13.12.2023
OBIIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

WNunuta 1 Mr, TabieTKu, MOKPHITHIC MJIEHOYHON 000I0YKOM
WNunuta 5 Mr, TabIeTKH, MOKPHITHIC TJIEHOYHON 000I0YKOM

2. KAYUECTBEHHBIU U KOJIMYECTBEHHBIU COCTAB

JleiicTByroO1IIEE BEIIECTBO: aKCUTUHUO.

Wunura 1 Mr TabneTku, TOKPHITHIE TNIEHOYHON 000I04KON

Kaxxnas tabnerka coneput 1 Mr akcCUTHHHOA.

BcenomoraTenbHble BelecTBa, HaJM4YUe KOTOPBIX HAI0 YUYUTHIBATH B COCTAaBE JIEKAPCTBEHHOI'O
npenapara: 32,00 Mr J1aKkT036I MOHOTHIPAT (CM. pasaen 4.4.)

Wunura 5 Mr TabneTku, TOKPHITHIE TNIEHOYHON 000I04KON

Kaxxnas Tabnerka cogep uT 5 Mr akCUTUHHOA.

BcenomoraTenbHble BelecTBa, HaJM4YUe KOTOPBIX HA0 YUYHUTHIBATH B COCTAaBE JIEKAPCTBEHHOI'O
npenapara: 56,00 Mr 1akT036I MOHOTHIPAT (CM. pasaen 4.4.)

[TonHbIM IepeyeHb BCIOMOTaTeIbHbBIX BEIECTB MPUBENIECH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TalneTku, MOKPHITHIE INICHOYHOH 000J109KOI

Wunuta 1 mMr
Kpacuble oBanmbHBIE TaOJIETKH, MOKPHITHIE TIEHOYHOM 0005104KOi ¢ rpaBupoBkoit «Pfizer» Ha
0oHO# cTopoHe, «1» u «XNB» - Ha apyrou.

Wunuta 5 Mr
Kpacubie TpeyronapHbie TaONETKH, TOKPHITHIE TUICHOYHON 000JI0UKOH ¢ TpaBupoBKoi «Pfizer» Ha
OJIHOU CTOpPOHE, «5» 1 «XNB» - Ha Apyrou.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxka3zanusi K NPUMEHEHUIO

[Tpenapat MHnnTa nokasaH A J€YSHHsI B3POCIBIX MALUEHTOB ¢ PaCIpOCTPAHEHHBIM [TOYEYHO-
kierounbiM pakoM (ITIKP) npu HeaexkTrBHOCTH MpealIecTBYOMEH Tepanuu.



4.2. PexxuM 103MpOBaHNs U C1IOCO0 MPUMEHEHUs!

Jleuenne mpenaparoM MHiauTa MOKHO MPOBOAUTHCS BPAuOM, MMEIOLIUMM OIBIT MPUMEHEHHS
IIPOTUBOOITYXOJIEBBIX MTPEMapaToOB.

PexxuM 103upoBaHus

Pexomenyemast 103a akCUTUHHOA COCTABIIAET 5 MI' BHYTPh 2 pa3a B CyTKHU.

JleyeHne TOMHKHO MPOJOIDKATHCS 10 T€X TOP, MOKa HAOMI0AaeTCsl KITMHUUECKUH 2P QeKT i xe
70 pa3BUTHS HENpUEMJIEMOH TOKCHYHOCTH, HE MOJJAIONICHCS KOPPEKIHH MPHUEMOM
JIONOJTHUTEIIBHBIX JICKAPCTBEHHBIX CPE/ICTB MIM U3MEHEHHEM JI03bI IIperapaTa.

[Ipu pa3BuTUM PBOTHI WM MPOMYCKE J03bl HE CIEAyeT MPUHUMATH JOMOJIHUTENbHYIO 03y
npernapara, a ClIeAYIONyI0 03y PEKOMEHYETCs IPUHSITH B 0OBIYHOE /JIsl HEe BpeMsl.

Koppexyus 0o3vl
B 3aBHCHMOCTH OT MHIMBHYaIbHON MIEPSHOCHMOCTH U 0€30IaCHOCTH CYTOYHAsI 7032 TpenapaTa
MOYET OBITh YMEHbIIICHA UM YBEINYCHA.

[Ipu xoporeit MepeHOCHMOCTH HaYyalbHOM 103bI aKCUTHHUOA 5 MT 2 paza B CyTKH M OTCYTCTBUHU
HE)KeNaTeNIbHbIX peakluii >2 cTeneHH (T.€. IPU OTCYTCTBUU CEPhE3HBIX HE)KENAaTEeIbHBIX peaKnuit
COTJIaCHO OOIIMM TEPMHUHOJOTUYECKUM KpuTepusiM HexxenatenbHbIX siBieHui [CTCAE], Bepcus
3.0) B TeueHue 2-X MOCIEAOBATEIbHBIX HENIEh MOKHO YBEIIMUUTH J03Y Mpenapara 10 7 mMr 2 pasza
B CYTKU 32 UCKJIIOYEHHEM CITy4aeB, KOT/ia apTepuanbHoe AaineHue npesbimaet 150/90 mm pT. CT.
WIM NTALMEHT N0JIy4aeT aHTUTUIIEPTEH3UBHYIO Tepanuio. BriocinencTsun, pykoBOACTBYSICh 3TUMU
&Ke KPUTEPHUSIMH, TIPH XOPOIIeH MePeHOCUMOCTH J03bl aKCUTHHHMOA 7 MI' 2 pa3a B CyTKH MOXKHO
YBEJIMUYUTH 103y Mpernapara 10 MakcuMainbHOU 1036l — 10 Mr 2 pa3a B CyTKH.

JInst KOppeKIMM HEKOTOPBIX HEXKENIaTeIbHBIX PEaKIMii MOXET MOTPeOOBAThCS BPEeMEHHAsT WU
MOCTOSTHHASI OTMEHA W/WJIM CHWIKEHHUE J103bl akcuTUHUOA (cM. pasnen 4.4). [Ipu HeodbxoammocTu
CHWDKEHUS JTO3bl aKCUTUHNOA €€ MOYKHO CHU3HTH JI0 3 MI 2 pa3a B CYTKH U 3aTE€M €Ile — J10 2 MT 2
pasa B CyTKH.

He TtpeOyercs xKoppekuus [A03bl Ipernapara B 3aBUCUMOCTH OT BO3pacra, pacoBOM
NPUHAAIIKHOCTH, 110JIa HJIM MACChI TeJla MalueHTa.

Oonospemennoe npumenenue mownvix uneuoumopos CYP3A44/5
OnHOBpeMEHHOE TNMPUMEHEHHE aKCUTHHHOA ¢ MourHbiMH uHTHOMTOpamMu CYP3A4/5 moxer
IMPUBOJIUTH K MOBBIIIEHUIO KOHLIEHTPAllUU aKCUTUHHUOA B I1a3Me KpoBu (cM. paznen 4.5). s



OJTHOBPEMEHHOI'0 TPUMEHEHUSI PEKOMEHAYeTCs IMOAOUpaTh aJbTEPHATHBHBIC JIEKAPCTBEHHBIE
CpeACTBa — C OTCYTCTBHEM WJIM MUHUMAaJIbHBIM MHIHOUpYtomuM aeiictBrueM Ha CYP3A4/5.

Hecmotpss Ha TO, 4YTO HCCIENOBaHUS TO KOPPEKIMU JO3bl aKCHTUHHOA Yy TMAalUEHTOB,
npuHUMarIuX MoinHele UHruouropel CYP3A4/5, He mpoBoawiuch, Mpu HEOOXOIUMOCTH
OJIHOBPEMEHHOTO  TpuMeHeHuss  momHoro  wuHruourtopa CYP3A4/5  pexkomenmyercs
NpUOIU3UTENBHO HAMIOJIOBUHY YMEHBIIUTD 103y aKCUTHHUOA (HanpuMep, HadallbHYIO 103y 5 MT
2 pa3a B CYTKH CJEAyeT CHH3UTh 10 2 MI 2 pa3a B CyTkH). [l KOppeKIHH HEKOTOPHIX
HEe)KeNaTeNIbHBIX peaklMil Ha MpueM IMpernapaTta MOXKET MOoTpeOOoBaThCs BpEMEHHas WIN
MOCTOSTHHASI OTMEHA akcUTHHHOA (cM. pazaen 4.4). [Ipu otmene mourHoro narnouropa CYP3A4/5
CJIeyeT pacCMOTPETh BOMPOC O BO3BPAICHUU K J103€ aKCUTHHHOA, KOTOpas MpUHUMANAch J0
Hayvasa JiedeHust MoHbIM HHruouTopom CYP3A4/5 (cm. pasnen 4.5).

Oonospemennoe npumeHnenue MowHwvix uHoykmopoe CYP3A4/5

OnHOBpeMEHHOE TIPUMEHEHHE aKCUTHHHOa ¢ MomHbIMH uHAYKTOopamu CYP3A4/5 moxer
NPUBOJIUTH K CHI)KEHHIO KOHLIEHTPALlUM aKCUTMHUOA B IjIa3Me KpoBH (cM. pazzaen 4.5). Jns
OJIHOBPEMEHHOT'O TMPUMEHEHHSI PEKOMEHIYETCs BBIOMpATh ajJbTEPHATUBHBIC JIEKAPCTBEHHBIC
CpEeACTBa C OTCYTCTBHEM WJIM MHHUMAJIBHBIM CTUMYJIHpYIOUM BiausiHueM Ha CYP3A4/5.

Hecmotpss Ha TO, 4YTO HCCIENOBaHUS TO KOPPEKIMU JO3bl aKCHTHUHHOA Yy TAalHUEHTOB,
npuHUMarImuX MouHble HHAYKTOpl CYP3A4/5, He mnpoBoauiuch, NMpU HEOOXOAMMOCTU
OJIHOBPEMEHHOT0 TIpuMeHeHus MotmHoro uHaykTtopa CYP3A4/5 pekoMeHyeTcsl OCTEIIEHHOE
YBEJIMYEHHUE J103bl aKCUTUHHUOA. Y CTAaHOBJIEHO, YTO MaKCUMaJbHas MHAYKUHUS MPU MPUMEHEHUU
BBICOKHX /103 MOIIHbIX HHAYKTOpoB CYP3A4/5 mpoucxomaut B TedeHue | Hemenu JeUeHUs
uHAYKTOpOM. [Ipy MOBbIIIEHUH 103bI aKCUTUHHOA CleyeT MPOBOAUTH TIIATENbHBIN KOHTPOJIb
COCTOSTHUSI TallMeHTa Ha IMpeIMEeT BBIABIECHUS CHUMIITOMOB TOKCHMYHOCTU. [[nsi koppekuuu
HEKOTOPBIX HEXKENATEIbHBIX PEaKIMi Ha MPHEeM Tpernapara MOXeT MOoTpeOOBaThCsS BpeMEHHas
WIH TIOCTOSIHHAsT OTMEHA AaKCUTUHUOA W/WIHM CHUXEHHe ero ao03bl (cMm. pazaen 4.4). Ilpu
IpeKpalleHny Tepanui MouHbIM HHAYKTOpoM CYP3A4/5 cnemyer HemeUIeHHO BEpHYThCA K
J103€ aKCUTUHNOA, KOTOpasi MPUHUMAJIACh 0 Havasa JedyeHus: MOIIHbIM HHaykTopoM CYP3A4/5
(cm. paznen 4.5).

Oco0nIe I'pynIbl TanMEHTOB

THayuenmul nodcuno2o eospacma
Koppexkiun 10361 npenapara He TpeOyercs (cM. pasaenst 4.4 u 5.2).

Tayuenmoi ¢ HapyweHuem hyHKyuu novex
Koppeknus 10361 mpemnapara He TpedyeTcs (cM. pazaen 5.2). [IpakTudecku OTCYyTCTBYIOT TaHHBIC

0 JICYEHHIO aKCUTUHUOOM MaIMEHTOB C KIIMPEHCOM KpeaTuHuHa <15 mi/MuH.

Ilayuenmul ¢ nHapywenuem QynKyuu neveHu



[Tpyn Ha3HAueHMM aKCUTMHUOA MALMEHTaM C NEYEHOYHOM HEJOCTAaTOYHOCTBIO JIETKOW CTENEHH
(xknacc A mo Yaiina-ITeio) koppekuuu 1036l npenapara He Tpedyercs. PekoMeHtyeTcs CHU3UTh
7103y aKCUTMHMOA MpHM Ha3HAUEHHUH Iperapara MalueHTaM ¢ MEeUYeHOYHOM HEeI0CTAaTOYHOCTHIO
cpeaHell cremeHu TspkecTH (kinacc B mo Yaiinn-IIbio) [Hampumep, HayalbHYIO J03y CIEAyeT
CHU3UTh ¢ 5 Mr 2 pa3a B CyTKM A0 2 MTr 2 pas3a B cyTku]. McciaenoBaHus 1o IpHUMEHEHUIO
AKCUTHHHOA Yy TMAIMEHTOB C MEYCHOYHON HEAOCTAaTOYHOCTHIO TspKeIou cremeHu (kiaacc C mo
Yaitna-ITe10) HE MPOBOAMINCH, TTO3TOMY TpEnapaT He CIIeIyeT MPUMEHATh y JaHHOW KaTerOpuH
ManueHToB (cM. pazzaeinsl 4.4 u 5.2).

CTH

BezonacHocts u 3¢ hexkTuBHOCTS Mpenapara Munuta y aereil u moapoctkoB miasmie 18 jer He
YCTaHOBJICHBI. JlaHHBIE 10 IPUMEHEHUIO IIperapaTa B J€TCKOM BO3pacTe OTCYTCTBYIOT.

Croco0 IIpuMeHeHus

AxcuTuHMO npeAHa3HavyeH AJIs IepopalibHOro mpuemMa. TabiaeTKu ciaelyeT IpUHUMATh BHYTPb, 2
pas3a B CyTKH, C HHTEPBAJIOM MEXJly IpUEMaMy MPUOIU3UTENbHO 12 yacoB, BHE 3aBUCUMOCTH OT
npuema nuiu (cM. paszzen 5.2). TaGneTku cieayer NporiaTeiBaTh LETUKOM, 3alliBas CTAKaHOM
BOJIBL.

4.3. [IpoTuBONOKA3aAHUS

['unepuyBCTBUTENBHOCT, K AaKCUTHUHHOY WM K JIOOOMY U3 BCIIOMOTaTENbHBIX BEILECTB,
MEePEUYUCIICHHBIX B pasjene 6.1.

4.4. Oco0ble ykazaHHUs M Mepbl PEeJOCTOPOKHOCTH IPH IPUMEHEHUH
MOHI/ITOpI/IHI‘ CHCI_[I/I(bI/I‘IeCKI/IX HBHCHHﬁ, CBA3AaHHBIX C 6630HaCHOCTbIO, AOJIKCH IMMPOHU3BOAUTHCA
A0 Ha4daJla TCpallur, a TaKXKC IICPUOANYICCKU BO BpCMs JICUCHUSA aKCUTHHHOOM B COOTBETCTBHUH C

IMPUBCACHHBIMH HHUXKXE PEKOMCHAAIIUSIMU.

Cepaeunast HEJIOCTATOYHOCTD
B KIMHWUYECKUX MCCIIEIOBAHUSIX MMPUMEHEHUs aKCUTHHUOA B jieueHun manueHToB ¢ [TIKP Obumm

3apErHCTPUPOBAHBI  CIyYyaWl CEpACYHON HEIOCTaTOYHOCTH (B TOM YHUCIIE CeplIeYHOU
HEJIOCTaTOYHOCTH,  XPOHUYECKOM  CEpACYHOM  HEAOCTAaTOYHOCTH,  CEPACYHO-JIETOYHOMN
HEIOCTaTOYHOCTH, AMCHYHKIIMHM JIEBOTO JKENIYA04YKa, CIydyal CHW)KEHUS (Qpakuuu BBIOpoca
JICBOTO JKETYyJ04YKa U HEIOCTATOYHOCTH MPABOTO JKeTIy10uka) (cM. paszaen 4.8).

CUMITOMBI M TIPU3HAKH CEPACYHOM HEIOCTATOYHOCTH HEOOXOJWMO KOHTPOJIMPOBATH Ha
MPOTSKCHUH BCETO TEpHoja JICYCHUsS aKCHTHHUOOM. JleueHuwe cepaeyHoi HeA0CTaTOYHOCTH
MOJKET MOTPeOOBaTh BPEMEHHOTO HJIH TOJTHOTO PEKPAICHHS TePAITHK W/ YMEHBIICHUS 03B
aKCUTHHHOA.



