COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 21.11.2024 Ne 25759

10 MEJUIITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O IIPEITAPATA

Jer30a®

PerncrpannoHnHblii HOMep:
TOPIOBOE HAMUMEHOBAHHME: Jlet301®
MexayHapoaHoe HeMATEeHTOBAHHOE WM I'PYNIIUPOBOYHOE HAUMEHOBAHUeE: JICTPO30JI

JlexapcTBeHHas ¢opma: TaOIETKU, TOKPBITHIE INICHOYHOI 000I0UKOM

Cocras:

Opna TabsieTka CONEPIKUT:

eticmsyrowee seujecmso’ NeTpo30a — 2,5 MT.

Bcnomozcamenvuvie  ewecmsa: nakto3sl MoHormapar (Pharmatose 200M) — 85,0 wr,
Kkpockapmesuto3a Hatpus (AC-Di-sol) - 5,0 mr, mosumon (Plasdone K-29/32) - 4,0 mr, kpeMHHus
nuoken kosutouaHbid (Aerosil 200) - 2,0 mr, maraus creapar — 1,5 mr.

Cocmae ob6onouku mabnemxu: onaapai sxentoiit (03B82401) - 2,0 mr:

rurnipomerniosda 6 cP — 60,0 %, turana nuokcua — 16,0 %, okcu xenesa xentoiid — 11,0 %,

makporoin 400 — 8,0 %, tanbk — 5,0 %.

Onucanue
Kpyrible, NBOSKOBBIMYKIIbIE Ta0JETKH, MOKPHIThIE IUICHOYHON OOOJOYKON TEMHO-KEITOro ¢
KOpPHYHEBATHIM OTTEHKOM I[BeTa, ¢ (ackoil u rpaBupoBkoi «H» Ha 0mHOI cTOpoHE TaONETKU U

«5» Ha apyrou. Ha monepeunom paspese sapo 0enoro mBeTa.

(I)apMaKOTepaﬂeBTl/l‘leCKaﬂ rpymma:
HpOTI/IBOOHYXOJ'ICBBIe TOPMOHAJIBHBIC TIIpeNapaTbl W AHTAIOHUCTBI TOPMOHOB; AHTAI'OHUCTBI

TOPMOHOB U pOACTBCHHBIC COCITMHCHUS, I/IHI‘I/I6I/ITOpBI apomMarasbl.

Kox ATX: L02BG04.

DapMaKoJIOrHYecKue CBOMCTBA

Mexanusm Oeticmeus

OIUMUHAIMS  3CTPOreH-CTUMYIIUPYIOMUX 3(PPEKTOB SBISIETCS OCHOBHBIM (haKTOpPOM ISt
JOCTHKEHHUSI OIyXOJIEBOIO OTBETa B Clyyae, KOIJIa POCT OMYXOJEBBIX TKaHEW 3aBHCHUT OT
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(o B4 HOCTEL 0003
NPUCYTCTBUSL ACTPOTCHOB. B MmocTMeHomays3e BCTDOFeI-EJ' 5 IR 'oﬁ%ﬁwmgv'fomxr 'mox

BIMSIHHEM (epMeHTa apomMarasbl, TOJ| BO3JCHCTBUEM KOTOPOIO MPOHMCXOAMT IpPEBpaIlCHHE
aHJAPOTE€HOB, CUHTE3UPYEMBIX HAIIOYEUYHUKAMM, B IIEPBYIO OUYEpelb, AHIPOCTEHAMOHA U
tecrocTepoHa, B 3¢TpoH (E1) u actpaguoin (E2). Takum o6pa3om, MogaBiaecHuEe CHHTE3a ICTPOTeHa
B nepuepruuecKux TKaHAX U B TKaHU 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUI MOXKET JIOCTUTaThCs
nyTeM MHrHOMpoBaHus (hpepMeHTa apoMaTasbl.

JleTpo3on SIBIISIETCSI HECTEPOMIHBIM HMHTHMOMTOPOM apoMarasbl, OKa3bIBAET AHTHUACTPOTCHHOE
NEICTBUE, CEJIeKTUBHO HMHTUOHMPYS apomara3y IMyTeM BBICOKOCTICHU(PUYHOTO KOHKYPEHTHOTO
CBSI3BIBAHUS C CyOBeAMHHIEH 3TOro (hepMeHTa — reHoMm nuroxpoma P450. bBiokupyer cuHTe3
ACTPOTE€HOB BO BCEX TKAHSX.

Dapmakoounamuxa

VY 3710pOBBIX JKEHIUH B MOCTMEHOIAy3€e MpHU MPUEME JIETPO30Ja OAHOKpaTHO B go3ax 0,1 wmr,
0,5 Mr u 2,5 Mr OTMEYE€HO YMEHbBIIIEHNE aKTUBHOCTH ACTPOHA U ACTPAJNOIIA B CHIBOPOTKE KPOBHU
Ha 75-78 % 1 78 % OT HCXOAHOTO YPOBHS COOTBETCTBEHHO. MaKcCUMaNbHBINA Y PEKT OTMEHYaeTCs
yepes 48-72 yaca.

VY manueHTOK ¢ pacHpOCTPaHEHHBIM PAaKOM MOJIOYHOM jKelle3bl B MOCTMEHOMAay3€e €:KeIHEBHBIN
IpHUeM JIETPo30Jia B cyTouHOM 03¢ oT 0,1 Mr 10 5 Mr mpUBOJIUT K CHUKEHHIO KOHIICHTPAIIUU
ACTpanoia, SCTPOHA U ACTPOHA Cysbdara B 1ia3Me KpoBu Ha 75-95 % OT MCXOIHOTO YPOBHSL.
[Tpu npumenenuu B go3e 0,5 Mr U BbIIIe TOKa3aTeJIM KOHIIEHTPAIMKM 3CTPOHA U ACTPOHA CyJb(aTa
OCTAlOTCSl HIKE OINpeNesieMoro IMopora IpH MCIOJIb30BaHUM OOJBIIMHCTBA METO/I0B
onpezaenenus. Cynpeccusi CUHTE3a 3CTPOT€HOB MOAIEP)KUBAETCS HA IPOTSHKEHUH BCETO NEPHOIA
JICYEHUS.

JleTpo3011 BICOKOCTIELIM(PUYHO MOAABISET aKTUBHOCTh apomarasbl. He oTMeuanocs HapyuieHus
BBIpAOOTKHM CTEPOUIHBIX TOPMOHOB Ha/MOYEYHUKOB. IIpu mprMeHeHnH J1eTpo30ia y MalueHToK
B IIOCTMEHONay3e B auanasoHe 103 or 0,1 10 5 Mr He OTMEUEHO KIMHHUYECKH 3HAYMMBIX
U3MEHEHUH  KOHLEHTpAallUM  KOpPTU30J1a,  ajupAocTepoHa, 11-me3okcukopruzoma, 17-
TUIPOKCUIIpOrecTepoHa M ajgeHokopTukoTponHoro ropmoHa (AKTI) B mmasme kpoBu win
AaKTUBHOCTH peHuHa B 1a3me KpoBU. Tect ¢ AKTI yepe3 6 u 12 Hexenpb Tepanuu J€Tpo30JI0M B
cyrounoit noze 0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 Mr u 5 Mr He BBISIBUJI HapyIlICHUA CHUHTE3a
aJbJIOCTEpOHA WM KOpPTU30Jda. J(OMOJHUTENHbHOTO MPUMEHEHUS TIIOKOKOPTHUKOCTEPOUIOB U
MUHEPATIOKOPTUKOCTEPOUIOB HE TpedyeTcsl.

