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NMHCTPYKLIA
1O MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA

DEMAPA®

PErMCTPALIMOHHBIM HOMEP: ITN015738/01

TOPrOBOE HAUMEHOBAHUE MPENAPATA: ®emapa®

MEXIYHAPOJHOE HEITATEHTOBAHHOE HAMMEHOBAHME: sieTpo3ort (letrozole)
JIEKAPCTBEHHASI ®OPMA Ta0JICTKH, TOKPBITHIE TNICHOYHOH 000JIOYKOM.

CoCTAB

1 TaGneTka, MOKPHITas INICHOYHOW 00OJIOYKON, COIEPIKHT:

Anpo: oeticmsyiouee sewecmso: nerpozon 2,500 mr; ecnomozcamenvHvle geugecmea. JIAKTO3bI
monoruapar 61,500 mr, nemmtono3a mukpokpucrammuueckas 20,000 Mr, kpaxman KyKypy3HbIH
9,500 mr, kapbokcumerunkpaxman Harpus 5,000 mr, kpemaus auokcun kKoutouaHend 0,500 mr,
marnus cteapat 1,000 mr.

O6onouka Ttabmetku: runpomerioda 1,663 mr, tampk 1,331 wmr, makporon 8000 0,333 wr,

cycrieH3us Kpacurtens sxentoro, 0,336 mr, cycnensus kpacutens 6emnoro 0,336 wmr.

CocraB CyCIIeH3UH KpacHTells skentoro: runpomeruiosa (E464) 0,087 wmr, sxene3a OKCHII KENThHIH
(E172) 0,249 wmr.

Cocras cycrnien3uu kpacurens 6emoro: Turana quokcun (E171) 0,249 mr, runipomertiosa (E464)
0,087 wmr.

ONMCAHME

Kpyrible, cierka ABOSKOBBIMYKIIbIE, CO CKOIIEHHBIMH KpasiMH, TEMHO-)KEJITOTO I[BeTa TaOJIETKH.
Ha ontHoit cropone Tabnetku Haredarano “FV”, Ha npyroii - “CG”.
DAPMAKOTEPANIEBTUYECKAS TPYIIA: MPOTHBOOITYXOJIEBOE CPEACTBO, 3CTPOTCHOB CHHTE3a
UHTUOHUTOD.

Koa ATX: L02BG04

DAPMAKOJIOTMYECKHUE CBOMCTBA

Mexanuszm deiicmeusn

DIUMUHAIMS  ACTPOTEH-CTUMYIHPYIOMHX 3((EKTOB SBISETCS OCHOBHBIM (DakTOpoM st
JOCTHIKEHHST OIyXOJEBOIO0 OTBETa B CiIy4ae, KOTJIa POCT OMYXOJEBHIX TKAHEW 3aBUCUT OT
MPUCYTCTBUSL ACTPOTEHOB. B TOCTMEHOMay3e 3CTPOTeHBl B OCHOBHOM MPOAYIHPYIOTCS IO
BIUsSHUEM (epMeHTa apomaTasbl, MOJ BO3JEHCTBUEM KOTOPOTO MPOUCXOIUT IpEBpaIlcHUE
AHJAPOTEHOB, CHUHTE3UPYEMBbIX HAAMOYEUYHUKAMU, B TEPBYIO OYEpelb, AHIPOCTEHAMOHA H
TecTocTepoHa, B 3cTpoH (E1) u actpaauon (E2). Takum oOpa3om, mogaBiieHuEe CHHTE3a ICTPOTCHA

B nepmbepnqecm/lx TKaHsX U B TKaHU 3JIOKAQYECTBCHHBIX HOBOO6pa3OBaHHﬁ MOXECT JOCTHUIaThCs
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myTeM HHTHOUpoBaHus (pepMeHTa apomaTassbl.

JleTpo3on sBISETCSI HECTEPOUAHBIM HHTUOMTOPOM apoMarasbl, OKa3bIBA€T aHTHAICTPOTEHHOE
JieiicTBUE, CENEKTUBHO MHTHOMpPYS apomarasy IyTeM BBICOKOCIEHHU(HUYHOTO KOHKYPEHTHOI'O
CBSI3BIBaHUS C CyOBbequHuIlel »toro ¢epmenra - remom mmroxpoma P450. Brokupyer cuntes
3CTPOr€HOB BO BCEX TKAHSX.

Dapmakoounamuxa

VY 310pOBBIX KEHILMH B IIOCTMEHONAY3€ MPU MIPUEME JIETPO30Jia OAHOKpaTHO B no3ax 0,1 mr,
0,5 Mr 1 2,5 M 0OTMEUEHO YMEHBIIEHHE aKTUBHOCTH 3CTPOHA U ACTPAJHOJa B CBIBOPOTKE KPOBU
Ha 75-78% u 78% OT UCXOIHOTO YPOBHS COOTBETCTBEHHO. MakcuManbHBbIH 3G (HeKT oTMeuaeTcs
yepes 48-72 yaca.

VY mauMeHTok ¢ pacnpoCcTpaHEHHBIM PaKOM MOJIOYHOMW KeJle3bl B IOCTMEHONAY3€ €XKeIHEBHbII
IIPUEM JIETPO30Jia B CyTouHOM 103e oT 0,1 Mr 10 5 Mr mpUBOJUT K CHUYKEHUIO KOHLIEHTPAIUU
ACTPaauoiia, SCTPOHA U ACTPOHA cyibdara B I1azMe KpoBU Ha 75-95% OT HMCXOIHOTO YPOBHSL.
[Ipu npumenenun B go3e 0,5 Mr u BbllIe MMOKa3aTeNM KOHUEHTPALMM 3CTPOHA M 3CTPOHA
Cyibdara OCTaloTCsl HUKE OMPEAEIIIeMOT0 IOpora IMpH UCTIOIb30BaHUH OOJIBIIMHCTBA METO/I0B
onpezaenenus. Cynpeccusi CHHTE3a 3CTPOT€HOB MOIEP)KUBAETCS Ha IPOTSKEHUH BCETo Neproaa
JICYCHMUS.

JleTpo3o1n BbICOKOCTIEIU(UYHO MTOAABISET aKTUBHOCTh apoMartasbl. He oTMedanoch HapymieHus
BbIPa0OTKH CTEPOUIHBIX TOPMOHOB HaANIOYEYHUKOB. [Ipy npuMeHeHnH J1eTpo30ia y MalueHTOK
B TMOCTMEHOMay3e B auana3zoHe 03 oT 0,1 10 5 Mr He OTMEUEHO KIMHUYECKU 3HAUYUMBIX
W3MEHEHUH  KOHILIEHTpallMM  KOPTHU30Ja, aJbJoCTepoHa, 1l-me3okcukopruzona, 17-
THAPOKCUTIpOTECTEpOHA U afeHOKopTHKoTpormHoro ropmona (AKTI) B mma3sme kpoBu wuiu
aKTUBHOCTH peHuHa B 11a3Me kpoBu. Tect ¢ AKTI uepe3 6 u 12 Henenb Tepamnuu JeTpo30JI0M B
cyrounoit goze 0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 Mr u 5 Mr He BBISIBUJI HApyIICHUH CHHTE3a
albJAOCTEPOHA WIJIM KOPTHU30Ja. J(OMOJHUTENbHOTO NPUMEHEHUs TIIIOKOKOPTUKOCTEPOUIOB U
MHUHEPaJIOKOPTUKOCTEPOUIOB HE TpedyeTcsl.

