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[10 MEJUITHHCKOMY IMTPUMEHEHHIO JIEKAPCTBEHHOI'O ITPEITAPATA
AOHHUTOP®

PErUCTPAIIMOHHBII HOMEP: JICP-002260/10
TOPIOBOE HAUMEHOBAHUE: Adunutop®
MEXIYHAPO/ITHOE HENATEHTOBAHHOE WM TIPYIIIIMPOBOYHOE HANMEHOBAHUE:
9BEPOJIHMYC
JIEKAPCTBEHHASI ®OPMA: Ta0JIeTKH
COCTAB
1 TabneTka COAEpXKHT: Oeiicmgyiouee eeuecmeéo — dsBepomumyc 5,00 mr u 10,00 wmr;
écnomozamenioHble BEIECTBA: JIaKTO3a Oe3BOJHAs, KPOCMOBHIOH, THIPOMEIIO3a, JIAKTO3bI
MOHOTH/IPAT, MarHus cTeapar, OyTHATHAPOKCUTOIYOJL.
OIMCAHHE
Tabremxu 5 me: mpoaonaroBatble TabneTku ¢ (ackoil, oT 0esoro a0 OEI0ro ¢ KeITOBaTHIM
OTTEHKOM L1BeTa, ¢ TUCHeHHEeM “NVR™ Ha ogHOli cTopoHe U “5” Ha Ipyroii.
Tabnemxu 10 me: npoposnroBarsie TabneTku ¢ (ackoif, oT 6enoro A0 GEI0ro ¢ KeITOBATHIM
OTTEHKOM I1BeTa, ¢ TUCHeHHeM “NVR” Ha ogHoit cropone u “UHE” Ha apyroii.
DAPMAKOTEPAIIEBTHYECKASI ~ IPVIIIIA:  MPOTHUBOOMYXOJICBOE  CPEACTBO,  HHIUOUTOP
NPOTEMHKHHA3BI
Kon ATX: LO1IEG02
DAPMAKOJIOTHMYECKHE CBOIICTBA
Mexanusm oeiicmeus
OBeponumyc SBIAETCS M30UpaTebHBIM HHTHOMTOPOM CepHH-TPEOHMHOBON kuHa3bl mTOR
(MUIIEHb panaMMUIMHA MJICKOMHUTAIOMMX), CHeUM(UYIECKH BO3JCHCTBYIOIMM Ha KOMILIEKC
mTORCI1, curnan-npeobpasytomeii mTOR-kHHa36l U PeryasTOpHOro  raptor-npoTenHa
(regulatory associated protein of mTOR). DBeponuMyc MPOABIAET CBOK aKTUBHOCTH 3a CYET
BBICOKO a(UHHOro B3aMMOJCHCTBHMA C BHYTPUKIECTOYHBIM pelenTopHbiM Oenkom FKBP12.
Kommiexke FKBP12-3Beponumyc cBszpiBaercss ¢ mTORC1, WHruOMpys ero crnocoOHOCTH K
nepepave curHanoB. mTOR sABndeTcs KIOYEBOH CEpUH-TPEOHMHOBOM KHUHA30M, Wrparoliei
LUEHTPAJbHYIO pOJb B DEry/siMU KIETOYHOrO poCTa, MpoJindepald U BBHLKUBAEMOCTH.
Perynsuusa curnansHoro myty mTORCI! sBiseTcs CIOXKHBIM MPOLIECCOM, 3aBHCAIIAM OT
MMTOI€HOB, ()aKTOPOB pOCTa, HHEPreTUYECKOW COCTABIAIOWIEH W IMTATENIbHBIX BEILIECTB.
Kommyieke mTORCI1 sBnsercss BaKHEHIIMM peryisTopoM CHHTe3a Oelka B JMCTAIBLHON 4acTH

PI3K/AKT-3aBucMMOro  Kackaja, peryjisius KOTOPOrO HapylleHa B  OOJIBIIMHCTBE
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3JIOKQYECTBEHHBIX OITyXOJIeH YelloBeKa, a TAaKKe MPHU IeHETHYECKUX 3a00JIeBaHUAX, TAKUX KaK
TyOepo3sHslii ckiiepos (TC).

CurnanbHas ¢ynxkuums mTORC1 peanusyercs uepez moayiupoBaHue (GocdopuIMpoBaHHUS
JUCTAIbHBIX 3(Q(EKTOpPOB, M3 KOTOPBHIX Hambolee MOJHO OXapaKTepU30BaHbI PErYJSATOPbI
TPaHCJIALMK: KMHa3a pudocomanpHoro 6enka S6 (S6K1) u dakrop MHUIMALNMKE 3YKAPUOTHBIX
KJIeTOK, 4E-cBaspiBatromuii 6enok (4E-BP1). Hapymenue ¢pynkumun S6K1 u 4E-BP1 Bcnenctsue
uHru6uposanrs mTORCI Hapymaer Tpancisiumio koaupyembix MPHK OCHOBHBIX 6elKoB,
YYacTBYIOIIUX B PETYJIALUMM KJIETOYHOrO LMKJIA, IJIMKOJIM3a U aJalTalud KIETOK K HHU3KOMY
YPOBHIO KMCJIOpPOJa (TMIIOKCHH). DTO MOAABIAET POCT OIMYXOJIH U SKCIPECCHIO HHIYLIHPYEMBIX
rurnokcuet $GakTopos (HarmpumMep, TpaHckpunuuoHHoro ¢axropa HIF-1). [Mocieanee npuBoaut
K YMEHBLIEHHIO 3KCIpPEecCHH (aKTOpPOB, 00ECHeYUBAIOLINX YCHUIICHHE MPOLIECCOB aHTHOreHe3a B
OIyXONH  (HAapUMep, COCYAUCTOro JHJOTeNUanbHOro ¢akrtopa pocta, VEGF) Bo
MHO)KECTBEHHBIX OITyXOJSX, TAaKMX KakK I[OYEYHO-KIETOYHBIH pak M aHTHOMHUOJIMIIOMA.
CurnanbHas nepegaya depe3 mTORCI1 perynupyeTcs reHaMH-CyNpeccopaMH OIyXOJIEBOTO
pocra: reHamu TyOeposHoro ciiiepoza 1 u 2 (TSCI1, TSC2). OrcyTcTBHE WM MHAKTHBALIMS
TSCI wmu TSC2 npuoautr k nosbimeHHto ypoBHs RHEB-GTP (ryanosuntpudocdar-
cBasbiBaroluil 6enok, ['Td-ceasbiBaromuii 6eok), oTHocsmemycs k Ras cemeiictey ['T®as3,
KOTOpBIN B3auMopeicTByeT ¢ komruiekcoMm mTORCI, BeI3bIBas €ro akTHBALMIO. AKTHBALHS
mTORCI npuBoAMT K HUCXOAALIE-HANPABIEHHOMY KHHA3HOMY CHUTHAJIBHOMY KacKady, B TOM
gucne akruBauuu S6K1. Cyberpar mTORCI, S6K1, dochopunupyer peuentop sctporeHa,
KOTOPBIN OTBEYAET 3a JIMTaHI-HE3aBUCHMYIO aKTHBALIMIO PELIETITOPA.

OBepoJIUMyC SB/ISIETCS MOLIHBIM MHTUOUTOPOM pOCTa W Mposinpepauu OIMyXOJEBBIX KIETOK,
SHIO0TEMHAIBHBIX KJIETOK, (GHUOPOOIACTOB U ITAAKOMBIIIEYHBIX KJIETOK KPOBEHOCHBIX COCY/IOB.
COOTBETCTBEHHO LIEHTPAILHOMY peryasTopHomy aeiicTBuio komruiekca mTORCI, sBeponumyc
YMEHBIIAeT Mpoudepaluio KIeTOK, INIUKOJIW3 M aHTHOTeHe3 B COMMIHBIX OIMyXOIsX in Vvivo,
TaKMM 00pa3oM peanu3ys [Ba HE3aBUCHMbBIX IyTH IOJABJICHUS POCTa OIMYXOJHU: Mpsmas
NPOTUBOOITYX0JIEBas aKTUBHOCTh U HHTHOUPOBaHUE CTPOMATIBHOM COCTABIIAIOIIEH OITyXOJIH.
AxtuBauus mTOR curHanbHOro myTH — KIIOUEBOW aJaNTHBHBIM MEXaHU3M pa3BUTHS
PE3MCTEHTHOCTH K SHIOKPUHHOHN Tepanuu y MaueHTOK ¢ pakOM MOJIOYHOM kene3bl. Pa3nuvHele
NYTH MEPEaYy CHIHajla aKTUBUPYIOTCS NP Pa3BUTHH YCTOHYMBOCTH K 9HIOKPUHHOM TeparuH.
OcHoBubiM 13 HuX sBaserca myTh PI3K/AKT/mTOR, koTopblii akTHBHPOBaH B KJIE€TKAaX paka
MOJIOYHOM >KEJe3bl, PE3UCTEHTHBIX K MHIHOUTOpaM apomarasbl U JUTUTEIBHO HAXOIAIIUXCS B
COCTOSHMM OCTPOreHHOH AenpuBauuM. B uccnenoBaHusX in vitro TOKa3aHO, 4YTO KIIETKH

omyxoiud Mpu ropmoHozaBucumMoM M HER2+ pake MosiouHO# jkene3bl YyBCTBHTENBHBI K
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UHTHOUPYIOLIMM spdexkram  3BepommMyca, a  MpPOTHUBOOIYXOJeBas  AKTUBHOCTh
KOMOMHUPOBAHHOH Tepanuy 3BepOMMYCOM M MHIHOMTOPOM apoMarasbl YCHJIMBAET TAaKOBYIO
aKTUBHOCTb 3BEPOJIMMYCA BCJIE[ACTBHE CHHEPrUM. Pe3UCTEHTHOCTh KJIETOK paka MOJIOYHOM
KeJle3pl K MHruOMTOpaM apomatasbl BeseAcTBue aktuBauuun AKT MoxeT ObITh MpeojosieHa
MOCPEICTBOM KOMOMHHMPOBAHUA ¢ 3BeposiuMycoM. KoMOMHMpOBaHHAs Tepalus 3BepOIMMYCOM H
MHTHOMTOPOM  apoMmarasbl  [MO3BOJSET  YBEIMYUTh  MeIHaHy  BBDKHBAEMOCTH  0Oe3
nporpeccupoBaHus B 2,7 pasa M Ha 62% CHU3UTH BEpOSTHOCTH MPOrPECCUPOBAHMUS 3a00I€BAHUSA
U CMEPTH.

IIpu TC, renerndecku oOycnoBIeHHOM 3a00eBaHNM, HHAKTUBHPYOLIHE MyTaluu reHoB TSC1
i TSC2 npuBoaaT k 06pa3oBaHHIO raMapTOM Pa3IMYHOMN JIOKATH3ALHH.

VYV  nauMeHTOB ¢ CyOSMEHAMMATIbHBIMH THTAHTOKIETOYHBIMH actpouuromamu (CDOT'A),
acconuupoBaHHeiMH ¢ TC, mociae 6 MecsleB JIEYEHHS IBEPOJIMMYCOM OTMEYaioch
CTaTUCTUYECKH 3HAYMMOE YMEHbIIEHHE 00beMa OIyXOJH, MpU 3TOM Y 75% MalueHToB 00BeM
OITyXOJIM COKpaTHjIcs He MeHee 4yeM Ha 30%, a y 32% nauueHToB — He MeHee 4eM Ha 50%. [Ipu
5TOM HOBBIX 0YaroB, YCHJIEHHs ruapouedaivy, NpU3HAKOB IOBBILICHHS BHYTPHYEPEIHOTO
JaBJIeHHs U HEOOXOIUMOCTH B XUpypriudeckoM JieueHun COI'A He BO3HHKJIO.
[IponomkurensHoe HaGmoaeHue 3a nauumeHtamd ¢ CDOI'A, accoumupoBanHeiMu ¢ TC,
TIOATBEPANIN YCTOHYUBYIO 3P PEKTUBHOCTH IBEPOTHMYCA.

DapmakoouHamuka

[Tocne exenHeBHOro NMPUMEHEHUs BEpoIUMYca B 03¢ 5 Mr win 10 Mr oTMedanach yMepeHHast
3aBUCUMOCTb yMeHbLIeHHs pocdopunupoBanus Oenka 4E-BP1 omyxoneBoii TkaHu OT cpeaHeit
MUHUMaIbHON KOHUEHTpauMHU (Cmin) 3BeposiMMyca B KpPOBH B pPABHOBECHOM COCTOSHHHU.
JIoMoHUTEIbHBIE JIAaHHBIE CBUAETEILCTBYIOT O TOM, YTO YMEHbIIeHHe (HOChHOpUIHPOBaAHHS
KHHa3bl S6 KpaifHe 4yBCTBUTENbHO K MHruOMpoBaHuio mTOR sBepomumycoM. UHrudbuposanue
dbochopunupoBanus elF-4G ObUI0 MOJMHBIM TpH BceX 3HAYEHHAX Cmin MMOCIIE €KEIHEBHOTO
IIPUMEHEHUS 3BepoJiuMyca B go3e 10 mr.

HMmenace TeHAGHUMS K YBEIMYEHUIO CPOKA BBDKMBAEMOCTH 0€3 MporpeccupoBaHus 3a00/eBaHNsA
npy  yBenM4eHUH Cmin 9BEpOJMMYcCa, HOPMAJIM30BAaHHOM MO BpeMeHH (OmpeeiieMoil 1o
Gopmyne: (mmomans noa KpuBoi Crin-BpeMs OT Hayajda WCCIEN0BaHMA [0 BPEMEHH
CoOBbITUA)/(BpeMs OT Ha4ala MCCIeOBAaHUS 10 COOBITHS)) y MALMEHTOB C PaclpOCTPaHEHHBIMU
HEMPOSHIOKPHUHHBIMU OITYyXOJIIMU TOKETYA04HOH »ene3bl (oTHowmweHue puckoB 0,73) u y
MAlMEeHTOB ¢ PaclpOCTPaHEHHBIMH KapuuHouAaMu (oTHoweHue puckoB 0,66). Bennuuna Cmin
9BEpOJIMMyCa TIOBJIMsA/IA HAa BEPOATHOCTHL yYMEHBIIEHUs pa3mepa omyxonu (p<0,001) mpwu

U3MEHEHUH OKCMO3MUMM OoT 5 g0 10OHr/Mi y DauMeHTOB C  pacrlpoCcTpaHEHHBIMU
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HEHPOSHIOKPUHHBIMHM  OINYXOJAMHM  [OJ/DKETYyJOYHOM  JKelMe3bl Wy  MalMeHTOB ¢
pacnpoCTpaHEHHBIMU KapUHMHOMJAMHU (OTHOIIEHHE maHCoB 1,62 u 1,46 COOTBETCTBEHHO).
DBEPOIMMYC I0CTOBEPHO CHIKAT PUCK MPOTrPecCHPOBaHus 3a00I€BAHKs U CMEPTH MALMEHTOB C
pacnpoCTpaHEeHHBIM M/UIM METACTATUYECKMM MOYEYHO-KJIETOYHBIM PAKOM I0CJIE MPOrPECCHHU Ha
AHTHAHIMOT€HHOM  Tepamud Ha 67%, MeouaHa  BBDKMBA€MOCTH — MALIMEHTOB  0e3
nporpeccupoBanus 3aboneBaHus cocTaBwia 4,9 MmecsueB. B Teuenune 6 mecsueB y 36%
NAlMEHTOB, TOJyYaBIIUMX 53BEPOJIMMYC, HE OTMEYaloCh MPOrPECCUpPOBAHUs 3a00JIeBaHMS.
[IpumeHeHne 3BepoaMMyca MO3BOJIAET 3HAYUTENIBHO YIIYYIIUTh KA4eCTBO JKU3HM IALMEHTOB
(oLIeHMBAIOCH BIMSHUE CUMIITOMOB 3a00/1€BaHus Ha pa3/IH4Hble Cephl JKM3HHU MALMEHTA).

[Tpu nprmMeHeHHH 3BeposIUMMyca Y MAUEHTOB ¢ paclpoCTPaHEHHBIMU W/HJIM METACTATUYECKUMHU
HEHPOSHIOKPHHHBIMU OIYXOJSIMU BBDKUBAaEMOCTb 0e3 TporpeccHpoBaHus B TedyeHue 18
MecsueB coctaBuiia 34,2%.

VY nauuentoB ¢ COI'A, accouuupoBanHbiMU ¢ TC, yBennveHue Cmin B 2 pa3a BedeT K
YMEHBIIEHUIO 00BeMa oImyXxoJiu Ha 13%.

DapmakoKunemuka

Bcacvisanue

MakcumanbHas ~ koHueHTpauust (Cmax) 3BeposiMyca B KPOBH Y  MAlMEHTOB ¢
pacnpoCTpaHEHHBIMU COMIMAHBIMU OITyXOJISIMU TOCJIe MpHeMa 3BepouMyca B Gopme TabiaeTok
BHYTpb B /103¢ OT 5 10 70 Mr (HaTomak Wid ¢ HeOOJbLIMM KOJIHYECTBOM HEXKHPHOM IMHILK)
nocturaercs yepe3 1-2 gaca. Cpax IPU €KEIHEBHOM NpHEME H3MEHSETCS MPOIMOPIHOHATBHO
no3e B auanasone ot 5 go 10 mr. Ilpu npueme ogHOKpaTHO# 103kl 3Bepoaumyca 20 Mr U BbILIE
Bo3pacTaHhe Cmax IPOUCXOAUT MEHEE YeM MPOMOPLHOHATBHO 103€, OJHAKO 3HAYE€HHE TLIOMIAIH
noa  (GapMakOKMHETHYeCKOi KpuUBOMl  «koHUeHTpauus-Bpems» (AUC) ysenuuusaercs
MIPOITOPLIMOHAIIBHO A03€ MpU IpreMe oT 5 A0 70 Mr npemnapara.

IIpu npueme 3Bepoaumyca B 103e 10 Mr B opme TabIeTOK ¢ MHIIEH ¢ BEICOKMM COJIEpsKaHHEM
KHUPOB AUC 1 Cmax CHIJKAJTMCh COOTBETCTBEHHO Ha 22% U 54%. OIHOBpEMEHHBIMH MPUEM MTHIIH
¢ HuskuM coaep:kaHueM kupoB cHWKal AUC U Cpax Ha 32% u 42% COOTBETCTBEHHO.
OJHOBpeMEHHBIN TpPUEM [HINH, OJHAKO, HE OKa3bIBAJl 3HAYUMOTO BIIMAHHS Ha TMPOQHUIb
KOHLIEHTPALIUSA-BPEMs [IOCJIE BCAChIBAHHS B TeYeHHUE 24 4acoB.

Pacnpeoenerue

[TpouieHTHOE OTHOLIEHHE KOHLEHTPALMHM 3BEPOJMMYyca B KPOBH W IUIa3Me KPOBH, KOTOPOE
SBJIACTCS 3aBUCHMBIM OT KOHLIEHTpAUMU COEJUMHEHUs B Auana3zoHe oT S5 go 5000 Hr/mm,
usmensiercs ot 17% npo 73%. KoHueHTpaius sBepoiuMyca B IUIa3Me KPOBH COCTaBJISET

npuMepHo 20% OT ero KOHLEHTpAlMd B LEJbHOM KPOBU MpPH KOHLUEHTPALUAX BELIECTBA,
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PerUCTpUpPYeMBIX B KDOBH OHKOJIOTMYECKHX MALMEHTOB, IPUHUMAIOLINX dBepoumyc 1o 10 Mr B
aeHb. CBa3p ¢ OenkaMM IIa3Mbl KPOBH COCTaB/ISeT MPUMEPHO 74% Kak y 340pOBBIX
N00pOBOJIBLEB, TAaK M Y MALIUEHTOB C HAapyIIeHHeM QYHKIUM [I€YE€HH CPEJHEN CTEMEHH TAKECTH.
B sKkcnepuMeHTaNbHBIX HCCIEI0BAHUAX OBLIO MOKA3aHO, YTO MOC/E BHYTPUBEHHOIO BBEICHHA
NPOHUKHOBEHHE DJBEPOJMMYcCa 4Yepe3 reMaTodHUedannueckuii Oapbep 3aBUCHT OT 03Bl
HEJIMHEWHO, 4YTO TpEANojaraeT HachlllEeHHE Hacoca reMatodHuedannyeckoro 6apbepa,
obecrieynBaOIEro MOMaJaHNe Ipernapata M3 KPOBH B TKaHM Mo3ra. IIpOHMKHOBEHHME
3BEPOJIUMYCa Yepe3 reMarosHuedanTHyeckuii 6apbep MpoJAEeMOHCTPHPOBAHO TAKKE Y JKUBOTHBIX,
NOMy4YaBUIMX MpenapaT BHYTPb.

