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OBILAST XAPAKTEPHCTHKA JTEKAPCTBEHIOFPOTIPEITAPATA U002

1. HAMMEHOBAHMUME JIEKAPCTBEHHOTI' O ITIPEITAPATA
Kcunrabuka, 1 Mr, TabneTku, MOKPHITHIC JICHOYHON 000JI0YKOM.

Kcunrabuka, 5 Mr, TabeTKH, MOKPHITHIC TJICHOYHON 000JI0YKOM.

2. KAYECTBEHHBIA U KOJJUYECTBEHHBIU COCTAB
JlelicTBy101II€€ BEIIECTBO: aKCUTHUHUO.

KcunaTabuka, 1 mMr, Ta0JIeTKN, HOKPBITHIE INIEHOYHON 000JI0OYKOH

Kaxnas Tabnerka, MoKpbITast MIICHOYHOM 000JI0YKOM, coepkuT 1 Mr akcutuHHOA.
BcrnomorarenbHbie BElecTBa, HATMYKME KOTOPBIX HAJ0 YYHUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasuen 4.4).

KCI/IHTa6I/IKa, 5 mr, TaGJ’IeTKI/I, MOKPBITEIC INICHOYHOM 000JI0YKOH

Kaxnas Tabnerka, MOKpbITast IIICHOYHOW 000JI0UKOM, COEPKHUT 5 MI aKCUTHHHOA.
BcrmomorarenbHbie BemecTBa, HATMYME KOTOPBIX HAJ0 YYHUTHIBATH B COCTABE JICKAPCTBEHHOTO
npenapara: jlaktosa (cM. pasuen 4.4).

ITomubIi MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCIICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE MIICHOYHOU 000TI0UYKOM.

Tabnerku kpyrioi (opMbl, ABOSKOBBITYKIIbIE, TOKPBIThIE 000JIOYKOM KPACHOTO 1IBETA.

4.  KIMHUNYECKHUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHUIO

[Tpenapatr KcunTaOuka mokaszaH Juisl JIEYEHHs B3POCIHBIX MMAlMEHTOB C PaclpoCTPaHEHHBIM
noueyHo-kiaeTouHbIM pakoM (ITKP) npu HeaddexkTrBHOCTH NpeAnIecTBYIOMIEN TEPAIUH.

4.2. PeuM 103MPOBAHMSA H CNIOCOO MPUMEHEHUS

Jleuenne mpenaparoMm KcuHTabuka JOMKHO TNPOBOAMTHCS BpayoM, HMEIOIIUM  OIIBIT
IIPUMEHEHHUS TPOTUBOOITYX0JIEBBIX IIPENAPATOB.

PexuM no3upoBaHus

PexoMenayemas 103a akCUTUHHOA COCTaBIISIET 5 MI' BHYTPB 2 pa3a B CYTKH.
JleueHue TOIHKHO MPOIOIKATHCS 10 TE€X MOp, MOKa HabI0AaeTcsl KIMHUYecKuid 3 dekt umm xe
0 Ppa3BUTHS HENPUEMIIEMOW TOKCHMYHOCTH, HE MOJJAIOIIEHCS KOPPEKIUH IPUEMOM

JOMMOJTHUTECIIbHBIX JICKAPCTBCHHBIX CPEACTB WJIM USMCHCHUEM AO3EI IIpeIiapara.
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npernapara, a CIeAyIyko 103y PeKOMEHAYeTCsl IPUHATH B 0OBIYHOE IJIsl HEEe BPEMSI.

Koppexyus 0o3vl

B 3aBucumocTM OT WHIMBUAYaJbHOH IEPEHOCUMOCTH M O€30IaCHOCTH CyTOYHas J103a
npernapara MOXKeT ObITh YMEHbIIIEHA WU YBEJINYEHA.

ITpu xoporiel NepeHOCUMMOCTH HaYyaJIbHOM J03bl aKCUTUHUOA 5 MI 2 pa3a B CyTKU U OTCYTCTBUH
HE)KENaTEeJIbHbIX pPEaKkUuil Bblle 2 creneHd (TO €CTh, IPU OTCYTCTBUU CEPbE3HBIX
HE)KEJIaTeJIbHBIX PeaKIMil COIrJIaCHO OOLIUMM TEPMHUHOJOIMUECKUM KPUTEPHSIM HEKENaTesbHbIX
spineanii [CTCAE], Bepcust 3.0) B TeueHne 2-X MOCIIEIOBATEIbHBIX HEIEIbh MOXHO YBEIMYUTH
7103y IpemapaTa 10 7 MI 2 pa3a B CYTKM 3a HCKJIIOYEHHMEM CJIy4aeB, KOrJa apTepualbHOE
nasienue npesbimaer 150/90 MM pT. CT. WIM MaOUEHT TNOJYy4aeT aHTHUTUICPTCH3HBHYIO
Tepanuio. BrociaeacTBuM, PYKOBOJACTBYACh OSTHMM K€ KPUTEPHUSIMH, IIPU  XOpOLIEH
IEPEHOCUMOCTH J103bl aKCUTUHUOA 7 MI 2 pa3a B CyTKM MOXKHO YBEJIMUYUTH 03y Ipernapara a0
MakcHMaibHOU 7036l — 10 Mr 2 pa3a B CyTKH.

Jlis KoppeKkuMKu HEKOTOPBIX HEXEJIaTeNbHbIX PEaKIUil MOXET NOTpeOOBaThCS BpPEMEHHAs WU
IOCTOSIHHAs! OTMEHA W/WIIM CHU)KEHUE J03bl akCUTHHUOaA (cM. pasznen 4.4). [Ipu HeoOxoaumocTu
JIOITYCKAETCs] CHUYKEHMS JI03bl aKCUTUHUOA 710 3 MI 2 pa3a B CYTKH U 3aTeM elle 10 2 MI 2 pa3a B
CYTKH.

He TtpeOyercss koppekuus [J03bI TMperapara B 3aBUCHMOCTH OT BO3pacTa, pacoBOU
HNPUHAAJICKHOCTH, 110J1a UJIM MACChl TeJla MalUeHTa.

Oonospemennoe npumenerue MowHuvIx uneuoumopos CYP3A4/5

OnHOBpEeMEHHOE TMPUMEHEHHE aKCUTHHHOa ¢ MouiHbiMH uHTHOUTOpamu CYP3A4/5 moxer
MPUBOAUTH K TOBBIIIEHUIO KOHIIEHTPAIIMN aKCUTUHHOA B TIa3Me KpoBH (cM. pazzaen 4.5). s
OJTHOBPEMEHHOI'0 TPUMEHEHUSI PEKOMEHAYETCs IMOAOUpaTh albTEpPHATHBHBIC JIEKAPCTBEHHBIE
npernapaThl — ¢ OTCYTCTBHEM MIJIM MUHMMAaJIbHBIM HHIHOMpYonmM feiictBueM Ha CYP3A4/5.
Hecmotpss Ha TO, 4YTO HCClENOBaHUS IO KOPPEKIMH J03bl AKCUTUHHOA Yy TAIMEHTOB,
npuHUMaImuX MouHele uHruoutopel CYP3A4/5, He npoBoamnuch, Npu HEOOXOIUMOCTU
OJTHOBPEMEHHOr0  IMpuMeHeHuss  MomHoro  uHruoburopa CYP3A4/5  pexkomennyercs
NpUOJIM3UTENIBHO HAMTOJOBUHY YMEHBIIUTh A03y aKCUTUHMOA (HampuMep, HauyaJIbHYIO 103y 5 MI
2 paza B CYTKM CIeAyeT CHU3UTh J0 2 MI 2 pa3a B CyTKH). [ KOppeKIuu HEKOTOPBIX
HEe)KeNaTeNIbHbIX pEaKkIMi Ha MpHeM I[pernapaTa MOKET MOTpeOOBaThCS BpEeMEHHas WU
MIOCTOSIHHAs OTMEHa akcuTHHMOa (cM. pazznen 4.4). Ilpu oTMeHe MOIIHOTO WHIHOUTOpA
CYP3A4/5 cnemyer paccMOTpeTh BONPOC O BO3BpAllCHHMH K J03€ aKCUTUHUOA, KOTopas

MpUHUMAJACh JI0 Hadayia Je4eHus: MOImHbpIM HHruouTopoM CYP3A4/5 (cm. paznmen 4.5).
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OonospemenHoe npumeHeHue MOuHbIX UHOYKMG

OpnHOBpeMEHHOE NpHUMEHEHHe akcuTuHHOa ¢ MomHbIMH uHAYKTopamu CYP3A4/5 moxer
MPUBOAUTH K CHUIKEHUIO KOHIICHTPALIMM aKCUTUHUOA B Tu1a3Me KpoBu (cM. pazaen 4.5). s
OJIHOBPEMEHHOTO MPUMEHEHUSI PEKOMEHIYeTCS BbIOMpaTh ajlbTepHATHBHBIC JIEKAPCTBEHHbIE
npenaparsl ¢ OTCYTCTBUEM MJIM MUHUMAJILHBIM CTUMYJIUPYIOITUM BiausiHueM Ha CYP3A4/5.
HecmoTpss Ha TO, 4TO HCCIEAOBaHHS MO KOPPEKUMU [03bl AKCUTUHHMOA Yy TAlHUEHTOB,
npuHUMarImuX MouHbsle uHAYKTOpel CYP3A4/5, He mnpoBoauiuch, NpU HEOOXOAMMOCTH
OJIHOBPEMEHHOT0 TpuMeHeHus MoimHoro uHayktopa CYP3A4/5 pekoMeHayeTcsl MocTeneHHoe
YBEJIMYEHHUE J103bl aKCUTUHUOA. Y CTAaHOBIIEHO, YTO MaKCUMajbHasi MHIYKIUS IPU MIPUMEHEHUN
BBICOKHMX /03 MOIIHBIX MHAYKTOpoB CYP3A4/5 mpoucxomut B TeueHue | Henenu JeueHUs
UHAYKTOpPOM. [Ipu MOBBIIEHUH 103bI AKCUTUHHOA CIIEAYET MPOBOAUTH TIIATEIBHBIA KOHTPOIb
COCTOSTHUSI TallMeHTa Ha MpeIMEeT BBISBICHUS CHUMITOMOB TOKCHUYHOCTU. Jlyis KoppeKuuu
HEKOTOPBIX HEXENATENbHBIX PEaKIHi Ha MpHUeM IMpenapara MOXKeT MoTpeOOBaThCS BpeMEHHas
WIA TIOCTOSIHHAas OTMEHA aKCUTHHHOA W/WiIM CHIDKEHHE ero Jo3bl (cM. pazzmen 4.4). Ilpu
MPEKpalIeHUH Tepanuu MOIIHBEIM HHIyKTopoM CYP3A4/5 cnemyer HeMEUICHHO BEPHYTHCS K
J103€ aKCUTUHNOA, KOTOpasi MPUHUMAJACh 10 Havala JedyeHus: MoiHbIM uHIykTopoM CYP3A4/5
(cm. pasnen 4.5).

Oco0bIe IPVIIILI TAIUEHTOB

Tayuenmur noscunozo eospacma

Koppekuuu 10361 npenapara He Tpedyercs (cM. pasaensl 4.4 u 5.2).

Tayuenmsi ¢ Hapywenuem yHKyuu novex

Koppeknus n1o3e1 npenapara He TpeOyeTcs (cM. pazaen 5.2). [IpakTu4ecku OTCYTCTBYIOT JIaHHBIE
10 JICYEHHIO aKCUTUHUOOM MAIMEHTOB C KJIMPEHCOM KpeaTuHuHa <15 mil/MUH.

Tayuenmsi ¢ Hapywenuem Qyukyuu neveru

[Tpu Ha3HAYeHWHM aKCUTWHUOA MAIMEHTaM C MEYEHOYHOW HEJIOCTATOYHOCTBHIO JIETKON CTerneHU
(kmacc A mo wnaccudukanmu Yanna-IIsi0) koppekuuu m03b1 Tpenapara He TpeOyercs.
Pekomennyercs CHU3UTH J03Y aKCUTHUHHMOA @IpU Ha3HAYEHMM Mpenapara IaldeHTaM ¢
NIEYEHOYHON HEJOCTaTOYHOCTBIO CpeIHEW cTemeHu TskecTu (kimacc B mo kiaccudukanuu
Yaiina-I1et0), HampuMep, HaYaIbHYIO 03y CIEAyeT CHU3UTh C 5 MTr 2 pa3a B CyTKH O 2 MT
2 pa3a B CyTKH. MccienoBaHus MO NPHUMEHEHHIO aKCUTHHUOA y TAlMEHTOB C TEUYECHOYHOM
HEJOCTAaTOYHOCThI0 Tspkenoil crenmenu (xmacc C mo kinaccupukanuu Yaina-Ileio) He
MPOBOAMINCEH, TIOITOMY Tpenapar He CleAyeT MPUMEHSATh y JAAHHOW KaTerophH IMMalleHTOB

(cM. pazmenst 4.4 u 5.2).
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bezonacHocTh M 3P HEKTUBHOCTh AKCUTHHHMOA Yy NeTe M MOApOCTKOB Mmiaamie 18 et He
yCcTaHOBJICHBI. /laHHbIE 110 MPUMEHEHHIO Mperapara B IETCKOM BO3PaCTe OTCYTCTBYIOT.

Croco0 rmpuMeHeHus

[Tpenapar Kcunrabuka mpenHazHaueH JUIsl MEpOpPalbHOTO IpueMa. TabiueTKu ciexyer
OpUHUMATh BHYTpPb, 2 pa3a B CYTKH, C MHTEPBAIOM MEXIy NpHUEMaMu MNPHOIM3UTENbHO 12
4acoB, BHE 3aBUCHMOCTH OT IpHeMa MU (cM. pazzaen 5.2). TabnaeTku cieayeT mporiaThiBaTh
LIEJINKOM, 3aIIMBasi CTAKAHOM BOJIBI.

4.3. TIporuBomoka3zaHus

['MnepyyBCTBUTENBPHOCTh K AKCUTHHUOY WM K JIOOOMY U3 BCIOMOTATENBHBIX BEILIECTB,
IIEPEYUCIICHHBIX B paszaene 6.1.

4.4. OcoOble yka3aHHSI M MepPbl NPEAO0CTOPOKHOCTH NPH NPUMEHEHH U

MoHuTOpUHT cenu(pUUYECKUX SIBICHHUH, CBSI3aHHBIX C 0€30MaCHOCThIO, JOKEH MPOU3BOAUTHCS
710 Havaja Teparuy, a TaKKe MePHOANYECKH BO BPEMsI JICUCHUSI aKCUTUHHOOM B COOTBETCTBHUH C
NPUBEJICHHBIMH HIKE PEKOMEHTAIHSIMH.

