MUHUCTEPCTBO 3/IPABOOXPAHEHU S POCCHUICKO ®EJIEPALIMIA

HUHCTPYKIIUA
O MEJULIMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOI'O
ITPEITAPATA

HOUHAKAJIBHUET KAHOH

Perucrpannonnsiii Homep: JII1-007688

ToproBoe HanmenoBanue npenapara: [{unakansuer Kanon
Me:KayHApOIHOE HENATEHTOBAHHOE WJIH IPYIIITHP oe Hau
[MHAKAJIBIET

JlexkapcTBeHHast popma: TaONETKH, HOKPHITHIE TTIEHOYHON 0007109KOM
Cocras

1 TabneTKa, MOKPBITAS IIICHOYHOH 0001104K0#t, 30 MI COTEPXKUT:
deticmgylowee ewjecmeo: IMHAKableTa THApoxiopua 33,06 Mr, B mepecuere
Ha nuHakaneiet 30,00 mr;

6cnomozamenvHole Gewecmed. Kpaxman KyKypy3HbIi TpeKelIaTHHU3UPOBaH-
sl 12,00 Mr, kpemHus TrokeH 1 Koyutonauslit 0,90 Mr, KpocrioBHI0H 7,62 Mr,
marnus creapar 0,90 mr, moBumon K-30 3,70 mr, mesmnrono3a MUKpOKpHCTaII-
mmaeckas (tum 101) 121,82 mr;

naénounas obonouka: Onazapait 03F190003 npo3paunsiii 2,70 MT, B TOM YHcIe:
THIIPOMEII03a (THAPOKCUIIPONIIIMETHIIIIEITIoN03a) 2,16 Mr, Makporosn (Iojm-
stuiaeHnmKoib) 0,54 mr, BuBakoar PM-7P-182 3enensrit 7,30 Mr, B TOM umcie:
THIIPOMEIIo3a (THAPOKCUIIPONMIMETHIIIeIuTono3a) 3,6500 wMr, rumposiosa
(ruapoxcunpormiemntonosa) 0,3650 Mr, Makporon (TOJIMITHICHITINKOIb)
0,3650 mr, Tanbk 0,5475 mr, Tutana auokena 2,1710 Mr, KpacuTenb XUHOIH-
HOBBIIT xenThiid 0,1752 Mr, kpacuTens kenesa okeup kentbiid 0,0241 mr, kpa-
cHTeNb OpUIIIMAHTOBBIHN romy6oit 0,0022 mr.

Onucanue

TabneTkn Kpyrible ABOSIKOBBIMYKIIBIC, MOKPHITHIC IUICHOYHOH 000IOUKOi 3e-
neHoro nsera. Ha momepednoM paspese — mouTn 0enoro usera.
dapmakoTepaneBTHYECKas IPyImna:

AHTHIIAPATHPEOHTHOE CPEACTBO

Kox ATX: HO5BXO01

HHE:

®APMAKOJIOTUMYECKOE JIENCTBUE

DapMaKoIMHAMHKA

Mexanusm oeiicmeusn

Kanpmii-4yBCTBUTEIBHBIC PELEITOPBI, HAXOISAIINECS Ha IOBEPXHOCTH ITIaB-
HBIX KJICTOK ITapaIlHTOBU/IHOM JKENe3bl, SIBISIOTCS OCHOBHBIMH PETYIISATOPAMHU
cekpennn naparupeoniHoro ropmona (I1TI). Linnakanbier o6naaeT KaabIy-
MHMETHYECKUM JCHCTBHEM, HEMOCPEACTBEHHO CHIIKAIOMIMM KOHIICHTPAIIMIO
IITI, moBblmasi 4yBCTBUTEIBHOCTh AAQHHOTO PELENTOPA K BHEKICTOYHOMY
Kanpuuto. CHwkenune xoHuentpaunu IITIT conmpoBoxaaeTcsi CHIKEHHEM CO-
JIepKaHMs KaJbIHUs B CBIBOPOTKE KPOBH.

Cumxenne konuenTpaimu I1TT koppenupyer ¢ KoHIeHTpalei HHAKaIbIeTa.
Tlocne mocTmkeHUst paBHOBECHOTO COCTOSTHUSI KOHIIEHTPAIMS KaJbIHs B ChI-
BOPOTKE OCTACTCS HA TIOCTOSIHHOM YPOBHE B TEYEHHE BCETO MHTEPBAIA MEXKILY
MpUEeMaMH TIpernapara.

Bmopuunbiii cunepnapamupeos

Bspocnvie nayuenmul

Tpu KIMHUYECKHX HCCIEAO0BAHUS TPOAODKHTEIBHOCTBIO IIECTh MECSIEB
(1BOJHBIE crierible, MIane00-KOHTPOIUPYEMbIe) BKIIIOUAIH TTAIIUEHTOB C Tep-
MHUHAQJIBHOMN CTaMel OYeuHOH HEeJ0CTATOYHOCTH, HAXOMSIIMXCS Ha JUAITH3E,
C HEKOHTpoIMpyemoii popmoit Bropuunoro runepnaparupeosa (1136 nmanuen-
ToB). JleMorpaduueckie 1 HCXOIHbIC XapaKTePUCTHKH ObLITN THITMYHBIME JUTS
TIOMYJIALMU TIAIIMEHTOB €O BTOPUYHBIM rureprnaparupeozom (I'TIT), naxons-
mmxcs Ha auanuse. CpeHue HadalbHbIe TOKA3aTeIn KOHIIEHTPAIMH WHTAKT-
Horo naparupeonHoro ropmona (ul1TT) B Tpex KIMHHUECKHX HCCIET0BAHUIX
cocrapysmy 733 u 683 nir/ma (77,8 n 72,4 mMone/1) B TPyNIaX MHAKAIbIETA
M manebo, COOTBETCTBEHHO, 66% MAIMEeHTOB MPUHUMAIN BUTaMUH D mepen
BKJIIOUEHHEM B MccieioBanue, U >90% NpUHUMAIHN JIEKapCTBEHHBIE TIpera-
patsl, cs3biBatornie Gpocdarel. Y MAlMEHTOB, MPHHAMAOIINX [[MHAKAIBIIET,
O0TMEUaJIOCh 3HauUnTeNbHOE cHIkeHne yposHs ullTT, xaneums u dgocdopa B
CBIBOPOTKE, KanbIuii-pocoproro nponssenenus (Ca x P) nmo cpaBrenuio ¢
MalMEeHTaM1 B TPYIIe Mianedo, KOTopbIe MOTyyald CTaHIapPTHYIO TEpParmio,
M Pe3yIbTaThl OBUTH COMTOCTABHMBI BO BCEX TPEX HCCIET0BaHMX. B kaxiom u3
9TUX WCCIICIOBAHMUI TIePBUYHAS KOHEYHAsI TOYKA (OIS MALMEHTOB C YPOBHEM
ullTI" <250 nr/ma (<26,5 nmonb/n)) Obuta nocturnyra 'y 41%, 46% n 35%
MAIMEHTOB, TTOTYYAIOINX IMHAKAJIBIET, B cpaBHeHnH ¢ 4%, 7% n 6% narm-
€HTOB, Toiyvaommx rianedo. IIpumepro 60% manMeHTOB, MOTYYAIOIIMX
LIMHAKAJIBIET, AocTHINN cHIKenus ypoBHs UIITI >30%, u nannbli 3 ekt
Habmonancs o BceMy CrieKkTpy ucxonHsix yposHeit uIITI. Cpennee cHmxe-
HHUE ChIBOPOTOYHBIX ypoBHeil Ca x P, kanbims n docdopa cocrasmsno 14%,
7% u 8%, COOTBETCTBEHHO.

Cuamxenne yposHs HIITI" u Ca x P nognep:xuBanocs Ha mpoTsbkeHnn 12 mecs-
ueB Tepanuu. [{nnaxaneuer cumwkan yposenb HIITT, kanbims u pocdopa n Ca
x P, HezaBucumo ot HagansHOTO YpoBHS MlITI mm Ca x P, pexxuma nuanmza
(TepUTOHEANbHBIN ANATH3 110 CPABHEHHIO ¢ TEMOANAIN30M), TTPOAOIKHTENb-
HOCTH JIHAJIN3a, U OT TOTO, IPUMEHSUICS WM HET BUTaMuH D.

Cumxenne yposHs IITI' acconmmupoBanoch ¢ HE3HAYUTEIBHBIM CHIKCHHEM
YPOBHSI MapKepoB KOCTHOTO MeTabonu3Ma (crenuduyeckoil KOCTHOW Iie-
nouHo (ocdaraspl, N-TenonenTuaoB, 0OHOBICHHST KOCTHOW TKaHU M KOCT-
Horo (ubpo3za). IIpu npoBeaeHNN PEeTPOCHEKTUBHOTO aHAIHM3a MyJla JaHHBIX,
CcOOpaHHBIX MO UTOraM 6 M 12-MeCSYHBIX KIMHHYECKHX HMCCIEHAOBAHUM, C
nomoniblo Metona Karmana-Meifepa, moka3aTesly KOCTHBIX IIEPEIOMOB H
MapaTUPEONIPKTOMIN ObUTH HIJKE B TPYIINIE I[MHAKAIBIIETA 110 CPABHEHUIO C
KOHTPOJIBHO# TPYIITION.

TIpenBapurenbHble MCCISIOBAHNS B OTHOLICHMH MAIlUEHTOB, CTPAIAIOIIHX
XpoHHYecKoit Oone3nbto nouek (XBI1) u BTopHYHBIM rHIEpIIapaTupeo3oM, He
HAXOJAIINXCS HA JANAJIN3e, yKa3bIBAIOT HA TO, YTO IIMHAKAIBLET CHUKAI YPO-
BeHb 1T TOYHO Takke, KaK y MAMEHTOB C AWArHO30M TEPMHHAIBHON CTa-
Jn noyedHoit HeocrarouHoct (TCITH) 1 BTopuuHBIM runepnapaTupeo3oM,
HaXOAAIMXcs Ha auann3e. OAHAKO JUIS MAIMEHTOB B MPEIHAIN3HON CTaIuN
TOYEYHON HEJOCTATOYHOCTH He OBUIM YCTAHOBJIEHBI (P deKTuBHOCTH, 6€30-
MACHOCTh, ONTUMAJIbHBIE TO3UPOBKHU U LIEIH Tepanuu. JJaHHbIe HCCIST0BAHUS
TOKa3aju, uTo y maruenToB ¢ XbII, He HAXOAAIIMXCS HA AWMATN3E H MOIyda-
FOIIMX [MHAKAIBLET, CYIIECTBYET GOMBIINI PUCK PA3BUTHS THIOKATBLIMEMHHI
10 CPaBHEHHIO C HAXOSIIMMHCS Ha AMAIM3€ MAIMEHTaMH C TePMHHAIbHOI
CTaJMeil MOYeYHOI HEO0CTATOYHOCTH, MOTYYAIONMMH IHHAKAIIBIIET, YTO MO-
KeT ObITh 00yCIIOBIeHO OoJiee HU3KOH HavaabHON KOHIIEHTpAlnel Kanbius u/
WJIM OCTATOYHOH (DYHKIHEH TTOYeK.

