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NMHCTPYKLUA
1O MEJUIITMHCKOMY TTPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
A®UHUTOP®
PEruCTPAIIMOHHBIN HOMEP: JICP-002260/10
TOPrOBOE HAUMEHOBAHME: AuanTop®
MEXIYHAPOJHOE HENATEHTOBAHHOE WJA TPYNINAPOBOYHOE HAUMEHOBAHUE:
IBEPOTHMYC
JIEKAPCTBEHHASI ®OPMA: Ta0OJIETKH
CoCTAB
1 Ttabnerka COOEPKUT: Odelcmsyrouee eeujecmeo — 3Beporumyc 5,00 mr u 10,00 wmr;
6cnomozamenvHble BEUIECTBA: JIaKTO3a O€3BOJHAs, KPOCHOBHMJOH, THUIPOMEIIO3a, JIAKTO3BI
MOHOTHIpaT, MarHus creapar, Oy TUITHIPOKCUTOIYOM.
ONMCAHUE
Tabnemxu 5 me: MpoAoOATOBaTHIC TaONETKH C (hackoi, oT Oermoro a0 OENoro ¢ >KeITOBaThIM
OTTEHKOM I1BeTa, ¢ TUCHeHUEeM “NVR” Ha ogHO# cTOpoHE U ““5” Ha ApyToOi.
Tabnemxu 10 me: npomonroBarbie TabJNeTKH ¢ ¢dackoi, OoT Oeroro a0 0eIoro C KEeITOBATHIM
OTTEHKOM I1BeTa, ¢ TUCHEHHEM “NVR” Ha ogHolt cropone u “UHE” Ha apyroii.
DAPMAKOTEPAINIEBTUYECKASI  TPYIA: TPOTHUBOOIYXOJEBOE  CPEICTBO,  HWHTHOUTOP
MPOTEUHKHUHA3HI
Kon ATX: LO1EG02
DAPMAKOJOIHYECKUE CBOMCTBA
Mexanusm oeiicmeus
DBEepOIMMYC SIBISIETCS HM30MpATENIbHBIM HHTUOUTOPOM CEpPHH-TPEOHMHOBOW KkuHa3pl mTOR
(MHIIIEHh panamMHUIIMHA MIICKOMUTAIONIUX), CHEHU(UISCKH BO3JCUCTBYIOMIMM Ha KOMILJICKC
mTORCI1, curnan-npeo6pasytomeii mMTOR-kuHA36I W PEryiasTOPHOTO  raptor-mpoTerHa
(regulatory associated protein of mTOR). OBeponumyc NMpOSBIASET CBOIO aKTUBHOCThH 3a CUET
BBICOKO a()()MHHOTO B3aUMOJCHCTBUS C BHYTPUKJIETOUHBIM perentopHbiM Oenkom FKBP12.
Kommiieke FKBP12-3Beponumyc cBsasbiBaetcs ¢ mTORCI, uHrnbupys ero cmnocoOHOCTH K
nepenaye curHaioB. mTOR sBusercss kio4eBON CEPUH-TPEOHMHOBOM KHHA30M, WIrparoliei
HEHTPaJbHYIO POJIb B PETYJSLIUU KIETOYHOTO pocCTa, Mpojudepalud U BBDKUBAEMOCTH.
Perynsauus curnansHoro nytd mTORCI dBisercss CIOXKHBIM IPOLECCOM, 3aBUCSIIMM OT
MUTOTEHOB, (AKTOPOB POCTA, JHEPTETUUYECKOW COCTABNSIONICH M IHUTATEIBHBIX BEIIECTB.
Kommiieke mTORCI1 sBnsieTcs BaKHEHIIUM pPEryiIsiTOpOM CHHTE3a Oelka B JUCTAIbHOM YacTH
PI3K/AKT-3aBucuMoro kackajaa, peryjsiiusi KOTOPOro HapylieHa B  OOJIBIIMHCTBE

3JIOKQYECCTBCHHBIX onyxoneﬁ YCJIOBCKA, a4 TAKXKEC ITIPH I'CHCTUYCCKUX 336OHeBaHI/I${X, TaKHX KakK
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Tyoepo3ubii ckiepos (TC).

CurnansHas ¢yHkuus mTORCI1 peanusyercs yepe3 MomynupoBaHue (HochopuIupoBaHUS
TUCTANBHBIX A(PQPEKTOPOB, M3 KOTOPBIX Haubojiee MOJHO OXapaKTEePU30BAHBI PETYISTOPHI
TPaHCIAIUU: KUHa3a pudocomanbHoro O6enka S6 (S6K1) u dakTop mHUIIMAIUM DYKAPHUOTHBIX
kieTok, 4E-cBs3eBatonuii 6enok (4E-BP1). Hapymenue ¢ynkiuun S6K1 u 4E-BP1 BcnencTeue
uaruoupoBanrsi mTORCI1 wapymaer tpaHcmsauuio koaupyeMbix MPHK ocHOBHBIX Oenkos,
YUYaCTBYIOUIMX B PETYJSIIMM KIECTOYHOTO LMKJIA, TNIMKOJIM3a U AJaNTallMd KIETOK K HU3KOMY
YPOBHIO KHCJIOPOAA (TMIIOKCHUHU). DTO MOJAABISAET POCT OMYXOJIM U IKCIPECCUI0 MHIYLIUPYEMBbIX
THIOKCUEH (hakTopoB (Hampumep, TpaHCKpUnuuoHHOro ¢akropa HIF-1). [locnennee npuBoaut
K YMEHBILIEHUIO dKCIpeccur (akToOpoB, 0OECIIEUNBAIONINX YCHIIEHHE MPOIIECCOB aHTHOTEHE3a B
omyxoysi  (HampuMmep, COCYAMCTOro JHAoTenuaabHoro ¢akropa pocta, VEGF) Bo
MHOXECTBEHHBIX OIyXOJIAX, TaKUX KaK IIOYEUHO-KIETOUYHbIM pak H aHTHOMHUOJIUIIOMA.
CurnanbHas nepenada uyepe3 mTORCI perynupyercs reHamMH-CylpeccopaMH OIyXOJIEBOTO
pocra: renamu TybepozHoro ckiepo3a 1 u 2 (TSCI, TSC2). OrcyTcTBHEe WIM HWHAKTHBAIUS
TSC1 wmu TSC2 npuBogut k mnosbimieHnuto ypoBHsS RHEB-GTP (ryanosuatpudocdar-
cBs3pIBatomuii 0esok, I'Td-cBsa3piBatomuii 0eok), oTHocsemMycs: kK Ras cemeiicty ['Tdas3,
KOTOpbIi B3aumojiericTByeT ¢ kommuiekcoMm mTORCI, BbI3bIBasi €ro akTHUBaLUIO. AKTHUBALUA
mTORC] npuBoauT K HUCXOAALIE-HANPABICHHOMY KMHA3HOMY CHTHAJIBHOMY KacKajay, B TOM
yucne aktuBanuu S6K1. Cyb6erpar mTORCI1, S6K1, dochopunupyer perentop 3cTporeHa,
KOTOPBI OTBEYAET 3a JINTaH/I-HE3aBUCUMYIO aKTHUBALIMIO PEeIenTopa.

DBEpoIMMYC SBIISETCS MOIIHBIM MHTHOMTOPOM pOCTa U MPOJUGEpaLUN OIMyXOJEBBIX KIETOK,
SHIOTEIHAIBHBIX KJIETOK, (PHOPOOIACTOB U INIaJJKOMBIIIEUHBIX KJIETOK KPOBEHOCHBIX COCY/IOB.
COOTBETCTBEHHO LIEHTPAIIbHOMY perysiaTopHoMy AeiictBuio kommuiekca mTORCI, sBeponumyc
YMEHbIIAeT Npoau(epanuio KIeTOK, IUKOIN3 U aHTUOTEHE3 B COJIMIHBIX OMYXOJSAX in Vivo,
TakuM OOpa3oM peanu3ysl [Ba HE3aBUCUMBIX IyTH IMOJABIEHHUS pOCTa OMyXOJU: NpsMas
IIPOTUBOOITYXO0JIEBAsi aKTUBHOCTh M HHTMOMPOBAHNE CTPOMAIbHOM COCTABIISIONIEH OIYyXOJIH.
AxtuBauuss mTOR curHanbHOro mNyTH — KIIOYEBOM aJNanTUBHBIA MEXAHU3M Pa3BUTHS
PE3UCTEHTHOCTH K SHJOKPUHHOM TEPAIlMU Yy MALIUEHTOK C PAKOM MOJIOYHOM Keje3bl. Pa3inuHbie
IyTH TIepeJlaun CUTHAIAa aKTUBUPYIOTCS MPU PAa3BUTUU YCTOMYUBOCTH K HIOKPUHHOMN TEparuu.
OcHoBHbIM n3 HUX sBisgeTcs MyTh PI3K/AKT/mTOR, koTopblii akTHBUpOBAH B KJIETKax paka
MOJIOYHOM JKeJe3bl, PE3UCTEHTHBIX K MHTMOMTOpaM apoMara3bl W JJIUTEIHHO HAXOISAIIUXCS B
COCTOSIHUM JCTPOT€HHOHM JenpuBauuu. B uccrnenoBaHusIX in Vitro TOKa3aHO, 4YTO KIIETKU
onyxonu mpu ropmoHo3aBucumMoM U HER2+ pake MonouHON »kene3bl 4yBCTBUTENBHBI K
WHTUOUPYIOIIUM s dexram IBEPOJIUMYCA, a  TMPOTHBOOITYXOJIEBas AKTUBHOCTH

KOMOMHHMPOBAaHHOW Tepanuy 3BEPOJUMYCOM M HMHTHOMTOPOM apomarasbl YCHIIMBAET TaKOBYIO
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AKTUBHOCTbH JBEPOJIUMYCa BCJIEICTBUE CHHEPrUU. PEe3UCTEHTHOCTh KJIETOK paka MOJIOYHOMN
xKene3pl K MHruOuTopam apomatasbl BeiencTBue aktuBauuu AKT moxeT ObITh mpeonosieHa
MIOCPEICTBOM KOMOMHUPOBAHHUSA € 3BepoaruMycoM. KoMOuHMpOBaHHas Tepanusi SBEPOIMMYCOM U
UHTUOUTOPOM  apoMarasbl  TO3BOJSIET  YBEIMYUTh  MEAMAaHy  BbDKHMBaeMocTH  0e3
nporpeccupoBaHus B 2,7 pa3a u Ha 62% CHU3UTH BEPOSTHOCTH MPOTPECCUPOBAHUS 3a00JI€BaHUS
U CMEPTH.

IIpu TC, renerndyecku 00yCIOBICHHOM 3a00JIEBaHWHU, MHAKTHBHUpYIOIHe MyTanuu reHoB TSCI
i TSC2 mpuBoAST K 00pa30BaHUIO TAMAPTOM PA3TMYHON JIOKATH3AIUH.

Y mnman@eHToB ¢ CyOSNMEHIUMAIbHBIMH THUTAaHTOKJIETOYHBIMH acTpouutoMamu (COT'A),
accounnpoBaHHbiMU ¢ TC, mocime 6 MecsaleB J€YeHUs HBEPOIMMYCOM OTMEUaNoCh
CTaTUCTHUYECKU 3HAYMMOE YMEHbBILIEHHE 00beMa OIyXOJu, MPHU 3TOM y 75% manueHToB 00beM
OIyXOJIM COKpaTwiics He MeHee ueM Ha 30%, a y 32% nauueHToB — He MeHee ueM Ha 50%. [Ipu
9TOM HOBBIX OYAaroB, YCWJIEHMsI Tuapole(alny, NMPU3HAKOB MOBBIIECHUS BHYTPHUYEPEITHOTO
JIaBJICHUS U HEOOXOAUMOCTH B XUpypruueckoM jedennu COI'A He BO3HUKIIO.
[MpomomxutensHoe Habmonenue 3a mnamueHtamu ¢ COT'A, accomuupoBanubiMu ¢ TC,
MOJATBEPAUIIN YCTOMUNBYIO 3((HEKTUBHOCTH 3BEPOIUMYCA.

Dapmakoounamuxa

[Tocne exxeqHEBHOIO MPUMEHEHUS 3BepoauMyca B o3€ 5 Mr win 10 Mr orMevanace yMepeHHas
3aBUCUMOCTH YMeHbIeHus GocopmimpoBanus 6enka 4E-BP1 onyxoseBoit TkaHM OT cpegHei
MUHUMaNbHON KOHIEHTpauu (Cmin) 3BEepoIMMyca B KPOBU B PaBHOBECHOM COCTOSIHHU.
JlononHuTeNbHBIE JTAaHHBIE CBHUAETENLCTBYIOT O TOM, YTO YMEHbIIeHHE (ochOopHInpoBaHUs
KrHa3bl S6 KpaifHe 4yBCTBUTEIbHO K nHrHOMpoBanuio mTOR sBeponumycom. MHrnbupoBanue
dochopmmupoBanus elF-4G ObUT0 TOMHBIM TPU BceX 3HAYCHUSX Cmin TOCTE €XKEITHEBHOTO
MIpUMEHEHUS 3Beposinmyca B go3e 10 mr.

Hmenach TeHIEHIMS K YBEIMUEHUIO CPOKa BRKMBAEMOCTH 0€3 MpOorpeccupoBaHus 3a00JeBaHuUs
npu  yBenuueHUM Cmin IBEPOIMMYCA, HOPMAJIM30BAaHHOM 110 BpEMEHHU (OmpelnensieMol IIo
dopmyne: (maomans noAa KpuBOW Cmin-BpeMsi OT Hayalla HWCCIEAOBAaHUS 10 BpPEMEHHU
coObITHsI)/(BpeMsl OT Hayaja MCCIeA0BaHUs 0 COOBITH)) Y MAMEHTOB C PaclpOCTPaHEHHBIMU
HEHPOIHJAOKPUHHBIMU OIMYXOJSIMU TOKEITYJOYHON >Kkene3bl (oTHomenue puckoB 0,73) u y
NAIMEHTOB C PACIPOCTPAaHEHHBIMU KapuuHouaamu (oTHouieHue puckoB 0,66). Bemnunna Cmin
IBEpOJIMMYCa TIOBIMsAJA HAa BEPOSTHOCTh yMEHbIIEHUS pasmepa omyxoin (p<0,001) npu
U3MEHEHUU OJKcho3umuu oT 5 g0 10Hr/MAI y MalMeHTOB C  paclpoCTpaHEHHBIMU
HEHUPOAHAOKPUHHBIMU ~ OMYXOJISIMU  TOJKEIYJOYHOM  Kelme3bl Wy  TalMeHTOB ¢
pacnpoCcTpaHEHHBIMU KapLUHOUIaMu (OTHOLIEHHE maHcoB 1,62 u 1,46 COOTBETCTBEHHO).

DBepOIMMYC IOCTOBEPHO CHIIKAI PUCK MPOTPECCUPOBAHMSI 3a00ICBaHUSI M CMEPTHU MAITUEHTOB C

3/36



NPIv.2 approved on 29-Sep-2023
Based on CDS 31-May-2021 (2021-PSB/GLC-1183-s)

pacnpoCTpaHEeHHBIM U/UITH METACTaTUYECKUM MOYEUHO-KJIETOYHBIM PaKOM IOCIIe IPOrpeccuu Ha
AHTUAHTUOTEHHOW  Tepamuu Ha 67%, MeauaHa  BBDKMBAGMOCTH  NAIlMEHTOB  0e3
nporpeccupoBaHust 3aboneBaHusi cocraBwia 4,9 wmecsueB. B Teuenne 6 wmecsueB 'y 36%
NAI[MEHTOB, MOJYYaBUIMX OHBEPOJIMMYC, HE OTMEYajoCh MPOrpecCUpoBaHUs 3a00JIeBaHUA.
[IpumeHeHue »BepoMMYyca MO3BOJISET 3HAYUTENBHO YIYYIIWTh KAayeCTBO XU3HU MAI[EHTOB
(OILIEeHUBAIOCH BIHSHUE CUMIITOMOB 3200JIEBaHUS HA pa3InYHbIe CEPhI )KU3HU MMAIMEHTA).

[Ipu mpuMeHeHnn 3BepoIuMyca Y MAIMEHTOB C PACIPOCTPAHEHHBIMU H/WIIM METaCTaTHUYECKUMHU
HEHUPOIHJIOKPUHHBIMU OMYXOJIIMU BBDKHMBAEMOCTh 0€3 MporpeccupoBaHus B TedeHue 18
Mecs1eB coctasuiia 34,2%.

VY namuentoB ¢ COI'A, accoummpoBanHbiMu ¢ TC, yBenmueHne Cmin B 2 pa3za BemeT K
YMEHBUICHUI0 00beMa ormyxonu Ha 13%.

Dapmakokunemuxa

Bcacvisanue

MakcumanbHas  koHHeHTpamusi (Cmax) 9BepoluMyca B KPOBH Yy  MAlMEHTOB  C
pactpoCTpaHEHHBIMH COJHIHBIMH OIyXOJISIMH TIOCJE TpUeMa dBepoirMyca B Gopme TabIeTok
BHYTPh B 703¢ OT 5 10 70 Mr (HaTtom@ak Wid ¢ HEOOJBITUM KOJIUYECTBOM HEKUPHOMW THIIH)
nocturaercs depe3 1-2 yaca. Cmax IPU €KEIHEBHOM NPUEME M3MEHSETCS MPOMOPIMOHATBLHO
no3e B auamnazone ot S5 g0 10 mr. [Ipu npueme oHOKpaTHON 10361 3BepomMyca 20 MI U BbIIIE
BO3pacTaHu€ Cmax IPOUCXOAUT MEHEE YEM NPONOPLMOHAIBHO 103€, OJHAKO 3HAUEHUE IUIOLIan
no  (apMaKOKMHETHYECKOW KpuBOM  «xoHueHTpanus-spems» (AUC)  yBenuuuBaercs
MPOMOPIIMOHAIBHO J03€ MpH IpuemMe oT 5 10 70 Mr mpenapara.

[Tpu mpueme 3Bepoaumyca B 103¢ 10 Mr B ¢popmMe TabJIETOK C MUIIEH C BRICOKUM COJIEpKAaHUEM
KUPOB AUC U Cmax CHUKAJIUCh COOTBETCTBEHHO Ha 22% U 54%. OITHOBpPEMEHHBII NpUeM NUIIH
¢ Hu3kuM cozaepxkanueM XupoB cHUKal AUC n Cmax Ha 32% u 42% COOTBETCTBEHHO.
OpnHOBpeMEHHBIH MpUEM MHUIIM, OJHAKO, HE OKa3blBaJl 3HAYUMOrO BIUSHHUS Ha MNPOPHIIb
KOHIIEHTpaLUs-BpeMsl I10CJIe BCaChIBaHUS B TeueHUE 24 4acoB.

Pacnpeoenenue

[IporieHTHOE OTHOIIEHHE KOHUEHTpALMU 3BEpOJIMMYyca B KPOBU M IIJJa3M€ KpPOBU, KOTOpPOE
SBJISICTCSI 3aBHUCHUMBIM OT KOHIICHTPAIIMM COEAWHEHWs B auama3zoHe ot 5 go 5000 Hr/mo,
m3mensiercss ot 17% no 73%. KonueHTpauus sBepoauMyca B IUIa3ME€ KPOBHU COCTaBIISET
npumepHo 20% OT ero KOHIIEHTPAallUM B LIEJIbHOM KPOBU MPH KOHIIEHTPALMSIX BEIECTBa,
PETUCTPUPYEMBIX B KPOBU OHKOJIOTHYECKUX MAIlMEHTOB, IPUHUMAIOLIUX 3BepoaumMyc o 10 mr B
neHb. CBsi3p ¢ OenkamMu IUTa3Mbl KPOBHU COCTaBiIseT mNpuMepHO 74% Kak y 370pOBBIX
TOOPOBOJIBIIEB, TAK U y MAIMEHTOB C HApyIIeHHEeM (DYHKLHU NIEYEHU CPEeIHEN CTEeNEeHHU TSKECTH.

B SKCHCPUMCHTAIILHBIX HCCICAOBAHUAX OBLIO IMMOKa3aHO, 4YTO IOCJIC BHYTPHUBCHHOT'O BBCICHUSA
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IIPOHUKHOBEHHUE HBEpOIMMYyca depe3 remaTosHuedarndyeckuii Oapbep 3aBUCHUT OT 03Bl
HEJIMHEWHO, 4YTO TMPEANoiaracT HaChIIEHHEe Hacoca reMaTodHiedanuyeckoro 0Oapnepa,
o0OecreunBarOIero TOMaJaHue TMpermapaTa W3 KpPOBH B TKaHM Mosra. [IpoHUWKHOBeHUE
3BEpoOJIMMYyca yepe3 reMaTodHIedannyeckuii 6aprep MpoaeMOHCTPUPOBAHO TAKKE Y JKUBOTHBIX,
MOJTy4aBIINX MpernapaT BHYTPb.

