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OBIIASA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPETIAPATA
WHJIMTA / INLYTA

(AKCHTHHUE / AXITINIB)

1. HAUMEHOBAHHME JIEKAPCTBEHHOTI'O ITPEITAPATA

Wunura, 1 mr, TabneTku, NOKPLITHIE M1EHOYHOH 060104KOM
Wunura, 5 Mr, TabneTKy, MOKPLITEIE MIEHOUHOH 000104KON )
1 8 MAP 72074 S

2. KAYECTBEHHbII 1 KOTMYECTBEHHBIN COCTAB

Wnnura, 1 mr, TabneTku, NokpeIThie NjIEHOYHON 000104KOH
1 TabneTka, MOKpbITas MJAEHOYHOM 060NOUKOM, COAEPIKHT:
akmugroe éeiyecmeo: akCUTUHUG 1 Mr

BCH()JHOE’HMEJH)HHE (;eu;ecm(;a, Hdauvie K()ﬂ?()pblx HGOO ylfumbtaamb 6 cocmase .-'IeKapcmeeHHO.eo
npenapama:
Kaxknas tabneTka, MOKpbITast MACHOYHON 000n04KOMH, cogepxut 33,6 MI J1aKTO3bl MOHOTH/IPATA.

Wunwura, 5 mr, TabneTku, NOKPHITHIE MJAECHOYHOMH 000I04KOH
1 Tabnetka, MOKpbITas NAEHOYHONW 000NOUYKOH, CONEPIKUT:
AKMUGHOE GelfecmEo: AKCUTUHUO 5 Mr

Benomozamenvuvle  gewecmea, Haauuue KOMOpwvlX HAOO YUUMIBIGAMbL 6 COCMABE NEeKAPCMBEHHO20
npenapama:

Kaxxnas tabneTka, nokpsiTas naeHo4Hoi 000104KOH, cogepxuT 58,8 Mr 1akTo3bl MOHOrHApaTA.

Hoanwtil cnucox 6cnoMo2amenbHelX geuecms cm. 6 pasoede 6. 1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKpBITHIE MAEHOYHOH 000104KOH

Tabnetku 1 Mr - TabaeTkH, MOKPhIThIE MICHOYHOH 000/MI0YKOH, KPACHOTrO LiBeTa, OBaILHOM (OPMBL C
rpaeupoBkoi «Pfizer» Ha omHoii cropone u «1» u « XNB» - Ha apyroi.

Tabnerku 5 mr - TabneTkH, NMOKPLITHIE MIEHOYHOM 000I0YKOH, KPAaCHOTO LIBETa, TPEYroibHOH (GopMbI ¢
rpaBuposkoi «Pfizer» Ha onHo# ctopone u «5» u «XNB» - Ha Apyroi.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHuA K NPHMeHEHHIO

[Ipenapar Munura nokasaH Aas Jle4eHUs B3POCIbIX MALUMEHTOB C PaclpOCTPAHEHHBIM [MOYEYHO-
wietounbiM pakom (ITKP) npu nHeadexTuBHOCTH mnpeniecTByiouieidl Tepanuu CYHUTHHUOOM HaK
LHMTOKHHaMH,

4.2. Pexxum 103HpoOBaHHS H c10C06 MpHMeHeHH S

Jleuenue npenapaTom Hunura gomxHo NPOBOAUTECA BpavyoM, UMCHOLLIHUM JIOCTATOUYHBIHA OMBIT NMPUMEHEHUA
MPOTHBOOITYXOJIEBLIX MPENAapaToB.



PesxuM 103MpPOBAHMS

Pexomenayemas 103a akcutunuba cOCTaBseT 5 M BHYTPb [ABA pasa B CYTKH.
Jleuenue NOMKHO MpPOAO/KATBCS A0 TEX TMOp, Moka Habmojaercs KIMHUYECKHH d>(QQEeKT WM xe 10
pa3sBMTHA HENpHEMIEeMON TOKCMYHOCTH, HE MOAAAIOLIEHCS KOPPEKLMH TMPUEMOM OMOJHHTEIbHBIX

JICKAPCTBECHHBIX CPEACTB WK H3MCHEHHEM [03b1 MMperapara.

[Ipu paspuTuK PBOTHI MM TIPOIMYCKE A03bl HE CleyeT MPUHUMATh JOMOJHUTENLHYIO JO3Y Mpernapara, a
CIEAYIOUIYIO 03y PEKOMEH/yeTCs IIPHHATL B 0ObIYHOE /U715 Hee BpeMs.

Koppexyus 003wt

B 3aBMCHMOCTH OT MHAMBHIYaJILHOM MEPEHOCUMOCTH M 6e30MacHOCTH CYTOYHas /103a Mpenapara MOKeT
ObITb YMEHbLlIEHA MU YBEJIMUEHa.

[Tpn XopoieH nepeHOCHMOCTH Ha4yanbHOH 103bl aKCHTUHUOA 5 Mr 1Ba pas3a B CYTKH M OTCYTCTBHUM
HEXXENATeNbHbIX peakuMit >2 cTeneHu (T.e. TMPH OTCYTCTBUM CEPbE3HBIX HEXKENAaTebHBIX peakluii
COrNacHo OOLIMM TEPMHUHONOTHUECKHM KpUTEpHAM HexenarenbHbix ssieHuit [CTCAE], sepcus 3.0) B
TEUEHHUE ABYX MOCIEA0BATENBHBIX HE/IE/Ib MOXKHO YBEIHUHMTH 03y Npenapara 10 7 Mr 1Ba pa3a B CyTKH 3a
MCKJIIOYEHHEM CJIy4aeB, KOrja aprepuaibHOe japjieHue npesbiiaer 150/90 MM pr. cT. WM mauueHT
MOJIy4aeT THMOTEH3MBHYIO Tepanuio. BrocnenacTBuW, PYKOBOACTBYACH THMH K€ KPHTEPHAMM, [IPU
XOpouueH NepeHOCHMMOCTH 103bl aKCHTHHMOa 7 Mr JiBa pa3a B CYTKH MOXHO YBEJMYMTb JO3MPOBKY
npernapara 710 MakCUMabHOM 103kl - 10 Mr 1Ba pasa B CyTKH.

Jlng KOppeKUMH HEKOTOPbIX HexelaTellbHbIX peakuuid Ha TpueM rperapata MOXeT HoTpeGoBaThes
BPEMEHHAA WY MOCTOSTHHAs OTMEHA MperiapaTta W/Wiu CHIWKEeHHUe 103bl akcUTHHHOA (cM. pazden 4.4). [pu
HEOOXOAMMOCTH CHWIKEHHMS [103bl AKCUTHHWOA €€ MOMKHO CHU3MTD 10 3 MT [1Ba pa3a B CYTKH W 3aTeM elle -
J10 2 Mr Ba pasa B CYTKH.

He Tpeﬁye‘rcu KOppEeKUHA J03bl MpenapaTta B 3aBHCMMOCTH OT BO3pacTa, pacoaoﬁ IMPHHAAJIEKHOCTH, IoJia
H Macchl TeJla nauHueHTa.

Oonospemenroe npumenenue mowrvx uneubumopoe CYP3A4/5

OnHoBpeMeHHOE NpUMEHeHHEe aKCUTHHMOA ¢ MolHBIMU uHrHOUTOpamMu CYP3A4/5 MoxkeT npuBOAMTS K
NOBBLILEHHIO KOHUEHTPaLMK akCHTUHWOA B niasMe KpoBH (cM. paszden 4.5). Jlns OAHOBPEMEHHOro
NPUMEHEHHA PEKOMEHYeTCsl oAOUpaTh albTepHATUBHbIE JIEKAPCTBEHHBIE CPECTBA - C OTCYTCTBHEM HIIH
MUHUMAJIbHBIM HHIHOMpYouM aeitcteuem na CYP3A4/S.

HecmoTps Ha TO, 4TO MccilefoBaHMS MO KOPPEKUHMM [03bl aKCUTHHMOA y MNALMEHTOB, MPHHAMAKOLIMX
mouiHbie HHruouTopsl CYP3A4/5, He npoBOAMNKCE, MPKU HEODXOAMMOCTH OJJHOBPEMEHHOTO NPUMEHEHHUS
mowHoro uHruburopa CYP3A4/5 pexomeHayeTcs NpUONH3UTENBHO HAMONOBMHY YMEHBIUMTh J03Y
aKcUTHHHOA (HanpuMep, HayaldbHYIO 103y 5 MI [iBa pa3a B CYTKH CleJlyeT CHM3WThH 10 2 MI JiBa pasa B
CYTKH). [l KOppeKLHK HEKOTOPbIX HEsKelaTelbHBIX peaKLui Ha TPUeM Npernapara MOKeT MoTpeboBaThes
BpEMEHHasA MM MOCTOSHHAs OTMEHa akCUTHHMOa (cM. pasoen 4.4). [Ipn oTMeHe MOLIHOrO MHrUOUTOpA
CYP3A4/5 cnepyer paccMOTpeTh BOMPOC O BO3BPAlUGHMM K [O3UPOBKE akCHTHHMOa, KoTopas
NMPUHMMAaJIach J10 Hayaja jiedeHuns MollHbIM uHruburopom CYP3A4/5 (em. pazoen 4.5).

Oonospemennoe npumenerue MowyHvix unoykmopos CYP344/5

OnnospeMeHHOE MPUMEHEHHE aKCHTHHMOA ¢ MouHbIMU HHAYKTOopamMu CYP3A4/5 Moxer npuBoauTh K
CHHIKEHUMIO KOHLEHTpAallMM aKkCHTHHHOA B ruiasme KpoBH (cM. paszden 4.5). JInd OAHOBpPEMEHHOro
NPUMEHEHHA PEKOMEHIyeTcs BbIOMpaTh ajlbTepPHATUBHbIE JIEKAPCTBEHHbIE CPEICTBA C OTCYTCTBUEM WJIH
MHHUMAaNbHbIM CTUMYTUpYIOLMM BiusinieM Ha CYP3A4/5.,
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HecmoTps Ha TO, 4TO McCneqOBaHHs TMO KOPPEKLMM [103bl aKCUTHHMOA y MALMEHTOB, MPUHAMAIOLIMX
MolHble UHAYKTOpbl CYP3A4/5, He npoBoaMINCh, PH HEOOXOAMMOCTH OHOBPEMEHHOTO IPHMEHEHHS
mowHoro wuHaykropa CYP3A4/5 pekomenayeTcss NOCTENEHHOE YBENHYEHWE J[103bl AKCHTHHHUOA.
YCTaHOB/IEHO, YTO MaKCUMaibHasd WHAYKUMA MPU MPUMEHEHMH BBICOKHMX /103 MOLIHBIX MHIYKTOPOB
CYP3A4/5 npoucXoauT B TEUCHHE OIHOW HEAeNH JleYeHUs MHAYKTOpoM. [IpH TOBBILIEHUM [103bl
aKCUTHUHHOA ClefyeT MPOBOAMTH TIATEIBHBIH KOHTPOIb COCTOSHUS NAlMeHTa Ha MPEAMET BbIABJICHHS
CHMIITOMOB TOKCHYHOCTH. JlNI KOPPEKLUMH HEKOTOPBIX HEjKelaTeNlbHbIX PeaklMii Ha npueM rperapara
MOXET NoTpedOoBaThCA BpeMeHHas WJTH MOCTOSHHAS OTMEHa fpenapaTa u/ujiu CHUKEHHE [103bl aKCHTHHUOA
(cM. pazoen 4.4). Ilpu npekpaiueHuy Tepanuu molHbiM HHAYKTOpoM CYP3A4/5 cnenyeT HeMeaIeHHO

BEPHYTbCA K JI03¢ aKCUTHHMOA, KOTOpas NpHHUManack 1O Hauajla JIeYeHHS MOLUHBIM HMHAYKTOPOM
CYP3A4/5 (eM. pazden 4.5).

Ocobvle kamezopuu RAYUEHMOG

Ilpumenenue y nuy noxcuiozo éospacma (265 nem): Koppekuuu 103bl npenapara He TpeOyercs (cm.
pazdenvt 4.4 u 5.2).

Ilpumenenue npu noveunoii neoocmamounocmu. Koppexkuus 103bl npenapara He TpedyeTcs (eM. pazden
5.2). [IpakTH4ecKH OTCYTCTBYHOT AaHHbIE N0 JIEHEHHIO aKCUTHHHOOM MaLMeHTOB ¢ KIMPEHCOM KpeaTHHHHA
<15 ma/MuH.

lpumenenue npu neyenounoti Heoocmamoynocmy: [lp HasHaueHUM aKCHTMHUOA MaUUEHTaM C
TIeYEHOYHOH HeJ0CTaTOYHOCTBEO NIETKOH cTenenu (kiace A no Yainay-ITs10) koppekuuu 10361 penapara
He Tpedyercs. PexoMeHayeTcss CHU3HTh JO3HPOBKY aKCHTHHMOA MPH Ha3HAYEHHH Mpenapara naHeHTam ¢
MEeYEeHOUHOH HEI0CTaTOYHOCTBIO CPEIHEH cTenmeHM TskecTH (kiace B no Yaiingy-Ileio) [Hampumep,
HavaJIbHYIO 03UPOBKY ClEYeT CHU3UTh ¢ 5 M /IBa pasa B CyTKH 710 2 MI' /1Ba pa3a B cyTkH]. Mccnenopanus
10 MPUMEHEHHUIO AKCUTUHUOA Y NALIMEHTOB C NEYEHOYHOH He0CTATOYHOCTBIO Tskeso# crenetn (kiace C
no Yaiingy-Ilblo) He MPOBOAMIMCH, MO3TOMY Mpenapar He ClieayeT NMPUMEHATh Y AaHHOW KaTeropuu
MaLMeHTOB (CM. pazoeist 4.4 u 5.2).

Ipumenenue 6 demcrkom gozpacime

besomacHocTe M 3¢ ¢ekTuBHOCT npenapata Muiura y gereit m nogpoctkoB miamne 18 ser He
ycTaHoB/eHbl. JJaHHbIe MO MPUMEHEHHIO Mperapara B IETCKOM BO3pacTe OTCYTCTBYIOT.

Crnioco6 npuMeHeHus

AxcutHHMO npeHa3zHaueH s nepopaibHoro npuema. TabieTku clieayeT MPUHUMATL BHYTpb, 1Ba pasa B
CYTKH, C HHTEPBAIOM MEXIY NpHemMamMu npudau3uTebHO 12 4, BHE 3aBUCMMOCTH OT MpUeMa NMHLIM (CM.
pazden 5.2 ). TabneTku crneyer NpornathiBaTh LEIMKOM, 3aMHBas CTAKaHOM BO/IbI.

