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MUHUCTEPCTBO 3JIPABOOXPAHEHMS POCCUMCKOM ®EIEPALIMU

NMHCTPYKLIMA
[1O MEJJMLIMHCKOMY TTPUMEHEHMIO JIEKAPCTBEHHOTI'O ITPEITAPATA
Huuakanbuer

Perucrpanmonunsrii Homep:

Toprosoe nanmenoBanme: [{unakanpier

Mexaynapoinoe HenaTeHTOBAHHOE HJIM IPYNIIHPOBOYHOE HANMEHOBAHME: [MHAKATBIET
JlexapcrBennasi popma: TabIeTKH, TOKPHITHIE TIEHOYHOH 060109KOI

Cocras: | TabyeTka coIepKHuT:

Jeticmsyiowee seujecmso. nuHAKaIBIETA THAPOXIOPUA 33,06 Mr/66,12 Mr/99,18 mr (B nepevere
Ha nuHakaneet 30,00 mr/60,00 mr/90,00 mr).

Bcnomozamenvnvie 6ewjecmeéa; 1enmiono3a MHKpOKpucTammueckas 102 123,54 wmr/247,08 mr/
370,62 mr; narpus kpaxman riamkomst 10,80 mr/21,60 mr/32,40 wmr; runpomennosa 2,70 wmr/
5,40 mr/8,10 mr; xameuus ruapodocdar Ge3omubiii 9,00 mr/18,00 Mr/27,00 Mr; Maruus creapat
0,90 mr/1,80 mr/2,70 mr.

Cocmas obonouxu: mneHounas otosouka Omanpait 11 3enenwiit (85F21865) 5,40 mr/10,.80 mr/
16,20 Mr (monmuBHHUIOBBIH criupT 2,16 Mr/4,32 mr/6,48 wmr, tutana auokcun (E 171) 1.09 mr/
2,19 mr/3,28 mr; maxporon 1,09 mMr/2,18 mr/3,27 wmr; tanek 0,80 Mr/1,60 Mr/2,40 mr; kpacuTens
unrokapmut (E 132) 0,10 mr/0,19 mr/0,29 mr; xpacurens sxene3a (I11) okcun xenteii (E 172)
0,09 mr/0,18 Mr/0,27 mr; kpacutess OpuutHanToBBIH roy6oit (E 133) 0,07 Mr/0,14 mMr/0,21 wmr).
Onucanue:

Jlosuposxa 30 me

OBasibHBIE IBOSIKOBBITYKIIBIC TAOJIETKH, MTOKPHITHIE TNIEHOYHONW 000JIOUKOM CBETII0-3€JIEHOTr0 1IBETa,
C IPaBUPOBKOH, HAHECEHHON METOJOM THCHEHHs, «30» ¢ OIHOW CTOPOHBI M IJIAJAKHE, C APYTOH
CTOPOHBI.

Jlozuposxa 60 me

OBasibHbIE IBOSIKOBBIITYKJIbIE TAOJIETKH, MIOKPBITHIE TNIEHOYHOM 000I0YKOM CBETIIO-3€JIEHOTO [[BETA,
C I'PaBUPOBKOM, HAHECEHHONW METOJOM THCHEHHs, «60» C OJHOW CTOPOHBI M IIIAJAKHE, C JIPYroi
CTOPOHBI.

Jlozuposka 90 me

OBaJibHBIE IBOSIKOBBITYKJIbIE TAOJIETKH, TTOKPBIThIE TUICHOUHOH 000JI0UKOI CBETI0-3€ICHOr0 1[BETa,
C I'PaBUPOBKOM, HAHECEHHOM METOJOM THCHEHUS, «90» ¢ OAHOM CTOPOHBI M IJIAJAKHE, C APYTOH

CTOPOHBI.
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(I)apmaKOTepaneBanecxaﬂ rpynma: anTurnapaTupeouIHOE CPeICTBO.

Kox ATX: [HOSBXO01]

dapMaKoJIOrHYeCKHE CBOCTBA

Dapmaxoournamuxa

Mexarnusm oeticmeus

Kanbuni-uyBCTBUTENBHBIE  PEIENTOPBI, HAXOJSINMECS Ha TIOBEPXHOCTH TJIABHBIX  KJIETOK
NapalMTOBUIHON JKEJIe3bl, ABJSAIOTCS OCHOBHBIMU DPETYJISATOPAMH CEKPELUH [MapaTHPEOHIHOTrO
ropmona (IITT). Ilunakanbier obrajgaeT KalbIHMHMETHYECKHAM JEHCTBHEM, HEMNOCPEICTBEHHO
cHmKaromuM yposes [ITI', moBemmas 4yBCTBUTEIBHOCTE JAHHOTO PEIENTOPA K BHEKIETOYHOMY
Kanpuuio. Cumxenne ypoBHs [ITIT compoBoaaeTcs CHHKEHHEM COJAEPXKAHMUS KaTbIUS B
CBIBOPOTKE KPOBH.

Cumxenne ypoHs ITTT" koppenupyeT ¢ KOHIEHTpael MMHAKabIETa.

[Tocyie TOCTHKEHHS PAaBHOBECHOTO COCTOSIHHMS KOHIIEHTpAIUS KalbIMs B CBIBOPOTKE OCTAETCS Ha
MIOCTOSSHHOM YPOBHE B TEYEHHE BCEIO MHTEpBAIa MEXJ1y MPHEMaMH Tiperapara.

Bmopuunuiii cunepnapamupeos

B3pocnvie nayuenmoi

Tpu xIMHHYECKHX WHCCIIEIOBAHUS MPOAOJIKHTEIBHOCTBIO IHIECTh MECAEB (IBOWHBIE CIENbIE,
1a1e00-KOHTPOIUPYEMbIe)  BKIIIOYATH  MAllMEHTOB ¢ TEPMHHAIBHOW  CTaaueil  Mmodyevynoi
HEI0CTAaTOYHOCTH, HaXOIAIIMXCA Ha JHaln3e, C HEKOHTPOIUpYeMO# ¢opMoi BTOPUYHOTrO
runepnapatiupeos3a (1136 nauuentos). Jlemorpaduyeckne M HCXOJHBIC XapaKTEPUCTHKH ObUIH
TUIHUYHBIMH JUIS [IOMYJISILIMH TTALIMEHTOB CO BTOpUUHBIM runepnaparupeozoM (I'TIT), naxoasummxcs
Ha gauanmse. CpelHHe HavalbHBIE IOKA3aTeM KOHIEHTPALMH HHTAKTHOTO TMApaTHPEOUIHOTO
ropmona (uIITI") B Tpex KIMHMYECKHX HMCCIe0BaHUAX cocTaBisian 733 u 683 nr/mn (77,8 w 72,4
IIMOJIB/JT) B TPYyNINax LUHAKAIbLETa W MIanebo, COOTBETCTBEHHO, 66 % MalMEeHTOB MMPHHUMAIH
ButaMMH D mnepex BkmodeHueM B wuccienoBaHue, U > 90 % mnpuHMMaNIM JIEKapCTBEHHBIE
npenapaThl, CBsi3bIBatolue ¢Gocharthl. Y MAMEHTOB, MPHHAMAIOIIUX [IMHAKAIBIET, OTMEUYAIOCh
3HayuTenbHoe cHKeHue ypoBHs ullTT, kaneuus u gocdopa B chiBopoTKe, Kanbuuit-gpochopHoro
npoussegeHust (Ca x P) mo cpaBHeHHIO ¢ MalMEHTAMH B TpyImre mianebo, KOTOpble MOJyyJau
CTaHJapTHYIO TEpaIHIO, U pe3yJbTaThl OBLIM CONOCTAaBUMBI BO BCEX TpeX HccieaoBaHMsX. B
KaXJI0M H3 OTHX MCCIIEJOBAaHUN TEepBUYHAsE KOHEYHas ToYKa (J0Js TMAalUEHTOB C YpPOBHEM
ullTI" < 250 nr/mn (< 26,5 nMonw/n)) Obina gocturuyta y 41 %, 46 % u 35 % mnanueHTos,
IOJTyYarolUX IMHAKAJIBLET, B cpaBHEHUU ¢ 4 %, 7 % u 6 % nauuMeHToB, nogyvaroumx rianedo.
IIpumepro 60 % manueHTOB, NOJMYYAIOIIMX [MHAKAIBIET, JOCTUIIH CHHXKCHHS YPOBHS

ullTI" > 30 %, u nanssit a¢pdexr HabmogaNCS MO BCeMy CIEKTpy HUCXOaHbIX ypoBHed HIITI.
y 194
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Cpeanee CHUKEHHE CHIBOPOTOUHBIX YpoBHei# Ca x P, kanbims u docdopa cocrasnsio 14 %, 7 % u
8 %, COOTBETCTBEHHO.

Cumxenne yposus ulITI' u Ca x P nomepkuBanoch Ha NPOTSKeHHH 12 Mecsles Teparuu.
[{unakanpuet cumkan yposens ullTI, kanbuus u docdopa i Ca x P, He3aBHCHMO OT HAYATBHOTO
ypoust HIITI" mwim Ca x P, pexuma muanusa (NepuTOHeaTbHBIH IHATM3 110 CPABHEHMIO ¢
FeMO/IHAIU30M ), IPOIOJDKUTENIEHOCTH AHAIM3a, U OT TOTO, TPUMEHSIICS WM HET BUTaMHH D.
Cumkenne yposus IITIT accomumpoBanoch ¢ He3HAYMTENBHBIM CHIKEHHEM YPOBHS MapKepoB
KOCTHOro Merabonu3ma (crnenupuueckoil KOCTHOI menounoi (ocharazpl, N-TeToMenTH/IOB,
OOHOBJICHUsI KOCTHOH TKaHM M KOCTHOro (ubpo3a). [Ipu npoBeeHnH PeTpoCIeKTHBHOrO aHan3a
IyJ1a IAHHBIX, COOPaHHBIX 110 UTOTaM 6 U 12-MeCAYHBIX KIMHHUECKUX HCCIIEI0BAHUIA, C TTOMOMIBIO
merozia Karutana-Meiiepa, mokasaTesi KOCTHBIX MEPEIOMOB U TApaTHPEOHIIKTOMHIT ObITH HUKE B
TPYTIIE IMHAKAIBIIETA 110 CPABHEHUIO C KOHTPOJILHOM IPYIINON.