Memabonusm

OBeponumyc sBisiercs: cyoctparom nzopepmenta CYP3A4 u P-rnmukonporenna (P-I'TI). ITocne
npreMa Ipernapara BHYTPb B KPOBU 3BEPOMMYC LHUPKYJIUPYET B OCHOBHOM B HEM3MEHEHHOM
Bujge. B KpoBu uenoBeka OmNpeleNeHbl IIECTh OCHOBHBIX METa0OJUTOB 3BEPOIUMYCA,
MPEJICTABICHHBIX TPEMsi MOHOTHAPOKCHIMPOBAHHBIMU METa0ONMUTaMU, ABYMsI MPOAYKTaMHU
TUAPOIUTUYECKOTO TPEBPAIEHUsST C OTKPHITBIM KOJBIIOM ©  (ochaTuIUIXOIUHOBBIM
KOHBIOTaTOM 3BEpOIMMYyca. YKa3aHHbIE META0OJIUTHI MO aKTUBHOCTU YCTYHAlIH 3BEPOIUMYCY
npumepHo B 100 pa3. [lpuHATO cumTaTh, 4TO OOJNBIIAs YacTh OOMIEH (HapMaKOJIOTHUECKON
AKTUBHOCTH 9BepoJiuMyca 00yCIIOBICHA JEHCTBIEM HEU3MEHEHHOTO COCTUHEHUSI.

Buviseoenue

CreunanbHBIX HCCIEIOBAaHUI IO H3YYEHHIO BBIBEJCHHS H3BEPOJIMMYCa Y OHKOJOTHYECKHX
NAlMEHTOB HE MPOBOAMUIIOCH, OJHAKO HMEIOTCS COOTBETCTBYIOLIUE JaHHBbIE y MalUEHTOB,
NPUHUMAIOIIUX MpenapaT IMOcjie TpaHCIUIaHTauuu opraHoB. [locie BBeneHHs OZHOKpaTHOU
03Bl MEUEHOTO paJMOaKTHBHOW METKOW »Beponmmyca mnanueHTam Oonbmas 4acth (80%)
PaAMOAaKTUBHOCTH OIpeAeNsiiach B Kaje, HeOoblIoe KoaudecTBO (5%) BHIBOAMIOCH MOYKAMHU.
HeunsmeHneHnHoe BelECTBO HE ONPEAEIAIOoCch HU B MOYE, HU B Kalle.

DapmakoKuHemuKka 6 pagHO8eCHOM COCMOSHUU

Ilocne exenneBHOro mnpuema sBeponumyca B (opme Ttabmerok BenumunHa AUCo.. Oblia
MpONOpIMOHATIbHA J03€ NpPU NPUMEHEHWH B n03ax oT 5 no 10 mr B neHb. PaBHOBecHOe
COCTOSTHUE JIOCTHUTajoch B Ipenaenax ABYX Heaelb. Cmax IBEpoMMyca ObUIa MPOMOPLHUOHAIbHA
03¢ TpH MpuMeHeHUH B Ao3ax oT 5 no 10 mr B genb. Bpemsi moctukeHUs! Cmax (Tmax)
coctaBisuio 1-2 yvaca. [lpu exeaHEeBHOM MpueMe 3BEpOJUMYca MO JOCTHKEHHUH PaBHOBECHOTO
COCTOSIHUSI MMenach JocToBepHas koppensuus Mexay BeanunHod AUCo.. M KOHIEHTpauuen
3BEpOJIMMYyca B KPOBU Iepe]l MpHUeMOM ouepeiHoM 103bl. [leproa nmonyBeIBeAeHNS 3BEpOIUMYCa
cocTaBisieT okoJio 30 4yacos.

DapmakoKunemuKka y 0moenbHslx ZPYnn nAyUeHnos

Tayuenmul ¢ napywenusmu OyHKyuu neyeHu

[Ipy npuMeHeHUM »5BepoJiUMyca Yy MAlUEHTOB C HapylIEHUSMH (YHKIUU TEYEHU JIeTKOH
cTeneHu TspkecT (kimace A mo kmaccudukarmu Yaina-I1s10), cpeqHeit crenenn TsokecTH (Kiace

B no kmaccudukanuu Yaitnga-I1st0) u Tsxenoit crenenu (kinacc C mo knaccudukanuu Yaitna-
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[Tpr0) cucTeMHas PKCIIO3MIIMS Tpernapara nosbimaercs B 1,6, 2,0-3,3 u 3,6 pa3 COOTBETCTBEHHO.
HeobxonnMa KoppeKius 035l IBEPOINMYCa y MAIMEHTOB C HapyIlIeHneM (QyHKITUU TIeYeHHU (CM.
paznen «Cnocob npumeHnenus u 003bl»).

Ilayuenmul ¢ napywenuem ynKyuu novex

CyI1ecTBEeHHOTO BIIMSHUS BEIMYUHBI KIIMPEeHCa KpeaTuHuHA (0T 25 10 178 Mul/MUH) Ha KIMPEHC
(CL/F) »Beponmmyca HE BBISBICHO Yy TAIlMEHTOB C PaCHpPOCTPAHEHHBIMH COJUIHBIMU
omyxonsmu. [TocTTpaHCIUTaHTAlIMOHHBIE HApYyIIeHUsT (YHKIIUU MOYeK (KIUPEHC KPeaTHHWHA OT
11 no 107 mu/mMuH) HE BIMSIIM Ha (PApMAaKOKWHETHUKY 3BEpOIMMYyCa y TAIMEHTOB IIOCIE
TpaHCIJIAaHTAIlUX OPTaHOB.

Ilayuenmui 6 6o3pacme <18 nem

- Ilpumenenue nsBepojiuMyca y JeTel W MOAPOCTKOB J0 18 JeT mpoTHBOMOKA3aHO IO
MOKA3aHUSM: PACIPOCTPAHEHHBIH W/MJIM METAaCTaTUYEeCKUM MOYEYHO-KJIETOYHBIH pak u
pacnpocTpaHEHHbIE W/WIM METacTaTMYeCKhe HEHPOIHIOKPUHHBIE OIMyXOJIHU KelyJI04HO-
KHUIIEYHOTO  TPaKTa, JIETKOTO W TOJDKENyJOYHOHW  KeNe3bl,  TOPMOHO3aBUCHMBIN
pacrpocTpaHEeHHbI paKk MOJOYHOM Keje3bl, aHTHOMHUOJIMIIOMA MOYKH, accouuupoBanHas ¢ TC
nipu orcytcTBUM COTl'A.

- V mnamuentoB ¢ COI'A Cupin 3BeponuMyca mnpu NpuMEeHEHHH B (opme TabieTok Obuta
NpUOJIM3UTENEHO MTPONOPIIMOHANIEHA CYyTOYHOM 103€ M HaX0auiIach B npenenax 1,35-14,4 mr/m2.
- YV namuentoB ¢ COI'A  cpenHee reomerpuyeckoe 3HaueHHME Cmin IBEpONIMMYcCa
HOpPMaJIM30BaHHOE K 03¢ B MI/M? y mamueHTtoB mtanmie 10 jmer m or 10 mo 18 ner
CTAaTHUCTUYECKM 3HAUYMMO HIKE, YeM Yy B3pPOCIbIX MallMeHTOB, YTO MOXET YyKa3bIlBaTh Ha
MOBBIIICHHBIN KIMPEHC IBEPOIMMYCA Y MOJIOJIBIX TAI[UCHTOB.

Ilayuenmui 6 6o3pacme =65 nem

CyIecTBEeHHOTO BIIMSHUSI BO3pacTa ManueHToB (0T 27 1o 85 meT) Ha KIHMPEHC IBEpPOIMMYCa
(CL/F ot 4,8 no 54,7 n/4) mocine mpuema npemnapara BHYTPh He ObIJIO BBISIBIICHO.

Brusanue pacoeotl u smuuueckou npuHaoIeHcHocmu

Knupenc sBeponumyca (CL/F) mocne mpuema mpernapara BHYTPh Y JIMII €BPOIECOHIHOW H
MOHTOJIOMIHOM pac Mpu CXOAHON (QYHKIIUU MEUYEHU HE pa3InyaeTcs.

[To maHHBIM NOMYISALHOHHOTO (PapMAKOKMHETHUECKOTO aHaAIN3a y JIULl HETPOUAHON pachl 1Mocie
nepecagku opraHoB kiupeHc 3Beposmmyca (CL/F) (mocne mpuema BHYTph) ObLT B CpETHEM Ha

20% Ooubliie, 4eM y IpecTaBUTeNeii €BpOIIeOUTHON PACHL.

IIOKA3AHWA K IPUMEHEHUIO
- PactipocTpaneHHBIN W/ METacCTaTHUECKUI MOYEYHO-KIETOYHBIN pak Mpu HEeAPPEKTUBHOCTH

aHTHUAHTHOTCHHOMN TCpalunu.
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- PacnpocTpaHeHHble W/MIM METAaCTaTUYECKHE HEHPO3HJOKPUHHBIE OIYXOJIH JKEITyA04HO-
KHILIEYHOI'O TPAKTa, JIETKOTO U MOKETYI0UYHOM JKEE3Bl.

- T'opMOHO3aBHCHMBIM PpACIPOCTPAHEHHBIM paK MOJIOYHOM Kele3bl y IalUEeHTOK B
IIOCTMEHONIay3¢ B KOMOMHAIMM C WHIMOMTOPOM apomMarasbl I0Cie MpeAlEeCTBYIOIEH
SHJIOKPUHHOM TEpanuu.

- CyOsneHnumanbHble TUTaHTOKJIETOYHBIE ACTPOLUTOMBI, aCCOLMHUPOBAHHBIE C TyOEpO3HBIM
CKJIEPO30M Yy MAalMEHTOB B BO3pacTe cTapuie 3-X JIET MPU HEBO3MOYKHOCTH BBIIIOJIHEHUS
XUPYPTrU4EeCKOU PE3EKIIUN OITYXOJIH.

- AHIMOMHMOJMIIOMA IIOYKH, ACCOLIMMPOBAaHHas ¢ TyOEpO3HBIM CKJIEPO30M, He TpeOyromas
HEMENJIEHHOTO0 XUPYPru4ecKoro BMEIaTeIbCTBA.

ITPOTUBONOKA3AHUSA

- IloBbIlICHHAs YyBCTBUTENBHOCTH K 3BEPOJIMMYCY, OPYTMM IIPOU3BOIHBIM palaMHUIMHA WA
JAr000My U3 BCIIOMOTaTeIbHBIX BEIIECTB Ipenapara.

- bepeMeHHOCTh 1 IEpHOA KOPMIIEHUS IPYAbIO.

- Hapymenue ¢ynkun nedenu (kiaace A, B, C no xnaccudpukanuu Yaiuga-I1e0) y manneHToB
ot 3-x 1o 18 ner ¢ COI'A.

- Bozpact 10 3-x ner (COI'A), no 18 net (110 ocTaabHBIM MOKA3aHUSIM).

Crnenyer u3beratb OJHOBPEMEHHOI'O NPHUMEHEHUs HBEPOJIMMYCa C MOIIHBIMH MHTHOUTOpaMH
nzodepmenta CYP3A4 w/unmm P-T'TIL.

Crnenyer n30erath OJHOBPEMEHHOTO NPUMEHEHHUS 3BEPOJIMMYyCa C MOIIHBIMH HHAYKTOpaMH
uzodpepmenta CYP3 A4 unu ungykropamu P-I'TL

C OCTOPOXKHOCTBIO

e Ilpu OIHOBpPEMEHHOM MPUMEHEHUH DBEPOIMMYCa C YMEPEHHbBIMH WHIHOMTOpaMHU
CYP3A4 unu uaruburtopamu P-I'T1;

e y mamueHToB >18 yer ¢ HapymeHueM (QYHKIIMU TIeYeHHU Tsokenon crenenu (kinacc C mo
kinaccudukanun Yaitna-I1s10) B ciyyae, Korja 1mosibp3a OT IpueMa rpernapara npeBbIaeT
BO3MOYHBIN PUCK;

e y AIIMECHTOB J0 U MOCJIE XUPYPrUYECKUX BMEIIATEIbCTB;

® y NAIMECHTOB C HENEPEHOCHMOCTBIO JIAKTO3BI, TSHKEJIOW JIAKTa3HOM HENOCTATOYHOCTBIO
WY TIIIOKO30-TaJIaKTO3HOM ManbabcopOiueii;

® y MAIMEHTOB BO BpPeMs WJIM BCKOPE MOCII€e MPOBEICHUS JIy4eBON TEpaInu.

IIPUMEHEHHWE TP BEPEMEHHOCTHU U B IIEPHO/I T'PYTHOI'O BCKAPMJINBAHUSA
bepemennocmo

Ceoonas xapaxmepucmuka puckos
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Her naHHBIX 0 mpuMeHeHnH npenapata Aduautop® y 6epeMeHHbIX KeHIHH. [10TeHIHabHbIIH
PHUCK ISl 4eJlOBEKa HE M3BECTEH. B uccienoBaHMsIX y >KUBOTHBIX BBISBIICHA PENPOIYyKTHUBHAS
TOKCUYHOCTH, BKJITFOYast SMOPHO- U (DETOTOKCHYHOCTb.

[Ipenapat Apunrutop® IPOTUBONOKA3aH K TPHMEHEHHIO BO BPeMsl 6EpeMEHHOCTH.
Hccnedosanus y sxcusomuuix

[Tpu mpuMeHeHUHU 3BeposiMMyca BHYTPb Y caMOK KpbIC B fo3e >0,1 mr/kr (nmpubauzurensHo 4%
or cyrouyHoi AUC y mnauumeHTOB, NPHUHMMAIONIMX IMpernapar B Jno3e 10 mr/cyt) wacrora
NPEUMIUIAHTAIMOHHBIX ~ TIOTEPh  YBEJIMYHMBAIACh. OBepoluMyC  IPOXOJUT  Yepes
reMaToIUTAllCHTAPHBIA Oapbep M OKa3blBaeT TOKCUYECKOE JCWCTBHE HA OIUIOJOTBOPCHHYIO
AWLEKIIETKY. Y KpPBIC 3BEPONIMMYC HPOSBIST 3MOpPHO- M (ETOTOKCUYHOCTh MPU CHUCTEMHOM
9KCMO3ULUU HIKE TEpaneBTUUYECKOW, YTO MPHUBOAUIO K YBEIWYEHHIO CMEPTHOCTU WU
YMEHBIIEHNI0O Macchl Tela IuioAa. YacTtoTa BO3HMKHOBEHHUS BapHAaHTOB Pa3BUTHS CKelleTa U
CKEJIETHBIX Manb(hopManuil (HampuMmep, paclieMHa TPYAHOH KJIETKH) YBEIHYMBAlIach MpHU
npuMeHeHun sBeponumyca B no3ax 0,3 w 0,9 Mr/kr. Y KpoJuMKOB 3MOPHOTOKCHYHOCTD
MPOSIBIISIIACH YBETTMUYCHHUEM YacTOTHI MO3HEH pe3opOInu 10/a Mpy MPUMEHEHUH YBEPOIUMYyCca
B no3e 0,8 mr/kr (9,6 mMr/m?), uto nmpubauM3UTEeNbHO B 1,6 pa3 Beimie 70361 10 MT 117151 B3POCTBIX
npu npuMeHeHuu no nokazanuto COI'A u B 1,3 pa3 BeIlIe cpenHeit 10361, npuMensieMon npu TC
U pedpakTepHON SIUICIICUU, PACCUUTAHHOW MO TUIOMIAJAM TOBEpXHOCTH Tena. He Obu1o
BBISIBJICHO TTOOOYHBIX JEHCTBHI HA SMOPUOH W IJIOJ TP MPUMEHEHHH YBEPOJIUMYCa y CAMIIOB
KpBIC.

Hccneoosanus y uenosexa

Onucanspl ciiydad BO3ACHCTBHS 3BEpOJIMMYCa Ha IUIOJ BO BpeMs OEpeMEHHOCTHU B pe3yibTare
npueMa Mpenapara Kak MaTepblo, TaK U OTHOM (OE€peMEHHOCTh Yy >KCHILIUHBI, SIBIISBILEHCS
NapTHEPOM MaIMeHTa, MPUHUMABIIEro 3Beponumyc). CooOieHnii 0 BOBHUKHOBEHUHU TTOPOKOB
pa3BHUTHS TJIOJA HE 3apETUCTPUPOBAHO. B HEKOTOPBIX ciydasx OEpeMEHHOCTh MpoTekana 6e3
OCIIO’)KHEHUH M 3aKOHYUIIACHh POJIaMU 3OPOBBIM TLI0JIOM 0e3 KaKoW-ITr00 MaTOIOTHH.
Jlakmauus

Ceo0Has xapakxmepucmuka puckog

He u3BecTHO mMpoHMKAET JIU 3BEpOJIMMYC B IpyJHOE MOJOKO uenoBeka. He 3aperucrpupoBaHo
CIIy4aeB BO3JICUCTBUS dBepoiiMMyca Ha peOeHKa B MEPUOJ TPYAHOTO BCKAPMIIMBAHUS Y
4yenoBeka. B ncciaenoBaHusAX y KHUBOTHBIX 3BEPOIMMYC U/UJIHM €r0 METa0OIUTHI JIETKO U OBICTPO
MPOHHUKAIN B MOJIOKO KpPBIC B KOHLIEHTpaluu, B 3,5 paza mpeBOCXOAAIIEH KOHILIEHTPALUIO B
miasMe KpoBu MaTepu. JKeHIumHaMm, MOJy4yarouliM 3BEPOIMMYC, HE CIIEeIyeT KOPMUTh IPYIbIO
BO BpeMs Tepaluu U CIycTs 2 HEJEeNHU Moclie IpueMa NocaeAHEN O3Bl

)KeHmqul U MYIHCHUUHDbL C COXPDAHEHHbBIM penpodyxmueubm nROMERUUAIoOM
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Komnmpayenyus

[TaneHToK ¢ COXpaHEHHBIM PENPOAYKTUBHBIM MOTEHIIUAIOM CIEAyeT TPOMH(POPMHUPOBATH, YTO
B HCCIIEIOBAaHMUAX Y >KMBOTHBIX OBUIO BBISBICHO HEOIArONpHUATHOE BIMSHUE 3BEPOJIMMYyca Ha
pa3zBuBatomuiics mioa. IlamueHTkaM ¢ COXpPaHEHHBIM PENPOTYKTUBHBIM IMOTEHIHAIIOM,
BEYLIUM AaKTUBHYIO T[OJOBYIO KH3Hb, HEOOXOAMMO NPUMEHATh HAJAEKHBIE CIOCOOBI
KOHTpalenuuu (Ipy MpaBUIbHOM U JUIMTEIFHOM NMPUMEHEHHH KOTOPBIX YaCTOTa HACTYIUICHUS
OepeMeHHOCTH cocTaBisieT <1%) BO BpeMs TepamuM IpenapaToM M MUHHUMYM B TeueHHE 8
Hezenb Iocje ee 3aBepuieHus. [lanmeHTaM My»CKOTro 1oja, IPUHUMAIOIIUM 3BEPOIMMYC, He
CJIEZyeT OTKA3bIBATHCS OT MOMBITOK 3a4aTHs.

Depmunvrnocmsp

Hccneoosanus y sxcusomuuix

B wuccnenoBaHusX y OKMBOTHBIX (PEpTHIIBHOCTh CaMOK HE HW3MEHSUIACh, OJHAKO OBUIM
3aperuCTPUPOBAHBl CIyyaW MPEUMIUIAHTAI[MOHHBIX IOTEPh. Y CaMIOB KpbIC HAOIIOAATUChH
Moponoruueckue U3MEHEHHUs] B sIMUKax MPH NPUMEHEHUHU 3Bepoiumyca B jao3e 0,5 MI/kr u
BbIIlIE, a TAK)XE CHUKEHHE TMOJBMKHOCTH M YMEHBIICHHE KOJUYECTBAa CIEPMATO30MA0B U
aKTUBHOCTH TECTOCTEpOHA TPU TNPUMEHEHHH JI03bI 5 MI/KI, UYTO COOTBETCTBYET
TepaneBTHUECKOW KOHIEHTparuu (52 Hr*u/mia u 414 Hr*4/Mi COOTBETCTBEHHO B CPaBHEHUU C
TepaneBTUYECKON KOHIIeHTpamue 560 Hr*u/Mi1 Mpu MPUMEHEHUH TIperapaTa y 4eJioBeKa B J103€
10 Mr/cyT) W NPUBOIUT K CHIKEHUIO (EPTHIBHOCTH y camioB. Mwmerorcs naHHbie 00
00paTuMOCTH TaHHOTO 3¢ dekra.

