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Huxonumyc

PerncrpanmonHblii HOMep:

Toprosoe HanmeHoBanue: Hukomumyc

MexayHapoaHoe HeMATEHTOBAHHOE WM IPYNIIUPOBOYHOE HAUMEHOBAHME: YBEPOJIUMYC
JlekapcTBeHHas popma: TabICTKH

CocraB

CocraB Ha OHY Ta0JIETKY:

eticmeyrowee sewjecmeo:

DBeponumyc 2,5 Mr 5,0 mr 10,0 mr
Bcnomoeamenvhule geugecmea:

Byrunrunpokcuromnyon 0,05 mr 0,1 mr 0,2 mr
[I'unpomenoza E15 22,5 Mr 45,0 Mmr 90,0 mr
KpemHuust nokcu1 KOO aHBIN 2,5 mr 5,0 Mr 10,0 mr
KpocnoBunon 25,0 mr 50,0 mr 100,0 Mr
JlakT03b1 MOHOTHAPAT 5,0 M 10,0 mr 20,0 mr
JlakTo3a Oe3BOHAs 50,0 mr 100,0 mr 200,0 mr
Hatpus creapundymapar 0,75 mr 1,5 mr 3,0 mr
[enmtono3a MUKpOKpUcTanaudeckas Tum 112 16,7 mr 33,4 mr 66,8 mr

Onucanue

Tabnemxu 2,5 me: Kpyrible IUIOCKOIWJIMHApUYECKHE TaOleTKu OT Oesnoro 1o 06enoro c
JKENTOBAThIM OTTEHKOM I[BETa C (PacKOM U PUCKOMH;

Tabnemku 5,0 me: Kpyrible IUIOCKOUMIMHIAPUYECKHE TaOyeTKu OT Oenmoro no Oenoro c
JKEJITOBATBIM OTTEHKOM I[BETa C (hacKOu;

Tabnemxu 10,0 me: TBOSIKOBBITYKIIBIC KalCYJIOBHIHBIC TaOJETKH OT Oenoro g0 Oemoro c
KEJITOBAThIM OTTEHKOM IBETA.

dapmakoTepaneBTHYeCKasi  Ipynma:  IOPOTHBOOIYXOJIEBBIE  CPEJCTBA;,  MHTUOMTOPBI
NPOTEHHKHWHA3; MHTHOUTOPHI KMHA3b6l MTOR (MuIieHs panaMunnHa y MISKOTTUTAIOIINX ).

Kox ATX: LO1EG02

DapMaKoJIOrHYecKue CBOMCTBA

Mexanusm Oeilicmeus

OBeposIuMyC SIBISIETCA HM30UpaTeNIbHBIM HHTHOUTOPOM CEpPUH-TPEOHHHOBOM kuHa3pl mTOR

(MMILIEHp panamMHIMHA MIIEKOMHUTAIOUINX), CHeNU(pUYECKH BO3JEHCTBYIOIIMM Ha KOMILIEKC
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mTORCI curnan-npeodpaszyromerd mTOR-kuHABHI 1 peﬂ;&%ﬁ;gﬁaﬁg@@bg&h}rﬂr&gﬁﬁtow

associated protein of mTOR). DBeponuMyc MpOSABISET CBOIO AKTUBHOCTH 3@ CYET BBICOKO
apUHHOTO B3aUMOJCHCTBUS C BHYTPUKICTOYHBIM perentopHbiM 6enkom FKBP12. Kommieke
FKBP12-3Beponmumyc cBszbiBacTcsi ¢ mTORCI, uHruOupys ero crnocoOHOCTh K Iepeaade
curnanoB. MTOR sBiseTcs KI04YeBOM CEPUH-TPEOHUHOBOW KMHA30MH, UTpaIOIIeil LIEHTPAIbHYIO
POJIb B PETYJIISIMH KJIETOYHOTO POCTa, MPOoIH(epanny v BEDKUBAEMOCTH. Perynsius CHrHaJIbHOTO
nytd MTORCI sBisieTcss CIOXKHBIM TPOLIECCOM, 3aBUCALIMM OT MHUTOT€HOB, ()AKTOPOB pOCTa,
SHEPreTUYeCKON COCTaBISIONICH U MUTATENIbHBIX BEIIECTB.

Kommiekc mTORCI siBnisiercss BayKHEHITUM PETYJISTOPOM CHHTE3a Oejka B JIUCTAJbHOW 4YacTh
PIBK/AKT-3aBrcuMOro  Kackajia, peryiisiis KOTOPOro HapylieHa B OOJIBIIMHCTBE
3JI0KAYECTBEHHBIX OIyXOJIEW YEJIOBEKA, & TAK)KE IPU T'€HETUYECKHX 3a00JI€BaHMSIX, TAKUX Kak
Tybeposusiii ckiepos (TC).

CurnanbHas Qynkuuss mTORC] peanusyercs uepe3 monynupoBanue (ochopumupoBaHus
JTUCTANBHBIX 3(PQPEKTOPOB, M3 KOTOPHIX HamOoJee MOJHO OXapaKTEPU30BAHBI PETYIISATOPHI
TPaHCIAIMU: KUHa3a pubdocomanbHoro Oenka S6 (S6K1) m daxkrop MHMIMAIMH SYKaPHOTHBIX
kieTok, 4E-cs3piBatonuit 6enok (4E-BP1). Hapymenne ¢pynkiuu S6K1 u 4E-BP1 Bcnencreue
unrubupoBanus MTORCI] napymaer tpancmauuio kxonupyeMmbix MPHK ocHoBHBIX 0emkos,
Y4aCTBYIOUIMX B PEryJSIIMM KJIETOYHOI'O IUKJA, IIMKOJW3a U aJalTallid KIETOK K HU3KOMY
YPOBHIO KHCJIOpO/a (TUIIOKCUH). DTO MOJAABISAET POCT OMYXOJIM U IKCIPECCUI0 MUHIYLIUPYEMbIX
TUNokcuei hakTopos (Hanpumep, TpanckpunimonHoro gakropa HIF-1). [Tocinennee mpuBoaur
YMEHBUICHUIO JKCIpeccut (HakTopoB, 0OECHeUnBaIOIINX YCHJICHHE MPOIECCOB aHTHOTeHe3a B
ormyxoyid (HampuMmep, COCYIHCTOTO JHIoTennadbHoro (¢akropa pocra - VEGF) Bo
MHOXXECTBEHHBIX OITyXOJIIX, TaKUX KaK IOYEYHO-KJIETOUYHBI pPak W aHTHOMHOJHIIOMA.
CurnanbHas mnepenada depe3 mTORCI perymupyercst reHamH-CynpeccopaMH OITyXOJIEBOTO
pocra: reHamu TyOepo3Horo ckieposa 1 u 2 (TSC1, TSC2). OrcyrctBue unu nnaktuBanms TSCL
wm TSC2 npuBoaut k noeimeHnio ypoHss RHEB-GTP (ryano3unTpudochar-cBsI3pIBatonmii
oenok, I'Td-ces3piBatommii Oenok), oTHocsmuiics kK Ras cemelictey ['Tda3, koTopblit
B3aumoseicTByer ¢ komruiekcom MTORCI, Be3eiBas ero aktuBaiuio. AktuBais MTORCI
MPUBOJUT K HUCXOJSIIE-HAPaBIEHHOMY CUTHAJIbHOMY KacKajy, B TOM 4ucie akTuBanuu S6K1,
dochoprnpyer peenTop 3CTporeHa, KOTOPbIH OTBEUYAET 3a JIUTaH-HE3aBUCUMYIO aKTHBAIUIO
perenropa.

DBepOIMMYC SIBISIETCS AKTUBHBIM HHTHOMTOPOM POCTa M MPOJUQEpaluid OMyXOJIEBhIX KIETOK,
HHJIOTEIMATIBHBIX KIETOK, PHOPOOIACTOB U IIaJJKOMBIIIEYHBIX KIETOK KPOBEHOCHBIX COCY/I0B.
COOTBETCTBEHHO IEHTPAIbHOMY PEryasTopHOMY aeiicTBuio kKomiuiekca MTORCI, sBeponumyc

yYMEHbIIIaeT Mpoaudepaluio KIeTOK, MINKOJIN3 W aHTHOTeHE3 B COJHUIHBIX OMyXoJsx iNn Vivo,
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IIPOTUBOOITYXO0JIEBAsI aKTUBHOCTh M MHTMOMPOBAHUE CTPOMAJIbHON COCTABIISAIONIEH OITyXOJIH.
AxtuBanuss mTOR curHanpbHOrO mMyTH - KIIOYEBOM aJaNTUBHBIA MEXaHM3M Pa3BUTHUS
PE3UCTECHTHOCTH K SHAOKPUHHON Te€palnyy y NaUEHTOK C PpaKOM MOJIOYHOM skenes3sl. Pasznuunble
IIyTH MEepeaadn CUrHaJIa aKTUBUPYIOTCA NPU PAa3BUTUH YCTOMYMBOCTH K HJOKPHHHOM TEPAINU.
OcuoBubM 13 HUX saBisieTcs PI3K/AKT/mTOR nyTh, KOTOPBI akTHBU3UPOBAH B KIETKaX paka
MOJIOYHOM JKeJe3bl, PE3UCTEHTHBIX K MHIMOMTOpaM apoMarasbl U JIUTEIbHO HAXOJSIIIUXCS B
COCTOSIHMH 3CTPOT€HHOM JienpuBaiui. B uccnenoBanusx in Vitro nokasaHo, 4To KJIETKH OIMYXOJIH
npu ropmoHo3zaBucuMoM 1 HEK2-+pake Momo4uHOM kene3bl YyBCTBUTEIbHBI K HHTHOUPYIOIIUM
apdexTamMm 3BepoIMMyca, a MPOTHBOOIYXOJIEBas AKTUBHOCTh KOMOWHUPOBAHHOH Tepamnuu
IBEPOJUMYCOM M HHTHOMTOPOM apomaras3bl YCHIIMBAET TaKOBYIO aKTHBHOCTH HBEPOIMMYCa
BCJIEJICTBUE CHUHEPrHMHM. Pe3HCTEHTHOCTb KJIETOK paka MOJOYHOH XKene3bl K HMHIMOUTOpam
apomara3zbl BcieactBue aktuBauuu AKT  Moxer ObIThb  NpeofosieHa MOCPEICTBOM
KOMOMHHMPOBaHUS ¢ 3BepoiuMycoM. KomOMHMpOBaHHAs TEparivs 3BEPOIUMYCOM U HHTUOUTOPOM
apoMaTa3sbl II03BOJISIET YBEIMYUTh MEMaHy BbDKMBAEMOCTH 0€3 mporpeccupoBanus B 2,7 pas3a u
Ha 62 % CHM3UTH BEPOSTHOCTH ITPOrPECCUPOBAHUS 3a00JIEBaHUS U CMEPTH.

ITpu TC, renernuecku 00ycIOBICHHOM 3a00J€BaHUM, HHAKTUBUpYoIue MyTanuu reHoB TSC1
wi TSC2 npuBoJsT K 00pa30BaHMIO raMapTOM pa3IMYHON JOKaIU3aL1H.

Y nanueHToB ¢ CyOsneHAMMAIbHBIMM TUTAHTOKJIETOYHbIMU acTpouuromMamu (COTl'A),
accounnposaHHbIMU ¢ TC, nocie 6 MECSIEB JI€UYEeHUS 3BEPOJIMMYCOM OTMEYAIIOCh CTATUCTUYECKU
3HaYMMOE YyMEHbIIEHHE 00beMa OMyXOJM, NMpH 3TOM Yy 75 % NalMeHTOB O0bEM OIYXOJH
cokpatuics He meHee ueM Ha 30 %, a y 32 % mnanueHnToB - He MeHee ueM Ha 50 %. [Ipu stom
HOBBIX 04aroB, yCUJIEHUS ruponedanuy, NpU3HaKOB NOBBIIICHHS] BHYTPUUYEPEITHOTO TABICHUS U
HE0O0XO0IMMOCTH B XUpyprudeckoM JiedeHuu COI'A He BO3HHUKIIO.

[TponomxurensHoe HaOmoneHue 3a mnanueHtamMmu ¢ COI'A, acconmupoBanHbiMH Cc  TC,
MOATBEPIUIIN YCTOMYUBYIO 3(D(PEKTUBHOCTH IBEPOIUMYCA.

Dapmakoounamuxa

[Tocne exenHEBHOrO NPUMEHEHUS IBEPOIMMYyca B 103€ 5 Mr uinu 10 Mr otmeuanach yMepeHHast
3aBHCUMOCTh YMeHbIleHUs GocopmimpoBanus 6enka 4E-BP1 onmyxoneBoit TkaHM OT cpenHeit
MUHUMaJIbHON KoOHUEHTpaluu (Cmin) 3BepoiuMyca B KPOBU B PABHOBECHOM COCTOSHUM.
JlononHuTeNbHBIE JTAHHBIE CBHUJIETENBCTBYIOT O TOM, YTO yMeEHbIIeHHE (ochopumupoBaHus
KHMHa3bl S6 KpaifHe 4yBCTBUTENBbHO K MHrHOMpoBanuio MTOR seponumycoM. MHrubupoBanue
dochopmnmupoBanus elF-4G OblI0 MONMHBIM TpH BceX 3HAUEHUSAX Cmin TocHe €XeTHEBHOTO

IIPUMEHEHNs 3Beponnmyca B 1o3e 10 mr.
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Menach TEHEHIMS K YBEITHYEHHIO CPOKA BBIK BacModtH-Gesl mpbrpectmporatins sa6onesdmus

npu yBenuueHUM Cmin IBEpOIMMYCa, HOPMAJIM30BaHHOM 110 BpeMEHHU (ONpeneNsieMol 1o
dopmyne: (mmomanap mon KpuBod Cmin-BpeMsi OT Hayala WCCIEAOBaHUS JIO BpPEMEHU
coObITHs)/(BpeMsI OT Havasla UCCIEAOBAHUS A0 COOBITHSA)) Y MAIIMEHTOB C PacpOCTPaHCHHBIMU
HEHWPOIHIOKPUHHBIMU OMYXOJSIMU TTOKEITyI0YHOW jKene3bl (oTHomeHue puckoB 0,73) u y
NAIMEHTOB C PACIPOCTPAaHEHHBIMU KapuuHouaamu (otHouieHue puckoB 0,66). Bennunna Cmin
ABEpOJIMMYyCa TOBJIMsJIa Ha BEPOSTHOCTh yMEHblIeHUs pazmepa omyxonu (p < 0,001) npu
U3MEHEHMH JKcrno3uiuu or 5 1po 10 Hr/mi y ManueHToB € PacHpoOCTPaHEHHBIMU
HEHPOSHIOKPHUHHBIMU  OIyXOJIAIMU  IOJDKEIYAOYHOM  JKele3pl Wy  HAIUEeHTOB ¢
pacnpocTpaHEHHBIMU KapLuHOUJaMH (OTHOLIEHHE maHcoB 1,62 u 1,46 cOOTBETCTBEHHO).
DBepOIMMYC TOCTOBEPHO CHIDKAT PUCK IPOTPECCUPOBAHMS 32a00JI€BAaHHSI U CMEPTH MALUEHTOB C
pacrpoCTpaHEHHbBIM U/UIM METACTaTHUECKUM ITOYEYHO-KIETOUYHBIM PAKOM IOCJIE IPOTPecCuu Ha
aHTHAHTMOT€HHOU Tepanuu Ha 67 %, MeluaHa BBDKMBAEMOCTH MAIIMEHTOB 0€3 MpOrpeccupoBaHUs
3a0osieBanus coctaBwia 4,9 Mmecsaues. B teuenue 6 MecsaueB y 36 % mnainueHTOB, NOJy4aBIINX
IBEPOJIMMYC, HE OTMeuajoch MporpeccupoBaHusi 3alosieBaHus. llpumeneHue sBeponumyca
HO3BOJISIET 3HAYUTEIBHO YIYUYIIUTh KayecTBO >KU3HM MAIUMEHTOB (OLEHMBAJIOCH BIMSIHUE
CHUMIITOMOB 3a00JI€BaHuUs Ha pa3inyHble c(hepbl )KU3HU MALUEHTA).

[Tpu nmprMeHEeHNH 3BEPOIMMYCa Y MAIEHTOB C PACIPOCTPAHEHHBIMU W/WJIH METAaCTaTUYECKUMHU
HEHPOIHIOKPHHHBIMH OITyXOJISIMH BEDKMBAEMOCTH 0€3 MPOrpeccCHpoBaHus B TeueHue 18 mecsien
cocrasuia 34,2 %.

VY namuentoB ¢ COI'A, accoummpoBanHbiMu ¢ TC, yBennmueHune Cmin B 2 pa3a BemeT K
YMEHBILIEHNI0 00beMa oryxonu Ha 13 %.

DapmakoKkunemuxa

Bcacvieanue

MaxkcumanbHas KoHIeHTpaus (Cmax) 9BEpOJIMMYca B KPOBU Y NAIIMEHTOB C PACPOCTPAaHEHHBIMU
COJIMAHBIMU OITYXOJISIMU TIOCJIE TpUeMa 3BeposiuMmyca B popMe TabJIeTOK BHYTPh B 103aX OT 5 A0
70 Mr (HaTOIIAK WJIH C HEOOJBIITMM KOJTMYECTBOM HEXHUPHOU MU ) JOCTUTaeTcs uepe3 1-2 vaca.
Cinax IPH €KETHEBHOM IIpUEME NIpENapaTa U3MEHSIETCS IPONIOPLIMOHAIBHO J103€ B IMANa30HE OT 5
1o 10 mr. IIpu npueme omHOKpaTHOW 03Bl 3Bepoiaumyca 20 Mr u Bbllle BO3pacTaHUE Cmax
MPOUCXOJUT MEHEee YeM IMPOMOPLUHUOHANIBHO J03€, OJHAKO 3HAYeHHE IUIOIAAN O]
(bapMaKOKMHETHUECKOMN KpHUBOM "KOHILIEHTpalus-BpeMs" (AUC) YBEIIMYUBACTCS
IIPONOPLUUOHAIIBHO J103€ MpU IpuemMe ot 5 mr a0 70 mMr mpenapara.

[Tpu npueme 3Beponumyca B 103e 10 Mr B hopMe TabIETOK ¢ MUIIEH C BBICOKHUM COJIEpKAHUEM
#KUPOB AUC 1 Cmax IIpenapaTa CHUKAIUCh COOTBETCTBEHHO Ha 22 % u 54 %. OgHOBpEeMEHHBIH

npueM NuiM ¢ HU3KUM cojepkaHueM >kupoB cHukan AUC u Cmax Ha 32 % u 42 %,
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npod b KOHIIEHTPAILUSI-BPEMSI ITOCIIE BCACHIBAHUS B TCUCHHE 24 4acoB.

Pacnpeoenenue

[IpouileHTHOE OTHOIIEHUE KOHIEHTPALMU 3BEpPOJUMYyca B KpPOBU U IUIa3M€ KPOBU, KOTOpPOE
SIBJISICTCSI 3aBUCHUMBIM OT KOHIICHTPAllMM COEIWHEHWs B auama3zoHe ot 5 go 5000 Hr/mo,
u3mensiercss ot 17 % no 73 %. Konuentpauusi 3BepojuMyca B IJIa3M€ KPOBH COCTaBIISIET
npuMmepHo 20 % OT ero KOHLIEHTpalMM B II€JIbHOM KPOBM IPU KOHLEHTpALUSAX BEILECTBA,
PETUCTPUPYEMBIX B KPOBU OHKOJIOTMYECKUX MAIIMEHTOB, MPUHUMAIOLINX 3Bepoiaumyc mo 10 mr B
neHb. CBsi3p ¢ Oenkamu IJ1a3Mbl KPOBH COCTaBisieT mnpuMepHo 74 % Kak y 3I0pOBBIX
JOOpPOBOJIBIIEB, TAK M Y MAIIMEHTOB ¢ HApyIIEHHEM (YHKIIMU TIEUYECHH CPETHEH CTETIEHHU TSHKECTH.
B skcnepruMeHTaIbHBIX UCCIEIOBAaHUAX OBUIO MOKa3aHO, YTO IOCJIE€ BHYTPUBEHHOTO BBEICHUS
MPOHUKHOBEHUE 7HBEpOIMMYycCa depe3 remaTosHIedannueckuii Oapbep 3aBHCHT OT 03Bl
HEJIMHEWHO, 4YTO TMPEANoJiaracT HachlleHHe Hacoca remMaTtosHuedannueckoro Oapbepa,
o0ecrieynBaroIIero MOMaJaHue Ipernapara W3 KPOBU B TKaHM Mo3ra. [IpOHWKHOBEHHE
IBEpOSIUMYyCa Yepe3 reMaTodHIedannueckuii 6apbep MpoIEeMOHCTPUPOBAHO TAKXKE Y KUBOTHBIX,
MOJTy4aBIIUX MpernapaT BHYTPb.

