MWHUCTEPCTBO 3JJPABOOXPAHEHU S POCCUMCKOMN ®EJIEPALIUN

HMHCTPYKLUA
MO MEJJMIITUHCKOMY INIPUMEHEHUIO HEKQRCTB_EHHQEQ»HEEIIAPATAM
JNOPETA® | MHH3JIPAB POCCHH
Perncrpanmonnbiii HOMep: ‘ 0glg22
Toprosoe Haumenopanue: JJOPETA® i COTJACOBAHO
Mexk1yHapoHOE HENMATEHTOBAHHOE HAMMEHOBaHHe: JIETPO30I R -
JlexapcTBennasi popma: TabIeTKH, HOKPBITHIE MJIEHOUYHOM 000I0UKOH
CocraB:
1 TabeTKa, MOKpBITAs TNIEHOYHOH 000JI04UKOM, CONEPIKHUT:
oeticmayiowee 6euecmeo - 1eTpo3oi 2,5 Mr
6cnomozamenvHbie  6eujecméa -  JIakTo3pl  MoHoruapar 61,50  wmr, nemmonosa

mukpokpucramdeckas 20,00 Mr, KpaxMail KyKypy3HbIi IpeelaTHHH3HpoBaHHBIH 9,50 Mr,
kapbokcumerrikpaxman Hatpus 5,00 mr, marnus creapar 1,00 Mr, KpeMHHS THOKCH[
koswtonansbii 0,50 mMr. O6onouka: Onanpait xentbiii (03F32518) 4,00 mr (makporon 8000 0,33
mr, Tansk 1,33 mr, runpomerniosa 1,84 mr, turana auokeun 0,25 Mr, KpacHTENb XKejle3a OKCHJL
xentorid 0,25 mr).

Onucanne

Kpyriible JBOSKOBBITYKIIbIE TAOJIETKH, MOKPBITHIE IUICHOYHOH OOOJIOUKOM JKENTOro IBETa C
rpasupoBkoii «.900» Ha ozHOI cTopoHe TabieTku U «2.5» Ha Apyroi. Ha nmonepeynom paspese
a1po Oenoro 1uBeTa.

dapmakoTepaneBTHUecKas rpynna: [[poTuBoonyxoneBoe, HHFTHOMTOP CHHTE3a 3CTPOIE€HOB.
Kox ATX: L02B G04

dapmakoJIOrHyecKne cBOHCTBA

Mexanusm oelicmeusn

DIMMHUHALMS  3CTPOr€H-CTUMYJIUPYIOMHUX 3(P(GEKTOB SBISETCS OCHOBHBIM (DAKTOPOM IS
JOCTHIKEHHSI OINyXOJIEBOTO OTBETAa B Cilydae, KOT/Ia POCT OIyXOJIEBBIX TKAaHEH 3aBHCHUT OT
IPUCYTCTBUSI 3CTPOr€HOB. B IMocTMEHOMay3e 3CTPOreHbl B OCHOBHOM HPOJIYLMPYIOTCS IOJ
BIMAHHEM (pepMeHTa apoMaTasbl, MOJ BO3JEHCTBHEM KOTOPOTO IPOHMCXOAUT IpeBpalleHHe
AHJIPOTEHOB, CHUHTE3MPYEMbIX HAJMOYE€YHUKAMH, B IEPBYIO O4YEpeb, aHIPOCTEHIHOHA H
TectocTepoHa, B 3¢TpoH (E1) u actpaamon (E2). Takum o6pazom, noJaBlieHuEe CHHTE3a 3CTPOreHa
B nepu(eprUueCcKiX TKAHSX ¥ B TKAHU 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUI MOXKET JOCTUTAThCS
IyTeM MHIHOUpOBaHUs (pepMEeHTa apoMaTasbl.

JleTpo3osl sBISETCS HECTEPOMIHBIM HHTHOMTOPOM apoMaTasbl, OKa3bIBae€T aHTUACTPOT€HHOE

JICWCTBHE, CENIEKTHBHO WHIHOUpYS apoMmaTasy IyTeM BBICOKOCHEHHM(PUYHOTO KOHKYPEHTHOTO
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CBS3BIBaHMs ¢ CyObenuHuIEH Toro hepmenTa — remom nutoxpoma P450. binokupyer cunres
ACTPOr€HOB BO BCEX TKaHSIX.

Dapmakoounamuka

V 3/10pOBBIX JKEHIIKH B MOCTMEHOIIAy3e TIPH PUeMe JIeTPOo30j1a OAHOKpaTHO B go3ax 0,1 mr, 0,5
MT ¥ 2,5 MI' OTMEYEHO YMEHBIIIEHNE aKTUBHOCTH 3CTPOHA M 3CTPAZAHOIa B CBIBOPOTKE KPOBH Ha
75-78% u 78% OT HCXOAHOTO YPOBHsS COOTBETCTBEHHO. MakcuMaibHbli 3ddexT ormedaercs
yepe3 48-72 yaca.

VY manueHTOK ¢ pacnpoCTpPaHEHHBIM PAaKOM MOJIOUHOM JKeJIe3bl B IIOCTMEHOIAY3€ €XKEIHEBHBIN
IIPUEM JIETPO30Jia B CyTOYHOU m03e oT 0,1 Mr 10 5 Mr mpUBOIUT K CHHKEHMIO KOHIEHTpAaLUU
3CTPaIMOJIa, 3CTPOHA U ACTPOHA CyJb(ara B 1iazme KpoBH Ha 75-95% ot ucxoanoro yposus. [Ipu
npuMeHeHHd B j03e 0,5 Mr W BbIle MMOKa3aTequ KOHLEHTpPAIUH SCTPOHA M 3CTPOHA Cylibdara
OCTAIOTCS HIJKE OIpeAeIsieMOro Iopora TMpH HUCIOJIb30BAHUU OOJIBIIMHCTBA METOOB
OTIpe/IeTICHUSI.

Cymnpeccus CHHTE3a SCTPOTeHOB MOJICPKUBACTCSA Ha MPOTHKEHUH BCErO MEPUO/Ia JICUCHHSL.
JleTpo3ou BeICOKOCTIEIIM(HUYHO MMOAABISET aKTUBHOCTH apomartasbl. He otMedanocs HapymieHus
BbIpAOOTKHM CTEPOUIHBIX TOPMOHOB HAANMOYeUHUKOB. [Ipu npuMenennu eTpo3oia y namueHToK
B IOCTMEHomnay3e B auanazoHe 103 oT 0,1 70 5 Mr He OTMEYEHO KIMHHUYECKH 3HAYUMBIX
W3MEHEHUH  KOHIIEHTpAllMH  KOpPTH30J1a,  a’mbAocTepoHa, 11-me3okcukoptuzona, 17-
THIPOKCHIIpOrecTepoHa M ajaeHokoptukoTponHoro ropmoHa (AKTI) B mnasme kpoBH WM
aKTUBHOCTH peHHHA B 11a3me kpoBu. Tect ¢ AKTI gepe3 6 u 12 Henenb Tepanuu J€Tpo30JI0M B
cyrounoit no3ze 0,1 mr, 0,25 mr, 0,5 mr, 1 mMr, 2,5 Mr ¥ 5 Mr He BbISIBHJI HapyIIEHHH CHHTE3a
IbJOCTEPOHA WM KOPTU30Jsa. JIOMOJHUTENBHOTO MPUMEHEHHUs TIIIIOKOKOPTUKOCTEPOHIOB MU
MHUHEPAIKOPTUKOCTEPOUIOB HE TPeOyeTCs.