Hccneoosanus y uenosexa

Tepanus mnpenapatoM AQuHMTOP® MOMKET OTPULATENHHO CKa3aThcs Ha (EpTUILHOCTH Y
MAIMEHTOB MY>KCKOT'O U )KEHCKOTO TMOJIa.

VY nmanueHTOK, MPUHUMABIINX IBEPOIHMYC, OTMEUAIIUCh HEPETYISIPHBIA MEHCTPYaIbHbBIN UK,
BTOPHYHAS aMEHOpes M HapyleHue OamaHca motenHusupytomero ropmona (JIIN) u
dommkynocrumynupytomero ropmona (PCI). ¥V mnamueHTOB MyXcKoro mojia Ha (oHe
MPUMEHEHUS 3BeposiiMyca oTMedanoch moBblieHHe akTuBHOCTH DOCIT m JII', cHmkeHue
AKTUBHOCTH T€CTOCTEPOHA, a300CIEPMHSI.

Crnocos NPUMEHEHUSA U 10361

Jleuenne mnpenapatoM Aduuutop® clemyeT HPOBOAUTH TOJBKO TI0f HAOIIOIEHMEM Bpaya,
MMEIOLIETO OMBIT paboThl C MPOTHUBOOIMYXOJIEBBIMU NpenapaTaMu Wix jeueHus nauenTos ¢ TC.
[penapar Apunurop® ciepyeT IpUHMMATh BHYTPh OJUH pa3 B JeHb €KEHEBHO B OIHO M TO Ke
BpeMsl (NPEeANOYTHTEIBHO YTPOM) IIOCTOSHHO HATOIIAK WM IIOCTOSHHO TIIOCNe IpHeMa
HEeOOJIBIIIOr0 KOJMYECTBAa TMHINM, HE cojepxaieil xupa. TalmeTku ciemayer HporiaTbiBaTh

HOCJIMKOM, 3allrMBasg CTaKaHOM BOJbI, UX HECJIb34 Pa3XCBbBIBATb HJIN ,I[pO6I/ITB. ﬂ.]'[f[ IMaIfMEHTOB C
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COrI'A, acconunpoBanabiMU ¢ TC, KOTOpbIE HE MOTYT MPOTJIOTUTH TAOJETKY LETUKOM, TaOJIETKY
npenapata AQuHUTOP® HEMOCPEACTBEHHO Iepe]] IPHEMOM MOKHO MOJHOCTHIO PACTBOPUTH B
cTakaHe BoJibl (mpumepHO 30 MiT), OCTOPOXKHO ITOMEIINBAs COAEPKUMOE CTaKaHYUKA JI0 TIOJIHOTO
pacnianenus tabaeTku (mpumepHo 7 MuHyT). Jiia oOecrieueHus: mpruemMa MOJIHON 03Bl CIIETyET
emie pa3 HaOpaTh B CTAaKaHYMK TaKoH ke 00beM Bonbl (mpumepHO 30 MIT), CMBITh CO CTEHOK
OCTaBIIIMECS YACTHUIIBI IIPETapaTa v BHITUTH TOTYYUBIIHIICS paCTBOP.

JleueHue mpenapaToM MPOBOIAT JI0 TE€X MOP, ITOKA COXPaHIETCs KIMHIYECKas 23PPEeKTUBHOCTD U
HET MPU3HAKOB HEMIEPEHOCUMOU TOKCUYHOCTH.

Cmena nexapcmeennoii gpopmut npenapama Agunumop®

Henb3st koMOMHMpOBaTH pas3Hble JeKapcTBeHHble (opMbl mpemnapara (TabIeTKH H
JUCTIeprupyemMble  TaOJeTKU) Ui JOCTIDKEHHS HeoOxoaumoil no3el.  Criemyer Bcerga
UCIIONIb30BAaTh OJHY M Ty K€ JIEKapCTBEHHYIO (OpMYy B COOTBETCTBHM C IIOKa3aHHEM K
MPUMEHEHHUIO.

[Ipu cmene nexkapcTBeHHON (Gopmbl (TodbKO Uit mamueHToB ¢ COI'A, accolmMMpPOBaHHBIMU C
TC) cnemyer moaOupare 103y Mpenapara, MakCHMajbHO OJIM3KYIO K TpUMEHSIeMOHl paHee.
Crnenyet mpoKOHTPOHPOBaTh Cmin BEpOIMMYCa MPUOTU3UTEIHLHO Yepe3 | uiu 2 Heenu mocie
CMEHBI JIEKapCTBEHHOM (POPMBI.

Ilponyck 0o3bi

B cnydae mpomycka mpremMa odepeHoi 1036l Ipenapara, €€ MOKHO MPUHATH B TeUeHUE 6 4acoB
1ociie 3alIaHiPOBAHHOTO BPEMEHH, 110 UCTEYEHHH 6 4acoB MOCIE 3allIaHUPOBAHHOIO BPEMEHHU
o3y cieayeT mponyctuTh. Ha crnemyromuit AeHbp 103y mOpenapara cjieiyeT MpPUHATH B
3arIaHupoBaHHOE BpeMs. HenomycTum npreM JBOWHOM 103bI pemnapaTa ¢ 1eIblo BOCIIOTHEHHS
IIPOITYLLIEHHOM.

PacpocTpaHeHHBIA W/HWIN METACTATUYECKUN IOYEYHO-KJIETOYHBIN pak nmpu HedhdEKTUBHOCTH

aHTHAHTHOTCHHON TEpalmuM; pacupOoCTpaHCHHBIE /UM METaCTATHYECKHE HEHUPOIHIOKPHUHHBIE

OIMyXOJHn KCIYAOYHO-KHUIIICYHOI'O TpaKTa, JICT'KOI'O u MOKETYIOYHOM KCEJIC3bI,

TOPMOHO3aBUCUMBINA pacOPOCTPAHEHHBIM paK MOJIOYHOM JKene3bl, aHTMOMHOJHUIIOMA ITOYKU, HE

TDC6VIOH_I35[ HEMCAJICHHOTO XHUPYPIrui4eCKOro BMCIIATCIbCTBA, YV IMAIIMCHTOB C TV6CD03HI)IM

CKJICPO30OM

Pexomentyemas n03a npenapara Apurutop® cocrabnser 10 MI ouH pa3 B CYTKH.

CV63H€HHI/IMa.HBHBIe THUTAHTOKJICTOYHBIC AaCTPOLMTOMBI, ACCOLMHUPOBAHHLIC C TV6€DO3HBIM

CKJIEpO30M, V TIaIIMEHTOB B BO3pacTe cTapmie 3-X JST IPH HEBO3MOXHOCTH BBIINOJHCHHS

XHPYPIHUCCKON PE3CKIINH OIYXOJIH

10/36



NPIv.2 approved on 29-Sep-2023
Based on CDS 31-May-2021 (2021-PSB/GLC-1183-s)

Jo3y mpenapata Adunutop® ans nedenus manuentoB ¢ COT'A, accoruuposanasiME ¢ TC,
OTIpEeNIeNAIOT UCXOAS U3 IuIoImaau nmoepxHoctu Tena (BSA, m?), paccuntanHod mo ¢dopmyre
Hio0ya.

Hauanvnas oosa npenapama Agunumop® u yenesas Cumin 26eporumyca 6 Kpo6u y nayueHmos ¢
COI'A, accoyuuposannvimu ¢ TC

PexomenjiyemMas HauanbHas 103a mpenapata Adunutop® s jedenus namuentoB ¢ COTA,
cocrapiser 4,5 Mr/M%, OKpyIJeHHas [0 Omwkaiiuiei H03MpoBkH npenapata Aduuutop®.
Tabnetku npenapata AduHUTOP® pPasIMYHBIX IO3UPOBOK OJHOM JIEKapCTBEHHOU (QOpPMBI
(TabneTkn WM AUCHEPTUpyeMble TaOJIETKH) MOXKHO KOMOWHHUPOBATH JJIs  TOJYYCHUS
HEOOXOAMMOM J103bI, OJTHAKO KOMOWHHMPOBATh pa3HbIE JIEKAPCTBEHHBIE (OPMBI Tpemnapara
Adunutop® ¢ 3TOH LEBIO HEMb3.

Koumpone konyenmpayuu 36eponumyca 6 kposu

Y nauueHTOB, NOJy4yalOUIMX Tepamuio 3BepoiaumycoM 1o mnoBogy COI'A, cnenyer
KOHTPOJIUPOBATh Cuin 3BepoaumMyca B KpoBH. Onpenensitb Cmin 9BEPOJIUMYCAa B KPOBH CIEAYET
yepe3 1-2 Henmenu mociie Havaja Teparuy W/HWIN JIF0O0W KOPPEeKIUU A03bl. Jl03y KOPPEKTUPYIOT
JUTs oiiepskanus 1eseBoi Cmin 9BEpOIMIMYCa B KPOBH B TMana3oHe 5-15 Hr/mi.

1loob6op 003061

JIJist oNTUMANTbHOTO KJIMHUYECKOTO OTBETa J03Y Mpernapara cleayeT noa0upaTh HHAUBHU Y AITbHO,
yBeIUuMBasg Ha 2,5 Mr Uil JOCTHXKEHHsS 1eneBod Cmin 3BeposmMyca B KpoBH. Ilpu
IUTAHUPOBAaHUM TMOJA00pa JI03bl CleAyeT MpUHUMATh BO BHUMaHue J(G(EKTUBHOCTh U
0€30MacHOCTh MPOBOJUMOTO JIEUEHHUS, OJHOBPEMEHHO MPOBOAUMYIO MEAMKAMEHTO3HYIO
Tepanuio U TeKyIyr Cmin 3BEpOIIMMyca B KpOoBH. MHAUBHIYaIbHBIN TOI00P 036l MOKET OBITH
IPOBENICH UCXO/ U3 cienyromeil popmyIib:

HO8as 003a 26eponumyca = npumensemas 0oza * (yenesas Cpin / mexywasn Cpin 36€poaumyca)
Hanpumep, npumMeHnsiemasi 1o3a mpernapara, pacCuuTaHHas MCXOMAsl M3 IUIOIIATU MOBEPXHOCTHU
Tella, B Hacrosilee BpeMsa cocTaBisieT 2,5 Mr, Cmin 3BEpoJIMMyca B KPOBH B PaBHOBECHOM
cocTosHUU cocrtaBigeT 4 Hr/mia. [nsg noctmxkenus neneBoil Cmin 3BEpoJMMyca B KPOBH,
COCTaBISIONIEH >SHr/Mi, Hampumep, 8 HI/MI, HOBas CKOPPEKTHPOBAHHAs J103a Ipernapara
JIOJDKHA COCTaBIISATh 5 Mr (MMpUMEHsieMasi CyToYHas J103a 2,5 Mr, yBenudeHHas Ha 2,5 mr). [Toce
KOPPEKIMHU 036l CIAEAYET onpeneauTb Cmin B KPOBU uepe3 1-2 Hexenm.

Lloneocpounsiii KOHMPOIL 00361

VY nammentoB ¢ COT'A, acconuupoBanubiMu ¢ TC, 00beM OMyXOJU ClIEAyeT U3MEPHUTH uepe3 3
MecsIa T0cjle Havajla Tepanuy mpenapatoM Aduautop® ¢ Hocieayiomeil KoppeKiueii 1035l ¢
y4eToM H3MeHEeHHsI oObema omyxonu Ha (oHe jedeHus, Cmin IBEpoiMMyca B KpPOBU H

WHAUBUAYAIbHON EPEHOCUMOCTH Mpernapara.

11/36



NPIv.2 approved on 29-Sep-2023
Based on CDS 31-May-2021 (2021-PSB/GLC-1183-s)

[Tocne noctmwkenust crabuinbHON A03bI Tpenapara npu COI'A, accomuupoBaHHbiMH ¢ TC,
cienyeT KOHTpoNHpoBaTh Cmin IBEPOJIMMYCAa B KPOBUM HAa MPOTSKEHUU BCETO CPOKA JICUEHUS
KaxJiple 3-6 MecAleB y NalMEHTOB C MEHSIOLIEHCS TUIOLIaAbI0 TOBEPXHOCTHU Tella U Kaxible 6-
12 Mecs1eB y MalueHTOB C HEM3MEHHOMW IJIONIAbI0 MTOBEPXHOCTH TEA.

Pexomendayuu no xoppexyui 003vl npenapama Agunumop®™ npu pazeumuu HexcenamenbHbix
peaxyuii

Koppekmusi TsoKenbIX W/WaM TPYJHOIEPEHOCUMBIX HEXKeIaTeNbHBIX JICKAPCTBEHHBIX PEaKIIHiA
(HJIP) moseT moTpeboBaTh BPEMEHHOT'O MpEephIBaHUS Tepanuu ¢/0e3 yMeHbleHus 103bl. Eciun
TpeOyeTcsl CHUKEHHE J03bl Mpenapara, peKOMEH/I0BaHO NPUMEHATH J03y MPUOIU3UTEIBHO Ha
50% wenbme npenpiaymieii. B tabmume 1 oTpakeHbl PEKOMEHIAIUM 1O KOPPEKIIUU 03B
npenapata npu pasButun HJIP. YV manuentoB, monmyuarommx npenapaT Aduautop® B
HaMMEHBIICH JOCTYIHOW JO3MPOBKE, NallbHEHIee CHUXEHHUE JMJ03bl TNPH HEOOXOIUMOCTH
BO3MOXKHO IIpU TMpUEMe TMpernapata uepe3 JIeHb. TaKTWKa BEIEHUsS NalUMEHTa JIOJKHA
OCHOBBIBaThCSl HA MHANBUAYAIbHON OLIEHKE MOJIb3bl M PUCKA C YYETOM OCOOEHHOCTEN KaXKIO0ro
MalMEHTA.

Ta@zuua 1. Pexomenoayuu no xoppexyuu 003bl_npenapama Ad)uHumop® npu _paseumuu
HeHCeNamenbHblx peakyull

HexenaTeabHas CreneHs TsKeCTH! PexoMeHnnanuu mo H3MeHEHHIO T03bI° U
peakuus KOPPEKIHH HexKelaTeIbHbIX ABJIeHUIl
Heundexnuonnsiii | Crenens 1 Koppekunu 10361 HE TpedyeTcs.
MMHEBMOHHUT CyOxnmuHuueckuii, oTaenbHble | KOHTpOIh cocTOSHUS.

MPU3HAKA WM  CUMIITOMBI;

BMEIIATCIILCTBO HEC ITOKA3aHO

Crenens 2

[IposBisIIOIIMIICS KITMHUYECKH;
MOKa3aHO BMEIIATENbCTBO;
OrpaHUUYEHUE OBITOBOIA
€XETHEBHON aKTUBHOCTHU

PaccMoTpeTh BO3MOXKHOCTB ITPEPBIBAHUS
Tepanuy, UCKIIOYCHHEe WHOEKIIMOHHOTO
mporiecca, npu HEOOXOINUMOCTHA
paCCMOTpeTB BO3MOXKHOCTH HpI/IMeHeHI/IH
TITFOKOKOPTUKOCTEPOHUIOB JI0 CHWKCHHS
CTCIICHU TSDKECTHU CHMIITOMOB 10 1
CTEITEHH.

Bo3oOHoBieHHE Tepanuy B CHIKEHHOMH
JI03€.

[Ipekpaienue Tepanuu, eCiau CHIKCHUS
CTEIIEHH TSHDKECTH CHMITOMOB 70 1
CTCIICHU HC HaCTyHI/IHO B TCUCHHUC 4
HEOENb.

Crenens 3 IIpepsiBanue Tepanmuu [0 CHUXKCHUS
Tsoxenble CHUMIITOMBI; | CTENICHH TSDKECTH CHMOTOMOB 0 1
OTpaHUYEHHUE CIIOCOOHOCTU K | CTENEHHU, HUCKIIYEHHE HH(EKIIMOHHOTO
camMo00CTy>KUBAHUIO; npotiiecca, npu HEO0XO0IUMOCTH

IMOKa3aHa KUCJIOpOAOTCpaImnsa

MIPUMEHEHHE IIFOKOKOPTUKOCTEPOUIOB.
Paccmorpers BO3MOXHOCTb
BO30OHOBJICHUSI TEpanuu B CHUXKEHHOU
703€.

[Ipy MOBTOPHOM pa3BUTHH CUMITOMOB 3
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CTENIEHH — pacCMOTPETh BO3MOXKHOCTh
IIPEKPALLEHUS TEPAIIUH.

Crenensp 4 [Ipekpamienue Tepanuu, HUCKIIOYEHUE
Kuszneyrposxaronias MH(EKIIMOHHOTO nporecca, pu
JbIXaTeNnbHas HE00X0UMOCTH pUMEHEHNE
HEJOCTAaTOYHOCTh;  IOKA3aHO | TJIIOKOKOPTHUKOCTEPOUIOB.
OKCTPEHHOE  BMEUIATEJIbCTBO
(Hampumep, TPaxeoTOMHs WU
uHTYyOaIMs)
Cromatur Crenensb 1 Koppekuuu 10361 He TpeOyeTcs.
CyOxnuanueckue cumnTomsl, | [lonockanue pra OecCUPTOBBIM — HITH
WIn CHUMITTOMBI nerkoi | BogHo-coneBeiM  (0,9%)  pactBOpOM
CTENEHHU; BMEIIATEIbCTBO HE | HECKOJIBKO pa3 B JACHb.
MTOKa3aHO
Crenens 2 IIpepsiBanyue Tepamuu [0 CHUXKCHUS
YMepeHHble OOJIEBBIE | CTEIIEHU TSKECTHA CHUMIITOMOB 10 1
OLLyILIEHUS, HE | CTETIECHH.
MPETSTCTBYIOLIUE npueMmy | BozoOHOBNIEHHE Tepanuu mpenaparom
MUK, TOKa3aHa crenuanbHas | Agunrutop® B mpexkHeit 103e.
ueTa [Ipy MOBTOPHOM pa3BUTHUU CUMIITOMOB
CTOMaTuTa 2 CTEeNeHH — TpepbiBaHUE
Tepanuu 0 CHUXKEHHUS CTENEHU TXKECTU
CUMIITOMOB bie} 1 CTEIICHMU.
Bo3o6HoBNIeHUE Tepanuu B CHIKEHHOM
103e.
Jleyuenue ananbreTMKamMu sk MECTHOTO
NMpuMEHeHusI  (HampuMmep, OEH30KauH,
OyTHI-aMHHOOEH304T, TeTpaKanHa
THIIPOXJIOPHI, MEHTON WK (eHoin) c/6e3
[IIIOKOKOPTUKOCTEPOUIOB ISl MECTHOTO
IpUMEHEHHS".
Crenens 3 [IpeppiBanrie Tepanuu [0 CHM>KEHUSA
Tspkenbie OoNeBbIC OMIYIICHUS, | CTETIEHH TSHXKECTH CHMIOTOMOB 110 |
MPETSTCTBYIOLIUE MPUEMY | CTETICHH.
MHIIU Bo3oOHoBreHHEe Tepanuy B CHIKEHHOM
703e.
Jleyuenue aHanbreTMKamMu sk MECTHOTO
npuMeHeHusI  (HampuMmep, OEH30KauH,
OyTHI-aMHHOOEH304T, TeTpaKanHa
THAPOXJIOPHUI, MEHTOJ win (perom) c/6e3
TIIIOKOKOPTUKOCTEPOUIaMHU JUISt
MECTHOTO IPIMEHEHHS" .
Crenensp 4 [Ipexpamienue Tepanuu, JICYCHHE
Kuszneyrposxaroniue cTOMaTuTa COOTBETCTBYIOIIUMU
MOCJIEACTBUS, MOKa3aHO | METOJaMH.
SKCTPEHHOE BMEIIATEIbCTBO
Hpyras He | Crenensb 1 Koppekuuu no3sl He Tpebyercss mpu
reMaToJIOrn4ecKas IIEPEHOCUMOCTH  CUMNTOMOB. JleueHue
TOKCUYHOCTh COOTBETCTBYIOIIUMU MeTOoJIaMU u
(uckirouas KOHTPOJIb COCTOSIHUSL.
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MeTa00INUECKHUE
HapyLICHUS)

Creneun 2

Koppekunu 110361 He Tpedyercs mpu
NEpCHOCUMOCTH CHUMIITOMOB. Jleyenune
COOTBETCTBYIOIIUMU MeTOoJIaMHU u
KOHTPOJIb COCTOSAHMUAL.

[Ipy HemepeHOCUMOCTH CHUMITOMOB —
NpEpbIBAHUC TCpaliiu 0 CHUHIKCHUA
CTETIEHH TSDKECTH CHUMIITOMOB J0 1
CTEIEHHU.

Bo3oOHoBNIeHHE Tepanmuu B TIPEXKHEH
703€.