[IpeBapuTenbHEIE MCCEI0BaHUS B OTHOIIEHHH MAIIMEHTOR, CTPAIAIONINX XPOHHYECKOH GOIE3HBIO
noyex (XbIT) u BTOpHYHBIM rHIEpHapaTHPE030M, He HaXOAAIMXCS Ha JHali3e, YKa3bIBAIOT Ha TO,
9TO IUHAKAIBIET CHWXan ypoBeHb [ITIT TouHO TakkKe, Kak y MAlMEHTOB C JIMArHO30M
TePMHUHAIIBHON cTajauu noveunoi HenocraroyHoctH (TCITH) u BTOpHYHBIM THIIEpIapaTHPEO3oM,
HaxoIsmmMxcss Ha uanuse. OaHAKo JUIs TAMEHTOB B MNPEJAHANM3HON CTaJdH  MOYEYHOMH
HEJIOCTATOYHOCTH He OBIIM  YCTaHOBIEHBI 3(PEKTHBHOCTh, 6E30MaCHOCTh, ONTHMAIIbHBIE
JO3UPOBKKM W 1IeJId TepanuH. JlaHHble HccienoBaHus ToKa3aiu, 4to y mamueHtoB ¢ XBII, ne
HaXOMSLIMXCsl HA JIMaM3€ U TIOJIy4YalOUIMX LMWHAKAJIBIET, CYLIECTBYET OOJBIIMH PUCK pa3BUTHSI
THIIOKAJIBIIHEMHUH 10 CPABHEHHUIO C HaXOAALIMMHUCS HA AMATHM3€ MAllMEeHTAMH C TEPMHUHAIBbHOMN
CTaAMedl TO0YE€YHOHW HEJOCTATOYHOCTH, TOJIYYAIOIUMH IIHHAKAIBIET, YTO MOXET ObITh
00ycnoBieHo Gosiee HU3KOH HAYaIbHOM KOHIEHTpPAIMEH KaJbIUs W/HIM OCTaTOYHOM (yHKIHMEH
MOYeK.

Hccnenosanne EVOLVE (Evaluation Of Cinacalcet Therapy to Lower Cardiovascular Events -
OLIEHKA TEpanuM UHHAKAJIBIETOM JUI CHM)KEHHMSI YacTOTBI CEPJICYHO-COCYMCTBIX COOBITHIN)
NPEJACTABIIAN0  COOOM  paHIOMH3MPOBAHHOE JIBOWHOE ClIENOe KIMHUYECKOE HCCie0BaHue,
OLIEHUBAIOIIIEE CHMIKEHHE PUCKA OOIIEH CMEPTHOCTH M CepAeYHO-COCYAUCTBIX OCIOKHEHUH MpH
NPUMEHEHHMH IIMHAKajblleTa THAPOXJIOpHAA MO cpaBHeHUIO ¢ Tuianebo y 3883 manmeHTOB C
sTopruuHbM ['TIT n XbII, Haxonsmuxcs Ha nuammse. VceneqoBanne He TOCTUTIIO TIEPBUYHOMN LETH
- MPOJIEMOHCTPUPOBATL CHUKEHHUE PUCKA OOIIEH CMEPTHOCTH WJTH CEPJIEYHO-COCY AMCTHIX COOBITHH,
BKJIIOYash HMH(ApKT MMOKapJa, TOCIUTAIN3AINIO [0 IOBOAY HECTaOWIIBHOW CTEHOKapnH,
CEpICYHYIO HEI0CTATOYHOCTh WM 3aboseBaHuii nepudepudeckux cocyaoB (OP 0.93; 95 %

J: 0,85, 1,02; p = 0,112). Ilocie mompaBKH Ha HCXOIHBIE XapaKTEPHCTHKH BO BTOPHUYHOM
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ananmse, OP 114 nepBUYHON KOMOWHHUPOBAHHOM KOHEUHON TOYKH COCTABHIIO 0,88; 95 % JIN: 0,79,
0.97.

Kapyunoma napawumosuonvix sxcenes u nepeuynviii 2unepnapamupeos

B onxoMm uccnenopanyun 46 B3pOCIBIX MAaMEHTOB (29 — ¢ KapIMHOMO# MapaiMTOBHAHBIX JKEIE3,
1 17 — ¢ mepsuane I'TIT u TsKenoi runepkanbuneMuei, y KOTOPBIX MapaTHPEOHIIKTOMMUS He
Jlajla pe3ysbTaToB WK OblLIa MPOTHBONOKA3aHA) MOTyYald IHHAKAIBIET 10 3 JIET (B CpeaHeM —
328 nHeH 1A MalMeHTOB ¢ KapIHHOMON MapaIuTOBUIHBIX XKele3, ¥ 347 aHell — JUTst MAlHeHTOB ¢
nepsudHbM ['TIT). [lunakaneuer npumensiics B go3ax ot 30 Mr (2 pasa B cyTkn) 10 90 Mr (4 pasa
B CyTKM). IlepBHYHOH KOHEUHOW TOYKOW B JIAHHOM HCCIIEAOBAHUM SABJIAIOCH CHHIKECHHE
KOHIEHTPAIlMK KallbLMsd B CBIBOPOTKE KpoBH > 1 wmr/ma (> 0,25 Mmone/n). YV nanmeHToB ¢
KapIMHOMOM MapaluTOBUIHBIX K€Je3 CPEeIHsSsl KOHLEHTPALHS KaJIbIUs B CHIBOPOTKE KPOBH
cumkanack ¢ 14,1 mr/mn no 12,4 mr/an (¢ 3,5 mmons/n o 3,1 MMoOB/1), B TO BpeMs Kak y
nanueHToB ¢ nepBUYHbIM [TIT kOHHEeHTpanus KaabIMsi B CHIBOPOTKE KpPOBM CHMYXKAACh ¢
12,7 mr/an no 10,4 mr/mn (¢ 3,2 mmons/n no 2,6 mMons/n). Y 18 u3 29 maumentoB (62 %) ¢
KapUUHOMOM MapalyMTOBUIHBIX >kesne3 ¥ 15 u3 17 mamwentoB (88 %) ¢ mepsuunbiM TTIT
JIOCTUTHYTO CHM)KEHHE KOHIIEHTPALMU KAJIBLIMS B CBIBOPOTKE KPoBH > 1 M1/t (> 0,25 Mmmoste/i).

B miane60-KOHTpoIMpyemMoe HcCleIoBaHUE MPOAODKUTEILHOCTRIO 28 Helenb OblIo BKIIOYEHO
67 B3pOCHBIX MNaNMEHTOB ¢ mepBUYHBIM [TIT, KOTOpBIE COOTBETCTBOBAIM KPUTEPUAM JUIS
MIPOBEJICHHUS I1apaTUPEOUIIKTOMHH HAa OCHOBAHUU CKOPPEKTHPOBAHHOW OOIIEH KOHIIEHTpAIlUu
KaJblMs B CBIBOPOTKE KpoBW > 11,3 mr/mn (2,82 mmons/n), Ho < 12,5 mr/an (3,12 mmoms/n),
KOTOPBIM, OJIHAKO, JAHHOE BMENIATEILCTBO HE OBIIO BBINMOJHEHO. HavyanpHas 103a 1nMHaKasbleTa
cocrapigna 30 Mr 2 paza B CyTKM M €€ THTPOBAIM /IS MOJUICPXKAHUS HOPMATBLHOrO IHara3oHa
CKOPPEKTHPOBAHHOW OOINEH KOHIIEHTpAllM¥ KaJIbllMsl B CHIBOPOTKE KPOBH. 3HAYHTEIBHOE YHCIIO
NAIMEHTOB, IPUHUMAOIIUX UHAKAIBIET, JOCTUTIIH OOy KOHIEHTPAIMIO KAJIBIHS B CBIBOPOTKE
kpoBu < 10,3 mr/an (2,57 MMoJb/1) ¥ CHWKEHHE OOIIEH KOHUEHTPALMH KAJIbIUS B CHIBOPOTKE
KpoBd Ha > 1 mr/mn (0,25 MMonb/1) MO CpaBHEHHWIO C MAllMEHTAMH, NMPUHUMAIONMMH T11aieto
(75,8 % no cpaBuenuto ¢ 0 % u 84,8 % o cpaBHeHHIO € 5,9 % COOTBETCTBEHHO).
DapmaKkokuHemuka

Bcacwvisanue

[Tocnie mepopasbHOrO MpHeMa Tpenapara, MaKCUMallbHass KOHIIEHTpAIUs [IMHAKAIbIIETa B IIa3Me
KPOBH JIOCTHTAETCs IIPUMEPHO yepe3 2-6 yacoB. AGcooTHAs OMOAOCTYITHOCTD IIMHAKAIBLETA TIPH
NpUEME HaTOIIaK, YCTaHOBJIECHHAs Ha OCHOBAaHWUM CpPABHEHHUSI pe3y/bTaTOB  pa3IMYHbIX
UCCIICIOBAHMH, cocTaBisia npumepHo 20-25 %. Ilpu npueme mnpemapara BMecTe ¢ MHINEH,

OMOIOCTYITHOCTh IIMHAKAJIbLIeTa YBeauduBaeTcsi npuMepHo Ha 50-80%. ITogo6GHOe mMOBBIMIEHKE
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KOHUCHTPAIlMK [IMHAKAJIbIIETa B IJla3Me KPOBU HaOJIIOAJIOCh HE3aBHCUMO OT COJICPIKAHUS JKUpa B
TTHIIE.

[lpn nosuposkax ceeime 200 Mr HaGmrogaeTcs HachllleHHE aOCOPOIMH, BEPOSATHO, BCIEICTBUE
IIJIOXOM pacTBOPUMOCTH.

Pacnpeoenenue

Otmeuaetcs BeICOKHH 06beM pacnpenenerust (mpubdnusntensio 1000 TUTPOB), UTO yKa3bIBaeT Ha
IIMPOKOE pacrpesiefienue B TKaHsaX. [{nuakanbuer npumepno Ha 97 % cBs3biBaeTcs ¢ OelikaMu
TUIa3Mbl M PaCIIpeIeIIeTCs B MUHUMAITBHOM KOJIMYECTBE B APUTPOIIATAX.