Memabonuzm

Oeponumyc saBisiercs cydocrpatom uzodepmenta CYP3A4 u P-riukonporenna (P-I'TI). Iocne
npyeMa Ipenapara BHyTPb B KPOBH 3BEPOJIMMYC LIMPKYJIUPYET B OCHOBHOM B HEM3MEHEHHOM
Bune. B KpoBM 4enoBeka ONpesesieHbl IIECTh OCHOBHBIX MeETabOJIMTOB 3BEPOJIMMYCA,
NPEJICTaBICHHBIX TPEMS MOHOTMAPOKCHJIMPOBAHHBIMH METa0ONIMTAMM, JBYMS MPOAYKTaMHU
TUIPOJIMTHYECKOrO  MpEBpAIleHUss C  OTKPBITBIM  KOJBLOM U (ochaTHIHUIXOJIHHOBBIM
KOHBIOraTOM 3BEPOJIMMYyca. YKa3aHHbIE META0OJIUTHI 10 aKTHBHOCTH YCTYNATH 3BEPOJIUMYCY
npumepHo B 100 pas. Ilpunato cyurare, yro Oosiblias 4yacTb oOwIel (apMaKoIOrHYecKoi
aKTMBHOCTH 3BEpOJIMMYca 00yCIIOB/IeHa eiiCTBUEM HEM3MEHEHHOTO COeIMHEHHUS.

Buigeoenue

CrnienManbHBIX MCCIEOBAaHUN MO W3YYEHHIO BBIBEJCHHs 3BEPOJIMMYCA Y OHKOJIOTHYECKUX
MAaLMEHTOB HE IPOBOAMIOCH; OJAHAKO HMEIOTCS COOTBETCTBYIOIIME JaHHBIE Yy TMAIMEHTOB,
NPUHUMAKOIUX [pernapaT Iocje TpaHCIUIaHTaUMu opraHoB. [locie BBeneHHs OJHOKpaTHOM
JI03b MEYEHOTro paJMOAKTUBHONH METKOI 3BeposimMmyca mnainueHTaM Oosbiuas 4acte (80%)
PaJMOaKTUBHOCTHU OINpeesiach B Kaje, HeOobIIoe KOoau4ecTBO (5%) BBHIBOOWIOCH [MOYKAMHU.
HensmeHeHHOE BELIECTBO HE ONPENENAIOCh HU B MOYE, HH B Kalle.

DapmakoKkuHemuKa 8 pasHo8eCHOM COCMOSHUU

[Tocne exenHeBHOro mnpuema sBeponuMyca B (opme Tabnerok BenmumuuHa AUCo.. Oblia
NpONOpUHOHAIbHA [103€ IPU NPUMEHEHHH B no3ax or 5 go 10 mr B geHb. PaBHOBecHoe
COCTOSIHME JIOCTHTaloch B Mpejenax AByX Helenb. Cmax 3BepouMyca ObUIa MPOMOpLHOHAIEHA
J103€ NpU NpUMEHEHUU B Ao3ax oT 5 1m0 10 mr B geHb. Bpems pocTikeHHSA Cmax (Tmax)
coctapisio 1-2 vaca. Ilpu exeqHeBHOM IpHeMe 3BEpPOMMYCA MO JOCTHKEHHH PABHOBECHOTO
COCTOSIHUSL MMeEJIach J0CTOBEpHas Koppeisauus mexay BenuuuHoit AUCo.: U KOHLEHTpalueH
9BEPOJIMMYCa B KPOBH IEPEJl IPUEMOM o4epeiHoH 103bl. [lepros nmomyBbiBeIeHUS 3BEPOIHMYCa

cocTtapiseT okoJio 30 yacos.
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DapMaKkoKUHEMUKA y OMOEIbHBIX 2PYNN HAUUCHMOE

Iayuenmer ¢ HapyuieHusmu QyHKYUU NeyeHU

[Ipy npuMeHeHMM 5BepoMMYCa y MALMEHTOB C HAPYIICHUAMH OYHKUUM [€YEHH JIETKOMH
CTeneHH TshkecTH (Kknace A no kinaccudpukauun Yaitna-ITeio), cpenneit cTeneHu TskecTu (Kiace
B mo knaccudukanmu Yaiina-ITeo) u tsoxenoit crenenu (kiace C no knaccudukanmu Yaima-
[1br0) cucTeMHas 3KCrno3uLMA npenapara noselwaercs B 1,6, 2,0-3,3 u 3,6 pa3 cOOTBETCTBEHHO.
Heobxoanma KoppeKkims 7035l 9BEPOIMMYCa Y NALMEHTOB C HAPYIIEHHEM (yHKINH TTeYeHH (CM.
pazzen « Cnocob npumenenus u 003ul»).

Iayuenmui ¢ HapyweHuem QyHKyuu nouex

CyIecTBEHHOrO BIAMAHUS BEIMYHMHBI KIMPEHCa kKpeaTuHuHa (0T 25 10 178 Mi/MHH) Ha KIIMpeHC
(CL/F) »sBeponuMyca He BBIBJICHO Y TMALMEHTOB C pPaclpOCTPAHEHHBIMH COJIMIHBIMU
omyxonaMu. [TocTrpancruianTauMoHHble HapyIIeHUs QYHKIMU MoYek (KIMPeHC KpeaTHHHHA OT
11 mo 107 mn/MuH) He BAMsIM Ha (apMaKOKMHETHKY 95BEpOJIMMYCa y IMALUEHTOB IOCIIE
TpaHCIIAaHTALIUU OPTraHOB.

Iayuenmer 6 gozpacme <18 nem

- IlpumeHenue »sBeponuMyca y JeTeld M MOAPOCTKOB 10 18 1eT MpOTHBOMOKAa3aHO 110
NOKAa3aHUAM: pPacCHpPOCTPAHEHHBIH M/WIM METAacTaTUYeCKUH IOYSYHO-KJIETOYHBbIH paK M
pacrpocTpaHEHHbIE W/WJIM MeTacTaTH4ecKue HEeUPOIHIOKPHHHBIE OIMyXOJIH JKETyA0YHO-
KALIEYHOr0  TpaKTa, JIETKOro M [OJDKETyJOYHOW  JKele3bl, TOPMOHO3aBUCHMBIi
pacripoCTpaHEHHBIN paK MOJOYHOM Jese3bl, aHTHOMUOIUIIOMA TIOYKH, accouuupoBanHas ¢ TC
npu otcyteTBun COTA.

- V mnamuentoB ¢ COI'A Cuin 2BeposiuMyca Npu MNpUMEHEHHH B (opme TablIeTOK ObLIa
NPHOJIM3UTEIBHO MPONOPLHOHATBHA CYTOYHOM 03¢ U Haxoauaack B peaenax 1,35-14,4 mr/m2.

- YV npaumentoB ¢ COI'A  cpennee reomerpuveckoe 3HadeHHe Cmin 3Bepoiumyca
HOpMaIM30BaHHOE K 03¢ B Mr/M? y mnaudeHToB muaame 10 mer u ot 10 mo 18 ner
CTaTUCTUYECKH 3HAYUMO HIXKE, YE€M Yy B3pOCIbIX IalUHEeHTOB, YTO MOXET YKa3blBaTh Ha
MOBBILIEHHBIN KJIUPEHC 3BEPOIUMYCa Y MOJIOJBIX MAlMEHTOB.

Iayuenmur 8 6ospacme =635 nem

CymecTBeHHOrO BIIMSHMS BO3pacTa MauueHToB (oT 27 a0 85 5ieT) Ha KIMpEHC 3BepoHuMyca
(CL/F ot 4,8 no 54,7 n/4) nocne npuema rnpemnapara BHyTpb He ObLUIO BBISBIIEHO.

Brusnue pacosoii u smuuyeckoil NpUHAONeHCHOCmu

Knupence sseponumyca (CL/F) mocne mpuema mpenapara BHYTPh Yy JIMI €BPOINEOMIHOM H
MOHT'OJIOUJHOH pac Npyu cXOQHOH (QyHKLMHU eYeHH He pa3IuvaeTcs.

I[To nanHBIM NOMYJIALMOHHOIO (papMaKOKHHETHYECKOTO aHaIM3a Y JIML HErPOMIHOM packl Mociie
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nepecasky opraHoB kiupeHc sseponaumyca (CL/F) (mocne npuema BHYTphb) ObLT B CpeiHEM Ha

20% Gonplue, 4yeM y MpeAcTaBUTelIeH €BPONIEOMIHOMN PackhL.

ITOKA3AHUSA K IPUMEHEHUIO
- PacnipocTpaneHHbIH /WM METaCTaTUYECKUI MOYEYHO-KICTOYHBIH pak NpH He3PPEKTUBHOCTH
AHTUAHTUOT€HHOMW Teparuu.
- PacnpocTpaHeHHble W/MIM MeTacTaTHYeCKHe HEeMPOIHIOKPUHHBIE OIMYXOJH JKEJyJI04HO-
KHUIIEYHOI O TPAKTa, JIETKOTO H MOJKETyI0YHOM JKeIe3bl.
- T'opMOHO3aBUCHUMBIN  pPAaclpPOCTPAHEHHBI paK MOJOYHOM sKele3bl y MAlUMEHTOK B
MOCTMEHONAy3e B KOMOMHAaUMM C HWHIUOMTOPOM apoMaTasbl [OCJie  TMPEeAUIECTBYIOMIEH
SHAOKPUHHOH TepaIuu.
- CyOsneHanManbHble TUTAHTOKJIETOYHBIE ACTPOLIUTOMBI, ACCOLMUPOBAHHBIE C TYOEPO3HBIM
CKJIEPO30M Yy [MAllMEHTOB B BO3pacTe cTaplie 3-X JIeT MPU HEBO3MOXKHOCTH BBIIOJIHEHHS
XHPYpPrU4YeCKOil pe3eKIHU OMmyXO0JIH.
- AHIrMOMHMOIMIOMA MOYKH, ACCOLMHPOBAHHAs ¢ TyOepO3HBIM CKJIEpPO30M, He Tpelyromas
HEMEJIEHHOTO XUPYPru4ecKOro BMelare/bCTRa.
IIPOTUBOIIOKA3AHUS
- TloBbIlIEHHas 4yBCTBUTEIBHOCTh K 3BEPOJMMYCY, APYTMM TMPOM3BOAHBIM paramMuIMHA I
1000My U3 BCIIOMOTaTe/IbHBIX BEIECTB Mpernapara.
- bepeMeHHOCTB M Nepuo/ KOPMJICHHUS TPY/IBIO.
- Hapymenue ynkuun nevenu (kiacc A, B, C no knaccudukamuu Yaiina-ITe0) y nauueHToB
ot 3-x 10 18 ner ¢ COT'A.
- Bozpact 1o 3-x net (COI'A), no 18 et (1Mo ocTalbHBIM MOKa3aHUAM).
CnenyéT u30eratb OJIHOBPEMEHHOIO MpPUMEHEHMs 3BEPOIUMYCa C MOIIHBIMH HHMHOUTOpaMH
m3opepmenta CYP3A4 w/umm P-T'TL
Cnenyer usberaTb OJHOBPEMEHHOrO NPHUMEHEHHs 3BEPOJHMMYyca C MOLIHBIMH HHAYKTOpaMH
usopepmenta CYP3 A4 wnum unaykropamu P-I'TL
C OCTOPOKXHOCTBIO
e Ilpu OQHOBpEMEHHOM MPUMEHEHUH D3BEPOIMMYCAa C YMEPEHHbIMH HHIHOMTOpPaMH
CYP3A4 vnu uarudburopamu P-I'TI;
e y nauueHToB >18 neT ¢ HapymeHueM (QYHKLUMHU MeveHu Tsokenoil creneHu (kinace C mo
knaccudukanuu Yaiina-IIeto) B cydae, korja rnoip3a oT MpHema npernapara MpeBbIIaeT
BO3MOXKHBIH PUCK;

® Yy IAalMEHTOB A0 U IIOCJIC XUPYPIrAYC€CKUX BMEINATEIILCTB,
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¢ Yy NAaUUEHTOB C HEMEPEHOCHUMOCTBK JIAKTO3HI, TSAKEJION JIaKTa3HOM HEI0CTaTOYHOCTHIO

WM TJIFOK030-TaJIaKTO3HOM ManbadcopOuumeit;

¢ y NalIMCHTOB BO BPEMs WJIK BCKOPE ITOCJIC MPOBEACHUA nyquoﬁ TEparuu.

ITPUMEHEHUE TP BEPEMEHHOCTY U B [IEPHO/I I'PY/ITHOI'O BCKAPMJINBAHUS
Bepemennocms

Csoonas xapakmepucmuxa puckos

Her ganHbIX 0 npuMeHeHnu npenapata AQunutop® y GepeMeHHBIX sKeHIMH. [T0TeHIHATbHbII
PHCK iUl YeIOBEKa HEe M3BECTeH. B mccrnenoBaHMAX y )KUBOTHBIX BBISBJICHA PENPOAYKTHBHAS
TOKCHYHOCTb, BKJIIOYas SMOpPHO- U PeTOTOKCHYHOCTB.

Ipenapar Adunurop® NPOTHBOMOKA3aH K MPUMEHEHHIO BO BPEMs GEPEeMEHHOCTH.
Hccneoosanus y srcugommuix

[Ipy nmpuMeHeHHH 3BepoIMMYca BHYTPb Y caMoK KpbiC B 03¢ >0,1 mr/kr (npubnusurensHo 4%
or cyrouHoii AUC y mnauueHTOB, MPUHUMAIOIIMX MpernapaT B Ao3e 10 mMr/cyr) dacrora
NPEeUMIUIAHTALIMOHHBIX ~ TMOTeph  YBEJAWYMBAIach.  DBEpOJUMYC  MPOXOIUT  4Yepes
reMaToIuialleHTapHblii 6appep M OKAa3bIBaeT TOKCHYECKOE [ACHCTBHE Ha OIUIOJ0TBOPEHHYIO
ARUEKIIETKY. Y KpBbIC 3BEPOJUMYC MPOSBISUT AMOPHO- M (PETOTOKCHYHOCTH MPH CHCTEMHOM
OKCMO3UIUHA HM)KE TEpaleBTHYECKOH, YTO NPUBOAWIO K YBEIWYEHHUIO CMEPTHOCTH WU
YMEHBUIEHUIO Macchl Tena ruioaa. Yactora BOSHHMKHOBEHMS BapUaHTOB pPa3BHTHUS CKeJleTa U
CKEJIETHBIX Majb(opMauuii (Harmpumep, pacilieliiHa TPyJHON KIETKH) YBEIMYUBAIACh IPU
NpUMEeHeHHH 3BepoauMyca B go3ax 0,3 u 0,9 mr/kr. YV KpoJHMKOB 3MOPHOTOKCHYHOCTH
NPOSIBIIANIACH YBEJIMYEHHUEM YaCTOTHI MO3AHEH pe30pOLUH 11012 IPU IPUMEHEHUH BepOIMMYyca
B 103e 0,8 mr/kr (9,6 mMr/m?), yro npubnauzurensHo B 1,6 pa3 Bbime 10361 10 M TS B3pOCIIBIX
IIpY MIpUMEHEeHHH 10 nokazanuio COI'A u B 1,3 pa3 Belie cpegHeii 103bl, mpuMeHseMoit mpu TC
U pedpaKTepHOI SMMIENCHM, PACCUYUTAHHON IO IUIOMAAM TMOBEPXHOCTH Tesa. He Obu1o
BBIABJICHO MOOOYHBIX AEHCTBHI Ha SMOPHOH U IUIOJ MPH MPUMEHEHHH 3BEPOJIMMYCa Y CaMIIOB
KpBbIC.

Hccneoosanus y uenosexa

Omnucanel ciTydan BO3/EHCTBUS 3BEpOIIMMYca Ha IUIOA BO BpeMsi OEpeMEHHOCTH B pe3yJIbTare
npyueMa Ipernapara Kak MaTepblo, Tak U OTLOM (OepeMEeHHOCTh Y KEHIIMHBI, SBIABIICHCS
NapTHEPOM IaLMEeHTa, NMPUHUMABLIEro 3Beposiumyc). CooOueHnuil 0 BO3HUKHOBEHUH MOPOKOB
pa3BHUTHUSA IUI0JIa HE 3apETHCTPUPOBAaHO. B HekoTopbIX ciiydasx OGepeMeHHOCTh MpoTekaia Oe3
OCJIO}KHEHHMH U 3aKOHYMIIACh POAAMH 3I0POBBIM ILIO0M 0€3 KaKOM-THOO0 MaTOJIOTHH.

Jlakmauua
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Ceoonas xapakmepucmuxa puckos

He u3BecTHO MpOHMKAET JIM 3BEpPOJIMMYC B IPyAHOE MOJIOKO 4YenoBeka. He 3apeructpupoBano
CJTyyaeB BO3/JCHCTBHUS 3BEPOIMMYCA Ha peOEHKA B MEPHO/] IPYIHOTO BCKApM/IMBAHKS Y YeJIOBEKA.
B uccnenoBanusax y ;KMBOTHBIX 9BEPOIUMYC H/WITH ero MeTabOMThI JIEFKO U OBICTPO MPOHMKAIH
B MOJIOKO KPBIC B KOHLEHTpALUH, B 3,5 pa3a MpeBOCXOAAIIeH KOHLIEHTPALMIO B [U1a3Me KPOBH
matepu. JKeHIIMHAM, MOJYYarollMM 3BEPOJIUMYC, HE CIIeAyeT KOPMHUTH TPYIAbI0 BO BpeMs
TEpaIuy U CITyCTs 2 HeICH MOCIIe IpUeMa MociieIHEH 10351,

ZKenugunol u MysHcuUHbI ¢ COXPAHEHHBIM PEnPOOYKMUBHBIM NOMEHUUATOM

Koumpayenyus

[TaumeHToK ¢ COXpaHEHHBIM PENpPOAYKTHBHBIM MOTEHLMAIOM CJIeyeT MPOUH(OPMUPOBAT, YTO
B MCCJIEJIOBAHUAX Y JKUBOTHBIX OBUIO BBISBICHO HEOIAronpusATHOE BIMSHUE SBEPOJIUMYyCa Ha
pasBuBaromuiicsas Mmioa. IlauumeHTkaM ¢ COXpaHEHHBIM PEMPOAYKTHBHBIM IOTEHLUAIOM,
BEIyLIMM AaKTHBHYIO TIOJIOBYIO JKHM3Hb, HEOOXOJHUMO MPHUMEHSATh HAAeKHBIE CIIOCOOBI
KOHTpALENIUH (IpX MPaBUJIBHOM U JUTUTEIHOM MPHMEHEHHH KOTOPBIX YacTOTAa HACTYILIEHHS
OepeMeHHOCTH cocTaBisieT <1%) BO BpeMs Tepamuu MpernapatoM ¥ MHHUMYM B Te€YeHHE 8
HeJeNb 1nocie ee 3aBepuieHus. IlanpeHTaMm My»KCKOro rnosa, MpUHUMAIOLIMM 3BEPOJIUMYC, He
CllelyeT OTKa3bIBaThCs OT MOMbBITOK 3a4aTHS.

DepmunsHocmsp

Hccneoosanus y socugomHulx

B wuccnenoBaHusAX y JKUBOTHBIX (EepTHIBHOCTE CaMOK He M3MEHSIach, OJHAKO OBLIH
3aperMCTPUPOBAaHbl Cllydad MNpPeUMIUIAHTALMOHHBIX IOTEPb. Y CaMIIOB KpBIC HAOJIIOJAUCH
Mopdosioruueckue U3MeHeHHs B SUYKaX MpH MPUMEHEHHH 3Beposiumyca B jo3e 0,5 Mr/kr u
BbILIE, & TAKKE CHI)KEHHE IOJBW)KHOCTH W YMEHBIIEHHE KOJIMYECTBAa CIIEPMATO30MIO0B H
aKTMBHOCTH  TECTOCTEPOHA INPU MPHUMEHEHWU [JO3bl S5 MI/KI, 4YTO COOTBETCTBYET
TepaneBTUYECKON KOHUEHTpauuH (52 Hr*u/ma u 414 Hr*uy/mi COOTBETCTBEHHO B CPABHEHHH C
TepaneBTUYECKON KOHLEeHTpauuel 560 Hr*u/Mi npu MpyUMeHEHUH MpernapaTa y 4eloBeKa B 103€
10 Mr/cyT) ¥ NpPUBOAUT K CHIDKCHHIO (EepTWIBHOCTH y camuoB. HMMewTcs gaHHblE 00
00paTHUMOCTH TaHHOTO 3 heKTa.

