COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 09.10.2024 N= 21965

OBILAST XAPAKTEPHCTHKA JTEKAPCTBEHIOPOTIPEITAPATA U002

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA
Hunakansiet, 30 Mr, Ta0JIETKH, HOKPHITHIE MNIEHOYHOM 000JIOUKOM.
[{unakanbiet, 60 Mr, TaOJIETKH, TOKPHITHIC TNICHOYHOM 000JIOYKOM.

[{unakanbiet, 90 Mr, TaOJIETKH, TOKPHITHIC TNICHOYHOM 000JIOUKOM.

2. KAUECTBEHHBIN U KOJIUYECTBEHHBIN COCTAB
JelcTByrolee BENIECTBO: [IUHAKAIBLET.

Iunakanpiter, 30 Mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxxnast Tabnerka, MOKphITas INICHOYHON 000JI0UKOM, COACPKHUT [IMHAKAIIBIIETA THAPOXJIOpHIa
33,06 mr, B nepecuere Ha ruHakanbleT 30,00 mr.

Iunakaneuer, 60 Mr, TabJIETKH, ITOKPLITHIE TUIEHOYHON 000JI0YKOU

Kaxxnas Tabnerka, HOKphITas INIEHOYHOW 000JI0UKOM, COACPIKUT IMHAKAIIBIIETA THAPOXJIOPHIA
66,12 mr, B nepecyete Ha nuHakaibieT 60,00 mr.

Iunakanbier, 90 Mr, TAOIETKH, TOKPHITHIE IIIEHOYHON 000JI0YKOM

Kaxxnas tabnerka, moKpbITas MJIEHOYHOW 000JI0UKOM, COACPKUT IIMHAKAIBIIETA THAPOXJIOPHUIA
99,18 wmr, B nepecuete Ha nuHakaibieT 90,00 mr.

BcenomorareinbHble BELECTBA, HATUYUE KOTOPBIX HAJ0 YUUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npernapara: HaTpHs Kpaxmail INIMKOJAT (cM. paszen 4.4.).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB NMPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TalneTku, NOKPBIThIE TNICHOYHOH 000104KOM

I{unakanbiteT, 30 Mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

OBasibHBIE JBOSIKOBBITYKJIBIE TA0JIETKH, MOKPBITHIE IMJIEHOYHOW OOOJOYKOH CBETIO-3€JEHOr0
1[BE€Ta, C TPaBUPOBKOW, HAHECEHHON METOJOM THCHEHHs, «30» ¢ OQHON CTOPOHBI U IUIAJKUE, C
JIPYroi CTOPOHBL.

IunakanbiteT, 60 Mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

OBasibHBIE JBOSIKOBBIITYKJIBIE TA0JIETKH, MOKPBITHIE IMJIEHOYHOM OOOJOYKON CBETJIO-3€JIEHOIr0
1[BE€Ta, C TPAaBUPOBKOW, HAHECEHHON METOJIOM THCHEHHs, «60» ¢ OQHON CTOPOHBI U IUIAJKUE, C
JIPYTrOf CTOPOHBI.

IuaakanbiteT, 90 Mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0YKOH

OBasibHbIE ABOSKOBBINYKJIbIE TAOJIETKH, IOKPHITHIE MJIEHOYHOW 000JI0YKOM CBETI0-3€JIEHOTO
L[BETA, C 'PaBUPOBKO, HAHECEHHON METOJIOM TUCHEHUS, «90» ¢ OTHOI CTOPOHBI U TTIAAKUE, C

JIPYTrOf CTOPOHBI.
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4. KIMHUYECKUE JAHHBIE (NOCNEOCBATENEHOCTE 0002)

4.1. Iloxazanus K NpUMEHEHUIO
[Ipenapat pekoMeH/10BaH K IPUMEHEHUIO Y B3POCIBIX.

BropuuHEbIi runepoapaTupeos

Jleuenne BTopuuHoro runepmaparupeo3a (I'TIT) y B3pocibIX MNalMEHTOB € TEPMHUHAIBHOM
craaueit noueunoit HegocrarouHoctu (TCIIH), naxonsmuxcs Ha nuanuze. LluHakanpler MOXeT
TaKk)K€ Ha3HA4YaThCsl B COCTaBE KOMOMHUPOBAHHOW TEpamuu, BKJIIOYAIONICH Mpenaparsl,
cBs3bIBaromye ocdarel, u/unu BuTaMuH D cooTBeTcTBEHHO (CM. pazzaen 5.1.).

KaprnyaoMa napaluToBHAHBIX JKeIe3 U ISPBUYHBIN THIEpIapaTHPE03 Y B3POCIIBIX

CHMKeHUE BBIPa)KEHHOCTH TMIEPKAJIbLIMEMUH Y B3POCIIbIX AI[UEHTOB C:

* KapLIMHOMOM MapalMTOBUIHBIX XKEJlE3.

« nepsuuHbIM ['TIT, npu K0TOpOM MoKa3zaHa MapaTUPEOUIPKTOMUS 110 Pe3yJIbTaTaM OLIEHKU
KOHIICHTPALMH KaJIbIUS B CBIBOPOTKE KPOBH (COTJIACHO COOTBETCTBYIOIUM PEKOMEHJALUAM 1O
JICYEHUI0), HO €€ BBIIIOJIHEHNE HE OINPaB/JAaHO KIMHUYECKU WM IPOTUBONOKA3aHO.

4.2. Pe:kuM 103UPOBaHHUSA U CIIOCO0 MPUMeEHEHH S

Pexxum 103upoBaHus

Bmopuunwiii c2unepnapamupeos

Bspocnvie u nayuenmol noswcuno2o eospacma (> 65 iem)

Pexomenyemas HauanbHas 103a Uil B3pociblx cocTanisieT 30 Mr OfUH pa3 B IeHb. TUTpOBaHKE
J103bl IUHAKAJIBLIETA CIEAYET MPOBOAUTH KaxKabple 2—4 Heaenu 10 MakCUMallbHOW 110361 180 Mr
(omuH pa3 B CYTKH), MPHU KOTOPOW Yy MAIlMEHTOB, HAXOMAAIIUXCS Ha IHAliU3€, TOCTUTAeTCs
nesneBass KoHmeHTpauus naparupeougHoro ropmona (IITT) B gmanmazone 150-300 nr/mu
(15,9-31,8 nmomb/n), ompezaensemMas MO YPOBHIO HWHTAaKTHOTO IMapaTUPEOUIHOTO TOPMOHA
(uITTT’). Ompenenennie ypoBHs [ITI momkHO MPOBOIUTHCS HE paHblle, yeM depe3 12 yacos
nocJie npuemMa luHakanblera. CienyeT NpuaepKUBaThCs COBPEMEHHBIX PEKOMEHIallui.
Vpogens IITI" cnenyer onpenensats yepe3 1-4 Hemenu mocie Havajga TEPANMUU WIM KOPPEKIIUU
1036l IMHaKanbueTa. [Ipn npueme noaaepKuBaroniei 10361, MOHUTOPHUHT ypoBHs IITI' nomxken
npoBoauTbes npumepHo 1 pa3 B 1-3 mecsma. [ns onpenenenuss ypoBHa IITIT moxnO
ucnons3oBath cogepxkanue uHTaktHOro I[ITI (uIITI") wnmu OGuomnTaktHOTO IITT (GUMIITT);
Tepanus [MHAKAIBIIETOM He MeHseT cooTHomeHus Mexay ullTT u oullTT.

Koppekuus 003bl 8 3a6UCUMOCHIU OM KOHYeHmpayuu Kaitbyusd 6 Cbl6OpOmKe Kposu

[Tepen mpuemom mepBO#M 03Bl Ipernapara HEOOXOAUMO YOEOUTHCSA, YTO CKOPPEKTHPOBAHHAS
KOHIICHTpalUs KaJIbIUs B CBIBOPOTKE KPOBU HAXOJAUTCS HA YPOBHE HMXKHEM T'PAaHULBI AUAa3oHa
HOpMaJIbHBIX 3HAYeHUH WM Bbime (cM. pasfen 4.4.). Jlunama3oH HOPMAaJbHBIX 3HA4YEHUU

KOHIICHTpallu1 KaJIbIIUd MOXKET pa3iMyarbCad B 3aBUCHUMOCTH OT METOAOB, HUCIIOJIB3YEMBIX B
> y
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(NOCMEAOBATENEHOCTL 0002)

JIOKaJIbHOM JIabopaTopuu.

Bo Bpemsi TUTpOBaHUS 103bI HEOOXOAMMO YacTO MPOBOJUTH MOHHUTOPHHI YPOBHS KalbliUs B
CBIBOPOTKE KPOBH, B TOM 4YHCJIE uepe3 | Heaemnto mociie Havajga Tepanuy Ui KOPPEKLUHUU J03bl
nuHakaneera. Ilocie  nocTmkeHHs — MOJJEpKUBAKOIIEH  103bl  HEOOXoIuMa  OLIEHKa
KOHIIGHTPALMU KaJbLUsl B CBIBOPOTKE KPOBU IpuOim3uTesnbHo 1 pa3 B mecsu. Ilpu cHmxenun
CKOPPEKTUPOBAHHOW KOHIIEHTPAIIUH KaJIbIHsI B CBIBOPOTKE KpoBHU HIDKE 8,4 Mr/mi (2,1 MMomb/m)
W/WIM Pa3BUTHHM KJIMHUYECKUX MPOSBICHUH THUMNOKAIBIMEMUN PEKOMEHAYETCs CIeIyrolee

JICUCHHUC!

CKOppeKTI/IPOBaHHaH KOHIEHTPpauus Pexomenganuu
KaJIbllUusl B CBIBOPOTKE KPOBU UJIHN
Ha/IN4YU € KIIMHUYICCKHUX l'[pOﬂB.TIeHI/Iﬁ
TrHInoxKaJjblueMHuu

< 8,4 mr/mn (2,1 Mmmonaw/n), Ho > 7,5 mr/ann | @ocdar-cBsa3pIBaOmMe Mpenaparbl Ha OCHOBE
(1,9 MMOB/1T) MM HATMYKME KITMHAYECKUX | KIbLUs, BUTaMUH D W/MIM  KOppEKIus
MPOSIBJICHUH TUTIOKATIBIIHEMUU KOHIICHTPAllMM KaJblMsi B JIUAIU3HOM PacTBOpE
MOTYT PUMEHSTHCS TSt TIOBBIIICHHUSI
KOHIICHTPAIlUU KaJbIWsl B CHIBOPOTKE KPOBH,
COTJIACHO PEUICHUIO JICYAIlero Bpaya.

