COOTBETCTEYET ZKCMNEPTHOMY OTYETY
ot 21.06.2024 N° 12433
WHCTF YKHI/I;F QCNEOOBATENEHOCTE 0002)

IO MEJUIIUHCKOMY NIPUMEHEHUIO JJEKAPCTBEHHOI'O IIPEITAPATA
JIOPETA®

Toprosoe nanmenosanue: JJIOPETA®

Me:kayHapogHOe HeNATEHTOBAHHOE UJIH I'PYNINHPOBOYHOE HAMMEHOBAHHUE: JICTPO30J
JlekapcTBeHHas popma: TaGIETKH, TOKPHITHIE TUICHOYHON 000JI0UKOM

Cocras:

1 TabneTka, HOKpHITas TNICHOYHOH 000I0UKOM, CONEPIKUT:

delicmeylowee eujecmao - JIeTpo30i1 2,5 Mr

ecnomozamenbHble  eewjecmeéa -  JAKTO3bl  MoHoruapar 61,50  wmr,  uemtosiosa
Mukpokpuctaimmmueckas 20,00 mMr, kpaxman KyKypy3HbIN NpekenaTuHu3nupoBaHHbd 9,50 wr,
kapOokcumermikpaxman Harpust 5,00 mr, maraus creapat 1,00 Mr, KpeMHUS IHOKCHUA
kosutonaHskli 0,50 mr. Obonouxa: Onanpaii sxentoiit (03F32518) 4,00 mr (makporon 8000 0,33 wmr,
tanbk 1,33 mr, runpomeruiosa 1,84 mr, tutana nuokcua (E 171) 0,25 Mr, kpacuTens jxene3a OKCH T
xenteiid (E 172) 0,25 mr).

Onucanue

Kpyrnbie TBOSKOBBIMYKIIbIE TAO0NETKH, MOKPHITHIE TUICHOYHON OOO0JIOUKOW JKEITOro IBETa C
rpaBupoBkoit «LL900» Ha omHOMN cTOpoHE TabJeTKH U «2.5» Ha apyroi. Ha monepeunom paspese
s11po OesIoro mBeTa.

dapmakoTepaneBTHYecKas TIPYNNAa: TPOTUBOOIYXOJIEBBIE TOPMOHAIBHBIE TMpenapaThl M
AHTarOHUCTHl TOPMOHOB; AaHTArOHWCTHI TOPMOHOB M POJICTBCHHBIE COCIAWHEHUS; HHTUOUTOPHI
apoMaTtasbl.

Kon ATX: L02B G04

DapMaKoJIOrHYecKue CBOMCTBA

Mexanusm oeiicmeus

OIUMUHAIMS  3CTPOreH-CTUMYIUPYIOMUX 3(PPEKTOB SBISIETCS OCHOBHBIM (DAaKTOpPOM ISt
JOCTHKEHHUSI OIYXOJIEBOrO OTBETa B Cllyyae, KOTJa POCT OIMYXOJIEBbIX TKaHEH 3aBUCUT OT
NPUCYTCTBUSL 3CTPOTCHOB. B mocTMeHomay3e 3CTpOreHbl B OCHOBHOM MPOIAYLHPYIOTCS MOJ
BIUSHUEM (epMeHTa apomarasbl, TOJ BO3ACHCTBHEM KOTOPOTO IPOHUCXOIUT TpPEBpallCHUE
aHJPOTEHOB, CHUHTE3UPYEMBIX HAINOYEUYHUKAMH, B TMEPBYIO Ouepelb, AaHIPOCTEHAMOHA U
tecrocTepoHa, B 3¢TpoH (E1) u actpaguon (E2). Takum o6pa3om, mogaBiaecHUE CHHTE3a 3CTPOTeHA
B nepu(epruuecKuX TKAHAX U B TKAHU 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUN MOXKET JTOCTHUTATHCS
yTeM MHrHOMpoBaHus (pepMeHTa apoMaTasbl.

Jletpo3on sBisieTcs HECTEPOUIHBIM HHTHOMTOPOM apoMarasbl, OKa3bIBae€T aHTHUACTPOTEHHOE
NeiiCTBUE, CEJIeKTUBHO HMHTUOHMPYS apomarasy IMyTeM BBICOKOCTIEHU(PUYHOTO KOHKYPEHTHOTO
CBSI3BIBAHUS C CYOBEAMHHIICH 3TOTO (hepmMeHTa — reMoM muToxpoma P450. brokupyer cuHTe3

9CTPOrCHOB BO BCCX TKAHIX.
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Dapmakoounamuka
VY 310pOBBIX KEHILMH B IOCTMEHONIAY3€ PU IPUEME JIETPO30J1a ONHOKpaTHO B no3ax 0,1 mr, 0,5
MT ¥ 2,5 MI' OTMEYEHO YMEHbIICHHE aKTUBHOCTH 3CTPOHA U 3CTPAJMoJia B CBIBOPOTKE KPOBH Ha
75-78% u 78% OT MCXOAHOTO YPOBHSI COOTBETCTBEHHO. MakcuManbHBIA 3P (HEeKT oTMeyaeTcs
yepes 48-72 gaca.

VYV manueHTOoK ¢ pacnpOCTPaHEHHBIM PAKOM MOJIOYHOMW KEJIE3bl B ITOCTMEHOIAY3€ €KEIHEBHBIN
MIpUEM JIETPO30Jia B CyTOYHOU 103€ OT 0,1 Mr 10 5 Mr MPUBOJUT K CHUKEHUIO KOHIEHTPALUHU
3CTpaJuoiia, 3CTPOHA U ACTPOHA CcybdaTa B Ij1a3Me KpoBU Ha 75-95% ot ucxoanoro yposHs. [1pu
npuMeHeHnd B j03e 0,5 Mr u BBIIIE TIOKA3aTENM KOHIIGHTPAIIMHA 3CTPOHA U ACTPOHA Cylbdara
OCTalOTCS HIDKE OIpPEAeNsieMOro Topora TMpU HCIOJB30BAHUH OOJBIIMHCTBA METO/IOB
oTpeieNICHusI.

Cymnpeccus cuHTE3a 3CTPOTeHOB MOIEP)KUBAETCA Ha MPOTSKEHUH BCETO MEPHO/a JICUCHHUS.
JleTpo30J1 BBICOKOCTICTIM(UYHO MOAABIISIECT aKTUBHOCTH apoMaTa3bl. He oTMedanoch HapylIeHUs
BBIPA0OTKH CTEPOUIHBIX TOPMOHOB HAAMOYCUHUKOB. [Ipy MpuUMEeHEHUH JIETPO30Ja y MaIllHeHTOK
B TOCTMEHOIay3e B auamnazoHe 103 or 0,1 1o 5 Mr He OTMEYEHO KIMHUYECKH 3HAYUMBIX
W3MEHEHUN  KOHIIEHTpalMh  KOPTH30Ja,  albJAOCTEPOHA, 11-ne3okcukopTU30a, 17-
THJIPOKCUIIPOTECTEPOHA M aJ€HOKOPTUKOTpornHOoro ropmona (AKTI) B miasMe KpoBU WiIH
AaKTUBHOCTH peHuHa B m1azme KpoBu. Tect ¢ AKTI uepes 6 u 12 Henenb Tepanuu J€TPO30JI0M B
cytoudoit no3e 0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 Mr u 5 Mr He BBISIBHJI HapylICHUH CHUHTE3a
abJIOCTEPOHA WM KOpPTU30jda. J(OMOJHUTENHbHOTO MPUMEHEHUS TIIOKOKOPTHUKOCTEPOUIOB U
MUHEPATKOPTUKOCTEPOUIOB HE TpeOyeTcsl.