Hccneoosanus y uenosexa

Tepanust npenapatom AduuuTop® MOXeT OTPHLATENHHO CKa3aThCsi HA (DEPTHILHOCTH
HaLMEHTOB MYXKCKOTO M )KEHCKOTO MoJa.

V¥ mauueHToK, NPUHMMABLIMX BEPOIUMYC, OTMEYATUCh HEPETryJIAPHBI MEHCTPYaIbHBIN LIUKIL,
BTOPMYHAs aMeHopes W HapylleHHe OajaHca MIOTeHHH3Mpyromero ropmona (JII) wu

Gonnmukynoctumynupytomero ropmona (®CI). V mnauueHTOB My»KCKOro moja Ha (oHe
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NPUMEHCHHs 3BEPOJIMMYCa OTMedYasoch moBeimieHHe akTHBHOCTH PCIT u JII', CHMXKEHHE
AaKTMBHOCTH TECTOCTEPOHA, a300CIIEPMHUSL.

CroCOBb MPUMEHEHUS U JIO3bI

Jlevenne npenapatom Aduuutop® crelyeT NMpoBOAMTH TONBKO MOA HAGMIOJEHHEM Bpaya,
MMEIOLIETO OMBIT paboThl ¢ MPOTUBOOITYXOJIEBBIMH IperapaTaMi WK jiedyeHus nauueHtos ¢ TC.
Ipenapar Adunurop® crieryeT NPUHUMATE BHYTPh OJMH Pa3 B A€Hb eXKeHEBHO B OJHO M TO XKe
Bpems (MPEANOYTHTENFHO YTPOM) TOCTOSHHO HATOLIAK WIIM [OCTOSHHO T[I0C/]e IMpHeMa
HeOOJIBLIOrO KOJMYECTBA IMHINM, He cojepikaieil skupa. TableTku clieqyeT MporiaThiBaTh
LEIMKOM, 3aluBas CTAaKaHOM BOJIbI, UX HEJIb3sl pa3KeBbIBaTh WU APOOUTH. /|1 MalMeHTOB ¢
COTI'A, accounupopanHbiMu ¢ TC, KOTOpBIE HE MOTYT MPOITIOTHTH TaOIETKY LETMKOM, TablIeTKy
npenapata AQuHUTOP® HEMOCPeCTBEHHO TMepesi MPHEMOM MOKHO MOTHOCTBIO PACTBOPHTEH B
cTakaHe BOJIbI (MpuMepHO 30 MJT), OCTOPOKHO MOMEIINBAs COJSPKUMOE CTaKaHYHKa JI0 MOJTHOTO
pacniazeHus tabneTku (nmpuMepHo 7 MuHYT). [ oGecniedeHus mpueMa MOJHOM 03I ClIEAYET
eme pa3 HabpaTh B CTaKaHYMK TakKoi ke 00beM BOIbI (MpuMepHO 30 MII), CMBITb CO CTEHOK
OCTaBIIMECS YACTHLIBI NPenapaTa v BBIIUTH MOJYYUBLIMICS PacTBOP.

Jleuenue npenapaTom MPOBOAT JI0 TeX IMOP, MOKa COXpaHAeTCs KINHUYecKas 3G heKTUBHOCTE U
HET MPU3HAKOB HEMEPEHOCUMOM TOKCUYHOCTH.

Cmena nexapcmesennoii popmul npenapama Agunumop®

Henp3s xomMOuHupoOBaTh pasHble JieKapcTBeHHble (OpMBI  mpenapara (TaONeTKM U
JMCIIEprupyemMble  TaONeTKH) JUld  JOCTIDKEHHMs HeoOXomammoit 1o3el.  Crieayer Bceraa
UCIIOJIb30BATh OJHY M Ty >K€ JIEKApCTBEHHYIO (GOpPMYy B COOTBETCTBHH C IIOKAa3aHHEM K
[IPUMEHEHHIO.

IIpu cmene nexkapcTBeHHOM (opMbl (TonbkO Juis manueHToB ¢ COI'A, accOLMUPOBAHHBIMU C
TC) cnemyer noxbupate 103y mpenapara, MakCHMalbHO OJNM3KYIO K MpPUMEHSEMOH paHee.
CrenyeT npokOHTPOIUpoBaTh Cmin 3BEpOIUMYca MPUOTH3UTEIBHO Yepe3 | Wi 2 Helenu nocie
CMEHBI JIEKAPCTBEHHO (HOPMBI.

IIponyck 00361

B ciyyae npormycka npuema o4yepeiHOM 1035l IIpenapara, €e MOXKHO NPUHATH B TEUEHHE 6 4acoB
0CJIe 3alIAHUPOBAHHOIO BPEMEHH, 10 UCTEYEHUHU 6 4acoB MOC/e 3allIaHMPOBaHHOTO BPEMEHH
no3y cneayetr mnpomycturs. Ha cnemyrommit neHp 103y mpemapara ciefyeT MPUHATH B
3arlaHupoBaHHoe BpeMs. HempomycTtum npuem BOiHO# 10361 Mpenapata ¢ UeJbI0 BOCIIOTHEHHS
MPOITYILIEHHOMA.

PacnipocTpaHeHHBIN W/WIM METACTATUYECKUH [10YE€YHO-KJIETOYHbIH pak npu_HedhHEeKTUBHOCTH

AHTUAHTHOTE€HHOW Tepanuu; paclpOoCTpaHEHHbIE W/WIM METACTATHYECKUE HENPO3HAOKPUHHEIE
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OITYXOJIHU JKECITYIOYHO-KUIIEYHOI'O TpakTa, JIETKOT'O " I10JKETYIOYHOM KCJIE3bI,

FOQMOHOSaBHCI/IMBIﬁ pPacrpoCTPaHEHHbIA paK MOJIOYHOM eJIe3bl, aHTHOMMOJIMIIOMA IMOYKH, HE

Tpedyrouas HeMeIJIEHHOTO XUPYPrUYECKOr0 BMEILIATEILCTBA, YV MNALMEHTOB C TYOEepO3HBIM

CKJIEPO30M

Pekomenyemas 1o3a npenapara Aguuutop® coctapnsier 10 MI OMH pa3 B CYTKH.

Cy0sneHauMalTbHbIE THTAHTOKJIETOYHBIE aCTPOLIMTOMBI, _aCCOLIMMPOBAHHBIE ¢ TYOEpPO3HBIM

CKJIEPO30M. y MAlMEHTOB B BO3pacTe crapmie 3-X JIeT INPU HEBO3MOXKHOCTH BBIIOIHEHUS

XUPYPruyecKoil pe3eKIMU OMyXOJIH

Jlosy npenapata A¢uuutop® mns neuenus maumentoB ¢ COI'A, accoummpoBarHbsiMu ¢ TC,
OMpEeAe/ISAIOT UCXOJA W3 IJIOmanAu moBepxHocTH Tena (BSA, m?), paccunranHoii mo ¢dopmyne
Jro0ya.
Havanenas 0oza npenapama Adunumop® u yenesas Cmin 26eponumyca 8 Kposu y nayuenmos c
COI'A, accoyuuposanuvimu ¢ TC
PekomeHjtyemas HadasibHas j03a npenapata Adunutop® n1s nevenus maumuentoB ¢ COTA,
cocrapnsieT 4,5 Mr/mM?, OKpyrieHHas 10 Oiwkaiwedl 103upoBku npenapata Aduautop®.
Ta6nerkn npenapata Adunutop® pasIMUHBIX [03MPOBOK OIHOH JIeKAPCTBEHHON (HOPMBI
(TabneTkn MMM AWCHEprupyemble TaOJNeTKM) MOXHO KOMOMHHMPOBAaTh JUIA  [OJIYyYEHHs
HeoOXOIMMOM /103bl, OJHAKO KOMOHMHUpPOBATH pa3Hble JIeKapCTBEHHbIE (OPMBI Ipernapara
Adunutop® ¢ 5T0i LEeMBIO Heb31.
Konmponv konyenmpayuu seeponumyca 6 kposu
V  manMeHTOB, NOMYYarOIIMX TEpamuio sBepoinumycoM Mo mooxy CDOTA,  ciemyer
KOHTPOIMPOBaTh Cmin 9BeposiuMyca B KpoBU. Onpenensite Cmin 9BEpOIMMYCa B KPOBH ClIEAYET
4epe3 1-2 Helenn nocsie Havyana Tepanuu Wuin mo6oi KoppeKuuu 103bl. J[03y KOPPEKTHPYIOT
Jutd noaaep kanus LeneBoi Cmin 9BEepoaMMyca B KPOBH B IMana3oHe 5-15 Hr/MiL.
IToobop 00361
JIns onTHManbHOro KJIMHMYECKOro OTBETa 103y Mpernaparta cieayeT noa0upaTh HHAMBUIYAIbHO,
yBenuuuBas Ha 2,5 Mr Juid JocTkeHMs wHeneBod Cmin 3Beponumyca B KpoBu. Ilpu
MJIAaHMPOBaHMK 10AOOpa J103bl CJeAyeT MNPUHUMAaTh BO BHUMaHHe 3(P(HEKTUBHOCTH M
0e30MacHOCTE  MPOBOAMMOrO JICYEHHUS, OJHOBPEMEHHO MPOBOJMMYIO MeEIMKAMEHTO3HYIO
TEPAnHIo U TeKYILyr0 Cmin 3BepoMMyca B KpoBU. HAMBUAYaNbHBIH 000D 1036l MOXKET OBITH
MIPOBEJECH UCXOS U3 CIIEAYIOLIei HOopMyIIbL:

Ho8as 003a 36eponumyca = npumensiemasn 003a * (yenesas Cmin/ mexywasn Cmin 36eponumyca)
Hanpumep, npumensemasi 103a mnpernapara, pacCYMTaHHas MCXOJA M3 IUIOLIAAU [OBEPXHOCTH

T€Jla, B HACTOALIEE BPEMs COCTABJIACT 2,5 MTI, Chmin 3BEPOJIMMYyCa B KpPOBU B PAaBHOBECHOM

11/37



COCTOSHUM cocTaBiseT 4 Hr/mi. JIna goctikeHus ueneBoil Cmin 9BEpOJIMMYyca B KpPOBH,
COCTABIIAIOWIECH >5HI/MJI, Hampumep, 8 HI/MJ, HOBas CKOPPEKTHPOBAaHHAs [103a Mperapara
JI0JKHA COCTABJIATE 5 MI (MPUMEHsieMas CyTOYHas Jo03a 2,5 Mr, yBeiudeHHas Ha 2,5 mr). [Tocie
KOPPEKLUH 03Bl CIEAYET ONpeneauTb Cmin B KPOBHU Yepe3 1-2 Heaenu.

Honzocpounwiii koHmpons 003vl

V naumentoB ¢ COI'A, accounnpoBannbiMU ¢ TC, 06beM OmMyXoiu cieayeT U3MEpPUTh Yepes 3
Mecsla Tocie Havasa Tepanuy npenapatom Adunutop® ¢ mociaeyiomeii Koppekuueil 1036l ¢
YYETOM H3MEeHeHUs oObeMa omyxoiu Ha (oHe nedeHus, Cmin IBEpONMMyca B KPOBH H
WHMBU/1yaIbHOM NEPEeHOCUMOCTH Ipernapara.

[Tocne pocTxenus crabumbHOM m03bl mpemaparta npu COIA, accouuupoBanHeiMu ¢ TC,
ClieyeT KOHTPOJUpPOBaTh Cmin 9BEPOMMYCa B KPOBH Ha NMPOTSHKEHUH BCEr0 CpOKa JIeYeHHUS
KaX/1ple 3-6 MeCAlEB y MalMEeHTOB ¢ MEHSIOMEHCs MITOMIA/bI0 MOBEPXHOCTH Te/la U KaxIble 6-
12 mMecsAuUeB y MaLMEHTOB ¢ HEN3MEHHOM IUIOLIA/BIO MOBEPXHOCTH TEJIa.

Pexomenoayuu no koppexyuu 0osv npenapama Agunumop® npu passumuu HesxceramenvHvix
peaxkyuil

Koppekuus TskensIX W/HIH TPYJHONEPEHOCHMBIX HEKeTaTeNIbHBIX JIEKAPCTBEHHBIX peaKiuii
(HJIP) mosxeT noTpe6oBaTh BpeMEHHOI0 MpepbIBaHUs Tepanuu c¢/0e3 yMeHblueHus 1036l Eciu
TpeOyeTcs CHMKEHHME J103bI Tperapara, peKOMEeHI0BAaHO MPHUMEHSTh 103y MPUOIM3UTEILHO Ha
50% wmenpiie npeapiaymeid. B tabmuue 1 oTpaxkeHbl peKOMEHJALMH MO KOPPEKLUH JI03bI
nperapata npu paseutiu HJIP. V nauwenTtos, nomydarommx npenapat Adunutop® B
HaMMEHBIIEH OCTYIIHOW [03UpPOBKE, NajbHelllee CHWKEHHE 03bl MpPU HEOOXOAMMOCTH
BO3MOXKHO IIpH IIpUEME IIpernapara 4Yepe3 AeHb. [aKTHKa BEACHUs MalHEHTa JI0JDKHA
OCHOBBIBATHCS HA MHAMBH/YaJIbHOH OLIEHKE IMOJIb3Bl M PUCKA C YUETOM OCOOCHHOCTEM KaXKI0ro
NaLyeHTa.

Ta6.'zuua 1. Pexomem)auuu no _Koppexyuu 00301 npenapama Ad)uuumop‘g npu_passumuu
HedceNamelbHblX peakyuil

HexenareabHas Crenenb TaxecTH! PexoMeHIanmHHd N0 H3MEHEHHIO J03bI

peakunusi H KOppeKIHH HeKeIaTeJIbHBIX
fAIBJICHH H

Heundexuuonnsrnii | Crenens 1 Koppekuuu 10361 He TpeOyeTes.

ITHEBMOHUT Cy6xnnHuveckuii, otaensHble | KOHTPONb cocTOAHMS.

IMpHU3HaKKU WX  CHMIITOMBI;
BMEIIATCJILCTBO HE IMTOKa3aHO

Crenens 2 PaccMoTpeTs BO3MOXKHOCTH TpepbIBaHUSA
IIposBnsromumiics TepanuH, HCKIIOYEHUE HH(QEKUHOHHOIO
KJIMHHYECKH; MI0Ka3aHo | Mpolecca, npu HEOOXO0AUMOCTH
BMEILATE/ILCTBO; OrPaHHMYEHHE | pACCMOTPETh BO3MOXKHOCTH IPUMEHEHHUS
ObITOBOI €XKEIHEBHOMN | ITIFOKOKOPTUKOCTEPOU/IOB /10 CHIDKEHHS
aKTHBHOCTHU CTENEHU TSHKECTH CHUMNOTOMOB 10 1
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CTEIEHHU.
Bo3o6HoBIEHHE Tepanmuu B CHIDKEHHOMN
no3e.

[IpekpameHne Tepanuu, €Cau CHWKEHUSA
CTENEHH TSHKECTH CHUMNTOMOB 10 |
CTENEHW HE HACTYNWJIO B TeyeHue 4
HeJeb.

Crenens 3

Tsoxenbie CHUMIITOMBI;
OTpaHUYEHHE CMOCOOHOCTH K
€aM000CTy)KUBaHHIO;
MOKa3aHa KUCJIOPOI0TEpaITHs

IIpepriBaHuMe Tepamuu [0 CHUKEHHS
CTENEHU TSKECTH CHUMITOMOB 10 1
CTENEHU, HCKITIOUEHHEe WHPEKIHOHHOTO
npotecca, npu HEOOXOAUMOCTH
IPUMEHEHHUE ITIOKOKOPTUKOCTEPOUIOB.
PaccmotpeTh BO3MOKHOCTb
BO300HOBJICHHS TEPANUK B CHIDKEHHOM
Jo3e.

[Ipy MOBTOPHOM pa3BUTHH CUMITOMOB 3
CTENEHU — pPACCMOTPETh BO3MOXKHOCTB
NPEKPALICHUS TEPAITUH.

Crenens 4 [IpekpaiieHrue Tepanuu, HCKIIIOYSHUE
Xusneyrpoxaromas MH(}EKIHOHHOTO npoiecca, pu
JbIXaTesbHas HEOOX0JUMOCTHU NpUMEHEeHHe
HEJI0CTATOYHOCTh;  I0KAa3aHO | MIIOKOKOPTHKOCTEPOUIOB.
OKCTPEHHOE  BMELIATebCTBO
(HampuMmep, TpaxeoTOMHUS WU
UHTYOAaLus)

Cromatur Crenens | Koppekuuu 10361 He TpeOyeTes.

CyOKJIMHHYECKHE CHMIITOMBI,
3R 058 CUMITTOMBI JIETKOM
CTEIEeHU;, BMEIIATEJILCTBO HE
MOKa3aHo

[Tonockanue pra OecCUPTOBBIM KU
BoAHO-cosieBbIM  (0,9%)  pacTBOpoM
HECKOJIBKO pa3 B JICHb.

Crenens 2

YMepeHHbIe GoseBbIe
OLIYyLIEHM, He
NPENsTCTBYIOIUE npuemy

IMUIIH; TI0Ka3aHa CriClHaJIbHasA
JUCTa

[IpepbiBaHHEe Tepamuu [0 CHHKEHHSA
CTEMEHH TSHKECTH CHMITOMOB J0 1
CTEIeHH.

Bo300HOB/IEHHE Tepanuu TMpenaparom
Adunutop® B npeskHeit 103e.

IIpn MOBTOPHOM pa3BUTUH CHMIITOMOB

CTOMAaTUTa 2 CTENEHU — TNpephIBaHHe
Tepanuu 10 CHWKEHUS CTETeHH TKECTH
CHUMIITOMOB bi (e} | CTEIEHMU.

Bo306HOBIEHHE Tepanuu B CHUKEHHOI
no3e.

JleyeHue aHaIBreTHMKAMU I MECTHOIO
NpUMEHEHUs (HampuMep, OeH30KauH,
OyTHII-aMUHOOEH30aT, TeTpakanHa
THIPOXJIOPU, MEHTON WK GeHon) c/0e3
[IFOKOKOPTUKOCTEPOHM/IOB U1 MECTHOTO
TIPUMEHEHHS".

CreneHs 3

Tsixenble 60eBbIe OLIYIIEHUS,
MPETATCTBYIOIINE npueMy
905000051

IIpepeiBaHMEe Tepamuu [0 CHHXKCHHSA
CTENEHU TSHKECTH CHUMNTOMOB 10 |
CTEMNEHH.

Bo300HOBIEHHE Tepanmuu B CHWKEHHOM
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nose.
Jleyenune aHaIbreTUKaMU IS MECTHOTO
npuMeHeHus (HanpuMep, OeH30KaWH,

OyTHII-aMHHOOEH30aT, TeTpakauHa
THIPOXJIOPUA, MEHTON WU ¢eHou) c/0e3
[IIOKOKOPTUKOCTEPOUIaMH JUTst
MECTHOTO NPUMEHEHHUS’,
Crenens 4 [IpexpammeHue Tepanuu, JIeYeHUue
XKusneyrpoxaromue CTOMaTHUTa COOTBETCTBYIOLIMMHU
HIOCJIE/ICTBHS, MOKA3aHO | METO/IaMH.

SKCTPEHHOC BMCIIATE/ILCTBO

Hpyras HE
reMaToJIorMyecKas

TOKCUYHOCTh
(uckroyas
MeTaboIuYecKre
HapyLIEHUS )

Crenens 1

Koppekumu 1031 He TpeOyercs mpu
MIEPEHOCHUMOCTH  CUMINTOMOB. JleueHue
COOTBETCTBYIOLIUMH MeTO/1aMU u
KOHTPOJIb COCTOSTHHUSL.

CrerneHs 2

Koppekimu 1031 He TpebyeTcs mpu
[EPEHOCUMOCTH  CUMIITOMOB. JleyeHue
COOTBETCTBYIOIIUMU METO1aMH U
KOHTPOJIb COCTOSIHUSI.

IIpy HenepeHOCHMMOCTH CHMITOMOB —
NPEPbIBAHUE TEpanuu [0 CHHXKEHHUS
CTENEHHU TSKECTHU CHUMOTOMOB [0 1
CTEMNEHHU.

