COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 22.04.2025 N2 10717

WHCTPYKLS NOCNEOOBATENEHOCTE 0002)

[10 MEUIITMHCKOMY IMPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
[MTA®TOPH®

PerncrpanuoHHblii HOMep:

Toprosoe naumenopanue: [IIAGTOPH®

Me:kayHapoaHOe HeIATEHTOBAHHOE MJIH I'PYNIIUPOBOYHOE HAMMEHOBAHME: YBEPOIHMYC
JlekapcTBeHHas popma: TabICTKH

Cocras

1 TabreTKa COEPIKUT:

/Jleiicmeyrouiee seutecmeo:

Jlosupoexa 2,5 me: 3BepoIUMycC 2,5 MT;

Losupoeka 5 me: 3BEPOIUMYC 5 MT;

Jozuposxa 10 me: 3Beponumyc 10 mr.

Bcnomozamenvnoie eeuwecmea: MaHHHUTOJI, KPOCIIOBHUJIOH, MarHus cTeapar,
OYTHIITUAPOKCUTOIYOII.

Onucanue

Jo3zupoexu 2,5 m2, 5 me, 10 m2

Kpyribie TBOSKOBBITYKIIBIE TAOJIETKH, OT O€I0T0 0 OCIIOTO C KEJITOBATHIM OTTCHKOM I[BETA.
dapmakoTepaneBTH4YecKasi  T[PyINNa: MPOTHUBOOMYXOJEBbIE  CPEICTBA;  HHTUOUTOPHI
MPOTEUHKNHA3; UHTHOUTOPHI KuHA3bl mMTOR (MulieHp panamMuiiiHa y MICKOIUTAIOIINX )

Kox ATX: LO1EGO02

DapMaKoJIOrHYecKue CBOMCTBA

Mexanusm oelicmeus

OBeponuMyc SBISETCS W30UpATENbHBIM HWHTHOMTOPOM CEepUH-TPeOHMHOBOM KuHa3el mTOR
(MMILIEHb panaMULMHA y MJIEKONUTAIOMIMX) CHeUM(PUUECKH BO3JIECHCTBYIOIIMM Ha KOMIUIEKC
mTORCI1, curnan-npeo6pasyromeii mMTOR-kuHA361 W PEryiasTOPHOTO raptor-mpoTenHa
(regulatory associated protein of mTOR). DBeponumyc NposBISET CBOK AKTUBHOCTH 3a CUET
BbICOKOA()(PUHHOTO B3aMMOJEHCTBHS C BHYTPUKJIETOUHBIM pelenTopHeiM Oenkom FKBP12.
Kommiekc FKBP12-3Beponumyc cBsizbiBaercsi ¢ mTORCI, uHrubupys ero crnocoOHOCTh K
nepenade curHasioB. mTOR sBiseTcs KIFOYEBOW CEPUH-TPEOHMHOBOM KWHA30M, WTparolIen
LHEHTPAJIbHYIO POJb B PEryJslUd KJIETOYHOTO pOCTa, Mponudepanud U BbDKUBAEMOCTH.
Perynsauusa curnanbHoro nyru mTORCI sBisieTcss ClIOXKHBIM NPOLIECCOM, 3aBUCSIIUM OT
MUTOTEHOB, (aKTOPOB pPOCTa, JHEPIeTUYECKOM COCTABISIIOIIEH M TMHUTATEIbHBIX BEIIECTB.

Kommiekc mTORCI1 sBasieTcst BaxXHEUIIUM PEryasaTOpoM CHUHTe3a Oelika B AUCTAIBbHOM 4acTh
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PI3K/AKT-3aBucumMoro  kackamga, peryJIsIys KOTI(:)IBIO_{":O' 5‘:&&5”“‘3’ Y '6 TII)'IHPIHCTBC

3JI0KAQUECTBEHHBIX OITYXOJIEH YeNoBeKa, a TAaKKe MPH I'eHETHYECKUX 3a00JIeBaHUSIX, TAKUX Kak
TyOEpO3HBIN CKIIEPO3.

CurnanpHas ¢(yakmuss mTORC1 peanmmsyercs depe3 MopyiaupoBaHue ¢GochopuimpoBaHuUs
TUCTANBbHBIX 3¢ (HEKTOpoB, M3 KOTOPBIX HauOoliee IMOJIHO OXapaKTEPU30BAHBI PEryISITOPHI
TPaHCIALMU: KHHa3a pubdocomanbHoro Oenka S6 (S6K1) m daxTop MHHUIMAUN 3yKapHUOTHBIX
KJeTokK, 4E-csa3piBaronuii 6enok (4E-BP1). Hapymenue ¢pynkuun S6K1 n 4E-BP1 Bcneacreue
uaruoupoBanrsi mTORCI1 wapymaer tpaHcimsnuio koaupyembix MPHK ocHOBHBIX OenkoB,
YYaCTBYIOUIMX B PEryJsIUM KJIETOYHOIO IUKJIA, MIIMKOJIM3a U aJanTallud KIETOK K HU3KOMY
YPOBHIO KHCJIOpO/a (TUIIOKCUH). DTO MOJAABISAET POCT OIMYXOJU U 3KCIPECCUI0 MHIYLUPYEMBIX
THIOKCUEH (hakTopoB (Hampumep, TpaHckpunuuonHoro ¢akropa HIF-1). [locnennee npuBoaut
K YMEHBILIEHUIO IKCIpeccuu (aKkTOpoB, 0OECIIEUMBAIONINX YCUJICHHE MPOLIECCOB aHTHOTeHe3a B
OMmyXoJiu (Hampumep, COCYIOHCTOro sHAoTenuansHoro (¢akropa pocra, VEGF) Bo
MHOKECTBEHHBIX OIyXOJISIX, TaKUX KaK II0YEYHO-KJIETOYHbII pak U aHTMOMHUOJIUIIOMA.
CurnanpHas nepemaya udepe3 mTORCI1 perynupyercsi reHaMH-CYNPEcCcOpaMH OIyXOJIEBOTO
pocra: renamu tydeposHoro ckiepoza l u 2 (TSCI1, TSC2). OTcyTcTBHEe WM WHAKTHUBALIUA
TSC1 wumu TSC2 npuBoaut Kk mnoBbimeHuto ypoBHs RHEB-GTP (ryanosuntpudocdar-
cBs3pIBatoluid Oesnok, I'Td-cBs3piBatomuii 0enok), oTHocsemycst Kk Ras cemeiictey ['Tdas3,
KOTOpbI B3aumojiericTByeT ¢ komruiekcoM mMTORCI, BbI3bIBas €ro akTHBAIMIO. AKTHBAIUS
mTORC]1 npuBOIUT K HUCXOJSIIE-HAMIPABICHHOMY KWHAa3HOMY CHUTHAJIBHOMY Kackany, B T.4.
aktuBaiuu S6K1. Cyberpar mTORCI, S6K1 dochopunmpyer perentop 3cTporeHa, KOTOpbIi
OTBEYAET 3a JINTaH/I-He3aBUCHMYIO aKTUBALMIO PELETITOPA.

OBEpoIMMYC SBJISIETCS MOIIHBIM MHTMOMTOPOM pOCTa U MPOJIUQEpALUN OIYXOJIEBBIX KIETOK,
SHJIOTEIHATIBHBIX KJIETOK, PHOPOOIACTOB U INIaJJKOMBIIIEYHBIX KIETOK KPOBEHOCHBIX COCY/IOB.
COOTBETCTBEHHO LIEHTPAIILHOMY peryisitopHomy aericteuro komiuiekca mTORCI, sBeponumyc
YMEHbILAET MPOIU(EpaLni0 KIETOK, INIMKOJIN3 U aHTMOT€HE3 B COJIMIHBIX OMYXOJsX in Vivo,
TakuM oOpa3oM peajau3ys JBa HE3aBUCHUMBIX IyTH TMOJABJICHMSI POCTa OMYXOJH: MpsMas
IPOTHBOOITYX0JIEBasi AKTUBHOCTh U MHTMOMPOBaHHE CTPOMAJIbHOM COCTABIISAIOIIEH OMyXOJIH.
AxtuBaiss mTOR curHanpbHOro myTM — KJIHOYEBOM aJalTHBHBIA MEXaHW3M pPa3BUTHUSA
PE3UCTEHTHOCTH K SHAOKPUHHOM Tepamnuu y NalMeHTOK ¢ paKoM MOJIOYHOM skene3bl. Pasnuunbie
MyTU Mepeaadn CUrHaJla aKTUBUPYIOTCS MPU Pa3BUTUN YCTOWYMBOCTU K SHJOKPUHHOM Teparnuu.
OcHoBHbIM 13 HUX sBiseTcst nyTh PI3K/AKT/mTOR, KoTOpHIii akTUBUPOBaH B KJIETKaX paka
MOJIOYHOM JKeJe3bl, PE3UCTEHTHBIX K WHTMOMTOpaM apoMaTasbl M JUIMTEIbHO HAXOISIIUXCS B
COCTOSTHUM DJCTPOTEHHOW JenpuBalvd. B wuccnenoBaHusX in vifro TOKa3aHO, YTO KIETKU

onyxonu npu ropmoHo3zaBucumMoM U HER2+ pake MOJIOYHON >Kelie3bl YYBCTBUTEIBHBI K
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WHTHOMPYIOITUM adpdextam  3BeponmMyda, al 1 '%JEAS&WEB%EH: C TE?KI‘FILI;QF-II(.I)CTB

KOMOMHUPOBAaHHOHN Tepanuu 3BEpOTUMYCOM M MHTMOMTOPOM apoMaTasbl yCHIIMBAET TaKOBYIO
AKTUBHOCTh JBEPOJIMMYCa BCJEICTBUE CHUHEPTHH. Pe3MCTEHTHOCTh KJIETOK pPaKa MOJIOYHOM
KeJe3bl K MHrHOMTOpaM apomarasbl BeieacTBue aktuBammu AKT moxer ObITh mpeosoneHa
HOCPEACTBOM KOMOMHUPOBAHUS € 3BeponMycoM. KoMOMHIpOBaHHAS Teparnus 3BepOIMMYCOM U
I/IHI‘I/I6I/ITOp0M apomMarasbl IIO3BOJJIACT YBCIUYUTDH Mcauany BBIDKMBACMOCTHU 0e3
nporpeccupoBanus B 2,7 paza u Ha 62 % CHU3UTb BEPOSTHOCTH MPOTPECCHPOBAHUS 3a00I€BAHUS

U CMEpTH.

dapMakoIUHAMHKA

[Tocne exeaHEBHOTO MPUMEHEHHS 3BeposiMMyca B 103€¢ 5 Mr win 10 Mr orMevanach ymepeHHas
3aBHCUMOCTh yMeHbIeHUs GochopmmmpoBanus 6enka 4E-BP1 onmyxosneBoit TKaHH OT cpenHei
MUHUMaJIbHON KOHUEHTpalMu (Cmin) 3BEpoiMMyca B KPOBU B DPABHOBECHOM COCTOSHUM.
JlonosHUTENbHBIE JaHHBIE CBUAETENBCTBYIOT O TOM, YTO YMEHbLIEHHE (hochOopHIupOBaHUS
KrHa3bl S6 KpaifHe dyBCTBHTENBHO K MHTHOMpoBannto mTOR sBepomumycom. MHrnOupoBanme
dochopmmpoBanus elF-4G ObUT0O TOMHBIM TPU BceX 3HAYCHUSIX Cmin TOCIE €XKEIHEBHOTO
IpUMEHEeHHUs 3Bepoaumyca B jo3e 10 mr.

MMmenach TEHJEHLUS K YBEJIIMYEHUIO CPOKA BBKMBAEMOCTH 0€3 ITpOorpeccupoBaHus 3a001eBaHus
npu  yBelMYeHUM Cmin IBEPOIMMYCa, HOPMAJIM30BAaHHOM 10 BpeMeHHU (OmpenenseMol Mo
dopmyne: (mwromanbs 1oA KpuBoM Cmin-BpeMst OT Hauajga WCCIEIOBaHUS 10 BpEMEHU
coObITHsI)/(BpeMs OT Hayaja MCCIEA0BaHUs A0 COOBITHS)) y MAMEHTOB C PAcIpOCTPaHEHHBIMU
KapuuHonjamu (otHoueHue pucko 0,66). Bemnumna Cumin 3BeponuMyca MOBIMsJIA Ha
BEPOATHOCTh YMEHbILIEHUs1 pa3Mepa omnyxonu (p<0,001) mpu M3MEHEHMM IKCHO3UIUH OT 5 10
10 Hr/MI1 y HAIIUEHTOB € PACIPOCTPAHEHHBIMU KapIIMHOUAAMHU (OTHOIIEHHUE 11aHCOoB 1,46).
OBepoIMMYC TOCTOBEPHO CHIDKAI PUCK MPOrpecCUpoBaHMs 3a00J1€BaHUS U CMEPTH MALUEHTOB C
pacrpoCTpaHEHHbBIM /WM METaCTaTHUECKUM ITOYE€YHO-KIETOUYHBIM PAKOM IOCIIE IPOTPECCUU Ha
AHTUAHTMOTEHHOW Tepanmuu Ha 67 %, MenMaHa  BBDKMBAaEGMOCTH — TAIlMEHTOB  0Oe€3
nporpeccupoBanusi 3abosieBaHus coctaBuwia 4,9 mecsueB. B teuenue 6 mecsaueB y 36 %
NAalMEeHTOB, TOJYYaBUIMX 3BEPOJUMYC, HE OTMEYalloch MPOTrpecCUpOBaHMs 3a00JeBaHMUA.
[TpuMeHeHne 3BepoJMMyca IMO3BOJSET 3HAYMTEIBHO YIYULIMTh KadeCTBO KU3HU IAllUEHTOB
(oueHuBaNOCh BIMSHUE CUMIITOMOB 3a00JIEBaHUS Ha pa3InyHble CHEPhI )KU3HU MALUEHTA).

[Tpu nprMeHeHuH BepoIrMyca Y NAIMEHTOB C PaclpOCTPAHEHHBIMU W/UJIM METACTaTUYECKUMU
HEHPOSHIOKPHUHHBIMA ~ ONYXOJSIMM ~ BBDKHMBAaeMOCTh 0€3 MpPOTPEecCUpOBaHHUs B  TEUYCHHE

18 MmecsaneB coctaBuia 34,2 %.
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DapMaKOKHHETHKA

Bcacwvieanue

MakcumanbHass  koHueHTtpauuss (Cmax) 93BeEpoiMMyca B KPOBH Yy  MAIMEHTOB  C
pacnpocTpaHEHHBIMU COJIMTHBIMU OIYXOJISIMU TIOCIIE MpUeMa 3BeposiuMyca B (hopme TabIeToK
BHYTPh B J103ax OT 5 a0 70 Mr (HaTOLIaK WJIA C HEOOJbIIMM KOJIMYECTBOM HEXKHUPHOM IMUIIIN)
nocruraercs uyepe3 1-2 4. Cmax IpU €KEAHEBHOM IIPUEME U3MEHSAETCS IPONOPLUOHAIBHO J103€ B
nuanazone ot 5 go 10 mr. Ilpum nmpueme OIHOKpaTHOM 103bl 3BeposiuMyca 20 MI' U BBIIIE
BO3pacTaHue Cmax IPOUCXOAUT MEHEE YEM IIPOIOPLIHUOHAIBHO J03€, OAHAKO 3HAUECHUS IUIOLIaIn
non  (hapMaKOKMHETHYECKOH KpuBOM  «koHIeHTpauus-Bpems» (AUC)  yBenmuduBaroTcs
MPOMOPLMOHANILHO J103€ Mpu Ipueme ot 5 10 70 mMr npemnapara.

