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OBILASI XAPAKTEPUCTHKA JIEKAPCTBEH OO TPEITAPAT & 702

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

APCABHO, 1 mr, TabIEeTKH, MOKPHITHIC TIJICHOYHON 000JI0UKOH.
APCABHUO, 5 mr, TabneTku, MOKPHITHIE MJICHOYHONW 000JI0UYKOM.

2. KAUECTBEHHBIN 1 KOJJMYECTBEHHBIA COCTAB
JleiicTBytol1Iee BEMIECTBO: aKCUTHHUO.

APCABHO, 1 mr, TabJIETKH, ITOKPBITHIE IUIEHOYHOU 000JI0UYKON

Kaxxnas Tabnerka, MOKphITasi INICHOYHON 000JIOUKOM, COACPKUT 1 MI akCUTHHUOA.
BcnomorarenbHble BelllecTBA, HAMUKME KOTOPBIX HAJI0 YYUTHIBATH B COCTaBE JICKAPCTBEHHOI'O
npemnapara: jakTo3a (cM. pasaen 4.4).

APCABHO., 5 mr, TaOieTKH, ITIOKPBITHIE INIEHOYHON 000JI0YKON

Kaxxnas Tabnerka, MOKpbITasi INIEHOYHON 000JI0OUKOM, COAEPKUT 5 MI' aKCUTUHUOA.
BcnomoraTenpHble BelllecTBa, HaJM4KME KOTOPBIX HAZ0 YUYUTHIBATH B COCTABE JIEKAPCTBEHHOT'O
npenapara: jlaktosa (cM. pasznuen 4.4).

[TonHbI# TepeYeHb BCIOMOTATEeNbHBIX BELIECTB MMPUBEICH B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTKu, MOKPHITHIC INICHOYHON 000JIOUKOH.

APCABHO, 1 mr, TabJIeTKH, DOKPBITHIE INIEHOYHON 000JI0UYKON

TabneTkn Kpyrible, JBOSKOBBINYKIIbIE, MOKPBIThIE IJIEHOYHOW O0O0O0JOYKOM pO30BOro ¢
KOpPUYHEBAThIM OTTEHKOM IiBeTa. Ha monmepeyHoM paspes3e BUAHBI Ba ciod. Sapo TtabiaeTku ot
0enoro 10 mo4TH GENoro IBeTa.

APCABHO, 5 mr, TabJIETKH, ITIOKPBITHIE IUIEHOYHO 000JI0YKOM

TabneTku Kpyrible, TBOSKOBBIMYKIIbIE, TOKPHITHIE IIEHOYHON 000JI0YKOI KpaCHO-KOPUYHEBOIO
nBeta. Ha momepeunoM paspese BUAHBI /1Ba ciiosl. Spo TabneTku oT 6eaoro A0 MOYTH Oenoro
I[BETA.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloxkazanusl K NpUMeHEHUI0

[Tpenmapar APCABUO mnoka3aH aisi Je4eHUS B3pOCIBIX MAalMEHTOB C PacHpOCTPaHEHHBIM
noyeyHo-k1eTouHbIM pakoM (ITKP) nmpu HeapdekTnBHOCTH NpealecTBYOIEH Tepanuu.

4.2. Pe:xuM 103UPOBAHHS M CIIOCO0 MPUMeEHeHUs

Jleuenne mnpemapatom APCABHMO nomkHO TpOBOAWUTHCS BpadyoM, HMEIOUIMM  OIBIT
IMPUMEHEHHUS TPOTUBOOITYXO0JIEBBIX MTPENapaToB.
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PexxuM 103MpoBaHug

PexomenayeMas 103a akCUTHHHOA COCTABIISIET 5 MI' BHYTPh 2 pa3a B CYTKH.

Jledenue MOMKHO MPOJIOIIKATHCS A0 TEX MOp, MOKa HalOIogaeTcs KiInHudecKu sddext, nim no
pa3BUTHS  HENPUEMJIEMOW  TOKCMYHOCTH, HE  MOJJAKOLIEHCS  KOPPEKUHUH  [PUEMOM
JOTIOTHUTEIIbHBIX JIEKAPCTBEHHBIX CPEACTB UM U3MEHEHHEM JI03bI ITpernapara.

IIpun pasBuTHM PBOTHI WJIM IPOIYCKE 03Bl HE CIEAYeT NPUHUMATh JOIOJIHUTEIBHYIO 103y
mpernapara, a ClIeyIIyIo 103y PeKOMEHYeTCs IPUHATh B 0OBIYHOE BPEeMs.

Koppexyus 0o3v

B 3aBucuMOCTH OT MHAMBUAYAIEHON EPEHOCUMOCTH U 0€30IIaCHOCTH CyTOYHAs J103a Ipernapara
MOJKET ObITh YMEHBIIICHA UM YBEIHUCHA.

[Tpu xoporiel mepeHOCHMOCTH HauyaJIbHOM 103l aKCUTHHUOA 5 MT 2 pa3a B CYyTKH M OTCYTCTBUU
HEKeNaTeNIbHbIX peakuuii >2-i creneHu (T.e. IPU OTCYTCTBHM CEpPbE3HBIX HEXKeIaTeNbHbIX
peakIuii COrJIacHO OOIUM TEPMHUHOJIOTUYECKUM KpuTepusiM HexxenarenbHbiX siBjaeHuit [CTCAE],
Bepcus 3.0) B TeUeHHE ABYX MOCIEI0BATENbHBIX HEAETh MOXKHO YBEIIMYUTH 03y Iperapara 10
7Mr 2 pa3a B CyTKH, 3a UCKJIIOYEHHEM CIy4yaeB, KOIJa apTepUaIbHOE JIaBJICHUE MPEBbIIIAET
150/90 MM pT.CcT. WM MAalMEHT MOJy4YaeT AHTUTUIEPTEH3UBHYIO Tepanuio. Bmocnenctsuw,
PYKOBOJCTBYSICb 3TUMH K€ KPUTEPUSAMU, IPU XOPOIIEH MEPEHOCUMOCTH J03bl aKCUTUHNOA 7 MI
2 pa3a B CyTKM MO>XHO YBEJIMYUTH J103y IIpernapara 10 MakcuMaiabHO 103kl — 10 Mr 2 pa3a B
CYTKH.

Jlis KoppeKIMu HEKOTOPBIX HEXENATENbHBIX PEeaKINil MOKeT MOTpeOOBaTHCS BpEeMEHHasi MU
MOCTOSTHHASI OTMEHA W/WIIM CHIDKEHUE J03bI akcUTHHHOA (cM. pazaen 4.4). [Ipu HeoOXoagumocTH
CHI)KEHHSI JTO3bl aKCUTUHUOA €€ MOXXHO CHU3UTH 10 3 MT 2 pa3a B CYTKU U 3aTeM elle 10 2 MT
2 pa3a B CyTKH.

He TtpeOyercs koppekuuu [J03bI Tpernapara B 3aBHCUMOCTH OT BO3pacTa, pacoBOU
IIPUHAJJIEKHOCTH, 110J1a UJIM MacChl TeJla MalkeHTa.

Oonospemennoe npumenenue mowHvlx uneubumopos CYP3A4/5

OpnHoBpeMeHHOE TpHUMEHEHHE akCUTHHHOAa ¢ MoImHbIMH uHruouropamu CYP3A4/5 moxer
MPUBOAUTH K TOBBIIIEHUIO KOHIIEHTpAIIMU aKCUTHHHOA B I1a3Me KpoBu (cMm. pazaen 4.5). s
OJIHOBPEMEHHOTO TMPUMEHEHHsI PEKOMEHIYeTCs MOoA0UpaTh ajlbTepHATHBHBIC JIEKAPCTBEHHBIC
CpEICTBA — C OTCYTCTBHEM MM MUHUMAJIbHBIM HHIHOUpYyromuM nelictBueM Ha CYP3A4/5.
HecmoTps Ha TO 4TO WHCCIeAOBaHUS IO KOPPEKIMH J103bI aKCHUTHUHHOA Yy TAIMeHTOB,
NpUHUMAOIKX MolHble uHruoutopel CYP3A4/5, He mnpoBoauiuch, mpu HEOOXOIUMOCTU
OJIHOBPEMEHHOTO  TpHMeHeHus MomHoro uHruouropa CYP3A4/5  pexomeHnmyercs
NpUOJIM3UTENEHO HAMTOJIOBHHY YMEHBIIUTH 03y aKCUTHHUOA (HampuMep, HAa4albHYIO 103y 5 MT
2 paza B CYTKHM CIeAyeT CHU3UTh MO0 2 Mr 2 pa3a B CyTKH). [ KOppeKIHH HEKOTOPBIX
HEXKENATeNbHBIX pEeakluii Ha TpUeM TpenapaTa MOXET IOTpeOOBaThCs BpEMEHHas WIH
MOCTOSTHHAS OTMEeHA akcUTHHHOA (cM. pazzaen 4.4). [Ipu otmene moirHoro uaruoutopa CYP3A4/5
CJIEZIyeT PacCMOTPETh BOIPOC O BO3BPALICHHH K JI03€ aKCUTHHMOA, KOTOpas MpUHUMAIACh 10
Hayvana JedeHust MOIHbIM HHruouTopoM CYP3A4/5 (cm. pa3nen 4.5).

Oonospemennoe npumenerue mowHvlx uHoykmopos CYP3A4/5

OpnHoBpeMeHHOE NpUMEHEHUE akKcUTHHUOa ¢ MomHbIMH HHAyKTOpamu CYP3A4/5 wmoxer
NPUBOJINUTh K CHWKEHHIO KOHIIGHTPALMU aKCUTHHHOA B I1a3Me KpoBH (cM. pazzaen 4.5). s
OJIHOBPEMEHHOTO MPUMEHEHUS PEKOMEHAYeTCsl BbIOMpaTh ajJbTEpHATUBHBIE JIEKAPCTBEHHBIE
CpeZCTBa C OTCYTCTBHEM WJIM MUHUMAJIBHBIM CTUMYJIUpPYIOIIMM BiaussHueM Ha CYP3A4/5.
HecmoTps Ha TO 4TO wHCcleOBaHUS IO KOPPEKIMH J103bl AaKCUTHUHHOA Yy NAaIMeHTOB,
npuHUMarIuX MouHbsle MHAYKTOpel CYP3A4/5, He mnpoBoaunuch, Npu HEOOXOIMMOCTH
OJIHOBPEMEHHOT0 npuMeHeHHs: MomHoro uuaykropa CYP3A4/5 pekoMmeHayercss MOCTENEHHOE
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COOTBETCTBYET SKCNEPTHOMY OTUYETY

BBICOKHX 703 MOIIHBIX MHAYKTOpoB CYP3A4/5 mpoucxomut B TedeHue | Henenu JedeHUs
UHAYKTOpOoM. [Ipy MOBBIIIEHUH 03Bl aKCUTUHUOA CleAyeT MPOBOAMUTH TIATENbHBII KOHTPOJIb
COCTOSIHMSI TAllMeHTa Ha MPEIMET BBISIBJICHUS CHUMITOMOB TOKCHUYHOCTH. JlJisi KOppeKuuu
HEKOTOPBIX HEXENATeNbHBIX PEaKIMil Ha MpHeM Mpenapara MOXKeT NoTpeOOoBaThCS BpeMeHHas
WIA TIOCTOSIHHAs OTMEHA AaKCUTMHHOAa W/MIM CHW)XXeHue ero ao3el (cMm. pasgen 4.4). Ilpu
MpeKparieHuu Tepanuu MoitHeIM HHAYKTopoM CYP3A4/5 crnenyer HeMemiieHHO BEPHYTHCS K
J103€ aKCUTUHUOA, KOTOpasi MPUHUMAJIACh 10 HaJalla JedeHus MOIIHbIM UHaykTopom CYP3A4/5
(cm. paznen 4.5).

Oco0nIe T'PVYIIIBI TAIITMEHTOB

THayuenmor nosicunozo ospacma
Koppekiuu 710361 ipenapara He Tpedyercs (cM. pazaesl 4.4 u 5.2).

THayuenmoi ¢ Hapywenuem GyHKYUU noyex
Koppexkiuu 10361 ipenapara He TpedyeTces (cM. paszzaen 5.2). [IpakTHuecKu OTCYTCTBYIOT JaHHBIC
110 JICYCHHUIO aKCUTHHUOOM TMalMEeHTOB C KIIMPEHCOM KpeaTnHUHA <15 Mi1/MHUH.

THayuenmoi ¢ Hapywenuem pynKyuu neveHu

[lpy Ha3HAYCHHM aKCHUTUHUOA MAIMEHTaM C TICYCHOYHON HEJIOCTATOYHOCTBIO JIETKOH CTETIICHU
(xmacc A mo Yainn—Ilpr0) koppekuuu 10361 npenapara He TpeOyetcs. PekoMenayercs CHU3UTh
7103y aKCHUTHHUOA TPU HA3HAUCHWH Iperapara MalMeHTaM ¢ MEUYCHOYHOH HEI0CTAaTOYHOCTHIO
cpenneit crenenu Tsokectu (knace B mo Yaiina—Ileo) (Hampumep, HayadbHYIO 103y CICIyeT
CHHM3UTh C 5 M 2 pa3a B CyTKH 0 2 Mr 2 pa3a B CyTkH). MccienoBaHus M0 MPUMEHEHHUIO
AKCUTHHMOA y TAlMEHTOB C TEYCHOYHOH HEJOCTAaTOYHOCTHIO TsDKenoi cremenu (kmacc C mo
Yaiinn—I1pr0) HEe TPOBOIWINCE, TIOATOMY IPENapar He CIeAyeT NPUMEHSTh Y JaHHOH KaTerOpuu
ManueHToB (cM. pazzaeinsl 4.4 u 5.2).

CTHU

bezonacHocth u apdexruBHOoCTh Ipenapata APCABUO y nereit u moapocTkoB mutaame 18 jget
HE YCTAHOBJICHBI. J[aHHBIE OTCYTCTBYIOT.

Crooco0 nmpuMeHeHus

[Tpenapatr APCABUO npenHasHaueH i nepopajibHOro npuema. TalneTku cieayetr npuHUMaTh
BHYTpB, 2 pa3a B CyTKH, C UHTEPBAJIOM MEX]ly IpUeMaMu NpUOIN3UTENBHO 12 yacoB, HE3aBUCUMO
OT npHremMa nuiy (cM. paszaen 5.2). TabnaeTku cieayeT NporiaTbiBaTh HEINKOM, 3alMBast CTAKaHOM
BOJIBI.

4.3. TIpoTuBONIOKA3AHUS

['MrepuyBCTBUTENFHOCT K AaKCHUTHHUOY WM K JIFOOOMY H3 BCIIOMOTAaTEIbHBIX BEUIECTB,
IIEPEYUCIIEHHBIX B paszaene 6.1.