ITocne BcachlBaHMS CHIDKEHHME KOHIEHTpAIMH [IMHAKAJIbIETAa TMPOUCXOJMT B JBa OTana C
NEPBOHAYAIBHBIM TIEPUOJIOM IIOJIYBBIBEACHUSI NPUMEPHO 6 YAaCOB M OKOHYATEIBHBIM IE€PHOJIOM
nonyBeiBeieHHss oT 30 1o 40 wvacoB. PaBHOBecHOE COCTOSIHHME KOHIEHTPAIMU IIMHAKaJbIETa
JIOCTUTAETCs B T€YEHUE 7 JHEH ¢ MUHUMAIBbHOW KyMylsnuei. PapMakoKHHETHYECKHE TTapaMeTphl
[IMHAKAJIbIIETA HE U3MEHSIOTCS CO BPEMEHEM.,

Memabonuszm

[Iunakaneuer mMerabomusupyetcs rpynmoi ¢gepmenToB, nperumymectBeHHo CYP3A4 u CYP1A2
(pois CYP1A2 He Obla moaTBepyieHa KIHMHUYECKUMH MeTo1aMi). OCHOBHBIE ITUPKYJIHPYIOIIHE
MeTabOIUTHI HEAKTHBHBI.

CornacHo MaHHBIM HCCIEIOBAHUN [N Vitro, IHMHAKAJIBIET SBISETCS MOLIHBIM HHIHOUTOPOM
CYP2D6, onnako, Mpy KOHIEHTPALUIX, TOCTHTABIIMXCS B KIIMHAYECKUX YCIOBUSX, IIMHAKATHLET
He nojaBisieT akTUBHOCTH Apyrux ¢pepmentoB CYP. B Tom yncie CYP1A2, CYP2CS8, CYP2C9,
CYP2C19, u CYP3A4, u taxxe He sBisietcst uaaykropoM CYP1A2, CYP2C19 u CYP3A4.
Buvigeoenue

[Tocne BBeneHUs 340pOBBIM J10OPOBOJBIIAM MEYEHOW pPAAMOM3OTONHBIM METOAOM I03bl 75 M,
[MHAKaJIbIET MOJABEprajics OBICTPOMY W 3HAYUTEILHOMY OKHCIMTEILHOMY METaboNn3My ¢
nocyeayloned Koubtoranueil. BriBenenre paanoakTUBHOCTH MPOMCXOAMIIO B OCHOBHOM I1yTEM
BBIBEJIEHUsI MeTaboMTOB noykamu. [Ipumepro 80 % BBOAMMOI 10361 OOHAPYKHUBATIOCH B MOYE H
15 % B kare.

Jlunetinocmuv/nenunetinocms

VBennuenue mouraau moAa KpuBod «koHneHTpauusi-Bpems» (AUC) m Cmax HIMHAKaIbLETA
MPOUCXOMT MPAKTUYECKHU JIMHEHHO B 1uanazoHe 103upoBanus 30-180 Mr onmH pa3s B JieHb.
Dapmakoxkunemuyeckue/hpapmakoOuHamuieckue 63aumooeticmeus

Bckope mocne BBeneHusi uuHakaibliera, ypoBeHb I[ITIT HaumHaeT mNOHMXKATBCHA, NPU ITOM
MaKCHUMaJIbHOE CHUIJKEHHE MPOUCXOAMT IPUMEPHO uepe3 2-6 YacoB MOCIE BBEIAECHHs, YTO
COOTBETCTBYET MAaKCHUMAJIbHON KOHIEHTpanuu 1uHakaiblera (Cmax). [Tocne sToro xonuenTpanms

[[HaKaJIblIeTa HaYyMHAeT CHWXaTbesi, a ypoBeHb IITI" moBblmaercs B Tewenue 12 4acoB mocre
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BBEJIEHHS [103bl, U 3aTeM cyrnpeccus [ITI" coxpansieTcst mpuMepHO Ha OAHOM M TOM ke YPOBHE 10
KOHIIa CYyTOYHOI0 MHTEpBaJIa IPU PEKUME JA03UPOBAHUA OJAUH pa3 B JieHb. Konuentpauus [1TT B
KJIMHUYECKUX MCCIIEIOBAHUAX IMHAKAIIBIIETA U3MepsIach B KOHIIE HHTEpBaIa J03UPOBAHMSL.
[oowcunvie

B dapmakokuHeTHKE IMHAKATIBIIETa HE OTMEUCHO KIIMHUYECKH 3HAYMMBIX Pa3IMYMid, CBS3aHHBIX C
BO3pacTOM OOJIbHBIX.

Ioyveunas neoocmamournocms

dapMaKOKUHETHYECKHH MPOodUIL IMHAKAIBIETa Y MAlHEeHTOB C MOYEYHOH HEJI0CTATOYHOCTHIO
JEeTKOM, CpeAHed M TSHKEJOM CTENmeHW, M TMalMeHTOB, HAXOSIIUXCS Ha TeMOAHalIU3e WU
MEepUTOHEATFHOM  JIHai3e, COMOCTaBMM ¢  (hapMaKOKMHETHUECKHM TMPO(UIEM  310POBBIX
JT0OPOBOJIBIIEB.

Ileuenounas nedocmamounocmo

[leyeHoYHass HEOCTATOYHOCTH JIETKOW CTENEHU TSHXKECTH HE OKa3bIBACT 3aMETHOIO BIMSHHUS Ha
(bapMaKOKMHETHKY IHHaKaJblleTa. 110 cpaBHEHUIO ¢ TPYNIONH ¢ HOPMAIbHOW (QYHKIMEH neueHw,
cpennue nokazarenmd AUC uuHakaigbiiera ObUTH NMPUMEPHO B JBa pa3a BbILIE B TPyMNIne ¢
YMEpPEHHBIMU HapyIICHUSMU (PYHKIIMH TIEUEHU, W TPUMEpPHO B 4 pasza BBIIIE NPU NEYECHOYHOH
HEJIOCTaTOYHOCTH TsDKenod cremeHu. CpelHWil mnepuoa TONYyBBIBEACHUS ILMHAKaJbLETa Y
MAIUEHTOB C YMEPEHHOH M TSDKEJIOH CTENEHBIO MEYCHOYHOH HEJO0CTATOYHOCTH, YBEJIMYMBACTCH
coorBeTcTBeHHO Ha 33 % wu 70 %. lleyeHoyHass HeIOCTATOYHOCTH HE BJIMSET Ha CTENEHb
CBA3BIBaHUS IMHaKaiblleTa ¢ Oenkamu. [Tockonabky mojabop 103 TPOBOAMTCSA HA OCHOBAHHUM
napameTpoB 3p(HEKTUBHOCTH U O€30MACHOCTH, Ul MALKEHTOB C IEYEHOYHONW HEI0CTATOYHOCTHIO
He TpeOyeTcs MPOBOAMTH JOTONHUTEIFHYIO KOPPEKIHUIO 10361 (cM. pazaessl «Criocod npuMeHeHns
1 1036 U «OcoOble yKa3zaHUs»).

Ilon

KimpeHce nuHaKaableTa MOXKET OBbITh HH)KE Y JKEHIIHMH, YeM y MyK4uH. [Tockonbky moabop 103
NPOBOJUTCS WHAMBHIYAIbHO, HE TpeOyeTcs MPOBOIUTH JOMOJHHUTEIBHYIO KOPPEKIHIO J03bl B
3aBUCUMOCTH OT I10J1a MalUeHTa.

Jlemu

(dapMaKOKMHETHKY IMHaKaiblieta u3ydand y 12 pgereit (6-17 ner) ¢ Xbll, naxomsumxcs Ha
JIHaITH3e, Mocie OMHOKpaTHOro rnepopansHoro npuema 15 mr. Cpeanue 3HadeHnss AUC u Cmax (23,5
(mmanason ot 7,22 no 77,2) ur*vac/mn u 7,26 (nnanazon ot 1,80 1o 17,4)Hr/mMi1, COOTBETCTBEHHO)
HaXOoIHIHCh B nipejenax npubinsutensHo 30% cpeannx 3naueHnit AUC n Cax, HabmonaBimmxces
B OJIHOM HCCJIEJJOBAHMH Y 3JI0POBBIX B3POCIIBIX JI00POBOJIBIEB MOCIIE OJHOKPATHOTO NEPOPATHLHOIO
npuema 30 Mr npenapara (33,6 (nuanason ot 4,75 10 66,9) Hr*vac/mn u 5,42 (amanason ot 1,41 10

12,7) ur/mi, COOTBETCTBEHHO). BBHIy OrpaHMYEHHBIX JaHHBIX Y JETCH, HE HCKIIOYACTCS
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NOTEHUMAIbHO ©Oosiee BBIpAKEHHAS JKCIO3MIUS ONpEIe/IeHHOW /03Bl LMHAKaJIbLETa Y JIeTeH
MIIJILIET0 BO3pacTa, ¢ MEHBIIEH Maccoi Tesla, 10 CPaBHEHMIO C JIETBMU CTapLIEro BO3pPacTa,
UMEIOIUMH O0JIBINYI0 Maccy Tesa. @apMaKOKMHETHKA TTOBTOPHBIX 03 Y JETeH He H3ydasachk.
Kypenue

Kimpenc nuHakangblera BbINIE y KypWIBIIHUKOB, 4eM y Hekypsmux. Ilo Bcel BHAMMOCTH, 3TO
o0ycoBIeHO MHIyKIMeH merabonusma, mpoxojsumero npu yuactun CYPIA2. Ecim naument
IpeKpam@aeT WiIM HadMHAeT KyPUThb BO BpPEMs TEpaNMH, KOHIEHTPALMA IIMHAKaJblETa B IIa3Me
MOJKET U3MEHHUTBCS U MOXKET MOTPeOOBATHCS KOPPEKIIHS 103BI.

JloxkMuHHYeCKHe HCC/IeJ0BAHUS 0€30MaCHOCTH

[{uHakanpleT He OKa3bIBAI TEPATOreHHOro 3(h(deKTa y KPOJMKOB MPU HCIOJIB30BAaHMM B JI03aX.
cootBeTcTBOBaBIIUX 0,4 % (u3 pacyera 3HaueHud AUC) mMakcuMalbHON 03Bl Npernaparta Mpu
npuMeHeHun y uenoBeka npu BropuwuHoM ITIT (180 wmr/cyTtku). Ilpenmapat He mnposBius
TEpaTOreHHOW AaKTUBHOCTH Yy KpbIC B J103aX, IMpeBbIIAlOMUX B 4,4 pa3za (M3 pacyera 3HAUYCHH
AUC) MakcHMaJbHYIO 703y Iperapara Npd NpUMEHEHMHM y dYeiaoBeka 1npu BTopuuHom [TIT.
[Ipemapar He okxa3bIBaJI BIMSHUS HA GEPTHIHLHOCTH CAMIIOB M CAaMOK TP 3KCIIO3MLIUH B J103aX J0 4
pas3, MpEeBBIMAIOIIMX 103y Npernapara y yejsoeka 180 mr/cyTkn (3navyeHns 6e30macHoro amanasona
B HEOOJIBIION MOMYJISAIMM MTAIMEHTOB, MOJIYUaBIIMX TpernapaT B MaKCUMaIbHON KIMHUYECKOH J103€e
360 mr/cyTkH, cocTaBHIN ObI TPUOIUZUTENILHO MOJOBUHY ITPUBEICHHBIX BBIIIE 3HAYCHHIT ).

