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MHCTPYKILIMS
10O MEJUIIMHCKOMY ITPUMEHEHNIO TEKAPCTBEHHOI'O ITPETTIAPATA
Jlerpo3oa
Perucrpaunonsblii Homep:
Toprosoe HaumeHoBanue: JleTposon
MesxayHapoaHoe HellaTeHTOBAHHOE MJIM TPYNINMPOBOYHOE HAMMEHOBAHHUE: JICTPO30JI
JlekapcrBeHHast popma: TaOJIETKH, OKPBITBIE INIEHOYHOH 0007104KOM
CocraB
1 TabeTka CoepKUT:
Oeticmgyiowee gewjecmeo. 1eTpo3on 2,50 mr;
gcnomozamenvhvle  gewjecmea  (SApo):  ynakro3sl  MoHoruapar 20,0 Mr;  uemos03a
MHKpOKpHcTauinyeckas 61,45 mr; kapbokcumernnkpaxman Hatpus 4,0 Mr; KpeMHUS IUOKCH]L
KosutouaHsli 0,5 Mr; Maruus creapat 1,5 mr;
ecnomozamenvHole sewecmsa (06onouka): runpomeruiosa 0,68 mr; makporon 0,34 wmr; Tanbk
0,34 mr; tutana quokeua 0,34 Mr; KpacuTeb xese3a oKCu xeaToii 0,30 mr.
Onucanue. Kpyrible OBOSKOBBIIYKIbIE TaONETKH, IOKPBIThIE IUIEHOYHOH OO0OJOYKOH, OT
CBETJIO-XKEJITOr0 10 TEMHO-XKEJITOr0 1BeTa. SA1po TableTKH Ha MoNepevyHoM paspese OeI0ro uiu
MOYTH 0€JI0ro 1BETA.
®apmakoTepaneBTHYeCKasi IPyNNa: IPOTHBOOIYXOJEBOE CPEACTBO — 3CTPOr€HOB CHHTE3aA
MHTUOUTOP.
Koa ATX: L02BG04
dapmako/IOrH4yecKue cBoicTBa
Mexanusm oeiicmeus
OIMMHHALUA 3CTPOreH-CTUMYIUPYIOINX 3(G(EKTOB SABISAETCS OCHOBHBIM (aKTOPOM JUls
JAOCTHIXKEHHSI OIlyXOJIEBOIO OTBETa B Cilydae, KOTAa POCT OIYyXOJIEBBIX TKAHEH 3aBMCHT OT
NPUCYTCTBUS 3CTPOreHOB. B mocTMeHomay3e 3CTpOreHsl B OCHOBHOM IPOAYLHUPYIOTCS IO
BIMAHHEM (pepMeHTa apomarasbl, MOJ BO3ACHCTBHEM KOTOPOILO MPOUCXOIMT IIPEBPAILCHHE
aHIPOr€HOB, CHHTE3UPYEMbIX HAANOYEUYHUKAMH, B IE€PBYIO Ouepejb, AaHIPOCTEHAMOHA MU
Tecroctepona, B 3C¢TpoH (El) m scrpammon (E2). Takum o6pa3om, noaaBiieHHe CUHTE3a
3CTporeHa B nepudepuyeckux TKaHSIX M B TKAHW 3/10KAYECTBEHHBIX HOBOOODPA30BaHMII MOXET
JOCTHUIaThCs IyTeM HHIMOMPOBaHUS epMeHTa apoMaTasbl.
JleTposon sBseTCSs HECTEPOMIHBIM MHIHOMTOPOM apoMmaTasbl, OKa3blBaeT aHTHUICTPOrEHHOE

ACUCTBHE, CENEKTHBHO MHIMOMpYS apoMarasy IIyTeM BbICOKOCTIELH(UYHOTO KOHKYPEHTHOTO



CBA3BIBaHMA C CyObeamHuuei 3Toro depmenta - reMom uutoxpoma P450. Brokupyer cuures
3CTPOrCHOB BO BCEX TKAHSAX.

Dapmakoounamuxa

Y 3710pOBBIX JKEHILHMH B IOCTMEHOIIAY3€ [IPHU IIpUeMe JIeTPo30J1a 0JHOKpaTHo B n03ax 0,1 mr, 0,5
M U 2,5 MI' OTMEYEHO YMEHbIIEHHE aKTHBHOCTH 3CTPOHA M 9CTPAAMOIIA B CHIBOPOTKE KPOBU Ha
75-78% wn 78% OT MCXOAHOrO YPOBHs COOTBETCTBEHHO. MakcHMalibHbIM 3G deKT oTMeuaeTcs
yepe3 48-72 yvaca.

Y NalMeHTOK ¢ pacIpOCTPaHEHHBIM PAKOM MOJIOYHOM JKeJle3bl B IIOCTMEHOINAY3€ €XKeIHEBHbIH
IIPHEM JIETPO30J1a B CyTO4HOM j103e oT 0,1 Mr 10 5 MI NPUBOIUT K CHHXKEHHIO KOHLIEHTPALMH
3CTPaaMoIa, 3CTPOHA M 3CTPOHA CyabdaTa B Mmi1a3Me KpoBH Ha 75-95% OT MCXOAHOrO ypoBHS.
[Ipn npumenenun B mose 0,5 Mr M BBINIE NOKAa3aTeNM KOHLEHTPALMH 3CTPOHA U HCTPOHA
cynb(aTa OCTalOTCS HIXKE OIPEEIsIEMOro IIOpora IpH MCI0Ib30BaHUM GOJIBIIMHCTBA METOO0B
onpezenenus. Cynpeccus CMHTE3a 3CTPOreHOB MOALEP)KUBACTCS HA NIPOTSHKEHUH BCETO [EPUO/A
JICYEHUSL.

Jletposon BeicOKOCHEUM(DUYHO MOABIISET AKTUBHOCTh apomaTtasbl. He oTMeuanocs HapyleHus
BBIDAOOTKM ~ CTEPOMIHBIX TOPMOHOB HAJMOYEYHHUKOB. [IpU MpUMEHEHMH JeTpo3ona y
NAalMeHTOK B IOCTMEHOmNay3e B jauanasoHe 103 oT 0,1 10 5 Mr He OTMEUYeHO KIMHMYECKM
3HAYMMBIX H3MEHEHHH KOHIIEHTPALMM KOPTH30Ja, aabIocTepoHa, |1-mge3okcukopruzona, 17-
THAPOKCUIIPOreCTepoHa U aapeHOKOpTUKOTponHoro ropmona (AKTI) B mmasme kpoBu wiu
aKTUBHOCTHU peHUHA B ru1asme KpoBu. Tect ¢ AKTI yepes 6 u 12 Heens Tepanuu 1€Tpo3010M B
cyrounoi pose 0,1 mr, 0,25 mr, 0,5 mr, 1 Mr, 2,5 Mr 1 5 Mr He BbISBMJI HapyLIEHMI CHHTE3a
aJIbI0CTEPOHa MIJIM KOPTH30J1a. J[OMOIHUTENLHOrO MPUMEHEHHs! TIIIOKOKOPTHKOCTEPOM/IOB M
MHHEPaJIOKOPTUKOCTEPOUIOB HE TpebyeTcs.