4.4. OcoOble yka3aHusl 1 Mepbl NPEA0CTOPOKHOCTH NPH NPUMeHeHN U
MOHUTOPHHT cTIeU(pHUECKUX SBICHUH, CBA3aHHBIX ¢ 0€30MaCHOCTHIO, JOJIKEH MPOU3BOIUTHCS

J0 Hadajia Tepalnr, a TaKXKE IMEPUOANICCKU BO BpEMs JICUCHUS AKCUTUHHOOM B COOTBETCTBUH C
MPUBCACHHBIMH HUXKXC PCKOMCHAAIUSIMU.
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Cepieunast HEIOCTATOYHOCTE

COOTBETCTBYET 2KCNEFPTHOMY OTYETY

B kJIMHMYECKHMX HCCIICIOBAHUSAX NMPUMEHEHHs akKCUTHHHOA B JeueHnH narueHToB ¢ [1IKP Obutn
3apErHCTPUPOBAHBI  CIy4aWl CEpPJACYHON HEIOCTATOYHOCTH (B TOM HYHCJIE CEpACYHOM
HEJIOCTaTOYHOCTH,  XPOHHUYECKOH  CepJeYHOM  HEIOCTaTOYHOCTH,  CEPACYHO-JICTOYHOM
HEJOCTAaTOYHOCTH, NUCHYHKIIMU JIEBOTO JKENyI0dYKa, CIydau CHIDKEHUS (pakiuu BBIOpOca
JICBOT'O JKETY0YKa U HEIOCTATOYHOCTH MTPABOTO JKEIYI0UKa) (cM. pa3zen 4.8).

CuMNTOMBI ¥ TPHU3HAKK CEPACYHOM HEIOCTATOYHOCTH HEOOXOAUMO KOHTPOJIMPOBATh HA
NPOTSDKEHUHM BCETO IMEpPHOJa JICUCHUS aKCUTHHUOOM. JleueHwe cepieyHOW HEI0CTAaTOYHOCTH
MOJKET MOTPeOOBaTh BPEMEHHOTO WJIH TTOJTHOTO MPEKPAIECHUS TePATHH W/UITH YMEHBIIECHUS JT03bI
aKCUTUHUOA.

AprepuanpHas THIIEPTSH3US

B ximHHYeCKHMX MCCIEOBAaHUAX MPUMEHEHHS aKCUTHHHOA B nedeHnu nanueHToB ¢ [IKP odens
4acTO PErUCTPUPOBAIUCH ClIyyau apTepHalibHOM runepreH3uu (cM. pasnen 4.8).

B KOHTpOIMpYeMOM KIMHUYECKOM UCCIIeIOBAaHIH MEIaHa BPEMEHH JI0 Pa3BUTHSL apTEePUAITLHON
THIIEPTEH3UN (CHCTOIMYECKOE apTepuanbHoe AaBieHue >150 MM pT.CT. WM AMACTOINYECKOe
aprepuanbHoe naBieHue >100 MM pr.cT.) HaxoamIack B mpeaenax 1 Mecsna oT Havaia Tepanuu
aKCUTUHHOOM, a NOBBIILICHUE apTEPHAIBHOTO JABJICHHUS HAOIIONAIOCh yxKe uepe3 4 ITHs mocie
Hayasa Tepanuy aKCUTHHUOOM.

[lepen HawagoM Tepanmuu aKCUTHHUOOM HEOOXOIMMO TIIATEIBHO OTKOPPEKTUPOBATH
apTepuaibHOe JaBieHrne. HeoOXoauMo KOHTPOIMPOBATh COCTOSHHE ITAllIEHTOB Ha MpPEAMET
pa3BUTHS apTEpHATbHON THIEPTEH3UH M TPU HEOOXOAMMOCTH TPOBOAUTH CTaHAAPTHYIO
AQHTUTUIEPTCH3UBHYIO Tepanuioo. B ciaydae pa3BUTHS CTOWKOW apTepHaNbHOW THIIEPTEH3UH,
HE MMOAJAIOIICHCS aHTUTHIIEPTEH3UBHOM Tepamnuu, 103y aKCUTHHHOA clieayeT CHU3HTh. [lpu
Pa3BUTUHM TSDKEIOH apTepuasbHON THUIEPTEH3HMH Yy MAalUEHTOB PEKOMEHIYETCS BPEMEHHO
NPEKPaTUTh TEPANHMI0O aKCUTHHHOOM 10 CTaOMIIM3alMH apTePHAIbHOTO JABJICHUS, IOCIE Yero
TEpanuio aKCUTUHUOOM MO>KHO BO30OHOBHTH C Ha3HAYEHHMEM IpenapaTa B Oojee HU3KOH Jio3e.
[Ipu mpekpamieHuy npueMa akCUTHHHOA HEOOXOIMMO KOHTPOJIMPOBATH COCTOSIHAE MAIMEHTOB,
NOJYYalOIUX AaHTUTMIIEPTEH3UBHbIE TpenapaTbl, Ha MpeaIMeT pa3BUTUS apTepUalIbHOU
TUNOTEH3UH (cM. pazzaen 4.2).

[Tpu pa3BUTHM TSHKEION WM CTOMKON apTepHaiIbHOM IMIIEPTEH3UU U CUMITOMOB, XapaKTEPHbIX
JUIsL cCUHApoMa oOpaTUMOW 3ajHell neilkosHuedanonatun (CM. HHMXKE), CIENyeT PacCMOTPETh
BOIIPOC O MTPOBEACHUH JUArHOCTUYECKONH MarHUTHO-PE30HAHCHOM TOMOTrpauu roJI0BHOTO MO3Ta.

I[I/ICd)VHKHI/IH IIUTOBUIHOM KEIE3hI

B knmuHHMYecKUX MCCIeNoBaHMUSIX MPUMEHEHHUS aKCUTHHUOA B NeueHuu nanueHToB ¢ [IKP 6bimn
3apEeTUCTPUPOBAHBI CIydyad Pa3BUTHUS TUIIOTHUPEO3a M, B MEHBIIIEH CTENEeHH, TUIIEPTHUPEO3a (CM.
pazzaen 4.8).

210 Haydajla TCparnu aKCI/ITI/IHI/I6OM, a TaKXKE MEPHUOANYICCKU BO BpEMs JICUCHUSA PECKOMCHIAYCETCA
MPOBOANWTH HCCIEAOBaHWE (YHKIMH INMUTOBUAHON kene3bl. Koppekuus TumoTupeo3a u
TUIICPTHUPCO3a OJIKHA IPOBOAUTHECA B COOTBETCTBUH CO CTaHAApTaMHU Me}IHHI/IHCKOﬁ IIOMOIIIN 151
MOJIEPKaHUST HOPMAIBHON (PYHKIIMH ITUTOBUTHON KENe3bl.

AprepuanbHasg TpoM0O0dIMO0IH

B kiIMHMYECKMX MCCIEOBAHUAX AKCUTHMHHOA OTMEYalIMCh CIydyau pPa3BUTHS apTepUaTbHOM
TpoMO03MOOIMK (B TOM YHCIIE TPAH3UTOPHOW HIIEMHUYECKON araku, MH(papKTa MHOKapja,
OCTPOr0 HapyIIEHUs] MO3TOBOI0 KPOBOOOPAIIEHUSI U OKKIIIO3MH apTEePUU CEeTYaTKH) (CM. pasjen
4.8).
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JTAHHBIX SIBJICHUN WJIM UMEIONINX MOJ0OHBIE 3MU30/6l B aHaMHe3e. VccnenoBanus MpUMEHEHUs
AKCUTHHUOA y MAalMeHTOB, NIEPEHECHINX apTePHAIBHYI0 TPOMOOIMOOIMIO B MPEANIECCTBYIOIINE
12 mecsiieB, HE TPOBOIUIIHCH.

Benosnas tpoM0603MO0IIHs

B KIMHUYECKHMX HCCIENOBAaHMUAX AKCUTHMHUOA PETUCTPUPOBANIUCH CIy4ad Pa3BUTHS BEHO3HOM
TpoMO0IMOO0JIMK (B TOM YHCIIE TPOMOOIMOOIUH JIETOYHOU apTepHH, TpoMOO3a rIIyO0OKUX BEH H
OKKJIFO3UH/TpoMO03a BeH ceTuatku) (cM. pasuen 4.8).

Crnemyer ¢ OCTOPOXKHOCTBIO MPUMEHSTh aKCUTHHHO Y MAIIMEHTOB ¢ (paKTOpaMu pHCKa Pa3BUTHUS
JAHHBIX SIBJICHUW WJIM UMEIONINX MOJO0OHBIE 3MU30/I6l B aHaMHe3e. VccnenoBanus MpUMEHEHUs
AKCUTHHUOA Yy TMAaIMeHTOB, TEPEHECHIMX BEHO3HYID TPOMOOAIMOOJIMIO B MPEIIICCTBYIONIHEC
6 mMecs1eB, HE TPOBOIMIUCE.

OHGHKa YPOBHA reMOTJIOOHMHA UJIN IreéMaToKpuTa

Ha ¢one Tepanmy akCHTHHHOOM MOXKET MOBBIIIATHCS YPOBEHb T'€MOTIIO0MHA HITH TeMaTOKPHUTA,
YTO CBUAETENIBCTBYET 00 YBEITMUYEHUHN MAcChl 3pUTPOLIUTOB (CM. pazein 4.8). YBelndeHne Macchl
OPUTPOIIMTOB MOXKET CHOCOOCTBOBATH MOBBIIMICHUIO PUCKA PA3BUTHA TPOMOOIMOOIMUECKUX
OCJIO)KHEHUU.

Pexomenyercss mpoBOJUTP MOHUTOPUHI YPOBHSI I'€MOIVIOOMHA WJIM T€MaTOKpHUTa /0 Hayaia
JICYCHHMS], a TAKXKE NMEPUOANYECKH B MPOLIECCE JICUEHUsI aKCUTUHHOOM. [Ipu MOBBIIIEHUN YPOBHS
reMOTJI00MHA MJTM TeMAaTOKPUTA BBIIIE HOPMBI CIIEYET IPOBECTH KOPPEKIUIO, HAIPABJICHHYIO Ha
CHIDKEHHE TIeMOrjIoOMHa MM TeMaTOKpUTa [0 NPUEMIIEMOIO YpPOBHS B COOTBETCTBUHM CO
CTaHJAPTHOW MEIULMHCKOW IPAKTUKOM.

KpoBoreuenus

B xnuHMYeckux HcciaeoBaHUSAX aKCUTHHMOA HAOMIOJaNMCh Cilydad pPa3BUTHS KPOBOTEUEHMI
(cM. pazzen 4.8).

I/ICCJ'IGI[OBaHI/IX IMPUMCHCHU A akcuTHHNOA Yy MHOanuMEHTOB C IPHU3HAKaMKU MCTACTATHUYCCKOI'O
MOpPaKEHUS TOJIOBHOTO MO3ra, 1O MOBOAY KOTOPOTO HE OCYIIECTBISUIOCH COOTBETCTBYIOIIETO
JICYCHUS, HC ITPOBOJUIIUCH, B CBA3U C YEM HE CIICAYCT IIPUMCHSATH aKCUTUHUO y I[aHHOfI KaTteropmuu
MAIMECHTOB.

I/ICCJ'IGI[OBaHI/IX IMPUMCHCHUA aKCUTHHHOA Y HNaoueHTOB, HCAABHO IMCPCHCCIINX KEIYAOYHO-
KHIIEYHOE KPOBOTEUEHHE, HE TIPOBOJIWINCH; B CBSA3H C YE€M HE CIICAYET MPUMEHSITh aKCUTHHHO y
I[aHHOI\/JI KaTeropmuu mnamucHTOB. Ecmu KPOBOTCYCHHC Tpe6yeT OKa3aHUus Me[[HHHHCKOfI IIOMOIIIH,
CJIeZIyeT BPEMEHHO MPEKPATUTh MTPHEM aKCUTHHUOA.

AHEBPHU3MEI 1 PACCIIOCHUS apTEPHl

[TpuMeHeHne MHTMOUTOPOB COCYAMCTOTO HI0TENHaIbHOTO (hakropa pocta (VEGF) y nanuenTos
C TUIIEpTEeH3HUeH niK 0e3 Hee MOXKET CITIOCOOCTBOBAaTh 00Pa30BaHUIO AHEBPU3M U/WIIH PACCIOCHUS
aprepuii. Jlo Hawanma neuenust npemnaparoMm APCABHO HeoO0XoauMO TIIATENBHO OLICHUTH
BO3MOXXHBIE PUCKH Yy TAIMEHTOB, MMEIOIIUX Takue (PAKTOphl PUCKA, KAK TUIEPTEH3US WU
HaJIMYMe aHEeBPU3MBbI B aHAMHE3E.

Hepd)opaum{ KCITYAOYHO-KHIIICYHOT'O TpaKTa 1 06Da30BaHI/IC CBHUILIEH

B xnmHMYeCKHX HCCIEeIOBaHUSX aKCUTHHHOA cOOOIIaNoch O Clydasx pa3BUTHsS Tepdoparuu
xkenynouno-kumeuHoro Tpakta (JKKT) u oOpazoBanust cButieit (cM. pasaen 4.8).
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY

MOHUTOPHHT Ha IPeMET KIMHUYecKuX npossieHuii nepdoparmu KKT u oOpa3soBanus cBUILEH.

OcJ10KHEHUS IIPU 3aKUBJICHUU PaH

OdunmanbHple  UCCIEAOBAHMS BIMSAHUS AaKCUTUHHOA Ha TMPOLECC 3aXHUBICHHUS paH He
HPOBOAMINCE.

JleueHne akCUTUHUOOM JIOJDKHO OBITH MPEKpAIIEHO KaK MUHUMYM 3a 24 4aca 10 MpOBEICHHS
IUIAHOBOI'O ONIEPaTUBHOI'O BMEILIATENILCTBA. PelieHne o BO30OHOBIEHNH TEpAallui aKCUTUHUOOM B
IIOCJICONEPALIMOHHBIN TEPHOJ JOJKHO OCHOBBIBATHCS HAa pE3yNbTaTax KIMHUYECKOH OLEHKU
TEYEHUs paHEBOI'0 Ipoliecca.

CunapoM obpatumMoii 3aueii geiikosHedaronarun (CO3J1)

B knHIYecKuX ucciae0BaHUAX akCUTHHNOA cool1manock o ciydasx pazsutus CO3JI (cMm. pazaen
4.8).

CO3JI mpencrasisier cob0il HEBPOJIOTMYECKOE PACCTPOMCTBO, KOTOPOE MOXKET IMPOSBIATHCA
TOJIOBHOH 00JbI0, CyZOpOTaMH, BSUIOCTBIO, CIYTAaHHOCTBIO CO3HAHHUS, CJIENOTOW W JPYrHMHU
3PUTEJIFHBIME W HEBPOJOTMYECKUMH HapylmIeHusIMH. [IpM 3TOM BO3MOKHO MOBBILIICHUE
apTepHaJIbHOTO JIaBJICHUSI OT JIETKOM J10 TshKenol ctenenu. s noarsepxaenus auarsosa CO3JI
HE00X0/IMMO NPOBEIEHNE MarHUTHO-PE30HAHCHOW ToMmorpaduu. Y HAlMEHTOB C CUMITOMaMHU
CO3JI HeoOXoAMMO BPEMEHHO MpEpBaTh WM IOJHOCTBIO TPEKPATUTh NpPUEM AKCUTHHHOA.
JlaHHBIX O 0€30macHOCTH BO30OHOBICHUS TEpaNMHM aKCUTUHHOOM Yy TMAIMEHTOB, paHee
nepenecunx CO3JI, Her.

[Iporennypus

B ximHMYECKHX UCCIIENOBaHUIX aKCUTHUHHOA COOOIANIOCh O CIIy4asiX Pa3BUTHUS MIPOTCUHYPHH,
B TOM umcle 3-i u 4-i crenenu Tskectu (cM. pazzaen 4.8).

