MUHHCTEPCTBO 3/IPABOOXPAHEHUS POCCUIICKOW ®EJEPALIMU

MHCTPYXIMA
10 MEJUIIUHCKOMY MPUMEHEHUIO JIEKAPCTBEHHOI'O ITPETTAPATA

[Munakaabuer MHH2
PerucrpaumoHHbIil HOMep: il - R-09
Toprosoe HauMeHOBaHHUe: |[nHakanbleT TACORANC
MesxayHapoaHoe HellaTeHTOBAHHOe WJIN rpynnuponoq}}l(v)ie HAMMEHOBaHHE:
LIMHAKAJIbLIET

JlekapcTBeHHast popma: TaGieTKH, NOKPHITHIE IUIEHOUHOH 0607104KO#

CocTaB:

Tabnetku 30 Mr

Jleiicmeyroujee 6ewyecmeo. UMHAKABLIETA THAPOXIOPHA (B mepecyeTe Ha UMHaKabuet) — 33,06
mr (30 mr).

Bcnomozamenvibie 6ewjecmeéa: UETION03a MHKpokpucTammuyeckas — 121,82 mr, xpaxman
KyKypy3Hbiii — 12,02 mr, nosugoH K30 — 3,68 mr, KpocnoBHIoH — 7,62 Mr, KpeMHHsI THOKCH]
KoJuoraHeli — 0,9 Mr, maraus creapat — 0,9 mr.

Cocmas 20moeoii nienoynoti oborouxu (wincoat WI-AQ-1694 Pink): runpomenosa — 23,5 mr,
TWTaHa aMOKcHA — 7,1 Mr, makporonm — 6,6 Mr, KpacuTelb KpacHbIH O4apoBaTelbHbIH
aOMHHHUEBBIH nak — 0,35 Mr, KpacuTelb KapMHUH KpacHbli — 0,35 mr.

Tabnerku 60 mr

Jleticmeyioujee 6ewjecmeo: UMHAKANbLETA THAPOXTOPHA (B MEpecyeTe Ha LMHAKaNbLET) — 66,12
mr (60 mr).
Bcnomozamenvuvle 6ewjecmea: UEIUIION03a MHKPOKpUCTalIMyeckas — 243,64 wmr, Kpaxmal

KYKypy3Hblii — 24,04 mr, nosugon K30 — 7,36 mr, kpocrnoBuaoH — 15,24 Mr, KpeMHHS. THOKCH]
koanouaHeli — 1,80 mr, maruus creapar — 1,80 mr.

Cocmas 20moeoii niernouroti o6onoyxu (wincoat WI-AQ-1933 Brown): runpomennosa — 7,014
MT, THTaHa auokeua — 1,45 mr, Tanek — 0,52 Mr, kpacutenb xKene3a okcua xentelii — 0,008 mr,
KpacuTellb xkenesa okeua kpacHelit — 0,008 mr.

Ta6aetku 90 Mr

Jleticmsyiowee éeuyecmso. IMHAKAIbLIETa MMAPOX.IOPHU (B MepecyeTe Ha LMHaKansleT) — 99,18
mr (90 mr).
Benomozamenvuvie gewjecmea: UeJUTIONO3a MHUKpPOKpUcTaiauyeckas — 365,46 Mr, Kpaxma

KyKypy3Hbiii — 36,06 mr, mosuzon K30 — 11,04 mr, kpocrioBuon — 22,86 mMr, KpeMHHS JHOKCHT

KOJIIOUAHBIHA — 2,70 Mr, MarHus creapar — 2,70 mr.
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Cocmag 20mosoii nnenoynoii o6onouku (VIVACOAT® PA-2P-000): — runpomMesniosa — 3,12 wr,
tutaHa auokeua — 2,00 mr, nonuaekcrposa — 1,20 mr, tanek — 0,80 mr, makporon — 0,48 mr,

KpacHuTellb Xxene3a okcua xentsid — 0,40 mr.

Onucanue:

Ho3zuposka 30 m2

Kpyriisle 1BosIKOBBITYKIIbIE TAONETKH po3oBoro ueeta. Ha monepeunom paspese tabnerka 6enoro
1K OeNoro ¢ KeNTOBATHIM OTTEHKOM LIBETA.

Ho3zuposka 60 m2

Kpyrnsie aBosikoBbinmykibie TabneTku OiieJHO-XKenTOBaTO-po3oBoro upera. Ha nonepeyHom
paspese TabieTka 6es10ro uiK 6e0ro ¢ KENTOBATHIM OTTEHKOM LIBETA.

Hosuposka 90 m2

Kpyriibie 1BosKOBBINMYK/IbIE TabNEeTKK CBET/I0-KeaToro peta. Ha nonepeynom pa3spese tabnerka

66.1101"0 HJIU 6enoro C XKECJITOBATHIM OTTCHKOM LIBETA.
dapmakoTepaneBTHYECKAsI TPYIIA: aHTUIAPATHPEOUIHOE CPEICTBO.
Koa ATX: HO5BXO01

dapMaKo/0rHyecKye cBOHCTBA

DapmakoouHamuka

Mexarnuszm oeiicmeun

Kanbuunit-4yBCTBUTE/IbHBIE PELENTOPhl, HAXOIALIMECS Ha IIOBEPXHOCTH TJIABHBIX KICTOK
Mapalu|TOBHIHON Kee3bl, SBIAIOTCS OCHOBHBIMU PETYJIATOPAMHM CEKPELIMU MapaTHPEOHIHOro
ropMona (I1TT). [unakansuer obnanaer KaabLUUMHUMETHYECKUM AEHCTBHEM, HEMOCPEACTBEHHO
cHikaromum yposets [1TI7, noBbilas 4yBCTBUTENBHOCT JJAHHOIO PELIENTOPA K BHEKJICTOUHOMY
Kanpuuio. CHiwkeHre koHueHTpauuu [ITT conpoBoxkaaeTcs CHHXKEHHEM COAEPXKAHUS KaJIbLUUS B
CBIBOPOTKE KPOBH.

Cumxenue koHueHTpauuu [1TI" koppenupyeT ¢ KOHUEHTpaUHen LIMHAKaJIbLETA.

[Tocne oCTHKEHUS] pABHOBECHOTO COCTOSIHMSI KOHLIEHTPALIMS KaJlbLiMs B CHIBOPOTKE OCTAETCs Ha
MOCTOSTHHOM YPOBHE B TEUEHHE BCErO MHTEPBaja MEXY NPUEMaMH Tpernapara.

Bmopuunsiit zunepnapamupeos

B3pocnvie nayuenmor

Tpy KIMHUYECKUX HCCIIEA0BaHHUs NMPOAO/DKUTENBHOCTBIO LIECTh MECALEB (ABOHHBIE ClIEMbIC,
n1aueb0-KOHTPOIMPYEMbIe) BKJIKOYAIM MMALMeHTOB € TEPMMHAABHOW CTaaMedl no4YeqHon

HEA0CTATOYHOCTH, HAXOASALUMXCS HA JMalu3e, C HEKOHTPOJMpYeMoH (OpPMOH BTOPUYHOIO



C.3

runeprnapartupeosa (1136 nmauuentos). Jlemorpaduyeckne 1 HCXOAHbBIE XapaKTEPHCTHKH ObLIU
THMWYHBIMH U1 TOMYJIAUMH  TALMEHTOB €O BTOpPUYHBIM runepnapatupeozom (I'TIT),
Haxoadmuxcss Ha auanuse. CpeaHue HayallbHBIE [I0Ka3aTelM KOHLEHTPAalMH HHTAKTHOTO
napatupeouHoro ropmona (uI1TI") B Tpex KIMHUYECKHUX HCCIIEOBAHUAX cocTapsnu 733 u 683
nr/mn (77,8 u 72,4 nMone/n) B rpynmnax LMHaKajblieTa ¥ miauebo, cOOTBETCTBEHHO, 66%
MalMeHTOB MPUHMMANM BUTaMHH D mepei BKIOYeHHeM B HccienoBaHue, W OGonee 90%
MPUHUMAJTH JIEKapCTBEHHBIE NpenapaThl, cBs3bIBatoLKe pocdaTel. Y MauueHToB, IPHHUMAIOLINX
LIMHAKAJIBLET, OTMEYaIoch 3HauyuTelbHoe cHibkeHue ypoBHs MIITI, kamsums u docdopa B
CBIBOPOTKE, Kanbuui-ocdopHoro mpousseneHus (Ca X P) no cpaBHEHHMIO ¢ NAalUMEHTaMU B
rpynne raue6o, KOTOpbIe MoTyYalii CTaHAaPTHYIO TepaIuIo, U pe3y/IbTaThl ObLIH COMOCTABUMBI
BO BCEX TPEX MCClIeIoBaHMAX. B KaKaoM M3 3THX MCClel0BaHMI MepBHYHAs KOHEYHas TO4YKa
(nonst naumentos ¢ ypoHeM UIITI <250 nr/mn (< 26,5 nMons/n)) 6b11a focturayta 'y 41%, 46%
¥ 35% mnauMeHTOB, MONYYAIOWIMX LMHAKaIbLET, B cpaBHeHHH ¢ 4%, 7% u 6% nauueHTos,
nonyyatowux ruiauebo. Ilpumepno 60% nauueHTOB, MOMY4YarOIIMX LMHAKAIBLET, AOCTHIJIHA
cumkenus ypots UIITI > 30%, u ganublit 3¢ ekt Habmoaancs no BceMy CHEKTPY HCXOTHBIX
yposuei uIlTI. CpeaHee CHWKeHHE CBIBOPOTOYHBIX ypoBHeil Ca x P, kaneums u ¢ocdopa
cocraiisio 14%, 7% u 8%, COOTBETCTBEHHO.

Cuumxenue ypoHs uWlITI" u Ca x P mojamepikuBaiock Ha MpoTsHKeHMHM |2 MecsAleB Teparnuu.
[uHakansuet cHwkan yposens WI1TT, kanbuus 1 dpocdopa 1 Ca X P He3aBUCHMO OT HAYAJIbHOTO
ypoBHst uIlTI" wim Ca x P, pexxuma nuanusa (NMEPUTOHEAIBHBIM JMANU3 M0 CPAaBHEHHIO C
reMOJHAIU30M), MPOJAOKHTEIBHOCTH AMain3a, U OT TOTO, MPUMEHANCS MM HeT BUTaMuH D.
Cuuxenue yposHs ITTI accounmpoBanoch ¢ HE3HAUYUTENbHBEIM CHH)KEHHEM YPOBHs MapKepoB
KocTHoro Metabonusma (cneuuduueckol KOCTHOH wienovHol ¢ocdarasel, N-TenonenTuaos,
0OHOBIIEHHS KOCTHOH TKaHU U KOCTHOro (pubposa). Ilpu npoBeaeHHH pETPOCTIEKTUBHOIO aHalu3a
IyJia AaHHBIX, COOPaHHbIX 110 HTOraM 6 U 12-MeCsAYHBIX KIMHHYECKHX MCCIIeI0BaHUH, C TOMOLIBIO
metoa Kannana-Meiiepa, nokasaten KOCTHBIX [IEPEIOMOB U NapaTHPEOUIKTOMUM OBLITH HUXKE
B rpyIine LMHAKaIbLeTa 0 CPABHEHHIO C KOHTPOJIBHOM IPYNIOH.

