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MUH3 OTPAB POCCHH

| A7-001469-11 1019
MUHUCTEPCTBO 3/]IPABOOXPAHEHWSI P CCUMCKOM OEJIEPAILINN ;
COTIACOBAHO

NMHCTPYKLIMA 10 MEJ],I/H_II/IHCKOMY IIPI/IMEHEHI/IIO
JIEKAPCTBEHHOI'O TTPETIAPATA

JlecTpoaexce

Perncrpannonnblii HoMep:

Toprosoe nanmenoBanue: Jlectpozexc

MesxayHapoaHoe HenaTeHTOBAHHOE WJIH IPYNIHPOBOYHOe HANMEHOBAHME: JIETPO30JT
JlexapcrBennas gopma: TabieTKH, MOKPHITHIE NICHOYHOU 000JI0UKOM

Cocras

1 Tabnerka coIepIKUT:

oelicmeyiowee 6eujecmeo. IJIETPO30JI 2,5 MI; GCnOMoOzamenvhbie 6eujecmed: IAKTO3bI
MoHoruapar 61,5 mr, kpaxman Kykypy3Hbiid 6,0 Mr, kapOOKCHMeTHIKpaxMain HaTtpus (Tum A)
4,0 Mr, memmono3a MHKpokpuctaummyeckas 25,0 mr, maraums creapatr 1,0 Mmr; miewounoe
nokpoimue:  Onazapait 11 85F32410 kenteiii  (MOJMBHHHIIOBBIM  CIOHPT  YaCTHYHO
rujposm3oBanHbiii 40 %, turana auokcua (E 171) 23,50 %, maxporon 3350 20,20 %, tanbk
14,80 %, xpacutens xene3a okcu xentsiit (E 172) 1,50 %) 3,5 mr.

Onucanne

Kpyribie 1BOSIKOBBIYKIIbIe TaOIETKH, TOKPHITBIE IUIEHOYHON 000JI0UKOM, HKEJITOrO 1{BETA.
®apmakoTepaneBTHYeCKasi IPYNNa: MPOTHBOOMYXOJIEBOE CPEIACTBO - 3CTPOTEHOB CHHTE3a
UHTHOUTOP.

Konx ATX: L02BG04

PapmakosioruuecKoe aeiicTBHe

Mexanusm oeiicmeusn

Jletpo3on sIBIsieTCS HECTEPOMIHBIM MHIHOMTOPOM (epMEHTa apoMaTasbl, OCYIIECTBISIOIIETO
IIPEBpAIICHHE CHHTE3UPYEMBIX HAANOYCUHHKAMH aHJIPOTEHOB B JKEHCKHE IIOJIOBHIE TOPMOHBI
sctpoH (E1) u scrpammon (E2) u takum o0pa3oM oOKa3bIBaeT aHTUICTPOIEHHOE JICHCTBHE,
CEJIEKTMBHO MHTHOMPYs apoMarasy 3a CUeT BBICOKOCTICIIH(HUYHOTO KOHKYPEHTHOTO CBSI3bIBAHHSI
¢ cyObemHuIei sToro pepmenta — reHoM ruroxpoma P450. BeizsiBaemast ieTpo3osiom 6iokama
CHUHTE3a 3CTPOI€HOB BO BCEX TKaHSIX SBISICTCS OCHOBAaHHEM JUISl €r0 MCIOJIb30BaHHS IPH
JICYEHUH 3JI0KAYECTBEHHBIX OMYyXOJIeH Yy JKEHIIWH B MOCTMEHONAay3e, Y KOTOphIX 0Opa3oBaHue
CTUMyJIMpylomuX omnyxoneBsli poct El u E2 B nepudepuueckux TKaHAX IPOUCXOAUT

MPEUMYIIECTBEHHO U3 aHIPOTE€HOB.



Dapmakoounamuka

VY JKEeHUIMH B MOCTMEHONAy3e IpH MpUeMe JIeTpo3oja oaHokpaTHO B go3ax 0,1 mr, 0.5 mMr u
2,5 mr Habmo/1aeTcsi yMEHBIICHHE aKTHBHOCTH ICTPOHA M ICTPAJHOJa B CHIBOPOTKE KPOBH Ha
75-78 % wu 78 % OT MCXOMHOTO YPOBHS COOTBETCTBEHHO. MakcHMabHBIH d((PeKT oTmMedaeTcs
yepe3 48-72 yaca.

VY NanuMeHToK ¢ pacupoCTpaHEHHBIM PaKOM MOJIOUHOMW JKeJie3bl B MIOCTMEHOTAy3€e €)KeIHEBHBIN
IpUeM JIeTpo3oia B CyTOUHBIX J03ax OT 0,1 10 5 Mr BbI3bIBa€T CHM)KEHHE KOHIIEHTPALUH
3CTpaMO0IIa, ICTPOHA U ACTPOHA Ccyb(para B miasme KpoBd Ha 75-95 % 0T UCXOAHOTO YPOBHSL.
ITpu npumenenun B no3e 0,5 Mr u BbIlIe KOHIEHTPAIIMKA 3CTPOHA U 3CTPOHA Cylb(aTa B Iiazme
KPOBH OCTAIOTCS HHJKE ONPEAENISeMOro IMopora MpH HCIOJIb30BAHHH OOJBIIUHCTBA METO/I0B
onpeznenenusi. Cynpeccusi CHHTE3a 3CTPOreHOB MOUIEPXKUBACTCS HAa MPOTSHIKEHUH BCETo NMEpHoIa
JICUCHHUS.

JleTpo3071 BBICOKOCHEIIM(UYHO TMOJABIISCT AKTUBHOCTH apoMara3bl, HE BHI3BIBAET HApYIICHUS
BBIDAOOTKH CTEPOMIHBIX TOPMOHOB B HaJNOYe4YHUKaX. [Ipy mNpUMEeHEeHHH JieTpo3oyia y
NAIMEHTOK B IIOCTMEHOIay3e B auamna3zoHe 103 oT 0,1 g0 5 Mr He OTMEUEHO KIMHUYECKH
3HAYMMBIX M3MEHEHUH KOHILEHTpAllMM KOPTH30JIa, ajbJocTepoHa, |1-1e30KCHKOpTH30IIa,
17-ruapoxcunporecTepora u aapeHoKopTuKoTponHoro ropmona (AKTI') 1 akTHBHOCTH peHHHA
B miaa3me KpoBu. Tect ¢ AKTI yepe3 6 u 12 Henenb Tepanuu JeTpO30JOM B CYTOYHBIX J03aX
0,1 mr, 0,25 mr, 0,5 mr, 1 Mr, 2,5 Mr U 5 Mr He BBISSBHJI HApYIIEHHI CHHTE3a ajibJJOCTEPOHA HJIH
KOpPTH30J1a. JIOnOMHUTETBHOTO PUMEHEHUS TITFOKOKOPTHKOCTEPOUIOB U
MHHEPAIOKOPTHKOCTEPOU/IOB IIPH TEPAITMH JIETPO30JIOM HE TpedyeTcs.