[Ipu MOBTOPHOM pa3BUTHU CUMIITOMOB 2
CTETNIEHU - TpepblBaHUE Tepanuu J0
CHHMXKXCHUA CTCIICHU TAXECTU CHUMIITOMOB
no 1 crenenun. Bo3oOHOBIEHUE Tepamuu
B CHWOKEHHOU J103€.

Crenenn 3

[IpepriBaHUE Tepamuu IO CHIDKCHUS
CTCIICHU TAXKECTH CHMIITOMOB [0 1
crernenu. JleyeHHe COOTBETCTBYIOIIUMHU
MCTOAaMHU U KOHTPOJIb COCTOAHMUA.
PaccmoTpets BO3MOXHOCTb
BO300HOBJICHHSI TEpaluyl IPernapaTom
AduanTop® B CHIKEHHO# 103€.

IIpy MOBTOpPHOM pa3BUTUH CUMITOMOB 3
CTENIEHH — PacCMOTPETh BO3MOKHOCTD
NpPEKPAIICHUS TEPAITUH.

Creneun 4

IIpexpaenue Tepanuu, JIeYEeHNe
COOTBETCTBYIOLIMMH METOAAMHU.

Mertabonnueckue
HapyIIECHUS
(Hampumep,
TUTIEPTIIUKEMHUS,
JTUACITUTIHACMUS )

Crenensn 1

Koppekmuun 10361 He  TpeOyercs.
JleueHre COOTBETCTBYIOIIMMH METOJaMH
1 KOHTPOJIb COCTOSAHU .

Crenenn 2

Koppekuuu  mo3sl  He  Tpelyercs.
Jleyenue COOTBCTCTBYIOIIMMH MCECTOJaMHU
Y KOHTPOJIb COCTOSIHUSI.

Creneun 3

[IpepsiBanue Ttepanuu. Bo3oOHOBIEHHE
TEepanuu B CHUKEHHOMU J103€.

JledeHnue COOTBETCTBYIOIIMMU METOAAMH
U KOHTPOJIb COCTOSTHUS.

Creneun 4

IIpexpaenue Tepanuu, JI€YEeHNe
COOTBETCTBYIOLIMMH METOAAMHU.

TpombonuToneHus
(ymeHbIIICHHE
KOJINYECTBA
TPOMOOIIMTOB)

Crenens 1

(SHI'H  (awxHSS  TpaHUIA
HOpMBI) - 75000/mm3; <HI'H —
75,0 x 10°/m)

Koppekiuu 10361 He TpedyeTcs.

Creneun 2
(<75000-50000/mm3; 75,0-50,0
x 10%/n)

[IpepbiBanue Tepamuu O CHHKCHUS
CTENIEHH TSDKECTH CHUMIITOMOB 10 |
CTCTICHH.

Bo3oOHoBreHre Tepanuu B NpEKHEH
ao3e.

Creneun 3
(<50000-25000/mm3; 50,0-25,0

IIpepsiBaHue Tepamuu [0 CHUKCHUS
CTCNIEHH TSDKECTH CHMITOMOB a0 1

14/36




NPIv.2 approved on 29-Sep-2023
Based on CDS 31-May-2021 (2021-PSB/GLC-1183-s)

x 10%/n) CTEIEHH.
W Bo3oOHoBreHHE Tepanuy B CHIKEHHOM
Crenens 4 n03e€.
(<25000/mm3; <25,0 x 10%/0)
Heiurponenus Crenens 1 Koppekunu 103wt HE TpedyeTcs.
(YMeHbIIICHHE (<HI'H-1500/mm?; <HI'H-1,5 x
KOJIMYECTBA 10°/7)
HENTpouUIOB) WIn
Crenens 2
(<1500-1000/mm?;  1,5-1,0 x
10°/m)
Crenens 3 [IpeppiBanrie Tepanuu [0 CHM>KEHUSA
(<1000-500/mm3;  1,0-0,5 x| cTemeHW TSHKECTH CHMIITOMOB JIO0 2
10°/m) CTEIIEHH.
Bo3oOHoBneHre Tepanuu B TMpEKHEH
703¢€.
Crenens 4 IIpepsiBanue Tepanmuu [0 CHUXKCHUS
(<500/mm3; <0,5 x 10°/m) CTENEHU TSHKECTH CHMITOMOB 10 2
CTETIeHH.
Bo3oOHoBreHHE Tepanuy B CHIKEHHOM
703e€.
DebOpunbHast Crenens 3 IIpepsiBanue Tepamuu [0 CHUKCHUS
HEUTPOTICHUS (AYH (abGcomroTHOE YHCIO | CTETICHH TSOKECTH CHUMIITOMOB JI0 2
Heiirpoduino) <1000/MM* Tpu | CTETIEHU U OTCYTCTBUS JIMXOPAIKH.
OJTHOKPaTHOM noBbllieHNH | Bo3oOHOBIEHHE Tepanuu B CHMXKEHHOM
temneparypsl Tena >38,3 °C | nose.
WIK TpH TMPOJOJDKUTEIBHOM
MOBBIIICHUU TeMIIepaTypbl
Tena >38 °C, coXpaHsSIOIEeMCs
6onee 1 yaca
Crenensp 4 [Ipexpanienue Tepanum.
JKusneyrpoxaromue
IIOCJIEACTBHS; IIOKa3aHO
HKCTPEHHOE BMEIIATEIbCTBO
' CreneHu TsKecTH: 1 = MHMHHMMaJbHBIE CHUMIOTOMBI; 2 = YMEPEHHBIE CHUMIITOMBI, 3 =

BBIpQXEHHBIE CUMIITOMBI; 4 = )KH3HEYrpoXkarone cuMnToMbl. OlieHOYHas IIKajla OCHOBaHA Ha
pekoMmeHnoBaHHbIX ~ HamumonanbHbiM ~ uMHCTUTYTOM  OoHKojorun  CHIA  craHgapTHBIX
TEPMHUHOJIOTHYECKUX KpUTEpHsxX oreHku HexxenaTenbHbIX siBiieHni (NCI CTCAE v4.03)

2 Ecnmu Tpebyercs CHIDKEHHE [I03bI TIperapara, pEeKOMEHAYETCS MPUMEHSTh 03y
npuOIM3uTENbHO Ha 50% MEHBIIE MPeabITyIICH.

3 HM3beraTh NpHUMEHEHHUS IMPEMapaToB, COACPXKAIUX CIHPT, NEPEKHCh BOAOpPOAA, HOI U
MPOM3BOJHBIC Yalperna (TUMbSHA) B JICYCHHUM CTOMATHTa (MOTYT TMPOBOIIMPOBATH YCHJICHHUE
U3BA3BICHUS CIIM3UCTON POTOBOM MOJIOCTH).

Oonoepemennas mepanus ymepeHuvimu uneuoumopamu usopepmenma CYP3A4 unu P-I'T1
Crnemyer coOmroaTh OCTOPOXHOCTh, B CJIy4ae €CIIM HEBO3MOXKHO H30€XaThb COBMECTHOTO
npuMeHeHus npernapata AduauTop® M yMmepeHHbIX unHTHOUTOpoB CYP3A4 wmmm P-T'TL

PacrpocTpaHeHHBIA W/WIN METACTATUYECKUN IOYEYHO-KJIETOYHBIN pak nmpu HedhdEKTUBHOCTH
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AHTHAHTHOTCHHON TepalmuM; pacupOoCTpaHCHHBIE /UM METaCTaTHYECKHE HEHUPOIHIOKPHUHHBIE

OIMyXO0JHn KCIYAOYHO-KHUIIICYHOT'O TpaKTa, JICTKOI'O u MOIKEITYIOYHOM KEJIEC3hbI,

TOPMOHO3aBUCUMBINA pAaCOPOCTPAHEHHBIM paK MOJIOYHOM JKene3bl, aHTMOMHOJHUIIOMA ITOYKU, HE

TDC6VIOH_I35[ HEMCAJICHHOTO XHUPYPIrui4eCKOro BMCIIATCIbCTBA, YV IMAIIMCHTOB C TV6CD03HI)IM

CKJICPO30OM

Ecnn nmanueHTaM moOKa3aHO OJHOBPEMEHHOE IPUMEHEHHE IPEenaparoB, KOTOPBIE SBISIOTCS
ymepennbivMu unruduTopamu CYP3A4 umu P-T'TI, nosa npenapata Apunutop® B GONBIIMHCTBE
CJlydaeB JIOJDKHA OBITH CHMXKEHA 710 5 Mr wid 2,5 Mr B cyTkd. OHAKO TOYHBIE KIMHUYECKHUE
JaHHBIE 110 KOPPEKTUPOBKE [103bl OTCYTCTBYIOT, PEKOMEHJyeMas KOPPEKLHUS [03bl MOXKET
BapbUpOBaTh Yy OTAENbHBIX TPYNI MAlUEHTOB, IIO3TOMY PEKOMEHAYETCs IMPOBEJCHHE
TIIATEJIBHOTO JIEKAPCTBEHHOI'O MOHUTOPHHIA C 11E€bI0 CBOEBPEMEHHOTO BBISIBIEHUS BO3MOXKHBIX
nobouHbIX 3¢ ¢ekToB. B ciydae mnpekpaiieHus OJHOBPEMEHHOTO INPHUMEHEHHUS YMEpPEHHBIX
unruouropoB CYP3A4 wim P-I'TI, cnexyer yuuThiBaTh NPOJOIKUTEIBHOCTD «OTMBIBOYHOTO)
IepuoJia MpernaparoB, KOTOPBIA B CPEAHEM COCTABISET OT 2 70 3 JHEM, nepea Bo300HOBICHHEM
npuMeHeHus npenapara Adunutop® B 103€, MPUMEHAEMON HCXOIHO, 0 HAYaNa COBMECTHOTO
npuMeHeHus npernapata AduauTop® M yMmepeHHbIX unTHOUTOpoB CYP3A4 wumm P-T'TL

CV63HCHHI/IM3J'IBHBIC THUTAHTOKJICTOYHBIC AaCTPOIMTOMBI, AaCCOLIMHUPOBAHHBLIC C TV6CD03HBIM

CKJICPpO30OM, Y HNAalMEHTOB B BO3PACTC CTaplic 3-x_ner IOpyu HCBO3MOXKHOCTHU BBIINOJHCHUA

XUPYPrUUECKON PEe3EKIIUK OIYXOJIU

Ecnu mamueHTtaMm mMokazaHoO OJHOBpPEMEHHOE MPHMEHEHHE IPernapaToB, KOTOpbIE SIBISIOTCS
ymepeHHbIME uaTHONTOpaMu CYP3A4 umn P-T'TI, no3a npenapara AduanTop® B GONBITMHCTBE
clly4yaeB JOJKHA ObITh cHMkeHa Ha 50%. [Ipu BO3HMKHOBEHUHM MOOOYHBIX IP(HEKTOB MOKET
noTpeOOBaThCS JOMOJIHUTENBHOE CHIDKEeHHE M03bl. CremxyeT onpenenuTh Cmin 3BEpOJIMMYyCa B
KPOBH TIO MEHBIIECH Mepe uepe3 | Heemo Mocie Hadala OJHOBPEMEHHOTO NPUMEHEHUS
ymeperHoro unruobutopa uzopepmenta CYP3A4 wmu P-I'TI. Ilpu oTMeHe OJHOBpPEMEHHO
NpuUMeHsieMbIX HHTHOUTOpoB m3odepmenta CYP3A4 umu P-I'TI nosy npemnapara Adunutop®
CJIEAyeT BEPHYTh K UCXOIHOU mociie 2-3 THEeW «OTMBIBOYHOIO» IMEPUOJIa U, IO MEHBIIEH Mepe,
yepe3 1 Henemo onpeaeauTb Cmin 3BEPOIUMYCa B KPOBH.

Ipumenenue oonospemenno ¢ mowHvIMu uHOykmopamu uzopepmenma CYP3A4

HecMmotpst Ha TO, 4TO OJHOBPEMEHHOTO MPUMEHEHUS Mpenapara ¢ MOIIHBIMH HWHIYKTOPAMH
cienyer u3deraTb, UMEIOTCS JIaHHBIE TI0 KOPPEKIMHU PeKKMMa JI03UPOBaHUs Mpenapara B ciydae,

€CITM HEBO3MOKHO M30€KaTh OJHOBPEMEHHOTO IIpHUeMa MPeraparToB.

PacnpocrpadeHHblil W/WINM METACTATUYECKUN IMOYEYHO-KJIECTOYHBINA pak opu HedDHEKTUBHOCTH

AHTHMAHTHOTSHHOMN Tepallny; pPaclpoCcTpaHECHHBIE W/UIH_ METACTATHYECKHUE HEHUPOIHIOKPUHHBIE

OITYXOJIH KECITYAOYHO-KHIIICYHOT'O TpakKTa, JICTKOTI'O )41 O KEITYIOUHOM KEJIC3bI,
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TOPMOHO3aBUCHMBIN PacIpPOCTPAHCHHBIM paK MOJOYHOM JKEIS3bl, aHTMOMMOJIHIIOMA TTOYKH, HE

TD€6VIOH_[a$I HCEMCAJICHHOT'O XHUPYPIrudCCKOro BMCIIATCIbCTBA, YV MAIIMCHTOB C TV6€DOBHBIM

CKJICPO30OM

[Ipu npumeHenun npenapata AduHMTOP® OJHOBPEMEHHO C MOIIHBIMH HHIYKTOPaMH
nzoepmenra CYP3A4 na ocHoBaHuMM (hapMaKOKMHETHYECKUX JAHHBIX MOXET MOTPeOOBAThHCS
YBEJIMYEHUE CYTOUYHOM JI03bI B 2 pa3a ¢ marom B 5 Mr wiu MeHsble. [Ipeamnonaraercs, 4ro mpu
YKa3aHHOM H3MEHEHHM 103bl npenapata Aduautop® 3Hauenne AUC GyneT cOOTBETCTBOBATH
AUC, nabmonaemomy 6e3 nmpuemMa UHAYKTOPOB U30()epMEHTa, OJHAKO KIMHUYECKUE JaHHBIC C
MOI0OHBIM U3MEHEHHUEM JI03bl y MAllMEeHTOB, MOJYYalOUIMX MOIIHbIE MHAYKTOPHI H30(hepMeHTa
CYP3A4, oTcyTCTBYIOT.

[Tpu mpekparieHnn npremMa MomHoro uaaykropa uzopepmenta CYP3A4 crenyer obecrieuntsb
3-5 nHell «OTMBIBOYHOTO» TNepuoja (aJeKBaTHBIA MEPUOA JUIS 3HAUYUTEILHOTO CHUKECHUS
MHIYKIME 130()epPMEHTa), 10 CHMKEHHS 103bI penapara AduHutop® K HCXOHOM 103€.

CV63HCHHI/IM3J'IBHBIC THUTAHTOKJICTOYHBIC AaCTPOIMTOMBI, AaCCOLIMHUPOBAHHBLIC C TV6CD03HBIM

CKJIEpO30M, V TaIlMEHTOB B BO3pacTe cTapmie 3-X JST IPH HEBO3MOXHOCTH BBLIINOJHCHHS

XHPYPIHUCCKON PE3CKIINH OIYXOJIH

e Ilpu nmpumeHenuu mpenapata AQuHUTOP® OJZHOBPEMEHHO C MONIHBIMH MHIYKTOPAMH
n3opepmenra CYP3A4 (Hanmpumep, NMPOTHBOIMIICNITHUCCKUMHU TIperapaTaMu, TaKUMH Kak
kapOamasenuH, peHoOapouTan, (PEHUTOMH) MOXKET MOTPEOOBAThCS yBETUUEHUE HAYaIbHON 03Bl
npenapata ApunuTop® 11 JOCTHKEHHUS TepaneBTHYeCKOH KOHIEHTpauu 5-15 Hr/mi; ciemyer
YBEMUUTh CYTOYHYIO 703y mHpenapata Aduuutop® B 2 pa3sa M OLEHHTh MEPEHOCUMOCTD
nedenus. [Ipubnm3uTensHO Yepe3 2 HeAenu cienyeT u3MepuTh Cmin IBEpOIUMYCa B KpoBH. [1pu
HeoOXOMMMOCTH CleJlyeT CKOPPEeKTHpOBaTh 103y npemapata Aduuutop® Ha 2,5 Mr s
JOCTHDKCHHSI TEpamneBTUYECKON KoHIeHTpaumuu S-15 ©Hr/mu. [lpm mnpekpamenun mnpuema
MoOIIHOTro MHAYKTOpa usopepmenta CYP3A4 nosy npenapara Adunutop® cremyer BepHYTbH K
UCXOAHOU Tmocie 3-5 mHeH «OTMBIBOYHOTO» MEpHoja, M MPUOIM3UTENLHO Yepe3 2 Helelu
n3MepUTh Crmin 3BEPOIUMYCA B KPOBH.

e [Ipu nobGaBmeHuU K Tepamuu SBEPOJUMYCOM MOIIHOIO HWHAYKTOpa u30(hepMeHTa
CYP3A4 moxeT moTpeOOBaThCs yBelnumueHHe A03bl Tpenapata Adunutop®. Jlozy cremyer
YBEJIMYUTH B 2 pa3a U OLEHUTHh NMEPEHOCUMOCTh Tepanuu. lIpubnusurensHo uyepe3 2 Heaenu
1ocJIe yABaWBaHMUA JA03bl cieAyer onpeaeantb Cmin 3BepoauMyca B KpoBu. [lanee mnpu
HEOOXOAMMOCTH 103y CIEAyeT KOPPEKTUpPOBaTh Ha 2,5 Mr mis moauepkaHust 1eneBod Cmin
IBEPOJIMMYCA B KPOBH.

e JloGaBneHue emie OAHOrO MoIIHOrO uHAYyKTOopa wu3odpepmenta CYP3A4 k yxe

TIPOBOJMMOI OIHOBPEMEHHON Tepamuu npernapaTroM AGuHUTOP® ¥ MOIIHBIM HHIYKTOPOM
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nzodepmenra CYP3A4 moxeT He mOTpeOOBATh JOTOJHUTEILHON KOPPEKIIMK T03bI TIpenapara
Adunutop®. IpubnusurensHo uyepes 2 HeenM Hocle J00ABIEHHS €IIE OJHOTO MOIIHOTO
unaykropa uzopepmenra CYP3A4 cnenyer onpenenuTb Cmin BEpOIMMyca B KPOBH U IpH
HEOOXOAMMOCTH [I03y CIIeAyeT W3MEHWTh Ha 2,5 Mr s nomaepkanus 1eneBod  Cmin
3BEpOJINMYCA B KPOBH.

e (OTtMmeHa Tepanuu OJHUM M3 HECKOJBKHX MOITHBIX MHIYKTOpOB m3odepmenta CYP3A4,
NpUMEHAEMBIX OJHOBPEMEHHO ¢ mpemapatoM A¢uuutop®, MoxkeT He NOTpe6OBaTh
JIOTIONHUTENBHON KOpPpeKIMK 1036l mpenapata Adunutop®. Crhemyer omnpeneiuTh Coin
3BEPOIUMYCa B KPOBU MPUOIIMZUTENBHO Yepe3 2 HEJAeNU MOoCie MPEeKpaIleHus: 0JHOBPEMEHHOM
TEpanuy OJHUM M3 HECKOJBKUX MOIIHBIX MHAYKTOpoB HM3opepmenta CYP3A4. IIpu ormene
BCEX OJHOBPEMEHHO NPUMEHSIEMbIX MOIIHBIX HHIYKTOpoB wu3opepmenta CYP3A4 nosy
npenapata Adunutop® creyeT BepHYTh K HCXOAHOH mocie 3-5 gHel «OTMBIBOYHOTO)
nepuoja, u NpuOIU3UTENbHO Yepe3 2 Heaenu onpeaenuTh Cmin 3BEpOIMMyca B KPOBH.
llayuenmur 6 6o3pacme <18 1em
[penapar Adunutop® He MOKa3aH I JIEUEHHS OHKOJOTMYECKHX 3a00JeBaHUil y jeTell u
HOJIPOCTKOB.

[penapar Aduautop® He IOKa3aH Ais JieueHUs AeTell U TOAPOCTKOB ¢ aHTHOMHUOJUIOMONL
MOYKH, acconuupoBanHou ¢ TC.

[Ipenapar Aduantop® B TabIeTKaX He TOKa3aH Ay Jedenus aeteit ¢ COT'A B Bo3pacTe <3 jer.
JIns nedeHMs TALMEHTOB JAHHOM KAaTEropHH cleyeT MPUMEHSTh mpenapar Aduuutop® B
dopme nucnieprupyemMbix TabIETOK.

IIpu newennun COI'A y nereid M MOAPOCTKOB PEKOMEHJOBAHHBIE J03bl TaKUE K€, KaK JJIs
JIeYeHHS B3pOCIBIX TanneHToB ¢ COI'A, 3a HCKITIOYEHUEM TTAIIUEHTOB ¢ HAPYIICHUSAMHU (DYHKITUN
MIEYECHHU.

