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HO MEJUIIUHCKOMY NPUMEHEHUIO JIEKAPCTBEHHOI'O ITPEITAPATA
Kunonugorpe

PerucrpanuoHHbINi HOMEP:

ToproBoe HaumenoBanue: Kionugorpen

Me:xkayHapoaHOe HeIATEHTOBAHHOE HAMMEHOBAaHHUe  KJIOTHIOTPell

JlekapcTBeHHas popMa: TaGIETKH, TOKPHITHIE TUICHOYHON 000JI0YKOI

CocraB: 1 TabneTka COEepKuUT:

Heticmsytowee eewecmeo. kionuaorpena ruapocynbdar 97,875 mr, 3KBUBaICHTHO
kionuaorpery 75,000 mr.

Bcnomocamenvhnvie sewjecmesa: nemmonnoza Mukpokpuctamndeckas (tum 102) 140,365 wmr;
maraus creapar 3,790 mr; kpeMHus quOKcH T KosuouHbni 2,530 mr; kpocrioBuioH 7,560 mr.
Cocmas naenounoti o6onouxu: runpomeniosa 4,500 mr; kpacutens xenesa (I11) okcnn kpacHbIi
(E 172) 0,750 mr; kjemeBuHbBI OOBIKHOBEHHOM ceMsiH Maciio (kactopoBoe macio) 0,600 wmr;
maxkporost 6000 0,600 mr; Tutana auokcu (E 171) 0,600 mr; Tansk 0,360 Mr; STHIILEUTION03a
0,270 mr; kpacurtensb xene3a (I11) okenn sxentsiii (E 172) 0,200 wmr.

Onucanue:

Kpyrnbie, rmaakue, TBOSKOBBITYKIIbIC TAOIETKH, TOKPHITHIE TUIECHOYHOH 000JI0YKOH OT
OpaHXeBOTr0 IO PO30BATO-OpaHKEBOTO 11BeTa. Ha monepeunom paspese sapo ot 6esoro 1o
[I0YTH O€eJIoro IBETA.

dapmakoTepaneBTHYeCKAs IPYNIA. aHTUTPOMOOTHYECKUE CPEICTBA; AaHTUATPETAHTHI, KPOME
remapuHa.

Kon ATX: BO1ACO04.

dapmakoJIornyecKue CBoiicTBa

Dapmakoounamuka

Kionmmorpen npencraBuseT co60i PpOIeKapCcTBO, OAUMH U3 AKTUBHBIX METa0OIUTOB KOTOPOTO
SBJISICTCSI MHTHOUTOPOM arperanuu TpoMOoonuToB. st 00pa3oBaHuss aKTUBHOTO METa00JINTA,
KOTOPBI MOJIABISET arperaiuuio TPOMOOLUTOB, KIOMUAOTPEN 10JKEH METa00IN3UPOBATHCS C
OMOIIbI0 N30hepMeHTOB cucTeMbl uToxpoma P450 (CYP450). AkTuBHBIN METa0OIUT
KIIOTHJIOTPelia CEIEKTUBHO MHTHOUPYET cBs3bIBaHuE aneHo3unandocdara (AJD) c P2Y12
penenTopoM TpoMOOIIUTOB U TociieyronTyo AJld-omocpe10BaHHYI0 aKTUBAIMIO KOMITJIEKCA
GPIIb/I1a, mpuBOAS K TIO/IaBIICHUIO arperauu TpoMoonuToB. birarogaps HeoOpatumomy
CBSI3BIBAHUIO, TPOMOOIIUTHI OCTAIOTCSI HEBOCIIPUUMYUBEIMU K CTUMYJISIIIK A /D B TeueHue

BCEr0 OCTABIIIETOCS CPOKA CBOCH >Ku3HH (MpuOam3uTenbHo 7—10 mHeit), a BOCCTaHOBJICHHE
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HOPMaJIbHOW (DYHKITMM TPOMOOIIMTOB IMPOUCXOUT CO cx%gbﬁﬁﬁg&igﬁﬁ bt -EI:CQO]%UTH

OOHOBIICHHS TPOMOOIIMTOB.

Arperarus TpOMOOITUTOB, BEI3BaHHAS arOHUCTaMH, OTIUYHBIMU OT AJ[D, TakKe HHTUOUPYIOTCS
3a cueT OJIOKAIbl YCUIIEHHON aKTUBAITUU TPOMOOIIMTOB BRICBOOOKTaeMbiM A J[D.

Tak kak 00pa3oBaHUE aKTUBHOTO META0OIMTa MPOUCXOIUT MIPH TTOMOIIH N30(hepPMEHTOB
cucTeMbl ITuTOoXpoma P450, HeKOTOphIe U3 KOTOPBIX MOTYT OTIUYATHCS MOJIUMOP(HU3IMOM UITH
WHTHOUPOBATHCA JPYTUMH TMIpermapaTamMu, He y BCeX MAIlMeHTOB BO3MOXKHO aJIeKBaTHOE
WHTUOMPOBAHME arperaliui TPOMOOIIUTOB.

[Ipu exxeTHEBHOM MpUEME KIIOMUIOTpeIia B 103UPOBKE 75 Mr 1 pa3 B CyTKH € IEPBOIO K€ JTHS
npueMa oTMeudaeTcs 3HauuTelbHoe noaasnenne AJ[D-uHaylIMpOBaHHON arperaiuuu
TPOMOOIIMTOB, KOTOPOE TIOCTENIEHHO YBEIIMYMBACTCS M 3aT€M, B MHTEpBAJIC MEXKIY 3 U 7 JTHEM
pHeMa, BBIXOJAUT Ha MOCTOSIHHBIN YPOBEHb (IIPHU JOCTHKEHUU PaBHOBECHOTO COCTOsIHUSA). B
PaBHOBECHOM COCTOSIHUH arperaiusi TpoMOOIIMTOB ToaaBiisercs B cpenneM Ha 40—-60 %. ITocie
MPEKpAIEHUS TprueMa KIOMUI0Tpelia arperanus TPOMOOIUTOB U BpeMsi KPOBOTECUCHHUSI
MOCTENIEHHO BO3BPAIIAIOTCS K HICXOAHOMY YPOBHIO, B CPEJTHEM, B TEUEHHUE 5 THEH.

Knunuueckas achchexkmusnocms u bezonacrocmob

be3onacHocTh 1 3P HEKTUBHOCTH KIOMHUIOTPENIa OIICHUBAIUCH B 7 IBOWHBIX CIIETIBIX
uccnenoBanusix ¢ yuactueM oosee 100 000 mauuentos: uccnenoanne CAPRIE, cpaBaenue
kionugorpena ¢ ACK, a takxke uccinenoanusi CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A, B KOTOPBIX CpaBHUBAJIN KJIOMHUIOTPEI ¢ TIare60; 00a JIeKapCTBEHHBIX
npenapara, Ha3Hadaaruch B komouHarmu ¢ ACK u npyroit ctangapTHON Tepamnuei.

Heoasno nepenecennwiii ungpapkm muoxapoa, HedagHo nepeHeceHtbili UHCYIbM U
ouazHoCmuposantoe 3abonesanue nepugepuieckux apmepuii

B uccnenopanne CAPRIE 6butn BrTtoueHBI 19 185 manueHToB ¢ aTepoTpoM0O030M, KOTOPBIHA
MIPOSIBUJICS B BUJIE HEJABHO TIEPEHECEHHOTO HH(papKTa MUOKapa (<35 aHeit), HeTaBHO
MEPEHECEHHOTO UIIIEMUYECKOT0 UHCYIbTA (0T 7 JHEH A0 6 MECs1EeB) UM YCTAaHOBIEHHOTO
3aboneBanus nepudepudeckux aprepuit (3[1A). [TanueHTH ObUTH paHIOMU3UPOBAHBI 10
rpymnmnam, moay4aBIIuM KJIOMHAOTPEN B CyTouHOU f103€ 75 mr, i ACK B cyTouHOM J103€
325 Mr, 1 oOCTaBaNKCh TOJT HAOMIOZIeHuEM B TedeHue oT 1 roga no 3 net. B moarpymme
NaIMEeHTOB, IepeHeCcIINX HHPAPKT MUOKap/1a, OOJIBIIMHCTBO nmanueHToB norydann ACK B
TEYCHHE MIEPBBIX HECKOIBKUX JHEH Tociie OcTporo nHdapkTa Muokapaa. Kimonumorpen
3HAYUTENIbHO CHUYKAJI YAaCTOTY HOBBIX UIIEMUYECKUX COOBITUI (KOMOMHUPOBAaHHASI KOHEUHAas
TOUKa - HPAPKT MUOKAP/AA, UIIEMUYECKUN UHCYIBT U COCYJUCTAasi CMEPThH) [0 CPABHEHUIO C
ACK. Ananu3 oOmield CMEPTHOCTH KaK BTOPUYHOM KOHEUHOW TOYKU HE BBISIBHII 3HAUUMOTO

pazmuuust Mexay kiaonugorpenom (5,8 %) u ACK (6,0 %).



COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 11 CIE:ECIE-i M2 j 1_EIE1
[Ipu aHaM3€e NOArPyIN ¢ MPUMEHEHUEM KaueCTIBEHHOM Hﬂ%ﬁkﬂ%&%gﬁ;ﬁ%%ﬂf@%gﬁhﬁd&éﬁna,

uiemMudeckuit HHCYnbT U 3I1TA) Hanbonbmuit 3¢ dext Tepanuu HabIIOAAICS Y MAIUEHTOB,
BKJIIOYEHHBIX B HccieqoBanue B cBsa3u ¢ 3[1A (ocoOeHHO Tex, y KOro B aHaMHe3€e OblT MH(apKT
MHUOKap/a) u 6osiee cnadwiii 3pdext (HesHaunTenpHo otaudaronuiics or ACK) y marueHTos,
NEPEHECHINX UHCYIT. Y MalMeHTOB, BKIIIOUEHHBIX B UCCIIEOBAHNE TOJIBKO HA OCHOBAHUH
HEJIaBHO MEPEHECEHHOr0 NH(papKTa MUOKAP/Ia, Pe3yJbTaT B TPYIIE KIOMUIOTpesa ObLT
YHCIIEHHO XYK€, HO cTatucThuecku He ommyanca or ACK. Kpome Toro, aHanus noArpynmi mno
BO3pacTy MO3BOJISIET MPEANOI0KUTh, YTO OIaronpusTHINA 3G (HEKT KIONHUI0Tpeia y NalueHTOB
crapie 75 neT OblI MEHEee BBIPaXKEH, YeM Yy TTAIlMeHTOB B Bo3pacte <75 JieT.

Ocmpolii KOPOHAPHBLU CUHOPOM

B uccnenoanne CURE 6bu10 BritoueHo 12 562 manueHTa, mepeHecnx OCTphlid KOpOHAPHBIN
cuHapoM 0e3 moabema cermeHTa ST (HecTaOuiabHass CTeHOKapaus Wik HHGApKT MUOKapaa 6e3
3yo11a QQ), y KOTOPBIX B TEUEHHUE MOCIEIHNX 24 4aCOB MOSIBUIACH 00JIb B 00J1aCTH TPYAHOU
KJICTKH WM CUMIITOMBI, YKA3bIBAIOIIME HA UIIEMUI0. [ BKIIIOUeHHS B UCCIIEIOBaHNE
TpeOOBAIOCH, UTOOKI Y MAIMeHTOB ObLTH 00 u3MeHeHus: JKI', yka3piBaromye Ha HOBBIE
UIIeMUYECKUeE SBJICHHUS, TUOO MOBBIIIEHHBIN YPOBEHb KapAuo(epMeHTOB, 1100 YPOBEHb
TpononuHa [ uimm T, mo kpaliHeit mepe, B 2 pa3a NPEBBILIAIONIUNA BEPXHUI PEAET HOPMBI.
[ManreHTs OBUIM PAaHJOMU3UPOBAHBI B TPYIIIBI JICYSHHUS KIOMUAOTPENIOM (Harpy3o4yHas 103a
300 mr, 3atem 75 mr/cytku, N = 6 259) unu muiare6o (N = 6 303), koTopble IpUHUMAIH B
koMmOuHammu ¢ ACK (75-325 mr 1 pa3 B CyTKH) ¥ IpYTUMH CTaHIaPTHBIMH TperapaTaMu.
[TarueHTH! OMyYaNy JeueHue B TeUeHUE Mepruo/ia JIIMTENbHOCTHIO 0 OIHOTo rojaa. B
uccnenoBannu CURE 823 nmanuenTa (6,6 %) moydany COmyTCTBYIOIIYIO TEPAIUIO
antaronuctamu peuentopoB GPIIb/Illa. I'emapun BBoanmn 6onee yem 90 % manueHToB.
ConyrcTBytoliasi Tepanus renapuHoM He OKa3blBajla 3HAYMMOT'0 BIUSHUS HA OTHOCUTENbHYIO
4acTOTY Pa3BUTHS KPOBOTEUEHH MPHU MpueMe KIOMUIorpena U miamedo.

KonnyecTBo manueHToB, y KOTOPBIX OblIa epBUYHAsi KOHEYHAsi TOUYKa (CMEPTh OT CEPlIeUHO-
cocyauctbix 3aboneBanuii (CC3), undapkr muokapaa (MM) wim HHCYIBT), COCTaBHIO 582

(9,3 %) B rpymnme, nomyyasuieil knonugorpen, u 719 (11,4 %) B rpymnmne, nosiy4dasiiei mianedo,
a OTHOCHUTENBHBINA pUCK ObUT cHUXEH Ha 20 % y rpynmbl, Nody4yaBIIied KIonuaorpen (CHUXKEeHHe
OTHOCHUTEJIBHOTO prcka Ha 17 % mnpu KOHCEpBAaTUBHOM JIEUEHUH MALIMEHTOB, HA 29 % npu
BBITTOJIHEHUH YPECKOKHOW TPAaHCIIOMUHAIBHOM KopoHapHOH anruoriactuku (UTKA) co
cteHToM M 6e3 Hero u Ha 10 % npu BemmonHennu AKII). [Tocne 3 MecsiieB neueHus
MIPEUMYIIEeCTBO, HaOmoAaBIIeecs B rpynie kironugorpen + ACK, Gosbiiie He yBETUYMBAIOCH, B
TO BpeMsI KaK PUCK KPOBOTEUEHUS COXPAHSIICS.

KonnuectBo manueHToB ¢ KOMOMHUPOBAHHOM NMEPBUYHON KOHEYHON TOYKON (CMEPTH OT
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unemueii) cocrtauino 1035 wenosek (16,5 %) B rpymme, monydasiiei kmonumorper, u 1187
(18,8 %) B rpymme, momyvaBiiei riane0o. BrusHus Ha 4acTOTY MOBTOPHBIX TOCITUTAIM3AIINH 110
MOBO/TY HECTAOMIIHBHOM CTEHOKApIUU HE HAOII0AATIOCh.

[TonoxxurenbHbIe 3P HEKTh, HaOMI0aeMble TPU MPUMEHEHUH KIOMUAOrpesa, He U3MEHSIUCh
MIPU KPATKOBPEMEHHOM WJIH JJTUTEIHLHOM MPUMEHEHUH IPYTUX CEPJIeYHO-COCYAUCTBIX
npenapatoB (Takux kak renapud/HMI, anraronunctsl GPIIb/I1la, runonununeMudeckue
npenaparsl, 6eta-6o0kaTopsl 1 HHTUOUTOPHI AIID). DdPexkTHBHOCTD KIIOMUI0TpENa HE
3aBucena ot 1036l ACK (75-325 mr 1 pa3 B cyTkn).

Y nanmeHToB ¢ OCcTpbIM HHPAPKTOM MUOKap/a ¢ mogbemMoM cermenta ST 6e30macHOCTh U

3P PEKTUBHOCTH KJIOMUIOTPENIa OLIEHUBAJIACh B 2 paHI0MH3UPOBAHHBIX IUIae00-
KOHTPOJINPYEMBIX ABOWHBIX cienbix uccienoBanusx CLARITY u COMMIT.

B nccnenopanun CLARITY yuactBoBan 3491 marueHT, KOTOpBIE MOCTYIHIN B CTAI[HOHAD B
TedeHue 12 4acoB mociie pa3BUTUs HH(papKTa MUOKapaa ¢ mogpeMoM cermenta ST 1 KoTopeiM
ObL1a MoKa3ana TpoMOonuTHIecKas Tepanws. [lalueHTs! moydany KIOMUAOTpeNt (Harpy3ouHas
no3a 300 mr, 3aTem 75 mr/cyt, n = 1752) unu unane6o (n = 1739), 06a B komOunanuu ¢ ACK
(ot 150 mo 325 Mr B KauecTBe Harpy304HOM 035, 3aTeM OT 75 10 162 Mr/cyT),
¢uOpHHONUTHYECKUH TTpernapar 1, Ipu HeoOX0AUMOCTH, renapuH. [lareHToB HabMOaIN B
tedeHue 30 qHei.

