COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 25.09.2024 N= 20614

OBIIAS XAPAKTEPUCTHUKA JIEKAPCTBEHHOGFO TIPERAPATA 1002

1. HAUMEHOBAHHME JIEKAPCTBEHHOI'O IIPEITAPATA
Burarpuens, 75 Mr, TabiaeTKH, TOKPBITHIE TNIEHOYHOH 000JI0YKOH.

2. KAUECTBEHHBIN U KOJJMYECTBEHHBIN COCTAB

JeiicTByro1iee BEIIeCcTBO: KIOMUI0TPElL.

Kaxxnas TabneTka, mokpbITas MJIEHOYHONW OOOJIOUKOM, CONEPKUT /D MI KJIOMuaorpena (B BUJE
oucynbdara).

BcnomoratenbHbie BellecTBa, HaJUYME KOTOPBIX HAJO YYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
rpenapara: COeBbIi JIeMUTHH (cM. pasnen 4.4.).

[TonHbIi IepeyeHb BCIOMOTaTEIbHBIX BEIIECTB MPUBEEH B pazjerie 6.1.

3. IEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE INICHOYHOU 000I0YKOM.
Kpyriblie, 1BOSKOBBITYKIIbIE TA0JIETKH, TOKPHITHIE TUIEHOYHON 000I0UKOH PO30BOTO 1IBETA.

4. KIMHUYECKHUE JAHHBIE

4.1.

IToka3zanus k MNPUMECHCHUIO

Bropuunas HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I‘IeCKI/IX OCJIOKHCHUM:

* ¥V B3pOCIBIX NAIIMEHTOB [I0CIIE HEAABHO MIEPEHECEHHOT0 NH(apKTa MHOKapAa (C JaBHOCTBIO OT
HECKOJIbKUX JHed 1o 35 naHeil), HeJaBHO IEPEeHECEHHOr0 HIIEMUYECKOro HMHCyJbTa (C
JABHOCTbIO OT 7 paHeW a0 6 MecdleB) WIM IpU JUArHOCTUPOBAHHOM 3a00JI€BaHUU
nepuepuyecKux apTepuil.

* V¥ B3pOCIBIX MALIUEHTOB C OCTPHIM KOPOHAPHBIM CUHPOMOM:

OCTpBI KOPOHAPHBIN CHHApPOM 0e3 moabeMa cermeHTa ST (HecTaOWibHAST CTCHOKAPIHS
i uHPapKT MuoKapaa 6e3 3y61ma Q), BKitouas NalueHTOB, KOTOPBIEC TOJKHBI MOJIy4aTh
MEAMKaMEHTO3HOE JICYEHHE, U MAllUeHTOB, KOTOPBIM MOKAa3aHO YPECKOKHOE KOPOHAPHOE
BMEIIATENHCTBO (CO CTEHTUPOBAHHWEM WM 0€3 CTEHTUPOBAHUS) WM AOPTOKOPOHAPHOE
uryntuposanue (AKI);

ocTpeli MH(pApKT MHOKapAa ¢ mnoabeMoMm cermeHTa ST, BkiIouas MalUMEHTOB,
MOJIyYaIOIUX METUKAMEHTO3HOE JICUEHUE, B TOM YHCIIE TPOMOOIUTHYECKYIO TEPAIHIO.

HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I‘-IeCKI/IX u TDOM603M6OHI/I‘IGCKI/IX OCJIO)KHEHUM V B3POCHIBIX

HanueHToB ¢ ubpmuIdImei npeacepanii (MepruareabHOl apUTMHUE)

VY B3pocnbIX NaMEeHTOB ¢ (QUOpmIIsALMed npeicepAuil (MepuaTreabHOW apUTMHEN),
UMEIOIUM XO0Ts Obl 01IMH (PAKTOP PUCKA PAa3BUTHUS COCYAUCTHIX OCIIOKHEHHH, KOTOpPBIE HE
MOTYyT MpUHMMATh aHTaroHuctsl BuUTaMMHa K (ABK) u wumeror HU3KMHA pHCK
KPOBOTEUCHMH, KIJIOMUJOTPEN B COUYETAHHU C aueTwicanuuumioBoi kucinoroil (ACK)
MoKaszaH sl TPO(PHIIaKTUKHA aTePOTPOMOOTHIECKUX U TPOMOOIMOOINYECKUX COOBITUIA,
BKJIIOYAsl UHCYJIBT.

Y B3pOCHBIX MAIMEHTOB C TPAH3UTOPHOU mimeMuueckoii arakoi (TUA) cpeaHero uim BBICOKOTO

DPUCKA WIN ¢ MadbIM uiemMudeckuM nHcyasToM (M) (B komOuuaimu ¢ ACK)

Knonuooepen 6 komounayuu ¢ ACK noxaszan:

B3poCibIM nanueHTam ¢ TUA cpemnero niam BRICOKOTO pUCKa (OIIEHKA 10 TITKaje ABCD?**
>4) wim ¢ MmaneiM M (NIHSS** <3) B Teuenue 24 yacoB nocie coobrtus TUA wnm M.

* Illkama JuIsi OIIEHKH PHCKa paHHETro WHCYIbTa mocie TUA, GasupyeTcs Ha CIeAyIOMUX MapaMmeTpax:
BO3pACT, apTEpPUAIbHOE NABJICHUE, KIMHUYECKUE CHUMIITOMBI, HPOJOLKUTENbHOCTE THA u caxapHsiif

nuader.

** ]1lkayia MHCYJIbTA HAI[MOHAIBHOTO MHCTUTYTA 370POBBI.
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4.2.  PeXuM J03MPOBAHMSA H CIOCO0 NPHUMeHeH s (MOCNEOOQBATENBHOC

Pexum no3upoBanus

Heoasno nepenecennviti  umgpapkm  muoxapoda, HeOABHO NEPEHEeCeHHblll  UHCYIbMm U
ouazHOCmupoB8antoe 3abonesanue nepugepuieckux apmepuii

PexoMennyemas go3a — 75 mr 1 pa3 B CyTKH.

Ocmppulii KopouapHbvill cunopom 0e3 noovema ceemenma ST (HecmabuibHas cmeHoOKapous,
ungapkm muoxapoa bes 3yoya Q)

JledeHue KIONUIOTPEIOM CIIEYET HAUMHATh C OJIHOKPATHOIO IIpreMa Harpy304Hoi 10361 300 mr
unu 600 mr. Harpy3ounyto 103y 600 Mr MO>XKHO Ha3Ha4aTh NallMEHTaM B BO3pacte MeHee 75 JIeT,
KOrJa IUIAHUPYETCS IIPOBEACHHUE YPECKOKHOI'O0 KOPOHApHOIro BMellarenbcTBa. JleueHue
KJIONHUIOTPEJIOM CIIEAYET MPOJOJIKUTE B 103upoBKe 75 mr 1 pa3 B cyTku coBmectHOo ¢ ACK B 1103e
75-325 wmr. Ilockonbky Oonee Bbicokue 10361 ACK Obuti cBsi3aHBI ¢ 00jee BBICOKMM PHUCKOM
KpOBOTEUEHHS, pekomeHayercs, 4ToObl go3a ACK we mpesbmmana 100 mr. OntumanbHas
IPOJIOIDKUTEIBHOCTh  JIeYeHUs] O(UIMaIbHO HE ycTaHOBIEeHA. JlaHHBIE KIMHHYECKUX
HCCJIEIOBAHUM MOATBEPKIAa0T BO3MOXKHOCTh MPOJOJLKUTEIBHOCTH JIeUeHUs 10 12 mecsies;
MakcuMabHas 3pPEKTUBHOCTD TEeparuy HAOII01AIach Yepe3 3 MecsIa JICUCHHUS.

Ocmputii unghapkm muoxapoa ¢ noovemom ceemenma ST

Knonunorpen naznavator B 103¢ 75 mr 1 pa3 B cyTku ¢ win 0e3 Harpy3o4Hoi 10361 300 mr B
komOuHamu ¢ ACK, a takxke ¢ TpOMOOTUTHYECKUMHU TIpernapaTamMu Wi 0e3 HuX. Y MalueHToB
cTapiie 75 et JeueHue KIOMHIOTPEIOM JOKHO HAYMHATHCS 0€3 IMprueMa ero Harpy304HOH J036I.
KoMOMHUpOBaHHYIO Tepamuio CcileayeT HauyuHAaTh KaK MOXKHO paHbIIC IOCIE TOSBICHUS
CUMIITOMOB U TPOJIOJDKATh HE MEHEE YEThIPEX HEJeIb.

Quobpunnayus npedcepoutl
Knonunorpen cienyer npuHUMaTh B CyTOYHOU 03¢ 75 Mr. B koMOMHaLMu ¢ KJIONHAOTPEIOM
HeoOxoaumo npuHuMath ACK B go3uposke 75-100 mr exxeaneBHO (cM. pa3aen 5.1.).

B3pocnvie nayuenmot ¢ THUA cpednezo unu 8vicokoeo pucka unu ¢ manvim MU

B3pocisiv narmentam ¢ TUA cpeHEro MM BBICOKOTO pHCKa (oleHKa mo mkane ABCD?* >4)
i ¢ maneiM MW (NIHSS** <3) naznauatotr Harpy3ounyto no3y kionumaorpena 300 mr, mocie
KOTOPOH Ha3HavaroT Kjonuaorpen B go3e 75 Mr 1 pa3 B cytku 1 ACK (75-100 mr 1 pa3 B cyTkn).
Tepanuto knonugorpeniom u ACK criemxyer HauyuHaTh B TeueHUE 24 94acoB MOCTE COOBITHS U
MpOJIOJKATh B TeueHHe 21 1OHs, MOociie Y4ero Ha3Ha4aiT TEpanuio OJHMM aHTHArperaHTHHIM
[IpenapaToM.

Dapmaroeenemuxka (nayueHmvl ¢ 2eHemudecku O0OYCI08IeHHOU CHUMNCEHHOU aKMUBHOCHbIO
usogpepmenma CYP2C19)

Huskas aktuBHOcTh m30odepmenta CYP2C19 cBszaHa ¢ yMEHBLIEHHEM aHTHArperaHTHOIo
JercTBUs Kionuaorpena. Pexum npumenenus 0osiee BICOKHX 7103 (600 Mr — Harpy3odHast 103a,
3areM 150 mr 1 pa3 B CyTKM €XEIHEBHO) Yy MAaIMEHTOB C HU3KON aKTUBHOCTBIO M30(epMEeHTa
CYP2C19 yBenuumBaeT aHTHArperaHTHOE JIEHCTBUE Kiomuaorpena (cMm. pasmen S5.2.). Y
MAIMEHTOB C HU3KOW akTUBHOCTHIO m3opepmernTa CYP2C19 MoxHO paccMOTpeTh BOMPOC O
NPUMEHEHUU OoJiee BBICOKMX 103 Kiomuaorpena. TOUHBIH peXUM JTO3UPOBAaHUS ISl JAHHOU
HOIYJISAUY MAIUEHTOB B KIMHUYECKUX MCCIIEAOBAHUIX, YUUTHIBAIOIIUX KIMHUYECKHE UCXOJIBI,
HE YCTaHOBJIEH.

Iponyck 0o3vl
Ecnu npormyies npreM npemnapara B TeUEHHUE:

e menee 12 uacoe mocine 3alUIAHUPOBAHHOTO BPEMEHM: MALMEHThl JOJDKHBI MPUHATH 103y
HEMEJUIEHHO, a 3aTeM MPUHSATH CIEIYIOUIYI0 JJ03Y B 0OBIYHOE 3aIlJIaHUPOBAHHOE BPEMS;

e oOonee 12 wuacoe mocCne 3aIUVIAHUPOBAHHOTO BPEMEHM: TMALMEHTHI JOJKHBI MPUHSATDH
CJIETYIOIIYIO 103y B OOBIYHOE 3aIUIAHUPOBAHHOE BPEMS U HE JIOJKHBI yABaUBaTh J103Y .
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Oco0bnIe I'pynIibl TaMEHTOB

Tlayuenmui nodcunozo eospacma
s monyuenus nHGOPMAIIMHU O HArpy304HOH J103€ JIJIsl MAIMEHTOB cTapiie 75 et cM. pasznen 4.4.

Tayuenmoi ¢ HapyweHuem hyHKyuu novex
Koppeknuu no3e1 He Tpedyeres (cM. pasaen 4.4.).

THayuenmoi ¢ HapywieHuem QyHKYuu neveHu
Koppeknuu no3e1 He Tpedyeres (cM. pasaen 4.4.).

eTH
bezonacHocTh 1 3(pPeKTUBHOCTL MPUMEHEHHs Mpernapara y AeTeid B Bo3pacTe A0 18 ner He
YCTaHOBJIEHBI. JJaHHBIE OTCYTCTBYIOT.

Croco0 rmpuMeHeHus
BHyTpb, HE3aBUCHMO OT IPHEMA MTUIIIH.

4.3. TlpornBONOKAa3aHUMA

¢ JloBbpImeHHas YYBCTBUTCIIBHOCTL K KJIONUAOTPCIY HIU K JIIO6OMy U3 BCIIOMOI'aTCJIIBHBIX
BEILIECTB, IEPEYHCIICHHBIX B pa3zaene 6.1.

» Tsxenas meyeHOUHAs! HEIOCTATOYHOCTD.

* Octpoe KpoBOTEUEHHE, HAITPUMEDP, KPOBOTEUECHUE U3 IIENTUYECKOI A3BbI NJIM BHYTPUUYEPEITHOE
KPOBOU3JIUAHUC.

* bBepemeHHOCTB M NIEpUOA TPYJHOTO BCKapMIIMBaHUA (cM. pazzen 4.6.).

» Jlerckwuii Bo3pact 10 18 et (6e30macHOCT 1 3PPEKTUBHOCTh MPUMEHEHHS HE YCTAHOBJICHBI).

4.4. OcoOble ykazaHusi 1 Mepbl NPeIOCTOPOKHOCTU NPH NPUMEHEHUH

C OCTOPOXKHOCTBIO CIeAyeT Ha3HauaTh Ipernapar:

— IpU  YMEpPEHHOM  IEYECHOYHOM  HEJOCTATOYHOCTH, IIPU  KOTOPOM  BO3MOJKHA
IPEPaCON0KEHHOCTh K KDOBOTEUEHHUIO (OrPAHNYECHHBINA KIMHUYECKUH OIBIT IPUMEHEHUS);

— IIpH NOYE€YHOH HEJOCTAaTOUHOCTHU (OrpaHUYCHHBIN KIIMHUYECKUH OMBIT IPUMEHEHMS);

— mpu 3a00JeBaHUSX, MPU KOTOPBIX HMMEETCS MPENPACIONIOKEHHOCTh K Pa3BUTHIO
KPOBOTEUEHUH (B YAaCTHOCTH, JKEIyJOYHO-KUIIEYHBIX WJIM BHYTPHUIJIa3HBIX), M, B
0COOEHHOCTH, IPU OJJHOBPEMEHHOM MPUMEHEHUU JIEKaPCTBEHHBIX CPEACTB, KOTOPHIE MOTYT
BbI3BaTh MOBPEXKAECHUS CIM3UCTON OOOJIOUKM JKENyJIOYHO-KHUIIEYHOIO TPaKTa (TaKUX Kak
ACK u HectepouHbIE TPOTUBOBOCTIATUTENbHBIE MTpenapaTsl (HIIBII));

— Yy MAalMeHTOB, Y KOTOPBIX HMMEETCSl MOBBILICHHBIH PHUCK DPAa3BUTHS KPOBOTEUEHMS: H3-3a
TpaBMBbl, XUPYPTUYECKOT0 BMENIATEIbCTBA WIIN IPYTMX MATOJIOIMYECKUX COCTOSHUM, a TAKXKe
y mnanueHtoB, nomyyaroumx jedeHue ACK, remapuHoMm, BappapuHOM, HHTHOMTOpAMHU
rnmukonporenHa IIb/Illa, HIIBII, B TOM wuyHcine CeNeKTUBHBIMH HMHIMOUTOpaMu
nukinookcurenaspl-2  (LIOI'-2), a Takke JApyrMMH JIEKapCTBEHHBIMH CpEICTBaMH,
IIPUMEHEHHE KOTOPBIX CBS3aHO C PHUCKOM Da3BUTUS KPOBOTECUEHWM, CEIEKTUBHBIMU
uHruouTopamu obparHoro 3axsara ceporonnna (CMO3C) (cm. pasznen 4.5.);

— TpU OJHOBPEMEHHOM TIPUMEHEHUH C JIEKAPCTBEHHBIMU CpEJICTBAMH, SBIISIOIIUMUCS
cyoctparamu uzopepmenta CYP2C8 (penarnunua, nakauTtakcen) (cMm. pasaen 4.5.);

— 'y MaIMeHTOB ¢ HU3KOU akTUBHOCTHIO n3odepmenta CYP2C19 (cm. pasaenst 5.2., 4.2.);

— IpU yKa3aHMAX B aHAMHE3€ Ha AJUIEPTUYECKUE U IeMaTOoJIONMYECKHE PEAKIUU Ha JpyTue
TUEHONUPUANHBI (TaKue KaK THUKIOMMIWH, Mpacyrpen) (BO3MOXKHOCTh IEPEKPECTHHIX
QIUTEPTUYECKUX M TeMaTOJIOTHUECKUX PEaKIni);

— TIIpU HEJABHO NEPEHECEHHOM MPEeXOSIIEeM HapyIIeHHHd MO3TOBOTO KPOBOOOpAIECHHS WM
uiemMudeckom uHeynbTe (npu codetannu ¢ ACK).