Pexomenayercs mpoBoAuTh OOCIEIOBaHWME HA HAJWYHE NPOTEMHYPUHM JI0 Havajia Teparuu
AKCUTUHUOOM, a TakkKe IMEepPUOJUYECKH B Mpoiiecce JedeHus. [Ipu pa3BUTHH MPOTEUHYPUU
CpPEIHEH WU TSHKEION CTeTIeHH He0OXO0AMMO CHUZHUTH /103y aKCUTHHHOA WITK BPEMEHHO TIpEepBaTh
nedenue (cMm. pazaen 4.2). Ilpuem axcuTHHHOA CleayeT MNPEKpaTUTh, €CIU Yy TalleHTa
HaOJII0aeTCs pa3BUTHE HEPPOTUIECKOTO CUHIPOMA.

HexenarennHbIe PEAKIIMHM CO CTOPOHBI IICYCHHU

B koHTponupyeMOM KIMHHYECKOM HCCJIEIOBAaHUM NPUMEHEHUS aKCUTUHUOA B JIEYEHUU
nanvenToB ¢ ITKP Obutn 3aperucTpupoBaHbl Cilydad pa3BUTHS HEXKEIATENbHBIX PEakIHUid co
cTopoHbl nneueHu. Hanbomnee pacnpocTpaHeHHbIE HEXEIATENbHbIE PEAKIIUN CO CTOPOHBI NIEYEHU
BKJIIOYAIIN MIOBBIIIEHUE AKTUBHOCTH alTaHMHaAMHUHOTpaHc(epasbl (AJIT),
acnaptatamuHoTpancdepassl (ACT) u ypoBHs OunupyorHa B KpoBH (cM. pazaen 4.8), mpu 3ToM
OJTHOBpEMEHHOTr0 ToBbIeHUsT akTUBHOCTH AJIT (Gonee uem B 3 pa3a OTHOCHUTENBHO BEpXHEU
rpanuibl HopMbl (BI'H)) u ypoBHs OunmpyOuna (Gosee yem B 2 pasza otHocutenbHo BI'H)
OTMEYEHO He ObLIO.

B knuHn4eckoM uccie1oBaHUM 10 ToA00PY A03bl Y OJHOTO MAIlMeHTa, OJyYaBIIero akCUTHHHO
B HavalbHOH 103e 20 Mr JBaKIbl B CYTKH (B J103€, B 4 pa3a MPEeBBIMIAIONIEH PEKOMEHIYEMYIO
HAYaJIbHYIO J103Y), 0TMEYaJoch OJHOBpeMeHHoe noBeieHue aktuBHoctH AJIT (B 12 pa3 >BI'H)
U ypoBHs OunmupyOuHa (B 2,3 pasa >BI'H), pacueHeHHOe Kak NpOSIBICHUE JIEKaPCTBEHHOU
rernaToTOKCUYHOCTH.

Jlo Hayana Tepanmuu AaKCUTUHUOOM M TEPUOJUYECKH B TMpOIECcCe JICUEHHUS PEKOMEHIyeTcs
IIPOBOAMTD UCCIIETOBAHUS PYHKIIMU MTEYESHH.
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Hapymenne @yHKIMu neyenu

B KIMHUYECKUX MCCIIEIOBAHMIX IPUMEHEHUS aKCUTUHIOA CUCTEMHAs SKCIIO3UIUS aKCUTUHNOA
y MaIMeHTOB C MEYEHOYHOM HEJ0CTaTOYHOCThIO cpenHel creneHn (kimacc B mo Yaitna—IIsio)
MPUMEPHO B 2 pa3a MPEBbINIATA TAKOBYIO Y YIACTHHKOB UCCIICIOBAHUS C HOPMaIbHOU (YHKIIHEH
neuyeHd. [Ipy Ha3HaUYeHHWM aKCUTMHUOA MAllMEHTaM C MEYEHOYHOI HEeJIOCTAaTOYHOCTHIO CpeAHEei
crenenn (knacc B mo Yaiina—IIsi0) pekoMeHyeTcst CHIKATh J03Y akCUTHHUOA (cM. pa3zaen 4.2).
[IpumeHeHre akCUTUHUOA Yy TAIEHTOB C MEYEHOYHON HEIOCTAaTOYHOCTBIO TSKEIOW CTENeHH
(xmace C no Yaitna—IIpt0) HE U3yyanoce, MOATOMY IpenapaTr He CIEAYET NPUMEHATh Y JaHHON
KaTeropuu MaiyueHToB.

JInIia moKMJI0To BO3pacra (265 .]'ICT) " pacoBas IIPUHAAJIC)KHOCTh

B koHTponMpyeMOM KIMHMYECKOM HCCIEIOBAaHUM IPUMEHEHHUs aKCUTHMHHOA B JICUYCHUU
narmenToB ¢ [IKP 34% mnanueHToB, moiy4aBIIMX aKCHUTUHUO, ObUIM B BO3pacte >65 IeT.
BoJbIIMHCTBO MALIMEHTOB SABJSUINCH IPECTaBUTENIAMU €BponeouHOH (77%) N1 MOHTOJIOMTHOM
pacel (21%). HecMOTpsi Ha TO YTO HCKIIOYHTH OOJBINYI) YYBCTBUTEIBHOCTh K Pa3BUTHIO
HE)KEJNATeNbHbIX PEAaKLUUH y HEKOTOPHIX MAIMEHTOB IMOXMJIOIO BO3pacTa M IpeacTaBUTENeH
MOHTOJIOMJHOM pachl HE IMPEICTABISETCS BO3MOXKHBIM, B IIEJIOM HE HAOIIOAOCh 3HAYMMBIX
pasnnuuii Mo 6e30macHOCTH U 3(PPEKTUBHOCTH AKCUTHHHOA MEX]y MallMEHTaMHU B BO3pacTe
>65 ner W mamMeHTaMu Ooyiee MOJIOJIOTO BO3pPACTa, a TaKKe MEXKIy IPEACTaBUTEISIMH
€BPOIEOUIHON U APYTUX pac.

Koppekmuu 10361 TpenapaTa B 3aBUCHMOCTH OT BO3pacTa IallMeHTa WM PacoBOU
MIPUHA]JICKHOCTU He TpedyeTcs (cM. pazaens 4.2 u 5.2).

BcnomorarenbsHbIe BellecTBa

HenepeHocuMocmb JIAKmMo3bl

[TaimenTamM C peAaKo BCTPEYAIOLICHCS HACIEICTBEHHOW HENEPEHOCUMOCTBhIO TajlaKTO3bl,
nedUIUTOM JaKTa3bl JIOMapeil MM TIIOKO030-TaJaKkTO3HOW ManbabcopOrueit He ciemyer
[IPUHUMATH 3TOT Ipernapar.

4.5. BzaumoneiictTBue ¢ JAPYrMMHM JIEKAPCTBEHHbIMH MNpenaparaMM HW Jpyrue BHbI
B3aNMOJeNCTBUA

JlanHbie in Vitro yka3bIBalOT Ha TO, YTO aKCUTHHHO METa0OIU3MPYETCs TNIAaBHBIM 00pa3oM MO
nerictreueM CYP3A4/5 u, B Mmennmed crenenu, nox aelictBuem CYPIA2, CYP2C19 u
ypuaunanocdar-riokyponosuwarpanchepassl (UGT) 1AL

Unaruouropst CYP3A4/5

[Tpumenenue keTokonasona (mourHoro uaruoutopa CYP3A4/5) B no3e 400 mr 1 pa3 B cyTku B
TeueHue 7 JNHEW y 370pOBBIX JOOPOBOJIBIIEB MPUBOIWIO K YBEITWYEHHUIO CPEIHETO 3HAYCHUS
TUTOLIA TN O] KpUBOH «koHLeHTpauusi—BpeMs» (AUC) n makcumanbHO# KOHIEHTPAUUH (Cpmax)
aKCUTUHUOA TIPU €ro OJJHOKPATHOM IpHUeMe BHYTpPb B 03¢ 5 MT' B 2 U 1,5 pa3a COOTBETCTBEHHO.
OnHOBpeMeHHBII NpueM akcuTHHHOAa ¢ MomHbIMH HHruoutropamu CYP3A4/5 (manpumep,
KETOKOHA30JI0M, HTPAKOHA30JI0M, KJIAPUTPOMHULIMHOM, SPUTPOMMIIMHOM, aTa3aHaBHPOM,
UH/IMHAaBUPOM,  He(a3oJO0HOM,  HEI(PUHABUPOM,  pPUTOHABUPOM,  CAaKBUHABUPOM  H
TEJIUTPOMHUIIMHOM) MOXKET MPHUBOJUTH K MOBBIIIEHUIO KOHIIEHTpAllMM aKCUTUHUOA B IJjIa3Me
KpoBHU. ['pelindpyT Takke MOKET MOBBIIIATH KOHIEHTPAIMIO aKCUTUHNOA B TU1a3Me KpoBu. Jlis
OJIHOBPEMEHHOTO TMpPHUMEHEHHS pEKOMEHAyeTCsl BBIOMpaTh JIEKAapCTBEHHBIE CpElICTBAa C
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HEOOXOUMOCTH  OJHOBPEMEHHOTO  Ha3HadeHus  MomqHoro  wmaHruouropa CYP3A4/5
PEKOMEHIyeTCsI POBECTH KOPPEKIIMIO JI03bI aKCUTUHUOA (CM. pasnen 4.2).

Nuruduropet CYP1A2 u CYP2C19

Nzopepmentst CYP1A2 u CYP2C19 B He3nauutenbHoOU creneHu (<10%) 3amelicTBOBaHBI B
MeTa0oaM3Me aKCUTHHMOA. BnusgHHE MOIIHBIX HWHTUOMTOPOB JTHX H30(EPMEHTOB HA
(bapMaKOKMHETHKY aKCUTUHIOA He n3ydanoch. CienyeT coOa0aaTh OCTOPOKHOCTD Y MAIIMEHTOB,
NPUHUMAIOIIUX MOIIHBIE WHTMOUTOPHI 3THX HM30()EPMEHTOB, B CBA3H C PUCKOM IOBBIIICHHS
KOHIIEHTPAllUU aKCUTUHHOA B TIa3Me KPOBHU.

Uuanvkropet CYP3A4/5

[Tpumenenue pudamnunuHa (MortHoro uHaykropa CYP3A4/5) B noze 600 mr 1 pa3 B cyTku B
TedeHue 9 nHel y 310pOoBbIX 100poBOIbLEB NpuBOAWIO K cHKEHUIO cpeaHed AUC u Cpax
AKCUTUHUOA IIPU €r0 OAHOKPATHOM IIpHEME BHYTPb B 7103€ 5 MI Ha 79 1 71% COOTBETCTBEHHO.
OpnHoBpeMeHHOE MPUMEHEHHe aKCUTHHHOa ¢ MourHbIMU uHAyKTOpamu CYP3A4/5 (nampumep,
pudaMmuuHOM,  JeKcaMeTa3oHOM,  (eHHTOMHOM,  KapOamasenuHoM,  pupadyTHHOM,
pudanenTrHoM, (peHobapOUTaIOM U IpenapaTramMu 3Bepo0Os mmpoabipsBiacHHOro [Hypericum
perforatum]) MokeT NMPUBOAUTH K CHHXKCHUIO KOHLICHTPALUN aKCUTHHNOA B I1a3mMe KpoBu. Jlist
OJIHOBPEMEHHOTO MPUMEHEHUS pPEKOMEHAYeTCS BbIOMpaTh JIEKapCTBEHHBIE CpEICTBA C
OTCYTCTBHEM WJIM MHUHUMAIbHBIM cTUMydupyoomuMm neiicteueM Ha CYP3A4/5. Ilpu
HEO00XOIMMOCTH OJHOBPEMEHHOT'0 Ha3HaueHus: MomHoro nuuaykropa CYP3A4/5 pekomenayercs
IIPOBECTU KOPPEKLIMIO 03Bl aKCUTUHUOA (CM. pazaen 4.2).

HccnenoBanusa crnocoOHOCTH aKCUTUHMOA K MHIHOUpPOBaHUIO U MHAYKLMUA 1mroxpoMa CYP u
UGT in vitro

UccnenoBanus N VItr0 mpoJeMOHCTPUPOBAIM, YTO B TEPANCBTUUECKUX KOHIICHTPAIHSX
akcutuHNO He nHrnoupyer CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 unu
UGT1AL

Hccenenosanus in VItro mokasaiy, 4To aKCUTHHHO 00J1aaeT MOTEHIIMAILHON CIIOCOOHOCTRIO K
unru6buposanuto CYP1A2. CnenoBarenbHO, COBMECTHOE NPUMEHEHHME aKCUTHHHOa ¢
cyocrparamu CYP1A2 MoxeT MpUBOIUTH K MOBBILIIEHNIO KOHIEHTpauuu cyoctpatoB CYP1A2
(Hanpumep, Teo(pUIUIMHA) B TJIa3Me KPOBHU.

HUccnenoBanus in Vitro Takke mNpoJeMOHCTPUPOBAJIH, YTO AKCUTHHUO 00J1a/1aeT MOTCHI[HATBHOM
crnocobHocTei0 K uHrubupoBanuto CYP2C8. OnHako COBMECTHBIM IpHEM aKCUTHHUOa C
nakiauTakcenoM  (sBhstomuMmcst  cyoctpatom  CYP2C8) He mnpuBoAMI K MOBBIIICHUIO
KOHIEHTpAlluu TMakKJIUTaKcela B IUIa3ME€ KpPOBH Yy TMALMEHTOB C paclpoCTpaHEHHBIMU
3JI0KaY€CTBEHHBIMH HOBOOOPA30BaHMSMM, YTO CBUAETENBCTBYET 00 OTCYTCTBMM KIMHUYECKH
3Hauumoro unruduposanust CYP2CS.

B xone nccnenoBanumii in VIitro ¢ MCnonb30BaHUEM T'eNaTOIIMTOB YEJIOBEKA TAKXKe OTMEYaIOCh, YTO
aKCUTUHUO He oka3biBaeT ctuMmynupyoiero Bo3aericteus Ha CYP1A1, CYP1A2 umu CYP3A4/5.
B cBs3u ¢ »TMM mpezmonaraercsi, YTO COBMECTHOE NMPHUMEHEHHME aKCHUTHHHOAa M CyOCTpaToB
CYPI1A1, CYP1A2 unu CYP3A4/5 in vivo He ipuUBeET K CHIKEHHIO KOHIIEHTPAIIUH ITOCIEIHUX
B IJIa3M€ KPOBH.

HccnenoBanus ¢ P-rIuKOIpoTeHHOM in vitro

HccnenoBanus in VItro mpoJeMOHCTPUPOBAIHM, YTO AKCHTUHHO CIIOCOOEH WHIrHOMpPOBATh
P-rimuxonporenH. Tem He MeHee, 0’KUAETCsI, UTO B TEPANEeBTUUECKUX KOHLIEH TPAIUsIX aKCUTUHUO
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IpeAINoIaracTcsi, 4ro OJHOBPEMEHHOE MPUMCHEHHE aKCHUTUHHOA He OyJeT NPHBOAMTH K
HOBBIIICHUIO KOHLEHTPAIIMU JUIOKCHHA WM JPYTUX CyOCTpaToB P-riimkonporerHa B IDIa3Me
KpOBH iN Vivo.