[Tocne ogHOKpaTHOTrO MpUMeHeHHs JieTpo3oia B no3ax 0,1 mr, 0,5 Mr u 2,5 Mr y 310poBbIX
KEHIMH B IIOCTMEHOIIAy3€ HE OTMEYaJIOCh M3MEHEHHUs KOHLEHTpAIMM aHJpPOTEHOB B ILIA3Me
KpPOBH (aHIPOCTEHJIMOHA M TECTOCTepoHa). Takke HE OTMEYEHO H3MEHEHMsl KOHIIEHTpaluu
aH/IPOCTEH/IMOHA B IIJIa3M€ KPOBH Y MAIIMEHTOK, MMOJIyYaBIIMX TEPAIHIO JIETPO30JI0M B CYTOYHON
no3e 0,1-5 Mr, 94TO CBHAETENBLCTBYET O TOM, YTO OJ10Ka/1a OUOCHHTE3a 3CTPOT€HOB HE MPUBOIMT K
HaKOIUIEHMIO aHJPOTEHOB, SBJISIOUIMXCS IpEIIIecCTBEHHUKaMu 3cTporeHoB. Ha ¢one mpuema
JIeTpo30J1a U3MEHEHU I KOHIICHTpalui JIIOTEUHU3UPYIOLIETO (JIT) u
dommkynoctumymupytomero (®CI) ropMoHOB B IUia3Me KpPOBH, HM3MEHEHHH (YHKIHH
MUTOBHAHON kele3bl (TupeoTponHoro ropmona (TTT), tpuitonruponuna (T3) u THpokcHHA
(T4)), m3meHeHwmil unuAHOro mnpoduis, NOBBILEHUS YacTOThl WH(APKTOB MHOKapAa H
HHCYJIbTOB OTMEUEHO He OBLIO.

Dapmakokunemuxa

Bcacwvisanue
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JleTp030s1 OBICTPO U TOJHOCTHIO BCAaCchIBaCTCS U3 KelyouHo-kumeunoro Tpakra (OKKT), cpennss
O6uomocTynHOCTh coctaBiseT 99,9%. I[lpueM numM HE3HAUUTEIBHO CHH)KAET CKOPOCTh
BcacbkiBaHus. Cpe/iHee 3HAYSHHE BPEMEHHU JJOCTHIKEHH S MAKCUMAIbHOM KOHIEHTPAIMH JIETPO30J1a
B 1a3Me KpoBH (Tmax) cocTaBisieT 1 yac npu nmpueme JeTpo30J1a HaTOLAK U 2 yaca — IPH IIpUeMe
C IHILEH; Cpe/IHee 3HaYeHHe MaKCHMalTbHOU KOHIEHTpAuH (Cmax) cocTaBuseT 129+20,3 amons/n
TIpH [IpueMe Hatomiak u 98,7+18,6 HMOIB/11 — IpU IpUeMe ¢ NUIIEH, OJTHAKO CTENEHb BCAChIBaHUS
Jgetpo3osia (MpH OLEHKE MO IUIOMAa¥ MOJ KpHBOH «koHUeHTpauus-spems» (AUC)) He
u3MeHsieTcs. HeGobime u3MeHeHNs: CKOPOCTH BCAChIBAHHSI PACLICHUBAKOTCS KaK HE HMEIOIIHE
KJIMHHYECKOTO 3HAYEHUS, MO3TOMY JIETPO30J MOJKHO TPHHUMATh HE3aBUCUMO OT IpHEMa ITHIIH.

Pacnpeoenenue

Cesa3p  JeTpo3osia ¢ OelkamMM IUla3Mbl  KpOBH  cocTaBiseT npubmmsurensHo  60%
(mpeumMyInecTBeHHO ¢ anbOymuHoM — 55%). KoHueHTpamusi jerpo3ojia B JPHTPOLUTAX
cocrapisier okoio 80% ot TakoBod B 1ia3mMe kpoBu. [locne mpuema 2,5 Mr MedeHHOro
paaMOaKTUBHOW METKO#M JieTpo3osia mnpumepHo 82% pajMOaKTUBHOCTUM B IUIa3Me€ KpPOBH
MPUXOJIIIOCH Ha HEU3MEHHOE BEIIECTBO, TAKUM 00pa30M, CUCTEMHAs HKCIIO3UIIUs METaOOIUTOB
KpaitHe Hu3Kas. Jlerpo3osn OBICTPO ¥ B 3HAYMTEIBHOM CTENEHM paclpeseNseTcss B TKaHsX.
Kaxymuiics o6beM pacrpelenieHuss B paBHOBECHOM COCTOSHMM cocTaBiseT okono 1,87+0,47
J/KT.

Memabonusm

Mertabonuueckuii KIMPEHC JIeTPO30Ja OCYIIECTBISETCS IO BO3JACHCTBHEM H30(EPMEHTOB
CYP3A4 u CYP2A6 uurtoxpoma P450 c oOpa3oBanuem (papMakoIOrHyeckd HEaKTHBHOIO
kapOuHosoBoro merabonura (Crm=2,1 1/4). MetaGonuueckuit KIMpPEHC CPaBHUTENBHO Ooliee
MeJUIEHHBIH OTHOCUTEIBHO CKOPOCTH MEYEHOUHOTO KpoBOTOKa (0koj0 90 n1/gac). Obpa3oBaHue
BTOPOCTETIEHHBIX HEYCTAHOBJICHHBIX META0OJIMTOB, a TAaKXK€ HENOCPEJACTBEHHOE BBIBEICHUE
NOYKaMH U Yepe3 KHUIIEYHUK UTPal0T HE3HAUUTENILHYIO POJib B BBIBEJICHHHU JIeTpo3oJa. Yepes 2
HEJIeNIM T0Cie IPUeMa MEYEHHOT0 PaJHOaKTUBHONW METKOH JIeTpo30Ja y 3/0pOBBIX JKEHIIUH B
noctMeHonay3se 88,2+7,6% panroakTUBHOCTH 0OHapyskeHo B Move u 3,8+0,9% B pexammsax. Kak
MUHUMYM 75% paaroakTHBHOCTH, OOHAPYKEHHOM B MOue B iepuo/1 10 216 yacoB nociie nprema,
NPUXOJMUTCS Ha JOJIO TIIOKYPOHMJIA KapOMHOJIOBOro Merabosmra, okosio 9% - Ha JIOM0 JBYX
HEYCTaHOBJIEHHBIX METab0IUTOB U 0K0JI0 6% - Ha J10JIF0 HEM3MEHEHHOT'O BEIIIECTBA.

Buvigeoenue

Kaxymmiics mnepuoa mNOIyBBIBEJEHHS M3 IUIa3Mbl KPOBH COCTaBISIET OKOJO 2-4 JHEH.
PaBHOBecHast KOHIIEHTpALKs JTOCTUTAETCS B TeUeHHUE 2-6 He/lelb €KETHEBHOTO ITpHeMa Cy TOUHOU
70361 2,5 Mr. OTMeUYeHa HEKOTOpasi HeTMHEHHOCTh (PapMaKOKMHETHKH IIPU €XKESTHEBHOM IIpHEME
JgeTpo3ona B J103€ 2,5 Mr, T.K. KOHIEHTpalus B IUIa3Me€ KPOBH B PAaBHOBECHOM COCTOSHHUH

IPUMEPHO B 7 pa3 BbIIlI€ KOHLEHTPALUH, H3MEPEHHOH 1OCie IpueMa OJHOKPATHOM J03bI 2,5 Mr
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(oxu1aemMast KOHIIEHTPALKsl B PABHOBECHOM COCTOSIHUH B 1,5 —2 pa3a NpeBhIIaeT TAKOBYIO MOCTIE
OJHOKpaTHOro mnpuema B jgo3e 2,5 mr). [lockonbKy KOHIIEHTpanus B IUla3M€ KpPOBH IIpH
PaBHOBECHOM COCTOSHHM OCTaeTCsi CTaOMJIBHOM B TE€YEHHE JOJIOr0 BPEMEHH, MOXHO CJIENaTh
BBIBOJ] 00 OTCYTCTBUU JUTMTEIBHON KyMYJISIIHH JETPO30JIa.