ApTrepuabHasi THIEPTEH3UA

B kIMHMYECKMX MCCIIEJOBAHUSAX MPUMEHEHUS aKCUTUHNOA B neueHuH naruenToB ¢ [IKP ouens
4acTO PETUCTPUPOBAIUCH CIy4Yau apTepUaIbHOM runepTeHsun (cM. pasnen 4.8).

B kKoHTpoHMpyeMOM KIMHHYECKOM HCCIIEI0BaHUU MeIMaHa BPEMEHH /10 Pa3BUTHSI apTepuaibHON
TUTIEPTEH3UN (CUCTOJMYECKOE apTepHaibHOE AaBieHHe >150 MM PT. CT. WU ITUACTOIMYECKOE
aptepuanbHoe AaBiaeHue >100 MM pT. CT.) HaXOaMIach B Mpezenax | Mecsia oT Hayaia Tepanun
AKCUTUHUOOM, a MOBBILIEHUE apTEPHAILHOTO JaBJICHUs HAOIIOAANoCh yxKe depe3 4 THS Imoclie
Hayaja Tepanuy aKCUTHHHOOM.

[lepen HayamoMm Tepanmuu aKCUTUHHOOM HEOOXOAMMO TIIATETLHO OTKOPPEKTUPOBATH
aprepualiibHOe naBieHue. HeoOXonauMo KOHTPOJIMPOBATH COCTOSIHUE MAIMEHTOB HA MpEeIMeT
pa3BUTHUS apTEPUAIBHON TUNEPTEH3MM U MPU HEOOXOAMMOCTH MPOBOAUTH CTAaHAAPTHYIO
AHTUTUNEPTEH3UBHYIO Tepanuio. B ciydae pa3BUTHS CTOWKON apTepUabHOW TMIIEPTEH3UH, HE
NOJJAloIeiicsl aHTUTMIEPTEH3UBHONW Tepamnuu, 03y aKCUTUHUOA cledyeT CHU3HuTh. llpu
Pa3BUTUU TSDKEIOW apTepUAIbHON THUIEPTEH3UU Yy MAlMeHTOB PEKOMEHIYETCS BpPEMEHHO
MPEKPATUTh TEPAIUI0 aKCUTUHUOOM 10 CTA0WIM3AIMKU apTepUATbHOTO JABJICHUS, MOCIE Yero
TEpanui aKCUTHHHOOM MOXHO BO30OHOBUTH C Ha3HAUYECHHEM IperapaTa B 0ojiee HU3KOU J03e€.
[Ipu npekparennn npueMa akCUTUHUOA HEOOXOAMMO KOHTPOJIHMPOBATH COCTOSIHHE IMAIUEHTOB,
MOJTyYalONUX AaHTUTUIIEPTCH3UBHBIC TIpermapaThl, HAa MPEIMET Pa3BUTHI apTepUaTbHON
runoTeH3uu (cM. pazaen 4.2).

[Ipu pa3BuTHHN TSKETON WIM CTOMKOM apTepUaIbHOM THIIEPTEH3UN U CUMIITOMOB, XapaKTEPHBIX
I cuHApoMma oOpatumoin 3amHer seikosHnedanomarun (CO3JI) (cM. HmKE), clexyer
paccMOTpeTh BOIPOC O MPOBEACHUU AMArHOCTUYECKON MarHUTHO-PE30HAHCHOHN ToMmorpaduu
(MPT) romnoBHOTO MO3TA.

I[I/ICd)VHKLII/IH IIUTOBUIHOM JKEIE3hI

B KIMHUYECKUX HCCIENOBAaHUSAX MPUMEHEHUS aKCUTHHHOA B yieyeHUH manueHToB ¢ [TKP Opumm
3apeTUCTPUPOBAHBI CITydaW Pa3BUTHS TUIIOTUPEO3a M, B MEHBIIECH CTENIECHH, THIIEPTHPE03a (CM.
pasnen 4.8).

Jlo Hauasna Tepanuy aKCUTUHHOOM, a TaK)Ke MEPHUOJMUYECKH BO BpPEMs JIEUCHHS] PEKOMEHIYEeTCs
OPOBOIUTH HCCeA0BaHWE (QYHKIMHM LIUTOBUAHOM skene3bl. Koppekuus rumoTupeo3a Hu
TUIIEPTUPEO3a AOJKHA IIPOBOJUTHCA B COOTBETCTBUU CO CTAHAAPTAMU MEIULIMHCKOU ITOMOIIY JUIsS
NOJIepP)KaHUsl HOPMaIbHOM (DYHKITMH ITUTOBUIHON KeEJEe3bl.

ApreprnanpHasg TpoMO003MO0IS

B KIMHWYECKHX HCCIIEOBAaHUSIX AKCHUTHHUOA OTMEUAINCh CIy4YaW DPa3BUTHS apTEpUATBHOM
TpoMOOAIMOOIMKU (B TOM YHCIIC TPAH3UTOPHOM MINEMHUYECKOW araku, WH(apKTa MHUOKapa,
OCTPOTO HapyIIEHUS MO3TOBOTO KPOBOOOPAIIEHUS U OKKIIIO3UW apTePUU CETYATKH) (CM. pazjaen
4.8).



Crenyer ¢ OCTOPOKHOCTBIO MPUMEHSATh aKCUTUHHUO Y MAIMeHTOB ¢ (PaKTOpaMU pUCKa Pa3BUTHSA
JAHHBIX SBJICHUI WM MMEIOIIUX MOJ00HBIC 3MU30/bI B aHaMHe3e. MccnenoBaHus mpuMeHEHHS
aKCUTHHUOA y TAllMEHTOB, IEPEHECIINX apTePUATBbHYIO TPOMO0IMOOIHIO B IpealecTByomue 12
Mecs1IeB, He TPOBOIMIHCE.

BenosHasg TpoM603M0O01s
B KJIMHUYECKUX HCCICTOBAHUSAX AKCUTHHUOA PETUCTPUPOBAINCH CIIy4ad Pa3BUTHS BEHO3HOM
TpoMO0IMOO0SIMU (B TOM YHCIIE TPOMOOIMOOIHMH JIETOYHON apTepuu, TpoMO03a TITyOOKHX BEH H

OKKJTIO3UH/TpoMO03a BEeH ceTuaTku) (cM. pazzaen 4.8).

Crnemyer ¢ OCTOPOKHOCTBIO MMPUMEHSATh aKCUTUHHUO Y MAIMeHTOB ¢ (aKTOpaMU pUCKa Pa3BUTHSA
JAHHBIX SBJICHUI WM UMEIOIIUX MMOJ00HBIC 3MU30/bI B aHaMHe3e. MccnenoBanus mpuMeHEHHS
aKCUTHHHOA y TAIMEHTOB, MEPEHECIINX BEHO3HYI TPOMOO3MOOIMIO B MpEAIIeCTBYIOMHE 6
MECSIIIeB, HE TPOBOIMIIHCE.

O1eHKa ypOBHsI FeMOrJI00MHA WM TeMaTOKpUTA
Ha ¢one Tepanuu akCHTMHHOOM MOXKET MOBBIIIATHCS YPOBEHb MEeMOTJIO0MHA MIIM TeMaTOKPHUTA,

YTO CBUJETEINLCTBYET 00 YBEIMUECHUN MACCHI 3pPUTPOIUTOB (CM. pa3aen 4.8). YBennueHne Macchl
SPUTPOIIMTOB MOXKET CHOCOOCTBOBATH IOBBIIMICHUIO PUCKA PA3BUTHUA TPOMOOIMOOIHMUECKUX
OCJIOKHEHUH.

Pexomenayercs mpoBOIWTH MOHUTOPWMHI YPOBHSI T€MOTJIOOMHA WJIM TeMAaTOKpHUTa J0 Hadayia
JICYCHUS, a TAaK)KE TICPUOJUYCCKU B TIPOIIECCE JICUCHUS aKCUTHHUOOM. [Ipu mOBBIIEHH YPOBHS
reMoTJI00MHA WJIM TEMATOKPHUTA BBIIIE HOPMBI CIIEIYET IPOBECTH KOPPEKIINIO, HAPABICHHYIO HA
CHIDKEHHE TeMOTJIOOMHA WM TeMaTOKpUTa JI0 TMPUEMJIEMOTO YPOBHS B COOTBETCTBHHU CO
CTaHIAPTHOW MEAULIMHCKOMN MPAKTUKOM.

KpoBoreueHus

B xnMHHAYeCKHX UCClIeI0BaHUIX aKCUTUHIOA HAOIIOATUCh CITyYad Pa3BUTHS KPOBOTEUECHUH (CM.
pasnen 4.8).

I/ICCJ'IGI[OBaHI/IH IIPUMCHCHU A aKCUTHHNOA Y HOaMCHTOB C IIpHU3HAKaMMU MCETACTAaTUYCCKOI'O
IMMOpaAXXCHUA T'OJIOBHOI'O MO3ra, 1o IOBOAY KOTOPOTO HE OCYIIECTBIIAJIOCH COOTBETCTBYIOLICTO
JICUYCHUS, HC [TPOBOJUIIUCH, B CBA3U C YEM HEC CIICAYCT IIPUMCHSATDH AKCUTUHHO y JIaHHOM KaTCropmuu
IMalMCHTOB.

HccnenoBanusi mpuMeHEHUS aKCUTHMHHOA Y TMAlMEHTOB, HEJABHO MEPEHECHINX >KETYy0YHO-
KHIIIEYHOE KPOBOTEUCHHE, HE TTPOBOJIUIIUCE; B CBSI3U C YeM HE CJIeAyeT MPUMEHSITh aKCUTHHUO y
JIAHHOM KaTeropuu naueHToB. Ecmu kpoBoTeueHne TpeOyeT okazaHHUsl MEIUIIMHCKON TOMOIIIH,
cleMyeT BpEMEHHO IPEKPATUTh IPUEM aKCUTHHHUOA.

AHGBDI/IBMBI U pacCIOCHUS apTepuit




[IpumeHneHrne HHTHOUTOPOB COCYIUCTOTO PHAOTEHaIbHOTO (hakTopa pocta (VEGF) y mannentos
C THUIEpTeH3Mel Win 6e3 Hee MOXKET CIIocOOCTBOBATh 00PAa30BAHUIO AHEBPHU3M U/WIIH PACCIOCHUS
aprepuii. [lo Hauvama usedeHuss mnpenapaToM MHIuTa, HEOOXOOUMO TIIATEIBHO OLEHHUTH
BO3MOYKHBIE PUCKHU Y TTAIIUEHTOB, UMEIOIINX TaKKe (PaKTOPbI pUCKa KaK TUIIEPTEH3MUS WK HATUYHE
aHEeBPU3MBbI B aHAMHE3E.

[Tepdoparws >keTy109YHO-KUIIIEYHOT0 TPAKTa U 00pa30BaHUE CBUIIICH
B KIMHMYECKUX HCCIIEOBaHUSX aKCHTHHHOA COOOMIANoch O CiydasX pa3BUTHS Hepdoparuu
xkenynouno-kumeuHoro tpakta (JKKT) u oOpazoBanust cBuiieit (cM. pasaen 4.8).

Ha nmporsokeHuum Bcero Kypca JIeUEHHS aKCUTHHHOOM  HEOOXOIUMO  OCYIIECTBIISTH
NEPUOMYECKU MOHUTOPHHI Ha TpeAMeT KiIuHM4Yeckux mposiBiaeHuil nepdopamun XKT u
o0pa3oBaHUS CBUIICH.

Ocn0XHEHHUS IPpU 3aKUBJICHUU paH
O(bnunaanme HUCCICOOBaHUA BJIIHWAHUA aKkcuTHUHHOa Ha nmponecc 3aXMUBJICHUA PpaH HE
IMPOBOAUIINCE.

JleyeHne akKCUTUHUOOM JOJDKHO OBITH NMPEKPAIeHO KaKk MUHUMYM 3a 24 4aca 10 MpPOBEICHHS
IUTAHOBOT'O OTNIEPAaTUBHOIO BMEIIATENbCTBA. Pelenue o BO30OHOBIEHUH TEPAITUU aKCUTUHHOOM B
IIOCTOIIEPALIMOHHBIN IIEPUOJ OJKHO OCHOBBIBATHCS HA PE3ysbTaTaX KIMHUYECKOW OLCHKH
TE€YEHUS PAaHEBOTO IIpoLEecca.

CunnpoM oOpatumoit 3aaHei aeitkosnuedanonaruu (CO3JI)
B KIMHWYECKHX HCCIIEIOBAaHUAX aKCHUTHHHOa coobmanoch o ciaydasx passutus CO3JI (cm.
pasnen 4.8).

CO3JI mpencrasisier cob0il HEBPOJIOTHYECKOE PACCTPOHUCTBO, KOTOPOE MOXKET IMPOSBIATHCS
TOJIOBHOW OOIBIO, CYJOPOTaMH, BSUIOCTBHIO, CIYTAaHHOCTBHIO CO3HAHUS, CIENOTOH W JIPYrHMH
3pUTENBHBIMU W HEBPOJOTUYCCKUMHU HapylIeHHsMH. [Ipu STOM BO3MOMKHO TIOBBIIICHHE
apTepUaIbLHOIO JIaBJICHUS OT JIETKOU 110 Tsxenou crenenu. st moarBepxkaeHus auarnoza CO3J1
HEO0OXO0JMMO MPOBEJCHNE MAarHUTHO-PE30HAHCHOW ToMorpaduu. Y MalHMeHTOB ¢ CUMITOMaMU
CO3JI HEOOXOIMMO BPEMEHHO MpEpBaTh WM TOJHOCTBIO TMPEKPATUTh NMPUEM aKCUTHHHOA.
JlaaHbIX O 0€30MacHOCTH BO30OHOBJIEHHUS TEpamuyd AaKCUTUHUOOM Yy TAIlMEHTOB, paHEe
nepenecunx CO3JL, Her.

[Iporennypus
B xnmuHMYeCKHX HCCIeTOBaHUSAX aKCUTHHIOA COOOIIAIOCh O CIydasx pPa3BUTHUS MPOTEUHYPUH, B

TOM urciie 3 u 4 cTeneHu TsHKecTu (cm. paszaen 4.8).

Pekomenayercs mpoBoAMTH 00cCieOBaHWE Ha HalW4YHe MPOTEUMHYPUU 10 Hayaja Tepanuu
AKCUTUHUOOM, a TakKe IMEepPUOJUYECKH B Ipoliecce JieueHus. [Ipu pa3BUTUM TNPOTEUHYpPUU
CpeIHE! WU TSHKEJION CTeTeH! He00X0AUMO CHU3UTH 7103y aKCUTUHHOA U BPEMEHHO TpepBaTh
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neyenne (cMm. pasmen 4.2). Ilpuem akcuTuHMOA CcleayeT NPEeKpaTUTh, €CIM Yy TalUeHTa
HaOJro1aeTcst pa3BuTHE HEPPOTHUECKOTO CHHIPOMA.

HexenatenbHble peakIIui CO CTOPOHBI HEUCHU

B KoHTponmupyeMOM KIMHUYECKOM HCCIICAOBAaHUM TPHUMEHEHHUS AaKCUTUHHOA B JICUCHUH
nanreHToB ¢ [IKP Obutn 3aperucTpupoBaHbl Ciydad Pa3BUTHs HEKEIATENbHBIX PEAKIUN CO
cTopoHbl neueHu. Haubomnee pacnpocTpaHeHHbIE HEXeIaTeNbHbIE PEaKIUU CO CTOPOHBI NIEUYEHU
BKJTFOYAJTH MTOBBIIIICHHUE AKTUBHOCTH aTaHMHAMUHOTpPaHC(epasb (AJIT),
acnaptatamuHoTpancdepassl (ACT) u ypoBHs OmnupyOuHa B KpoBH (cM. pazaen 4.8), mpu 3ToM
OJTHOBPEMEHHOT0 TOBbIMeHUsT akTUBHOCTH AJIT (Oonee ueM B 3 pa3a OTHOCHTEIBHO BEpXHEH
rpanuisl Hopmbl (BI'H)) u ypoBHs OunmpyOuna (6omnee yem B 2 pasza otHocuTensHo BI'H)
OTMEUYEHO He OBLIO.

