COOTBETCTBYET 3KCNEPTHOMY OTYETY

ot 21.03.2025 N= 7647

OBILAST XAPAKTEPHCTHKA JTEKAPCTBEHIFOPOTIPEITAPATA U007

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

WNunura 1 mr, TabneTky, MOKPHITHIE MIICHOYHOW 000I04YKOM
WNunuta 5 mr, TabnaeTKy, MOKPHITHIE MIIEHOYHOW 000JI0YKOMA

2. KAYMECTBEHHbBIM 1 KOJIMYECTBEHHBIN COCTAB

JleiicTBytol1ee BEIIECTBO: aKCUTUHUO.

WNunura 1 Mr TabneTky, HOKPHITHIE MNIEHOUYHON 0007104YKO0M

Kaxnas Tabnerka conepxur 1 Mr akcutuHuoa.

BcnomoratenbHble BelllecTBa, HAIMYME KOTOPBIX HANO YUYUTHIBATh B COCTABE JIEKAPCTBEHHOI'O
npenapata: 32,00 Mr J1akTo3bl MOHOTUAPAT (CM. paszzen 4.4.)

WNunura 5 Mr TabneTky, HOKPHIThIE MNIEHOUYHON 00071049KO0

Kaxxnast TabneTka conepKuT 5 Mr akCUTHHHOA.

BcenomorarenbHble BellecTBa, HaM4YME KOTOPBIX HA/IO YUYUTHIBATh B COCTAaBE JIEKAPCTBEHHOI'O
npenapata: 56,00 Mr 1akT0o36l MOHOTUAPAT (CM. pasznen 4.4.)

[TonHbIi1 nepedyeHb BCIIOMOraTENIbHbBIX BELECTB IIPUBEIEH B pasnene 6.1.

3. JEKAPCTBEHHASA ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHON 000710YKO0i

HUnnuta 1 mr
Kpacuble oBanbHBIE TaONETKH, MOKPHITHIE TNIEHOYHOM 000JI04KOl ¢ rpaBupoBKOi «Pfizer» Ha
OJIHOM cTOpOHE, «1» 1 «XNB» - Ha Apyrou.

Hunura S mr
Kpacuble TpeyrosbHble TaOJIETKH, HOKPBITHIE UIEHOUYHONW 0007104KO0i ¢ TpaBupoBKoil «Pfizer» Ha
OJIHOM CTOpOHE, «S» 1 «XNB» - Ha Apyrou.

4. KIMHUYECKUE JAHHBIE
4.1. IToka3aHus1 K NPUMEHEHHUIO

[Ipenapat MHnuTa noka3aH [uisl JJ€4EHUS B3pOCIBIX MALMEHTOB C PACIIPOCTPAHEHHBIM I10YEUHO-
kierounbIM pakoM (ITKP) npu HeadexkTrBHOCTH NpealIeCTBYIOIIEH Tepanty.
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4.2. Pesxum 103MpOBaHNs U c1IOCO0 MPUMEHEHUs!

JleueHnme nmpemnaparom Wunmra AOJDKHO IMPOBOAMTHCA BpadoM, MMCIOIIUMM OIIBIT NPUMCHCHHA
IMPOTHUBOOITYXOJICBBIX ITPCIIApPATOB.

Pexxum go3upoBaHus

Pexomenayemast 1o3a akCUTHHHOA COCTABIISIET 5 MT BHYTPb 2 pa3a B CyTKH.

JledeHue MOMKHO MPOJIOIKATHCS 10 TEX IMOp, MOKa HalmoAaeTcs KIMHUYecKui 3 dexT um xe
A0 pa3BUTHUA HCHpHCMJ’IGMOﬁ TOKCHYHOCTH, HEC HO}I)I&IOIIICI\/’ICﬂ KOppCKOUHU IPHEMOM
JIOTIOJTHUTEIIbHBIX JIEKAPCTBEHHBIX CPEJCTB WM U3MEHEHUEM JI03bI IIpenapara.

HpI/I Pa3BUTHU PBOTHI HJIM IIPOIMYCKE OO3bI HC CICAYCT NPHUHUMATL AOIIOJHUTCIBHYIO 03y
Ipenapara, a CJICAYIOI YO J03Y pPCKOMCHAYCTCA IIPUHATH B 00BIUHOE AJId HEC BpEMHL.

Koppexyus 0ozl
B 3aBucuMocTH OT WHIAMBHAYyJIbHOH TIEPEHOCHMOCTH M O€30MAaCHOCTH CYTOYHAs J103a
mperapaTa MOXKeT ObITh YMEHBIIICHA WIIA yBEJIMYCHA.

[Ipu xoporiei nepeHoCUMOCTH HavalbHOM 103kl aKCUTUHHMOA 5 MI' 2 pa3a B CyTKH U OTCYTCTBHUH
HE)KEJIATEJIbHBIX PEAaKIUil >2 cTeneHu (T.. MPU OTCYTCTBUU CEPBE3HBIX HEXKEIATEIbHBIX
peakiMii COrjaacHoO OOIIMM TEPMUHOJOTMYECKUM KPHUTEPUSM HEXKeNaTeNbHBIX SIBJICHUI
[CTCAE], Bepcust 3.0) B TeueHue 2-X MOCIEAOBATEIbHBIX HEAEIb MOXHO YBEIUYUTH 103y
npenapara 10 7 Mr 2 pa3a B CyTKHM 3a UCKIJIIOYEHHEM CIIy4aeB, KOTJa apTepHAIbHOE TABIICHUE
npeBbimaer 150/90 MM pT. CT. WM TAIMEHT TMOJydYaeT AHTUTHUIEPTCH3UBHYIO TEPaIuio.
Brnocnencteuu, pyKoBOACTBYSACH 3TUMHU K€ KPUTEPUSIMHU, IIPU XOPOUIEH MEPEHOCUMOCTH J03bl
akcUTUHUOA 7 MT 2 pasza B CyTKH MOXHO YBEJIUYUTH /103y IpernapaTa A0 MaKCUMaJIbHON JTO3bI —
10 mr 2 paza B cyTKH.

Jlisl KOppeKLMU HEKOTOPBIX HEXKENATEeNbHBIX PeaKkUil MOXET NOTpeOOBaThCS BPEMEHHAs WIIH
IOCTOSIHHAs! OTMEHA W/WIIM CHU)KEHUE J03bl akCUTHHUOA (cM. paszzen 4.4). IIpu HeoOxoaumocTu
CHI)KEHHMSI 103bl aKCUTUHUOA €€ MOYKHO CHM3UTH J0 3 MTI 2 pa3za B CyTKH M 3aTeM elle — 10 2 M
2 pa3a B CyTKH.

He TtpeOyercs xoppekuus mA03bl Ipernapara B 3aBUCHUMOCTH OT BO3pacTa, pacoBOil
NPUHAATICKHOCTH, 110J1a MJIK MACChI TeJla MalueHTa.

Oonospemennoe npumernenue mownvix uneubumopoe CYP3A44/5

OpHOBpeMEHHOE TpPHUMEHEHHE akCUTHHHOa ¢ MomHbIMU uHruoutopamu CYP3A4/5 moxer
MPUBOANTH K TIOBBIIMIEHUIO KOHIIEHTPAIIMH aKCUTHHUOA B T1a3mMe KpoBu (cMm. pazaen 4.5). Jns
OJIHOBPEMEHHOI'O TMPUMEHEHHsS] PEKOMEHJyeTCs MOJA0MpaTh ajlbTEpHATHUBHBIE JIEKAPCTBEHHBIE
CpEICTBA — C OTCYTCTBHEM WUJIM MUHMMAaJIbHBIM UHrHOUpyromuM aeiictBueMm Ha CYP3A4/5.
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Hecmotpss Ha TO, 9TO WHCCIENOBaHUS IO KOPPEKIMU JO03bl AKCUTHMHHOA Yy TAlMEeHTOB,
npuHUMaImux MomHeie HHruOuTopel CYP3A4/5, He mnpoBOAMINCH, TP HEOOXOAMMOCTH
OJIHOBPEMEHHOI0  IpuMeHeHus  MouHoro unHruouropa CYP3A4/5  pexomenayercs
MPUOIU3UTENHHO HATIOJIOBUHY YMEHBIIUTD 103y aKCUTUHUOA (HAarpuMep, HAa4aJIbHYIO 103y 5 MT
2 paza B CyTKHM CIEAyeT CHU3UTh O 2 Mr 2 pa3a B CyTKH). [ KOppeKIHH HEKOTOPBIX
HE)KENaTeNbHBIX pPEaKIMii Ha MpUEM IMpernapaTta MOXeT NOoTpeOOBaThCs BPEMEHHAs WIIU
MOCTOSIHHAsT OTMEHa akcuTtuHuOa (cM. pasznmen 4.4). Ilpu oTMeHe MOITHOTO HMHTHOUTOpA
CYP3A4/5 cnemyer paccMOTpeTh BOMPOC O BO3BpALIEHUH K 03¢ aKCUTHHHOA, KOTOpas
MpUHUMAJACh 0 Havyaia JiedeHus: MOIIHbIM HHruouTopom CYP3A4/5 (cm. paznen 4.5).

Oonospemennoe npumenenue mowHvix uHoykmopos CYP3A4/5

OpnHoBpeMEHHOE MNpPUMEHEHUE aKCUTHHHOa ¢ MouHbIMU uHIykTOopamu CYP3A4/5 moxer
IPUBOAUTH K CHWKEHHIO KOHIIEHTPALMU aKCUTMHHOA B IjiazMe KpoBH (cM. pazzaen 4.5). s
OJTHOBPEMEHHOT'0 TPUMEHEHHUS PEKOMEHAYETCs BbIOMpATh albTEpPHATUBHBIC JIEKAPCTBEHHBIE
CpPEZCTBA C OTCYTCTBHEM HJIM MUHUMAJIbHBIM CTUMYJIUpPYIOIIUM BiausHueM Ha CYP3A4/5.

Hecmotpss Ha TO, 4TO HCClIenOBaHUS MO KOPPEKLUMH J103bl aKCUTUHHOA y MAalUEeHTOB,
npuHUMaIuX MouHble uHAyKTopel CYP3A4/5, He mnpoBoawiuch, Npu HEOOXOIUMOCTHU
OJIHOBPEMEHHOT0 npuMeHeHus: MoiHoro uuaykropa CYP3A4/5 pexkomeHnayercss mocTeneHHOE
YBEJIMYEHHUE J103bl aKCUTHUHUOA. Y CTaHOBJIEHO, YTO MaKCUMaJbHasi MHAYKLUS IPU MPUMEHEHUU
BBICOKMX 703 MOHIHBIX HHIYyKTOpoB CYP3A4/5 mpoucxoautr B TeueHue | Hemenu JedeHUs
UHAYKTOpOM. [Ipu MOBBIIEHUH 103bl AKCUTUHHOA CIIEAYeT MPOBOJMUTH TIHIATEIbHBIM KOHTPOJIb
COCTOSIHUSI TallUE€HTa Ha IPEAMET BBIABIEHUS CHMIITOMOB TOKCHUYHOCTH. /[[1s Koppekuuu
HEKOTOPBIX HEXeJaTeJIbHbIX peaklUil Ha MpUeM MpenapaTa MOXKET MMOTpeOoBaTbCS BpEeMEHHAs
WIM TIOCTOSIHHAasi OTMEHA aKCUTMHMOA W/MIM CHW)KEHHE ero Jo3bl (cM. pasgen 4.4). Ilpu
npeKpamieHnu Tepanuu MOuTHeIM HHAYKTOpoM CYP3A4/5 cnemyer HEMENJIGHHO BEPHYTHCS K
J103€ aKCUTUHNOA, KOTOpasi MPUHUMAJIACh J0 Havalla JeueHus MOIIHbIM HHaykTopoM CYP3A4/5
(cm. paznen 4.5).

Oco0bIe I'pynnbl DaMCHTOB

Tayuenmui nodxcunozo 6o3pacma
Koppexkuu 10361 npenapata He Tpedyercs (cM. pasaenst 4.4 u 5.2).

llayuenmul ¢ napywenuem ynKyuu novex
Koppexumst no3s1 mpenapara e Tpedyercs (cM. pazzaen 5.2). [IpakTuuecku OTCyTCTBYIOT JaHHBIC
0 JICYEHHIO aKCUTUHUOOM MaIllMEHTOB C KJIMPEHCOM KpeaTuHuHa <15 mi/MuH.

Iayuenmoi ¢ HapywieHuem QyHKyuu neveHu

[Ipu Ha3HaueHMM aKCUTMHUOA MAllMEHTaM C MEYEHOYHOW HEJOCTATOYHOCTHIO JIETKOM CTENeHH
(knacc A mno Yaiina-ITero) koppekuuu 1036l npenapata He Tpedyercs. PekoMeHyeTcss CHU3UTh
703y aKCUTHHHOA MpU Ha3HAYEHWM Ipernapara HalleHTaM ¢ NEeYEHOYHOM HEeIO0CTaTOYHOCTHIO
cpenHelt creneHu Tsbkectu (kiaace B mo Yaitng-IIsio) [Hampumep, HayanbHYIO 103y CleAyeT
CHU3UTh ¢ 5 MI 2 pa3a B CyTKH 10 2 MTI 2 pas3a B cyTku]. MccnenoBaHus 1o NpUMEHEHUIO
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Yaitna-11p10) HE TPOBOAMINCH, TOATOMY Mperapar He ClelyeT NIPUMEHATh Y TJaHHOW KaTeropuu
ManrueHToB (cM. pazaeinsl 4.4 u 5.2).

C€THU

bezonacHocts u 3¢ exkTuBHOCTH Mpenapara Munuta y nereil u noapocTkoB mianmie 18 jer He
YCTaHOBJIEHBI. JJaHHBIE 10 MPUMEHEHUIO TIpENapaTa B JETCKOM BO3PacTE OTCYTCTBYIOT.

Crioco0 nmpuMeHeHus

AKCUTHHUO NpeHa3HaYeH JUIsl TepopanbHOro npuema. TabneTku cieayer IpUHUMATh BHYTPb, 2
pasa B CyTKH, C HHTEPBAJIOM MEX]ly pueMaMu NpUOIN3UTENbHO 12 yacoB, BHE 3aBUCUMOCTU OT
npuema nuiu (cM. paszen 5.2). TaGneTku cinenyer mporiaTeiBaTh LEIUKOM, 3aMMBas CTAKAHOM
BOJBL.

4.3. llpoTuBONOKA3aHNUSA

['mnepdyBCTBUTENBHOCTh K AKCHUTHHUOY WM K JIO0OOMY M3 BCIOMOTATEIbHBIX BEIIIECTB,
MEPEUYUCIICHHBIX B paszene 6.1.

4.4. Oco0ble yka3aHHsl M MepPbl PEAOCTOPOKHOCTH NIPH NIPUMEHECHUH
MOHUTOPHHT CcrieNU(pHUECKUX SBICHUH, CBA3aHHBIX ¢ 0€30MaCHOCTHIO, JT0JIKEH MPOU3BOIUTHCS
710 Hayaja Tepanui, a TaKkxKe MepHOANMYECKH BO BpeMs JICUCHHUS aKCUTUHHOOM B COOTBETCTBHUH C

MMPUBCACHHBIMH HHUXXC PCKOMCHAALIUSIMU.