CepsieyHass HEAOCTaTOYHOCTD

B knuHUYecKUX MCCIeNoBaHUSIX MPUMEHEHHUS akCUTUHUOA B eueHuu nanueHToB ¢ [IKP 6pimn
3aperucTpUpoOBaHbl  CiIy4yal CEpAEYHON HEIOCTaTOYHOCTH (B TOM YHUCIE CEepleYHOU
HEJIOCTaTOYHOCTH,  XPOHUYECKOM  CEpAECYHOM  HEAOCTATOYHOCTH,  CEPACHYHO-JIETOYHOMN
HEJOCTAaTOYHOCTH, NUCHYHKIMU JIEBOTO JKENylouKa, Ciaydyaul CHIDKEHUs (Gpakinuu BbeIOpoca
JIEBOTO KETYJ04YKa U HEIOCTATOYHOCTH MPABOTO JKemyaouka) (cM. pazaen 4.8).

CHUMIITOMBI U IMPU3HAKN cepnequfI HEJOCTAaTOYHOCTH H606XOI[I/IMO KOHTPOJHUPOBATL Ha
MPOTSDKEHUH BCETO TEPHOJia JICUCHHUs] aKCUTUHUOOM. JleueHue cepaeuyHoil HeI0CTaTOYHOCTH
MOKET TOTpebOBaTh BPEMEHHOTO WM TOJHOTO NPEKpalleHHs] Tepanmud /WU yMEHBIICHHS
JI03bI aKCUTUHUOA.

AprepurabHas THIIEPTEH3UA

B xnmHMYECKUX HccneqoBaHUSAX MPUMEHEHHS akCUTUHUOA B sieueHun narueHToB ¢ [IKP ouens
94acTO PEruCTPUPOBAIHCH CyYau apTepUaIbHOU runepreH3uu (cM. pazzaen 4.8).

B koHTpoiMpyeMOM KIMHMYECKOM HCCJIEIOBAHMM MEJIMaHa BPEMEHU [JI0 pa3BUTHUSA
apTepUabHON TUIEPTEH3UH (CHCTOJIMUECKOE apTepuaibHOe aaBiieHne >150 MM pT. CT. Wwin
JINACTOJIMYECKOE apTepralibHOe AaBiaeHue >100 MM PT. CT.) HaXOaUJIACh B Tipeenax 1 mecsia ot
Hayajga Tepanmuy aKCUTHHUOOM, a TIOBBIIICHHE apTePUANBHOTO JaBIICHUS HAOIIOJANOCH YyXKe
yepes 4 THs moclie Hauana Tepaniui aKCUHTHHUOOM.

[lepen HawamoM Tepanmuu aKCUTUHUOOM HEOOXOJAMMO TIIATEIBHO OTKOPPEKTHPOBATH

ApTCPHUAIBHOC JAaBJICHUC. HeO6XOJII/IMO KOHTPOJIUPOBAThL COCTOSAHHEC IMALIMCHTOB Ha HNPEAMET
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QHTUTUIIEPTEH3UBHYIO Tepanuio. B ciydae pa3BUTHSA CTOMKOW apTepUaIbHOM T'MIICPTEH3UU, HE
NOJ/IAIONIECHCS aHTUTUIICPTCH3UBHOM Tepanuu, 103y aKCUTHHHOAa clenyer CHU3uTh. llpu
pPa3sBUTHUU TSDKEJIION apTEPUAIbHOM THUIIEPTEH3UMM Yy IAlUEHTOB PEKOMEHAYETCS BPEMEHHO
IPEKPaTUTh TEPANMI0O aKCUTUHMOOM 0 CTa0MJIM3alUM apTepHAIbHOIO JABJIEHHUS, IOCIE Yero
TEpanui0 aKCUTUHUOOM MO>KHO BO30OHOBHTH C Ha3HAYCHHEM IIperapara B Oosiee HU3KOH J03e€.
[Tpu mpekpalieHuy nprueMa akCUTHHHOA HEOOXOIMMO KOHTPOJIHPOBATH COCTOSIHUE MAIlMEHTOB,
MOJIy4alOIUX AHTUTHUIIEPTCH3UBHBIE IIperapaTbl, Ha NPEIMET pa3BUTHS apTEpUAIBHON
runoTeH3uu (cM. pazzaen 4.2).

IIpu pa3BUTUU TSKEIION UM CTOMKOW apTepUalbHOM TMIIEPTEH3UN U CUMIITOMOB, XapaKTE€PHBIX
JUis cuHApoMa oOparumoil 3aaneit neilikosHuedanonarun (CO3JI) (cM. HEIKE), clemyer
paccMOTpeTh BONPOC O MPOBEAECHUM TUArHOCTUYECKOM MarHMTHO-PE30HAHCHOM ToMorpaduu
(MPT) rosoBHOTO MO3rAa.

JInchVHKIMS IIUTOBUIHON JKEJIE3bI

B KIMHAYECKUX HCCIICIOBAaHUSX MPUMEHEHHS aKCUTHHHOA B JiedeHnH manueHToB ¢ [IKP Obutn
3apETUCTPUPOBAHBI CAy4Yal Pa3BUTHS TUIIOTHPEO3a M, B MEHbILIEH CTEMEeHH, TUIEPTUpeo3a (CM.
paznen 4.8).

Jo Havana Tepanuu akKCUTHHHUOOM, a Tak)Ke MEePUOJAMYECKH BO BpPEMs JICUCHHS] PEKOMEHIYETCs
MPOBOJIUTh HCCIENOBaHUE (YHKIMH UIUTOBUAHOW >Kene3bl. Koppekiusi rumoTupeoza u
TUIIEPTUPEO3a JIOHKHA TPOBOJUTHCA B COOTBETCTBUHU CO CTAHAAPTAMHU MEIUIIMHCKOW MOMOIIN
JUTSI TIOAJIep>KaHusl HOpMaTbHON (DYHKITUM MU TOBUIHOM JKeJIe3bl.

AprepuanbsHas TpoMO03IMOOIH

B kiIMHWYECKHX HCCIEIOBAHUAX AKCUTHUHHOA OTMEUAIUCh CIIy4au Pa3BUTUS apTepHATbHON
TpoMOOSMOONMU (B TOM YHCIE TPAH3UTOPHOW HIIEMHUYECKON araku, WH(papKTa MHOKapAa,
OCTPOTO HAPYIICHHUS] MO3TOBOTO KPOBOOOpAIIEHUsI M OKKIIFO3UH apTepUr CeTYaTKu) (CM. paszen
4.8).

Cremyer ¢ OCTOPOKHOCTBIO IPUMEHATh aKCUTHHHUO y TAIMEHTOB ¢ ()aKTOpaMHu pucCKa pa3BUTHUS
JTAHHBIX SIBJICHUN WJIM UMEIONINX MOJ0OHbIE dMK30/bl B aHaMHe3e. MccnenoBanus mpUMeHEHUs
AKCUTUHUOA y MAIMEHTOB, MEPEHECIINX apTEePUATBLHYI0O TPOMOOIMOOIHUIO B MPEALIECTBYIONINE
12 mecsueB, HE TPOBOAMIIHCK.

Beno3Has TpoM00IMO0ITHS

B ximMHUYecKHX HCCIeOBaHUAX aKCUTHMHUOA PErHCTPUPOBAINCH CIIydau Pa3BUTHS BEHO3HOU
TpoMO0OMOOIHH (B TOM YHCIIe TPOMOOIMOOINH JETOYHON apTepuu, TpomOo3a riyOOKHX BEH U
OKKJTFO3UH/TpOMOO3a BEeH ceTyaTku) (cM. paszaen 4.8).

CrnenyeT ¢ OCTOPOKHOCTBIO MPUMEHSATh AKCUTUHUO Yy MAlMEHTOB ¢ (JaKTOpaMU pUCKA PA3BUTHS



COOTBETCTEBYET 3
oT 18 '|'

MAHHBIX SBIACHUNA WM UMEIOIUX MOAOOHBIE DITU30I5I B! gﬂ'am;@g 4 Eéﬂlélﬂm;{ -FIDI/I'MC'HBHI/IH

AKCUTHHUOA Yy TMAIMCHTOB, MEPEHECHIMX BEHO3HYIO TPOMOOAMOOJHUIO B MPEIIICCTBYIOIINE
6 Mecsi1ieB, He MPOBOIMIIUCH.

O1eHKa YpOBHSA reMOTJIOOMHA HJIN reMaToKpuTa

Ha ¢one Tepanum akcUTHHUOOM MOKET MOBBIIIATHCS YPOBEHb T'€MOTJIO0MHA WM TeMaTOKPUTa,
9TO CBHJICTEIIBCTBYET 00 YBEIUYECHUU MACCHl IPUTPOIUTOB (cM. pazgen 4.8). YBenumueHue
MacChl ~ JPHUTPOIMTOB  MOXKET  CIHOCOOCTBOBATH  MOBBIIMICHWIO  PUCKAa  Pa3BUTHUSA
TPOMOOIMOOIMUECKHUX OCIIOKHEHUH.

PekoMenayercss mpoBOJUTh, MOHUTOPHHI YPOBHSI TeéMOIJIOOMHA WJIM reMaTOKpUTa JI0 Hayala
JICYCHUsI, a TAK)KE TIEPUOAMYECKH B MPOIIecce JICUCHHs] aKCUTUHUOOM. [Ipyu MOBBIIEHUN YPOBHS
reMOIJIOOMHA WJIM TeMaTOKPHUTA BBIIIE HOPMBI CIEAYET MPOBECTH KOPPEKIUIO, HAMPABICHHYIO
Ha CHI)KEHHE TeMOrJIOOMHa WM TeMaTOKpUTa 10 MPHUEMIIEMOrO0 YpPOBHS B COOTBETCTBHH CO
CTaHJIAPTHOU MEAUIIMHCKON MPAKTUKOM.

KpoBoTeuenus

B xIuMHWYECKHX HCCIeIOBAaHUSAX aKCUTHHUOA HAOIIOAIMCh CIIydad Pa3BUTHS KPOBOTECUYCHHU
(cm. pasnen 4.8).

HccnenoBanusi NMPUMEHEHHs] aKCUTHHHOA Y TMAlMEHTOB C MPHU3HAKAMH METacTaTUYeCKOTro
MOpa)KEHUsI TOJIOBHOTO MO3ra, IO TOBOAY KOTOPOTO HE OCYIIECTBIISIIOCH COOTBETCTBYIOILETO
JICUYCHUsI, HE MPOBOIWINCh, B CBSI3U C YeM, HE CJICIyeT NPHUMCHSATh AKCUTHUHHO Yy TaHHOU
KaTerOpuy MalueHTOB.

HccnenoBanus NMpUMEHEHHs] aKCUTHHUOA y TAIMEHTOB, HENAaBHO MEPEHECIIUX KENyI04YHO-
KHIIIEYHOE KPOBOTEUCHHE, HE TIPOBOIUIINCH, B CBSI3U C YeM, HE CIICIyeT MPUMEHITh aKCUTHHHO Y
JTAHHOW KaTEerOPUH IMAIlHECHTOB.

Ecnu xpoBoTedeHue TpedyeT oKazaHus MEAUIIMHCKON MOMOIIH, CIEAYET BPEMEHHO MPEKPaTUTh
pHeM aKCUTUHHOA.

AHGBDI/I3MI>I " pacCIOCHUA a‘[)Te‘[)I/Iﬁ

[IpumeHeHre WHTHOUMTOPOB COCYIUCTOro HHAOTenuadbHoro (axrtopa pocra (VEGF) vy
NaIMEeHTOB C THIEPTEeH3UeN WK 6e3 Hee MOXKET CIIOCOOCTBOBAaTh OOPAa30BaHUIO AHEBPU3M W/WIIH
paccioenust aprepuid. [lo Hauana ye4eHUss aKCUTUHUOOM, HEOOXOJIMMO TIIATEIbHO OLEHHUTH
BO3MOJXHBIC PHUCKH Yy IMMAUCHTOB, HMCIOIIUX TaKHEC Q)aKTOpBI pUCKa KaK THUICPTCH3UA WU
HaJIMYNEC aHCBPU3MBbI B aHAMHE3EC.

Hepd)opaum{ KECIYAOYHO-KHIIICYHOT'O TpaKTa U O6Da30BaHI/IC CBUIIEH

B xinMHUYeCKHX MCCIEeOBAHUAX AKCHUTMHHOA coOOLIanoch O ciyyasxX pa3BUTHsS mepdopanuu
xenynouHo-kumednoro Tpakra (OKKT) u ob6pazoBanus csuiei (cm. paszaen 4.8).

Ha mporsbkeHum Bcero Kypca JIeU€HHS aKCUTHHUOOM HEOOXOIUMO  OCYIIECTBIISATH
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o0pa3oBaHUS CBUILCH.

OcJ10KHEHUS IPU 3aKUBIECHUU PaH

OdunuanbHble  UCCIEAOBaHMS BIMSHUSA aKCUTUHMOA Ha IIpoOLEecC 3aXHUBICHHUS paH He
HPOBOJIMIINCK.

JleyeHne akCUTUHHOOM JOJKHO OBITH NPEKpAIIEHO KaK MUHUMYM 3a 24 yaca J0 MpPOBEAEHUS
IUIAHOBOTO OIEPAaTUBHOIO BMEIIATENbCTBA. Perienne o BO30OHOBICHUN Tepanuu akCUTHHUOOM
B IIOCTOINEPALMOHHBIM MEPUOJ JOHKHO OCHOBBIBATHCSA HAa PE3yJbTaTax KIMHUYECKOH OLEHKH
TEYEHUs paHEBOI'0 IpolLiecca.

CuuapoM 00paTUMOM 3ajiHel JelKod HIedhaAIonaTun

B ximHHMYECKHX HCCIENOBaHUSAX aKCHUTHHHOa coolmmanock o ciuydasx passutas CO3JI (cm.
paznen 4.8).

CO3JI npexncraBnsgeT coO0Oi HEBPOJIOTUYECKOE PACCTPOIMCTBO, KOTOPOE MOMKET MPOSBISATHCS
TOJIOBHOW OOJIBIO, CYZIOpPOTaMH, BSUIOCTHIO, CIYTAaHHOCTBIO CO3HAHUS, CJIENOTONH M JIPYTMMHU
3pUTENBPHBIMH M HEBPOJOTHYECKUMH HapyIIeHUsAMHU. lIpu 3TOM BO3MOXKHO TIOBBIIICHHE
apTepHalIbHOTO JaBJICHUS OT JIETKOM 10 TsDKeNmoil creneHu. [ moaTBepKIeHUsS AMarHos3a
CO3JI neobxomumo mposenenre MPT. ¥V manuentoB ¢ cumnromamu CO3JI HeoOXxommmo
BPEMEHHO NPEepPBaTh WIH MOJHOCTHIO MPEKPATUTh MPHEM akcUTUHNOA. J[aHHBIX 0 6e30macHOCTH
BO300HOBJICHHS TEPANIH aKCUTHHUOOM y TallMeHTOB, paHee nepenecmux CO3JL, Her.
IIporeunypus

B kIMHMYECKUX MCCIIeIOBAHUIX aKCUTHHUOA COO0IAIoCh O Cay4yasX pa3BUTHs MPOTEHHYPHUH, B
TOM urcie 3 u 4 crenenu Tsokectr (cM. pasaen 4.8).