[TepBUYHOI KOHEYHOM TOYKOM SIBJISIIOCH HATMYME OKKITIO3UU B WH(DAPKT-CBI3aHHONW KOPOHAPHOH
apTepuy Ha aHTHOrpaMMe Nepe]] BBIMUCKOW, CMEPTh WM MOBTOPHBIN HH(apKTa MHOKapa J10
NpOBeICHHUsI KOPOHAPHOU aHTHoTpaduu. [ narueHToB, KOTOPHIM HE MMPOBOIUIIACH AHTHOTpadus,
HEPBHYHOI KOHEYHOW TOYKOM ObLIa CMEPTh WIIM PEUINB HH(papKTa MUOKapaa KO JTHIO 8 WIIH K
BBINUCKE U3 OOJIBHHUIIBI.

[Iarnaauare npouenToB (15,0 %) mauuenTtos B rpynne kionuaorpena u 21,7 % B rpymne mianedo
JOCTHUIIIA IEPBUYHON KOHEYHON TOYKH, YTO MPEJCTABIsIeT COO00i abCOMIOTHOE CHIDKEHHE Ha 6,7 % u
pasHuIly CHHXKEHUS B 36 % B MOIB3Y KIOMUAOTpesia). ITO B OCHOBHOM O0OYCIIOBJIEHO YMEHBIIICHUEM
OKKITIO3UH B MH(APKT-3aBHCUMBIX KOPOHAPHBIX apTepHUsiX. DTa MPEUMYILIECTBO OCTABAIOCH
TIOCTOSIHHBIM BO BCEX IPEIBAPUTEIHHO ONPEEICHHBIX M0 BO3PACTY H IOJY, JIOKATU3ANU HHPAPKTA
Y THUITYy MCTIOJIb3yeMOT0 (PMOPUHOIUTHUKA WU FeapruHa MOArPYINax MaliueHTOB.

Uccnenoarne COMMIT ¢ pakropHbiM qu3aiiHoM 2X2 BKITIOYano 45 852 manueHTa, MOCTYIHBIIAX
B Te4YeHHEe 24 4acoB C MOMEHTA TTOSIBIICHUS] CHMIITOMOB T0ZI03peBaeMOro HH(papKTa MHOKap/a, 9To
noaTBepkaanocsk orkiaonenusimu Ha DKI (T.e. mogbemom cermenta ST, cHmkenueM cermenta ST
wH 0JIOKaoi J1eBor HOXKKHM Tydka ['mca). [TanmenTs! momydanu kiomuaorpen (75 Mr/cyTkH,

n =22 961) umu manebdo (n =22 891) B komOunarmu ¢ ACK (162 mr/cytku) B TeueHne 28 nHei

WJIM 1O BBIIIMCKU U3 6OJ'ILHI/IIIBI. KOM6I/IHI/IpOBaHHBIMI/I NEPBUYHBIMU KOHCYHBIMU TOYKaMHU ObLIH
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BKirovana 27,8 % xenmmH, 58,4 % nanuentoB B Bo3pacte 60 set u ctapuie (26 % > 70 net) u
54,5 % nanueHToB, Moxy4aBmIuX GUOPHUHOIUTUKH.

Krnonunorpen 3HAYUTEIHHO CHUYKAJ OTHOCUTEIBHBIA PUCK CMEPTH 10 J1000i mpuunHe Ha 7 Y% u
OTHOCHTENIbHBIN PUCK KOMOMHAITNH TOBTOPHOTO MH(APKTA, MHCYNIbTA WU cMepTH Ha 9 %, uTO
cocTtapisuio abcomotHoe cHkeHue Ha 0,5 % u 0,9 % cooTBETCTBEHHO, TO MPEUMYIIIECTBO
0CTaBAJIOCH MTOCTOSIHHBIM JIJISl TPYIIINT NAIIMEHTOB Pa3HOTO BO3PACTa, M0J1a, MPUHUMAIONIUX WU HE
NPUHUMAIOIUX GUOPUHOIUTHKH, ¥ HAOII01amach yxe depe3 24 Jaca.

Jlesckanauus un2ubumopos peyenmopos P2Y12 ¢ mepanuu ocmpo20 KOPOHAPHO20 CUHOPOMA

[lepexon ¢ Tepanuy MOLTHBIM HHTHOUTOPOM perienTopoB P2Y 12 Ha jgeueHHe KIOMUA0TPEIOM B
coueranuu ¢ ACK nocne 3aBepiienust octpoii hassr octporo nngapkra muokapaa (OMM)
U3Y4aJcs B IBYX PaHIOMU3UPOBAHHBIX HHUIIMUPOBAHHBIX UCCIIEI0BATENIEM KIMHUYECKUX
uccnenoBanusax (TOPIC u TROPICAL-ACS).

B pannoMu3npoBaHHOM OTKPBITOM KiIMHHYecKoM uccaenoBanuu T OPIC npunnmanu ygactue
nanueHTsl, nepeHecmue OVM, KOTOPBIM BBITIOIHSIIOCH YPECKOKHOE KOPOHAPHOE
BMemarenscTBO (UKB). [TanmnenTsi, momyuaBume ACK u onuH u3 6oee MOIIHBIX HHTHOUTOPOB
peuenitopoB P2Y 12, y KOTOPBIX HE pa3BUIMCH HEOJIArOMPUITHBIE COOBITHS B TCUEHHUE OJTHOTO
MecsI1a, WU OBLIN TIEpeBEACHBI Ha Tepanuio pukcupoBanHoi komOuHarein ACK u
KIIOMHJIOTpeNia (IedcKanaus 1BoiHHOM anTuTpomoOoiutapHaoit repanuu (IAT)) wnun
MPOIOHKIITY TIPUHUMATh paHee Ha3HAUYCHHbIe npenapatsl (Hem3menHas J[AT).

CoO0bITuS, BKIIOYEHHbIE B KOMOWHUPOBAHHYIO IEPBUUHYIO KOHEUHYIO TOUKY (CMEPTH OT
OCJIOXKHEHUH cepaeuHO-cocyaucThix 3a0oneBanuii (CC3), MHCYIBT, DKCTPEHHAS
peBaCKyISIpU3anus U KPOBOTEUCHHUS TUTIA 2 UK 00JIee TshKEIble KPOBOTEUCHHMSI 10 IIIKaJIe
BARC (MccnenoBarenbCcKoro akaeMU4ecKoro KOHCOPIIMyMa 10 KPOBOTEUECHHSIM)), YEPE3 OJIUH
rof nocye nepeHecennoro OMM Obutn 3apeructpupoBansl y 43 u3 322 nanuentos (13,4 %) B
rpynne nesckanauuu JJAT u 85 manmentos u3 323 (26,3 %) B rpynne HeusmeHHou JIAT

(p <0,01).

CraTucTU4ecKy 3HAaYMMOE Pa3Iuirue B OCHOBHOM OOYCJIOBIIEHO COKpAIlEHUEM KOJHMYECTBA
CITy4aeB KPOBOTEUYCHHS, B TOM UHCIIE KPOBOTEUCHHM, KoTOphIe 1o mKkaine BARC Gonee nnmn
paBHbI 2 (4 % B rpyme aesckananuu u 14,9 % B rpynne, nonyuasuieit Hensmenennyto JAT),
IIPH ATOM HE HaOII0AIOCh CYIIECTBEHHBIX Pa3INurii B 4aCTOTE UIIEMHUYECKUX OCIIOKHEHUN

(p = 0,36).

B pangomuzupoBanHoe oTkpbiToe KiinHUYeckoe uccinenoBanue T ROPICAL-ACS 6butn
BKTFOYeHBI 2610 maruenToB ¢ OVIM, moaTBepKAeHHBIM aHAIM30M Ha OMOMapKephI, MOCIIe

nposenenuss YKB. IlanueHTs! ObUTH paHIOMH3UPOBAHBI B TPYIIIbI I OTYYSHHS IIpacyrpesia



COOTBETCTEYET ZKCNEPTHOMY OTYETY
ot 11062024 N= 11621
(mam 0—14) wm npacyrpena (qau 0-7), a 3aTem nonnné%ﬁa@&:@ﬁﬂggk‘MﬂEéﬁﬁﬂU@' !

ACK. Ha 14-i1 nenb Oblia poBezieHa olieHKa GyHKIUU TpoMOouuTOB. [lanneHTs! 3 nepBoi
IPYIIBI TEPANINN TOJIBKO MPACcyrpesioM MPOJ0JIKAIM IPUHUMATh Npacyrpen B Teuenue 11,5
Mecsna.

VY nanmeHToB U3 rpynibl 3aMeHbl Tepanuy ObLT BHIMOJIHEH aHAIN3 Ha BHICOKYIO PEAKTUBHOCTD
tpombornutoB (BPT). [larmentst ¢ BPT > 46 enunui Obl1v CHOBA NEpEBEACHBI HA TEPAITHIO
[IpacyrpesnoM, KOTopyto nosydanu B teuenue 11,5 mecsna. [Tanuentsl ¢ BPT < 46 eaunann
MIPOJIOJDKUIIN JICUCHUE KJIOMUIOTPENIOM B J103¢ 75 Mr/cyTku B Teuenue 11,5 mecsna. Takum
o0pa3om, B rpynie ynpaBiseMoi 3aMeHbl Teparuy MaueHThl noydanu uin npacyrpen (40 %)
i kionaorpen (60 %). Bee manmentst monmyuanun ACK, mocneayroiee HaOII0ACHIE
IIPOJOJKATIOCHh B TEYEHHUE OJHOIO TOAa.

[lepBuuHas KOHEYHAas TOUKA BKJIIOYaja KOMOWHALIMIO CEPIEYHO-COCYAUCTON CMEepTH, UH(apKTa
MHUOKap/la, MHCYJIbTa U KPOBOTEUEHHUS TUIIA 2 WK OoJiee TshKesble KpOBOTEUEHHUSI 110 IIKaJle
BARC. UccnenoBanue NpoIeMOHCTPUPOBAIO OTCYTCTBUE PA3IN4YUi MEX Ay TpyNIaMu 1o
NEpBUYHON KOHEYHOM TOUKe MO KpUTepHio non inferiority. Ympasisemas 3aMeHa Tepaniu He
IpuBeJia K MOBBIIICHUIO pUCKa Pa3BUTHS UIIIEMHUYECKUX OCIOXKHEHHH (2,5 % B rpymie
nesckananuu u 3,2 % B KOHTPOJIBHOU IPyIIe), a TAK)Ke YaCTOThl KPOBOTEUEHHM TUTIA 2 WU
6onee no mkane BARC.

Jlsouinaa anmumpomboyumapuas mepanus (JIAT) npu ocmpom manom MU wnu THA cpednezo

Ul 8bICOKO20 pucka

Onenka JIAT B komOuHaruu ¢ knonugorpesom u ACK c nenpio mporiiakTHKA HHCYITbTa
nociie octporo manoro MU wim THUA cpeanero uinym BbICOKOTO prUcKa IPOBOAWIIACH B XOJ€E IBYX
pangomusupoBaHHbiX uccienoBanuii: CHANCE u POINT — ¢ mony4uenuem JaHHBIX 11O
MCXOJaM T KITMHIUYECKO# 0e30macHoCTH 1 () (HEKTUBHOCTH.

UccnenoBanne CHANCE (npumenenue knonudoepena y nayuenmos ¢ blcOKUM PUCKOM PA3GUMUSL
OCMPbIX HAPYWIEHULL MO32068020 KPOBOOOPAUeHUsl 63 UHBATUOUAYULL)

B sTOM pannoMu3MpoOBaHHOM JBOMHOM CJIETIOM MYJIBTULEHTPOBOM I11ale00-KOHTPOIUPYEMOM
KIIMHAYECKOM HccieoBannu npuHsiiu yuactue 5170 naunentoB u3 Kutas ¢ octpoit TUA (onenka
ABCD2 >4) unu octpbiM ManbsiM nHCYIbTOM (NIHSS <3). [TanmenTs! B 00eux rpynmnax B 1-it neHb
nonyumin 103y ACK B oTKpbeITOM pexxnMe (BeIMYUHA 103kl BApbUPOBAIACh B AUAMa3oHe oT 75 10
300 mr, 103y ycTaHaBIuBaJI Jiedyamuil Bpad). [lanuenTs!, paHIOMU3UPOBAaHHBIE B TPYIIITY
npumenenus kionuaorpena u ACK, nonyunnu Harpy3ounyto 103y 300 mr B 1-ii AeHb, OCIIe 4ero
MOJIy4aJld KJIONUAOTrpell B 1o3€ 75 Mr 1 pa3 B cyTku B nepuoj co 2-ro AHs 1o 90-ii neHp
BrirounTenibHO U ACK B 103e 75 mr 1 pa3 B cyTku B iepuoj co 2-ro aHs 1no 21-i 1eHb

BKJItOUNTENbHO. [lanimenTsl, pangoMusupoBansblie B rpynny npuMmenenuss ACK, nmomyuanu miame6o-
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BEPCUIO KIIONMAOrpena B nepuos ¢ 1-ro aus no 9(-i nenp o renbto 1 ACRE Hbsé 75'Mr4 pas

B CYTKH B Iepuoj ¢o 2-ro jus 1o 90-i 1eHb BKIIOYUTENBHO.

[lepBuuHO1 KOHEUHON TOUKOH 3(PPEKTUBHOCTH SABJISIICS HOBBIN Cllydyail HHCYJIbTA (MIIEMUYECKOTO
WJIM reMopparudeckoro) B nepsbie 90 queit mocne ocrporo manoro MU unu THUA Beicokoro pucka.
Taxue ciryuaun OblH 3aperucTpupoBansl y 212 mammenTos (8,2 %) B rpymne npuMeHEHHs
knormuaorpena 1 ACK no cpasaenuto ¢ 303 nmauuentamu (11,7 %) B rpynne npumenenust ACK.
Cayuyan U nabmonanucey y 204 narmenTos (7,9 %) B rpynme npuMmenenus kinonuaorpena u ACK
no cpaBHeHHIO ¢ 295 manmentamu (11,4 %) B rpynne npumenerns ACK. I'emopparnueckuit
MHCYJIBT CIyYWIcs y § MallMeHTOB B KaX10i U3 1BYX rpymm uccienoBanus (0,3 % B kaxmoi
rpymre). CpeIHeTsHKeI0e WK TSKeJIoe KpOBOM3IUsIHIE Habmoaanocs y 7 mauueHtos (0,3 %) B
rpynne npumeHenus kiaonugorpena 1 ACK u y 8 manmentos (0,3 %) B rpynne npumenenust ACK.
YacroTa pa3BuTHsI KpOBOTEUEHUH cocTaBuia 2,3 % B rpymnme npumenenus kinonuaorpena u ACK mo
cpaBHeHHuIo ¢ 1,6 % B rpynne npumenenust ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayuenmos ¢ Hogoimu caydasmu THA
WU MATI020 UMEMUYECKO20 UHCYTIbING)

B 3TOM pannoMH3HpOBaHHOM JIBOIHOM CJIETIOM MYJIBTHIIEHTPOBOM ILIAe00-KOHTPOINPYEMOM
KJIIMHUYECKOM HCCJIEJ0BAHUM MPUHSUIN yuacTue 4881 mauneHToB u3 pa3Hblx cTpaH ¢ octpoil TUA
(ouenka ABCD2 >4) unu octpeiM MasibiM uHCYbToM (NIHSS <3). Bee nanuenTtsl B 06eux rpymnmax
nosydanu 103y ACK B oTkpeITOM peskume B iepuo ¢ 1-ro aust mo 90-ii 1eHp (BearudrnHa 10361
BapbUpOBaIach B Auanazone ot 50 1o 325 mr, 103y ycTaHaBIMBaJ Jieyamuid Bpay). [lanueHTsl,
PaHAOMU3HUPOBAHHBIE B IPYIILy IPUMEHEHUS KIOMUAO0rpea, MOJIyUYUIH Harpy304HYIO 103y
knonuaorpena 600 mr B 1-i1 neHb, MOCIIE Yero Moyyvaliy KIOMUAO0Tpel B 1o3e 75 mr 1 pa3 B CyTKu B
nepuos co 2-ro AHs 1o 90-i AeHpb BKIIOUUTENbHO. [[aliMenTsl, paHIOMU3UPOBAaHHBIE B TPYIIITY
MIPUMEHEHUS TUIaIe00, MOoTyJaiu TIaned0-BepCHIO KIIOTHIOTpea B iepuo ¢ 1-ro aus mo 90-i
JI€Hb BKJIKOYHUTEIBHO.