ITocne omHOKpaTHOrO MpUMeHeHHs mpenapara B jgo3ax 0,1 mr, 0,5 Mr u 2,5 Mr y 310poBbIX
JKEHIIUH B IIOCTMEHOIIAy3€ HE OTMEYaJIOCh W3MEHEHMsI KOHILIEHTPAIMM aHIPOTEHOB B IUIa3Me
KpPOBH (aHJIPOCTEH/JMOHA M TECTOCTEpOHA). Takke HEe OTMEYEHO HM3MEHEHMs KOHIEHTPALMH
aH/IPOCTEH/IMOHA B IUIa3Me KPOBHU Y MAIIMEHTOK, MTOJIyYaBIIUX TEPAIHUIO JIETPO30JIOM B CYTOUYHBIX
no3ax 0,1-5 Mr, 94To CBHAETENBLCTBYET O TOM, 4TO OJioKa/ia OHOCHHTE3a 3CTPOTEHOB HE TIPHBOUT
K HaKOIUICHHUIO aHJPOTCHOB, SIBIISIOLIMXCS MpeiiecTBeHHUKaMu scTporeHoB. Ha done nmpuema
JeTpo30ia U3MEHEHUH KOHIICHTpaluun JIOTEUHU3UPYIOIIETO (JIT) u
domumkynocrumyimpyiomero (®CIY) ropMoHOB B IUla3Me KPOBH, H3MEHEHHH (YHKIHA
IMUTOBHIHON Jkene3bl (Tupeorpornnoro ropmona (TTT), tpuitonruponuna (T3) u THpokcuHa
(T4)), w3meHenudt nUMUAHOTO NPOQWUIS, TOBBIIIEHHS 4YacTOTHl HH(APKTOB MHOKapjaa H
UHCYJIbTOB OTMEYEHO He ObLIO.

DapmarkoKkunemuka

Bceacwvisanue



JleTpo3osn OBICTPO M MOJHOCTBIO BCAchIBAaeTCs W3 JKeNyA0uHO-KMImedHoro tpakta (OKKT),
cpeaHsiss OMOI0CTYHOCTH cocTaBisieT 99,9 %. [Ipuem MM HE3HAYMTEILHO CHUXKAET CKOPOCTh
BcachiBaHus. CpenHee 3HAYeHWE BPEMEHH JIOCTHIKEHHS MAKCHMAIbHOM KOHIEHTpAIHH
nerpo3oia B miasMe KpoBH (Tmay) cocTaBisier 1 yac nmpu npueme J1eTpo30J1a HATOMAK ¥ 2 Jaca —

pU NPHEME ¢ NHIICH; CpeHee 3HAYCHHE MakcuManbHOH komuentpammu (C ) cocrapiser

129 + 20,3 amons/n npu npueme Haromak u 98,7 + 18,6 HMOIB/ — IpU NpHEME ¢ MHIIEH,
OJIHAKO CTETeHb BCAChIBAHMs JIETPO30J1a (IIPU OIEHKE IO IUIOMIAIHU 1101 KPHBOM «KOHIIEHTPAIlHsI-
BpeMsi» (AUC)) He u3MeHsieTcs.

HeGonbimre W3MeHeHHs: B CKOPOCTH BCACHIBAHMSI pACIEHHMBAIOTCS KAaK HE HMEIOIIHE
KIIMHUYECKOTrO 3HAYECHHUS, B CBA3U C YEM JIETPO30J MOXKHO MPUHHUMATH HE3aBHCHMO OT IpHEMa
TTHIIH.

Pacnpeoenenue

Cesa3p  neTpo3ona ¢ OelkamMu IUla3Mbl  KPOBH  COCTaBiisieT npuOiamsurensHo 60 %
(npeumymecTBeHHO ¢ ansOymuHOM — 55 %). KoHueHTpamus mnpemapara B 3pHTPOLMTAX
cocrasisier okono 80 % ot TakoBoW B Iasme kposu. Ilocie mpuema 2,5 Mr MEYEHHOro
PaJinOAKTUBHON METKOM JieTpo3ona mpumepHo 82 % paJMOaKTHBHOCTH B ILIa3M€ KPOBH
NPUXO/IUIIOCH HA HEM3MEHHOE BEIECTBO, TAKUM 00pa3oM, CHCTEMHAs! KCIIO3MIUS META00IUTOB
KpaiiHe Hu3kas. JleTpo3on OBICTPO M B 3HAYMTENBHOM CTENEHH paclpeieseTcs B TKaHsX.
Kaxymuiics o0veM pacrpesesieHHss B PaBHOBECHOM COCTOSHHHM — COCTABJISIET  OKOJIO
1,87 £ 0,47 n/xr.

Memabonusm

Merabonmyueckuif KIMPEHC JIE€TPo30Jia OCYLIECTBISIETCS MO/ BO3JEHCTBHEM H30(EPMEHTOB
CYP3A4 u CYP2A6 mmrtoxpoma P450 c obGpazoBanueM (HapMakoJIOrHYeCKd HEAKTHBHOIO
kapbunonosoro merabommra (CLy=2,1 n/4ac). MeraGonmyeckuii KIMpeHe CpaBHATEIBHO Golee
MEJUICHHBIH OTHOCHTEIBHO CKOPOCTH MEYEHOYHOro KpoBoTOKa (okoio 90 n/gac). O6pazoBanue
BTOPOCTENIEHHBIX HEYCTAHOBJIECHHBIX METAabOJIMTOB, @ TaKXKe HENOCPEICTBEHHOE BBIBEICHHE
NOYKaMH M 4Yepe3 KHMIIEYHHK MIPAlOT HE3HAYMTEIBHYIO POJib B BBIBEJICHHH JieTpo3osa. Yepes
2 HeJleNM 1oclie IpHeMa MEYEHHOTO PaJMOaKTHBHONW METKOM JIETPO30Jia Y 3/0POBbIX )KEHIIMH B
noctMeHonayse 88,2 + 7,6 % paanoakTHBHOCTH 0OHapyxeHo B Mode # 3,8 + 0,9 % B dekanusx.
Kak munumym 75 % paauoakTHBHOCTH, OOHApY)KEHHON B MOdYe B mepuoj Jio 216 yacos mociie
npuema, IPUXOJUTCS Ha JIONIO IIIOKYPOHHAa KapOuHOIOBOro merabosiura, okosio 9 % — Ha
JIOJIIO JIByX HEYCTAHOBJIEHHBIX METa0OIUTOB U OKOJIO 6 % — Ha JI0JII0 HEU3MEHHOT'O BEIIECTBA.
Buwigeoenue

Kaxymmuiics mnepuoa mNOTyBBIBEJCHHS W3 IUIa3Mbl KPOBH COCTaBJISET OKOJIO 2-4 JHEH.

PaBHOBecHas KOHIOCHTpAIusa JAOCTHTIacTCsd B TCUYCHHUC 2-6 Hexelb CKCIHCBHOI'O MpHEMa
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CyTO4YHOW 1036l 2,5 Mr. OTmeueHa HEKOTOpas HEIUHEHHOCTh (HAPMAKOKMHETHKH TIPH
€IKCJTHCBHOM TpHEME JIETPO30Jia B J103€ 2,5 MI, TaK KaKk KOHIIEHTpalus B IJla3Me KPOBH B
PaBHOBECHOM COCTOSIHUHM MPUMEPHO B 7 pa3 BbIlIE KOHIEHTpPAIWH, H3MEPEHHOU MOCIe MpueMa
OZHOKPATHOM /103bI 2,5 Mr (0ku1aeMasi KOHLICHTpAIKsl B PABHOBECHOM COCTOSIHMHM B 1,5-2 pasza
MPEBBIIACT TAKOBYIO MOCIIE OJHOKPATHOrO Iprema B 03¢ 2,5 mr). [TockosibKy KOHIIEHTpanus B
IJ1a3Me KPOBH MPH PABHOBECHOM COCTOSIHMHM OCTAeTCsl CTAOMIIBHON B TEUEHHUE JI0JITOTO BPEMEHH,
MOJXXHO CJIeJIaTh BBIBOJI 00 OTCYTCTBUH JUTHTENILHOM KyMYJISIHH JIETPO30JIA.
Jluneutnocms/nenuneunocmo

dapMakOKMHETHKa OblIa MPONOPIHOHAIBHA 03¢ T0C/Ie OJHOKPATHOTrO MpHEMa JIETPO30j1a B
no3ax g0 10 mr (ot 0,01 Mr 10 30 Mr) u mocie exexHeBHOro nprema B n03ax 10 1,0 mr (ot 0,1
10 5 mr).