Pexomenmyercss mpoBoaMTh OOCIIEOBaHHE Ha HalUYWE TNPOTEHHYPHUH JO0 Hayala Teparuu
aKCUTHMHHUOOM, a TaKKe MEepUOJMYECKH B mpolecce JieueHus. llpu pa3sBUTHM NPOTEHMHYPUU
CpedHed MM TSKEJIOW CTeNeHW HEOOXOJMMO CHHU3UTh 103y AKCUTHMHHOA WM BpPEMEHHO
npepBath jgedeHue (cM. pazzaen 4.2). Ilpuem akcutuHuOa cieyer NpeKpaTuTh, €CiM y MalrueHTa
Ha0JII0/1aeTCsl pa3BUTHE HE(PPOTUYECKOTO CUHIPOMA.

HexxenaTenbHble peakIIMi CO CTOPOHEBI IIEYECHHU

B koHTponupyeMOM KIMHMYECKOM HCCIEIOBAHMM NPUMEHEHUs AaKCUTHHUOAa B JIEYEHUH
nanueHToB ¢ [IKP Opimu 3aperucTpupoBaHbl ciaydau pa3BUTHUSL HEKENATEIbHBIX peakuuil co
CTOpPOHBI ITEYEHU.

Haubonee pacnpocTpaHeHHbIE HeXeNnaTeIbHble PEAaKLIUU CO CTOPOHBI TMEYEHH BKIIOYAIU
NOBBIIIIEHUE aKTUBHOCTH anaHMHamuHoTpaHcgepasbl (AJIT), acmapraramuHOTpaHchepasbl

(ACT) u ypoBHs OunupyOuHa B KpoBH (cM. pazznen 4.8). Ilpu »TOM OJIHOBPEMEHHOTO
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(BI'H)) u ypoBHs Ounupy6una (6osnee yem B 2 paza otHocutenbHo BI'H) otmeueno He ObL10.

B xiamHMYECKOM HCCIIeIOBaHUU MO MOA00pY A03bl y | mammeHTta, mojy4yaBIIero aKCUTHHHO B
HavyayibHOW 703¢ 20 Mr 2 pasza B cyTkd (B 103¢ B 4 pa3a NPEBBIMIAIOIICH PEKOMEHIYEMYHO
Ha4YaJIbHYIO JI03Y), OTMEYAJIOCh OJTHOBpEeMEHHOE ToBkIeHne aktuBHOCTH AJIT (B 12 pas >BI'H)
u ypoBHs OunmpyOuna (B 2,3 paza >BI'H), pacuieHeHHOe Kak NpOSIBIIEHHE JIEKapCTBEHHOU
renaToTOKCUYHOCTH.

Jlo Havana TepanmuM aKCUTUHUOOM M MEPHUOJUYECKH B TMPOIECCE JICUEHUS PEKOMEHAYEeTCs
MIPOBOJUTD UCCIIETOBAHUS (PYHKIIMH [TEYCHH.

HapymeHHe d)VHKI_[I/II/I INCUYCHU

B kIMHMYECKUX MCCIEIOBAHUAX MPUMEHEHHUS aKCUTHMHUOA CHCTEMHAasi SKCIO3MIIUS aKCUTHHUOA
y MalMEHTOB C MEYEHOYHOM HEeJ0CTaTOYHOCThIO CpeiHel cTeneHu (kiace B no kiaccudukanun
Yaitnna-IIpt0) mpumepHo B 2 pa3a NpeBbllIaJla TAaKOBYIO y YYaCTHHUKOB HCCIIEAOBAaHUS C
HOpMalibHOW (yHKIMer nedeHu. [lpu Ha3HayeHMHM akCHUTHHHOA MAalUMEHTaM C TEYCHOYHOH
HEJOCTAaTOYHOCThIO cpenHel creneHu (xiacc B mo  knaccuduxanum  Yaina-Ilsro)
pPEKOMEH1yeTCsl CHUXKATh 103y aKCUTUHUOA (cM. paznen 4.2).

[IpuMeHeHrne akCUTHHUOA y MAIMEHTOB C MEYEHOYHON HEIO0CTATOYHOCTBIO TSXKENIOW CTEeNeHU
(xmacc C mo knaccupukauuu Yaitna-IIbr0) He M3ydanoch, MOITOMY Ipenapar HE CleayeT
IPUMEHSTH Y JaHHOW KaTeropuu NalueHTOB.

JInia mo)Kujaoro Bo3pacra (265 J'IGT) H pacoBad NPpUHAIICKHOCTD

B koHTponupyeMOM KIMHMYECKOM HCCIEIOBAHMM NPUMEHEHUs AaKCUTHHUOAa B JIEYEHUH
naiueHToB ¢ [IKP 34 % mnauueHTOB, MONy4aBIIMX AaKCUTUHUO, ObUIM B BO3pacTte >65 Jer.
BOnbIIMHCTBO TMANMEHTOB  SIBJSUTMCH  MIpeAcTaBUTEeNsIMU  eBporneouanon (77 %) wunm
MOHT0J0MAHOM packl (21 %). HecMoTpst Ha TO, YTO MCKIIOYUTH OOJIBIIYI0 YyBCTBUTEIBHOCTD K
Pa3sBUTHIO HEXKENATENbHBIX peaKIUi y HEKOTOpBIX MAIMEeHTOB MOXKWJIOTO BO3pacTa U
IpeJICTaBUTENIed MOHTOJIOMJHOM packl HE TMpPEACTaBIsSeTCS BO3MOXHBIM, B II€JIOM, HE
HA0JII0/1aJI0Ch 3HAUYMMBIX pa3ivuuil 1Mo 0e30MacHOCTH U 3(PPEKTUBHOCTH AKCUTHMHHOA MEXKIY
nalMeHTaMM B Bo3pacTe >65 JeT M ManmueHTaMu 0ojiee MOJIOJIOTO BO3pacTa, a TAKKe MEXIY
IIPEJICTaBUTENISIMH €BPOIIEOMIHOM U IPYTHX pac.

Koppexkuuu 10361 mnpenapara B 3aBUCMMOCTH OT BO3pacTa NAalMeHTa WIM PacoBOM
MIPUHAJICKHOCTH He TpeOyercs (cM. pasnens 4.2 u 5.2).

BcnomorarenbHbIE€ BElIECTBA

[Ipenapar Kcunrabuka cogepxur sakro3y. llanmenTam ¢ peako  BCTpedarouiencs
HACJIEICTBEHHOW HEMEepEeHOCUMOCTBIO TaJaKTO3bl, 1e(UIUTOM JaKTa3bl U CHHJIPOMOM IIJIIOK030-

TaJIaKTO3HOW MajabaOCOpPOIMHU HE CIIeyeT MPUHUMATh dTOT IIpernapar.
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B3aMMOJEHCTBHUA

JanHbie in VItro yka3slBalOT Ha TO, YTO aKCUTHHUO METa0OIM3MPYETCs TJIaBHBIM 00pa3oM IO
nerictBueM CYP3A4/5 u, B Mmenbmied crenenu, nona aeiictBuemMm CYP1A2, CYP2C19 wm
ypunuaaudocdarraokyponosmntpancdepassl (UGT)1AL.

Huruburtopet CYP3A4/5

[Tpumenenue kerokonaszona (MourHoro uarudutopa CYP3A4/5) B noze 400 mr 1 pa3 B cyTku B
TedeHue 7 JHEeH y 3/10pOBBIX I10OPOBOJIBLEB MPHUBOAMIO K YBEIMUYCHHMIO CPEIHEro 3Ha4YeHHUs
IUTOINAM IO KPUBOH «KOHIEHTpanus-BpeMs» (AUC) u makcuManbHO# KoHIEeHTpauh (Cinayx)
AKCUTHHUOA TPU €ro OJHOKPATHOM IpUEME BHYTpPb B 103¢ 5 MT B 2 U 1,5 pa3a cOOTBETCTBEHHO.
OpnHOBpeMeHHBI TpHeM akcUTHHHOA ¢ MomHbiMu wuHTHOUTOpamMu CYP3A4/5 (manmpumep,
KETOKOHA30JI0M, MTPAKOHA30JI0M, KJIAPUTPOMHUIIMHOM, JPUTPOMULIMHOM, aTa3aHaBHPOM,
UH/IWHABUPOM,  He(da3oJO0HOM,  HelN(pUHABUPOM,  PUTOHABUPOM,  CAKBUHABUPOM U
TEJUTPOMHUIIMHOM) MOXET IPUBOJAUTH K IOBBIIICHUIO KOHIIEHTPAIMM AaKCUTHHHOA B TUIa3Me
KpoBHu. ['pelindpyT Takke MOKET MOBBIIIATH KOHIICHTPAIMIO aKCUTUHNOA B TUIa3Me KpoBH. s
OJTHOBPEMEHHOI'0 IPUMEHEHUs PEKOMEHIYEeTCs BBIOMpaTh JIEKAPCTBEHHBIE Ipemnaparbl ¢
OTCYTCTBUEM MJIM MHMHHUMAIbHbIM HHruOupytomum BiausaueM na CYP3A4/5. Ilpu
HEOOXOJMMOCTH  OJHOBPEMEHHOTO  HazHaueHuss  MomHoro  umHruoutopa CYP3A4/5
PEKOMEHAYETCS POBECTH KOPPEKIHUIO 103bI akCUTHHMOA (cM. pa3zaen 4.2).

Nuruduropet CYP1A2 u CYP2C19

Nzodepmentst CYP1A2 u CYP2C19 B HesHauutensHOM creneHu (<10 %) 3ameiicTBOBaHBI B
MeTabonu3mMe akcUTHUHHMOA. BiusHue MOUIHBIX MHTHOUTOPOB 3THUX H30(DEepMEHTOB Ha
(dapMakOKMHETHKY aKCUTHHMOa He wusydainock. Crneayer coOnoAaTh OCTOPOKHOCTh Y
NalMEeHTOB, MPUHUMAIOIIUX MOIIHbIE MHIMOUTOPHI 3TUX H30()EPMEHTOB B CBSI3U C PHUCKOM
MOBBIIIEHUS] KOHIEHTPAIUK aKCUTUHNOA B TU1a3Me KPOBU.

Muanykropet CYP3A4/5

[Tpumenenue pudamnuuuna (momHoro uaaykropa CYP3A4/5) B noze 600 mr 1 pa3 B CyTKH B
TedeHue 9 nHel y 340poBBIX 100poBoJbIEB NMpUBOAWIO K cHUKEHUIO cpefHell AUC u Cpax
aKCUTMHHOA TpHU €ro OJHOKPAaTHOM IpueMe BHYTpbr B J03¢ 5 Mr Ha 79 % u 71 %
COOTBETCTBEHHO.

OnHOBpeMEHHOE TTPUMEHEHNE aKCUTHHUOA ¢ MomHbIMU uHayKTopamu CYP3A4/5 (manpumep,
pu(aMIUIIIHOM,  JIeKCaMeTa30HOM,  (EHUTOMHOM,  KapOamaszenmuHoM,  pudabyTHHOM,
pudanenTuHOM, (eHobapOuUTaIoM M Tpernaparamu 3BepoOost mposipsiBIeHHOro [Hypericum
perforatum]) MoeT MPUBOIUTH K CHUKEHUIO KOHIICHTPAI[MH aKCUTUHUOA B Tu1a3me KpoBH. [liis

OOIHOBPCMCHHOTO NPHUMECHCHUA PEKOMCHAYCTCA BI)I6I/IpaTI) JICKApCTBCHHEBIC IIp€riapaTtbl C
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HEOOXOUMOCTH  OJHOBPEMEHHOTO0  Ha3HaueHwss  MomHoro  uHAykTopa  CYP3A4/5
PEKOMEHIyeTCsI POBECTH KOPPEKIIMIO 103kl aKCUTUHUOA (CM. pasnen 4.2).
HccnenoBanus cocCOOHOCTU aKCUTHMHMOA K MHTHOWPOBaHMIO W MHAYKIUU nutoxpoma CYP u

UGT in vitro

HccnenoBanus N VItr0 mpoaeMOHCTPHPOBAIM, YTO B TEPANCBTUYECKUX KOHIICHTPAIMSX
akcutuau6 He narunodupyer CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2EL, CYP3A4/5 umn
UGT1AL.

Hccnenosanus in VItro mokasaiu, 4TO aKCUTHHHO 00JIaJaeT MOTEHIMATIbHONW CIOCOOHOCTBIO K
unruouposanuio CYP1A2. CnemoBaTenbHO, COBMECTHOE TNPUMEHEHHE aKCUTHHHOA C
cyocrparamu CYP1A2 MoXeT MpUBOIUTH K MOBBIIICHUIO KOHIIEHTpauu cyoctpatoB CYP1A2
(Hanpumep, TeoOPUIUINHA) B TIJIa3ME KPOBH.

HWccnenosanus in VIitro takxke mpoaeMOHCTPUPOBAIIHN, YTO aKCHTHHUO 00J1a1aeT MOTCHIIHATBHOM
crnocobHocThi0 K uHrubupoBanuto CYP2C8. OpHako COBMECTHBIM NIpHUEM aKCUTUHHOA C
nakyjurakcenoM (sBustomumcest  cyoctparom  CYP2C8) He mnpuBOAMJI K MOBBIIICHUIO
KOHIIEHTPAllMU TAaKJIUTaKcella B IUIa3Me€ KPOBH Yy TMAlMEHTOB C PacCIpPOCTPAHEHHBIMU
37I0KQY€CTBEHHBIMH HOBOOOPA30BAHMSIMH, YTO CBUAECTEIHCTBYET 00 OTCYTCTBUU KIMHHYECKU
3HaunMoro uuruouposanust CYP2CS.

B xoze uccnenoBanuii in VItro ¢ MCMoJib30BaHUEM TeMaTOIMTOB YEIOBEKA TAKXKE OTMEYaIoCh,
YTO aKCUTUHUO He oKa3biBaeT crumynupyromero BozaeiictBus Ha CYP1Al, CYPIA2 ummu
CYP3A4/5. B cBsi3u ¢ 3TUM MpEAINoaraercsi, 4YT0 COBMECTHOE NPUMEHEHUE aKCUTUHHMOA U
cyocrparoB  CYP1Al, CYP1A2 wmu CYP3A4/5 in VvivO He mnpuBeaeT K CHHUXCHHUIO
KOHIEHTPAIUU MOCIEeIHUX B IJIa3Me KPOBH.