[Tocne ogHOKpaTHOTO MPUMEHEHU JieTpo3osa B 1o3ax 0,1 mr, 0,5 Mr u 2,5 Mr 310pOBbIX KEHIIUH
B IIOCTMEHOIIAy3€ HE OTMEYaJOCh W3MEHEHMs KOHIIEHTpAallMM aHApPOTe€HOB B IlIa3M€ KpPOBU
(aHopocTeHAMOHA U TecTocTepoHa). Takke HE OTMEYEHO M3MEHEHHUS KOHIIEHTpalu

AHAPOCTCHANOHA B IJIa3ME KPOBH Y MMAIMCHTOK, ITOJTYYaBIIUX TCpaAIHIO JIETPO30JI0OM B CYTOQHOﬁ
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no3e 0,1-5 Mr, 4TO CBUIIETEIHCTBYET O TOM, UYTO 10K a1d Emc%gc@ms HJ l'I]C)'I/IBOZ[I/IT K

_NNEPTHOMY OTYETY

HAKOILJICHUIO aHJPOTEHOB, SIBJISIOMIMXCS NpEeANIeCTBEHHUKaMH 3cTporeHoB. Ha ¢one mpuema
JIEeTpO30Ja W3MEHEHUI KOHLIEHTpAaLH JFOTEUHU3UPYIOLIETO (JIT) u
dbomwmukynoctumynupytomniero (P®CIY) ropMoHOB B IuU1a3Me KPOBH, HW3MEHECHHMH (QYHKIIUN
IIUTOBUAHON skene3bl (TupeoTporHoro ropmona (TTT), Tpuitontuponnna (T3) m TupokcuHa
(T4)), u3MeHeHMiA JUMUIHOTO TPOQGWISI, TOBBIIICHUS YacTOTHl HMH(APKTOB MHUOKapaa H
MHCYJIBTOB OTMEUEHO He OBLIO.

DapmakoKkunemuxa

Bcacvisanue

JleTpo301 OBICTPO U IOJTHOCTHIO BCAChIBAETCS U3 )kely1ouHo-KumeyHoro Tpakra (XKKT), cpennss
OouonoctynHocTh coctaBimsieT 99,9 %. Ilpuwem nuimmM HE3HAYUTETBHO CHUXKAET CKOPOCTh
BcackiBanus. CpeiHee 3HaUeHUE BPEMEHH JOCTHKEHUS MAKCUMAJIbHON KOHIIEHTPAIIUH JIETPO30J1a
B Tu1a3me KpoBH (Tmax) cocTaBmisieT 1 yac npu npueme JeTpo30Jia HATOIIAK U 2 Yaca — IPH IIpueMe
C MUIICH; CpeHee 3HaUYeHNEe MaKkcUManbHOU KoHIIeHTpauh (Cmax) coctanisiet 129+20,3 HMOb/ 1T
npu mpueMe Hatomak u 98,7+18,6 HMOIB/1 — Ipu TpUeMe ¢ MUMIEH, OHAKO CTETICHb BCAChIBAHUS
jgeTpo3onia (mpU OLEHKE MO IUIOM@AM Moj KpuBOM «koHueHTpauus-Bpems» (AUC)) He
u3MeHsercsa. Hebonbiine u3aMeHeHus: CKOPOCTH BCAaChIBAHUS PACIICHMBAIOTCS KaK HE MMEIOIIUE
KJIMHUYECKOTO 3HAYCHHUS, TOITOMY JIETPO30JI MOKHO MPUHUMATh HE3aBUCHMO OT MPHEMa MUIIIH.
Pacnpeoenenue

Ces3p  JeTpozosia ¢ OelkaMu IJIa3Mbl  KpOBM  COCTaBisieT mnpubiumsutensHo 60 %
(mpeuMyIecTBEHHO ¢ anbOymMuHOM — 55 %). KoHleHTpauus neTpo3oia B 3pUTPOLUTAX
cocraBisieT okojo 80 % oT TakoBoW B miuasMme kpoBu. Ilocme mpuema 2,5 Mr Me4eHHOTO
paauoaKTUBHOW METKOW JieTpo3osia mpuMepHOo 82 % paAHMOaKTUBHOCTH B IUIa3Me€ KPOBH
IPUXOJUIIOCH HA HEM3MEHHOE BEIlECTBO, TAKUM 00pa30M, CHCTEMHasl 3KCIO3UIUS METa00IUTOB
KpaifHe Hu3Kas. JIeTpo3011 OBICTPO U B 3HAUUTENIHON CTETIEHU paclpeiessieTcsl B TKaHsIX.
Kaxymuiics o0beMm pacnpeneneHuss B paBHOBECHOM COCTOSIHUM COCTaBiseT okojo 1,87
0,47 n/kr.

Memabonusm

MetabonuuecKkuii KIMPEHC JIeTpo30ja OCYLIECTBISETCS IO BO3JEHCTBHEM H30(EpPMEHTOB
CYP3A4 u CYP2A6 uuroxpoma P450 c oOpa3zoBanueMm (apMakoIOruuecku HEaKTUBHOTO
kapOuHooBoro metadbonuta (CLm = 2,1 n/4ac.). MeTabonudeckuii KITUPEHC CPaBHUTEILHO OoJiee
MEJIJICHHBI OTHOCUTENBHO CKOPOCTH MEYEHOYHOTo KpoBoTOKa (0kojo 90 n/gac). Obpa3oBanue
BTOPOCTENEHHBIX HEYCTAHOBJIECHHBIX META0OJHMTOB, a TAaK)KE HEMOCPEJCTBEHHOE BBIBEICHUE
MOYKaMH W Yepe3 KHUIIEYHUK UTPA0T HE3HAUMTEIFHYIO POJIb B BRIBEJICHHUH JeTpo3ona. Yepes 2

HEACINU ITOCJIC MPpUeMa MCYCHHOI'O pa}lHoaKTI/IBHOﬁ METKOH JICTPO30J1a Y 3A0POBBIX KCHIIWH B
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noctmeHonayse 88,2 + 7,6 % paaInoakTUBHOCTH O6H3DV%1:[|(:)-':];|§I6|”§C '“I%Jl%%];a:'(b%ﬁﬂﬁhﬂx

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Kak Mmuanmym 75 % paauoakTUBHOCTH, 0OHapyKeHHOW B Mode B mepuoj 10 216 vacoB mocie
npuemMa, MPUXOJAUTCS Ha JOJIIO TIIIOKYPOHUAA KapOUHOIOBOr0 METa0oIHUTa, 0KOJIO 9 % - Ha 1010
JIBYX HEYCTAHOBJICHHBIX META0OIUTOB U 0KOJIO 6 % - Ha JOJII0 HEM3MEHEHHOI'O BEILECTBA.
Buigeoenue

Kaxymuiics nepuos mNOMyBBIBEAEHUS W3 IUIa3Mbl KPOBH COCTaBIs€T OKOJO 2-4 JHEH.
PaBHOBecHas KOHLIEHTpALUs JOCTUTAETCSI B TEUEHUE 2-6 HEEIb €)KETHEBHOTO ITpUeMa CyTOYHON
10361 2,5 Mr. OTMedeHa HeKOTOopasi HeJIMHEMHOCTh (PapMaKOKMHETHKY MPU €KEIHEBHOM IpUEMe
JeTpo3oia B J103€ 2,5 MI, T.K. KOHIEHTpauus B IJa3Me KPOBH B PABHOBECHOM COCTOSHHM
IIPUMEPHO B 7 pa3 BbIIIE KOHLEHTPALUH, U3MEPEHHON 11OCIIE pUeMa OJIHOKPaTHOM J03bI 2,5 Mr
(oxuaeMasi KOHLEHTPAllKs B paBHOBECHOW COCTOSIHUU B 1,5-2 pa3a npeBblllIaeT TaKOBYIO IOCTIE
OJTHOKpaTHOro mnpuema B jgo3ze 2,5 wr). IlockosibkKy KOHLIEHTpanus B IUIa3Me€ KpPOBM IIpU
PABHOBECHOM COCTOSIHUM OCTA€TCsl CTAOMJIbHOM B TE€YEHHUE JO0JIroro BPEMEHH, MOXHO CAEIaTh
BBIBOJ] 00 OTCYTCTBUY JUTUTEIBHON KyMYJISIIMH JIETPO30JIa.