VY GepeMeHHBIX KPBIC PErHCTPUPOBATIOCH HE3HAUUTEIbHOE CHHXKEHHE MacChl Tejla M MOTpedIeHus
IUINM TIPH UCTIONIb30BAaHHUM TIpernapaTa B MakCUMalbHOW J103e. CHIDKEHHME Macchl Teja INIOJIOB
TaK)Ke OTMEYaJoCh IPH MCIOJIb30BAHUU IIpernapaTra y CaMOK B J103aX, BBI3BIBABIIMX TSKETYIO
TUITOKAJIBIIMEMHUIO. BBIIO MoKa3aHo, YTO IMHAKAIBLET MPOHMKAI 4yepe3 IIalleHTapHbIH Oapbep y
KPOJIMKOB.

He ObU1O BBISBIEHO HM I€HOTOKCHYECKOTO, HM KaHIIEPOT€HHOTO MOTEHIMa a IMHakaiblera. [lo
JaHHBIM TOKCHKOJIOTMYECKHX UCCIIEI0OBaHMHM Oe30macHbId AMANa30H SIBJSETCS JI0CTATOYHO Y3KHM,
MOCKOJIBKY B OKCIIEPUMEHTAX Ha JKABOTHBIX OrpaHHYMBAIOIUM 103y (dakTopoMm Obuia
THNOKATIbLIMeMHs. Pa3BUTHE KaTapaKThl U TIOMYTHEHHE XPYCTaIMKa HAOIIOJaIUCh IIPH MTPOBEICHNH
TOKCHKOJIOTMYECKMX M KaHLEPOTE€HHBIX HUCCJICJI0BAHUH Ha IPbI3yHAX C MHOIOKPATHLIM BBEJIEHHEM
n03. OHaKo Takue sSIBJICHUS He HAOTIOAINCh B OKCIIEPUMEHTaX Ha coOakax MM 00e3bsHax, HiIH B
X0Jle KJIMHUYECKMX HCCIIEOBAHUM, Te MPOBOJMIICS MOHHUTOPMHI B OTHOIIEHWH OOpa3OBaHMSA
KatapakTel. [3BeCTHO, 4YTO y TIpBI3yHOB KaTapakTa MOMKET BO3HHKATh Kak CIIC/ICTBHE
TUITOKAJIBLIUEMHH.

B uccnenoBanusx in vitro 3aadenust [Cso Ui Tpancrnoprepa cepoTonuHa 1 Karp xananos Oblin B 7
u 12 pa3 BbIIE, COOTBETCTBEHHO, IO CpaBHEHHIO co 3HadeHuem ECso g Kanbumii-

YYBCTBUTEJIBHOI'O PEIENTOPA B TEX XKE YCIOBUAX SKCIIECPUMECHTA. Knunuueckast 3HaUMMOCTB 3TOIO



JIT1-003662-170122

(eHoMeHa He M3BECTHA, OJHAKO IMOTEHIHAIbLHAS CIIOCOOHOCTh [MHAKAJIBIIETa BO3/EHCTBOBATh HA
3TH JIOTIOJIHUTE/IbHBIE MUIIEHH HE MOKET OBITh MOJTHOCTBIO HCKITIOYCHA.

ITokazanusi K NPpUMEHEHNIO

Bmopuunsiit zunepnapamupeos

B3pocnvie nayuernmut

Jleuenne BropuyHoro runepnaparupeosa (I'TIT) y B3pocibIX MalMeHToB ¢ TEPMUHAILHON CTa ek
noyeyHoi HexmocratouHoctH (TCIIH), maxonsmumxcs Ha auanuse. [[HHAKaIBIET MOXKET TaKKe
HaszHA4aThCs B COCTaBe€ KOMOMHHMPOBAHHOM Tepanuu, BKIIOYAIOIIEH Tpernaparthl, CBSA3BIBAIOIIHE
docdarsl, u/mmm BuTaMuH D cooTBETCTBEHHO (CM. paszen « PapMaKkoMHAMHUKAY ).

Kapuunoma napawjumosuomnsix sxcenesz u nepeudHblii ZUNEPRAPAMUPEO3 y 83POCIIBIX

CHMKEHUE BBIPAKEHHOCTH THITEPKATBIIHEMUH Y B3POCIIBIX MTAI[HEHTOB C:

* KapLIMHOMOH MapaluTOBUIHBIX JKeje3.

* nepBuyHbIM runepnapatupeoszom (I'TIT), mpu koTopoM nmokazana napaTUPEOUIIKTOMHUS 1O
pe3yJbTaTaM OLEHKH KOHIIEHTPAIMK KaIbIUS B CBIBOPOTKE KPOBH (COTJIACHO COOTBETCTRY FOIITHM
PEKOMEHJAIUSAM T10 JIEUEHHIO), HO €€ BBITOJIHEHHE HE ONpaBAaHO KIMHUUYECKH HITN
IIPOTHBOIIOKA3aHO.

IIpoTuBonoOKazanus

[ToBbIIeHHAs YyBCTBUTEIBHOCTh K AaKTHBHOMY KOMIIOHEHTY WJIH JIFOOBIM JPYTUM KOMITOHEHTaM
npernapara, nepequcieHHbIM B pazjiese «CocTany.

['unokansuuemus (cM. pazaens! « Ciocod nmpuMeHeHus U 1036 U «OcoOble YKazaHus»).
IIpnvmenenne npu 6epeMeHHOCTH U B IIEPHOJ TPYIHOT0 BCKAPMJIHBAHUSI

bepemennocme

KiuHuyeckue [aHHbIE O TNPUMEHEHWM I[IMHAKalblleTa TPH OEPEeMEHHOCTH OTCYTCTBYIOT. B
9KCIIEPUMEHTAX Ha JKUBOTHBIX HE ObUIO BBISBJICHO MPSIMOTO OTPULIATEIBHOTO BO3JICHCTBHUS HA XOJ
OepeMEHHOCTH, pPOJOB MM [OCTHATadbHOE pa3BUTHE. He OBUIO TakKe BBIIBIECHO HHU
SMOPHOTOKCHYECKOT0, HH TEpPATOTEHHOrO JACHUCTBHS B XOJI€ JKCIIEPHUMEHTOB Ha OepeMEeHHBIX
caMKaxX KpbIC M KpOJHMKOB, 3a HCKIIOYEHHEM CHIDKEHHsS MacChl Tejla IUIOJI0OB Y KpBIC IpH
HCIIOJIb30BAaHUU TOKCHYECKHX JI03 Yy OepeMeHHBIX caMoK (cM. pazgen «JlokanmHuueckue
ucciaenoBanus OezomacHocTHy). [Ipu OepeMeHHOCTH NIHMHAKAIBUET ClEAYeT MPUMEHSTh TOJBKO B
TeX CIIydasiX, €CJIM NOTEHIMAIbHAS M10JIb3a ONPAB/IbIBAET MOTEHIIMATBHBIA PUCK JUIS T1J10/1a.

[ pyonoe eckapmnuganue

Jlo Hacrosimiero BpeMEHH HE H3y4yeHa BO3MOKHOCTbH BBIBEIAECHMs IMHAKAJIbLETAa C TPYIHBIM
MOJIOKOM. [[HaKaibleT BRIBOAUTCS C IPYAHBIM MOJIOKOM KOPMSIIIMX KPBIC, IIPH 9TOM OTMEYAETCs

BBICOKO€ COOTHOIICHUE KOHUECHTPAIlMK B MOJIOKE K KOHICHTpAIUU B IIJIa3ME. [locne TmaTenbHOM
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OIIEHKH COOTHOIUEHHUSI PHUCK/TIONB3a, CIEIyeT TPHHATH pelIeHHe O MPeKpalleHud TPyJIHOTO
BCKapMJIMBAaHUs WJIM IIpHEMa Ipenapara.

Depmunvrocmo

Knunnueckne [aHHBIE 1O BIMSHHUIO IIMHAKajJblleTa Ha (EPTHIBHOCTH OTCYTCTBYIOT. B
9KCIIEPUMEHTaX Ha XXUBOTHBIX H3MEHEHHUH (PepTHIILHOCTH HE YCTAHORBJICHO.

Crnioco® npuMeHeHHUsI U 103b1

Cnocob npumenenun

Jlna npuema BHyTpb. TabneTku HEOOXOJMMO TPUHMMATh LEJIAKOM, HE pa3KeBbIBas, He
pasnaMbIBas ¥ He pasjenss ux. IIpenapar pekomeHayeTcst IPUMEHSTh BO BPEeMsl €bl UIIH BCKOpE
I0CjIe TIpUEMa IUIIH, TOCKOJIBKY B XOJE€ HCCIIEI0OBAaHUHM OBUIO MMOKa3aHO, 4YTO OMOAOCTYNMHOCTD
[IMHaKaJIbLIeTa YBEINYUBAETCS MIPU NTPUEME TTperapaTa ¢ MUIIeH.

Bmopuunsiit zunepnapamupeos

B3pocnvie u nayuenmer noscunozo eospacma (> 65 nem)

Pexomenayemast HayanbHast 103a JUIS B3pOCIBIX cocTarisgeT 30 MI OMH pa3 B JIeHb. THTpOBaHHUE
JI03bl LMHAKAJIbLIETA CJIEIYET MPOBOJUTH KaXKIble 2-4 HeIenu 0 MaKCUMalbHOW J103b1 180 mr
(onMH pa3 B CyTKH), IPU KOTOPOH y MAIMEHTOB, HAXOASAIIMXCS Ha JHAN3E, JIOCTUTACTCS Ie/ieBas
koHueHTpauus 1T B quanazone 150-300 nr/ma (15,9-31,8 nmosw/in), onpenensemast Mo YpOBHIO
UHTaKTHOrO napatupeonHoro ropmona (ullTl). Onpenenenne yposus [ITI" nomkHo mpoBoaUTHECS
HEe paHbplie, 4yeM uepe3 12 wacoB mocie npueMa nHHakanelera. Crexyer NpuaepKUBAThCS
COBPEMEHHBIX PEKOMEHIAIIHH.