[Tocne omHokpaTHOTO MpUMEHEHUs Jerpo3osia B go3ax 0,1 mr, 0,5 mr u 2,5 mMr y 310poBbIX
JKEHIIUH B MOCTMEHOIAy3€¢ HE OTMEYAJIOCh M3MEHEHMs] KOHUEHTpAaIMu aHIPOrC€HOB B IJIa3Me
KpOBH (aHIPOCTEHJAMOHA U TECTOCTEpOHa). Takke HEe OTMEUYEHO M3MEHEHUS KOHIEHTpPALUu
aHJPOCTEHIMOHA B TUIa3M€ KPOBU Y MAI[MEHTOK, MMOJIYYaBIINX TEPAMHUIO JIETPO30JIOM B CyTOYHOMN
no3e 0,1-5 Mr, 9TO CBHIIETENBCTBYET O TOM, YTO OJI0OKaa OMOCHHTE3a SCTPOTCHOB HE MPUBOANT K
HAKOIUICHUIO aHJIPOTEHOB, SIBJISIOIIUXCS MPEIIIeCTBEHHUKaMHU dCcTporeHoB. Ha ¢done mpuema
JeTpo30J1a W3MEHEHUN KOHIICHTpaIui JTIOTEHHU3UPYIOIIETO (JIT) u
dommukynoctumynupyromero (®CIY) ropmMoHOB B 11a3Me KPOBH, HM3MEHEHUU (PYHKIIUH
HMIUTOBUIHON 3keme3bl (TupeorpornHoro ropmona (TTD), tpuitonruponuna (T3) u TupokcuHa
(T4)), w3MeHEeHUH NUMUAHOTO NPOQMISA, MOBHILEHUS YacTOTH HMH(APKTOB MHOKapaa U
MHCYJIBTOB OTMEUYEHO HE OBLIO.

Dapmakokunemuxa

Bcacvieanue

JleTpo3011 OBICTPO ¥ IOTHOCTHIO BCACBIBACTCS U3 KemynouHo-kumieyHoro Tpakra (JKKT), cpenusis

OouogoctynHocTh cocTtaBisier 99,9%. IlpueM mnuIIKM HE3HAYUTEIBHO CHMXKAET CKOPOCTh
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BcaceiBaHMsl. CpeiHee 3HaUeHUE BPEMEHU JOCT
B 1u1a3Me KpoBH (Tmax) cocTaBisieT 1 yac npu npueme JaeTpo30Jia HaTOIIAK U 2 yaca — IIPU IpUEMe
C MHIIEH; CpeTHee 3HaUYeHNE MaKCUMalTbHON KOHIICHTpaH (Cmax) cocTaBisieT 129+20,3 aMounb/i
MpH prueMe HaTomak u 98,7+18,6 HMOIB/1 — IPU MPpUEME C MHIIEH, OJTHAKO CTENIEHb BCAChIBAHUS
JgeTpo3ona (IpU OLEHKE IO IUIOMAAM TMOJ KpUBOW «KoHUeHTpauus-Bpems» (AUC)) He
u3Mensiercs. HeGomnpIine M3MEHEHNs CKOPOCTH BCACHIBAHMSI PACLIEHUBAIOTCS KaK HE MMEIOIIHe
KJIIMHUYECKOr0 3HAYEHUS, IOATOMY JIETPO30J MOKHO IPUHUMATh HE3aBUCHUMO OT MpHeMa MUIIIH.
Pacnpeoenenue

Ces3p  neTpo3oia ¢ OenkamMM IUIa3Mbl  KpOBH  cocTaBisier  mpubimsurtensHo  60%
(mpeuMyIecTBEHHO ¢ anbOymMuHOM — 55%). KoHueHTpamms IeTpo3ojia B 3pUTPOLUTAX
cocraBisieT okojgo 80% or TakoBoW B Ia3Mme KpoH. Ilocnme mpuema 2,5 Mr MedeHHOIO
PaauOaKTUBHOW METKOW JieTpo3ona MHpuMepHO 82% paguoakTUBHOCTM B IUIa3ME€ KPOBHU
NPUXOUIIOCH Ha HEU3MEHHOE BEIIECTBO, TAKUM 00pa3oM, CUCTEMHAas SKCIO3HILIUS METabOIUTOB
KpaiiHe Hu3kasg. Jlerpos3osn OBICTPO M B 3HAYMTENBHOM CTENEHH pacrlpenessieTcss B TKaHAX.
Kaxymuiicss 00beM pacmpeneneHusi B paBHOBECHOM COCTOSIHUM COCTaBiisieT okojo 1,87+0,47
J/KT.

Memabonuszm

MeTtabonuuecKkuil KIMPEHC JIeTPO30Jia OCYIIECTBIISCTCS TOJ| BO3ACUCTBHEM H30()EpPMEHTOB
CYP3A4 u CYP2A6 umroxpoma P450 ¢ obOpazoBanmem ¢hapmMakoIOTHYECKH HEAKTUBHOTO
kapOounonoBoro merabonuta (Crm=2,1 n/4). Merabonuueckuii KIMPEHC CpPaBHUTEIHLHO Ooliee
MEJICHHBI OTHOCHUTEIBHO CKOPOCTH MEYCHOYHOT0 KpoBoTOKa (0kojo 90 s/gac). OOpa3oBaHue
BTOPOCTETICHHBIX HEYCTAHOBJICHHBIX META0OJUTOB, a TaKXe HEMOCPEICTBEHHOE BBHIBEICHHE
IIOYKAMH U Yepe3 KUIIEYHUK UTPArOT HE3HAUUTENBbHYIO POJIb B BBIBEJECHUM JieTpo3ona. Yepes 2
HEJeNu IocJie MprueMa MEUYEHHOTO PaJlOaKTUBHOM METKOM JIeTpo30ja Y 3J0POBBIX JKEHIIUH B
noctMeHonayse 88,2+7,6% paanoakTUBHOCTH OOHapykeHo B Moue u 3,8+0,9% B dekanusax. Kak
MUHHMYM 75% pasinoakTUBHOCTH, OOHAPYKEHHOM B MOUe B iepro 10 216 yacoB mocie npuema,
NPUXOJUTCS Ha JIOJIO TIIOKYPOHHIA KapOWHOJIOBOTO METa0oIuTa, 0KOJIo 9% - Ha JOMI0 ABYX
HEYCTaHOBJICHHBIX METAa00IUTOB U OKOJIO 6% - Ha JO0JII0 HEM3MEHEHHOTO BEIIECTBA.

Buigeoenue

Kaxymuiics nepuos mONYyBBIBEAEHUS U3 IUIa3Mbl KPOBU COCTaBIISIET OKOJIO 2-4 JHEH.
PaBHOBecHas KOHIIEHTpALUs JOCTUTAETCsl B TEUEHUE 2-6 HEENb €KETHEBHOTO ITpUEMa CyTOYHOM
10361 2,5 Mr. OTMeUYeHa HEKOTOpasi HEJTMHEHHOCTh (DAPMAaKOKWHETHUKH TIPH €KETHEBHOM IIPHEME
JeTpo3oyia B 03¢ 2,5 Mr, T.K. KOHIIEHTpalusi B IJIa3Me€ KPOBU B PaBHOBECHOM COCTOSIHUU
IPUMEPHO B 7 pa3 BbIIlIE KOHLEHTPALUH, U3MEPEHHOM MOCie IpreMa OJHOKPAaTHON 03Bl 2,5 MT
(okuaeMast KOHIEHTpAIMs B PABHOBECHOM COCTOSIHUU B 1,5 — 2 pa3a mpeBbIIaeT TakKOBYIO MOCIIE

OJIHOKpAaTHOTO mpuemMa B jgo3e 2,5 wmr). [lockoimbKy KOHIIEHTpanusl B IJIa3M€ KPOBH TIPH
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PAaBHOBCCHOM COCTOAHHHU OCTACTCA CTaGHHBHO]I—BJPe‘{e}er—HGﬁPGFG—B-peMeHHTMGﬁGHG—&&eﬁaTB—

BBIBOJI 00 OTCYTCTBUH JUTUTEIBHON KyMYJISIMH JIETPO30JIa.