He pexomenayercs nmpuMeHenue npenapata Aduautop® y namuentoB <18 mer ¢ COI'A u
HapylnieHneM (QyHKIIUY TICYCHHU.

Tayuenmoi 6 603pacme >65 1em: KOPPEKIHUHU A03bI IIperapara He TpeOyeTcs.

Tayuenmul ¢ napywenusmu OyHKyuu novex. KOPPEKIHH JO3bI MIpernapaTa He TpeOyeTcs.
Tayuenmul ¢ Hapywenusmu OyHKyuu neyeHu

IIpu PaciIpoCTpaHCHHOM H/UIn MCTACTaTUYCCKOM IMOYCYHO-KJIICTOYHOM PaKe HJIN

METACTaTHUYCCKNX HEHMPOIHIOKPHHHBIX OINMYXOJAX KCIYIOUYHO-KHUIIICYHOIO TpPaKTa, JETKOT0 M

MIOJDKEITYJIOYHOM  JKE€JIe3bl, MNPU TOPMOHO3aBHCHMOM _PAaCIpPOCTPAHCHHOM pakKe MOJIOYHOM

JKeJIe3bl, IPU aHTHOMHUOJIUIIOME OYKHU, accormmupoBaddon ¢ TC:

- YV mauueHTOB ¢ HapylleHHeM (QYHKIMU IEYEeHU JIeTKOM CTeneHH TsbkecTu (Kimacc A 1o

knaccuukanun Yaiina-I1s10) pekoMenayemas 103a COCTaBIIsAeT 7,5 MT B JICHb.
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- V mamueHTOB ¢ HapymieHHeM (QYHKIWM TEUEHU CpefaHei cTemeHu TspkecTu (kimacc B mo
knaccupukanun Yaiina-I1si0) pekomeHayemasi 103a COCTaBISET 5 Mr B JEHb; IpPU IUIOXOM
IIEPEHOCUMOCTH IIperapaTa BO3MOXHO CHH)KEHHE J03bI 10 2,5 MI' B ICHb.

- VY mauueHToB ¢ HapylIeHHeM (YHKIMH MeYeHH TsoKenol ctenenu (kiace C nmo kiaccupukanuu
Yaitnn-ITer0) mpenapaT He peKoMeHAO0BaH. B ciydasx, Korjga okujaaeMas IMoJjib3a MPEBBIIIACT
NOTEHLMAIbHBIN PUCK, BOBMOXEH IIPUEM 3BEPOJINMYCA B MAKCUMAJIBHOM 103€ 2,5 MI' B JIEHb.

B ciydae u3MEHEHHUs CTENEHH TSHKECTH HapyUIeHHs (YHKIMU TedeHH (10 KiIacCU(pHUKAIH
Yaitna-ITs10) He06X0IMMO IPOBECTH KOPPEKIMIO 10361 penaparta Aguautop®.

[Ipu CV63HCHHI/IM3J'II)HI)IX TUTAHTOKJICTOYHBIX ACTPOIIMTOMAX, ACCOIMHUPOBAHHBIX C TV6CD03HBIM

CKJICPO30OM

Hayuenmor >18 nem

Hapywenue ¢ynxyuu neuenu neexoii cmenenu masxcecmu (knacc A no kiaccudukanuu Yaitn-
[Tet0): 75% oOT mO3bI, pacCYMTAaHHOW MO TUIOIIAAU TOBEPXHOCTH Tesa (OKpYyIJeHHAsl 0
Onvkaiiiel JO3UPOBKH).

Hapywenusa ¢ynxyuu neuenu cpeoneii cmenenu masxcecmu (knacce B nmo xnaccudukanun Yaiina-
[Ter0): 50% oOT mO3bI, pacCYMTAHHOW MO TUIOIIAAU TOBEPXHOCTH Tesa (OKpYyIJeHHAsl 0
OmKalIen J03UPOBKH).

Hapywenue ¢ynxyuu neuenu msasxcenou cmenenu (knacc C no xnaccudpukanun Yaina-I1sio):
NpUMEHEHHUE Tpenapara He peKOMEHJ0BaHO. B ciydae, ecnu oxupaemasi MoJib3a MPEBBILIAET
NOTEHIMAIBHBIM PHUCK, BO3MOKHO IPUMEHEHHE Mpernapara B 703€, He npeBblmatomen 25% ot
JI03bl, PACCYUTAHHOM TIO TUIOLIA/IA TOBEPXHOCTH Tea.

Cmin 3BEposIUMyca B LIEIbHON KPOBU CJIEAYET ONPEACIUTh NMPUOIM3UTEIBHO Yepe3 1-2 Hexenu
MocJie Havyayia JICYSHUS] WU MOCJIe U3MEHEHUs (QYHKIuH nedeHu (mo kinaccudukarum Yaiinma-
[Tpr0). Cnegyer KOppEeKTHPOBATH A03Y I AOCTHREeHUsT Cmin TIpenapara B Juama3oHe oT 5 10
15 Hr/mMa ¢ yueToMm nepeHOoCUMOCTH mpenapata. [Ipu u3MeHeHUH cTeneHu TSHKECTH HapylIeHUs
GYHKIIUY TeUeHU 103y Mpenapara clieyeT KOppEeKTUPOBAaTh.

Tayuenmor <18 nem

[Tpumenenne npenapata AduanTop® y manmeHToB <18 ner ¢ HapymeHusIMH (QYHKIMH TIeYeHn
HE PEKOMEH0BAHO.

Tepanesmuueckuii MOHUMOPUHZ KOHYenmpayuu seepoaumyca y nayuenmos c¢ COI'4,
accoyuupogannvimu ¢ TC

VYV namuentoB ¢ COI'A, accounupoBanubiMu ¢ TC, cneayeT KOHTPOJIHPOBaTh Cmin IBEpOIUMYCA
B KpOBH C T[IOMOIIBIO BaJIHJUPOBAHHBIX OHOAHAIUTUYECKUX METOAOB >KUJIKOCTHOM
xpomatorpadun / Macc-CIeKTpOMETpUH. PeKOMEHI0BaHO TI0O BO3MOKHOCTH UCIOJIB30BaTh OJMH

U TOT K€ METOJ aHaiM3a W JabOpaTOpHIO Ul TEPaAeBTUYECKOrO KOHTPOJIS KOHILIEHTPAIIUH
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IBEPOJIMMYCa B KPOBU HA IPOTSDKEHUH BCETO MEPHOA JICUCHHUS.

TepaneBTUYeCKUt MOHUTOPUHT KOHIICHTPAIIUH 3BEPOJIMMYCa CIeAyeT IPOBOAUTH B CPOKHU depe3
1-2 Henmenu mocie Havaia Teparu, Mociie JI000ro U3MEHEHHSI 103bI HIIH CMEHBI JICKapCTBEHHON
dbopmbI TIpenapaTa win g00aBiaeHUs K Tepanuu HHruoutopos nzopepmenta CYP3A4 wmm P-T'TI,
WIN TIpU TIOSIBJICHUU TPU3HAKOB HapymieHHs (QyHKIHMU TedeHH. KOHIEHTpaIio IBepomMyca
CJIEAyeT OICHUTH MPUOIM3UTEIHHO Yepe3 2 HeJeNu 1ociie J00aBIeHHs K Teparid HHIYKTOPOB
uzopepmenta CYP3A4 wnu P-T'TL

Jo3y HeoOxomuMo mom0uparh 10 MAOCTHKEeHUs 3HadeHUs Cmin (5-15 HI/MI) ¢ ydyeTom
MEPEHOCUMOCTH Tepanuu mNanueHToM. Jlo3y MOKHO YBENWYHMBATh MAJs JOCTHXKEHHs Oolee
BBICOKOW KOHIIGHTPAIIUH Iperapara B KPOBH (B IUAIa30HE TEPANEBTUYECKON) M ONTUMAIILHOTO
TEpaneBTHUECKOTO AP PEeKTa C y4ETOM IMEPSHOCHMOCTH Iperapara.

IIOBOYHOE JEVCTBUE

PacnpocrpaHeHHbBIl  W/WIM  METACTATUYECKUN NOYEYHO-KJIETOYHBIM pPAaK, METACTATUYECKUE

HEUPOSHIOKPHUHHEIC ONMYXOJIM JKEIYJOYHO-KHIICYHOT'O TpaKTa, JETKOT0 M IOJDKEIYI0YHOM

JKeJe3bl, TOPMOHO3aBUCUMBIN pacIpOCTPAHEHHBIN paK MOJOYHOHN JKEJIE3h]

[Ipn mpumenennn mpenapara HamOosee dacteiMu HJIP (wacrora >1/10) sBismuck (mo mepe
yOBIBaHUSI YAaCTOThl BCTPEUYAEMOCTH): CTOMATHUT, KOXKHasl ChIllb, MOBBIIMICHHAs YTOMIISIEMOCTb,
nuapes, MHQEKIUU, TOIIHOTA, CHI)KEHUE alleTuTa, aHeMHus, U3MEHEHHE BOCIpHUATUS BKyca,
ITHEBMOHHUT, TNepupepuyecKue OTEKH, TUIMEPIIUKEMUs, aCTCHHs, KOKHBIM 3yJ, yMEHbIIECHUE
MAacChI TeJIa, TUIIEPXOJIECTEPHUHEMHSI, HOCOBOE KPOBOTEUCHHUE, KAIIeh, TOJIOBHAS 00JIb.
Hau6onee wacteimu HJIP 3-4 cremenu tspkectu (dactora >1/100 - <1/10) ObLam: cTOMATHT,
aHEMUS, TUIEPTIUKEMHs, TMOBBIIICHHAS YTOMIISIEMOCTh, HWH(EKIWU, THEBMOHHT, IUApPes,
aCTeHMs, TpPOMOOIIUTOIICHUS, HEWUTPOICHUsS, OMBIINIKA, JUMQOIEHUS, MPOTCUHYPHUS,
KpoBoTedeHHe, runodocdareMus, KOXKHAs ChIllb, apTepHalibHAs TUIEPTEH3Ws], TOBBIIICHNE
AKTHBHOCTH acrapTaTaMuHOTpaHc]epass (ACT), MOBBIIICHNUE AKTHBHOCTH
ananmHamuHoTpaHcdepasbl (AJIT), mHEBMOHUS U caxapHBIi araderT.

Hwxe npencrapienst HJIP, Bo3HMKaBIIME TIpU MpHMeHEHMH mnpemapata Aduuautop® (B 103€
10 MT B IeHB) C yKa3aHWEM YacTOThI UX BO3HUKHOBEHUS: 04eHb yacTo (>1/10), wacto (>1/100 u
<1/10), newacro (=1/1000 u <1/100), penxo (=1/10000 u <1/1000), ouens penko (<1/10000),
BKJIIOYasg OTAedbHble coolmenus. HJIP crpynmupoBaHbl B COOTBETCTBHM C KiIacCHU(pHUKAIMEH
opraHoB u cucteMm opranoB MedDRA, B mpenenax KaJaoW TpyNIbl MEPEUYUCICHBI B MOPSIKE
YMEHBIIIEHUS YaCTOThl BCTPEYAEMOCTH.

Hugpexyuonnvie u napazumapuvie 3a601e6aHusA; 0OYeHb 4aCTO — MH(EKUUHU (BKIOYAs 4acTo —
MTHEBMOHHIO, UH(EKITUM MOYEBBIBOASIINX MyTeH, HEYaCTO — OPOHXUT, OMOSCHIBAIONINI JTUIIIAMA,

cericuc, abcuecc, €AMHUYHBIE CIIydyad ONMOPTYHUCTHYECKUX HUHQEKIuid (Hampumep,
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acrmeprunie3, KaHaua03, BAPYCHBINA renatut B), peiko — MUOKapIUT BUPYCHOW STHOJIOTHH).
Hapywenus co cmoponvl kposu u aumpamuyeckoii cucmemsl. 09€Hb 9aCTO — AaHEMHS; YaCTO —
TPOMOOIIUTONICHH S, HEUTPOTICHUS, ICHKOTCHMS, TMM(OTIEHUS; HEYaCTO — MAHITUTONICHUS; PEIAKO
— UCTHHHAS SPUTPOIIMTAPHAS aIljIa3usi KOCTHOTO MO3Ta.

Hapywenus co cmoponvt ummynHou cucmemvl: HEIaCTO — PEAKIIMH TUIICPYYBCTBHTEILHOCTH.
Hapywenus co cmopoust oomena eewjecms u numanusi; O4€Hb YaCTO — CHIDKCHUE aIllIeTUTA,
TUTEPTIIMKEMHEs], TUTIEPXOJIECTEPUHEMUS; YacTO — TUIEPTPUTIIMIEpHAeMusi, TumodochaTemus,
caxapHbIi uabeT, TUIIePIUITUACMIS], TUTIOKATMEMUS, IETHAPATAIINS, THTTOKATBIIEMUSL.
Hapywenus ncuxuxu: 9acto — 6€CCOHHHIIA.

Hapywenus co cmopomnvt nep6noil cucmemvl. OYCHb YaCTO — M3MCHCHHE BOCIPHATHS BKyca,
roJIoBHasI 00JIb; HEYACTO — MOTEPs] BKYCOBOW YYBCTBUTEIIHHOCTH.

Hapywenus co cmoponwl opeana 3penusi: 9acTo — OTEK BEK; HEYaCTO — KOHbIOHKTUBUT.
Hapywenus co cmoponvl cepoya: HEYaCTO — XpOHUYECKAs cepAeuHasl HeI0CTaTOYHOCTb.
Hapywenus co cmoponvl cocydog: 4YacTo — apTepuanbHas THUIEPTEH3Us, KPOBOTCUCHUS
pa3IMYHON JIOKaJIM3alMK, JTUM(ATHYECKUH OTEK; HeUacTo — «IPHIUBBD», TPOMOO3 TIyOOKHX
BEH.

Hapywenus co cmoponvl OvixamenvHoll cucmemvl, 0peano8 2pyoOHOU KIemKU U CPeOOCmeHUs.
OYCHb YaCTO — ITHEBMOHHMT (BKJIFOYAs YacTO: ITHEBMOHUT, HHTCPCTHIIHAIBHYIO O0JIC3Hb JICTKUX,
UHOUIBTPAIIMIO JIETKUX; PEIKO: albBEOJSPHOE JIETOYHOE KpPOBOTECUCHHE, JIETOYHYIO
TOKCUYHOCTh, allbBEOJIUT), HOCOBOE KPOBOTEYCHHE, Kalllellb;, YacTO — OJbIIIKA, HEYacTo —
KpOBOXapKaHbe, JICTOUHAST SMOOJIHS; PEJIKO — OCTPBIA PECITUPATOPHBIN JUCTPECC-CHHIPOM.
Hapywenus co cmoponwst sceny0ouno-kuuieyno2o mpakma: O4eHb 4aCTO — CTOMATHT (BKITIOYAs
OYCHBb YaCTO: CTOMATHUT; YacTO: a)TO3HBIA CTOMATHUT, U3bSI3BJICHUE CIIM3UCTOH OO0OJOUKH S3bIKA
U TIOJIOCTH PTa; HEYaCTO: TIOCCHUT, TIOCCAITHIO), AUapes, TOIIHOTA; 4acTO — PBOTA, CYXOCTh
CIIM3UCTON OOOJIOYKH TOJIOCTH PTa, 0OJIb B POTOBOM MOJOCTH, OONb B KUBOTE, IMCIICTICHS,
mucharus.

Hapywenus co cmopomnst kodicu u noOKOJNCHbIX MKaHell: 09eHb YacTO — KOXKHASI ChIb, KOXKHBII
3yJ; 9acTO — CYXOCTh KOXXH, IOPaXCHHE HOTTEBBIX IUIACTHH, yIpeBas ChIllb, JPUTEMA,
HICNyIIEHUE KOXH, TIOBBIIIICHHAS JIOMKOCTh HOTTEBBIX IIJTIACTHH, CHHIPOM JIQJOHHO-
MOJIOIIIBEHHOHN 3PUTPOAN3ICTE3UH, aTOMEIHUsT; PEIKO — AHTHOHEBPOTUYECKUHN OTEK.

Hapywenus co cmopoHbl ckelemHo-MbludleyHOU U COeOUHUMENbHOL MKAHU: 9aCTO — apTPaTUs.
Hapywenus co cmoponvl nouex u mouesblgo0swux nymei: 9acto — MPOTCHHYPHS, MOYCUHAST
HEJ0CTAaTOYHOCTh;, HEYaCTO — Y4YallleHHOC MOYCHCITYCKaHHE B JHEBHOE BPEMs CYTOK, OCTpas
MmoYeyHas HeJOCTaTOYHOCTb.

Hapymenuﬂ CO CMOpPOHbL NOJIOBBIX OpcdHO6 U MOJIOYHOU Jicenie3bl. 4acTo — Heperynﬂprlﬁ
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MEHCTPYaJIbHBII UKIT*; HEUaCTO — aMEHOPEs.

* - y mamueHToK B Bo3pacte oT 10 mo 55 neT, mosiyd4aBmIMX TEpamuio MpernaparoM BO BpeMsl KIMHUYECKUX
HCCJIEIOBaHUI

Obwue paccmpoiicmeéa u HapyuieHusi 8 Mecme 66edeHus: OYeHb YacTO — IMOBBIIIEHHAS
YTOMJISIEMOCTh, ACTCHHsI, NMepUPEpUUECKUe OTEKH;, YacTO — IOBBIIICHHE TEMIEpaTyphl Tena,
BOCTIAJICHUE CIM3UCTBIX 000JO0YEK; HEYacTO — HEKapAuOreHHas OoJib B TPYAH, MEIJICHHOE
3aKUBJICHUE PaH.

Jlabopamophvie u uHcmpymeHmanbHvle noKazamenuy: O4€Hb YacTO — CHUYKEHHE MAcChl Tela.
OmxnoneHus 1a60pamopHbIX U UHCMPYMEHMATbHBIX HOKA3ameliell, Omme4asuuecsi ¢ 4acmomotri
>1/10 (epadayus «ouenv uyacmoy, HJIP nepeuucnenvl no mepe CHUINCEHUS YACMOMbL
ecmpeyaemocmu,):

eemamoniocudeckue — CHIDKEHUE KOHIIEHTPAlUM TeMOTJIOO0WHA, JTUMQOICHUS, JIeHKONEHUS,
TPOMOOIIUTONIEHHU S, HEUTPOTICHHS (MJIM X COYETAHWE — MMAHIIUTOIICHHMS ),

Ouoxumuyeckue — TIOBBIUICHHE KOHILIGHTpPAlMM TJIIOKO3bl KPOBM HATOLIAK, XOJIECTEPHHA,
Tpurauiepuos, noseimeHne akTuBHOcTH ACT, rumodocdaremusi, MOBbIIEHUE AKTUBHOCTH
AJIT, moOBBIIEHHE KOHIIEHTPALMH KpEaTUHUHA, TUIMOKAIUEMHUs, CHI)KCHHE KOHIEHTpaIuu
aIb0yMUHa.

BonbmIMHCTBO OTKIIOHEHUH J1a0OpaTOpHBIX MOKa3aTeiaei ObUTM JIETKOM M CpeHeW CTeneHH
TsokecTu. Tsoxenble (3-4 cTeneHn) OTKIIOHEHUS BKITIOYAIIH:

eemamono2udeckye — O4eHb 4acTo — JUM(ONEHHUIO, CHIDKEHHE KOHIEHTpPAllud IeMOIrJIo0NHa;
4acTO — HEUTPOIICHHIO, TPOMOOIIMTOIICHHIO, JICHKOTICHHIO;

Ouoxumuyeckue: 0O4€Hb YACTO — MOBBIIICHUE KOHIIEHTPAILIMU TIFOKO3bI KPOBU HATOIIAK; YaCTO —
runodocdaremuto, runokanueMuto, noseimeHne aktuBHocTd ACT, AJIT, a Takke TOBBIIIICHHE
KOHIIEHTPAIlUU KpEaTHHHHA, OOIIEro XOoJecTepuHa, TPUTIUIEPUIOB B CHIBOPOTKE KPOBH,
CHI)KEHHE KOHIIEHTPALUU aIbOyMHHA.