Hccnenoarne EVOLVE  (Evaluation Of Cinacalcet Therapy to Lower
Cardiovascular Events - oreHKka Tepanmuu IMHAKAIBLETOM I CHIKEHUS
YACTOTHI CEPJCUHO-COCYANUCTBIX COOBITHIT) MPEICTABIIO COOOH PaHIOMHU3H-
POBAaHHOE JABOWHOE CIIETIOE KIMHUYECKOE MCCIIEI0BAHNE, OL[CHUBAIOIIEE CHU-
JKEHHE pHCKa 00IIel CMEPTHOCTH M CEPACYHO-COCYIUCTBIX OCIOKHEHUH MPH
MPUMEHEHNH IIMHAKAIIbIIETa THPOXJIOPU/IA 110 CpaBHEHHIO ¢ ruianebo y 3883
nanuentoB ¢ BropuunbiM ['TIT u XBII, Haxonsaumxcs Ha ananuse. Mcenemo-
BaHUE HE JOCTHIVIO IEPBUYHOM IIEJH - TPOJEMOHCTPUPOBATH CHIDKEHNE PHCKA
o011el CMEPTHOCTH MIIH CEPICYHO-COCYTUCTBIX COOBITHH, BKIIOYast HHMAPKT
MHOKap/a, TOCTIUTAIN3AIHIO [0 MOBOY HECTAOMIBHON CTEHOKAPANH, Ceped-
HYIO HEZIOCTaTOYHOCTD WK 3a0oneBanuii nepudpepuueckux cocyaos (OP 0,93;
95% JAU: 0,85, 1,02; p=0,112). [Tocne monpaBku Ha HCXOHBIE XapAKTEPUCTH-
KM BO BTOpHYHOM aHaim3e, OP j1s nepBuuHON KOMOMHHUPOBAHHON KOHEYHOI
Touku coctasmio 0,88; 95% J11: 0,79, 0,97.

Kapyunoma napawumosuonuix dicenes u nepeudHblil 2unepnapamupeos

B onHOM mccnenoBanun 46 B3pocCibIX MAUeHToOB (29 — ¢ KapIMHOMOIT ma-
paImUTOBHIHBIX kene3, U 17 — ¢ nepBuunbiM [TIT u Tsokenol runepkab-
LMEMHEH, Y KOTOPBIX MapaTHPEONIIKTOMUS HE Jajia pe3yibTaToB Win Obuia
TPOTHBOMOKA3aHa) TOMyYaln IMHAKAJBIIET JI0 3 11eT (B cpenHeM — 328 mHeit
JUISL TIALIMEHTOB C KapIIMHOMOH TapaluTOBUAHBIX Jkene3, u 347 nHeit — st
narpenTos ¢ nepsuynbM I'TIT). LinHakamsner npuMeHscs B go3ax oT 30
Mr (2 pasa B cyTkn) 10 90 mr (4 pasa B cyTkn). IlepBnuHOii KOHEUHOH TO4-
KO B JaHHOM HCCIICJIOBAHHH SIBISUIOCH CHI)KCHHE KOHIICHTPALMH KBS B
CBIBOPOTKE KpoBH> 1 Mr/mn (> 0,25 MMonb/m). ¥V ManMeHToB ¢ KapIMHOMOMH
MapaIMTOBUAHBIX XKeJIe3 CPEIHSSI KOHIEHTPALMS KAIbLHS B CHIBOPOTKE KPO-
BH CHIKanach ¢ 14,1 mr/mr o 12,4 mr/mn (¢ 3,5 mmons/a 1o 3,1 mmoins/i),
B TO BPEMs KaK y HMauueHToB ¢ mepBHYHBIM [TIT KOHIEHTpAUus Kaiblus B
CBIBOPOTKE KpOBHU CHIDKaiach ¢ 12,7 mr/ma o 10,4 mr/an (¢ 3,2 Mmons/n 10
2,6 mmonw/m). V 18 u3 29 naumenToB (62%) ¢ KapuMHOMOI apainTOBUIHBIX
xenes u 15 u3 17 narmentos (88%) ¢ nepsuunevM ['TIT nocturayTo cHIKeHHE
KOHIIGHTPAIIMK KAJIBIMA B CBIBOPOTKE KpoBH> 1 Mr/mi (> 0,25 Mmoib/i).

B mnane6o-koHTponMpyeMoe MCCiIe0BaHNEe MPOJOKUTENBHOCTBIO 28 He-
Jenb OBIIO BKITIOYEHO 67 B3pOCIBIX ManueHToB ¢ nepsudnabiM I'TIT, koTopsie
COOTBETCTBOBAIN KPUTEPUSM JUISl TIPOBEJICHHUS MAPATHPEOUIIKTOMUHI Ha OC-
HOBaHWUH CKOPPEKTUPOBAHHOW OOIIEi KOHICHTPALMH KAJIbLHS B CHIBOPOTKE
kpoBu >11,3 mr/mn (2,82 mmonb/i), Ho <12,5 mr/m (3,12 MMOIIB/IT), KOTOPBIM,
OJIHAKO, TAHHOE BMEIIATENIbCTBO HE OBbUIO BhIMONHEHO. HavanbHas 1o3a 1uHa-
KasnblieTa coctapnsiaa 30 Mr 2 paza B CyTKH U €€ THTPOBAJIN Il HOAIEP/KaHNS
HOPMAJIBHOTO JIMANa30Ha CKOPPEKTHPOBAHHOW OOIIeH KOHIEHTPALUM Kajb-
[Hsl B CBIBOPOTKE KPOBH. 3HAYMTEIBHOE YHCIIO IMAMEHTOB, NPUHMMAIOLINX
LIMHAKAJIBIET, JOCTHIVIN OOIIYI0 KOHIIEHTPALMIO KaJbIHs B CBIBOPOTKE KPOBH
<10,3 mr/mn (2,57 MMOIB/1T) M CHWKEHHE O0IIeH KOHLEHTPAILMN KalbLUS B
CBIBOPOTKE KpoBH Ha >1 M/t (0,25 MMOIB/IT) IO CPaBHEHHMIO C MAIIMEHTAMH,
npuHuMarommu miane6o (75,8% mno cpaBuenuio ¢ 0% n 84,8% 1o cpaBHe-
HUIO ¢ 5,9% COOTBETCTBEHHO).

DapMaKOKHHETHYECKHE CBOHCTBA

Bcacvisanue

TTocne mepopanbHOTrO MpHeMa, MaKCUMaJIbHAsE KOHIEHTPALHS IIMHAKAJIbIETa
B IJIa3M€ KPOBHU JIOCTHTAETCs TIPUMEPHO depe3 2-6 gacoB. AGcomoTHas 61o-
JIOCTYITHOCTh LIMHAKAJIBIIETA MPH NMPUEME HATOIIAK, YCTAaHOBJIECHHAs HA OCHO-
BAaHWM CPABHEHHS PE3Y/IbTATOB PA3IMYHBIX MCCIIEOBAHHUMN, COCTABISIIA TIPH-
mepHo 20-25%. Ilpu mpueme mpenapara BMECTE ¢ MUIIEH, OMOTOCTYITHOCTh
LIMHAKaJIbIeTa yBenuanBaeTcs mpuMepHo Ha 50-80%. [TonoGHOe noBbIIeHne
KOHIIGHTPAIIMK IIMHAKAJIBIIETA B IUIA3Me KPOBH HAOIIOAAIOCH HE3aBUCHMO OT
COZIep)KaHUSI )KUPA B ITHIILE.

Ipu nosuposkax ceimre 200 Mr HabIFOIAETCA HACBIIIEHNE abcOpOINHM, BEPO-
STHO, BCJIGJICTBHE TUIOXOH PACTBOPHMOCTH.

Pacnpeoenenue

OtmeuaeTcst BeICOKnii 00beM pacnpenernenus (mpuonusutensio 1000 sutpos),
YTO YKa3bIBaeT Ha HIMPOKOE pactpeseneHne B TKauax. LInHakambLer npumep-
HO Ha 97% cBA3BIBAETCS ¢ OENKaMM ITa3MBl M PACTIpeIeNsIeTcss B MUHUMAIb-
HOM KOJIMYECTBE B PUTPOLIHTAX.

Tlocne BcachiBaHMsI CHIKEHHE KOHLCHTPALMK IIMHAKAIbLETA TIPOMCXOAUT B
JIBa HTarna ¢ NepBOHAYAIBLHBIM MEPHOIOM TIOTYBBIBEICHHS TPUMEPHO 6 4acoB
M OKOHYATENBHBIM IEePUOJIOM mnoyBbiBeaieHns oT 30 1o 40 yaco. PaBHOBec-
HOE COCTOSIHME KOHIIEHTPAIMH IMHAKAJIBIIETA JOCTUIAeTCsl B TeUeHue 7 JTHeit
¢ MUHHMAaIbHON KyMmyiusiireid. PapMaKOKHHETHYSCKHE MapaMeTphl INHAKAIb-
1leTa He U3MEHSIOTCS CO BPEMEHEM.

Memabonuszm

Iunaxanpuer MeTabonu3upyeTcst TPyHmnol (EepMeHTOB, MPEHUMYIIECTBEHHO
CYP3A4 u CYP1A2 (pons CYP1A2 ne Obuta MoATBEp)KACHA KITMHHYECKIMHI
MetoziaMu). OCHOBHBIC IUPKYJIUPYIOLINE META0OIUTHI HEAKTUBHBI.