UccnenoBanus ¢ P-rnukormporenHoM in Vitro

Wccnenosanus in VItro mpoaeMOHCTPHPOBAIN, YTO AKCHTHHHO CIMOCOOEH HHIHOHPOBATH
P-rmukonporenn. Tem He MeHee, OXHIAETCA, YTO B TEPANEBTUUECKUX KOHIICHTPALIUIX
akCUTHHUO He Oy/leT OKa3bIBaTh MHTrHOMpYollee BIUsSHUE Ha P-riukonporenH. B cBsi3u ¢ uem
MpernoiaraeTcsa, 4To OJHOBPEMEHHOE NpPHUMEHEHHWE AaKCUTHHUOA He OyaeT NpPUBOIUTH K
MOBBIIICHUIO KOHIICHTPAIIMM JUTOKCHHA WM IPYTHX CyOCTpaToB P-TmukompoTenHa B mia3zme
KpOBH in Vivo.

4.6. DepTUIBLHOCTD, 0EPEMEHHOCTDH U JIAKTALMS

bepemeHnHoCTBL

JlanHple O TMPUMEHEHMH AaKCUTHHHOA y OEpeMEHHBIX J>KEHIIMH OTCYTCTBYIOT. YYHTHIBas
(dhapMakoJIOTHYECKUE CBOMCTBA AKCUTHHHOA, MpenapaT MOXKET OKa3bIBaTh IOBPEXKIAIOIICE

BO3JICUCTBUE Ha IUIOJA TPU TNPUMEHEHHH OepeMEHHOHM >KEeHIMMHON. B wmccrmemoBaHusax Ha

10



COOTEBETCTEYET .
__IZIT‘IE-'I'-'. 21 -
’KHBOTHBIX OOHapyKe€Ha PENpPOMYKTUBHAS TOK( I/IqHOCTﬂ,nlla'“Tblﬁ’;ﬂréﬁié:  Enbtitets Sisksars

1Y OTUETY

025 N2 31526

nopoku pazButus mioga (cMm. paszen 5.3). Ilpemapar Kcunrabuka He cienyeT NMPUMEHSATh BO
BpeMsi OEPEMEHHOCTH, €CJIH TOJbKO KIMHHYECKOE COCTOSHHUE JKCHIIMUHBI HE TpeOyeT Teparuu
AKCUTHHUOOM.

JXKeHmuHbI, crOCOOHBIE K JAETOPOXKICHUIO, JIOJDKHBI HCIOJIb30BATh HAJEKHBIE METOJIbI
KOHTpALIENILIUU BO BpEMs TEpAIlUK, a TAK)KE B TEUEHUE | HEAEIu NOCIe €€ 3aBEPIICHHUS.
Jlakranus

CBeneHus O NPOHMKHOBEHMM AaKCUTMHMOA B IpyJHOE MOJIOKO 4Ye€JIOBEKa OTCYTCTBYOT. He
UCKJIFOUEH PUCK JAJIs1 HOBOPOXKAEHHBIX nereil. IIpenapat Kcunrabuka He cieayeT NpUMEHATh B
NEpUO TPYAHOIO BCKAPMIIMBAHUSL.

DdepTUabHOCTD

CornacHo pe3ynbTaTaM MPOBEACHHBIX TOKIMHUYECKUX HCCIEIOBaHUM, aKCUTUHUO crocoOeH

HapyIaTh PENPOIYKTUBHYIO QYHKINIO 1 (GEepTUIIBHOCTD Y JIF0/IeH (cM. pa3zaen 5.3).

4.7. Bausinue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpeICTBAMH M padoTaTh ¢
MeXaHu3MaMu

AKCUTHHHO OKa3bIBaCT HECYIICCTBEHHOE BJIMSHUE HA CIIOCOOHOCTH YIPABJIATh TPAHCIOPTHBIMU

cpeAcTBaMu U paboTaTh ¢ MeXaHu3MaMH. [[allMeHTOB ciieqyeT MpeaynpeauTh O BO3MOKHOCTH

PasBUTUA BO BpCMs JICHCHUA aKCI/ITI/IHI/I6OM HCKOTOPLIX HEXKCIATCIbHBIX ﬂBJ’IeHI/If/'I, H, B

YaCTHOCTH, I'OJIOBOKPYKCHUSA I/I/ HJIN YCTAJIOCTH.

4.8. HexenareJbHble peaKIul

Pesrome mpoduis 6e3onacHoOCTH

Crnenyrone puUCKH, a TakKe Mepbl, HEOOXOJUMBIE /JIA WX KOHTPOJsI, Oojiee TOAPOOHO
paccMatpuBatoTcsi B paznene 4.4: cepieuyHas HEAOCTaTOYHOCTh, apTepHajbHas THUIIEPTEH3MS,
JTUCQYHKIUS MIUTOBUIHON Kele3bl, apTepuaibHas TpoM003MO0IMs, BEHO3Hast TpoMO03MO0IHs,
NOBBIIIEHUE YPOBHS TIeMOINIOOMHA WM TeMaToKpHuTa, kpoBoreueHus, nepgopamus XKT u
o0Opa3oBaHHe CBUILEH, OCIOKHEHUS NpH 3akuBieHUH paH, CO3JI, nporenHypus U MOBBIIIEHNE
AKTUBHOCTH IICYCHOYHBIX q)epMeHTOB.

Haubonee yacteimMu (=20 %) HexenaTelbHBIMU PEAKLUsAMH, HAOMIOAABIIUMUCS NPU JIEUYCHUU
aKCUTHHUOOM, OBUIM Mapes, apTepuaibHas THUIIEPTEH3Us, YTOMIISEMOCTh, CHH)KEHHE alIeTuTa,
TOIIHOTA, CHMKCHHCEC MaccChbl TEI1a, ,ZI[I/IC(l)OHI/IfI, CUHOPOM H&HOHHO-HO)IOHIBeHHOﬁ
SPUTPOJIN3ECTE3NN (JIaJOHHO-TIOOIIBEHHBI CHHIPOM), KPOBOTEYEHHE, THMIIOTUPEO3, PBOTA,
NPOTEUHYpPHS, KalIeNb 1 3a11op.

Tabauunoe pE3IOME HEXKENATEIbHBIX PEaKIIUI

B Ttabmuue 1 mpeacraBieHbl HeXellaTeNbHbIE PEAKIMH, 3aperMCTPUPOBAHHBIE Y IMAlMEHTOB,

IMOJIy4JaBIINX AKCUTUHUO B KIMHHYECKUX HUCCJIICAOBAHUAX JICUCHUA TIKP (O6LG)II/IHGHHBIC

11
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. Tasond Bnblest Hehehieibnbe Pehthmm,

BBISAABJICHHBIC B XOI€ MOCTPCTUCTPAIIMOHHBIX KIIMHUYCCKUX HCCHGHOBaHHﬁ.

HexenarennHbie p€akuu CHCTCMATHU3UPOBAHBI 110 CHUCTCMHO-OpPTaHHBIM KJIaCCaM, YaCTOTC

pasBUTHA W CTCIICHHU TAXKCCTH.

Yacrora Pa3sBUTHUA JAHHBIX HCEXKCIATCIIbHBIX peaKHI/Iﬁ

ompenensiachk ClIeayonuM oopasoM: odeHb yacto (>1/10), gacto (>1/100, vHo <1/10), HewacTo

(>1/1000 u <1/100), penxo (>1/10000, HO <1/1000), ouenr penko (<1/10000), wacroTa

HEW3BECTHA (HE MOXKET ObITh YCTAaHOBJIEHA HAa OCHOBAaHMM HUMEIOIIMXCS AaHHBIX). MMeromiascs

0aza JaHHBIX I1O 0€30IaCHOCTH aKCUTHMHMOA CIIMIIKOM Maja AJI1 BBIABJIICHHA PEAKHUX W OYCHb

PEAKHX HEXKCITATCIIbHBIX pCaKHI/Iﬁ .

KaTeFOpI/II/I YaCTOThl PAa3BUTHA HCKCIIATCIIbHBIX peaKHI/Iﬁ YCTaHaBJIMBAJIMCb Ha OCHOBAaHHUU

a0COJIFOTHBIX 3HAYCHUH YacTOT OGBeI[HHeHHbIX JaHHBIX KIMHHYCCKHUX HCCHGI[OBaHHﬁ. B

npeaciax KaxxXaoro Kiacca CUCTCM OPraHOB HEKCIIATCIbHBIC PCAKIUU, PETHCTPHPOBABIIHUECA C

OHHHaKOBOﬁ IlaCTOTOI‘/II, pacojiararoTcsa B IOPSAAKE Y6]':>IBaHI/I5{ CTCIICHU X CCPBLE3HOCTH.

Tabmuna 1. HexenarenbHble peakuuu, 3aperucTpupoBaHHble B uccienoBanusx I[IKP y
MAalMEeHTOB, OJIYYaBIINX aKCUTUHUO (n=672)

Kuacce cucrem Kareropus R — Bce Crenenn | CreneHb
OpPraHoB YaCTOThI peakit CTel'leHI/lb,% 3b, % 4b, %
Hapymrenus co Yacto Anemus 6,3 1,2 0,4
CTOPOHRI KpOBHVH TpombonuTonIeHHS 1,6 0,1 0
nuMdaTuaecKoi
CUCTEMBI Honunuremus® 1,5 0,1 0
Heuacro Heiitponienus 0,3 0,1 0
JlelikomeHus 0,4 0 0
OHIOKpPUHHBIC O4eHpb 4acTo T'unorrpeos’ 24,6 0,3 0
HApYIICHHA Yacto T'uneprupeos’ 1,6 0,1 0,1
Hapymrenus O4eHb 4acTo CHWXEHHE anIeTuTa 39,0 3,6 0,3
MeTabom3Ma 1
S Yacto Herunpararus 6,7 3,1 0,3
l'unepkanuemus 2,7 1,2 0,1
TunepKambIpeMus 2,2 0,1 0,3
Hapyienus co OueHpb 4acTo TonoBHast 6011 16,2 0,7 0
CTOPOHBI HEPBHOM Tvcressus 115 0 0
CHCTEMBI
Yacto lonoBokpyxeHmEe 9,1 0,6 0
Heuacto CunzapoM 00paTUMOI 3aTHeH 0,3 0,1 0
netikosHuehantonatuu’
Hapymienust co Yacro [ym B ymax 3,1 0 0
CTOPOHBI OpraHa
ciyxa
JTa0MpHHTa
Hapymenus co Yacto Cepaeunas HeﬂOCTaTO'IHOCTLC'd’f 1,8 0,3 0,7
CTOPOHBI Cepra
Hapymenwus co OdeHp 9acTo ApTepuasibHas runepTensus’ 51,2 22,0 1,0
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CTOPOHBI COCYJIOB Kposoreuenne®} el i A e ¥ Ml it 0
Yacrto SIBIIeHUST BEHO3HON 2,8 0,9 1,2
TpoMGoaMGOIHS®
SIBneHus apTepHanbHOM 2,8 1,2 1,3
TpoM60oMGoHH®®
Yacrota AHeBpHU3Ma U paccioeHue - - -
HEU3BECTHA apTepuit
Hapymrenus co O4eHb 9acTo I[Hcmload 17,1 3,6 0,6
CTOPOHEL Kamens 20,4 0,6 0
JIBIXATENLHOM
CUCTEMBI, OPTaHOB Juchonus 32,7 0 0,1
TPYJIHOM KJIETKU U
cpenocTeH s Yacto Bounb B poToriorke 74 0 0
Kenynodano- OueHb 49acTo Huapest 55,4 10,1 0,1
KHILCHHBIC Prota 23,7 2,7 0.1
HapyIICHHs
TomHoTa 33,0 2,2 0,1
Boib B xxuBOTE 14,7 2,5 0,3
3amop 20,2 1,0 0
Cromatur 15,5 1,8 0
Hucnerncust 11,2 0,1 0
Yacto Bonp B BepxHEW 4acTH KUBOTA 9,4 0,9 0
Meteopusm 45 0 0
T'emoppotit 3,3 0 0
T'noccoguuus 2,8 0 0
[epdopanust xexysouHo- 1,9 0,9 0,3
KHIIEYHOTO TPAKTa U
oGpa3oBaHue CBHIIEH™
Hapymenus co Yacto I'unepOunupyounemus 1,3 0,1 0,1
CTOPOHRI TCHUCHH I Xoseuuctur" 1,0 0,6 0,1
JKEITYEBLIBOISIINX
nyTeu
Hapymenust co OueHpb 4acTo CuHIPOM JIa/IOHHO- 32,1 7,6 0
CTOPOHBI KOXKH U TOJI0IIBEHHOM
MTOIKOMXKHBIX SPUTPOIU3ECTE3NH (JIATOHHO-
TKaHENn TTOTONIIBEHHBIA CHHIPOM)
Crlltb 14,3 0,1 0
Cyxas koxa 10,1 0,1 0
Yacro 3yn 6,0 0 0
Opurema 3,7 0 0
Anonenus 5,7 0 0
Hapymenus co OueHb 4acTo Aptpanrus 17,7 1,9 0,3
CTOPOHBL BoJib B KOHEYHOCTH 14,1 1,0 0,3
MBIIIEYHOM,
CKENETHOM 1 Yacto Muanrus 8,2 0,6 0,1
COEMHUTETHHOM
TKaHU
Hapymenus co OueHb 4acTo Iporennypus’ 211 4,8 0,1
CTOPOHRBI THIOHCK H Yacto IMoveyHAass HETOCTATOYHOCTD 1,6 0,9 0,1
MOUYEBBLIBOAALIMX
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I o W [l BN O e ol ol o B O O e Ly
N LT A TTELQ S TENEA L TD L]
nyTei
OO0wmume QOueHb 4acTo TToBBIIIEHHAS] YTOMIIIEMOCTh 451 10,6 0,3
HapyIICHUS U
Py Acrenns’ 13,8 2,8 03
peaKiuy B MeCTe
BBEJICHHUS Bocnanenune ciuszucroit 13,7 1,0 0
000JI0YKH
JlabopaTopHusie O4eHb 9acTo CHIKeHHne Beca 32,7 4.9 0
MHCTPYMEHTAJIBHEI
pyM Yacto IToBblIIeHNEe aKTUBHOCTH 3,7 0,7 0,7
€ JaHHbIE
JIATIA3bI
TToBbIlIEHHE aKTUBHOCTH 6,5 1,2 0
allaHUHAMUHOTpaHChepaspl
TToBbIlIEHHE aKTUBHOCTH 3,4 0,6 0,4
aMMJIA3bI
TToBbIIIEHHE aKTUBHOCTH 6,1 1,0 0
acrmapraraMMHOTpaHChepasbl
TToBbIlIEHHE AKTUBHOCTH 48 0,3 0
mienouHoi docdarasbl
[oBbllIeHUe YPOBHSI KpeaTHHUHA 5,7 0,4 0
[NoBrITIeHNE YPOBHA 7,9 0 0
TUPEOTPOIHOTO TOPMOHA

? HesxenaresbHbIE PEaKIHU IPUBEICHBI B COOTBETCTBUM C YaCTOTOM MX Pa3sBHTHS MO BCEM MPHYMHAM IIOCIIC HAYaa JICICHHS.
 OGmme TEPMHHONOTMYECKHE KPUTEPHH HEKENATCNbHBIX  sABICHHH HAlHOHANGHOTO HHCTHTYTA  3/I0KAYECTBEHHBIX
HOBoOOpa3zoBanwii (CIIIA), Bepcus 3.0.