[TepBuuHOi1 KOHEUHON TOUKOH 3()PEKTUBHOCTH SABISIIACH KOMOMHAIIMS MACCUBHBIX UIIIEMHYECKUX
ocnoxuenuit (MU, uadapkT MHOKapaa WK JEeTATbHBIA UCXO/ B pE3yIbTaTe HIIEMHYECKOTO
COCYMCTOTO OCIOXHEeHH) K 90-My nHr0. Takue cirydan ObLIH 3aperucTpupoBanbl y 121 manueHTa
(5,0 %) B rpymnme npumenenus kinonuaorpena u ACK no cpaBaenuto ¢ 160 marmenramu (6,5 %) B
rpynie npumeHenus Tonbko ACK. U, sapnsronuiicss BTOpUYHOM KOHEYHON TOUKOMW, HAOM0AaNICs y
112 manmenToB (4,6 %), nomyuaBmux kiaonugorpen u ACK, nmo cpaBaenuto co 155 manuentamu
nonyyaBimmu ACK (6,3 %). bonbiioe kpoBoTeueHue, SBISIONIEECS TEPBUYHON KOHEUHON TOUKON
OLIEHKH 0€30macHOCTH, Caydmioch y 23 u3 2432 nanuentos (0,9 %), momy4yaBmux KIOMUAOTPEN U
ACK, ny 10 u3 2449 nanuentos, nonyyasimmx ACK (0,4 %). HesnauntensHoe KpoBOU3IUSHUE
ciyuansiocs y 40 nmanueHToB (1,6 %), nonyyasmmx kinonuaorpen u ACK, u 'y 13 nanueHTos,

nonyyaBunx ACK (0,5 %).
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Ananuz nepuooa oeticmaus npenapamos 8 pamKa) uccneddbiniit CHANEEFPOINF-TE 1002)

He 6pu10 penmymiiecTBa B ToM, 9T00BI Tpookath JAT Gomnee 21 qus. Kimmandeckas monb3a oT
npoaonkenus AT 6onee 3 Henenb npoeMOHCTpHpoBaHa He Obuta. Llenbio pacnpeaeneHus
MaCCHUBHBIX MIIEMUYECKHX OCIIOKHEHHUH M CITy4aeB MAaCCUBHOTO KPOBOM3IHUSIHUSA MO TPYIIIaM
JeYeHHs B TIEpUOJIe JEHCTBUS MPETapaToB O aHAIN3 BIMSAHUS KPaTKOCPOYHOTO MEPHO/Ia JEUCTBHS
JAT.

Qubpunayus npedcepoutl

B xone xmmamueckoro uccnempoBanust ACTIVE-A mokasano, 94T0 y manueHToB ¢ GuOpMILIAIIeH
npeacepauil, KOTopble UMEIH, KAK MUHUMYM, OJIUH (DaKTOp PUCKa Pa3BUTHS COCYAUCTHIX
OCJIOXXHEHUH, HO OBUTH HECTIOCOOHBI MPUHUMATH HETIPSIMbIE aHTHKOATYJISTHTHI, KIIOTIUJIOTPEI B
couetannu ¢ ACK (1o cpaBHeHHI0 ¢ mpreMoM Tojibko oaHoi ACK) yMeHbIan 4acToTy BMECTe
B3STBIX UHCYJIbTa, HH(ApPKTAa MUOKap/a, CUCTEMHON TpoMO03MOO0IMY BHE LIEHTPAJIbHON HEPBHOU
cuctembl (ITHC) mmm cocyauctoit cMepTH, B OOJbIIEH CTETICHH 32 CYET YMEHBIIICHHUS PUCKa
pa3BUTHS UHCYJIbTA.

O¢ddexTuBHOCTH TpUEMa Kionuaorpesna B coueranuu ¢ ACK BBISBIIATIACH pAHO U COXPAHSIIACH J10

5 ner. YMeHbIIeHHE PUCKA KPYITHBIX COCYIMCTBIX OCJIOKHEHUN B IPYIIE NAllMEHTOB, IPUHUMABIINX
knormuaorpen B coueranuu ¢ ACK, Hab10/1a710Ch B OCHOBHOM 32 CUET OOJIBIIET0 YMEHBIICHUS
YacTOTHl MHCYJIBTOB. PHCK pa3BUTHs MHCYJIBTA JIFOOOM TSXKECTH MPH MPUEMe KIIOMHUIOTpelia B
couetranun ¢ ACK cHmxancs, a Takke HaOJIoJaiach TEHACHIHS K CHIDKEHHUIO YaCTOTHI Pa3BUTHS
uHapKTa MUOKap/a B TpyIie, NoJdy4aBIlei jeuenue kionuaorpenom B coueranun ¢ ACK, Ho He
HaOJI0TAIOCH pa3uanid B 4acToTe TpoMOoamMOommii BHe [IHC mmm cocyaucroit cmeptu. Kpome
aTOoro, MpHueM Kiormaorpesna B coderannu ¢ ACK ymeHbman o0miee KOJU4ecTBO THEH
TOCIIUTAIM3AIMU TIO CEPACYHO-COCYAUCTHIM MPUUHNHAM.

Dapmakokunemuka

Bcacvisanue

IIpy OIHOKPATHOM M IOBTOPHOM IIPUEME BHYTPb B IO3UPOBKE 75 MI' B CYTKH KJIOIHUIOIPET
OBICTPO BCACBIBACTCH.

Cpennee 3HaueHHE MaKCUMaIbHOMN KOHIEHTpAIMU (Cmax) HEM3MEHEHHOTO KJIOMHI0TPea B
1a3Me KpoBHU (MPUOIU3UTENBHO 2,2-2,5 MI/MJI 1IOCIIE IPUeMa BHYTPb Pa3oBOi 103kl 75 Mr)
J0CTUTaeTCs MPUOIU3UTENBbHO uepe3 45 MUH mocie npuema npenapata. [1o JaHHBIM 3KCKpenuu
MeTabOoIMTOB KIIOMUIOTpeNia Yepe3 MOUKH ero abcopOuus coctapiseT npuomusuTensHo 50 %.

Pacnpedenenue

In vitro xonuaorpen u ero OCHOBHOW IUPKYJIMPYIOMINHI B IUIa3Me KPOBH HEaKTUBHBII
MeTaboIUT 00paTUMO CBA3BIBAIOTCS ¢ OenkaMH Iia3Mbl KpoBu (Ha 98 % u 94 %,
COOTBETCTBEHHO), U JaHHAs CBA3b SBIACTCS HEHACHIIIIAeMO 10 KoHieHTparuu 100 mr/mot.

Memaboausm
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MeTabOIM3UPYETCSI IBYMS TYTSMHU: TIEPBBIA OCYIIECTBIISETCS C IIOMOIIBIO 3CTEPA3 U MPUBOJUT K
TUAPOIIN3Y KJIOMUI0Tpenia ¢ 00pa3oBaHUEM HEAKTUBHOTO MPOU3BOJIHOTO KapOOKCHIHHON
KHUCTIOTHI (85 % OT HUPKYIUPYIOIIUX META0OIUTOB); BTOPOIl IyTh OCYILIECTBISETCS C TOMOIIBIO
n3odepmenToB nuroxpoma P450.

[TepBOHaYAIBHO KIOMUIOTPEN META0OIU3UPYETCS 10 2-0KCO-KIOMUIOTPENa, SBIISIOMIEroCs
MPOMEKYTOUHBIM MeTadomuToM. [Tocneayronuii MeTabonu3M 2-0KCO-KIOMUI0Tpesia MPUBOAUT
K 00pa30BaHUIO aKTHBHOTO METa00JIMTa KIOMHIOTPEa — THOIBLHOTO IPOU3BOTHOTO
kionugorpena. In vitro sTor akTuBHBIN MeTabOIUT 00pa3yeTcs, IIIaBHBIM 00pa3oM, C TIOMOIIBIO
uzodpepmenta CYP2C19, Ho B ero o6pa3oBaHUU TaK)Ke y4acCTBYIOT HEKOTOPBIE IpyTrHe
nzodepmentsl, Bkiodass CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIN THOJBHBIN META0OIUT
KJIOIHMI0TPeNia, BBIACICHHBIN B IN VItro ucciie1oBanusX, ObICTPO U HEOOPATHMO CBSI3bIBACTCS C
penenTopamMu TPOMOOIIUTOB, OJIOKUPYSI TAKUM 00pa30M arperamuio TpPOMOOITUTOB.

Chmax aKTUBHOTO MeTa00JIMTa KIOMUOTPeNa MOCIe OJHOKPATHOTO MIPHEMa €ro Harpy304HOM
110361 300 Mr B 2 pasa mpeBbIIAET TAKOBYIO MOCE 4-X THEW mprueMa Moaaep >KUBaroIIeH 103bl
kionugorpena 75 mMr. Cmax TOCTHTaeTCs MPUOIH3UTENHHO B TeueHne 30—-60 MuH.

Buigedenue

B Teuenue 120 gacoB mocie mpreMa BHYTPb 4eI0BekoM *C-MeueHOoro KIOMHI0Tpena OKoJIo

50 % paanoaKTUBHOCTH BBIBOJUTCS Uepe3 MOYKU U MPUOIU3UTENbHO 46 % pairoaKTUBHOCTH
BBIBOJIUTCS Yepe3 KuleuHuK. [lociie 0THOKpaTHOTO IpreMa BHYTPh JO3HPOBKHU B 75 MT MEpHOT
noayBbiBeeHus (T1/2) Kiomumorpena cocrapisieT npuoIm3nuTeNibHO 6 4. [Tocae 0HOKPAaTHOTO
npreMa U mpremMa IMoBTOPHBIX 103 Kionuaorpena Ti, ero OCHOBHOTO HUPKYJIHPYOMIETO B
TUIa3Me KPOBU HEAKTHMBHOTO METa0O0JIMTa COCTABIISET 8§ Y.

Dapmakozenemuka

C nomornsio uzodepmenra CYP2C19 obpa3zyrorcs, Kak akTUBHBIH METaOOJIUT, TaK U
IPOMEKYTOYHBIA META0OHT — 2-0KCco-Kionmuaorpen. apMakoKWHETHKA U aHTHATPETaHTHOE
NENCTBUE aKTUBHOTO META00INTa KIIOMUAOTPENa, TP UCCISIOBAHUH arperaiuu TpOMOOITUTOB
X VIVO, BapbUpPYIOT B 3aBUCHMOCTH OT reHotumna m3opepmenta CYP2C19. Amens rena
CYP2C19*1 cooTBeTCTBYET MOJHOCTHIO (PYHKITMOHAITBHOMY META00IN3MY, TOTJa KaK aJlIeTn
reHoB CYP2C19*2 u CYP2C19*3 aBnstitoTcss HepyHKITMOHATBHBIMA. AJUIEIIA TEHOB
CYP2C19*2 u CYP2C19*3 gBnstoTcsi NPUUMHON CHIDKEHHS MeTaboIu3Ma y OOJIBIIIMHCTBA
npencTaBuTenel eBporeonanoi (85 %) u monronouHoi pacsl (99 %). Hpyrue annenu, ¢
KOTOPBIMH CBSI3aHO OTCYTCTBHE WJIM CHIKCHHE METa00IM3Ma, BCTPEYAIOTCS PEXKe U BKITFOYAIOT,
HO HE orpaHuYMBaroTcs, auiensmMu reHoB CYP2C19*4, *5, *6, *7 u *§. [laruenTsl ¢ HU3KOH

akTuBHOCTHIO M30(epmenta CYP2C19 nomxuel 06manath AByMs yKa3aHHBIMHU BBIIIE ajUICISIMU
9
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HU3KO# akTuBHOCTHIO M30depmenta CYP2C19 y mannueHToB €BpONEOUIHOM pachl COCTABISIOT
2%, y maireHToB HerpouHOU pacel — 4 % u y MoHToson1HOU packl — 14%. CyiiecTByIOT
CrieMaibHbIe TECTHI Ul OTPEeIETICHNUS UMEIOIErocs y MalueHTa reHoTuIa n3odepmMenTa
CYP2C109.

ITo marHBIM TepekpecTHOTO HccaeaoBanus (40 T0OGPOBOJIBIIEB) C yUaCTUEM TIOOPOBOJIBIIEB C
OYCHb BBICOKOM, BEICOKOM, MPOMEKYTOYHOM U HU3KOK akTUBHOCTHIO n3odepmenta CYP2C19,
KaKHX-JTMOO CYIIECTBEHHBIX PAa3IUYMil B 3KCIIO3UIIMM aKTUBHOT'O METa00INTa M B CPETHUX
3Ha4YeHUsAX UHTHOMpoBanus arperaiuu Tpomoonuros (MAT), unaynupoBannoit AJD, y
TOOPOBOJIBIIEB C OYEHb BHICOKOM, BEICOKOW U MPOMEKYTOYHON aKTUBHOCTBIO H30(epMeHTa
CYP2C19 BrisiBneHo He ObIT0. Y 1OOPOBOJIBIIEB C HU3KOW aKTUBHOCTHIO H30(epMEHTA
CYP2C19 skcno3uius akTHBHOTO MeTa0o0JMTa CHUXKanach Ha 63—71 % 1o cpaBHEHHIO C
T0OpPOBOJIBIIAMH C BBICOKOW aKTHBHOCTHIO n3odgepmenta CYP2C19. IIpu ucmnoap30BaHUM CXEMBI
nedyerus: 300 Mr Harpy3ouHas 103a/75 mMr nogjaepxkuBarorias 1o3a (300 mr/75 mr) y
T0OpPOBOJIBIIEB ¢ HU3KOM akTUBHOCTHIO M30depmenta CYP2C19 anturpomboriuTapHoe
JeiicTBUE CHUXKAIIOCh co cperHuMu 3HaueHussMu AT, coctasisronumu 24 % (yepes3 24 1) u
37 % (na 5 nenw uccnenosanus) no cpaBHeHuto ¢ MAT, cocraBnstonmu 39 % (yepes 24 4) u
58 % (Ha 5 neHb uccleoBaHus), y J0OPOBOJIBLIEB C BHICOKON aKTUBHOCTHIO N30 epMEHTa
CYP2C19 u 37 % (uepe3 24 1) u 60 % (Ha 5 qeHb HCCe0BaHus) Y JOOPOBOJIBLIEB C
IPOMEKYTOUHOM akTUBHOCTHIO M30depmenta CYP2C19.

Korna noOpoBoibIiel ¢ HU3KOM akTUBHOCTHIO H30(hepmenta CYP2C19 nomywanu npenapar mo
cxeme sieuenus 600 Mr Harpy3odnas 103a/150 mr mogmepxuBarotias 1o03a (600 mr/150 mr),
9KCIIO3ULMS aKTUBHOTO MeTa0ouTa ObLIa BhIIIE, YEM IIPH MIPUEME 110 CXEME JICUEHUS

300 mr/75 mr. Kpome storo, UAT coctasisino 32 % (depes 24 4) u 61 % (Ha 5 nenp
UCCIIEIOBaHMS), YTO OBUIO OOJIBIIIE TAKOBOTO Y 10OPOBOJIBLIEB C HU3KON aKTHBHOCTHIO
nzodepmenta CYP2C19, nonyuaBmux nedenue mno cxeme 300 mr/75 mr, 1 66110 MOJ00HO
TaKOBOMY B TPYIITIax MaIMEeHTOB ¢ Oojee BhICOKOM MHTEHCUBHOCTHI0O CYP2C19-MmeTabonm3ma,
noay4aBmux jeyerue no cxeme 300 mr/75 mr. OqHaKo B UCCIEIOBAHHSIX C YUETOM
KJIMHUYECKHX MCXOJI0B PEKUM JIO3UPOBAHUS KIIOMUAOTPENa sl MAIUEHTOB 3TOU TPYIIIBI
(marmeHTOB ¢ HU3KOM akTUBHOCTHIO m3odepmernTa CYP2C19) noka He ycTaHOBIIEH.
AHaJIOTMYHO pe3ynbTaTaM JaHHOTO UCCIIEJOBaHMs METa-aHallu3 LIECTH UCCIIeI0BaHul, B
KOTOPBII BOILIH JaHHBIE 335 10OPOBOIIBIEB, MOMYYABIINX KIOMUJOTPEN U HAXOIUBIINXCS B
COCTOSIHUU JIOCTHKEHHS PABHOBECHOM KOHIIEHTPAIIUH, TI0Ka3aJl, YTO 110 CPAaBHEHHUIO C
JIOOpPOBOJIBIIAMH C BBICOKOM akTUBHOCTHIO n3odepmerta CYP2C19, y 1oOpoBOJIBIIEB C

MIPOMEKYTOUYHON aKTHBHOCTHIO n3odepmenta CYP2C19 skcro3uiusi akTHBHOTO METa00JIMTa

10
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72 %, B T0 Bpemst kak MAT Obu1o cHmkeHo ¢ pazmuuusmu B UAT va 5,9 % u 21,4 %,
COOTBETCTBEHHO.

He mpoBonunock onenku Bausiaus renotuna CYP2C19 na kmuHUYECKHe UCXObI Y TTallMeHTOB,
MOJIYYaBIIUX KJIOMUAOTPEI, B TPOCHEKTUBHBIX PAHIOMU3UPOBAHHBIX KOHTPOJIUPYEMbIX
uccienoBanusax. OJHAKO HA HACTOSAIINI MOMEHT UMEETCS HECKOJIBKO PETPOCTIEKTUBHBIX
aHaIM30B. Pe3ynbTaThl reHOTUITMPOBAHHUS MTOJIYICHBI B XO/I€ CIICIYIOIINX KIMHHYECKUX
uccnenoannii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)Ke B HECKOJIbKUX OIYOJIMKOBAHHBIX KOTOPTHBIX UCCIIEI0OBAHUSX.