CoracHO JIaHHBIM MCCIEAOBAHUM in Vitro, IMHAKAIBIET SBISETCS MOLIHBIM
unrubutopom CYP2D6, onnako, mpu KOHIEHTPAIMSX, TOCTHIABIIMXCS B
KJIMHUYECKUX YCIOBHUSX, LMHAKAIBLIET HE MOJABISCT AaKTHBHOCTH APYTHX
¢depmentoB CYP, B Tom uncie CYP1A2, CYP2C8, CYP2C9, CYP2C19, u
CYP3A4, u taxoxe He sBaserca uagykropom CYP1A2, CYP2C19 u CYP3A4.
Buiseoenue

Tlocne BBemeHUs 370pOBBIM TOOPOBOJIBIIAM MEUEHOH pPaJHMOU30TOIHBIM Me-
TOJIOM 03Bl 75 M, IIMHAKAJIBLET TOABEPTasCs OBICTPOMY M 3HAYHTEIBHOMY
OKHCIIUTEIILHOMY METaboNM3My ¢ TOCIeayIomel Konblorauueil. BeiBenenne
PaaMOAKTHBHOCTH MPOUCXOIHIIO B OCHOBHOM ITyTEM BBIBEACHUS META0OIUTOB
nouxkamu. IIpumepro 80% BBOAMMOI 10361 OOHAPYKHMBATOCH B Mode U 15%
B KaJie.

Jlunetinocmuv/nenuneiiHocmo

VBenuueHue IIOMAaAN Moja KpuBoH «koHueHtpamus-Bpems» (AUC) u C,,,
LMHAKAJIBIETA TPOUCXOANT TPAKTUYESCKU JIMHEHHO B MAINa30He T03UPOBAHUS
30-180 Mr ofH pa3 B €Hb.

Dapmakoxkunemuueckue/papmaroounamuieckue 63aumooeticmeus

Bckope rmociie BBeIcHHs IHHAKabIeTa, ypoBeHb [T HauMHACT MOHMKATHCS
MPU 9TOM MAKCHMAIbHOE CHIKEHHE TTPOMCXOAUT MPUMEPHO depe3 2-6 4acoB
MoC/ie BBEICHMS, YTO COOTBETCTBYET MAKCHMAJIBHOW KOHIEHTDPALMM I[HHA-
kanbrera (C,,,). [Tocne 5Toro KoHIEHTpanys IMHAKAIBIETa HAYMHACT CHU-
skatbest, a ypoBeHb [1TIT moBeimaercs B TedyeHue 12 yacoB Mocie BBEACHUS
710361, 1 3ateM cynpeccus ITTI coxpaHseTcst MPUMEPHO HA OJHOM U TOM e
YPOBHE 710 KOHI[a CYTOYHOTO MHTEPBAIa MPH PEKMME J03UPOBAHNUS OJIMH a3
B aenb. Kowmentparust IITI B KIMHAYECKHX MCCIIEIOBAHMAX [IMHAKAIBIETA
M3MepsIach B KOHIIE MHTEPBAJIA J03UPOBAHMSL.

Toxcunvre

B (apmakoknHeTHKE IMHAKATIBIETA HE OTMEUCHO KIHHUYCCKH 3HAYNMBIX Pas-
JINYHHA, CBA3aHHBIX C BO3PACTOM OOJNBHBIX.

Iloueunas nedocmamourocmo

DapMakOKHHETHIECKHT TPOQHIb [HHAKANBIETA Y MAIHEHTOB C MOYEYHON
HEJIOCTATOYHOCTBIO JICTKOM, CPeiHeil M TSIKeION CTENeHH, U MalMeHTOB, Ha-
XOJIAIIMXCS HA TeMOJNANHN3e MM MEPUTOHEATBHOM AHAIN3e, COMOCTaBUM C
(hapMaKOKMHETHUECKUM TIPOQUIIEM 3J0POBBIX JJ0OPOBOJIBIIEB.

Ilevenounas nedocmamounocmo

ITevyeHo4Hast HEJOCTATOYHOCTD JICTKOM CTENEeHM TSHKECTH HE OKa3bIBaeT 3a-
METHOTO BIHSHHS Ha (papMaKOKHHETHKY HHHaKaibiera. I1o cpaBHEHHIO ¢
Tpymnmoii ¢ HopManeHOH (yHKIMEH medenu, cpexane nokasarean AUC mu-
HaKaJbIleTa ObLTH MPHMEPHO B J(BA Pa3a BBIIIE B IPYINIEC C YMEPEHHBIMH Ha-
pyureHuAMA QYHKIMH EYCHH, W TIPUMEPHO B 4 pa3a BBIMIC IPU IEICHOTHON
HEJIOCTATOYHOCTH TSDKeIOi crenenn. CpetHuil eproy Moy BbIBEACHHS IIHHA-
KaJIbleTa y MAIHeHTOB C yMEPEHHO# 1 TSIKEIIOi CTENEeHBIO MeYeHOYHOM Hes0-
CTAaTOYHOCTH, yBEIMYMBACTCS coOoTBETCTBEHHO Ha 33% 1 70%. Ileuenounas
HEJIOCTATOYHOCTh HE BIIMSCT HA CTEICHb CBSI3BIBAHMS [IMHAKANIBIETA C OesTKa-
mu. TTockombKy moa6op 103 MPOBOANTCS HA OCHOBAHMHM TapamMeTpoB dddek-
THBHOCTH M 6€301TaCHOCTH, JUISl IAIUEHTOB C IEYCHOYHOI HE0CTATOYHOCTBIO
He TpeQyeTcs: MPOBOUTH AOTOMHHTENBHYIO KOPPEKIHIO T03bI (CM. pasziess
«Crioco0 npumMeHeHHs 1 103b1» U «Oco0bIe yKazaHUsD).

Ilon

KimpeHe npHaKaibiera MOXKeT ObITh HIDKE y XKEHIIHH, YeM y MyxkdnH. ITo-
CKOJIBKY TOA00p 7103 MPOBOAUTCS MHANBHIYaIbHO, HE TPEOyeTCs POBOAUTH
JIOTIOJTHUTENBHYIO KOPPEKIMIO 103bI B 3aBHCHMOCTH OT I10J1a TTAI[MEHTA.

Jlemu

dapmMaKkOKMHETHKY IMHAKaIbIeTa n3ydanu y 12 nereii (6-17 net) ¢ XBII, Haxo-
JUILIIXCS HA THAITH3E, TTOCIIe OZIHOKPATHOTO MepopaibHOro mpueMa 15 mr. Cpen-
nue 3Hauennst AUC u C,,, (23,5 (nuanason ot 7,22 o 77,2) arxyac/mn u 7,26
(mmanazon ot 1,80 no 17,4) Hr/mi1, COOTBETCTBEHHO) HAXOAMIIMCH B TIpeJIeax
npubmsurensHo 30% cpennux 3Hauennii AUC u C,,,, HaOmIoaBmmxcs B 01~
HOM HCCTIE/IOBaHUHN y 3J0POBBIX B3POCIIBIX J0OPOBOIBIIEB MOCIIE OTHOKPATHO-
T0 nepopansHoro npruema 30 Mr npenapara (33,6 (qmamason ot 4,75 10 66,9)
Hrxyac/mi u 5,42 (qanason ot 1,41 no 12,7) ur/mi, cootBeTcTBeHHO). BBHTY
OrpaHHYCHHBIX JAHHBIX Y ICTEH, He HCKITI0YaeTCs TOTEHIIHAIBHO Gosiee BbIpa-
JKEHHAs! YKCIIO3HIMS OIPEJICICHHON 103bl IIMHAKAIBIETA Y JCTeH MIIa/mero
BO3pACTa, C MEHbIIEH Maccoil Tena, 0 CPABHEHHMIO C JE€TBMH CTapIIEr0 BO3-
pacTa, UMEIOIUMHU OOIbIIyI0 Maccy Tesna. PapMaKOKHHETHKA TTOBTOPHEIX 7103
y JeTeil He U3yJasach.

Kypenue

KimpeHe nuHaKasbleTa Bblllie y KyPHIIBIINKOB, YeM y HeKypsumx. ITo Beeit
BHAMMOCTH, 9TO OOYCIIOBICHO MHIyKIHEH MeTabomm3ma, MpOXOISIIEro mpu
yuactin CYP1A2. Ecnu manueHT npekpaiaeT Wik HaYnHaeT KypHTb BO Bpe-
Msl TepariH, KOHIEHTPAIMs [MHAKAIBIETA B IUTa3ME MOKET H3MEHHTBCS U
MOXET MOTPeOOBATHCS KOPPEKIIHS JI03BI.

JlokauHHYecKHe Heesle0BaHusl 0e30I1aCHOCTH

LlMHaKambIET HEe OKa3bIBAJl TEPATOTEHHOTO (P deKTa y KPOINKOB TIPH HCHONb-
30BaHMH B J103aX, cooTBeTcTBOBaBIINX 0,4% (13 pacyera 3HaueHnit AUC) mak-
CHMAJIBHOM JI03BI TIperapata MpH NPUMEHEHHH Y YeNOBeKa MPH BTOPUYHOM
I'TIT (180 mr/cytku). Ilpemapar He MpOSBISAT TE€PATOreHHOH AKTUBHOCTH Yy
KpBIC B JI03aX, IpeBbImaronux B 4,4 pasa (3 pacuyera 3HaueHnit AUC) mak-
CHMAaJIBHYIO JI03y TIperapara Mpu NPUMEHEHHH Yy YeNOBeKa MPH BTOPUIHOM
I'TIT. Ipenapar He OKa3bIBaa BANSAHHA Ha GEPTUIBHOCTD CAMIIOB U CAMOK TTPH
SKCTIO3HIMH B JI03aX 70 4 pa3, MPEBBINIAIONINX 103y Mperapara y 4enoBeka
180 Mr/cyTkn (3HaueHust 6€30MACHOTO JHana3oHa B HEOONBIIOH MOMYISINI
MAIMEHTOB, MOTyYaBIINX NIPENapaT B MAKCHMAaIbHON KIMHUYECKOH 03¢ 360
MI/CYTKH, COCTAaBUIN OBl MPUOIH3UTENBHO IOJIOBHHY INPHBEACHHBIX BBINIE
3HAYEHHH).

V GepeMeHHBIX KPBIC PErHCTPHPOBAIOCH HE3HAYNTEIBHOE CHIDKCHHE MAcChl
Tena M MoTPeOIeH s MM TPH MCTIOIB30BAHMM MPENApara B MAaKCHMAaIbHOM
J03e. CHIKEHHE MAcChl TeJa IUI0JI0B TAaKKe OTMEYAIOCh TIPH HCTIONb30BaHHN
Hpenapara y caMoK B JI03aX, BBI3BIBABIINX TSUKEITYIO THIIOKAIBIHEMHUIO. Bpiio
MOKa3aHo, YTO IMHAKAIBIET MPOHUKAJ Yepe3 IUIAleHTapHbIi Gapbep y Kpo-
JINKOB.