Memaboauzm

Oeponumyc siBisiercs: cyocrpatom uzopepmenta CYP3A4 u P-rnmuxonporenna (P-I'T1). Ilocne
npruemMa Ipernapara BHyTPh B KPOBH 3BEPOJMMYC LUPKYJIHPYET B OCHOBHOM B HEM3MEHEHHOM
Bujge. B KpoBU dUeroBeka OMNpPENENEeHbl IIECTh OCHOBHBIX METa0OJIMTOB HBEPOIHMYCA,
NPEJCTABICHHBIX TPEeMS MOHOTHAPOKCUIMPOBAHHBIMU METa0OMUTAMHU, JBYMS MPOIyKTaMu
THJIPOJIUTUIECKOTO TIPEBPALICHHS C OTKPBITHIM KOJIBIIOM B (POChHaTHIMIXOTHHOBBIM KOHBIOTaTOM
IBEpOIMMYca. YKazaHHbIE METa0OINUTHI 110 AKTUBHOCTH YCTyHaJI 3BEPOIUMYCY pruMepHO B 100
pa3. [loaToMy HpUHATO CUMTaTh, YTO OOJbIIAs YacTh oOmIeH (hapMaKoIOTHYECKOH aKTUBHOCTU
3BEpoIUMYyca 00yCIIOBJIEHA IeHCTBHEM HEM3MEHEHHOTO COEMHEHUS.

Buigeoenue

CrienanpHBIX MCCIENOBAHUN 110 W3YyYEHHWIO BBIBEJCHHS JBEPOJMMYCa y OHKOJIOTHYECKHX
NAalMEeHTOB HE IPOBOAMUIIOCH; OJHAKO HMMEIOTCS COOTBETCTBYIOIIME JAaHHbIE Y MAIMEHTOB,
IPUHUMAIOIIUX MPerapar rnocie TpaHcIUIaHTaluyu opraHoB. [Tocie BBeieHHS OTHOKPATHOMN J103bI
MEYEHOI'0 paJMOaKTUBHOM MeTKoi 3BeposmMyca Oosbmias 4acth (80 %) paamoakTHBHOCTH
ompenensiiach B Kaje, HeOoJbloe KoaudecTBo (5 %) BbLICIIIOCH MoYkaMu. Hewm3sMeHeHHOe
BEIIIECTBO HE ONPEIEISIIOCh HA B MOYe, HH B KaJle.

DapmakokuHemuKra 8 pagHOBECHOM COCMOAHUU

[Tocre exxeTHEBHOTO MPHEMa YBEPOIMMYCa BeTTMUMNHA TUTOIIAIH 10T (papMaKoIOTHIECKONW KPUBOM

«KOHIIEHTpAIHMsI-BpeMs» OT MOMEHTa IpueMa mpemnapara 10 MoMeHTa otoopa mpoosr (AUCo.)
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PaBHOBecHOE COCTOSIHME IOCTUTAIOCh B Tpeaenax IBYX Henelb. Cmax dBeposimMmyca Oblia
IIPONOPLMOHANIbHA J103€ NPU MPUMEHEHUH Ipenaparta B 1o3ax oT 5 1o 10 mr B neHb. Bpems
JOCTHKEHHUSI MAaKCUMAJIBHON KOHIIEHTpAIMK B 11a3Me KpoBH (Tmax) cocTaBisiio 1-2 yaca.

[Ipu exxeqHEBHOM MpHUEME SBEpPOJIUMYCa MO JTOCTHKEHHUU PaBHOBECHOI'O COCTOSIHUS HMMENAach
nocroBepHas Koppensauus mexay BenuuuHo AUCo.: M KOHUEHTpauueil Ipernapara B KpOBU
nepes NMpueMoM odepeaHor 1o3bl. [leproj moyBbIBEJEHUS IBEPOIMMYCAa COCTABISET OKOJIO
30 vacos.

DapmakoKuHemuKa y omoeabHblX ZPYRN NAUUEHNO08

THayuenmoi ¢ HapywieHuAMU HYHKYUU NeyeHuU

[Ipu npueme »sBepoiMMyca MAalMEHTAMHA C HAPYUICHUSAMH (YHKIMM TIEYEHH CHCTEMHOE
BO3JICHCTBHE Mpenapata mnosbimaetcs B 1,6; 2,0-3,3 u 3,6 pas, COOTBETCTBEHHO, ITPH ITEUSHOYHON
HEJOCTAaTOYHOCTH JIETKOM cTerneHu TsukecTH (kiace A mo kinaccudukanun Yaitna-I1sio), cpenneit
crereHu TsokecTH (kmace B mo kimaccudukamun Yaiinn-I1s10) u Tsokenoi crenenn (kiaace C mo
knaccupukanun Yaitng-I1er0). HeoOxomuma KOppeKIys 036l 3BEPOIMMYCa NMPH HApyIICHUH
byukipn nedeHu (cM. «Cnocob npumenenusi u 003uly).

Tayuenmoi ¢ HapyweHuem GyHKyuu noyex

CyIecTBEeHHOTO BIMSHUS BEIMYMHBI KIMpeHca KpeaTuHuHA (0T 25 10 178 Mii/MUH) Ha KIMpPEHC
(CL/F) aBeponumyca He BBISIBJICHO Y ITAIIMEHTOB C PACIIPOCTPAHEHHBIMH COJUIHBIMHU OITYXOJISIMU.
[TocTTpaHcmaHTAIIMOHHBIE HapylleHUs (QYHKIMM To4yeKk (KJIMpeHc KpeatnuHuHa oT 11 mo
107 mn/MuH) He BAMSAIM Ha (APMAKOKMHETHKY JBEpOJiMMyca y MalUEHTOB IOCIe
TpaHCIJIAaHTAIlUM OPTaHOB.

Iayuenmul 6 6ospacme <18 nem

- ITpumeHeHne 3BepoMMyca y AeTell ¥ MOJAPOCTKOB /10 18 J1eT IpOTUBONOKA3aHO M0 MOKa3aHUAM:
pacrpoCTpaHEHHbIM W/WIIM METacTaTUYeCKUN MOYEYHO-KIETOYHBIH paKk M paclpoCTpaHEHHbIE
U/WIM METacTaTUYeCKUEe HEHPOIHAOKPUHHBIE OMYyXOJIU JKEITYJOYHO-KHUIIIEYHOIO TPAKTa, JErKOro
U IIOJKEIyT0YHOM JKeJe3bl, TOPMOHO3ABUCUMBIN PACIPOCTPAHEHHBIM PaK MOJIOYHOM JKEIe3bl,
AHTMOMMOJIMIIOMA TOUKH, acconuupoBaHHas ¢ TC npu orcyrerBun COI'A.

- V narmentoB ¢ COT'A muHumanbHas kKoHUeHTpauust (Cmin) 9BeponnMyca Mpu MPUMEHEHUH B
dbopme TabieToK OblIa MPUOIM3UTEIHLHO MPOIMOPIMOHATIEHA CYTOYHOM J103€ M HaXOJWJIach B
npenenax 1,35-14,4 mr/m?,

- YV namuentoB ¢ COI'A  cpeanee reomerpudeckoe 3HaueHHE Cmin 3BEpoaumyca
HOPMAaJTM30BaHHOE K 7103 B MI/M? y manuenToB miamme 10 et u ot 10 10 18 et craTucTHuecku
3HAYUMO HUXKE, YEM Y B3pOCIBIX MAIIMEHTOB, YTO MOKET yKa3bIBaTh Ha MOBBIIIEHHBIH KIHPEHC

HBEPOIMMYCA Y MOJIO/IbIX MAI[UEHTOB.



COOTBETCTEBYET 3KCNEPTHOMY OTYETY
ot 26 'IE:::IE-i Nz 28869 B
Iayuenmor 6 603pacme > 65 nem (NMOCNEOOBATENEHOCTE 0002)

Cy1ecTBeHHOT0 BIMSHUS Bo3pacTa nauenTos (0T 27 10 85 net) Ha kimpeHc sBeponumyca (CL/F
ot 4,8 10 54,7 n/9) nocne npuema npenapara BHyTpb He ObUIO BBISBICHO.

Brusanue pacosotl npunadnescnocmu

Kmupenc aeponumyca (CL/F) mocne mpuema mnpenapata BHYTPh y JIMI[ €BPOICOUIHOW M
MOHTOJIOMJHOM pac Mpu CXOAHOHW (DYHKIIMH NEUEHH HE Pa3INuacTCs.

[To raHHBIM TOMYISIMOHHOTO (PapMAaKOKWHETHYECKOTO aHAJIN3a Y JIMLl HETPOUIAHOM Packl mocie
nepecajku opraHoB kimpeHc sBeposmmmyca (CL/F) (mocne mpuema BHYTph) ObLI B CpeIHEM Ha
20% OGombliie, 4eM y MpeACTaBUTENEH eBPOIICOUTHOM.

IToxa3anusi K NPUMeHEHUIO

e PacnpocTpaHeHHBIH ~ W/HMIM ~ METAaCTaTUYECKUH  TMOYEYHO-KIETOUHBIA  pak  Ipu
HeA(P(PEKTUBHOCTH AHTUAHTHOTCHHON TepaIiu.

e PacnpocTtpaHeHHBIE W/HIM METACTaTUYECKHE HEHPOIHIAOKPUHHBIC OIMYyXOIH KEIyJA0YHO-
KHILIEYHOI'O TPAKTa, JIETKOTO U MOKETYI0UHOM JKele3bl.

e [OpMOHO3aBUCHMBIN pacHpOCTpAHEHHBIH pakK MOJOYHOM Kejle3bl Yy TMAalUeHTOK B
MOCTMEHOMAay3¢ B KOMOWHAIIMM C HMHTHOMTOPOM apomaTasbl MOCe MPEeaIIeCTBYIONIEH
SHIOKPUHHOM Tepamuu.

e (CyOdneHauManabHble TUTAHTOKIETOYHBIE aCTPOIIMTOMBI, ACCOLIMUPOBAHHBIE C TYOEpO3HBIM
CKJIEPO30M y MAIllMeHTOB B BO3pAcTe CTapiie 3-X JIeT NMPU HEBO3MOKHOCTH BBIIOJIHEHUS
XUPYPTrUYeCKOi Pe3eKIUU Oy XOJIH.

e AHIMOMHOJMIIOMA IMOYKH, AaCCOLMHUPOBAHHAS C TyOEpO3HBIM CKIIEPO30M, HE TpeOyrorias
HEMEIJIEHHOTO XUPYPruyeckoro BMEIaTeNIbCTBA.
IIpoTruBonokaszanus

e [loBBIlIEHHAs] YyBCTBUTEIBHOCTh K ABEPOJIUMYCY, IPYTUM IPOU3BOAHBIM panaMullMHA UIH
J000MY M3 BCIIOMOTaTeIbHBIX KOMIIOHEHTOB Ipenapara.

e bepeMeHHOCTh U IIEPUOA IPYAHOIO BCKApMIIMBAHUS.

e Hapymenue pynkuun nedenu (kinacc A, B, C no knaccudpukanuu Yaina-I1s10) y nannenton
ot 3-x 1o 18 ner ¢ COI'A.

e Bo3spact g0 3-x net (COI'A), 1o 18 neT (1Mo oCcTaNbHBIM MOKa3aHUSIMHU).

Cnenyer n30erarb OJHOBPEMEHHOTO NMPUMEHEHHS C MOIIHBIMH HHTHOUTOpamMu H30(depMeHTa
CYP3A4 v/umn P-TTI.

Crnenyer mz0eraTtb OJHOBPEMEHHOI'O MPUMEHEHHsSI C MOIIHBIMH HHAYKTOpaMH H30(pepMEeHTa
CYP3A4 wmu uaaykropamu P-I'TL

C 0CTOPOKHOCTHIO
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- [Ipu omHOBpEMEHHOM NPUMEHEHHUH SBEPOJIUMYcCa C yM%&ﬁ&ﬁ;'ﬁﬁfﬁgﬁwgﬂr CYP3AA

uHruoutopamu P-I'TI.

- YV manuentoB >18 ner ¢ HapymeHueMm (yHKIMM TedeHH Tspkenol creneHu (kimacc C mo
knaccuukanun Yainga-Ilsto) B ciaywae, koraa mojib3a OT IpHeMa Ipernapara MpeBbIIIaeT
BO3MO>XKHBIN PUCK.

- ¥V manueHToB /10 U Mocje XUPYPrUYeCcKHX BMEIIATEIbCTB.

- YV manuMeHTOB C HENEPEHOCHMOCTBIO JIAKTO3bI, TSDKEIOW JIAKTA3HOM HEJTO0CTaTOYHOCTBHIO HIIU
IJTFOKO30-TaJIAKTO3HOM MalibabcopOInei.

IIpumeHeHnne npu 6epeMEHHOCTH U B MEPUO/] TPYIHOT0 BCKAPMJIMBAHUS

bepemennocmeo

Ceoonas xapaxmepucmuka puckos

HeT nanHbIX 0 mpUMEHEHUU 3BepoNIUMyca y OepeMEeHHbIX KeHIIUH. [loTeHIuanbHbIi pucKk Ass
YeN0BeKa He U3BECTEH. B nccienoBaHusgX y )KUBOTHBIX BBISIBJICHA PETIPOyKTUBHAS TOKCUYHOCTb,
BKJTI04ast SMOPHO- U (PETOTOKCUYHOCTb.

[Tpenapat HukonauMyc NpoTUBONOKa3aH K MPUMEHEHHUIO BO BpeMs OEpEMEHHOCTH.
Hccnedosanus y sHcusomuuix

[Tpu npuMeHeHHH 3BEpOIUMYCca BHYTPb Y caMOK KpbIC B g03€ > 0,1 mr/kr (mpubnusutensho 4 %
or cyrounoii AUC y mamueHTOB, NMpUHUMAIOMMX Mpernapat B jgo3e 10 wmr/cyTt) dacrora
NPEUMIUIAaHTAIMOHHBIX ~ TOTEPh  YBEJIWYHMBAJIAch.  DBEPOJIUMYC  HPOXOAUT  dYepe3
reMaToIUIalleHTapHblid 0apbep M OKa3blBa€T TOKCHYECKOE JIeHCTBHME Ha OIUIOJOTBOPEHHYIO
AWLEKIETKY. Y KpBIC 3BEPOJIMMYC MPOSIBIIST dMOpHO- U (ETOTOKCHUYHOCTH IPH CHUCTEMHOM
OKCTIO3WIIMU HWKE TEpareBTUYECKOH, YTO MPHBOAMIO K YBEIWYCHHUIO CMEPTHOCTH WIIN
YMEHBIICHUIO MacChl Tella Iioja. YacToTa BO3HHMKHOBEHHUS BapUAHTOB Pa3BUTHS CKeJeTa H
CKEJIETHBIX Maib(opMaluili (Hampumep, paclleldHa TPyAHOH KIETKH) yBeIUYMBaiach MpU
npuMeHeHun sBepoiumyca B jgo3ax 0,3 u 0,9 mr/kr. Y KpojiaMKoB 3MOPHOTOKCHYHOCTb
NPOSIBIISIACH YBEIMYCHUEM YaCTOTHI TIO3/IHEH pe30pOIHy TU10/1a IPH MPUMEHEHHH YBEPOIIMYca
B n03e 0,8 mr/kr (9,6 MF/MZ), YTO MPUOJU3UTENHHO B 1,6 pa3 Bolie 10361 10 Mr 171 B3pOCIBIX MPU
npuMeHeHnn 1o nokaszanuto COI'A u B 1,3 pa3 Bblie cpenHei 10361, npuMmensemon npu TC u
pedpakTepHOii MUIIENICUH, PACCUUTAHHOM MO IJIOIMIA N NOBEPXHOCTH Tesa. He ObUIO BBISBIEHO
MOOOYHBIX JIEHCTBUI Ha SMOPHOH U TUTOJ TIPY TIPUMEHEHUH SBEPOJIMMYCa y CaMIIOB KPBIC.
Hccneoosanus y uenosexa

Omnwucanbl cilyyad BO3JCHCTBUS 9BEPOIMMYCa Ha IUIOJI BO BpeMsi OEpEMEHHOCTH B pe3yJbTare
npremMa TmpenapaTa Kak MaTepblo, Tak U OTHOM (OEpeMEHHOCTh y >KEHIIMHBI, SBISBLICHCS

NapTHEPOM NAaIMeHTa, IPUHUMaBILIEro 3BeposnMyc). CooOmieHnii 0 BOSHUKHOBEHHH MOPOKOB
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pa3sBHUTHS IIJI0JA HE 3aperMCTPUPOBAHO. B HEKOTOPHIX |l rasc Bepenme et myotekdia) 6es

OCJIOKHEHUH M 3aKOHYMIIACh POAAMH 3[JOPOBBIM ILIOAOM 0€3 KaKOH-JINOO0 MaToIOTHH.
Jlakmayus

Csoonas xapakmepucmuka puckos

He u3BecTHO NMPOHMKAET JIM HBEPOJUMYC B IPyAHOE MOJOKO 4enoBeka. He 3apeructpupoBaHo
CJIy4aeB BO3JICHCTBHS IBEpOIMMYyca Ha peOeHKa B MEPHOJ IPyIHOTO BCKaPMIIMBAHUSA Y YEJIOBEKA.
B nccrnenoBanusax y )KUBOTHBIX 3BEPOIMMYC U/WIIH €r0 METAO0OIUTHI JIETKO U OBICTPO MPOHUKAIN
B MOJIOKO KpBIC B KOHLIEHTpaluH, B 3,5 pa3za NpeBOCXOAIIEH KOHLEHTPALMIO B IJIa3Me KPOBU
MmatepH. JKeHIrHaM, IOoTy4arolIiM 3BEPOIMMYC, HE CIelyeT KOPMUTB IPYIbIO BO BpeMsl Teparnuu
U CIyCTS 2 HEJENIU NOCiIe IpUeMa MOoCIeIHEN 103bI.

Kenwgunot u Mysncuunbl ¢ COXpaHeHHbIM PenpoOyKmuEHbIM ROMEHUUATIOM

Kounmpayenyus

[TaniMeHTOK C COXpaHEHHBIM PENpPOAYKTUBHBIM MTOTEHIIMAJIOM CJIelyeT NPOUH(OPMUPOBATh, YTO
B HUCCIICIOBAaHHUAX Y >KMBOTHBIX OBUIO BBISBICHO HEOJArONPUATHOE BIMSHUE BEPOJIMMYyCa Ha
pa3BuBatommiics mioj. [lanrenTkam ¢ coxpaHeHHBIM PENPOTyKTHBHBIM MOTEHIINAIOM, BETYITHM
AKTUBHYIO MOJIOBYIO ’KH3Hb, HEOOXOAMMO NMPUMEHATh HAJEKHBIE CIIOCOOBI KOHTpaLenuuu (mpu
OPaBUWIBHOM U JJIUTEIbHOM INPUMEHEHUM KOTOPBIX YacTOTa HACTYMJIEHHUS OepeMEHHOCTH
cocraBisieT < 1%) Bo Bpems Tepanuu NpenapaToM U MUHMMYM B T€UEHHE 8 HEJENb MOCie €€
3aBepiieHus. [lammeHTaM MYKCKOTO TIOJa, NPUHUMAIONIAM HBEPOIIMMYC, HE CIEayeT
OTKa3bIBaThCsI OT MOMBITOK 3a4aTHsl.