Bo3o6HOBeHHe Tepanmuu B MpeskHel
J03€.

IIpy MOBTOPHOM pa3BUTHU CUMIITOMOB 2
CTENEHU - [IPEpPBIBAHUE TEpamuu M0
CHW)KEHHUS CTENEHU TSKECTU CUMIITOMOB
no 1 crenenu. Bo3oOHOBneHHEe Tepanuu
B CHWDKEHHOM J103€.

Cremness 3

IlpepblBaHMe Tepanmuu /0 CHIDKCHHS
CTEMEHH TSKECTH CHMITOMOB 10 |
cTenenyu. JleueHHe COOTBETCTBYIOUINMH
METO/IaMU ¥ KOHTPOJIb COCTOSHHS.
PaccMoTpeTs BO3MOKHOCT
BO300HOBJIEHHs TEpanu{ MpernapaToM
Adunurop® B cCHIDKEHHOI /103€.

IIpy MOBTOPHOM Pa3BUTHH CHMIITOMOB 3
CTEMeHH — PacCMOTPETh BO3MOKHOCTB
MpeKpaIeHns Teparnumy.

Crenens 4

l'IperameHne TEpaluu, JICYCHHUEC
COOTBETCTBYKOIIHUMH METOIAMH.

Metabonudeckue
HapylIeHUS
(Hanpumep,
TUIEPIIIUKEMUS,
JIUCITUITAIEMHUS)

Crenens |

Koppekuun  mo3el  He — TpeOyercs.
JleyeHHe COOTBETCTBYIOIIUMH METOJAMH
U KOHTPOJIb COCTOSIHHSL.

CreneHs 2

Koppekumn  103sl  He  TpeOyercs.
JleueHHe COOTBETCTBYIOIIUMH METOAAMH
U KOHTPOJIb COCTOSTHHUSI.
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Crenens 3

[IpepeiBanue Tepanuu. Bo3oOHoBIEeHHE
Tepanuu B CHHOKEHHOM J103e.

JleyeHne COOTBETCTBYIOIIUMU METOAAMH
U KOHTPOJIb COCTOSIHUS.

Crenens 4 [Ipexpamenue Tepanuu, JIeYeHue
COOTBETCTBYIOIUMH METOIAMH.
Tpomboumronenus | Crenens 1 Koppekuuu 10361 He TpeOyeTes.
(yMeHbLIEHHE (SHI'H  (amxHS1  rpaHuua
KOJINYECTBA HOpMBI) - 75000/mm3; <HT'H —
TPOMOOILIHTOB) 75,0 x 10%/m)
CreneHs 2 [IpepriBaHUEe Tepanmuud [0 CHHDKEHHSA
(<75000-50000/mm?; 75,0-50,0 | cTereHH TSKECTH CHUMITOMOB 10 |
x 10°/m) CTEMNEHH.
Bo3oOHOBIeHHe Tepamuu B MpeKHE#H
J03e.
Crenens 3 [IpepsiBaHuEe Tepanmuu 1T0 CHUXKEHHS
(<50000-25000/mm?; 50,0-25,0 | cTerneHy TSHKECTH CHUMITOMOB 10 |
x 10°/m) CTEMNeHN.
1005 Bo300HOB/IEHHE Tepanuu B CHHKEHHOM
Crenens 4 Jo3e.
(<25000/mm?; <25,0 x 10°/m)
Heitrponenus Crenens | Koppexkuuu 10361 He TpeOyeTces.
(YMeHbIIEHHE (<HI'H-1500/mm?; <HI'H-1,5 x
KOJIMYEeCTBa 10%/m)
HEUTpOoIIOB) WIn
Crenenp 2
(<1500-1000/mm3;  1,5-1,0 x
10%/mm)
Crenens 3 [IpeprpiBaHUe Tepanuud 0 CHUXKEHHS
(<1000-500/mm*;  1,0-0,5 X | cTemeHM TSHKECTHU CHUMIOTOMOB [0 2
10%/m) CTEMeHH.
Bo306HOBeHHe Tepanuu B IpexHei
J103e€.
Crenens 4 [IpeppiBaHre TeEpanmuu 10 CHHDKEHHS
(<500/mm3; <0,5 x 10%/m) CTENEHU TSDKECTH CHUMIITOMOB 10 2
CTEIEeHH.
Bo300HOBNIEHHE Tepanmuu B CHHKEHHOM
Ji03e.
DebpupHas Crernens 3 [IpepbiBaHUE Tepamuu [0 CHIDKEHUS
HEHUTpONEeHUs (AYH (abconmoTHOE YHCIO | CTEMEHH TSOKECTH CHMIITOMOB 10 2

HerTpodunos) <1000/mm® mpu
OJIHOKPaTHOM NOBBILICHUH
Temrnepatypbl Tena >38,3 °C
WIH TpU  NPOJODKUTETHHOM
MOBBIIICHUH TEeMIIePaTypbl
Tena >38 °C, coxpaHsromeMcs
Gosee 1 yaca

CTEIEHH U OTCYTCTBHS JIUXOPATKH.
Bo306HOB/IEHHE Tepanuu B CHWKEHHOM
nose.

Crenens 4
JXKusneyrpoxkaronye

[IpekpaleHue Tepanuu.
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MOCJICACTBUA, I[MOKa3aHoO
SKCTPEHHOC BMEIIATEIILCTBO

' CreneHu TskecTH: | = MHHUMAIbHBIE CHMIITOMBI, 2 = yMEPEHHBIE CHUMIITOMBI, 3 =
BBIPOKEHHBIE CUMITOMBI; 4 = JKU3HEYTpOXKaIoUIUe CUMNTOMBI. OlLiEeHOYHAs IIKaja OCHOBaHA Ha
pekoMeHoBaHHbIX ~ HaumonameHeiM — uHCTUTYTOM — OHkonmormu  CIIIA  crangapTHBIX
TEPMHUHOJIOTHYECKHX KPUTEPHAX OLEHKH HexxenatenpHbIX saBieHuii (NCI CTCAE v4.03)

> Ecnm  TpeGyercs CHIDKGHHME 03Bl Tperapara, pPEKOMEHIYETcs TPUMEHATh 03y
npuoIM3uTeNbHO Ha 50% MeHbIIe Mpeablayeii.

* MsberaTb npUMEHEHHsA IPeNaparToB, COAEPXKALIMX CIHUPT, MEPEKHCh BOAOPOAA, HOA M
NpOU3BO/IHbIE 4aOpeua (THMbSHA) B JIEYEHUH CTOMATUTa (MOTYT MPOBOLIMPOBATH YCHJIEHHE
HU3bA3BJICHHUS CIIM3UCTON POTOBOMA MMOJIOCTH).

Oonospemennas mepanus ymepennovimu uneubumopamu uzopepmenma CYP3A4 wnu P-I'TI
Cnenyer cobmroaath OCTOPOXKHOCTb, B CIIy4ae €CIH HEBO3MOXKHO HM30€XaTh COBMECTHOIO
npuMeHeHns rpenapata Adunutop® M ymepeHHbiX uHru6uropoB CYP3A4 wm P-TTL

PacnipocTpaHeHHBINM W/WIM METACTATUYECKUN [10YE€YHO-KIETOYHBIH pak npu HedhdHEKTUBHOCTH

AHTUAHTMOIEeHHOW Tepanuu: pacupoCTPaHEHHBIC W/WJIN METAaCTATHYECKHUE HEUPOIHIOKPUHHBIE

OITYXOJIN JKEITYAOYHO-KHIICYHOI'O TpakTa, JICTKOTI'O H 1OJKETYA0YHOMN JKCJIC3bI,

TOPMOHO3aBUCHUMBIN PacIpOCTPAHEHHBINH pak MOJIOYHOM JKeJIe3bl, AHTHOMHOIUIIOMA MOYKH, HEC

Tpedyromas HeMeVIEHHOTO XHUPYPrHYecKOro BMENIATEIbLCTBA, V TAIMEHTOB C TYOEPO3HBIM

CKJICPO30M

Ecnu manmentaM 1okasaHo OJHOBpPEMEHHOE NpHMEHEHHEe IpenaparoB, KOTOPHIE SBISIOTCS
ymepenHbiMu uHruOHTOpamMu CYP3A4 wmu P-I'TI, nosa npenapata Adunurop® B GonbmIMHCTBE
ClyyaeB JIO/KHA OBITH CHIDKEHA 10 5 MTI WM 2,5 Mr B CyTKH. OJHAKO TOYHbIE KIMHMYECKUE
JIaHHBIE [0 KOPPEKTHPOBKE 03kl OTCYTCTBYIOT, PEKOMEHIyeMas KOpPpPEeKLHMs 03Bl MOMKET
BapbUpPOBaTh y OTACIBHBIX TpPYyNI [alUEHTOB, TII03TOMY PEKOMEHIYEeTCs MpOBeICHHE
TLIATEJILHOIO JIEKAPCTBEHHOT0 MOHUTOPUHIA € L€ CBOEBPEMEHHOT'O BBISBJICHHS BO3MOXKHBIX
no6ouHbIX 3¢dekToB. B ciydae mpekpaiieHHs OJHOBPEMEHHOTO MPUMEHEHHS YMEPEHHBIX
uHru6uTopo CYP3A4 unu P-I'TI, cnenyer y4uThiBaTh MPOJOJDKHTENBLHOCTE «OTMBIBOYHOIOY
MIEPUO/IA MPENaparoB, KOTOPBIM B CPEHEM COCTABISET OT 2 A0 3 JHEei, nepea BO30OHOBIEHHEM
npuMeHeHus npenapara Agunutop® B 103€, MPHUMEHAEMOi HCXOHO, 0 Hayana COBMECTHOTO
npuMeHeHus nperiapata Adunutop® M ymepeHHsIX HHruburopoB CYP3A4 wm P-TITL

Cy63HCHgHMaﬂbele THTAaHTOKJIETOYHBIE aCTPOLMTOMBI, aCCOLMUPOBAHHBIC C Iy6eQO3HbIM

CKJIEPO30M. V TMAIMEHTOB B BO3pacTe cTapiie 3-X JIET INPU HEBO3MOXKHOCTH BBIIOTHEHUS

XUPYPrUYECKON pPe3eKLIMH OIYyXOJIU

Ecnun nmaumeHTam mnokasaHo OHOBPEMEHHOE€ MNPUMEHEHHUE IIpE€napaToB, KOTOPBIC SBJIAIOTCA

ymepeHHbiMH uHru6uTopamu CYP3A4 unu P-I'TI, no3a npenapara Adunutop® B GO/BIIHHCTBE
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Clly4aeB JI0JKHA ObITh CHiDkeHa Ha 50%. IIpu BO3HUKHOBEHHH MOOOYHBIX 3(P(HEKTOB MOXKET
noTpeboBaThCs IOMOIHUTENBHOE CHIDKeHHe 103bl. Cremyer omnpenenuts Cmin 3BepoUMyca B
KPOBM IO MeHbLIEH Mepe 4Yepe3 | Heaenqro mocie Havala OJHOBPEMEHHOTO MPUMEHEHHS
ymepeHHoro unruburopa uzopepmenta CYP3A4 wmm P-I'TI. [lpu ormeHe OmHOBpeMEHHO
NPUMEHAeMBIX HHIHONTOpoB M3odepmenta CYP3A4 wiu P-I'TI no3y npenapata Adunutop®
CJIE[lyeT BEPHYTh K MCXO/HOM nocie 2-3 aHel «OTMBIBOYHOrO» MEPHOA W, IO MEHBIIEH Mepe,
gepe3 | Hezmemo onpenenuTb Cmin 9BEPOIUMYCa B KPOBH.

IIpumenenue oonospemenno c mowHvimu undykmopamu uzogpepmenma CYP3A4

HecmoTps Ha TO, 4TO OJHOBPEMEHHOrO NMPUMEHEHMs Mpernapara ¢ MOLIHBIMH HHIYKTOpaMH
creayeT u3beraTb, MIMEIOTCS JaHHBIE 110 KOPPEKLMH pexkuMa J03MpOBaHus Mpernapara B Cliydae,
€CJIM HEBO3MOKHO M30eKaTh 0/THOBPEMEHHOr0 NpHeMa IpernapaTos.

PacrnipocTpaHeHHBIH W/WIH MeTACTATHYECKUI [M0YE€YHO-KJIETOYHBIH pak npu HedhdHEeKTUBHOCTH

AHTUAHTMOT€HHOW Teparnuu; pacrpoCTpaHEHHbIE M/HIM METACTATHYECKHE HEMPOIHIAOKPHHHEBIE

OITYyXOJIHU KEJTYAOYHO-KHUIICYHOT'O TpakTa, JICTKOT'O )4 10JKETYI0YHOMN JKCJIC3bI,

TOPMOHO3aBUCHUMbIN PACPOCTPAHEHHBINH paK MOJIOYHOH jKeJe3bl. aHTMOMHMOJIUIIOMA [MOYKH, HE

Tpedyromas HEeMEUIEHHOTO XHUPYPrU4ecKOro BMEIIATE/ILCTBA, YV MALMEHTOB ¢ TYOEpPO3HBIM

CKJICPO30OM

[lpu npumenenun npenapata AduauTop® OJHOBPEMEHHO C MOIIHBIMH HHIYKTOPAMH
n3opepmenta CYP3A4 Ha ocHOBaHMM (hapMaKOKHMHETHUYECKHX AAHHBIX MOXET MOTpeOOBaThCS
YBEJIMYEHUE CYTOYHOM 03Bl B 2 pa3a ¢ maroM B 5 Mr wid MeHbiue. [Ipenmnonaraercs, 4To mpu
YKa3aHHOM M3MeHeHHH 1036l npenapata Aduaurop® 3nauenne AUC 6yneT cOOTBETCTBOBATH
AUC, nabmonaemomy 6e3 mpuema UHIYKTOPOB M30(epMeHTa, OHAKO KIMHUYECKUE NaHHBIE C
MOI00HBIM W3MEHEHUEM JI03bl Y MAlMEeHTOB, MOIYYalOIKUX MOIIHBIE HHAYKTOPBI H30(epMeHTa
CYP3A4, oTCyTCTBYIOT.

IIpu mpexpameHun nmpueMa MouiHoro uHaykropa uzopepmenrta CYP3A4 crenyer obecnieyuTh
3-5 nHeil «OTMBIBOYHOrO» Iepuoja (aaeKBaTHBIA MEpUOJ IS 3HAYUTEIBHOTO CHIKEHHS
MHIYKLIMK U30(hEpMEHTA), 110 CHIKEHHS 103b1 npenapaTta AQuauTop® K HCXO/IHO# J03€.

CY63ﬂ€HgHMa.HBHbIC TATAaHTOKJIETOYHBIE aCTPOLIMTOMBIL, aCCOLMHUPOBAHHBIE C !y6e[203HbIM

CKJIEPO30M, V TMAUMEHTOB B BO3pacTe cTapuie 3-X JeT IPH HEBO3MOXKHOCTH BBINOJHEHHUS

XUPYPrUYECKON pe3eKIUU OMYX0JIU

e [lpu mpumeHenuu mnpenapata ApuHUTOP® OTHOBPEMEHHO ¢ MOIIHBIMH HHIYKTOPAMH
uzoepmenta CYP3A4 (HampuMep, MPOTHBOSIMIENITHYECKUMH IIperapaTaMy, TaKUMH Kak
kapbamasenuH, GpeHobapOuTa, GEeHUTONH) MOXKET MOTPeOOBAThCS YBETMYEHHE HAYAIbHOM 10361

npenapata AduauTop® 1715 TOCTHIKEHNS TepaneBTHYECKO KOHLEHTPAHH 5-15 Hr/MiT; ciemyer
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YBENMYUTh CYTOUHYIO 103y mpenapata Aduuutop® B 2 pa3a M OLEHHTH MePEHOCHMOCTB
nevenns. [IpubnusurensHo yepes 2 Hesienu cneayeT u3Meputh Cmin 9BepoauMyca B kposu. [pu
HEOOXOMMOCTH ClIelyeT CKOPPEeKTHpOBaTh 03y mpenapata Aduuutop® Ha 2,5 Mr s
JAOCTHIKEHHMA TEepaneBTUYECKOM KOHUeHTpauuu 5-15 wr/ma. Ilpm npekpaumeHud mnpuema
MomHoro uHaykropa uzohepmenta CYP3A4 o3y npenapara Adunutop® cieayer BepHYTh K
MCXO/IHO# mocne 3-5 [HeH «OTMBIBOYHOTO» IEpHOJa, W MPUOJIU3UTENBHO 4Yepe3 2 HelelH
u3MepUTh Crmin 9BEPOIMMYCa B KPOBH.

e Ilpu nobGaBneHMM K TepanmuM O3BEpPOJIMMYCOM MOLIHOTO HHAYKTOpa H30(pepMeHTa
CYP3A4 mosxer noTpeGoBarbes yBenndeHHwe 03bl mpenapata Aduautop®. o3y criemyer
YBEJIMYUTh B 2 pa3a U OLEHHUThb MEPEHOCUMOCTh Tepamuu. [IpuOau3uTenbHO Yepes 2 Hemenu
Noc/e yABaWBaHHMs J103bl clieayeT onpelaeutbh Crin 3Beponumyca B kpoBu. Jlamee mpu
HEOOXOIMMOCTH 03y CJIeZyeT KOPPeKTHpOBaTh Ha 2,5 Mr ld mojiepxaHus 1eneBo Cumin
9BEpOJIMMYCa B KPOBH.

e JloGanenne eme OAHOrO MoOIIHOro HHAykTopa wu3odepmenta CYP3A4 k yxke
MPOBOAMMOIl OJHOBPEMEHHOH Tepanuu mnpenapatoM AGuHUTOP® M MOUIHBIM HHIYKTOPOM
uzopepmenta CYP3A4 MoxeT He moTpebOBaTh JOMOMHUTEIBHON KOPPEKLMH 03bI Npenapara
Adunnrop®. TlpuGnusuTeNnbHO Yepes 2 HeNENM Mocie A00ABIECHHS elle OJHOTO MOLIHOTO
unaykropa usopepmenta CYP3A4 cnenyer onpenenuts Cmin 3BeposiiMyca B KPOBH M IPH
HEOOXOZMMOCTH /103y CJIeyeT M3MEHUTh Ha 2,5 Mr Juid nomiepkaHus w1eiaeBoil Cmin
3BEpPOJIMMYCa B KPOBH.

e OrmeHa TepanuM OJHUM W3 HECKOJIBKUX MOIIHBIX MHAYKTOPOB u3odepmenta CYP3A4,
MPUMEHSIEMBIX ~ OJHOBPEMEHHO ¢ mpenapatoM Adunutop®, MokeT He mnoTpeGoBaTh
JIOTIOJIHUTEIbHON  KOppeKuMn 1036l mpenapata  Aduuutop®. Cremyer onpemenuts Coin
3BEPOJIMMYCa B KPOBH MPHOIM3UTENBHO Yepe3 2 HeJIeNu IMOoclie MPeKpalleHus 0JHOBPEMEHHOM
TEpanuu OJHUM M3 HECKOJbKMX MOLIHBIX MHAYKTOpoB H30pepmeHTa CYP3A4. Ilpu oTmeHe
BCEX OJIHOBPEMEHHO IPHMEHAEMBIX MOIIHBIX HHAYKTOpoB u3odepmenta CYP3A4 mosy
npenapata Adunurop® creyeT BepHyTh K HCXO/IHO# mocsie 3-5 Heil «OTMBIBOYHOTO» MepHOa,
H IPUOJIM3UTENIBHO Yepe3 2 HeslenH onpeaenuTh Cmin 3BEpOIUMYCa B KPOBU.

Iayuenmer 6 6o3pacme <18 nem

Ipenapar Adunutop® He MokasaH I JeYeHHs OHKOIOTMYECKHMX 3a00JeBaHMl y AeTell W
MOJIPOCTKOB.

Ipeniapar Adunurop® He nokasaH [/ist JeuyeHHs JeTeil M MOJPOCTKOB C AHTHOMHOJIMIIOMON

TMOYKH, accouurpoBanHoii ¢ TC.
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Ipenapar Adunurtop® B TabeTkax He MokasaH uis JedeHus aeteii ¢ COTA B BO3pacTe <3 Jer.
Jl1s neveHus NMAUMEHTOB NAHHOM KaTeropHu CieAyeT MpUMeHATh mpenapat Adunutop® B
bopme aucieprupyeMeiX TabIETOK.