[locne onHOKpaTHOrO mpUMeHeHus JeTpos3ona B go3ax 0,1 mr, 0,5 Mr u 2,5 Mr y 340poBbIX
JKEHIIMH B IOCTMEHOIIAYy3€ HE OTMEYaJoCh M3MEHEHHUS KOHLEHTPALMHM aHAPOreHOB B IIIa3Me
KpOBH (aHAPOCTEHMOHA M TECTOCTepoHa). Takxe HEe OTMEYEHO HM3MEHEHMS KOHLEHTPALUU
aHIPOCTEH/IMOHA B [JIa3M€ KPOBH Y MALMEHTOK, MONYyYaBIIMX  TEPalMui  JIETPO30JOM B
cyTouyHO# 103e 0,1-5 Mr, 4TO CBHIAETENBCTBYET O TOM, 4TO GJI0Kaaa OGHOCHHTE3a SCTPOTEHOB He
NPUBOIUT K HAKOIUICHUIO AHJIPOrEHOB, SBJIAIOIIMXCSA NpeIIIeCTBEHHUKaMH 3CTporeHoB. Ha
done mpuema JeTposona H3MEHeHMH KOHUEHTpauuit moTeuHusupyiomero (JII) wu
donnmkynoctumynpyromero (®CI) ropMOHOB B IUIa3Me KpPOBHM, HM3MEHEHWi (yHKIHH
LIMTOBUAHOM dxenesbl (TupeoTponHoro ropmona (TTI), tpuitoatuponnna (T3) M THpOKCHHA
(T4)), u3aMeHeHuidl nMNUAHOrO NHPOGWUIA, MOBBILICHHS YAaCTOTHI MH(PAPKTOB MHOKAapAa M

HUHCYJIBTOB OTME€UYECHO HE ObLIT10.



Dapmakokunemuka

Bcacwviganue

JleTpo3os OBICTPO M IOJHOCTBIO BCAChIBAETCSl M3 JKeNyAOuHO-KuieyHoro Ttpakra (XKKT),
cpeaHsast OGMoAOCTYNHOCTh cocTaBisieT 99,9%. IlpueM nuum He3HAYUTENHHO CHUXKAET CKOPOCTh
BcaceiBanus. CpeHee 3HaU€HUE BPEMEHH  IOCTHIKEHHUS MaKCHMMaJIbHOM KOHUEHTPaLUU
7eTpo3oia B miasme KpoBH (Tmax) cocTaBiaser 1 yac npu npueme JIeTpo301a HATOLIAK U 2 yaca -
IpHY NIPYEME C IUILIEH; CpeHee 3HaUeHHe  MaKCUMalbHOW KOHUEHTpamuu (Cmax) COCTaBIISET
129 + 20,3 HMons/n1 npu nmpueme Hatomak u 98,7 + 18,6 HMOIL/T — NpU IpPUEME C MHUILEH,
O/IHaKO CTEIEeHb BCACBIBAHMUA JIETPO301a (MPH OLIEHKE I10 IUIOLIAX [TOA KPUBOH «KOHIIEHTpALIUs-
spemsa» (AUC)) He usmensiercst. He6Gonbiune u3MEeHEHHsT CKOPOCTH BCAChIBAHUS PACLIEHUBAOTCS
KaK He MMEIOIHe KIMHUYECKOro 3HaYeHHUs, II03TOMY JIETPO30J MOXHO NPHUHUMATH HE3aBUCHMO
OT MpHeMa MHUIIH.

Pacnpeodenenue

Cpasp neTpo3ona ¢ OenkamMu IU1a3Mbl  KPOBM  COCTaBiseT mpubmusutensHo 60 %
(nmpeumymiecTBeHHO ¢ anbOymuHoM — 55 %). KoHueHTpauus 51eTpo3osia B IPUTPOLMTAX
cocrapisier okoso 80 % oT TakoBOH B Iutazme kpoBu. Ilocne mpuema 2,5 Mr MedeHHOTO
PagMOaKTUBHOM METKOM JeTpo3osna npuMepHO 82% pajgMOaKTUBHOCTH B ILIa3Me KpPOBU
NPUXOIUIIOCH Ha HEHM3MEHEHHOE BEIECTBO, TaKHUM 00pa3oM, CHCTEMHas 9JKCIO3MLMS
MeTabOoIMTOB KpaiHe HU3Kas.

JleTpo3ou OBICTPO U B 3HAYUTENIBHOM CTEINIEHH PACIIPEIENAETCS B TKaHsax. Kaxymuiics
00BeM pacnpeaeneHus B paBHOBECHOM COCTOSIHMM COCTaBJISeT 0Ko1o 1,87+0,47 n/kr.
Memabonuzm

Merabonuyeckuii KIIMPEHC JIETPO30Ia OCYILECTBIAETCST 04 BO3AEHCTBMEM HM30(EPMEHTOB
CYP3A4 u CYP2A6 wuuroxpoma P450 c obGpasoBanueM (HhapMakoJIOrH4ecKd HEAKTHBHOIO

kapbunonosoro meradonura (CLm=2,1 n/4ac). MeraGoanueckuil KIMPEHC CPaBHUTENBHO Oosee

MEJUICHHBIA OTHOCUTENIBHO CKOPOCTH MEYEHOYHOro KpoBoToka (0kos10 90 s1/4ac). O6pazosanue
BTOPOCTEIICHHBIX HEYCTAHOBJIEHHBIX METAa0OJIMTOB, a TAaK)XXe HEMOCPEICTBEHHOE BBIBEIAECHHE
MOYKaMM M Yepe3 KUIICYHUK UIParOT HE3HAUUTEIbHYIO POJIb B BBIBEICHHUH JieTpo3osa. Yepes 2
HeJIeIM 10C/Ie IIpMeMa MEYEHHOI0 PaJHMOaKTUBHOM METKOH JIETPO30Jia Y 310POBBIX JKEHILMH B
nocrtMenonayse 88,2+7,6% paauMoakTMBHOCTH OOHapyskeHO B moue W 3,8+0,9% B ¢ekanusx.
Kak Munumym 75% pamnoakTHBHOCTH, OOHApy)XeHHOH B ModYe B MepHo 10 216 yacos mocie
npueMa, MPUXOAUTCS Ha J0JII0 IIIKYypOHHIa KapOuHOoI0Boro Metabonura, 0kosio 9% - Ha 10J110
IBYX HEYCTaHOBJIEHHBIX METa0OIUTOB 1 0KOJIO 6% - Ha JOJII0 HEU3MEHEHHOTIO BELECTBA.

Boigeoenue



Kaxymuiics nepuoa MOITyBbIBEAEHUS M3 IU1a3Mbl KPOBM COCTaBJIAE€T OKOJIO 2-4 [HEH.
PaBHOBecHast KOHLIEHTpalMs [JOCTHraeTcs B TedeHHe 2-6 He[elb eXEAHEBHOIO IIpHeMa
cyTouHoM f03bl 2,5 wmr. OTMedeHa HEKOTOpas HEIUHEWHOCTh (hapMaKOKUHETHKU MpH
©KEJIHEBHOM IpHEME JIeTpo3oja B J03€ 2,5 MI, T.K. KOHUEHTpAalMU B IIa3Me€ KpPOBU B
PaBHOBECHOM COCTOSIHMM NMPUMEPHO B 7 pa3 Bblllle KOHLUEHTPALMH, U3MEPEHHOH MO0Cie rpuema
OJTHOKpPATHOM 103kl 2,5 Mr (0’KuaaeMas KOHLEHTpPalMs B paBHOBECHOM cOCTOsiHMM B 1,5-2 pasa
IPEBBIIIACT TAKOBYIO M10CIIE OHOKPATHOrO MpHeMa B 1o03e 2,5 mr). [TockoibKy KOHLIEHTpauus B
IU1a3Me KPOBHU IIPU PaBHOBECHOM COCTOSIHUM OCTAeTCs CTaOMJIBHOM B T€YEHHUE J0JITOr0 BPEMEHH,
MO>XHO CJIeJ1aTh BBIBOA 00 OTCYTCTBUH AJTUTEILHON KyMYJISLMHU JIETPO30JIA.
Jlunetinocmv/HenuHetHocms