Ceprieunas HeJOCTATOYHOCTD

B xmHWYECKHUX MCCIEIOBAaHUSAX MPUMEHEHHS aKkCUTUHHOA B jedueHuH nanueHToB ¢ [IKP Obum
3apEeTUCTPUPOBAHBI  CIydyad CEPJACYHOM HEIOCTATOYHOCTH (B TOM YHCIIE CEpIACYHOM
HEJIOCTaTOYHOCTH,  XPOHUYECKOM  CEpAECYHOM  HEAOCTAaTOYHOCTH,  CEPACYHO-JIIETOYHOMU
HEJOCTAaTOYHOCTH, NUCHYHKIMU JIEBOTO KENyIOoYKa, CIydyau CHIDKEHHUs (pakiuu BbeIOpoca
JICBOTO JKEITYA0YKa U HEIOCTATOYHOCTH MPABOTO Kenmyaouka) (cM. paszaen 4.8).

CumMnTOoMBl W TPU3HAKUA CEPACYHON HEIOCTATOYHOCTH HEOOXOIMMO KOHTPOJIUPOBATH HAa
MPOTSDKEHUHM BCETO TMEpPHOJia JICYCHHs] aKCUTUHUOOM. JleueHue cepaedHol HEeA0CTaTOYHOCTH
MOXXET TMOTpPeOOBaTh BPEMEHHOTO WJIM IOJIHOTO TMPEKpaIlleHUs Tepanuud W/UIW yMEHBIICHUS
03Bl aKCUTHHMOA.

ApTepuanbHas THISPTCH3HS
B kinMHHYECKUX HCCIeI0BaHUIX NMPUMCHCHUA AKCUTUHHOA B JICUCHHH MMalfMCHTOB C IIKP oucHb

4aCTO PETUCTPUPOBAIUCH CIy4an apTepUalbHON runepTeH3uu (cM. pasaen 4.8).

B koHTponmmpyemMOM KIMHHYECKOM HCCIEJOBAaHWM MEAWaHa BPEMEHH [0 Pa3BUTHUSA
apTepUAIbHON THUIEPTEH3MH (CHCTONMYECKOE apTepHalibHOe aaBieHue >150 MM pT. CT. win
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Hayaja Tepanmuy aKkCUTUHHOOM, a MOBBILICHHE apTepuaIbHOro JaBJICHHUS HAONIOAJIOCh YKe
yepes 4 AH4 Moclie Havajla Tepanuy aKCUTHHUOOM.

Ilepen wagasoM Tepanmuu AaKCUTUHMOOM HEOOXOAUMO THIATEIBHO OTKOPPEKTHUPOBATH
aprepuaiibHOe naBieHue. HeoOXoauMo KOHTPOJIHMPOBATH COCTOSHUE MAIMEHTOB Ha MpeIMeT
pa3BUTUS apTEPHATBHON THUIEPTEH3UM M MPH HEOOXOIUMOCTH MPOBOAHUTH CTaHAAPTHYIO
AHTUTUIEPTEH3UBHYIO Tepanuio. B ciayuyae pa3BuTus CTOMKOW apTepuaIbHON TMIEPTEH3UH, HE
MOJJAIONIeCsT aHTUTUIIEPTEH3UBHONW Tepamnuu, 03y aKCUTUHUOa cleayeT CHU3UTh. llpu
Pa3BUTHUH TSDKEION apTepUaIbHOW THUNEPTEH3UH Yy TMAIMEHTOB PEKOMEHIYETCS BPEMEHHO
MPEKPATUTh TEPANUI0 aKCUTHHUOOM JI0 CTaOWJIM3AIlMU apTePUAbHOTO JABJICHUS, MOCIE YEero
TEpanuio aKCUTUHUOOM MOKHO BO30OHOBHTH C HA3HAUCHHUEM IIperapaTta B 0oJjiee HU3KOH J03e€.
[Ipu mpekpamieHny npueMa aKCUTUHHOA HEOOXOAMMO KOHTPOJIUPOBATH COCTOSHUE IMAIIMEHTOB,
MOJIYYalolUMX AaHTUTUIIEPTEH3UBHBIE TMpenapaThl, Ha MPEAMET pa3BUTUA apTEPUAIbHOU
runoteH3uu (cm. pazzaen 4.2).

[Ipu pa3BuTHM TSHKETON WM CTOMKOW apTepHalbHON TMIEPTEH3UHU U CUMIITOMOB, XapaKTEPHBIX
UIst cuHApoMa oOpatumoit 3anHedt neiikosHuedanomatun (CO3JI) (cMm. HMXKeE), ciexyer
paccMOTpeTh BONPOC O IMPOBEIACHWU JUATrHOCTHYECKONW MAarHUTHO-PE30HAHCHON TOMOTpaduu
(MPT) ronosHoro mo3ra.

JucyHKIMS IUTOBUIHOM KeIe3bl

B kiMHHYECKUX UCCIICAOBAHUIX MPUMCHECHUS aKCUTHHUOA B JiedeHUU nanueHToB ¢ [TKP Obuiu
3apErUCTPUPOBAHBI CIIydad Pa3BUTHS TMIIOTUPEO3a M, B MEHBIICH CTEIECHHU, TUIIEPTHpPeo3a (CM.
pazznen 4.8).

Jlo Hayana Tepanuu akKCUTUHUOOM, a TaKXKe NMEPUOJUYECKH BO BpEMs JICUEHUSI PEKOMEHyeTCs
IPOBOAMTH HCCIEAOBaHWE (DYHKIMM IIUTOBUAHON kene3bl. Koppekuus rumorupeosa u
TUIIEPTUPEO3a JOJDKHA MPOBOAUTHCS B COOTBETCTBHM CO CTaHIAPTAMU MEIMIIMHCKON IOMOIIA
JUISL TOA/IEp>KaHUsl HOpMaibHOW (DYHKIIUY IIUTOBUIHOM JKEJIEe3bl.

AprepuanbHas TpoM003MO0IUs
B kimuHHYEeCKUX UCCIEeNOBaHHUIX aKCUTUHHOA OTMEYAIIMCh CIlydad pa3BUTHUS apTepuUaIbHOU
TpoMOOSMOONMU (B TOM YHWCJIE€ TPAH3UTOPHOM HIIIEMHYECKON aTaku, HH(papkTa MUOKap.a,

OCTPOTr0 HapyLIEHHUs] MO3TOBOI0 KPOBOOOpAIIEHUSI M OKKJIIO3UM apTepUu CeTyaTKu) (CM. pa3zen
4.8).

Cremyet ¢ OCTOPOKHOCTBIO IPUMEHATh aKCUTHHUO Y MAaIMEHTOB ¢ (haKTOpaMu PUCKa Pa3BUTHUS
JMAHHBIX SIBJICHUN WJIM UMEIONTUX MOJ0OHBIE 3MU30/16l B aHaMHe3e. VccnenoBanus MpuMEeHEHUS
AKCUTUHUOA y MAIMEHTOB, MEPEHECIIUX apTePHAIBHYI0 TPOMOOIMOOIHUIO B MPEALIECTBYIOIINE
12 mecs1ieB, HE MPOBOAMIUC.

BenosHas tpombosMO0IHs

B kmmHMuecknx HUCCIICJOBAHUAX aKcUTHHHOA PETUCTPUPOBAINUCE ClIydau pPa3sBUTHA BEHO3HOM
TpoMO03MO0JIMHU (B TOM YHUCIIE TPOMOOAIMOOIHNH JIETOYHOM apTepuu, Tpom003a IiTyO0OKUX BEH U



ot 21.03.2025 N= 7647

4.8y | NOCNEOQBATENEHOCTE 0007)

OKKITIO3UH/TPOMO03a BEH CETUATKU) (CM. pa3jed
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CrnenyeT ¢ OCTOPOKHOCTBIO MPUMEHATh aKCUTUHHUO y MAallMeHTOB C (paKTOpaMH pHCKa pa3BUTHUS
JAHHBIX SIBJICHUN WJIM UMEIOUINX MOJ0OHbIE 3MK30/bl B aHaMHe3e. VccnenoBanus NpUMEHEHUs
aKCUTUHUOA y TMAalKMEHTOB, MEPEHECIINX BEHO3HYI0 TPOMOOSMOOJUIO B MpEeIIIeCcTBYIOUINE 6
MECALIEB, HE IPOBOAMIINC.

O1eHKa YPOBHS reMOorI00MHA WIIN reMaToKpuTa
Ha (I)OHC TCpannunu AKCUTUHHOOM MOJKET ITOBBIIIATHCS YPOBCHb reMorjio0MHa WIH réMaToKpuTa,

YTO CBHJICTEIHCTBYET 00 YBEIWYECHUU MACChl IPUTPOIMTOB (cM. pasnen 4.8). YBenudeHue
MacCChbI OPUTPOLUTOB MOXKET CII0COOCTBOBATH IIOBBIIIICHUIO PpUCKa Pa3sBUTHUA
TPOMOOIMOOTINMYECKUX OCIIOKHEHUH.

PexoMeHyeTcss MpOBOAWTH MOHUTOPUHT YPOBHS TE€MOTJIOOMHA WM T€MAaTOKpPHUTA A0 Hayania
JICUYCHUs, a TAK)KE TIEPUOANYECKH B MpoIlecce JIeUeHHs] aKCUTUHUOOM. [Ipu MOBBIIEHUN YPOBHS
reMOIJIOOMHA WJIM TeMaTOKPHUTA BBIIIE HOPMBI CIEAYET MPOBECTU KOPPEKIUIO, HAMPABICHHYIO
Ha CHI)KEHHE T'eMOIVIOOMHA WJIM TeMaTOKPHUTa 0 MPUEMIIEMOTO YPOBHS B COOTBETCTBUU CO
CTaHIAPTHOW MEAUIMHCKON MPAKTUKOM.

KpoBoreuenus

B xnmHnueckux HUCCIICOOBAHUAX aKCI/ITI/IHI/I6a Ha6J'IIO}IaJ'H/ICI) ClIydan pas3sBUTHUA KpOBOTC‘IeHI/Iﬁ
(cMm. pazzmen 4.8).

HccnenoBanus IMPUMCHCHU aKCUTUHHOA Yy MNalUCHTOB C MNPHU3HAKAMU MCTACTATUYCCKOI'O
MOpaKCHUA T'OJIOBHOI'O MO3ra, 1o IoBOAY KOTOPOTO HE OCYHICCTBIIAJIOCH COOTBETCTBYROLICTO
JICUCHUA, HC NPOBOAWINCH, B CBA3M C YEM HC CJICAYCT MNPUMCHATH AKCUTHUHHO y JIaHHOH
KaTCropru nanucHTOB.

HCCJ’IGI[OB&HI/I?I IMPUMCHCHU aKCUTUHNOA Y HNaouCHTOB, HCAABHO IICPCHCCHIMX KCIIYIOYHO-
KHIICYHOC KPOBOTCYCHHUE, HC ITPOBOJUIIUCE, B CBA3U C UCM HE CICAYCT IPUMCHATH aKCUTHHHO y
ﬂaHHOﬁ KaTCropmu MnanucHTOB. Ecnmu KpPOBOTCYCHHC Tpe6yeT OKa3aHus MCHHHHHCKOﬁ IIOMOIIH,
CJICAYCT BPECMCHHO IIPCKPATUTH IPUEM aKCUTHHHOA.

AHEBPHU3MEL U PacCIOCHUS apTepU

[Ipumenenne WHTHOUTOPOB COCYAMCTOr0 OSHIOTenMHanbHOro (Qakropa pocta (VEGF) vy
MAIlMEeHTOB C TUIIEPTEH3UEH WM 0€3 Hee MOXKET CIIocOOCTBOBATH 00PA30BAHUIO AaHEBPHU3M U/HIIH
paccnoenust aprepuii. [lo Hawama nedeHust mpenaparoM WHmWTa, HEOOXOAUMO TIIATEIHHO
OLCHUTb BO3MOXKHBIC PHUCKH Yy MAOWMCHTOB, UMCIOIINUX TaKHUC (baKTOpI)I pUCKa KaK THIICPTCH3UA
WM HaJIN4re aHeBPU3MbI B aHAMHE3e.

Hepd)opaumi KCITYAOYHO-KHIICYHOI'O TpAaKTa U 06D330B3.HI/IC CBUIIIEH
B ximHMYecKkux HcCClIeI0BaHMIX aKCUTUHHOA COO6I_I_I8..HOCL 0 ClIydadXx pa3BUTHA nep(bopam/m

xenynogHo-kumeunoro Tpakra (OKKT) u oOpa3zoBanus csuiueit (cM. pazzaen 4.8).

Ha nmporspkeHum Bcero Kypca JICUCHHS aKCUTHHHOOM  HEOOXOAMMO  OCYIIECTBIATH
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NEPUOANYECKUA MOHUTOPUHI Ha MNpEAMET K HHHCCI([&:IEI;@‘QJ%EI%I\I %Eﬁgﬁﬂﬁn' KKT u

00pa3oBaHUs CBUIIEH.

OcnoXKHEHUS IIPpU 3aKUBJICHUHW PAaH

O(I)I/IIII/IaJ'II)HBIe HUCCICAOBAaHUsA BJIUAHUA akcuTuHHOa Ha mponecc 3aXMUBJICHUA PpaH HE
MMPOBOAUIINCE.

Jleuenne akKCUTHHHOOM JOJIXKHO OBITh IMMPCKpaAlICHO KaK MUHHUMYM 3a 24 4aca A0 MpOBCACHUSA
IJIAHOBOTI'O OIICPATUBHOI'O BMCIIATCIILCTBA. Pemienre 0 BO300HOBJICHUU TCpannun AKCUTUHHOOM
B HOCTOH@paHHOHHBIfI Nnepruoa AJOJ’)KHO OCHOBBIBATHCA Ha PE3yJIbTaTax KIWHAYECKOM OIICHKHU
TCUYCHHA PAaHCBOI'O IMpouecca.

CunapoM oOpatumoii 3aaHeit nerkodunedanonaruu (CO3J1)

B kiIMHHMYECKUX HCCICNIOBAaHHMAX aKCHTHHHOA coolmanoch o ciaydasx pasputus CO3JI (cwm.
paszznen 4.8).

CO3JI mpencrasisier cob0il HEBPOJOTHUECKOE PACCTPOHCTBO, KOTOPOE MOXKET IMPOSBIATHCA
TOJIOBHOH O0OJbI0, CYZOpOTaMH, BSUIOCTBIO, CITyTaHHOCTBIO CO3HAHMSA, CIEMOTON M IPyrHMHU
S3PUTCIIBHBIMA W HEBPOJOTMYCCKUMHU HAPYIICHUAMU. HpI/I 3TOM BO3MOKHO IIOBBIIIICHHE
ApTCPHUAIBHOIO0 IOaBJICHUSA OT JIETKOH 0 TSDKEJION CTETICHH. I[J'IS[ MOATBCPKACHUA AUarHo3a
CO3JI HeobX0omMMO TPOBEACHHE MAarHUTHO-PE30HAHCHOM Tomorpaguu. Y ManUeHTOB C
cumnromamu CO3JI Heo0X0AMMO BpPEMEHHO NpepBaTh WIM IOJHOCTBIO MPEKPATHUTh IMPHEM
akcuTHHHOA. JlaHHBIX O 0€30MacHOCTH BO30OHOBJICHHUS TEpAaUM aKCUTUHHOOM Y NalMeHTOB,
panee nepenecmux CO3JI, Her.

