COOTBETCTEYET ZKCNEPT OMY OTUETY

oT 16.(

OBIIASI XAPAKTEPUCTHKA JIEKAPCTREAHOTOTIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

AxcutuHuO, 1 MT, TaONETKH, MOKPHITHIE INIEHOYHOU 000JI0YKOM.

AKcUTHHUO, 5 MT, TaOJIETKH, TOKPHITHIC TJICHOUYHON 000JI0YKOH.

2. KAUECTBEHHbBIN M1 KOJIMYECTBEHHBIN COCTAB

JlelicTByto111ee BEIIECTBO: aKCUTHHUO.

Axcutuaun0, 1 Mr, TabIeTKH, MOKPHITHIE IUIEHOYHON 000J04YKOU

Kaxxnas Tabierka, mOKpbhITasi TNIEHOYHON 000JI0YKOH, COAepKUT 1 MI akCUTHHUOA.
BcnomoratenbHble BelecTBa, HaJM4KUe KOTOPBIX HAIO YUUTHIBATh B COCTAaBE JIEKAPCTBEHHOIO
npemnapara: jJakto3a (cm. paszaen 4.4).

AxcutuauO, 5 Mr, Ta0JETKU, MOKPHITHIE ILICHOYHOM 000J10YKON

Kaxxnast Tabierka, MOKphITas IIICHOYHOW 000JIOUKOM, COJIEPIKUT 5 MI' aKCUTHHHOA.
BcnomorartenbHble BELIECTBA, HATMYME KOTOPBIX HAJ0 YUWUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O
npemnapara: jJaktosa (cm. paszaen 4.4).

[TonHbIN TEpevYeHb BCIOMOTATEIBHBIX BEIIECTB MPUBEJIECH B paseie 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabyeTku, MOKPHITHIEC TNIEHOYHONW 000TOUKOMN.

Axcutnan®, 1 mr, Ta0JIETKH, OKPBITHIE IIJIEHOYHONW 000JI0UYKOH

prrJ'IBIe ABOSKOBBIITYKJIBIC Ta6HeTKI/I, IMOKPBITHIC IJICHOYHOH 000JIOYKOM OT KEITOr0 0 XKCJITOro
C KOpUYHCBATBIM OTTCHKOM IBCTA.

Axcutran®O, 5 Mr, TabJIeTKHU, MOKPBITHIE IITIEHOYHONW 000JI0UYKOH

Kpyribie qBOSIKOBBINTYKJIbIE TaOJIETKH, MOKPBITHIE TUIEHOYHON 000JI0UKOW OT Oenoro a0 MouTu
6enoro LBeTa.
Ha nonepeunom pa3zpese siipa TabsIeTOK JI000i JO3UPOBKU OT 0€0ro /10 6€10ro ¢ )KeATOBATHIM

OTTCHKOM IIBCTA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHUIO
[Tpenapat AKCUTHHHO TMOKa3aH JUIs JIEUEHHsS B3POCIBIX IMALMEHTOB C PaclpoCTpaHEHHBIM

nouyeyHo-kiaeTouHbIM pakoM (ITKP) npu HeaddhekTuBHOCTH NpeAlIecTBYIOIIEH Tepanuu.
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4.2. Pe:xuM 103UPOBAHUS M CIIOCO0 NMPUMEHeHHs

JleueHue nmpenaparom AxcuTHHUO AOJIKHO IPOBOAUTHCA BpadyOM, UMCIOIIIUM OIBIT MPUMCHCHHU A
IMPOTHUBOOITYXOJICBBIX ITPCIIapPaTOB.

PexxuM 1o3upoBaHus

PexoMenayemas 103a akcUTUHHUOA COCTABIISIET 5 MI' BHYTPh 2 pa3a B CYTKH.

JleueHne TOIHKHO MPOJOIDKATHCSA IO TEX TOP, MOKa HaOIr0AaeTCs KIMHUYeCKuid ekt uimm e
70 pa3BUTHS HENpUEMJIeMOH TOKCHYHOCTH, HE TMOJAAIONICHCS KOPPEKIHH MPHEMOM
JOTIOTHUTEIIbHBIX JIEKAPCTBEHHBIX CPEACTB UM U3MEHEHHEM JI03bI ITpernapara.

[Ipu pa3BuTHH PBOTHI WM TMPOMYCKE J03bl HE CIEAyeT MPUHUMAThH JOMOJHUTEIBHYIO A03Y
npernapara, a CJIeyIyI0 103y PEKOMEHYETCs IPUHATH B 00BIYHOE JIs1 HEE BpEMSI.

Koppexyus 0ozvi

B 3aBucuMocTy OT MHAUBHIyalIbHOM MEPEHOCUMOCTH U O€30MaCHOCTH CYTOYHAs J103a Mpenapara
MOJKET ObITh YMEHBIICHA UIH YBEIHYCHA.

[Tpu xopomrel mepeHOCHMOCTH HaYalIbHOM TO3BI aKCUTUHUOA 5 MT 2 pa3a B CYTKH U OTCYTCTBUU
HE)KEJIATEeNbHBIX PEaKIyii >2 CTEeNeHH (T.€. IPU OTCYTCTBUU CEPhE3HBIX HEKENATESIBHBIX PEAKIINN
COTJIACHO OOIIUM TEPMHUHOJIOTHYECKUM Kputepusm HexxenaTenbHbix sBieHuil [CTCAE], Bepcust
3.0) B TeueHue 2-X MOCIEI0BATENbHBIX HEAETb MOXKHO YBEIIMYUTH I03Y Ipernapara A0 7 Mr 2 pasza
B CYyTKH 32 UCKJIIIOYCHHEM CJIy4aeB, KOTJa apTepuaabHoe naBicHue npesbimaeT 150/90 MM.pT.cT.
WIM TIAMEHT MOJTyYaeT aHTUTHIIEPTEH3UBHYIO Tepanuio. BrociaeacTBim, pyKoBOACTBYSCh STUMH
e KPUTEPHUSMHU, NPH XOPOIIeH MepeHOCUMOCTH /103bl aKCUTHHNOA 7 MTI 2 pa3za B CYyTKH MOYKHO
YBEJIMYUTH 103y Mpernapara 0 MakcuManbHOU 1036l — 10 Mr 2 pasa B CyTKH.

Jlisl KOppeKIUN HEKOTOPHIX HEKENATENbHBIX PEaKIMid MOXET MOTPeOOBaThCS BPEeMEHHAs WIIH
MOCTOSTHHASI OTMEHA W/WJIM CHUXKEHUE JT03bl akcuTUHUOa (cM. pasznen 4.4). Ilpu Heobxoaumoctu
CHIDKEHMS 103bl aKCUTUHHOA €€ MOXHO CHU3UTH /10 3 MI' 2 pa3a B CyTKH M 3aTe€M elle — 10 2 MT
2 pa3a B CyTKH.

He Ttpebyercs koppekuust [03bl IpenapaTta B 3aBUCMMOCTH OT BO3pacTa, pacoBOM
NPUHAIIEKHOCTH, TT0JIA FJTH MACCHI TeJla IMalueHTa.

Oonospemennoe npumenerue mowHvlx uneuoumopos CYP3A4/5

OnHOBpEeMEHHOE MPUMEHEHHE aKCUTHMHHOAa ¢ MourHbiMU wuHrHOMTOpamMu CYP3A4/5 moxer
MPUBOANTH K TIOBBIMIEHUIO KOHIIEHTPAIIMN aKCUTHHHOA B TIa3Me KpoBU (cMm. pazaen 4.5). [ns
OJTHOBPEMEHHOTO TIPUMEHEHHUS] PEKOMEHIYETCs IMONOMpaTh albTepHATHBHBIC JIEKapCTBEHHBIC
CpE/CTBa — C OTCYTCTBUEM WIIM MUHHMAJIBHBIM HHTHOHpYyIomuM neiictBrueM Ha CYP3A4/5.
HecmoTtpss Ha TO, 4TO HCCIEAOBaHHS MO KOPPEKUMU [03bl AKCUTUHMOA y MAaIMEHTOB,
NpUHUMAINX MomrHble WHTHOUTOpEl CYP3A4/5, He TnpoBOAMIUCH, TPU HEOOXOIUMOCTH

OTHOBPEMEHHOTO  TNpuMeHeHus:  MomHoro  uHruOmropa CYP3A4/5  pexomeHmyeTcs
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NpUOIU3UTENBHO HATIOJIOBUHY YMEHBIIUTD 103y aKCHTH%ga:(E%%[EJﬁHEMﬁ—SM&' 11'03'*\'/15 ML

2 pa3a B CYTKM CIEAyeT CHU3UTb 1O 2 MI 2 pa3a B CyTKH). {1 KOppeKLHMH HEKOTOPBIX
HEXKEJNATeNbHBIX PEeaKIMid Ha MpHeM Ipernapara MOXET IOTpeOoBaThbCS BpPEMEHHAS WU
IIOCTOSIHHAS OTMEHa akCUTHHUOa (cM. pasaen 4.4). IIpu ormene moraoro uaruouropa CYP3A4/5
CJIelyeT pacCMOTPETh BOIPOC O BO3BPAILEHUHU K 03¢ aKCUTUHHOA, KOTOpas MPUHUMAIACh 10
Hayvaja JiedeHust MoirHbeM HHruouTopom CYP3A4/5 (cm. pasznen 4.5).

Oonospemennoe npumenenue mownvlx unoykmopos CYP3A4/5

OnHOBpEeMEHHOE TPUMEHEHHE aKCHUTHHHOa ¢ MomHbIMH uHAYKTOpamMu CYP3A4/5 moxer
MPUBOJUTH K CHI)KEHUIO KOHIEHTpAllMu aKCUTHHHOA B 1uiasme kpoBu (cMm. pazzen 4.5). s
OJTHOBPEMEHHOTO TPUMEHEHUS PEKOMEHJIyeTCS BBIOMpPATh AJbTEPHATHBHBIC JIEKAPCTBEHHBIC
CpPEJ/ICTBA C OTCYTCTBHEM WJIM MUHHUMAIBHBIM CTUMYJIMpYyrOIUM BiusHrueM Ha CYP3A4/5.
Hecmotps Ha TO, 4YTO HCCIENOBaHHS IO KOPPEKIMH J03bl AKCUTHHHOA Yy TAIMeHTOB,
npuHUMAaIKX MomlHble HHAYKTOpel CYP3A4/5, He mnpoBoawiuch, Npu HEOOXOTUMOCTH
OJTHOBPEMEHHOTO IpuMeHeHus1 MomHoro uHaykropa CYP3A4/5 pexomenayeTcs MOCTETIEHHOE
YBEIMYCHUE JT03bl aKCUTUHNOA. Y CTAaHOBJICHO, YTO MAaKCHMaJbHAs MHIYKIUS MPH TPUMEHEHUN
BBICOKHMX 103 MOIIHbIX HHAYKTOpoB CYP3A4/5 mpoucxoautr B TeueHue | Henenu JeueHUs
UHAYKTOpOM. [Ipy mOBbIIEHUH 03Bl AKCUTHHHUOA CIEIYeT MPOBOAUTH TIIATEIbHBIH KOHTPOJb
COCTOSIHUSI TAIIEHTa Ha TPEAMET BBISBICHUS CHUMIITOMOB TOKCHYHOCTH. J[isi Koppekuuu
HEKOTOPBIX HEXKEJAaTeIbHBIX PEaKIMii Ha MPHEM Ipernapara MOXKET MOTpeOOBaThCS BpEeMEHHAs
WIA TIOCTOSIHHAas OTMEHAa aKCUTHUHHOA W/WIM CHIDKEHHE ero Jo3bl (cM. paznen 4.4). Ilpu
IpeKpalleHnu Tepanuu MouHbIM HHIYKTopoM CYP3A4/5 cnenyer HemeIIeHHO BEPHYTHCS K
J103€ aKCUTUHHOA, KOTOopasi IPUHUMAJIAch 10 Havaja JedeHus MoIHbIM HHIykTopoM CYP3A4/5
(cm. paznen 4.5).

Oco0bIe I'pynnbl DaMCHTOB

Tlayuenmul noscunoco 6ospacma

Koppekiuu 10361 ipenapara He Tpedyercs (cM. pa3aens 4.4 u 5.2).

llayuenmul ¢ napywenuem ynKyuu novex

Koppekuuu 10361 penapara He Tpedyercs (cM. pazaen 5.2). [IpakTuuecku OTCyTCTBYIOT JaHHBIC
O JICYCHUI0 aKCUTUHUOOM TAIMEHTOB C KIIMPEHCOM KpeaTuHuHa < 15 mu/MuH.

llayuenmul ¢ napywenuem ynkyuu nevenu

[Ipy Ha3zHaueHWW aKCUTUHHOA TAIMEHTaM C MEYEHOYHOW HEJOCTAaTOYHOCTHIO JIETKOW CTENEH!
(xmacc A mo Yaitna-I1s10) KOppeKIuu 10361 Mpenaparta He Tpedyercsa. PekoMeHayeTcs CHU3UTh
03y aKCUTHHHOA TpU HA3HAYCHHWH Mpernapara MalHeHTaM ¢ MEYeHOYHOH HeIOCTaTOYHOCTHIO
cpenHelt creneHu TsbkecTd (kinacce B mo Yaitna-IIsio) [Hampumep, HayalbHYIO 103y ClEAyeT

CHU3UTh ¢ 5 Mr 2 pa3a B CyTKH 110 2 Mr 2 pa3a B cyTku|. VMccrenoBanus mo mpuMEHEHHIO
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Yaiina-I1p10) HE TPOBOAMINCH, TO3TOMY MpENapar He CIEAYET PUMEHATh Y JaHHOW KaTeropuu
ManrueHToB (cM. pazzaeinsl 4.4 u 5.2).

€T’
be3onacHocTh 1 3 dekTuBHOCTD Tpenapata AKCUTHHHUO y JA€TeH W MOAPOCTKOB Miaame 18 jet
HE YCTaHOBJIEHBI. JlaHHbBIE OTCYTCTBYIOT.

Cnooco0 npuMeHeHus

AxcutrHHO TperHa3Ha4YeH sl epopaibHOro npruema. TabineTku ciieayeT IpUHUMATh BHYTPB,
2 pa3a B CyTKH, C HHTEPBAJIOM MEXAY IPUEMaMH MPUOIU3UTENbHO 12 4acoB, BHE 3aBHCUMOCTH
OT npuemMa nuiu (cM. paszaen 5.2). TabnaeTku cieayeT nporiaThiBaTh IETUKOM, 3alIUBasi CTAKAHOM

BOJBI.

4.3. IIpoTHUBONOKA3AHHS
FI/IHGPLIYBCTBI/ITGJIBHOCTI) K aKCI/ITI/IHI/I6y HiIn K JIIO6OMy U3 BCIIOMOIaT€iIbHBIX BEIICCTB,

IIEPEYUCIICHHBIX B pa3zaene 6.1.