Jlunetinocms/Henunetinocms

®apMakOKMHETHKa ObUla MPOMOPLHMOHANbHA J103€ MOC]E OJHOKPATHOrO MpHEMa JIETPo3oja B
no3ax 0 10 mr (ot 0,01 mo 30 Mr) u mocie exenHeBHOTO mprema B 1o3ax 10 1,0 mr (ot 0,1 mo 5
mr). Ilocme onmHOKpaTHOro mpHeMa mpemapara BHYTpb B o3¢ 30 Mr HaOmoganoch
HE3HAYUTENbHOE J030mponopiuuoHanbHoe yBenudeHue 3HadeHuss AUC. Ilpu exegHeBHOM
npuemMe B 103ax 2,5 mr u 5 mr 3HaueHue AUC yBennmuuBanocs B 3,8 U 12 pa3 npoTHUB 0KHU1aEMOT0
yBEJIUUYEHUS B 2,5 U 5 pa3 COOTBETCTBEHHO IO CPABHEHMIO C IIPUEMOM B 103€ 1 Mr B cyTKU. Takum
o0pa3oM, peKOMEHJ0BaHHas 1032 2,5 MTI SBJISETCS MMOTPAHUYHOM, MPU MPEBBILICHUH KOTOPOH
HECOPAa3MEPHOE IPEBBIIIEHUE J1030IPONOPIUOHAIIBHOCTA CTAHOBUTCS SIBHBIM, IPU 3TOM MpH
npueMe Ipernapara B 03¢ 5 MI' JaHHOE siBIeHue Obuio Ooisiee BhIpaskeHHBIM. HecopaszmepHoe
IPEBBILIEHUE J030IPONOPLUOHAIBHOCTA BEPOSITHO  SIBJISIETCS  PE3YJIbTAaTOM  HACBIILIEHUS
IPOIIECCOB META0OJIMYECKOro KIMpeHca. PaBHOBeCHbIE MoOKa3aTend AOCTHraluCh vepe3 1-2
Mecs1La MOCe MPUEMA B Pa3IMYHBIX J103aX.

DapmakokuHemuKka 8 0cobvlxX CyYasx

®apMaKOKMHETUYECKUE ITapaMETPhI JIETPO30J1a HE 3aBUCAT OT BO3pacTa.

Hapywenue ¢pynxyuu novex

B uccrnenoBanusx y KeHIIUH T0OpPOBOJIBIEB B IOCTMEHOIIAy3€ C HapylIeHHeM (QYHKLIUU MOYeK
pa3IuuHOM cTeneHu (CyTOUYHBIM KIWMpeHC KpeaTuHuHa 9-116 Mi/MUH) TOCiE OJHOKPATHOTO
IpueMa B J103€ 2,5 MI, a TakKe y MAalUEHTOK C METACTaTUYECKUM PAKOM MOJIOYHOM Kelle3bl B
paMKax BTOpPOIl JIMHUU Tepanuy, HE OTMEUEHO U3MEHEHHUH (hapMaKOKMHETHYECKHUX IMOKa3aTele
U CHUCTEMOM 3KCIO3UIUH JIeTpo30a. C yueToM BBIIIECKa3aHHOTO HE TPEeOYyeTCs KOPPEKIIUH J103bI
mpernapaTta y MalMeHTOK C HapylleHHeM (QYHKIMM MoYek (Tpu KiIupeHce KpeatnHuHa >10
MJI/MUH). JlaHHBIE O MPUMEHEHHH JIETPO30Jla Yy MALMEHTOK C HapylleHHeM (YHKUHUU MOYeK
TSDKEJION CTETIeHH ¢ KIMPEHCOM KpeaTHHHHA <10 MJI/MHH OrpaHUYEHBI.

Hapywenue ¢pynkyuu nevenu

B cxoxxeM uccnenoBaHUU Yy MAlMEHTOK C HapylleHWeM (YHKUIUU MEeYEHH PAa3JIUYHOW CTENEeHU
Tsokectu cpennue 3HadeHuss AUC y moOpoBoJbIleB ¢ HapymieHneM (yHKIMH TEeYeHU CpeaHei
crenenu (kiacc B mo knaccudukanun Yaitng-I1s0) Ha 37% npeBsiany JaHHBIN TOKa3aTeib y
310pPOBBIX YYAaCTHHUKOB, OJHAKO OCTAaBaJIMChb B paMKax 3HAYEHWI, 3aperuCTPUPOBAHHBIX Y
y4aCTHUKOB 0e3 HapyuleHus (pyHKUMM TedeHu. B uccienoBaHUM y MAalMEHTOK C IUPPO30OM
MeYCHU W HapyIlIeHneM (PyHKIMYU nedeHu Tspkenon crenenu (kinace C mo kinaccudukanuu Yaini-
[Ipr0) ormeueno ysennuenue AUC u Tin Ha coorBercTBeHHO 95% u 187% oTHOCHTENBHO
3I0pOBBIX J0OPOBOJIBIEB. Takum 00pa3oM, IpU HapyIIEHUU PYHKLIUH ITEYCHU TSHKEIOH CTENeHH

Y HNAIUEHTOK € PAaKOM MOJIOYHOM KEJIC3BI OXHNIACTCA YBCIUYCHUC CHCTEMHOM OKCIIO3UIIUHU
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aetpo3oisia. OHAKO, YUUTBIBASL, YTO y MALUECHTOK, HOFyHaBHIX1eTPo36iB-A03ax—>—10-Mr,He
O0TMEYaJIOCh YBEIMUCHHSI TOKCHYHOCTH, KOPPEKIUS J103bI B ClTyyae HapyIIeHUs (yHKIUU TIEYCHH
TSDKEJIOW CTENEHU HE ONpaBAaHa, HEOOXOJUMO TILATENbHOE HAOIIOACHUE MALUEHTOK JaHHOM
KaTEerOpHH.

[lo pesynbraTam OBYX KOHTPOJMPYEMBIX HCCIECJOBAHMM y MAIMEHTOK C PacHpOCTPaHEHHBIM
paKkoM MOJIOYHOHW >KeJe3bl He OTMEUYCHO BIMSHUS HapylmleHHs (YHKIMH MOYeK (pacyeTHBIH
kiupeHc kpeatuHuHa 20-50 M/MUH) WM HapylmieHUs (yHKIMH T€YE€HW Ha KOHIIEHTPAIUIO
JETPO30JIa.

Iloxka3zaHus K NIPUMEHEHHIO

[Ipenapat nokasaH s Tepanuu:

. PanHne craguyM MHBAa3MBHOIO paka MOJIOYHOM JKEJIE3bl, KJICTKH KOTOPOrO HMEIOT
penenTopsl K TOpPMOHAM, y KEHIIKH B IOCTMEHONAY3€, B KAYECTBE aIbIOBAHTHOMN TEpaIUH.

. PanHue craguu HHBa3UBHOIO paka MOJIOYHOM JKEJIE3bl y KEHIINH B IOCTMEHOIIAY3€ M10CIIE
3aBepILEHUS CTAaHAAPTHON abIOBAaHTHOM TEpanmuH TaMOKCH(EHOM B TE€UEHHUE 5 JIET B KauecTBe
MPOAJICHHOMN aAblOBAaHTHOM TEpaIHH.

. PacnipocTpaHeHHble TOpMOHO3aBUCUMbIE (OPMBI paka MOJIOYHOM KeJe3bl Yy JKEHIIUH B
OCTMEHONay3e (Teparnus IepBOi JIMHUN).