Jlunesinocmu/Henunetinocmo

dapmakokrHEeTHKa ObUIa MPONOPIHOHATBHA J103€ MOC/IE OJHOKPATHOTO IIPHEMa JIETPO30Ja B
no3ax 1o 10 mr (ot 0,01 10 30 Mr) 1 mociie exeaHeBHOro mpuemMa B go3ax a0 1,0 mr (ot 0,1 10 5
mr). Ilocie oaHOKpaTHOro mpuHeMa mpenapata BHYTps B jo3e 30 Mr Habmozaanoch
HE3HAYHMTENIbHOE J1030MpornopuuonaibHoe yBenunueHue 3HadeHuss AUC. Ilpu exenHeBHOM
npueme B 103ax 2,5 mr u 5 mr 3Hayenue AUC yBennuuBaioch B 3,8 1 12 pa3 npoTUB 0XKH1aEMOT0
YBEJIMYEHHUS B 2,5 U 5 pa3 COOTBETCTBEHHO 10 CPABHEHHIO C IPUEMOM B J103¢ 1 MI B cyTkH. Takum
00pa3oM, peKOMeHI0BaHHas J103a 2,5 MI SBJSIETCS] OTPAaHUYHOM, NPH IPEBBILIEHUH KOTOPOH
HEeCcOopa3MepHOE MPEBBIIICHHE J030MPONOPIHOHATBHOCTH CTAHOBUTCS SBHBIM, IPU 3TOM IIpU
npueMe mpemnapara B J03¢ 5 Mr JaHHOe siBjieHue Obuio Oosiee BhIpakeHHBIM. Hecopasmeproe
IPEBBINICHHE  JI030MPONOPIHOHATIBHOCTH  BEPOSITHO — SABJSIETCS  pPe3yIbTaTOM  HACBIICHUS
NPOIECcCOB METa0OIMYECKOTO KIIMpeHca. PaBHOBeCHbIE MOKa3aTead IOCTHralUuCh depe3 1-2
Mecsilia IocIe IpueMa B pa3IuyHbIX J03aX.

DapmaxokuHemuxa 6 0coObIX CIYYASX

dapMakOKHMHETHYECKHUE ITapaMeTphI JIETPO301a HE 3aBUCAT OT BO3pacTa.

Hapywenue ¢hynkyuu nouex

B uccneoBaHusaX y KEHIIMH J0OPOBOIBLEB B IIOCTMEHONAY3€ ¢ HAapymIeHHeM (YHKIIUH TOYeK
pa3IMYHON CTemneHH (CYTOYHBIA KIMpPEHC KpeaTWHWHa 9-116 Mi/MMH) mocie OZHOKPaTHOTO
npuema B J103€ 2,5 Mr, a Takke y MalMeHTOK C METAaCTaTHYEeCKUM PAKOM MOJIOYHOM JKesie3bl B
paMKax BTOpPOW JIMHUU TepaNuy, He OTMEYEHO M3MEHEeHUH (hapMaKOKWHETHYECKHIX MOKa3aTenen
¥ CUCTEMOH 3KCIO3UIUH JeTpo30sia. C yyeToM BBIIIECKA3aHHOTO HE TpeOyeTcs KOPPEKIHH J03bI
npenapara y HAllMEHTOK C HapylleHHeM (YHKUUU HoYeK (MpH KIMpEeHce KpeaTHHHHA >10
MI/MUH). JlaHHBIE O TPUMEHEHHH JIETPO30Jia Y TAIMEHTOK C HapylleHHeM (DYHKIHH MOYEK
TSDKEJION CTENEHH ¢ KIIMPEHCOM KpeaTuHHHA <10 MJI/MHH OrpaHUYEHBI.

Hapywenue ¢hynkyuu nevenu

B cxoxeM McciIeI0OBaHUU Y MAIMEHTOK C HapylieHHeM (DyHKIMH TEeYeHH pa3THYHOM CTEeTeHH
TsokecTu cpefinue 3HayeHuss AUC y noOpoBosblieB ¢ HapyuieHHeM (pyHKIIMH TEYSHH CpeHEH
creneny (kiaace B mo knaccuduxanun Yaiina-I1s0) Ha 37% mnpeBblnany JaHHBIH TOKa3aTelb y
3JI0POBBIX YYaCTHHKOB, O/JHAKO OCTaBaJIMCh B paMKaxX 3HAUYEHHH, 3aperHCTPHPOBAHHBIX Y
YYaCTHHKOB Oe3 HapylieHus: (yHKIMH MEe4YeHU. B HcclieoBaHWHM Yy MAlMEHTOK ¢ IHPPO30M
IICYCHHU U HapyIleHueM QyHKIUYU NedeHHu Tsokenoi crenenn (kaace C mo kinaccudukanuu Yaitna-

IIet0) ormedeHo ysenmdenne AUC u Ty, Ha coorBercTtBeHHO 95% U 187% OTHOCHTENIBHO
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3710pOBBIX 0OPOBOJIbIEB. TakuM 00pa3oM, IPH HAPYIIEHUH QYHKIMH II€YCHH TSDKEION CTEICHH
y NAIKEHTOK C PaKOM MOJIOYHOW JKeNe3bl OXKHIAETCS YBEIMYEHHE CHCTEMHOW OSKCHO3MIHH
nerpo3osa. OHAKO, YUMTHIBAs, YTO Y IMAIMEHTOK, MOJTYYaBIIMX JIETPO30J B J03ax 5-10 mr, He
OTMEYaJIOCh YBEJIHYEH s TOKCHYHOCTH, KOPPEKIIUS 1035l B CITyYae HapymIeHUs (yHKIUY IEYEHH
TSDKEJIOW CTENEHH He OnpaB/aHa, HeoOXOJMMO TIIATebHOE HAOIIONEHHE MAllMEHTOK JaHHOW
KaTEerOpHH.

ITo pesyiapraramM JABYX KOHTPOJHUPYEMBIX HCCIECAOBAHUHM y NALMEHTOK C pacrnpoCTpaHEHHBIM
PaKoOM MOJIOYHOW JKEelle3bl HE OTMEYCHO BIMSHHS HapylleHHs (QYHKIUH NOYEK (pacueTHBIH
xiuperc kpearuHuda 20-50 MI/MHH) WM HapymeHUs (QyHKIMM INE€YEHH HA KOHIEHTpAIIHIO
JEeTpO30Ja.

IMoka3anusi K NPHMEHEHHIO

[Ipenapar noka3zaH /Ui TepaIHu:

. PanHue cragMd HWHBA3WBHOTO paka MOJOYHOM JKeJe3bl, KIIETKH KOTOPOro HMEIOT
PELENTOPbI K TOPMOHAM, Y JKCHIIHH B IIOCTMEHOMAY3€, B KAUYECTBE a/{bIOBAHTHOM TEPAIIHH.

. PaHHue CTa K HHBA3UBHOTO paKka MOJIOYHOH XKeJle3bl y XKEHIIUH B IIOCTMEHOIAY3€ MOCIIe
3aBEPIICHUS CTaHIapPTHOM aIbIOBAHTHOM Tepanuu TaMOKCH()EHOM B TEUYEHHE S5 JIET B KAYeCTBE
IIPOJUIEHHOM aTbIOBAHTHOM TEPAIIUH.