4.4. OcoOble yKkazaHus U MepPbl NPeIOCTOPOKHOCTH NPH NPUMEHEHUH

MOHUTOPHHT crielUPUUYSCKHUX SIBIICHUH, CBA3aHHBIX C 0€30MaCHOCTHIO, JIOJKCH TPOU3BOIUTHCS
0 Ha4daj1a Tepalinur, a TaKKC ICPUOJUYCCKHU BO BPEMA JICUCHUA aKCI/ITI/IHI/I6OM B COOTBETCTBUH C
MPUBCACHHBIMH HUXXEC PCKOMCHAAIUSAMU.

CepaeyHas HEIOCTaTOYHOCTh

B knmHMYeckux MccieoBaHUsAX MPUMEHEHHs akcUTUHUOA B NeueHuu manueHToB ¢ [IKP Obun
3apETUCTPUPOBAHBI  CIydyad CEPACYHOM HENOCTATOYHOCTH (B TOM YHCIE CEepACHYHOU
HEJIOCTaTOYHOCTH,  XPOHUYECKOM  CEpAECYHOM  HEJAOCTATOYHOCTH,  CEPACHYHO-JIETOYHOMN
HEJOCTAaTOYHOCTH, NUCHYHKIMHU JIEBOTO KeNMylouka, CiIy4dau CHIDKEHUs (pakiuu BbIOpoca
JIEBOTO KETyJ04YKa U HEIOCTATOYHOCTH MPABOTO JKeTy10uka) (cM. pazzaen 4.8).

CuMnToMBl ¥ TPHU3HAKK CEPACYHOM HEAOCTATOYHOCTH HEOOXOJMMO KOHTPOJIMPOBATh Ha
MPOTSDKEHUHM BCETO TEPHOJia JICUCHHUs] aKCUTUHUOOM. JleueHue cepeyHOl HEeIOCTATOYHOCTH
MO>KET MOTPEOOBATh BPEMEHHOTO WJIM TIOJIHOTO TIPEKPAIICHHS TePANTUU W/UITH YMEHBIIICHHS 10361
aKCUTUHUOA.

ApTepuanbHas THISPTCH3NS

B ximHMYeCKUX MCCIeI0BaHUSAX MPUMEHEHUS aKCUTHHNOA B JedeHuH manueHToB ¢ [IKP ouens
4acTO PErUCTPUPOBATUCH CITyyau apTepHalbHOM runepreH3uu (cm. paszaen 4.8).
B xoHTpONIMpyeMOM KIMHUYECKOM HCCIIEIOBAHUN MEIMaHa BPEMEHU J0 Pa3BUTHSI apTEpUATbHON

THUIICPTCH3UU (CI/ICTOJ'II/I‘ICCKOC ApTCPHUAIBHOC HOABJICHUC >150 MM PT.CT. WJIX JUACTOJIUYCCKOC
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AKCUTHMHUOOM, a TIOBBIIICHHE apTEPHAIBLHOIO JaBJIeHUs HAOMI0NAN0OCh yxe uepe3 4 THs 1mocie
Hayaya Tepaniy aKCUTHHHOOM.

[lepen HavaaoM TepanmuM aKCUTMHUOOM HEOOXOOMMO TIIATEIBHO OTKOPPEKTHPOBATH
aprepuanbHoe JaBieHue. Heo0XoanMo KOHTPOJIMpPOBaTh COCTOSIHME NAIllMEHTOB Ha MPEAMET
pasBUTHS apTEPUANBHOM TUIEPTEH3UHM W TPH HEOOXOIUMOCTH MPOBOJIUTH CTaHIAPTHYIO
AQHTUTUIIEPTEH3UBHYIO Tepanuio. B ciaydae pa3BUTUS CTOMKOW apTEepUalbHOM I'MIIEPTEH3UH, HE
NOJAOLIEHCA aHTUTUIEPTEH3UBHOM Tepanmuu, 103y aKcuTHHMOa cieayer CcHu3uTh. Ilpu
pPa3sBUTHUU TSDKEJION apTEPUAIbHOM THUIIEPTEH3UMM Yy IIallUEHTOB PEKOMEHIYETCS BPEMEHHO
IIPEKPATUTh TEPAIIMI0 aKCUTHUHUOOM [0 CTAOWJIM3AallUM apTepUabHOIO JAaBJICHHUS, IOCIE YEro
TEpanui0 aKCUTUHUOOM MO>KHO BO30OHOBHTH C Ha3HAYCHHEM IIperapara B Oosiee HHU3KOH J03€.
[Tpu mpekpaliieHuy npuemMa akCUTHHHOA HEOOXOJUMO KOHTPOJIMPOBATH COCTOSIHUE MAllMEHTOB,
[OJIyYalOIMX AHTUTHUIIEPTEH3UBHBIE IIpenapaTbl, Ha NPEIMET pa3BUTHS apTEpUATIbHOU
runoTeH3uu (cM. pazzaen 4.2).

IIpu pa3BUTUM TSKEIION WU CTOMKOW apTepUaibHOM IMIIEPTEH3UU U CUMIITOMOB, XapaKTEPHBIX
UIsi  cuHApoMma oOpatumoil 3amueit neiikosHuedanomatuu (CO3JI) (cm. Huke), ciexyer
paccMOTpeTh BOMPOC O MPOBEAECHUHU JIMArHOCTUYECKOH MAarHUTHO-PE30HAHCHON ToMorpadpuu
(MPT) ronosHoro mo3ra.

JlncYHKIMS IMUTOBUIHOM JKEIE3bI

B knmHUYecKUX MCCIeNOBaHUAX MPUMEHEHHUS aKCUTUHHOA B NeueHuu nanueHToB ¢ [IKP 6pimn
3aperuCTPUPOBAHBI CIyyau Pa3BUTHUS TMIIOTHUPEO3a U, B MEHBIIEH CTENEeHH, TUIIePTUpeo3a (CM.
pasnen 4.8).

I[O Haydajia TCparunu aKCI/ITI/IHI/I6OM, a TaKXKC MEPHUOANYICCKHU BO BPEMA JICUCHUA PECKOMCHAYCTCS
MPOBOANWTH HCCIeAOBaHWE (YHKIMM IIUTOBUAHOM skene3bl. Koppekiuus rumotupeosa u
TUIEPTUPEO3a I0JKHA IPOBOIUTHCS B COOTBETCTBHH CO CTAaHAAPTAMH MEIUIIMHCKON TOMOIITH ISt
NOJJIEpKaHUSI HOPMAJIbHOM (YHKIIMM HTUTOBUTHON KeJe3bl.

AprepuanbsHas TpoMO0IMOOINS

B kIMHHMYECKMX HCCIIEOBaHUSX AKCHUTUHUOA OTMEUANNCh CIydal pa3BUTUS apTepHalIbHOU
TpoMO0OMOOIMK (B TOM 4YHCIE TPAH3UTOPHOW HIIEMHUYECKOW aTaku, MH(papKTa MUOKap/a,
OCTPOTO HapyUIEHHs] MO3TOBOI0 KPOBOOOpAIIEHUSI M OKKJIFO3UHM apTepUU CeTYaTKH) (CM. pas3jaen
4.8).

Crenyer ¢ OCTOPOXKHOCTBIO MIPUMEHATh AKCUTHHUO y MAIMEHTOB C (hakTOpaMH PUCKA pa3BUTHUS
JTAHHBIX SBJICHUI WM UMEIOIIUX M0JI00HBIE 3MH30/bl B aHaMHe3e. MccnenoBanus npuMeHeHus
aKCUTUHUOA y NAIIMEHTOB, IEPEHECIINX apTepHAIbHYI0 TPOMO03MO0IIHIO B peAlIecTByomme 12

MECALICB, HC IIPOBOJUIINUCE.
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BenosHaas TpoM003MO0aHsT

B KIMHHMYECKUX HCCIENOBAHUSAX AKCUTUHHOA PErMCTPHPOBAIUCH CIy4ad Pa3BHTHUS BEHO3HOM
TpoMO0OMOOIHNH (B TOM YHCIIe TPOMOOIMOOINH JETOYHON apTepuH, TpomOo3a riryOOKUX BEH U
OKKJTFO3UH/TPpOMOO03a BEH ceT4yaTkun) (cM. pasaen 4.8).

Crnemyer ¢ OCTOPOXKHOCTHIO MIPUMEHSTh AKCUTHHUO y TIAIIMEHTOB ¢ (hakTOpamMH PHUCKa pa3BUTHUS
JIAHHBIX SIBJICHUI WM UMCIOLIMX MMOJO00HBIC AMHM30/1bl B aHaMHe3e. McciieoBaHus TPUMEHEHUSI
AKCUTUHUOA y TAIMEeHTOB, MEPEHECIIUX BEHO3HYI0 TPOMOOIMOOJIHMIO B MPEAIISCTBYIOMHE 6
MECSIIIEB, HE TPOBOIUIIHCE.

O1eHKa YpOBHS reMOIJIOOMHA WX réMaToKpuTa

Ha ¢one Tepanuu akCHTHHHOOM MOKET MOBBIIIATHCS YPOBEHb T'€MOTIIOONHA UM T€MaTOKPHUTA,
YTO CBHJICTENILCTBYET 00 YBETUUCHUU MACCHI SPUTPOLUTOB (CM. pazzaein 4.8). YBeandueHne Macchol
SPUTPOLIUTOB MOKET CIOCOOCTBOBATH IOBBIIICHUIO PHUCKA PA3BUTUS TPOMOOIMOOIHMYECKHX
OCJIOKHEHUH.

Pexkomenyercss mpoBOUTH MOHUTOPHHI YPOBHSI T€MOTJIOOMHA WJIM T€MAaTOKpPHTa 10 Hadaia
JICYCHHMSI, a TAK)KE MEPHOAMYECKH B MPOLIECCE JICUCHUsI aKCUTUHHOOM. [Ipy MOBBIIIEHNH YPOBHS
reMOIJIOOMHA I TeMaTOKPUTA BBIILE HOPMBI CIIEYET MIPOBECTH KOPPEKIUIO, HAPABICHHYIO Ha
CHI)KCHHME TeMOrJo0MHAa WJIM TeMaTOKpUTa [0 MPUEMJIEMOrO0 YPOBHS B COOTBETCTBUU CO
CTaHJAPTHOW MEIULMHCKOW IPAKTUKOM.

KpoBoTeuenus

B xnmHMYecKHX ncciae1oBaHUsX akCUTUHINOA HAaOII0JalIiCh ClTydan pa3BUTHS KPOBOTECUECHUM (CM.
pazzaen 4.8).

I/ICCJ'IGI[OBaHI/ISI IMPUMCHCHU A akcuTHHNOA Y HanMEHTOB C IIpHU3HAKaAMKU MCTACTATHUYCCKOI'O
MOpaKEHMsI TOJIOBHOTO MO3Ta, 10 TOBOAY KOTOPOTO HE OCYIIECTBIISIIOCH COOTBETCTBYIOIIETO
JIeYeHUs1, He POBOJIMIIHCH, B CBS3H C YEM HE CJIelyeT IPUMEHATh aKCUTHHHUO Y TaHHOW KaTeropuun
MAIUEHTOB.

I/ICCJ'IGI[OBaHI/ISI IMPUMCHCHU A akcuTHHNOAa Y NanoyveHTOB, HCAABHO IMCPCHECIINX KCEITYAOYHO-
KHIICYHOC KPOBOTCYCHHEC, HC ITPOBOJUIIUCEH, B CBA3M C UCM HE CICAYCT NPUMCHATH aKCUTHUHUO y
JTAHHOW KaTeropuu MarueHToB. Eciau kpoBoTeueHue TpeOyeT oKkazaHus MEAUIIMHCKONW TTOMOIIIH,
ClelyeT BpEMEHHO MPEKPATUTh IPUEM aKCUTUHHUOA.

AH@BDI/ISMBI " pacCIOCHUA apTepnﬁ

[TpuMeHeHre HHTHOUTOPOB COCYAMCTOrO SHA0TEMHANBHOTO (hakTopa pocta (VEGF) y nanuenTos
C TUTIEPTEH3HUEH Wi 0e3 Hee MOKET CITOCOOCTBOBATh 00pa30BaHUIO AHEBPHU3M H/HITU PACCIOSHUS
aprepuii. Jlo Havanma nedeHus mpemapaToM AKCUTHHUO, HEOOXOJUMO TIIATEIHHO OILICHUTH
BO3MO’KHBIE PHCKH Yy MTAIIHCHTOB, UMEIONIMX Takue (PaKTOPBI pUCKA KaK TUTICPTEH3HS WITH HAJTHINE

AHCBPHU3MbI B aHAMHCE3C.
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[Nepdoparmst xenynouno-kuiregyaoro tpakrta OKKT) n d@d&g};ﬁ%ﬂfé %EI/IEE&I:H OCThb 0001)

B KJIMHUYECKHX HMCCIETOBAHUAX AKCUTHHHOA cOOOMIamoch O ciyyasx pa3BUTHS mepdopainuu
KKT u obpazoBanus cuiieit (cM. pazaen 4.8).

Ha mporsokeHMM Bcero Kypca JIeYeHHS AKCUTHHHOOM — HEOOXOJMMO — OCYIIECTBIISITH
NEepUOANYECKUI MOHHTOPHHI Ha MpeAMET KIMHHYeckux mpossieHus nepdoparuu KKT u
00pa3oBaHus CBUILEH.

OcJ10’KHEHUS IPU 3aKUBIEHUU PaH

OdunuanbHble  UCCIENOBAaHMS BIMSHUSA aKCUTUHMOA Ha IIpOLEecC 3aXHUBICHHUS paH He
IPOBOJIMIINCK.

JleueHne akCUTUHUOOM JOJDKHO OBITH MPEKPAIIeHO KaK MUHUMYM 3a 24 dYaca 10 MpOBEACHUS
IUIAHOBOT'O ONEPaTUBHOIO BMELIATENbCTBA. Pelienne o BO300HOBIEHUH TEPANIUK AKCUTUHUOOM B
IIOCTOIIEPALIMOHHBIM MEepPHOJ] JOKHO OCHOBBIBATbCA Ha pE3ysbTaTaX KIMHUYECKOM OLIEHKU
TEYEHUs] paHEBOI'0 IpoLiecca.

CunapoM obparumoit 3anaeit aeiikodnuedanonaruu (CO3J)

B xnuHMYecKkux HMCCIeNOBaHUSIX aKCUTHHUOa coobmanock o ciydasx passutus CO3JI (cm.
paznen 4.8).