[Tpu npueme sBeposiumyca B 103e 10 Mr B popme TabJIeTOK ¢ MUILEH C BBICOKUM COJEp>KaHUEM
KUPOB AUC U Cmax CHHXKAIUCh COOTBETCTBEHHO Ha 22 % u 54 %. OgHOBpEMEHHBIM MpUeM
nuIM ¢ HU3KkUM cozepxanueM kupoB cHUKal AUC U Cmax Ha 32 % u 42 % COOTBETCTBEHHO.
OpnHOBpeMEHHBIA TMpUEM MUIIH, OJHAKO, HE OKa3bIBAJl 3HAYMMOIO BIMSHHUS Ha TPODUIb
KOHIIEHTpAIUs-BpeMsI 110CJIe BCAChIBaHUsI B TeUeHHe 24 4.

Pacnpeodenenue

[TpolLileHTHOE OTHOIIEHUE KOHLEHTPALMU 3BEpPOJUMMYyCa B KpPOBU U ILIa3M€ KPOBU, KOTOpPOE
ABIIIETCS. 3aBUCHUMBIM OT KOHIEHTPAllMM COENMHEHUs B jauamnazoHe oT 5 g0 5000 Hr/mi,
u3mensiercss ot 17 % no 73 %. KoHuentpauus sBepojiuMyca B IUIa3M€ KPOBH COCTaBJISIET
npumepHo 20 % OT ero KOHLIEHTpalMM B LIEJIbHOM KPOBU NpPU KOHILIEHTPALMSIX BEILECTBA,
PEruCcTPUPYEMBIX B KPOBH OHKOJIOTMYECKHUX MAI[MEHTOB, IPUHUMAIOIIUX 3BeposuMyc 1o 10 mr B
neHb. CBsa3b ¢ OenkamMu IJIa3Mbl KPOBU COCTaBlIsseT NpuMepHO 74 % Kak y 310pOBBIX
JOOPOBOJIBIIEB, TAK U Y MAIIMEHTOB C HapyIIeHWeM (YHKIMU MEYEHU CPEeJHEeNH CTeNeHM TAKEeCTH
(xkmacc B mo xnaccudpukanuu Yanna-IIsr0). B skcnepuMeHTaNbHBIX HMCCIEIOBAHUAX OBLIO
MIOKa3aHO, YTO IIOCJI€ BHYTPUBEHHOI'O BBEACHMUS NPOHUKHOBEHHE HBEPOIMMYCa 4Yepes3
remarosHiedanuyeckuii 6appbep (I'DbB) 3aBucHT OT 103bl HENMUMHEWHO, 4YTO Mpearojaraer
HacbleHne Hacoca I'Ob, obecneunBaroiiero nonajaHue npenapara U3 KpoBU B TKAHM MO3Ta.
[IponukHoBeHue »3BeponuMyca dyepe3 ['Ob mnponeMoHCTpUpPOBaHO Takke Yy IKUBOTHBIX,
MOJIyYaBLINX MpernapaT BHYTPb.

Memabonusm

OBeponumyc asisiercs cyoctpatoMm nzopepmenta CYP3A4 u P-rmukonporenna (P-gp). Iocne
npueMa Ipernapara BHYTPb B KPOBU 3BEPOIMMYC LHUPKYJIHPYET B OCHOBHOM B HEU3MEHEHHOM
Bujge. B KpoBu uenoBeka oOmpeleNeHbl IIECTh OCHOBHBIX METa0OJUTOB 3BEPOJIMMYCA,
MPEJICTABICHHBIX TPeMS MOHOTHAPOKCHIIMPOBAHHBIMU MeETabONIUTaMu, ABYMS MPOIYKTAMU

TUAPOJIUTUYCCKOrO  HOpCBpallcHUd C  OTKPBITBIM  KOJIBIIOM U (I)OC(baTI/II[I/IJ'IXOJII/IHOBLIM
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KOHBIOTaTOM 3BEpOIMMYca. YKa3aHHbIE METaO0OJIUThHI r'lgl I%ﬁ%&%&“g@ﬂ&%‘%@&ﬂﬂvcy

npumepao B 100 pa3. Ilpunsito cumrarh, uro OONbIIAsg YacTh OOIIEH (hapMaKoIOTHYECKOH
AKTUBHOCTH 3BEPOJIMMYca 00yCIOBJICHA AEHCTBHEM HEM3MEHEHHOTO COCTUHECHHUS.

Buigeoenue

CreuuanabHBIX HCCIENOBAaHUI IO W3YYEHUIO BBIBEACHUS HBEPOIIMMYCAa Y OHKOJIOTMYECKHX
NAIMEHTOB HE IPOBOJAUIIOCH, OJHAKO HMMEIOTCS COOTBETCTBYIOIIME J[IaHHBIE Yy MAalMEHTOB,
IPUHUMAIOIIMX [penapar Iocje TpaHCIUIaHTauuu opraHoB. Ilocne BBeeHHs nDanMeHTaM
OJIHOKPATHOM 103l MEYEHOT'0 PaJMOAaKTHBHON METKOW 3BeposiuMyca Oosbinas dacte (80 %)
PaZMOaKTUBHOCTH ONpEIEIAiach B Kaje, HeOobinoe KoaudecTBO (5 %) BhIBOIMIACH MTOYKAMH.
HeunsmeHneHHoe BelECTBO HE ONPEEIIAIOCHh HU B MOU€E, HU B Kalle.

DapmaKoOKuUHEemMuUKa ¢ pa6HOBECHOM COCHOAHUU

[Tocne exemueBHOro mnpueMa j3Beponumyca B ¢opme Tabmetok BenumunHa AUCo.. Obuia
MPOIMOPLMOHANIbHA J103€ NpU MPUMEHEHWH B no3ax oT 5 g0 10 mr B geHb. PaBHOBecHOe
COCTOSIHUE JIOCTHUTANIOCh B Mpeenax IBYX Henenb. Cmax 9BEpoMMyca Oblia IpONOpIUOHATIbHA
03¢ mpu mpuMeHeHnu B no3ax oT 5 go 10 mr B nmenb. Bpems poctikeHUS Cmax (Tmax)
coctaBnsuio 1-2 4. Ilpu exxeAHEBHOM MpHUEME 3BEPOIMMYCa MO JTOCTUKEHUU PABHOBECHOTO
COCTOSIHMSI MMEJIach JIOCTOBepHas Koppensius Mexay BenuduHot AUCo.. U KOHIIEHTpauuen
9BEpOJMMYyca B KpOBU Iepeln MpuemMoM ouepeaHod ao3bl. Ilepuox momyseiBeneHus (Ti/2)
3BEpOJIMMYyca cocTaBisieT okoio 30 d.

DapmakoKuHemuKa y omoeapbHblX ZPYnn NAyUEeHmoe

Tayuenmul ¢ napywenusmu OynKyuu neyeHu

[Ipu mpueme sBeposnMMyca MalMEHTaMU C HapyIIEHUSAMHM (YHKIUU MEUEHH JIETKOM CTeneHH
TsokecTH (kiacc A no knaccupukanuu Yaitna-I1ero), cpenneit crenenn Tspkectu (kiace B mo
knaccupukanuu Yaing-Ilst0) u Tsokenoit crenenu (kiace C no knaccupukanuu Yaiina-I1ero)
CHUCTEMHas HKCIIO3WIUS TperapaTta mosbimaercs B 1,6; 2,0-3,3 u 3,6 pa3 COOTBETCTBEHHO.
HeoOxonrMa Koppekius A03bl 3BEpPOJIMMYCa Yy IMAalUEHTOB C HapylIeHHEM (QYHKIMH NEYEeHU
(cM. pazzen «Cnoco® MpUMEHEHHUS U J03bI»).

Tayuenmoi ¢ HapyweHuasMU YHKYUU NOYEK

CyIeCTBEHHOT0 BIMSHUS BEIMYUHBI KIUpeHca KpeaTHHUHA (0T 25 10 178 Mil/MUH) Ha KIMpeHC
(CL/F) »BeponuMyca HE BBISIBICHO Y TMAIMEHTOB C PaCIpOCTPAHCHHBIMU COJIMIHBIMU
omyxoismu. [locTTpaHcIIaHTallMOHHBIE HapylIeHUsT (YHKIUHU MOYeK (KIUPEHC KpeaTUHUHA OT
11 mo 107 mui/MuH) He BIMSUIM Ha (apMaKOKHMHETUKY S5BEpOIMMYyca y TAlMEHTOB IOCTe
TpaHCIUIAHTALlUM OPTraHoB.

Ilayuenmui 6 6o3pacme <18 nem

IIpuMeHeHne 3BepoIMMyca y I€TeH U MOAPOCTKOB JI0 18 JIeT MpOTUBONOKA3aHO.
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llayueumul 6 so3pacme >65 nem

CylIecTBEHHOTO BJIMSHUSL BO3pacTa ManueHToB (0T 27 a0 85 jeT) Ha KIMPEHC 3BEpOJIUMYyca
(CL/F ot 4,8 no 54,7 n/4) moce nprema mpemnaparta BHyTPb HE OBbLIIO BBISIBIICHO.

Brusnue pacosou npunaonescnocmu

Kmupenc aeponumyca (CL/F) mocne mpuema mnpenapara BHYTPh Yy JIMI] €BPOICOUIHOM U
MOHTOJIOMTHOH pac Mpu CXOAHOU (HYHKIIUU MEUCHU HE Pa3IMIaeTcs.

[To maHHBIM TOMYJSIIIHOHHOTO ()apMAKOKHHETHYECKOTO aHAJIM3a Y JIUI] HETPOHUIHOM packl ocie
nepecajku opraHoB kimpeHc sBeponumyca (CL/F) (mocnme npuema BHYTph) OBLT B CpeHEM Ha

20 % 6obl1Ie, 4eM y MpeAcTaBUTENCH eBpONCOUTHON PacChL.

IToxa3anusi K NPUMeHEHHIO

— PacnpocTpaHeHHBIf  W/WIM  METACTATMYECKUH  IMOYEYHO-KJIETOYHBIA  paKk  IpH
Hed(P(HEKTUBHOCTH AaHTUAHTHOTCHHON TepaIuu.

— PacnpocTtpaHeHHble W/WIKM MeTAacTaTUYECKHE HEHPOIHIOKPHHHBIE OIYXOJIM >KEITYA04HO-
kueynoro tpakrta (XKKT), nerkoro.

— J'OpMOHO3aBUCUMBIN PAaCIPOCTPAHEHHBI pak MOJOYHOM Kejle3bl Yy MalUeHTOK B
MOCTMEHOMNAay3e, B KOMOWHAIMM C WHTUOMTOPOM apoMaTasbl MOCJE IPEANIeCTBYIOIMEH

SHAOKPUHHON TEparuu.

IIpoTuBONOKa3aHMS

— IloBblIIeHHAs 9yBCTBUTEIBHOCTD K IBEPOJIMMYCY, IPYTUM MPOU3BOJHBIM pallaMHUIIMHA WIH
M000My U3 BCIIOMOTaTeIbHBIX BELIECTB Ipenapara.

— bepeMeHHOCTB U Nepuo rPyJHOTO BCKAPMIIMBAHUS.

—  Jerckuii Bo3pact 10 18 ner.

Crnenyer u3z0erate OZHOBPEMEHHOI'O NPHUMEHEHUS 3BEPOJIMMYCa C MOIIHBIMH MHTHOUTOpaMu

nzopepmenta CYP3A4 w/unu P-gp.

Crnenyer m30eraTh OJHOBPEMEHHOTO TNPUMEHEHHUS HBEPOIUMYCa C MOUIHBIMH HHIYKTOPaMHU

uzopepmenta CYP3A4 vnu ungykropamu P-gp.

C 0CTOPOKHOCTHIO

— Ilpu ogHOBpEMEHHOM MPUMEHEHHUH 3BEpoJuMyca ¢ ymepeHHbIMH uHruoutopamu CYP3A4
WM uHruouropamu P-gp;

— Yy manueHTtoB >18 jer ¢ HapylieHueM (QYHKIHMHM MedeHH Tskennoil creneHu (kiacc C mo
knaccupukanuu Yainna-I1sio) B cinyyae, Koraa mojb3a OT MpHUeMa Ipernapara MpeBbIIIaeT
BO3MOJKHBIN PHCK;

— Y HAIMEHTOB JI0 U MOCJIe XUPYPTUYECKUX BMEIIATENbCTB;

— Y HAaIMC€HTOB BO BPEMs UJIM BCKOPEC IMOCIJIC IIPOBCACHUSA J'Iy’—IQBOI)i TCpaIunu.
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IIpumeHnenne npu GepeMEeHHOCTH U B MIEPH O/ rpvuﬂor';gl II;IC;CQEN—ILIF 'ﬁﬂﬁg bHOCTb 0002)

bepemennocmeo

Ceoonas xapaxmepucmuka puckos

HeT nanHbpIX 0 IpUMEHEHUU 3BepoJiMMyca y OEpeMEHHbIX KeHIIMH. [[oTeHIMaNbHbI pUCK AJis
YyelloBeKa HE U3BECTeH. B  HcclneoBaHUAX Yy JKUBOTHBIX BBISIBICHA PENpPOAYKTHUBHAsS
TOKCUYHOCTH, BKJITFOYast SMOpHO- U (DETOTOKCHYHOCTb.

Ipenapar [IAGTOPH® npoTuBonokasaH K IPUMEHEHHUIO BO BPeMs 6epeMEHHOCTH.
Hccnedosanus y scusomuuix

[Tpu npuMeHeHuu BEpOIUMYca BHYTPb Yy caMOK KpbIC B 103¢ >0,1 Mr/kr (mpubnusurensHo 4 %
or cyrounoii AUC y mnamueHToB, NMpUHUMAIONIMX Tpenapar B go3e 10 Mr/cyt) wactora
IPEUMIUIAHTALIMOHHBIX ~ IOTEPh  YBEJIMYMBAJIACH. OBepoJIMMyC  IPOXOIUT  Yepes
reMaToIUIalleHTapHbld 0apbep M OKa3bIBa€T TOKCHUYECKOE JEHUCTBHME Ha OIUIOJOTBOPEHHYIO
SULEKIIETKY. Y KpBIC DBEPOJIUMYC MPOSBISUT SMOPUO- M (PETOTOKCUYHOCTh MPU CUCTEMHOMN
HKCIO3UIMU HWKE TEpaleBTHUYECKOM, YTO MPHUBOJWIO K YBEIMYEHHUIO CMEPTHOCTH WIIU
YMEHBILIEHUIO Macchl Tejla IuioAa. YacTora BO3HMKHOBEHHUS BapHAHTOB Pa3BUTHS CKelleTa U
CKEJIETHBIX Malb(hopMaluid (HampuMmep, paclieNMHa TPYAHON KJIETKH) YBEIUYUBAIACh IPHU
npuMeHeHun sBeporumyca B go3ax 0,3 u 0,9 mr/kr. YV KpoOJMKOB 3MOPHUOTOKCUYHOCTH
IPOSBIISIACH YBEIMUEHUEM YaCcTOTHI MO3AHEN pe3opOLuu 110/a Npy NPUMEHEHUH 3BEPOIUMYyca
B 103e 0,8 mr/kr (9,6 mr/m?). He GbLI0 BBIABIEHO I0O0YHBIX JAeHCTBHIT HA SMOPHOH M ILIOJ IIPH
MIPUMEHEHUH IBEPOJIMMYCA Y CAMIIOB KPBIC.