[Iporennypus
B xnuHMYeCKMX MCCIeNOBAHMIX aKCUTUHHOA COOOIAIOCh O CIydasx pa3BUTHS MPOTCHHYPHUH, B

ToM urciie 3 u 4 cTeneHu TsHkecTu (cm. pasznaen 4.8).

Pexomennyercs mpoBOAWTH OOCIEOBAHME HA HAIWYUE NPOTEHMHYpPUM [0 Hayala Teparnuu
aKCUTHMHHUOOM, a TaKKe MEepUOAMYECKH B Tpouecce JiedeHus. [lpu pa3BuTHM NpOTEHHYpUU
CpedHEeH WM TSKEJIOW CTEeNeHM HEOOXOTUMO CHHU3UTH 103y aKCUTUHMOA MM BPEMEHHO
npepBarth JeueHue (cM. pasznen 4.2). [Ipuem akcutuHuOa cieayeT NpeKpaTUTh, €ClIU y MalueHTa
HaOJr0/1aeTCsl pa3BUTHE HEPPOTUUECKOTO CHHIAPOMA.

HexenarenpHbIe PCAKIIMHU CO CTOPOHBI NICYCHHU

B koHTponupyeMOM KIMHHUYECKOM HCCJIEIOBAaHUU NPUMEHEHHUS aKCUTUHUOA B JICUEHUU
naiueHToB ¢ [IKP Obuiu 3aperucTpupoBaHbl ciay4yaul pa3BUTHS HEXKEJIATENbHBIX PEaKUHUi CO
cTopoHb! neyeHu. Hanbonee pacnpocTpaHeHHbIe HEXKeNIaTeNIbHbIE PEaKIUK CO CTOPOHBI EYEHU
BKJIIOUAIIH IIOBBILICHHE aKTUBHOCTH allaHMHaMUHOTpaHchepasbl (AJIT),
acnaptaramuHoTpancdepasbl (ACT) u ypoBHs OuupyOrHa B KpoBH (cM. paszen 4.8), mpu 3ToM
OJTHOBPEMEHHOT0 TOBbIeHUs akTUBHOCTH AJIT (Oonee ueM B 3 pa3za OTHOCHTEIBHO BEpXHEH
rpaauiel HopMmbl (BI'H)) u ypoBHs OmnmpyOuna (6onee yem B 2 pasza otHocutenbHo BI'H)
OTMEYEHO He ObLIO.
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B knuHUYecKkoM HCCleNoBaHUM MO MOAOOpPY MO3BL Y 1'@%3@':1%0‘31%%';6: IIE&H'TI'{I};I/'I6 B

HavyabHOW M03e¢ 20 Mr ABaXabl B CYTKH (B 703¢ B 4 pasa MPEBBIMIAIIIECH PEKOMEHIYEMYIO
HaYyaJIbHYIO J103Y), 0OTMeUaaoch oJHOBpeMeHHoe nosbitieHne aktuBHOocTH AJIT (B 12 pa3 >BI'H)
u ypoBHs OunupyouHa (B 2,3 paza >BI'H), paciieHeHHOe Kak NpOSIBICHHE JIEKapCTBEHHOU
renaToOTOKCUYHOCTH.

I[O Haydalla Tepalnnu aKCUTUHHOOM H NepuoOANYCCKU B IPOHCCCC JICUCHUA PCKOMCHAYCTCA
IMPOBOAUTD UCCIICOAOBAHUA (I)YHKI_II/II/I IICYCHU.

HapvmeHHe d)VHKIII/II/I IICYCHU

B kinnHu4eckux uccienoBaHUsX MPUMEHEHHS aKCUTUHUOA CUCTEMHasl SKCIIO3ULUS aKCUTUHUOA
y TaIMEeHTOB C TIEYCHOYHON HEAOCTAaTOYHOCThIO cpenmHel crenenu (kimace B mo Yaitna-ITsro0)
IPUMEPHO B 2 pas3a NpPEBbIIAJA TAaKOBYIO Y YYaCTHHKOB MCCIEIOBAHHS C HOPMAaJIbHOU
¢bynkuueit neyenu. Ilpu Ha3HAYCHUM aKCUTHHUOA MAITUEHTAM C IIEYEHOYHOW HE0CTaTOYHOCThIO
cpenneii crenenu (kiaacc B mo Yaitng-I1eio) pekoMeHayeTcsl CHHXKATh 103y aKCUTHHHOA (CM.
pazznen 4.2).

HpI/IMCHeHI/IC aKkcuTHHNOA Y NaouCHTOB C MEeYeHOYHOMI HEOAOCTAaTOYHOCTBIO TSDKEJION CTEeIeHN
(xmace C no Yainn-I1st0) He U3yyanoch, MOATOMY Mpenapar He CJIEAyeT MPUMEHSTh Y JaHHON

KaTCropuu namnucHTOB.

JInna mokmiioro Bo3pacra (> 65 J'ICT) H pacoBasi NpUHAMJICKHOCTD

B koHTponmupyeMOM KIMHUYECKOM WCCIEIOBAaHUU TPUMEHEHUS aKCUTUHUOA B JICYCHUU
narueHToB ¢ [IKP 34% mnamueHTOB, MOJydaBIIUX aKCUTHHHO, ObUTH B BO3pacTe > 65 jer.
BonpmMHCTBO  MAIMEHTOB  SBISUINCH — MpEACTaBUTENssMU  eBpomeouaHou (77%) wu
MOHTOJIONIHOM packl (21%). HecMoTpst Ha TO, YTO UCKIIOYUTH OOJBIIYIO YYBCTBUTEIBHOCTH K
Pa3BUTHIO HEXKENATEIbHBIX pEaKIMid Yy HEKOTOPHIX TMAIlMEHTOB TIOKUJIOTO BO3pacta M
MPEACTABUTEICH MOHTOJIOWHOW pachkl HE TMPEACTABISETCS BO3MOXKHBIM, B IIE€JIOM, HE
HaA0JI0/1aI0Ch 3HAYMMBIX pa3iuuui 1Mo 0e30MacHOCTH U 3PPEKTUBHOCTH AKCUTHHHOA MEXIY
MaldeHTaMu B BO3pacTe > 65 JeT U ManueHTaMu 00Jiee MOJIOJOTO BO3pacTa, a TaKKe MEXIY
MPEACTABUTENSIMU €BPOIIEOUTHOM U APYTHUX pac.

Koppekiun 10361 mpemapata B 3aBUCUMOCTH OT BO3pacTa NalMeHTa WJIH PacoBOM
NPUHAAIEKHOCTH He TpeOyeTces (cM. pasznenst 4.2 u 5.2).

BcrnoMmorarensHble BellecTBa

Henepenocumocmo 1akmo3wl

[TanmenTam c penKko BCTPEYAIOLIEHCS HACIEACTBEHHONW HENEPEHOCHUMOCTBIO TallaKTO3bI,
NeGUIUTOM JIaKTa3bl JoMmaped WM IUIIOKO30-TaJlakTO3HOH MaibaOcopOuuelt He cleayer
OPUHUMATh TOT Mpernapar.

Hampuu
OTOT JEKapCTBEHHBIM mpenapaTr colepKUT MeHee 1 Mmonb HaTpus (23 Mr) Ha TaOJeTky,
MOKPBITYIO MJICHOYHOU 000JI0UKOM, TO €CTh MPAKTUYECKU HE COACPKUT HATPHSL.
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(MOCNEOCBATENEHOCTE 0007)

4.5. B3amMmopeiicTBHMe ¢ JPYTMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHABI
B3aMMOJEHCTBHUSA

JlanHble in vitro yKa3bpIBalOT Ha TO, YTO aKCUTHHHO MeTaO0OIM3UPYETCs TTIaBHBIM 00pa3oM IOJ
nmeicteBueM CYP3A4/5 u, B Mennmed crenenm, nopn ackicteueM CYP1A2, CYP2CI19 u
ypunuaaudocdarrmoxyponosuntpancdepassl (UGT) 1A1.

WNuruburopst CYP3A4/5

[Ipumenenne ketokoHaszona (MomHoro uaruouropa CYP3A4/5) B noze 400 mr 1 pa3 B cyTKH B
Te4eHUue 7 THEH y 3/10pOBBIX JOOPOBOJIBLIEB MPHUBOAMIO K YBETMUEHHUIO CPEIHETO 3HAuCHHS
IUTOINAM 1O/ KpUBOH «koHUeHTparus — BpeMs» (AUC) u makcumanbHO# KoHIEHTpaMU (Crmax)
aKCUTHHUOA MPH €ro OJHOKPATHOM IIpUeMe BHYTpPb B 103¢ 5 MI B 2 1 1,5 pa3a, COOTBETCTBEHHO.

OpHoBpeMeHHBIH MpHeM akcuTHHHOa ¢ MomHbiMH uHruoutropamu CYP3A4/5 (manpumep,
KETOKOHA30JI0M, HWTPAKOHA30JI0M, KJIApPUTPOMHULIMHOM, OHPUTPOMULIMHOM, aTa3aHABHUPOM,
UHAWHABUPOM,  He(pa30J0HOM,  HEI(UHABUPOM,  PHUTOHABUPOM,  CaKBUHaBUpPOM U
TEJIUTPOMHUIIMHOM) MOXET MPHUBOJIUTH K MOBBILIEHHIO KOHIIEHTpAIlMM aKCUTHHHOA B IIa3Me
KpoBHU. ['pelindpyT Takke MOKET MOBBIIIATH KOHIEHTPAIMIO aKCUTUHNOA B I1a3mMe KpoBu. Jliis
OJTHOBPEMEHHOT0 IMPHMEHEHHUs] PEKOMEHAYETCs BbIOMpAaTh JIEKAPCTBEHHBIE CPEACTBA C
OTCYTCTBUEM WM MHHHUMAlbHbIM HMHruOupytommm BiausHueM Ha CYP3A4/5. Ilpu
HEOOXOIMMOCTH  OJHOBPEMEHHOIO  Ha3HaueHuss  MourHoro  uHruouropa CYP3A4/5
PEKOMEHYeTCsl IPOBECTU KOPPEKIIMIO 03Bl aKCUTUHUOA (cM. pazzen 4.2).

HUurubutopet CYP1A2 u CYP2C19
N3odepmentsr CYP1A2 u CYP2C19 B He3znauntenbHoil ctenenu (<10%) 3aaeiicTBOBaHbI B

MeTabonu3smMe akcUTHUHHOA. BiusHue MOLIHBIX MHTHOMTOPOB J3TUX H30(EPMEHTOB Ha
(dapMaKkOKMHETHKY aKCUTHMHHOa He wusydanock. Crenyer coOnogaTb OCTOPOXKHOCTb Y
NAlMEeHTOB, MPUHUMAIOIIMX MOIIHbIE MHITHOUTOPBI 3THX H30(EPMEHTOB B CBSA3M C PHUCKOM
MOBBIIIEHUS KOHIEHTPAIMKU aKCUTUHNOA B TJ1a3Me KPOBH.

HUunykropst CYP3A4/5
[Ipumenenne pudpamnununa (mourHoro uuaykropa CYP3A4/5) B noze 600 mr 1 pa3 B cyTku B

TedeHue 9 nHel y 310poBbIX 100poBoblEeB npuBoaAuio K cHikeHuto cpenHeil AUC u Chax
aKCUTUHUOA TMpU €ro OJHOKPATHOM IpHeMe BHYTpb B Jo03¢ 5 Mmr Ha 79% u 71%,
COOTBETCTBEHHO.

OnHOBpeMeHHOE NpUMEHEHHE akCUTHHHOA ¢ MoulHbIMH HHIyKTopamMu CYP3A4/5 (manpumep,
pudaMIuIMHOM,  JE€KCaMeTa30HOM,  (EHUTOMHOM,  KapOamaszenuHoM,  pudabdyTHHOM,
pucdanenTuHOM, (eHobapOUTaIoM U mIpemnapaTamMHu 3BEpo00s MpOAbIpsBIECHHOTO [Hypericum
perforatum]) MOXET MPUBOJIUTH K CHIDKCHHUIO KOHIICHTPALIUU aKCUTUHHUOA B TI1a3Me KpoBu. s
OJIHOBPEMEHHOTO NPUMEHEHHs PEKOMEHAYETCsl BBIOMpATh JIEKAapCTBEHHBIE CpPEJCTBA C
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HEOOXOAMMOCTH  OJHOBPEMEHHOTO  Ha3HadeHuss  MomHoro  uHAayktopa  CYP3A4/5
PEKOMEHIYETCSI TPOBECTH KOPPEKITUIO 03bI aKCUTUHUOA (CM. paznen 4.2).

HccnenoBanus CIIOCOOHOCTH aKCUTHHKMOA K MHTMOMPOBAHMIO M MHAYKIMKM muToxpoma CYP u
UGT in vitro

UccnenoBanust in vitro TPOAEMOHCTPUPOBANIM, YTO B TEPANEBTHUYECKHX KOHIICHTPAIUIX
akcutunu6 He unrudupyer CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2EL, CYP3A4/5 unu
UGTIAL.

UccnenoBanus in vitro ToKa3ajad, YTO aKCUTHHUO 00JIaJaeT HMOTCHIIMAIBHON CIIOCOOHOCTBIO K
unrubuposannto CYP1A2. CrnenoBarenbHO, COBMECTHOE IPUMEHEHHE aKCUTHHUOa ¢
cyocrparamu CYP1A2 MoxeT NpUBOIUTH K MOBBIMICHUIO KOHIEHTpauun cyoctpatoB CYP1A2
(HampuMep, TeOUITMHA) B IJI1a3Me KPOBH.

HccnenoBanus in vitro Takke NpoAeMOHCTPUPOBAIH, YTO aKCUTUHHO 00J1a/1aeT MOTEHIIUAIBHOM
crocobHocThi0 K uHrubupoBanuto CYP2C8. OnHako COBMECTHBIM MpHEM aKCUTHHHOA ¢
nakiauTakcenoM  (sBistomuMmcst  cyoctpatom  CYP2C8) He mnpuBoaus K  MOBBIILIEHUIO
KOHIEHTpAallul TMakKJIUTaKcela B IUIa3ME€ KpPOBH Yy TMALMEHTOB C pPaclpOCTpaHEHHBIMU
3JI0KAYECTBEHHBIMU HOBOOOPa30BaHUSIMHU, YTO CBUJETEIBCTBYET 00 OTCYTCTBUU KIMHUYECKU
3Haunmoro uaruduposanus CYP2CS.

B xoxe uccnenoBanuii in vitro ¢ UCNOJIb30BAaHUEM T'€NATOLMTOB YEIOBEKA TAKXKE OTMEYANIOCh,
4TO aKCUTMHUO He oOKasbiBaeT ctumynupytomiero BoszaeictBus Ha CYP1Al, CYP1A2 wmm
CYP3A4/5. B cBsi3u ¢ 3TUM MNpPEAINONIAraercsi, 4YT0 COBMECTHOE NMPUMEHEHHE AKCUTHHHOA U
cyoctpatoB  CYP1A1l, CYP1A2 wmu CYP3A4/5 in vivo HEe mpuBENEeT K CHWXEHHUIO
KOHUEHTPALUHU TOCIEIHUX B IJIa3M€ KPOBH.

