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WHCTPYKIIMSA [0 MEJIMLIMHCKONY TIBANERE RS &= Te 0007]

JJEKAPCTBEHHOI'O ITPEITAPATA

Kaonuporpeia-Axkpuxux

PerncrpaunoHnHblii HOMep:
Toprosoe HaumenoBanue: Kinonunorpen-Axkpuxus
MeskayHapoaHOe HeMATEHTOBAHHOE HAMMEHOBaHHUe . KJIOMUI0Tpell

JlekapcTBeHHas popma: TaGIETKH, TOKPHITHIE TUICHOYHON 000JI0UKOI

Cocras

1 TaGnerka, MOKPHITast IJICHOYHOM 000JIOUKOM, CONEPHKHUT:

Jleticmeyrowee sewecmeo: xnonuaorpen 75 mr (B Buae oucynsdara).

Bcnomocamenvhvie sewgecmea. manuuron (E421), nemtronoza mukpokpuctrammndeckas PH 102,
oyrwiruapokcutonyon  (E321),  Oyrunarmapokcuanumzon  (E320), kactopoBoe  macio
TUAPOreHU3UPOBAHHOE, KPOCIIOBUIOH Tun B.

Cocmae nnewoynoll 000710YKuU. TUNIPOMEITO3a-15, THUTaHa NUOKCHA, TPONUJICHTIUKOD,

KpacuTemb xkene3a okcu KpacHsii (E172).

Onucanue

Kpyribie TabneTku, MOKPHITHIC TIIICHOYHON 000JI0YKOH PO30BOTO IBETA.

dapmakoTepaneBTHYECKasl TPYNIA: aHTUTPOMOOTHUECKUE CPENICTBA; aHTUATPETAHThI, KPOMeE
rernapuHa.

Kox ATX BO1AC04

DapMaKoJIOrHYecKue CBOMCTBA
Dapmakoounamuxa

MexauusM aeiictus U dhapMakoaruHaMudeckre YO hEKTHI

Knonunorpen npeacrapnsier co0oil mposiekapcTBO, OAUH U3 aKTUBHBIX META0OJIUTOB KOTOPOIO
SBIISICTCSI MHTHOUTOPOM arperanuu TpoMOouuToB. J[is oOpa3oBaHMsl aKTMBHOTO METa0OJIHTa,
KOTOPBI MOAABISET arperanuio TPOMOOLUTOB, KIIOMUAOTPEN JOJKEH MeTaboIM3UpOBaTHCS C
noMoIpo u30hepMeHTOB cucTeMbl 1urtoxpoma P450 (CYP450). AXTUBHBIA MeTa0OJUT
KJIONMUOTPENIa CEJIEKTUBHO HMHTUOWpYeT cBs3biBaHue aneHosuHnudochara (AAD) ¢ P2Yw
penenTopoM TPOMOOITMTOB W Tocheayromnyr AJ[d-omocpeoBaHHYIO aKTHBAIUIO KOMILIEKCA

GPIIb/Illa, mpuBoms K TOAABICHUIO arperandd TpoMOOnMTOB. biaromapss HeoOpaTuMoMy
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CBSI3BIBAHUIO, TPOMOOIIMTHI OCTAIOTCS HEBOCII )HHMqHﬁﬂ&%lE%ﬁYJﬂEH&M :'B':l T'c'JIéHHe

BCEro OCTAaBIIETOCS CpPOKa CBOEH >kKu3HM (mpubnusutenbHo 7-10 mHel), a BOCCTaHOBIICHUE
HOPMaTbHOU (DYHKIIUU TPOMOOITUTOB MPOUCXOTUT CO CKOPOCTHIO, COOTBETCTBYIOIIEH CKOPOCTH
O0OHOBIICHUSI TPOMOOIIUTOB.

Arperanusi TPOMOOIIUTOB, BbI3BaHHAS arOHUCTAMH, OTAUYHBIMUA OT AJ[®D, Takxke HHTHOUpYETCS
3a cueT OJIOKAIbl YCUJIEHHON aKTUBAITUU TPOMOOITMTOB BRICBOOOXKTaeMbiM A J[D.

Tak kak oOpa3oBaHME aKTHMBHOIO MeETA0OJNHMTa MPOMCXOAUT TPU TOMOIIH HU30(EPMEHTOB
cuctembl nutoxpoma P450, HEKOTOpBIE M3 KOTOPBIX MOTYT OTIUYATHCS MOIUMOP(HU3MOM WIIH
MOTYT WHTHOUPOBATHCS APYTUMHU TperaparaMu, HE y BCEX MAllMEHTOB BO3MOXHO aJeKBAaTHOE
WHTUOMPOBAHKE arperaliui TPOMOOIIUTOB.