[lpn neyennn COI'A y neTeil M MOAPOCTKOB PEKOMEHIOBAHHBIE 03Bl TaKHE K€, KaK JUIs
JIe4eHHs B3pOCIIbIX nauneHToB ¢ COI'A, 3a MCKIIOYEHHEM MALMeHTOB C HAPYIIEHUAMH (DYHKLMH
MEYEHHU.

He pekomenmyercs npumeneHue npenapata Adunutop® y mammentoB <18 mer ¢ COTA u
HapyleHreM GYHKIMHU MeYeHH.

Iayuenmul 6 6o3pacme >65 nem: KOPPEKLMH 03Bl [IpeNapara He TpedyeTcs.

layuenmuor ¢ napywenuamu ynxyuu novex: KOPpeKLIMH J03bI NIPENapara He TpedyeTcs.
Ilayuenmer ¢ Hapywenusmu Gynxkyuu nevenu

[Ipu pacnnpoCTpaHEHHOM W/UIu METACTATHYECKOM IMOYECYHO-KJIIETOYHOM pake WA

METAaCTATUYECKUX HEHPOIHIOKPUHHBIX ONYXOJIAX JKEIYI0YHO-KUIIEYHOrO TpakKTa, JICTKOro "

[IOJDKETYIOYHOM  JKeJie3bl, IPH _TOPMOHO3aBHCHMOM PACIIPOCTPAHEHHOM _paKe MOJIOYHOM

JKEJIE3bl, [IPU aHTUOMUOJIMIIOME NOYKH, accouuupoBaHHoii ¢ TC:

- V nauMeHToB ¢ HapymeHHeM (GYHKIMH NEYeHH JIerKOod CTeleHH TskecTH (kjaace A 1o
knaccuduxanuu Yaina-I1bio) pekomMenyemas 103a COCTaBiseT 7,5 MI B JIEHb.

- V nauMeHToB C HapyuleHHeM (yHKIMH Me4YeHH CpedHel cTeneHu TsxecTd (kiace B mo
knaccupukauuu Yaina-ITeio) pekoMeHayemas 103a COCTAB/IAET 5 MI B J€Hb; MpPU IUIOXOM
MIEPEHOCHMOCTH TperapaTa BO3MOXKHO CHIDKEHUE J103bI 10 2,5 MT B JIEHb.

- ¥ nauueHToB ¢ HapymeHueM QyHKLUUH TedeHH Tshkeloil crenenu (kiace C mo kiaccupuKanuu
Yaiina-Ilero) npenapar He peKoMeHI0BaH. B ciydasx, korja oxugaemas MoJib3a MPEBBIIAET
MOTEHIUAIBHBIA PUCK, BO3MOKEH ITPUEM IBEPOJIUMYCA B MAKCUMAIBHOM 7103€ 2,5 MT B JICHb.

B ciyyae u3sMeHeHMs CTeNEHM TKECTH HapylleHUs (QYHKUMM fedeHH (N0 KiaccH(pUKaluu
Yaiina-I1p10) HEO6XOAUMO MPOBECTH KOPPEKLMIO 10361 Mpenapata Adunurtop®.

[pu cy03neHIMMANIBHBIX TUIAHTOKJIETOYHBIX ACTPOLIMTOMAX, aCCOLIMMPOBAHHBIX C TYOEPO3HBEIM

CKJIEPO30OM

Iayuenmeor >18 nem

Hapywenue gynkyuu neuenu nezkoit cmenenu msaxcecmu (kiacc A no kiaccudukauuu Yaitna-
[Ibr0): 75% oOT [103bl, pacCUMTaHHOIl IO IUIOMIAJX TOBEPXHOCTH Teja (OKpYIJIEHHas [0
Onmvkaiinei 103UpOBKH).

Hapywenus gyynxkyuu nevenu cpeoneir cmenenu maxcecmu (kiacc B mo xnaccudukanuu Yaiin-
[Ibr0): 50% oT 103, pacCYMTaHHOH IO IUIOIIAAM TOBEPXHOCTH Teja (OKpyIJIEHHas 10

Onuxaiineid J03UPOBKH).
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Hapywenue ¢ynxyuu nevenu maxcenoi cmenenu (xnace C no knaccuduxaunn Yaiina-ITsro):
MpUMEHEHHUE IpenapaTa He peKOMEHA0BaHO. B ciyuae, ecn okuaaemas mosib3a MpeBbILIAET
MOTEHLHAIbHBIA PUCK, BO3MOKHO MPUMEHEHHE Tpernapara B 03¢, He Mpesblmanomei 25% ot
JI03bl, PACCUUTAHHOM MO IIOMIAAN TOBEPXHOCTH TeJa.

Chmin 9BepoIMMYyca B LI€BHONH KPOBH CIIEAyeT ONpEAe/UTh MPUOIM3UTENBHO Yepe3 1-2 Hemenu
nocsie Hajaua JICYeHHs WM TI0c/ie U3MeHeHHMs QyHKUMM neveHu (no kiaccudukauuu Yaiina-
[Iet0). CneryeT KOppeKTHpOBaTh 403y AT JOCTHKeHUS Crmin NIpenapara B AMAra3oHe OT 5 10
15 Hr/mit ¢ ydeToM nmepeHocHMMOCTH Tpernapara. [Ipu M3MeHEeHHH CTeMeHH TAKECTH HapyLICHUS
(GyHKUMY neyeHn 103y nmpenapara clieAyeT KOpPEKTUPOBATh.

Iayuenmer <18 nem

Ipumenenne npenapara Adunutop® y nauuentos <18 et ¢ HapymeHUAMH (GYHKUMH eYeHU
HE pEKOMEHI0BAHO.

Tepanesmuueckuii  monumopune KoHyenmpayuu s6eporumyca y nayuenmos ¢ COIA,
accoyuuposarnnvimu ¢ TC

Y nmaunentos ¢ COI'A, accouuupoBanseiMu ¢ TC, cneayer KOHTpoaupoBath Cmin 9BEpOIUMYca
B KPOBH C TIOMOLIbK BIMAUPOBAHHBIX OHOAHATMTUYECKHX METOAOB JKHIKOCTHOM
Xpomatorpaduu / Macc-CrieKTpoMeTpuH. PeKOMEH/I0BaHO M0 BO3MOKHOCTH MCIIO/b30BaTh OJHH
M TOT K€ METOJ aHaiu3a W J1abopaTOpHIO /s TepareBTHYECKOrO KOHTPOJIS KOHIEHTpPALUH
9BEPOJIMMYCa B KPOBU HA NPOTSHKEHUH BCEro MEpUo/a JeYSHHUs.

TepaneBTuyeckunii MOHUTOPUHT KOHIIEHTPALIMH YBEPOIUMYCA ClIeIyeT IPOBOIUTH B CPOKH Yepe3
1-2 Henenw nmocse Havana Tepanuu, nocjie Toboro U3MEHEHHUS 1035l HIIH CMEHBI JIEKAPCTBEHHOM
(bopmel npenapara win 100aBIeHUs K Tepanuu HHruouTopoB uzopepmenta CYP3A4 unu P-ITI,
WA TIPU MOSABJIEHMH NMPU3HAKOB HapylleHUs (QYHKUMH neveHH. KOHIEHTpaluio 3BeposiMMyca
CJIEYET OLUEHUThL MPUOIU3UTENBHO Yepe3 2 HeeNHu Mocie A00aBIeHUs K Tepariu HHIYKTOPOB
usopepmenta CYP3A4 wiu P-TTIL

o3y Heob6XxomumMo mnoadupath 10 JOCTHKEHUS 3Ha4eHUs Cmin (5-15 Hr/Ma) ¢ yuetom
MEPEHOCMMOCTH TEPANuK ManueHToM. Jlo3y MOXHO YBETMYHBATh IS JOCTHOKEHHS Oojiee
BBICOKOI KOHLEHTpaUMH MpenapaTa B KPOBU (B JMaria3oHe TeparneBTHYECKON) U ONTHMaIEHOIO
TEPANeBTHYECKOro 3 peKTa ¢ yueToM NMepeHOCUMOCTH Mpernapara.

ITOBOYHOE JIEIICTBUE

PacnpocTpaHeHHBI W/WIM _METAacTAaTHYECKUIM MOYEYHO-KJIETOYHbLI paK, METAaCTaTHYCCKHEC

HEWUPOIHIOKPUHHBIE OIMYXOJIM KEJTYA0YHO-KHIIEYHOI O TPaKTa, JIETKOTO M MOKEIYIOYHOM

JKeJIe3bl, TOPMOHO3aBUCUMBIN paclIpoCTPaHEHHBIN paK MOJIOYHOM KeIe3bl

IIpu npumenenuu npenapara Haubonee yacteiMu HJIP (wactora >1/10) siBisimuch (o mepe
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YOBIBaHHs YaCTOTBI BCTPEYAeMOCTH): CTOMATHUT, KOXKHAS CHIllb, MOBHIIICHHAS YTOMISEMOCTD,
nuapesi, MHQEKLUMHU, TOWIHOTA, CHIDKCHHE alllleTUTa, aHeMHs, M3MEHEHHe BOCTIPMATHS BKycCa,
THEBMOHHT, MNepud)epuueckue OTeKH, TMIEPIIIHKEMHs, aCTEHHs, KOXKHBIH 3yJ, YMEHbIICHHE
Macchl Teja, TUNepXoIeCTEPUHEMHMS, HOCOBOE KPOBOTEUEHHE, KALIE/Ib, FOJI0OBHAs OOJIb.
HauGonee wacteimu HJIP 3-4 cremenu Tsokectd (wactota >1/100 - <1/10) Gbutd: cTOMATHT,
AHEMUsl, TUINEPITIMKEMUs, [OBBILICHHAS YTOMIIAEMOCTb, HWH(EKUNH, [HEBMOHHT, aWapes,
acTeHWs, ~TPOMOOLWMTONEHHA, HEHTPONEHHs, OJbIMKA, JMMQONEHUs, MPOTEHHYpHS,
KpoBoTeueHue, runodocharemMus, KOXKHas Cblllb, apTepuajbHas TUIEPTEH3Us, MOBBIIICHHE
aKTUBHOCTHU acriapTaTaMUHOTpaHC(epasbl (ACT), [OBBILIEHUE aKTUBHOCTH
anaHuHamuHoTpanchepassl (AJIT), mHeBMOHUS U caxapHbIil AUaleT.

Huxe npencrasnenst HJIP, BosHukaBumme npu mpumeHeHuu npenapata Adunutop® (B m03e
10 mMr B /IeHp) C yKa3aHHEM 4acTOThl MX BO3HUKHOBEHHs: 04eHb 4acTo (>1/10), yacto (>1/100 u
<1/10), newacto (=1/1000 u <1/100), peaxo (>1/10000 u <1/1000), ouens peaxo (<1/10000),
BKJIIO4asi oT/esbHble coobmenus. HJIP crpynnupoBaHel B COOTBETCTBHHM C KiaccupHKaLuen
opraHoB u cucteM opraHoB MedDRA, B mpezienax KaxIoil rpymnmbl epevnciieHsl B MOPAIKE
YMEHBIIEHUS YaCTOThI BCTPEYAEMOCTH.

Hnpexyuonnvie u napasumapneie 3a601e6anus: 04eHb 4acTo — MHGEKUMH (BKIHOYAs 4acTO —
MTHEBMOHMIO, MHDEKLIMY MOYEBBIBOSIINX MyTel, HEYaCTO — OPOHXMT, OMOACHIBAIOIIMI THIIAI,
cercuc, abcuecc, eIMHMYHbIE CIy4al ONNOPTYHHCTUYECKUX HMHPeKuui (Hanmpumep,
acreprusuies, KaHu103, BUPYCHBIN renatut B), penko — MUOKapAUT BUPYCHOM STHOJIOTHH).
Hapywenus co cmoponer kposu u numgamuueckoti cucmemvl. 04€Hb 4aCTO — aHEMHS; YacTO —
TPOMOOUMTONEHUS, HEHTPOTIEHUS], JICHKONeHHUS, TUM(OTIEHUS; HEYaCTO — MAHIUTONEHHS; PEIKO
— UCTUHHAs 3pUTPOLMTAPHAs arula3ysi KOCTHOI'O MO3ra.

Hapywenus co cmoporsl uMMyHHOU cucmemel: HEHYaCTO — PeaKLHK TUIIEPYyBCTBUTEIBHOCTH.
Hapywenus co cmoponer obmena eewpecme u numanus: OYeHb 4aCTO — CHHDKEHME aIIETUTA,
TUTEPTIINKEMHUS, TUIIEPXOJIECTEPUHEMHS; 4acTO — TMIEPTPUIIHLEpUAeMus, runodocharemus,
caxapHblii 11abeT, TUNepInuIUIeMuUs, THIIOKATMEMHUS, €T/ IPATALIUs, TUITOKAIbLIMEMHS.
Hapywenus ncuxuxu: 4acTo — 6eCCOHHMIIA.

Hapywenua co cmopousl nepsHoll cucmembl: OYEHb 4aCTO — HU3MEHEHHE BOCIIPUATHS BKycCa,
roJIOBHAs 00JIb; HEYACTO — MOTEPS BKYCOBOM YyBCTBUTEILHOCTH.

Hapywenus co cmoponul opzana 3penus: 4acTo — OTEK BEK; HEYACTO — KOHBIOHKTHBHT.
Hapywenus co cmoponsl cepoya: He4acTo — XpOHUYECKas Cep/ieyHas HE0CTATOYHOCTb.
Hapywenusa co cmopousl cocy0og: 4acTo — aprepuaibHas TUIEPTEH3US, KPOBOTEYCHHS

pa3IMYHOM JIOKAIU3ALUH, JTUM(ATHYECKHH OTEK; HEYacTO — «IIPHIMBBDY, TPOMOO3 Ii1yGOKMX
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BEH.

Hapywenua co cmoponer Ovixamenvhoil cucmemsl, opeanos 2pyoHoll KIemKu U CpedOCmeHUs.
OYeHb YacCTO — ITHEBMOHMT (BKJIIOYAs 4acTO: MHEBMOHUT, HHTEPCTULMAILHYIO OOJIE3HB JIETKHX,
MHQUIBTPALMIO  JIETKMX; PEAKO: aIbBEOSIPHOE JIETOYHOE KPOBOTEYEHHE, JIEFOYHYIO
TOKCHYHOCTB, ajJbBEOJIUT), HOCOBOE KpPOBOTEUYCHHME, Kalllellb, YacTO — OJBIIIKA; HEYyacTo —
KPOBOXapKaHbe, JIEr04YHas 3MOO0/IHs; PeIKO — OCTPBIH PeCIIUPaTOPHBII AUCTPECC-CHHAPOM.
Hapywenus co cmoponet dkceny0ouHo-kumeuHo2o mpakma: 0O4eHb 4acTo — CTOMATHT (BKJIKOYas
0Y€Hb YacTO: CTOMATHUT; YacTO: aTO3HBII CTOMATUT, U3BA3BICHUE CITU3UCTON 000J0YKH S3bIKA
M T0JIOCTH PTa; HEYACTO: IVIOCCHT, IVIOCCANTHIO), AUapesi, TOIIHOTA; 4acTO — PBOTa, CYXOCTh
CJIM3UCTON 0OOJIOUKH MOJIOCTH pTa, 0OJIb B POTOBOM MOJIOCTH, GOJIb B XHMBOTE, JMCIEINCHS,
aucoarus.

Hapyuienusa co cmoponel Kodcu u NOOKOMCHbIX MKAHel. OYeHb YacTO — KOKHAs ChIIlb, KOXKHBIN
3y[d; 4acTO — CYXOCTh KOXH, MOpa)K€HHE HOITEBBIX IUIACTUH, YIpeBas Chlllb, JPHUTEMA,
WIETyIIEHWE KOXKH, IIOBBIIIEHHAs JIOMKOCTb HOTTEBBIX IUIACTHH, CHHIPOM JIaJlOHHO-
NOZOMIBEHHOM 3PUTPOAN3ICTE3UH, ATONELHs; PEAKO — AHTHOHEBPOTHUYECKHIA OTEK.

Hapywenusa co cmoponul ckenemuo-molideyHol U COeOUHUMENbHOU MKAHU: YacTO — apTPaJITHSL.
Hapywenus co cmoponbl novex u mMouegvl800suux nymeil. 4acTo — MPOTEHHYPUS, MOYEYHAs
HEIOCTATOYHOCTh; HEYacTO — yYallleHHOE MOYEHCITyCKaHHE B JHEBHOE BpeMS CYTOK, OCTpas
NOYeYHasi HeJOCTATOYHOCTb.

Hapywenus co cmoponbl nonosvlx opzano8 u MONOYHOU Jicene3bl. 4acTO — HEPeryJsSpHBIN

MEHCTpYaJIbHBIN LIUKIT*; HEYacTO — aMeHOpes.

* -y mamueHtok B Bodpacte oT 10 o 55 ser, mosy4aBIIMX Tepanuio MNpernapaToM BO BPeMs KIMHMYECKHX
UCCIIEIOBAHUM

Obwue paccmpoiicmea u HapyuieHus 6 Mecme 68edeHus. OYeHb 4YacTO — IOBBIIIEHHAs
YTOMJIIEMOCTb, ACTEHUs, NepupepHyecKue OTeKH; 4acTO — MOBBIIECHHE TeMIlEpaTyphbl Tela,
BOCMAJICHUE CIM3HCTBIX 000JI0YeK; HEYacTO — HeKapauoreHHas 0O0Jb B TIPY/AH, MEIIEHHOE
3QKUBJICHUE PaH.

Jlabopamopnyeie u uncmpymenmanvible NOKA3amenu. O4eHb YaCTO — CHIKEHHE MacChl Tella.
Omrnonenus 1a00pamopHuIX U UHCMPYMEHMANTbHBIX NOKA3ameliell, OMMeYasuiuecs ¢ 4Yacmomoil
>1/10 (epadayus «oueno uacmo», HIIP nepeuucienvl no mepe CHUICEHUS Hacmomel
ecmpeuaemocmu).

2emamonouyeckue — CHHKEHUE KOHLEHTPALMU TeMOrjo0uHa, JUMQOIEHUs, JIeHKONeHHUs,
TPOMOOILMTONIEHHUS, HEUTPOTIEHUS (HJTH UX COYETAaHHUE — NMAHLUTONEHMS);

buoxumuueckue — TOBBIIIEHHE KOHUCHTpALlMX TIJIFOKO3bl KPOBH HATOLUAK, XOJISCTEpHHA,
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TPUITIMIEPHUIOB, MoBbIIeHHe akTMBHOCTH ACT, rumodocdareMus, MoBellIeHHE aKTHBHOCTH
AJIT, noBellIeHHE KOHLEHTPALMH KPEATUHHHA, TUIOKATMEMHS, CHUDKEHHE KOHLEHTpaLUU
anpOyMHHa.

BobIMHCTBO OTKIIOHEHHIi J1TaGOpPAaTOPHBIX MOKazaTesneil ObLTH JIErKOH u CpeHel CcTerneHu
TsKeCTH. Tskensle (3-4 cTeneHn) OTKIIOHEHHS BKIFOYATH:

eemamonozuyeckue — OYeHb YacTO — JTUMQONEHHIO, CHIDKEHHE KOHLEHTPALUM FeMOTIOOHHA;
9acTO — HEHTPOIEHUIO, TPOMOOLIMTONEHHIO, JIEMKOMEHHUIO;

buoxumueckue: 0YEHb YaCTO — MOBBIIICHHE KOHIEHTPALMH [VTFOKO3bI KPOBH HATOIIAK; YacTO —
runodocharemMuro, runokanuemMuro, nopsimenue aktusHoctu ACT, AJIT, a Takke MOBBILICHHE
KOHUEHTPALMH KPeaTHHHHA, OOIIEro XOJeCTepHHA, TPUIJIMLEPUIOB B CHIBOPOTKE KPOBH,
CHIJKEHHE KOHLEHTPALUH albOyMHHA.