[IpeaBapuTeNibHble WCCAEAOBAHMA B OTHOLIEHMM IMALMEHTOB, CTPAJalOLIMX XPOHHYECKOH
Gosesnpto novek (XBIT) ¥ BTOPMYHBIM TUMEprapaTHpPeO3oM, HE HAXOMAIIMXCsS Ha JHalIM3e,
YKa3bIBalOT Ha TO, YTO LMHaKaubleT cHWkan ypoBeHb 1T TouHO Takxke, KaK y MalMEHTOB C
JIMarHO30M TEpPMHHAIBHOM cTaguu mnoueyHoi HepoctatouHoct (TCITH) wu  BTOpHYHBIM
rUMeprnapaTupe03oM, Haxoaauxces Ha ananuse. OHaKo Ui NaLMEHTOB B NPEIHAIM3HON CTaHH
MOYEYHOW HENOCTATOYHOCTH He ObUIM  yCTaHOBJIEHBl 3(deKTHBHOCTB, 0€30MacHOCTb,
OTNITHUMAJIbHbIE I03UPOBKHU U LIEJIH Tepanuu. JlaHHbIe ucceIoBaHus MOKA3ajy, YTO Y MalMeHTOB ¢

XBI1, He HaXOAAWKMXCs HA JUATH3E W TOJIYYaloIUX LHHAKAIbLET, CYIIECTBYET OONBIION PHCK
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Pa3BUTHS TUIOKATBUMEMHH 10 CPAaBHEHMIO C HAXOAALIMMHCA Ha [JHAlW3€ MalMEHTaMH C
TePMHUHAIBHOM CTaauel noYeyHoH HeJOCTaTOYHOCTH, MOJYYarOIMMH LIMHAKAJIBLET, YTO MOXKET
ObiTh 00yC/IOBIEHO GoJiee HM3KOM Ha4yalbHOW KOHLEHTpAUMeH KaubLHs H/WIH OCTaTOYHOH
(hyHKUMEH noyexk.

Uccnenosanne EVOLVE (EValuation Of Cinacalcet Therapy to Lower Cardio Vascular Events —
OLIEHKA TEpPanuu LMHAKAILLETOM /IS CHIDKCHHs 4acTOThI CEPACYHO-COCYIMCTHIX COOBITHI)
npeacTaBisano cobod paHIOMHU3MPOBAHHOE JBOWHOE CNIENOE KJIMHMYECKOE HCCIIeI0BaHHUE,
OUEHHBAIOLIEE CHIKEHHE pUCcKa 001IeH CMEPTHOCTH M CEPASYHO-COCYAUCTBIX OC/IOKHEHHH MpH
NPUMEHEHWH LMHAKalbLeTa IHAPOXJIOpHAA MO CpaBHeHHIO ¢ nuauebo y 3883 mauueHToB C
sropuunbiM [TIT u XBIl, naxoasummxcs Ha auanuse. Mccnenosanue He JOCTHMITIO MEPBHYHOM
LN — MpOJEeMOHCTPHUPOBATL CHIKEHHE pUcKa oO1el CMEPTHOCTH WK CEPEYHO-COCYIMCTBIX
coObITHI, BKmOYas MHGAPKT MHOKapja, TOCMHTAIM3ALMIO 10 TOBOJY HECTaOMILHOM
CTEHOKAp/IMH, CEpeUHYI0 HEJ0CTaTOYHOCTh WK 3aboneBannii nepudepuueckux cocynos (OP
0,93; 95% Ju: 0,85, 1,02; p = 0,112). Ilocne mompaBKH Ha HCXOJHBIC XAPAKTEPUCTHKH BO
BTOpHYHOM aHanu3e, OP Ui nepBUYHON KOMOHHHPOBAHHOI KOHEUHO# ToukHM coctasuio 0,88;
95% U: 0,79, 0,97.

Kapuunoma napauqumosuonsix dcenes u nepeuUdHbli Zunepnapamupeos

B onHoM MccneaoBaHuu 46 B3pOCBIX NALMEHTOB (29 — ¢ KapUMHOMOW NMapalMTOBUIHBIX KEJIE3,
u 17 — ¢ nepeuunbiM ['TIT ¥ TsDKeno# runepkanbLUUEMHeH, Y KOTOPBIX MAapaTHPEOHAIKTOMHSA HE
Jlana pe3y/bTaToB WM Obljia MPOTHBOMOKA3aHa) MOJy4ali UMHAKAIBLET 10 3 JeT (B CpeiHEM —
328 Hei A1 MALMEHTOB ¢ KAPLUMHOMOM NMapaluTOBHAHBIX XKele3, U 347 aHel — Ui NalHeHTOoB
¢ [TIT). [lunakansuer npumensics B 1o3ax ot 30 mr (2 pasa B cytku) 10 90 mr (4 pasa B CyTKH).
[TepBruHO KOHEYHOH TOYKOW B JaHHOM HMCCJIEIOBaHHM ABJSAIOCH CHWKEHHE KOHLCHTPaLMH
KalbLMs B CHIBOpoTKE KpoBM > 1 mr/min (> 0,25 mmons/m). YV NauMeHTOB ¢ KapLUHMHOMOH
MApAIUTOBHIHBIX JKeENe3 CPEHAS KOHLEHTPALIMs KaJIbLMA B ChIBOPOTKE KPOBH CHIkKanach ¢ 14,1
mr/an go 12,4 mr/an (¢ 3,5 mmons/n o 3,1 MMOJIB/JT), B TO BpeMs KakK y NAaLMEHTOB C MEPBHYHBIM
[TIT KOHUEHTPALMA KalbLMs B CHIBOPOTKE KPOBH CHikanack ¢ 12,7 mr/an no 10,4 mr/an (¢ 3,2
MMOJB/1 40 2,6 Mmoab/n). YV 18 u3 29 nauueHtoB (62%) ¢ KapLUMHOMO#H MapalMTOBHIHBIX JKEJIe3
u 15 u3 17 naunentos (88%) ¢ nepeuuneiM ['TIT 1ocTHrHYTO CHMKEHHE KOHLIEHTPALMH KaJlbLIMA
B CHIBOPOTKE KpoBH > 1 mr/an (> 0,25 mmoss/i).

B nnane6o-KoHTPOIMpYEMOM HCCIIeJ0BAHMH MPOAOIKHTEBHOCTEIO 28 Heaenb ObUI0 BKIIOYEHO
67 B3pocibix mnauueHToB ¢ nepBuuHbIM [TIT, KoTOpBIE COOTBETCTBOBAIM KPUTEPUAM A
MpPOBE/ICHHUS MapaTHPEOMAIKTOMHH HAa OCHOBAHMH CKOPPEKTHPOBAHHOH OOLIEeH KOHLEHTpaLUH
KaJbliUs B CHIBOPOTKe KpoBu > 11,3 mr/mn (2,82 mmoms/a) u < 12,5 mr/an (3,12 Mmons/n),

KOTOPBIM, OJJHAKO, JaHHOE BMELIATEILCTBO HE OBLIO BHINOJHEHO. HavanbHas 1032 [IWHAKAJIbLIETa
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coctaBnsizia 30 Mr 2 pas3a B CYTKH W €€ TUTPOBAJIM Ul NMOUIEPKAHNSA HOPMaJIbHOrO JiHana3oHa
CKOpPPEKTHPOBaHHOMN 00Ieil KOHLEHTPAaLUK KaJbL1s B ChIBOPOTKE KPOBH. 3HAUMTEILHOE YHCIIO
MalMeHTOB, MPUHUMAIOLIMX LHHAKaIbLET, AOCTUrAM OOLIYI0 KOHLEHTPALMIO KalbLHUs B
ceiBopoTke KpoBH < 10,3 mr/an (2,57 MMoIb/n) U cHUWXKEeHHE 00LIeH KOHLEHTPALMK KajlbLus B
ceiBopoTke Ha> 1 Mr/a (0,25 MMOIIB/JT) TI0 CpaBHEHHIO C MALIHEHTaMH, MPUHHUMAIOIIMMH T1aLe6o
(75,8% no cpasuenuto ¢ 0% u 84,8% no cpaBHeHHIO ¢ 5,9% COOTBETCTBEHHO).
DapmaKoKuHemuka

Beacwrsanue

[locne mepopanbHOro npuemMa. MakcumanbHas KOHUEHTpauHa (Cmax) UMHAKANbLUETA B riazMe
KPOBH I0CTUTACTCsS NPUMEPHO depes 2 — 6 u. AGcomoTHas OMOA0CTYNHOCTh LMHAKAJIBLETA NPU
NpHEMEe HATOLAK, YCTAHOBAEHHAs Ha OCHOBAHWM CPABHEHMS PE3Y/bTATOB  PasIHYHBIX
Heene0BanKit, coctasasier npumepHo 20 — 25%. Ipn npueme nMHAKaIbLETa BMECTE ¢ MHLICH,
ero GMOJOCTYNHOCTh yBenuuuBaetcs npumepHo Ha S50 — 80%. IlopoGnoe nosimeHHe
KOHLEHTPAlWKH IHHAKAIBLETA B N1a3Me KPOBM HAO/IH01aeTCA HE3ABUCHMO OT COCPIKAHUA JKHpa
B nmme. [pu nosax csbime 200 Mr Habmo1aeTCs HAckILeHHE abCOpOIHH, BEPOSITHO BCACACTBHE
MJI0XOM pacTBOPUMOCTH.