Hccnedosanus y uenosexa

Ornucansbl ciiydan BO3/AECHCTBUS HBEpOJIMMYCa Ha IUIOJ BO BpeMs OEpEMEHHOCTU B pe3yJsibTaTe
npueMa Ipenapara Kak MaTepbio, TaKk U OTHOM (OEpeMEHHOCTb Yy >KEHUIMHBI, SBIISIBIIEHCS
NapTHEpOM MNalMeHTa, NpUHUMaBIIEro 3BeposnuMyc). CooOmieHnit 0 BO3HUKHOBEHHH MOPOKOB
pasBUTHS IUIO/Ia HE 3aperMCTPUpPOBAaHO. B HEKOTOpBIX ciaydasx OepeMEeHHOCTh IpoTekana 0e3
OCJIO’)KHEHUH M 3aKOHYMJIACh POJIaMU 3[I0POBBIM ILJIOJIOM 0€3 KaKoi-1100 MaToJOTHH.
Jlakmayus

Ce00Has xapakxmepucmuka puckos

He n3BeCTHO NMpPOHMKAET JIM 3BEPOJMMYC B IPYAHOE MOJIOKO yesoBeka. He 3aperncrpupoBaHo
CIy4aeB BO3JEWUCTBUS 3BepojuMyca Ha peOeHKa B IepHoJ TPYIHOTO BCKApMIIMBAHUA Y
yesioBeka. B nccienoBaHusX y )KMBOTHBIX 3BEPOJIMMYC U/UIIM €r0 METa0OJIUTHI JIETKO U OBICTPO
IIPOHUKAJIN B MOJIOKO KpBIC B KOHIIEHTpauuu B 3,5 pa3a NPEBOCXOASAIIEH KOHIEHTPALUIO B
I1a3Me KPOBU MaTEPH.

Kenmunam, MoiIy4amUM 3BEPOJIMMYC, HE ClEAyeT KOPMHUTb IPYJbI0O BO BpEeMs Tepanuu U

CITYCTsI 2 HEJIEH TOCTe TpreMa TOCIeHEHN T03bI.
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Kenuwunol u MysHcuuHbL ¢ COXPAHEHHBIM penp 0vxmuémrflif:;%%ﬁmH OCTE 0002)

Konmpayenyus

[TariMeHTOK C COXpaHEHHBIM PENpPOAYKTHBHBIM MOTEHIIHAJIOM CJIelyeT MPOuH(POPMHUPOBATD, YTO
B HUCCIIEIOBAaHUAX Y >KMBOTHBIX OBLIO BBIBICHO HEOJIArONPUATHOE BIMSHUE 3BEPOIMMYyCa Ha
pasBuBatomuiics miaoj. [lanueHTkaM ¢ COXpaHEHHBIM PENPOIYKTUBHBIM IOTEHIUAIIOM,
BEAYIIMM AaKTHBHYIO TIOJIOBYIO JKHM3Hb, HEOOXOIUMO TPUMEHATH HAJASKHBIE CIIOCOOBI
KOHTpalenuuu (Ipy MpaBWIbHOM U JUIUTEIBHOM MPUMEHEHMH KOTOPBIX YAaCTOTA HACTYILIICHUS
O6epemeHHocTH cocTaBisger <1 %) BO Bpems TepanuM IpenapaToM U MUHUMYM B TEYEHHUE
8 Henesib Tocie ee 3aBeplueHMs. [lanmeHTaM My)KCKOro IMosa, NPUHUMAIOLIMM 3BEpOJIUMYC,
HE CJIeyeT OTKa3bIBaThCsl OT MOIBITOK 3a4aTHsl.

Depmunvuocms

Hccneodosanus y socueommuix

B wuccrnenoBaHusX y JKMBOTHBIX (DEPTHIBHOCTH CaMOK HE M3MEHsJIach, OJHAKO ObLIM
3aperucTpUpOBaHbl ClIy4yaul MPEUMIUIAHTALMOHHBIX IOTEPb. Y CaMIOB KpbIC HAOIIOAAINCH
MOp(OJIOTHYECKUE M3MEHEHUSI B SIMYKaX NPH MPUMEHEHUHU 3Bepoiumyca B goze 0,5 MI/kr u
BBIIIIE, A TAK)KE CHMKCHHE MOJBMXKHOCTH U YMEHbLICHHE KOJIMYECTBA CIIEPMATO30UIIOB U
aKTUBHOCTM  TECTOCTEpPOHA MpPU HPUMEHEHMH JO3bl 5 MI/KI, YTO  COOTBETCTBYET
TEpaneBTHYECKOW KOHIEHTpauu (52 Hrxu/mit u 414 Hrx4/MiI COOTBETCTBEHHO B CPAaBHEHHH C
TEPaNeBTHYECKON KOHIICHTpaIueil S60 Hrx4/MiI mpu NpUMEHEHUH TIperapara y 4eJIoBeKa B J103¢
10 Mr/cyT) W NPUBOIUT K CHIDKEHHIO (EpTHIBHOCTH Yy camuoB. MwmeroTcs naHHbIE 00
00paTUMOCTH TaHHOTO 3¢ dekTa.

Hccneoosanus y uenosexa

Tepamnus 3BepOIMMYCOM MOXET OTPHULATEIBHO CKa3aTbCsl Ha (PEPTHIIBHOCTH Y HAalleHTOB
MY’KCKOT'O ¥ )KEHCKOTI'O T10J1a.

VY nanueHTOK, NPUHUMABIIUX IBEPOJIMMYC, OTMEUAINCh HEPEryJIIpHbI MEHCTPYaJbHBIN UKL,
BTOpUYHAs aMeHopes M HapylleHue OanaHca mroTemHu3upytouiero ropmona (JII) wu
dbommukynoctumynupyomiero ropmona (®CIY). V mnanmeHToB MyXCKOTo moja Ha (oHe
NpUMEHEHHs 53BepojuMyca oTMedanoch nosbimeHue aktuBHoctd PCIT u JII', cHukeHue

AKTUBHOCTHU TECTOCTCPOHA, a300CIICPMUH.

Cnocod npuMeHeHHs U 103bl

Jleyenne npenapatom ITA®TOPH® cremyeT mpoBOAMTH TONBKO IO HAOIIOJEHHEM Bpaua,
MMEIOILET0 OMBIT pabOThI C MPOTUBOOIYXOJIEBBIMH MTPENapaTaMH.

Ipenapar [IA®TOPH® crienyer npuHUMaTh BHYTph 1 pas B CyTKH €XeIHEBHO B OJHO M TO XKe

BpeMs (IIPEANOYTUTENBHO YTPOM) TIIOCTOSIHHO HATOL[AaK WJIM TMOCTOSHHO IIOCiie IpuemMa
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. (Noc B& HOC TR OO0
HEOOJIBIIIOr0 KOJMYECTBA THIH, HE COACPXKALICH KHpA. 'T!l% TKI EWT ngo'rnamBaTL

IEJINKOM, 3aIMBasi CTAKaHOM BOJIbI, X HEJIb3s pa3KeBbIBATh WIH JPOOUTH.

Jleuenue mpenapaTroM MPOBOIAT 10 TEX MOP, TOKa COXPaHIETCs KIMHUYEecKas 3PPEKTUBHOCTD
HET IPU3HAKOB HEMEPEHOCUMON TOKCUYHOCTH.

Pexomenyemas no3a npenapara [IA@TOPH® cocrasmnser 10 Mr 1 pas B CyTKH.

Cmena nexapcmeennot popmol

Henb3st xoMOMHHMpOBAaTH pa3HBIE JIeKapcTBEHHBbIE (OPMBI TMperapara C JEHCTBYIOIIUM
BEIIECTBOM 3BepoiuMyc (TabJleTKu W JUcCHeprupyemble TaONeTKu) M JOCTHKEHUS
HeoOxoaumoii 103bl. CrieyeT Bcerjaa UCIHOJIb30BaTh OJHY U TY K€ JICKapCTBEHHYIO (opMy B
COOTBETCTBUHU C [10Ka3aHUEM K IPUMEHEHMIO.

Ilponyck 0o3bi

B cnyuae mpomycka nmpuema o4epelHOM A03bl Mpenapara, €€ MOKHO IMPUHATh B TeUeHue 6 u
MOCJIE 3aIlJIAHUPOBAHHOTO BPEMEHH, 110 UCTEUEHUHU 6 Y MOCHE 3alNIAaHUPOBAHHOTO BPEMEHH 03y
cienyer mnpomycTuTh. Ha crnenyromumii  JeHp 103y Ipenapara cieiyeT IpUHATh B
3arIaHupoBaHHOE BpeMs. Hegonyctum npuem ABOMHOMN 03I IIpenapaTa C LeJbi0 BOCIIOJIHEHUS
MPOMYUIEHHOM.

Pexomendayuu no xoppekyuu 003l npenapama ITAOTOPH® npu pazsumuu nesicenamenvHvix
peaxkyuii

Koppekmust TsDKenbIX W/ TPYAHONEPEHOCHUMBIX HexenarenbHbix peaknuii (HP) moxer
noTpeboBaTh BPEMEHHOI'O MpephIBaHUS Tepanuu c/0e3 ymeHblneHus 103bl. Eciu Tpedyetcs
CHIDKEHHME J103bl Ipernapara, PEeKOMEHJIOBAaHO MPHUMEHATh A03y NpubausutensHo Ha 50 %
MeHblIIe npenpiaymei. B tabaume 1 oTpakeHbl peKOMEH 1Al M0 KOPPEKILMHU J103bl MpernapaTa
npu passutuu HP. V mamuentos, monmydaromux mnpenapat [TA®TOPH® B HauMenblueit
JIOCTYITHOW JTO3UPOBKE, JAajbHeWIee CHUKEHHE 03Bl MPH HEOOXOTUMOCTH BO3MOXKHO IpU
IpueMe Ipernapara 4epe3 JAeHb. [aKTUKa BEIEHUs NalUeHTa [OJDKHA OCHOBBIBATbCSA Ha

VHMBHU1YaJIbHOM OLIEHKE MOJIb3bl M PUCKA C YYETOM OCOOCHHOCTEHN Ka)/10T0 MallleHTa.

Tabnuya 1
Pexomenoayuu no koppexyuu 003vl npenapama ITAD®TOPH®
npu pazeumui HedHCelamebHblX peakyuil
He:xenarenbHnas Crenenn TsKecTH! PekoMeHIANMH 1[0 M3MEHEHHMIO 03bI> U]
peaxknust KOPPEeKIHH HeKeIaTeJbHbIX SBJIEHUH
Heundexunonnniit | Crenens 1 Koppexkinu 10361 HE TpeOyeTcsl.
ITHEBMOHHUT CyOKIMHUYECKUH, KonTposns cocrosaus.

OTACIIBHBIC TIPU3HAKHW WA
CHMIITOMBI; BMCIIATCIILCTBO

HEC IIOKa3aHoO
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PexoMeR i 116 | ITsMeHeR 10~ R03E1 _u

HexenarenbHas Crenenn TsKecTH!
peakuus KOPPEKIINH HeKeJIATeIbLHBIX SIBJICHUN
Crenenn 2 PaccMoTpeTh  BO3MOXKHOCTH — IIPEpBIBAHUS
[IposiBnstonuiics Tepanum, HCKITIOUCHHE WHQEKITMOHHOTO
KITMHIYECKU; mporiecca, MpH HEOOXOAMMOCTH PacCMOTPETh
MOKa3aHO BMEMIATENBCTBO; | BO3MOXKHOCTH MIPUMEHEHUS
OrpaHuYeHHE OBITOBOH | TIIOKOKOPTUKOCTEPOHIOB bi (o) CHIDKEHHUS
€XXeTHEBHOW aKTUBHOCTH CTETIeHH TSHKECTH CHIMITTOMOB 0 | cTeneHu.
Bo300HOBIEHNE TEpaK B CHIKECHHOM J103€.
[Ipekpamenne Tepanmuu, €CIM  CHWKCHUS
CTETNIeHH TSHKECTH CHMIITOMOB 0 | cTeneHw He
HACTYNWJIO B TeUeHHUE 4 HENIEb.
Cremnenb 3 [IpeppiBanme Tepamuyl 10 CHIDKCHHS CTEICHU
Tsoxenbie CUMIITOMBIL;, | THKECTH CHUMIITOMOB bi (o) 1 crenenw,
OrpaHUuYEHHE CHOCOOHOCTH | MCKIIOYeHHE HHQEKIHOHHOTO Mpolecca, MpH
K CaMOOOCTY)KUBAaHUIO; | HEOOXOJUMOCTH MIPUMEHEHNE
MoKa3aHa TITIOKOKOPTHKOCTEPOHUIOB.
KHCIIOPOOTEPATTHS PaccMoTpeTh BO3MOXKHOCTH  BO300OHOBIIEHUS
Tepanuu B CHUKEHHOU J03€.
I[Ipy  TOBTOPHOM  pa3BUTHH  CHMIITOMOB
3creneHm —  PaccMOTPETh  BO3MOXKHOCTH
MpeKpaleHHs Teparuy.
Crenens 4 [IpekpameHue Tepanuu, HUCKJIIOYEHUE
JKuzneyrpoxarorias WH(PEKIINOHHOTO mporiecca, npu
JBIXaTeNbHas HEOO0XOIUMOCTH NpUMEHEHUE
HEJOCTATOYHOCTh; MTOKA3aHO | TIFOKOKOPTHKOCTEPOUIOB.
SKCTPEHHOE BMEIIATEIhCTBO
(HammpuMep,  TPaxeoTOMHS
WJIH UHTYOAIHs)
CromMatut Crenenn 1 Koppexkiiuu 10361 He TpeOyeTcs.
CyOxnHUYecKue [lomockanme pra OECCIUPTOBHIM WM BOIHO-

CHUMIITOMbI HJIM CHUMIITOMBI

conebiM (0,9 %) pacTBOPOM HECKOJIBKO pa3 B

JIETKOM CTENICHU; | JCHb.

BMEILATEIbCTBO HE

IIOKa3aHO

Crenens 2 IIpeppiBaHMe Tepanuu OO CHIKEHUS CTENEHU
YMepeHHbIe OoneBble | TSHKECTH CHUMIITOMOB bi(s) 1 crenenu.
OIIyIIEHUS, He | Bo3zoOHoBneHHE Tepanuu MpernapaTom
npenstctByoe  npuemy | [TAOTOPH® B npeskueit no3e.

MU, noka3ana | Ilpy  moOBTOpHOM  pa3BUTHM  CHUMIITOMOB

crienyalJibHas q1ueTa

CTOMaTuTa 2 CTETIeHW — TpPEepHIBaHUE Teparuu
JI0O CHI)KEHUS CTEIEHU TSKECTH CHUMIITOMOB J10
1 crenenw.