B knuHM4eckoM HccleOBaHUM MO MOA0O0pY A03bl y 1 malMeHTa, MoTy4aBIIero akCUTUHUO B
HavyaJlbHOW 03¢ 20 Mr ABaXabl B CYTKH (B J03¢ B 4 pasa MPEBBIMAIOIICH PEKOMEHIYEMYIO
HaYaJIbHYIO J103Y), OTMEYAJIOCh OJTHOBpeMEHHOE noBbIieHre aktuBHocTH AJIT (B 12 pa3 >BI'H)
u ypoBHs OwmmpyomHa (B 2,3 paza >BI'H), pacnienenHoe kak MposiBICHUE JIEKapCTBEHHOU
T'€IMaTOTOKCUYHOCTH.

Jlo Hayanma Tepanmuu aKCUTUHHOOM M TEPUOJMYECKH B MpPOIECCE JICUEHUS PEKOMEHIYEeTCs
IPOBOJUTH UCCIICAOBAHUS (DYHKIIUH ITEYCHU.

Hapynienue d)VHKHI/II/I NCYCHHU

B kiIMHMYECKMX UCCIIeIOBAHMIX TPUMEHEHUS aKCUTHHINOA CHCTEMHAsI SKCIIO3UITUS aKCUTUHHUOA Y
MAalMeHTOB C TEUYCHOYHOW HEIOCTATOYHOCThIO cpemHed crenenn (kinacce B mo Yaiina-ITsio)
MIPUMEPHO B 2 pa3a MpeBbIlaia TAKOBYIO Y YYaCTHUKOB UCCIEAOBAHUS ¢ HOPMaJIbHON (QyHKIIHEH
nevyeHd. [Ipy Ha3HAYEHWM aKCUTWHUOA MAIMEHTaM C TICYEHOYHON HEIOCTATOYHOCTBIO CpenHei
crenenu (kinacc B mo Yaiina-ITst0) pekoMeHyeTcs CHUKATh 103y aKCUTUHUOA (CM. pasnen 4.2).

[IpumeHeHne akCUTHHMOA y MALMEHTOB C MEYCHOYHOM HEAOCTATOYHOCTBHIO TSDKEIOH CTENeHH
(xmacc C mo Yaiina-I1si0) He M3ydyanoch, MOATOMY Mpenapar He ClIeAyeT MPUMEHSITh y TaHHOU

KaTCropmu namnucHTOB.

JInna noxuiaoro Bospacra (> 65 jeT) U pacoBas IPUHAUIEKHOCTE

B KoHTponmupyeMoOM KIMHUYECKOM HCCIICOBAaHUM IPHUMEHEHHUS AaKCUTUHHOA B JICUCHUH
narueHToB ¢ [IKP 34% mnamueHTOB, MOJNy4aBIIUX aKCUTHHHO, OBUTH B BO3pacTe > 65 jer.
BonbmHCTBO NAMEHTOB SABISUIUCH MTPEJICTABUTEISIMU €BpoTieon THOM (77% ) UITM MOHTOJIOUIHOM
pacel (21%). HecmoTps Ha TO, YTO MCKIIOYUTH OOJBINYIO YYBCTBHTEIBHOCTh K Pa3BUTHIO
HE)KEJIATCIIBHBIX pPEaKUUd y HEKOTOPBIX MAalMEHTOB IOKUJIOTO BO3pacTa M IPEICTaBUTENICH
MOHTOJIOUJHOM pachl HE MPEACTaBIAETCS BO3MOXKHBIM, B LI€JIOM, HE HAOJIOJAIOCh 3HAYMMBbIX
paznmuuuii mo 6e30macHOCTH U 3P(HEKTUBHOCTH aKCUTHHUOA MEXIy MaIlMeHTaMH B BO3pPacTe >
65 ner M mnamueHTamMu OoJjiee MOJIOZOTO BO3pacTa, a TaKKe MEXKIY MpPeICTaBUTENIIMU
€BpOIICOUTHON U APYTUX pac.



Koppekiun 10361 mpemapata B 3aBUCMMOCTH OT BO3pacTa TNalMeHTa WJIM PacoBOM
NPUHAIISKHOCTH HE TpeOyeTcs (cM. pasznensl 4.2 u 5.2).

BcrmoMorarenbHBIE BEIIECTBA

Henepernocumocmo naxmosol

[TanmeHTamM C peaKko BCTPEYAIOLIEHCS HACIEICTBEHHOW HENEPEHOCUMOCThIO TajlaKTO3bl,
neUIUTOM JIaKTa3bl JIOMAPEeH WM TIFOKO30-TaJIaKTO3HOM MayibabcopOnmeit He clieayeT
HNpUHUMATH DTOT Mpemnapar.

Hampuu
OTOT NEeKapCTBEHHBIN mNpenapaT coAepkHuT MeHee | mMmonb Hatpus (23 Mr) Ha TableTKy,
HOKPBITYIO MJICHOYHOM 000JI0UKOH, TO €CTh IPAKTUYECKH HE COAEPIKUT HATPHUSL.

4.5. B3aummopaeiicTBMe ¢ [PYrHMH JIEKAPCTBEHHbIMH MNpenapaTtaMM W JApyrue BHAbI
B3aUMOJACHCTBUSA

JlaHHbIe in Vitro yKa3bpIBalOT HAa TO, YTO aKCUTUHHO METaOOIM3UPYETCs TIaBHBIM 00pa3oM IO
nericteueM CYP3A4/5 u, B Mmenbiieit cremenu, mnox neiicteuemM CYPIA2, CYP2C19 u
ypunuaaudocdarraokyponosuntpancdepassl (UGT) 1A1.

Nurudutopet CYP3A4/5
[Ipumenenue kerokonazosa (MorrHoro nuaruouropa CYP3A4/5) B no3ze 400 mr 1 pa3 B cyTku B

Te4eHUe 7 THEH y 3I0pOBBIX TOOPOBOJIBIEB MPHUBOAMIO K YBEIHMUEHHIO CPEAHErO 3HAYCHHS
TUTOMIA/IN MO/ KpUBOH «KoHIEHTparws — BpeMs» (AUC) u makcumanbHON KOHIEHTPAUH (Cmax)
aKCUTHHUOA MPH €ro OJHOKPATHOM IIpHeMe BHYTpPb B J103¢ 5 MT B 2 1 1,5 pa3a, COOTBETCTBEHHO.
OnHOBpeMeHHBIN mpueM akcuTuHHOa ¢ MomHbIMH uHruOutopamu CYP3A4/5 (manpumep,
KETOKOHA30JI0M, MTPAKOHA30JIOM, KJIAPUTPOMHUIIMHOM, JPUTPOMULIMHOM, aTa3aHaBHPOM,
UHIMHABUPOM,  He(ha3oJO0HOM,  HEI(pUHABUPOM,  PUTOHABUPOM,  CAKBUHAaBUPOM U
TEJIMTPOMHUIIMHOM) MOXET IPUBOAUTH K IOBBILICHHUIO KOHLEHTPALMM aKCUTHHHMOA B ILIa3Me
KpoBHU. ['pelindpyT Takke MOKET MOBBIIIATH KOHIEHTPALMIO aKCUTUHNOA B I1a3mMe KpoBu. Jliis
OJTHOBPEMEHHOT'O0 IMPHMEHEHHUs] PEKOMEHAYEeTCs BbIOMpaTh JIEKAPCTBEHHBIE CpPEICTBA C
OTCYTCTBMEM WJIM MHHMMAalbHBIM HHruOupytommmM BiausHuem Ha CYP3A4/5. Ilpu
HEOOXOJUMOCTH  OJHOBPEMEHHOTO  Ha3HaueHus  MmomHoro  wHruomrtopa CYP3A4/5
PEKOMEHAYETCS TPOBECTH KOPPEKIUIO 103bI aKCUTHHUOA (cM. paznen 4.2).



Hurubutopst CYPIA2 u CYP2C19
M3odepmentsr CYPIA2 u CYP2C19 B HesnauntenwHoO# crenenu (<10%) 3ameiicTBOBaHBI B

MeTa0oaM3Me aKCUTHHHOA. BiusHue MOIIHBIX HWHTUOMTOPOB ATHX H30(PEPMEHTOB Ha
(apMaKOKMHETHKY aKCUTHHHOA He n3y4asock. Cienyer cooIoaTh OCTOPOKHOCTh y AIIMEHTOB,
NPUHUMAIOIIUX MOIIHBIE HHTHOUTOPHI ATUX HM30()EPMEHTOB B CBSA3M C PUCKOM IOBBIIICHHUS
KOHILIEHTPALMK aKCUTHHHOA B TUIa3Me KPOBU.

Nunykropsr CYP3A4/5
[Tpumenenue pudamnunuHa (MontHoro uHaykTopa CYP3A4/5) B moze 600 mr 1 pa3 B CyTku B

TedeHue 9 nHel y 370poBBIX 100poBoibleB NpuBOIMIO0 K cHkeHHI0 cpeqHed AUC U Cmax
aKCUTHHUOA ITPU €ro OAHOKPATHOM IIpHUeMe BHYTPb B 103¢ 5 Mr Ha 79% u 71%, COOTBETCTBEHHO.

OnHOBpeMEHHOE PUMEHEHHE aKCUTHHHMOA ¢ MoulHbIMH HHIykTOpamMu CYP3A4/5 (nanpumep,
pudammuimHoM,  IeKcameTrazoHoM,  (eHuToMHOM, — KapOamazenmuHoM,  pudadbyTHHOM,
pudanenTuHOM, PeHOoOapOUTAIIOM M TpernapaTaMu 3BEpO00s TPOIBIpSBICHHOTO [Hypericum
perforatum]) MOXeT NPUBOIUTh K CHUKEHUIO KOHLEHTPALlMM aKCUTUHKUOA B I1a3Me KpoBu. Jlis
OJTHOBPEMEHHOI'0 INPUMEHEHHs] PEKOMEHAYETCs BbIOMpAaTh JIEKAPCTBEHHBIE CPEICTBA C
OTCYTCTBMEM WJIM MHUHUMAJIbHBIM cTUMyIupyromuMm neicteueM Ha CYP3A4/5. Ilpu
HE00XOIMMOCTH OJHOBPEMEHHOT0 Ha3HaueHHs MolHoro HHIykTopa CYP3A4/5 pekomenayercs
IIPOBECTU KOPPEKIIMIO 03Bl aKCUTUHUOA (cM. pazzen 4.2).

HccnetoBanus CIocOOHOCTH aKCUTUHHOA K MHTHOMPOBAHWIO M MHAYKIMK 1uToxpoma CYP u
UGT in vitro

UccnenoBanust in  vitro TPONEMOHCTPUPOBAIIMA, YTO B TEPANEBTHUYCCKUX KOHIICHTPAIMIX
akcutuHNO He mHrHOUpyer CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 unu
UGT1AL.

UccaenoBauus in vitro mMokasaiad, YTO aKCUTHHHO 00JIamaeT MOTEHIIMAIBLHON CIIOCOOHOCTBIO K
unruouposanuio CYP1A2. CnenoBarenbHO, COBMECTHOE NPUMEHEHHE aKCUTHHHOA ¢
cyocrpatamu CYP1A2 moxeT mpUBOAMTH K MOBBIIMICHHUIO KOHIIEHTpaluu cyoctpatoB CYP1A2
(Hanmpumep, TeoPUIUINHA) B TIJIa3ME KPOBH.

HccnenoBanus in vitro Takxke NpoJEMOHCTPUPOBAIN, YTO aKCUTHHUO 001aJaeT MOTEHIUAIbHON
cnocoOHocThi0 K uHruOMpoBanuto CYP2C8. OpgHako COBMECTHBIM NpHeM aKCUTHHHOA ¢
nakiaurakcenom  (sBisitonMces  cyocrparom  CYP2C8) He mnpuBOAMA K MOBBILICHUIO
KOHIIGHTPAaLlMM TakKJIWTaKceJa B IUIa3ME€ KPOBH Yy TAIMEHTOB C PaclpOCTPaHEHHBIMH
37I0KaUYECTBEHHBIMA HOBOOOPA30BaHHUSIMM, YTO CBUAETENBCTBYET 00 OTCYTCTBMM KIMHUYECKH
3HaunMoro uaruouposanust CYP2CS.

B xoze uccnenoBanuii in vitro ¢ NCIOJIb30BAaHUEM I€MIaTOLIMTOB YEJIOBEKA TAKKE OTMEYAIIOCh, YTO
aKCUTHHHUO He oka3bpiBaeT cTumysnpytomero Bo3aciicteus Ha CYPIAL, CYP1A2 unmu CYP3A4/5.
B cBs3u ¢ stuM npeamnojgaracrcd, 4ro COBMCCTHOC IPUMCHCHUC aKCI/ITI/IHI/IGa )41 Cy6CTpaTOB
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CYPIAIL, CYP1A2 unu CYP3A4/5 in vivo He mpUBENET K CHIPKCHUIO KOHIIEHTPAITUH TTOCTIEIHUX
B IIJITa3M€ KPOBH.

HccnenoBanus ¢ P-rauKoOOpoOTEUHOM i1 Vitro

UccnenoBanus in vitro npoAeMOHCTPUPOBAIHM, YTO AKCUTHHHMO criocoOeH HHrubuposath P-
[JIMKONPOTenH. TeM He MeHee, 0XKHMIAeTCs, YTO B TePaleBTUUECKMX KOHIEHTPAUAX aKCUTHHUO
He OyzneT okas3bplBaTh UHIrUOMpymolee BiusHUE Ha P-rnmukonporemH. B cBssu ¢ yem
IPENonaraeTcsi, 4To OJHOBPEMEHHOE INPUMEHEHHE AaKCUTMHHOa He OyJaeT NpUBOJAUTH K
NOBBIIIEHUIO KOHLUEHTpPAMM JUTOKCHHA WM JIPYr'HX cyOcTpaToB P-rimmkomnporenHa B IuiazMe
KpPOBH in Vivo.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD U JIAKTALMS

bepemeHHOCTD
JlaHHBIE O TNPUMEHEHMHM aKCHUTHHHOA y OEpeMEHHBIX JKCHIIWH OTCYTCTBYIOT. YUYHTHIBAS

(dhapMakoJIOTUYECKHE CBOWCTBA aKCHUTHHHOA, TperapaT MOXKET OKa3bIBaTh TMOBPEKIAIOIICE
BO3JICUCTBUE Ha IUIOA TPH TPUMEHEHUH OepeMEeHHOW S>KCHIMMHOW. B wucciaemoBaHusx Ha
KUBOTHBIX OOHApyKe€Ha PENpPOAYKTHBHAsI TOKCUYHOCTh, B TOM YHUCIJIE CIIOCOOHOCThH BBI3BIBATH
NOPOKH pa3BUTUsA Mona (cM. paznen 5.3). [Ipemapar MuiuTa He cienyeT NpUMEHSTh BO BpeMs
OCpeMEHHOCTH, €CIIM TOJBKO KIMHUYECKOE COCTOSHHUE JKCHIIMHBI HE TpedyeT Tepanuu
aKCHUTHHHOOM.

JKeHmuHbI, CHOCOOHBIE K JETOPOKICHHUIO, JOJDKHBI HCIIOIB30BAaTh HANIEKHBIE METOJIBI
KOHTpAIIEIIIUN BO BPEMS TEPAIH, a TAKXKE B TCUCHHE | HEJENH MMOCye €€ 3aBEePIICHHUS.

JlakTamus
CBeneHus O TPOHMKHOBEHMHM AaKCHUTHHHOA B TPYyIHOE MOJIOKO 4YeJoBeKa OTCYTCTBYIOT. He

HCKJIIOYEH PUCK I HOBOPOXKIeHHBIX feTel. [Ipenapar MHinuTa He cienyer NpUMEHSTh B IEPUOLL
IPYAHOTO BCKapMJIUBAHMUS.

PepTUIILHOCTD
CornacHo pe3ylbTaTaM NPOBEACHHBIX TOKIMHUYECKUX HCCIEIOBaHUM, aKCUTHMHUO CrocoOeH
HapymaTh PEIpOayKTUBHYIO PYHKITHIO U (PepTUIILHOCT Y Jtofel (cM. pazaen 5.3).

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATHL TPAHCHOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHNU3MaMu

Wunura okas3blBaeT HECYLIECTBEHHOE BIMSHHME Ha CIIOCOOHOCTH YHPABIATH TPAHCHOPTHBIMH
cpeacTBaMu U paboTarh ¢ MexaHu3MaMmu. llanMeHToB cienyer mpexynpenuTb 0 BO3MOXHOCTH
pa3BUTHS BO BPEMS JIEUCHHSI aKCUTUHUOOM HEKOTOPBIX HEXKEIATENbHbIX ABJICHUM, U, B YaCTHOCTH,
TOJIOBOKPY>KE€HUS M/UIIU YCTAJIOCTH.