4.3.IIpoTHBONOKA3aHUSA

['MnepuyBCTBUTEILHOCTL K AKCUTHHUOY MM K TFOOOMY W3 BCIIOMOTaTeNbHBIX BELLECTB, NEPEUNCIICHHBIX B
pasgene 6.1.

4.4. OcoOble yKa3aHus H MePbl NPEIOCTOPOKHOCTH NPH NPHMEHEHUH

MOHHTOpHHl" CI]GLIH(I)H'-!CCKHX HBJ'ICHHFI, CBA3AHHLIX C 6630!’[&0[{001"]:}0, AOJIZKEH NPOU3BOUTLCA 40 HaYana
TEpanuH, a TAKKE NEPUOOHYCCKH BO BpEMA JICHEHH A AKCUTHHUOOM B COOTBETCTBHH C NpHBEAEHHBIMUH HIDKE
PEKOMEHOALHUAMU.

Cepoeunas HedocmamoyHoCcmb

B KiIMHMYEeCKMX HCCNeOBaHMAX TNpUMeHeHus akcuTuHuOa B jeuveHuu nauuentos ¢ [IKP Obuin
3aperucTpUpOBaHbl Cly4an CeplevyHON HeJ0CTaTOMHOCTH (B TOM YHC/e CepAeYHOM HEI0CTATOYHOCTH,
XPOHHYECKOH CEpP/IeUHOM HEJOCTATOUHOCTH, CEPACHHO-/IErOYHON HEA0CTATOYHOCTH, JIMCHYHKLWH JIEBOrO
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2



HO PE

y Q 1 - 27090

09 1] 2020
XKeJTyI04uKa, CHWKEHUH (PaKLMK BIOpOCa JIEBOTO JKENYA04Ka M HEeJOCTATOYHOCTH MPABOTO JKeNyA04Ka)
(cM. paszoen 4.8).

CUMOTOMBI U MPH3HaAKH CG]),H.G“IHOFI HEOOCTATOYHOCTH HeOGXO,[lHMO KOHTPOJIMPOBATh Ha MPOTAMXKEHHH
BCEro nepuoaa JNedyeHwusd akcutunubom. Jleuenue CCpJ.Iﬁ‘-lHOF] HEOOCTATOYHOCTH MOMKET FIOTPCGOB&TI:
BPEMCHHOTO WJIH NOJIHOIO NPEKpalleHua TEpanin u/unu YMEHBIICHHA JO3bI akcuTHHHUOA.

Apmepuansnan eunepmensusn
B knuHMueckux MccriesoBaHUAX NpUMEHEHUs akcUTHHHOA B jneyeHuu nauueHToB ¢ [TKP oyens yacto
PEruCTPUPOBATIMCH CITy4an apTepHabHOM rUnepTeHsun (cMm. pazoei 4.8).

B KoHTpOnMpyeMOM KIMHMYECKOM HCCIElOBAaHWM MEMaHa BPEeMEHHW M0 pa3BUTHS apTepuaibHOM
TMIEPTEH3MH (CHCTONMYECKOE apTepuanbHoe JaejieHue >150 MM pr. CT. WMIM AHACTOJIMYECKOE
aptepuanpHoe fapienue >100 MM pT. €T.) HaxoAMIach B Mpeaenax OJHOTO Mecsla OT Hayajia Tepanuu
aKCUTHHUOOM, a MOBbIIIEHHE apTepHaIbLHOTO AaBJeHUA Habmoaanock yke 4yepes 4 JHA nocie Havana
Tepanuv akCUTHHUOOM.

[lepen mHauanoM Tepanuu aKCHTUHHOOM HEOOXOAMMO THIATENBHO OTKOPPEKTHPOBATH apTepHaibHOE
nasienve. HeobX0aMMO KOHTPOIMPOBATh COCTOSHME MALMEHTOB HA MpPEAMET Pa3sBHTHUS apTepuanbHOM
TUIEPTEH3MM U NIPH HEOOXOAUMOCTH NPOBOJMTH CTAHJAPTHYIO aHTUTHIIEPTEH3UBHYIO Tepanuio. B cnyuae
PasBUTHA CTOWKOH apTepHabHOM TIHMEPTEH3MM, HE MOJNAIOIIEHCA IMIIOTEH3UBHOM Tepanuu, A03y
akcUTUHMOa cneayer cHU3NThL. [IpM pasBUTHH TsHKENOH apTepHATIbHOW TMIEPTEH3MH Y MALMEHTOB
PEKOMEHIYETCsS BPEMEHHO TMPEKPAaTHTh TEpanuio akCUTHHUOOM [0 cTabunM3aliii apTepualibHOro
JaBJIeHHs, MOC/IE Yero Tepanuio akCUTUHHOOM MOXKHO BO30OHOBUTHL C Ha3HauYeHHEM npenapaTa B Gonee
Hu3KoM no3e. [Ipw mnpekpaweHud npuema akCUTHHMOA HEOOXOAMMO KOHTPOJIMPOBATH COCTOSHHE
MaLKMeHTOB, MOMYYalOLUX MMITOTEH3UBHbIE MPenapatel, Ha MpeAMeT pa3BUTHS apTepHalibHOM FHIIOTEeH3UH
(cm. pazoen 4.2).

Ilpu pasBUTHM THKENOH WM CTOMKOHW apTepuanbHOW TMMEPTEH3MHM M CHMITOMOB, XapaKTepHbLIX s
cunapoma obpaTumoi 3aaueit nefikosnuedanonaruu (CO3JT) (M. HUKE), CleyeT pacCMOTPETH BOMPOC O
NPOBEAEHUH AMAarHOCTUYECKOH MarHUTHO-pe3oHaHcHOH Tomorpaduu (MPT) ronosHoro mosra.

Hucynxyusn wumosuoHoil dcenesu
B KiIMHHuYeCKMX HCCNefoBaHMAX NpUMEHeHWs akcuTHHWOa B neuenun nauvento ¢ [IKP 6buim
3aperucTPHPOBaHbI CiTy4au pasBUTUA FMITIOTUPEO3a U, B MEHBIIEH CTeNeHH, THTepTpeosa (cMm. pazden 4.8).

Mo Hauana Tepanuyu akCHTUHHOOM, a TAKXKE NEPUOIMUYECKU BO BPeMs JIGYEHHUs PEKOMEH/YETCs NPOBOAHTE
uccsieloBaHue (YHKUMK LUTOBHAHOM Kene3bl. Koppekuus runorupeosa M THIEPTHPEO3a JOJKHA
MPOBOAMTLCS B COOTBETCTBHM CO CTaHAAPTaMM MEAMUMHCKOH MOMOIUM [UIS MOEPHKAHMA HOPMATbHOM
(DYHKLMM IUTOBUAHOM JKEe3bl.

Apmepuanvras mpombosmbonus

B kAMHMYECKMX MCCTENOBAHMAX AKCHTUHMOA OTMEYaIuCh CiaydyaM pasBUTHS — apTepyanbHOH
TpomMO0o3MO0ONIMM (B TOM 4MC/IE€ TPaH3UTOPHOH HMINEMUYECKOH aTaku, MH(papKTa MHOKapjaa, OCTpOro
HapyLIEHHs MO3TOBOIo KpOBOOOpALIEHHS U OKKIIIO3UHM apTEPUN CETHATKHM) (CM. pazden 4.8).

Cnenyer ¢ OCTOPOKHOCTBIO MPUMEHATh aKCHTUHUO Y NauMEeHTOB ¢ HaKTOpaMM pUCKa Pa3BUTHS JAHHBIX
ABJICHUM MJIH UMEIOLIMX 1o400HbIe 5MU301bl B aHamHese. MccrenoBaHus npuMeHeHHs akCUTHHUOA Y
NALMEeHTOB, MEPEHECIIUX apTepHanbHylo TpoMOOIMOONUIO B HpeaUIecTBYOUHE 12 MeCALEB, He
NPOBOAMITHCS.

Benosznaa mpomboombonus

B KNMHMYECKMX HCCNENOBAHMAX AKCHUTHHMOA pEerMCTPUPOBAIMCL ClIy4aM pa3sBUTHS  BEHO3HOM
TpomGosmbonuu (B TOM umcie TpomOGoomOGonMM nerouHod aprepuu, Tpombo3a raybOKMX BeH H
OKKJTHO3MH/TpoMG03a BeH ceTdaTkH) (cM. pazden 4.8).




HO PB

v, \r.r' ? ) N
U g L U

CﬂC}lyeT C OCTOPOKHOCTBIO MPHMEHATL AKCUTHHUO Y MauHEHTOB C (.J[)aKTD}}aMH PHUCKa pa3sBUTHA JaHHBIX
ABJIEHUI WM MMEIOUIMX NMOJ0OHBIE 3MU304bl B aHAMHESE. HccnenopaHus NPpHMEHEHMUA akcUTHHKOA Y
NalHEHTOR, NEPEHECHIUX BECHO3ZHYIO TpOM603M60HH10 B MIpE€ALICCTBY O HE 6 MECALIEB, HE NMPOBOJAUIIHCD.

Ouenra ypogHa 2emMo2i00una Wik 2eMamokpuma

Ha ¢one Tepamuu akcMTHHMOOM MOXKET MOBBILIATLCS YPOBEHb IeMOrJIOOWHA WM TeMAaTOKPUTa, YTO
CBHIETENILCTBYET 00 yBEIMYEHUHM MacChl 3PUTPOLIUTOB (CM. pasder 4.8). YBennyueHre MacChl SpUTPOLITOB
MOYKET CrIocoOCTBOBATD [OBBILLEHUIO PUCKA PA3BUTHS TPOMOOIMOOIMYECKUX OCTOKHEHHUH.

Pekomenyercs NpoBOAUTE MOHUTOPUHI YPOBHS NeMOrIo0MHA WM reMaToKpUTa 10 Havana JiedeHus, a
TaKKe NEPUOAMHYECKH B MpoLecce JieHeHUs: akCUTHHUOOM. [TpH MOBBIIEHUH YPOBHS reMOrnoOHHa WK
reMaToKpHTa BbILIE HOPMbI CJIEAYET MPOBECTH KOPPEKLMIO, HAMIPAB/ICHHYIO Ha CHHIKEHHE reMoriio0uHa
WJIH PF€MATOKPHTa [0 MPHEMJIEMOTO YPOBHA B COOTBETCTBHMH CO CTAHAAPTHOH MEMULIMHCKOMR NPaKTHKOIA.

Kposomeuenus
B kamHuuecKuX necae1oBaHuAX akeHTHHUGA HabMOAMCE CITyYan pPasBUTHS KPOBOTEUEHHI (CM. pazden

4.8).

Hccnenoanus npuMeHeHus akcuTHHMOA y MALMEHTOB C MPU3HAKAMH METACTATHUYECKOTO MOPAKEHUS
FOJIOBHOTO MO3ra, MO [OBOAY KOTOPOro He MpPOBOAMJIOCH COOTBETCTBYIOIIEE JIEYCHHE, a TaKkKe Y
MalKUEHTOB, HEJABHO MePeHeCIIMX JKeNyA0YHO-KUIIEHHOE KPOBOTEYEHHE, He MPOBOAMINCE; B CBA3HM C UEM
He Clie/lyeT NMPUMEHATh aKcUTMHMO y JaHHOM kareropuu nauueHTor. Ecnu kpoBoreuenne TpeGyer
OKa3aHWs MEIMLMHCKON MOMOLLH, ClIe/lyeT BpeMEHHO NPeKpaTUTb NPUeM akCUTUHHUOA.

Anespusmul u paccaoenus apmepuil

[Ipumenenne MHrMOWMTOPOB COCYAMCTOrO 3HAOTeNWanbHOro ¢akropa pocra (VEGF) y naumento ¢
TMIEPTEH3UEH MK Be3 Hee MOJKET CrocoOCTBOBaTL 00Pa30BAHNIO AHEBPH3M M/WITH PACCIIOEHUS apTEpPUH.
Mo wavana neuenus npenapatoM Munura, HEoOXOAMMO TIIATENHHO OLEHMTH BO3MOXKHBIE PHCKH Y
NaLMEHTOB, MMEIOILMX Takue (GaKTopbl pUCKa Kak MMNEPTEH3MS W HAJIMYUE aHEBPU3MbI B aHAMHE3E.

Hepopayus aceaydouno-Kue yno20 mpakma u 0bpazosanue ceuiiell
B KnMHHYeCKHUX UCCIeI0BAHMAX aKCHTHHMOA coobLIANIOCh O ciydasX pasBuTHs nepdopaliuy ey a04HO-
KHMIIEYHOro TpakTa v obpa3oBaHus cBuLIeH (cM. paszden 4.8).

Ha mporsikenun Bcero Kypca JeueHUs aKCHTHHMOOM HEOOXOJMMO OCYLIECTBIIATH [MEPHOAMUECKHI
MOHHUTOPMHI Ha MPEeIMET KIMHHYECKMX MpPOABIEHHH nepdopauuy keny 0uHO-KHIIEYHOrO TpakKTa H
o0pazoBaHUs CBULLEH.

Ocnoocrnenus NPU 3AACUBTICHUY PAH
OCbHLlHaﬂbele HCCIIE10BAHKWA BIIHAHWUA akcuTHHUOA Ha MNPOLECE 3KHUBJICHWS paH HE IPOBOAHIIHUCE.

Jleuenue akcuTHHHOOM JOMKHO ObITH NPEKpaLleHO KaK MHHAMYM 32 24 yaca 710 NpOBEAEHHS MIaHOBOIO
OMepaTHBHOrO BMewaTe/1bCTBa. Peluenne o Bo300HOBAEHUH Tepanu aKCUTHHUOOM B MOCTONEPALIMOHHBII
NEPUOJL AOJKHO OCHOBBIBATBLCS HA PE3yNbTaTaX KIMHMYECKOH OLIGHKH TeUeHHs! PaHEBOTO MpoLiecca.

Cunopom obpamumoii 3aoueii aetixosnyedaronamuu (CO3JI)
B kinMHU4eCKMX MccnenoBaHuax akeutuHrba coobianock o cayyasx passutus CO3JI (em. pazoen 4.8).