[loce omHokpaTHOro mpuema mnpemapata B jgo3e 30 Mr HabmONATOCh HE3HAYHTEIBHOE
IponoprHoHanbHoe f03e yBenudenue 3naueHus AUC. Ilpu exenHeBHOM npuemMe B J103ax 2,5 Mr
u 5 mr 3nadenus AUC ysennunBanoch B 3,8 v 12 pa3s mpoTHB 05KHIaEMOT0 YBEIHUYEHHS B 2,5 U
5 pa3 COOTBETCTBEHHO IO CPAaBHEHWIO C MPUEMOM B 03¢ | Mr B cyTku. Takum ob6paszoM,
PEKOMEH/IOBaHHAsl CYyTOYHas /103a 2,5 MI SBJISETCS MOIPAHHYHOMN, NPH MPEBBINEHAH KOTOPOU
HECOPa3MEPHOE MPEBBIICHHUE JI030MPONOPUHOHATBHOCTH CTAHOBUTCS SIBHBIM, MPH 3TOM IIPH
npueMe mnpemapara B 03¢ 5 MI' JJaHHOe siBlieHHe Obulo Goliee BhIpakeHHBIM. Hecopasmeproe
NPEBBIIICHHE  JI030MPOIOPIHOHAILHOCTH  BEPOSITHO  SIBIISIETCS  Pe3yJIbTATOM  HACBILIEHUS
MPOLECCOB  MeTAabOIMYECKOro KiMpeHca. PaBHOBECHBIE T10Ka3aTeid JOCTUTAIUCH 4Yepe3
1-2 Mecsima nocrie npreMa B pa3indHbIX 103aX.

Dapmakokunemuxa 8 0coObiX CAVYasixX

dapMakOKHHETHYECKHE ITapaMeTPBbI JIETPO30Jia HE 3aBHCAT OT BO3PACTa.

Hapywenue ¢hynxyuu novex

B uccrenoBanusx y jKeHIIUH 100pOBOJIBIEB B IOCTMEHOMAY3€ ¢ HApyIIeHHeM (PYHKIMH MOYeK
pasIMyHOM cTeneHu (cyro4nsli kiupenc kpeaturuta (KK) 9-116 mi/MuH) mocie 0IHOKpaTHOTo
npueMa B 03¢ 2,5 MI, a Tak)Ke y MalMEeHTOK C METAaCTATHYECKHM PAKOM MOJIOYHOM Kele3bl B
paMKax BTOPOM JINHUH TE€paruu, He OTMEYEHO W3MEHEHHM (hapMaKOKHHETHYECKHUX IoKa3aresei
M CHCTEMHOW SKCIO3UIMH JieTpo3osia. C yd4eToM BBIMIECKa3aHHOTO He TpeOyeTcs KOpPeKIUH
JI03bI TIpenapara y NalMeHTOK C HapylleHHeM (YHKIUH No4eK (MpH KIUpEeHCe KpeaTHHHHA
>10 ma/mun). JlaHHbIE O IPUMEHEHHH JIETPO30JIa Y MANMEHTOK C HApylIeHHeM (PyHKIIMH T0YEK
TSOKEJION CTENEHH C KIIMPEHCOM KpeaTHHUHA <10 MJI/MHH OrpaHUYEHBI.

Hapywenus ¢pynxyuu nevenu

B cxoxeM HcceoBaHMM y MAIMEHTOK ¢ HapylmieHHeM (GYHKIMH [EYEeHH Pa3JIiuHON CTENEHH

TsoKeCTH cpennue 3HadyeHus AUC y noOpoBoibleB ¢ HapylmeHHeM (QYHKIMH MEYeHH CpeaHei



creneHu TsokecTd (knace B mo knaccuukarmu Yaitna-ITeio) Ha 37 % npeBblIuany JaHHbII
NOKa3aTeab y 3[0POBBIX YYaCTHHKOB, OJHAaKO OCTABAIMCh B paMKaX 3HA4YEHHIA,
3apErUCTPUPOBAHHBIX y YYaCTHHKOB Oe3 HapymieHus (yHKIMH nedeHH. B wuccienoBanum y
MAlUCHTOK C MUPPO30M II€YEHH U HapyLICHUSIMH (YHKIUH TIEYeHH TsKesIoM crenenu (kimacc C
o knaccuukanuu Yaiina-I1ei0) ormedeno ysenuuenne AUC u Ty, Ha cooTBeTCTBEHHO 95 % M
187 % y otHOCHTENHEHO 3710pOBBIX 106poBOIBIEB. Takum 06pa3oMm, Mpu HApyIIEHHH QYHKIMH
NEYECHH TSDKEJION CTENEHH y NAlMEHTOK C PAaKOM MOJIOYHOM JKeJe3bl OXKHIAeTCs YBEJIHYCHHE
CHCTEMHON OSKCNO3UIMK JieTpo3osia. OJHAKO, YYWThIBAas, YTO y IAIMEHTOK, IOJTy4aBIINX
JNIETPO30J1 B /103aX 5-10 Mr, He OTMEYANIOCh YBEIMYECHHS] TOKCHYHOCTH, KOPPEKIIMS 1035 B CIIydae
HapyuieHus: (yHKIMHM TNEYeHH TSDKEIOW CTENeHH HE ONpaBjJaHa, HeoOXOIMMO TINATEIbHOE
Ha0JII0/ICHNE MAMEHTOK JJAHHON KaTerOpUH.

[lo pesynbraram IBYX KOHTPOJMPYEMBIX HCCIECIAOBAHHNA Y MAIMEHTOK C PacIpOCTPAHEHHBIM
PaKkoM MOJIOYHOH JKeJie3bl HE OTMEYEHO BIHMSHHS HapyIIeHWS (YHKIMH MOYeK (pacyeTHBIHA
KMpeHc kpeatuHuHa 20-50 mMi/MMH) WM HapymieHWs (QYHKIHH T€YeHH HA KOHIEHTPALHIO
JIeTpO30J1a.

Iokazanusi K NPUMEHEHHIO

e PanHMe CTagu¥ WHBa3MBHOTO paKka MOJIOYHOW JKEJE3bl, KJIETKH KOTOPOrO0 HMEIOT
pelenTopbl 3CTPOTEHOB Yy JKEHIIMH B IIOCTMEHONAy3e, B KayeCcTBE CpEJICTBA
a/IbIOBAaHTHOMW TEparmy.

e PaHHHe CTaJMM MHBA3MBHOTO paKa MOJIOYHOM JKeJIe3bl y JKEHIIMH B MOCTMEHOMAY3e
10CJIe 3aBEPINCHMs CTAaHJAAPTHOH aJbIOBAHTHON TEparmud TaMOKCH(EHOM B TEUYEHHE
5 71T B Ka4ecTBE MPOUICHHOW aIbIOBAHTHOM TEPAITUH.

e PacnpocTpaHeHHBIE TOPMOHO3aBHCHMbIE (OPMBI paka MOJIOYHOMN HKeJIe3bl Y JKEHIHH B
IOCTMEHOMAay3¢ (Tepanusi NepBOM JIMHUH).

e PacnpocTpaHeHHble (HOPMBI paka MOJIOYHOM JKeJe3bl NPH DPa3sBUTHM PEIUIMBA HIIH
NPOrPECCHPOBaHUs 3a00JIEBaHUsl y JKCHIIMH B IOCTMEHONAay3e (€CTECTBEHHOM WIIM
BBI3BaHHOM HCKYCCTBEHHO), MOJTY4aBIIUX IPEAMECTBYIOULYIO TEPaIIo
aHTHACTPOTr€HAMH.

e T'opmonosasucumbiii HER-2 HeratuBHBI pak MOJIOYHOW JKele3bl y JKEHIIMH B
MOCTMEHONAy3¢ B KayeCTBE HEOAJbIOBAHTHOM Tepanuu NpPH MPOTHBOMOKA3AHHUAX K
XMMHOTEpAIMM ¥ OTCYTCTBHM HEOOXOJMMOCTH B 3KCTPEHHOM XHPYPrHUYECKOM
BMEIIATEIbCTBE.

