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1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Tukarpenop Actpa3eneka, 90 mr, TaOIETKH, TOKPHITHIE TUICHOYHON 000JIOUKOM

2. KAMECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB

JlelicTByOIIIEE BELIECTBO: TUKATPEIOP.
Kaxxnas Tabnerka, MOKphITasi INICHOYHON 000JI0YKOH, coaepkuT 90 MI THKarpenopa.

[TonHbIi TepeyeHb BCIIOMOTaTeIbHbIX BELIECTB MPUBENIECH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaOneTku, NOKPHITHIE MJIEHOYHOU 000I0YKOM.

Kpyrible, ABOSKOBBINYK/IbIE TaOJETKH, MOKPHITHIE IJIEHOYHOW OOOJOYKOM JKENTOro ILBETa, C

90
T

I'PaBUPOBKOU Ha OJIHOH CTOpPOHE.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxa3zaHusl K NPUMEHEHUI0

[Ipenapar Tuxarpenop Acrtpa3eHeKka, NPUMEHSEMBIH OJHOBPEMEHHO C AaleTHJICATUIIUIOBOM

KHCJIOTOM, TOKAa3aH:

o 11 TPO(UITAKTUKY aTepOTPOMOOTHYECKMX COOBITUH y MallMEHTOB B Bo3pacTe 18 jeT u crapiie
C OCTPBIM KOPOHAPHBIM CUHAPOMOM (HECTAaOMIIbHOM CTeHOKapuel, MHpapKToM MHOKapaa 6e3
noabema cermeHta ST unm mHbapkrom Muokapaa ¢ nogbemom cermeHta ST [STEMI)),
BKJIIOYAsl MAllUEHTOB, MOIYyYaBIINX JIEKAPCTBEHHYIO TEPANNIO, W MAllMEHTOB, IOJBEPTHYTHIX
YpecKOKHOMY KopoHapHOMY BMentarenbcTBy (UKB) mim aoprokopoHapHOMY HIYHTHPOBAaHHUIO
(AKII);

o Ui Tpo(MIAKTUKA HHCYJIbTa Yy TMAlMeHTOB B Bo3pacte 18 5eT u crapue C OCTphIM

MIIEMHYECKUM UHCYJIBTOM WUJIM TPAH3UTOPHOM ninemuueckoi arakoi (THUA).
4.2. Pesxum 103MpOBaHNs U CNIOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

[TaruenTsI, TpUHUMArOIUE npenapar Tukarpenop Acrpa3eHeka, JODKHBI eKEAHCBHO MTPUHUMATD
anetmwicammmmioByto Kucioty (ACK) (ot 75 mr go 150 Mr mpu mMOCTOSHHOM TIpHEME), €CIH
OTCYTCTBYIOT Clielu(pudecKie MpoTUBOIOKazanus. [larmenTam ¢ ocTpbiM KOPOHAPHBIM CHHAPOMOM

(OKC), octppiM wumeMuyeckuM HUHCyapTOoM wWin THA pekoMeHAyeTcss IpHEM CTapTOBOMU
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Harpy3ouHo# 10361 ACK.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

IIpopunaxmuxa amepompombomuueckux coovimuii y nayueHmos 6 gospacme 18 nem u cmapuie ¢
OKC
Tepanuto npenaparom Tuxarpenop Actpa3eHeka cieAyeT HauuHaTh C OJJHOKPaTHON Harpy304HOMN

10361 180 mr (aBe TabaeTku mo 90 Mr) u 3aTeM IPO0IDKATh MpueM 1o 90 Mr 1Ba pa3a B CyTKH.

Pexomenayercs mpoBoauTh Tepanuto npenaparoMm Tukarpenop Acrpa3deneka 90 mr B TeueHue 12
MECSIIEB, KPOME CIIy4aeB KIMHUYECKOH HEOOXOAMMOCTH B JIOCPOYHOM OTMEHE mpemnapara (CM.

paznen 5.1.).

UYepes 3 Mmecsina mocie Havaja Teparuu MOXKHO paccMOTpeTh BO3MOKHOCTh 0TMeHbI ACK naruentam
¢ OKC, nepenecuium YUKB, 1 11oBbillIeHHBIM pUCKOM KpoBoTeueHUM. B cityuae otmensl ACK Takum
MalUeHTaM CIeAyeT TMPOJMOJDKUTh TPUEM THKArpelopa B KAauyeCTBE AaHTHUTPOMOOIMTAPHOU

MOHOTEpaIuu B TeueHue 9 mecsues (cM. pazzaen 4.4.).

[Tocne 12 mecsueB Tepanuu NalueHTHl, IpUHUMaBIIKe npenapar Tukarpenop Acrpa3eneka 90 mr
JIBa pa3a B CyTKH, MOTYT OBbITh IEpeBeJICHbl Ha MpueM Tukarperopa 60 mr aBa pa3a B CyTKU 0e3

IIepePHIBA B TEPAIIUH.

IIpogpunaxmuka uncyroma y nayueHmos 6 gospacme 18 nem u cmapuwie ¢ ocmpbim umeMuiecKum
uncynomom unu THA

Tepanuto npenaparom Tukarpenop Actpa3eHeka clleyeT HaulHaTh ¢ OJAHOKPATHOW HAarpy304HOH
no3bl 180 mr (aBe Tabnerku no 90 mr) u 3areM npoAopkath npueM mo 90 Mr aBa pasa B CyTKU B

teuenue 30 quewt (cm. pazzgen 5.1.).

IIponyck npuema 003b1
Crenyer u3berath nepepbiBoB B Tepanuu. [lanuent, nponycTuBLIMii mpueM npenapara Tukarpenop

Actpa3eHeka, I0JDKeH MPUHSTH TOJIBKO OHY TabseTky 90 Mr (Clieyronryo 103y) B 0OBIYHOE BPEMSI.

Ilpesxcoespemennas ommena mepanuu

JlocpouHass oTMeHa Jr000M aHTHarperaHTHOM TepamuM, BKIIouYas mpenapat Tukarpenop
Actpa3eHeka, MOXKET MOBBICUTh PHCK CEpAEYHO-COCYTUCTON CMepTH, MH(]apKTa MHOKapjia WK
MHCYJIbTa B pe3yJibTaTe OCHOBHOrO 3a0oneBaHus (cM. pasnen 4.4.). HeoOxomumo wusberatb

MIPEKIEBPEMEHHOI0 IIPEKpaIlleHHsl TprueMa rpemnapara.

Ilepe6oo na mepanuio
[Tanmentam ¢ OKC Harpysounyro no3y npenapata Tuxarpenop Actpa3eneka 180 mr cienyer
Ha3HA4YUTh KaK MOXHO CKOpee HE3aBUCHUMO OT JIFO0OW TMpeIIecTBOBABIICH aHTHArperaHTHOM

Tepanuu.

ITpu nepeBoae nanuenTos, nepeHecmnx OKC, Ha npenapat Tukarpenop Acrpa3eHeka NepByIo 103y
clleqyeT Ha3HauuTh 4epe3 24 dyaca mociie Nmpuema MOCieIHEN 03Bl IPYroro aHTHarperaHTHOIO

nperapara.
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Oco0Oble T'PYIITBI TAITWMEHTOB

Hal/;ueHl’l’lbl noostCcus10c0 so3pacma

He Tpebyercs koppekuuu 10361 (M. paznuen 5.2.).

llayuenmul ¢ noueunol HedoCMamouHOCMbIO
He tpeOyeTcst KoppeKkTUpoBaTh 103y IpenapaTa y HalleHTOB ¢ MOYEUYHOM HEeAOCTAaTOYHOCTHIO (CM.

paszzmen 5.2.).

llayuenmul ¢ neuenouHou HeOOCMAMOYHOCMbIO

He TtpeOyercst koppeKTHUpoBaTh 103y Ipernapara y MalueHTOB C MEYEHOYHOM HEI0CTaTOYHOCTHIO
JIETKOM M CpeJHeH creneHu TsokecTH (cM. pazzaensl 4.4. u 5.2.). He nmpoBoawiMch ucciaeaoBaHUs
TUKarpeaopa y HAaleHTOB C MEYECHOYHOW HEAOCTATOYHOCTHIO TSKEJION CTENEeHHU, MOITOMY €ro

IIPUMEHEHHE y 3TUX MAaLMEHTOB IIPOTUBOIIOKAa3aHo (cM. pazaensl 4.3. u 5.2.).

eTu
bezonacHocth U 3(pEeKTUBHOCTh TUKArpenopa y aAereid muammie 18 jieT He yCTaHOBIEHBI (CM.

pasznmensl 5.1. 1 5.2.).

Cooco0 nmpuMeHeHns

Jlnst npreMa BHYTpb.

[Ipemapar Tuxarpenop Acrtpa3eHeka MOKHO MPUHHUMATh BHE 3aBHUCHMOCTH OT BPEMEHHU IpHemMa

ITUIIH.

[TarmeHTam ¢ 3aTpyIHEHUEM IJI0TaHUs TabaeTKy (MK 2 TaOJIETKU — B Ciyyae pueMa Harpy304Hou
JI03bl) CJIEIYET U3MEJIbYUTH /10 COCTOSHUS MEJKOrO MOPOLIKA, pa3MellaTh B IOJOBHHE CTaKaHa
IIUTHEBOM BOJIbI M CPa3y ke BBITUTH OJYYCHHYIO CyclieH3uI0. OCTaTKU CMENIATh C IOTOJIHUTEIbHON
MOJIOBUHOM CTaKaHa MUThEBOM BOJIBI U BBIMUTH MOIYUYEHHYIO CycneH3ut0. CyCIeH3MI0 MOKHO TaKKe
BBOJIUTH uepe3 HazoracTpaibHbii 30H1 (CH8 nnmu 6ombiiero pasmepa). [locne BBeaeHUS CycieH3Un
He00X0IMMO NMPOMBITh Ha30TaCTPaIbHbIA 30H BOJOU JUIsl TOTO, 4TOOBI /1032 IpenapaTa MoJHOCThIO

ronasa B JKely10K MaliueHTa.
4.3. [IporuBonoka3zanust

o ['MnepuyBCTBUTENBHOCTh K THUKAarpeiopy WiId K JItoOOMYy W3 BCIOMOTaTelIbHBIX BEIIECTB,

MepEYMCIICHHBIX B paszzene 6.1.

o AKTHUBHOE NIaTOJIOTMYECKOE KPOBOTEUEHUE.

o BHyTpHuuepenHoe KpOBOU3IUSHUE B aHAMHE3E.

o [leuenouHast HETOCTATOYHOCTD TSAKEIOU CTEIECHH.

o CoBMecTHOE MpPUMEHEHHE TUKarpeinopa ¢ MoluHbIMH uHruOutopamu CYP3A4 (mampumep,

KCTOKOHA30JIOM, KIIAPUTPOMUIIUHOM, He(baSOI[OHOM, PUTOHABUPOM U aTa3aHaBI/Ip0M).

o bepeMeHHOCTD U Mepro rPyJHOTO BCKapMJIIMBAHMUSL.
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4.4. OcoOble yka3aHHMsl 1 Mepbl NPeI0CTOPOKHOCTH IIPH np'm:l;e UBATENBHOCTEL 0003)

IIprMeHEHHE ¢ OCTOPOKHOCTHIO

[IpenpacnonoXkeHHOCTh K pa3BUTHIO KPOBOTEUEHUS (HAIIpUMEP, B CBA3M C HENABHO IMOJTYYEHHOMN
TpaBMOM, HEIABHO IIPOBEICHHON OIEpalvel, HapyLIEHUSIMHA CBEPTBIBAEMOCTU KPOBH, II€YEHOYHOU
HEJIOCTATOYHOCTBIO CPEIHEN CTENEHM TSKECTU, aKTUBHBIM WJIM HEJABHUM KEITYJOYHO-KHUIIEYHbBIM
KPOBOTEUYEHHEM ) WJIH MOBBILICHHBIA PUCK TPABMBI.

ConyTcTBylomias Tepanus npenapataMu, HOBBIIIAIOIIUMU PUCK KPOBOTEUEHUH (T.€. HECTEPOUIHbBIE
MIPOTHUBOBOCIIATIUTEIILHEIC MPENapaThl, EPOPATHHBIC AHTUKOATYJISIHTHI W/HIW (UOPUHOIUTUKN) B
TedyeHue 24 4yacoB JI0 WM Iocje pueMa npenapara Tukarpenop Actpa3eHeka.

[TaMeHTsl ¢ NIEYEHOYHOM HETOCTATOYHOCTBIO CPEAHEN CTENIEHU TSAKECTH.

[TarueHTHl C TOBBINICHHBIM PUCKOM pasBUTHS Opamukapawu (HampuMep, MalueHThl 0e3
AJIEKTPOKAPANOCTUMYIISITOPA C CHHAPOMOM CIIA0OCTH CHHYCOBOTO Y3J1a, C aTPHOBEHTPUKYIISIPHOU
Omokazou 2 miu 3 CTEeNeH: UM 0OMOPOKOM, CBA3aHHBIM C OpairiKap/iuei ); COBMECTHOE IPUMEHEHUE
C mpemnaparaMu, BbI3bIBAIOIIUMU OpauKapInIo.

[TanieHTHI ¢ OpOHXHMATBHOW ACTMOM W/MJIM XPOHHUYECKOH OOCTPYKTMBHOW OOJE3HBIO JIETKHX
(XOBJI).

[TatmenTsl B BO3pacTe 75 neT M crapuie; NMAalMEHTbl C YMEPEHHOM WIM TSKEIOM IOYEYHOU
HEJOCTAaTOYHOCTBIO; MALIUEHTHI, OJIyYarOIIUe TEPAIIUI0 aHTarOHUCTAMU PELENTOPOB AaHTMOTEH3UHA
II.

[TatieHTHI ¢ TUTIEPYPUKEMUEH UITH TTOIATPUUYECKUM apTPUTOM.

ConyTtcTBylolas Tepamnusi IATOKCMHOM; MOIIHBIMA WHTrHOuTOpamu riukonporenHa P (P-gp) u
yMepeHHbIMH uHrHOUTOpamMu uszopepmenta CYP3A4 (mampumep, Bepanmamusl WIH XUHUAWH);
CEJIEKTUBHBIMU HHIMOUTOpaMU 00paTHOTO 3aXBaTa CEpOTOHMHA (HanpuMep, MapoOKCETHH, CEPTPATIUH

U [UTaJIoNpaM); penaparaMu, BIMSIOIIMMH Ha TeMocTa3 (cM. pazzaen 4.5.).

Puck pa3BUTHS KPOBOTECUCHUS

[Ipu Ha3Hauenun npenapara Tukarpenop Actpa3eHeka cielyeT OIIEHUTh COOTHOLIEHUE MOIb3bI OT
MPOPUIAKTUKH aTePOTPOMOOTHUECKUX COOBITHI M pUCKa Yy TAIMEHTOB C TOBBIIICHHBIM PHUCKOM

pa3BUTHUS KPOBOTEUECHHM.

[Tpu HanmuUMK KIMHUYECKUX MOKa3aHui nmpenapat Tukarpenaop Actpa3eHeka J0JKEeH TPUMEHSThCS

C OCTOPOKHOCTBIO B CIIEYIOIIUX TPYIINaX MalueHTOB:

. [IpenpacnonokeHHOCTh MallMEHTOB K Pa3BUTHIO KPOBOTEUEHHUS (HApUMED, B CBSI3U C HETABHO
MOJIy4€HHOM TpaBMOii, HEITaBHO MPOBEACHHOHN omepaiveill, HapyIeHUsIMU CBEPTHIBAEMOCTH
KpOBH, MEeYEHOYHOU HEAOCTAaTOYHOCTBIO CpC}IHeﬁ CTCIICHU TSAXKECTU, aKTUBHBIM WJIM HEAABHUM
KEITY JOYHO-KHIIICYHBIM KpOBOTe'-IeHI/IeM) WM TMMAUCHTBI C MOBBINICHHBIM PHUCKOM TpPAaBMBEIL.
[Ipumenenune mnpenapara Tukarpenop AcTpa3eHeka MNPOTUBOMOKA3aHO Yy TMAIUEHTOB C
AKTUBHBIM  TaTOJIOTUYECKUM KPOBOTEUYEHHEM, BHYTPHUEPEIHBIM KPOBOUBIUSHUEM B
aHaMHe3€, TSOKEION MEYeHOYHOW HeIOCTaTOYHOCTRIO (CM. pazaen 4.3.).

° ConyTtcTByloliee MPUMEHEHHE IpPenapaToB, KOTOpPhIE MOTYT IOBBICHUTH PHUCK DPa3BUTHS

KpPOBOTCUYCHHA (Haan/IMep, HECTCPOUIHBIC IIPOTUBOBOCIAINTCIILHBIC npemnaparel,

4
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WJIU TIOCTIe TIpueMa npenapara Tukarpenop Actpa3eHeka).

B 1Byx panAOMH3MpOBAHHBIX KOHTPOJIUpPYeMbIX KinHuueckux wuccienoanusx (TICO wu
TWILIGHT) npu ormene ACK mnanuentam ¢ OKC, nepeneciinm YKB ¢ ycraHoBKoO#l cTeHTa ¢
JIEKAPCTBEHHBIM TIOKPBITHEM, 4Yepe3 3 Mecsia ABOMHON aHTuTpombonutapHoi Tepanmuu ACK wu
TUKAarpeJopoM U TMPOJOJDKEHHUH IIpUeMa THKarpeiopa B KayecTBe aHTUTPOMOOIUTAPHOM
MOHOTEpanuu B TeueHue 9 u 12 mecsieB COOTBETCTBEHHO, ObLIIO MPOJEMOHCTPUPOBAHO CHIIKEHHE
pUCKa KpPOBOTEUYEHHI MpPU OTCYTCTBUU YBEJIMYEHHUS PHCKAa CEPbE3HBIX CEepIeYHO-COCYAUCTHIX
ocnoxxHeHut (MACE) no cpaBHEHHIO ¢ IPOJIOJDKEHUEM JIBOWHON aHTUTPOMOOIIMTAPHON TEpaITH.
Pemenue 06 otmene ACK uepes 3 Mecsiia Teparnuu 1 IpoI0JDKEHNUN PUeMa THKarpeaopa B KauecTBe
AHTUTPOMOOIIUTAPHON MOHOTEpANH B TCUCHUE 9 MECSAIEB y MAIUECHTOB C MOBBIMICHHBIM PUCKOM
KPOBOTEUYEHHUH cClelyeT MPUHMMATh Ha OCHOBAaHUM KIMHUYECKOW OLEHKH C YYE€TOM pHCKa

KPOBOTEUYEHHH U prCKa TPOMOOTHUECKUX OCIOXKHEHUH (cM. pasznen 4.2.).

B nccnenoBannu ¢ yyactuem 310pOBBIX 10OPOBOIIBLEB TpaHC(Hy3Hs TPOMOOLIMTOB HE MPUBOIUIIA K
MPEKPAIIEHUI0 aHTHUTPOMOOIMTAPHOTO dddeKTa THKArpeaopa U, BEPOSITHO, HE OKaXKeT
KIMHIYECKOro 3((hekTa y marreHToB ¢ KpoBOTeUeHHEM. TakK Kak MpH COMMyTCTBYOIIEM TPUMEHEHUN
THKarpesjaopa 1 AeCMONPECCHHA HE YMEHBIIAIIOCh CTaHIApPTH3MPOBAaHHOE BPEMSI KPOBOTECUCHUS, TO

MaJIOBEPOATHO, YTO JIECMOIIpECCHH OyeT 3 (eKTUBHO KyITUPOBaTh KpOBOTeueHHE (CM. pasznen 4.5.).

AHTHOUOPHHOIMTHYECKAS Tepanusl (aMHHOKAIIPOHOBAs KHCIOTAa WJIM TpaHEKCaMOBash KHCJIOTA)
n/unm pekoMOMHaHTHBIN (akTop VIla Moryt ycmnmBathk remMoctas. [locie ycTaHOBICHHS TPUYNHBI
KPOBOTEUEHHMs] M €ro KYyNHUPOBAaHUS MOXHO BO300HOBMUTH TEpamuio IpenaparoM Tukarpenop

Actpa3eHexa.

XUPYPruyeckue ornepauu

[lepen 3amiaHUpOBaHHON omepanueil Wik Ha4yajaoM MprUeMa HOBBIX NpPEnapaToB MAlUEHTY CIEAyeT

npoMH(GOPMHUPOBATH Bpaya O TOM, YTO OH NMPUHUMAET Mpenapat Tukarpenaop Actpa3eHeka.