4.8. HekenareabHble peakuuu
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Pesrome npoduiis 0esonacHocT

Crnenyromue pHCKH, a TaKKe Mepbl, HEOOXOIUMBbIE Ui HMX KOHTpOJisA, Oojee MOApoOHO
paccMatpuBaioTcsi B paszzene 4.4: cepleyHas HEAOCTaTOYHOCTh, apTepHajbHas TMIIEPTEH3U,
TUCQYHKIUS IIMTOBUIHON KEJIe3bl, apTepualibHasi TPoMO03MOOIIHsI, BEHO3HAsT TPOMO0IMO0IHS,
HOBBIIICHNE YPOBHS TE€MOIVIOOMHA MM TeMaTOKpHTa, KpoBoreueHus, nepdopamus KKT u
oOpa3zoBaHHe CBUIIICH, OCIOKHEHHUS Npu 3akuBiieHun paH, CO3JI, mpoTenHypHs U TOBBIIICHUE
AKTHUBHOCTH NTEYEHOYHBIX (PEPMEHTOB.

HaubGonee gacteimu (>20%) HeXenaTeNbHBIMH PEAKIUSIMHU, HAOIIOMABIIMMUCS TIPU JICUCHUH
AKCUTUHUOOM, OBLTH IHapesi, apTepHalbHasi TUIIEPTEH3US, yTOMIISIEMOCTh, CHUKCHHE alleTUTa,
TOIIHOTA, CHW)KCHHE  Macchl  Tena, JaUChOHUS, CHHIPOM  JIAJOHHO-TIOJONIBEHHOM
APUTPOIU3ECTE3NN (JTAJOHHO-TIOIOIIBEHHBIN CHHAPOM), KPOBOTEUEHHUE, THIIOTUPEO3, PBOTA,
MIPOTEUHYPHS, KaIlleIh U 3a10p.

TabnuyHOE pe3roMe HEXKENATENbHBIX PEAKIINHT

B Ttabmuue 1 mpencraBiieHbl HEXeNaTeldbHbIE PEAKIUH, 3apPETUCTPUPOBAHHBIC Y MAI[MEHTOB,
MOJTy4aBIIUX aKCUTUHUO B KIIMHUYECKUX nccienoBanusx jgeueHus [IKP (o0bennHeHHbIe TaHHBIS
no 672 nauuentam) (cM. pasnen 5.1). Takke BKITIOUEHBI HEXKEJIAaTebHbIE PEaKlUU, BbISIBICHHBIC
B X0/1€ MTOCTPETUCTPALIMOHHBIX KIIMHUYECKUX UCCIEAOBaHUMH.

HexenarenbHple peakIuu CHUCTEMaTH3UPOBAHBI IO CHCTEMHO-OPTaHHBIM KJIaccaM, 4YacToOTe
Pa3BUTHA H CTENEHW TsDKECTH. YacTtoTa pa3BUTHS JaHHBIX HEXKETATENbHBIX PEaKIIHi
ompenensiach CleayomuM oopa3om: oueHb dacto (>1/10), gacto (>1/100, vHo <1/10), HEwacTo
(>1/1 000, wo <1/100), peaxo (=>1/10 000, mo <1/1000), ouenp penko (<1/10 000), gacrora
HEW3BeCTHA (HAa OCHOBAaHMM WMEIOIIMXCS JTaHHBIX OIEHWTh HEBO3MOXKHO). Mmerommasics Gaza
JTAHHBIX MO0 OE30MACHOCTH aKCUTUHUOA CIIMIIKOM MaJia JJisl BBISIBICHUS PEAKUX U OUYEHBb PEIAKUX
HEXKEJIATEIbHBIX PEAKIIUH.

Kareropuu 4acTtoThl pa3BUTHS HEXKENATENbHBIX pEaKlIUl YCTaHABIUBAIUChL HAa OCHOBAHHUH
a0COJIIOTHBIX 3HAYEHUH 4YacToT OOBEIMHEHHBIX HAaHHBIX KIMHHYECKUX HcclenoBanuii. B
mpejaenax KakJIoTo Kjiacca CHCTEM OpraHOB HEKeJaTeIbHBIC PEaKIuH, PETUCTPUPOBABIIUECS C
OJIMHAKOBOM YaCTOTOM, pacIoyiaratoTcsi B OpsJIKE YObIBAaHUS CTEIIEHU UX CEPhE3HOCTH.

Ta6nmuna 1. HeskesaTeJbHble peakiuy, 3aperucTpupoBaHHbie B ucciaenopanusx IIKP y
NMalUEeHTOB, MOJY4YaBIIUX AKCUTHHHO (n=672)

Bce Crenensb | CreneHn
Kuaacc cucrem Kareropuss | HexenareiabHble b b b
a CTeneHu 3 4
OpraHos YaCTOTHI (AN
P P % % %
Hapywenus co Yacro Anemus 6,3 1,2 0,4
CTOPOHBI KPOBH U TpombonuToneHus 1,6 0,1 0
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Bce Crenenn | Crenenn
Kaacc cucrem Kareropust HexenarenbHble b b b
OpraHos 4acCTOThI peakuuun® crenent y y
% % %
auMdaTHIecKou IMomunuremus® 1,5 0,1 0
CHCTEMBI Heuacrto Heiirponienus 0,3 0,1 0
Jlelikonenust 04 0 0
OHJIOKpUHHbIE Ouenb yacto | ['umotupeos® 24,6 0,3 0
HapyHICHUA Yacto IMunepTtupeos® 1,6 0,1 0,1
Hapymienus Ouenp yacto | CHMIKEHHUE allleTUTa 39,0 3,6 0,3
MeTaboIn3Ma U Yacto Heruapartanus 6,7 3,1 0,3
MMUTAHUS [M'unepkanuemus 2,7 1,2 0,1
lMunepkanpuuemus 2.2 0,1 0,3
Hapymenus co Ouensb yacto | ['onoBHast 607156 16,2 0,7 0
CTOPOHBI HEPBHOI Jucres3us 11,5 0 0
CHUCTEMBI Yacto ["osoBOKpyKEHUE 9,1 0,6 0
Heuacto Cunapom oOpaTUMOit 0,3 0,1 0
3agHen
JefikosHIedatonaTin®
Hapymenus co Yacro [ywm B ymax 3,1 0 0
CTOPOHBI OpTraHa
ciIyxa ¥ JJabupuHTa
Hapymenus co Yacto Cepneunas 1,8 0,3 0.7
CTOPOHBI cepaIa HenoctaTouHocTh S
Hapymenus co Ouenb yacto | ApTepuanbHast 51,2 22,0 1,0
CTOPOHBI COCYZI0B TUTNEepTEH3Us®
KpOBOTe‘-IeHI/IGC’d’h 25,7 3,0 1,0
Yacto SIBIIeHNs BEHO3HOM 2,8 0,9 1,2
TpoMGoIME oIS
SIBnenus 2,8 1,2 1,3
apTepUAIILHOU
TpoM60IMOE0THIH%
Yacrora AHeBpu3Ma u - - -
HEM3BECTHA | pacClIOeHHe apTepHitd
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Bce Crenenp | Crenenn
Kaacc cucrem Kareropust HexenarenbHble b b b
OpraHos 4acCTOThI peakuuun® crenent y y
% % %
Hapymenus co Ouenb yacto | JucrHod? 17,1 3,6 0,6
CTOPOHBI Kamens 20,4 0,6 0
IBIXaTeIbHOMN Jucdonus 32,7 0 0,1
CUCTEMBI, OPraHoB | Yacro Bons B porornorke 7,4 0 0
IPYAHOM KJIETKU U
CpenocTeHus
Kenynouno- Ouensb yacto | Juapes 55,4 10,1 0,1
KUIIICYHBIE Psora 23,7 2,7 0,1
HapyIIEeHUS TomHoOTA 33,0 2,2 0,1
Bosb B )xuBOTE 14,7 2,5 0,3
3anop 20,2 1,0 0
Cromartur 15,5 1,8 0
Jucnencus 11,2 0,1 0
Yacto bosnb B BepxHel yacTu 9.4 0,9 0
JKUBOTA
Merteopuszm 4,5 0 0
I'emoppoit 3,3 0 0
I'mocconunaus 2,8 0 0
[epdoparus 1,9 0,9 0,3
JKEITYTOYHO-
KHIIIEYHOTO TPAKTa U
oOpa3zoBaHue
cBumeit™*
Hapymenus co Yacro lN'unepOunupyorHemMust 1,3 0,1 0,1
CTOPOHBL HEHCHI 1 Xonemuernt® 1,0 0,6 0,1
YKEITICBBIBOISAIITAX
nyTen
Hapymenus co Ouenb yacto | CUHIPOM JIaJOHHO- 32,1 7,6 0
CTOPOHBI KOXKH U MOIOIITBEHHOM
MTOAKOKHBIX SPUTPOIU3ECTEINN
TKaHeH (;1amoHHO-
MOJOIIBEHHBIH
CHUHJIPOM)
ChInb 14,3 0,1 0
Cyxas koxa 10,1 0,1 0
Yacto 3yn 6,0 0 0
OpureMa 3,7 0 0
Anonenus 5,7 0 0
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THUPEOTPOITHOTO
TrOpMOHa

Bcee Crenenn | Crenenn
Kaacc cucrem Kareropust HexenarenbHble b b b
. CTeneHu 3 4
OpPraHoB YacTOThI peaxkiun % % %
Hapymenus co OueHb yacto | ApTpanrus 17,7 1,9 0,3
CTOPOHBI Bbons B koHEUHOCTH 14,1 1,0 0,3
MBILIEYHOMH, Yacrto Muanrus 8,2 0,6 0,1
CKEJIETHOU U
COCIMHUTEIBLHOU
TKaHU
Hapymenus co Ouensb yacto | [Iporennypus' 21,1 4,8 0,1
CTOPOHBI MOYEK U Yacto ITouyeunas 1,6 0,9 0,1
MOYEBBIBOISIIINX HEJIOCTaTOYHOCTH "
nyTeu
O6mue Hapymenus | Ouens yacto | [loBbiieHHas 45,1 10,6 0,3
U PEaKlUy B MECTE YTOMIISIEMOCTD
BBEJICHUSA Acrenns! 13,8 2,8 0,3
Bocnanenue 13,7 1,0 0
CIIU3HUCTON 000JIOUKH
JlaGopaTopHbie 1 Ouenb yacto | CHUXKEHHE Beca 32,7 4,9 0
MHCTPpYMEHTaIbHBI | YacTo IloBrimIcHNE 3,7 0,7 0,7
€ JTaHHbIe AKTUBHOCTH JIMIA3bI
IloBrImIcHNE 6,5 1,2 0
aKTUBHOCTH
aJlaHMHAMHHOTpaHCche-
pasbl
[ToBpImIcHHE 3,4 0,6 0,4
AKTUBHOCTH aMUJIa3bI
IloBrImIcHHE 6,1 1,0 0
AKTUBHOCTH
acrapTaTaMHUHOTpPAHC-
dbepaszbl
[ToBpImIeHHE 4.8 0,3 0
aKTUBHOCTH
IIEIOYHOM
docdarazsl
[loBpILIEHNE YPOBHS 5,7 0,4 0
KpeaTHHHUHA
IToBbllIEHHE YPOBHS 7,9 0 0

2 HexxenmaTeabHBIC pC€aKkonun NpUBCACHBI B COOTBETCTBUU C YacTOTOM MX pa3BuTHA 110 BCEM ITPUYIHMHAM ITOCJIC Ha4aia

JICYCHMUA.
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> O6Imue TepMUHONIOTUYECKHE KPUTEPHH HEKENATEIbHBIX ABIeHHI HallMOHAIBHOTO HHCTHTYTA 31I0KA4€CTBEHHBIX
HoBoOOpazoBanuii (CIIIA), Bepcus 3.0.

¢ Cum. mogpazzaen «Onrcanue OTASNbHBIX HeXeNaTeIbHBIX PEaKIINi.

4 3aperucTpupoBaHbI CIydaH C JIETATbHBIM HCXOAOM (5-51 CTENEHB ).

¢ Bxomrouast neiikosHiedanomaTuto.

f Bkmrouas cepaedHyl0 HEJIOCTATOYHOCTb, XPOHHYECKYH) CEPIAEYHYIO HENOCTATOYHOCTb, CEPAEYHO-JIErOUHYIO
HEJIOCTaTOYHOCTh, CHMKCHHC (pakiuu BBIOpOCA JICBOTO JKEIYHAOYKa, MUCPYHKIUIO JICBOTO JKEIYyJA0YKa U
HEJOCTaTOYHOCTH MPABOTO JKEIYA0YKa.

¢ Birodasi 3710KaYeCTBEHHYIO apTepPHATbHYIO TUIICPTCH3HIO, MOBBIIIICHHOE apTEPUATBHOE JABIICHUE, aPTCPUATBHYIO
TUIEPTEH3HIO U TUTIEPTOHNYCCKUI KPH3.

" Brimrouass ymiuHeHMe akTHBMPOBAHHOIO Y4ACTHYHOIO TPOMOOILIACTUHOBOIO BPEMEHH, aHAILHOE KPOBOTEYECHHE,
apTepuantbHOEC KPOBOTCUCHHE, HAJMYME KPOBH B MOYE, KPOBOMBIMSIHHE B ICHTPAIHHYIO HEPBHYIO CHCTEMY,
KPOBOM3IHSHUE B TOJIOBHOW MO3T, YAJIMHEHHE BPEMEHH CBEPTHIBAHUS, KOHBIOHKTHBAJIHFHOE KPOBOUIIHSHUE, YIINO,
TeMOpparnveckyio Auapero, TUCcyHKIMOHAIFHOE MAaTOYHOE KPOBOTEUECHHE, HOCOBOE KPOBOTEUEHHE, KEIyI0UHOE
KpoBoTeueHne, kpoBoreueHne m3 JKKT, ruHruBaipbHOE KPOBOTEUEHHE, I'eMaTeME3HC, I'€MaTOXE3HI0, CHIDKEHHE
réMaTrokpura, remaroMy, remMarypuro, CHUKCHUEC FeMOFHO6I/IHa, KpOBOXapKaHbEC, KPOBOTCUCHUEC, KPOBOTCUCHUC U3
KOPOHAPHOH apTepuH, KPOBOTCUCHHE M3 MOYCBBIBOJAIIMX ITyTEH, reMOPPOHIATBFHOE KPOBOTECYCHUE, I'E€MOCTA3,
MOBEIIICHHYIO CKIIOHHOCTh K 00pa30BaHHIO0 CHHSKOB, IIOBBIIICHHOE MEXIYHAPOIHOEC HOPMAJIH30BaHHOE OTHOIICHUE,
KpoBoTeueHne w3 HIKHUX otTaeiaoB JKKT, MeneHy, mnerexuu, KpPOBOTCUCHHE W3 TJIOTKH, VIJIHHCHHE
MPOTPOMOHMHOBOTO BPEMEHH, JIETOYHOE KPOBOTCUCHHE, Y PITYPY, PEKTAIHHOE KPOBOTCUCHHE, CHIDKCHHIE KOJMYECTBA
SPUTPOIHTOB, TOYCUHOE KPOBOTCUCHHUE, KPOBOUBIUSHIE B CKIIEPBI, TeMATOIIeNIe, TEMaTOMY CEJIC3CHKH, ITOTHOTTCBEIC
KPOBOM3JINAHUA, Cy6aanHOI/UIaJ'IBHOC KPOBOMBJIMAHNUE, KPOBOUBJIHUAHNUE B A3bIK, KPOBOTCUYCHNE U3 BEPXHUX OTIACIIOB
JKKT u BaruHanbsHOE KPOBOTEUEHUE.

! Bxmouas cuaapom bamma-Kuapu, Tpom603 riuy6okmx BeH, TpoMOO3 SPEMHOI BEHBI, TPOMOO3 Ta30BBIX BEH,
TpoMO03IMOOJINIO JIETOYHON apTephH, OKKJIIO3UI0 BEH CETYATKH, TPOMOO3 BEH CETYATKH, TPOMOO3 MOAKIIOUYUIHON
BEHBI, TPOMOO3 BeH, TPOMOO03 BEH KOHEUHOCTEH.

i Brmowas ocTpblii MH(pApPKT MHOKapAa, 5M00uI0, MH(APKT MHOKAapia, OKKIIO3HIO apTEPHH CETYaTKH U
TPAH3UTOPHYIO UIIEMHUYCCKYIO aTaKy.