< 8,4 mr/mn (2,1 mmonw/n), HO > 7,5 mr/mn | CHU3HUTH JO3UPOBKY WIIM OTMEHUTH [TUHAKAJIBIICT.
(1,9 MMOIIB/IT) MM CTOWKHE CUMIITOMBI
TUIIOKAJIBIIMEMUN, HECMOTPSI Ha MOIBITKH
MTOBBICUTH KOHIICHTPAIUIO KAJIBIIHS B
CBIBOPOTKE KPOBH

<7,5 mr/m (1,9 MMoB/iT) WU CTOMKHKE Crnenyer mTpekpaTUTh MPUEM IHHAKaJIbIETa [0
CHMITTOMBI TUTIOKAJIBIINEMUH U JOCTHDKEHUS! KOHIIGHTPAIIUH KalblUsl B CHIBOPOTKE
HEBO3MOKHOCTB ITOBBIIIEHUS T03UPOBKHU kpoBH 8,0 Mr/an (2,0 MMoOJIb/TT) W/MIK pazpenieHns
BuTamuHa D CHUMITTOMOB THITOKAJIBITUEMHH.
Bo3oOHoBNEHME Tepanuu LIUHAKAJIBLIETOM
IIPOU3BOJUTCS B J103€, CHIDKEHHOM Ha OOHY
CTYIIEHb.

H€D€XOO C 3mem<aﬂbuemuda HA YUuHakajivyem

[lepexon c osTenkanplieTH/Ia HA IUHAKAJIBIET W COOTBETCTBYIOIIMI TEPUOJ] BHIMBIBAHHUS Y
MalMeHTOB HE W3y4Yaiu. JleueHWe IMHAKAIBIIETOM Y TAIMEHTOB, paHee TOJIydaBIINX
ATENKAIBUETU, MOMXHO HAYMHATh TOJIBKO TIIOCHE€ TMPOBEACHUS KAaK MHUHUMYM Tpex
MOCJIEIOBATEIbHBIX CEAHCOB T'eMOJUAIN3a C M3MEPEHUEM YPOBHS CHIBOPOTOUYHOIO KaJbIUS.
[lepen Ha3HaueHWeM  I[MHAKaJbIIETa HEOOXOAUMO  yOEOUTHCA, UTO  KOHIIEHTpAIUs
CBIBOPOTOYHOTO KaJBIMS HAXOJIUTCA B JHANa30HE HOPMAJIbHBIX 3HaUeHUU (CM. pasnensl 4.4. u

4.8.).
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Kapyunoma napawyumosuonulx dicene3 u nepsutpblii 2ungail;5;'c—zl);i;pt;5;3'i'TEﬂt'H': CThb 0002)

B3pocavie u nayuenmui nosicunoco eospacma (> 65 ﬂem)

Pexomenayemasi HauanbHasi 103a UHAKAJIbIETa JJI B3POCHBIX cocTaBisieT 30 Mr, KpaTHOCTb
mpuemMa: JiBa pa3a B CyTKU. TUTpOBaHUE J03bI IIMHAKAIbIIETA CIEAYET IPOBOAUTH Kaxble 2—4
HeJeNu, yBeln4yuBas 103y npenapara cieayromum odpazom: 30 Mr aBa pasza B cyTku, 60 Mr 1aBa
pa3za B cytku, 90 Mr nBa pasa B cyTkd M 90 MI Tpu WIM YETBIpE pa3a B CYTKU [0 Mepe
HEOOXOAMMOCTH ISl CHUXKEHUS KOHIEHTpAIlMU KaJbIUS B CHIBOPOTKE KPOBU JI0 BEPXHEIO
npenena HOPMAJIbHOTO Juarna3oHa WM HUKe. MakcumallbHas 1033, MPUMEHSIBIIAACA B XOJ€
KIIMHUYECKHUX UCCIIEIOBaHMM, cocTapisiia 90 Mr mpu KpaTHOCTH MpHeMa YeThIpe pa3a B CYTKHU.
KoHuenTpanuo Kajabliusi B CHIBOPOTKE KPOBU CJEAYET ONpenessiTh uepe3 | Hepenmo mocie
Hayajla Tepaluyd WIM KOPPEKUHUM J103bl IMHakaiblieTa. C TOr0O MOMEHTA, KOI/la YCTaHOBJIEHA
MOJJEP)KUBAIOIIAsl 1033, KOHIIGHTPALMsl CHIBOPOTOYHOTO KalbIMs JOJDKHA OINPEAeNsAThCS
Kaxasle 2-3 wecauna. [locme TUTpoBaHMS [0 MakCUMaldbHOW J03bI, CIEAYeT HPOBOAUTH
MEePUOIUYECKUIT MOHUTOPUHT KOHIIEHTPAIIMH KAJIbLHUS B CHIBOPOTKE KPOBU. ECiu KIMHUYECKH
3HQUMMOE CHWXKEHHE YPOBHS Kajbllid B CBIBOPOTKE KpPOBH HE JOCTHTaeTcs Ha
MOJJEPXKUBAIOIIEH 703€, CIeAYeT PELIUTh BONPOC O MPEKpAlIeHUH Tepanuy IMHAKAIbIIETOM
(cm. paszmen 5.1.).

Oco0ble IPVIIILI TAIUEHTOB

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu
VY manueHTOB C MEYEHOYHOW HENOCTaTOYHOCTHhIO HE TpeOyeTcss KOppEeKIHs HauyalbHOW O3B
[{uHakanbeT crueAyer Ha3HayaTb C  OCTOPOKHOCTBIO  MAlMEHTaM C  [E€YEHOYHOU
HEJIOCTAaTOYHOCTBIO CpefHeN W Tsokenoi creneHed. HeoOxommmo TiIaTenbHOE KIMHUYECKOE
HaOJII0/IeHUE MalueHTa B Mepuo noAadopa A03bl (TUTPOBAHUS) U MPH MPOJOHKEHUN Tepanuu
(cM. pazmensr 4.4. 1 5.2.).

eTH
[{nHakaIbIET HE MTOKAa3aH JJIs IPUMEHEHUS Y JETEH.

Criocob nnpuMeHeHu s

Jns npuema BHyTpb. TalneTku HEOOXOIUMO NPUHUMATH ILIEITUKOM, HE pa3KeBbIBas, HE
pasnambIBas U He pas3zaensis ux. [Ipemapar pekoMeHayeTcss HPUMEHSTh BO BpeMs €J1bl WJIM BCKOpPE
nocjie mpueMa MUIIH, MOCKOJIbKY B XOJIe UCCIIEJOBAaHUN OBLIO MOKa3aHO, YTO OMOAOCTYIMHOCTb
[MHAKaJIbIIETa YBEINYMBACTCA [IPU IPUEME IIpenapara ¢ NUue.

4.3. [IpoTnBONOKA3aHUA

* ['unepuyyBCTBUTENBHOCTh K LIMHAKAIBLETY W/MIU K JI0OOMY M3 BCIIOMOTaTENIbHBIX BEIIECTB,
IIEPEYHCIICHHBIX B paszaene 6.1.

* ['unokaneuuemus (cM. paznensi 4.2. u 4.4.).
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4.4. OcoOble yka3zaHusi M Mepbl PEI0CTOPOKHOCTH nﬂ%bﬂ%&iﬁ; EMEHOCTE 0002)

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Oco0ble yKazaHus

Covl6opomouHwlli Katbyull

VY B3pOCHBIX W JIETEH, MPUHUMABIIMX ITUHAKAIBIET, ObUIM 3apErUCTPUPOBAHBI YTPOXKAFOIINE
KU3HU SIBJICHUS M CIlydal CMEpPTH, CBSI3aHHBIE C TUNoKaiubimemued. [IposiBieHus
TUTOKAIBIIMEMUU MOTYT BKIIIOYATh MApeCTE3UH, MHUAITHH, CIAa3Mbl, TETAaHUIO U CYJOPOTH.
CHIDKEHUE KOHIICHTPAIMK KaJIbIUsl B CBIBOPOTKE KPOBU MOXET TakKe yIIHHATh uHTepBa QT
U, KaK CJCICTBHE, IPUBOIUTH K PA3BUTHUIO JKEIYIOUYKOBBIX apUTMHI Ha JOHE TUMTOKATBITUEMHU.
Y TNanueHTOB, NMPUHUMABIIUX IWHAKAIBIET, OBLIM 3aperHCTPUPOBAHBI CIYYad YIUTHHECHUS
untepBaiga QT u pa3BUTHS KETYIOUYKOBBIX apuTMmuil (cMm. pazaen 4.8.). Ciuemyer coOioaTh
OCTOPOXKHOCTh TPH JICYCHUU TAIMECHTOB C JPYrUMH (DaKTOpamMu prcKa yAJTUHEHHS WHTEpBala
QT, Hampumep, y MalMEHTOB C JUArHOCTUPOBAHHBIM BPOXKICHHBIM CHHAPOMOM YJUIMHEHHOTO
uatepBasia QT WM y ManMeHTOB, NMPUHUMANOIIMX JICKAPCTBEHHBIE MpenapaThl, KOTOPbIE, IO
UMEIOITUMCS TaHHBIM, yIIuHSI0T nHTepBai QT.

Tak Kak IUHAKAIBIET MOHMKACT KOHICHTPAIMIO KLU B CHIBOPOTKE KPOBH, HEOOXOIUMO
NPOBOJUTH TIIATEIIHBI MOHUTOPHUHI MAI[ICHTOB B OTHOIICHHU DPAa3BUTUS THUIOKAJIBIIMEMUU
(cM. pazzen 4.2.). KoHIIEHTpaIuio KajablHsi B CBIBOPOTKE KPOBH CIIEIYET ONPEICIATh B TCUCHUE
1 Hemenw mocye HavasIa Tepanuy WM KOPPEKINH J03bI [IMHAKAIBIIETA.

Bspocnvie nauuenmot

JleueHue IMHAKAIBIIETOM HE ClIeyeT BO30OHOBIIATH Y NALIMEHTOB C KOHLEHTpalKeH KalblHs B
CBIBOPOTKE KpOBH (C TMONpPaBKOH Ha anbOyMHH) HH)KE€ HWXKHEH TIpaHMIBI HOPMajbHOTO
JMana3oHa.

Cpenu mnanueHTOB ¢ XpoHuyeckoil OonesHpto mouek (XbBII), Haxonmsdmmxcs Ha auanuze u
NPUHUMAIOIIUX LHUHAKaIbLET, npuMepHo 30% NanueHTOB MMeENM KaK MUHUMYM OJHOKpPATHO
KOHIIEHTPALIMIO KaJIbLUs B CBIBOPOTKE KpoBU MeHee 7,5 mr/mi (1,9 Mmons/n).