He Gb110 BBISIBICHO HH T€HOTOKCHYECKOTO, HH KaHIEPOTEHHOTO MOTEHIHAIA
HuHaKanbieTa. [10 JaHHBIM TOKCHKOJIOTHYECKHX HCCIeaoBaHmi Oe3omac-
HBI AMANa30H SBISETCS JOCTATOYHO Y3KUM, MOCKOIBKY B 9KCIIEPUMEHTAX
Ha JKMBOTHBIX OrPaHHYHBAIONINM 103y (pakTOpoM Obla THIOKATbLHEMUS.
Pa3BuTHE KaTapakThl U IIOMYTHEHHE XPyCTalnKa HAaOIIOAANHCh PH MPOBE-
JICHHH TOKCHKOJIOTHYECKUX M KAHI[EPOTCHHBIX HCCICAOBAHMI HA TPBI3yHAX
C MHOTOKPATHBIM BBeACHHEM 103. OJIHAKO TaKue sIBICHHS He HAOIIONAINCh
B OKCNIEPUMEHTAX Ha co0aKax miM o0e3bsHAX, WIH B XOAC KIMHHYECKHUX
MCCIIC/I0OBAHHIA, TI¢ MPOBOAMICS MOHHTOPHUHT B OTHOIICHHH OOpa3oBaHHs
KarapakTel. M3BeCTHO, 4TO y IPHI3YHOB KaTapakTa MOXKET BO3HHKATh KAk
CIIC/ICTBUE THITOKATBIIHEMHUH.

B nccnenoBanusx in vitro 3Hadenns 1C50 11a TpaHCTopTepa CEpOTOHMHA M
Kyrp KaHaoB 6buti B 7 1 12 pa3 BbIIIe, COOTBETCTBEHHO, MO CPABHEHHIO CO
snadenneM ECs, u1st KalbIuii- 4yBCTBUTEIBHOTO PELENTOPA B TEX JKE YCIOBH-
X oKcrepuMenTa. KinmHndeckast 3Ha9MMOCTB 3TOr0 (heHOMEHaA HE M3BECTHA,
OJ{HAKO TOTEHI[HAJIBHAS CIOCOOHOCTD IMHAKAIIBIETA BO3ACHCTBOBATE HA dTH
JIOTIOJTHUTE/BHBIE MUIICHN HE MOKET OBITh IIOJHOCTBIO HCKITFOUCHA.

MOKA3AHMUS K NIPUMEHEHHUIO
Bmopuunuiii zunepnapamupeos
Bspocnvie nayuenmei
Jleyenne BroprdHoro runepnaparupeosa (I'TIT) y B3pocbIX maiueHToB ¢ Tep-
MHUHAJIBHOU cTaaue modeuHoit Hegoctatounoctu (TCITH), naxomsamuxces Ha
JIHAIIN3E.
[{unakanbuer KaHOH MOJKET Takke Ha3HAUAThCSl B COCTaBE KOMOMHUPOBAHHOM
Tepariu, BKII0YAroLIeil mpenaparsl, cBs3biBatomye Gocdarsl, 1/ BUTAMUH
D cootBeTcTBEeHHO (CM. pazzien «PapMakoIMHAMHUKA ).
Kapy ipawy OHBIX Jicele3 U NepeuUHbLI 2UNepnapamupeos y
83pocbix
CHIKEHNE BBIPAKEHHOCTH TMIEPKAIBIIMEMHN Y B3POCIIBIX TTAIIMEHTOB C:
* KapIUHOMOI MapalMTOBUAHBIX KEJe3.
 nepsuuHbiM ['TIT, mpu KOTOPOM MOKa3aHa MapaTUPEOUAIKTOMHUS MO pe-
3y/bTaTaM OIEHKH KOHIIEHTPAIIMH KaJIBIUS B CBIBOPOTKE KPOBH (COTIACHO
COOTBETCTBYIOIIMM PEKOMEH/IAIINAM 10 JISYEHHIO), HO €€ BBITIONHEHNE HE
OIPaBIaHO KIMHUYECKH HIIM TIPOTHBOTIOKA3aHO.

MMPOTUBOIIOKA3AHUS

[ToBbInIeHHAsT YyBCTBUTENBHOCTD K aKTHBHOMY KOMITOHEHTY HJIM JIFOOBIM JIpY-
THM KOMITOHEHTaM Tpernapara, IepedrclIieHHbIM B pasaerne «CocTaBy.
Iumokanbiemus (cM. pasaensl «Crnoco0 mpuMeHeHust 1 103b» 1 «Ocobbie
YKa3aHUs»).

NPUMEHEHHME ITPU BEPEMEHHOCTH U B ITEPUOJ I'PYTHOI'O
BCKAPMJIMBAHUSL

Bepemennocmo

Krnuanueckue JAHHBIC O IPUMCHCHHUH ITUHAKAJIBIIETA TIPHA 6CpCMCHHOCTI/I oT-
CYTCTBYIOT. B OKCHEPUMEHTAX Ha JXUBOTHBIX HE OBLIO BBISIBIIEHO TPAMOTO OT-
PpHULATEIBHOTO BO3}ICﬁCTBH${ Ha X01 6ep€MCHHOCTPI, POAOB MITH MOCTHATAJIBHOC
pa3BUTHE. He 6110 TakKe BBISIBICHO HI 3M6PI’IOTOKCI/I‘ICCKO]"O, HHU TEPaTOTCH-
HOTO HCﬁCTBHﬂ B XO€ OKCIICPUMEHTOB HA 6ep€MCHHB]X CaMKax KpbIC M KPOJIH-
KOB, 3a MCKITIOUCHUEM CHMIKCHHA MACChI TC€JId IJIOAOB Yy KPBIC IIPH HCIIOIIB30-
BAHUN TOKCHYECKHUX /103 Yy 6CpCMCHHB]X CaMOK (CM. pasnen ((}IOKJ’”/IHH‘{CCK"C
nccnenoBanus Oe3omacHocTHy). IIpi GepeMEHHOCTH IMHAKAIBLET CIIeayeT
TIPUMCHATDH TOJIBKO B TEX CIIy4dasX, €CJIU MOTCHIHAJIbHASA I10JIb3a OIIPaBAbIBACT
MOTEHINAIBHBIH PUCK IS TTO/A.

I'pyonoe sckapmnusanue

210 HACTOAIICTO BPEMCHH HC M3Y4YCHA BO3MOXKHOCTD BBIBECICHHUA ITMHAKAJIBIIETA
C I'PYAHBIM MOJIOKOM. uHHaKaﬂBHCT BBIBOAUTCS C IPYAHBIM MOJIOKOM KOPMS-
IHUX KPBIC, TIPU 3TOM OTMEYACTCS BBICOKOC COOTHOIICHHE KOHLEHTPAIUH B
MOJIOKE K KOHIIEHTpAIK B T1a3me. ITocie TIaTebHOM OIleHKN COOTHOMICHHS
pHCK/HOJTB3a, CICAYET IPUHATH PEUICHUE O MPEKPAIICHUH TPYIHOTIO BCKapM-
JIMBAHUWS WA ITpUEMa ITWHAKAJIBIIETa.

Depmunvrocms

Krnuanueckue JIAHHBIC 11O BJIMUAHWKO [UHAKAJIBIIETA Ha d)CpTI/U'IBHOCTB OTCyT-
CTBYIOT. B OKCHEPUMEHTAX Ha JKUBOTHBIX, WM3MEHEHHI (l)epT]/lJ'lBHOCTH HE yCcTa-
HOBJICHO.

CITOCOBb NTPUMEHEHMUS U 103bI

Bmopuunuiii zunepnapamupeos

Bspocavie u nayuenmul nodcunozo eospacma (> 65 nem)

Pexomenayemasi HadanbHas 703a JUIS B3POCIBIX cocTaBisieT 30 Mr OMH pa3
B neHb. TutpoBanue 1036l npenapara [{nnakaneier Kanon ciemyer mpoBo-
JITH KaXKJIble 2-4 Helesn 10 MaKCUMalTbHOM 10361 180 Mr (0/11H pa3 B CyTKH),
TIPH KOTOPO# y MalMEeHTOB, HAXOISMIIMXCS HA ANATIN3e, TOCTUTACTCS LeeBast
xonuentpaius [1TI B quanazone 150-300 nr/mi (15,9-31,8 mmons/i), onpe-
JienseMast 0 ypOBHIO MHTAKTHOTO TapatupeoniHoro ropmona (ullTID). Ompe-
nenenne ypoBHs [ITI 1omkHO TPOBOAMTHCS HE paHblie, 4eM yepe3 12 qacos
nocne npuema mnpenapara [unakanener Kanon. CrnexyeT nmpuaepkuBaTbCst
COBPEMEHHBIX PEKOMEHIAINH.

Vposens IITT cnexyer onpenensats uepes 1-4 Hepenu nociie HavaIa Tepanuu
WM KOPPEKIMH 036l ipenapara [{unaxansuer Kanon. [Ipu npueme nomuiep-
JKMBAIOIIEH /10361, MOHUTOPHHT ypoBHs [1TI" 1o/mkeH mpoBOANTBCS PUMEPHO
1 pa3 B 1-3 mecsana. [{ns onpenenennst yposus [1TI" MokHO MCTONB30BaTh
coneprkanune uHTakTHOTO IITIT (MIITT) mimm Guomnraxtaoro IITI (6uIlTI);
Teparys IMHAKAIBIETOM He MeHsieT cooTHomenus Mexay ulITI u 6ullTI.
Koppexyus 003bl 6 3a8Ucumocmi. om KOHYEHMpayuu Kaibyus 6 cblGopomxe
Kposu

IMepen mpuemom mepBoit 10361 Npenapara lnnakaneiner Kanon meobxoqumo
yOSIUTBCS, YTO CKOPPEKTHPOBAHHAS KOHIEHTPAIMS KaJbIHsi B CBHIBOPOTKE
KPOBH HAXOJUTCS HA YPOBHE HIDKHEH TPaHUIBI AWANAa30HA HOPMAJIBHBIX 3Ha-
YeHMH WM Bble (cM. paszaen «OcoOble ykazaHus»). Junana3oH HOPMAIbHBIX
3HAYEHHUI KOHLIEHTPAIMU KAJIbIIUS MOJKET PA3INyaThcsi B 3aBUCUMOCTH OT Me-
TOJI0B, UCTIONIB3YEMBIX B JIOKAJIbHOI J1ab0paTopuy.