B uccnenosanun PLATO y maumenros, noaseprasmuxcst AKIL, npu npuMeHeHun TUKarpesnopa
ObLT0 0OJIbIIIE KPOBOTEUEHHUI B CPAaBHEHUU C KJIOMUIOTPEIOM MpU MPEKpalleHuH Tepanuu 3a OJUuH
JIeHb 10 XUPYpPrU4eCcKOro BMEIIATEeNIbCTBA, HO YaCTOTA Pa3BUTHsI OOJIBIINX KPOBOTEUEHUH B ClIyyae
OTMEHBI TepanuHy 3a 2 Win 0oJiee THeH 10 XUPpYpPruuecKoro BMeIaTeabcTBa Oblja CXOJHOM B rpyniax
TUKarpesnopa u kionuaorpena (cM. paszzaen 4.8.). Eciu nmanueHT noasepraercs MjiaHOBOW omneparyu
Y HE JKeJlaTeJIeH aHTUTpoMOoTHYeckuii 3¢ (PexT, To Tepamnuio npenapatom Tukarpenop Actpa3eHeka

cJIelyeT MPeKpaTuTh 3a 5 THeH 1o onepaiuu (cM. pazaen S.1.).

IIaueHThl ¢ paHee MepPEHECEHHBIM UIIEMUISCKUM HHCYJIFTOM

ITamueHTrl ¢ OKCc paHee NEPCHCCCHHBIM UIICMUYCCKHUM WHCYJIBTOM MOTI'YT HIPpUHUMATL IIPCIiapar

Tukarpenop Acrpa3eneka 10 12 mecsues (uccnegosanue PLATO).

B uccnenoBanne PEGASUS He Obuti BKIIIOUEHBI MAIIMEHTHI ¢ HH()APKTOM MHOKap/Ia B aHAMHE3E C
MPEAECTBYIOIMM HIIEMUYECKMM HHCYJIBTOM. [l0o3TOMY mHpH OTCYTCTBUM JaHHBIX CIENYyET C

OCTOPOKHOCTBIO ITPOBOAUTD TCPAIIUIO JJIMTCIBbHOCTBIO ooiee 1 roaa.

5
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ITarMeHTEl ¢ HEYEHOYHOU HEJOCTATOUYHOCTEIO

COOTEBETCTEYET 3KI( OMY OTUYETY

[Ipumenenue npenapara Tukarpenop Actpa3eHeKka IPOTHBOMOKA3aHO Y MALMEHTOB C MEYEHOYHOM
HEJIOCTAaTOYHOCTBIO TsDKeNnou creneHu (cMm. pazgenst 4.2., 4.3. u 5.2.). Caemyer co0r0aaTh
OCTOPOKHOCTh y IMAaIIMEHTOB C TEYEHOYHON HEIOCTaTOYHOCTHIO CpEIHEH CTEeNEeHU THKECTH,
YUUTHIBAS OFPaHUYCHHBIN OIBIT IPUMEHEHHUS TUKArpenopa y MalueHTOB 3TOU rpyHibl (CM. pa3esbl
42.u5.2).

bpaanapurmus

IIpu cyrouHoM MoHHUTOpHpOBaHUU 3iekTpokapauorpammel (OKI) mo Xoarepy orMeueHo
MIOBBIIIEHUE YacTOThl, B OCHOBHOM, OECCHMITOMHBIX >KEJIyJOYKOBBIX I1ay3 BO BpeMs Tepamnuu
TUKarpeJopoM II0 CpaBHEHHIO C KionuaorpeaoM. B ucciemoBanusx 3 ¢aspl 1m0  OIEHKe
6e3omacHOCTH M 3((HEKTUBHOCTH TUKArPEJIopa IBJICHUS OpaluapuTMHH PETUCTPHUPOBAIIH CO CXOXKEH
9acTOTOM JJIsl THKArpesopa u mpenaparoB cpaBHeHus (mwanedo, konumorpen u ACK). [TanueHTs ¢
HOBBIIIEHHBIM PHCKOM pa3BUTHS Opanukapauu (Hampumep, HaIUEeHThI 6e3
3JIEKTPOKAPANOCTUMYJISTOPA, Y KOTOPBIX JUArHOCTUPOBAH CHUHAPOM CIIAOOCTH CHHYCOBOIO Yy3Iia,
aTPUOBEHTPUKYISIpHAst 0JI0OKaa 2 WK 3 CTETIeHU U 0OMOPOK, CBS3aHHBIN ¢ OpaauKapaueii) Obutn
UCKJIIOYEHBl W3 HCCIEIOBAaHUI THKarpenopa IO HU3y4eHHto ucxonoB. [loaToMy, B cBsi3u ¢
OrpaHUYEHHBIM KJIMHUYECKUM OIBITOM TPUMEHEHHs THUKarpeiaopa y OTHUX IalKeHTOB,
PEKOMEHAYETCs C OCTOPOXKHOCTBIO HazHadaTh UM Ipemnapar Tukarpenop Actpa3eHeka (CM. Takxke

paznmen 5.1.).

Taxoke cnemyer coOIt0aTh OCTOPOKHOCTH P COBMECTHOM IPUMEHEHHMHU Ipernaparta Tukarpenop
Actpa3eHeka ¢ mpenaparamu, CIHOCOOHBIMU BBI3BaTh Opanukapauto. OAHAKO B HCCIIEJOBaHHUU
PLATO He oTMeuanoch KJIMHUYECKH 3HAYUMBIX HEXKEJIATENIbHBIX pPEaKIHi IpU COBMECTHOM
MIPUMEHEHUHU C OJTHUM WJIH 0o0Jiee IIpenapaTaMmu, KOTOpbIe MOTYT BbI3BAaTh OpauKap/Inio (Harpumep,
96% manueHTOB OJHOBPEMEHHO TMPUHUMANIU OeTa-aapeHoonokaropel, 33% — OJOKATOPHI

«MCIJICHHBIX» KAJIBIUCBbLIX KAHAJIOB IUJITHA3CM U BE€pallaMUJl, U 4% — I[I/IFOKCI/IH) (CM. pa3acin 45)

B xone cybananuza B uccnenoBannu PLATO ¢ npumenennem cyrouHoro MmoHutopuposanus DKI°
o XoJaTepy B TpyMIe TUKArpeaopa Mo CPaBHEHUIO C KJIOMHUIOTPEIOM OO0JIbIlE MAallMEHTOB B OCTPO
¢daze OKC umenu xemyT04KkoBbIe May3bl > 3 cekyH. [loBbIlIeHHe Yucia KeTyI0YKOBBIX Tay3,
3apeTUCTPUPOBAHHBIX C TOMOIIBI cyToyHOro mMonutopupoBanus OKI' mo Xonrtepy, Ha ¢oHe
IIpreMa TUKarpesiopa 0TMEYAsoCh Yallle y MalueHTOB C XPOHUYECKOM CEpAEUYHOM HENOCTATOYHOCTHIO
10 cpaBHEHUIO ¢ o0uIel nonyssnueit B octpoit haze OKC, HO He B nepBbIi MecsIl TEpalluu U HE 110
CpPaBHEHUIO C KionuaorpesnoM. [lay3sl y 3THX MalMEHTOB HE CONPOBOXKIAIUCH HEKEIATEIbHBIMU

KIMHUYCCKHUMU ITOCIICACTBUAMMA (BKJ'IIO‘I&H 06M0p0KI/I " YCTaHOBKY BJICKTpOKapZ[I/IOCTI/IMYJIHTOpa).

[Ipy TOCTMapKETMHTOBOM TPUMEHEHUW THUKArpelopa OTMEUEHBl clydau OpaJuapuTMHU H
aTPUOBEHTPUKYJIAPHOHN Osokanbl (cMm. pazzgen 4.8.), mpeumytiecTBeHHO y nanueHToB ¢ OKC, npu
KOTOpPOM HIIEMHA MHOKapJa H COHYTCTBYIOH_[I/Iﬁ npueM MnperaparoB, CHHXAOMIKUX YaCTOTY
CEpJICYHBIX COKpAIIEHUN WM BIUSAIOMIMX HA MPOBOJUMOCTbH, MOTEHIMAIBHO MOIJIM OKa3bIBaTh
BIIMsAHME. B KauecTBe BO3MOXKHBIX MPUYUH 10 KOPPEKIUU TEPAIIUU CIEYET OLIEHUTh KIMHUYECKOE

COCTOSIHHUE MallMCHTA U COIMMYTCTBYIOIHNE JICKAPCTBCHHBIC ITPEIIapaThI.
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OppIika

COOTEBETCTEYET 3KI( OMY OTUYETY

Coobmanoch O pa3BUTUM OJBINIKK Yy NAllMEHTOB, IPUHUMABIIUX TuKarpenop. Oppllika mpu
IIPUMEHEHUN THKAarpesnopa oObIYHO CJIa00 WJIM YMEPEHHOW BBIPA)KEHHOCTH, 4aCTO IPOXOIUT IO
Mepe TPOJODKEHHUsS Teparluy IpernaparoM. Y MalnueHToB ¢ OporxuanbHOU acTMoit/XOBJI moxer
OBbITh NOBBIIIEH A0CONIIOTHBIM PUCK OABIKM Ha (oHe mpenapara Tukarpenop Acrpa3eHeka (CM.
pasznen 4.8.). Tukarpenop cienyer NPUMEHATh ¢ OCTOPOXKHOCTBIO Y MAIMEHTOB ¢ OpOHXUAJIbHON
actMoi w/mm XOBJI. MexaHu3M OJBIIIKY NP MIPUEME THKarpesiopa He BbIsICHeH. Eciu Bo Bpemst
IIpUMEHEHHUs npenapara Tukarpenaop AcTpa3eHeka y MalMeHTa BO3HUKIIA OJBIIIKA, WIN SIU30/bI
paHee CyIIECTBOBABILEH OJBIIIKM CTAHOBATCS 0OoJiee NMPOJODKUTEIBHBIMU WM BBIPaKEHHBIMM,
HEOO0XOJMMO IPOBECTH IOJHOLEHHOE OOCIIeZIOBaHUE, U B Cllyyae HENEPEeHOCHUMOCTH, IpPHEM

Ipenapara ciaeayeT NpeKpaTUTh.

IlenTpanbHOE aITHO? CHA

C006man001> 0 dlIydadx HOEHTPAJIbHOTO alHO3 CHA, BKJKOYAsA ObIXaHHC qeﬁHa—CTOKca, IIpu
MNOCTMAPKECTUHIOBOM IIPUMCHCHHH THKArpejopa. HpI/I MMOAO3PCHUN Ha HLCHTPAJIbHOC aITHOD CHa

CJICAYCT OICHUTD HCO6XOILI/IMOCTB JanbHEHUIIEr0 KITMHIYECKOTO O6CJICIIOBaHI/I$I.

IloBBIIIIEHHE KOHIICHTpAalIlu KPCAaTUHHNHA

Ha ¢one rtepanuu mnpemapatom Tukarpenop Actpa3eHeka KOHIEHTpalUs KpPEaTHWHHWHA MOXKET
noBsIIATHCS (cM. pazzaen 4.8.). Mexanusm storo ¢ dekra HenzBecTeH. Y nanueHToB ¢ OKC oneHky
(GYHKIIUU TIOYeK HEOOXOJMMO IPOBOJIUTH 4Yepe3 MeCsAll OT Hadaja I[pueMa Imperapara, a B
MOCJICIYIOIIEM B COOTBETCTBUU C PYTUHHOM KIMHHUYECKOW MPAKTUKOU, 0Opaias 0co60e BHUMaHKE
Ha TAIMeHTOB B BO3pacTe 75 JEeT W cTapile, MalMeHTOB ¢ YMEPEHHOW WM TSHKEIOW MOYeYHON

HEAOCTATOYHOCTBHIO U MOJYUAOIIUX TCPAIIUIO AHTArOHUCTAMHU PEUCIITOPOB AHI'MOTCH3MHA 1L

TloBEIIIeHNE KOHIIEHTPAIIMH MOYEBOU KHUCIIOTHI

Ha ¢one Tepanuu npenaparom Tukarpenop Acrpa3eHeKa KOHIIEHTPAIMS MOYEBOM KUCIOTHI B KPOBU
MOJKET MOBbIAaThes (cM. pazaen 4.8.). Heobxomaumo coOmroaaTh OCTOPOKHOCTh Y TMAIMEHTOB C
TUNEPYPUKEMHUEN WIM MOJArpUYeCKUM apTPUTOM B aHaMHe3e. B kauecTBe MpEeBEHTUBHOM MephbI

cienyer uz0eratb MPUMEHEHUs TUKArpeaopa y NalueHToB ¢ TUIlepypuKeMudeckoi HedporaTuei.

TpomboTHueckas TpomOormroneHuueckas nypmaypa (TTII)

TTII Ha ¢doHe mpuMeHeHHsI THKarpejaopa oTMmevanach oyeHb peako. TTII sBnsercs cepbe3HbBIM

COCTOSAHHUEM U Tpe6yeT HC3aMCIJIMTCIIBHOI'O JICUCHUA.

Ananns TDOM6OHI/ITaDHOI>'I d)VHKHI/II/I B paMKax JHarHoCTHUKH FGH&DHH-HHHVHHDOB&HHOﬁ

tpoMmoOomuronennu (I'UT)

VY manueHToB, NMPUHUMABLIMX TUKArpesiop, ObUIM MOJTYYEHBI JIOXKHOOTPUIATEIbHBIE PE3YIbTaThl
aHanu3a TpoMOouuTapHOU (GyHKIMHU B pamKkax auarHoctuku I'UT. O1o cBA3aHO ¢ MHTHOMpPOBaHUEM
THUKarpeaopom peuentopoB P2Y 2 TpoMOOLMTOB 340POBHIX JOHOPOB B CHIBOPOTKE/TNIA3ME KPOBU
nanueHTa Mpu NpoBeAeHuH Tecta. [lpu mHTEepnpeTanuu pe3ynbTaToB aHalIW3a TPOMOOLMTApHOU
¢byHkuun B pamkax auarHoctuku ['MT crnemyer yuuThiBaTh HWH(GOpPMALHMIO O COIYTCTBYHOIIEH

TCpalliu TUKArpeIopom.
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PUCK MPOAOJKEHHs] TEepalnuM, IpPUHUMAas BO BHUMAaHME M HPOTPOMOOTHYECKOE COCTOSIHHE
Benencreue [MT, ¥ MOBBIIEHHBIM PUCK KPOBOTEUEHHsT HAa (POHE COBMECTHOTO NPUMEHEHHUS

AHTHUKOATYyJIIHTA U TUKArpesopa.

IIpouas I/IHd)ODMaI_II/IH

Ha ocnoBanuu Habmomaemoii B uccnenoBannu PLATO cBsizu mexay nojaeprkuarorieit 1030t ACK
1 3P PEKTUBHOCTHIO THUKATPEIOPa MO0 CPABHEHHUIO C KIIOMUAOTpesioM coBMecTHOE puMeHenne ACK
B BBICOKOW mnojjepxuBaronieit noze (6osnee 300 mr) u npenapara Tuxarpenop Actpa3eHeka He

PEKOMEHIyETCsl.

CoBMeCTHOE TPUMEHEHHE THKarpeigopa ¢ MouHbiMH uHrHOUTOpamMu CYP3A4 (mampumep,
KETOKOHA30JI, KIAPUTPOMHLIMH, He(a3oq0H, PUTOHABUP M aTa3aHABHP) MPOTHUBOIOKA3aHO (CM.
pazznen 4.3.), Tak Kak OHO MOKET IPUBECTU K 3HAYUTEIbHOMY MOBBILICHHUIO AKCIIO3UIMH IIpernapaTa

Tuxarpenop Actpa3eneka (cm. pasaen 4.5.).

CoBmecTHOE npuUMeHeHHe npenapata Tukarpenop Actpa3eHeka C MOIIHBIMH HHIYKTOpaMu
CYP3A4 (mampumep, pudamnunmy, ¢enutonH, kapOamasennH u  QeHobapOuTan) He
PEKOMEHIYETCS, TaK KaK X COBMECTHBIA MPHUEM MOXET CHW)KaTh IKCIO3UIHUI0 U 3(HeKTHBHOCTH

TUKarpesnopa (cm. pazzuen 4.5.).

CoBMmecTHOe mpumeHeHHe npenapara Tukarpenop Actpa3eneka u cydcrpatoB CYP3A4 ¢ y3kum
TEpPaneBTUUYECKUM MHACKCOM (HANpUMep, IU3aNpu/l U aJIKaJIOU/Ibl CIOPBIHBU) HE PEKOMEHI0BAHO,
TaK KaK TUKArpeJop MOXKET YBEITUYUTh AKCIO3MINIO 3TUX MpernapatoB. COBMECTHOE NMPUMEHEHHE
npenapata Tukarpenop Acrpa3eHeka ¢ CHMBACTaTHHOM WJIM JIOBAaCTaTMHOM B 03¢ Oosiee 40 mr He

pexomenayetcs (cM. paznen 4.5.).

[Ipu coBMECTHOM MPUMEHEHUU TUTOKCHHA U mpenapara Tukarpenop Actpa3eHeka peKOMEH0BaH
THIATENbHBIM KIMHUYECKUNA U J1aOOpaTOPHBIM MOHUTOPUHT (YaCTOThI CEpJEUHBIX COKpAIICHUM, U,

IIpU HAJIMYNU KIIMHUYCCKUX HOKaSaHI/Iﬁ, taxxke OKI u KOHIICHTpAau1 JUT'OKCHUHA B KpOBI/I).

Her naHHBIX O COBMECTHOM NPUMEHEHUHM THUKarpeiopa C MOIIHBIMU HHruoutopamu P-gp u
yMepeHHbIMH nHruouropamu nzopepmenta CYP3A4 (manpumep, BepanaMuil U XMHHU]IUH), KOTOpPbIE
MOTYT HOBBICUTh IKCHO3UIINIO THKarpeiopa. Eciau Henb3s n306exarh UX COBMECTHOTO IPUMEHEHHS,

OHO JIOJKHO OCYIIECTBIISITHCSI C OCTOPOKHOCTBIO (CM. pa3zen 4.5.).

JocpodHoe npeKpalleHue Tepanuu

HocpouHast oTMeHa JI0OOM aHTHAarperaHTHOM TepamuM, BKIoyas mpenapar Tuxarpenop
Actpa3eHeKka, MOKET MOBBICUTh PHUCK CEPJIEYHO-COCYAMCTON cMepTH, MH(aApKTa MHOKapAa WU
MHCYJbTa B pe3yJbTaTe OCHOBHOro 3aboneBanHus. HeoOxomanmo wu30eraTh NpexaeBPEMEHHOTO

IpeKpalleHus nprueMa npenapara.

4.5. BzaumopeiicTBHe ¢ JAPYIrHMHM JICKADCTBEHHBIMHM IpenaparaMM W [Jpyrue BH/bI

B3aUMOIeHCTBUA

Tuxarpenop, riaaBHbBIM oOpa3oMm, siBisiercs cyocrparom wuzodpepmenta CYP3A4 u crnabbim
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uHruouTopom P-gp u MoxeT yBennuuBaTh dKcno3uluio cyoctpatoB P-gp. Tukarpenop siBisiercs

MHTUOUTOPOM Oellka pe3UCTEHTHOCTH paka MoJIouHOH sxene3sl (BCRP).

Biusgune npyrux JeKapCcTBEHHBIX IPeHapaToB Ha npenapar Tukarpenop Acrtpa3eHeka
Hneubumopwvr CYP3A44

o Momnsie uaruoutopel CYP3A4: coBMecTHOE NMpUMEHEHHE KETOKOHA30J1a ¢ THKArpeJIopoM

yBeINUUBACT Cmax (MAaKCUMaJIbHYIO KOHIIEHTpaluio B miazMe kpoBu) u AUC (riomaas noa
KPUBOM 3aBHCHMOCTH KOHIICHTpAIlMK OT BpEMEHH) Tukarpenopa B 24 u 7,3 pasa
coOTBETCTBEHHO. Cmax 1 AUC akTuBHOro wmerabonuta cHmxkawTcss Ha 89% u 56%
coorBeTcTBeHHO. Jlpyrue momnbie uHruoutopst CYP3A4 (xmapurpomMunuH, HedaszolloH,
PUTOHABHP M aTa3aHaBup) OyIyT OKa3bIBaTh Takue e A(PPEKThI, MOITOMY HX COBMECTHOE
puMEeHeHue ¢ npernapatoMm Tukarpenop Actpa3eHeka IpOTUBOIIOKa3aHo (cM. paszaensl 4.3. u
4.4).

o Ymepennbie uHruOuTopsl CYP3A4: coBMecTHOE MPUMEHEHHUE TWITHA3EMa C TUKAarpesiopom
yBennunBaeT Cmax THKarpenopa Ha 69%, a AUC B 2,7 pa3a, cHmkaeT Cmax aKTUBHOIO
Metabonmura Ha 38%, a AUC He Mensercs. Tukarpenop He BIMSIET Ha IUTa3MEHHbIE
KOHIIGHTpauuu auwitnazema. Oxumaercs, 4To Apyrue ymepeHHsle uHruoutoper CYP3A4
(Hampumep, aMIpeHaBup, aPENUTaHT, SPUTPOMHUIINH, (IIYKOHA30J1) OKA3bIBAIOT AaHAJIOTUYHBIN
a¢dekT, U UX TakKe MOXHO Ha3Ha4yaTh OJHOBPEMEHHO C IMpemnaparoM Tukarpenop
Actpa3enexa.