CO3JI npeacrapngeT coboif HEBPONIOrHYECKOE PACCTPONCTBO, KOTOPOE MOKET MPOSB/ATHCA TOJOBHOM
Gomelo, cyaoporamMu, BSNOCTBIO, CHYTAHHOCTBIO CO3HAHMSA, CJENOTOM W APYTMMH 3PUTENbHBIMM M
HEBPOJIOIrMYECKMMHU HapyluleHuaMu. llpu 3TOM BO3MOMKHO TNOBBILIEHUE APTEPUATBLHOIO aBJICHHS OT
nerkoi 1o Tskeno crenenu. Jns noarsepiaeHus anarnosa CO3JI HeoGX0AMMO NPOBEIEHHE MArHUTHO-
pesoHaHcHOH Tomorpaduu. ¥V naumentos ¢ cumntoMamu CO3JI HeoBXOAUMO BPEMEHHO NpEpBaTh MK
MOJIHOCTBIO MPEKPaTUTh NpHemM akcUTHHMOA. BesonacHocTb BO30OHOBNAEHMA Teparnuu akCHTHHWOOM Y
nauueHToB, paHee nepeHectux CO3JI, He uzpectHa.



HO PB

y 4

8911 N
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B KiMHHUECKMX HeCie10BaHUAX aKCHTHHUOA co00LIAIOCh O ClIyYasX pa3BUTUS IPOTEHHYPHH, B TOM YUC/Ie
3 u 4 crenenu (cM. pazden 4.8).

Pekomennyercs npoBoauTh 00CI€10BaHHE HA HANWUYKME MPOTEHHYPUH [0 HAYAIA TEPANUM aKCHTHHHOOM,
a TaKoKe MepUOMHECKH B ripoLiecce jeyeHus. [1pu pazBuTuu npoTenHypun cpeteit UK TAXKENIOH CTENEHN
HEOOXOIMMO CHU3MThL JI03y akcHTMHWOa WNU BpPEeMEHHO npepsath fevenue (em. pazden 4.2). Ilpuem
aKCUTHHHMOA ClIe/lyeT MPeKpaTHTh, €C/IM y NalMeHTa HabnofaeTcs pa3sBUTHE He(POTHUECKOrO CHHAPOMA.

Heoceramenvivie peaxyuuy co cmoponbl NEYEeHU

B KOHTpOIMpyeMOM KJIIMHUUECKOM MCCIEeJOBAHUN NPUMEHEHHS aKCUTHHMOA B leyeHuu nauuentos ¢ [TKP
ObljlM 3aperucTpUpoBaHbl ClydYaH PasBUTHS HEXKENATENbHBIX peakuuit co cTopoHsl nevend. Haubosee
pacrnpocTpaHEeHHBIE HE)KeNaTellbHble pPeakUUH ¢O CTOPOHbI MEYEHH BKIIIOYAIM [OBLIILIEHHE AKTHBHOCTH
ananuHamunotpancdepasel (AJIT), acnapraramuuorpancdepasst (ACT) u yposHs GunupyOuHa B KpoBU
(cMm. paszden 4.8), npu 5TOM OAHOBPEMEHHOro MoBbilleHUsa aktuBHocTH AJIT (Gonee wem B 3 pasa
OTHOCHMTENBHO BepXHeH rpanuubt Hopmbl (BI'H)) u ypoBHs Ounupybuna (Gosiee uem B 2 pasa
oTHocuTenbHo BI'H) ormeueno He Gbino.

B xinHuveckom uccneaoBaHuM mo noadopy Ao3el y | naimeHTa, noiyyaBuiero akcMTHHUG B HauanbHOM
nose 20 mr apaxabl B CyTKM (B 103¢ B 4 pasa npeBbilaiollell PEKOMEHAYEMYIO HAaYaibHYIO 103Y),
OTMEYaNnoch OJHOBPEMEHHOE MOBbLILIEHHE AKTMBHOCTH ananuHamuHoTpaHcdepassl [AJIT] (B 12 pa3
>BI'H) u ypopus Gunupybuna (8 2,3 pasa >BI'H), pacueHeHHoe Kkak nposBieHHE JEKapCTBEHHOM
renaToTOKCUYHOCTH.

ﬂO Hauaja TepanuHd AKCUTHHHOOM H MEPHOONYECKH B IIpOLECCEe JIEHCHHA PEKOMEHAYETCHA I[POBOJAMTH
ucclieIoBaHus GYHKLMK NeUeHH.

Hapyuwenue dhynxyuu nevenu

B KIMHMYECKMX HCC/IeI0BAHMAX [PUMEHEHUS AKCUTHHMOA CHCTeMHas OSKCMO3ULMs akcuTuHuOa y
MaLMEHTOB C MEYEHOYHON HEI0CTAaTOUHOCTLEO cpeiHeil cTenenu (knace B no Yaiinay-Ilsto) npumepro B
2 pasa npesblllala TAKOBYK YYacTHMKOB MCCIEAOBaHHA ¢ HOpManbHOH GyHKuMed nedenu. [lpu
Ha3HAYEHHH aKCUTHHMOa MalMeHTaM C MEe4YeHOYHO! HeO0CTaTOYHOCTBIO cpeaHei crenenu (kmace B no
Yaiinay-Iler0) pexomenayercs cHUKaTh 103y akCHTUHUOA (cM. pazden 4.2).

[TprmeHeHue akcUTHHUOA Y MALIMEHTOB C MEYEHOYHOH HEI0CTATOMHOCTBIO TsKeNoi crenenu (knace C no
Haiinay-I1p10) He U3yyanoch, MO3TOMY Mpenapar He cjeayeT NPUMEHATb Y JaHHOW KaTeropyuH MalleHToB.,

Huya noxcuwioeo sozpacma (=63 aem) u pacosas NPUHAOIEHCHOCHb

B koHTponupyeMoM KIHHHYECKOM MCClleJOBAHHU NIPUMEHEHUs aKCUTUHKMOA B JleueHnn nauuedTos ¢ [TKP
34% nalueHTOB, Mo/Ty4YaBLIMX aKCUTHHUO, ObLM B Bo3pacTe =65 neT. BobIIMHCTBO NALIMEHTOB SABIAIHUCEH
npeacTaBuTeNaMH  eBponeonaHoi (77%) wnu MoHronouaHod pacekl (21%). Hecmotps Ha TO, uTO
MCKJIFOUYUTD GOJIBLIYIO YyBCTBUTEABHOCTb K Pa3BUTUIO HEXKE/aTeNIbHbIX PEaKLMi Y HEKOTOPBIX MAaLMEHTOBR
TMOKHJIOro BO3pacTa M NpecTaBUTeNIel MOHTOIOMIHOM packl HE MPE/CTABMAETCS BO3MOIKHBIM, B LIEJIOM,
He Habnmojanoch 3HAYMMBLIX pasnuuud mno Oe3onacHOCTH W HPPEKTHBHOCTH AKCHTHHHOA MEKIY
nauueHTamMu B Bo3pacTe >655eT M nauventamu Oonee MONOAOrO BO3pACTA, a TAKKE MEKIY
NpejCcTaBUTENISMH €BPOTNIEOMTHON M IPYTHX pac.

Koppekuuu 103l npenapata B 3aBUCHMOCTH OT BO3pacTa NalMEHTa WM PAacOBOM NMPHHAIICIKHOCTH HE
Tpebyercs (cM. pasaenst 4.2 u 5.2).

Harkmosa
JlaHHoe sekapcTBEeHHOE CPEACTBO COAEPKMT JakTosy. [lalMeHTam ¢ peAKMMM HacelNCTBEeHHbIMU
3a00neBaHUAMH, TAKHMH KaK HEMepPeHOCHMOCTh ranaKTO3bl, TOTalbHAA HEN0CTATOUHOCTb J1AKTa3bl MU
CUHPOMOM MajibabCoPOLMH [IIOKO3bl M FalaKTO3bl, He CleAyeT NMPUHUMATH AAHHOE JIeKapCTBEHHOE
CPEICTRO.
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Hampuii
OTOT NeKapcTBEHHbIN Mpenapar cofepkuT menee 1 MMons Hatpus (23 Mr) Ha TaGaeTKy, MOKPBHITYIO
NJIEHOYHOI 060/104KOM|, TO €CTh NMPAKTUYECKH HE COACPIKUT HATPHS.

4.5, B3aumopaeiicTBHe ¢ APYrHMH JIEKAPCTBeHHBIMH NpenapaTaMi H APYrue BHIbI B3aHMOIeiicTBUA

JauHble in vifro yKasbiBalOT Ha TO, YTO aKCUTHHUO MeTabonu3upyeTcs riaBHbIM 00pa3om Mo neicTBrueM
CYP3A4/5 u, B MEHbLIEH  CTEMeHw, noj  JAelcTBUEM CYP1A2, CYP2CI19 M
ypuauHaudocharrmokyponosuarpanedepassl (UGT) 1AL

Huzubumoper CYP3A4/5

IIpumenenue ketokoHaszona (Mounoro uuruburopa CYP3A4/5) B nosze 400 Mr oiuH pas B CYTKH B TE€UEHHE
7 nueii y 310poBbIX 100POBONBLEB NPUBOAMIO K YBEIHYEHHUIO CPEHEr0 3HAYEHUs IIOLLAMH 110 KPUBO#H
«koHueHTpauus — spems» (AUC) u Cyax akcuTHHHOA MPU €ro OTHOKPATHOM TIPHEME BHYTpPD B 103€ 5 MI B
2 n 1,5 pasa, coorBercTBeHHO. OJHOBpEMEHHbIH NpHEM aKCUTHHMOA € MOLIHBIMM HMHIHOMTOpaMM
CYP3A4/5 (uanpumep, KETOKOHA30/10M, WTPAKOHA300M, KJIAPUTPOMMLMHOM, 3IPUTPOMMLIMHOM,
ara3aHaBMpOM, WHAMHABUPOM, HedaszonoHOM, HeNQUHABMPOM, PHTOHABUPOM, CAKBMHaBUPOM M
TEMTPOMHMLIMHOM) MOKET [PUBOAMTL K TOBBIIIEHHIO KOHLIEHTPAUMH akCUTHHWOA B MjasMe KpOBH.
['peiindpyT TaroKe MOKET MOBbILIATH KOHLIEHTPALIMIO aKCHTHHUOA B MuiasMe KposH. s 0 JHOBPEMEHHOTO
NPUMEHEHHA PEKOMEHAYETCS BbIOMpATh JIEKAPCTBEHHbIE CPEACTBA C OTCYTCTBHEM MM MUHMMAIbHBIM
uHruoupytowum BiusHueMm Ha CYP3A4/5. Tlpu HeoOX0AMMOCTH OTHOBPEMEHHOTO Ha3HAUEHUS MOLLIHOTO
unruburopa CYP3A4/5 pexomeHayercs IPOBECTH KOPPEKLMIO 103bI aKCUTHHUOA (cM. pazden 4.2).

Hueubumopwr CYPIA2 u CYP2C19

Hsodepmentsl CYPIA2 u CYP2CI19 B He3nauurtensHoi crenenu (<10%) 3aneicTBoBaHbl B MeTaboIH3Me
akcUTHHMOA. BansHue MOLLHBIX MHTMOUTOPOB 3THX M30(GepMEHTOB Ha (HapMaKOKMHETUKY aKCUTHHUOA He
usyuanocs. Ciieyet cobmoaath 0CTOPOKHOCTb Y MALUEHTOB, IPUHAMAIOLIMX MOLLHBIE HHTUGUTOPBI 3THX
H30()ePMEHTOB B CBSI3W C PUCKOM MMOBbILICHHS KOHLEHTPALIMK aKCHUTHHKUOA B M1a3Me KPOBH.

Huoyxkmopwr CYP3A44/5

ITpumenenue pudamnuumna (MowHoro uuaykropa CYP3A4/5) B noze 600 Mr o/iuH pa3 B CYTKH B TeUEHHE
9 nueii y 310poBbIX 106pOBONBLLER NPUBOAMIO K CHIKeHUIO cpejiHeit AUC M Crpax akcuTHHUGA 1IpH ero
O/IHOKPaTHOM NpUeME BHYTPb B j103¢ 5 Mr Ha 79% u 71%, COOTBETCTBEHHO.

OnxoBpemeHHOE nNpuMeHeHHe akcuTHHMOa ¢ MowHbiMM  uHAYKTOpamu CYP3A4/5 (nanpumep,
pyudaMIHUKMHOM, JEKCaMeTa30HOM, (eHHuTouHOM, KapbamasenuHoM, pudabyTuHoMm, pudaneHTHHOM,
¢denobapbutanom M npenaparaMd 3Bepo0Ost npoablpABIEHHOrO [Hypericum perforatum]) Moxer
MPUBOJIMTH K CHHXKEHHIO KOHLIEHTPALIMM aKCUTHHMOA B I1a3me Kposu. [iisi OTHOBPEMEHHOTO NMpUMEHEHHS
PEKOMEHyeTCs  BbIOMpaTb  JIEKApCTBEHHble CPEACTBA C  OTCYTCTBHEM  WIM  MHHHUMallbHBIM
crumynupytouum  aedictBuem Ha CYP3A4/5. [lpu HeoOXoaMMOCTH OOHOBPEMEHHOrO Ha3HAYEHHS
mouHoro unaykropa CYP3A4/5 pexomeHayeTcsa MpoBeCTH KOPPEKLMIO J03bl akCHTHHHOA (cM. pazden
4.2).

Hcecenedosanus cnocobnocmu akcumunuba Kk uneubuposanuio u undyryuu yumoxpoma CYP u UGT in vitro
HccnenoBanus in vifro npoaeMOHCTPUPOBAIIM, YTO B TEPANEBTHYECKUX KOHLIEHTPALMAX aKCHTMHUO He
unrubupyer CYP2A6, CYP2C9, CYP2CI19, CYP2D6, CYP2EIL, CYP3A4/5 unu UGT1AL.

HccnenoBanus im vilro nokasanu, 4To akcHMTHHMO oOjajaer NOTEHLUMANbHOM CMOCOOHOCTBIO K
unrubuposanuio CYP1A2. CrenoarenbHo, COBMECTHOE IpUMeHEHHMe akcuTHHMGA ¢ cyGcTparamu
CYPIA2 MmoxeT NpUBOAMTL K TOBBILIEHHIO KoHLeHTpauuu cyberpatoe CYP1A2  (manpumep,
Teo(HIIMHA) B 1171a3M€ KPOBH.