Jlunetinocmvlnenuneiinocmo

dapmakoKMHETHKa Obula MPONOPLMOHAIbHA J103€ IOCJIE OJHOKPAaTHOIO IpHeMa JIeTpo3oja B
no3ax 10 10 mr (ot 0,01 go 30 mMr) u mocine exxeaHeBHOro mpuema B go3ax g0 1,0 mr (ot 0,1 g0
S5wmr). Ilocnme opHOKpaTHOrOo mpuema mpemnapara BHYTpb B no3e 30 wmr Habmromanoch
HE3HAUMUTENbHOE Jo30mponopuuoHanbHoe yBenuueHue 3HaueHus AUC. Ilpu exemHeBHOM
npuemMe B 103ax 2,5 Mr u 5 mr 3Hauenne AUC yBennuuBanocs B 3,8 1 12 pa3 npoTuB 0KugacMoro
yBENMUYEHUS B 2,5 U 5 pa3 COOTBETCTBEHHO 110 CPABHEHHUIO € IPUEMOM B J103€ 1 Mr B cyTku. Takum
00pa3oM, peKOMEHJI0OBaHHas J103a 2,5 MTI SBJISETCS MOIPAHUYHON, MPU MPEBBIIIEHUH KOTOPOU
HECOpa3MEepHOEe MPEBBIINICHNE J1030IPONOPIHUOHATIBHOCTH CTAHOBUTCS SIBHBIM, MPU 3TOM IPU
npuemMe mpernapara B 03¢ 5 MI' JaHHOe siBleHue Obulo Oojiee BhIpaskeHHBbIM. HecopasmepHoe
IIPEBBILICHUE  J1030IIPONOPLIUOHATIBHOCTA  BEPOSITHO SIBIISIETCA  PE3YJIbTATOM  HACBIILEHUS
IPOIIECCOB META0OJIMYECKOTO KIMpeHca. PaBHOBECHBIE TOKa3aTelw JOCTHTAUCh depe3 1-2
MecsiIa 1ocie MprueMa B pa3IndHbIX J03aX.

DapmakoKkuHemuxa 8 0co0ObIX Caydaiax

PapMaKOKMHETUYECKUE MTApAMETPBI JIETPO30J1a HE 3aBUCAT OT BO3pAcTa.

Hapywenue ¢ynxyuu novex

B uccrnenoBanusx y KeHIMH J00pOBOJIBLEB B MOCTMEHOIAY3€ C HapylIeHHeM (QYHKLIHUU MOYeK
pa3IMYHON cTeneHu (CYyTOYHBIM KIMpeHC KpeaTnHuHa 9-116 MuI/MUH) mocie OJHOKPAaTHOTO
IpueMa B J103€ 2,5 MI, a TaKkKe y NMalUeHTOK C METacTaTUYECKMM PAaKOM MOJIOYHOM KENe3bl B
pamKax BTOpPOIl JTMHUM Tepanuu, He OTMEUYEHO M3MEHEHUN (papMaKOKMHETHYECKUX IOKa3aTesel

Y CHUCTEMHOM 3KCIO3UIIMH JIeTpo3osa. C y4eToM BhIIIeCKa3aHHOTO He TpeOyeTcs: KOPPEKIUH J03bI
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mpernapara y TalHUeHTOK C HapyUIeHHEM VHKHI/II/I( %&%%ﬁ“ﬁ&gbg{;é TK_bgé:I:II'—II/IEI!-I.II/IHa

> 10 ma/muH). JlaHHBIE O IPUMEHEHHUH JIETPO30J1a Y MAMEHTOK ¢ HapylIeHneM (YHKIIMU MTOYeK
TSDKEJION CTETEHH ¢ KIMPEHCOM KpeaTuHrHA < 10 MJI/MUH OrpaHUYEHBI.

Hapywenue ¢ynkyuu neuenu

B cxoxeMm uccie0BaHUN y NAIMEHTOK C HapylleHHeM (DYyHKIHMM ME€YEHU pa3IMyHOM CTEeleHU
Tshkectn cpeanue 3HadeHust AUC y moOpoBOJBIEB ¢ HapylIeHHEM (YHKIIUM TIEYCHU CpEIHEH
crenenu (knacc B o kinaccudukanyum Yaina-ITsio0) Ha 37 % npeBbinany JaHHBINA TOKa3aTelb y
3JI0POBBIX YYaCTHHMKOB, OJIHAKO OCTABAJUChb B pPaMKax 3HAYEHUH, 3aperucTpUpOBaHHBIX Y
YYaCTHUKOB 0Oe3 HapylleHHs (YHKLUHU I[e4eHU. B uccienoBaHuM y MALMEHTOK C ILUPPO30OM
NICYEHH U HapylIeHneM (QyHKIMH TIedyeHH Tshkesol crenenu (kinace C no kinaccuduxanuu Yaiina-
[Tet0) ormeueHo yBenmuuenue AUC u Tz Ha coorBercTBeHHO 95 % u 187 % oTHOcHUTENBHO
3JI0pOBBIX 10OpOBOIIbLEB. TakuM 00pa3oM, pH HAPYIIEHUH (PYHKIUH IT€YEHU TSHKENOH cTeneHn
y MalUEeHTOK C PAaKOM MOJIOYHOM >Kelie3bl 0KMJAEeTCs YBEIMYEHHE CUCTEMHOM SKCIO3ULMU
netpo3osia. OgHAKO, YUUTHIBAs, YTO y MALMEHTOK IMOJIy4aBLIUX JIETPO30Ja B Ao3ax 5-10 mr, He
O0TMEYaJIOCh YBEIMUCHHSI TOKCHYHOCTH, KOPPEKIHS T03BI B Cllyyae HapyIIeHUs (yHKIUU TICUYCHH
TSDKEJIOW CTENEHU He ONpaBAaHa, HEOOXOJMMO TIIATEIbHOE HAOIIOACHUE MALMEHTOK JaHHOM
KaTeropuu.

[To pesynpTaTam ABYX KOHTPOJIMPYEMBIX HMCCIEAOBAHUN Yy MAllMEHTOK C PACIPOCTPaHEHHBIM
paKkoM MOJIOYHOHW >KeJe3bl He OTMEUYEHO BIIMSHUS HApYHIeHHs (YHKIHU TMOYEeK (pacyeTHHIH
KiaupeHc kpeatnHuHa 20-50 Mu/MuH) WM HapyumieHMs (YHKIMH TEYEHM Ha KOHIIEHTPALUIO

JICTPO30.J1a.