. [Tpu exxemHEBHOM YIOTpeOJIeHHH OOIBIIMX 00beMOB TpeindpyToBoro coka (rmo 200 mu 3 pasa B
CYTKH) OBIJIO OTMEYEHO 2-KpaTHOE YBEJIMYEHHUE SKCIIO3ULUHU TUKarpenopa. OKunaeTcs, 4To Takoe
YBEIUYEHHE HSKCIO3UIMH THKArpeiopa He MMeEeT KIMHUYECKOTO 3HA4YeHUs IUIsi OOJBIIMHCTBA

MaIeHTOB.

HUnoyxkmopwr CYP3A

CoBMmecTHOE pUMeHeHHe pudaMnuIMHa ¢ TUKarpeaopoM cHukaeT Cmax 1 AUC THKarpenaopa Ha
73% u 86% cooTrBeTcTBEHHO. Cmax aKTHBHOro MeTaboauta He MeHsercs, a AUC moHmkaeTcsa Ha
46%. Ipyrue unayktopsl CYP3A (manpumep, ¢geHuTouH, kapOamazenuH u (eHodapoburan),
MO-BUAMMOMY, TaKkKe OyyT CHUXKaTh SKCIO3ULMUIO NpenapaTa Tukarpenop Actpa3eHeka. MolHble
uHaykTopsl CYP3A Moryt ymeHblIaTh 3KCHO3UIMIO M 3(PQPEeKTUBHOCTh MpenapaTta Tukarpenop
Actpa3eHeka, MO3TOMY OJHOBpPEMEHHOE MpuUMeHeHHue MomHbIX uHAykTopoB CYP3A ¢

TUKarpeJopoM HE PEKOMCHAYCTCA.

Luxnocnopun (uneuoumop P-gp u CYP3A4)

CoBMecTHOe npumeHeHHe mukiocnopuHa (600 mr) ¢ tukarpenopom yBelIUYUBAET Cmax 1 AUC
THKarpesnopa B 2,3 u 2,8 pa3 coorBeTcTBeHHO. [Ipn aToM oT™Meuarores yBennuenne AUC akTUBHOTO
Metabonmura Ha 32% wu cHmwkeHue Cmax Ha 15%. Tukarpemop He BiIMsSIeT Ha IUIa3MEHHYIO

KOHICHTPAIUIO MUKJIOCIIOPHUHA.

Hert maHHBIX O COBMECTHOM NPUMCHCHUHN TUKArpeiopa ¢ ApyruMmu MOIHBIMUA UHT I/I6I/ITOpaMI/I P-gp nu

ymepeHHbiMu uHruouropamu CYP3A4 (Hampumep, BepanmaMuia M XUHUAMH), KOTOPbIE MOTYT
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JOJDKHO OCYIIECTBIISITHCSI C OCTOPOYKHOCTRIO (CM. pazzaen 4.4.).

pyeue npenapamul
[To pe3ympraTaM  KIMHHYECKUX  (PApPMaKOJIOTHYECKHX  WCCIEAOBAHUN  B3aUMOJACHCTBHSA

COIYTCTBYIOIIICE NPUMEHEHHE THUKarpeiopa ¢ remapuHoM, sHokcamapuaoM u  ACK win
JIECMOIIPECCUHOM HE BIMSCT Ha TapaMeTphl (apMaKOKUHETHKH THKAarpenopa, €ro akTHBHOTO
Metabonmura u  aaeHosmHaupochar-3aBucuMyro  (AJIP-MHIYIUPOBAHHYIO)  arperamuio
TpOM6OI_[I/ITOB. B CJIydac HaAJIMYUS KIMHUYCCKUX MIOKa3aHUH K HA3HAYEHUIO npemnaparos, BIUAONIUX
Ha reMocTa3, OHHM JOJDKHBI HCIOJIB30BATHCS C OCTOPOKHOCTHIO B KOMOMHALIMM C IpernapaTom

Tukarpenop Actpa3eneka (cm. paszuen 4.4.).

OTMe4eHO 3aMeIUIeHHEe W CHIIKCHHE SKCIIO3UIMU TepOpalibHBIX MHTUOMTOpOB P2Y 12, BKiIIOUas
TUKarpeJiop M €ro akTUBHBIH MeTaboJIMT, y TMAalHMEHTOB, IOJYYaBIIMX TEPAHi0 MOPHUHOM
(CHI>KEHUE SKCIIO3UIIMY THKarpenopa npubian3utenbHo Ha 35%). JlaHHOe B3auMOAEWCTBHE MOXKET
OBITh CBSI3aHO CO CHI)KEHHEM MOTOPHUKH KENyI0YHO-KUIIEUHOTO TPAKTa U MOITOMY NMPUMEHHMO K
npyrum onvouaaM. KinnHuuyeckas 3Ha4MMOCTh HEU3BECTHA, HO JIAHHBIE YKa3bIBAIOT HA BO3MOXHOCTh
CHIDKEHHSI () (DEKTUBHOCTH TUKArpenopa y MaiueHToB, OAHOBPEMEHHO NOTYYAIOIIUX THKATPEIop U
Mopun. Y maruentoB ¢ OKC, y KoTOpbIX npruMeHeHue MophuHa HENb3sl OTCPOUYUTH, U OBICTpOE
unruOupoBanue P2Y > cuuTaeTcss KPUTUYECKH BaKHBIM, MOXKHO PacCMOTPETh BO3MOXHOCTh

PUMEHEHHS TapeHTepaIbHOr0 HHruouTOopa P2Y 2.

Bausane npemnapara TI/IKaFDGJIOD ACTDaSGHeKa Ha APYTuC JCKAPCTBCHHBIC NIPECTIapaThl

Jlexapcmeennvle npenapamsi, memabonuzupyemvle uzogpepmenmom CYP3A4

o CuMmBacTaTUH: COMYTCTBYIOIIEE IPUMEHEHHUE TUKArpenopa 1 CUMBAaCTaTUHA MOBBIIAET Cmax U
AUC cumBacratnHa Ha 81% wu 56% coorBercTBeHHO U yBenuuuBaeT Cmax U AUC
CUMBACTaTUHOBOW KUCIOTHI Ha 64% 1 52% COOTBETCTBEHHO, IIPU 3TOM B HEKOTOPBIX CIydasiX
9TH NOKa3aTelM MoBbIMaTcs B 2—3 paza. COBMECTHOE NPUMEHEHUE CUMBAcTaTHUHA B J103€
BbIe 40 MI B CyTKHU € TUKarpeaopoM MOKET IPUBOJIUTH K Pa3BUTHIO HEXKeNaTeJIbHBIX peaknuii
Ha CHMBACTaTHH, MOATOMY HEOOXOAMMO OLIEHUTh COOTHOIIEHHE MOTEHLIHUAIBHOIO pHCKa U
nosib3bl. CUMMBAaCTaTUH HE OKa3bIBaj BIMSHHUS HAa KOHILIEHTPALMIO THUKAarpesiopa B IUIa3Me.
Tukarpenop MoOXeT OKa3blBaTh aHAJIOIMYHOE BIMSHHME Ha joBacTaTUH. He pexomeHnmyercs
COBMECTHOE IMpHUMeHeHHe mnpemnapara Tuxarpenop AcTtpa3eHeka € CHMBACTaTHUHOM WJIU
JIOBacTaTUHOM B J103e 6osee 40 mr.

o ATOpBacTaTHH: COMyTCTBYIOLIEE IPUMEHEHHUE aTOPBACTATUHA U TUKArpenopa NoBbIAET Chax
u AUC atopBacTaTHHOBOW KHCIOTHI Ha 23% u 36% cooTBeTcTBeHHO. [logo0HOE yBenuueHue
3Ha4eHUH Cmax 1 AUC HaOmro1aeTcs 171 BceX MeTab0IMTOB aTOPBACTATHHOBOM KUCIOTHI. DTH
W3MEHEHUS MTPU3HAHBI KIIMHUYECKH HE 3HAYHMMBIMH.

o Cxoxee BiMsIHME Ha Jpyrue craTtuHbl, Merabonusupyemble CYP3A4, He MoxkeT ObITh
uckimoveHo. B uccnenoBanun PLATO nanueHTsl, MOJy4YaBIIME THKArpesop, MPUHUMAIA
pa3iauyHble CTATUHBI IPU OTCYTCTBUM KaKUX-THMOO OMaceHUil OTHOCUTENIBHO 0€30MacHOCTH Y

93% nanueHToB, IPUHUMABIINX MTpenapaThl STOW Py
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Actpa3eneka u cyoctpatoB CYP3A4 ¢ y3kuM TepaneBTUYSCKUM HMHIACKCOM (HAIpUMep, MU3anpHI
Wiy aJKaJIouabl CHOpBIHBI/I) HC PCKOMCHAYCTCA, TAaK KaK THUKArpejiop MOXKCT YBCINYHNBATDH

OKCHO3HUIHWIO OTUX ITPCIIapaToOB.

Cybcmpamul P-gp (8knrouas OueoKcuH u YuKioCHOPUuH)

ComnyTtcTBylolliee MPUMEHEHHUE JUTOKCUHA C TUKArpesopoM NoBbIIAI0 Cmax 1 AUC aurokcuHa Ha
75% u 28% cooTBeTCTBEHHO. [IpyM COBMECTHOM IpHUEME C TUKArpelopoM CpelHEee 3HaueHue
MUHUMAaJIbHOM KOHLEHTPALUU TUTOKCUHA YBeanurBaaoch Ha 30%, B OTJENbHBIX ClIydasx B JIBa pasa.
Cmax 1 AUC THkarpesnaopa npu COBMECTHOM NMPUMEHEHUHU C TUTOKCUHOM HE M3MEHSUTHCh. [loaTomy
PEKOMEHIYETCsI MPOBOJUTH COOTBETCTBYIOLIUIN KIMHUYECKUNA W/WIK J1a00paTOPHBIT MOHUTOPUHT
IIpM OJHOBPEMEHHOM IpUMEHEeHHMU mnpenapara Tukarpemop Acrtpa3eHeka u P-gp-3aBHCHMBIX

npemnapaTroB € Y3KUM TCPANICBTUYCCKUM NHIACKCOM, TaAKHUX KaK JUT'OKCUH U HUKJIOCIIOPHH.

He oTmedeHo BausiHUS THKaArpejopa Ha KOHICHTPAOWIO MIHUKIIOCIIOpPHMHA B KpPOBH. Bnusaue

TUKarpenopa Ha Jipyrue cyocrpatsl P-gp He u3yuanocs.

Jlexapcmeennvle npenapamol, memabonusupyemuie usopepmenmom CYP2C9

ConyTcTBYIOIee MPUMEHEHUE TUKArpesiopa | TOJ0yTaMuIa He MEHSIJIO TUTa3MEHHBIE KOHIICHTPAIAN
HU OJIHOTO M3 ATHX IPErnapaToB, YTO FOBOPUT O TOM, YTO THUKArpeJop HE SBISETCS MHTUOHUTOPOM
uzopepmenta CYP2C9, u wmanoBepositHo, 4yto oH Biuser Ha CYP2C9-onocpenoBaHHBIM

MeTa0O0JIM3M MpenapaToB, TAKUX Kak Bap(apuH U TOIOyTaMH/I.

Pozyeacmamun (cyocmpam BCRP)

bo10 nokazano, 4to Tukarpenop noBbimaeT Cpax po3yBactatuna B 2,4-2,6 paza u AUC B 2,3 pa3sa.
OTO MOXET MPHUBOJUTH K YBEIWYEHHIO PUCKAa MHUOMATHH, BKJIOYas padaomuonus. Cremyer
YYUTBIBAaTh COOTHOIIEHHE TMOJIb3bl TPOPMIAKTUKUA CEPHE3HBIX CEPJIEUHO-COCYAUCTHIX OCIOKHEHUMN
P MpUEME PO3yBacTaTUHA M PUCKOB, CBA3aHHBIX C MOBHIIIICHHOM KOHIIEHTpAIlMel pO3yBacTaTHHA B

IJ1a3Me KpOBHU.

Opanvhvie KoHmpayenmugsl

CoBMecTHOE INPUMEHEHHE THKAarpenopa, JEBOHOpPrecTpena M 3TUHHWICTPAANOJA YBEINYMBACT
AKCIO3UIUIO ATUHWIACTpaauona mnpumepHo Ha 20%, HO He BiMsIeT Ha (QapMaKOKHMHETUKY
neBoHoprecTpena. He oxunaercs KIMHUYECKHM 3HAYMMOrO BO3JeHCTBUS Ha 3(PQEeKTHUBHOCTH
KOHTpAleNu:d MpU OJHOBPEMEHHOM INPUMEHEHUHU JIEBOHOPrecTpesa, ATUHWIACTPAgHoia U

npenapara Tukarpenop Acrpa3eHeka.

JlexapcmeenHvle npenapamol, cCnocoOHble 8b136aMb OPAOUKAPOUTO

ITpu coBMecTHOM NpUMeHEHUH NpenapaTta Tukarpenop Actpa3eHeka ¢ mpernaparaMu, CiocOOHBIMU
BbI3BaTh OpajMKapAuio, CcJelyeT CcOOMI0AaTh OCTOPOXKHOCTH (cM. pazaen 4.4.). OpHako B
uccnenoBann PLATO He HaOmonanoch KIMHUYECKH 3HAUMMbBIX HEKENATEIbHBIX pPeakUuuil mpu
COBMECTHOM MPHUMEHEHHH C OJHHUM WJIH OoJiee mpernapaTaMu, ClIOCOOHBIMH BBI3BATh OpaTuKapIiio
(Harrpumep, 96% MarueHToB 0JHOBPEMEHHO MPUHUMAIIH OeTa-apeHo0n0KaTopsl, 33% — 010KaTOphI

«MCIAJICHHBIX» KAJIBIUCBLIX KAHAJIOB JUJITUA3CM U BEpallaMUJl, U 4% — I[I/IFOKCI/IH).
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

B ximmMHHMYECKHX HCCIENOBAHUSAX TUKArpesiop MperuMyIIeCTBEHHO Ha3zHadaiics coBMecTHO ¢ ACK,
WHTHOUTOpAaMU TMPOTOHHOW TIOMITBI, CTaTHHAMH, OeTa-aJpeHO0IOKATOpaMH, HWHTHOUTOpaMH
AHTUOTCH3UHIIPEBpAIIaoIIero GepMeHTa 1 aHTArOHUCTAMU PELENITOPOB aHTHOTeH3uHa 11 B paMkax
JUIUTEIBHOTO TIPUEMa, a TaKXKe C TelapruHOM, HU3KOMOJIEKYJISIPHBIMU TellapuHaMH, HHTHOUTOpaMu
rmkonpoTenHoBbIX [Ib/I1la penenTopoB ayis BHYTPUBEHHOTO BBEJECHUS B paMKaxX KPaTKOCPOYHOM
tepanuu. [lo pe3ynpraTaM d3TUX HCCIEJOBAaHUNW HE BBISBICHO KIWHUYECKH 3HAUYHMMBIX

HEXKeJIaTeIbHBIX B3aUMOIEHCTBUII.

CoBMecTHOE NPUMEHEHHE THKArpenopa ¢ renapuHoM, SHOKCAapUHOM WU JIeCMOIPECCUHOM He
OKa3bIBAJIO BIUSHUE HA aKTUBUPOBAHHOE YaCTUYHOE TPOMOOIIJIACTUHOBOE BPEMsl, aKTUBUPOBAHHOE
BpeMsl CBEpTBIBaHUS W wuccienoBanne (akTtopa Xa, OJHAKO BCIEACTBHE MOTCHIUAIHHOTO
(hapMaKoIMHAMUYIECKOTO B3aUMOACHCTBHS TpeOyeTcst COOMIOAaTh OCTOPOKHOCTh TIPU COBMECTHOM

pUMeHEeHUH npenapaTta Tukarpenop Actpa3eHeka c npenaparaMu, BIUSIOIMIUMUA HAa TeMOCTa3.

B cBs3u ¢ coOOLIEHUAMU O NOJKOXKHBIX KPOBOM3JIMSAHUSAX Ha (POHE NMPUMEHEHMs CEJICKTHBHBIX
MHTUOMTOPOB OOPATHOTO 3aXBaTa CEPOTOHMHA (HAIPUMED, TTAPOKCETHH, CEPTPAIUH U IIUTATIONpPaM),
pEKOMEHyEeTCsl COOJII0IaTh OCTOPOXKHOCTh IPU HMX COBMECTHOM IPUMEHEHHU C IpenapaToM

Tukarpenop Actpa3eHeka.
4.6. PepTHIBLHOCTD, 0EPEMEHHOCTb U JIAKTALMS

>K€HIIII/IHI>I C ACTOPOAHBIM ITOTCHIIMAJIOM

KeHmmuaMm ¢ JETOPOAHBIM TMOTEHIIMAIOM  CJIEIYET HCIOJIb30BaTh HAICKHBIE METOJIbI
KOHTpALICTIUU, YTOOBl H30ekaTh OEPEeMEHHOCTH BO BpeMs Tepamuu MpernapaTtoM Tukarpenop

Acrpa3eHexa.

bepemeHHOCTH
JlaHHbBIE O TPUMEHEHUHU THKarpenopa y 0epeMeHHbIX KEHIIIMH OTCYTCTBYIOT UJIM OTPAHUYEHBI.

B uccrnenoBanusix Ha )KMBOTHBIX TUKArpesiop BhI3bIBAT HE3HAUUTENBHOE CHUKEHHE TPUOABKH MACChI
Tela y caMOK, CHIDKEHHE JKM3HECTIOCOOHOCTH, MAcChl Tella U 3aMEIJIEHUE pOCTa HOBOPOXKIECHHOTO
nmotomcTBa (cM. paszen 5.3.). Ilpenapar Tuxarpersop Actpa3eHeka MPOTHUBOIIOKAa3aH BO BPEMs

OCpEeMEHHOCTH.

JlakTanus
HoctynHble ¢dapMakoTUHAMHUYECKHE/TOKCUKOIOTUYECKHE JIaHHBIE Y JKUBOTHBIX TOKa3aiH, 4TO

TUKATrPEeJIOp U €ro aKTUBHBIE META0O0JIUTHI BBIJEISIIOTCS C MOJIOKOM (cM. pazzen 5.3.). He moxkeT ObITh
WCKIIIOYEH PHCK Uil  HOBOpoxAeHHoro/miuaaeHma. [Ipemapar Tukarpemop Actpa3eHeka

MMPOTHUBOIIOKA3aH B ICPUOJ KOPMJIICHUSA peGeHKa T'pyAbLO.

DepTHabHOCTD

Tukarpenop He oka3blBaJ BIUSAHUS HA (EPTUIILHOCTH CaMIIOB U CAMOK JKMBOTHBIX (cM. pazzaen 5.3.).
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MEXaHM3MaMHU

He mpoBoamioch uUCCIEAOBAaHUM BIMSHUS THKAarpejaopa Ha CHOCOOHOCTh K  YIPaBJICHHUIO
TPAHCIIOPTHBIMU CPEJICTBAMH U padote ¢ Mexanusmamu. [Ipenapat Tukarpenop Actpa3eHeka He
OKa3bIBaeT WM OKa3bIBAET HECYIIECTBEHHOE BIHUSAHUE HAa CIIOCOOHOCTH YNPABISITh TPAHCIOPTHBIMU
cpeacTBaMu M paboTaThb ¢ MexaHu3Mamu. Bo Bpems Tepamuu THUKarpeiopoM cooOlaioch O
TOJIOBOKPY>KCHUHU M CIIYTAHHOCTU CO3HAHUA. B CJIydyac pas3sBUTHUA OAaHHBIX SIBJICHUI nanueHTam
CIIeyeT COOMI0AaTh OCTOPOXKHOCTD MPH YIPABICHUH TPAHCIIOPTHBIMHU CPEACTBAMH HIIM padoTe ¢

MEeXaHU3MaMH.
4.8. HexkennaTesibHbIe peakuuu

Pesrome nmpodmig 0e30ImacHOCTH

[Mpodune OGe30macHOCTH THKAarpenopa H3ydaicss B MacmTaOHOH mporpaMMe KIMHUYSCKUX
UCClieIoBaHuii, B KoTopod Oosiee 58000 mManmueHTOB W 370POBBIX JTOOPOBOJBICB IMOJyYaIN
Tukarpesniop. Huke mpencTaBieHbl JaHHBIE O HEXKEJIATEIbHBIX JIEKAPCTBEHHBIX PEAKIHUsX,
OTMCUYCHHBIX B KJIMHHYECKUX WCCIICOBAHUSIX WU TMPH TOCTMAPKETHHTOBOM NPUMCHCHHH
THUKarpenopa, BKIIoudas nH(HOPMAIIHIO U3 KIMHUIECKUX UCCIICIOBAaHUH, OTHOCSIUXCS K 0JI00pEHHBIM
nokazanusMm (PLATO, PEGASUS, THEMIS u THALES). Undopmanus o0 3TUX KccIeT0BaHUSIX

npuBeJieHa B pazjene 5.1.