. PacnipoctpanenHble (GOpPMBI paka MOJIOYHOM Kene3bl MpH Pa3BUTHU DPELUAMBA WIN
IIPOTrpecCUpoBaHmsl 3a00JIEBaHUS y JKEHIIUH B ITOCTMEHOIAYy3€ (€CTECTBEHHOW MM BBI3BAHHOU
HCKYCCTBEHHO), OJYYaBIINX MPEJIIECTBYIOLIYIO TEPAIIIO AHTUICTPOr€HAMM.

. I'opmonozaBucuMbiii HER-2 HeratuBHbI pak MOJIOYHOM JKENE€3bl Yy JKEHIIMH B
IIOCTMEHONAy3€, B KadeCTBE HEOAJBbIOBAHTHOM TEpalnuW IMpPHU MPOTHUBONOKA3ZAHMIX K

XUMHOTCPAIIUN U OTCYTCTBHUU H€O6XO,Z[I/IMOCTI/I B OKCTPCHHOM XUPYPIruiCCKOM BMCHIATCIILCTBEC.

IIpoTruBonokazanus

. [ToBblIeHHasT YyBCTBUTENBHOCTh K JIETPO30Jy MM JIIOOOMY JAPYroMy KOMIIOHEHTY
nmpenapara.

. I'opMOHanbHBINM PENPOLYKTUBHBIN CTATYC, BKIIIOYast IPEMEHOIAY3Y.

. bepemeHHOCTB, IEpHOA IPYAHOIO BCKAPMIIMBAHMSL.

. Bo3spact no 18 ner.

C 0CTOPOKHOCTHIO

Crenyer coOi0aaTh OCTOPOKHOCTH MpH HpumeHeHun npenapata JJOPETA® y mauumentok c
HapymieHneM (YHKIMH TeueHu Tspkenoi crenenn (kimacc C mo kinaccudukanuu Yanna-I1e10),
HapyleHueM (PYHKITUU TTOYeK TsDKEJION cTeneHu (KIUpeHc KpeaTnHruHa MeHee 10 Mi1/MuH).
IIpumeHeHne Npu 6epeMEHHOCTH U B MEPUO/I I'PYAHOT0 BCKAPMJIUBAHUSA

Ilpumenenue npenapama 6o epems bepemeHHoOCmu
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B nccnenoBanusx y :KUBOTHBIX JIETPO30J MPOAEMOHETPHPOBai Jmﬁyuu 1 (PETOTOKCHUHOCTD, &
TaK)ke TepaTOreHHbIE CBOMCTBA.

[TarueHTOK C COXpaHEHHBIM PENPOAYKTUBHBIM MOTEHLHMAJIOM, B TOM YHCJIE MAllMeHTOK B
NepUMEHONAay3aJIbHOM T[EepHOJ€ U B pPaHHEM IIOCTMEHOIAay3albHOM IEpUOJE CIIEAYeT
UH(OPMUPOBATH O HEOOXOIMMOCTH aJ€KBATHOW KOHTPALCTIIIUU 10 YCTAHOBIIEHUSI CTAOMIBHOTO
MOCTMEHOMAY3aIbHOT0 TOPMOHAIBLHOIO cTaTyca. [IpuMeHeHue npenaparta B mepuoj rpyIHOIO
BCKapMJIMBaHUs TpPOTHBOINOKa3aHo. CreayeT MHPOPMHUPOBATH MAIMEHTKY O MOTEHIUAIbHOM
pHUCKe MPUMEHEHHUS IIperapara B eproJ] TPy IHOTO BCKapMIIMBaHUS.

Cnoco6 npuMeHeHus1 U 103bl

[IpenapaTt npuHUMAIOT BHYTPb, HE3aBUCHUMO OT IpUeMa MHIIIH.

B cnyuae npomycka 1036l €€ HEOOXOAMMO NMPUHATH KaK MOXHO paHblIe, €ClId BpeMs IpueMa
CJIeyIOIIeH 103bl MPAKTUYECKU HACTYIHIIO0, 3a0bITYIO J03Y CeIyeT IPOMYCTUTh U MOCIEAYIOIINe
JI03bI IIpenapara cieayeT NpUHUMaTh B CTaHIapTHoe BpeMs. HegomycTuM npueM IBOMHOM J103bI
npenapara, T.K. MNPEBBIIMIEHHE CYTOYHOM A03bl 2,5 MI MNPUBOJUT K YCHJICHHIO CHUCTEMHBIX
no6ouyHBIX 3 (PEeKTOB Ipemapara.

Pexomenyemas no3a npenapata JJOPETA® cocrasnster 2,5 Mr OfiiH pa3 B CyTKH, €XKeHEBHO,
JUTUTEINBHO.

B kauecTBe aplOBaHTHOUN M MPOJJICHHOW aJbFOBAHTHOW TEPAIUU JICUEHUE CIIEAYET MPOJOJIKATh
B T€UCHUE S5 JIET WK 10 BOZHUKHOBEHUS PEIMANBA 3a00JIeBaHus (HE TOJIBIIE S5 JIET).

VY namnueHTok ¢ MeTacTaTUYeCKUM PaKOM MOJIOUHOM JKeJe3bl JIeUeHUe ClieyeT IpOoAOoKaTh 10
MOSIBJICHUS TIPU3HAKOB MPOTPECCUPOBAHUS 3a00ICBaHUS.

B Heoanp0BaHTHOM (TIpeIOTIEpaiOHHOM) Tepuose nedenue npernaparom JIOPETA® cnexyer
MpOJIOJKATh B TeueHue 4-8 MecsleB I JOCTUKEHUS ONTUMAIbHOTO COKpAILEHHUS pa3MEpOB
omyxonu. [Ipm OTCyTCTBMM a/leKBaTHOIO OTBETa OIyXOJHM JICYEHHE IIpernaparoM cleayeT
MPEKPATUTH C MOCIEAYIOIUM XUPYPrHUECKUM JICYEHUEM WJIU PAcCMOTPETHh BOIPOC O JAPYroM
BU/IC JICUCHHUSI.

Tayuenmku ¢ Hapyuienuem QYHKYuU neveHu

[Tpu HapymeHusx (GyHKIMU MEYEHH JETKOH M CpeaHEeH TSKEeCTH KOPPEKIMH 03Bl Mpernapara
JIOPETA® ne Tpebyerca (kmacc A mmu B mo kmaccupuxanmm Yaitna-Ilsio). JIaHHBIX O
NPUMEHEHUN y TAIMeHTOK C HapylleHneM (QYHKIMH MeYeHU Tshkenoi creneHu (kmace C mo
knaccupukanun Yaina-I1p10) HeIOCTaTOUHO, B CBSA3M C YeM NPUMEHEHHUE Ipernapara y TaKux
MNAIUEHTOK CJIeAyeT MPOBOIUTH MO/ TIIATEILHBIM KOHTPOJIEM Bpaya.

layuenmxu ¢ napywenuem Qyukyuu novex

[Ipu nHapymenun (yHKIMM TMOYEK (KJIUpEHC KpearuHUHA >10 MII/MUH) KOPPEKUUH JO3bI
npemnapata He TpeOyercs. JJaHHBIX O MPUMEHEHUH Yy MAIlMeHTOK ¢ KIMPEHCOM KpeaTtnHuHa <10

MJI/MUAH HELOCTATOYHO.



COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 21.06.2024 N2 12433 c.7
(MOCNEOQBATENEHOCTL 0002)

Ilayuenmxu 6 6o3pacme >65 nem
V HallMeHTOK TOKUIOr0 BO3pacTa Koppekius 103bl npenapata JOPETA® ue Tpebyercs.
ITo0ouyHOE neicTBHE

Pe3ziome oannvix no dezonacnocmu

B ximMHMYECKMX UCCIIEIOBaHMUSIX OTMEUEHA B LIEJIOM XOpOIllasi MEPEHOCUMOCTh Mpernapara, Kak
MpU MPUMEHEHHUH B TIEPBOI U BTOPOU JIMHUSAX TEpPaAUu Y MAIMEHTOK C paCpOCTPaHEHHBIM PAKOM
MOJIOYHOM KeJie3bl, TaK U y MAIIUEHTOK C PaHHEH CTaaueil NMHBA3WBHOTO paKa MOJIOYHOM JKEJI€3bl
B KayeCTBE aJIbIOBAHTHOM TepallMd M NPOJJICHHOW aJbIOBAHTHOW TEPANMM TOCIE OKOHYAHUS
tepanuu Tamokcudenom. Hexxenarensueie peakuuu (HP) orMeuensl mpuMepHO y OJHON TpeTH
MAIMEHTOK, TOTYYaBIINX MpenapaT Mpu MEeTacTaTHUECKUX (popmMax paka MOJIOYHOMU KEJIe3bl U B
KAaueCTBE HEOAIbIOBAHTHOM Tepanuu, NpuMepHO y 81% ManueHToK ¢ pacpOCTPaHEHHBIM PAaKOM
MOJIOUHOM ’keje3bl (Kak B rpyIe NpUMEHEHUs JIeTPo30Ja, Tak U B Ipynne TaMokcudeHna). 87-
88% mnanmueHTOK, IOJIy4aBIIMX IIOCIEAYIOIIYI0 TEpaluio B MPOAOIKEHUU KIMHUYECKHX
UCCJIEIOBAHUI C¢ MEAMaHOW MPOJOJDKUTENbHOCTH Tepanuu 60 MecsaueB, u npumepHo y 80%
MAlIMEHTOK B KIIMHUYECKUX MCCIIETOBAHUAX, [TOIYyYaBUIMX MPOUICHHYIO aJJbIOBAaHTHYIO TE€PAIUIO
(HP otmedenpl kak B Tpymme JIeTpo30Jia, TaKk M B Tpynme Ianedo ¢ MeauaHon
IPOIOIDKUTENBHOCTH Tepanuu 60 mecsien). B menom, 3apeructpupoannsie HP Hocumu cimabo
WIH YMEPEHHO BBIPAXCHHBIM XapakTep, MPU 3TOM MHOTHE U3 HUX OBUIM aCCOLMHUPOBAHBI C
MIO/IABJICHUEM CHUHTE3a CTPOrEHOB.

HanGonee wacto Bcrpewatomumucss HP B KIMHWYECKMX — MCCIIEIOBAHUSX  OBLIH:
MPUCTYNIOOOpAa3HBIE ONIYIICHUS Xapa («IPUIMBBD»), apTPAITHs, TOIIHOTA W TOBBIIICHHAS
yToMisieMocTb. Muorue HP MoryT sBIATBCS CTaHIAPTHBIMH  (DapMaKOIOTHUECKUMU
MOCTIEACTBHUSIME TIO/IaBIICHUSI CHHTE3a JCTPOTCHOB (HAIMpPUMEpP, MPUCTYNOOOPAa3HbIC OIIyIIECHUS
)Kapa («IPUIHBBDY ), AIOTEIUS, BIAraJIMIIHOE KPOBOTEUEHHE).

Hexenarenbuple nexkapctBeHHble peaknuu (HJIP), 3aperucrpupoBaHHbIE B KIMHHYECKHX
UCCJIEIOBAHMX U IIPU MPUMEHEHHH TpernapaTa B IOCTPErUCTPALIUOHHOM NEPUOJIE, TEPEUUCIICHBI
HUXXE B COOTBETCTBUU C YaCTOTOM BCTPEYAEMOCTH.

«YacTtoTy BO3HUKHOBEHHUS HEKENAaTEIbHBIX peakuui Kiaccu(PUIUpOBAIM Kak: OYEHb YacTO
(>1/10), wacto (>=1/100, HOo <1/10), HeuacTo (>1/1000, HO <1/100), peaxo (=1/10000, vo <1/1000),
oueHb penko (>1/100000, o <1/10000), wacroTa Hew3BecTHa (Ha OCHOBAHHHM HWMEIOIIMXCS
JIAHHBIX OLIEHUTh HEBO3MOKHO). B npenenax xaxaon yactorHoi kareropuut HP pacnipenenenst B
MOPSIIKE YMEHBIIEHHUS YaCTOThI BCTPEYAEMOCTH.

Hnghexyuonnvie u napasumapmsvie 3a001e6anUsL:

HEYaCcTO — MHPEKIIUNA MOUYEBLIBOISAIINX MyTEH.

Hobpokauecmeennvie, 310KauecmseenHvle U HeYMOUYHEHHblE HOBO0OPA308aHUSA (6KIIOYAS KUCTbL U

noaunsl):-
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HEYacTo — 00J1b B 00J1aCTH OMyXOoJH™.
Hapywenusa co cmoponul kposu u iumgamuueckou cucmemvl.: HEYaCTO — JICHKOTICHUS.
Hapywenus co cmopousl uMMyHHOU cucmemyvl. 4aCTOTa HEU3BECTHA — aHa(UIAKTHYECKHE
peaxkuuu.

Hapywenusa co cmoponvl obmena éewyecme u numaHus. 04€Hb 9acTO — TUIIEPXOJIECTEPUHEMHUS;
YacTO — CHU)KEHUE alleTUTa, TOBBIIICHUE alleTUTA.

Hapywenue ncuxuxu: 4acTto — JIeNpeccus; HEYacTO — TPEBOXKHOCTH (BKIIOYAs HEPBO3HOCTH),
Ppa3IpaKUTENbHOCTD.

Hapywenus co cmoponuvl HepeHoii cucmembl.

4acTo — TroJioBHasg 00JIb, T'OJOBOKPY)XKEHUE, BEPTUTO; HEYACTO — COHJIUBOCTh, OCCCOHHHIIA,
HapylIeHHE TaMsITH, HapylleHHWe YyBCTBUTEIHLHOCTH (BKJIIOYAs MapecTe3Hio, TMIIECTE3UIO),
JUCTEB3US, HAPYILIEHUE MO3TOBOTO0 KPOBOOOPALIIEHHUS, CHHIPOM 3aIlsICTHOTO KaHasa.

Hapywenua co cmopouvi opeanog 3peHus: HEYACTO — KaTapakTa, paszIpaxKeHue IJas,
«3aTyMaHHUBaHUE)» 3PCHHUS.

Hapywenus co cmopomnsl cepoya: 4acTo — OLIyLIEHHE CepALlCOMEHUs; HeYacTO — TaXUKapaus,
UIIeMUYECKUE SBJICHUSI CO CTOPOHBI cepila (BKJIOUas BIIEPBbIE BBHIIBICHHYIO WIH YXYIIIECHUE
TEUYEHUS  HMMEIOLICHCS  CTCHOKAapIWH, CTEHOKApAWIO, TPEOYIOIIyl0  XHPYPru4ecKoro
BMEIATENCTBA, MH(PAPKT MUOKAPAA, UILIEMHIO MUOKap/a).

Hapywenus co cmoponvl cocy0og: OYE€Hb 4YacTO — MPHUCTYNOOOpa3Hble OIIyIIEHUs >Kapa
(«TIpUIUBBIY»); YacTO — TOBBINIEHHWE apTEPUATBHOTO JABJICHUS, HEYacTo — TpomMOodeOuT
(Butoyasi TpoMOOGIEOUT MOBEPXHOCTHBIX U TIIyOOKUX BEH); PEAKO — 3MOOJHS JIETOYHON
apTepuu, TpoM003 apTepuid, HH(PAPKT rOJIOBHOTO MO3Ta.

Hapywenusa co cmopomnsl ovixamenvbhot cucmemyl, 0p2aHo8 2pyOHOU KIemKU U CPeOOCHmeHUs.:
HEYacTO — OJIBIIIKA, KAIIeNb.

Hapywenus co cmoponsi dceny0ouno-KuuiedHo2o mpakma. 4acto — TOIMIHOTA, PBOTA, TUCIEIICHS,
3arop, nuapes, 00Jib B )KUBOTE; HEUACTO — CTOMATHUT, CyXOCTb BO PTY.

