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OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “02)

1. HAUMEHOBAHMUE JIJEKAPCTBEHHOI'O IIPEITAPATA

Knonuporpen, 75 mr, TabIeTKH, TOKPHITHIE TNIEHOYHOW 000T0YKOA.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JelicTByroliee BEMIECTBO: KJIOMUIOTPET.

Kaxxgas Ttabierka, TOKpHITas IUICHOYHOW O0O0NMOYKON comepxkuT 97,875 Mr kionuaorpena
THIpOCyib(ara, SKBUBAJICHTHO 75 MI' KJIOUOTpena.

BcenomoraTenbHble BellecTBa, HalW4yhe KOTOPBIX HAJAO0 YYHUTHIBATh B COCTaBE JIEKAPCTBEHHOIO
npenapara: KJIeeBUHbI OOBIKHOBEHHOMN CEMSH Macyo (KacTopoBoe mMaciio) (cM. pasnen 4.4.).

[Tonublii nepeyeHs BCIIOMOTaTEIbHbIX BEILIECTB MPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabeTku, TOKPHITHIE TNIECHOYHOW 000JIOUKOM.
Kpyribie, rTnankue, TBOSKOBBITYKIIBIC TAOJIETKH, MOKPHITHIC MJICHOYHOH 000JIOUKOH OT OPaHKEBOTO

710 PO30BaTO-OPAaHKEBOTO IBeTa. Ha monepednom paspese sapo oT OesIoro 10 moYTH OeIoro IBeTa.

4. KINMHUYECKHUE JAHHBIE

4.1. IToka3zaHus K NPUMEHEHHU IO

Bmopuunas npogunaxmurxa amepompombomuyeckux 0cio#CHEeHULL:

* YV B3pOCIBIX MAIMEHTOB IOCIIe HEJaBHO MEpEeHeCeHHOro MH(papKTa MUOKapaa (C JaBHOCTHIO OT

HECKOJIbKUX JIHEW 110 35 nHel), HeJaBHO MEPEHECEHHOr0 MIIEMHYECKOr0 MHCYJbTa (C JaBHOCTHIO

oT 7 AHE# 10 6 MECSIIEB) WIH MPU JUATHOCTUPOBAHHOM 3a00JICBaHUH TIEpUPEPUIESCKUX apTEPHil.

* V B3pOCIBIX MAlUEHTOB C OCTPHIM KOPOHAPHBIM CHHAPOMOM:
— OCTPBII KOPOHAPHBIN CHHIpPOM 0e3 moabeMa cermenta ST (HecTaOuiabHAs CTCHOKAPAMS WU
uHpapKkT MHOKapaa 6e3 3youa Q), BKIIOYas NAIMEHTOB, KOTOPbIE JOJDKHBI MONyYaThb
MEAMKAaMEHTO3HOE JIeYeHHE, M TNAaI[MeHTOB, KOTOPBIM IIOKa3aHO YPECKOXKHOE KOPOHApHOE
BMEIIIATEILCTBO (CO CTEHHpPOBAHMEM WM 0€3 CTEHTUPOBAHUSA) WIM aOPTOKOPOHAPHOE
myHTuposanue (AKI).
— ocTpblit MH(APKT MHOKapAa C MOABEMOM cermMeHta ST, BKIIIOYas MalMeHTOB, MOTYYarOIIHX
MEAMKaMEHTO3HOE JICUEHUE, B TOM UHCIIE TPOMOOIUTHUYECKYIO TEPAIHIO.

IIpogunaxmuxka amepompombomuyeckux u mpomMOOIMOOIUYECKUX OCLONCHEHUU ) B83POCIbIX

nayuenmos ¢ udbpuiiayuell npedcepoutl (MepyamenvbHou apummuerr)
— Y B3pOCHBIX TAalMEHTOB ¢ QUOpWLIsAIMell mpencepauid (MepHaTenbHOW apuTMuEH),
MMEIOILIUM XOTS Obl OJTUH (PaKTOp PUCKA PA3BUTHS COCYIUCTHIX OCIOKHEHUH, KOTOPbIE HE MOT'YT

npuHuMath aHTaroHUCThl BHTamMuHAa K (ABK) uW uMeOT HHM3KHI PHUCK KpPOBOTCUYCHHH,
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aTepOTPOMOOTHYECKHUX U TPOMOOIMOOINYECKUX COOBITHH, BKITFOYAst HHCYIBT.
YV e3pocnvix nayuenmos ¢ mpanzumopHou uwemusecxkou amarxou (THA) cpeonezo unu 6vicokozo
pucka unu ¢ manvim uwemuyeckum uncyromom (MU) (6 komounayuu ¢ ACK)
Knonuooepen ¢ kombunayuu ¢ ACK nokasau:
— B3pocinbiM manueHtamM ¢ THWA cpemHero WM BBICOKOTO pHCKa (OIEHKA IO IIIKale
ABCD2* >4) umu ¢ mansim U (NIHSS** <3) B Teuenue 24 yacoB nocie coObitusi TUA wnm
nn.

* [llkama ays OIIGHKM PUCKAa paHHEro WHCyNnbTa mocie THA, 6a3upyeTcss Ha ClemyIoNMX NapaMerpax: BO3pacT,
apTepHantbHOE JaBJICHUE, KITMHUYECKHE CHMIITOMBI, IpoIokuTeNbHOCTE THA 1 caxapHsIil muaber.

** J1Ikaa MHCYJIFTa HAITHOHAIBHOTO HHCTUTYTA 3I0POBBSL.
4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMEHEHM I

PexxuM 03upoBaHus

Heoasno  nepenecennviii  ungapkm  muoxkapoa, HeOa8HO  NEPEeHEeCEeHHblll  UHCYIbIM U
ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuil

Pexomenayemast moza — 75 mr 1 pa3 B CyTKH.

Ocmpuiii  kKOpoHaphwvili cunopom 6e3 noovema ceemenma ST (HecmabunvHas cmeHoOKapous,
unpapxm muokapoa bes 3yoya Q)

JleyeHne KJIONUAOIPEIOM CIEAYeT HA4YMHATh C OJHOKPAaTHOIO IpUeMa Harpy304yHOH 03Bl
300 mr unu 600 mr. Harpy3ounyto 103y 600 Mr MOKHO Ha3HaudaTh MalMEHTaM B BO3pacTe MEHee
75 ner, Korja IJIAHUPYETCS MPOBEACHUE YPECKOKHOTO KOPOHAPHOTO BMENIATENbCTBA. JleueHne
KJIOMMHUJIOTPEJIOM CIEAYET MPOAOJKUTH B J03UpoBKe 75 Mr 1 pa3 B cyTku coBmectHo ¢ ACK B 03¢
75—325 wr. Ilockonbky Oosee Bbicokue 10361 ACK ObuiM cBsi3aHBl ¢ 0oJiee BBICOKMM PHUCKOM
KpOBOTEUEHHsI, pekoMeHayercsi, 4toObl no3a ACK He mnpeBbmmana 100 mr. OnrtumanbHas
MPOJOHKUTEIBLHOCTD JieUeHUs: OQUIIMAIbHO HE YCTaHOBJIEHA. JlaHHbIe KIIMHUYECKUX UCCIeI0BaHUN
MOATBEPKIAIOT BO3MOYKHOCTh MPOJOJDKUTENBHOCTH JieYeHHUs] 10 12 MecsAleB; MakCHMallbHas
3¢ (HEeKTUBHOCTH Tepanuu HAOIIOAANACh Yepe3 3 Mecslla JIeUeHUsI.

Ocmpuouii ungapkm muoxapoa ¢ noovemom cecmenma ST

Knonunorpen Ha3zHavaroT B g03¢ 75 mr 1 pa3 B cyTku ¢ uiau 6e3 Harpy3ouHoi mo03el 300 Mr B
koMmOuHammu ¢ ACK, a Ttakke ¢ TpOMOOTUTHYECKUMH TIpernaparaMu Wiu 0e3 HuX. Y IMalreHTOB
cTapiue 75 JeT JeueHue KIOMUAOTPESIOM JI0JKHO HauWHAThCsl 0e3 MpreMa ero Harpy304HOi J103bI.
KoMOMHMpOBaHHYIO Tepamuio CJlelayeT HAaYMHATh KaK MOXKHO paHbllle TOCie MOSBICHUS
CHUMIITOMOB ¥ IIPOJIOJIKaTh HE MEHEE YETHIPEX HENEIb.

Quobpunnayus npedcepouu

Knonuporpen cienyer mpuHUMAarh B CYTOYHOHM o3¢ 75 mr. B komMOMHAmuu ¢ KIOMHIOTPEIOM

Heooxoaumo nmpuauMath ACK B no3uposke 75—100 mr exenneBHo (cM. pazmen 5.1.).
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B3pocneiv manmentam ¢ TUA cpenHero uiam BBICOKOTO pucka (oreHka o mkane ABCD2* >4) wnun
¢ manbim MU (NIHSS** <3) HaznawaroT Harpy3o4Hyto 103y kinonugorpena 300 Mr, mocie KoTopoit
Ha3Ha4aroT Kionuaorpen B o3¢ 75 mr 1 pa3 B cytku 1 ACK (75—100 mr 1 pa3 B cytkn). Tepanuto
kionuaorpesnioM 1 ACK cneayer HaunHaTh B TeUeHHE 24 YacoB IMOCIE COOBITHS M MPOJOJIKATH B
TedeHne 21 qHS, MOCKe Yero Ha3HAYaloT TEPAMUI0 OJHIM aHTHATPETaHTHBIM MPENapaToOM.
Dapmaxoeenemuxa (nayuenmsl ¢ 2eHeMUYECKU OOYCIOBIEHHOU CHUMNCEHHOU AKMUBHOCMbIO
uzogpepmenma CYP2C19)

Huskas axtuBHOCTE m3odepmenTta CYP2C19 cBsizaHa ¢ YMEHBIICHHEM aHTHArpEraHTHOTO
neiicTBus Kiaonuaorpena. Pexxum npumenenus: 6osiee BoICOKHX 703 (600 Mr — Harpy3o4Has 103a,
3areM 150 mr 1 pa3 B CyTKH €XeIHEBHO) y MAalMEHTOB C HU3KOW AaKTUBHOCTBHIO HM30(epMeHTa
CYP2C19 yBenmnuuBaeT aHTHArperaHTHOE ACUCTBHE KIOMUAorpena (CcM. paszmen 5.2. mompaszziern
«DapmakoreHeTukay). Y TaIlMEHTOB HHU3KOW akTuBHOCTHIO u3opepmenta CYP2C19 wmoxHO
paccMOTpeTh BOMPOC O NPHUMEHEHHWU OoJiee BBICOKUX J03 KIONUAOrpena. TOUYHBIA pexuM
JO3UPOBAHUS 71l JAHHOW MOMYJISIIUYU MMAlMEHTOB B KIIMHUYECKUX HCCIICTOBAHUSIX, YIUTHIBAIOLINX
KJIIMHUYECKHE UCXO/Ibl, HE YCTAaHOBJICH.

ITponyck 1035l

Ecnu nponyiieH npueM npenapara B TCUEHHE:

* menee 12 wacoe TOCIE 3alJJAHUPOBAHHOTO BPEMEHHU: NAIMEHTHl JIOJDKHBI HPHUHATH 03y
HEMEIJICHHO, a 3aTEM MPUHSATH CIEIYIONIYIO 103y B OOBIYHOE 3aIlJIAHUPOBAHHOE BPEMS;

* 6onee 12 yacos mocne 3alyIaHUPOBAHHOTO BPEMEHH: MAIMEHTHI JOJIKHBI MPUHATH CIEIYIOIIYIO
7103y B 0OBIYHOE 3aIlJIAHUPOBAHHOE BPEMs M HE JIOJDKHBI YIBaHBATh J03Y.

Oco0ble rpyInel NALKMEHTOB

llayuenmuvr cmapwie 75 nem
st monmydenust nHGOPMAIIMK O HArpy3049HOM J103€ JUTsl MAIMEHTOB cTapiie 75 JeT cM. pasnen 4.4.
Tayuenmoi ¢ Hapywenuem yHKyuu novex
Koppekiuu 10361 He TpeOyeTcs (cM. pasznaen 4.4.).
Ilayuenmul ¢ Hapywenuem QynKyuu neveHu
Koppekiu 10361 He TpeOyeres (cM. pasaen 4.4.).
eTH
bezonacHocth U 3¢ (eKTUBHOCTh NMPUMEHEHHUs Ipenapara y AeTreil B Bo3pacte a0 18 ner He
yCTaHOBJIEHBI. JlaHHbBIE OTCYTCTBYIOT.

Croco0 mpuMeHeHus

BuyTpp, HE3aBUCUMO OT IIpUEMa IULIH.

4.3. [IporuBonoOKa3aHust
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IIEPEUUCIICHHBIX B pa3zaene 6.1.

Tspxenas neueHOYHAsE HEOCTATOYHOCTb.

Octpoe KpOoBOTEUYEHHE, HApUMEpP, KPOBOTEUECHHUE M3 IMENTHYECKOW S3BbI MM BHYTPUUYEPEIHOE
KPOBOU3JIHSHUE.

bepeMeHHOCTB M IEpHOA TPYAHOTO BCKapMIIMBaHus (cM. pasnen 4.6.).

Jlerckuii Bo3pact 10 18 et (6e30macHOCTb U A3PPEKTUBHOCT IPUMEHEHHS HE YCTAHOBJICHBI).

4.4. OcoOble ykazaHusl U MepPbI NPEAOCTOPOKHOCTH NPH MPUMEHEHHU U

C 0CTOPOYXKHOCTBIO CIIEyeT Ha3HAYATh MPETapar:

— IIpH YMEPEHHON MEeYeHOYHON HEAOCTATOUYHOCTH, MPH KOTOPOI BO3MOXKHA MPEIPACIOI0KEHHOCTD
K KPOBOTEUEHUIO (OTpaHUYCHHBIN KIMHUYECKHUA OTBIT IPUMEHEHUS );

— IIPU MOYEYHON HEJOCTaTOYHOCTH (OrpaHUYEHHBIN KIMHUYECKH OMBIT IPUMEHEHUS);

— 1pu 3a00JIeBaHUSX, P KOTOPBIX UMEETCS PEIPACIIONIOKEHHOCTh K PA3BUTHIO KPOBOTEUEHUH (B
YACTHOCTH JKEIYJAOYHO-KHUIIEYHBIX WM BHYTPUTIIA3HBIX), U, B OCOOCHHOCTH, IIPH OJHOBPEMEHHOM
MPUMEHEHUH JIEKAPCTBEHHBIX CPEACTB, KOTOpPHIE MOTYT BBI3BATh TOBPEKICHUS CIH3UCTON
000JIOYKH  JKeIyMOYHO-KHMIIeuyHOoro  Tpakta  (Takmx kak ACK w  HecrepouaHbie
npotuBoBociayiuTeNbHBIE nipenapatsl (HITIBIT));

— y MAIMEeHTOB, Y KOTOPHIX MMEETCS TOBBIIICHHBIN PUCK PAa3BUTHs KPOBOTCUCHUS: M3-32 TPABMBI,
XUPYPrU4eCcKOro BMEMIATENLCTBA WK IPYTUX MATOJOTHYECKUX COCTOSIHHM, a TakKe y MallMeHTOB,
nonyvatomux Jyiedenne ACK, remapuHom, Bapdapunom, naruoutopamu rimkonporenHa |lb/Illa,
HIIBII, B ToM u4ucie CEIeKTUBHBIMH WHTHOMTOpamMu IukiIookcureHasbl-2 (L[OI-2), a Taxxke
JIPYTUMH JIEKaPCTBEHHBIMU CPEICTBAMHU, NPUMEHEHHE KOTOPBIX CBSI3aHO C PUCKOM DPa3BUTHUS
KPOBOTCUCHHH, CEJIEKTUBHBIMU HWHrubutropamu obOpatHoro 3axsara ceporonuHa (CHO3C)
(cMm. pasgen 4.5.);

— TpU OJHOBPEMEHHOM TPUMEHEHHUH C JIEKAPCTBEHHBIMU CpPEICTBAMH, SBISIOIIUMUCS
cyocrparamu u3opepmenta CYP2C8 (penarnmuua, maknutakcen) (cm. pasaen 4.5.);

— Yy TalMeHTOB ¢ HU3KOH akTHBHOCTHIO M3o¢pepmenta CYP2CI19 (cm. pasmen 5.2. moapaszaen
«DapmakoreHeTHKay, pasaen 4.2.);

— IpU yKa3aHUSAX B aHaAMHE3e Ha aNIepruyeckue M TeMAaTOJIOTMYECKHE pPEaKIMH Ha JIpyrue
TUCHONMPUINHBI (TaKhue Kak THUKJIOMUIWH, Tpacyrpen) (BO3MOXKHOCTh TMEPEKPECTHBIX
AJIEPTUYECKUX U TeMAaTOIOTUYECKUX PEaKInii);

— TpU HEAABHO IEPEHECEHHOM MPEXOJSAlleM HapyIIeHHMH MO3TOBOTO KPOBOOOpPAILEHUS WU
umeMudeckoM uHeynbTe (pu coueranun ¢ ACK).