HUccaenoBanus ¢ P-rnukonpoTenHoM in vitro

UccnenoBanus in vitro npoAaeMOHCTPUPOBAIM, YTO AKCUTHHMO crocoOeH MHrubuposath P-
[JIMKONpOTenH. TeM He MeHee, 0XKHUJIAeTCs, YTO B TePAeBTHUECKUX KOHIEHTPALUAX aKCUTHHUO
He OyzneT okas3blBaTh HMHruOHpyrouiee BiIusHUE Ha P-rnmukonporenH. B cBs3u ¢ uem
OperonaraeTcsi, YTo OJHOBPEMEHHOE INPUMEHEHUE aKCUTMHHOa He OyJeT MNpHUBOAUTH K
MOBBILICHUIO KOHIIEHTPALMN JUIOKCHHA WM JIPYruX cyOcTpaTtoB P-rmukomnpoTenHa B Ijia3Me
KPOBH in Vivo.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTDb U JAKTALMS

bepeMenHocTh
JlanHple O MPUMEHEHMHM AaKCUTHHHOA y OEpEeMEHHBIX JKEHIIMH OTCYTCTBYIOT. YYHTHIBas

dapMakonoruyeckue CBOWCTBA AKCUTHHHOA, MpenapaT MOXKET OKa3blBaTh MOBPEXKIAIOIIEE
BO3JICUCTBUE HA IUIOA TPU TPUMEHEHUH OepeMeHHOW >KCHINMHOW. B wucciemoBaHusx Ha
JKUBOTHBIX OOHapy)KeHa pPeNpOAYKTHBHAS TOKCUYHOCTh, B TOM YHCJIE CIIOCOOHOCTH BBI3BIBATH
MOPOKH pa3BuTus 1wiona (cm. pasaen 5.3). [lpenmapar MunuTa He cieayeT MPUMEHATh BO BpeMs

10
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(noc OBA HIOLC RN
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AKCUTUHUOOM.

)KGHHII/IHBI, CIIOCOOHBIC K ACTOPOKACHUIO, MOOJDKHBI HMCIIOJIBb30BaTh HAACKHBIC MCTOABI
KOHTpaluCIuu BO BpEMA TEpaAIINU, a TAKKC B TCUCHUC 1 HEACIIN ITOCJIC €€ 3aBCPUICHUA.

JlakTanus
CBeneHuss 0 TMPOHUKHOBEHUHM AaKCHUTHHHOA B TPYAHOE MOJIOKO YEIOBEKa OTCYTCTBYIOT. He

UCKIIIOYEH PHUCK I HOBOPOXIEHHBbIX Aereil. [Ipemapar MHinurta He cieayer NpUMEHATh B
NIEPUOJ TPYAHOTO BCKAPMIIMBAHMSL.

DdepTbHOCTD

CornacHO pe3yibTaTaM IPOBEICHHBIX IOKIMHUYECKHX HMCCICIOBAHUN, aKCHTHHHO CIIOCOOCH
HapylaTh PenpoayKTUBHYIO (PYHKIUIO U (PepTUIBLHOCTH Y JtoAe (cM. pasznen 5.3).

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPEACTBAMH M padoTath ¢
MeXaHU3MaMH

WNunuTa oka3bpiBaeT HECYLIECTBEHHOE BIMSHUE HA CIHOCOOHOCThH YIMPaBIATh TPaHCHOPTHBIMU
CpelcTBaMu U paboTaTh ¢ MexaHu3MaMu. [lallueHTOB cienyeT MpeAyNnpeauTb O BO3MOXKHOCTU
pa3BUTHUS BO BpeMs JICUEHHUS AKCUTMHMOOM HEKOTOPBIX HEXKeJIaTeIbHbIX SIBJICHUM, W, B
YaCTHOCTH, F'OJIOBOKPY>KEHUSI U/UITU YCTAJIOCTH.

4.8. HexkenareJibHbIE peaKIIun

Pesrome nipoduiist 0ezonacHoCTH
Crnenymoiiyue pHCKH, a TaKKE MEpPbl, HEOOXOIUMBIC Ui HMX KOHTpOJIA, Oojee MoapoOHO

paccMatpuBatoTcsi B paznene 4.4: cepledHas HEAOCTaTOYHOCTh, apTepHaibHAs THIIEPTEH3US,
TUCHYHKINS IMATOBUIHOM KeJe3bl, apTepruagbHas TpoM003MO0IHs, BEHO3HAsT TPOMO0IMO0IIHS,
MOBBILICHHE YpPOBHS TeMOrjo0MHA WM TreMaToKpuTa, KpoBoreueHus, nepdopamus XKKT u
o0Opa3oBaHHe CBHILEH, OCIOXHEHUS MPH 3akuBiieHuu paH, CO3JI, npoTenHypus U MOBBIICHNE
AKTUBHOCTH NEYEHOYHBIX ()EPMEHTOB.

HaubGonee yacteiMu (>20%) HexenaTeNbHBIMH PEAKIUSMHU, HAONIOAABIIMMUCS TPU JICUCHUU
AKCUTUHUOOM, OBLITH IUapesi, apTepHaibHas TUIIEPTEH3US, YTOMIISIEMOCTh, CHUKCHHE alleTHTa,
TOIIHOTAa, CHI)KEHHE  Macchl  Tena, JUC(OHUS, CHHIAPOM  JIAJOHHO-TIOAOUIBEHHOU
SPUTPOJIU3ECTE3UH (JIAJOHHO-TIOAOIIBEHHBIH CHHIPOM), KPOBOTEYEHHE, TUIIOTUPEO3, PBOTA,
MPOTEHHYPHS, KaIlleIh U 3a10p.

TabunuHoe pe3roMe HEKeNaTEAbHbIX PEAKIIUN

B Ttabmuue 1 mpencTtaBieHbl HEXeJIATENbHBIE PEaKIMU, 3apETUCTPUPOBAHHBIC Yy IMAlMEHTOB,
MOJyYaBIINX AaKCUTHHHO B KIMHMYECKUX wuccrnenoBanusx jedeHus [IKP (oO0benuHeHHBIC
naHHbple mo 672 manuentam) (cMm. pazaen 5.1). Takke BKIIIOUEHBI HEXKENATEIBHBIE PEAKIUH,

BBIABJICHHBIC B XOJ€ MOCTPECTUCTPALMOHHBIX KIIMHUYCCKHUX I/ICCJ'IG)IOBaHI/II\/'I.

HexenarennHbie p€akunu CHUCTEMATU3UPOBAHBI IO CHCTEMHO-OPraHHBIM KjlacCaM, YacCTOTC
11
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ompenensiiach CIeayomuM 0o0pa3oM: oueHb yacto (>1/10), gacto (>1/100, vHo <1/10), HEewacTo
(=1/1 000, vo <1/100), peaxo (=1/10 000, Ho <1/1000), ouenr peaxo (<1/10 000), gacTora
HEW3BeCTHA (HAa OCHOBAaHMM HMEIOIIMXCS JTAHHBIX OIEHWTh HEBO3MOXKHO). Mmeromasics 6aza
JAaHHBIX I10 0€30I1aCHOCTH aKCUTHHHOA CIMUIIKOM MaJia AJIA BBISIBJICHUA PCAKUX U OYCHBb PCAKUX
HEKENaTEeIbHBIX PEaKIU.

Kareropun 9actoTbl pa3BUTHS HEXKEJATENIbHBIX PEAKIMH YCTaHABIMBAJIUCh HA OCHOBAHUU
aOCOJIIOTHBIX 3HAYEHUH YacTOT OOBEIMHEHHBIX JaHHBIX KIMHUYECKUX HccienoBaHuid. B
npezenax Kaxkaoro Kiaacca CUCTEM OpPraHOB HEXKENAaTeNIbHbIE PEAaKLMU, PErHCTPUPOBABLIMECS C
OJIMHAKOBOI YacTOTOM, pacrnosararTcs B MOPsAIKe yObIBaHUS CTETIEHU UX CEPhE3HOCTH.

Tadmuua 1. HexenaTtenbHble peakunu, 3aperucTpupoBaHHbie B ucciaenopanusax IIKP y

NANUEeHTOB, MOJYYABIINX aKCUTHHHO (n=672)

Bce Crenenb | CreneHnb
Kuacc cucrem Kareropusi | HexenareabHble b b b
OpraHos YaCTOThI peakuuu® creneit 3 4
% % %
Hapymenus co Yacto Anemus 6,3 1,2 04
CTOPOHBI KPOBU U TpombouuTOIEHUS 1,6 0,1 0
muMpaTHIeCKOn INonmuinremus® 1,5 0,1 0
CHUCTEMBI Heuacto Heittponenus 0,3 0,1 0
JlelikoreHus 04 0 0
OHJIOKPUHHBIE Ouenp yacto | ['unotupeos® 24,6 0,3 0
HapylmeHus Yacto [l'uneptupeos® 1,6 0,1 0,1
Hapymenus Ouenb yacto | CHWKEHUE aNNeTuTa 39,0 3,6 0,3
MeTadoIr3Ma U Yacto Jerunparauus 6,7 3,1 0,3
MMUATaHUS [M'unepkanuemust 2,7 1,2 0,1
[Nunepkansuuemust 2,2 0,1 0,3
Hapymenus co Ouenb yacto | ['onoBHas Gosb 16,2 0,7 0
CTOPOHBI HEPBHOM Jucres3us 11,5 0 0
CUCTEMBI Yacto I'onoBokpyxeHue 9,1 0,6 0
Heuacto Cunnpom oOpaTuMoit 0,3 0,1 0
3a/Hen
nekosHIedanonaTuu®
Hapymenus co Yacro [IIym B ymax 3,1 0 0
CTOPOHBI OpraHa
ciyxa v JTabupuHTa
Hapywmenus co Yacrto Cepneunas 1,8 0,3 0.7
CTOPOHBI CepAIa He0CcTaTOUHOCTE 4!
Hapymenus co Ouenb yacto | ApTepuanbHas 51,2 22,0 1,0
CTOPOHBI COCYAOB TUTIEPTCH3US®
KpooTeuenne®®! 25,7 3,0 1,0
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

ot 21.03.2025 N= 7647

—r i ey

Kuaacc cucrem Kareropuss | HexenareiabHble b b b
a CTeneHn 3 4
OPraHoB 4acTOThI peakuuu % % %
Yacto SIBIeHUS BEHO3HOM 2,8 0,9 1,2
TpoM60IMGOTHH
SIBneHus 2,8 1,2 1,3
apTepuagbHOU
TpoMG0oIME 0TI
Yacrorta AHeBpH3Ma 1 - - -
HEM3BECTHAa | paccloeHue apTepuiid
Hapymenus co Ouenb yacto | JJucmHo3! 17,1 3,6 0,6
CTOPOHBI Kamenp 20,4 0,6 0
JbIXaTEIbHON Huchonus 32,7 0 0,1
CUCTEMBI, OPTaHoB | Yacto bons B porornorke 7,4 0 0
TPYIHOU KJIETKU U
CpenoCTeHUs
Kenynouno- Ouensb yacto | Juapes 55,4 10,1 0,1
KUIIICYHbIE PBora 23,7 2,7 0,1
HapyleHUs TomrHoTa 33,0 2,2 0,1
bois B s)xuBOTE 14,7 2,5 0,3
3amnop 20,2 1,0 0
Cromartur 15,5 1,8 0
Jucnerncus 11,2 0,1 0
Yacto bosib B BepxHel yactu 9.4 0,9 0
AKUBOTA
Mereopusm 4,5 0 0
I'emoppoii 3,3 0 0
I'moccogunans 2,8 0 0
ITepdoparus 1,9 0,9 0,3
KEITYJOUYHO-
KHILIEYHOTO TPaKTa U
oOpa3oBaHme
cBUIIEHS®
Hapymenus co Yacto [N'unepbunpyorHemust 1,3 0,1 0,1
CTOPOHBI HEHCHIL 1 XonenucTut" 1,0 0,6 0,1
YKEITUEBBIBOISITUX
nyTei
Hapymenus co Ouenb yacto | CHMHIPOM J1aIOHHO- 32,1 7,6 0
CTOPOHBI KOXH U MOJAOLIBEHHON
MTOKOKHBIX PUTPOIU3ECTEINN
TKaHen (JramoHHO-
MOJJOIIIBEHHBII
CUH/IPOM)
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TELD Fala

Kuaacc cucrem Kareropuss | HexenareiabHble b b b
a CTeneHn 3 4
OpraHos 4acTOThI peakuuu % % %
Crpinb 14,3 0,1 0
Cyxas xoxa 10,1 0,1 0
Yacrto 3yn 6.0 0 0
Oputema 3,7 0 0
Arnonenus 5,7 0 0
Hapymenus co Ouenb yacto | Aptpanrus 17,7 1,9 0,3
CTOPOHBI boiab B koHEUHOCTH 14,1 1,0 0,3
MBIIICYHOM, Yacto Mmuanrns 8,2 0,6 0,1
CKEJIETHON U
COCTUHUTENLHON
TKaHU
Hapymenus co Ouensp vacto | IIporennypus’ 21,1 4,8 0,1
CTOPOHBI [TOYEK U Yacto Iloueunas 1,6 0,9 0,1
MOYEBBIBOISAIIAX HE/I0CTaTOYHOCTH ™
nyTei
O6mue Hapymenusi | Ouens yacto | [loBblueHHas 45,1 10,6 0,3
U peaKIK B MECTe YTOMJISIEMOCTD
BBEJICHUS Acrenns? 13,8 2,8 0,3
Bocnanenue 13,7 1,0 0
CIIM3UCTON 000JIOUKH
JlaGopaTopHsble u Ouenb yacto | CHMKEHHE Beca 32,7 4,9 0
WHCTpYMEHTanbHbl | YacTo [ToBbiIeHNE 3,7 0,7 0,7
€ JIaHHbIE AKTUBHOCTH JIUTIA3bI
IloBprmeHme 6,5 1,2 0
AKTUBHOCTH
alaHMHaMHHOTpaHche-
passl
IloBbiIcHHE 34 0,6 0,4
AKTUBHOCTH aMUJIa3bl
IloBpImieHne 6,1 1,0 0
AKTUBHOCTH
acrapTaTaMUHOTpAHC-
dbepazbl
IloBbIicHHE 4.8 0,3 0
AKTUBHOCTH
LIEJIOYHOU
docdarass
[ToBbIIEHNE YPOBHS 5,7 0,4 0
KpeaTUHHHA
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
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(MOCHEQOEATENEROC ToUod7)
Bcee Crenenp | CreneHb
Kuaacc cucrem Kareropuss | HexenareiabHble b b b
a CTeneHn 3 4
OpraHos YaCTOThI eaKIuu
P P % % %
IloBbIIEHHE YPOBHSA 7,9 0 0
TUPEOTPOITHOTO
rOpMOHa

2 HexxenaTenbHBIC peakIMU IPUBEICHBI B COOTBETCTBUH C YaCTOTOM MX PAa3BHUTHS 110 BCEM ITPUUYMHAM I10CIIE Hadasa
JICYCHUSL.

® O6umMe TEPMHHOIOTMYECKHE KPUTEPUH HEXENATENBHBIX SBICHUH HalMOHATEHOTO HHCTHTYTA 3JI0KAYECTBEHHBIX
HoBooOpazoBanuii (CILIA), Bepcust 3.0.

¢ CM. mogpaszzaen «Onucanue OTAeNbHBIX HeXeIaTeIbHBIX PEaKIIHii».

4 3aperucTpupoBaHbl CIydau C JIETATbHBIM HCX0J0M (5-51 CTETEHb ).

