COOTBETCTBYET JKCNEPTHOMY OTYETY
0129012024 N: 1447
OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOFO TIPERAPATA 1001)

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O ITPEITAPATA

AKCUTHUHUB-XUMPAP, 1 Mr, TaGieTKH, MOKPHITHIC TUICHOYHONH 000JIOUKOH.
AKCUTHUHUB-XMUMPAP, 3 mr, TaGlI€TKH, TOKPBITHIE TUICHOYHOW 000JIOUKOMA.
AKCUTHUHUB-X1UMPAP, 5 mr, TaGieTKH, TOKPBITHIE TUICHOYHON 000JIOUKO.
AKCUTHUHUB-XUMPAP, 7 mr, TaGIeTKH, MOKPHITHIC TUICHOYHON 000JIOUKOM.

2. KAYECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JlelicTBy1oIII€€ BEIIECTBO: aKCUTHHUO.

AKCUTUHUB-XMUMPAP, 1 mr, Ta0ieTKH, HOKPLITEIE INLIEHOYHONH 000JI0YKON

Kaxxnast Tabnerka copepkut 1 Mr akcutuHuOAa.
BcenomorarenbHble BelecTBa, HaJIUMYWE KOTOPBIX HAJ0 YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO

mpernapara: JJakTo3bl MOHOTUApAT (cM. pazzaen 4.4).

AKCUTUHUB-XUMPAP, 3 mr, Ta0JeTKH, HOKPBITHIE ILIEHOYHONH 000JI0YKON

Kaxnas Tabnerka cogep kUt 3 Mr akCUTHHHOA.
BcrmomorarennHbIe BCIICCTBA, HAJIMYUC KOTOPLIX HAAO YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O

mpernapara: JJakTo3bl MOHOTUApAT (cM. pazzaen 4.4).

AKCUTUHUB-XUMPAP, 5 mr, Ta0JeTKH, HOKPBITHIE ILIEHOYHONH 000JI0YKON

Kaxxnast Tabnerka conepKUT 5 MI akCUTHHUOA.
BcrmiomorarensHbIe BCIICCTBA, HAJIMUYMUC KOTOPLIX HAAO YUYWUTBIBATH B COCTABC JICKAPCTBCHHOI'O

npernapara: JakTo3bl MOHOTHIpAT (cM. pazaen 4.4).

AKCUTUHUB-XUMPAP, 7 mMr, Ta0JeTKH, HOKPBITHIE ILIEHOYHOMH 000JI0YKON

Kaxxnas Tabnerka conepKUT 7 MI aKCUTHHUOA.
BcrmomorarennHbIe BCIICCTBA, HAJIMUYUC KOTOPBIX HAJO0 YUUTBIBATH B COCTABC JICKAPCTBCHHOI'O

npenapara: JakTo3bl MOHOTHIpAT (cM. pasaen 4.4).

[TosHBINM IepedeHb BCIOMOTaTeIbHBIX BEIIECTB IPUBEACH B paszeie 6.1.
3. JIEKAPCTBEHHAS ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHOU 0007104YKOM

AKCUTUHUB-XUMPAP, 1 Mr, Ta0JeTKH, HOKPHITHIE ILIEHOYHOM 000JI0YKON

Kpyribie IBOSIKOBBIMYKJIbIE TaOJIETKH, MOKPHITHIE IUIEHOYHOW 00O0JIOUKOIl PO30BOro IIBETa, C

rpaBupoBKOH «L» Ha OJTHON CTOpPOHE.
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AKCUTHUHUB-XUMPAP, 3 mr, TaGIeTkH, noKpEIThe HhbHOuHo 0bthbakoi - — | = J00T]

Kpyribie 1BOSKOBBINTYKIIbIE TaOJIETKH, TOKPBITHIE TUIEHOYHON 000JI0YKON KPacHO-KOPUYHEBOTO

IIBETA.

AKCUTUHUB-XUMPAP, 5 Mr, Ta0JeTKH, HOKPLITHIE INLIEHOYHONH 000JI0YKON

Kpyribie 1BOSKOBBITYKIIbIE TA0IETKH, IOKPHITHIE IIICHOYHONH 000JI0UKON PO30BOTO IIBETA.

AKCUTUHUB-XUMPAP, 7 mr, Ta0JeTKH, HOKPHITHIE ILICHOYHOM 000J104YKON

Kpyribie 1BOSKOBBITYKIIbIE TaOJIETKH, TOKPBITHIEC TUIEHOYHON 000JI0YKON KPacHO-KOPUYHEBOTO

[BETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHusl K NPMMEHEHUIO
[Ipemapar AKCUTUHUB-XVUMPAP noka3aH [uisi J€e4yeHUS B3pOCIbIX MAIUEHTOB C
pacrpoCTpaHEHHbIM  IoyeuHo-KJIeToyHbiM  pakoM  (IIKP)  mpu  HeaddexTuBHOCTH

npez[meCTBy}omeﬁ TCpaliuu.

4.2. Pe:xuM 103UPOBAHUS H CIIOCO0 NPHMMEHEHHA
Jleuenune npenaparom AKCUTUHUB-XUMPAP nomkHO HpPOBOAUTHCS BpauoM, HMEIOLIUM

OIIBIT IPUMCECHCHUS IPOTUBOOITYXOJICBBIX ITPCIIAPATOB.

Pexxum 103upoBaHus

Pexomennyemas 1o3a akCUTHHHOA COCTABISET 5 MI BHYTpPb 2 pa3a B CYTKHU.

JleyeHue nOMKHO MPOJIOIKATHCS [0 TEX IMOp, MOKa Ha0MoAaeTcs KIIMHUYecKui 3¢ dexT mim xe
0 Ppa3BUTHS HENPUEMIIEMOW TOKCHYHOCTH, HE MOAJAIOLIEHCS KOPPEKIUH IPUEMOM
JIOTIOJTHUTEIIbHBIX JIEKAPCTBEHHBIX CPEICTB WJIM U3MEHEHUEM JI03bI IIpenapara.

IIpyn pasBUTHM PBOTBHI WM IPOIYCKE 03Bl HE CIEAYET NPUHHUMATh JIONOJHHUTEIBHYIO 103y

npernapara, a ClIeAyHIlyIo 103y PEKOMEHAYETCS IPUHATh B OOBIYHOE [T HEE BPEMS.

Koppexyus 0o3vl

B 3aBucuMOCTM OT WHIMBHUIYaJbHOM NEPEHOCMMOCTH U O€30IaCHOCTH CYTOYHas J03a
npernapaTta MOXXeT ObITh YMEHbIIIEHA WJI yBEJINYEHa.

[Tpu xoporie nepeHoCHMOCTH HaYyaJIbHOM J03bl aKCUTUHUOA 5 MI 2 pa3a B CYTKH U OTCYTCTBUH
HEXKEJNaTeNbHBIX peakiuil Bhllle 2 CTeNmeHu (TO €cTh, MPH OTCYTCTBHHM CEpPhE3HBIX
HE)KEJIaTEeNbHBIX PEaKIMii COrJIaCHO OOLIMM TEPMHUHOJIOIMYECKHUM KPUTEPHUSIM HEKeJIaTeNbHBIX
spieanii [CTCAE], Bepcust 3.0) B TeueHne 2-X MOCIEIOBATEIBHBIX HEIETh MOXXHO YBEIMYUTH
03y Tpemnapara 10 7 M 2 pa3a B CYTKH 3a HCKIIOYEHHEM CIIy4aeB, KOTJa apTepUalbHOE
napieHue mpesbimaer 150/90 MM pT. CT. WJIM TalMEHT MOJyyaeT aHTUTUIEPTEH3UBHYIO

TCPpaIunLo. BHOCJ’ICI[CTBI/II/I, PYKOBOACTBYACHL OTUMHU KC KPUTCpUAMU, TIPU XOpOIJ.IGfI
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MEPEHOCUMOCTH JT03bl aKCUTUHHMOA 7 MT 2 pa3al B CYTKI/£ %&Q@»}&Mlﬁﬂ lﬁldgytrﬂr%%_ﬁé 110

MakcUMalbHOU 10361 — 10 Mr 2 pa3a B CyTKH.

JIist KOppeKIUu HEKOTOPBIX HEXKENATEIbHBIX PEaKIHii MOKET MOTPeOOBaThCSI BpEMEHHAS WU
MOCTOSTHHAs! OTMEHA W/WJIM CHIDKEHHE J03bI akcuTHHHOA (cM. pazzaen 4.4). [Ipu HeoOxoaumocTu
JIOITYCKAeTCsl CHMYKEHHUSI 103bI aKCUTHHMOA 0 3 Mr 2 pasza B CyTKHU U 3aTeM elle 10 2 Mr 2 pa3a B
CYTKHU.

He TtpeOyercss koppekuus /03bl TpenapaTa B 3aBUCHMOCTH OT BO3pacTa, pacoBOi

IMPUHAIIC)KHOCTH, I10JIa UJIM MACCBI TCJIa IMallkuCHTa.

Oonospemennoe npumenenue mowHvlx uneubumopos CYP3A4/5

OnHOBpeMeHHOE TpUMEHEHHE akcUTHHHOA ¢ MomHbiMH uHTHOUTOpamMu CYP3A4/5 moxer
MPUBOJIUTH K TIOBBIIICHUIO KOHIICHTPAIIMU aKCHUTUHUOA B IUia3Me KpoBu (cM. pazaen 4.5). s
OJIHOBPEMEHHOTO TMPUMEHEHUSI PEKOMEHIYeTCsl MOAOUpaTh allbTepPHATHUBHBIC JIEKAPCTBEHHBIE
mpernaparsl — ¢ OTCYTCTBHEM WM MUHUMAaIIbHBIM UHTHOUpYtomuM aevictBuem Ha CYP3A4/5.
Hecmotpss Ha TO, 4TO HCClEeNOBaHUS IO KOPPEKLIUH [03bl AKCUTUHMOA Yy TMAalMEeHTOB,
npuHUMaImuX MomHble HHruoutopsl CYP3A4/5, He mpoBOAMINCH, MPH HEOOXOAUMOCTH
OJIHOBPEMEHHOTO  mpuMeHeHus  MomHoro wuHrubutopa CYP3A4/5  pexkomenmyercs
NpUOIU3UTENBHO HAMIOJIOBUHY YMEHBIIUTD 103y aKCUTUHUOA (HAallpuMep, HAaYallbHYIO 03y 5 MI
2 paza B CyTKM CleAyeT CHU3UTh A0 2 Mr 2pa3a B CyTkH). [ KOppeKUHH HEKOTOPBIX
HEXKEJNATeNbHBIX peaklWid Ha TpHEeM TIpernapara MOXET IOTpeOoBaThbCS BpEMEHHAS WU
NOCTOSIHHAs OTMEHa akcUTHHuOa (cM. pasgen 4.4). Ilpm oTMeHe MOIIHOrO WHIUOMTOpa
CYP3A4/5 cnegyer paccMOTpeTh BOIPOC O BO3BpALlCHMH K J103€ aKCUTHHUOA, KOTOpas

MpUHUMAJACh 10 Havyayia JiedeHus: MOIHbIM HHruouTOopoM CYP3A4/5 (cm. paznen 4.5).

Oonospemennoe npumenenue mowHolx unoykmopos CYP3A4/5

OnHOBpeMEHHOE NpUMEHEHHE akKcuTUHHOa ¢ MouHbIMM HHIykTopamMu CYP3A4/5 moxer
IPUBOJIUTh K CHUKEHUIO KOHIIEHTpAallMM aKCUTMHHOA B IU1a3Me KpoBH (cM. pasnen 4.5). Jlns
OJIHOBPEMEHHOT'O TPHUMEHEHUS PEKOMEHAYETCsl BbIOMpaTh allbTepHATUBHbBIE JIEKApPCTBEHHBIE
Ipenaparsl ¢ OTCYTCTBUEM WJIM MUHUMAJIbHBIM CTUMYIHpYyromuM BiusHueM Ha CYP3A4/5.
HecmoTtpss Ha TO, 4TO uCCIEAOBaHHS MO KOPPEKLUUH 036l AKCUTHHHOA Yy TalUEHTOB,
npuHUMarmuX MolHbsle HHAYKTOpel CYP3A4/5, He mnpoBoamiuch, MpH HEOOXOAUMOCTH
OJIHOBPEMEHHOTO MpuMeHeHHs: MomHoro nHaykropa CYP3A4/5 pekomenayeTcsi MOCTETIEHHOE
YBEJIMYEHHUE J103bl aKCUTUHHUOA. Y CTaHOBJIEHO, YTO MaKCUMajbHas MHAYKIUS NPU MPUMEHEHUN
BBICOKHX 103 MOIIHBIX HUHAYKTOpoB CYP3A4/5 mpoucxomuT B TedeHuwe | Hemenu JedeHUs
UHAYKTOpOM. [Ipu MOBBIIEHUH J103bI AKCUTHHUOA CIIelyeT MPOBOAUTH TIIATEIbHBIA KOHTPOJIb

COCTOSAAHUA TIMallMCHTAa Ha NOPCAMET BBIABJICHUA CHUMIITOMOB TOKCHYHOCTH. JIJ'ISI KOppEeKIun
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WIM TIOCTOSHHAs OTMEHAa aKCUTHHUOA W/WIM CHWXEHHE ero no3bl (cm. pasmen 4.4). [lpu
MPEKpalIeHUH Tepanuu MOIHBIM HHAYKTOpoM CYP3A4/5 ciemyer HeMEIUIGHHO BEPHYTHCS K
J103¢ aKCUTHHUOA, KOTOpast MPUHUMAJIACh /10 HavaJia JjedeHus: MOIIHbIM HHaykTopoM CYP3A4/5

(cm. paznen 4.5).

Oco0BbIe IPVIIILI TAIUEHTOB

HaL;MEHmbl NOJ2HCUTI0C0 803pacma

Koppekiuu no3s1 npenapata He Tpedyercs (cM. paznens 4.4 u 5.2).

Tayuenmoi ¢ Hapywenuem hyHKyuu novex
Koppekuust mo3bl mpenapara He Tpedyercs (cm. pasmen 5.2). IlpakTuueckd OTCYTCTBYIOT

JTAHHBIE T10 JICUCHUIO aKCUTUHIOOM MAIIMEHTOB C KIMPEHCOM KpeaTHHHUHA <15 MII/MUH.

HGL{MEHmbl C HapyuieHuem qbyHKl/;l/ll/l nevyernu

[Tpu Ha3HAYeHHHM AKCUTUHUOA MAIMEHTaM C MEYCHOYHOW HEeIOCTAaTOYHOCTHIO JIETKOM CTereHu
(xmacc A mo xnaccudukamuu Yaitng-I1pr0) koppekmmm 10361 Tpenapara He TpeOyercs.
PeKOMeHI[yeTCSI CHU3UTHL 03y akcuTHHHOa IIpyu Ha3HA4YCHHUU IIpflapara IMMalnucHTaM C
MEYCHOYHON HEJOCTaTOYHOCTBIO CpelnHel creneHu TshkecTH (kimacc B mo knmaccudukanuum
Yaiina-I1pt0), Hampumep, HadadbHYIO 103y CIIEAyeT CHU3HUTH ¢ 5 Mr 2 pa3a B CyTKH A0 2 MT
2 pa3a B cytku. VMccrnenoBanusi mo IMPUMEHEHUIO aKCUTHHHUOA Yy TAIMEHTOB C TMEYCHOYHOM
HEJOCTAaTOYHOCThIO Tshkenol creneHn (kmacc C mo  knaccuduxamuu  Yaitna-Ileo) He
IIPOBOAWJINCH, TOITOMY Mpenapar He CielyeT NPUMEHATh Yy JAHHOM KaTErOpUM IallUuEeHTOB

(cM. paznenst 4.4 u 5.2).

eTH
be3onacHocTh M 3((EKTUBHOCTh AKCUTUHMOA y JeTell M MOoApPOCTKOB Miaame 18 et He

YCTAaHOBJICHBI. I[aHHLIe 110 IPpUMCHCHUIO IIpCIiapaTa B J€TCKOM BO3pPaCTC OTCYTCTBYIOT.