dapMakoKHHETHKA OblIa MPONOPUMOHANBHA 103€ MOCIe OJHOKPATHOIO MpHeMa JIeTPo3oja B
no3ax 10 10 mr (ot 0,01 1o 30 mr) u mocie exeaHeBHoOro mpuema B go3ax a0 1,0 mr (ot 0,1 10 5
mr). Ilocne oaHokpaTtHOro mnpuema mpemnapara BHYTpb B jg03e 30 Mr Habmoganock
HE3HAYMTENIbHOE J030nponopunoHansHoe yBenuyenue  3HayeHus AUC. Ilpu exenHeBHOM
npuemMe B no3ax 2,5 mr u 5 mr 3Hauenue AUC ysenuuuBanoch B 3,8 u 12 pa3 mporus
0XXM/Ia€MOT'0 YBEJIMYEHHS B 2,5 U 5 pa3 COOTBETCTBEHHO 10 CPAaBHEHHUIO C IMPHEMOM B J103¢ 1 MT
B CyTkM. Takum o0pa3oM, peKkOMEHIOBaHHas J03a 2,5 Mr SBJSETCS I[OTPAaHUYHOM, MpH
NPEBBIIEHUH KOTOPOH HecopasMepHOe IMPEBBILIEHHE 1030MPONOPLUOHAIBHOCTH CTAHOBUTCS
ABHBIM, IIPM 3TOM IIpM IIpHeMe Ipenapara B 03¢ S5 MI JaHHOE sBIeHHE Obuto Oosee
BhIpaXe€HHBIM. HecopasMepHoe mpeBbllIeHHEe 1030MPONOPLUHOHAIIBHOCTH BEPOSTHO SIBISETCS
pEe3yJIbTaTOM HACBILIEHHS IPOLIECCOB META0OIMYECKOTO KIMpeHca. PaBHOBECHBIE IOKa3aTelH
JOCTUTaJICh uepe3 1-2 Mecsna rnocie npuema B pa3IndHbIX 103ax.

Dapmakoxkuremuka 8 0cobbix Cayuasx

dapMaKOKHHETHYECKUE ITapaMeTphl JIETPO30J1a He 3aBUCAT OT BO3pacTa.

Hapywenue ¢ynxkyuu nouex

B uccnenoBanusax y »eHIUMH 100pOBOJIBIEB B IOCTMEHOIMAY3e C HapylIeHHeM QYHKIMH [MOYEK
Pa3IMYHON CTeneHM (CyTOUHBIH KIMpeHC KpeaTuHHHa 9-116 Mia/MHUH) mocie OAHOKPAaTHOro
npyema B 103€ 2,5 MT, a TakKe y NMalMeHTOK ¢ METaCTaTHYECKUM PaKOM MOJIOYHOM Kelle3bl B
paMKax BTOPOH JIMHHM TE€PAllMM, HE OTMEYECHO M3MEHEHHUH (apMaKOKMHETHYECKHX IT0Ka3aTesIeN
¥ CHUCTEMHOM 3KCHO3MIMHU 51eTpo3ona. C yd4eToM BBIIIECKA3aHHOTO He TpeOyeTcss KOppeKLUH
JI03bI Mpemnaparta y NaluMeHTOK ¢ HapyleHHeM (QYHKLMHU Novek (MpH KIMpeHce KpeatnHuHa > 10
M1/MUH). JlaHHBIE O MPUMEHEHHMH JIeTPO30Jia y MALMEHTOK C HApyLIEHHEeM (QYHKLMM MOYEK
TSDKEIION CTENEHHU C KIMPEHCOM KpeaTHHHHA <10 MJI/MHH OrpaHHYEHBI.

Hapywenue ¢ynxyuu nevenu



B cxoxem ucciae0BaHMM Y MALMEHTOK C HapylIeHWeM (QYHKLUMHM MEeYEHU Pa3IM4yHOW CTEereHH
TsokecTH cpeanue 3HadeHust AUC y noOpoBosblieB ¢ HapyuieHHeM (YHKLUHH MEeYeHH CpeaHen
crenenu (kiace B no kinaccudukauun Yaina-I1si0) Ha 37% npeBbliaiy AaHHBIN [10Ka3aTelb Yy
3[I0POBBIX YYaCTHHMKOB, OIHAKO OCTAaBaJMCh B paMKaX 3HA4Y€HUH, 3aperHCTPUPOBAHHBIX Yy
y4acTHUKOB 0e3 HapyuieHuss QYHKUMHM NeyeHH. B ucciesoBaHMM y MALMEHTOK C LIUPPO3OM
neyeHU W HapyuieHneM GYHKUMM TedeHu Tspkenoi creneHu (kiace C mo knaccudukauuu
Yainn-Ileto) ormedeno yseamdyenne AUC wu Tiz Ha coorBercTBeHHO 95% u  187%
OTHOCHUTEJIBHO 3J0pOBBIX 100poBO/bLEB. Takum 06pa3om, NpU HapyLIEHUH QYHKLUHH MEUEHH
TSKEN0M CTENEeHU y MAalMEeHTOK C pAKOM MOJIOYHOM JKeJe3bl 0KUIAETCs YBEIMYEHHE CHCTEMHON
9KCNO3ULMHU J1eTpo3osa. OIHAKO, yYHUTBIBAsl, YTO Y MALMEHTOK, MMOJy4aBIIMX JETPO30J B 103aX
5-10 Mr, He OTMEYaJoCh yBEJIWYEHHUS TOKCHYHOCTH, KOPPEKLHs 103bl B ClIyyae HapyIeHHs
(GyHKIMM TEYSHH TSDKEIOH CTeNeHHM HEe OnpaBjiaHa, HEOOXOOMMO TLIATENbHOE HAaOIIOJCHHE
MALMEHTOK JaHHON KaTeropuH.

[To pesynbraTaMm ABYX KOHTPOJMPYEMBIX MCCIEIOBAaHMN Yy MAlMEHTOK C PacIpOCTPaHEHHBIM
PaKOM MOJIOYHOM >Kene3bl HEe OTMEYEHO BIMSHUS HapylleHUs (QYHKUMH MOYeK (pacueTHbIM
KIMpeHe KpeaTHHHHa 20-50 Mi/MMH) WM HapyueHus (QyHKUMM MEYeHH Ha KOHUEHTPALMIO
J1eTpo307a.

IToxkazaHusi K NpUMEHEHHIO

- Pannue cragMu MHBAa3MBHOIO paka MOJIOYHOM jKeJe3bl, KIeTKH KOTOPOro UMEIOT PeLenTophl K
rOpPMOHAaM, y *EHIIMH B IOCTMEHOIAay3€, B KAYECTBE aIbIOBAHTHON TEpAIIUH.

- Pannue craamu MHBAa3MBHOIO paka MOJIOYHOM JKele3bl y JKEHIIMH B [OCTMEHOIay3e IOcie
3aBEPUICHHUS] CTAHAAPTHOM abIOBAHTHOW Tepanuu TaMOKCH()EHOM B TeueHHE S5 JIET B KauecTBE
NPOJUIEHHOM aJbIOBAaHTHOM Tepanuu.

- PacnpoctpaHeHHble TOpMOHO3aBUCHMBIE (OPMBI paka MOJOYHOH JKesie3bl y JKEHIUMH B
IIOCTMEHOIIay3e (Tepanus NepBoi JTMHUH).

- PacnipoctpaneHHBIN pak MOJOYHON jkele3bl IPH PAa3BUTHUH PELMANBA MK IPOTPECCHPOBAHMS
3a00/1eBaHMs Y JKEHIIMH B MOCTMEHONay3e (eCTeCTBEHHOM WIIM BbI3BAHHOW HCKYCCTBEHHO),
TOJIy4aBIUMX MPEALIECTBYIONUIYIO TEPAIIMI0 aHTHACTPOTCHAMH.