Hayuenmuor ¢ XBII, ne noayuarowue ouaius

[nHakaiblleT HE TMOKa3aH B3POCIbIM manuMeHtam ¢ auarHo3oM XbII, He HaxoasmumMmcs Ha
nuanuse. [IpenBapurenbHble UCCIEIOBAaHUS MMOKA3all, YTO Y HalueHToB ¢ nuarHo3om XbII, He
HAXOJAIIUXCS Ha JHaliu3e, BO3pACTaeT PHUCK pPA3BUTHUS TUMOKAIbIIMEMUU (KOHIIEHTpAIUs
CBIBOPOTOYHOTO KaibIus < 8,4 Mr/mi [2,1 MMOJIB/JT]) IO CpaBHEHHUIO C TTAIIMEHTAMH Ha JUATHN3E,
YTO MOXKET OBITh OOYCJIOBJIEHO 0OJjiee HM3KMM ypPOBHEM HAYaJbHOW KOHIIEHTPAIIUH KaJbIUs
W/WJIA HaJTM9MeM OCTaTOYHOUN (YHKIIMH MOYEK.

Cyodopoeu

V manueHToB, MOJyYaBIINX ITUHAKAIBIIET, PETUCTPUPOBAIACH CIydan CYIOPOXKHBIX MPUTIAIKOB

(cM. pazgen 4.8.). 3HAUUTENbHOE CHIKEHHE KOHIIEHTPAIMM KalblUsl B CHIBOPOTKE KPOBU
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MPUBOAMIO K CHIDKCHHIO CYJOPOKHOTO TOPOTa, HoaT&Gsl;li;e])%ﬁgé%ﬁﬁTl%'f@!{;s:gb—l;ﬁ' irtl(;f;'{%onb

KOHLIGHTPAllUM KaJbI[Usl B CBHIBOPOTKE KPOBH Yy MAIlMEHTOB, MOJYYAIOIIUX I[MHAKAJBLET,
0COOEHHO UMEIOLINX CYJOPOKHBIE pACCTPOMCTBA B aHAMHE3E.

Tunomen3zus u/unu yxyouenue meuenus cepoeuHou HedoCmamo4HoCmu

VY maunueHToB ¢ HapyuieHHeM (YHKIUU cepjlla PeruCTPUPOBAINCH CIydyaud THIOTEH3UU /WK
YXYIIICHUS] TEYCHUS CEpJCYHONW HEIOCTATOYHOCTH, y KOTOPBIX HE MOTJa OBITh IOJHOCTBHIO
UCKJIIOUEHA IPUYUHHO-CIIEICTBEHHAs CBSA3b C MPUMEHEHUEM LMHAKAIbIETa, U KOTOPbIE MOTYT
OBITH O0YCIIOBJIEHBI CHHYKEHHUEM KOHIIEHTPALMU KaJIbIUsl B CBIBOPOTKE KPOBH (CM. pazzen 4.8.).
CouemanHoe npumenenue ¢ OpyeUMuU JIeKapCmeeHHbIMU CPeOCmeamu

Crnenyer ¢ OCTOPOKHOCTBIO TPUMEHSTH IIMHAKAJIBIET Yy MAlMEHTOB, IOJYYAIONIMX JIIOObIE
JIpYyTrue JEKapCTBEHHBIE CPEACTBA, KOTOPBIE JOCTOBEPHO CHMXKAIOT KOHLEHTPALMIO KallbLiUs B
CBIBOPOTKE KpOBU. HeoOXoauM TIHIATEeNbHBIM KOHTPOJIb KOHLIEHTPALMU KaJdbIUsl B CHIBOPOTKE
KpoBH (cM. pazzaen 4.5.).

[TarueHTsl, MOJyYarolIMe HUHAKAJIBLET, HE JOJDKHBI IOJIy4aTh ATEIKAIBLUETHA, HOCKOJIbKY
OJIHOBPEMEHHOE NMPUMEHEHHE 3THX JIBYX MPENapaToB MOXET MPUBOIUTH K PA3BUTUIO TSKEIOU
TUIIOKAJIBLUEMHUH.

Obwue

IIpu nocrossHHOM nopasnenuun yposHs IITI B 1,5 pa3za Huxke ypoBHsI BEpXHEH I'paHULBI HOPMBI
no pesynpratam aHanuza ullTI, moxker pa3BuThCS aauHamudeckas OoJyie3Hb KocTu. Ecmu
ypoBeHb IITI' CHM3UTCA HUXKE PEKOMEHAYEMOI'O [ualla3oHa y MallMeHTOB, MOJYYarOIINX
[IUHAKAJIBIIET, CIEIyeT CHU3UTD 03y Iperapara u/uii BUTaMuHa D, Wi IpeKpaTUTh Tepamnuio.
Yposenv mecmocmepona

YpoBeHb TECTOCTEpOHA YAacTO ObIBAET HM)KE HOPMBI y NAIMEHTOB C TEPMUHAIBHON cTaauen
noueyHoit Hepocrarounoctu (TCITH). JlaHHBIE KIMHHUYECKOTO HMCCIIEIOBAHMS, BKJIIOYABIIETO
B3pocabix mnamueHtoB ¢ TCIIH, u Haxonmdmuxcs Ha Juanu3e, IOKAa3aldd, 4YTO YPOBEHb
CBOOOJHOIO TECTOCTEPOHA CHUXalcs B cpeaHeM Ha 31,3 % y manmueHToB, MPUHUMAIOIINX
[MHAKaNbIET, U Ha 16,3 % y manueHToB B rpymme mianedo uepe3 6 MecsieB IMocie Hadajia
tepanuu. OTKpbITas MpojUieHHas (a3a JaHHOTO HCCIEAOBAaHUS HE TOKas3ala JajbHeiIero
CHIDKEHHSI YPOBHS CBOOOJHOTO M OOIIEro TECTOCTEpPOHA y MAIMEHTOB 3a 3-JETHUH NepHoA
jJedyeHuss mpenaparoM. KimMHMYeckas 3HAYMMOCTh CHMJKEHUSI YPOBHSI CHIBOPOTOYHOI'O
TECTOCTEPOHA HE YCTAHOBJICHA.

Ileuenounas nedocmamournocms

[TockonbKy KOHILEHTpalus LHWHAKalbIleTa B IUIa3M€ KPOBU Y MAIMEHTOB C IE€YEHOUYHOMH
HEJ0CTAaTOYHOCTBIO CpeiHel U Tshkemol crenenu (mo kiaccupukanuu Yaina-I1p10) MoxeT ObITh

BbIIE B 2—4 pa3a, y TaKUX MAllMEHTOB IIpenapar ciIeAyeT MPUMEHITh C OCTOPOKHOCTBIO, U BO
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BcrnioMorarennHEBIC BEIIECTBA

[Tpenapat copepxkut Hatpuil. JlaHHbIN npenapar coaepKUT MeHee 1| Mmoib (23 Mr) HaTpus Ha
OJIHY Ta0JIETKY, TO €CTh 110 CYTU HE COACPKHUT HATPUSI.

4.5. B3aumojeiicTBHe ¢ IPYTHMH JIEKAPCTBEHHBIMHU NPeNapaTaMu U ApPyrue BUbl
B3aUMO/eHCTBHUS

HeKaDCTBeHHBIe npenaparbl, JOCTOBEPHO CHUKAIOIMEC KOHICHTPAIMIO KaJbIMA B CBIBOPOTKC

KpOBU

OnHOBpEMEHHOE NPUMEHEHHE LUHAKaJIbleTa C JPYTUMH JIEKapCTBEHHBIMU IIperapaTami,
KOTOpBIE IOCTOBEPHO CHMKAIOT KOHLIEHTPALMIO KAJIbLIUs B CHIBOPOTKE KPOBH, MOKET MTOBBICUTH
PHUCK pa3BUTHS runokaiblueMun (cM. paszzaen 4.4.). [lanueHTsl, noayJyaronme HUHAKAIbLET, HE
JIOJDKHBI [TOTy4aTh TeIKanbueTua (cM. paszaen 4.4.).

Bausnue Ipyrux JI€KapcTBEHHBIX MPEnapaToB Ha IIMHAKAIBLIECT

[Munakanerer yactuaHo Metabomusupyercs nzopepmentrom CYP3A4. OnHOBpEeMEHHBIN TIpHUeM
200 Mr kerokoHa3zoja JABa pa3a B JeHb (MouHbld uHruourop CYP3A4) npusBomun
MOBBIIICHUIO KOHIIGHTpAIlMM ILIMHAKalblleTa NpUMEepHO B 2 pa3za. MoxkeT mnorpeboBaThCs
KOppEeKLHs [03bl IpermapaTa, €cid MalHMeHT, MOJy4arollui [HMHAKalbleT, HAauWHAeT WU
IOpEeKpaIlaeT TEepanuio MOIIHBIM HHTHOUTOPOM (HampuMep, KETOKOHA30J, HWTPAKOHA30,
TETUTPOMHUIIMH, BOPUKOHA30JI, PUTOHABHUP) WKW HHAYKTOPOM (Hampumep, pu(amMIuirH) 3TOr0
dbepmeHTa.

JlaHHble, TOJy4YEeHHBIE IPH TPOBEJCHUU HKCIEPUMEHTOB in Vitro yKa3bplBalOT Ha TO, YTO
[UHAKaJbIET YacTUYHO MeTabonusupyercs uzopepmentrom CYP1A2. Kypenue crumynupyer
aktuBHOCTh CYPIA2. Bputo oTmMedeHo, 4TO KJIMPEHC IuHakaibliera Ha 36-38 % BhIMIEe Yy
KYpWIBLIUKOB, YeM y Hekypsaumx. D¢ dext naruoutopoB CYP1A2 (mampumep, ¢iryBokcamuH,
UNpo(IoKCcallMH) Ha IJIa3MEHHblE KOHILIEHTPAllMM IUHAKalbleTa He u3ydaucs. MoxkeT
noTpedOoBaThC KOPPEKIUS 03bl, €CJIM BO BpeMs TepalnuM IIMHAKAIbLIETOM MaleHT HAaYMHAET
WIM TPEeKpallaeT KypeHue, Uil HaulMHaeT WIM MPEeKpallaeT OJHOBPEMEHHBIM NMPHUEM MOLIHBIX
unruouropos CYP1A2.

Kanvyus xapbonam

OpnHoBpeMeHHOE NMpUMEHEHHe KajbIus kapOoHaTta (oxHOKpaTHas no3a 1500 mr) He u3MEeHsIIo
(bapMaKOKMHETHKY [TMHAKAJIbIETA.

Cesenamep

OnHoBpeMeHHOE TpuMeHeHue ceBenamepa (2400 mMr Tpu pas3a B IeHb) HE OKa3bIBaJIO BIUSHUS Ha

(bapMaKOKMHETHKY [TMHAKAJIbIETA.
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Ilanmonpason

OpnHoBpeMeHHOEe TpUMEHeHHEe maHTonpazona (80 Mr omuH pa3 B JCHb) HE H3MEHSIIO
(hapMaKOKMHETHKY [TUHAKATIBIETA.