IIpu exxenHEeBHOM MpUEME KIOMUIOTrpesia B J03UPOBKE 75 Mr 1 pa3 B CyTKH C IEPBOIO K€ JTHS
npueMa OTMeYaeTcsl 3HaunTeapHoe noaasinenne AJld-unnynupyemMoii arperaiu TpoMOOITUTOB,
KOTOpPOE TIOCTENEHHO YBEIMYMBACTCS WM 3aTeM, B HHTEpPBaJIC MEXIy 3 W 7 IHEM NpueMa,
BBIXOJIUT HAa TIOCTOSHHBIA YpOBEeHb (NIPU JOCTHIKCHHH pPAaBHOBECHOTO COCTOSHUS). B
PaBHOBECHOM COCTOSIHMM arperanus TpoMOOIMTOB nojasisiercs B cpeaneM Ha 40—60 %. [ocne
IpeKpalleHusl MpHeMa KIOMUAOorpesa arperauus TpPOMOOIIMTOB M BpeMs KpOBOTEUEHUS
MOCTENIEHHO BO3BPAIIAIOTCS K UCXOAHOMY YPOBHIO, B CPEJIHEM, B TEUEHUE 5 THEH.

Knuanueckas 2dbdeKkTUBHOCTE U 0€30I1aCHOCTE

besomacHocth u  3QQPEKTUBHOCTh KJIOMUIOTPENa OLEHUBATUChH B 7 JIBOWHBIX CJEIBIX
uccnenoBanusax ¢ ydactueM Ooznee 100 000 mammentoB: uccienoBanue CAPRIE, cpaBHenue
xinonuaorpena ¢ ACK, a taxxe uccnenoBannsi CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A, B KOTOpPBIX CpaBHUBAJIN KIOMUAOTPEN ¢ muianedo; o0a JieKapCTBEHHBIX
npenapara, Ha3Hadaaruch B komouHarmu ¢ ACK u npyroit ctanaapTHOMN Tepamnuei.

Heoasno nepenecenmviti  ungpapkm muokapoa, HeOA6HO NEPEHEeCeHHbIll  UHCYIbM U
ouazHoCmuposantoe 3abonesanue nepugepuieckux apmepuil

B nccnenosanne CAPRIE Opumn Britouensl 19 185 manueHToB ¢ atepoTpoMO030M, KOTOPBIA
NPOSIBUIICA B BHJAE HEIABHO IepeHeceHHoro uHgpapkra muokapaa (<35 mHeil), HegaBHO
MEePEHECEHHOTO HWIIEMUYECKOTO WHCYIbTa (OT 7 JHEW 10 6 MecsIeB) WM yCTaHOBJICHHOTO
3aboneBanus mnepudepuueckux aprepuit (3[1A). IlamueHTs! OBUTM PAHIOMH3UPOBAHBI TIO
rpymIaM, MoJy4aBIIMM KJIOMUAOTpeN B cyTo4HOM no3e 75 mr, unu ACK B cytounoii noze 325
MT, U OCTaBaJKCh MOJ HaOmoneHneM B TeueHue ot 1 roga no 3 ner. B moarpymnmne nanueHToB,
nepeHecunx MHPapKT MUOKapa, 00JbIIMHCTBO NanueHToB noiayyanu ACK B TeueHue nepBbix
HECKOJIBKUX JHEH mocie ocTporo nHpapkta Muokapaa. Kiomugorpen 3HAUUTENBHO CHIKAI
YacTOTy HOBBIX HIIEMHYECKUX COOBITHH (KOMOMHHMpOBaHHas KOHEYHas TOYKa - HHQapPKT

MHUOKapJa, MIIEMHUYECKUH WHCYJIBT M COCyaucTass cMepTh) mo cpaBHeHuto ¢ ACK. Anamms
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kinonuaorpenom (5,8 %) u ACK (6,0 %).