B uccnenoannu PLATO mnanuenTsl, nmoay4yaBiine THKArpeaop, Yaile MpeKkpaiiaid Tepanuio u3-3a
HEeXeJaTeNIbHBIX SBJICHUM, YeM MaIlUeHThI, oJy4aBIiue kionuaorpe (7,4% mno cpaBHeHuro ¢ 5,4%).
B uccnenoanuun PEGASUS y manueHTOB, MOMy4YaBIINX THUKArpeaop, 4acTOTa OTMEHBI Teparuu
M3-32 HeXeNaTeNbHbBIX SABIEHUN ObLIa BBINIE, YeM Yy MalMeHTOB, ModydaBmux MoHoTepanuio ACK
(16,1% B rpynme Tukarpenopa 60 mr B komounHaruu ¢ ACK u 8,5% B rpynne monorepanuu ACK).
B uccnenosannun THEMIS y nmanuentoB, nepenecminx YKB, yactora npekpaiiienus Tepanuu n3-3a
pa3BUTHS HEXeNaTeNbHBIX ABIEeHU cocTaBuia 21,3% mpu nmpueme THKarpenopa B KOMOWHAIUH C
ACK no cpasrenuto ¢ 13,0% npu monorepanuu ACK. B uccnegosannn THALES y nanueHTos,
MOJTy4YaBIIUX THKarpenop B komOuHanuu ¢ ACK, 9acTora OTMEHBI Tepaliy M3-3a HeXeIaTeIbHBIX
SIBJICHUI OblIa BBINIE, YeM Yy MalMEHTOB, moiydaBmux MoHoTepamuio ACK (9,7% B rpynme

tukarpesnopa 90 mr B kom6unauu ¢ ACK u 7,6% B rpynne monotepanuu ACK).

CaMpIMH 9aCTBIMH HEXeNaTeIbHBIMU pCeakusaMHU y MalqUCHTOB, IPUHUMABIINX TUKAT'PEIIOP, ObLIH

KPOBOTEYECHHE U OJIbIIIKA (CM. pa3aen 4.4.).

Tabnuynoe pE3FOME HEXKENATSIbHBIX PeaKITHi

HexenatenbHple  peakiid, OTMEUYEHHbIE B  KIMHUYECKUX  HUCCIENOBAHHSIX WIA  TpHU
MMOCTMAaPKETUHTOBOM MPUMEHEHUU TUKArpenopa, MEePEUUCIeHbI IO CHCTEMHO-OPTaHHBIM KJlaccaM U
JaCTOTC pa3sBUTHA. Yacrora Pa3BUTHA HCKECIATCIbHBIX peaKHI/Iﬁ OonpeacisICTCA ¢ UCIIOJIb30BAHUEM
CIeNYIONINX KaTeropuii: o4eHb dacto (>1/10), gwacto (>1/100, no <1/10), meuacto (>1/1000, HO

<1/100), penxo (>1/10000, HO <1/1000), ouennp peaxo (<1/10000), wyactoTa Hew3BecTHa (Ha
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Taouauna 1. HeskesnaTebHble peakuiy M0 YaCTOTE PA3BUTHUS U CHCTEMHO-OPTaHHBIM KJ1accaM

CucTteMHO-OpraHHbIH’ Ou4enb yacro Yacro Heuacro Yacrora
KJ1ace HeU3BeCTHA
Jlobpoxauecmeennbie, KpoBoteuenue u3
3710Kauecmeenmbie u omyxosnu?
HeymoyHeHHble
H08000pA306aHUs (8KIOUAS
Kucmul U NOIUNGL)
Hapywenus co cmoponul KpoBoreuenue, TpomboTnaeckas
Kposu u aumeamuieckol CBSI3aHHOE C TPOMOOIUTOIICHH
cucmembl 3a00JI€BAHUSIMY yeckas myprypa'
KpOBH®
Hapywenus co cmoponwi I'mnepuayBcTBHTEN
UMMYHHOU cucmembl BHOCTb, BKJIFOYAS
AQHTHOHEBPOTHIEC
Kuii orek!?
Hapywenus memabonusma | Tunepypukemus' | INomarpa/
U NUMaHusl MOJJar pUYECKUH
apTpuT
Hcuxuueckue nHapywenus CryTaHHOCTh
CO3HaHUSA
Hapywenus co cmoponwi l'onoBokpyxenue, | BayrpuaepenHoe | LleHTpansHoe
Hep8HOl cucmembl 00MOpOK, KpOoBOM3IUsHKEe'? | amHOD cHa,
roJIOBHast 00JIb BKJTFOYAst
neixanue Yerna-
Croxkcal®
Hapywenus co cmoponsi KpoBouznusuue B
opzana 3penus rnaz?
Hapywenus co cmoponwi Bepturo KpoBouznusuue B
opzana ciyxa u aabupunma yXo0
Hapywenus co cmoponwi bpananaputmus ',
cepoya ATPHOBEHTPHUKYJIS
pHas Gnokaza'’
Hapywenus co cmoponwi AprepuanbHas
€ocyo0os THITOTEH3HA
Hapywenus co cmoponul Oppimka KpoBoreuenue u3
ObIXAMENbHOU CUCEMb, OpTaHoB
0pP2an08 2pyoHOU KIemKu U JIbIXaTEIbHON
cpedocmenus CHCTEMBI®
Hapywenus co cmoponui Kenynouno- Perponepuronean
JHCeNYOOYHO-KUUEUHO20 KHIIEYHOE BHOE
mpakma KpoBoTeueHHES, KpOBOTEUCHHE

JAuapesi, TOIHOTA,

JIUCTIETICHSI, 3a1I0P
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COOTBETCTBYET SKCTNEPTHOMY OTHETY

ot 03.02.2026 N= 22

g,
CHCTeMHO-0OpPTraHHbIH Ouenb yacTo Yae¢ro T Hbqatro- " T EMyggaeforta’ -/
KJIace HeU3BeCTHA
Hapywenus co cmoponut [ToakoxHas uin
KOJ#CU U NOOKOHCHBIX KOXKHAs
mKanetl remMopparus’,

KOXHBIN 3y,

KO>KHAsI ChIIb >

Hapywenus co cmoponbi Kposousnusitue B
MbIUEYHOU, KOCMHOU U MBIIIIB®

COCOUHUMENILHOU MKAHU

Hapywenus co cmoponut KpoBorteuenue u3
HOYeK U MOUEBbIBOOAUIUX MOYEBBIBOASIINX
nymeil nyTei’
Hapywenus co cmoponut KpoBoteuenue u3
PEnPOOYKMUBHOU cucmembl TIOJIOBBIX
U MOJOYHbIX dicerie3 oprauos!?
Jlabopamopnuvle u [ToBbiIEHNE
UHCIPYMEHMANbHbLe KOHLICHTPAINN
oanHble KpeaTHHHHA B
kposu!
Tpasmul, unmoxcuxayuu u KpoBoreuenne
OCIOJICHEHUs. nPoYeoyp nocie
MIPOBEICHUS
MaHUIYJISLIUH,
TpaBMaTHIECKOE
kpoBoTeyenue!!

[TpuBenena 4acToTa OTKIOHEHHWH JIAOOPaTOPHBIX MOKa3aTeled (MOBBIIICHHE KOHLIEHTPAIMH MOYEBOW KHCIIOTHI
BBIIIIE BEPXHEH I'PaHUIBI HOPMBI OT HCXOIHOTO 3HAYCHHUS, KOTOpPOE OBIJIO B IIpeAeIax HOPMBI WIIM MEHEe HIKHEH
TpaHHUIBI HOPMBI, TOBBIIICHHE KOHLEHTpAIMH KpeaTuHHHa > 50% OT HCXOJHOTO 3HA4YEHMsA), a HE YacToTa
COOOIICHNH O HeXKeJIaTeNbHBIX SABJICHUAX.

Hanpumep, xpoBoTedueHne 13 omyxonu (pak) MOYEBOTO ITy3bIps, U3 OIyXOJH (pak) XelyAKa, U3 OIyXoiH (pak)
TOJICTOM KUILIKU.

Hanpumep, ckJI0HHOCTh K 00pa30BaHUIO KPOBOIIOJITEKOB, CIIOHTAHHAS [eMaTOMa, TeMOPParn4ecKuil quaTes.
Hanpumep, KOHBIOHKTHBAIBHOE, PETUHAIIBHOE, BHYTPUTIa3HOE KPOBOU3IHUSIHUE.

Hamnpumep, snuctakcnc (HOCOBOE KPOBOTEUEHHE), KDOBOXAPKAHBE.

Hampumep, KpoBOTEUEHHUE U3 JECEH, PEKTAILHOE KPOBOTEUEHUE, KPOBOTEUEHHUE U3 SI3BbI JKEILY KA.

Hampumep, 3kXx1M03, KOXKHas reMopparus, neTexusl.

Hanpumep, remapTpo3, KpOBOU3NHSHUE B MBIIIILY.

Hampumep, rematypusi, reMOpparudecKuil [UCTHUT.

Hampumep, BaruHaabHOE KpOBOTEUEHNE, TEMATOCIIEPMUS, IIOCTMEHOIIAY3a]IbHOE KPOBOTEUECHUE.

Hanpuwmep, ymm0, TpaBMaTuueckas reMaToMa, TpaBMaTHueCKoe KPOBOTEUEHHE.

T.e. cHOHTaHHOE, CBSI3aHHOE € MPOLEAYPAMU WU TPABMAaTUUECKOE BHYTPUUEPETHOE KPOBOU3IHUSHHUE.

OTMeueHo IpU TOCTMAPKETUHI'OBOM ITPUMEHCHUH.
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Onucague OTAEILHBIX HEXKETAaTENbHBIX PEAKIINNI

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Kposomeuenue

Crnyyan kpoBoreuenuii B ucciaenosauuu PLATO

CoBoOKyInHbIE JaHHBIE O 4YacToTe KpoBoTeueHuidl B wuccienoBanuu PLATO mnpeacraBieHsl B

Tabymue 2.

Tadiuna 2. AHaam3 ciay4dyaeB KpoBoredyeHuii B ucciaegoBanum PLATO mno wmeroay

Kanuana-Meiiepa (ciryuyaun KpoBoTedeHui K 12 mecsy)

TuxarpeJsop Kaonuaorpea 3Hayenue p*
90 mr 2 pa3za B N=9186
CYTKH
N=9235
OOmrast yactoTa OOJIBIIMX KPOBOTCUCHHIA 11,6 11,2 0,4336

o onpenenenuto PLATO
YacroTta 00aBIIAX 5,8 5,8 0,6988

JIeTalIbHbIX/ YIpOXKaroIuX XU3HU

KpoBOTeueHHH 1o onpeneneHno PLATO

Yacrora O0IBIIAX KPOBOTCUCHHH O 4,5 3,8 0,0264
onpenenenuto PLATO, He cBSI3aHHBIX C
AKIII

Yacrora OOMBIIAX KPOBOTCUCHHH O 3,1 2,3 0,0058

onpenenenuto PLATO, He cBsI3aHHBIX C

IIpoIeIypaMu

OOmast yacToTa OOJIBIINX M MaJIbIX 16,1 14,6 0,0084

KpoBoTeueHuil no onpenenenuo PLATO

Yacrora 00IBIINAX U MAJIBIX 5,9 43 <0,0001
KpoBOTeueHH# 1o onpenenenuo PLATO,

HE CBA3AHHBIX C IIpoHeAypaMu

Yacrora OOJIBIINX KPOBOTCUCHHIH 1O 7,9 7,7 0,5669
onpeaenenuo TIMI

YacroTra 00JBIINX U MAJIBIX 11,4 10,9 0,3272

KpoBOTeueHMi 1o onpeneneHuro TIMI

OnpeneneHust KaTeropuii KPOBOTeYeHHI:

Boabmoe JerajibHOe/yrposkaiouiee 3KM3HM KpoBoTedeHue Mo omnpenedeHurdo PLATO: kiuHUYECKH SIBHOE
KpPOBOTEUEHHE, CONPOBOKAAIOIIEECS CHIKEHHEM KOHIIEHTPALUK IreMoriobnHa 6osee yeM Ha 50 1/11 win Tpancdysueii 4
nunu 6osiee eUHUI] SPUTPOILMTHON Macchl, WIH JeTalbHOe KPOBOTCUCHHE; WIN BHYTPHUUEPEITHOE KPOBOM3IUSHIE; UIH
KpPOBOTEUEHHE B MOJIOCTh TEPUKapAa C TaMIIOHAJIOH CepJlia; WIN THUITOBOJIEMHYECKNH IIOK WM TsDKeas THIOTeH3NS,
BBI3BaHHBIE KPOBOTEUYEHHEM U TPeOYIOIINe MPUMEHEHHUS BA30KOHCTPUKTOPOB/HHOTPOITHBIX MPENapaToB WK MPOBEICHUS
OTIEPaTHBHOTO BMEIIATEIIBCTBA.

Jpyroe 0oJib110€e KpoBoTedeHne Mo onpeeaeHuo PLATO: xmuHIYECKN SBHOE KPOBOTEUEHHE, COIIPOBOXKIAIOIIEECs
CHIDKEHHEM KOHIEHTpaluu reMoriioduna Ha 30—50 1/ uiu Tpedytoiee TpaHC(y3nuH 2—3 eAMHHL 3PUTPOLIUTHOI MACCHI;
WIN BBI3BIBAIOIIEE CYIIECTBEHHYIO HE1eeCTIOCOOHOCTD TAIEHTA.

MauJioe kpoBoTeueHue nmo onpeneseHuro PLATO: kpoBoTeueHue, TpeOyrollee MEIUITMHCKOTO BMEMIATeIbCTBA ISl
OCTAaHOBKH WIIY JIEYEHUSI KPOBOTECUEHHUSI.

JApyroe Ooabuioe KpoBoTeyeHue mo omnpeaedenuto TIMI: kiMHUYECKHM $IBHOE KPOBOTEUYEHHUE CO CHIIKEHUEM
KOHIIEHTpanuu reMoriodrnHa 6omee yem Ha 50 1/11; HIM BHY TPUUEPETTHOE KPOBOUBIUSHUE.

Mauioe kpoBotreyeHue no omnpeaeneHuo TIMI: xiIMHUYECKH SIBHO€ KPOBOTEYEHHME CO CHMKEHUEM KOHLIEHTPALUU
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COOTEBETCTEYET 3KI( OMY OTUYETY

* 3HaueHHWE p, PACCUMTAHHOE MO MOJETH IIPOIOPIHMOHANBHBIX pHUCKOB Kokca, ¢ Tpymmod JedeHHs B KadecTBe

€JMHCTBEHHOW HE3aBUCHUMOM MTEPEMEHHOM.

B rpynmax tukarpenopa U KJIOMUJOTpesia HE ObLIO BBISBICHO Pa3iHYMi MO 4YacTOTe OOJBIIMX
JIETATBHBIX/YTPOXKAIONIUX JKU3HW KpoBoTeueHuH 1o onpeneneHuto PLATO, oOmeir dacrore
OonpmMx KpoBOoTeueHudd 1o onpeneneHutro PLATO, dwacrore OONBIIMX KpPOBOTCUEHUH IO
onpenenenuto TIMI wim gactore mManbix KpoBoTedeHwuid mo onpeaeneHuto TIMI (cm. Tabmuiy 2).
Opnnako 001mas yactoTa O0JBIINX U MAJIBIX KpoBOoTeueHUH 1mo onpeneneHnto PLATO Obuta Beiie B
rpynne TUKarpejaopa Mo CpaBHEHHIO C rpymmnoil kimomujaorpena. OTMEYEHO HECKOJBKO CIy4yacB
netanbHbIX kpoBoTeueHuit: 20 (0,2% nauunentoB) B rpymnme tukarpenopa u 23 (0,3% nanueHToB) B

rpynne KJIonuaorpena.

Bospact, mon, macca Ttenma, paca, reorpaduueckuil pEeruoH, COIMyTCTBYIOIIUME 3a00JIeBaHUA,
COMYTCTBYIOILAsl T€pamusi, aHaMHE3, BKJIKOYas IpeaecTBYOWUNA HHCYnbT 1 TUA, He BIUSIM Kak
Ha OOMIYI0 4acTOTy OOJIBIIUX KpoBOTeueHUH 110 onpeeneHnto PLATO, Tak 1 Ha 4acTOTy OOJIBIITNX
KPOBOTEUCHH, HE CBSI3aHHBIX C Mporieaypamu, 1o onpenencanio PLATO. Takum o6pa3om, He ObUTH

BBISIBJICHBI I'PYIIIIBI ITIOBBIICHHOI'O pUCKA KpOBOTequHﬁ.

Kposomeuenue, ceaszannoe ¢ AKII: B uccnenosannu PLATO y 42% nanuenTtoB u3 1584 (12% u3
koroptel), nepenecmmx AKII, pa3BuBanuce OoJblIue JETaIbHBIC/YTPOXKAIOIMINE JKU3HU
KpoBoTeueHus: 1o omnpeaenennio PLATO 0e3 3HauMMBIX pa3iuyuil B 00€UX TpyNIax JICUCHHS.
JletranbHoe kpoBoteueHue, cBsizanHoe ¢ AKIIl, orMewanoch y 6 ManueHTOB B KaXJOW TpymIe

nedeHus (cm. paszuen 4.4.).

Kposomeuenue, ne ceasannoe ¢ AKIL, u kposomeuenue, He cesaszannoe ¢ npoyedypamu: TPYIIIbL
TUKarpesiopa M KJIONUAOrpesa He OTIMYAINUCh MO YacToTe OONBLIMX JETANIbHBIX/yTPOXKaIOIIUNX
KU3HU KpoBoTeueHMi, He cBsA3aHHbIX ¢ AKII no onpenenennto PLATO, Ho B rpynne Tukarpenopa
oTMeyasiach Oosiee BbICOKasi 00Iasi yacToTra OONbIIMX KpoBoTeueHUil mno omnpenenenuto PLATO,
OonpIIUX KpOBOTeueHM 1o ompeneneHuto TIMI, Oonbmux #u MaJbIX KpPOBOTEUYCHHM TIO
onpeaenenuto TIMI. AHanorn4so, ecnu yJaluTh BCE CIly4ad pa3BUTHsI KPOBOTEUEHHMH, CBSI3aHHBIX
C MpoLeaypaMu, B TpyIIe THKarpeaopa oTMedeHa 0ojiee BBICOKAs 4acTOTa KPOBOTEUEHUH, YyeM B
rpymme kionuporpena (cm. tabmuiy 2). [lpekparieHue jgedeHHs BCIEICTBUE KPOBOTECUEHUS, HE
CBSI3aHHOTO C MPOIEaypaMu, ObLII0 0oJiee YacThIM B TpyIine TUkarpenopa (2,9%) mo cpaBHEHHUIO ¢

rpynmnoii knonuaorpena (1,2%, p <0,001).

Brympuuepennoe kposousnuanue: B TpyIiie TUKarpenopa Obljla OTMeUYeHa 0oJiee BHICOKask 4acToTa
BHYTPUYEPEIIHbIX KPOBOUBIUSHUN, HE CBA3aHHBIX € mpoueaypamu (27 KpoBOU3IUSHUN y 26
nanueHToB, 0,3%), yem B rpymnmne kionugorpena (14 kposoumzmusHuii, 0,2%), u3 xortopsix 11
KpOBOU3JIMAHUI Ha (oHe TuKarpenopa u 1 Ha (oHe KiIonuaorpena ObuTH eTanbHbIMU. OJHAKO HE

OBLIO 3HAYMMBIX pa3J'II/I‘{I/II71 o O6H_ICMy YUCITY JICTAJIbHBIX KpOBOTe‘-IeHI/II\/'I.

Cayuau kpogomeyenuti 8 uccieoosanuu PEGASUS

CoBOKyIHBIE JaHHBIE O 4YacTOTe KpoBoTeueHwmit B ucciaegoBanuu PEGASUS mpexncraBiensl B

Tabimue 3.
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Tadiuna 3. AHaau3 ciayyaeB KpOBOTEYeHHUM nccnéﬂ&#émlwg% §| '::II'IOT :ivi'le'rlt')ﬂ"v
Kannana-Meiiepa (c.iydan KpoBoTeueHH# K 36 mecsiiy)
TukarpeJsop 60 mr 2 paza B MoHoTepanus
cytkn + ACK ACK
N=6958 N=6996
OTHoOLIEHnE
KoHeunble TOUYKHU OlleHKH 0€30MACHOCTH KM% PHCKOB KM% 3HauyeHmue p
(95% AN)
Kareropun kposoredenuii no onpeaeaenuro TIMI
Yactota OONBIIMX KPOBOTCUCHUHA IO 23 2,32 1,1 <0,0001
onpenenenuro TIMI (1,68, 3,21)
JletanbpHBIC KPOBOTCUCHHUS 0.3 1,00 0.3 1,0000
(0,44, 2,27)
Buytpudepenssie 0,6 1,33 0,5 0,3130
KPOBOU3IHSIHUSL (0,77, 2,31)
Jpyrue Oonplire KpOBOTEYESHUsI 1O 1,6 3,61 0,5 <0,0001
onpenenernuto TIMI (2,31, 5,65)
YacToTa OOIBIINX UM MAJIBIX 34 2,54 1,4 <0,0001
KpoBoTeueHwHi 1o onpeneiaeruo TIMI (1,93, 3,35)
YacTtoTa OONBIINX, WA MaJIBIX 16,6 2,64 7,0 <0,0001
KPOBOTCUCHHH, HITH TPEOYIOLTIX (2,35,2,97)
MEIUIUHCKOTO BMEIIATEIbCTBA 110
onpenenenuo TIMI
Kareropuu kpoBoredenuii no onpeaenenno PLATO
Yactota OonbIIMX KPOBOTEUCHHU IO 3,5 2,57 1,4 <0,0001
onpenenenuto PLATO (1,95, 3,37)
JleransHbie/ 2.4 2,38 1,1 <0,0001
YIPOXKAIOIIUE KU3HH (1,73, 3,26)
Jpyrue Oonbiue KpOBOTSUSHUSI O 1,1 3,37 0,3 <0,0001
onpenenenuio PLATO (1,95, 5,83)
YacToTa OOIBIINX U MAJIBIX 15,2 2,71 6,2 <0,0001
KpoBoTeUeHH 1o onpenenenno PLATO (2,40, 3,08)

[Ipumeuanue: 1IN — noBepurensHblii uHTEpBaN, KM — onienka no Kamnany-Meiiepy.