Depmunvnocms

Hccneoosanus y scugommuwix

B wccnenoBaHusX y KHBOTHBIX (PEPTHIBHOCTH CaMOK HE W3MEHsIAach, OJHAKO ObUIH
3apEerUCTPUPOBAHBl CIy4yal IMPEUMIUIAHTAIIMOHHBIX MOTEpb. Y CaMIIOB KpbIC HaOIIONaIHCh
MOpGOJIOrHUECKUEe U3MEHEHNUS B IMUKaX MPU IPUMEHEHUH 3Beposumyca B 1o3e 0,5 MI/KT U BbIIIE,
a TaKKe CHIKEHUE TOJBM)KHOCTH M YMEHBIIEHHE KOJUYECTBA CIIEPMATO30HMI0B M aKTHUBHOCTHU
TECTOCTEPOHA TMPH MPUMEHEHHH JO3bl S5 MI/KI, YTO COOTBETCTBYET TEpPaNeBTHUECKOU
KOHIeHTpauuu (52 Hr*u/mi u 414 Hr*4/mi1 COOTBETCTBEHHO B CPaBHEHUH C TepareBTUYECKON
KOHIIeHTpauueil 560 Hr*u/mi mpu MpUMEHEHHM Ipernapara y 4ejoBeka B go3e 10 mr/cyT) u
NPUBOJIUT K CHUKCHUIO (PePTHIILHOCTH y caMIOB. MIMeroTcst naHHbIe 00 00paTUMOCTH TAHHOTO
s dexra.

Hccneoosanus y uenoeexka

Tepanust 3BEpOJIMMYCOM MOXKET OTPULATENBHO CKa3aThCsl Ha (EPTHIBHOCTH Y MAalMEeHTOB

MY>KCKOT'O M )KCHCKOT'O I10J1a.
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BTOpUYHAS aMEHOpes | HapylleHue OanaHca JoTenHH3upymoomero ropmona (JII) wu
dommukynoctumynupyomero ropmona (@CI). YV manueHTOB MyKcKoro moja Ha (oHe
IIPUMEHEHHUs 3BEpoJIMMyca OTMedasnoch MoBbieHue aktuBHocth PCIT m JII', cHuxkeHue
AKTUBHOCTH T€CTOCTEPOHA, a300CHEPMHUS.

Cnocod npuMeHeHus U 103bl

Jleuenune npenaparoM Hukonumyc cienyer NpoBOAUTH TOJNBKO IOJ HAONIOACHMEM Bpaua,
HUMEIOLIET0 OMbIT PabOThl ¢ MPOTUBOOIYXOJEBBIMU MpernaparaMyd WU JICUEHUS TMAaIHEeHTOB C
TyOEpO3HBIM CKIIEPO30OM.

[Tpenapat HukosnuMyc ciieyer IpuHUMATh BHYTPb OJMH pa3 B I€Hb €KEAHEBHO B OJHO U TO K€
BpeMs (IIPEANOYTUTEIHHO YTPOM) HATOIIAK MJIH TOCIIE MpHeMa HeOOIbIIOr0 KOJMYECTBA MHIIIH,
HE cojieprKariei xupa. TabneTku cieayeT IporiaTelBaTh LETUKOM, 3alMBas CTAKAHOM BOJIbI, HX
HE cJelyeT pa3keBbIBaTh WM ApoOuTh. [[ns mamuentoB ¢ COI'A, accoruupoBanubiMu ¢ TC,
KOTOpbIE HE MOIYT IpPOIJIOTUTh TaOJNeTKy LeJUKoM, Tabierky mnpenapara Huxomumyc
HEIOCPEACTBEHHO INEpel NPUEMOM MOXKHO IOJHOCTBIO PACTBOPUTH B CTaKaHE BOABI (IPUMEPHO
30 mi1), OCTOPOXKHO MOMEIINBAs COJEPKUMOE CTaKaHUMKa IO MOJHOTO pacrajieHus TabJIeTKu
(mpumepno 7 muHyT). [ns obecrneueHuss mpueMa IMOJHOM J03bI CIEAyeT ellie pa3 HabpaTh B
CTaKaH4YMK Takoi ke o0beM BoJbl (mpuMepHO 30 MJi1), CMBITh CO CTEHOK OCTABIIHMECS YaCTHUIIBI
npenapara U BBITUTD MOTYYUBIIUNCS PACTBOP.

Jledenue mpemapaToM MPOBOJIAT O TE€X MOP, MOKA COXpaHAETCs KIMHUYecKas 3 (HEKTUBHOCTD U
HET NPU3HAKOB HENEPEHOCUMON TOKCUYHOCTH.

Cmena nexapcmeenHot popmvl npenapama 36eporumyca

Henb3sa koMOMHMpPOBaATH pa3Hble JIEKapCTBEHHBIE (POpPMBI IIpernapara 3BeposiuMyca (TabJIeTKu U
JMCTIeprupyemMble  TabNeTKu) Juis JOCTHDKEHHs HeoOxoaumoilt nos3wl.  Cremnyer Bceraa
UCIIONB30BAaTh OJHY M Ty JK€ JIGKApCTBEHHYI0 (OpMYy B COOTBETCTBUM C TMOKa3aHHUEM K
MIPUMEHEHUIO.

[Tpu cmene nexapcTBeHHOM (HopMbI (ToNbKO T nmarueHToB ¢ COI'A, accommupoBanabiMu ¢ TC)
ciefyeT moaOupaTh 103y Mpenapara, MaKCUMalbHO OJIM3KYIO K IpuMeHseMoil panee. Cienyer
MPOKOHTPOIHPOBaTh Cmin 3BEpoNUMyca IpUOIH3UTENBHO Uepe3 | uin 2 Heleau Mociae CMEHbI
JIEKapCTBEHHOH (POPMBI.

B ciydae mpormnycka npuema ouepeHOM 10361 Ipernapara ee MOKHO IPUHATh B TeUeHHE 6 4acoB
1I0CJI€ 3aIUIAaHMPOBAHHOTO BPEMEHH, 110 UCTEYEHUH 6 4acoB IOCJE 3alNIAHUPOBAHHOTO BPEMEHU
03y cueayer mponyctuTs. Ha cremyromumii AaeHbp 103y mpenapara ciaenyeT IMpUHATh B
3argaHupoBaHHOE BpeMsi. HeponmycTuMm npuem ABOHHOM 10361 MpernapaTa ¢ 1eIbi0 BOCIOJHEHUS

IIPOIYILEHHOM.
10
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< < (NaOc (B8 HOCTS 00027
Pacnpocmpanennwiu u/unu memacmamuyeckKuu (I 'notzlgfg'm ’ e-lr;E?ll—tl#bl ) Tﬁcyf e npu

Hea(hpexmusHoCmuy AHMUAHSUOLEHHOU MEPANUL: PACRPOCMPAHEHHbIE U/UNU MemAacmamuyecKue
HetPOIHOOKPUHHBIE ONYXONU  HCENYOOUHO-KUULEUHO20 MPAKMA, 1e2K020 U NOOHCENYOOYHOU
Jrcenesvl, 20PMOHO3ABUCUMBIL PACHPOCMPAHEHHbIU PAK MOJIOYHOU Jicelle3bl, AHSUOMUOTUNOMA
HOYKU, He mpedyiouas HeMeONeHHO20 XUPYpPeUuuecko20 6emeulamenbcmed, y NayueHmos ¢
mMy0Oepo3HbIM CKIEPO3OM.
Pexomennyemas nosa npenapara Hukonumyc cocrasisier 10 Mr ouH pas B CyTKH.
Cybanenoumanvhvie 2ucaHmMOKIEMOYHble ACMPOYUMOMBL, ACCOYUUPOBAHHBIE C MYOEPO3HBLIM
CKIepOo30M, Yy NAYUeHmo8 & eospacme cmapuie 3-X J1em HpU HeB03MONCHOCMU BbINOJIHEHUs
Xupypauieckou pe3eKyuu onyxoau
Ho3y npenapara Huxomumyc ansa nedenust nauueHtoB ¢ COI'A, accouumpoBanubiMu ¢ TC,
OTIpeeNAI0T MCXOAA M3 IUIONaau ToBepxXHocTH Tena (BSA, m?), paccumTaHHOM 10 (opmyIe
Hio0ya.
Hauanvnasn 0oza npenapama Huxonumyc u yenesas Cmin 96epoaumyca 6 Kposu y NAYUeHmos ¢
COI'A, accoyuuposanuvimu ¢ TC
Pexomenayemass HauanbHasi Ao3a mnpemapata Hukomumyc ans nedenus narueHToB ¢ COLA,
coctapnser 4,5 Mr/M%, OKpyrieHHas 10 Ommkaifmeil m03upoBKM mpemapara Hukommmyc.
Tabnerku npenapara HuKomumyc pa3In4HbIX JO3UPOBOK OJHOW JIEKAPCTBEHHOH (OPMBI MOYKHO
KOMOMHUPOBATh ISl TIONYYEHUS HEOOXOAWMOW J103bI, OJHAKO KOMOMHHPOBATH pa3HbIC
JIEKapCTBEHHBIE (JOPMBI IBEPOIUMYCA C ITOH LENBIO0 HEIb34.
Koumponv konyenmpayuu 38eponumyca 6 Kposu
Y nanuMeHToB, TMOJyYAOIIMX TEpamuioo dBepoimuMmycoM 1o moBogy COI'A, cuemyer
KOHTpOJHPoBaTh Cmin 3BeponumMyca B KpoBH. Onpenensite Cmin IBEpOIUMYyca B KPOBH CIIEIyeT
yepe3 1-2 Henenu nocie Havana Tepanuy U/UiM JIIo0oH KOppeKUUH 1036l J[03y KOppeKTupyoT
JUIs ojiepskanus 1eneBoit Cmin 3BEpoIUMyca B KPOBH B JianazoHe 5—15 Hr/mi.
11o060p 00301
Jist oITUMAaNTbHOTO KIIMHWYECKOTO OTBETA JI03Y IpenapaTa cieayeT Hoa0upaTh HHANBUAYAIBHO,
yBEJIMUYMBas Ha 2,5 MT 171 TOCTHKEHUs 11en1eBoil Cmin 3BeposinMyca B KpoBH. [Ipu mianupoBanun
noa6opa 103kl CleAyeT MPUHUMATh BO BHUMaHUE 3((HEeKTUBHOCTh U O€30MaCHOCTh IPOBOIUMOI0
JICYSHHsI, OJHOBPEMEHHO IMPOBOJAUMYI0 MEIAMKAMEHTO3HYI0 Tepanmuio # TeKynlytro Cmin
IBepoIMMyca B KpOBH. VHAMBHIYyal bHBIM MOIOOP HO3BI MOXKET OBITH TPOBEIEH HCXOAS W3
cnenyromien Gopmybl:

HOB8As 0034 28epoaumyca = npumeHsemas 003a x (yenesas Cnin / mexyujas Cpin 26epoaumyca)
Hampumep, mpumensiemasi j03a npernapara, pacCUMTaHHAs MCXOJS M3 TUIOMAIXd TOBEPXHOCTH

TeJa, B HacTosuiee BpeMs cocraBiseT 2,5 Mr, Cmin 2BepoiMMyca B KPOBU B PaBHOBECHOM
11
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COCTaBIISAIONICH > 5 HI/MJ, Hampumep, 8 HI/MJI, HOBas CKOPPEKTHPOBaHHAas J03a Ipernapara
JIOJKHA COCTAaBIISATh 5 MI (MIpUMeEHsieMasl CyTo4yHas 103a 2,5 mr, yBenudyeHHas Ha 2,5 mr). [locne
KOPPEKLHHU J03bI cienyeT onpenaenuTb Cmin B KpoBH uepe3 1-2 Hepenu.

Jloneocpounwiii KOHMPOIL 0036l

VY nauuentoB ¢ COI'A, accouunpoBanubiMu ¢ TC, 00beM onyXosu clieyeT Uu3MepuTh uepes 3
Mecsla Mocie Hadyalla Tepanuu npenaparoMm Hukonumyc ¢ mocienyromein KOppeKuuen A03bl ¢
y4eToM H3MeHeHHsI oObeMa omyxonu Ha ¢oHe sedeHus, Cmin 3BepoiiMyca B KpPOBH H
WHUBUTyaJIbHOW NIEPEHOCUMOCTH IIpernapara.

[Tocne noctukenus ctabmibHOU 10361 MpernapaTa npu COI'A, acconuupoBanubivu ¢ TC, ciienyet
KOHTPOHPOBaTh Cmin 9BEPOIMIMYCa B KPOBH Ha MPOTSHKCHUH BCETO CPOKA JICUCHUS KaKIble 3—6
MECALIEB Yy TAalMEHTOB C MEHSIOUICHCS IUIONIaJbI0 IOBEPXHOCTU TeJla U KaxIble
6—12 mecsi1eB y NalMeHTOB ¢ HEM3MEHHOM IJIOIaIbI0 ITOBEPXHOCTH TeJa.

Pexomenoayuu no xoppexyuu 0o3vi npenapama Huxonumyc npu paseumuu HexceiamenbHbIX
A6NeHUl

Koppekuust TsSxKenbIX W/Wiu TPYAHONEPEHOCHUMBIX HEXKENAaTeIbHBIX JIEKAPCTBEHHBIX pPEaKIUn
(HJIP) mosxeT nmoTpeboBaTh BPEMEHHOTO MPEKpaIeHHs Tepanuu ¢/0e3 yMeHbIlIeHus 103bl. Eciu
TpeOyeTcsl CHUKEHHE JI03bl IIpernapaTra, peKOMEHIYETCS NPUMEHATh 103y NPUOIM3UTENIbHO Ha
50% wmenbiie npeapaymeid. B tabmume Ne 1 oTpakeHbl peKOMEHAAIUMHU 10 KOPPEKIUH J103BI
npenapara npu passutun HJIP. YV nmanuenros, nomywarommx npenapar Hukoinmmyc B
HAaUMEHbBIIEH JOCTYMHOW [O3UPOBKE, NalbHEWIee CHIKEHHWE J03bl MPH HEOOXOAMMOCTH
BO3MOXKHO IIpM IIpUeMe Ipernapara uepe3 JeHb. TaKTUKa BeJIEHUs MalueHTa J0JDKHA
OCHOBBIBaThCSl HA UHAMBHUAYAIBHON OLIEHKE MOJB3bl U PUCKA C YUETOM OCOOEHHOCTEH KaXK/10TO
MalreHTa.

Tabnuya 1. Pexomendayuu no xoppexyuu 0036l npenapama Hukxonumyc npu pazeumuu

HedHcenamenvbHblX S61eHUll

HexenarenbHas Crenenn TsKecTH! Pexomenaauum no n3MeHeHH IO
peaknus JA03bI M KOPPeKIHHU
HEKEJIATENbHbIX SIBJICHH’
Heundexkunonusii Crenens 1 Koppekuuu 10361 HE TpedyeTcs.
ITHEBMOHHUT CyOxnuHHYECKHE, KoHTpoib cocTostHuS.
OTIENbHBIE  NPU3HAKU
W CUMITOMBI;
BMEIIATEIbCTBO HE
MTOKa3aHO
Crenens 2 Paccmorpets BO3MOXHOCTb
[Ipossnsromuiics IIpEpPHIBaHMS Tepanuy,
KJIMHUYECKH; I0Ka3aHO UCKITIOUCHHE MH(EKIMOHHOTO
BMEILIATEIBCTBO; mpolecca, Mpu  HeoOXOIUMOCTH

12



-
L1

L

OTBETCTBYET SKCTEPTHC

o1 26.12.2024 Mz 28865

MY OTU

ETY

OTpaHUYCHUE

OBl

OBOMI

MRl R e = 1o G iAo

€XeJHEBHOU aKTUBHOCTH

MIPUMEHEHUS
[IFOKOKOPTUKOCTEPOUIOB hi (o)
CHHJKEHHS  CTEIIEHH  TSOKECTH
CHMIITOMOB 70 1  cTemcHH.
Bo3oOHoBIEHNE Tepanuu B
CHIDKCHHOI J103€.

[Ipexpamenue  Tepanuu, €CiIH
CHIDKEHUS  CTEIEHH  TSHKECTHU
CHUMIITOMOB 10 | cTenmeHH He
HACTYIIUJIO B TeYEHUE 4 HEJEIIb.

Crenenn 3 [IpepriBanue Tepanuu 1o

Tsokenble  CUMITOMBI, CHIKEHUS  CTENEHU  TSKECTU

OrpaHHYCHUE CUMOTOMOB 0 1  cremeHu,

CIIOCOOHOCTH K HCKIIIOUCHHE MH(DEKIIMOHHOTO

camMo00CITyKUBaHUIO; mporecca, Mpu HEoOXOIUMOCTU

MoKa3aHa MIPUMEHEHUE

KHCIIOpOI0Tepanus TIIFOKOKOPTUKOCTEPOUIOB.
Paccmotpets BO3MOXHOCTb
BO300HOBIICHUS Tepanuu B
CHIKEHHOM J103€.
[Tpu MOBTOPHOM pa3BUTUU
CUMIITOMOB 3 CTEIEHU  —
paccMoOTpeTh BO3MOXKHOCTh
MIPEKPAIICHUS] TEPATTHH.

Crenens 4 [Ipekpaiienue Tepanuu,

Kuzneyrposxarorias HCKITIOUCHHE WH(EKIIMOHHOTO

JpIXaTenbHast mporecca, Mpu HEoOXOTUMOCTU

HEJIOCTAaTOYHOCT; MIPUMEHEHUE

MOKa3aHO  AKCTPEHHOE [JIFOKOKOPTUKOCTEPOUIOB.

BMEIIIATEIHCTBO

(nammpumep,

TPaxeoTOMHUS WIu

uHTYyOaIus)

Cromatur Crenens 1 Koppekuuu no3s1 He Tpedyercs.
CyOxnuHUYecKHe [Tonockanue pra OeCCHUPTOBBIM
CUMIITOMBI, WA wii  BogHO-cojeBbiM  (0,9%)
CUMIITOMBI JErKOi PacTBOPOM HECKOJIBKO pa3 B JIEHb.
CTETIEHHU;

BMEILIATEIbCTBO HE
MOKa3aHo
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Crenens 2

YMepenneie ~ 00JeBbIC
OIIyTIIEHUS, HE
MPETISATCTBYIOIIHE

IpyueMy IUIIM; [T0Ka3aHa
crieruanbHas queTa

CHI)KCHHS  CTEIEHU  TSHKECTH
CUMITOMOB 710 | creneHu.
Bo3oOHoBneHue Tepanuu
[pernapaToM Huxomnmyc B
MPEXKHEH J103€.

IIpun IIOBTOPHOM pa3sBUTHU
CUMIITOMOB CTOMAaTWTa 10 2

CTETICHH - IPEPHIBAHKIE TEPATTUU JIO
CHI)KEHMSI ~ CTENEHU  TSHKECTU
CHUMIITOMOB 710 | cTeneHu.
Bozo6HoBnenne  Tepanuu B
CHIKEHHOH J103€.

Jleuenne  aHanbreTMKaMu Ui
MECTHOI'O IIPUMEHEHUS (
HarpuMmep, OeH30KauH, OyTui-
aMHHOOEH30aT, TeTpaKamHa
THIPOXJIOPHI, MEHTOJ WK (HEHOI)

c/6e3  TIIFOKOKOPTUKOCTEPOH]IOB
JUISL MECTHOTO TIPHMEHEHHUS .
Crenens 3 IIpepsiBanue Tepanuu 110
Tsoxensie 0oseBbIe CHI)KCHMSI ~ CTENEHU  TSHKECTH
OLIYIICHUS, CUMITOMOB 710 | creneHu.
MPEMSTCTBYIOIUE Bozo6HoBneHne  Tepanuu B
MIpUeMy MUILHA CHIKEHHOM J103€.
Jleuenue  aHanbreTMKaMu  JUIS
MECTHOI'O MPUMEHEHHS
(mampumep, OCH30KaWH, OyTHII-
aMHUHOOEH30aT, TeTpaKamHa
TUAPOXIIOPHI, MECHTOJ K (EHO)
c/6e3  TIIOKOKOPTUKOCTEPOHIOB
JUIs HAPYKHOTO TIPUMEHEHHUS .
Crenens 4 IIpexpamienue Tepanuu, JIEYEHHE
XKuzneyrposxarormiue CTOMAaTUTa  COOTBETCTBYIOLIMMHU
MOCNIEACTBHS, IOKa3aHO METOJIaMHU.
9KCTPEHHOE
BMEIIATEJIbCTBO
Hpyras e Crenens 1 Koppekuuu no3el He Tpedyercs
reMaToJIoruuecKas IpU TEPEHOCHUMOCTH CHMIITOMOB.
TOKCHUYHOCTh Jleuenue COOTBETCTBYIOILIUMHU
(uckirouas METOJIaMHU M KOHTPOJIb COCTOSIHMSL.
MeTaboIMYeCcKue Crenens 2 Koppekuu 10361 He TpeOyercs
HapyIICHUS) IIPU TIEPEHOCUMOCTH CHMITOMOB.