¢ Brurtoyast jieiikosHIeharonaTuio.

f Bkmrouas cepledHyI0 HEJOCTATOYHOCTh, XPOHHYECKYH) CEPIACYHYHO HENOCTATOYHOCTh, CEPAEYHO-JIETOYHYIO
HEJIOCTATOYHOCTh, CHIWKEHHE (pakuuu BHIOpOCAa JIEBOTO JKENyno4Ka, JUCOYHKIUIO JIEBOTO IKEIyJoduka |
HEJIOCTATOYHOCTH NTPABOTO JKEITyI0UKa.

¢ Brurtoyast 37J0KaueCTBEHHYIO apTepHaIbHYIO0 I'HIIEPTEH3UIO, TOBBIIICHHOE apTepPHAIEHOE IaBICHHE, ApTEPUANIBHYIO
THIIEPTEH3NIO ¥ THIIEPTOHNIECKUH KPH3.

P Birouast yjUIMHEHHE aKTUBUPOBAHHOTO YAaCTHYHOTO TPOMOOILTACTHHOBOTO BPEMEHH, AHAIBHOE KPOBOTEUEHHE,
apTepHaJbHOE KPOBOTECUECHHE, HAJIMYME KPOBH B MOYE, KPOBOMZJIMSHHE B LEHTPAIBHYIO HEPBHYIO CHCTEMY,
KPOBOM3JIUAHUE B TrOJIOBHOM MO3T, YAJIMHCHUC BPEMCHU CBCPTHIBAHUSA, KOHBIOHKTUBAJIBHOC KPOBOU3JINAHUE, yI_HI/I6,
reMOpparu4eckyio Auapero, TUCc(yHKIIMOHAIFHOE MAaTOYHOE KPOBOTEUEHHE, HOCOBOE KPOBOTEUCHHE, XKEIYJOUHOE
KPOBOTCUCHUEC, KPOBOTCYCHUE U3 )KKT, THUHI'UBAJIbHOC KPOBOTCUCHHUC, T€MATCME3UC, I'E€MaTOXC3UI0, CHUKCHHC
réMaTokpuTa, remaTtoMy, remMaTypmro, CHH>XCHUEC FCMOFJ'[O6I/IH3., KpOBOXapKaHbE€, KPOBOTCUCHUEC, KPOBOTCUCHUC U3
KOPOHApHON apTepHH, KPOBOTECUCHHE M3 MOYEBBIBOIAIIMX ITyTeH, reMOppoMIaTbHOE KPOBOTEUEHHE, I'eMOCTas,
MOBBIICHHYIO CKJIOHHOCTh K OOpa30BaHWIO CHHIKOB, IOBBIINICHHOE MEXIyHApOAHOE HOPMAIN30BAaHHOE
OTHOIIIEHHWE, KpoBoTeueHne n3 HwkHUX oTnenos JKKT, meneHy, meTexun, KpOBOTEUYEHHE M3 TJIOTKH, YAIHHCHHE
NPOTPOMOMHOBOTO BpPEMEHH, JIETOYHOE KpPOBOTEUYECHHE, ITypIypy, PEKTaJbHOE KPOBOTEUCHHE, CHIDKCHHE
KOJIMYECTBA SPUTPOLUTOB, IOYEYHOE KPOBOTCUCHHE, KPOBOMNIUSIHNE B CKIIEPHI, TeMaToIlelie, TeMaTOMy CEJIE3CHKH,
TIOZHOTTEBBIE KPOBOMZJIMSAHUS, Cy0apaxHOMIAIbHOE KPOBOM3IIMSIHNE, KPOBOM3IHMSIHUE B SI3bIK, KPDOBOTCUCHHE M3
BepxHUX oTenoB JKKT n BarmHansHOE KPOBOTCUCHHE.

! Brmouas cungpoM Bamna-Kuapu, TpomM603 TiiyGOKHX BeH, TpoMOO3 SPEMHON BEHbI, TPOMOO3 Ta30BHIX BEH,
TpOMOOIMOOIHIO JIETOYHON apTephH, OKKIIO3UI0 BEH CETUATKH, TPOMOO3 BEH CETYATKH, TPOMOO3 MOAKIIOUNIHON
BEHBI, TPOM003 BeH, TPOMO03 BEH KOHEUHOCTEH.

i Bkmrouas ocTpblii MH(ApPKT MHOKapaa, 5MO0JMIO, HMH(APKT MHOKAp[a, OKKIKO3HIO apTepUH CETYATKH U
TPAH3UTOPHYIO HIIEMHYECKYIO aTaKy.

K Tepmun nepdopanms XKKT u o6pasoBanue CBUIIEH BKIIOYAET B ce0s CIIEMYIONINE TIPEATOUTHTENBHBIE TEPMHUHBI:
abcriecc OpIONIHOM ITOJIOCTH, aHAJbHBIH abcriecc, aHAIBHBIA CBHIL, CBHII, HECOCTOSTEIBHOCTH >KEIyIOYHO-
KuIeqHoro anacromosa, nepdopanus JKKT, nepdopanns ToncToro KumeyHuka, 330(¢aroOpOHXHANBHBIA CBUIL U
TICPUTOHMUT.

! TepMuH IPOTEMHYPHS BKIIFOYAET B CEOS CIIEMYIONINE MIPEAIOUTUTENBHBIE TEPMHUHBL: OEJIOK B MOYE, HAJMYHE OerKa
B MOY€ U IIPOTCUHYPHUSL.

™ BKJItouyast OCTPYIO IOYEUHYI0 HEOCTATOYHOCTD.

" TepMHH XOJELUCTUT BKIIOYAET B ceOs CIIAYIONIME BHUIBI: OCTPBIH XOJEIHCTHT, XOJCUUCTUT, MHPEKIIMOHHBIN
XOJICIUCTHT.

Onucanue OTACIBbHBIX HEXCIATCIbHBIX DeaKHI/II\/’I

Cepoeunas nedocmamounocms (cm. pazoen 4.4)
B xoHTponupyeMoM KIMHUYECKOM HCCIEA0BAHUN MMPUMEHEHUS! akcuTuHUOa (n=359) B nedyeHuu
naquentoB ¢ IIKP, sABimeHus cepneyHONM HENOCTAaTOYHOCTH  (BKIIOYAs  CEPACUHYIO
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HepoctaTouHOoCTh (0,6%), cepedyHO-IEeTOUHYI0 HCHOCTa[%‘:IIP;OEEE]&)EGU/I)EQE%TVII;IILH/IF}) IJ-Ilgéoro

COOTBETCTBYET 3KCNEPTHOMY OTYETY

xenynodka (0,3%) u HemocTaTouHOCTh mpasoro xkenyaoudka (0,3%)) peructpupoBanuch y 1,7%
NAMEHTOB, MoJyyaBIUX akcUTHHUO. CepredyHass HEIOCTATOYHOCTh 4 CTENEHH OTMeYaiach Y
0,6% mnanueHToB, MPUHUMABLINX akCUTHUHUO. CepreyHasi HEIOCTATOYHOCTh CO CMEPTEIbHBIM
ucxonoM Haomoaanack y 0,6% manueHToB, MPUHUMABIINX aKCUTUHHO.

B uccnenoBanusx MoHOTepanuu akCUTUHUOOM (n=672) B neyenun nauueHToB ¢ [IKP sBrenus
CEpIEYHOM HEIOCTAaTOYHOCTH (BKJIIOYAs CEPAEYHYIO HEIOCTAaTOYHOCTb, XPOHHYECKYIO
CepACYHYI0 HEIO0CTaTOYHOCTh, CEPACYHO-JIETOYHYIO HEJIOCTATOYHOCTh, JUCPYHKIUIO JIEBOIO
KENIyl04Ka, CHIDKeHHE (pakuuy BbIOpOCa JIEBOTO JKeNylouka M HEIOCTaTOYHOCTh IMPAaBOIO
JKeIyaodka) peructpupoBaiuck y 1,8% mnanueHtoB, moiydaBmmx akcuTuHHO. Cepaednas
HejpocTaToyHocTh 3 w4 cremeHu Ha6monamack y 1,0% mauumeHToB, a cepaeuHas
HEJ0CTAaTOYHOCTh CO CMEPTENbHBIM UCX0J0M - Y 0,3% nmanueHToB, IPUHUMABIIUX aKCUTUHUO.

Hucynxkyus wyumosuonoui dxcenesvi (cm. paszoen 4.4)

B KOHTponupyeMOM KIMHUYECKOM HCCIICOBAaHUM IPUMEHEHHUs AaKCUTUHHOA B JICUECHHUH
narenToB ¢ [IKP pasButue runorupeosa nHadmonanocs y 20,9% mnanueHToB, a TUIEpTHPEO3a
— y 1,1% nauuenrtoB. Ilosbienue ypoBHs TupeorponHoro ropmona (TTI) B kadectse
HE)KeJIaTeJIbHON peakuu oTMevanoch y 5,3% MaluueHToB, MOJYyYMBIIMX akCUTHHHO. B Xxoxe
PYTHUHHBIX JIaOOpaTOPHBIX HMCCIIEIOBAaHUI OBLJIO YCTAHOBIIEHO, YTO CPEAU MALIMEHTOB C YPOBHEM
TTT no nauvana tepanuu <5 MkEn/min, noBeimienue yposust TTI >10 mxEn/mn HaOGmtoganocs y
32,2% mnanueHToB, MOJy4aBIINX aKCUTUHUO.

B 00beaMHEHHBIX KIMHUYECKUX HCCIEIOBaHUAX MPUMEHEHUs aKCUTHHHMOA (n=672) B JIeUeHUH
narenToB ¢ [IKP pasBurue runorupeosa nHabmopanock y 24,6%, a runeprupeosa y 1,6%
HAIMEeHTOB, NOJTYYaBIINX AKCUTHHHUO.

Benosnas mpombosmbonus (cm. pasoen 4.4)

B KoOHTpomupyeMOM KIMHUYCCKOM HCCJICIOBAHUU TPUMCHEHUS aKCUTUHUOA B JICYCHHUU
naneHToB ¢ [IKP pa3ButHe HexenaTenbHBIX pEakIuii B BHUAEC BEHO3HOW TpPoMOOAIMOOIUHU
Habmonanock y 3,9% manueHTOB, MOJNYYaBIIMX AaKCUTHHHUO (BKJIIOYAs TPOMOOIMOOIHUIO
nero4Hol aprepuu (2,2%), okkiro3uto/Tpom603 BeH cetyatku (0,6%) u Tpom0603 TITyOOKHUX BEH
(0,6%)). Benosnbie TpoMOOsMOONMMUeckre ocnoxkHeHus 3/4 creneHun otmedanuch y 3,1 %
NAIMEHTOB, MOMy4YaBIIMX akCUTUHHO. TpomO0oaMOOMMsS JEro4Hoil apTepuu CO CMEpPTEIbHBIM
UCX0JI0M Oblia 3aperucTpupoBasa y oanoro namuenta (0,3%), mpuHUMAaBIIEro aKCUTUHUO.

B 00benrnHEeHHBIX KIMHUYECKUX HCCIEA0BAaHUAX NMPUMEHEHUs akCUTUHHOA (n=672) B jne4eHUU
naieHToB ¢ [IKP pa3Butne BeHO3HON TpomMO03IMOOIMM OTMedanoch Yy 2,8% NalUeHTOoB,
NOJy4YaBIIMX AKCUTHHUO. SIBIeHHMA BEHO3HOM TpomOo3MOoiamu 3  cremeHd  ObUIH
3apeructpupoBansl y 0,9% mnanueHToB, a sBIEHUS BEHO3HOW TpomM003MOOiaMH 4 CTENeHu - y
1,2% mnanuentoB. BeHoszHas TpoM003MO0iMsI cO cMepTeIbHBIM MCcX0J0M Habmonanack y 0,1%
NaIMEeHTOB, NOJYYaBIINX aKCUTHHHUO.

Apmepuanvruas mpombosmobonus (cm. pazoen 4.4)
B KoOHTpomupyeMOM KIMHUYECKOM HCCJICIOBAHUM TIPUMEHCHUS aKCUTUHUOA B JICYCHHUU
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nauueHtoB ¢ IIKP HexenarenbHble peakiyu [B BHz[e'-qllalr:et;lEﬁ;lé' .I%'T’EJHEI'H&%/IE&HIIJIHU ObLIH

3aperucTpupoBanbl y 4,7% MNalnueHToB, MOJIyYaBIINX aKCUTUHUO (BKIIOYas MHGApPKT MUOKapAa
(1,4%), Ttpan3utopHyto umemuueckyro araky (0,8%) u ocTpoe HapylieHHe MO3TOBOTO
kpoBooOparieHus (0,6%)). HexxenatenpHble peakiiuu B BUIE apTepUaibHON TpoMO0odMboauu 3/4
cTeneHu HaoOmoganuch y 3,3% mnanueHToB, MOJy4YaBLUIMX aKCUTUHUO. Bbin 3aperucrpupoBan
OJIMH OCTPBIA MH(ApKT MUOKapJa CO CMEPTEIbHBIM HCXOJOM M OJHO OCTpOE HapylIeHHE
MO3TOBOTO KpoBooOpamieHusi co cmeprenbHbiM — ucxogom  (0,3%). B umccrnegoBanusx
MOHOTEpanuu akCUTHHUOOM (n=850) HexenaTenbHbIE pEAKUMH B BHJE apTepUAbHOU
TpoMO03MOO0IUH (BKJIIOYAsi TPAH3UTOPHYIO MIIEMHUYECKYIO aTaKy, MH()apKT MHOKapJa U OCTpoe
HapyIlIeHWe MO3TOBOTO KPOBOOOpAIIEHUS) OTMEHYaIHCh y 5,3% mMalueHToB, MOJIYYaBIINX
AKCUTHHHO.

B 00benrHEeHHBIX KIMHUYECKUX HCCIEAOBAaHUSAX NMPUMEHEHUs akCUTUHHOA (n=672) B jne4eHUu
naruenToB ¢ [IKP pa3Buthe aprepuanbHoil TpomOosMOonun Habmoaanock y 2,8% mnanueHTos,
NOJy4YaBIIUX AKCUTHHUO. SIBIeHHMA apTepuanbHOM TpomOosMOoauu 3  cTeneHd ObUIH
3aperucTpupoBansbl y 1,2% MnanueHToB, a ABJICHUS apTepUaibHOl TPOMO0IMOO0INY 4 CTETIEHH - Y
1,3% mnanuenTtoB. JletanbHblil HCX0/ NMpH apTepuaibHONH TpoMOosMOomuu otmedancs y 0,3%
NAIMEHTOB, NOJYyYaBUINX aKCUTUHUO.

Honuyumemus (cm. noopaszoen « OyeHka yposHs 2eMo2n00uHa uiu cemamoxpumay pazoeia 4.4)
B KOHTpomupyeMOM KIMHUYECKOM HCCJICIOBAHUU TIPUMCHEHUS aKCUTUHUOA B JICYCHHUU
naimeHToB ¢ [IKP pasutue mnomumuremun otMevanoch y 1,4% mNanmueHTOB, MOTy4YaBIIMX
akcuTuHUO. B X0ne pyTUHHBIX 1a00paTOPHBIX HCCIeAOBaHUN y 9,7% MallMeHTOB, MOTYYaBIINX
AKCUTUHUO, OBLIO BBISBICHO MOBBINIEHUE YPOBHs remoriobuHa Beinie BI'H. B 4 xnuHMueckux
UCCJICIOBAaHUAX MpPUMEHEHHUs1 akcuTHHHOa B neyennu mnarueHtoB ¢ [IKP (n=537) moBblieHue
ypoBHs remoriobuHa Beiie BI'H Obuto 3apeructpupoBano y 13,6% manueHToB, MOTy4aBIINX
AKCUTHHHO.