[Tocne omHOKpaTHOrO MpUMeEHEHUs JieTpo3ona B go3ax 0,1 mr, 0,5 mr u 2,5 Mr y 310pOBBIX
’KEHILMH B MMOCTMEHOIAy3€ HE OTMEYaJOoCh M3MEHEHUS KOHIIEHTpAllUU aHApPOTE€HOB B ILIa3Me
KpOBHM (QHAPOCTEHIMOHA U TECTOCTEPOHA). Takke HE OTMEUEHO M3MEHEHUs KOHIIEHTpaluH
aHJPOCTEHIMOHA B TIa3ME KPOBH Y MAIMEHTOK, MOJy4YaBIIMX TEPAMUIO JETPO30JIOM B CyTOUHOMN
no3e 0,1-5 mr, 4To CBUIETENBCTBYET O TOM, YTO OJI0Ka/1a OMOCHHTE3a AICTPOr€HOB HE MPUBOAUT
K HaKOIUJIEHUIO aHJIPOTCHOB, SIBISIOIINUXCS MpeAlIeCTBEeHHUKAaMU 3cTporeHoB. Ha ¢oune nmpuema
JeTpO30J1a WU3MEHEHUN KOHIICHTpalnuu JIOTEUHU3UPYIOIIETO (JIT) nu
dommukynoctumynupytomero (P®CI) ropMoHOB B mia3Me KPOBH, H3MEHEHHH (QYHKIUH
MIUTOBUIHON skene3bl (TupeorponHoro ropmona (TTD), tpuitoaruponuna (T3) u TupokcuHa

(T4)), w3MeHeHMI IWMUIHOTO TPOQUIS, TMOBBIIICHUS YacTOThl WH(APKTOB MHUOKapAa |
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MHCYJIBTOB OTMEYEHO HE OBLIO.

DapmakoKkunemuxa

Bcacvisanue

JleTpo3os OBICTPO M TOJIHOCTHIO BCAachIBaeTCs M3 kKemyqouHo-kuiieyHoro Ttpakrta (XKKT),
cpenHsis OMoIOCTYHOCTh cocTaBiseT 99,9%. [lpuem nuiy HE3HAYUTENTFHO CHUXKAET CKOPOCTh
BcaceiBaHus. CpeaHee 3HAYEHHUE BPEMEHHU JIOCTHIKEHHS MAaKCUMalIbHOW KOHIICHTpAIUH
neTpo3odia B miazMe KpoBU (Tmax) cocTaBiser 1 dac rmpu nmpueme JIeTpo30Jia HATOIIAK U 2 yaca —
Ipy IpUeMe C MUIICeH; CpeAHee 3HaueHue MakcHMMaibHON KoHIEHTpanuu (Cmax) COCTaBISET
129+20,3 amonw/a nipu nipuemMe Haromak u 98,7+18,6 HMob/11 - mpu mpueMe ¢ MUIIEH, 0THAKO
CTENeHb BCAChIBAaHUS JIETPO301a (IIPU OLIEHKE IO MJIOMIAAH MO/ KPUBOM «KOHIEHTPALIUS-BPEMSD)
(AUC)) e uzmensiercs. Heboublire n3MeHEHHS CKOPOCTH BCAChIBAHUS PACLIEHUBAIOTCS KaK HE
UMEIONINE KIMHUYECKOTO 3HAYCHHUS, IMOATOMY JIETPO30JI MOXKHO NMPUHUMATh HE3aBHCHMO OT
npreMa MUIIIH.

Pacnpeoenenue

Cs3p  seTpo3ona ¢ OenkamMu IUIa3Mbl  KPOBH  cOCTaBisieT mpubmusutenbHo  60%
(mpeumyiecTBEHHO ¢ anbOymuHoM — 55%). KouuenTpaius jeTtpo3ojia B IPUTPOLMTAX
cocrapisier okoio 80% oT TakoBoil B miazMe kpoBu. Ilocnme mpuema 2,5 M MEUEHHOrO
paauoaKTUBHOW METKOM JieTpo3osia mpumepHo 82% paaroaKTUBHOCTH B TUIa3M€ KPOBH
MPUXOAWUJIIOCh Ha HEU3MEHEHHOE BEIIeCTBO, TaKUM O0pa3oM, CHCTEMHasl JKCIO3UIIHS
MeTaboNMUTOB KpaliHe Hu3Kas. JIeTpo30 OBICTPO U B 3HAYUTENHHOM CTETIEHU paclpeensieTcs B
TKaHsAX. Kaxkymmiicss o0beM pacrpeneieHnss B paBHOBECHOM COCTOSIHUM COCTAaBIISIET OKOJIO
1,87+0,47 n/kr.

Memabonusm

MeTtabonuueckuil KIMPEHC IETPO30Jia OCYIIECTBISETCS TOJ] BO3JCUCTBHEM H30(EPMEHTOB
CYP3A4 u CYP2A6 nuroxpoma P450 ¢ oOpazoBaHuem (apMakoJOTH4eCKd HEaKTHBHOTIO
kapouHOI0BOTO MeTabomra (CLm=2,1 m/gac). MeTaboimueckuii KIMPEHC CPABHUTEILHO OoJiee
MEJICHHBIM OTHOCHUTEIHLHO CKOPOCTH MIEYEHOYHOTO KpoBOTOKa (0K0y10 90 n/9ac). O6pazoBanue
BTOPOCTETICHHBIX HEYCTAHOBICHHBIX META0OJIMTOB, a TaKXKe HEMOCPEICTBEHHOE BBIBEICHUE
MOYKAMH M Yepe3 KUIICUHUK UTPAIOT He3HAYUTENBHYIO POJIb B BBIBEJCHHUH JIeTpo3oia. Yepes 2
HEJIeNU TI0CyIe MMpUeMa MEUEHHOTO PaJMOaKTHBHONH METKOW JICTPO30Jia y 3JI0POBBIX KCHIIUH B
noctMeHomnay3se 88,2+7,6% paanoakTUBHOCTH 00Hapyx)eHo B Moue 1 3,8+0,9% B dpexammsax. Kax
MUHUMYM 75% palnoaKTUBHOCTH, OOHAPY>KEHHOU B MOUe B epro1 710 2 16 yacoB mocie npruema,
MPUXOJUTCS HA JIONIO TTIOKYPOHHUIA KapOWHOJIOBOTO MeTa0oIuTa, OKOJIo 9% - Ha JOI0 ABYX
HEYCTaHOBJICHHBIX METAa00IUTOB U OKOJIO 6% - Ha J0II0 HEM3MEHEHHOTO BEIIECTBA.

Buiseoenue
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Kaxymmiics nepuoa MOTYBBIBEICHUS W3 IUJIa3Mbl KPOBU COCTaBISIET OKOJIO 2-4 1HEM.
PaBHOBECHasi KOHLIEHTpALIXSI JOCTUTAETCS B TEUEHHE 2-6 HEJENb €KETHEBHOTO IPUEMa CyTOUHON
70361 2,5 Mr. OTMeueHa HeKOTOpast HeMMHEHHOCTh (papMaKOKHMHETUKHU TPH €XKETHEBHOM IpHEME
JeTpo3osia B 103€ 2,5 MI, T.K. KOHLEHTpallUs B IUIa3ME€ KPOBU B PAaBHOBECHOM COCTOSIHUU
MIPUMEPHO B 7 pa3 BbIlIE KOHIIEHTPAIMU, U3MEPEHHOU MOCIIe MpUueMa OJHOKPATHOM 036l 2,5 Mr
(oxuIaeMasi KOHIIGHTpAIMs B PABHOBECHOM COCTOSIHUU B 1,5-2 pa3a npeBbIllIaeT TaKOBYIO IOCTIE
OJIHOKpaTHOro mnpuema B Jo3e¢ 2,5 mr). [lockonbKy KOHLEHTpalus B IUIa3ME€ KpOBU IIpH
PABHOBECHOM COCTOSIHUM OCTAETCSl CTA0MJIBHOW B TEUEHHE JIOJTOTr0 BPEMEHH, MOXKHO C/EIaTh
BBIBOJI 00 OTCYTCTBHUH JUIUTEILHOM KYMYJISLIUU JIETPO30JIa.