Bo Bpemst THTpOBaHHs J/103bI HEOOXOJMMO YaCTO TPOBOAUTH MOHHTOPHHT
YPOBHSI KaJIbIHsl B CBIBOPOTKE KPOBH, B TOM 4HCIIE uepe3 | Hemelo mocie Ha-
yaja Tepanuu Win KOppeKuuu 1o3bl npenapara Lunakamsuer Kanon. ITocne
JIOCTIKCHUS TOICPKUBAIONICH 103bI HEOOXOJMMa OIEHKA KOHIEHTPAILMU
KaJIBLIUS B CHIBOPOTKE KPOBM MpHOIM3HUTENBHO | pa3 B mecsu. [lpn chike-
HHUU CKOPPEKTHPOBAHHOM KOHILIEHTPAI[MU KAJIBLIUS B CBIBOPOTKE KPOBH HIKE
8,4 mr/mn (2,1 MMOMB/T) W/WAKM Pa3BUTHU KIMHUYECKHUX TPOSBICHUH THIIO-
KaJIBIIMEMHU PEKOMEHIYETCSl CIIeTYIONIee JIeUCHHE:

CKOppeKTHPOBAHHASI KOHIEHTPa- Pexomenganuu
UM KaJIbIHUA B CbIBOPOTKE KPOBH
WM HAJTHYHE KJIMHHYECKUX

npoxmeﬂuﬁ THIOKAJIbIHEMUH

<8,4 mr/mi (2,1 Mmmonb/m),

HO> 7,5 Mr/mu

(1,9 mMMmonb/i), WM Hanmu4due KIiH-
HHMYECKUX IPOSBICHUH TIUIOKaIb-
LUEMUH

Docdar-cBA3bIBAIOIINE TIPEHApaThl Ha
OCHOBE KallbLlMs, BUTAMHH D wn/mmm
KOPPEKIMs KOHLEHTPALUH KalblUs B
JIMATH3HOM PAcTBOPE MOTYT HpUMe-
HATBCS JUIsl TIOBBIIICHHS KOHIICHTPALIMH
KaJIbLHs B CBIBOPOTKE KPOBH, COIIACHO
PCILICHHIO JICYAIIIETo Bpaya.

<8,4 mr/mi (2,1 Mmmoutb/),

HO> 7,5 mr/an

(1,9 MMonB/11) MM CTOHKHE CUMIITO-
MBI THIIOKAJIBIMEMHH, HECMOTPs Ha
TMOIBITKM MOBBICHTE KOHIICHTPALIMIO
KaJIbI[Us B CHIBOPOTKE KPOBH

CHH3UTB J03UPOBKY HJIM OTMEHHTB IIpe-
napart Llunakansuer Kanon.




<7,5 mr/ma (1,9 MMomb/m) wian cToi-
KM€ CHMIITOMBI THUIOKAJIbIIHEMUH |
HEBO3MO)KHOCTb TTOBBILICHUS /103U~
poBKH BuTamuHa D

CrieftyeT mpekpaTHTh OpUeM Ipernapara
Iuuakansier KanoH 10 mocTimkeHus
KOHIIGHTPALMH KaJIbllHs B CHIBOPOTKE
kpoBu 8,0 mr/mn (2,0 mMmonb/n) w/nan
paspelieHns CUMITOMOB THIIOKAJIbIHe-
MuH. Bo3o6GHOBIICHHE Teparnuy npenapa-
ToM [{unakanbier Kanon npoussoaurcs
B 03¢, CHIDKCHHO! Ha OJIHY CTYTICHb.

Hemu

IIpenapar [{uHakaneier KaHoH He 1MOKa3aH Juls IPUMEHEHHS y JIeTel.
Ilepexoo c ymenkanvyemuoa Ha YUHAKANbYEM

Tlepexon ¢ STenKambleTHAa Ha IMHAKANBIET M COOTBETCTBYIOMIUN MEPUOL
BBIMBIBAHUS y NAI[MCHTOB HE HM3ydanu. Jledenue mpemnaparoM llmHakambrer
KaHOH y manueHToB, paHee MOJYYaBIIMX 3TENKAIbIETHI, MOXHO HAUMHATh
TONBKO IOCTIE NPOBEACHHS KaK MHHHMYM TpEX IIOCIECIOBATEIbHBIX CEAHCOB
reMOZIHANIN3a ¢ U3MEPEHHEM YPOBHS CHIBOPOTOYHOTO Kanbnus. Ilepen Ha3Ha-
yeHueM npenapara llnHaxanbier KaHoH HeOOXOIUMO YOSIUTHCS, YTO KOHIICH-
Tpalys CBIBOPOTOYHOTO KaJIbIUs HAXOMHUTCS B AMAlla30HE HOPMaIbHBIX 3HaUe-
HUi (M. paszensl «Ocobbie ykazanusi» u «IlobouHoe neicTBHe» ).

Kapuy, ipauy OHBIX Jicelie3 U NePeUYHbLIL 2UnepRapamupeo’
Bspocnvie u nayuenmoi noscunozo gospacma (> 65 iem)

PexoMeHryeMast HadanbHas 103a npemnapara LlnHakanbier KanoH s B3poc-
JBIX cocTapisier 30 MI, KpaTHOCTb IIpHEMa: 1Ba pa3a B CyTKH. THTpoBaHHe
1036l penapara [{uHakaneuer KaHoH clienyeT MpoBOANTh Kaxble 2-4 Heme-
JIH, yBEIUYMBAs O3y Iperapara ciIeayromuM oopasom: 30 Mr Ba pas3a B CyT-
ku, 60 Mr 1Ba pasa B cyTku, 90 Mr iBa paza B CyTKd U 90 MI' TpU WM YeThIpe
pasa B CyTKH 110 Mepe HeOOXOMMMOCTH [Tl CHIDKCHHS KOHIICHTPAIINH KaJIbIIHsL
B CBIBOPOTKE KPOBH JI0 BEPXHET0 IpeJieiia HOPMAJIBHOTO JHANa30Ha UIN HIKE.
MaxkcuManbHasl 71033, MPIMEHSBIIASCS B XOZ¢ KIMHHYECKUX UCCIEIOBAHUM,
cocrapisuia 90 Mr Ipu KpaTHOCTH IIpHeMa 4eThIpe pa3a B CyTKH. KoHIeHTpa-
IUIO KaJbIUs B CBIBOPOTKE KPOBH CIIEAYET OIPENEIATh yepe3 | Hememo mo-
clle HaJasla Tepaluy WIH KOPPeKIHH A03bI npenapara [luHakamsuer KaHoH.
C TOro MOMEHTA, KOIJIa yCTaHOBIICHA TIOICPKUBAFOIIAsl 1033, KOHIICHTPAIIHSL
CBHIBOPOTOYHOTO KaJIbIHS JOJDKHA ONPEIeIAThCs Kaxple 2-3 Mecsna. [Tocne
THTPOBAHUA /IO MAaKCUMAaJIbHOW O3Bl CIETyeT IPOBOIAUTH MEPUOANYCCKHI
MOHHUTOPHHI KOHIIGHTPAIIMH KaJbIUs B CBIBOPOTKE KPOBH. ECIIN KIMHHYECKH
3HAYMMOE CHIDKCHHE YPOBHS KaJbIUs B CBIBOPOTKE KPOBH HE JOCTUIAeTCA HA
Mo IepKUBAOIIei 103€, CIeqyeT PelIUTh BOIPOC O HPEKPAlIeHHU Tepartiu
npenaparoM Lunakansner KanoH (cM. pasgen «DapMakoIuHAMHUKa»).

Hemu

BesonacHocTh 1 53QGEKTHBHOCTD IMHAKAIbIIETA y JeTel Y JICIeHIN KapIH-
HOMBI TTapAIIUTOBUIHBIX JKeJIe3 U IIEPBUYHOTO THIIEpIapaTHpe03a He YCTaHOB-
nieHbl. COOTBETCTBYIOMIUE JAHHBIE OTCYTCTBYIOT.

Ileuenounan nedocmamounocms

VY HalueHTOB ¢ NEYCHOYHOH HENOCTAaTOYHOCTBIO HE TpPeOyeTcss KOPPEKIHsS
HadaiabHOMU 1036l IIpenmapar I{uHakansuer KaHoH clienxyer Ha3HAaYaTh C OCTO-
POXKHOCTBIO ITAIIHEHTaM C TI€4EHOYHON HeI0CTaTOYHOCTBIO CPEHeH U TshKe-
JI0i crenenei. HeobxoauMo TIaTeabHOE KIMHAYECKOe HAOMIOICHHE MalueH-
Ta B IEPHO IT0A00pa 036l (THTPOBAHNUS) U TP MPOJOIDKESHIN TEPATUH (CM.
pasnensl «Oco0ble yKazaHHs» U «DPapMaKOKHHETHKA).

Cnoco6 npumenenus

Jlns mpueMa BHYTPb.

TabneTku HEOOXOAUMO NMPHHUMATh IIEIMKOM, HE Pa3KeBbIBAs, HE Pa3TaMbIBas
W HE pa3ziessis uX.

Tpenapar [{unakansuer KaHoH pekoMeHTyeTCs IPUHAMATh BO BPEMS €Il HII
BCKOpE IOCJIe IPHeMa IIUIIY, TIOCKOIBKY B XOZIe UCCIIEIOBaHUI OBLIO MOKa3a-
HO, YTO OUMOIOCTYITHOCTh IIMHAKAIBIETA yBEINUHBACTCA IIPH IIPHEME IIperia-
para ¢ mmmieif (cM. paznen «PapMaKOKHHETHKA).

MOBOYHOE JIENCTBUE

Pesiome no npodunio 6esonacnocmu npenapama

Bmopuunblii eunepnapamupeos, Kapyunoma napauumosUuOHsix diceies u nep-
GUUHBILL 2UNEPRAPAMUPEO3

COIIacHO MMEIOIMMCS JaHHBIM Y IAIHCHTOB, MOIYYaBIINX [HHAKAIbICT B
1a1e60- KOHTPOIHPYEMBIX HCCICAOBAHHMSAX H HECPABHHTEIBHBIX HCCIIENO-
BaHMSIX, HAHOOJIEE PACTIPOCTPAHCHHBIMU HEXENIATCIbHBIMU PEAKLIUSIMHI ObLIH
TOIIHOTA ¥ PBOTA. Y GOJBIINHCTBA [ALHEHTOB TOUIHOTA M PBOTA OBLIH JIETKOH
WM CPeIHEH CTEIeHH TSUKECTH M HOCHIIH IPeXO/Isnii Xxapakrep. [Ipuanaamu
OTMEHBI TEPAINU BCIICACTBUE HEeXenaTeIbHbIX 9(Q(EKTOB ObLIN, TTTaBHBIM 00-
pa3soM, TOIIHOTA H PBOTA.