4.6. ®epTUIBHOCTDb, 0€PEMEHHOCTH U JIAKTAIUS

>KGHH_[I/IHBI C ACTOPOAHBIM TTOTCHITMAJIOM

>K€HH_II/IHLI, CIIOCOOHBIE K ACTOPOXKIACHUIO, MOOJDKHBI HCIIOJIB30BATH HAACKHLIC MCTOABI
KOHTpalCIIKuK BO BpEMA TEPAIINU, a4 TAKXKE B TCUCHUC 1 HCACIIN ITOCJIC €€ 3aBCPUICHUA.

bepemeHHOCTD

JlanHple O MPUMEHEHMH AaKCUTHHHOA y OEpeMEHHBIX J>KEHIIMH OTCYTCTBYIOT. YYHTHIBas
(dhapMaKoJIOTHYECKHEe CBOWCTBA AaKCHTHHMOA, MpernapaT MOXKET OKa3bIBaTh IOBPEXKIAOIICE
BO3/ICIICTBME Ha IUIOA NpU NPUMEHEHWH OepeMEeHHON >KeHHIMHOW. B wuccnemoBaHusx Ha
JKUBOTHBIX OOHApyXeHa PenpoAYKTHBHAS TOKCUYHOCTh, B TOM YHCJIE CIIOCOOHOCTH BBI3BIBATH
NopoKu pa3Butus mioaa (cm. pasaen 5.3). [Ipemapatr APCABUO He cnenyeT npuUMEHATH BO BpeMsi
OCpEMEHHOCTH, €CIIM TOJBKO KIMHUYECKOE COCTOSHUE JKCHIIMHBI HE TpedyeT Teparuu
AKCUTHHHUOOM.

JlakTamus

CBeneHus O TPOHUKHOBEHMHM AaKCUTMHHOA B TIpPYJHOE MOJIOKO YEJIOBEKa OTCYTCTBYIOT.
He uckmntouen puck ans HoBopoxaeHHbIx aereil. [Ipenapar APCABUO He cnenyeT npuMeHsTh B
HEepUoJI TPYAHOTO BCKApMIIMBAHUS.

PepTUIILHOCTD

CornacHo pe3yabTaTaM NPOBEICHHBIX JOKIMHUYECKUX HCCIEOBAHUN, aKCUTHHHO CIOCOOEH
HapylIaTh PENpOAYKTUBHYIO QYHKIUIO U GEPTUIHLHOCTD Yy JtoAeH (cM. paznen 5.3).

4.7. Binsinne Ha CHOCOOHOCTH YHOpaBJsATbh TPAHCHOPTHBIMM CpeACTBaAaMHM H paﬁoTaTb
¢ MEXaHU3MaMH

AKCUTHHHMO OKa3bIBaeT HECYIECTBEHHOE BIMSHUE HA CIIOCOOHOCTH YIPABIATH TPAHCHOPTHBIMU
CpelIcTBaMU U paboTaTh ¢ MexaHuU3MaMu. [lallueHTOB cieayeT MpeaynpeauTb O BO3MOKHOCTU
Pa3BUTHSL BO BpeMs JICUEHUSI aKCUTHHUOOM HEKOTOPBIX HEXKEIATENbHBIX SIBIEHUH, U B YaCTHOCTH
TOJIOBOKPY>KEHHUS U/UIIN YCTAIOCTH.

4.8. HexkeslaTeJIbHBIE PeaKkUH

Pesrome mpodmiis 6e300acHOCTH

Crnenyronye pUCKH, a TakKe Mepbl, HEOOXOIUMBIE /I WX KOHTPOJIsI, Oojiee TOAPOOHO
paccmaTpuBaloTcsi B pasnene 4.4: cepieyHas HEIOCTaTOYHOCTh, apTepHUajbHas THUIIEPTEH3US,
TUCHYHKINS MIUTOBUTHON KEJE3bl, apTepuaibHas TpoMO0IMOO0Hs, BEHO3HAsT TPOMO0IMO0IIHS,
MOBBIIIIEHUE YPOBHSA TE€MOIVIOOMHA MM TeMaTOKpuTa, KpoBoreueHus, nepdopauus XKKT u
o0Opa3oBaHHe CBUILEH, OCIOKHEHUS NpH 3akuBieHU paH, CO3JI, npoTenHypus 1 MoBbILIEHUE
AKTUBHOCTH «TI€YEHOYHBIX» (DEPMEHTOB.

Haubonee wacteimu (>20%) HexenaTeIbHBIMU PEAKIUSAMH, HAOJIOABUIMMUCS TMPH JICUEHUU
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TOIIHOTAa, CHW)XKCHHE Macchl  Tena, JOuc(OHUS, CHHIPOM  JIAJJOHHO-TIOJOIIBEHHOMN
SPUTPOJIN3ECTE3UN (JIaJOHHO-TIOAONIBEHHBI CHUHIPOM), KPOBOTEUYEHHE, THUIIOTUPEO3, PBOTA,
IPOTEUHYpPHS, Kallledb U 3a1op.

Tabauunoe pPE3IOME HEXKEIIATSIbHBIX PEAKITUI

B tabnume 1 mpencTaBieHbl HEXeNATEeNbHBIC PEaKIUMU, 3apETUCTPUPOBAHHBIC Yy MAIMEHTOB,
MOJIYYaBIINX aKCUTHHUO B KJIMHHYECKUX HccienoBanusax jgeueHus [IKP (o0bennHeHHbIC TaHHBIC
no 672 nauuentam) (cM. paszen 5.1). Takke BKIIOUEHBI HEXeENAaTeNIbHbIC PEaKIINK, BbISIBJICHHBIC
B XOJI€ MOCTPETUCTPAITMOHHBIX KIIMHUYECKUX HUCCIICIOBAHMIMA.

HexenarenpHple peakiuyd CHCTEMATHU3WPOBAHBI IO CUCTEMHO-OPTaHHBIM KJlacCcaM, 4YacTOTe
pa3BUTHUS W CTCHCHH TsOKeCTH. YacToTa pa3BUTHS JAHHBIX HEXKEJIATEIbHBIX PEaKIIHH
ompeernsach CIeayomuM oopa3oM: oueHb 9acto (>1/10), wacto (>1/100, Ho <1/10), HEwacTo
(>1/1000, HO <1/100), peaxo (=>1/10 000, mHo <1/1000), ouenr peaxo (<1/10 000), gactora
HEU3BeCTHA (Ha OCHOBAaHWW WMMCIOIIMXCS JIaHHBIX OILCGHUTh HEBO3MOXHO). MMeromascs Oasza
JAHHBIX 110 OE30IMACHOCTH aKCUTHHHOA CIIMIIIKOM MaJia JijIsl BBISABICHHUS PEAKUX M OUCHb PEAKUX
HEXENATENbHbBIX PEaKIUil.

Karteropuu 4acToThl pa3BUTHS HEKENATEIBHBIX PEAKIUH yCTAHABIMBAIMCH Ha OCHOBAaHHUU
a0CONIOTHBIX 3HAYCHHWH 4YacTOT OOBCJAMHECHHBIX JaHHBIX KIMHUYECKHX HCCIICIOBAHHIA.
B mpenenax kaxaoro Kjacca CUCTEM OPraHOB HEXKeJaTeIbHbIC PEAKIMH, PETHCTPUPOBABIIHECS C
OJIMHAKOBOM YaCTOTOH, pacrojaraloTcs B MOPSIKe YOIBAHUS CTEIICHU UX CEPhE3HOCTH.

Ta6nmunma 1. HexenaTtenbHble peaklMM, 3aperucTpupoBaHHble B uccienoBaHusix [IKP y
MAIMEHTOB, OMYYaBIINX aKCUTUHUO (n=672)

Kareropusi | Hexenarensnbie | Bee crenenn®, | Crenenn 3°, |Crenens 4°,
Kuaacc cucrem opranos a o o o
4acTOThI peakuun Yo Yo Yo
Hapymenus co ctoponsl {Hacto AHemus 6,3 1,2 0,4
KPOBH U JTUM(aTHICCKOM TpoMOoLMTONEHNS 1,6 0,1 0
CHCTEMB IMomuuuremus® 15 0,1 0
Heyacto HeiirponieHus 0,3 0,1 0
UletikoneHust 0,4 0 0
OHIOKPUHHBIC Ouenpb yacto [[unorupeos® 24,6 0,3 0
HapyILICHHA Yacto [MuriepTupeos® 1,6 0,1 0,1
Hapymenus Ouenp yacTto |CHIDKEHHE anIieTHTa 39,0 3,6 0,3
MeTaboIM3Ma U UTAHUSA {4010 TMernaparatys 6,7 31 03
[MarrepxamueMus 2,7 12 0,1
[MunepkanbIreMust 2,2 0,1 0,3
Hapymenus co croponst (O4dens yacto [['osoBHas 60756 16,2 0,7 0
HEPBHOU CHCTEMBbI Tucressus 115 0 0
Yacro ["onoBoKpykeHue 91 0,6 0
HeuacTto Cunapom oOpaTumMont 0,3 0,1 0
BagHCH
meikosHIedaronaTun
e
Hapymenus co cropons! Hacto [Iym B ymax 3,1 0 0
opraHa ciryxa
mabuprHTa
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Hapymienus co croponsl Yacto Cepneunas T g IVEATEI TRy g/ To[UUlg 7
cepua HeiocTaTouHOCTES & f
Hapymenus co croponsl (OueHb yacto |ApTepuaibHas 51,2 22,0 1,0
COCyJI0B CHTIEPTEH3US
KposoTeuenue® &N 25,7 3,0 1,0
Jacrto SIBIeHusS BeH03H0171_ 2,8 0,9 1,2
rpoM60oMO0HH® ¢ !
SIBenus 2,8 12 1,3
ApTEPUAIILHOU _
rpoM60oMO 0K &)
UacroTa AHEBpH3Ma U - - —
HEM3BECTHA  [paccilOoeHHe apTepuit’
Hapytuenust co croponsl [O4ens acto  |[JlucrmHos? 171 3,6 0,6
IBIXaTeNTbHON CUCTEMBI, Kamens 20.4 0.6 0
OpraHoB I'PyIHON
KJICTKU U CPEIOCTCHUSA flacorms 32,7 0 0.1
Yacro Bounb B poTornoTke 74 0 0
DKemymouHo-kumednsre  [OdeHs yacto |/{uapest 55,4 10,1 0,1
HapyILICHHA PBoTa 23,7 2,7 0,1
TommroTa 33,0 2,2 0,1
lboJb B )XUBOTE 14,7 25 0,3
3arop 20,2 1,0 0
CroMaTuT 15,5 18 0
Jucriericus 11,2 0,1 0
Jacto boxs B BepxHel dacTH 9,4 0,9 0
PKHBOTA
MeTteopuzm 45 0 0
["emoppoit 3,3 0 0
[mocconuuus 2,8 0 0
[epdoparms XKKT u 19 0,9 0,3
00pazoBaHUe
CBUILICH® X
Hapymenus co ctoponsl {Hacto MinepOumpyOorHeMH 13 0,1 0,1
MEYCHU U 1
PKEITYCBBIBOISIINX yTEH XonermcTut' 1,0 0,6 0,1
Hapymenns co cropons! (OueHb yacto [CHHAPOM JIaJOHHO- 32,1 7,6 0
KOKH U TTIOJTKOXKHBIX MOJIONIBEHHON
TKaHEeH PPUTPOIN3ECTEINN
(J1aOHHO-
IOIOIIBEHHBIH
CHHIPOM)
CrInb 14,3 0,1 0
Cyxas Koxa 10,1 0,1 0
JacTto Syn 6,0 0 0
Opurema 3,7 0 0
IAsTonenus 57 0 0
Hapymenns co cropons! (O4eHb 4acTo |ApTpanrus 17,7 19 0,3
MBIIICYHOM, CKEJIETHOH 1 BoJIb B KOHEUHOCTH 14,1 1,0 0,3
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COOTBETCTBYET -

oT 1.3
— { I.-.—||——|IJ—:I-H
COeIMHUTENLHON TKauu [HacTto Muainrus \| LTSS
Hapyiienus co croponsl (OueHs yacto |[Iporernypus” 21,1
[IOYCK H _ Macro Moueunas 1,6
MOYCBBIBOIAIIMX MyTEH e 10CTATOHOCTE™
OO6mue HapymeHuss © |OueHb yacto |[loBbIIeHHAS 45,1 10,6 0,3
[pEAKIINN B MECTE [YTOMJIIEMOCTD
BBCICHUA |AcTenus® 13,8 2.8 0,3
Bocnanenue 13,7 1,0 0
CIIM3UCTON 000I0UKHU
UTabopaTopHbie 1 Ouenb yacTto |CHIKEHHE Beca 32,7 49 0
MHCTPYMCHTAIILHBIC Yacto [MoBbIICHUE 3,7 0,7 0,7
[IaHHBIC AKTUBHOCTH JIIA3bI
IToBeIIEHHE 6,5 1,2 0
akTuBHOCTH AJIT
[ToBblILIEHME 34 0,6 0,4
AKTUBHOCTH aMUJIA3bI
TMoBbIIEHE 6,1 1,0 0
aktuBHOCTH ACT
[ToBbILIEHME 48 0,3 0
AKTUBHOCTU
eo4HoH (ocdarassl
[ToBbIIIICHHE YPOBHS 57 0,4 0
KpeaTHHUHA
[loBbIIIeHHE YPOBHS 79 0 0
THPEOTPOITHOTO
ropMoHa

8 HexxenaTtenbHbIE peakIiy IPUBEICHBI B COOTBETCTBUY C YACTOTON WX Pa3BUTHUS IO BCEM IPUIMHAM ITOCIIS
HayaJa JIeYeHHsI.

® OO6mue TEpMMHOJIOTMYECKME KPUTEPHH HEXENATebHBIX SBJICHHI HalMoHANEHOrO HHCTHTYTa
37I0Ka4eCTBEHHBIX HOBoOOpa3zoBanwmii (CILIA), Bepcus 3.0 (CTCAE).

¢ Cm. mospazen «Onrcanue OTACIHHBIX HEKETaTeIbHBIX PEaKIHiD».

9 3aperucTpupoBaHkl CIIyyau ¢ JeTaabHbIM HCX00M (5-51 CTeneHs ).

¢ Britrouast JIeMKO3HIIE(haJIONATHIO.

f Bkmouas cepleuyHyl0 HENOCTaTOYHOCTb, XPOHHMYECKYIO CEpIAEUHYI0 HEI0CTATOYHOCTh, CEPIEYHO-
JISTOYHYIO HEJIOCTaTOYHOCTb, CHI)KCHHE (pPaKIMM BBHIOpOCA JIEBOTO JKEIYJI04Ka, AUCHYHKIIUIO JIEBOTO
JKeIyI0YKa M HeJIOCTATOYHOCTh MPABOTO JKEITy104Ka.

Y Bxirowasi 370KaUeCTBEHHYIO apTepHALHYI) THIIEPTEH3HIO, TOBEHINIEHHOE apTepHAbHOE JaBIICHUE,
apTepHAbHYIO TUIIEPTEH3UIO U TUTIEPTOHHYECKUH KPHU3.