Bo3o0HOBJIEHHE Tepanvy B CHIDKEHHOH J03e.
Jleuenne  aHampreTMKaMu NS MECTHOTO
MpUMeHeHus: (HampuMmep, OeH30KawH, OyTHII-
aMMHOOEH30aT, TeTpakauHa THIPOXJIOPHI,
(denon) c/6e3

JJIsA MECTHOI'O

10

MCHTOJI NI
TJIFOKOKOPTUKOCTEPONUI0B

SKCNEPTHOMY OTUYETY
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e e ety 4 e e
HeskenareanHas Crenenn TsKecTH! PeKkoMER AT ~110 | M3MeHEHmI0~ 103610 1
peaxkuusi KOPPEKIHH HeKeJIaTeJbHBIX SIBJIeHUI
IpPYMEHEHHUS .
Crenens 3 [IpepbiBanue Tepamuu A0 CHUXKECHUS CTETICHH
Tsoxenblie 0oyeBbIe | TSHKECTH CHUMIITOMOB bi (o) 1 crenenmu.
OILYLICHMUS, BozobHoBIEHNE Tepaniy B CHUKEHHOM J103€.
npensTcTByomue npueMy | JledeHne  aHampreTMKaMu sl MECTHOTO
TTATITA MpuMeHeHus1 (HampuMmep, OeH30KawH, OyTHII-
aMHUHOOEH30aT, TeTpakawHa THIPOXJIOPHI,
MEHTOJ WIH (enomn) c/6e3
TIIOKOKOPTUKOCTEPOUAOB  JII  MECTHOTO
IPUMEHEHHS".
Crenens 4 [Ipekpamenne Tepamnuu, Jie4eHHE CTOMAaTUTa
JKuzneyrpoxaromue COOTBETCTBYIOIIMMHU METOJIAMH.
MOCJIECTBUS, MOKa3aHo
JKCTPEHHOE BMEIIATEIHCTBO
Hpyras He Crenens 1 Koppekumn  mo3e1  He  Tpedyercss  mpu
reMaToJorudcckas NEPEHOCUMOCTH CHUMIITOMOB. Jleuenue
TOKCHUYHOCTb COOTBETCTBYIOIIMMU METOJaMHA ¥ KOHTPOJIb
(uckimrouas COCTOSIHHUS.
MeTa0OoJIMYECKHIE Crenens 2 Koppekumn  nmo3sl  He  Tpebyercs  mpH
HapYIICHMUS) MEPEHOCUMOCTH CHUMIITOMOB. Jleuenue

COOTBCTCTBYIOIIMMU METOAAaMHU W KOHTPOJIb
COCTOSIHUSL.

Ilpy  HENMEepeHOCMMOCTH  CHUMITOMOB  —
MMpEepLIBAHUEC TEpalnu OO0 CHUIKCHUSA CTCIICHU
TSDKECTH CUMIITOMOB 110 | cTeneHu.
Bo3o0HoBIeHUE Tepaniy B IPEKHEH 103e.

IIpy  TOBTOPHOM  pa3BUTHH  CHMIITOMOB
2 cTeleHH — TpepbIBaHUE  TEpanud 110
CHMXKCHHUA CTCIICHU TSXKECTH CHUMIITOMOB 10
1 crenenn.  Bo3oOHoBneHMe — Tepanmuu B
CHIDKEHHOM J103€.

Crenens 3 IIpepbiBaHKe Tepanuu 10 CHWKEHHS CTEIEHU
TSOKECTH cuMOTOMOB 10 1 ctenenu. Jleuenue
COOTBETCTBYIOIIUMH METOJaMU U KOHTPOJb
COCTOSIHUSL.

PaccMOTpeTh  BO3MOKHOCTH  BO300OHOBIICHHS
Tepanun  mpenapatom  [TA®TOPH® B
CHIKEHHOHU J03€.

I[Ipy  TOBTOPHOM  pa3BUTUHU  CHMITOMOB

3creneHM —  paccMOTPETh  BO3MOXKHOCTH
MIPEKpPALIEHNS TEPAITNH.
Cremnens 4 [Ipexpamienue Tepanuu, JIeYyeHue
COOTBETCTBYIOLIUMH METOJIaMH.
Mertabondeckue Crenens 1 Koppekumn mo3e1 He TpeOyercsa. Jleuenue
HapylICHUS COOTBETCTBYIOIIIUMH METOJaMHU M KOHTPOJb
(Hammpumep, COCTOSTHUSI.

11
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HexenarenbHas Crenenn TsKecTH!
peakuus KOPPEeKIHH HeKeNaTeJbHbIX SIBJeHMIt
TUTICPTITUKEMUS, Crenenn 2 Koppexkuun mo3e1 He Tpedyercs. Jleuenume
JTUCTUITAICMUS) COOTBETCTBYIOIIMMH METOJAaMHU M KOHTPOJb
COCTOSTHYISL.
Cremnenb 3 [IpepriBanne Tepamnuu. Bo3obOHoBICHNE
Tepanuy B CHIYKEHHOM J03€.
Jledenne COOTBETCTBYIONIMMH METOJIAMHU U
KOHTPOJIb COCTOSIHUSL.
Crenens 4 [pekpamenue Teparnuu, JieueHHne
COOTBETCTBYIOITUMH METOIaMH.
Tpomborutonenus: | Crenens 1 Koppexkuuu 10361 HE TpeOyeTcs.
(yMeHbIIEHUE (<HT'H (awkHAS rpaHUna
KOJINYECTBA HOpMBI) —75000/MM>;
TPOMOOIIUTOB) <HI'H-75,0%10%/1)
Crenens 2 IIpepbiBaHne Tepanuu 0 CHWKEHHS CTEIECHU
(<75000-50000/mm°; TSOKECTH CHMITTOMOB 110 1 cTeneHwu.
75,0-50,0x10%/m) Bo300HOBICHNE Tepanuy B IPSKHEH J103€.
Crenensb 3 [IpepbiBaHue Tepanuu 10 CHHXKEHHS CTEIECHU
(<50000-25000/mm°; TSDKECTH CHUMITTOMOB 110 1 cTeneHwu.
50,0-25,0x10%m) Bo300HOBIICHNE Tepanu B CHUKCHHOM J103€.
WA
Crenens 4
(<25000/mm?; 25,0x10%/m)
Helitponenus Crenens 1 Koppekuuu 10361 HE TpebyeTcs.
(yMeHblIeHHE (SHTH-1500/mm°;
KOJIMYECTBA HI'H-1,5%10°/m)
HEHTPO(UIIOB) WIH
Crenenn 2
(<1500-1000/Mm°;
1,5-1,0x10%m)
Crenens 3 IIpepbiBaHKe Tepanuu 10 CHWKEHHS CTEIECHU
(<1000-500/Mm>; TSHKECTU CUMIITOMOB 10 2 CTENECHU.
1,0-0,5x10%/m) Bo300HOBIICHNE Tepaliuy B IPSKHEH J103€.
Crenens 4 [IpepriBanre Tepanmuu 10 CHIDKEHUS CTEIEHU
(<500/mm?; 0,5%10%/7) TSOKECTH CUMITTOMOB JI0 2 CTCTIICHH.
Bo300HOBIIEHNE TepaniK B CHIXKESHHOM J103€.
debpunbHas Crenens 3 IIpepriBaHMe Tepanuu OO CHIKEHUS CTENEHU
HEUTpOINEeHUS (AYH (abcomoTHOE YHCIO | TSKECTH  CHMIITOMOB  JO 2 CTETICHH U
neiitpoduno)  <1000/MM> | OTCYTCTBHS JIMXOPAJIKH.
npu OJTHOKpaTHOM | Bo300HOBNEHME Tepanuu B CHIYKEHHOH J103€.

MOBBIICHAN — TEMIEPaTyphl
Tena >38,3°C wumm 1npu
NPOIOJDKUTEIEHOM
MOBBIICHAN — TEMIEPaTyphl
>38 °C,
coxpanstomemMcs 6omee 1 1

TCJ1a

Crenens 4
Kuzneyrpoxaromue

IIpekpamienue Tepanuu.
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HexenareabHast CreneHnb Tﬁ)KeCTI/ll PeKOI\JIéH}_HHiE'ﬂ'L _llﬂ) | E’"all\l&ﬁle'ﬂﬂlb_l 11031‘;12 4
peakuus KOPPEKIHUH HEKEJIATCIbHBIX SIBJICHHU I
IOCJICACTBHA, IIOKa3aHO
OKCTPECHHOC BMCIIATCIBCTBO

!Crenenn TSKECTH: 1 = MUHUMAJIBHEIC CHUMIITOMBI, 2 = yMEpCHHBIC CUMIITOMBI;
3 = BBIp@KCHHBIC CHUMIITOMBI;, 4 = KH3HEYrpoKarolmue cuMnToMbl. OIeHOYHas MIKajla OCHOBaHA Ha
PEKOMEHIOBaHHBIX HarmonansHbiM WHCTHTYTOM OHKOJIOTUHU CIIA CTaHJIAPTHBIX
TEPMUHOJIOTHICCKIX KpUTEPHIX OolleHKH HexenatenbHbiX sieHnii (NCI CTCAE v4.03).

’Ecnu TpebyeTcst CHUKEHHE JI03b1 IpenapaTa, PEKOMEHIYETCS IPUMEHSTh 03y IPUOIU3UTENLHO Ha
50 % MeHblie TpeabIAyIIeH.

3H36erath NPUMEHEHHMS TIPENAPATOB, COAEPKAIINX CIHUPT, NEPEKHUCH BOAOPOAA, HOM U MPOU3BOHBIE
yaOperia (THMbsSIHA) B JICYCHUU CTOMATUTA (MOTYT MPOBOIMPOBATH YCHIICHUE U3bS3BICHUS B POTOBOM
TIOJIOCTH).

Oonospemennas mepanus ymepennvimu uneuoumopamu uzogepmenma CYP3A4 unu P-gp
Cnenyer coOmroAaTh OCTOPOXKHOCTb, B CIydyae €CIM HEBO3MOXHO H30€XKaTh COBMECTHOIO
npumenenus npenapara ITA®TOPH® u ymepennbix unru6uropos CYP3A4 wumu P-gp,
HE00XO0IUMO TIHIATEIbHO KOHTPOJIUPOBATh KIMHUYECKOE COCTOSHUE NALUEHTA.

Ecin namueHTaM IMOKa3aHO OJHOBPEMEHHOE NPUMEHEHHE IPEernapaTroB, KOTOPbIE SBISIOTCS
ymepenHbiMu unruduropamu CYP3A4 unu P-gp, no3a npenapara IIAGTOPH® B GobIuHCTBE
CIIy4aeB JOJKHA OBITh CHM)KEHa A0 5 Mr wiu 2,5 Mr B cyTKu. OJIHAKO TOYHBIE KIMHUYECKUE
JaHHBIE II0 KOPPEKTUPOBKE J103bl OTCYTCTBYIOT, PEKOMEHJyeMas KOPPEKLUs J03bl MOXKET
BapbUpPOBaTh Yy OTHEJIbHBIX TIPYNN [AlMEHTOB, I03TOMY PEKOMEHJIYETCS IPOBEIECHUE
TIIATEIBHOTO JIEKAPCTBEHHOI'O MOHUTOPHHIA C LIEJIbI0 CBOEBPEMEHHOI'O BBISBIEHUSI BO3MOXKHBIX
nob6ouHbIX 3¢ ¢ekToB. B ciiyuae mnpekpaiieHns OJHOBPEMEHHOTO IMPUMEHEHHMsS YMEPEHHBIX
unruoutopoB CYP3A4 win P-gp ciaenyer yduThIBaThb NMPOJOJIKUTEIBHOCTh «OTMBIBOYHOTOY
Mepuo/ia mMpernapaToB, KOTOPBIM B CPETHEM COCTABISET OT 2 A0 3 IHEH, nmepes BO30OHOBIEHUEM
npumenenus npenapata [IAOTOPH® B 103e, NpuMeHsAEMOii HCXOIHO, 10 HAYala COBMECTHOTO
npumenenus npenapata [IAGTOPH® u ymepennsix unruoutopos CYP3A4 umu P-gp.
Ipumenenue oonospemenno ¢ mowHviMu unoykmopamu uzopepmenma CYP3A4

HecMmotpss Ha TO, 4TO OJHOBPEMEHHOI'O NMPHUMEHEHUs Ipenapara ¢ MOLIHBIMH HHAYKTOpaMU
cienyeT u3deratb, UMEIOTCS JIaHHBIE TI0 KOPPEKIMK PeKMMa JO3UPOBaHUs IMpernapara B cliydae,
€CJIM HEBO3MOKHO M30€XaTh OJHOBPEMEHHOIO IIpUEMa MPEerapaTos.

[Ipu npumenenun mnpenapata ITAD®TOPH® oaHOBPEMEHHO C MOIIHBIMH HHIYKTOpaMH
uzopepmenta CYP3A4 Ha ocHoBaHUU (PapMaKOKMHETUUECKHX JTaHHBIX MOXET MOTpeOOBaThCS
YBEJIIMYEHUE CYTOYHOM JI03bl B 2 pasa Cc maroM B 5 Mr win MeHsble. [Ipennonaraercs, 4To npu
YKa3aHHOM M3MeHeHuH 103bl npemnapata [IAOTOPH® 3nauenne AUC GymeT cOOTBETCTBOBAThH

AUC, Ha6J'IIOI[aeMOMy 0e3 npueMa MHAYKTOPOB I/ISO(bepMeHTa, OJHAaKO KIIMHUYCCKUE JaHHBIC C
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MOJA00HBIM U3MEHEHHEM 03Bl Y TAIMEHTOB, II nwam&llljlgl ﬁgﬁﬁﬁéﬁﬂﬁ@%ﬁf&sd}eﬁﬁéHm

CYP3A4, oTCyTCTBYIOT.

[Tpu mpekpamieHun npreMa MourHoro uHaykropa uzopepmenta CYP3A4 crexgyer obecrieunTth

3-5 nHell «OTMBIBOYHOTO» TNepuoAa (aAeKBaTHBIM MEpPHOJ A 3HAYUTEIHbHOTO CHIKEHUS

WHIYKIIUY U30(hepMEeHTa) 10 CHIDKEHHS 10361 ITpernapara MMA®TOPH® k ucxoaHoit 103e.

Ilayuenmui 6 6o3pacme <18 nem

[penapar [TA®TOPH® me mokasaH s JleueHHs] OHKOJNOTHYECKMX 3ab0JeBaHUil y jeTeil u

MOJIPOCTKOB.

Tayuenmoi 6 6o3pacme >65 nem: KOPPEKIUS 1036l Ipenapara He TpedyeTcs.

THayuenmoi ¢ HapyweHusMU PYHKYUU noYeK: KOPPEKLHUs J03bI ITpernapara He TpedyeTcs.

THayuenmoi ¢ HapywieHuAMU YHKYUU NeYeHU

— V MmanueHToB C HapyuieHHeM (QYHKIMM TEYEHH JIETKOW CTENeHH THKeCTH (Kiacc A 1o
knaccudukanuu Yaina-I1e0) pekoMengyemas 103a cocTaBiser 7,5 Mr B ICHb.

— V nanueHToB ¢ HapylleHHeM (YHKIMU TEeYeHU CpelHed cTeneHu Tshkectu (kimacc B mo
knaccudukanun Yaitng-I1p10) pekoMenayemMasi 103a COCTaBIs€T 5 MI' B JICHb; MIPH TIOXOM
MIEPEHOCUMOCTH MpernapaTa BO3MOXKHO CHUKEHHE JI03bI 0 2,5 MT' B JICHb.