Oco0ble yKa3aHus

Kposomeuenus u cemamonocuueckue napyuienus

B cBs13u ¢ prCKOM pa3BUTHS KPOBOTCUCHHUS U HEXKEIATEIbHBIX PEAKIUil CO CTOPOHBI KPOBHU (CM.
paznen 4.8.) B ciydae MOSBJICHHS B X0O/I€ JICUCHUST KITUHUIECKUX CUMITTOMOB, TIOJIO3PUTEIHHBIX HA
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BO3HHUKHOBEHHUE KPOBOTEUEHUS, CICAYET CPOUHO cnena’i@ '%élﬂﬁfﬂiﬁmﬂﬁg&ﬁ% 'aIIaE’IPfs' KPOBH,

OTpeNeNIUTh aKTHMBMPOBAHHOE YacTHMyHOe TpoMmOorutactuHoBoe Bpems (AUTB), kommuectBo
TPOMOOILIMTOB, MOKa3aTeau (YyHKIMOHAIBHONW AaKTHMBHOCTH TPOMOOLMTOB M IPOBECTU Jpyrue
HE00XO0JUMBbIE UCCIIEJOBAHMSL.

Knonuporpen, kak W JIpyrue aHTUTPOMOOLIMTApHBIE CpENICTBA, CIEAyeT IPUMEHATh C
OCTOPOXXKHOCTBIO y TMAIMEHTOB, HMMEIOIIMX IIOBBIIICHHBII PUCK pPAa3BUTHS KPOBOTEUEHUS,
CBSI3aHHBIN C TPaBMaMH, XUPYPrHUECKUMH BMEUIATEIbCTBAMHU WJIM JPYTMMHU IaTOJIOTHYECKUMU
COCTOSIHUSIMH, a Takoke y nanuentos, npuaumaronmx ACK, HIIBII (B Tom uuciie HHTHOUTOPHI
[HOI'-2), remapun, Osokaropsl riaukonporenna IIb/Illa, CHMUO3C wu MoIHBIE WHIYKTOPHI
mzopepmernra CYP2C19. B cBi3M C TIOBBIIICHHBIM pPHUCKOM KPOBOTCUCHHS TpOWHAs
aHTuTpoMOonMTapHas Tepanus (xkiaonuporpentACK+aunupunamon), npuMeHsiemas Ui
BTOPUYHOW  TPOPHUIAKTHKHA HMHCYJIbTa, HE PEKOMEHIYETCS MalueHTaM C  OCTPBIM
HEKapIu03MO0JINYECKUM UIIEMUYeCKUM HHCYIbToM i THA.

[lpu nedeHUM KIOMUAOTPENIOM, OCOOCHHO B TEUYECHHE IMEPBBIX HEIENb JICUCHHUS W/WIN TOCIe
MHBAa3UBHBIX KapAMOJIOTHYECKUX MPOLENyp/XUPYPrUYeCKOro BMELIaTeIbCTBA, HEOOXOIMMO
BECTH TIIATEIbHOE HAONIOJCHWE 32 TAalMeHTaMH Ha TMpeIMeT HCKIIOYEeHUS IPU3HAKOB
KPOBOTEUCHMs, B TOM 4HClIe, U CKpbiToro. He pekomeHmyercs OJHOBPEMEHHBIH IpHeM
KJIOMUJIOTPENIa C MEPOpPAIbHBIMU AHTUKOArYJISHTaAMH, ITOCKOJBKY 3TO MOXET YBEJIUYUTh
MHTEHCUBHOCTh KPOBOTEUEHUH (cM. pa3zen 4.5.). OnHOBpeMeHHOE IPUMEHEHHUE KIIOMUI0Tpena ¢
Bap(apruHOM MOXKET YCHIIUTh PUCK KPOBOTEUCHUS, TOITOMY CIIEAYET COOII0aTh OCTOPOKHOCTD
IIpY OJTHOBPEMEHHOM PUMEHEHUH Kilonuaorpena u Bapdapuna (cMm. pazaen 4.5.).

Ecnu manyeHTy npeicTonT mi1aHoBasi XMpyprudeckast ornepanusi, U Ipu 3TOM HET HEOOXOAUMOCTH
B aHTUTpoMOouuTapHOM 3(ddexre, To 3a 7 IHEH A0 omepauuy MpUEM KIOMUAOIpesa CleayeT
IIPEKPATUTD.

Knonuaorpen yanuHser BpeMsi KPOBOTEUEHHS M JIOJDKEH NPUMEHSATHCA C OCTOPOKHOCTBIO Y
NAIMEHTOB € 3a00J€BaHUSMU, MPEAPACHONATAOIIMMU K Pa3BUTUIO KPOBOTEUEHHH (OCOOEHHO,
eIy TOYHO-KUIIEYHBIX U BHYTpUIJa3HbIX). [Ipenaparel, KOTOpbIE MOT'YT BbI3bIBATh TOBPEXKICHHS
ciusuctoit  obonouku KKT (rakue xak ACK, HIIBII) y nanueHTOB, NpUHUMAIONIMX
KJIOMUAOTPEll, CIeyeT IPUMEHSTh C OCTOPOKHOCTBIO.

[TarueHTs! TOJKHBI OBITH MPEAYNPEXKIEHBI O TOM, UTO MPH IIPUEME KIIOMHI0Tpeia (0AHOro WIH B
komOuHaimu ¢ ACK) a1 0cTaHOBKM KPOBOTEUEHHUSI MOXKET MOTpeOoBaThcsl OOJIbIlIE BpEMEHH, a
TaKkkK€ O TOM, 4YTO, B CIy4ya€ BO3HHKHOBEHHMsS y HHMX HEOOBIYHOro (1O JIOKAaNU3alWU WIN
IPOIOJDKUTEILHOCTH) KPOBOTEUSHHSI, UM CJIEAyeT COOOIIMUTh 00 3TOM CBOEMY JieHalleMy Bpauy.
[lepen mro0Ool mpeacTosIed omepanvedl © TIepe] HavajloM TMpuema Jiro00ro HOBOTO
JIEKapCTBEHHOTO Iperapara MalueHThl JAO0JDKHBI coO0IaTh Bpauy (BKJIIOYash CTOMAaToJIora) o
pHeMe KIIOMHI0Tpea.

[TanimenTam ¢ OCTpBIM KOPOHApHBIM CHHIPOMOM 0e3 moabema cerMeHTa ST B Bo3pacTe crapiie
75 neT He peKOMEHIyeTCsl Ha3HA4YaTh HAarpy304YHbIE 10361 Kionuaorpena 600 Mr u3-3a MoBBIIEHUS
pHUCKa pa3BUTHUS KPOBOTEUEHUS y STOM IPYIIIbI NAL[UEHTOB.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OueHp peako TMocie NPUMEHEHHUs Kionujaorpena (MHOTAA Jake HENpOJODKUTEIBHOTO)
orMmevyanuch ciaydan pasButuss TTII, koTtopas xapakTepuszyercss TpOMOOLUTONEHUEH U
MUKPOAHTHOIIATUYECKOW T€MOIUTUYECKON aHEMHUEH, COITPOBOKIAIOIIUMHUCS HEBPOJIOTMUECKUMU
paccTpoiicTBamMu, HapymieHneM GyHKIuHA nodek u jguxopaakoil. TTII sBisercs moTeHIMAIBHO
YTPOXKAIOLIUM )KU3HU COCTOSTHHEM, TPEOYIOLTMM HEMEAJICHHOT O JICYeHU s, BKJItoYas TuiazMadepes.

Ilpuobpemennas cemounus

Coo011anock o ciry4asix pa3BUTHUSI IPUOOPETEHHON TeMOGUINY MPH npueme kinonugorpena. [Ipu
MOATBEPKJICHHOM  HM30JMpoBaHHOM yBenumueHnn AUYTB, conpoBoxknaromieMcs WIA —HE
COIIPOBOXKAAIOIIEMCS] Pa3BUTUEM KPOBOTEUYEHUS, CIEAYET PACCMOTPETH BOIPOC O BO3MOKHOCTH
pa3BuTHsi npuoOpereHHONW reModunauu. [lanmMeHTsl ¢ TOATBEPKACHHBIM  JHArHO30M
NpHOOpETEHHOW TeMODWINU MOJDKHBI HAOMIOIAThCSl U JICUUTHCS CIEUUATHCTAMU IO STOMY
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3a00JIeBaHUIO U IPEKPATUTH MPUEM KIIOMUI0TPEIIa.

Heoasno nepenecennwiii uuemMudeckuii UHCY16m

Hauano mepanuu

e VYV namueHtoB ¢ octpbiM MaibiM MW niu ¢ THUA cpeaHero uiud BBICOKOTO pUCKa JIBOMHAs
aHTuarperantHas tepanus (knonunorpen u ACK) nomkHa HayaThCsS HE MO3JHEE YeM 4depes
24 4aca 1ociie MmosiBJACHUS CUMIITOMOB COOBITHS.

e JlaHHBIC O COOTHOILIEHHH I10JIb3bI U PUCKA KPATKOCPOYHOM IBOMHON aHTUAIPETaHTHOM Tepanuu
y nanueHToB ¢ ocTphiM MainbiM MW wmmm ¢ THMA cpeaHero uiam BBICOKOIO pHCKa C
BHYTPUYEPEITHBIM KPOBOU3IUSIHUEM (HETPaBMAaTUUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHnoTepanus KJIonuaorpeaom y naiueHton ¢ M, He BIsIOmMMCs MajibiM, 10/KHA HAYaThCsl
yepe3 7 IHEeH Mmocie Havaaa COOBITHSI.

Hayuenmot ¢ UU, ne asnarowumces manovim (NIHSS > 4)
BBuy OTCYTCTBHUS JaHHBIX HE PEKOMEHIYETCS Ha3HAYaTh JIBOMHYIO aHTHATPETaHTHYIO TePaIIHIo.

Hayuenmuwi, nedasno nepenecuiue manviii MW unu TUA cpednezo unu 8b1cok020 pucka, KOmopbim
NOKA3AHO UIU KOMOPBLIM 3aNJIAHUPOSAHO GMEULANENbCINGO

JlaHHBIE B IOAEPKKY IPUMEHEHUS ABOMHOW aHTHATrPETaHTHON TEPAIUH Y NMallHEHTOB, KOTOPBIM
MOKa3aHa KapoTUAHAS OHHAAPTEPIKTOMUS WM BHYTPUCOCYAUCTas TPOMOIKTOMUS, WU Y
MAIMEHTOB, KOTOPBHIM 3aIlUTAHUPOBAHBI TPOMOOJIM3WC WM AHTHUKOAryJISHTHAs Teparus,
OTCYTCTBYIOT. B  yKa3zaHHbIX CHUTyauusX HE PEKOMEHJAYeTCs Ha3HayaTb JBOMHYIO
AHTUArPETAHTHYIO TEPAIUIO.

QyukyuonanvHas akmusHocms uzogpepmenma CYP2C19

VY manueHToB ¢ HU3KOM akTUBHOCTHIO m3odepmenta CYP2C19 npu nmpuMeHeHHH KIIOTHI0Tpena
B PEKOMEHIyEeMbIX J103aX 00pa3yeTcsi MEHbIIE aKTUBHOTO METa0OoIuTa KIOMUAOrpena u ciadee
BBIPAXEHO €r0 aHTHAarperaHTHOE JEMCTBHE, B CBA3M C YEM IPU IIpUeMe OOBIUHO PEKOMEHAYEMBIX
03 KJIOMUJOTpeNia MPU OCTPOM KOPOHAPHBIM CHHAPOME WU YPECKO)KHOM KOPOHAPHOM
BMELIATEJIbCTBE BO3MOKHAa 0Oo0Jee BbICOKAash YacToTa pPAa3BUTUS  CEPIEUHO-COCYAUCTBIX
OCIIO’)KHEHUH, YeM y MallueHTOB ¢ HOpMaIbHON aKTUBHOCTHIO H30odepmenta CYP2C19.
Oxwunaercs, 4To MPUMEHEHHE JIEKAPCTBEHHBIX CPEJICTB, KOTOpPbIE HHAYLHUPYIOT aKTHUBHOCTh
uzopepmernta CYP2C19, moxer NpUBOIUTH K YBETUYEHUIO KOHIIEHTPALMM aKTHUBHOIO
MeTaboIMTa KJIOMHUI0TPENa U MOBBIIIATh PUCK BOSHUKHOBEHMSI KpOBOTeUEHUs. B kauecTBe Mepbl
IIPETIOCTOPOKHOCTH HE PEKOMEHIYETCS NPUMEHATH OJHOBPEMEHHO MOIIHBIE WHIYKTODPBI
nzodepmenta CYP2C19 u xinonuporpern.

Nmerotes tectsl 1uid onpeaenenus reHotuna CYP2C19, kotopsie MOTYT OBITh HCIIOIB30BaHbI IS
MIOMOIIH B BbIOOpE TepaneBTHYecKoi cTpareruu. CieayeT paccCMOTPETh BOIIPOC O MPUMEHEHUU
6oJ1ee BBICOKHX /103 KJIOMMJIOTpesa y NalMeHToB ¢ HU3Koi akTuBHOCTBIO CYP2C19 (cM. pa3zensl
52.,4.2).

Ilepexpecmmuvle annepeudeckue u/unu 2emamoiocuieckue peaKyuu Mexcoy mueHonupuouHamu

VY nmanueHToB cienyeTr coOuparh aHaMHE3 Ha MpeAMET UMEBIIUXCS paHee alJIepru4ecKuX W/1in
reMaToJOTMUECKUX PEeaKIMi Ha JIpyrue THEHONUPHUIUHBI (Takue Kak THUKJIOMHJIUH, pacyrpen),
TaKk KaK cOOOIIaoCh O HAJMYMU NEPEKPECTHBIX aJUIEPTUUYECKUX W/MIM TeMaTOJIOTHYEeCKHX
peakuuii Mexay THeHonupuauHamu (cM. paszznen 4.8.). TueHomupuIUHBI MOTYT BBI3BIBATH
YMEpEHHbBIE U TSKENbIE aJUIepruuecKkrue peakiny (Takue Kak KOKHasi Chblllb, aHTMOHEBPOTUYECKUI
OTEK) WJIM TeMaTOJOrMYecKHe peakiuHu (Takue Kak TPOMOOLMUTONEHHS W HEHTPOIEHHs).
[TarueHTsl, Y KOTOPBIX paHee HaOJI0IaIiCh aJUIeprUYecKue U/WIM TeMaTOIOTHYECKUE peakluu
Ha OJIMH M3 IIPENapaToB IPyNIbl THEHONMMPUANHOB MOTYT UMETH MOBBIIIEHHBIA PUCK PAa3BUTHUS
NONOOHBIX peaklMil Ha JApyrod mpemapaTr Trpynnbsl THEHONUPUIMHOB. Pexkomenmyercs
MOHUTOPHHT NEPEKPECTHHIX AIJIEPIrUUYECKUX H/HIIM TeMaTOJIOTHYECKUX PEaKIuii.

Toueunas neoocmamoynocmo
OmngIT MMPUMCHCHUA KIJIONMUWAOrpejia y HaUuCHTOB C TSDKEIONH MOYEYHOM HEZOCTaTOYHOCTHIO
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aIuEeHTOB.

Tleuenounas nedocmamouHocms

HNwmeerca OFpaHH‘-IeHHLIﬁ OIIBIT IMPUMCHCHHUA KIIOMMUAOIpEIa Yy TMAUCHTOB C TAXKCIbIMU
3a00JICBaHUSAMHU  TICUCHH, KOTOPbIE MOTYT OBITh  HPEIPACIOIOKEHB K  Pa3BHTHIO
reMopparu4eckoro jauaresa. [1o3TomMy cieayer ¢ OCTOPOKHOCTHIO HPUMEHSTh KIOMUIOTPEN y
JAHHOM TPYIIIIBI TAIUEHTOB.

Bcnomozamenvhvie gewjecmea
[Ipenapar Butarpuens coaepKUT coeBblid JeuuTHH. [laninenTam ¢ ajieprueid Ha apaxuc Wi COX0
HE clielyeT NPUHUMATh JaHHBIN JIEKAPCTBEHHBIN MTpenapar.

4.5. B3aumopneiicTBHe ¢ JAPYrHMM JIeKAPCTBEHHBIMHM IpenapaTaMu W Jpyrue BHUAbI
B3aHNMOJAEeHCTBUSA

JlekapCcTBEHHEIE CPEJICTBA, MPUMECHEHHE KOTOPHBIX CBSA3aHO ¢ PUCKOM PA3BUTHS KPOBOTCUCHUS
HNMeercss MOBBIMIEHHBI PHUCK Pa3BUTHS KPOBOTCUCHHSI BCJICACTBHE HUX TOTCHIIMAIBHOTO
anIuTUBHOTO d(dekTa ¢ kmomuaorpesom. JleueHue ciaemnyeT IPOBOJAUTh C OCTOPOKHOCTHIO (CM.
pasznen 4.4.).