Hccnenopanus in vitro Takke NpPOAEMOHCTPUPOBAIIM, YTO aKCUTUHMO oOnamaer MNOTEHUMANbLHOM
cnocobHocThio K MHrubuposanuto CYP2CS8. OnHako COBMECTHBIN NpHeM akCHTHHMOA C MaKIHUTAKCENoM
(sssrormest cyberparom CYP2C8) He mpUBOAMA K NOBBILLIEHHUIO KOHLIEHTPALIMM NAK/IWTAKCe/a B 1iasMe
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KPOBM Y TMaUMEHTOB ¢  PacrnpOCTPaHEHHBIMM  3JI0KAYECTBEHHBIMH  HOBOOOpA30BAHUAMM, HTO
CBMIETENLCTBYET 00 OTCYTCTBUM KJIMHUYECKH 3HAYMMOro uHrubuposanus CYP2CS.

B xopme uccnenoBanuii in vifro ¢ MCNONB30BAHMEM TIENATOLMTOB YEIOBEKA TAKKE OTMEHaToch, YTO
akcUTHHHUO He okasbiBaeT crumynupytotero poszeiicteus Ha CYP1AL, CYP1A2 unu CYP3A4/5. B casu
€ 3TUM MPEANOJIAraeTcs, YTO COBMECTHOE NPpUMeHeHue akcuTHHMOa u cyberpatoB CYP1AL, CYP1A2 unu
CYP3A4/5 in vivo ne npuBeeT K CHHKEHHIO KOHUEHTPALMHU MOCTEAHHX B IJ1a3Me KPOBH.

Hccnedosanus ¢ P-enukonpomeunom in vitro

Hccneposanus in vitro npojieMOHCTPUPOBAIH, YTO aKCUTHHUO criocobeH HrUGHpoBaTh P-riMkonpoTenH.
Tem ne menee, oxujaeTcs, YTO B TEPANEBTHUECKUX KOHLEHTPALMAX aKCHTMHHO He OyeT OKasbiBaTh
MHrubupyolee BaMsHWE Ha P-rnmkonporenH. B cBf3u ¢ yem npeanonaraercs, 4To OAHOBPEMEHHOE
NpUMEHEHHE aKCHTHHHOA He OyaeT NMPUBOAMTH K TMOBBIIEHUIO KOHLUEHTPALMH AMIOKCHHA WM APYIHX
cyberpaTtoB P-riukonporenHa B miazme KpoBH in vivo.

4.6. ®epTHiILHOCTS, HEepeMEHHOCTD H JIAKTALNS

bepemennocme
HaHHble noO npuMeHeHMIO aKkcuTHHMOA y GepeMeHHBIX JKEHIUMH OTCYTCTBYIOT.  YuuUThIBas

(apmakonoruyeckue CBOMCTBA akeUTHUHNOA, MpenapaT MOKET OKA3bIBAThL I0BPEKAIOLIEE BO3ICHCTBHE HA
MJI0J NpH NpuMeHeHun OepeMeHHOMN KeHLMHOH. MccnenoBanus Ha JKUBOTHBIX MOKA3aNM HANUUME Y
npemnapara pernpo/{yKTuBHOH TOKCUHYHOCTH, B TOM YHC/I€ CIOCOOHOCTH BbI3bIBATH TIOPOKU Pa3BUTHSA MJ10/1A.
AKCUTHHMO He cllieflyeT MNPUMEHATh BO BpEeMs OEpeMEHHOCTH, 3a MCKIKOYEHMEM CIyyaes, KOraa
KIMHUYECKOE COCTOAHHE KEHUIMHBI TPEOYET NeUeHUs JaHHbIM JIEKAPCTBEHHBIM CPEICTBOM.

}KCHLLIPIHaM ACTOPOAHOro BO3pacTta CNeIyeT I0Jib30BaThCs B(b(bel(THBHI)IMH CpeacTBaMHi KOHTpaLEeNnuuH
BO BpEMA JICHEHMA, @ TAKKE B TECUCHHE 1 HEOEIN TI0CJIE €ro 3aBCPLICHMS.

[’ pyonoe éckapmiusanue
CnocoGHOCTE akcHTHHHOA NPOHUKATH B IPYHOE MOJIOKO He ycTaHoBieHa. Henb3s HeKIouaTe puck ajis
rpyaHoro pebenka. [Ipenapar He crnegyeT NpUMEHSTDb B EPUOI KOPMIEHHUS IPYIbIO.

DepmunbHochb
CoryacHO pe3syJibTaTaM MpPOBEAEHHBIX JOKTMHHUYECKHX MCC/EA0BaHMMA, aKCHTHHUO criocobeH HapyLlaTh

PENpPOAYKTHUBHYIO QYHKUHIO M GepTUILHOCTE Y TIOAEH,
4.7. Bansinne Ha cnocobHOCTD YNPABJISATH TPAHCIOPTHLIMH CPEACTBAMH H padoTaTh C MeXaHH3MAMH

AKCUTHHMO OKa3biBa€T HECYLICCTBEHHOE BJIMSHHE Ha CIOCOOHOCTH YIPABASTH TPAHCIIOPTHLIMH
cpeicTBamu ¥ pabotarh ¢ MexanusMamu. [NalmMeHToB crieayer npeaynpeauTh O BO3MOKHOCTH pa3BUTHs
BO BpeMs JIEUEHHUsl AKCUTHHMOOM HEKOTOPBIX HEKEATENbHbIX ABJEHHH, U, B YACTHOCTH, FOJIOBOKPYIKEHHUS
W/ UK YCTaNOCTH.

4.8. HexxennaTenbHble peakunu

Pesiome npoguna b6ezonacrnocnmu

Cnenytoume pucky, a Takke Mepbl, HeoOX0AMMBIE TS MX KOHTPOIs, Golee noApoOHO paccMaTpUBaKOTCs
B pasgene 4.4: cepieuHas HEJOCTATOYHOCTD, apTepUallbHas TUIEPTEH3Hs, AUCPYHKUMS LIHTOBUAHOM
JKeJjie3bl, aprepHanbHas Tpom003IMO0Hs, BeHO3HAs TPOMOOIMOOIIUS, NMOBBILIEHHE YPOBHS reMOrnobuna
WITH FeMaTOKPHUTA, KPOBOTEYEHMS, nepdopaLis xKejly 04HO-KHLIEYHOr0 TPaKTa U 00pa3oBaHue CBMILEH,
OCNOKHEHMs MpHu saxkueihenuu pad, CO3Jl, npoTeMHYpus W TOBBIIIEHHE AKTHBHOCTH NEYEHOUHbIX
dbepmenTos.
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Hanbonee wacthimm (220%) HexkenareNbHbIMU  peaKUMAMH, HaONIOAABIIMMUCS [PU  JICYEHHH
aKCUTUHHOOM, OblH Anapes, apTepuaibHas FTMIEPTEH3Us, YTOMJIAEMOCTb, CHUKEHHE anmneTHTa, TOLIHOTA,

CHHMCHHUE Macchl TeEa, I[HCC]JOHHS[, CHHAPOM NaJOHHO-NOA0OUIBEHHON IPUTPOAHUIECTEIHH (J'[a,ElOHHO-
MO/101BEHHBIH CHHJ].pOM), KpPOBOTCYCHHE, TMIIOTHPCO3, PBOTA, MPOTEUHYPHSA, Kallle/Ib U 3a10p.

N

™~

[lepedeHpb HekenaTeNbHbIX peakini B hopMe Tabaulibl

B Tabnuue 1 npeacrapnenbl HexeaaTeNbHble peaKLMK, 3aperuCTPUPOBAHHbIE Y MALMEHTOB, NOJYYaBIINX
aKCUTHHMO B KIIMHWYecKkUX uccnefoBanusax nedenus [TKP (o0benunenHbie naHkbie no 672 nauueHTtam)
(cm. pasoen 5.1). Take BKIIOYEHBI HEKETATeIbHbIE PEAKLIMH, BBIABICHHBIE B XO/1€ MOCTPErHCTPALMOHHBIX
KITMHUYECKUX HCCIIEA0BaHHA.

HesxenarenbHble peakLMU CHCTEMATH3UPOBAHbI MO CUCTEMHO-OPTraHHBIM KJlaccaM, YacTOTe PasBHTHS M
CTEMEHW TOKECTH. YacToTa pasBUTHA JAHHBIX HEKENATENbHbIX PeaKUMil OMpeaesnach CleayroL|m
o6pazom: oueHs yacto (=1/10), yacto (=1/100 o <1/10), Hewacro (=1/1 000 go <1/100), peaxo (>1/10 000
A0 <1/1000), ouenp peako (<1/10 000), Hen3BeCTHO (HEBO3MOMKHO YCTAHOBHTD 110 HMEHOLUMMCS IaHHBIM).
HMmerowmancs 6a3a naHHpIX 1o 6€3011aCHOCTH aKCUTUHNOA CITMILIKOM MaJia JUisl BISBIEHWS PEAKUX H OYEHb
PEeIKUX HexeslaTe/bHbIX peaKkLuii.

Fpauaum HacTOThl PasBUTHA HEKEMATEIbHBIX peal{uuﬁ YCTaHaBIMBalaCb Ha OCHOBaHHH abCOMIOTHBIX
3HAYEHUHA HacToT Oﬁ'bCﬂ,HHCHHI:IX JaHHBIX KJIMHUYECKHUX MccrenoBaHui. B npeaeax Kaxaoro Kinacca
CHUCTEM  OpraHOB HEKENATENbHBIE pEeaKlWM, PpEerucTpupoBaBlIvecs C OJMHAKOBOM HAaCTOTOH,
pacnojiaratrorcs B nNopaaKke yﬁhIBa[-IHH CTEIICHH UX CCPLE3HOCTH.

Tabaunua 1. HexxenarenbHble peaknu, 3aperucTpuposannble B ucciaegopanuax I[KP y naunentos,
NOJYYABIIMX AKCHTHHHO (n=672)

Bee Crenenb | CreneHb
CucreMHO-0praHHbIA Kateropus ) § b b b
—— B—— Hexenare/ibHble peakunn® | cTeneHu 3 4
%o %o %
Hapyuienus co cTopoHbI Yacto AHemus 6,3 1,2 0,4
KPOBHU M TpombouuTONEHUA 1.6 0,1 0
numdarHyeckoi T — 1.5 0,1 0
e HeuacTo Heilitponenus 0,3 0,1 0
JlelikoneHus 0,4 0 0
DHAOKPHHHbIE OueHb yacTo T'unotupeos® 24.6 0,3 0
i Yacro runep']"npeogc 1 ,6 0, 1 O, 1
Hapy1ieHus co CTOPOHbI QueHb 4acTo CHIKEHHE anneTHTa 39,0 3,6 0,3
MeTtaboan3ma 1 MUTaHuA YacTo Jerupparanms 6,7 3.1 0,3
['unepkanuemus 2,7 1,2 0,1
["unepkansuHeMus 2,2 0,1 0,3
HapyeHus co cTopoHs! OueHb yacTo ["onoBuas Gonk 16,2 0,7 0
HEPBHOW CHCTEMbI Tucressus 11,5 0 0
Hacro TonoBOKpYyKeHHE 9.1 0,6 0
Heuacro Cunapom obpatumoii 3agHeit 0,3 0,1 0
nelikosHuedanonaTHu®
HapyiueHus co cTOpoHbI YacTo lym B yuax 31 0 0
OpraHa cilyxa u
sabupuHTa
HapylueHus co cTopoHsl Yacro Cepaeunas HeOCTATOYHOCTH 1,8 0,3 0.7
cepaua c,d.f
HapyiueHus co CTOpPOHSI O4eHb yacTo ApTepuanbHas rUnepTeH3us? 1,2 22,0 1,0
SR Kposoreuenne®%" 25,7 3,0 1,0
YacTto SBneHus BEHO3HOI 2.8 0,9 1,2
TpoMB0IMBoAHISS]
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Bee Crenens | CreneHb
CHeTeMHO-0praHHBIH Karteropus 4 b b b
Caeiar R il Heskenare/nbHble peakumu® | cTeneHH 3 4
% % %
ABnenus aprepuanbHOM 2.8 12 13
TpoMG0IMGoIH®dd
HewussectHO AHeBpH3Ma M pacclioeHHe = - -
ap‘repuﬁd
Hapy1ueHust co cTOpoHbl OueHb 4acTo ﬂ“anmd 17,1 3,6 0,6
JIBIXaTeNbHOH CHCTEMBI, Kauenn 20,4 0,6 0
OpraHoB rpyHo# Juchonuns 32,7 0 0,1
kol i s Yacro bonb B porornorke 7,4 0 0
HKemy nouHo-KHLIEY HblE OueHb yacTo Jnapes 55,4 10,1 0,1
HapyLUEeHUs! PeoTta 23,7 2.7 0,1
TommnoTa 33,0 2.2 0,1
Boib B skuBOTE 14,7 2.5 0,3
3arop 20,2 1,0 0
CroMatur 15,5 1,8 0
Hucnencus 11,2 0,1 0
YacTo bonb B BepxHeii yacTH 9,4 0,9 0
KHBOTA
Merteopusm 4,5 0 0
["emoppoii 3.3 0 0
["nocconnnus 2,8 0 0
[Mepdopaums HKKT u 1.8 0,9 0,3
obpasosanne cBuei*"
HapyuieHus co cTOpoHbI Yacto I'unepbunupybunemus 1,3 0,1 0,1
ne4yeHu u
JKeTUEeBLIBOAALINX XoneuucTut" 1,0 0,6 0,1
nyTei
Hapy1ueHus co cTopoHs OueHsb yacTo Cunapom nasoHHo- 32,1 7,6 0
KOMH M MOJKOMKHBIX MOI0LIBEHHOH
TKaHei IPHUTPOIH3ECTEINH
(nMamoHHO-MONOLUBEHHBI i
CHHIPOM)
Chinb 14,3 0,1 0
Cyxas koxa 10,1 0,1 0
YacTo 3yn 6,0 0 0
Opurema 37 0 0
Anoneuus 5,7 0 0
Hapy1ueHus co cTopoHsI OueHb yacTo Aptpanrus 7.7 .9 0.3
MBILLICYHOMH, CKENeTHOMH Bonb B KOHEUHOCTH 14,1 1,0 0,3
W COEIMHUTEIbHOM Yacto Muanrus 8,2 0.6 0,1
TKaHH
Hapy1eHus co cTOpoHsl O4eHb yacTo Mporennypus' 20,1 4.8 0,1
No4eK u Yacrto [Moueunas 1.6 0,9 0,1
MOUEBLIBOAALLMX My Tei HEA0CTATOYHOCTH™
O61uune HapyLIeHHs U OueHb yacTo [ToBbllIeHHAS YTOMJIIEMOCTD 45,1 10,6 0,3
peakLuu B MecTe  — 13,8 2,8 0,3
BBCACHHA BocnajieHue clu3ucTOl 13,7 1,0 0
000/104KH
JlabopatopHbie 1 QueHb yacTo CHukeHMe Beca 32,7 4.9 0
MHCTPYMEHTaIbHbIE Yacto [loBbllIeHHE AKTHBHOCTH 3ad 0,7 0,7
JaHHblE nunassl
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p i -
a 2020
. Bee Crenens | CreneHb
CucremMHO-OpraHHblii Karteropus 5 b b b
HexenaTenbHble peakumu® | cTenenn 3 4
Kace YaCTOThI %
/0 0(6 c}fﬂ
I[ToBbINIEHHE AKTUBHOCTH 6.5 1,2 0
anaHuHaMHuHOTpaHchepasbl
[ToBbliieHHE AKTHBHOCTH 3.4 0,6 0,4
amunasbl
[ToBrllueHHE aKTUBHOCTH 6,1 1,0 0
acnapraraMuHoOTpaHcdepassi
[ToBbIlIEHHE AKTHBHOCTH 4.8 0,3 0
eno4Hoit ocdarasznl
[ToBbilieHUE YPOBHS 5,7 0,4 0
KpeaTHHHHA
IToBbllueHE YpOBHA 7.9 0 0
THPEOTPONHOr0 ropMoHa

* HesxenarenbHble peakiyy PMBE/IEHbI B COOTBETCTBUH C YaCTOTOM MX PA3BMTHS 1O BCEM MPUUYMHAM NI0CTIE
Havasa jieueHHs.