B uccnenosanuu TRITON-TIMI 38 u 3-x xoroptabix uccinenoBanusx (Collet, Sibbing, Giusti)
NaIMEeHThl KOMOMHUPOBAHHOM IPYIIIBI ¢ TPOMEKYTOUYHOM MIIM HU3KOM aKTUBHOCTBIO
m3odepmerta CYP2C19 umenu 60s1ee BRICOKYIO YaCTOTY CEPACYHO-COCYIUCTHIX OCITOKHEHHUI
(cMepTh, HHGAPKT MUOKApAA U UHCYIIBT) WM TPOMOO03a CTEHTA MO CPAaBHEHHUIO C TAKOBBIMHU Y
MAIMEHTOB C BHICOKOH akTUBHOCTHIO m3odepmenta CYP2C109.

B uccnenoannun CHARISMA u ogHOM KOropTHOM HccieoBanuu (SiMon), yBeandeHne
YacTOTHI CEPJIEYHO-COCYAUCTHIX OCIIOKHEHUN HAOI0JaI0Ch TOJIBKO Y MAllUEHTOB C HU3KO
akTUBHOCTHIO n3odepmenta CYP2C19 (nmpu ux cpaBHEHUU C MAIMEHTAMU C BHICOKOM
akTHBHOCTBIO m30¢pepmenta CYP2C19).

B uccnenoanuu CURE, CLARITY, ACTIVE-A u ogHOM U3 KOTOPTHBIX UCCIIEIOBAHUMN
(Trenk), He HaGIIO1ATOCH YBEIMYEHHUS YaCTOTHI CEPIACUHO-COCYAUCTHIX OCIOKHCHHI B
3aBUCUMOCTH OT UHTeHCUBHOCTH CYP2C19-merabonu3ma.

Ocobbie Z2pynnvl nauuermoe

dapMaKOKHMHETHKA aKTUBHOT'O META0O0JINTa KIOMHUIOTPesia B 0COOBIX TpyINaxX NallMeHTOB HEe
U3y4anach.

llayuenmuor cmapwe 75 nem

VY noGpoBoiblieB cTapiie 75 JeT Ipu CPaBHEHUH C MOJIOJIBIMU JOOPOBOJIBIIAMU HE OBLIO
MOJIYYEeHO pa3IMyuil 10 MOKa3aTelNsiM arperanuy TpOMOOLIUTOB U BPEMEHH KPOBOTEUEHUSI.
Koppeknus 10361 HE TpeOyeTcs.

Jlemckuti 6ozpacm 0o 18 nem

Knunnueckue 1aHHbIE OTCYTCTBYIOT.

Tayuenmoi ¢ Hapywenuem yHKyuu novex

[Tocne MOBTOPHBIX MPHUEMOB KJIONUAOTPEia B JO3UPOBKE 75 MI/CYTKH Y MAIIUEHTOB C TSHKEIBIMU
HapymeHusMu GyHKIu nmovek (kauperc kpeatuauHa (KK) ot 5 mu/mMun 10 15 mur/mun)
uHruouposanue AJIO-uHAYIMPOBAHHOI arperauy TpOMOOIMTOB ObLTO HIDKE (Ha 25 %) 1o
CPaBHEHHIO C TAKOBBIM Y 37I0POBBIX 100POBOJIBLIEB, OIHAKO YAJMHEHNE BPEMEHH KPOBOTEUCHUS
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
o7 11.06.2024 N= 11621
OBLJIO TI0JTOOHBIM TAKOBOMY Y 37I0POBBIX JI00OPO OHLHeB":H&W—%%ﬁIﬁJ%E% LTk 0002)

JIO3UPOBKE 75 MI' B CYTKHU.

Tayuenmoi ¢ HapywieHuem QYHKyuU neveHu

He 0b110 3HaYMMBIX OTJIMUKH B cTerieHH HHTHOupoBanus AJID-uHIyIupoBaHHOM arperaiun
TPOMOOIIUTOB TIOCJIE €KETHEBHOTO MTPHUEMa KIIOMUAOTpeia B CyTOUHOM 03¢ 75 mr B Teuenue 10
JHEH y NaIllMeHTOB C TSDKEJIBIMH HapyIIEHUSAMH (DYHKIIMH [I€YEHH 110 CPAaBHEHUIO CO 3/I0POBBIMHU
nobpoBonbiiamu. CpeHee BpeMsi KPOBOTEUEHHUS TAK)KE COMTOCTABIUMO B 00EUX TpyIax.
Pacosas npunaonescnocmo

Pacnipoctpanennocts ameneit reHoB uzodepmenta CYP2C19, o6ycnaBauBarommx
IPOMEXYTOUHYIO U HU3KYIO aKTUBHOCTb 3TOTO M30(hepMEHTa, OTIMYACTCS Y MpeICTaBUTENeH
pa3IMYHBIX PacoOBBIX rpynil. MIMeroTcs orpaHndYeHHbIE JINTEpaTypHbIe JaHHbIE 00 UX
pPacIpoCTpaHEHHOCTH y MPEACTaBUTENEH MOHTOJIOMIHON PAChl, YTO HE TIO3BOJISET OLIEHUTh Y
HUX 3HaueHus reHotunupoBanus uzopepmenta CYP2C19 mist pa3BUTHA HUIIIEMUYECKUX
OCJIOKHEHUU.

Iloka3zaHus K NIPUMEHEHHIO

Bmopuunas npod)wzakmuka amepompoxwéomuuecxux OCTIONCHEHUU.

* V B3pOCIbIX MAIMEHTOB MOCJIE HEITaBHO MepeHeceHHOro nH(apkTa MUoKap/a (C JaBHOCTHIO OT
HECKOJBKHUX JHEN 70 35 nHel), HeIaBHO MEePEHECEHHOI0 UIIEMUYECKOT0 HHCYIbTA (C
JABHOCTBIO OT 7 IHEH 10 6 MeCsIeB) WK IIPU AUarHOCTUPOBAHHOM 3a00JI€BaHUU
nepudepuIecKux apTepu.

* V B3pOCIIBIX MAUEHTOB C OCTPHIM KOPOHAPHBIM CHHIPOMOM:
— OCTpBI KOPOHAPHBIN CUHAPOM Oe3 moasema cermeHTa ST (HecTaOuabHas CTEHOKApAUS
wr nHGapKT MUOKapaa 0e3 3youa Q), BKiIrodast NalueHTOB, KOTOPbIE JODKHBI OTyYaTh
MeAMKAMEHTO3HOE JICUeHHUE, U MAIMEeHTOB, KOTOPHIM MTOKA3aHO YPECKOKHOE KOPOHAPHOE
BMEIIATEILCTBO (CO CTEHUPOBAHUEM WJIM 0€3 CTEHTUPOBAHUS) I a0PTOKOPOHAPHOE
mryHTupoBanue (AKII).
— ocTpblil UH(MApPKT MUOKapAa ¢ mogbeMoM cerMeHTa ST, BKIIIOUas MalueHToB, MOJTyYaroInuX
MeAMKAMEHTO3HOE JICYEHHE, B TOM YUCIIE TPOMOOIUTHUECKYIO TEPAIHIO.

Hpod)wzakmuka amepomp0M60muqec1<ux u mp0M609M60ﬂuqec1<ux OCJIOHCHEHUU Y 63DOCJIbIX

nayuenmos ¢ pubpuinayuen npedcepoul (mMepuamenvHou apummuen)

— Y B3pOCIBIX MAIMEHTOB ¢ GUOpUILIALINEH TIpeacepauil (MepIaTenbHON apuUTMHEH ),
UMEIOUTUM XOTsI ObI OIMH (DaKTOP pUCKA PA3BUTHUS COCYIUCTBIX OCIIOKHEHUH, KOTOPHIE HE
MOTYT IprHUMAaTh aHTaroHucThl BUTaMuHa K (ABK) 1 nuMeroT HU3Kui prCcK KPOBOTCUCHHH,
KJIONUOTPEI B COYETaHUH C areTriicanuuuiaoBoit kuciaoro (ACK) nmokazan st
npoMIAKTUKN aTePOTPOMOOTHYECKHX M TPOMOOIMOOTUUECKUX COOBITUH, BKIIIOYAs! HHCYIIBT.
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 11.06.2024 M= 'I]_E;E] B
V 83pocavix nauuenmos ¢ mpaH3umopHoU ueMu4ecko QH&KE;PE@E)TWQWEB D024 020

PUCKA U C MATLIM uemudeckum urncyaomom (UHU) (8 kombunauyuu ¢ ACK)

Knonuooepen 6 kombunayuu ¢ ACK noxazan.:

— B3pocibIM narmenTaM ¢ TUA cpemnHero wim BICOKOTO pucKa (orieHka 1o mkaie ABCD2*

>4) wim ¢ mansiM M (NIHSS** <3) B Teuenue 24 yacos nocie coosrrast TUA wmm M.
* J1Ikana AJ1s OLIGHKHM pHCKa paHHEero MHeyabTa nocie TUA, Gasupyercs Ha clielylonuX napamMmerpax: Bo3pacr,
ApTCPUAIBHOC AaBJICHUEC, KIIMHUYCCKUC CUMIITOMBI, ITIPOJAOIZKUTCIIBHOCTD THUA n CaX&pHLIﬁ ,HI/Ia6€T.

** [1Ikana MHCYJIbTa HAITMOHAILHOTO HHCTUTYTA 3/I0OPOBBSI.

IIpoTruBONOKA3aAHUSA

— TMIIEPYYBCTBUTENIBHOCTD K KIIOMUIOTPENy WIH JTI000OMY M3 BCIIOMOTaTeIbHBIX BEIIECTB
npernapara;

— TsDKeJas MeYeHOYHasi HeIOCTaTOYHOCTb;

— OCTpO€ KPOBOTEUEHHUE, HAIPUMEP, KPOBOTEUCHHE U3 MENTUUECKON S3BbI WIM BHYTPUUYEPEITHOE
KpPOBOU3JIUSHUE,

— OEpEeMEHHOCTD U MEPHOJ IPYIHOTO BCKapMIUBaHU (CM. pas3zen «bepeMeHHOCTh U epro.
TPYAHOTO BCKAPMIIMBAHUS);

— nmerckuit Bo3pacT 10 18 jet (6e3omacHoCTh U 3 (HEKTUBHOCTH TPUMEHEHHUS HE YCTAaHOBJICHBI).
C 0CTOPOXKHOCTHIO

C 0oCTOpOXKHOCTBIO CIEAYET Ha3HAUaTh Ipernapar:

— IIpU YMEPEHHOU IIEYEHOYHON HEJOCTATOYHOCTH, IIPU KOTOPOM BO3MOYKHA
MPEIPACIIONOKEHHOCTh K KPOBOTEUEHHIO (OTpPaHUYEHHBIN KIMHUYECKUH OMBIT IPUMEHEHHUS );

— [IPH MIOYEYHOM HETOCTaTOUYHOCTH (OTpaHUYEHHBIA KITMHUYECKHUI ONBIT IPUMEHEHU );

— 1pu 3a00JIEBAHUSAX, IPU KOTOPBIX UMEETCS MPEAPACIIONIOKEHHOCTh K Pa3BUTHIO KPOBOTEUCHUI
(B 4aCTHOCTH KEITyTIOYHO-KUIIICYHBIX WJIA BHYTPUTIIA3HBIX ), M, B OCOOCHHOCTH, PH
OJIHOBPEMEHHOM MPUMEHEHHUH JIEKAPCTBEHHBIX CPEACTB, KOTOPhIE MOTYT BBI3BaTh MOBPEXKICHUS
CIIM3UCTON 000JIOYKH JKEITYTOUHO-KHUIIIeUYHOTO TpakTa (Takux kak ACK u HecteponaHbie
npoTHBOBOCTIATHMTENbHBIE Tpenapatsl (HIIBII));

— y HNAIMEHTOB, Y KOTOPBIX UMEETCS MOBHIIIEHHBIN PUCK PAa3BUTHUSI KPOBOTEUEHUS: M3-32
TpaBMbl, XUPYPrUUECKOr0 BMENIATEIbCTBA WM APYTUX MATOJIOTHUYECKUX COCTOSIHUM, a TaKxkKe y
nanueHToB, noryvaroniux jJedeHue ACK, remapunom, BapdapruHOM, HHTHOUTOpAMH
rnukonporenna [Ib/I1la, HITBII, B Tom 4rcie ceneKTUBHBIME HHTHOUTOPaMHU
nukinookcurenassl-2 (LHOI'-2), a Takxe ApyruMu JieKapCTBEHHBIMH CPEJICTBAMU, IPUMEHEHHE
KOTOPBIX CBSI3aHO C PUCKOM PA3BUTHS KPOBOTECUEHH, CEIEKTUBHBIMU HHIMOUTOPaMU 0OPaTHOTO
3axBara ceporonnHa (CHO3C) (cm. paznensl «B3anMozeiicTBre ¢ APYTrUMH JICKApCTBEHHBIMHU

cpenctBamMu», «OcoObIe yKa3aHUS»);
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
o1 11.06.2024 N2 11621
— IIpHU OJIHOBPEMEHHOM IIPUMEHEHHUH C JIEKApPCT eHHLIMI&Q'péﬂcWi%E el 0002)

cyocrparamu uzopepmenta CYP2C8 (penarnuuua, nakiuTakcen) (cM. pa3aen
«B3aumoelicTBIE ¢ APYTUMH JICKAPCTBEHHBIME CPEIICTBAMUY);

— Yy HAIMEHTOB ¢ HU3KOM akTUBHOCTHIO m30odepmenta CYP2C19 (cMm. pazaen
«Dapmakosiornueckue CBOMCTBay nmojpaszaen «dapmakoreHeTuKay, pa3aens «Crnocod
NPUMEHCHHS U 103b1», «Oco0bIe yKa3aHUI»);

— [IPY YKa3aHHIX B aHAMHE3¢ Ha aJUIEPTHYECKUEe U TEeMATOJIOTUYECKUE PEAKIINH Ha APYTUE
TUEHONMPUANHBI (TaKHe KaK TUKJIOMUANH, Ipacyrpen) (BO3MOKHOCTD MEPEKPECTHHIX
QJUIEPTUYECKUX M TeMATOJIOTHUECKHUX peakiui, cM. paszaen «Ocolble yka3aHusy»);

— IIPY HEJIABHO MEPEHECCHHOM TIPEXOISAIIEM HAPYIIEHUU MO3TOBOTO KPOBOOOPAIIIEHUS HIIH
uireMuaeckom uHcysbTe (pu couerannu ¢ ACK, cM. paszaen «OcoObie ykazaHHs»).
I[IpumeHeHne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOI0 BCKAPMJIUBAHUSA

Bbepemennocmo

I/ICCHGI[OBaHI/IH Ha JKUBOTHBIX HC BbBIABUJIN HU HpHMBIX, HHA HerHMBIX H€6J'IaI‘OHpI/I$ITHBIX

3¢ PeKTOB Ha TeUeHHE OepeMEHHOCTH, SMOPHOHAILHOE PAa3BUTHE, POJIBI U MIOCTHATAILHOE
pasButHe. Tak Kak He Bcerja o pe3ybTaTaM HCCIeI0BaHNN Ha )KHBOTHBIX MOYKHO TpPE/IcKa3aTh
PEaKIHrIo y Y4eoBeKa, U BCJICICTBAE OTCYTCTBHS JTAHHBIX KOHTPOJIHMPYEMBIX KIIMHUYSCKUX
I/ICCJ'IGI[OBaHI/Iﬁ 110 aneMy KJIOHI/I,Z[OI‘peJIa 6epeMeHHBIMI/I KCHIIMHAMH, B KQUCCTBC MepBI
MPEIOCTOPOKHOCTH HE PEKOMEHTYETCS MPUEM KIIOMUIOTPelia BO BpeMsi OEpeMEHHOCTH, 32
UCKJTIOYCHHUEM TEX CITydaeB, KOrja, 10 MHCHHIO Bpaya, ero MIPUMEHEHHUE HACTOSATEIHHO
HEO00XO0aUMO.

Ilepuoo ZDVOHOZO BCKAPMIUBAHUA

B HCCIICAOBAHUAX HAa KPbICAX IMMOKA3aHO, YTO KJIIOMMUAOIPECII I/I/I/I.HI/I €ro MeTaGOHI/ITBI BBIACIAOTCA
C TPYHBIM MOJIOKOM.

HewsBecTHO, BBIICISIETCS JIW KIIOMUAOTPEN C TPYIHBIM MOJIOKOM YeJIOBeKa. Tak Kak MHOTHE
JICKApCTBCHHBIC CPCACTBA BBIACIIAKOTCA C I'PYAHBIM MOJIOKOM U CYIICCTBYCT PUCK Pa3BUTUSA
MOTEHIMAJIbHBIX HEOIAronpuATHBIX peakluil y peOeHKa, HaXOIAIIerocss Ha TPy THOM
BCKapMJTUBAHWH, CIICAYET MIPUHATH PEIICHUE O TPEKPAICHUH TPYTHOTO BCKapMIITMBAHUS W 00
OTMEHE Iperapara ¢ y4eToM HEOOXOIMMOCTH €r0 IPUMEHEHHUS JJIs1 MaTEPH.