KDOBOTG‘-IGHI/I}I U IrEéMaTOJOIrM4CCKUEC HAPYIICHUA

B cBsA3u ¢ puckoM pa3BUTHS KPOBOTEYEHHS M HEXKENATENIbHBIX PEAaKIMM CO CTOPOHBI KPOBU
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HA BO3HUKHOBEHHUE KPOBOTEUCHUS, CIEIYET CPOYHO CAENaTh OOIUI KIMHHUYECKUN aHAIH3 KPOBH,
OTpEeNCNIUTh aKTUBUPOBAHHOE YacTHYHOE TpomOoruiactuHoBoe Bpems (AUTB), komuyectBo
TPOMOOLIMTOB, MOKa3zaTean (YHKIMOHAIBHOM aKTUBHOCTH TPOMOOLMTOB U IPOBECTU JPYyrUe
HEOOXOUMbIE UCCIIEIOBAHMUS.

Kronumorpen, kak u Jpyrue aHTUTPOMOOIMTApPHBIC CPENCTBA, CJIENYyeT TMPUMEHSTH C
OCTOPOKHOCTBIO Y MAIIMEHTOB, HMEIOIIUX TTOBHIIICHHBIN PUCK Pa3BUTHS KPOBOTEUCHHUSI, CBSI3aHHBIN
C TpaBMaMH, XUPYPTrUYECKUMHU BMEILATEIbCTBAMH WM IPYTMMU MATOJOTHYECKHUMH COCTOSHUSMU,
a Taxke y nanuenToB, npuanMarommx ACK, HIIBII (B Tom uucne, maruduropst 1{OI'-2), renapus,
omokaropsl rmukonpotenna IIb/I1la, CUO3C u momnbie nHAYKTOpH M3odepmenta CYP2C19. B
CBS3M C TOBBIIICHHBIM PUCKOM KpPOBOTEUYCHHS TpOMHAs aHTUTPOMOONMTApHAS Tepamnus
(xnomuporpen+ACK+aunupuaamorn), mpuMeHseMast I BTOpHYHON PO(OHUIAaKTHKYA WHCYJIbTA, HE
pEeKOMEHAYeTCsl MalueHTaM C OCTPhIM HEKapAHOAIMOOIMYECKUM HIIEMUYECKUM HHCYJIBTOM HIH
THUA.

[Ipn nedyeHUH KIOMUIOTPENIOM, OCOOCHHO B TEUEHHE MEPBBIX HEAETbh JICYCHHUS W/WIHM TOCIe
MHBA3UBHBIX KapJAHOJIOTHUYECKUX MPOLELYP/XUPYyPrUuecKOro BMEIIATeIbCTBA, HEOOXOAUMO BECTH
THIATeTbHOE HAOIIOZCHHE 32 MAllMeHTaMH Ha MpEeAMET MCKIIIOUEHHUs NMPU3HAKOB KPOBOTEUEHUS, B
TOM 4YHUCJe, M CKphITOro. He pexkoMeHIyeTcs OJHOBPEMEHHBIM TpHEeM KJIOMUIOrpena ¢
NEPOPATbHBIMA  AHTUKOATYJISTHTAMH, TOCKOJIBKY 93TO MOMET VYBEJIUYUTh HWHTCHCHUBHOCTH
KpoBoTeueHHH (cM. paszmen 4.5.). OmHOBpeMEHHOE MPUMEHEHHE KIIOMUIorpena ¢ BapdapuHOM
MOXKET YCWJIMTh PHUCK KpPOBOTEUYEHHMS, IIOITOMY CJEAYyeT COOJII0aTh OCTOPOKHOCTh TpHU
OJTHOBPEMECHHOM MPUMEHEHHH KJIOMUAOTpelia 1 BapdapuHa (cM. pazaen 4.5.).

Ecnu nmanuenTy npeacTouT MIaHoBas XHUPYpPrudeckasi onepamnus, 1 Ipu 3TOM HET HE0OXOJUMOCTH
B aHTUTpoMOoIuTapHoM >ddexre, To 3a 7 HAHEH M0 Omeparuu MpHUeM KIOMUIoTpena ClaeayeT
IIPEKPATUTD.

Kronuporpen ynnuHSET BpeMsi KPOBOTEUYEHHS U JOKEH MPHUMEHSATHCS C OCTOPOKHOCTHIO Y
NAaIMEeHTOB C 3a00JEeBaHUSAMH, MPEAPACIOaralollliMU K DPa3BUTHIO KpOBOTEUEeHUH (0coOEHHO,
KEITyI0YHO-KUIIIEYHbIX U BHYTpPUTIIIA3HbIX). [Ipenaparsl, KOTOpble MOTYT BBI3bIBAaTh MOBPEKICHUS
cmusucton o6omouku KKT (takue kak ACK, HIIBII) y manueHToB, MPUHUMAOIIMX KJIOMHUIOTPE,
CJIeZyeT MPUMEHSTh C OCTOPOKHOCTBIO.

[TarueHThI AOKHBI OBITH MPEIYNPEXKISHBI O TOM, YTO MPHU MPUEME KIOMHUAOTrpena (0JHOTO WIH B
koMOuHammu ¢ ACK) st ocTaHOBKM KpPOBOTEUEHHUSI MOKET MOTpeOOBaThCs OOJIbIIIE BPEMEHH, a
Takk€ O TOM, 4YTO, B CJy4ae BO3HHKHOBEHHMsSI y HHUX HEOOBIYHOro (MO JIOKaNu3alud WIN
IPOIOJDKUTEILHOCTH) KPOBOTEUEHHSI, UM CIIEAYET COOOMIMTH 00 3TOM CBOEMY JIeHalleMy Bpauy.

ITepen mro0oii mpexacrosimield omepanueld W Tepel HavaaoM TMpuemMa JIIo00ro HOBOTO
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npuemMe KJIonuaorpena.
[TaruenTam ¢ OCTPBIM KOPOHAPHBIM CHHIPOMOM 0e3 moabema cermeHta ST B Bo3pacTe crapiie
75 et He peKOMEHIYeTCsl Ha3HayaTh Harpy304Hbie 403kl Kionuaorpena 600 Mr u3-3a MOBBIIEHUS
pHUCKa pa3BUTHUS KPOBOTEUEHHUS Y 3TOU IPYMIIbI MAIIUEHTOB.

TpoMmboTrnyeckas TpomOonuToneHnueckas nypypa (TTII)

OdeHbp peako TMociie TMPUMEHEHHs KiIomuiorpena (MHOTAA JaXKe HENPOAOKUTEIHLHOTO)
oTMedanuch ciaydan pasButus TTII, koropas xapakrtepuzyercs TpPOMOOLMTOINICHUECH U
MHUKPOAHTMONAaTUYECKON TE€MOJINTUYECKOW aHEMHEH, CONMPOBOKIAIOIIMMHUCS HEBPOJIOTHYECKUMHU
paccrpoiicTBamu, HapyiieHneMm (GyHKIUM Touek W jmxopankoi. TTII sBisieTcs MOTEHIMATBLHO
YTPOKAIOIIUM KH3HU COCTOSTHHEM, TPEOYIOIUM HEMEIJICHHOTO JICYCHUs, BKITIoUas Tuiazmadepes.

[IprobpereHHas reMo s

Coo0manock 0 ciry4asx pa3BUTHS NMPHOOpPETEHHON remModuinu mpu mpueme kimonugorpena. [Ipu
NOATBEPXKJIEHHOM  HM30oiMpoBaHHOM  yBenuueHuun AUTB, compoBoxparomemcs Wiau — He
COIPOBOKAAIOIIEMCS Pa3BUTHEM KPOBOTEUEHMsI, CIEAYET PACCMOTPETh BOIPOC O BO3MOXKHOCTH
pazButust  npuoOpereHHod  remodwnuu. [lanMeHTHl ¢ MOATBEPXACHHBIM  JMAarHO30M
npuOOpeTeHHOW TeMO(UINN JTOJDKHBI HAOMIONAThCS M JICUUTHCS CHEHUAIUCTAaMU 10 3TOMY
3a00JICBaHUIO U TIPEKPATUTH MPUEM KIIOTIUOTpea.

HenaBHo nepeHeceHHbIN HIIIEMUYECKNI MHCYIILT

Hauano mepanuu

* ¥V manueHtoB ¢ octpeiM MaibiM MW unmu ¢ TUA cpenHero miam BBICOKOTO pUCKA JBOMHAs
aHTHarperantHas tepanus (knonugorpen u ACK) nomkHa HauaTbesl HE MO3/1HEE YeM yepes 24 yaca
MOCJIE TIOSIBIICHUSI CAMITOMOB COOBITHSI.

* JlaHHBIE O COOTHOILIECHHH TOJIB3bl U PUCKA KPATKOCPOUHOUM ABOMHON aHTHUArPEraHTHOM Tepanuu y
nanueHToB ¢ ocTpbiM MasibiM UM nin ¢ TUA cpenHero miam BBICOKOTO PUCKA C BHYTPHUYEPETHBIM
KPOBOUBJIMSHAEM (HETpaBMAaTHYECKHM) B aHAMHE3€ OTCYTCTBYIOT.

* MoHoTepanusi KJIonuaorpesioM y naueHToB ¢ MU, He ABIAOMMMCS MajbiM, JOJKHA HAYaThCs
yepe3 7 IHEeH Mmocie Hadajia COOBITHSI.

THayuenmur ¢ U, ne aensrowumcsa manvim (NIHSS > 4)

BBuay oTCcyTCTBUS JaHHBIX HE PEKOMEHYETCsl Ha3HA4aTh JBOMHYIO aHTUATPETaHTHYIO TEPAIHUIO.
Iayuenmoi, neoasHno nepenecuwiue manviii M unu THA cpeonezo unu 6b1COK020 puckd, KOmMopuim
NOKA3AHO UMY KOMOPLIM 3ANIAHUPOBAHO BMEUAMENbCIEO

JlaHHBIE B MOIJIEPAKKY MPUMEHEHUS IBOMHON aHTHArpEraHTHOM TepanuM y NallueHTOB, KOTOPHIM
MOKa3aHa KapOTHIHAs DSHIOAPTEPIKTOMHS WM BHYTPUCOCYIUCTas TPOMODKTOMHS, WIHA Y

ManucHTOB, KOTOPLIM  3allJTAHUPOBAHbI TpOM60HH3I/IC WM  AHTUKOAryJIsIHTHadgd  TCpalusd,
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OTCYTCTBYIOT. B yKa3aHHBIX CHTyaIlUsX HE PEKO eszeTéJ;l hh3M%§gWQHITJ&D|€II‘éHJTHVIO

TEpamuIo.

DvyHKIMoHaNBHAs akTuBHOCTE n3odepmenta CYP2C19

VY manueHToB ¢ HU3KO#M akTUBHOCTHIO n3odepmernta CYP2C19 npu npuMeHEHHH KIOTHAOTPEa B
PEKOMEHYEeMBIX J103aX O00pa3yeTcsi MEHBIIE aKTUBHOTO MeTabosMTa KIONMUAorpenaa W ciabee
BBIPKEHO €r0 aHTHarperaHTHoOe JAEHUCTBHUE, B CBA3M C YeM IPU IMpHUEME OOBIYHO PEKOMEHIYEMBIX
7103 KJIONMUAOTpeNia MPH OCTPOM KOPOHAPHBIM CHHAPOME WM UYPECKO)KHOM KOPOHApHOM
BMEIIAaTEIbCTBE BO3ZMOXKHA 00JIee BBICOKAst 4aCTOTA PA3BUTHUS CEPAECUHO-COCYAUCTHIX OCIOKHEHUH,
4YeM y MalMeHTOB ¢ HOPMaIbHOM akTUBHOCTHIO m3odepmerta CYP2C19.

Oxupaercsi, YTO TNPUMEHEHHE JICKapCTBEHHBIX CPEICTB, KOTOpbIE HHAYLUPYIOT aKTUBHOCTh
uzodpepmenta CYP2C19, MoxeT NpUBOANUTH K YBETUUYEHUIO KOHIIEHTPAIIMN aKTUBHOTO MeTaboIuTa
KJIONMIOTpeNla ¥ TOBBIIIATE PHCK BO3HUKHOBEHHMS KpPOBOTEUECHHWS. B  kadecTBe Mepbl
IPETOCTOPOKHOCTH HE PEKOMEHIYeTCS NPUMEHSATh OJHOBPEMEHHO MOIIHBIE HHIYKTOPHI
uzodpepmenra CYP2C19 u knonuaorpern.

Nmerotest Tectol ast onpenenenus renotuna CYP2C19, kotopeie MOTYT OBITH MCIIONB30BaHbI IS
IIOMOIIIM B BBIOOpE TepameBTHUecKOi crpateruu. Ciemayer paccMOTpPETh BONPOC O MPUMEHEHHUU
0oJiee BBICOKHX 103 KJIOMHAOTpesia y MarueHToB ¢ Hu3kod aktuBHOCThIO CYP2C19 (cMm. pasnen
5.2. moppaznen «DapmakoreHeTukay, paszaen 4.2.).

IIepekpecTHRIC aJNIEPTUUECCKIE W/UIN TeMATOIOTHYECKHUE PECAKIIMH MCXAY TUCHONMUPpUANIIaMHU

VY manMeHToB cieayeT coOupaTh aHAMHE3 Ha MpeIMET MMEBLIMXCA pPaHee aIEPrHYeCKUX W/WiH
reMaToJIOTMYECKUX Peakuil Ha Apyrue TUCHONMUPUAUHBI (Takue Kak TUKJIOMUANH, IIpacyrpen), Tak
KaK COOOIIAJOCh O HAJMYUHU TMEPEKPECTHBIX AJUIEPTUYECKUX H/WINM T'eMaTOJOTHUECKUX PEeaKIui
MeKAy THeHonmupuanHamu (cM. pasgen 4.8.). TUeHONMMPHUIMHBI MOTYT BBI3BIBATH YMEPEHHBIC H
TSDKENbIE aJUIepruueckue peakiuu (Takue KaK KOXKHAsl Chlllb, AaHTMOHEBPOTHYECKHUH OTEK) WIIU
reMaToJIOrMuecKue peakiuu (Takue Kak TpoMmOomuTOoneHuss M HeWrtporieHus). [lanueHTsl, y
KOTOPBIX paHee HaOIIoNaNINUCh aJUIEPTUYECKHe W/WIM TeMaTOJOTMYECKHE pEeakIMH Ha OJUH U3
MpermapaToB TPYIIbl THEHOMUPUIUHOB MOTYT HWMETh TMOBBIIICHHBIA PHCK PAa3BUTHS MOIOOHBIX
peakuuii Ha JApyrod Impenapar TpyHnbl THEHONMPUIUHOB. PeKOMeHAyeTcs MOHUTOPHHT
MEPEKPECTHBIX AIIEPTUYECKUX U/WUIH TeMATOJIOTHUYECKUX PEAKIIH.

TloyeyHas HENOCTATOYHOCTD

OnelT NpUMEHEHMS] KJIONMUIOTPENa y MalHUEHTOB C TSDKEJIOM IMOYEUHOH HENOCTaTOYHOCTHIO
orpanudeH. IloaToMy cregyer ¢ OCTOPOKHOCTBIO MPUMEHATH KIOMUAOIPEN Yy 3TOM TPYIIIbI
MallUEeHTOB.

IleueHoYHAs HEJOCTATOUYHOCTh

Nmeercs OFpaHI/I‘IeHHBII\/'I OIIBIT MNPUMCHCHHA KJIIOMUAOIpCiia Yy MNAallMCHTOB C TAKCIbIMHA
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nuare3a. lloaTomy cienyer ¢ OCTOPOXXKHOCTBIO TNPUMEHSTh KIOMMIOTPEN Yy AaHHOW TPYIIIbI
MAIMEHTOB.

BcnoMorarenbpHBIE BEIISCTBA

IIpenmapat comep>KUT KacTOPOBOE MAaclio, KOTOPOE MOXKET BBI3BAaTh PACCTPOMCTBO XKEIyaKa MU
nuapero (MoHOC).
4.5. B3aumopeiicTBMe ¢ [PYTHMH JeKApPCTBeHHbIMHM IIpenaparaMd M Jpyrue BHABI
B3aHMMOJAEHCTBUSA

JIekapCTBEHHBIE CPEJICTBA, MPUMEHEHHNE KOTOPEIX CBA3aHO C PHCKOM Pa3BUTHSI KPOBOTSUCHUS

HMeeTcss TOBBIMIEHHBI PHUCK pPa3BUTHS KPOBOTEUEHHUS BCICACTBHE WX TMOTEHIIHAIBHOTO
anmutuBHOTO d3(pdexTa ¢ kmomumorpenom. JleueHue crueayeT MPOBOIUTH C OCTOPOKHOCTHIO
(cMm. pasnen 4.4.).