¢ Cwm. mozpasaen «OnucaHne OTAETBHBIX HEXKENATETbHBIX PEAKIH».

3aperucTpupoBaHbl CIIydau C JICTATBHBIM HCX0JI0M (5-51 CTENCHB).

Bxutiouas neifkosHIepanonaTumio.

Bxirodast cepiedHy0 HEJOCTaTOYHOCTh, XPOHHUYECKYIO CEPJCUHYI0 HEJOCTATOYHOCTh, CEPAETHO-IIETOYHYI0 HEOCTATOYHOCTD,
CHIDKEHHE (hpaKIMU BEIOPOCA JIEBOTO XKETyJ0UKa, TUCHYHKIUIO JTEBOTO JKEIy[09YKa H HEIOCTAaTOYHOCTh MPABOTO XKETyI0UKa.

9 Brmouast 37I0KaUeCTBEHHYKO apTEPUATBHYIO THIEPTEH3WIO, TOBBINECHHOE AapTEPUATBHOE JNABIEHHWE, aAPTEPUAIBHYIO
THIICPTEH3HIO ¥ THIIEPTOHMYECKUH KPHU3.

Bxirovast y/UTHHEHHEe aKTHBHPOBAHHOTO YaCTHYHOTO TPOMOOIUIACTHHOBOTO BPEMEHH, aHAIbHOE KPOBOTEUCHHUE, apTepHaIbHOE
KpPOBOTEUEHHE, HATNYUE KPOBU B MOYE, KDOBOM3IIHSIHNIE B IIEHTPAIbHYIO HEPBHYIO CHCTEMY, KDOBOUJIUSIHUE B TOJIOBHOH MO3T,
YIUIMHEHHE  BpPEMEHH  CBEPTHIBAHWs, KOHBIOHKTHBAJIBHOE  KPOBOM3IHMSHHE, YIIMO, TeMOpPparnieckyio  JIHuapero,
JTUCOYHKINOHATHHOE MAaTOYHOE KPOBOTEUSHHE, HOCOBOE KPOBOTEUCHHE, JKENyJ0UHOe KpoBoTeueHne, kposoreuerne u3 JKKT,
THHTUBAJIbHOE KPOBOTEUEHHE, TI'eMaTeMe3NC, TeMaTOXEe3HIO, CHIDKEHHE TeMaTOKpUTa, TeMaToMy, TeMaTypHio, CHIDKECHHE
TeMorino0nHa, KpOBOXapKaHbE, KPOBOTEUCHHE, KPOBOTEUEHHE W3 KOPOHAPHOI apTepuH, KPOBOTEUEHHWE N3 MOYEBBIBOISIINX
myTed, TeMOpPpPOMIATbHOE KPOBOTEUEHHE, I'eMOCTa3, MOBBIICHHYIO CKJIOHHOCTH K OOpa30BaHUIO CHHSKOB, MOBBIIICHHOE
MEX[yHapoAHOE HOPMAIN30BaHHOE OTHOIICHUE, KpoBOoTeueHHe n3 HIbKHKX oTaenos JKKT, meneny, nerexun, KpOBOTCUCHHUE U3
IJIOTKH, YAJIMHEHHE NPOTPOMOMHOBOTO BPEMEHH, JIETOYHOE KPOBOTEUEHHE, MypIypy, PEKTaJbHOE KPOBOTEUEHHE, CHIKEHHE
KOJIMYECTBAa DPHUTPOLMUTOB, IOYEYHOE KPOBOTEUEHHE, KPOBOMBIMSHHE B CKJIEPhl, TIeMaTollele, TIeMaToMy Cele3eHKH,
MOJHOTTEBbIE KPOBOM3JIMSIHUS, CyOapaxHOMIAIbHOE KPOBOM3IHMSHHE, KPOBOM3IHMSHHE B SI3BIK, KPOBOTEUEHHE W3 BEPXHHX
orzenos JKKT u BaruHaibHOE KPOBOTEUEHHE.

' Bxmouas cunapom Bagna-Kuapu, Tpom603 ITyGOKHX BEH, TPOMOO3 SPEMHOI BEHbI, TPOMOO3 Ta30BBIX BEH, TPOMOOIMOOIUIO
JIETOYHOM apTepHH, OKKIIO3UIO BEH CETYaTKH, TPOMOO3 BEH CETYATKH, TPOMOO3 MOIKIIOYMIHON BEHBI, TPOMOO3 BEeH, TPOMOO3
BEH KOHEYHOCTEH.

! Brurowast octpeiii mHpapkT MHOKapna, 5MGoNHI0, WHDAPKT MHOKAp/a, OKKIIO3UIO APTEPUM CETYATKH M TPAH3HTOPHYIO
UIIEMUYECKYIO aTaKy.

k Tepmun nepdoparus JKKT u obpa3oBanue cBuUIIel BKIOYaeT B ceOs CleAyIOIINe IPeAIOYTHTEIbHbIE TEPMUHBL: abciecc
OpIOLIHOM IIOJIOCTH, AHAIBHBIH a0CIecC, aHAJIbHBIA CBHII, CBHUIL, HECOCTOSTEIBHOCTb JKENYJOYHO-KHIIEYHOTO aHACTOMO3a,
nepdopanus XXKT, nepdoparust TOICTOro KUIIEUHHKA, 330()aroOpOHXHANIBHBIA CBHII K IEPUTOHMT.

TepMuH NpOTENHYpHS BKIIOYAET B ceOs CIeAyIONINe NPEeIIOUTHTEIbHBIC TEPMUHEL OSJIOK B MOoYe, Hainndue Oelka B Mode U
HPOTEHHYPHSL.
™ Bximowast 0CTpyIO TIOYEYHYIO HETOCTATOYHOCTb.

" TepMHUH XONEMUCTUT BKITKOYAET B CEOS CIETYIOIINE BUJIBL: OCTPBIH XOJIEIUCTHUT, XOJEIUCTHT, HHMEKIMOHHBIN XOEIUCTHT.

Onucanye OTACIbHEIX HeXKENIaTSAbHBIX PeaKIIUN

Cepoeunas nedoocmamounocmes (cm. pazoen 4.4)
B xoHTponupyeMoM KIMHUYECKOM HCCIEeI0BAaHUU MTPUMEHEHUs akcuTHHHOA (n=359) B neueHun

nanuentoB ¢ [IKP, sBneHuss cepaeyHold  HEAOCTATOYHOCTH  (BKJIIOYAs  CEpACYHYIO
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A

xenynouka (0,3 %) u HepocTaToyHOCTh mpaBoro xenypouka (0,3 %)) peructpupoBanuch y
1,7% mnanuenToB, mnomy4yaBIIUX akcUTUHUO. CepaedyHas HEIOCTAaTOYHOCTh 4 CTENeHH
orMeyanack y 0,6 % nanueHToB, NpUHUMaBIIMX akcUTUHUO. CepaeuyHas HEOCTaTOYHOCTh CO
CMepTeNbHBIM UCX0]10M Habmoaanacs y 0,6 % nanueHToB, IPUHUMABUIMX AKCUTUHUO.

B uccienoBanusx MoHOTEpanuu akCUTUHUOOM (n=672) B neyennn nanueHToB ¢ [IKP sBienus
CEpJICYHOM HEIOCTATOYHOCTH (BKJIOYAs CEPJACYHYI0 HEJIOCTaTOYHOCTh, XPOHUYECKYIO
CepACUYHYI0 HEIO0CTaTOYHOCTb, CEPAECYHO-JIETOYHYIO HEJAOCTATOYHOCTh, JUCOYHKIHUIO JIEBOIO
KeNyJouKa, CHWXEeHHE (pakiuu BbIOpoOca JIEBOTO JKEJIyl0YKa M HEIOCTaTOYHOCTh IMPaBOro
KeNMyo4Kka) peructpupoBamchk y 1,8 % mnamuentoB, momydaBmux akcuTuHuO. CepaeuHas
HeJocTaToOYHOCTh 3 W 4 creneHn HaOmomanace y 1,0 % manueHToB, a cepjedHas
HEI0CTaTOYHOCTh CO CMEPTENbHBIM HcxoaoM —y 0,3 % nanueHToB, IPUHUMABIINX aKCUTHHUO.
Hucgynxkyus wumosuoHotl sxcenesvt (cm. pazoen 4.4)

B koHTponupyeMOM KJIMHHYECKOM HCCIICJOBAHUM MPUMEHEHHUsS AaKCUTUHUOA B JICUCHHUH
nanuenTos ¢ [1IKP pa3zsutue runorupeosa Habmoganocsk y 20,9 % narueHTos, a runepTiupeosa y
1,1 % mnauuentoB. [loBeiieHne ypoBHs TupeorponHoro ropmona (TTI) B kauectBe
HEXXEeJNaTeJIbHOM peakuuu oTMevanock y 5,3 % NanueHToB, NOJIY4YMBIIMX akCUTUHUO. B xone
PYTHHHBIX JaOOPAaTOPHBIX MCCIIEOBAaHUI ObUIO YCTAHOBJIEHO, YTO CPEU MAIMEHTOB C YPOBHEM
TTI no mayana tepanuu <5 MkEn/mi, nosimenue ypoast TTT >10 mxEn/min Habnromanocs y
32,2 % nanueHToB, MOMy4YaBIINX aKCUTUHUO.

B 00bennHEeHHBIX KIMHUYECKUX HMCCIEI0BAaHUSAX MPUMEHEHHUs akCUTHHHOa (n=672) B jedeHuun
narueHToB ¢ [IKP pasButue runorupeosa Habmonanocs y 24,6 %, a runeptupeosa y 1,6 %
NalMEeHTOB, MOTY4YaBIINX aKCUTHHUO.

Benosnas mpomboambonus (cm. pasoen 4.4)

B koHTponupyeMOM KIMHHYECKOM HCCJIEIOBAaHUM TPUMEHEHUS aKCUTUHHOA B JICUEHUU
narenToB ¢ IIKP pa3BuTHe HexenaTeNbHBIX peakUMid B BUAE BEHO3HOM TpoMO03IMOOIUH
HaOmomanock 'y 3,9 % manueHToB, MOJIYYaBIIMX AaKCUTUHUO (BKIIOYas TpoMOOIMOOIHIO
neroyHoi aprepuu (2,2 %), okkir03ur0/TpoM003 BeH cetuatku (0,6 %) u TpoMO03 ITyOOKUX BEH
(0,6 %)). Benozubie TpomOo3MOoNMUeckue ocnoxHeHus 3/4 creneHu otmedanuch y 3,1 %
MaIMEeHTOB, MOJy4aBUIMX akCUTUHUO. TpoMOOIMOOIUS JErouyHOM apTepuu CO CMEpTEIbHBIM
UCX0/10M ObljIa 3aperucTpupoBana y ojxHoro namuenta (0,3 %), npuHIMAaBIIET0 aKCUTHHHO.

B 00benuHeHHBIX KIMHUYECKUX HCCIIEeIOBAaHUSAX NMPUMEHEHHUS] aKCUTUHUOA (n=672) B JeueHUU
nanueHToB ¢ [IKP pasButue BeHO3HOM TpomOOdMOOIMM oTMeuyanochk y 2,8 % TMalueHToB,
NOJYYaBIIUX aKCUTHUHUO. SIBiIeHHs BeHO3HOW TpomOosMOomuu 3  cremeHu  ObUH

3apeructpupoBanbl y 0,9 % manueHTOB, a SIBICHHUS BEHO3HOW TPoMO0IMOOIUU 4 CTENeHH — y
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MAIMEHTOB, OTYYaBIINX aKCUTUHUO.

Apmepuanvras mpomoosmoonust (cm. pazoen 4.4)

B KOHTpOJMpyeMOM KIMHHYECKOM HCCIEOBAaHUM TNPUMEHEHHUS AaKCUTHHHOA B JICUYCHUU
naiueHToB ¢ [IKP HexenaTenbHble peaklMd B BUAE apTepUaIbHOM TpoMO03MOOoIuu ObLIU
3aperucTpupoBansl y 4,7 % MalMeHTOB, MOMYYaBIIUX aKCUTUHUO (BKIItOYast HHPAPKT MUOKapAa
(1,4 %), TpansutopHyro umemuyeckyto araky (0,8 %) u ocTtpoe HapylleHHE MO3TOBOIO
kpoBooOparienus (0,6 %)). HexenarenbHble peakiud B BHAE apTepHAbHON TpoMO03IMOOIUU
3/4 crenenu HabmoAaMUCh y 3,3 % NaIMeHToB, MOJy4aBIINX aKCUTUHHUO. bl 3apeructpupoBan
OJIMH OCTPBI MH(pAPKT MHUOKapJa CO CMEPTEIbHBIM HCXOJOM M OJHO OCTpOE HapylIeHHE
MO3TOBOTO KpoBooOpamieHuss co cmeprenbHbiM  ucxonoM (0,3 %). B wuccrnepoBaHmsx
MOHOTEpanuu akcUTUHUOOM (n=850) HexenaTenbHbIE pEAKIUH B BUAE apTepUaIbHOU
TpOMO03MOOUH (BKJIIOYAs TPAH3UTOPHYIO UIIEMHUYECKYIO aTaKy, HHGapKT MUOKapAa U OCTpoe
HapylIeHWe MO3TOBOIO KpOBOOOpalleHHs) oTMedaiuch y 5,3 % manueHToB, MOJYyYaBIIMX
AKCUTHHHO.

B 00benuHeHHBIX KIMHUYECKUX HCCIIEeIOBAHUSX MPUMEHEHUs akCHUTHHUOA (n=672) B JIe4eHuu
naueHToB ¢ [TIKP pa3Butne aprepuanshoit TpombosamMbomnu HabI0ga10Ch y 2,8 % manueHTos,
MOJYYaBIIUX AaKCUTHHUO. SIBIeHMsA apTepuaibHOW TpoMOOIMOOMMU 3 creneHu Obun
3aperucTpupoBansl y 1,2 % MaIMeHToB, a sSBICHUS apTepUuaIbHOW TPOMOOIMOOIMH 4 CTETICHH —
y 1,3 % nauuenToB. JletanbHbIN UCXOJ IPU apTepuaabHOi TpoMO0oaMOonu otmedancs y 0,3 %
MAIUEHTOB, OTYYaBIINX aKCUTUHUO.