" Bxmouyas Y/UIMHEHHE AKTHBUPOBAHHOTO YAaCTHYHOIO TPOMOOIUIACTUHOBOTO BPEMEHH, AHAIBHOE
KPOBOTEYEHHUE, apTepHaIbHOe KPOBOTEUYCHNE, HATMYNE KPOBH B MOYE, KPOBOMBIHUSHUE B IEHTPAIBHYIO
HEPBHYIO CHCTEMYy, KPOBOM3JIMSHAE B TOJOBHOH MO3r, Y/UIMHEHHWE BPEMEHH CBEPTHIBAHHUA,
KOHBIOHKTUBAIILHOE KPOBOUBJIHMSHHUE, YITUO, TEMOPPAarnIecKyIo IUapero, TMCPYHKIHOHAIBHOE MaTOYHOE
KpPOBOTEUEHHE, HOCOBOE KPOBOTEUEHHUE, IKEIYJO4YHOE KpoBoTeueHue, KpoBoreueHne wu3 KKT,
TUHTUBaJIbHOE KPOBOTEYCHUE, TE€MaTEME3UC, TEeMATOXE3WI0, CHIDKEHHE TeMaTOKpUTa, TeMaToMYy,
reMaTypyio, CHWKEHHE TeMOrNIoOMHa, KpOBOXapKaHbe, KPOBOTECUYEHHE, KPOBOTEUCHHE M3 KOPOHAPHOU
apTepuu, KpPOBOTCUCHHWE W3 MOYEBBIBOJIANIMX ITyTeH, TeMOPpPOWAaIbHOE KPOBOTEUCHHE, TeMOCTa3,
MOBBIIICHHYIO CKJIOHHOCTh K 0Opa30BaHMIO CHHSKOB, MOBBIMICHHOE MEXIYHAPOAHOE HOPMAIM30BAHHOE
OTHOIIIEHUE, KpoBOoTeueHue u3 HikHUX othenoB JKKT, MmeneHy, meTexuu, KpOBOTEUEHUE W3 TIOTKH,
yIUTMHEHHE MPOTPOMOUHOBOTO BPEMEHH, JIETOYHOE KPOBOTEUCHNUE, IYPITYPY, PEKTaIbHOE KPOBOTEUEHHE,
CHIDKEHHE KOJIMUYECTBA SPUTPOLUTOB, NOYEYHOE KPOBOTEUEHUE, KPOBOMIIUSHHUE B CKIIEPHI, T€MaTOLIEIe,
reMaToMy  CelIe3¢HKH, IIOJHOTTEBhIE  KPOBOM3JIHMSHUSA, CyOapaXHOWIAIbHOE  KPOBOUBIUSHHE,
KpPOBOM3ITUSIHHE B SI3BIK, KpoBOTeueHHe U3 BepxHux oraenoB XXKT u BarnHanbHOE KPOBOTCUCHHE.

' Bkirouas cunznpom bagna—Kuapu, TpoM603 Tiry60KHX BEH, TPOMOO3 SIPEMHOI BEHBI, TPOMOO3 Ta30BbIX
BEH, TPOMOOSMOOIHUIO JIETOYHOH apTepuH, OKKIIO3UI0 BEH CETYATKH, TPOMOO3 BEH CETYaTKH, TpOoMOO3
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COOTBETCTBYET 2KCNEFPTHOMY OTYETY

MTOAKTIOYMYHON BEHBI, TPOMOO03 BEH, TPOMOO3 BEH KOHECUHOCTEH.

J Bkroyast ocTphlit HHPApKT MUOKap/a, SMOOJIUI0, MHPAPKT MUOKAP/A, OKKIIFO3HI0 apTEPUM CETUYATKU H
TPAH3UTOPHYIO UILIEMUYECKYIO aTaKy.

kK Tepmun «nepdopanus XKKT u 06pazoBanue cBUILIEH» BKIIOYAET B ce0sl CIeNyIOMIUe NPeANOYTHTEIbHbIE
TEPMHHBI: abciiecc OPIOIIHOW MOJIOCTH, aHABHBINA a0CIecC, aHaTbHBIA CBHII, CBUII, HECOCTOSATEIHHOCTD
JKETyJOYHO-KUIIEYHOTO  aHactomosa, mepdopanus XKKT, mepdopamus Tomcroro KHUIIEYHHKA,
330(haroOpOHXUANBHBIN CBUII U TICPUTOHMT.

! TepMun «XoneuucTur» BKIIOYAaeT B ceOsi CIEAyIONIME BHABI: OCTPBIA XONEHMCTUT, XOJELHCTHT,
WH(EKIMOHHBIN XOJIEIHUCTHT.

™ Briro4ast OCTPYIO MOYCYHYIO HEJIOCTATOUHOCTb.

" TepMUH «IPOTCUHYPHUS» BKIIOYAET B Ce0S CISAYIONINE MPEANOYTUTEIILHBIC TEPMHUHBI: OCJIOK B MOYE,
Hanmu4yre Oelka B MOYe M MMPOTEHHYPHSL.

OmnmcaHne OTACIBHBIX HEXKEIATSIbHBIX PEaKITUN

Cepoeunas nedocmamounocms (cm. pazoen 4.4)

B xoHTponMpyeMoM KIMHUYECKOM HCCIIEA0BaHUU NIPUMEHEHMS akcuTUHNOa (n=359) B neueHun
nauueHToB ¢ [IKP sBieHus cepaeyHoil HetocTaTOUHOCTH (BKIIIOYAst CepJeUHYI0 HeI0CTaTOYHOCTb
(0,6%), cepredno-erounyr HemxocTatogHoCTh (0,6%), mucdyHkuo geBoro xemynouka (0,3%)
U HEIOCTaTOYHOCTh mpaBoro sxemymouka (0,3%)) peructpupoBamuck y 1,7% mnanueHTos,
nojiyyaBIIMX akcuTUHHO. CepjedHas HENOCTaTOYHOCTh 4-ii crenmeHu ormedanach y 0,6%
HAalMEeHTOB, IPUHUMABIINX aKCUTUHUO. CepieuHast HeJOCTaTOYHOCTh CO CMEPTENbHBIM HCXOJ0M
Habmronanace y 0,6% manneHToB, NPUHUMABIINX aKCUTUHHO.

B uccnenoBanusx MoHOTepanuu akcUTUHUOOM (n=672) B nedyenun nauueHToB ¢ [1IKP sBienus
CepACYHONM HEJOCTAaTOYHOCTH (BKJIIOYAs CEPACYHYI0 HEIOCTaTOYHOCTh, XPOHUYECKYIO
CepACYHYI0 HE0CTaTOYHOCTb, CEpPAECYHO-JIETOYHYI) HEIOCTATOYHOCTh, JUC(HYHKILHUIO JIEBOTO
KeNyJ0uKa, CHIKEHHE (pakiuu BHIOpOCA JIEBOTO JKENYA0YKa W HEAOCTATOUYHOCTH IPABOTO
XKelyaouka) perucrpupoBamuch y 1,8% mnanueHToB, noiy4aBmmx akcUTUHUO. CepaeuHas
HeJocTaToOyHOCTh 3-H M 4-i creneHn HaOmoganack y 1,0% mnauueHToB, a cepaeuHas
HEI0CTaTOYHOCTh CO CMEPTEIbHBIM HcXoaoM — Yy 0,3% manueHToB, NPUHUMABIINX aKCUTUHUO.

Hucghynryust wqumosuonou scenesol (cm. pazoen 4.4)

B KoHTponmuMpyeMOM KIMHUYECKOM HCCIICOBAaHUU TPHUMEHEHHS aKCUTUHHOA B JICUCHUH
nanuenTos ¢ I1IKP pa3Butne runorupeosa Hadbmoganocs y 20,9% nauneHToB, a runeprupeosa —
y 1,1% mnauuentoB. IloBbimenne ypoBHS THpeoTponHoro ropmona (TTI) B kadectBe
HEXXEeNNaTeNIbHOM peakiuu oTMeyanoch y 5,3% ManueHToB, MOJIyYUBIIMX akcUTHHUO. B xoxe
PYTHUHHBIX JIaOOpATOPHBIX MCCIIETOBAaHUM OBLJIO YCTAaHOBIIEHO, YTO CPEIU MAIlUEHTOB C YPOBHEM
TTI" no Hawana tepanuu <5 MKEx/mn nosbimenue yposas TTI >10 mxEn/mn Habmoganock y
32,2% manueHToB, MOJIyYaBIINX aKCUTHHUO.

B 00bennHEHHBIX KIMHUYECKUX MCCIEJOBAHUAX NMPUMEHEHUS aKCUTHHHOA (n=672) B Je4eHun
nanuenToB ¢ [1IKP pasButue rumorupeosa nHabmopanock y 24,6%, a runeprupeosa — y 1,6%
NalMEeHTOB, MOJTY4YaBIINX aKCUTHUHUO.

Benosnas mpomb6osmbonus (cm. pazoen 4.4)

B KOHTpOIMpyeMOM KIMHUYECKOM WCCIICIOBAaHUU TIPUMEHEHUS aKCUTHHUOA B JICYCHHUU
narueHToB ¢ [IKP pa3BuTre HekenaTenbHBIX pEakiuii B BHUIE BEHO3HOU TpomMOOIMOOIHMH
HaOmroga10Ch Yy 3,9% ManueHToB, MOJIyYaBIINX AaKCUTUHUO (BKITFOYast TPOMOOAIMOOITHIO JIETOYHOM
aprepun (2,2%), okkiro3uto/Tpom603 BeH cetyatku (0,6%) u Tpom603 rmybokux BeH (0,6%)).
Benosubie TpoMO03IMOOIHUECKHE OCTOXKHEHUs 3-ii/4-11 cTeneHn oTMedanuch y 3,1% MmaruenTos,
MOJTy4aBIINX akCUTUHUO. TpomMO0IMOOIHs JIETOYHOM apTepHH CO CMEPTEIBHBIM HCXOA0M ObLia
3apeructpupoBana y ogHoro namuenta (0,3%), npuHIMaBIIero akCUTUHHO.

B 00beaMHEHHBIX KIMHUYECKUX HCCICIOBAHUAX NMPUMEHCHUs aKCUTHHHOA (n=672) B JICUCHUU
naneHToB ¢ [IKP pa3Butne BeHO3HOW TpomMOoIMOomMK oTMmedanoch y 2,8% MalueHToB,
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MOJTyYaBIIUX aAKCUTUHHO. SIBJICHHWS  BEHO3HOM nghéoal!r:a%“ “T%J}#H egehﬁ “‘6L1JH/I

3apeructpupoBanbl y 0,9% manueHToB, a SIBICHUS BEHO3HOW TPOMOOIMOONWU 4-i CTETeHH —
y 1,2% nauuentoB. Beno3nas TpoM605M0O0IHs CO CMEPTENbHBIM UCX0A0M Habmoanacs y 0,1%
MAalUEeHTOB, MOJIYYaBIINX aKCUTUHUO.

Apmepuanvras mpombosmbonus (cm. pazoen 4.4)

B KOHTponMpyeMOM KIMHHYECKOM MCCIEAOBAaHUN MPUMEHEHHUS AaKCUTHHMOA B JICUCHHUH
narueHToB ¢ [IKP HexenaTenbHbIE PEaKIWH B BUIE apTEPHAIBLHON TPOMOOAIMOOIUHU ObLIH
3aperucTpupoBansbl y 4,7% naiueHToB, NOJy4YaBIINX aKCUTUHUO (BKIIIOYas MH(ApKT MUOKapaa
(1,4%), TtpansutopHyto umemuueckyro araky (0,8%) u ocTpoe HapylieHHE MO3TOBOTO
kpoBooOparienus (0,6%)). HexenatenpHble peakiuu B BHAE apTePHAIbHONH TPOMOOIMOOIIHH
3-it/4-it  crenenn HaOmomanuch y 3,3% TaNMEHTOB, TOJNYYaBIIUX aAKCHUTUHHO. bBbin
3apEruCTPUPOBAH OJUH OCTPbIN MH(PAPKT MUOKapAa CO CMEPTEIbHBIM HCXOJIOM U OJHO OCTPOe
HapyIICHHE MO3TOBOTO KpOBOOOpaieHus co cMepTenbHbIM ucxoaom (0,3%). B uccnenoBanusx
MOHOTEpanuu akcUTUHUOOM (n=850) HexkenaTeNbHbIE peakUMH B BHUAE apTepUaTbHON
TpoMO0IMOOINH (BKIIFOYAsi TPAH3UTOPHYIO MIIEMHYECKYIO aTaKy, HH()ApKT MHOKapaa U OCTPOe
HapyIIeHHEe MO3TOBOTO KpPOBOOOpAIeHHs) OTMEYanuch y 5,3% MalueHToB, MOTy4YaBIIMX
AKCUTHHHO.

B 00bennHeHHBIX KIMHUYECKUX HCCIEI0OBAaHUSX NMPUMEHEHUs akCUTUHUOa (n=672) B Je4eHuu
nanuentoB ¢ [IKP pasButue aprepuansHoit TpoMO60sMO0mHK Habm01a70Ch Yy 2,8% MalMeHToB,
MOJyYaBUINX AaKCUTHUHHO. SIBieHus aprepuanbHON TpomMO0AIMOOIMK 3-i cTerneHu ObuUIn
3aperucTpupoBansl y 1,2% nanueHTos, a sBIeHUS apTepruaIbHOU TpoMO0IMOOHMH 4-i CTETICHH —
y 1,3% manuenTtoB. JleTanbHbIN HCXOM MIpH apTepuaibHOU TpoMOosMOomnu otmedancs y 0,3%
MAIUEHTOB, TIOJTYyYaBIINX aKCUTHHUO.

Honuyumemus (cm. noopaszoen « Qyenka yposHs 2eMo2io0UuRa unu 2emamoxpumay pasoena 4.4)

B koHTponaupyeMOM KIMHMYECKOM HCCIIEOBAaHUM IPUMEHEHHs aKCUTUHMOA B JICUCHUH
naiueHToB ¢ [IKP pasButrue nomumuremun orMedanoch y 1,4% nanueHTOB, MOTy4YaBIIMX
akcUTHHUO. B Xoze pyTHHHBIX 1a00paTOpHBIX HccaenoBaHul y 9,7% NalMeHToB, MOTy4aBLIINX
aKCUTUHUO, OBUIO BBIABIECHO IOBBIIIEHHE YpOBHS remoriobuHa Bbime BI'H. B uetsipex
KJIMHUYECKHX HCCIIEeIOBAaHUAX NMPUMEHEHHUs akcUTUHHOA B jedeHun nanueHtoB ¢ [IKP (n=537)
MOBBINIEHHE YpOBHS TemoryoOuHa Beie BI'H Obuto 3apeructpupoBano y 13,6% manueHTos,
MOJIYYaBIINX aKCUTHHUO.

B 00benrHEeHHBIX KIMHUYECKUX HMCCIEI0BAaHUSAX NMPUMEHEHUsl akCUTHHHOa (n=672) B jne4eHuu
nanenToB ¢ IIKP pasButme nomummremun ormedanoch y 1,5% mainueHToB, MOTy4aBLIMX
AKCUTHHHO.