CV63H€HI{PIM3HBHBI€ TUTAHTOKJICTOYHBIE ACTPOLIMTOMBI, aCCOLMHUPOBAHHBIE € TYOEPO3HBIM

CKJIEPO30M. V MAalMEHTOB B BO3pacTe cTapiie 3-X JIET INPU HEBO3MOXHOCTH BBINOJHEHHUS

XHUPYPrU4eCcKO Pe3eKIUH OMyX0JId, AHTHOMHOJIUIIOMA [I0YKH, ACCOLIMMPOBAHHAS C TYOEPO3HBIM

CKJIEPO30M. He TpedyIomas HeEMEIIEHHOIO XHUPYPru4yeCKOro BMEIaTeJIbCTBa

[Ipn npumeHennu npenapara HaubGonee yacteivu HJIP (wacrora >1/10; HJIP nepeunciens! no
Mepe yOBbIBaHHMs 4YacTOTBI BCTPEYAEMOCTH) SIBJSUIMCH: CTOMATHT, JIMXOpAa/IKa, Ha30(apHHIHT,
auapes, MHQEKIMH BEPXHUX bIXAaTeNbHBIX IMyTeil, pBOTa, Kallesb, KOXHAs ChIMb, FOJIOBHAS
Oonb, ameHopes, yrpepas Chblllb, MHEBMOHHS, MHGEKUMHM MOYEBBIBOAAIIMX IMyTei, CHHYCHT,
HEPEryJIsipHbI MEHCTPYallbHBIM LHKJI, yXyAIIEHHUE amnMeTHTa, MOBBIIEHHAs YTOMJISEMOCTb,
THIIEPXO0JIECTEPUHEMHUSA U apTepUalIbHAs TUIIEPTEH3US.

HauGonee wacteimu HJIP 3-4 cremenn Tskectw (dactora >1/100) SBIAIMCH: MMHEBMOHHS,
CTOMATHUT, aMEHOpes, HENTPONEHMs, JIMXOpPAaKa,  HEePery/IspHblii MEHCTPyalbHBIM LMK,
runodochareMust, Juapes U BOCIAIEHHE MOJIKOKHOM KMPOBOI KJIETYATKH.

Hwxe npencrasnenst HJIP, Bo3HukaBmine mnpu mnpuMmeHeHnu npenapata Adunurop® ¢
YKa3aHUEeM YacTOThbl UX BOSHUKHOBEHHSA: 04eHb 4yacTo (>1/10), yacto (>1/100 u <1/10), HedacTo
(2171000 m <1/100), peako (>1/10000 u <1/1000), oyens peako (<1/10000), B Tom umcie
oTAenbHbIe coobumenus. HJIP crpynmupoBaHbl B COOTBETCTBUM ¢ KilacCU(UKalUeii OpraHoB u
cucteM opranoB MedDRA, B npesienax kaxaoi rpyIibl MepeYMCIIeHbl B MOPAIKE YMEHbIIEHHS
9aCTOTHI BCTPEYAEMOCTH.

Hupexyuonnvie u napasumapneie 3a6onesanus: O4eHb YacTO — HA30(pAPUHIUT, MHPEKLHUH
BEPXHUX [IBIXaTe/IbHBIX [yTeH, MHEBMOHMsA, MH(EKUMH MOYEBBIBOASAIIMX IyTEil, CHHYCHT,

(bapm-xrm; qacTto — CpeIIHPIﬁ OTUT, BOCHAJIEHHUE MOAKOMXKHOM KJICTYATKH, CTpCl'ITOKOKKOBLIﬁ
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(hapuHTMT, racTPOIHTEPUT BUPYCHOI STHOMOTHH, THHIUBHT;, HEYACTO — OMOSCHIBAKOIIHIA JIULIAI,
CEINCUC, OPOHXUT BUPYCHOM 3THOJIOTHH.

Hapywenus co cmoponvl kposu u numpamuueckoii cucmemvi: 4acTo — aHEMH, HEHTpomneHus,
JIEKONEHUSA, TPOMOOLIUTONEHHUS, TUMPOTIEHH .

Hapywenus. co cmoponbt uMMyHHOT cucmembl: 4acTo — PEaKLMK THITEPUYBCTBUTEIbHOCTH.
Hapywenus co cmoponer obmena eeujecms u numanus: O4eHb YaCTO — YXy/ILICHHE ANIETUTA,
TUIIEPXOJIECTEPUHEMHS; YaCTO — TUNEPTPUTIIULIEPHIAEMUS, TUIIEPIUITUAEMHS, THIIO(OoChaTeMus,
TUIEPIIIUKEMUS.

Hapywenus ncuxuxu: 4acTo — 6€CCOHHHLIA, ArPECCUBHOCTD, Pa3/IPaKUTEILHOCTb.

Hapywenus co cmoponer Heperoii cucmempl: O4€Hb YacTO — FOIOBHAs 0OJIb; YaCTO — U3MEHEHHE
BOCIIPUATHS BKYyca.

Hapywenus co cmoponer cocyoos: OYeHb 4YacTO - apTepuHaibHas THIEPTEH3US; HacTO —
auMbenema.

Hapywenus co cmoponer dvixamenoHoti cucmembl, Op2aHo8 pyoOHotl KIemKu 1 CpedOCmeHUs.
OY€Hb YACTO — KallI€JIb; YaCTO — HOCOBOE KPOBOTEUEHHE, THEBMOHHUT.

Hapywenus co cmopomsl ocenyoouno-kuuieuno2o mpaxma: 04eHb 4acTo — CTOMATUT (BKJTIOYAS
OY€Hb YaCTO — CTOMATHT, M3bA3BJIECHHE CAM3UCTOH O0OJIOYKM MOJOCTH pTa, apTo3Has s3Ba;
4acTo — U3BA3BJICHHUE CIIU3UCTOM 000/104KM Ty M SA3bIKA; HEYacTO — OOJb B JE€CHAX, IJIOCCHT),
Auapesi, pBOTa; 4acTo — 3arop, TOIHOTA, 60/Ib B JKMBOTE, METEOPU3M, 0OJIb B POTOBOM MOJIOCTH,
racTpUT.

Hapywenus co cmoponvl Kodcu 1 nOOKOXCHbIX mKaHel: 04eHb 9acTO — KOXKHas ChINb (BKII0OYas
4acToO — ChblMb, SPUTEMATO3HAS ChIllb, SPUTEMA; HEYACTO — IeHEPATM30BAHHAS ChIlb, MAKyJIO-
namyJuie3Has Chillb, MaKyJIe3Has ChIllb), aKHE; YaCTO — CyXOCTh KOXKH, aKHEe()OPMHBIii JIepMaTHT;
HEYacTO — aHTHOHEBPOTUYECKHIA OTEK.

Hapywenus co cmoponwl nouex u mo4esbl800suyux nymeii. 9acTo — MPOTEUHYPHS.

Hapywenus co cmoponsl nonogvlx opeanos u MoniouHOlU dicene3bl: 0YeHb YacTo — aMeHopes™,
HEpEeryJIApHbIM MEHCTPYaJIbHBIH LMKIT*; 4acTO — MeHOpparus, KHCTa SMYHMKA, BJIaraJMIIHOE

KPOBOTCYCHHE,; HEYACTO — OHCOMCHOpC}I*.

* -y maumeHTtok B Bodpacte oT 10 g0 55 ner, mosyyaBumx TCPANMUIO IPENapaToM BO BpeMs KIMHUYECKHX
HCCIIEIOBAHUM

Obwue paccmpoiicmea u Hapywienus 6 mecme 66edeHus. OYEHb 4YacTO — JIMXOPAIKA,
MOBBIIIEHHAs YTOMIISIEMOCTb.
Jlabopamopneie u  uncmpymenmanvrvie OanHbie: YacTO — TOBBIIEHHE AKTUBHOCTH

nakraraeruaporenassl (JIIAIY), noeeimenue axtuBHOcTU JII' B KPOBM; HEYAcTO — MOBBIIIEHUE
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aktuBHOCTH OCI' B KpOBH.

Omxnonenus 1abopamopreLx u UHCMPYMEHMANLHBIX NOKA3aMeNell, OMMeYasUuIUecs. ¢ Yacmomor
>1/10 (no mepe ybvieanus uacmomer 6cmpeuaemocmu,)

I'emamonozuueckue: yBenMYeHMe YaCTHYHOTO TPOMOOILIACTHHOBOIO BPEMEHH, CHIIKEHHE
abCOJIIOTHOTO KOIMYECTBA HEMTPO(HIIOB, CHIKEHHE KOHLIEHTPALIMH FeMOTTIO0HHA, IeHKOMeHH)S,
TPOMOOLMTONIEHHUS, TUM(OTIEHHS.

Buoxumuueckue: runepxonecTepUHEMHs, THIIEPTPUIIMLIEPUIEMHUS, TOBBIIEHHE AKTHBHOCTH
ACT, noseimenue aktuBHocTd AJIT, runodocharemus, MoBbILEHUE AKTUBHOCTH LIETOYHOM
docdaraspr (ILID), noBslmeHHe KOHLEHTPALMH [IFOKO3bI B [1a3Me KPOBH HATOLIAK.
BonbumneTBo M3 BhimeykasanHbix HS Gbutu nerkoii (1-it) umy cpeneii (2-if) cTeneHn THKeCTH.
Tsaxensle (3-4 cTeneHn) OTKJIIOHEHHS BKJIIOYAIIH:

- TeMaTOJIOTMYECKHUe: YaCTO — CHHXKEHHE abCOIIOTHOTO KOJIWYECTBAa HEMTPODHIOB, YBETUYEHHE
4acTUYHOrO TPOMOOIMIACTHHOBOIO BPEMEHH, CHIKEHHE KOHLIEHTPALMHU NeMOrI00MHa; HeYacTo -
nuMdorneHus, TPOMOOLUTONEHHUS, JIEHKONEHNUS;

- Ouoxumuyeckue: yacto — runodochareMus, TUNEPTPUIIMLEPUAEMHS, TOBBIIICHHE
aktiuBHOCTH L@, noebimenne aktuBHOCTH AJIT u ACT, rumepxosiecTepuHEMHs; HEYacTo —
MOBBILIEHNE KOHIEHTPALMU IIFOKO3bl KPOBH HATOIIAK.

[TocTperncTpaiOHHBIH OMBIT MPUMCHCHUA

Hudopmanus o creayromumx noboYHbIX peakuyusX Ha 9BEpOIMMYC Oblla MOIydeHa B pe3y/bTaTe
TMOCTPErUCTPALMOHHOTO OIBITA IIPUMEHeHHs npenapata AGuHuTop® ¢ MOMOIIBIO COOBIEHMIT 0
CTIOHTAHHBIX CIIy4asX M JIMTEPaTypHBIX NaHHBIX. [IOCKONBKY JaHHBIE 00 OSTHX peaKIUAX
cobuparoTcs J0OPOBOIBHO OT MOMYJISALMH HEOMPEIETEHHOrO pa3sMepa, HEBO3MOKHO HA/IEHKHO
OLIEHHUTh 4aCTOTY BO3HUKHOBEHHUS, [I03TOMY OHA KJIAaCCU(PHULUPYETCS KaK «HEU3BECTHON.

Tpasmet, unmokcukayuu u OCIONCHEHUA MAHUNYIAYUIL, MECTHAS BOCTIAIMTE/IbHASA PEAKLIUs B
paHee 00y4€HHOM 06/1acTH (KOXKa, JIETKHE WK APYrHe paHee 00IydEHHbIE OPTraHbl).

Onucanue otaeneHeix HJIP 1o JaHHBIM KJIMHUYECKUX MCCACIOBAHUN M TNpU IIPUMEHEHHHU

9BEPOJIMMYCA B KIIMHUYECKOMN MPAKTUKE B MOCTPErUCTPALIMOHHOM Nnepuoac

Ormeyanuce ciaydaun 0oOOCTpeHHs BHPYCHOrO rematuta B, BKIOYas ciay4ad ¢ JIeTalbHBIM
ucxogom.  ObGocTpeHne  MH(EKUMH  ABIACTCA  OXKUAAEMBIM  SBJIEHHEM B  [EPHOIBI
UMMYHOCYTIPECCHH.

Ormevanuce Ciydad MOYEYHON HEJIOCTATOYHOCTH (B TOM YMC/IE C JIETANBHBIM HCXOAOM) M
NPOTEUHYpHH. PEKOMEHIyeTCSI KOHTPOIMPOBATh (PYHKIIHIO MOYEK.

Ormeyanuce ciryyan aMeHOpeH (BKIIF0Yask BTOPUYHYIO aMEHOPEIO).

OTmeyanuck ciydau pa3sBUTHA ITHEBMOLIUCTHON ITHEBMOHMH (BBI3BAHHOH Preumocystis
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Jirovecii), HEKOTOpBIE C JIETATBHBIM UCXO0M.

Ormedannce ciay4au pasBUTHA aHTHOHEBPOTHYECKOrO OTEKAa KaK TP  OJHOBPEMEHHOM
MPUMEHEHHN ¢ MHTMOMTOpaMM aHTHOTEH3MH-TIpeBpauiamero dpepmenra (AIID), Tak u npu
H30JIMPOBAHHOM IIPUMEHEHUH BEPOJIUMYCa.

B nocTpericTpauMoHHOM HCCIeIOBAHHH Y TALMEHTOK B MOCTMEHOMNAY3e ¢ TOPMOH 3aBHCHMBIM
HER- pakoM Mosi0uHO# skene3bl ¢ MOMEHTa Hauana Teparuy npenapatroM Adunutop® B 103e
10 Mr/cyTkn B KOMOMHALMM C SKCEMECTaHOM (25 MI/CYTKH) ¢ LeTbI0 YMEHBIICHHS 4acTOThI
BO3HUKHOBEHHS U CTEMEHH TSHKECTH CTOMATHTa MECTHO NPUMEHSUTH OECCIMpTOBOH pacTBOp
Aexcameraszona 0,5 mr/5 ma (10 ma pacTBopa, MoNOCKaHHE MOJOCTH PTA B T€YEHHE 2 MHHYT
4 pasa B CyTKH Ha MPOTSAKEHUM 8 HeJIeNb) C MOCIEAYIOLMM [PUEMOM IUIIH HE PaHee YeM depe3
1 yac nocsie nonockanus. YacTora BO3HUKHOBEHHS CTOMATHTA >2 CTENEHM TSKECTH COCTaBHIIA
2,4%, 4TO HM)KE OTHOCHTENIBHO paHee 3aperuCTPUPOBAHHOM 4acTOThl (27,4%) B KIMHHYECKHX
UCC/ICOBAHUAX Yy IMALMEHTOB AAaHHOW Kareropuu. YacTora BO3HMKHOBEHMs CTOMAaTuTa |
crerieHd coctaBuia 18,8%, mpu 3TOM He 3aperdMcTpHPOBAHO Ciy4aeB CTOMAaTuTa 3 Wi 4
crenedd. CBOAHBIA npoduap 6E30MacHOCTH B [aHHOM HCC/EJAOBAHMM ObUT CPaBHMM C
OMpEJC/ICHHBIM paHee Yy [alMeHTOB C OHKOJIOTHYeCKUMH 3abosieBanusmMu u TC, 3a
MCKJIIOYCHHEM  SBJICHUH KaHIM03HOTO MOPAKEHHsA CIIU3UCTOM IMOJIOCTH pTa, KOTOPBIE
OTMeYatuch y 2,2% MauMeHTOB B JaHHOM HCCIeJOBaHHHM MO cpaBHeHuio ¢ 0,2% B paHee
MPOBE/ICHHOM HMCCJIEIOBAHUH Y NALIMEHTOB JAaHHOM MOITYJISLIHH.

Iayuenmer 6 6o3pacme <18 nem

VY mauMeHTOB JaHHOW KaTeropMH OCHOBHBIE XapakTep, THN W 4Yactota HJIP, BBIABIEHHBIX B
KIMHUYECKUX HCC/IEI0BaHMAX, ObUIM CXOXKHMH, 32 HCKIIOYEHHEM WHOEKLHi, KOTOpbIe
PErHCTPUPOBATIMCE ¢ Oo0siee BBICOKOH YacTOTOM M TSKECTBIO Y MALMEHTOB Miagme 6 JeT.
PesynbraTel KIMHMYECKUX MCCIIEJOBAHUII He BBIABIIM HEraTHMBHOIO BIMSAHHS 3BEPOIMMYCa Ha
POCT U pa3BUTHE B ITyOEPTATHOM MEPHO/IE.

Ilayuenmur 6 8o3pacme >65 nem

HJIP, pa3uBaBmIMecs Npu MPUMEHEHHH S5BEpOIMMYCa y MALMEHTOB B BO3pacTe 65 5eT u
crapiue, yaule TpeOoBanHu NpekpaiieHus Tepaniu. Haubosee 4acTto Takue ABIEHHS BKIIOYAIU:
MHEBMOHUT (B T.4. MHTEPCTHLMAJbHYIO OOJIe3Hb JIeTKHX), CTOMATHUT, [OBBILIEHHYIO
YTOMJIIEMOCTD U OJIBIIIKY.

Ecnu ommeueno yxyoutenue KIUHUHECKO20 MeueHUs M00020 U3 YKA3AHHLIX 6 UHCMPYKYUU
nobounvix s¢hghekmos unu Bui 3amemunu niobuvie Opyeue nobounvie s¢hhexmol, He yKazannwle 8
UHCMpYKYuu, CO0duiume 00 IMOM 8payy.

IIEPEJIO3UPOBKA
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O crydasix nepe103MpoBKH MpenapaToM He cooOwWwanock. B ciydae nepeno3npoBku npernapaToM
Adunutop®  HeobxoaMMO  ofecreunTs  HaGMIOEHHMe NalMeHTa, a TaKkkKe HadaTth
COOTBETCTBYIOLIYXO CHMNTOMATHYeCKyl0 Tepanuio. [lpu opHOKpaTHOM mpueMe mpenapara
BHYTpb B /103aX 710 70 MI €ro NepeHOCHMOCTb ObLIa YI0BJIETBOPUTEIBHOI.

B3AUMOJEICTBHE C IPYTUMH JIEKAPCTBEHHBIMH CPEJICTBAMU

OBeponmmyc sBisetcs cyoerparoM nsodepmenta CYP3A4, a takxke cyGeTpatoM YMEpPEHHO
aKTUBHbIM ~ WHruobutopom P-I'TI  (P-I'Tl-Hacoca), o0OecrneyHBAIOMEro BBIBOJA MHOTHX
JIEKapCTBEHHBIX COCIMHEHUH U3 KIIETOK, B CBA3M C YeM BEIIECTBA, KOTOPhIE B3aNMOJIEHCTBYIOT C
usopepmentom CYP3A4 w/mwmu P-TTI, mMoryr BiMsTP Ha BCachlBaHHE M MOC/EAYIOLIEE
BBIBE/ICHHE ABEPOJIUMYCA.

In vitro 5BepoIMMYyC NPOABIAET CBOWCTBA KOHKYPEHTHOr0 MHrMGuTopa usopepmenta CYP3A4
¥ CMEMIaHHOro HHruourtopa nzodepmenrta CYP2D6.

Jlexapcmeennvie cpedcmea (JIC), komopeie Mozym uzsmeHsMb KOHYEHMPAYWIO 6ePONUMYCA 8
KpOBu:

JIC M3menenne AUC u  Cmax | Pexomenpauuu o
IBEpoIMMyca OJIHOBPEMEHHOMY MPUMEHEHHIO

Mownvie uneubumopor CYP3A44/P-I'TT

KertokoHnazon AUC nosbmanace B 15,3 | OQHOBpeMeHHOE NPUMEHEHHE C
pa3 npenapatom  Adunutop®  He
Cmax noBbIIIanack B 4,1 pa3 | peKOMeH/10BaHoO.

HrpaxoHnazon OnHoBpeMeHHOe

[To3zakoHazon NPUMEHEHUE HE H3Y4YEeHO,

BopukoHazon OXKMIAETCs  3HAYMUTENIbHOE

Tenurpomux NOBBILIEHHE KOHLIEHTPALUU

Knaputpomunux IBEpOIUMYCa.

Hecdazonon

Putonasup

ATazaHaBup

CakBuHaBUpP

HapyHaBup

WununaBup

Hendunasup

Hnzubumoper CYP3A4/P-I'TI ¢ ymepennoii akmugHocmuio

OpUTPOMHLIUH AUC nossimanacs B 4,4 paz | Cnenyer cobnmoaate
Cmax noBblanack B 2,0 pasa | OCTOPOXKHOCTb, B cCjlydae €cju

HNmarnau6d AUC noseimanacek B 3,7 pa3 | HEBO3MOKHO n30exaTh
Cmax MOBbIIIATACH B 2,2 pa3za | COBMECTHOTO NIPUMEHEHUS

Bepanamun AUC nosslanacse B 3,5 pas | npenapara Adunurop® u
Cmax oBbIIIANIACK B 2,3 pa3 | YMEPEHHBIX UHTHOUTOPOB

[uxsiocnopun AUC noesinanace B 2,7 pas | CYP3A4 UM P-T'TL
Cmax ITOBBIIIIANIACH B 1,8 pas PaCHpOCTpaHeHHb[ﬁ 150470105

DJ1yKOHA30.1 OnHOBpeMeHHOE MEeTacTaTUYECKU I IIOYE€YHO-

Hunrtuazem NPUMEHEHHEe He M3y4eHo, | KICTOYHbIH pak npu
0JKHJIaeTCst noBbiueHue | Hed3ppekTuBHOCTH
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KOHLEHTpaLUU
3BEPOIIHMYCA.