BausgHue nmuHakaaeleTa HA IPYTHE JSKapCTBEHHBIC IMpeapaThl

Jlexapcmeennvle npenapamol, memabonuzupyrowuecs uzogpepmenmom P450 2D6 (CYP2D6)
[{unakaneuer sBisiercss MOIIHBIM UHruOuTOopoM CYP2D6. MokeT moTpeOoBaThCsi KOPPEKLUs
7103 OJJHOBPEMEHHO NPUMEHSAEMBIX JIEKAPCTBEHHBIX CPEJCTB, B OCOOEHHOCTU HCIIOJIb3YyEMBIX B
UHIUBUIYAJIbHOM TUTPYeMOM J03€ M OOJIafalollluX Y3KMM TEparneBTUYECKUM HHJICKCOM,
npeumyiecTBeHHo MeTtabonusupytonuxcss CYP2D6 (manmpumep, diaekanHua, mpomnadeHoH,
METOIIPOJIOJI, I€3UNPAMUH, HOPTPUIITHIINH, KIOMUIIPAMUH).

Lezunpamun

OnHoBpeMeHHBbIN TIpueM 103bl 90 Mr IuHaKkaigbleTa OAWH pa3 B JieHb ¢ 50 Mr ae3umnpamuHa,
TPULIMKIMUYECKOTO aHTHJIEIPECCaHTa, IMPEeuMYILEeCTBeHHO Merabonusupyromerocs CYP2D6,
3HAUMTENBHO MOBBIIIAT YPOBEHb SKCIO3ULIUU Jie3unpamuna (B 3,6 pasa) (90 % noBepurenbHbIN
untepBai 3,0; 4,4) y maiueHToB ¢ akTUBHBIM MeTaboimu3mom CYP2D6.

Hexcmpomemopghan

MHorokpatHblii puem nuHakaineiera B 1o3e 50 mr ysennuusain AUC pekctpomeTtopdana npu
npueme B 03¢ 30 mr (metabonusupyemoro npeumyuiectseHHo CYP2D6), B 11 pa3 y OpicTpbix
meTabomm3atopos CYP2D6.

Bappapun

MHoOrokpatHblii NepopalbHbI NpHUeM LUHAKalblleTa HE BIUI Ha (PAapMAaKOKMHETHKY WU
dapmakoguHaMUKy BapdapuHa (M3MeEpSINCh MPOTPOMOMHOBOE BpeMs M aKTUBHOCTH (pakTopa
cBepTbiBaHus kKposH VII).

OtcyrcTBHEe >PdekTa HUHaKanbleTa Ha (apMakoKuHETHKY R- u S-Bapdapuna u oTCyTCTBHE
ayTOMHIYKLIMU (EPMEHTOB y MallMEHTOB IOCI€ MHOTOKPAaTHOIO IpUeMa Ipernapara yKa3blBaeT
Ha TO, 4YTO UWHakaiubueT He sBiserca uHayktopom CYP3A4, CYPIA2 wm CYP2C9 y
YyeJioBeKa.

Muoaszonam

OnHoBpeMeHHOEe NpUMeHeHue LuHakaubleTa (90 Mr) um mepopajibHOro Mmujaaszonama (2 Mr),
cyoctpata CYP3A4 u CYP3AS, ne Bousuiio Ha (apMakOKMHETHKY MUAa3ojamMa. OTU JaHHbIE
YKa3bIBAIOT HA TO, YTO LIMHAKaJbLET HE BIUSET Ha (apMaKOKMHETHKY Kjacca JeKapCTBEHHBIX
npenapartoB, Merabommsupyomuxes CYP3A4 u  CYP3AS, Takux Kak HEKOTOpHIE
MMMYHOZETIPECCAHTHI, BKII0Yasi HUKJIOCIIOPUH U TAKPOJIUMYC.

Dapmayesmuueckas HeCOBMEeCMUMOCHb

He npumenumo.



COOTBETCTEYET
ot 09.10.2024 N= 2 -
(MOCNEQOBATENEHOCTE 0002)

4.6. DepTUIBLHOCTH, 0EPEMEHHOCTD U JIAKTALMS

3KCTMEPTHOMY OTYETY

bepemeHHOCTB

Knuandeckre naHHBIE O MPUMEHEHHWH IMHAKAJIbIETa NP OEPEeMEHHOCTH OTCYTCTBYIOT. B
SKCTIIEPUMEHTaX Ha >KUBOTHBIX HE OBLJIO BBISBICHO MPSIMOTO OTPUIIATEIILHOTO BO3JICHCTBHS Ha
X0/ OepeMEHHOCTH, POJIOB WJIM TOCTHAaTallbHOE pa3BuTHE. He OBLIO Takke BBIABICHO HU
AMOPHUOTOKCUYECKOT0, HU TEPATOTC€HHOrO JEHCTBUSI B XOJI€ IKCIIEPUMEHTOB Ha OEpeMEHHBIX
caMKaX KpbIC M KpPOJHMKOB, 32 HCKJIIOYEHHEM CHIKEHUS MAaCChl Tejla IUIOJI0OB Y KpBIC MpHU
HCITOJIb30BaHUH TOKCHUUYECKHX 1103 y OepeMeHHBIX caMok (cM. pasnen 5.3.). [Ipu 6epemenHocTr
[IMHAKAIBIET CJIEAyeT NPUMEHSATh TOJBKO B TEX CIy4asX, €CJAW IOTEHIMajIbHas I10J1h3a
ONPAaB/ABIBACT MOTEHIIUAIBHBIN PUCK TS TIJIO/A.

JlakTanms

Jlo Hacrosiiiero BpeMEHH HE H3yueHa BO3MOXKHOCTH BBIBEJICHHUS IUHAKAJIbIETa C TPYAHBIM
MOJIOKOM. lluHaKkanbleT BBIBOAMTCA C TPYIHBIM MOJOKOM KOPMSIIUX KpPBIC, TPU 3TOM
OTMEYAETCsI BHICOKOE COOTHOIICHHE KOHIIEHTPAIIMU B MOJIOKE K KOHIIEHTpaIuu B masme. [locme
TIIATEITLHOW OIICHKH COOTHOIICHUS PUCK/TIONB3a, CICAYEeT MPHUHATh PEIICHUE O MPEKpaIlCHUN
TPYAHOTO BCKapMIIMBAHUSI UJTU TIpUEMa Mpernapara.

DepTUabHOCTH

Knuanyeckre naHHbIE 1O BIUSHHUIO LUHAKAIbIETa Ha (EpTHIBHOCTh OTCYTCTBYIOT. B
IKCIIEPUMEHTAX Ha )KUBOTHBIX H3MEHEHUH (DepTUIHLHOCTH HE YCTaHOBIICHO.

4.7. BuusiHHe HA CNIOCOOHOCTH YNPABJATH TPAHCIIOPTHBIMH CPeACTBAMHU H padoTaTh €
MeXaHUu3MaMH

VY nanueHToB, NOJy4yarouIuX Mpenapar, Colep Kaluil [IMHAKAIbLET, PErUCTPUPOBAINCH CIydau
TOJIOBOKPY)KEHUSI U CyIOpOI, KOTOpble CIIOCOOHBI OKa3blBaThb CEPhE3HOE BIMSHHME Ha
CHOCOOHOCTh  YNPABIATh TPAHCIOPTHBIMU CpPEACTBAMH MJIM pPaboTaTb €O  CIOKHBIMU
MexaHu3MamHu (cM. paznen 4.4.).

4.8. HexeaaTejbHble peaKIUH

Pesrome nnpoduiast 0e30macHoCTH

Bmopuunwiii - eunepnapamupeos,  KapyuHoma —nApawyumosUOHbIX — Jceie3 U NepeUHbLlL
aunepnapamupeos

CormacHO  UMEKOMMMCS  JaHHBIM Yy  [allMEHTOB,  IOJYYaBIIMX  IWHAKaJIbLET B
1a11€00-KOHTPOJIUPYEMBIX HCCIIEIOBAaHUSAX W HECPaBHUTENIbHBIX HCCIIEIOBAHUIX Haubolee
pacrpoCTpaHEHHBIMH HEXKEJIaTeNIbHBIMU peakIUsIMU ObUTH TOIIHOTA U pBOTA. Y OOJBIIMHCTBA
NAallMeHTOB TOIIHOTa M pPBOTAa OBUIM JIETKOW WM CpeIHEH CTEeNeHH TSKECTH U HOCHIU
npexondaimuil xapakrep. [lpyunHaMu OTMEHBI Tepanuy BCIIEACTBHE HEXeTaTeNbHbIX 3()PeKToB

OBLIIM, TJIaBHBIM 00pa30M, TOLITHOTA U PBOTA.
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Pe3ioMe HexxenaTeabHbIX PEAKIINT

I[anee NEPpCUUCIICHBI HCXKCJIIATCIIbHBIC PCaKlMM, KOTOPBLIC IO pPE3yJibTaTaM aHajlin3a

HpH‘-IHHHO-CJIeI[CTBeHHOfI CBsI3M HA OCHOBC YGGI[I/ITGJIBHBIX J0Ka3aTCJIbCTB 6BIJII/I PACICHCHLBI KaK
0  MEHbIIEH Mepe  BO3MOXKHO  CBS3aHHBIC C  TepamuMeil  IMHAKAJIbICTOM B
1a1[e00-KOHTPOJUPYEMbBIX HCCIICIOBAHUSAX U HECPABHUTEIBHBIX MCCIICAOBAHUSAX: OYEHb YaCcTO
(> 1/10); gacto (ot > 1/100 mo < 1/10); mewacro (ot > 1/1000 mo < 1/100); peaxo (ot > 1/10000
1o < 1/1000); ouens peako (< 1/10000).

YacToTa pa3BUTHS HEXKEIATEIbHBIX DPEAKIMA M0 JaHHBIM KOHTPOJHUPYEMBIX KIMHUYECKHX

UCCJICIOBAHUM U ONBITY IPUMEHEHUS B PYTUHHOM KIIMHUYECKOU MPaKTHKE:

Kuace cucrem opranos Yacrora HexenarenbHas peakuus
MedDRA

Hapywenus co cmoponul Yacto* Peakuuu runepuyBCTBUTEIBHOCTH

UMMYHHOU CUCmeMbl

Hapywenus co cmoponwl oomena Yacro AHOpeKcHsl, CHUKEHHE alllleTUTa

eewecme u NUMAaHUs

Hapywenus co cmoponwl nepsnoii | Yacto Cy10pOKHBIE IPUMAIKH

cucmemul TOJIOBOKPY’KEHUE, IAPECTE3MUS, TOJIOBHAS
601b

Hapywenus co cmoponul cepoya HeusBectHo®* | VYXynleHue Te4eHUs cepAeUHOM
HEJ0CTaTOYHOCTH, Y/UINHEHNE
nnrepBana QT u xenynoukosas
apuTMHs Ha (POHE TUTIOKATBIIHEMUH

Hapywenus co cmoponul cocyoos | Hacto I'mnorensus

Hapywenus co cmoponul Yacro WHbexius BepXHUX IbIXaTeIbHbBIX

ObIXAMENLHOU CUCTEMbL, OP2AHO8
2PYOHOU KNemKU U CpedoCmeHUs

MyTeH, TUCIHO?, Kalleb

Hapywenus co cmoponvl
JHCeNYOOUHO-KUULEYHO20 MPAKMA

OueHb 9acTo

TomHoTa, pBOTa

Yacro Hucnencus, Auapest, 6011 B )KUBOTE,
60111 B AUTacTpHH, 3aI0p
Hapywenus co cmoponwl kodicu u Yacro KoxHble BbICBITIAaHUS
NOOKOJICHbIX MKAHell
Hapywenus co cmoponul Yacro Muanrusi, MbIIIIEYHBIE CIIa3Mbl, 00JIb B
CKeNemHO-MblUEeYHOU U CIIUHE
COeOUHUMENIbHOU MKAHU
Obwue paccmpoticmea u Yacrto Actenus
Hapyulenus 6 Mmecme 668€0eHus
Jlabopamopnvie u Yacro unokansueMus ', TUIIEPKATHEMHS,

UHCMPpYMeEeHmMAlbHble oanHvie

CHMIXCHHUEC KOHICHTPALUHU TECTOCTCPOHA

o

+ —cMm. pazzaen 4.4.