Jleuenue COOTBETCTBYIOLIUMU
MCTOJaMH U KOHTPOJIb COCTOSTHUS.
ITpun HEIIEPEHOCUMOCTHU
CHUMIITOMOB - MpepPLIBAaHNE

Tepanuu 10 CHUXKEHUSI CTENEeHU
TAXKECTU CUMIITOMOB 10 1 CTCIICHU.
Bo300H0BICHKE Teparnuu B
MIPEXKHEN J103€.

14
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CUMIITOMOB 2 CTENEHH  —
MpepbIBAHKE TEpanuu 110
CHIKEHUS  CTENEHU  TKECTU
CUMIITOMOB 70 |  CTemeHH.
Bozo6HoBnenue Tepanuu B
CHIKEHHOM J103€.

Crenenn 3 [IpepriBanue Tepanuu iy}
CHI)KEHMSI ~ CTENIEHUM  TSDKECTU
CUMIITOMOB 10 |  CTeneHH.
Jleuenune COOTBETCTBYIOLIUMU
METOJAMH U KOHTPOJIb COCTOSHHUS.
Paccmotpets BO3MOXHOCTb
BO300HOBJICHUS Tepanuu
[pernapaToM Huxonnmyc B
CHUKEHHOH J03€.

IIpn IIOBTOPHOM pa3sBUTUU
CUMIITOMOB 10 3 CTENEHU —
paccMOTpeTh BO3MO>KHOCTh
MIPEKpaIICHUs] TEPAMHH.

Crenens 4 IIpexpamnienue Ttepanuu, JICYEHHE
COOTBETCTBYKOUIMMHU METOAAMM.

Mertabonuueckue Crenens 1 Koppexkuuu no3el He Tpebyercs.
HapyLIEHUS Jleuenue COOTBETCTBYIOILIUMHU
(mampumep, METOAAMHU M KOHTPOJIb COCTOSIHUSI.

TUIEPIINKEMHUS, Crenenp 2 Koppekuu 10361 He Tpedyertcs.

JVICTTUTIHIEMHS] ) Jleuenwue COOTBETCTBYIOIIUMHU

METOAAMHU M KOHTPOJIb COCTOSIHUSI.

Crenens 3 [IpepriBanue TEparnuu.

Bo3oOHoBneHne  Tepanuu B

CHIKEHHOM J103€.

Jleuenune COOTBETCTBYIOILIUMHU
METOAAMHU M KOHTPOJIb COCTOSIHUSI.
Crenens 4 [Tpekpaiienue Tepanuu, JeueHHE
COOTBETCTBYIOIIUMH METOIAMH.
TpombonuToneHus Crenens 1 Koppekuust 10361 HE TpebyeTcs.
(yMeHblIEHHE (< HI'H (HIOKHSS
KOJIMYECTBa rpaHUIla  HOPMBI)  —
TPOMOOITUTOB) 75000/Mm;
<HI'H - 75,0x10%n)
Crenens 2 IIpepsiBanue Tepanuu 10
(<75000—5()OOO/MM3; CHIWKEHUS  CTEINEHH  TDKECTH
75,0-50,0X109/J1) CHUMIITOMOB 10 1 cTeneHH.
Bozo6HoBnenne  Tepanuu B
IIPEXKHEN 103€.
Crenens 3 [IpepsiBanue Tepanuu o
(<50000-25000/mm; CHIWKEHUS  CTENEHU  TSKECTU
50,0-25,Ox109/n) CUMITOMOB 110 | cTeneHu.
WM Bo3oOHoBneHne  Tepanuu B
Crenens 4 MIPEXKHEN J103€.
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COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 26.12.2024 N= 28369
(<25000/mm°; MOCHEODOBATENEHOCTE 0002]
<25,0x10%m)
Heiurponenus Crenenn 1 Koppekuust 10361 HE TpeOyeTcs.
(YMEHbIICHHE (<HTH — 1500/mm;
KOJIM4YeCTBa < HI'H - 1,5x10%n)
HEUTPOPHUIIOB) WIn
Crenens 2
(<1500-1000/mm3;
1,5-1,0x10%m)
Crenenb 3 [IpepriBanue Tepanuu iy}
(<1000-500/MMm3; CHW)KCHHSI ~ CTCIEHH  TSHKECTH

1,0-0,5x109/n) CUMIITOMOB 0 2 CTEIEHH.
Bo3oOHoBnenne  Tepanuu B
MIPEXKHEH J103€.

Crenens 4 IIpepsiBanue Tepanuu 10
(<500/Mm3; <0,5x10%/1) CHIDKEHUS  CTCIEHU  TSHKECTH
CHUMIITOMOB JI0 2 CTETICHH.
Bozo6HoBnenne  Tepanuu B
IIPEXKHEN J103€.

OebpunbHast Crenens 3 [IpepriBanue Tepanuu 10
HEUTPOIICHUS (AYH (abcomoTHOE CHIDKEHUS ~ CTENEHU  TSHKECTH
4hCIO  HEUTpOoduUIOB) CUMIOTOMOB JIO 2 CTENEHU U
<1000/mm> npu OTCYTCTBUS JINXOPAIKH.
OJTHOKPaTHOM Bozo6HoBnenne  Tepanuu B
ITOBBIIICHUHU CHIKEHHOM J103€.
TEMIEPATypPbl Tena
>38,3°C WIH  TIpH
MIPOJOIKUTETIELHOM
MTOBBIIICHUT
TeMIIepaTyphbl Tena

>38°C, coxpaHsIomeMcs
6oiee 1 yaca

Crenens 4 [Ipexpamienue Tepanum.
Kusneyrposxatromue
IIOCIIEACTBUSA, IOKA3aHO
IKCTPEHHOE
BMEIIATEILCTBO

1CT6H6HI/I TAXKCCTH. 1 = MHUHHUMAaJIbHBIC CUMIITOMBI, 2 = yMepeHHme CUMIITOMBI; 3 = BLIpa)KeHHBIe CHUMIITOMBI;
4 = )KI/ISHeprO)KaIOHII/Ie CHUMIITOMBI. OI_ICHO‘-IHaSI IIKaJiIa OCHOBAHA Ha peKOMeHI[OBaHHI)IX HaI_[I/IOHaJ'H)HbIM
I/IHCTI/ITyTOM OHKOJIOTUHU CU_IA CTaHI[apTHI)IX TepMI/IHOHOFI/I‘{eCKI/IX KpI/ITepI/I)IX OLCHKHU HEXCJIATCIIbHBIX
sirernit (NCI CTCAE v4.03)

2Eciu TpeOyeTcs CHUKEHME JI03bl TIpernapara, peKOMEHIyeTcsl IPUMEHSTh JI03y TIPHOIM3UTENbHO Ha 50%
MEHBbLIE NMPEAbLAYIIEH.

SM36eraTh IpUMEHEHMs IPENapaToB, COAEPKAIMX CIIMPT, IIEPOKCU]] BOAOPOA, HOJl U MPOM3BOAHEIE Yabpera
(TI/IMBHHa) B JICUCHUHU CTOMATUTA (MOFyT IIPOBOLMPOBATH YCUJICHNUEC U3bA3BJICHUSA B pOTOBOﬁ HOJ'IOCTI/I).

Oonosepemennas mepanus ymepeHuvimu uneuoumopamu uzogepmernma CYP3A4L unu P-I'T1
Crnenyer coOioaTh OCTOPOXKHOCTb, B Cllydae €CIM HEBO3MOXKHO H30€XKaTh COBMECTHOTO

npuMeHeHns npenapata Hukonmumyc n ymepenusix naruoutopoB CYP3A4 wmu P-TTI.
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< < (NaOc (B8 HOCTS 00027
Pacnpocmpanennwiu u/unu memacmamuyeckKuu (I 'notzlgfg'm ’ e-lr;E?ll—tl#bl ) Tﬁcyf e npu

Hea(hpexmusHoCmu AHMUAHSUOLEHHOU MEPAnUl, pACHPOCMPAHEHHbIE U/UNU MemAacmamuyecKue
HetPOIHOOKPUHHBIE ONYXONU  HCENYOOUHO-KUULEUHO20 MPAKMA, 1e2K020 U NOOHCENYOOYHOU
Jrcenesvl, 20PMOHO3ABUCUMBIL PACHPOCMPAHEHHbIU PAK MOJIOYHOU Jicelle3bl, AHSUOMUOTUNOMA
HOYKU, He mpedyiowas HeMeONleHHO20 XUPYpPeUuiecko20 emeulamenbcmed, y NAyueHmos ¢
mMy0Oepo3HbIM CKIEPO30M

Ecin namueHTaM IOKa3aHO OJHOBPEMEHHOE IPUMEHEHHE IPEernapaTroB, KOTOPBIE SBISIOTCS
ymepeHHbiMH nHruouTopamu CYP3A4 wim P-I'TI, no3a npenapata Hukonmumyc B GOJIBIIMHCTBE
Clly4yaeB JOJDKHA OBITh CHUXEHa A0 5 Mr wiH 2,5 mr B cyTku. OHaKO TOYHBIE KIIMHUYECKUE
JaHHBIE II0 KOPPEKTUPOBKE J103bl OTCYTCTBYIOT, PEKOMEHJyeMas KOPPEKLHS J03bl MOKET
BapbUpOBaTh Yy OTIENbHBIX TPYyNI MAalUEHTOB, II03TOMY PpEKOMEHAYETCSl IPOBEICHUE
TIIATETFHOTO JIGKAPCTBEHHOTO MOHUTOPHUHTA C 11€JIbI0 CBOEBPEMEHHOTO BHISIBJICHHSI BO3MOXKHBIX
no0ouHbIX 3¢ ¢dexkToB. B ciydyae mnpekpaiieHuss OJAHOBPEMEHHOTO MPUMEHEHHUS YMEpPEHHBIX
uaruouropoB CYP3A4 wim P-I'Tl, ciexyer yduThIBaTh MPOAOKUTEIBHOCTh «OTMBIBOYHOTOY
nepuo/ia MpernapaToB, KOTOPBIA B CPEAHEM COCTaBIISIeT OT 2 10 3 JHEH, nepea BO300OHOBICHUEM
npUMeHeHus npenapara Hukoaumyc B J03€, MPUMEHSIEMONW MCXOJHO, 10 Hayaja COBMECTHOTO
npuMeHeHus npemnapata Hukonumyc u ymepeHHbsix uHruoutopoB CYP3A4 wnu P-TI'TI.
CybsnenoumanbHble 2ueaHmMOKIEMOUHble ACMPOYUIMOMDL, ACCOYUUPOBAHHbBIE C MYDEPO3IHbIM
CKIepOo30M, Yy NAYUeHmo8 6 eospacme cmapuie 3-X 1em Hnpu HeBO3MONCHOCMU BbINOJIHEHUs
Xupypeuueckou peseKyuu onyxoau

Ecin nanueHTaM MOKa3aHO OJHOBPEMEHHOE NIPHUMEHEHUE IIPENapaTroB, KOTOPHIE SBISIOTCS
ymepernbiMua nHrHONTOpamMu CYP3A4 wim P-I'TI, no3a npenapara Hukoiaumyc B OOJBIINHCTBE
cily4aeB JoJKHA ObITh cHMKeHa Ha 50%. [Ipu BO3HMKHOBEHMHM MOOOYHBIX 3PHEKTOB MOKET
noTpeOOBaThCS JOMOJIHUTENIbHOE CHIDKEeHUE N03bl. CremyeT onpenenuTb Cmin 3BepojuMyca B
KpOBM IO MEHBIIEH Mepe uepe3 | Henemo Iociie Havajga OJHOBPEMEHHOIO NPUMEHEHUS
ymeperHoro unruoutopa mszopepmenta CYP3A4 wmm P-TI'TI. Ilpm oTMeHe OJHOBpEMEHHO
npuMeHsieMbix nHruOuTOpoB m3odepmenta CYP3A4 wmm P-I'TI no3y mpenapara Hukommmyc
clleflyeT BepHYTbh K UCXOJIHOMU mociie 2—3 JHEe «OTMBIBOYHOIO» MEpUoJia U, 0 MEHbIEH Mepe,
yepe3 | Henenro onpeneauTb Cmin 9BEPOIUMYCa B KPOBH.

Ilpumenenue oonospemenno ¢ mowHviMu unoykmopamu uzopepmenma CYP3A4

HecmoTpst Ha TO, YTO OJHOBPEMEHHOTO MPUMEHEHMs IpernapaTa ¢ MOIIHBIMH HHIYKTOpaMHU
cienyeT u3beraTb, UMEIOTCS JaHHbIE 110 KOPPEKIMH peXUMa JJO3UPOBAaHUS Mpernapara B ciIydae,
€CJIM HEBO3MOKHO M30€XaTh OJHOBPEMEHHOIO IIpHUEMa MPerapaTos.

Pacnpocmpanennwiii wumu  memacmamudeckull NOYeYHO-KIemOoYHblll  paK  npu

Heagbd)ekmueyocmu AHMUAHSUO2EHHOU mepanuu, pacnpocmpanerHnvle u/unu memacmamuyeckue
17
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HeUpOIHOOKPUHHbIE ONYXONU  JHCELYOOUHO-KULeUHO20 '%g%w';géﬁg@W'ﬁ@EEeﬁygaldnoﬁ

Jrcenesvl, 20PMOHO3ABUCUMBLI PACHPOCMPAHEHHBIU PAK MOJIOYHOU JHCee3bl, AHSUOMUOTUNOMA
nOuKY, He MmMpebylowas HeMeOleHHO20 XUPYPSUUeCKo20 6Meuamenscmed, y HAYueHmos ¢
myOepo3HbIM CKIEPO30M

[Ipu npumenenuu mpenapata HUKOIMMYC OJHOBPEMEHHO C MOIIHBIMH HHAYKTOpaMU
uzodpepmenta CYP3A4 na ocHOBaHMHM (hapMaKOKMHETHYECKHX TAHHBIX MOXKET MOTpeOoBaThCs
yBEJIMYEHUE CYTOYHOM J03bI B 2 pa3a ¢ maroM B 5 Mr wiu MeHslue. [Ipennonaraercs, 4ro npu
yKa3aHHOM HM3MEHEHHUH [103bl npenapara Hukonumyc 3nauenne AUC OyneT cOOTBETCTBOBATH
AUC, nabmonaeMomy 6e3 nprueMa UHAYKTOPOB M30dEepMEHTa, OJJHAKO KIMHUYECKUE JTaHHBIE C
N0J0OHBIM U3MEHEHHEM JI03bl y MALMEHTOB, MOIYYAIONMX MOIIHBIE HHAYKTOPHI N30(pepMeHTa
CYP3A4, orcyTcTBYIOT.

[Tpu npekparennu nprueMa MoIHoro uuaykTopa nuzopepmenta CYP3A4 cienyer obecrieunts 3—
5 IHEH «OTMBIBOYHOTO» Mepuo/ia (aAeKBAaTHBIN NEPUOA AJI1 3HAUUTEITLHOTO CHIDKEHUS UHAYKIIUU
n30(epMeHTa), 10 CHIKEHHs 036l IipenapaTa HukonmmMyc Kk HCX0IHOM 103e.
CybsnenoumanbHble 2ueanmMoOKIeMOUHble ACMPOYUIMOMbL, ACCOYUUPOBAHHbBIE C MYDEPO3IHbIM
CKIepOo30M, Yy NAYUeHmo8 6 eospacme cmapuie 3-X Jem Hpu HeB03MONCHOCMU 6bINOJHEHUs
Xupypeuueckou peseKyuu onyxoau

. [Ipu nmpumenenuun mnpenapara HukoimMmyc OJHOBPEMEHHO C MOUIHBIMH HHIYKTOpPaMH
uzopepmerra CYP3A4 (Hanmpumep, TPOTUBOSMHUICHTHUYSCKUMHU IperapaTaMu, TaKUMHU Kak
kapbamazenus, penobapouTan, GeHUTONH) MOXKET MOTPEeOOBATHCS YBEIHMUECHUE HAUYaIbHOU O3B
npenapata Hukoaumyc 171t 1OCTHXKEHUS TepaneBTUUECKOW KOHIIeHTpauuu 5—15 Hr/mi; cinenyer
YBEIMYHATH CYTOYHYIO 103y Iipenapata Hukomumyc B 2 pa3a v OLIEHUTh IEPEHOCUMOCTD JICUCHHSL.
[TpubnuzutensHO Yepe3 2 Hemenu cieayer u3Mmeputb Cmin dBepoiaumyca B kpoBu. [lpu
HEOOXOIMMOCTH CJeyeT CKOpPpeKTUpoBaTh 103y mpemnapara Hukoaumyc Ha 2,5 Mr juis
JOCTH)KEHUS TepaneBTHUECKON KOHIeHTpanuu 5—15 Hr/mi. [Ipu npekpaiieHy npuemMa MOIIHOTO
uaaykropa mopepmenra CYP3A4 no3y nmpenapata HukommMyc ciieayeT BEpHYTh K UCXOTHOU
nocie 3-5 mHel «OTMBIBOYHOTO» TEPHOa, U MPUOIH3UTEIHHO depe3 2 Henenu u3MepuTh Cmin
HBEPOJIUMYCa B KPOBH.

. ITpu noGaBneHNnH K TEpauy IBEPOIMMYCOM MOILTHOTO MHAYKTOpa nu3opepmenta CYP3A4
MOJKET MOTpeOoBaThCs yBeNInYeHHe 036l npenapara Hukonumyc. Jlo3y ciaenyer yBenuyuTs B 2
pasa M OLIEHUTh MIEPEHOCUMOCTh Teparnuu. [Ipubnm3nuTensHo yepes 2 Helenu mocie YABanBaHUs
J103bI cienyeT onpeneauTb Cmin 3BepoauMyca B KpoBH. Jlanee mpu HEOOXOJUMOCTH 7103y CIIeIyeT
KOPPEeKTHPOBATh Ha 2,5 Mr i1 noaaepx anus 1eneBoil Cmin 3BepoIMMyca B KPOBH.

. JloGaBneHne emie OAHOTO MomHOro HWHAyKTopa wu3zodpepmenta CYP3A4 x yxe

IIPOBOJIMMOM OJHOBPEMEHHOM Tepanuu npenaparoM HHKOIMMyc W MOIIHBIM HHIYKTOPOM
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msodepmenta CYP3A4 moxkeT He moTpe6oBaTh sononHi etk ol Kepperiii Ho3he
Hukonumyc. [IpubnusurensHo depe3 2 Heaenw Mocie M00aBICHUS €HIe OJHOTO MOIIHOTO
unaykropa uzopepmenra CYP3A4 cnenyer ompenenutb Cmin 3BepoiiMMyca B KPOBH U TIpU
HE00XO0IMMOCTH 1103y CIIeyeT U3MEHUTb Ha 2,5 MI Ui noajepkanus 1eneBoi Cmin 3BEpoIuMyca
B KPOBH.

. OTMeHa Tepanuu OJHUM M3 HECKOJBKHX MOLIHBIX MHAYKTOpoB m3odpepmenta CYP3A4,
NPUMEHSEMBIX OJHOBPEMEHHO ¢ mpenaparoM Hukomumyc, MoOxeT He mnoTpeboBarhb
JIONIOJIHUTEIbHON KOppekiuu 1036l npenapara Hukomumyc. Cnepyer omnpenenutb Cmin
9BEpOJIMMYCa B KPOBU MPUOIM3UTENBHO Uepe3 2 HeJeNn I0Cie MPEKpaIleHus] OJJHOBPEMEHHON
TEpanuy OJHUM U3 HECKOJIBKUX MOIIHBIX HHAYKTOpOoB u3odepmenta CYP3A4. [Tpu ormeHe Beex
OJTHOBPEMEHHO IMPHMEHSAEMBIX MOLIHBIX MHAYKTOpoB n3opepmenta CYP3A4 nosy mpemapara
Hukonumyc cnenyer BepHYTb K HCXOIHOW mocie 3-S5 JHEH «OTMBIBOYHOIO» IEepuona, U
NpUOJIM3UTEIEHO Yepe3 2 Heleu onpeaeanTbh Cmin 9BEpOIMMYyca B KPOBH.