Ilepopanvuvle anmukoazynsanmel (Hanpumep, sapghapun)

OpHOBpEeMEHHOE  NPHMEHEHHE  KIOMHIOTpella W TEPOpalbHBIX  AHTHKOATYJISHTOB  HE
PEKOMEHIyeTCs, TaK KaK JaHHas KOMOWHAIMS MOXET YCHJIUTh KpoBOTedeHHue (cM. paszuen 4.4.).
XOTs mpueM KJIOMUI0TpeNna 75 MI B CyTKH HE U3MEHsUT (hapMaKOKMHETUKY BapdapuHa (cyocTpara
m3odepmenta CYP2C9) unu MHO y manueHToB, JIUTEIHHO MOTYYalonuX JIedeHUue BaphapuHoM,
OJTHOBPEMEHHBIM TMpUEM KJIOMUIOrpeNia YBEIUYMBACT PHCK KPOBOTEYECHHUS B CBSI3U C €TO
HE3aBHCHMBIM JIOTIOJHUTEIFHBIM BIUSHUEM HAa CBEPTHIBAEMOCTh KpoBHU. [loaToMy cremyeT
co0JII0AaTh OCTOPOXKHOCTD MTPH OAHOBPEMEHHOM IIpHeMe BapdaprHa U KIOMUI0Tpena.

broxkamopul enukonpomeuna I1b/Ila

B cBsi3u ¢ BO3MOXXHOCTBIO (hapMaKOJAMHAMUYECKOTO B3aUMOJCUCTBUS MEXAY KIOMHIOTPEIOM U
6nmokaropamu riukonporenHa IIb/Illa, ux ogHOBpeMEHHOE MpPHUMEHEHHE TPeOyeT OCTOPOKHOCTH,
0COOCHHO y MAllMEHTOB, UMEIOIINX MOBBIIIEHHBI PUCK Pa3BUTHUSA KPOBOTEUEHUS (IpU TpaBMax U
XUPYPrHYECKUX BMEIIATEIbCTBAX MU JPYTHX MATOJOIMIECKUX COCTOSHHAXK) (cM. pasnen 4.4.).
Ayemuncanuyunosasn kucioma (ACK)

ACK He u3MeHsieT HHTHOUpYIolee neicTBUe Kionuaorpena Ha AJ[O-uHIynupyeMyro arperammio
TPOMOOLIMTOB, HO Kionuaorpen noreHuupyer BiusHue ACK Ha KomareH-uHAYLIUPYEMYIO
arperaruio TpoMOOIMTOB. TeM He MeHee, OJHOBpeMEHHbIH ¢ kionuaorpenoMm mnpuem ACK mo
500 mr 2 pa3a B CyTKH B TE€UEHHE OJTHUX CYTOK HE BBI3BIBAJ CYIIECTBEHHOTO YBEIWYCHHS BPEMECHH
KPOBOTEUYCHHS, BBI3BIBAEMOr0 MpueMoM kiomugorpena. I[lpu  oJHOBpeMEHHOM MpueMe
kionuaorpena 1 ACK crnemyer coOiroaath OCTOPOKHOCTh, TaK KakK MEXAY HUMH BO3MOXXHO
(dhapmMakoIMHAMUYECKOE B3aUMOJIEHCTBHE, KOTOPOE MPUBOJUT K MOBBIIMICHUIO PUCKA KPOBOTECUECHHUS
(cm. pasznmen 4.4.). Tem He MeHee, B KIMHUYECKUX MCCIECIOBAHUAX MALUEHTHI MOJIy4Yaan

KOMOMHUpPOBaHHYIO Tepanuio kionuaorpenom u ACK (75-325 mr 1 pa3 B cyTKkH) A0 OJJHOTO Toja.
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I'enapun

[To naHHBIM KIMHUYECKOTO HMCCIEIOBAHUS, MIPOBEACHHOTO C Y4acTUEM 3J0POBBIX T0OPOBOJIBIIEB,
IpU TIpHEME KIIOMUJOorpeNia He TpeOOBajIOCh M3MEHEHMs JI03bl T'elaphHa U HE M3MEHSIOCH €ro
aHTHKOAryiasiHTHoe  neiictBue. OAHOBpEMEHHOE MPUMEHEHHE TelapuHa HE  U3MEHSJIO
aHTHAarperaHTHoOe JeicTBHe Kiomuaorpena. Mexay KIOMUAOIPeIoM U TenapuHOM BO3MOKHO
(bapMakoIMHAMHUYECKOE B3aUMOJICHCTBHE, KOTOPOE MOXKET YBEIMYMBATH PHUCK Pa3BUTHS
KpoBoTeueHH. [Ipu ONHOBpEMEHHOM MPHUMEHEHHH CIEAYET COONI0AaTh OCTOPOKHOCTH (CM.
pasnen 4.4.).

Tpombonumuxu

bezonacHOCTh OJHOBPEMEHHOrO0 NPUMEHEHHs KiIonuaorpena, (GUOpHMH-cnenU(PUUSCKUX WM
¢ubpun-Hecienn(HPUIECKUX TPOMOOTUTUIECKUX CPEACTB U TenapruHa Obula n3ydeHa y MallMeHTOB C
OCTpBIM MH(pAPKTOM MHOKapAa. YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTEUEHUN ObLIa aHAIOTUYHA
TOH, KOoTOpas HaOmo/ajgach B Cllydae COBMECTHOIO MPUMEHEHUS TPOMOOIUTHUYECKHX CPEICTB U
rernapuna ¢ ACK (cm. paszaen 4.8.).

Hecmepouonwvie npomusosocnanumenvhuvle npenapamst (HIIBII)

B knuHuMYeckoM uccieoBaHUM, MPOBEIEHHOM C YYaCTHEM 3/I0pPOBBIX JOOPOBOJIBLIEB, COBMECTHOE
MPUMEHEHHE KJIOMUJOTpesa U HaNpOKCEHa YBEIMYMBAJIO CKphIThle moTtepu kpoBu uepe3 JKKT.
OpHako, B CBSI3U C OTCYTCTBHEM HCCIIEJOBAaHMM 10 B3aUMOJEHCTBUIO KIIONMMJOTPENa C IPYTMMHU
HIIBII, B HacTosmee BpeMsi He U3BECTHO, UMEETCS JIM MOBBIIIEHHBIN PUCK KEITYJOYHO-KUIIEYHBIX
KpOBOTEUEHUN Tipu TnpueMe kionuaorpena Bmecte ¢ apyrumu  HIIBIL.  Ilostomy mpu
onnoBpeMeHHoM mnpumeneHun HIIBII, B Tom uwcine warunobutopor LOI'-2 ¢ xmomummorpenom,
clieyeT coOI0IaTh OCTOPOKHOCTD (CM. pasnen 4.4.).

Cenexmuenvie uneubumopwvl oopamnozo saxeama cepomonuna (CHO3C)

Tak kak CHUO3C BaustoT Ha aKTHBAIMIO TPOMOOIIMTOB M YBEIWYHUBAIOT PUCK Pa3BUTHS
KpOBOTEUYEHHMS, TO MPU OJJHOBPEMEHHOM NMPUMEHEHHUH CIEAYET COOJII0IaTh OCTOPOKHOCTb.
Hnoyxmopwt uzogpepmenma CYP2C19

Tak kak KJIOMUI0Trpes MeTaboIM3UPYETCs 10 CBOETO aKTUBHOTO METab0JINTa YaCTUYHO C IIOMOUIBIO
m3odepmernta CYP2C19, oxumaercsi, 4TO TPUMEHEHHUE JIEKAPCTBEHHBIX CPEICTB, KOTOPHIC
MHIYUUPYIOT aKTUBHOCTH 3TOT0 M30(epMeHTa, MOXKET MPUBOJUTH K YBEIUYCHHUIO KOHICHTPALIUU
aKTUBHOT'O METa0OIMTa KIOMHUI0Tpena.

Pudamnunus, sBissch MoOUHBIM HUHAYKTOpoM u3opepmenta CYP2C19, mpu onHOBpeMEHHOM
NPUMEHEHUH C KIOMUAOTPEIOM, MPUBOAUT KaK K YBEJIWYCHHIO KOHILIEHTpAallMM aKTHBHOTO
MeTabonuTa KIONUAOorpeia, Tak 1 K MHTMOMPOBAaHUIO TPOMOOILIMTOB, YTO MOJKET MOBBILIATH PUCK
BO3HUKHOBEHHs KpOBOTeueHUs. B KkauecTBe Mepbl IPENOCTOPOKHOCTH HE PEKOMEHAYETCS

IPUMEHATh OJHOBPEMEHHO MoIlHbIe MHAYKTOpHl m3odepmenta CYP2C19 u knmomumporpen (cwm.
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pasznen 4.4.).

Hneubumopuot uzogpepmenma CYP2C19

Tak kak KJIomUaOTpen MeTaboNIM3HpyeTcss 10 O0pa3oBaHMS CBOETO AKTUBHOTO MeTaboiuTa
gyacTiyHO Tmipu mnomommm wu3opepmenta CYP2C19, npumeHeHWe JEKapCTBEHHBIX CPEJICTB,
MHTHOUPYIOIUX 3TOT M30(EPMEHT, MOXKET NMPUBECTH K YMEHBIICHHIO OOpa3oBaHHs aKTUBHOTO
MeTabonuTa Kionuaorpena. KnuHuueckoe 3HaueHHE 3TOrO B3aUMOJCHCTBUS HE yCTaHOBJIEHO. B
KayecTBE Mephl IPEeIOCTOPOKHOCTU  CleAyeT u30eratb  OJHOBPEMEHHOTO  MPHUMEHEHHS
KJIOMUIOTPENIa U MOITHBIX WJIM YMEPEHHBIX HHTHOuTOpoB n3odepmenta CYP2C19.

MomnasiMu U yMepeHHbIMH uHrHOuMTOpamMu u3zopepmenta CYP2C19 smastorcs omenpasou,
330Menpasoi, PIyBOKCAaMUH, PIYOKCETHH, MOKJIOOEMUI, BOPHKOHA30, (MIYKOHA30JI, TUKIIOMHINH,
UIPOQIIOKCAlMH, IUMETHINH, KapOaMa3enuH, OKCKapOa3enuH, XJIopaM(pEeHUKOJL.

HHneubumopol npomonuou nomnol

OnHOBpEeMEHHBIM MpUEM KIJIOMUIOTpENa ¢ oMernpaszojoM B go3e 80 mr (OJHOBPEMEHHO WU C
nepepsiBOM B 12 4y Mexay npuemMamu ABYX MPENapaToB) CHUKACT HKCIO3HUIMI0 AKTUBHOIO
MeTabonuTa kionuaorpena Ha 45 % npu mpueme Harpy3ouHoi o3l U Ha 40 % mpu npueme
noaaepkuBaroied 103bl. CHUXEHHE ObUIO CBSI3aHO C YMEHBIICHHEM MHTUOMPOBaHUS arperanuu
TpoMOouMTOB Ha 39 % mpu npueMe Harpy304HOM 4036l U Ha 21 % mpu npueme noaaep>KuBaroeit
no3bl. Ilpeamnonaraercsi, 4To 330MENpPa3zosl B3aMMOAECHCTBYET € KJIIOMHUIOTPEIOM aHAJIOIMYHBIM
obpa3zom.

JlanHble HaONIONEHUH W KIMHUYECKUX MCCIEAOBAaHUNA O KIMHUYECKUX TIOCIEICTBUSAX ITHUX
(dbapMakOKMHETHUECKUX U (hapMaKOJWHAMUYECKUX B3aUMOJEUCTBUN C TOUKH 3PEHUSI Pa3BUTHS
OCHOBHBIX KapJIMOBACKYJISIPHBIX COOBITHI MPOTHBOpPEUMBLI. B kKadecTBe Mephl MPeIOCTOPOKHOCTH
HE PEKOMEH/YeTCsl OJHOBPEMEHHBIN NPUEM KJIOMUAOIPEIa C OMENPA30JI0OM HIIH 330MENPA30JIOM.
MeHee BbIpaXKEHHOE CHMIKEHUE IKCIO3UIMN MeTa0ouTa HaOII0Jaloch IpU MpUeMe Mpenapara C
MAHTOIPA30JIOM HJIM JIAHCOTPA30JIOM.

IIpu ogHOBpEMEHHOM NpuEME MaHTonpaszoia B 1o3e 80 Mr 1 pa3 B CyTKM KOHLIEHTpALUsl aKTUBHOTO
MeTa0OoIUTa KIONUIOoTpena cHkanack Ha 20 % npu nmpueme Harpy3o4Hoil 103sl U Ha 14 % mpu
npueMe MOoAJAepKUBAIOIIed JO3bl. OJTO COMPOBOXKAAJIOCH CHUKEHHUEM CpPEAHETO0 YPOBHS
uHruOupoBanust arperanuu TpomoOouutoB Ha 15 % u 11 % coorBercTBeHHO. IlomydyeHHbie
pe3ysbTaThl  yKa3blBAalOT Ha BO3MOXKHOCTb COBMECTHOIO IPUMEHEHMsI KIONMAOIpEna U
MIAHTOIIPA30JIa.

bout mpoBeneH psAn KIMHUYECKUX HCCIEAOBAHUU C KIonudocpenrom u opy2umu, 0OHOBPEMeHHO
NPUMEHAEMbIMY  JIeKAPCMEEHHbLIMU — cpeocmeamu, €  LEeJIbl0  U3YYEHHUS  BO3MOMKHBIX
(bapMakoIMHAMHUYECKUX U (PapMaKOKMHETHYECKUX B3aUMOACHUCTBUI, KOTOPbIE MTOKA3aJI1, UYTO:

— Hnpu OAHOBPECMCHHOM MPUMCHCHUU monudozpeﬂa C ameHoNoNOM U/uiu Hugbec)unuHOM
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— OJHOBPEMEHHOE MpPUMEHEHHE (heHobapbumana u 3cmpoceHos He OKa3bIBaJO CYIIECTBEHHOTO
BIUSTHUS Ha papMaKkoJMHAMHKY KIIOTHI0TPENa;

— (apMaKOKMHETHYECKHUE TIOKa3aTeNlu OucOKCUHA U meo@uiIuHa HE W3MEHSUIUCh TpU UX
OJTHOBPEMEHHOM MPUMEHEHUH C KIIOMHUA0TPEIOM;

— JIOKa3aTeNIbCTB TOTO, YTO JAPYrHe JIEKAPCTBEHHBIE CPEACTBA, IMOHIKAIOIINE KHCIOTHOCTH B
KeTyJKe, TaKue Kak Onokamopwl Ha-eucmamunosvix peyenmopos uiu anmayuowl, TPEnsTCTBYIOT
AHTUTPOMOOIIMTAPHON AaKTHUBHOCTU KJIONMUJOTPENa, HET; aHmayuoHsvle cpeocmed HE CHUXKAIOT
a0COpOITHIO KIIOMUIOTPENa;

— ¢enumoun u monbymamud MOXKHO C O€30MAaCHOCTBIO MPHUMEHATh OJHOBPEMEHHO C
xionunorpenom (uccienoanue CAPRIE). ManoBeposiTHO, 4TO KJIONUAOIPEN MOXKET BIMATH Ha
MeTaboIu3M JpYTrux JEKapCTBEHHBIX CPEACTB, TaKMX Kak (DEHUTOMH M TONOyTaMH[, a TaKkKe
HIIBII, xoTopbie meTabonu3upytores ¢ nmomotbio nzodpepmenta CYP2C9 nuroxpoma P450;

—  uneubumopwvr AII®, OJuypemuxu, Oema-aopeHoOIOKAMOPbL,  OIOKAMOPbl  «MEOIEeHHbIX»
KanbyuesvlX — KAHAN08, UNOAUNUOeMudecKue cpeocmed, KOpPOHAapHwlie — 8A300ULAMAMOpPYL,
eunoenukemuyeckue cpedcmea (6  m.4. UHCYIUH), NPOMUBOINULENMUYecKUe  cpedcmad,
20pMOHO3aMecmumenvHas mepanusi u oOaoxamopwl eauxonpomeuna IIb/Illa: B KIMHUYECKUX
WCCIICTOBAHUSIX KIIMHUYECKU 3HAYMMBIX HEXKEIaTeIbHBIX B3aUMOICHCTBUI HE BBISBIICHO.

JlekapcTBEHHBIE CPECTBA, ABJsomecs cyocrparamu nzodhepmernta CYP2CS8

[TokazaHo, 4TO KJIOMUIOTPEN YBEJIUYUBAT CHCTEMHYIO SKCIO3ULIHUIO penaziuHuod y 3J0POBBIX
noopoBosbiieB. MccnemoBanust in Vitr0 mokasaid, 4YTO YBEIUYCHHE CHUCTEMHON AKCIO3UIIMU
penariivHuAa SBISETCS cieAcTBUeM uHruOupoBanus uzopepmenta CYP2CS rmokypoHHIHBIM
MetabonuToM kjomuporpena. Crienyer coOmiofaTh OCTOPOXKHOCTh TPU  OJHOBPEMEHHOM
MPUMEHEHUH KJIOMUAOrpeia U JIEKapCTBEHHBIX CPEICTB, METaOOIM3UPYIOHNIMXCA C IOMOIIbIO
m3odepmenta CYP2CS8 (manpumep, penarivnHUAa, MAKIUTAKCENIa) B CBA3M C PUCKOM YBEIWUYEHUS
WX TUIa3MEHHBIX KOHIEHTparuii (cM. pasaen 4.4.).