® O6liMe TEPMUHOJIOTMYECKHE KPUTEPUH HEKeNaTebHbIX sBieHdi  HaumoHatbHoro MHCTHUTYTa
3710KauecTBeHHbIX HoBoOOpasosanuid (CIIIA), Bepcus 3.0.

¢ Cm. noapasaen «Onucanue OTAENbHBIX HEJKENATENBHBIX peakiuiiy.

4 3aperucTpupoBaHbl CyHau ¢ JeTaTbHbIM HCXOIOM (5-51 CTEreHs ).

¢ Bruntouas neiikosHuedanonatuio.

! Bkioyas cepieuHylo HeJN0CTaTOYHOCTh, XPOHMUECKYIO CEpAEYHYI0 HEJO0CTaTOYHOCTb, CEPAEYHO-
JIErOYHYI0 HEOCTATOYHOCTh, CHMXKEHHE (pakluuM BLIOpOCA JIEBOrO JKEMYI0YKa, AMCHYHKLHMIO JE€BOTO
JKeJlyJo4Ka U HEJJOCTaTO4HOCTh MPABOro XKeJyI04uKa.

¢ Briouas 3710KaueCTBEHHYIO apTepHaibHYIO THMEPTEH3MIO, TMOBBILIEHHOE apTepUANbHOE NaBJIeHHE,
apTepHabHYIO TUIIEPTEH3UI0 U FUIIEPTOHHYECKUH KpPU3.

" Bkmouas yMIMHEHWE AKTWBUPOBAHHOTO YaCTHYHOrO TPOMOOMIACTHHOBOTO BPEMEHH, AaHajlbHOe
KpOBOTEUEHHE, apTepHanbHOe KPOBOTCUEHUE, HATMYUE KPOBM B MOYE, KPOBOMBIIHMSIHUE B LEHTPAILHYIO
HEPBHYIO CHUCTEMY, KPOBOM3JIMSHME B TOJIOBHOH MO3T, YAJIMHEHHE BpPEMEHHM CBEPThIBAHHA,
KOHBIOHKTUBAIILHOE KPOBOU3IIUAHUE, YIIMO, reMOpparuieckyto quapeio, AnchyHKIMOHAILHOE MATOUHOE
KpOBOTEUeHHEe, HOCOBOE KPOBOTEYEHHWE, JKEJIYJOYHOE KPOBOTEHYEHHE, KPOBOTEUEHHME M3 IKETYJ0HHO-
KMIIEYHOTO TPaKTa, FTHHIHBAJIbHOE KPOBOTEUEHHE, reMaTEME3HC, NeMaTOXE3HIO, CHHKEHHE reMaToKpUTa,
reMaToMy, reMaTypulo, CHWJKEHME reMoriobuHa, KPOBOXapKaHbe, KPOBOTEYEHHE, KPOBOTEYEHHE W3
KOPOHApHOH apTepuH, KPOBOTEUYECHHME W3 MOUEBBLIBOMAIIMX MyTeH, reMOppOMIANbHOE KPOBOTEHEHHE,
remMocrtas, MOBBILIEHHYIO CKAOHHOCTh K 00pa3sOBaHMIO CHHSIKOB, TOBBIIIEHHOE MEKIYHAPOAHOE
HOPMaJIM30BaHHOE OTHOLICHHE, KPOBOTEYEHHE M3 HWIKHMX OTAENOB JKETyAOYHO-KMILIEYHOrO TpaKTa,
MENeHy, MNeTeXWH, KPOBOTEUYCHHE M3 TIJIOTKH, YAJMHEHHE TPOTPOMOWHOBOrO BpEMEHM, JIErOYHOe
KpPOBOTEHYCHHE, MYpPIypy, PEKTallbHOE KPOBOTEYEHME, CHUAKEHHE KOJMHYECTBA SPUTPOLIMTOR, [OYEYHOE
KPOBOTEUYCHHUE, KPOBOM3/IMAHHE B CKJIEpPbl, F€MaTOlENE, reMaTOMy CE/e3eHKH, KPOBOM3/IMAHHE B BUJE
OCKOJIKa, CyDapaxHOWJaIbHOE KPOBOM3JIMAHHME, KPOBOM3IMSAHME B fi3bIK, KPOBOTEYEHHE M3 BEPXHHX
OTJIEJIOB 3eJlyJOUYHO-KHIIEUHOrO TPAKTa U BarMHAIILHOE KPOBOTEUYEHHUE.

' Bkmiouast curapom Bamna-Kuapu, Tpom603 riyGokux BeH, TpoMGO3 SpeMHOM BeHbl, TPOMGO3 Ta30BbIX
BeH, TPOMOOIMOO/HMIO JIErOuHON apTepu, OKKITIO3MIO BEH CeT4aTKu, TPOMGO3 BEH CeTHaTKH, TPoMOO3
MOJK/IIOYMYHO# BeHbl, TPOMOO3 BeH, TpOMOO3 BEH KOHEUHOCTEI.

} Brutouast ocTpblii MH(ApKT MHOKapaa, 3MG0Mi0, HHBaPKT MUOKAPAA, OKKITIO3HIO apTepUH CETYATKH U
TPaH3UTOPHYIO MLIEMHYECKYIO aTaKy.

% Tepmun mepopauys xkeyI0YHO-KMIIEUHOrO TPAKTAa M 00pa3oBaHue CBULIEH BKIIOYaeT B cebs
CleyIoMHe NMpeAnoYTHTeIbHbIE TEPMHUHBL abcuece OproHON MONOCTH, aHAIbHBIH abcllece, AHATLHBIH
CBHLI, CBHI, HECOCTOATENbHOCTb JKEJYJA0YHO-KMIIEYHOrO aHACTOMO3a, mnephopauus Keya0uHo-
KHLLIEYHOro TpakTa, nepdopaums ToNCTOro KMUlleYHHUKA, 330(aroGpOHXHaibHbIN CBHIL M NEPUTOHMUT.

' TepmuH npoTenHypus BkMouaeT B cebst CEAYIOUINE [PEATOYTHTEIbHBIE TEpMHUHBI: GeOK B Moue,
Haiu4ue OenKa B MO4e M POTEUHYPUS.
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" Briioyas OCTPYIO TOYEHHYHO HEI0CTATOYHOCTh., T
" TEpMHH XONMEUHUCTHUT BKIKOYAET B cebs CINCAYHOLIHME BHAbBIL OCpr]i:I XONCUUCTHT, XOJCLUHMCTHT,
HHC])GKL{HOHPIb[ﬁ XONCUHCTHT.

Onucariue 0mMoeIbHbIX HeHCEAaMebHbIX PeaKyull

Cepoeunas neoocmamoyunocmo (CM. pazoen 4.4)

B KoHTponMpyeMOM KJIMHHYECKOM MCCNEJOBAaHUM INpPUMEHeHHs akcuTHMOa (n=359) B jeveHuu
nauueHToB ¢ [1KP, spieHus cepaeuHoi HEA0CTATOUHOCTH (BKIIIOYAs CepIeUHYHO HeNoCTaTouHOCTh (0,6%),
cepaevHo-jerounyo  HepocrarouHocte  (0,6%), aucdynkuuio neporo kemymouka (0,3%) wu
HEIOCTATOYHOCThL npasoro xkenymouxa (0,3%)) peructpuposanuck y 1,7% naudeHToB, nonyvaBuinx
akcuTHHUO. CeppieuHas HeaocTaTouHOCTh 4 cTeneHu ortMevanack y 0,6% nauueHToB, MPUHMMABIIMX
akcuTiHuO. DaranbHas cepaeyHas HejocTaTouHOCTh Habmoaanack y 0,6% NaumMeHTOB, MPUHUMABHIMX
AKCUTHHHO.

B uccnenoannsax MoHoTepanuu akcuTHHHOOM (n=672) B neuenun naupeHtor ¢ [TKP senenus cepaeunoi
HEIOCTATOMHOCTH (BKJIKOYas CEPACHHYIO HEOCTATOYHOCTb, XPOHHYECKYIO CEPAEYHYIO HEOCTATOMHOCTD,
CEPACHHO-JIETOYHYIO HE0CTATO4HOCTb, AMCHYHKLMIO TEBOTO JKEJly10UKa, CHIDKeHNE (Bpakuuu BrIGpoca
JIEBOTO KeJlyl0uKa M HEeJ0CTATOYHOCTh INMPAaBOro Kenynouka) peructpupoBaiuce y 1,8% nauuedTos,
nosty4aBluMX akcuTuHUO. Cepaevnas HeA0CTaTOUHOCTb 3 U 4 cTenenn Habmonanace y 1,0% nauueHToB, a
(aranpHas cepaeuHas HeAOCTaTOUHOCTD - y 0,3% mauMeHToB, NMPUHUMABLINX AKCHTHHUG.

Huchynryua wumosuonoi sicenesvl (cM. pasden 4.4)

B koHTpONiMpyeMOM KIHHUYECKOM WCC/IeJOBAaHHM NTPUMEHEHHS akCUTHHHOA B Jleuenuu nauuentos ¢ [TKP
pasBuTHe runoTupeosa nabmopanock y 20,9% nauventoB, a runeptupeoza — y 1,1% nauueHToB.
[losbienne ypoens tupeorporntoro ropmona (TTI') B kayecTBe HexenaTenbHOM peakUMu OTMEHANoCh y
5.3% nauueHTOB, MONYUYMBIIMX aKkCHTHHMO. B Xozme pyTunHbIX 1a00paTOpHBIX HCCelOBaHui ObU1O
YCTaHOBJIEHO, 4TO Cpefiu nauueHTos ¢ yposHem TTT no navana tepanun <5 MxEx/mn, mosslimenune yposHs
TTI" 210 mxE/min nabmonanocs y 32,2% nauueHToB, NMOMYYaBLUIMX aKCUTHHUO.

B 06beanHeHHBIX KITMHUYECKUX HCC/IeOBAHHAX IPUMEHEHHS akCUTHHHGA (n=672) B Ne4EHUHN NALUEHTOB
¢ [KP passurue runortupeosa vabmonanocs y 24,6%, a runepripeosa y 1,6% naumeHToB, noay4apmmx
AKCUTHHUO.

Benosnaa mpombosmbonus (M. pazden 4.4)

B koHTpOIMpYeMOM KIIMHUYECKOM MCCIeIOBAHUHU MPUMEHEHHUS aKCUTUHMOA B JleueHWH nauuenTtos ¢ [TKP
pasBMTHE HEXKeNaTellbHbIX PeaKuMii B BUAe BeHO3HOH Tpomboambonuu Habmoaanocs y 3,9% naumenTos,
NOJy4aBIIuX akCHTHHUO (BKIroUas TpomboamMGonuto nerouHoi aprepun (2,2%), OKKIIO3HI0/TpoMG03 BeH
ceryarku (0,6%) u Tpomb03 riaydokux BeH (0,6%)). BeHosHble TpomBGosMOoInUecKre ocoxHeHUs 3/4
CTemeHn OTMevanuch y 3,1 % nauueHToB, nony4aBIIMX aKcUTUHUO. MaranbHas TpomGosmbonus
7eroyHoi aprepuu Obina 3aperucTpupoBana y oaHoro naunenta (0,3%), NpUHUMABLIEro aKCUTHHUG.

B 00beiMHeHHBIX KIMHHYECKUX UCCIIe10BAHUSAX PUMEHEHHUS aKCUTHHHOA (N=672) B I€YCHUM NaLUEHTOB
¢ [1KP passurue penosnoit tpom6oambonuu ormeuanoch y 2,8% nauueHTOB, MOMyYaBUIMX aKCUTHHHOG.
SBnenuns BeHO3HOM TpomOO3MOO/IMK 3 cTeneHu Obiny 3aperucTpupoBansl ¥ 0,9% nauueHToB, a sBleHUs
BEHO3HOH Tpomboombonuu 4 crenenu - y 1,2% nauuenrtos. DaranbHas BeHo3Has TpomGoIMGomHs
Habmopanace y 0,1% nauueHTOB, MOMYYABLIMX aKCUTHHHO.

Apmepuanonas mpombosmbous (cM. pazoen 4.4)

B KOHTpPO/IMpYEeMOM KJIMHMYECKOM UCCIeJ0BAHUN MPUMEHEHHUs aKCHTHHUOA B ieueHnuu nanuenTos ¢ [TKP
HeKenaTeNbHble peakUMH B BUJE apTepHaibHON TpomOosmOonuu Obimd 3apeructpupoBanbl y 4,7%
MALMEHTOB, MOJy4YaBWIMX akcutunu® (Bkmovas wuHdapkr wmuokapaa (1,4%), TpaHsuTOpHYIO
ueMuyeckyto ataky (0,8%) u octpoe HapyLieHHe Mo3roBoro kpooodpauenus (0,6%)). HesxenarenbHsie
peakuMv B Buae apTepuanbHod TpomOGosmOonuu 3/4 crenenn Habmopanuch y 3,3% nauMeHToB,
MOJIy4aBIIMX aKCUTUHHO. Bbi 3aperucTpHpoBaH OuMH (haTalbHBIA OCTPhIH HHPAPKT MMOKApAa M OJHO
(aranpHoe ocTpoe HapylieHue Mo3roeoro kposoobpauienus (0,3%). B uccnegoBanusx MoHoTepanuu
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akcuTHHUOOM (n=850) HexenaTenbHble peakUMM B BHUAE apTepHaibHOK TpomGosMGonuu (BKIOYas
TPaH3WTOPHYIO HMILIEMHYECKYIO aTaKy, HH(ApKT MHOKapAa W OCTPOE€ HapyLIEHHE MO3rOBOTO

KpOBOOOpaleHHs ) OTMEHATHCh Y 5,3% MaluUeHTOB, MoJy4aBLUIMX aKCUTHHUG.