IIpornBonokazanus
e [loBpimeHHass 4YyBCTBHTENBHOCTh K JIETPO30JIy WM JIIOOOMY JAPYrOMy KOMIIOHEHTY

npenapara.



® [ 'OopMOHaNIBLHBIH PENPOAYKTHBHBIH CTATyC, BKIIIOYask IIPEMEHOIIAY3Y.

® bepeMEeHHOCTb, IEPUOJ IPYAHOTO BCKAPMIIHBAHMS.

e Jlerckuii Bo3pact j10 18 net (3¢pexTuBHOCTS M 6E30MaCHOCTD Ul JJAHHOTO BO3PACcTa HE

YCTaHOBJICHBI).

C ocTopoKHOCTBIO
Crenyer cobmoaaTh 0CTOPOXKHOCTH IIPU IPUMEHEHHH TIPerapara y MalueHToK ¢ HapylIeHUsAMU
(yukunn neyenu Tspkenoii crenenu (kiace C no knaccupukanuu Yaiina-ITsio), HapylenueMm
Gynxmun mouek Tspkenoi crenenn (KK menee 10 MJI/MHH), HEIOCTATOYHOCTBIO JIAKTa3bl,
HETIEPEHOCHMOCTBIO JIAKTO3bI, TTIOKO30-TaJIaKTO3HON MababcopOIueii.
IIpumenenne npu 6GepeMEHHOCTH M B EPHO/] IPY/IHOT0 BCKAPMJIHBAHHS
B wuccnenoBanuax y OKHBOTHBIX JIETPO30JI IPOJEMOHCTPHPOBAT 3MOPHOTOKCHYHOCTH M
(erorokcuunocTs, a Takke TepatoreHnsie cBoicTsa. Ilpenmapar JlecTpojaexe IPOTHBOMOKA3aH
JUIsl IPUMEHEHHUS TPU OEPEeMEHHOCTH.
[lanMeHToOK ¢ COXpaHEHHBIM PENpPOAYKTHBHBIM MOTEHIMAIOM, B TOM YHCIE MAIHEHTOK B
NEPUMEHONAY3aJIbHOM IIEPUOJIE M B DPAHHEM IOCTMEHOMNAY3aJIbHOM IMEPUOJE CIIEAYET
MH(GOPMUPOBATh 0 HEOOXOIUMOCTH a/IeKBATHON KOHTPAIENIMK 0 YCTAHOBJICHHS CTAOMILHOTO
MOCTMEHOIIAy3aJIbHOTO TOPMOHATIBHOTO CTATyCa.
[Ipumenenne npenapata B TEpPHOJ TPYJHOTO BCKapMJIMBaHHs MpOTHBONOKa3aHo. Cieayer
MH(POPMHPOBATH MAIMEHTKY O MOTEHIMAILHOM PHCKE NPUMEHEHMs IIpenapaTta B IIEpHOJ
IPYAHOTO BCKapMITMBAHHUSI.
Cnocod npumMeHeHHs ¥ 103b1
IIpenapat npUHUMAIOT BHYTPb, HE3aBHCUMO OT IIPHEMA ITHIIIH.
B ciyyae npomycka 10361 ée He0OXOMMO MPUHATH KaK MOXKHO PaHbIIE, €CIIH BPEMs IPHHATHS
CIIEYIOMICH JI03bI MPAaKTHYECKH HACTYIHJIO, HENPHHATYIO 103y CIEAyeT MpPONyCTHTh H
NOCJIE/IYOIHEe I03bI MpenapaTa cieyeT IPUHUMaTh B cTaHiapTHoe BpeMs. Henonyctum npuem
JIBOMHO# J103BI ITpenapara, Tak Kak MPEBBIIIEHHE CYTOYHOM 036l 2,5 MI' IIPHBOIUT K YCHUIICHHIO
CHCTEMHBIX T0O0UHBIX 3((HeKTOB npenapara.
Pexomennyemas n03a npenapara JlecTpoaekc cocTasisier 2,5 MI OIMH pa3 B CYTKH, €KEIHEBHO,
JUTHTEJIBHO.
B xauecTBe anbpr0BaHTHON U NMPOIEHHOM a/IbIOBAHTHON TEPAITMH JICYCHHE CIIEAYET MPOI0IKATh
B T€YEHHUE S5 JIET UJIH JI0 BO3HUKHOBEHHS peruauBa 3aboseBanus (He J0JIbIIe S5 Jer).
VY NalMeHTOK ¢ METACTaTHYECKUM PAaKOM MOJIOYHOM JKeJle3bl JIeYeHHE CIIEAYeT MPOI0JDKATh JI0
IIOSIBJIEHUS] TPU3HAKOB MPOTPECCHPOBaHUS 3a00IeBaHMSI.
B HeoanproBaHTHOM (IIpeIONIEpallMOHHOM) TIEpHO/Ie JIeYeHHe npenaparoM Jlectpojeke cieayer

IIPpOAOJDKATh B TCUCHHE 4-8 mecsueB s JAOCTHIKCHHS OIITUMAJIBHOI'O COKpAIICHUSA pasMEpPOB
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omyxond. IIpH OTCYTCTBHM aJeKBaTHOrO OTBETa ONYXOJM JIEYEHHE IPENapaToM Cleayer
IPEKPATUTh HJIH PACCMOTPETH BOIIPOC O JIPYTOM BH/IE JICYECHHSI.

Ilayuenmxku ¢ napywenuem @ynkyuu nevenu

[Ipu HapymeHusx (QyHKIMH NEYEHH JIETKOW M CpPEIHEN CTENeHH TSKECTH KOPPEKIHH J03bI
npenapara Jlectponexe ne Ttpebyercs (kmacc A wim B no kimaccudukammu Yaiina-ITsio).
JIaHHBIX O TIPUMEHEHWH y MAIMEHTOK C HapylmIeHHeM (DYHKIMH ITI€YEHH TSDKEJIOH CTereHH
(kmacc C mo knaccudpukarmu Yaiina-I1b10) HemoCTaTouyHO, B CBA3M C YeM NPUMEHEHHE
npenapara y Takux MaideHTOK CIeyeT IPOBOAMTH MO/ TINATEILHBIM KOHTPOJIEM Bpava.
Ilayuenmxku ¢ napywenuem pynxyuu novex

[Ipu napymennu pynxrmu noyek (KK >10 mi/muH) KoppeKimu 10361 Ipenapara He TpedyeTcs.
Jlanupix o npuMeHennn y namueHTok ¢ KK <10 mui/MHH He0oCTaTOUHO.