Pacnpeoenenue

OtmeuaeTcsi BbICOKMIT 06bem pacripesesnieus (~ 1000 ), 4To ykaspiBaeT Ha OOIIMpHOE
pacnpenenenue. LluHakansuer npumepHo Ha 97% cBasbiBaeTcs ¢ Oenkamu  [UIa3Mbl M
pacnpezieiseTcsi B MHHHMAlbHOM KOJiM4ecTBe B puTpoumrtax. Ilocsie BcachiBaHHsA CHWXKCHHE
KOHLEHTPAllWH LUMHAaKalbLeTa MPOMCXOAMT B 2 9Tana C [EepBOHAYAIbHBIM TEPHOIOM
MOJYBBIBEICHUS NPUMEPHO 6 4 M OKOHYATENbHBIM MeprooM TonyseiBeaeHus oT 30 4 10 40 4.
PaBHOBeCHOE COCTOSHME KOHLEHTPALMM LMHAKAIbLETAa [OCTHraeTcs B TeYeHHe 7 JHEH ¢
MUHMMaJIbHOM Kymynsuned, PapMakOKMHETHYECKHE NapaMeTphbl LIMHAKAIBLETA HE H3MEHAIOTCA
CO BPEMEHEM.

Memabonusm

[lMHakanbLeT MeTaboIU3UPYETCs MUKPOCOMAIbHBIMU (DEPMEHTAMH NIEYEHH, TPEUMYIIECTBEHHO
CYP3A4 u CYPIA2 (pons CYPIA2 He Obiia MOATBEpXKIEHA KIMHHYECKAMH METOJAaMH).
OCHOBHBIE LMPKYIMPYIOLIKE MeTab0oNNThI HeaKTHBHBL. COracHO NaHHBIM UCCIEI0BaHMIA in Vitro,
LIMHAKaJbLET siBasiercs MollHbBIM uHrubutopom CYP2D6, oaHako, npH KOHLEHTpaLMSX,
JNOCTHUTalOIMXCs B KIMHMYECKMX YCIOBHMAX, LIMHAKANBLET HE MOAABJIACT aKTHBHOCTH APYTHX
depmentos CYP, B Tom uncie CYP1A2, CYP2C8, CYP2C9, CYP2C19 u CYP3A4, u Takxe He
asnserca naaykropom CYP1A2, CYP2C19 u CYP3A4.

Buiseoenue
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[Tocne BBeaeHMS 30pOBBIM JOOPOBOJIBLIAM MEYEHOTO PaJMOM30TONHBIM METOAOM LIMHAKA/IbLIETA
B 7103¢ 75 MT, OH mo/Bepraetcs OBICTPOMY M 3HAYMTENILHOMY OKHCIHTEIBHOMY MeTabonu3My ¢
nociaeaytoued KoHblorauueil. BriBeneHue paJlHOAKTUBHOCTH MNPOMCXOAMT, B OCHOBHOM, B
pe3ynbTare BbiBeAEHMs MeTabonuToB nouykamMu — npumepHo 80% BBOAMMOH 03Bl
obHapyxuBaiock B Moue H 15% yepes KuLLIEYHUK — 0OHAPYKUBATIOCH B (PEeKATHAX.

Jluneunocmeo

YBenuyeHHe 1uiowaan noj kpuBoi «konueHtpauusi — Bpems» (AUC) u Crmax LMHAKaJIbLETA
MPOMCXOAMT NMPAKTHYECKH JIMHEHHO B Ananazone 103 ot 30 mr 1o 180 mr 1 pas B cyTKH.
Dapmakokuremuieckue/HpapmakoouHamuiecKue 63aumooeticmeus

Bcekope nocne npuema uuHakanbuera koHueHtpauus IITIT HaunmHaeT CHWXKATbCA; NPH 3TOM
MaKCHUMaJbHOE CHMIXKEHME [POMCXOJMT IPUMEPHO uepes 2 — 6 Y [ocjie NpHeMa, 4To
cooTBeTCTBYeT Cmax UMHaKanbuera. [locne 3TOro KoHUEHTpauMs LMHAaKaJbLieTa HAa4YHHAET
cHMKaThes, a koHueHTpauus I1TIT yBennuuBaercs B Teuenue |2 u mocsie npuema rpenapara;
3ateM cynpeccus [ITI ocraercs mpumMepHO Ha OJJHOM H TOM K€ YPOBHE 10 KOHLA CYTOYHOTO
WHTepBaia Nnpu pexume aosupoBanus | pa3 B cyrku. Konuenrpauus [ITI" B kimHHYeckux
UCC/IeIOBAHUAX LIMHOKA/IbLETA U3MEPS/IACh B KOHLIE HHTEPBaJa J03UPOBaHUS.
DapmakoxuHemuxa 6 0coObIX KIUHUYECKUX CYYAAX

IToocunvie; B HapMaKOKHHETHKE LIMHAKANIBLIETA HE OTMEYEHO KIMHUYECKH 3HAUMMBbIX Pas/IHuMH,
CBSI3aHHBIX C BO3PACTOM MaLMEHTOB.

Ioveynas nedocmamoynocms: HapMakOKMHETUYECKHH Mpo(uIb [MHAKAIbLIETA MPH MOYEUHOH
HEAOCTATOYHOCTH JIeTKOH, CpeiHed W TKENOW CTENeHW, W TpH TEMOAHANIN3C HIH
[EPUTOHEALHOM AHaNn3e, CONOCTaBUM ¢ (hapMaKOKWHETHYECKMM NMpoduieM UMHAKAIbLETa Yy
3JI0POBLIX 100POBOJIBLEB.

Ieyenounas Hedocmamoynocms: NEYEHOYHAs HEAOCTATOUHOCTE JIEMKON CTENEHH HE OKa3bBaeT
3aMETHOrO BJIMAHMSA Ha (apMakOKHHETHKY ULMHakaiabuera. [lo cpaBHeHMIO ¢ Trpynmod c
HOpMaJIbHOM QyHKUMel neyenu, cpearue nokasarend AUC nuHoKanbLeTa OblIM PUMEPHO B 2
paza BeILIE B FPyINe ¢ HapyleHHeM (GYHKLMH NeYeHH CPeHEH CTENEHH TSXKECTH, U IPUMEPHO B
4 pasza Bbllle MPH TIEUEHOYHONW HEAOCTATOYHOCTH TsbKenoH creneHn. Cpeanui nepuon
0JIyBBIBEICHUS LMHAKAIBUETA y MALMEHTOB ¢ MEeYeHOYHOH HENOCTATOYHOCTBK CpeaHeH H
TSOKEJION CTEMeHH, TNpoJIoOHrupyeTcs cooTBercTBeHHO Ha 33% u 70%. Ileyenounas
HEI0CTATOYHOCTh HE BJMSET HAa CTENEHb CBA3bIBAHWA LMHakanblera ¢ OGenakamu. [Tockonmbky
noabop 103 TMPOBOAWTCS Ha OCHOBAHWM TMapameTpoB 3pdeKTHBHOCTH M OE30MacHOCTH, Y
MAalUUEHTOB € TMEYCHOYHOW HEJIOCTAaTOYHOCTHIO He Tpebyercs MpOBOAMTL JOMOJIHHUTEIBHOH

KOPpEeKLMH 10361 (cM. paszensl «Crnocob npuMeHeHUs U Jo3b1», «Ocobble yKa3zaHus»).
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Ion: y eHUMH KIUPEHC [IMHAKAJIbLIETa MOXKET OBITE HIDKE, YeM y MyX4uH. [Tockonbky noabop
J103 NMPOBOAMTCSA UHAMBHIYaIbHO, HE TpeOyeTcst MPOBOAMTE AOMNOJHUTENBHYIO KOPPEKLIMIO 1035
B 3aBMCHMOCTH OT [10J1a MaLUeHTa.

Jemu: dhapmakoKuHeTHKa LMHakanbueta Oblna usydena y 12 gerei (1 — 17 ner) ¢ XBbII,
HaXOJALIMXCS Ha JMalu3e, T1ocjie OJHOKpaTHOro nepopajibHoro mpuema 15 wmr. Cpennue
3naueHuss AUC u Crax (23,5 (auanason ot 7,22 po 77,2) ur*yac/mn u 7,26 (auanazos ot 1,80 mo
17,4) Hr/mJ1, COOTBETCTBEHHO) HAXOAUIKCH B nipeenax npudausurensuo 30% cpeAHUX 3Ha4eHUH
AUC #u Cmax, HaOmOAaBIIMXCA B OJHOM MCCIEJOBAaHMU Y 3J0POBBIX B3pOC/BIX [MOCIE
0/IHOKpPAaTHOro MepopanbHoro npuema npenapara B go3e 30 mr (33,6 (amanason ot 4,75 1o
66,9) ur*uac/mn wu 542 (amanazon ot 1,41 npo 12,7) Hr/ma, cooTBeTcTBEHHO). BBy
OrpaHUYEHHBIX JaHHBIX Y JI€TEH, HE HCKIIIOYAETCs MOTEHUMAIBHO D0Jlee BhIpaXKEHHAsS SKCIIO3HLIMA
OMpeeeHHOM 03Bl MHAKANbLIETa Y JeTeil MIaAlero Bo3pacTa, ¢ MEHbLIEH Maccoi Tena, ro
CPaBHEHHIO C JETHMH CTApLIero BO3pacTa, UMEIOIMMH 00/bLIyI0 Maccy Tena. PapMaKoKHHETHKA
MOBTOPHbIX /103 y IETEH HE W3y4Yanach.

Kypenue: KIMpeHC UMHAKaJbLETa BbILIE Y KYPWIBIIMKOB, 4eMm Yy Hekypamux. [lo Beei
BHAMMOCTH, 3TO 00YC/IOB/IEHO HHAYKLMeH MeTabonn3ma, npoxoasuero npu ydactud CYP1A2.
Ecid nauueHT npekpamiaer WIM HauMHAeT KypuTb BO BpPEMs TEPAllMH, KOHLECHTpPALMs

[IWHAKaJbLETa B IMJIa3M€ MOXKET USBMEHHUTLCA U MOKET norpe6OBaTbcx KOppEKIUs NO3bI.

JIoKJIMHUYeCKHe UCC/IeIoBAHHS 6e30MacHOCTH

[IMHaKaNbLET He OKa3biBaJl TEpaTOreHHOro 3deKkTa y KpoJMKOB MpU MCMOIB30BAHHHU B J1038X,
coorBercTBoBaBIIMX 0,4% (U3 pacyera 3HaueHuid AUC) mMakcMManbHOM 03Bl Mpenapara npu
npuMeHeHud y venoseka npu BTopuuHoM [TIT (180 mr/cytkm). Ilpenmapar He nposBis
TepaTOreHHOH aKTHBHOCTH Yy KpBIC B 03aX, NpeBblatommx B 4,4 pasa (M3 pacyera 3HaY€HHH
AUC) MakcHMa/IbHYIO 103y Npenapara npu npuMeHeHuH y uenoseka npu sropudrom [TIT.
[Ipenapat He oka3biBas BIUSHMS Ha GEPTHIBHOCTb CAMLIOB M CAMOK IPY 3KCIIO3UIMK B 103aX J10
4 pa3, TmpeBbIUANMMX 03y Npenapata y uenoBeka 180 mr/cyTku (3HaueHus Ge3omacHOro
JAuarnasoHa B HeOOJbIION MOMy/IsUMM MalUMeHTOB, MOJy4YaBIUMX Mpenapar B MaKCHMajbHOH
KJIMHUYeCKOH no3e 360 Mr/cyTku, coctaBuiv Obl NMpUOIM3UTENBHO MOJOBUHY MPHUBEICHHBIX
BBHILLIE 3HAYEHHU).