OnMoOuIHBIE AaTOHUCTHI

Kak m B cnyuae apyrux mnepopanbHbix HHTHOUTOpOB P2Y12, omHOBpeMeHHOE NpHUMEHEHHUE
OMMOUJHBIX ATOHHCTOB MOJKET 3aJIeP>KUBATh U YMEHbIATh aOCOPOLNIO KIOMUIOTpesa, BEpOsTHO,
M3-3a 3aMEJIJICHHOTO OMOPOKHEHMS >Kenynka. KimHudyeckoe 3HaueHue JaHHOTO B3auMMOJICUCTBUS
HEU3BECTHO. Cnenyer  paccMOTpPETb  BO3MOXKHOCTh Ha3HAUEHUsSI  MapEeHTEpPaIbHOTO
aHTHArperaHTHOro Tperapara y MalueHTOB C OCTPhIM KOPOHAPHBIM CHHAPOMOM, TPeOyIOMIMX
OJIHOBPEMEHHOTO MpUMEHEHUsI MOp(hUHA WIIM APYTUX OMUOUIHBIX arOHUCTOB.

PosyBacratun

Bbu10 mokazaHo, YTO KJIOMHIOTPEN YBEIMYMBAET SKCIO3UIMIO po3yBactatuHa B 2 paza (AUC) u B
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a3za (Cmax) Tocje nmpueMa KJIOMHUaorpeaa B f03e | ,'F: iéiz ey 3:'13';1;1;1;!1'1/1;1 Ha
1,3 pasa (Cra) D D 300 Wir e B HS Dk ARy Gdrarimd

nokazatesb Cmax OCIIE MOBTOPHOTO MPHEMa KIIOMUI0TpeNa B 103€ 75 MT.

4.6. ®epTUIBHOCTD, 0€PEMEHHOCTD U JAKTALMSA

bepemeHHOCTH

HccnenoBanus Ha )KUBOTHBIX HE BBISIBUJIM HU MIPSMBIX, HA HETIPSMBIX HEOJIAronpusaTHBIX 3G HEKTOB
Ha TeueHHe OEpPEeMEHHOCTH, YMOPUOHATFHOE PAa3BUTHUE, POJBI U MMOCTHATATHLHOE pa3BUTHE. Tak Kak
HE BCerja Mo pe3yjabTaTaM UCCIEAOBaHUMN Ha KUBOTHBIX MOHO MPEJCKA3aTh PEAKLIUI0 y YEIOBEKa,
M BCIICJICTBUE OTCYTCTBHUS J@HHBIX KOHTPOJIUPYEMBIX KIMHHUYECKHX HCCICIOBAHUM TIO MpUEMY
KJIONUaorpena OCepeMEHHBIMH KCHIIMHAMHU, B KayeCTBE MEPbl TMPEIOCTOPOKHOCTH  HE
PEKOMEHIyeTCsl TIPUeM KIIOMHIOTPENa BO BpeMsi OEpEMEHHOCTH, 332 HCKIIOUEHUEM TeX CIy4acs,
Koraa, 10 MHCHHIO Bpaqa, €ro HpI/IMeHGHI/IG HAaCTOATCIBbHO HGOGXOI[I/IMO.

JlakTamus

B nccnenoBaHusx Ha KpbIcax MOKa3aHO, YTO KIOMUIOTPENT W/HINA €ro METa0OJUTHI BBIICISIOTCS C
TPYOHBIM MOJIOKOM.

HGI/IBBGCTHO, BBILACISICTCA JIN Knormz[orpen C I‘py,Z[HBIM MOJIOKOM YCJIOBCKA. Taxk KaK MHOTI'HUEC
JIEKApPCTBEHHBIC CPEJICTBA BBIACIAIOTCS C TPYAHBIM MOJIOKOM M CYIIECTBYET PUCK Pa3BUTHUS
MOTEHIIMATBHBIX HEONMAronmpHATHBIX pEeaknuid y peOeHKa, HaxOoMAIIerocss Ha TPYTHOM
BCKapMJIUBaHHUHM, CIIEAYET MPUHATH PEIICHUE O MPEKPAIICeHUU TPYAHOTO BCKAPMIIMBAHUS WM 00
OTMCHC HpenapaTa C y‘IGTOM HGOGXO,Z[I/IMOCTI/I cero HpI/IMeHGHI/I}I JJIS MaTepI/I.

DepTUILHOCTD

B uccnenoBaHusIX Ha KUBOTHBIX HE OBLIO BBISIBIEHO, YTO KJIOMUOTPEN BIUSET Ha (PEPTUIBHOCTD.
4.7. BunsiHMe HAa CHOCOOHOCTH YIPABJATH TPAHCIOPTHBIMHM CPeACTBAMH M padorarh ¢
MeXaHU3MaMH

[lpenapat He OKa3bIBa€T CYLIECTBEHHOIO BIMSHMA Ha CHOCOOHOCTH, HEOOXOAMMBIE ISt
yIpaBJIEHUS] TPAHCIOPTHBIMU CPEJICTBAMM WM 3aHATHS JPYTUMHU IOTEHLUAIBHO OIACHBIMU
BUaaMHu OACATCIBHOCTH.

4.8. HexxennaTesbHbIE peakIuu

Pesrome mpoduiist OesonacHOCTH

be3onacHocTh kiomumorpena udydena ooinee yem y 44 000 mariueHTOB, B TOM YHCIIe OO0Jiee YeM Y
12 000 marueHTOB, MOJYYaBIIUX JICYCHHWE B TEUCHHE roja uiu Ooiee. B memom mepeHOCMMOCTh
KJjonuaorpena B 1o3e 75 mr B cytku B uccinenoBannn CAPRIE cooTBeTcTBOBaNa MepeHOCUMOCTH
ACK B moze 325 Mr B CyTKHM, HE3aBUCUMO OT BO3pacTa, Ioja U PacoBOM MNPHUHAIICKHOCTH
nanueHToB. Hmke  mepedncieHbl  KIMHUYECKHM  3HAYUMBIE  HEXellaTelbHbIE  SBJICHMUS,
HaOIroxaBIIvecs B AT Oonblnux KimHudecknx ucciaenoBanusx: CAPRIE, CURE, CLARITY,

COMMIT u ACTIVE-A.
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KpoBoTeuenue sBisieTcss Hanbosee 4acTol peakiuen, o K&opoﬁoéum kla*x 'BTmanqécmx

1y OTUETY

WCCIEAOBAHUSAX, TaK W NPH MOCTPErHMCTPAlMOHHOM NpPUMEHEHUU Impenapara. Yaiie Bcero
COO00IIATOCH O KPOBOTEUEHUSX B TEUCHHE MIEPBOTO MECSIIA JICUCHUSI.

B xmuamyeckom wuccienoBannu CAPRIE oOmas wacTtora BceX KpPOBOTCUEHHUM Y TAIlMCHTOB,
MIPUHUMABIINX KJIONUAorpen, u y nauueHtos, npuHumaBmmnx ACK, cocraBmma 9,3 %. Yacrora
TSDKENIBIX KPOBOTEUCHHH NpH npuMeHeHnu kiomuporpena u ACK Oputa comocraBumoii: 1,4 % u
1,6 %, COOTBETCTBECHHO.

B menom yactota pa3BUTHS KeNyIOUYHO-KUIICYHBIX KPOBOTEUEHUHN Y MAallMEHTOB, MPUHUMABIIUX
KJIonuaorpen, u y nanuenton, npuHuMasmux ACK, cocrasnsna 2,0 % u 2,7 %, COOTBETCTBEHHO.
OO01mast yacToTa KpOBOTEUEHHUH IPYroi JTOKAIHU3AINK IPH MpUeMe KIIOMUA0TPeNa 0 CPAaBHEHUIO C
npuemoM ACK Obuia Boite (7,3 % mpotuB 6,5 %, coorBercTBeHHO). OJTHAKO YaCTOTa TSIKENBIX
KpoBoTedeHui npu npuMmenenun kinonuporpena u ACK Obuta conocraBumoii (0,6 % umu 0,4 %,
COOTBETCTBEHHO). Hambomee dacto co0O0ImMAIOCH O pPa3BUTUU CIEAYIONUX KPOBOTCUCHUM:
MypIypa/KpOBOMOATEKH, HOCOBOE KpOBOTE€UeHHE. Pexe coo0manoch O pa3BUTHH T'eMaToM,
reMaTypHH U TJIA3HBIX KPOBOMIUSHUN (TTIAaBHBIM 00pa30M, KOHBIOHKTHBAIILHBIX ).

Yactora BHYTPHUYEPENHBIX KPOBOMZIUSHUNA mNpu mnpuMeHeHnHn kiomuuorpena u ACK Obuta
conoctaBumoii (0,4 % wim 0,5 %, COOTBETCTBEHHO).

B xnunnueckom uccinenosanun CURE y manuentos, npuHuMmaBmmx kinonugorpen+ACK, mo
CPaBHEHHIO C TAlMeHTaMu, mpuHUMaBmmMu 1uiane6o+ACK, Ha0moaanochk yBeIu4eHne YacTOTHI
pasButus Oonplux KpoBoteueHuit (3,7 % mno cpaBHenuto ¢ 2,7 %), u Majbix KpoBoreueHui (5,1 %
no cpaBHeHuto ¢ 2.4 %). B ocHOBHOM, UCTOYHMKaMU OOJBIIUX KPOBOTEUEHUN SIBISIIHCH
xenmypogHo-kumeunbii Tpakt (JKKT) u MecTa myHKIIUK apTepHii.

YactoTa pa3BUTHS YrPOXKAIIUX JKU3HM KPOBOTCUEHHUH y TMAlMEHTOB, MPUHUMABIIHX
kionugorpen+ACK mo cpaBHeHHIO ¢ manMeHTaMu, mpuHuMaBmuMu miane6o+ACK, moctoBepHO
He paznuyanack (2,2 % u 1,8 %, COOTBETCTBEHHO), YacTOTa Pa3BUTHs (aTalbHBIX KPOBOTECUEHHI
ob1a ogrHakoBoH (0,2 % mpu 000UX BUAAX TEpAIUN).

YacTtoTa BO3HUKHOBEHHUS HE YrpPOXKAIOMIMX JKU3HHU OOJNBIINX KPOBOTCUEHUI ObLIA JTOCTOBEPHO
BbIIlIE Yy TMAalWEHTOB, NpUHUMAaBIIUX Kionuaorpen+ACK, mo cpaBHEHHIO ¢ MalMeHTaMH,
npuauMaBmuMu  mnanebo+ACK (1,6 % u 1 %, COOTBETCTBEHHO), HO 4YacTOTa pa3BUTUA
BHYTPUUYEPEITHBIX KPOBOM3IHSIHUN Obu1a ouHakoBoi (0,1 % npu o6oux BUIax Teparnun).

Yacrora pa3BUTHs OONBIINX KpoBOTE€UeHUH B rpymie kiaonuaorpen+ACK 3aBucena ot no3st ACK,
KaK ¥ 4acTOTa Pa3BUTH OONBIIMX KpoBOTeUeHHH B Tpymme miamnedo+ACK.

VY mnamueHToB, TpeKpaTHUBIIUX Tepanuio kiomumorperoMtACK Oonee wem 3a S5 mHeW A0
AOPTOKOPOHAPHOTO IIYHTUPOBAHMS, HE OTMEYANIOCh YYaIleHHS CIydaeB pPa3BUTHUS OOJBIINX

KpPOBOTEUEHUN B TEUYEHHE 7 JHEW I[I0CIe BMEIIATENbCTBA. Y IMAIMEHTOB, IPOAOJLKABIINX
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IIYHTUPOBAHUEM, YAaCTOTa ATHX COOBITUH MMOCJEe BMEIIATEeNbCTBa cocTaBisuia 9,6 % (B rpymme
knormuorpen+ACK) u 6,3 % (B rpynme miamne6o+ACK).

B xnunnueckom uccienoBanun CLARITY wacTora Gonbminx KpOBOTEYEHHH B 00EHMX TpyImax
(xnonuporpen+ACK u mnane6o+ACK) 6buta conmoctaBuMoil B ob6eux rpynmnax jeudeHus (1,3 %
npotuB 1,1 % B rpymme knomugorpen+ACK u rpynme mnane6o+ACK, coorBerctBenHo). OnHa
ObUIa OIMHAKOBOW B MOJTPYIIAaX MAalMEHTOB, Pa3/IeICHHBIX M0 UCXOIHBIM XapaKTEPUCTHKAM U IO
BUJaM (PUOPUHOIUTHYECKON Teparuy WK TelapuHOTEPanii.

Yacrora Bo3HMKHOBeHHUs (patanbHbIX kpoBoTeueHuit (0,8 % mpotus 0,6 %) U BHYyTpUUEPEITHBIX
kpoBomzmusanuit (0,5 % mnporus 0,7 %) mpu nedenun kionugorpen+ACK u miaane6o+ACK,
COOTBETCTBEHHO, OblJIa HU3KON M COTIOCTaBUMOM B 00€UX IpyIax JeUCHHS.

B xmuanueckom wuccnemoBannun COMMIT ob6mas dacrorta HemnepeOpaltbHBIX —OOIBIIMX
KPOBOTEUEHHH WM LiepeOpalIbHbIX KPOBOTEUEHUH Obla HU3KOW U ofuHakoBoi (0,6 % B rpymme
knormuorpen+ACK u 0,5 % B rpymnme miane6o+ACK).

B xknunnueckom uccnenoBannn ACTIVE-A yactoTa pa3BuTHs 0OJBIINX KPOBOTCUCHHN B TPYIIIE
knonunorpen+ACK Obuta Bbime, yemM B rpymnmne miane6o+ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). bompiire KpoBOTeUeHUSI B OCHOBHOM ObUIM BHEYEPENHBIMH B 00€UX Ipymmax
(5,3 % mporuB 3,5 %), TaBHBIM 00pa3oM, U3 JKETyJOYHO-KHIIeYyHoro Tpakra (3,5 % mpoTuB
1,8 %). B rpymnmne xionuporpen+ACK BHyTpudepenHbIX KpOBOM3IHMSHUNA ObUIO OOJIBIIE IO
cpaBHenuio ¢ rpymnmnoil mianedo+ACK (1,4 % mporus 0,8 %, cooTBeTCTBEHHO). OTCYTCTBOBAIH
CTaTHUCTUYECKU 3HAYMMBbIE PA3IUYUsI MEXIY dTUMU TPYIIAMU JIEYEHHS B YaCTOTE BOSHUKHOBEHHUS
¢aranpabIX KpoBoTeueHuit (1,1 % mportus 0,7 %) u remopparudeckoro uHcynbsra (0,8 % mpoTus
0,6 %).

TaOnuyHOE pe3roMe HEXKENaTeIbHbIX PEAKIINNA

HexenarenbHbIE peakui, KOTOPhIE BO3HUKIM BO BpEMsl KIMHHYECKUX HCCICIOBAHUN WIH O
KOTOPBIX COOOMIANIOCH CIIOHTAHHO, MPEACTABIECHBI B Ta0iuile HiKe. VX dacTora omnpenensercs ¢
UCIIOJIb30BAaHUEM CIICAYIOIINUX YCIOBHBIX 00Oo3HadeHwmii: yacto (ot >1/100 mo <1/10); Hewacto
(ot >1/1000 mo <1/100); penko (ot >1/10 000 mo <1/1000); ouens peako (<1/10 000); gacTora
HEW3BECTHA (HEBO3MOXXHO OIICHHUTH IO HMMEIOIIUMCS JaHHBIM). B KaXIoM Kiacce CHCTEMHO-

OpPTaHHOM KJIACCC HCIKCIIATCIIbHBIC PCAKIIUU MTPCACTABJICHLI B TIOPAAKC Y6BIBaHI/I}I CCPBC3HOCTHU.