Jlunetinocms/Henunetinocms

®apMaKOKMHETHKA Oblja MPONOPLHUOHAIBHA J03€ IO0CIE OAHOKPATHOrO IpHEMa JIETPO30Ja B
no3ax 10 10 mr (ot 0,01 10 30 Mr) u mocye exxenHeBHoro npuema B qo3ax a0 1,0 mr (ot 0,1 10 5
mr). Ilocne opHOKpaTHOro mpueMa mpemnapata BHYTpb B go3e 30 wmr HaOIH0aI0Ch
HE3HAUUTENIbHOE J030IporopuuoHansHoe yBenuueHnue 3HaueHus AUC. Ilpu exenHeBHOM
npueme B 103ax 2,5 mr u 5 mr 3Hauenre AUC yBenuuuBasnoch B 3,8 1 12 pa3 poTUB 0KU1aEMOT0
yBeJIUUYEHUS B 2,5 U 5 pa3 COOTBETCTBEHHO 10 CPABHEHUIO C IPUEMOM B J103€ 1 MI B cyTKHU. Takum
00pa3oM, peKOMEeHJIOBaHHAas /1032 2,5 MI' ABIISETCS MOTPAHUYHOM, MPH MPEBBIIIEHUH KOTOPOH
HECOpa3MEpPHOE MPEBBILIEHUE 1030MPONOPLIUOHATBHOCTH CTAHOBUTCS SIBHBIM, IPU 3TOM IIpH
IpueMe Inpemnapara B J103€ 5 MI' JaHHOE siBlIeHue Obl1o Oosiee BbIpakeHHBIM. HecopasmepHoe
IPEBBIIIEHHE J030MPONOPLUHUOHATIBHOCTY BEPOSATHO SIBISETCS PE3YJIbTaTOM  HACBILEHUS
IPOIIECCOB META0O0IMYECKOro KIMpeHca. PaBHOBeCHOE NoOKas3aTeiau OCTUTaduch uepes 1-2
Mecsa 1ocie MpUeMa B pa3iIndHbIX J03aX.

DapmakokuHemura 8 0cobvlx Cyuasx

dapMaKOKMHETUYECKUE MTapaMeTPhI JIETPO30J1a HE 3aBUCAT OT BO3pacTa.

Hapywenue ¢ynkyuu novex

B nccienoBaHusx y *KEHIUH 100POBOJIBIIEB B TIOCTMEHOIIAY3€ C HAPYLIEHHEM (YHKIIMU MTOYEK
pPa3IMYHON CTeneHu (CYTOYHBIA KIMPEHC KpearTmHuHa 9-116 MII/MHH) TOC/IE€ OJHOKPATHOTO
mpuemMa B 103€ 2,5 MI, a TaKXKe Y NAUEeHTOK ¢ METACTaTUYECKUM PaKOM MOJIOYHOW KeJe3bl B
paMKax BTOPOH JINHUM TEPAINluU, HE OTMEUYEHO U3MEHEHHUH (PapMaKOKHHETHYECKUX MoKa3aTesen
U CHUCTEMHOM sKcno3uuuu jieTpo3oia. C ydeToM BBIIECKa3aHHOTO HE TpeOyeTcss KOPpeKIHUU
JI03bl TIpenapaTta y MalMeHTOK C HapylleHHeM (QYHKUMHU TMOoYeK (MpH KJIMpEeHCe KpeaTHHHHA
>10 mu/mMuH). JlaHHBIE O IPUMEHEHHUH JIETPO30J1a Y MALUEHTOK ¢ HapylIeHHeM (PYHKIUH TOYeK
TSKEJION CTETEeHHU ¢ KIMPEeHCOM KpeaTuHUHA <10 MJI/MHUH OrpaHUYEHBI.

Hapywenue ¢pynkyuu nevenu

B cxoxeM uccrnenoBaHUM y MAaLMEHTOK ¢ HApYUIEHWEM (YHKLWHU MEYCHHU PA3IUYHOM CTENeHU

Tsokectu cpenanue 3HadeHuss AUC y moOpoBobIeB ¢ HapylieHueM (YHKIIMU TICYCHH CpeaHei
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crenenu (kiacc B mo knaccudukanuu Yaina-I1et0) Ha 37% npeBbliiany JaHHBIN OKa3aTeNb y

3IOPOBBIX YYaCTHHMKOB, OJHAKO OCTaBaJUCh B paMKax 3HAUYCHUN, 3apETUCTPUPOBAHHBIX Y

YY4aCTHUKOB 0Oe3 HapymieHus (yHKIUU NEYCHU. B WccrnenoBaHWM y TAIMEHTOK C UPPO30M

MIEYCHU U HapyIIeHueM (GyHKIWY edeHn Tspkeson creneHu (knace C o kinaccudukanum Yain-

[Teto) otmeueno yBenunueHune AUC u Tiz Ha coorBetcTBeHHO 95% u 187% OTHOCHTENBHO

3I0POBBIX 10OPOBOJIBIEB. TakuM 00pazoM, pH HAPYIICHUH (PYHKIIMH IEUEHHU THXKEION CTeIeH!

y MalMEHTOK C PAaKOM MOJIOYHOM KeJle3bl 0XKHJIAETCSl YBEIMYEHUE CHUCTEMHOM SKCIIO3ULIUU

netpo3oisia. OJIHAKO, YUUTHIBAsl, YTO Y MALMEHTOK, MTOIy4YaBLIMX JIETPO301 B f03ax 5-10 mr, He

OTMEYAJIOCh YBEIMUEHUSI TOKCUYHOCTH, KOPPEKIIMSA 103bI B ClTydae HapylIeHUs! PyHKIIUU IIeYeHU

TSDKEJION CTENeHW He OIpaB/JaHa, HeOOXOIMMO TIIATeIbHOE HAOII0JCHUE MAIMEHTOK JaHHON

KaTEeropHH.

[To pe3ynbrataM JBYX KOHTPOJMPYEMBIX HMCCIEAOBAHUN y MALMEHTOK C PacIpOCTPAHEHHBIM

paKoM MOJIOYHOM >Kele3bl He OTMEUYEHO BIMSHHS HapylieHus (YyHKIUU TOYeK (pacyeTHbIN

kiupenc kpearuHuHa 20-50 MiI/MUH) WM HapymieHHs (QyHKIUU MEYSHU HAa KOHIICHTPAIMIO

JEeTpo30J1a.

IMOKA3AHUSA K NIPUMEHEHUIO

[Ipenapar nmokazaH AJis TepaIuu:

e PaHHUE CTaJuM MHBA3UBHOIO PaKa MOJOYHOM KeJe3bl, KIETKH KOTOPOTrO UMEIOT PeLEenTOpPbI
K TOPMOHaM, y EHIINH B IOCTMEHONAy3€, B KaYECTBE aJbIOBAHTHOM Teparuu.

e PaHHuE CTaJuM MHBA3WBHOI'O paka MOJIOYHOW JKeJe3bl Y KEHIIMH B MOCTMEHONAay3€e Iocie
3aBepIIeHUs CTaHAAPTHOW aabIOBAHTHOM TEparuu TaMOKCH(EHOM B TE€YeHHE 5 JIeT B KauecTBe
MPOJIJIEHHOM a/IbIOBAaHTHOW TEparuH.

e PacnpocTpaHeHHBIE TOPMOHO3aBUCUMbBIE (OPMBI paka MOJIOUHOM IKeJle3bl Yy JKEHIIMH B
MIOCTMEHOIay3¢e (Tepanus NepBoH JIMHUY).

e PacnpocrpaHeHHbie (OpPMBI paka MOJIOYHOM KeJe3bl MPU PA3BUTUU PEIUANBA  HIU
IIpOrpeccupoBaHusi 3a00J€BaHMsl y KEHIIMH B MOCTMEHOIay3¢e (€CTECTBEHHOM MM BbI3BaHHOU
HCKYCCTBEHHO), TOJIYYaBIIUX MPEAIIECTBYONYIO TEPANHIO aHTUICTPOTEHAMH.

e Topmono3zaBucumblii HER-2 HeraTuBHBII pak MOJOYHOM Kele3bl y )KEHIIMH B TIOCTMEHOIIay3¢e
B KaueCTBE HEOAIBIOBAHTHON TEPANUU MPH MPOTHBOIOKA3AHUAX K XMUMHOTEPANH U OTCYTCTBUU

HCO6XO,Z[I/IMOCTI/I B OKCTPCHHOM XUPYPIru4C€CKOM BMCIIATCIILCTBE.