CO3JI mpexncraBisier cob0il HEBPOJOTHMUECKOE PacCTPOMCTBO, KOTOPOE MOXKET HPOSBISATHCA
TOJIOBHOW OOJIBIO, CYAOpOTaMH, BSUIOCTBIO, CIYTAaHHOCTBIO CO3HAHUS, CJIEMOTOH W JAPYTHMHU
3pUTENBPHBIMH M HEBPOJOTHYECKUMH HapymieHHsAMHU. lIpu 3TOM BO3MOXKHO TOBBIIICHHE
apTepUaNIbHOTO JaBJICHUs OT JIETKOH /10 Tshkeno creneHu. st moareepxaeHus nuarnosa CO3J1
HE00X0IMMO TPOBEIEHNE MarHUTHO-PE30HAHCHOW Tomorpaduu. Y NalMEeHTOB C CUMITOMAaMHU
CO3JI HeoO0XOAMMO BPEMEHHO IpepBaTh WM IOJTHOCTBIO MPEKPAaTUTh NpPUEM aKCUTHHHOA.
JanHblx 0 06e30macHOCTH BO30OHOBJIEHHS TEpalUM aKCUTUHHOOM Yy TAIMEeHTOB, paHee
neperecmmx CO3JI, Her.

IIporennypus

B xIMHUYECKHX MCCIeNOBAHUAX aKCUTHHNOA COOOINANIOCh O CIyYasx pa3BUTHS MPOTEUHYPHH, B
ToM urciie 3 u 4 cTeneHu TskecTu (cM. pasnaen 4.8).

Pexkomennyercss mpoBoAuTh OOCIEOBaHHWE Ha HalWUYMe NPOTEMHYPHHM A0 Hayala Teparnuu
aKCUTMHUOOM, a TaKKe MEpUOJMYECKH B Ipolecce jiedeHus. llpu pa3BUTHH NPOTEHHYpPUH
CpeIHEe! WU TSDKEIION CTeTIeHN He0OX0AUMO CHU3HTH J03y aKCUTHHHOA WIIH BPEMEHHO MPEPBaTh
nedeHue (cM. pazznen 4.2). Ilpuem axcuTuHHOA CclieyeT NpeKpaTUTh, €CIAM y MalheHTa
HaOJro1aeTcst pa3BUTHE HEPPOTOKCUUECKOTO CUHAPOMA.

HexenatenbHble peakIIuM CO CTOPOHBI IEYSHHU

B KOHTPOJIUPYEMOM KIMHUYCCKOM HCCIICAOBAHUN TIPHUMCHCHUS akcUTUHNOA B JIEYECHHUU

naiueHToB ¢ [IKP Opumm 3apeructpupoBaHbl ciiydan Pa3BUTHUS HEXKENATEIbHBIX PEakluil co
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inoc OB LA HOCTER O001]
CTOpOHHI neueHu. Hambomee pacpocTpaHeHHBIC Hemenﬂenm;lﬁélpegimrpﬁf%'ﬁop%ﬁm 'rre111'eH1/1

BKJIFOYAJIU MIOBBILLICHHE AKTUBHOCTH aJlaHUHAMHUHOTpaHchepasbl (AJIT),
acmapraramuHoTpancdepasbl (ACT) u ypoBHs OmnupyouHa B KpoBu (cM. pazzaen 4.8), npu 3ToM
OJIHOBPEMEHHOT0 TOBBIIICeHUsI akTHBHOCTH AJIT (Gosee yeM B 3 pa3a OTHOCHTEIIBHO BEpXHEH
rpaauiel HopMmbl (BI'H)) u ypoBHs OwimmpyOuna (6osee yem B 2 pasza otHocutenbHo BI'H)
OTMEYEHO He ObLIO.

B xnmHMYECKOM HCCIEeOBaHUU MO MOA00pY J03bl y | mammeHTa, MOTy4aBLIETO aKCUTUHUO B
HavyaJlbHOUW 03¢ 20 Mr JBaXkabl B CYTKH (B J03¢ B 4 pa3a MpeBBIIIAIONIEH PEKOMEHIYEMYHO
Ha4YaJIbHYIO J103Y), OTMEUYAIOCh OJHOBpeMeHHOE noBbIeHre akTuBHOCTH AJIT (B 12 pa3 > BI'H)
U ypoBHs OmnmpyOuna (B 2,3 pasa > BI'H), paciieHeHHOe Kak MpOsIBICHHE JIEKApCTBEHHOMN
renaToTOKCUYHOCTH.

Jlo Havana Tepamuu aKCUTHUHUOOM M MEPUOJUYECKH B TPOIECCE JICUCHUS PEKOMEHIYyeTcs
MPOBOAMTD UCCIIETOBAHUS (PYHKIIMH ITEYCHH.

HaDVIHCHI/Ie d)VHKIII/II/I IISCUYCHU

B xnmunnuecknx HCCIICIOBAHUAX IPUMCHCHUA aKCI/ITI/IHI/I6a CHUCTECMHAaA 3KCIIO3NI U aKCUTHHHOA y
NAIMEHTOB C TICUYCHOYHON HEI0CTATOYHOCTBIO cpemHer crenenu (kimacc B mo Yaitng-IIbro)
IPUMEPHO B 2 pa3a MpeBbIlliaia TAKOBYIO Y YUACTHUKOB HCCIICIOBAHUS C HOPMAIBHOU (DyHKITHEH
nedyeHu. [Ipy Ha3HaAUYeHUM aKCUTMHUOA MALMEHTaM C MEYEHOYHOM HEJAOCTAaTOYHOCTBIO CpEeIHEn
creniern (kiacc B mo Yaiina-ITet0) pekoMeHIyeTcs CHUKATh 103y aKCUTUHUOA (CM. pasnen 4.2).
[IpumeHeHrne aKCUTHHUOA y TAIMEHTOB C MEYEHOYHON HEeIOCTATOYHOCTBIO TSKENOW CTereHU
(xmacc C mo Yaitna-I1st0) He U3yyanock, MOATOMY Mpenapar He CleAyeT MPUMEHSTh y JTaHHOM
KaTCropru nanucHTOB.

JInia moxxmitoro Bo3pacra (> 65 jer) u pacoBas MPUHAUICKHOCTD

B koHTponMpyeMOM KIMHMYECKOM HCCIEIOBAaHMM NPUMEHEHUs AaKCUTHHHOAa B JIEYEHUU
nanvenToB ¢ [IKP 34 % mnamueHToB, mosydaBIIMX aKCUTHMHUO, ObTM B BO3pacte > 65 jerT.
BOnbIIMHCTBO TMAlMEHTOB  SIBJSUTMCH  NIpeAcTaBuTeNsIMU  eBporneouanon (77 %) wumm
MOHTOJOoNIHON packl (21 %). HecMoTpst Ha TO, YTO UCKITIOYUTH OOJIBIIYIO YYBCTBUTEIBHOCTH K
Pa3sBUTHIO HEXKENATENbHBIX pEaKkIUil y HEKOTOpPBIX MAI[MeHTOB IMOXKWJIOTO BO3pacTta u
IpeJCTaBUTENIel MOHTOJIOMTHOM pachl HE TMpPeJCTaBlseTCs] BO3MOXHBIM, B II€JIOM, HE
HAOJI0/1AI0Ch 3HAYMMBIX pa3ivuuil 1Mo 0e30macHOCTH U 3(PPEKTUBHOCTH aKCUTHHHOA MEXIy
nanueHTaMu B Bo3pacTe > 65 jeT U manuMeHTaMu 0oJsiee MOJIOJOT0 BO3pacTa, a TakkKe MEexXay
IPEJICTaBUTENISIMU €BPOTIEOHTHON U IPYTHX pac.

Koppekuu 103pl mpenapata B 3aBHCHUMOCTH OT BO3pacTa IMAIMeHTa WIM pPacoBOM
MIPUHAJI)KHOCTH He TpeOyeTcs (cM. pasnens 4.2 u 5.2).

BcnoMorarensHble BEIECTBA
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[Ipenapar AkcuTuHUO comepkuT JakTo3y. [lanMenTam ¢ %hkvl%i%e i%omyhﬁcge_ﬁgi‘ﬁ'&fﬂoﬁ

HCIICPCHOCUMOCTLIO TaJIaKTO3BbI, HQ(I)I/ILII/ITOM JIaKTa3bl nonapeﬁ WA TIIOKO30-TaJaKTO3HOM

MasibabcopOIHe He ciaeyeT MPUHIUMATh 3TOT Ipernapar.

4.5. B3aumopeiicTBue ¢ APYrHMH JIEKAPCTBEHHBIMH TIpenapaTtaMd W Jpyrue BHIbI
B3aUMO/IeHCTBUSA

JanHbie in VItro yka3pIBalOT Ha TO, YTO aKCUTHHHO METa0OIM3HPYETCs TJIaBHBIM 00pa30M IO
nerictBueM CYP3A4/5 u, B Mennmed crenenn, nox aedicreuem CYP1A2, CYP2C19 u
ypuauaaudocharriarokyponosmirpanchepassl (UGT) 1AL,

Hurnburopst CYP3A4/5

[Tpumenenue kerokoHaszona (MoriHoro uaruouropa CYP3A4/5) B no3e 400 mr 1 pa3 B cyTku B
TeyeHue 7 THEeH y 3/10pOBBIX J1OOPOBOJIBLEB HMPUBOAMIO K YBEIMUYEHHIO CPEIHEro 3HA4YEeHUs
IUTOMIAIM MO KPUBOH «KoHIeHTpamus-Bpems» (AUC) u makcumanbHON KOHIEHTpAIH (Cmax)
aKCUTUHUOA NP €ro 0JIHOKPaTHOM IIpUEME BHYTpPb B 103€¢ 5 M B 2 u 1,5 pa3a, COOTBETCTBEHHO.
OnHOBpeMeHHBIN mpueM akcuTHHHOa ¢ MomHbiIMH HHrHOuTOpammu CYP3A4/5 (mampumep,
KETOKOHA30JI0M, MTPAKOHA30JIOM, KJIAPUTPOMHUIMHOM, SPUTPOMHMLMHOM, AaTa3aHaBUPOM,
UHIMHABUPOM,  He(ha3oJ0HOM,  HeI(pUHABUPOM,  PUTOHABUPOM,  CAKBUHABUPOM U
TEJUTPOMHUIIMHOM) MOXET NPUBOJAUTH K TOBBIIICHUIO KOHIIGHTPAIMM AaKCUTHHHOA B ILIa3Me
KpoBu. ['pelindpyT Takke MOKET MOBBIIIATH KOHIICHTPAIMIO aKCUTUHNOA B TU1a3Me KpoBu. Jlis
OJTHOBPEMEHHOI'0 INPHMEHEHHs] PEKOMEHAYeTCsl BbIOMpAaTh JIEKAPCTBEHHbIE CpPEICTBA C
OTCYTCTBMEM MM MHHHUMalbHbIM MHruOupytommmM BiausHueM Ha CYP3A4/5. ITlpu
HEOOXOJAMMOCTH  OJHOBPEMEHHOTO0  Ha3HadeHuss  MomHoro  uHruouropa CYP3A4/5
PEKOMEHIyeTCsl TPOBECTH KOPPEKITUIO JT03bI aKCUTUHUOA (CM. paznen 4.2).

HNuruduropel CYP1A2 u CYP2C19

Nzodepmentsr CYPLA2 u CYP2C19 B HeznauntensHoOM ctenenu (< 10 %) 3amelicTBOBaHBI B
MeTabonu3smMe akcUTUHHOA. BiusHue MOIIHBIX MHTHOMTOPOB H3TUX H30(DEpPMEHTOB Ha
(apMaKOKMHETHKY aKCUTHHHOA He N3yJanock. Ciemyer coOIoaaTh OCTOPOKHOCTD Y TAllUEHTOB,
NPUHUMAIOIIUX MOIIHBIE MHTHOUTOPBI 3TUX HM30(EPMEHTOB B CBSI3U C PUCKOM MOBBIIICHUS
KOHIICHTPALMU aKCUTUHHOA B IJIa3Me KPOBH.

Nunykropsl CYP3A4/5

[Mpumenenne pudpamnunuaa (MomrHoro wHAyKTopa CYP3A4/5) B no3e 600 mr 1 pa3 B CyTkH B
TedyeHue 9 nHel y 370poBBIX 100pOBOJIBIEB MpUBOAMWIO K cHUkeHUI0 cpeaHeil AUC u Crmax
aKCUTHHUOA TIPU €ro 0OIHOKPATHOM NpHeMe BHYTPb B 103€ 5 Mr Ha 79 % u 71 %, COOTBETCTBEHHO.
OnHOBpeMEHHOE NMPUMEHEHHE aKCUTHHUOA ¢ MomrHbiMHA wHIykTopamMu CYP3A4/5 (mampumep,

pudaMnuIMHOM,  JeKcaMeTa30HOM,  (EHHTOMHOM,  KapOamazenuHoM,  pudadyTuHOM,
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pudanenTuaoM, (peHoOapOuTamIoM W mpenaparamu 33%@565;%'5: 'TDEM&OTH%HIJIbum

perforatum]) MosxeT IPUBOAUTH K CHUKCHUIO KOHIICHTPAIIMKA aKCUTHHKHOA B TU1a3Me KpoBH. J[ist
OJTHOBPEMEHHOTO TPHUMEHEHHs] PEKOMEHAYEeTCS BBIOMpAaTh JIEKAPCTBEHHBIE CPEACTBA C
OTCYTCTBHEM WJIM MHUHUMAJIbHBIM cTUMynupytomuM nerictBueM Ha CYP3A4/5. Tlpu
HEOOXOAMMOCTH OJJHOBPEMEHHOT0 HazHaueHus: MomHoro uuaykropa CYP3A4/5 pekomenayercs
IIPOBECTU KOPPEKLIUIO 103bl aKCUTUHUOA (CM. paznen 4.2).

HccienoBanns ciocOOHOCTH aKCUTHHHOA K MHrHOMpoBaHWi0 U vHaykmuu muroxpoma CYP u

UGT in vitro

Wccnenosanus in Vitr0 mpoaeMOHCTPHPOBAIM, YTO B TEPANCBTUYECKUX KOHIICHTPAIMSIX
akcutnanO He mHrubupyer CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2EL, CYP3A4/5 u
UGT1Al.

HWccnenosanus in VItro mokasaiu, 4TO aKCUTHHHO 00JIaJaeT MOTEHIMAIbHOW CIOCOOHOCTBHIO K
unrubupoBannto CYP1lA2. CrnenoBarenbHO, COBMECTHOE MPUMEHEHHME aKCUTUHUOA C
cyocrparamu CYPL1A2 mMokeT IpuBOIUTH K MOBBIIICHNIO KOHIEHTpanun cyoctpatoB CYP1A2
(Hanpumep, Teo(pUIUIMHA) B IJIa3M€E KPOBHU.

HWccnenosanus in VIitro takxe mpoaeMOHCTPUPOBAIIHN, YTO aKCUTUHUO 00J1aaeT MOTSHIIUATbHOM
crocobHocTei0 Kk uHruOupoBanuto CYP2C8. OnHako COBMECTHBIM MpHEM aKCUTUHHOA ¢
nakiauTakcenoM  (sBistomumcst  cyoctpatom  CYP2C8) He mnpuBOAWSI K MOBBIMICHUIO
KOHIIGHTPAallMM TaKJIWTaKceJa B IUIa3Me KPOBU Yy TMALMEHTOB C PacHpOCTPaHEHHBIMHU
3JI0KaY€CTBEHHBIMH HOBOOOPA30BaHHUSIMM, YTO CBUAETENBCTBYET 00 OTCYTCTBMM KIMHHUYECKU
3Haunmoro uaruduposanus CYP2C8.