IToka3zanus k NPUMECHCHUTIO

e Pannue craguum WHBAa3MBHOIO paka MOJIOYHOM JKEJE3bl, KJIETKH KOTOPOrO HMEIOT
peuenTopsl K TOPMOHAM, Y KEHIIMH B TOCTMEHOIAY3€, B KAUE€CTBE aIbIOBAHTHOMN TE€PaITHH.

e Pannue cTaguu MHBa3MBHOTO PaKka MOJOYHOM KeJIe3bl y JKEHIIMH B IOCTMEHOIIAY3€ MOCTe
3aBEpIICHUS] CTaHJAAPTHON aabIOBAaHTHOW TEpanmuu TaMOKCH(EHOM B TEYeHHE 5 JEeT B
Ka4ecTBE MMPOJICHHON aJbIOBAHTHON TEPAIHH.

e PacnpoctpaHeHHBIE TOPMOHO3aBUCHMBIE (POPMBI paka MOJIOYHOM Kelle3bl Yy JKEHIINH B
MOCTMEHOMAay3e (Teparnus NepBoi JIUHHUHN).

e PacnpoctpaneHHble ¢GOpMBI paka MOJOYHOM >KeNe3bl MPH Pa3BUTUU pELUINBA WU
MPOrpeccUpoBaHusl 3a00JE€BaHMs y JKEHIIMH B IOCTMEHOINay3e (E€CTECTBEHHOW WU
BBI3BAaHHOM HCKYCCTBEHHO), MOJTYYaBIINX MPEALIECTBYOLIY IO TEpaIuio

AHTHUICTPOrCHAMM.
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. e (B4 HOCTE 0003)
e TopmonozaBucumbiii HER-2 HerarusHblid paK Mbﬂg‘i%GhE XEE QEH VT>KGHHII/IH B

_NNEPTHOMY OTYETY

IIOCTMCHOIIAY3€ B Ka4CCTBC HeoaﬂLIOBaHTHOﬁ TEpalliui IIpU IIPOTHUBOIIOKA3aHUAX K
XUMHOTCpAIIUK KW OTCYTCTBUU HCOGXOI[I/IMOCTI/I B OKCTPCHHOM XUPYPrudcCKOM

BMEIIATCIILCTBCE.

IIporuBonokazanusi
e [loBbllmeHHass 4YyBCTBUTEIBHOCTh K JIETPO30JdYy WIHM JHOOOMY JpyromMy KOMIIOHEHTY
npernapara.
e ['OpMOHAJIBHBIN PEIPOLYKTUBHBIN CTaTyC, BKJIKOYas IIPEMEHOIIAY3Y.
e bepeMeHHOCTh, IEPUO IPYJHOTO BCKapMJIMBAHUS.

e Bo3spacr 10 18 ner.

C 0CTOPOKHOCTBHIO
Crenyer coOmoaaTh OCTOPOKHOCTh NMPU HpuMeHeHHH mnpenaparta Jletson® y mammeHToOK c
HapymeHneM (QpyHKIUM TedeHu Tspkenoi crernenu (kinace C mo kmaccudukanmu Yaitna-I1sro),

HapylieHueM GYHKIIUH MOYEK TSDKENION CTeneHn (KIMpeHC KpeaTnHrHa MeHee 10 Mit/MuH).

IIpumeHenne npu 6epeMEHHOCTH M B NIEPUO/ TPYIHOT0 BCKAPMJINBAHUS

IIpumenenue npenapama 6o epems bepemenHocmu

B uccnenoBaHusx y *KHMBOTHBIX JIETPO30J1 MPOJIEMOHCTPUPOBAI dSMOMO- U (PETOTOKCUYHOCTD, a
TaK)K€ TEpPATOTEHHBIE CBOMCTBA.

[TarueHTOK C COXpaHEHHBIM PENPOAYKTHBHBIM TMOTEHIMAIOM, B TOM 4YHUCJIE MAalMEHTOK B
NepUMEHONAay3aJIbHOM IE€pUOJie U B paHHEM IIOCTMEHOIAy3albHOM IEpUOJIE CIIEAYEeT
UH(POPMHUPOBATH O HEOOXOJMMOCTH a/I€KBAaTHOM KOHTPALETIIUH 10 YCTAHOBJIEHUS CTAaOUIBHOTO
IIOCTMEHONAY3aJIbHOT0 TOPMOHAJIBHOTO craryca. [IpuMeHeHne mpenapara B nepuoja IpyAHOIO
BCKapMJIMBaHUs MpOTHBOINOKa3aHo. CrenyeT MHPOPMHUPOBATH MAIMEHTKY O NOTEHIUAIbHOM

PUCKE NPUMCHCHHUA IPLCIiapaTta B IICPUO I'PYyJHOI0 BCKapMJIMBAHU .

Cnocod npuMeHeHus U 103bI

[IpemapaT npuHUMAIOT BHYTPh, HE3aBUCUMO OT MPUEMa MHIIH.

B cirydae mpormycka 10361 €e HEOOXOJAMMO MPHUHATH KaK MOXKHO paHbIIIe, €CITU BpeMs IpremMa
CJICAYIOICH JT03BI TPAKTHYECKH HACTYTIHIIO, 3a0BITYIO 103y CIIETyET MPOMYCTHTh U IMTOCIIEAYIOIHE
JI03BI TIpenapara clieyeT MPUHIUMATh B CTaHAapTHOE BpeMsi. HemomycTum npreM TBOWHOM O3B

npemnapara, T.K. MPCEBLINICHUC CYTOHHOﬁ J03bI 2,5 MI' IpUBOJUT K YCHJIICHUIO CHCTCMHBIX
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

OJIMH Pa3 B CYTKH, €KEIHEBHO, NIUTEIIHHO.

B kauecTBe agblOBaHTHON U MPOJJICHHOW aJbIOBAHTHOM TEPANUU JICUYEHUE CIIEYET MPOJOIKATh
B TEUEHHUE 5 JIeT UJIH 10 BO3HUKHOBEHHUS pelanBa 3a00sieBaHus (He 10JIbIIe 5 JeT).

VY nanueHToK ¢ METacTaTUYECKHM PAaKOM MOJIOYHOM KeJle3bl JIEUEHHUE CIIEAYET MPOAOIKATh A0
MOSIBJICHUS IPU3HAKOB MIPOIPECCUPOBAHUS 3a00JIEBAHUS.

B HeoaabioBaHTHOM (HpeONepalliOHHOM) TIepuojie lieueHue mpenapatom Jlerson®

cienyer
MIPOJIOJKATh B TeueHue 4-8 MecsueB Ui JOCTHUKEHUS ONTUMAIbHOTO COKPAILEHUS pa3MEpPOB
onyxosu. IIpm OTCyTCTBMM aJeKBaTHOTO OTBETA OIYXOJW JIEYEHUE IIPEenaparoM CleayeT
IIPEKPATUTD C MOCIEAYIOIMM XUPYPrU4eCKUM JICYEHUEM MIIM PACCMOTPETh BOIIPOC O IPYyroM
BH/IC JICUCHHS.

Tayuenmxu ¢ HapyweHuem QyHKyuU nevenu

[Tpu Hapymenusx (GyHKIMH [EYEHH JIETKONM M CpelHEH CTENeHU TSHKECTH KOPPEKIUH 03Bl

® me Tpebyercs (knacc A wm B o knaccuduxamun Yaitna-TIsio). JaHHBIX 0

npenapara Jlerson
IPUMEHEHUU y MAalMEeHTOK C HapylleHHeM (pyHKUIMU MedeHH Tskenol creneHu (kimacc C 1o
knaccupukanuu Yaina-I11pr0) HeJOCTaTOUHO, B CBA3M C Ye€M NPUMEHEHHUE IpenapaTta y TaKHX
HalMEeHTOK CJIeIyeT MPOBOAMTH O] THIATEIbHBIM KOHTPOJIEM Bpaya.

Tayuenmku ¢ napywienuem QyHkyuu novex

[Tpu Hapymenun (yHKIUU TMOYeK (KIUpeHC KpeaTMHWHa > 10 MIJI/MUH) KOPPEKIHMH 03Bl
npenapata He TpeOyercs. J[aHHBIX O MPUMEHEHUH Y NAalMEHTOK C KIMPEHCOM KpeaTHHHHA
<10 mM/MHUH HEAOCTATOYHO.

Ilayuenmxu 6 8ozpacme > 65 n1em

V NmanueHToK MOKUIIOro BO3pacTa KOppeKIus 1035l mpenapata Jlerson® ne Tpebyercs.