CucreMHo- Yacro Heuacto Peaxo Ouensb penko
OpPraHHbIN Kjace YacroTra Hem3BecTHA™

Hapywenus co TpomOomutonienust | Hetitponienusi,| TpomOboTrueckas

CMOPOHbL KPOBU U JlelikoneHus BKJIIOYAst TPOMOOIIMTONIEHNYECKAST

aumM@amuveckou Do3uHOpUIHS TSDKEITTYIO nmypirypa

cucmembl HEUTpONeHUIO | ATutacTHUecKasi aHeMUs
IMTannuronenus
ATrpaHyJIOIUTO3
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e oy

T

CucremHo-
OPraHHBIN KJjacc

Yacro

Heuacto

e

Sh AT

YacToTa HEM3BECTHA®

Tsxenas
TPOMOOIIUTOTICHHS
[Tpuobperennas
remodmins A
['panynonuroneHus
Anemust

Hapywenus co
CMOpOHbL cepoya

Cungpom Koynuca
(BazocracTuueckas
aJyIepruyecKast
CTEHOKapIuUsi/aJlIepru-
4eCKUi HHPapKT
MHUOKap/a),
00YCIIOBJICHHBIN
peakuuen
THIIEPYYBCTBUTEIIBHOCTH
Ha KJonuaorpen®

Hapywenus co
CMOPOHbLL UMMYHHOU
cucmemol

AHapuUIaKTONTHBIC
peaxkuuu
CoriBOopoTOYHAst 00JIC3HB
IIepexpecTHble
aJyiepruyeckue u
reMaToJIOTHYECKHe
peakuuu ¢ ApyruMu
TUEHOTHPUITHAMH
(TakuMH KaK
TUKJIOTHIVH,
npacyrpen)® (cMm.
paznen 4.4)
AyYTOMMMYHHBII
WHCYJTUHOBBIN CHHAPOM
(MOeT MPUBOIUTH K
CepbE3HOMU
TUIOTJIMKEMHUH,
0COOCHHO y MAIMEHTOB C
HLA DRA4
cepoTunom)*

Tcuxuueckue
HapyuleHus

CnyTaHHOCTh CO3HAHHUS
lamumronnnanum

Hapywenus co
CMOPOHbL HEPEHOT
cucmemol

Buyrpuuepennbie
KpOBOU3JIUSAHUA (B
HEKOTOPBIX CIIydasx
C JIETAJIbHBIM
HCXO0JIOM)
T'onosuast 60116
['onoBOKpyKEHHNE
[Tapecre3us

Hapymenust BKycoBoro
BOCIIPUATHUSA
Ares3us

Hapywenus co
CMOpOHbL Opeana
3penus

['na3Hble
KPOBOUBIIUSHUS
(KOHBIOHKTUBAJILHEIE,
B TKaHU U CETYATKY
ryias3a)
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OTEETCTEYET 3KCTNEPTHOMY OTYETY

ot 11.06.2024 N2 11621
CucremMmHo- Yacro Heuacro " pleko =" = P Owens, peniko
OPraHHbIN Kjace YacroTra Hem3BecTHA™
Hapywenus co Bepturo
CMOpOHbL Opeana
cayxa u 1abupunma
Hapywenus co I'emaToma Crnyuyau cepbe3HbIX
CMOPOHbL COCYO08 KPOBOTEUYEHH
KpoBoteuenus u3
MOCIICONEPAIIUOHHBIX
paH
Backynur
AptepuanbHast
TUIIOTEH3US
Hapywenus co Hocogoe KpoBoreuenus u3
CMOPOHbL KpOBOTEUYEHHE JIBIXaTEJIbHBIX MyTel
OblXamenvbHou (KpoBOXapKaHkbE,
cucmemvl, Op2aHo8 JIETO4YHOE
2PYOHOUL KemKU U KPOBOTEUYECHHUE)
cpedocmenust Bbponxocnazm
HuTepcTuunanbHas
MTHEBMOHUS
Do3uHO(pUIbHAS
ITHEBMOHUS
Kenyoouno- Kenynouno- | fI3Ba xemynka BaOprommHHbIe | JKemy 0YHO-KUIIEYHbIe
Kuuieunvie KHILIEYHbIE SI3Ba [BeHaALATH-  KPOBOTEUEHHUS | M 3a0pIOIIMHHBIC
HapyweHus KPOBOTEUYEHMS | IEPCTHOMN KUIIKU KPOBOTEUEHHSI C
Huapes I"actput JIETaJIbHBIM UCXOJIOM
bons B TowmHoTa [Tankpeatur
KHUBOTE PBoTta KomuT (BKITIOUast
Hucnencus 3anop SI3BEHHBIN WUJIU
MeTteopuszm TUM(DOITUTAPHBINA
KOJIUT)
Cromarur
Hapywenus co Ocrtpas neyeHouHas
CMOPOHbL NeveHU U HEJ0CTaTOYHOCTh
JHCenUesbl800AUUX l'enarur (ue
nymetl WH(EKITMOHHBIH)
OTKII0OHEHNE OT HOPMBI
1a00paTOPHBIX
roKaszareJeu
(G YHKIIMOHATILHOTO
COCTOSIHUSI TIEUEHU
Hapywenus co KpoBonoareku | KoxxHas cbItb Bynnesnsiii nepmaTut

CMOPOHbL KOJHCU U
NOOKOJNCHBIX MKAHell

Koxnblit 3y
KoxHoe
KPOBOU3JIUSHHE

(myprmypa)

(TOKCHUYCCKUIH
SNUACPMATbHBIN
HEKPOJIU3, CHHIPOM
CruBeHnca-/I)xoHCOHa,
MHOTO(OpMHast
3puUTEMa, OCTPHIN
reHEepaJIu30BaHHbIN
9K3aHTEMAaTO3HbIN
nycryne3 (AGEP))
AHTHOHEBPOTUYECKHI
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CucremMHo- Yacro Heuacro "™ Penro =" = ETOwens, peniko
OPraHHbIN Kjace YacroTra Hem3BecTHA™
OTEK
CHHIIpOM JIEKapCTBEHHOM]
TUIEePYyBCTBUTEIBHOCTH,
JICKapPCTBEHHAS CHITIH C
s03uHOUIINEH U
CUCTEMHBIMHU
nposiienusmu (DRESS-
CHUHJIPOM)
DputemMaTo3Has Chlllb
DkcdonuaTUBHAS CHITb
Kpanusnauna
Ok3eMa
[1nockuit aumai
Hapywenus co ['mHEeKOMaCTHS
CMOpOHbL
penpooyKmueHoU
cucmemul U
MOJIOUHBIX JIcene3
Hapywenus co CKeNeTHO-MBIIIICYHbIE
CMOopoHbl KPOBOTCUYCHHSI
MblUeyHOL, (remapTpo3)
CKelemHoU U Aptpur
COCOUHUMENILHOT Aptpanrus
MKAHU Muanrus
Hapywenus co I'emarypus ['momepynonedput
CMOPOHbL NOYEK U [ToBeimeHue
MOYEeBbIBOOAUUX KOHIEHTpaluu
nymeii KpeaTMHUHA B KPOBU
Obwue napywenus | KpoBoteueHus Jluxopanka
U peakyuu 6 mecme | B MECTE
66e0eHUs WHBEKIIUU
JlabopamopHvie u YBenuuenue
UHCMPYMEHMAIbHbLEe BpEMEHHU
OaHHble KPOBOTEUYECHHSI
CHmxeHue uncia
HelTpoduos
CHmxeHue
KOJIMYeCTBa
TPOMOOIIUTOB

Omnmcanne OTACIBHBIX HCKCIATCIbHBIX [gealqmﬁ

Hetimponenus

B uccnenoanuu CAPRIE, Tsxenas meiitporenms (< 0,45¢10%m) maGmomanack y 4 NanueHTOB

(0,04 %), npuauMaBIKX Kiomuaorpen, u y 2 nanuentos (0,02 %), mpuaumasiux ACK.

Y mByx u3 9599 mnauueHTOB, NMPUHMMABIIMX KJIOMHIOTPEN, HAOIIOAAJIOCh TIOJHOE OTCYTCTBHUE

HEUTpOPUIIOB B TIepUdEepUIeCcKOr KPOBU, KOTOPOTO HE HAOIIOANO0Ch HU Y OAHOTO U3 9586 manneHTos,

npuanMaBmnx ACK. HecMoTps Ha To, 4TO pHUCK pa3BUTHA MHEIOTOKCHYECKOTO IEUCTBUSA MIPHU IpUeMe

Kionmuaorpeiia ABJIACTCA JOCTATOYHO HHU3KHM,

B Cllydyae €Ciad Yy TalleHTa,

IIPUHUMAIOIICTO
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cienyeT o0ciIe10BaTh MalMeHTa Ha MPeMET BO3MOKHOM HEUTPOIICHUN.

Annacmuueckas anemus

[Tpu redeHny KIOMUIOTPEIOM B OJTHOM ClTydae HaOI0AaIoCh pa3BUTHE AIUTACTHYECKONW aHEMUH.
Tpomboyumonenus

YacToTa BOSHHKHOBEHHS TSDKENOoH TpomGomutonenun (< 80+10%m) cocraBmna 0,2 % y NaIMeHTOB,
npuHuMaBmux kinonugorpen u 0,1 % y manmenrtoB, mpunumasmux ACK, cooOmanocs 06 ouyeHb
PEIKHX CITydasx CHIDKEHHS dHcia TpoMGormToB < 30¢10%.

B wuccnepoBanuax CURE u CLARITY HaOmromanocs CcOMNOCTaBUMOE KOJHMYECTBO MAIIMEHTOB C

TPOMOOIIUTOTICHUEH WM HEUTPOTICHNEH B 00EUX TPYTINax JICUCHHS.

COO6H.I€HI/I€ 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

Baxxno cooOmiath 0 1mojo3peBaeMbIX HEXeNaTeNbHBIX peakUusax IMOocje perucTpaiyu mpernapara ¢
Lenbl0  OOecleyeHus: HENPEPHIBHOTO MOHUTOPUHTA COOTHOUIEHMSI  «I0Jb3a —  PUCK»
JIEKapCTBEHHOTO Tpemnapara. MeauIuHCKUM pabOTHUKAaM pPEKOMEHIYeTCsi cooOImarh O JFOOBIX
MO/IO3PEBAEMBIX HEKENATENbHBIX PEAKIUsAX JIEKAPCTBEHHOTO TMpernapara 4Yepe3 HalMOHAIbHBIC
CUCTEMBl COOOLICHHSI O HEeXeNaTelbHbIX peakUusx TrocyAapcTB — ujeHoB EBpasuiickoro
SKOHOMMYECKOTO COI03a!

Poccuiickas @enepanus

denepanbHas ciryx0a mo Haa30py B cdepe 3apaBooxpanenus (Poc3apaBHanzop)

Anpec: 109012, r. MockBa, CnaBstHCKas IJI0IIaAb, 1. 4, cTpoeHue |

Ten.: +7 800 550-99-03

OnekrponHas noyra: pharm@roszdravnadzor.gov.ru

Be06-caiiT: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHMIITOMBI

[lepeno3upoBka KIOMUAOTpPENIA MOMXKET BECTH K YBEIMYCHHIO BpPEMEHM KpPOBOTCUECHHS C
MOCJIEIYIOIMMHU OCJIOKHEHUSIMHU B BUJIE PA3BUTHSI KPOBOTECUEHUH.

JleueHue

[Ipy mosBIEHWM KPOBOTCUECHHS TpeOyeTcs TMPOBEACHHE COOTBETCTBYIOIIMX  JICYEOHBIX
MEpPOTPHUATHIA. AHTUAOT KIOMUIOTpeNla He yCTaHOBJIEH. Ecnu HeoOXoauma ObIcTpas KOppEKIUs
YAJIMHUBIIETOCS BPEMEHU KPOBOTEUEHHS, TO PEKOMEHAYETCS IMPOBEACHUE TMEPETUBAHUS

TPOMOOIIUTAPHOMN MACCHI.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA
5.1. ®apmakoanHaMH4YecKHe CBOCTBA

dapmakoTepaneBTHUECKasi TpPyMIa: aHTUTPOMOOTHYECKHE CPENCTBA; AHTHArPEraHThl, KpOMeE
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ot 11.06.2024 N= 11621
(NOCNEQCBATENEHOCTE 0003)

rernapuHa.

Kox ATX: BO1ACO04.

MexaHusM aeiicteus U hapMakoauHaMuueckue 3O GEKThI

Knonunorpen mpencrasiser co0oil MposieKapcTBO, OJWH U3 AKTUBHBIX META0OIHUTOB KOTOPOIO
SIBJSICTCS. MHTHOUTOPOM arperanud TpomMoOouutoB. st oOpa3oBaHHs aKTHBHOTO METa0OJIUTA,
KOTOPBIM TOAABIISET arperanuid TPOMOOIMTOB, KJIOMUIOTPEN JOJDKEH METa0OM3UpPOBATHCS C
noMmotipio  m3odepmeHToB cuctembl nuroxpoma P450 (CYP450). AxTuBHBIE MeTabonuT
KJIOMUJIOTPENIa CEJICKTUBHO WMHTUOMpYeT CBs3biBaHuMe aacHo3uHaudochara (ADP) c¢ P2Y12
perientopoM TpoMOoIuTOB M mocienyronryio AJld-onocpeioBaHHYI0 aKTHBAIIMIO KOMILIEKCa
GPIIb/Illa, mpuBOAs K TMOAABICHUIO arperanud TpoMOOIMTOB. braromaps HeoOpatuMomy
CBSI3BIBAHUIO, TPOMOOIIUTHI OCTAIOTCSI HEBOCIIPUUMYHMBBIMU K cTuMyIsiniuu AJ[D B TeueHue Bcero
OCTAaBIIIETOCSI CPOKa CBOEH Xu3HU (pubiausutenbHo 7—-10 mHEH), a BOCCTaHOBIEHHE HOPMATbHOM
GyHKIME TPOMOOIIMTOB MPOUCXOIUT CO CKOPOCTBIO, COOTBETCTBYIOIICH CKOPOCTH OOHOBIICHUS
TPOMOOITUTOB.

Arperarsi TPOMOOILIUTOB, BBI3BAHHASI aTOHUCTAMU, OTIUYHBIME 0T AJ[®D, Takke HHTUOUPYIOTCS 3a
c4eT 0J0Kabl YCUIICHHOM aKTUBAIIUKA TPOMOOITUTOB BEICBOOOXKIaeMbIM A JID.

Tak kak 0Opa3oBaHHE aKTUBHOT'O METa0O0JIUTa MPOUCXOAUT MPHU MOMOIIN U30(PEPMEHTOB CUCTEMBI
nurtoxpomMa P450, HekoTopele U3 KOTOPBIX MOTYT OTIUYATHCA MOIUMOP(OHU3MOM  WIIH
UHTHOUPOBAThCS JAPYTUMHU IIpemapaTaMd, HE Yy BCEX IMAllMEHTOB BO3MOXXHO aJ€KBAaTHOE
WHTUOMPOBAHKE arperau TPOMOOIIUTOB.

[Ipu exenHeBHOM MpreMe KJIONUAOTPeNa B JOSUPOBKE 75 MT 1 pa3 B CyTKH C IIEPBOIO K€ JIHA MpUeMa
OTMeYaeTcs 3Ha4YMTeNbHOE mMonaBieHne AJ[D-MHIYIMPOBAHHON arperanuud TPOMOOIUTOB, KOTOPOE
MIOCTETICHHO YBEIMYMUBACTCS U 3aT€M, B MHTEPBAJIC MKy 3 ¥ 7 JIHEM MPUEMa, BEIXOJUT Ha MTOCTOSTHHBIHA
ypoBeHb (IIpU JOCTMXKEHHHM PABHOBECHOTO COCTOSHMSA). B paBHOBECHOM COCTOSHMM —arperanus
TpoMOoLMTOB mojasinsiercss B cpenHeM Ha 40-60 %. Ilocne mpekpaieHusi mprema KIOMUIorpesna
arperaiysi TPOMOOIIUTOB ¥ BPeMsI KPOBOTEUEHHSI TIOCTENICHHO BO3BPAIIAIOTCS K MCXOAHOMY YPOBHIO, B
CpEIOHEM, B TEUEHUE S5 THEM.

Kimanueckast 3dbdhekTUBHOCTE M 0€30I1aCHOCTE

besonacHocth W 3(Q(EKTUBHOCTH KJIOMHUAOTPENia OICHUBAIUCh B 7 JBOWHBIX CJEMBIX
uccnenoBanusx ¢ ydactuem Oonee 100 000 maunmentoB: uccinenoBanue CAPRIE, cpaBHenue
kionuaorpena ¢ ACK, a taxxe uccnenoanusit CURE, CLARITY, COMMIT, CHANCE, POINT u
ACTIVE-A, B KOTOpPBIX CpaBHUBAJIN KJIOMUIOTPEN C Ianebo; o0a JIeKapCTBEHHBIX Mperapara,
HazHavanuch B komOuHauu ¢ ACK u npyroit ctrangapTHON Tepamnuei.

Heoasno  nepenecennviii  ungapkm  muoxkapoda, HeOa8HO  NEPEeHEeCEeHMblll  UHCYIbIM U

ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuil
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NpOSIBWIICS B BHJE HEAABHO INiepeHeceHHoro wuHpapkra wMuokapaa (<35 pgHell), HegaBHO
MEPEHECEHHOr0 MIIEeMUYECKOro HWHCYNbTa (0T 7 1HEH 10 6 MecsleB) WM YCTaHOBIEHHOTO
3aboneBanus nepudepudeckux aprepuit (3[1A). [lamueHTs OBUTH PaHIOMU3UPOBAHBI 11O TPYIIIIAM,
MOJYy4YaBIIUM KJIOMUAOTpen B cyTouyHo go3e 75 mr, i ACK B cyrouHou noze 325 wmr, u
OCTaBaJICh IOJ HAOMIOZCHHWEM B TedeHue oT 1 roma a0 3 ser. B moarpymnme namueHToB,
nepeHecux MHPapKT MUOKapAa, OONBIIMHCTBO manueHToB noiydain ACK B TeueHHe MepBBIX
HECKOJIbKUX JHEW Tmocie ocTporo uHpapkra Muokapnaa. Kiommporpen 3HaUMTEIbHO CHMXKAI
YaCTOTY HOBBIX UIIEMUYECKHX COOBITUM (KOMOMHHUPOBAaHHAS KOHEUHAs TOYKA - MH(APKT MHOKap/Ia,
UIIEMUYECKUN WHCYNIBT U COCYAUCTasi cMepTh) 1o cpaBHeHHIO ¢ ACK. AHanu3 obmieit cMepTHOCTH
KaK BTOPUYHOW KOHEUYHOM TOYKU HE BBIIBWJI 3HAUMMOT'O pa3iIvuus Mexay kionugorpenoM (5,8 %)
u ACK (6,0 %).