B xope riccnenoBanumii in VIitro ¢ KCMosb30BaHUEM T€NATOIUTOB YEJIOBEKA TAK)KE OTMEYAIOCh, YTO
aKCUTUHHO He OKa3biBaeT ctumysupyroiiero Bo3aericteus Ha CYPLAL, CYP1A2 umu CYP3A4/5.
B cBsa3u ¢ »TMM mpeanosaraercs, 4To COBMECTHOE NPUMEHEHHE aKCUTMHHOAa M CyOcTpaToB
CYP1Al, CYP1A2 unu CYP3A4/5 in vivo He mpuBeIeT K CHUKEHUIO KOHIIEHTPAIIUH MOCIECAHNUX
B TJIa3Me KPOBH.

Uccnenosanus ¢ P-roukomporenHoM in Vvitro

HccnenoBanus in Vitro mpoaeMOHCTpUPOBAHM, YTO aKCUTHHUO CHOCOOCH WMHruoupomars P-
IIIMKONpoTenH. TeM He MeHee, 0)KUIAeTCs, YTO B TEPAeBTUYECKUX KOHIIEHTPALUAX aKCUTUHUO
He OyJeT oka3piBaTh HWHrHOUpymomee BiausHUE Ha P-rimkonporenH. B cBsisu ¢ uem
IpeJrnoiaraeTcsa, 4ro OJHOBPEMEHHOE NpPHMEHEHHWE AaKCUTMHUOA He OyJeT NpUBOIUTH K
MOBBIIIEHUIO KOHIEHTPAIMU AUTOKCHHA MM JpyTUX cyOcTpaToB P-rimukomnporenHa B IuiazMe

KpOBH iN Vivo.
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(NOCNEOOBATENEHOCTE 0001)

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JIAKTALMS

bepemeHHOCTB

JlanHple O MPUMEHEHMM AaKCUTHHHOA y OCEpEeMEHHBIX J>KEHIIMH OTCYTCTBYIOT. YUUTHIBAS
dapmakoIoruyeckie CBOWCTBA aKCUTUHUOA, MpermapaT MOXET OKa3blBaTh IOBPEKIAIONIEe
BO3/ICIICTBME Ha IUIOA NpU IpUMEHEHUWH OepeMEeHHON >KeHIIMHOW. B uccienoBaHusx Ha
JKUBOTHBIX OOHApyKE€HA PENpPOAYKTHBHASI TOKCUYHOCTh, B TOM YHUCIIC CIIOCOOHOCThH BBI3BIBATH
MOPOKH pa3Butus moja (cm. paznen 5.3). [Ipenapat AKCUTHHUO HE CIIeyeT MPUMEHSTH BO BpEMsI
OepeMEeHHOCTH, €CIIM TOJBKO KIMHHUYECKOE COCTOSHUE J>KEHIIMHBI He TpedyeT Tepanuu
AKCUTHHHOOM.

JKeHmuHbI, CMOCOOHBIE K JETOPOXKICHHUIO, OJDKHBI HCIOJIh30BAaTh HAJCKHBIE METOIbI
KOHTpAIEIIIMU BO BPEMS TEpAIHH, a TAK)KE B TEUCHHUE | HEAENU MOCe €€ 3aBePIICHMUS.
Jlakranus

CBeneHuss 0 NPOHUKHOBEHHHM AaKCUTHHHMOA B TPYIHOE MOJIOKO YeIOBEeKa OTCYTCTBYIOT. He
UCKITIOYCH PHCK JJIT HOBOPOXKIEHHBIX neTer. [Ipernapar AKCUTUHUO HE ClieyeT NMPUMEHSTH B
MepHoJI TPYJHOTO BCKApMJITUBAHMUSL.

DepTUabHOCTH

CormacHo pe3yjibTaTaM IMPOBCACHHBIX HNOKIMHUYCCKHUX HCCHC,Z[OBaHHI;'I, aKCUTHHHO CII0COOEH

HapylLaTh peIpoAyKTUBHYIO (PYHKIUIO U GEPTUIILHOCTD Yy JII0EH (cM. paznen 5.3).

4.7. BiusiHHe HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMHM M PpadoTaTrh C
MeXaHHU3MaMH

[Ipenmapar AKCUTHMHHO OKa3bIBAa€T HECYILIECTBEHHOE BIIMSHHUE Ha CIOCOOHOCTH YHPAaBIATh
TPaHCIIOPTHBIMU CPEJCTBAMH U paboTaTh ¢ MexaHu3MamH. [lalneHToB cieayer npeaynpeauTs O
BO3MOYKHOCTH Pa3BUTHS BO BpeMs JICUEHUS] aKCUTHHUOOM HEKOTOPBIX HEXeNaTeIbHbIX SBICHHM,

H, B YaCTHOCTHU, T'OJIOBOKPYKCHUA U/AIH YCTAJIOCTH.

4.8. HexkesaTelbHbIe peakiuu

Pesrome npoduiist OesonacHoCTH

Crnenyromue pHUCKH, a TaKKe Mepbl, HEOOXOIUMBbIE MM HMX KOHTPOIsA, Oolee MOAPOOHO
paccmaTpuBaloOTCs B pasnene 4.4: cepiedHas HEJIOCTaTOYHOCTh, apTepUalbHas TUIEPTEH3US,
TUCHYHKITUS IATOBUIHON KEJe3bl, apTepruaabHas TpoMOOIMOO0HsI, BEHO3HAsT TPOMO0IMOOIHS,
MOBBIIIICHHE YpPOBHS TeMOTJOOMHA WM TeMaToKpuTa, KpoBoreueHus, nepdoparus KKT u
oOpa3oBaHue CBHUIIEH, OCIIOKHEHUS TIpH 3akuBieHnu paH, CO3JI, nmporenHypus U MOBLIIICHUE
AKTUBHOCTH ITEYCHOYHBIX ()EPMEHTOB.

Haubonee gacteivu (> 20 %) HexenaTeIbHbIMUA PEAKIMUSIMH, HAOTIOAABIIMMUCS TIPH JICUEHUU
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inoc OB A HOC TR O001]
AKCUTHHUOOM, OBLIH Thapesi, apTepHalibHas THUI ememngl, VTOMC’IBE@E%@HII@MH@ ura,

TOIIHOTA, CHW)KCHHE  Macchl  Tena, JUChOHUS, CHHAPOM  JIQJOHHO-TIOJONIBEHHOM
SPUTPOAN3ECTE3UH (J1aJJOHHO-TIOJIOIIBEHHBIM CHHIPOM), KPOBOTEUEHHUE, TUIIOTHUPEO3, PBOTA,
MIPOTEUHYPUS, KALLEIb U 3aI10P.

TabanuHoe pE3I0OME HEKENATEILHBIX PeaKIIUH

B tabmuue 1 mpencraBieHbl HEXeENAaTEIbHBIE pPEaKLUHU, 3apErUCTPUPOBAHHBIC Yy IALUEHTOB,
MOJTy4YaBIIUX aKCUTUHUO B KIIMHUYECKUX nccienoBanusx jgeuenus [IKP (o0bennHeHHbIC TaHHBIS
o 672 nanmentam) (cM. pasaen 5.1). Takxke BKIIOUCHBI HEXXeNATEIbHbIC PEaKIUH, BHISIBICHHbBIC
B XOJI€ MOCTPErUCTPAIMOHHBIX KIMHUYECKUX HUCCIIETOBAHUM.

HexenarenbHble peakiuu CHCTEMATU3UPOBAaHbl II0 CHCTEMHO-OPTaHHBIM KjlaccaM, YacToTe
pPa3BUTUSL M CTENEHMU TsbKeCTH. YacToTa MOOOYHBIX peakUuil MpHUBEIEHA B BUJE CIEIYIOIIEH
rpaganuu: ouensv yacmo (> 1/10); wacmo (> 1/100 no < 1/10); neuacmo (= 1/1000 go < 1/100);
peoko (> 1/10 000 mo < 1/1000); ouensv peoko (< 1/10 000); vacmoma neuzéecmua (He MOKET
OBITH OIlCHEHA Ha OCHOBE MMCIOIIMXCS NaHHBIX). MMmerommascs 6a3a JaHHBIX 10 0€30MacHOCTH
AKCUTUMHUOA CIMILKOM MaJla il BBISIBJICHUS PEAKUX U OUYEHb PEIKUX HEKEIATEeIbHBIX PEaKIIUM.
Kareropun 4acTtoTsl pa3BUTHS HEXKENATEIbHBIX PEAKIUl yCTaHABIUBAINCH HA OCHOBAaHUU
a0CONIOTHBIX 3HAYEHUH 4YacTOT OOBEAMHEHHBIX [aHHBIX KJIMHUYECKUX HCCleqoBaHuii. B
npejenax Kakiaoro Kjiacca CUCTEM OpPIaHOB HEXKeEJlaTeNlbHbIE PEAKIMH, PErMCTPUPOBABLINECS C
OJIMHAKOBOM YaCTOTOM, pacIioyiaratoTcsi B MOPsIIKE yObIBaHUS CTEIICHH UX CEPbE3HOCTH.
Tabauna 1. HeskesaTeJpHble peakiHH, 3aperucTpupoBaHHbie B ucciaegopanusx IIKP y

NANHEHTOB, MOJYy4YaBIINX aKCHTHHUO (N = 672)

Kaacc cucrem | Karteropusi | He:xxesnaresbHble Bce Crenenb | CTenenb
OpraHoB 4acToThl | peakuun? cremne 3P 4P
HuP % %
%
Hapymenus co | Yacro Anemust 6,3 1,2 0,4
CTOPOHBI KpOBM 1 TpomboruroneHus 1,6 0,1 0
auMbpaTHIecKoi
b IMomumuremus® 15 0,1 0
CHCTEMBI
Heuacto Helitponenus 0,3 0,1 0
Jlelikonenns 0,4 0 0
OHJIOKPUHHBIE OueHb ['umotupeos® 24,6 0,3 0
HapyIICHHS 4acTo
Yacro ['unepTrpeos® 1,6 0,1 0,1
Hapymienus OueHb CHIDKEHUE allleTUTa 39,0 3,6 0,3
MeTadoInu3Ma M | 9acTo
[IUTAHUS
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Yacro JleruapaTanys s Ao s . i il el 0
[M'unepkanuemust 2,7 1,2 0,1
['unepxanbpIpeMust 2,2 0,1 0,3
Hapymenus co | Ouenn I'osoBHas 00JIb 16,2 0,7 0
CTOPOHBI HEPBHOM | YacTo
CHCTEMbI Jlucres3us 11,5 0 0
Yacrto ['onoBokpyskeHHe 9,1 0,6 0
Heuacrto Cunapom oOpaTUMOU 3amHen 0,3 0,1 0
neiikodHIedanonaTun®
Hapymenus co | Yacro lym B ymax 3,1 0 0
CTOPOHBI ~ OpraHa
ciyxa U Ja0upuHTa
Hapymenus co | Yacro Cepneunas 1,8 0,3 0,7
CTOPOHBI Cep/ia HemocTatogHoCTES !
Hapymenus co | Ouenn AprepuasbHas TUIepTeH3us’ 51,2 22,0 1,0
CTOPOHBI COCYJIOB 4acTo KpOBOTe‘IeHI/IeC’d’h 25,7 3,0 1,0
Yacto SIBnenust BEHO3HOH 2,8 0,9 1,2
TpoMGodMG0HH®Y)
SIBnenus apTepuaIbHOMN 2,8 1,2 1,3
TpoMGodMG0HH®Y)
Yacrora AHeBpu3Ma M  paccioeHue - - -
HensBecTHa | aprepuii’
Hapyuienus co | Ouenn I[chHoad 17,1 3,6 0,6
CTOPOHBI 4acTo
IBIXaTeIbHON Kamenn 20,4 0,6 0
CUCTEMbI, OpraHOB
IPYJHOH KIETKH u Huchonus 32,7 0 0,1
CPEAOCTEHIA Yacro Bonb B pororioTke 7,4 0 0
Kenynouno- Ouenn Huapes 55,4 10,1 0,1
KHIIIEYHEBIE JacTo PBora 23,7 2,7 0,1
HapYIICHUS TomHOTA 33,0 2,2 0,1
bomb B sxuBOTE 14,7 2,5 0,3
3amop 20,2 1,0 0
Cromatur 15,5 1,8 0
Jucnencus 11,2 0,1 0
Yacro Boub B BepxHe yactu s)xuBoTa | 9,4 0,9 0
Merteopuszm 45 0 0
["emoppoit 3,3 0 0
I'mocconunus 2,8 0 0
[Tepdoparnms KKT u 19 0,9 0,3
obpazoBaHue cBumei*
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Hapymenus co | Yacro TunepGumpy6unemits - — = - 43 ="ETe T "= iV D
CTOPOHBI TICYCHH H
JKETYEBBIBOIAIIINX
nyTen
Xomeuuctut" 1,0 0,6 0,1
Hapymenus co | Ouenn Cunapom nmagoHHo- | 32,1 7,6 0
CTOPOHBI KOXH H | 4acTo [IOIOMIBEHHON
MMOJIKOXHBIX TKaHEN SpUTPOU3ECTe3nn (JIAJOHHO-
MOJIOLIBEHHBIA CUHIPOM)
ChlIIb 14,3 0,1 0
Cyxas Koxa 10,1 0,1 0
Yacto 3yn 6,0 0 0
Opurema 3,7 0 0
Anonenus 5,7 0 0
Hapyuienus co | Ouenn Aptpanrus 17,7 1,9 0,3
CTOPOHBI 4acTo
MBIIICYHOM,
CKeJIeTHOIM " boib B KOHEYHOCTH 14,1 1,0 0,3
COCJIMHUTEIbHOMN
TKaHU
Yacro Muanrus 8,2 0,6 0,1
Hapymenus co | Ouenn [porennypus’ 21,1 4.8 0,1
CTOPOHBI TIOYEK H | 4acTO
MOYEBBIBOIAIINX
nyTen
Yacto IToyeyHast HELOCTATOYHOCTH™ 1,6 0,9 0,1
O6mue Hapymenus | OueHb [ToBbIIEHHAS YTOMIISIEMOCTh 451 10,6 0,3
U pPEaKkIiiu B MECTE | 4acTo
BBEJICHUS Acrenns® 13,8 2,8 0,3
Bocmnanenue cimsucront | 13,7 1,0 0
00051049k
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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Jlabopatopubie  u | OueHb CHuXeHHUE Beca i 740
WHCTPYMEHTAIIBHBIC | 4acTO
JIAaHHEBIE
Yacrto [ToBrliieHNE AKTUBHOCTH 3,7 0,7 0,7
JIATIa3bI
[ToBrliieHNE AKTUBHOCTH 6,5 1,2 0
aIaHUHaAMUHOTpaHchepassl
[ToBrImIeHNE AKTUBHOCTH 3,4 0,6 0,4
aMMJIa3bI
INoBbIIEHNE AKTUBHOCTU 6,1 1,0 0
acrapraTaMUHOTpaHCc(epasbl
[NoBbIIEHNE AKTUBHOCTU 4.8 0,3 0
niesI09HoM Gocdarazbl
INoBbIIEHNE YPOBHS 5,7 0,4 0
KpeaTHHHHA
[ToBwimenHwe ypoBHs | 7,9 0 0
THPEOTPOITHOTO rOpMOHA
(TTTD)

8 HexenatenbHbIe PEaKIMM HPUBEICHBI B COOTBETCTBHH C YaCTOTOW HMX PAa3BHTUSA MO BCEM
MPUYMHAM TI0CJIC Havyalla JICUeHUsI.

b OGime TepMUHONOrHYECKE KPUTEPHH HEXeNaTebHbIX SBICHNH HallMoHaIbHOrO HHCTHTYTA
37I0Ka4eCTBEHHBIX HOBooOpaszoBanuii (CLIA), Bepcus 3.0.