THonuyumemus (cm. noopaszoen « OyeHKa yposHs 2eMo2N00UHA Ul cemMamoxpumay pasoena 4.4)
B koHTponupyeMOM KIMHHUYECKOM MCCIEI0BAaHUM NPUMEHEHUs aKCUTUHUOA B JIEYEHUU
narueHToB ¢ [IKP pasButue momurmuremun otmedanoch y 1,4 % mManueHTOB, MOTY4aBIIUX
akcuTUHUO. B X0/1e pyTHHHBIX Ta0OPAaTOPHBIX HccleAoBaHUN Y 9,7 % MalMeHToB, MOTy4aBIInX
AKCUTUHUO, OBLIO BBISBIEHO IMOBBIIEHUE YpOBHS remoriodouHa Beiie BI'H. B 4 xnuHnueckux
UCCJIEIOBAaHMSIX MpPUMEHEHUs1 akcuTHHHOA B jedyeHun mauueHtoB ¢ IIKP (n=537) noBeiienue
ypoBHs remornobuna Beiie BI'H 6pu10 3apeructpupoBano y 13,6 % marueHToB, TOTy4YaBIIMX
AKCUTUHUO.

B 00benuHeHHBIX KIMHUYECKUX HCCIIeIOBAaHUSX NMPUMEHEHHUS akCUTHHHOA (n=672) B Je4YeHUU
nanuenToB ¢ [IKP pasButne momunuremun otmedanoch y 1,5 % mamueHTOB, MOTydaBIIUX
AKCUTUHUO.

Kposomeuenus (cm. pazoen 4.4)

B KOHTpoiMpyeMOM KIMHHYECKOM HCCIIEOBAaHUM TNPUMEHEHHUs] aKCUTHHHOA B JICUYEHUU

IMaIfMCHTOB C HKP, N3 y4JaCTHusd B KOTOPOM HCKIHOYAINCh MAIMEHTBI C MCTACTaTHYCCKUM
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JICYCHUsI, TeMOppArnuecKue HeXeNaTeNbHbIE peakiuu ObUTH 3apeructpupoBanbl y 21,4 %
NAlMEeHTOB, IOJYyYaBHIMX aKcUTUHHO. ['eMopparmueckue  HeXenaTeIbHbBIE  PEaKIUH,
HAOJIO/IaBIINECS] Y MAllMEHTOB, MOJYYaBIIUX AKCUTHHHUO, BKJIIOYAId HOCOBOE KPOBOTEUYCHHE
(7,8 %), remarypuio (3,6 %), kpoBoxapkanbe (2,5 %), pekTambHOe KpoBoTedenue (2,2 %),
kpoBoTeuenne u3 geceH (1,1 %), xemynounoe kpoBoreueHue (0,6 %), KpoBOM3IHUSHUE B
rosoBHoi Mo3T (0,3 %) u xpoBoTeueHue u3 HwxHuX otaenos XKKT (0,3 %). 'emopparnueckue
HEe)KeJlaTeJIbHbIE peakluy >3 cTerneHu oTMedanuch y 3,1 % nmanueHToB, MOJIy4aBIInX aKCUTHHHO
(BKJIIOYAsi KPOBOM3JIMSIHME B TOJOBHOM MO3T, JKEIYJOYHOE KpPOBOTEUEHHE, KPOBOTCUCHHE U3
HwkHux otaenoB JKKT u kpoBoxapkanbe). KpoBoTeueHue c JeTaIbHBIM HCXOIOM OBLIO
3aperucTpupoBano y oxnoro mnamuenta (0,3 %), mpuHUMAaBIIEr0 aKCHUTUHUO (KEIyIOYHOE
KpoBoTeueHue). B wuccinemoBanusx MoHOTepanuu akcuTuHHOOM (n=850) KpoBoXapkKaHbe
Habmoanock y 3,9 % marueHToB, a KpoBoxapkanbe >3 crenenu —y 0,5 % nanueHToB.

B 00beanHEHHBIX KIMHUYECKUX MCCIEIOBAHUAX MPUMEHEHUS! aKCUTHHHOA (n=672) B JeYeHUU
nanueHToB ¢ [IKP pa3sButue remopparuyeckux sBl€HUN oTMmedanoch y 25,7 % mnauueHTos,
MOJy4yaBUINX akCUTHHHO. ['emMopparnueckue peakuuu 3 CTENeHU ObLIM 3aperuCTPUPOBAHBI Y
3 % manueHToB, reMopparudeckue peakuuu 4 crernenu —y 1 % manueHTOB U KPOBOTEUYEHUE C
JeTanbHbIM ucxooM —y 0,4 % nanueHToB, NoIy4YaBIIUX aKCUTHHHO.

Iepghopayus scenydouno-kuueunozo mpaxkma u oopazosanue ceuwetl (cm. pazoen 4.4)

B KOHTpoJIMpyeMOM KIMHUYECKOM HCCIIEIOBAaHUM TMPUMEHEHHUS AaKCUTHHHOA B JICUYCHUU
narueHToB ¢ [IKP mepdopanus XKT nabmomanace y 1,7 % mNanuMeHTOB, MOTY4aBIIAX
akcuTUHUO (BKJIIOYasi oOpasoBanue anampHOro cBuma (0,6 %), ceuma (0,3 %) u mepdoparuu
KKT (0,3 %)). B uccnenoBanusix MoHoTepanuu akCUTHHHOOM (n=850) ciydam mnepdopanuu
XKKT ormeuanucy y 1,9 % mnanuenros, a nepdopauus KKT c neranbHbIM ucxonom Oblia
3apeructpupoBana y onHoro mnamuenta (0,1 %). B oObeIMHEHHBIX AaHHBIX KIMHHUYECKUX
UCCJIEIOBaHUM MpUMeHeHHs] akcuTUHHOa (n=672) B nedyenun nauueHtoB ¢ [IKP nmepdopanus
KKT u o6pazoBanue cBuia Habmoganach y 1,9 % manueHToB, MoydaBIInX aKCUTHHUO.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coobmiaTe 0 mojo3peBaeMbIX HeKeIaTeNbHbIX PEeaKIUIX MOCie PerucTpaluu npenapara
C 1enpl0 00ecrnedyeHHs HEeNmpephlBHOIO MOHHMTOPUHTA COOTHOIIEHHUS <«II0JIb3a — PHUCK»
JIEKapCTBEHHOT' 0 TMpernapara. MeIuuHCKUM pabOTHHKAM PEKOMEHIYeTCs COOoO0IaTh O JIF0ObIX
MO/I03PEBAEMBIX HEXKENATENbHBIX PEAKIUAX JIEKApCTBEHHOTO Ipernapara 4yepe3 HallMOHAJIbHbIE
CHUCTEMBI COOOIIEHUS O HEeXeNaTeNbHbIX pPEaKIUsIX TOCyIapCcTB — WieHOB EBpasuiickoro

9KOHOMHUYECKOI'o COr3a.
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Poccuiickas ®@eoepayus

®DenepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus (Pocsnpasuamzop)
Anpec: 109012, r. Mocksa, CraBsiHCKast Iiiomiaip, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

DnekTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

PVII «llenTp sKcnepTU3 U UCHIBLITAHUN B 3PaBOOXPAHECHUN
Anpec: 220037, r. Munck, ToBapuieckuit ep., 1. 2a
Tenedon: +375 17 242 00 29

OnexkTpoHHas noyra: repl@rceth.by

Caiit: www.rceth.by

Pecnybnuxa Kazaxcman

PI'TI na IIXB «HamumonaneHbii L{eHTp sKCHEpPTU3BI JEKAPCTBEHHBIX CPEACTB U MEIUIIMHCKHUX
u3nenuit» Komurera MemUIIMHCKOTO H  (apMaleBTUYECKOro KOHTpolisi MuUHHCTepCTBa
3apaBooxpanenust Pecnyonuku Kazaxcran

Anpec: 010000, r. Actana, paiion baiikonsip, yi. A. Imanosa, 1. 13

Tenedon: +7 7172 235 135

OnexTpoHHas noyra: farm@dari.kz

Caiit: www.ndda.kz

Pecnybnuka Apmenus

T'HKO «IEHTP DKCITEPTU3bI JIEKAPCTB 1 MEJIMITUHCKMX TEXHOJIOT UI»
Anpec: 0051, . Epesan, nip. Komuraca, 1. 49/5

Tenedon: +374 60 83 00 73

OnexTpoHHas noyra: info@ampra.am

Caiit: www.pharm.am

Keipevizckas Pecnyoauka

JlemapraMeHT  JIEKApCTBEHHBIX CPEACTB M MEIUMIMHCKMX  M3lenuid  MuHucTepcTBa
3npaBooxpaneHust Keipreizckoit PecriyOnuku

Anpec: 720044, Yyiickas o0nactb, r. bumkek, yiu. 3-a Jlunus, 1. 25

Tenedon: +996 312 21 92 86
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OnekTtpoHHas nmovra: pharm@dlsmi.kg

Caiit: www.pharm.kg

4.9. Ilepeno3upoBka

CuMnOTOMBI

B KOHTpOJMpyeMOM KIMHHYECKOM HCCIEOBAaHUM TMPUMEHEHHUS AaKCUTHHHOA B JICUYCHUU
nanuenToB ¢ [IKP onuH manueHT HenpeaHaMepeHHO MpUHUMAI rpenapat B 1o3e 20 mr 2 pasa B
CyTKM B TedyeHue 4 nHEH, mpu 3TOM y Hero HaOIIOAAIoCh Pa3BUTHE TOJOBOKPYKEHHUS
(1 crenenn).

B knuHuYeckoM UCClIeJOBaHMM aKCUTHHHOA € TOJ0OpOM 03 Y MAallMEeHTOB, IMOJTYYaBIIHUX
npenapar B HayanbHOM f03e 10 mr 2 pa3a B cytku wiu 20 Mr 2 pasza B CyTKH, HaOJI0JanoCch
pa3sBUTHE HEKENATENbHBIX PpEaKIUil, KOTOpble BKIIOYAIU apTepUATBbHYI0 THIIEPTEH3HIO,
ACCOLIMMPOBAHHOE C HEW Pa3BUTHUE CYAOPOT M KPOBOXAapPKaHbE CO CMEPTENbHBIM HUCXOJIOM.
Jleuenue

Crienuduueckoro JeYeHHs MPH NePe03UPOBKE aKCUTHHUOOM HE CYIIECTBYET.

B ciyuae momo3peHus Ha epeo3upOBKY CIIEyeT BPEMEHHO MPEKPATHTh MTPHEM aKCUTUHHOA U

IMPOBECTU NOAACPKUBAIOIICC JICUCHUC.

5.  ®APMAKOJIOITMYECKHUE CBOMCTBA

5.1. ®dapmakoaMHamMHYecKHe CBOIiCcTBA

dapmakoTepaneBTHUecKas  Ipymmna: IIPOTUBOOITYXOJIEBbIE CpE/CTBA; UHTUOUTOPBI
IPOTEUHKHUHA3; UHTMOUTOPHI TUPO3UHKUHA3Bl PELEITOPOB (haKTopa POCTa SHIOTENUS COCYI0B
(VEGFR)

Kox ATX: LO1EKO1

MexaHN3M JIeUCTBUS

AKcUTHHMO TIpescTaBisieT coOOW MOIIHBI M CENEeKTUBHBIM HMHTUOUTOpP TUPO3WHKUHA3BI
PENEnTOPOB COCYIUCTOro 3HIoTenuabHoro (hakropa pocra (VEGFR-1, VEGFR-2 u VEGFR-
3). OTu penentopsl y4acTBYIOT B MEXaHHW3MaxX MaTOJIOTMYECKOTO aHTHOTeHEe3a, OIMYyXO0JIEBOTO
pocTa M MeTacTa3upoBaHUS. bBBUIO NPOJEMOHCTPUPOBAHO, YTO AKCUTUHHO oOecreyuBaer
momiHoe uHruOupoBanue VEGF-onmocpenoBanHoit mpomudepannu U BBDKMBAEMOCTH
SHIOTEIHAIBHBIX KJIETOK. AKCUTHUHUO MHrubmposan gochopunuposanne VEGFR-2 B cocynax
KCEHOTPAHCIUIAHTATOB OIyXOJIeH, SKCIPECCHPYIONIMX MHIICHH IN VIVO U BBI3BIBA 33JICPIKKY
poCTa, pErpeccuro  ONyXOJW W  HMHTMOMpOBAaHME  METacTa3MpOBaHUS  BO  MHOTHX
HKCIEPUMEHTAIBHBIX MOJAETISAX 3JI0KaYeCTBEHHBIX HOBOOOPa30BaHUH.

Brusanue na unmepean QT
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B pangomMu3zupoBaHHOM 2-CTOPOHHEM MEPEKPECTHOM H(JJHE,H(;IKQQI/H'/IE'?ST%HBBD( V_"IaCTH'I/IKOB

OIHOKPATHO MOJyYaJIn aKCUTHHHO B J03€ 5 mr HU30JIMPOBAHHO HJIU B KOMGI/IHaI_II/II/I C IpUuEMOM
KeToKoHa3osa B 03¢ 400 mr B TedeHue 7 nHeW. Pe3ynpTaThl JaHHOIO HCCIEIOBaHUS
NPOJIEMOHCTPUPOBAIM, YTO KOHIGHTPAllMM AaKCHUTHHMOA B IIa3Me KpoBH, 10 2 pa3
NPEBBIIIABIINE TEPANIEBTUYECKUE KOHLICHTPALIUH, 0XKUIAaeMble TIOCIe ITpUeMa Tperapara B J103¢€
5 Mr, He IPUBOJWIN K KIMHUYECKU 3HAUUMOMY yaJIuHeHUIo nHTepBaia QT.

Kinnanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Onenka 6e3omnacHocTd U 3()PEKTUBHOCTH aKCUTHUHHOA MPOBOAWIACH B PaHIOMU3UPOBAHHOM
OTKPBITOM MHOTOIICHTPOBOM HccienoBanuu 3 (aswl. [Tanmments (n=723) ¢ pacrpocTpaHeHHBIM
[IKP ¢ mporpeccupoBanuem 3abojieBaHus Ha (poHE WM TOCJE MPOBEACHHUS TEPBOHM JHMHUU
CHCTEMHOW XMMHOTEpanuu (C MpUMEHEHHEM CYHUTHHHOA, OeBaru3yMada, TEMCUPOIIMYCa HITH
IUTOKMHOB) Obut paHaomusupoBanbl (1:1) Ha mnonmyuyenue akcutuHuOa (n=361) wunn
copapenuba (n=362). OueHka OCHOBHOW KOHEYHOH TOUYKH (BBDKMBAaeMOCTH  0e3
nporpeccupoBanusi 3abosieBanus — BBII) mpoBoaunach mocpencTBOM CIIENOr0 HE3aBHUCHUMOIO
[EHTPAIM30BaHHOTO aHaN3a. BTOpUYHbIE KOHEYHBIE TOYKH BKJIIOYAIM YacTOTY OOBEKTHBHBIX
otBetoB Ha Jiederne (HOO) u obmiyro BepkuBaeMocTs (OB).