IMPOTUBOIIOKA3AHUSA

o [loBbllIeHHAs YyBCTBUTEIBHOCTH K JIETPO30JIy WIIH JIFOOOMY JIpyTOMY KOMITOHEHTY Ipernapara.
e ['OpMOHaJIBHBIN PENPOAYKTUBHBIN CTATyC, BKIKOYas IPEMEHONAY3Y.
e bepeMEeHHOCTb, IEPUOJ] TPYAHOIO BCKapMIIMBAHUS.

e Bo3spacrt o 18 ner.
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C OCTOPOXKHOCTBIO

Crenyer cobmoAaTh OCTOPOKHOCTh HPU IpUMeHeHMH mpenapata ®emapa® y NamMeHTOK C
HapylmeHneM (QyHKIUH NedeHH Tsokenol crenenu (kmace C mo kiaccudukanuu Yaitna-ITsio),
HapylmeHneM (QyHKIMH MOYEK TsHKEeNION CTeNeH! (KIMpeHC KpeaTuHuHa MeHee 10 Mi1/MuH).
IIPUMEHEHHWE ITPM BEPEMEHHOCTH 1 B IIEPHO/I T'PYTHOI'O BCKAPMJINBAHUS

Ilpumenenue npenapama 6o 8pems bepemeHHoCmuU

B uccrnenoBaHusaX y KHBOTHBIX JIETPO30J MPOAEMOHCTPUPOBAT 3MOHO- M (PETOTOKCHYHOCTH, a
TaK)K€ TEpaTOT€HHbIE CBOMCTBA.

[TanueHTOK C COXpPAaHEHHBIM PENPOAYKTUBHBIM IOTEHLHAJIOM, B TOM YHUCJIE€ NAUUEHTOK B
NEepUMEHONAay3albHOM MEPUOJE M B pPaHHEM IIOCTMEHOIAY3JIbHOM IEPUOJE CIEAYET
MH(OPMUPOBATh O HEOOXOJAUMOCTH aJ€KBATHON KOHTPALENIMU IO YCTAHOBJIEHUSI CTAOMIIBHOTO
IIOCTMEHONAaYy3aJIbHOT0 TOPMOHAJIbHOTO craryca. [IpumeHenue npemnapata B MEpPUOJ TPYIHOTO
BCKapMJIMBaHHs TPOTHBONOKa3aHo. CnexyeT MHGOPMUPOBATH MALMEHTKY O MOTEHIUAIBHOM
pUCKe IPUMEHEHHUs MpernapaTa B IEPUO/ IPYAHOTO BCKAPMIIMBAHUS.

CrnnoCcOb NPUMEHEHUS U J1O3bI

[IpenapaT npuHUMAIOT BHYTPb, HE3aBUCUMO OT IpUEMa MHIIH.

B ciydae mpomycka 1036l €€ HEOOXOAMMO MPUHATH KaK MOXKHO PaHbIE, €CIM BpeMs Mpuema
CJIEAYIOUIEH J103bl MPAKTUUECKU HACTYIHJIIO, 3a0BITYIO 103y CIIEAYET MPOMYCTUTh U MOCIEAYIOIINE
JI03bI Mpenapara ciaeayeT MIPUHUMATh B CTaHAApTHOE BpeMs. HegomycTtum nprem TBOMHOM 10361
npenapara, T.K. NPEBBIIIEHWE CYTOYHOM 103bl 2,5 MI' HNPUBOJUT K YCWJICHHIO CHCTEMHBIX
no0oYHbIX 3((EeKTOB Mpernapara.

Pekomenyemas 103a npenapata ®emapa® cocTapisieT 2,5 MT OJUH pa3 B CYTKH, €KEeIHEBHO,
JUTUTEIBHO.

B kauecTBe agblOBaHTHOW W MPOAJICHHON abIOBAHTHOW TEPANUU JICUCHHUE CIEAYET MPOAOJIKATh
B TeUCHME 5 JIeT WIN A0 BOSHUKHOBEHMsI pelinuBa 3a00aeBaHus (He J0blIe 5 JeT).

VY nanueHToK ¢ METaCTaTUYECKUM PAKOM MOJIOYHOM KEJIE3bl JIEUEHHE CIENYET MPOJ0JIKATh 10
MOSIBJICHUS [TPU3HAKOB POTPECCUPOBAHUS 3a00I€BaHUSI.

B HeoanbloBaHTHOM (NpelONepalliOHHOM) Iepuoie nedenue npenapatom Pemapa® ciemyer
IIPOJOJDKATh B Te4eHHE 4-8 MecsleB JUIsl TOCTHKEHUS ONTUMAJIbHOTO COKpAILLEHUS Pa3MEpPOB
omyxonu. [lpm OTCyTCTBMM aJE€KBAaTHOTO OTBETA OIYXOJM JIEUYEHHE IIPENapaToM CIEAYeT
IIPEKPATUTB C MOCIEAYIOIUM XUPYPTrU4eCKUM JICHEHHEM WJIM PACCMOTPETH BOIIPOC O APYTOM BUE
JICUYEHUS.

Tayuenmxu ¢ napywenuem gyukyuu nevenu

[Tpu HapymeHusx (yHKIMM TEYEHH JIETKOM M CpeJHel CTENeHU TAKECTH KOPPEKIUH J03bI
npenapara ®emapa® ne Tpebyercs (knacc A umu B no knaccudukaruu Yaiina-I1s10). JlaHHEIX 0

NPUMEHEHUU y TAIlMeHTOK ¢ HapylleHHueM (YHKIMHM TeueHu Tsokenoil crenenu (kimacc C mo
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knaccuukanuu Yaitna-I1s10) HEZOCTaTOYHO, B CBA3M C YeM MPHUMEHEHHE Mperapara y TaKux
MNAIMEHTOK CJIeyeT MPOBOJUTH MO/ TIATEIbHBIM KOHTPOJIEM Bpaya.

Tayuenmku ¢ HapyweHuem QyHKyuu novex

[lpu nHapymenuu ¢GyHKIMM TOYEK (KJIUpEeHC KpearnHuHa =10 MII/MHH) KOPPEKIHH 03B
npenapata He TpeOyercs. [laHHBIX O NMPUMEHEHHH y MAlMEHTOK C KIMPEHCOM KpEeaTHHHHA
<10 MJI/MHAH HEIOCTATOYHO.