X Tepmun nepgopanus XKKT u 06pazoBaHue cBUIIEH BKIIOYAET B ce0sl CIIeAyIOME IPEIIOYTUTEILHbIE TEPMHUHEL
abcriecc OpIOIIHOW IIOJIOCTH, aHANBHBIA a0CIECC, aHaJbHBI CBUIN, CBUIL, HECOCTOSATCIBLHOCTh IKEIYIOYHO-
KHIIeYHOTO aHacTomo3a, nepdoparust XKKT, nepdoparust ToncToro KumeyHuka, 330(haroOpOHXHaIbHBIA CBUI U
MEPUTOHUT.

' TepMUH NpoTeMHypHs BKIHOYAET B ce0s CIIEAyIONIUE NPEANOYTUTEbHbIE TEPMUHBL: OEJIOK B MOYE, HATMYHUE OelKa
B MOYE W IPOTECHHYPHSL.

™ Biitoyast OCTpyI0 MOYEYHYI0 HEOCTATOYHOCTb.

" TepMHH XOJEIMCTUT BKJIIOYACT B ceOs CIEIYIOMINE BUIBI: OCTPBIM XOJEIHUCTHT, XOJICIHCTUT, WHPEKITNOHHBIN
XOJICIIUCTHT.

Onucanue OoTAEILHBIX HEXKEIATEIbHEIX PEAKIIHT

Cepoeunas nedocmamouynocms (cm. pazoen 4.4)

B xoHTpONMpyeMoM KIMHUYECKOM HCCIEAOBAHUN MPUMEHEHUST akcCUTUHNOA (n=359) B neyeHun
naupentoB ¢ [IKP, sBraeHuss cepaeyHol HEAOCTATOYHOCTH (BKJIIOYAs  CEPACUYHYIO
HepoctaTouHoCcTh (0,6%), cepiedHo-Ierounyo HenocTato9HoCTh (0,6%), TUCHYHKIUIO JIEBOTO
xenynouka (0,3%) u HenocTaTouHOCTH MpaBoro xenynouka (0,3%)) peructpupoBanucs y 1,7%
MAIMEHTOB, MOMy4yaBIIUX akCcUTUHUO. CeplredyHas HEIOCTATOYHOCTh 4 CTENEHH OTMedanach Y
0,6% marueHToB, MPUHUMABIINX aKCUTHHUO. CepaedHas HEAOCTaTOYHOCTh CO CMEPTEIIbHBIM
ucxosioM HaOmoaanack y 0,6% manueHToB, MPUHUMABIINX aKCUTUHHO.
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B uccnenoBanusax MOHOTEpanuu akCUTHHHOOM (n=672) B neuenuun nanueHToB ¢ [IKP sBnenus
CEepICYHON HEAOCTAaTOYHOCTH (BKJIIOYAsh CEPACUHYIO HEIOCTATOYHOCTh, XPOHUYECKYIO
CEpJICYHYI0 HEIOCTAaTOYHOCTh, CEPACUYHO-TIETOYHYI0 HEIOCTATOYHOCTh, MUCHYHKIIUIO JIEBOTO
KEIy04YKa, CHIDKeHHE (pakuuu BBIOpOCA JIEBOTO JKENMyJO0YKa M HEIOCTATOYHOCTH MPABOTO
KENIyaodKka) peructpupoBaiuchk y 1,8% mnanueHToB, monydyaBImX akcUTHHHO. CepaedHas
HEJI0CTaTOYHOCTH 3 U 4 creneHu HaOmoaanach y 1,0% nanueHnTos, a cepaeyHas HeIOCTaTOYHOCTh
CO CMepTeNbHBIM Ucxo0oM - y 0,3% nmanueHToB, MPUHUMABIINX aKCUTHUHUO.

Jluchynxyus wumosuonol xcenesvt (cm. pazoen 4.4)

B KoHTponmupyeMOM KIMHUYECKOM HCCIICAOBAaHUM IPHUMEHEHHUS AaKCUTUHHOA B JICUCHUH
naruenTos ¢ [IKP pa3Butre runotupeosa Habaronanocs y 20,9% nanueHToB, a runepTupeo3a —
y 1,1% mnauuenroB. IloBbiuenune ypoBHs THpeoTponHoro ropmona (TTI) B kauecTBe
HE)KEJNATeNIbHOM peakiuy OTMedanoch y 5,3% manueHToB, MOMy4YMBIIMX aKCUTHHHO. B xone
PYTUHHBIX JJAOOPATOPHBIX UCCIIEN0BAaHUN ObUIO YCTAHOBJIEHO, YTO CPEAM MALUEHTOB C YPOBHEM
TTI mo navana tepanuu <5 MkEn/mi, noBsimenue ypoBas TTI >10 mxExn/mn mabmonanocs y
32,2% manueHToB, MOJIyYaBIINX aKCUTHHHUO.

B 00BbenMHEHHBIX KIMHUYECKUX HCCIEAOBAaHUSAX NMPUMEHEHHUs aKCUTHHHOA (n=6072) B JIeYeHUH
narueHToB ¢ [IKP pasButHe rumotupeosa Habmoganock y 24,6%, a runeprupeosza y 1,6%
MAIMEHTOB, TOMYYaBIINX aKCUTUHUO.

Benosnas mpombosmbonus (cm. pazoen 4.4)

B KoHTponMpyeMOM KIMHUYECKOM HCCJIEIOBAaHUU TPUMEHEHUS aKCUTUHHOA B JICUEHUU
nanreHToB ¢ [IKP pa3BuTHe HekenaTeNbHBIX pEaKIMid B BHUAEC BEHO3HOM TPOMOOIMOOIMH
Habmo1a10¢k y 3,9% nanueHToB, NOJy4YaBIINX aKCUTUHUO (BKITIOYast TPOMOOIMOOIIHUIO JIETOYHON
aprepun (2,2%), okkmro3uto/Tpom003 BeH cetyatku (0,6%) u Tpom603 rimyOokux BeH (0,6%)).
Benosnble TpoMOOIMOOIMUECKHe OCIOXKHEHUS 3/4 cTeneHn orMedanuch y 3,1 % manueHTos,
NOJyYaBIIUX aKCUTUHUO. TpoMO0IMOOIHUS JeroyHON apTepuu CO CMEPTEIbHBIM UCXOI0M OblIa
3apeructpupoBana y oanoro namuenta (0,3%), MpuHUMAaBIIEr0 aKCUTUHUO.

B o0bequHEeHHBIX KIMHUYECKUX HCCIASAOBAHUSAX MPUMEHEHUs aKCUTUHHOA (n=672) B JieueHUH
naiueHToB ¢ [IKP pa3Butne BeHO3HON TpomMOOAIMOOIMHM OTMedanoch y 2,8% manueHToB,
MOJIyYaBIIUX  aKCUTUHUO. SIBIEHWS BEHO3HOW TpombOosMOommu 3  cTemeHW  ObUH
3apeructpupoBanbl y 0,9% manueHToB, a sSBJIEHUs BEHO3HOU TpoMO0osMbomu 4 crenenu -y 1,2%
nanueHToB. BeHosHas Tpom003MOOIMS CO CMepTeNbHBIM HcXxoioM Habmomanack y 0,1%
MAIMEHTOB, OMYYaBIINX aKCUTUHUO.

Apmepuanvras mpombosmoonus (cm. pazoen 4.4)

B KOHTpoONIMpyeMOM KIMHHYECKOM WCCIEJIOBAaHUH MPUMEHEHHS aKCUTHHHOA B JICUCHHU
naneHToB ¢ I[IKP HexemarenbHble peakuuy B BHJAE apTepUaIbHON TPOMOOIMOOIMHU ObLIH
3aperucTpupoBanbl y 4,7% nanueHToB, NOJyYaBUIMX aKCUTUHUO (BKIItOYas MHPApKT MUOKapaa
(1,4%), Ttpan3utopHyto umemuueckyto araky (0,8%) u ocTpoe HapylleHHe MO3TOBOTO
kpoBooOparenus (0,6%)). HexenarenbHble peakiiu B BUJIe apTepHaibHON TpoMOodMOomu 3/4
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cTenieHu Habmoganuck y 3,3% manueHToB, NoMydaBIINX akCUTHHUO. Bbut 3apeructpupoBaH oJIuH
OCTpPBII MH(APKT MHOKapJa cO CMEPTEIbHBIM MCXOJOM U OJTHO OCTPOE HapyILIEHHE MO3TOBOTO
KpoBooOparenust co cmeprenbHbiM  ucxonoM (0,3%). B wuccriemoBaHusSX MOHOTEpanuu
akcuTHHUOOM (n=850) HexenaTelbHBIC pPEAKUUMU B BUAC apTepHATbHONH TpoMO0IMOOIHH
(BKJTIOYAsl TPAH3UTOPHYIO HWIIEMHUYECKYIO aTaKky, WH(PapKT MHUOKap/la W OCTPOE HapyIlIeHHE
MO3TOBOT'0 KPOBOOOpAIeHHs) OTMEHAIUCh Y 5,3% ManueHToB, MOJy4aBIIuX aKCUTUHUO.

B o0benuHEeHHBIX KIMHUYECKUX HCCISAOBAHUSAX MPUMEHEHUS aKCUTUHHOA (n=672) B JIeueHUH
narueHToB ¢ [IKP pasButue aprepuanbHoil TpoMO603MO0IMH Habmoaanoch y 2,8% manueHToB,
NOJYYaBIIUX AaKCUTHHUO. SIBIeHMS apTepuanbHOM TpomMOooMOonumu 3  CTeneHHu ObUIH
3aperucTpupoBansl y 1,2% manueHToB, a SsBIeHUS apTepUatbHOl TPOMOOIMOOIUN 4 CTETICHH - Y
1,3% mnamuenTtoB. JletanbHbI UCXOA MPH apTepHaIbHON TpoMmOosMOomuu otmeuancs y 0,3%
NaIMEeHTOB, NOJTYYaBIINX aKCUTHHHUO.

THonuyumemus (cm. noopaszoen « OyeHKa yposHs 2eMo2n00ura uiu cemamoxpumay pazoeia 4.4)
B KkoHTponumpyeMOM KIMHUYECKOM HCCJIEIOBAaHUU TPUMEHEHUS aKCUTUHHOA B JI€UCHUU
nauueHToB ¢ [IKP pasButue nomuuuremun otMmevanoch y 1,4% mNanueHToB, MOTyYaBIIMX
akcuTuHUO. B X01e pyTHHHBIX 1a00paTOPHBIX MCCIeA0BaHUN y 9,7% MalMeHTOB, MOTyYaBIINX
aKCUTHHUO, OBLJIO BBIABICHO MOBBIIIEHHE YpoBHs remorioouHa Beime BI'H. B 4 knnHnueckux
WCCJICIOBAHMIX TPUMEHEHUsI akCUTHHHOA B nedeHuu narueHToB ¢ [IKP (n=537) moBelieHue
ypoBHs remoryiobuna Beimie BI'H Obiio 3apeructpuposano y 13,6% manneHTOB, MOTyYaBIINX
AKCUTUHUO.

B o0beauHEeHHBIX KIMHUYECKUX HCCIAEAOBAHUSAX MPUMEHEHU aKCUTUHHOA (n=672) B JIeueHUH
nauueHToB ¢ [IKP pasButue nomuuuremun otMmevanoch y 1,5% mNamueHToB, MOTyYaBIIMX
AKCUTHHHO.

Kposomeuenus (cm. pazoen 4.4)

B KoHTponmupyeMOM KIMHUYECKOM WCCIICIOBAaHUM TPHUMEHEHHUS AaKCUTUHHOA B JICUCHUH
narenToB ¢ IIKP, W3 ydacTus B KOTOPOM MCKIIOYAIHCh MAI[MEHThl C METAaCTaTUYEeCKUM
MOpaXEHHEM TOJIOBHOIO MO3ra, HE TMOJy4yaBUIME [0 JaHHOMY IIOBOJIY COOTBETCTBYIOLIETO
JIeUYEHUsl, TeMOpparuyeckue HeXellaTelbHble peakluu ObUld 3apeructpupoBanbl y 21,4%
NAlMEHTOB, TOJMydYyaBHIMX aKcUTUHUO. ['emopparuueckue  HexkelaTeNbHbIE  PEaAKIHH,
HaOJI0/IaBUINECs] Y TAIMeHTOB, MOJYYaBIIMX aKCUTUHHUO, BKIIIOYAIM HOCOBOE KPOBOTEUEHUE
(7,8%), remarypuro (3,6%), kpoBoxapkanbe (2,5%), pekTampHOe KpoBoTeueHue (2,2%),
KpoBoTeueHue u3 neced (1,1%), xemynounoe kpoBoreuenue (0,6%), KpOBOM3IHUIHUE B TOJIOBHOM
mo3r (0,3%) u xpoBoreuenue wu3 HWwkHHX oTaenoB JKKT (0,3%). I'emopparmueckue
HE)KEeJIaTeNbHbIC PeakIuy >3 CTeNeHn oTMevanuch y 3,1% manueHToB, Noay4YaBIIuX aKCUTUHUO
(BKJTIOYAsi KPOBOM3JIMSIHME B TOJIOBHOM MO3T, JKEIYJIOYHOE KPOBOTEUEHHE, KPOBOTEUEHHUE U3
HwkHaux otaenoB JKKT um kpoBoxapkanwbe). KpoBoTeueHwe ¢ JeTadbHBIM HCXOJOM OBLIO
3apeructpupoBaHo y oxaHoro manuenrta (0,3%), mpuHUMaBIIEr0 aKCUTHUHUO (KeEIyAO4HOE
KpOBOTEUCHHE). B HccrmeqoBaHusAX MOHOTEpanuu akcUTHHHOOM (n=850) KpoBOXapKaHbE
Habmroanock y 3,9% manuenToB, a KpoBoxapkaHnbe >3 crenenu - y 0,5% manueHTos.
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B 00benMHEHHBIX KIMHUYECKUX HCCIEIOBAaHUSAX NMPUMEHEHUs akCUTHHHOA (n=6072) B JIeYeHUH
nanueHToB ¢ [IKP pasButue remopparmdeckux sBI€HUN oTMedanock y 25,7% nNanueHToB,
NOJYYaBIIUX aKCUTUHHUO. [ eMopparndeckue peakiuu 3 cTerneHu ObLTH 3aperucTpupoBansl y 3%
NAIMEHTOB, reMopparndeckue peakuuu 4 creneHd - y 1% MDanMeHTOB M KPOBOTEUEHUE C
JETATBHBIM UCXOA0M - Y 0,4% TmanueHToB, MOJy4YaBIINX aKCUTHHHUO.

Tlepghopayus sncenyoouno-kuueunoco mpakma u 0opazosanue ceuwell (cm. pazoen 4.4)

B KoHTponMpyeMOM KIMHMYECKOM HCCIEI0BaHMM IPUMEHEHHMs aKCUTHMHHOA B JICUCHUHU
naruenToB ¢ [TKP nepdoparus XKKT nadmonanace y 1,7% nanueHToB, MOTy4aBIIMX aKCUTUHUO
(BriTrO"ast oOpazoBanue aHanpHOro ceuiia (0,6%), ceuma (0,3%) u nepdoparuu KKT (0,3%)). B
UCCIIEIOBAaHUSIX MOHOTEpanuu akcuTHHUOOM (n=850) ciyuan nepdopauun XKXKT ormeuanucs y
1,9% mnauuenTos, a nepdoparus XKT ¢ nerambHbIM ucxomom Oblia 3aperucrpupoBaHa y 1
naruenTa (0,1%).

B oObenuHEeHHBIX JaHHBIX KIMHHUYECKUX HCCIIEIOBAaHWM MPUMEHEHHUs akCUTHHHOa (n=672) B
nedyenun nauueHToB ¢ [IKP mepdopauus XXKT u oOpasoBanue cBumia Habmoganack y 1,9 %

ManucHTOB, MOJYYaBIIUX AKCUTHHHUO.

COOGH.IGHI/IG 0 TOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxHo coo0mare 0 M0J03pEBAaEMbIX HEXKEIATeNbHBIX PEAKIMAX I0CIE PErucTpaLuu
JIEKapCTBEHHOIO TIpernapaTta ¢ Lelbl0 00ECHEeYeHUs] HENPEPhIBHOIO MOHMTOPHHIA COOTHOIIEHHS
«I0JIb3a — PHUCK» JIEKApCTBEHHOIrO Mpemnapara. MEIUIMHCKUM pPa0OTHUKAM pPEKOMEHIYETCsI
co00IIAaTh O JIFOOBIX MOI03PEBAEMBIX HEXKENIATEIbHBIX PEAKLUAX JIEKAPCTBEHHOI'O NperapaTa 4epes
HAallMOHAJIBHBIE CHCTEMBbl COOOIICHUS O HEXENATENbHBIX pPEaKIUAX TIOCylapCTB — 4JIEHOB
EBpa3suiickoro 5kOHOMUYECKOIO COKO3a.