Crooco0 rmpuMeHeHus

[Tpenapar AKCUTUHUB-XUMPAP npunumaroT BHYTpb, NpOTJaThiBas LEIUKOM, 3aluBast
CTAaKaHOM BOJBI, BHE 3aBUCHMOCTM OT NpPHEMa NUIIM 2 pa3a B CYTKH C MHTEPBAIIOM MEXIY
npuemMamMu npuOIM3uTenbHO 12 yacoB (oM. pasznen 5.2). TabmeTku cieayeT NpoOraThIBaTh

OCIIMKOM, 3alliBas CTaKaHOM BO/BI.

4.3. IIporuBonokazanus
['unepuyBCTBUTENTFHOCT, K AKCUTHHHOY WM K JIFOOOMY U3 BCIOMOTATEIbHBIX BEIIECTB,

IIEPEYUCIICHHBIX B paszaene 6.1.
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MOHI/ITOPI/IHF CHCI_II/I(i)I/I‘{eCKI/IX HBHGHHﬁ, CBA3aHHBIX C 6€3OHaCHOCTLIO, AOJDKCH NPOU3BOAUTHLCA
[0 Ha4daJia TCpaluru, a TaKKC IICPUOJUICCKH BO BPECM:I JICHCHUA AKCUTUHHOOM B COOTBETCTBHU C

IMPUBCACHHBIMH HUXKE PEKOMCHAAISAIMU.

CepsieyHass HEAOCTaTOYHOCTh

B knmuHHUYECKUX MCCIeNOBaHUAX MPUMEHEHUS akcUTUHHOA B nedeHuu nanuentos ¢ [IKP 6bum
3aperucTpUpoOBaHbl Ciaydal CEpACYHOM HENOCTaTOYHOCTH (B TOM 4YHCIE CEpACHHOMN
HEJOCTaTOYHOCTH,  XPOHHYECKOM  CEepIeYHONM  HENOCTAaTOYHOCTH,  CEPAEYHO-JIETOYHON
HEI0CTaTOYHOCTH, AMCHYHKIMU JIEBOTO JKENyJOuKa, ClIydal CHMKEHHs (pakiuu BbelOpoca
JIEBOTO KEJIYJ0UKa U HEIOCTATOUHOCTH IIPABOTO XKeNyAouKa) (cM. pazzaen 4.8).

CUMOTOMBI M TIPU3HAKU CEPACYHONW HEAOCTATOYHOCTH HEOOXOAWMO KOHTPOJIMPOBATH Ha
IOPOTSDKEHUM BCEro IEpHoja JIeYeHUs akCUTUHHOOM. JledeHue cepliedHON HeAO0CTaTOUYHOCTH
MOJXET MOTpeOOBaTh BPEMEHHOI'O WM IOJHOTO MPEKpalleHUs Tepanuyd W/WIM yMEHbIIECHUS

03Bl aKCUTHHMOA.

AprepuaibHas THIIEPTEH3UA

B xnuHMYecKHX MccleI0BaHUAX MPUMEHEHHs akcUTUHUOA B jieueHuH nanueHToB ¢ [IKP odens
YacTO PEeruCTPUPOBAIKCH CIy4au apTepUuaIbHON runepTeH3uu (cM. pazzaen 4.8).

B koHTposMpyeMOM KIMHUYECKOM HCCJIEIOBAaHMM MeEJUMaHa BPEMEHM JO pa3BUTHUSA
apTepUaTbHON THUMEPTEH3UU (CHUCTOJIMYECKOE apTepuaibHOoe AaBieHue >150 MM pT. cT. WiIu
JIMacTOMYECKOe apTepuaabHoe 1aBiaeHrne >100 MM pT. cT.) HaxoAuIack B Ipeaenax 1 mecsma ot
Hayajga Tepanmuy aKCUTMHUOOM, a TIOBBIIICHHE apTEePHAbHOTO JaBlieHUS HAOII0JAIOCh YXKe
yepes 4 H4 Moclie Hayaja Tepaniuy akCUTHHUOOM.

[lepen HavamoM Tepanmuu AaKCUTMHUOOM HEOOXOJMMO TIIATENbHO OTKOPPEKTHPOBAThH
aprepuanbHoe naBieHue. Heo0XoauMo KOHTPOJUPOBAaTh COCTOSIHME MAallMEHTOB Ha IpenMeT
pa3BUTHS apTEePHATLHOM THIEPTEH3UH M TpU HEOOXOJUMOCTH TPOBOAUTH CTAHIAPTHYIO
AHTUTMIIEPTEH3UBHYIO Tepanuio. B ciydae pa3BUTHS CTOMKOM apTEpUAIBHOW THMIIEPTEH3UH,
HEeNoJIJaloIIelics aHTUTUIIEPTEH3UBHOW Tepanuu, 103y aKCUTHHHOA cieayeT CHu3UTh. [lpu
pa3sBUTHUU TSKEJION apTEepUATbHOM TUNEPTEH3MM Y NAIMEHTOB PEKOMEHIYETCS BPEMEHHO
NOPEeKpaTUTh TEPaNMI0 aKCUTHHUOOM 10 CTAaOMIIM3AllMM apTEepUATbHOTO JAaBJICHUS, MOCIE Yero
Tepanuio aKCUTUHUOOM MOXKHO BO300OHOBHUTH C Ha3HAYEHWEM IIpemnapara B Oojee HHU3KOH J103e.
[Tpu mpekpaimieHuy nmpruemMa akCUTUHHOA HEOOXOJMMO KOHTPOJIMPOBATh COCTOSIHHE MAlUEHTOB,
MOJIyJalOUIUX AHTUTUMIIEPTEH3UBHBIE TMpenapaThl, Ha NPEIMET pa3BUTUS apTepUaTbHON
runoreH3uu (cm. pazzaen 4.2).

[Ipu pa3BuUTUM TSKENON WU CTOMKON apTepUaibHON TMIEPTEH3UN U CUMIITOMOB, XapaKTEPHBIX
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paccMOTpeTh BOMPOC O MPOBEACHUHM IUArHOCTUYECKOW MarHUTHO-PE30HAHCHOW ToMmorpaduu

(MPT) ronosHoro mo3ra.

Jlnch YHKIMS IMUTOBUIHOM JKEIE3bI

B KJIMHMYECKMX MCCIEOBAHUSAX NTPUMEHEHHs aKCUTHHHOA B JeueHnH narueHToB ¢ [TKP Obutu
3apEerUCTPUPOBAHBI CIydYaud DPAa3BUTHS TMIIOTUPEO3a U, B MEHBIIEH CTENEHU, T'MIIEPTHPE03a
(cm. paznen 4.8).

Jlo Havaya Tepanuu akKCUTHHHOOM, a TaK)Ke MEePHOAMYECKH BO BPEMs JICUCHHUST PEKOMEHIYETCs
NPOBOJUTHh HCCIIEOBaHNWE (YHKIMW MIMTOBHIHOW kene3bl. Koppekmus rumotupeo3a u
THUIICPTHUPCO3a NOJDKHA MPOBOAUTHCA B COOTBCTCTBHU CO CTaHAApTaMU MGHHHHHCKOﬁ IIOMOIIIHU

JUISL TOAJIep>KaHusl HOpMaJIbHOM (DYHKIIUM IIUTOBHIHOM JKEJIE3Bl.

AprepuanbHas TpoM003MO0IHS

B KJIMHWYECKHX HCCIEIOBAHMIX AaKCHTUHHOA OTMEYAIUCh CIIy4adh Pa3BUTHUS apTepHaIbHOMN
TPOMOOSMOOJIMU (B TOM 4YHUCIIC TPAH3UTOPHOW HINEMHUYECKOW aTaku, WHQPapKTa MHUOKapa,
OCTPOTO0 HApYIICHHWS] MO3TOBOTO KPOBOOOpAIIEHWsS W OKKIIIO3UM apTepUU  CETYATKH)
(cm. pasnen 4.8).

CrnenyeT ¢ OCTOPOKHOCTBIO MPUMEHSTh AKCUTUHUO Yy MAlMEHTOB ¢ (pakTOpamMu pUCKa pa3BUTHUS
JAHHBIX SIBJICHUW WJIM UMEIOIMX T0I0OOHBIC SMU30/1bl B aHaMHe3e. VcciaenoBanus IpUMEeHEHUs
AKCUTUHUOA y MAIMEHTOB, MEPEHECIINX apTEPHATHHYIO TPOMOOIMOOIHIO B TPEIIICCTBYIOIIHIE

12 mecs1eB, He MPOBOAMIIUCS.

BenosHas TpomM003MO0IHs

B kIuMHWYECKHX HCCIIECIOBAaHUSAX AKCUTHHHOA PErMCTPHPOBAIMCH CIydaW Pa3BUTHS BEHO3HOM
TpoMO03MO0IMH (B TOM 4HCIIe TPOMOOAIMOOINH JIETOUHOM apTepuu, TpoM003a rI1yOOKHX BEH U
OKKITIO3UH/TpoMO03a BEeH ceTyaTKu) (cM. pazzaen 4.8).

CrnenyeT ¢ OCTOPOKHOCTBIO MPUMEHSTh aKCUTUHUO y MAlMEHTOB ¢ (paKkTOpamMH pUCKa Pa3BUTUS
JAHHBIX SIBJICHUW WJIM UMEIOIINX TI0I0OHBIC SMU30/bl B aHaMHe3e. VcciaenoBanus MpUMEHEHUS
AKCUTUHUOA y TAIMEeHTOB, MEPEHECHINX BEHO3HYI0 TPOMOOIMOOHMIO B TIPEIIICCTBYIOIIHE

6 MCCALCB, HC ITPOBOJUIIUCE.

O11eHKAa YPOBHS reMOTIOOMHA WIIH IréMaToKpuTa

Ha ¢one Tepanum akcUTHHUOOM MOYET MOBBIIATHCS YPOBEHb 'eMOTJI00MHA UM TeMaTOKpUTa,
YTO CBHJIETEIBCTBYET 00 YBEIMYECHHH MAacChl 3pUTPOIUTOB (CcM. pazzaen 4.8). YBenuueHue
Macchl ~ JPHUTPOIIMTOB  MOXET  CHOCOOCTBOBAaTH  TMOBBIIICHUIO  PHCKAa  Pa3BUTHI
TPOMOOIMOOTNIECKUX OCIIOKHEHUH.

PekoMenayeTcsi MpoBOJUT MOHUTOPUHI YPOBHS TeéMOTJIO0OMHA WM T'eMaTOKpUTa A0 Hayaia
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reMOTJIO0MHA MM TeMaTOKpUTa BBIIIE HOPMBI CIEAyeT MPOBECTH KOPPEKIHIO, HANPABICHHYIO
Ha CHIDKEHHE TeMOIJIOOWHA WM TeMaTOKpHUTa JI0 NMPUEMIIEMOTr0 YPOBHS B COOTBETCTBHUHU CO

CTaH/IAPTHOU MEAMIIMHCKON MPAKTUKOM.

KpoBoTteuenust

B kiIMHUYECKHMX HMCCIENOBAaHMUAX AKCUTHHHOA HAONIOJAINCH CIIyYaud Pa3BUTHS KPOBOTEUECHUI
(cm. paznen 4.8).

HccnenoBanusi NMpUMEHEHHsS AKCUTHHHOA y TAIMEHTOB C TPU3HAKAMH METacTaTHYECKOTO
MOpPaKEHUSI TOJIOBHOTO MO3ra, IO TOBOAY KOTOPOTO HE OCYIIECTBISLIOCH COOTBETCTBYIOIIETO
JICYCHUA, HC MNPOBOJUIIUCH, B CBA3U C YCM, HC CJICAYCT HNPUMCHIATH aKCI/ITI/IHI/I6 y I[aHHOﬁ
KaTCropmu rnanucHTOB.

HccnenoBanusi NpUMEHEHHUsT aKCUTUHHOA y TAIMEHTOB, HEJABHO IEPEHECIINX KEIyJOYHO-
KUIIEYHOE KPOBOTCUCHHE, HE TPOBOJIMIINCH, B CBSI3U C UeM, HE CIICAYeT MPUMEHSATh aKCUTHHUO Y
IlaHHOﬁ KaTeropvu nanucHTOB.

Ecnu xpoBoTeueHne TpedyeT oKa3aHus MEAUIMHCKON MOMOILH, CIEAYET BPEMEHHO MPEKPaTUTh

IMpuem aKcUTHHHOA.

AHEBpHU3MEBI M pPacCIIOCHHS apTEpHil

[IpumeHeHre WHTHUOUTOPOB COCYQUCTOro HHAoTenuaibHoro ¢akropa pocra (VEGF) vy
MAIMEeHTOB C TUTIEPTEH3UEH Win 0e3 Hee MOKET CITOCOOCTBOBATh OOPa30BaHUIO aHEBPU3M H/UITH
paccioenust aprepuid. [lo Hauana je4eHUs aKCUTHUHHUOOM, HEOOXOIMMO TIIATEIbHO OLEHHUTH
BO3MOXHBIE PUCKH y TAllMEHTOB, UMEIOIIUX Takue (PaKTOphl pUCKAa KaK THIEPTEH3Us WIN

HAJIMYUEC aHCBPU3MBbI B aHAMHE3C.

[Tepdopatmst KenyI0YHO-KUIIIEYHOTO TpaKTa U 00pa3oBaHue CBUIIEH

B KIuMHMUYECKUX HCCIEOBaHUSAX aKCUTHHMOA COOOMIAIOCh O ciaydasx pa3BUTHS nepdopanuu
xenmynouHo-kumieyHoro Tpakta (JKKT) u o6pazoBanus cBuieit (cM. pasaen 4.8).

Ha mporsokeHuu Bcero Kypca JieUeHHs aKCUTHHAOOM — HEOOXOAMMO  OCYIIECTBISITh
NepPUOANYECKU MOHUTOPUHI Ha MpeAMeT KiIMHu4yeckux mnposiBaeHuil nepdopauun XKKT u

0o0pa3oBaHUs CBUILECH.

OcCnoXHEHMS IIPH 32KUBICHUN PaH

O(l)I/II_[I/IaJ'IBHI)Ie HUCCICOOBaHUsA BJIHUAHHUA aKkcuTUHHOa Ha nmponecc 3aXUBJICHUSA paH HE
IMPOBOANIINCE.