B 06beAnHeHHBIX KIMHHYECKUX HCCIeA0BAHNAX NPUMEHEHUS akCUTHHNUGA (n=672) B ICUEHUH NALIHEHTOB
¢ IIKP paseuthe aprepuanbHoil TpomGosmGonun nabmoganock y 2.8% MauneHTOB, MOYYaBIIMX
akcuTHHUO. SlBnenus apTepvaibHOW Tpomboambonmu 3 crenenn Gbinin 3aperucrpupoBanbl y 1,2%
MalMEeHTOB, a ABJIEHHs apTepUalbHON TpomboImMbonuu 4 crenenu - y 1,3% naumentor. JleTansHusiii ncxon
npu aprepuanbHoi TpomGoombonuu ormeyancs y 0,3% nauueHToB, NoJy4asIux akCHTHHUO.

Honuyumemus (cM. pazoen 4.4)

B xoHTponupyeMom KJIMHHUECKOM MCC/IE0BAaHWM NIPUMEHEHHS aKCUTHHUOA B JleueHnH nauuentos ¢ [TKP
pasBHUTHe MOJMUMTEMMH OTMeYanochk y 1,4% nauueHToB, MOAyuaBIIMX akCHTHHHO. B Xome pyTHHHBIX
nabopaTopHbIX Uccaea0BaHUH y 9,7% naleHTOoB, MONyYaBLIMX AKCUTHHUO, ObLITO BLIABIECHO MOBbILIEHHE
ypoBHs remornobuna seiie BI'H. B ueTbipex KIMHHUYECKHUX HCCIIENOBAHMAX NPUMEHEHHS aKCUTUHMOA B
neveHuu naudeHtoB ¢ IIKP (n=537) noeblienne ypoBHs remornobuna Beitie BI'H  6bimo
3aperucTpupoBaHo y 13,6% nauueHTOB, MoJjiy4aBlIMX aKCHTUHMO.

B 00beAMHEHHBIX KTMHUYECKUX UCC/IE10BaHUAX TPUMEHEHH aKCUTUHUOA (n=672) B TeYEHUH NALIMEHTOB
¢ [1KP passutue nonuumremun ormevanocs y 1,5% nauueHToB, nojyyasmmx akCUTHHHG.

Kposomeuenus (cM. pazoen 4.4)

B koHTpONHpyeMOM KIHHHHYECKOM HCCNIeI0BAaHUH NPUMEHEHNA aKCHTHHHOA B leueHnn nauuenTos ¢ [TKP,
M3 Y4acTHs B KOTOPOM HCK/IIOYANWCh MALMEHThl ¢ METACTATHYECKHUM MOPAKEHHEM IOJIOBHOIO MO3ra, He
MoyYaBUIME [0 JAHHOMY [MOBOAY COOTBETCTBYIOLLErO JIEUEHHS, FEMOPparH4eckue HekenaTeNbHble
peakuuu ObLIM 3apervcTpupoBanbl y 21,4% nalMeHTOB, MojyyaBLiMX akCUTUHMOG. [eMopparuueckue
He)KeJaTelIbHble peakunu, HabmioaaBLIMecs y MalMeHTOB, MMOJy4YaBlIuX aKCUTHHUO, BKIIOYAIH HOCOBOE
KpoeoTeuenue (7,8%), remarypuio (3,6%), kposoxapkause (2,5%), pekraibHoe KpoBoTeueHue (2,2%),
KpoBoTeueHne u3 neced (1,1%), xenynodnoe kpoporeyenue (0,6%), KPOBOM3NUIHUE B TONOBHOH MO3r
(0,3%) u KpoBOTEHEHHE M3 HWKHHUX OTIENOB XKeayA04HO-KH1Lue4wHoro TpakTa (0,3%). emopparuueckue
HEXKenaTesbHble PeakUuH >3 cTeneHn oTMedanuch y 3,1% nauueHToB, MoJyYaBUIMX aKCHTUHUG (BKIIOYas
KPOBOM3JIUSIHWE B OJIOBHOW MO3r, JKEJYJA0YHOE KPOBOTEYEHHE, KPOBOTEUYECHHE M3 HHKHMX OTJEJIOB
JKENTyIOYHO-KHIIEYHOro TpakTa M KpoBoxapkaHbe). KpoBoTeueHue ¢ JeTanbHLIM HCXOAOM ObLIO
3aperucTpupoBaHo y oaHoro nauuentTa (0,3%), npuHumMasilero akCUTHHUG (KkestyI04HOe KPOBOTEUEHHUE).
B uccnenosannsx MoHoTepanuu akcuTHHHOOM (n=850) KpoBoXapkaHbe Haboaan0Ch ¥ 3,9% nauueHTos,
a KpoBoXapkaHbe >3 cteneHu - y 0,5% nauneHToB.

B 06beiMHeHHbBIX KIIMHHYECKUX UCCIIeI0BAaHUSX NIPUMEHEHHS akcUTHHKOa (n=672) B Ie4EHUH NaLIMEHTOB
¢ [IKP paseutie remoppariyeckx asjieHHit otMeqanock y 25,7% nauueHToB, MolyYaBliuX aKCHTHHHO.
[emopparuueckue peakumn 3 cTeneHu ObUIM 3aperucTpupoBaHbl y 3% MAllMEHTOB, reMopparuyeckue
peakuuu 4 crenenu - y 1% NauMeHTOB M KPOBOTEUEHHE C JIETANBHBIM HCXoAoM - y 0,4% mauueHToB,
NoJy4aBIIAX aKCUTHHUO.

Ilepdhopayus acenydouno-kuuteuno2o mpaxma u odpazosanue ceuugei (M. pasden 4.4)

B koHTpOHpYeMOM KIMHHYECKOM HUCCIE10BaHWH MPUMEHEHHs AKCUHTUHHOA B ieueHuH nauuentos ¢ [TKP
nepdopauus Keay10UHO-KHLIEUHOr0 TpakTa Habmoaanacs y 1,7% MauneHToBs, Noay4yaBlIMX akCUTUHHUG
(Bkimouas obpasosanue aHanbHOro ceuwa (0,6%), ceuwa (0,3%) 1 nepdopalii sxKenya0HHO-KUILIEYHOTO
Tpakta (0,3%)). B uccneopanusax MmoHotepanuu akcutuaudom (n=850) ciyuau nepdopainy #enymouHo-
KHLIEYHOTO TPaKTa OTMeYanuch y 1,9% nauueHtos, a nepdopaums KeqyJ04HO-KHIICYHOrO TPakKTa ¢
JIeTa/IbHBIM MCXO0/10M Oblila 3apeructpupoBana y ofgHoro namuenta (0,1%).

Coobujenue 0 n0003pesaemMblx HENCEIAMENBHBIX PeAKUUIX

BaxxHo coobiuarh 0 Momo3peBaeMbIX HEXeEaTelbHbIX PEaKUMsX MOC/e PEerucTpalmuy JIEKApCTBEHHOrO
mpenapara ¢ Ueibi0 OobecrneyeHus HEMPEPLIBHOTO MOHMTOPUHIA COOTHOLIEHWS «I0/Ib3a — PHUCK»
JIeKapcTBEHHOro npenapara. MeauUMHCKMM pabOTHHUKAM peKOMeHayeTcss coobwarsk o MobbiX
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MNoJ03pEBACMBbIX HEKENATENBHBIX peaKlLUAX JIEKAPCTBEHHOIO MNpenapara 4€pe3 HallMOHalbHBIE CHCTEMBI
COO0LIEHHS O HeXKeTaTebHBIX PeaKUHAX rocyaapcTs — 4J€HOB EBpazuﬁcxoro SKOHOMHYECKOro COrO3a.

Pecny6auka Beaapycn

VI «LlenTp 9KCMEepTH3 U UCTIBITAHMI B 37ipaBoOXpaHeHHU» MuHUCTepCTBa 3apaBooXpaHenus Pecrny6auku
benapyco

Anpec: 220037, r. Munck, ToBapuiieckuii nep. 2a

Tenedon ornena dpapmakonansopa: +375 (17) 242-00-29; dakc: +375 (17) 242-00-29

On.noyra: repl@rceth. by, reeth@rceth.by

http://www.rceth.by

4.9. Ilepeno3npoBKka
Cnennduueckoro ieyeHHs Nepefo3UPOBKH aKCHTHHMOOM HE CYLIECTBYET.

B koHTponMpyeMoM KIMHUUECKOM MCCEI0BAHWH NPUMEHEHHS aKCUTUHHOA B leueHnH nauueHTos ¢ [TKP
O/IMH MAalHEHT HEMPEIHAMEPEHHO MPUHUMA npenapaT B fo3e 20 Mr Ba pasa B CyTKM B TeueHHe 4 IHeH,
MpH 3TOM Yy Hero HabKoanoch pa3BUTHE roNOBOKpYkeHus (1 crenewn).

B kivHHueckOoM MccnenoBaHMHM akcHTHHMOA ¢ MoaAGOpOM [03 y MAlMEHTOB, MOJYYaBIIMX Mpenapar B
HavanbHOW jio3e 10 Mr aBa pasa B cytku unu 20 mr jBa pasa B CYTKHM, HaGMIOQanoCh pasBUTHE
HE)KENATENbHBIX PeaKLKi, KOTOPblE BKIIOYAIH apTepPHATbHYIO [HIICPTEH3HIO, aCCOLMHPOBAHHOE C Hel
pa3BUTHE CYJ0POr U KPOBOXapKaHbe CO CMEPTEIbHbIM HCXOI0M.

B ciyuae nofospenns Ha nepeao3upoBKy cleyeT BpeMeHHO MPeKpaTUTh NMpUeM akCHTHHMOA ¥ NPOBECTH
TMOIEPIKUBALOLLIEE JEHECHHE.

5. PAPMAKOJIOTHYECKHME CBOMCTBA

5.1. ®apmMakoaHHAMHUYECKHE CBOHCTBA

ITporuBoonyxonepble cpeicTBa, HHTHOUTOPHI IPOTEMHKUHA3DI
Koa ATX: LO1EKO01

Mexanuzm deticmaus

AKCUTHHUO npecTaBseT COOOH MOUIHBIH M CENEeKTHBHBIM MHIMOMTOP TUPO3MHKMHA3BI PELENTOPOB
cocymuctoro suporennansHoro dakropa pocra (VEGFR -1, VEGFR-2 u VEGFR-3). Dtu peuentopsi
Y4YacTBYIOT B MEXaHH3MaX MaToJIOrHYeCKOro aHrMoreHesa, OMyXOJeBOr0 poCTa M METacTasHpOBaHMS.
Bbl10  MpOAEMOHCTPUPOBAHO, 4YTO aKCHTUHMO obecreuuBaer MoluHoe wuHrHOWpoBanne VEGF-
OTOCPEeIOBaHHOM NpoM(epaLu U BbKMBAEMOCTH HAOTEHANBLHBIX KIETOK. AKCHUTUHUG MHrMOHpoBan
dochopunuposanne VEGFR-2 B cocyiax KCEHOTPAHCIIAHTATOR OMYXO0JIEH, SKCTIPECCHPYIOLIUX MULIEHH
in vivo W BbI3bIBAJI 3a0€PIKKY POCTa, PErPECCHIO OIYX0JIM U MHTHOMpPOBaHHWEe METACTa3UPOBAHHS BO MHOI'MX
9KCMEPUMEHTABHBIX MOJENIAX 3J10Ka4YeCTBEHHBIX HOBOOOpA30BaHUiA.

Bausnue na unmepean QT

B paHaoMu3supoBaHHOM, 2-CTOPOHHEM, MEPEKPECTHOM HCC/IEI0BaHMH 35 310pOBBIX YYaCTHHKOB
O/IHOKPATHO TMOJIy4ali aKCUTHHMO B J03€ 5 MI' M30JMPOBAHHO WM B KOMOMHALMM C TPUEMOM
kerokonazona B gmose 400 mr B Tewenue 7 gAHei. PesysabTaTel  JIaHHOrO  MCClENOBAHUA
MPOJEMOHCTPUPOBAIIH, YTO KOHUEHTPALMM akCUTHHHOA B NjasMe KpOBH, [0 2 pa3 NpeBbIIABIINE
TepaneBTHYECKUE KOHLEHTPALMM, OJKHdeMble MOCcNe NpHemMa npenapara B J03¢ S Mr, He NPUBOAWIN K
KJIIMHUYECKH 3HAaYUMOMY YIUTMHeHUIO uHTepBana QT.

Knunuueckas aghhexmuerocmes u 6ezonachocme
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Ouenka OesonacHocTH M 3GHEKTHBHOCTH aKCUTHHUGA IPOBOMIIACH B PAHIOMU3HPOBAHHOM, OTKPhITOM,
MHOTOLIEHTPOBOM ~ MccnefoBaHui 3 dasbl.  [Mauments: (n=723) ¢ pacnpoctpanenusiv [IKP ¢
nporpeccupoBaHreM 3ab0eBaHus Ha (OHE WM NOC/e MPOBEAeH s IEPBOM JIMHUKM CUCTEMHOM Tepanuy (¢
MpUMEHEHHEM CyHUTHHHOA, GeBaumsymaba, TeMCHPOIMMYCa MITH LIATOKUHOB) ObITM paHIOMHU3UPOBAHbI
(1:1) na nony4enne akcutuauba (n=361) unu copadenuda (n=362). OueHka OCHOBHOI KOHEYHON TOUKH
(BbukHBaemMocTu Ge3 mporpeccupoBanus 3abonesanns - BBII) nposoaunace mocpeacTBoM ciemnoro
HE3aBUCUMOTO LEHTPAIM30BAHHOTO aHanu3a. BropuuHble KOHEYHBIE TOYKM BK/IKOYAIM YacTOTy
00BbeKTHBHBIX 0TBeTOB Ha JiedeHue (HOO) u obuyto eeikusaemMocts (OB).