— 'V NanuWeHToB ¢ HapylieHHEM (QYHKIMH TICUYCHU TSOKEIION crernmeHu TsokecTH (kmace C 1o
knaccudukanun Yaitnga-Ilsro) mpemapar He pekoMeHI0BaH. B ciydasx, korga oxkujaemas
T0J1h32 MPEBBIIIAET MOTEHIUATBHBIN PUCK, BOZMOXKEH IIPHEM 3BEPOJIUMYCa B MAKCUMAIbHOU
J103€ 2,5 MT" B ICHb.

B ciydyae u3MeHeHHs CTENEHU TsHKECTH HapylieHus (YHKIUU medeHu (Mo Kiaccuduxanuu

Yaiinj-TIbi0) Heo6X0AMMO MPOBECTH KOPPEKIMIO 10361 Ipenapata [IAGTOPH®.

ITob6ouHoe neiicTBue

[Tpu npumeHeHUM npenaparta HanbOosiee YacTbIMU HexenaTenbHbIMU peakuusmu (HP) (wactora
>1/10) sBasuch (O Mepe YObIBaHHMsI YacTOThl BCTPEYAEMOCTH): CTOMATHUT, KOXHAas CblIllb,
NOBBIIIEHHAs] YTOMJIIEMOCTb, JAuapes, MH(EKIMH, TOIIHOTA, CHWKEHHE AamlmeTuTa, aHeMMs,
U3MEHEHHE BOCIPHUATHUS BKycCa, THEBMOHHT, TIEpUPEpUICCKUE OTEKH, TUIIEPTIINKEMUSs], aCTCHUS,
KOXKHBIM 3yll, YMEHBIICHHE MAacChl Tella, THIEPXOJIECTEPUHEMHs, HOCOBOE KPOBOTECUCHHE,
KallleJib, FOJI0BHAas 00JIb.

Hau6onee wacteiMu HP 3-4 crenenu Tsbxectu (wacrtora >1/100, Ho <1/10) Oblu: cTOMaTHT,
aHeMHs, THIEPIIIMKEMUs, TIOBBIICHHAS YTOMIIIEMOCTh, HWH(EKIMH, ITHEBMOHHT, IHAapes,
acTeHHUs, TPOMOOILIMTOIICHUS, HEUTPONEHHUs, OJBIIIKA, JUMQOIEHHUS, TMPOTSHHYPHS,
KpoBOTeueHHe, runodochaTeMus, KOXKHAs Chbillb, apTepHajbHas TUNEPTEH3Us, IMOBBILICHHUE
AKTUBHOCTH acrapTaTaMHHOTpaHC(epasbl (ACT), MIOBBIIIICHUE aKTUBHOCTH

anaHnHaMuHoTpaHcepassl (AJIT), nHEBMOHUS U caxapHbIi AualeT.
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Hwxe npeacrasnensl HP, Bo3HuKaBIIMe npu npnMeHeHﬁglgﬁ:éagfﬂ?fﬁ iéiaT(%%ls-gjl[levf'r%:ﬁ'e-ﬁb) c

yKa3aHWEeM YacCTOTHl MX BO3HUKHOBEHHUS: Oo4eHb dacto (>1/10), wacto (>1/100, mo <1/10),
Hewacto (>1/1000, mo <1/100), penxo (=1/10000, o <1/1000), ouenp pemko (<1/10000),
BKJIIOYasi OT/AeIbHBbIC cooOmieHus. HP crpynmupoBaHbl B COOTBETCTBHH C KiaccUpUKamuen
opraHoB u cucteM opranoB MedDRA, B mpenenax KaxJIOH TpYIIbI MEPESUUCICHBI B MOPSIKE
YMEHBIIIEHHUS YaCTOTHl BCTPEUAEMOCTH.

Hngpexyuu u unsazuu: o4eHb 4acTo — WHGEKIHUH (BKIIOYAs 9acTO — IMTHEBMOHHIO, HH(EKIIUU
MOUYEBBIBOJIANIMX IyTeH; HEYacTO — OPOHXWT, OIOSACBHIBAIOIIMKA JIMIIAH, cerncuc, aociecc,
CJAMHWYHBIC CIIydad OMNIOPTYHUCTHUYCCKMX HMHMEKIMH (HampuMmep, acrepruiuies, KaHIuI03,
nHeBMOHUS Pneumocystis jiroveci (PJP)/Pneumocystis carinii (PCP) u BupycHblii Tenatut B);
PEIKO — MHOKAPAUT BUPYCHOM 3THOJIOTHH).

Hapywenus co cmoponwl Kposu u aumgamuueckoti cucmemvl: 0O4CHb 9aCTO — aHEMHUSI; 4acTO —
TPOMOOILIMTOIICHUS, HCHTPONCHHS, JICHKONCHHS, JHUM(OIECHUSA; HEYacTO — IMAHIUTOICHHS,
PEAKO — ICTHHHAS SYPUTPOLIUTAPHAS aIljIa3usi KOCTHOTO MO3Ta.

Hapywenus co cmoponst uMMmyHHOU cucmembl.; HEYACTO — PEAKIIUN THIIEPIYBCTBUTEIIBHOCTH.
Hapywenus memabonuzma u numanus: O4E€Hb YaCTO — CHW)KCHHUE allICTUTA, THIICPTIIMKEMUS,
TUIICPXOJICCTEPUHEMHUS; YaCTO — TMIICPTPUITIMIIEpUAeMHus, rurodocdareMus, caxapHblii 1uadeT,
TUTICPIIUITHIICMUS, THITOKATHEMHSI, IETUPATAINS, TUITOKATBIIHCMHSL.

Tcuxuyeckue napywenus: 9acto — 0ECCOHHUIIA.

Hapywenus co cmoponvl HepsHOU cucmembl: OYEHb YaCTO — M3MECHEHHUE BOCIPHUATHS BKYCa,
roJioBHast 00JIb; HEYACTO — MOTEPS] BKYCOBOM UYBCTBUTEIHHOCTH.

Hapywenus co cmoponwl opeana 3penusi: 9aCTo — OTEK BEK; HEYaCTO — KOHBIOHKTHUBUT.
Hapywenus co cmoponvl cepoya: He9acTo — XpOHUYECKAs cepieyHasi HeIOCTATOYHOCTb.
Hapywenus co cmoponvt cocy0og: 4YacTo — apTepuanbHas THUIEPTEH3Us, KPOBOTECUCHUS
Pa3IMYHON JTOKANU3aIHH, TUMQeaeMa; HEeYacTO — «IIPUIUBBI», TPOMOO3 TITyOOKHX BEH.
Hapywenus co cmopoHnvl ObixamenbHOU cucmemvl, Op2aHo8 cPYOHOU KIemKU U CPeOOCMeHUs.:
OYEHb YacTO — IMTHEBMOHHT (BKJIOYAsi OYCHb YaCTO — IMHEBMOHUT, YaCTO — WHTEPCTUIIUATBHYIO
00Je3Hb JETKUX, WHOWIBTPAIUIO JIETKUX; PEAKO — ajbBEOJSIPHOE JIETOYHOE KPOBOTEUYECHHE,
JIETOYHYI0 TOKCHYHOCTh, AQJIbBEOJHT), HOCOBOE KPOBOTEYEHME, Kalllelb; YacTO — OJIBIIIKA;
HEYAaCTO — KPOBOXapKaHbE, JIETOYHAS AMOOJHS; PEIAKO — OCTPBIH PECIHPATOPHBIA JAHCTPECC-
CUHJIPOM.

Kenyoouno-kuuleunvie HapyuileHus: OYEHb YacTO — CTOMATUT (BKIOYas OYEHb YacTO —
CTOMATHUT; 4acTO — a)TO3HBIA CTOMATHUT, U3BSA3BICHUE CIU3UCTON OOOJOYKU S3BIKA M TOJOCTH

pTa; HEYacCToO — TJIOCCHUT, TJIOCCOIUHMIO), TUApesi, TOIMHOTA; YaCTO — PBOTA, CYXOCTh CIM3UCTOM
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000JI0YKH, TUCTIECTICUS, TUCharusl.

Hapywenus co cmoponul Kodcu u ROOKOJNCHbIX MKAHell. 0YSHb 9aCTO — KOXKHAsI ChINb, KOXKHBIH
3yl; 4acTO — CYXOCThb KOXH, IOPQKCHHE HOITEBBIX IUIACTHH, YrpeBas Cblllb, JpUTEMA,
IIENTYIICHHE KOXHU, KOXKHOE MMOPaKCHUE, IOBBIIICHHAs JIOMKOCTh HOTTEBBIX IUIACTUH, CHHIPOM
JaJOHHO-TIO/IOIIBEHHOW 3PUTPOAN3ICTE3NH, AIIOTICIHS; PEAKO — AaHTHOHEBPOTHUECKHIA OTEK.
Hapywenus co cmopouvl mbluieunou, CcKelemHou U COeOUHUMENTbHOU MKAHU: YacTo —
apTpaIrys.

Hapywenus co cmopoHbl nouek u Mouesblgo0swux nymeti: 4acTo — MPOTCUHYPHS, [TOYCUHAS
HEJJOCTaTOYHOCTh; HEYAaCTO — YyYaIlleHHOE MOYEHCITyCKAaHHWE B JHEBHOE BPEMs CYTOK, OCTpas
NOYEYHAs! HEJJOCTATOYHOCTb.

Hapywenuss co cmopoHvl penpooyKmueHoU cucmemvl U MOJOYHbIX Jicele3. YacTo —
HeperyIspHbIil MEHCTPYaJIbHBIH UK ; HEYACTO — AMEHOPES.

" — y mamueHTOK B BospacTe oT 10 10 55 JIeT, MONydYaBINMX TEPANHI0 JBEPOJMMYCOM BO BpEMs
KJIIMHUYECKUX UCCIIEIOBAHUH.

Obwue napywenus u peakyuu 6 mecme 66edeHus: O4eHb 4acTO — MOBBIIIEHHAs YyTOMIISIEMOCTD,
acTeHus, nepudepuyeckue OTEKH; 4YacTO — IIOBBIINIEHHE TEMIIepaTypbl Tella, BOCHAJICHUE
CJIM3UCTBIX 000JI0UEK; HEYaCTO — HEKapIUOreHHasl 00JIb B ITPY/IH, MEIJICHHOE 3a)KUBJICHUE PaH.
Jlabopamophvle u uncmpymenmanbHule OaHHble: OYEHb YaCTO — CHUKEHUE MACCHhI TElla.
Omknonenus 1a60pamopHsIx U UHCMPYMEHMATbHBIX NOKA3amenel, Omme4aguuecs ¢ 4acnmomotl
>1/10 (epadayus «ouenv uyacmoy, HP nepeuucnenvi no mepe yOvbi8aHUL YACMOMbL
ecmpeyaemocmu,):

eemamonocudeckye. CHW)KEHHE KOHIIGHTpAallMM TeMOIJoO0MHa, JIUMQOIEHus, JeHKONeHUs,
TPOMOOLIUTONEHUSI, HEUTPONEHUS (UM UX COYETaHHE — aHIIUTOICHHUS);

Ouoxumuveckue: TIOBBIIIEHWE KOHLEHTPAMM TJIOKO3bl KPOBU HATOIIAK, XOJIECTEPUHA,
TpUrnuepuaoB, nosbimieHne akTuBHOCTH ACT, runodocdareMus, MoOBbIIEHHE aKTUBHOCTH
AJIT, moBblllIEeHWE KOHLIEHTPAlMM KpEaTMHHHA, THIOKAJIUEMHS, CHIKEHHE KOHLIEHTpalUu
anbOymMHHa.

BonbIMHCTBO OTKIIOHEHMH J1TaOOpaTOpPHBIX TMOKa3zaTesnel ObLIM JIETKOW M cpelHeill cTeneHu
TsokecTH. Tsokenble (3—4 cTeneHu) OTKIIOHEHUS BKIIOYaIN:

eemamonocudeckye. O4eHb 4acTO — JMUM(ONEHHIO, CHI)KEHHE KOHIEHTpPAlMU TI'eMOITIOOHHA;
4acTO — HEUTPOIICHHIO, TPOMOOIIMTOIICHUIO, JICHKOTICHHIO;

buoxumuyeckue: 0O4€Hb YACTO — MOBBILIEHNE KOHIEHTPALUU TIFOKO3bl KPOBU HATOIIAK; YacTO —

runodocdaremuto, runokanueMuto, nossiieane akTuBHOCTH ACT, AJIT, a Takke MOBBIIIEHNE
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KOHIEHTPAllUu KpeaTHHHHA, OOILEro XoJecTEpuHa, Lﬂ%‘&'ru}ﬂﬁe%'ﬁ '%T%ﬂléﬂﬁ—'o'pgﬁé - I]—f&;.(I)BI/I,

CHIDKEHHME KOHIICHTPALUU albOyMHHA.

IlocTperncTpallnOHHBINA ONBIT OPUMEHEHUS

HNudopmanus o cieayrolux N000YHbIX PEaKkMsIX Ha 3BepoIrMMycC Oblila IIOJIy4YeHa B pe3ysIbTaTe
HOCTPErMCTPALIMOHHOTO ONbITa INPUMEHEHHUs 3BEpPOIMMYyca C IIOMOILIbIO COOOLIEHUH O
CIOHTAHHBIX CIy4YasX M JIMTEPATypHBIX NaHHBIX. [lOCKOJBKY NaHHBIE 00 ASTHX pEaKIHIX
cobuparoTcsi TOOPOBOJIBHO OT MOMYJISLUM HEOIPENEIIEHHOTO pa3Mepa, HEBO3MOXKHO HAJEKHO
OLIEHUTb YaCTOTY BOZHUKHOBEHHMS, II09TOMY OHA KJIacCU(UIUPYETCS KaK «4aCTOTa HEM3BECTHAN.
Tpaemvl, unmokcuxayuu u OCIO0MNCHEeHUs npoyedyp: MECTHas BOCHAIUTEIbHAsI PEAKLUs B paHee
o0ydeHHOU 001acT (KOXka, JeTKUe WK Apyrue paHee 00aydeHHbIE OpraHbl), IOTEHIUPOBAHHE
10OOYHBIX PEAKIUIL TyueBOIl Tepanui.

Omnwncanne ornenbHblX HP 110 maHHBIM KIMHMYSCKHMX HMCCICAOBAHMHA W NIPU IPUMEHCHUH

JBEPOJIMMYCa B KIIMHHMYSCKON IIPAKTUKE B ITOCTPETUCTPAIIMOHHOM INEPHOIE

Otmeuvanuch ciydan oOOCTpeHHMs BHUPYCHOro rematurta B, Bkirodas ciydau cC JieTaabHbIM
ucxonoMm. OOocTpeHre WHOPEKIUH  SBISETCS  OXUIAEMBIM  SIBICHHEM B  TEPHOJBI
UMMYHOCYIIPECCHH.

OTrmeyanuch ciay4ad TMOYEYHOH HEJOCTaTOYHOCTH (B T.4. C JIETAIBHBIM MCXOJIOM) H
npoTeHHypHH. PekoMeHIyeTCst KOHTPOJIUPOBATh (PYHKIIHIO ITOYEK.

OTMeuanuch ciiydan aMeHopeu (BKJII0Yasi BTOPUYHYIO aMEHOPEIO).

OTtmeyanuch ciay4au pa3BUTHs ITHEBMOLIMCTHON IHEBMOHMHU (BBI3BAaHHOW Pneumocystis
Jjirovecii), HEKOTOpPBIE C JE€TaIbHBIM UCXOA0M.