. PacnipocTpaHeHHbIE TOPMOHO3aBUCHMBIE (POPMBI paka MOJIOYHOM JKEJIE3bl y JKCHIIUH B
IIOCTMEHOTay3e (Tepanus NepBOH JIMHUH).

. PacnipocTpaneHHble (OPMBI paka MOJIOYHOH JKENe3bl IPH DPa3BUTHH DEIMIMBA HIIH
IPOrpecCHpOBaHUs 3a00JIEBAHUS Y JKEHIIUH B IIOCTMEHONAY3€ (€CTECTBEHHON MJIM BbI3BAHHOM
HCKYCCTBEHHO ), TIOJYYaBIIUX MPEIIECTBYIOLIYIO TEPATIHIO AHTHICTPOI€HAMH.

. I'opmono3aBucumerii HER-2 HeratuBHBIA pak MOJOYHOM JKejl€3bl y JKEHINUMH B
IIOCTMEHOMAy3€, B KayeCTBE HEOAJbIOBAHTHONW TEpallud IIPH INPOTHUBONOKA3aHHAX K

XUMHOTEpaIuu U OTCYTCTBUH HEO0OXO0IMMOCTH B SKCTPCHHOM XHUPYPIru4€CKOM BMEIIATCIILCTBE.

IIpoTuBonoOKazanus

. [ToBbIIEHHAsT YyBCTBHTEIBHOCTh K JIETPO30JTYy MM JIHOOOMY JpPYroMy KOMIIOHEHTY
npernapara.

. ["opMOHaIBHBIN PeNpOyKTUBHBIN CTATyC, BKIIOUYas IPEMEHOIAY3Y.

. bepeMeHHOCTD, NEPHO/] IPYIHOTO BCKAPMIIMBaHHUS.

. Bospact 10 18 ner.

C 0CTOpPOKHOCTBIO

Cnezyer coGiI0faTh OCTOPOKHOCTH NMpH mpuMmeHenuu npenapata JJOPETA® y nmamuentok c
HapymieHneM (QyHKIuHM TneueHun Tsokennoi creneHu (kiacc C mo knaccupukanuu Yaitna-I1so),
HapyIIeHHeM QYHKIHH MOYeK TSDKEION CTeNneHH (KIMpeHe KpeaTuHuHa Meree 10 Mi1/MuH).

HpHMeHeHﬂe IpHu 6epeMeHHOCTH H B IIEPHOA 'PYAHOI0 BCKapMJ/INBaHUSA
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IIpumenenue npenapama 6o épems bepemeHHoCmu

B HccienoBanusxX y JKHBOTHBIX JIETPO30JI MPOJAEMOHCTPUPOBAT 3MOPHO- ¥ (PETOTOKCHYHOCTS, a
TaK)Xe TepaTOreHHbIE CBONCTBA.

[TaMeHTOK ¢ COXpPAHEHHBIM PENpPOJYKTHBHBIM IIOTEHIHAJIOM, B TOM 4YHCJIE MAlHCHTOK B
[IEPUMEHONAY3aIBHOM TIepHO/ile W B paHHEM MOCTMEHONAy3aJbHOM [EPHOJE ClIeIyeT
UHPOPMHUPOBATH O HEOOXOUMOCTH a7eKBATHONH KOHTPAIENIMH 10 YCTaHOBJIEHHS CTAOUIIBHOTO
IOCTMEHOMAy3aJIbHOTO TOPMOHATBHOTO cTaryca. IIpuMeHeHue mpenapara B IEPHOJ TPYIAHOTO
BCKapMJIMBaHMs TPOTHBONOKa3aHo. CreayeT MHGOPMHpOBATL NALMEHTKY O MOTCHIHATIbHOM
pHCKe PUMEHEHUs TIpernapaTa B IepUo/l IPyAHOrO BCKapMIIMBAHHUS.

Cnocod npuMeHeHHs B 103bI

[Tpenapat npUHUMAaIOT BHYTPb, HE3aBUCHUMO OT IIPHEMA ITHIIIH.

B ciydae mpomycka /1036l ee HEOOXOAUMO NPUHATH KaK MOXHO PaHbIIE, €CIH BPEMs MpHemMa
CJIE/IYIOIIEH 103BI IPAKTHYECKH HACTYTIIIO0, 3a0BITYIO 103y CJIEly€eT IPOILyCTHTh U IOCIIEAY FOIIUE
JI03BI TIpenapara cieyeT IpUHAMATh B CTaHAapTHOE Bpems. HenomyctuM nprem JBORHOM 1036l
npenapara, T.K. MPEBBILEHHE CYTOYHOH /03Bl 2,5 MI' NPUBOJAMT K YCHJICHHIO CHCTEMHBIX
no604YHbBIX AP PEKTOB mpenapara.

Pexomenmyemas no3a npenapata JJOPETA® cocrasnser 2,5 MI OflH pa3 B CYTKH, €XKeIHEBHO,
JUTUTEITBHO.

B kauecTBe aapbIOBaHTHON W MPOJICHHOM a/IbIOBAHTHON TEPANHH JICYEHUE CIIEAYET NPOJOKATh
B TEUECHME 5 JIET WIK J0 BOSHUKHOBEHHS pelU/IiBa 3a001eBaHus (He JOJbIIE 5 JIET).

VY DamueHToK ¢ METacTaTUYECKUM PaKOM MOJIOUHOM JKeJe3bl JIEUEHUE CIIeLyeT IPOA0IDKATh 10
MOSIBJIEHHSI IPH3HAKOB MTPOTPECCUPOBAHUS 3a00I€BaHUS.

B Heoa/bIoBaHTHOM (IIpeONepainoHHOM) niepuosie nedenue npenapatom JIOPETA® cnemyer
IpPOJIOJ/DKaTh B TeueHHe 4-8 MecsueB JUIsl JOCTH)KEHHs] ONTHMAIBbHOTO COKpAIEHHs pa3sMEpOB
omyxond. [Ipu OTCYTCTBHHM aJeKBaTHOTO OTBETa OMYXOJHM JIEYEHHUE TIpernaparoM CleayeT
NPEKPATHTh C MOCIEAYIOMHM XUPYPrUYeCKUM JIEYEHUEM HIIM PacCMOTPETH BOIPOC O JIPyroM
BUJIC JICUCHHUS.

Ilayuenmxu ¢ napyuwienuem yHKyuu nevenu

[Tpu HapymeHusx QyHKIHH NEYEHH JIETKOW M CpeaHEH TSDKECTH KOPPEKLMHM J103bl Ipernapara
JIOPETA® He Tpebyercs (kmacc A mmu B mo knaccupukaruu Yaitna-ITero). JIaHHBIX O
NPUMEHEHUH Y TAUMEHTOK C HapylleHWeM (yHKUUH MedeHH Tshkenol creneHu (kmace C mo
kiaccudukanuu Yaitna-11610) HETOCTATOYHO, B CBA3M C Y€M MPUMEHEHHE Ipernapara y TaKuX
MAIUEHTOK CJIeTyeT MPOBOAUTH MO TIIATEIbHBIM KOHTPOJIEM Bpaya.

THayuenmxu ¢ napywenuem ynkyuu novex
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Ilpu napymieHudn (QYHKIHH Mo4yek (KIMpeHC KpeaTWHHHa >10 MI/MHH) KOPPEKUHH 03Bl
npenapara He Tpedyercs. JJaHHBIX O MPUMEHEHHUHU y MAIMEHTOK C KIMpeHcoM KpeaTHHUHA <10
MJI/MHH HEJIOCTaTOYHO.