CV63HCHHI/IM3J'IBHBIC THUTAHTOKJICTOYHBIC AaCTPOIMTOMBI, AaCCOLMHUPOBAHHBLIC C TV6CD03HBIM

CKJICPO30OM, Y HNAalMEHTOB B BO3PACTC CTAplic 3-x_ner IOpyu HCBO3MOXKHOCTHU BBbINNOJHCHUA

XUPYPIUUECKON PE3CKIIMU OIMYXO0JU, AHTMOMHOJMIIOMA IMOYKH, aCCOITMMPOBAHHAS C TV6€D03HBIM

CKJIEPO30M, HE TDC6VIOH13$I HEMCAJICHHOT'O XUPYPIrUYCCKOIro BMEIIATCILCTBA

[Tpn mpumenenun npenapara Hanbonee yacteiMu HJIP (wacrora >1/10; HJIP nmepeuncnens mo
Mepe YOBIBaHUSI YacTOThI BCTPEYAEMOCTH) SIBISUIMNCH: CTOMATHUT, JHMXOpalKka, Ha3o(hapwHTHT,
nrapesi, HQEKIMH BEPXHHUX BIXaTeIbHBIX IyTeH, pBOTA, Kallellb, KOXKHAs CHIMb, TOJIOBHAS
6OJII>, aMCHOpPCA, yrpeBasd Cblllb, IMHCBMOHMNA, I/IH(beKL[I/II/I MOYEBBIBOJAIIINX HYTGI>'I, CUHYCHT,
HepeI‘yJ’IHpHBII\/'I MGHCpraHBHBIﬁ OUKJI, YXYAUICHUC AaIlIlCTHUTAa, MOBBIICHHAA YTOMIIICMOCTD,

TUIIEPXOJIECTEPUHEMUS U apTepUalIbHasi TUIIEPTCH3US.
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HaunbGonee wacteivu HJIP 3-4 cremenm Ttspkectn (wactora >1/100) sSBISAIUCH: TTHEBMOHHS,
CTOMAaTUT, aMeHopesi, HEWUTPOIEeHUs, JUXOPaaKa,  HEPEryJsSpHBIH MEHCTPYalbHBIH MK,
runodocdaremusi, Tuapesi ¥ BOCHAICHUE TTOIKOXKHOW KUPOBOU KIICTYATKH.

Huxe mnpencrasienst HJIP, Bo3HuMKaBIIMe Npu IpUMeHeHHH mpenapata Aduuutop® c
yKa3aHHEM YacTOThI UX BOSHUKHOBEHHs: 0oueHb yacto (>1/10), wacto (>1/100 u <1/10), Heuacto
(>1/1000 u <1/100), penko (>1/10000 u <1/1000), ouenr peako (<1/10000), B Tom umcie
otaenbHble coobmenus. HJIP crpynmupoBaHbl B COOTBETCTBUHU C KiacCH(PHUKAIMEH OpraHOB U
cucteM opranoB MedDRA, B mipenenax Kakaou TPyNIbl IEPEUNCICHBI B TIOPSJIKE YMEHBIIICHUS
YaCTOTBI BCTPEUAEMOCTH.

Hugpexyuonnvie u napazumapmvie 3a0601e6aHusi; OYEHb YACTO — HA30(apUHIUT, MH(EKIUU
BEPXHUX JbIXaTeNbHBIX IyTeH, MHEBMOHMS, HH(PEKIUU MOYEBBIBOASIIUX MYyTEeH, CHUHYCHT,
(bapuHTUT; 4YacTO — CpPEeIHUN OTUT, BOCHAJIEHUE MOAKOKHOM KJIETYAaTKU, CTPENTOKOKKOBBIN
(bapuHTUT, TACTPOIHTEPUT BUPYCHON ITUOJIOTHUH, THHTUBUT; HEYACTO — OMOSICHIBAIOIIUI JIHINAH,
CETICHC, OPOHXUT BUPYCHOH 3THOJIOTHH.

Hapywenusa co cmoponsl Kposu u aumgamuyeckorl cucmemsl: 9acTO — aHEMUS, HEUTPOTICHHUS,
JIEHKOTICHUsI, TPOMOOIIUTONIEHU S, TUM(POTICHUSI.

Hapywenus co cmoponsl uMMyHHOU cucmembl: 9aCTO — PEAKIIUN THIEPYyBCTBUTEILHOCTH.
Hapywenusa co cmoponvl obmena eewyecms u numaHnusi. O4€Hb 4acTO — YXY/IIEHUE alleTHTa,
TUIEPXOJECTEPUHEMUS; YACTO — THIEPTPUTITHIICPUACMHUS, TUIICPIIUNIUIEMIS, THITO(ochaTemus,
TUIEPIIINKEMHUS.

Hapywenus ncuxuxu: 4acto — 0ECCOHHUIIA, arPECCUBHOCTD, Pa3IPaKUTEIbHOCTb.

Hapywenus co cmopomnwvl HepHoti cucmemyl. 09€Hb 4aCTO — FOJIOBHAs O0JIb; YaCTO — U3MEHEHHE
BOCTIPUSATHUS BKYyCa.

Hapywenus co cmopoHvl cocyoog: O4YeHb 4YacTO - apTepuajbHas THUNEPTEH3US; 4acTo —
mumpenema.

Hapywenusa co cmopomnsl ovixamenbHotl cucmemyl, 0OpeaHo8 2pyOHOU KIemKU U CPeOOCHmeHUs.:
OY€Hb YaCTO — KallleJIb; YaCTO — HOCOBOE KPOBOTEUCHHUE, THEBMOHMUT.

Hapywenus co cmoponsl s#ceny0ouHo-KuueyHo2o mpakma: O4eHb 4acTO — CTOMATUT (BKJIIOYast
OUYEHb YaCTO — CTOMATHUT, U3BSA3BICHUE CIM3UCTON OOOJIOUKH MOJIOCTH PTa, apTo3Has fA3Ba;
4acTO — M3BA3BICHUE CIM3UCTON 000JIOUKH TyO M sS3bIKa; HEYACTO — OOJb B JECHAX, TJIOCCHUT),
Iuapesi, pBOTa; 4acTo — 3amop, TOMHOTA, 00JIb B )KHUBOTE, METEOPU3M, 0OJIb B POTOBOM MOJIOCTH,
racTpur.

Hapywenus co cmopoHbl Kodicu 1 NOOKONMCHbIX MKAHel. 04eHb YacTO — KOXKHAs ChINb (BKIIIOYast

YaCTO — CbIllb, SPpUTCMATO3HAA CbIllb, SPUTCMA, HCYACTO — I'CHCpPAIM30BAHHAA CbIllb, MAKYJO-
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nanyJuie3Has Chlllb, MaKyJI€3Has ChIMb), aKHE; YacTO — CYXOCTh KOXKH, aKHE(OPMHBIN E€PMATHUT;
HEYaCTO — aHTMOHEBPOTUYECKUM OTEK.

Hapywenus co cmopoHvl nouex u Mouesvbi8005Auux nymeil: 9acTo — MIPOTCHHYPHUSL.

Hapywenus co cmoponsl nonosvix opeaHos u MONOYHOL dcene3bl: OUeHb 4acTO — aMeHopes™,
HEPETYJSPHBIA MEHCTPyalbHBIH LHUKI*; 4acTo — MeHopparusi, KMUCTa SMYHUKA, BIIarajuiIHOE

KPOBOTCYCHUC, HCUACTO — OHCOMGHOpeH*.

* - y mamueHToK B Bo3pacte oT 10 mo 55 meT, mosyd4aBmIMX TEpamvio MpernaparoM BO BpeMsl KIMHUYECKUX
HCCIIeTOBaHUN

Obwue paccmpoiicméa u HapyuleHus 6 Mecme 68edeHus. OYEeHb YacTo — JHMXOpaJKa,
MOBBIIIICHHAS] YTOMIISIEMOCTb.

Jlabopamophnvie u uncmpymeHmanbHvle OaHHble. YAaCTO — TIOBBIIIEHHE aKTHUBHOCTH
nakraraeruaporerasbl (JIJII'), moBeimenne aktuBHOCTH JII' B KpOBU; HEYACTO — MOBBIIICHHE
akTuBHOCTH PCI’ B KpOBH.

OmKnoHenus 1a60pamopHbIX U UHCMPYMEHMATbHBIX NoKazamernell, Omme4asuuecs ¢ 4acmomo
>1/10 (no mepe yovisanus uacmomsvl 6CMpeyaemMocmu,)

T'emamonocuueckue: yBENWYEHHE YACTUYHOTO TPOMOOILIACTHHOBOTO BPEMEHH, CHIDKEHUE
a0COTIOTHOTO KOJIMYECTBA HEUTPOPUIIOB, CHUKEHHE KOHIICHTPAIMH TeMOTI00NHA, JIeHKONeHHUs,
TPOMOOIIUTONIEHUS, TUM(POTICHUSI.

Buoxumuueckue: TUNEPXONECTEPUHEMHUS], THIEPTPUTIIMLIEPUACMHUS, MOBBIIIEHHE AKTHUBHOCTH
ACT, nosermienne aktuBHocTd AJIT, runodocharemus, MOBBIIICHNE aKTUBHOCTH IIETOYHOM
docparassl (ILID), moBbIIIIEeHHE KOHLIEHTPAIMH TJIFOKO3bI B IJ1a3Me KPOBH HATOIIIAK.
BonpmmHcTBO U3 BhIMIeyKkazaHHbIX HS Obin nerkoii (1-it) uinu cpeaHeit (2-if) CTEeHH TSKECTH.
Tsoxensie (3-4 cTeneHn) OTKIIOHEHUS BKITIOYAITH:

- TeMaTOJIOTHYECKHE: YaCTO — CHUKEHHE a0COIIOTHOTO KOJMYECTBAa HEUTPOPUIIOB, YBETUUECHNE
YaCTHYHOTO TPOMOOIUTACTUHOBOTO BPEMEHHU, CHI)KCHHE KOHIIEHTPAIIMHA TeMOTJIO0NHA; HEYacTo -
TUMQOTICHUS, TPOMOOIUTOIICHHUS, TCUKOTICHUSI;

- Ouoxumuyeckue: dYacto — runodochaTemMusi, TUNEPTPUTTULEPUIEMUS, TOBBIIICHNE
aktuBHoCcTH I[P, moBbimenne aktuBHOCTH AJIT 1 ACT, runepxosnecTepuHEeMHs; HEYaCTO —
MOBBIIICHUE KOHIIEHTPAIUHU TJIFOKO3bI KPOBH HATOIIAK.

IHocTperucTpallMoOHHLIN OUBIT IPUMEHEHUS

HNudopmarnius o cienyrommx modoYHbIX peaklusIX Ha HBEPOIUMYC Obljia OJyuyeHa B pe3ynbTare
MOCTPErUCTPAMOHHOTO OMbITA IPHUMEHeH s rpenapaTta AGuauTop® ¢ MOMONILI0 coo0meHuit 0
CIIOHTAHHBIX CIydasX W JUTEpaTypHBIX JaHHBIX. [loCKONBKY MaHHBIE 00 ATHUX pPEaKIHSIX
coOuparoTcsi 100pPOBOJILHO OT MOIMYJISLIMK HEONPEAETICHHOTO pa3Mepa, HEBO3ZMOXKHO HAJEKHO

OOCHUTD YaCTOTY BOBHUKHOBCHU, ITIOSTOMY OHA KJ'IaCCI/I(bI/IHI/IpyeTCH KaK «HCHU3BCCTHO).
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Tpasmbol, UHMOKCUKAYUU U OCTOHCHEHUSI MAHUNYAAYUL. MECTHAsI BOCTIAINTENIbHAS PEAKIHS B
paHee 00yu€HHOM 00s1acTH (KOKa, JIETKUE WK APYTHE paHee 00IyuEHHbIE OpraHbl).

Onucanne ornenpHblx HJIP 10 JaHHBIM KIMHUYECKUX MCCIEIOBAHHN W OPU IPUMEHEHUH

IBEPOJIMMYCa B KIIMHUYSCKOM IIPAKTHUKE B ITIOCTPETUCTPAIIMOHHOM IIEPHOJE

Otmeuanuch ciydyad OOOCTpEHHS BUPYCHOTO remarutra B, Bkitouas ciiydad C JIeTalbHBIM
ucxonoMm. OO6ocTpeHre UHQEKIUH  SBISETCS  OXKHUIACMbIM  SBICHHEM B  IEPUOJBI
UMMYHOCYTIPECCHH.

Otmeyanuch cilydad MOYEYHOW HENOCTATOYHOCTH (B TOM YHCIE C JIETAIBHBIM MCXOJOM) U
npoTeuHypuu. PekoMeHyeTcss KOHTPOIMPOBaTh (PYHKIIMIO MTOYEK.

OTMeuanuch cirydan aMeHoper (BKITF0Yasi BTOPUYHYIO aMEHOPEIO).

OTMeuanuch Ciaydad pa3BUTHSA ITHEBMOIIMCTHOW THEBMOHUM (BBI3BAHHOW Pneumocystis
Jjirovecii), HEKOTOPBIE C JETAIbHBIM UCXO/I0M.

OTMeyanuch cliyda pa3BUTUs AHTMOHEBPOTUYECKOTO OTEKa KaK MpU OAHOBPEMEHHOM
NPUMEHEHUH C MHTHOMTOpaMU aHTHOTEH3MH-IpeBpamaromero ¢epmenrta (AIID), tak u npu
M30JIMPOBAaHHOM MPUMEHEHUHU YBEPOIUMYCA.

B moctperucrpaiioHHOM HCCIIEIOBaHUM Y MAllMEHTOK B TOCTMEHOIAy3€ C TOPMOH 3aBUCHUMBIM
HER- pakoM MOJOYHO# ee3sl ¢ MOMEHTA Hayana Tepamuu mpenapatoM Aduautop® B 103
10 Mr/cyTKH B KOMOWHAIIUHA C DKCEMECTaHOM (25 MI/CYTKH) C MENbI0 YMEHBIICHHUS YacTOTHI
BO3HUKHOBEHHUS M CTENEHH TSKECTH CTOMATUTa MECTHO MPHUMEHSUIM OECCIHPTOBOI pacTBOp
nekcamerazona 0,5 mr/5 mu (10 mi pacTBopa, MOJOCKAaHHE MOJOCTH PTa B T€UCHHUE 2 MUHYT
4 paza B CyTKU Ha MPOTSHKEHUH 8 HEJEINb) ¢ MOCIESAYIOUIMM IPUEMOM IHILK HE paHee YeM uepe3
1 yac mocne nmonockanusi. Yactora BOSHUKHOBEHHS] CTOMATUTa >2 CTENEHU TSKECTH COCTaBMUIIA
2,4%, 4TO HMKE OTHOCUTENBHO paHee 3aperucTpUpOBaHHON 4acTOThI (27,4%) B KIMHUYECKHX
UCCIICIOBAHMSIX Yy TAIMEHTOB JaHHOW Kareropwu. YacTtora BO3HUKHOBEHHUS CTOMaTuTa 1
creneHn cocraBuna 18,8%, mpu 3TOM He 3aperucTpupoBaHO CiIydaeB cToMaruta 3 wiu 4
creniend. CBomHBIN mnpoduias O€30MacHOCTH B JAaHHOM HCCIEAOBAaHUU OBLI CPaBHUM C
OnpefiefieHHbIM paHee Yy TMalWeHTOB C OHKoJormuyeckumu 3abosneBanussimu u TC, 3a
UCKJIIOYCHHEM SIBICHUW KaHIUIO3HOTO TMOPAXEHHsSl CIU3MCTOM TMOJOCTH pTa, KOTOphIE
oTMedanuch y 2,2% NauMeHTOB B JaHHOM HCCleOBaHUM Mo cpaBHeHuio ¢ 0,2% B paHee
MPOBEICHHOM HUCCIIEOBAaHUHU Y MAIIUEHTOB TaHHON MOMYJISALIUH.

Ilayuenmui 6 6o3pacme <18 nem

VYV nauueHToB MAaHHOW KaTEeropuu OCHOBHBIE XapakTep, THI W yactota HJIP, BBISBICHHBIX B
KIMHUYECKUX MCCIEIOBAaHUAX, OBUIM CXOXHMH, 32 MCKIIOUeHHEM HHQEKIil, KOoTopbie

PETUCTPUPOBATUCH C 0OoJiee BBICOKOW YaCTOTOM M TSHKECTHIO y TAlMEHTOB MIamiie 6 JeT.
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Pe3ynbTaThl KIMHUYECKUX HCCIEIOBAaHUIN HE BBISBUJIM HETaTUBHOTO BIUSHUS 3BEpOJjMMYyca Ha
POCT ¥ pa3BUTHE B IyOEPTATHOM MEPHOJIC.

Ilayuenmui 6 6o3pacme =65 nem

HJIP, pa3BuBaBmIMEecs NpU NMPUMEHEHUU 3BEpPOJIMMYyCa Yy TMalMEHTOB B Bo3pacte 65 JeT u
cTapuie, yaiie TpeboBaiu mpekpanienus tepanuu. Hanbonee yacto Takue sBICHUS BKIIOYAIIU:
MHEBMOHUT (B T.4. MHTEPCTHIHMAIBHYIO OOJIE3Hh JIETKMX), CTOMATHT, TOBBIIICHHYIO
YTOMJISIEMOCTD U OJIBIIIKY.

Ecnu ommeyeno yxyouienue KIUHUYECKO20 MeYeHuss a100020 U3 YKA3AHHBIX 6 UHCMPYKYUU
nob6ounvix 3¢hghexmos unu Bol 3amemunu 1obvle opyeue nobounvie d¢hghexmol, He YKA3AHHbBLE 8
UHCMPYKYUU, COOOWUmMe 00 Imom epauyy.

ITEPEOO3UPOBKA

O ciyJasix mepeo3upoBKH MpernapaToM He coo0IIanock. B ciydae mepeno3upoBKy IpernapaToM
A(bI/IHI/ITop® HEOOXOOMMO  OOecIleuMTh HaOMIomeHHe  MalnMeHTa, a TakkKe  HayaTb
COOTBETCTBYIOIIYIO CHUMIITOMAaTUYECKyl0 Tepamnuio. [Ipu oJHOKpaTHOM IMpueme Mpenapara
BHYTPB B J103aX /10 70 MT €ro MepeHOCUMOCTh Oblja YIOBICTBOPUTEILHOM.

B3AMMOJIEIICTBUE C IPYTUMMU JEKAPCTBEHHBIMU CPEJICTBAMU

OBeponumyc sBisieTcst cyoctpatom uzodpepmenta CYP3A4, a takxke cyOCTpaToM M yMEpEHHO
aktuBHBIM ~ mHTHOUTOpoM P-I'TI  (P-I'TI-macoca), oOecmeynBamero BBIBOJ  MHOTHX
JIEKapCTBEHHBIX COEAMHEHUN U3 KJIETOK, B CBSI3U C YEM BELIECTBA, KOTOPHIE B3aUMOCHCTBYIOT C
uzopepmentom CYP3A4 w/wim P-I'TI, moryr BiIMATh Ha BcachlBaHHE M IOCIEAYyIOLIEEe
BBIBE/ICHUE IBEPOIMYCA.

In vitro 3BepoMMyC TIPOSIBIISIET CBOMCTBA KOHKYPEHTHOr0 MHrnouTopa n3odepmenra CYP3A4
U cMeraHHoro uaruouropa nzopepmenta CYP2D6.

Jlexapcmeennvie cpeocmea (JIC), komopvie Mo2ym usMeHAmMb KOHYEHMPAYuro 36eporumyca 6

KpO8IL:

JIC N3menenne AUC u  Cpax | Pexomennanuu 1o
3BEpoIMMyca OJIHOBPEMEHHOMY NMPUMEHEHHIO

Mownvre uneubumopor CYP3A4/P-I'T1

KerokoHnazon AUC noseimasiace B 15,3 | O1HOBpeMEHHOE MPHUMEHEHHE C
pas npenapatoM  A¢unutop®  He
Cmax TOBbIIIANACH B 4,1 pa3 | peKOMEHI0BaHO.

Urtpakonazon OnHoBpeMEHHOE

[To3akoHazon NpPUMEHEHHE HE U3Y4YEeHO,

Bopukonazon 0XXKHMJIa€TCd  3HAUUTEIBbHOE

TenutpoMuumH MOBBILICHHE KOHIIEHTPAIUH

Knaputpomuuux 3BEPOIMMYCa.