JpoHenapoH

OnHOBpeMeHHOe
NpHUMEHEHHE HEe U3Y4YeHO,
OXKHIAeTCS TOBBILIECHHE
KOHULEHTpaLMu
IBEPOJTHMYCA.

AmnpeHaBup
docamnpeHaBUp

OpnHoBpeMeHHOE
NpUMEHEHHE He H3Yy4eHO,
OJKMJIaeTCst MOBBIIIEHUE
KOHIIEHTPALIUH
3BEPOJIHMYCA.

AHTUAHTUOT€HHOM TEparuu,

pacnpocTpaHeHHbIE W/ unu
METaCTaTUYECKHE
HeHpOIHIOKPHHHbIE OITyXONH

KEJTyJOYHO-KMIIEYHOr0  TPaKTa,
JErKOro ¥ TOJDKEeNYA0YHO
HKeJe3bl, rOpMOHO3aBUCHMBII
pacrnpocTpaHEeHHbII paKk MOJIOYHOM
’KeJIe3bl, AHTHOMUOJIUIIOMA TMOYKH,
He TpeOylomas HeMeUICHHOro
XMPYPru4ecKoro BMeIIaTesIbCTBa,
y TalMeHTOB C  TyOepo3HbIM

CKJIEPO30M
Ecnu nareHTamMm NOKa3aHo
OJTHOBPEMEHHOE NIpUMEHEHHE
[penapaTroB, KOTOpbIE SBISAIOTCA
YMEpEeHHBIMH UHTUOUTOpaMHU
CYP3A4 wm P-ITI, poza
npenapara Acdunutop® B

OONBIIMHCTBE  CJIy4aeB JOJDKHA
OBITh CHIDKEHA 10 5 MT MM 2,5 MI
B cyrku. OJHaKO  TOYHBIE

KJIMHUYECKUE JlaHHbIE o
KOPPEKTHPOBKE J103Bl
OTCYTCTBYIOT, peKOMeHayeMast
KOppeKLHs J103BI MOKET
BapbHpPOBATh Y OTAEJIbHBIX [PYIII
MAHEeHTOB, [I03TOMY
peKoMeHayeTcs NIPOBE/ICHUE
THIATENILHOTO JIEKapCTBEHHOTO
MOHHUTOpPUHTA c LEJTBIO
CBOEBPEMEHHOT'0 BBISIBIIEHUS
BO3MOSKHBIX MOOOYHBIX 3 PeKTOB.
B ciyvae IIpeKpaleHus
O/IHOBPEMEHHOI'0 NIPUMEHEHHUS
YMEpEeHHBIX UHTHOUTOPOB

CYP3A4 wm P-ITL, cnemyer
YUUTBIBaTh  MPOJODKUTENIEHOCTh
«OTMBIBOYHOTO» nepuozaa
MpernaparoB, KOTOPBIH B CpeaHEM
COCTaBJISIET OT 2 710 3 AHEH, repen
BO300HOBJIEHHEM NPUMEHEeHUS
npenapata A¢uHutop® B 103e€,
INPUMEHAEMONH  HCXOJHO, 10
Hayajla COBMECTHOI'O MPHMEHEHHUS
npernapara Ac¢unutop® u
YMepEeHHBIX UHTHOUTOPOB
CVYP3A4 wnu P-I'TL

Cy0sneHumalnbsHble

TUTAHTOKJIETOUHBIE ACTPOLIUTOMEI,
aCCOLIMMPOBaHHBIE C TyOEpO3HBIM
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CKJIEpO30M, Yy TAalHEeHTOB B
BO3pacTe crapme 3-X JIeT MpH

HEBO3MOKHOCTH BBITIOJTHEHUS
XUPYPru4ecKoi pe3eKuuu
OITyXO0JTH

Ecnim  manmeHtam  mokasaHo
OJITHOBpPEMEHHOE NpUMEHeHHe
[IPEnapaToB, KOTOpBIE SBISIOTCS
YMEPEHHBIMH HHTUOUTOpaMu
CYP3A4 wm  P-I'TI, posza
npernapara Adunurop® B
OOMBIIMHCTBE CIIy4aeB OJDKHA
ObiTh cHwkeHa Ha 50%. Ilpwu
BO3HUKHOBEHUHU MOOOYHBIX

¢ dekToB MOKeT mnoTpedoBaThCs
JIOTIOJTHUTEILHOE CHIDKEHHEM
no3el. Crnenyetr omnpenenuts Cmin
9BEpoIMMyca B KpPOBM  IIO
MeHbIeH Mepe 4vepe3 | Hememro
[oC/Ie  Havyajla OJHOBPEMEHHOIO

MpUMEHEHUs YMEpPEHHOTr 0
UHruduTOpa n3odepmeHTa
CYP3A4 wnmu P-I'TL. Tlpu ormene
OJTHOBPEMEHHO MIPUMEHAEMbIX
HUHTUOUTOPOB n3opepmeHTa
CYP3A4 wm  P-ITI  posy

npenapara A¢unutop® cremyer
BEPHYTh K MCXOJHOW mocie 2-3
JIHEH «OTMBIBOUHOIO» MEpUoja H,
[0 MeHbIIed Mepe, uepe3 1
HEZEII0 ONpPEIETUTD Chin
9BEPOJIMMYCa B KPOBH.

['peiingpyr,

rpeingpyToBbIii COK,
TUTOABI KapaMOoJIbI
(Tponmueckoit 3B€3/Ibl),
rOpbKUi arnejbCuH 51
apyrue MPOIYKTHI,

BJIMAIONIME HAa AKTUBHOCTH
uuroxpoma P450 u P-I'TL

OpHOBpeMeHHOe
NPUMEHEHHE HE U3Y4eHO,
OJKHJIaeTCs MOBBIIICHUE
KOHUEHTpaLUU
IBEPOJIHMYCa.

OIHOBPEMEHHOIO IPUMEHEHHUS C
npenapatom Adunutop® cremyer
u3berars.

Mownwvre unoykmoper CYP3A4

Pudamnuimx

AUC ymenspanack Ha 63%
Crax yMeHbIAN1aCh B 58%

OJHOBPEMEHHOTO TPUMEHEHHS C
npenapatom Adunutop® cremyer

[ TIOKOKOPTHKOCTEPOHIBI OnHOBpeMeHHOe u3beratb. Ilpm HeoOXoauMoOCTH

(HanpuMep, IeKCaMETa30H, | IPUMEHEHHe He H3Y4YeHO, | OZIHOBPEMEHHOIO NpUMEHEHUS

NpeTHI30JI0H) OKuaeTcs YMEHBIIEHHE | CIIeIyeT YBEITHUYHUTD J103y
KOHLEHTpaLUx npenapara A¢punutop®.
IBEPOITUMYCA.

Kap6amazenun OpnHOBpeMeHHOe

denobapburan NPUMEHEHHE HE H3YYeHO,

dennrouH OXKHIAeTCA YMEHBILICHUE
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KOHLEHTpaLUu
IBEPOJIUMYCA.

O¢asupens OpHoBpeMeHHOE
Heupanun NPUMEHEHHE He HU3Yy4eHO,
OXKMIAeTCS yMEeHbLICHHE
KOHUEHTpaLUH
3BEPOIHMYCA.

3Bepoboii OpHoBpeMeHHOe OpnHOBpeMeHHOE TpPHUMEHEHHE C
NPOABIPSABICHHBIN MpUMEHEHHe He MH3y4YeHo, | npemapatoM  Adunutop®  He
OXKHJAETCS  3HAYMTEJIBHOE | PEKOMEHIOBAHO.

YMEHbIIEHHEe KOHIICHTPALIHH
3BEPOJIHMYCa.

Brusnue seeponumyca mna xonyenmpayuio 6 nnasme JIC, npumensemvix 6 Kkavecmee
conymcmeyroweil mepanuu

V 310poBBIX 100POBOJIBIIEB IPH OJHOBPEMEHHOM MIPUMEHEHNH SBEPOJIUMYCA C aTOPBACTATHHOM
(cyoerpar uzodpepmenta CYP3A4) unu npaBacTaTHHOM (He AB/IAETCS CyOCTpaToM H30(epMeHTa
CYP3A4) xiMHUYECKH 3HAYUMOTO (DapMAaKOKHHETHYECKOIO B3aUMOJEHCTBHMSA HE OTMEYaaoCh.
[Ipu nomynaumoHHOM (apMaKOKMHETHYECKOM aHaln3e He ObLIO BBHIABIEHO TAKXKE BIMAHHUSA
cumBactaTuHa (cyocrpar uzodepmenta CYP3A4) Ha KiupeHC 9BepoIMMyca.

In vitro sBeponuMyc KOHKYpPeHTHO HHrHOMpoBai MeTabonuam cyderpara usodepmenta CYP3A4
— UUKJIOCIIOPHHA M SBJIAICS CMEIIaHHBIM HMHIUOMTOpOM cybctpara uzodepmenta CYP2D6 —
JeKCTpoMeTophaHa B PaBHOBECHOM COCTOSHUM. CpesiHsst paBHOBECHAS Cmax 3BEPOJIMMYCaA TIPH
npueMe rnpemnapara BHYTph B 03¢ 10 mr B geHp wian 70 Mr B Hezenmo Gonee yem B 12-36 pas
HIDKe 3HaYeHuil K sBeposmmyca 1o MHrHOMpYyrOMEMY JASHCTBHIO in Vitro Ha W30(epMEHTHI
CYP3A4 u CYP2D6. B cBsi3u ¢ BblllIeCKa3aHHBIM BIIHSHHE 9BEPOJIUMYCA i1 Vivo Ha METa00IM3M
cyberparoB uzodepmentoB CYP3A4 u CYP2D6 manoBeposTHO.

OaHOBpeMEHHOE NPHMEHEHHE 3BEpOIMMyca M MHAa30j1aMa MPUBOAMT K yBeIUYeHHIO Cmax
muaaszosnama Ha 25% u yBennueHuro AUC o-inf) MUIa301aMa Ha 30%, 1pu 5TOM MeTaboIMYecKoe
or”Homenne AUC (1-runpokcumuaa3onam/Muia3onam) U Mepuosl MOTyBbIBEICHUS MUIa301aMa
HE HW3MEHAIOTCSA. OTO CBHIETENILCTBYET O TOM, YTO TOBBIMIEHHAs SKCIIO3MLKS MHJIa30/1aMa
ABJIAETCA CJIeCTBHEM 3(p(EKTOB 3BepoMMyca B KeyJ0YHO-KHIIEYHOM TPAKTe, MPU MPHEME
YKa3aHHBIX IMPENapaToB B OJHO M TO k€ BpeMs. TakuM o0pa3oM, 3BEpOMMYC MOXKET BIIUSATH Ha
GHOJ0CTYNHOCTE OJIHOBPEMEHHO NMPUHHMAaeMbIX BHYTpb JIC, KOTOpBIE ABJAKOTCA CyOcTpaTaMu
uzopepmenta CYP3A4. ManoBeposiTHO, 4TO 3BEpOIUMYC M3MEHSET dKcno3uuuio apyrux JIC,
apnsomuxcs cyocrparamu CYP3A4, BBOAMMBIX He BHYTpPb, a APYTHMH IYTAMH, Halpumep,
BHYTPUBEHHO, MIOAKOXKHO U TPAaHCAEPMAIBHO.

[Ipy ~ OJHOBpEMEHHOM TPUMEHEHHHM C 93BEpOJIMMycOoM oOTMedeHo 10%-oe yBenuueHHe
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KOHUCHTPALMK B IUIa3M€ KPOBH MPOTHBOSIMIECNTHYECKHX JIEKAPCTBEHHBIX CPEICTB —
KapbamasenuHa, kinobasama W ero Merabonuta, N-me3MeTHiIKIOGa3zama, nepen MpHEMOM
O4epeaHOH 103kl JlaHHOE sBIIEHHE MOXKET ObITh KIMHHYECKH HE3HAYMMBIM, OHAKO, CIEIyeT
TNpPUHATE BO BHUMAHHE BO3MOJKHOCTB KOPPEKUMH [103bl MpoTUBO3mMIenTudeckux JIC ¢ y3kum
TEPANeBTUYECKUM HHJICKCOM, HarpuMmep, kapObamasenuHa. [IpH oHOBpEMEHHOM NMPHUMEHEHHH
3BEPOIMMYC HE BJIMAI Ha KOHLEHTPALMIO B IUTa3Me KpPOBH MpoTUBOdMMiIenTuueckux JIC,
ABIAIOIMXCS cybcTparamu u3odepmenta CYP3A4 (kionaszenama, auasenama, dendamara u
30HHCAMM/Ia), MIepe/l IPUEMOM OYepeIHOM UX 10361, Takke He OTMEYEHO BIMSAHUSA YBEPOTUMYCa
Ha KOHLEHTPALMIO B IIa3Me KPOBU ApYyrux npotusosnuiaentuyeckux JIC, B T.4. BanbnpoeBoit
KHCIIOTBI, TONMpamMarta, OKckapOasenvHa, ¢peHobapOuTana, (PeHHTOMHA ¥ MHUPUMHIOHA, Tepen
IIPUEMOM OYEPETHOM UX 03B

OnHoBpeMEHHOE MPUMEHEHHE YBEPOITHMYCA M SKCEMECTAHA MPUBOIMT K YBEMHUEHHIO Crin 1 Caq
TMOC/ICAHETO COOTBETCTBEHHO Ha 45% wu 71%. TeMm He MeHee, COOTBETCTBYIOLIME YPOBHH
5CTpajIMojIa B PABHOBECHOM COCTOSHMH (4 HeZe/IH) He OTIMYAINCh B JBYX IpyMmnax Tepanuu. Y
MalUMEHTOK B IOCTMEHONAay3e ¢ rOPMOHO3aBUCHMBIM PAaclpOCTPAHEHHBIM PAKOM MOJIOYHOM
KEJIE3bI C MMOJIOKUTENIbHBIMH TOPMOHAIBHBIMH PELENITOPAMH, MOTYYaBIIHX COOTBETCTBYIONIYIO
KOMOMHALMIO, He HA0/II01AI0Ch YBETNYEHUs YaCTOTBI PA3BUTHSA MOGOYHBIX 3P HEKTOB.

BivsHue [aHHOrO yBenMYeHMs KOHLEHTPAUMH 3KCeMecTaHa Ha ero 3((eKTUBHOCTh W
6€30MacHOCTh MaJIOBEPOSATHO.

OnHoBpeMeHHOE MPUMEHEHHE 5BEPONIMMYCa M OKTPEOTH/A MPOJOHTMPOBAHHOTO JIeHCTBHUS
NPUBOAMT K yBelnuueHHo Cmin OKTPeOTH/Ia, OKa3blBAIOIIEE HE3HAYMTENBLHOE BIMSHUE Ha
KIIMHUYeCKUH 5 deKT 3BepouMyca y MalKeHTOB ¢ METACTa3UPYOIMMH HEHPOIHIOKPUHHBIMH
OITyXOJISIMH.

Baxyunayus

HMMyHOIeTIpeccanThl MOTYT OKa3bIBaTh BIMSHKE HAa OTBET NPU BaKLUMHALKMK; Ha (OHE JIeUeHHUs
npenapatoM Aduuntop® BakUMHALMA MOXKET ObITh MeHee 3(hheKTHBHOIA. Cnenyer usberatb
MPUMEHEHHs JKUBBIX BaKIMH M TECHOIO KOHTAaKTa C JIMLAMH, BaKIWHUPOBAHHBIMU SKUBBIMH
BaKLMHAMH.

OCOBBIE YKA3AHUS

Jleyenne npenaparom Aunutop® crefyeT NPOBOAMTH TONBKO MOA HAGITIOAEHUEM Bpaya,
MMEIOILETO OMBIT pabOThl ¢ MPOTUBOOITYXOJIEBBIMH IPENapaTaMy WM JieueHus nauueHtos ¢ TC.
Konmpayenyus

Bo Bpems Tepamuu npenapatom Aduuutop® M Kak MHHMMyM B TedeHHe 8 HeJelb MOC/e ee

OKOHYaHHs CJIEAYET UCII0JIb30BAaTh HAJI€KHBIE METO/IbI KOHTPALIEIILIHH.
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Heungexyuonnuiii nneemonum

HenHpekunoHHbIl  NMHEBMOHMT — sBIeTCS — KJIAcC-CHELMPUYHBIM  TMOGOYHBIM  d(dheKTom
MPOU3BOAHBIX panamuiMHa. IIpu npumeneHnn npenapata Aduuutop® Takke OTMEYATHCh
Clydad pasBUTHS HEMH(MEKUMOHHOTO IHEBMOHMTA (BKJIOYAS HMHTEPCTHLMATBLHYIO OONE3Hb
nerkux). B psze ciaydaes Habmonanuck Tsokesnbie GopMbl 3a60/1eBaHus (PEIKO CO CMEPTENbHBIM
HCXO0JIOM).

Jlnarso3 HeMH(pEKIMOHHOTO MHEBMOHHUTA CIIEAYeT MPEANOJIOKHTE y MAlMEHTOB TP PA3BHTHH
TaKMX HecTeUM(pUYECKUX TMPOABICHHH CO CTOPOHBI OPraHOB JIbIXAHHSA, KAaK THIIOKCHS,
IUIEBPAIIBHBIA  BBINIOT, Kallelb WIM OJBIIKA, a TAaKKEe MPH MCKIIOYEHHH C [OMOIIBIO
COOTBETCTBYIOIHMX JHATHOCTUYECKHX MCCIIEI0BAHMI MH(EKIIMOHHOM, OIMyX0JIeBOW W JPYrHX
NpUYMH  TakuX mnposeiaeHuil. Ilpm  mnpoeeaennu  muddepeHuManbHON  IMATHOCTHKU
HEMH(EKUMOHHOTO TTHEBMOHHMTA CJEAyeT MCKIIYaTh ONMOPTYHUCTHYECKHe MHGMEKLIHH,
HanpuMep, MHEBMOLUCTHYIO ITHEBMOHHIO.

[TaupenTa cregyeT NMpOMHCTPYKTHUPOBATE O HEOOXOAMMOCTH COOOWIATh JledalieMy Bpady o
MOSIBIICHUH JIFOOBIX HOBBIX MM YCHJICHUH UMEIOILIMXCS CHMIITOMOB CO CTOPOHBI JIbIXaTeNTbHOI
CHCTeMBbI. Y MallMeHTOB, MMEIOMMUX TOJIBKO PEHTIEHOJIOTHYECKHe MPU3HAKH HEMH(EKIMOHHOTO
MHEBMOHMTA (NPU OTCYTCTBMM WM MPU HAIMYMH MUHUMAIbHBIX KJIMHHUYECKH 3HAYUMBIX
CHUMIITOMOB), BO3MOKHO MPOJIOIDKEHHE JieueHus npenapatoM Aduuutop® 6e3 H3MeHeHHs 1035l
npenapara. B ciydae ecnM cHMOTOMBI TTHEBMOHMTA BBIPAKEHBI YMEPEHHO, HEOOXOAMMO
paccMOTpeTh BOMPOC O BPEMEHHOW INPUOCTAHOBKE TEpaNMU 0 YJIy4IIeHHs COCTOSHUS. [
Ky[TMPOBaHUS CHMIITOMOB BO3MOXKHO IIPUMEHEHHE IIIOKOKOPTHKOCTEpOUIoB. JleueHue
npernapaToM MOKET ObITh BO30OHOBIIEHO B 703€ Ha S0% HMKE MCXOIHOM.