Poccuiickas ®@exepanus

Anpec: 109012, Mocksa, CnaBsHcKas miomap, 1.4, crp.1

DdenepanbHas ciryk0a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBuanzop)
Ten.: +7 (499) 578-02-20

On.moura: info@roszdravnadzor.gov.ru

http://www.roszdravnadzor.gov.ru

Pecnybsiuka Kazaxcran

PI'TI na ITXB «HauuoHanbHbIM LEHTP 3KCIEPTU3BI JIEKAPCTBEHHBIX CPENICTB U METUIIMHCKUX
uznenuity Komurera MeAUIIMHCKOTO U (hapMarieBTHUECKOTro KOHTPosisi MUHUCTEpCTBA
3npaBooxpanenus Pecny6nuku Kazaxcran

Anpec: 010000, r. Acrana, paiton baiikonsip, yi. A. Imanosa 13 (BL{ "Hypcayner 2")

Ten.: +7 (7172) 235-135

On.noura: farm@dari.kz

https://www.ndda.kz/

Pecnyosiuka benapycsh
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VII «IlenTp 3KcnepTH3 U UCHBITAHUHN B 3ApaBOOXPaHEHU» MUHHUCTEPCTBA 3APaBOOXPAHECHUS
Pecniy6nuku benapyce

Anpec: 220037, r. Munck, Toapunieckuit iep. 2a

Tenedon oraena dpapmakonanzopa: +375 (17) 242-00-29; daxc: +375 (17) 242-00-29
On.moura: repl@rceth.by, reeth@rceth.by

http://www.rceth.by

Keipreizckas Pecy0minka

JlemapraMeHT JIEKapCTBEHHBIX CPEACTB M MEAMLIMHCKMX H3AEIUMd 1npu  MHHHCTEPCTBE
3npaBooxpaneHust Kelpreizckoit PecriyOmmiku

Anpec: 720044, r. buiikek, yi. 3-s JIuaus, 25

Ten.: +996 (312) 21-05-08

On.nmouta: vigilance@pharm.kg

http://www.pharm.kg

PecnyOsiuka Apmenust

«Hay4HbIlil IEHTP IKCNEPTU3BI JIEKAPCTB U MEAULIMHCKUX TEXHOJIOTUI UM. akaJieMuKa O.
["abpuensna» AO3T

Anpec: 0051, r. EpeBan, np. Komuraca 49/5

Ten.: +374 (10) 23-16-82, 23-08-96; +374 (60) 83 00 73

On.nmoura: admin@pharm.am

http://www.pharm.am

4.9. Ilepeno3npoBka

CuMITOMBI

B KkoHTponMpyeMOM KIMHHUYECKOM HWCCJIEIOBAaHUU TPUMEHEHUS aKCUTUHHOA B JIEUEHUU
nanueHToB ¢ [IKP 1 manuenT HenpegHaMepeHHO NpUHUMaIT Tpenapat B 103€ 20 MT 2 pa3a B CyTKH
B TeUeHUE 4 THEH, TPH 3TOM y HETO HaOJII0aJIOCh Pa3BUTHE TOJIOBOKpYkeHH (1 cTeneHn).

B KJIMHUYECKOM HCCIENOBAaHUU AKCUTHHHOA C MOAOOpPOM 1103 y MAIMEHTOB, MOJyYaBIIUX
npenapat B HadanbHOU 703e¢ 10 Mr 2 pasza B cyTtku uim 20 mr 2 pasa B CyTKH, HaOJI0JaloCh
pa3BUTHE HEXKENATENbHBIX PEaKIUi, KOTOpbIe BKIIOUAIH apTepUaTbHYI0 THUIEPTECH3HIO,
aCCOLIMHMPOBAHHOE C HEW pa3BUTHE CYJOPOT U KPOBOXAPKAHbE CO CMEPTEIbHBIM HUCXOIOM.
Jleuenue

Criermuduueckoro jJeyeHus Mpy Nepeao3uPOBKE aKCUTHHNOA HE CYIIECTBYET.

B ciyuae mogo3peHus Ha Iepea03UPOBKY CIEeyeT BPEMEHHO MPEKPATHTh NMPHEM aKCUTUHUOA U
IPOBECTHU MOJ/ICPKUBAIOIIIEE JICUCHHUE.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoauHaAMHYeCKHE CBOHCTBA
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dapmakoTepaneBTUYECKas rpyImnmna: IIPOTUBOOITYXOJIEBBIE CpEACTBa, MHTUOUTOPEI
IIPOTEUHKUHA3BI.
Kon ATX: LO1EKOI.

MexaHu3M J1elCTBUS

AKCUTHHUO TIpeNCTaBiIsAeT COOOW MONIHBIA M CEJIEKTHUBHBIA HMHTHOUTOP THUPO3WHKHHA3HI
penentopoB cocyauctoro sHaorenuansHoro dakropa pocta (VEGFR -1, VEGFR-2 u VEGFR-
3). Otu peuenTopsl y4acTBYIOT B MEXaHHM3MaxX MaTOJOTHYECKOI0 aHTMOTeHe3a, OMYXOJIEBOTO

pocTa U MeTacTa3upoBaHus. beII0 MPOIEMOHCTPUPOBAHO, YTO AKCUTHHUO 00ECTIeYnBaeT MOIIIHOE
unruouposanne VEGF-onocpenoBanHoil mponudepalud U BbDKUBAEMOCTH SHIOTEIHAIBHBIX
KJIeToK.  AxkcutuHMO  uHrubmposan  ¢ochopunupoBanue VEGFR-2 B cocynax
KCEHOTPAHCIUJIAHTAaTOB OILyXOJIEH, DKCIPECCUPYIOIIMX MULICHHU i71 VIVO U BbI3BIBAN 3aICPIKKY
pocTa, pErpeccur0  OMyXOJIM W  UHTMOMpPOBAHME  METAaCTa3MpOBAHHUA BO  MHOIHX
9KCHEPUMEHTAIBHBIX MOJIEIISAX 3JI0KaYE€CTBEHHBIX HOBOOOPA30BaHUM.

Bnustaue gHa ugTepBaa QT

B pangomMu3supoBaHHOM, 2-CTOPOHHEM, ITEPEKPECTHOM UCCIIENOBAHUM 35 310pOBBIX YYaCTHHUKOB
OJTHOKPATHO TOJyYajJl aKCUTUHHUO B 703€ 5 MI' M30JMPOBAHHO WM B KOMOMHAIIMHM C IPUEMOM
KeToKkoHa3osna B o3¢ 400 mMr B TeueHue 7 pAHEW. Pe3ynbrarbl NaHHOTO HCCIENOBaHUS
IPOIEMOHCTPUPOBAJIH, YTO KOHLIEHTPAIIMN aKCUTUHHOA B TJIa3Me KPOBH, /10 2 pa3 MPEBHIIIABIINE
TepaneBTUUECKUE KOHIIEHTPALMU, OKUAAeMble IOC]e MpHeMa Ipernapara B J03€ 5 MI, He
NPUBOMIIM K KIIMHUYECKH 3HAUMMOMY yAIMHEHUIo nHtepBana QT.

Knunnueckas 3 pexkTHBHOCTL U 6€30MacHOCTh
Onenka 6e3omacHOCTH U 3(P(HEKTUBHOCTH aKCUTHHUOA MPOBOAUJIACH B PaHIAOMH3UPOBAHHOM,

OTKPBITOM, MHOTOIICHTPOBOM HccienoBanuu 3 ¢assbl. [lamuentsr (n=723) ¢ pacnpocTpaHeHHbIM
I[IKP ¢ mporpeccupoBanueM 3a0ojeBaHus Ha (pOHE WM IOCIE MPOBEACHHS IMEPBOH JIMHUH
CHUCTEMHOW Tepanuu (C NpUMEHEHHEeM CYHUTHHHOA, OeBanm3yMada, TEeMCHUPOIMMYCa WU
IIUTOKUHOB) ObUTH paHgoMu3upoBansl (1:1) Ha monyyenue akcutuanOa (n=361) wu copadennda
(n=362). OneHka OCHOBHOW KOHEUYHOW TOUYKH (BBDKHBAEMOCTH 0€3 MpOTrpeccHpoBaHUs
3aboneBanus — BBII) mpoBoauiack mocpescTBOM CIEMOTO HE3aBUCHMOTO IEHTPATM30BAHHOTO
aHaynu3a. BropuyHble KOHEUHbIE TOYKU BKJIIOYAIU YaCTOTY OOBEKTHBHBIX OTBETOB Ha JICUECHUE
(HOO) u obmryro BepkuBaeMocTh (OB).

W3 Bcex BKITIOYCHHBIX B JaHHOE HMccienoBanue nanueHToB 389 manuentam (53,8%) panee Obuia
npoBefeHa | nuHHS Tepanuu cyHUTHHHOOM, 251 mamuenty (34,7%) — 1 nuHHS CUCTEMHOMN
Tepanuy UUTOKUHAMH (MHTEpICHKUHOM-2 1ii nHTephepoHoM-anbda), 59 nanuenrtam (8,2%) — 1
auHus OeBanuzymabom u 24 mammentaMm (3,3%) — 1 aunHus TemcupoiumycoM. OCHOBHBIE
neMorpaduueckiue TapamMeTpbl W XapaKTepUCTHKH 3a0ojieBaHusi (BO3pacT, IIOJ, pacoBas
MPUHAUISKHOCTh, (PYHKIIMOHAIBHBIA CTaTyc MO IIKajle BocTouHOW  00BbeIMHEHHOU
onkonorudeckor rpymnmsl (Eastern Cooperative Oncology Group — ECOG), reorpadudeckuii
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PETHOH U MPEIIISCTBYOMIAs Teparus) ObUTH CXOKHMHU B TPYIIAxX, MPUHAMABIIMX aKCUTUHHO U
copageHuo.

B o61meit nomy sy manMeHToB U B IByX OCHOBHBIX MOATPYIINAax (C MpeAlIecTBYIOMIEH Tepanuei
CYHHUTUHHUOOM W TPEAMISCTBYIOIICH Tepanuell MUTOKWHAMHU) ObLIO OTMEUEHO CTaTHCTHUYECKU
3HAYUMOE MPEUMYIIECTBO aKCHUTHHHOA mepes copadeHMOOM MO0 OCHOBHOM KOHEYHOW TOYKE —
BBII (cm. Tabmumy 2 u pucynku 1, 2 u 3). Mennana BBII ornuuanace mo moxrpymmaMm B
3aBUCUMOCTH OT TPEAIIECTBYIOMEH Tepanuu. [[Be moarpynmsl (¢ mpeamecTByOmen Tepanuei
TEMCHUPOJIMMYCOM W TIPEANICCTBYIONICH Tepamnueil 0eBanmu3ymMadoM) OBUTH CIUIIKOM MaJlbl st
JEMOHCTpPAIMK HAJCKHBIX pe3ylbTaToB. CTaTUCTUYECKH 3HAUMMOM Pa3HHUIIBI MEXAY TPyIIaMu
no OB B 00mieil monynsiyuy MalueHTOB W B MOATPYNNaxX B 3aBUCUMOCTH OT MPEAIIECTBYIOMIEH
Teparuu BBISBICHO HE OBLIO.

Taouauna 2. PesyabTaThl uccjie10BaHus 3P PeKTHBHOCTH

K / 3 -
OHEHHA ToMKA acutHunG | copadenns | OP (95% JM) | o or¢
nccjeayemMas momyJIsiust HHE P
Oo6mas nonyasimus I'TT N =361 N =362

Menuana BBIT*® B mecsimax | 6,8 (6,4; 8,3) | 4,7 (4,6; 6,3) | 0,67 (0,56;0,81) |<0,0001¢
(95% JTN)
Memmana OB? B mecsmax (20,1 (16,7; 23,4)| 19,2 (17,5; | 0,97 (0,80; 1,17) | H3

(95% AN) 22.3)

400, % (95% JIN) 19,4 (15,4; 23,9)| 9,4 (6,6; 12,9) | 2,06 (1,41;3,00) | 0,00018
IMpenmecTByomas repanus N=194 N=195
CYHUTHHHOOM

Menuana BBIT*® B mecsinax | 4,8 (4,5; 6,5) | 3,4 (2,8;4,7) | 0,74 (0,58;0,94) | 0,0063"
(95% JTN)
Mennana OB? B mecsmax  |15,2 (12.8; 18,3)| 16,5 (13,7; | 1,00(0,78;1,27) | H3

(95% AN) 19,2)

400 | % (95% JIN) 11,3(7,2;16,7) | 7,7 (4,4; 12,4) | 1,48(0,79; 2,75) H3
IMpenmecTByomas repanus N =126 N =125
HUTOKUHAMH

Memana BBIT* B mecsmax | 12,0 (10,1; 13,9)| 6,6 (6,4; 8,3) | 0,52 (0,38;0,72) |<0,0001"
(95% JTH)
Memana OBY B mecsaiax | 29,4 (24,5; HO) | 27,8 (23,1; | 0,81(0,56;1,19) | H3
(95% JTV) 34,5)
400", % (95% JI) 32,5 (24,5; 41,5)[13,6 (8,1; 20,9)| 2,39 (1,43-3,99) | 0,0002

AN — noseputensubiii naTepBat; OP — ortHomenune puckoB (Hazard Ratio) (akcurunn6/copadenuo); ITT —
HOITyJISIIUS NALEHTOB C Ha3HaueHHbBIM JieueHueM; HO — He monaercs oneHke; H3 — He sBisgeTcs craTHCTHYECKH

sgaunMbeiM; YOO — wyacTtoTa O0OBEKTHBHOTO OTBeTa Ha JiedeHne; OB — oOmas BeDKMBaeMocTh, BBII —
BBEDKHBAEMOCTh 0€3 MpOrpeccCupoBaHus 3a00ICBaHMSI.

a

BpeMs 0T paHaoMHU3alMy A0 IPOrPEcCUPOBaHMs 3a00JI€BaHUsI UITK CMEPTH OT JIFO0O0M MPUYMHbBI, B 3aBUCUMOCTH
OT TOTO, YTO MPOU3OHAET paHbie. J[ara okoHuaHus cbopa gaHHBIX: 3 wroHsa 2011 T.
> Tlo He3aBUCHMOM pagMONIOTMYECKOIl OIEHKE B COOTBETCTBUH C KPUTEPUAMHU OLEHKHM OTBETA IIPH COIMIHBIX

onyxoJiisix (RECIST).
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¢ OaHOCTOpPOHHEE 3HAYCHUE P AJISL OLIEHKHU JICYEHHS IO JIOI-PaHrOBOMY KPUTEPHIO, CTPATU(QHULIUPOBAHHOMY 10
¢dynkmonansHoMy ctarycy ECOG u nmpenmecTByromeii Tepaniu.

4 Jlata oxonuanus cbopa ganueix: 01 Hos6ps 2011 T.

¢ Jlata okoH4aHus cOopa maHHbIX: 31 aBrycra 2010 1.

£ Ornomenne puckos s YOO. OTHomEHE pUCKOB >1 yKa3pIBano Ha GOJBIITYIO BEPOSTHOCTH OTBETA B IPYIIIE
aKCUTHHNO0A; OTHOIIIEHNE PUCKOB <1 yKa3bIBaJlo HA OOJBIIYIO BEPOSATHOCTh OTBETA B TPYIIIE copadeHnda.

¢ OpHOCTOpPOHHEE 3HAa4eHHWE P Uil OLEHKM JedeHus 1o kpureputo Koxpana-Manrens-I'enzens,
cTpatuduupoBaHHOMY 110 pyHKIMOHaIBHOMY cTatycy ECOG 1 npeaniecTByromei Tepanuu.

" OpanocTopoHHee 3HaueHME P VI OLEHKH JIEYEHHS 110 JIOTPAHTOBOMY KPUTEPHIO, CTPATH()UIMPOBAHHOMY IO
¢ynkmonansHoMy ctarycy ECOG.

! OpmHocropoHHee 3HaueHWe P JUIA  OLEHKM JieueHMs 1o kpureputo Koxpana-Mantens-Tensens,
CTpaTH(HUIUPOBAHHOMY IO GyHKIHOHATbHOMY cTatycy ECOG.