IlepopanvHvle anmuxoazynaumel (Hanpumep, eapgapun)

OpnHOBpeMEHHOE IPUMEHEHHE KJIOMUAOIpesla M  IEepOpabHBIX aHTHUKOAryJIsHTOB HE
PEKOMEHIyeTCsl, TaK KaK JaHHas KOMOMHAIUS MOXKET YCUIIUTh KpoBoTeueHue (cm. pasaen 4.4.).
XoTs preM KIonuaorpesna 75 Mr B CyTKU He U3MeHsUT hapMakoKMHETHKY BapdapuHa (cyOcTpara
mzopepmernra CYP2C9) wmm MHO y mnanueHToB, UIMTENBHO TONYYAIONMIMX JICYCHUE
BappapuHOM, OJTHOBPEMEHHBII PUEM KIOMUAOrpeia YBEIUUHBACT PUCK KPOBOTECUCHHUS B CBA3HU
C €ro HEe3aBHCHUMBIM JIOTIOJHUTEIHHBIM BIMSHUEM Ha CBEPTHIBAEMOCTH KpoBH. [loaToMy ciemyer
coOr0aaTh OCTOPOXKHOCTD MIPH OAHOBPEMEHHOM IpreMe BapdapHuHa U KIOMU0Tpena.

broxamopur enuxonpomeuna IIb/I1la

B cBs13u ¢ BO3MOKHOCTBIO (papMaKOJMHAMUYECKOTO B3aMMOAECHCTBHS MEXKIY KIOMUIOTPEIOM U
6mokaropamu riukonpotenna l1b/1la, nx ogHOBpeMeHHOE MPUMEHEHUE TPEOYET OCTOPOKHOCTH,
0COOEHHO y MAaIMeHTOB, UMEIOIINX MMOBBIIIEHHBIA PUCK Pa3BUTHUS KPOBOTEUEHHMs (U TpaBMax U
XUPYPru4ecKrX BMEUIATEIbCTBAX UM IPYTUX MATOJOTUYECKUX COCTOSHUAX) (cM. pazzen 4.4.).

Ayemuncanuyunosasn kucioma (ACK)

ACK He wusMmeHseT uHruOupymoiiee aeiictBue kionugorpena Ha AJ[O-unaynupyemyro
arperaiuio TpPOMOOIIMTOB, HO Kionujporpen mnoteHuupyer iausHue ACK Ha KosutareH-
UHAYLUPYEMYIO arperamnuio TpomoouuToB. Tem He MeHee, OAHOBPEMEHHBIN € KIOMUAOTPEIOM
npueM ACK mno 500 mr 2 pasa B CyTKM B T€YEHHE OJHHMX CYTOK HE BBI3bIBAJI CYIIECTBEHHOTO
YBEJIMYEHUS BpPEMEHM KpPOBOTEUYEHMs, BBI3BIBAEMOTo IpHeMOM kionuaorpena. llpu
oJHOBpeMeHHOM mpueMme kinonunorpena u ACK cremyer co0iroaaTe OCTOPOXKHOCTb, TaK Kak
MEXJy HUMH BO3MOXHO (DapMaKoJMHAMUYECKOE B3aUMOJEHUCTBUE, KOTOPOE NPUBOIUT K
NOBBIICHUIO pHUCKAa KpoBoTeueHus (cM. pasnen 4.4.). Tem He MeHee, B KIMHMUYECKHX
MCCJIEIOBAHMSIX MAIMEHTH! OJyYan KOMOMHUPOBaHHYIO Tepanuto kionugorpenom u ACK (75-
325 mr 1 pa3 B CyTKH) 10 OJJHOTO TOJIa.

Tenapun

[To maHHBIM KITMHUYECKOTO UCCIIEIOBAHMS, POBEICHHOTO C YYaCTHUEM 37J0POBBIX T0OPOBOIIBIIEB,
MpU TIpHEME KIIOMUIOoTpeNna He TpeOOBaIoCh U3MEHEHUS JT03bI TeraprHa U HE W3MEHSIIOCHh €ro
aHTUKOAryJissHTHoe jneiicTtBue. OJHOBpEMEHHOE TIPUMEHEHHE TelmapuHa He H3MEHSIIO
aHTUArperaHTHOE JCHCTBUE KiIOmuaorpena. Mexmy KIOMUAOTPEIOM W TemapuHOM BO3MOXKHO
dapMakoIUHAMUYECKOE B3aWMOJCHUCTBHE, KOTOPOE MOXKET YBEIWYHUBATh PHUCK DPA3BUTHS
KpoBoTeueHHI. [Ipr OJHOBpEMEHHOM NPUMEHEHHH CIEIYyET COOJI0AaTh OCTOPOKHOCTH (CM.
paznen 4.4.).
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Tpombonumuku

be3onacHOCTh OAHOBPEMEHHOTO MPUMEHEHMs KIOMUAOorpena, (GuOpUH-CIICHU(PHUUECKUX HIIH
¢ubpuH-HecTIenUPpUIECKUX TPOMOOIMTHYECKUX CPEJICTB M TenaprHa OblIa H3y4deHa y MalueHTOB
C OCTpbIM HH(pAPKTOM MHOKapAa. YacToTa KIMHUYECKM 3HAYMMBIX KPOBOTEUCHHMU ObLIa
aHAJOTWYHA TOU, KOTOpas HaOIr01aach B Clydae COBMECTHOTO TPUMEHEHHS TPOMOOINTHYECKUX
cpencts u renapuna ¢ ACK (cm. pasznen 4.8.).

Hecmepouonwvie npomusosocnanumenvnvie npenapamot (HIIBII)

B xuHIYECKOM UCCIIeTIOBAaHHH, IIPOBEJICHHOM C yUaCTHEM 3JJ0POBBIX JJOOPOBOJIBIIEB, COBMECTHOE
MIPUMEHEHNE KJIOMUJIOTpena U HAlPOKCEHA YBEIWYUBAJIO CKpBIThIe oTepu KpoBu uepe3 KKT.
OnHako, B CBSI3U C OTCYTCTBHUEM HCCIIEIOBAHUN MO B3aUMOJICUCTBUIO KIOMUAOrPEia C IPYTrUMU
HIIBII, B HacTos11€€ BpEMsI HEU3BECTHO, UMEETCS JIM OBBIILIEHHBIN PUCK KEITYJOYHO-KHUIIIEYHbIX
KpOBOTEYEHUM npu npueme kionuporpena Bmecre ¢ apyrumu HIIBII. Ilostomy mnpu
onaoBpeMeHHOM npumeHeHun HIIBII, B Tom uucne maruomropor LIOI'-2 ¢ kimonumorpenom
cieayet coOJr01aTh OCTOPOKHOCTD (CM. paznen 4.4.).

Cenexmushvie uneubumopwvl oopamnoeo 3axsama cepomonuna (CHO3C)
Tak kak CHUO3C BausioT Ha AaKTUBALMI TPOMOOLIUTOB W YBEIMYMBAIOT PUCK DPA3ZBUTHUS
KPOBOTEUYEHHSI, TO MPU OJHOBPEMEHHOM MPUMEHEHHUHU CIEIyeT COOII0IaTh OCTOPOKHOCTD.

HUnoyxkmopwt uzoghepmenma CYP2C19

Tak kak KJIONUAOTpeNT METa0ONU3UPYeTCS O CBOEr0 aKTUBHOTO METa0OIMTa YaCTUYHO C
nomomeio uzodpepmenta CYP2C19, oxwupaercs, 4TO NMPUMEHEHHE JEKAPCTBEHHBIX CPEICTB,
KOTOpBIE MHIYIHUPYIOT aKTUBHOCTH 3TOr0 H30(epMEHTa, MOXKET MPUBOAUTH K YBEIUYCHHIO
KOHIEHTPALlMU aKTUBHOTO METa00IUTa KJIONUAOorpea.

Pudamnunun, sBusisicb MomHbIM uHAYKTOpoM u3odepmenta CYP2C19, mpu oaHOBpEMEHHOM
MPUMEHEHUU C KJIOMHUJIOTPEJIOM, MPUBOJUT KaK K YBEIMYCHHIO KOHIIGHTPAIIUU AKTHUBHOTO
MeTaboInTa KIOMUAOTpeNa, TaK U K MHTHOWPOBAHUIO TPOMOOIIMTOB, YTO MOYET MOBBIIIATH PUCK
BO3HHUKHOBEHHUSI KpOBOTeUeHHUs. B KkauecTBe Mepbl MPEIOCTOPOKHOCTH HE PEKOMEHIYETCs
MPUMEHSTh OJHOBPEMEHHO MOIIHbIE HHAYKTOpHI n3odpepmenta CYP2C19 u knonuaorpen (cM.
paznen 4.4.).

Hneubumopwr usogpepmenma CYP2C19

Tak kak Kjomuaorpena Meradboiau3upyercss 10 oOpa3oBaHHMs CBOEro aKTMBHOIO MeTadoynTa
yactuyHo mpu nomoum wuzopepmenta CYP2C19, npumeHeHHe JE€KapCTBEHHBIX CPEJACTB,
MHTHOUPYIOLIUX 3TOT U30(DEPMEHT, MOXKET MPUBECTU K YMEHBIIECHHIO 00pa3oBaHUsl aKTUBHOTO
MeTaboauTa kionuaorpena. Knmauueckoe 3HadeHHE 3TOr0 B3aMOJICHCTBHS HE yCTaHOBIIEHO. B
KayecTBE MeEpbl TMPEJOCTOPOKHOCTU CIEAyeT u30eraTb OJHOBPEMEHHOTO IPUMEHEHUs
KJIOMUAOTPeia U MOIIHBIX WM YMEPEHHbIX HHTHOUTOpOoB n3odpepmenta CYP2CI19.

MomHbIME U yMepeHHbIMH uHruoutopamu uszopepmenta CYP2C19 gapnsroTcs omenpaszol,
330MeMpaszoi, (IyBOKCAMHUH, (IIyOKCETHH, MOKJIOOEMHJ, BOPHKOHA30J, (IIyKOHA301,
TUKJIONUJIUH, IUNPOQIIOKCAIIUH, IUMETUINH, KapOaMa3enH, OKCkapOa3enH, XJaopaMm(peHnKo.

Hueubumopsl npomoHHot nomnul

OHOBpEMEHHBIN MpUEM KIIOMUIOTpeNa ¢ OMenpas3oyioM B ao03e 80 mr (0JHOBPEMEHHO WU C
nepepbiBOM B 12 94 MexIy mpueMaMH JBYX IPENnapaTroB) CHHMXKACT HKCHO3MILHI0 aKTHBHOTO
MeTabonurta kionuporpena Ha 45% mnpu npueme Harpy3ouyHoi no3bl U Ha 40% mnpu npueme
nojiep>kuBatoiien 103b1. CHHKEHHE ObUIO CBS3aHO C YMEHbBIICHHEM HHTMOUPOBAaHUS arperaiuu
TpoMOOIIUTOB Ha 39% TIpH MpreMe Harpy304HOM 10361 ¥ Ha 2 1% Tipu npuemMe 1o aep >KuBaroen
no3bl. [Ipennonaraercs, 4To 330MeNpa3oil B3aUMOAEHCTBYET C KJIOMUIOIPEIOM aHAJIOTHYHBIM
o0Opazom.

JlanHple HaOMIONEHUM M KIMHUYECKUX MCCIEIOBAHUNA O KIMHUYECKUX TMOCIEICTBUAX OSTHX
(bapMaKOKUHETHYECKHX U (hapMaKOAMHAMUYECKUX B3aUMOJCHCTBUI C TOYKU 3PEHHS PA3BUTHS
OCHOBHBIX  Kap/JHOBACKYJSIPHBIX ~ COOBITMH  NpPOTHBOpEYMBH. B kauecTBe  Mepbl
NPEOCTOPOKHOCTH HE PEKOMEHIYETCS OJTHOBPEMEHHBIH MPHUEM KIIOTHIOTPENa C OMENPa3ojioM
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HJIN 330MEIIPa30JIOM.

MeHee BbIpaKEHHOE CHM)KEHUE IKCIIO3UIIMU MeTaboInTa HabJII0AaI0Ch IPH IIpUEMeE Ipernapara ¢

MAHTOIPA30JIOM HJIU JIAHCOIPA30JIOM.

IIpu onHOBpeMeHHOM mpueme naHTompazosia B o3¢ 80 Mr 1 pa3 B CyTKM KOHIIEHTpalus

aKTHBHOTO MeTaboIMTa KJIONUaorpena cuuwxkanach Ha 20% npu npreMe Harpy304HOM 036l U Ha

14% npu npuemMe MoACP>KUBAIOIICH 103bl. DTO COMPOBOKIAIOCH CHUKEHUEM CPETHEr0 YPOBHS

UHrHOupoBaHusa arperauuud TpomOouutoB Ha 15% u 11% coorBercTBeHHO. [lomyueHHBIE

pe3ysIbTaThl yKa3blBalOT HA BO3MOYKHOCTb COBMECTHOI'O IPUMEHEHMs KIONMAOIpena u

MaHTOIpa3oJa.

Bout mpoBenieH psAl KIMHUYECKUX UCCIEAOBAHUMA C KIONUOOSPENOM U OpYyeUMU, OOHOBDEMEHHO

NpUMEHAeMbIMU  JIeKAPCMBEHHbIMU — Cpeocmeamu, €  1elbl0  HU3Y4YeHHS  BO3MOXKHBIX

dapMakoIMHAMHYECKUX U (PapMaKOKHHETUYECKUX B3aMMO/ICHCTBHIA, KOTOPBIE MTOKa3allH, YTO:

— TpU OJHOBPEMEHHOM MPHUMEHEHHH KIONUOO2pend ¢ ameHON0NOM U/uiu HugpeounuHom
KJIMHUYECKH 3HAYMMOTO (papMaKoJMHAMUYECKOTO B3aUMOICHCTBUS HE HAOII01aJI0Ch;

— OJIHOBPEMEHHOE MPUMEHEHUE gheHobapbumana u 3cmpo2eHo8 He OKa3bIBAIO CYIIECTBEHHOTO
BIIUSHUS Ha (papMaKOAMHAMUKY KIIOTIHJIOTPEIa;

— (apMakoKHHETHYECKHE TOKa3aTelld OUSOKCUHA U meoduiiuna He HU3MEHSUIMCh TMPU HUX
OJIHOBPEMEHHOM MPHUMEHEHUH C KIIOMHUI0IPEIOM;

— JI0Ka3aTeibCTB TOTrO, YTO APYTUE JIEKAPCTBEHHBIE CPEICTBA, MOHMKAIOIIME KUCIOTHOCTh B
KENyAKe, Takue Kak Onokamopel Hz-eucmamunogvlx peyenmopog uiu awmayuovl,
OPEIMSATCTBYIOT ~AaHTUTPOMOOLIMTAPHOW AaKTHBHOCTH KJIOMUAOTpENa, HET, aHmMAayuoHvle
cpedcmea He CHUKAIOT aOCOPOIIHIO KIIOMUIOTpera;

— enumoun u morbymamud MOXKHO C O€30MAaCHOCTHIO IPUMEHATH OJIHOBPEMEHHO C
kionuorpenom (uccienosanue CAPRIE). MaoBepossTHO, UTO KJIOMHUIOTPEN MOXKET BIUATh
Ha MeTaboIM3M JPYTHUX JEKAPCTBEHHBIX CPEACTB, TAKUX KaK (PEHUTOUH U TOJIOYyTaMU/I, a TAKKE
HIIBII, xoTopsie MeTaboau3upyroTcs ¢ momouibio n3opepmenta CYP2C9 nuroxpoma P450;

— uneubumopvr AIlD®, Ouypemuxu, Oema-adpeHobIOKAMOpyl, OIOKAMOPbL  («MEOJICHHBIX)
Kanbyuegblx KAHAN08, 2UNOIUnUOeMudecKue cpeocmed, KOPOHAPHble B8a300UNamamopbl,
euno2nuKemMuyeckue cpeocmea (6 m.4. UHCYIUH), NPOMUBOINUIEnMUYEcKUe cpeocmad,
20pMOHO3AMeCmUmenbHas mepanus u orokamopwl nuxonpomeuna IIb/Illa: B KTMHUYECKUX
HCCJIEIOBAHMSIX KIIMHUYECKH 3HAUMMBbIX HEKeJIaTeNIbHbIX B3aUMOJEHCTBHI HE BBISIBICHO.

JlekapcTBEHHbIE CPEJICTBA, ABJsIommecs cyoctpatamu nuzodepmenta CYP2C8

[ToxazaHo, YTO KJIONMUAOTPEN YBEIMUYUBAI CUCTEMHYIO SKCIIO3ULUIO penaziunudd y 3710pOBbIX
no0poBoubIeB. MccnenoBanus in VIitro mokasanu, 4YTO yBEIWYEHHE CHCTEMHOM OSKCIIO3HIIUH
penarauHuAa SBJsieTcs cieacTBUeM MHruOuposanus uzopepmenta CYP2CS8 rimoKypOHUIHBIM
MetabonauToM Kionuaorpena. Ciemyer coOatogaTb OCTOPOXKHOCTh IPH  OJHOBPEMEHHOM
NPUMEHEHUN KJIOMUIOrpeaa U JIEKAPCTBEHHBIX CPEACTB, META0OJIMU3UPYIOUIUXCA C MOMOIIBIO
uzodpepmentra CYP2CS8 (Hampumep, pernarinHu1a, NAaKJIUTAKCeNa) B CBA3H C PUCKOM YBEJINYECHUS
WX TUIa3MEHHBIX KOHIIEHTpaluii (cM. pazaen 4.4.).