VYposens ITTI" cnenyer onpenensts yepe3 1-4 Hemenu nocjie Havyala Tepanuy WK KOPPEKLHUHU 1035
uuHakanblera. [lpu npueme noanepkupBaromieit 103bl, MOHUTOpUHI YypoBHs [ITI nomxken
MPOBOJUTRLCS IpuUMepHO 1 pa3 B 1-3 mecsua. [l onpenesnenus yposrs [TTIT MOXKHO MCIONB30BaTh
conepxanue uHtaktHoro [ITI (ulITI) wmm  OuomnrtaktHoro [ITI (6mllTT); Tepanus
[MHAKaJIbIIETOM He MeHsieT cooTHoteHus Mexry ullTT u oullTT.

Koppexyus 0o3vl 6 3a6ucumocmu om Konyenmpayuu Kaibyus 6 CbleOPOMKe Kposu

Ilepen mpuemMom mnepBoi A03bI Npenapara HEOOXOAUMO YOEIMTHCS, YTO CKOPPEKTHpOBaHHAsS
KOHIIEHTpAIMs KaJbIUsl B CHIBOPOTKE KPOBH HAXOJMTCS HA YPOBHE HMIKHEH IpaHUIlbl JuanazoHa
HOpPMaJIBHbIX 3HAa4YeHWH WM Bbime (cM. pasznen «OcoOble ykazaHUs»). JlmanmazoH HOpManbHbIX
3HAYEHHUH KOHLIEHTPALMHU KaJIbIUS MOXKET pa3uyaThCsl B 3aBUCUMOCTH OT METOA0B, UCITOJIb3YEMBIX
B JIOKQJIbHOM JTabopaTopuH.

Bo Bpems THTpOBaHUS 10361 HEOOXOIMMO YacTO TMPOBOAMTH MOHMTOPHHI YPOBHS KaJlbLMs B
CBIBOPOTKE KPOBM, B TOM uHCJIe 4epe3 | Heleno mocie Havajla Tepanud WM KOPPEKUHH 03Bl
nuHakanplera. [locne qocTuxeHus MojyiepKUBalOIel J103b1 He0OX0AMMa OlleHKa KOHIEHTpalun

KaJIbLMsl B CBIBOPOTKE KPOBH MpubIM3uTensHo 1 pas B Mecsll. [Ipy CHUKEHUH CKOPPEKTHPOBAaHHON
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KOHUCHTPAIlMK KaJIbIUs B CBIBOPOTKE KpoBHM HMke 8,4 Mr/mn (2,1 MMOJB/T) W/HIH pa3sBUTUH

KIIMHUYECKHUX HpOHBJleHI/Iﬁ THIIOKAJIbIIMEMHUH PEKOMEHIAYETCS CIIEAYIOLIEe JICYEHHE:!

CKOppCKTHpOBaHHQH KOHIEHTPpAIUs Pexomenaanun
Ka/IbIIu#l B CBIBOPOTKE KPOBH HJIH
HAJIMYHE KJIHHHYECKHUX npommelmﬁ

THIIOKAJbIHEMHH

< 8,4 mr/nn (2,1 mmons/m), HO > 7.5 Mr/an  [Pocar-cBA3bIBAIONIME TIPENapaThl HA OCHOBE

(1,9 MMOIIB/T), MM HaNMUKE KIMHUYECKUX  [KAJIBIIMS, BUTaMUH D W/MIM KOppeKIHs

HpOHBHCHI/Iﬁ THIIOKaJIbIITHEM U U KOHICHTPpAlMK KaJblIUg B JIHAJIM3HOM pPacTBOPE

MOTYT IIPUMECHATHCS JUTA ITOBBIIICHU S

KOHIEHTpAallMK  KaJIbIIUsA B CBIBOPOTKE  KPOBH,

COTJIACHO PEHICHUTO JIEHallero Bpayva.

< 8,4 mr/nn (2,1 Mmmonb/i), Ho > 7,5 Mr/mn |CHU3HTE JIO3UPOBKY MJIM OTMEHHTH [IMHAKAJIBLIET.
(1,9 MMOJIB/1T) WITH CTOMKHE CHMIITOMBI
IUITOKAJIBIIUEMHUH, HECMOTPSI Ha TTOIBITKH
MOBBICUTH KOHIIEHTPAIMIO KaJIbIHs B

CBIBOPOTKE KPOBH

<7,5 mr/mn (1,9 MMOJTB/IT) MITH CTOMKHE
CUMIITOMBI THITOKAJIBIIHEMHH U

HEBO3MOXHOCTD ITOBBIIICHHUS JIO3HPOBKH

Cnenyer mnpekpaTuTh TIpHEM IHHAKAJIbIETA [0
JIOCTHYKEHUS! KOHIIEHTPAIMH KaJIbIIMsl B CHIBOPOTKE

kpoBH 8,0 Mr/mi (2,0 MMOJIB/1T) W/HIH pa3zpelieHus

BUTamMuHa D CUMIITOMOB I'MITOKaJIbIITHEMHH.

BozobHoBnenue Tepanuu [HAKaIbLETOM

[IPOU3BOIUTCS B J103€, CHH)KEHHOM Ha OAHY CTYIICHb.

Jemu

[IMHakanbLeT He MoKa3aH [Ulsd MPUMEHEHHUS Y JeTei.
Ilepexoo c amenkanvuemuoa Ha YUHAKAIbUEM
[lepexon ¢ oTenkanpleTHIa HAa IUHAKAIBIET M COOTBETCTBYIONIHM IME€PHOJ BBIMBIBAHHS Y

MALMEHTOB He u3y4yanu. JledeHWe UMHAKaJIbLETOM Y TAIMEHTOB, paHee MOJyYaBIIuX

OTCJIKAJIBUETH/I, MOXHO HaYMHATH TOJIbBKO TIIOCJI€  IIPOBCACHHSA KaK MHHHUMYM  TpeX

ITOCTIEJOBATCIIBHBIX CE€AHCOB IreMOIuaIn3a ¢ UBMEPCHUEM YPOBHSA CHIBOPOTOYHOTO KaJIbLIHA. HCpC}I
Ha3sHa4YCHHUEM IIHMHaKaJIbLIETA HeO6XOIU/IMO }’6€IIPITI>CH, YTO KOHIEHTpPaUs CBIBOPOTOYHOTO KAJIbIU
HaXOQUTCs B JHalla3OHE HOPMAJIbHBIX 3HAYCHUM (CM. pa3aclibl «OcobbIe YKa3zaHus» " «IToboyHoe

JIEUCTBHUEY ).
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Kapyunoma napawgumosuonsix sxcenes u nepeuunsiii 2zunepnapamupeos

Bspocnvie u nayuenmul nodcunozo éospacma (> 65 nem)

Pexomenmyemas HawyanbHas J03a IMHAKaJbleTa JUls B3pOCIbIX cocraBiser 30 Mr, KpaTHOCTh
IpHeMa: JIBa pa3a B CyTKH. TuUTpoBaHWE 03Bl ITMHAKAJIBIIETA CIIEJYET MPOBOJUTH Kaxble 2-4
HEJIENIM, YBEIUUMBas 103y Ipenapara ciefayrommmM odpaszom: 30 Mr aBa pasza B cyTkH, 60 Mr jaBa
paza B cytku, 90 Mr gBa paza B cyTku ¥ 90 Mr TpW WM 4eThIpe pa3a B CYTKHM IO Mepe
HEOOXOMMOCTH JUISl CHIKEHUS! KOHIEHTPAIMK KaJIbIIMs B CBIBOPOTKE KPOBH JI0 BEPXHErO Mpejieia
HOPMaJIbHOI'O JMamna3oHa MM Hibke. MakcuMmanbHas /103a, TPUMEHSBINASACS B XOJ€ KIMHHUECKUX
MCCIIeIOBaHUM, cocTaBisuia 90 MI ImpH KpaTHOCTH IpHeMa YeThipe pa3a B cyTKH. KoHueHTpauuio
KaJbIIMs B CHIBOPOTKE KPOBH CJEAYET ONPENENATh 4yepe3 | Hedeso mocje Havajla Tepanuu WIH
KOPPEKIMM 103bI MHaKajibleTa. C TOro MOMEHTa, KOrjla yCTaHOBJIEHA MOJUIepKUBArOIIas /103a,
KOHIIEHTPAIMs CHIBOPOTOYHOTO KaJIbLIUSI JIOJDKHA ONpenensThes Kaxable 2-3 Mecsua. [locne
THTPOBAHUS [0 MAaKCHUMAIBHOH JIO3bI, CJEIYeT NPOBOAUTH MMEPHOAUYECKMH MOHHTOPHHT
KOHIICHTpAIlMM KaJbLIUsS B CHIBOPOTKE KPOBH. ECIM KIMHUYECKM 3HAYMMOE CHMIKEHHE YPOBHs
KaJIbIIMs B CBIBOPOTKE KPOBH HE JOCTHraeTcsl Ha MOJUIEP)KUBAIOIIEH /103€, CIeIyeT PELIUTh BOIPOC
0 IPEKpaICHUH TEPANMH IHHAKAIBIIETOM (CM. pa3jen «PapMakoarHaMHKay ).

Jlemu

BezomacHocTe W 3 PEKTHBHOCTh NMHAKaJblleTa Yy JeTed TpH  JIEUEHMH  KapIHHOMBI
NapaIlMTOBUIHBIX JKeJie3 M MEePBHYHOrO THIIeprapaTHpeo3a He ycTaHOBIIEHBI. COOTBETCTBYIONIHE
JaHHBIE OTCYTCTBYIOT.

Ileuenounana neoocmamournocms

VY DanveHToB C NEYEHOYHOH HeJI0CTaTOYHOCTBIO HE TpedyeTcss KOPPEKIHs Ha4YaabHOH J03bI.
[{uHakanpLeT caeyeT Ha3HavaTh ¢ OCTOPOKHOCTBIO MAlMEHTaM C I€YEHOYHON HEJL0CTATOYHOCTHIO
cpenHel W TsoKenol creneHeil. HeoOxoaumMo TmaTenbHOe KIMHUYECKOe HAOJI0JCHHE NalMEHTa B
neproa moadopa A03bl (THTPOBAHHS) W MPHU IMPOAO/DKEHHH Tepanmuu (cM. paszjensl «OcoOble
yKazaHus» U « DapMaKOKMHETHKAY ).