Jleuenne akKCUTHHHOOM JOJIDKHO OBITh MMpEKpalmCHO KaKk MUHUMYM 34 24 4gaca A0 IPOBCACHUMA
IJIAHOBOT'O OIICPATUBHOI'O BMCHIATCIILCTBA. Pemrenue o BO30OHOBIIEHUU TCparnun AKCUTUHHOOM

B HOCTOHepaHHOHHBIﬁ nepruoa AOJDKHO OCHOBBIBATHECA Ha PE3yiibTaTax KIMHAYECKOH OLCHKH



COOTBETCTBYET SKCNEPTHOMY OTYETY
- or23.01.2024 N= 1447
TeUeHHs PAHEBOTO TPOIIECCA. (MOCNENOBATENEHOCTE 0001)

CuuapoM 00paTUMOM 3aliHel JelKodHIehaAIonaTuu

B xiIMHUYECKHX HWCCIENOBAaHUSAX aKCHTHHHOa coolmanoch o ciuydasx passutas CO3JI
(cm. paznen 4.8).

CO3JI mpencraBisieT coOO HEBPOJOTHUECKOE PACCTPOMCTBO, KOTOPOE MOXKET MPOSBIATHCS
TOJIOBHOW OOJIBIO, CYIOPOTaMHU, BSUIOCTBIO, CITYTAaHHOCTHIO CO3HAHUS, CJICTOTOW WU JPYTHMH
3pUTEIILHBIMU M HEBPOJIOTMYECKUMHU HapylieHussMu. [Ipu 3TOM BO3MOXXHO TMOBBILIEHUE
apTepHalIbHOTO JaBJICHUS OT JIETKOW N0 TsbKenoW creneHu. s moAaTBEpKIACHHs AUarHosa
CO3JI neobxomumo mposenenre MPT. ¥V manuentoB ¢ cumnromamu CO3JI HeoOXomumo
BPEMEHHO MPEPBATh WK MOJTHOCTHIO MPEKPATUTh MIPHEM aKCUTHHNOA. J[aHHBIX 0 O€30MacHOCTH

BO300HOBJICHHS TEPATMH aKCUTHHHOOM y aliMeHTOoB, paHee nepenecmux CO3JI, HeT.

IIporennypus

B KIMHUYECKUX MCCIEeIOBaHMUIX aKCUTUHHOA COOOIAIOCH O CIy4YasX pa3BUTUS NPOTEHHYPHH, B
ToM urciie 3 u 4 creneHu TsxecTu (cm. paszaen 4.8).

Pexkomenmyercss mpoBoAMTh OOCIIEAOBAaHHE HA HAJMYUE TNMPOTEHHYPUU JO Hadaja Teparuu
aKCUTUHHOOM, a TaKkKe NEepUOAMYECKH B Mpolecce JedeHus. [Ipu pa3BUTHM NPOTEHHYPHUU
CpelHEeH WM TSDKEJOW CTEeNeHH HEeOOXOIUMO CHHM3HMTh 03y AaKCUTHHHOA WIM BPEMEHHO
npepBarth jedeHue (cM. pasznen 4.2). [Ipuem akcutrHHOA ciaenyeT NpeKpaTUuTh, €ClId Y NalueHTa

Ha0JII0/1aeTCsl pa3BUTHE HE(PPOTUYECKOTO CUHIPOMA.

HexxenaTenbHble peaKIIU CO CTOPOHBI IIEYECHHU

B KoHTpoiMpyeMOM KIMHMYECKOM HCCIEIOBAHUM TNPUMEHEHUs AaKCUTUHHOAa B JICUEHHUH
naiueHToB ¢ [IKP Opimm 3apeructpupoBaHbl Cilydad pa3BUTHS HEXKENATENbHBIX PEAKIUil co
CTOPOHBI IIEYEHU.

HauOonee pacnpocTpaHeHHbIE HEXKENaTeNbHbIE PpEaKIUH CO CTOPOHBI MEYEHU BKIHOYAIH
NOBBIIIIEHNE AaKTHUBHOCTH anaHMHaMmuHoTpaHcepassl (AJIT), acnmapraramumHOTpaHchepasbl
(ACT) u ypoBHs Ounupyouna B KpoBu (cM. pasnen4.8). I[Ipm 3ToM OJHOBpEMEHHOTO
noBbIieHns: akTuBHOCTH AJIT (Gosee wem B 3 pa3a OTHOCHUTEIBHO BEPXHEW TPAHMIIBI HOPMBI
(BI'H)) u ypoBHs Omnnpyouna (6onee yem B 2 pa3a otHocuTensHO BI'H) otmeueHo He ObLo.

B xnmHMYECKOM HCCIEIOBAaHUU IO MOAOOPY /103bl y | MarueHTa, Mojay4yaBIlero akCUTUHUO B
HadaibHOM 03¢ 20 Mr 2 pa3a B CyTkH (B /03¢ B 4 pa3a MPEBBHIMIAIONIEH PEKOMEHIYEMYHO
HAYaJbHYIO J103y), OTMeuanoch oJHoBpeMeHHoe noBbiieHnne aktuHocT AJIT (B 12 pa3z >BI'H)
u ypoBHA Ownmmpybuna (B 2,3 paza >BI'H), pacueHeHHOe Kak MpOsIBICHHE JIEKapCTBEHHOMH
renaToTOKCUYHOCTH.

210 Haydajla TCpalnun AKCUTUHHOOM U NEPUOANYECKN B MPOLECCEC JICUCHUA PEKOMECHIAYCTCA
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TIPOBOJIUTH HCCIEIOBAHNS (QYHKIINN TICUCHN. (NOCNEOCBATENEHOCTE 00071)

HapymeHHe d)VHKI_[I/II/I TICUYCHU

B xaMHMYECKHX MCCIIEJOBAHUSAX MPUMEHEHUSI aKCUTUHNOA CHUCTEMHAsl SKCIIO3UINS aKCUTHHUOA
y HAllMEHTOB C MEYEHOYHOH HEe0CTaTOYHOCThIO CpeAHel creneHu (kiace B no knaccuduxanuu
Yaiing-Ilpto) mpuMepHo B 2 pa3a IpeBbllaja TAaKOBYIO Yy YYaCTHUKOB MCCIEIOBAHUSA C
HOpMalibHOU (yHKIUMeH nedeHu. [lpm Ha3HayeHMn akcUTHHHOA MAlMEHTaM C TEYCHOYHOM
HE/IOCTaTOYHOCThIO  cpenHeid  cremeHn (kiacc B mo  xnmaccudukammm — Yaitng-I1sio0)
PEKOMEHTyeTCSl CHIKATh 103y aKCUTHHHOA (cM. pasaen 4.2).

[IpuMeHeHHe akCUTHHHOA y MAIMEHTOB C IEYEHOYHON HEJOCTAaTOYHOCTBIO TSXKEIIOW CTEeNeHU
(xmacc C mo knaccupukanmu Yaiina-I1p0) HE H3ydanoch, MOITOMY Ipemapar He CIeayeT

INPUMCHATD Y IIaHHOﬁ KaTCropuu rnanurcHTOB.

JInia mo)Xujaoro Bo3pacra (265 J'IGT) K pacoBai NPpUHAAJICKHOCTD

B koHTponupyeMOM KIMHMYECKOM MCCIEIOBAHUM INPUMEHEHUS AaKCUTUHUOA B JIEYEHUU
naiueHToB ¢ IIKP 34 % namueHToB, noiydaBIIMX aKCUTUHUO, ObulM B Bo3pacte >065 JeT.
BOAbIIMHCTBO  MAalMEHTOB  SBJSUIMCH  IpeACTaBUTENsAMH — eBporieouaHot (77 %) wim
MOHT0JI0MAHOM packl (21 %). HecMoTpst Ha TO, 4TO UCKIIOUUTH OOJIBIIYIO YYBCTBUTEIBHOCTh K
Pa3sBUTHIO HEXKENATENbHbIX peaKUUil y HEKOTOpBIX MAIMeHTOB MOXHJIOro BoO3pacTa U
IpEJICTaBUTENIE MOHTOJIOMJIHOM pachl HE MPEJICTaBISIETCS BO3MOXKHBIM, B LIE€JIOM, HE
Ha0JII0/1aI0Ch 3HAUYMMBIX pa3iuyuil mo Oe3omacHOCTH U A((HEKTUBHOCTU aKCUTUHUOA MEXITY
nalnyveHTaMM B Bo3pacTe >65 5eT M manueHtamMu 0ojiee MOJIOIOTO BO3pacTa, a TaKKe MEXAY
IPEICTaBUTEINIIMU €BPOTIEOMTHON U IPYTHX pac.

Koppexkuuu 103b1 mpenapara B 3aBUCMMOCTH OT BO3pacTa NalMeHTa WIK pPacoBOM

MIPUHAJICKHOCTH He TpedyeTtcs (cM. pasnensl 4.2 u 5.2).

BcnoMorarenbHEIE BEIIECTBA

Henepenocumocmo nakmo3wi

[TanpmeHTaM € peaKko BCTPEYAIOIICHCS HACIEACTBEHHOW HENEPEHOCUMOCTBIO TalaKTO3bl,
neUIUTOM JIaKTa3bl JIOMapell WM TII0KO30-TalakTO3HOW ManbaOcopOIueil He clenyer
IIPUHUMATB TOT IIpenapar.

Hampuu

JlaHHbIN JIeKapCTBEHHBIN INpenapar coAepkHUT MeHee | MMonb (23 mr) HaTtpus Ha TaOJETKYy,

MOKPBITYIO MJICHOYHOU 000JI0UKOM, TO €CTh MPAKTUYECKU HE COACPHKUT HATPHSL.

4.5. B3amMmopeiictBHe ¢ JPYrHMH JICKAPCTBEHHBIMH IIpenapaTaMd W JApyrue BHAbI
B3aMMO/EHCTBHUA

JlanHbIe in vitro yKa3pIBalOT Ha TO, YTO aKCUTUHUO MeTa0OJIM3UPYETCs TIaBHBIM 00pa3oM IO
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nerictBueM CYP3A4/5 u, B MeHBIIEH CTENEHH, ndﬂ'-ﬁeMﬁ-‘:*M’hﬁﬁc MQ@I@ u

ypuaunaudocoarriaokyponosun Tpancdepassl (UGT)1AL.

Nuruduropst CYP3A4/5

[Ipumenenue kerokonasoja (MomrHoro uHruOuropa CYP3A4/5) B no3e 400 mr 1 pa3 B CyTKH B
TeYeHue 7 JHEH y 30pOBBIX JOOPOBOJIBLEB MPUBOAMIO K YBEIWYCHHUIO CPEAHETO 3HAYCHUS
TJI0Iaau oA KpuBoil «koHieHTpauus-Bpems» (AUC) u makcumanbHOl KOHUEHTpAuU (Cmax)
AKCUTHHUOA MPH €0 OJHOKPATHOM IpHUeMe BHYTPb B 103 5 MT B 2 1 1,5 pasa, COOTBETCTBEHHO.
OnHOBpEMEHHBIM TpHeM aKCUTHHHOA ¢ MomHbiMu uHruouTopamu CYP3A4/5 (manpumep,
KETOKOHA30JI0M, HWTPAKOHA30J0M, KJIAPUTPOMUIIMHOM, SPUTPOMUIIMHOM, aTa3aHaBHPOM,
UHAWHABUPOM,  He(a3oJO0HOM,  HeI(DUHABUPOM,  PHUTOHABHPOM,  CAKBHHABHUPOM U
TEJUTPOMHUIIMHOM) MOXET NPUBOJIUTH K MOBBIIMICHUIO KOHIEHTPAIMH AaKCUTHHHOA B IUIa3Me
KpoBH. ['pelindpyT Takke MOXKET MOBBIIIATh KOHIICHTPAIIMIO aKCUTHHKUOA B T1a3Me KpoBu. s
OJIHOBPEMEHHOTO TPUMEHEHHS] PEKOMEHJIIyeTCs BbIOMpaTh JIEKapCTBEHHBIE TMpenaparbl C
OTCYTCTBHEM WM MHHUMAQJIbHBIM HHTHOMpyomuM BiusauemM ma CYP3A4/5. Ilpum
HEOOXOJMMOCTH  OJHOBPEMEHHOTO  HazHaueHUs  Momuoro  wumuHruoutopa  CYP3A4/5

PEKOMEH]IyeTCs POBECTU KOPPEKIIMIO J103bI aKCUTUHUOA (CcM. pasnen 4.2).

Nuruduropel CYP1A2 u CYP2C19

Nzopepmentsr CYP1A2 u CYP2C19 B He3nauutenvHoOM crenenu (<10 %) 3anelicTBOBaHbI B
MeTabonu3smMe axkcUTHUHHOA. BiusHMEe MOLIHBIX MHTHOUTOPOB 3THUX H30(EpMEHTOB Ha
(bapMaKkOKMHETUKY aKCUTHMHHMOAa He wu3yyanochb. Creayer coOdr0AaTh OCTOPOKHOCTh Yy
NalMEeHTOB, MPUHUMAIOIINX MOIIHbIE MHTHMOUTOPHI 3TUX H30()EPMEHTOB B CBSI3U C PHUCKOM

IMOBBIIICHWA KOHIOCHTPAUH aKCcUTUHHOA B IJIa3Me KpOBH.

Huanykropet CYP3A4/5

[Tpumenenue pudamnunmna (MomHoro uaaykropa CYP3A4/5) B noze 600 mr 1 pa3 B cyTku B
TedeHue 9 naHel y 3710poBbIX N00poBoJbIeB NpuBoamiIo K cHWXeHHIO cpefHel AUC u Cmax
aKCUTMHUOA TMpU €ro OJHOKPATHOM IIpHeMe BHYTpb B go03e Swmr Ha 79% wu 71 %,
COOTBETCTBEHHO.

OnHOBpeMeHHOE MpUMEHEHHEe aKCUTHHMOa ¢ MomHbIMH MHAYKTopamu CYP3A4/5 (mampumep,
pudaMOUIMHOM,  JeKCaMeTa30HOM,  (EHUTOMHOM, KapOamazemuHoM,  pudabyTHHOM,
pudaneHTHHOM, (QeHoOapOuTaioM U mpenapaTamu 3Bepo0os MpoAbIpsiBIeHHOTO [Hypericum
perforatum]) MOKET IPUBOJIUTH K CHH)KEHHUIO KOHIIEHTpAI[MN aKCUTUHNOA B TU1a3Me KpoBH. Jlis
OJTHOBPEMEHHOT0 TPUMEHEHHUS PEKOMEHAYeTCs BBIOMpaTh JIeKapCTBEHHBIE Ipernaparbl ¢
OTCYTCTBHEM WJIM MHUHMMaJIbHBIM cTUMynupytommM gaeiictBuem Ha CYP3A4/5. Ilpu

HEOOXOINMOCTH OJHOBPEMEHHOTO Ha3HaueHus:  momHoro  uwHAykKTopa  CYP3A4/5

10
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PEKOMEHTyeTCs TIPOBECTH KOPPEKIIUIO T03bI aK( HTHHH6£QEM*B§3%Q#H‘I)E” EHOCTE 0001)

I/ICCHGI[OBaHI/ISI CIIOCOOHOCTH aKCHTHUHHOA K I/IHFI/I6I/IDOBaHI/IIO W MHAVKIIMK [UTOXPOMaA CYP u

UGT in vitro

HccnenoBanus in vitro TNpPOAEMOHCTPUPOBAIM, YTO B TEPANEBTUYECKUX KOHLEHTPAIMIX
akcutuHUO He nHrnoupyer CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2EIL, CYP3A4/5 wm
UGTI1AL.

HccnenoBanus in vitro mokasajM, YTO aKCUTHHHO 00JaJacT HOTCHIMAIBHOM CIIOCOOHOCTHIO K
uaruoupoBannio CYP1A2. CrnemoBaTenpbHO, COBMECTHOE TNPUMEHEHHE AaKCUTUHHOA C
cyocrpatamu CYP1A2 MokeT mpUBOAWTH K MOBBIMICHUIO KOHIIEHTpanuu cyoctpatoB CYP1A2
(HampuMep, TeO(PUILTMHA) B IJ1a3Me KPOBH.