B 00bennHEeHHBIX KIMHUYECKUX HCCIEA0BAaHUAX MPUMEHEHUs akCUTUHHOA (n=672) B jne4eHUuu
naiueHToB ¢ [IKP pasutue nomumuremun otMevanoch y 1,5% nanueHTOB, MOJy4YaBIIMX
AKCUTHHUO.

Kposomeuenus (cm. pazoen 4.4)

B koHTponmupyeMOM KIMHHYECKOM HWCCIEIOBAaHUU TPUMEHEHHUS aKCUTUHUOA B JICYCHUU
naupeHToB ¢ IIKP, m3 ydactTuss B KOTOPOM HCKIIOYAIMCh MNAUUEHTBI C METACTATHYECKUM
MOpaXEHUEM TOJIOBHOIO MO3ra, HE IOJydYaBLIME [0 JAHHOMY IOBOJAY COOTBETCTBYIOLIETO
JICYEHHUsl, TeMOpparuyeckue HexellaTelbHble peakluu Obuld 3apeructpupoBanbl y 21,4%
NAlUEeHTOB, IMOJy4YyaBUIMX aKcUTUHUO. ['emopparuueckue  HexelaTeNbHbIE  PEAKINU,
HaOMIOIaBIINECS] Y TAIMEHTOB, MOMYYaBIIMX aKCUTUHUO, BKIIOYATH HOCOBOE KPOBOTEUCHHUE
(7,8%), remarypuro (3,6%), kpoBoxapkanbe (2,5%), pekrampHOEe KpoBoTeueHue (2,2%),
kpoBoreuenne u3 jaeceH (1,1%), xemymouHoe kpoBoteuenue (0,6%), KpOBOM3IHSHHE B
ronoBHor mMo3r (0,3%) u kpoBoreuenue u3 HwxHUX oTAenoB KKT (0,3%). ['emopparuueckue
HE)KelaTeJIbHbIE Peakuu >3 CTeNeHu oTMeqanuch y 3,1% mnannueHToB, NOJy4yaBLIIMX aKCUTUHHO
(BKJIIOYAsl KPOBOM3JIMSIHME B TOJIOBHOM MO3T, JKEIYJOYHOE KPOBOTEUEHHUE, KPOBOTEUEHHUE W3
HwkHUX oTaenoB JXKKT u kpoBoxapkanbe). KpoBoTeueHue ¢ JieTanbHBIM HCXOJIOM OBLIO
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3aperucTpupoBano y oxanoro mamuenta (0,30), npﬁ%%@baﬁéﬁ%ﬁﬁl“&&fvﬁb‘hoe

KpOBOTEUCHHE). B uHccrmeqoBaHusAX MOHOTEpanuu akCUTHHHOOM (n=850) KpoBOXapKaHbE
HaOmoganock y 3,9% manueHToB, a KpoBoxapkaHbe >3 crenend - y 0,5% manueHToB.

B 00bennHEeHHBIX KIMHUYECKUX HCCIEA0BAaHUSAX NMPUMEHEHUs akCUTHUHHOA (n=672) B jne4eHUU
nanueHToB ¢ [IKP pasButue remopparudeckux sIBIEHMH oTMedanoch y 25,7% nanueHTos,
HOJIy4aBIIMX aKCUTUHUO. ['eMopparndeckue peakiuu 3 cTerneHy OblIN 3aperucTpupoBansl y 3%
NAIUEHTOB, FeMopparndeckue peakuuu 4 creneHd - y 1% NDanueHTOB M KPOBOTEUEHUE C
JeTa’dbHBIM UCX0A0M - y 0,4% manueHToB, MOTy4aBIIMX aKCUTUHUO.

llepgopayus sncenyoouno-kuueynoco mpakxma u 0opazosanue ceuwel (cm. pazoen 4.4)

B KoHTponmupyeMOM KIMHUYECKOM WCCIICOBAaHUM TPHUMEHEHHUS aKCUTUHHOA B JICUCHUH
nanpenToB ¢ [IKP mepdopamus XKKT nabmomamace y 1,7% mnanueHTOB, MOJyYaBIINX
akcUTHHUO (BKIIOyas oOpaszoBaHue aHanbHOro csuma (0,6%), ceuma (0,3%) u nepdopauuu
XKT (0,3%)). B uccnenoBanusax MoHOTepanuu akcUTHUHHOOM (n=850) ciyuau nepdoparuu
XKT ormeuamucy y 1,9% mnauuentoB, a nepdopanus KKT ¢ nerampHbIM HcXo1oM Oblia
3apeructpupoBasa y | mauuenra (0,1%).

B o0benvHEeHHBIX JaHHBIX KIMHUYECKHX HCCIENOBaHUI NpUMEHEHUs akcuTuHuOa (n=672) B
neyennu manueHToB ¢ [IKP mepdopamus )KKT u ob6pasoBanue cuiia Hadmoganace y 1,9 %

ManueHTOB, IMMOJTYyYaBIINUX aKCUTHUHUO.

COOGIJ.ICHI/IC 0 IOA03PEBACMBIX HCKCIATCIbHbBIX PCAKIINAX

BaxHo cooOmare 0 10I03peBaeMbIX HEXKeNaTeNbHBbIX PEAKIMAX II0CIe  PErucTpaLuu
JIEKapCTBEHHOI'O Tpernapara ¢ Lelblo 00eCHeYeHUs] HENPEPhIBHOTO MOHUTOPHHIA COOTHOIICHHS
«I10JIb3a — PUCK» JICKAPCTBCHHOI'0 IIperiaparta. MGHI/IHI/IHCKI/IM pa6OTHI/IKaM PEKOMCHAYETCA
co00IAaTh O JIFOOBIX MOI03PEBAEMBIX HEXKENIATEIbHBIX PEAKLUAX JIEKAPCTBEHHOI'O NperapaTa 4epes
HaITMOHAJIBHBIE CHCTEMbI COO6HI€HI/I${ O HCXKCIATCJIbHBIX PCAKIUAX TOCYAapCTB — YICHOB
EBpa3suiickoro 5KOHOMHUYECKOTO COKO3a.

Poccuiickas ®enepanus

Anpec: 109012, MockBa, CnaBstHCKas 1iomab, 1.4, cTp. 1

DenepanbHas cityx0a 1o Hag30py B cdepe 3apaBooxpanenus (PoczapaBuaazop)
Ten.: +7 (499) 578-02-20

On.nmoura: info@roszdravnadzor.gov.ru

http://www.roszdravnadzor.gov.ru

Pecnybuka Kazaxcran

PI'TI Ha I[IXB «HanroHaneHbIN HEHTP SKCHEPTU3BI JIEKAPCTBEHHBIX CPEJICTB U METUIIMHCKUX
u3nenuin» Komurera MeAMIIMHCKOTO U (hpapMalieBTUYECKOr0 KOHTpoIst MUHHMCTEpCTBA
3apaBooxpanenust Pecnyonuku Kazaxcran

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

Ten.: +7 (7172) 235-135

On.noura: farm@dari.kz

https://www.ndda.kz/
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Pecny6uma Berapycs (NOCNEAOBATENBHOCTL 0007)

VII «lleHTp 3KCIepTU3 U UCIIBITAHUH B 3/[paBOOXPAHEHNN» MUHUCTEPCTBA 3PAaBOOXPAHEHUS
Pecnybnuku benapych

Anpec: 220037, r. Munck, ToBapurieckuii mep. 2a

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

http://www.rceth.by

Keipreizckas Pecy0inka

JlemapTtaMeHT JICKQpCTBEHHBIX CPEJACTB W MEAHMIMHCKUX W3JICIUH Tpu MHUHHCTEPCTBE
3npaBooxpanenus: Keipreizckoit PecryOnmku

Anpec: 720044, r. bumkexk, yi. 3-s Jluaus, 25

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

Om.moura: vigilance@pharm.kg

http://www.pharm.kg

Pecnyb6inmka Apmenust

«HayuHblil HEHTp IKCHEPTU3BI JEKAPCTB U MEAMLIMHCKUX TEXHOJOTHM UM. akageMHKa O.
labpuensna» AO3T

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

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

On.moyta: admin@pharm.am

http://www.pharm.am

4.9. Ilepeno3npoBka
CHUMOTOMBI

B koHTponmupyeMOM KIMHHUYECKOM HCCJIEIOBAaHUM NPUMEHEHUS aKCUTUHUOA B JICYEHUU
nanreHToB ¢ [IKP 1 nmanmeHT HenmpenHaMepeHHO IpuUHUMAN InpenapaT B go3e 20 mr 2 pasa B
CyTKM B TeueHue 4 AHEW, NMpU 3TOM Yy HEro HaOJII0Jaloch pa3BUTUE TOJOBOKpYxeHus (1
CTEIEHH).

B xnuHMYecKOM HcCCIEeIOBaHMM aKCUTHHHOA C MoA00pOM 103 y MAIMEeHTOB, MOJYYaBIIUX
npenapat B HadanbHOU 703e 10 mr 2 pasza B cytku uiu 20 mr 2 pasa B CyTKH, HaOJI0Jaloch
pa3BUTHE HEXENAaTeNbHBIX peakUui, KOTOpble BKIIOYAIM apTepUaibHYl0 TUIEPTEH3UIO,
aCCOLIMMPOBAHHOE C HEW Pa3BUTHE CYAOPOT U KPOBOXaPKAHbE CO CMEPTEIIbHBIM UCXOJIOM.

Jleuenue

Crieriuduueckoro jgeyeHus Mpu Nepeo3upPOBKE aKCUTHHUOA HE CYILECTBYET.

B cnyuae mogo3peHust Ha nepe03UPOBKY CIIEyeT BPEMEHHO MPEKPATUTh NMPHEM aKCUTUHUOA U
IIPOBECTH MOAJEPKUBAIOLIIEE JICUCHHUE.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHaMHUYeCKHe CBOMCTBA

q)apMaKOTepaHeBTI/I‘lCCKa}I rpynmna: IMPOTHUBOOITYXOJICBBIC cpeacTsa, I/IHFI/I6I/ITOpLI
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MMPOTCUHKWHA3bI.

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

Kox ATX: LOIEKOI.

Mexanusm neficTBus

AKCUTHHHUO TIpeACTaBisieT COOOW MOIIHBIM W CENEeKTUBHBIH MHTHOUTOP TUPO3UHKHHA3BI
PElenToOpoOB COCYAUCTOTo 3HaoTenuanbHoro ¢gakropa pocra (VEGFR -1, VEGFR-2 u VEGFR-
3). Ot peuenTopsl y4acTBYIOT B MEXaHM3Max IATOJOTMYECKOIO AHTMOTEHE3a, OIYXOJIEBOTO
pocTa M MeETacTa3upOBaHUSA. bBbUIO NPOAEMOHCTPHUPOBAHO, YTO AaKCHUTUHUO oOecreuuBaer
momiHoe uHrubupoBanue VEGF-onocpenoBanHoil  mpomudepaunu U BBDKMBAEMOCTHU
SHAOTEIHANBHBIX KIETOK. AKCUTHHUO mHruOuposan ¢ochopuinposanue VEGFR-2 B cocynax
KCEHOTPAHCIUIAHTATOB OMYXOJeH, 3KCIPECCUPYIOIIUX MUIICHU in VIVO U BBI3BIBAT 3aJIEPIKKY
pocTa, perpeccurd  ONyXOJd W  HUHTCMOMpPOBaHHE  METACTa3MpOBaHUS BO  MHOTHUX
9KCIIEPUMEHTAIIBHBIX MOJIENSIX 37I0Ka4€CTBEHHBIX HOBOOOpPA30BaHUM.

Buausaune ga narepsaa QT
B panpoMusupoBaHHOM, 2-CTOPOHHEM, EPEKPECTHOM UCCIIEIOBAHUM 35 3J0POBBIX YUYaCTHUKOB
OJIHOKPATHO MOJy4Yald aKCUTHHHUO B JI03€ 5 MT' M30JUPOBAHHO WU B KOMOMHAIIMU C TPHEMOM

KeToKoHazona B no3e 400 mr B TeueHme 7 paHed. Pe3ynbTaTel [aHHOIO HCCIENOBaHUS
IPOJEMOHCTPUPOBAIA, YTO KOHIIEHTpAlMM AaKCUTMHMOA B I1a3Me€ KpOBH, 10 2 pa3
IpEBBILIABIINE TEPANIEeBTUYECKUE KOHIIEHTPALUU, OXKHUAAeMbIe MOCIie MpUeMa rpenapara B J103€
5 Mr, He IPUBOJWIN K KIIMHUYECKH 3HAUUMOMY yIIuHeHuto nHTepBaia QT.

Knnanyeckasg 3bPEKTUBHOCTh H 0€30IaCHOCTE

Onenka OezonmacHOCTH U 3()PEKTUBHOCTH aKCUTHHHOA MPOBOAMIACH B PaHIOMU3UPOBAHHOM,
OTKPBITOM, MHOTOLIEHTPOBOM HccienoBanuu 3 ¢assl. [lamuentsr (n=723) ¢ pacnpocTpaHEHHBIM
[IKP ¢ mporpeccupoBanuem 3aboneBaHus Ha (oHE WIM TMOCIE MPOBEACHUS MEPBOW JTHHUU

CUCTEMHON Tepanuu (C NpPUMEHEHUEM CYHUTHHHOa, OeBanu3zymaba, TeMCHpOJIMMYyca WU
LHUTOKMHOB) ObUIM paHaoMusupoBanbl (1:1) Ha mnomyuenue axcutuHHOa (n=361) wunu
copadpenunba (n=362). OueHka OCHOBHOM KOHEYHOM TOUKH (BBDKHMBaeMoCTH 0e3
nporpeccupoBanus 3aboneBanus — BBII) nmpoBoaunach mocpeacTBOM CIENOr0 HE3aBUCHMOIO
[EHTPAJIM30BaHHOTO aHalu3a. BTopuuHble KOHEYHbIE TOYKM BKJIIOYAIM YacTOTy OOBEKTHBHBIX
otBetoB Ha JiedeHne (HOO) u obmyro BepkuBaeMocTs (OB).

W3 Bcex BKITIOYEHHBIX B JaHHOE HMcclenoBanue nanueHToB 389 manuentam (53,8%) panee Obuia
npoBefeHa | auHMS Tepanuu CyHUTHHHOOM, 251 manuenty (34,7%) — 1 nuHMS CUCTEMHOMN
Tepanuu HUTOKMHAMH (MHTEpIeHKHHOM-2 UIU UHTeppepoHOoM-anbda), 59 nauuentam (8,2%) —
1 nmuaus GeBamm3ymabom u 24 marmuentam (3,3%) — 1 muaMS TeMcuposumycoM. OCHOBHBIE
nemorpaduueckue mnapaMmeTpbl W XapaKTepUCTUKH 3aboseBaHHs (BO3pacT, IOJ, pacoBas
NPUHAAICKHOCTh, (YHKUMOHAJIBHBIM cTaryc 1Mo ImKaie BocToyHON  0O0bequHEHHOU
onkonornyeckor rpymmsl (Eastern Cooperative Oncology Group — ECOG), reorpaduueckuii
PETHOH U NpEeAIECTBYIONIas Tepanus) ObUTH CXOXKUMHU B IPYIIaxX, MPUHUMABIINX aKCUTUHHO U
copadeHuo.