M3 Beex BKITIOUYEHHBIX B JIAHHOE UCC/ie0BanKe naleHTos 389 nauuentam (53,8%) paxee Gbina nposeneHa
OfHA JIMHHS CHUCTEMHOH Tepanmuu cyHUTHHUOOM, 251 naumenty (34,7%) - OAHAIMHMA CHCTEMHOM
XHMHOTEepAn1u UMTOKHHAMH (MHTepAeHKUHOM-2 MM HHTepdepoHoM-anbda), 59 nauuentam (8,2%) —
oaHa nmuHus Gepaumsymabom u 24 maumentam (3,3%) — oama mvHMS TeMcupoaumycoM. OCHOBHBIE
AeMorpaguuecke napamMeTphl U XapakTepucTHKH 3abonesaus (BO3pAcCT, Mo, pacoBas NPUHAIEKHOCTb,
(yHKUMOHABHBIH cTaTyc no mikane BocTouHoli ofbemuHeHHOM OHKonmoruueckol rpynnsl (Eastern
Cooperative Oncology Group - ECOG), reorpaduueckuii perion u mpeiectsytomas tepanus) Gbiiu
CXOKHMH B Ipynnax, NpUHAMaBIIMX akCMTHHHO u copadennd.

B obuweii nonynsuum mauueHToB M B JABYX OCHOBHBIX MOArpynnax (¢ npeauwecTByiowei Tepanueii
CYHUTUHHOOM U NPENIIECTBYIOIEH Tepanueil LMTOKMHAaMH) ObII0 OTMEYEHO CTATHCTMYECKH 3HAYUMOS
MPENMYLIECTBO aKCHTHHHOA nepen copadeHnOboM N0 OCHOBHON KOHeuHOI Touke - BBIT (cM. mabnuyy 2 v
pucynxu 1, 2 u 3). Mennana BBIT otnmyanace no noarpymnnam B 3aBUCHMOCTH OT NPEALIECTBYIOLIEH
Tepanuu. Jlse moarpynmnbl (¢ MpemllecTBYIOLIeH Tepamuel TEMCHPOIMMYCOM M MpeLIeCTBYIOUIEH
Tepanuedl Gesauusymabom) ObLIM CIMIIKOM Majibl /I JEMOHCTPALUMH HAAEKHBIX PE3Y/bTATOB.
CraTucTHHeCKM 3HAYMMON pasHMUbl Mexay rpynnamu no OB B oflied nomyiasuuu NauMeHToB U B
NOArpynnax B 3aBUCUMOCTH OT MpPEeALIECTBYIOLIEH Tepaniu BbIABIEHO HE ObLI0.

Tabanua 2. Pesyabrarhi HecseaoBaHus 3pHeKTHBHOCTH

Kb T AKCHTHHHD copadennd OP (95% JH) Sngene
HeeslelyeMast oMy Isilust p
O6was nonyasiuus ITT N =361 N =362
Menuana BEIT*® B Mecsuax 6,8 (6,4, 8,3) 4,7 (4,6, 6,3) 0,67 (0,56, 0,81) <0,0001¢
(95% JIN)
Menunana OBY B mecsnax 20,1 (16,7,23.4) | 19,2(17,5,22,3) 0,97 (0,80, 1,17) H3
(95% IH)
400", % (95% JIH) 19,4 (15,4, 23,9) 9.4 (6,6, 12,9) 2,067 (1,41, 3,00) 0,0001¢
IMpeawecTeyomas Tepanus N=19%4 N=195
CYHHTHHHOOM
Menuana BEIT* " B mecsuax 4,8 (4,5, 6,5) 3.4(2,8,4,7) 0,74 (0,58, 0,94) 0,0063"
(95% JIA)
Menuana OB¢ B Mecsax 15,2 (12,8, 18,3) | 16,5(13,7,19,2) 1,00 (0,78, 1,27) H3
(95% IH)
400", % (95% JIH) 11,3 (7,2, 16,7) 7,7 (4,4, 12,4) 1,48(0,79, 2,75) H3
IMpepmecTBytomasn Tepanus N=126 N =125
UMTOKHMHAMH
Mennana BBIT* ® B mecsuax 12,0 (10,1, 13,9) 6,6 (6,4, 8,3) 0,52 (0,38, 0,72) <0,0001"
(95% IH)
Mennana OB B Mecsuax 29.4 (24,5, HO) | 27,8 (23,1, 34,5) 0,81 (0,56, 1,19) H3
(95% IH)
YOO, % (95% JIN) 32,5(24,5,41,5) | 13,6(8.1,20,9) 2,397(1,43-3,99) 0,0002

1 — noseputensHelii unreppan; OP — otHowenne puckos (Hazard Ratio) (akcutuun®/copadennt); ITT —
HOMYJIALNA NMAalMEHTOB ¢ Ha3HaYeHHbIM NevuenneM; HO — He nopnaertcs onenke; H3 — He sBngeTcs cTaTUCTHHECKH
3Ha4uMbIM; YOO — yactoTta o6bekTuBHOro oteera; OB — o0mas sebkuBaeMocTh; BBIT — BhlkuBaeMocTh Ges
nporpeccHpoBaHus 3aboeBaHus,

* Bpems ot paugomMu3aumMu 10 NPOTrPecCHpPOBaHMA 3a00/1eBaHKMA MM CMEPTH OT JIIOGOH NPUUMHEL, B 3aBUCUMOCTH
OT TOTO, YTO MPOM30IaeT panbiie. [lata okoHyaHus cOopa JaHHBIX: 3 uroHa 2011 r,

° Tlo He3aBMCHMON PaaHONOrHYECKON OLEHKE B COOTBETCTBMM C KPUTEPUAMHM OLEHKH OTBETA MPH CONMIHBIX
onyxonax (RECIST).
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¢ OnHOCTOpOHHEE 3Ha4YeHUE P I OLEHKH JIeYEeHHMA MO JOr-paHroBOMY KpHTEPHIO, CTPATH(GHLMPOBAHHOMY M0
¢yukunoHansHoMy cratycy ECOG un npeauiecTByroLeli Tepanui.

¢ Jlara oxonuanus cGopa nanubix: 01 HosGps 2011 .

¢ Jlara oxoHuanus cOopa nanueix: 31 asrycra 2010 r.

' Ortnowenne puckos w1 YOO. OTHouleHHe puckoB >1 yKka3biBano Ha GOJbLIYIO BEPOATHOCTL OTBETA B TPYIIIE
aKCHTHHHOA; OTHOIIEHHE PUCKOB <] yKa3biBano Ha GONbLIYIO BEPOSATHOCTL OTBETA B Ipymne copadeHunba.

¢ OnHOCTOpOHHEE 3HA4YeHHe P U1 OLEHKH JeueHus 1o Kputepuwo Koxpana-Mawurens-Tensens,
cTpatuhULHpOBaHHOMY N0 (yHKUHOHANLHOMY cTaTycy ECOG u npeaiuecTByoLeii Tepanuu.

" OnHocTopoHHEE 3HAYEHME P VIS OLEHKH JIEYEHHA TO JIOTPaHroBOMY KPHTEPHIO, CTPaTH(GHUMPOBAHHOMY MO
tdhyHknuoHansHomy cratycy ECOG.

' OpnHOCTOpOHHEE 3HAYeHME P U1 OUEHKM JedeHus no kputepmio  Koxpawa-Mantens-Iensens,
cTpatudHIMpoBaHHOMY N0 (yHkuuoHanLHOMY ctatycy ECOG.

Pucynox 1. Kpnsasa Kanaana-Meiiepa 115 BbuKkHBaeMocTH §e3 mporpeccupoBaHus 3a6o/1eBaHust no
pe3yabTaTaM He3aBHCHMO OUEeHKH /1Jisi 00uieil monyJisinum.

i e UHJIUTA (n=361)
Meamana 6.8 mecauen

= =CO= =  (Copatennd (n=362)
3ee Meanaua 4,7 Mecalia
b | OrHOwWeHHe PHCKOB =

i e o 0,67
0.5 ' \. _ 95% I (0,56, 081)
e ‘ 3uauenne p <0,0001
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Pucynok 2. Kpusasi Kannana-Maiiepa BbIKHBaeMocTH 0e3 mporpeccHpoBanusi 3a0oJeBaHusl 10
pe3yiLTaTaM He3ABHCHMOH ONEHKOMH B NOArpyNne NpeJllecTBYIOMIEro JJeyeHns CYHUTHHHOOM
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Bpems (Mecsibl)

Pucynok 3. KpuBas Kannana-Maiiepa BbIKHBaeMocTH §e3 mporpeccHpoBaHusi 3a00/1eBaHHS 1O
pe3yJIbTATAM HE3ABHCHMONH OLCHKOM B MOArpynmne npemecTBYOMEro Je4eHusi HNTOKHHAMHI

.. HHIIMTA (n=126)
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Bpems (mecsibn)

Hayuenmur demekozo go3pacma

EBponeiickoe areHTCTBO MO J€KapCTBEHHLIM CPEACTBAM YTBEPAMIO OTKa3 OT o0sf3aTenbCcTBa Mojavu
pe3yIbTaTOB MCC/IEIOBaHH NMPUMEHEHUS aKCUTUHKMOA B JIe4eHUM paKa MOYKM M paka NMo4ye4HoH 1I0XaHKH
(3da  MCKIOYeHHEM HedpobaacTombl, HedpobnacTomaro3a,  CBETJOKJIETOMHOH  CapKOMBI,
Me3061acTHUeCKON HEGPOMBI, KapLMHOMBI M3 KJIETOK MO3rOBOrO CJIOS MOYeK M pabaoMaHOM OIMyXoJH
MOYKM) BO BCEX MOArpyMNnax MauMeHToOB AETCKOro Bo3pacTta (MH(OpMauuio 00 HCIOJIb30BAHUM Y
NAlHEHTOB JIETCKOr0 BO3pacTa cM. B pazoene 4.2).

5.2. ®apmakokuHeTHYECKHE CBOHCTBA
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ITocne nepopansHoro npuema TabneTok akCUTHHHOa abcomoTHas OUOIOCTYIIHOCTb B CPE/IHEM COCTABISET
58% (no cpaBHeHHIO ¢ OMOMOCTYMHOCTBIO TMOCNE BHYTpPMBEHHOro BBelleHMs mpenapara). [lepuon
NOJYBbIBE/ICHHA aKCUTHHMOA W3 Maa3Mbl KPOBM BapbupyeT B amanaszoHe ot 2,5 mo 6,1 wacos. [Ipuem
akcuTHHMOA B J103€ 5 MT JiBa pa3a B CYyTKH NPUBOAMI K <2-KpPaTHOMY KyMYJMUPOBAHHIO aKCUTHHHMOA 110
CPaBHEHMIO C OJIHOKPATHBIM [pPUEMOM TIIpenapara. BBuay KOpOTKOro mnepHojma TMoJyBbIBEACHUS
aKCUTHHMOA O0XKMMAeTCH, YTO PAaBHOBECHOE COCTOSHME IOCTUraercs B TeueHWe 2-3 AHeH OT Hayana
Tepanuu.

Beacwisanue u pacnpedenenue

MakcumanbHas KOHUEHTpaLMs akCHTHHMOA B MiasMe KpOBH, Kak NMpaBuilo, Aocruraercs yepes 4 uaca
nocJie MepopanpHOro NMpueMa mnpenapara ¢ MeaAuaHoH Ty, BapbUpyiOUICH B auanazoHe ot 2,5 no 4,1
yacos. [Ipuem akcutnHuOa ¢ nuUIel ¢ yMEPEHHBIM COAEPKAHUEM XKUPOB NMPUBOAMI K 10% CHIKEHMIO
SKCIO3ULIMKM 110 CPaBHEHMIO ¢ MPHEMOM rfpenapaTta yTpoM Harowak. [Ipuem akcutuHmbGa ¢ skupHOM
BLICOKOKA/TOpUHHON nuiied npusoaun K 19% NOBLILIEHHIO IKCMOZULMHK 110 CPABHEHHMIO C TPUEMOM
npenapara yTpoM HaTtoulak. AKCUTHHHO MOKHO NMPUHUMATL BHE 3aBUCHMOCTH OT MpHema Mmuiu (cm.
pasden 4.2).

Cpeanue 3HaueHUs Chax 1 AUC yBeIHUMBATHCH NPONOPLMOHANIBHO 03¢ akCUTHHMOA B IManasoHe 103 oT
5 1o 10 mr. CpasbiBaHKe akCHTHHHOA C MPOTEHHAMHU I11a3Mbl KPOBM YeJIOBEKA iR Vifro (MPeUMYLIECTBEHHO
¢ anbOyMMHAMU U B YMEPEHHON CTEMEHU C o] -KMCIOTHBIMH TTMKONPOTeMHaMU) cocTaenser >99%. Tpu
npueMe Mpernapara B 03¢ 5 MI JBa pa3a B CyTKM BO BpPeMsi TpHeMa MHULIK CpelHee TeOMETPUUECKOe
3HaY€HUE MAKCHMalbHOM KOHUEeHTpauuu B nnasMe kpoBu U AUCy y ManneHToB ¢ pacrpocTpaHEHHBIM
IIKP cocrasnsno 27,8 ur/ma u 265 ur*u/mn, cooTBeTcTBeHHO. CpeaHee reOMeTpHYECKOE 3HAYEHHE
KJIMpEHCa MU MepopanbHOM MpUEME MpenapaTa M Kaxyluuics oobeM pacripeaeneHus coctaiasnu 38 i/y
u 160 1, COOTBETCTBEHHO.

Memabonusm u gvigedenue
AxcutHUO MeTabonusupyercs riaBHbIM 00pazoM B nevedn ¢ nomoiupio CYP3A4/5 u B meHblueii
crenenn CYP1A2, CYP2C19 w UGTIAL.

[Tocne mepopajbHOro npuemMa paavMoakTUBHOIO akcHMTHHMOA B no3e 5 mr 30-60% paauoakTHBHOCTH
obHapy»xusanock B kajie U 23% - B moue. OCHOBHBIM KOMIIOHEHTOM, OOHApYKMBAEMBIM B Kane, Obli
HEU3MEHEHHBbIH aKCHTHHUO (Ha JO/M0 KOTOPOro mnpuxoawnock 12% OT NMpUHATOH [J03bl Npenaparta).
Heunsmenennslii akcurunub ne obHapyskupaics B Mmoue. Bosbluas uyacte pagHoOakTMBHOCTH B MOYe
Npuxoaunack Ha MeTabonuThl KapOOHOBOM KHCIOTHI M cynbdokcuma. J[OMMHMpYIOLIAA YacTh
pPaqMOaKTUBHOCTH B [MJla3M€ KPOBM NpUXoAMiach Ha N-IMOKypoHWaHbIH  merabonur  (50%
LIMPKYJIMPYIOILIEH paIHOaKTUBHOCTH ), Ha J10JIF0 HEM3MEHHOI'0 akCUTHHHOA M cyIboKCHIHOTO MeTaboHTa
NPUXOAMNIOCH NpUMepHO 1o 20% LupKyIupyoLei pajiuoakKTHBHOCTH.