HccnenoBanus in vitro Takke IPOASMOHCTPUPOBAIIN, YTO aKCUTHHHUO 00JIaaeT MOTESHITUAIBHOM
crocobHocteio Kk uHruOmpoBanuto CYP2C8. Omnako COBMECTHBIM MpuUeM akCHUTHHHOA C
nakiauTakcenoMm  (sBustomumcst  cyoctpatom  CYP2C8) He mnpuBoauia K HOBBIIICHHIO
KOHIIGHTpAllMM TMakKJUTaKcejda B IUTa3Me€ KPOBH Yy TAIKMEHTOB C PaclpOCTpaHECHHBIMHU
3JIOKQY€CTBEHHBIMM HOBOOOPA30BAHUSIMHU, YTO CBUJIETEIBCTBYET OO0 OTCYTCTBHHM KIMHUYECKHU
3Haunmoro unruduposanust CYP2CS.

B xoxe uccnenoBanuii in vitro ¢ UCIOIb30BAaHHUEM TEMATOIIMTOB YEIOBEKAa TaKkKe OTMEYaNOCh,
YTO aKCUTUHMO He oKasbiBaeT ctumyiupytomero BoszaeiictBus Ha CYP1Al, CYP1A2 wm
CYP3A4/5. B cBsi3u ¢ 3TUM MPEIIONAraeTcsi, 4YTO COBMECTHOE MPUMEHEHHE aKCUTUHUOA M
cyoctpatoB CYP1Al, CYP1A2 wmu CYP3A4/5 invivo He mnpuBedeT K CHUXCHUIO

KOHICHTPAUHX MMOCIICAHUX B IJIa3ME KPOBH.

Uccnenosanng ¢ P-rmuKoOpoTENHOM i Vitro

UccnenoBanust in vitro mpoaeMOHCTPUPOBATIN, YTO AKCUTUHUO crocoOeH WHruOupoBath P-
TJIMKOTIPOTEHH. TeM He MeHee, 0)KUAETCs, UTO B TEPANEBTUUECKUX KOHIIEHTPAIMSIX aKCUTUHUO
He OyneT oka3plBaTh UWHTHOUpYIOlee BiMsSHHE Ha P-rnukomporemH. B cBs3u ¢ yem
MPEANOoaraeTcsi, 4To OJHOBPEMEHHOE IPUMEHEHHE akKCUTHUHHOa He OyAeT NPUBOJIUTH K
MOBBIIICHHUIO KOHOCHTpAUWH JUI'OKCHHA W APYTHUX Cy6CTpaTOB P-FJ’II/IKOHpOTeI/IHa B IIJta3M€

KpPOBH In Vivo.

4.6. PepTUIBLHOCTH, 0€PEMEHHOCTD M JIAKTAIUA

bepemeHHOCTD

JlanHbple O NPUMEHEHHWH aKCUTHHHOA y OepeMEeHHBIX JKEHIIUH OTCYTCTBYIOT. YUUTHIBAS
(apMakosoTHYeCKUe CBOWCTBA aKCUTUHMOA, TpermapaT MOXET OKa3blBaTh IOBPEXIArOIIEe
BO3/ICHCTBHE Ha IUIOA TNpPU NPUMEHEHMH OepeMEeHHOH MeHIIMHOH. B wuccnenoBanusix Ha

JKHUBOTHBIX 06Hapy>1<eHa PENPOAYKTHUBHAA TOKCHUYHOCTH, B TOM YHUCIIEC CITOCOOHOCTE BEI3BIBATH

11
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MOpOKH pa3BuTHs Twiona (cm. pasmen 5.3). Ilpemapar (AR eV R RIUMPAP 5d *c'ﬂgz:hyeT

OPUMEHATh BO BpeMsi OEpeMEHHOCTH, €CIH TOJIBKO KIMHHYECKOE COCTOSIHHE JKCHIIUHBI HE
TpeOyeT Tepanuu aKCUTUHUOOM.
JXKenmmHpl, cHOCOOHBIE K JETOPOXKICHHIO, JOJDKHBI HCIIOIB30BAaTh HAJCKHBIC METOJIBI

KOHTpalCIIKUK BO BPpEMA TEPAIINH, a TAKKEC B TCUCHUC 1 HEACIIN ITOCJIC €€ 3aBCPUICHU .

JlakTanms

CBeneHus O TMPOHMKHOBEHMH AaKCHUTMHHOA B TPYIHOE MOJIOKO YEIOBEKa OTCYTCTBYIOT. He
UCKJIFOUYEH PUCK JUIsI HOBOPOXKICHHBIX JeTed. AKCUTHHMO HE ClleAyeT IPUMEHSTh B IEpUOJ

I'pyaAHOIr0 BCKapMJIMBaHUS.

DdepTUabHOCTD

CormacHo pe3yibTaTaM MPOBEICHHBIX JOKJIMHUYECKUX HUCCIIEIOBAHUM, aKCUTUHUO CIOCOOCH

HapyIIaTh PENPOAYKTUBHYIO GYHKIUIO U PEPTUIBHOCTD Yy 0l (cM. pasznen 5.3).

4.7. BausiHue Ha CHOCOOHOCTH YNPABJATH TPAHCINOPTHBIMH CpeIcTBaMHM W pPadoTaTth ¢
MeXaHH3MaMH

AKCUTHUHUB-XUMPAP oxa3blBaeT HECYIIECTBEHHOE BJIMSHHE Ha CIIOCOOHOCTH YIPABIATh
TPAHCTIOPTHBIMU CPEJCTBAMH M paboTaTh ¢ MexaHu3MaMu. [larueHToB cneayeT npeaynpeanTh o
BO3MO>KHOCTH Pa3BUTHS BO BpeMsl JICUCHUSI aKCUTUHUOOM HEKOTOPBIX HEXKeTaTeNbHbIX SIBICHUM,

H, B YaCTHOCTHU, I'OJIOBOKPYKCHUA H/Uin YCTAJIOCTH.
4.8. HexenatenbHble peakuun

Pesrome mpoduis 6e300acHOCTH

Crnenyrommue pHUCKHM, a TakKe Mepbl, HEOOXOJUMBbIE I HUX KOHTpOJs, Oosiee MOJIpOOHO
paccMatpuBaioTcsi B pasnene 4.4: cepledHas HEIOCTaTOYHOCThb, apTepHalibHasi THUIEPTCH3HS,
TUCHYHKINS IIUTOBUIHOM KeJIe3bl, apTepuaibHas TpoMO0IMOO0IHs, BEHO3HAsT TPOMO0IMOOIIHS,
NOBBIIIEHUE YPOBHS TIeMOIVIOOMHA WIM TeMaToKpHuTa, kpoBoreueHus, nepgopamus XKT u
oOpa3oBaHue CBUILEH, OCIIOKHEHUS Npu 3akuBieHun paH, CO3JI, nmporeuHypus U MOBBIIICHUE
AKTUBHOCTH MEYEHOYHBIX ()EPMEHTOB.

Haubonee uvacteiMu (>20 %) HexenaTeNbHBIMU PEAKIUSAMH, HAOIIOAABIIUMUCS TPH JICYCHUH
AKCUTHUHUOOM, OBUIM uapesi, apTepuaibHas TUIIEPTEH3US, yTOMIISIEMOCTb, CHUKEHHE aIlleTHTa,
TOLITHOTA, CHWKEHHE Macchl  Tena, JUCHOHHUS, CHHAPOM  JIaIOHHO-TIOAOIIBEHHON
SPUTPOAM3ECTE3NN (JIQJIOHHO-TIOAOIIBEHHBI CHHAPOM), KPOBOTEUYECHHE, THUIOTHUPEO3, PBOTA,

MPOTEUHYPHS, KallleJIb U 3amop.

Tabauunoe pPE3IOME HEXKENATEIbHBIX PEaKIINI

B Ta6J'II/II_I61 MMPEACTABJICHBI HCXKCIATCIBbHBIC PCAKIUU, 3aPCTUCTPUPOBAHHBIC Yy IIAIIUCHTOB,

12
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MOJTYYaBIINX AKCUTUHUO B KIMHUYECKHUX 1/1:cnenoﬂ%jgelfgﬁ%qug&%Méuﬁme

JaHHble 1o 672 mamuentam) (cM. pazgen S.1). Taxxke BKIIIOUEHBI HEXKeEIaTelIbHbIE PEAKIUU,
BBISIBJICHHBIE B X0/I€ TOCTPETHCTPAIIMOHHBIX KIMHHYECKUX MCCIIECAOBAHUN.

HexxenaTellbHBIC pPEAKIIMM CHUCTEMATH3MPOBAHBI 10 CHCTEMHO-OPTaHHBIM KJIaccaM, 4YacTOTe
pa3BUTHUS W CTCHCHM TsOKeCTH. YacToTa pa3BUTHS JaHHBIX HEXKEIATCIBHBIX PeaKIui
oTmpeernsIach CIeAyOIMM o0pa3oM: odeHb vacto (>1/10), wacto (>1/100, vHo <1/10), HEewacTo
(>1/1000, O <1/100), peaxo (=1/10000, HO <1/1000), ouenr penxo (<1/10000), wacrora
HEU3BeCTHA (Ha OCHOBAaHWU HMMEIOIIMXCS JIAHHBIX OIEHUTh HEBO3MOXHO). MMeromascs 0asza
JAHHBIX 10 0E€30MMACHOCTH aKCUTHHHOA CIIUIIIKOM MaJjia JUIsl BBISBICHHS PEIKUX U OYCHD PEIKUX
HEXENATENIbHbBIX PEaKIUil.

Kareropum 49acToThl pa3BHTHS HEKENATEIBHBIX PEAKIMH YCTAHABIMBAINCH HA OCHOBAHHH
a0COJIFOTHBIX 3HAYCHUH 4YacTOT OOBEAMHEHHBIX JAaHHBIX KIMHUYCCKUX HCCIeA0BaHul. B
npeenax KakIoro Kjiacca CHCTEM OPraHOB HEXeJIaTeIbHbIC PEAKIUH, PETHCTPUPOBABIIHECS C

OJIMHAKOBOM YaCTOTOM, PacIioyiaratoTcsi B MOPSIKE YObIBAaHUS CTEIICHH UX CEPhE3HOCTH.

Taoauua 1. Hexxenare/ibHble peakuuu, 3aperucTpupoBannbie B ucciaenopanusax IKP y
NMANUEHTOB, NOJYYaBIINX aKCUTHHUO (n=672).

Kanacc cucrem Kareropus Hexeaareannbie  |Bee crenenn®, | Crenens 3°, | Crenens 4°,
OpraHos 4acToThI peakuuu® % % Y%
Hapymenus co Yacto Anemus 6,3 1,2 0,4
CTOPOHBI KPOBU U TpomboruTonIeHUS 1,6 0,1 0
mMdaTHIecKoil [omuuuremMus® 1,5 0,1 0
CUCTEMBbI Heuwacto Hefitponenus 0,3 0,1 0
JletikorreHns 04 0 0
OHIOKpUHHBIE Ouenp yacto |[‘umorupeos® 24,6 0,3 0
HapYIIECHUS Yacrto ['uneptupeos® 1,6 0,1 0,1
Hapymenus Ouenpb yacto |CHMKCHHUE alIeTUTa 39,0 3,6 0,3
MeTaboI13Ma U Yacto Jlerunpararust 6,7 3,1 0,3
[TUTaHUS ['unepkanueMus 2,7 1,2 0,1
['unepkanbruemMust 2,2 0,1 0,3
Hapymenus co Ouenb yacto |['onoBHas 00Jb 16,2 0,7 0
CTOPOHBI HEPBHOM Jlucres3us 11,5 0 0
CUCTCMBI Yacro ["o10BOKpYX)EHHE 9,1 0,6 0
Hewacto Cunznpom oOpaTuMoi 0,3 0,1 0
3a1Hen
neikosHuedanonaTuu’
Hapymenns co Yacro [Iym B ymax 3,1 0 0
CTOPOHBI Oprana
CiIyXa 1 JTaOMpUHTA
Hapymenns co Yacro Cepneunas 1,8 0,3 0,7
CTOPOHEI cepaLa HEI0CTaTOYHOCTR
Hapymenns co OdeHb yacTo  |ApTepuaibHas 51,2 22,0 1,0
CTOPOHEBI COCYI0B TUTIEPTEH3US®
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MOCTEOUBGTENMBHOCTE 000UT)
Kunace cucrem Kateropus Hexenatennuble | Bee crenenn”,| Crenenn 3", | Crenens 4",
OpraHoB YacTOThI peakuuu® % % %
Kposoreuenue®H" 25,7 3,0 1,0
Yacto SIBneHUsT BEHO3HOU 2,8 0,9 1,2
TpoMG0IMOOTHHS
SIBneHus 2,8 1,2 1,3
apTepuaIbHON
TpoMG0IMOOTHHS Y
UacTora AHeBpH3Ma U - - -
HEU3BECTHA  |[pACCIOEHHE apTepHii
Hapymenns co Ouenb yacto  |J{ucmHod¢ 17,1 3,6 0,6
CTOPOHBI Karmenn 20,4 0,6 0
[IBIXaTEJILHON uchonms 32,7 0 0,1
CHUCTEMBI, OPTaHOB  [Yacrto bonb B porornorke 7.4 0 0
TPYJHOU KJIETKH U
CpeOCTeHUS
ey nouHo- Ouens vacto |[{uapes 55,4 10,1 0,1
T —_— PBoTa 23,7 2,7 0,1
HAPYILICHNS TomrHOTA 33,0 2,2 0,1
boib B )xuBOTE 14,7 2,5 0,3
3amop 20,2 1,0 0
CToMaTHuT 15,5 1,8 0
Jncnencus 11,2 0,1 0
Yacto bons B BepxHei yacTu 9,4 0,9 0
PKHBOTA
MeTeopusm 4,5 0 0
['emoppoii 33 0 0
[ moccoquuusa 2,8 0 0
[lepdopamms 1,9 0,9 0,3
PKEITYI09HO-
KHUIIEYHOTO TPAKTa U
00pa3oBaHKe CBHILEH®®
Hapymenus co Yacro [unepOrmupyOnHEeMus 1,3 0,1 0,1
CTOPOHBI IIEYEHU U XomemucTut" 1,0 0,6 0,1
PKETUEBBIBOISIINX
myTei
Hapymenus co Odvenb yacto  (CHHAPOM JIaAOHHO- 32,1 7,6 0
CTOPOHBI KOXH H [10I0IIBEHHOM
[MOJIKOXKHBIX TKaHEH PPUTPOAU3ECTEIUU
(J1amoHHO-
IOIOIIBEHHBIN
CHUHIPOM)
ChIIllb 14,3 0,1 0
Cyxas Koxxa 10,1 0,1 0
Yacro 3y 6,0 0 0
DpureMa 3,7 0 0
Aonenus 5,7 0 0
Hapymenns co OdeHb yacTo  |ApTpanrus 17,7 1,9 0,3
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(MMOCTEOOBRTENSHULTE 000T)