Kposomeuenust (cm. pazoen 4.4)

B koHTponMpyeMOM KIMHMYECKOM HCCIEIOBAaHMM MPUMEHEHHsS aKCUTHHMOA B JICUCHUH
nauueHToB ¢ IIKP, m3 ydactuss B KOTOPOM HCKIHOYAIWMCh MNAlMEHTBI C METACTaTHYECKUM
MOpaXECHUEM TOJIOBHOIO MO3ra, HE IOJy4YaBUIME [0 JAHHOMY IIOBOJY COOTBETCTBYIOLIETO
JIeYEHUsl, TeMOpparMueckue HexelaTelbHble peakluu ObUlM 3apeructpupoBansl y 21,4%
NAalMeHTOB, TOJYYaBIIMX akcUTUHHO. ['emopparmueckue  HexelaTelbHbIE  PEaKIHH,
HaOJI0IaBUINECs] Y MAlleHTOB, MOJYy4YaBIIMX aKCUTUHHUO, BKIIOYAIM HOCOBOE KPOBOTEUEHHE
(7,8%), remaryputo (3,6%), kpoBoxapkanbe (2,5%), pekrampHOe KpoBoTeueHue (2,2%),
KkpoBoTeuenue u3 naecex (1,1%), xenymouanoe kpoBoreuenue (0,6%), KpOBOU3IHUSHUE B TOJTOBHOM
mo3r (0,3%) wu xpoBoreuenue wu3 HwkHUX oTaenoB JKKT (0,3%). I'emopparuueckue
HE)KeMaTebHbIC pEaKkIiy >3-1 CTeTeH! 0TMeqaIrch y 3,1% nanueHToB, MoTy4aBIInX akCUTHHUO
(BKJIIOYAs] KPOBOUBIHMSHME B TOJIOBHOM MO3T, JKEIYJOYHOE KPOBOTEUYEHHE, KPOBOTEUEHHE W3
HwkHUX oTaenoB JXKT u kpoBoxapkanbe). KpoBoTeueHuwe ¢ jeTaqbHBIM HCXOAOM OBLIO
3aperucTpupoBaHo y oxaHoro mnamuenra (0,3%), NpUHMMABIIEr0 aKCUTUHUO (SKEITylI04HOE
KpOBOTEUEHHE). B wHccrmenoBaHusax MoOHOTepanuu akcHTHHHOOM (n=850) KpoBOXapKaHbe
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HabI0a10Ch y 3,9% MallMeHTOB, a KPOBOXapKAHBE >3-ﬁ@¥'€:ﬁeﬁ£\&'0§§iﬂ¥aﬂﬁéﬂ¥éﬁl 002)

B 00benMHEHHBIX KIMHUYECKUX HCCIEIOBAHUSAX MPUMEHEHHUs aKCHUTHUHUOA (n=672) B nedeHuu
naureHtoB ¢ IIKP pa3Butue remopparvuueckux sIBJI€HHHA OTMedanoch y 25,7% mNauueHToB,
NOJyYaBIINX aKCUTUHHO. ['eMopparnyeckue peakiuu 3-i cTeneHu ObLIM 3aperuCTPUPOBAHBI Y
3% nanueHToB, reMopparudeckue peakuuu 4-it creneHu — y 1% ManueHToB U KPOBOTEUYECHHE C
JeTanbHbIM ucxoaoM — y 0,4% manueHToB, Moy4yaBIInX aKCUTUHHO.

Ilepghopayus sncenyoouno-kuuieuno2o mpaxkma u oopazosanue ceuwetl (cm. pazoen 4.4)

B KOHTpOJIMpyeMOM KIMHUYECKOM HCCJIEIOBAHUU TPUMEHEHUS aKCUTUHUOA B JICUCHUU
narueHToB ¢ [TIKP nepdopanus XKKT nabmronanacek y 1,7% nanueHToB, MOTyYaBIIMX aKCUTUHUO
(Brirovast oopazoBanue ananbHoro csuma (0,6%), ceuma (0,3%) u nepdopanuu XKKT (0,3%)).
B uccnenoBanmsx MoHorepanuu akcuTuHHOOM (n=850) ciyuan nepdoparun XXKT ormeuanuch
y 1,9% nanuentos, a nepdopauus XKKT c jerampHbIM HCX0J0M Obla 3aperucTpUpOBaHA Y
oanoro nanuenta (0,1%).

B oObenuHEeHHBIX AaHHBIX KIMHHUYECKHX HMCCIICIOBAHMN NMPUMEHEHUs akcuTHHuOa (n=672) B
nedenuu narweHToB ¢ [IKP nepdopammst )KKT u obpasoBanue cBuma wHabmoganuchk y 1,9%
MAIMEHTOB, OTyYaBIINX aKCUTUHUO.

COO6H.I€HI/IC O IMOA03PEBACMBIX HCKCIATCIbHBIX PCAKIIUAX

BaxHo coo0mars 0 10J03pEBAEMBIX HEXKENaTeIbHBIX PEAKIMSIX I0C]Ie PEerucTpanuu
JIEKapCTBEHHOI'0 Iperapara ¢ Lejbl0 00eCledeH s] HEPEPhIBHOTO MOHUTOPUHIA COOTHOILLEHUS
«I0JIb3a—PUCK» JICKApCTBEHHOIO mpenapata. MeAUIUMHCKUM pabOTHUKAM pPEKOMEHAYeTCs
coo0ImaTh O JIIOOBIX IOJO3PEBAEMBIX HEXKEIATENIBHBIX PEaKIMAX JIEKAPCTBEHHOIO Iperapara
yepe3 HALMOHAJIBHBIE CUCTEMbI COOOILEHUS O HEXKENATENIbHbIX PEAKLUAX FOCYyJapCTB — WICHOB
EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccniickas @enepanys

DdenepanbHas ciyx0a 1o Hag3opy B cdepe 3apaBooxpanenus (PoczapaBHaazop)
109012, r. MockBa, CriaBsiHCKasl TUIOIIaab, 1. 4, ctp. 1

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

DnekTpoHHas noyta: pharm@roszdravnadzor.gov.ru

Caiit B nHGOPMAIMOHHO-TEIEKOMMyHUKAIIMOHHOM ceTu «HTepHeT»:
https://www.roszdravnadzor.gov.ru

Pecniy6nuka Kazaxcran

PI'TI na IIXB «HauvoHanbHBIA LEHTP JKCIEPTU3BI JIEKAPCTBEHHBIX CPEICTB U MEIMIMHCKUX
u3nenuitn» Komurera MeaunmuHCKOrO M (apMaleBTUYECKOro KOHTpojsi MuHHCTepcTBa
3apaBooxpanenus Pecnyonuku Kazaxcran

Z00T6ES, r. Acrana, yn. A.MmaHoBa, 13

Tenedon: +7 (7172) 235 135

DnexTponnas moyra: farm@dari.kz

Caiit B nHGOPMAIMOHHO-TEIEKOMMYyHUKAIIMOHHOM ceTu «HTepHeT»:

http://www.ndda.kz

Pecny6iiuka benapych

PecniyObnukanckoe  yHutapHoe npennpustue «lleHTp dKcmepTM3 W UCOBITAaHUH B
3IpaBoOXpaHeHH» MUHHICTEpCTBA 31jpaBooxpaHenus Pecryoniku benapych

220037, r. Munck, ToBapunieckuii nep., 2a

Temedon: +375-17-242-00-29

OnekTponHas noura: rcpl@rceth.by

Caiit B uHGOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHEeT»:
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PecniyOiinka ApmeHust

I'HKO «LleHTp 3KcriepTU3bl JEKAPCTB U MEAUIIMHCKUX TEXHOJIOTHIl»
0051, r. EpeBan, nip. Komuraca, 49/5

Tenedonsr: (+374 10) 20-05-05, (+374 96) 22-05-05

DneKkTpoHHas rmoyta: info@ampra.am

CaiiT B nH(OpMAIIMOHHO-TEJICKOMMYHUKALMOHHOM ceTn «HTepHeT»:
http://www.pharm.am/index.php/ru

Ksipreizckas PecryOnmka

JlemapraMeHT  JIGKAPCTBEHHBIX CPEACTB M MEIMIMHCKUX  H3Aenud  MwuHucrepcrBa
3npaBooxpanenus Keipreizckoit PecryOmuku

720044, r. buiukek, yi. 3-1 auHus, 25

Tenedon: (996) 312 21-92-86

OnextponHas noyra: dlsmi@pharm.kg

Caiit B uHbOPMaIIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTu «HTepHeT»:

http://www.pharm.kg

4.9. llepeno3upoBKa
CUMITOMBI

B KoHTponmupyeMOM KIMHUYECKOM WCCIICOBAaHUM TPHUMEHEHHS aKCUTUHHOA B JICUCHUH
nanuenToB ¢ [IKP oqun nanueHT HenpeaHaMepeHHo pUHUMAI npenapar B 1o3e 20 mr 2 pasa B
CYTKM B TeueHue 4 JHEeH, NpU 3TOM y HEro HalIIoAanoch pa3BUTUE TOJOBOKpYxeHus (1-i
CTCTICHH ).

B kinmHMYECKOM HCCIEeOBaHWM aKCHUTHHHOA C MOJO0OpPOM 103 Yy MAIMEHTOB, MOTYYaBIIUX
npenapat B HadainbHOU f03e 10 mr 2 pasza B cytku uiam 20 mMr 2 pas3a B CyTKH, HaOIIOJanoch
pa3BUTHE HEXENATENbHBIX peakluid, KOTOpble BKIIOUYAIM apTepUabHYI0 TUIEPTEH3HIO,
aCCOLMMPOBAHHOE C HEW PA3BUTHUE CYAOPOT ¥ KPOBOXAPKAaHbE CO CMEPTEIBHBIM UCXOJOM.

Jleuenue

Criermuduueckoro jgeyeHus Mpy Nepeo3upOBKe aKCUTUHNOA HE CYILIECTBYET.

B ciyuae momo3peHus Ha epeI03UPOBKY CIIEIyeT BPEMEHHO NMPEKPATHTh NMPHEM aKCUTHUHUOA U
IPOBECTHU NOJIEP/KUBAIOIIIEE JICUEHUE.

5. PAPMAKOJOT'MYECKHUE CBOVCTBA

5.1. dapmakoauHaAMU4YeCKHe CBOiiCTBA

dapmakoTeparneBTHUECKas IPyIIa: IPOTUBOOITYXO0JIEBbIE CPEJICTBA; HHTMOUTOPHI TPOTEMHKHUHA3;
MHTHOUTOPHI THPO3UHKUHA3BI PEenTOpoB (hakTopa pocra su0Tenus cocynoB (VEGFR).

Kox ATX: LO1EKO1.

Mexanusm nencTBus

AKcUTHHMO TIpencTaBisieT co0OW MOIIHBIE W CENEKTHBHBI HHTUOUTOpP THUPO3UHKUHA3BI
PELIENITOPOB COCYAUCTOro dHAoTeNuabHOro pakropa pocra (VEGFR-1, VEGFR-2 u VEGFR-3).
OTH penenTopsl y4acTBYIOT B MEXaHM3Max MaTOJIOIMYECKOr0 aHTHOT'€HEe3a, OMyX0JIeBOro pocTa U
METacTa3upoBaHMs. bBBIIO MPOJEMOHCTPHPOBAHO, HYTO AKCHUTHHHUO OO0ECIIEYMBAET MOIIHOE
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naruoupoBanre VEGF-omocpenoBanHoi mpoJ] Hd)epauf;llljllzh::'gﬁ#;lrl Eﬁﬂﬁwﬁhdﬁﬂdﬁhmx

KJIeTOK.  AkcuTHHMO  mHruOmpoBan  ¢dochopunupoBanue VEGFR-2 B cocynmax
KCCHOTPAHCIUIAHTATOB OIyXOJICH, SKCIPECCHPYIOIIUX MHUIICHU IN VIVO, W BBI3BIBAN 3aJIEPKKY
pOCTa, PErpeccHro  OMyXOJW M  HMHTUOMPOBAaHME  METACTa3MpPOBAaHUS  BO  MHOTHX
9KCIIEPUMEHTAIBHBIX MOJIEIISX 37I0KaYeCTBEHHBIX HOBOOOPA30BaHUH.

Biusanune gHa narepsai QT

B panmomMu3npoBaHHOM JIBYCTOPOHHEM IEPEKPECTHOM HCCIIEOBAaHUU 35 370pPOBBIX YIYACTHUKOB
OJIHOKPATHO MONyYaJId aKCUTHHUO B J03€ 5 MI' M30JUPOBAHHO WU B KOMOWHAIIUU C MPUEMOM
KeTokoHazosna B no3e 400 Mr B TeyeHue 7 naHed. Pe3ynbTaThl AaHHOTO MCCIEAOBAHUS
MPOJIEMOHCTPUPOBAJIU, UTO KOHIICHTPALIMKM aKCUTHHUOA B TJIa3Me KPOBH, /10 2 Pa3 MPEBHILLIABIINE
TepaneBTUUYECKHE KOHIEHTpAIlMU, OXHJJIAaeMble IIOCJe IpueMa Ipernapara B JO3€ S5 M,
HE MPUBOAWIN K KIMHUYECKU 3HAYMMOMY YUTMHEHUI0 nHTepBaia QT.

Kinuanueckas 3¢ dexkTUuBHOCTD U OE30IIACHOCTD

Onenka Oe3omacHOCTH ¥ 3((HEKTUBHOCTH aKCUTHHHOA MPOBOAMIACH B PaHIOMH3HPOBAHHOM
OTKPBITOM MHOTOIIeHTpoBOM HccienoBanuu |l ¢aser. [larmenTsr (n=723) ¢ pacnpocTpaHEeHHBIM
[1IKP ¢ mporpeccupoBanueM 3aboieBaHuss Ha (HOHE WIHM TOCIE MPOBEACHUS NEPBON JMHHUU
CUCTEMHOH Tepanuu (C NpUMEHEHHWEeM CyHUTHHMOa, OeBalM3ymaba, TeMCHUpOJIMMyca WIH
IUTOKWHOB) ObLTH pangoMu3upoBansl (1:1) Ha monydyenne akcutuanba (n=361) wnu copadennda
(n=362). OueHka OCHOBHOII KOHEYHOW TOYKHU (BBDKMBAEMOCTH 0€3 MPOrpEecCHpPOBAHUS
3aboneBanus, BBII) mpoBogmiace mocpeAacTBOM CIENOTO HE3aBHCHUMOTO IIEHTPAIU30BAHHOTO
aHanu3a. BTopuuHble KOHEUHbIE TOYKU BKIIIOYAIM YaCTOTYy OOBEKTHUBHBIX OTBETOB Ha JICUCHHE
(HOO) u o6ryto BepkrBaeMoctsb (OB).

W3 Bcex BKIIIOUEHHBIX B JaHHOE MCCieoBaHKe nanueHToB 389 manuentam (53,8%) panee Oblia
IIPOBEJICHA O/IHA JINHUS Tepanuu CyHUTUHHOOM, 251 nauuenty (34,7%) — oJiHa TMHUSA CUCTEMHOU
Tepanuy HUTOKUHAMU (MHTepieiikuHOM-2 win uHTepdepoHoM anbda), 59 manuentam (8,2%) —
o/iHa TuHUS OeBar3zymadom u 24 nauuentam (3,3%) — ogHa TMHUS TeMcUpoIuMycoM. OCHOBHbBIE
neMorpaguueckue IMapaMeTpbl M XapaKTepUCTHKHM 3a0ojeBaHus (BO3pacT, IOJd, pacoBas
NPUHAJIEKHOCTh, (YHKIMOHAIBHBIA CTaTyc 1Mo mKaine BocToyHoi  00beaquHEeHHOU
onkosoruueckoii rpymmsl (Eastern Cooperative Oncology Group — ECOG), reorpaduyeckuii
PErvoH U IpeIIeCcTBYIOAs Tepanus) ObUIM CXOXKUMH B IPYyNIax, IPUHUMABIINX aKCUTUHUO U
copadenuo.