* — cM. moapazaen «OnucaHue OTAEIbHBIX HEXKETaTeNbHbIX PEaKIHii»
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OmnmcaHne OTASIBHEIX HEKEIATSIbHBIX PEaKIIH

Peaxyuu eunepuyecmeumenvrocmu
[Ipy npuMeHeHWM Tpenapara B PYTHUHHOH TPAaKTHKE OBUIM  BBISBICHBI  PEAKIUU
TUINEPYYBCTBUTEIBLHOCTH, BKJIIOYAIONIME AHTMOHEBPOTUYECKUH OTEK M KpanmuBHUIy. YacToTa
pa3BUTHUA OTIEIbHBIX pEaKUUi, BKIOYasi aHTHOHEBPOTHUECKUN OTEK M KPAIllMBHUILY, HE MOKET
OBITH OIICHEHA HA OCHOBAHWH UMEIOIUXCS TAHHBIX.
T'unomen3zus u/unu yxyouieHue meuerus cepOedHol HedoCmamoyHoOCmu
Y [ainMeHToB C CepACYHOM HEIOCTaTOYHOCTHhIO, NPUHUMABUIMX IMHAKaJIbIET B XOJe
MOCTPETUCTPALIMOHHOTO HAOIIOACHUS 32 0€30aCHOCTBIO, PETUCTPUPOBAIIUCH OT/EIIbHbIE CITyYyau
UMOCUHKPA3UYCCKOW TUIIOTCH3UN W/WIHM YXYIIICHHUS] TECUYCHUS CEPACUYHON HEIOCTATOYHOCTH;
4acTOTa PAa3BUTHUSL JIaHHBIX CIy4acB HE MOXET OBITh OIIGHEHA Ha OCHOBAHHWH HWMEIOIIMXCS
JAHHBIX.
Yonunenue unmepeana QT u scenydoukogvle apummuu Kak cie0cmsue UnoKaibyuemMuu
[Ipy mpuMeHEHWH MHMHAKAIbIETa B PYTUHHOW MPAKTHUKE OBUIM BBISABICHBI CIy4daW YIJIMHEHUS
uaTepBasia QT M KeIyJOYKOBON apUTMHH, BOSHHKIIHE BCIICICTBUE THIOKAIBIIMEMUHN, OJTHAKO
YacTOTa Pa3BUTUS TaKUX HAPYIICHWH HE MOXKET ObITh OLIEHEHA HAa OCHOBAaHWUU HMEIOIIUXCS
JaHHBIX (cM. pa3nen 4.4.).

eTH
[{uHakagbIeTa THAPOXIOPH]T HE TIOKAa3aH K MPUMEHEHUIO B TICIMATPUICCKON MPAKTHKE.
B xiauHMYECKOM HCCIeIOBaHUH C YUYaCTHEM MEANATPUUECKUX MAIlMEHTOB ObLI 3aperUCTPUPOBAH
JIETAJIbHBIN Clly4yal y MaluyeHTa C TSHKEIOW TMIIOKAJIbLIUEMUEH.

Coo0111eHne 0 MoI03PEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

BaxxHOo co00maThs 0 mo103peBacMbIX HEKENATENBHBIX PEAKIHMSIX MMOCIE PETUCTPAIMH TIperapara
C ULenblo oOecreyeHHs HEeNpepblBHOTO MOHMTOPHUHTA COOTHOLIEHHS «II0Jb3a — PHCK»
JIEKapCTBEHHOTO Ipenapara. MeIuIuHCKUM pa0OTHUKAM PEKOMEHAyeTcs COOOIIaTh O JIHOOBIX
MI0JI03PEBAEMBIX HEXKEIATENBbHBIX PEaKIUsIX JIEKAPCTBEHHOTO Mperapara yepe3 HalHOHAITbHBIE
CHCTEMBI COOOIICHHS O HEXeNaTeIbHBIX PEeaKIHsIX TOCYAapcTB — UWICHOB EBpasumiickoro
HKOHOMHYECKOTO COI03a:

Poccuiickas ®enepanus

®denepanbHas cayx0a Mo Haa30py B chepe 3paBOOXpaHEHUS

Anpec: 109012, r. MockBa, CraBsiHCKasl TUIOIIaab, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B uHGOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHET»:

https://www.roszdravnadzor.gov.ru/
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4.9. Ilepeno3upoBka

CHMIITOMBI

Jo3b1, TuTpOBaHHBIE 10 ypoBHS 10 300 Mr oAuH pa3 B J€Hb, HA3HAYAJIA B3POCIBIM MAlIUEHTAM,
HaxOoIAIIMMCS Ha TUajIn3e, IPH 3TOM HEKEeIaTeNIbHBIX SBJICHUN HE OTMEYAIIOCh.

[lepeno3upoBka IMHAKAIBIIETOM MOXKET TPUBECTH K THIOKaldbllueMuud. B  ciydae
MEpPEeIO3UPOBKM Yy TAIMEHTOB CJEAYeT KOHTPOJMUPOBATH KOHIICHTPALMIO KaJbLUs, s
CBOEBPEMEHHOTI'O BBISIBIICHHS TUITOKAJIBIIUEMHH.

JleueHue

B cnydae mepeno3upoBKH y MAalMEHTOB CJIEAYeT KOHTPOJIMPOBATH KOHICHTPAIIUIO KAIBIUS JIJIs
CBOEBPEMEHHOI'O BBISIBJICHUSI TUNOKajdblueMun. Cieayer MpPOBOJUTH CHMITOMAaTUYECKYIO U
MOJJICPKUBAIOIIYI0 Tepanuto. [loCKOJNbKY CTeneHb CBS3BIBAHUS ILIMHAKaJIbleTa C OelikaMu

BBICOKAsl, FTeMOJIMAIIN3 MPU Mepeo3upoBKe HEAP(DEKTUBEH.

5. DPAPMAKOJIOT'MTYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHUYECKHE CBOMCTBA

dapMakoTepareBTUYECKass  TpyIIa:  CPeACTBA,  PETyJUPYIONME  OOMEH  KajbIlus;
AHTUTNAPATUPEOUTHbBIE CPEACTBA; IPYTHe aHTUIIAPATUPEOUTHBIE CPEJICTBA.

Kox ATX: HO5SBXO01

Mexanusm aeiicteus U bapMmakonuHamuueckue 3O deKTol

Kanpuuii-uyBCTBUTENBHBIE PELENTOPHI, HAXOIAIMECs Ha IIOBEPXHOCTU TIJABHBIX KIIETOK
MapaluTOBUIHON JKEJIE3bl, SBIAIOTCS OCHOBHBIMHU PEryJIATOPAMH CEKPELMH I1apaTUPEOUIHOIO
ropmoHa (ITTT). [lunakaneuer obiaanaeT KaJlblIUMUMETHUYECKUM JEHCTBHEM, HETIOCPEACTBEHHO
cHkaromuM ypoBeHb IITI, 1moBBIIAs 4YyBCTBUTENBHOCTH JAHHOTO  penenTopa K
BHEKJIeTOUHOMY Kaibiuio. CHukenue ypoBHs [ITT compoBoxkaaercs CHUXKEHHEM COAEpHKaHUS
KaJIbLIMS B CBIBOPOTKE KPOBHU.

Cumxkenue yposHs [ITI" koppenupyeT ¢ KOHIEHTpaluuen UHAKaIbLETa.

ITocne nocTHKEHUsT PpaBHOBECHOTO COCTOSIHUS KOHLIEHTPALMsl KaJIbIUA B CBIBOPOTKE OCTAETCs Ha
IIOCTOSITHHOM YPOBHE B TEUEHHE BCETO MHTEPBAJIA MEK/y IPUEMAMH IIperapara.

Knuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

Bmopuunwiii eunepnapamupeos

B3spocnvie nayuenmot

TpI/I KIIMHUYCCKUX MCCICIOBAHUA MPOAOJIKUTCIIBHOCTHIO IICCTH MECALICB (}IBOI\/'IHI)Ie CJICIIBIC,
HJ'IaL[C60-KOHTp0JII/IpyCMBIC) BKIIIOYaJIHW ITallMCHTOB C TCpMPIHEU'ILHOﬁ CTa[[HCﬁ MOYECIHOM
HEOAOCTATOYHOCTH, HAXOAAIIMUXCA Ha Jualinu3c, C HeKOHTpOHpreMOﬁ (bOpMOfI BTOpPHUYHOT'O

runepnaparupeosa (1136 maunuenTtos). Jlemorpadguueckre U UCXOJHBIE XapaKTEPUCTUKU ObLIN
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Haxoisamuxcss Ha auanuse. CpenHue HaydajabHbIE I10KA3aTelIM KOHLEHTpPAllMM HMHTAaKTHOIO
naparupeouHoro ropmona (ulITI') B Tpex KIMHHUYECKUX MCCIENOBAHUAX COCTaBIsUIM 733 U
683 nr/mn (77,8 u 72,4 nMoInb/1) B rpynmnax HUHAKaibleTa U Iuanedo, COOTBETCTBEHHO, 66 %
MalMEeHTOB NPUHUMAJIA BUTaMUH D 1nepes BKIIFOUEHHEM B UccienoBanue, U > 90 % npuHuManu
JIeKapCTBEHHbIE TpenapaThl, CBs3bIBatomme QochaTel. Y  MAUEHTOB, NPUHUMAIOIINX
[IUHAKAJBIIET, OTMEUYAIOCh 3HAYUTENIbHOE CHIbKeHue ypoBHs HWIITI, kameius u docdopa B
CBIBOPOTKE, Kanblinii-pochoproro mpoussenenuss (Ca x P) mo cpaBHeHHIO ¢ HalMeHTaMHU B
rpynne mianedo, KOTOpble TOJydYald CTaHAApTHYIO Tepamuio, U pe3ynbTaTbl ObUIN
COIMOCTaBUMBI BO BCEX TPEX HUCCIENOBAHMSX. B KaXIOM W3 3THX MCCIEAOBAHUNW IEpBUYHAsS
KOHeuHast To4ka (Jonsi mamueHtoB ¢ ypoBHeM ullTI < 250 nr/mn (< 26,5 nmonsw/in)) Obuia
nocrturnyra 'y 41 %, 46 % u 35 % nauueHToB, NOIy4YarOUIMX LIMHAKAJIBLET, B cpaBHEHUU C 4 %o,
7 % u 6 % mnanuenToB, monyvaromux riane6o. [Ipumepno 60 % mnanueHTOB, MOIYyYarOIIHX
[UHAKAIBIET, qocTUrn cHYkeHus ypoBHS ulITI > 30 %, u manubi 3¢ dexT HabmOqAICS 110
BCceMYy CIieKTpy ucxoubix ypoBaeut ullTI. Cpennee cHu)KeHUE CHIBOPOTOUHBIX ypoBHEH Ca X P,
kanbius U Gochopa cocrapinsiio 14 %, 7 % u 8 %, cOOTBETCTBEHHO.