Kunace cucrem Kateropus Hexenatennuble | Bee crenenn”,| Crenenn 3", | Crenens 4",
OpraHoB YacTOThI peakuuu® % % %
CTOPOHBI MBIIIICUHOM, boJib B KOHEUHOCTH 14,1 1,0 0,3
CKEJICTHOHN 1 Yacto Muanrus 8,2 0,6 0,1
COEJTMHUTENIbHON
TKaHH
Hapymenns co Ouenb yacto  |[Iporennypus’ 21,1 4,8 0,1
CTOpPOHBI TOYEK 1 [YacTto IToueunas 1,6 0,9 0,1
MOYEBBIBOISIIINX HEJ0CTaTOYHOCTH™
myTei
OO6mue Hapymenus: [OueHb yacto  |[[loBbIlIeHHAS 45,1 10,6 0,3
1 peakIiy B MECTE YTOMJISIEMOCTb
BBEICHUS Acterns? 13,8 2.8 0,3
Bocnanenue 13,7 1,0 0
CIIM3UCTOM 000IOUYKU
JlabopaTopHsie 1 Ouenp yacto |CHIKEHHE Beca 32,7 4,9 0
MHCTpYMEHTaIbHbIE [HacTo [ToBbIICHME 3,7 0,7 0,7
TTaHHbBIC AKTUBHOCTU JIMIIA3bI
IloBrIIICHNE 6,5 1,2 0
AKTUBHOCTHU
ATaHMHAMUHOTPAHC-
(hepassr
IloBEIIICHNE 3,4 0,6 0,4
AKTHBHOCTH aMHJIa3bl
IloBrIIICHNE 6,1 1,0 0
AKTHBHOCTHU
acrapTaTaMHHOTPAHC-
(dhepasnbl
IloBEIIICHNE 4.8 0,3 0
AKTHBHOCTH ICIIOYHOM
(bocdarassl
[loBbIILIEHHE YPOBHS 5,7 0,4 0
KpeaTHHHHA
[loBbIIIIEHHE YPOBHS 7,9 0 0
TUPEOTPOITHOTO
rOpMOHA

* HexxenaTenbHBIC PEaKIMU MPUBEACHBI B COOTBETCTBUH C YACTOTOH MX Pa3BHUTHS 0 BCEM IPUYMHAM ITOCIIC Hadasa
JICUCHUSL.

b OOIMe TepMUHOIOTHIECKHE KPUTEPUH HEXKeIaTeNbHBIX SABJICHHH HalMoHaIbHOr0 HHCTUTYTA 310Ka9€CTBEHHBIX
HoBooOpasoBanuii (CIIIA), Bepcus 3.0.

¢ Cm. nojpaszen «OnucaHue OTIeNIbHBIX HEeXKENaTelbHbIX Peakinii».

4 3aperucTpupoBaHbI CIydaH C JIETAIbHBIM UCX0A0M (5-51 CTENEHE).

¢ Brurouast neiikosHIehaaonaTHrio.

f Bkmrouas cepedHyl0 HENOCTATOYHOCTh, XPOHHYECKYHO CEPAEYHYIO HENOCTATOYHOCTh, CEPACYHO-IErOUHYO
HEIOCTaTOYHOCTh, CHW)KCHHE (pakIMHu BBIOpOCA JICBOIO JKENYNOYKa, ITUCQYHKIMIO JIEBOTO IKEIyJodyKa |
HEIOCTATOYHOCTH MPABOTO KEITyT0UKA.

¢ Brirodast 3710Ka4eCTBEHHYIO apTEPHUANBHYIO THIIEPTCH3HIO, TIOBEIICHHOE apTepHalibHOE IaBICHUE, APTEPHATHHYIO
TUIEPTEH3HIO ¥ TUIIEPTOHMYCSCKUI KPU3.

" Brmouas ymiMHeHHe aKTMBMPOBAHHOIO YaCTHYHOIO TPOMOOILIACTUHOBOIO BPEMEHH, aHAJIHLHOE KPOBOTEUECHHUE,
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apTepUanbHOE KPOBOTEUCHME, HAJIMYUE KPOBH B MOUE, KpOBOIiﬂi;I;HEED]gEﬁf&DI%H ';é;)g;{?}gl :&HeMy,

KPOBOM3JIHMSAHHE B TOJOBHON MO3T, YUIMHEHHE BPEMEHH CBEPTHIBaHUS, KOHBIOHKTUBAJIBHOE KPOBOU3IMAHUE, yIINO,
reMOpPPAarn4ecKyro Iuapero, TUc(yHKIHOHATEHOS MAaTOYHOE KPOBOTEUCHHE, HOCOBOE KPOBOTCUCHHE, JKEIYA0YHOE
KpoBoTeueHue, kpoBoreueHne u3 JKKT, ruHruBajgbpHOE KpPOBOTEUEHHE, TeMaTEME3NC, I'eMaTOXE3HI0, CHH)KCHHUE
reMaToOKpUTa, FeMaToMy, FeMaTypHIO, CHIDKEHHE reMOrJIo0uHa, KPOBOXapKaHbe, KPOBOTCUCHUE, KPOBOTCUCHHUE U3
KOPOHapHOI apTepuy, KPOBOTEUEHHE W3 MOYEBBIBOIAIIMX ITyTEH, reMOpPpOMIaIbHOS KPOBOTECUCHHE, IeMOCTa3,
MOBBIIICHHYIO CKJIOHHOCTh K OOpa3oBaHUIO CHHSKOB, TIOBBIINICHHOE MEXIYHAPOJAHOE HOPMAaIN30BaHHOE
OTHOIIIEHHE, KPOBOTeueHne M3 HWKHUX otaenoB JKKT, meneHy, merexuu, KpOBOTEUEHHE M3 TJIOTKH, YAJIHHEHUE
NpOTPOMOMHOBOTO BpPEMEHH, JIETOYHOE KpPOBOTEYEHHE, IIypIypy, PEKTalbHOE KpPOBOTEUEHHE, CHIKCHHE
KOJIMYECTBA PUTPOLIUTOB, TIOUEHHOE KPOBOTEUCHHE, KPOBOM3IUSIHUE B CKIICPBI, TEMaTOLIENe, TEMaTOMY CEJIC3CHKH,
MOZIHOTTEBbIE KPOBOMZJIMSHUS, CyO0apaxHOMJAaJbHOE KPOBOM3JIMSHHE, KPOBOM3NIUSHHUE B S3bIK, KDOBOTCUEHHUE U3
BepxHUX oTAen0B JKKT 1 BaruHaibHOE KPOBOTEUEHHUE.

| Brmouas cunapoM Banna-Kuapu, Tpom603 riay6oKux BeH, TpomMbO03 SpeMHOH BeHbI, TPoMOO3 Ia3oBbIX BEH,
TpOMOOIMOOJIHIO JISTOYHOW apTEepHH, OKKIFO3HUI0 BEH CETYATKH, TPOMOO3 BEH CETYATKH, TPOMOO3 MOAKITIOYHIHON
BEHBI, TPOM0O03 BeH, TPOMO03 BeH KOHEUYHOCTEH.

I Brmouwas OCTpbIii MHQpApKT MHOKapja, SMOONHI0, MH(APKT MHOKAp/a, OKKIIO3MI0 apTEpPUH CETYATKH M
TPAH3UTOPHYIO HIIEMHYECKYIO aTaKy.

K Tepmun nepdopanus JKKT u oOpasopanue cBUIlei BKII0OYAET B cebs ClieAyIONne NPeANoYTHTENbHbIE TEPMUHBL:
abcriecc OpIOIIHOW TMOJIOCTH, aHAJNBHBIN a0cCIecc, aHAJbHBIA CBHUII, CBHUII, HECOCTOSTEIBHOCTH IKEIYIOYHO-
KUILIeYHOTro anacromosa, nepgopauus JKKT, nepdopamust Toacroro kKuieuHuka, 330haro0poHXUaNbHbIA CBUIL U
IIEPUTOHUT.

! TepMuH IpoTEMHYpHS BKIIOYAET B ce0s1 CIEMYIOIIUE TIPEATIOYTUTENBHBIE TEPMUHBL: GENOK B MOYE, HATMYHE OENKa
B MOYE U IPOTCHHYPHS.

™ BKiII04asi OCTPYIO MOYCYHYIO HEOCTATOYHOCTb.

" TepMHH XOJICIIUCTUT BKIIIOYACT B ceOs CICAYIOIINE BHIBI: OCTPBIA XOJELHCTUT, XOJCUUCTUT, HHOEKIIMOHHBINR
XOJICLUCTHT.

OnwncaHue OTACIBHBIX HEKEJATSABHBIX PeaKIIUM

Cepoeunas neoocmamounocms (cm. pazoen 4.4)

B xoHTpoIMpyeMOM KIMHUYECKOM HCCIIEI0BaHUU MTPUMEHEHUs akcuTHHUOA (n=359) B nedeHun
nanuentoB ¢ [IKP, saBneHuss cepaedyHONM HEIOCTATOUYHOCTH  (BKJIIOYAs  CEPACUHYIO
HepocTaTogHOCTh (0,6 %), cepedHO-IeroOuHyI0 HenocTaTouHOCTh (0,6 %), AMcyHKIINIO TEBOTO
xenynouka (0,3 %) u HemoctarouHOCTh mpaBoro xemynouka (0,3 %)) perucTpupoBauch y
1,7% manueHToB, ToOJyYaBIIMX aKCHUTHHHO. CepaedyHas HEIOCTaTOYHOCTh 4 CTeneHu
ormevanack y 0,6 % manuMeHToB, NPUHUMABIIMX aKCUTHHHO. aTanbHas cepiedHas
HE/I0CTaTOYHOCTh Habmoaanack y 0,6 % nanueHToB, IPUHUMABIINX aKCUTUHUO.

B uccnenoBanusax MoHOTepanuu akCUTHHUOOM (n=672) B neueHuu nanueHtoB ¢ [IKP sBnenus
CEepJIeYHOM HEIOCTAaTOYHOCTH (BKJIIOYash CEepJCYHYI0 HEIOCTaTOYHOCTh, XPOHUYECKYIO
CEpJICYHYI0 HEIO0CTaTOYHOCTh, CEPAECYHO-JIETOYHYI0 HEIO0CTaTOYHOCTb, AUCPYHKIIMIO JIEBOTO
JKENyl04Ka, CHIDKeHHE (pakuuu BbIOpoca JIEBOTO JKEIyJoYKa M HEIOCTaTOYHOCTh IPAaBOIO
XKeNmyaouka) peructpupoBanuck y 1,8 % mnanueHToB, monydaBmIMX akcUTUHUO. CepredHas
HEOCTaTOYHOCTh 3 U 4 ctenenu HaOmoaanack y 1,0 % nauuenToB, a ¢araibHas cepiaeuHas

HE0CTaTOYHOCTh — y 0,3 % marueHToB, IPUHAUMABIITNX aKCUTHHUO.
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Jlucgymnryus wumosuoHoil xcenesvl (cm. pasoen 4.4) (MOCNEODBATENBEHOCTR 0001)

B koHTponupyeMOM KIMHUYECKOM HCCIICOBAaHUM TPUMEHEHHS AaKCUTHHHOA B JICUYCHHUH
narueHToB ¢ [IKP passutue runorupeosa Hadbmonanock y 20,9 % nanueHToB, a THIIEPTHPE03a y
1,1 % mnanuentoB. IloBbimienue ypoBHs TtupeorpornHoro ropmona (TTI) B kauectBe
HEXeNaTeIbHOW peaklnu oTMedanoch y 5,3 % marueHToB, MOJYyYMBIIMX aKCUTHHUO. B Xome
PYTHHHBIX TaOOPATOPHBIX UCCIIEOBAHUI OBUIO YCTAHOBJICHO, YTO CPEAM MAIIMCHTOB C YPOBHEM
TTI" no nmavana tepanuu <5 MxEn/mun, noseimenue ypoast TTI >10 mxEn/mn Habmromanocs y
32,2 % manueHToB, MOJy4aBIINX aKCUTHHHO.

B 00benuHeHHBIX KIMHHUYECKUX MCCIETOBAHMIX NMPUMEHEHHs akCuTHHHOA (n=672) B JeueHUuu
nanuentoB ¢ [IKP pa3Butue rumortupeosa Habmonpanocs y 24,6 %, a runeptupeosza y 1,6 %

ManucHTOB, NOJTYYaBIINX aKCUTHHHUO.

Benosnas mpombosmbonus (cm. paszoen 4.4)

B KkoHTponupyeMOM KIMHHUYECKOM UCCIICJOBAaHUM TPUMEHEHHS AaKCHUTHMHHOA B JIEYCHHUH
nanueHToB ¢ [IKP pa3BuTue HexenarenbHbIX pPEaKIHUil B BUAE BEHO3HOW TpomMOOAIMOOIMU
HaOmonanock y 3,9 % manueHToB, MOJMydYaBIIMX AaKCUTHHHO (BKJIOYas TPOMOOIMOOIIHIO
nero4Hoi aprepui (2,2 %), okkinro3uto/Tpom003 BeH cetdatku (0,6 %) u Tpom0O03 rrybOKHUX BeH
(0,6 %)). Benosnbie TpomOOsMOOIMUECKHE OciokHeHus 3/4 cremenu otMedanuch y 3,1 %
NAIMEeHTOB, TOJYYaBIINX aKCUTHHUO. DaranbpHas TPoMOOSIMOOIHS JETOYHOH apTepuu Oblia
3apeructpupoBana y 0,3 % manueHToB, MPUHUMABIIUX aKCUTUHHO.

B o0benuHeHHBIX KIMHHUYECKUX MCCIETOBAHMIX MPUMEHEHHsS akCUTHHHOA (n=672) B JeueHUU
narueHToB ¢ [IKP pasButne BeHO3HOI TpomMOOIMOOIMHM OTMeuanoch y 2,8 % MalHueHToBs,
MOJyYaBUIMX  AKCUTUHUO. SIBIeHus  BEHO3HOM  TpomOooMmOomuu 3 cTemeHH  ObLIU
3apeructpupoBanbl y 0,9 % manueHToB, a SBICHUS BEHO3HOM TpomMOOAIMOoIuu 4 CTeNeHH — y
1,2 % nanuentoB. daranbHas BEHO3Has TpomOoambonus Habmonanack y 0,1 % manueHTos,

MOJIy4aBIINX AKCUTHUHHO.

Apmepuanvruas mpomobosmobonus (cm. pazoen 4.4)

B KoHTponumpyeMOM KIMHUYECKOM HCCIEOBAaHUM TPUMEHEHHS] AaKCUTHMHHOA B JIEYEHUH
narmenToB ¢ [IKP HexenarenbHble peakiuu B BHJE apTepUaNTbHOM TpoMO03IMOOIuM ObLTH
3aperucTpupoBansl y 4,7 % MaluueHToB, NOJYYaBIIUX aKCUTUHUO (BKIIIOYas HH(APKT MUOKapaa
(1,4 %), TpansutopHyto wumemuyeckyro ataky (0,8 %) u ocTpoe HapylleHHE MO3rOBOTO
kpoBooOparenust (0,6 %)). HexxenarenpHble peakiuu B BUIE apTepUATBLHON TpoMO03IMOOTHH
3/4 crenenu Habmoganuch y 3,3 % nanueHToB, NOJy4YaBIIUX akKCUTHHUO. bbut 3apeructpupoBan
OJIuH (aTaibHbBIM OCTPBIA HHPAPKT MHOKAp/a U OJHO (aTaIbHOE OCTPOE HAPYIIEHUE MO3IOBOTO

kpoBooOpamenust (0,3 %). B wuccnegoBaHusax MoHOTepanmuu akcUTHHHOOM  (n=850)
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HEe)KeNlaTelIbHbIe pPeaklMM B BHUJE apTepUAIbHOMN Tpo%ga&%%@%gtrﬁ:%ﬁ%ﬁhy}o

UIIEMHUYECKYIO aTaKy, MH(apKT MHOKap[a U OCTpOe HapylIeHHEe MO3TOBOT0 KpOBOOOpAICHHS)
OTMEYaIHCh y 5,3 % MalueHToB, MOJy4yaBIInX aKCUTUHHO.