B o0mieii nomysnsyy NaueHToB U B IBYX OCHOBHBIX OJIPYMIAX (C MpealIecTBYIOLIEH Tepanuen
CYHUTHHMOOM W NPEIIIECTBYIOIIEH Tepanmueil HUTOKMHAMHU) OBbLI0O OTMEYEHO CTaTUCTUYECKH
3HAYMMOE TMPEUMYIIECTBO aKCUTHHUOA mepen copadeHnOOM MO OCHOBHOM KOHEYHOM TOYKE —
BBII (tabn. 2 u puc. 1, 2 u 3). Meauana BBII otinuanace nmo nmoarpymmnaM B 3aBUCUMOCTH OT
npeauecTByoel Tepanuu. /[Be noarpynmnsl (¢ npeAmecTBYOMEeNH Tepanieil TeMCUpOJINMYCOM
U TpeAllecTBYIOMEN Tepanueld OeBannu3ymaOoM) ObUIM CIMIIKOM Malbl JUIsl JI€MOHCTpAIUH
HAJEeKHBIX pe3yabTaToB. CTaTUCTUYECKU 3HAUMMOM pa3HHIIbI Mexay rpynnamu no OB B o0meit
HOMYJISIUH HAlMEHTOB U B MOJATPYIAaX B 3aBUCUMOCTH OT MPEALIECTBYIOIIEH TePaIuH BbISIBICHO
He ObLIO.

Tabauua 2. Pe3ynprarsl uccieaoBaHust 3PPEKTUBHOCTH

Koneunas Touxa/ AKCHTHHIG Copadennt OP (95% JIH) 3HauyeHue
uccaenyeMasi nOmyJsiiust p
Oo6mas nomynsust [ TT n=361 n=362
Menauana BBIT* ® B mecsiax 6,8 (6,4; 8,3) 4,7 (4,6; 6,3) 0,67 (0,56; 0,81) <0,0001°¢
(95% JIN)
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Memuana OBY B mecsiax 20,1 (16,7; 23)4) (19,2 tEVTS,‘Z_"Z‘%;L = W&E@! ':f,'i%:' o ""llL.B
OO0 ¢, % (95% 1) 19,4 (15,4; 23,9) | 9,4 (6,6; 12,9) 2,06 (1,41; 3,00) 0,0001¢
IIpenmecTByromas Tepanus n=194 n=195
CYHUTHHUOOM
Menuana BBIT* P B mecsiax 4,8 (4,5; 6,5) 3,4(28;4,7) 0,74 (0,58; 0,94) 0,0063"
(95% J111)
Memuana OBY B mecsamax (95% JIM)| 15,2 (12,8; 18,3) (16,5 (13,7; 19,2)| 1,00 (0,78; 1,27) H3
400" ¢, % (95% ) 11,3(7,2;16,7) | 7,7 (4,4;12,4) 1,487 (0,79; 2,75) H3
[MpenuiecTByomas Tepanus n=126 n=125
UTOKUHAMHU
Menuana BBIT* © B Mecsiiax 12,0(10,1; 13,9) | 6,6 (6,4; 8,3) 0,52 (0,38; 0,72) <0,0001"
(95% J111)
Memuana OBY B mecsiax (95% JIM)| 29,4 (24,5; HO) (27,8 (23,1; 34,5)| 0,81 (0,56; 1,19) H3
qOO0P ¢, % (95% JIN) 32,5(24,5;41,5) | 13,6 (8,1;20,9) | 2,397(1,43; 3,99) 0,0002!

W — noBepurensubiii nHTEpBai; OP — oTHOMIeHUE puckoB (Hazard Ratio) (akcutunu6/copadennod); ITT —
MOMyJIALMS MAalMEHTOB C Ha3zHaueHHBIM JiedeHneM; HO — He mogmaercs onenke; H3 — He sBisercs
cratuctuyecku 3HaunMbiM; YOO — wyacTtora OOBEKTHBHOIO oOTBeTra Ha Jedenune; OB — oO6rmas
BbDKHMBaeMOCTh; BBII — BeDKHMBaeMOCTh 0€3 porpeccupoBaHus 3a00JIeBaHusl.

8 Bpems OT paHIOMHU3ALMM 1O MPOTPECCUPOBAHUS 3a00JIEBAaHUS MM CMEPTH OT JIIOOOH NPUYMHBL,
B 3aBHCHMOCTH OT TOTO, YTO MPOU30iAET paHbie. Jlata okoHdanus coopa naHubeix: 3 urons 2011 T.

® [lo He3aBMCHMOI paJMOJNOTHYECKON OIEHKE B COOTBETCTBUM C KPMTEPUSIMH OIIEHKHM OTBETAa NPH
comuanbix omyxonsax (RECIST).

¢OnHOCTOpPOHHEE 3HAYEHHUE P AJIs1 OLIEHKH JICYEHUS 110 JIOTPAHIOBOMY KPUTEPHIO, CTPaTU(GHLINPOBAHHOMY
no ¢pyakuunonansHoMy crarycy ECOG u npeamecTByromeii Tepanum.

d Jlata okonuanus c6opa gannbix: 01 Hos6ps 2011 .

¢ Jlata okoH4aHUs cOopa maHubix: 31 aprycra 2010 T.

fOrnomenue pucko w1 YOO, OTHOIMIEHHE PHCKOB > YKa3BIBANO HA GOJIBIIYIO BEPOSTHOCTh OTBETA B
rpyIrne akCUTHHUOA; OTHOLICHHE PUCKOB <l yKa3bIBalo Ha OOJBIIYI0 BEPOSTHOCTh OTBETA B TPYIIIE
copadenuoa.

9 OpHOCTOpOHHEE 3HAa4YeHHE P I OLEHKH JedeHuss no kpurteputo Koxpana—Manrens—I ensens,
cTpatuduipoBaHHOMY 10 GpyHKIIMOHANEHOMY cTarycy ECOG u npeamecTByoIIei Tepanim.

" OpmHOCTOpOHHee  3HayeHMe p IS OLEHKH JIGYEHHMs 1O  JIOTPAHTOBOMY  KPHUTEDHIO,
cTpatuduupoBaHHOMy 10 pyHKIIMOHaTRHOMY cTatycy ECOG.

' OmHOCTOpOHHee 3Ha4YeHWEe P Ul OLEHKH JiedeHHs N0 Kpurepuio Koxpana-Manrens—I ensens,
cTpatudupoBaHHOMy o pyHKIIMOHATEHOMY cTatycy ECOG.

Pucynoxk 1. Kpupas Kamnana—Meiliepa nans BbDKMBaeMOCTH 0€3 MPOrpeccHpOBaHUSA
3a00JeBaHMs MO pe3y/IbTaTaM He3aBUCUMOM OLEHKH JUTs 00LIel Momysiuu
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MEHITHTA (n=361)
Megmxana 6,8 secama

Copaberuf, (n=362)
Memeanza 4,7 secama
Orromenye prckoE =
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95% J11(0,56; 0,81)
3Hagesue p <0,0001
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Bpems (Mecsubr)

Pucynok 2. Kpusas Karutana—Meiiepa 11t BEDKHBaeMOCTH 0€3 porpeccupoBaHus 3a001eBaHHs
0 pe3yJbTaTaM He3aBUCUMOM OLEHKH B IMOATPYIIE MPEALECTBYIOIIErO JIEYEHNUs: CYHUTUHUOOM

Joaa Ges mporpeccEpoBaHAR

ha

—f— IHITA (n=1%)
Mempanz 4,3 mecom

Copatemmd (n = 193)
Magmasz 34 smecanz
OTEOmERNE PHEEOE =
0,74

030 I (0,38; 0o
smaesma pe 00063

s ]

Bpena (mecansr)

Pucynok 3. KpuBas Kamrana—Meiiepa 1151 BEDKHBaeMOCTH 0€3 IporpeccupoBaHust 3a00JIeBaHHS
10 pe3yabTaTaM HE3aBUCUMOM OLICHKH B IOATrPYIIIE MPEAIECTBYIOLIErO JEYCHUS HUTOKUHAMHU
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HHITITA (n=126)

Mezmaza 12,0 secanz
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93% A1 (0,38; 0,72
zHagenme p 50,0001

Joas Ge3 mporpeccEpoBaHHS
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10 12 14 16
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5.2. ®apMaKkoKHHeTHYEeCKHE CBOIiCTBA

AOGcopOuus

[Tocne nepopanbHOro nmpruema TabIeTOK aKCUTUHUOA abCcoMoTHAs OMOAOCTYIHOCTh B CPEAHEM
cocraBisieT 58% (MO CpaBHEHHIO C OHOJOCTYITHOCTBIO TOCJE€ BHYTPUBEHHOTO BBEICHHS
npenapata). [lepuo nmosyBbIBeieHUS] aKCUTUHNOA U3 TIA3Mbl KPOBU BapbUpPyeT B IMaNa3oHe OT
2,5 no 6,1 ygaca. Ilpuem axcutmHHOa B 03¢ 5 Mr 2 pa3a B CYTKM NPHBOIMI MEHEE 4YeM K
JIBYKpaTHOMY KyMYJIMPOBAHUIO aKCUTUHHOA IO CPABHEHUIO € OJTHOKPATHBIM IIPUEMOM IIpernapara.
BBuIy KOpOTKOro mepuona TIONYBBIBEACHHS AKCUTHHHOA OXXKHIACTCS, YTO PaBHOBECHOE
COCTOSIHUE JIOCTUTAETCs B TeUeHUe 2—3 Hel OT Hayaja Teparnuu.

MakcuManbHasi KOHIIEHTpaIUsl akCUTUHNOA B IJIa3Me KPOBH, KaK MPABUJIO, JOCTUTAETCS Yepes
4yaca Tmocine MEpopalbHOrO MpHeMa [penapaTa ¢ MEAMAHOW BPEMEHH JOCTHXKEHHS
MaKkCUMalIbHOW KOHLEHTpauuu (Tmax), Bappupytoleil B quana3one ot 2,5 g0 4,1 yaca. [lpuem
aKCUTMHHOA ¢ THIIEH ¢ yMEpPEeHHBIM COJepXKaHHeM >XUpPoB HpuBoAMI K 10% CHUXKEHUIO
HKCMO3UIMU 10 CPAaBHEHHIO C IMPHEMOM IIpernapara yTpoMm Haromak. [Ipuem akcutunHuba c
YKUPHOM BBICOKOKAJIOPUIMHON MUILEN TPUBOAWI K 19% MOBBILIEHUIO SKCIIO3ULIUHU IO CPABHEHUIO
C IIPUEMOM IIpenapaTa yTpoM HaTomak. AKCUTUHUO MOYKHO MPUHUMATh HE3aBUCHMO OT MpHeMa
numm (cM. pasaen 4.2).

Cpennue 3HaueHusi Cpax ¥ AUC yBenuuuBaiuch NPONOPHHOHAIBHO J03€ aKCUTUHHOA B
nuama3oHe 03 oT S go 10 mr.

Pacnpenenenue

CBsI3pIBaHNE aKCUTHHUOA C TIPOTEMHAMH I1J1a3MbI KPOBH 4YeJloBeKa iN Vitro (MpenMyIiecTBeHHO ¢
anbOyMHUHAMH U B YMEPEHHOM CTENEeHH C 0l1-KUCIOTHBIMU TNIMKOMPOTEUHAMHM) cocTaBisieT >99%.
[Ipn mpueme mnpenapara B o3¢ 5 Mr 2 pa3a B CyTKM BO BpEMs IpHEMa IUIIHM CpEHEE
reoOMEeTPUUECKOE 3HaY€HUE MaKCUMaJIbHOM KOHIIEHTpaluu B miia3Me KpoBu 1 AUC24 y maniueHToB
¢ pacnpoctpaneHHbM [IKP cocraBmsno 27,8 Hr/min u 265 Hrxu/mi cooTBeTcTBeHHO. CpenHee
reoMEeTPUUECKOE 3HaUE€HHE KIMPEHca MPH NMepopabHOM MpUeMe Mpenaparta U KaKyluuics o0bem
pactipenenenus coctaBisuin 38 /4 u 160 1 COOTBETCTBEHHO.

Buorpancdopmarnus

AxcutuHMO MeTabonu3upyercs TiaaBHBIM oOpa3oM B medeHu c¢ mnomoribio CYP3A4/5 w,
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B Merbieii crerenn, CYP1A2, CYP2C19 u UGT1A1, OCTIEOCBATENBHOCTE 0002)

OIUMHUHAIUS

ITocne mepopanbHOrO TIpHUEMa pPagUOAKTUBHOrO akcuThHHMOa B g03e S5 wmr 30-60%
paIMoOaKTUBHOCTH OOHapyxkuBajioch B kane u 23% — B Moue. OCHOBHBIM KOMIIOHEHTOM,
0oOHapyXMBacMbIM B KaJie, OblI HEM3MEHEHHBI aKCUTUHUO (HA OO KOTOPOIro MPUXOIUIOCH
12% ot npuHsATON 03Bl mpenapara). HensMeHeHHbIH akCUTUHHO HEe OOHApY)KHMBAJICS B MOYE.
BosbInast 4acTh paMOAKTHBHOCTH B MOYE MIPUXOINIIACH HA META0OIUTHI KAPOOHOBOW KHUCIIOTHI U
cynbokcuaa. JloMuHUpYOMAs 4acTh PaJUOAKTUBHOCTH B IIa3Me KPOBU NPUXOIMIACH HA
N-rimtokypoHuueiii  Metabonut (50% HUpPKyIUpyrome paJuoakTUBHOCTH), Ha OO
HEU3MEHHOTO aKCUTHHUOA M CYIb(POKCHIHOTO MEeTaboNMTa MPUXOAMIOCH MpuMepHo 1mo 20%
HUPKYTUPYIOLIEH paAOaKTUBHOCTH.

Cynbdokcuanbiii 1 N-TIIIOKYpOHHUIHBIA MeTa0onuTsl ob6namanu nmpumepro B 400 u 8000 pas
MEHbIIIEH akTUBHOCTHIO B oTHOMICHHH VEGFR-2 in Vitro mo cpaBHEHHUIO ¢ aKCHTHHHOOM.

Oco0bIe T'pYIIIBI ITAITMCHTOB

Ileuenounas neoocmamoynocmo

HccnenoBanus in Vitro u in ViVo yka3bIBalOT HA TO, YTO aKCUTUHHO METa0OIU3UPYETCS IIIABHBIM
00pa3oM NEeUYEHBIO.

3Ha4YeHNEe CHCTEMHOMN IKCIIO3UIINN aKCUTHHUOA TIOCIIE €ro OJJHOKPATHOTO MPUEMa Y MAIUEHTOB C
HOpMaJbHOU (D)yHKIMEH MEUYeHH U MAIMEHTOB C HapyIICHHEM (YHKIHH [IEUYCHH JIETKOW CTeTICHH
TsoxecTr (kimacc A mo Yaina—ITso) ObIIIO OIMHAKOBEIM | BBINIE (MIPUOIU3UTENBHO B 2 pa3a) —
y NAIMEHTOB ¢ HapylieHneM (YHKLIUH IEYeHU CpeqHel cTerneHu Tsbkectu (kinacc B mo Yaitna—
[Ts10). UccienoBanus NpuMEHEHUsI aKCUTHHNOA Y TIAIIMEHTOB € TICUEHOYHOH HEIOCTaTOYHOCTHIO
Tsokenon crenenu (xiacc C nmo Yaing—IIeto) He npoBOAKMIKMCH, IOITOMY Ipenapar He CleayeT
NPUMEHSTh y JAaHHOW KaTeropuu MalueHTOB (PEKOMEHAALWHU 10 KOPPEKLIUHU J103bI Ipernapara
IpUBEJICHBI B pa3zene 4.2).