Pucynok 1. KpuBas Kanuana-Meliepa 1js1 BbIKHBaeMOCTH 0e3 NporpeccMpoBaHusi
3a00JieBaHMs MO pe3yIbTaTaM He3aBMCHMOM OLICHKH /JIsl 001Ieil Moy Isiuu.

091 ——e—— [IHJIUTA (n=361)
Memuana 6,8 MecsieB

= =C= = Copactennd (n=362)

G g Menuana 4,7 mecsina
- -
OTHOIIECHUE PHCKOB =

o oo 0,67
05 - : 95% JI1 (0,56; 081)
Beg .o 3uauenue p <0,0001
- .

JoJis1 6e3 mporpeccupoBaHMs

0.4 -
..‘.
0.3 4 ‘Q‘%— - oy
0.2 1 ‘Eh——-\_.l ! .
o S .
- 4
0.1 4 B, ___
- £ S Tt - S
AN N .
e T T T L] T I T 1l L T
0 2 4 [ 8 10 12 14 16 18 20 22 24 26 28

Bpewms (mecsiubn)
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Pucynok 2.

KpuBas Kanunana-Maiiepa

BBLKHBAeMOCTH 0e3 MporpeccCHpoOBaHUS

3a00/1eBaHMs MO Pe3y/JbTATAM HE3aBHCHMMOI OLIEHKOW B MOArpyNie NpeaiiecTBYHOIIEro
JieYeHUs] CYyHUTHHHOOM

0
.....

| Joas 6e3 mporpeccupoBaHus

Pucynok 3.

WHJIUTA (n=194)
Menuana 4,8 mecsia

Copadenu6 (n = 195)
Menuana 3,4 mecsia
OTHOIIICHHE PUCKOB =
0,74

95% U (0,58; 0,94)
3HauyeHue p= 0,0063

-

1 -

KpuBas

8 0 12 14 16 18 28

Bpewms (mecsiubr)

Kannana-Maiiepa BbIKHBaeMOCTH 0e3 NPOrpecCHpoOBaAHMS

3a00/1eBaHMs MO Pe3y/JbTATaAM HE3aBHCHMMOI OLIEHKOW B MOArpyNie MpealiecTBYIOIIEro
JieYeHUs] IUTOKMHAMH

1.0 {fo—=
08 \ . WHJIUTA (n=126)
- Menuana 12,0 mecsna
= =
£ 0.8 || .
g o7 "9'9"% - .- = =0= = Copadenut (n = 125)
=3 ¢ P Menuana 6,6 mecsia
g - e OTHOIICHHE PUCKOB =
Q 06 7y
2 - 0,52
5 05 ] 95% U (0,38; 0,72)
% ) ~e-gy L - 3Hauenue p < 0,0001
é 0.4 4 1%.. L_b
= - ‘Q—o—c.
503 1 g —
S F@_ u—ol_.
= Ty
0.2 A |-@—‘_
ey 4]_‘
0.1 i
L 8
0.0
T T T T T T 1
0 2 & i 8 10 12 14 16 18 20 22 24 26 28
Bpems (Mecsibr)
CTHU

EBpormeiickoe areHTCTBO IO JIGKAPCTBEHHBIM CPEACTBAM YTBEPAMIIO OTKa3 OT 00s3aTeibCcTBa
N0JIauM Pe3yJIbTATOB HMCCIICIOBaHUI MPUMEHEHHS aKCUTHHHOA B JICUCHUH paKa MOYKU U paka
MOYEYHOH JIOXaHKH (3a UCKIIIOUeHHEM HedpoOiacTomMbl, HeGpoO1acToMaTo3a, CBETIOKICTOYHOM

CapKOMBI, ME300JIaCTUYECKOW HEPPOMBI, KapIMHOMBI W3 KJIETOK MO3TOBOTO CIIOSI TMOYEK U
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pabaouTHOM OITyXOJIM IMTOYKH ) BO BCEX MOATPYIIAaX MAIMEHTOB IETCKOTo Bo3pacTa (MHPOpMAaIIHIO
00 HMCTI0JIb30BaHUH Y MAIUEHTOB JIETCKOTO BO3pacTa CM. B paszzene 4.2).

5.2. apmakokuHeTHYECKHE CBOHCTBA

[Tocne mepopasibHOTO TIpHieMa Ta0JIETOK aKCUTHUHHOA abCcomoTHAsE OMOJOCTYITHOCTh B CPEIHEM
cocraBisier 58% (IO CpaBHEHHIO C OWMOAOCTYNHOCTBIO IIOCIIE€ BHYTPUBEHHOI'O BBEJIECHUS
npenaparta). [lepros nonyBbIBeIeHUSI aKCUTHHUOA U3 TJ1a3Mbl KPOBU BapbUpPYET B TUana3oHe OT
2,5 no 6,1 gacos. [Ipuem akcuTuHNOA B 103€ 5 MT 2 pa3a B CyTKH MIPUBOIWI K MEHEE YeM 2-
KpaTHOMY KyMYJHUPOBAaHUIO aKCUTHHHOA MO CPABHEHUIO C OJHOKPATHBIM MPUEMOM TIperapara.
BBugy KOpoTKOrO mepuojia TMOJYBBIBEICHUS AKCUTUHUOA OXHAAETCS, YTO PaBHOBECHOE
COCTOSIHUE JIOCTUTaeTCs B TeUEHUE 2—3 AHEN OT Havasla TEPAINH.

AOcopO1us 1 pacupeaeleHue

MakcumManbHas KOHIEHTpalys akCUTHHUOA B IJIa3Me KPOBHU, KaK IIPAaBUIIO, JOCTUraeTcs yepes 4
yaca 10cJie IepopajibHOro IprUeMa Ipenapara ¢ MeINaHOW BPEMEHH JOCTH)KEHUSI MaKCUMaJIbHOM
koHIeHTpaluu (Tmax), BapbupyromIel B nuamnazoHe ot 2,5 no 4,1 gacos. [Ipuem akcutunuba
NUIIEH C YMEPEHHBIM COAEpKaHMEM >KHpoB NpuBoAW K 10% CHM)KEHHIO 3KCHO3MLIMH IO
CpPaBHEHHMIO C TIpUEMOM Ipemapara yYTpoM Haromak. [lpueM axcuTHHHOA C >KUPHOU
BBICOKOKAJIOpUHHON numed npuBoaui K 19% nNOBBINIEHHIO 3KCHO3MLIMHM IO CPABHEHHIO C
IPUEMOM IIpernapaTa yTpOM HaToUlaK. AKCUTMHMO MOKHO IPHUHUMATh BHE 3aBUCUMOCTH OT
npuemMa nuny (cM. pasuen 4.2).

Cpennue 3HaueHUSI Cmax W AUC yBeIMYHMBAIKCH MPOMOPIMOHAIBHO /03¢ AKCHUTHHHOA B
nuaria3zone 103 oT 5 10 10 mr. CBs3piBaHUE aKCUTHHUOA C IPOTEMHAMH TIJIa3MbI KPOBH YeJIOBEKA
in vitro (MIPEUMYIIECTBEHHO C albOyMHMHaMH ¥ B YMEPEHHOH CTEMeHU C O l-KUCIOTHBIMU
[JIMKONIpOTENHaMu) coctasisieT > 99%. Ilpu npueme npemnapara B 103€¢ 5 Mr 2 pas3a B CyTKH BO
BpeMsi MpHUeMa MUIIU CpPeAHEe T€OMETPUUYECKOE 3HAYEHHWE MAKCHUMAJIbHOW KOHIICHTPALMH B
iasme kpoBu 1 AUC»4 y manienToB ¢ pacrpoctpaneHHbiM [1IKP cocrapnsino 27,8 ar/mnu - 265
Hr*4/mi1, cooTBeTcTBeHHO. CpefHee TeOMEeTpUYecKOoe 3HaueHHe KIMpEeHCa MpU MepopaibHOM
npueMe Tpernapara ¥ KaXyIHics o0beM pacmpeneneHuss coctaBmsum 38 /4 u 160 1,
COOTBETCTBEHHO.

BI/IOTDaHCd)ODMaHI/IH W 3JIMMUHAIUA

AxcutuHHO MeTabosm3upyeTcs TiaBHBIM oOpa3zoM B meueHu ¢ mnomouipio CYP3A4/5 u B
menbieii crenean CYP1A2, CYP2C19 u UGT1AL.

[Tocne mepopanpbHOro TMpHeMa paJAMOAKTUBHOIO akcuTuHuOa B go3e 5 wmr  30-60%
PaAMOAaKTUBHOCTH OOHapyXuBajioch B Kajne u 23% - B Moue. OCHOBHBIM KOMIIOHEHTOM,
0OHapyXMBaeMbIM B Kayie, ObIJT HCM3MECHEHHBI aKCUTUHUO (HA JOJI0 KOTOPOTO MPHUXOIUIOCH
12% ot npuHsATON M03BI mpenapara). HensmMeHeHHBbI akCUTUHHO HEe OOHApYXHUBAJICSI B MOYE.
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bosnbiias yacTe paAMOaKTUBHOCTH B MOU€ NMPUXOANIACE HA METAa0O0IUThI KApOOHOBON KUCIIOTHI U
cyabdokcua. JJoMuHupyomas 4yacte pailoaKTUBHOCTH B IJIa3Me€ KPOBU MPHUXOIMIACh Ha N-
[IIIOKYPOHHUIHBINA MeTa0oauT (50% uupKyIupyromeil painoakTUBHOCTH), Ha JI0JI0 HEM3MEHHOTO
AKCUTUHUOA U CyNb()OKCUTHOTO META0OIUTA MPUXOAMIOCH MPUMEPHO 10 20% HUPKYIHUPYOIIeH
PazvOaKTUBHOCTH.

Cynphokcuaaplii 1 N-TIIIOKYPOHUIHBIN MeTa0oauThl obnamanu npumepHo B 400 u 8000 pa3
MeHbIIIel akTUBHOCTHIO B oTHOIeHnH VEGFR-2 in vitro mo cpaBHeHHIO C aKCUTHHHUOOM.

Oco0ble rpyInel NALKMEHTOB

Jluya nodxcunozo 6o3pacma, noi u pacosas NPUHAOIEHCHOCb

Pesynbrarsl HOITYJIAIIMOHHBIX (apMaKOKMHETUIECKUX aHaJIN30B IMaIUEHTOB v
pacipoCTpaHEHHBIMH  3JIOKAYECTBEHHBIMH ~ HOBOOOpa3oBaHUAMU (B TOM  UHCIE C
pactipoctpaneHHbIM [IKP) 1 310poBBIX 1OOPOBOJIBIIEB CBUACTEIBCTBYIOT O TOM, YTO BO3pAacT,
MOJI, Macca TeJla, pacoBasi MPUHAIICKHOCT, GyHKIHA Todek, TeHoTulT UGT1A1 unu reHoTumn
CYP2C19 He oka3pIBalOT KIMHUYECKU 3HAYUMOTI'O BIIUSHHUSL.

Jlemu
HccnenoBanus nprueMa akcHTUHNOA y 1eTeil B Bo3pacte <18 JieT He MPOBOIUIIHCH.

Ileuenounasa nedoocmamoynocmo
WccnenoBanus in vitro u in vivo yKa3bpIBaloT Ha TO, YTO aKCUTUHUO METa0OIH3UPYETCs TIIaBHBIM
00pa3oM IMeYeHbIO.

3HaueHUe CUCTEMHOM SKCMO3UIMH aKCUTUHHUOA TI0Cie €ro OAHOKPATHOTO NMpUeMa Y MalMeHTOB €
HOpMaTbHOU (PyHKIMEH MMeYSHH U MAIlMEHTOB ¢ HapylieHueM (QyHKIIUU MEYCHH JIETKOW CTETIeHU
TsoxecTH (kmace A o Yainn-I1si0) ObUT0 OTMHAKOBBIM U BEIIIE (IPUOIUZUTEIHHO B 2 pa3a) — y
NaIMEeHTOB C HapylleHHeM (YHKLMHU MEYEeHU CpenHel crerneHu TsokecTH (kinacc B mo Yaitna-
[Is10). MccnenoBanust npuMEHEHNsT aKCUTHHHUOA Y TTALIMEHTOB € TIEYCHOYHOI HEJOCTAaTOYHOCTHIO
Tsokenont crenenu (kimace C o Yaitna-ITst0) HE MPOBOAUINCH, IOATOMY MperapaT HE CIETyeT
IPUMEHSTh y JTaHHOW KaTEeropuy MalleHTOB (PEKOMEHJAIMU MO0 KOPPEKLHHU J03bI Mpenapara
MIpUBEJICHBI B pazzaene 4.2).

Tloueunas nedocmamoyrnocms
HeusMeHeHHbBI aKCUTUHUO HE BBIABIISIETCS B MOYE.

HccnenoBanusi akcuTWHUOA y JUI] C TOYEYHOW HEJOCTATOYHOCTHIO HE MPOBOAMIUCH. U3
KJIMHUYECKUX UCCIIENOBAHUN aKCUTUHNOA B jieueHNH marmesToB ¢ [IKP uckirogaancy mannueHTsl
¢ ypoBHeM KpeatuHuHa >1,5 paza BI'H wim ¢ paccuuTaHHBIM KIMPEHCOM KpeaTuHuHa <60
MJI/MUH. Pe3ynpTartel MOMyJIsSIMOHHOTO (apMaKOKWHETHYECKOTO aHaJIn3a CBHUJIETEILCTBYIOT O
TOM, YTO KJIUPEHC aKCUTHHHOA HE M3MEHSJICS y MalMEHTOB C MOYEYHON HEIOCTATOYHOCTBIO U
KOPPEKIHs 1036l aKCUTUHNOA He TpeOyeTcsl.
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5.3 /laHHbIe TOKJIHMHUYECKOH 0€30MACHOCTH

ToKCHYHOCTH IMPH NOBTOPHOM BBEACHUH

OcCHOBHBIE PE3yJIbTATHI UCCIICTOBAHUI TOKCUYHOCTH Ha MBIIIIAX U COOaKaX MOCIe MHOTOKPATHOTO
BBEJCHUS TIpenapara B TeyeHHE JO0 9 MecsleB OTHOCWIUCh K MHIIEBAPUTEIbHOM,
reMaTOTNOTUYECKON, PENPOAYKTHBHOM, CKEJIETHOW M 3yOHOH cHcTeMaMm, a YpOBHHU J03bI, HE
NPUBOAAIINE K pa3BUTHIO HaOmomaeMbix HexenaTenbHbix sBiaeHud (NOAEL), Obumn
OpUOIM3UTENIBHO OSKBUBAJIEHTHBI WM HUXKE YypOBHS BO3JCWUCTBUA Yy 4YelOBeKa Mpu
PEKOMEH1yeMO#l KIIMHUYECKON HadaJlbHOU 03¢ (Ha ocHoBaHuu ypoHeilt AUC).

KanneporeHuocts

I/ICCHGI[OBaHI/ISI KaHIICPOTCHHOCTHU akcuTHHHOA HE MNpOBOAUIINCE.

I'eHOTOKCHYHOCTD

AKcuTHHMO HE IPOSIBIISI MyTareHHOM WM KJIACTOr€HHON aKTUBHOCTH B TPAAMLIMOHHBIX aHAIIN3aX
T€HOTOKCUYHOCTH i1 Vitro. 3HAUUTEIbHOE YBEIUYCHUE TTOJMILIOUINN HAOIMIOAAIOCH in Vitro Ipu
KOHIIEHTpauusax > 0,22 MKI/MJI, a TakKe OTMEYaJOoCh IOBBIIICHHE 4YHCIA MHKPOSACPHBIX
NOJIMXPOMAaTHYECKUX IPUTPOLIUTOB in Vivo; YPOBEHb A03bl, HE puBOALIeH K pazsutuio NOEL,
B 69 pa3 mpeBbllIal O0XHUJIAEMBI ypOBEHb BO3ACHCTBMS y uelnoBeka. Pe3ynbTarsl 1O
T€HOTOKCUYHOCTH HE€ CUUTAIOTCS KIMHUYECKHM 3HAYUMBIMU IIPU YPOBHAX BO3JEHCTBHI,
HaOJII0AaBIINXCS B UCCIIEJOBAHUSAX Y JIFOACH.