Tabauunvlii nepeyens HedcelamenbHbixX peakyutl

Jlasiee MEPEYHCICHBI HEXKENATebHbIC PEAaKIUN, KOTOpbIe M0 pe3ylabraTaM
aHaIM3a MPUYMHHO- CIICJCTBCHHOW CBSI3M HA OCHOBE YOCIHUTEIbHBIX JOKa-
3aTeNIbCTB OBUIM PACIEHEHBI KaK 110 MEHBIICH Mepe BO3MOXHO CBSI3aHHBIC C
Tepanueil UHAKAIBLETOM B I1a1e00-KOHTPOINPYEMBIX HCCIICAOBAHUSX H He-
CPaBHUTEIIBHBIX HUCCIIEIOBAHMAX: 04eHb 9acTo (> 1/10); wacto (ot > 1/100 no
< 1/10); meyacto (o1 > 1/1000 mo < 1/100); penko (ot > 1/10000 mo < 1/1000);
o4eHb peako (< 1/10000).

Yactora pasBUTHs HEKEIATENBHBIX PEAKIHil [0 JaHHBIM KOHTPOJIMUPYEMBIX
KITHHAYECKUX UCCIICAOBAHHIA M OIBITY IPHMEHEHHUS B Py THHHOM KIHHHYECKOH
MPaKTHKE:

Kuace cucrem opranos Yacrora HeixenarenbHasi peakuusi
MedDRA

HapymieHnst co cTOpOHbI Yacro® Peakunu runepuyBCTBUTEIb-

UMMYHHOI CHCTEMBI HOCTH

HapyuieHus co cTopoHbI Yacro Anopexcus,

oOMeHa BEIECTB M MUTaHUST CHIJKEHHUE anmeTnTa

Hapymenus co cTopoHs! Yacto CypnopoxHsle npumnajaxu’, ro-

HEPBHOM CHCTEMBbI JIOBOKPYKECHHUE, [apecTe3us,
TOJIOBHAs 6OIb

Hapywenust co croponsl cepaua | HenssectHo™ | Yxyamenne TteueHus cep-
JICYHON  HEIOCTaTOYHOCTH,
yanuHeHue uHtepBana QT u
JKENYJI0UKOBas apUTMHs Ha
(one runoxapreMun’

Hapymenust co croponsl cocynos | Yacto l'unorensus

Hapymenust co ctopoHs! jpixa- | Yacto Wnbekunss BepXHHX JbIXa-

TEJIbHOM CHCTEMBI, OPTaHOB TPyJi-
HOIT KIISTKH U CPEIOCTEHNUsI

TEIbHBIX r{yTeﬁ, JHUCITHOD,
Kamieiab

Hapyenus co cTOpoHBI Ouenp yacto | TomHora, pBoTa

KEITYNOUHO-KUUICTHOTO TPAKTA | yacrq Jucnencus, tuapest, 6011 B
JKHUBOTE, OOJIN B SMUTACTPUH,
3arop

Hapymenus co cToponsl koxu u | Yacto KoxHble BBICBITaHHS

MOIKOKHBIX TKaHEH

Hapymuienus co cTopoHbI Yacro Muanrusi, MpllIeYHbIE CIIa3-

CKeJIETHO-MBIIIEYHOH Mbl, 00JTb B CTIMHE

M COCJIMHHUTENLHOM TKaHH

Oomyue paccTpoicTBa Yacto Actenust

W HapyIICHHs B MECTE BBEJICHHS

JlaBoparopHbie Yacto Tunokanbiuemus’, rumnepka-

1 MHCTPYMEHTAJIbHBIE TaHHBIE JINEMUA, CHMKEHUE KOHIICH-

TpALMK TeCTOCTepoHa’

- em. pasnmen «Ocobble yka3aHuUs»

" - cM. paszen «OnucaHne OT/IENbHBIX HEKeJIaTeIbHBIX PeaKiiii»
Onucanue omo
Peaxyuu eunepuyscmeumensrocmu

Ipy npuMeHeHHH IIMHAKANbIIETa B PyTHHHON NPAKTHKE OBIIN BBISBIICHBI pe-
AKIUM TUMEPYyBCTBUTEIBHOCTH, BKITIOYAIOIINE AaHTHOHEBPOTHIECKUH OTEK U
KpanuBHHUILY. YacToTa pa3BUTHUS OTJAENBHBIX PEAKIUH, BKIIOYas aHTHOHEBPO-
THYECKUH OTEK M KPalMBHUILY, HE MOXKET OBITh OI[CHEHA HA OCHOBAaHUM HMe-
FOIMXCS TaHHBIX.

Tunomen3sus u/unu yxyouienue meueHnus cepoeuHoll HedoCmamo4HoCmu

YV maInueHToB ¢ CepAeYHOH HeI0CTaTOYHOCTHIO, IPHHUMABIIHX [TMHAKANBIET B
X071€ MOCTPErNCTPAIIMOHHOTO HAOMIONEHHS 32 6€30M1aCHOCTHIO, PETHCTPHPOBA-
JIACH OT/CNBbHBIC CTyYaH UIMOCHHKPA3HIECKON THITOTEH3HH W/WITH yXYAIICHHS
TEUEHHs CEPACYHON HETOCTATOYHOCTH; YaCTOTa PA3BUTHS JaHHBIX CIIyJaeB HE
MOJeT OBITh OIIEHEHa HAa OCHOBAHWH MMEIOIINXCS JAHHBIX.

Yonunenue unmepsana QT u dcenyoourkosvie apummui KaKk cieocmsue euno-
Kanbyuemu

Ipu npuMeHeHNHN [MHAKABIETA B PYTHHHOH NPAaKTHKE OBLIN BBIABICHBI CITy-
yau yanuHeHus uaTeppana QT u xeTy04KoBOM apUTMHH, BOSHUKIINE BCIIE-
CTBHE T'MIIOKAJIbIIMEMHH, OTHAKO YaCTOTA PA3BUTUS TAKHX HAPYLICHUH HE MO-
JKeT OBITh OLICHEHA HA OCHOBAHHHU HMEIONINXCS JaHHBIX (CM. pasaern «Ocolbie
YKa3aHUS»).

Hemu

IluHakansleTa THAPOXJIOPH HE TIOKa3aH K MPHMEHEHHUIO B MEANATPUYECKOM
MPAKTHUKE.

B xnMHHYECKOM HCCIEIOBaHUHU C YYaCTHEM NEeNAaTPUUECKHX TAIlIeHTOB OBLT
3apEernCTPUPOBAH JICTANbHBIN CIydail y MallMeHTa ¢ THKETON TMIOKajbIue-
MHEH.

HBIX HedI "Mrpeakuuﬂ

NEPEJIO3UPOBKA

J103b1, THTPOBaHHbIE 10 YPoBHs 110 300 MI O/jUH pa3 B A€Hb, HA3HAYAIN B3POC-
JIBIM TIAL[UEHTAM, HAXO/SIIMMCS Ha JNAIIH3e, IIPH TOM HEXCIaTeIbHBIX SIBIIC-
HHii HE 0TMEYANIOCh.

Tlepeo3upoBKa IMHAKATIBIETOM MOXET NPHBECTH K THIIOKAIbLUEeMHH. B
Ccllydae Mepejo3UPOBKH Y MAIMEHTOB CIICAyeT KOHTPOIMPOBATh KOHIEHTPa-
LI KaJIbIHs, UISI CBOCBPEMEHHOTO BBISBICHHS THIoKabiiemun. Cieayer
MPOBOJUTH CHMIITOMATHYECKYIO U MOACPKUBAIOILYIO Teparnuio. [1ockonbKy
CTETICHb CBSI3BIBAHMS [IMHAKAJIBIIETA C OCIKaMH BBICOKAsI, TEMOJIHAIIH3 TIPH TTe-
peno3upoBke He P PeKTUBEH.

B3AMMOJENCTBUE C JIPYTUMM JIEKAPCTBEHHBIMU CPEJI-
CTBAMH

Jlexapcmeennvie npenapamol, OOCMOBEPHO CHUIICAIOWJUE  KOHYEHMPAYUIO
Kanbyust 8 Cbl6OPOMKe KPOGU

OJHOBPEMEHHOE MPUMEHCHHE IMHAKAIBIETa ¢ APYTHMH JICKapCTBEHHBIMU
npenaparamMi, KOTOPbIC JOCTOBEPHO CHIKAIOT KOHIEHTPAILMIO KabIHs B
CBIBOPOTKE KPOBH, MOXCT MOBBICHTH PHCK PAa3BUTHS THIIOKAIBIMEMHN (CM.
pasaen «Ocobble ykazanus»). [TanueHTsl, momty4aromiue npenapar Liunakais-
et KaHoH, He JIO/DKHBI MOJTy4arh STeakanbueTns (cM. pasaen «Ocobbie yKa-
3aHH).

Brusinue opyaux 1ekapcmeennbix npenapamos Ha YuHaKaibyem
Iunakanpuer yactTuaHo Mertabomusupyercs nzopepmentom CYP3A4. On-
HOBpeMeHHbIH nprem 200 Mr KeTOKOHa30ia 1Ba pa3a B JeHb (MOIIHBIH HH-
ru6utop CYP3A4) npuBOIMI K NMOBBIICHUIO KOHIEHTPAIMU IIMHAKAJIbIETA
npuMepHo B 2 pa3a. MoxeT motpeGoBaThest KOPPEKIust 1036l rpenapara [{uma-
kasper KaHoH, eciu narmenT, nomy4daromuii npenapar Linnakansier Kaxow,
HAYMHACT WK MPEKPAIACT TePAITHIO MOIIHBIM HHIHOUTOPOM (HarnpuMmep, Ke-
TOKOHA30JI, HTPAKOHA30JI, TEITUTPOMHUIIMH, BOPUKOHA30II, PHTOHABHUP) HJIH HH-
JIYKTOPOM (Hampumep, pupaMiunmn) 3Toro GpepmeHra.

JlaHHbBIC, MOTyYEHHBIC MPU MPOBEACHUH SKCIICPHMEHTOB i1 Vilro yKa3biBa-
10T Ha TO, YTO IMHAKAJbIET YaCTUYHO MeTabommu3upyeTcs H30(hepMEeHTOM
CYP1A2. Kypenne crumynupyet aktuBHOCTh CYP1A2. Bbuto ormeueHo, uto
KIIMPEHC LIMHAKaNbIeTa Ha 36-38% BbIlIE y KYPHIBIINKOB, Y€M Y HEKYPSIINX.
O¢ddexr unrnduropoB CYP1A2 (nampumep, ¢iyBoKcamMuH, LIHIPOGIOK-
CalMH) Ha IJIa3MEHHBIC KOHIEHTPAINK I[MHAKAJIbIETa HEe H3ydancs. Moxer
moTpeGoBaThCst KOPPEKIMsI 03B, €CIIH BO BPeMs Teparuu mpenaparom [{umHa-
kaspier KaHOH MallMeHT HaYMHACT MM NPEKpaIaeT KypeHue, Nin HaYuHaeT
WM TIPEKpaIaeT OAHOBPEMEHHBIH MprueM MOIIHbIX HHrnouTopoB CYP1A2.
Kanvyus xapbonam

OJHOBPEMEHHOE NPHUMEHEHHE Kalublis KapOoHaTa (OJHOKpaTHas J03a
1500 Mr) He U3MeHsUT0 hapMaKOKMHETHKY IIHHAKAJIBIIETA.