Otmedanuch ciayyad pa3BUTHUS aHTHOHEBPOTHMYECKOIO OTE€Ka KaK IpH OJAHOBPEMEHHOM
NPUMEHEHUH C MHTUOMTOpaMH aHTMOTEH3MH-IpeBpamawomero gepmenta (AIlD), Tak u npu
U30JIMPOBAHHOM IIPUMEHEHHUH DBEPOJIMMYCA.

B nocTtpeructpaliluOHHOM UCCIIENOBAHUM Y MALIMEHTOK B IOCTMEHONAY3€ C MOJIOKUTEIBHBIM 10
ropmoHanpHeIM peurentopaMm HER2-oTpunartenbsHbIM pacnpocTpaHEHHBIM paKOM MOJIOYHON
JKele3bl ¢ MOMEHTa Hayajla Tepaluy 3BepojauMycoM B ja03e 10 Mr/cyTku B KOMOMHaLMH C
HKCEMECTaHOM (25 MI/CYTKH) C IIeNbI0 YMEHBIIEHHMS YacTOThl BO3HUKHOBEHUS U CTENEHU
TSOKECTH CTOMAaTHTa MECTHO MPUMEHsUIM OeccnupTOBOM pacTBop JekcamerazoHa 0,5 mr/5 miu
(10 mn pacTBOpa, MOJIOCKAHUE MOJIOCTH pTa B TeueHUE 2 MUH 4 paza B CyTKH Ha MPOTKEHUU
8 Helenb) C MOCHEAYIOIMM IMPUEMOM IMHINKM HE paHee 4eM 4Yepe3 | 4 mocie MOoJIOCKaHUS.
YacroTa BO3HMKHOBEHMS CTOMATHUTa =>2 CTENEHU TsDKECTH cocraBuia 2,4 %, 4TO HUXKE
OTHOCHUTEJIBHO PaHEE 3apEerUCTPUPOBAHHOMN 4acTOThI (27,4 %) B KIMHUYECKUX UCCIIEJOBAHMSX Y
MAlCHTOB JIaHHOW Kareropuu. Yactora BO3HMKHOBEHHMS CTOMAaTWTa | CTENEHM COCTAaBUIIA

18,8 %, mpu 3TOM HE 3apEeTUCTPUPOBAHO CciydaeB crtoMatuTa 3 win 4 creneHn. CBOIHBIN
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npoduib 0€30MaCHOCTH B JIAaHHOM HCCJIEIOBAHUHI 6BI|:JJI-| Iéb%g%g'“o%gﬁéﬁgﬁn{ﬁﬁlpﬁﬁée vy

nanmnueHTOB C OHKOJOI'MYCCKUMU 3a6OJIeBaHI/ISIMI/I, 3a UCKIIIOYCHHUEM SBJICHHUU KaHIUA03HOT'O
MOPAKEHUS CIM3UCTON TMOJIOCTH pPTa, KOTOPbIE OTMEUYaIuch y 2,2 % MalleHTOB B JAHHOM
ucciaenoBaHuu 1o cpaBHeHuto ¢ 0,2 % B paHee NPOBEINCHHOM HCCIEJOBAaHWU Yy NALUEHTOB
JAHHOW MOIYJISIIINH.

Ilayuenmur 6 6o3pacme =65 nem

HP, pa3BuBaBiuecs npu NpuMEHEHUHU 3BEPOIUMYCa y MAlMEHTOB B Bo3pacTe 65 JIeT u crapie,
yame TpeOoBanM mpekpamieHus Tepanuu. Haumbonee yacTo Takue SBJICHUS BKIIOYAIU:
MHEBMOHUT (B T.4. MHTEPCTULMAIbHYIO OOJIe3Hb JIETKHX), CTOMATUT, TOBBIIICHHYIO
YTOMIIICMOCTD U OABILIKY.

Ecnu ommeueno yxyouieHue KIUHUYECKO20 meyeHus a000U U3 YKA3AHHbIX 8 UHCMPYKYUU
HeofcenameilbHblX peakum} unu Bwvr zamemunu niobwie dpyeue HeodicelameslbHble peakyuu, He

VKa3aHHble 8 UHCMPYKYUU, COO0uume 00 smom epauy.

Ilepeno3upoBka

O cayyasx TEpeIo3UpOBKH HBEPOJUMYCOM HE COOO0Ianock. B ciaydae mnepeao3upoBKU
[penapaToM [TAD®TOPH® Heo6xoauMo 00eCeYnTh HAGIIOACHIE MalyeHTa, a TakXKe HadaTh
COOTBETCTBYIOIIYI) CHUMIITOMAaTUYECKYI0 Tepanuto. [Ipy OAHOKpAaTHOM MpueMe 3BepoIumyca

BHYTPB B J103aX 710 70 MI €ro NepeHOCUMOCTh ObLIa YAOBIETBOPUTEIHLHOM.

B3aumopneiicTBHe ¢ APYTUMH JIeKAPCTBEHHBIMH CPeACTBAMM

OBeponumyc sBisercst cyoctparom uzodepmenta CYP3A4, a Taxke cyOCcTpaTOM U yMEPEHHO
akTUBHBIM  uHruoburopom P-gp  (P-gp-Hacoca), oOecneuyuBaromero BBIBOJL MHOTHX
JIEKapCTBEHHBIX COEIMHEHUN U3 KIIETOK, B CBSI3U C UYEM, BEIIECTBA, KOTOPhIE B3aUMOJIEHCTBYIOT C
nzopepmentom CYP3A4 w/unmu P-gp, Moryr BiMATH Ha BcachlBaHHWE M IOCIEIYIOIIEe
BBIBE/ICHHE DBEPOJIMMYCA.

In vitro 3BepoIUMYyC MPOSIBIISET CBONCTBA KOHKYpEeHTHOro uHruouropa usopepmenta CYP3A4
U CMellaHHOro uHruouropa nzopepmenra CYP2D6.

Nuru6uropst CYP3A4/P-gp noBeIaoT KOHIIEHTPAITUIO BEPOIUMYCA.

BemectBa, spistonuecs naruonropamu CYP3A4 nnu P-gp, MOryT moBblaTh KOHIEHTPALIUIO
IBEPOJIUMYCa B KPOBHU 32 CUET CHIKEHHS METaO0JIM3Ma WM BBIBEIEHUS 3BEPOJIMMYCa U3 KIETOK
KHILEYHUKA.

ComyrcTBytomee nedeHue MomHbIMH uHTHOUTOpamMu CYP3A4/P-gp mpuBoautr k pe3komy
MOBBILIEHUIO KOHLEHTPALMU 3BEpOJIMMYyca B IJIa3Me KpoBU. B HacTos1iee BpeMsi HEJ0OCTaTOUYHO

JaHHBIX, YTOOBI AaTb PEKOMCHAAIIMKU 110 JO3UMPOBAHHUIO B 3TOH CUTyalluu. Takum o6pa30M,
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Tabauya 2

Jlexapcmeennvie cpeocmea (JIC), komopvle Mo2ym usmeHsms

KOHYeHmpayuio 36epoaumyca 6 Kpoeu

JIC HNzmenenne AUC U Cpax | PexomMeHnganum no oJHOBpeMEHHOMY
3BEPOJINMYca NpUMeHEeHUI0

Mownvle uneubumopvr CYP3A44/P-gp

KeTokonazon AUC noBeimanace B 15,3 pasza | ODTHOBpeMEHHOE  TPHUMEHEHHE  C
Chnax TOBBIIIANIACH B 4,1 paza | mpemnapaTtom [TA®TOPH® HE

Utpakonazon OpnHOBpeMEHHOE TIPUMEHEHHUE | PEKOMEHI0BAHO.

[Tozakonazon HE  HU3Yy4eHO,  OXHJIaeTcs

Bopuxonazon 3HAYUTENHFHOE MOBBIILICHNE

TenutpoMunx KOHILIEHTPALMH 3BEPOINMYCa

Knapurpomuniun

Hedazonon

Puronasup

ATazaHaBup

CakBHUHaBUP

HapyHaBup

WNupuHaBup

Hendunasup

Hneubumopwr CYP3A4/P-gp ¢ ymepeHHoli akmugHOCmbio

OPpUTPOMHUIINH AUC noesimainace B 4,4 paza | Ciaenyer coONr0aaTh OCTOPOIKHOCTh B
Crnax TIOBBIIIANIACH B 2,0 pa3za | cilydae, €ciid HEBO3MOXKHO H30€KaTh

Nmatnnu6 AUC noBsimanace B 3,7 paza | COBMECTHOI'O INPUMEHEHUS IIpenapara
Crnax OBBIIIANACK B 2,2 paza | [IAOTOPH" u YMEPEHHBIX

Bepanamun AUC nosbimranacs B 3,5 pasa | uaruouropos CYP3A4 nmm P-gp.
Crnax TIOBBIIIANIACH B 2,3 pa3a Ecin ManyeHTaM TOKa3aHO

Huxnocmopun AUC noBsimanace B 2,7 paza | OTHOBPEMEHHOE NIPUMEHEHUE
Ciax TOBBIIANAcCkL B 1,8 paza Ipernaparos, KOTOPBIC SIBJISTFOTCST

Kannabunwnon (P-I'TI

AUC noBsimanacs B 2,5 paza

WHTHOHUTOP) Crnax TIOBBIIIIANIACH B 2,5 pa3a

dnykoHa30:7 OnHOBpEeMEHHOE NPUMEHEHHE

Juntnasem HE  W3Y4YCHO,  OXKHJAeTCA
NOBBIIICHHE  KOHICHTpAIUH
IBEPOJIUMYCa

JlpoHeapoH OnHOBpEMEHHOE TIPUMCHEHHE
HE  W3Y4eHO,  OXKHIaeTcs
IIOBBINICHUC KOHOCHTpAaun
IBEPOJINMYCa

AmnpeHaBup OnHOBpEMEHHOE TPUMEHEHHE

docamrnpeHaBup HE  WM3Y4YeHO,  OXHJIaeTcs
MOBBILICHHE  KOHIEHTPALMH
3BEpPOJIMMYCa

yMepeHHbIMU uHruouTopamu CYP3A4
P-gp, Jo3a mperapara
I[TA®TOPH® B GOJBIIMHCTBE CIIy4acB

nin

JOJIDKHa OBITh CHHXKCHA a0 5 Mr umm

2,5mMr B cytkd. OIHaKO TOYHBIE

KIIMHAYECKHe JaHHBIE no
KOPPEKTHPOBKE JI03bl OTCYTCTBYIOT,
peKoMeHayeMasi  KOPpeKIHs  JI03bl
MOKET BapbUPOBaThb Y OTAEIBHBIX
rpymi MaIMEHTOB, MO3TOMY
pEeKOMEH TyeTCst MpoBeJICHHE
TIIATEILHOTO JIEKapCTBEHHOT'O
MOHHUTOPHHTA c IEIIbIO
CBOEBPEMEHHOTO BBISIBIICHUS
BO3MOHBIX TOOOUHBIX 3P PEKTOB.

B ciyuae MpeKpaleHus
OJTHOBPEMEHHOT'0 NPUMEHEHUS
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JC Hzmenenne AUC n Cpax | "#ékdﬁﬁﬁ'fﬁ”nﬁ&tdﬂhﬁnb&ie'ﬁﬁbﬂa
IBEPOINMYCa NPUMEHEHU )

yMmepeHHbIX uHTHONTOpoB CYP3A4
win  P-gp, cnemyer  yuuThIBaTh
MIPOJIOJDKUTENBHOCTh  «OTMBIBOYHOTOY
Ieprofa TpenaparoB, KOTOPHI B
CpPEeIHEM COCTaBJIsIET OT 2 10 3 JTHEH,
mepesl BO30OHOBJICHHEM INPUMEHEHUS
npenapata ITA®TOPH® B nose,
MpUMEHSIEeMOM HMCXOAHO, 0 Hadaia
COBMECTHOTO TPHWMEHEHHs Tpernapara
[TA®TOPH® u YMEPEHHBIX
naruoutopoB CYP3A4 nmm P-gp.

[peiindpyr, OpnnoBpemenHoe mpuMeHeHne | OMHOBPEMEHHOTO  NMPUMEHEHUS  C
rpeindpyToBbIii COK, | HE HU3Y4YEHO, oxunaercs | mpenapatom  [TA®TOPH®  cnemyer
IIOBI KapaMOOJbl | TOBBIIICHHE  KOHLEHTpALuWH | n30erats.

(TporMueckoil  3Be3NBI), | IBEPOIMMYyCa
FOpPbKUM  amejbCuH U
IOpyrHe MPOAYKTHI,
BIIWAIOININUE HA aKTUBHOCTbD
uuroxpoma P450 u P-gp

Mownvle undykmoper CYP3A4

Pudpammuimn AUC ymenpmanach Ha 63 % | OTHOBpEeMEHHOTO  NMPUMEHEHHS  C
Crax YMeHbLIanach Ha 58 % npenapatom [TA®TOPH® cnenyer
['roKoKOpPTHKOCTEPOUIBI OnHOBpEMEHHOE TPUMEHCHHUE | U30€rath. IIpu HEOOXOANMOCTH
(manpumep, HE  W3Yy4eHO,  OXHJaeTcs | OJHOBPEMEHHOIO MPUMEHEHUS
JeKCaMeTa30H, YMEHBIIICHUE  KOHIICHTpAIWH | CIEAYET YBEIMYUTh AO3y IIpernapara
TIpEeTHNU30JI0H) 3BEpOIMMYCa [TA®TOPH®.
Kap6amazennn OnHOBpeMEHHOE TNPUMEHEHNE
denobapouTan HE  M3Y4YEHO,  OXHIAeTcs
deHnTonH YMCHBUICHUE KOHICHTpalun
3BEPOJIMMYCa
O¢aBupen3 OnHOBpEMEHHOE NPUMEHEHHE
Hesupanux HE HU3Y4YEHO, 0XKUIACTCS

YMCHBIICHUC KOHOCHTpalun

3BEPOJIMMYCa
3Bepoboit OpnnoBpemenHoe mnpuMmeHenue | OMHOBpEMEHHOE  NPHUMEHEHHE  C
MPOABIPSIBICHHBIN HE H3Y4YEHO, 0’KHMJIAeTCs | IpenapaTom I[TAD®TOPH® HE

SHAYUTCIbHOC YMCHBIICHUE | pPCKOMCHAOBAHO.

KOHIICHTPAIINH 3BEPOIIMYCa

Bruanue 26eponumyca Ha Konyewmpayuro 6 naasme JIC, npumensiemulx 6 Kauecmee
conymcmsyloujeti mepanuu

VY 310pOBBIX TOOPOBOJIBIIEB MPU OJHOBPEMEHHOM MPUMEHEHUHU YBEPOJIMMYCa C aTOPBACTATHHOM
(cyoctpat mzodpepmenta CYP3A4) unu npaBactaTHHOM (HE SIBIsiETCS cyOcTpaToM n3odepmeHTa

CYP3A4) xnuHUYECKH 3HAYUMOTO (PapMaKOKMHETUYECKOTO B3aMMOJIEMCTBHSI HE OTMEYajoCh.

20



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 22.04.2025 N2 10717

[Tpu nmonmynsuuoHHOM (apMaKOKHHETHUECKOM aHaHH3%n{;g::‘aE%::EﬁJﬁgﬁ# ';éi&c_é ':ll:z-:J{II/I:;EHHﬂ

cumBacrtaTiHa (cyocrpar uzodpepmenta CYP3A4) Ha kiupeHc 3Bepoiumyca.