Iayuenmxu 6 6o3pacme >65 nem

He tpebyeTrcst KoppeKIuu 10361 ipernapata JUisi MOXKHIIBIX MallHeHTOK.

ITo6ounoe neiicTBue

Pestome oannsix no 6ezonacrocmu

B KIMHMYECKHX MCCIIE/IOBAHMSIX OTMEYEHA B IIEJIOM XOpOIIas MEPeHOCHMOCTh Mpenapara, Kax
NpH NPUMEHEHHWH B MEPBOM M BTOPOHM JIMHUSX TEPalHM y MAIUEHTOK C PaclpOCTPaHEHHBIM
PAaKOM MOJIOYHO#M JKEJIE3bl, TaK U Y MAMEHTOK C PaHHEH CTaJnuell HHBAa3HBHOI'O paKa MOJOYHON
XKene3bl B KAueCTBE a(bIOBAHTHOM Tepanud U IPOJICHHOW aXbIOBAaHTHOW TEpalvM I10CIe
OKOH4YaHUsS Tepanuu Tamokcupenom. Hexenarenbubie peaknuu (HP) oTmMeueHbl npuMepHO y
30% manMeHTOK, NOJYYaBINMX Mperapar NMpH MeTacTaTHYecKuX (opMmax paka MOJOYHOlM
XKejiespl M B Ka4yeCTBE HE0aJbIOBAaHTHOM Tepanuu, mnpumepHo y 80 % mnammeHToK ¢
PacHpOCTPaHEHHBIM PAKOM MOJIOYHOM JKele3bl (KaK B IpyIe MPUMEHEHHs JIETPO30J1a, Tak U B
rpynrne Tamokcudena), 87-88 % namMeHTOK, MONYYaBIIMX MOCIEAYIONIYIO TEpPANMIO B
NPOJIOJDKCHHH KIIMHMYECKHX HCCIICIOBAaHUH C MEIHAHOW TPOAODKHTENLHOCTH Tepamuu 60
MecsneB, U npuMepHo y 80 % mamMeHTOK B KIMHUYECKHX HCCIICIOBAHMAX, MOJyYaBIIAX
NPOJUICHHYIO aJbIOBaHTHYIO Tepanuio (HP ormeuens! kak B rpymie JeTpo3osia, Tak ¥ B rpyIIIe
mwianebo ¢ MeaMaHOW  MpPOJOJDKUTENBHOCTH  Tepamuu 60  MmecsueB). B menowm,
3apeructpupoBanuble HP Hocumm cnabo wiam ymMepeHHO BBIpaKeHHBIM XapakTep, NPH 3TOM
MHOT'HE M3 HUX OBLIM aCCOIMUPOBAHBI C [10/IaBIICHHEM CHHTE3a 3CTPOTE€HOB.

Haubonee wacto Berpewatrommmucs HP B KIMHMYECKHX — HMCCIIEIOBAHMSX  OBLIM:
NpPUCTYNOOOpa3sHble OIIYIIEHUsT JKapa («IPHIKBBI»), apTpParus, TOMIHOTA W IOBBIIIEHHAS
yromaseMoctb. Mmnorue HP  Moryr sBasTBCS  CTaHAApPTHBIME  (hapMaKOJIOIrHYECKUMH
NOCJIEACTBHAMHU  TIOJABJICHUS] CHHTE3a JCTPOr€HOB (HAIpUMEp, «IPWIMBBLIY, aJONENus,

BJIaraJIMIHOEC KpOBOTe‘{eHI/IC).



Hexenarenpusle peakuun (HP), 3aperucTpupoBanHBIe B KIHHHYECKHX HCCIEIOBAHUSX H npu
NPUMEHEHHH TIpenapara B I[OCTPETMCTPAlMOHHOM IIEPHOJE, T[EPEUHMC/IeHbl HHXKE B
COOTBETCTBUH C YaCTOTOH BCTpe4aeMOCTH. YacToTa MpOSIBICHUS pacipeeNnsercs Clie yIOmuM
obpasom: odenb wyacto (>1/10), wacro (>1/100, <1/10), mewacro (>1/1000, <1/100), pemxo
(>1/10000, <1/1000), ouens peako (<1/10000), BKTIOYAs OTHENBHBIE COOOIIEHHS, YACTOTA
HEH3BECTHA (HE MOXET ObITh ONpe/eieHa M0 MMEIIMMCS JaHHBIM). B mpenenax Kakoif
4acTOTHO# Kateropuu HP pacnipesieneHs! B opsiike yMEHbILICHHS 9aCTOTHI BCTPEYaEMOCTH.
Hugpexyuonnvie u napasumapuvie 3a601e6anus: HeYacTo — MHPEKIIME MOYEBBIBOISIINX TYTEH.
Hobpoxauecmsennvie, 3n0kavecmeennvie u HeymounenHvle HOB00OPA306aHUsS (BKIIOYAS KUCHIbL
U nOMUNbL): HEYacTo — 60JIb B 001aCTH omyxoym*.

Hapywenus co cmoponwt kposu u numgpamuyeckoii cucmemul: HeHacTo — JTEHKOTICHHS.
Hapywenus co cmoponvl uMMyHHOU cucmemvi. 4YacTOTa HEW3BECTHA — aHa(HIAKTHYECKHE
pEaKIuu.

Hapywenus co cmoponvt obmena 6ewjecms u numanus: O4eHb 4acTO — THIEPXOJIECTEPHHEMMUS,
4acTO — CHUJKEHHE alllIeTHTa, MOBBIICHHE alllETHTA.

Hapywenus ncuxuxu: 4acto — JENpeccHs; HEYacTo — TpeBora (BKIIOYAas HEPBO3HOCTS),
pa3IpaKUTETHLHOCTD.

Hapywenus co cmoponv: nepenoii cucmemvl: 9acTo — TOJOBHAs 6GONb, TONOBOKpYKEHHE,
BCPTHIO; HEYaCTO — COHJIMBOCTh, OECCOHHMIA, HapylIeHHe [aMATH, HapylleHHe
4yBCTBHTEILHOCTH (BKJIIOYAs MAPECTE3HIO, TMIECTE3HI0), JW3IEB3Hs, HAPYLIEHHE MO3TOBOIO
KPOBOOOpAIIEHHS, CHH/IPOM 3aIISICTHOIO KaHaIa.

Hapywenus co cmopouvi opeana 3penus: HEY4acTo — KaTapakTa, pas[pakeHHe TIJias,
«3aTyMaHUBAHHUE» 3PCHHUS.

Hapywienus co cmoponsl cepoya: 4acto — OLIyIIeHHe cepAneOueHnus™; HeuacTo — TaXuKap/Ius,
HIIEMHYECKUE SBJICHHS CO CTOPOHBI CepAla (BKIIOYAsl BIIEPBbIEC BBIIBICHHYIO MM yXY/IIECHHE
TCUCHHUs HMMEIOIICHCS CTEHOKap/HH, CTEHOKApIHIO, TPEOYIOIYI0O XHPYPrHYECKOro JICUEHHS,
HUH(}apKT MHOKap/ia ¥ UIIEMHIO MHOKap/1a).

Hapywenus co cmoponwi cocyoog: 04eHb 4acTO — «IPUIIMBBI» Kapa; 4acTO — MOBBIIICHHE
apTepUHaIbHOrO JIaBJICHHs; HedacTo — TpoMOodedbut (Bkiroyas TpoMO0(pIeOUT MOBEPXHOCTHBIX
¥ IIIyOOKHX BE€H); PeIKO — SMOOIIHSI JIETOUHOM apTepuH, TpoMO03 apTepuii, UH(APKT rOJI0BHOTO
Mo3ra.