¢ Cm. mogpaznen «Onucanue OTACTbHBIX HEXKEeIaTeIbHBIX PEaKIIUy.

9 3aperucTpupoBaHkI CIy4aH C JETaTbHBIM HCXOIOM (5-5 CTCIICHB).

¢ Bkirouast IeKkosHIe(aIonaTuio.

" Bxmouas cepledyHyl0 HEIOCTATOYHOCTh, XPOHHYECKYIO CEpJCUHYIO HEJI0CTATOYHOCT,
CEpJICYHO-JIETOYHYI0 HEIOCTaTOYHOCTh, CHUXEHHE (Ppakiuu BHIOpOCA JIEBOTO >KEITYyJO0YKa,
TUCQYHKITUIO JIEBOTO KeNyI0YKa M HEAOCTATOYHOCTh TPABOTO KETyJ0UKa.

9 Briroyass 3JI0KAQYECTBEHHYIO apTEPHAIbHYIO THIEPTEH3UIO, IOBBIIIEHHOE apTEpHaIbHOE
JaBJICHHE, apTePHATIbHYIO TUIIEPTEH3UIO U TUIIEPTOHUYECKHA KPHU3.

" Brimrouas y/UIMHEHHE aKTHBHPOBAHHOTO YACTHYHOTO TPOMGOILIACTHHOBOIO BPEMEHH, aHATBHOE
KPOBOTEUEHHE, apTepHallbHOE KpPOBOTECUEHHE, HAIMYUE KPOBH B MOYe, KPOBOUBIIMSHUE B
[EHTPATBHYI0O HEPBHYIO CHCTEMY, KPOBOMBIIMSHUE B TOJIOBHOW MO3T, yIJIUHEHHE BpPEMEHHU
CBEPTHIBAHUS, KOHBIOHKTHBAILHOEC KPOBOWBIHUSHUE, YIIUO, TeMOpPpParudecKyr Jauapero,
TUCOYHKIIMOHATFHOE MAaTOYHOE KPOBOTEUYEHHE, HOCOBOE KpPOBOTECUEHHUE, IKEIYyAOYHOE
KpoBoTeueHune, KpoBoreuenne u3 JKKT, TruHTHBaIbHOE KpOBOTEUEHHE, TIeMaTeMe3uc,
reMaToOXe3ulo, CHIDKEHHUE TeMaTOKpUTa, T'eMaTroMy, TeMaTyphuio, CHIDKEHHE TIeMOTJIO0NHa,
KpOBOXapKaHbhe, KPOBOTCUCHHE, KPOBOTCUCHHE W3 KOPOHAPHOW apTepUH, KPOBOTCUCHUE W3
MOUYEBBIBOIAIIUX MyTeH, TeMOPPOUTIATEHOE KPOBOTEUEHHE, TEMOCTAa3, MOBBIIIEHHYIO CKIIOHHOCTh
K 00pa3oBaHUIO CHHSIKOB, IOBBIIICHHOE MEXIyHAPOJHOE HOPMAIU30BAaHHOE OTHOIICHHE,

KpPOBOTCYCHUC M3 HHWXKXHHUX OTACIOB )KKT, MCJICHY, HNETCXHH, KPOBOTCUCHUC U3 TJIOTKH,
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VIUIMHEHUE TMPOTPOMOMHOBOTO BPEMEHH, JIE[OUYHOE %ogo;lg%m;e;]_%pv: TDCKT&J'}BIHOG

KpOBOTEUYEHHE, CHUKEHUE KOJIMUECTBA SPUTPOLIMTOB, I0YEYHOE KPOBOTEUEHNE, KPOBOU3IHUSIHUE B
CKJIEpPBI, TEMATOLIEJIE, TEMATOMY CEJIE3€HKH, IIOJTHOTTEBbIE KPOBOM3IUAHUS, CyOapaxHOU1aIbHOE
KPOBOM3JIUAHUE, KPOBOM3JIMSHHE B A3bIK, KpoBoTeueHHue u3 BepxHux otaenoB XKT u
BarvHaJIbHOE KPOBOTEUEHHE.

' Brmrouast cunpoM bamma-Kuapu, TpoMG03 r1y6oKnX BeH, TpOMGO3 SPEMHOH BeHbI, TPOMOO3
Ta30BBIX BEH, TPOMOOOMOOJHMIO JICTOUYHOW apTepuH, OKKIIO3UI0 BEH CETYaTKH, TPomMOO3 BEH
ceTyaTKH, TPoMO03 MOKIIOUNYHON BEHbI, TPOMOO3 BEH, TPOMOO3 BEH KOHEYHOCTEH.

J Brorouass ocTpelif MH(GAPKT MHOKApAa, dMO0JIHI0, HHGAPKT MHOKApHa, OKKIIO3HIO apTepuH
CETYaTKU U TPAH3UTOPHYIO UIIEMUUYECKYIO aTaKy.

K Tepmun mepdopamus XKKT u obpasoBamme cBumeil BKIOYaeT B cels CIEIYIONINE
HPEANOYTUTENIbHBIE TEPMUHBIL: a0c1iecc OPIOIIHOMN M0JIOCTH, aHAJIBHBIN a0cliecc, aHaIbHbBIN CBUILL,
CBHUILI, HECOCTOSATEJILHOCTD eIy I0UHO-KUIIEYHOr0 aHacTomo3a, nepdopanus XKXKT, nepdopauus
TOJICTOTO KUIIEYHUKA, 330(paroOpOHXUaNIbHBII CBUILl U IEPUTOHUT.

! Tepmun mpotennypus BKirouaeT B cebs CleAyONIe NPEANOUTHTEIbHEIE TEPMUHBI: OENOK B
Mouye, HaJInyue OeKa B MO4€e U IPOTEUHYPHSL.

M BKJIt04ast OCTPYHO MOYEYHYIO HEJOCTATOYHOCTb.

" TepMHH XOJCIUCTHT BKJIIOYACT B CeOSI CIEMYIOIINE BUIBL: OCTPBIH XOJICIIUCTUT, XOJICIUCTHT,

UHQEKITMOHHBIN XOJICIICTHUT.

Omnucanyre OTACNbHBIX He)XKENaTSAbHBIX PEaKIIUN

Cepoeynas neoocmamounocms (cm. pazoen 4.4)

B koHTpONIMpYyeMOM KIIMHHYECKOM HCCIIeIOBaHUN IPUMEHEHUs akcuTuHIOa (N = 359) B neuenmnn
narueHToB ¢ [IKP, sBrmeHust cepieyHoW HEJOCTATOYHOCTH (BKIIIOUAs  CEPACYHYIO
HepocTaTouHOCTh (0,6 %), cepedHO-Ierouny0 HenocTaTouHOCTh (0,6 %), AMCPYHKIHIO JIEBOTO
xenynouka (0,3 %) u HemocTaTouHOCTh TIpaBoro xkenynouka (0,3 %)) peructpuposanucek y 1,7 %
MaIlMEeHTOB, MOJyYaBIIUX akCUTUHUO. CepjedHas HEAOCTATOYHOCTh 4 CTENEHW OTMeYallach y
0,6 % manueHToB, MpUHUMABIINX aKCUTUHUO. CepreyHas HEJOCTaTOYHOCTh CO CMEPTEIbHBIM
ucxoaoM Habmonanack y 0,6 % nanueHToB, MPUHAMABIIUX AKCUTHHHO.

B uccnenoBanusx MoHOTepanuu akcutiHHOOM (N = 672) B neuennn nanueHtos ¢ [TKP sBienus
CEepJIeYHOM HEIOCTATOYHOCTH (BKJIIOYAs CEpAEYHYI0 HEJOCTaTOYHOCTb, XPOHHUYECKYIO
CepACYHYI0 HEJOCTaTOYHOCTb, CEPJCUYHO-JIETOYHYI0 HEI0CTATOYHOCTh, TUCPYHKILHUIO MPABOrO
KeNmyaodka) peructpupoBanuchk y 1,8 % mnamnuentoB, momydaBmmx akcuTuHUO. CepaedHas
HEJI0CTaTOYHOCTH 3 U 4 cTenieHu Habmoaanack y 1,0 % marueHToB, a cepaedHas HeIOCTaTOYHOCTh

CO cMepTenbHBIM UcX00M — Y 0,3 % manueHToB, IPUHUMABIITUX aKCUTHHUO.
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44) | NOCNEOOBATENEHOCTE 0001)

Juchynukyus wyumosuoroll scenesvt (cm. pazoet

B koHTponmupyeMOM KIMHUYECKOM HCCJICIOBAaHUU TPUMEHEHUS aKCUTUHHOA B JICYCHUU
narueHToB ¢ [IKP passutne runorupeosa Habmomanock y 20,9 % manueHToB, a THIEPTUPEO3a —
y 1,1 % naumentos. [loBsimenue ypoBust TTI' B kauecTBe HexXeNnaTeaIpbHON PEAKIIUA OTMEUYAIOCh
y 5,3 % manueHToB, NOJYyYUBUINX aKCUTUHUO. B X0/1e pyTUHHBIX TaOOpaTOPHBIX UCCIIEIOBAHUN
OBLJIO YCTaHOBIIEHO, YTO cpenu manueHToB ¢ ypoBHeMm TTI mo nawana tepamum < 5 mMxEn/mu,
nosbimenne yposas TTIN > 10 mxEn/mn nabmronanocs y 32,2 % NalMEeHTOB, MOITYyYaBIINX
AKCUTUHUO.

B 00benrHEeHHBIX KIMHUYECKUX HCCIEA0BAHUAX MPUMEHEHHsI akCUTUHNOa (N = 672) B ne4eHuu
narueHToB ¢ [IKP passutue runorupeosa Habmonanock y 24,6 %, a runeptupeo3a y 1,6 %
MAIMEeHTOB, TOJTYYaBIINX aKCUTHHHUO.

Benosnas mpombosmbonus (cm. pazoen 4.4)

B KOHTpOJMpyeMOM KIMHUYECKOM HCCIEIOBAaHUM TMPUMEHEHHUS AaKCUTHHHOA B JICUCHUU
narmenToB ¢ IIKP pa3BuTHe HexenaTenbHBIX peakuWid B BUAE BEHO3HOW TPOMOOIMOOIMHU
HaOmonanock y 3,9 % mNauuMeHToB, MONYyYaBIIMX AaKCUTHUHUO (BKIIOYas TPOoMOOIMOOIHIO
nero4Hol aprepui (2,2 %), okkinro3uto/Tpom603 BeH cetdatku (0,6 %) u Tpom0603 riry0OKHX BEH
(0,6 %)). Benosnbie TpomOo3MOONIUUYECKUE OCIOXHEHHUS 3/4 cremeHu otmedanuch y 3,1 %
NAIMEeHTOB, TOJIYYaBIINX aKCUTUHHO. TpomMO0IMOOIHMS JErOYHOW apTepuu CO CMEpPTEbHBIM
UCXO0M ObLIa 3aperucrpupoBana y oanoro namuenta (0,3 %), npuHUMAaBIIEro akCUTUHUO.

B 00beIMHEHHBIX KITHHUYECKUX UCCICIOBAHUSIX MMPUMEHEHHUs akCUTHHNOA (N = 672) B jeYeHuu
nanvenToB ¢ [IKP pasButue BeHO3HOH TpomOosMOomuu orMedanock y 2,8 % NalueHTOB,
MOJly4aBIIUX aKCUTUHUO. SIBieHHss BeHO3HOM TpomOosmOoimu 3 crenmeHH  ObLIM
3apeructpupoBanbl y 0,9 % marueHToB, a SBJICHUS BEHO3HOM TpoMO0dMOOIMu 4 CTerneHu — y
1,2 % nanuentoB. BeHo3Has TpoM0O03MOOIHS CO cMEpTENbHBIM HCX0J0M Habmoaanacsk y 0,1 %
MAIUEHTOB, OMYYaBIINX aKCUTUHUO.

Apmepuanvruas mpomoosmbonus (cm. pazoen 4.4)

B KkoHTponmmpyeMoM KIMHHUYECKOM WCCIIEOBAaHUHM MPUMEHEHHS aKCUTHHHOA B JICUYCHHU
narueHToB ¢ [IKP HexenaTenbHblE peakiuu B BUAC apTEpPHATBLHOM TPOoMO0IMOOIUU OBLIU
3aperucTpupoBansl y 4,7 % MalueHTOB, MOTYYaBIIMX aKCUTUHUO (BKITIOYast HHPAPKT MUOKap/Ia
(1,4 %), TpansutopHylo wumemuyeckyro ataky (0,8 %) u ocTpoe HapylleHHE MO3rOBOTO
kpoBooOparienus (0,6 %)). HexxenaTenbHble peakiiuu B BUJe apTepuaibHOi Tpombosambomuu 3/4
cTerneHn HaOmoaanuch y 3,3 % MalueHTOB, MOMYyYaBIIUX aKCUTHHHO. BbiT 3apeructpupoBan
OJIMH OCTpHI MH(APKT MHUOKapJa CO CMEPTEIbHBIM HCXOJOM M OJIHO OCTpOE HapylleHHE
MO3TOBOTO KpoBooOpareHuss co cMmeprenbHbiM  ucxomom (0,3 %). B wmccnemoBaHusax

MoOHOTepanuu akcuTuHuOOM (N = 850) HexenarenbHble PEAKIUU B BHIC apTEPUATBHOM
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TpoMO0IMOO0IIMK (BKITFOYAsI TPAH3UTOPHYIO HIIIG MHH@CK{’@%%M%EE’FI@IE&(&J@ 'I/I‘ Ic-)lé%poe

HApyIICHHEe MO3TOBOTO KpPOBOOOpAIEHHS) OTMEYanuch y 5,3 % MalMeHTOB, MOTyYaBIINX
AKCUTHHUO.