- 'opmono3aBucumelit HER-2 HeraTuBHbIN pak MOJIOYHO# JKeJe3bl Y KEHIIMH B IOCTMEHOTIay3¢e
B Ka4eCTBE HEOAbIOBAHTHOMN TEpAIIUH MPH MPOTHBONOKA3aHUAX K XUMHOTEPAIIMHA U OTCYTCTBUU
HEOOXOIMMOCTH B 3KCTPEHHOM XHUPYPTrHYECKOM BMEIIATENbCTBE.

IIpornBonokaszanus

. IloBpImIeHHAs YyBCTBHTENBHOCTH K JIETPO30JIy WM JTHO0OMY OPYroMy KOMIIOHEHTY
npenapara;

o ["opMOHanbHBIN PENpPOaYKTUBHBIN CTATYC, BKJIIOYas IPEMEHOMNAy3y;



. BepeMeHHOCTb, NEPHO KOPMJIEHHS IPYAbIO;

. Bo3spacT 1o 18 ner.

C 0cTOPOKHOCTBIO

Cneayer co6r01aTh OCTOPOKHOCTD NP MPUMEHEHUH npenapara JIeTpo3oan y MauMeHTOK ¢
HapymeHueM (QYHKIHMHU reyeHH Tshkenoit crenenu (kaace C no knaccudukaunu Yanna-I1s10),
HapylIieHHeM (QyHKIMH [OYeK TSDKeIOH CTerneHH (KIMpeHe KpeaTHHHHA MeHee 10 Mi/MuH).
IpumeneHnue npu 6epeMeHHOCTH M NMePHOI FPYAHOI0 BCKAPMJIMBAHHUS

IIpumenenue npenapama 6o 8pems bepemenHoCmu

B ucciieoBaHUAX Y XKHUBOTHBIX JIETPO30JI TIPOAEMOHCTPUPOBAT SMOUO - U (ETOTOKCHYHOCTb, &
TaK)Ke TEPATOreHHbIE CBONCTBA.

[TauMeHTOK C COXpaHEHHBIM pPENpPOAYKTHBHBIM IOTEHUMAJIOM, B TOM 4YMCJIE€ MAlMEHTOK B
nepyMMeHOnay3aqbHOM MEpHoAe M B pPaHHEM [IOCTMEHONAy3ajlbHOM IEPHOAE CIEAYET
MH(POPMUPOBATH 0 HEOOXOAMMOCTH aJIeKBaTHOW KOHTpALEILHMH 10 YCTAHOBJIECHUS CTaOMIIBHOTO
IIOCTMEHOIIay3aJIbHOTO FOPMOHAIBHOTO cratyca. [IpumeHeHue mpernapara B IEpHOJ IPyAHOIO
BCKapMJIMBaHMs NIPOTUBONOKa3aHo. Ciexyer MHGOPMUPOBATh MALMEHTKY O MOTEHLHAIbHOM
pHCKe NPUMEHEHHUS Npernapara B epruo/l IpyAHOr0 BCKAPMIIMBAHMS.

Cnoco0 npuMeHeHHsl U 103bl

IIpenapar npuHUMAIOT BHYTPb, HE3aBUCUMO OT IIPUEMa ITHILH.

B ciyyae nmpomycka 1036l e HEOOXOAMMO NPUHATH KaK MOXHO paHblle, €CIH BpeMs IpueMa
CIEdYIOIIEH [03bl TPAKTHYECKH HACTYNMIO, 3a0bITYI0 [03y CledyeT MpONyCTHTh U
NOC/IEAYIOILME 103bl Npenapara clieyeT MPpUHUMATh B CTaHAapTHOE BpeMs. Henonyctum npuem
JBOMHOM [103bl Mpenapara, T.K. MPEBBILIEHWE CYTOYHOM 103bI 2,5 MI' NPHUBOAMT K YCHJIEHHIO
cucTeMHBIX Mo6ouHbIX 3(QdexkroB npenapara. Pekomengyemass nosa mnpenapara Jlerpo3son
COCTaBJISET 2,5 MI' OJIMH pa3 B CYTKH, €XKEIHEBHO, JUTUTEIIBHO.

B xauecTBe aqplOBaHTHOM M MIPOUIEHHON aJbIOBAHTHOM Tepanuy JIeueHHe ClIeIyeT Mpoa0IKaTh
B T€UEHHE 5 JIeT MM 10 BO3HUKHOBEHHUS peuuanBa 3aboeBanus (He J0JblIe S5 JIeT).

Y NanueHTOK ¢ METaCTaTHYEeCKHUM PaKOM MOJIOYHOM jKele3bl JIeueHHe ClIeayeT MPOoJDKaTh 10
OSIBJIEHHSI IIPU3HAKOB IPOTrPECCUPOBAaHUS 3a00IeBaHUS.

B HeoanproBaHTHOM (NIpeaonepallMOHHOM) IepUoje JedeHue mpenaparoM JleTposon cremyer
NpOJOJKATh B TeYeHHE 4-8 MecsueB A1 NOCTHKEHHMs ONTHMAaIbHOTO COKpAIlleHHs pa3MepoB
onyxoau. IIpy OTCYTCTBMM aJeKBaTHONO OTBETa ONYyXOJHM JIEYEHHE IpernapaTtoM Ccilaeayer
NPEKPATUTh C IOCICAYIOMM XUPYPIUYECKUM JIEYEHHEM WJIM PAaCCMOTPETh BOIIPOC O APYIOM
BH/I€ JICUEHHUS.

[layuenmxku ¢ Hapywenuem GyHKyuu nevenu



IIpy HapyuwieHHsAX (QYHKUMM INEYEHH JIETKOM M CPeAHEH CTENEeHH THKECTH KOPPEKUMH [103bl
npemnapara Jlerposos He Tpedyercs (kinace A win B o kinaccubukanuun Yaitnga-I1sio). Jlanasix o
NPYMMEHEHHH Yy NALMEHTOK C HapylleHHeM (YHKUMHU redeHHu Tspkesnon cremnenu (knace C 1o
knaccupukauun Yaina-I1slo) HenocTaTouHo, B CBSI3M C YeM NPUMEHEHME Ipernapara y TaKuX
NALMEHTOK CJIEIYEeT MPOBOAMTD MO/ TIIATEIbHBIM KOHTPOJIEM Bpaya.

[layuenmku ¢ napywenuem ghynkyuu nouex

[Ipu napymenun (QyHKUMHM Modvek (KIMpeHC KpeaTHHHHa >10 MII/MHH) KOPPEKUHH J103bI
npenapara He Tpedyercs. JJaHHBIX O MPUMEHEHHH Y MAlMEHTOK C KIMPEHCOM KpeaTHHMHA <10
MJI/MHMH HEI0CTaTOYHO.

Ilayuenmxu 6 so3pacme >65 nem

YV manueHTOoK MOKHUII0ro BO3pacTa KOPPeKIMs 1036l penapara Jletposou He TpebyeTcs.
IToGouHoe eiicTBUE

Pe3stome dannvix no 6ezonacnocmu

B KIMHUYECKHX MCCIE0BAHMAX OTMEYEHA B LIEJIOM XOpoluas IepeHOCHMOCTD IIpenapara, Kak
Npy MPUMEHEHUH B TEPBOH M BTOPOH JIMHMSAX TEPanMU y MaLUMEHTOK C pacrnpOCTPaHEHHbIM
paKoM MOJIOYHO XKeJe3bl, TaAK U Y MALMEHTOK C paHHEeH cTaaMell HHBa3UBHOIO paka MOJOYHOM
KeJIe3bl B KayeCcTBE aJbIOBAHTHOM Tepamuu M IPOUICHHON aJbIOBAHTHOW TEpalMu MOCIIE
OKOHYaHHMA TEpanMU TaMOKCH(PEHOM.