V GepeMeHHBIX KPBIC PErHCTPHPOBAIOCH HE3HAYMTEIBHOE CHIYKEHHE MAcChl Tesla M MoTpebaeHus
MULIA NPU MCTIOJIB30BAHUM TpenapaTa B MakCcHMMalbHOW A03e. CHIXXEHHE MacChl Teja IJ10/10B
TaKKe OTMEYaJloCh MPU KCIOJB30BAHUHK MpEnapara y caMoK B [103aX, BBI3BIBABIIMX TKEIYIO
TUMOKA/IbLHEMHUIO. BBUIO MOKa3aHO, YTO LMHAKAIBLET MPOHUKAI Yepe3 IUIaleHTapHbIH Oapeep y

KPOJIMKOB.
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He GB1710 BBISBIEHO HM MEeHOTOKCHYECKOTO, HH KaHLIEPOTeHHOro MOTeHLMala MHakanbLera. [lo
JTaHHBIM TOKCHKOJIOMMYECKMX UCClieIoBaHUi 0e30MacHbIi Juana3oH ABAsSETCsA JOCTATOYHO Y3KUM,
MOCKOJNIBKY B OKCHEPUMEHTaX Ha JKMBOTHBIX OrpaHHYMBAIOIMM 703y (akTopoM Oblna
runokanblydemusi, PasBuTHe KaTapakThl M MOMYTHEHME XpYyCTajlMKa HaOIOAanucy IpU
MPOBEJEHUH TOKCHKOJOTMYECKMX W  KaHLEPOTreHHBIX HCCIEOBAHWH Ha TIpbI3yHax ¢
MHOT'OKpaTHbIM BBeeHHeM /103. OHaKO Takue sABNeHHUs He Hab/IoJanuch B SKCTIIEPUMEHTAX Ha
cobakax unu 00e3bsHax, WM B X0/1€ KIIMHUYECKUX UCCJICIOBAHUM, 1€ MPOBOAUIICS MOHUTOPHUHT
B OTHOLLEHWH 00pa3oBaHus KaTapakThl. U3BECTHO, YTO Y IpbI3yHOB KaTapaKkTa MOXKET BOSHHUKATh
KaK CJIe[ICTBHE THITOKaIBLIMEMHUH.

B uccnenoBanusx in vitro snadenns [Cso a1 Tpascnioprepa cepoToHiHa U Katp kaHanos Obuiy B
7 w 12 pa3 Bbllle, COOTBETCTBEHHO, [0 CpaBHEHWIO co 3HadyeHueM ECso ang kanbLuii-
YYBCTBUTEJIEHOTO PELIENTOPA B TEX XKe YCIOBUAX IKcrnepumeHTa. KinnHuyeckas 3Ha4UMOCTE 5TOr0
(deHOMeHa HeU3BECTHA, OIHAKO MOTEHIMAIbHAs CIIOCOOHOCTh [IMHAKAbLETa BO3EHCTBOBAThL Ha

9TH JIOTIOJIHUTEIbHBIE MUILIEHH HE MOXKET OBITh MCTHOCTBIO UCKITFOUEHA.

Iloka3aHus K NPpHMEHEHHUIO
Bmopuunsiii zunepnapamupeos
Bspocnvie nayuenmor
Jleuenue BropuyHoro runepnapatupeosa (['TIT) y B3pocabix ¢ TepMHUHANBHOM CTaAUEH NIOYEUHOM
HepocratouHocty (TCITH), Haxoasuxces Ha qUaIU3e.
[lMHaKaIbLET MOXKET TaKXKe Ha3HA4aThCs B COCTaBe KOMOMHHPOBAHHOW Tepanuu, BKIIOYAKOLIEH
npenapatel, CBs3biBarOMe Qocdarel w/unM BUTAMMH D cooTBeTCTBEHHO (CM. pasien
«DapmMakoJUHAMUKA).
Kapyunoma napauqumogudnsix ycenes u NepeuyHbll ZUNEPRAPAMUPED3 Y 83POCTbIX
CHKeHHE BBIPAKEHHOCTH TUIIEPKABLMEMHHU Y B3POCIBIX MAallMEHTOB C:
- KapLMHOMOH NMapalMTOBUIHBIX JKe/e3;
- nepeuunbM [TIT, npu koTopom noka3aHa mapaTHPEOMIIKTOMHS 110 pe3yabTaTaM OLEHKH
KOHLIEHTPALIMK KaJIbLIUs B CBIBOPOTKE KPOBH (COIIACHO COOTBETCTBYIOIIMM PEKOMEHIALIUAM

1o JlC‘-ICHPHO), HO €€ BBIINNOJIHEHHUE HE OTpaB/laHO KIIMHUYECKH WJIK MPOTHBOIIOKAa3aHO.

IIpoTuBONOKa3aHUsA

e ['MmepyYyBCTBUTENBHOCTH K JSHCTBYIOIIEMY BELUECTBY MIIM JIOOOMY W3 BCIIOMOraTe/IbHBIX
BELLECTB Ipenapara;

o  [unokansumemus (cM. pasaesnsl «Criocob npuMmeHeHHs 1 103b1» 1 «Ocobble yKa3zaHHs»);

o Jlerckuii Bo3pact a0 18 net (3¢ pexTuBHOCTE M 6€30MaCHOCTD HE U3Y4EHBI);
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e [lepuoa rpyiHOro BCKapMJIMBAHHUSI.

C 0CTOPOKHOCTBIO
BepGMCHHOCTb. IMeYeHOYHadA HEAOCTATOUYHOCTL cpeﬂncﬁ W TSHKEION CTEIEHU TKECTH, HallHyue

(hakTopoB pucka yanHHeHns nHreppana QT.

IIpumMeHeHHne NpH GepeMeHHOCTH U B NePHOA IPYAHOI0 BCKapMJ/IHBAHHUS
Bepemennocme. Knunuyeckue JaHHbBIe O NMPUMEHEHWH LHHAKAIbLETa NpH OepeMEHHOCTH
orcyteTeyeT. Kak nokaszanu JOKIMHMYECKHE MWCCAEA0BAHMS HA KPOJIHKAX, LMHAKANbUET
MPOHUKAET Yepes IuialeHTapHblii Oapbep. B aKcnepumMeHTax Ha JKHBOTHBIX HE ObLIO BbISBJIEHO
MPAMOro OTPULIATENIBHOIO BO3ACHCTBUS HAa X0 OEPEMEHHOCTH, POJAOB W/H TMOCTHATAIBHOE
passutHe. He ObII0 BHISBICHO HU SMOPUOTOKCHYECKOrO, HH TEPATONEHHOTO ACHCTBHA B XOAE
HCCIIe/IOBaHUH Ha OEPEMEHHBIX CaMKaX KPbIC M KPOJIMKOR, 3@ HCKJIFOUEHHUEM CHHIKCHHS MacChl
TeNa 3apojbIeil y KpbIC NPH MPUMEHEHHN TOKCHYECKUX 7103 y OepemeHHbIX caMok. [lpu
GEpeMEHHOCTH LIHHAKABIET CACAYET MPHUMEHATH TOJIBKO B TeX ClIydasX. €cjId MOTeHUHalIbHas
10Jib3a ONPaB/AbIBACT MOTEHIHATBHEINA PHCK A1 Pa3BUTHS 111018,

ITepuoo 2pyonozo eckapmaueanus. JIo HACTOSAILIEr0 BPEMEHHM HE H3y4YeHa BO3MOXHOCTB
MPOHWKHOBEHHS LIMHAKAJIBLIETA B TPYAHOE MOJIOKO. LIMHAKaIbIET MPOHHUKAET B TPYAHOE MOJIOKO
KOPMSILMX KPBIC, TP 3TOM OTMEYAETCs BBICOKOE COOTHOLIEHHE KOHUEHTPALMH B TIIa3Me KPOBH.
[Mocne TIATENBHOM OLEHKH COOTHOIUGHWS PHCK/TIONB3a, CIEAYET MPHHATH pEIIeHHe O

MPEKPaALICHUH IPYIHOr0 BCKapMJIMBaHWsA WJIH MMpHEMa LIMHAKaIbLETa.

Cnoco0 npuMeHeHHs H 103bl

Bmopuunsiii cunepnapamupeos

B3spocavie u nayuenmol noxcunozo éospacma (> 65 nem)

PekomeHlyemas HaYanbHas J103a Juist B3pocibix coctarnseT 30 mr 1 pa3s B ieHb. TutpoBaHue 1036l
LIMHAKAJIBLIETA CIIEAYET NPOBOINTH Kax/ible 2 — 4 HeJenu 10 MakcuManbHo# 10361 180 mr (1 pas
B CYTKH), NPH KOTOpOH Yy MALMEHTOB, HAXONALIMXCA Ha JHMajii3e, NOCTUraeTcs LeseBas
koHuentpauus [1TI B auanasone 150 — 300 nr/ma (15,9 — 31,8 nmouns/n), onpezesnsemas mo
YPOBHIO MHTaKTHOro naparupeouasoro ropmona (uI1TT). Onpenenenne yposus ITTI" momkHo
MPOBOJMTLCS HE paHblue, 4eM dwepe3 12 wuacoB mocie mnpuema uuHakambuera. Crexyer
MPUAEPKUBATLCS COBPEMEHHBIX PEKOMEH AL,

Vposens [1TT cnegyer onpenenats yepes | — 4 HeaeaM nocie Havana Teparnuyi WK KOPPEKLHH
J103b1 LMHaKanblieta. [Ipy npueme nojuepkuBaroiieid 1036, MOHUTOpUHT ypoBHs IITI nomken

npoBoauTLCs npumepHo | pa3 B 1 — 3 mecsiua. Jlna onpeaenenus yposHs IITIT moxHo
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ucnonb3oBath coaepkanue uHraktHoro IITI (WIITT) wnu GuomnraktHoro [T (6uIlTT);
Teparus MHAKAJIbLETOM He MeHsieT cooTHomenus Mexxay ulITI u 6ullTT .