B 00benrHEeHHBIX KIMHUYECKUX HCCIEAOBAHUAX MPUMEHEHHs akCUTUHNOa (N = 672) B ne4eHuu
naueHToB ¢ [TIKP pa3Butne aprepuansHoit Tpom60saMb0mnu HabI01a510Ch Y 2,8 % MalueHTos,
NOJYYaBIIMX aKCUTHHUO. SIBIeHHMA apTepuanbHOM TpomO0o3MOoaMu 3 cTeneHd ObuH
3aperucTpupoBansl y 1,2 % ManMeHToB, a sBICHUS apTepuatbHOW TPOMOOIMOOIUHU 4 CTCTICHH —
y 1,3 % mauuenTtos. JletanbHbIN UCXOJ IPHU apTepHUanbHO TpoMOoaMObomuu otmeuancs y 0,3 %
MAIMEHTOB, OTYYaBIINX aKCUTUHUO.

Honuyumemus (cm. noopazoen « Oyenka ypoeHs 2emMo2100una Uiy 2emamoxpumay pasoeia 4.4)

B koHTponupyeMOM KIMHHUYECKOM HCCJIEIOBAaHUM NPUMEHEHUS aKCUTUHHUOA B JICUEHUU
narueHToB ¢ [IKP pasutue momumuremun otmedanoch y 1,4 % mMalMeHTOB, MOIyYaBIIMX
akcuTUHUO. B X0/1e pyTUHHBIX TaOOPATOPHBIX UCCIeAoBaHUN Y 9,7 % NManueHTOB, MOTyYaBIINX
AKCUTUHUO, OBLIO BBISBIEHO IOBBIILIEHUE YpoBHs remoriobouna seiie BI'H. B 4 xnuHnueckux
UCCJICIOBAaHUSX MTPUMEHEHUs akcuTHHKIOA B JieueHnn nanuentoB ¢ [IKP (n = 537) noeimenne
ypoBHs remorniobuna Beimie BI'H 6bu10 3apeructpupoBano y 13,6 % manueHToB, MOTy4YaBIIMX
AKCUTUHUO.

B 00beqMHEHHBIX KITMHUYECKUX HUCCIICAOBAHMIX MPUMEHEHUS akCUTHHNOA (N = 672) B nedeHun
nanueHToB ¢ IIKP pasutue nomunuremun otmedanoch y 1,5 % mnanueHToB, MOIy4YaBIIMX
AKCUTUHUO.

Kposomeuenus (cm. pazoen 4.4)

B koHTponupyeMOM KIMHHYECKOM HCCJIE€I0OBAaHUU NPUMEHEHUS aKCUTUHHOA B JICYEHUU
naiueHToB ¢ [IKP, u3 ydacTus B KOTOpOM HCKIIIOYAIMCh MAlMEHThl C METACTaTUYECKUM
MOPaXECHUEM TOJIOBHOI'O MO3ra, HE MOJy4YaBUIME IO JaHHOMY IIOBOJY COOTBETCTBYIOLIETO
JIeYeHMsI, TeMOpparuuecKue HeXKesaTellbHble peakuuu Obutn 3apeructpupoBansl y 21,4 %
NAlUMEHTOB, TMOJYy4YyaBIIMX AaKCUTUHUO. ['emMopparnueckue  HeXelaTelbHbIE  peakluH,
Ha0JII0/IaBIINECS Y TAI[MEHTOB, OJy4YaBUINX aKCUTUHUO, BKJIFOYAIN HOCOBOE KpoBoTeueHue (7,8
%), rematyputo (3,6 %), kpoBoxapkaHbe (2,5 %), pekrambHOe KpoBoTeueHue (2,2 %),
KpoBoTeuenwue u3 gaeceH (1,1 %), xemynounoe kpoBoteuenue (0,6 %), KpOBOUZIUSHUE B TOJTOBHOMN
mo3r (0,3 %) u kpoBoreuenwe u3 HwkHux otnenoB KKT (0,3 %). I'emopparuueckue
He)KeJlaTeJIbHbIe peakiuu > 3 cTerneHu otMevyanuch y 3,1 % manueHToB, MoIy4aBIInX aKCUTUHUO
(BKJItOUYasi KPOBOUBIHMSHME B TOJIOBHOM MO3T, >KEIyJAOYHOE KPOBOTEUYEHHUE, KPOBOTEUCHHE W3
HwkHuX oTaenoB JKKT u kpoBoxapkanbe). KpoBoTedeHue ¢ JeTalbHBIM HMCXOJOM OBLIO
3aperucTpupoBano y oxaHoro mamueHTa (0,3 %), mpuHUMAaBIIEro aKCUTHHUO (JKEITYT0YHOE

KpoBOoTeueHHe). B wucciemoBanusx MoHOTepanuu akcUTHHHOOM (N = 850) KpoBOXapKaHbE
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Habmonanock y 3,9 % mnarueHToB, a KpOBOXapKaHbe > 3 gjferreﬂﬁ‘]' ":O"ST‘grlllliHmH 0:B|'|: 01)

B 00beIMHEHHBIX KIMHUYECKUX UCCIICAOBAHUSIX TPUMEHECHUSI aKCUTUHUOA (N= 672) B JcueHUH
nanueHToB ¢ [IKP pasButue remopparuueckux sBJI€HUN oTMmedanoch y 25,7 % mnalueHTos,
MOJTy4aBIIUX aKCUTUHUO. ['eMopparnueckue peakiuu 3 cTerneHu ObUIM 3aperucTpupoBanbl y 3 %
NAIMEHTOB, TeMopparuueckue peakuuu 4 creneHu — y 1 % MalMeHTOB M KPOBOTEUYEHHE C
JeTanbHbIM ucxoaoM —y 0,4 % manueHnToB, HOTyYaBIINX aKCUTHHHUO.

Hepghopayus JKKT u obpazosanue ceuuetl (cm. pazoen 4.4)

B KOHTpOJMpyeMOM KIMHUYECKOM HCCIIEIOBAaHUN TMPUMEHEHHUS AaKCUTHHHOA B JICUCHUU
naueHToB ¢ [TKP nepdopanus XKKT nadaroganaces y 1,7 % nanueHToB, MOTyYaBIINX aKCUTUHUO
(Bxurouast oopazoBanue ananbpHoro ceumia (0,6 %), cuma (0,3 %) u nepdopauuu XKKT (0,3 %)).
B uccrnenosanusx Mmonorepanuu akcutuanoom (N = 850) ciyuaun nepdoparmu XKKT ormeuanucs
y 1,9 % nanuenrtos, a nepdopauus XKKT ¢ neranbHbIM BcxoaoM ObUia 3aperucTpupoBana y 1
narenTa (0,1 %).

B 00beIMHEHHBIX JaHHBIX KIMHAYECKUX WCCICIOBAaHHI MMPUMEHEHHs akcuTuHuOa (N = 672) B
neuennu manueHToB ¢ [IKP nepdopamms XKXKT u oOpazoBanue cBuma Habmromanucs y 1,9 %

MManueHTOB, NOJYYaBIINUX aKCUTHHHUO.

COO6HI€HI/I€ 0 TOA03PEBACMBIX HEXKCIIATCIBbHbBIX PCAKITNAX

BaxxHo cooOmare O TMOAO03pEBACMBIX HEXKENATeNbHBIX PEAKIHAX IIOCIE PETUCTPAINH
JIEKapCTBEHHOTO Tperapara ¢ Leliblo 00ecleyeHNs HepepbIBHOIO MOHUTOPUHTA COOTHOILICHHS
«TOJb3a — PHUCK» JIEKapCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKAM pPEeKOMEHIYeTCs
coo0maTe O JOOBIX MOJ03PEBAEMBIX HEKENATENBHBIX PEAaKIHIX JICKApCTBEHHOTO IIperapara
Yyepe3 HAIMOHAJIBHBIE CHCTEMBI COOOMICHUSI O HEXENATENbHBIX PEaKIUAX TOCYJapCTB — YICHOB
EBpa3uiickoro 53K0HOMHUYECKOTr0 COI03a.

Poccuiickas ®enepanus

®denepanbHas cinyx0a 1Mo Haa30py B chepe 31paBoOXpaHEHUs

109012, r. MockBa, CrnaBstHCKas IUIOIIa b, 1. 4, cTp. 1

Tenedon: +7 (800) 550-99-03

OnekTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caitt B HH(OPMaLIMOHHO-TEIEKOMMYHHUKAMOHHON CeTH «HTepHeT™:!

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CUMOTOMBI
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B KoOHTponMpyeMOM KIMHUYECKOM HCCIIEeI0BAaHUU h@iﬁr_eﬂgﬂ%f; E'EII%}H&%!J TE' lJIf':'!JL:'HHH

nanueHTos ¢ [IKP 1 mauueHT HenpenHaMepeHHO IpUHUMaJI rpenapar B 1o3e 20 Mr 2 pas3a B CyTKU
B TeueHue 4 JTHEH, TpU 3TOM y HEro HabJII01alioCh pa3BUTHE TOJOBOKpYkeHus (1 cTeneHn).

B kiumHHMYecKOM UCClIeJOBaHHM aKCUTHUHHOA ¢ MOJ0OpOM 103 Yy MAlMEeHTOB, MOJIY4YaBIIMX
npenapar B HadanbHOH 03¢ 10 Mr 2 paza B cyTku wiu 20 Mr 2 paza B CYTKH, HAOJIIOAIOCh
pa3BUTHE HEXKENATENIbHBIX pPEaKIHUil, KOTOpbIE BKJIOYAINW apTEPUAIIbHYI0 T'MIEPTEH3UIO,
aCCOLMHMPOBAHHOE C HEW Pa3BUTHUE CYJOPOT U KPOBOXAPKAHbE CO CMEPTEIbHBIM HCXOOM.
Jleuenue

Crneuunduueckoro JiedeHus npu nepeao3upoBKe aKCUTUHUOA HE CYIIECTBYET.

B ciryuae mogo3peHus Ha Iepe03UPOBKY CIEIyeT BPEMEHHO MPEKPATHTh MIPHEM aKCUTUHUOA U

IMMPOBECTU MOAACPKUBAIOIICC JICUCHUC.

5. PAPMAKOJIOTTYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHeE CBOMCTBA

dapmakoTepaneBTHYECKas rpyIina: IPOTUBOOITYXOJIEBBIE CPEICTBA; MHTHOUTOPHI IIPOTEHHKUHA3,;
UHTUOUTOPBI TAPO3UHKUHA3EI pelenTopoB (akTopa pocra suporenus cocynoB (VEGFR).

Kon ATX: LO1EKO1

Mexanusm neiicTBus

AxcUTHHHO TIpeicTaBiseT COOO0M MOIIHBIA W CEJNIEKTHBHBIM HMHTHOMTOP THPO3MHKUHA3HI
PElenTopoB COCYIUCTOro »HaoTenuanbHoro ¢akrtopa pocta (VEGFR — 1, VEGFR - 2 u
VEGFR - 3). Otu penentopbl y4acTBYIOT B MEXaHHM3Max MaTOJIOTHYECKOTO AaHTHOTCHE3a,
OIyXOJIEBOTO POCTa ¥ METACTa3upOBaHMs. bBBIJIO TPOIEMOHCTPUPOBAHO, YTO AaKCUTHHHO
oOecrieunBaer MouiHoe  uHruOupoBanue VEGF-omocpenoBannoit — mponudepanuun U
BBDKMBAEMOCTH SHIOTENUAIBHBIX KJIETOK. AKCHUTHHHUO MHruOupoBan dochopuanpoBanue
VEGFR-2 B cocynax KCEHOTPaHCIIAHTATOB OIMYXOJICH, SKCIPECCUPYIOIIUX MUILIEHH iN VIVO U
BBI3BIBAN 33JICPIKKY POCTa, PETPECCHIO OIYXOJIM M HHTHOMPOBAHNE METACTa3MPOBAHMUS BO MHOTHX
HKCHEPUMEHTAIBHBIX MOJEIAX 3JI0KaYe€CTBEHHBIX HOBOOOPAa30BaHUH.

Buusaue va uarepsan QT

B pangoMu3upoBaHHOM, 2-CTOPOHHEM, ITEPEKPECTHOM UCCIICIOBAHHH 35 3JIOPOBBIX YYaCTHUKOB
OJTHOKPATHO TIOJIyJaJIM aKCUTUHUO B J103€ 5 MT M30JIMPOBAHHO WJIM B KOMOWHAIIUU C MPUEMOM
KeTokoHa3ona B no3e 400 mr B TeueHue 7 pgHed. Pe3ynpTaThl JaHHOTO HCCIEIOBaHUS
MPOJIEMOHCTPHUPOBAIIH, YTO KOHIIEHTPALIMU aKCUTHHHUOA B IJIa3Me KPOBH, JI0 2 pa3 MPEBHIIIABIINE
TEpaNeBTUYECKUE KOHIIEHTpAlMU, OXUIAEMble MOCJE MpHeMa mpenapata B J03€ 5 MI, HE
MIPUBOJIMIIH K KIIMHUYECKH 3HAYMMOMY Y NTHHEHUIO nHTepBaia QT.

Kinuanueckas 3¢ deKTUBHOCTL U 0€3011aCHOCTh
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Onenka 6e3omacHOCTH U 3(PGHEKTHBHOCTH aKC TI/IHI/I63,I|-IIIII_JIO:BBEPH’I;&HE %EEB;/IIH;I/I_"[)C;BEIIQﬁOM

OTKPBITOM, MHOTOLIEHTPOBOM UccienoBanuu 3 ¢assl. [larmenTs! (N = 723) ¢ pacnpocTpaHeHHBIM
[1IKP ¢ mporpeccupoBanueM 3abosieBaHusl Ha (JOHE WIM TOCJIE MPOBEACHUS TEPBOHM JMHUU
CHUCTEMHOH Tepanuu (C INpUMEHEHHEeM CYHUTHHMOa, OeBauu3ymada, TEeMCHPOIMMYycCa WU
[IUTOKUHOB) ObLIH paHoMu3upoBansl (1:1) Ha monyduenue akcutuauba (N = 361) uau copadennda
(n = 362). OueHka OCHOBHOW KOHEYHOH TOUYKM (BBDKMBAEMOCTH 0€3 MPOTrpECCHpPOBAHMUS
3aboneBanus — BBII) npoBoamiiach mocpeicTBOM CIIETIOr0 HE3aBUCUMOTO IIEHTPATU30BAHHOTO
aHanu3a. BTopruHble KOHEUHbIE TOYKU BKJIHOYAJIM YaCTOTY OOBEKTHBHBIX OTBETOB Ha JICUEHUE
(HOO) u obmryro BepkuBaeMocTh (OB).