Cnoco6 npuMeHeHus U 103bI

BuyTpp, HE3aBUCUMO OT IIpUEMa IULIH.

Heoasno NnepeHecernblll qu)ame Muomp()a, HeOasHo NepeHeCcernblil UHCYIbIN U

()MCZZHOCWIMDOGCZHHCZ}I OKKAI03UOHHAA DOJIe3Hb nepud)epuquKux apmepuii

Pexomenayemast 1o3a — 75 Mr ouH pa3 B CyTKH.

Ocmpuiil kKopouapuwlil cunopom 6e3 noovema ceamenma ST (Hecmabuibras cmeHokapous,
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ungapxm muoxapoa be3 3voua Q) (MOCNEOQBATENEHOCTE 0002)

JledeHne KIOMUIOTPENIOM CIEAYET HAUMHATh C OAHOKPATHOTO NTpUEMa Harpy304HOM 1035l

300 mr unu 600 mr. Harpy3zounyto 103y 600 Mr Mo>kHO Ha3Ha4aTh MaleHTaM B BO3pacTe MEHee
75 ner, Korja MmiIaHupyeTCcs MPOBEACHUE YPECKOKHOTO KOPOHAPHOTO BMEIIATEIbCTRA. JIeueHune
KJIOMMUAOTPEJIOM CJIEIYET MPOJOJKUTE B 103UpoBKe 75 mr 1 pa3 B cytku coBmecTHO ¢ ACK B
no3e 75—325 mr. [Tockonbky 6omnee Bricokue 10361 ACK OblTH CBSI3aHBI ¢ 00Jiee BBICOKUM
PHCKOM KPOBOTEUYEHHUS, peKoMeHIyeTcsl, 4To0b! 103a ACK He nmpesbimana 100 mr.
OnTumalnbHas MpoJOKUTEILHOCTD JeUeHUs: OQUIIMATBFHO HE yCTaHOBNIEHA. J[aHHbIe
KJIIMHUYECKUX MCCIIETOBAHUM MOATBEPKAAI0T BOSMOKHOCTH POAOKUTEIHHOCTH JIeUeHHs 10 12
Mecs1eB; MakcuMalbHas 3(ppekTUBHOCTD Tepanuu HabIroAaIach yepes3 3 Mecsla JICUeHHUs.

Ocmpuotii unapkm muokapoa ¢ noovemom cecmenma ST

Knonunorpen Haznavarot B 103¢ 75 Mr 1 pa3 B cyTkH ¢ uin 0e3 Harpy304Hoit 10361 300 mr B
koMmOunanmu ¢ ACK, a Takxe ¢ TpOMOOIMTHYECKUMU TIpenapaTamMu Wik 0e3 HUX. Y MarueHTOB
crapiue 75 JeT JeyeHne KIOMUAO0TPEesIOM JODKHO HaunHAThCA 0e3 preMa ero Harpy304Hoi
103b1. KoOMOMHMPOBaHHYIO Tepanuio ciaelyeT HauuHaTh KaK MOKHO PaHbIIIe MOCTIe MOSBICHUS
CUMIITOMOB ¥ IIPOJOJIKAaTh HE MEHEE YEThIPEX HENEIb.

DQubpurauus npedcepouu

Krnonunorpen cnenyer npuHUMAaTh B CYyTOUHOM 7103€ 75 Mr. B KoMOMHAIIUMY ¢ KIOMUAOTPEIOM
HeoOxoaumo npuauMath ACK B go3upoBke 75—100 mr exxenHeBHO (CM. pa3ien
«DapMaKOJIIOTHIECKHE CBOUCTBAY).

Bspocnvie nayuenmot ¢ TUA cpedne2o unu gvicoko20 pucka uiu ¢ maivim AU

B3pocneim nanentam ¢ TUA cpenHero uiam BICOKOTO pucka (oreHka o mkane ABCD2* >4)
win ¢ MmabeiM MU (NIHSS** <3) na3nauarot Harpy3ouHyo 103y kionuaorpena 300 mr, mocne
KOTOPOW Ha3HAYarOT Kiomuaorped B go3e 75 mr 1 pa3 B cytku u ACK (75—100 mr 1 pa3 B
cytkn). Tepanuro knonumorpenom u ACK crnenyet HaunHaTh B TeUeHHE 24 4acoB MOCIIE
COOBITHSI U TIPOJOIIKATH B TeUeHHe 21 JHsI, OCIe 4YeTo Ha3HAYAIOT TePaIuio OJHUM
AQHTUArPETAHTHBIM IIPETnapaToM.

Dapmakocenemuxa (nauuenmbl C ceHemu4yeckKu 06VCJZO€JZ€HHOIZ CHUICEHHOU AKMUBHOCHbIO

uzopepmenma CYP2C19)

Huskas aktuBHocTh n30hepmenta CYP2C19 cBsizana ¢ yMEHBIIICHHEM aHTHArPETaHTHOTO
neicTBus Kinonuaorpena. Pexxum npuMenenus 6onee Bbicokux 103 (600 Mr — Harpy3ouyHast 103a,
3atem 150 mr 1 pa3 B CyTKH €KETHEBHO) Y MAIUEHTOB C HU3KOW aKTUBHOCTHIO M30(hepMEHTA
CYP2C19 yBennumnBaeT aHTHArperaHTHOE JCUCTBUE KIIOMUAOTpesna (CM. pa3aen
«PapmMaKoJIOrnyecKkue cBoMCcTBa» noapasaen «PapMakoreHeTHKay). Y MaluueHTOB HU3KOM
akTUBHOCTHIO M30(hepmenTa CYP2C19 MoKHO paccMOTpeTh BOIIPOC O MPUMEHEHUH Ooiiee
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BBICOKHX 1103 Kitomgorpena. Tounbiii pexuy apsuposatit i atroi tor yidind Ratuiéiros

B KJIMHUYCCKHUX MCCIICIOBAHUSX, YUUTHIBAIOIINX KIMHUYECKUAE UCXO/IbI, HE YCTAHOBJICH.
IIponyck 0o3b1

Ecmu mpomyiien npreM mpemnapara B TeUEHHUE:

* menee 12 yacoe Mocie 3aJIAHUPOBAHHOTO BPEMEHH: MAIIUCHTHI JOKHBI TPHHSTH 03y
HEME]ICHHO, a 3aTeM IPUHSATH CJACIYIOIIYIO 103y B OOBIYHOE 3aINIAHMPOBAHHOE BPEMSI;

* bonee 12 uacoes nocie 3arIaHUPOBAHHOTO BPEMEHHU: TTAIIMCHTHI JIOJDKHBI TIPUHSTH CIICTYIOLIYIO
7103y B 00BIYHOE 3aITAHUPOBAHHOE BPEMS M HE JOJDKHBI YABAMBATH J03Y.

Ocobule 2pynnsvl nauueHmos

Hayuenmuvr cmapwe 75 nem
Jiis monydenus nHGOPMAIIMK O HArPy30YHOU J103€ s MAIlEHTOB cTapiie 75 JeT CM. pa3aen
«Oco0bIe yKazaHUsI».
Iayuenmul ¢ Hapyuenuem QynKyuy novex
Koppekiuu 10361 He TpedyeTes (cM. paznen «OcoOble yKazaHHs»).
Iayuenmvi ¢ Hapywenuem hyHKyuu nevyeHu
Koppekiuu 10361 He Tpedyeres (M. pasaen «OcoOble yKazaHHs»).
emu
BezomacHocTh 1 3¢ heKkTHBHOCTH TPUMEHEHUS TIpenapara y aereit B Bo3pacrte a0 18 et He
YCTaHOBJICHBI. JJaHHBIE OTCYTCTBYIOT.
ITo0ouyHOE nelicTBUE

Pesrome mpoduist 0e3onacHOCTH

BezonacHocTs kimonuorpena uzyyena 6oiee uem y 44 000 manueHToB, B TOM yuciie 6osiee uem
y 12 000 maneHToB, NOTy4aBIINX JEYCHUE B TEUCHHE Toa wiu 6onee. B nenom
MEPEHOCUMOCTh KJIONUI0rpesia B 103€ 75 Mr B cyTku B uccinenoBanuu CAPRIE
cootBeTcTBOBaja nepeHocumoct ACK B 103e 325 Mr B CyTKH, HE3aBUCHMO OT BO3pacTa, moJja
Y PacoBOM MPUHANIECKHOCTH NAaMEHTOB. Huke repeuncienbl KIMHUYECKH 3HAaUNMBbIE
HEe)KeNlaTeNIbHbIC SIBICHUS, HAOII0OJaBIINECs B MATH OOJBIINX KIMHUYECKUX UCCIEIOBAHUSIX:
CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A.

KpoBoTedenue sBnsieTcsi HanboJIee 4acTol peakime, 0 KOTOPOH COO0MANOCh Kak B KIMHUYIECKIX
HCCJIEIOBAHUAX, TaK U MPU MOCTPETUCTPALIMOHHOM IIPUMEHEHUH npenapara. Yaiie Bcero
€000111a7I0Ch 0 KPOBOTEUECHHUSAX B T€UEHHE MIEPBOTO MECALA JICUCHHS.

B kmmangeckom uccienoBannn CAPRIE oGmiast wacroTa Bcex KpOBOTEUECHUH Y TIAIIMEHTOB,
MPUHUMABIINX KJIOMUIOTPEN, U y nauueHToB, npunuMaBmnx ACK, cocrasuna 9,3 %. Yactora
TSDKEJIBIX KPOBOTEUEHU pu puMeHeHuu kinonuaorpena u ACK Obuia conocraBumoit: 1,4 % u

1,6 %, COOTBETCTBEHHO.
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COOTBETCTEYET ZKCNEPTHOMY OTYETY
o7 11 ':IE:E':IE-'i M2 1 1_'32 L
B nenom gacroTa pa3BUTHSA KEITyJOUHO-KHILIEYHb[X KpOBO%@éﬁﬁMﬁﬁéEg&[:'ﬁbﬁ%l:ﬁ\iaﬂﬁfﬁi:'

KJIONMUAOTpEN, U y nanuentos, npuanMasmnx ACK, coctasmsiia 2,0 % u 2,7 %, cOOTBETCTBEHHO.
OO61mas yacToTa KpOBOTEUEHHI APYToi TOKaIU3alMy IPU IpUEeMe KIIOMHI0Tpesia 0 CPABHEHHUIO C
npuemoM ACK 6sbina Boite (7,3 % npotus 6,5 %, cooTBeTcTBEHHO). OTHAKO YaCcTOTA TKEIBIX
KpoBOTeUeHHH npu nnpuMeneHnu kionunorpena u ACK 6suta conocrasumoii (0,6 % wumu 0,4 %,
COOTBETCTBEHHO). Hanbosee yacTo coo01anocs 0 pa3BUTHH CIEIYIOMIHUX KPOBOTEUEHUI:
MypITypa/KpOBOMOATEKH, HOCOBOE KPOBOTEUEHHE. Pexe coob1anoch 0 pa3BUTHH reMaToM,
reMaTypHH U TJIa3HbIX KPOBOM3IHUSHUHN (TJIaBHBIM 00pa3oM, KOHbIOHKTHBAJIbHBIX ).

YactoTa BHYTpUYEPEITHBIX KPOBOM3IUSHUM MpH puMeHeHnu kinonugorpena 1 ACK Obuta
comroctaBumoii (0,4 % wmu 0,5 %, COOTBETCTBEHHO).

B xnmmunnyeckom uccnenoBannu CURE y manuenTos, npuauMamux kionunorpen+ACK, no
CpPaBHEHUIO C MalMeHTaMu, puHUMaBIuMy Tutane6o+ACK, Habmoam0ch yBenMUeHUe YaCTOThI
pa3BuTHs 001bIUX KpoBOoTeUeHui (3,7 % 1o cpaBHeHMIO ¢ 2,7 %), 1 ManbIX KpoBoTeueHui (5,1 %
1o cpaBHeHHIO € 2,4 %). B ocHOBHOM, HCTOUHMKAaMU OONBIINX KPOBOTEUEHHUH SABIISLIUCH JKEITYA0YHO-
kumedHblit TpakT (JKKT) 1 Mecta myHKuIuu apTepuid.

YacroTa pa3BUTHUS YIPOXKAIOIIUX KU3HU KPOBOTEUEHUH Y NALIUEHTOB, IPUHUMAaBIINX
knormuaorpen+ACK no cpaBHeHHI0 ¢ nanpeHTaMu, npuauMasinumMu miane6o+ACK, noctoBepHo He
pasznnyanachk (2,2 % u 1,8 %, COOTBETCTBEHHO), YacTOTa Pa3BUTHS (PaTaTbHBIX KPOBOTEUCHHUH OblIa
onunakoBoii (0,2 % npu 060uX BUAAX TEpaIuy).

YactoTa BOSHUKHOBEHUS HE YTPOKAIOUINX KM3HH OOJIBIINX KPOBOTEUYEHUH ObLIa JOCTOBEPHO BHIIIIE
y MalMeHTOoB, IpUHUMaBMX Kionuaorpea+ACK, no cpaBHEHHUIO ¢ MalMEHTaMH, TPUHUMABIIUMHU
iane6o+ACK (1,6 % u 1 %, cOOTBETCTBEHHO), HO YaCTOTa Pa3BUTHSI BHYTPHUYEPEITHBIX
KpOBOM3NUsHUN Obls1a oguHakoBoi (0,1 % mpu 000uX BHIax TEPAIHH).

YacroTa pa3BuTHs 00JIbIINX KpoBOoTeueHM B rpymme kionumorpen+ACK 3aBucena ot mo3sr ACK,
KaK M 4acTOTa Pa3BUTHS OOJIBIINX KPOBOTEUEHHH B rpymme miane6o+ACK.

VY nanuenToB, npekpaTuBmuX Tepamnuto kinonunorpenomM+ACK Gonee uem 3a 5 qHei 10
AOPTOKOPOHAPHOTO UTYHTHPOBAHUS, HE OTMEUYAIOCH YYAlIeHHS CITy9aeB Pa3BUTHUS OOJIBIINX
KpPOBOTEUEHUI B TE€UEHHE 7 JHEU MOCIE BMEIIATENBCTBA. Y MAIMEHTOB, MPOJIOIKABIIAX
AHTUTPOMOOIMTAPHYIO TEPAIHUIO B T€UCHHUE MOCIEAHUX MATH JHEH NIEpe]l aOPTOKOPOHAPHBIM
HIYHTHPOBAHHEM, YAaCTOTa ITHX COOBITHI MOCIIEe BMEIIaTeIbCTBa cocTaBisia 9,6 % (B rpymme
knormmuaorpen+ACK) u 6,3 % (B rpynne miane6o+ACK).

B xnmmnnveckom nccnenoBannu CLARITY uwactora 607bIIMX KPOBOTEUEHHUH B 00€HUX TpyIax
(xmomuporpen+ACK u mrane60o+ACK) O6buta conoctaBumoii B 00enx rpynmax jgedenus (1,3 %
npotus 1,1 % B rpynne kinonunorpen+ACK u rpynne mane6o+ACK, coorBercTBeHHO). OHa Oblia
OJIMHAKOBOM B MOATpyNIax MallMeHTOB, Pa3/IEJICHHBIX M0 UCXOIHBIM XapaKTEPUCTUKAM U TI0 BUIAM

(UOPHHOINTHYECKON Tepauy WU TelapuHOTEPAIHH.
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YacToTa BO3HUKHOBEHHS (PaTaIbHBIX KPOBOTECUEH

i (0,8 % Hporits 046 %) hpH§phdepehHBi)

kpoBomnusiauii (0,5 % npotus 0,7 %) npu neuernnn kinonunorpea+ACK u mrane60+ACK,

COOTBCTCTBCHHO, OblIa HU3KOH M COMOCTaBUMOIl B 00enX rpynmnax JCYCHHUs.

B xmmangeckom nccnenoarnn COMMIT obmiast gacTora HerepeOpaIbHBIX OOJBITHX

KPOBOTEUCHUH HITH LIepeOpatbHBIX KPOBOTEUEHHUH OblIa HU3KOM 1 oxuHakoBoi (0,6 % B rpymme

kionuaorpen+ACK u 0,5 % B rpynmne miaie6o+ACK).

B ximangeckom nccnenoBannu ACTIVE-A wactoTa pa3Butus 00bIINX KPOBOTCUSHHUH B TPYIITE

knonuaorpen+ACK 6Obuia Beite, uem B rpymre miane6o+ACK (6,7 % mpotus 4,3 %,

COOTBETCTBEHHO). boJbIlne KpoBOTEUEHNSI B OCHOBHOM OB BHEUEPETIHBIMH B 00€UX rpymnnax

(5,3 % nportus 3,5 %), rmaBHEIM 00pa3oM, U3 eIy I0YHO-KUIIeyHOoTro TpakTa (3,5 % mnpotus 1,8 %).