Koppekyus 003v1 ¢ 3agucumocmu om KOHUEHMPAYUu Kaa1bUua 6 Cbl60pOmKe Kposu

[Tepen npremMoM nepBoi 103kl MHAKAIbLETA HEOOXOAUMO YOEAUTHCS, YTO CKOPPEKTHPOBAHHAS
KOHLIEHTpaLMA Ka/lbLMs B CBIBOPOTKE KPOBH HAXOAMTCS HA YPOBHE HHXKHEH rPaHMILbl IManasoHa
HOpMaJIbHBIX 3Ha4YeHHUH 1 Bbile (cM. pazaen «Ocobble yKazaHHsA»).

Jlnana3oH HOpMajbHBIX 3HAYEHUH KOHLEHTPALMK KaJbLMs MOXET pa3nyarbCs B 3aBUCHMOCTH
OT METO/I0B, UCIOJIB3YEMBIX B JIOKAJILHOMH J1abopaToOpHH.

Bo Bpemsi TMTpOBaHMs 103kl HEOOXOJMMO 4YacTO MPOBOAWTE MOHMTOPHHI YPOBHS KalbLHs B
CBHIBOPOTKE KPOBH, B TOM 4MCJie Yepe3 | Heaeato nocije Hayana Teparnuy WIH KOPPEKUHMH 1036l
uuHakansLera. [Tocae JoCcTHKEHHH MOIePIKUBAIOILEH 03Bl HE0OX0MMa OLIEHKA KOHLIEHTPaLKH
KaJblLMs B CHIBOPOTKE KpOBH mnpuOnusurenvHo 1 pa3 B wmecau. [lpy  cHumxeHuu
CKOPPEKTHPOBAHHOM KOHLIEHTPALIMH KabLus B CHIBOPOTKE KPoBH HIke 8,4 mr/an (2,1 Mmosb/m)
W/WIA Pa3sBUTUM KIMHWUYECKHX TIPOSIBIEHUH TUMOKaNbLMEMHUH PEKOMEHIYETCs Cleyrolee

JICUCHHE!

CkoppeKTHPOBaHHAsI KOHIEHTPALH Pexomenauuu
KAaJbIHS B CIBOPOTKE KPOBH HJIH
HA/IHYHe KIHHHYeCKHX NPOosAB/IeHHH
THIIOKA/IbIIHEMHH
< 8,4 mr/mn (2,1 mmone/n), Ho > 7,5 mr/an
(1,9 MMOJIB/JT), WK HaJln4ue
KJIMHUYECKHX NpOsBJICHUH

TFUIIOKaJIbLIUEMHUH

®ocdar-ca3bIBalOIIME [penapaTbl Ha OCHOBE
Kanplus, BUTaMMH D w/uim  Koppekuus
KOHLIEHTpAllMK KajbLys B JUAJIW3HOM pacTBOpE
MOTYT AU TMOBBILLIECHHSA
KOHLIEHTPAlMK Kajbliusi B CBIBOPOTKE KpPOBH,
COIJIACHO PEIIEHHIO JIEYaLEero Bpaya.

CHM3HTD 103UPOBKY MM OTMEHHTH LIMHAKAJIBLET.

NMPUMEHATHCA

< 8.4 mr/nn (2,1 mmone/n), Ho > 7,5 mr/an
(1,9 MMOAB/N), UNK CTOMKHE CHUMIITOMBI
PHIOKAIbLUMEMHUH, HECMOTPS Ha MOMBITKA
TMOBBICHTb KOHLEHTPALMIO Kalblys B
CBIBOPOTKE KPOBM

< 7,5 mr/an (1,9 MMons/n) UM cToMKHE
CHMIITOMBI IMIOKaJIbIHEMHH u
HEBO3MOXHOCTb MOBBILIEHUS [103MPOBKH
BUTaMuHa D

CneflyeT NpeKpaTHTb MPUEM LMHAKajIbLETa A0
JNOCTHKEHHsI KOHLIEHTPALMH KaJlbLHsl B CIBOPOTKE
kposu 8,0 mr/mn (2,0 MMOJIB/1T) W/ KK pa3pelleHuUs
CHMIITOMOB THIIOKAJbLHEMHH.

Bo3cOHOBIEHHE  TepanuM LIMHAKAbLIETOM
MPOV3BOAUTCS B J103¢, CHWKEHHOW Ha OJHY
CTYIEHb.
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Hemu
[luHakaneUeT He MoKasaH /Ui MPUMEHEHHS Y JeTe.

Iepexod ¢ ymenkanpbyemuda Ha UHAKATbYEm

[lepexoa ¢ oSTenkanbueTH]a HAa LMHAKAIBLUET M COOTBETCTBYIOLIMH INEPHOJ BBIMBIBAHHSA Y
MalUMeHTOB He u3ydand. JleyeHue UMHAKAJIBLETOM Y [ALMEHTOB, paHee IMOJy4aBLIHX
STENKAJbLUETHA, MOXHO HA4YMHATh TOJIBKO [I0C/I€ TMPOBEACHHUSA KaK MHHHUMYM Tpex
Moc/eJ0BaTe/IbHbIX CeaHCOB reMOoJManu3a ¢ HM3MEepeHHEeM YPOBHS ChIBOPOTOYHOIO KalbLiMs.
[Tepes Ha3HayeHUWEM LMHAKAIbLETAa HEOOX0AMMO YOEANTBCS, YTO KOHLEHTPaUHs CBIBOPOTOYHOTO
KaJiblIMs HAXOJMTCA B AMarna3oHe HOPMaJIbHBIX 3HauYeHHH (cM. paszensl «Ocobble yKazaHHA» U
«IloOoyHoe aeicTBrEY).

Kapuunoma napauiumoguonblx Jcene3 u Repeudiblil 2Unepnapamupeos

B3pocnsie u nayuenmet noxcunozo eospacma (> 65 nem)

PekoMeH/1yemas HavajibHas 1033 LMHAKalIbLETa /Ui B3pociblX cocTabiseT 30 Mr, KpaTHOCTbH
npuema — 2 pasa B CyTkd, TUTpoBaHHe O3Bl LIMHAKAJIBLIETA CJIEYeT MPOBOAUTh Kaxasle 2 — 4
HeJle/IH, YBEIM4nBas 103y Mnpenapara cieayroumm o6paszom: 30 mr 2 pasa B cyTku; 60 Mr 2 pasa
B cyrkn; 90 mr 2 pasa B cytkd U 90 Mr 3 uiu 4 pasa B CyTKH 1O Mepe HEOOXOAMMOCTH AJis
CHW)KEHHMs KOHLEHTpAlMM KallbliMsi B CHIBOPOTKE KPOBHM [0 BEPXHEro Mpejesia HOPMajbHOro
auanazoHa MAM HWke. MaxkcumanbHas 033, [PUMEHSABLIAACA B XO0[A€ KJIMHHYECKHX
vccIeIoBaHmid, cocTansia 90 Mr npu KpaTHOCTH npueMa 4 pasa B CYTKH.

KoHueHTpauuio Kausliys B CHIBOPOTKE KPOBU CJIEIYET ONpPEAENATh Yepe3 | Heaemo nocie Havana
Tepanuul WIX KOPPeKUMM 103kl UMHakanbuera. C TOro MOMEHTd, KOr[a YCTaHOBJICHA
MoiepPXKUBAKOLLIAs 1032, KOHUEHTPALMs CBIBOPOTOYHOIO KaJIbLKs JOJIKHA ONPEAEATLCH KaXKIble
2 — 3 mecsua. [Tocne TTpoBaHUs 10 MaKCUMalbHOH J03bl, CJeyeT NPOBOAUTE NMEPUOAMIECKHH
MOHHMTOPUHI KOHLIEHTPAllUW KaJlbLUs B CBHIBOPOTKE KpoBH. EciM KIMHHYECKH 3HaYMMOE
CHIDKEHHE YPOBHS KaJIbLiMs B CHIBOPOTKE KPOBH HE JOCTUraeTcs Ha IMOJIEpP)KUBAKOUIEH [103€,
ClielyeT pelMTh BOMPOC O [MpEeKpalleHWH Tepanuu LHHaKaabLeToM (cM. pasjen
«®DapmMaKoAMHAMUKAY).

Hemu

bBesonacHocTs W 3((EKTUBHOCTH LMHAKANbLETa y JeTed MNpH JEeYEHWH KapLHMHOMEI
NapalUTOBU/IHBIX XKeJle3 U MepBUYHOrO THIepriapaTupeo3a He ycTaHoBIeHbl. COOTBETCTBYHOLHE
JIJaHHBIE OTCYTCTBYIOT.

Hevenounan Hedocmamo4Hocme

V nauMeHTOB C MEeYeHOYHOH HEAOCTATOYHOCThbIO He TpedyeTcs KOppeKLHs HayadbHOW /03Bl
[{MHakanblUeT cleAyeT Ha3zHayaTh C  OCTOPOXXHOCTBKO — MAlMEHTaM €  TEYEHOYHOMH

HEAOCTATOYHOCTLIO cpe}meﬁ W Tsokenoi creneHei. HeoOxoaumo TmiaTeNbHOE KIMHHYECKOE
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HaOMI0/IeHHE NALMENTa B NIepHoJ moabopa 036! (THTPOBAHHSA) U MPH MPOJIO/DKEHUH TEPAITHH (CM.
pazzaensl «Ocobpie ykaszanus» 1 «PapMaKOKHHETHKAY).

Cnocob npumenenus

Jlnst npueMa BHYTpb.

Tabnetku HeoOXOAUMO MPUHUMATB LIGJIMKOM, HE Pa3)KeBbIBAsA, HE pa3/iaMblBas M HE pa3/iesiss uX.
[{MHakanbLEeT peKOMEeHAYeTcs MPUHMMAThL BO BPEMS €/bl MM BCKOpE IOC/E MpHeMa MHUILIH,
MOCKOJBLKY B XOJA€ HCC/IeJ0BaHMH OblI0 MOKa3aHO, 4TO OMOJOCTYNMHOCTh LMHAKajbLETa

YBEJIMYMBAETCs MPU MIpUeMe npenapara ¢ nuiuei (cM. pasaen «PapMakOKMHETHKAY).