B 00benuHeHHBIX KIMHUYECKUX HCCIETOBAHUIX NMPUMEHEHHs akcuTHHHOA (n=672) B JeueHUU
naueHToB ¢ [TIKP pasBute aprepuanbHoil TpoM603MO0aMH HabM01a10Ch Y 2,8 Y% MalueHTos,
NOJy4YaBIIUX AKCUTHHUO. SIBneHus aprepuanbHOd TpomO03MOOoIMu 3 cTemeHu Obun
3aperucTpupoBansl y 1,2 % ManueHToB, a sBICHUS apTepUATbHON TPOMOOIMOOINHU 4 CTETICHH —
y 1,3 % nanuenToB. JleTanbHblil ucxo npu aprepuaibHoi TpoMO0aMOonu otmeuancs y 0,3 %

ManucHTOB, IIOJYyYaBIIUX AKCHUTUHHO.

Honuyumemus (cm. noopazoen « Oyenka ypoeHs 2emo2ioduna uiu 2emamoxkpumay pazoena 4.4)
B KoHTponumpyeMOM KIMHUYECKOM HCCIIEJOBAaHUM TPUMEHEHHUS] AaKCUTHMHHOA B JIEYEHUU
nanuenToB ¢ [IKP pasButne nmomuuuremun orMedanoch y 1,4 % nanueHToB, MOJIyYaBIIMX
aKCUTHHUO. B X071 pyTHHHBIX 1a00paTOPHBIX UcciaenoBaHUN Y 9,7 % NalMeHTOoB, MOIy4aBIIMX
aKCUTUHUO, ObUIO BBIABIICHO IMOBBIIIEHUE YpoBHs remorioOuHa Beiie BI'H. B 4 xnuHnueckux
UCCJIEIOBAaHMSIX MPUMEHEHUs! akcUTUHHOA B jedyeHuu nauueHToB ¢ [IKP (n=537) noBeliienue
ypoBHs remornioouna Boiie BI'H 6b110 3apeructpupoBano y 13,6 % nauueHTOB, NOIy4aBLIIMX
aAKCUTHHUO.

B 00beanHEHHBIX KIMHUYECKUX HMCCIEJOBAHUSAX NMPUMEHEHUS aKCUTHHUOA (n=672) B JeYeHUN
naiueHToB ¢ [IKP pasButue nomuuuremun orMmevanoch y 1,5 % mNanueHTOB, MOITY4aBIIUX

AKCUTHUHUO.

Kposomeuenus (cm. pazoen 4.4)

B xonTponmumpyeMoM KIMHMYECKOM HCCIEJOBAHUU TPUMEHEHUS] aKCUTUHHOA B JICYCHUH
nauueHToB ¢ [IKP, w3 ywacTtuss B KOTOpPOM HCKIIOYAINCH MAlMEHThl C METACTATUHYECKUM
MOPA)KEHUEM TOJIOBHOIO MO3ra, HE MOJIy4aBIIME MO JAHHOMY IOBOJY COOTBETCTBYIOILETO
JICUYEHUsI, TEMOppAaruyecKue HeXenareiabHble peakuuu Obuth 3apeructpupoBansl y 21,4 %
MalMeHTOB, TIOJYYaBIIUX  aKCUTUHUO. ['eMopparnueckue  HeXelaTelIbHbIE  pEeaKIlnw,
HaOJIOJIaBIITHECS] Y TAIMEHTOB, MOJYYaBIIUX AKCUTUHHUO, BKJIIOYAIM HOCOBOE KPOBOTEUEHUE
(7,8 %), remarypuro (3,6 %), kpoBoxapkanbe (2,5 %), pekTanbHOe KpoBoreuenue (2,2 %),
kpoBoreuenne u3 geced (1,1 %), xemymounoe kpoBoTeueHue (0,6 %), KpPOBOMBITUSHUE B
rosoBHoN Mo3T (0,3 %) u kpoBoTeuenue u3 HwxHUX oTnenoB XKKT (0,3 %). 'emopparnueckue
He)KeJlaTeNIbHbIe peakllUy >3 CTeNeHn oTMevanuch y 3,1 % mainueHToB, Noay4yaBUINX aKCUTUHUO
(BKJTFOYAsi KPOBOWM3JIMSIHUE B TOJIOBHOM MO3T, KETYAOYHOE KPOBOTEYCHHE, KPOBOTEUCHHE U3
HwkHX oTaenoB JXKT u kpoBoxapkanbe). KpoBoTeueHue c JeTambHBIM HCXOAOM OBLIO

3aperucTpupoBano y oxaHoro manuenta (0,3 %), TpPUHUMABIIErO0 aKCUTUHHUO (KEITYTOUYHOE
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KpoBOTeueHHe). B HcCienoBanusX MoHOTefamun  AkCHTHHAGOM (h=850) —kpbBoxapkamne

Habmoanock y 3,9 % marueHToB, a KpoBoxapkaHnbe >3 creneHu — y 0,5 % nanueHToB.

B 00beanHEHHBIX KIMHUYECKUX HMCCIEJOBAHUSAX NMPUMEHEHUS aKCUTHHUOA (n=672) B JeYeHUU
nauueHtoB ¢ [IKP pa3BuTtue remopparnyeckux sIBI€HHA oTMedasnoch y 25,7 % nauueHToB,
MOJIyYyaBUINX aKCUTUHUO. ['eMopparnyeckue peakuuu 3 cTereHu ObUTM 3aperUCTPUPOBAHBI Y
3 % manueHToB, reMopparuueckue peakuuu 4 creneHu — y 1 % MalueHToB U KPOBOTEUCHUE C

JeTanbHbIM ucxooM —y 0,4 % nanueHToB, NoIy4YaBIIUX aKCUTHHHO.

Tlepgpopayus sncenyoouno-kuueurnoco mpaxkma u oopazosanue ceuwell (cm. pasoen 4.4)

B KkoHTponMpyeMOM KIMHHUYECKOM UCCIIEJJOBAaHUM MPUMEHEHHS AaKCHUTHMHHOA B JIEYCHHUH
narueHToB ¢ [IKP mepdopamus XKT wabmomamace y 1,7 % mNanueHTOB, MONTYYaBIIUX
akcuTuHUO (BKIIOYas oOpaszoBanue anaimpHOro cBumia (0,6 %), ceuma (0,3 %) u nepdopanuu
KKT (0,3 %)). B uccnenoBanusix MoHotepanuu akcUTHHHOOM (n=850) ciywyau mepdopauuu
KKT ormeuanucsy y 1,9 % mnanuentos, a nepdopauus KKT ¢ neranpHpiM ncxomom Oblia
3apeructpupoBana y onnoro nanuenta (0,1 %).

B o0bennHEHHBIX NAaHHBIX KIMHUYECKUX HCCIICIOBAaHUI NMPUMEHEHUS akCHUTHHHOa (n=672) B
nedenun nanueHtoB ¢ [IKP mepdopamus XKKT u obpazoBanue cuma Habmoganace y 1,9 %

ManueHTOB, NOJTYYaBIINX aKCUTHUHHO.

COO6HI€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare 0 MOA03pEBAEMBIX HEXKENATEIbHBIX PEAKLUUAX II0CHE PErucTpanuu
JIEKapCTBEHHOTO Ipernapara ¢ 1eblo 00ecredyeHusi HeMpepbIBHOr0O MOHUTOPUHIA COOTHOLIEHHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOIO Ipenapara. MenIuIMHCKUM paOOTHUKaM pPEKOMEH]yeTCs
coo0mare 0 JIOOBIX IOJ03PEBAEMBIX HEXKENATENbHBIX PEAKLUAX JIEKAPCTBEHHOrO Ipenapara
yepe3 HallMOHAJIbHBIE CUCTEMBI COOOIIEHUS O HEXKENATEeNbHBIX PeaKIUsAX roCy1apCcTB — YICHOB

EBpa3uiickoro 53K0OHOMHUYECKOTr0 COI03a.

Poccuiickasa ®@egepanus

®denepanbHas cinyx0a mo Haa30py B chepe 3apaBooxpanenus (Poc3napaBnanzop).
Anpec: 109012, Mocksa, CnaBstHCKast 1J1011a1b, 1. 4, cTp. 1

Tenedon: +7 800 550-99-03

1. nouta: pharm@roszdravnadzor.gov.ru

Caiit: https://www.roszdravnadzor.gov.ru
4.9. Ilepeno3upoBka

CHUMOTOMBI
B koHTponupyeMOM KIMHHYECKOM HCCIIEOBAaHUU TPUMEHEHUS aKCUTUHHOAa B JICUYCHUU

nanueHToB ¢ [IKP onuH nanueHT HenpeaHaMepeHHO MpuHUMal npenapat B 103e 20 mr 2 pa3a B
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CYTKM B TeueHHE 4 JHEW, TpU 3TOM Y HEro Ha6%§ﬂjﬁg'%§ﬂ;ﬁﬂé%gd}6w@m

(1 crenenn).

B KIMHUYECKOM HCCIIEOBAaHUHM AaKCHTHHHOA ¢ TOJ0OpOM 103 y TAIMEHTOB, MOTYYaBIIHX
npenapar B HadaiabHOH mo3e 10 mr 2 pa3a B cyrku wim 20 Mr 2 pa3a B CyTKH, HaOJIOAAIOCHh
pa3BUTHE HEXKENATeNbHbIX peakIyil, KOTOpble BKJIKOYAIU apTEepPHAbHYI0 THUIEPTEH3UIO,

acCOIMMPOBAHHOE C HEH pa3BUTHE CyIOPOr U (aTaabHOE KPOBOXapKaHbE.

Jleuenue
Crernuduyeckoro JeYeHHs PH MePe03UPOBKE aKCUTHHNOA HE CYIIIECTBYET.
B ciyyae mogo3peHuss Ha IepPeIO3UPOBKY CIETYET BPEMEHHO MPEKPATHTh MPUEM aKCUTUHUOA U

IMMPOBECTU MOAACPIKUBAIOIICC JICUCHUC.

5. ®PAPMAKOJIOTUMYECKHUE CBOMCTBA

5.1. ®apmakoauHAMHUYeCcKHe CBOICTBA
dapmakoTepaneBTHYCCKAs rpymmna: MIPOTUBOOITYX0JIEBbIE CpelCTBa; UHTHOUTOPBI

NPOTEUHKHUHA3; HHIHOUTOPHI THPO3UHKUHA3B! PELETITOPOB (PaKTOpa pocTa SHAOTEIHS COCYIIOB

(VEGFR).

Kox ATX: LO1EKO1

MexaHu3M ASHCTBHUS

AKCUTHHHUO TIpeACTaBisieT CcOOONW MOUIHBIH M CEJIEKTUBHBIM HHIMOUTOpP THUPO3WHKHUHA3HI
peuentopoB cocyaucToro ’HaorenunanbHoro ¢akropa pocra (VEGFR-1, VEGFR-2 u VEGFR-
3). DT penentopsl y4acTBYIOT B MEXaHM3MaX IMaTOJOIMYECKOrO aHTMOTeHe3a, OIyXOJEeBOIO
pocTa M MeTacTa3upoBaHHs. BbUIO NPOJEMOHCTPUPOBAHO, YTO AKCUTHHUO obecrednBaeT
momHoe uHruouposanue VEGF-omocpenoBanHoit mnponudepaniii M BBDKMBAEMOCTH
SH/IOTENINATIBHBIX KIETOK. AKCUTUHUO nHruobuposan docpopunpoanue VEGFR-2 B cocynax
KCEHOTPAHCIUIAHTATOB OIyXOJIEH, JKCIPECCUPYIOIIMX MUILEHU 7 VivOo W BBI3BIBAN 3aACPKKY
poCTa, PErpeccur0  ONyXOJM M  HMHIMOMpOBaHME  METACTa3upOBaHMs BO  MHOI'HMX

OKCIICPUMCEHTAJIBHBIX MOACIAX 3JIOKAQYCCTBECHHBIX HOBOO6paBOBaHHﬁ.

Bausguue ga narepsaa QT

B pangomusupoBaHHOM, 2-CTOPOHHEM, MEPEKPECTHOM MCCIIEIOBAHUU 35 310POBBIX YUACTHHUKOB
OJIHOKPATHO TONy4aId aKCUTHHHUO B J103€ 5 MI' M30JIMPOBAHHO WJIM B KOMOWHAIIMH C MPUEMOM
KeTokoHazonma B no3e 400 Mmr B Teuenwe 7 gHed. Pe3ynbTaThl JaHHOTO HCCIIEIOBAHUS
MPOJEMOHCTPUPOBAIA, YTO KOHLEHTpAllUM aKCUTHHHOA B IjIa3Me KpOBH, J0 2 pa3
MPEBBIIIABIINE TEPANIEBTUUYECKHE KOHIIEHTPALIUU, OKUJIa€MBIE TOCIIe MpUeMa Mpenapara B 03¢

5 MTI', HC IPUBOAWIIN K KIIMHUYCCKHU 3HAUNMOMY YIJIMHCHUIO NUHTCPBAJIa QT
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Kinuanueckas 2¢dekTUBHOCTE U 0€301aCHOCTh

Ornenka Oe3zomacHOCTH U 3(PPEKTUBHOCTH aKCUTHHHMOA MPOBOJMIACH B PaHAOMH3UPOBAHHOM,
OTKPBITOM, MHOTOIICHTPOBOM HccienoBanuu 3 ¢dazpl. [lanuenTs! (n=723) ¢ pacnpocTpaHeHHBIM
[IKP ¢ mporpeccupoBanuem 3abosneBaHus Ha (OHE WM TOCIE MPOBEACHUS MEPBOU JHMHHUU
CUCTEMHON XMMHUOTepanuu (C MpuMEHEHNEeM CYHUTHHUOA, OeBaruzymabda, TEMCHUPOIUMYCa WU
[MUTOKUHOB) ObutH paHgomusupoBanbl (1:1) Ha monydenwe akcutwHHOa (n=361) wumu
copapennba (n=362). OneHka OCHOBHOW KOHEYHOH TOYKH (BBDKHMBAacMOCTH  0Oe3
nporpeccupoBanusi 3aboneBanus — BBII) npoBoaunack mocpeacTBOM CIENOro HE3aBUCUMOTO
LEHTPAJIN30BaHHOTO aHalu3a. BTOpHUYHbIE KOHEYHbIE TOYKHU BKJIIOYAIM YACTOTY OOBEKTHBHBIX
orBetoB Ha Jiederune (HOO) u o0myro BepKuBaeMocTs (OB).