In vitro >BepoIMMYC KOHKYPEHTHO WHTHOMpoBal MeTabonu3Mm cybOcrpara wu3odepmenTa
CYP3A4 — nukiociopvHa W SBJBUICS CMENIAaHHBIM HWHTHOMTOPOM cyOcTpara u3odepMeHTa
CYP2D6 - nekcrpomeropdana B paBHOBecHOM cocTossHUU. CpemHsis paBHOBECHAST Cax
IBEpoOJIUMYyCa MpH MpHeMe MpenapaTta BHYTph B 103¢ 10 Mr B genp wim 70 Mr B Heneno Oonee
yem B 12-36 pa3 Hmke 3HaueHui K aBeposimMyca 1o MHTHOMPYIOIIEMY JIEHCTBUIO in Vitro Ha
nzodepmentsl CYP3A4 u CYP2D6. B cBsi3u ¢ BbIlIECKa3aHHBIM BIUSHHUE YBEPOJIUMYCA i VIVO
Ha MeTabonu3M cyoctpatoB u3ohepmenToB CYP3A4 u CYP2D6 ManoBeposTHO.
OnHOBpeMEHHOE NPUMEHEHHE HBEPOIMMYCa M MMJa30j1aMa NPUBOAUT K YBEIUYEHUIO Cmax
mugazonama Ha 25 % wu  yBenmueHuto AUC.nr) Mupgazonama Ha 30 %, mnpu 3ToM
metabomuueckoe  otHomenne AUC  (l-rugpoxcuMuiazoniaM/Muja3oliaM) W MEPUOJ
MOJTYBBIBEJICHUSI MUJa30JIaMa HE U3MEHSIOTCS. DTO CBHJETEIbCTBYET O TOM, YTO MOBBIIICHHAS
OKCTIO3UIUS MUAa30aMa sBisieTcs cieactBueM 3¢ dekxroB 3Beponaumyca B JKKT, mpu npueme
yKa3aHHBIX MPENapaToB B OJHO U TO k€ Bpems. TakuM oOpa3zoM, SBEPOIMMYC MOXKET BIHATH Ha
OMOJOCTYITHOCTh OJHOBPEMEHHO MPUHUMAaeMbIX BHYTPh JIC, KOTOpbIE ABIAIOTCA CyOCTpaTaMu
uzopepmenta CYP3A4. ManoBeposiTHO, YTO IBEPOIUMYC U3MEHSAET dKcrno3unuio apyrux JIC,
apisomuxcst cyoctpatramu CYP3A4, BBOAMMBIX HE BHYTPb, a JAPYTUMHU IYTSIMH, HarpuMmep,
BHYTPUBEHHO, [TOJAKOKHO U TPAHCIEPMAIIBHO.

[Ipy ogHOBpeMEHHOM NPUMEHEHHU C 3BepoiuMycoM oTmedeHo 10 %-oe yBenuueHue
KOHIIEHTpallui B IUIa3Me KpoBM npoTtuBodnmientuueckux JIC — kapOamaszenuHa, kioba3ama u
ero Merabonurta, N-Ie3MeTUIKIO0a3aMa, Tepel MPUEeMOM OdepeHON 103bl. J[aHHOE sBJICHUE
MO’KET OBITh KIIMHUYECKH HE3HAUYMMBbIM, OHAKO CIeAYyeT NPUHATh BO BHUMaHHE BO3MOXKHOCTb
KOppeKIMH J03bl mnpotuBodnmientudeckux JIC ¢ y3KMM TEpaneBTUYECKUM HHJIEKCOM,
Harnpumep, kap6amazenuHa. Ilpy OJHOBpeMEHHOM NPHUMEHEHHMH 3BEpPOJMMYC HE BIMSI Ha
KOHILEHTPALMI0O B IUla3Me KpoBU mpoTuBodnuientuueckux JIC, spustomuxcs cyOcTpatamu
nzodepmenta CYP3A4 (knonazenama, nuazenama, endamara u 30HUCAMH/IA), TIEpE]] IPUEMOM
OouepeIHOM MX J03bl. Takke He OTMEYEHO BIMSHMS 3BEPOJIMMYCAa Ha KOHLIEHTPALUIO B ILIa3Me
KpOBM Jpyrux nportusodnwientuiyeckux JIC, B T.4. BaJgbIpOEBOM KHUCIOTHI, TONMpamara,
okckapOazenuHa, GpeHobapObuTana, GEeHUTOMHA U MUPUMHUIOHA, TIEpe]] IPUEMOM OUYEPETHON HX
JTO3BI.

OnHOBpEeMEHHOE TPUMEHEHHE IBEPOIMMYCa U DKCEMECTaHa MPUBOANT K YBETHMUEHUIO Cmin U Cog
MOCJIEAHETO COOTBETCTBEHHO Ha 45 % u 71 %. Tem He MeHee, COOTBETCTBYIOIIUE YPOBHU
ACTpajoja B paBHOBECHOM COCTOSIHUU (4 HellenM) He OTINYAINCh B ABYX Ipynmnax Tepanuu. Y

MaUCHTOK B IMOCTMCHOIIAY3€ C TOPMOHO3aBHCHMBIM PACIHIPOCTPAHCHHBIM pPAaKOM MOJIOYHOM
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KECJIC3BI C MOJOXUTCIIBHBIMU T'OPMOHAJIBHBIMHU DCHGHT(;&Q}/;:,'M%%ILEQ I&H&E&e , V%]I_[VIO

KOMOWHAIMIO, He HAOII0AAJIOCh YBEIMUECHHUS YaCTOThI Pa3BUTUS MOOOUHBIX A ekToB. BrusHue
JAHHOTO YBEJIMYCHHS KOHIEHTpAIMM SKCeMecTaHa Ha ero 3(pQeKTUBHOCTh M 0€30MacHOCTh
MaJIOBEPOSITHO.

OnHOBpeMEHHOE TPUMEHEHHE 3BEPOJIMMYyCa W OKTPEOTHJAa HPOJOHTHPOBAHHOTO JEHCTBUS
OPUBOAUT K YBENUYEHUIO Cmin OKTPEOTH/A, OKA3bIBAIOIIEC HE3HAUUTENBbHOE BIHMSHUE Ha
KJIMHUYECKHH 2P PEeKT IBepoIuMyca y NAIMEHTOB ¢ METACTa3HPYIOUMMH HEHPOIHIOKPHHHBIMH
OITyXOJISIMHU.

Baxyunayus

HMMMyHOIepeccanThl MOTYT OKa3bIBaTh BIUSHHE HA OTBET MPU BAaKIMHAIIUMH; HA (DOHE JICUSHUS
npenapatoM [TAGTOPH® pakiuuamus MoxeT ObITh MeHee dddekTunHoil. Crexyer n3berars
NPUMEHEHHS JKUBBIX BaKIMH M TECHOrO KOHTaKTa C JHMIAMH, BAKIMHHUPOBAHHBIMU >KUBBIMH

BaKIIMHaMMH.

Oco0ble ykazanus

Jleuenne mpemapatom ITAD®TOPH® cremyer mpoBOAMTH TONBKO MOJ HAGMIOAEHHMEM Bpaua,
HUMEIOIIETO OMBIT PabOThI C MPOTHUBOOMYXOJIEBBIMHU MpENapaTaMu.

Konmpayenyus

Bo Bpems Tepanuu npenapatom [TAGTOPH® u kak MHHMMYM B TedeHHE 8 Heslelb MOCIE ee
OKOHYAHUS CJIEIYET UCIOJIb30BaTh HAJACKHBIE METOAbl KOHTPAICIIIUH.

Heungexyuonnwiii nneemonum

HeundexkunoHHbli MTHEBMOHUT SIBISETCS  KJacC-CHENMU(PUYHBIM  MOOOYHBIM 3 deKToM
MPOU3BOJHBIX parnaMuiiHa. [Ipu NpuUMEHEHHH »HBEpoJIMMyca TaKKe OTMEYAIUCh Cilydau
pa3BUTHUSI HEMH(PEKIMOHHOTO MHEBMOHMTA (BKJIIOYas MHTEPCTULIMAIbHYIO 0OJIe3Hb JIeTKux). B
psze ciay4yaeB HaOIIOOANUCH TshKeNbie (hOpMbI 3a00eBaHUS (PEAKO CO CMEPTENBHBIM UCXOI0M).

Jnarno3 HenH()EKIIMOHHOTO MHEBMOHUTA CJIEIYET MPEANOI0KUTh Y MAIlMEHTOB MPH Pa3BUTHH
TaKUX HeCNenu(PprUueckux TMPOSBICHUN CO CTOPOHBI OpPraHOB [IbIXaHWs, KaK THUITOKCHUS,
MJICBPAIbHBIA BBINIOT, Kallelb WA OJBIIIKA, a TakKKe IPU HCKIIOUYEHUH C TOMOIIBIO
COOTBETCTBYIOIIUX JUArHOCTUYECKUX HCCIEeNOBaHUI MH(EKIIMOHHOM, OMYyXOJEeBOW W APYTrUX
npuuuH Takux nposBreHuid. [lpum  npoBegennn  auddepeHinanbHOR — TUATHOCTHKU
HEMH(EKIIMOHHOTO IMHEBMOHHTA CJEAYeT HCKIOYaTh OIMIMOPTYHUCTUYECKHE WHOEKIUH,
HaIrpuMep, MHEBMOITUCTHYIO TTHEBMOHUIO.

[TaruenTa crieayeT MPOMHCTPYKTHPOBATH O HEOOXOIUMOCTH COOOMIAThH JedalieMy Bpady o
MOSIBJICHUU JIFOOBIX HOBBIX WJIM YCHUJICHHH MMEIOIIMXCS CUMIITOMOB CO CTOPOHBI JIbIXaTeIbHON
CHUCTEMBI. Y TAIlMEHTOB, UMEIONIUX TOJHKO PEHTICHOJOTUYECKHE MPU3HAKH HEHMH(PEKIIMOHHOTO

ITHEBMOHUTA (HpI/I OTCYTCTBHMM HJIM IPH HAJIWNYHUKU MHHHUMAJIBHBIX KIWMHHYECKHU 3HAYUMBIX
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CUMITOMOB), BO3MOYKHO MPOJIOJKEHUE JICUEHHUS npenap%lg&;ﬂﬁé%éﬁﬁa%léy%%gﬁég;&‘-Iﬁ'o351

npenapata. B ciydae ecnu CUMOTOMBI TTHEBMOHHTA BBIPAKEHBI YMEPEHHO, HEOOXOIUMO
paccMOTpPETh BOIPOC O BPEMEHHOW IPUOCTAHOBKE TEPANMM [0 YIy4UIEHUs COCTOsHMs. [lns
KYIIUPOBAaHUS CHMIITOMOB BO3MOXXHO IIPUMEHEHHME TIIIOKOKOPTHUKOCTEpOUIOB. JleueHue
npenapaToM MOXKET ObITh BO3OOHOBIICHO B J103¢ Ha 50 % HMKE UCXOTHOM.

[Ipyu pa3BUTHHM BBIPAKEHHBIX CHMIITOMOB (CTereHb 3 Wiu 4) HeMH()EKIMOHHOTO ITHEBMOHHTA
Tepanuio npenapatom I[TADGTOPH® crenyer NpekpaTuTh N0 CHUMKEHMS CTENEHM TSKECTH
CUMITOMOB 10 | creneHu. B 3aBHCHMOCTM OT KIMHUYECKMX YCIOBHM IIOCIIE H3JICUEHUS
ITHEBMOHUTA Tepalnus MpernaparoM MoKeT ObIThb BO300HOBIEHA B 103€ Ha 50 Y% HMMkKe UCXOIHOU
(cM. pa3gen «Criocob6 mpuMEHEHHs W J103bl»). lIpu MOBTOPHOM pa3BUTHH CHUMIITOMOB JIO
3 creneHu  clelyeT PpacCMOTPETh BO3MOYKHOCTb IPEKpAlIeHHs Tepalnuu Ipernaparom
[TA®TOPH®. IIpu pa3BuTHu HEUH(EKIMOHHOIO MHEBMOHUTA 4 CTENEHH TEPAIMIO MpenapaToM
cieflyeT NpeKpaTuTh. TakXke IMOJIy4eHO COOOIIEHHWE O Pa3BUTHUU IHEBMOHHUTA IpU IpUEME
IBEPOJINMYCa B CHUKEHHOH J03€.

Y  panueHToB, NOJNyYalOUMX € LENbl JIEYEHHS] HEUH(EKIMOHHOTO MHEBMOHHWTA
[JIIOKOKOPTUKOCTEPOUIHBIE IIpenaparbl, CIEAYeT PAacCMOTPETh BO3MOXHOCTb IPOBEIEHUS
npopUIAKTUKU PAa3BUTHUS THEBMOLIMCTHON THEBMOHMH.

Hnghexyuu

[penapar [TA®TOPH® o6najgaeT HMMYHOCYIPECCUBHBIMH  CBOMCTBAMH M MOJKET
CHOCOOCTBOBaTh pPa3BUTHIO Yy MAIMEHTOB OaKTepUaJIbHBIX, I'PUOKOBBIX, BHUPYCHBIX WU
OPOTO30MHBIX ~ MH(EKunid, B  OCOOEHHOCTH  BBI3BIBAEMBIX  YCIOBHO  aTOr€HHBIMHU
MUKpPOOpPraHu3MaMy. Y TMAlMEHTOB, NPUHUMABIIMX 3BEPOJUMYC, OBIIM ONMCAaHbI Cllydyau
Pa3BUTHUSI MECTHBIX M CHCTEMHBIX MH(EKIUI, BKIOYash MHEBMOHMIO, JApyrue OakTepuaabHbIE
UHQEKIUH, TPUOKOBbIE MH(EKIUH, TaKHe KaK aclepruuie3 WIM KaHIWA03, MHEBMOLUCTHYIO
THEBMOHUIO U BUpYCHBbIE MH(EKINH, BKIII0Yas obocTpeHue BupycHoro renaruta B. Hexoropeie
U3 3TUX MHQEKUMH ObUIM TKENbIMU (C pa3BUTHEM cercHca (BKJIIOYas CENTHYECKHH IIOK),
JBIXaTEJIbHOM WM NEYEeHOYHOW HEJOCTaTOYHOCTH) U MHOTIa IPUBOJIMIM K JIETAJIbHOMY UCXOY.
[TaumenTta crneayer npouH(OPMUPOBATH O MOBBIIIEHHOM pUCKE pPa3BUTUA HMHGQEKUUH npu
npumenennu Tipenapata [TA®TOPH®, GbITh BHUMATENBHBIM K CHMITOMAaM M MPH3HAKAM
MHGEeKIMA M TpU UX MOSBICHUM CBOEBPEMEHHO oOpamiarbcsi K Bpady. Y MalHUEHTOB C
MH(EKINOHHBIME 3a00JIeBaHUAMH Mepes HpuMeHeHnueM npenapata [TADTOPH® cnexyer
IPOBECTU HajyIexaliee JieueHue. [Ipu moaTBep AeHUU AUarHo3a WH(EKIHOHHOTO TMOPaXeHUs
ClIelyeT HEe3aMEUINTEIbHO HadyaTb COOTBETCTBYIOLIYIO TEPANHUI0O U PACCMOTPETH BOMIPOC O

BPEMCHHOM IIPUOCTAHOBJICHUHU UJIHU IIOJTHOM OTMEHE TEpaInuu nmperapaTom.
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N . (N B4 HOCTE 0002
B crnyuae pa3BuTHS MHBa3MBHOW CHCTEMHOM| TPHOKOBOM '17[11%5% 'I/IngII)EHI/HO' Trrbenaﬁa'TOM

[TA®TOPH® ciefyer OTMEHHTH U IIPOBECTH COOTBETCTBYIOLIYIO TIPOTUBOIPHOKOBYIO TEPAMHIO.
Y namueHToB, MOJYYalOlIMX TEpPanui0 SBEPOJIMMYCOM, OINHUCAHBl CJlIy4yal pPa3BUTHUA
MTHEBMOIIMCTHON MHEBMOHUH, HEKOTOPHIE C JIETalbHBIM HCXOA0M. Pa3BUTHE MHEBMOIMCTHOM
MTHEBMOHHUH MOET OBITh CBSI3aHO C OJTHOBPEMEHHBIM IMPUMEHEHUEM TIIOKOKOPTUKOCTEPOHIOB
WIM JPYTUX HWMMYHOCYIIPECCHUBHBIX IIpernaparoB. B ciydae OJHOBPEMEHHOrO JICUCHUS
JIFOKOKOPTUKOCTEPOUIAMU WJIM JIPYTUMHU MpErnapaTaMy, YIHETAIOIIMMU HMMYHHYIO CHCTEMY,
CIIeIyeT PacCMOTPETh BO3MOXKHOCTH IMPOBEIEHUS MPOQPHUIAKTUKH DPA3BUTHS MHEBMOIIMCTHOMN
MTHEBMOHHH.