Hapywenus co cmoponvl OvixamenbHotl cucmemol, 0peanos 2pyoHotl KIiemku U CpedoCmeHus.:
HEYacTo — OJIbIIIKA, KaIlelh.

Hapywenus co cmoponvl  dicenyoouno-kuuieyno2o mpakma: 4acto — TOLIHOTA, pBOTA

ZII/ICHCHCHH*, 3arop, Auapes, 60J1b B JKHUBOTE, HEYACTO — CTOMaTI/IT*, CYXOCTb BO PTYy.



Hapywenus co cmoponvl newenu u dicenueewleodsuyux nymeii: HEYACTO — TOBBIIICHHE
AKTUBHOCTH «II€YEHOYHBIX» (DEPMEHTOB, IHIEPOHINPYOHHEMHS, KEITYXA; YaCTOTAa HEU3BECTHA
— remnarTur.

Hapywenus co cmoponvl kodicu u NOOKOICHbIX mKaHel: 0O4€Hb 9acTO — THIEPTHIPO3; 4acTo —
aJlonenus, CyXOCThb KOXH, KOXHas Chblllb (BKJIIOYas SPHTEMATO3HYIO, MaKyJONanyJIe3Hylo,
NICOPUATHYECKYIO M BE3HMKYJISIPHYIO); HEUACTO — KOXKHBIN 31, KpalTHBHMIIA; YaCTOTAa HEM3BECTHA
— AHTHOHEBPOTHYECKHH OTeK, cHHApoM Jlaiiemna (TOKCHYECKHH STHAEPMAlIbHBIA HEKPOJIHU3),
cunzipom CruBenca-J[xoHcona (3710Kka4ecTBeHHAs TOJUMOpP(HAs IKCCyIaTHBHAS SPUTEMA).
Hapywenus co cmoponvl ckenemmo-moiuleuHot u coeOunumenvHol mKanu: OYeHb YacTo —
apTPAITUs; 9aCTO — MHAJITUsA, 00JIb B KOCTAX*, OCTEONOPO3, MepeioMbl KOCTEH, apTpUT, 6OIIb B
CIHMHE; 9YaCTOTa HEU3BECTHA: CHHPOM «IIEJIKAIOIIETO0) MajIbIia.

Hapywenus co cmoponvl nouex u Moue6bi800suyux nymeii. HEYACTO — MOJIAKUYPHS.
Hapywenue co cmoponvl nonosvix opeanos u Mmonounvix diceie3: 4acTO — BarHHAJIBHOE
KPOBOTE€YCHHE, HEUACTO — BBIJACIICHHWs W3 BJarajuiia, CyXOCTh BYJIbBBI M Bjarajiuina, 00jb B
MOJIOYHBIX XKeJie3ax.

Obwue paccmpoiicmeéa u HapyuwieHuss 6 mecme 66e0eHus. OYEHb YAaCTO — TIOBBIIICHHAS
YTOMJISIEMOCTh (BKJIFOYas acTEHHIO W ONIyLICHHE HEJIOMOTaHMs); 4acTo — Iepudepudeckue
OTeKH, 00JIb B TPYJHOH KJIETKE; HEYacTO — TeHEepaIN30BAHHBIA OTEK, JIMXOPAaKa, CyXOCTh
CJIM3UCTBIX 000JI0YEK, OLTYIICHHE HKAXKIBI.

Brusinue na pesynomamvi 1a60pamopHeix U UHCMPYMEHMANbHLIX UCCICO06AHUN; YACTO —
YBEJIMYEHHE MACCHI TeJla; HEYacTO — YMEHBIIICHHE MAcChI TeJla.

Tpasmbi, unmoxcuxayuu u 0CI0ACHEHUS MAHUNYIAYUT: 9ACTO — NaJeHUs (B HEKOTOPBIX CITydasx
NAZICHHE SBJSUIOCH CIICACTBHEM JPYIMX HexenatenbHbix — peakuuid (HP), takmx kak
TOJIOBOKPYKEHHE U BEPTHUTO).

* - mobouHbIe PCaKLMH, BbIABJIEHHBIC B METACTATUYCCKOM TNEPUOLE.

Onucanue omoensuvix HP

Hapywenus co cmoponwr cepoeuno-cocyoucmoii cucmemoi

JlonojauTenbHO K BbIIEnepeurcieHHbIM HSl mpu agproBaHTHOM Tepamnuu JIETPO30JIOM H
TaMOKCH(EHOM COOTBETCTBEHHO OTMe4YeHBI ciexyiomme HS (Meauana mpoioinKuTebHOCTH
TEpaNuu S5 JIeT): CTeHoKapaus, Tpedyromas xupyprudeckoro Bmemarenbera (1,0 % u 1,0 %),
octpas cepaeynas HepoctarouyHocTh (1,1 % u 0,6 %), noBblIeHHE apTEPHATILHOTO JIaBJICHUS
(5.6 % u 5,7 %), ocTpoe HapylIeHHE MO3rOBOIO KPOBOOOpAIEHUS/TIPEXOIsIas HIlleMHYeCKas
araka (2,1 % u 1,9 %).

ITpu nposieHHOM aIbIOBAaHTHOM TEPANUH JICTPO30JI0M B TEUCHHE 5 JIET B CPABHEHUH C Teparuei

niaanedbo B TeyeHWe 3 JIET COOTBETCTBEHHO OTMEYaIMCh (01 (S18%10) 1114 ($ HA: CTCHOKap/ausl,



Tpebyromas xupyprudeckoro Bmemaresnbersa (0,8 % u 0,6 %); umemudeckas 6oje3nb cep/a,
BKJIIOYas BIEPBBIC BBIBICHHYIO WM YXyJIIIEHHE TeUeHHUs uMeromeiics creHokapauu (1,4 % u
1,0 %); undapkr muokapzaa (1,0 % u 0,7 %); TpoMG0IMO0IMUECKHE SBIEHHS CO CTATHCTHYECKH
3Hayumor pasuuuer (0,9 % wu 0,3 %); MHCYIbT/TpaH3WUTOpHAs MIIEMHYECKas aTaka co
CTaTHCTHYECKH 3HaYuMoM pazuuueii (1,5 % u 0,8 %).

Hapywenus co cmoponbl Kocmuo-mpluie Hol cucmemvt u cOeOUHUMENbHOU MKAHU

IIpu npojuieHHOH aJbIOBAHTHOM Teparuu JIETPO30JIOM B TEYEHHE 5 JIeT MO CPABHEHHIO C
NAIIMEHTKAaMH, TOJIyYaBIIMMHU IUTanebo B TeuyeHHe 3 JIeT, OTMEYEHA 3HAYMUTEILHO OOJIbInas
JacTora BO3HHKHOBeHHs nepenomoB 10,4 % u 5,8 % coorBercTBeHHO MK ocTeonopo3a 12,2 %
1 6,4 COOTBETCTBEHHO.

Eciu nobvie uz ykazanneix 6 uncmpykyuu nobounvix sggexmos ycyeybasiomes, unu Boi
3amemunu nobvie Opy2ue nobounvie s¢hghexkmol, He ykazannvie 6 uHCMpyKyuu, coobuume o6
IMOM 6pauy.