W3 Bcex BKIIOYCHHBIX B JIaHHOE UCCIe0BaHKe naiueHToB 389 manuentam (53,8 %) panee Obuia
npoBejeHa | auHUS Tepanuu CyHUTUHUOOM, 251 manumenty (34,7 %) — 1 nuHuUA cucTeMHOU
Tepanuu MUTOKMHAMH (MHTEPICHKUHOM — 2 Ui uaTepdepoHoM — anbda), 59 nanuentam (8,2 %)
— 1 nunus G6eBar3zymadom u 24 namuentam (3,3 %) — 1 nuaus remcuponumycom. OCHOBHBIE
neMorpauuecKkue IMapaMeTpbl M XapaKTepUCTUKH 3a00jeBaHus (BO3pacT, IIOJ, pacoBas
NPUHAIICKHOCTh, (YHKIMOHATIBHBIA CcTaTyc 1O mKaie Bocrounoil oO0beanHEeHHOH
onkostorunueckoii rpymmsl (Eastern Cooperative Oncology Group — ECOG), reorpadudeckuit
PETHOH U NPEeALECTBYIONIAs Tepanus) OblIM CXOXKUMHU B IpyMIax, IPUHUMABIIUX AKCUTUHUO U
copageHuo.

B 0o0mmeii nomy sy manMeHToB U B IByX OCHOBHBIX OATPYIIAXx (C MpeAIeCTBYIOMICH Tepanuei
CYHUTHHMOOM M TpeAIEeCTBYIOIIEH Tepanuedl LUTOKMHAMHU) ObUIO OTMEUYEHO CTaTUCTHYECKU
3HaYMMO€ MPEUMYIECTBO aKCUTUHUOA meper copaeHnOOM 1Mo OCHOBHOW KOHEYHOM TOUKE —
BBIT (cm. Tabmuny 2 u pucynku 1,2 m 3). Menuana BBIl ornnuanace mo moarpymmam B
3aBUCHUMOCTH OT MpEAIIECTBYIOIEeH Tepanuu. [[Be moarpynmnel (¢ mpeanecTByromel Tepanuen
TEMCHPOJIMMYCOM U TpeJlIecTBYomell Tepanueid OeBanu3yMaboM) ObUIM CIMIIKOM Mailbl JUIs
JIEMOHCTpAlMK HaJIeKHBIX pe3ynbTaToB. CTATUCTHUECKU 3HAYUMOMN pa3HUIBI MEXKAY TpylnIamu
no OB B 00miei mommy Iy NalMeHTOB U B MOJATPYINaxX B 3aBUCHMOCTH OT TPEANIECTBYIOIIEH
Tepanuu BHISBICHO HE ObLIO.

Tabnuua 2. Pe3ynbratel uccnenoBanus 3¢ (HeKTuBHOCTH

Koneunas AKCUTUHHO copagenud OP (95 % AN) | 3unavenmue p
TOYKa/uccaexyeMas

NONYJsius

O6mas nonyJasinus N =361 N =362

ITT

Menuana BEIT* ° B | 6,8 (6,4; 8,3) 47 (4,6; 6,3) 0,67 (0,56; 0,81) | <0,0001¢
Mecsax (95 % JAN)
Memmana OB B |20,1(16,7;23,4) | 19,2 (17,5; 22,3) | 0,97 (0,80; 1,17) | H3
Mecsmax (95 % JAN)
400" ¢ (95 % M) | 19,4(15,4;23,9) | 9,4 (6,6; 12,9) | 2,067 (1,41; 3,00) | 0,0001¢
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N = 194 N = 195 (MOCEQCBATENERPC T 0001

IIpenmecrByomas

Tepanus

CYHUTHHHOOM
Menunana BBEIT* ° B | 4,8 (4,5; 6,5) 3,4 (2,8;4,7) 0,74 (0,58; 0,94) | 0,0063"
Mecsnax (95 % 1)
Menmana OB B |15,2(12,8;18,3) | 16,5(13,7;19,2) | 1,00 (0,78; 1,27) | H3
Mecsnax (95 % 1)
400 ¢, (95 % a) | 11,3(7,2;16,7) | 7,7 (4,4;12,4) | 1,487(0,79;2,75) | H3
IpemmecrByromas | N =126 N =125
Tepanus

NUTOKHHAMHU
Memuana BBIT* ° B | 12,0(10,1;13,9) | 6,6 (6,4; 8,3) 0,52 (0,38; 0,72) | <0,0001"
Mecsnax (95 % 1)
Menmana OBY B | 29,4 (24,5; HO) | 27,8 (23,1;34,5) | 0,81 (0,56; 1,19) | H3
Mecsnax (95 % JIN)
400 ¢, (95 % AN) | 32,5(24,5;41,5) | 13,6 (8,1;20,9) | 2,397 (1,43-3,99) | 0,0002'

1N — nosepurenbHbli  uHTepBan; OP — ornomenme puckoB (Hazard Ratio)

(axcutunuO/copadennd); ITT — momynsauus mauMeHToB ¢ Ha3HaYyeHHBIM JeueHueMm; HO — He
nojnaercs onenke; H3 — He sBisercs cratuctuyeck 3HauMMbIM; YOO — yacToTa 00bEKTUBHOTO
oTBeTa Ha sieueHue; OB — o01as BekuBaeMocTh; BBII — BeikuBaeMocTh 6€3 mporpeccupoBaHus
3a00J1€BaHHU.

4 Bpemsi OT paHJOMH3AaI[MHU 10 TPOTPECCUPOBaHHMs 3200ICBaHMUS WIIK CMEPTH OT JFOO0M MPUYUHBL,
B 3aBUCHUMOCTHM OT TOIO, YTO IpOu30ijeT panblie. J[ara okoHuaHHUs cOOpa JaHHBIX: 3 HIOHS
2011 r.

b [To He3aBMCHMOIT paMOTOTHUYECKOl OLIEHKE B COOTBETCTBUH C KPHTEPUAMH OLIEHKH OTBETA TIPH
comuanbix onyxossx (RECIST).

¢ OpmHOCTOpOHHEE 3HauYeHHE P Ul OICHKH JICYCHHs 10 JIOT-PAHTOBOMY KpPHUTEpHIO,
cTpaTuduIrpoBaHHOMY 10 pyHKIIHOHATEHOMY cTtaTycy ECOG 1 npenmiecTByromieii Tepamnuu.

d Jlata oxoHuanms c6opa naHHEIX : 01 HOAGPs 2011 T

¢ lata okoH4aHus coopa nanHeIx: 31 aBrycra 2010 r.

f Orromenue puckos ams YOO. OTHOIIEHHE PUCKOB > | yKa3kIBano Ha GONBIIYIO BEPOSTHOCT
OTBETa B IpyIIe aKCUTMHUOA; OTHOLIEHHE PUCKOB < | yKa3bIBajo Ha OOJBIIYyI0 BEPOSTHOCTh
OTBeTa B Ipynie copadenuoa.

9 OmHOCTOpPOHHEE 3HAYCHHUE P VIS OIEHKH JieueHus mo kputeputo Koxpana-Manrens-I'ensens,
cTpaTuUIMpOBaHHOMY 10 pyHKIIMOHATEHOMY cTtaTycy ECOG 1 npenmiectByomieil Tepanuu.

" OpmocroponHee 3HayeHMe p IS OUEHKH JIGYEHHS MO JIOTPAHTOBOMY KPHTEPHIO,
cTpaTuduIrpoBaHHOMY 110 pyHKIIOHAITEHOMY cTtaTycy ECOG.

' OnHOCTOpOHHEE 3HAYEHHE P JUIS OLEHKH JiedeHns 1o Kputeprio Koxpana-Mantens-Tensens,

cTpaTHUIMpOBaHHOMY 10 pyHKIIMOHATBHOMY cTtaTycy ECOG.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

3a00J1eBaHHSA MO Pe3yJIbTATAM He3aBUCUMON OLIEHKH Il 001Ieli momy I unu.
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Pucynoxk 3. KpuBaa Kaminana-Meiiepa BbIKMBaeMOCTH 0e3 IPOrpeccCHpOBaHUSA

3a00JieBaHMsl 1O pPe3yJbTaTaM He3aBHCHMOI OLEHKM B MNOATrpyINie NpeAllecTBYIOLIEro
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JICYCHUA HMTOKMHaAMMU.

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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5.2. ®apmakokuHeTHYECKHE CBOWCTBA

[Tocne nepopanbHOro nmpruema TabIeTOK aKCUTHHHOA abCcoMoTHAs OMOAOCTYIHOCTh B CPEAHEM
coctaBisgeT 58 % (MO CpaBHEHUIO C OMOAOCTYMHOCTBIO IIOCJIE€ BHYTPUBEHHOT'O BBEACHUS
npenaparta). [lepros nosyBbIBeIeHUS aKCUTUHUOA U3 IJ1a3Mbl KPOBU BapbUpPyeT B JUANa30HE OT
2,5 no 6,1 yacos. Ilpuem akcuTuHMOA B 03¢ 5 MI 2 pa3a B CYTKHM NPHUBOJIMI K MEHEE YEM
2-KpaTHOMY KyMYJIMPOBaHUIO aKCUTUHUOA MO0 CPABHEHUIO C OJHOKPATHBIM ITPUEMOM IIperapara.
BBu1y KOpOTKOro mnepuoja TIOJyBBIBEJACHHUS AaKCUTHMHUOA OKUAAETCS, YTO PAaBHOBECHOE
COCTOSTHUE JIOCTUTaeTcs B TeUeHHe 2-3 AHEH OT Hayalla Teparuu.

AOcop0Ous ¥ pacripeiesieHne

MaxkcumanbHasi KOHIEHTpalus akCuTHHUOA B IJ1a3Me KPOBH, KaK MPaBUIIo, TOCTUTAaeTCs uepes 4
qaca 1ocJjie MepopaibHOro IpreMa pernapara ¢ MEAMaHON BPEMEHH TOCTHKEHUSI MaKCUMaJIbHON
koHueHTpanun (Tmax), BappupyromIe B auanasone ot 2,5 no 4,1 yacos. [Ipuem akcuTuHMOA C
NUIIEH C YMEpPEHHbIM CcOJepKaHueM >KUpoB npuBogui K 10 % CHIKEHHIO SKCIIO3UILUU T10
CpPaBHEHHMIO C TIpUEMOM IIpemapara yTpoM HaTtomiak. Ilpuem akcutuHMOa C KUPHOH
BBICOKOKAJIOpUHHOW mNuIel npuBoaus K 19 % MNOBBILIEHHIO SKCIO3ULUU IO CPaBHEHHUIO C
IPUEMOM Ipenapara yTpoM HaTollak. AKCUTHMHHO MOXHO NPUHHUMATh BHE 3aBUCHUMOCTH OT
npuemMa numM (cM. pasnen 4.2).

Cpennee 3HaueHue Cmax m AUC yBenmnuMBaguCh NPONOPIUOHANBHO J/103€ AaKCUTHHHMOA B
nuarasoHe 7103 oT 5 10 10 mr. CBsa3bIBaHNE aKCUTUHHOA C MPOTEMHAMH TUIa3Mbl KPOBH YEJIOBEKa
in Vitro (MpeuMyIecTBEeHHO ¢ albOyMHHAMH W B YMEPEHHOH CTeneHH ¢ ol-KHUCIOTHBIMU

[JIMKONIpOoTenHaMu) coctaisieT > 99 %. [Ipu nmpueme npemnapara B 03€ 5 MI' 2 paza B CyTKH BO
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BpeMsl IpHeMa MHILU CpellHee I'eOMETPHUECKOe 3Haqgﬁgé:-ﬁ§&;&5£%w5ﬁd_eﬁrbﬁﬁ B

wiazme kpoBu u AUC2s y manumentoB c¢ pacnpoctpanenHbiM ITIKP cocrasmso 27,8 Hr/min u
265 Hr*u/mi, cooTBeTCTBEHHO. CpeTHee TEOMETPUIECKOE 3HAUCHUE KIIMPEHCA MIPH ITEPOPATHBHOM
npueMe Tpernapara M KaxyImHics o0beM pacrpeneneHus coctaBmsid 38 n/a m 160 1,
COOTBETCTBEHHO.

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

AxcutuHHO MeTtabonu3upyeTrcs TiaBHBIM oOpa3oM B medeHu c¢ nomomnbio CYP3A4/5 u B
mensbmen crenean CYP1A2, CYP2C19 u UGT1AL.

[Tocne mepopanbHOrO TIpUEeMa pPaJAMOAKTHBHOTO akcuTuHHOa B 1o3e 5 wmr 30-60 %
pPaIMOaKTUBHOCTH OOHapyXHBaJIOCh B Kaine M 23 % - B Mode. OCHOBHBIM KOMIIOHEHTOM,
00Hapy’KMBAaEMbIM B KaJie, OblJI HEM3MEHHBIN aKCUTUHHO (Ha 010 KOTOPOTO MPUXOAMIOch 12 %
OT NPUHATOHN 103bI Ipenapara). HensmeHHbll akcuTHHUO HEe OOHapyXUBaJcs B Mode. bosbias
YacTh paJMOAKTUBHOCTH B MOYE€ MPHUXOJWIACh HAa METAaOONUThl KapOOHOBOW KHUCIOTHI M
cynbdokcuaa. JJoMuHupyromas 4acte paJIuoakKTUBHOCTU B IIa3Me KpOBU mpuxoimiach Ha N-
IIOKYpOHUIHBIN MeTabonut (50 % uupkynupyroel paguoakTUBHOCTH ), Ha JJOJI0 HEU3MEHHOIO
aKCUTHHHOA U CyJb(OKCHIHOTO META00IMTa IPUXOIMIOCH TPUMEPHO 110 20 % IUpKyJInpyroLen
pPalMOaKTUBHOCTH.

Cynbhoxcunnpnii 1 N-TIOKypoHHIHBIH MeTaboauThl obnanamu npumepno B 400 u 8000 pa3
MEHbIIIeH akTUBHOCTHIO B oTHOMIeHHH VEGFR-2 in Vitro mo cpaBHEHUIO C aKCUTHHHOOM.

Oco0bIe I'pynnbl DaMCHTOB

Jluya nosicunoeo o3pacma, non u pacosast NPUHAOLEHCHOCHb

PesynbraTtel  TONMYNSIUOHHBIX  (DapMAKOKMHETHYECKUX  AHATU30B  IAIMCHTOB C
pactpocTpaHEHHBIMH  3JIOKQYeCTBEHHBIMH ~ HOBOOOpa3oBaHUSIMH (B TOM  4HCIIE  C
pactipoctpaneHHbIM T1IKP) u 310poBBIX 10OpPOBONIBLIEB CBUJIETENLCTBYIOT O TOM, YTO BO3pacT,
0JI, Macca Teja, pacoBasi MPUHAUIEKHOCTb, QyHKIMA novek, reHotun UGT1AL niau reHotun
CYP2C19 He 0oka3bIBAIOT KJIMHHYECKHA 3HAYUMOTO BITUSTHUS.

lleuenounas nedocmamoyrnocmo

Hccnenoanust in VItro u in Vivo yka3bIBaloT Ha TO, YTO aKCUTHHHO META0OIM3UPYETCs TIIaBHBIM
00pa3oM MeUYeHbIO.