IToOouHoOe AeiicTBHE

Pe3zome oanunvix no bezonacnocmu

B kimMHMUYeCKMX MCCIEIOBaHUSX OTMEUEHA B I[EJIOM XOpollas MEPEeHOCUMOCTh Mpernapara, Kak
MIpU IPUMEHEHHUH B IEPBOM U BTOPOU JIMHUSX T€PANUU Y NAIMEHTOK C paCIpOCTPAaHEHHBIM PAKOM
MOJIOYHOM KeJIe3bl, TaK U y MAIUEHTOK C PaHHEH CTaJauell HHBA3WBHOTO paKka MOJIOYHOM JKeJIE€3bl
B Ka4eCTBE aJbIOBAHTHOW TEpalMd W MPOJJICHHOW aIbIOBAaHTHOW TEPANMH TOCIE OKOHYAHUS
Tepanuu Tamokcudenom. Hexenarenburpie peakuuu (HP) orMeueHsl mpuMepHO y OJHOU TpeTu
MAIMEHTOK, MOTYYaBIIUX MpenapaT Mpu METaCTaTUUECKUX (HhopMax paka MOJIOYHOH KeJe3bl U B
KauecTBE HEabIOBAHTHON Tepamnuu, MpuMepHO y 81 % ManmeHToK ¢ pacpoCcTpaHEHHBIM PaKoM

MOJIOYHOM ’keje3bl (Kak B rpyIme MpUMEHEHUs JIETPo30ja, Tak U B Ipymnne tTaMokcudena), 87-
7
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88 % mnanMeHTOK, MOJNYYaBHIUX MOCIETYIOIIYIO Tepgﬁhl}ojgﬂﬁp%f[g%h CIb 0003}

COOTBETCTBYET ZKCNEPTHOMY OTUETY

UCCIICIOBAaHUI C MEIUAHON MPOJOJDKUTENLHOCTH Tepanmuu 60 mecsueB, u npumeprHo y 80 %
NAUEHTOK B KJIMHUYECKUX UCCIEA0BAHUAX, OIYYaBIINX IPOJIEHHYIO aIbIOBAaHTHYIO TEPAIIUIO
(HP ormedenbl kak B Trpynme JeTpo3osia, Tak W B TIpylne Iuianebo ¢ MeauaHoi
MIPOJIOJDKUTENbHOCTH Teparuu 60 Mmecsien). B memnom, 3aperucrpupoBannbie HP Hocunu ciabo
WIM YMEPEHHO BBIPAXCHHBIH XapakTep, NPU 3TOM MHOTHE M3 HHUX OBbUIM acCOLMMPOBAHBI C
[10JIaBJICHUEM CHHTE3a 3CTPOI€HOB.

HaubGonee wuacro Berpewaromumucs HP B KIMHMYECKMX — HMCCIEIOBaHUSAX  OBLIM:
MPUCTYNOOOpa3HbIE OIIYIICHUS Xapa (IPUIUBBI»), apTPAIrHs, TOIIHOTA W TOBBIIICHHAS
yromssieMocts. Muorue HP  Moryr sBuATbCs  cTaHZApTHBRIMH — (PapMaKOJIOTHUECKUMHU
NOCJIEACTBUSIMU T10/IaBJIEHUSI CHUHTE3a CTPOTE€HOB (HAIpUMeEp, MPUCTYNOOOpa3HbIe OLIYIIEHUS
kKapa (KIPUIKUBbBLY), AlOTEIHs, BIAraJUuIIHOE KPOBOTEUEHNUE).

Hexenatenbubie nekapctBeHHble peakiuu (HJIP), 3apeructpupoBaHHble B KIMHUYECKHX
MCCJIEIOBAHMSIX U NIPU IPUMEHEHHH NIpernapaTa B IOCTPErUCTPALMOHHOM MIEPUO/IE, IEPEUNCIICHBI
HUKE B COOTBETCTBUU C YACTOTOM BCTPEYAEMOCTH.

YacToTa BCTpEUaeMOCTH OIICHUBAJIACh CIICAYIOIIUM 00pa3oM: «o4eHb yacto» - > 1/10, «gactoy -
>1/100, zo < 1/10, «megacTo» - > 1/1000, no < 1/100, «peaxo» - > 1/10 000, vo < 1/1000, «oucHb
penko» - < 1/10 000, ywacrora HeusBecTHa (Ha OCHOBAHMHM HMMEIOIIMXCS JaHHBIX OLCHHUTH
HEBO3MOXKHO). B mpenemax kaxmod vactoTrHoW kareropuu HP pacnpenenensl B mopsake
YMEHBUIEHUS 4YaCTOThl BCTPEYAEMOCTH.

Hngpexyuonnvie u napasumaphule 3a601e6anus: He4aCTO — MH(MEKIIMN MOYEBBIBOISAIINX ITyTEH.
Jobpokxauecmeennvle, 310KkauecmeeHHble U HeYMOYHEeHHble HO800OPA308aHUS (6KIIOUAA KUCTb U
nonUNbl): HEIACTO — 60Jb B 06IACTU OIYXOIH .

Hapywenus co cmoponsl Kposu u tumgpamuieckoi cucmemyl. HE4aCTO — JICHKOTIEHHS.
Hapywenus co cmoponbl UMMYHHOU cucmemvl. YacTOTa HEU3BECTHA — aHa(UIaKTHYECKHUe
peakuuu.

Hapywenus co cmoponsl obmena eewjecmeé u numaHusi: 0O4€Hb 4acTO — TUIIEPXOJIECTEPUHEMUS,
YaCTO — CHI)KEHUE aIlleTUTA, MOBBIIIICHUE alleTUTA.

Hapywenusa ncuxuku: 4acTo — JAETPecCUsi; HEYaCTO — TPEBOXKHOCTH (BKJIOYash HEPBO3HOCTH),
pa3apaKUTENbHOCTD.

Hapywenus co cmoponul nepsHotl cucmempl. 4aCTO — FoJI0BHAasI 00J1b, TOJIOBOKPY>KEHUE, BEPTUTO;
HEYacTO — COHJIUBOCTb, OECCOHHHMIIA, HAapyLIEHHE MaMSATH, HapyIIeHHE YyBCTBUTEIbHOCTU
(BKJIIOUAsl MApPECTE3HI0, TUIECTE3MI0), TUCTEB3Us, HApYyIIEHHE MO3TOBOIO KpOBOOOpPAIIEHHUS,

CUHAPOM 3aIlsICTHOT'O KaHaJia.
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(MOC B4 HOCTE 0003
Hapywenuss co cmopomnsr opeana 3penus: He‘IaCTOI_I '—"lgijcm I’J;Er{#aglﬂpa%eﬁne“ﬂnas,

«3aTYMaHUBaHUE» 3PCHUSL.

Hapywenusa co cmoponvl cepoya: 4acTo — OIIyIIEHHE CepALEONEHUs, HeUYacTo - TaXUKapaus,
UIIEMUYECKUE SBJICHUSI CO CTOPOHBI cep/a (BKJIOYasl BICPBbIC BBISIBICHHYIO MM YXYALICHHE
TEYECHUS  HMMCIOLICHCS  CTCHOKApIWHM, CTCHOKapIuIo, TPEeOYIOIIYId  XUPYPrHYECKOTO
BMEIIATENLCTBA, MH(PAPKT MUOKAP/A, HILIEMHIO MUOKap/a).

Hapywenus co cmopoHbl cocy0og: OY€Hb YacTo — MPHUCTYNOOOpa3HbIe OUIYIICHHUS XKapa
(«TIpUIIMBBI»); YacTO — IIOBBIIICHUE apTEPHAIBHOIO JAaBJICHHUS; HEYacTo — TpomOodieouT
(Bxirouass TpoMOO(DIEOUT TMOBEPXHOCTHBIX M TIIYOOKHMX BEH); PEIKO — 3MOOJHUS JIETOYHOU
aprepuu, TpoM003 apTepuii, HHPAPKT rOJIOBHOTO MO3Ta.

Hapywenus co cmopoHvl 0biXxamenbHOU CUCHeEMbl, OP2AHO8 2PYOHOU KIEeMKU U CPeOOCMEeHUL:
HEYaCTO — OJIBIIIKA, KAIIEJb.