OnpeneneHust KaTeropuii KPOBOTeYeHHI:

Boabmoe kpopoTteuyeHne mno omnpeaejgenuto TIMI: neranmpHOe KpoBOTEUEHHE; WIH JII000€ BHYTpHUYEpPEIIHOE
KPOBOM3JIMSHKE; WM KIMHWYECKH SBHBIC NMPHU3HAKM KPOBOTEUEHMS CO CHIDKCHHEM KOHILEHTPAIMM TeMOIJoOnHa Ha
50 r/n nnm Gonee, WK, €CIM JJaHHBIE O KOHIEHTPALMM TeMOTI00NHA OTCYTCTBYIOT, CO CHIDKCHHEM I'€MaTOKpHTa Ha
> 15%.

JleranbHoe KpoBoTedyeHue mo omnpeneneHuro TIMI: kpoBoreueHune, HENOCPEACTBEHHO MNPUBOMASAILLEE K CMEPTH
MaleHTa B TEUeHHUE 7 CyTOK.

Jpyroe 0oJib110e KpoBoTeyeHue no onpeneneHuro TIMI: ue neransHOe O6ONBIIOE KPOBOTEUEHHE IO OTPEACIICHUIO
TIMI, He BHYTpUUEPETHOE KPOBOU3IUSIHUE.

Manoe kpoBoTedyenue no onpegenenuro TIMI: knuHUUeCKU IBHOE KPOBOTEUEHHUE, COMPOBOXKIAIOILEECS CHIKEHUEM
KOHIICHTpauu remoriaoouna Ha 30—50 r/m.

KpoBoTeuenue, Tpedyoiiee MeIMIMHCKOT0 BMemaTeabCTBa, Mo onpenegenuro TIMI: kpoBoreuenue, Tpedytoriee

MEIUIIMHCKOIoO BMCIIATC/IbCTBA, UIIN Ipe6y10mee rocnuraian3anuu; UJin Ipe6y10mee HCOTJIOKHOTI'O O6CJ'I€,HOBaHI/I$I.
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OMY OTYETY

BHYTPHYEPEITHOS KPOBOM3JIMSAHME, MM KPOBOTEUEHHE B IIOJOCTh IIEpHUKapia C TaMIIOHAaNoOH cepaua; MM
THIIOBOJIEMUYECKUH IIOK WM TsDKENas TUIOTCH3US, BBI3BAaHHBIC KPOBOTEYCHHEM W TpeOyloue NpHUMEHEHUs
Ba30KOHCTPUKTOPOB/MHOTPOITHBIX IPENApaTOB WK IIPOBEJCHUS ONIEPATHBHOTO BMEIIATEILCTBA; WM KIMHHYECKHU SIBHOE
KpPOBOTEUCHHE, COIPOBOXKIAIOIICECs CHIDKCHIEM KOHIIEHTpAIMH reMorioouHa Ooee, uem Ha 50 1/71, mim TpaHcdysneit
4 wm Goee eNUHUI IPUTPOIUTHON MACCHI.

Jpyroe 0Oogbmoe kpoBoTedenue mno omnpenenennio PLATO: kpoBoreueHue, BBI3BIBAIOLIEE CYLIECTBEHHYIO
HEJeeCriOCOOHOCTD MAIMeHTa; WM KIMHHYECKH SBHOE KPOBOTEUECHHE, CONPOBOXKIAIOIIEECs CHIDKCHIHEM KOHIICHTPALN
remornobmuna Ha 30—50 1/71; mau Tpedyromee TpaHC)y3un 2—3 eAUHUI] SPUTPOIIUTHON MACCHI.

Masnoe kpoBoTeyenue nmo onpenenenuio PLATO: kpoBoreuenue, Tpedyromee MEAMIIMHCKOTO BMEIIATENbCTBA IS

OCTAaHOBKH WJIA JICUCHUA KPOBOTCUCHMUS.

B uccnenoBanun PEGASUS TIMI-54 Gonpmme kpoBoTeueHus 1o omnpexaeneHutro TIMI mpu
MpUMEHEHUH TUKarpesopa 60 Mr JiBa paza B CyTKH BO3HUKAJIM 4Yaiie, yeM npu MoHotepanuu ACK.
He naGmronanoch NOBBIIEHHS PUCKA JIETAbHBIX KPOBOTEUEHUI; OTMEUEHO JIMIIb HE3HAUUTEIbHOE
YBEJIMUEHUE YaCTOThl BHYTPUUEPENHBIX KPOBOM3IMSIHHM 1O cpaBHeHHIO ¢ MoHoTepanuei ACK.
OTMeueHO HECKOJIBKO clydaeB JeTanbHbIX kpoBoTeueHuit: 11 (0,3%) B rpynmne tukarpenopa 60 mr
u 12 (0,3%) B rpynne monotepanuu ACK. IloBbllIeHHBIH PHCK OOJBIIUX KPOBOTEUCHHI IO
onpeaenenuto TIMI npu npumenenuun tuxarpenopa 60 mMr ObL1 00YCIOBIIEH, IJIABHBIM 00pa3oM,
Ooyiee BBICOKOH YacTOTOW ApPYyrux OONBIIMX KpoBOTeUeHHMH mo ompeneneHuro TIMI 3a cuer

JKCJIIY JOYHO-KHIICYHBIX KpOBOTe‘IeHI/If/'I.

AHaJ0ru4HO OOJIBIINM KPOBOTEUEHHM 110 onpenenenuto TIMI, na ¢hone mpuMeHeHus THKarpeiaopa
60 Mr 0TMEYEeHO MOBBIIICHHE YAaCTOThI OOJIBIINX WM MalIbIX KPOBOTEUECHUH 10 onpenenenuto TIMI,
00X KpoBoTeueHUi 1o onpeneneHnio PLATO u OONbIIMX WM MalbIX KPOBOTCUCHUH I10
onpenenennio PLATO (cm. tabmumy 3). [lpekpainienne Tepanuu BCICICTBUE KPOBOTCUCHUH OBLIO
Oosee yacTbIM Ipu npueme Tukarpenopa 60 mr, yem npu MoHotepanuu ACK (6,2% u 1,5%
COOTBETCTBEHHO). BOJIBIIIMHCTBO 3TUX KPOBOTEUEHUH ObUIM MEHEE TSKEIBIMH (ONpeNesuIuCh Kak
KPOBOTEUYEHHSI, TPEOYIOIIUE MEIUIIMHCKOTO BMEIIATeNIbCTBA, 10 onpeneneHuto TIMI), nanpumep,

HOCOBOC KPOBOTCYCHUE, KPOBOIIOATCKU, ITCMATOMBI.

[Tpoduns 60apmKx KpoBOTEUeHUH O onpeaeneHuto TIMI, GoNbIINX UK MaTBIX KPOBOTEUYEHUH TTO
onpenenenuto TIMI u 6onpmux kpoBoteueHuit no onpeaeneanto PLATO ans tukarpenopa 60 mr
ObLT COMOCTAaBUM B HECKOJIBKMX 3apaHee ONpeAeICHHBIX MOATPYINax (HaIpuMep, B 3aBUCUMOCTH OT
BO3pacTa, Ioja, Macchl Tela, pachl, reorpaguueckoro peruoHa, COIyTCTBYIOIIMX 3a00JIeBaHUU,

COITYTCTBYIOIIEH Teparnuu 1 aHaMHE3a).

Buympuuepennoe kposousnusinue: CIOHTaHHbIE BHYTPUYEPENHBIE KPOBOU3JIUSHUSA OTMEUAIU CO
CX0el yacToTol mpu nmpuMeHennu Tukarpenopa 60 mr u monotepanuu ACK (mo 13 ciyuaes, 0,2%
B KaXXJOW rpymnme jeuyeHus1). Yactora BHYTPUUEPENHBIX KPOBOM3IMSIHUN BCIEACTBUE TPaBMBbl MU
nporexypsl Obula HEMHOTO BBIIIE MpHU Tepanuu Tukarpenopom 60 mr (15 cmywaes, 0,2%) mo
cpaBHeHuto ¢ MmoHotepanueit ACK (10 cioyuaes, 0,1%). OTMeueHo 6 neTalbHBIX BHYTPUUYEPEITHBIX
KPOBOM3JIMSHUN NPH npreMe TUKarpesopa 60 Mr u 5 neTalbHbIX BHYTPHUYEPENHBIX KPOBOU3IHSHUI
— npu MoHoTepanuu ACK. Yacrora BHyTpUUYepenHBIX KPOBOM3IMAHUN OblIa HU3KOH B 00enx

rpymmnax JICUCHUA, YIUThIBAA 3HAYUMBIC COITYTCTBYIOIIUC 3a00JIeBaHHS U (I)aI(TOpLI pUCKa pa3sBUTUA
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CEPAEYHO-COCYAUCTBIX OCIOKHEHUH B UCCIIEAYEMOU I OHVJ'ISIHPIIEI.

COOTBETCTBYET ZKCNEPTHOMY OTUETY

Cayuau kposomeuenuti 8 uccreoosanuu THEMIS v nauuenmos, nepenecuux YKB

CoBOKyINHBIE JaHHBIE O YacToTe KpoBoTeueHuil B wucciaegaoBanuu THEMIS y mnanueHTos,

nepenecuinx YKB, npusenens! B Tadbnule 4.

Taouauna 4. Anajaus ciiydaeB KPOBOTe4YeHUI y manueHToB, nepeneciunx YKB, B ucciienoBanumn

THEMIS no merony Kansiana-Meiiepa (ciiydyau KpoBoTeueHnid Kk 36 mecsiny)

Tuxkarpenaop MonoTtepanus
2 pa3za B cyTku + ACK ACK
N=5536 N=5564
OTHoIeHne
Koneunble ToUKkH 6€30MaCHOCTH KM% PHCKOB KM% Suavetme
(95% JI) P

Kareropum kpoBortedenmii no onpegejenno TIMI
Yacrora OOJBIIAX KPOBOTCUCHHI O 2,4% 2,03 1,3% <0,0001
onpenenenuto TIMI (1,48, 2,76)
YacToTa OONBIIMX WU MaIbIX 3,4% 2,23 1,7% <0,0001
KpoBoTeueHul no omnpezaenenuto TIMI (1,70, 2,92)
YacToTa OONBIIMX WX MaIbIX 13,1% 2,28 6,3% <0,0001
KPOBOTCUCHHHN, HITH KPOBOTCUCHHIA, (1,99, 2,62)
TpeOYIOUX MEIUIIMTHCKOTO
BMeELIATENbCTBA 10 onpeenenuto TIMI
Karteropum kpoBoteuenuii no onpenesesuro PLATO
Yacrora OOJBIIAX KPOBOTCUCHHI O 3,8% 2,22 1,9% <0,0001
onpenenenuto PLATO (1,72, 2,86)
YacroTa JeTambHBIX/yTPOKAFOIINX )KAZHA 2,5% 2,10 1,3% <0,0001
KpPOBOTECUCHHH (1,54, 2,86)
YacToTa 1pyrux OOJIBIINX KPOBOTEUEHUN 1,5% 2,53 0,6% <0,0001
o onpenenenuro PLATO (1,64, 3,93)

Onpenenenue KaTeropuii KPOBOTEUEHUI:

Boabmoe kpopoteuyeHne mno omnpeaejgenuto TIMI: nerampHOe KpoBOTEUEHHE; WM JII00O€ BHYTpHUYEpEIHOE
KPOBOM3JIMSHKE; WIM KIMHUYECKH SBHBIC NMPHU3HAKM KPOBOTEUEHMS CO CHIDKCHHEM KOHILEHTPAIMM TeMOTJoOHMHa Ha
50 r/n wunu Oosee, WK, €CIM JIAaHHBbIE O KOHIIEHTPALMM IeMOIJI00MHA OTCYTCTBYIOT, CO CHIDKEHHEM IeMaTOKpHTa Ha
> 15%.

Kposomeuenue, ceasannoe ¢ AKIL: neranpHOe KpPOBOTEUEHHWE WM IEPHONEPAMOHHOE BHYTPHUYEPEITHOE
KPOBOM3JIMSHKE, WIN TTOBTOPHASI ONEpalnysl MOCJe 3aKpBITHS pa3pesa IMPpH CTEPHOTOMHHM JUIS KOHTPOJIS KPOBOTEUCHUS,
Wi Tpanchy3us > S eMHUIL 1IeTBbHOW KPOBHU HITH 3PUTPOLIMTHOI Macchl B TedeHue 48 uacoB (TpaHcdy3us yepes cucteMy
Cell Saver He yuuTBhIBaeTCs IIPH yueTe 00beMa NpernapaTroB KPOBH), MM BbIJIEJICHUE U3 APEHAKHOHN TUIEBPAILHON TPYOKH
> 2 J1 B TeueHue 24 4acos.

Mauioe kpoBoTedeHue 1o onpegejgeHuro TIMI: knMHUYECKH SIBHOE KPOBOTEUEHUE, CONIPOBOMKAAIOILEEC CHUKEHUEM
KOHIeHTpaluu remoryioonHa Ha 30—50 /1 wim cHKeHneM rematokputa Ha >10% mo <15%, win, mpu OTCYTCTBHHU
Ha0I1I0/1aeMO# KpOBOIIOTEPH, CHIXKEHUE KOHIIEHTPaLUK reMOoTI00nHa Ha > 40 1/)1 Wiy CHIKeHUE reMaToKpuTa Ha > 12%.
KpoBoTeuenue, Tpedyronee MeTUIIMHCKOTO BMeNIATEIbCTBA, 10 onpeneaeHuio TIMI: kpoBoTeueHue, Tpedyroiee
MEANUIIMTHCKOTO BMEIIATEeIhCTBA; WK TPeOyIoIIee ToOCIUTATN3AINI; WIH TpeOyolee HEOTIOKHOTO 00CIIeTOBaHHS.
Boabuioe JeranbHoe/yrpoxkaouiee »KU3HH KpoBoTeueHHe mo omnpeaeneHuro PLATO: neramsHOE; miam soboe

BHYTPHUUYCPCIHOC KPOBOU3JIMAHUEC, HWJIM KPOBOTCYCHUC B TIOJOCTH TII€pUKapaa C TaMHOHa,Z[Oﬁ cepana; uin
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Ba30KOHCTPUKTOPOB/MHOTPOIHBIX IPENapaToB WM NPOBEICHHS OIIEPATHBHOTO BMENIATEIbCTBA, MM KIMHUYSCKU SBHOE
KpPOBOTEUEHHE, COITPOBOXKIAIONICECS CHIDKEHNEM KOHLIEHTpALK reMoriioonHa 6osee, yeM Ha S50 1/71, wiu tpaHcdysuen
4 nnm GoJjiee eqMHUL] IPUTPOLIUTHON MACCHI.

Kposomeuenue, ceazannoe ¢ AKLL: neransHOe KpOBOTEUEHHE W IIEPUOIIEPAIHOHHOE BHY TPHUYEPEITHOE KPOBOTEUCHHE,
WY TIOBTOPHASI OIepalys MOCIe 3aKphITUS pa3pesa IPH CTEPHOTOMHH I KOHTPOJIS KPOBOTEUCHHS, WIH TpaHCHY3us
> 5 eMHUII HEeJTBHOM KPOBU WIIM 3PUTPOLIUTHON Macchl B TeueHue 48 yacoB (TpaHcdysus yepes cucremy Cell Saver ne
OyZeT yYUTHIBaThCA IMPH pacdeTe MPernapaToB KPOBH), WK BBHIICICHUE U3 JPCHAXHOHN IUIEBpaiIbHOI TpyOKM > 2 1 B
TedeHne 24 4acos.

Jpyroe 0Ooabmoe kpoBoTeuenue mno omnpeneaennio PLATO: kpoBoreueHue, BBI3BIBAIOLIEE CYLIECTBEHHYIO
HEJleecOCOOHOCTh MAIMEHTa; WIH KIMHUYECKH SBHOE KPOBOTEUEHHE, CONPOBOIKAIOIIEECS CHUKEHHEM KOHIIEHTpauu

remornobmuna Ha 30—50 1/71; mau Tpedyromiee TpaHCPy3un 2—3 eAUHUI] YPUTPOIIUTHON MACCEHI.

OTMe4YeHO HECKOJIBKO CIy4aeB JIETAIbHBIX KPOBOTEUCHHUI: 6 B rpyIIe THKarpeaopa B KOMOMHAIINN
¢ ACK u 6 — B rpynne moHorepanuu ACK. KonanuecTBo NanueHTOB ¢ BHYTPUUYEPENIHBIM
KpOBOM3JIMSHUEM B rpymnmne Tukarpenopa B koMmOuHammu ¢ ACK cocraBuno 33, a B rpymme

MoHoTepanuu ACK —31.

[Ipekpaiienue nedeHus BCIEACTBUE KPOBOTEUCHUH y ManuenToB, nepenecmux YKB, Obio G6onee
4acThIM IIPH Tepanuu TukarpenopoM B komouHauu ¢ ACK no cpaBHenuto ¢ moHorepanueii ACK
(4,7% u 1,3% coorBercTBeHHO). Hanbonee yacTbIMU TUIIaMU KPOBOTEUYEHMId, MTPUBOJUBIINMH K
IPEKpAIEHUI0 TNPUMEHEHUs] THUKarpeiaopa, ObUIM HOCOBOE KPOBOTEUEHHE U CKIOHHOCTb K

00pa30BaHUIO KPOBOIIOJITEKOB.

Cayuau kposomeyernuil 8 uccreoosarnuu THALES

CoBoKymHbBIE JaHHBIE 0 YacTOTe KpoBoTeueHuit B uccienoBanuu THALES npencraBnens! B Tabnuie

5.

Tabauua 5. Yacrora kpoBoTeuenuii B ucciaenopanun THALES (ouenka no Kansany-Meiiepy

K 30 guro)!
Tuxarpesaop 90 Mr ABa pa3a B cyTKHU + Monotepanusa ACK
ACK
N=5523 N=5493
KoHeuHble TOUKH IManueHTsl € KM%? OTtHoleHue IManueHTsI € KM%? | 3unauenue
0e3onmacHocTH COOBLITUAMM PHMCKOB cOOBLITUAMM )2
(95% AN)

Karteropum kpoBotedenmii no onpegejennro GUSTO

YacToTa TSHKEIBIX

KpOBOTEUYEHHH 110 3,99

28 (0,5%) 0,5% 7(0,1%) 0,1% 0,001
OnpeieIeHUI0 (1,74, 9,14)
GUSTO

YacToTa TSHKEIBIX

NN YMCPECHHBIX

3,27
KPOBOTCUCHHIA 10 36 (0,7%) 0,6% 11 (0,2%) 0,2% <0,001
(1,67, 6,43)
OTIpe/IeTICHUIO
GUSTO
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pPaHIOMU3UPOBAHHBIX MAIMMEHTOB HE3aBUCHUMO OT CO6JHO,Z[CHI/I}I NMH TIPOTOKOJAa W TNPOAOJDKECHHUA Yy4dacTHUA B
HUCCIICAOBAaHHU.

Ornenka no merony Kamnnana-Meitepa.

OmnpeneneHuss KaTeropuii KPOBOTEYEHHUIH:

Tskenoe kpoBoTedeHue mo onpeaeaeHuro GUSTO: mroboe U3 mepednciieHHBIX COCTOSHIN: JIETaIbHOE KPOBOTCUCHNE;
BHYTPUYEPEITHOE KPOBOM3IHMSHUE (MCKIIOYas OEcCHMITOMHBIE TeMOpparnieckue TpaHchopMaluu HIIEeMHYECKUAX
MH(APKTOB T'OJOBHOTO MO3Ta U MHUKPOKPOBOM3ZNHUSHUS < 10 MM, BBEIABISIEMBIC TOJIBKO IPH MarHUTHO-PE30HAHCHOH
ToMOorpadMu ¢ TPAJUCHTHBIM 3X0); KPOBOTEYEHHE, KOTOPOE BBI3BATO HApYIICHHE T'€MOJMHAMHKH, Tpelyromiee
MEIMIIMHCKOTO BMEIIATENbCTBA (HApHUMEp, CUCTOJIMUECKOe apTepuaibHoe AaBieHue < 90 MM pT. CT., YTO MOTpeOOBaIO
BOCIIOJIHEHHSI KPOBOIOTEPH WM KOPPEKIMU THUIOBOJIEMHM, WM Ba30IPECCOPHOI/MHOTPOITHON IOJAEPIKKH, HWIIN
XHPYPrHIECKOTO BMEIIATENHCTBA).