Tlayuenmui 6 6o3pacme < 18 nem

[Ipenapar Hukonumyc He mMoKa3zaH IJsi JICYCHHUs] OHKOJIOTMUECKHX 3a00JieBaHUM Yy JeTed u
HOJPOCTKOB.

[Tpenapat Hukonmumyc He moka3aH Ui JieueHHs JAeTell U MOJIPOCTKOB C aHTMOMHOJIUIIOMOMN
nouku, accouunpoBannou ¢ TC.

[Ipenapat Huxonumyc B Tabnerkax He mokaszaH i jgeuenus aereid ¢ COI'A B Bozpacre < 3 nerT.
JUis nedeHus TMalUeHTOB JaHHOM KaTeropuu cieayeT INPUMEHATh 3BEpPOIMMYyC B (opme
JMCTIEPTUPYEMbIX TaOJIETOK.

[Tpu newennu COI'A y neTeid ¥ MOAPOCTKOB PEKOMEH/IOBAaHHBIE 03Bl TAKUE XKe, KaK JJIs JICUCHUS
B3pociibIX nanueHToB ¢ COT'A, 3a UCKIIIOYEHHEM NAIlUEHTOB ¢ HapyIIEHUsAMHU (QYHKIUHU [IEUEHU.
He pexomennyercs npuMeHeHue npenapara Hukonumyc y manmenTtoB < 18 ner ¢ COI'A n
HapyleHHeM (QyHKIMY eUeHH.

Ilayuenmul 6 6o3pacme > 65 1em: KOPPEKIIUU JO3BI MpenapaTa He TpedyeTcs.

Tayuenmul ¢ napywenusmu yHKyuu novex: KOPpPEKIMH JO3bI IIpernapaTa He TpeOyeTcs.
Tayuenmoi ¢ napywienuamu hyHKyuy nevyeHu

Ilpu  pacnpocmpanennom — w/unu — mMemacmamuieckom — NOYeYHO-KAeMOUYHOM  paKe — Ulu
Memacmamuyeckux HetpodIHOOKPUHHBIX ONYXONAX HCENYOOUHO-KUUEYHO20 mMpaKmd, 1e2K020 U
NOOACENYOOUHOUL Jiceie3bl, NPU 20PMOHO3ABUCUMOM PACNPOCMPAHEHHOM PaKe MOJIOYHOU Jicene3bl,
npu anauomuonunome nouxu, accoyuuposannou ¢ TC:

- VY nanMeHToB ¢ HapylleHHeM (YHKIMU MEYEeHU JIETKOM CTEeNeHM TsKecTd (Kiaace A 1o

knaccudukanuu Yaina-I1e10) pekoMeHnyemas 103a COCTaBIsAET 7,5 MT B JIEHb.
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- VY manueHToB ¢ HapylieHueM (QYHKIINH [[I€YeHH '&Eh%gg@&ﬁ€%%b‘ﬂﬂ]_(ﬂﬁécg% 1o

knaccuukanun Yainna-ITeio) pekoMeHayemasi 1032 COCTaBIsieT 5 MI B JICHB, MPHU IUIOXOH
[IEPEHOCUMOCTH IIperapaTra BO3MOKHO CHM)KEHHUE 10361 10 2,5 MI' B JIEHb.

- Y mnanueHtoB ¢ HapyumieHueM (QYHKIUHM TIe4yeHH Tspkenod crenenu (kiaacc C 1mo
knaccudukanuu Yaitna-I11st0) npenapat He pekoMeH10BaH. B ciyyasx, korja oxxugaemasi mnojib3a
MPEBBIIIAET MOTECHIIMATBHBIN PUCK, BO3MOKEH ITPUEM IBEPOIMMYCa B MAKCUMAIILHOM J03€ 2,5 Mr
B JIeHb. B cilydae W3MEHEHUS CTENEHU TSDKECTH HapylmieHUus (QYHKIUH Te4eHHu (1o
knaccudukanuu Yaina-I1s10) He06X0AMMO IPOBECTH KOPPEKIUIO A03bI Npenapara Hukonumyc.
Llpu cybaneHOuUManvHbix cUeaHmMoKIeMoOUHbIX ACMPOYUMOMAX, ACCOYUUPOBAHHBIX C MYOEPO3HbIM
CK1epOo30M

Tayuenmor > 18 nem

Hapywenue ¢ynkyuu neuenu neekoii cmenenu maxcecmu (knacc A no knaccupukanuu Yamu-
[Tet0): 75 % OT [03bI, pacCYUTAHHOW MO IJIOLIAJAM IOBEPXHOCTU Tena (OKpyrjeHHas /0
Onmkaiiien JO3UPOBKH).

Hapywenus ¢ynkyuu nevenu cpeoneti cmenenu maxcecmu (knace B mo xknaccuduxanmum Yain-
[Tet0): 50 % oOT m03bI, pacCYUTAHHOW MO IJIOLIAJAM IOBEPXHOCTU Tena (OKpyrjeHHas 0
OyokalIen JO3UPOBKH).

Hapywenue ¢ynxyuu nevenu msicenoi cmenenu (kmacc C mo xinaccudukanuu Yaitng-I1sr0):
IIPUMEHEHUE IIpernapaTa HE PEKOMEHJI0BaHO. B ciyuwae, ecnu oxupaeMas I0Jib3a MPEBBIIACT
MOTEHLMAIBHBIA PUCK, BO3MOXHO MPUMEHEHUE Tperapara B 103€, He MpeBbimatomnei 25 % ot
J103bl, pACCYMTAHHOM MO IJIOLIA U TOBEPXHOCTH Tea.

Chmin dBepoEMyca B IEITHHOW KPOBH CIIEIYET ONPEICIIUTh MPUOTU3UTENBHO Yepe3 1-2 Henenn
nocjie Hayaya JICYEeHHUs] WU T0ciie M3MEHEHUs (pyHKUMM nedeHu (mo kiaccupukanuu Yanna-
[Te10). CriegyeT KOppeKTUpOBaTh A03y A AocTikeHUs: Cmin MpenapaTa B Avama3zoHe oT 5 10
15 Hr/M1 ¢ yuyeToM mepeHoCuMOoCTH Tpenaparta. [Ipy n3MeHeHUr CTeTeHH TAKECTH HapyIICHUS
(GYHKIUM MeYeHH 103y Mpenapara cieAyeT KOppeKTUPOBATh.

TIayuenmor < 18 nem

[Tpumenenue npenapara Hukonumyc y manuentoB < 18 et ¢ HapyuieHUSIMH (PYHKIIMU TIEYECHU
HE PEKOMEH0BAHO.

Tepanesmuueckuti MOHUMOPUHE KOHYeHmpayuu 26eporumyca y nayuenmos c¢ CII'A,
accoyuupogannvimu ¢ TC

VY nanuenrtoB ¢ COI'A, accoumupoBanubsiMu ¢ TC, cnenyet KOHTpoaupoBath Cmin 3BEpOIMMYcCa B
KPOBH C TIOMOIIbIO  BaTUAMPOBAHHBIX  OMOAHAIUTUYECKUX  METOAOB  JKUIKOCTHOMH

xpomMarorpaduu/macc-crieKTpoMeTpr. PEKOMEHI0BaHO IO BO3MOXHOCTH HCTIOJIb30BaTh OJIUH U
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IBEPOJIUMYCa B KPOBH Ha MPOTSHKEHUU BCETO MEPHO/IA JICUCHUS.

TepaneBTr4YecKrii MOHUTOPUHT KOHIICHTPALMHU 3BEPOIMMYCa CIEAYET IPOBOJUTH B CPOKH Yepe3
1-2 nepenu nocse Hayana TEpanuu, MOcie JI000ro U3MEHEHHS J103bl UM CMEHBI JIEKAPCTBEHHOM
dbopmBI IpenapaTa win 100aBiIeHUs K Tepanuu HHruoutopoB nzopepmenta CYP3A4 wmm P-T'TI,
WIN TIpU TIOSIBJICHUM TMPU3HAKOB HapylleHus (yHKUMU nedeHd. KoHneHTpamuioo sBepoaumyca
CJIEZyeT OLICHUTh MPUOIM3UTEIHHO uepe3 2 HeAENH rocie T00aBIeHUsI K Teparnuu HHIYKTOPOB
nzodepmentra CYP3A4 wm P-T'TIL.

o3y HeoOxomumo moadupars A0 gocTikeHus 3HadeHHs Cmin (5-15 Hr/mi) ¢ yderom
NEPEHOCUMOCTH TEpanuu NanueHTOM. /{03y MOXKHO yBEeNMYMBaTH AJsl JTIOCTHMIKEHHUs Oolee
BBICOKOW KOHIIEHTpAIMH Iperapara B KPOBH (B JHara3oHe TEPAaNeBTHUECKON) U ONTHMAILHOTO
TEpaneBTUYECKOro 3P QeKTa c y4eToM NepeHOCUMOCTH Mpernapara.

ITo0ouHOE neicTBHE

Pacnpocmpanennviii uw/unu memacmamuyeckuti NOYeYHO-KIEMOYHbll paK, mMemacmamudecKkue
HEUPOIHOOKPUHHBIE ONYXONU JHCENYOOUHO-KUUEUHO020 MPAKMA, Je2Ko20 U NOO0HCeNyO0UHOU
Jrcenesnl, 20pMOHO3ABUCUMDLY PACNPOCMPAHEHHbI PAK MOJIOYHOU Jicele3bl

[Ipu npumenenun npenapara Haubosiee yacteiMu HJIP (wacrora > 1/10) sBasucek (o mepe
yOBbIBaHMSI YaCTOTHI BCTPEYAEMOCTH): CTOMATHT, KOXKHAsi ChIIb, MOBBIIICHHAS YTOMJISIEMOCTb,
nuapesi, MHQEKIMH, TOITHOTA, CHIDKEHHE AalleTHTa, aHeMUs, U3MEHEHHE BOCIPHUSTHS BKyca,
MTHEBMOHHUT, MepudepuuecKue OTEKH, TUIEPTIUKEMUs, aCTCHHs, KOXKHBIM 3y], yMEHbIICHHE
Macchl Tela, TUIEPX0JIeCTePUHEMHEs], HOCOBOE KPOBOTEUEHHUE, Kalllellb, TOJIOBHAS 00Jb.
Hau6onee wacteimu HJIP 3-4 crenenu Tspkectu (wacrorta > 1/100 — < 1/10) Obuin: cTOMaTHr,
AHEMMUS, THIIEPTIIUKEMUS, TOBBIIIIEHHAS YTOMIISIEMOCTh, MH(EKIIUH, THEBMOHUT, THAPEsl, ACTCHUS,
TPOMOOLIUTOTICHHS, HEUTPONEHUs, OJbIlIKa, JIUM(ONEHUs, MPOTEUHYpPHUS, KPOBOTECUCHHE,
runodocdaremMusi, KOXKHas ChbIllb, apTepUAlbHAs THUIEPTEH3UsS, TOBBIINIEHUE AaKTUBHOCTH
acnaptatamuHoTpancdepassl  (ACT), mOBBINIEHHE AaKTUBHOCTH allaHUHAMHHOTpaHchepasbl
(AJIT), nHEBMOHMS U caXapHBIA JuaberT.

CybaneHoumanvhvie 2ucaHMOKIEMOUHble ACMPOYUMOMBL, ACCOYUUPOBAHHBIE C MYOEPO3HBLIM
CKIepo30M, Yy NAYUeHmo8 6 eospacme cmapuie 3-X Jem Hnpu HeB03MONCHOCMU BbINOJHEHUs
XUpypeudeckou pe3ekyuu onyxoau, aHeUOMUOIUNOMA NOYKU, ACCOYUUPOBAHHAS C MYOEepPO3HbIM
CKepO30M, He mpebyowas HeMeONleHHO20 XUPYPeUiecKko20 6MeuamensCcmad

[Tpu npumenenun npemnapara Hauodosee yacteiMu HJIP (wacrora > 1/10; HJIP nepeuncienst no
Mepe YOBIBaHUSI YacTOTHI BCTPEYAEMOCTH) SIBISUINCH: CTOMATHUT, JHMXOpalka, Ha3o(hapHHTHT,
nuapest, THPEKIIMU BEpXHUX JbIXaTeIbHBIX MMyTeH, pBOTA, Kalllellb, KOXKHAsI ChIMb, TOJIOBHAs 00JIb,

aMCHOpPECdA, YyrpeBasa Cblllb, ITHCBMOHMUA, I/IH(I)GKI_II/II/I MOYCBBIBOAAIINX HYTCﬁ, CUHYCHUT,
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YTOMJISIEMOCTD, TUIIEPXOJICCTEPHHEMHUS U apTePUAIbHAS THIICPTEH3NUS.
Haubonee ywacteimu HJIP 3—4 crenenu Tspkectn (dactota > 1/100) sBIsiaMCh: THEBMOHUS,
CTOMATUT, AaMEHOpEes, HEUTPONEHHS, JUXOpaaKa, HEPeryJIspHBIH MEHCTPYalbHBIA IHKII,
runodocdaremus, 1uapesi 1 BOCHalleHHue TOIK0KHON )KUPOBOU KIIETUYATKH.

Pacnpocmpanenuwiii u/unu memacmamuueckuti no4e4HoO-KIemounslll pax, MemacmamuyecKue
HetPOIHOOKPUHHBIE ONYXONU  HCENYOOUHO-KUUEUHO20 MPAKMA, 1e2K020 U NOOHCEeNYOOYHOU
Jrcenesnl, 20pMOHO3ABUCUMDLY PACNPOCMPAHEHHbIN PAK MOJIOYHOU Jicele3bl

Hwxe npeacrasnenst HJIP, Bo3HuKaBm#e npu npuMeHeHUH 3Bepoiumyca (B 103e¢ 10 Mr B J1eHb)
C YKa3aHHWEM YacTOThl MX BO3HHUKHOBEHUs: oueHb yacto (> 1/10), wacto (> 1/100, Ho < 1/10),
Hewacto (> 1/1000, Ho < 1/100), peaxo (> 1/10000, HO < 1/1000), ouens peaxo (< 1/10000),
4acTOTa HEU3BECTHA (MCXOJS M3 UMEIONIMXCS NAHHBIX, YaCTOTY BO3SHHUKHOBCHHS ONPEICIIUTH
HeBO3MOkHO). HJIP crpynmupoBaHbl B COOTBETCTBHM C KiaccU(HKAIME OpPraHOB U CHCTEM

opranoB MedDRA, B mipeziesiax Kax 10 rpyIIbl IEPEYUCIICHBI B MOPAAKE YMEHBIICHUS YaCTOThI

BCTPEYACMOCTH.
CucreMHO-OpraHHbIi Yacrora HexenaTenbHble peakunu
KJ1acc BCTPE4YaeMOCTH

Nudexnuu u nHBa3uu OueHb 4acTo Nudexnun (BKIOYas YacTo: ITHEBMOHHIO,
MH(EKIMM MOYEBBIBOIAIIMX IyTEeH; HEUYaCTO:
OpOHXMT, OMNOSCHIBAIOUIUN JIMINIAW, CEICHC,
aocrecc, eIMHUYHBIC ciyyau
ONMOPTYHUCTHYECKUX HMHQEKIUN (Harmpumep,
acreprujuies, KaHau03, BUpyCHbIN renatut B);
PEIIKO: MHOKAPIUT BUPYCHON 3THOJIOTHH)

Hapymienust co ctoponsl | OueHb 4acTo Anemus

KpoBH U tuMdatuyeckoit | Yacto TpomOoruTONIEHUS, HEUTPOTIEHUS, JICUKOTICHUS,

CHUCTEMBI TuMQoOTeHUs

Heuacto [Tanmuronenus
Penko WctruHHas spuTpouMTapHas amia3usi KOCTHOTO

Mo3ra

Hapymenus co croponsl | Heuacro Peakiuu runepuyBCTBUTETLHOCTH

MMMYHHOM CHUCTEMBI

Hapymenus OueHsb 4acTo CHmxenue aImeTnTa, TUTIEPTIUKEMUS,

MeTaboM3Ma 1 MATaHUS TUTIEPXOJIECTEPUHEMHUS
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caxapHbIi nuader, TUNIEPJIATINAIEMUS,
TUTIIOKATUEMUSI, JIeTUApaTaIus,
TUIIOKAJIBIIAEMUS

IIcuxuueckue Yacto becconnuma

HapyIIeHUs

Hapymenus co ctopoHsl

HEPBHOU CUCTEMBI

OueHp 4acTo

M3meHeHne BOCTIpUATHS BKyCa, TOJIOBHAS 0OJIb

Hapymienust co cTopoHsl

oprasa 3peHust

Heuacro IToTepst BKyCOBOM 4yBCTBUTEIBHOCTH
Yacro Orexk Bek
Heuacro KoHBIOHKTHBUT

Hapymenus co ctopoHsl

cepama

Heuacto

XpoHHuecKas cepeyHast HEJOCTaTOUHOCTb

Hapymienust co cTopoHsl

COCYJIOB

Yacto

ApTepHaJlea;I TUINCPTCH3HA, KPOBOTCUCHUA

Pa3NIUYHON JTOKATU3AINH, JTUM(PATHIECKUN OTEK

Heuacto

«I[IpunuBs», TPOMOO3 TTTyOOKHX BEH

Hapymienust co cTopoHbI
JIbIXaTEJIbHON CHUCTEMBI,
OpPraHoOB I'PYIHOM KJIETKH

H CPpCAOCTCHUA

OueHp 4acTo

ITaeBMonHUT (BKJ'IIO‘laH qaCTO. IIHCBMOHHMHT,

MHTEPCTULUATIBHYIO 00J1e3Hb JIETKUX,

MHQUIBTPALUIO JIETKUX; PEIKO: aJbBEOJSIPHOE
JIETOYHOE

KpOBOTCUCHUC, JICTOYHYIO

TOKCHUYHOCTB, aJ'ILBeOJ'II/IT), HOCOBOC

KPOBOTCYCHUC, KAllICIIb

Yacro Opplimka
Heuacro KpoBoxapkaHbe, 1erounas sM00us
Penko OcTpblil peciupaToOpHbII TUCTPECC-CUHAPOM

Kenmy104HO-KHIIIEYHbIE

HapyLIEHUS

OueHb 9acTo

Cromarut (BKJIIOYAss OYEHb YacTO: CTOMATHT;

4acTo: a(bTOSHLIﬁ CTOMATUuT, HMIBA3BIICHUC

CIU3UCTON OOOJIOYKH SI3bIKA M IIOJIOCTH pTa;
HEYacCTO: TJIOCCHT,

TJI0CCANTHIO),  Juapes,

TOIIHOTA

Yacto

PBoTa, cyxocTh ciM3UCTONH OOOJIOYKU MOJIOCTH
pTa, 60Jb B POTOBOM MOJIOCTH, OOJIb B KUBOTE,

JUcHencusi, Tucdarus

Hapymenust co cTopoHbl

KOXH n ITOAKOKHBIX

OueHb 4acTo

KosxHast chitb, KOXKHBIN 3y

Yacto

CYXOCTL KOKH, MOPaXCHNUC HOI'TCBLIX IJIACTHUH,
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TKaHeit rpeBast | 'Chlite, “pHTEMA [Ny KOXKH,

MOBBIIIEHHAs JIOMKOCTb HOITEBBIX IIACTHH,
CHHIPOM JIAJOHHO-IIOIOIIBEHHOMN

SPUTPOAUICCTE3NHU, aJIOIICIUA

Heuacro AHTMOHEBPOTUUYECKUHN OTEK

Hapywenus co croponst | Hacto ApTtpanrus
MBIIIEYHOM, CKEJIETHOM 1

COCHHHHTCHBHOﬁ TKaHHU

Hapymenus co cropons! | Hacto IIporennypusi, noyeyHass HEJOCTATOYHOCTh
IIOYEK u|Hevacro VYyameHHoe MOYEUCIlyCKaHUE B JTHEBHOE BpEMs
MOUYEBBIBOIAIIUX ITyTEU CYTOK, OCTpasi I0YEYHasi HE0CTaTOYHOCTh
Hapymenus co cropons! | Hacto HeperynspHeiii MEHCTPyaTbHBINA UK
PEeNpOLyKTUBHOU Heuacro AmeHopest

CUCTEMBbI U MOJIOYHBIX

Kenes
O6mme Hapymenuss u|OyeHb 4acTo [ToBbiIeHHAs YTOMJISIEMOCTb, aCTEHHS,
peakuuu B MecTe nepudepudeckue OTeKu
BBEJICHUS Yacro [loBbIIeHNE TeMmepaTypbl Tela, BOCIHAJIECHUE
CIIM3UCTBIX 000JI0YEK
Heuacto Hekapauorennas Oonb B Tpyad, MeEUIEHHOE
3aKUBJICHHE paH
JlaboparopHble 1 | OueHb 4acTo CHMXEeHHe MacChl Tena
WHCTPYMEHTAIbHBIC
ToKa3aTenn’

*y manueHToK B Bo3pacte oT 10 1o 55 jer, momy4aBIIuX TEpanuio MpernapaToM BO BpeMsi KIIMHUYECKUX
UCCIIEIOBAHNN

*O1konenns 1a6opaTOPHBIX U MHCTPYMEHTANBHBIX IIOKa3aTeslel, OTMedaBIIMECs ¢ 4acToToi > 1/10
(rpamanus «odeHb yacto», HJIP nepeuncieHsl mo Mepe CHIKEHHS YaCTOThI BCTPEYaeMOCTH):
eemamonozuyeckue — CHIDKCHHE KOHIEHTpAallMM TeMOrIoOWHa, JIMMQONEHHs, JICHKONEeHNS,
TPOMOOLIMTOIIEHHS, HEUTPOTIEHUs! (MJIM UX COUETAHUE — MAHIIUTOTICHHS);

Ouoxumuyeckue — OBBILICHNE KOHLIEHTPALMU TIIIOKO3bl KPOBH HATOIIAK, XOJIECTEPHHA, TPUTIHLIEPHIOB,
nosbimieane  aktTuBHOCTH  ACT, rtunodocdaremus, mnosbimenue aktuBHocTd AJIT, mnoBbleHne
KOHILIEHTpALMK KpeaTHHHUHA, TUIIOKAJIMEMUs], CHIPKEHHE KOHLEHTPaLKH ajJb0yMuHa.