3Ha4YeHNEe CHCTEMHOM DKCIIO3UITNH aKCUTHHHOA TTOCIIE €T0 OJTHOKPATHOTO pHUeMa y TallueHTOB C
HOpMaJTbHOW (DYHKIMEW MeYeH! U MAIMEeHTOB ¢ HapylIeHueM (YHKIUU TIEUSHH JISTKOW CTeTIeH!
TshkecTH (kmace A mo Yaina-I1st0) ObUT0 OTMHAKOBBIM U BhIIIE (MIPUOTUZUTENHHO B 2 pasza) — y
NalMEeHTOB C HapylleHHeM (YHKLMHU MEYEeHU CpeaHel creneHu TspkecTH (kimacc B mo Yaiinna-
[Ts10). UccrienoBanms mpuMEHEHUST aKCUTUHNOA y TTAITUEHTOB C TEYEHOYHON HETOCTaTOYHOCTHIO

Tsokenont crenenu (kmacc C mo Yaina-I1st0) HE TPOBOIUIUCH, TOATOMY TpernapaT He CIAeAyeT
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IPUMEHSTh y JAHHOW KaTerophH MalueHTOB (| eKOMeIfﬂ;llInII:/l'H-l E&L'ﬁgb':bEWh'&&:ﬁpéHAﬁaTa

IpUBEJICHBI B pa3zene 4.2).
Iloueunas nedocmamounocmo
HeusmMeHHbII akCUTUHUO HE BBISBISIETCS B MOYE.
HccnenoBanuss akCUTUHHOA y JIMII C TOYEYHOM HEAOCTATOYHOCTHIO HE MPOBOIWIHCH. U3
KIIMHUYECKUX UCCIICJIOBaHMI aKCUTUHUOA B ieueHnU manueHToB ¢ [IKP uckimouanuch nanueHTs
c ypoBHeM KpeatuHuHa > 1,5 paza BI'H wim c paccuuTaHHBIM KIMPEHCOM KpEaTMHHHA
< 60 mu/MuH. Pe3ynpTaTsl HOMYISAIHMOHHOTO (hapMaKOKMHETHUECKOTO aHATN3a CBUACTEIBCTBYIOT
0 TOM, YTO KJIMPEHC aKCUTHHMOA HE U3MEHSIICS Y MAllMeHTOB C MOYEUHON HEeAOCTaTOYHOCTHIO U
KOPPEKIHs 1036l aKCUTUHIOA He TpeOyeTcs.

eTu

Hccnenoanus npuemMa akCUTHHHOA y eTei B Bo3pacTe < 18 J1eT He MPOBOAMIIUCE.

5.3 /lanHble TOKJIHMHUYECKOH 0€30MacCHOCTH

TokCHYHOCTH IIpHU IOBTOPHOM BBCACHUU

OcHoOBHBIE pe3yNbTaThl UCCIIEOBAHUI TOKCMYHOCTH Ha MBIIIAX U cOOaKaX MOCciae MHOTOKPATHOTO
BBEJICHUSl TIperapara B TeYeHHE 10 9 MecsleB OTHOCWINCh K MHUIIEBapUTEIbHOMH,
reMaTONMOATUYECKOH, PENpPOAYKTUBHOW, CKEJIETHOW M 3yOHOW cucTeMaM, a YpOBHH O3B, HE
OPUBOMAAIIME K pa3BUTHIO HaOaromaeMbix HexenarenbHbix sBieHuin (NOAEL), Obuiu
NpUOIM3UTENILHO OSKBUBAJICHTHBI WJIM HU)XE€ YpPOBHS BO3JCWUCTBUS Yy 4eEJIOBEKa MpHU
PEKOMEHIyeMO# KITMHUIEeCKOW HavabHO# 103¢e (Ha ocHoBaHuH ypoBHeit AUC).

KaHIeporeHHoCTh

WccnenoBanust KaHIIEPOT€HHOCTH aKCUTHHUOA HE POBOIMIINCE.

['eHOTOKCHYHOCTh

AKCHUTHHHUO HE TTPOSBIISII MyTar€HHOMN MM KIIACTOT€HHOM aKTUBHOCTH B TPAIUIIMOHHBIX aHATH3aX
TEHOTOKCHYHOCTH N Vitro. 3HaYnuTeIbHOE YBEIIMYCHHE MOIUIUION UK HAOII0AaI0Ch IN VItro mpu
KOHIIeHTpanuax > 0,22 MKr/mi, a Takke OTMEYajoCh IOBBIIMICHHE YHCIA MHUKPOSIECPHBIX
MOJTMXPOMATHYECKUX SPUTPOIMTOB IN VIVO; ypOBEHB J103bI, He ipuBoasiie k paspututo NOEL,
B 69 pa3 mpeBbIIAN OXHUIAEMBbIH YypOBEHb BO3ACUCTBUS y 4YelOBeKa. Pe3ynmbTaThl 1O
TCHOTOKCUYHOCTH HE CYUTAIOTCS KIMHWYCCKH 3HAYUMBIMH TIPU YPOBHSIX BO3JICHCTBHS,
HaOJIOIaBIITUXCS B UCCIICIOBAHMSIX Y JIFOCH.

PenpoaykTruBHas TOKCUYHOCTD

BrraBneHnHsbIie HN3MCHCHH:, CBA3aHHBIC C BOSI[CﬁCTBHCM aKCUTHHHOA Ha SUYKHU U MNpUAATKH AUYCK,
BKJIIOYAJIM YMCHBIICHHUE MaCChl OpraHa, anO(i)I/IIO WM ACTCHEPANIO, YMCHBIICHHUEC KOJIMYCCTBA

KJIC€TOK 3ap0111)1me130171 JIMHUH, TUTIOCTICPMUTIO UJIK aHOMAJIBHBIC (bOpMBI CIIEpMAaTO30U/I0B, a TAKKEC
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YMCHBIICHUE ITIJIOTHOCTU W KOJHUYCCTBA CIICPMAEL O1H I/I"l:lMEHe;J[E;;L H%ﬁmﬁh‘:ﬁ A% M'bl'l_['[e'[/i] TIpH

YPOBHSIX BO3ACUCTBUS NMPUOIU3UTEIHHO B 12 pa3 BhIIIE 0)KUJAEMOTO BO3/ICHCTBHS Y UEIOBEKA, a
y cobaK — Mpu ypOBHSX BO3JEHUCTBUSI HUKE 0KHIAEMOIO BO3JEHCTBUS y YeJOBEKa. Y CaMIIOB
MBIIIEH OTCYTCTBOBaN 3(h(EKT Ha criapuBaHUE WU (PEPTHIIBHOCTH MPH YPOBHSAX BO3IEHCTBUS
npUOIM3UTENBHO B 57 pa3 BbIIIE 0KUAAEMOT0 BO3/ICHCTBHUS Y UeIOBeKa. BhIsIBICHHbIE H3MEHEHUS
y CaMOK MbIIIEH BKJIIOYAIM IIPU3HAKK 3aMEUICHHOI'O IIOJIOBOIO CO3PEBAaHMsI, YMEHBIICHUE
KOJINYECTBA UJIM OTCYTCTBHUE KENTHIX Tell, YMEHBIICHHYIO MAacCy MaTKH, a TAK)KE aTpO(pUI0 MATKU
IpU YPOBHAX BO3ICHCTBUS NMPUOIMZUTEIHLHO SKBHUBAJICHTHBIX BO3ICHCTBHIO, OXHAAEMOMY Y
yellioBeKka. Y CaMOK MblllIeld HaOIi0Aanoch CHWKEHUE (EepTUIBHOCTH U KU3HECIIOCOOHOCTHU
SMOpPHOHOB IIPU BCEX HUCCIIEOBAHHBIX J03aX, IPU 3TOM YPOBEHb BO3AECHCTBUSI CaMOW HU3KOMU
JI03BI IPUOTM3UTENBHO B 10 pa3 mpeBsIIall 0’)KUaeMOe BO3JICHCTBHE Y YEIOBEKa.

Y OGepeMeHHBIX CaMOK MBIIICH Mo JIeHCTBUEM aKCUTHUHHOA OTMEUYaloCh YBEIMUEHHUE CIydacB
BPOXKICHHOTO TIOPOKAa pAcCIIEIUICHUs TBEPIOro He0a M CKEJNEeTHBIX AaHOMaJHil, BKIIOuas
3aMeVICHHYIO0 OCCH(HMKAIHIO, TIPH YPOBHAX BO3ACUCTBUS HWXKE 0XKHJAEMOTO BO3JCHUCTBHS Y
yenoBeka. lccienoBaHus TOKCHMYECKOTO BO3ACUCTBUSA B IIEPUHATAIBHOM U ITOCTHATAJIBHOM
NeproIax He IPOBOJUINCH.

Pe3ynbpTaThl HCCAENOBAHUS TOKCUYHOCTH Y HEMOJOBO3PEIbIX JKUBOTHBIX

VY Mpimeilt u cobak HabmoAamack oOpaTtuMasi JUCIIIa3us XPAMICBOM IUIACTHHBI NMPH BBEJCHUU
AKCUTHHUOA B TeUeHNE MUHUMYM | MecsIia v ipu ypOBHSX BO3/ICHCTBHS MPUOIU3UTEIHHO B 6 pa3
BBIILIE OKUJAEMOI0 BO3JIECHCTBUS y UEJIOBEKA. Y MBIIIEH MO ACHCTBUEM IIpernapaTa B TEUEHUE
6onee 1 Mmecsna HaOmonaNCAd YaCTUYHO OOpaTUMBIN Kapuec 3yOOB MpU YPOBHSAX BO3JEHCTBHUS,
COIMOCTaBUMBIX C 0’KMJIA€MBbIM BO3JEHCTBHEM Yy ueioBeka. /[pyruve mposBiieHUsT TOKCUYHOCTH,
MPEJICTaBIISIIOIINE OMAaCHOCTh JJIsl MAllMEHTOB JETCKOro BO3pAacTa, y MOJIOJABIX >KMBOTHBIX HE

OLICHUBAJIUCH.

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. Ilepeuenb BcoMoOraTe/ibHbIX BellleCTB
AxcntnanO, 1 mMr, TabJIETKH, DOKPEITHIE IIIEHOYHON 000I0YKOH

Aopo

[enro103a MUKpPOKPUCTAIIIMUECKAs
JlakTo361 MOHOTHApAT
Kpockapmennosa Hatpust

Marnus creapat

Obonouka

I'unpomernosa
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Turana quoxcun (E171)

Maxkporox 4000
Kpacutens xene3za okcup sxentoiit (E172)
AxcutnanO, 5 Mr, TabJIETKH, HOKPHITHIE IIIEHOYHON 000I0YKOH

Aopo

[emrono3a MUKPOKpUCTAIIIMYECKAs

JlakTo361 MOHOTHApAT

Kpockapmeruiosa HaTpus

Marnus creapar

Obonouka

I'unpomeriosa

Turana quokcun (E171)

Maxporomn 4000

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

3 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHuTb npu Temneparype He Bole 25 °C B KApTOHHOM yIIaKOBKE (T1ayKe) [ 3allUThl OT CBETA.
6.5. Xapakrep u coaepxaHue NEPBHYHOH YIAKOBKH

ITo 10, 14, 25 nmu 30 TabneTok B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 IUIEHKHU MOJTMBUHIIXJIOPUIHOM
WM TOJMBUHWIXJIOPUAHON/ TIOMMBUHWINICHXJIOPUAHONW/ TIONIMBUHIIXJIOPUIHON U (oJbru
IFOMUHHMEBOM NIEYAaTHOW JIAKUPOBAHHOM.

W mo 10, 28, 56, 100 Tabnerok B OGaHKY CTEKISIHHYIO W3 KOPUYHEBOIO CTEKJA TPETHEro
TUAPOJIUTUYECKOIO KJIACCa, YKYNOPEHHYIO KPBILIKOW IMOJIMITUIEHOBOM C BIIArONOIJIOTUTENEM C
KOHTPOJIEM [IEPBOTO BCKPBITHS, C CUCTEMON «HAXKaTh-TIOBEPHYTH)» WIIN Oe3 Hee.

HomyckaeTcsi cBOOOJHOE TMPOCTPAHCTBO B  OaHKE 3amojHATH BaTOM  MEAUIIMHCKOU
TUTPOCKOITUYECKOH.

Ha OanKy HakJIeMBalOT ATUKETKY.

Opnny Ganky umu 1, 2, 3, 4, 6 KOHTYpPHBIX SYEHKOBBIX YMAKOBOK BMECTE C MHCTPYKIMEH IO
MEIUITMHCKOMY TPUMEHEHHUIO (JIMCTOK-BKJIAJIBII) TIOMEIIAIOT B KAPTOHHYIO YIIAKOBKY (MTa4Ky).
6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NPH  YHUYTOXXKEHMH  HCIOJb30BAHHOIO
JICKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYECHHBIX IOCJIe NPHUMEHEHHus!
JIEKApPCTBEHHOI'0 Mpenapara u Apyrue MaHUIyJISIUM C IPenapaToM

Becn ocTapmmiics HeKapCTBeHHBIﬁ nmpemnapar Uik OTXOAbI CJIECAYCT YHUUTOXUTE B COOTBECTCTBUU
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C YCTaAaHOBJICHHBIMU MCCTHBIMU Tpe6OBaHI/I${MI/I.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

Poccus

000 «O30u Menuka»

445043, Camapckas obOnacth, 1.0. Tomesttu, TEP. O33 IIIIT, MI'CTP. 3-1, 3manme 11,

crtpoenue 1, kom. 37.

7.1. IlpencraBuTtenb AepaaTessi PperiCTPALMOHHOIO YA0CTOBEPEHHUS

[IpeTen3un HOTDG6HTCJ'I€I>1 HaIrpaBJIATH IO aApPECy.

Poccus

000 «O308»

445351, Camapckas 0011., T.0. XKurynesck, 1. XKurynesck, yi. ['uapocrpoureneid, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PET'MCTPAIIMOHHOI'O YIOCTOBEPEHUA

9. JIATA TIEPBUYHOW PETMCTPAIIMM (IMMOATBEPKIEHMS
PETACTPAIIAU, TEPEPETACTPAIIAN)

JlaTa niepBo perucTpanuu.

10. JATA IEPECMOTPA TEKCTA

O6ma51 XapaKTCPUCTHKA JICKAPCTBCHHOI'O IIpCIIapaTa AKCUTHHHUO AOCTYIIHA Ha I/IH(I)OpMaI_II/IOHHOM
nopraje EBpaBHﬁCKOTO 9KOHOMHUYECCKOIo COor3a B I/IH(I)OpMaI_II/IOHHO-KOMMyHHKaHHOHHOﬁ CCTU

«UuTepuer» http://eec.eaeunion.org/.
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