B rpynne knonunorpent+ACK BHyTpudepenHbIX KPOBOM3IUSIHUN ObLIO OOJIbIIE IO CPABHEHHUIO C

rpynnoi miane6o+ACK (1,4 % nportus 0,8 %, coorBeTcTBEHHO). OTCYTCTBOBAIM CTAaTUCTHYECKU

3HAYUMBIC pas3Iniusa MEXKIY OTUMU I'pynIiaMu JICUCHUA B 4aCTOTC BOSHUKHOBCHUA q)aTaJ'IBHBIX

kpoBoreuenuii (1,1 % mportus 0,7 %) u remopparuyeckoro uncyinota (0,8 % npotus 0,6 %).

Tabnuunoe pesiome HedIcenamenbHblx peaKyuil

HexenarenbHbie PCaKIu, KOTOPBIC BOSHHUKIIU BO BPEMS KIIMHUYCCKHUX HCCIIeI0OBaHUM UJIH O

KOTOPBIX COO6H.[8.J'IOCB CIIOHTaHHO, IPCACTAaBJICHLI B Ta6nnue Hmxke. X yacrora OIIpCALIACTCA C

UCIOJb30BaHUEM CIIEAYIOUINX YCIOBHBIX 0003HaueHui: yacto (ot >1/100 no <1/10); HeuacTo

(ot >1/1000 mo <1/100); peaxo (ot >1/10 000 mo <1/1000); ouens pemako (<1/10 000); gactoTa

HCHU3BCCTHA (HCBOSMO)KHO OLICHUTD 11O UMCIOIIUMCS ,[[aHHBIM). B KaXa0M KJIaCCE€ CUCTCMHO-

OpPraHHOM KJIacce HeXeaTeIbHbIC PEaKIUH MPE/ICTABICHBI B MOPSKE YObIBAHUS CEPhE3HOCTH.

CucremHo-
OPraHHbIN KJace

Yacto

Heuacto

Peaxo

Ouensb peaxo
YacToTa HeM3BeCTHA®

Hapywenus co
CMOPOHBL KPOBU U
aumpamuyecxou
cucmembl

TpombonuToneHus
JlelikoneHus
Do3uHODUINS

Helitponenus,
BKJIFOYAst
TSKEIYIO
HEUTPOIECHUIO

TpomboTuyeckas
TPOMOOIIUTONIEHUYECKAS
nypiypa
ArnracTiudeckas aHeMus
ITanmuronenus
ATrpaHyI01uTO3
Tsoxenas
TPOMOOIIUTONIEHHUS
[Ipuobperennas
remoduaus A
I'panynountonenus
Anemus

Hapywenus co
CMOpoHbL cepoya

Cunnpom Koynuca
(Bazocmactuueckas
aysiepruyeckast
CTEHOKapusl/ajiepru-
YecKuil HHpapKT
MHUOKapa),
00yCITOBJICHHBII
peakuuen
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CHCTEMHO- Yacro Heuaciro T Pertko =7 - BT O yem, ‘peiro
OPraHHbIN Kjace YacroTra Hem3BecTHA™
TUIEePYYBCTBUTEILHOCTH
Ha KJonuaorpen®
Hapywenus co AHapuUIaKTONTHBIC
CMOPOHbLL UMMYHHOU peaxkuu
cucmemol CoiBopoTOYHas 00JIE3HD
IIepexpecTHble
aJyiepruyeckue u
reMaToJIOTHYECKUe
peakuuu ¢ ApyruMu
TUEHOTHPUITHAMH
(TakuMH KaK
TUKJIOTHIH,
npacyrpen)® (cMm.
paznen «OcoObie
yKa3aHus»)
AyTOUMMYHHBIN
WHCYJIMHOBBIN CHHIPOM
(MOXeT MPUBOAUTD K
CepbE3HOMU
TUTIOTJIMKEMHUH,
0COOEHHO y TaIUEeHTOB C
HLA DRA4
cepoTurom)™
Icuxuueckue CryTaHHOCTbH CO3HAHHUS
HapyueHus ["ammonuuanyn
Hapywenus co Bnyrtpuuepennsie Hapymenuss BkycoBoro
CMOPOHbL HEPBHO KpPOBOU3JIUAHUA (B BOCTIPUATHUS
cucmemvl HEKOTOPBIX CITydasix AreB3us
C JIETaIbHBIM
UCXOJI0M)
["onoBHas 607b
I'onoBokpyxeHue
ITapecre3us
Hapywenus co I'maznbie
CMOPOHbL Op2ana KPOBOU3JIUSHUS
3peHus (KOHBIOHKTUBAJIbHBIE,
B TKaHU U CETYATKY
rJ1asa)
Hapywenus co Bepturo
CMOPOHbL Opeana
cayxa u 1abupunma
Hapywenus co I'emaToma Crnyuyau cepbe3HbIX

CMOPOHBL COCYO08

KPOBOTECUCHU I
KpoBoteuenus u3
HOCJIe0NepaiMOHHbIX
paH

Backynurt
AptepuanbHast
TUITOTEH3US
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CHCTEMHO- Yacro Heuaciro T Pertko =7 - BT O yem, ‘peiro
OPraHHbIN Kjace YacroTra Hem3BecTHA™
Hapywenus co Hocogoe KpoBoteuenus uz
CMOopoHbl KpOBOTEUYEHHE JIBIXATEIbHBIX MyTel
ovixamenbHou (kpoBOXapKaHbe,
cucmemvl, Op2aHo8 JIETOYHOE
2PYOHOU KIemKU U KPOBOTECUCHHE)
cpedocmenus Bbpouxocnazm
NutepcTunmanbHas
MTHEBMOHUS
Do3uHOpUIbHAS
MTHEBMOHUS
Kenyoouno- Kenynouno- | SI3Ba xkenyaka Ba0promuHHbIe | JKemyaouHO-KUIIIEYHbIC
Kuuieunvle KHILEYHbIE SI3Ba IBeHAAATH-  KPOBOTEUEHUS | M 3a0pIOIIMHHBIC
HapyueHus KPOBOTEUYEHHS | IEPCTHOMN KUIIKU KPOBOTEUYEHHUSI C
Huapes Tlactpur JIETAIBHBIM UCXOA0M
bosb B TomHoTa [Tankpeatur
KUBOTE PBota Komut (BKITIOUas
Hucnencus 3anop SI3BEHHBIN WJTN
Merteopusm TUMQOIUTAPHBIN
KOJIUT)
CromMarur
Hapywenus co Ocrtpas neyeHo4Has
CMOPOHbL NeveHu u HEJI0OCTATOYHOCTD
JHCENUeBbLBOOAUUX ['enatut (He
nymeii WH(DEKIIMOHHBIN )
OTKJIOHEHHE OT HOPMBI
1a00paTOPHBIX
noKasaTeJen
(GYHKIMOHATIBLHOTO
COCTOSTHUS TICUEHU
Hapywenus co Kposonoareku | Koxxnast cbirb bynnesnsiii nepmatur

CMOPOHBL KONCU U
NOOKOIICHBIX MKAHEl

KoxHnblit 3y
Koxnoe
KPOBOUBIIUSHHAE

(mypmypa)

(TOKCHMYECKUA
AMUAEPMAIIbHBIN
HEKPOJIU3, CHHAPOM
CruBeHca-/>)koHCOHa,
MHOTO(OpMHAas
dpUTEMA, OCTPBIN
reHepaIn30BaHHbIN
HK3aHTEMAaTO3HbIN
nyctyne3 (AGEP))
AHTMOHEBPOTHUYECKUN
OTEK

CuHIIpOM JIEKapCTBEHHOM]
TUIEePYyBCTBUTEIBHOCTH,
JIEKapCTBEHHAS ChIIb C
s03uHOUIINEH U
CUCTEMHBIMHU
nposieineHusiMmu (DRESS-
CUHAPOM)
DputemMaTo3Has Chlllb
DxcdonuaTUBHAS CHITb
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TOCHERGERT

=TT Bhéut, pefido

CucremHo- Yacro Heuacpro
OPraHHbIN Kjace YacroTra Hem3BecTHA™
Kpanusnauna
Ok3eMa
[1nockuit aumai
Hapywenus co ['nHexomacTus
CMOPOHbL
penpooyKmueHoU
cucmemul u
MOJIOUHBIX JIcene3
Hapywenus co CKeneTHO-MBbIIIICYHbIE
CMOopoHbl KPOBOTEUECHHUS
MbIUUEYHOL, (remapTtpo3)
CKelemHoU U Aptpur
COEOUHUMENILHOTL Aprtpanrus
MKAHU Muanrus
Hapywenus co I'emarypus ['momepynonedput
CMOPOHbL NOYEK U [ToBbIIEHNE
MOYEeBbIBOOAUUX KOHIEHTpaluu
nymet KpeaTMHUHA B KPOBU
Obwue napywenus | KpoBoteueHus Jluxopanka
U peakyuu 6 mecme | B MECTE
66e0eHUs WHBEKIUU
JlabopamopHhvie u YBenuuenue
UHCMPYMEHMAIbHbLEe BpEMEHHU
OaHHble KPOBOTEUYEHHSI
CHmxeHue uncina
HelTpoduos
CHmxeHue
KOJIMYeCTBa
TPOMOOIIUTOB

Onucanue omoeibHblX HeHCeaamelbHblx PeaKyull

Heumponenus

B uccnenosaanu CAPRIE, Tsokenas meiirponienns (< 0,45¢10%/m) HaGmoanack y 4 mamueHToB

(0,04 %), mpuHMMaBIIKX Kionugorpen, u 'y 2 nauuentos (0,02 %), npuaumasmux ACK.

VY aByx u3 9599 nanueHToB, MPUHUMABIINX KJIOMHIOTPEN, HAOII01aIOCh TIOJTHOE OTCYTCTBHE

HelTpoduioB B nepudepruieckoil KpoBH, KOTOPOro He HAOII0AAI0Ch HU Y OHOTO U3 9586

nanueHTos, npuHuMasmux ACK. HecmoTps Ha To, 4TO pUCK pa3BUTHSI MUEJIOTOKCUYECKOTO

I[GI‘/JICTBI/IH IIpU MMPUEME KIIOIMUA0Irpeiia sABIACTCA JOCTATOYHO HU3KHUM, B ClIy4ac €CJIM y IMMallMCHTA,

IMIPUHUMAIOMIETO KIIOMUAOIPEII, Ha6mo/:[aeT051 IMOBBIIICHUEC TEMIIEPATYPHI UJIN ITOABIIAIOTCA

ApyTrue Mpu3HaKu UH(EKLIUH, cIeIyeT 00cae10BaTh MaleHTa Ha MPeIMeT BO3MOXKHON

HEUTPOIICHUHU.

Annacmuueckas anemus

[Ipu neyeHnn KIOMUIOTPENIOM B OJHOM CiTydae HaOII0AaI0Ch pa3BUTHE alIaCTHYECKON

AaHCMHU.
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(NOCNEQCBATENEHOCTE 0002)

Tpomboyumonenus

YacToTa BOSHUKHOBEHHS TsXenoi Tpombonuronennu (< 80+10%m) cocraBuna 0,2 % y
MaUEHTOB, TpUHUMaBIIuX kinonuaorpen u 0,1 % y nanuentos, npuHuMasmux ACK,

6 6 6 <30-10%
co001anock 00 OYEHB PEIKUX CIIydasX CHWKECHUS YHUCIIa TPOMOOLUTOB < 1.
B uccnenosauusx CURE u CLARITY HaOIr01a10Ch COIIOCTABUMOE KOJIUYECTBO ITAIIUEHTOB C
TPOMOOIIUTONICHUEH MIT HEUTPOTIEHUEH B 00euX IpyInax JeUeHHUs.
Ilepeno3upoBka

Cumnmombwi nepeéos'upoeku

[lepeno3upoBka KIoONuAOrpeIa MOKET BECTH K YBEJIIMYCHUIO BPEMEHU KPOBOTEUEHHUSI C
MOCJIETYIOLUIUMHU OCJIOKHEHUSMH B BUJIE Pa3BUTHS KPOBOTECUCHUH.

Mepul no oxazanuro nomouwiu npu I’Z€D€003MDOGK€

I[Ipu mosiBIeHNN KPOBOTEUEHUS TPEOYETCs MPOBEACHUE COOTBETCTBYIOIIMX JICYEOHBIX
MEpONpUATHHA. AHTHIOT KJIOUAOTpENa He ycTaHoBieH. Eciu HeoOxoauma ObIcTpast KOppeKIus
YIUTMHUBIIETOCS BPEMEHU KPOBOTEUCHHUS, TO PEKOMEHYETCsl IPOBEJICHNUE TIePEINBAHUS
TPOMOOIIUTAPHOIN MACCHI.

B3aumozeiicTBHe ¢ IPYTHMH J1eKAPCTBEHHBIMH CpPeICTBAMHU

Jlexapcmeennvie cpe()cmea, NPUMEHEHUE KONOoPblX C6A3AHO C PUCKOM PA36UMUA KDOBOMEYEeHUA

HmeeTcst NOBBIICHHBIH PUCK Pa3BUTHS KPOBOTEUCHHUS BCIICACTBUE HX MOTCHIIMAIHLHOTO
anmutuBHOTO A dekTa ¢ konuaorpenom. JleueHne ciaemyeT MpOBOJAUTE C OCTOPOKHOCTHIO (CM.
paznen «OcoOble yKazaHHs).

Ilepopanvuvie anmukoazynsinmel (Hanpumep, eapgaput)

OnHOBpEeMEHHOE MTPUMEHEHNE KIOMHIOTPENa U IePOPaIbHBIX aHTUKOATYITHTOB HE PEKOMEH TyeTCs,
TaK Kak JaHHass KOMOMHAIMS MOXKET YCUIIUTh KpoBoTeueHue (M. pasaen «OcoObie yKa3aHusy).
XoTs IpyeM Konuaorpesna 75 Mr B CyTKH He U3MEHsUT papMaKOKUHETHUKY BapdapuHa (cyocTpara
nzopepmenta CYP2C9) nmn MHO y nmanueHToB, IIUTEIHHO MMOJTyYalonuX jJeueHue BapdhapuHoM,
OJTHOBPEMEHHBIW TIPUEM KJIOMUIOTPENA YBEIMYNBACT PUCK KPOBOTEUCHHUSI B CBSI3U C €TI0
HE3aBUCHMBIM JOTIOJHUTEIIBHBIM BIMSHUEM Ha CBEPTHIBAEMOCTb KpoBU. [loaToMy ciemyer
co0III0JaTh OCTOPOKHOCTH MTPU OJHOBPEMEHHOM TpHeMe Bap(aprHa U KJIONUAOTpena.

Broxamopur enuxonpomeuna 11b/111a

B cBs131 ¢ BO3MOKHOCTBIO (papMaKoJMHAMHUYECKOTO B3aUMOJICHCTBUS MEKAY KIOMHIOTPEIOM U
osoxaropamu rimkonporenHa [1b/I1la, ux omHOBpeMEeHHOE MPUMEHEHHE TPEOyeT OCTOPOKHOCTH,
0COOEHHO y MAalMEHTOB, UMEIOIIHX IMOBBIIICHHBIA PUCK Pa3BUTHUS KPOBOTEUEHHS (TIPU TPaBMax H
XUPYPrUYEeCKUX BMEUIATEIbCTBAX WM IPYTUX MATOJOTMYECKUX COCTOSHUX) (cM. pasnen «Ocolbie
yKa3aHHs»).

Ayemuncanuyunosas kucioma (ACK)

ACK He m3MeHsieT HHTHOUpYIoIIee eHCcTBUE Kitonuaorpena Ha AJ{O-uHIynmupyeMyro arperamuio
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TPOMOOIMTOB, HO KJIOMHUIOTPEN MOTEHIIUPYET BIWHUE ACK lrfa-raﬁa;dféﬁ}_}%ﬁﬂfﬁy o U L]

arperammio TpoMOonuTOB. TeM He MeHee, OHOBPEMEHHEIH ¢ kionuaorpenom mpuem ACK 1o

500 mr 2 pa3a B CyTKHM B T€YEHHE OJIHUX CYTOK HE BbI3bIBAJI CYIIECTBEHHOT'O YBEJUUEHHUSI BPEMEHH
KpPOBOTEYEHHS, BBI3bIBAEMOT0 IPUEMOM Kitonuaorpena. Ilpu ofHoBpeMeHHOM IIpueMe
kiormorpena 1 ACK ciieyer co0monaTe 0CTOPOKHOCTbD, TaK KaK MEKIY HUMH BO3MOYKHO
(dapMakoIMHAMHYECKOE B3aUMOJICHCTBUE, KOTOPOE MPUBOIUT K MOBBIIIEHUIO PUCKA KPOBOTEUEHUS
(cMm. pazgen «OcobOble ykazanus»). Tem He MeHee, B KITMHUYECKUX UCCIIEOBAHHSX ITallUeHTHI
MoJTyJaii KOMOMHHPOBaHHYIO Tepamnuio kiormuaorpeniom u ACK (75—325 mr 1 pa3 B cyTkn) 10
OJIHOTO roJa.