IHayuenmxu 6 6o3pacme >635 nem

V NaImeHToK MOKUIIOro BO3pacTa KoppeKius 10361 npenapara JJOPETA® ne tpebyercs.
ITo6o4unoe neiicTBHE

Pe3tome oannvix no bezonacnocmu

B KIMHHYECKUX HCCIIEIOBAHUSAX OTMEUEHA B IIEJIOM XOpOLIas MEepeHOCHMOCTh IIpernapara, Kak
IIpH IPUMEHEHUH B TIEPBOM U BTOPOH JIMHUSAX TE€PANUH Y NAIIUEHTOK C paCIpOCTPAaHEHHBIM PaKOM
MOJIOYHOM KeJie3bl, TaK U Y MAIUEHTOK C paHHEH cTagueil HHBa3MBHOI'O paKa MOJIOYHOM XKeJle3bl
B KauecTBE aJbIOBAHTHOM TEpaluu W IMPOJUICHHON agbIOBAHTHOM TepamHuH II0CIE€ OKOHYaHMS
tepanuu Tamokcudenom. Hexxenarenvupie peakuuu (HP) ormMedensl npumMepHoO y OfHOH TpeTu
TAMEHTOK, MMOJYYaBIIMX MIpenapar Mpu MeTacTaTHYecKuX (opmax paka MOJIOYHOM Kele3bl U B
Ka4eCcTBE HEO0aIbIOBAHTHOM Tepanuu, npuMepHo y 81% nanueHTok ¢ pacupoCTpaHEHHBIM PAaKOM
MOJIOYHOM JKeJie3bl (KaK B rpyIie NPUMEHEHHs JEeTPO30Jia, TaK U B rpymime tamokcudena). 87-
88% manMeHTOK, MOJIyYaBIIUX IMOCIEAYIOMIYI0 TEpanui0 B MPOJODKEHHH KIMHUYECKUX
UCCJIEJIOBAaHUM C MEIMAHOW MPOJODKUTENbHOCTH Tepanuu 60 mecsiueB, u npumepro y 80%
NAIUEHTOK B KIIMHUYECKUX UCCIIEIOBAHUSX, MTOJIyYaBIIUX MPOAJICHHYIO a/IbIOBAaHTHYIO T€paruio
(HP ormewensl kak B rpynme JeTpo3ojia, Tak M B Trpynmne Imianedo ¢ MeauaHou
IIPOAOJDKUTENbHOCTH Tepanuu 60 Mecsues). B nemnom, 3apeructpupoBannsie HP Hocumu ciabo
WIA YMEPEHHO BBIPAXECHHBIA XapakTep, NpU 3TOM MHOTHE M3 HHMX OBbUIM acCOIMMPOBAHBI C
NIOJJaBJICHUEM CHHTE3a 3CTPOTEHOB.

Haubonee wacto Berpeuwatromumucs HP B kiMHWYecKMX — HCCIeIOBaHUSAX — OBLIH:
HOPUCTYIIOOOpa3Hble ONIYIIEHHsS Kapa («IPUIHMBBI»), apTPaITUs, TOIIHOTA W IOBBIIIEHHAS
yromisgeMocts. Muorue HP  Moryr sBusThes  cTaHzapTHBIMH  (hapMakoJIOTHYECKHMHU
IOCJIE/ICTBUAMHM TIOJABJIEHHS] CHHTE3a 3CTPOr€HOB (HAIpUMep, MPHUCTYNOOOpa3HbIe ONIYIICHUS
Xkapa (IIPUIIUBBIY), AJIONENUs, BIIArAJTMIIHOE KPOBOTEYCHHUE ).

Hexenarenbhble sexkapctBeHHble peakuuu (HJIP), 3aperucTpupoBaHHBIE B KJIMHHYECKHX
UCCIIEIOBAHMAX U IIPU IIPUMEHEHUH TIperapara B IOCTPETUCTPAIIMOHHOM MEPUO/IE, TEPEUHCIICHBI
HW)KE B COOTBETCTBHH C YaCTOTOU BCTPEUAEMOCTH.

YacToTa BCTpeyaeMOCTH OLICHUBATIACH CIIEAYIOIMM 00pa3oM: «o4eHb yacto» - >10%, «gactoy -
>1-<10%, «neudacro» - >0,1%-<1%, «penko» - >0,01%-< 0,1%, «ouenb peako» - <0,01%,
BKJIIOYAsl OT/ENIbHBIE COOOINEHHS, 4YacTOTa HEHM3BECTHA (HE MOXeT ObITh OmpeneleHa 1o
UMEIONIMMCs TaHHBIM). B npenenax kax o yacrotHoit kateropun HP pacnipenenens! B mopsiike
YMEHBIIEHUSI YaCTOTHI BCTPEYAEMOCTH.

Hugpexyuonnvie u napasumapnvie 3a60.1e6anus.
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HEYacTo — HHGEKIMY MOYEBBIBOISIIMUX Iy TEH.

Jlobpokauecmeennwle, 310Ka4ecmeeHHble U HeYMOoYHeHHble HO8000PA306aHUS (BKIIOYASL KUCTbL U
nounsl). -

HedacTo — 00k B 00JIaCTH Oy XOJu ™.

Hapywenus co cmopoHvl Kposu u tumgpamuyeckou cucnmembpl. He4acTo — JCHKOIICHUS.
Hapywenus co cmoponvl UMMYHHOU CUCMeMbl: YacTOTa HEU3BECTHA — aHA()UIIAKTHYECKHE
peaKIuu.

Hapywenus co cmoponvl 06mena eewjecms u numanus: 0O4eHb 4aCTO — FUIEPXO0JIECTEPHHEMHUS,
9acTO — CHI)KEHHUE allleTHTa, MOBBIIICHUE allleTHTA.

Hapywenue ncuxuku: 9acTo — JETPECCUS; HEYACTO — TPEBOKHOCTH (BKJIIOYAs HEPBO3HOCTH),
pa3ApaKUTEIbHOCTb.

Hapywenus co cmoponet nepgnoti cucmemvi:

4acTo — roJIOBHas 0O0JIb, TOJIOBOKPY)KEHHE, BEPTHIO; HEYACTO — COHJIHMBOCTH, OECCOHHHMIA,
HapylIeHWe T[aMsITH, HapyIIeHWEe YYBCTBHTEIBHOCTH (BKJIFOYAs MApeCcTe3Ul0, THIIECTE3HUIO),
JIUCTEB3HUs1, HAPYILIEHHE MO3TOBOT0 KPOBOOOpAIIEH s, CHHIPOM 3alsICTHOTO KaHaa.

Hapywenuss co cmoponvl opeanos 3penus: HEYaCTO — KaTapakTa, pasJpakeHHe IJia3,
«3aTyMaHHUBAHHUE) 3PCHUSI.

Hapywenus co cmoponsl cepoya. 4acTo — OIIYIIEHUE CepALECOMEHUs; HeYacTO — TaxuKapaus,
UIIIEMUYECKUE SIBJIICHUSI CO CTOPOHBI cep/ua (BKJIIOYasi BIEPBBIC BBIBJICHHYIO WM yXy/IICHUE
TEUYEHUS  HMMEIOLIeHcs  CTEHOKapJWH, CTEHOKapauio, TpeOylomyl0  XHpPyprudeckoro
BMeIIaTeNIbCTBA, HH(PAPKT MHOKap/a, HIIEMUIO MUOKAp/a).

Hapywenusi co cmoponvi cocy0og: 04YeHb YacTO — IPHCTYNOOOpa3Hble OLIYIIEHHs Kapa
(«TIpUITMBBI»); YAaCTO — TOBBIIIEHHE AapPTEPUAIBHOIO MABJICHHUS; HEYacTo — TpoMOodiedur
(Bimrouast TpoMOO(IeOUT TOBEPXHOCTHBIX W INIyOOKHUX BEH); PEAKO — 3MOOJHMS JIErOYHOM
apTepuu, TpoM003 apTepuit, ”H(PAPKT rOJIOBHOTO MO3ra.