IlepenosupoBka

metoress  oT/ienbHBIE  COOOIIEHHMST O ciiydasX IIepelo3MpoOBKH  JieTpo3osa. Kakue-mi6o
crenuduIecKue MeTo/IbI JICUCHHs TIepeJ03MPOBKH HEM3BECTHEL. 110Ka3aHa cuMIToMaTHUecKas 1
nojAepxKuBaromas  tepanus. Jlerpo3os BBIBOAMTCS M3  IUIa3MBl  KPOBH  OCPEICTBOM
reMo/Inain3a.

B3aumoeiicTBHe ¢ IPYrHMH JIEKAPCTBEHHBIMH CPeICTBAMH

Jletposzon MeTabomu3upyeTcs NPEeUMyYIIECTBEHHO B TIeYeHH ¢ ydactueM uzodepmentos CYP3A4
u CYP2A6 muroxpoma P450. Takum 06pa3om, Ha CHCTEMHOE BBIBEJEHHE JIETPO30JId MOTYT
OKa3bIBaTh BIMSHUE JIEKAPCTBEHHBIE MPENapaThl, BO3AEHCTBYIOIINE HA JaHHbIE H30()EPMEHTHI.
Merabonusm nerpo3ona mano uyyBctBuTeleH K u3odepmenty CYP3A4, Tak kak HachlIeHHE
JIQHHOTO M30()epMEHTa MPOUCXOMUT TOJBKO MPH KOHIEHTPALMH JIETPO30Ja B IIa3Me KPOBH, B
150 pa3 mpeBpImaromeif ero KOHIEHTPAIMIO B PABHOBECHOM COCTOSHHM TpPH TPUMEHEHHH
npernapara B CTaH/IapTHOH KIIMHHYECKOW CHTYallHH.

JIekapcmeennvie npenapamel, npugodaujue K nOGbIUEHUI0 KOHUEHMPAUUU 1empo3oa 6
CblBOPOMKE KposU

Wuruburopsr nzopepmentoB CYP3A4 u CYP2A6 criocoOHBI yrHETaTh METabOIM3M JIETPO301a,
TEM CaMbIM MOBBIIIAS €r0 KOHIEHTPAIHIO B CHIBOPOTKE KPOBH. OJHOBPEMEHHOE NMPHUMEHEHHE
MOIIHBIX MHTHOMTOpPOB HaHHBIX u30(pepmentoB (i wu3opepmenta CYP3A4 TakoBBIMH
SBJISIIOTCS, HAIIPUMEP, KETOKOHA30J1, UTPAKOHA30J1, BOPUKOHA30J1, PHTOHABUD, KJIAPUTPOMHIIHH
TEMUTPOMHUIIMH; Ui u3opepmenta CYP2A6 — merokcalieH) MOXKET NMPUBECTH K YBETHYEHHIO
OKCMO3UIMK  JieTpo3oaa. Heobxoaumo cobmonaTte OCTOPOKHOCTH TPH  OJHOBPEMEHHOM

IPUMEHEHHUH JIETPO30J1a U MOIIHBIX HUHIrHOUTOpOB M30depmenToB CYP3A4 u CYP2AG.
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Jlekapcmeennvie npenapamei, npueoOAwiue K CHUNCEHUIO KOHUEHMPAUUU J1empo3ona 6
CblGOPOMKeE Kposu

Hunykroper nzopepmentor CYP3A4 u CYP2A6 criocoGHBI MOBBIIATE METaG0IH3M JIETPO30Ia,
TEM CaMbIM CHHXKasi €ro KOHICHTPAIMIO B CHIBOPOTKE KPOoBH. OJHOBpEMEHHOE NPHUMEHEHHE
HHIYKTOPOB JaHHbIX H30hepMeHTOB (s u3odpepmenta CYP3A4 TakoBBIMH SIBISIOTCH,
Hanpumep,  QenutomH,  pudamnuimH, — KapbamasenuH,  (enoGapbuTan,  3Bepoboit
TNPOJBIPSBIICHHbINA) MOXET NMPUBECTH K CHIKCHHIO SKCIIO3HIMH JIETPO30J1a; Ui u3odepMeHTa
CYP2A6 uHIYKTOPBI HE H3BECTHBI.

OnHOBpeMeHHOE NMPUMEHEHHE JITPO30a B 103¢ 2,5 Mr u Tamokcudena B mosze 20 mr/cyr
NPUBOJMT K CHH)KCHHIO KOHIIEHTpAIIMM JIETPO30J1a B CHIBOPOTKE KPOBH B cpeaHeM Ha 38%. B
KIIMHUYECKUX HMCCJICOBAHUAX [P IIPUMEHEHUH JIETPO30Jia BO BTOPOM JIMHMK TEpaluu JUIs
JIeYCHHsl paKa MOJIOYHO# JKejie3bl He OTMEYEHO YBEIMYEHHs TepaneBTHYecKoro sddexra u
4acTOThl BO3HWKHOBeHHWss HP mpm ero mnpumMeHeHHM HENMOCPEICTBEHHO IIOC/IE IIpUeMa
TamokcH(pena. MexaHu3M JaHHOTO JIEKAPCTBEHHOTO B3aMMO/IEHCTBHS HEH3BECTCH.

Bauanue nemposona na Konyenmpayuio & cvl60poniKe Kpoeu 00HOBPEMEHHO RPUMEHACMBIX
npenapamoe

In vitro nerposon wunrubupyer wusodpepment CYP2A6 umroxpoma P450 u  ymepenHo
uzopepment CYP2C19, wimMHHYecKOe 3HAYEHHE JAHHOTO SBIECHHS HE YCTAHOBICHO.
Heobxoaumo co6monaTe OCTOPOKHOCTb IPH OJHOBPEMEHHOM ITIPUMEHEHHMH JIETPO301Ia M
JIEKapCTBEHHBIX MPENapaToB ¢ Y3KUM TEPaleBTHUECKUM HHJIEKCOM, BBIBEJICHHE KOTOPBIX
3aBUCHUT NpeuMyecTBeHHo oT u3opepmenta CYP2C19 (manpumep, GeHHUTOUH, KIOMHIOTPEN).
B nauneii Mmoment cy6Gerparsl nzopepmenta CYP2A6 ¢ y3kuM TepaneBTHYECKHM HMHJIEKCOM
HEU3BECTHBI.

[Ipy 01HOBpEMEHHOM NPUMEHEHUH JIETPO30JIa ¢ IUMETHIMHOM (M3BECTHBIM HECTIEIH(PHIECKHM
unruouTopom m3odepmento CYP2C19 u CYP3A4) u BapdapuHOM (4yBCTBHTEILHBIM
cybecrpatom CYP2C9 ¢ y3kMM TepanmeBTHYECKHM HHAEKCOM, 3a4acTyl0 IPUMEHSEMBIH Y
NAIMEeHTOK, MOJIYYaloIUX JIETPO30I1), KIMHUYECKH 3HAYUMbBIX B3aHMOJICHCTBHI HE BBISBIIEHO.
Ocobbie ykazanus

Hapywenue ¢hynxyuu nouex

Her nanneix o nmpumenenuu npenapara Jlectponekc y mamuentok ¢ KK menee 10 mu/Mum.
Ilepen HayanoM NpUMEHEHWs Npenapara y TaKWX MAIMEHTOK CIEAYeT TIATeIbHO OLEHHTh
OTHOIIECHHE OKUAAEMOMH MOJIB3bI K BOBMOXKHOMY PHCKY IIPUMEHEHHS.