Cegenamep

OnHOBpeMeHHOE IpUMeHeHHe ceenamepa (2400 Mr Tpu pasa B JIeHb) HE OKa-
3BIBAJIO BIIMSHHS Ha (hapMAaKOKMHETHKY IIHHAKAIBIIETA.

ITanmonpason

OnHOBpEMEHHOE PUMEHEHHE TTaHTonpasona (80 Mr ofuH pa3 B JIeHb) HE U3-
MEHSIO (papMaKOKWHETHKY IIMHAKAIIBIIETA.

Brusnue yunaxanvyema na opyaue 1ekapcmeentuvle npenapanbl
Jlexapcmeennvie npenapamol. memabonusupyowuecs uzogepmenmom P450
2D6 (CYP2DG6): lunakaneieT sBaseTcs MouHeiM uHrnoutopom CYP2D6.
MoxeT moTpeGoBaThCS KOPPEKIHs /103 OJHOBPEMEHHO MPHMEHSEMBIX Jie-
KapCTBEHHBIX CPEICTB, B OCOOCHHOCTH HCIOIB3YEMbIX B HHAMBHIYATbHOMN
TUTPYEMOM J103¢ U 00JIaJAlONINX y3KUM TEPareBTHYSCKIM HHJICKCOM, MPEeH-
MyIecTBeHHO MeTabonm3supyromuxcs CYP2D6 (manpumep, Griaexkanuna, npo-
na)eHOH, METOIPOIION, IC3UIPAMHH, HOPTPUNITHINH, KIOMUTIPAMHUH).
Hesunpamun

OnHOBpEMEHHBII pueM 10361 90 M IIMHAKaJbIETa OJIMH pa3 B IeHb ¢ 50 Mr
JIe3UNpPaMHHA, TPUIUKIMIECKOTO aHTUJICTIPECCAHTA, MPEUMYIIECTBEHHO Me-
Tabommsupyromerocs CYP2D6, 3HaunTeIEHO MOBHIIIAT YPOBEHB YKCIIO3UIIHN
nesunpamuHa (B 3,6 pasa) (90% nosepurenbHslit uaTepBan 3,0; 4,4) y narm-
€HTOB ¢ akTUBHBIM MeTabomu3mom CYP2D6.

Hexcmpomemopgan

MHOrOKpaTHbIi TpueM nMHaKaneieta B no3e 50 mr ysemmumBan AUC
niekcTpoMeropgana rmpu npreme B o3¢ 30 Mr (MeTaboIM3upyeMoro IpenmMy-
mectBeHHO CYP2D6), B 11 pa3 y 6sicTphix MeTabonusatopos CYP2D6.
Bappapun

MHOTOKpATHBIi IepOPaTBHBIIA MPHEM IHHAKAJIbIETa HEe BIMIT Ha (apMaKo-
KHHETHKY WM (hapMaKoIMHAMHUKY BapdapiHa (M3MepsuTich MPOTPOMOUHOBOE
BpeMsI 1 aKTUBHOCTB (pakTopa cBepThIBaHMS KpoBn VII).

OrcytctBue addekra mHaKambeTa Ha GapmakoknaeTHKY R- 1 S-Bapdapuna
1 OTCYTCTBUE Ay TOMHIYKIIMU (PEPMEHTOB y MAI[MEHTOB MOCIIC MHOTOKPATHOTO
TpreMa Tpenapara yKa3blBaeT Ha TO, YTO IIHHAKAJBIIET HE SIBIACTCS HHAYKTO-
pom CYP3A4, CYP1A2 nmu CYP2C9 y 4enosexa.

Muoaszonam

OnHOBpEMEHHOE MPUMEHEHHE IMHakKabiera (90 Mr) u mepopaabHOTO MHUAA-
3omama (2 mr), cyoerpara CYP3A4 u CYP3AS, ne Biusino Ha GpapMakokuHe-
TUKY MU/Ia3071aMa. DTU ITaHHbBIC YKa3bIBAIOT HA TO, YTO I[HHAKAIIBIICT HE BIUSIET
Ha (apMaKOKMHETHKY KJacca JEeKapCTBEHHBIX MpPEnapaToB, MeTabOIH3UpPYIO-
muxcss CYP3A4 u CYP3AS, takux Kak HEKOTOpbIE MMMYHOJCTIPECCAHTHI,
BKJTIOUAsk IIUNKJIOCTIOPHH U TaKPOIMMYC.

dapmarieBTHUECKast HECOBMECTUMOCTh

He mpumennmo.

OCOBBIE YKA3AHUS

Col60pomounblit Kansyui

YV B3pOCIBIX U AeTeH, MPHHAMABIINX [IMHAKAIBIET, OBUTH 3apPETHCTPUPOBAHBI
YTPOXKAFOIIHE JKU3HHU SIBIICHHS M CITy4ad CMEPTH, CBS3aHHBIC C TMITOKAIbIC-
mueii. [IposiBIeHNS THITOKATBIEMIN MOTYT BKIJIFOYATh [TAPECTE3NH, MUAITHH,
CrasMmbl, TETaHUIO W Cyaopord. CHIKEHHE KOHICHTPALMH KalbIHs B CHIBO-
POTKE KPOBH MOXET TaKkxke yUTHHATH uHTepBald QT W, Kak ClIeACTBHE, MPH-
BOIMTH K Pa3BUTHIO JKEIYIOYKOBBIX apUTMHUI Ha (HOHE TMIMOKATBIUEMAN. Y
MAIMCHTOB, MPHHUMABIINX [MHAKAJIBIET, OB 3apPErHCTPUPOBAHBI CIydan
yanuaeHns naTepBana QT 1 pa3BUTHS JKENYTOYKOBBIX apHTMHI (CM. pasnen
«ITo6ounoe neiicTBre»). CemyeT coOm0naTh OCTOPOKHOCTH MPH JTEUECHNH Ma-
[IUCHTOB ¢ ApyruMu (HakTopaMu prcKa ymuiinHeHns naTepBana QT, Hampumep,
y MAIMEeHTOB C JUarHOCTHPOBAHHBIM BPOXKICHHBIM CHHIPOMOM YUTHHEHHOTO
naTepBana QT Win y MalMeHTOB, MPHHAMAOIINX JEKapCTBEHHBIC TPENaparsl,
KOTOPBIE, 10 MMEIOIIMMCS TaHHBIM, YAUTHHSIOT nHTepBat QT.

Tak Kak HHAKAJIBIET MOHIKACT KOHIICHTPAIMIO KAJIBIIHS B CBIBOPOTKE KPOBH,
HEOOXOANMO TIPOBOMTH THIATEIBHBI MOHHUTOPHHT MAIMCHTOB B OTHOIICHUH
pa3BUTHS THIOKadbleMu# (cM. paszaen «Crocod MpUMEHEHUs W J03bI»).
KoHIleHTpaImio Kajblys B CBIBOPOTKE KPOBHU CIEAYET ONMPECATh B TCUCHUE
1 Hezmenmu Mocie Havasa Tepariy WM KOPPEKIMH 1036l penapara [{inHakans-
ner Kanon.

Bspocnvie nayuenmei

Jleuenne npenaparom I{nnakaneier KaHoH He clieyeT BO30OHOBIATE y TalH-
€HTOB C KOHIICHTPAIMEH KaJIbIMS B CBIBOPOTKE KPOBH (C TTOTPABKOif Ha anb0y-
MHFH) HIKE HIDKHEH TPaHHIbI HOPMAIbHOTO JHana3oHa.

Cpean nanmentoB ¢ XBII, HAXOAMBIINXCS HAa AWAIM3¢ M TPUHUMABIINX -
HakajbleT, mpuMepHO 30% TMAIMeHTOB MMENTN KaK MHHHMYM OIHOKPATHO
KOHIICHTPAIMIO KAJIBIMS B CBIBOPOTKE KpoBH MeHee 7,5 Mr/ai (1,9 Mmons/im).
ITayuenmer ¢ XBII, ne nonyuarowue ouanus

[{uHakambLeT He TOKa3aH B3POCIBIM manueHTaM ¢ auarHo3oM XbII, He Ha-
XOIAIIMMCST Ha auanuse. [IpenBapuTesbHbIC MCCICAOBAHUS TTOKA3adM, YTO
y maruenToB ¢ auarHo3oM XbII, He HaxomsIIMXcs HA JWann3e, BO3pacTaeT
PHCK Pa3sBUTHS THIIOKAIBIMEMHN (KOHICHTPALHS CBIBOPOTOYHOTO KAITBIHS
< 8,4 mr/mn [2,1 MMONB/NT]) IO CPAaBHEHHIO C MAIMEHTAMM Ha JUAIN3E, Y4TO
MOXET OBITh 00yCIIOBIEHO OoIee HU3KUM YPOBHEM Ha4dalbHOM KOHIICHTPAINH
KaJbLMsI H/MJIN HATMYHEM OCTAaTOYHOM (QyHKIMH MOYeK.

Cyoopozu

V narmeHToB, MOMyYaBIIMX IMHAKAIBLET, PETHCTPHPOBAIICH CIydan CyI0-
POKHBIX TPUIAAKOB (cM. paszen «[TobouHoe neficTBre»). 3HAYNTEIBHOE CHH-
JKEHHE KOHIICHTPAIIMH KaJbIHs B CBIBOPOTKE KPOBU MPUBOIMIO K CHIDKCHHIO
CYIOpOKHOTO Topora. [109ToMy HEoOX0AUM TIIATENBHBII KOHTPOJIb KOHIICH-
TPy Kaablys B CBIBOPOTKE KPOBH y MAIMEHTOB, MOMYYAMONINX Mpernapar
[{unakanbuer KaHoH, 0COOEHHO MMEIOIIMX CYIOPOXKHBIC PACCTPONCTBA B aHA-
MHe3e.