ITo6o4Hnoe neiicTBHE

Pestome no npogunio 6ezonacnocmu npenapama

Bmopuunwiti  eunepnapamupeos,  KapyuHoma — napawumoGuUOHLIX — Jicenes U NepeudHbLU
2unepnapamupeos

CorjiacHO HMMEIOIIMAMCS  JaHHBIM Y [AlMEHTOB, MOJYYaBIIMX [HHAKaJIbHEeT B TIanebo-
KOHTPOJIMPYEMBIX ~ HCCIENOBaHUAX W HECPABHHUTEIBHBIX  MCCIEIOBAaHMAX.  Haumbosee
pacrpoCTpaHEHHBIMH HEXKEIAaTEIbHBIMU  PEaKIHsIMU ObLIM TOIIHOTa M pBOTA. Y OOJIBIIMHCTBA

MalMEeHTOB TOIIHOTA U pBOTA OBIIN JIETKOH HJIH CpCLIHCﬁ CTEIICHHU TAXKECCTH U HOCHJIH HPCXOJIHLHI/Iﬁ

11
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xapakrep. [I[pyunHaMH OTMEHBI Te€paruu BCIIEJCTBHE HEXeTaTeTbHBIX dP(PEKTOB OBLIH, IJIaBHBIM
00pa3oM, TOLTHOTA U PBOTA.

Tabnuunvlii nepeyens HedHceIamenbHbIX peaxKyull

Jlanee mepeduciIeHbl HEXeNaTeldbHbIE peaKIMH, KOTOphIe MO pe3yjibTaTaM aHajlu3a MPUYMHHO-
CJIEZICTBEHHOH CBSA3M Ha OCHOBE YOEIUTENBbHBIX I0KA3aTEIbCTB OB PACIIEHEHB! KaK M0 MEHbIIeH
Mepe BO3MOXHO CBf3aHHBIE C Tepanmued [MHAKAJIBIETOM B  IJIae00-KOHTPOIHPYEMBIX
MCCJIEJIOBAHUSX M HECPABHUTEIBHBIX MCCIEIOBAHUSAX: 04eHb yacTo (> 1/10); wacto (o1 > 1/100 1o
< 1/10); newacto (ot > 1/1000 no < 1/100); peaxo (ot > 1/10000 mo < 1/1000); ouens pejako
(< 1/10000).

YactoTra pa3BUTHUsS HEKENATEIbHBIX pPEaKIMid MO0 JaHHBIM KOHTPOJUPYEMBIX KIMHHUYECKUX

MCCJIEJIOBAHUMN U OTIBITY IPUMEHEHHUS B PYTHHHON KJIMHUUYECKOH MpaKTHKE:

Knacc cucrem opranos MedDRA Yacrora HexkenareabHas peakuns
Hapymenus co croponsl umMMmyHHOHHacto* Peakiuu runepuyBCTBUTENIEHOCTH
CHCTEMBI
Hapymenus co crtoponsl obmenalacto AHOpPEKCHs, CHUKEHHUE almneTuTa

BCIICCTB U ITUTAaHUSA

Hapymenuss co cropoHsl HepBHOHUacTo Cy10pOKHBIE IPHITAIKH

CUCTEMBI rOJIOBOKPYIKEHHE, TTapecTe3usl, FOJIOBHAas
00JIb

Hapy1meHnust co CTOpOHBI cep/ana Heusgecrno* VXyUIeHHE TEYEHHUS CeplIeHHON

HEJIOCTaTOYHOCTH, YJIHHEHNHE UHTEpBaIa
QT u xenry10uKOBast apuTMUs Ha (hoHe

UIOKATBIIMEMUH

Hapy1enust co cTopoHbI COCY/10B Yacto ['unoreH3us
Hapymenus co croponbiHacto HdeKiust BEepXHUX JbIXaTeIbHBIX MY TEH,
/IbIXaTEJIbHOH  CHUCTEMBl, OpraHoOB TUCITHO?, Kallle/lb

I‘pyllHOfI KIIETKH U CPEAOCTCHUSA
HapymeHH;{ CO CTOPOHBI XKEJIy I0OUHO- O4eHpb 4acTo TOLHHOTa, pBOTa

KHIICYHOI'O TpaKTa

Yacto Jlucniericus, auapesi, 001 B %KUBOTE, 00N

B OIIUTaCTpHH, 3aIl10p

Hapymenuss co croponsl Kkoxu uYacto Ko HBbIE BBICHITTAHHUS

IOJIKOKHBIX TKaHEN

12
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Kunacce cucrem opranos MedDRA Yacrora Hexenareannasi peakuus
Hapymenuss co croponsl ckenetHo-Yacto Muainrus, MbIIICYHBIE Cria3Mbl, 60JIb B
MBIIIIEYHON U COECIMHUTEILHON TKaHH CIIMHE
OO6mme paccTpoiictBa u Hapyienus BUacto AcTeHus

IMECTC BBCJICHHUSA

JTaboparopublie u nHCTpyMeHTaIBHBIEHacTo [MIOKAIBIIMEMHUS *, THTIEPKATHEMHS,

JIAHHBIC CHHO)KCHHUE KOHIICHTPAIIUHU TECTOCTEPOHA -

+ - cM. pazznen «OcoOble yKazaHHs»

* - cM. pazaen «OnucaHue OTIeIBHBIX HEKeIaTeIbHBIX peaKIuiiy

Onucanue omoenbHbIX HeXHceNamebHbIX PeaKyuil

Peaxyuu 2unepuyscmeumensrnocmu

[Ipy npumeHeHMM mpemapata B PYTHHHOH  mpakTuke OBUTM  BBISIBICHBI  PEaKIMH
THIIEPYYBCTBUTENILHOCTH, BKIIIOYAIOUINE AHTMOHEBPOTHYECKHH OTEK M KpanmuBHHIly. YacTtoTa
Pa3BUTHs OTJE/IBHBIX PEaKLUH, BKJIIOYAs AaHTMOHEBPOTHYECKHUH OTEK M KPAIMBHUILY, HE MOMKET
OBITH OIlEHEHA HA OCHOBAHUHW MMEIOIIMXCS JTAHHBIX.

T'unomenzus w/unu yxyouienue meyenus cepoeyHol HedOCmamouHocmu

Y NaunMeHTOB ¢ CepAeYHOM HEIOCTaTOYHOCTHIO, TPHUHUMABIIAX I[IMHAKAJIBLET B  XOJe
TIOCTPETUCTPAMOHHOrO HabroIeHusT 3a 0€30MacHOCTRIO, PErHCTPUPOBATUCH OTEIBHBIE ClTyuau
UIMOCUHKPA3HYECKOH TUIOTEH3WH W/WIIM YXYJIIIEHUs TEYEHHUs CepACUHOH HEAOCTaTOUHOCTH,
4acTOTa pa3BUTHS JaHHBIX CITyyaeB HE MOXKET ObITh OllEHEHA Ha OCHOBAHMH UMEIOIINXCS IaHHBIX.
Yonunenue unmepeana QT u sicenyoouxogvie apummuu Kax credcmeue SUnoKanbyueMun

[Ipu nmpuMeHeHMM NMHAKalblleTa B PYTHHHOH TNpaKTHKE OBUIM BBISIBJIEHBI CIy4ad yIUTHHEHUS
uHtepBasia QT W KeayZ04yKOBOM apUTMUHM, BO3HUKIIME BCJICACTBUE THMITOKAJIBIHEMHH, OJHAKO
4acTOTa PA3BUTUS TAaKUX HAPYIIEHHH HE MOKET OBbITh OllEHEHa Ha OCHOBAHMH UMEIOIINXCS TaHHBIX
(cm. paznen «OcoOble yKa3zaHUs» ).

Jemu

[{unakanbuera ruIpoXIOPU HE TMOKa3aH K MPUMEHEHHIO B IT€MATPUUECKOHN ITPaKTHKE.

B KJIMHMYECKOM HCCIEOBAaHHM C yYacTHEM MeJHAaTPHUYECKHUX MAIMEHTOB ObUI 3aperucTpHpOBaH
JIETAJIbHBIN CITy4all y MayeHTa ¢ TSHKEJIOH FMIoKaIbIIMEMUEH.

Ilepexo3upoBka

Jlo3b1, TUTpOBaHHbBIE 10 ypoBHsS 10 300 Mr oAaMH pa3 B Je€Hb, Ha3HAYaJIW B3POCIIBIM IAalHEHTaM,
HaXOSUIMMCS Ha TUAJTU3€e, IPH 9TOM HEXellaTeIbHBIX SIBJICHUH HE 0TMEYasIoCh.

[Tepeno3upoBKa UHAKAIBIETOM MOXKET NIPUBECTH K FMIOKAIBLIUEMHUH. B ciyyae nepe1o3upoBKu y

MAIMEHTOB CJIEAYET KOHTPOJIMPOBATH KOHICHTPALMIO KaJIbLHA, 11 CBOCBPEMCHHOI'O BBLISABJICHUSA
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runokajgbiuueMud. CrelyeT NpOBOAMTE CHMNTOMATHYECKYI H IOACPKHBAIOILYIO TEPaIHIo.
[TockonpKy cTenmeHb CBS3BIBAHWS IMHAKaJIblleTa C OelKaMH BBICOKAs, TEMOIMAIM3 TIPH
nepeno3upoBke He 3hdekTHBeH.