OnuouiHbIE arOHUCTEI

Kak m B ciywae apyrux nepopajibHbIX MHTHOUTOpoB P2Y12, OIHOBpEeMEHHOE NpPUMEHEHUE
OTNHMOMIHBIX arOHUCTOB MOXET 3a/1€pP’KUBATh U YMEHbIIATh a0COPOLIUIO KIOMUI0TPENa, BEPOATHO,
13-3a 3aMEJJICHHOTO OTIOPOXKHEHMS JKeyIKa. KimHn4ecKkoe 3HaYeHre JaHHOTO B3aUMOIECHCTBUS
HeusBecTHO.  Creyer  pacCMOTPETb ~ BO3MOJKHOCTh — HAa3HAUYEHUs  [ApPEHTEPAIbHOTO
aHTHArperaHTHOro IpernapaTa y MalUeHTOB C OCTPbIM KOPOHAPHBIM CHHIPOMOM, TPeOYIOIINX
OJTHOBPEMEHHOT'0 MTPUMEHEHHsI MOp(UHA UM JPYTUX ONUOMIHBIX arOHUCTOB.

PosyBacratun
Bru10 mokaszaHo, 4To KJIOMUAOTPEN YBETUYUBAET SKCIO3HUINIO po3yBacTaThHa B 2 paza (AUC) u

B 1,3 paza (Cmax) mocine mpuema knormaorpena B 1o3e 300 mr u B 1,4 paza (AUC) Oe3 BiusiHUS Ha
nokazatesb Cmax IOCIIE TOBTOPHOTO MTpHeMa KIOMHUI0Tpeia B 103€ 75 MT.
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46. @epTWIBLHOCTH, 0EPEMEHHOCTDb U JAKTALMS

bepemeHHOCTB
HccnenoBanusi Ha >XKUBOTHBIX HE BBIABWJIM HH TIPSAMBIX, HH HEOPSIMBIX HEOJIAronmpHATHBIX

ap(heKkToB Ha TeueHHue OEPEeMEHHOCTH, SMOPHOHAIBHOE pAa3BUTHE, POJBI U MOCTHATAIHHOE
pasBuTHe. Tak Kak He BCeria 1o pe3yJabTaTaM HCCICI0BAaHUN Ha )KMBOTHBIX MOXKHO IPEICKa3aTh
peaKHI/IIO y YCJIOBCKA, MU BCICACTBHUC OTCYTCTBI/ISI JAHHBIX KOHTpOJII/IpyeMbIX KIMHHUYCCKHUX
WCCIICIOBAHMIA 110 TPHEMYy KIIOMUAOrpena OepeMEHHBIMU JKCHIIMHAMH, B KA4yeCTBE MEpbI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPHUEM KIOMHIOTPENa BO BpeMsl OEpeMEHHOCTH, 3a
UCKIIIOYCHHEM TeX CJIydaeB, KOrja, 10 MHEHHIO Bpaya, €ro HPHMEHEHHE HACTOSATEIBHO
HEOOXONMO.

JlakTamus
B nccnenoBanusx Ha Kpbicax MOKa3aHO, YTO KIOMUAOTPEN U/ HITU €r0 METaOOIHTHI BBIICIISIOTCS C

I'PYIHBIM MOJIOKOM.

HeussectHo, BblIENsIETCS M KIOMUJIOTPEN C IPYAHBIM MOJOKOM YelloBeKa. Tak Kak MHOTUE
JIEKapCTBEHHbIE CPEJCTBA BBIIEJAIOTCA C I'PYJHBIM MOJOKOM M CYLIECTBYET PUCK DPa3BUTHUSA
NOTEHIMAJBHBIX HEONAarONpHUATHBIX peaknuuid y peOeHKa, HaXOAAUIETrocs Ha TPYIHOM
BCKapMJIMBaHMHU, CJIEIYyeT MPUHATH PELICHUE O MPEKpaIleHUH I'PYJHOI0 BCKapMIIMBaHUs WK 00
OTMEHE IIpernapara ¢ yueToM HEOOXOAUMOCTH €ro IPUMEHEHHUSI ISl MaTEPH.

DepTUabHOCTH
B uccrnenoBanusax Ha )KUBOTHBIX HE OBLIO BBISIBIICHO, YTO KIIOTHIOTPEIT BIHSET Ha (DEPTHIIEHOCTD.

4.7. BausiHue HA cNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeACTBAMH M PadoTaTh C
MeXaHHU3MaMH

[Ipenapat Burarpuens He OKa3bIBaeT CYIIECTBEHHOTO BIHMSIHUSA HAa CIIOCOOHOCTH, HEOOXOAUMBIE
JUIsl yIIPABJICHUS TPAHCIIOPTHBIMU CPEACTBAMU WIIM 3aHATUS APYTMMU NOTEHIUAIBHO ONACHBIMU
BHJIAMH JI€ATEIbHOCTH.

4.8. HexenateJabHble peaKIuH

Pestome npoduiis 6e3onacHOCTH

be3onacHocTh knonumorpena uzydeHa oosee yem y 44000 mareHToOB, B TOM YHCIE 00Jiee ueM y
12000 manueHTOB, MOMYUYaBIINX JICYEHUE B TEUCHUE ToAa WK Oomee. B 1ienom nepeHOCHMOCTh
KJonuorpena B go3e 75 mr B cyTku B uccienoBanuu CAPRIE cooTBeTcTBOBANIa MEPEHOCUMOCTH
ACK B noze 325 Mr B CyTKM, HE3aBUCHUMO OT BO3pacTa, I0JIa U PAacOBOM NPHUHAUIEKHOCTU
nanueHToB. Huke mepeuucrneHbl KIMHMYECKM 3HAYMMble HEXKEJIaTelIbHble  peakiuH,
HaOmromaBIecsd B naty Oonpmux kiumHUYeckuX uccienoBanusax: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

KpoBoTeuenue spnsercs Hanbosiee yacToi peakiuei, 0 KOTopoil cooOIanock Kak B KITMHUYECKUX
UCCJIEIOBAHMSIX, TaK M MPU MOCTPETUCTPALIMOHHOM IpHMEHEeHuHU. Yaie Bcero coobIansoch o
KPOBOTEUYEHMSIX B TEUEHUE NIEPBOIO MECSALA JICUEHMUS.

B xmunuueckom uccnenoBanun CAPRIE o6mas wactora Bcex KpOBOTEUEHHM y MAIMEHTOB,
IPUHUMABIINX KJIONUAOIpeN, U y nanueHTos, npuHuMasmux ACK, cocrasuna 9,3 %. Yacrora
TSOKETTBIX KPOBOTEUEHUH Mpu npuMenennn kionunorpena u ACK 6sima conocraBumoit: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenom yacTora pa3BUTHS KETyA0YHO-KUILIEYHBIX KPOBOTEUEHUH Y MALIMEHTOB, MPUHUMABIINX
KJIOMUJOTpel, ¥ 'y nanuenTos, npuHuMaBmmnx ACK, cocrasnsna 2,0 % u 2,7 %.

O61mas yacToTa KpOBOTEUEHUN IPYroi JOKaTIU3aluy MPpU MpUeEMe KIOMUIOorpesa Mo CPaBHEHHUIO
¢ npuemom ACK 6sina Boite (7,3 % npotus 6,5 %, cOOTBETCTBEHHO). OJTHAKO YaCTOTa TAKEIbIX
KpoBOTeUCHHI Tipu ipuMeHeHun kinonuaorpena 1 ACK 6suta conocraBumoii (0,6 % umu 0,4 %,
cooTBeTCTBEHHO). Hambonee wacTto cooOmanoch O pa3BUTUM CIEIYIOIUX KPOBOTCUCHMI:
MypIypa/KpOBONOATEKH, HOCOBOE KpOBOTeueHHe. Pexxe cooOIiamoch O pa3BUTHHM IeMaToM,
reMaTypHH U TJIa3HBIX KPOBOM3IUSHUN (TJIaBHBIM 00pa30M, KOHBIOKTHBAIBHBIX).
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YacToTa BHYTPUYEPENHBIX KPOBOMBIUSHUN TPHU HpI/IMgII;IG;I‘;IIE%;I Lﬁ%%ﬁg b AEK Bruna

conoctaBumoit (0,4 % wuu 0,5 %, COOTBETCTBEHHO).

B ximunnyeckom uccnegoanur CURE y nmanuenToB, npuaumaBimux kionugorpen + ACK, mo
CpPaBHEHHMIO C TMalUeHTaMH, NpuHuMaBmmMu Twianebo + ACK, Habmoganoch yBeludeHue
4acTOThl pa3BUTUA OonbluX kpoBoTeueHuit (3,7 % mo cpaBHeHuto ¢ 2,7 %), U MalbIxX
kpoBoreuenunii (5,1 % mo cpaBHenmio ¢ 2,4 %). B OCHOBHOM, HCTOYHHKAMH OOJBIIHX
KPOBOTEUYCHHH SBJISUTHCH JkenyaouHo-Kuiednbld TpakT (QKKT) u mecTa myHKIui apTepuid.
YacTora pa3BUTHS YrpOXKAIOUIUX HKU3HM KPOBOTEUYCHHM Yy TMAIMEHTOB, MPUHUMABIINX
kionugorpen + ACK mo cpaBHeHHIO ¢ manweHTamu, npuHUMaBmuMu 1oianebo + ACK,
JOCTOBEpHO He paznmyanack (2,2 % u 1,8 %, cOOTBETCTBEHHO), YacTOTa Pa3BUTHs (aTabHBIX
KpoBoTeueHui Obu1a oguHakoBoit (0,2 % npu 000uX BUAX TEPAIUH).

YacToTa BOSHUKHOBEHHSI HE YTPOXKAIOIIUX >KU3HU OOJIBIIMX KPOBOTEUYEHHUH ObLIa JOCTOBEPHO
BbIIlIE Yy MAalMeHTOB, NpuHMMaBmuX kionugorpen + ACK, mo cpaBHEHHIO ¢ MalMEeHTaMH,
npuanMaBmux miane6o + ACK (1,6 % u 1 %, COOTBETCTBEHHO), HO 4YacTOTa Pa3BUTHS
BHYTpPUYEPEITHBIX KPOBOM3NUsHUHN Obu1a onuHakoBoil (0,1 % npu 06oux BUIaxX Teparum).
Yacrora pa3BuTHs OOJBIIMX KpoBoTeueHUH B rpymme kionuporpen + ACK 3aBucena ot 103bl
ACK, Kkak 1 4acToTa pa3BUTHUs OOJBIIUX KPOBOTeUeHUH B rpymnie mianedo + ACK.

VY manueHToB, MpeKpaTHUBIIMX Tepanuio kinonuporpeaom + ACK Oomee wem 3a 5 gHeir no
AOPTOKOPOHAPHOTO IIYHTHPOBAHMS, HE OTMEYANOCh YYAllleHUS CIy4aeB pPa3BUTHUSL OOJBIIMX
KPOBOTCUCHUN B TEUYEHHE 7 JHEH MOCJe BMEIIATENbCTBA. Y MAUMEHTOB, MPOIOJIKABIIMX
AHTUTPOMOOIIUTAPHYIO TEPAIUI0O B TEUYECHHE MOCICAHHX MATU JHEH mepes aopTOKOPOHAPHBIM
IIYHTHPOBAHUEM, YACTOTA 3TUX COOBITHIA IOCIIE BMEIIATENbCTBA cocTaBisuia 9,6 % (B rpymme
knoruaorpen + ACK) u 6,3 % (B rpymnme miane6o + ACK).

B xnunnueckom uccnenoBanun CLARITY wactora 607bmMX KPOBOTEUEHUN B 00€MX Ipymnmax
(xnonmuporpen + ACK u mnane6o + ACK) Obuia conoctaBumoii B o0eux rpynnax jedenus (1,3 %
npotuB 1,1 % B rpynne knonunorpen + ACK u rpynne miane6o + ACK, coorBerctBeHHO). OHa
OblJIa OAMHAKOBOW B MOJATPYyMIax MAllMeHTOB, Pa3/IeJICHHBIX 10 UCXOJIHBIM XapaKTePUCTHKAM U
1o BHu1aM (UOPUHOIUTUICCKON TEPAITUU WA TeIIAPUHOTEPATTHH.

Yacrora Bo3HUKHOBEHUs ¢aTanbHbiX KpoBoTeueHuii (0,8 % mpotus 0,6 %) u BHyTpUUYEpEHBIX
kpoBousnusauit (0,5 % mpotus 0,7 %) npu nedennn knonunorpen + ACK u mianedo + ACK,
COOTBETCTBEHHO, ObLTa HU3KOM U COTIOCTAaBUMOM B 00€UX TpyIax JeUYeHHUs.

B xinunnyeckom wuccnegoanuun COMMIT oOmas yactora HeuepeOpanbHBIX —OOJBIIMX
KPOBOTEUEHHH MK [IepeOpalibHbIX KPOBOTEUEHUI OblTa HU3KOM U onnHakoBoil (0,6 % B rpymnmne
kionugorpen + ACK u 0,5 % B rpynmne mrane6o + ACK).

B xnunnyeckom uccnenoanun ACTIVE-A gacrora pa3Butus 00JabIINX KPOBOTEUEHUH B IpyIIe
kionugorpen + ACK Obina Boeiie, yeM B rpynne mianebo + ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). bobIne KpoBOTeUEeHNs B OCHOBHOM OBLITM BHEUEPEMHBIMU B 00€UX Tpymmax
(5,3 % npotus 3,5 %), raBHBIM 00pa3oM, U3 KeIyA0YHO-KUIIIeYHOoro TpakTa (3,5 % npotus 1,8
%). B rpynme xmommmorpen + ACK BHyTpuuepemHbIX KPOBOUBIUSHUN ObUIO OOINBIIE IO
cpaBHeHuUIO ¢ rpynmoi mianedo + ACK (1,4 % npotus 0,8 %, coorBeTcTBeHHO). OTCYTCTBOBAIIN
CTAaTHUCTUYECKU 3HAUMMBIE PA3IUYUS MEXKAY STUMU IPYIIaMH JICUEHHUS B YaCTOTE BOZHUKHOBEHUS
¢atanbHbIX KpoBoTeueHuit (1,1 % nportus 0,7 %) u remopparudeckoro uncyista (0,8 % npotus

0,6 %).

TabauvHOE pe3roMe HeXKENaTeIbHBIX PeaKIIHA

HexenarenpHble peakiiy, KOTOPbIE BO3HUKIU BO BpeMs KIMHUYECKUX HMCCIEAOBAHUN WIH O
KOTOPBIX COOOIIATIOCH CIIOHTAHHO, IPEJICTABICHBI B Ta0JMIle HIXKe. VX gacToTa onpeaensercs ¢
UCIIOJIb30BAHUEM CIICYIOIINX YCIOBHBIX 0003HaUeHUi: oueHb yacTo (>1/10), vactro (>1/100, HO
<1/10), neyacto (>1/1000, vHo <1/100), peaxo (>1/10000, Ho <1/1000), ogens peako (<1/10000),
4acTOTa HEM3BeCTHA (HA OCHOBAHMHM HMMECIONIUXCS JIAHHBIX OIICHHTh HEBO3MOXKHO). B Kakmom
CUCTEMHO-OPTaHHOM KJIacCe HEKeJaTelIbHbIC PEaKIUU IPEIACTABICHBI B TOPSAKE yObIBaHHS
CEPbE3HOCTH.
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CHCTEeMHO- T ITEL U BA TEINER I}'{ILZ,J-.:.' ':I‘.’,"".'.."{
opraHHblii Yacro Heuacro Peako DACHLPEARo
YacToTa Hem3BecTHa ™
KJ1ace
Hapywmenus co TpomOouuTonenus Heiirponenusi, | Tpombotndeckas
CTOPOHBI KPOBH U JletikonieHus BKJIFOYast TpOoMOOLUTONICHUYECKas
naMpaTaeckoi Do3uHODHITHS TOKEIYIO mypITypa
CUCTEMBI HEUTPONEHNI0 | ATutacThdecKasl aHeMus
ITannuronenus
ArpaHyaonuros
Tsoxenas
TPOMOOIIUTOTICHUS
IIpnobpereHnas
remMobumsa A
I'panynounronenus
Anemust
Hapyuienus co AHapWITaKTOUTHEIC
CTOPOHBI peaxkuuu
WMMYHHOH CeiBopoTOUHas 00JIC3Hb
CHUCTEMBI IlepekpecTHbie
IJIepTU4ecKue U
reMaToJI0rMYecKue
peakuuu ¢ IpyruMu
TUCHONMPHUINHAMU
(TakumMM Kak
TUKJIOTIUIUH,
mpacyrpen)* (cMm. pasaen
4.4)
AyTOUMMYHHBIH
HMHCYJIMHOBBIN CHHIPOM
(MOXeT MPUBOIUTH K
CepbE3HON
TUTOTJINKEMUH,
0COOEHHO y MalMeHTOB C
HLA DRA4
cepoTunom)*
[cuxuueckue CryTaHHOCTb CO3HaHUS
HapyLIEeHUs lauronmHanun
Hapywenus co BnyTtpuuepennsie Hapyenust BKycoBoro
CTOPOHBI KpOBOM3IHUSAHUS (B BOCTIPUSITHS
HEPBHOM HEKOTOPBIX CIyqasx AreB3us
CHCTEMBI C JICTaJIbHBIM
HCXO0JIOM)
l'onoBHas 6ob
I'onoBokpyxeHune
ITapecte3ust
Hapyenus co I'nazublie
CTOPOHBI OpraHa KPOBOM3JIUSHUS
3peHus (KOHBIOKTHBAJIbHBIE,
B TKaHU M CETYATKY
ryasa)
Hapymenns co Bepturo
CTOPOHBI OpraHa
ciIyxa u
nabupuHTa
Hapymenns co Cungpom Koynuca
CTOPOHBI cepama (Bazocmactrudeckas
ajyiepruveckas