[Ipu ananu3e moArpymI ¢ MpUMEHEHUEM Ka4eCTBEHHOMN OLIEHKH COCTOSIHUS (MH(papKT MHUOKap/a,
umemudeckuii WHCYIbT U 3I1A) Hambompmuii 3¢ddexT Tepanuu HaOMIOAAICS Yy TAIMEHTOB,
BKJIFOYCHHBIX B UccieaoBaHue B ¢Bs3u ¢ 3[1A (ocoOeHHO TeX, y KOTO B aHaMHe3e OblT HH(pAPKT
MHOKap/aa) u Oozee crnadbiii a3QdexT (He3HauntenbHo orauyatonmiics or ACK) y nanueHTos,
MEPEeHECHINX WHCYIbT. Y MAalMeHTOB, BKIIOYCHHBIX B HCCIECIOBAaHUE TOJIHKO HA OCHOBAHUU
HEJAaBHO TMEPEHECEHHOro HH(papKkTa MHOKapAa, pe3ysibTaT B TpYyIIe KiIonuaorpena Obul
YUCIIEHHO XYyXe, HO cTtatucThudecku He orimyaica ot ACK. KpomMe toro, ananus noarpynn mno
BO3paCTy MO3BOJISIET MPEANOI0XKUTE, YTO OJaronpusaTHbIN ) QeKT Kionuaorpena y NairueHToB
cTapie 75 et ObUT MeHee BBIPaXKEH, YeM Y MallueHTOB B Bo3pacTe <75 JeT.

Ocmpwiii KOpOHAPHBIL CUHOPOM

B uccnegopanne CURE 6buto BritoueHo 12 562 manueHnTa, IepeHeCcInX OCTPhI KOpOHAPHBIN
cunapom Oe3 mogbema cermenta ST (HecTaOWiIbHAS CTEHOKapaus uiu WH(apKT MUOKapaa 0e3
3yoma Q), y KOTOpHIX B TCUCHHE MOCICAHUX 24 4acoB MOsSBUJIACH 00Jb B OOJIACTH TPYIHOM
KJIETKA WIM CHMIITOMBI, YyKa3bIBalol[Me Ha wumeMuio. Jlyis BKJIIOYEHHS B MCCIEIOBaHUE
TpebOBaJIOCh, YTOOBI y TanueHToB Obutk 00 m3meHeHus OKI', ykas3wiBaronue Ha HOBBIC
UIIEMUYECKUE SBIICHUS, JHOO TOBBIIICHHBIA YypOBEHb KapAuo(epMeHTOB, ITUOO YpOBEHb
tpononuHa | unu T, mo kpaiiHeil Mepe, B 2 pa3a NpEBBIIIAIOMIUMN BEPXHHUH Mpeaen HOPMBI.
[TarueHTs! OBLTM PaHIOMHU3UPOBAHBI B TPYIIBI JICYEHUs KJIOMUIOTPENIOM (Harpy3o4Has 103a
300 wmr, 3atem 75 mr/cytkn, N = 6 259) wiu miane6o (N = 6 303), KOTOpBIE MPUHUMATIH B
komOuHarmu ¢ ACK (75-325 mr 1 pa3 B CyTKH) W JpYyTMMHU CTaHJAPTHBIMHU IperapaTamMH.
[ManuenTsl TONMyYanu J€YEHHE B TEUEHUE IMEpHoJa UIMTEILHOCTBIO 10 OJHOro rojga. B
uccnenoannn  CURE 823 mnammenta (6,6 %) monydand COMYTCTBYIOHIYIO —TEPAIUiO
anraronuctamu peuentopoB GPlIb/Illa. Temapun BBOommmm Oosiee dyem 90% marMeHTOB.
ConyTcTByromasi Tepanusi renapuHoOM HE OKa3bIBala 3HAYUMOTO BIUSHHUS Ha OTHOCHUTEIHHYIO
4acTOTY Pa3BUTHS KPOBOTECUCHH MPH MpUEMe KIOMUIoTpena u rmiaredo.

KonnuecTBo manueHToB, Y KOTOPbIX ObLIa NMEpBUYHAS KOHEYHAs TOYKa (CMEpPTh OT CEepAeyYHO-
cocyaucthix 3aboneBanuii (CC3), mHbapkt mMuokapaa (MM) umum uHCYNBT), cocTaBuiao 582
(9,3 %) B rpymnme, nmomy4apmier kinonuporper, u 719 (11,4 %) B rpynme, nmony4asuie rane6o,
a OTHOCHUTENBHBIN pucK ObLI cHIDKEH Ha 20% y rpymnmbl, MOTy4aBIIed KIONUAOTpen (CHIKEHHE
OTHOCHUTEIILHOTO pHcka Ha 17% mnpu KOHCEpBAaTUBHOM JICUCHHMH IManueHToB, Ha 29% mnpu
BBITIOJITHCHUHM UYPECKOKHOW TpaHCIIOMUHAIbLHONW KopoHapHoil aHruoractuku (YTKA) co
creHToM win 6e3 Hero u Ha 10 % mpum Bemomnenun AKIID). [locne 3 mecsneB neueHus

peuMyIIecTBO, HabmoaBmeecs B rpynne kinonunorpen + ACK, Gomnblile He yBenTU4nBaiIoCh, B
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(NOCNEOOBATENEHOCTE 0001)

TO BpeMs KaK pUCK KPOBOTEUEHHS COXPAHSIICS.