Cuamxenue ypoBHs uIITI' u Ca x P noanepxuBaioch Ha NMPOTSHKEHUU 12 MecsUeB Tepamnuu.
[Munakaneier cHmwkan ypoBenb wullTl, xampmmst u ¢ocdopa m Ca X P, He3aBUCUMO OT
HavyanpHOro ypoBHA HMIITIT mnm Ca X P, pexxuma auanuza (IEpUTOHEAJIbHBIM IUANIU3 IO
CPaBHEHHIO C TEMOJUAIM30M), IPOAOKUTEIBHOCTH AUAIN3a, U OT TOr0, MPUMEHSIICS WM HET
BUTaMuH D.

Cumxenue ypoBHs IITI" accounnpoBaioch ¢ HE3HAUUTEIbHBIM CHUYKEHHUEM YPOBHS MAapKEpOB
KOCTHOro MeTtabonu3ma (cnenugpuueckoid KOCTHOHM MIenoyHoM ¢ocdarasbl, N-TeI0nenTuaoB,
OOHOBJICHHSI KOCTHOHW TKaHM M KocTHoro (ubposa). Ilpu mnpoBeneHHH PpETPOCTIEKTUBHOTO
aHaJM3a Mysa JaHHbIX, COOpPAaHHBIX 110 UTOTaM 6 U 12-MecaYHbIX KIMHUYECKUX UCCIIEOBaHUl, ¢
nomoltnbsto Meroga Kamnana-Meiiepa, mokaszarenn KOCTHBIX IIEPEIOMOB U NApaTUPEOUIIKTOMUN
OBLIIM HUJKE B TPYIIIE [IMHAKAIbIIETA [0 CPAaBHEHUIO C KOHTPOJIBLHOU IPYMIION.
IIpenBapuTenbHbIE HCCIAENOBAaHUS B OTHOLICHHHM MALMEHTOB, CTPAaJalOUIMX XPOHUYECKON
6one3npto mouek (XBII) u BTOpUYHBIM THMIIEPNAPATUPEO30M, HE HAXOMAALIMXCS Ha JAUAIN3e,
YKa3bIBAIOT HA TO, YTO LMHAKAJIbIET CHIKal ypoBeHb IITI' TouHO Takke, Kak y MalMEeHTOB C
JUarHo30M TEepMUHAIBbHON cTaguu noudeyHod HenoctaroyHoctd (TCIIH) u  BTOpuYHBIM
TUIIEpIIapaTUPE030M, Haxoadlmmxcsd Ha aguannide. OIHAaKo s MalKMEeHTOB B MpPEIUaIN3HON
CTaJuM TMOYEYHOM HEIOCTATOYHOCTH HE OBUIM YCTaHOBJIEHBI A(PPEKTUBHOCTH, OE30MACHOCTbD,
ONTHUMAJIbHBIE IO3UPOBKH U LI€TU Tepanuu. /[aHHbIe Hccaen0BaHns MOKa3all, YTO Y MallMeHTOB

¢ XbIl, He HaxoAsAIMMXCS HA AUATU3€ U MOJYyYaIOLUX [IMHAKAJIBIET, CYIIECTBYET OONbIINN PUCK
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(o OB HOCTE 0002
pa3BUTHS TUNOKAIBIUEMUAN IO CPaBHEHUIO ¢ HaXO,Ilfm.lT/IM‘;llgl:l'Hg" ,:E;E%é -rraEn'eHTaMH C

TEPMUHAIBHOW CTaJMEH MOYEHYHON HEOCTATOYHOCTH, MOJIYYAIOIIMMHU IMHAKAIBLIET, YTO MOXKET
ObITh 00yCIIOBIEHO OoJiee HU3KOW HAYalbHON KOHLEHTpAIMEeH KalbIUs /WM OCTaTOYHON
(GYHKIIUEH MTOYEK.

UccnenoBanne EVOLVE (Evaluation Of Cinacalcet Therapy to Lower Cardiovascular Events —
OLICHKA TEepanmuy [MHAKAIBLIETOM JUIl CHI)KEHHUS YaCTOThI CEPACYHO-COCYIHMCTHIX COOBITHIN)
IpPEACTaBIsUI0 CO00H paHAOMHU3MPOBAHHOE JIBOMHOE ClleNoe KIMHUYECKOE HCCIEeI0BaHHE,
OLIEHUBAIOIIIEE CHIDKEHUE pUCKa OOIIel CMEPTHOCTU U CEepIASUHO-COCYAUCTBIX OCIOXKHEHUH MpU
IPUMEHEHUU LMHAaKalblleTa TMAPOXJIOpHAA M0 CpaBHEHHIO ¢ mianebo y 3883 manueHToB c
BropuuHbIM ['TIT u XBII, Haxondmuxcsa Ha quanmse. VccnenoBaHue He JNOCTUIVIO IEPBUYHOU
[eNIN — MPOJEMOHCTPUPOBATh CHIKEHHE PUCKA OOIIEH CMEPTHOCTH WM CEpACYHO-COCYIUCTHIX
coObITHH, BKJIOYas MHGMAPKT MHOKApAa, TOCHUTAIM3ALMIO IO TOBOJLY HECTaOMIbHOM
CTCHOKapJIuH, CEpJCUHYI0 HEJOCTaTOYHOCTh WM 3a0oieBaHUil NepudepruuecKux CcocynoB
(OP 0,93; 95 % AU: 0,85, 1,02; p = 0,112). [Tocne monpaBku Ha UCXOIHBIE XaPAKTEPUCTUKHA BO
BTOpUYHOM aHayuze, OP nns nepBUYHOM KOMOMHMPOBAHHOW KOHEUHOM Touku coctaBuiio 0,88;
95 % 1u: 0,79, 0,97.

Kapyunoma napawumoeuonwix sicenes u nepsudnblii cunepnapamupeos

B onnom wuccnenoBanuu 46 B3pOCHbIX MAMEHTOB (29 — ¢ KapLUMHOMOW MapaliuTOBUAHBIX
xene3, u 17 — c¢ mnepeuunbiM [TIT u TsDKenoW runepkagbUUEMHEH, y KOTOPBIX
NapaTUPEOUPKTOMHUS HE Jlana pe3ylbTaToB WIM ObUla NPOTHBOMNOKA3aHA) IOJydalld
[UHaKaJIbIeT 10 3 neT (B cpeaHeM — 328 qHel A NalMeHTOB ¢ KaplMHOMOM MapanTOBUIHbBIX
xenes, u 347 nuelt — nns nanueHToB ¢ nepBuuHbIM ['TIT). [{lunakaneueT npumeHsics B 103aX OT
30 mr (2 pa3za B cytku) 10 90 mr (4 paza B cytku). [lepBU4HON KOHEYHOW TOYKOW B JIAHHOM
UCCIICIOBAaHUU SIBJIAJIOCH CHMD)KEHHE KOHIIEHTPALMM KajlbliMs B CBIBOPOTKE KpOBU > 1 Mr/mn
(= 0,25 wmMmonb/m). Y mNalMEHTOB ¢ KapIMHOMON NapallMTOBUIHBIX JKeJle3 CpeaHss
KOHIEHTpalusi KaJbllUs B CBIBOPOTKE KpoBU cHuxkamacb ¢ 14,1 mr/amn no 12,4 wmr/an
(c 3,5 mvmons/n go 3,1 Mmonb/i), B TO BpeMs Kak y mnauveHToB ¢ nepBuuHbiM [TIT
KOHIIEHTpAIlMsl Kallbllisig B CBIBOPOTKE KpOBU CHWXkamack ¢ 12,7 mr/mn go 10,4 wmr/an
(c 3,2 mmons/n go 2,6 mmonw/m). Y 18 u3 29 mammentoB (62 %) ¢ KapIuHOMOI
napauToOBUIHBIX >kene3 u 15 u3 17 maumentoB (88 %) c mepBuunbiM I'TIT mocturmyro
CHIDKEHWE KOHIICHTPAIIMU KAJbIIUS B CBIBOPOTKE KPoBH > 1 mr/mi (> 0,25 MMoutb/i).

B mutanie60-koHTposIpyemMoe ucciieioBaHNE MPOA0IDKUTENFHOCTIO 28 Helelb OblI0 BKIIOYEHO
67 B3pocibix manueHToB ¢ mnepBUyHbIM [TIT, KOTOpbIE COOTBETCTBOBATM KPUTEPUSM IS
MIPOBE/ICHUS MMapaTUPEONIPKTOMUN Ha OCHOBAaHUHM CKOPPEKTHPOBAHHOW OOMIEH KOHIICHTpAIuu

KaJIbIUS B CHIBOPOTKE KpoBW > 11,3 mr/mn (2,82 mmons/n), Ho < 12,5 mr/mn (3,12 MMoms/m),
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KOTOPBIM, OJHAKO, JaHHOE€ BMEIIATEIbCTBQ _HE &Egz'j%ﬁﬁg}gjt’ﬁéﬁaﬂﬁﬁ%ﬁl:':ﬁma

COOTBETCTBYET ZKCNEPTHOMY OTUETY

nuMHakanplietTa cocrapimsia 30 Mr 2 pa3a B CYTKM W €€ TUTPOBAIM IJisi MOAJACpNKAHUS
HOPMAJIBHOTO JHMAama30Ha CKOPPEKTUPOBAHHON OOIEH KOHIICHTPAIIMU KAJIbIHS B CHIBOPOTKE
KpOBH. 3HAYUTENBHOE YHUCJIO MAIMEHTOB, MPUHUMAIOIIUX I[MHAKAIBLET, JOCTUTIIN OOIIYyIO
KOHIICHTPAIIUIO KaJbIUs B CBIBOPOTKE KpoBU < 10,3 Mr/mr (2,57 MMoJIb/11) U CHI)KEHHUE 00mmen
KOHIICHTPALlMN KaJIbIUsI B CHIBOPOTKE KpoBW Ha > | mr/ma (0,25 MMOnb/1) MO CpaBHEHHUIO C
nanydeHTaMmu, npuHuMaronmmu mianedo (75,8 % no cpaBuenuto ¢ 0 % u 84,8 % 1o cpaBHEHUIO
¢ 5,9 % COOTBETCTBEHHO).