11
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(TOCTENUBATE BRI RR002)

aJyleprudecKuit
MH(apKT MUOKapAa),
00y CIIOBJICHHBIN
peakiuen
TUIEePYyBCTBUTEIHHOCTH
Ha KJIOMHJIOTPe

Hapymenus co I'ematroma Crnyuau cepbe3HBIX
CTOPOHBI COCYZIOB KpPOBOTEUCHHUH
KpoBoteuenus u3
MOCTIEONIEPALIOHHBIX
paH

Backynur
ApTtepuanbHas
TUIOTEH3Us

Hapyuienus co HocoBoe KpoBoteuenus u3
CTOPOHBI KpOBOTECUYCHHE JbIXaTEJIbHBIX Iy TEH
JIbIXaTENbHOMN (kpoBOXapKaHbe,
CHUCTEMBI, JIErOYHOE

OpraHoOB IPyIHOMI KPOBOTEUCHHE)
KJIETKU U Bbponxocnasm
CpenoCTeHUS HNHrepcTunmansHas
ITHEBMOHHS
Do3uHOPUIBEHAS
MTHEBMOHUS

Kenynouno- Kenynouno- S3Ba xenynka 3abprommHbEIe | XKemymo4HO-KUIIeYHbIe
KHILIEYHbIE KHILIEYHbIE S3Ba KPOBOTEUEHHUS | U 3a0pIOIINHHBIE
HapyUIeHUS KpOBOTEUEHHS | JBEHAALIATUIIEPCTHO KpPOBOTEYEHHS C

Huapes W KUIIKA JIETAIBHBIM UCXO0JI0M
bons B xuBote | ['actpur ITankpearur

Hucnencus TomHoTa Komnut (BrmroUas

PBota SI3BEHHBIN WIIH

3anop TUM(OIMTAPHBIN KOJIHT)
Merteopusm Cromarur

Hapymenwns co Ocrtpast neueHOYHAs
CTOPOHBI MTEYEeHU HEJI0OCTATOYHOCTh

u I'enatut (HE
KEITIEeBBIBOISIIH MH(EKIIMOHHBIN )

X ImyTen OTKIJIOHEHUE OT HOPMEI
n1ab0paTOPHBIX
nokasareen
(yHKIMOHATBHOTO
COCTOSIHHSI TIEYECHU

Hapyuienus co Kpoononreku | KoxxHas cbliib Bbynnesunsiit nepmatut
CTOPOHBI KOXU U Koxwnslit 3yn (TOoKCHUEeCKuit
MTOIKOXHBIX Koxnoe 3MUACPMAIIbHBIH
TKaHei KPOBOM3IIUSHHE HEKPOJIN3, CHHAPOM
(myprmypa) Crusenca-/{»oHcoHa,
MHOTO(OpMHAs
3pUTEMA, OCTPBIH
reHepaTn30BaHHbIN
JK3aHTEMaTO3HBIN
nycryies (AGEP))
AHTHOHEBPOTUYECKUH
OTEK

Cunnpom
JIEKapPCTBEHHOM
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MTOCTEAUEATERGHy st rarrdfhoctn
, IEKapCTBEHHAS CHITIb C
303UHO(UIHIEH U
CHUCTEMHBIMU
MIPOSBIICHUSIMHU
(DRESS-cunmpom)
DpuTeMaro3Has ChIllb
OkchonuaTuBHas ChINb
Kpanusnauna
Ox3ema
Ilnockuit nuiain
Hapymenus co CKeIeTHO-MBIIIIEYHbIe
CTOPOHBI KPOBOTEUCHHS
MBIIIEYHOMH, (remaptpo3)
CKEJIETHOH U ApTtput
COEJIMHUTEIILHOU Aptpanrus
TKaHU Muanrus
Hapywenus co I'emarypus I'momepynonedpur
CTOPOHBI ITOYEK U [ToBbimenue
MOYEBBIBOISTIINX KOHIIEHTPAITUU
nyTen KpEaTUHUHA B KPOBU
Hapyenus co I'mnekomactus
CTOPOHBI
PENpPOYKTUBHON
CHUCTEMBI U
MOJIOYHBIX JKeJle3
Ob6mue KpoBoreuenus Jluxopamka
HapylIeHUs U B MecTe
peakuuy B MECTE€ | MHBEKIUU
BBEJICHUS
JlaboparopHsie u YBennuenue
WHCTPYMEHTAJIbH BpEMEHH
ble TaHHbIE KpOBOTEUYEHHS
CHIXEHHE yucia
HelTpoduIoB
CHmxeHue
KOJIMYECTBA
TPOMOOIIUTOB

OnwucaHue OT/ETbHBIX HEKENATSIbHBIX PEaKITH

Heiimponenus

B uccnenosanun CAPRIE Tsxenas Heiitponenns (< 0,45-10%m) mabmoanack y 4 HalueHToB
(0,04 %), mpuHUMaBIIKX Kionuaorpen, u'y 2 nauuentos (0,02 %), npuaumasmux ACK.

VY nByx u3 9599 nanueHTOB, NPUHUMABLIMX KJIOMHUIOTPEN, HAOIIONANIOCh MOJHOE OTCYTCTBHE
HEUTpoUIOB B Nepudpepruyeckoil KpoBH, KOTOPOro He HaOIIOAaloch HU y OJHOro u3 9586
nanuenTos, npuHumanmux ACK. HecMoTpss Ha TO, 4TO PUCK Pa3BUTHUS MHUEIOTOKCUYECKOTO
NEVCTBUS TIPY TIpUEMe KIIOTIHIOTPeNa SBISIETCS JOCTATOYHO HU3KHM, B CITydae €CJIH y TMalueHTa,
NPUHUMAIOILET0 KIOMUI0T pell, HaOII01aeTCs MOBBILICHNUE TEMIIEPATyPhl UITH TOSBIISIOTCS IpyTrHue
NpU3HAKA WHPEKIMH, CIIeAyeT 00CIeI0BaTh MalieHTa Ha IPeJIMET BO3MOXKHOM HEHTPOTICHUH.

Annacmuueckas anemus
HpI/I JICYCHHHU KIIOIMUAOIPEJIOM B OJJHOM ClIy4dae Ha6n10)1anocr> Pa3sBUTHC aIUTIaCTHYSCKON aHEMHH.

Tpomboyumonenus

YacToTa BO3HMKHOBEHHS Tskenoil Tpombormronmennn (< 80-10%m) cocraBuma 02 % vy
NAlUEeHTOB, NpuHUMaBmMX kionuporpen u 0,1 % y mnauuenros, npuHumasmux ACK,
coobmanocs 00 OYeHb PEIKHX CIydasX CHIDKeHHs umcia TpombomutoB < 30:10%m B

13
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uccinenoBannax CURE u CLARITY wmHaOmromamocs céﬂé_c'{alﬁﬁ&ﬁﬁ%ﬂé&ﬁd f—létf;'f-é'lz{;(:‘_)B c

TPOMOOIIMTONCHNEH UK HEHTpOTIeHUEeH B 00euX IpyInax JeUeHHUs.

CooO1u1eHus 0 10103PEBAEMbIX HEXKENIaTeIbHbIX PEaKIUIX

BaxxHo coo0mare O MOA03pEBACMBbIX HEXKENATeNbHBIX PEAKIHAX IIOCIE PETUCTpAIiH
JIEKapCTBEHHOT'O Tperapara ¢ 1eabio0 00ecrnedeHrs HeMPephIBHOIO MOHUTOPUHTA COOTHOILICHUS
«T0JIb3a — PHUCK» JIEKAPCTBEHHOTO IMperapara. MeIuIuMHCKUM pPaOOTHHKAM PEKOMEH]yeTCs
coo0IaTh O JIIOOBIX MOJI03PEBACMbIX HEXKENATEIbHBIX PEeaKIUsAX JEKapCTBEHHOTO Ipemnapara
Yyepe3 HallMOHAJIbHbBIE CUCTEMBI COOOIIEHHSI O HeXENATEeIbHBIX PEAKIUAX TOCyIapCTB — YWICHOB
EBpa3uiickoro 3KOHOMHYECKOI0 CO03a.

Poccniickas @enepanvs

@OenepalibHas ciryx0a 1o HaJ30py B cepe 31paBOOXpaHEHUSI.

Anpec: 109012, r. Mocksa, CraBsiHCKasl IJI0IIa b, 1. 4, ctp. 1.

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

OnekrponHas modra: pharm@roszdravnadzor.gov.ru

Cair B HH()OPMAITMOHHO-TEIIEKOMMYHHUKAITAOHHON CeTH «HTEepHETY:
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMOTOMBI

[lepeno3upoBKa KIOMHIOTPETa MOXKET BECTH K YBEIMYCHUIO BPEMEHHM KPOBOTEUYCHHUS C
HOCJEIYIOIUMH OCJIO)KHEHUSMU B BUJI€ Pa3BUTUSI KPOBOTEUECHUH.

Jleuenue

[Ipu mosiBIEHMM KpOBOTEYEHUS TpeOyeTcs MPOBEACHHE COOTBETCTBYIOIIUX JI€UEOHBIX
MEPONPHUITHA. AHTHIIOT KJIOMUOTpelia He ycTaHoBleH. Eciin HeoOXxoauma ObICTpas KOPPEKIUs
YAJIMHUBIIETOCS BPEMEHM KPOBOTEUEHMS, TO PEKOMEHIYETCs IPOBEJCHUE IepeIuBaHUs
TPOMOOIIMTAPHON MACCHI.

5. ®PAPMAKOJIOTHYECKHUE CBOMCTBA
5.1. ®apMakoaMHaAMHYecKHe CBOHCTBA
@dapMakoTepaneBTUYeCKas Tpymna: aHTUTPOMOOTHYECKHE CpEICTBAa; AHTUATPETaHThI, KpPOMe

remapuHa.
Kox ATX: BO1ACO04.

Mexanu3m JielicTBUS U GapMakogrnHamMuueckue 3 heKTh

Knonunorpen npencrasiser co0oil MpoOIeKapcTBO, OJUH U3 aKTUBHBIX METa0O0IMTOB KOTOPOTO
SBJISIETCS MHTMOUTOPOM arperanuu TpomOonurtoB. [[ns oOpa3oBaHus akTUBHOro MeTaboiuTa,
KOTOPBIMA IMOAABIISET arperanuio TPoOMOOIMTOB, KJIOMUIOTPEN JOKEH MEeTabOIM3UpOBaTHCS C
noMmoIiplo n3odpepMeHToB cuctembl muroxpoma P450 (CYP450). AxTuBHBIA MeTaOOIUT
KJIOMUJIOTpEia CEeJIEKTUBHO WHTUOMpyeT cBs3biBaHue aneHo3uHaudocpara (AAD) ¢ P2Y1
peLenTopoM TpPOMOOIMTOB U mocienyromyo AJ[P-onocpeoBaHHYIO aKTHBALMIO KOMIUIEKCA
GPIIb/Illa, mpuBoAs K MOJABIEHHUIO arperauMu TpomOonuToB. braromaps HeoOpaTumMoMmy
CBSI3BIBAHUIO, TPOMOOLIUTHI OCTAIOTCSl HEBOCTIPUUMUYUBBIMU K cTUMYsiiun AJld B TeueHue Bcero
OCTABIIIETOCs CpOKa CBOEH >ku3HU (Tpubau3utensHo 7-10 nHel), a BOCCTaHOBIIEHHE HOPMAJIbHON
(GyHKIMU TPOMOOLIUTOB MPOUCXOAUT CO CKOPOCTBIO, COOTBETCTBYIOIIEH CKOPOCTH OOHOBJICHUS
TPOMOOITUTOB.

Arperaiusi TpOMOOIIUTOB, BbI3BaHHAs arOHUCTaMH, OTIIMYHBIMHE 0T AJID, Takke HHTHOUpyeTCs
3a cueT OJIOKAIbl YCUJIEHHON aKTUBAIIUH TPOMOOIIMTOB BBICBOOOXKTaeMbiM A J{D.

Tak kak 00pa3oBaHHe AKTUBHOTO META0O0IUTA TPOUCXOIUT IIPU MOMOIIH U30()ePMEHTOB CUCTEMbI
nutoxpomMa P450, HekoTopble M3 KOTOPHIX MOTYT OTJIMYAThCA MOJIUMOPPU3IMOM WU
UHTUOMPOBATHCS JPYTUMH IIperaparaMHd, HE Y BCEX MAIlMEeHTOB BO3MOXHO aJeKBaTHOE
MHTMOMPOBAHUE arperaiuyu TpOMOOIIUTOB.

ITpu exenHEBHOM IpHEMeE KJIONMUIOTpesa B A03UpoBKe 75 Mr 1 pa3 B CyTKM ¢ IEPBOIO e JHS
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nprueMa oTMe4aeTcs 3HaunuTelbHoe noaaBiaeHud AJ1dD- H';D&LEHEA&% aFgé;lELH/IﬂITEO

KOTOPOC MOCTCIICHHO YBCIMYNUBACTCA U 3aTCM, B HHTCPBAJIC MCIKIAY 3u7 AHCM IIpucMma, BBIXO,Z[I/IT
Ha IIOCTOSIHHBIM ypOBEHb (NPH JOCTH)KEHHMM DPABHOBECHOIO COCTOsIHMA). B paBHOBeCHOM
COCTOSIHUM arperamusi TpoMOonuToB nojasisercs B cpennem Ha 40-60 %. Ilocne npekpamienus
npuemMa KJIONUAorpena arperanus TPOMOOLMTOB U BpeMsl KPOBOTEUYEHHUs ITOCTEHNEHHO
BO3BPAILAIOTCS K UCXOHOMY YPOBHIO, B CPEHEM, B TCUCHHE S5 THEM.

Kinmanyeckas 3 eKTUBHOCTh M 0€3011aCHOCTh

besomacHocth u  3(PPEKTUBHOCTh KJIOMUAOTPENA OINEHUBAIMCH B 7 JIBOWHBIX CIEIBIX
uccienoBanusax ¢ ydactuem Oosee 100 000 marmumentoB: uccienoBanue CAPRIE, cpaBHenue
kionugorpena ¢ ACK, a raxxe uccienoBanust CURE, CLARITY, COMMIT, CHANCE, POINT
u ACTIVE-A, B KOTOPBIX CpaBHUBAIN KJIOMHUAOTPEN ¢ Tu1are6o; 00a IeKapCTBEHHBIX IIpenapara,
HazHavanuch B komOuHanuu ¢ ACK u apyroii crangapTHO# Tepanueil.

Heoasno nepenecennviti  umgpapkm  muoxapoda, HeOABHO NEPEHEeCeHHbIll  UHCYIbMm U
OUACHOCIMUPOBAHHOE 3a001e8aHue nepugepuieckux apmepui

B uccnenoBanne CAPRIE 6butn BritoueHsl 19 185 manmeHTOB ¢ arepoTpoM0O030M, KOTOPBIH
NPOSBHIICS B BHJIEC HENABHO TepeHeceHHoro wHpapkra Mmuokapma (<35 nHei#), HemaBHO
MEPEHECEHHOr0 MILEMUYECKOro HHCYyNbTa (0T 7 aHEHl 10 6 MecsleB) WM yCTaHOBJICHHOTO
3aboneBanus mnepudepuueckux aprepuit (3[1A). IlamueHTsl OBUTM PAHIOMH3UPOBAHBI TIO
rpynmnam, noJy4aBIliuM KJIONUAOIpen B CyTouHoM no3e 75 mr, ninu ACK B cyTouHol no3e 325 mr,
U OCTaBAJIUCH TOJ HaONOJeHHeM B TeueHHe oT 1 roma no 3 ner. B moxarpymme mamueHToB,
nepeHecnx MHPapKT MUOKap/a, OOIbIIMHCTBO NanueHToB noinydanu ACK B TeueHue nepBbix
HECKOJIBKMX JHEH mocie ocTporo mH(papkra mMuokapnaa. Kiomumorpen 3HaUYMTENBHO CHHYKAI
YacTOTY HOBBIX HIIEMHYECKUX COOBITHI (KOMOMHHMpOBaHHAas KOHEYHAas TOYKa - HMH(APKT
MHUOKap/1a, UIIEMUYECKUI HHCYJIBT U COCYAUCTast cMepTh) 1o cpaBHeHUIO ¢ ACK. Ananus o6Oeit
CMEPTHOCTH KaK BTOPUYHOW KOHEYHOW TOUYKH HE BBIBUJ 3HAYMMOIO DAa3iHuds MEXIy
kionuaorpenom (5,8 %) u ACK (6,0 %).