Toueunas neoocmamounocmo

HensmeHeHnbli akCHTUHHAO HE BLIABISETCS B MOYE.

HccnenoBanuss akCUTUHUOA Yy JMI] C TOYEYHOH HEJOCTATOYHOCTHIO HE MPOBOAMIUCH. U3
KIMHUYECKUX UCCIEIOBAaHNN aKkCUTHHNOA B JeueHnu nanuenTos ¢ [IKP uckirouanuch nammueHThl
c ypoBHeM KpeatuHuHa B 1,5 paza >BI'H unm c paccuuTtaHHBIM KIMPEHCOM KpEeaTWHHHA
<60 mur/mMuH. Pe3ynbTaThl MOMYISIIMOHHOTO (DapMaKOKHHETUIECKOTO aHATN3a CBUJICTEIIbCTBYIOT
0 TOM, YTO KIUPEHC aKCUTHHHOA HE U3MEHSIICS y TAIlMEeHTOB C MOYEYHON HEIOCTATOYHOCTHIO U
KOPPEKIIUS 03bl aKCUTUHNOA He TpeOyeTcs.

Jluya nooswcunoco 6o3pacma, non u pacoeas NPUHAOJIEHCHOCHb
Pe3ynbTatel NONYJISILIMOHHBIX (hapMaKOKMHETHUECKUX aHAJIN30B MMaIeHTOB c
pacpoCTpaHEHHBIMU  3JIOKQYeCTBEHHBIMH ~ HOBOOOpa3oBaHMsIMH (B TOM  4YHCIE C
pacnpoctpaneHHbIM [IKP) 1 310poBBIX TOOPOBOMBIEB CBUAETEIHCTBYIOT O TOM, YTO BO3pAacT,
0JI, Macca Teja, pacoBasl IPUHAIEKHOCTh, GyHKIMA modek, reHotunt UGT1A1 unu reHotun
CYP2C19 e oka3pIBalOT KJIMHUYECKH 3HAUYUMOI'O BIIMSTHUS.

et

HccnenoBanus npuema aKCUTUHHOA y JIeTeH B BO3pPacTC MJIaaue 18 ner ne IMPOBOAUIIUCH.

5.3. /laHHbIe JOKINHIUYECKOI 0€30NMaCHOCTH
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TOKCUYHOCTH IPYU HOBTOPHOM BBEJICHHH

OCHOBHBIE pe3yJIbTaThl UCCIICIOBAHNI TOKCHYHOCTH Ha MBIIIIAX U cOOAaKaX MOCIIe MHOTOKPAaTHOTO
BBEJCHMS TIpernapara B TEYEHHE JO 9 MecsleB OTHOCWIHCh K IMHUIIEBAPUTEIHHOM,
reMaTOMO3TUYECKON, PENPOAYKTUBHOM, CKEJIETHONH M 3yOHOW cHCTeMaM, a YPOBHHU JIO3bI, HE
NPHUBOJANINEG K Pa3BUTHIO HaOmogaeMbix HexkenatenbHbix sBieHu (NOAEL), Obutn
NPUOJIM3UTEIPHO OKBUBAJICHTHBI WJIM HUXKE YPOBHS BO3JCHCTBHUS Yy 4YEIOBEKa IIPH
PEKOMEHTyeMOM KIMHUYECKON HauaabHOU J03€ (Ha ocHoBaHuM ypoBHei AUC).

KaHneporeHHoCTh

I/ICCHGI[OBaHI/ISI KaHICPOrCHHOCTH aKCUTUHHOA HE IMPOBOAUIIMCE.

' eHOTOKCUYHOCTD

AKCUTHHUO HE MPOSBIISI MyTareHHON UITH KJIACTOT€HHOM aKTUBHOCTH B TPAIMIIMOHHBIX aHAJIA3aX
TEHOTOKCHYHOCTH IN Vitro. 3HaYnTeIbHOE YBEINYEHHE MOIUILIONINKE HAOIF01aI0Ch N VItro mpu
KOHIeHTpanusax >0,22 MKr/Mi, a TakkKe OTMEYaJoCh IOBBINICHUE YHCIA MHUKPOSIACPHBIX
HOJTUXPOMATHYECKUX IPUTPOLIUTOB iN VIVO; YPOBEHb 103bI, HE puBosiiei Kk pa3Butiio NOEL,
B 69 pa3 mnpeBblIal OXUIAEMBI YpPOBEHb BO3JCUCTBHUS y 4YelOBEeKa. Pe3ynpTaThl MO
F€HOTOKCUYHOCTH HE CUUTAIOTCS KIMHUYECKM 3HAYUMBIMU [PU YPOBHAX BO3JEHCTBUS,
HAOJII0/IaBIINXCS B UCCIIEIOBAaHUAX Y JIFOJEH.

PGHDOI[VKTI/IBHHJI TOKCUYHOCTb

BrisiBienHbie U3MEHEHUs, CBSI3aHHBIE C BO3/ICHCTBUEM aKCUTUHUOA HA SIUYKU U MPUIATKA SUYEK,
BKJIIOYAJIM YMEHBILIEHUE MACChl OpraHa, aTpoduio WK JAeTeHepalnio, yMEHbIIEHNE KOJIHYeCTBa
KJIETOK 3apOJIBIIIIEBOM TUHUU, TUTIOCTIEPMHUIO HJIM aHOMAJIbHBIE ()OPMBI CIIEPMATO30UI0B, a TAKXKE
YMEHbIIIEHNE TUIOTHOCTU W KOJHYECTBA CHEPMbI. DTH M3MEHEHUS! HAOMIONaINCh Y MBIIIEH TpH
YPOBHSIX BO3CHCTBHUS MPUOIH3UTEIHHO B 12 pa3 BBIIIE 0KUIAEMOTO BO3JICHCTBUS Y UETIOBEKa, a
y co0ak — MpU YPOBHSIX BO3ACHCTBUS HIDKE OXKHJIaEMOTO BO3JCHCTBHS y ueloBeka. Y CamIiloB
MBIIIeH OTCyTCTBOBaN A((PEeKT Ha crapuBaHue WK (EPTHIHHOCTH MPH YPOBHSIX BO3JIEHCTBUS
NpUOIU3UTENBHO B 57 pa3 BbIIIE 0KUAAEMOT0 BO3/ICHCTBHUS Y UeIOBeKa. BhIsIBIEHHbIE M3MEHEHUS
y CaMOK MBIIIEH BKIIOYAJIM MNPU3HAKA 3aMEIJIEHHOTO IMOJIOBOIO CO3PEBAHMS, YMEHBIICHHE
KOJIMYECTBA MU OTCYTCTBHUE JKEITHIX T€J, yMEHBIICHHYIO MacCy MaTKH, a TaKXe aTpo(HI0 MaTKU
MPU YPOBHSAX BO3JCUCTBUSI MPUOIM3UTEIHHO SKBHUBAJIEHTHBIX BO3JCHCTBUIO, OXKUIAEMOMY Y
YyenoBeKa. Y CaMOK MbIIIel HaONIoAanoch CHIKEHHE (EePTHIBHOCTH U JKU3HECTIOCOOHOCTH
SMOPHOHOB TIPH BCEX HCCIIENOBAHHBIX J103aX, MPU ITOM YPOBEHb BO3JCUCTBHUS CaMOW HHU3KOU
T03BI IPUOIM3UTENBHO B 10 pa3 MpeBbIIal 03KUaeMOe BO3ICHCTBHIE Y UeTIOBEKa.

VYV OepeMeHHBIX CaMOK MBIIIEH MOJ JAeWCTBUEM aKCUTHHHOA OTMEYajoch YBEJIMYEHUE CIydacB
BPOXKACHHOTO TIOPOKAa pACIISIUICHUs TBEPAOro HEOA M CKENETHBIX aHOMAalWi, BKIIOYas
3aMeIJICHHYI0 OCCH(DUKAINIO, P YPOBHSIX BO3JCHCTBUS HUXKE OXHUIAEMOTO BO3JACUCTBUS Yy
yenoBeka. lMccnenoBaHuss TOKCHYECKOTO BO3ACHCTBUS B IEPUHATAIBHOM M ITOCTHATAIIBHOM
Mepruoaax HE MPOBOJUIHCH.

PGSVJ'IBTaTBI HCCICAOBAHUA TOKCUYHOCTH YV HCITOJTOBO3PEIBIX KMBOTHBIX

VY wmbimeit u cobak Habmoganack oOpaTuMasi JUCIUIA3Hs XPAILIEBOM IMJIACTUHBI NMPH BBEACHUU
AKCUTUHUOA B TEUEHUE MUHUMYM | MecsIa U pU YPOBHSX BO3IEHCTBUS MPUOIU3UTEIHHO B 6 pa3
BBIIIIE 0XKUJAEMOTO BO3JICHCTBHS y YEJIOBEKA. Y MBIIIEH MOJ ACHCTBUEM Ipenapara B TCUCHHE
Oonee 1 Mecsiia HaOIIOAAICS YaCTUYHO OOpATHUMBINA Kapuec 3yOOB MPHU yPOBHSIX BO3JACUCTBUSA,
COMOCTAaBUMBIX C OXKHJIAEMbIM BO3JICMCTBUEM Yy ueloBeKa. Jlpyrue nposiBIeHUsT TOKCUYHOCTH,
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OLICHUBAJIUCE.
6. PAPMAIIEBTHUYECKHUE CBOHMCTBA
6.1. Ilepeyens BcnomMoraTeJbHbIX BellleCTB

APCABHO, 1 mr, TabJIETKHU, ITIOKPBITHIE ILICHOYHON 000JI0YKOMI

AHopo mabremku

[enmrosio3a Mukpokpuctaminyeckas tum 200
JlakT03BI MOHOTHAPAT

Kpockapmemnnosa HaTpus

Maruus creapat

IInenounas obonouxa

[TonMBUHUIOBBIN CIUPT

Tutana auokcun (E171)

Makporoxa 3350

Tanpk

Kpacurens xene3a okcup sxentoiit (E172)
Kpacutens xene3za okcup kpacHblil (E172)

APCABHO., 5 mr, TaOieTKH, ITIOKPBITHIE INIEHOYHON 000JI0YKON

Aopo mabremku

[enmrosio3a Mukpokpuctamindeckas tum 200
JlakT0o3BI MOHOTHIpAT

Kpockapmeriosa HaTpus

Marnus creapat

IInenounas obonouxa

I1on¥BUHUIOBBIN CIIUPT

Maxporoun 3350

Kpacurens xene3a okcua kpacuslil (E172)
Tanbk

Turtana auokcun (E171)

6.2. HecoBMecTuMoOCTH

Henpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs1)

2 rona.

6.4. OcoOble MepbI NPEIOCTOPOKHOCTH IPH XPAHEHUH

XpaHuTb IIpu TeMIiepatype He Boime 25 °C.

6.5. XapakTep u cojep:KaHHe NEPBUYHONH YIAKOBKHU
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[Io 56 TabneTok B O0aHKy HOJUMEPHYIO (U3 oM TG BRicoROH HoTHOC s

JIEKaPCTBEHHBIX CPEJACTB, YKYIOPEHHYIO KpPBIIIKOM MOJIMMEPHOH (M3 NOJMIPONMIEHA) C
BJIArOIOTJIOTUTENIEM U KOHTPOJIEM IIEPBOTO BCKPBITHUS.

Ha Oanky HakjJeMBalOT 3TUKETKY M3 OyMaru STUKETOYHOW WJIM MHCYEH WM CaMOKJIESIIYICs
ITUKETKY.

Kaxnyro 6aHKy BMECTE C JINCTKOM-BKJIQIBIIIIEM ITOMEIIAIOT B MAYKy U3 KapTOHA KOPOOOUHOTO.

6.6. Oco0ObIe MEPLI MpeaoCTOPoOKHOCTH nmpu YHUUITOKCHUU HCIIOJB30BaAHHOI'0
JIEKAPCTBCHHOI'0 nmpemapara HJIN 0TX010B, MOJIYY€HHBIX mocJje NPUMECHCHUSA
JIEKAPCTBCHHOI'0 NIpenmapara, 1 Apyrue MaHunyJasiiuu € nmpemnaparom

Becsw ocrapmumiics HeKapCTBeHHLIﬁ npenapar Wik OTXOAbI CJICAYCT YHUUTOXUTL B COOTBETCTBUU
C YCTAaHOBJICHHBIMHU HAIlMOHAJIbHBIM 3aKOHOAATCIILCTBOM Tpe6OBaHI/I${MI/I.

7. JEPKATEJIb PETUCTPALIMOHHOI'O YJIOCTOBEPEHUSA

Poccuiickas ®@enepanus

AO «P-®apm»

123154, r. Mockga, yi. bep3apuna, 1. 19, k. 1
Tenedon: +7 (495) 956-79-37

®dakc: +7 (495) 956-79-38

Onekrponnas nodra: info@rpharm.ru

7.1. IlpeacTaBuTEJIb AEPKATEISI PETUCTPAIIMOHHOIO YA0CTOBepeHust Ha TeppuTopun Coro3a

[Iperen3uu norpedUTEINEN HAIPABIISITE IO aAPECY:

Poccuiickas ®enepanust, Pecnyonuka Apmenus, Keipreizckas Pecyonika
AO «P-®apm»

123154, r. Mockga, yi. bepzapuna, 1. 19, k. 1

Tenedon: +7 (495) 956-79-37

dakc: +7 (495) 956-79-38

OnexTpoHHas mourta: info@rpharm.ru

[TpencraButens AO «P-®dapm» B Pecniybnuke Kazaxcran

TOO «P-®apm Kazaxcran»

Pecnnybnmuka Kazaxcran, ropon Anmatel, bocrangpikckuii paiion, I[Ipocnext Anbs-®apabdwy,
nom 17/1, (TIOL «Hypier-Tay» 610k 5b) H.11 Nel8, mourossrii unaexce 050059

Tenedon: +7 (727) 325-01-00 (4024)

daxc: +7 (727) 325-02-00, +7 (727) 325-03-00

DnekrponHas moura: safety KZ@rpharm.ru

[TpencraButens AO «P-dapm» B Pecriybnuke benapychb

220035, Pecny6nuka benapyce, . Munck, yi. Tumupszesa, a. 72, od. 1210
Tenedon: +37 (517) 336-00-81

OnekrponHas moura: safety BY @rpharm.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUSA

9. IATA NEPBUYHOM PETMCTPAIIMM (IIOATBEPXKXIEHUSI PETMCTPAIIUMA,
INEPEPEI'MCTPALIMN)
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I[aTa HepBOfI perucTpanuu: I: nocn E":I'C BATEINBHOCTG 0002 )

10. JATA IEPECMOTPA TEKCTA

OO0mras xapakTepUCTHKA JICKAPCTBEHHOTO IperapaTa JOCTYITHa Ha WH(POPMAIMOHHOM IOpTalie
EBpa3uiickoro 3KOHOMHYECKOTO COr3a B  HHPOPMAIMOHHO-KOMMYHUKAIIMOHHOW  CETH
«Hurepuer»: http://eec.eaeunion.org/.
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