Hexenarensusie peakuun (HP) oT™MeyeHs mpuMepHO y OJHON TPETH NALMEHTOK, MOMyYaBLUIMX
npenapar IpH METacTaTHYeCKMX (QopMax paka MOJIOYHOM JKele3bl M B KauyecTBE
HEOa[bIOBAHTHOM Tepanuy, NpuMepHO Yy 81% mauMeHTOK C pacnpoCTPaHEHHBIM pPaKoOM
MOJIOYHOM JKeJIe3bl (KaKk B IpyIe NPUMEHEHHs JIeTPO301a, Tak U B TPyIne TaMmokcupena), 87-
88% mnauMeHTOK, NOy4YaBUIMX IOCACAYIOLUIYI0 TEPANHMI0 B [POAOKEHUH KIMHHYECKHX
MCCIIC/IOBAHUH C MEIMAHOHM IPOJODKUTENBHOCTH Teparmun 60 mecsues, u npumepHo y 80%
MalMEHTOK B KIMHUYECKUX UCCIICI0BAHUAX, MOTyYaBIIMX IPOAJIEHHYIO aIbIOBaHTHYIO TEPaITHIO
(HP ormeuennl kak B TIpynme JeTpo3oiida, rak W B TIpymnne mianebo ¢ MeaHaHOi
NPOJODKUTENLHOCTH Tepanuu 60 mecsues). B uenom, 3apeructpuposannsie HP nocuau cna6o
WM YMEPEHHO BBIPQXCHHBIH XapakTep, IIPU 3TOM MHOTME M3 HHUX OBUIM acCOLMMPOBAHBI C
II0/1aBJICHUEM CHHTE3a 3CTPOTCHOB.

Haubonee uacto Berpevarommmucs HP B KIMHMYECKHMX — MCCEIOBAHHAX  OBLIH:
NPUCTYNI000Opa3HbIe OIIYIIEHHs jKapa («IPHIMBBI»), apTPaIrus, TOMIHOTA M TOBBIIICHHAS
yromasemocts. MHorue HP moryt siBasitbes CTaHAAPTHBIMHU bapmako10ru4ecKkumu
TIOCIEICTBUAMH IO/1aBJICHUS CHHTE3a JCTPOr€HOB (HAanpHMep, MPHCTYNOOOpa3Hble OILYIIEHHS

Kapa («IIPHIMBBDY), QIOMELHs], BIarajlilHOe KPOBOTEUEHHE).



Hexenarensuele nexapctBenHsle peakuuu (HJIP), 3apermctpupoBaHHbIE B KIMHHYECKHMX
HCCICOBaHUSAX M TpH TPUMEHEHHWH I[Ipernapata B IOCTPETUCTPALIMOHHOM IIEPHOJE,
MIepEUNCIICHbl HW)KE B COOTBETCTBUH C 4YaCTOTON BCTPEUAEMOCTH.

YacToTa BCTpE4aeMOCTH OLIEHMBAIACh CIEIYIOLMM 00pa3oM: «o4eHb 4acTo» — = 10 %, «yacto»
->1 - < 10%, «nedacto» - > 0,1 % - < 1 %, «peaxo» - > 0,01 - <0,1%, «oueHb peako» -
<0,01%, BKJIIOYas OTAEIbHBIE COOOIIEHHS, YACTOTA HEM3BECTHA (HE MOXET ObITh ONpeseseHa 1o
UMEIOLIMMCS JaHHBIM). B mpenenax kaxaoi wacrtotHod kateropuu HP pacnpenenensr B
NOPSJKE YMEHBILICHUS YaCTOThI BCTPEYaEMOCTH.

Hnghexyuonnvle u napazumaphole 3a0601e8anus: He4acTO — MHOEKIMHU MOUEBBIBOAAIIMX Ty TEH.
HobpokauecmeeHnvle, 310KauecmeeHHble U HEVIMOYHEHHble HO800OPA308aHUA (8KNIOYASL KUCINbI
u noaunsvt): HevacTo - 601 B ob6aacTu onyxonu*.

Hapywenus co cmopoHbl Kposu u iumgpamuieckori cucmemsl: HEUaCTO — JIEHKOTIEHHUS.
Hapywenus co cmopoHbl UMMYHHOU CucmeMbl: 4YacTOTa HEU3BECTHA — aHa(UIAKTUYECKHEe
pEaKLUH.

Hapywenus co cmoponvl obmena sewjecms u numanus: O4€Hb YaCTO THIIEPXOJECTEPUHEMHS,
4aCTO — CHW)KEHHE aIllIeTHTa, IIOBBILLICHUE aIlIeTUTA.

Hapywenusa ncuxuku: 4acTo — IEIIPECCHs; HEYAaCTO — TPEBOKHOCTb (BKJIIOYAasl HEPBO3HOCTB),
pa3apaKUTEILHOCTD.

Hapywenus co cmopoHel HepeHOl cucmembl: 4acTO — TOJIOBHast 00Jb, TOJOBOKPY)KEHHE,
BEPTUIO; HEYaCTO — COHJIHMBOCTb, OECCOHHMIA, HapyLIEHHE [aMATH, HapylIeHHe
4yBCTBHTEJIHOCTH (BK/IIOYas APECTE3UI0, THIIECTE3HI0), AUCTEB3Us, HapyLIEHHEe MO3rOBOro
KpOBOOOpAIIEHHs], CHHAPOM 3aISICTHOTO KaHaJa.

Hapywenua co cmopoubl opeana 3peHusi: HEYaCTO — KaTapakTa, pasapaxeHue rias,
«3aTyMaHHMBaHHUE» 3PEHHUSL.

Hapywenusa co cmopoHbl cepoya: 4acTo — OLIylLIeHHE CepALeOHeHus; HeuacTo —TaXUKapaus,
MILIEMHYECKHE ABJIEHHUSA CO CTOPOHBI CepAlla(BKJIIOYast BIEPBbIE BBISBICHHYIO WM YXYALICHHE
TEYEHHMs  MMEIOLIEHCS  CTEHOKapAMM,  CTEHOKApAHIO,  TPeOYIUIyl0  XHUPYPrHUyYecKoro
BMEIIATEIbCTBA, MHAPKT MUOKap/a, UILIEMHIO MHOKap/a).

Hapywenus co cmopousl cocyoos: 04eHb 4YacTO — IPUCTYNOOOpa3Hble OLIYIICHHS »Kapa
(«IIpUIMBBI»); 4acTO — IOBBINIEHHE apTEPHAILHOrO JaBJEHMS;, HEYacTo — TPoMOOQIeOuT;
(Bxmoyas Tpom60GIeOUT MOBEPXHOCTHBIX M IIyOOKMX BEH); PEAKO - dMOOIMsS JIEro4HOM
apTepuu, TpoM003 apTepHii, MHPAPKT rOJIOBHOIO MO3ra.

Hapywenua co cmoponsl OvixamenvHou cucmemsl, 0p2ano8 2pyOHOU KIemKUu U CpedoCmeHus.:

HE4YaCTO - OABIIIKA, KallICJIb.



Hapywenus co cmopoHbl ceny0o4HO-KUueyHo20 mpakma: 4YacTo — TOLIHOTA, pBOTA,
JMCIIETICHS, 3a110p, Auapesi, 60/1b B )KUBOTE; HEYACTO — CTOMATHT, CyXOCTb BO PTY.

Hapywienuss co cmopoHvl nevenu u J#Cen4egvlgoosuyux nymeti: HEYaCTO — IIOBBILIEHHE
AKTHMBHOCTH «II€YEHOYHBIX» (PEepMEHTOB, runepOoOuIupyOMHEMHUs, KENTyXa, OYEeHb DEIAKO —
renaTur.