Hapywenus co cmoponbl neuenu u sxceniesvi800aujux nymeli: HE4acTo — MOBBIIICHUE aKTHBHOCTH
«TIEYEHOYHBIX» (PEpMEHTOB, TUIEPOMIIUPYOUHEMHUS, JKENTYXa; OYEHb PEIKO — FeNaTHT.
Hapywenus co cmoponsl Kodxcu 1 NOOKOMCHbIX MKAHel. 0YeHb 4acTO — THIEPTUApPO3; 4acTo —
aJIoNenus, CyXOCTh KOXXH, KOXKHasi ChINb (BKJIIOYas 3PUTEMATO3HYIO, MaKyJIOIMamyJe3HyIo,
IICOPUATUYECKYIO CBHIIb M BE3UKYJSIPHYIO); HEUaCTO — KOXKHBIM 3yJ], KpalMBHULA; YacTOTa
HEW3BECTHA — AHTHOHEBPOTHYECKUH OTeK, cHMHApoM Jlaliemna (TOKCHYECKUI SIuIepMaTbHBINA
Hekponu3), cuHapoMm CtuBeHca-J[)koHCOHA (3JI0KadYeCTBEHHAs MOJUMOpQHas 3KCCyAaTHBHAS
apUTEMA).

Hapywenua co cmopomuvi ckeiemuo-mbluleyHol U COeOUHUMeNbHOU MKAHU: OYeHb YacTo —

apTpaJIrusi; 4YacTo — MUANTHUs, 00Jb B KOCTSAX, OCTEONOPO3, MEPEIOMBI KOCTEH, apTpUT, 00Ib B
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CIIMHEC, HCYACTO — TCHAWHHUT, BKJIHOYasa TGHOCHGHHGﬂiGG—pﬂﬂ-pEﬂ-B—Gy?&Gﬁ&HHH,—H—&&"BGT&—

HCU3BCCTHA — CHHAPOM «IHCIKAIOIICT0» ITaJiblia.

Hapywenus co cmoponvl nouexk u Mouesbig00awux nymeti: HEYaCTO — MOJITAKUYPHSL.
Hapywenus co cmopousbl nonogvlx 0peanog u MOJOYHBIX Jicele3: YacTO — BarMHaJIbHOE
KPOBOTEUYCHHE;, HEYACTO — BBIACIICHUS W3 BIarajuiina, CyXOCTh BYJIBBBl M BJIAarajviia, 0Olib B
MOJIOYHBIX Kelle3ax.

Obwue paccmpoiicmeéa u HapyuwieHuss 8 Mecme 66edeHus: OYeHb YacTO — MOBBILICHHAS
YTOMJISIEMOCTb (BKJIIOYasi aCTEHUIO U ONIYIIEHUE HETOMOTaHMUsl ); 4acTo — Hepudeprudeckue OTeKH,
00Jb B TPYAHON KIJIETKE; HEUACTO — TCHEPATM30BAHHBINA OTEK, JIMXOPAAKA, CYXOCTh CIU3UCTBIX
000JI04€K, ONIYIIICHHE KAXKIbI.

Jlabopamopuvie u uncmpymeHmanvHvle OaHHble: YaCTO — YBEIMUYEHUE MAcChl Tela; HEYacTo —
YMEHbIIIEHUE MacChl Tela.

*- MOOOYHBIC PEAKIINH, BEISIBJICHHBIE B METACTATUIECKOM MIEPHOJIE.

Tpaemvl, UHMOKCUKAYUU U OCTOHNCHEHUS MAHUNYIAYUL: YACTO — MaJeHHE (B HEKOTOPBIX CIydasx
NaJicHue SBISUIOCH CIEJACTBHEM JIpYTMX HexkenaTenbHbIX sBineHud (HS), Takux kak
TOJIOBOKPY>KEHHUE U BEPTUTO).

Onucanue omoenvhvix HP.

Hapywenus co cmoponwvl cepoya

JononHuTenpHO K BhIIIenepedyrcieHHbiM HS mnpu agbroBaHTHOM Tepanmuu mpenapaTom
JETPO30JIOM U TaMOKCHU(EHOM COOTBETCTBEHHO OTMeueHbl ciaenyiomme HSA (Meauana
NPOJODKUTEIFHOCTA — Tepalmuu S5  JIeT): CTEHOKapaus, TpeOyrolias XHpypruvaeckoro
BMemarenscTBa (1,0% u 1,0%), octpas cepaeunas HepoctatogHocts (1,1% u 0,6%), moBbIIeHNE
aprepuasibHoro  gasinenus  (5,6% u 5,7%), ocTpoe  HapylIeHHE  MO3IOBOIO
KpOBOOOpareHus/npexosias uiemudeckas ataka (2,1% u 1,9%).

[Ipu nposieHHON aablOBAaHTHOM TEpAMUU MPENapaToM JIETPO30Jia B TEUEHUHU S JIET B CPABHEHUH
Cc Tepamued mmiuanebo B TeueHHWE 3 JIeT COOTBETCTBEHHO OTMEYalIuch cienyromme HI:
CcTeHOKapaus, TpeOyromias xupyprudeckoro BmernarenscTBa (0,8% u 0,6%); umemuyeckas
0oJie3Hb cepAlla, BKIOYas BIIEPBbIE BBISABICHHYIO WIM YXYIIICHHE TEUEHUS HMeoIencs
creHokapauu (1,4% u 1,0%); undapkr muokapzaa (1,0% u 0,7%); TpomGo3MO0IyecKue IBICHUS
co craTHcTU4ecku 3HaunMoi pasnurei (0,9% u 0,3%); UHCYIABT/TpaH3UTOpHAS WIIEMUYECKast
aTaka co CTaTHCTHYECKU 3HaumMoi pasuuneit (1,5% u 0,8%).

Ilobounsie peakyuu co cMmopoHvl KOCIMHO-MbIULEYHOU CUCTEMbL U COeOUHUMENIbHOU MKAHU

[Ipy mpoasieHHOW aabIOBAHTHOM TEpamuu JIETPO30JOM B TEYEHHUE S5 JIET MO CPaBHEHHUIO C
MAIMEHTKAMH, TOMY4YaBIIMMH TUTale00 B TeueHue 3 JieT, OTMEUYeHAa 3HAYUTENhHO OOoJbIIas
4yacToTa BO3HUKHOBEHHUs nepernomoB 10,4% u 5,8% cooTBeTcTBEHHO MM octeonopo3a 12,2% u

6,4% COOTBETCTBEHHO.
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Y1 Veyal PYE Py 2

Ecnu nobvie u3 yKazauuvlx 6 UHCMPYKYUU

<

000unbIX —3hDhermos—yeyeyoasiomes,—uaun—But
3amemunu a0dvle Opyeue noboyHvle 3¢hghexmvl, He YKA3aHHblEe 8 UHCMPYKYUU, coodwume 0O
9MoM 8pauy.

Ilepeno3upoBka

HmeroTcst oTenbHBIE COOOIIEHUS O CIIydasx Mepelo3UpOBKU MpenapaTaMmu jerposona. Kakue-
0o  crnenuuUecKue  METOAbl  JIEYCHHs  IEepeJo3MpOBKM  HeusBecTHBL.  [lokazaHa
CUMITOMaTH4ecKkass ¥ ToJjepxuBatomas Tepanus. JIeTpo3os BBIBOIUTCS M3 IJIa3Mbl KPOBU
MOCPEACTBOM T'€MOANATTN3A.