Peaxyuu eunepuyecmeumenvrocmu

Peakiiuu ruUnepuyBCTBUTENLHOCTH TIPU IMPUMEHEHHUM SBEpPOJIMMYCa BKJIOYaIM (HO HeE
OTPaHUYMBAJINCH) aHADUIAKTUYECKHI 10K, OJBIIIKY, TOKPACHEHHWE KOXKHBIX IMOKPOBOB, 00JIb B
TPYAHOMN KIIETKE U aHTMOHEBPOTUYECKUIN OTEK (HApuMep, OTEK JbIXaTeNbHBIX MyTel U S3bIKa
¢/0e3 HapyiIeHus (GYHKIIUU ABIXAHHS).

Aneuonespomuueckuii omek npu 00HOBPEeMEHHOM npumeHeruu ¢ uneubumopamu AI1®

VY nanueHToB, MONYYaOIIUX OHOBpeMeHHoe ledeHue uHruOutopamu AIID, moxeT ObITH
MOBBILICH PUCK PA3BUTHUSI AHTHOHEBPOTHYECKOTO OTeKa (HAapUMep, OTeKa AbIXaTeNbHBIX MyTei
WU s13bIKa ¢/0e3 HapyIIeHUsT (yHKIUN JTBIXaHHS).

Cmomamum

CromaTuT, BKIIIOYas U3bA3BICHUE CIM3UCTON OOOJOYKHU IMOJOCTH PTa, BOCHAJICHHE CIU3UCTON
MOJIOCTH pTa, sIBiIsieTca HaumOonee dactoii HP y manueHTOB, MOMyYarOmIMX HBEPOIUMYC
(cm. paznen «Ilo6ounoe aeiictBue»). CTOMATHUT, Kak MPaBUIIO, PA3BUBAETCS B MEPBbIE 8 HENEb
Tepanuu. B cnydae BOBHUKHOBEHUS CTOMATUTA PEKOMEHIYETCs MPUMEHEHUE MECTHOW TEepaInu.
Crnenyet n3berats MPUMEHEHUS CPEICTB, COIEPIKAIIUX CIIUPT, MEPEKUCH BOJAOPOA, O, yadbpelr
(TUMBSIH), TaK KaKk OHH MOTYT ycyryoutb coctosHue (cMm. paznen «Crocod mpuMeHEeHUsS |
no3bl»). He crmemyer mpuMeHSTH MPOTHBOTPHUOKOBBIE CPENCTBA, €CIM HAIWYUE TPUOKOBOM
WH(]EKIUN HE TTOATBEPKICHO.

B uccnenoBaHuM y ManMeHTOK B MOCTMEHOIAY3€ C PAaKOM MOJIOYHOM JKeJIe3bl IPUMEHEHUE B
KAauecTBE CPEACTBA JJisi MOJIOCKAHMUS TOJOCTH pTa TIOKOKOPTUKOCTEPOMAHOTO PacTBOpa, HE
COJIEpXKAIIEero CHUPTa, B TEUECHUE TMEPBHIX 8§ HEJCIb TEPAUu dBEPOJIMMYCOM B KOMOWHAIIMH C
9KCEMECTAaHOM TO3BOJIMJIO JOCTUTHYTHh KIMHUYECKH 3HAYMMOTO CHUKXEHUS YaCTOTHI U TSHKECTH
ctomartuTa (cM. paznen «[lobouHoe nericTBreY).

Iloueunasn nedocmamoyunocmy

[Tpu mpuMeHeHnn 3BeporMyca OBIITH OTMEYEHBI CITydand Pa3BUTHS TTOYEYHOW HEAOCTATOYHOCTH

(BKJIIOYAsl OCTPYIO TIOYEYHYIO HEJOCTaTOYHOCThb), HEKOTOpPbIE C JIETAJbHBIM HCXOJOM.
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HeobxoaumMo KOHTpoMpoBaTh (HYHKIMIO MOYEK BO BDEQQI:%Q&%E%Q%QG%T&Qé%O y

MAIMEHTOB C JIOTIOJHUTENBHBIMU (hakTopamu pucka (cM. pasznen «Ilobounoe neiicTBue»).
JlabopamopHuvle uccnedosanus u KOHMPOIb

DyHKYUs NOYeK

[Ipy mnpuMeHeHUH 53BepoJMMyca ObBUIM OTMEYEHBI ClIydad TMOBBIIICHUS KOHIEHTpPALUU
KpeaTHHMHA B CHIBOPOTKE KpPOBU (OOBIYHO JIETKOM CTEMEHH) M MNPOTEUHYpUH (CM. pa3ieln
«ITo6ounoe neiicteue»). Jlo Hauana neuenus npenapatom ITADTOPH® u mepuomuuecku Bo
BpeMsl Tepanuu CleyeT KOHTPOJIUPOBATh (DYHKIUIO MMOYEK, BKIIOYAs U3MEPEHNE KOHIIEHTPAUU
MOUEBHHBI B CHIBOPOTKE KPOBH, KOHIIEHTpAIMK OeJiKa B MOY€ MM KOHIEHTPAllMU KpeaTHHUHA B
CBIBOPOTKE KPOBH, IPOBOJIUThH KJIMHUUECKUN aHAJIN3 KPOBU.

Inoxo3a kposu

[Ipy mnpuMeHeHHH »HBepoNMMyca OBbUTM OTMEYEHBl CIydyau THUIEPriIuKeMuu (CM. paszaen
«ITob6ounoe neiictBue»). Jlo Hauana nedenus npenapatoM ITADTOPH® u nepuoauyecku Bo
BpeMsl Tepanuu cleAyeT KOHTPOJUPOBATH KOHIEHTPALMIO TIJIIOKO3bl B CBIBOPOTKE KpPOBU
HaTolak. bosnee yacTblil KOHTPOJIb PEKOMEHAYETCS IPOBOAUTH Yy MAllMEHTOB, OJHOBPEMEHHO
MOJIyYaIoUMX JApYyrue Mpenaparsl, MPOBOLMPYIOIIKUE rumnepriukemuto. Crenyer oOecrneyuThb
aJICKBaTHBbIM KOHTPOJIb KOHLEHTPALMM TJIOKO3bl KPOBH JI0 Hayajla JICYEHHUS IpernapaTroMm
ITA®TOPH®.

Jlunuowl kposu

[Ipu MPUMEHEHUU 3BEpOJIMMYCa ObLIH OTMEYEHBI ciyvyau JUCIUIUAEMUN
(cm. paszen «[ToGounoe neiictue»). Jlo Hauanma Jjedenuss mnpenapatoM ITAD®TOPH® u
NEpPUOANYECKH BO BpeMsl TE€palmuH CJlelyeT KOHTPOJIMPOBATh KOHLEHTPALMIO XOJecTepuHa U
TPUTIHUIEPUIOB B IIa3Me KpoBU. [IpM OTKIIOHEHMM JaHHBIX TIIOKa3aTejaeil oT HOPMBI
PEKOMEHIYETCSI IPUMEHATh COOTBETCTBYIOIUE CPEACTBA TEPAIHH.

T'emamonocuyeckue Hapyuwienus

[Ipy npuMeHeHUU HBepoiMMyca OBIIM OTMEUYEHBbl Cllydad CHIKEHHUS KOHLEHTpaluu
reMorso0nHa, KOJIMYeCTBa TUM(OLUTOB, TPOMOOIIUTOB U HEUTPOohUIIOB (cM. pazaen «I[lobounoe
neiictBue»). HeoOXoaumo MPOBOAWTH pa3BepHYTHIN aHAlW3 KPOBU 1O Hayala TEpanud U
NEPUOANYECKH B TEYEHHE BCErO Kypca JEUEHUS.

Hapywenus ¢pynkyuu nevenu

KonnenTtpanus sBepoirmMyca Obuia BbIIIE Y MAIIMEHTOB ¢ HapylIeHneM (QyHKIUU [eUYeHU JIETKON
(xmacc A no knaccudpukanuu Yaina-I1s10), cpenneit (knacc B mo knaccudpukamuu Yaina-I1s10)
u T1okenoi  (kmacc C mo  knmaccudukanuu  Yaing-Ilero)  cremenedt  (cwm. pasgen
«®DapmMaKoJIOTUYECKUE CBOMCTBa»). Y MalMeHToB cTapuie 18 neT ¢ HapymeHusMH (QyHKUUU

neyeHu Tspkeno cremeHn (kimacc C mo  kmaccupukanum  Yainn-Ilero) mpemapatr He
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noc OB HOCTE Q002 .
PEKOMEHJIOBAaH 3a MCKJIIOYEHUEM CIy4aeB, KOrfga omnzrzﬂ:ma'ﬂ-lfr&s | J&gﬁﬂaeTTBémomem

PHCK.

Baxyunayusa

Cnenyer wu3beraTb MPUMEHEHHs] SKUBBIX BakKIMH M TECHOTO KOHTaKTa C JIMIIAMH,
BaKIIMHUPOBAaHHBIMU JKMBBIMH  BakIMHamMu (cM. pa3gen «BsaumoneicTBue ¢ Apyrumu
JICKapCTBEHHBIMH CPEJCTBAMMUY).

3aorcusnenue pau

Hapymienne nporecca 3auBJICHUs] paH SBJISETCS Kilacc-crienu(puuHbM m000UHBIM 3 dekToM
MIPOM3BOJHBIX palaMHUlIMHA, BKIoYas sBepoiumyc. HeoOxoammo cobiogaTh OCTOPOKHOCTh
npu npuMeHenuu npenapara [IAGTOPH® B nepronepaiioOHHOM MepHOJIE.

OcnootcHenus 1yuesou mepanuu

CooOmranioch 0 TSDKETBIX peakIUsAX Ha JIy4eBYIO Tepamuio (BKIOYas Jy4eBOl 330(Qarur,
Jy4eBOW MHEBMOHHT M JIy4€BOE€ MOPAKEHUE KOXKH), IPU MPUMEHEHUU IBEPOIMMYCa BO BpeMs
WIA BCKOpE TIOCJIEe MPOBEACHUS JIydeBoW Tepanuu. Heo0XoauMo MposBISATE OCTOPOKHOCTH Y
JTAHHOM KaTeropuy ManrueHTOB.

Coo01m1anoch 0 MECTHOM BOCHAIUTEIHHON peakliu B paHee 00JydyeHHOM 001acTh y MalueHToB,

IMPUHHUMABIIUX 3BCPOJIMMYC I1OCJIC Hpe,I[I_HeCTBYIOH_[eﬁ queBOﬁ TCpalinuu.

Binsinne Ha cIOCOOHOCTH YIIPABJIATH TPAHCIIOPTHBIMHU CPEACTBAMM, MEXaHU3MaMHU

Uccnenosanus Bnusiaus npenapata IIAO@TOPH® Ha cocoGHOCTS YIpaBisTh TPAHCHIOPTHBIMH
CpEeACTBAMU U MEXaHM3MaMU HE IPOBOJAUIUCH. Y YUTBIBAs BO3MOXKHOCTb Pa3BUTUSA HEKOTOPBIX
no0OYHBIX peakiuii Ha (oHe MpreMa Beposiumyca (YCTanoCTh, TOJIOBOKPYKEHHE, COHIIMBOCTH),
HalUeHTaM cleayeT cCOOMI0AAaTh OCTOPOKHOCTD MPH YIPaBICHUU TPAHCIIOPTHBIMHU CPEJCTBAMU
U 3aHATUSAX JPYTMMHU TOTEHLMAJIbHO ONACHBIMM BHJAMHU JI€ATEIbHOCTH, TPEOYIOIIMMHU

MOBBINICHHOMN KOHICHTpAllU BHUMAHUS.

dopMa BbINIYCKa

Tabnerku 2,5 mr, 5 mr, 10 mMr

[To 10 Tabnerok B KOHTYpPHYIO SUEHKOBYIO YHAKoOBKY (OyncTep) U3 KOMOMHMPOBAHHOIO
MaTepuaia Ha OCHOBE MOJIMaMU/Ia/amroMuHueBo Gonbru/monuBuHmixiopuaa (ITA/An/IIBX) u
(boabru aIFOMUHUEBOM NMEYaTHON JTaKMPOBAHHOM.

Jlo3upoeka 2,5 me: 1o 3 KOHTYpHbBIE SYEHKOBBIE YHIAKOBKU (OiHcTepa) BMECTE C MHCTPYKIUEH
M0 METUIIUHCKOMY IIPUMEHEHHUIO [TOMEIAI0T B MaYKy KAPTOHHYIO.

Jo3upoexu 5 me, 10 me: 1o 3, 6 unu 9 KOHTYPHBIX SYEUKOBBIX YIAKOBOK (OJHCTEPOB) BMECTE C

HHCprKHHCf/'I 10 MCAUIIUHCKOMY ITPUMCHCHUTIO ITOMCIIAIOT B ITAYKY KaPTOHHYIO.
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(MOCNEODBATENBEHOCTE 0002)

YcaoBusi XxpaHeHust

XpaHuTh Npu TemnepaTtype He Boiuie 25 °C, B OpUrHHANIBbHOM ynakoBke (B Osmctepe). XpaHUTh

B HEJIOCTYITHOM ISl I€TE€H MECTe.

Cpox rogHocTu

2 rojaa. He IIPUMCEHATH 11O UCTCUCHUHN CPOKA 'OAHOCTH.

YcaoBus ornycka

OTIyCcKalT MO penenTy.

IIpousBoauTen
000 «M1XP», Poccus

MockoBckast 00:1., T.0. XuUMKH, . XUMKH, yi1. Pabouas, 1. 2A, ctp. 1

JlepxkaTejib PErHCTPAIMOHHOTO YIOCTOBEPeHHUSI M OpPraHu3anus, MNPHUHUMAOIIAS
NMpeTeH3nu OT NoTpeduTe st

000 «MUXP», Poccus

141401, MockoBckast 00J1., 1.0. XUMKH, T. XUMKH, yi. Pabouas, 1. 2A, ctp. 1

Ten.: +7 (495) 995-49-41, www.iihr.ru
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