YmepenHoe kpoBotedenue no onpeaenennto GUSTO: kpoBoTeuenne, Tpedyromee TpaHCPy3nuu IeT-HON KPOBU HIIH

BpHTpOHHTHOﬁ MaccChI, 0e3 HapylieHusA reMOoJUHaAMUKHU (COFﬂaCHO OIpPCACIICHUIO BI)IHIe).

B uccnenoBanuu THALES uacrota Tskenbix kpoBoteueHuid no onpeneneHuto GUSTO B rpymre
Tukarpesnopa 90 mr 1Ba paza B cyTku B komOuHauuu ¢ ACK 6bu1a Bblllie, 4eM B IpyIilie MOHOTepanuu
ACK. Cxoxas kapTMHa HaOI0Aanach sl KATErOPUM TSDKEJIBIX MM YMEPEHHBIX KPOBOTEUEHHUM 1O
onpeneneHuto GUSTO (cm. tabnuity 5). BBumy HEOONBIIOTO YHCHIA TSKEIBIX KPOBOTCUEHUU TIO
onpenenenuto GUSTO He mnpencTaBisieTcss BO3MOXHBIM CJIeJIaTh BbIBOJ B OTHOILEHUM PHUCKA
KpPOBOTEUEHHMSI B pa3IMyHbIX ojarpynmnax. [Ipekpaiienue tepanuu BClieACTBUE KPOBOTEUEHUS OBLIO
6onee yacTeiM npu npuMeHeHnu tukarpenopa 90 mr ¢ ACK, yem npu monorepanuu ACK (2,9% un

0,6% COOTBETCTBEHHO).

Buympuuepennoe kposousznuanue u remanvroe kposomeuenue: B rpynie tukarpenopa 90 mr c ACK
O0bu10 oTMeueHo 21 BHyTpuuepenHoe kpoBouziusHue (19 cmontanHbix, 1 TpaBMatmyeckoe, 1
CBA3aHHOE C TMpoleaypaMu) U 6 BHYTPUUYEPENHBIX KpPOBOM3NMMUSHUNA (3 CIOHTaHHBIX, 2
TpaBMaTHYeCKUX, | cBs3aHHoe c mpoueaypamu) B rpynne MoHorepanuu ACK. JleranmbHble
KpoBoTeueHHs npouzouuty y 11 mauuenToB (10 jeTanbHbIX BHYTPHUUEPENTHBIX KPOBOM3IUSAHUM, 1
JeTajgbHOE KeNMyJOYHO-KUIIeYHOe KpoBoTeueHue) B rpymnmne tukarpenopa 90 mr ¢ ACK u y 2

MaUeHTOB (2 JeTaNbHbIX BHYTPUYEPEITHBIX KPOBOM3IUAHUSA) B rpymie MmoHoTepanuun ACK.

Oovluika

B uccnenoBanun PLATO HexenaTenbHble SIBICHHUS B BUJE OABIIMIKH (OJBIIIKA, OBIIIKA B ITOKOE,
OJbIIIIKA MpHU (U3NYECKOM Harpyske, MapoKCH3MajibHas HOYHAs OJbIIIKA M HOYHAs OJIbIIIKA)
pazBuBanuck y 13,8% mnanueHToB, moiaydaBmux Tukarpesop 90 mr 2 pasza B cytku, u y 7,8%
MAlUEHTOB, IPUHUMABLINX KIONMUJIOTpes 75 Mr oauH pa3 B cyTku. Ilo olieHke uccnenosarenei, y
2,2% mnanueHToB M3 rpymmbl TUkarpenopa u y 0,6% mnanMeHToB U3 IpyHIbl KIOMMIOTpENa B
uccnenoBannu PLATO ofpliika Obliia CBsi3aHa C Tepanueil; HeCKOJIBKO CllyyaeB ObUIN CEepbe3HbIMU
(0,14% B rpynme tukarpenopa u 0,02% B rpynme kimonuaorpena) (cm. pasaen 4.4.). B 6onbmmHCTBE
CJIy4aeB OJIbIIIKa ObuIa clabol MM YMEPEHHOM BhIPaKEHHOCTH U YacTO paspelanach 6e3 OTMEHbI
npoBoguMoOl Tepanuu. OOBIYHO OJIBIIIIKA pa3BUBANACh B Hayaje Tepanuu M y OOJBIIMHCTBA

ManuCHTOB BO3HUKAJIA B BUAC OAHOKPATHOI'O 21TU304a.

[To cpaBHEHHUIO ¢ Tepanuen KIOMUIOTPEIoM, Y arueHToB ¢ OporxuansHoi actMoi uin XOBJI Ha
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Hecepbe3HOW HexenaTtenbHON peakuuu (3,29% B rpynme Tukarpeiaopa u 0,53% B rpymme
KJIOMUJOTPEa) U KaK cepbe3Hor HexenaTenbHou peakuuu (0,38% B rpynme tukarpenopa u 0,00%
B Ipymme kionuaorpena). B aOcomoTHOM BBIpaXEHUH ITOT PUCK OBLI BHIMIE, YeM B 0OmIei
nonysiuun  uccnenoBanusi PLATO. Tukarpenop cieyeT ¢ OCTOPOKHOCTbIO MPUMEHSTH Y

MalKUeHToB ¢ OpoHxuanbHOM actMoi n/minu XOBJI B anamuese (cm. pazaen 4.4.).

Oxoo 30% >nu30/10B OJBINIKK pa3peliminck B Teuenue 7 nuei. B uccnenosanne PLATO Obuin
BKJIIOYECHBI MAIMEHTHl C 3aCTOWHON cepaeyHoi HemoctatouHocThio, XOBJI unm OponxuampHON
acTMOM. DTHU MallMEHTHI, a TAK)KE MalMeHThI 00Jiee MOKUIIOT0 BO3pacTa, Jaille coo0I11any 00 ObIIIKe.
B rpynne tukarpenopa 0,9% naunuentoB u 0,1% nanueHToB B Ipyliie KJIONUAOrPea IPEeKpaTHUIN
IIPUMEHEHHUE MCCIEAYEeMOro IIpernapaTa H3-3a pa3BUTUs OJBIIIKUA. bojee BbIcOKas wyacToTa
BO3HUKHOBEHUS OJBIIIKY HA ()OHE MPUMEHEHHS TUKArpesopa He CBA3aHa C IMOSBICHUEM HOBBIX HITH
YXYALIEHUEM TE€UCHUS UMEIOIINXCs 3a00JIeBaHUMN CEPIIEYHO-COCYAUCTON CUCTEMBI UJIH JIETKUX (CM.

paznen 4.4.). Tukarpenop He BIUsET HAa TOKa3aTeNu (YHKIIUU BHEIIHETO AbIXaHus (cM. pazaen 4.4.).

B uccnenosannu PEGASUS oppimika otmeuanace y 14,2% nainueHToB, Moay4yaBiux Tukarpesaop 60
M JIBa pa3a B CyTKH, U y 5,5% nanueHToB, noixydasmux MoHorepanuio ACK. Kak u B uccnenoBanuu
PLATO, B GosbLIIMHCTBE CIy4aeB OJblIIKa Obula c1a00i MM yMEpEHHON CTENEeHU BBIPAXKEHHOCTU
(cM. pazgen 4.4.). [TanueHTsl, y KOTOPBIX OTMEYAIOCh PAa3BUTHE OABIILIKU, ObUIM OOJiee MOMKHUIIOTO
BO3pacTa, 3a4acTyl0 y HUX JI0 HayaJla Tepalluy TUKarpeaopoM HabdJro1anach OAbIIIKa, XPOHUYECKas

cepaeuHas HegocTtaTouyHocTh, XObBJI uinn OpoHxuanbHas acTMma.

B uccnenoBanun THEMIS oppimika 6buta otmedena y 22,0% mnanuenTto, nepeHecmnx YKB u
MPUHUMABIIUX THKarpenop aBa pa3za B cyTku B komOuHanuu ¢ ACK, u y 7,5% mnanueHTos,
nony4aBiux MoHotepanuio ACK. B GonbmmHCTBE citydaeB ojbllKa Obia ciiaboil ' yMEpeHHOU

CTCIICHU BBIPA)KCHHOCTH.

B uccnenoannu THALES pa3Butue oAblIIKK NPUBENO K OTMEHE UccienyeMoro npenapara 'y 1,0%
u 0,2% nanuenTos, noinydaBmux tukarpenop 90 mr B kom6unanuu ¢ ACK, u monorepanuto ACK

COOTBECTCTBCHHO.

Jlabopamopnvie u uncmpymenmanvHvle OaHHble

llosviwenue konyenmpayuu modesou kuciomul: B uccaenoBanuu PLATO koHueHTpanus MoueBOM
KHCIIOTBI B CBIBOPOTKE IIOBBIILIANACH BBIIIE BEPXHEH TIpaHULbl HOpMBI y 22% NaUEHTOB,
MOJIy4aBIIUX THUKArpeiaop, Mo cpaBHEHHIO ¢ 13% manueHTOB, MNOMYYaBUIMX KJIIOMHIOTPEIL.
CootBerctBytomiee konudectBo B uccienoBannu PEGASUS cocraBuno 9,1%, 8,8% u 5,5% B
rpynmnax tukarpesaopa 90 mr, 60 mr u miaane6o cooTBeTCTBEeHHO. CpeHssl KOHLIEHTPAIUs MOYEeBOM
KHCIIOTBI B CBIBOPOTKE IIOBBIIIAJIaCh NpUMEPHO Ha 15% mpu nNpHMEHEHUW THUKarpeiopa IO
CPaBHEHHUIO C IPUMEPHO 7,5% mpH NPUMEHEHUHU KJIOMUO0TPeNia, U MOcie MPEeKpaieHus Tepaniu 3To
MPEBBILICHHE YMEHBIINIOCH IPUMEPHO 10 7% B rpymme TUKarpeaopa 0e3 CHUKEHUS MOoKa3aTess B
rpynne kinonuaorpena. B uccnenoBanun PEGASUS Obuto oTmMeueHO oOpaTHMoOe MOBBIIICHHE
CpeIHEN KOHLEHTpPAllMd MOYEBOM KHCIOTHI B CHIBOPOTKE Ha 6,3% u 5,6% npu nprMeHEeHUu

tukarpenopa 90 mr u 60 Mr CoOOTBETCTBEHHO IO CPaBHEHHIO CO CHIKeHHMEeM Ha 1,5% B rpymme
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[IpU IpUMEHEHUU TUKarpesaopa npotus 0,1% npu npumenenun kionuaorpena. Yacrora pa3BuTus
nojaarpel/mojgarpudeckoro aprpura B uccienosanuu PEGASUS cocraBuna 1,6%, 1,5% u 1,1% B

rpynmnax tukarpenopa 90 mr, 60 mMr u maane60 COOTBETCTBEHHO.

Taxoke npu NPUMEHEHHH THKArpenopa ObUTH OTMEYCHBI:

. HEXeJIaTeJIbHbIC PEaKLUH, CBSI3b KOTOPBIX C IIPHEMOM IIperapara He MOXKeT ObITh UCKIFOYCHA
C y4yeToM MeXaHu3Ma JICHCTBUS ~ THKAarpeiopa: TpPOMOOLMTONEHUS, HMMYyHHas
TPOMOOLIUTONIEHHYECKas! MypITypa, TPOMOOIMTO3, KOATryJI0HaTHsi, TPOMOOIMOOIIHUS JIErOYHON
apTepuu;

J HOKENATeJIbHbIC ~ pPEaKkIMH,  BEpPOSATHO,  MpPEACTAaBISIOMIME  cOOOW  TPOSIBICHUS
TUIEPYYBCTBUTEIBHOCTH K IPENapary: KparnuBHHLA, IEPMATHUT;

. HEeKENIAaTeJIbHbIC PEaKIUH, CBSI3b KOTOPBHIX C IIPUEMOM IIperapara HE YCTaHOBJICHA:
TEMOKOHIICHTpALUS, MOBBIILICHAE TI'€MATOKPHTA, CHIKEHHE TI'eMOINIOOMHA, TPEBOXXHOCTB,
0ECrOKOHCTBO, OECCOHHUWIA, WIIEMHUYECKUH HWHCYNBT, Tpemop, adoHus, AUCHOHHUSA,
TaXWKapAus, apTepHajbHas TUIEepTeH3Ms, 00Jb B TPyAH, HApYIIEHUS pUTMa cepana (B TOM
upcne, (QUOPWULILKS — Tpeacepauid, IKENyJOYKOBas OIKCTPACHCTONHUS), HapyIICHHE
HPOBOIMMOCTH CepALa, MepudepuvecKre OTeKH, Kalllellb, acTMa, OPOHXOCIa3M, racTpur (B
TOM 4YHUCJIIC 3pO3HBHLIﬁ), sA3Ba KCIydKa, 00JIb B OIHUIraCTpuHr, MAaHKPCATUT, OCTpad MmodYCHHasd
HEAOCTATOYHOCTDb, apTpaarusa, MUAJITUA, aCTCHHUA, HCIOMOIaHUEC, YBCIIMUYCHHUC KOHICHTPALIUA

OounupyOnHa B KPOBHU.

COO6H.I€HI/IG O IMOA03PEBACMBIX HCKCIATCIIbHBIX PCAKIIMAX

BaxHo coo0mare O NOJO3PEBAaCMbIX HEKEJIATEIbHBIX PEAKUMAX IOCIE€ PErucTpanuu
JIEKapCTBEHHOI'0 Iperapara C LEeabl0 00eCreueHus: HENpPEepbIBHOIO MOHUTOPHHIA COOTHOIIEHUS
«I0JIb3a — PHUCK» JIEKApCTBEHHOro Mpemnapara. MeAUIUMHCKUM pPaOOTHUKAM pPEKOMEHIYeTCs
co001IaTh O JIOOBIX MM0I03PEBAEMBIX HEXKENIATEIbHBIX PEAKIMAX JEKapCTBEHHOr0 IpenapaTa yepes
HAIlMOHAJIbHBIE CHUCTEMBbI COOOIIEHUS O HEXKEJIaTeNbHbIX peaklusX TOCYJIapCcTB — YJICHOB

EBpazniickoro 5KOHOMHUYECKOTO COrO3A.

Poccuiickas ®edepayus

denepanbHas ciryx0a 1o HaA30py B cdepe 3ApaBOOXPaHEHUs

Anpec: 109012, r. MockBa, CnaBstHCKas 1101aib, 1. 4, cTp. 1

Tenedon: +7 800 550 99 03

OnextpoHHas noura: pharm@roszdravnadzor.gov.ru umu npr@roszdravnadzor.gov.ru
CaiiT B nH(pOpPMAIIMOHHO-TEIEKOMMYHUKALMOHHON ceTH «HTepHeT»:

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

CHUMIITOMBI
Tukarpenop Xopolio MepeHOCUTCsl B OJHOKpaTHOM Ao3e mpenapara a0 900 mr. B egquHcTBEHHOM

HUCCICOAOBAHNU C YBCIMYCHHUEM J103bL He6J'IaFOHpI/I$ITHOG BO3)1€I>'ICTBHG Ha )Keﬂy,)IO'—IHO-KI/IIHe‘—IHHﬁ
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peaKIusIMA, KOTOPbIE MOTJIIM HAONIOIAThCS MPH TEePEI03UPOBKE, OBLTH OJBIIIKA M JKEITYT0YKOBbIC
nay3sl (cM. paznen 4.8.). B ciyuyae nepeo3upoBKU PEKOMEHIYEeTCsl OCYIIECTBIISITH HAOMIOICHUE JIJIS

BBISIBJICHHUA OTUX HEKCIIATCIIbHBIX peaKHI/IfI 1 IpOBOANTH MOHUTOPHUPOBAHHUC OKT'.

JleueHue

B nacrosiiee BpeMs aHTUIOT 7151 yeTpaHeHHs 3G GEeKTOB TUKAarpeaopa HEeu3BeCTeH, TUKArpeaop He
BBIBOJAUTCS TMpu remoauanusze (cMm. pazaen 5.2.). Ilpu mnepeao3upoBke cieayeT MpPOBOAUTH
CUMIITOMATHYECKYIO TEpalui0 B COOTBETCTBUM C JIOKAJbHBIMU CTaHaapTamMu. B cBs3u ¢
MHTUOMPOBAaHUEM TPOMOOILIMTOB YBEJIUYEHHE MPOJOJDKUTEIBHOCTH KPOBOTEUEHHUS SBIISETCS
oXugaemMbiM  ¢apmakojorndyeckuM  3PGeKToM  Mepeo3UpPOBKU  mpemapara  Tukarpeiaop
Actpa3eneka. Ilpu pa3BuTUM KpPOBOTEUCHHS HEOOXOJAMMO MPOBOJUTH COOTBETCTBYIOIIHE

MO/ICPKUBAIOIINE MEPOITPUSITHSL.

5. PAPMAKOJIOTHYECKHWE CBOMCTBA

5.1. ®apmakoguHAMHYECKHE CBOIICTBA

dapMakoTepanieBTUYECKasi TpyIa: aHTUTPOMOOTHYECKHUE CpEACTBA; AHTHUArpEraHThl, KpoMe
rernapuHa.
Kon ATX: BOIAC24

MexaHu3M ASHCTBUS

[Ipenapar Tuxarpenop AcTpa3eHeka COIEPKUT B CBOEM COCTABE THKArpesnop, MpeACcTaBUTEIb
XUMHUYECKOT0 KJlacca IUKJIONEHTUITPUA30JIONUPUMUINHOB, KOTOPBIN SBJSETCS MNEepOpalbHBIM,
CEJIEKTUBHBIM U 00pPaTUMBIM aHTaroHUCTOM P2Y 12 perienTopoB npsiMoro AeWCTBUS U IPeAOTBpaIaeT
aneHo3uHUdpochaT-onocpenoBanHy0 P2Y 12-3aBUCHMYI0 aKTHBALIMIO M arperanuio TPOMOOILUTOB.
Tukarpenop He NpegoTBpallaeT cBA3bIBaHKE afeHo3uHandocdata (AJP), HOo ero B3auMoaecTBHe
¢ P2Yi, peuentopom TpombonutoB mnpemorBpamaer AJlD-MHAYIMPOBAHHYIO TPAHCIYKIIUIO
curHayioB. Tak Kak TPOMOOIIUTH! Y4aCTBYIOT B MHULMUPOBAHUN H/MIIM Pa3BUTHHU TPOMOOTHYECKUX
OCJIO)KHEHUH aTepockiepo3a, ObUIO MOKa3aHO, YTO HWHIUOMpoBaHHWE (QYHKIMH TPOMOOIMTOB
YMEHBIIIAET PUCK PA3BUTHUS CEPJCUHO-COCYIUCTHIX SIBJICHUM, TAKUX KakK JIETAIbHBIN UCXO0Jl, THPapKT

MHOKapJa Wik UHCYJIbT.

TI/IKaneHOp HMEET JOIOJHUTEIBHBIA MEXaHU3M I[CﬁCTBPIH, TNOBbIIIAA JIOKAJIbHBIC KOHUOCHTPALIUH
OHAOTCHHOI'0O aJAC€HO3MHAa IIyTEM I/IHFI/I6I/IpOBaHI/I5{ OHAOTCHHOI'O PABHOBCCHOI'O0 HYKIICO3UAHOT'O

tpancnoprepa (ENT-1).