B3aumopeiicTBHe ¢ APYTUMH JIEKAPCTBEHHBIMH CPeACTBAMU

Jlerpo3on MeTaboNMM3UPyETCs MPEUMYIIIECTBEHHO B MeYeHH ¢ yuactuem uodepmentos CYP3A4
nu CYP2A6 muroxpoma P450. Takum o0Opa3om, Ha CHCTEMHOE BBIBEIICHHE JIETPO30ja MOTYT
OKa3bIBaTh BIMSHUE JI€KapPCTBEHHBIE MPEnapaThl, BO3ICHCTBYIOIINE HA TaHHBIE N30(DePMEHTHI.
Metaboau3m JeTpo301a Majio 4yBcTBUTENEH K n30depmenty CYP3 A4, T.k. HachIIeHUE JaHHOTO
(depMeHTa TPOMCXOTUT TOJBKO IMPH KOHIEHTPALMHU JIeTpo30ja B IUIa3Me KpoBu, B 150 pa3
MPEBBIIIAIONIEH €ro KOHIEHTPALHUIO B PABHOBECHOM COCTOSIHUU MPH NMPUMEHEHHUH IMpernapara B
CTaHJIAPTHOU KJIMHUYECKON CUTYallUH.

Jlexapcmeennvie npenapamul, npugoOAWUe K NOBLIUEHUIO KOHYEHMPAyuu Jaempo30id 6
Cbl8OpOMKeE KPOBU

Nuru6utopsr nzodpepmertoB CYP3A4 u CYP2A6 criocoOHBI yrHETaTh METa0O0IM3M JIETPO30J1a,
TE€M CaMbIM IOBBIIIASl €T0 KOHIUEHTPALMIO B CHIBOPOTKE KpoBU. OJIHOBPEMEHHOE MPUMEHEHUE
MOIIHBIX HHTUOMTOPOB HaHHBIX H30(epmentoB (s u3opepmenta CYP3A4 TakoBbIMH
SIBIISIFOTCS, HAIIPUMEP, KETOKOHA30J1, HTPAKOHA30JI, BOPUKOHA30JI, PUTOHABUD, KIAPUTPOMHILIMH U
tenutpoMunuH; s u3opepmenta CYP2A6 — MeToKcaleH) MOXET MPHUBECTH K YBEIMUYCHHIO
9KCMO3ULMU JeTpo3onia. Heobxoaumo cobmogaTh OCTOPOKHOCTH MPU  OJHOBPEMEHHOM
MPUMEHEHHUH JIETPO30J1a U MOITHBIX HHTHONTOpOB n3odepmentoB CYP3A4 u CYP2AG.
Jlexapcmeennvie npenapamoel, NpUBOOAUUE K CHUNCEHUIO KOHYEHMpayuu J1empo3ond 6
Cbl8OpOMKeE KPOBU

Nunyxrops! nzopepmentoB CYP3A4 u CYP2A6 ciocoOHBI TOBBIMIATE META0OIU3M JIETPO30J1a,
TEM CaMbIM CHHXasl €ro KOHIIEHTpAIMI0 B CHIBOPOTKE KpoBH. OIHOBpPEMEHHOE MPUMEHEHHE
UHAYKTOPOB JaHHBIX u30(epMeHTOB (mns uzopepmenta CYP3A4 TakoBBIMH SIBISIOTCH,
Harnpumep,  (QeHuTouMH, pudamnuuuH,  KapbamaszenuH,  ¢denoOapOuran,  3BepoOoii
MPOJBIPSABICHHBIN) MOXKET MPUBECTH K CHIKEHUIO HKCIO3UIUH JIETpo30iia; A n30pepMeHTa
CYP2A6 uHayKTOpHI HE U3BECTHBI.

OnHOBpeMEHHOE MPUMEHEHHe Ipemnapara jerposona (B go3e 2,5 Mr) u Tamokcudena B no3e 20
MT/CyT IPUBOJUT K CHIDKCHHIO KOHIIEHTPALIUH JIETPO30J1a B CHIBOPOTKE KPOBU B cpeHeM Ha 38%.

B xnmHMYecKkux HCCIICAOBAHUAX IIPU IIPUMEHCHUHN JICTPO30J1a BO BTOpOﬁ JIMHUW TEpalnnu IJIs
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JICYCHHsI paKa MOJIOYHOM >Kelle3bl HE OTMEUCHO—yBeHfdeHHs—FepaneBTHUeckoro—-dhderta—H
4acToThl BO3HUKHOBeHUsI HP neTpo3osia mpu ero npuMeHeHUH HEMOCPEICTBEHHO MOCTe IpruemMa
tamokcudeHa. MexaHu3M JaHHOTO JIEKAPCTBEHHOTO B3aUMOJICHCTBUSI HEM3BECTEH.

Bausnue nempo3ona Ha KOHYyeHmpayuio 8 cbl8OpOmMKe KpOBU OOHOBPEMEHHO NPUMEHAEeMbIX
npenapamoe

In vitro nerpo3on uarudupyet nzopepment CYP2A6 muroxpoma P450 u ymepeHHo nzodepment
CYP2C19, knuHMYecKoe 3HaYCHUE JaHHOTO SIBJICHUS HE ycTaHOBJIeHO. Heo6xoaumo cobmonaTh
OCTOPOXHOCTh MPH OJHOBPEMEHHOM MPUMEHEHHUHU JIETPO30Ja U JIEKapCTBEHHBIX MpEnaparoB ¢
y3KHM TEpareBTUYECKUM HHICKCOM, BBbIBEJICHHE KOTOPHIX 3aBUCHT INPEHMYIIECTBEHHO OT
uzodpepmenta CYP2C19 (manpumep, GpeHuTOMH, KIonuaorpen). B nanHbpiii MOMEHT cyOCTpaThl
nzodepmenta CYP2A6 ¢ y3kuM TepaneBTUUECKUM HHICKCOM HEHU3BECTHBI.

[Tpu oTHOBpEMEHHOM MPUMEHEHHH JIETPO30J1a ¢ IUMETUIMHOM (U3BECTHBIM HeCIenu(DUIECKUM
unruouropom uzodpepmentoB CYP2C19 u CYP3A4) u BapdapuHOoM (UyBCTBUTEIBHBIM
cyoctparom wu3odepmenta CYP2C19 ¢ y3kuM TepameBTHYECKHMM HWHICKCOM, 3a4acTyio
MPUMEHSIEMbIN y MAIMEHTOK, TOJYYaloIiX JIETPO30J1) KIMHUYECKU 3HAUUMBbIX B3aUMOJIEHCTBUI
HE BBISBIICHO.

Oco0ble ykazanus

Hapywenue ¢pynxyuu novex

HeTr maHHBIX O MpPUMEHEHHUHU MPENapaToB JIETPO30ja Y MAalUEHTOK C KIMPEHCOM KpeaTHMHHUHA
menee 10 mn/muH. Ilepen Havamom mpumenenus npemnapata JIOPETA® y Takux manmeHTOK
CJIeZyeT THIATEIbHO OLEHUTh OTHOLICHUE OYKUIaeMOH TOJIb3bI K BO3MOXXHOMY PHCKY.
Hapywenue ¢pynkyuu nevenu

VY nmanueHTok ¢ HapylieHneM (QYHKIMM TeYeHH Tspkenoil crenenu (kiaace C mo kiaccupuKaim
Yaitna-ITe10) cucTEMHAss 3KCIO3MIMS JIETPO30Jia U TEPMHHAIBHBIA TIEPUOJ] TTOTYBBIBEICHHS
IpPUMEpPHO B 2 pa3a MPEBBINIAIOT JaHHbIE MOKa3aTeNU y 3/I0pOBbIX J00pOBOJbLEB. B cBs3M ¢
BBIIIIECKa3aHHBIM CJIeIyeT TIIATebHO HAOII0AaTh MAllMEHTOK JaHHOW KaTeropuu.