Tlayuenmxu 6 6o3pacme >65 1em

V HallMeHTOK TIOKUIOr0 BO3pAcTa KOppeKIus 1036l npenapata emapa® ne Tpedyercs.
IHOBOYHOE JIENCTBUE

Pesrome oannvix no b6ezonacnocmu

B knuHuYecKnX UCCIeOBaHUAX OTMEUYEHA B IIEJIOM XOpOoIlias IEPEHOCUMOCTh Mpernapara, Kak Mpu
IPUMEHEHUU B NEPBOM M BTOPOW JMHMSIX TEPAllMU y MAlMEHTOK C PaclpOCTPAHEHHBIM PAKOM
MOJIOYHOM JK€JIE3bl, TAK U Y TALUEHTOK C PaHHEW CTaIM€N MHBA3UBHOT'O PaKa MOJIOYHOM KeEJE3bI B
KauecTBE aJbIOBAHTHON Tepanmuu U MPOJIEHHOW aJbIOBAHTHOM TepamuH IOCIe OKOHYAHUS
Tepanuu TamokcudenoM. Hexenarenpusle peakuuu (HP) oTMedeHsl mpumepHO y OJHOU TpeTu
MAIMEHTOK, MOJIyYaBIIMX IMpenapaT IpU MeTacTaTHuecKux (GopMax paka MOJIOYHOM >Kene3bl U
KaueCTBE HE0abIOBAaHTHOM Tepamnuu, NpuMepHO y 81% manueHTok ¢ pacpOCTpaHEHHBIM PaKkoM
MOJIOYHOM KeJe3sl (KaK B TPYIITe MPUMEHEHHS JIETPO30J1a, TaK U B TpyIie TaMmokcudena), 87-88%
NAUEHTOK, MOTY4YaBIIUX NOCIEAYIOUIYI0 TEPANNIO B IPOJOJDKEHUH KIMHUYECKUX UCCIIEIOBaHUM
C MEIUaHOW INPOJOJDKUTENBHOCTH Tepanuu 60 mecsueB, U npumepHo y 80% manueHTOK B
KJIIMHUYECKHUX MCCIIE0BAHUAX, [TOJIy4aBIINX IPOJIEHHYIO aIbloBaHTHYIO Tepamnuto (HP oTmeuensl
KaK TpyIIe JEeTpo30Jia, TaK U B Ipymnme Iianedo ¢ MeauaHol MpOoJOJKUTENbHOCTH Tepanuu 60
mecsueB). B menom, 3apeructpupoBanHele HP Hocmnmm cnabo miaM yMepeHHO BbIpa)K€HHBIN
XapakxTep, pH 3TOM MHOTHE U3 HUX ObUIM acCOLIMUPOBAHBI C MOAABICHUEM CHHTE3a 3CTPOr€HOB.
Haubonee yacro Bcrpeuatomumucs HP B knnHnyeckux uccieaoBaHusaX ObLIN: MPUCTYOOOpa3HbIe
OILYILIEHUs kKapa (KIPUIUBBI»), apTPANITUs, TOUTHOTA U MOBBIIEHHAs yTomiiseMocTb. Muorue HP
MOTYT SIBISITBCS CTAaHAAPTHBIMU (PapMaKOJOTHYECKHUMH TOCTEACTBUSIMH TIOJABJICHHUS CHUHTE3a
ACTPOTEHOB (HAmpUMep, MPHUCTYMOOOpa3HbIE OMIYIICHHUs] Kapa («IPUIUBBDY), aloOMNeIus,
BJIAarJIUIIIHOE KPOBOTECUCHHE).

HexenatenbHble nexkapcTBeHHble peakiuu (HJIP), 3aperucrpupoBaHHble B KIMHUYECKUX
WCCJIEIOBAHMSIX U IIPU IIPUMEHEHUH IIpenapaTa B OCTPETUCTPALMOHHOM NIEPHOJE, IEPEUNCIIEHBI
HUXXE B COOTBETCTBUU C YaCTOTOM BCTPEYAEMOCTH.

YacToTa BCTpeuaeMOCTH OLIEHUBAIACH CIIETYIONIUM 00pa3oM: «04eHb 4acToy - >10%, «gactoy» - >1
- <10%, «ueuactoy» - 20,1% - <1%, «peako» - >0,01 - <0,1%, «ouenp peakoy» - <0,01%, BrarOUas

OTACIBbHBIC COO6H_[€HI/IH, qyacToTa HEU3BCCTHA (He MOJKET OBITh omnpeaciicHa mo HMMCIOIIUMCH



NPI var Ne11 approved on 01-Nov-2023
Including CDS Am 15-Dec-16 (2016-PSB/GLC-0857-5)

JIaHHBIM). B mpenenax kaxmaon yactoTHOM kateropun HP pacnpeneneHsl B mopsiake yMEHbIICHUS
YacTOTHI BCTPEYACMOCTH.

Hngpexyuonnvie u napasumapHule 3a001€6aHus; HEIACTO - UH(HEKINUU MOYEBBIBOAIINX MTyTEH.
Hobpokauecmeennvie, 310KauecmeenHble U HeymoYHeHHble HOB000PA308aHUS (BKIIOYASL KUCMbL U
noaunsl): HEYacTo - 00JIb B 00JaCTH OIMyXoau™.

Hapywenus co cmoponbl Kposu u iumpamuueckoii cucmemvl. HEIACTO - JICHKOTICHUSI.
Hapywenua co cmoponbl uUMMYHHOU cucmembl. YacTOTa HEM3BECTHA — aHA(DUIAKTHYECKUE
pEaKINH.

Hapywenus co cmoponsl obmena eewjecms u numanusi; OYeHb 4aCTO — THUIEPXOJICCTCPUHEMHS;
Y4aCcTO — CHU)KCHUE aIlNIETHTA, MIOBBIIICHHUE alIeTUTA.

Hapywenus ncuxuxu: 49acTo — JENPECCHs; HEYaCTO — TPEBOXKHOCTH (BKIIFOYAsh HEPBO3ZHOCTH),
pa3apakuTEIbHOCTb.

Hapywenus co cmopomwvl Hep6notl cucmempl: 4acTO — TOJIOBHAsI 00JIb, TOJIOBOKPYKECHUE, BEPTHTO;
HEYacTO — COHJIMBOCTh, OCCCOHHMIIA, HApYIICHHE MaMITH, HApyIICHHE YYyBCTBUTCIHLHOCTH
(BKIJIFOUAs] TAPECTE3MI0, THUIECTE3MI0), AMCIeB3Us, HApyIIEHHE MO3TOBOTO KPOBOOOpAIICHUS,
CHHJIPOM 3aISICTHOTO KaHaJa.

Hapywenus co cmoponvt opeana 3peHus: HEYaCTO — KaTapakTa, pas3ipakeHUue rJas,
«3aTyMaHUBaHUE» 3PEHUSI.

Hapywenus co cmopomusi cepoya: 4acTo - OUIYIICHUE CEePALCOMEHUs; HEUacTo - TaxXUKapIus,
UIIEMUYECKHE SIBIICHHS CO CTOPOHBI cepana (BKIIFOYasi BIIEPBHIC BBISBICHHYIO WIH yXY/IIICHHE
TEYEHUS  HMMEIOLIeHcs  CTEHOKapIWH,  CTEHOKApAMI0,  TPeOYIOUIyI0  XHPYpPIUYECKOro
BMEIIATeNIbCTBA, MH(PAPKT MUOKAp/Aa, UILIEMHIO MUOKap/a).

Hapywenus co cmoponvl cocyoog: OYEHb 4YacTO — NPUCTYNMOOOpa3HbIE OUIYIICHUS Kapa
(«TIPUIIMBEDY); 4aCTO — MOBBIIIEHNE ApTEPUATHFHOTO JIABJICHUS; HEYACTO - TPOMO0DIeOuT (BKITIOUast
TpoMOO(IIEOUT MOBEPXHOCTHBIX U INTyOOKUX BEH); PEIKO - SMOOJIMS JIETOUHON apTepuH, TpoMO03
aprepuii, ”H(QAPKT TOJIOBHOTO MO3Ta.