Hedazomon

PutonaBup

ATazaHaBup

CakBuHaBUP

Japynasup
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NuaunaBup
Hendunasup
Uneubumopwvr CYP3A4/P-1'l1 ¢ ymepeHHOU aKmusHOCMbI0
OpUTPOMHUITUH AUC nossimaniacs B 4,4 pa3 | Cienyer co0Jr0/1aTh
Cinax OBBIIIAJIACH B 2,0 pa3a | OCTOPOXKHOCTb, B CIy4ae €cCiH
NmaTuHu6 AUC nosslmanace B 3,7 pa3 | HEBO3MOXHO n30exarb
Cinax OBBIIIANACH B 2,2 pa3a | COBMECTHOI'O IIPUMEHEHUS
Bepamamun AUC noBslnanachk B 3,5 pa3 | Ipenapara Adunnrop® u
Cinax OBBIIIANACH B 2,3 pa3 | YMEPECHHBIX WHTHOUTOPOB
[mknocopun AUC nossnmanacs B 2,7 paz | CYP3A4 WITH P-I'TIL.
Cimax HOBBIIIANAck B 1,8 paz | PacnpoctpaneHHbIi U/
q)JIyKOHaSO.H OI[HOBpeMeHHOC METACTATUYCCKUU IIOYCYHO-
Huntrazem NpUMEHEHHE HE W3y4eHo, | KICTOYHBIN paK 1IpH
OXXHUJAeTCsI noBeimenue | HEdOQPEKTUBHOCTH
KOHIIEHTpaIuu AHTUAHTUOTCHHOU TCpaInu;
ABEPOIMMYCA. pacnpocTpaHeHHbIE W/ unm
Hponenapon OnHOBpEMEHHOE METaCTaTHICCKUC
NPUMCHEHHE HE W3ydYeHo, | HeHPOIHIOKPHHHbIC OITYXOJIU
OKHUIAETCS [HOBBIIIEeHMe | JKeTYJOUYHO-KHIIIEYHOTO  TPaKTa,
KOHIIEHTPAIUU JIETKOTO U MOJKEITY A0YHON
3BEPOTTHMYCA. HKEJIE3BI, TOPMOHO3aBHCHMBII
AMIIpeHaBUp OJIHOBpPEMEHHOE PacIpOCTPaHEHHBIM paK MOJIOYHON
docaMIipeHaBUP NPUMECHCHHE HE u3ydeHo, | KCIC3bl, aHITMOMHUOJIUIIOMA MOYKH,
OXKHUIaeTcs noBblmenye | HE  TPeOyrolas — HEMEIIEHHOTO
KOHL[EHTPALHH XUPYPTrUYecKOoro BMENIATEIhCTBA,
YBEPOIINMYCA. y TMalHueHTOB C TyOepO3HbIM
CKJIEPO30M
Ecnu HarueHTam IIOKa3aHo
OJIHOBPEMEHHOE MPUMEHEHUE
IpenapaToB, KOTOpBIE SIBISIOTCSA
yMEpEeHHBIMH UHTHOUTOpaMU
CYP3A4 wmm  P-ITI, noz3a
npernapara A¢punuTop® B
OOJIBIIMHCTBE CJIy4aeB JOJDKHA
OBITH CHIDKEHA IO 5 MT WIH 2,5 MT
B cyrku. OpHako  TOYHBIE
KITMHUYECKHE JaHHBIC o
KOPPEKTHPOBKE JI03BI
OTCYTCTBYIOT, peKoMeHyemas
KOPPEeKLIHUs JI03BI MOKET
BapbUPOBATh y OTIEIBHBIX TPYIII
MaIEHTOB, MO3TOMY
pEKOMEHAYETCS IIPOBEJICHHE
THIATETILHOTO JIEKapCTBEHHOTO
MOHHTOPHHTA c LIENbIO
CBOEBPEMEHHOTO BBISIBJICHUS
BO3MOXHBIX MOOOYHBIX 3((HEKTOB.
B ciydae MpeKpanieHus
OJIHOBPEMEHHOT'O MIPUMEHEHUS
YMEPEHHBIX MHTHOUTOPOB
CYP3A4 wm P-T'Tl, caenyer
VYUTHIBATh  MPOJIOJDKUTEILHOCTD
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«OTMBIBOYHOTO» neproja
IpenapaToB, KOTOPBIA B CpeIHEM
COCTaBJISIET OT 2 A0 3 nHEH, mepen
BO300HOBJICHHEM MIPUMEHCHHS
npenapata Adunutop® B 103e€,
NPUMEHSIEMOI HCXOHO, IO Hadaa
COBMECTHOT'O PUMECHECHUS
npenapara AduauTop® u
YMEpPEHHBIX WHTHOUTOPOB
CYP3A4 wmm P-T'TL

Cy0o1neHumMabHbIe

THTaHTOKJICTOYHBIE aCTPOIUTOMBI,
ACCOLIMUPOBAHHBIE C TYOEpPO3HBIM
CKJIEpO30M, Yy  TAIMEHTOB B
BO3pacTe crapiie 3-X JeT Mpu

HEBO3MOXHOCTH BBIITOJIHEHUS
XUPYPTUYECKOI pe3eKIuu
OITyXOJI!

Ecnu HareHTam IIOKa3aHo
OJTHOBPEMEHHOE pUMEHEHUE
IpenapaToB, KOTOpPbIE SBISIOTCS
YMEPEHHBIMH MHTUOUTOpaMHU
CYP3A4 wmm  P-ITI, noz3a
npernapara Adunutop® B
OONBIIMHCTBE CIYy4aeB JIOJDKHA
ObITh cHmxkeHa Ha 50%. Ilpu
BO3HUKHOBEHUH 0OOYHBIX

3¢ (heKToB MOXKET MOTpedOBaTHCS
JIOTIOJTHUTEITLHOE CHIDKEHUEM
no3bl. Crnenyer omnpenenutb Cmin
IBEpOIMMyca B KpPOBH  IIO
MeHbIIEW Mepe udepe3 1 Hexpemto
1ocjae Hayaja OJHOBPEMEHHOTO

IPUMEHEHUS YMEPEHHOTO
WHTUOUTOpA n3odepmenTa
CYP3A4 umu P-TI'TI. Ilpu ormene
OJTHOBPEMEHHO IPUMEHSIEMBIX
UHTUOUTOPOB n3odepmMeHTa
CYP3A4 WA P-TTI 03y

npenapata Aduuutop® cieyer
BEpHYTh K HMCXOJHOW mocie 2-3
JHEH «OTMBIBOYHOI'0» MEPHUOJA H,
Mo MeHblIeH wmepe, depe3 1
HEJIEITI0 ONPEACIIUTh Chnin
9BEpOJIMMYca B KPOBH.

I'peiingpyr,

rperndpyToBbIi COK,
ILIOJBI KapamOOJIbI
(Tponmyeckoit 3BE3/IBI),
TOPBKUI arneabCUH u
Ipyrue MPOJYKTHI,

BIUAKOINEC Ha AaKTHUBHOCTH

OnHoBpeMEHHOE
NPUMECHCHHE HE U3Y4CHO,
OXKNIaCTCs ITIOBBIIIICHUC
KOHIICHTPAIIUN
IBEPOITHMYCA.

OnHOBPEMEHHOTO TPUMEHEHUS C
npenapatom Aduautop® creayer
u30erars.
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nuroxpoma P450 u P-I'TI.

Mownwie undyxmopwolt CYP3A4

Pudamnunmn AUC ymenpmanacs Ha 63% | OZHOBPEMEHHOTO INPUMEHEHMS C
Cinax YMeHbIIATIACh B 58% npenapatoM Adunurop® ciemyer
['MI0KOKOPTHUKOCTEPOHIBI OnHoBpeMEHHOE u3zberatb. Ilpu HeoOxoguMoCTH
(HarpuMmep, AeKCaMeTa30H, | MPUMEHEHHE He U3YYEHO, | OJHOBPEMEHHOIO MPUMEHEHUS
IIPEHNU30JI0H) OJKUJAETCS YMEHBIIICHUE | CIEIYET YBEJIMUYUTh 03y
KOHIEHTpaluu npenapata Aduautop®.
IBEPOIMMYCA.
Kap6amazenuu OnxHOBpEeMEHHOE
denobapOuTan IPUMEHEHHE HE H3Y4YE€HO,
DeHUTONH OKHJaeTCs yYMEHbIIIEHHE
KOHIICHTPALUU
3BEpOJIUMYCa.
O¢aBupens OnHoBpeMEHHOE
HeBupanun NpPUMEHEHHE HE U3Y4YEeHO,
OKU/1aeTCsI YMEHbIICHHUE
KOHIEHTpaluu
IBEPOIMMYCA.
3Bepoboit OnHOBpEMEHHOE OIHOBpEMEHHOE NPUMEHEHHUE C
IPOIBIPSIBIICHHBIH MpUMEHEHHe He U3ydYeHo, | npemapatoM  Aduautop®  He
OXKUJACTCSl ~ 3HAYUTENIbHOE | PEKOMEHI0BaHO.
YMEHBIICHHE KOHLEHTPAINH
3BEpoIUMYCa.

Bausnue 26eponrumyca Ha roumyenmpayuto 6 naazme JIC, npumensemvix 6 Kavecmee
conymcemeyloweu mepanuu

VY 310pOBBIX JOOPOBOJIBLIEB MTPH OAHOBPEMEHHOM IPUMEHEHHUHU BEPOJIMMYCa C aTOPBACTATUHOM
(cyoctpar n3zohepmenta CYP3A4) nuiu npaBactaTuHOM (HE SBISIETCS cCyOcTpaToM n3odepMeHTa
CYP3A4) knmuHUYECKH 3HAYMMOTO (hapMaKOKMHETHYECKOTO B3aUMOJCHCTBUS HE OTMEUasoCh.
[Ipu momynsaumoHHOM (hapMaKOKMHETHYECKOM aHaln3e He OBLJIO BBISBICHO TAKXKe BIUSHHA
cumBacraTiHa (cyocrpar uzopepmenta CYP3A4) Ha knupeHc sBeporumyca.

In vitro 3BepoIMMYC KOHKYPEHTHO HHTHOUpoBai MeTabonu3M cyocrpara uzopepmenta CYP3 A4
— IUKJIOCTIOPWHA W SIBIISJICS CMEIIAHHBIM MHTHOMTOpOoM cybctpata m3odepmenta CYP2D6 —
nexkcrpoMeropdaHna B paBHOBECHOM cocTosiHUU. CpenHsst paBHOBecHasi Cmax IBEpOIMMYcCa MpU
npueme npenapara BHyTph B f03e 10 mr B neHs wiu 70 mr B Hexpemnto Oonee ueM B 12-36 pa3
HIDKe 3HaueHui Ki sBeponmmyca Mo MHTHOMpYIOIIEMY JACHCTBHIO in Vitro Ha H30(EepMEHTHI
CYP3A4 u CYP2D6. B cBsi3u ¢ BbIllIeCKa3aHHBIM BIIMSHHUE dBEPOIUMYCA i1 Vivo Ha METa00IN3M
cyocrparoB uzopepmentoB CYP3A4 u CYP2D6 manoBeposiTHO.

OnHOBpeMEHHOE MPHUMEHEHHE 3BEpOIMMYyca M MHJa3ojlaMa MPUBOAUT K YBEIUYCHHUIO Cmax
mujazonama Ha 25% u ysenuueHnto AUC o.inf) MUIa301ama Ha 30%, pu 3TOM MeTaboIMYECKOe

otHomenne AUC (1-ruapokcumuazonam/Mua3onamM) U IMepUo;] TOJTYBBIBEICHNS MHIa30J1aMa

HE HU3MEHSIIOTCI. OTO CBUACTCIIBCTBYET O TOM, YTO IOBBIIMICHHAA 3KCIIO3HOHA MHUIAAa30jiaMa
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ABIISIETCS CIIEZICTBHEM 3(DPEKTOB 3BEpOIUMYCa B KEIyAOYHO-KUIIEUHOM TpakKTe, MpU IpHUeMe
yKa3aHHBIX MPENapaToB B OJHO U TO ke Bpems. Takum oOpa3zom, 3BEpOIUMYC MOXKET BIUATH Ha
OMOOCTYITHOCTh OJTHOBPEMEHHO MpUHUMaeMbIX BHYTph JIC, KOTOpbIe SBIAIOTCSA CcyOcTpaTamu
nzodepmenta CYP3A4. ManoBeposiTHO, YTO IBEPOJIUMYC U3MEHSET dKcro3unuio apyrux JIC,
spistroruxcst cyocrpatamu CYP3A4, BBOIMMBIX HE BHYTPb, a IPYTMMH IyTSIMH, HallpuMmep,
BHYTPHBEHHO, TOJIKO’KHO U TPAHCIIEPMAIIBHO.

IIpy opHOBpEeMEHHOM NPUMEHEHHU C 3BepoiauMycoM oTMedeHo 10%-oe yBenudeHue
KOHIEHTpAallUu B IUIa3Me€ KPOBH MPOTUBOAMMICHTHYECKUX JIEKAPCTBEHHBIX CPEICTB —
kapOamasenuHa, KioOazamMa W ero Meradomuta, N-ae3MeTUiIkiIo0a3zaMa, mepes MPUEeMOM
ouepeaHol 03bl. [laHHOE SIBIEHME MOXET ObITh KIMHHUYECKHM HE3HAYMMBIM, OJIHAKO, CIIEIyeT
IPUHATH BO BHUMaHHME BO3MOXKHOCTb KOPPEKLHHU 1036l mpoTuBodnmienTuyeckux JIC ¢ y3kum
TEpaneBTUYECKUM HHIEKCOM, Hampumep, kapbamaszenuna. [Ipu ogHOBpeMEHHOM MPUMEHEHHU
9BEPOJMMYC HE BIMSUI Ha KOHIIEHTPAUMIO B IUla3Me KpoBU mpoTuBosmuientuueckux JIC,
spisitonuxcst cyoctpatamu u3odepmenta CYP3A4 (kionasemama, auasernama, ¢endamara u
30HUCAMU/IA), Iepe/l MPUEMOM O4YepeIHOM uX 1036l Takke He OTMEUEHO BIUSHHS 3BEPOIHMYCa
Ha KOHIEHTPAIMIO B TUIa3Me KPOBU Jpyrux nportuBosnmientuueckux JIC, B T.4. BaibnpoeBoit
KHCJIOTBI, TONMpaMara, okckapOazenuHa, (penobapOurana, peHUTOMHA M TMUPUMHUIOHA, TIEPE.
IIPUEMOM OUYEPENHON UX O3B

OnHOBpEeMEHHOE TPUMEHEHHE IBEPOJIMMYCA U IKCEMECTAaHA IPUBOIUT K YBENUUEHUIO Cmin U Cog
nocyieTHero cooTBeTcTBeHHO Ha 45% u 71%. Tem He MeHee, COOTBETCTBYIOUIUE YpPOBHHU
3CTPauoiia B PABHOBECHOM COCTOSIHUU (4 Heenn) He OTIMYAINCh B JIByX TpyMNIax Tepanuu. Y
NAIMeHTOK B IOCTMEHOIAy3€¢ C TOPMOHO3aBUCHUMBIM PaCIpPOCTPAHEHHBIM PAKOM MOJIOYHOU
KeJe3bl C MOJIOKUTEIbHBIMU TOPMOHAJIBHBIMU PELENTOPAMH, MOITYYaBIINX COOTBETCTBYIOIIYIO
KOMOWHAIINIO, He HaOJI0/1a7I0Ch YBEITMYEHUS YaCTOTHI Pa3BUTHI MOOOYHBIX (PP EKTOB.

BnusiHue paHHOTO yBeNWYeHMs] KOHILIGHTpAallMM »JKceMecTaHa Ha ero 3((eKTUBHOCTh U
0€3011aCHOCTh MAJIOBEPOSITHO.

OnHOBpEeMEHHOE MPHMEHEHHE 3BEpOJMMYyca M OKTPEOTHJA MPOJOHTUPOBAHHOTO JEHCTBUSA
OpUBOIUT K yBenudeHHo Cmin OKTPeoTHJa, OKa3bIBaIOIlee HE3HAYUTENbHOE BIMSHHE Ha
KIMHUYECKHH 3¢ (deKT aBeponrmyca y MalueHTOB ¢ METaCTa3UPYIONIMMH HEHPOIHA0OKPUHHBIMU
OITyXOJISIMH.

Baxyunayusa

NMMyHOETIpEecCaHThI MOTYT OKa3bIBaTh BIUSHUE HA OTBET MPHU BAKIUHAINK, HA (OHE JICUCHUS
npenapatoM AduauTOp® BaKIMHAIMA MOXKET ObITh MeHee d(dekTuBHOH. ClemyeT n3berars
NPUMEHEHHUS XUBBIX BAKIMH M TECHOTO KOHTaKTa C JHUIAMH, BaKIIMHUPOBAHHBIMU >KUBBIMU

BaKIMHAMH.
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OCOBBIE YKA3ZAHUA

Jleuenue npemapatom AduuuTOp® CrleayeT HPOBOIMTH TONBKO MOJ HAOMIOJEHHEM Bpaua,
UMEIOIIETO OIMBIT PabOTHI C MPOTHBOOIMYXOJIEBEIMU MpeNapaTaMu Win jJeueHus napenTos ¢ TC.
Kommpayenyus

Bo Bpems Tepanuu mpenapatoM AduauTOp® M KaKk MUHUMYM B T€UeHHE 8 He/elb Mocie ee
OKOHYaHUS CJIeIyeT UCIO0JIb30BaTh HAJACKHBIE METOAbl KOHTPALCIIIUU.

Heunghexyuonnwiii nneemonum

HenH(ekoHHBI MHEBMOHUT ABISETCA  KJIacC-CEUU(PUYHBIM  NOOOYHBIM 3 (deKkTom
NPOM3BOHBIX panaMMIMHA. Ilpy npuMeHeHuu mnpenapata AQuEMTOP® TaKKe OTMEYaINCh
Clly4au pa3BUTUS HEMH(PEKIMOHHOTO IHEBMOHMUTA (BKJIIOYAash HMHTEPCTULHAIbHYIO OOJIe3Hb
nerkux). B psne cioydaeB HaOmomamuch Tsokenbie GopMbl 3a00eBaHusl (PEIKO CO CMEPTETbHBIM
HCXOIOM).

Jnarno3 HenH()EKIMOHHOTO MTHEBMOHUTA CJEIYET MPEANOI0KUTh y MAIMEHTOB MPH Pa3BUTHH
TaKUX HeCNenupUIECKNX TMPOSIBICHUNA CO CTOPOHBI OpPraHOB JBIXaHUS, KaK THUIOKCHS,
IUIEBpabHBIA BBIMOT, Kallledb WJIM OJbIIIKA, a TaKKe IMPH HCKIIOUYEHUU C IOMOIIBIO
COOTBETCTBYIOIIMUX JUAarHOCTUYECKUX HCCIIENOBaHUI HMHQEKIMOHHOMN, OMyXOJIeBOM M JIpYyrux
OpUYMH  Takux mposineHwid. [lpum  mpoBenenun — auddepeHIHaIbHON — AMAarHOCTUKH
HEMH(PEKIIMOHHOTO IMHEBMOHUTA CJEIyeT WCKIIYAaTh ONMOPTYHHUCTUYECKUE WHOEKIIHH,
HaIrpuMep, MHEBMOIMCTHYIO THEBMOHHIO.

[TaruenTa crnenyer MPOMHCTPYKTHUPOBATH O HEOOXOIMMOCTH COOOLIATh JeyalleMy Bpady o
MOSIBJICHUU JIIOOBIX HOBBIX WJIM YCUJIEHUM UMEIOUIMXCS CUMIITOMOB CO CTOPOHBI JIbIXaTeIbHON
CUCTEMBI. Y MAallMEeHTOB, UMEIOIIUX TOJIbKO PEHTT€HOJIOTMYECKHE MPU3HAKK HEMH(PEKIHMOHHOTO
MHEBMOHHUTA (TP OTCYTCTBUM WM NPU HAIUYMM MHUHUMAJIbHBIX KIMHUYECKH 3HAYUMBIX
CHMIITOMOB), BO3MOKHO MPOJIOIKEHHE JieueHns npenapaToM Aduautop® 6e3 n3MEHeHHs J03bI
npemapata. B cioyuae ecid CUMOTOMBI ITHEBMOHHUTA BBIPAKEHBI YMEPEHHO, HEOO0XOIUMO
paccMOTpeTh BOMPOC O BPEMEHHOH MPUOCTAHOBKE TEpamuu 0 YJIY4YIIEHUS COCTOAHUA. [l
Ky[UPOBaHUS CHMIITOMOB BO3MOXXHO TPUMEHEHHUE TJIIOKOKOPTUKOCTepOoua0B. JleueHue
npenapaToM MOXKET ObITh BO30OHOBJIEHO B J103¢ Ha 50% HIKE HCXOTHOM.

[Ipu pa3BuUTHH BBIPAKEHHBIX CUMOTOMOB (cTereHb 3 wiu 4) HeMH(PEKIHOHHOTO MHEBMOHUTA
Tepanuio mnpenapatoM AduHuTOP® CEIyeT IPeKpaTHTh 10 CHUMKEHHS CTENEHH TSKECTH
CUMITOMOB 110 | crenmeHu. B 3aBUCHMOCTHM OT KIMHMYECKUX YCIOBUM IOCIE H3JIEUEHUS
ITHEBMOHHTA TEpaIvs MpernapaToM MOXeT ObIThb BO30OHOBIIEHA B J03€ Ha 50% HIDKEe MCXOTHOMN
(em. pazpen «Cnocob npumenenus u 003v1»). I[Ipu TOBTOPHOM pa3BUTHH CHUMIITOMOB 10 3
CTeNeHH CIeLyeT PacCMOTPETh BO3MOKHOCTh MPEKpAIeHUs Tepanuy npenapatoM Aduautop®.