AneHo3uH oOpa3yercs JIOKaJbHO B MeCTaXx THIOKCHMM U TOBPEXICHUS TKaHEW IyTeM
BBICBOOOXKIeHHsI 13 aaeHo3uHTpudochaTta u AJID. Tukarpenop nnrubupyer ENT-1 u npoaneBaer
[IEpUOJ IIOJIYBBIBEJICHUs aJCHO3WMHA, TEM CaMbIM YBEIIMYUBAs €ro JIOKAJIbHYK) BHEKIETOYHYIO
KOHIICHTPALUIO, YCWINBAs JIOKAJIbHBIM al€HO3WHOBBIN OTBET. THKarpenop He MMEET KIMHUYECKH

3HAYUMOTO TPSMOIO BIUSHUS Ha aJeHO3MHOBble peuentopbl (A1, Aza, A2, A3) U He
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BKJIIOYAIOT B ce0s: Ba30AUJIATAIINIO, KapAUONPOTEKIMIO, MHTMOMPOBAaHKE arperaii TpOMOOIUTOB,
MOJYJISILIUIO BOCHAJICHUSI M BO3HUKHOBEHHME OJIBIIIKH, KOTOPHIE MOTYT BJIMATh HAa KIMHUYECKUN
npodmib TUKarpenaopa. beuto mokazaHo, YTO y 310pOBBIX 100poBobLEB U y manueHToB ¢ OKC
TUKarpenop ycuiauBail cienyromue 3¢p¢GeKTbl aaeHO3MHa: Ba3oIuiIaTalrio (OLIEHHBAEMYIO Kak
yBEJIMUYEHUE KOPOHAPHOT'O KPOBOTOKA Y 3JJ0POBBIX I00POBOJIBIIEB; TOJIOBHYIO 00JIb), MHTUOMPOBaHHE
¢byHKIMH TPOMOOUUTOB (in Vitro B LENbHOW KPOBU YEIIOBEKAa) M OJABIIIKY. TeM He MeHee, CBA3b
MOBBILICHHBIX JIOKAJIbHBIX KOHLIEHTpALMil aJeHO3MHA C KIMHUYECKUMU HCXOJaMH (IOKa3aTeiau

3a00/1€BaEMOCTH U CMepTHOCTI/I) HEC JOKa3aHa.

dapmarkonmaamuueckue 3OGHEKTHI

Hauano oeticmeus

VY manueHToB co CTa0MIBHBIM TEYCHHEM UIIeMUYECKOr Oone3nu cepama Ha Gone mpumeHeHuss ACK
TUKarpexop HauMHaeT OBICTPO AEHWCTBOBaTh, YTO IMOATBEPIKAACTCS pe3yJbTaTaMH OIpPEICICHUS
CpeIHero 3Ha4eHHs HHruOupoBaHus arperauu TpomoonutoB (MAT): uepes 0,5 waca mocie npuema
Harpy3ouHoil 110361 180 mr Tukarpenopa cpennee 3nauenue MAT cocrasiser mpumepHo 41%,
MakcumanbHoe 3Hauenne AT 89% pocturaercs uepe3 2—4 dyaca mocjie npueMa mpernapara u
nojjiepkuBaeTcs B TeueHue 2—8 yacoB. Y 90% mnanueHToB okoHYaTenbHOe 3HaueHue AT Goiee

70% nocturaercs yepes 2 yaca 1mocie npuema npemnapara.

Oxonuanue oeticmeus
Puck kpoBOTEUCHMI BO3pACTACT, €CIIHM TEPAMHUIO TUKArPEIOPOM IIPEKPANIAIOT MEHEe YeM 3a 96 4acoB

110 3ariaHupoBaHHoM npouenypst AKIIL.

annvie o nepexode ¢ 00Ho20 npenapama Ha Opy2oi

[lepexon ¢ knonuaorpena 75 Mr oiMH pa3 B CyTKU Ha Tukarpesop 90 Mr 1Ba pas3a B CyTKH IPUBOAUT
K yBenuueHuto adbcomtotHoro 3HaueHus AT Ha 26,4%, a ©3MeHeHHe Tepanuu ¢ TUKarpeiaopa Ha
KJIOTIUAOTPENl MPUBOAUT K CHIKEHHMIO abcomoTHoro 3HaueHuss MAT Ha 24,5%. MOXXHO MEHATh
TEpaIuIo ¢ KJIOMMUJOTpena Ha TUKarpenop Oe3 mpepbiBaHUsS aHTUTpoMmOoTHYecKkoro 3¢ ¢ekra (cM.

paznen 4.2.).

Knnanueckas 3¢ dheKTUHBHOCTS U 0€30I1aCHOCTD

Hccneoosanue PLATO (nayuenmsvi ¢ ocmpvim KOPOHAPHBIM CUHOPOMOM)

B uccnenoBanunm PLATO yuactBoBasm 18624 nanueHTa, y KOTOpPBIX B TeueHue 24 4acos,
MPEIUIECTBOBABIINX BKJIIOYEHHIO B UCCIIEJOBAHME, DPA3BUWIMCh CHMIITOMBI HECTaOWUIbHOU
CTEeHOKapANH, HHPapKTa MUOKapAaa 0e3 noabema cerMenTa ST win nHdapkTa MUOKap/a ¢ NOJbEMOM
cermenTa ST, ¥ KOTOpbIE JICUUIICh KOHCEPBATUBHO, 1100 nocpeactsoM YUKB unu AKII. Ha ¢gone
exxenqHeBHoM Tepanun ACK tukarpenop 90 mr Ba paza B CyTKH CPaBHUBAJIM C KIJIOIMJIOTPENIOM 75
MI' B CYTKM B OTHOWIEHUH 3(()EKTHUBHOCTU B MPEIyNpPEXKIACHUU Pa3BUTHS KOMOMHMPOBAHHOMN
KOHEYHOM TOYKH, BKIIIOUYAIOIIEH CepJIeUHO-COCYIUCTYIO CMEPTh, HHPAPKT MHUOKap/ia WK HHCYJIbT 3a

CUCT BJIMAHUA HA 4aCTOTY CGp)IC‘-IHO-COCY,Z[HCTOﬁ CMCPTHU U I/IH(I)apKTa MHOKap/Ja.

DddexT THKarpenopa mposBisics paHo (Ha 30 AeHh OTMEYAIOCh CHIDKEHHE aOCONIOTHOTO PUCKA

(CAP) na 0,6% u camxenue otnocutenbHOro pucka (COP) Ha 12%), ¢ moanep»’aHueM MOoCTOSHHOTO
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Tuxkarpenop  CHUXKAET  OTHOCUTENBHBIM  PUCK  KOMOMHUPOBAHHOM  KOHEYHOM  TOYKHU
(cepaeuHo-cocyaucTasl CMepTh, HHPAPKT MUOKapIa u UHCYIbT) Ha 16% (oTHOmEHUEe puckoB (OP)
0,84; 95% noseputenbublii uatepsai (W) 0,77-0,92; p=0,0003), cepiedHO-COCYAUCTOM CMEPTH Ha
21% (OP 0,79; 95% AN 0,69-0,91; p=0,0013), uadapkra muokapaa Ha 16% (OP 0,84; 95% A1
0,75-0,95; p=0,0045).

D¢ hexkTuBHOCTH THKArpeaopa Mmoka3aHa y pa3InyHbIX MOJArPYII HAIMEHTOB HE3aBUCUMO OT MAcChl
Tena, 1Moja, Hau4Msl B aHaMHe3e caxapHoro auabera, TUA mnau HereMopparuyeckoro MHCYJbTa,
PEBACKYJIpU3ALIUU, COMYTCTBYIOIIEH Tepanuu (BKJII04as renapuH, HHFMOUTOPbI TTTUKOIPOTEMHOBBIX
Ib/Ila penenTopoB, HHTHOUTOPHI MPOTOHHOM MOMITHI (CM. pa3zen 4.5.)), OKOHYATEIbHOTO JHarHo3a
(mapapkT Muokapaa 6e3 moabema cermenTa ST, mHpapkT MuoKapaa ¢ noabemMoM cermenta ST u
HecTaOuIbHAs CTEHOKAp/IUsl) U JIeUeHUs, 3alJIAaHUPOBAHHOTO TIPU paHAOMHU3AlUU (MHBA3UBHOE WU

KOHCEPBATUBHOE).

Tuxarpenop npoaeMoHCTpHpOBal ctaTucTudecku 3HaunMoe COP B OTHOIIEHNH KOMOMHHUPOBAHHOK
KOHEYHOW TOYKH (CEpIeUHO-COCYAUCTasi CMEPTh, MH(PAPKT MUOKApAA M MHCYJBT) y MAlUEHTOB C
OKC, xoTopbIM 3amnaHupoBaHo uHBazuBHOe BMemaTenbcTBo (COP 16%, CAP 1,7%, p=0,0025). B
MTOMCKOBOM aHAaJN3€ TUKarpeaop Takxke rnpojaemMonctpupoBan COP mo nepBUYHOI KOHEUHOI TOUKe
y nauuentoB ¢ OKC, xotopeiM Ha3zHauajach koHcepBatuBHas Tepanusi (COP 15%, CAP 2,3%,
HOMHHaNIbHOE 3HaueHue p=0,0444). Y mnauueHTOB MOCJIE€ CTEHTUPOBAHUS NpPU NPUMEHEHUU
THUKarpeaopa OTMEYaJIOCh CHIDKEHUE YaCTOTHI MOATBEPX,ACHHOro Tpombo3a cteHToB (COP 32%,

CAP 0,6%, nomunansHoe 3HaueHue p=0,0123).

Tukarpenop Bbe3bIBaNl cratuctuuecku 3Hauumoe COP wna 16% (CAP 2,1%) mo coBokymHOMY

KPUTEPUIO CMEPTH OT BCEX MPUYMH, HHPAPKT MUOKap/ia U UHCYJIbT.

COP cmeptH OT Bcex NMpUUYUH Ha (poHE MpHeMa TUKarpesnopa cocTtaBmiio 22% Mpu HOMUHAJIBHOM

ypoBHe 3Haunmoctu p=0,0003 u CAP — 1,4%.

Cosoxynublil kpumepuil dhgexmusnocmu u 6e30nacHocmu

CoBokynHbIN KpuTepuid 3 (HEeKTUBHOCTH U 0€30MaCHOCTH (CepACUHO-COCYIUCTasi CMEPTh, HUH(APKT
MHUOKap/ia, MHCYIbT WU 0OJbIoe KpoBoTeueHue no onpeaenenuto PLATO) noareepkaaert, 4ro B
teuenne 12 wmecsneB nocie OKC momoxkutenbHbi 3Q¢deKT TuUKarpenopa HE HEHTpaIu3yeTcs
ciyyasimu 6onbiux kpoBoreueHnuii (COP 8%, CAP 1,4%, OP 0,92; p=0,0257).

HUccneoosanue PEGASUS (nayuenmul ¢ unghapkmom muoxkapoa 6 anamHese)

UccnepoBanue PEGASUS TIMI-54 ¢ ywactuem 21162 manuveHTOB NpPOBOAMIOCH IJISi OLEHKH
MPOPUIAKTUKH aTEPOTPOMOOTHUECKUX OCIOKHEHUM MPU TPUMEHEHUHN THKarpenopa 90 mMr 1Ba paza
B cyTku wiu 60 Mmr nBa pa3a B cyTku B KomOuHauuu ¢ ACK B HH3KOI /103€ MO CpaBHEHUIO C

moHoTtepanueit ACK y nanueHnToB ¢ HH(papKTOM MHOKap/ia B aHaMHE3e.

B unccinenoBanue BKJIIOYAIM IAIUEHTOB B BO3pacTe 50 mer m crapme ¢ I/IH(I)apKTOM MHOKapJa B

aHamMHe3e (B TedeHwe 1-3 JieT A0 paHAOMHU3AIMH), U KaK MUHHMYM, C OJHUM H3 CIICTYIOITNX
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JIEKApCTBEHHOW Tepanuu, BTOPOH paHee IMepeHeCEeHHBI WH(apKT MUOKapaa, MOATBEPIKICHHOE
MHOTOCOCYIUCTOE TTOPAXKEHHE KOPOHAPHOTO PyClia MM XPOHUIECKOE HapyIIeHWEe PYHKIIMH TOYEK

HETEPMUHAJILHOM CTaIUM.

Tukarpenop 60 mr nBa paza B cytku u 90 mr nBa pasa B cyTku B komOuHaiuu ¢ ACK Obur
3¢ dexTHBEeH B TPEAOTBpAICHHUH aTEPOTPOMOOTHUYECKUX OCIOKHEHUH (KOMOMHUPOBAHHOM
KOHEYHOU TOYKH, BKIFOUYAIOIICH CEPJICTHO-COCYIUCTYIO CMEPTh, MHPAPKT MUOKApP/la U HHCYIBT), C
MOJJIEP)KAaHUEM TOCTOSHHOTO 3(dekTa Tepanmuu B TEUEHUE BCErO TMEPUOAA HCCICIOBAHHS, YTO
npuBoamio Kk COP na 16% u CAP na 1,27% npu npumenenuu tukarpenopa 60 mr, COP na 15% u

CAP na 1,19% npu npumenenunn tukarpenaopa 90 mr.

HUccneoosanue THEMIS (MBC u caxapnwiti ouabem 2 muna (C/] 2 muna))
Uccnenoanne THEMIS ¢ yuactuem 19220 manueHTOB MPOBOAMIIOCH ISl OLCHKH MPOQUIAKTUKA
aTepoTpOMOOTHUYECKUX COOBITUI NMpH MPUMEHEHUM TUKarpenaopa B komOuHaiuu ¢ ACK B HU3KOH

no3e no cpapHeHuto ¢ moHorepanueid ACK y narmentos ¢ MUbC u C/1 2 Tuna.

B uccnenosanue Bkiaoyanu naureHToB B Bo3pacte 50 set u crapuie ¢ UBC, onpenensemoii kak YKB
B anamHe3e (58% mnomymsiunu uccnenosanusi) wim AKII B anamuese (29%), wim 6e3 KOpoHAPHOIA
peBacKyJIsIpU3allui B aHaMHE3€, HO C ITOATBEPKACHHBIM IaHHBIMU aHTHOTpauu CTEHO30M IIPOCBETa
> 50% ne menee 1 koponapnoit aprepuu (20%), u ¢ CJI 2 Tuma, MOJy4aBIIUX TEPAIHIO
TUIOIIMKEMUUYECKUM IIpernapaTtoM He MeHee 6 MecsleB /10 Hayajla uccieqoBanus. [lanueHToB ¢

nH(paPKTOM MUOKap/a WIA UHCYJIBTOM B aHAMHE3€ HE BKIJIIOYAIIU B HCCIIEIOBAHNUE.

B o6meit nomymsiiuu uccnenoBanus THEMIS tukarpenop nBa pa3a B cyTku B komOuHanmu ¢ ACK
Obul 3¢dexTuBeH Ui NPO(UIAKTUKH aTepOTPOMOOTHYECKUX COOBITHUH (KOMOMHMpOBAHHAs
KOHEYHasl TOUKa: CepAeUHO-COCYIUCTasi CMEPTh, MHPAPKT MUOKAp/Aa U MHCYJIBT) 10 CPAaBHEHUIO C
ACK: ornomenue puckos (OP) 0,90 (95% nosepurensubiit uatepnain (AN): 0,81, 0,99, p=0,0378),
yto coorBeTcTBYeT COP Ha 10% u CAP Ha 0,73%. D dexTt 6151 00yCI0BIEH CHIYKEHUEM OT/IETbHBIX
KOMIIOHEHTOB KOMOMHUPOBAHHOW KOHEYHOH TOUKHU, MH(AapKTa MUOKAp/ia U UHCYJIbTa, 0€3 pa3nuuus

B OTHOIIICHUH CEPICYHO-COCYIUCTON CMEPTH.

O¢ddexT Tepanuu TUKArpesaopoM ObLI COMTOCTABUM B MOATPYMIAX NAllMEHTOB, CPOPMUPOBAHHBIX Ha
OCHOBAHMHU XapaKTEPUCTUK NALMEHTOB, BKIOYas MacCy Tela, IO0JI, MEAUIUHCKUA aHaMHE3 U

reorpagpuuecKuil peruoH.

Uccneoosanue THALES (nayuenmul ¢ ocmpoim uwiemudeckum uncyiomom unu THA)

Uccnenosanne THALES — panpomusupoBaHHOe ABOHHOE ciemnoe Iuiane00-KOHTPOJIUPYEMOE B
MapajuleNlbHBIX ~ TpyHmax  MEXKIYHapOJHOE€  MHOTOILIEHTPOBOE  YMPaBIsieMO€  COOBITHUSMU
uccinenoanue 3 ¢aswl ¢ yuactueM 11016 manueHTOB — MPOBOIUIOCH IS IPOBEPKH TUIIOTE3BI, YTO
tukarpenop 90 mr B komOuHaiuu ¢ ACK npeBocxonut moHorepanuio ACK B mpenoTBpaiieHuu

HHCYJIbTAa U CMCPTH Yy MANUCHTOB C OCTPBIM NIIEMHUYCCKUM WHCYJIBTOM HUJIN THUA.

B uccinenoBanue BKJIIOYAIM IAIMEHTOB B BO3pacTe 40 ner u crapme ¢ HeKapI[I/IOBM6OJ'II/I‘-ICCKI/IM

OCTPBIM HHICMUYCCKHUM HHCYJIbTOM (OI_ICHKa mo Illkamne HUHCYJIbTa HAOWUOHAJIBLHOTO HHCTUTYTA
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WIICHJIATEPAIIBHBIA  aTEPOCKIEPOTHUECKUN CTeHO3 > 50% BHYTpEeHHEH COHHOM apTepuu WIH
MHTpAaKpaHUaIbHOM aprepun). IlanmMeHTOB, KOTOPHIM OBLT BBINOJIHEH TPOMOOJHM3UC WU

TPOMOIKTOMUS B TEUCHHUE 24 4acOB 10 paHIOMHU3AIINH, HE BKIIOYAIHN B UCCIIEIOBAHUE.

B nccnenoBannu y4acTBOBAIM MAlMEHTHI, pAHAOMU3UPOBAHHbBIE B TeUeHHE 24 4acoB Mocie Havama
ocTporo umemMuieckoro uHcyiabTa i THUA. TlanuenTtsl noxyyanu tukarpesnop (90 mr aBa pasa B
CYTKH co cTtapToBoi Harpy3ouHoil no3oi 180 mr) u ACK wm tonsko ACK B Teuenue 30 nHei.
Pexomennyemast no3za ACK cocrasmnsiia 75—100 mr oiuH pa3 B CyTKH, a CTapTOBasi HArpy304Has J103a

—300-325 mr. Menuana npo0KUTEIbHOCTH JICUEHUS cocTaBuiia 31 1eHb.

Tukarpenop 90 mr nBa paza B cytku B komOuHanuu ¢ ACK npeBocxoaun moHotepanuio ACK B
MPEJOTBPALICHUN COOBITUH KOMOMHUPOBAHHON KOHEYHON TOYKH, BKIIOYAIONIEH MHCYJIBT U CMEPTh
(OP 0,83; 95% AN 0,71-0,96; p=0,015), uto coorBercTBOBajio COP na 17% u CAP na 1,1%.
O¢ddext OblT 00YCIOBICH CHM)KEHHEM YacTOThl Pa3BUTHS WHCYJIbTAa, KOMIIOHEHTA IMEPBUYHOMN
koHeuHoit Touku (COP 19%, CAP 1,1%).

OTMEUeHO CTAaTUCTUYECKH 3HAUMMOE CHI)KEHHE YAaCTOThl PA3BUTHUS UIIEMUYECKOTO MHCYJbTA IPU
npuMeHeHn! THKarpenopa B komOuHammu ¢ ACK no cpasaenuto ¢ monotepanueid ACK (COP 21%,
CAP 1,2%).

B 3amiaHnpoBaHHOM MOMCKOBOM aHaJIM3€ y MalMEHTOB, nostyyaBumx Tukarpenaop 90 mr ¢ ACK, no
cpaBHeHHUIO ¢ MoHOTepanueil ACK oTMeueHo MeHbllIe CiTy4aeB HOBTOPHOT'O MHCYJIbTA, IPUBOISAILIETO
K MHBAJIMIM3auK (O1eHKa o MoauduimpoBannoii mkane Paakuaa (mRS) >2) (150 (2,7%) npotus

188 (3,5%) cOOTBETCTBEHHO).

3angaHUpOBaHHBIA TOMCKOBBIM aHalM3 ObUI TPOBENEH Yy MAlMEHTOB C HIICHIATepaIbHbIM
aTEePOCKIEPOTHYECKUM CTEHO30M > 30%, y KOTOpPHIX OBUIO OTMEYEHO MEHBIIEE YUCIO COOBITHUI
MEPBUYHON KOHEYHOM TOYKM (KOMOMHMpPOBAHHONW KOHEYHOM TOYKH, BKJIIOYAIOIIEH HHCYIbT U
cMepTh) npu Tepanuu Tukarpenopom 90 mr ¢ ACK no cpaBaenuto ¢ monorepanueit ACK (92 (8,1%)

npotuB 132 (10,9%) coOTBETCTBEHHO).

Oddext neuenus TukarpeaopoM B komOuHanuu ¢ ACK no cpaBHenuto ¢ monotepanueit ACK Obut

COITOCTAaBUM B 3apaHCC OMPEACICHHBIX MOArPyInax MnmamucHTOB.

CTH
B pPaHAOMU3UPOBAHHOM ,[[BOfIHOM CJICTIOM HJIaI_[e60—KOHTpOJ'II/IpyeMOM HUCCICIOBAaHUN 3 (1)33]51
OCHOBHAai LCJIb MO CHUXXCHUIO YaCTOThI BA3OOKKIIO3MOHHBIX KPHU30B Yy )IGTGI\/'I B BO3pacTe OT 2 J0

18 et ¢ ceprnoBUAHOKIETOYHONM aHeMuell He Oblila IOCTUTHYTA.
5.2. @apmakoKknHeTHYECKHE CBOIICTBA

Tuxarpenop IeMOHCTpUpPYET JHHEHHYI0 (apMaKkOKHMHETUKY, M SKCIO3MIMSA THUKarpeiopa u

aktuBHOTO Metabonuta (AR-C124910XX) npuMepHO mponopLUHuOHaIbHA 103€ BILIOTH A0 1260 mr.