Bausnue na xocmuyio mxkano

Cy11ecTBYIOT JaHHbBIE O Pa3BUTHUU OCTEONOPO3a W/WIM BO3HMKHOBEHUU IEPEIOMOB KOCTEH BO
BpeMsl MpUMEHEHHUs Mpemnapara jerpo3oia (cM. «lloboumsie peakyuu co cmMoOpoHbl KOCMHO-
MbIUWEYHOU CUCTEMbl U COCOUHUMENbHOU MKAHUY), B CBA3H C YeM PEKOMEHIYETCs TIIATebHBIN
KOHTPOJIb COCTOSTHHSI KOCTHOM TKaHU B TE€YEHHE BCETO MEPHO/1a IPUMEHEHHUS IIpenapara.
Tenounum u paspvié cyxoxcunus

MoryT BO3HUKHYTH TEHAMHUT U PA3pbIBBl CYXOXKWIHU (cM. pasnen «llobounoe Oelicmeuey).
TmatenpHOoe HAOMIOJEHHE 3a TAalMEHTaMH W COOTBETCTBYIOIIEE JieueHHe (Hampumep,
UMMOOUITN3AIHs1) TOJDKHBI OBITH IPEIIPUHSITHI JJIs1 TOPAKEHHOTO CYXOKUIIHSL.

T'opmonanvuwiii cmamyc
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VY manueHToK ¢ HEyTOUHEHHBIM TOPMOHANIbHBIM-€TaTycoM-HepeA-HataroM-FTepani-Apenaparom
crnenyet onpenenuts kKouneHTpamuio JII', ®CI u/unm scTpaguona.

[IpumeHneHue mpemnapaTa BO3MOXKHO TOJBKO Y MAIMEHTOK C TMOATBEPXKACHHBIM CTaOWUIBHBIM
MIOCTMEHONAY3aIbHBIM TOPMOHAJIBHBIM CTaTyCOM.

DepmunbHocmo

®apMaKoJIOrHYeCKUM CJIEACTBUEM NPUMEHEHUsl Ipernapara SBJISE€TCS YMEHbIIEHUE CEKpelUu
3CTPOreHa MOCPEICTBOM MHTMOUPOBaHMS apoMaTas3bl. Y MAIlMEHTOK B IPEMEHOIay3€ BO3MOKHO
OTBETHOE YBEIMYCHHE KOHIICHTPAIMK TOHAMOTPONHBIX ropmoHoB (JII, ®CT). YBenuuenue
koH1eHTpanuu OCI" B cBOO ouepeib MOKET CTUMYJIHPOBATH POCT (QOJUTHKYJIOB U HHAYLIUPOBATH
oBymsiiuio. Takum oOpa3oM, CYMIECTBYEeT MOTCHIMAIbHAS BO3MOXXHOCTh HACTYIUICHUS
OepeMEeHHOCTH y MAIMeHTOK B IIepUMEHONay3aJbHOM U paHHEM MOCTMEHOMNay3aJbHOM MEepUO/IE.
B Takux ciaydasx ciaeayeT MCHOJb30BaTh HAJEKHBIE METOJbl KOHTPALEHIMU 1O YCTAHOBIICHUS
CTaOUITBLHOTO MOCTMEHOIAY3IBHOTO TOPMOHAIBHOTO CTaTyca Y JAHHOW KaTerOpHH MalueHTOK.
Jlexapcmeennoe 83aumoodeticmaue

PekoMeHyeTcs  M30eraTh  OJHOBPEMEHHOTO mpuMeHeHMs mpemapata JIOPETA® ¢
TaMOKCU(EHOM, JPYIMMH aHTUICTPOT€HHBIMH M 3CTPOTrEHCOAEpKAIMMHU IpernapaTami,
MOCKOJIbKY TIEPEUYUCIICHHBIE CpPEACTBA MOTYT OCHa0mATh (papMakoIoruueckoe aelcTBUE
aerposona (cM. «Bzaumooeiicmsue ¢ Opyeumu JeKapCMEeHHbIMU cpedcmeamuy). MexaHnu3m
JAHHOTO B3aUMOJICVCTBUS HE U3YUEH.

[Ipenapar He moka3aH JJI TEPANMM paka MOJIOYHOM JKeJe3bl, HE COJEpIKAIIEro PeuenTopoB K
CTEPOUIHBIM TOPMOHAM (3CTPOTECHY WA IPOTECTEPOHY).

BcrmoMorarenbHBIE BEIIECTBA

Jlakmo3sa

[TaimeHTamM C peaKko BCTPEYAIOLIEHCS HACIEICTBEHHOW HENEPEHOCUMOCThIO TajlaKTO3bl,
neUIUTOM JIaKTa3bl JIOMApPEed WM TIFOKO30-TaJIaKTO3HOM MayibabcopOmmeit He clieayeT
npuaumath npemapat JIOPETA® wu3-3a  Hanuuust J1aKTO36I MOHOTHApAaTa B  COCTaBe
BCIIOMOTaTEJILHBIX BEIECTB.

Biusinue Ha COCOOHOCTDH YNIPABJISITh TPAHCIIOPTHBIMHU CPeICTBAMM, MEXaHU3MaMHU
Hekotopsie mobounsie 3pdekTsl mpenapara, Takue Kak o0mas ciaabocTh, TOJOBOKPYKEHHE U
COHJIUBOCTh, MOTYT BJHSTh Ha CIIOCOOHOCTH BBIMIOJIHEHUS MOTCHIIMAIHLHO OMACHBIX BHUIOB
NEeSTENIbHOCTH, TPEOYIONIMX KOHIICHTPAIIMN BHUMAHHS U OBICTPBIX PEaKIUi.

B aT0i1 cBsI3M crienyeT coOmoaaTh OCTOPOKHOCTH MPU YIIPABJICHUH TPAHCIIOPTHBIMU CPEICTBAMU
1 MEXaHH3MaMH.

[Ipu mosiBIEHUN ONMUCAHHBIX HEXKETATENbHBIX SBICHUHN CIEAyeT BO3AECPKATHCS OT BBIMOTHEHUS
yYKa3aHHBIX BUJIOB JICATEIHHOCTH.

®opMma BBINLYCKA



COOTBETCTBYET 3KCMEPTHOMY OTUYETY
ot 21.06.2024 N= 12433 13
(MOCMNEOOBATENLHOCTL 0002)

TabneTKu, MOKPHITHIE TNICHOYHOW 000T0YKOM, 255-MF-

[To 10 TabneTok B KOHTYPHYIO STUeHKOBYIO ynakoBky (6mucrep) uz [I1BX/antomunnenoii gonbru.
ITo 3, 6, 9 nnu 12 6mcTepoB BMECTE C MHCTPYKIIMEH IO METUITMHCKOMY MPUMEHEHHIO YITaKOBaHBI
B KAPTOHHYIO TAuKy.

YciaoBus XxpaHeHUs

[Tpu Temneparype He Bbie 25°C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

Cpoxk rognoctu

3 roga.

He ucnonp30Bath Mo UCTEUEHUHU CPOKA TOJHOCTH, YKA3aHHOTO Ha YIIaKOBKE.

YcaoBus oTnycka

ITo penenry.

IIponsBoanTenn/PacoBINK:

Cunron Ucnanwms, C.J1., Ucmanus

aJipec MPOU3BOJICTBA:

K/Kacrenno Nel,

Canrt boit ne JIbobperat

08830, bapcenona, Ucnanus.

JepxaTesib perucTpaiMOHHOro yaocroBepenusi/Opranusanmsi, NPUHUMAOMIAS NPeTEeH3UH
oT norpedureieil/PacoBka, ynakoBKa U BbINYCKAOUIUI KOHTPOJIb KauyecTBa

Poccniickas @enepanvs

000 «Acnekryc hapmar»

142717, MockoBckast 0011, T. 0. Jlenunckuid, . Pa3Bunka. tep. Ksapran 1, Bz, 9.

ten./axc: +7 (495) 660-94-76, +7 (916) 205-06-04

aJIeKTpOHHAs mouTa: safety(@aspectus-pharma.ru