BonbmuHCTBO OTKIOHEHNH 1a00paTOPHBIX MOKa3aTenel ObLUTH JIETKOM U CpeTHEeH CTETIeHH TSHKECTH.

Tsokensie (3—4 cTeneHn) OTKIOHEHUS BKITFOYAIIH:
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eemamoniocuyeckie — OYCHb 4acTO — JIMM(OTICHHUH, CHIDKEHHE i&ﬁ%’ﬁﬁgwﬁfagﬂlé&*ﬁ%&o —

HEUTPOIICHUIO, TPOMOOITUTOIICHHIO, JICHKOIICHUIO;

Ouoxumuueckue — OYCHb YacTO — IIOBBINICHHE KOHIIEHTPAIMH TJIFOKO3bl KPOBM HATOINAK;, YacTO —
runopocdaTeMuro, TUMOKaaueMuto, moBeimieHne akTUBHOCTH ACT, AJIT, a Takke IOBBIIICHHE
KOHIIGHTPAIIMU KPEaTHHHHA, OOILEero XOJECTepHHA, TPUIJTMIEPHUIOB B CHIBOPOTKE KPOBH, CHIKCHHUE
KOHIIEHTpAINH aTb0yMIHA.

CybsnenoumanbHble 2ueanmMOKIeMOUHble ACMPOYUIMOMDL, ACCOYUUPOBAHHbBIE C MYDEPO3IHbIM
CKIepO30M, ) NAYUEHMO8 8 803pacme 3-X Jem Npu HeB03MOACHOCIU BbINOIHEHUS XUPYPULECKOU
pe3eKyuu onyxoau, aHeUOMUOIUNOMA NOYKYU, ACCOYUUPOBAHHAA C MYDOEPO3HbIM CKIEPO30M, He
mpebyouas HemeoIeHHO20 XUPYPSULECKO20 BMeUUAmenbCmed

Hwxe npencrasnensr HJIP, Bo3HUKaBIIME IPU IPUMEHEHHUH 3BEPOJIMMYCA C YKA3aHUEM YaCTOTHI
WX BO3HUKHOBEHHMS: o4eHb 4acto (> 1/10), wacro (> 1/100, o < 1/10), mHeuacto (> 1/1000,H0 <
1/100), penko (= 1/10000, Ho < 1/1000), ouyens peako (< 1/10000), B TOM 4ucie OTACIbHBIC
coobmenusi. HJIP crpynmupoBanbl B COOTBETCTBHHM C KiIacCH(UKAIIMEH OpPraHoB M CHUCTEM

opranoB MedDRA, B nipeaenax Kax10# rpymIibl IEPEYHCICHBI B TIOPSIKE YMEHBIICHUS YaCTOTHI

BCTPEYAEMOCTH.
CucreMHO-OpraHHbIi Yacrora HeskenarenbHble peakunu
KJ1acC BCTPEYAEMOCTH
WNudexnun v naBasun | O4eHb yacTo Hazodapuarut, nHQEKIHH BEPXHUX IBIXaTEIbHBIX
nyTed, NMHEBMOHHUSA, MH(EKIMH MOYEBBIBOISALIMX
nyTeil, CHHYCUT, (papuUHTHUT
Yacto Cpennuit OTHT, BOCHaJICHUE MHOJIKOKHOU
KJIETYaTKH, CTPENTOKOKKOBBIN (bapuHrurT,
TraCTPOIHTEPUT BUPYCHON ITUOJIIOTUH, THHTUBUT
Heuacro OnosichIBaIOIIMNA ~ JIUIIAN,  CETNCUC, OpOHXHT
BUPYCHOU 3THOJIOTUHU
Hapymenus co cropons! | Hacto AHnewmus, HEUTPOIICHMUA, JICUKOIIECHHUS,
KPOBHU M JIMM(paTHdecKoit TPOMOOIIMTONEHUS, TUM(PONEHUS
CHUCTEMBI
Hapymenus co croponsl | Hacto Peakunu runep4yBCTBUTEIBHOCTH
UMMYHHOH CUCTEMBI
Hapymenus OueHnb yacto VYXyJleHue anmeTuTa, TUIepXoJIeCTEpUHEMUS
MeTabonu3ma 1 nutanus | Hacro ['uneprpurnuuepuemus, TUNEePIUIHIEMUS,
runogocharemMus, THIEPTINKEMUS
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Ilcuxuueckue

HapyILIEHUs

Yacto

Bogconmmu, i pElCABAROC b a3 ApasH TebHOCTE

Hapymienust co cTopoHsl

HEPBHOM CUCTEMBI

OueHp yacTo

T"onoBHas 0o

Yacto

HUsmenenue BOCIIPpHATHA BKYyCa

Hapymenus co ctopoHsl

COCYI0B

OueHp 4acTo

ApTtepuanbHasi THIEPTEH3US

Yacto

JInmdpenema

Hapymienust co cTopoHbI
JIbIXaTEJIbHON CUCTEMBI,
OpPraHoB I'PYIHOM KJIETKH

H CPEAOCTCHUA

OueHp yacTo

Kamens

Yacrto

HocoBoe kpoBoTeueHrEe, MTHEBMOHUT

Keny104HO-KHUILIEYHbIE

HapyILIEHUs

OueHp 4acTo

Cromarut (BKJIIOYAash OYEHb 4YaCTO: CTOMATHT,
W3BS3BIICHUE CIIM3UCTONH OOOJOYKH TOJIOCTH PTa,
apTo3HAs s3Ba; YACTO: H3BI3BICHHUC CIIM3UCTON
0005104kH Ty0 ¥ s3bIKa; HEYAcCTO: 0ONb B JIECHAX,

TJIOCCHT), AUapesi, pBOTa

Yacrto

3anop, TOIHOTA, 00JIb B )KUBOTE, METCOPU3M, 00JIb

B pOTOBOfI IIOJIOCTH, IaCTPUT

Hapymienust co cTopoHsl

OueHp 4acTo

Koxxnas ceirp (BKJ’IIO‘laH O4YCHb 4acCTO: ChbIIlb, HaCTO:

KOXH U  HOJKOXKHBIX SpUTEMaTo3Has  Chblllb,  JPUTEMA;  HEYACTO:
TKaHen TE€HEPAJIN30BaHHAsl  ChIllb, MAKYJIO-TIAITYJUIE3HAS
CBIIb, MAKyJI€3Has CHIIIb), AKHE

Yacro CyxocTh KOXH, aKHE(OPMHBIN AepMaTUT

Heuacto AHTMOHEBPOTHYECKHUI OTEK
Hapymenus co cropons! | Hacto [Iporennypus
MIOYEK u
MOUEBBIBOJIAIIUX MTyTeH
Hapymenus co ctoponsl | O4eHb 4acTo AMeHopes™,  HeperyJsipHbIii ~ MEHCTpPYaJbHBIN
pPENpPOAYKTUBHON LUK
CUCTEMBI M MOJIOYHBIX | HacTo MeHopparusi, KHCTa SMYHHMKA, BJIAraJMIIHOE
Keles KpOBOTEUYECHHE

Hewacrto OncomeHopes™

OO0ue HapymeHus W
peakimui B MecTe

BBEJICHHUS

OueHp 4acTo

anopam(a, MOBBIIICHHAA YTOMIISICMOCTD
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JlaboparopHsble u|Yacto HopblmeHH'éFiI%E;Hbtﬁ'ﬁ'TEg%'eﬁlﬁéﬁ%%m
WHCTPYMEHTAJIbHBIE (JIAI'), moBeienue aktuBHocTu JII' B KpoBH
nokaszaTenu” Heuacto [ToBeimenue aktuBHoctd OCI' B KpoBH

*y manueHTok B Bo3pacte oT 10 1o 55 neT, mosrydaBIInX TEpanuio MPernapaToM BO BpeMs KIMHUYECKUX
UCCIICIOBAHAN

*Orknonenus 1a6opaTOPHBIX U MHCTPYMEHTAIBHBIX MOKA3aTelIei, OTMeYaBInMecs ¢ yacToToi > 1/10 (1o
Mepe yObIBaHHS YaCTOTHI BCTPEYaeMOCTH )

T'emamonocuueckue: yBenuieHUe YaCTUYHOTO TPOMOOIIIACTUHOBOIO BPEMEHH, CHHXEHUE a0COIIOTHOTO
KOJINYECTBA HEUTPO(PUIOB, CHIDKEHHE KOHLEHTPALUM I'eMOIVIOOMHA, JIEHMKONEeHUs, TPOMOOLUTONCHNUS,
UMD OTICHUS.

buoxumuueckue: TUNEPXOJIECTEPUHEMUS], TUNEPTpUIrIMLEepuaeMus, mnosbimeHne aktuBHocTn ACT,
noBbItieHne akTuBHOCTH AJIT, rumodocdaremus, MOBBIIIIEHHE aKTUBHOCTH IiestouHon Gocdarazsl (LLID),
TIOBBINIICHHE KOHLEHTPAIIMH TJIFOKO3bI B TNIa3Me KPOBH HATOIIAK.

BonbIMHCTBO U3 BhINIEYKAa3aHHBIX OTKIOHEHMI ObUTH JieTKOo# (1-i1) mnu cpenneit (2-if) cTeneHu TSHKECTH.
Tsoxensie (3-4 cTenieHn) OTKIOHEHUS BKITIOYAJIH:

- TEMaTOJIOTMYECKHE: YacTO — CHIDKEHHE a0CONIOTHOIO KOJNMYECTBA HEUTPO(UIIOB, YBEIUYECHUE
YaCTUYHOTO TPOMOOIJIACTHHOBOTO BPEMEHH, CHW)KEHHE KOHIEHTPALUH TeMOrJO0MHA; HEJacTo —
nuMdonenus, TpoMOOLIUTONICHHUS, IEHKOTICHNS;

- OMoxuMuYeckue: 4acto — runodocdaremMus, THNEPTPUTITUIIEPHIEMHUS, TTOBbIeHHe akTUBHOCTH LD,
noBbimieHre akTuBHOCTH AJIT u ACT, rumepxoiecTeprHeMHs; HEYACTO — TOBBIIICHUE KOHIEHTPALUU
TJIFOKO3bI KPOBU HATOILIAK.

[TocTperncTpallnOHHBINA ONBIT OPUMEHEHUS

Wudopmanus 0 CIeAyIONMX HEKENAaTENbHBIX pPEaKIUsX Ha IBEpONIMMYyC ObLIa IOJydeHa B
pe3yJbTaTe MOCTPErUCTPALIMOHHOIO OMbITa IPUMEHEHHUS 3BEPOTIMMYCa C MOMOILBIO COOOIIEHUH 0
CIOHTAHHBIX CIy4asX M JMTEPaTypHBIX JaHHBIX. [IOCKOJIBKY JaHHBIE 00 STHUX peakIHsIX
coOMparoTCcsl TOOPOBOJIIBHO OT TOMYJIALUM HEONPEIEIEHHOTO pa3Mepa, HEBO3MOXKHO HAIEKHO
OILIEHUTH YaCTOTY BOSHUKHOBEHHS, TIO9TOMY OHA KIACCU(PHUIIPYETCS KaK «HEU3BECTHOY.
Tpasmbl, uHmoKCcUKayUY U OCIOHCHEHUS MAHUNYIAYULL

MecTtHas BocnanuTenabHas peakiys B paHee 0OJydyeHHOH oOnacTu (Koka, JIETKHE WIM JIpyTrue
paHee 00JyueHHBbIE OpPraHbl).

Onucangne otaenpHbix HJIP 1o [aHHBIM KIMHUYECKHUX MCCIEIOBAHUU W NPpU INPUMEHEHUU

3BEPOJIHNMYCa B KIMHAYECCKOMN OPAKTHUKE B INOCTPETUCTPAITMOHHOM TIEPUOC

OTMeUanuch cilydan OGOCTpCHI/I}I BUPYCHOI'O IcraTruTa B, BKJIIO4Yas cCiiydan C JICTAJIbHbIM
HCXOO0M. O6OCTpCHI/IC I/IH(I)GKI_II/If/'I ABIIACTCS OXKHNAACMBbIM SABJICHHUCM B Nnepruoabl

MMMYHOCYTIPECCHHU.
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OTMeuanuch Ciydyaud TMOYEYHON HEA0CTaTOYHOCTH (B o :qlﬁge— o Sterate bt Tprtxo (;:1(31) u

r-.-1'-_-.--' OTYETY

npoTeUHypuH. PekoMeHIyeTcst KOHTPOJIMPOBATh (PYHKIHIO ITOYEK.

OTMeuanuch ciiydan aMeHOper (BKIII0Yasi BTOPUYHYIO aMEHOPEIO).

OTMeyanuch CiTydan pa3BUTHS ITHEBMOIIMCTHOM ITHEBMOHKH (BbI3BaHHOK Pneumocystis jirovecii),
HEKOTOPBIE C JIETAIBHBIM HCXO/IOM.

Otrmedanuch ciayyad pa3BUTHS aHTMOHEBPOTHMYECKOIO OTEKa KaK IpU OJHOBPEMEHHOM
NPUMEHEHUH C MHTHOMTOpaMHU aHTHOTEH3MH-TpeBpamaromero ¢gepmenta (AIID), tak u npu
M30JIMPOBAaHHOM MPUMEHEHUHU IBEPOIHMYCA.

B nocrtpeructpaninoHHOM HCCIEAOBAHUN Y MAIIMEHTOK B MOCTMEHOIMAY3€ C MOJI0XKHUTEIbHBIM 10
ropmoHanpHbIM penentopam u HER2-orpunarensHbM pacnipoCTpaHEHHBIM PAaKOM MOJIOYHOMN
JKene3bl ¢ MOMEHTa Hayalla TEeparnuu 3BepoauMycoM B o3¢ 10 Mr/cyTku B KOMOMHAIMU C
9KCEMECTaHOM (25 MI/CyTKH) C IIeJIbI0 YMEHBIICHHS YaCTOThl BOSHUKHOBEHHSI U CTEIICHH TSKECTU
CTOMAaTUTa MECTHO MPHUMEHsUIM OeccrupToBOil pacTBop nekcamerazoHa 0,5 mr/5 mum (10 ma
pacTBoOpa, OJIOCKAHUE MTOJIOCTH PTA B T€UEHHUE 2 MUHYT 4 pa3a B CyTKU Ha IPOTSKEHUU 8 HE/IEIIb)
C MOCJIENyIOUIMM MPUEMOM IUIIM HE paHee yeM depe3 | yac mocne mnosiockaHus. Yacrora
BO3HHUKHOBEHHUSI CTOMATUTa > 2 CTENEHH TSHKECTH cocTaBmia 2,4%, 4TO HUXKE OTHOCUTEIBHO
paHee 3aperucTpUpoOBaHHOM 4acTOThl (27,4%) B KIMHUYECKUX HCCIEIOBAHHUSIX Yy MAI[MECHTOB
JaHHOM KaTteropuu. YacToTa BOSHMKHOBEHHUS cToMatuTa 1 crenenu cocrasmia 18,8%, mpu aTom
HE 3apETUCTPUPOBAHO CITy4aeB croMatuta 3 win 4 creneHu. CBOIHBIN MPodib 6€30MTaCHOCTH B
JAHHOM HCCJIeIOBAaHUH ObUT CPAaBHUM C OINPEAEICHHBIM paHee Y MalMeHTOB ¢ OHKOJIOTHYECKUMU
3aboneBanusaMu 1 TC, 3a UCKITIOUEHHEM SIBICHUH KaHIU103HOTO OPaYKEHHsI CIIM3UCTON MOJIOCTH
pTa, KOTOphIe OTMEYAIHCh Y 2,2% MalMeHToB B JAHHOM HCCIe0BaHUU 10 cpaBHeHuto ¢ 0,2% B
paHee NMPOBEIEHHOM MCCIIE0BAHNN Y NMAallMEHTOB JaHHOW MOMYJISAINH.

[Ipoune ocoOble MONVIISLHNA

Tayuenmsi nosxcunozo 6o3pacma (= 65 nem)

HJIP, pa3zBuBaBiMecs npy NpUMEHEHUH IBEPOIMMYCa Y AI[UEHTOB B BO3pacTe 65 JIeT u crapiie,
yarie TpeboBanu npekpaiienus Tepanui. Hanbosee 4acto Takue siBICHUS BKIIOYAIH: THEBMOHUT
(B T.4. MHTEPCTULIUATBHYIO 00JIE3HB JIETKHX ), CTOMATHUT, TIOBHIIICHHYIO YTOMIISIEMOCTD U OJIBIIIKY .

eTH

VYV nanueHTOB MAHHON KaTEeropuM OCHOBHBIE XapakTep, TMn U 4actora HJIP, BbIABIEHHBIX B
KIIMHUYECKUX WCCIICIOBAHMIX, OBLIM CXOXXHMH, 3a HWCKIIOYCHHEM WH(EKIN, KOTOpbhIe
PETUCTPUPOBAIUCH C OoJiee BHICOKOW YacCTOTOM WM TSDKECThIO Yy TAIMEHTOB Miafmie 6 Jier.
Pe3ynprarhl KIMHUYECKUX HUCCIIENOBAaHUN HE BBISIBUINM HEraTUBHOI'O BIIMSHHUS DBEPOJIMMYCa Ha
POCT U pa3BUTHE B TyOepTaTHOM MEPUOJIE.

Ilepeno3upoBka
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banocd 1B EAORATEREHOGTE A b ara

Hukonmumyc HeoOxoauMo oOecreynTh HAOMIOJCHHE 3a NAaIlMeHTOM, a TaKXke Hayarb

COOTBETCTBYIOIIYIO CHMIITOMaTUYECKY0 Tepanuio. [Ipu oqHOKpaTHOM pueme npenapara BHyTpb

B 1103ax /10 70 MI €ro IepeHOCUMOCTD OblIIa y0BJICTBOPUTEIIHHOM.