Hapywenusi co cmopoHel OblxamenvHOlU cucmembl, 0P2aH08 2pYOHOU KIemKU U CPeOOCmeHUs.!
HEYaCTO — OJIbIIIKA, KAIIelb.

Hapywenus co cmopoHbl H#cey004HO-KUueyHo20 mpakma. 4acto — TOIHOTA, PBOTA, AUCTIETICHS,
3amnop, auapesi, 00Jb B )KUBOTE; HEYACTO — CTOMATHUT, CYXOCTh BO PTY.

Hapywenusi co cmoponel neveHu u jceyegbl00Aujux nymeii: HE4acTo — MOBBIIIIEHUE aKTUBHOCTH
«TI€YEHOYHBIX» (EPMEHTOB, THNIEPOUTUPYOUHEMHUS, )KEITYXa; OUYeHb PEJIKO — IeNaTHT.
Hapywenusi co cmopoHbl KOMCU U NOOKONCHBIX MKaHeU. OY€Hb 4acTO — THMEPrHIpO3; 4acTo —
aJonenusi, CyXOCThb KOXKH, KOXKHAsi ChIIb (BKJIIOYAs SPUTEMATO3HYIO, MaKyJIOMAIyJIe3HYO,
IICOPHATUYECKYIO CBIITb U BE3UKYJSAPHYI0); HEYacCTO — KOXXHBIM 3yJl, KpPAalMBHUIA, 4YacTOTa

HCU3BCCTHA — aHFI/IOHCBpOTI/I‘ICCKI/Iﬁ OTCK, CHHAPOM Jlaienna (TOKCH‘I@CKHI;'I 3nnnepManbm>n71
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Hekponmus), cunapom CruBenca-/[KOHCOHA (3710KauecTBEHHas NOJMMOpPQHAs SKCCyaaTHBHAS
IpUTEMA).

Hapywenust co cmopoHsl CKelemHO-MblueYHOU U COCOUHUMENbHOU MKAHU. OYeHb YacTo —
apTpaIrys; 4acTo — MHAJIrHs, 60Jb B KOCTIX, OCTEONOPO3, NEPENOMBI KOCTEH, apTpuT, 005 B
CIIMHE; YaCTOTa HEU3BECTHA — CHHPOM «IIEJIKAFOIIEr0» MaJbla.

Hapywenus co cmoponvl novex u Mo4e6bl600Auux nymeu. HeIacTo — MOJUIAKUY PHSL.
Hapywenusi co c¢moponvl Nnoi08bIX 0p2aHO6 U MONOYHBIX icejle3. HYacTO — BarMHAIbHOE
KPOBOTEUEHHE; HEYACTO — BbIEJEHHS M3 BIArauia, CyXoCTh BYJbBbI U Bjaraiuiia, 6oib B
MOJIOYHBIX JKele3ax.

Obwue paccmpoiicmea u HApywleHus. 6 Mecme 66e0eHus: OYEHb YacTO — TMOBBIIICHHAS
YTOMJIEMOCTB (BKJIIOYAS CTEHHIO M OIyIICHHE HeJIOMOTaHH)s); 4acTO — NepHU(EePHUIECKUE OTEKH,
00JIb B IPYJHON KJIETKE; HEYacTO — IeHEPAJM30BAHHBIA OTEK, JIMXOPaJKa, CyXOCTh CIIM3HCTHIX
000J109€K, OIIYIIEHUE KaXK/IbI.

JlabopamopHvie u uncmpymenmanbHbvle OanHbie: 9acTO — YBEIMYCHHE MACChl TeJia; HeYacTo —
YMEHBIIIEHUE MACCHhI Tela.

*- moOOYHBIE peaKIlUH, BHISIBIICHHBIC B METACTATHYECKOM IIEPHOJIE.

Tpasmbi, UHMOKCUKAYUU U OCTONCHEHUS, MAHUNYAYUL: YACTO — NaJICHHE (B HEKOTOPBIX CITyYasx
NajeHue SABIAJIOCH CJIEACTBHEM JPYrHX HexenarenbHblx sBiaenuit (H), takux kak
TOJIOBOKPY)KE€HHE U BEPTHUTO).

Onucanue omoenvnvix HP.

Hapywenus co cmoponvel cepoya

JIOMOJIHUTEIPHO K BbIIIeNepeuuciieHHbIM HSl npu  agbloBaHTHOM Tepanud IpenaparoM
JIETPO30JIOM M TaMOKCH()EHOM COOTBETCTBEHHO OTMedeHbl cieayromme HI (Menuana
NPOJOJDKATEIBHOCTH ~ TE€parmMud S5 JIeT):  CTEHOKapAus, TpeOyromas XUpPyprudeckoro
smemarenseTsa (1,0% u 1,0%), octpas cepaeunas HegoctatoyHocTh (1,1% u 0,6%), noBeimeHue
aprepuaibHoro  masiaenus  (5,6% wum 5,7%), ocTpoe  HapylmIEHHE  MO3rOBOTrO
KpOoBOOOpaleHus/mpexosias uiemudeckas araka (2,1% u 1,9%).

[Tpu npoUTeHHOM aIBIOBAHTHON TEPANHU MPENapaToM JIETPO30Jia B TEYEHHH 5 JIET B CPAaBHEHHH
C Tepamued IUianedbo B TeYeHHE 3 JIET COOTBETCTBEHHO OTMeYaluch crexytomue HI:
cTeHoKapausi, TpeOyromias xupypruueckoro BmermarenberBa (0,8% u 0,6%); umemudeckas
Oone3Hb cepilla, BKJIKOYAs BIEPBbIC BBIABICHHYIO WM YXYIIIEHHE TEYEHUS HMMEIOIMICHCS
crenokapuu (1,4% u 1,0%); uadapkr muokapza (1,0% u 0,7%); TpoMb03MOOIMYECKHE SBICHHS
Co craTHCTHYeCKH 3HauuMmoi pasuunei (0,9% u 0,3%); MHCYIBT/TpaH3UTOPHAS HIIEMUYECKas
aTaka co CTaTUCTHYECKH 3Ha4uMo# pazuuuei (1,5% u 0,8%).

Iloboynvie peakyuu co cMopoHbl KOCMHO-MbIULEYHOU CUCTEMbL U COCOUHUMENbHOU MKAHU
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IIpy NpojsieHHON aAbIOBAHTHOM TEparuu JIETPO30JOM B TEYEHHE S5 JIET [0 CPaBHEHHIO C
NAIMEHTKAMH, TOJyYaBIIMMH mianeGo B TedeHue 3 JIeT, OTMEYEHAa 3HAYMTENbHO Oobliast
qacToTa BO3HUKHOBeHHUs nepeioMoB 10,4% u 5,8% COOTBETCTBEHHO HMJIM OCTEONOPO3a 12,2% u
6,4% COOTBETCTBEHHO.

Ecnu nobule U3 yKasauuwblx 6 uHCMpyKyuu nobouHwbix d¢gdexmos ycyeybasiomes, uiu Bo
samemunu 1106bie Opyeue nobounwvle dPdexmol, He YKA3aHHblE 6 UHCMPYKYuU, coobujume 06
9MOM 8payy.

IlepenosupoBka

MMeroTes OT/ebHBIE COOOIIEHUs O CIIydasx Mepe03UpOBKH Mpenaparamu jeTpo3ona. Kakue-
6o  crenuduUecKMe  METOIbl  JIEYeHHS  Iepeflo3upoBKM  HemsBecTHbL  [lokasana
CHMIITOMATHYECKasi W MOJiepXKuBatomas Ttepanus. JIeTpo3oa BHIBOAMTCS U3 IUIa3Mbl KPOBU
IIOCPEJICTBOM T€MOIHAIIN3A.