Tu 3UA u/unu yxyo A cepOeuHoll HeOOCMamoYHoCmu

V manmeHToB ¢ HapymeHneM (GYHKIHM Cepala PerucTPHpOBAINCH CITydYan
THIOTCH3UH W/HITM YXYAIICHHS TSUCHUS CEPACYHON HETOCTATOYHOCTH, y KO-
TOPBIX HE MOTJIA OBITH MOTHOCTBIO HCKITIOUCHA TPHINHHO-CIICICTBEHHAS CBA3b
C MPUMEHEHHEM [MHAKANIBIETa, U KOTOPBIC MOTYT OBITH OOYCIIOBICHBI CHH-
JKEHHEM KOHIICHTPAIIMH KAIIBIIUS B CBIBOPOTKE KpoBH (cM. pasnen «ITobounoe
JICHCTBHEY).

C ¢ Opy2umu 1eKapCmeeHHbIMU CPEOCmEamu
Crietyer ¢ 0CTOPOXKHOCTBIO MPUMEHATH npenapar [{unakanbsuer KanoH y ma-
LIMEHTOB, TOTYYAIOIINX JI00BIC APYrHe JEKapCTBEHHBIC CPEACTBA, KOTOPHIC
JIOCTOBEPHO CHIKAIOT KOHIIEHTPAINIO KAJIBIIMS B CHIBOPOTKE KpoBU. HeoOxo-
MM TIIATETBHBIA KOHTPOJIb KOHIICHTPAIIMH KAJIBIUS B CBIBOPOTKE KPOBH (CM.
paznen «B3anmozeicTBre ¢ APYTUMH JICKAPCTBEHHBIMHU CPEICTBAMMY ).
[Mamuentsl, momyyatomye npenapat [{nnakansier KaHoH, He TOKHBI Oy~
9aTh ITENKABIETH], TIOCKOIBKY OHOBPEMEHHOE MPHMEHEHHUE ITHX JABYX MPe-
[apaTtoB MOXKET TPUBOKUTH K PA3BUTHIO TSHKEION TUITOKAIBIIMEMHAH.

Oowue

IMpu nocrostnaoM mopasnenuun yposus [ITI B 1,5 pa3a Huske ypoBHS BepXHEH
TPaHMIIBI HOPMBI 10 pe3ynbraTam aHanu3a ullTI, MOKeT pa3BUTHCS aHHAMH-
geckas 6ome3Hs koctH. Ecin yposens ITTI cHusuTCS HIDKE pEKOMEHITYyEMOTO
JIMara3oHa y MalMeHToB, Monyvaronmx npenapar Linnakamsuer Kanon, cie-
JIyeT CHU3MTH 103y npemnapara [{unakambuer Kanon w/nwmu Butamuna D, nnn
MPEKPATHTh TEPAITHIO.

Yposenv mecmocmepona

VYpoBeHb TECTOCTEPOHA YACTO OBIBACT HHMIKE HOPMBI y TAIMEHTOB C Tep-
MHUHAJIBHOW CTaJNeH MOYEYHOH HETOCTATOUHOCTH. JlaHHBIC KITMHHYECKOTO
HCCIeI0BaHMs, BKIIIOUaBIIero B3pocibix manueHtoB ¢ TCITH, u Haxoms-
IUXCS HA JAMANN3e, MOKa3alM, 4TO YPOBEHb CBOOOJHOTO TECTOCTEPOHA
cHIDKaNCs B cpeaHeM Ha 31,3% y manueHTOB, MPUHUMAIONIINX IIMHAKATb-
1et, 1 Ha 16,3% y manmeHToB B rpymme miane6o uepes 6 Mecsues mocie
Hayana tepanuu. OTKpbITas MpojuleHHas (a3a TaHHOTO MCCIEOBAaHHS HE
ToKasajaa JaJbHEHIIEro CHIKCHUS YPOBHS CBOOOTHOTO M OOIIETro TECTO-
CTEpOHA y MAIMEHTOB 3a 3-JICTHUI MEPUOJ JIeUeHHs IIHHaKanbeToM. Kin-
HHUYECKast 3HAYMMOCTh CHIIKCHUS YPOBHS CBIBOPOTOYHOTO TECTOCTEPOHA HE
YCTaHOBJICHA.

Heuenounan nedocmamounocms

ITockonbKy KOHIEHTpPAIMS IIHHAKANBIIETA B TUIa3Me KPOBH y MAIIUCHTOB C TIe-
YEHOYHOH HEJOCTATOYHOCTBIO CPETHEIl 1 TSIKeNol cTenenu (1o Kiaccuduka-
mmu Yaiina-ITero0) MoxeT OBITH BEIIIE B 2-4 pa3a, y TAKUX MAIMEHTOB MpemnapaT
[{unakanbuer KaHOH ciefyeT NpUMEHSTh C OCTOPOKHOCTBIO, i BO BPEMs Jie-
YEeHHs HEOOXOANM TIIATEIbHBIH MOHUTOPHHT (M. paszernsl «Crocob mpume-
HEHUSI ¥ 103Dy U «DapMaKOKHHETHKA ).

Ocobvie mepvl nPedOCMOPOICHOCIU NPU YIMUIUIAUUU

CreranbHbie TPeOOBAHMS 110 YTHIIN3AIMN OTCYTCTBYIOT.

Becb HeHcronab30BaHHBIN JIGKAPCTBEHHBIN Tpenapar WM OTXOIbI CIEAyeT
YTHJIN3UPOBATh B COOTBETCTBHH C TPSOOBAHMSIMH, H3TOKCHHBIMH B JACHCTBY-
FOIIMX JTOKYMEHTaX.

Hoe npu.
/4

BJIMAHUE HA CIIOCOBHOCTb YHPABJISAITH TPAHCIIOPTHBI-
MU CPEJICTBAMU, MEXAHU3MAMMU

YV nanmeHToB, MOMYYAIOMINX IIMHAKAIBIET, PETUCTPUPOBANICH CTydaH ToJI0-
BOKDYKEHHs M CyIOpPOT, KOTOpPBIE CIIOCOOHBI OKa3hIBaTh CEPhE3HOE BIUSIHNE
Ha CTOCOOHOCTH YMPaBIATh TPAHCTIIOPTHBIMH CPEACTBAMU MM PabOTaTh CO
CIIOXKHBIMH MEXaHM3MaMH (CM. paszaen «OcoOble yKa3aHus»).

DOPMA BBIITYCKA

TabneTku, MOKPHITBIC TIICHOYHON 0005104KO#, 30 MT.

Mo 7, 10 mnm 14 TabneTOK B KOHTYPHYIO SYEHKOBYIO YTAKOBKY M3 TIIEHKH 110~
JMBHHUIXJIOPHAHON 1 (HONBIY aTFOMUHHEBON MEYaTHOH JTAKMPOBAHHOM.

Mo 60 nam 90 TabneTok B GaHKY MOTMMEPHYIO JUIS JIEKAPCTBEHHBIX CPEJICTB
13 TIONMATHIIEHA HU3KOTO IABIEHHS C KPHIIIKOH 13 monmatuieHa (25 % IMOH]]
+ 75 % IIDB/]) nnu B GaHKY MOJTUMEPHYIO JUlsl JICKAPCTBEHHBIX CPEACTB U3
HonMATHIIEHTepedTaTaTa ¢ KPBIMIKOW M3 MOMUIPONMIEHA MM MOMHATHIEHA
BBICOKOTO JIABIICHHSI.

ITo 2, 4 KOHTYpHBIX STYCHKOBBIX YMAKOBKU MO 7 Tabnetok wiu 1o 1, 3, 9 koH-
TYPHBIX SYCHKOBBIX YMmakoBoK Mo 10 Tabmetok, mim mo 1, 2, 6 KOHTYPHBIX
AYEHKOBBIX YMAKOBOK 10 14 TabmeTok mmu 1o 1 GaHKe MOTMMEPHOH s Je-
KapCTBEHHBIX CPEJICTB BMECTE C MHCTPYKIHEH MO MPHMEHEHHIO TIOMEIIAIOT B
MauKy M3 KapTOHA.

YCJIOBUSI XPAHEHUS
ITpn Temneparype se Bbie 25 °C.
XpaHuTh B HEAOCTYITHOM TS A€TEi MecTe.

CPOK I'OAHOCTH
2 rona.
HC TIPUMCHATH MO UCTCYCHUH CPOKA TOTHOCTH.

YCJIOBHUSI OTITYCKA
OTIyCcKaroT 1o PerenTy.

Biajenen perucTpanuoHHOro yiocropepenus/Opranusanus, NpHHEMA-
01asi IPeTeH3UuHu noTpeduTeei

3A0 «Kanondapma nponakmay», Poccus

141100, MocxkoBckast 061., T. [l]enxoBo, yi. 3apeunas, 1. 105.

Ten.: +7 (495) 797-99-54.

DnexTpoHHsIi aapec: safety@canonpharma.ru

Ionyuums donornumenvhvie 0annvie 0 npenapame, HANPAGUNb NPEMEH3UIO
HA €20 Kawecmeo, He30nacHOCmy, COOOUUMb O HENCENAMETbHBIX JIeKAPCMBEH-
Hblx peakyusax modicHo no menegony: 8 (800) 700-59-99 (GecrurarHast THHUS
24 vaca) uiu Ha caiite www.canonpharma.ru B paszene «[lonnTtnka B obnacti
KauyecTBay - «besomacHocTh TIpeTapaToBy.

Mpoussoaurenn

3A0 «Kanondapma nponakmray», Poccus

ITpou3BoacTBO roTOBOIi JTeKapcTBeHHOI GopMbI:

MockoBckas 0011, T.0. [I[gnkoBo, 1. II]&nkoBo, yi. 3apeunas, 1. 105;
MockoBckas 0011, T.0. [I[&mkoBo, 1. II]&nkoBo, yn. 3apeunas, ctp. 1055, k.
IepBuynas ynakopka:

MockoBckas 0011, T.0. [I{gnkoBo, 1. II]&nkoBo, yi. 3apeunas, 1. 105;
MockoBckas 0011, T.0. [l[&mkoBo, 1. II]&nkoBo, yi. 3apeunas, ctp. 1055, k.
Bropuunas (moTpeduTe/IbCKAS) YIIAKOBKA:

MockoBckas 0011, T.0. [I[gnkoBo, 1. I1]&nkoBo, yi. 3apeunas, 1. 105;
MockoBckas 0011, T.0. [l[énkoBo, r. [1[énkoBo, yi1. 3apeunas, ctp. 1055,
MockoBckas 001, T.0. [1[énkoBo, r. [1[énkoBo, yi1. 3apeunas, ctp. 1055,
Beinyckaomuii KOHTPOJIb KayecTBa:

MockoBckas 0011, T.0. [I[&mkoBo, 1. II]&nkoBo, yi. 3apeunas, ctp. 1055, k.
Temn.: +7 (495) 797-99-54.

www.canonpharma.ru
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