Hapywenus co cmopoHsl KOdtCU U NOOKOJICHbIX MKAHel: OYeHb 4acTO — TMIEPruapo3; 4acTo —
aJIoNelMs, CYXOCThb KOXH, KO)XKHas ChIIb (BKJIIOYAsh HPUTEMATO3HYIO, MaKyJIONaIyJIe3HY1o,
TNICOPUATUYECKYIO CBIIIb M BE3UKYJIPHYIO); HEYAaCTO — KOXHBIM 3y[, KpallMBHMLA, 4acTOTa
HEU3BECTHA — AHTMOHEBPOTHYECKUH OTeK, cuHApoM Jlaitenna (TOKCHUYECKHM SmHIepMalbHbIH
Hekposn3), cuHapom CrtuBeHca-/[)KOHCOHA (3710KaueCTBEHHAss  MOJIMMOpQHas IKCCyaaTHBHAs
IpUTEMA).

Hapywenus co cmopoHbl cKenemuo-mullueyHOU U COeOUHUMENbHOU MKAHU: OYEHb 4acTo —
apTpaIrys; 4acTo — MUAIrHs, 60JIb B KOCTSX, OCTEONOPO3, MEPEIOMbl KOCTeH, apTpuT, 601b B
CIIMHE; YaCTOTa HE U3BECTHA — CUHAPOM «IEJIKAOLIEro» Maibla.

Hapywenus co cmopomvl houek u Mouegbl800aujux nymeti: He4aCTO — MOJJIAKKY PUS.
Hapywenua co cmopoHbl NnON0BbIX 0p2aHO8 U MONOYHLIX Jicene3. 4acTO — BarMHaIbHOE
KpPOBOTEUEHHE; HEUacTO — BBIAEJIEHHUS M3 BJarajuila, CyXOCTh BYJbBBI M Biaraauma, 60ip B
MOJIOYHBIX XKele3ax.

Obwue paccmpoticmea u HapyweHus 8 Mmecme 68edeHus: OYeHb 4YacTO — IIOBBIIICHHAS
YTOMIISIEMOCTh (BKJIIOYAsi aCTEHMIO M OLIYIIEHHE HEJIOMOTaHHs); 4acTo — Iepudepudeckue
oTekH, 00Jb B TPyAHOH KIETKE; HE4YacTO — IE€HEepaJM30BaHHBIA OTEK, JMXOpaaKa, CyXOCTb
CIIM3UCTBIX 000J104€EK, OIIYIIEHHE KAXKIbI.

Jlabopamopnvle u uncmpymenmanvHvle OaHHble: 4aCTO — YBEIMYEHHE MACChl Tella; HeYyacTo —
YMEHBIICHHE MACCHI TeNa.

*- mo6oYHbIE peaKUMH, BBISABJICHHBIC B METACTATUYECKOM MEPUOIE.

Tpasmel, uHmokcukayuu u 0CL0HCHeHUs MAHURYIAYUL: YACTO — NMaJeHHe (B HEKOTOPBIX CIyyasix
naZieHue SBJIAJIOCh CIIEACTBHEM JApPYrMX HexenarenapHblXx aBieHud (HS), Ttakux kak
rOJIOBOKPY’KE€HHE U BEPTHIO).

Onucanue omoensvnoix HP

Hapywenus co cmoponel cepoya

JlononHUTENBHO K BblIENepeyucaeHHsIM HSl mpu  aabloBaHTHOW Tepamuu [pernapaTtom
JIETPO30JIOM M TaMOKCH(DEHOM COOTBETCTBEHHO OTMeueHbl cieayrommne HS (Menmana
NPOJOJ/DKUTENBHOCTH  TEpalmUM 5 JIeT): CTeHOKapaus, TpeOyrowmas XUPypruueckoro

BmewarensctBa (1,0% u 1,0%), octpas cepaeunas HepocratouHocts (1,1% wu 0,6%),



TMOBBILICHHE apTepuanbHOro aasiaenus (5,6% wu 5,7%), ocTpoe HapylieHHE MO3rOBOroO
KpoBOOOpaleHHs/Ipexosias uiemMuyeckas araka (2,1% u 1,9%).

[Ipn mpoasieHHO! afbIOBAHTHOM TepamuM JIETPO30JIOM B TEYEHWH S5 JIE€T B CPaBHEHHH C
Tepanuer Iianebo B TeYeHME 3 JIeT COOTBETCTBEHHO OTMeYaluch cremytomme HS:
CTeHOKapAus, Tpebyrowas Xupypruyeckoro Bmewarensctsa (0,8% wu 0,6%); umemuyeckas
Oosie3Hb cepua, BKIIOYAs BIEPBBIE BBISBACHHYIO WM YXYAUIGHHE TEYEHHUS MMEIOleics
creHokapann (1,4% wu 1,0%); undapkr muoxapaa (1,0% u 0,7%); TpomGosmbonuyeckue
ABJICHUS CO CTAaTUCTHYECKH 3HauuMmoi pasuuueit (0,9% wu 0,3%); uHCyIbT/TpaH3UTOpHAS
MIIEMHUYECKas aTaKa CO CTATUCTHYECKH 3HaYMMOM pasuuue (1,5% u 0,8%).

[lo6ounble peakyuu co cmopoHbl KOCMHO- MBIUEYHOT CUCIEMb] U COCOUHUMENbHOU MKAHU

IIpn mpojuteHHO! aIbIOBAHTHOH TepamMy JETPO30JOM B TEYEHHE 5 JIET MO CPABHEHMIO C
MALMEHTKAMH, MOTy4YaBIIMMHU IIJaneb0 B TeYeHHEe 3 JIeT, OTMEYEHAa 3HAUYUTEIBHO OOJIbIIAs
4acTOTa BO3HMKHOBEHHUS repenomMoB 10,4% u 5,8% coorBeTcTBeHHO Mt octeonopo3a 12,2% u
6,4% COOTBETCTBEHHO.

Ecnu niobvle us yxkazaumvix 6 uncmpykyuu nobounvix sghghexmos ycyeybasiomes, uiu Boi
3amemuau nobvie Opyeue nobouHvle Ihdekmul, He YKA3anHwvie 6 UHCMPYKyuu, coobujume 06
9mom epauy.

Hepeuoénposka

HMeroTcs  oTAENbHBIE COOOIIEHHS O ClydasX [1€peJO3MpOBKM JeTpo3oioM. Kaxne-mu6o
crienupuIecKue MeTO/Ibl JICYEHHS [IePeI03UPOBKM HEM3BECTHBI. I10Ka3aHa CHMITOMATHYECKAS
M T[OAAEpKMBalOmMas Tepamus. JIeTpo3oa BBLIBOAMTCA M3 [UIa3Mbl KPOBH [OCPEACTBOM
reMoHanu3a.

B3aumopeiicTBue ¢ ApyruMu J1eKapCTBEHHBIMH CPeICTBAMM

Jletposon MeTabonu3upyercs NpeuMyILECTBEHHO B [IEYeHH ¢ yyacTueM u3opepmento CYP3A4
u CYP2A6 uuroxpoma P450. Takum 06pa3soM, Ha CHCTEMHOE BBIBEJEHME JETPO30Ja MOIYT
OKa3bIBATh BJIMAHME JIEKAPCTBEHHBIE IIPENAPAThI, BO3AEHCTBYIOIIHE HA JAHHBIE U30(EPMEHTEI.
Merabonusam netposona mano 4dysctBuTeseH K n3odepmenty CYP3A4, T.K. HacwlleHHe
JIAHHOTO ()epMEeHTa IPOMCXOMT TONBKO MPH KOHLEHTPALKH JeTpo30/1a B mia3me Kposu, B 150
pa3 MPeBIMIAOIICH €ro KOHLUEHTPAIHIO B PABHOBECHOM COCTOSIHMM IIPM PUMEHEHHH IperiapaTa
B CTAHJAPTHOM KJIIMHUYECKOH CUTYaIMH.