[ToGo4uHoe aeficTBHE

Pestome no npodhunio 6ezonacnocmu npenapama

Bmopuunwiit  zunepnapamupeos, KapyuHoMa RAPAWUMOBUOHBIX Jcene3 U NepeudHbli
zunepnapamupeos

COornacHO HMEIOIIMMCS JaHHBIM Y TNAaLMEHTOB, MOJyYaBLUIMX LUMHaKajablLeT B miauebo-
KOHTPOJMPYEMBIX ~ MCCIEJOBAHMSX W  HECPABHUTENBHBIX  MCCIEJ0BaHUAX, Hauboiee
PACTIPOCTPAHEHHBIMU HEXeaTebHBIMM PeakUnAMH OBbUIH TOLIHOTA M pBOTA. Y GOJIbLIMHCTBA
MaLMEHTOB TOLIHOTA ¥ PBOTA GBI JIETKO# HIIH CPEIHEH CTENEeHHU TAKECTH M HOCHJIN NPEXOAA LM
xapakrep. [IpuuMHaMU OTMEHBI TEPANIMH BCJIEACTBHE HEXeNaTe bHbIX 3 deKTOB ObUIH, MIABHBIM
o0pa3oM, TOLIHOTA U PBOTA.

Tabauunslii nepeyens HedcenamenbHoIX PeaKiyui

Jlanee nepevnciieHbl HexxenaTe/bHbIe PeaklMK, KOTOpPBIE [0 pe3yJibTaTaM aHallk3a MpUYHHHO-
CIIE/ICTBEHHON CBA3M Ha OCHOBe YOEAMTENbHBIX J0Ka3aTeNbCTB ObLIM paclEHEHbl Kak, Mo
MEHBIIEH Mepe, BO3MOXKHO CBA3aHHbIE C Tepanuei LIMHAKa/bLETOM B M1aLueb0-KOHTPOIMPYEMBIX
MCCIeIOBAHMAX M HECPAaBHUTEIBHBIX MCCIIEA0BaHUAX: O4eHb YacTo (> 1/10); yacto (ot > 1/100 1o
< 1/10); neuacro (ot > 1/1000 xo < 1/100); peaxo (ot = 1/10000 po < 1/1000); ouens peako
(<1/10000).

YacToTa pa3sBUTHs HEXeNaTe/bHBIX PEaKUMid MO JaHHBIM KOHTPOJHPYEMBIX KIMHHYECKUX

MCCJIEIOBAHHI M OTBITY MPUMEHEHHS B PYTHHHOM KJIMHUYECKOM TPAKTHKE:

Knace cucrem opraHos Yacrora HexenareabHas peaknus
MedDRA
Hapywenust co  ctopousl | Yacro* Peakiuuu runep4yBCTBUTEIbHOCTH

UMMYHHOH CHCTEMBI

Hapywenus co croponsl | Hacto AHOpeKCHs, CHI)KEHHE anneTuTa

oOMeHa BELLECTB M MUTaHUs
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Hapymenuss co cropoHsl | YacTo CynopoxHsle NpHUNagKH’,
HEPBHOW CHCTEMBI rOJIOBOKPY)KEHHE, napecTesus,

roJjioBHas 60Ib

Hapywenus co  cropoHsl | HeuszsectHo* VXyameHue TeueHUs  CepAeYHOM
cepaua HE0CTATOMHOCTH YIJIHHEHHUE
untepana QT wu kenynodykosas

apuTMHsA Ha (OHE TMITOKAJIbLIHEMHH

Hapymenuss co cropons! | Yacto ['unorensus

cocy/10B

Hapymenus co cropossl | HacTo Mudexums BEpXHHUX [bIXaTEIbHBIX
AbIXaTebHOM CHCTEMBI, MyTei, AUCIHO?, Kalle/lb

OpPraHoB TIpYJIHOH KJIETKH H

CpeloCTeHHs

Hapymwenns co  croponsl | OueHb 4acTo TowroTa, pBora
WETYA0UHO-KMIIEYHOTO Yacrto Jlucnencus, auapes, 60U B )KUBOTE,
TpakTa 60J1b B AIUTacTpUH, 3a10p
Hapywenuss co croponsl | Yacto Ko Hble BBICHITIAHUSA

KOXKH M MOJAKOMHBIX TKaHEH

Hapywenus co  ctoponsl | Yacto Muanrus, Mblle4HbIe cra3mbl, 601k
CKEJIETHO-MbILIEYHOH " B CIIMHE

COEIMHUTEILHON TKaHH

O6ue  pacctpoiictea M | Hacto AcTteHus

HapyLlIeHUsa B MECTE BBCACHMSA

JlabopatopHble 1 | Yacrto [unokanbuueMus”, THIEpKaIHeMHs,
WHCTPYMEHTAJIbHbIE IaHHbIE CHHIKEHHUE KOHLIEHTPaLMH
TECTOCTEpPOHA”

- cm. paszgen «Ocobble yKa3zaHUA;

*- CcM. noapasaei «Onucanue OTeIbHBIX HEeXKeNaTeIbHbIX peaxuuﬁ».

Onucanue 0moOeIbHbIX HeHCeIAmeIbHbIX PeaKUull

Peakyus cunepdyscmesumelibHocmu
an NNPpUMEHEHHWHW LMHAKallbLETa B pyTHHHOFl IpaKTHKE OBIIW  BBISIBJICHBI pe€aKkUHn

FHMNEPYYBCTBUTEIBHOCTH, BKJIIOHAKOLIHE aHFHOHeBPOTH‘leCKHﬁ OTE€K W KpaluBHHILLY. Yacrora
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pa3BUTHS OT/JENIBHBIX peaKlMi, BKIIIOYas aHTMOHEBPOTHHYECKUH OTEK M KpalMBHHUILY, HE MOXET
OBITH OLIEHEHA HA OCHOBAaHWHW UMEIOILIMXCS JAHHBIX.

T'unomenzun u/unu yxyouwienue medyeHun cepoeyHoil HeOoCmMamo4HoCmu

Y mnauueHTOB C CEepAEYHOH HEJOCTATOYHOCTBIO, TPHHMMABIUMX LMHAKalIbLET B XOne
MOCTPErHCTPALMOHHOTO HabIFOIeH s 3a 6e30MacHOCTBIO, PETHCTPHPOBAIMCH OT/IE/IbHBIE CIIy4aH
MIHOCUHKPA3HYECKOH IMMNOTEH3UM W/MIM YXYIILEHHUs TEYEHUs CepAEeYHOH HEN0CTaTOYHOCTH,
4acTOTa PAa3BUTHS JIAHHBIX CTy4aeB HE MOXKET ObITh OLIEHEHA Ha OCHOBAHUH UMEIOLIMXCS JAHHBIX.
Yonunenue unmepeana QT u diceny0ouxossie apummun Kax ciedcmeue ZUnoKanbyeemuu
[Ipy nprMeHeHHH LMHAKAbLETa B PYTHHHOM NpakTHKe ObUTH BBIABJICHBI CIy4Yad YIAJIHHEHHS
untepsana QT u kenyJ104KOBOH apUTMMHM, BO3HHUKLINE BCIIEACTBME TMIIOKAIbLUHEMHH, OJHAKO
4acTOTa Pa3sBUTHA JAHHBIX HApyIUEHMH He MOXET ObITh OLEHEHA HA OCHOBAHMH HMEIOLIMXCH
JaHHbIX (cM. paznen «Ocobble yKazaHUA»).

Hemu

[IvHakanbLeTa THAPOXIOPU/ He NOKa3aH K NMPUMEHEHHIO B NEMaTPUIECKOMH MPAKTHKE.

B KJIMHUYECKOM MCCIIE0BAHHM C y4aCTHEM TeJMaTPUYECKUX MALMEHTOB Obll 3aperncTpUpOBaH

neTabHBIA CJTy4ai y NalMeHTa ¢ TSKEI0H runoKaibLUMEMHER.

IlepenosupoBka

Jlo3bl, TUTpoBaHHble 10 ypoBHsa 300 mr | pa3 B JaeHb, HasHa4yald B3POC/BIM TALUEHTaM,
HAXOAALIMMCS Ha IMAJI3e, NIPH 9TOM HEeXeaTe IbHbIX ABJICHHH HE 0TMEYalloCh.

[lepeno3upoBKa LMHAKAIBLLETOM MOXKET MPUBECTH K THIOKaIbLUMEMHUH. B ciydae nepeno3poBKH
y TMAalMeHTOB ClieflyeT KOHTPOIMPOBATh KOHLEHTPALMIO Kaiblksi [ CBOEBPEMEHHOIO
BBIABJICHUS runokansleMuu. Cneayer npoBOAUTh CHMITOMATHYECKYHO M TOIEPKHUBAIOLLYIO
Tepanuio. [10CKOJIBKY CTeMeHb CBA3bIBaHUS LIMHAKAIbLIETa ¢ OeIKaMu BBICOKas, FeMOHAIIN3 MPH

nepeso3HpoBKe He 3QGEKTHBEH.

B3aumoseiicTBHe ¢ IPYTHMH JIeKapCTBEHHBIMHU CPeACTBAMH

Jlekapcmeennsie npenapamsl, O0OCMOBEPHO CHUNCAIOWHE KOHUCHMPAWUIO KAaTbUUA @
CbIBOPOMKE KPOGU

OaHOBpeMEeHHOE TpPUMEHEHHE LMHAKajbleTa ¢ JPYrMMH JIEKapCTBEHHBIMH IperapaTaMH,
KOTOpbIE IOCTOBEPHO CHMKAIOT KOHLEHTPALIMIO KallbliMsl B CHIBOPOTKE KPOBH, MOJKET IMOBBICHTD
PUCK pa3BUTHs TMNoKagbLUueMuu (cM. pasaen «Ocobele ykaszanus»). [laumentsl, nomyyatomue

LHHWHAKaJbLET, HE JOJDKHBI MOJAY4YaTh 3TC/IKAIbUETHA (CM. pa3aen «Oco0bbIe yKa3aHPlﬂ))).



Baunnue opyzux nekapcmeenHbix npenapamos Ha WHUHAKAIbyem

[{unakanbuer yactuuHo Metabonusupyercs nzodepmentom CYP3A4. OnHoBpeMEeHHBIH NpyueM
200 mr xeTokoHa3oja 2 pa3a B AeHb (MowHbIi HHrHGuTOp CYP3A4) npuBOAMI K NOBBILIEHHIO
KOHLICHTpALMK LMHAKaJbLieTa MpUMEpHO B 2 pa3za. MoxeT nmoTpeGoBaThCsi KOPPEKLHMs A03bI
LMHAKa/IbLETa, €C/IA NalMEeHT, NOTYy4YatoLMi IMHAKAIBLET, HAYMHAET WIIK MPEeKpallaeT TEParHio
MOLLHBIM UHIMOUTOPOM (HampuMep, KeTOKOHA30J1, UTPAKOHA30J1, TEAMTPOMHMLIMH, BOPHKOHA3011,
PUTOHABHMP) WK HHAYKTOPOM (Hanpumep, pudamnuumHa) 3Toro GepmMeHTa.