N3 Bcex BKIIIOUYCHHBIX B JaHHOE MCCIIe0OBaHUE NanueHToB 389 manuentam (53,8 %) panee Oblia
npoBejeHa | JMHMS CUCTEMHOM XUMHOTEpanuu CyHUTHHHOOM, 251 nanuenty (34,7 %) —
1 TMHUS CHCTEMHON XWMHOTEPAIUHA [HUTOKWHAMHU (MHTEPICHKUHOM-2 WIH WHTEp(EepOoHOM-
anbda), 59 nanuentam (8,2 %) — 1 nuHus GeBanuzymadbom u 24 mauuentam (3,3 %) — 1 nuHus
TeMmcuponumycoM. OCHOBHBIE AeMorpaduyecKkue mapaMeTpbl U XapaKTepUCTUKU 3a00JIeBaHUs
(Bo3pacTt, moJi, pacoBasi MPUHAIIEKHOCTh, (YHKIIMOHAIBHBIA CTaTyc MO IKajie BocTouHoit
o0bemuHeHHOM oHKosoruueckoi rpymmbl (Eastern Cooperative Oncology Group — ECOG),
reorpauueckuii perMoH W MpPEIIIeCTBYIOIIas Tepanus) OBLIM CXOXHUMH B TpYIIMax,
MPUHUMABIINX aKCUTUHUO U copadeHuo.

B oOme#i momynsimuyM TAamMEeHTOB M B JABYX OCHOBHBIX MNOATpyNmIax (C MpeaniecTBYIOIEH
Tepanued CyHUTMHMOOM M TPEIIECTBYIOUIEH Tepanueil IUTOKMHAMU) OBLJIO OTMEYEHO
CTaTUCTHYECKH 3HAYMMOE IPEUMYIIECTBO aKCUTHHMOA mepen copadeHHOOM IO OCHOBHOM
koHeyHoH Touke — BBII (cM. Tabmuny 2 u pucynku 1-3). Meauana BBIl ornuuanace mo
NOATpYyNIaM B  3aBUCHMOCTH OT TMpeaniecTByromed Tepanmuu. JlBe moxarpymmsel (¢
NPEAIECTBYIOIEH  Tepanueld  TEMCHPOJIMMYCOM M NPEAIIECTBYIOIIEH  Tepanuen
OeBaru3ymMaOoM) OBUIM CIMIIKOM Majbl [ JIEMOHCTpAIlMM HAJCKHBIX PEe3yJIbTaTOB.
CraTucTU4ecKy 3HaUMMOM pa3HUIIBI MeKTy Tpynmnamu mo OB B 001t momynsiuy NaiiueHToB U
B TIOJTPYIIAax B 3aBUCHMOCTH OT MPEIIECTBYIONICH TEPalH BBISIBICHO HE OBLIO.

Tabnuna 2. Pe3ynbTaThl uccienoBanuii 3 PpexTHBHOCTH.
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R N i

Koneuras Toara/ (HOCHEROEATENEROCTE 0002)
S N — AKCUTHHHO Copajenno OP (95 % AN) JHaYCHHE P
Oo6mas monyasauus ITT N=361 N=362

Menuana BBIT*® B Mecsiax 6,8 (6,4; 8,3) 4,7 (4,6; 6,3) 0,67 (0,56; 0,81)) <0,0001°
(95 % AN)
Menuana OB® B mecsiiax 20,1 (16,7; 23,4) 19,2 (17,5; 22,3) 0,97 (0,80; 1,17) H3
(95 % AN)
q00°¢, % (95 % JIN) 19,4 (154;23,9) | 9,4 (6,6;12,9) 2,06' (1,41; 3,00) 0,0001°
MpemecTBy0mAasn TepaNust N=194 N=195
CYHHTHHHOOM - -
Menuana BBIT*® B Mecsiax 4,8 (4,5; 6,5) 3,4(2,8;4,7) 0,74 (0,58; 0,94) 0,0063"
(95 % AN)
Menuana OB® B mecsiiax 15,2 (12,8; 18,3) 16,5 (13,7; 19,2) 1,00 (0,78; 1,27) H3
(95 % AN)
400", % (95 % JIN) 11,3 (7,2; 16,7) 7,7(4,4;12,4) 1,487 (0,79; 2,75) H3
HpenmecrByomas Tepanus N=126 N=125
HUTOKHHAMHU B B
Memuana BBIT*® B mecsiax 12,0 (10,1; 13,9) 6,6 (6,4; 8,3) 0,52 (0,38; 0,72) <0,0001"
(95 % AN)
Meuana OB® B Mecsiax 29.4 (24,5; HO) 27,8(23,1;34,5) | 0,81(0,56; 1,19) H3
(95 % aN)
YOO, % (95 % JIN) 32,5(24,5;415) | 13,6(8,1;209) 2,39 (1,43; 3,99) 0,0002'

J — noeeputensHblii uHTEepBan; OP — oTHOomenne puckoB (Hazard Ratio) (akcutuuu6/copadenut); ITT — nomymsiws
NAlMEHTOB ¢ Ha3HaueHHbIM jedeHueM; HO — He moxmaercsa ouenke; H3 — He sBmsercss cratuctudeckd 3HauuMbIM; YOO —
4acToTa OOBEKTHBHOTO oTBeTa Ha JjiedeHue; OB — oOmas BepkuBaeMocTh; BBII — BbDKMBaeMocCTh 0€3 MpOrpecCHpOBaHUS
3a00J1eBaHUs.
? Bpems OT paHIOMM3AIlMH JI0 TIPOTPECCHPOBaHHMs 3a060ICBAHNS WM CMEPTH OT JIF000H TIPHYKMHEI, B 3aBUCUMOCTH OT TOTO, YTO
npou3oiieT panpire. [lata okonyanus coopa gaHHbIX: 3 mroHsA 2011 1.

Ilo He3aBHCHMOH pagHOIOTMYECKOll OIIEHKE B COOTBETCTBHM C KPUTEPUSIMU OIEHKH OTBETa INPHU CONUAHBIX OITYXOJISX
(RECIST).
¢ OHOCTOpOHHeE 3HAYEHWE P JUIS ONECHKH JIEYEHHWS [0 JIOTPAHTOBOMY KPHTEDHIO,

yHKIoHansHOMY ctatycy ECOG n npeamniectByronieit Tepamum.

Jata okoH4aHus coopa nanubeix: 01 HosOpst 2011 .
¢ Jlata okoHuaHus cOopa naHHbIx: 31 aBrycra 2010 T.
T Ornomenue puckos wis YOO. OtHomeHre prckoB >1 yKassBazo Ha GONBIIYIO BEPOSTHOCTb OTBETA B TPYIIIE aKCHTHHHOA;
OTHOIIICHNE PHCKOB <1 yKa3bIBaJIO HA OOJBIIYIO BEPOATHOCTH OTBETA B TPYIIIE copadeHnOa.
9 OpHOCTOpOHHEE 3HAYEHWE P VIS ONEHKH JiedeHus 1o Kpurepmio Koxpaxa-Mantens-TeH3erns, cTpaTH)UIMPOBAHHOMY TI0
¢dyrkaunonansHOMY cratycy ECOG m npeaniecTByromieii Tepamim.

OpfHOCTOpOHHEE 3HAYeHHWE P JUIA ONEHKH JIEYeHHS 110 JIOTPaHTOBOMY
¢ynkunonansHomy cratycy ECOG.
' OmHOCTOpOHHEE 3HAYEHME P Ui OLEHKM JieueHus 1o kpurepuro Koxpanma-Manrens-I'ensens, cTpaTuduIMPOBAHHOMY IO
¢ynkunonansHOoMy crarycy ECOG.

CTpaTH(OUIIMPOBAHHOMY  TI0

KPHUTEPHIO, CTPATU(PUIMPOBAHHOMY IO

Pucynok 1. KpuBas Kamnana-Maiiepa BbDKHBaeMOCTH O3 NpOrpeccHpoBaHHs 3a00JieBaHHS 10
pe3yabTaTaM He3aBHUCHMOM OIEHKH /ISl OOIIEH MOIMyYJISIIHH.
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Pucynox 2. KpuBas Kamnana-Maiiepa BbpDKHBaeMOCTH 0Oe3 IporpeccupoBaHHs 3a00JE€BaHHS 10
pe3yabTaTaM He3aBUCUMOM OIIEHKH B TIOATPYIIE NPEIECTBYIOIIETO JICUSHUS! CYHUTHHHOOM.
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Pucynok 3. Kpupas Kamnana-Maiiepa BbDKHBaeMOCTH Oe3 IporpeccupoBaHHs 3a00J€BaHHS 10
pe3yspTaTaM He3aBHCHMOM OIEHKU B TIOJTPYIINE MPEIIIECTBYIONIETO JEYCHUS IIMTOKMHAMHU.
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5.2. dapMakoKHHeTHYeCKHE CBOWCTBA

[Tociie mepopalibHOTO TIpEieMa Ta0JIETOK aKCHTHHHOA aOCONFOTHAsI OMOJOCTYITHOCTh B CPEIHEM
coctaBisger 58 % (MO CpaBHEHUIO C OMOJOCTYNHOCTBIO I10CJI€ BHYTPHUBEHHOTO BBEIEHUS
npenaparta). [lepuon nosyBbIBeieHUs] aKCUTUHUOA U3 IJIa3Mbl KPOBH BapbUPYET B JHANa30HE OT
2,5 no 6,1 yvacos. Ilpuem akcuTuHMOa B 03¢ 5 MI 2 pa3a B CyTKU NPHUBOJIMI K MEHEE YEM
2-KpaTHOMY KyMYJIMPOBAaHHUIO aKCUTUHUOA MO0 CPABHEHUIO C OJHOKPATHBIM ITPHEMOM IIperapara.
BBuay KopoTkoro mnepuoja IOJIYBBIBEACHUS AaKCUTHHUOA OKUAAETCS, YTO PaBHOBECHOE
COCTOSIHUE JIOCTUTAETCs B TeUeHue 2-3 AHel OT Havyalla Tepanuu.

AOcopOius U pacipeaesicHue

MakcumalipHasi KOHIIEHTpaIus akcuTuHKOa B 11azMe KpoBHU (Cmax), KaK MPaBUIIO, TOCTUTACTCS
yepe3 4 dyaca IOCie MEpOpajIbHOro IMpUeMa Ipernapara ¢ MEIUAaHOM BPEMEHU JOCTHKEHUS
MakcUMaiabHON KoHUeHTpauuu (Tmax), Bappupymomeil B auana3one ot 2,5 1o 4,1 gacos. Ilpuem
aKCUTUHUOA C TMUIIEH C yMEpeHHBIM cojepkKaHHeM >XUpoB mpuBoawil K 10 % cHuxkeHHIO
HKCIO3UIMU 10 CPAaBHEHHIO C MPHEMOM Ipenapara yrpoMm Haromak. [Ipuem akcutuHuOa c
JKUPHOM BBICOKOKAJOPUMHONW nuimed npuBogwin K 19 % MOBBILIEHHIO SKCIO3ULMHU IO
CpPaBHEHHMIO C TPHEMOM Ipernapara yTpOM HATOIIaK. AKCUTUHHO MOXXHO MpPUHUMATh BHE
3aBUCHMOCTH OT MpueMa nuuy (cm. paszaen 4.2).

Cpennue 3HaueHUs: Cpax 1 AUC yBeIMYHMBAINCH MPOMOPIMOHAIBHO JI03€ AKCUTHHHOA B
nuara3one 703 oT 5 mr go 10 mr. CBs3piBaHWE aKCUTHHHOA C MPOTEMHAMHU TUTa3Mbl KPOBH
yeroBeka IN Vitro (mperMyImecTBeHHO ¢ aAlbOYMHHAMH U B YMEPEHHOW CTENECHU C 01-KUCIBIMU
[JIMKONIpOTenHaMu) coctasiseT >99 %. Ilpu npueme npenapara B 103€ 5 Mr 2 pas3a B CyTKH BO
BpeMsl IpHeMa MHIIU CpellHee I'eOMETPHUYECKOe 3HAUYeHUE MaKCHMalbHOW KOHIIEHTpalUu B
mnazme kpoBu U AUCy4 y mamumenToB ¢ pacnpoctpaneHHbIM [IKP cocraBnsimo 27,8 Hr/mn u

265 Hr>x4/MJI COOTBETCTBEHHO. CpenHee TCOMETPUUCCKOC 3HAYCHUC KIIMPCHCA ITPU MEPOPAILHOM
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1Y OTUETY

COOTBECTCTBCHHO.

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

AKcuTHHUO MeTaboIM3upyeTcsl TIaBHBIM 00pa3om B medeHn ¢ nomomipto CYP3A4/5 u B
Menbien crerredn CYP1A2, CYP2C19 u UGTI1AL.

[Tocne mepopanbHOTO TpUeMa paAMOaKTHBHOTO akcuTHHHOa B 1o3e 5 wmr 30-60 %
paIMOaKTUBHOCTH OOHapyxuBajioch B kKaime U 23 % — B mode. OCHOBHBIM KOMIIOHEHTOM,
0oOHapyXMBacMbIM B KaJie, OblI HEM3MEHEHHbIN aKCUTUHUO (HA JOJII0 KOTOPOIrO MPUXOIUIOCH
12 % ot npuHsATON 103bI Ipemnapara). HemsmeHeHHbI akcCUTUHUO HEe OOHApYKUBAJICS B MOYeE.
Bonpiias 9acTe paioOaKTUBHOCTH B MOYE MPHUXOIUIACH Ha METAOOIUTH KapOOHOBOM KUCIIOTHI
u cynbpokcuaa. JloMUHUpYIOMAs 9acTh PAJMOAKTUBHOCTH B IIa3Me KPOBH MPUXOIMIACH HA
N-rmtokyponuneiii Merabonmutr (50 % UHUpPKynupyrOIIEeH paauoOaKkTUBHOCTH), Ha JOJIO
HEU3MEHHOTO aKCUTHHUOA U CYIb(OKCUAHOTO METadoIuTa MPUXOAUIOoCh mpuMmepHo 1o 20 %
MUPKYTUPYIONICH paMOaKTUBHOCTH.

Cynbdokcuanabiii 1 N-TIIIOKYpOHUIHBIA MeTa0oauThl obnanamu nmpumepHo B 400 u 8000 pa3
MEHbIIIeH akKTUBHOCTHIO B oTHOIIeHHH VEGFR-2 in Vitro mo cpaBHEHHIO ¢ aKCUTHHUOOM.

Oco0nIe T'pYHIIBI NAIITMCHTOB

Ilon, paca u 6ospacm

Pesynbraret MOMYJISIIIMOHHBIX (hapMaKOKUHETHUECKUX aHAJIM30B MalUEeHTOB c
paclpoCTpaHEHHBIMUA  3JIOKAYECTBEHHBIMH  HOBOOOpa3zoBaHUSIMH (B TOM  4YHClIe C
pacnpoctpaneHHbIM [IKP) 1 310poBBIX 1OOPOBOJIBIIEB CBUIETENBLCTBYIOT O TOM, YTO BO3pACT,
MOJI, Macca TeJla, pacoBasi MPUHAIICKHOCTh, GyHKIMS Touek, reHoTunt UGT1A1 win reHotun
CYP2C19 He oka3bIBAIOT KJIMHHYECKHA 3HAYUMOTO BITUSTHUS.