B3aumopneiicTBHe ¢ APYTrUMH J1eKAPCTBEHHBIMH CPeACTBAMH

OBeponumyc sBisieTcs cyoctpatom nzodepmenta CYP3A4, a takke cyOCTpaToM U YMEPEHHO

aktuBHBIM  umHrHOUTOpoM P-I'TI  (P-T'TI-Hacoca), oOecnedMBarOIIEro BBIBOJ  MHOTHX

JICKApCTBCHHBIX COCI[I/IHGHI/Iﬁ U3 KJIIETOK, B CBA3HU C UEM BCIICCTBA, KOTOPELIC BSaHMOHefICTBYIOT C

nzodepmentom CYP3A4 u/unu P-I'TI, MOryT BIMATH Ha BCACHIBAHHE U MOCIEAYIOIIECE BEIBEICHNE

IBEPOJIUMYCA.

In vitro sBeposuMyc MposIBIISICT CBOMCTBAa KOHKYpeHTHOTO HHrHOuTopa nzodpepmenra CYP3A4 u

cMeranHoro uaruouropa uzopepmenta CYP2D6.

Jlexapcmeennvie cpeocmea (JIC), komopwvie mocym uzmeHsimo

Kposu:

KOHYeHmpayuro 36epoiumyca 6

JIC

N3menenne AUC n
MaKCHUMAJbHOM
KoHHEeHTPANUH (Cmax)

Pexomenpanuu mo
OJTHOBPEMEHHOMY IIPHMMEHEHH IO

Mownvie uneubumopor CYP3A4/P-I'TI

Kerokonazon AUC nosermanacs B 15,3 pa3 OnHOBpEMEHHOE TPUMEHEHHUE C

Cmax moBbIIIaznace B 4,1 pa3 npernapatoM  Hukonumyc — He
PEKOMEHI0BAHO.

Htpakonazon OnHOBpEeMEHHOE  NPUMEHEHUE

[To3akonazon HE U3y4YEeHO, OKUIAeTCs

Bopukonazon 3HAYUTEIHHOE MTOBBIIIICHUE

TeTuTpOMATIIE KOHIIEHTPAIIUU IBEPOIUMYCA.

Knapurpomunyz

Hedazongon

PutonaBup

ATazaHaBup

CakBuHaBuUp

Hapynasup

WNHauHaBup

Hendunasup

Hneubumopor CYP3A4/P-I'll ¢ ymepennot akmusHoCmvio

OpUTPOMUIIH AUC nossimanace B 4,4 pa3 Cnenyer co0JIr01aTh
Cmax TOBBIIIANACK B 2,0 pa3a OCTOPOKHOCThb, B ClIy4ae €ClH

HEBO3MOXKHO n30exaTh

NmaTuHu6 AUC nosimanace B 3,7 pa3 COBMECTHOTO IIPUMEHEHUS
Cmax TOBBIIIAJTIACH B 2,2 pa3a rpernapara Huxonumyc u

Bepanamun AUC nossimanacs B 3,5 pa3 YMCPEHHBIX MHTHONTOPOB
Cmax TOBBITIIANACh B 2,3 pas CYP3A4 umu P-I'TI (CM. pasaeia

[uxnocnopuH AUC noBermanace B 2,7 pa3 «O0nospemennas mepanus
Cmax ITOBBIIIATAch B 1,8 pas YMepeHHbIMU uHeUOUMoOpamu
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dnykonazon OnHoBpemenHoe | npumeHere | wsoephetiiiy -CYP3A4 " whu _P-
HE H3YyUYEHO, okumaercs | eruxonpomeuna (P-I'TI)»).
Juntnazem yBEJINYEHHE KOHIICHTpallUU
3BEpOIMMYCa.
Hponenapon OnHOBpEMEHHOE TPUMEHEHUE
HE U3YyY€HO, 0XKHU1aeTCs
MOBBILLICHUE KOHIIEHTPAIUH
3BEpOIMMYCa.
AmnpeHaBup OIHOBpEMEHHOE  MPUMEHEHHUE
docaMIIpeHaBUP HE U3YYEHO, 0’KHUJIAETCst
yBEJIUYCHHE KOHIEHTpaLUu
3BEpOIMMYCa.
['petindpyr, OnHoBpemeHHOE  mpuMeHeHHe | OJHOBPEMEHHOTO MPUMEHEHUS C
rperrndpyToBLIi COK, | HE M3YYEHO, oxujaercs | npernapatoM Hukomumyc cienyer
TUTOIbI KapamOOJIbl | yBEIHUEHHUE KOHIIEHTpaluu | u30eraTh.
(TporMueckoil  3Be€3.bl), | 3BEpOIUMYCA.
TOPBKUN  amlelbCUH H|
JIpyrue TIPOJTYKTHI,
BITUSIOLINE Ha
AKTUBHOCTh ITUTOXpOMA
P450 u P-T'TI.

Mownvre unoykmopur CYP3A4

Pudammnuiiun

AUC ymensbmianacs Ha 63%
Crmax yMeHbIaMach Ha 58%

OZHOBPEMEHHOTO MPUMEHEHHs C
npenaparoM Hukonumyc cienyer

n3berate. IIpu HeEoOXOaUMOCTH

KOHIOCHTpAIMK 3BEPOJINMYyCaA.

['mokoxoprukocteponasl | OZHOBpEMEHHOE — IPHMCHEHHE
(Hanpumep, He U3y4EHO, oxugaercs | OAHOBPEMEHHOIO  MPUMCHCHUS
JIeKCaMeTa30H, yMCHbIIICHHe  KOHIeHTpauuy | CICAYCT YBCIMHHUTD AO3Y
IPEHU30JIOH ) 3BEPOJIMMYCA. npenapata  Hukomamyc — (cm.
pazznen «Oonoepemennas
Kap6amazenun OnHOBpeMEHHOE  TPUMEHEHUE | mepantis YyMepeHHbIMU
denobapoOuTan HE U3y4YeHO, OKHUIAETCs | UHeubumopamu  usoghepmenma
@enuroun ymenbiienne  kouuenrpanmu | CYP3A4 unu P-I'TI»).
IBEpPOIMMYCa.
Odasupens OnHOBpeMEHHOE  MPUMEHEHHE
HeBupanun HE U3y4YeHO, OXHIaeTCs
YMEHBIIICHHE  KOHIEHTPALUH
IBEpPOIMMYCa.
3Bepoboit OpnoBpemenHoe mnpumeHeHue | ONHOBPEMEHHOE MPUMEHEHHE C
HPOIBIPSBICHHBIN HE U3y4EeHO, oxunaercs | mpemaparoM  Hukonmumyc — He
3HAYUTEIBLHOES YMEHBIICHHE | PEKOMEHIOBAHO.

Bnusanue seepoiumyca  Ha KOHYyeHmpayurw 6 njiasme ﬂC, NpuUMeHsaemMsblx 6 Kadecmee

conymemeyloweu mepanuu

VY 310poBBIX JOOPOBOJIBIIEB MPU OJHOBPEMEHHOM IIPUMEHEHUHU SBEPOJIUMYCa C aTOPBACTATUHOM

(cyoctpat m3odepmenta CYP3A4) wim nmpaBacTaTHHOM (HE SBIISETCS CyOCTpaToM m30(pepMeHTa

CYP3A4) xknuHMYECKH 3HAYUMOTO (PapMaKOKMHETHUYECKOTO B3aMMOJEHCTBHS HE OTMEYaJoCh.

30
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[Tpu nmonmynsuuoHHOM (apMaKOKUHETHUYECKOM anamn3d | HE- CEi. BhIABHAR0’ TatoRe DBrst s

cumBacraTuHa (cyocrpar uzodpepmenta CYP3A4) Ha KiMpeHC IBepoIuMyca.

In vitro sBeposMMyc KOHKYPEHTHO HHIHOHpOBas MeTtaboimu3M cyocrpara uzopepmenta CYP3A4
— HMKJIOCTIOPWHA M SBIISJICS CMEIIaHHBIM HHTHOMTOpOM cybctpaTta mzodepmenta CYP2D6 —
JeKcTpoMeTopdaHa B paBHOBECHOM cocTOosiHMM. CpenHss paBHOBeCHas! Cmax 9BEPOIMMYCaA MPU
npueme mpemnapara BHyTpsb B 103¢ 10 mr B genb wiu 70 mMr B Henento 6osee yem B 12—36 pa3 Huxe
3HaueHuii Ki aBeponumyca no mHruOupyomeMy aeicTuto in Vitro Ha usopepmentsl CYP3A4 u
CYP2D6. B cBsi3u ¢ BbIIIECKa3aHHBIM BIMSHUE 3BEPOIMMYca iN ViVO Ha MeTaboJIn3M CyOCTpaToB
nzodepmentoB CYP3A4 u CYP2D6 manoBeposTHO.

OpnHOBpeMEHHOE MPHUMEHEHHE 3BEpPOIMMYyCca M MHJa30jiaMa MPUBOAUT K YBEIUYCHUIO Cmax
muazonama Ha 25 % u yBenuuenuto AUC o-inf) Mua30omama Ha 30 %, npu 3ToM MeTabonnyeckoe
orHomenne AUC (1-rugpokcumuaazonam/Muaa3oliaM) U Iepuo/ MOJTyBbIBEICHUS MUIa301ama
HE U3MEHSIIOTCA. DTO CBUJIETENIBCTBYET O TOM, YTO MOBBILIEHAS SKCIO3ULINS MUa301aMa SIBIISETCS
cieacTBreM 3(h(HEKTOB IBEPOIMMYCa B JKEITYTOYHO-KHILIEYHOM TPAKTe, MIPH IpHUeMe yKa3aHHBIX
npernapaToB B OAHO M TO e Bpems. TakuM oO0pa3oM, 3BEpPOJIMMYC MOXKET BIUSATh Ha
OMOAOCTYIIHOCTh OJJHOBPEMEHHO NMpUHMMaeMbIX BHYTpb JIC, KOTOpBIE SBISAIOTCS CyOcTpaTaMu
uzopepmenta CYP3A4. ManoBeposTHO, 4TO 3BEPOIMMYC U3MEHSET dkcno3unuio apyrux JIC,
KoTOpbIe ABisroTCs cyocTpatamu CYP3A4, BBOTUMBIX HE BHYTPb, 8 APYTUMH Iy TSIMH, HalTpUMED,
BHYTPHBEHHO, TTOJIKO’KHO U TPAHCICPMAIIBHO.

[Ipy OOHOBpEMEHHOM MNPUMEHEHUH C 3BepoiuMycoM oTMeueHo 10%-oe yBenuueHue
KOHIIGHTPAalluM B IUIa3M€ KpPOBM MPOTHUBOAIUJIECITUYECKUX JIEKAPCTBEHHBIX CPEACTB —
kapOpMasenuHa, kiobazama u ero Merabonurta, N-ge3Mermnkinobazama, mnepen MPUEMOM
ouepenHoi 03bl. JlaHHOE sIBJICHWE MOXKET OBITh KIMHWYECKH HE3HAUYMMBIM, OJHAKO, CIEIYeT
IOPUHATH BO BHUMAaHHE BO3MOKHOCTh KOPPEKIUH 103bl npoTuBosnuientuieckux JIC ¢ y3kum
TepaneBTHUECKUM HMHJEKCOM, HarpuMmep, kapbamasenuHa. [Ipy oHOBpEMEHHOM MpPHUMEHEHHUH
IBEPOJIMMYC HE BJIHMSJI HAa KOHIIGHTPALMIO B IUIa3Me KpOBH mporuBodmmientuueckux JIC,
sBysFoIMXcst cyoctpatamu uzopepmenta CYP3A4 (kionazenama, nuasenama, (enbamara u
30HUCAMU/Ia), Iepesl MPUEMOM OYepeTHOM UX 103bl. Takke He OTMEUEHO BIMSHUS 3BEPOIMMYCa
Ha KOHLEHTPAIMIO B IUIa3Me KPOBU Jpyrux nporuBosnwientuueckux JIC, B T.4. BagbIpoeBoi
KHCJIOTBI, TONHpamMara, okckapOazenuHa, (heHobapOuTana, GEHUTOMHA W TUPUMHUIOHA, TIEPE.
IIPUEMOM OUYEPETHON UX JI03BI.

OnHOBpeMEHHOE MPUMEHEHHUE 3BEPOIMMYCa U HKCEMeCTaHa MPUBOIUT K YBEIUYEHUIO Cmin U Coq
MOCJIEAHETO COOTBETCTBEHHO Ha 45 % u 71 %. TemM He MeHee, COOTBETCTBYIOLIUE YPOBHHU
ACTpannoiia B pABHOBECHOM COCTOSTHHUHM (4 HEIeNH) He OTIIMYAJINCh B JBYX IpyIIax Tepanud. Y

MaUCHTOK B IMOCTMCHOIIAy3€ € TOPMOHO3aBHCHMBIM PACIIPOCTPAHCHHBIM pPAaKOM MOJIOYHOM
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KOMOUWHAIHIO, HE HA0I0a0Ch YBEIHMUEHHS YaCTOTHI pa3BUTHUS MOOOYHBIX 3(h(PeKToB.

BnusHue maHHOTO yBENWYEHHUS KOHLEHTpAIlMM »JKCeMecTaHa Ha ero 3((eKTUBHOCTh H
0€30MacHOCTh MaJIOBEPOSITHO.

OpnHoBpeMEHHOE NPUMEHEHHE 3BEpPOJIMMYyca U OKTPEOTHJA IMPOJOHTUPOBAHHOTO JEHCTBUS
OPUBOAUT K YBEIHYCHUIO Cmin OKTPEOTHIA, OKa3bIBAIOIIEEe HE3HAUMUTEIFHOE BIUSHHE Ha
KIMHUYECKHH 2P PeKT IBepoIuMyca y MaUeHTOB ¢ METACTa3UPYIOUUMH HEHPOIHIOKPHHHBIMH
OITYXOJISIMHU.

Baxyunayus

HMMMyHOIenpeccanThl MOTYT OKa3bIBaTh BIMSHUE HAa OTBET MPH BaKIMHALWH; HA (pOHE JeUeHHS
npenapatoM HukonuMmyc BakmuHaNuss MOKET ObITh MeHee >¢dexTuBHON. Crenyer mszberarsb
MPUMEHEHUS KHUBBIX BAKIMH M TECHOIO KOHTAaKTa C JIHMIIAMH, BAaKIIMHUPOBAHHBIMHU >KHUBBIMU
BaKIIMHAMH.

Oco0ble ykazanus

Jleuenne upemnapatoM Hukomumyc clieayeT MPOBOAWUTH TOJNBKO TIOJ HAOIIOJCHHEM Bpadya,
MMEIOIIETO OMBIT pabOThI C MPOTHBOOIMYXOJIEBBIMU MpenapaTaMu Win jJeueHus naueHTos ¢ TC.
Cnenyer uszberaTb OJHOBPEMEHHOT'O NMPUMEHEHHS 3BEPOJIMMYCa C MOIIHBIMH HHTHOMTOpaMU
nzodpepmenta CYP3A4 w/wm P-I'Tl u ¢ MmomueiMu uHIykTOpaMu uzodepmenta CYP3A4 wim
unaykropamu P-T'TI (cMm. pasaen «Bzaumooeticmeue ¢ Opyeumu 1eKapCmeeHHbIMU CPEOCMBAMUY).
Kounmpayenyus

Bo Bpems Tepanuu npenapatoM Hukonumyc 1 MUHUMYM B TeueHHUE 8 He/lelb I0CIe €€ OKOHYAaHUs
CJIEZyeT MPUMEHSTh HaJIe)KHBIE METO/IbI KOHTPAICTIIIHH.

Heunghexyuonnwiii nneemonum

HeundexkunoHHbli THEBMOHUT SIBISETCS  KJIacc-CHENMU(PUYHBIM  MOOOYHBIM 3 deKToM
NPOM3BOJHBIX panmamuuuHa. llpu mnpuMeHeHMH »3BepoMMyca TakKe OTMEYalIMCh Clydau
pa3BUTHSI HEMH(PEKIMOHHOIO MHEBMOHMTA (BKJIOYasi MHTEPCTULIMAIBHYIO OOJE3Hb JIETKUX). B
pAne ciy4yaeB HaOIIOJATUCh TshKebie GopMbl 3a001eBaHus (PEIKO CO CMEPTEIBHBIM UCXOIOM).

JlnarHo3 HeMH(EKIMOHHOTO MHEBMOHHUTA CIEAyeT MpPEeaNojoKUTh HpPU Pa3BUTHH TaKUX
Hecneuu(pUIecKuX MPOsBICHUH CO CTOPOHBI OPraHOB JbIXaHMs, KaK T'MIIOKCHS, MJIEBPaIbHbIN
BBINIOT, Kalllelb WM OJBIIIKA, a TaKXKe IPU HCKIIOYEHHWH C MOMOIIBI0 COOTBETCTBYIOIIMX
JMArHOCTUYECKUX HCCIICOBAHNN WHQEKIIMOHHON, OITyXOJIEBOW W JPYTUX TPUYAH TaKUX
nposieinenuii. Ilpm npoenenun auddepeHnnanbHOM  TUATHOCTUKK — HEMH(EKIIMOHHOTO
ITHEBMOHUTA CJIEYeT UCKII0YaTh ONMMOPTYHUCTHYECKHE NH(EKIIUH, HAallpUMep, THEBMOIIMCTHYIO

ITHEBMOHHIO.
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MOSBIICHUH JIIOOBIX HOBBIX WJIM YCHJICHHHM MMEIOIIMXCS CUMIITOMOB CO CTOPOHBI JBIXaTEIbHOM
CHCTEMBI. Y MAaIMEHTOB, UMEIOMIUX TOJBKO PEHTTEHOJOTHUYECKUE MPU3HAKK HEUH(EKIIUOHHOTO
MHEBMOHHUTA (TP OTCYTCTBUU WM MpPH HAIMYUU MUHUMAIbHBIX KIMHUYECKH 3HAUYMMBIX
CUMIITOMOB), BO3MOXHO MPOJOJDKEHUE JiedeHusl rpenapatoM Hukonumyc 6e3 n3MEeHEeHUs J03bl
npenapata. B ciydae ecn CMMOTOMBI ITHEBMOHHTA BBIPAXKEHBI YMEPEHHO, HEOOXOIUMO
paccMOTpETh BOIPOC O BPEMEHHOW IPHUOCTAHOBKE TEpaluM A0 YJIydlleHHUs cocTossHus. [l
Ky[UPOBaHUS CHMIITOMOB BO3MOXXHO TPUMEHEHHE TJIIOKOKOPTUKOCTepoua0B. JleueHnue
npenapaToM MOXKET ObITh BO30OHOBIICHO B J103¢ Ha 50 % HMKE UCXOIHOM.

[Ipy pa3BUTHU BBIPAKEHHBIX CUMITOMOB (CTENeHb 3 WM 4) HEMH(PEKIHOHHOTO IMTHEBMOHHTA
Tepanuio mnpenapatoM Hukonumyc ciegyeT NpeKkpaTUTb O CHW)KEHUS CTENEHHM TSHKECTU
cuMOTOMOB 70 1 creneHu. B 3aBUCHMMOCTH OT KJIMHHUYECKUX YCJIOBHU TIOCIE H3JICYCHHS
MTHEBMOHHTA Tepamus MpernapaToM MOXKET ObITh BO30OHOBIIEHA B 03¢ Ha 50 % HUXKe UCXOAHON
(eMm. «Cnocob npumenenuss u 003vl»). Ilpy TOBTOPHOM Pa3BUTHUU CHUMIITOMOB J0 3 CTEIEHU
CIIElyeT pacCcMOTPETh BO3MOXHOCThH IpeKpalleHus Tepanuu npenapatoM Huxomumyc. Ilpu
pa3BUTUHU HEWH()EKIIMOHHOTO THEBMOHUTA 4 CTENICHH TEPAIUIO MPENapaToM ClIeyeT NPEKPATHTD.
Takxe moiydyeHo coOOIIeHNE O Pa3BUTHH THEBMOHHUTA NP IIPUEME 3BEPOJIMMYCa B CHUKEHHON
J03€.