JlaHHble, MOJy4YeHHBIC TP TMPOBEJCHUH SKCIIEPUMEHTOB in Vifro yKas3blBalOT Ha TO, 4YTO
uMHaKanbLeT vactuyHo Metabonusupyercs (epmentom CYPIA2. Kypenue crumynupyer
aktuBHOCcTh CYPIA2. Bbulo OTMEueHO, 4TO KIMpPEHC UMHaKanbuera Ha 36-38% Beime y
KYPH/IBLIMKOB, YeM Yy Hekypsaumx. Dddexr unruduropos CYP1A2 (nanpumep, diyBokcamuH,
uunpodIOKcalMH) Ha TUIa3MEHHbIe KOHUEHTpPAaLMM LWHAaKalibleTa He u3ydancs. Moxer
notpeboBaTLCS KOPPEKLMs /103bl, €C/IM BO BPeMs TEpanuu LUMHAKAJIbLETOM NAaLMEHT HAaYHHAeT
MM TpEeKpallaeT KypeHHe MM HauWHaeT WM MPEKpallaeT OAHOBPEMEHHBIA NMPUEM MOIIHBIX
uarudutopos CYP1A2.

Kanvyua xapbonam

OHOBpeMeHHOE TpUMeHeHHe Kaiblus KapboHarta (oaHokpartHas fo3a 1500 mr) He M3MeHsANO0
(apMaKOKMHETHKY LIMHAKAJIbLETA.

Cesenamep

OpaHoBpemeHHOe npuMeHeHue cesenamepa (2400 mr 3 pa3sa B /ieHb) HE OKa3bIBAJIO BIMAHHSA Ha
(hapMaKOKMHETHKY LIMHAKAJIBLIETA.

Ilanmonpaszon

OnHoBpeMeHHOe TpuMeHeHuWe maHTtompazona (80 mr 1 pas B JeHb) He WM3MEHAIO
(apMaKOKHHETHKY LIWHAKAJIBLIETA.

Brusanue yunakanbyema Ha opyzue 1eKapcmeeHHbie npenapanil

Jlexapcmeennvie npenapamol, memabonusupyiowuecs usogpepmenmom P450 2D6 (CYP2D6):
LIMHAKaIbLET sBjiseTcs MoIHbIM HHrHOuTOopoM CYP2D6. MoxeT notpeboBaThecs KOpPeKLMs 103
OJHOBPEMEHHO TPUMEHIEMbIX JIEKAPCTBEHHBIX CPEIACTB, B OCODEHHOCTH HCIOJb3YEMBIX B
MHIMBUAYATLHONH THUTpyeMOH Jo03e M oOnafaromuxX Yy3KMM TEpaneBTHYECKMM HHICKCOM,
npeumyinecTBeHHo MeTabonmusupytomuxes CYP2D6 (wanpumep, ¢nexannua, nponadeHoH,
METOTPOJIOJ, 1€3UNPAMHH, HOPTPHUITTHIMH, KJIOMHKIIPAMUH).

Hezunpamun

OnHoBpemeHHbIH npuem 103 90 Mr uuHakameuera | pas B JaeHb ¢ 50 Mr jesunpamuHa,

TPULIMKJIMYECKOTO aHTHENpeccanTa, npeuMyluecTBenHo Mertabonusupytomerocs CYP2D6,
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3HAYMTE/ILHO MOBBIIIA YPOBEHb 3KCTIO3MLMHU Je3unpamuHa (B 3,6 pa3za) (90% aoBepUTENbHEIN
untepsai 3,0; 4,4) y nauneHToB ¢ akTuBHEIM MeTabonuzmom CYP2D6.

Hexcmpomemopgan

MHorokpaTHbIi npuem LuHakabuera B 1o3e 50 mr yBennunean AUC nekcrpomeropdana rnpu
npueme B a03e 30 mr (meraGonusupyemoro npeumyinectseHHo CYP2D6), B 11 pa3 y GeicTpeix
metabonuzatopos CYP2D6.

Bapgapun

MHOroKpaTHbIM MepopalibHbli NpHeM LMHOKANbLETa He BIMAN Ha (apMaKOKMHETHKY WIIH
dapmakonuHamuky BapbapuHa (M3MepsIMCh MPOTPOMOMHOBOE BpEMsl M AKTUBHOCTH (akTopa
cBepTbiBaHKs KpoBu VII).

OrcyrerBue sddexra unnHakanpuera Ha $papmakokuHeTHky R- u S-Bapdapuna u oTcyTCTBHE
ayTOMHIYKLUMH (ePMEHTOB Y MALMEHTOB MOC/I€ MHOTOKPATHOTO NIPUEMa MNpenapaTa yKasbiBaeT Ha
TO, YTO LMHAKaIbLET He spisercs uHaykropom CYP3A4, CYP1A2 unu CYP2C9 y yenoseka.
Muoazonam

OpHOBpeMeHHOe NpuMeHeHue uuHakanbuera (90 Mr) W mepopanpHOro Mujasosnama (2 mr),
cyberpata CYP3A4 u CYP3AS, He Binsier Ha (papMakOKMHETHKY MH/asojaMa. OTH JaHHbIE
YKa3bIBAIOT Ha TO, YTO LMHAKAJIBTET HE BIAMACT Ha (papMaKOKMHETHMKY KJlacca JI€KapCTBEHHBIX
npenapatos, Mertabonusupyomuxes uzopepmentamu CYP3A4 u CYP3AS, rakux Kak
HEKOTOpBIE MMMYHO/ETIPECCaHTBI, BKJIOUYas LIMKJIOCIIOPHH M TAKPOJIUMYC.

Dapmayesmuieckan HecoOBMeCMUMOCMb

He npumenumo.

OcoOble yKka3aHusi

Coi6opomoynslit Karbyui

V B3poCiBIX M J€Tei, NPUHUMABLIMX LMHAKAJIbLET, ObUIM 3aperMCTPUPOBAHbI YrpOXKAlOLIKE
KU3HW  SBJICHWs M CJlydad CMEpTH, CBs3aHHble C rHnokaiabuuemuei. IIpossneHus
PUIMOKAIBLMEMMH MOTYT BKJIHOUaTh TMApecTe3WH, MHAIIMM, Ca3Mbl, TETAHUIO M CYIOpOru.
CHWKeHMe KOHLIEHTPALIMK KallbLs B CBIBOPOTKE KPOBU MOXKET TakxKe yATHHATE uHTepBan QT u,
Kak ClleJICTBUE, PUBOJMTE K PA3BUTHIO JKEJIYJOYKOBBIX apHTMHUIA Ha QOHE MHMOKANbLHEMHH. Y
NaluMeHTOB, MPUHUMABLUMX LMHAKaJbLET, OBUIM 3aperMCTPUPOBAHBI ClIy4ad yUTHHEHW
unrepana QT u pasBUTHs JKeMyJOYKOBBIX apuTMHUH (cM. pasgen «IloGounoe percTBHER).
Cneayer co0/0AaTh OCTOPOXKHOCTH TIPU JICUEHHH MALMEHTOB ¢ APYrMMH (akTopaMH pHCKa
yanuHenuss uHtepBania QT, Hanmpumep, y MalMEHTOB C JHArHOCTMPOBAHHBIM BPOXKICHHBIM
CHUHIPOMOM YAMMHeHHOro uHtepata QT wiM y nauueHToB, NMPHUHUMAIOLIMX JIEKAPCTBECHHbIC

npenaparsel, KOTOpPeIE, 10 HMEKOUKUMCA JaHHBIM, YUTHHAIOT HHTEPBAJ QT
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Tak Kak LMHAKaNbLUET CHMXKAET KOHIEHTPALMIO Kajbliisi B CHIBOPOTKE KPOBH, HEOOXOAMMO
MPOBOMTH TLIATEIbHBI MOHMTOPHHT MALIHEHTOB B OTHOLIEHWH Pa3BUTHs MMITOKA/IbLIMEMHH (CM.
pazzen «Criocob npuMeHeHus U 103b1»). KOHUEHTpaLKIio KalbLKs B CBIBOPOTKE KPOBHU CIEIYET
OTpeJeNIAThL B TeUeHUe | HeJe/u nocie Havyasa Tepanu Wik KOPPEeKLMHU 103kl LMHAKa/bLeTa.
Bspocnvle nayuenmol

JleyeHne LMHAKAIBLUETOM HE ClEAYeT BO30OHOBIATH Y MALMEHTOB ¢ KOHLEHTPALMEH KaabLus B
CBHIBOPOTKE KPOBH (C MONMpaBKo# Ha anbOyMHUH) HHXKE HWXKHEH rpaHuLibl HOPMaJIbHOIO JHanasoHa.
Cpenu nauuentos ¢ XBI1, HaxoasauMxcs Ha AUanu3e U MPUHUMAIOLIMX IMHAKAIbLET, MPUMEPHO
30% nalMeHTOB UMETH KaK MUHUMYM OJIHOKPATHO KOHLEHTPALMIO KaJbLHUs B CHIBOPOTKE KPOBH
menee 7,5 mr/an (1,9 mmous/n).

Iayuenmor ¢ XBII, He nonyuarowue ouanus

[luHakanbLUET He MOoKa3aH B3pOC/bIM MauueHTam ¢ jadarHo3oM XbII, He Haxoasiumcs Ha
ananuse, [peaBapuTeibHble MCCIIENOBAHMs MOKA3alH, YTO y MalMeHToB ¢ auarHo3om XBII, He
HAXONALIMXCS Ha JMAlW3€, BO3PACTAET PHUCK pa3BUTHUSA THUMOKAIbLUMEMHH (KOHLIEHTPALMA
CBHIBOPOTOYHOTO Kanblus < 8,4 mr/mi [2,]1 MMOnb/1]) 10 cpaBHEHHIO ¢ MALMEHTAMH Ha JHalu3e,
YTO MOXKET ObITh 06YCI0BJIEHO G0JIee HU3KUM YPOBHEM HayalbHON KOHLIEHTPALMK KalbLus W/AIH
HaJIMYHeM OCTATOYHON (QYHKIMHU MOUEK.

Cyoopozu

V nauueHTOB, MOJYy4YaBILIMX LIMHAKAJIBLET, PErMCTPHPOBAIKCH CIy4an CyJI0POXKHBIX MPUIALKOB
(cm. paszgen «[lobouHoe peiicTBHE»). 3HAYMTENBHOE CHIKEHME KOHLUEHTPALUMU KajlbLMSA B
CBIBOPOTKE KPOBH [MPHBOAMJIO K CHIDKEHHIO CyJopoxkHoro mopora. [lostomy Heob6xoanm
TIIATE/IbHBIA KOHTPOJIb KOHLIEHTPALIMK KalbLUs B CBIBOPOTKE KPOBH Y MALIMEHTOB, MOJTy4arOLHX
LIMHAKaJIBLET, 0COOEHHO MMEIOIIUX CYA0POKHBIE PACCTPONCTBA B aHAMHE3E.