Hapywenus co cmoponbl siceny0ouHo-KuueuHo20 mpakma: 4acTo — TOITHOTA, PBOTA, JIUCIICTICHS,
3arop, nuapes, 00Ju B )KUBOTE; HEUYACTO — CTOMATHT, CyXOCTb BO PTY.

Hapywenus co cmopoHuvl newenu u iceniesvbl8o0sauux nymeti. He4acTo — MOBBIIIEHUE aKTHUBHOCTH
«IEYCHOYHBIX» (DEPMEHTOB, TUIIEPOMIINPYOHHEMHUS, KENTYXa; OUCHb PEIAKO — IeIaTHuT.
Hapywenus co cmoponst Kodicu u NOOKOICHbIX MKAHell: 0Y€Hb YacTO — THIEPTHIIPO3; YacTo —
QJIOTeNHs, CYyXOCTh KOXXH, KOXHAas ChIlb (BKJIIOYAs J3PUTEMATO3HYIO, MaKyJIOMamyJe3Hyro,
NICOPUATUYECKYI0 M BE3UKYJC3HYIO ChIlb); HEYACTO — KOXKHBIH 3yJ, KpalWBHHIEA; YacTOTa
HEU3BECTHA — AHTHMOHEBPOTHUYECKHI oTek, cuHiapoM Jlaiienna (TOKcHYECKUU SmuAepMaTbHBIN
Hekponu3), cuHapoM CrtuBeHca-/[)KOHCOHA (3I0KayecTBeHHasl MOIMMOp(HAsS IKCCynaTUBHAS
pUTEMA).

Hapywenus co cmoponvl mbluleuHol, CKelemHol U COeOUHUMENbHOU MKAHU. OYeHb 4acTo —
apTpairus; 4acTo — MUANTHUs, OOJb B KOCTSAX, OCTEOMOPO3, MEPEIOMbI KOCTEH, apTpuT, 00JIb B
CIIMHE, HEYAcTO — TEHAWHHT, BKJIIOYas TEHOCHHOBUT; PEIKO — pPa3pbiB CYXOXKUJIHS; 4acTOTa
HEM3BECTHA — CHHJIPOM «IIIETKAIOIETO» MajblIa.

Hapywenus co cmopoHbl nouex u Mouegbleo0suux nymeli: He4acTo — MOJUTAKHypHsl.
Hapywenue co cmoponvi nonoguix o0peano8 U MONOYHBIX Jicesie3: YacTO — BardHaJIbHOE
KPOBOTEUYEHHE; HEYaCTO — BBIACIICHUSI W3 BIarajuiia, CyXOCTh BYJBBBI U BIarajiuiia, 0Olib B
MOJIOYHBIX JKeJe3ax.

Obwue paccmpoticmeéa u HapyuieHus 6 Mecme 66edeHusi. O4YeHb YacTO — TOBBIIICHHAS
YTOMJISIEMOCTS (BKJIFOYAst aCTEHUIO U OIIYIICHNE HETOMOTaHMsl ); 4acTo — nepudepudeckue OTekH,
00Jb B TPYAHON KIIETKE; HEUACTO — T€HEPATM30BAHHBINA OTEK, JIMXOPAOKA, CYXOCTh CIU3UCTBIX

000J1049€K, ONTYIIEHUE KAXKIBI.
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(NnQc OBA HOCTEL 0003
Jlabopamopnvie u uncmpymeHmanvHvle OaHHbIE: qaCTo-UVBMe'M&Iﬁ Teng;"}reqaCT'o =

YMCHBIICHUEC MACCHI TCJIA.

*. MOOOYHBIE PCaKlu, BbIABICHHBIC B METACTATUUCCKOM IICPHUOJIC.

Tpaesz, UHMOKCcUKayuu u OCJI0HCHEHUA MaHunyﬂ}zumZ: 4aCcTO — INNaJICHHUEC (B HEKOTOPLIX ClIydasax
naacHue ABJIAJIOCH CICACTBUEM APYIrUX HEXKEIATCIbHBIX SIBIICHUI (H}I), TaKuX KakK

rOJIOBOKPY>KEHHUE U BEPTUTO).

OmoenvHvle n0OOYHbIE peaKyuu

Ilobounvle peakyuu co cmopoHuvl cepoya

JononHuTenpHO K BhlLenepeurcieHHbM HS mnpu aabroBaHTHOM Tepanuu MOpenapaTrom
JETPO30JIOM M TaMOKCH(EHOM COOTBETCTBEHHO OTMEYeHbl cueayromme HS (memmana
OPOJOKUTEIFHOCTH  Tepamuu 5  JIeT): CTeHOKapaus, TpeOyromias XHpPypravyeckoro
BmemarensctBa (1,0 % u 1,0 %), octpas cepaeunas nemocratounocts (1,1 % u 0,6 %),
NOBBILIECHUE apTepuanpHoro gasienus (5,6 % u 5,7 %), ocrpoe HapylleHHE MO3rOBOIO
KPOBOOOpaIeHUs/Tpexoisias uiemudeckas araka (2,1 % u 1,9 %).

[Tpu npoasieHHON abIOBAaHTHOM TepaNuy JIETPO30JI0M B TE€UCHHUH 5 JIET B CPABHEHUHU C Tepanuen
mianebo B Te4YeHHWE 3 JIeT COOTBETCTBEHHO OTMevanuch ciuenyromme HS: creHokapmus,
Tpebyromas xupypruueckoro Bmeniarenscra (0,8 % u 0,6 %); umemudeckast 60J1€3Hb cepalla,
BKJTIOYAsl BIIEPBBIE BBISIBJICHHYIO WM YXYAIICHHE TeueHHs nMeromierics crenokapanu (1,4 % u
1,0 %); uadapkr muokapaa (1,0 % u 0,7 %); Tpomb603MO0IUUECKHE SIBICHHUS CO CTATUCTHUECKU
3HaunMmoil pasuuuei (0,9 % wu 0,3 %); HHCYNBT/TpaH3UTOpPHAs HIIEMHYECKas araka co
CTaTHUCTUYCCKH 3HaunMou pasuuneit (1,5 % u 0,8 %).

Tlobounvle peakyuu co CMoOPOHblI KOCMHO-MbIULEYHOU CUCTHEMbL U COCOUHUNENbHOU MKAHU

[Tpu mpojuleHHON aabIOBAHTHOW TEpanuu JETPO30JIOM B TEUEHHE S5 JIeT MO CPaBHEHUIO C
MalMeHTKaMH, TOJYy4YaBIIMMH TuTaledo B TeueHue 3 JieT, OTMEUYeHa 3HAYUTeNbHO OOoJblias
4acTOTa BO3HUKHOBEHHS niepesiomoB 10,4 % u 5,8 % cooTBeTCcTBEHHO MK ocTeonopo3a 12,2 % u
6.4 % CcOOTBETCTBEHHO.

Ecnu nrobvie uz ykazauuwvix 6 uHCmpykyuu noboyHvlx 3¢ghexmos ycyeyonaromes, uiu Boi
3amemunu n00vle Opyeue nobouHvle 3¢hghexmul, He YKA3AHHble 8 UHCMPYKYUU, COoOujume 00

Imom epauy.