B3aumopeiicTBHe ¢ ApYruMH JIeKapCTBEHHBIMH CPeICTBAMH

Jlexapcmeennvle npenapamvl, 00CMOBEPHO CHUNCAIOUJUE KOHYCHMPAYUIO KANbYUS 6 CbIBOPOMKE
Kpo8u

OnHOBpEeMEHHOE NTPUMEHEHNE IUHAKAIbLETa ¢ APYTHMHU JIEKAPCTBEHHBIMH TIperapaTaMu, KOTOpbIe
JOCTOBEPHO CHHXKAIOT KOHLEHTPAIMIO KaJbLUs B CHIBOPOTKE KPOBH, MOXKET TOBBICUTH PHUCK
pasBUTHS TUNOKalbLUMeMUH (cM. paszgen «OcoOble ykazanus»). [lanmenTs, mnosydaroume
[IMHAKAJIBIET, HE JOJDKHBI MOJTydaTh 3TENKAIbIETHA (cM. pasaen «Ocobble ykasaHus»). Bausuue
JPYTHUX JEKapCTBEHHBIX ITPENapaToB Ha IMHAKATBLET

[{unakanper yactTuuHo MeTtaboymsupyetcs uzopepmentom CYP3A4. OnHOBpeMEHHBIH INpHEM
200 mMr KeToKOoHa30J1a JBa pa3a B AeHb (MOImHBIH HHrHOUTOp CYP3A4) npuBOAMII K MOBBIIEHHIO
KOHIIEHTpAIMH I[HHAKAJbIETa TPUMEpPHO B 2 pasa. MoxeT moTpeOoBaThCA KOPPEKLHUsS JI03bI
nperiapara, €ClM TAIMeHT, TMOJyYalolMi IUHAKAIBLET, HAauMHACT WM MPEKpallaeT Teparnuio
MOIIHBIM WHTHOUTOPOM (HampuMep, KETOKOHA30J, UTPAKOHA30J, TEIUTPOMHUIIMH, BOPHKOHA3OJI,
PUTOHABHP) HIIK HHAYKTOPOM (Harpumep, pudaMmuuuH) 3Toro GpepMenTa.

JlaHHBIe, TOJNYYEHHBIE TIPH MPOBEIECHUHM OJKCIEPUMEHTOB [n Vilro YKasbpIBalOT Ha TO, 4TO
[MHAKAIBIET YacTHYHO MeTabommsupyetcs uzodepmentom CYPIA2. Kypenue crumysnmpyer
aktuBHOCTE CYP1A2. Bpulo OTMEYEHO, 4YTO KIMpPEHC NUHaKaibleTa Ha 36-38 % Beie y
KYPWIBIIMKOB, 4eM y Hekypsummx. Dpdexr unrudutopoB CYPIA2 (manpumep, iryBOKcaMHH,
IMOpoQIOKCAllMH) Ha IUIa3MEHHbIE KOHIEHTPAllMM [MHAKalblleTa He wu3ydaiucs. Moxer
oTpeOoBaTLCS KOPPEKIHS 103bl, €CTM BO BpEeMs TEpalMy LIMHAKAIBLETOM MAlMEHT HAaYNHACT HITH
Npekpaiaer KypeHHe, WM HAuMHAeT WM MpeKpallaeT OJHOBPEMCHHBIM TPHEM MOIIHBIX
uaruoutopoB CYP1A2.

Kanvyus kapbonam

OHOBpPEMEHHOE TIPUMEHEHHE Kaibliusi kapOoHaTta (onHOKpaTHas n03a 1500 Mr) He W3MEHsIIO
(apMaKOKHHETUKY IIMHAKaJIbLETA.

Cegenamep

OaHoBpeMeHHOE mpuMeHeHne ceBenamepa (2400 Mr Tpu pasa B JIEHb) HE OKa3bIBaJO BIIMSHHS HA
(hapMaKOKHHETHUKY IIMHAKAIbLIETA.

Ilanmonpaszon

OnHOBpeMEHHOE TpMMeHeHHe maHronpazoia (80 Mr oamH pas B JIeHb) HE H3MEHSIO
bapMaKOKMHETHKY [IMHAKAJIBIIETA.

Bnuanue yunaxanvyema na opy2ue nekapcmeentle npenapamol
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Jlekapcmeennvie npenapamvi, memaborusupyiowuecs usopepmenmom P450 2D6 (CYP2D6):
[Iunakanpuer sBisercs MOIHbIM HHIHOMTOpoM CYP2D6. MoxeT notpeboBaThest KOPPEKIHs 103
OJJHOBPEMEHHO IPUMEHSEMBIX JIEKAPCTBEHHBIX CPEACTB, B OCOOCHHOCTH HCIOJIB3YEMBIX B
UHIMBHYyaJIbHOM THUTPyeMOH n03e U 0O0JaJaloluX Y3KHM TEparneBTHYECKUM HHAEKCOM,
npeumyiiecTBeHHO Metabonumsupyromuxces CYP2D6  (manpumep, ¢uekannua, mnponadeHoH,
METONPOJION, AE3UIIPAMHIH, HOPTPHUIITHIINH, KIIOMUIIPAMHUH).

Jesunpamun

OnHoBpeMeHHBIM mpueM a03bl 90 Mr nuHaKajiblleTa OJUH pa3 B JeHb ¢ 50 Mr aesunpammuHa,
TPULMKIMYECKOTO aHTUJENpPECCaHTa, IpeuMyIlecTBeHHo Metabonusupytomerocs CYP2D6,
3HAYUTEJIBHO MOBBIMIAT YPOBEHB JKCIO3UIMK Ae3unpaMuHa (B 3,6 pasa) (90 % noBepHTETbHBINH
uHTepsai 3,0; 4,4) y nmanMeHToB ¢ akTUBHBIM MeTabomn3mMom CYP2D6.

Jexcmpomemopghan

MHorokparHeiii mpueM nuHakanbieta B go3e S0 mr yeenmumuuan AUC nexctpomertopdana mpu
npueme B o3¢ 30 Mr (Merabonusupyemoro npeumyiiectBeHHO CYP2D6), B 11 pa3 y ObicTphIxX
MmetabonuzaropoB CYP2D6.

Bapghapun

MHOrokpatHelii NepopalbHbIi MpPUEM LWHAKAJbIETa HE BIUAI Ha (AaPMAKOKHHETUKY HIIH
(bapmakonuHaMuKy BaphapuHa (M3MEpSUIUCh MPOTPOMOMHOBOE BpeMs W aKTHBHOCTH (pakTopa
cBepThIBaHus kKpoBH VII).

OtcyterBUe 3ddekTa UHaKaIbleTa Ha (apMakokuHeTHKY R- u S-Bapdapuna u orcyTcTBHe
ayTOMHAYKUUH (PEpPMEHTOB y MAI[MEHTOB MOCJIE MHOTOKPATHOTO MPHEMa Tpernapara yKa3blBaeT Ha
TO, YTO IMHaKaibLeT He sBisgercs uHaykropom CYP3A4, CYPIA2 umu CYP2C9 y yenosexa.
Muoaszonam

OnHOBpeMEeHHOE NpHUMeHeHHe IuHakaibiera (90 Mr) u mepopajapbHOro Mujaazonama (2 Mmr),
cybecrpata CYP3A4 u CYP3AS, He BIMsio Ha (apMaKOKHHETHKY MHIa3oiama. DTH JaHHbIE
YKa3bplBalOT Ha TO, YTO LMHAKAJIbIET HE BJIMAET HAa (PAapMAKOKHHETHKY Kjlacca JIEKapCTBEHHBIX
npenaparoB, Metabomusupyrommxes CYP3A4 wu  CYP3AS, Takux Kak  HEKOTOpbIE
UMMYHO/IETIPECCAHTHI, BKJIIOYAs IIUKJIOCIIOPHH U TAKPOJIHUMYC.

Dapmayeemuyeckas HecOBMeCMUMOCMb

He npumenumo.

Ocobble ykazanust

Cor60pomoyunslit Kanbyuil

VY B3pOCIIBIX U AeTeH, IPUHUMABIIMX [IMHAKAJIBIIET, ObUIH 3apErMCTPUPOBAHB] YTPOXKAIOLINE KH3HH
SBJICHUS U CIIy4Yau CMEPTH, CBSI3aHHBIE C IHMOKanblineMHen. [IposBIeHNs THITOKAIIbIIMEMHH MOTYT

BKJIFOYATh TIMApECTE3UMH, MHAJITMHU, CIIa3Mbl, TE€TAHWIO W CYJIOPOTH. CHuxeHue KOHUEHTpAalHUH
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KaJIBIMS B CBIBOPOTKE KPOBU MOJKET Takxke yUIMHATh uHTepBain QT u, xak cieacTBue, NPUBOAUTH K
Pa3BUTHIO JKEITYJIOUKOBBIX apUTMHH Ha (POHE THIOKAIBIUEMHUH. Y MAIMEHTOB, NMPHHUMABIINX
[IMHAKaJbIIET, OBLIM 3aperHCTPUPOBAHBI Cilydyan yuinHeHHs wuHTepBata QT wu  pasButHd
KeTyJOYKOBBIX apuTMHuit (cM. pazaen «[Tobounoe neiictBuey). Ciemyer coOmo1aTh OCTOPOKHOCTh
TP JICYEHWH TAIMEHTOB ¢ IPYrUMHU (akTopamu pucka ymuiuHeHus uHtepBana QT, mampumep. y
MalMEeHTOB C JHArHOCTHPOBAHHBIM BPOXJICHHBIM CHHIPOMOM Yy UTHHEHHOro uHTepBasa QT wim y
MAI[MEHTOB, MPUHUMAIOIINX JIEKAPCTBEHHBIE TIpenaparbl, KOTOPHIE, 110 HMEIOIIMMCS JIaHHBIM,
yamuHsoT uHTepBat QT.

Tak Kax IMHAKAJIBLET MOHMKAET KOHIEHTPAIMIO KalbIUS B CHIBOPOTKE KPOBH, HEOOXOIMMO
TIPOBOJIMTH TINATEIbHBI MOHUTOPHHT IMAIMEHTOB B OTHOIIEHWH PAa3BUTHS I'MIIOKAJIBIIMEMHH (CM.
paznen «Crioco® mpuMeHeHHs W J103b1»). KOHIEHTpalHio KajablMs B CHIBOPOTKE KPOBH CJIEIyET
OTIpeIeNIATh B TeUeHUE | Hele M rmociie Havasaa Teparniy Wik KOPPEKIHH 103kl IMHAKaJIbIIETa.
B3spocnvle nayuenmot

JledyeHue IMHAKAIBIETOM HE CJIeJlyeT BO30OHOBISATH Yy MAIlMEHTOB C KOHLEHTPALMEN Kaylblus B
CBIBOPOTKE KPOBH (C MOMPABKOW Ha aTbOYMUH) HUWKE HIKHEH MpaHUIIbl HOPMAJILHOTO JIMana3oHa.
Cpemun nanuenToB ¢ XBII, Haxoasmuxcs Ha qUaaU3e U MPUHUMAIOUIMX [WHAKAJIBIIET, IPUMEPHO
30% mnanueHTOB UMENHM KaK MUHUMYM OJHOKPATHO KOHIIEHTPALMIO KaJbIUA B CHIBOPOTKE KPOBH
Mmenee 7,5 mr/mn (1,9 mmons/n).