Jlexapcmeennvie npenapamei, npugodsujue K NOBLIUEHUID KOHYeHMpayuu nempo3ond 6
CbIBOPOMKE KPOBU

Huruburopsr nzopepmenton CYP3A4 u CYP2A6 crioco6HBI yrHETaTh METaboIH3M JIeTpO30a,
TEM CaMbIM IOBBIIIAS €T0 KOHUEHTPALMIO B CBIBOPOTKE KPOBH. OJHOBPEMEHHOE NIPHUMEHEHHE

MOIIHBIX HMHIHOMTOPOB [aHHBIX H30(epMeHToB (a1 usodepmenta CYP3A4 TakoBbIMM
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ABJISAIOTCS, HAPUMeEP, KETOKOHA30J1, MTPAKOHA30J1, BOPUKOHA30J1, PUTOHABUP, KJIAPUTPOMULIMH
TENUTPOMHILIMH; Ui u30pepmenta CYP2A6 — MeTokcaneH) MOXKET NMPHUBECTH K YBEIHUEHMIO
dKkcmo3uuuu  Jerposona. Heobxomumo cobmopaTe OCTOPOKHOCTH IPH  OJHOBPEMEHHOM
NPUMEHEHHH JIETPO30/1a U MOIIHBIX HHTuOuTOpoB n3odpepmerntoB CYP3A4 u CYP2AS6.
Jlexapcmeennvle npenapamvi, npusoOAUUe K CHUNCCHUIO KOHYEHMpayuu 1empo3ona 6
CbIBOPOMKE KPOBU

Wunykropsr uzopepmenta CYP3A4 u CYP2A6 criocoGHBI MOBBILATE METAOOIM3M JIETPO30a,
TEM CaMbIM CHMXKasl €ro KOHLEHTPALMIO B CBIBOPOTKE KpoBU. OIHOBpPEMEHHOE NMPUMEHEHHE
MHIYKTOPOB JaHHBIX H30(epMeHToB (a1 wuzodepmenta CYP3A4 TakoBbIMH  SBIAIOTCH,
HanpuMep,  (enuTouH,  pudamnuumH,  kapbamasenuH,  eHobapburan,  3Bepoboii
NPOJBIPABICHHBIN) MOXKET NMPUBECTH K CHIKEHHIO SKCIIO3HIMH JIETPO30Ja; A M30(hepMeHTa
CYP2A6 uHIyKTOPHI HE U3BECTHHI.

OnHoBpemeHHOE MpuUMeHeHHe npenapara Jlerpososn (B go3e 2,5 Mr) u Tamokcugpena B go3e 20
MI/CyT IPUBOIMT K CHHKEHUIO KOHLEHTPALMH JIETPO30JIa B CHIBOPOTKE KPOBH CpeHeM Ha 38%.
B KIMHHYECKHX HCCIIeI0BAHUAX MPH MPUMEHEHUH JIETPO30Jia BO BTOPOH JIMHUM TEparnuu s
JICYCHUS. paKa MOJIOYHOW JKEJIe3bl HE OTMEYEHO YBEIMYEHHs TEepareBTHYECKOro 3hdekra u
4acTOThl BO3HUKHOBeHUs1 HP jieTpo3ona npu ero npuMeHeHUH HEMOCPEACTBEHHO I10CIIe IIpUeMa
TamokcueHa. MexaHM3M JaHHOTO JIEKAPCTBEHHOTO B3aMMO/IEHCTBHS HEM3BECTEH.

Bnusinue nemposona nu Komyemmpayuio 8 CblBOPOMKe KpOBU O0OHOBDEMEHHO NPUMEHAEMbIX
npenapamos

In vitro nerposon wumrubupyer usodepment CYP2A6 wuurtoxpoma P450 u  ymepeHHO
nzopepment CYP2C19, kimHMYecKOe 3HAYEHHE [AHHOTO SBJEHMSA HE YCTAHOBJIEHO.
Heobxomumo cobrofath OCTOPOXKHOCTH P OJHOBPEMEHHOM IPUMEHEHHM JIeTPO30na M
JIeKapCTBEHHBIX IpernapaToB ¢ Y3KMM TepaneBTHYECKUM HHIECKCOM, BBIBEICHHUE
KOTOPBIX 3aBHCHUT IIPEUMYIIECTBEHHO OT u3odepmenta CYP2C19 (Hanpumep, HEHUTOUH,
kiomuporpen). B ngammelf  MomeHT cyGcrpatel  m3odepmenta CYP2A6 ¢ y3kum
TEPaneBTHYECKUM MHAEKCOM HEU3BECTHBI.

[Ipy 0AHOBpEMEHHOM NPUMEHEHHH JIETPO30J1a C LHMETHAMHOM (U3BECTHBIM HeCHelU(pHIECKUM
unruburopom uzopepmentoB CYP2C19 u CYP3A4) u BapdapunoM (4yBCTBHTENBHBIM
cyberpatom  m3opepmenta CYP2C9 ¢ y3kuM TepameBTHYECKMM MHIEKCOM, 3a4acTyIo
NPUMEHSEMBIN Y MALMEHTOK, MOTyYaroMMX JIETPO30J1) KIMHUYECKHM 3HAUMMBIX B3aUMOICHCTBHH
HE BBISBIICHO.

Oco0ble ykazanust

Hapywenue ¢pynxyuu nouex
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Her ngaHHBIX O NMPUMMEHEHHM JIETPO30Ja y MALMEHTOK C KJIMPEHCOM KpeaTHMHHHA MeHee 10
mia/mMuH. Ilepen HauagoMm npuMeHeHus mpenapara JIeTpo3onm y TakuX MAalMEHTOK CieayeT
TILATEIbHO OLIEHUTh OTHOILIEHUE OXM/IAeMOH I10JIb3bl K BO3ZMOXXHOMY PUCKY.

Hapywenue ¢pyrkyuu nevenu

Y mauMeHTOK ¢ HapylueHueM (QYHKUMHU neyeHu Tsokenon crenenu (kinace C nmo kiaccudukauu
Yaiina-I1p10) cucTeMHast SKCNO3MUMA JIETPO30Ja M TEPMHUHAIBHBIA MEPUOJ I10JyBbIBEACHHUS
NPUMEPHO B 2 pa3a MPEBBINIAIOT JAaHHBIE IOKA3aTeIH Yy 3J0POBBIX J0OpPOBOJIBIEB. B cBsi3u ¢
BBIIIECKA3aHHBIM CJI€yeT TLIATEIbHO HaOII01aTh MAIIMEHTOK JaHHOM KaTerOpHH.

Bnusnue na kocmHuyo mkas

CymecTByIOT AaHHbIE O Pa3BUTHM OCTEONOPO3a M/UIM BO3HMUKHOBEHHH MEPETOMOB KOCTEH BO
BpeMs IpPUMEHEeHUs JeTpo3ona (cM. «lloboynbie peaxyuu co cmMOpoHbl KOCMHO-MbIUEUHOU
cucmembl U COCOUHUMENbHOU MKAHUY), B CBSA3H C YeM PEKOMEHIYEeTCs TIIATEIbHbIH KOHTPOJIb
COCTOSIHMS KOCTHOM TKaHM B TEUEHHUE BCEro NepHo/ia NpUMEHEHHs Ipernapara.