Ilepeno3upoBka
HmeroTcss oTnenbHBIE COOOIIEHUS O Ciayyasx IMepelo3upoBKU JieTpo3onoM. Kakue-nmu6o
cneumbnqecm/le MCTOJBI JICYCHUA MEPCAO3UPOBKHU HEU3BCCTHEI. IToka3ana cuMITroMaTHyeckass i

noaacp KuBaromas Teparus. HeTposon BBIBOJUTCA U3 IJIa3Mbl KPOBU ITOCPEACTBOM IreMoJrain3a.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 21.11.2024 N= 25759

(NOCNEQCBATENEHOCTE 0003)

B3aumopeiicTBHe ¢ APYTUMHU JIEKAPCTBEHHBIMH CPeACTBAMH

JleTpo3os MeTaboMM3UPyETCsI MPEUMYIIIECTBEHHO B TedeHH ¢ yuactruem u3odepmentos CYP3A4
u CYP2A6 mutoxpoma P450. Takum oOpa3om, Ha CHUCTEMHOE BBIBEIICHHE JIETPO30Ja MOTYT
OKa3bIBaTh BIMSHUE JIEKAPCTBEHHBIE MPENapaThl, BO3ACHCTBYIOIINE HA TaHHbIE U30()EPMEHTHI.
MeTtabonm3m JieTpo3ona Maio yyBcTBuTeNeH K n3odepmenty CYP3A4, T.x. HACBIIIICHUE JAHHOTO
dbepMeHTa TIPOUCXOAWT TOJILKO MpPH KOHIEHTPAllMU JIETPO30ja B IUia3Me KpoBH, B 150 pas
MPEBBIIIAIONICH €r0 KOHIEHTPALUIO B PABHOBECHOM COCTOSIHUU IIPU MPUMEHEHUHU IpernapaTta B
CTaHJIapTHON KIMHUYECKON CUTYaIUH.

Jlekxapcmeennvie npenapamvl, npugOOAWUE K NOGLIUEHUIO KOHYEHMpayuu J1empo3ona 6
CbIBOPOMKE KPOBU

Huruburtopsl uzopepmentoB CYP3A4 u CYP2A6 criocoOHbI yrHETaTh META0OIU3M JIETPO30J1a,
TE€M CaMbIM MOBBIIIAS €T0 KOHIEHTPALUIO B CHIBOPOTKE KpoBU. OJTHOBpEMEHHOE MPUMEHEHUE
MOIIHBIX HWHTUOMTOPOB HaHHBIX wu30(epmenTtoB (mus wm3opepmenta CYP3A4  TakoBbIMH
SIBIISTIOTCSI, HAIIPUMEDP, KETOKOHA30J1, HTPAKOHA30JI, BOPUKOHA30JI, PUTOHABUD, KJIAPUTPOMULINH H
tenutpomMuiivg; Ui n3opepmenta CYP2A6 - meTokcaneH) MOXKET MPUBECTH K YBEIHUEHUIO
9KCMO3ULMU JeTpo3onia. Heobxoaumo coOmogaTh OCTOPOXKHOCTH MPU  OJHOBPEMEHHOM
NPUMEHEHHH JIETPO30J1a 1 MOITHBIX HHTHONTOpOB H3odepmentoB CYP3A4 u CYP2A6.
Jlekxapcmeennvie npenapamvl, npugodAwue K CHUNCEHUIO KOHYEHmMpAayuu J1empo3ond 8
Cbl8OPOMKeE KPOBU

Nunyxropsl nzopepmentoB CYP3A4 u CYP2A6 criocoOHbI MOBBIIATh META00JIN3M JIETPO30Ia,
TEM CaMbIM CHIDKAasi €ro KOHIEHTPAIMIO B CBIBOPOTKE KpoBH. OJHOBPEMEHHOE NMPHMEHEHHE
UHIYKTOPOB JaHHBIX u30(epmenToB (mns uzopepmenta CYP3A4 TakoBBIMH SIBISIOTCH,
Hanpumep,  (QeHuTouH,  pudamnuLuH,  KapOamazenuH,  (¢eHoOapOutan,  3BepoOoii
HPOJIBIPSBICHHBIN) MOXET MPUBECTH K CHMIKEHHIO SKCIIO3MIUH JIETPO30Ja; Ui n3odepMeHTa
CYP2A6 — WHIyKTOpHI HEU3BECTHBHI.

OnHoBpeMEHHOE TIpUMEHEHUE JieTpo3oja (B mo3e 2,5 Mr) u tamokcudena B moze 20 mr/cyt
IPUBOJIUT K CHUKEHHIO KOHIIEHTPALIMH JIETPO30Jja B CBIBOPOTKE B CpeHeM Ha 38 %.

B xiIMHHUYECKMX HCCIIEOBAaHUAX NMPH MPUMEHEHUHU JIETPO30ja BO BTOPOHM JMHUU TEparuu JJis
JICUYSHHsI paKa MOJIOYHOM JKeJe3bl He OTMEYCHO YBEIWYCHHS TEPaneBTHUECKOTO dPdeKTa H
4acTOThl BO3HUKHOBeHUs1 HP neTpo3ona nmpu ero mpuMeHeHHH HENMOCPEICTBEHHO TOCIe MpHeMa
TaMoKcr(peHa. MexaHu3M JJaHHOTO JIEKAPCTBEHHOT'O B3aUMO/IEHCTBHSI HEU3BECTEH.

Bruanue nemposona Ha KOHYEHMpAayuio 6 CblBOPOMKe KpPOBU OOHOBDEMEHHO NPUMEHAEMbIX

npenapamos

11
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In vitro nerposon uarubupyer usopepment CYP2A6 uﬂ%%ﬂr@%@ﬁﬁ[ %@ﬁo%c&aéﬁﬁem

CYP2C19, knuandeckoe 3HaUCHUE TAaHHOTO SBJICHUS HE yCTaHOBJIeHO. HeoOxoammo cobmroaarh
OCTOPOXHOCTh MPHU OJHOBPEMEHHOM MPHUMEHECHUU JIETPO30Jia M JICKAPCTBEHHBIX IMPEMapaToB C
Y3KHUM TEpareBTUYECKUM HHJIEKCOM, BBEACHHE KOTOPBIX 3aBUCHUT MPEUMYIIECTBEHHO OT
nzodepmenta CYP2C19 (manpumep, GeHUTOWH, KIOMUAOrpe). B 1aHHBIIT MOMEHT CyOCTpaThl
uzopepmerta CYP2A6 ¢ y3kuM TepaneBTUYECKHM WHIEKCOM HEU3BECTHBHI.

[Tpr 0THOBPEMEHHOM MPUMEHEHHH JIETPO30Jia ¢ [IMMETUINHOM (M3BECTHBIM HeCTeU()UIECKUM
uaruouTopom wuszopepmentoB CYP2C19 u CYP3A4) u BapdapuHOM (4yBCTBUTEIHHBIM
cyoctpatom m3odepmenta CYP2C9 ¢ y3kuM TepanmeBTHUECKHUM HMHJEKCOM, 3a4acTylo
MPUMEHSIEMBIN y TAIUEHTOK, TOTYYAIONINX JISTPO30J1) KIMHHYECKHA 3HAYUMBIX B3aUMOICHCTBUN

HEC BBISIBJICHO.

Oco0ble yka3anus

Hapywenue ¢ynxyuu novex

HeTt naHHBIX 0 IPUMEHEHUH JIETPO30J1a Y MAIMEHTOK C KIIMPEHCOM KpeaTHHuHA MeHee 10 Mii/MuH.
Ilepen HawanoM npuMeHeHus npemapata Jlerson®™ y Takux HalMEHTOK CleayeT TIIATEIbHO
OILICHUTH OTHOIIEHHUE OKUAEMOM MOJIB3bl K BO3MOKHOMY PHCKY.

Hapywenue ¢ynxyuu nevenu

VY nanueHToK ¢ HapymieHrneM (pyHKIUHU rmeueHu Tsokenon creneHu (kiace C mo kinaccudukanum
Yaiina-I1pt0) cucreMHasi SKCIO3UIUS JIETPO30Jda M TEPMUHATBHBIA TMEPHOJ| MOTyBBIBEICHUS
IpUMEpHO B 2 pa3a MPEBHINIAIOT JaHHBIE MOKa3aTelu Y 3J0POBBIX JTOOPOBOMBIEB. B cBs3u C
BBIIIIECKA3aHHBIM CJIEYET TIIATEeIbHO HA0JI01aTh NAlUEHTOK JaHHON KaTeropHH.