Hapywenus co cmoponvl OblXamenbHOU CUCMeMbl, OpeAHO8 2PYOHOU KIemKU U CPeOOCHEeHUs.:
HEYaCTO — OJIBIIIKA, KAIlElb.

Hapywenusa co cmoponul dceny0oyHo-Kuuieuno2o mpakma: 4acTo - TOUIHOTA, pBOTA, JUCIIETICHS,
3arop, nuapes, 00Jb B )KUBOTE; HEUACTO - CTOMATHT, CyXOCTh BO PTY.

Hapywenus co cmoponsl neyenu u scenuesbl8o0sAWux nymeti. HE4acTo - MOBBIIICHUE aKTUBHOCTH
«TEYCHOYHBIX» (DEPMEHTOB, TUTIEPOMIINPYOUHEMISI, KENTYXa; OU€Hb PEIKO — I'eIaTHuT.
Hapywenus co cmoponsl Kodicu U NOOKONCHbIX MKAHell: OYeHb YacTO - THIIEPTHAPO3; 9acTo —
aJIoNenus, CyXOCTh KOXH, KOXHas CbIlb (BKJIIOYAs 3PUTEMATO3HYIO, MaKyJOHammyJe3Hylo,
NICOPHATUYECKYIO CBIIIb M BE3UKYJSIPHYIO); HEYACTO — KOXKHBIM 3yJ, KpamMBHMIA; YacTOTa

HCM3BECTHA — AHTMOHCBPOTHYCCKHM OTeK, cuHapoM Jlaikemna (TOKCHUYECKHIN SMUAepMabHBIN
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Hekponu3), cuHapom CruBeHca-J[PKOHCOHA (3710KaYeCTBCHHAS MOIUMOP(HAsS HSKCCYAaTHBHAS
puTEMA).

Hapywenua co cmoponvl ckenemuo-mbluledHol U COeOUHUMENbHOU MKAHU: OYeHb YacTo —
apTpaJIrusi; 9acTO — MHANTHs, 0OJb B KOCTSAX, OCTEONOPO3, MEPEIOMbl KOCTEH, apTpHUT, OOJh B
CIIMHE; YaCTOTa HEU3BECTHA - CHHJIPOM «IIIETKAIOIIETO» Majblia.

Hapywenus co cmopoHbl nouex u Mouegble00swux nymelii: He4acTo - OJUIAKHypHsl.

Hapywenua co cmoponbl nonogvix 0peaHo8 u MONOYHLIX Jicesie3: YacTO — BarMHAJIbHOE
KPOBOTEUCHHE; HEYACTO - BBIJACIICHUS W3 BJIAralidiia, CyXOCTh BYJBBBI M BJIAarajiuiia, OOIb B
MOJIOYHBIX KeJie3ax.

Obwue paccmpoucmea u Hapyuwlenus 6 Mecme 66e0eHusi. OYeHb YacTO — TOBBIIICHHAS
YTOMJISIEMOCTH (BKITFOUAsi aCTCHHUIO M OLIYIIEHUE HEIOMOTaHWs ); 4aCTO — MEepHPEPUICCKUEC OTEKH,
00Jb B TPYIHOW KIIETKE; HEYACTO — T'CHEPAIM30BAHHBIN OTEK, JIMXOPaJKa, CyXOCTh CIMU3UCTBIX
000JI0YCK, OIIYIICHUE KK

JlabopamopHvle u uncmpymenmanbHvle OdHHble: YACTO — YBEJIMUYEHHE MACChl Teja; HEYacTo —

YMCHBIICHUEC MACCHI TCJ1a.

*- MOOOYHEIC pCaKkiry, BBIABICHHBIC B MCTACTATUICCKOM IICPUOCL.

Tpasmbl, uHmokcukayuu U OCLOHCHEHUS MAHUNYIAYUL: Yacmo — NajieHue (B HEKOTOPBIX CIyvasx
najieHue SBISJIOCH  CIEACTBHEM JApYyruX HexenatenbHblx sBiaeHud (HS), takux kak
TOJIOBOKPY>KEHHE U BEPTUTO).

Onucanue omoenvrvix HP

Hapywenus co cmoponwl cepoya

JlonmoHUTENPHO K BbIICTIEpEUUCICHHBIM HS mnpu agbploBaHTHOW Tepanmuu MpenapaTrom
JETPO30JIOM H TaMOKCH(EHOM COOTBETCTBEHHO OTMeueHbl cienytomme HSA (menuana
MPOJOHKUTENFHOCTHU TEPAMKH S JIET): CTeHOKapIus, TPeOyIolas Xupypruieckoro BMeniaTeaIbcTBa
(1,0% u 1,0%), octpas cepaeunast HegocrarouHocTh (1,1% u 0,6%), OBBIIIIEHNE apTEPUATHEHOTO
nasnenus (5,6% wu 5,7%), ocTpoe HapylleHHe MO3TOBOTO KpPOBOOOpAIECHUS/TIPEXOISIIast
umemudeckas araka (2,1% u 1,9%).

I[Ipu NpoJIeHHOH aIbIOBAHTHOI Tepanuu mpenapatoM ®emapa® B TedeHHH 5 J€T B CPABHEHHH C
Tepanuei miamnedo B TeUeHHe 3 JIET COOTBETCTBEHHO OTMEeYaluch cienyomue HA:

CTeHOKapus, TpeOyromas xupyprudeckoro smemarenbersa (0,8% u 0,6%);

uiieMuueckas OOJIe3Hb Cepilla, BKJIIOYas BIEPBBIC BBISIBICHHYI WIH YXYIIICHUE TEUCHHS
umeromieiicss creHokapauu  (1,4% wu  1,0%); wundapkr wmuokapaa (1,0% wu  0,7%);
TPOMOOIMOOIMUECKHE SIBJICHUS CO CTaTHCTHYeCKH 3Haunmon pasHuner (0,9% wu 0,3%);
MHCYJIBT/TPaH3UTOPHAS WIIEMHYECKas aTaka cO CTaTHUCTHYecKH 3Haunmmou pazuuneit (1,5% u

0,8%).
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Tlobounvie peakyuu co cmopoHbl KOCMHO-MbIULEYHOU CUCTEMbL U COEOUHUMENbHOU MKAHU

IIpu npoxaneHHON abIOBAHTHOW TepamuM JIETPO30JIOM B TEYEHUE 5 JIeT 10 CPaBHEHUIO C
NalreHTKaMH, OTyYaBIIUMHU IU1a1e00 B TeUueHHe 3 JIeT, OTMEUYEHA 3HAUUTENbHO O0JIbIIas 4acToTa
BO3HUKHOBeHUs miepesniomoB 10,4% u 5,8% cooTBercTBeHHO WM octeornopos3a 12,2% u 6,4%
COOTBETCTBEHHO.