[Tpu aHanm3e NOATpyNN ¢ MPUMEHEHHEM KaueCTBEHHOM OIIEHKU COCTOsIHUS (MH(APKT MUOKap/Ia,
umemuueckuii mHCYNIbT u 3I1A) Hambonbmmii >¢dexr Tepanuu HaOMOANCS Yy HAHMEHTOB,
BKJIIOYEHHBIX B HccinenoBanue B cBsa3u ¢ 3[IA (ocobeHHO Tex, y KOro B aHaMHe3e ObUT MH(APKT
MUOKapaa) u 6osee cnadwiii dddext (HesHauntenbHo oTiauvaronmiicss or ACK) y manueHTtos,
HEepeHeCIINX MHCYNbT. Y NallMeHTOB, BKJIIOYEHHBIX B HCCIIEOBAaHHE TOJbKO HAa OCHOBAHUU
HEaBHO EPEHECEHHOI0 MH(PapKTa MUOKapAa, pe3yiabTaT B IPyIIe KJIOMHUI0Tpelia OblT YUCIEHHO
Xyxe, HO ctaTucTudecku He oTinuyaics oT ACK. Kpome Toro, aHanus3 moArpymnm mo Bo3pacTy
MO3BOJISIET MPEAMNOI0KUTD, UTO OJIaronmpuaTHBIN QD (PEKT KIOMUI0Tpea y MalueHToB crapiie 75
7eT ObLT MEHee BBIPaXKEH, YeM Y MallMeHTOB B Bo3pacTe <75 nerT.

Ocmpulii KOPOHAPHBIU CUHOPOM

B uccnenosanne CURE 6b10 BkitoueHo 12 562 maruenTa, nepeHecnX OCTPhlil KOpOHAPHBIN
cuHapoM Oe3 moabeMa cermeHTa ST (HecTaOwmiibHasE CTEHOKapAUs WM MHPApKT MUOKapaa 0e3
3y6ua Q), y KOTOpPBIX B T€UEHHE MOCIEAHUX 24 yacOB MOSBUIIACH 00JIb B 00J1aCTH IPYyAHOM KIETKH
WIM CHMIITOMBI, YKa3blBaloOIME Ha uIIeMuio. lyig BKIIOUEHHUs B UCCIEOBaHHE TPeOOBalOCH,
4yToOBbl y manueHToB OblaM 7100 m3MeHeHuss OKI', ykasplBaroliue Ha HOBbIE HIIEMHYECKHE
ABJICHUS, TNOO MOBBIIEHHBIN YPOBEHb KapAH0(hEepMEHTOB, MO0 ypoBeHb TponoHuHa [ unu T, o
KpaifHelf Mepe, B 2 pa3a MpPEBHILAIOIIMKA BepxHUM mpenen Hopmbl. IlanueHTsl ObuH
pPaHIOMU3HUPOBAaHbl B IPYIIBI JIEUEHUS KJIONUAOrpenoM (HarpyszouHas go3a 300 mr, 3arem 75
mr/cytku, N = 6 259) win mnane6o (N = 6 303), kotopsle npuHuManu B komounarmu ¢ ACK (75—
325 mr 1 pa3 B cyTKH) U JpyTUMH CTaHAAPTHBIMU IpenaparaMiu. [lanueHTs! noayyany jJeueHue B
TEUYEeHHUE MepuoJia JUIMTENLHOCTRIO 10 ogHoro roja. B nccnegoBanun CURE 823 nanuenta (6,6
%) moiiydanau CONMyTCTBYIOIIYIO Tepamnuto aHTaroHuctramu peuentopoB GPIIb/Illa. I'emapun
BBoAWIM Oosnee yeM 90% mnaruentoB. COMyTCTBYIOIIAs TEpamusi TeNapuHOM HE OKa3blBasa
3HAYUMOTO BIIMSIHMSI Ha OTHOCHUTEIBHYIO YacTOTY pa3BUTHA KPOBOTEUEHUN IpU IMpueme
KJIOMUAOTpeNnia u mianeoo.

15



COOTBETCTEYET 3KCNEPTHI 'H ¥ OTUETY
ot 25.09.2024 N= 206
KonuuecTBo manueHToB, y KOTOPHIX ObLIa mMepiBUYHAs KOHeu AT TOKA %&Ufelﬂrh or cép eHo-

cocyaucthbix 3a0oneBanuii (CC3), undapkr muokapaa (M) unu uncynbT), coctaBmio 582 (9,3
%) B rpyme, nony4asmiei kionugorpen, u 719 (11,4 %) B rpynmne, nonyvasiiei miamnebo, a
OTHOCHUTEJIbHBINA PUCK ObUT CHWKEH Ha 20% y rpynmbl, HOTyYaBIIeH KIOMHIOTPeN (CHUKEHUE
OTHOCHUTEJIBHOIO pUcKa Ha 17% mpu KOHCEpBAaTMBHOM JICYEHHM MAalMEHTOB, Ha 29% mnpu
BBIIIOJTHEHUM YPECKOXKHOW TpaHCIIOMUHAJIBbHON KopoHapHoW aHruoruiactuku (UTKA) co
cteHToM win 6e3 Hero u Ha 10 % mnpu Bemonnenun AKII). [locne 3 wmecsneB neueHus
peuMyIIecTBO, Habmoaasmeecs B rpynne kionunorpen + ACK, Gomnbiie He yBenTn4nBaIoch, B
TO BpeMs KaK pUCK KPOBOTEUEHHSI COXPAHSIICS.

KonnyecTBO ManMeHTOB ¢ KOMOMHHMPOBAHHOW TNEPBUYHON KOHEUHOW TOYKOW (CMEpTh OT
CEpJICYHO-COCYAUCTHIX 3a00JieBaHUM, MHPAPKTOM MHOKapja, WHCYJIbTOM WU pedpakTepHOi
umemueit) cocrabuiio 1035 genosek (16,5 %) B rpynie, nonydasieid kionugorpes, u 1187 (18,8
%) B rpymme, noiy4aBuiel ruiane6o. BnusHHUs Ha 4acTOTY MOBTOPHBIX TOCHHUTANU3ALUN IO
MOBO/IY HECTAOMJIBPHOM CTEHOKApAUU HE HAOII0AaI0Ch.

[TonoxxurenbHbie 3P PeKThl, HAOTIOAAEMbIE ITPU IPUMEHEHUH KJIOMU0TPeNa, HE U3MEHSUIUCH PU
KPaTKOBPEMEHHOM WJIHM JJIUTEILHOM MPUMEHEHUH JPYTHX CEpIEYHO-COCYIHMCTHIX MpenapaToB
(trakux kak remapun/HMI, antaronucts GPIIb/Illa, runonunuaemudeckue mnpemnaparsl, Oera-
osiokatopsl 1 HHTHOUTOPEI AIID). DddexkTuBHOCTH KiIomuaorpena He 3aBucena ot g0361 ACK
(75-325 mr 1 pa3 B CyTKH).

VY nmanueHTtoB ¢ OCTpbIM HH(AapKTOM MHOKapaa ¢ noabemoM cermeHTa ST Oe3omacHOCTh U
3¢ exTUBHOCT,  KJIOMUAOrpeNa OIEHMBAlach B 2  PaHJIOMHU3UPOBAHHBIX  IUIale6o-
KOHTPOJIMPYEMBIX TBOWHBIX cienbix uccienoBanusx CLARITY u COMMIT.

B uccnenopanuu CLARITY yuactBoBan 3491 mamueHT, KOTOpbIe MOCTYNUIN B CTallMOHAp B
TedyeHue 12 gacoB mocie pa3BuTHs WH(pApKTa MHOKapaa ¢ moabemMoM cermenta ST u KoTopsiM
ObLJ1a MoKa3aHa TpoMOoJIUTHUYECKas Tepamnus. [lanuenTsl nony4anu kionuaorpen (Harpy3ouHas
no3a 300 mr, 3atem 75 mr/cyT, n = 1752) unm mnane6o (n = 1739), 06a B komOunammu ¢ ACK (ot
150 mo 325 Mr B kauecTBe HArpy304HOM A03bl, 3aTeM 0T 75 10 162 Mr/cyT), GubpuHONUTHYECKUI
npenapar u, mpu HEoOXoauMmocTH, renapud. llanmenToB HaOGmomanmu B TeueHwe 30 JHEN.
[TepBrUHOI KOHEUHOM TOUKOM SBISIIOCH HAIMYUE OKKITIO3UU B MH(PAPKT-CBI3aHHON KOPOHAPHOU
apTepuy Ha aHTHOTpaMMe Tepell BBIHCKON, CMEPTh WJIM TOBTOPHBIM WH(papKTa MUOKapJa 10
IpOBEEHUST KOpoHapHOW aHruorpaduu. [l NanMeHTOB, KOTOPHIM HE IPOBOJIMIACH
aHruorpadus, IEPBUIHON KOHEUHOW TOYKOW ObLIa CMEPTh MIIH PEIMIUB HH(apKTa MUOKapa KO
JTHIO 8 MJTH K BBITUCKE U3 OOJIBHUIIBI.

[TaTHaauats npoueHTtos (15,0 %) nauuenTtos B rpynne kinonuaorpena u 21,7 % B rpynime miamnedo
JIOCTHUTJIM TEPBUYHON KOHEUHOW TOUKH, UTO MPEACTaBIIsAET COO0N abCONOTHOE CHUXKEeHuE Ha 6,7
% u pasHuily cHuxeHus B 36 % B monp3y Kiomuaorpesna. 3To0 B OCHOBHOM OOYCJIOBJIEHO
YMEHBUICHHEM OKKJIIO3UU B MH(APKT-3aBUCHUMBIX KOPOHAPHBIX apTepHUsX. ITO MPEUMYIIECTBO
OCTaBaJIOCh IOCTOSIHHBIM BO BCEX MPEABAPUTEIBHO OIPENEICHHbIX 10 BO3pacTy U IOy,
JOKaJIu3alMy MHGpapKTa U TUITY MCHOJIb3yeMOro (pUOpPUHOIUTHKA WM TelapuHa MOArpYIIax
MAIMEeHTOB.

UccnenoBanne COMMIT ¢ dakrtopubiM au3aiiHoM 2x2 Brimowano 45 852 manuenTa,
MOCTYTIMBIINX B TeYeHUE 24 YaCOB C MOMEHTA MOSBIICHHSI CHMIITOMOB TI0/I03PEBAEMOT0 HH(pApKTa
MHOKap/a, 4TO MoATBepxkAaiock oTkiaoHeHHsMu Ha OKI (T.e. mogbemom cermenrta ST,
cHmkeHneM cermenta ST wmm Onokanoil neBoil HOXkkM mydka ['mca). Ilamuents! nomyvanu
kionuorpen (75 mr/cytku, n = 22 961) unu mnamne6o (n = 22 891) B kombunaiuu ¢ ACK (162
MT/CyTKH) B TeueHHe 28 JHEH WK 10 BBIMUCKU U3 00bHUIBI. KOMOMHIPOBaHHBIMHU TTEPBUYHBIMU
KOHEYHBIMH TOYKaMH OBIIM CMEPTh 10 JII00OW MPUYMHE U pa3BUTHE MOBTOPHOrO MH(papkTa,
MHCYJIbTa uiu cMepTh. [lonmynsanus Bxioyana 27,8 % sxeHuint, 58,4 % nanueHToB B Bo3zpacte 60
aet u crapue (26 % > 70 net) u 54,5 % nanueHToB, MoIy4aBIIUX GUOPUHOTUTHKH.
Knonunorpen 3Ha4NTENIbHO CHUKAJI OTHOCUTEIILHBIA PUCK CMEPTH MO JIt000M npuunHe Ha 7 % U
OTHOCHUTEJIbHBIA PUCK KOMOMHAIIMK TOBTOPHOTO MH(APKTA, HHCYIbTA MU cMepTH Ha 9 %, uTO
coctaBisuio abcomoTHoe cHkeHue Ha 0,5 % u 0,9 % cooTBeTCTBEHHO. DTO MPEUMYIIECTBO
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OCTaBaJIOCh MMOCTOSTHHBIM JIJIsl TPYIITT TAIUEHTORB pa3Hord @93]-3;@;,';1 ﬁ‘a]:lﬁ%%}gﬁmlx 'r/'ﬂ:Ih He

npUHUMAaIUX (GUOPUHOIUTUKHY, U HAOII0AaIach yxe uepes 24 Jaca.

Hesckanayusa uneubumopos peyenmopos P2Y12 6 mepanuu ocmpo2o KOPOHAPHO20 cUuHOpoma
[Tepexon ¢ Tepanuu MOIIHBIM UHTHOUTOPOM perentopoB P2Y 1, Ha jeueHNe KIOMUAOTPEIOM B
couetannn ¢ ACK mocne 3aBepmienuss octpoir (asbl octporo mHpapkra muokapaa (ONM)
U3ydajcsi B JIBYX PpaHIAOMHU3MPOBAaHHBIX HWHHUIMMPOBAHHBIX HCCIEAOBATEIEM KIMHUYECKUX
uccinenoBanusx (TOPIC u TROPICAL-ACS).

B panzomMu3upoBaHHOM OTKPBITOM KIMHUYECKOM HccienoBanuu 1 OPIC nmpuauManu ydactue
nanueHTsl, nepenecrmme OMM,  KOTOpbIM  BBINONHSJIOCH — YPECKOXKHOE  KOPOHApHOE
BMematenscTBo (UKB). [Tanmentst, nonyyasmue ACK u oqun u3 60siee MOIIHBIX HHTHOUTOPOB
perentopoB P2Y12, y KOTOpBIX HE pa3BWIMCh HEOJIAronpUATHBIE COOBITHS B TEUEHHE OIHOIO
Mecsla, WM ObUIM TIepeBeACHbl Ha Tepanuio ¢ukcupoBaHHoii komOmHanmeir ACK wu
KJIonuorpena (Je3ckanamnus 1BoOHON aHTuTpoMOouTapHoi Tepanuu (IAT)) wim npomomkuim
IPUHUMATh paHee Ha3HaYeHHbIE Ipenaparsl (HensmeHHas JJAT).

CoObITus, BKJIIOYEHHbIE B KOMOMHUPOBAHHYIO IMEPBUYHYIO KOHEUYHYIO TOUYKY (CMEpPTh OT
OCIIOKHEHUW  cepaedyHo-cocynucThix  3aboneBanuit  (CC3),  HWHCYJNbT,  3IKCTpEHHAas
peBacKyJIApU3allvs U KPOBOTEUEHUs TUMA 2 WK OoJiee Tsxkelble KpoBoTeueHus 1o mkaie BARC
(MccnenoBarenbckoro akageMHU4E€CKOr0 KOHCOPILMYMa IO KPOBOTEUEHHUSIM)), Y€pe3 OIUH IOJ
nocne nepeHecennoro OVIM 6b1u 3apeructpupoBansl y 43 u3 322 nanuentos (13,4 %) B rpymre
neackanauuu AT u 85 maunenrtos u3z 323 (26,3 %) B rpynne HeuzmenHoit JIAT (p <0,01).
CraTucTHYeCcKH 3HAUMMOE pa3u4he B OCHOBHOM OOYCIIOBIIEHO COKpAIIEHHEM KOJIHYeCTBa
CIIy4aeB KPOBOTEUEHHUSI, B TOM UHCIIE KPOBOTEUEHUH, KoTopbIe 1o mkaine BARC Gosnee uiu paBHbI
2 (4% B rpyme neackanauuu u 14,9% B rpynmne, nonydapuieit Heusmenennyto JIAT), mpu stom
He HaOJII0JaJI0Ch CYIIECTBEHHBIX PA3IMUMi B 4YaCTOTE UIIIEMHUYECKUX OcinoxHeHuH (p = 0,36).

B panmomusmpoBaHHOe OTKpbITOe KinHuueckoe wucciaeaopanue |ROPICAL-ACS Obumn
BKItoueHbl 2610 mammentoB ¢ OVIM, MOATBEpKICHHBIM aHAIM30M Ha OMOMAapKephl, IMOCIe
nposeneHus YKB. [lanuents! ObuM paHAOMU3UPOBAHBI B TPYMIBI JUIS MOXYYSHHs pacyrpena
(mam 0-14) wim ipacyrpena (qau 0-7), a 3aTem konuaorpena (nau 8-14) B kombunauu ¢ ACK.
Ha 14-ii nenn Oblna npoBeneHa oleHKa (GyHKIUU TPoMOOIMTOB. [lanenTsl U3 nepBoi rpymnimbl
Tepanuu TOJILKO MPacyrpesioM NpoaoJKaIM IPUHUMATh Npacyrpen B TeueHue 11,5 mecsua.

VY nanMeHTOB W3 IPYMIbI 3aMEHbI T€PaNuu ObUI BBHINOJIHEH aHAJIM3 Ha BBICOKYIO PEaKTUBHOCTh
tpoMbouuToB (BPT). [Manmentel ¢ BPT > 46 enunun ObUIM CHOBA MEpPEBEEHBI HA TEPAIHUIO
IIpacyrpesnoM, KoTopyro mnoiydanu B TtedeHue 11,5 mecsana. Ianuentst ¢ BPT < 46 ennHun
MPOJIOJDKUIIN JIEYEHUE KIIOMUIOTpEIoM B n103e¢ 75 mr/cytku B teuenue 11,5 mecsma. Takum
o0pa3oM, B IpymIe ynpapiseMoil 3aMeHbl Tepauy NalueHTh! Moyyanu Wwin npacyrpen (40 %)
wi kiaonunporpen (60 %). Bece mauments nosmydanu ACK, mocnenyrouiee HalOunozeHue
IIPOJOJKAIIOCH B TEYEHHUE OJHOTO TOAA.