Tenapun

[To naHHBIM KIIMHUYECKOTO UCCIIEA0BAHNUS, MPOBEACHHOTO C YYaCTUEM 370POBBIX JOOPOBOJIBLIEB,
IpU pHeMe KJIOMUI0Tpesia He TpeOOoBaIOCh U3MEHEHHS JI03bI TelapruHa U HE U3MEHSIIOCH €T0
AHTHKOAryJIsHTHOE AeiicTBre. OTHOBPEMEHHOE IPUMEHEHHE I'ellapuHa HE U3MEHSII0
aHTHarperaHTHoe AeWcTBUE KiIonuaorpenaa. Mexy KIONUIOTPEIOM U relapuHOM BO3MOYKHO
(dapMakoIUHAMHYECKOE B3aUMOJICHCTBUE, KOTOPOE MOKET YBEITMUUBATH PUCK PAa3BUTHS
KpoBoTeueHuH. [Ipr 0THOBpEMEHHOM MIPUMEHEHUH CIIeTyeT COOM0AaTh OCTOPOKHOCTD (CM. paszeln
«Oco0ble yKa3aHusy).

Tpombonumuru

be3zonacHOCTh OJTHOBPEMEHHOTO MPUMEHEHHS KIIonuaorpena, GuopuH-cnennduyeckux uin
¢ubpuH-HecnenupuIecKuX TPOMOOTUTUYECKUX CPEJICTB U renapruHa Obula n3ydeHa y MaliueHToB ¢
OCTpBIM HH(pAPKTOM MUOKapaa. YacToTa KIMHUYECKH 3HAUMMBIX KPOBOTEUSHH OblIa aHAJIOTMYHA
TOM, KOTOpasi HA0JII0JaIach B CIIydyae COBMECTHOTO IPUMEHEHUS] TPOMOOIUTHUECKUX CPEACTB U
remapuna ¢ ACK (cm. pazugen «IlobouHOe TeHCTBHEY).

Hecmepouounvie npomusosocnanumenvhvle npenapamst (HIIBII)

B knmuHMYECKOM HcCIIeI0BaHUH, IPOBEIEHHOM C YYaCTHEM 30POBBIX T0OPOBOJIBIIEB, COBMECTHOE
MpUMEHEHHUE KIIOMUA0TPeNia U HalPOKCEHA YBEIUUYHMBAJIO CKpbIThIe oTepu KpoBu dyepes KKT.
OpHako, B CBA3M € OTCYTCTBHEM HCCIIETOBAHHUNA IO B3aUMOJEHCTBHIO KIOMUAOIPENa ¢ APYTUMHU
HIIBII, B HacTosIee BpeMs HE U3BECTHO, UMEETCS JIM MOBBIIIEHHBIN PUCK KETYA0YHO-KUIIIEUHBIX
KpOBOTEUEHHM npu npueme kiaonunorpena smecte ¢ apyrumu HIIBIIL TToaromy npu
onHoBpeMmeHHoM npumeHennn HIIBII, B Tom uncne uarudutopos [1OI'-2 ¢ kinonmuaorpenoMm,
ClieIyeT COOMI0IaTh OCTOPOKHOCTE (CM. pasaen «Ocolbie yKazaHUs»).

Cenexmusnvie uneubumopwvt oopammuoco 3axeama cepomonuna (CHO3C)

Tax kaxk CUO3C BIUsIOT Ha aKTUBAIMIO TPOMOOIIMTOB U YBEJIIMYMBAIOT PUCK PA3BUTHUS
KPOBOTEUYEHHS, TO MIPH OJTHOBPEMEHHOM MPUMEHEHHHU CIIEIyeT COOII0OAaTh OCTOPOKHOCTD.
Hnoyxmopwi usogpepmenma CYP2C19

Tak xak K10 A0TPeII M€T3.6OJ'II/ISI/Ipy€TCH J0 CBOCTO aKTHUBHOI'O MeTa00JINTa YaCTHYHO C IHOMOIIBIO
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nzopepmenta CYP2C19, oxxumaercs, 4To mpuMeHeHne neﬁEBéﬁaQﬁébé Fep‘é'ﬁ%@}ﬂ'n‘bpgfé uouz)

UHIYIUPYIOT aKTUBHOCTB 3TOTO N30(epMEHTa, MOKET MPUBOIAUTH K YBEITHUCHHUIO KOHIICHTPALIUH
AKTUBHOTO METa0OoJuTa KIOMHIOTpela.

Pudammuimy, sBisisich MOIIHBIM HHIYKTOpOM u3odepmenta CYP2C19, npu omHOBpeMEeHHOM
NPUMEHEHUH C KIIOMUI0TPEIIOM, PUBOJNT KaK K YBETHUCHHIO KOHIICHTPALIMH aKTHBHOTO
MeTaboMTa KIOMUA0rpesa, Tak U K MHTHOMPOBAHUIO TPOMOOIIMTOB, YTO MOXKET MOBBILIATH PUCK
BO3HMKHOBEHHS KPOBOTEUCHHSA. B KauecTBe MephI MPeI0CTOPOKHOCTH HE PEKOMEHTYETCs
MPUMEHSATH OJTHOBPEMEHHO MOTIHbIE HHAYKTOPHI n3odgepmenta CYP2C19 u ximonmmorpern (cm.
paznen «OcoOble yKazaHHsD).

Hueubumopwt usogpepmenma CYP2C19

Taxk kak kionuaorpes MeTabon3upyercs 10 00pa30BaHUs CBOETO AKTUBHOIO METab0IMTa YACTUYHO
npu nomoun uzopepmenta CYP2C19, npuMeHneHune IeKapCTBEHHBIX CPEACTB, MHTUOUPYIOMIUX 3TOT
n30(pepMEHT, MOXKET MMPUBECTU K YMEHBIICHUIO 00pa30BaHMsI aKTUBHOT'O METa0OINTa KIIOHUOTpea.
Knuanueckoe 3HaU€HHE 3TOTO B3aMMOJIEUCTBUS HE YCTAaHOBJIEHO. B kauecTBe Mepbl
MPEIOCTOPOKHOCTH CIeAyeT u30eraTb OJHOBPEMEHHOTO MPUMEHEHHSI KIIOMUIOTPEIa U MOUTHBIX WU
yMepeHHBIX HHruouTopoB nzopepmenta CYP2C19.

MouHeiMH 1 yMepeHHbIMU HHruOUTOpaMu uzopepmenta CYP2C19 spnstorcst omernpason,
a30Merpason, GparyBokcaMuH, (IyoOKCETHH, MOKJIIOOEMU I, BOPUKOHA30.1, (PIIYKOHA301, THKJIOMHIUH,
UNpoQIIOKCANH, IIMMETUANH, KapOaMa3elnH, OKCKapOa3ernrH, XJI0paM(peHUKOI.

Hneubumopwt npomonHot nomnwl

OHOBpEMEHHBIN MPUEM KIOTHIOTpeIia ¢ OMENpa3ooM B 103e 80 Mr (0THOBPEMEHHO WUITH C
nepepsIBoM B 12 4 Mex Ty IpreMaMHu JIBYX MIPErapaToB) CHIKAET IKCIIO3UIHIO aKTUBHOTO
MeTabonuta Kionuaorpena Ha 45 % npu npueMe Harpy304Hoi 10361 1 Ha 40 % npu npueme
noJiepkuBaroeit 10361, CHIKeHHE ObLUTO CBA3aHO C YMEHBIICHHEM HHIHOUPOBAHMS arperaiu
TpombormToB Ha 39 % npu npreMe Harpy304HOH 10361 M Ha 21 % mpu npueme Mo aep KuBaroen
no3bl. [Ipeanonaraercs, 4To 330MeNpa3oi B3auMOJCHCTBYET C KJIOMUIOTPEIOM aHAIOTUYHBIM
0bpazomM.

Jlannsie HaOMIOIEHUH U KIIMHIYECKUX UCCIIEIOBAHUI O KIIMHUYECKUX MOCIEICTBHAX 3TUX
(hapMaKOKMHETUYECKUX U (papMaKOJUHAMHYECKUX B3aUMOJICHCTBHUM ¢ TOUKU 3PEHHS pa3BUTHUS
OCHOBHBIX KapIMOBACKYJISIPHBIX COOBITHI POTUBOPEUMBEL. B KauecTBe MephI MPe10CTOPOIKHOCTH
HE PEKOMEHYETCsl OJJHOBPEMEHHBIH NPHEM KJIOMUAOrpesa ¢ OMENpa30jIoM MU 330MEIpPa30JIOM.
MeHnee BbIpa)K€HHOE CHHYKEHHE IKCIIO3UIIMHA METab0IrTa HAOII0JaI0Ch PU IPUEME Tpernapara C
MAHTOINPA30JIOM HIIH JIAHCOTIPA30JIOM.

ITpu onHOBpEMEHHOM NpueMe MaHTonpasona B 1o3e 80 Mr 1 pa3 B CyTKU KOHLIEHTpALHs aKTUBHOTO
MeTaboMTa KIONKUI0rpena cHKanack Ha 20 % npu npueme Harpy30uHoi 1036l U Ha 14 % npu

IMpueMe HO,I[I[@p)KPIB&IOH.I@ﬁ JO3HbI. 9T0 CONIPOBOXKAAJIIOCH CHUXKCHUCM CPCAHCTO YPOBHA
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pe3yJIbTaThl YKa3bIBaIOT HA BO3MOXXHOCTh COBMECTHOI'O IPUMEHEHUS KIIONUIO0rpesa 1
MaHTOIpa3oJa.

Bb11 mpoBeeH psii KITMHUYECKUX UCCIIEAOBAHUN C KIONUOOSPENOM U OPYUMU, OOHOBPEMEHHO
NPUMEHAEMbIMU JIeKAPCMBEHHbIMU CPEOCMEaMU, C ENbI0 U3yYeHUsT BO3MOKHBIX
(hapmMakoIMHAMUYECKHUX U (PapMaKOKHHETUYECKUX B3aUMOJIEUCTBUM, KOTOPbIE MMOKA3aJH, YTO:

— IpY OJJTHOBPEMEHHOM NPUMEHEHUH KI0NUO0SpeNd ¢ AMeHON0A0M U/ Ul HUpeOUunuHoM KITTHUYECKH
3HaYMMOTO (papMaKOAMHAMHUYECKOTO B3aUMOJICHCTBUS HEe HAOII01a10Ch;

— OJIHOBPEMEHHOE IPUMEHEHUE henobapbumana u 3cmpo2ernos He 0Ka3blBalo CyLIECTBEHHOTO
BJIMSAHUS Ha ()apMaKOJANHAMUKY KJIOTIHJOTPEa;

— (hapMaKOKMHETUYECKUE MI0KA3ATENIN OUCOKCUHA U MeODUITUHA HE N3MEHSUINCH TP UX
OJIHOBPEMEHHOM MPUMEHEHUH C KJIOMUI0TPEIOM;

— JI0Ka3aTeJIbCTB TOr0, YTO APYrHe JEKAPCTBEHHBIE CPEACTBA, OHWKAIOIINE KUCIOTHOCTD B
KelyJIKe, TaKUe Kak O10kamopul Ho-2ucmamunoguix peyenmopos unu anmayuosl, MpensiTCTBYIOT
AHTUTPOMOOIIUTAPHON aKTUBHOCTH KJIOMHUJIOTPENA, HET; aHmayuonvle cpeocmea He CHIKAIOT
abcopOLHIO KIIOMUI0TPENa;

— ¢henumour u morbymamuo MOKHO ¢ OE30MMaCHOCTHIO PUMEHSTH OHOBPEMEHHO C
kiormorpeniom (uccienoBanne CAPRIE). ManoBeposTHO, 94TO KIOUIOTPEN MOXKET BIUATH HA
MeTaboJIM3M JIPYTHX JIEKAPCTBEHHBIX CPEICTB, TAKUX Kak (PeHUTOUH U TonOyTamu, a Taxxe HITBII,
KOTOpBIe MeTabOIM3UPYIOTCS ¢ momotibio n3opepmenta CYP2C9 nuroxpoma P450;

— uneubumopvol AIID, ouypemuxu, bema-adpeHobI0KAmMopwl, OIOKAMOPbL K MEOJIeHHBIX» KATbYUECBbIX
KAHA08, 2unoaunudemuiecKue cpeocmea, KOpoHapHvle 6a300UNIamamopbl, 2UN02IUKeMU4ecKue
cpeocmea (6 m.y. UHCYIUH), NPOMUBOINUIENINUYECKUE CPEOCMEA, 20PMOHO3AMECMUMEbHAS
mepanus u 6aroxamopwl enukonpomeuna I1b/I1la: B KITMHTIECKUX UCCIICTOBAHUAX KITMHHYECKU
3HAYUMBIX HEKEIAaTeIbHBIX B3aUMOJICHCTBHUI HE BBISBICHO.

Jlexapcmeennvie cpeocmea, asnaowuecs cyocmpamamu usoepmenma CYP2CS

[TokazaHo, 4TO KJIOMUIOTPEN YBEITUUHUBAI CUCTEMHYIO 3KCIIO3HIIUIO penaiunuod y 3A0POBbIX
no6poBobiieB. MccnemoBanus iN VItro mokasaiy, 4To yBeJINYEHHE CUCTEMHOMN SKCIO3UIIMN
penarnuHuIa SBIsSeTCs caencTerueM nHrnoupoBanus m3odepmenta CYP2C8 rimoKypoOHUIHBIM
MeTabonuroMm kionuaorpena. Cienyer coda0aaTh OCTOPOKHOCTH PU OJTHOBPEMEHHOM
MPUMEHEHUH KJIOMUAOTrpena U JIEKapCTBEHHBIX CPECTB, META0OTM3UPYIOIIUXCS C TIOMOIIBIO
nzopepmenta CYP2CS8 (manmpumep, penarianHuIa, MAKIATAKCea) B CBS3H C PUCKOM YBEITMICHHS UX
IIa3MEHHBIX KOHIIeHTpauii (cM. pasaen «C 0CTOPOKHOCTHION).

Onuouonvie a2oHUCmbl

Kak u B cimydae npyrux nepopaibHbIX HHTHONTOpoB P2Y 12, otHOBpeMeHHOE TIPUMEHEHNE

OIMMOUIHBIX arOHUCTOB MOXKCT 3aJICPKUBATh U YMCHbIIATDH a6c0p6u1/1}0 KJI1onmugorpeia, BEPoOsTHO,
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Hen3BecTHO. ClieyeT pacCMOTPETh BO3MOKHOCTh HA3HAUEHUS TAPEHTEPATBHOIO aHTHArPEraHTHOTO
npernapara y MaludeHTOB ¢ OCTPhIM KOPOHAPHBIM CUHIPOMOM, TPEOYIOIIUX OHOBPEMEHHOTO
NpUMEHEHUS! MOp(HHA UIIH JPYTUX ONMOUIHBIX arOHUCTOB.

Poszysacmamun

Bbb110 mokazaHo, 4TO KJIOMUAOTPEN YBEIUYMBACT SKCIO3UIUIO po3yBacTaThHa B 2 pa3a (AUC) u B
1,3 paza (Cmax) mocie npuema kionmaorpena B go3ze 300 mr u B 1,4 paza (AUC) 6e3 BiusHAS Ha
nokazatesib Cmax I1OCJI€ TIOBTOPHOTO MpUeMa KIIOMUA0Trpena B A03€ 75 MT.

Oco0ble ykazanus

Kposomeuenus u cemamonocuueckue napyuienus

B cBsi3u ¢ puCKOM Pa3BUTHS KPOBOTEUEHHSI U HEKEJIATENIbHBIX PEaKIMil CO CTOPOHBI KPOBH (CM.
pasznen «llobo4yHoe neficTBre») B Cilydae MOSBICHUS B XO/1€ JICYEHUSI KIIMHUYECKUX CUMITOMOB,
MOJIO3PUTENILHBIX Ha BOSHUKHOBEHHE KPOBOTEUCHHSI, CIIEAYET CPOUHO CIIENIaTh OO
KIMHUYECKUH aHaIN3 KPOBHU, ONPEACIIUTh AKTUBUPOBAHHOE YaCTHUYHOE TPOMOOIIIIACTUHOBOE
BpeMs (AUTB), koimuecTBO TPOMOOITMTOB, OKa3aTeau (YyHKIIMOHATLHONH aKTUBHOCTH
TPOMOOIIUTOB U ITPOBECTH JPYrue HEOOXOAUMBIE UCCIIEAOBAHMS.

Knonuaorpern, kak u Ipyrue aHTUTpOMOOLIUTapHBIE CPEACTBA, CIEAYET IPUMEHSTH C
OCTOPO’KHOCTBIO y MAlMEHTOB, NMEIOLUX MOBBIILIEHHBIA PUCK Pa3BUTHS KPOBOTEUEHUS,
CBSI3aHHBIN C TPABMaMH, XUPYPrHUECKMMH BMEIIATEIbCTBAMH UM JPYTUMH MaTOJIOTHYECKUMU
COCTOSIHMSIMH, a Takxke y nanuentoB, npuauMaromux ACK, HIIBII (B ToM uucie, ”HTuOUTOPHI
LIOI'-2), renapus, 6mokaropsl raukonporenHa [Ib/Ila, CMO3C u MomuiHbIe HHIYKTOPHI
nzodpepmenta CYP2C19. B cBsi3u ¢ MOBBIICHHBIM PUCKOM KPOBOTEUSHHSI TPOIHAS
aHTUTpOoMOOIMTapHas Tepanus (kiaonuaorpen+ACK+aunupuaamon), mpuMeHsemas 1is
BTOPUYHOM MPOQUIAKTUKN UHCYJIBTA, HE PEKOMEHIyeTCsl MAllMeHTaM C OCTPhIM
HEKapaIu03MOOINYECKUM UIIEMUYECKUM HHCYIbTOM min TUA.