W3 Bcex BKIIIOUCHHBIX B JAaHHOE HCcleoBaHue nanuenToB 389 manuentam (53,8 %) panee Oblia
npoBefeHa | MMHMUS CHUCTEMHOW XUMHOTepanuu CyHUTUHUOOM, 251 maumenty (34,7 %) —
| TMHUS CUCTEeMHOW XUMHOTEpAanuH IUTOKUHAMHU (MHTEPICHKUHOM-2 WU UHTEp(EepOHOM-
anbda), 59 nanuentam (8,2 %) — 1 nmuaus 6eBanuzymadom u 24 nmauuertam (3,3 %) — 1 auHuUs
TeMcupoinuMmycoM. OCHOBHbIE AeMorpauyecKkue napaMeTpbl U XapaKTEpUCTUKU 3a00JIeBaHUS
(Bo3pact, moj, pacoBasi MPHUHAJICKHOCTb, (PYHKIIMOHAIBHBIA CTaTyc Mo Ikaie BocTouHoii
o0veauHeHHON onkonorumdeckoi rpymmbl (Eastern Cooperative Oncology Group — ECOG),
reorpauecKuii PEerHoH W MPEIIIeCTBYIOMAs Tepamnus) OBbUIM CXOKHMH B TpYIIax
MPUHUMABIINX aKCUTHHUO U copadeHuo.

B o6melt momymsuuu ManueHTOB M B JIBYX OCHOBHBIX HOATpyHmax (¢ MpeaniecTBYyromen
Tepanuel CyHUTMHHMOOM M MpeaIIecTBYIOUIEH Tepanuell NIUTOKMHAMHU) OBUIO OTMEYEHO
CTATUCTUYECKA 3HAYUMOE MPEUMYIIECTBO aKCUTHUHHOA mepen copadeHuOOM IO OCHOBHOM
koHeyHoM Touke — BBII (cm. Tabmuuy 2 u pucynku 1, 2 u 3). Meauana BBII ornuuanace no
HOArpynmaM B 3aBUCHUMOCTH OT TMpeJIlecTByoole Ttepanuu. JBe mnoarpymmsl (c
OpEeIIeCTBYIONIeH  Tepamued  TEeMCHPOJIMMYCOM W NpEIIIecTBYIOUIed  Tepanuei
OeBa3ymMaOoM) OBbUIM CIMIIKOM Majbl [ JEMOHCTpAallMM HaJEXKHBIX pe3yJbTaTOB.
CraTHCTHYEeCKH 3HAYNMOW pa3HUIBI Mex 1y rpymmnaMu o OB B 001meit monyssinuy NanueHToB 1

B IIOATpYyIIIAX B 3aBUCUMOCTH OT Hpe,Z[I_HCCTBYIOH_ICﬁ TCpalru BBISABJIICHO HC OBLIIO.

Tadauua 2. Pe3yabTaTsl ucciaenoBannii 3pGeKTHBHOCTH.

K /
OHETHAN TOMKA akcuTunué | copadenus | OP (95 % JM) |3uauenmue p
uccsexyeMasi momyJasimust

Oo6mas nonyasauus ITT N=361 N=362
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KoHeunast Touka/

AKCUTUHHO copapennd | OP (95 % AW) 3nauenne p
HccJeayeMasi momyJisius

Memmana BBIT*® B mecsaax 6,8 (6,4;8,3)  W,7 (4,6;63) 0,67 (0,56; 0,81)| <0,0001°
(95 % JTN)

Menuana OBY B mecsmax 20,1 (16,7; 23,4) 19,2 (17,5; 22,3) [0,97 (0,80; 1,17) H3
(95 % AN)
OO, % (95 % JIN) 19,4 (15,4; 23,9) 9,4 (6,6; 12,9) 2,06 (1,41; 3,00)| 0,00012
IIpenmecTByomas repanus N=194 N=195
CYHUTHHHOOM

Memmana BBIT*® B mecsmax 14,8 (4,5, 6,5) B4 (2,8,4,7) 0,74 (0,58; 0,94)| 0,0063"
(95 % JTN)

Menuana OB? B mecsuax 15,2 (12,8; 18,3) |16,5 (13,7; 19,2) |1,00 (0,78; 1,27) H3
(95 % AN)
400", % (95 % JIH) 11,3(7,2;16,7) [1,7 (4,4;12,4) |1,487(0,79;2,75)]  H3
IIpenmecreyromas repanus N=126 N=125
IUTOKHMHAMH

Mennana BBIT*® B mecsmax  |12,0 (10,1; 13,9) 6,6 (6,4; 8,3)  [0,52 (0,38; 0,72) | <0,0001"
(95 % JI)

Menuana OB? B mecsiax 29,4 (24,5, HO) [27,8 (23,1; 34,5) 0,81 (0,56; 1,19) H3
(95 % A1)
OO, % (95 % JIN) 32,5 (24,5;41,5) (13,6 (8,1; 20,9) [2,397(1,43;3,99)| 0,0002!

JU — nosepurenpublii naTepBaT; OP oTHOmIEHNE prickoB (Hazard Ratio) (akcutinanG/copadenuo);

ITT momymsiys MaIMEHTOB ¢ Ha3HaYeHHBIM JeueHueM; HO — He mojijaeTcs OIeHKE;

H3 — e sBnseTcs ctatuctuyecku 3HaYMMbIM; YOO — yacToTa 00BEKTUBHOTO OTBETA HA JICUCHUE;

OB - o6mast BeikuBaemMocTh; BBIT — BEDKMBaeMocTh 6e3 mporpeccupoBanus 3a001€BaHMsI.

2 Bpemsi OT paHIOMU3AIIMH JI0 IPOIPECCUPOBaHMS 3a00JIEBAHMUS MIIM CMEPTH OT JIF000 MPUYKHBI, B 3aBUCUMOCTH OT
TOTO, 4TO MPOU30MICT paHbIie. JlaTa okoHuaHus coopa manubix: 3 uroHs 2011 r.

® [lo He3aBMCHMOl pPaIMOJIOTHYECKOH OIEHKE B COOTBETCTBMH C KPHUTEPUSIMH OIIEHKH OTBETA TIPH COJHJIHBIX
omyxonsx (RECIST).

¢ OIHOCTOpOHHEE 3HAY€HHE p Uil OLCHKM JICUCHHMS 10 JIOTPAHTOBOMY KPUTEPHIO, CTPaTH(HUIMPOBAHHOMY IIO
¢dyaxunonansHOMY cTatycy ECOG U npenmecTByomei Teparim.

4 Jlata oxonuanms c6opa qaHHbx: 01 HoaOps 2011 T.

¢ Jlata okoHuaHMs cb6opa naHHBIX: 31 aBrycra 2010 r.

f Ornowenne puckos mis YOO. OTHolEHHe pUCKOB >1 ykasblBago Ha GOJBLIYKO BEPOATHOCTH OTBETA B IPYIIIE
AKCUTHHNOA; OTHOIIICHHE PUCKOB <1 yKa3bIBaJIO Ha OOJIBIIYIO BEPOSITHOCTH OTBETA B TPYyIIe copadeHuoda.

¢ OpHOCTOpOHHEe 3HA4YeHWe P I OLEHKH JiedeHHs 1o Kpurepuioo Koxpana-Manremns-I'enzens,
cTpatudurpoBaHHOMY 10 PyHKIHOHANBHOMY ctaTycy ECOG u npemiiecTByomiei Tepanum.

" OnnocTopoHHEe 3HaYeHME P I OLEHKH JICYEHMS MO JIOTPAHTOBOMY KPMTEPMIO, CTPaTH(QUIMPOBAHHOMY MO
¢ynkmonansHoMy ctarycy ECOG.

! OpmHOCTOpOHHee 3HayeHWe P JJIs OLEHKM JiedeHus 10 kputepuioo Koxpana-Manrens-Iensens,
cTpatuduIMpoBaHHOMY 10 (yHKIHOHAIEHOMY cTatycy ECOG.
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BacmoSTH-Gehl mpbrpectimpoatii 3a601cadnus

MO pe3yJibTaTaM He3aBUCUMOU OIEHKH JJIs1 OOIIEH MOy IsSIuy.
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Pucynok 2. Kpusas Karmana-Maiiepa BeDKHBaeMOCTH 0€3 MPOTPECCHPOBaHUs 3a00JI€BaHUS 110

pe3yibTaTamM HE3aBUCUMOM OLICHKH B IIOATPYIIIIEC
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Pucynoxk 3. Kpusag Kamnana-Maliepa BBDKMBAEMOCTH 0€3 NPOTPECCUPOBAHUS
3a00JeBaHUs 110 pe3yJbTaTaM HE3aBUCUMOM OLIEHKH B MOATPYIIE MPEaLIeCTBYIOIEro
JICYEHUS LUTOKUHAMM.
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5.2. dapmakokuHeTHYECKHE CBOIICTBA

[Tocne nepopanbHOro npuema TabJIeTOK akCUTUHHOA abCcot0THAsE OMOJOCTYIIHOCTh B CpEeIHEM
coctaBisgeT 58 % (MO CpaBHEHUIO C OHMOJOCTYHMHOCTBIO I10OCJI€ BHYTPUBEHHOI'O BBEIEHUS
npenapata). [lepuon momyBbIBeieHNs] aKCUTUHNOA U3 TIa3Mbl KPOBH BapBUPYET B JHANa30HE OT
2,5 no 6,1 yacos. Ilpuem akcutuHMOA B 103€ 5 Mr 2 pa3a B CyTKM IPHUBOJWI K MEHEE ueM 2-
KpaTHOMY KyMYJIMPOBAaHUIO aKCUTHMHHOA 10 CPAaBHEHMIO C OJHOKPATHBIM IPHUEMOM IIperapara.
BBuay KOpoTKOro mepuoja IOJNyBBIBEACHUS AaKCUTUHUOA OXHUIAETCs, 4YTO PAaBHOBECHOE

COCTOSIHUE JIOCTUraeTcsl B TeueHue 2—3 AHeH OT Havasia Teparnuu.

AOcopOius U pactipeieieHne

MaxkcumanbHasi KOHIEHTpalus akCUTHHHOA B IJIa3Me KPOBH, KaK MPaBUJIO, JOCTUraeTcs yepes
4 yaca mocie mepopajbHOro IpUeMa INpenapaTa C MeIWaHOW BPEMEHU JOCTH)KEHUS
MakcuMabHOW KoHIeHTpanuu (Tmax), Bappupyromieit B auama3one ot 2,5 1o 4,1 gacos. [Ipuem
aKCUTMHUOA C MHIEH C yMEpPEeHHBIM COJEep)KaHueM >KUpoB MpuBoauid K 10 % cHuxKeHHIO
HKCMO3ULIMU TI0 CPaBHEHUIO C MPHEMOM IIpernapara yTpoMm HaTomak. ITpuem akcutunuba c
KUPHOW BBICOKOKAJOPUHHOW mumied mnpuBoamin K 19 % NOBBIIEHUIO 3KCMO3UIUH IO
CpPaBHEHHMIO C TPHEMOM IIperapara yTpOM HaTomak. AKCHUTHHHO MOXHO TpPWHUMATh BHE
3aBHCUMOCTH OT MpueMa nuiu (cm. pazzaen 4.2).

Cpennue 3HaueHUS! Cmax M AUC yBeIMUMBAINCH NPOMOPLMOHATIBHO J03€ AaKCUTHHHOA B
nuarnasoHe 7103 oT 5 10 10 mr. CBs3bIBaHNE aKCUTHHHOA C MPOTEMHAMH TUIa3Mbl KPOBH YEJIOBEKa

in vitro (IPEUMYIIECTBEHHO C aJlbOyMHHAMHU M B YMEPEHHOW CTENEeHW C 0l-KUCIOTHBIMHU
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IIMKOTIpOTenHaMu) cocTaisteT >99 %. TTpu mjueme npetiapata s aose! 5 MFD Pash s EHkh so

BpeMsi MpHUeMa MUIIU CpPEeJHEe T'€OMETPUYECKOE 3HAYCHUE MAaKCUMaJIbHOM KOHLEHTpAaluu B
wiazme kpoBu U AUCy4 y mamueHToB ¢ pacnpoctpaneHHbM [IKP cocraBnsuio 27,8 Hr/ma u
265 urxy/mn, cooTBeTcTBeHHO. (CpegHee TIeoMETpUYECKOe 3HaueHHWe KIUpEeHca IpH
NEepOpabHOM IMpUEME Mpenapara U Kaxylmuiicss o0beM pachpelesieHns COCTaBIsIN 38 /4 u

160 1, COOTBETCTBEHHO.

EI/IOTDaHCd)ODMaI_[I/ISI U 3JIMMHUHAIA

AxkcuTHHUO MeTabonu3upyeTcsl TJIaBHBIM 00pa3om B mneudeHu ¢ momonipio CYP3A4/5 u B
Menbien crerriein CYP1A2, CYP2C19 u UGTI1AL.

[Tocne mepopanbHOTO TpUEMa paJMOAKTHBHOTO akcuTuHUOa B goze Swmr  30-60 %
paauoaKTUBHOCTA OOHapykuBasioch B kKaine u 23 % — B Moue. OCHOBHBIM KOMIIOHEHTOM,
0oOHapy»XMBacMbIM B KaJie, ObLJT HEM3MEHEHHbII aKCUTUHUO (Ha JOJI0 KOTOPOTO MPUXOAHUIOCH
12 % oT mpuHATOHN A03bI Ipenapara). HensMeHeHHbI akCHTUHUO HEe OOHApYKUBAJCS B MOYeE.
Bonbmas 9acte paguoakTUBHOCTA B MOYE MPUXOIMIACH HA META0OIUTHI KapOOHOBOM KUCIIOTHI
u cynbhokcuaa. JJoMUHUPYIOIIAs 9acTh PaJAMOAKTUBHOCTH B IJIa3Me KPOBH MpHUXOAMIach Ha N-
DIIOKYpOHUIHBIM  MeTabomuT (50 %  uupkynupyromieil  paauoakTUBHOCTH), Ha  JIOJIO
HEU3MEHHOTO aKCUTHMHHUOA U CyNb()OKCUIHOTO MeTabonuTa MpuXoAuioch mpumepHo 1mo 20 %
UPKYTUPYIOMICH pagrOaKTHBHOCTH.

Cynbhokcuanpiii © N-TIIOKYpOHHAHBIA MeTa0onmuThl obnananu mpumeprHo B 400 u 8000 pa3

MeHblel akTuBHOCTBIO B oTHOIeHUH VEGFR-2 in vitro no cpaBHeHUIO ¢ aKCUTHHUOOM.

Oco0bIe I'pynnbl HJaMCHTOB

Jluya noowcunozo o3pacma, non u pacosast NPUHAONEHCHOCMb

PGSYJ'IBTaTI)I MOMyJIAIUOHHBIX q)apMaKOKI/IHeTI/I‘IeCKI/IX aHaJIN30B IIaITMEHTOB C
pacmlpoCTpaHEHHBIMHA  3JIOKAYECTBEHHBIMH  HOBOOOpa3oBaHHSIMHM (B TOM  4YHCIE C
pacnpoctpaneHHbIM [IKP) 1 310poBBIX 1OOPOBOJIBIIEB CBUIETENBLCTBYIOT O TOM, YTO BO3DACT,
MoJI, Macca Tefa, pacoBasi MPUHAMICKHOCT, GyHKIUA ouek, reHoTunt UGT1A1 unm renotun

CYP2C19 ue oka3pIBaIOT KIMHUYECKH 3HAYMMOTO BIUSIHUS.

Ileuenounas nedocmamounocms

HccnenoBanus in vitro u in vivo yKasbIBaloT Ha TO, YTO aKCUTHHUO METa00IH3UPYETCsI TTIaBHBIM
00pa3oM IMeYeHbIo.