I'opmonanvbHulli cmamyc

Y NauMeHTOK € HEYTOUHEHHBIM FOPMOHAIBHBIM CTATyCOM [E€Pe/l HauajioM Teparuu npenapaTtom
ciaeayer onpenenuTs koHueHtpauuto JII, dCIT w/mnu scrpaguona. IlpuMeHenue npenapara
BO3MOXXHO TOJIbKO Y TIALIMEHTOK C IOATBEP)KICHHBIM CTaOHIBHBIM IIOCTMEHOIAY3aJbHbIM
TOPMOHAJIBHBIM CTaTyCOM.

DepmunvHocms

dapMaKoJ0rM4eCKUMCIEACTBUEM NIPUMEHEHHUs Iperapara sBISETCS YMEHbLIEHHE CEKPELUH
3CTPOreHa NOCPEeICTBOM MHIHOMPOBAHHS apoMaTasbl. Y MALMEHTOK B MPEMEHOIAy3e BO3MOKHO
OTBETHOE YBEJIMYEHHE KOHUEHTpAUMM TroHaaoTponHbix ropmoHoB (JII, ®CT). Veennuenune
konuentpauun OCI" B CBOI0O oOYepeab MOXKET CTUMYJIUPOBATH pPOCT (OUIMKYJIOB U
MHIYUMPOBAaTh OBYJALMIO. TakuM 00pa3oM, CyIIECTBYeT MOTEHUHAIbHAS BO3MOXKHOCTH
HACTYIUIEHMs ~ OEpEeMEHHOCTM Yy  [AlMeHTOK B  I[EPUMEHOMNAy3aJbHOM W  paHHEM
MIOCTMEHOIIay3aIbHOM [IEPHOIE.

B Takux ciy4asx cieayeT MCIOib30BaTh HAJEXKHbIE METObl KOHTPALENUNH 0 YCTAaHOBJIEHHS
CTabMJIBHOTO MOCTMEHOMAY3a]IbBHOIO FOPMOHAIIBHOTO CTAaTyCa Y JaHHOM KaTerOp1HM MalUEHTOK.
Jlexapcmesennoe 83aumooeticmeue

Pexomenayercs  u3beraTh  OJHOBPEMEHHOro  INpMMEHEeHHWs mpemapara Jletposon ¢
TaMOKCH(EHOM, JPYTMMH aHTUICTPOTEHHBIMH M 3CTPOrEHCOAEPXKALIMMH MpenapaTamy,
NOCKOJIBKY ~TEPEYMCIIEHHBIE CPEACTBA MOTYT 0cnabiusaTh (apMakoJOrHyeckoe JeHcTBHE
nerpo3ona (cM. «Bzaumooeiicmeue ¢ Opyzumu AeKapcmeeHHbIMuU cpedcmeamuy). MexaHnsm

JIaHHOT'0 B3aUMOJIEMCTBHUS HE U3YUYCH.
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[Ipenapar He noka3aH /s TEPANMU PaKa MOJIOYHOM JKeNe3bl, He COAEPXKAILEro PELeNnTOpOB K
CTEPOMIHBIM T'OPMOHAM (3CTPOTEHY HIIH IIPOTeCTEPOHY).

Biusinue Ha ¢cnocoOHOCTH YNPABJATH TPAHCIOPTHLIMH CPEJACTBAMM M MeXaHU3MAMU
Hekoropsle nobouHble 3¢dexTsl npemnaparta, Takue Kak obumias ciabocTb, COHJIHUBOCTH H
rOJIOBOKPY’KEHHE, MOTYT BJIMATh Ha CIIOCOOHOCTh BBIMOJIHEHHUSI MOTEHUMAILHO OMACHBIX BUIOB
JESTEJIbHOCTH, TPEeOYIOIMX TOBBILIEHHOW KOHLEHTPAUMKM BHUMAaHUA M OBICTPOTHI MCHXO-
MOTOpHBIX peakuud. B 3Toi cBA3M ciexyer cobiogaTh OCTOPOKHOCTH IIPH  YIPABICHUM
TPAaHCIIOPTHBIMHM CPEICTBAaMU M IpH paboTe ¢ MexaHuzMamu. [Ipu MOSBIEHUH ONMMCAHHBIX
HEKENaTebHbIX SBJICHUH CIEAYeT BO3JEPXKATbCS OT BBIINOJHEHHMS YyKa3aHHBIX BHIOB
JESTeIbHOCTH.

®opma BbIIIyCKA

Tabnetku, NOKPBITHIC IUIEHOYHOH 000I04KOM, 2,5 MT.

Ilepsuunas ynaxkoska

ITo 10 TabneTox, MOKPHITHIX IIEHOYHOH 00O0JI0YKOW, B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3
TUIEHKH [TOJMBHUHHUIXJIOPHIHON U QONIBIM aMIOMUHHUEBOM M€4YaTHOM TaKHPOBAHHOHM.

ITo 10, 14, 28, 30, 60 uwau 100 TabneTok, MOKPHITHIX IJICHOYHOH 000JIOYKOW, B OaHKy H3
NIOJIMITHIIEHA HU3KOIO JaBJICHUS C KPBIIIKOM HAaTATMBAEMOHM C KOHTPOJIEM IE€PBOIO BCKPBITHA.
CBoboaHOE MpOCTpaHCTBO B OaHKe 3aMoJIHAIOT BaTOM MeauuMHCKOW. Ha GaHKy Hak/ieHBaroT
OTUKETKY M3 OyMaru OTHKETOYHOM MIM IHCYeH WIM U3 [OJUMEpPHBIX MaTepHasoB,
CaMOKJIEAIYIOCH.

Bmopuunas ynaxoexa

ITo 1, 3, 6 nnn 10 KOHTYPHBIX SYEHKOBBIX YIAKOBOK BMECTE C MHCTPYKLMEH MO MPUMEHEHHIO
NOMELIAIOT B MaYKy M3 KapTOHA [l NOTPeOUTENbCKOM Taphl.

ITo 50, 100, 150, 200, 300, 500 mau 1000 6aHOK BMecTe ¢ paBHBIM KOJHYECTBOM HHCTPYKIHIA 110
NPUMEHEHMIO TIOMELIAIOT B IPYMNIOBYI0 YIAKOBKY - KOpo® M3 rodpupoBaHHOIrO KapToHa (/s
CTallMOHAPOB).

YeaoBusi XpaHeHust

IIpu Temneparype He Bbite 25 °C. XpaHUTb B HEIOCTYIIHOM /IS IETEeH MecTe.

Cpoxk rogHocTu

3 rozna. He npuMeHATH 110 UCTEYEHUH CPOKA TOTHOCTH.

YeaoBust ornycka

OtmyckaloT 1o peuenry.

IOpuanyeckoe M0, HA HMSI KOTOPOT0 BbIAAHO PerHCTPALHOHHOE YI0CTOBEPEHHE:

AO «®Papmacunre3-Hopa», Poccus

194356, r. Canxr-Iletep6ypr, nopora B Kamenky, 1. 74, mom. 1-H.
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IIpousBoauTen:

AO «Papmacunte3-Hopa», Poccus.

FOpuouueckuui adpec: 194356, r. Cankr-IleTepOypr, nopora B Kamenky, a. 74, mom. 1-H.
Ten.: +7 (812) 240-45-15

Aodpec npoussodcmeenHou nI0WAOKU.!

r. Caukr-IlerepOypr, nopora B Kamenky, a. 74, nur. A.

IIperensumn norpebuTe el HANPaBIATH MO ajpecy:

AO «Papmacunte3-Hopa», Poccus, r. Cankr-IletepOypr, gopora B Kamenky, a. 74, nut. A.
Ten: 8-800-100-1550,

www.pharmasyntez.com

[IpencraBurens
Mansix H.10.
AO «®apmacunres-Hopa»