[Ipu pa3BuTUHM HEMH(EKIMOHHOTO MHEBMOHUTAa 4 CTENEHU TEparuio IpenapaToM CIeayeT
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npeKpaTuTh. TakKe MONyd4eHO COOOIIEHHE O Pa3BUTHHM IMHEBMOHHTA TPH TPHEME Iperapara
Adunutop® B CHIKEHHOI J103€.

Y  mauueHTOB, TOJNYYAIOMIMX C IEeNbI0  JIEYeHUS HEUH(EKIMOHHOTO ITHEBMOHHUTA
TIIIOKOKOPTUKOCTEPOUIHBIE TIPEraparhl, CIEIyeT pacCMOTPETh BO3MOXKHOCTH HPOBEICHUS
npo(HUITAKTUKY pa3BUTHS ITHEBMOIMCTHON ITHEBMOHHH.

Hnghexyuu

[penmapar  Adunutop® o067agaeT HUMMYHOCYNPECCUBHBIMH ~ CBOMCTBAMHM M MOMKET
CIOCOOCTBOBaTh pPa3BUTHIO Y TMAIMEHTOB OaKTepHAIbHBIX, TPUOKOBBIX, BUPYCHBIX WU
OPOTO30MHBIX ~ MH(EKIHH, B  OCOOEHHOCTH  BBI3BIBAEMBIX  YCIOBHO  IaTOTCHHBIMH
MHKPOOpraHM3MaMy. Y MallMeHTOB, NMPMHUMABIIMX mnpenapat Aduautop®, OGbLUIM OMMCaHbI
MECTHBIC ¥ CHCTEMHBbIC WH(EKINH, BKIIOYas THEBMOHHIO, Ipyrue OakTepHaabHble HH(EKIHH,
rpruOKOBBIC MH(EKINH, TAKHE KaK acHepruirie3 Wi KaHIu03, THEBMOIMCTHYIO ITHEBMOHHIO U
BUPYCHBIC WH(EKIUH, BKIOYas o0OCTpeHue BHUpycHoro rematura B. Hekoropblie u3 3Tux
UHQEKIMA ObLUTH TSDKENBIMU (C Pa3BUTHEM CETICHCa [BKIIIOYAs CEMTUYECKHM IOK], IBIXaTeIbHOM
WIA TICYEHOYHON HEIOCTATOYHOCTH) M MHOTJA MPUBOIWIN K JETAIHLHOMY HCXONy Y JAeTel u
B3pocibiX. [lanmenTa cinexyetr mponHGOPMUPOBATH O MOBHIILICHHOM PUCKE PAa3BUTHUS MHQEKINI
TP TIPUMEHEHUH npenapata AGuHUTOP®, OBITh BHUMATEILHBIMA K CHMIITOMAaM M MPH3HAKAM
MHQEKIMi M TpH MX MOSABICHUU CBOEBPEMEHHO oOpamathCsi K Bpady. Y MalHeHTOB C
MH(pEKIMOHHBIMK 3a00J1€BAaHUAMU Tepej NpUMeHeHueM Ipenapata Adunutop® cremyer
IPOBECTH HajyIexaliee JieueHue. [Ipu moaTBepkaeHnu quarHo3a WH(EKIHOHHOTO MOPaKEHHS
CllelyeT He3aMeJUINTEeNIbHO HadaTh COOTBETCTBYIOIIYIO TEPANi0 W PacCMOTPETh BOMPOC O
BPEMEHHOM IPHUOCTAHOBICHUH MJIM IOJHOW OTMEHE TEPAITUH MIPEHapaToM.

B cinydyae pa3BuTHS WMHBa3UBHOW CHCTEMHOW TPUOKOBOM WH(MEKIIMU TEPAruio IpernapaToM
Adunutop® caeayer OTMEHHTh U IPOBECTH COOTBETCTBYIONIYIO IIPOTHBOIPUOKOBYIO TEPAITHIO.
Y  DpanMeHToB, MONYYAIOIIMX TEPANUI0 HIBEPOIMMYCOM, OIHMCAaHBl CIy4ald pPa3BUTHA
ITHEBMOIIMCTHOM NHEBMOHHH, HEKOTOPBIE C JIETAJbHBIM HCXOA0M. Pa3BuTHE NMHEBMOIMCTHOM
ITHEBMOHUH MOXXET OBITH CBSI3aHO C OJHOBPEMEHHBIM INPUMEHEHHEM TIIOKOKOPTHKOCTEPOHUIOB
WIN JpPYyTHX HWMMYHOCYNPECCHBHBIX TIpermaparoB. B ciydae OmHOBPEMEHHOTO JIEYCHUS
TTIIOKOKOPTUKOCTEPOUIAMH HMJIM JPYTUMH IpenapataMy, YTHETAoU[MMHA UMMYHHYIO CHCTEMY,
CJIEZlyeT PacCMOTPETh BO3MOXKHOCTH IPOBEJCHUS MPO(UIAKTUKH PA3BUTHS ITHEBMOIMCTHOM
THEBMOHUH.

Peaxyuu cunepuyscmeumenvrocmu

Peakuun TUnepyyBCTBUTENBPHOCTH IIPU IPUMEHEHHHM SBEpOJMMYyCa BKIOYAaIH (HO HE
OTPAaHMYMBAINCH) aHA(DUIAKTUIECKUH IIOK, OJBIIIKY, TOKPACHEHNE KOKHBIX IIOKPOBOB, OOIb B

TPYyAHOMN KJIETKE U aHTMOHEBPOTUUYECKUN OTEK (HampuMep, OTEK JbIXaTEeIbHbBIX MyTeH WK S3bIKa
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c/6e3 HapyueHus] GYyHKIIUN JTBIXaHUS ).

Aneuonespomuueckuii omexk npu 00HOBPEMEHHOM npumeHeHuu ¢ uneubumopamu AI1®

VY mnanueHToB, MOJYYaroIluX OJHOBPEMEHHOE JieueHue uHruouropamu AIlD, moxer ObITH
MOBBILICH PUCK Pa3BUTHUSI AHTHOHEBPOTHYECKOIO OTeKa (HampuMep, OTeKa AbIXaTeIbHBIX MyTel
WJIH SI3bIKa ¢/0e3 HapyIeHUs! (PYHKIIMH JIBIXaHHS ).

Cmomamum

CromaTuT, BKIIIOYas U3bS3BICHHUE CIM3UCTON OOOJIOYKHU MOJOCTH PTa, BOCHAJICHHUE CIM3UCTON
HOJIOCTH pTa, sABNseTca HauOonee uactod HJIP y mamueHToB, NOMydYalomMX Mpernapar
Adunntop® (cMm. pasmen «llobounoe Oeticmeuey). CTOMATUT, KaK NPAaBUIIO, PAa3BUBAETCA B
nepBble 8 Henenb Tepanuu. B ciiydyae BOZHMKHOBEHUS! CTOMAaTUTa PEKOMEHAYETCsl IPUMEHEHNE
MecTHOU Tepanuu. Crnemyer u3berarb NMPUMEHEHHsI CPENICTB, COJCpPKAIIMX CIHUPT, MEPEKHUCH
BOJIOpOJIA, H0J, uyabper (TUMBSH), TaK KaKk OHM MOTYT YCYTyOUTb COCTOSHHE (CM. pa3eln
«Cnocob npumenenusi u 0o3vl»). He ciemyer mpuMeHSATh MPOTHBOTPUOKOBBIE CPENCTBA, €CIH
HaJu4re rpuOKOBOM MH(PEKIINU HE TTOTBEPKICHO.

B uccnenoBanum y manyeHTOK B MOCTMEHOMAy3€ C PaKOM MOJIOYHOH jkejie3bl MPUMEHEHHE B
KaueCTBE CPEJICTBA JIs TMOJOCKAHUS IMOJOCTH PTa TIIFOKOKOPTUKOCTEPOHIHOTO pPacTBOpa, HE
COZEPIKAIIETO CIUPTAa, B TEUEHHE IEPBHIX 8 Hejlenb Tepamuu mpemapatom Aduuutop® B
KOMOMHAIIUM C 3KCEMECTAHOM II03BOJIMJIO JOCTUTHYTh KIMHUYECKH 3HAYMMOIO CHIKEHUS
YaCTOTHI U TSKECTH CTOMATHTA (CM. pazzaen «llobounoe oelicmauey).

Tloueunas nedocmamounocmo

IIpu npumeHenun mpenapata AduauTop” OBUIM OTMEUEHBI CIYYad PA3BUTHS IOYEUHOM
HEJOCTAaTOYHOCTU (BKJIIOYAsl OCTPYIO MOYEUHYI0 HEAOCTAaTOYHOCTbH), HEKOTOPHIE C JIETATbHBIM
ucxoaoM. HeoOxoaumMo KOHTpOIMpOBaTh (PYHKIHIO TMOYEK BO BpeMsl Tepaluu IpernapaToM,
OCOOEHHO y TAIMeHTOB C JIOMOJIHUTEIbHBIMU (akTopamu pucka (cMm. pasaen «llobounoe
Oeticmauey).

JlabopamopHuvle uccnedosanus u KOHMPOIb

DyHKYUsA noyex

[Ipu npumeHenuu npenapara Apuautop® OLUTM OTMEUEHBI CIIyYau MOBHILEHUS KOHIEHTPALUH
KpEaTHHMHA B CHIBOPOTKE KPOBH (OOBIYHO JIETKOW CTEMEHW) M TPOTEHHYpHH (CM. pas3zieln
«Ilobounoe Oeticmsuey). Jlo Hayanma nedeHus mpemapatoM AGuHUTOP® M MEPHOIMYECKH BO
BpeMsl TepaIuu CIeyeT KOHTPOIUPOBATh (DYHKIIMIO MOYEK, BKIIOYAsi H3MEPEHUE KOHIIEHTPAIIUN
MOUYEBHHBI B CHIBOPOTKE KPOBH, KOHIICHTpAIMK O€Ka B MOY€E WJIM KOHIICHTPAIIMHA KPEaTHHUHA B
CBIBOPOTKE KpPOBH, MPOBOJIUTH KIMHUYECKHI aHAIW3 KPOBH U OMPEICNATh KOHIEHTPAIUIO
3BepoJuMyca y mauueHToB ¢ COI'A.

I'nroxo3a kposu
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I[Ipu npumeHenuy npenapara Apuautop® GbLIM OTMEUYEHBI CITyYal THIEPIIMKEMUM (CM. paszien
«Ilobounoe oOeticmeue»). Jlo Hauana nedeHus mpenapatoM AduHUTOP® U IEPUOIUYECKH BO
BpeMsl Tepamuu CcleAyeT KOHTPOJIHUPOBATH KOHIIEHTPALUIO TIIIOKO3bI B CHIBOPOTKE KPOBU
HaTowak. bornee yacThli KOHTPOJb PEKOMEHIYETCS MPOBOIAUTH Yy MallMEHTOB, OJHOBPEMEHHO
MOJTy4daloluX JApyTue Ipenaparhl, MpOBOLMpYIOIHe TunepriukeMuto. Criemyer oOecneduThb
aJIeKBaTHBI KOHTPOJb KOHLIEHTPAllUM TJIIOKO3bl KPOBH [0 Hayalla JIeYEHHUs Ipernaparom
Adunutop®.

Jlunuowl kposu

[Ipu npumeneHnn npenapara Apuautop”® GBI OTMEUEHBI CIy4Yau AUCIMIUAEMHHN (CM. pasjen
«Ilobounoe Oeticmsuey). Jo Hayanma nedeHus mpemapatoM AGuHUTOP® M MEPHOIMYECKH BO
BpeMsl Tepamnuu cjielyeT KOHTPOJIMPOBATh KOHIIEHTPALMIO XOJIECTEPUHA M TPUTJIHUIEPUIOB B
wiasMe KpoBu. [Ipu OTKIIOHEHMM AaHHBIX MOKa3aTeliell OT HOPMbI PEKOMEHyeTCs MPUMEHATH
COOTBETCTBYIOIIINE CPEJICTBA TEPATTUH.

I'emamonocuueckue HapyueHus

[Ipu npumeHeHny Tpenapata AGuEUTOP® ObLTM OTMEUEHH CTydal CHMKEHHS KOHIIEHTPALUH
reMorji00MHa, KOJIMYeCTBa JIUMQOIMTOB, TPOMOOIIMTOB M HEUTpOomIIOB (cM. pasnen «Ilobounoe
Oeticmeuey). HeoOXoauMO TPOBOIUTH Pa3BEPHYTHIM aHAIM3 KPOBU 10 Hadajga TEpalud H
NEPUOANYECKH B TEUEHHE BCErO Kypca JICUEHHS.

Hapywenue ¢pynkyuu nevenu

KonnenTpanus sBeponumyca Obliia BBIIIE Y MAIUEHTOB ¢ HApYIICHHEM (PYHKIIHH ITEYSHH JISTKOM
(xmacc A mo knaccudukanuu Yanna-I1e10), cpenneit (kmacc B mo knaccudukarum Yaitna-I1s10)
nu  Tsokenor (xkmacc C  mo  knaccubukamuu - Yainn-ITeto) cremeneidt  (cMm.  paszgen
«Dapmaronocuueckue ceolicmeay). Y TAIUCHTOB cTapuie 18 jer ¢ HapymeHHsIMH (QYHKIIUU
neyeHu Tsokenod crenmenu (kmacc C mo wmaccupukamum  Yaiing-Ilero) mpenmapar He
PEKOMEH/IOBaH 3a MCKJIIOYEHHUEM CITydaeB, KOTJa OXHJAaeMas IOJb3a MPEBHIIIAET BO3MOKHBII
puck. Ipenapar Adunurop® npotusonokasan namuentam ¢ COI'A, acconuupopanabivMu ¢ TC,
B Bo3pacte 1m0 18 ser ¢ HapymieHnem QyHKuu nedeHu kiacca A, B, C mo kmaccudukanum
Yannna-I1Isro.

Baxyunayus

Cnenyer wu30beraTh TNPUMEHEHHS JKUBBIX BaKIMH M TECHOTO KOHTaKTa C JIMIIAMH,
BaKIIMHUPOBAaHHBIMU JKUBBIMH BakKIMHAMU (CM. pazaen «Bsaumooeiicmseue ¢ Opyaumu
JIeKapCMBEHHbIMU cpeocmeamu U opyeue uovl e3aumoodelcmesusn»). B ciyyae NpuUMEHEHUs
npenapara Apurutop® y HalueHToB Miuajme 18 neT clemyeT MpoBecTH BCe PEKOMEHI0BAHHbIE
MECTHBIM KaJIeHJIapeM MPUBUBOK MPOTUBOBUPYCHBIE BAKI[MHAIIH.

3aorcuenenue pam

34/36



NPIv.2 approved on 29-Sep-2023
Based on CDS 31-May-2021 (2021-PSB/GLC-1183-s)

Hapymenue npouecca 3aXHBJICHUS paH sBIAETCS Kiacc-3(pPEeKTOM MPOU3BOAHBIX palaMULIIHA,
BKJII04as sBeponnMyc. HeoOxoanMo cobmofath OCTOPOKHOCTh MPHU NMPUMEHEHHH Iperapara
Adunutop® B HepuONEPAIHOHHOM TIEPUO/IE.

Ocnoorcnenus 1yuesou mepanuu

CooOmaioch 0 TSDKETBIX peakIusAX Ha JIy4eByl0 Tepamuio (BKJIIOYas JIydeBOM 730(¢arur,
Jy4eBOM ITHEBMOHMT M JIy4E€BOE€ MOPAKEHUE KOXKHM), IIPU MPUMEHEHUH IBEPOIMMYCA BO BpeMs
WIA BCKOpE TIOCJIE MPOBEACHUS JIyueBoil Tepanuu. Heo0XoauMo MposBISATH OCTOPOKHOCTD Y
JTAaHHOW KaTEeropuy MalueHTOB.

CooOuranoch 0 MECTHOM BOCHAIUTEIHHON peakluu B paHee 00JyuEHHOM 001acTH y MalueHTOB,
MPUHUMABILUX 3BEPOJIUMYC MTOCIIE TIPEIIECTBYIOIEH JIy4eBON Tepanuu.

BJIMSIHUE HA CIOCOBHOCTD YIIPABJISAATH TPAHCIIOPTHBIMM CPEJJCTBAMU U MEXAHU3MAMHU
Uccnenopanus BausHus npenapata Aduuutop® Ha CMOCOOHOCTH YHPAaBIATH TPAHCHOPTHBIMU
CpeACTBaMU M MEXaHU3MaMM HE MPOBOAMIMCH. YUUTBIBAas BO3MOKHOCTb PAa3BUTHUS HEKOTOPBIX
MoGOYHBIX peakinii Ha (oHe mpuema npemapata AduHuTop® (YCTaZoCTh, TOJOBOKPYKEHHE,
COHJIMBOCTb), AIIMEHTAM CIIEyeT COOII0AaTh OCTOPOXKHOCTD MIPH YIPABICHUH TPAHCIIOPTHBHIMU
CpPEICTBAMM U 3aHATUAX JPYTMMHU TOTEHUUAIBHO ONACHBIMM BHUJAMU JESITEIBHOCTH,
TpeOYIOLMMHU MOBBIIIEHHOW KOHIIEHTPAllM BHUMAaHHUSL.

®OPMA BbIITYCKA

Tabnerku, 5 mr u 10 mr.

ITo 10 tabnerok B Omucrep u3 ITA/An/IIBX. Ilo 3 OGnuctepa BMecTe ¢ HWHCTPYKIHEH IO
IPUMEHEHHIO B KAPTOHHOM MavKe.

JlomyckaeTrcst HalMuue KOHTPOJIS IEPBOT0 BCKPBITUS HA KAPTOHHOM MayKe.

YCJ10BUsI XPAHEHHUSI

B opurunansHo# ynakoBke npu temnepatype He Bbie 30 °C.

IIpenapar ciegyer XpaHUTb B HEJOCTYITHOM JUIsl I€TE€H MECTe.

CPOK TOJHOCTH

3 roxa.

He npumeHaTh npenapat no UCTEUEHUU CPOKa TOAHOCTH.

YCJ0BUSI OTITYCKA

OTmycKaroT 1o perenTy.

HAVMMEHOBAHHUE U AJIPEC FOPUJIAYECKOT'O JIUIIA, HA UM KOTOPOI'O BBIJIAHO
PETMICTPAIIMOHHOE YJJOCTOBEPEHUE

Hogaptuc ®@apma Al', Jluxtmtpacce 35, 4056 bazens, LlBelinapus /

Novartis Pharma AG, Lichtstrasse 35, 4056 Basel, Switzerland.

ITPON3BOIUTEID
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IIpou3BoaCTBO rOoTOBOI JIeKAPCTBEHHOM (OPMBI M NTEPBUYHAS YIIAKOBKA

Hoaptuc ®apma Ilteitn A, [Hadpdxaysepmrpacce, 4332 Ilreiin, LlBeiinapus / Novartis
Pharma Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland.

BropuyHasi ynmnakoBKa M BbINYCKAIOIUI KOHTPOJIb KayecTBa

Hosaptuc ®apma Illreitn Al, Illadbdxaysepmrpacce, 4332 Ilreitn, [lBeitnapus / Novartis
Pharma Stein AG, Schaffhauserstrasse, 4332 Stein, Switzerland

WIH

O6mmecTBO ¢ orpaHmdeHHON oTBeTcTBeHHOCThI0 «CKOIMMHCKUI ®APMAILIEBTUYECKUIM
3ABO/I» (OO0 «CKOITMH®APM»y), 391800, Pszanckas 06is., CKOMMHCKUN pailoH, Tep.
[Ipombinnennas 3oua Ne 1, 3x. 1., Poccus.

OPrAHU3ALMA, IPUHUMAIOIIAS NPETEH3UU MOTPEBUTEJISA B POCccuu:

000 «HoBaptuc ®apmay

125315, r. Mocksa, JIenuHrpaackuii mpocnekr, 1om 70

Ten.. +7(495)967 1270

@axc: +7(495) 967 12 68

www.novartis.ru

B cayuae ynakosxku ¢ P@ nanpagumo npemeH3uu MOHCHO MAaKice no ciedyrouiemy aopecy:
O61mecTBO ¢ orpaHHdeHHOl oTBeTcTBeHHOCThI0 « CKOITMHCKUIT ®APMAIIEBTUYECKMIA
3ABO/l» (OO0 «CKOITMH®APMy), 391800, Psszanckas o6mx., CKOMUHCKUN palioH, Tep.
[Tpomeimuiennas 3o1a Ne 1, 3x1. 1., Poccus.

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

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

36/36



	Производство готовой лекарственной формы и первичная упаковка
	Вторичная упаковка и выпускающий контроль качества