PenpoaykTuBHAS TOKCHYHOCTH
BrissBiienHBIC HN3MCEHCHHA, CBA3aHHBIC C BOSHCﬁCTBHCM aKCUTHHMOA HA SUYKHU U MNpUOIaTKH AN4YCK,

BKJIIOYAJIM YMEHbIIIEHNE MACChl OpraHa, aTpouio WK JAereHepalnio, yMEHbIIEHHE KOJTUYeCTBa
KJICTOK 3apOJIbIIIIEBON TUHUH, TUTIOCTIEPMHIO WIM aHOMaJIbHBIE (DOPMBI CIIEpMATO30HI0B, a TAKXKE
YMEHBIICHNUE TUIOTHOCTH M KOJIMYECTBA CIIEPMbI. DTH W3MEHEHHs HaOJIOJAUCh Y MBILICH MpH
YPOBHSIX BO3ACUCTBHS NMPUOIU3UTEIHHO B 12 pa3 BhIIIE 0)KUIAEMOTO BO3/ICHCTBHS Y UEIOBEKA, a
y co0aK — MPHU YPOBHSX BO3JCHCTBHS HIKE OXKHIAEMOTO BO3JCUCTBUS y UEIOBEKa. Y CaMIlOB
MBbIIIEH OTCyTCTBOBaN 3G (EKT Ha criapuBaHUE WM (PEPTHIIBHOCTH MPH YPOBHSAX BO3IEHCTBUS
MPUOJIM3UTENHHO B 57 pa3 BBIIIE 0KUAEMOTO BO3ACHCTBUS Y YellOBEKa. BBIsSBIICHHBIE N3MEHEHUS
y CaMOK MbIIIEH BKIKOYAIA NPU3HAKK 3aMEJIEHHOTO IOJOBOTO CO3PEBAHMS, YMEHBIIECHHE
KOJIMYECTBA UM OTCYTCTBHUE JKENTHIX TEJ, YMEHBIICHHYIO MAacCy MaTKH, a TaKXXe aTpouio MaTKu
IOpU YPOBHAX BO3JIEHCTBHUA MPUOIM3UTENBHO SKBHBAJCHTHBIX BO3JCHCTBHIO, OXKUIAEMOMY Y
YeloBeKa. Y CaMOK MbIeil HaOmonanoch CHWXKEHHE (DEepTUIBHOCTH U KU3HECTIOCOOHOCTH
SMOPHOHOB TIPU BCEX MCCIEIOBAHHBIX /033X, MPU 3TOM YPOBEHb BO3CHCTBUS CaMOW HHU3KOM
710361 MPUOIM3UTENHHO B 10 pa3 mpeBbIIai 0XKuaaeMoe BO3ACHCTBHE Y YETIOBEKA.

VY OepeMeHHBIX CaMOK MBIIIEH MOJ JeWCTBUEM aKCUTHHHOA OTMEYajoch YBEIHMYEHUE CIyyacB

BPOXKJACHHOTO TIOPOKa pAacIIEIUIeHUs TBEpIOro Heba M CKEJIETHBIX AaHOMaJMil, BKIIOuas
3aMEJUICHHYI0 OCCHU(UKALINIO, TIPU YPOBHSIX BO3JCUCTBUSA HIDKE OXHAAEMOTO BO3JIEHCTBUS Y
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yenoBeka. lccnenoBaHus TOKCHMYECKOrO BO3ACUCTBHS B INEPUHATAIBHOM M ITOCTHATAIBLHOM
[IEPUOJIaxX HE IIPOBOJUINCE.

Pe3ynbpTaThl McciieJOBaHUSI TOKCUYHOCTH Y HEIMOJIOBO3PEIBIX YKUBOTHBIX

VY wpbimeil u cobak HabmoAanach oOpaTtumasi JUCIIIa3Us XPALICBOM IMJIACTUHBI MPU BBEICHHH
aKCUTHHHOA B TECUCHHE MUHUMYM | MecsIia U Py YPOBHAX BO3ACHCTBUS MPUOIU3UTEIHLHO B 6 pa3
BBIIIIE 0XKUJAEMOr0 BO3JCHCTBHS y YeJIOBEKA. Y MBIIIEH MOJ ACHCTBUEM Mpenapara B TCUCHHE
Oosee 1 mecsitia HaOMIOMAJICS YaCTUYHO OOpAaTHMBIN Kapuec 3yOOB MPH YPOBHSIX BO3EHCTBHSI,
COTIOCTaBUMBIX C OKHJIAEMBIM BO3JIEHCTBHEM Y 4YelloBeKa. J[pyrue mposiBICHUST TOKCUYHOCTH,
HpeI[CTaB.H}IIOH_II/IG OITIaCHOCTH JIsdI IMAalIUMCHTOB ACTCKOI'O B03paCTa, y MOJIOABIX XHUBOTHBIX HC
OILICHHUBAJIUCH.

6. PAPMAIIEBTUYECKHWE CBOMCTBA

6.1. [Iepeuenb BcnoMorareJibHbIX BellleCTB
Muxkpoxkpucraminyeckas 1eJIo103a

JIAKTO3bI MOHOTHIpAT

KpOCKapMeJli03a HaTpHsI

Martaus creapar

Cocmag obonouxu (Onaopaii® I Kpacnwiii 32K15441):
runpomeriosa (I'TIMIL 2910/runpomeniosa 15c¢Il)
TUTaHA TUOKCU]]

JIAKTO3bI MOHOTUAPAT

TpHUaleTuH (TIUlepuHa TPHUAIIETAT)

KpacHUTellb kKelle3a OKCUI] KPACHBII

6.2. HecoBMecTUMOCTH

Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH
XpauuTth nipu Temneparype Hmxke 30° C.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKHU

TabneTku, MOKPHITHIE TNIEHOYHOW 00071049KOM, 1 Mr, 5 MT.
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ITo 14 rabnerok B [TA/amomunnit/IIBX/amomunreBom Gnucrepe; o 2 iy 4 Giucrepa BMeCTeE C
JMCTKOM-BKJIAJIBIIIIEM B KAPTOHHOM MavyKe ¢ KOHTPOJIEM MEPBOTO BCKPBITHSI.

6.6. OcoOble Mepbl TNPEIOCTOPOKHOCTHM TNPH  YHUUYTOXKEHHH  HCIOJb30BAHHOIO
JIEKAPpCTBEHHOr0 Tpenapara WJIH OTX0A0B, MOJYYEeHHBIX TMOCJe TPUMeHEeHHs
JIEKAPCTBEHHOI0 Mpenapara u Apyrue MaHUMYJISINUH C MPenapaTom

Bechb ocTaBmniics 1eKapcTBEeHHbBIN penapaT WM OTXO/Ibl CIeAYeT YHUUTOKUTH B COOTBETCTBUU
C YCTaHOBJICHHBIMH MECTHBIMH TPEOOBAHUSMHU.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJIOCTOBEPEHMUSA

Coenunennbie LHITaTel AMepukn

[aiizep Unk.

66 Xancon Bymnbap Ucr, Heio-Mopk, mrat Hero-Hopx 10001-2192
Ten.: +1 (212) 733-23-23

https://www.pfizer.com/contact/email

7.1. IlpeacTaBuTENb AEPKATES] PETHCTPALMOHHOIO YI0CTOBEPEeHHA

IIperen3uun norpedbuTesiel HAOPABIATS 10 AJIPECY:

Poccuiickas ®@enepauus (a tak:ke 11 Pecnyoiiukn Apmenus u Keiproizckoi Pecniyoaukn)
000 «Ilpaiizep MunoBarmm»

Anpec: 123112, r. Mocksa, [Ipecunenckas Hao., 1. 10, BL] «bamns na Habepexuoit» (biok C)
Ten.: +7 (495) 287-50-00

Qaxc: +7 (495) 287-53-00

On.nmoura: Russia@pfizer.com

Pecnybiuka Kazaxcran

®unman komnanuu Pfizer Export B.V. (Ilaitzep Sxcnopt bu.Bu.) B Pecnybnuke Kazaxcran
Anpec: 050000, r. Anmatsl, Meneyckuii paiion, p. H. Hazap6aesa, n. 100/4

Ten.: +7 (727) 250 09 16

®akc: +7 (727) 250 42 09

On.noura: PfizerKazakhstan@pfizer.com

Pecnyosiuka benapycsh

[IpencraBurensctBO YacTHOM KOMIIAaHMM C OTpaHMYCHHOHM OTBeTcTBeHHOCTHIO «Pfizer Export
B.V.» (KoponesctBo Hunepiannos) B Pecriyosnke benapych

Anpec: 220036, r. Munck, nip. I3epxkuHckoro 8, oduc 403

Temn.: +375 (17) 309-38-00

®axc: +375 (17) 309-38-19

On.moura: belarusro@pfizer.com

8. HOMEP PETHCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
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JITI-Ne(000687)-(PT-RU)

9. IATA IEPBUYHOM PETUCTPALIUU (IOATBEPKJIEHWS PETUCTPAILIUN,
INEPEPETUCTPAIIN)

Hara nepoii peructpauuu: 12.04.2022

10. JATA IEPECMOTPA TEKCTA

OO0mmast xapakTepuCTUKa JIEKAPCTBEHHOTO Tperapara JIOCTyITHA Ha MH()OPMAIIMOHHOM TOpTalie
EBpasmiickoro AKOHOMHYECKOTO CO103a B HMH(OPMAIMOHHO-KOMMYHHUKAITMOHHOW  CETH
«MuTepueT» https://eec.eacunion.org.

Toprosble HanMeHOBaHUs Npenapara B ctpaHax EADC:
Numnta® — Poccuiickas ®enepanus

Nunuta — Pecy6mka benapych

Nunuta — PeciyOirka ApmeHus

WNunuta — Keipreckas PeciyOnuka

Wunaiita® — Pecniy6nuka Kazaxcran
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	Действующее вещество: акситиниб.
	Инлита 1 мг таблетки, покрытые пленочной оболочкой
	Каждая таблетка содержит 1 мг акситиниба.
	Вспомогательные вещества, наличие которых надо учитывать в составе лекарственного препарата: 32,00 мг лактозы моногидрат (см. раздел 4.4.)
	Инлита 5 мг таблетки, покрытые пленочной оболочкой
	Каждая таблетка содержит 5 мг акситиниба.
	Вспомогательные вещества, наличие которых надо учитывать в составе лекарственного препарата: 56,00 мг лактозы моногидрат (см. раздел 4.4.)
	Полный перечень вспомогательных веществ приведен в разделе 6.1.
	4. КЛИНИЧЕСКИЕ ДАННЫЕ
	4.1. Показания к применению
	4.2. Режим дозирования и способ применения
	Пациенты пожилого возраста
	Коррекции дозы препарата не требуется (см. разделы 4.4 и 5.2).

	Пациенты с нарушением функции печени
	При назначении акситиниба пациентам с печеночной недостаточностью легкой степени (класс А по Чайлд-Пью) коррекции дозы препарата не требуется. Рекомендуется снизить дозу акситиниба при назначении препарата пациентам с печеночной недостаточностью средн...
	4.3. Противопоказания

	Гиперчувствительность к акситинибу или к любому из вспомогательных веществ, перечисленных в разделе 6.1.
	4.4.  Особые указания и меры предосторожности при применении

	Артериальная гипертензия
	Оценка уровня гемоглобина или гематокрита
	На фоне терапии акситинибом может повышаться уровень гемоглобина или гематокрита, что свидетельствует об увеличении массы эритроцитов (см. раздел 4.8). Увеличение массы эритроцитов может способствовать повышению риска развития тромбоэмболических ослож...
	Рекомендуется проводить мониторинг уровня гемоглобина или гематокрита до начала лечения, а также периодически в процессе лечения акситинибом. При повышении уровня гемоглобина или гематокрита выше нормы следует провести коррекцию, направленную на сниже...
	Кровотечения
	В клинических исследованиях акситиниба наблюдались случаи развития кровотечений (см. раздел 4.8).
	Аневризмы и расслоения артерий
	Данные in vitro указывают на то, что акситиниб метаболизируется главным образом под действием CYP3A4/5 и, в меньшей степени, под действием CYP1A2, CYP2C19 и уридиндифосфатглюкуронозилтрансферазы (UGT) 1A1.
	Ингибиторы CYP3A4/5
	Применение кетоконазола (мощного ингибитора CYP3A4/5) в дозе 400 мг 1 раз в сутки в течение 7 дней у здоровых добровольцев приводило к увеличению среднего значения площади под кривой «концентрация – время» (AUC) и максимальной концентрации (Cmax) акси...
	Индукторы CYP3A4/5
	Применение рифампицина (мощного индуктора CYP3A4/5) в дозе 600 мг 1 раз в сутки в течение 9 дней у здоровых добровольцев приводило к снижению средней AUC и Cmax акситиниба при его однократном приеме внутрь в дозе 5 мг на 79% и 71%, соответственно.
	Одновременное применение акситиниба с мощными индукторами CYP3A4/5 (например, рифампицином, дексаметазоном, фенитоином, карбамазепином, рифабутином, рифапентином, фенобарбиталом и препаратами зверобоя продырявленного [Hypericum perforatum]) может прив...
	Исследования способности акситиниба к ингибированию и индукции цитохрома CYP и UGT in vitro
	Исследования in vitro продемонстрировали, что в терапевтических концентрациях акситиниб не ингибирует CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 или UGT1A1.
	Исследования in vitro показали, что акситиниб обладает потенциальной способностью к ингибированию CYP1A2. Следовательно, совместное применение акситиниба с субстратами CYP1A2 может приводить к повышению концентрации субстратов CYP1A2 (например, теофил...
	Исследования in vitro также продемонстрировали, что акситиниб обладает потенциальной способностью к ингибированию CYP2C8. Однако совместный прием акситиниба с паклитакселом (являющимся субстратом CYP2C8) не приводил к повышению концентрации паклитаксе...
	В ходе исследований in vitro с использованием гепатоцитов человека также отмечалось, что акситиниб не оказывает стимулирующего воздействия на CYP1A1, CYP1A2 или CYP3A4/5. В связи с этим предполагается, что совместное применение акситиниба и субстратов...
	Исследования с Р-гликопротеином in vitro
	Исследования in vitro продемонстрировали, что акситиниб способен ингибировать P-гликопротеин. Тем не менее, ожидается, что в терапевтических концентрациях акситиниб не будет оказывать ингибирующее влияние на Р-гликопротеин. В связи с чем предполагаетс...
	4.6. Фертильность, беременность и лактация

	4.8.  Нежелательные реакции
	Резюме профиля безопасности
	Следующие риски, а также меры, необходимые для их контроля, более подробно рассматриваются в разделе 4.4: сердечная недостаточность, артериальная гипертензия, дисфункция щитовидной железы, артериальная тромбоэмболия, венозная тромбоэмболия, повышение ...
	Наиболее частыми (≥20%) нежелательными реакциями, наблюдавшимися при лечении акситинибом, были диарея, артериальная гипертензия, утомляемость, снижение аппетита, тошнота, снижение массы тела, дисфония, синдром ладонно-подошвенной эритродизестезии (лад...
	В таблице 1 представлены нежелательные реакции, зарегистрированные у пациентов, получавших акситиниб в клинических исследованиях лечения ПКР (объединенные данные по 672 пациентам) (см. раздел 5.1). Также включены нежелательные реакции, выявленные в хо...
	Нежелательные реакции систематизированы по системно-органным классам, частоте развития и степени тяжести. Частота развития данных нежелательных реакций определялась следующим образом: очень часто (≥1/10), часто (≥1/100, но <1/10), нечасто (≥1/1 000, н...
	Категории частоты развития нежелательных реакций устанавливались на основании абсолютных значений частот объединенных данных клинических исследований. В пределах каждого класса систем органов нежелательные реакции, регистрировавшиеся с одинаковой част...
	4.9. Передозировка

	Симптомы
	В контролируемом клиническом исследовании применения акситиниба в лечении пациентов с ПКР 1 пациент непреднамеренно принимал препарат в дозе 20 мг 2 раза в сутки в течение 4 дней, при этом у него наблюдалось развитие головокружения (1 степени).
	В клиническом исследовании акситиниба с подбором доз у пациентов, получавших препарат в начальной дозе 10 мг 2 раза в сутки или 20 мг 2 раза в сутки, наблюдалось развитие нежелательных реакций, которые включали артериальную гипертензию, ассоциированно...
	Лечение
	В случае подозрения на передозировку следует временно прекратить прием акситиниба и провести поддерживающее лечение.
	5.3 Данные доклинической безопасности
	Хранить при температуре ниже 30  С.
	По 14 таблеток в ПА/алюминий/ПВХ/алюминиевом блистере; по 2 или 4 блистера вместе с листком-вкладышем в картонной пачке с контролем первого вскрытия.