KonnyectBo mnanmueHToB ¢ KOMOMHUPOBAHHOM MEPBUYHONM KOHEYHOH TOYKOM (CMEpTh OT
CepACYHO-COCYTUCTHIX 3a00JIeBaHUi, MH(APKTOM MHUOKapJa, MHCYJIbTOM WIH pedpakTepHOn
umremueii) cocrasmo 1035 uenosex (16,5 %) B rpymre, monydasiiei kiaonumorpen, u 1187
(18,8 %) B rpymrie, moy4asIiei mianedo. BiusHus Ha 9acTOTY MOBTOPHBIX TOCIIATAINU3AIINAHN 110
NOBO/IY HECTAOMIIBbHOM CTEHOKApAUU HEe HAOII0AaI0Ch.

[Monoxwurensubie 3QPeKT, HAOMIOAAEMbIE TTPU MPUMEHEHUU KIOMHUIOTPENa, HE U3MEHSUIUCH
OpU KPaTKOBPEMEHHOM WM JUIMTEIbHOM MPUMEHEHMH JPYTHX CepJeHYHO-COCYIUCTHIX
npenapatoB (takux kak remapur/HMIT, antaronucter GPIIb/Illa, rumonumuaeMudeckue
npenapatsl, Oera-Omokatopbl W HMHrHOUTOPHl AIID). DPPeKTUBHOCTH KIOMUAOTpeNa He
3aBucena ot 1036l ACK (75-325 mr 1 pa3 B cyTkH).

VY manueHToB ¢ OCTphIM HH(GAPKTOM MHOKapAa ¢ MoabeMoM cermMeHTa ST 0e30macHOCTh H
3 PEeKTUBHOCTh  KJIOMUIOTpENa OIEHHWBAJIaCh B 2  PaHIOMHU3UPOBAHHBIX  ILIAIE0o0-
KOHTPOJHPYEMbIX TBOMHBIX cienbix uccnenaoBanusax CLARITY u COMMIT.

B uccnenoBannn CLARITY yuactBoBan 3491 marueHT, KOTOpBIe TOCTYNHIN B CTAIlIOHAP B
teueHue 12 gacoB mocne pa3ButHs HHPApPKTa MUOKap/a C MOIBEMOM CETMEHTa ST M KOTOPBIM
ObL1a MoKazaHa TpoMOoJIuTHUECKas Tepamnud. [lanuenTs! nomyvanu KiIOMUIorpesn (Harpy304Has
no3a 300 mr, 3atem 75 mr/cyt, N = 1752) unu mane6o (N = 1739), 0o6a B kombuHanuu ¢ ACK
(or 150 mo 325 Mr B KadecTBE HArpy304HOW JdO3bI, 3areM oOT /5 mpo 162 wmr/cyr),
(GUOPUHOIUTUYECKUI TIpernapar W, IpH HEOOXOAMMOCTH, TemapuH. [larueHToB Habmoganu B
teuenne 30 gHEl.

[lepBUYHON KOHEYHOM TOYKOH SIBJIAJIOCH HATMYME OKKIIIO3MH B MH(PAPKT-CBI3aHHONH KOPOHAPHOM
apTepuy Ha aHTHOTPAMME Iepel BBIMUCKOH, CMEpPTh WM MOBTOPHBIA WH(MAPKT MHUOKapIa 0
pOBEJCHUS KOpOHapHOM aHruorpaguu. [l mMmanueHToB, KOTOPbHIM HE MPOBOJIWIACH
aHruorpadus, NIepBUYHON KOHEYHON TOUKOHN ObLIa CMEPTh WU peLUIUB HHPapKTa MUOKapAa KO
JTHIO 8 MM K BBIMUCKE U3 OOIBHUIIEL.