Tunomensun w/unu yxyouwienue medeHun cepoeyHoil HeOOCMamo4HoCmu

Y nauMeHToB ¢ HapyweHveM (YHKLMM CepAla PerdCTPUPOBAIIUCEH CIy4aH TMIIOTEH3MH W/WIH
YXY/IIEHUs TEYEHHUs CEpAEYHOM HEJOCTATOYHOCTH, y KOTOPBIX HE MOrja OBITh MOJHOCTHIO
MCKJIIOYEHa MPUYUHHO-C/IEICTBEHHAs CBA3b C NPHMEHEHHMEM LMHAKA/IBLIETa, U KOTOPbIE MOTYT
ObITE O0YCNIOBIIEHBI CHIKEHHEM KOHLEHTPALMK KalblLMi B CHIBOPOTKE KPOBH (CM. pasieln
«ITobGouHoe IeHCTBUEY).

Couemantoe npuMeneHue ¢ Opy2uUMu 1eKapCcmeeHHbIMU CPpeoCmeamu

Crie/lyeT ¢ OCTOPOKHOCTBIO IIPUMEHSATH LIMHAKABLUET Y MALMEHTOB, MOTYYaroluX Mo0bIe Apyrue
JIEKapCTBEHHbIE CPE/ICTBA, KOTOPbIE JOCTOBEPHO CHHKAKOT KOHLIEHTPALIUIO KaJlbLis B CHIBOPOTKE
kpoBu. HeoOX0MM TIIaTeIbHBINA KOHTPOIb KOHLIEHTPALMK Kajibliks B CBIBOPOTKE KPOBH (CM.

pasaen «B3aumozeicTBHE ¢ IPYTHMHU JIEKAPCTBEHHBIMM CPEACTBAMMIY).
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[TauneHTsl, TMONyYarOLIMe LWHAKAIBLET, HE AOJDKHBI IOJIy4aTh OSTENKAIbLETH, MOCKOJIBKY
OJIHOBPEMEHHOE MPUMEHEHHE 3THX ABYX NMPENapaToB MOXKET MPUBOAWTL K PAa3BUTHIO TAKEJIOH
FUTIOKANIbLIMEMUH.

Obwue

[Ipu nocrosuHoM noaaenenuu yposHs IITI B 1,5 pasa Huxke ypoBHS BEpPXHEH rpaHHLIbl HOPMBI
o pesynbratam anannsa ull1TI, MoxeT pasBUThCS aguHamMu4ecKkas 601e3Hb KocTu. Eciii ypoBens
[TTT" cHu3MTCA HMXKE PEKOMEHAYEMOro AMarna3oHa y MalMeHTOB, MOJy4YatoUuX LMHAKaJIbLET,
ClIelyeT CHU3UTh /103y LIWHAKaJbLeTa W/Uiu BUTaMHHa D, WK npekpaTuTs Tepanuo,

Yposenv mecmocmepona

YpoBeHb TECTOCTEPOHA 4acTO ObIBAET HMXKE HOPMbl y MALMEHTOB ¢ TEPMUHAIIBHON CTaaWeH
MOYEYHOM HENOCTaTOYHOCTH. JlaHHBIE KJIMHMYECKOIO MCCIIEJ0BaHMsA, BKJIKOYABILIETO B3POCIIBIX
nauuedtos ¢ TCITH, ¥ Haxoasdmmxcs Ha [AWand3e, MOKas3alid, 4YTO YPOBEHb CBOOOJHOrO
TECTOCTEPOHA CHWKAJCA B cpesHeM Ha 31,3% y nauueHToB, NPUHUMAKOMIKMX LMHAKAIBLET, U HA
16,3% y mauueHtoB B rpymnne ruanebo yepes 6 MecsueB nocie Hadana Tepanu. OTKpbITas
npoadeHHas ¢a3a JaHHOrO MCCIAENOBAHMS HE TOKasajla [JaJbHEHIIEro CHMKEHHA YPOBH:A
¢BOOOHOTO ¥ OOLIEro TECTOCTEPOHA Y MALIMEHTOB 3a 3-JIETHUM NEPHOJL JIEUEHHS LIMHAKAJIbLIETOM.
KiuHuyeckas 3HaUMMOCTh CHHIKEHHS YPOBHS CBIBOPOTOYHOI'O TECTOCTEPOHA HE YCTAHOBJICHA.
Ievenounan nedocmamo4nocms

[Tocko/bKY KOHLEHTpaLusi LMHAKajbleTa B IUIa3Me KPOBM Yy TALMEHTOB € TMEYEHOYHOH
HE/IOCTATOYHOCTBIO CPEHER 1 TKeNoi cTeneny (1o kiaccudukauun Yaiina-ITso) Moxker ObITh
BhILLE B 2-4 pa3a, y TAKUX MALMEHTOB LIMHAKAJIBLET CJAEAYET IPUMEHSATH C OCTOPOKHOCTBIO, H BO
BpeMsl JiedeHHsi HeOOXOAMM TIATEIbHBIH MOHMTOPUHT (cM. pasfen «Cnoco® mpuMeHeHus M
103b1» ¥ «DapMaKOKWHETHUKAY).

Jlakmo3sa

[TauueHTsl ¢ pefKON HAac/leACTBEHHOW HENepeHOCHMOCTBIO TIalaKTO3bl, NepUIMTOM JIaKTa3bl
Jlanmna Win HapyleHWEeM BCAChIBAHHS TUTIOKO3bI-TaaKTO3bl HE JODKHBI IPHHUMATE Mpernapar.
Ocoobbie mepol nPedoCcmopoICHOCMU RPU YMUTUIAKUU

CrieuuasnbHble TpeOOBaHMS M0 YTHIM3ALMK OTCYTCTBYIOT.

Bech HeHWCoJIb30BaHHBINA JIEKAPCTBEHHBIH Tpenapar WM OTXO/bl CJIEAYET YTHIM3HPOBAaTh B

COOTBETCTBHHU C TPCGOBaHPIﬂMH, U3JI0)KEHHBIMH B ﬂCﬁCTBY}OmHX AOKYMEHTax.

Bausinne Ha cnocoOHOCTH ynpasjasTb TPAHCNOPTHBIMH CpPE€ACTBAMH,

MeXaHH3IMaMH
VYV mnauueHToB, MOJY4YarOLMX LMHAKAJIBLET, PErdCTPUpPOBAJIMCh Ciiydan TOJIOBOKPYXCHHA H

Cyaopor, KOTOpbIC crocoOHBl  OKa3bIBaTh CEPBE3HOE BJIMAHUE Ha CIocoOHOCTh YHpaBJIsATb
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TPaHCIIOPTHEIMM CPECTBAMH WM paboTaTh O CITOKHBIMM MeXaHW3MaMH (cM. paszaen «Ocobbie

YKa3aHua»).

@opma BbINycKa

TabneTKy, NOKPHITHIE IeHOYHOM 000104K0#, 30 mr, 60 mr, 90 mr.

[To 7 TabneTok B KOHTYpHYIO SYEHKOBYIO YITAKOBKY M3 IUIEHKH MOJMBHHUIXJIOPHIHOH MapKu
OI1-73 u donbru amoOMUHHEBOH NeyaTHOM JakupoBaHHOW. [1o 2 wiu 4 KOHTYpHBIX SYEHKOBBIX
YIaKOBOK BMECTE C HHCTPYKUMEH M0 MEAULIMHCKOMY NPUMEHEHHIO JIEKApPCTBEHHOI'O Ipenapara
MOMELIAIOT B MAYKy M3 KapTOHA s MoTpeOUTENbCKON Taphl MOATPYI XPOMOBBIA HJIM XPOM-
sp3aul. ['pynnosas ynakoBka u TpaHCIIOpTHas Tapa.

[na emayuonapos:

[To 14, 28 wiu 60 Tabnetok B 6aHKY NOJMMEPHYIO ¢ HABUHYMBAEMOMH KPBILIKOH U3 MOJMITHIIEHA
HU3KOro JaBieHHs WM OaHKy TOJIMMEPHYIO M3 TOJMITHIEHA HHM3KOrO JaBl€HHs C
HAaBMHYMBAEMOM KPBILIKOH C KOHTPOJIEM MEPBOr0 BCKPHITHS M3 MOJMITHIIEHA HU3KOTO J1aBJICHHS.
Ha GaHKy Hak/ieMBalOT 3THKETKY M3 camoknesuierocs marepuana. Ilo 1 Ganke BmecTe ¢
UHCTPYKLMEH M0 MEAMLMHCKOMY T[PUMEHEHHMIO TMOMEWAT B IMa4ykKy H3 KapToHa s
noTpeOUTEeILCKOM Taphl MOATPYI XPOMOBBIH WM XpoM-3p3all. [1auky KapTOHHbBIE NOMELIAIOT B
SILIMK W3 KapToHa rogpupoBanHoro. Ha Mk HaKJIEHBAIOT STHKETKY M3 OymMaru STMKETOYHOH,

WJIA TTACUEH, WU CaAMOKIJICALLYHOCA 3THKETKY. prnnoaaﬂ YIakoBKa W TpaHCIIOpPTHas Tapa.

Yea0Bus XpaHeHHus

[1pu Temneparype He Brile 25 °C.

XpaHUTb B HEAOCTYIHOM IS 1eTed mecTe!

Cpok rogsocTu

2 rona. He TMPUMEHATDL 10 UCTCUCHHUH CPOKa IrOJHOCTH.

Ycii0BHs oTIycKa

OTrnyckaoT Mo peLenTy.

IIpousBoauTeab/Baajesen perucTpaluMoOHHOIO yI0CTOBEpPEHHs

000 «®apmKonuenty, Poccus

171261, Teepckas 06:1., KonakoBckuit paiioH, nrt PeakuHo, yi. 3aBojackas, 1. 16.

Opranusauvs, IPpHHUMAKOIIAS NIPETEeH3HH NOTpeOHTe ek

Ob6ocobnennoe noapasaenenne OO0 «DapmKonuenr», Poccus
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117105, r. Mockea, Bapuasckoe mocce, a. 1, etp. 1-2, kom. 73, 74

KonrakrHas undpopmanus:
ten./akc: +7 (495) 269-50-97

[IpeacraBurens

000 «®apmKoHuenT» E.B. Kymap