[Ipy pa3sBUTHM BBIPAKEHHBIX CHUMIITOMOB (CTeNeHb 3 WM 4) HEMH(PEKIUMOHHOrO IMHEBMOHMTA
Tepanuio npenapatoM Adunutop® creyeT NpekpaTHTh 0 CHUKEHHS CTENEHH TAKECTH
CUMNTOMOB 10 | cTeneHu. B 3aBHCHMOCTH OT KIMHUYECKHUX YCIOBHMH MOCIe H3JI€UYEHUS
ITHEeBMOHHUTA TeparMs NpPenapaToM MOKET ObITh BO30OHOBIIEHA B 103€ Ha 50% HMKe UCXOMHOM
(cm. paspen «Cnocob npumenenust u 0o3w1»). Ilpd TOBTOPHOM pPa3BUTHH CHMIITOMOB O 3
CTEIIEHH CJIElyET PACCMOTPETh BO3MOXKHOCTh MPEKPALeHHs Tepanuu rnpenaparom Aduaurop®.
IIpu pasBuTuM HEMH(EKUMOHHOrO NMHEBMOHHMTA 4 CTENEHH TEPAIMIO TPENapaToM CieayeT
NpeKpaTuTh. Takke Moay4eHo coobuieHne O pa3BUTHM ITHEBMOHHTA MPU INPUEME Mpenapara
Adunurop® B cHIKEHHOIT 103€.

VY  [auMeHToB, TMOMYYalOIMX C  LENbIO  JieYeHHUs HEeHHPEKIHMOHHOrO  [THEBMOHHTA
[TIIOKOKOPTHKOCTEPOU/IHBIE TIpENaparkl, CIEAYEeT pPacCMOTPETh BO3MOXHOCTH IPOBEJECHHS

npoUIAKTHKU Pa3BUTHS THEBMOLMCTHON MTHEBMOHMUHU.
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Hugpexyuu

[Ipenapar  Adunutop®  obnamaer UMMYHOCYIIDECCUBHBIMM ~ CBOMCTBAMH M MOKET
CIIOCOOCTBOBATh  Pa3BUTHIO Yy MALMEHTOB OaKTepHATIbHBIX, TIPHOKOBBIX, BUPYCHBIX HJIH
MPOTO30MHBIX ~ MH(MEKUMH, B  OCOOGHHOCTH  BbI3BIBAEMBIX  YCJIOBHO  NATOrEHHBIMH
MHKPOOpraHW3MaMH. Y MaUWeHTOB, NMPUHUMABIINX mpenapar Aduuutop®, GbLTM OMUCAHBI
MECTHBIE W CHCTEMHBIE WH(OEKLUHU, BKIIOYas MHEBMOHHIO, Pyrie GakTepuaibHble HHEKIHH,
rpUOKOBbIE MH(EKIMHU, TaKHE KaK acTlepruiuie3 WK KaHIuI03, MHEBMOLMCTHYIO THEBMOHHUIO U
BUPYCHbIC MH(eKUMH, BKIIOYas 00OCTpeHHe BHpycHoro rematuta B. HekoTopble u3 3THX
uHeKUmi ObLTH TAKETBIMU (C Pa3sBUTHEM CEINCHca [BKII0YAs CeNTHYECKHUIA MIOK], JbIXATENbHOM
WM TMIEYCHOYHOM HEeJ0CTATOYHOCTH) U MHOTIZA NPUBOJMIIN K JICTAILHOMY HMCXOMy y JAeTel u
B3pociblX. [aumenra cieayer npoMHGOPMUPOBATH O MOBBIEHHOM PUCKE Pa3BUTUsS MHpEKIMI
TpH MPUMEHeHHH npenapata AGuuuTop®, GBITH BHUMATEIBHBIMH K CHMIITOMAaM H NpU3HaKaM
MHOEKLUMIi M NpU MX MOSABJICHUM CBOEBPEMEHHO oOpamartbcss K Bpady. Y NaLHEHTOB ¢
MH(EKUMOHHBIMU  3a00/1eBaHIAMH  Tepe]l NpHMeHeHneM npernapata Adunutop® cremyer
MPOBECTH HaIekauee JiedeHue. [Ipu moaTBep;kIeHUH IMarHo3a NMHGEKUHOHHOTO MOpaKEH s
CJIEyeT He3aMeUIUTE/IbHO HayaTh COOTBETCTBYIOLIYIO TEpAIlHI0 M PAcCMOTPETH BOIMPOC O
BPEMEHHOM ITPUOCTAHOBJIEHUH WJIU MOJIHOH OTMEHE TepaIiH MpernapaTom.

B cnydae pasBuTvs MHBa3MBHOH CHCTeMHOH TIpPHOKOBOM HH(EKUMM Tepanuio MpernaparoM
Adunurop® ciie/ryeT OTMEHHTH H IPOBECTH COOTBETCTBYIOILYIO IIPOTUBOrPUOKOBYIO TEPAITHIO.
VY  DNauveHToB, TOJNYYAOIMX TEParuio 3BEPOIMMYCOM, OIKMCAHbl CIydau pa3BUTHS
ITHEBMOLIMCTHOM TTHEBMOHHUH, HEKOTOpBIE C JIETAILHBIM HCXOI0M. Pa3BUTHE ITHEBMOLIMCTHOM
MHEBMOHUM MOXKET OBITh CBSA3aHO C OJHOBPEMEHHBIM MPHMEHEHHEM [IIFOKOKOPTHKOCTEPOUIOB
WIA JIpyTUX HMMYHOCYIIPECCHBHBIX IMpernapaToB. B cioydae OJHOBpEMEHHOIO JI€YeHHS
[TTIOKOKOPTUKOCTEPOMIAMH WM APYTMMM IIperapaTaMH, YrHETAIOIUMH UMMYHHYIO CHCTEMY,
CJIEyeT PacCMOTPETH BO3MOXKHOCTH IPOBEACHUS MPOQHIAKTHKH pPa3BUTHs ITHEBMOLMCTHOM
MTHEBMOHUH.

Peaxyuu cunepuyscmeumenvrocmu

Peakuun runepuyBCTBUTENBHOCTH MPH MPUMEHEHHH 3BEPOJMMYCa BKIHOYaIM (HO He
OrpaHMYMBaNINCh) aHAQUIAKTUYECKUH IOK, OJBIIIKY, TOKPACHEHHE KOXKHBIX TIOKPOBOB, 60/ B
TPYZIHOM KJIETKE U aHTMOHEBPOTHYECKMIT OTeK (HAMpUMep, OTeK JbIXaTeNIbHBIX MyTeil UK A3bIKa
¢/6e3 HapymeHus PyHKIHK JIbIXAHWUS).

Aneuonespomuueckuii omex npu 00HO8peMeHHOM npumeHenuu ¢ uneubumopamu AITD

VY nauueHToB, MOJyYarolUX OJHOBPEMEHHOe JjiedeHue HHruouTopamu AIID, MmoxkeT ObITh

ITOBBIICH PHUCK pasBUTUSA aHTMOHEBPOTHUYECKOI'O OTEKa (HanpnMep, OTCKa ObIXaTCIIBbHBIX lIYleﬁ
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WK sA3bIKa ¢/0e3 HapylmeHUs (yHKUUH AbIXaHHs ).

Cmomamum

Cromarur, BKIIOYas M3BA3BICHHE CIIM3UCTON 0GOMOYKM MOJNOCTH PTa, BOCIAICHUE CIIM3HMCTOM
MOJIOCTH  pTa, sABAeTcs Haubonee wactoit HJIP y mauueHToB, mNOMyYarowmx mpenapar
Adunutop® (cM. pazgen «Ilo6ounoe Oeuicmeue»). CTOMAaTUT, KaK MPAaBUIIO, Pa3BUBAETCA B
nepBele 8 Helenb Tepanuu. B cilyuae BO3HHKHOBEHHs CTOMATUTA PEKOMEH/IyeTCs MpHMEHEHHe
MecTHOH Teparmu. CrietyeT u3beraTh NMPUMEHEHHs CPEACTB, COAEPXKAIIMX CIUPT, MEPEKHCH
BOJIOpOJIa, #0J, Yabpeu (THMbAH), TaK KaK OHM MOTYT yCYyOMTb COCTOSHHE (CM. paszien
«Cnocob npumenenus u 0osvi»). He clieyeT npUMEHSTh NPOTHBOrPUOKOBBIE CPEICTBA, €CIIH
Hajlmure rpuOKOBON HH(EKIMU He TTOATBEPIKIEHO.

B unccnesoBanuy y nauMeHTOK B MOCTMEHOIAy3e C PakoM MOJIOYHOM JKeNle3bl MPUMEHEHHe B
KayecTBE CPEACTBA VIS MOJIOCKAHMS TOJOCTH PTa IIIOKOKOPTHKOCTEPOMIHOIO PacTBOpa, He
COJePXKALIETO CHUPTAa, B TeYeHHE NEpBBIX § Hexenb Tepamuu mpenapatoM Aduuutop® B
KOMOMHALIMK C 5KCEMECTAHOM IO3BOJIMIO JOCTUTHYTh KJIMHHYECKH 3HAYMMOTO CHIKEHHS
4acTOTBI M TSUKECTH CTOMATHTA (cM. paszaen «Ilobounoe deiicmeaue ).

Ioyeunas neoocmamounocmo

Ilpn npumeHenuu npenapata A¢uuutop® ObLTM OTMEYEHBI CIydyad PA3BUTHS IOYEYHOl
HE/IOCTAaTOYHOCTH (BK/IKOYAs OCTPYIO MOYEYHYIO HEAOCTATOYHOCTH), HEKOTOPHIE ¢ JIETATIbHBIM
ucxozoM. HeoGXoauMo KOHTPONMpOBaTh (YHKUMIO MOYEK BO BPeMs TepaluM MpernapaToM,
0COOEHHO y MaLMEHTOB C JONOJIHHUTEIBHBIMH (akTopamu pucka (cMm. pasgen «llo6ounoe
oeticmaue »).

Jlabopamopnuie uccnedoeanus u KOHMpPons

Dyukyus novex

Ipu npumenenuu npenapara A¢puuntop® GbUTM OTMEUEHBI ClTydau MOBBIMECHHS KOHIEHTPALIH
KpeaTHHHHA B CBIBOPOTKE KPOBH (OOBIYHO JIETKOH CTENEHH) U MPOTEHHYpUH (CM. pasfen
«Ilobounoe Oeticmeuey). Jlo Havana neveHus npenapatom AduHuTOp® M TEPHOIUYECKH BO
BpEMs TepaIuu ClelyeT KOHTPOJIMPOBaTh (QYHKIMIO MOYEK, BKIIOYAs H3MEPEHHe KOHIIEHTPalluK
MOYEBHHBI B CBIBOPOTKE KPOBH, KOHIIEHTPAaLMM Oe/IKa B MOYEe MM KOHLICHTPALMU KPEaTHHHHA B
CBIBOPOTKE KPOBH, MPOBOJNTH KIMHMYECKMH aHaIW3 KPOBH M OIPENENATh KOHLEHTPALHUIO
sBeposIMMyca y nauueHToB ¢ COI'A.

I'nioxo3a kposu

Ipu npumenenun npenapara A¢puautop® GbUTM OTMEUEHBI CITydaH THIEPrIMKEMHH (CM. pasaen
«Ilobounoe oOeiicmsuey). Jlo Hayana jeveHus npenaparom Aduuutop® M nepHoaHYECKH BO

BpeMs TEpaluu CJIEAYET KOHTPOJMPOBATh KOHLEHTPALIMIO TJIFOKO3bI B CbIBOPOTKE KpPOBH
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Harowmak. bosiee 4acThili KOHTPONIL peKOMEHIyeTCs MPOBOJUTH Yy MALMEHTOB, OJHOBPEMEHHO
MOJTy4aKOIUX Jpyrue Mpenaparel, NPOBOLMPYIOIIKE runepriaukeMuro. Creayer o0ecneduTs
aJICKBAaTHBIH KOHTPOJIb KOHUEHTPAUMM TJIFOKO3bl KPOBM [0 Hayajaa JIeYeHHs [pernapaToM
Adunurop®.

Jlunuower kposu

Ipu npumenenun npenapara Aguautop® GbUTM OTMEUEHBI CITydau AMCTHITHICMIH (CM. paszen
«llobounoe Oeticmeue»). Jlo Havana JedeHus npenapatom AduUHMTOP® M TEPHOIMYECKH BO
BpEMsA TepanuH CjeAyeT KOHTPOJIMPOBATh KOHIIEHTPALMIO XOJIECTepHHA M TPUTIIMLIEPHIOB B
nnasmMe KpoBH. IIpu OTK/IOHEHMHM NaHHBIX MOKAa3aTeleil OT HOPMBI PEKOMEHIYETCs IPHUMEHSTh
COOTBETCTBYIOIINE CPE/ICTBA TEPAITUH.

I'emamonozuveckue Hapywenus

Ipu npumenerun npenapata AGuauTop® GbLTM OTMEHYEHBI CTydau CHIKEHHS KOHIIEHTPALMN
reMorJ00KMHa, KOJIM4YeCcTBa TMMOLUTOB, TPOMOOLMTOB U HEUTPoGMIoB (cM. paszen «Ilobounoe
oeticmeue ). HeoOXoaumMo MPOBOAMTH Pa3BepHYTHIN aHAINW3 KPOBHM JO Havaaa Tepanmuu |
NEPUOAMYECKH B TEYEHUE BCEro Kypca JIeYeHHS.

Hapywenue ¢ynxyuu nevenu

KonuenTpauus sBeponumyca Oblia BbIIe Y ALMEHTOB ¢ HAPYLIEHHEM (DYHKUMH MEYeHH JIerKOil
(kmace A mo knaccudukamuu Yaiina-ITeo), cpenneii (ktace B no knaccuduxauun Yaitna-ITeio)
u  Tokenoi  (knace C  nmo  knaccupukaumu  Yaiinn-Ilelo)  cremeneit (oM. pasnen
«Dapmaxonozuueckue ceoticmear). Y TalUUMEHTOB ctapuie 18 jer ¢ HapyueHHAMH (QyHKIMH
neyeHH Tsokenod crenmenu (kmacc C mo  kinaccubmkaumu  Yaiina-Ileto) mnpemapar  He
PEKOMEH/IOBaH 3a MCKIIFOYEHHEM CIIyyaeB, KOIZa O)KHUAaeMmas M0Jib3a MPEBBIIAET BO3MOKHBII
puck. [penapar Apunutop® nporuBonokasan maupentam ¢ COTA, accouuupoBaHHbIME ¢ TC,
B BO3pacte 10 18 ner ¢ Hapymenuem ¢yHkuuM nedyeHu kiacca A, B, C mo wiaccudukanuu
Yaiina-I1sto.

Baxyunayus

Cnenyer wus3beraTh MNpPHUMEHEHHMS JKUBBIX BAaKUMH W TECHONO KOHTAKTa C JIMIAMH,
BaKLIMHMPOBAaHHBIMH JKHMBBIMH BakUMHAMH (CM. pasaen «Bzaumooeiicmeue ¢  Opyeumu
JIEKAPCMBEHHbIMU  cpedcmeéamu U opyaue 6udbl e3aumooeticmsus»). B ciydae npuMeHeHUs
npenapara ApuHuTop® y nauueHTOB Miaume 18 et cieyeT MpoBecTH BCe PeKOMEHIOBAHHBIE
MECTHBIM KaJIeHapeM IMPUBUBOK MIPOTUBOBUPYCHBIE BAKI[HHALHH.

3aorcusnenue pan

Hapymienue npouecca 3axuBleHUs paH sBIseTcs kiacc-3GQpeKToM MpOoM3BOHBIX panaMHIMHA,

BKJIIOYas aBeposmyc. Heobxoaumo cobmonaTe OCTOPOXHOCTH MPH MPHUMEHEHWH MNpenapara
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Adunutop® B nepuoneparoHHOM nepuoe.

Ocnoocnenus nyyegoit mepanuu

Coobmanock 0 TskedbIX peakUMAX Ha JIy4eBylO Tepamuio (BKJIIOHAs JyueBoii s30(arut,

nyqesoﬁ IMHEBMOHHUT H JIy4€BO€ MOpaXCHHUE KO)KI/I), NpH NPHUMEHEHHUH 3BEPOJIMMYyCAa BO BpeMs

HJIA BCKOPE TIOCJIE€ MPOBEACHUSA ﬂyquoﬁ TEparuu. Heob6xommmo MPOSABJIATE OCTOPOKHOCTE Y

JIaHHOM KaTeropuu nanurueHTOB.

Coobuanock 0 MECTHOI BOCTIAIMTENFHON peakuuu B paHee 00Ty4EHHOM 061aCTH Y MALHEHTOB,

NPUHUMABLIKX 3BEPOJIUMYC MOC/IE MPEIECTBYIOLIEH JIy4eBOi TepanuH.

BJIMSIHUE HA CIIOCOBHOCTD YIIPABJISITh TPAHCIIOPTHBIMU CPEJACTBAMH U MEXAHU3MAMU

HccnenoBanus BIUSAHUA Ipenapara A(t)PIHI/ITOp® Ha CIOCOOHOCTH YIPpaBJIATE TPAHCIIOPTHBIMHA

CpeACTBAMHU U MEXaHU3MAaMM HE IPOBOIMIIUCE. V4uteiBass BO3MOKHOCTh pa3BUTHA HEKOTOPBIX

noGOYHBIX peakimii Ha (oHe mpuema mpenapata AduHuTop® (YCTANIOCTh, TOJTOBOKPYKEHHE,

COHJII/IBOCTB), [MalueHTam CJICayeT coboaaTh OCTOPOIKHOCTD IPH YIIPABJICHUH TPAHCIOPTHBIMH

CpeACTBAMU M 3aHATHUAX JPYTHMH TMOTEHUHAJIBHO OIIAaCHBIMM BHJIaMH ACATCIIBHOCTH,

Tpe6yloumMn [TOBBILUEHHOM KOHUCHTpalluhl BHUMAaHHI.
DOPMA BBIITYCKA

Tabnetku, 5 mr u 10 mr.

[Io 10 Tabnertok B 6mctep u3 ITA/An/IIBX. Io 3, 6 wm 9 GiMCTepOB BMECTe ¢ HHCTPYKIHEH

I10 MPUMEHEHUIO B KAPTOHHOM MaukKe.

Y CJIOBUSI XPAHEHUS

B opurunaneHoii ynakoske npu temneparype He Boime 30 °C.
[Ipenapat cietyer XpaHUTh B HEIOCTYIIHOM JUIsl IeTeil MecTe.

CPOK IrOJTHOCTH

3 rona.

He npyMeHATH Mpenapar 1o UCTeYEHUH CPOKA TOJHOCTH.

YCJI0BUs OTITYCKA

OTIycKaloT 10 peenTy.

HANMEHOBAHUE U AJIPEC FOPUIMYECKOI'O JIMIA, HA UM KOTOPOI'O BBIJIAHO
PEIMICTPAIIMIOHHOE V/IOCTOBEPEHUE

Hosaptuc ®@apma AT, Jluxtmrpacce 35, 4056 basesns, [lIseiinapus /
Novartis Pharma AG, Lichtstrasse 35, 4056 Basel, Switzerland.
ITPOM3BO/IUTEJIBL

IIpou3sBoacTBO roTOBOI IeKAPCTBeHHOI (POPMBI H IEPBHYHAS YNIAKOBKA

Hosaptuc ®apma Illreiin AT, Illaddxaysepmrpacce, 4332 Illreiin, Illseitnapus/ Novartis
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Pharma Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland.

Bropnvnas ynakoBKka H BbINYCKAKIIHI KOHTPOJIb KA4€CTBA

Hoeaptuc ®apma Illreitn AT, Iladdxayszepmrpacce, 4332 Illreiin, Ilsetinapus/ Novartis
Pharma Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland

WIN

O611ecTBO ¢ OrpaHHYEHHOM OTBETCTBEHHOCTHIO

«CKOIMMHCKWI ®APMALIEBTUYECKUI 3ABO/I» (00O «CKOITMH®APMy),

391800, Psazanckas 06:1., CkonuHCKHiA paiioH, Teppuropus [IpombiiienHas 3oua Nel, 31anme 1,
Poccus

OPIAHU3AIUS IIPUHUMAIOIIAS IIPETEH3UU [IOTPEBUTEJIS B POCCUM:

00O «Hogaptuc ®apma»

125315, r. Mocksa, Jlenunrpazackuii npocnekt, qom 70

Tei. (495) 967 12 70

daxc (495) 967 12 68

www.novartis.ru

B cayuae npouzgoocmea ¢ P® nanpagums npemeH3uu MOMNCHO MAKNCE NO CeOylouiemy
aopecy:

000 «CKOITMH®APM»

391800, Psizanckas 0611., CkonuHckuii paitoH, Teppuropus [IpomeinutenHas 3oua Nel, 3ganue 1,
Poccus

Ten. +7 (49156) 2-03-09

Ten./dakc: +7 (49156) 2-28-44
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