B oOmeil momynsuuMy NalMeHTOB M B JIBYX OCHOBHBIX MOArpynmnax (C MpeamecTBYmen
Tepanuel CyHUTHHHOOM U NpPEIUIECTBYIOLIEH Tepanueld LUTOKMHAMH) ObUIO OTMEYEHO
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CTaTUCTUYCCKU 3HAYUMOC IIPECUMYILICCTBO aK:HTHHHG{lI;}G-DlEJé%%E(ﬂ-QJ% IF:I:H-B: IOrl(i:I]I'“l()—'|B|HOI\/'I

koHeyHoM Touke — BBII (cm. Tabmuny 2 u pucysku 1, 2 u 3). Meauana BBII ortnuuanacs no
NOArpyNnaM B 3aBUCUMOCTH OT HpeaulecTByrolieil Tepanuu. JIBe moarpynmsl (¢
INPEAIIECTBYIOIIEH  Tepamued  TEMCHPOJIMMYCOM M IPEALIECTBYIOIIEW  Tepanuen
OeBaru3ymaOoM) ObUIM CIMIIKOM Majbl JJIsi  JIEMOHCTpPAllMU HAJEXKHBIX pPE3yJIbTaTOB.
CraTHCcTHYECKH 3HAUMMOM pa3HHLbI Mexay rpynnamu no OB B o01eil nonyssiiuy NaiueHToB U
B IOATPYNNax B 3aBUCUMOCTH OT IPEIIECTBYIOIEH Tepaliy BbISIBIECHO HE OBLIO.

Tadauuna 2. Pe3yabTaTsl ucciaenoBanus 3¢ pekTHBHOCTH

Koneunast rotka/ AKCHTHHHO copadgeHud OP (95% N) Suave-

HccyaexyeMas nonyJisiius HHE P
O6mas nonyasimus I'TT N =361 N =362

Mennana BBIT*® B mecsamax | 6,8 (6,4; 8,3) | 4,7 (4,6;6,3) | 0,67 (0,56;0,81) |<0,0001°

(95% 1)

Menuana OBY B Mecsimax 20,1 (16,7;23,4)| 19,2 (17,5; 0,97 (0,80; 1,17) H3

(95% A1) 22,3)

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

Mennana BBIT*® B mecsmax | 4,8 (4,5;6,5) | 3,4(2,8;4,7) | 0,74 (0,58; 0,94) | 0,0063"

(95% 1)

Menuana OBY B Mecsimax 15,2 (12,8; 18,3)| 16,5 (13,7; 1,00 (0,78; 1,27) H3

(95% A1) 19,2)

400°¢, % (95% JIN) 11,3(7,2;16,7) | 7,7 (4,4; 12,4) | 1,487(0,79; 2,75) H3
IIpexmecTByomas Tepanus N =126 N=125§
HUTOKMHAMM

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

(95% 1)

Memuana OBY B Mecsimax 29.4 (24,5; HO) | 27,8 (23,1; 0,81 (0,56; 1,19) H3

(95% A1) 34.5)

40O0¢, % (95% JIN) 32,5 (24,5;41,5)|13,6 (8,1; 20,9)| 2,397(1,43-3,99) | 0,0002!
N — noseputensublii nHTEpBa; OP — oTHOmenne puckos (Hazard Ratio) (akcururn6/copadenuod); ITT —
nomyJjigyg HNalueHTOB C€ HAa3HAYCHHBIM JICUHCHHUCM, HO — me nmoaaacTCsa OLCHKE, H3 — He sBasgercs

cratucTiyecku 3HauuMbIiM; YOO — yacToTa 00OBEKTHBHOTO OTBeTa Ha JyieueHue, OB — o0mas BBIKHBAEMOCTb;,
BBIT — BeDKHBaeMOCTh 0€3 MporpeccupoBaHus 3a00JIeBaHUS.

2 BpeMs OT paHIOMH3AIMH 0 IPOTrPECCUPOBAHUS 3a00JIEBaHMS WIH CMEPTH OT JIFO00M MPUINHBI, B 3aBUCUMOCTH
OT TOT'0, YTO IPOM30iAET paHsbile. JlaTa okoH9aHUS cOopa JaHHBIX: 3 mioHs 2011 T.

> Tlo He3aBUCMMOI paJMOJOTUYECKON OLEHKE B COOTBETCTBUM C KPUTEPHAMM OLECHKU OTBETA MPH CONMIHBIX
omyxonsax (RECIST).

¢ OnHOCTOpPOHHEE 3HA4YCHWE P AJISI OLIEHKH JICYCHHS IO JIOT-PAaHTOBOMY KPUTEPHIO, CTPATU(QHIIMPOBAHHOMY IO
¢ynkmonansHoMy cratycy ECOG n npenmecTByronieid Teparmm.

4 Jlara oxoH4aHus c6opa ganHbx: 01 Hos6ps 2011 r.

¢ Jlata oxonuyanwus cOopa maHHbIX: 31 aBrycra 2010 r.

£ Otnomwenne puckos ms YOO. OTHOIIEHUE PUCKOB >1 yKa3pBaIo Ha GOJIBLIYID BEPOSATHOCTH OTBETA B TPYIIIE
AKCUTHHNOA; OTHOIIICHHE PUCKOB <1 yKa3bIBaJIO Ha OOJIBIIYIO BEPOSITHOCTh OTBETA B IpyIiie copadeHuda.

¢ OpHOCTOpPOHHEE 3HAYeHWE p U1 OIEHKM JiedeHHss 1o Kpurepmio Koxpana-Manrtens-I enzens,
cTpatudunupoBaHHoMy 1o pyHkuuoHanbHOMY cratycy ECOG u npeaniecTByolei Tepanuu.

" OnHocTopoHHEe 3HaYeHME P VI OLEHKH JICYEHHS 110 JIOTPAHTOBOMY KPUTEPHIO, CTPATH(QUIMPOBAHHOMY IO
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I OmnocropoHnHee P AL OLEHKH
CTpaTuHUIMPOBaHHOMY 10 (pyHKIMOHaIbHOMY cTatycy ECOG.

3HA4YCHUC JICUCHUA

no kpureputo Koxpana-Manrens-I'enzens,

Pucynok 1. Kpupas Kaminana-Meiiepa 151 BbBIKHBAeMOCTH 0e3 IpPOrpeccUpoOBaHUSA

3a00J1eBaHHSA MO Pe3yJIbTATAM He3aBHCHUMOM OLIEHKH /sl 0011ed momy IsiiuH.

1.0 18—
0.9 ———— [IHJIUTA (n=361)
Menuana 6,8 MecsieB
; 0.8
: ., * — —— — Copadennb (n=362)
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s - 3uauenme p <0,0001
=3 - S
= 0.4 b
2 e VL
© N \
] 0.3 % - ~
5 i L N
= oz W .
[ S %
0.1 M---I.
B — — i = — i —— --L[--- ——= =
o .
o T T T T 1 T ] T 1 1 T
] 2 & 6 B8 10 12 14 16 8 20 22 24 26 28
Bpewmst (mecsitibr)
Pucynok 2. KpuBasa Kaminana-Maiiepa BbEKHBaeMocTH 0e3  nporpeccupoBaHUs

3200/1eBaHNsl MO Pe3yJbTATAM He3aBHCHMOMH OILEHKOH B MOATpYyNIe MpealecTBYIOLIEro

JICYUCHHU A CyHHTHHHﬁOM

==,

h: WHJIATA (n = 194)
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E 0.8 1 Copadenu6d (n = 195)
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Pucynoxk 3. KpuBaa Kamuana-Maiiepa BbIKHBaeMOCTH 0e3 NpOrpeccHpoBaHUs!

3200JIcBaHHMA N0 Pe3yabTATAM He3aBHCHMOH OLCH

KOH B MOArpyImne mnpeauecTByIOIIero
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JICHCHHU HIUTOKHHAMH

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

1.0 {o—=
0. X . HHJIATA (n = 126)
- Menuana 12,0 mecsia

=
= R .
z 08
g o7 "o .- = =0= = Copadennt (n = 125)
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o 06 ey, p
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Bpewms (Mecstipr)

eTH
EBpomneiickoe areHTCTBO IO JIEKAPCTBEHHBIM CPEACTBAM YTBEPAMIIO OTKa3 OT 00s3aTenbCcTBa
N0JIa4M PEe3yIbTATOB WCCIEIOBAaHUI MPUMEHEHHS aKCUTHHHOA B JICUCHUH paKa MOYKU U paka
MOYEYHOM JTOXaHKH (3a UCKIIIOUeHHEeM HedpobiacTombl, HepobiiacToMaTo3a, CBETIOKICTOYHON
CapKOMBI, Me300JacTHYeCKOi He(POMBI, KapIMHOMBI H3 KIETOK MO3TOBOTO CJIOS IOYEK H
pablouaHOM OMyXOoNM TIIOYKHM) BO BCEX MOATpYINax MalleHTOB JETCKOro BO3pacTa
(uH(opmaruio 06 UCNOIB30BAHUH Y MALIMEHTOB AETCKOTO BO3pacTa cM. B pazjeine 4.2).

5.2. ®apmakoKnHeTHYECKHE CBOCTBA

[Tocne mepopanpHOTO MpHeMa TaOJIETOK aKCUTHHHOA aOCOMIOTHAsE OMOIOCTYITHOCTh B CPEIHEM
coctaBimsieT 58% (0 CpaBHEHHIO C OMOJOCTYIMHOCTBIO IIOCJIE€ BHYTPHUBEHHOTO BBEICHUS
npenapata). [lepron momyBeIBeIeHUST aKCUTHHAOA U3 TNIA3MbI KPOBU BapbUPYET B IMANa30HE OT
2,5 no 6,1 ygacos. Ilpuem akcuTuHMOa B 03¢ 5 Mr 2 pa3a B CYTKHM NPUBOAUI K MEHEE UeM
2-KpaTHOMY KyMYJIUPOBaHUIO aKCUTHHHUOA IO CPAaBHEHUIO C OJTHOKPATHBIM MPUEMOM Tpernapara.
BBu1y KOpOTKOro mnepuoja TIONYyBBIBEJCHUS aKCUTHHHOA OXXHUIAEeTCsA, YTO DPABHOBECHOE
COCTOSIHUE JIOCTUTAETCS B TeUEHUE 2—3 IHEH OT Hayasa Teparnuu.

AOcopOIus U pacripeiesieHne

MakcumanbHasi KOHIICHTpalus akCUTUHHOA B TUIa3Me KPOBH, KaK MPaBUIIO, TOCTUTAETCs Yepes 4
yaca TMOcCiI€ NEpPOopalbHOrO IMpHeMa IpernapaTa C MEIWAHOW BPEMEHH JOCTHXKECHMS
MakcuMaabHOW KOoHIEeHTpauun (Tmax), Bappupyroieit B quamnasone ot 2,5 1o 4,1 gacos. [Ipuem
AKCUTUHUOA C TMHUIIEH C YMEpPEHHBIM COJep)KaHueM >XHUpoB mpuBogmi K 10% CHIKEHUIO
9KCIO3UIIMK TI0 CPaBHEHHWIO C MPUEMOM IpemapaTa yTpoM Hatomlak. [lpuem akcutuHuOa ¢
JKUPHOM BBICOKOKAJIOPUUHOMN nuied npuBoAw K 19% MOBBIIIEHUIO SKCIO3UIUU 110 CPABHEHUIO
C MPUEMOM TIpernapaTa yTpOM HATOMIAaK. AKCUTUHHO MOKHO MPUHUMATh BHE 3aBUCUMOCTU OT
npuema numm (cM. pasaen 4.2).
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

Cpennue 3HaueHUSI Cmax U AUC yBennyuBanuch NPONOPIHOHATIBHO J103€ aKCUTHHHOA B
nuana3one 7103 oT 5 10 10 mr. CBs3bIBaHME aKCUTHHUOA C MPOTEMHAMH I1JIa3Mbl KPOBU YeJIOBEKA
in vitro (MPEUMYIIECTBEHHO C aJbOyMHHAMHU W B YMEPEHHOM CTENEHH C Ol-KUCIOTHBIMU
[JIMKOMPOTENHAaMu) coctaBisieT > 99%. Ilpu npueme npemnapara B 103e 5 Mr 2 pas3a B CyTKH BO
BpeMs IIpHEMa IHIIU CPEIHEE I€OMETPUYECKOE 3HAUYEHUE MAaKCHMAJbHOM KOHLIEHTpAaluu B
wiazmMe kpoBu U AUC4 y manumenToB ¢ pacnpoctpaneHHbIM [IKP cocraBmsuio 27,8 Hr/mn u
265 wur*u/miu, coorBercTBeHHO. CpeaHee TeOMETpPUYECKOE 3HAu€HUE KIUpEHca IpH
HEepopalbHOM IpHUEME Tpernapara M Kaxyliuiics o0beM pachpefeseHust COCTaBisuii 38 ji/4 u
160 1, COOTBETCTBEHHO.

BI/IOTD&HCCbODMaHI/ISI U DJIMMUHAIIUA

AxcutuHuO MeTtabosm3upyeTcs TiaBHBIM oOpa3oM B medeHu ¢ nomouipto CYP3A4/5 u B
menbieii crenean CYP1A2, CYP2C19 u UGT1AL.

[locne mepopanbHOrO TmpHEMa paaMOaKTUBHOrO akcutuHuOa B go3e 5 wmr 30-60%
PamuoOaKTUBHOCTA OOHApyX)uBajioch B Kaine U 23% - B Modye. OCHOBHBIM KOMIIOHEHTOM,
0OHapy>XMBae€MbIM B Kayie, ObIJT HCM3MEHEHHBIH aKCUTUHHUO (HA JOJI0 KOTOPOTO MPHUXOIUIOCH
12% ot npunsATOM A03bl npenapara). HemsMeHeHHbIM akCUTUHUO HE OOHApYKUBaJCs B MOUYE.
Bbonbas yacte painoakTUBHOCTH B MOUY€ NPUXOJUIACH HA METaOONIUThI KapOOHOBOM KUCIIOTHI
U cyiabokcuaa. JJoMmuHupyromas 4acte paJioaKTUBHOCTH B IJIa3Me KPOBU MPUXOMIACh Ha N-
[JIIOKYPOHUIHBIA ~ MeTabomut  (50%  nuMpKyaupyoomed paguloakTUBHOCTH), Ha  JOJIO
HEM3MEHHOTO aKCUTHHUOA U CYIb(OKCHIHOIO METa0OJIUTa MPUXOIWIOCH NMpuMepHO mo 20%
LHUPKYJIUPYIOLIEN pagOaKTUBHOCTH.

Cynbhokcuanapiii 1 N-TIIIOKYpOHUIHBIN MeTabonuThl oOnamanu npumepHo B 400 u 8000 pa3
MeHbIIIeH akTUBHOCTHIO B oTHOMEeHnH VEGFR-2 in vitro mo cpaBHEHHIO C aKCUTHHHUOOM.

Oco0Bble TPVIIILI TAIUEHTOB

Jluya nosicunozo ozpacma, non u pacosas NPUHAOLEHCHOCHb

Pe3ynbrarel MONYJISLIMOHHBIX (bapMaKOKMHETHYECKUX aHaJIn30B MMallMEeHTOB c
paclpoCTpaHEHHBIMUA ~ 3JIOKAYECTBEHHBIMH  HOBOOOpa3zoBaHUsSIMH (B TOM  YHClIEe C
pacnipoctpaneHHbiM [IKP) 1 310poBBIX 1OOPOBONBIIEB CBUACTEIBCTBYIOT O TOM, YTO BO3PAacCT,
MoJI, Macca TeJla, pacoBasi MPUHAIICKHOCTh, GyHKIH Touek, rTeHoTurt UGT1A1 unm reHotun
CYP2C19 He oxa3pIBalOT KIMHUYECKH 3HAUMMOT'O BIIMSIHHA.