Ileyenounas HedocmamouHocms

HWccnenosanus in Vitro u in Vivo yka3sIBalOT HA TO, YTO aKCUTHHHO METabOIH3UPYETCS TJIaBHBIM
00pa3oM IMeyeHbo.

3HaueHUe CUCTEMHOM 3KCMO3UIIMNA aKCUTUHNOA 11OCIIE €ro 0OJIHOKPATHOIO MpHeMa y MallMeHTOB ¢
HOpMabHOU (PyHKIIMEH MeYeHH U MAIlMeHTOB ¢ HapyleHHeM (YHKIIMH TIeUeHHU JIETKOW CTEreH!
TsokectTn  (kimacc A mo knaccudukamuu  Yaitnga-Ilero) OBIIO  OAMHAKOBBIM W BHIINIE
(mpubIM3UTENBHO B 2 pa3a) — y MAMEHTOB ¢ HapylieHHeM (QYHKIUU NE€YEeHU CpeHeH CTerneHH
Tsokectu (kimace B mo kmaccudukanum Yaiina-I1st0). MccnenoBanus npuMeHEHUsT aKCUTHHUOA y
MAIMEHTOB C MEYEHOYHOUW HEJO0CTaTOUYHOCThIO TsKemnoi creneHu (kiace C mo kinaccuduxanum
Yaitna-I1p10) HE MPOBOAWIKCH, TO3TOMY IIpeHapar He CAeAyeT NPUMEHSTh Y JaHHOM KaTeropuu
MAIUEeHTOB (PEKOMEHAITMH TT0 KOPPEKIIMH JT03bI TIperapaTa MpuBeAeHBI B pazaene 4.2).

Tloueunas neoocmamounocmo
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y JULLZ)

HewnzMeHeHHBIH aKCUTHHNO HE BEIABIISETCS B MQUE.

HccrnenoBanusi aKCUTUHUOA Yy JHIl C TIOYEYHOH HEAOCTATOYHOCTHIO HE MPOBOIWIHCH. U3
KIIMHAYECKUX HCCACAOBaHUN akCUTHMHHOA B JiedeHuMH mnanueHtoB ¢ IIKP  uckirouanuck
MalMeHThl C YpOBHEM KpeaTuHuHa >1,5 pasza BI'H wunu ¢ paccuuTaHHBIM  KIHMPEHCOM
KpeaTHHHUHA. Pe3ynbTaThl MOMYISIITHOHHOTO (hapMaKOKMHETHYECKOTO aHAJIN3a CBUIETEIbCTBYIOT
0 TOM, YTO KJIMPEHC aKCUTHHHOA HEe U3MEHSUICS Y MAIIMEHTOB C MOYEYHOW HETOCTATOYHOCTHIO U
KOPPEKIHs 1036l aKCUTUHNOA He TpeOyeTcsl.

eTu
HccnenoBanus nmpuema akcuTUHHOA y 1eTel B Bo3pacte <18 JieT He MPOBOIUITUCH.
5.3. JlaHHBIe JOKJIHHUYECKOH 0e30MacHOCTH

ToKkCHYHOCTH IIPU IIOBTOPHOM BBCACHUU

OcHOBHBIE pe3ylbTaThl HCCIENOBAHUI TOKCMYHOCTM Ha MBIIAX U cobakax IMocie
MHOTOKPAaTHOTO  BBEJECHUs IIpenapara B Te4YeHHE J0 9 MecsueB OTHOCWIHCH K
MUIIEBAPUTEIbHON, FeMaTONO3TUYECKOM, PENPOIYKTUBHON, CKEJIETHON M 3yOHOU cuctemam, a
YPOBHHU JI03bI, HE TIPUBOIAIINE K PA3BUTHIO HAOIIOIaeMbIX HexenaTebHbIX sBiieHni (NOAEL),
ObUIM TPUOIM3UTENBHO SKBUBAJICHTHBI WJIM HUXKE YpPOBHS BO3JCUCTBUSA Yy YEJIOBEKa IPHU
pPEKOMEH1yeMOl KITMHUYEeCKON HavaabHOM 03¢ (Ha ocHoBaHuu ypoBHel AUC).

KaHneporeHHocTh

WccnenoBanust KaHIIEPOTr€HHOCTH aKCUTUHUOA HE MPOBOIUIIUCH.

I'eHOTOKCHYHOCTh

AKCUTUHMO HE MpOSBISI MYTareHHOW MM KJIAaCTOr€HHOW AaKTMBHOCTU B TPaJUIIMOHHBIX
aHaJM3aX TeHOTOKCHYHOCTH IN Vitro. 3HAYMTENbHOE YBEIMYEHHE MMOJMIUIOUINNA HAOII0AaI0Ch
invitro mpu koHueHTpauusx >0,22 MKI/MJ, a TaKKe OTMEYaloCh IOBBINICHUE YHUCIA
MHKPOSICPHBIX MOJUXPOMATHUECKUX IPUTPOIMTOB iN ViVO; YpOBEHb N03bI, HE MPHUBOJSIICH K
pazeutuio NOAEL, B 69 pa3 mpeBblllasl OXHUIAEMBIH ypOBEHb BO3JEHCTBHS Yy 4YEJIOBEKA.
Pe3ynbrarbl MO TI€HOTOKCHYHOCTH HE CYMTAKOTCA KIMHHYECKM 3HAYMMBIMHM [P  YPOBHAX
BO3JICUCTBUS, HAOIOIABIIUXCS B UCCIICIOBAHUSX Y JIIOJIEH.

PenpoaykTuBHAsE TOKCHIHOCTh

BeisiBieHHBIE M3MEHEHUS, CBS3aHHbIE C BO3/IEHCTBHEM aKCUTHHMOA Ha STMUKU U MPUJATKU STUYEK,
BKJIIOUAJIM YMEHBILIEHUE MACcChl OpraHa, aTpoQuI0 WIN JereHepaluio, YMEHbIICHHE KOJINYeCTBa
KJIETOK 3apOJBIIIEBON JIMHUM, THIOCIEPMHIO WIM aHOMalbHblE (DOPMBI CIIEPMATO30UIOB, a
TaKXe YMEHbIICHNUE TUIOTHOCTH U KOJIMYECTBA CIIEPMbl. DT N3MEHEHUs HaOII0AaINCh Y MbIIIEH
IOpU YPOBHSX BO3JEHCTBUSA NPUOIM3UTENBHO B 12 pa3 BhIIIE OXKHIAEMOTIO BO3JCHCTBUA Y
YyeJioBeKa, a y co0aK - MpHU YPOBHSIX BO3JIEHCTBUS HIKE OKUAAEMOI0 BO3ACHCTBUS Yy UEIOBEKA.

VYV camuoB Mblmel oTcyTcTBOBal 3(P@exT Ha crnapuBaHHe WM (PEPTHUIBHOCTh MPU YPOBHSX
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BO3JICHCTBUS TNPUOIU3NUTENIBHO B 57 pa3 BbIIIC omgz:_aép;lgrg : '“Eglﬂlhlﬂm' 5 't'Ilenl'('nlseKa

BolsiBieHHBIE M3MEHEHMS y CaMOK MBbIIIEH BKIIIOYAIM TNPU3HAKK 3aMEIJICHHOTO II0JIOBOTO
CO3pEBaHMsI, YMEHBIICHWE KOJIUYECTBA MJIHM OTCYTCTBHUE JKEITHIX TEJI, YMEHBIICHHYIO Maccy
MaTKH, a Takxke aTpodui0 MaTKU MPH YPOBHIX BO3IEHUCTBUS MPUOIUZUTEIBHO SKBUBAJTICHTHBIX
BO3/ICIICTBUIO, OXXHUJAEMOMY Yy uYeJoBeKa. Y CaMOK MbIlIed HaONIoaanoch CHIKEHUE
(GepTUIBLHOCTH M KU3HECIIOCOOHOCTH 3MOPHOHOB MPU BCEX HCCIICTOBAHHBIX J[03aX, MPU 3TOM
YPOBEHb BO3JCHCTBHS CaMOM HHU3KOH J03bI MpUOIM3UTENsHO B 10 pa3 mpeBbILIa 0XHIAeMOe
BO3/ICIICTBHUE Yy UeIOBeKa.

Y GepeMeHHBIX CaMOK MBbIIIeH MOJ JEHCTBHEM aKCUTHHHOA OTMEYAlOCh YBEIIMYCHHE CIIydaeB
BPOXKJIEHHOTO TIOpOKAa pACHICIUICHHUsT TBEPAOTO HeOa M CKENETHBIX AaHOMAJHH, BKIOYas
3aMeVICHHYI0 OCCH(MKAINIO, TPH YPOBHSAX BO3ACHCTBHS HIKE OXKUIAEMOTO BO3JCHCTBHS Y
yenoBeka. lcciaenoBaHuss TOKCHUECKOTO BO3ACWCTBHUS B TEPUHATAIBHOM M MOCTHATATHHOM
nepuoaax He MPOBOIUIIHCH.

PC3VJII>TaTI)I HNCCICAOBAHUA TOKCUYHOCTH Y HCITOJTOBO3PEIBIX ) KMBOTHBIX

VY wpimeit u cobak HabmoAamack oOpaTuMasi JUCIIIa3us XPAMNICBON IUIACTHUHBI NMPH BBEICHUU
aKCUTMHHOA B TEYEHME MMHHMMYM | Mecsla U MpH ypOBHSX BO3JEHCTBUSA NPUOIU3UTEIBHO B
6 pa3 BbllIe OXKUIAEMOrO BO3JEHCTBMS Yy 4YeJOBeKa. Y MbILIeH IMOJ JeicTBUEM mpenapaTa B
TedeHue Oomee 1 Mecsmma HaOMIONANCs YaCTUYHO OOpaTHMBIA Kapuec 3yOOB HpH YPOBHSX
BO3/ICUCTBUS, COTMOCTABUMBIX C OKMJAEMbIM BO3JEHCTBHEM y 4YeloBeka. Jlpyrue mposBIeHHUS
TOKCUYHOCTH, MPEACTaBISIONME OMACHOCTh JUIsl MAllMEHTOB JETCKOrO0 BO3pPAcTa, Y MOJIOJBIX

JKHBOTHBIX HC OICHHBAJINCh.

6. ®APMAIEBTHUYECKHWE CBOWCTBA
6.1. IlepeyeHb BcIOMOraTe/IbHBIX BeleCTB
[lem1ro103a MUKpOKpUCTAJUTHYECKAs]

JlakT03BI MOHOTHIpPAT

Kpockapmenno3a Harpust

Marnus creapar

Komnosuius 1711 NMIEHOYHOro MOKPBITUA KpPacHOro IBeTa (Ha OCHOBE IOJIMBUHUIIOBOTO
crupTa):

[TonMBUHUIOBBINA CIIUPT

Maxkporos 3350/4000 (TOTMITUIICHTITUKOIH)
Turana quokcun (E171)

Tanpk

Kenesza okcun kpacusiii (E172)
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6.2. HecoBMecTHMOCTEH

He npumenumo.

6.3. Cpok rognoctu (CpoK XpaHeHH)

3 rona.

6.4. Oco0Obie Mepbl NPETOCTOPOKHOCTH NMPH XPAHEHHH

XpaHuTh Ipu TemnepaType He Boite 25 °C.

6.5. XapakTep u coaep:kaHHe MEPBUYHOI YIIAKOBKH

[To 7 TabieTok B KOHTYPHOM SYCHKOBON yHaKOBKE, COCTOAMICH M3 (OJIbIU OPUEHTUPOBAHHBIN
nosmmamut/amromuaui/momuBuHUIXIopun (OITA/An/IIBX) u ¢osibru alfoMUHUEBOW TEYaTHOU
JIAKUPOBAHHOM.

ITo 2, 4 nnu 8 KOHTYPHBIX SIMEHKOBBIX YIIAKOBOK BMECTE C JIMCTKOM-BKJIAJIbIILIEM IOMELIAIOT B
Ma4YKy KapTOHHYIO.

Ha pbiake MoryT ObITh IPECTaBICHBI HE BCE 00BEMBI YITAaKOBOK.

6.6. OcolOble Mepbl MNPeIOCTOPOKHOCTH TNPH YHHYTOKEHHMH HMCHOJIH30BAHHOIO
JIEKAPCTBEHHOI0  Npenapara WJIM OTX0A0B, TMOJYYEHHBIX IOcjde NPHMEHEeHHus!
JIEKAPCTBEHHOI0 Mpenapara, ¥ pyrue MaHuIMyJIsIiHU ¢ NPenapaTom

Bech ocraBmmiics JiekapCTBEHHBIN Mpenapar U OTXO/bI CIEAYeT YHUUTOKUTh B YCTAHOBIIEHHOM

MOPSIKE.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUS
Poccuiickas ®edepayus

000 «M3Bapuno dapmay, Poccust

Temedon: +7 495 232 56 55

®axc: +7 495 232 56 54

OnekTpoHHas noura: info@izvarino-pharma.ru

7.1. IlpeacraBuTe/Ib AepKATEN PETHCTPALMOHHOIO YA0CTOBEPEHUA

[Iperen3un norpeduTeed HAIPABIATE 110 aIPECV:

Poccuiickas ®eodepayus, Keipevizckaa Pecnyonuka, Pecnyoniuxa Apmenus, Pecnybauxa
benapyco

000 «M3Bapuno dapmar, Poccus

Temedon: +7 495 232 56 55

@axc: +7 495 232 56 54

OnekrponHas noura: info@izvarino-pharma.ru

Pecnyonuxa Kazaxcman

TOO «LEKARSTVENNAYA BEZOPASNOST»(JIekapcTBeHHast 6e30macHOCTh), Kazaxcran
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Tenedon: +7 777 064 27 02; +7 499 504 15 19 (NOCNELOBATENEHOCTE 0002)

DOnekrpoHHas nouta: adversereaction@drugsafety.ru

8. HOMEP PETUCTPALHUOHHOI'O YIOCTOBEPEHU S

9.  JIATA NEPBUYHOI PETUCTPALIUM (IIOATBEPKJIEHUSI PETUCTPALIMH,
IHNEPEPEI'MCTPAILIMN)

Jlata nepBoii peructpaiumu:

10. JATA IEPECMOTPA TEKCTA

OOmast  xapakTepucTHKa  JIeKapCTBEHHOro  mpemnapara KcuHTabuka  JOCTynHa  Ha
MHPOPMALIMOHHOM TIOpTaie EBpasuilckoro SKOHOMHYECKOTO COK3a B HWH(POPMALMOHHO-

KOMMYHUKAIIMOHHOM ceTh «HTepHeT»: eec.eaeunion.org
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