Hapywenue ¢pynkyuu nevenu

Y manuMeHToK ¢ HapylmieHHeM (QYHKIMU NedeHu Tsokenoi crenenu (kinace C mo kiaccupukaimm

Yaiina-ITer0) cucTeMHas SKCHO3MIMSA JIETPO30JIa U TEPMHUHAIBHBIH TEPHOJ IMOJYBBIBEICHUS
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NPUMEPHO B 2 pa3a MPEBBINAIOT JAHHbIC IMOKA3aTeH y 3J0POBBIX J00pOBOJbIEB. B cBs3M ¢
BBILIECKA3aHHBIM CJIEYET TIIATEIbHO HAOII01aTh MAIMEHTOK JAHHOW KaTerOpuH.

Bnusanue na kocmmuyio mkans

CylecTByloT JaHHBIE O Pa3BHTHH OCTEONOpPO3a /WM BO3HMKHOBEHHH IEPEIOMOB KOCTEH BO
BpeMsi TPHMEHEHHs JIETPO30Ja, B CBS3HM C YEM PEKOMEHIYETCsl TINATENIbHbIH KOHTPOJIb
COCTOSIHHSI KOCTHOM TKaHH B TEYEHHE BCETO NEPUO/Ia MPUMEHEHHS IIpernapara.

TI'opmonanvueiii cmamyc

Y HanMeHToK ¢ HeyTOYHEHHBIM TOPMOHATBHBIM CTATYCOM IEpe/l HaualoM TEpariyi MpernapaToM
cienyer onpenenuts KoHueHtpauuio JIIL, ®CIT w/mm sctpanuona. Ilpumenenne mnpenapara
BO3MOXXHO TOJIBKO Yy TMAaIMEHTOK C MOBPEXKICHHBIM CTAOMIIBHBIM IOCTMEHOIAY3aIbHBIM
TOPMOHAIBHBIM CTaTYCOM.

Depmunvrocmy

DapMaKkoJIOrHIECKHM CJIEJICTBHEM MPUMEHEHHs ITIpenapara sBJISETCS YMEHBIICHHE CEeKPEelUH
3CTPOTeHa MOCPE/ICTBOM WHIHOMPOBAHHs apoMarasbl. Y MAlHeHTOK B IIPEMEHOIAy3€e BO3MOKHO
OTBETHOE YBEIMYEHUE KOHIIEHTpAlMH roHanaoTponHbix ropmonoB (JII, ®CI'). Venwuenue
koHuenrpaunu OCIT B cBOIO ouepenb MOXET CTHMYJIHPOBAaTh pocT (OIUTHKYJIOB U
UHJIyIUPOBaTh OBYJIANMIO. Takum o0pa3om, cCymecTByeT MOTEHIMAIbBHAS BO3MOKHOCTD
HACTYIUICHHs ~ OEpeMEHHOCTH Y  TMAlHeHTOK B  [EPHUMEHONAY3albHOM M paHHEM
IOCTMEHOIIAay3aJIbHOM MEPHO/IE.

B Takux ciydasx ciejyer MCIONIb30BaTh Ha/IEKHBIE METO/IbI KOHTPALENIMH 10 YCTAHOBICHUS
CTabMIIBHOTO MOCTMEHONAY3aJIbHOTO FTOPMOHAILHOTO CTAaTyca Y JaHHOM KaTeropHH MalHeHTOK.
Hnvie mepur npedocmoposicnocmu

Pekomennyercs  m3berarh  OJHOBPEMEHHOrO TNpMMeHeHHMs npemapara Jlectpogekc ¢
TaMOKCH(EHOM, JIDYTUMH aHTHICTPOTEHHBIMH M SCTPOrEHCOJEPXKAIIMMU  IpernapaTaMy,
IOCKOJIbKY ~TEePEYUCIICHHBIE CPEICTBA MOIYT 0cnabuare (apMakoJIOTHYeCKOoe JIeHCTBUE
JeTpo3o0ia. MexaHu3M JaHHOTO B3aUMO/ICHCTBHS HE U3YUEH.

[Ipenapar He mokasaH Julsl Tepalmuy paka MOJOYHO JKeJe3bl, HE COAEPIKAIIEro PEenTopoB K
3CTPOr€HaM M IPOTreCTEPOHY.

[Tockonmeky Kaxnas TabneTka, MOKpBITas IUIEHOYHOM 060s049Kkoif, mpemapara Jlectpomexc
coepkuT 58,4 MI JIaKTO3bl B BHJIE JIAKTO3bI MOHOTHJPATa, €0 PEKOMEH/YETCS MPUMEHSTH €
OCTOPOXKHOCTBIO TMAIMEHTaM C PEJIKMMHU HACJIeCTBEHHBIMH 3a00JI€BaHUSIMHU HENEPEHOCHMOCTH
JIAKTO3BI, C TSHKEJION HENOCTATOYHOCTBIO JIAKTA3bl HITH TTFOK030-TaJIaKTO3HON MababcopOIneii.

Bausinue Ha cnioco6HOCTH YupaBJsfTh TPDAHCHOPTHBIMH CPEACTBAMH, MEXaHU3MaAMH
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Hexoropeie mo6ounsie 3ddekT npenapara, Takue Kak obmas ci1abocTh, TOJIOBOKPYKEHHE H
COHJIMBOCTh, MOTYT BJIHMSTH Ha CIIOCOOHOCTH BBINOJHEHHS IOTEHIMAIBHO OIACHBIX BHJIOB
AESTEILHOCTH, TPEOYIOIMX KOHIIEHTPAlWH BHUMAHHS U OBICTPOTHI ICHXOMOTOPHBIX PEaKIIHIA.

B oroif cBa3sm cnemyer coOmogaTh OCTOPOKHOCTH MPH  YIPABIEHHH TPAHCIOPTHBIMH
CpEJICTBAMHU ¥ MEXaHU3MaMH.

[Ipr nosiBJIEeHHM ONMCAHHBIX HEXEJIATe/IbHBIX SBICHUH CIIEIYET BO3/IEPKATHCS OT BBINOTHEHHUS
yKa3aHHBIX BUJIOB JIESATEIILHOCTH.

®opma BhINyCKa

Tabnerku, MOKpLITHIE MIEHOYHOH 0060I0YKOH, 2,5 MT.

[Io 10 Tabnerok B Gmucrep IIBX/Amomunnesas donbra. [To 3 um 10 61aucTepoB BMecTe ¢
MHCTPYKIHEH M0 MPUMEHEHMIO B KAPTOHHYIO MaYKy, Ha KOTOPYIO JOMOJHHUTEILHO MOTYT OBITh
HAHECECHBI 3aIUTHBIC HAKIICHKH.

Cpok roanoctu

5 ner. He npuMEeHSATH 110 HCTEYEHHUH CPOKA I'OJHOCTH.

YenoBusi Xxpanenus

[Ipu Temnepatype He Bbiie 25 °C. XpaHuTh B HEJIOCTYITHOM JUIs IETEH MecTe.

YenoBusi ornycka

Otnyckaror 1o penenry.

HaumenoBanue Bj1ajie/ibua (1epKaTeisi) PErucTPAUHOHHOIO YI0CTOBEPEHHs
Axrtasuc ['pynn [1TC exd., Ucnanaus

IlpousBoauTenn

C.K. Cunpnan-®apma C.P.JI.,

11 Mon Muxanaue OynbBap, cexrop 1, 011171, Byxapecr, Pymbinus
Opranuzanus, NPHHAMAIOMAs NPETEH3HH NoTpeduTe el

00O «Tean, 115054, Mocksa, yi1. Banosas, 1.35,

Tel.: +7 (495) 644 22 34, dakc: +7 (495) 644 22 35

Anipec B UHTEpHETE: WWW.teva.ru

Menemkep o perucrparuu 3anepeit A.B.
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