Ecnu nobvle uz ykazanuwix 6 uncmpykyuu nobounwlx s¢hgpexmos ycyeyonaomes, unu Bot 3amemunu
00ble Opyeue nobounvle ¢hghekmol He YKA3aHHble 8 UHCMPYKYUU, COOOUuUme 00 Imom epauy.
IIEPETO3APOBKA

HMeroTcst OTebHbIE COOOIIECHHUS O CIydasX nepeno3upoBku mpenaparoM demapa®. Kakue-m60
cneurduyeckre METOAbI JICUEHUs Mepelo3UPOBKU Hen3BecTHBI. [loka3ana cuMIToMaTHyecKas u
noJIep KuBaroiast Tepanus. JIeTpo30i1 BEIBOJUTCS U3 TUIa3MbI KPOBH ITOCPEICTBOM T'€MOIHAIIN3A.
B3AMMOJENCTBUE C APYT UMM JIEKAPCTBEHHBIMU CPEJJCTBAMU

JleTpo3on MeTabonu3upyeTcs MPEeUMYIIeCTBEHHO B rieueHu ¢ yuactruem uzopepmentoB CYP3A4 u
CYP2A6 uutoxpoma P450. Takum o00pa3om, Ha CHUCTEMHOE BBIBEJEHHUE JIETPO30Ja MOTYT
OKa3bIBaTh BIMSHUE JICKAPCTBEHHBIE MTPETapaThl, BO3ACUCTBYIONINE HA JaHHBIE H30()ePMEHTHI.
Mertabonm3m jerpo3oiia Maio gyBctBuTelieH K m3odepmenty CYP3A4, T.kx. HachIIeHHE JAHHOTO
(depMeHTa NPOUCXOAUT TOJBKO IPU KOHIEHTpALMHU JIETpO30Jia B IUIa3Me KpoBu, B 150 pa3
IpPEeBbIIIAIOIIEH €ro KOHLIEHTPALMI0 B PABHOBECHOM COCTOSIHUHM IPH NPUMEHEHUU Iperapara B
CTaHJAPTHOW KIIMHWUYECKOW CUTYyalUU.

Jlexapcmeennvie npenapamoel, npueoOAUUE K NOBLIUEHUIO KOHYEHMpayuu J1empo3ond 6
CbIBOPOMKE KPOBU

Nuru6uropsr n3zopepmentoB CYP3A4 u CYP2A6 cnocoOHBI yrHeTaTh METa0OIU3M JIETPO30JIa,
TEM CaMbIM IIOBBIIIAS €T0 KOHIEHTPAIMIO B CHIBOPOTKE KpoBH. OIHOBpPEMEHHOE MPUMEHEHHE
MOIITHBIX HHTHOUTOPOB JaHHBIX N30hepMeHTOB (11t m3odepmenta CYP3A4 TakoBBIMHU SBISIOTCH,
HarpuMmep, KEeTOKOHa30J], WTPAKOHAa30J, BOPHUKOHA30J, PUTOHABUD, KJIAPUTPOMULUH U
tenutpoMunuH; Uit u3odpepmenta CYP2A6 — meTokcalieH) MOXET NMPUBECTH K YBEIUYECHUIO
OKCTIO3UIUHU  JIeTpo3oda. HeoOxomumo coONrOaTh  OCTOPOXKHOCTh TPH  OJHOBPEMEHHOM
NPUMEHEHHH JIETPO30J1a 1 MOITHBIX HHTHONTOpoB m3odhepmentoB CYP3A4 u CYP2A6.
Jlexapcmeennvie npenapamoi, npugoosujUe K CHUNCEHUIO KOHYEHMPayuu 1empo307ia 6 CbleOPOmKe
Kposu

Nunyxropsl uzodpepmentoB CYP3A4 u CYP2A6 ciocoGHBI MOBBIMIATH META0O0JIM3M JIETPO30JIa,
TEM CaMbIM CHW)Kas €ro KOHIICHTPAIMI0 B CHIBOPOTKE KpoBH. OTHOBpEMEHHOE NPUMEHEHHE
WHIYKTOPOB MaHHBIX n30pepMeHTOB (171 m3odepmenta CYP3A4 TakoBBIMU SBISIFOTCS, HAIIPUMeED,
¢denuronH, pudamnuuuH, kapbamasenuH, penodapouran, 3BepoOoil MPOABIPSBICHHbII) MOXKET
NPUBECTH K CHIDKEHHMIO SKCIO3UIMU JeTposona; s uzopepmenta CYP2A6 uHAyKTOpHI HE

HN3BCCTHBI.
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OnHOBpeMeHHOe TpuMeHeHHe mpemaparta ®emapa® (B mo3e 2,5 Mr) M TamokcueHa B 103€
20 Mr/cyT IpUBOJUT K CHM>KEHHIO KOHLIEHTPALIUU JIETPO30Jia B CHIBOPOTKE KPOBU B CpPETHEM Ha
38%. B KiIMHNYECKUX UCCIIEAOBAHUAX IIPU IPUMEHEHHUH JIETPO30J1a BO BTOPOM JINHUU TEPAUU IS
JICYEHUs paKka MOJIOYHOH KeJle3bl He OTMEUEHO YBEITUYCHHS TePANIeBTUIECKOT0 3 PeKTa U 4acTOTHI
BO3HHMKHOBeHUs HP nerpo3ona mpu ero npUMEHEHUH HEMOCPEACTBEHHO IIOClie IpHemMa
taMokcudeHa. MexaHu3M JaHHOTO JIEKAPCTBEHHOTO B3aUMOJICHCTBUS HEM3BECTEH.

Bausnue nemposona na Konyemmpayuio 6 Cbl@OpOmKe KpoU OOHOBPEMEHHO NPUMEHAEMbIX
npenapamoe

In vitro nerposon uarudupyet uzodpepment CYP2A6 muroxpoma P450 u ymepenHo u3odepMeHT
CYP2C19, knmuanueckoe 3Ha4eHHE JAHHOTO SIBJICHMs HE ycTaHoBieHO. HeoOxomumo cobmoaaTh
OCTOPOXKHOCTh TIPU OJHOBPEMEHHOM MPHUMEHEHHMH JIETPO30Jia U JIEKAPCTBEHHBIX IPETapaToB C
Y3KHUM TEpPANEeBTUYCCKUM HWHJICKCOM, BBIBEICHHE KOTOPBIX 3aBUCUT MPEUMYIIECCTBEHHO OT
uzopepmenta CYP2C19 (manpumep, dhenutouH, kionugorpen). B maHHbII MOMEHT cyOcTpaThbl
uzopepmenta CYP2A6 ¢ y3kuM TepaneBTUUYECKUM WHIEKCOM HEU3BECTHBI.

[Tpr ogHOBpEMEHHOM TPUMEHEHUH JIETPO30Jia ¢ MUMETHUINHOM (M3BECTHBIM HECTICIIH(PUICCKUM
unruouropom u3odpepmenro CYP2C19 u CYP3A4) u BapdpapuHOM (4yBCTBUTEIHHBIM
cyoctpatrom wuzodpepmenta CYP2C9 ¢ y3kuM TepamneBTUYECKUM HHICKCOM, 3a4acTyIo
NpUMeHsAEeMBIil y TalUeHTOK, Hodydalomux npenapatT @Pemapa®) KIMHMYECKM 3HAYUMBIX
B3aMMO/JICHCTBUI HE BBISIBIICHO.

OCOBBIE YKA3AHMS

Hapywenue ¢ynkyuu novex

Hert aHHbIX 0 NpuMeHeHuH npenapara @emapa® y HalueHToK ¢ KIMPEHCOM KpeaTuHHHA MeHee 10
wmi/muH. Tlepen HayanoM npuMeHeHus npemapata ®emapa® y Takux NalUEHTOK CIemyeT
TIIATEILHO OICHUTH OTHOIICHHUE 0’KHIAEMOM IOJIB3BI K BO3MOKHOMY PHUCKY.

Hapywenue ¢ynkyuu neuenu

VY mamueHToK ¢ HapylieHHeM (YHKIHH MeYeHHu Tsbkenoi creneHu (kmace C mo kiaccu(puKauu
Yaiina-I1pt0) cucreMHas HSKCIO3UIUS JIETPO30Jia M TEPMHUHAJIBHBIA IEPHOJ MOJyBBIBEIEHUS
NPUMEPHO B 2 pa3a MPEBBIIAIOT JaHHBIE TMOKA3aTelH y 30POBBIX TOOPOBOJBIEB. B CBs3M C
BBIIIECKA3aHHBIM CJIEYET TIIATeIbHO HAOII01aTh MAIIMeHTOK JaHHON KaTerOpHH.