Bausnue na xocmuyrto mkamo

Cyl1ecTBYIOT JJaHHBIE O PAa3BUTUM OCTEONOPO3a M/MIM BO3HHMKHOBEHUH IEPEIOMOB KOCTEH BO
BpeMs IpUMEHEeHUs JieTpo3ona (cM. «Ilo6ouHbIe peakliuy cO CTOPOHBI MBIIIIEYHOHN, CKEJIETHON U
COCIMHUTEIILHON TKaHW»), B CBSI3U C YEM PEKOMEHAYEeTCs TIIATENbHbIA KOHTPOJIb COCTOSHUS
KOCTHOW TKaHU B T€UEHHUE BCETO Mepuo/ia IPUMEHEHHUs Ipenapara.

Tenounum u paspuié CyxoxHcunusl

MoryT BO3HUKHYTh TEHIMHUT U Pa3pbIBBI CYXOXKHIUH (cM. pasaen [lobounoe Oeticmaue).
TmarenbHoe HaOMIOAEHHE 3a TMAllMEHTaMH W COOTBETCTBYIOILEE JieueHue (Hampumep,
MMMOOMIN3AIINS ) JOJDKHBI OBITh TPEANPUHATHI JJIs TOPAKEHHOTO CYXOXKUITHSI.

T'opmonanvuvii cmamyc

VYV manueHToK ¢ HEyTOUHEHHBIM TOPMOHAIIBHBIM CTaTyCOM NEpe]l HauajioM Teparnuu MpenapaTroM

cnenyer omnpeaenuts KoHueHtpauuto JIIL, OCI' w/umm sctpanuona. Ilpumenenue npenapara
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ot 21.11.2024 N= 25753

inoc OBL HOC TR 0003
BO3MOHO TOJIBKO Yy TMAIMEHTOK C TOATBEP! ,Z[CHHLIND 'CTa%%gB'H 'IMT%HT\LIEHO V32 15HBIM

COOTBETCTBYET ZKCNEPTHOMY OTUETY

TOPMOHAJIBHBIM CTaTyCOM.

DepmunbHocmo

DapMaKoJIOrH4eCKUM CJIEeICTBUEM MPUMEHEHUs IMpernapara sBIsieTCs yMEHbIIEHUE CEeKpeluu
ACTPOreHa MOCPEICTBOM MHTHOUPOBAHUS apoMaTas3bl. Y MAIlMEHTOK B MPEMEHOIay3¢ BO3ZMOKHO
OTBETHOE YBEIUYCHUE KOHIICHTPALMH TOHAAOTpOnHbIX ropmoHoB (JII, ®CT). YBenuuenue
koH1eHTpanuu OCI" B cBOIO 0uepeib MOKET CTUMYJIUPOBATH POCT POJUTHKYJIIOB U MHAYIIUPOBATH
oBynsinuio. Takum oOpa3oM, CYIIECTBYEeT MOTEHIMAIbHAs BO3MOXKHOCTb HACTYIUICHUS
OepeMeHHOCTH y MallMeHTOK B IIEPUMEHOIay3ajIbHOM U paHHEM MOCTMEHOIay3aIbHOM MEPHOJE.
B Takux cnydasx cieayer MCHOJIb30BaTh HAJEKHBIE METOJbI KOHTPAIEHIIUU IO YCTAHOBJICHUS

CTa0MIBLHOTO MMOCTMCHOIIAY3aJIbHOT'O TOPMOHAJIBHOI'O CTaTyCa y JTaHHOM KaTeropmu nanucHTOK.

BinsiHue HA COCOOHOCTH YNPABJISITH TPAHCIIOPTHBIMH CPEJACTBAMH, MeXaHU3MAMU
Hekortopsie mobounbie 3G ekt mpemapaTa, Takue Kak oomas ciaboCTh, TOJIOBOKPYKCHHE U
COHJIMBOCTb, MOI'YT BJIUATHL Ha CHOCO6HOCTI> BBITIOJTHEHUA ITOTCHIMAJIBHO OIIaCHBIX BUIOB
NESITeIbHOCTH, TPEOYIONIMX KOHIIEHTPAIIMA BHUMAHUS U OBICTPOTHI ICHXOMOTOPHBIX PEaKITUA.

B a710i1 cBs3M ciieyeT co0a0aaTh OCTOPOXKHOCTD MIPH YIIPABJICHUH TPAHCIIOPTHBIMH CPEICTBAMU
U MEXaHu3MaMu. HpI/I MHOSBJIICHUU OIIMCAHHBLIX HEXKEIIATEIbHEIX SIBICHUN CJICAYCT BO3ACPIKATLCA

OT BBINTIOJITHCHHA YKAa3aHHBIX BUAOB JCATCIbHOCTH.

dopMa BbINIYCKa

TabneTKu, MOKPHITHIE MIIEHOYHOW 0007I04YKOi, 2,5 MT.

Mo 7 wm 10 Tabnerok B 6nucrepe Al/Al wim B 6iucrepe Triplex-Al.

[To 4 6nuctepa 1o 7 TabNETOK C MHCTPYKIIMEH 110 MPUMEHEHUIO B MaYKe U3 KapTOHA.

ITo 3 unu 6 GmucTepoB 1o 10 TabIeTOK ¢ MHCTPYKIIUEH 10 MPUMEHEHHIO B MMAYKe U3 KapTOHA.
IIpu ynaxosxe na OO0 « MAKH3-PAPMA», Poccua

ITo 4 6nuctepa no 7 TabNeTOK BMECTE ¢ MHCTPYKIMEN IO IPUMEHEHHUIO B TAUKe U3 KapTOHA.

[To 3 wnu 6 6muctepoB no 10 TabreTok BMeCTe ¢ MHCTPYKIMEH MO MPUMEHEHUIO B Mayke W3

KapTOHa.
YciaoBus XxpaHeHUs

[Tpu Temneparype He Boie 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETE MECTE.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 21.11.2024 N= 25753

(NOCNEQCBATENEHOCTE 0003)

Cpox rogHocTu

3 rozxa.

He ncnons3oBaTh 10 UCTEUCHUH CpOKa roAHOCTH, YKAa3aHHOI'O Ha YIIAKOBKC.

YcaoBus oTnycka

OTIyCKaloT MO peLernTy.

MPOU3BOAUTEJb/®ACOBLHIUK

Xemepo Jlaoc JTumumeo,

FOnut — VI, yu. Ne 410 u 411, TCUUK ®opmymsiimn CO3, [lonenamm Bunnamk, Jxanuepna
Mamnpan, paiion Maxabyonarap, Tenanrana, 509301, Maaus

YIHAKOBHIUK

Xemepo Jlaoc JTumumeo,

FOnut — VI, yu. Ne 410 u 411, TCUUK ®opmymsiimn CO3, [lonenamm Bunnamk, Jxanuepna
Mamnpan, paiion Maxabyonarap, Tenanrana, 509301, Maaust

u/unm

000 «MAKHU3-DAPMA», Poccus

109029, r. MockBa, ABTOMOOUIIBHBIN TIPOE3I, 1. 6, CTP. 5

Anpec MecTa MpOU3BOACTBA!

109029, r. MockBa, ABTOMOOUIIBHBIN TIPOE3 I, 1. 6, cTp. 4, cTp. 6, cTp. 8

OPTAHU3ALUA, IPUHUMAIOLIASA TPETEH3UU

Mockosckoe npedcmasumenvcmeo Komnanuu «Xemepo Jlabce Jlumumeoy, Hnous
109029, r. MockBa, ABTOMOOWJIBHBIN MPOE3, 1. 6, CTp. 5
Ten.: +7 (495) 981-00-88

e-mail: DrugSafety-Russia@hetero.com
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