[Ipu ananu3e moArpynn ¢ MPUMEHEHHEM KadeCTBEHHOM OILEHKU COCTOSHUSA (MH(apKT MHOKapja,
umeMudeckuid uHCYAbT u 3IIA) HaubGonbmmii >¢dext Tepanuu HaOmMOHaNCid Yy MNAIMEHTOB,
BKJIIOYCHHBIX B HccienoBanue B cBsa3u ¢ 3IIA (ocoOeHHO TeX, y KOro B aHamHe3e ObLT MH(pApPKT
MUOKapja) u Oosee cnadwiii dpdext (HesHauntenbHo oriauyaromuiics ot ACK) y marueHTOB,
MEePeHECHINX HMHCYNbT. Y TAIMeHTOB, BKJIIOYEHHBIX B HCCJIEIOBAaHUE TOJHKO Ha OCHOBaHHUH
HE/IaBHO MEPEHECEHHOT0 MH(papKTa MUOKapAa, pe3ysibTaT B IpyIIe KIOMUAOTrpena OblT YUCIEHHO
Xyxke, Ho craructuuecku He otiauyaiica ot ACK. Kpome toro, ananu3 moarpymnm Mo BO3pacTy
MO3BOJISIET MPEMNOIO0KUTh, YTO ONaronpusaTHBIA 3P¢eKT KIonuaorpensa y MaIlHEeHTOB cTaplie
75 net ObUT MEHEE BBIPAXKEH, YeM Y TAIMEHTOB B Bo3pacTe <75 JieT.

Ocmpuwiii KOpOHAPHBILL CUHOPOM

B uccnenoanne CURE 6buto BrmoueHo 12 562 manmeHTa, NepeHECHINX OCTPhI KOPOHAPHBIN
cuaapoM 6e3 mogbema cermeHTa ST (HecTaOuibHas CTEHOKapAHWsS WM WH(PApKT MHOKapaa 0e3
3y61a Q), y KOTOpPBIX B T€UEHHE MOCIEAHUX 24 9acOoB MOSIBUIACH 00JIb B 00JACTH IPYTHON KICTKH
WIA CHMIOTOMBI, YKa3bIBAIOIIUE Ha HIIEMHIO. s BKIIOYEHHUS B MCCIIEJOBAaHUE TpeOOBAIOCH,
4yToObl y manueHToB ObTM JMO0 m3MeHenuss OKI', ykaspIBaromuye Ha HOBBIE HIIEMHUYECKHE
SIBJIGHUS, JTUOO MOBBIIIEHHBIH ypOBeHb KapAuo(hepMeHTOB, 6o ypoBeHb TpononuHa | unu T, mo
KpailHe Mepe, B 2 pas3a TMPEBHINIAIONIMNA BEpXHUW mTpenea HOpMbL. [lamueHTsr  OBLIH
PaHIOMU3MPOBAHBI B TPYIIBI JIEUCHUs KionuaorpenoM (HarpysouHass no3a 300 wmr, 3atem
75 mr/cytku, N = 6 259) unun mnane6o (N = 6 303), kotopsle npuHuManu B komOuHaimu ¢ ACK
(75-325 mr 1 pa3 B CyTKH) U IPYTHMH CTaHAAPTHBIMHE ITpernaparamu. [TarreHTsl moayJaiu JeUeHUe
B TEUEHHUE MEepUojJa JJIMTEIbHOCThIO N0 oaHoro roja. B uccinegoBanum CURE 823 nanuenrta
(6,6 %) monydanu COMyTCTBYIOIIYIO Tepamuio aHtaroHuctamu perentopos GPIIb/Illa. T'emapun

BBommwin Oonee dem 90 % maruenToB. ComyTCTBYIOIIAsl Tepamus TeNapuHOM HE OKasbIBaia
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KJIONIUOTpera U mianedo.

KonuyecTBo mamueHToB, y KOTOPHIX ObUIa NEpBUYHAS KOHEYHAs TOYKA (CMEpPTh OT CEplEHHO-
cocyauctbix 3abonesanuii (CC3), undapkr muokapaa (UM) unu uncynst), coctaBuiio 582 (9,3 %)
B Ipymnmne, noiydaBmied kinomuporpen, u 719 (11,4 %) B rpymnme, monydaBmiel Iiamne0o, a
OTHOCHUTENbHBIM pUCK ObUT CHWXEH Ha 20 % y rpynmbl, MOJydaBIIeH KIOMHIOTpeN (CHIKEHHE
OTHOCUTENIbHOTO pucka Ha 17 % mnpu KOHCEpBAaTUBHOM JICUEHUH MAIMEHTOB, Ha 29 % mnpu
BBITIOJTHCHUH YPECKOKHON TpaHCIIOMUHAIBHOU KopoHapHOU aHruorutactuku (UTKA) co crentom
win 6e3 Hero u Ha 10 % npu Bemonnenun AKIID). Tlocne 3 MecsueB jeueHus: NpeuMyIecTBoO,
Habmoxasieecs B rpymnie kiaonuaorpen + ACK, Gosnbliie He yBEIMYHBAIOCh, B TO BPeMsl KaK PUCK
KPOBOTEUCHHSI COXPAHSIICA.

KonnyecTBO manueHToB ¢ KOMOMHUPOBAHHOM NEPBUYHON KOHEYHOU TOYKOH (CMEPTh OT CEpPACUHO-
COCYIHUCTBHIX 3a00JieBaHMM, WH(PAPKTOM MHOKapaa, WHCYIHTOM WIH pedpaKkTepHON HIIIEMHUEH)
cocraBuio 1035 genosek (16,5 %) B rpymme, momywasmield kinonumgorpen, u 1187 (18,8 %) B
rpymnme, noiyyaBiied miane0o. BiausHMs Ha 4acTOTy MOBTOPHBIX T'OCIHUTANIM3ALMN IO MOBOIY
HECTaOMJILHOW CTEHOKApIUU HE HAOIIOAAIOCH.

[TonoxxurenbHbie 3G dexTsl, HaOMI01aeMble TPU TPUMEHEHUN KIIOMHUIOTPENa, He U3MEHSUTUCH MPU
KPaTKOBPEMEHHOM WJIM [UIMTEIBHOM TPHUMEHEHUH JPYTUX CEpIEeYHO-COCYAMCTHIX IpenapaToB
(rakux kak remapun/HMI', antaronucter GPIIb/Illa, runomunuaemuueckue mpenaparbl, Oera-
osokaropel U uHruOuUTOpHl AIID). DddexTrBHOCTh KIONUAOTpena He 3aBucena oT m03b1 ACK
(75-325 mr 1 pa3 B cyTkH).

VY maumeHToB C OCTPhIM HMH(APKTOM MHOKapaa ¢ moabeMoM cermeHta ST Oe3omacHOCTh U
3¢ HEKTUBHOCTH KIIOMUAOTPENa OLIEHUBAJIACH B 2 PAHJOMU3UPOBAHHBIX IIAIIe00-KOHTPOIUPYEMbIX
nBouHBIX cienbix uccienosanusx CLARITY u COMMIT.

B wuccnenoannuu CLARITY yuactBoBan 3491 mamueHT, KOTOpble TOCTYNWJIM B CTallMOHAp B
TeyeHue 12 yacoB mocie pa3BUTHA MH(aApKTa MHOKapnaa ¢ rnoabeMoM cermeHta ST U KOTOphIM
Obula MokKazaHa TpoMmMOosMTHYecKas Tepanus. [larueHThl Mmody4anau KIOMUAOTpeN (Harpy3odHas
no3a 300 mr, 3atem 75 mr/cyt, n = 1752) wnm mnane6o (n = 1739), o6a B komObunamu ¢ ACK (ot
150 mo 325 Mr B KayecTBE HArpy304HOM J03bI, 3aTeM OT 75 mo 162 mr/cyT), GuOpuHOIUTHICSCKUI
npemnapar 1, mpu HeoOXoIuMoCTH, rernapuH. [lanuenToB HaOr0aMM B TeueHue 30 gHEN.
[TepBUYHON KOHEYHOM TOYKOH SBISIIOCH HAJIMYME OKKIIO3MM B MH(APKT-CBSI3aHHONH KOPOHApHOU
apTepuy Ha aHTHOTpaMMe Mepel BBIMUMCKON, CMEPTh WM TMOBTOPHBIM HH(apKTa MUOKapaa A0
MPOBEICHUSI KOPOHApHOU aHruorpaduu. J{as nmaueHToB, KOTOPbIM HE MPOBOAMIIACH aHTHOTrpadus,
NEPBUYHON KOHEUHOW TOUKOM ObUIa CMEpTh WM PElUAMB MH(papKTa MHOKapJa KO IHIO 8 WM K

BBIINMUCKE U3 6OJIBHI/II_H>I .
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JOCTUTIIN TMEPBUYHON KOHEYHON TOYKH, YTO MPEJCTABIAECT cOO0I abCOMOTHOE CHIDKEHUE Ha 6,7 %
U pasHUIly CHWXeHHs B 36 % B MONb3y KIOMUIOrpena). DTO B OCHOBHOM OOYCIIOBICHO
YMEHBIIIEHHEM OKKJIIO3UM B HH(APKT-3aBUCHMBIX KOPOHAPHBIX apTepusix. OTa MPEUMYIIECTBO
OCTaBajJOCh IOCTOSSHHBIM BO BCEX MPEABAPUTEIBHO OINpEAENEHHBIX [0 BO3PacTy W IOy,
JOKamu3aluu MH(pApKTa W TUIY HCIOJIb3YeMOro (UOPHHONMTHKA WM TeNapuHa IMOArPYIIax
MAIMEHTOB.

Uccnenopanme COMMIT ¢  dakropaeiM am3aiitHom 2x2 Brawoyano 45 852 maruenTa,
MOCTYNUBIIMX B TeueHHe 24 4acoB C MOMEHTA MOSIBICHUS CUMITOMOB MOJ03pEeBaeMOro HHpapkTa
MHOKap/a, 4TO MOJATBEpkAaiochk oTkiIoHeHus MU Ha DK (T.e. mogbemom cermenta ST, cHIKeHHEM
cermenta ST wunmu Onokamoil JieBoM HOXKHM Tydka ['mca). TlamueHTHl MmoJydanu KIOMHIOTPEIN
(75 mr/cytkm, n = 22 961) unu mnane6o (n = 22 891) B xomOuHauu ¢ ACK (162 mr/cyrku) B
TedeHue 28 nHeW WK 10 BHIMUCKU U3 OonbHULIBI. KOMOMHMPOBAaHHBIMU MEPBUYHBIMU KOHEUHBIMU
TOYKaMHU OBUIM CMEpPThH IO JII0OOW NMPHYMHE M PA3BUTHE MOBTOPHOTO HMH(pAPKTA, WHCYIbTA WIH
cmepth. llonynauus Bxmrouana 27,8 % sxeHuiuH, 58,4 % mauueHToB B Bo3pacte 60 jieT U crapiie
(26 % > 70 net) u 54,5 % nanueHTOB, MOMy4aBUINX GUOPUHOIUTUKH.

Knonunorpen 3HauuTENbHO CHUXAJI OTHOCUTENBHBIN PUCK CMepTH Mo J1t000i nmpuuuHe Ha 7 % U
OTHOCHUTEJIbHBIA PUCK KOMOWHAIIMM MOBTOPHOTO HMH(pApKTa, MHCYIbTa MM cMepTd Ha 9 %, 4TO
coctaBisio abcomoTHoe cHmkeHue Ha 0,5 % wu 0,9 % COOTBETCTBEHHO, TO MPEHMYILECTBO
0CTaBaJIOCh MOCTOSIHHBIM I TPYII MAlMEHTOB Pa3HOTO BO3pacTa, MoJia, MPUHUMAIOIINUX WM HE
MpUHUMAIOIIHNX (GUOPUHOIUTUKH, U HAOI01aIach yxKe yepe3 24 Jaca.

Jesckananusa uHruOuTopos perentopos P2Y 12 B Tepanuu ocTporo KOPOHAPHOTO CUHAPOMA

[lepexoxn ¢ Tepanmuu MOIIHBIM WHTHOMTOpOM penentopoB P2Y12 Ha jeueHHe KIOMUIOTPEIOM B
couetanun ¢ ACK mocne 3aBepmieHHs ocTpod ¢aszbl octporo uHpapkra muokapaa (OMM)
U3ydajucsi B JABYX PaHJAOMHU3UPOBAHHBIX WHHUIIMHPOBAHHBIX HCCIENOBATENEM KIMHUYECKUX
uccnenoBanusx (TOPIC u TROPICAL-ACS).

B paHIoMH3MpOBaHHOM OTKPHITOM KiIMHHYeckoM ucciepoBanuu [OPIC mpunumanu yuactue
nanueHTsl, nepeHecire OVM, KOTOPBIM BBINOIHSIOCh YPECKOKHOE KOPOHAPHOE BMEIIATEIHCTBO
(UKB). Ilanuentsi, momyvaBmue ACK u omuH u3 0ojee MOIIHBIX WHTHOUTOPOB PEIENTOPOB
P2Y12, y KOTOpBIX HE Pa3BIIMCH HEOJIArONPUATHBIE COOBITHS B TEUCHHE OJTHOTO MECSIIA, MIIN ObLTH
nepeBeieHbl Ha Tepanuio QukcupoBaHHOM komOuHarmeit ACK u kimomummorpena (IedcKanamus
nBOMHON aHTHTpoMOOmmMTapHOW Teparu ([JAT)) wiam npoAomkKwiM TNPUHUMATH —paHee
Ha3HaveHHBIC TTpenapatsl (HemsmenHas JIAT).

CoObITHsI, BKIIOYEHHbIE B KOMOMHHPOBAHHYIO TIEPBUYHYIO KOHEYHYIO TOUYKY (CMEpPTh OT

OCJIOKHEHUH cepaeyHo-cocyaucThix 3a0oneBanuii (CC3), HHCYIBT, SKCTPEHHAs pEeBACKYISIpU3ALIUS
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(MccnenoBarenbCkoro akaeMMUeCKOro KOHCOPLMYMa 110 KPOBOTEUEHHSIM)), YEPE3 OAMH IOJ1 110CIIE
nepenecenHoro OMMM Obutm 3apeructpupoBanbl y 43 u3 322 mamuentoB (13,4 %) B rpymme
neackananuu J{AT u 85 mauuenrtoB u3 323 (26,3 %) B rpymnme Heuzmennoit AT (p <0,01).
CraTucT4ecky 3HaUuMO€E pa3linyie B OCHOBHOM OOYCJIOBJIEHO COKpAIIEHHEM KOJIUYECTBA CIy4acB
KPOBOTEUYEHHS, B TOM YHCJIEe KPOBOTEUCHHI, KoTopbie 1o mkane BARC 6onee wiu paBubl 2 (4 % B
rpynne naedckananuu u 14,9 % B rpynme, nonydaBmeil HemsMeHeHHYo J[AT), mpu sTtom He
Ha0JII0JAI0Ch CYIIECTBEHHBIX Pa3IMYMil B YaCTOTE UIIEMUYECKUX ociioxHeHuH (p = 0,36).

B panmomusupoBanHOe OTKpbIToe KiuHuueckoe wuccinegoBanue | ROPICAL-ACS Oputn
BitoueHbl 2610 mammentoB ¢ OWMM, mOATBEpKIEHHBIM aHAIM30M Ha OMOMAapKephl, IOCIe
npoBeneHuss UKB. TlanuenTsl ObTM paHAOMU3MPOBAHBI B TPYMIBI ISl MOJYYCHUS Mpacyrpelna
(mam 0-14) wnm nipacyrpena (mau 0-7), a 3atem kinonuaorpena (qau 8—14) B komOunanuu ¢ ACK.
Ha 14-ii nenp Obu1a TIpoBeAeHA OlCHKA (QYHKIHMH TPOMOONMTOB. [laliMeHTHl W3 MEepBOW TPYIIIBI
TepaInuu TOJBKO MPAacyTpeioM MpoA0KaIl MPUHUMATh Ipacyrpen B Teuenue 11,5 mecsna.