3HayeHUe CUCTEMHON SKCIIO3UIINU akcuTHHMOA IOCIIE €r0 OIHOKpPATHOI'O MprueMa y nainmueHTOB C
HOpMabHOU (PyHKIIMEH MTEYeHH W MAIIMEHTOB C HapyIIeHHneM (YHKIIMH TeYeHH JIETKON CTeTIeHH
Tsokectn  (kmacc A mo  kinaccuduxamuu  Yaitng-IIpto) ObUIO  OAMHAKOBHIM U BHIIIE

(mpubnu3HUTENHHO B 2 pa3a) — y MAlMEHTOB C HapylleHHeM (YHKIUU MeYeHU CPEAHEN CTeNeHU
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TsokecTu (kmace B mo knaccudukanun Yanna-Ifsro). Hd@fé%ﬂgrgi; %ﬁﬁ%%&@ﬂ%%ﬁﬁa y

NAIMEeHTOB C MEYEHOYHOW HEJOCTaTOYHOCThIO TshKenoi crenenu (kiaace C mo kiaccuduxanum
Yaitng-11pt0) HE TPOBOAMINCE, IO3TOMY IIpENapaT HE CIEAYyeT NPUMEHATh Y JaHHOW KaTeropuu

MAIUEHTOB (PEKOMEHIAINH 110 KOPPEKIIUH J103bI ITpernapaTa npuBeeHbI B pazzaene 4.2).

Tloueunas neoocmamounocms

HeunsmeneHHbBIM aKCUTHHUO HE BBISBIISICTCS B MOYE.

UccnenoBanusi akCcUTUHUOA y JIMI[ C TOYEYHOM HEIOCTATOYHOCTBIO HE MPOBOAMWINCH. U3
KIMHUYECKUX HCCIENOBAHUMNA aKCUTHHHOA B JjeueHuu mnanueHTtoB ¢ IIKP wmckimrouanuch
MalMeHThl ¢ ypoBHeM KpeatuHuHa >1,5paza BI'H wim ¢ paccuuTaHHBIM KJIMPEHCOM
KpeaTHHHA <60 MuI/MHH. Pe3ynbTaThl MOMYISAIMOHHOTO (HapMaKOKHHETUYECKOTO aHallu3a
CBUJICTEILCTBYIOT O TOM, YTO KJIMPEHC aKCUTHHUOA HE M3MCHSJICS Yy TAI[MCHTOB C TOYEYHOMN

HCAO0CTATOYHOCTBIO U KOPPCKIHA 103bI aKcUTHHHOA He Tpe6yeTc;1.

CTHu

HccnenoBanus mprueMa akCUTHHIOA y JieTeld B Bo3pacTe <18 JieT He MpOBOIUIIHCH.
5.3. JlaHHbIe TOKJIMHUYECKOI 0e30IacHOCTH

ToKCHYHOCTh IPU HOBTOPHOM BBEACHUU

OcCHOBHBIE pe3yJbTaTbl HCCIEAOBAaHMM TOKCMYHOCTM Ha MbIIaX M cobakax mocie
MHOTOKpPaTHOIO  BBEJEHUS Ipernapara B TeyeHUE 10 9 MecsAlleB OTHOCHUINCH K
MUIIEBAPUTEIBHON, FeMaTONO3TUYECKOM, PENPOYKTUBHON, CKEJIIETHOM M 3yOHOW cucTemaM, a
YPOBHH J103bl, HE MPUBOAIINE K PA3BUTHIO HaOII0JaeMbIX HexenaTenbHbIX sBiaeHuid (NOAEL),
ObuUIM TPUOIM3UTENBHO HSKBHUBAJICHTHBI MM HIKE YPOBHS BO3ACHCTBHUS y UEIOBEKa IpH

PEKOMEHIyeMO# KIMHUYECKON HadaJIbHOU J103€ (Ha ocHoBaHuM ypoBHer AUC).

KaHIeporeHHoCTh

HccnenoBanus KaHIICPOTCHHOCTH aKCUTUHHOA He IMPOBOAUIINCE.

['eHOTOKCHYHOCTh

AKCUTHHUO HE MPOSBISI MYTareHHOW WJIM KIJIACTOTC€HHOM AaKTHUBHOCTH B TPATUIIMOHHBIX
aHaJIM3aX TFeHOTOKCUYHOCTH In Vitro. 3HaYUTENIbHOE YBEIMYEHHE MOJUIUIOUINHN HaOII0AanoCch
invitro TpW KoOHIEHTpauusx >0,22 MKr/mi, a TakKe OTMedajoch IMOBBIIICHUE YHCITa
MHUKPOSIAEPHBIX MOJUXPOMATHYECKUX IPUTPOLMUTOB i1 Vivo, YPOBEHb J03bl, HE NMPUBOASALIEN K
pasButnio NOAEL, B 69 pa3 mpeBbllIa O0XUJAa€Mblii YpOBEHb BO3JICUCTBUA Yy YEIOBEKA.
Pe3ynbTaThl MO T€HOTOKCMYHOCTH HE CYUTAOTCA KIMHAYECKM 3HAYUMBIMH IPH YPOBHAX

BO3HCﬁCTBHH, Ha6J'IIOI[aBI_HI/IXCH B UCCIICAOBAHUSX Y JIIoJIeH.
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PenpoaykTuBHAsI TOKCHYHOCTD

BrrisiBeHHBIE H3MEHEHUS, CBSI3aHHbIE C BO3/ICHCTBIEM aKCUTHHHMOA Ha STMUKU U TIPUIATKU STHYEK,
BKJTIIOYAJIM YMEHBIIEHNE MAcChl OpraHa, aTpoHI0 WK JEeTeHEPalnio, YMEHbIICHHE KOINYEeCTBA
KJIETOK 3apOJbIIIEBON JIMHUM, TUIIOCIEPMHUIO WM aHOMallbHble (DOPMBI CIIEPMATO30MAOB, a
TaKXe YMEHbIIEHHUE IUIOTHOCTH U KOJIMYECTBA CIIEPMbI. DTH U3MEHEHUs HaOII0AAINCh Y MbIIIEH
OpU YPOBHSAX BO3JCHCTBUS NPUOTU3UTENHHO B 12 pa3 BBINIE OXKUAAEMOTO BO3ACUCTBUS Y
YeJI0BEKa, a y cO0aK — MPU YPOBHIX BO3JEHCTBUS HMKE O0XKUAAEMOTO BO3JICHCTBHS y UEIOBEKA.
VY cam10B MbllIed OTCYTCTBOBaJ 3(p(eKT Ha CHapuBaHHE WIM (EPTHIBHOCTh NPH YPOBHAX
BO3ACUCTBUS MNPUOIM3UTENBHO B 57 pa3 BhILIE O0XHIAEMOIO BO3JEHCTBHMS y UEJIOBEKa.
BolsiBieHHBIE HM3MEHEHHS Yy CaMOK MbIIIEH BKIIOYAIM IPU3HAKM 3aMENJIEHHOIO I10JI0BOTO
CO3PEBAHUSI, YMEHbBILIEHUE KOJIMYECTBA WJIM OTCYTCTBHE JKEITHIX TEJ, YMEHBIICHHYIO Maccy
MaTKH, a TaKXXe aTpopUI0 MAaTKHU MPH YPOBHIX BO3JEHCTBUS NPUOIU3UTENBHO SKBUBAJICHTHBIX
BO3ACUCTBUIO, OXHJAEMOMY Yy 4elloBeKa. Y CaMOK MbIleil HaOIoJaloch CHUXKEHUE
(GepTUIBLHOCTU M KU3HECIIOCOOHOCTH 3MOPHOHOB IPU BCEX MCCIEAOBAaHHBIX /033X, IPU 3TOM
YpOBEHb BO3JEUCTBUS caMOW HU3KOW J103bl NMpUOIM3UTENbHO B 10 pa3 mpeBbllIall 0OXKUAAEMOE
BO3/ICHCTBHE y YeNlOBEKa.

VY GepeMeHHBIX CaMOK MbIIIEH MO JIeHiCTBUEM aKCUTHHMOA OTMEYaJoCh YBEJIMYECHUE CIIydaeB
BPOXKJACHHOI'O IOpOKa pACLIEIUIEHUs TBEPAOro Heba M CKEJNETHBIX aHOMAJIUH, BKJIHOYAs
3aMeVICHHYI0 OCCH(MKALNIO, TIPH YPOBHSIX BO3JEHCTBHS HIKE OXKHIAEMOTO BO3JCHCTBUS Y
yenoBeKka. lccnenoBaHuss TOKCHMUYECKOTO BO3JEHCTBUS B IEPUHATAIIBHOM U ITOCTHATaJIbHOM

nepruoaax He MMpoBOAUIIUCE.

PGSVJ'II)TaTI)I HNCCICAOBAHUA TOKCUYHOCTH YV HCITOJTOBO3PEIBIX ) KMBOTHBIX

VY wmblmei u cobak Habm0ganack oOpatuMas AMCIIA3Us XPALIEBOW IUIACTUHBI IIPU BBEIECHUU
aKCUTMHHOA B TeUeHHME MUHUMYM | Mecslia U NMpH YPOBHSIX BO3ACUCTBUS NMPHUOIM3UTEIHHO B
6 pa3 BBIIIE 0XKMJIAEMOI0 BO3JCHCTBHUS y 4elOBEKa. Y MBbIIIEH IOJ AEUCTBHEM IIpenapara B
TedeHue Ooiee 1 mecsma HaOmIOAaNCs 4YaCTUYHO OOpAaTUMBIN Kapuec 3yO0OB IpPH YPOBHSX
BO3/ICIICTBUS, CONOCTAaBUMBIX C OKHMJAEMbIM BO3/CHCTBHEM Yy ueioBeka. J[pyrue nposiBieHus
TOKCUYHOCTH, IPEICTABISAIONIME OMACHOCTh JUIsl MAIMEHTOB JAETCKOIO BO3PACTA, Y MOJIOABIX

JKHBOTHBIX HC OICHHUBAJIMCh.

6. ®APMAIIEBTUYECKHWE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/ibHbIX BelIECTB

AKCUTUHUB-XUMPAP, 1 mr, Ta0JeTKH, HOKPHITHIE ILIEHOYHOM 000JI0YKON

Aopo mabnemxu:
IEJUTF0JI03a MUKPOKPUCTAJUTNYECKAs,
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JIAKTO3blI MOHOT'HMJApPAT,

KpOCKapMeJui03a HaTpus,
MarHusi cTeapar.

Cocmas obonouku.

TUIIPOMEILIO3a,

JIAKTO3bI MOHOTHIPAT,

tutana quokeun (E171),

TPHUALICTHH,

KpacuTelb xkene3a okcu KpacHsii (E172),
KpacuTenb xkese3a okcu uepHsbiil (E172).

AKCUTUHUB-XUMPAP, 3 mr, Ta0JeTKH, DOKPHITHIE ILICHOYHOM 000J104YKON

AHopo mabremxku:

LEJUTI0NI03a MUKPOKPUCTAIUTHYECKAs,
JIAKTO3bI MOHOTHIPAT,
KpOCKapMeJui03a HaTpus,

MarHusi creapar.

Cocmas obonouku.

TUIIPOMEILIO3a,

JIAKTO3bl MOHOTHU/IPAT,

tutana quokeun (E171),

TpPHUALIETHH,

KpacuTesb xkene3a okcu kpacHuii (E172).

AKCUTUHUB-XUMPAP, 5 mMr, Ta0JeTKH, HOKPBITHIE ILIEHOYHONH 000JI0YKON

Aopo mabnemxu:

LEJUTI0NI03a MUKPOKPUCTAJUTMYECKas,
JIAKTO3bl MOHOTH/IpAT,

KpOCKapMeJu103a HaTpusl,

MarHus creapar.

Cocmas 0bon0ouku:

TUIIPOMEIIO3a,

JIAKTO3bl MOHOTHAPAT,

tutana quokeun (E171),

TpPHUALIETHH,

KpacuTelb xene3a okcu kpacHolil (E172),
KpacuTenb xene3a okcu uepHsbiil (E172).

AKCUTUHUB-XUMPAP, 7 mr, TabJeTKH, OKPBITHIE IUIEHOYHOM 000JIOYKOMI

Aopo mabnemxu:

IEJUTF0JI03a MUKPOKPUCTAJUTYECKAs,
JIAKTO3bI MOHOTHJIPAT,
KpOCKapMeJuI03a HaTpHs,

MarHusi cTeapar.

Cocmas obonouxu:

THUIIPOMEIIIO3a,
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tutana guokeun (E171),
TPUALIETHH,
KpacuTenb xkee3a okcu kpacHsiit (E172).

6.2. HecoBmMecTUMOCTH

Henpumenumo.

6.3. Cpok rognoctu (Cpok XpaHeHus1)

2 roza.

6.4. Oco0ble Mepbl NPeIOCTOPOKHOCTH NPH XPAHEHUH

XpanuTth nipu Temmneparype He Baiie 30° C.

6.5. Xapaxrep u coaep:kaHue NEPBUYHON YIIAKOBKH

[To 14 TabneToKk B KOHTYPHYIO SYCHKOBYIO YMAKOBKY M3 KOMOMHHMPOBAHHOTO MaTepHaia Ha
ocaoBe Qombru amomuuueBord (IIA/An/IIBX) wu  ¢Qombru  amoMUHHEBOH IeYaTHOMH
nakupoBaHHOM. [1o 2 umu 4 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECTE C JINCTKOM-BKJIA/IbIILIEM B

KapTOHHOﬁ IIa4Ke.

6.6. OcoOble Mepbl NPEeIOCTOPOKHOCTH TPH  YHUYTOKEHUM  HMCIOJH30BAHHOIO
JIEKAPCTBEHHOr0 mMpenapara MJIH OTXO0AO0B, MOJYYEHHBIX TMOcCJe TPUMEHEeHUs
JIEKAPCTBEHHOT0 Mpenapara u Apyrue MaHUMYJISIAN ¢ MPenapaTomM

Bech octaBuniics JekapCTBEHHBIH MpenapaT WM OTXO/IbI CJIeAyeT YHUYTOXHUTh B COOTBETCTBUHU

C YCTAHOBJICHHBIMU MCCTHBIMU Tpe6OBaHI/I$IMI/I.

7. JEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA
000 «MHUXPy», Poccus
141401, MockoBckast 0071., T.0. XUMKH, T. XUMKH, ya. Pabouas, 1. 2A, cTp. 1

Ten. dakc: +7 (495) 995-49-41

7.1. IlpeacraBuUTe/Ib Iep:KaTess PerucTPAalOHHOIO YI0CTOBEPECHHUS
[Iperen3un norpeduTenell HaNMPaBJIATh 110 aJIPECY:

000 «MUXPy», Poccus

141401, MockoBckas 00J1., T.0. XUMKH, T. XUMKH, Y. Pabouas, 1. 2A, ctp. 1
Ten.: +7 (495) 995-49-41

OnextpoHHas noyra: ithr@iihr.ru

8. HOMEP PETUCTPAIIMOHHOI'O YJOCTOBEPEHMUSA
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9. JATA NEPBUYHON PETMCTPALUM|(TOATBEPKABH IS PEPRETPAHUN,

INEPEPETUCTPALINN)

JlaTa nepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA

Obmas xapaktepuctuka JekapcrBeHHoro npernapata AKCUTHUHUB-XUMPAP nocrymna Ha
UHPOPMALIMOHHOM TmopTane EBpa3suiickoro »KOHOMHYECKOTO cO03a B HH(OPMAIMOHHO-

KOMMYHUKaIMOHHOU cetn «MHTepHEeT» https://eec.eaeunion.org/.
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