[Marraguate npouentoB (15,0 %) maumentoB B rpymme kionuuporpena u 21,7 % B rpymme
mianedo JIOCTUTIIM TEePBUYHON KOHEYHOM TOYKH, YTO MPEACTABISIET COO0OM aOCOIOTHOE
cHKeHue Ha 6,7 % wu pasHuiy cHwkeHus B 36 % B monb3y KiIonuaorpena). T0 B OCHOBHOM
00yCIIOBIICHO YMEHBIICHHEM OKKIIIO3UM B HH(APKT-3aBHCHUMBIX KOPOHAPHBIX apTepUiX. ITO
IPEUMYIIECTBO OCTABAIOCH IOCTOSHHBIM BO BCEX MPEABAPUTENHHO ONPEICICHHBIX 110 BO3PACTY
U T0Ny, JIOKanu3aluu HHPapKTa U TUIY HCHOJIb3yeMoro (GpuOpMHOIMTHKA WJIM TenapuHa
HNOJArpyNnax nanueHToB.

UccnenoBanme COMMIT ¢ dakropubiv am3aitHom 2X2 Bkimrouano 45 852 mamuenta,

MNOCTYNMBIIUX B TCUYCHUC 24 YacoB ¢ MOMEHTa IOSBICHHS CHMIITOMOB nmoao3peBacmMoro

4



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 20.03.2024 N= 5477

nH(papkTa MHOKapJa, YTO MOATBEPIKIATOCH OT KJ'IOHCHI/HI-IL/II‘;/II::ﬁlE%IIEi%TTg%IH’gg;/IBﬁ '%:éi:ﬁx]léHTa

ST, cumwxennem cermenta ST mnm 610kanoif 1eBoil HOXKM myuka ['uca). [larenTsl nmomyyanu
kionuaorpen (75 mr/cytku, N = 22 961) unm trane6o (N = 22 891) B komOunaimu ¢ ACK
(162 mr/cyTkn) B TeueHwe 28 OHEH WM 10 BBIMHCKA W3 OOJBHHIBL. KOMOMHMPOBaHHBIMU
NEPBUYHBIMA KOHEYHBIMUA TOYKAMH OBLITM CMEPTh MO JI000H MPUYMHE W Pa3BUTHE MOBTOPHOTO
uH}papKTa, HHCYJIbTa WK cMepTh. [lomynsanus Bkmovana 27,8 % xenuuH, 58,4 % mauueHToB B
Bo3pacre 60 sier u crapuie (26 % > 70 ner) u 54,5 % nanueHTOB, MOMYYaBIIUX HUOPHHOIUTUKY.
Krnomuaorpen 3HaYUTENBHO CHUXKAJl OTHOCUTEIILHBIA PUCK CMEPTH TI0 JTF000# nprunHe Ha 7 % u
OTHOCHUTEJIbHBIN PUCK KOMOMHAIIMK TTOBTOPHOTO MH(papKTa, MHCYIbTa WM cMepTH Ha 9 %, 4To
coctaBisiio abcomotHoe cHikeHne Ha 0,5 % u 0,9 % cooTBETCTBEHHO, TO NMPEUMYILECTBO
OCTaBAJIOCh TMOCTOSHHBIM ISl TPYMI MAallMEHTOB Pa3HOro BO3pacTa, MoJja, MPUHUMAIOUINX WIN
HE TpUHUMAIOMUX GUOPUHOINTHUKH, U HAOII01aI0Ch YKe uepes 24 Jaca.

Jleockananmsa MHTHOUTOPOB perentopoB P2Yi12 B Tepamuu OCTpOro KOPOHAPHOI'O CHHIPOMA

[Tepexon ¢ Tepanuu MOIUTHBIM WHTHOUTOPOM perenTopoB P2Y 1, Ha jeueHue KIOMUAOTPEIOM B
coyeranun ¢ ACK mocne 3aBepmieHust octpoil ¢azpl octporo uHpapkra muokapaa (OHMM)
U3ydajcsi B JIByX paHAOMHU3HPOBAHHBIX HWHHUIIMHPOBAHHBIX HCCIEAOBATENIEM KIMHUYECKUX
uccnenoBanusax (TOPIC u TROPICAL-ACS).