VY manueHToB M3 TPYIIBI 3aMEHBI Tepamuy ObLI BBHIMOJTHEH aHAIW3 HAa BBICOKYIO PEaKTUBHOCTH
tpombonutoB (BPT). Ilammentsr ¢ BPT > 46 eaununy Oblmu cCHOBa TEpeBEICHBI HA TEPANHIO
npacyrpesioM, Kotopyro nonydanu B TedeHue 11,5 mecsua. Ilaumentst ¢ BPT < 46 egunun
MPOJOJDKIIIA JICYCHHE KJIOMUIOTpeNioM B no3e 75 mr/cytku B teueHue 11,5 mecsma. Takum
o0pa3om, B TpyIlIe yIpaBiseMON 3aMEHbI TEpanmuy MAlMeHTHl Moxydand wid npacyrpen (40 %)
win  xionugorpen (60 %). Bcece mnamumentsl mnomyuanu ACK, mnocnenytomee HaOmItoneHHe
MIPOJOJIKAIOCH B T€YEHHE OJHOIO TOfIa.

[lepBuuHas KOHEUHAash TOYKA BKJIIOYAIa KOMOWHAIIMIO CEPIECYHO-COCYAMCTON CMepTH, HMH(apKTa
MHOKap/a, MHCYJIbTA ¥ KPOBOTEUEHUS THIIA 2 WK OoJee TshKenble KpoBoTeueHus 1o mkane BARC.
HccnenoBanue mpoAaeMOHCTPUPOBATIO OTCYTCTBUE Pa3iMuMid MEXAy TpylmnaMyd IO TEePBHYHOU
KOHEUHON TOYKE MO KpPUTEpHIo non inferiority. YmpaBisemas 3aMeHa Tepandd HE TPHUBENIA K
MOBBIIICHUIO PUCKA PA3BUTHS UIIEMUYECKUX OCIOXKHEHUH (2,5 % B rpymime neackananuu u 3,2 % B
KOHTPOJILHOM TPYIIIE), a TAKXKe YacTOThI KpOBOTeUeHUH Trma 2 miu 6osnee no mkaine BARC.

JIBoiiHag agTurpoMOormrapuas tepanusd (JAT) npu ocrpoM MaidoM MU mnu TUA cpengero miu

BBICOKOT'O pHUCKa

Onenka JIAT B xomOunanuu ¢ knonunorpeiaoM u ACK ¢ nenbio npouiIakTuKu WHCYNbTa TOCHe
octporo Maigoro MM wim THUA cpegHero uiaum BBICOKOTO pHUCKAa IMPOBOAMIACH B XOAE IBYX
pangomusupoBanHbix uccaeaoBanuii: CHANCE u POINT — ¢ monyueHneM JaHHBIX MO MCXOJaM
JUTSI KITHHUYECKOHN 0e30macHOCTH U (P PEKTUBHOCTH.

Uccnenoannie CHANCE (npumenenue xronudoepena y nayuenmos ¢ blcOKUM PUCKOM PA3GUMUSL

OCMPBIX HAPYWEHUT MO32068020 KPOBOOOpauenus Oe3 UuH8AIuou3ayuu)
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KIIMHUYECKOM HCCIieIoBaHuu npuHsum yaactue 5170 nmamuentoB u3 Kuras ¢ octpoit TUA (orenka
ABCD2 >4) unu octpeim MansiM HHCYIbTOM (NIHSS <3). [TanuenTts B 06eux rpymmax B 1-if 1eHb
nonyumn 103y ACK B OTKpBITOM pekuMe (BeTUYMHA JI03bI BAPbUPOBAIACh B AUaNa3oHe OT 75 10
300 wmr, no3y ycraHaBiuBan Jjedauuii Bpau). [lanueHThl, paHAOMU3HPOBAHHBIE B TPYIILY
npuMmeHenus kiaonugorpena u ACK, nonyunnu Harpy3ounyto 103y 300 mr B 1-i geHb, nmocie 4ero
nojyyasii Kjomujaorpen B noze 75 mr 1 pa3 B cyrku B mepuon co 2-ro aHs no 90-i1 neHm
BrmtountenibHO 1 ACK B noze 75 mr 1 pa3 B CyTku B mepuoa co 2-ro JaHsS 1o 21-il neHb
BKJIIOUMTENbHO. [lanmienTsl, pangomusupoBaHHble B Tpynmy npumeHenuss ACK, mnomydanu
tanebo-BepeHio Kionuaorpena B nepuos ¢ 1-ro ausg nmo 90-it aenp BrmouutensHo u ACK B goze
75 mr 1 pa3 B cyTKH B iepuoz co 2-ro 1Hs 10 90-i1 1eHb BKIIIOUUTENBHO.

[TepBuuHO# KOHEYHON TOUKOU A((PEKTUBHOCTH SABJISIICS HOBBIM CITydail HHCYJIbTa (MIIEMHUYECKOTO
WU TeMopparndeckoro) B nepsbie 90 nueit mocne octporo manoro MU nnm TUA BeICOKOTO pHCKa.
Takue ciaysam ObuIM 3apeructpupoBaHbl y 212 maumeHTtoB (8,2 %) B Tpymmne HpUMEHEHHUS
knornunorpena u ACK mo cpasrenuto ¢ 303 marmentamu (11,7 %) B rpynne npumenenns ACK.
Cnyyan U1 nabmonanuce y 204 mauuentos (7,9 %) B rpymnmne npumeHenus kinonuporpena u ACK
no cpaBHeHuto ¢ 295 maumentamu (11,4 %) B rpynne npumenenuss ACK. I'emopparuueckmii
UHCYJBT CIY4YWICA Yy 8 NAUEHTOB B KaXKAoW M3 AByX rpynn uccienosanus (0,3 % B kaxzaoiu
rpymre). CpeqHeTspKenoe WIN TsHKeloe KpoBousnusHue HaOmonanoch y 7 mauueHtoB (0,3 %) B
rpynne npumenenus kionuaorpena u ACK u y 8 mauuentos (0,3 %) B rpynne npumenenus ACK.
Yacrora pa3BUTHS KpOBOTEUYEHHMI cocTtaBwia 2,3 % B rpynmne npumeHenus kionuporpena 1 ACK
1o cpaBHeHuIo ¢ 1,6 % B rpynne npumenenus ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayueHmos ¢ Hosvimu cayuasimu THA
WU MATO20 ULUEMUYECKO20 UHCYIbMA)

B sTOM paHAOMU3MpPOBAaHHOM JBOMHOM CIJIETIOM MYJIBTHULIEHTPOBOM I11aie00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HMCCIIEJOBAaHUM NMPUHsUIM ydacThe 4881 manueHToB U3 pa3HbIX cTpaH ¢ octpoil TUA
(oneaka ABCD2 >4) ummu octpeiM ManbiM uHCYAbTOM (NIHSS <3). Bce maumenTtsl B 00enx
rpynmnax noixydanu 103y ACK B oTkpeITOM pexxume B riepuo ¢ 1-ro aus mo 90-ii nenp (BeaudnHa
7036l BapbUpoBasiach B auamnazoHe oT 50 mo 325 mr, A03y ycTaHaBIWMBaJ JieYallUd Bpad).
[TatineHTsl, paHAOMU3UPOBAHHBIE B TPYNNY MPUMEHEHUS KJIOMUIOTPENA, MOTYyYUIN HArPY30UHYIO
no3y knonugorpena 600 mr B 1-i1 neHsp, ocie 4ero nojaydainy KJIONuaorpen B nosze 75 mr 1 pa3 B
CyTKH B miepuoj co 2-ro aHs nmo 90-i neHp BKIIOYUTENbHO. [laliMeHThl, paHAOMU3HUPOBAHHBIE B
rpynmny nNpuMeHeHus Mianeo, moayJyany Imianedo-BepCcuio KIOMUA0Tpena B mepuo ¢ 1-ro aHs mo
90-i1 meHb BKIIOYUTEIBHO.

[TepBUYHON KOHEYHOH TOUKOH 3(PPEKTUBHOCTU SABISIIACH KOMOMHALUSA MACCUBHBIX MIIEMHYECKUX
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COCYIUCTOTO ocioxHeHus) K 90-my auro. Takue ciaydan ObLIM 3aperucTpupoBansl y 121 mamuenra
(5,0 %) B rpynne npumenenus kinonuaorpena u ACK no cpasaenuto ¢ 160 narmentamu (6,5 %) B
rpynme npumeHenus Tonbko ACK. MU, sBmstronuiicss BTOpHYHON KOHEYHOM TOYKOM, HAaOII01aICs
y 112 nanuenToB (4,6 %), nonydaBmux kinonunorpen u ACK, no cpaBHenuto co 155 nanueHtamu
nony4yaBmumMu ACK (6,3 %). Boinbiioe kpoBoTeueHUE, ABIISIIONIEECS IEPBUUHON KOHEUHON TOUYKOM
OLICHKH 0€30MacHOCTH, CIyduoch y 23 u3 2432 naruerTos (0,9 %), momydaBmuX KIOMUIOTPEN U
ACK, u y 10 u3 2449 nauuenrtos, nomyyaBunx ACK (0,4 %). HesnauntenbHOe KpOBOM3IHSIHUE
ciyausiocb y 40 manuentoB (1,6 %), momyuaBmmx kionuporpen u ACK, u y 13 manueHToB,
nonyyaBmux ACK (0,5 %).

Ananuz nepuoda deticmsusi npenapamos 6 pamrax uccieooganuti CHANCE u POINT

He 6p1m0 mpeumytiecTBa B ToM, 4T00BI Tpoaosnkarh JJAT 6onee 21 nus. Knuaudeckas moib3a oT
nponowkenus JIAT OGonee 3 Henmenb mpoieMOHCTpupoBaHa He Obuta. llempro pacnpenenenws
MAaCCHUBHBIX HMIIEMHYECKUX OCJIOKHEHUM W CIIy4yaeB MAaCCHUBHOIO KPOBOMBIIMSHMS IO TpyIram
JIeYCHUs B TEPHOJE NCHCTBHsI TpEmapaToB ObUI aHANU3 BIMSHHUS KPATKOCPOUHOTO TMEpHOIa
nevicteus JIAT.

Qubpunnayus npedcepoutt

B xone ximmaMueckoro uccinenoBanus ACTIVE-A mokaszaHo, 9To y ManMeHTOB ¢ (GpUOpHLISAIHCiH
mpencepanid, KOTOpble HMENH, KaK MHUHHUMYM, OJWH (AKTOp pPHUCKA pPAa3BUTHUS COCYIHCTHIX
OCJIO)KHEHUH, HO ObUIM HECNMOCOOHBI NMPUHUMATh HENpsSMble aHTHKOATYJSHTHI, KIONUAOTPEN B
coueranun ¢ ACK (o cpaBHenmio ¢ mpueMom Toibko ogHOoMl ACK) yMeHbIIam 4acTOTy BMECTE
B3STBIX MHCYNbTA, WH(APKTA MUOKApAa, CHCTEMHON TPOMOOSMOOIUN BHE ICHTPAIBHONH HEPBHOM
cucrembl (LIHC) umnu cocymuctoit cmepTH, B OOJbIIEeH CTEMEHM 3a CYET YMEHBIICHHS PHUCKa
pa3BUTHUS UHCYJIbTA.

DddexTruBHOCTH MpUeMa Kionuaorpena B couetannu ¢ ACK BBISBISIIIaCh paHO M COXPAHSIIACh 10
S ser. YMEHBIICHHE PHUCKA KPYIHBIX COCYJUCTBIX OCJIOXKHEHMM B TIPYIIE I[alUEHTOB,
NpUHUMABIIKX Kionuaorpena B couetanuu ¢ ACK, HaGmonanoch B OCHOBHOM 3a CUeT OOJIBIIETO
YMEHBIIIEHNS YacTOThl HWHCYJIbTOB. PHCK pa3BUTHA HWHCYJIbTa JIOOOW TSKECTH MpPHU IpHUEME
kionuaorpena B couetanun ¢ ACK cHmkancs, a Takke HaOI0ganach TCHACHIUS K CHIDKCHHIO
9acTOThl pa3BUTUs WH(pApKTa MHOKapjaa B TPyMIe, IMOJIyYaBIIeH JIeYEHUE KIIOMUIOTPETIOM B
coyeranun ¢ ACK, HO He HaOmomanoch pasnuuuii B yactore TpomOosmOonuii BHe LIHC wmmm
cocynuctoii cmept. Kpome atoro, mpuem kinonuaorpena B couetanuu ¢ ACK ymensiman obiiee
KOJIMYECTBO JTHEH TOCIUTAIN3ALNHU IO CEPIEYHO-COCYAUCTHIM MPUUUHAM.

5.2 dapmakokuHeTHYECKHE CBOHCTBA

AncopOrms
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BCACBIBACTCH.

Cpennee 3Ha4eHHE MaKCUMaIbHON KOHIEHTPAUHU (Cmax) HEM3MEHEHHOTO KIIOTHIOTPENa B IIa3Me
KpoBHU (IPUOIU3HUTENBHO 2,2—2,5 MI/MII TIOC]Ie TIPUEeMa BHYTPh Pa30BOM JT03bI 75 MT) JOCTHUTAETCS
NpUOJIM3UTENEHO Yepe3 45 MHH 1ociie mpueMa mnpemnapara. [1o JaHHBIM 3KCKpelud MeTa0O0JIHTOB
KJIOMUAOTPENia uepe3 MOYKH ero abcopOuus coctaBisieT npuoOan3uTensHo 50 %.

Pacnpenenenue

In vitro xionuIOrpeN U ero OCHOBHOM IMPKYIUPYIOIINAIN B IJIa3Me KPOBH HEAKTUBHBIH METa0OIUT
0o0paTHMO CBSI3BIBAIOTCA C Oenkamu miia3Mbl KpoBu (Ha 98 % u 94 %, COOTBETCTBEHHO), U JIaHHAs
CBSI3b SIBJISIETCS HEHACKIIaeMoU 710 KoHIeHTpanuu 100 mr/mo.

Buorpancdopmarus

Knonmuaorpen HMHTEHCHMBHO MeTabonm3upyeTcss B medeHd. In vitro m in vivo kiommmorpesnt
MeTaboIu3upyeTcs: AByMsI MyTSMU: MEPBbI OCYIIECTBISETCS C MOMOIIBIO 3CTepa3 U MPUBOAUT K
THAPONIU3Y KIOMUAOrpeia ¢ 00pa3oBaHHEM HEAKTHUBHOTO MPOU3BOJHOTO KaPOOKCHIBLHOW KHCIOTHI
(85 % or UMPKYIHPYIOIMX METAa0OJUTOB); BTOPOM TMYTh OCYIIECTBIISAETCS C MOMOIIBIO
n3odepmenToB mutoxpoma P450.

[lepBoHayaslbHO KJIOMHUIOTPEN META0OMU3UPYETCS N0 2-OKCO-KJIOMUAOTpena, SIBISIOIIErocs
MPOMEXYTOUHBIM MeTabonuToM. [locrmemyromuit MeTabonm3M 2-0KCO-KIOMUI0Tpesa MPUBOAUT K
00pa30BaHMUI0 aKTUBHOTO METa0OJIUTa KJIOMUIOTPeNa — THOIBHOTO MPOW3BOJIHOTO KIIOMHIOTPENA.
In Vitro 3TOT aKkTHUBHBIA META0OIMT OOpasyercs, TJIaBHBIM 00pa3oM, C IMOMOIILI0 H30(pepMEHTA
CYP2C19, HO B ero o0pa3oBaHHM TaKXE€ y4aCTBYIOT HEKOTOPHIE APyrre M30(hEepMEHTHI, BKIIIOYAs
CYP1A2, CYP2B6 u CYP3A4. AKTHBHBI THOJBHBIN METa0OIUT KIIOMUOTPENA, BBIICICHHBIN B
in Vitro wucciaenoBaHusAX, OBICTPO M HEOOPATUMO CBSI3BIBACTCS C PEIENTOPAMH TPOMOOIUTOB,
OJIOKHPYS TAKUM 00pa30M arperamuio TPOMOOIIUTOB.

Cmax aKTUBHOTO MeTa0oJIMTa KIOMUIOTPeNia MoCae OJHOKPATHOTO MpHUeMa ero Harpy304Hou J03bl
300 Mr B 2 pa3a mOpeBbIIIAET TAaKOBYIO Mocie 4-X JTHEH npueMa MOANEPKUBAIOIIECH O3B
kionuaorpena 75 Mr. Cmax JocTUTaeTcst NpuOIU3UTENsHO B TeueHue 30—-60 MuH.