[Ipu neyeHnn KIOMUAOTPEIOM, 0OCOOEHHO B TEUCHHE NIEPBBIX HEJeNb JCUCHUS /WU TT0CIIe
MHBAa3UBHBIX KapAHOJIOTHYECKUX NPOLEAYP/XUPYPIHUECKOIO BMEIIATENbCTBA, HEOOX0AUMO
BECTH TIIATEJIbHOE HAOII0ACHUE 3a MAlMEHTaMU Ha IIPEeAMET UCKJIIOUEHHsI TPU3HAKOB
KpPOBOTEUYEHMSI, B TOM UHUCIIE, U CKpbITOro. He pekoMeH1yeTcss 0IHOBPEMEHHBIN NpUeM
KJIOMMJIOTPEJIa C MEPOPaTbHBIMUA AaHTUKOATyJITHTaMH, IIOCKOJIBKY 3TO MOXKET YBEJIIMUUTh
MHTEHCUBHOCTh KPOBOTEUEHUH (CM. pa3zaen «B3auMoneicTBre ¢ IpyruMu JIEKapCTBEHHBIMU
cpeacTBaMu»). OTHOBPEMEHHOE TPUMEHEHHE KIIOMUAOIpesia ¢ BappapuHOM MOXKET YCUIUTh
PHUCK KPOBOTEUEHUS, IIOATOMY CIEAYET COOII0IaTh OCTOPOKHOCTD IPH OJTHOBPEMEHHOM
IpUMEHEHHUH KJIonuaorpena u Bapdapuna (cM. pasznen «B3aumozeiicTBue ¢ Apyrumu

JICKaPCTBEHHBIMU CPEIICTBAMUY).

26



COOTBETCTBYET 3KCNEPTHOMY OTYETY
o7 11.06.2024 N= 11621
Ecii NaLMeHTy MpeicTONT MTaHOBas XHpyprirdeckas ofepams# dpiaromaier - | = J002)

HEOO0XOIMMOCTH B aHTUTPOMOOLIUTapHOM (P deKTe, TO 3a 7 AHEH 10 onepariy mpueM
KJIOMUJIOTPEJIa CIEAYET IPEKPATUTD.

Knonunorpen yiiuHseT BpeMsi KPOBOTEUEHHUSI U JJOJKEH IPUMEHSITHCSI C OCTOPOKHOCTHIO Y
MaIMEeHTOB ¢ 3a00JIeBaHUSIMH, TTPEAPACIIOIATAIOIIMMH K PA3BUTHIO KPOBOTEUCHUM (OCOOEHHO,
KEITYI0YHO-KUIIIEYHBIX U BHYTPUTIIA3HbIX ). [Ipenaparsl, KOTOpbIE MOTYT BHI3bIBATH
noBpexaenus causuctoit 06omouku XKXKT (takue kak ACK, HIIBII) y manueHToB,
MPUHUMAIOIINX KJIOMUAOTPE, CIeIyeT MPUMEHSITH C OCTOPOKHOCTHIO.

[TarueHTH! OMKHBI OBITH PEAYIPEKICHBI O TOM, YTO IIPH MpHEMe KJIONUaAorpena (0JHOTO Win
B kKoMOuHarmu ¢ ACK) 1 0cTaHOBKHM KPOBOTEUEHHS MOXKET MOTPEOOBATHCS OOJIbINIE BPEMEHH,
a TaKkXKe 0 TOM, 4TO, B CIIydae BO3HUKHOBEHUS Y HUX HEOOBIYHOTO (TI0 JIOKATM3ALIUH UITH
MPOJOJIKUTENHOCTH) KPOBOTEUEHHUS, UM CIIEyeT COOOIIUTH 00 ATOM CBOEMY JIeHallleMy Bpauy.
[Tepen moboi ipeACTOAIIEH OTIEpalkel U Mepe]] HayajioM IpreMa J1ito00ro HOBOTO
JIEKapCTBEHHOTO Mpenapara NalueHThl JOJDKHBI COO0IIaTh Bpady (BKJIIOYasi CTOMATOJIOra) O
IIpUEME KJIOMHUI0Tpena.

[TaimeHTaM ¢ OCTPBHIM KOPOHAPHBIM CHUHIIPOMOM 0e3 moabema cermeHTa ST B Bo3pacTe crapiie
75 et He peKOMEHYETCA Ha3HAuYaTh HArpy304HbIe 1036l Kionuaorpena 600 mr uz-3a
MOBBIIIEHUS PUCKA PA3BUTHUS KPOBOTEUEHUS Y 3TOM IPYIIIbI MAITUCHTOB.

Tpombomuueckas mpombouumonernuyeckas nypnypa (TTI1)

OdeHb peaKo Mmocliie IPUMEHEHHUs KIoMUIorpesa (MHOTAa Jake HENpOAOHKUTEIBHOTO)
oTMevanuch ciaydan pazButus TTII, koTopas XxapakTepu3yeTcsi TPOMOOIMTOIICHUEH U
MUKPOAHTHOIIATUYECKOW IeMOJIMTUYECKOU aHEMHUEH, COIIPOBOXKAAIOIUMUCS HEBPOJIOTHYECKUMHU
paccrpoiictBamu, HapylieHHeM QyHKIuU modek u auxopaakoit. TTII sBiseTcs mOTeHIHATBEHO
YTPOXKAIOLIUM KU3HHU COCTOSIHUEM, TPEOYIOIUM HEMEIJICHHOTO JIeUeHUsl, BKIII0Yast
mazmadepes.

Tpuobpemennas cemopunus

Coobmanocs 0 ciayvasx pa3BUTHS MPUOOPETEHHOH reMopMINK py pUeMe KIIOMUA0rpea.
[Ipu moaTBepk1€HHOM U30JMpOBaHHOM yBenndueHun AUTB, conpoBokaaronieMcs Wik He
COIIPOBOXKAAIOIIEMCS Pa3BUTHEM KPOBOTEUEHHUS, CIEYET PACCMOTPETh BOIIPOC O BOZMOXKHOCTH
pa3BUTH IpHOOpeTeHHON reMouun. [1aleHTs! ¢ MOATBEPKICHHBIM JHArHO30M
pUOOpPETEeHHON TeMO(DHINH TOJHKHBI HAOMI0AAThCS M JICUUTHCS CIICIIUATTUCTAMH 110 3TOMY
3a00JIEBaHUIO U MIPEKPATUTH IPUEM KIIOMHI0Tpena.

Heoasno nepenecennvlii uuiemMudeckuil UHCYibm

Hauano mepanuu
* V nanuenToB ¢ octpsiM ManbiM MU unu ¢ TUA cpenHero mim BEICOKOTO PUCKa ABOMHAs
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24 gaca mociie TOSIBIICHUSI CHMIITOMOB COOBITHSL.

* JlaHHBIE O COOTHOILIEHUU ITOJIb3bI U PUCKA KPATKOCPOYHOU IBOMHON aHTUArpEeraHTHOU
Tepanuu y naueHToB ¢ ocTpbiM MasibiM M unu ¢ TUA cpeiHero uiam BbICOKOTO pUCKa C
BHYTpPUYEPEITHBIM KPOBOU3IUSIHUEM (HETPaBMaTUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

* MoHoTepanus KIONMUAOTPEIOM y MaueHToB ¢ MU, He ABIsomuMCcs MallbIM, JOJKHA
HayvaThCs yepe3 7 JHeW mocie Havana COOBITHS.

THayuenmuvr ¢ UU, ne asnarowumca marvim (NIHSS > 4)

BBuny oTcyTCcTBUS JaHHBIX HE PEKOMEHYETCsl HA3HAa4aTh ABOMHYIO aHTHArPEraHTHYIO
Tepanuio.

THayuenmuwi, nHedaeno nepenecuiue manviti MU unu THA cpedHne2o unu 8blcoko2o pucka,
KOMOPbIM NOKA3AHO UL KOMOPBIM 3aNIAAHUPOBAHO BMEUlamenbCmeo

JlaHHbBIE B MOAJIEPKKY MPUMEHEHHS JBOMHOW aHTHArpEraHTHOM Tepanuu y NalieHTOB,
KOTOPBIM MMOKa3aHa KapOTH IHAS YHIAPTEPIKTOMHUS HIIK BHYTPUCOCYAUCTAST TPOMOIKTOMHUSI, UITH
y MaIMEeHTOB, KOTOPHIM 3aIUTAHUPOBAHBI TPOMOOIM3UC WIIM aHTHKOATYJSTHTHAS Tepamnus,
OTCYTCTBYIOT. B yKa3aHHBIX CUTyallUsX HE PEKOMEHAYETCA Ha3HA4YaTh IBOMHYIO
AHTUArPETaHTHYIO TEPAIUIO.

Dyuxyuonanvrasa akmusiocms uzopepmenma CYP2C19

VY manmeHToB ¢ HU3KOM akTUBHOCTHIO n3opepmenta CYP2C19 npu npumenenuu
KJIONUAOIpelia B peKOMEHYEMBbIX J103aX 00pa3yeTcs MEHbIE aKTUBHOTO MeTaboIuTa
KJIONuAorpena u ciabee BhIpaKeHO ero aHTHarperaHTHOE IEHCTBHE, B CBSI3U C YEM IIPU IIpUeMe
OOBIYHO PEKOMEHIyEMBIX /103 KJIOMHUI0Tpesia MPH OCTPOM KOPOHAPHBIM CUHAPOME HIIN
YPECKOKHOM KOPOHAPHOM BMEIIATEIbCTBE BO3MOKHA 00Jiee BHICOKAsl YaCTOTa Pa3BUTHUS
CEpPAECYHO-COCYUCTHIX OCIOKHEHUH, UEM Y NMALMEHTOB C HOPMAJIbHOM aKTUBHOCTBIO
m3odepmenta CYP2C19.

O>xupaercs, yTo IPUMEHEHHE JIEKAPCTBEHHBIX CPENICTB, KOTOPbIE HHAYLIUPYIOT aKTUBHOCTb
nzodpepmenta CYP2C19, MoxeT NpUBOIUTH K YBEJIIMUECHUIO KOHIIEHTPAIUN aKTHBHOTO
MeTa0O0IUTa KIOMUAO0Tpelia U MOBBIIIATh PUCK BOSHUKHOBEHUS KPOBOTEUEHUs. B kauecTBe Mepsl
IIPEJOCTOPOKHOCTH HE PEKOMEHYETCsl IPUMEHATh OJJHOBPEMEHHO MOIIHBIE HHYKTOPBI
uzopepmenta CYP2C19 u kinonumorpen.

Nwmerotcs Tectol 1yt onpenaenenus renoruna CYP2C19, koTopbie MOTyT OBITh HCIIOIB30BaHbI
U1 IOMOIIM B BEIOOpE TepaneBTudeckol crpareruu. Cienyer paccMOTPETh BOIIPOC O
IIPUMEHEHUH 00Jiee BBICOKUX 103 KIOMUAOIpelia y NallMeHTOB ¢ HU3KOW aKTUBHOCTBIO
CYP2C19 (cwm. paznen «Dapmakogoruueckie cBoiicTBa» nojapasaen «DapmakoreHeTHKay,
pazaen «Crocod MPUMEHEHHUS U JT03BI»).
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VY manueHToB cieayet coOuparh aHaMHE3 Ha MPeIMET UMEBIINXCS paHee aJlJIepruYecKuX U/1iu
reMaTOJIOTHUECKUX PEaKINA Ha Ipyrue TUEHONUPUIUHBI (TaKue KaK THKJIOHINH, IPacyrpen),
TaK KaK COOOIIANIOCh O HATMYUU MEPEKPECTHBIX aAJUIEPIrHUECKUX U/WIIM TeMaTOJIOTHYECKUX
peakiuit Mex Iy THeHOmMpuanHaMu (cM. pasaen «[lodounoe neiictBue»). TueHOMUPHUIUHBI
MOTYT BBI3bIBAaTh YMEPEHHBIE U TSDKEJIBIE aJUIEPTHUECKUE pEakIiy (TaKue KaK KOXHas ChIIb,
AQHTMOHEBPOTUYECKUN OTEK) UIIM FeMaTOJOTHYECKUE PeaKkiy (TaKkhue Kak TPOMOOIIUTONICHUS U
HerTponeHus ). [TanueHTsl, y KOTOPBIX paHee HAOII0AaMCh aJUIepruYecKrue U/ uiu
reMaToJIOrMuecKue peakuy Ha OJMH U3 MPEenapaToB rPyIIbl THEHONMUPUINHOB MOTYT UMETh
MOBBIIICHHBIN PUCK PAa3BUTHUS MOJOOHBIX PEaKUUi HA APYroi mpenapat rpymisl
TUCHONUPUIMHOB. PEKOMEHTyeTCs MOHUTOPHHT NEPEKPECTHHIX AJIJICPIUYECKUX H/HITU
reMaToJIOrMYeCKUX PEeaKIIHii.

Houeunas neoocmamoynocmo

OneIT IpUMEHEHNS KJIONMKUIOTPEIIA y MALMEHTOB € TSAKEJION MOYEUHOM HETOCTaTOUHOCThIO
orpanuyeH. [IoaTomy cienyer ¢ OCTOPOKHOCTBIO IPUMEHSATH KIIOIMUAOTPEIT Y 3TON IPYIIIIBI
MalUEHTOB.

Heuyenounas neoocmamoynocms

NMmeercst orpaHUUYEHHBIN ONBIT IPUMEHEHUS KJIONUAOTPENa Y NallMeHTOB C TSHKEIbIMU
3a00JIeBaHUSAMU TIEUEHH, KOTOPBIE MOTYT OBITh MPEIPACIIONOKEHBI K Pa3BUTHIO
remopparudeckoro auares3a. [1o3toMy cieryer ¢ 0CTOpOXKHOCTBIO IPUMEHATH KJIOMUIOTPEN Y
JTAHHOM TPYMIIbI MALIUEHTOB.

Bcnomozcamenvuvie sewecmea

[Ipenapat cogep:KUT KaCTOPOBOE MACJIO, KOTOPOE MOKET BBI3BAaTh PACCTPOMCTBO XKEIIyAKA U
nuapero (IIoHOC).

Biausinne Ha cIOCOOHOCTH YNIPABJIAITH TPAHCIIOPTHBIMH CPEeACTBAMH, MEXaHU3MAMHU
[Ipenapat He OKa3bIBAET CYIIECTBEHHOT'O BIUSHUS HAa CIIOCOOHOCTH, HEOOXOAUMBIE IS
YIpaBJIEHUS TPAHCIOPTHBIMU CPEICTBAMU WIIM 3aHSITHSI IPYTMMH IIOTEHIIMAIBLHO ONaCHBIMU
BHJIAMU JI€ATEIBHOCTH.

®opMa BBINLYCKA

TaGnerku, MOKPHITHIE MIICHOYHOH 000JI0UKOi1, 75 MT.

ITo 7 TabneTok B 6IUCTEp U3 ATIOMHUHHUEBOM (DOJIBIH U TICHKU MOJIMBUHUWIXJIOPUAHON. 2 nim 4
OnucTepa BMECTe ¢ MHCTPYKLUEH 110 MEUIIMHCKOMY IIPUMEHEHUIO TOMEIIAIOT B IaUKy
KApTOHHYIO.

ITo 10 Tabnerok B OnucTep U3 ATFOMUHUEBOM (OJIBIU M IUIEHKU MOTMBUHUIXJIOPUIHON. 1 min
10 6arcTepoB BMeCTE C MHCTPYKIMEH 0 MEIUIIMHCKOMY TPUMEHEHHIO TIOMENIAI0T B MAUKy
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KapTOHHYIO.

YcaoBust XxpaHeHus

XpaHHUTh B 3alIMIIEHHOM OT CBETa MECTE, ITpU TemrnepaTrype He Bhiie 25 °C.
XpaHUTh B HEJOCTYITHOM JUJIsl ICTEH MecTe.

Cpox romHocTu

3 roga. He npuMeHsTh MO UCTEYEHUHU CPOKA TOJHOCTH.

YcaoBus ornycka

OTmyckaroT 1o perenty.

IIpousBoauTe/b

00O «HIIK «Ckan buortex», Poccus

TBepckas o6i1., KonakoBckuii paiion, nrt. Penkuno, yiu. 3aBoackas, a. 1/2, k. 3
Opranunsanusi, IPMHUMAKOIIAS NPEeTeH3HH 0T NoTpeduTe el

000 «HIIK «Ckan buotek», Poccus

171261, Tepckas 061., KonakoBckuit paiion, nrt. Penkuno, yi. 3aBoackas, 1. 1/2, k. 3
Tenedon OecrutatHON TopsYe TMHUN:

8-800-600-51-77

e-mail: pv@scanbiotech.ru
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