Cynbdoxenanniit 1 N-rioKypoHuIHbIH MeTabonuThl obanann npumepto B 400 u 8000 pas menbueit
aKTHBHOCTBIO B oTHOLWEHHH VEGFR-2 in vifro no cpaBHeHHIO ¢ aKCHTHHHOOM.

Ocobure Kamezopuu nAayueHmos

Juya nosicunozo eospacma, noi u paco6as RPUHAOIEHCHOC b

Pesynbrarsl nonynsuMOHHBIX (APMAKOKMHETHUECKMX AaHATM30B MALMEHTOB C pAClpOCTPaHEHHBIMH
3/10Ka4eCTBEHHbIMU HOBOOOpasoBaHMAMU (B TOM uuciae ¢ pacmpocrpaHeHHbiM [IKP) u 3mopoBbix
A00pOBONBLER CBHETENLCTBYIOT O TOM, YTO BO3pacT, 10/, Macca Te/la, pacoBas MPUHAJLIEKHOCTb,
dynkumsa novek, reHotun UGTIA1 wau redorun CYP2C19 He OKa3bIBAalOT KJIMHWYECKM 3HAYUMOTO
BJIMSTHHSA.

Hemcexuii gozpacm
HUccnenosanus npueMa akcuTuHnba y aeteid B Boszpacte <18 neT He MPOBOAMINCE.

Hapyuwenue dhyurxyuu nevenu
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Hccnenosanus in vitro v in vivo yKasblBaloT Ha TO, YTO aKCUTUHUO MeTabonu3upyeTcs rliaBHbIM 06pasom
NeYeHbio.

3HaueHHe CHMCTEMHOH OSKCMO3MLMH aKCUTHHWOA IOCie ero OJHOKPAaTHOrO TMpHeMa Y MalHEeHTOB C
HOpMasIbHOW (DYHKUMEH MEUEHH U MALMUeHTOB ¢ HapylIeHueM (YHKIHMH MeYeHU JIETKOH CTENEHH THKECTH
(knace A no Yadnay-TTbio) ObIIO OAMHAKOBBIM U BbIlIe (MPUOAM3NTENBLHO B 2 pasa) - Y MAlMEHTOB ¢
HapyleHHeM (QYHKLMH TeYeHH cpejHel creneHu TsxkecTH (knace B mo Yaitnay-ITsto). Mccaenosanus
NPUMEHEHHs aKCHTHHUOA y MAaLMEHTOR C NeYeHOUHOM He0CTaTOYHOCTLIO TsKesoM cTenenu (kiace C no
Hakinny-Ilblo) He MPOBOAMIMCH, MO3TOMY IMperiapar He CIeAyeT MPUMEHATb Y AAHHOM KaTeropuu
MaUMeHTOB (PeKOMEH1aLuK 110 KOPPEKLIMK 103bl NIpenapara NpuBeeHbl B pasoeie 4.2).

Hapvwenue dhyurxyuu novex
HeuszmeHeHHbIH aKCHTUHHO HE BBIABIAETCS B MOYE.

HMccnenoBanus akcutuHuba y JHMLL C MOYEUHOM HEOCTATOYHOCTBIO HE MPOBOAWIMCH, M3 KIMHMYECKUX
uccneosanuit akcuTHHUOA B 1edeHnH nauuenTos ¢ [TKP veknrouanics naumenTs ¢ ypoBHEM KpeaTHHUHA
>1,5 pasa BI'H uiu ¢ paccunTaHHBIM KJIMPEHCOM KpeaTHHHHA <60 MiI/MHH. PesynbTaThl NOMy/ISHOHHOrO
(hapMaKOKMHETMYECKOTO aHau3a CBUIAETENBCTBYIOT O TOM, HTO KIHPEHC aKCUTHHHGA HE M3MEHSANCH Y
NaLMEHTOB C MOYEYHON HEJOCTATOUHOCTLIO M KOPPEKLMSA 1I03UPOBKH aKCHTHHHOA He TpebyeTcs.

5.3 Janubpie IOKJIHHHYECKOH 0e30MaCHOCTH

TOKCHYHOCTB ITPH MMOBTOPHOM BBEJIEHHH

OcHoBHbIE pe3y/nbTaThl MCCAENOBAHHH TOKCHYHOCTM Ha MbllIax M cobakax mocje MHOTOKpaTHOro
BBEJICHMA Mpenapara B TeYeHHe 0 9 MecsUeB OTHOCH/IACH K MUIIEBAPHTENbHOM, reMaToNno3THYECKON,
pENpOAYKTUBHOM, CKeNeTHOH M 3yOHOH cucTemMaM, a YPOBHH [03bl, HE MNPUBOAALLME K Pa3sBUTHIO
HabmoaemMblx HexenarenbHbIX ABiaeHui (NOAEL), Obl1m npubInM3UTeIbHO SKBUBATICHTHBI WJIH HIKE
YPOBHS BO3JICHCTBUS Y U€JIOBEKA MPHU pPeKOMeHAyeMOH KIMHUYECKOW HavyajlbHOH 103e (Ha OCHOBaHHH
ypoeHel AUC).

KaHueporeHHOCTh
HCCJ'IG,[IOB&HHSI KaHUEPOreHHOCTH akcuTUHMOA He NpOBOOUNHCE.

'@ HOTOKCHYHOCTh

AKCUTHHHO He TNpOAB/AN MYTAreHHOM WM KIaCTOTGHHOM AKTMBHOCTH B TPaJMLMOHHBIX aHaIM3aX
FEHOTOKCHYHOCTH i1 Vifro, 3HaYMTENbHOE YBEJMYEHHE TMOJMIVIONIMH HaOMoAanock in Vitro npu
KOHUeHTpauuax > 0,22 Mkr/mj, a Takke OTMEYaloCh TOBBILLICHME YHCIA  MMKpPOSJEPHBIX
NOJMXPOMATHYECKUX SPUTPOLIUTOB in VIvo; YPOBEHDb 03bl, HE NPUBOAALLEH K pa3BUTHIO HaOI01aeMbIX
HesxkenarenbHbiX aBiaeHui (NOAEL), B 69 pas npesbiian o:kugaeMblif YpOBEHb BO3IEHCTBUSA Y UE/IOBEKA.
PesynbTaTel N0 reHOTOKCHYHOCTH HE CUMTAIOTCH KJIMHMYECKH 3HAYMMBIMM MPH YPOBHSX BO3IEHCTBUA,
HaOJIIOIABLUMXCSA B UCCIICIOBAHUAX Y JIKOAEH.

PenpoayKTHBHas TOKCUYHOCTh

BoisBieHHble M3MEHEHMSs, CBS3aHHBIE C BO3JCHCTBUEM akCHTHHHOA HA SWYKM W TPUIATKH SHYEK,
BKJIOYAJIM YMEHBUICHHE Macchl opraHa, aTpouio UM AereHepauuio, YMEHbIIEHHE KOJIMYECTBA KJIETOK
3apOJIbILIEBOH JIMHWM, TUIIOCTIEPMHIO MM aHOMaJIbHBIE (DOPMbI CIIEPMATO30MAOB, @ TAKIKE YMEHbLIEHUE
MJIOTHOCTH W KOJIMYECTBA CMIEPMbl. JTH W3MEHEHMs HAOIIOJANMCh Y MBILIEH TMPH YPOBHAX BO3AEHCTBHUSA
npubiu3uTebHO B 12 pa3 Bblle 0XKMIAEMOrO BO3AEHCTBMA Y ueloBeka, a y cobak — NpM ypOBHAX
BO3JEHCTBUA HHIKE OXKHIAEMOIrO BO3ICHCTBUA y ueoBeKka. Y CaMLIOB Mbluiei OTCYTCTBOBAI 3 deKkT Ha
CrapHBaHHe WK (EepTUILHOCTL MPH YPOBHAX BO3/AEHCTBHIS NPUOIM3NTENBHO B 57 pa3s BBILLIE 05KH1aEMOr0
BO3AEHCTBUSA y 4€I0BEKA. BbisB/IeHHbIE U3MEHEHHA Y CAMOK MBILLEH BKITIOYATH MPU3HAKK 3aMeUIEHHOTO
MOJIOBOrO CO3PEBAHMSA, YMEHBIIEHHE KOJIMYECTBA WM OTCYTCTBHE JKENTHIX Tel, YMEHbLIEHHYIO Maccy
MaTkH, a Takoke arpo(HI0 MaTKH [pU YPOBHAX BO3ACHCTBHS MPHOJIM3UTENBHO 3JKBUBAJIEHTHbIX
BO3JIEHCTBUIO, OJKHIAEMOMY Y 4eloBeKa. Y caMOK Mblleil Habmoaanoch CHiwKeHHe (QEepTHILHOCTH M
KU3HECTIOCOBHOCTH IMOPHOHOR MPY BCeX MCCISI0BAHHBIX 103aX, MPH 3TOM YPOBEHb BO3AEHCTBHS caMoit
HH3KOH 03Bl MPpUOAH3UTEILHO B 10 pa3 npesbiian 0)kKuaaeMoe BO3ICHCTBHE Y YEJI0BEKA.
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Y OepeMeHHbIX CaMOK MbllleH NOA JAeHCTBHEM aKCHTMHMOA OTMEYaloch YBENHYEHHE Clly4aeB
BPOXKIAEHHOrO MOPOKA PACIUENIeHUs TBEPJAOro Heda M CKENETHBLIX aHOMAIMM, BKJIIOYAS 3aMEJIEHHYH)
occU(HUKaLIMIO, NTPU YPOBHAX BO3JACHCTBUS HIKE OXKMIAEeMOro BozzeiicTeus y uenoseka. MccnenoBanus
TOKCHYECKOT0 BO3ACHCTBHS B MEPUHATATBLHOM H MOCTHATAIBHOM MEPHO/IaX He MPOBOAUIUCH.

Pe3ynbTaThl UCCIEOBAHHMSA TOKCUYHOCTH YV HEMOJOBO3PEIbIX JKMBOTHBIX

V mblueii u cobak Habnoanace obpaTumas AUCIUIa3Us XPALLEBOH NJIACTUHBI IPH BBEICHUH aKCHTHHUGA
B T€YEHHE MMHUMYM | MecAla M TpU YPOBHSX BO3ACHCTBMA MpPUONM3UTENBLHO B LUECTh pa3 Bbillie
0)KHIaeMOTO BO3/IEHCTBHS Y HesoBeKa. Y Mblllieil moj eiicTBUeM npenapara B TeueHue Oonee 1 mecsaua
nHabmopancs wacTM4HO oOpaTMMbIM Kapuec 3yO0OB NpWM YPOBHAX BO3IEHCTBHS, COMOCTABMMBIX C
O)KH/Ia€MbIM BO3/IEHCTBHEM Y UYesioBeka. J[pyrue nposBeieHus TOKCUUHOCTH, PEACTABIIAIONIME OMACHOCTD
A1 TIALMEHTOB JETCKOTO BO3PacTa, Y MOJMOIBIX )KMBOTHBIX HE OLIEHHUBAITHCE.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. ITepeyens BenmoMoraTe/ibHbIX BELECTB

Bcnomozamenvuvie geujecmea:

LIeJUII0/103a MUKpokpHcTannuyeckas (E460),

JIaKT03a MOHOIU/IpaT,

KpOCKapMmesio3a HaTpus,

maraus creapar (E470).

Cocmag obonouxu:

Opadry® II Red 32K 15441 (I'TIMLL 2910/runpomennosa 15¢P, Turana nuokeua (E171),

JIAKTO3a MOHOTH/IpAT,

TpualeTuH (rnuuepuna tpuauerar) (E1518),

xKenesa okeu kpacHblit (E172)).

6.2. HecoeMecTHMOCTE

He npumenumo.

6.3. Cpok rognoctH

3 ropa.

6.4. Ocobbie MepbI MPeIOCTOPOKHOCTH NPH XPAHEHHH

Xpanuts nipu Temneparype Huxke 30° C. XpaHUTb B HEJOCTYTIHOM UTs I€TEH MecTe.

6.5. XapakTep ¥ cogep:kaHne NEPBHYHONH YIAKOBKH

Tabnetku, nokpeIThie MIeHOYHOH 060M0uKOM, 110 1 U 5 M,

ITo 14 Tabnerox B ITA/amomunnii/TIBX/anomunuesom Gaucrepe; no 2 wim 4 Gaucrepa BmecTe ¢
MHCTPYKLHMEH MO MPUMEHEHHUIO B KAPTOHHOMH NMayvkKe ¢ HaKJIeHKOH-roaorpaMmmoi.

6.6. OcoOble Mepbl NPeJOCTOPOKHOCTH MPH YHHYTOKEHHH HCNOJb30BAHHOIO JIEKAPCTBEHHOIO
npenapara HJH 0TX0I0B, NOJIyYeHHbIX II0C/Ie NPHMEHEeHHs JIEKaPCTBEHHOr0 penapaTa uin padorsi

C HHM

Heucnons3oBaHHoe JIEKAPCTBEHHOE CPEACTBO MKW OTXOMbI, MOJMYHYCHHbIC M3 JICKAPCTBEHHOI0 CpeacTBa,
JAOMKHBI OBITh YTHJIU3HPOBaHBI COrMTacHO TpeGOBaHHﬂM MECTHOIO 3aKOHOJaTE/IbCTRA.

6.7. YenoBust ormycka
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Ornyck U3 anTex no peenty.
7. AEPAKATEJIb PETUCTPAITMOHHOI'O YAOCTOBEPEHHMSA

Tdaitzep Unk., CILIA/ Pfizer Inc., USA

[pencraeurenscteo “Pfizer Export B.V.” B Pecnybnuke benapyce: r. MuHck, np-t J{3epxkuHckoro 8-
403, renedon 375-17-309-38-00, dakc 375-17-309-38-19

Jara nepecmotpa uHcTpykuun 21.02.2024
SmPC 62.0 of 20.08.2021
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