AOGcopOrtus
Tuxarpenop ObpicTpo abcopOupyercss ¢ MEIUAHOU tmax (BpEMS JOCTHKEHHS MaKCHMAaIbHON
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Metabommta AR-C124910XX (Takyke akTHBHOTO) U3 THKArpesopa MpOUCXOAUT OBICTPO ¢ MEAHMAHOM
tmax TpuMepHO 2,5 yaca. [locne nmpuema HaTomak Tukarpenopa B 03¢ 90 Mr Cmax cCOCTaBiIsET
529 wr/mn u AUC — 3451 ar*u/mit. OtHomenust 3Ha4eHUH Cmax 1 AUC MeTabonuTa K aHaTOTHIHBIM
napametpam Tukarpenopa coctaBisgior 0,28 u 0,42 coorBeTcTBeHHO. DApMAKOKMHETUYECKHUE
napameTpbl THKarpesopa 1 AR-C124910XX y nanueHToB ¢ HH()apKTOM MHOKap/1a B aHaMHe3¢ ObLTH
B II€JIOM CXOJAHBI C TaKOBbIMU B nomysisiiiuu nauueHToB ¢ OKC. 1o pesynapraTaM nomysisiiiuoHHOTO
dapmakokuHeTHueckoro aHanusa uccienoBanuss PEGASUS, wMemmana Cpax THKarpemopa
cocraBisuia 391 ur/mi, a AUC — 3801 Hr*u/mi1 B paBHOBECHOM COCTOSIHMH TIPH PUMEHEHHUH B J103€
60 mr. Jlna tukarpenopa B 103¢ 90 Mr Cmax coctaBisuia 627 ur/min, a AUC — 6255 Hr¥*u/miu B

PaBHOBCCHOM COCTOSAAHUMU.

Cpennsisi abcoroTHasE OMOAOCTYIMHOCTh THKAarpenopa cocraisier 36%. [Ipuem sxupHO mumm He
BiusieT Ha Cpax TUKarpenopa uiiu AUC akTHBHOTO MeTaboIMTa, HO IPUBOIUT K MOBLIIIeHUI0 Ha 21%
AUC tuxkarpenopa u cHKeHUI0 Ha 22% Cmax aKTUBHOTO MeTabosinTa. DT HEOOJIbIINE U3MEHEHHUS
UMEIOT MUHUMAIBHYIO KIMHHYECKYI0 3HAYUMOCTH, IMTOATOMY THKArpeiaop MOXKHO Ha3HAYaTh BHE
3aBHUCHMOCTH OT BPEMCHH IpHEMa MUIIM. THUKAarpeIop M €ro aKTHUBHBIA METaOOJHT SBISIOTCS

cyOctparamu P-gp.

Tuxarpenop B Bue CyCleH3UH U3MENbYCHHBIX TaOJIETOK B MUTHEBOU BOJE, MPUHATON BHYTPH HIIU
BBEJICHHOH B JKEITyJIOK Yepe3 Ha30racTPajIbHBIN 30H/, OMOIKBUBAICHTEH THKATrPEIOPy, MPHUHITOMY
BHYTpb B Buje 1enbix TadbneTok Tukarpenopa (AUC u Ciax TUKarpenopa u akTHUBHOTO METa0OJIUTa B
nuanazone 80-125%). B cnyuae mpuema cycreH3uHM H3MEIbUYEHHBIX TaOJIETOK IMepBOHAYAIbHAS
skcno3unus (uepes 0,5 yaca u 1 yac mocne npuemMa) Obla BbIIIE, YeM IPU IPUEME THKArpenopa B
BHJIC IIEJIBIX TaOJIETOK, HO B JanbHeimem (ot 2 g0 48 yacoB) mpoduiab KOHICHTPAIMA ObLIT

MPAKTUYCCKHU OJJUHAKOBLIM.

Pacnpenenenue

O0beM pacnpeaciiCcHud TUKarpejiopa B paBHOBECHOM COCTOAHHU COCTABJIIACT 87,5 JI. TI/IKaneJ'IOp n

AKTUBHBIM METa0OIUT aKTUBHO CBS3BIBAIOTCSA C O€JIKaMU T1a3Mbl KpoBH (> 99%)).

buorpaucdopmaris

CYP3A4 sBnsercss OCHOBHBIM H30(E€pPMEHTOM, OTBEYAIOIIMM 3a MeTa0OoJM3M THKarpenopa u
(dbopMHpOBaHHE aKTUBHOTO METAabOJINTa, M UX B3aMMOAEUCTBUS ¢ Apyrumu cyoctparamu CYP3A

BapbUPYIOT OT aKTHUBALIUU J0 MHTHMOUpoBaHus. Tukarpenop siBisercs nuaruoutopom BCRP.

OcHoBHBIM MeTabonuToM Tukarpesnopa siBasercst AR-C124910XX, koTopblil Takke aKTUBEH, YTO
MOJITBEPXKIAETCS pe3ybTaTaMu OLEHKU CBsi3bIBaHUsA ¢ P2Y 12 penenropom AJID TpomMOOIMTOB in
vitro. CuCTeMHas SKCIO3WIMS aKTHUBHOTO MeTabomuta coctaBisieT npumeprHo 30-40% or

AKCIIO3UIIMHU THKArpenopa.

OIuMHUHAIIASI
OcHOBHOW MyTh BBIBEJEHUS TUKAarpeiopa — 4depe3 MeueHOuHbl MeTabomm3m. [Ipu BBeneHuu

MCUCHHOT'O U30TOIIOM THKArpejaopa 06Hapy>KI/IBaJ'IOCB nopsiika 84% PaAOaKTUBHOCTU (B CpCaAHEM
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TUKarpesiopa v akTUBHOTO METab0JIMTa C MOUO cocTaBisieT MeHee 1% 103b1. B OCHOBHOM aKTHUBHBIH
METa0OJIUT BBIBOAUTCA C *kemubto. CpelHuil nmepuos MoiTyBbIBEACHHsI THKarpeiopa U akTUBHOI'O

MeTa00auTa COCTaBJIAN 7 U 8,5 4aCOB COOTBETCTBEHHO.

Oco0ble rpynibl MalueHTOB

Jluya noowcunozo éozpacma

VY noxwminbix nanueHtoB ¢ OKC (B Bo3pacte oT 75 JeT M crapiie) oTMedeHa 0oJiee BBICOKas
skcnio3unust Tukarpenopa (Cmax 1 AUC npumepHo Ha 25% Bblllle) U aKTUBHOTO MeTa0O0JIUTa T10
CPABHEHUIO C MOJIOJBIMH MAIMEHTAMU. DTH PA3IUUUs HE CUMTAIOTCS KIMHUYECKH 3HAUUMBIMU (CM.

paznen 4.2.).
Llon

VY JKeHIIMH OTMeEdYeHa Oosiee BBICOKAs OKCIIO3HIHUA THUKArpejiopa M aKTHBHOI'O MeTaboauTa II0

CpaBHCHHUIO C MY>XYHMHaMH. Ot pasiiniuAa HE CHUTAIOTCA KIIMHUYCCKU 3HAYUMbBIMHU.

Omuuueckue epynnsvi

Cpennsiss  OMOJOCTYNMHOCTh TIperapara y MalueHToB-a3uaToB Ha 39% Beimle, Yem Yy
MalUEeHTOB-eBponeon10B. bruonoctynHocts Thkarpenopa Ha 18% Hurke y ManueHToB, OTHOCHUBILIUX
ceOsl K MpeACTaBUTEIISIM HETPOUTHOW pachl IO CPABHEHHIO C MAIMEHTAMHU €BPOTICOMHON packl. B
MCCIIEIOBAHMSIX KIMHUYECKOH (papmakonoruu dKecno3uius (Cmax 1 AUC) THKarpenopa y SIroHIEB
obuta mpumepHo Ha 40% (Ha 20% mocne KOppeKUUU Ha Maccy Teja) BhIIIE, YEM Yy €BPOIICOHIOB.
DKCMO3UIINS Yy MAllMeHTOB, OTHOCUBIIUX ce0s K MCIIaHIlaM WM JaTHHOAMEpUKaHIIaM, ObllIa CXOXKen

C TAKOBOH Y €BPOIICOUIOB.

Iloueunas neoocmamounocmo
DKCIo3UIMs TUKArpenopa npuMepHo Ha 20% Huke, a ero akTUBHOTo MeTabonuTta npuMepHo Ha 17%
BBIIIIE Y MALIMEHTOB C TSXKEJIOW MOYEYHON HEAOCTaTOYHOCThIO (KIMpeHC KpeaTHHUHA < 30 MJI/MUH)

10 CPAaBHEHUIO C MAllMEHTaMHU C HOpMaJIbHOU (PyHKIIMEN MOYeK.

VY nanueHToB ¢ TEPMUHAIBHOM MOYEYHOM HEIOCTATOYHOCTHIO, HaXoasauxcst Ha remouanuze, AUC
U Cmax THKarpesaopa 90 mMr, mojy4yeHHOTO B IeHb 0€3 Auanu3a, Obuld cCOOTBETCTBEHHO Ha 38% 1 51%
BBIILIE [0 CPAaBHEHHWIO C MAalMEHTaMU C HOpManbHOM ¢yHkimed mnouek. Cxokee yBeTUYEHUE
AKCIO3HUIIMU OTMEUEHO MPU MPUMEHEHUHU TUKArpeiopa HEMOCPeICTBEHHO Tiepea nuanu3omM (Ha 49%
1 61% COOTBETCTBEHHO), UTO CBUIETEIHCTBYET, UTO TUKATPEJIOP HE AUAIUUPYETCA. DKCIIOZUIIHS
aKTHUBHOTO MeTaboiuTa yBennuuBaiack B MeHblIel ctenenn (AUC Ha 13—14% u Ciax Ha 17-36%)).
VY nanueHToB ¢ TEPMHMHAJIBHOW MOYEYHON HEAOCTATOYHOCTBIO BiMsHHE TukKarpenopa Ha AT He
3aBHCEJIO OT AMANU3a U ObUIO aHAJIOTUYHO HAOJII01aeMOMY Y TAIlMEHTOB ¢ HOPMaJIbHON (pyHKIMEN

movek (cm. pazmen 4.2.).

Ileuenounas nedocmamouHocmy
Cmax m AUC Ttukarpenopa Obutn Ha 12% wu 23% Bbllle Yy TAUEHTOB C TI€YEHOYHOM
HEJIOCTAaTOYHOCTHIO JIETKOW CTETEeHH IO CPAaBHEHHUIO CO 3J0POBBIMH JOOPOBOJIBIIAMH, MPU STOM

3Hauenue AT tukarpenopa Ob1I0 aHaTOTHYHBIM B 00eux rpynnax. Koppekius 10361 y naiieHToB
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TUKarpeaopa y MaueHToB ¢ IeYeHOUYHOM HeJOCTaTOUHOCTbIO TSKEION CTEIeHU, U €er0 PUMEHEHHE
y 3THX MallMEHTOB MPOTUBOMOKA3aHO (cM. pazzaeinbl 4.2. u 4.3.). DapMaKOKMHETHYECKUE TTapaMeTPhl
THUKarpesaopa y MaiueHToB ¢ NEYEHOYHON HEJ0CTAaTOYHOCTBIO CPEIHEH CTENEHU TSXKECTH HE U3yUEHbI
(cm. pasznensl 4.2. 1 4.4.). Y MallMeHTOB ¢ YMEPEHHBIM WJI BHIPAXKCHHBIM MTOBBIIICHUEM OJTHOTO WJIH
HECKOJIbKUX J1a00paTOpHBIX NoKa3aTenel (yHKIUU MeUYeHU KOHIIEHTPAIMK TUKarpesiopa B Iia3Me B
CpeaHeM ObUTH TaKUMH K€ WM HECKOJIBKO BBIIIE MO CPABHEHUIO C MallMEHTaMHU 0€3 MOBBIIICHHS
nabopaTopHbIX MokazaTeneil. Koppekius m03bl y NAlMEeHTOB C MEYSHOYHOH HEI0CTAaTOYHOCTHIO

CPEIIHEH CTEIeHH TSOKEeCTH He Tpedyercs (cM. pazaensl 4.2. u 4.4.).

eTH
JlocTyIHbBI OrpaHUYEeHHbBIC JaHHBIC Y AETEH ¢ CEpIOBUIHOKICTOUHON aHeMueH (cM. pazzaen 5.1.).
B uccnenosanun HESTIA3 mauuenTst B Bo3pacte ot 2 10 < 18 net ¢ Mmaccoit tena > 12 1o < 24 xr,
> 24 no < 48 xr u > 48 Kr moxyvaau THKarpejaop B BUIE AUCIEPTUPYEMbIX TaOJIETOK Ui JIeTei
no3upoBkor 15 mr B noze 15, 30 u 45 Mr cooTBETCTBEHHO J1Ba pa3a B CyTku. Ha ocHoBaHuu
MOIYJIIIMOHHOTO (papMaKoKuHeTHIecKoro ananu3a cpeanasst AUC BapbupoBana ot 1095 ar¥u/min 1o
1458 ar*u/mi, a cpenusisi Cmax cocTaisuia ot 143 Hr/mia 10 206 HI/MII B paBHOBECHOM COCTOSTHHH.

Tukarpenop He moka3aH AeTsaM (cM. pazaensl 4.2. u 5.1.).
5.3. JlaHHble JOKJINHNYECKO 0e30MacHOCTH

I[OKJII/IHI/I‘-ICCKI/IG JaHHBIC B OTHOIICHWU TUKaArpejopa u €ro OCHOBHOT'O MeTa6OJII/ITa, IMOJIYUYCHHBIC B
HUCCICIOBAaHUAX q)apMaKOJIOFI/I‘-IGCKOI\/JI 6€3OHaCHOCTI/I, TOKCHUYHOCTH 1NpU OAHOKpPATHOM H
MHOT'OKpAaTHOM BBCACHHHU, a4 TaAKKC TI'CHOTOKCHUYCCKOI'O IIOTCHIIMAJA, HE CBUIACTCIBCTBYKOT O

HEMIPUECMIICMOM PHUCKE pa3BUTHUA HCIKCIIATCIIbHBIX Bq)(I)CKTOB Y 49€JIOBCKaA.

HpI/I COOTBCTCTBYIOIIHUX KIIMHUYCCKU 3HAYHMMBIX YPOBHAX BOSI[GI\/JICTBI/IH Y HECKOJIBbKHUX BHJ0B

YKUBOTHBIX HAOIIOAIOCh pa3ipakeHHE JKeTy10YHO-KUIIIEYHOT0 TpakTa (cM. pazzaen 4.8.).

ITpu mcnonbp30BaHUM THUKArpenopa B BBICOKUX J103aX Y CaMOK KpbIC ObUla OTMEYEHa MOBBIIICHHAS
4acTOTa Pa3BUTHUS OIyXOJIeH MaTKH (aJ€HOKapLMHOM) U aJieHOM MeYeHU. MeXaHU3MOM pa3BUTHUS
OIlyXOJIeH MaTKu, BEPOSATHO, SIBJISIETCS TOPMOHAJIBHBIN JucOanaHc, KOTOPbI MOKET MPUBOJIUTH K
Pa3BUTHIO OIIyXOJEH Y KpbIC. MeXaHU3M pa3BUTHUSA aJ€HOM IE€YEHH, BEPOSATHO, CBSA3aH C UHAYKIUEN
cneun(puyeckux (epMEeHTOB TNeueHH TIpbI3yHOB. I[loaTOMy cuuTaeTcss MajoOBEpOSTHBIM, 4TO

PE3YJIbTAThI OTUX HCCIeIOBaHUMN KaHICPOr€HHOCTH 3HAYMMBI IJIs YCJIOBCKA.

y KpbBIC HC3HAYWUTCIIBHBIC aHOMAaJIMW pPa3BUTUA Ha6J'IIO}IaJ'II/ICI) npu naos3e, TOKCHYHOM JJIsA
MaTepUHCKOro opraHuszMa (pesepB Oe3zomacHoctu 5,1). YV kponukoB HaOionanach HeOousblIas
3aJiepKKa 3peJIOCTH MEYSHU M Pa3BUTHUS CKeJleTa Y TUT0/1a ITPH UCTIOIb30BaHUH IIpenapaTa B BBICOKOH

n03e 6e3 MPosBICHUS TOKCUYHOCTH Il MaTEPUHCKOT0 opranusma (pesepB 6e3onacHoctu 4,5).

B wuccnenoBaHusX Ha Kpbicax M KpOJMKaX ObUIO TIOKa3aHO TOKCHYECKOE JeiicTBHE Ha
PENPOAYKTUBHYIO CHCTEMY C HE3HAYUTENbHBIM CHIDKEHHEM INPUPOCTa Macchl Teiaa OepeMeHHOU

CaMKH, CHHXKCHHEM HEOHATAJIbHOHN KU3HECIIOCOOHOCTH M MAacChl Tela Ipu poOXICHUHU, 3a;(ep>1<1<0171
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KpBIC, HO HE BIUSUI Ha OOy (epTUIBHOCTh Y CAMIIOB M CaMOK KpbIC. PapMaKOKHMHETUYECKHE
HCCIIeI0BaHMs, TIPOBE/ICHHBIE C TUKArpeJIOPOM, MEUECHHBIM PaJIMOAKTUBHBIM H30TOINOM, IMOKa3ajy,

YTO Mpenapar u ero MeTaboIUTHI BBIJEISIOTCS C MOJIOKOM KpBIC (CM. pasnen 4.6.).

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

S npo Tabiuerku

Mannurton

Kanprus runpodocdar
Kapb6okcumerunkpaxmai HaTpHs
I'mnponosa

Maruus creapat

0O060s104Ka TA0JIETKHU:

['unpomennosa 2910
Turana auoxcun E 171
Tanbk

Makporoxn 400

Kpacurens xenesa okcun xentoiit E 172.

6.2. HecoBmecTUMOCTH

He nmpumenunmo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

3 rona.

6.4. OcoOble MepbI IPEOCTOPOKHOCTH NIPH XPAHEHHUH
Xpanuts npu Temiieparype He Boie 30 °C.

6.5. Xapakrep u coaepkaHue yIaKOBKH

ITo 14 Ttabnerok B Guuctepe u3 [IBX/IIB/IX, nokpeitom amomuHueBoil ¢osbroit. Ilo 4 6mucrepa

BMECTEC C THCTKOM-BKJIaAbIIIEM B KapTOHHOI\/’I IMTa4YKE C KOHTPOJIEM IIEPBOT'O BCKPBITHS.

6.6. Oco0ObIe MepbI NPEIOCTOPOKHOCTH NMPH YHUYTOKEHHH UCI0JIb30BAHHOIO JIEKAPCTBEHHOT0
npenapara WIH OTXOA0B, IOJYYeHHBIX [0CJie NpPUMEHEHUsl Mpenapara, W JApyrue

MAaHUIIYJIAOUHA ¢ MpemapaTom

Het 0co0bIx TpeOoBaHMI K yTHIH3AIHH.
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7. IEPJKATEJb PETUCTPALIMOHHOIO YIOCTOBEPE st~ 54 TEITEHOCTS 0009)

Benmukobpurtanus

Actpa3enexka FOK Jlumurten, 1 Ppencuc Kpux Apento, KemOpmmx buomenukan Kammyc,
KemOpumxk, Benmukobpuranus CB2 0AA

AstraZeneca UK Limited, 1 Francis Crick Avenue, Cambridge Biomedical Campus, Cambridge,
United Kingdom CB2 0AA

Onexrponnas noura: MAH EAEU@astrazeneca.com

7.1. Hpe}ICTaBI/ITeHL AepKaATEC/IA PETUCTPALMOHHOI'O YIOCTOBEPECHUSA

IIperen3un HOTDC6I/IT€J'ICI71 HamnpasJIATh 110 agpeECy.

Poccutickas ®@edepayus

00O «Actpa3enexa @apmMacbIOTUKAI3»

123112, r. Mockga, 1-it KpacHorBapaeiickuii mpoesn, a. 21, ctp. 1, ataxk 30, komnarst 13 u 14
Ten.: +7 495 799 56 99

®dakc: +7 495 799 56 98

DJeKTpOHHAs TIOYTa: Safety.Russia@astrazeneca.com

ProductQuality.ru@astrazeneca.com

8. HOMEP (HOMEPA) PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

JITI-Ne(002905)-(PT-RU)

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOTI'O IIPEITAPATA

JlexapcTBEeHHBIN ITpenapaT OTHOCUTCS K KATETOPUM OTITYCKa 10 PELENTY.

OO11ast xapakTepUCTHKa JIEKapCTBEHHOTo NpenapaTa Tukarpenop Actpa3eHeka JOCTyIIHA B €IMHOM
peecTpe  3aperucTPUpPOBAHHBIX JIEKAPCTBEHHBIX CpPEACTB Ha MH(GOPMAIMOHHOM IOpTaje

EBpazniickoro 5KOHOMHUYECKOTO COKO3a.
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