Jlemu

I/ICCJ'ICI[OBaHI/Iﬂ nmpuema aKCUTUHHOA y ,Z[CTGI>'I B BO3pacTe <18 et He MPOBOANIINCE.
ITlevenounas neoocmamounocmes

WccnenoBanus in vitro u in vivo yKa3bIBaloT Ha TO, YTO aKCUTUHUO METa0O0JIM3UPYETCS IIIaBHBIM
00pa3oM IMeYeHbIO.
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3HauYeHUE CUCTECMHOM OKCIIO3UIINH AKCUTHUHMOA [[I0CIIC eﬁy%{am%?glﬁg%ﬂﬂ l’;Eﬁﬁ&/Eé;I{TI‘bB C

COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

HOpMaJIbHON (PyHKIIMEN MeYeHH U NAllMeHTOB ¢ HapylleHueM (QYHKIUU [EYEHU JIETKOM CTEeTeHn
TsokecTr (kmace A mo Yaina-11s10) ObUTO OMHAKOBBIM | BhINIE (IPUOIU3UTENBHO B 2 pasza) — y
NAlMEHTOB C HapylleHHeM (YHKIUU MEeYeHU CpelHel creneHu Tsbkectu (kimacc B mo Yaiina-
[Ib10). UccnenoBanust npuMeHeHUsl akCUTUHUOA Y MAIllUEHTOB C MEYEHOYHOM HEI0CTATOYHOCTHIO
Tsokenon crenenu (knacc C mo Yaitna-ITei0) He MPOBOAMIUCH, TOATOMY Ipenapar He CleayeT
OPUMEHATh y JaHHOM KaTeropuu MalueHTOB (PEeKOMEHAALUHU M0 KOPPEKLUUH 03Bl Mpernapara
NpUBECHBI B paszzene 4.2).

Toueunas neoocmamournocmo
HeusMeneHHBIH akCUTHHHO HE BBISBIISIETCS B MOYE.

UccnenoBanuss akcuTuHHUOA y JHUIl C TIOYEYHOW HEJOCTATOYHOCTHIO HE MPOBOAMINCH. U3
KIMHUYECKUX HCCIEAOBAHUNA aKCUTHHMOA B JieueHun manueHToB ¢ IIKP uckimrodanuch
NalMeHThl C ypoBHeM KpearnHuHa >1,5 paza BI'H wunm ¢ paccuyuTaHHBIM KIMPEHCOM
kpeaTuHrHAa <60 MII/MHH. Pe3ynmbTaThl MOMyIANHOHHOTO (hapMaKOKMHETHUECKOTO aHaau3a
CBUJICTENHCTBYIOT O TOM, YTO KIUPEHC aKCUTHHHUOA HE M3MEHSJICS y MAIMEHTOB C MOYECYHOU
HEJI0OCTAaTOYHOCTHIO U KOPPEKITUs T03bI aKCUTHHUOA HE TpeOyeTcs.

5.3 JlaHHble TOKJIMHUYECKOH 0€30IaCHOCTH

TOKCHYHOCTH NIPU NOBTOPHOM BBEJCHUH

OCHOBHBIE pe3ynbTaThl HCCIEAOBAaHMM TOKCHYHOCTM Ha MbIIIax M colakax Tocie
MHOTOKpPaTHOIO BBEACHMs Ipernapara B TeyeHHME J0 9  MecAlleB OTHOCWINCH K
NUILEBAPUTEIBHOM, TeMaTONOITHYECKON, PENPOIYKTUBHOM, CKeIeTHONH M 3yOHOU cuctemam, a
YPOBHH J103bl, HE MMPUBOJAIINE K PA3BUTHIO HAOMIONaeMbIX HexenaTeabHbIX sBieHui (NOAEL),

ObLIH HpI/I6J'II/ISI/IT€J'II>HO OKBUBAJICHTHbBI HJIM HWKC YPOBHA BOS)ICﬁCTBHSI Y 4YCIOBCKa IIpU
peKoOMeH1yeMOM KIIMHUYEeCKOM HadallbHOH 03¢ (Ha ocHoBaHuu ypoBHeit AUC).

KadieporeHHocTb

HccnenoBanus KaHIICPOTCHHOCTHU aKCUTUHHOA HE IpOBOAUIINCE.

I’ eHOTOKCMYHOCTD
AKCUTHHUO HE MIPOABJIAI MyTaTCHHOﬁ WIM KJIaCTOIeHHOM aKTHMBHOCTH B TPaAUIUOHHBIX

aHaJM3aX TeHOTOKCUYHOCTH i1 Vitro. 3HAYUTEIHHOE YBEIMUCHUE MMOJUTIIIONINN HAOII01aI0Ch in
vitro mpu KoHUeHTparusax > 0,22 MKr/mMji, a TakkKe OTMEYajoCh IMOBBIINICHUE YHCIIA
MHUKPOSIIEPHBIX MOTUXPOMATHYECKUX SPUTPOLUTOB in VIVO; YPOBEHb J103bl, HE MPUBOIAIIEH K
pazsutuio NOEL, B 69 pa3 mnpeBblman o0XuIaeMblii ypOBEHb BO3JEHCTBUS Yy YEIOBEKa.
Pesynprarel 10 TE€HOTOKCHMYHOCTH HE CYMTAKOTCH KIMHUYECKU 3HAYMMBIMU IIPU  YPOBHAX
BO3/ICHCTBUS, HAOTIOAABIINXCS B HCCIEAOBAHUAX Y JIIOJICH.

PenpoaykTuBHAs TOKCUYHOCTD

BriaBiennslie U3MCHCHUA, CBA3aHHBIC C BO3H€ﬁCTBH€M akcUuTHHMNOA Ha TUYKHU U IMpHUOATKU ANYCK,
BKJIIOYAJIM YMCHBIICHNUE MAaCChl OpraHa, aTPO(i)I/II-O WM ACTCHEPANIO, YMCHBIICHHUEC KOJIMYCCTBA
KJIC€TOK SapOI[BIIHGBOﬁ JIMHWUH, TUIIOCIICPMUIO HJIM aHOMAJIBHBIC (bOpMI)I CIiepMaTo3ouaoB, a
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IpU YPOBHSX BO3ACHCTBUS MPUOIM3UTENBHO B 12 pa3 BhIlIE 0XHIAEMOTO BO3JEHCTBUS Y
YeJioBeKa, a y co0aK — IMPH YPOBHSIX BO3JAEHCTBUS HUXKE 0XKHMIa€MOT0 BO3/ICHCTBHS Y YeJIOBEKA.
VY camioB Mblmel OTCYTCTBOBaJ 3(PQeKT Ha crapuBaHUE WU (QEPTUILHOCTh IPU YPOBHSIX
BO3JCHCTBUS MNPUOMU3UTENbHO B 57 pa3 BbIIE O0XHUIAEMOrO0 BO3ICHCTBUS y 4elOBEKa.
BrisiBieHHBIE W3MEHEHMsS y CaMOK MBIIICH BKIIOYAJIM IPU3HAKU 3aMEIJICHHOTO I10JI0BOIO
CO3pPEBaHUs, YMEHBIICHHUE KOJIMYECTBA WM OTCYTCTBHE KEJITHIX TEJI, YMEHBIICHHYIO MAaccCy
MaTKH, a Takke aTpo(uio MaTKU MPU YPOBHSAX BO3JAEHCTBHS NMPHOIM3UTEIBHO SKBUBAIECHTHBIX
BO3/ICUCTBUIO, OXHJIAEMOMY Yy UelOBeKa. Y caMOK MbIleld HaOI0/al0ch CHHXKCHHE
(GepTUIBPHOCTH M KU3HECIIOCOOHOCTH 3MOPHOHOB MPHU BCEX HCCIETOBAHHBIX J103aX, MPU 3TOM
YpOBEHb BO3JEUCTBUS caMOW HM3KOH 103bl Mpubin3utensbHo B 10 pa3 mpeBbllan OKugaemMoe
BO3JCHCTBHUE y YETOBEKA.

Yy 6epeMeHHBIX CaMOK MBIIIEH I10J IeHCTBHEM AKCUTHHHOA OTMEYajaoCh YBCIUMYCHHUC CIIYUacB
BPOXKACHHOI'O IIOPOKa pacClICIICHHUA TBCPAOTO He0a M CKEJICTHBIX aHOMaJII/Iﬁ, BKJIrO4as
3aMCJICHHYIO OCCI/I(I)I/IKaI_II/IIO, Ipu ypOBHAX BO3JCHUCTBHUS HIDKE O0XHAAEMOT0 BO3ICHCTBHS y
yelioBeKka. lcciemoBaHus TOKCHYECKOrO BO3ACHMCTBUS B NEpUHATAJIbHOM H IIOCTHATAJIbBHOM
nepruoaax HE MPOBOANIIHUCE.

P€3VJ'II>TaTBI HNCCICAOBAHNUA TOKCUYHOCTH Y HETTOJIOBO3PECIBIX Y KMBOTHBIX

VY wmbimeit u cobak Habmoganack oOpaTuMasi JUCIUIA3Us XPALIEBOM IJIACTUHBI MPH BBEACHUU
aKCUTHHHOA B TeYeHHWE MMUHUMYM | Mecsilia U MpU YpOBHIX BO3AEHUCTBHS MPHOIU3UTEIHHO B 6
pa3 BBIILIE OKHUJAEMOTO BO3JEHCTBUSA y 4e€JIOBEKa. Y MbIIIEH MOJA JEHCTBHEM Ipenapara B
TedeHue Oosee | mecsna HaOMIOZANCs YaCTUYHO OOpaTHMbIM Kapuec 3yO0OB NpH YPOBHSX
BO3/CICTBUS, CONOCTAaBUMBIX C 0’KMJIAEMBIM BO3JIECHCTBUEM Yy uenoBeka. [[pyrue mpossiieHus
TOKCUYHOCTH, IIPEICTABISAIONIME OMACHOCTh JUIsl MALMEHTOB JETCKOTO BO3pacTa, Yy MOJOJIBIX
YKUBOTHBIX HE OLICHUBAJIUCH.

6. PAPMAIIEBTHYECKUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

MukpoKpHcTaInYecKas IeJITI0I03a
JIAKTO3bI MOHOTHIPAT
KPOCKapMeIli03a HaTpHsI

MarHusi cTeapar

Cocmag obonouxu (Onaopaii® I Kpacnuiii 32K15441):
runpomeriosda (I'TIML 2910/runpomeniosa 15¢IT)
TUTaHA JUOKCHU]L

JaKTO3bl MOHOTHIPAT

TpUaLETHH (TIMLEPUHA TPUALIETAT)

KPaCHUTENb XKeje3a OKCU KpaCHBIN

6.2. HecoBMecTHMOCTD
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(MOCNEOCBATENEHOCTE 0007)

Henpumennmo.

6.3. Cpok rognocTu (CpOK XpaHeHHUs1)

3 rona.

6.4. Oco0ble Mepbl MPEAOCTOPOKHOCTH NPH XPAHCHUH
Xpanutb nipu Temmnepatype Huxe 30° C.

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKHU
TabneTku, MOKPHITHIE TIEHOYHOW 0001049K0#, 1 Mr, 5 MT.

[To 14 Tabnerox B ITA/amomunnii/[IBX/anromunneBom 6aucrepe; o 2 wnu 4 Giuctepa BMeCTe
C IUCTKOM-BKJIa IbIIIIEM B KAPTOHHOM MayKe ¢ KOHTPOJIEM IEPBOI'O BCKPBITHSL.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TMPH YHUYTOKEHHUHM HMCHOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpemaparta WIH OTX0A0B, TMOJYYEHHBIX TMOCJe TpPHUMEeHEHUs
JIEKAPCTBEHHOT0 MpenaparTa u Apyrue MaHUMYJIAIUHU ¢ IPenapaToM

Becw octaBmmiics HeKapCTBeHHLIﬁ npenapar Uik OTxXodbl CJICAYCT YHUUTOXUTL B COOTBCTCTBUU
C YCTAHOBJICHHBIMU MCCTHBIMU Tpe6OBaHI/I}IMI/I.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUSA

Coenunennsle llITaTtel AMepuku

[aiizep Unk.

66 Xancou bynsap Uct, Hero-Mopk, mrrat Helo-Hopx 10001-2192
Ten.: +1 (212) 733-23-23

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

7.1. IIpeacTaBuTe/Nb JEPKATESI PETHCTPANMOHHOIO YI0CTOBEPEHHA

Ilperen3un norpedbuTeneil HAIPABIATE O AAPECY:

Poccuiickass ®enepauus (a Takke i  PecnyOumkm Apmenussi U KeIpreizckoit
Pecny0snkn)

00O «Ildaitzep ManoBaum»

Anpec: 123112, r. Mocksa, [Ipecnenckas Ha6., 1. 10, B «bamns na HabepexHoii» (brok C)
Ten.: +7 (495) 287-50-00

®akc: +7 (495) 287-53-00

On.nourta: Russia@pfizer.com

Pecnybauka Kazaxcran
Ounmnan komnanuu Pfizer Export B.V. (Ildaiizep Dxcnopt bu.Bu.) B Peciy6nuke Kazaxcran
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Anpec: 050000, r. Anmatsl, Meneyckuil paios,{ip. H. HE!;‘QU-GZEB%C)P 165/‘2 bHOCTE 0007)

Ten.: +7 (727) 250 09 16
®akc: +7 (727) 250 42 09
On.nouta: PfizerKazakhstan@pfizer.com

Pecny6siuka benapych

[IpencraBurenpcTBo YacTHON KOMIAHUHM C OTpaHHYEHHOW OTBeTCTBEHHOCThIO «Pfizer Export
B.V.» (KoponesctBo Hunepmannos) B Pecmy6imke bemapycs

Anpec: 220036, r. MuHck, np. [[3epxxunckoro 8, opuc 403

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

®axc: +375 (17) 309-38-19

On.noura: belarusro@pfizer.com

8. HOMEP PETUCTPALIMIOHHOI'O YJIOCTOBEPEHMUS
JITI-Ne(000687)-(PT-RU)

9. IATA IEPBUYHOM PETUCTPAIIMU (IOATBEPKJIEHWS PETUCTPALIUU,
INEPEPETUCTPAIIN)

Jara nepsoii peructpauuu: 12.04.2022

10. IATA IEPECMOTPA TEKCTA

OOmrast XxapakTepUCTHKA JIEKAPCTBEHHOI'O Iperapara JOCTylHAa Ha MH(POPMALMOHHOM MOpTajie
EBpasmiickoro HSKOHOMHYECKOTO CO103a B HWH(GOPMAIMOHHO-KOMMYHUKAITMOHHOW  CETH
«HuTepuer» https://eec.eaecunion.org.

Toproseie HanMeHOBaHMs npenapara B ctpaHax EADC:
Nunura® — Poccuiickas ®enepanus

Wunura — PecyOnuka benapych

WNunura — Pecniybninka Apmenust

WNunura — Keipreizckas Pecybnuka

Hnnaiita® — Pecriy6nuka Kasaxcran
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