[lepBuuHas KOHEUHasi TOUYKA BKJIIOYaja KOMOMHAIMIO CEpAEUHO-COCYIMCTON CMepTH, UH(papKTa
MHOKap/a, UHCYJIbTa M KPOBOTEUEHUsS THUIA 2 WM Oojee TsKeable KPOBOTEUEHHs IO IIKaie
BARC. MHccnenoBanue NpoAEMOHCTPUPOBAIO OTCYTCTBHE pPa3IMYUNl MEXIy TpynnaMu [0
NEpBUYHON KOHEUHOM TOYKe Mo KpuTepuio non inferiority. Ympasisemas 3amMeHa Teparuu He
IpuBesia K TOBBIIIEHHUIO PHCKA pa3BUTHSA HIIEMUYECKUX OclokHeHud (2,5 % B rpymnme
Jeackananuu 1 3,2 % B KOHTPOJIBHOH IpyIIe), a TAK)KE YacTOThI KpOBOTEUEHHH THIa 2 uiu 6osee
no mkaiie BARC.

Hsotinas anmumpomboyumapnas mepanus (J{AT) npu ocmpom manom UU unu THA cpednezo
WU BbICOKO20 PUCKA

Onenka JIAT B xomOunanuu ¢ kinonuaorpesnom u ACK ¢ nenbio npouiiakTuKd HHCYJIbTa 1OcIie
octporo Manoro MU wimm THUA cpeaHero wim BBICOKOTO PHCKa IPOBOJAMIIACH B XOJE JBYX
pannomusupoBanHbix uccneaoanuii: CHANCE u POINT — ¢ nonyyeHnem JaHHBIX IO UCXOAaM
JUTSL KITHHUYECKON 0e30macHOCTH U (P PEKTUBHOCTH.

Uccnenoanne CHANCE (npumenenue knonudoepena y nayuenmos ¢ GblCOKUM PUCKOM
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PA38UmMuUs OCMPbIX HAPYULEHUTI MO3208020 KPO8 >05pawéﬂ};z'%%%%‘é@%%é%ﬁﬁ.': Tb 0002)

B 3TOM paHIOMU3MPOBAHHOM JBOWHOM CJIETIOM MYJBTHUIIEHTPOBOM ILIAIe00-KOHTPOIUPYEMOM
KJIMHUYECKOM HCCeoBaHUM TpuHsin ydactue 5170 manuentoB w3 Kurtas ¢ octpoit TUA
(onenka ABCD? >4) uimu octpsiM MasibiM uacyasToM (NIHSS <3). TanuenTs! B 06eux rpymnmax B
1-i1 nens nomyumnu 103y ACK B oTKpbITOM pexume (BeIMYMHA A03bl BAPEUPOBAIACch B JUANa30He
ot 75 o 300 mr, 103y ycTaHaBiIMBaJl Jiedaliuid Bpay). [laniuenTsl, paH10MU3UpOBAHHBIE B TPYIIITY
npumeHenus kionuaorpena u ACK, nonyuunu Harpy3ounyto 103y 300 mr B 1-i 1eHb, ocie yero
NoJIyJaJId KJIOMUAOrpesl B o3¢ 75 mr 1 pa3 B CyTku B mepuoj co 2-ro ans no 90-i neHb
BrrountesibHO 1 ACK B go3e 75 mr 1 pa3 B cyTku B mepuoj co 2-ro aHs no 21-il neHb
BKIIOUMTENbHO. [lanmentsl, pangomusupoBaHHbie B rpynmny npumeHenus ACK, nomydanu
mare60-BepCcrIo KIIOMUIorpesia B nepuo ¢ 1-ro qus mo 90-it aens BritounTeabHo u ACK B noze
75 mr 1 pa3 B cyTkH B iepuoj co 2-ro aHs 1o 90-i J1eHb BKIIOYUTENBHO.

[TepBuuHOil KOHEYHOW TOUKOM A()PEKTUBHOCTH SABISLICS HOBBIM  CIy4ail HMHCYJIbTa
(MILIEMUYECKOro WM reMopparudeckoro) B nepssle 90 queit nocne ocrporo Manoro MU nnu TUA
BBICOKOTO pHcka. Takue ciydan ObUIM 3apeructpupoBanbl y 212 manuentoB (8,2 %) B rpymmne
npumenenus kionugorpena U ACK no cpaBHenuto ¢ 303 maumentamu (11,7 %) B rpynne
npumenenus ACK. Cnyyau U nabmronanuce y 204 mauuentos (7,9 %) B rpymnie npuMeHeHUS
kionunorpena u ACK no cpasaenuto ¢ 295 nanuenramu (11,4 %) B rpynne npumenenus ACK.
['emopparnueckuii HHCYIBT CIYYHJICA Yy 8 MAalMEHTOB B KaXJI0M M3 ABYX TIPYMI HCCIEI0BaAHUS
(0,3 % B kaxmoit rpymme). CpeqHEeTsDKeI0e WM TSOKEI0e KPOBOM3IMSHUE HAOMI0IANoCh y 7
narueHToB (0,3 %) B rpymnmne npumenenus kionugorpena 1 ACK u y 8 manuentos (0,3 %) B
rpynne npumeHeHust ACK. Yacrora pa3BuTusi KpoBoTeueHui coctaBwia 2,3 % B rpymnie
npumeHenus kinonuaorpena u ACK no cpaBuenuto ¢ 1,6 % B rpynne npumenenns ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayuenmos ¢ Hogvimu cayuasmu THA
UNU MAN020 UULEMUYECKO20 UHCYTbmMaA)

B sToM paH0MH3MpPOBaHHOM JBOMHOM CIIENIOM MYJIbTHLEHTPOBOM ILIALe00-KOHTPOIHPYEMOM
KJIIMHUYECKOM HCCII€I0BaHNY NPUHSIM yuacTre 4881 nmanueHToB U3 pa3Hslx crpad ¢ octpoit TUA
(ouenka ABCD? >4) umn octpsiM ManeiM uHCymbToM (NIHSS <3). Bce mamueHTHI B 00emx
rpynnax noiayyanu 103y ACK B oTKpeITOM pexxume B nepuoji ¢ 1-ro qus no 90-ii neHp (BeauyrHa
JI03bl BapbupoBasiach B JuanasoHe oT 50 mo 325 mr, n03y ycCTaHaBiIMBaji JiCHAIllMH Bpay).
[TarueHTs, paHIOMU3UPOBAHHBIE B TPYIITY IPUMEHEHUS KIONUA0Tpea, MOTYYHIN Harpy304HYIO
no3y kionuznorpena 600 mr B 1-if geHb, ociIe 4ero nolydaiau KiIonuaorpen B 1o3e 75 mr 1 pa3 B
CYTKH B IepuoJ co 2-ro aHs 1o 90-i neHp BKIOYUTENbHO. [laliuenTsl, paHJOMU3UPOBAaHHBIE B
rpymniy npUMeHeHHs mianefo, Mmotydaiy miane0o-BepcHio KIOMuaAorpesia B nepuos ¢ 1-ro aus
no 90-i1 1eHp BKIIIOYUTEIHHO.

[lepBuyHOll KOHEYHON TOUKOM S(PPEKTUBHOCTH SABISIACH KOMOMHALMS  MAacCHUBHBIX
uniemuueckux ocnoxHeHuit (MU, uHdapkr Muokapna wid JeTaabHBIM MCXOJ B pe3ysbTare
UIIEMUYECKOT0  COCYAMCTOro  oclokHeHus) K 90-my gnro. Takue ciaydan Obuin
3apeructpupoBanbl y 121 manumenta (5,0 %) B rpynne npumenenus kionugorpena u ACK no
cpaBHeHHto ¢ 160 nanuentamu (6,5 %) B rpynmne npuMmenenus toabko ACK. NN, seastommuiics
BTOPUYHON KOHEUHOU TOUKOH, HaOmroancs y 112 nanuenTtos (4,6 %), MOIy4aBIINX KJIOMHIOTPEI
u ACK, no cpaBHeHuto co 155 mnaumentamu, nomywaBmumu ACK (6,3 %). Bonbmoe
KPOBOTEUEHHE, SIBIISIONIEECS TEPBUYHON KOHEYHON TOUKON OIIEHKU 0€30MacHOCTH, CIIyYUJIOCh Y
23 u3 2432 nanumentos (0,9 %), nonyuasmux kiaonuaorpen u ACK, 'y 10 u3z 2449 nanuenTos,
nonydaBmux ACK (0,4 %). HesnauntensHoe kpoBouziusHue ciayymioch y 40 mauuentos (1,6
%), nomyuasiux kinonugorpen u ACK, n 'y 13 nauuentos, noryuasmmx ACK (0,5 %).

Ananusz nepuooa oeticmsusi npenapamos 6 pamxax uccieoosarnuti CHANCE u POINT

He 6bu10 mpeumyiiiecTBa B ToM, 94T00bI poaokats JJAT Oonee 21 nus. Knuanueckas monssa ot
nponookenust JIAT OGonee 3 Hemens mpojaeMoHCTpHpoBaHa He Obuta. llenbro pacmpeneneHus
MACCHBHBIX HMIIIEMUYECKUX OCIONKHEHHH M CITy4aeB MAaCCHBHOTO KPOBOWBIHUSHHUS MO TpyHIam
JICYCHHUS] B TIEPUOJE NCUCTBHS TpEmapaToB ObUI aHAIW3 BIHMSHUS KPAaTKOCPOUHOTO IEpUOaa
nevictBus JIAT.
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Quobpunnayus npedcepoutl

B xone kmuanaeckoro uccnenoanust ACTIVE-A nokazaHo, 4To y nanueHToB ¢ Gpudpusuisiuen
npencepauii, KOTOpble HMMENU, KaKk MUHHUMYM, OJUH (aKTOp pUCKAa Pa3BUTHUS COCYAMUCTBHIX
OCIIO’)KHEHUH, HO OBUTH HECIIOCOOHBI MPUHUMATH HEMPSMbIC aHTHUKOATYJISIHTHI, KIOMHUIOTPEN B
couerannu ¢ ACK (mo cpaBHeHHUI0 ¢ nmpueMoM Toibko ogHo ACK) yMeHbIIam 4acToTy BMECTe
B3ATHIX MHCYJIBTA, MHPAPKTa MUOKAP/Ia, CACTEMHON TPOMOOAIMOOIMH BHE IIEHTPATHHOU HEPBHOM
cucrembl (IIHC) nnu cocyamcTtoli cMepTd, B OOJBIICH CTENEHU 32 CYET YMEHBIICHHS PHUCKA
Pa3BUTHS UHCYJIBTA.

O¢ddexTuBHOCTH TpUEMa Kinonuaorpena B coueranuu ¢ ACK BbIsBIIsIach paHO M COXpaHsIACh J10
5 7ner. YMEHbIICHHE pPHUCKA KPYIHBIX COCYAMCTBIX OCJOXKHEHHM B TpYIIe MalUEHTOB,
NpUHUMABIIKX Kionuaorpen B couetanuu ¢ ACK, Habnroganoch B OCHOBHOM 3a CYET OOJIbILEro
YMEHBIIICHUS YaCTOThl WHCYJIBTOB. PHUCK pa3BUTHs HMHCYJbTa JIOOOW TSDKECTH MPH TpHUEMe
kionuorpena B coueranuu ¢ ACK cHikancs, a Takxke HaOI0aanach TEHACHIMS K CHUKCHHUIO
9acTOTHl pa3BUTHs WH(pApPKTa MUOKaplaa B TpyIIe, MOJydYaBIIeH JeUeHHEe KIOMUAOTPEIOM B
couerannn ¢ ACK, HO He HaOmoAaIO0Ch pa3nuuuid B yactoTe TpomOodMOoimii BHe [THC nmun
cocyaucroit cmeptu. Kpome storo, npuem kionuaorpena B coueranuu ¢ ACK ymensian oouiee
KOJIMYECTBO JTHEH TOCIHUTAIN3AUU TI0 CEPJIEYHO-COCYAUCTHIM MPUUHHAM.

5.2. ®apmakoKHHeTHYeCKHUe CBOHCTBA

AOGcopbuus

ITpy 0JHOKpAaTHOM M MOBTOPHOM IpPHEME BHYTPb B J03€ 75 MI' B CyTKH KJIOHNUAOIPEN OBICTPO
BCAChIBACTCS.

Cpennee 3HaueHHe MakKCHUMaIbHOM KOHIEHTpAUUU (Cmax) HEM3MEHEHHOTO KJIOMHUAOTpesia B
I1a3Me KpoBU (MpUOIM3UTENBHO 2,2-2,5 HI/MII IOCe MpHeMa BHYTPb pa3oBOM 103kl 75 Mr)
JocTUraeTcs nNpubIu3uTeNbHO Yepe3 45 MuH nocie npuema npenapara. [1o qaHHbIM 3KCKpenun
MeTa0O0JIUTOB KIONUIOTpesa yepe3 NOYKU ero abcopOuust cocraniseT npudausutensHo 50 %.

Pacnpenenenue

In vitro xionmumorpea M ero OCHOBHOM HUPKYJIUPYIONIUA B KPOBH HEAKTUBHBIH METaOOJUT
00paTHMO CBSI3BIBAIOTCS ¢ OekamMu 1ia3Mbl KpoBH (Ha 98 % u 94 %, COOTBETCTBEHHO), U TaHHAs
CBSI3b SIBIISIETCS HEHACHIIaeMo 0 KoHIeHTpauuu 100 mr/mi.

buorpancdhopmarius

Kronumorpen HWHTEHCHMBHO MeTaboiausupyercs B medeHd. In vitro u in vivo xmommmorpen
MeTabOoIM3UPYETCS IBYMS MYTSAMH: TIEPBBIM OCYIIECTBIISIETCS] C TTIOMOIIBIO ACTEPa3 U MPUBOIUT K
TUAPONN3Y KJIOMUJOTpena ¢ 00pa3oBaHMEM HEAKTUBHOTO TMPOM3BOJAHOTO KapOOKCHUIBLHOU
KUCTOTHI (85 % OT HUPKYIUPYIOLIUX META0O0IUTOB); BTOPOH MyTh OCYLIECTBISIETCA C TOMOIIIbIO
nu3zopepMeHToB ruToxpoma P450.

[TepBoHaYaIbHO KJIOMUAOTPENT META0OIU3UPYETCS A0 2-OKCO-KJIOMUIOTPENa, SBIISIOMIETOCS
POMEXKYTOUHBIM MeTaboiauToM. [locnenyrommii MeTabonu3m 2-0KCo-KIOMUI0TpeNa MPUBOAUT K
00pa3oBaHI0 aKTUBHOTO META00JIMTA KIIOMUOTPEINA - THOIBHOTO TPOU3BOJIHOTO KJIOMUOTPENA.
In vitro stot akTHBHBINA MeTabOIUT 00pa3yeTcsl, TIaBHBIM 00pa30M, C MOMOIIBI0 H30(pepMEHTA
CYP2C19, Ho B ero o0Opa3zoBaHHM TaKK€ Y4aCTBYIOT HEKOTOPBIE APyTrre U30(PEPMEHTHI, BKIItOUas
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBII THOJIBHBIA META0OIUT KIOMUAOTpENa, BbIICTICHHBIN B
in Vitro ucciaemoBaHusAX, OBICTPO M HEOOPATHMO CBSI3BIBACTCS C PEIENTOPAMH TPOMOOIIMTOB,
OJIOKHPYs TAKUM 00pa30M arperao TpOMOOIUTOB.

Cmax aKTHBHOTO MeTa0O0IMTa KIIOMUOTPEIIA TTOCIe OJHOKPATHOTO MPHUEMa €ro Harpy309HOMN 1036l
300 Mr B 2 pasa mOpeBbIIAET TAKOBYIO mocie 4-X JHEH NpueMa MOJJIEP:KUBAIOLIEH J103blI
kionugorpena 75 mMr. Cmax TOCTUTAaeTCS MPUOIN3UTEIHHO B TeueHune 30-60 muH.