B3aumoseiicTBHE ¢ APYTHMH JIEKAPCTBEHHbIMH CPEJICTBAMH

JleTpo3on MeTabonu3upyeTcs IPEUMYIIECTBEHHO B IeUeHH ¢ ydacTieM usopepmento CYP3A4
u CYP2A6 uutoxpoma P450. Takum oOpa3oM, Ha CHCTEMHOE BBIBEJCHHE JICTPO30Jia MOTYT
OKa3bIBaTh BIMSHKE JIEKAPCTBEHHBIE MPENapaThl, BO3ACHCTBYIONIHME HA JAHHBIE H30()EPMEHTBI.
Mertabosm3m sieTpo3osa Masio yyBctBuTeeH K n3ohpepmenty CYP3A4, T.k. HacwlEHHE JAHHOTO
(epMenTa MPOMCXOAUT TOJBKO IPH KOHIEHTPAILMH JIeTpo3oja B IjasMe Kposd, B 150 pa3
MPEBBIMIAONIEH €ro KOHIEHTPAIMI0 B PABHOBECHOM COCTOSHMH IIPH NPHMEHEHUH Iperapara B
CTaHJAPTHON KJIMHUYECKON CUTYaLlUH.

Jlexapcmeennvie npenapamoi, npueoOswUe K HNOBLIUECHUIO KOHYeHmMpayuu J1empo3ona 6
CbIBOPOMKE KPOBU

Muruburops uzopepmertoB CYP3A4 u CYP2A6 criocoOHBI yrHETaTh METab0JIM3M JIETPO30J1a,
TEM CaMbIM IOBBIIIAS €r0 KOHIEHTPAIHIO B CHIBOPOTKE KpOBU. OJHOBPEMEHHOE NPHMEHEHHE
MOINHBIX HHTHOMUTOPOB HaHHBIX Hu3opepmenToB (it wuzopepmenta CYP3A4 TtakoBeIMH
SIBJISIFOTCS, HAIIPEMeEP, KETOKOHA30J1, HTPAKOHA30J1, BOPUKOHA30JI, PHTOHABUD, KIAPUTPOMHIIMH H
tenutTpoMunuH; i uzopepmenta CYP2A6 — MeTOKcaieH) MOXET NPHBECTUH K YBEIHYCHUIO
OKCIO3MIUHU JieTpo3ona. HeobOxoauMo coOmoAaTh OCTOPOKHOCTh IIPH  OJHOBPEMEHHOM
IPUMEHEHHUH JIETPO30Jia M MOIIHBIX HHruouTopoB u3odpepmentoB CYP3A4 u CYP2AS6.
Jlexapcmeennvie npenapamel, NPUBOOAWUE K CHUICEHUIO KOHYEHMpayuu J1empo3ona 6
CbIBOPOMKE KPOBU

WUnnaykropsl nzodpepmentoB CYP3A4 u CYP2A6 cnocoOHBI OBBIIIATE META00IM3M JIETPO30JIa,
TEM CaMbIM CHIDKasi €ro KOHIIEHTPALUIO B CHIBOPOTKE KpOBU. OJHOBPEMEHHOE NPUMEHECHHUE
HHIYKTOPOB JaHHBIX wu3odepmentoB (st u3odpepmenra CYP3A4 TakoBbIMH SBISIIOTCS,

HanpuMmep,  GeHuTomH,  pubammuimH, KapOamaszenuH,  ¢enobGapOutan,  3BepoOoit
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TIPOIBIPABJICHHBIH) MOXKET NMPHBECTH K CHIKCHHIO 9KCIIO3MIMH JIETPO307Ia; Ul U30(epmMeHTa
CYP2A6 uHIyKTOpBI HE U3BECTHBI.

OHOBpEMEHHOE MPUMEHEHHE Npernapara JieTpo3oia (B 103e 2,5 Mr) u Tamokcuena B 103e 20
MT/CYT HPUBOIUT K CHHYKEHHIO KOHIIEHTPALUH JIETPO30J1a B CHIBOPOTKE KPOBHU B Cpe/iHEM Ha 38%.
B KIMHMYECKHX HCCIIENOBAHMSAX TPH MPUMEHEHUHU JIETPO30Jia BO BTOPOH JIMHUHM TEPANUH JUIs
JIeYeHUs PaKa MOJOYHOM JKele3bl HE OTMEYCHO YBEIMYECHHMs TepaneBTH4ecKoro spdexra u
4acTOThl BO3HUKHOBeHUs: HP jtleTpo30sia mpu ero NnpuMEeHEeHHH HENOCPEICTBEHHO MOCTe pruemMa
TamoKcudeHa. MexaHu3M JaHHOTO JIEKapCTBEHHOTO B3aMMOJIEHCTBHUS HEU3BECTEH.

Brusnue nemposzona Ha KOHYeHmpayuio 6 CblOPOmKe KpO6U OOHOBPEMEHHO NPUMEHSeMbIX
npenapamos

In vitro netposon uarubupyet nszodepment CYP2A6 uuroxpoma P450 u ymepenno usopepmeHt
CYP2C19, xiuHMYecKoe 3Ha4eHHe JaHHOTO SBJICHHs He ycTaHoBjIeHo. HeoOxoumo cobmonars
OCTOPOIKHOCTH MPU OJHOBPEMEHHOM IPHMEHEHUH JIETPO30J1a M JIEKApCTBEHHBIX MpPEMnaparoB C
y3KHM TEpaNeBTHYECKHM HWHJEKCOM, BBIBEJCHHE KOTOPHIX 3aBHCHT MPEHMYIICCTBEHHO OT
uzopepmenta CYP2C19 (nanpumep, penutonH, kionuaorpen). B ranueiid MoMeHT cyOCcTparhl
n3odepmerta CYP2A6 ¢ y3kum TepaneBTHUECKHM HHIEKCOM HEH3BECTHBI.

[Ipu 0ZHOBPEMEHHOM IIPUMEHEHHUH JIETPO30J1a C IIUMETHIMHOM (M3BECTHBIM Hecneu(pHIeCKUM
uaruouropom usopepmentos CYP2C19 u CYP3A4) u BapdapuHOM (4yBCTBHUTEILHBIM
cyocrparom u3odepmenta CYP2C19 ¢ y3kuM TepaneBTHYECKMM HHJIEKCOM, 3a4acTyio
IPUMEHSIEMbIH Yy TTAIMEHTOK, IOJIYYalOHX JIeTPO30J1) KIMHHYECKH 3HAUUMBIX B3aUMOICHCTBHUI
HE BBISBJICHO.

Ocobbie ykazanus

Hapywenue ¢hynxkyuu nouex

Her JaHHBIX O MPUMEHEHHH TNpenapaToB JETPO30Jia y MAlMEHTOK ¢ KIMPEHCOM KpeaTHHHHA
meree 10 mu/mun. Ilepen mauanom npumenenus npenapata JIOPETA® y Takux mamueHTOK
Clie/yeT THIATeIbHO OLIEHHTh OTHOIIEHUE 0KUAEMOH MOJIB3bI K BO3MOKHOMY PHUCKY.
Hapywenue ¢pynkyuu nevenu

V nanmeHTok ¢ HapymieHueM (QYHKIHHA Me9eHu Tsokesnol crernenu (kiace C mo kiaccupuKanuu
Yaitna-I1p10) cUCTeMHas SKCHO3MIHKS JIETPO30Ja W TEPMUHAIBHBIA NEPHOJ T0JIyBBIBEACHUS
MPUMEPHO B 2 pa3a MPEBBINIAIOT JAHHBIC TOKA3aTelIH Yy 370pOBbIX J100poBosbLEB. B cBiA3m ¢
BBIIIIECKA3aHHBIM CJIeIyeT TIIATebHO HAaOII0AaTh MAllMeHTOK JaHHOMW KaTeropuH.