Y  npanueHTtoB, NONyYalOUMX C LENbl0 JIEYEHHs] HEUH(EKIMOHHOTO IMHEBMOHHWTA
[IIIOKOKOPTUKOCTEPOUIHBIE Tpenaparbl, CIeAyeT pPacCMOTPETh BO3MOXHOCTh IPOBEICHUS
npoMIAKTUKN Pa3BUTHUS THEBMOIIMCTHOW THEBMOHHH.

Unghexyuu

[Tpenapat Hukonumyc o61agaeT *UMMYHOCYTIPECCUBHBIMH CBOMCTBAMH U MOXKET CIIOCOOCTBOBATh
Pa3sBUTHIO y MAI[MEHTOB OaKTepUalIbHBIX, IPUOKOBBIX, BUPYCHBIX WM MPOTO30MHBIX HH(EKINH, B
0COOEHHOCTH BBI3BIBAEMBIX YCIIOBHO IaTOT€HHBIMH MHUKPOOpPraHu3Mamu. Y MalMeHTOB,
NPUHUMABIIUX 3BEPOJIMMYC, OBUIM OMHMCAHBI MECTHBIE M CHCTEMHble WH(QEKLNHU, BKIIOYas
ITHEBMOHMIO, JIpyrue OakTepuasibHble MHPEKIUN, FPUOKOBbIe MH(EKINH, TAKUE KaK aclepruiiies
WIA KaHJ1/103, THEBMOILMCTHYIO ITHEBMOHHUIO M BUPYCHbIE MH(EKIMH, BKJIIOYas 000CTpeHue
BUpycHoro renatuta B. HekoTopsle u3 3Tux nHGeKuil ObUN TSHKEIBIMU (C pa3BUTHEM CEICHCca
[BKJIFOUAsl CEeNTHYECKUM WIOK], JbIXaTeNbHOM WM MEUYEHOYHOM HENO0CTaTOYHOCTH) U HHOI/A
MPUBOJIMIIN K JIETAILHOMY MCXOMY Yy JleTell U B3pocibiX. [lamuenrta cienyeT nponHpopMupoBaTh
O TIOBBILIEHHOM PHUCKE DPa3BUTHSA HMHQEKUIUI Npu NpuMeHeHuu mpenapara Hukomumyc, ObITH
BHUMATEIBHBIMH K CUMIITOMAaM U MpH3HaKaM MH(EKIUA U NpU WX HOSBICHUU CBOEBPEMEHHO
oOpaiatecsi K Bpady. Y MalMEeHTOB ¢ MH(EKIMOHHBIMH 3a00JI€eBaHUSIMU IMepes MPUMEHEHUEM

npenapata Hukonumyc cnenyer nposectu Hauiexaiiee jedeHue. [Ipu noareepxaeHun AMar1osa
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paccMOTpPETh BOIIPOC O BPEMEHHOM IIPUOCTAHOBIECHUH WJIH MIOJHOM OTMEHE TEPAIIUU IIPENAPATOM.
B ciywae pasBuTHS MHBAa3MBHON CHUCTEMHOH TIpUOKOBOM HMH(MEKIMH TEparuio IpernapaToM
Hukonumyc crieyer OTMEHUTH U IPOBECTH COOTBETCTBYIOIIYIO IPOTUBOIPUOKOBYIO TE€PAIHIO.
Y  nmanueHToB, MONYyYarOUUMX TEpalui0 3BEPOJIUMYCOM, ONHCAaHbl Cllydyaud pa3BUTHUSA
ITHEBMOIICTHON ITHEBMOHUH, HEKOTOPBIE C JIETaJbHBIM HMCXOA0M. Pa3BuTue NMHEBMOLUCTHOU
THEBMOHUH MOXET OBITh CBS3aHO C OJHOBPEMEHHBIM MPUMEHEHHEM TIIIOKOKOPTUKOCTEPOUI0B
WIM JPYyTUX HWMMYHOJECNPECCUBHBIX IIpenaparoB. B ciaydae OJHOBPEMEHHOrO JIEUEHUS
MIFOKOKOPTUKOCTEPOUIAMU WIIM JIPYTUMH TIpernapaTaMy, YIHETAOUIMMU HMMYHHYIO CUCTEMY,
CJIEZlyeT PacCMOTPETh BO3MOXKHOCTh MPOBEACHUS NPOPHIAKTUKU Pa3BUTHUSA ITHEBMOLMCTHON
MTHEBMOHMUH.

Peakyuu eunepuyscmeumenvrnocmu

Peakuuu TUNEPUYBCTBUTENBHOCTH TMPH MPUMEHEHUHM JBEPOJNIMMYyCa BKIIOYAIH (HO He
OTPaHUYMBAJINCH) aHA()MIAKTHYECKUH MIOK, OJBIIIKY, TIOKPACHEHUE KOXHBIX OKPOBOB, 00JIb B
TPYIHON KJIETKE WM AHTHOHEBPOTHYECKUM OTEK (HAmpuMeEp, OTE€K IbIXaTeIbHBIX IMyTEeH WU
A3bIKa ¢/0e3 HapylIeHHs] PYHKIMU JbIXaHUS).

Aneuonespomuyeckuti omex npu 00HO8PEMeHHOM npumMeHeHuu ¢ uneuoumopamu AI1D

VY NanweHToB, IMONYYAOIIUX OIHOBpEeMEHHOe JiedeHne wHruOuTopamu AIID, moxeTr OBITh
MOBBILIEH PUCK Pa3BUTHUSl aHTMOHEBPOTHUYECKOIO OTeKa (HalpUMep, OTeKa JbIXaTeJbHBIX MyTel
WK s3bIKa ¢/0e3 HapyIIeHHus] PyHKIUU AbIXaHUS).

Cmomamum

CroMartut, BKIIIOYAs U3bS3BIEHUE CIIM3UCTON OOOJOUKH IMOJOCTU PTA, BOCHAICHHE CIU3UCTON
MOJIOCTH PTa, siBisgeTcs HaubOosee yacto HJIP y mamumeHTOB, momydaromuyx »BEepoUMYyC (CM.
paznen «llobounoe Oeticmsuer). CTOMATUT, KaK MPaBHUIIO, Pa3BUBAETCS B IMEpBbIe 8 HEAENb
Tepanuu. B ciydae BOBHUKHOBEHUSI CTOMAaTUTa PEKOMEHIYETCS IPUMEHEHUE MECTHON TEepaIivu.
Crnenyet nzberatb IpUMEHEHUS CPEICTB, COJIEPIKAIIUX CITUPT, MEPEKUCh BOJOPOAaA, oI, yabperr
(TUMBSIH), TAK KaK OHU MOTYT YCYT'yOUTh COCTOSTHHE (CM. pasaen « Cnocob npumenenus u 003uly).
He cnexyer mpuMeHsATh MPOTHBOTPUOKOBLIE CPEJICTBA, €CITH HATMYKME TPUOKOBOM MH(pEKINU He
MOATBEPKJIEHO.

B unccrnenoBanuy y malnyMeHTOK B MOCTMEHOIAy3€ C pPaKOM MOJIOYHOM »elle3bl MPUMEHEHHUE B
KayecTBE CPEICTBA JJI IOJOCKAHHS IOJIOCTH PTa TJIIOKOKOPTHUKOCTEPOUTHOTO pacTBOpa, He
COJIepKAIero CIUPTA, B TEUCHUE MEPBbIX § HeNeNb TEPaluu BEPOIMMYCOM B KOMOWHAIMM C
HKCEMECTAHOM IO3BOJIMJIO JOCTUTHYTh KJIMHUYECKHA 3HAUMMOTO CHUKEHUSI YaCTOTHI U TSXKECTU
cromaruta (cM. paszen «I/lobounoe oelicmauey).

Iloyeunasn neoocmamounocmo
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(BKJIIOYAsi OCTPYIO IMOYEUHYIO HEJOCTATOYHOCTH), HEKOTOpPhIE C JIETAIBHBIM HCXOJOM.
Heo6xoauMo KOHTpOIMpoBaTh (YHKIHMIO MOYEK BO BpeMs TEpaIlluu IPernapaToM, 0COOEHHO Y
HALUECHTOB C JIONOJHUTEIBbHBIMU (hakTOpamMu pucka (cM. paszen «Ilobounoe deiicmeuey).
Jlabopamopnule uccrnedosanus u KOHMPOlb

QDyHKYUs noyex

[Ipy npuMeHeHMH »HBepoiiMMyca OBUIM OTMEYEHBI CJIy4ad TMOBBIIEHUS KOHLEHTPAIHU
KpEaTUHUHA B CHIBOPOTKE KPOBU (OOBIYHO JIETKOW CTENEHHM) M NIPOTEUHYpUM (CM. pasfen
«Ilobounoe deticmsuey). J1o Hadasa iedeHus npenaparoM Hukonumyc 1 nepuouuecku Bo BpeMs
TEpanuy CleAyeT KOHTPOJIMPOBATH (PYHKIMIO MOYEK, BKIOYAs H3MEPEHHE KOHIEHTPAIUU
MOYEBHHBI B CBIBOPOTKE KPOBH, KOHLIEHTPAIMH O€JIKa B MOY€ WJIM KOHILEHTPAIIMHU KpEeaTUHUHA B
CBIBOPOTKE KPOBM, NPOBOJUTH KIMHUYECKHH aHAIW3 KPOBU M ONPEAEATh KOHIEHTPALHIO
3Bepoaumyca y nanueHTos ¢ COI'A.

Inoxo3a kposu

[Tpu mpuMeHeHnH 3BEepoIMYyca ObLITH OTMEUYEHBI CITydau THIIEPIIIMKeMuu (cM. pasznen «llobounoe
Oeticmeuey). J1o Hadana jeyeHus npenapatoM Hukonumyc u nepuoandecku BO BpeMs Teparnuu
cllelyeT KOHTPOJIUPOBATh KOHIIEHTPALIMIO TIIFOKO3bl B CBIBOPOTKE KPOBU HaToLIaK. bosee yacThiit
KOHTPOJIb PEKOMEHJyeTCS NPOBOJUTH Y MAIMEHTOB, OJHOBPEMEHHO NOJYYAIOIIUX JPyTrue
npenaparsl, MPOBOIHpYONe TuneprivkeMuto. Creayer o0ecneuuTh aJeKBaTHBIA KOHTPOJIb
KOHIIEHTPALMH IJII0OKO3bI KPOBH J10 Hayaja jJeueHus npenaparom Hukonumyec.

Jlunuowl kposu

[Tpu mpruMeHeHuN YBepoTUMyca ObLITH OTMEUEHBI CITyYan JUCITHNUASMUN (M. pasaen «llobounoe
Oeticmeuey). Jlo Hadana jedeHnus npenapaToM HUKoIMMyc W meproandecKd BO BpeMsl Teparuu
clleflyeT KOHTPOJIMPOBATh KOHIIEHTPALMIO X0JIeCTepuHa U TPUIIIMLEPUIOB B Tu1a3Me KposH. [Ipu
OTKJIOHEHUM JAaHHBIX IOKa3aTeleld OT HOPMBI PEKOMEHAYETCs NMPHUMEHSATh COOTBETCTBYHOIUE
CpeZCTBa TEPAIHH.

I'emamonozuueckue napyuenus

[Ipy mpuMeHeHMM 3BeposiMMyca OBUIM OTMEYEHbl CIlydyal CHIKEHMS KOHIEHTpaluu
reMOrja001Ha, KOJIWYecTBa JIUM(OLUTOB, TPOMOOIIUTOB U HEUTpohuinoB (cM. paznen «Ilobounoe
Oeticmeuey). HeoOX0AMMO TPOBOMUTH PAa3BEPHYTHIM aHAINW3 KPOBH J0 Hadala TEparvud |
NEPUOINIECKN B TEUCHHE BCETO Kypca JICUCHHUSI.

Hapywenue ¢pynxyuu nevenu

KonuenTpanus 3BeposirMyca Obliia BhIIIE Y TAIIMEHTOB ¢ HapylIeHHeM (QYHKIIMU EeUeHH JIETKOH
(xmacc A mo knaccudukanuu Yaitna-I1e10), cpenneit (knacc B mo kmaccudukanun Yaina-I1sio)

u Tokenor (xkmacc C  mo  knaccubukaruu - Yaina-Ileto) cremeneit  (cMm.  pazgen
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nanueHToB > 18 ser ¢ HapymeHusMH (YHKIMU TE€YeHH Tspkenoil crenenu (kimace C mo
knaccudukanuu Yaina-I1s10), 32 HCKITIOUEHUEM CITydaeB, KOT/Ia OXKHIaeMasi [0JIb3a TPEBhIIIaeT
BO3MOXKHBIN pUCK (cM. pasnen «Cnocod npumeHnenus u 003v1» U «DPapmMakoOKUHEMuKa).
[Ipenapar Hukonumyc He pekOMeHJOBaH il JiedeHus: mnamueHTtoB < 18 jer ¢ COI'A u
HapymeHneM ¢yHKuuu nedenu kiacca A, B, C mo knaccudukanuu Yaina-Ilsro (cm. pasznmen
«Cnocob npumenenus u 003v1» U «KDapMaKoOKUHEMUKA).

Baxyunayus

Cnenyer wu3beraTb TNPUMEHEHMs] JKUBBIX BaKUMH M TECHOIO KOHTAaKTa C JIMLAMH,
BAKIMHUPOBAaHHBIMU JKUBBIMU BakUMHAMH (CM. pasnuen «Bzaumooeiicmeue ¢ Opyeumu
JleKapcmeeHHbiMu cpedcmeamuy). B ciydae npumMeHeHus npemnapara Hukoaumyc y mamueHToB
mianme 18 ner ciemyeT MPOBECTM BCE PEKOMEHIOBAHHBIE MECTHBIM KaJeHIapeM IPHUBHBOK
MIPOTUBOBUPYCHBIE BaKIIMHALINU.

3aocusnenue pau

Hapymenne nporecca 3aKUBJIEHUST paH SBISIETCS Kiacc-3((EKTOM MPOU3BOJHBIX palaMHIIMHA,
BKIItoUasi sBepoiumyc. HeoOxonumo coOuroaTh OCTOPOKHOCTh MPU MPUMEHEHUHU Ipernapara
Hukonumyc B nepruonepaimoHHOM Mepruoie.

Ocnooicnenus yuegou mepanuu

Co001manoch 0 TSHKEIBIX PeakIHsIX Ha JIy9eBYIO TePaIunio (BKIIOUYas Ty4eBOr 330(arur, Ty4eBon
MTHEBMOHHT U JyY€BOE MOPaKEHUE KOXKH), TPU IPUMEHEHUH SBEPOJIMMYCa BO BpeMsl HIIM BCKOPE
nocjie MNpoBeNeHMs JyuyeBoW Tepanuu. HeoOXoIuMo mNposBISTH OCTOPOXKHOCTh Yy JIaHHOM
KaTerOpuH MalMEHTOB.

CooOmranoch 0 MECTHON BOCHAJIUTENBHON peakuu B paHee 00JIyYeHHOU 00JIaCTH y MalleHTOB,
NPUHUMABILUX YBEPOJIMMYC TOCIIE IPEAIIECTBYIOLIEH JTy4eBOi Tepanuu.

Bcnomozamenvhvie geujecmea

[Ipenapar comepXKUT MaKTO3y, MOATOMY MAalMEHTaM C PEAKO BCTPEYAIOLICHCS HACJIEeICTBEHHOU
HENEPEHOCUMOCTBIO TaJlaKTO3bl, ACPHUIMTOM JIaKTa3bl JIOMaped WM TII0K030-TalaKTO3HOU
MasibabcopOIel He ciaeyeT NPUHUMATh 3TOT Ipernapar.

BinsiHue Ha cOCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMH CPEACTBAMH H MeXaHU3MaMHU
HccnenoBanust BIUSHUS 3BEPOIMMYCa Ha CIOCOOHOCTH YIPABIISATh TPAHCTIOPTHBIMH CPECTBAMU
U MEXaHW3MaMH HE TIPOBOAMINCH. YUHUTBIBas BO3MOXKHOCTh Pa3BHTHSI HEKOTOPBIX IMOOOYHBIX
peakuuii Ha (oHe mpuema npenapata Hukonumyc (ycTanocTs, roJOBOKPYKEHHUE, COHIUBOCTS),
HalMeHTaM cieayeT coOM0aTh OCTOPOKHOCTh MPH YIPABICHUU TPAHCIIOPTHBIMU CPEJICTBAMU U
3aHATHSAX JPYTUMH  TIOTCHIMATBHO ONMACHBIMH  BHJAMHU  JEATENBHOCTH, TpPEOYIOIMMU

MMOBBIIIIEHHOM KOHICHTPAlUXM BHUMAaHUS.
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®opma BBINLYCKA

Tabnerky, 2,5 mr, 5,0 mr, 10,0 mr.

Ilepsuunasn ynakoeka nexapcmeenHno2o npenapama

I[To 10 Tabmerok TmOMENIAIOT B KOHTYPHYIO SYCHKOBYIO yMAaKOBKY U3  IUICHKH
NOJIMBUHUJIXJIOPUAHON WM W3 IUIEHKM IOJMBHHWIXJIOPUAHON € NOJIMBUHWINACHXJIOPUIAHBIM
HOKPBITHEM U (HOJIBIY ATIOMUHUEBON MIEYaTHOH JTAKUPOBAHHOM.

Bmopuunas ynakoeka nexapcmeennoz2o npenapama

ITo 3 KOHTypHBIE AYEHKOBBIE YIIAKOBKH BMECTE C IAKETHMKOM CHJIMKAresis MOMEMIAIOT B IAKET
TepMOCBapuBaeMblii U3 OydQuieHa, wiu (oI JTaMUHUPOBAHHOM, WM W3 TOJIMMEPHBIX
matepuaioB. Ilo 1 makery TepMocBapUBaEéMOMY BMECTE€ C HMHCTPYKIHUEW 10 NPUMEHEHHIO
IIOMEIIAIOT B MayKy U3 KapTOHA JJs MOTPEOMTENbCKOM Tapbl. Ha mauky MoKeT HakJIeuBaThbCs
3THKETKa C MApKUPOBKOM M3 OyMaru STUKETOUHOM UM MUCYEH, MIIH U3 IOJIMMEPHBIX MaTepHaJIoB,
CaMOKJIEAILAsCS.

YciaoBus XxpaHeHust

XpaHUTh B OPUTMHAIBHON YIAaKOBKE NPOU3BOIUTENS (KOHTYPHBIC SYCHKOBBIC YIAKOBKH,
HIOMEIIICHHBIE B [IAKET, B Ta4Ke) [IPpU Temieparype He Boiie 25 °C.

XpaHUTb B HEJOCTYITHOM ISl IETEH MECTeE.

YcaoBus ornycka

OTnyckaroT 1o peLenTy.

Cpox roaHocTu

2 roza.

[Tocne BckpbITHsI TakeTa TaOJIETKU XpaHUTh IpU TeMiiepatype He Boiie 25 °C B TeueHue 1 mecsua.
He npumeHsTh 110 MCTEYEHUH CPOKa FOTHOCTH.

Baagenen perucTpaMOHHOI0 y10CTOBEPEeHUs!

Poccuiickas ®enepanus

AO «®Dapmacunre3-Hopa»

194356, r. Cankt-IleTepOypr, nopora B Kamenky, a. 74, noment. 1-H

Ten.: +7 (812) 240-45-15

Anpec snekTporHO# mouThl: info-psn@pharmasyntez.com

IIpousBoaurenn

Poccuiickas @enepanus

AO «®apmacunre3-Hopn»

r. Cankr-IlerepOypr, nopora B Kamenky, a. 74, nut. A.

Opranusanus, NPUHUMAKOLIAS IPETEH3UH MOTpeduTe e

Poccuiickas @enepanus
37


mailto:info-psn@pharmasyntez.com

COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 26.12.2024 Ne 28869
AO «Dapmacuires-Hopi (NOCNEOOBATENLHOCTL 0002)

197350, r. Cankt-IlerepOypr, yiu. JIéTunka Akaesa, a. 8, k. 3, cTp. 1
Ten.: 8-800-100-15-50

Anpec anekrponHoit moutsl: info-psn@pharmasyntez.com
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