5.2. @apmakoknHeTH4YECKHE CBOMCTBA

Ancopouust

[Tocne mnepopasibHOrO mnpueMa Ipenapara, MaKCUMajbHas KOHLIEHTpallUs IMHaKalblleTa B
I1a3Me KPOBH JIOCTUTaeTcsl MPUMEPHO dYepe3 2—6 yacoB. AOCOMOTHAs OMOJOCTYMHOCTh
[UHAKaJbIeTa MPHU MPUEME HATOIAK, YCTAHOBJICHHAs Ha OCHOBAaHWU CPAaBHEHUS PE3yJbTAaTOB
Pa3IUYHBIX MCCIIEeN0BaHM, cocTasisiia npumepHo 20-25 %. [Ipu npueme npenapara BMecCTe C
MUIICH, OMOJOCTYITHOCTh IIMHAKANIbIIETa yBeaumunBaercs npumepHo Ha 50-80 %. [TomoGHoe
MOBBILICHHE KOHIEHTPALMUK IMHAKalblleTa B IUIa3ME KPOBU HAOMIONANIOCh HE3aBUCHUMO OT
CoJIepKaHusl KHUpa B MHILIE.

[Tpu no3upoBkax cebime 200 Mr HaOIIOgaeTCsl HACHIIEHHEe a0COPOINH, BEPOSTHO, BCIEACTBUE
IIJIOXOM pacTBOPUMOCTH.

Pacupenenenue

Otmeuaercst BbICOKUN 00beM pacripenenenus (mpubausutenbHo 1000 auTpoB), 4yTO yKa3bIBaeT
Ha IIUPOKOE pacmpeaesieHne B TkaHsax. [luHakanbier mpumepHo Ha 97 % cBs3bIBaeTCS C
OenkaMH IJ1a3Mbl U pacrpeesnsieTcsl B MUHUMAJIbHOM KOJIMYECTBE B SPUTPOLIUTAX.

[Tocne BcachlBaHHS CHM)KEHHE KOHLIEHTPALMM I[IMHAKajJblleTa IPOMCXOJUT B JBa JTamna ¢
NEpBOHAYAJILHBIM TIEPUOJIOM MOIYBBIBECHHS IPUMEPHO 6 YaCOB M OKOHYATEIbHBIM MEPHOAOM
nonyBbiBeieHUs: OoT 30 n0 40 yacoB. PaBHOBECHOE COCTOSIHME KOHLEHTpPAllMU ILMHAKaJblEeTa
JIOCTUTAaeTCsl B TEYEHHE 7/ JHEH C MHUHUMAJIBHOM Kymyisinuen. @®apMakOKHMHETHYECKHE
HapaMeTpsl HUHAKAIBLETa HE U3MEHSIOTCSA CO BPEMEHEM.

BI/IOTDaHC(bODMaHI/IH

[{unakanpiieT MmeTabonusupyercs rpynmnoi gpepmentos, npeumymectBeHHO CYP3A4 u CYP1A2
(pomp  CYP1A2 =He Obutla mMOATBEpPXKACHA KIMHUYECKUMH  MeTojamMu). OcCHOBHBIE
MUPKYTUPYIONINE META0OIUThI HEAKTUBHEI.

CornacHo JMaHHBIM HCCIEAOBAHUU in Vitro, NMHAKAIBIET SBISETCS MOIIHBIM HHTHOHUTOPOM
CYP2D6, omHako, mTpu KOHIEHTPAIMSAX, JOCTHUTABIIMXCS B KIMHUYECKUX YCIOBHUSX,

[MHAKaJbIEeT HE MOoJAaBisAeT akTUBHOCTH nApyrux ¢epmentoB CYP, B tom umcne CYP1A2,
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CYP2C8, CYP2C9, CYP2C19, u CYP3A4, lu rawoxé Hri-stetch’ @H%B@M éYP}Az

OMY OTYETY

CYP2C19 u CYP3A4.

OIuMUHAIMA

[Tocne BBeneHUs 340POBBIM 100POBOJIBLIAM MEUEHOW PaJMOU30TOIHBIM METOAOM J03bl 75 MT,
[MHAKAJIBIET MOJABEprajcsi ObICTPOMY U 3HAYUTEIBHOMY OKHCIUTEIBHOMY METa0O0Iu3My C
HOCJEayIONEeH KOHbIoranuei. BeiBeqeHre pagroakTHBHOCTH MPOUCXOANIO B OCHOBHOM ITyTEM
BBIBEJICHHSI MeTa00IuTOB moukamu. [Ipumeprno 80 % BBOIMMON /10361 OOHAPYKHUBAJIOCH B MOYE
u 15 % B xane.

JIMHENHOCTH/HEINHENHOCTD

VBenuuenue miomaau noj KpuBod «koHieHTpauus-Bpems» (AUC) um Chax LMHaKaJIbLIETA
IIPOUCXOIUT MPAKTUUYECKH JIMHENHO B quana3one ao3upoBanus 30—180 Mr oauH pa3 B A€Hb.

CDaDMaKOKI/IHeTI/I‘leCKI/Ie/(baDMaKOHI/IHaMI/IquKI/IC B3aUMOACHCTBUS

Bcekope mnocne BBeneHus LuMHakaiblera, ypoBeHb I[ITIT HaumHaeT NOHMKATBCS; HPU 3TOM
MaKCUMaJIbHOE CHIDKEHHE MPOUCXOIUT NPUMEPHO dYepe3 2—6 4YacoB IMOCJIE BBEACHUS, 4YTO
COOTBETCTBYET MAaKCHMaJbHOW  KOHUeHTpauuu I1uHakanblera (Cmax). [locie atoro
KOHIIGHTpallMs LIMHAKAJIbIETa HAUMHAET CHMXKAThCS, a ypoBeHb IITI' moBblmiaeTcss B TeueHue
12 gyacoB nocne BBeaeHus 103bl, U 3areM cymnpeccus [ITI coxpansercs npumMepHO Ha OTHOM U
TOM K€ YPOBHE JI0 KOHIIa CYyTOYHOI'0 MHTEpPBAJIA MPU PEKUME TO3UPOBAHUS OJIUH Pa3 B JICHb.
Konnentpauus I[ITI' B KIMHMYECKMX HWCCICIOBAHMAX UHWHAKAJIbLIETA H3MEPSJIach B KOHILE
WHTEpBaja J103UPOBAHHUS.

[TanMeHTHI TOKUIIOr0 BO3pacTa

B q)apMaKOKI/IHCTI/IKe OUHAKaJbIIETAa HE OTMCUYCHO KIMHNYCCKN 3HAYUMBIX pasnnqm‘/i, CBsI3aHHBIX
C BO3pacToM OOJIHHBIX.

[loyeyHass HEAOCTATOYHOCTh

dapMaKOKHHETHYECKUN TPOQHIIL [IMHAKAIBIIETA Y TAIIMEHTOB C TIOYCYHOW HEIOCTATOYHOCTHIO
JIGFKOI\/’I, CpeI[HCI\/'I U TKEIoUu CTCIICHU, MW IIallTMCHTOB, HaXOIJAIIUXCA Ha I'eMOAHalIN3€ HIIN
NEPUTOHEAIbHOM JHAlIU3€¢, COMOCTaBUM C (PapMaKOKHMHETHYECKUM MPOGHIEM 3T0POBBIX
TOOPOBOJIBIIEB.

[IeueHOYHAs HEAOCTATOYHOCTh

IleyeHOUYHAss HETOCTATOYHOCTH JIETKOW CTEIEHH TSKECTH HE OKAa3bIBAET 3aMETHOT'O BIMSHUS Ha
(bapMakOKMHETHKY LIMHaKabLeTa. [lo cpaBHeHHIO € TPYMION ¢ HOpMaJIbHOH (yHKIMEH neueHn,
cpeaaue mokazatenu AUC 1muHakanblieTa ObUIM NMPUMEPHO B J[Ba pasa BhIIIE B TpyIIe ¢
YMEPEHHbIMH HapYIICHUSMHU (YHKIHUU MEYEeHHU, U IPUMEPHO B 4 pa3a BbIIIE IPU MEYEHOUYHOU
HEJOCTAaTOYHOCTU TsKeNnoil creneHu. CpenHud mNepuoj TMONYBBIBEACHUS LMHAKalbleTa Y

IMaIMCHTOB C YMepeHHOﬁ " TSDKEJIOM CTENICHBIO IIEUCHOYHOM HEAOCTAaTOYHOCTH, YBCINYNBACTCA
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cootBercTBeHHO Ha 33 % m 70 %. Ileuenownas Heﬁgéf&rgggddﬁ;;%%%‘TTﬁbd'C'T'eﬁeHL

CBSI3bIBaHMA IIMHAKaibleTa ¢ Oenkamu. [lockonbky mom0Oop 103 MPOBOJAUTCS HAa OCHOBaHWUU
napamerpoB  3¢p¢dexkTuBHOCTH W 0€30maCHOCTH, JJIs  NAIMEHTOB € [EYEHOYHOHU
HEJOCTAaTOYHOCTHIO HEe TpeOyeTcsl MPOBOIUTH JOMOJIHUTEIbHYIO KOPPEKIUIO J103bI (CM. pa3/esibl
42.144.).
Hon
KnupeHc nuHakangblieTa MOKET ObITh HIDKE y JKEHIIWH, 4eM y MykuuH. [lockonbky monbop 103
MPOBOAMUTCS MHAWBHUYAIbHO, HE TpeOyeTcs MPOBOJAUTH JIOMOJHUTEIBbHYIO KOPPEKIHIO O3Bl B
3aBHCHMOCTH OT T0J1a MMalkeHTa.