OIMMUHAIMA
B teuenne 120 9 mocne mpruemMa BHYTPh 4eToBeKoM ~*C-MeueHOro Kiomuporpena okomo 50 %

pPaZMOaKTUBHOCTH BBIBOAUTCS Yepe3 MOYKH W TpHOIm3uTenbHo 46 % paanoakTUBHOCTU
BBIBOJIUTCS Yepe3 KUIIEYHUK. [lociae oqHOKpaTHOro npremMa BHYTPb JO3UPOBKU B 75 MI MEPHO]L
nonyBbiBeieHus (T12) knonumorpena cocrariseT npuOIM3uTenbHO 6 . [locie 0JHOKpAaTHOTO
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npueMa U preMa IMoBTOPHBIX 103 Kinonuaorpesa T eﬂ@&ﬁa@%ﬂ;ﬁ%ﬁblﬂéré :ia':'r:-BOBI/I

HEAKTUBHOI'0 MeTa0OJINTa COCTABIISIET & U,

PapmaKoreHeTHKa

C mnomompio u3zodepmenta CYP2C19 oOpa3yrorcs, Kak axkTHBHBIH MeTabOJIUT, Tak U
MPOMEXKYTOUHBII MeTa0oNnuT - 2-okco-kionuaorpen. dapmMakoKMHETHKAa U aHTHArperaHTHOE
JieiicTBUE aKTUBHOTO METab0INTa KIOMUAOTPENa, IPU UCCIIEOBAHUH arperaiii TPOMOOIIUTOB €X
VIVO, BapbHpYIOT B 3aBUCHMOCTH OT reHotuia u3opepmenta CYP2C19. Amnens rera CYP2C19*1
COOTBETCTBYET NOJHOCThIO (PYHKIMOHAJIHHOMY METAa0OJIM3My, TOI/la Kak ajuleld TEeHOB
CYP2C19*2 u CYP2C19*3 sBnstorcs HedyHkmoHabHbIMU. Aiienu reHoB CYP2C19*2 u
CYP2C19*3 sBnsitoTcs MPUYMHON CHUXKCHHS MeTaboim3ma y OOJNBIIMHCTBA MPEICTaBUTENICH
eBporeoniHoi packl (85 %) u asmarckoil momynsauuu (99 %). Apyrue amienu, ¢ KOTOPHIMU
CBSI3aHO OTCYTCTBHE WM CHIDKEHHE METa0OIM3Ma, BCTPEUAIOTCS PEeXe M BKIIOYAIOT, HO HE
orpannuyuBarTcs, amwienimMu reHoB CYP2C19*4, *5, *6, *7 m *8. I[laumeHThl ¢ HHU3KOU
akTuBHOCTBIO n3opepmenTa CYP2C19 nomkHbl 0051aaaTh 1ByMs yKa3aHHBIMH BBIIIE aJUICIISIMU
reHa c¢ norepeil pynkuuu. OnyOJIMKOBaHHBIE YaCTOTHI BCTpeuaeMOCTH ()EHOTUIIOB MALUEHTOB C
HU3KOH akTHBHOCTHIO M30¢epmenTa CYP2C19 y nanueHToB eBpONeonIHON packl COCTABISIOT 2
%, y manueHToB HerpouaHou pacel — 4 % u y npeacraButeneil azuarckor nomyssinuu — 14 %.
Cy1iecTByIOT cCHELUalbHbIE TECThl JJIS OMNPEJEIICHUsS HMEIOLIErocss y MalMeHTa TI'eHOTUIa
uzopepmenta CYP2C19.

[To manubIM mepekpecTHOrO HcciaenaoBanus (40 10OPOBOIBIEB) C y4acTHEM JOOPOBOJIBIIEB C
OUYEHb BBICOKOM, BBICOKOM, MPOMEXYTOUYHOM M HU3KOW akTHBHOCTHIO m3odepmenta CYP2CI19,
KaKUX-THOO CYIIECTBEHHBIX PA3IMYMiA B SKCIO3WIIMK AKTUBHOIO META0ONUTa U B CPETHHX
3HaYeHUsIX HMHruOupoBanus arperanuu TpomboruToB (MAT), unayuupoBannoit AID, y
TOOPOBOJIBIICB C OYEHb BBICOKOW, BBICOKOW W MPOMEKYTOUHOW aKTUBHOCTHIO H30(epMEeHTa
CYP2C19 BoisiBneHO He Ob110. Y AOOPOBOIIBLIEB C HU3KOM akTUBHOCTHIO n3odepmenta CYP2C19
9KCITO3UIUS AKTUBHOTO MeTaboIuTa CHIKanach Ha 63-71 % 1o cpaBHEHHUIO ¢ TOOPOBOJIBIIAMU C
BBICOKON akTUBHOCTHIO uzopepmenta CYP2C19. Ilpu ucnonszoBanuu cxemsl jgedenus 300 mr
Harpy3ouHas 103a/75 mr nomnepkuBatomast g03a (300 mr/75 Mr) y moOpOBOJIBLIEB ¢ HU3KOU
akTuBHOCTHIO M30pepmenta CYP2C19 anturpomboruTapHoe AeiicTBUE CHUXKAIOCH CO CPETHUMU
3HaueHussMu AT, cocrasnstomumu 24 % (uepes 24 1) u 37 % (Ha 5 neHb HccaenoBaHUs) 10
cpaBaenuto ¢ AT, cocrapnsromumu 39 % (uepes 24 1) u 58 % (Ha 5 neHb HCCNeA0BaHuUsA), ¥
J0OpOBOJIBIIEB € BBICOKOM akTUBHOCTHIO n3odepmenta CYP2C19 u 37 % (uepes 24 1) u 60 % (Ha
5 JeHb wucclenoBaHMs) y JOOPOBOJBIEB C MPOMEXKYTOUYHOW aKTUBHOCTHIO H30(epMeHTa
CYP2C19.

Korna noOpoBosibliel ¢ HU3KOM akTUBHOCTBIO M3odepmenta CYP2C19 nonyvanu npenapat 1o
cxeme nedeHus 600 mr HarpyszouHas n03a/150 mr mopaepxkwuBaromast no3a (600 mr/150 wmr),
HKCMO3ULIUS aKTUBHOTO MeTaboIMTa ObUIa BhIIIE, YeM MpH npueMe mo cxeme jedenus 300 mr/75
mr. Kpome storo, MUAT coctasmsinio 32 % (uepe3 24 1) u 61 % (Ha 5 neHb ucciaenoBaHus), 9YTO
ObUI0 OOJIBIIE TAKOBOTO y JIOOPOBOJIBIEB ¢ HU3KOH akTuBHOCTHIO H30pepmenta CYP2C19,
noJrydaBiux jeueHue 1no cxeme 300 mr/75 mr, 1 661710 10JJ0OHO TAKOBOMY B IpyIIiax NalieHTOB
¢ 6onee BbicOKOM MHTeHCUBHOCThIO CYP2C19-merabonu3ma, mosydaBUIMX JEUEHHE 10 CXeMe
300 mr/75 mr. OlHaKO B UCCIIEOBAHUAX C YUETOM KIMHUYECKUX MCXO/I0B PEXHUM J03UPOBAHUS
KJIOMUAOTpeNnia JUlsl MAlMeHTOB ATOM Ipynmbl (HallMEHTOB C HU3KOM aKTHBHOCTBIO M30(epMeHTa
CYP2C19) noka He ycTaHOBJIEH.

AHaJOrMYHO pe3yibTaTaM JaHHOIO HCCIIEOBaHUS METa-aHalIW3 IIECTU HCCIECJOBaHUM, B
KOTOPBIA BONUIH JaHHbIE 335 mMOOpPOBOJBIEB, MOMYYaBIIUX KJIOMHAOTPEN M HAXOJIUBIIUXCS B
COCTOSTHUM JOCTHUXKEHMSI PABHOBECHOM KOHLEHTpALMM, IIOKa3ajd, 4YTO II0 CPaBHEHUIO C
n00poBOJIBbIIAMH € BBICOKOM akTUBHOCThIO u3odepmenta CYP2C19, y noOpoBoibleB ¢
IPOMEXYTOUHOW akTHUBHOCTHIO m3odepmeHTa CYP2C19 skcno3uiusi akTUBHOTO METa0OJIHMTa
cHIDKanachk Ha 28 %, a y ToOOpOBOJIBIIEB ¢ HU3KOM akTHBHOCTHIO n3odepmerta CYP2C19 —na 72
%, B 1o Bpems kak MAT Obuio cHmwkeHo ¢ pazmuuusmu B UAT Ha 59 % u 21,4 %,
COOTBETCTBEHHO.
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He npoBoauioch OLICHKH BIIMSIHUSI T€HOTHUIIA cyP2C19 QQIQJ&%%E&&M&H;&%}T H%‘TOB,

[OJly4aBIIUX KJIOMUAOIPEN, B IPOCHEKTUBHBIX PaHIAOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanusx. OJHAKO HA HACTOALIMH MOMEHT HMMEETCS HECKOJIbKO PETPOCHEKTHBHBIX
aHaIM30B. Pe3ynbTaThl T€HOTUIMPOBAHUS IIOAYYEHBl B XOJ€ CIEAYIOIIMX KIMHUYECKHUX
uccinenoanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaKXe B HECKOJIbKUX OITyOJMKOBAHHBIX KOTOPTHBIX UCCIICIOBAHUSAX.

B unccnenoanun TRITON-TIMI 38 u 3-x koroptabix uccienoBanusax (Collet, Sibbing, Giusti)
NAlMEeHThl KOMOMHHMPOBAaHHOW TpPYMIBI C MPOMEKYTOUYHOW WM HHU3KOH aKTUBHOCTHIO
nzodepmenta CYP2C19 umenu Gosee BBICOKYIO YacTOTY CEPIACYHO-COCYAMCTHIX OCIOKHCHUM
(cMepTh, UHPAPKT MUOKAapAa M MHCYJBT) UM TPOMOO3a CTEHTA IO CPAaBHEHHIO C TAKOBBIMU Y
MAIMEHTOB C BBICOKOH akTUBHOCTHIO m30odepmenta CYP2CI9.

B wuccnenoBanuu CHARISMA u onHOM KOTOPTHOM HCCleAoBaHMH (Simon), yBeJTHUCHHE
YacTOThl CEPACYHO-COCYIUCTBIX OCIOXHEHHM HAOII0AANOCh TOJNBKO Yy MAIMEHTOB C HU3KOU
aktuBHOCThIO m3o¢pepmenta CYP2C19 (mpum ux CpaBHEHMHM C TalMEHTaMHU C BBICOKOH
akTUBHOCTBIO M30(hepmenta CYP2C19).

B uccnenoBannu CURE, CLARITY, ACTIVE-A u onHOM U3 KOropTHBIX uccnenoBanuii (Trenk),
HEe HaOII0JANO0Ch YBEIMYEHHS YACTOThI CEPACUHO-COCYTUCTBIX OCIOKHEHUI B 3aBUCHUMOCTH OT
unTeHcuBHOcTH CYP2C19-MeTabonusma.

Oco0nIe T'pYIHIIBI NAlIMCHTOB
q)apMaKOKI/IHeTI/IKa aKTUBHOI'O MeTa0oauTa KIIOIIHOTpCiia B 0COOBIX rpymnmnax IainueHTOB HE
H3y4aJIacCh.

Tayuenmuvr cmapwe 75 nem

Y n1oGpoBoIIbIIEB CTapiie 75 JeT MPU CPaBHEHUHU C MOJIOABIMU JOOPOBOJIbIIAMU HE OBLIO MOIYYEHO
pa3IuuMii o NoKa3aTeNsIM arperaluy TpoMOOIIMTOB U BpeMeHHU KpoBoTeueHus. Koppekuus 1036l
He Tpedyercsl.

Tlayuenmol ¢ napywenuem @yHKyuu nouex

[Toce MOBTOPHBIX IPUEMOB KJIOMUJIOTPENA B JO3UPOBKE 75 MI/CYTKHU y MAI[MEHTOB C TSXKEJIbIMU
HapymeHusiMu pyHKmn mouek (kaupenc kpearmnuHa (KK) or 5 mn/mmu no 15 wmi/mun)
uHru6uposanue AJIP-uHaynMpoBaHHOH arperanuu TpoMmOouUUTOB OblIO HIKE (Ha 25 %) mo
CPaBHEHHIO C TAKOBBIM Y 37I0POBBIX JOOPOBOJIBIIEB, OJTHAKO Y/UIMHEHHE BPEMEHH KPOBOTEUYCHUS
ObUIO 1MOJ00HBIM TAKOBOMY Y 3/I0POBBIX JOOPOBOJIBIIEB, MOTYYaBIIUX KIOMUAOIPEI B 103UPOBKE
75 MI' B CYTKH.

Tayuenmoi ¢ napywieHuem yHKyuu neveHu

He 0Op10 3HauUMMBIX OTIMYMM B cTerneHn MHruOupoBanus AJ|D-uHIyHMpOBaHHOW arperanuu
TPOMOOIIMTOB MOCJE €KEIHEBHOTO NMPHEMa KIONUAOIpeia B CyTOUHOM 03¢ 75 mr B Teuenue 10
JHEH y HMalMeHTOB C TSKENBIMU HapyLIEHUSIMU (QYHKIMH TIEYEHU 110 CPABHEHMIO CO 37J0POBBIMU
no6pososbiamMu. CpeHee BpeMsi KpOBOTEUSHHSI TAKXKE COTTOCTaBUMO B 00€UX Ipymax.

Pacoesas npunaonesxicrnocmo

PacnpoctpanenHocts  amteneir  renoB  u3odepmenta CYP2C19, oOycnaBnuBarommx
MIPOMEXYTOUHYI0 U HU3KYIO aKTHUBHOCTh 3TOrO M30()E€pPMEHTAa, OTIMYAETCSA y NMpeACcTaBUTENEH
pasIMYHBIX PACOBBIX TIpymnil. MMEITCs orpaHUYeHHble JMTEpaTypHble JaHHbIE 00 uX
pacpoCTPaHEHHOCTH Y MPEACTaBUTENeN a3MaTCKON MOMYJISIUHN, YTO HE MO3BOJISET OLEHUTDH Y
HUX 3HaueHus reHoTunupoBaHus uzopepmenta CYP2C19 s pa3BUTUS MIIEMHYECKHX
OCJIO’KHEHUH.

eTU
KnnHnyeckue naHHbIE OTCYTCTBYIOT.
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6. ®APMAIIEBTUYECKHUE CBOMCTBA (MOCNENOBATENEHOCTE 0002)

6.1. IlepeyeHb BCIOMOraTeJIbHbIX BelIECTB
Cocmas sopa:

LEJUTI0JI03a MUKpOKpHUCcTaindeckas (tum 102)
MaHHUTOJ

KpOCKapMeJu103a HaTpHusl

KPEMHUS TUOKCU]] KOJUTOUTHBIN

MarHusi cteapar

Cocmas obonouxu:
wieHouHoe mokpbiTie WT-19022P po3oBoe (moguBUHMIOBBIN criupT, Makporoi 4000, JenuTuH
COEBBIH, TUTAHA TUOKCH/I, TAJIbK, KPACHTEIb JKeJe3a OKCHUJI KPACHBIH)

6.2. HecoBmecTuMOCTH
He npumenumo.

6.3. Cpox rogHocTu (CPOK XpaHeHUsl)
2 roja.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUHU
XpaHUTh B 3alIUIIIEHHOM OT CBETa MECTE MpH Temrieparype He Boimie 25 °C.

6.5. XapakTep U cojep:KaHHe MEPBUYHOI YITAKOBKH

ITo 10 Tabnerok B 6uctep u3 mieHku [1BX u amomunueBoit ¢osbru. o 1, 3 unu 10 6nucrepon
BMECTE C HHCTPYKIHUEH 110 MEAUIIMHCKOMY NMPUMEHEHUIO B MMaYKy U3 KapTOHA.

[To 10, 30 wnu 100 TabneTok B MIACTUKOBYIO OaHKY U3 MONMATUIICHTEpe(TanaTa, YKYIOPEHHYIO
IUTACTUKOBOM KPBIIIKOW U3 MOJIMATUIIEHA BHICOKOM MJIOTHOCTH U HU3KOT'O JIABJICHUS, C KOHTPOJIEM
nepBoro BCKpbITHs. Ha OaHKy Hak/IeMBalOT 3TMKETKY M3 Oymard mucueil Wwin 3TUKETOYHOH. 1
0aHKy BMeCTe C MHCTPYKIIHEH 10 MEIUITUHCKOMY MTPUMEHEHHIO B MAYKy U3 KapTOHA.

6.6. OcolOble Mepbl MNPeIOCTOPOKHOCTH TNPH  YHHYTOKEHHMH  HMCHOJIH30BAHHOIO
JICKapPCTBEHHOI'0 Npenapara uiH 0TX0J0B, IOJYYECHHBIX MOC/Ie NIPUMEHEeHHUs Npenapara u
Apyrue MAHMIYJISIMH € IPenapaTom

OcoOble TpeOOBaHUsI OTCYTCTBYIOT.

7. JEPXKATEJb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccniickas @enepanns

00O «9nBancny Papmay

308010, benropockast 06J1., MyHUITMTIATBHBIN paiioH benropoackwuii, r.m. mocenok CeBepHBIH,
nrt. CeBepHblid, yi. bepesosas, 311. 5.

Ten.: +7 (4722) 20 23 19

Anpec anexTpoHHOi# ouThl: factory@atcl.ru

7.1. IIpeacraBuTeIb A€PKATES PErHCTPAIMOHHOIO YA0CTOBEPEHUS
[Mperen3un norpedUTENEH HAIPABIATH 10 aIPECY:

Poccuiickas @enepanus

000 «9nBancn @apmay

308010, benropoxackast 06:1., benropoackuii paiton, nrt. CeBepHbIit, yi. bepe3zosas, 31. 5.
Ten.: +7 (4722) 20 23 19

Anpec snekTpoHHO# mouThl: factory@atcl.ru
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8. HOMEP PETUCTPAIIMOHHOIO YIOCTOBEPEFIGFLCEATENEHOCTE 0002]

9. IATA NEPBUYHOM PETMCTPAIIMMA (IOATBEPXKJIEHWS PETHUCTPAILIUH,
NEPEPEI'UCTPALIUN)
JlaTa nepBoi perucTpanuu:

10. JATA HEPECMOTPA TEKCTA
OOmiass  xapakTepucTHKa JICKapCTBEHHOro  Impemapata  Burarpuens  gocTynmHa — Ha

uH(GOPMAIIMOHHOM TopTane EBpasuiickoro 5KOHOMHYECKOTO COr03a B HMH()OPMAIMOHHO-
KOMMYHHUKAIMOHHOM cetu «uTepHe™ https://eec.eaeunion.org/.
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