IHayuenmuwr ¢ XBII, ne nonyuarowue ouanus

[{uHakampIeT He TOKa3aH B3POCIIBIM ManueHTaM ¢ quardozom XbII, He HaxoadmuMes Ha JMause.
[IpeaBapuTebHble HWCCIIEJOBaHHMS [OKAa3ald, 4YTO Yy nanueHToB ¢ aumarHozom XbII, ne
HAXOMAIIMXCS Ha JMaln3e, BO3pacTaeT PUCK pa3BUTHS THIOKAJIbLUUEMHH (KOHLEHTpALHs
CBIBOPOTOYHOTO Kanbius < 8,4 mr/an [2,1 MMoJIb/]) MO CpaBHEHHUIO ¢ MAllMEHTAMH Ha JIHAJIN3E,
YTO MOKET OBITH 00YCIIOBJIEHO 60Jlee HU3KMM YPOBHEM HAuyalbHOM KOHIEHTPALMH KaIbLHs W/
HAJIMYUEM OCTATOYHON (YHKIIHH MOYEK.

Cyoopozu

VY manueHTOB, MOJYYaBIIMX [HMHAKAJIBIET, PETHCTPUPOBATMCH CIIy4Yau CYIOPOKHBIX IPHITAJKOB
(eM. pazmen «IloGounoe peiicTBHe»). 3HAYMTEIBHOE CHHIKEHME KOHUCHTPALMK KajbllMs B
CBIBOPOTKE KPOBH TMPHUBOAMIO K CHIDKEHHIO CyAOpoXkHOro mopora. Ilostomy HeoOxoum
TIIATEJIbHBIA KOHTPOJIb KOHIIEHTPAIIMHM KaJIBIUs B CBIBOPOTKE KPOBH Y IALMEHTOB, MOJTYYalONIHX
[IHHAKAJIBIIET, 0COOCHHO UMEIOIIUX CYA0POXKHBIE PACCTPONCTBA B aHAMHE3E.

T'unomensua u/unu yxyouienue medeHun cepoeyHol HeOOCMamoYHOCmu

V NauMeHTOB ¢ HapyeHHeM (YHKIHMH Cep/la PErHCTPUPOBATMCH CIyyaH TMIIOTEH3UHM W/WJIHM
VXyIIIEHHs TEYEHUs] CEPAEYHOM HEJOCTATOYHOCTH, Y KOTOPBIX HE MOIja ObIThb TOJHOCTHIO

HUCKJIIOYE€HA IIPUYMHHO-CJICJICTBEHHAS CBS3b C INPUMEHECHHUEM MNHHAKAJIBLECTA, U KOTOPBIC MOTYT
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ObITh OOYCIIOBIICHBI CHHUIXKEHHEM KOHIIEHTPAIIMK KaJbIUS B CHIBOPOTKE KPOBHM (CM. pasjen
«IToboyHOE meiicTBHEY).

Couemannoe npumenenue c Opy2uMu 1eKaApCMEeHHbIMU CPEOCmEamu

Crnenyer ¢ OCTOPOXKHOCTBIO TIPHUMEHSTH [IMHAKAJIBIET Y MAHEHTOB, TOJYYalOUMX JTIO0bIe IpyrHe
JIEKapCTBEHHBIE CPEJICTBA, KOTOPBIE JOCTOBEPHO CHIIKAIOT KOHIEHTPAIMIO KAJIBIHUS B CHIBOPOTKE
KpoBH. HeobxomuM TmmarenpbHBIH KOHTPOJIb KOHIIEHTPALMM KAJBIHUS B CHIBOPOTKE KPOBU (CM.
pasznen « BzaumoelcTBHE ¢ IPYTUMHU JIEKApPCTBEHHBIMH CPEJICTBAMMIY ).

[TanuenTsl, nomayvaroIpe UUHAKAIBIET, HE [O/DKHBI MOJy4aTh OTEJIKATBLIETHA, IOCKOJIbKY
OJTHOBPEMEHHOE MPHUMEHEHHE STHUX JBYX IpErapaToB MOMKET NMPHUBOJUTH K Pa3zBUTHIO THKEJIOH
TUITOKAJIBIIHEMHH.

Oouwue

ITpn nocrosturom nogasnenun ypoBHs [1TT B 1,5 paza Huke ypoBHSI BepXHEH IpaHUIIBI HOPMBI 10
pesynpraTam aHanuza ulITI, Moxer pa3BuThcs aguHamudeckas Oone3Hb KocTH. Eciau ypoBeHb
[ITT" cHU3HUTCS HUXE PEKOMEHJYeMOro Juana3oHa y TMalMeHTOB, IMOJyYalolUX IMHaKaJIbIET,
ClIelyeT CHU3UTH 103y Mpenapara u/uin BUTaMmuHa D, wim nmpekpaTtuTh Tepanuio.

Yposenv mecmocmepona

VYpoBeHb TECTOCTEPOHA YaCTO OBIBAET HUXKE HOPMBI y MAIlMEHTOB C TEPMHUHAIBHOW cTaauen
MIOYEYHOH HEIO0CTATOYHOCTU. JlaHHBIE KIMHUYECKOTO MCCIIEIOBAHUS, BKIIIOYABIIETO B3POCIBIX
narenToB ¢ TCIIH, w Haxoasmuxcs Ha [JuajmM3e, MMOKa3ajiW, 4YTO YPOBEHb CBOOOIHOIO
TECTOCTEpPOHA CHUXKAJICS B cpeaHeM Ha 31,3 % y manueHToB, MPUHUMAIOIINX UHAKAIBIET, U Ha
16,3 % y mammeHTOB B rpynme mianebo depe3 6 mecsieB rocie Hadana tepanuu. OTKpbITas
npo/UleHHas (¢a3a [JaHHOrO WCCIEeOBaHMS HE II0Ka3aja JalbHEHIIero CHHKEHHUsS YpPOBHS
CBOOOJHOrO M OOIIEro TECTOCTEpOHA y TMAIMEHTOB 3a 3-JIETHUH MEpPHOJl JICUEHHs IpernapaToM.
KnuHnveckast 3HaYMMOCTh CHHI)KEHHSI YPOBHSI CBIBOPOTOYHOT'O TECTOCTEPOHA HE YCTAHOBJICHA.
Ileuenounan nedocmamounocms

[TockonbKy KOHIEHTpAlMsl IMHAKaJblleTa B IUIa3Me€ KPOBH Yy MALUEHTOB C IEYEHOYHON
HEJIOCTATOYHOCTBIO CPeAHeH U Tshkesoi crenenn (mo kinaccudukanuu Yaina-IIsto) moxer ObITh
BbIIIIE B 2-4 pa3a, y TaKUX MAaIlMEHTOB Mpenapar cjieyeT MPUMEHSTh C OCTOPOKHOCTBIO, H BO BPEMs
JeYeHUss HeOOXOMUM TINATEJIbHBIH MOHHTOPUHT (cM. pazzaeibl «CrnocoO0 NMpUMEHEHHUs U 103bD» H
«DapMaKOKHHETHKAY ).

Jlakmosa

[TarueHTsI ¢ peIKoi HacIeICTBEHHON HEMEPEHOCUMOCTBIO rajlakTo3bl, AeUIMTOM JlakTa3bl Jlanmna
WM HapyILIEHUEM BCACHIBAHHUS TIIOKO3bI-TATaKTO3bI HE 10JKHBI IPHHUMATD IIpenapar.

Ocobble mepbl npedOCMOPOICHOCHU NPU YMUNUZAUUU

CnennanbHble TpeOOBAHUS 10 YTHIIN3AIMA OTCYTCTBYIOT.
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Bech Hewcnonp30BaHHBIH JIEKAPCTBEHHBIH IIpenapat WM OTXOAbI CIEAYET yTHIM3HPOBATh B
COOTBETCTBHHM C TPEOOBAHUAMH, U3T0KEHHBIMH B ICHCTBYIOIIHUX JOKYMEHTaX.

Binsinne na cnioco6HOCT YNIPaBJISITH TPAHCIIOPTHLIMH CPEICTBAMH, MEXaHU3MAMHU

VY NaumeHTOB, MONYYAIONIIMX Iperapar, COACpKAluil IHHAKAIbLET, PErMCTPUPOBAIMCH Cyuau
TOJIOBOKPYIKEHHS M CYJ0POT, KOTOpPBIE CIIOCOOHBI OKa3bIBATH CEPhE3HOE BIIMSHUE Ha CITOCOOHOCTH
YIPaBJIATh TPAHCIIOPTHBIMU CPEJACTBAMH MM paboTaTh CO CIIOKHBIMH MEXaHM3MaM# (CM. pasjesn
«OcoOble yKa3aHUsy).

®opma BbINyCcKa

Tabnerku, MOKpBITHIE MJIEHOYHOM 0600uK0M, 30 Mr, 60 Mr, 90 Mr.

[To 10 nnm 14 Tabnerok B 6McTep U3 ATFOMHHUEBOH (OJIBTH M TIJIEHKH MOJMBHHUIIXJIOPH/THOM.

1, 2 nmm 6 61CTEPOB BMECTE C MHCTPYKLHEH MO MPUMEHEHHUIO TOMEIIAIOT B AYKy KapPTOHHYIO.
Cpoxk rogHocTu

4 rona.

He npuMeHsTh 10 UCTEUEeHHH CpOKa TOTHOCTH.
YeaoBust XxpaHneHust

XpaHHUTh IIpH TeMIiepaType He Bbie 25 °C.

XpaHI/ITL B HEJIOCTYITHOM JIJIA JIETe MecTe.

YcaoBust oTmycka

OTmyckaroT 1o penenty.
IIpousBoauTenn

000 «PO3JIEKC ®APMy, Poccus
TBepckas 0611., KonakoBckuii paiion, nrt. Peakuno, yi. 3aBoackasi, 1. 1
Opranuzanusi, NPpUHEMAIOIAs PETEH3UU NOTpednTe e

000 «PO3JIEKC ®APM», Poccus

171261, Tepckas 0611., KonakoBckuii paiioH, nrt. Peakuno, yi. 3aBoackas, 1. |
Tenedon HecriaTHOM ropsyeit TMHUK:

8-800-600-51-77

e-mail: pv@scanbiotech.ru

HpeIICTaBI/ITCHB KOMITIaHHUH

151378 18