Bnusinue na kocmuylo mkans

CymiecTBYIOT JaHHBIE O Pa3BHTHH OCTEOIOPO3a M/WIM BOZHHKHOBEHHH IEpPEIIOMOB KOCTEH BO
BpeMsi IIPUMEHEHHUs Npemnapara jerpososia (cM. «llobounvie peakyuu co CmMOpoHbl KOCMHO-
MbIULEYHOU CUCMeMbL U COeOUHUMENbHOU MKAHUY), B CBSI3U C Y€M PEKOMEH]IyeTCs TIATEeIbHBIR

KOHTPOJIb COCTOAHHUS KOCTHOM TKaHHU B TE€YCHUE BCETO nepuoja NMpuMEHCHUS IIperapara.
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T'opmonanvrerii cmamyc

V nanueHToK ¢ HeyTOYHEHHBIM TOPMOHAJIBHBIM CTaTyCOM IIEpeJl Ha4alloM TEPaIluy IpernapaTomMm
ciexyet onpeaenuth Kounentpanuto JII', @CI w/unu scTpaguona.

[IpumeHeHHe mperapara BO3MOXHO TOJIBKO Y MAlMEHTOK C IMOATBEPXKICHHBIM CTaOMIIBHBIM
MOCTMEHOMAY3a]IbHBIM TOPMOHAJIBHBIM CTATyCOM.

Depmunvrocmp

dapMaKoJOrHYeCKUM CIICJCTBHEM INPHMEHEHHUsS Ipenapara sBsSEeTCs YMEHBIICHHE CEKPElHU
3CTPOTeHa MOCPEICTBOM HHTHOMPOBaHMs apoMaTasbl. Y MallMEHTOK B IPEMEHOINAY3€ BOZMOXKHO
OTBETHOE YBEIMUYCHHE KOHIIEHTpaIlMu roHanoTponHeix ropmonos (JII, ®CI'). VBenuuenue
kounenTpamuu @CI" B CBOIO 0Yepeb MOKET CTUMYJIHPOBATh POCT (OJUIMKYJIOB U HHYTHPOBATh
oByJsIMIO. TakuM 00pa3oMm, CyIIeCTBYeT IOTEHIHAIbHAs BO3MOXHOCTb HACTYIUICHHS
OepeMEeHHOCTH Y MAMEHTOK B MEPUMEHOIIAY3aIbHOM U PAHHEM TTOCTMEHOIIAy 3aJIbHOM MIEPUOJIE.
B Takux ciaydasx cijeayeT HCIOJIb30BaTh HAJAEKHbBIE METO/bl KOHTPALEILHUHU 10 YCTaHOBJICHHS
CTaOMIIBHOTO NMOCTMEHOTIAY3aJIbHOI'O TOPMOHATIBHOTO CTaTyca y IaHHON KaTerOpHH Mal[HeHTOK.
Jlexapcmeenmnoe 83aumooeiicmsue

PekoMeHmyeTcss M30eraTb  OXHOBPEMEHHOTO mHpuMeHeHHs npemapata JIOPETA® ¢
TaMOKCH(EHOM, JPYrHMH aHTHICTPOTEHHBIMH W OSCTPOr€HCOAEp)KAIlMMM  IIpernaparaM,
IIOCKOJIBKY TIePEYUCIICHHBIE CpPEJCTBA MOTYT OCHa0uaATh (apMakoJIOTHIYecKoe JeHCTBUE
nerposzosiia (cM. «Bzaumooeticmsue ¢ Opy2umu J1eKapcmeeHHviMU cpeocmeamuy). MexaHu3m
JAHHOTO B3aMMOJICHCTBUS HE U3YUEH.

[Ipenapat He moka3aH JJis TepanMM paka MOJIOYHOM JKeJe3bl, HE COACPIKAIIEro penenTopoB K
CTEPOUIHBIM FOPMOHAM (ICTPOTeHY HJIM MPOTECTEPOHY ).

Bimnsinue HA cIOCOOHOCTH YNPaBJISITH TPAHCIIOPTHBIMH CPeICTBAMH, MeXaHU3MaMH
Hexoropeie mobounbie 3¢ ¢exThl npenapata, Takkue kak oOmas ciadocTh, OJIOBOKpPYKEHHE U
COHJIMBOCTb, MOTYT BIHSTh Ha CIOCOOHOCTH BBIMIOJHEHUS NOTEHIMAIBHO OINACHBIX BHUJIOB
JEeSATEeTbHOCTH, TPEOYIONIMX KOHIEHTPAIlM BHUMAHUS U ObICTPBIX PEaKIUi.

B 371011 cBs3H cieyer codmoaaTh OCTOPOKHOCTD IIPH YIIPABICHUH TPAHCIOPTHBIMU CPEACTBAMHU
U MEXaHU3MaMH.

[Ipu nosBICHUH ONUCAHHBIX HEXKEIATEIBbHBIX SBJICHUH CIIEyeT BO3AEPIKATHCSI OT BHITTOJTHEHUS
yYKa3aHHBIX BUJIOB JIESITEIbHOCTH.

®opma BbINyCcKa

TabneTku, MOKpHITHIE TIEHOYHOM 000I04YKO#, 2,5 MT.

ITo 10 TabneTok B KOHTYpHYIO s9eiiKOBYIO ynakoBKy (6mucrep) u3 [IBX/amomunueBoit Gponbru.
ITo 3, 6, 9 unu 12 6arcTEpPOB BMECTE ¢ HHCTPYKIUEH 10 METUIIMHCKOMY TPHUMEHEHHIO YITaKOBAHEI
B KapTOHHYIO TTAUKy.

YenoBusi XxpaHeHust



C.13

ITpu Temneparype e Boime 25°C.

XpaHUTh B HEJJOCTYITHOM /IS IETCH MecTe.

Cpok roanoctu

3 rona.

He ucnonp30Bate 10 HCTEYEHUH CPOKA FOHOCTH, YKA3aHHOTO Ha YIIAKOBKE.
Yc0Bus OTIYCKA U3 aNITEK

[To peuenry.

IIpounsBoauTenn/PacoBmuK:

Cunron Ucnanus, C.JI., Ucnanus

aJipec IPOM3BOJICTRA:

K/Kacrenbo Nel,

Cant boit e JIboOperat

08830, bapcenona, Mcnianus.

Baapenen PerucrpanuonHoro YaocroBepenus:

000 «Acnekryc hapma»

121357, r. MockBa, BH. Tep.T. MyHHIMNATbHBIA OKpyT Moskaiickuii, yi1. Bepecaesa, a. 8, stax 1,
noMm.I, komu. 20

Opranusanus, NPHHAMAKIOIIAS NPEeTeH3HH 0T noTpednTeIst/PacoBmMUK/Y NaKOBIMMK:
000 «Acnekryc hapman

142717, MockoBckast 00:1., JIeHHHCKHMIA MyHHIIMIIATBHBINA PaliOH, CETLCKOE TIOCETECHHUE
PasBuikoBckoe, noc. Pa3euika, tep. Ksapran 1, Biagenue 9

https://aspectus-pharma.ru

Ten.: +7 495 274 06 19, +7 916 205 06 04

['enepanbHbIil THPEKTOP

000 «Acnekryc hapman Pomantok A.C.