OIMMUHAINS

B teuenne 120 uaco mocie IpreMa BHYTpb denoBekoM 4C-MeueHoro Knomnumorpena oxoio 50 %
PaIMOAKTUBHOCTH BBIBOJUTCS Yepe3 MOUYKH U MPUOTUZUTENHHO 46 % paaroaKTUBHOCTH BBIBOIUTCS
yepe3 KkuilleyHuk. llocime OAHOKpAaTHOro mnpuemMa BHYTPb JO3UPOBKM B 75 MI  IEPHON
nosiyBeiBeienust (T12) kiomumorpena cocraBiseT npubau3uTesbHO 6 4. [locime OAHOKPaTHOro
npreMa U rpuemMa MoBTOPHBIX 103 Kionuaorpena Ti2 €ero OCHOBHOTO HUPKYJIUPYIOIIETO B MJIa3Me
KPOBHU HEAKTUBHOTO META0OIUTA COCTABIISET 8§ 4.

dapmakoreHeTuka

26



COOTBETCTEYET JKCMNEPTHOMY OTUYETY
. oT 11 CIE:ECIE-i Mz j 1_EIE1
C mnomompio wu3odpepmenta CYP2C19 06pdSVIOTC$I,I'n|K|2:I'I'C-| ) 'ﬁ&ﬁ”'ﬁé&ﬁdﬁn' I'Ii!‘é.K u

MIPOMEXYTOUHBIA METa0OJIUT — 2-OKCco-Kionuaorpen. PapMakOKMHETHKa M aHTHArpEraHTHOE
JeiCTBUE aKTMBHOTO MeTaboyMTa KIOMHIOTpea, MPU HCCIEAOBAHHM arperauy TPOMOOIIUTOB
eX ViVO, BappHpyIOT B 3aBHCHMMOCTH OT reHotuma wuszopepmenta CYP2C19. Amnens reHa
CYP2C19*1 cooTBeTCTBYET MOJHOCTHIO (DYHKIIMOHAIBHOMY METa0OIU3MYy, TOTJa Kak aJulesin
renoB CYP2C19*2 u CYP2C19*3 saBnsrorcs HedyHKuMOHaNbHBIMU. Autenu reHoB CYP2C19*2 u
CYP2C19*3 sBnaioTcs NPUYMHON CHIKEHHS MeTa0oiu3Ma y OOJBIIMHCTBA IpEICTaBUTEICH
eBpornieoniHoil (85 %) m MoHromougHou pacel (99 %). [pyrue amnenu, ¢ KOTOPHIMHU CBSI3aHO
OTCYTCTBHE WJIM CHIDKEHHE MeTa0oMu3Ma, BCTPEYAIOTCS peXe ¢ BKIIOYAIOT, HO HE
orpannuuBatorcs, amiensmu reHoB CYP2C19*4, *5 *6, *7 u *8. IlaumeHTHl C HU3KOU
akTuBHOCThIO M30depmenta CYP2C19 nomkubel 001anaTh ABYMsI yKa3aHHBIMH BBIIIE aJUICISIMU
reHa ¢ norepeil ¢pyHkuU. OmyOJUKOBaHHBIE YAaCTOTHI BCTPEUYAEMOCTH (DEHOTHUIIOB IMAIMEHTOB C
HU3KON akTUBHOCTHIO n30(pepmenta CYP2C19 y manueHTOB €BPOIEOUTHOM packl COCTaBISIOT 2 %0,
y TalueHTOB HerpoupHouW packl — 4% wu y MoHromougHod pacel — 14 %. CymecTByOT
CelUaNbHbIE TECThl JJs ONPEACICHHS MMEIOLIerocs Yy TMalueHTa TeHOTUNa Hu30(epMeHTa
CYP2C109.

[To nanHBIM TIepekpecTHOTO HuccaeaoBaHus (40 10OPOBOIBIIEB) C yYaCTHEM JTIOOPOBOJIBIIEB C OUEHB
BBICOKOW, BBICOKOH, IPOMEXYTOYHOM U HHU3KOM akTtuBHOCThIO u30epmenta CYP2C19,
KaKUX-THOO CYIIECTBEHHBIX pPA3IMUYUNA B HKCIO3ULMU AKTUBHOTO METAabONHUTa U B CPEIHHX
3HaUYCHMsIX MHTHOWpoBaHus arperanmuu TpomOoruToB (MAT), wunaynmpoBannour AJID, y
JTOOpOBOJIBIICB C OYEHb BBICOKOH, BBICOKOM M TMPOMEKYTOYHOW aKTHBHOCTBIO HM30(epMEeHTa
CYP2C19 BoisiBneHo He ObUT0. Y TOOPOBONBIEB ¢ HU3KOW akTHMBHOCTHIO M3odepmenta CYP2C19
OKCIMO3UIUST aKTUBHOTO METa0oIMTa CHIKanach Ha 63—71 % 1o cpaBHEHHUIO ¢ TOOPOBOJIBIIAMU C
BBICOKOHM akTUBHOCTHIO m3odepmenta CYP2CI19. Ilpu ucnonpzoBanun cxemsl JyedeHus 300 mr
Harpy3ouHasi no03a/75 mr noanepxkuBatomas no3za (300 mr/75 mr) y moOpoBOJBIEB C HU3KOU
aktuBHOCTBIO M30depmenta CYP2C19 anturpoMOOIMTapHOE ACHCTBUE CHUXKAIOCH CO CPEIHUMHU
sHaueHussMu UAT, cocraBnsitommumu 24 % (uepes 24 1) u 37 % (Ha 5 neHb MCCIEAOBaHUS) TIO
cpaBaenuio ¢ MAT, cocraBnstonumu 39 % (uepes 24 1) u 58 % (Ha 5 AeHb UCCIIEOBAHUS), Y
J0OpOBOJIBIIEB € BHICOKOM akTUBHOCTHIO n3odepmenta CYP2C19 u 37 % (uepe3 24 1) u 60 % (Ha
5 AeHb uccnenoBaHus) y J0OPOBOIBIIEB C MPOMEKYTOYHOM aKTUBHOCTHIO n3opepmenta CYP2C19.
Korna no0poBosbibl ¢ HU3KOW akTHBHOCTBIO M3odepmenta CYP2C19 momydanu mpenapaT 1o
cxeme jedenuss 600 Mr Harpy3ouHas m03a/l150 mMr mopmepxwuBaromias goza (600 mr/150 wr),
HKCMO3UIUSI AaKTUBHOTO MeTabojuTa ObUla BbINIE, YEM INpU MpUEME IO CXeMe JIeUeHUs
300 mr/75 wmr. Kpome storo, MAT cocraBmsmmo 32 % (uepe3 24 1) u 61 % (Ha 5 neHb

UCCIIeIOBaHMsI), 4YTO ObUIO OOJbIIe TaKOBOTO Yy JOOPOBOJBIEB C HU3KOW aKTHMBHOCTBIO
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TAaKOBOMY B TpyIax MHalMeHTOB ¢ Oosiee BbICOKOH mHTeHCHBHOCTBIO CYP2C19-merabonusma,
noiy4yaBmux yedenue mno cxeme 300 mr/75 mr. OgHaKo B UCCIEAOBAHUAX C YYETOM KIMHUYECKUX
HCXOJI0B PEXHUM JO3UPOBAHUS KIIOMUIOTPENa A MAalMEHTOB 3TOW IpymHibl (MAleHTOB ¢ HU3KOMN
akTuBHOCTHIO N30(pepmenta CYP2C19) nmoka He yCTaHOBIICH.

AHaJOTUYHO pe3ylibTaTaM JaHHOTO MCCIICOBAHMS METa-aHa N3 IIECTH UCCIICTOBAaHMM, B KOTOPBII
BOIITK JaHHBIE 335 moOpOBOJIBIEB, MOMYYABIIUX KIIOMUJOTPEN W HAXOIWUBIIUXCS B COCTOSHUU
JOCTUKEHHSI PAaBHOBECHON KOHLIEHTpAllUW, IOKa3ajl, YTO MO CPaBHEHHIO C JOOPOBOJIBIIAMH C
BBICOKOM akTHBHOCThIO m30depmenta CYP2C19, y noOpoBosbIIEB ¢ MPOMEKYTOUHOU
akTUBHOCTBIO M30depmerta CYP2C19 skcrno3unys akTUBHOTO MeTa0oIMTa CHIDKanach Ha 28 %, a
y D0OpOBOJIBIIEB ¢ HU3KOH akTUBHOCTHIO M3ohepmenta CYP2C19 — na 72 %, B To Bpems kak UAT
Ob110 cHIDKEHO ¢ paznuuusiMu B UAT Ha 5,9 % u 21,4 %, COOTBETCTBEHHO.

He mpoBoaunock onenku BiausiHusa reHotuna CYP2C19 Ha KIMHUYECKHE WMCXONBI y TAIUCHTOB,
MONyYaBIINX  KIOMHJOTPEN, B MPOCIEKTHUBHBIX  PAHAOMHU3UPOBAHHBIX  KOHTPOIHPYEMBIX
uccnenoBaHusax. OHAKO Ha HACTOSAIIMIA MOMEHT UMEETCSl HECKOJIBKO PETPOCIIEKTUBHBIX aHAU30B.
Pe3ynbrarhl Te€HOTUNUPOBAHUS MOJYYEHBI B XOJ€ CIHENYIONIMX KIMHUYECKUX HCCIIeIOBaHMI:
CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a Takxe B
HECKOJIbKUX OMYOJIMKOBAHHBIX KOTOPTHBIX UCCIICIOBAHUSX.

B uccrnenoanuun TRITON-TIMI 38 u 3-x xoropteix uccienoBanusx (Collet, Sibbing, Giusti)
HaIUEeHThl KOMOMHUPOBAHHOW TPYIIIBI C MPOMEKYTOYHON MITM HU3KOW aKTHUBHOCTBIO M30(epMeHTa
CYP2C19 umenu 60iiee BBICOKYIO YaCTOTY CEPACYHO-COCYUCTHIX OCIOKHEHUH (CMepTh, HHPAPKT
MHUOKap/la ¥ UHCYJBT) WU TpoMOO03a CTEHTa IO CPABHEHUIO C TAKOBBIMH y TIAITUEHTOB C BBICOKOM
akTuBHOCTHIO M30(epmenta CYP2C109.

B ucciaenopannu CHARISMA 1 0gHOM KOropTHOM HcciaeqoBanuu (SiMon), yBeaTu4eHHE YaCTOThI
CepJICYHO-COCYIUCTHIX OCJOKHEHUIN HAOII0AANOCh TOJBKO y MAIMEHTOB C HU3KONH aKTUBHOCTBHIO
nzodpepmenta CYP2C19 (mpu ux cpaBHEHUH C MAIIMEHTAMH C BBICOKOW aKTUBHOCTBIO H30(hepMeHTa
CYP2C19).

B uccnenosannn CURE, CLARITY, ACTIVE-A u ogHOM u3 KOropTHBIX uccienoBanuii (Trenk),
He HaOJI0JaIOCh YBEJIMYEHHUS YacTOThI CEPIEYHO-COCYAMCTHIX OCIOKHEHHWW B 3aBUCUMOCTU OT
unTeHcuBHoctu CYP2C19-merabonu3ma.

dapMaKOKMHETHKA B OTACIBHBIX IPYIIIAX MAIIMCHTOB

dapMaKOKMHETHKAa aKTHBHOTO METa0O0JIMTa KIOMUAOTpesia B OCOOBIX TpyIIax IallueHTOB HE
n3yvanach.
THayuenmwl nodxxcunozo 6o3pacma (cmapuie 75 nem)

Y n1oOpoBOIBIIEB CTapIle 75 JET MpU CpaBHEHUHU C MOJIOJBIMHU JOOPOBOJIBIIAMU HE OBLIO MOTY4EHO
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He TpeOyercsl.

Hemu (6o3pacm 0o 18 rem)

KnuHuueckue jaHHbIE OTCYTCTBYIOT.

Iayuenmol ¢ napywenuem yHKyuu nouex

[Tocne MOBTOPHBIX MPUEMOB KJIOMHUAOTPENa B O3UPOBKE 75 MI/CYTKH Yy MAIlMEHTOB C TSKEIBIMU
HapymeHussMu  QyHKIuM noyek (xmmpenc kpearunuHa (KK) or 5 mu/mun go 15 wmi/mun)
uHruOuposanne AJIO-MHIyLIMPOBAaHHOW arperaluu TPoMOOUMTOB ObuT0 HuUXke (Ha 25 %) mo
CPAaBHEHMIO C TAKOBBIM Y 3J0POBBIX JOOPOBOJIBIEB, OJHAKO Y/UIMHEHHE BPEMEHU KPOBOTEUEHUS
ObUIO TOAOOHBIM TaKOBOMY Y 3/I0POBBIX J1O0OPOBOJIBLIEB, TOTYYABIINX KIIOMUJIOTPEN B JT03UPOBKE
75 Mr B CyTKH.

Iayuenmvi ¢ napywenuem ghyHkyuu neyenu

He Oblmo 3HAUMMBIX OTIMYHMA B cTeneHW WHTHOMpoBaHus AJlD-wHAYIHUPOBAHHON arperamnuu
TPOMOOITUTOB TOCTE €XKETHEBHOTO NpHeMa KIOMHIOrpesa B CYTOYHOH 103e 75 Mr B TedeHue
10 nHel y ManMeHToB C TSHKEIbIMU HApYIIEHUSIMH (DYHKIIUH TIE€YSHHU 110 CPABHEHUIO CO 3/10POBBIMHU
no6posoibuaMu. CpegHee BpeMsi KpOBOTEUEHHS TaKXKe COITOCTaBUMO B 00€UX IpyIax.

Pacoesas npunaonexcrnocmeo

Pacnpoctpanennocts  amneneii  renoB  u3zodepmenta  CYP2C19,  oOycnaBimBarommx
MPOMEKXYTOUHYIO M HHU3KYI0 aKTUBHOCTH 3TOro HM30()epMeHTa, OTIMYAETCS y MpeicTaBUTeNeH
pasNUyHBIX pacoBbIX TIpymmn. MwmeroTcs orpaHuuyeHHblE JIMTEpaTypHble JaHHble 00 UX
pacrpoCTPaHEHHOCTH y MPEICTaBUTEIEH MOHIOJIOUAHOM packl, YTO HE MO3BOJISAET OLEHUTh y HUX

3Ha4yeHus renotunupoBanus nuzopepmenta CYP2C19 st pa3BUTHS UIIEMUYECKUX OCIOKHEHHIH.

6. PAPMAIIEBTUYECKHUE CBOMCTBA
6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB
[emnrono3a Mmukpokpucramumueckas (tum 102)
Maruus creapar

Kpemuus nuokcua KoJIouIHbIN
Kpocnosugon

IInenounas 000JI0YKa

I'umpomenosa, kpacutens xene3a (III) oxemn xpacubiit (E 172), xnemeBHHbI OOBIKHOBEHHOU
ceMsH Macno (kKactopoBoe Macino), wmakporon 6000, turana mumokcun (E 171), Ttambk,
ATUJIIEIUTION03a, KpacuTtensb xeinesa (I1I) okeunn xentsiii (E 172).

6.2. HecoBmMecTHMOCTH

He nmpumenumo.

6.3. Cpok rogHocTH (CpOK XpaHeHus)
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3 roxa.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHUTh B 3aIIMILIEHHOM OT CBETA MECTE, TP TeMIleparype He Boie 25 °C.

6.5. XapaxkTep M coaepkaHue NEPBUYHON YIIAKOBKH

[To 7 Tabnerok B OnmCTEep M3 ATIOMUHHEBOW (POJIBIH WM TJICHKH MOJTMBUHUIXJIOPUIHON. 2 win 4
6JII/ICT€pa BMCCTE C HHCprKHHeﬁ no MCIUIMUMHCKOMY IMPUMCHCHUIO MNOMCIIAIOT B IAYKy
KapTOHHYIO.

ITo 10 Tabmerok B GiuCTEp M3 aTOMUHUEBON (HOJIBTU W TJICHKU MOJMMBUHUIXJIOpUIHON. 1 mmm 10
OMCTEpPOB BMECTE€ C HWHCTPYKIHMEH MO MEIUWIMHCKOMY MPHUMEHEHHUIO TOMEUIaloT B MauKy
KapTOHHYIO.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH MNPH  YHUYTOXKEHHMH  HCHOJb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara UM OTX0A0B, MOJYYEHHBIX MOCJie MPUMEHEeHHUsl NMpenapara, u
Apyrue MAaHMIYJISILMHU € IpenapaToM.

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPXKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanus

00O «HIIK «Cxan buorex»

119571, r. MockBa, BH.Te€p.I. MyHULIMIIAIbHBIN OKpyr TponapeBo-Hukynuno, np-kt BepHaackoro,
I. 92, momemr. 1/4/2, xom. 1

7.1. llpencraBuTeib Aep:KaTesisi PerucTPAIMOHHOTO YA0CTOBEPEHUA

IIperen3un morpedbuTeeil HAIPABISITH 110 AIPECY:

Poccuiickas @enepanus

00O «HIIK «Cxan buotex»

171261, Teepckas 0611., KonakoBckuii paiton, nrt. Penkuno, yin. 3aBoackas, 1. 1/2, k. 3
Tenedon 6ecratHoi ropsueit muaun: 8-800-600-51-77

e-mail: pv@scanbiotech.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. JIATA TEPBUYHOH PETHCTPALIMU (OATBEPXKJIEHWUS PETUCTPAIIMN,
IHEPEPETUCTPAIIN)

JlaTa epBOH perucTpaLuu:

10. JATA IEPECMOTPA TEKCTA
OOmiasi  xapakTepuCTHKa  JIGKapCTBEHHOro  mpemapata  Kmomumporpen — gocTynmHa — Ha

WHPOPMAIIMOHHOM TIopTaje EBpa3sMiicKOro HIKOHOMHYECKOTO COI3a B HH(POPMAIHMOHHO-
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