Bruanue na kocmuyro mkams

CyIecTByIOT JaHHBIE O Pa3BUTHUU OCTEONOPO3a W/WIM BO3HUKHOBEHHH TEPEIOMOB KOCTEH BO
BpeMsi npuMeHeHMs mpenapata ®emapa® (cM. «Ilobounbie pearyuu co CHMOPOHbL KOCMHO-
MbIUEYHOU CUCmeMbl U COCOUHUMENbHOU MKAHUY»), B CBSI3U C YeM PEKOMEH]IyeTCs TIIATEeIbHBIN
KOHTPOJIb COCTOSIHUSL KOCTHOW TKaHU B T€UEHHUE BCETO MEeproia MPUMEHEHHUs IpernapaTa.
T'opmonanvrvli cmamyc

VY nanueHToK ¢ HEyTOUHEHHBIM FOPMOHAJIBHBIM CTaTYyCOM IE€pe/ HayalloM Tepamuu Mpernaparom
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cinenyer omnpenenuth KoHueHtpauuto JII, ®CIT w/mnm scrpammona. IlpumeHeHue mpernapata
BO3MOXHO TOJBKO Yy MALMEHTOK C IOATBEP’KACHHBIM CTAaOMUJIBHBIM IOCTMEHONAY3aIbHbIM
TOPMOHAJIHBIM CTaTyCOM.

DepmunbHocmo

dapMaKoJOrMUeCKUM CIIEJCTBUEM INPUMEHEHUs IIpernapara sBISETCS YMEHbIIEHHE CEKpeLUH
3CTPOreHa MOCPEACTBOM MHIMOMPOBaHMS apoMaTasbl. Y MALMEHTOK B IIPEMEHOIIay3€ BO3MOXKHO
OTBETHOE YBEJIMYEHUE KOHLEHTPALMU TOHAAoTponHbiX ropmoHos (JII, ®CI). VBenuuenue
koHneHTpauun @CI” B cBOIO ouepesb MOXKET CTUMYJIMPOBATH POCT (POJUIMKYIIOB U MHIYIIUPOBATH
oByisinuto.  TakuMm o0pa3oMm, CyllecTByeT IOTEHIMaJdbHAas BO3MOXXHOCTh HACTYIUICHHS
0epeMEHHOCTH Y NAllMEHTOK B IEPUMEHOIIAay3aJIbHOM M PaHHEM IOCTMEHOIay3aJIbHOM [IEPUOJIE.
B Takux ciydasx cieayeTr HMCIONb30BaTh HAICKHBIE METOJbl KOHTPALCHINH 10 YCTAaHOBJICHUS
CTaOMIIBHOTO MTOCTMEHOIIAY3aJIbHOT0 TOPMOHAIBHOTO CTaTyCa Y JaHHOW KaTerOpUH MAIUeHTOK.
Jlexapcmeennoe e3aumooeticmeue

PekoMeHn yeTcst u30erarh 0JHOBPEMEHHOTO NpuMeHeHus npenapara ®emapa® ¢ Tamokcudenom,
OPYTUMH  AQHTHACTPOTEHHBIMH M ICTPOTCHCOJACPKAIIMMHU  IperapataMd,  IOCKOJIBKY
NEPEYNCIICHHBIE CPEACTBA MOTYT OCHAa0ATh (hapMakoIormyeckoe AEUCTBUE JETpo3oia (CM.
«Bzaumoodeticmeue ¢ Opyeumu  JeKApCmMEeHHbIMU  cpedcmeamu»). MexXaHu3M  JTaHHOTO
B3aUMO/ICHCTBUS HE U3YYEH.

[Ipenapat HEe MOKa3aH Ui TepalMH paka MOJIOYHOW KeJe3bl, HE COJNEPIKAIIETO PEIENTOPOB K
CTEPOUHBIM TOPMOHAM (ICTPOTEHY HIIU IIPOTECTEPOHY ).

BJIMSITHUE HA CITIOCOBHOCTH YITPABJISITh TPAHCIIOPTHBIMU CPEJJCTBAMHY, MEXAHU3MAMM
Hexoropeie mo6ounsle 3¢dekTsl nmpenapaTta, Takue Kak oOmias ciaabocTh, TOJOBOKPY)XEHUE U
COHJIMBOCTb, MOTYT BIIMSITH Ha CIIOCOOHOCTH BBIMTOJHEHHS MOTEHIIMATBHO OMNACHBIX BHIIOB
NeSITeTbHOCTH, TPEOYIONIMX KOHIIEHTPAIIMA BHUMAHUS U OBICTPBIX PEaKIINi.

B 701 cBsI3U crnenyeT co0o1aTh OCTOPOKHOCTh IPU YIPABICHUH TPAHCHOPTHBIMU CPEICTBAMU
U MexaHu3Mami. [Ipu nosiBlieHNH ONMCaHHBIX HeXeNaTeIbHBIX SBICHUHN CIeyeT BO3epKAThCs OT
BBITTOJIHEHUS YKA3aHHBIX BUJIOB JCSTEIHHOCTH.

®DOPMA BbIITYCKA

TaOnerku, MOKpbITBIE IUIEHOYHOM oOonoukoi 2,5 wmr. Ilo 10 Ttabnetok B Onucrepe u3
[IBX/TIS/TIBAX/An. Ilo 3 6mucrepa BMecTe ¢ MHCTPYKIMEH MO MPUMEHEHUIO B KapTOHHOU
nauke. Ha kapToHHOM mayke 10MycKaeTcsi HATMYHe KOHTPOJISI IEPBOTO BCKPBITHSL.

Y CJ10BUsI XPAHEHUS

[Tpu temneparype He Boiite 30 °C, npeaoXpaHsTh OT BO3AEHCTBHS BIIArH.

XpaHUTh B HEIOCTYITHOM JJISI IETE MECTe.

CPOKTI'OJJHOCTH
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5 mer.

[Ipenapar He TPUMEHSATH TOCIIE UCTEUCHUS CPOKA TOAHOCTH.
YCA0BUA OTIIYCKA

OTIyCKaroT 1o peLenty.

HAVMMEHOBAHHUE M AJIPEC IOPUJUYECKOI'O JIMIIA, HA HMS KOTOPOI'O BBIJJAHO
PETUCTPAIMOHHOE YJIOCTOBEPEHHE
Hosapruc ®apma AI, Jluxtmtpacce 35, 4056 Bazens, IllBeitapus / Novartis Pharma AG,

Lichtstrasse 35, 4056 Basel, Switzerland.

ITPOU3BOJUTEJID (Bce CTAIHH MPOU3BOACTBA)

Hosapruc ®apwma Illreitn AT, addxaysepirrpacce, 4332 lteiin, [seiiapus / Novartis Pharma
Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland.

HoBaptuc ®@apma C.ii.A., Bua IIposununane Cxuro, 131, 80058 Toppe AnnyHuuara (Heamnons),
Uranus / Novartis Farma S.p.A., Via Provinciale Schito 131, 80058 Torre Annunziata (NA), Italy

IMOJYYUTh OONOJHHUTEJIBLHYIO HH®OPMAIIMIO O IIPEIIAPATE, A TAKXE HAIIPABUTH
HNPETEH3UHA U UHO®OPMAIIMIO O HEXEJATEJBHBIX SABJIEHHUSIX MOXHO IO CJIEIYIOIIEMY
AJIPECY B Poccun:

00O «Hosaptuc ®apma

125315, r. MockBa, JIenuHrpaackuii nmpocnekt, gom 70
ter. (495) 967 12 70

daxc (495) 967 12 68