eTH
®apMaKOKMHETUKY IMHaKanblieTa uzydanu y 12 npereit (6—17 ner) ¢ XbIl, Haxonaumxcsa Ha
Jyanuse, mnocie ogHokpaTHoro nepopainbHoro npuema 15 mr. Cpennue 3HaueHust AUC U Ciax
(23,5 (mmamazon ot 7,22 nmo 77,2) mr*uvac/mnm m 7,26 (mmamazon ot 1,80 mo 17,4) Hr/mmn,
COOTBETCTBEHHO) HAXOIWIKNCh B mpezenax npubmmsutenbHo 30 % cpennux 3nadennit AUC u
Crnax, HaONIOABIIMXCSI B OJHOM HCCIIEIOBAaHHU Y 3AOPOBBIX B3POCIBIX JTOOPOBOJIBILEB MOCIE
OJIHOKpATHOTO TmepopainbHoro npuemMa 30 mr mpenapara (33,6 (amanazon ot 4,75 mo 66.,9)
Hr*gac/mn u 5,42 (auanaszon ot 1,41 mo 12,7) Hr/mi, cCOOTBETCTBEHHO). BBUAY orpaHMueHHBIX
JMAHHBIX Yy JeTe, He MWCKIIYaeTcs TMOTCHUUAIBHO 00Jee BBIPAKEHHAS SKCIIO3UIIHS
ONPEACTICHHON N03bl HWHAKAJIbIIETa y IETeW MJIAAIIEro BO3pacTa, ¢ MEHbIIEH MAacCOW Tena, Mo
CPaBHEHHMIO C JI€TbMH CTapliero BO3pacTa, HMEIOIMMMU OOJBIIYyI0 Maccy Tela.
PapMaKOKMHETHKA IOBTOPHBIX 103 Y JETE HE N3y4allach.
Kypenue
KnupeHnc nunakanplieta BbIIIE y KypUJIbIIMKOB, 4eM Yy Hekypsmux. [lo Bcell BUAMMOCTH, 3TO
00ycJI0BI€HO MHAYKIHUEH Merabonusma, npoxossiero npu ydactun CYP1A2. Ecnu nmanueHt
IIPEKPALAET UM HaYMHAET KYPUTh BO BpPEMs TEpAIlMU, KOHLIEHTPALMs UHAKAJIbLETA B IIa3Me
MO’KET U3MEHUTHCS U MOXKET MOTPEeOOBATHCS KOPPEKIIHS 103bI.
5.3. lokJIMHHUYeCKHEe HCCIeJOBAHNS 0e30MacCHOCTH
[{uHakanpleT HE OKa3bIBaJl TEPATOreHHOro 3P PeKTa y KpPOJIUKOB MPHU MCIOIb30BaHUU B /103aX,
cootBercTBoBaBIIUX 0,4 % (U3 pacuera 3HaueHuil AUC) MakcuMallbHOM 03Bl Ipenapara npu
npuMeHeHun y uenoBeka npu BropuuHoMm [TIT (180 mr/cyrkm). Ilpemapar He mnposBisiI
TEpPaTOreHHON aKTHBHOCTH Yy KpbIC B J03aX, MpeBblmatonux B 4,4 pasza (U3 pacyera 3HaUYE€HUMN
AUC) makcuMajibHYIO 703y MpernapaTa MpH NpUMEHEHUH y denoBeka npu BropuyHom [TIT.
[Tpenapat He oka3bIBaJ BIUSHUS Ha (EPTUIBHOCTH CAMIIOB M CAMOK IIPH SKCIIO3UIIMHU B /103aX J10
4 pa3, TPEBBIMIAIOIMX 103y Tpenapara y yenoBeka 180 mr/cyTkum (3HadeHHsT 0€301acCHOTO

Iuana3oHa B HEOONbIION MOMyNsSLUU MalMeHTOB, IMOJy4aBIIMX Ipernapar B MaKCUMalbHOU
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KIMHUYeCKoW 103e 360 Mr/CyTKH, COCTaBWIIH | OBI npﬁgﬂv'l:zn—l@ﬁfﬁ “-I"I-I(_)EMIV ‘1 ﬁé%ﬁe'ﬁhmx

BBIIIIC 3HAYCHUM ).

Y 0OepeMEHHBIX KpbIC PETHCTPUPOBAIOCH HE3HAUUTEIBHOE CHUKEHHME Macchl Tela U
noTpeOIeHus MUY PU MCIIOJIB30BaHUM IIpernapara B MaKCUMaibHOHU 103e. CHIKEHHE Macchl
TeJIa IUI00B TaKXKe OTMEYaIoCch IIPH MCII0JIb30BaHUHU IIperapara y caMoK B J103aX, BbI3bIBABILUX
TSKEIYI0 TUIIOKAJIBLMEMUIO. BblI0 MOKa3aHo, YTO [IMHAKANIbLIET IPOHUKAJ YEPE3 IIALleHTapHbIN
Oapbep y KPOJIUKOB.

He Obu10 BBISIBIEHO HU F€HOTOKCHYECKOI0, HM KaHIIEPOI€HHOr0 MOTeHIMaNa uHakanpLera. [1o
JAHHBIM TOKCHKOJIOTMYECKMX MCCIIEOBaHUI Oe30MacHblil Uana3oH SBISAETCS JOCTaTOYHO
Y3KUM, MOCKOJBbKY B IKCIEPUMEHTAX Ha >KUBOTHBIX OrPAaHMYUBAIOIIMM 103y (aKTOpoM Obuia
TUMOKaNbleMus. Pa3BuTHe KaTapakThl W IOMYTHEHHE XpYyCTaJMKa HaOIIOJANCh NpU
IPOBEICHUN TOKCHKOJIOIMYECKMX M KaHIEpOIeHHbIX MCCIEJOBAaHMM Ha TpbI3yHaX C
MHOTI'OKpaTHBIM BBeJZleHHeM J103. OIHaKo Takue sIBJICHHs He HaOMI0JaliCh B SKCIIEPUMEHTaX Ha
cobakax mim 00e3bsHaX, WM B X0/I¢ KIIMHUYECKUX UCCIICAOBAHHMA, TJI€ IPOBOANUIICS MOHUTOPUHT
B OTHOLIEHMH 00pa3oBaHus KatapakThl. I3BECTHO, UTO y IPHI3YHOB KaTapaKTa MOXET BOSHUKATh
KaK CJIEJICTBHE TMITOKAJIBIIUEMHH.

B unccnenoBanusx in vitro 3Hauenus ICso nns TpaHcnoprepa ceporoHMHa U Katp KaHasoB
Obtt B 7 u 12 pa3 Bbllle, COOTBETCTBEHHO, IO CpaBHEHUIO co 3HaueHueM ECso ans
KaJIbLUI-UyBCTBUTEIBHOTO PELENTOpa B TEX XK€ YCIOBUAX 3KcrnepuMmeHTa. KinmHuueckas
3HAYMMOCTb 3TOro (peHOMEeHa He U3BECTHA, OJJHAKO MMOTEHILHAIbHAs CIIOCOOHOCTh IIMHAKAaJIbLIETa

BO3ICHCTBOBATh HA 3T JOIIOJHUTEIbHBIC MUIIIEHU HE MOXKET OBITh ITOJTHOCTBIO HCKITIOUCHA.

6. PAPMAIIEBTHUECKHWE CBOWCTBA
6.1. [lepeyeHb BcoMOraTe/ibHbIX BellleCTB
[enmrono3a MukpokpucTaiandeckas 102
Hatpus kpaxmai rimKomnsT

I'unpomennosa

Kanpuus ruapodocdat 0e3BoHbIN

Marnus creapar

[Inenounas obosouka Onanpaii 11 3exensiil (85F21865) min Buakoyt 3enenstii (WT-85003P):

[TonMBUHUIOBBINA CIIUPT
Turana quokcun (E 171)
Maxkporoi

Tanbk

Kpacutens unauroxapmus (E 132)
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Kpacurens xenesa (I1I) okcua sxentsiii (E 172)

Kpacurens 6pummantoslii rony6oi (E 133)

6.2. HecoBMecTHMOCTD

He npumenumo.

6.3. Cpok roaHocTu (CpOK XpaHeHus)

4 rona.

6.4. Oco0ble Mepbl NPEeIOCTOPOKHOCTH NPH XPAHEHUH

XpanuTh npu Temreparype He Bbie 25 °C.

6.5. Xapakrep u cojep:kaHHe NEPBUYHON YIIAKOBKHU

ITo 10 unu 14 Tabnetok B O6aucTep U3 ATFOMUHUEBON (DOJIBIU M MJICHKH MOTMBUHUIXIOPHTHOH.
1, 2 unu 6 6G1UcTepOB BMECTE C MHCTPYKIMEH 10 MPUMEHEHHIO ITOMEIAIOT B TTAYKy KapTOHHYIO.
6.6. Oco0Obie Mepbl PEIOCTOPOKHOCTH NPH YHHYTOKEHUH UCIO0JIb30BAHHOIO
JIEKAPCTBEHHOI0 MpenapaTa WM 0TX0/10B, 0JYYeHHBIX N0cJ1e IPUMEeHEeHUs
JIEKapCTBEHHOI'0 Npenapara v Apyrue MaHuIMyJIsiU ¢ NpenapaToM

Oco0bIe MepBI IPETOCTOPOKHOCTH TIPH VTHIN3AAN

CHGI_II/IaJ'IbHBIC Tpe6OBaHI/IH o yrujim3anu OTCYTCTBYIOT.
Becr Hencnonab30BaHHBIN HeKapCTBeHHBIﬁ npenapar uin OTXOAbl CICAYECT YTUIU3UPOBATHL B

COOTBETCTBHH C Tp€6OBaHI/I$IMI/I, HN3JI0KCHHBIMU B I[CflCTBymIlIHX JAOKYMCHTax.

7. AEPKATEJIb PETUCTPAIHMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas ®enepanus

000 «HIIK «Ckan buorek»

119571, r. MockBa, BH.Tep.I. MyHUIIMNIANBbHBIN OKpyT TponapeBo-Hukynuno, np-kt Bepnaackoro,
. 92, nomenr. 1/4/2, xom. 1

7.1. IlpeacraBuTeJb AepKaTe/Isi PETHCTPALMOHHOIO YAOCTOBEPEHUS

[Iperen3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApPECy.

Poccniickas @enepanns

00O «HIIK «Ckan buotek»

171261, TBepckast 061., KonakoBckuit paiion, nrr. Peakuno, yi. 3aBoackas, a. 1/2, k. 3
Tenedon 6ecrutatHol ropsyeit muauu: 8-800-600-51-77

e-mail: pv@scanbiotech.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHMU S

9. JIATA IEPBUYHOM PETUCTPAIIMUA (ITOATBEPKJIEHUE PETUCTPAIIAH,
INEPEPETUCTPALINN)

19


mailto:pv@scanbiotech.ru

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 09.10.2024 N= 21965

(NMOCNEOOBATENEHOCTE 0002)

JlaTa nepBo perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA
OOmasi  xapakTepHCTHKa JIEKapCTBEHHOro  mpemapara lluHakamblier  JoCTynmHa  Ha
UH(POPMALIMOHHOM rnopraie EBpasuiickoro SKOHOMHUYECKOI0 COr03a B

nH(}pOpPMaIMOHHO-KOMMYHHKaIMOHHOM ceTn «HTepHEeT» http://eec.eaeunion.org/
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