B panmomu3upoBaHHOM OTKpBITOM KiumHHYecKOM uccienoBannu | OPIC npunumanu ydactue
nanenTel, mnepeHecume OMM, KOTOpPBIM  BBINOJNHSUIOCH — YPECKOXKHOE  KOPOHApHOE
BMmemateabcTBO (UKB). [Tanmentsl, monyuaBume ACK u onuH u3 60jiee MOITHBIX HHTHOUTOPOB
peuenitopoB P2Y12, y KOTOPBIX HE PAa3BUIMCh HEOIArOmpHUSATHBIC COOBITHS B TEUYCHHE OJHOTO
Mecslla, WM ObUIM TepeBeleHbl Ha Tepanuio (¢ukcupoBaHHoi komOuHammedr ACK wu
KIomuaorpena (medckanamnus JBOWHOW aHTUTpomOouuTapHod Ttepanuu ([JAT)) wm
MPOJIOJDKUII IPUHUMATh paHee Ha3HaueHHbIe npemnapaThl (Hen3meHHas JIAT).

CoObITus, BKJIIOYEHHbIE B KOMOWHUPOBAHHYIO TNEPBUYHYIO KOHEUYHYIO TOUYKY (CMEpPTh OT
OCIIOXKHEHUW  cepaevyHo-cocynucThix  3abomeBanuit  (CC3), WHCYJNBT,  DKCTpEHHAas
peBacKyJIsIpu3alusi ¥ KPOBOTCUEHHUsS TUMA 2 WU Oojee TKenble KPOBOTECUCHHsS MO IIKaje
BARC (MccnenoBaTenbCKOro akaJeMUyecKoro KOHCOPIMYMa M0 KPOBOTEUECHHSIM)), Yepe3 OJIUH
ron nocie nepeHecenHoro OMM Obutn 3apeructpupoBanbl y 43 u3 322 nauuentos (13,4 %) B
rpynne aesckananuu JJAT u 85 maumentos u3z 323 (26,3 %) B rpynne neusmennoit AT (p <
0,01).

CraTHCTUYECKH 3HAYMMOE DAa3JIMyhe B OCHOBHOM OOYCIIOBJICHO COKpAIIEHHEM KOJIMYeCcTBa
CllydaeB KpPOBOTEUEHHs, B TOM YHCIIe KpOBOTeueHHUH, koropsie mo mkaire BARC 6Gonee mnu

paBHbl 2 (4% B rpynne aedckananuu u 14,9% B rpynne, nomnydasiieir HensmeHeHHyIo [IAT),
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IIPU 3TOM HE HaOJII0JAI0Ch CYIIECTBEHHBIX Pa3jIHuUi 5l Hhdrote Airertil ok -Oc it entiii (p

=0,36).

B panmomusupoBanHoe OTKpbIToe KiuHH4Yeckoe wuccienoBanne [ROPICAL-ACS Obun
BKiroYeHbl 2610 manmentoB ¢ OVIM, moOATBEp)KIIEHHBIM aHaIW30M Ha OMOMapKephl, TOCIe
nposeaecauss YKB. TlanuenTs! ObUM paHIOMU3UPOBAHBI B TPYIIIHI ISl TIOJYYCHHS TTpacyrpena
(mam 0-14) nnu npacyrpena (mam 0-7), a 3atem kionuporpena (qau 8—14) B koMOMHAMK C
ACK.

Ha 14-i1 nenp ObU1a MpoBesieHa OleHKa (GYHKIMKA TPOMOOUUTOB. IlaliueHTsl U3 MEepBOil IPyMIIbI
Tepanuu TOJILKO MPacyTrpesioM MpoaA0Kalld MPUHUMATH Mpacyrpen B teuenue 11,5 mecsua.

VY manueHTOB M3 TPYMIBI 3aMEHbI Tepanuy ObUT BBHIIIOJHEH aHAJIW3 Ha BBICOKYIO PEaKTHBHOCTH
tpombonutoB (BPT). [Tanmentsl ¢ BPT > 46 egunun; Oblin cCHOBa NEpEeBEACHBI HA TEPaIuio
npacyrpesioM, KoTopyr nojyyanu B TeueHue 11,5 mecsama. [Mammentsr ¢ BPT < 46 enunwuig
MPOJODKHIIN JICUeHHE KIIOMUAOTperIoM B jao3e 75 mr/cytku B Teuenue 11,5 mecsma. Takum
o0pa3om, B rpymIe ynpapisieMoil 3aMeHbl Teparuy MalMeHThI MoJTydany uin npacyrpen (40 %)
win kinonmporpen (60 %). Bcece mammentsr momydanu ACK, mocnemyromiee HaOmroaeHue
MPOJ0HKANIOCh B TEYEHHUE OJHOTO TOfa.

[lepBuuHas KOHeUHasi TOYKA BKJIIOYaa KOMOMHAIUIO CepAeUHO-COCYIUCTON cMepTH, HH(papKTa
MHUOKapJla, MHCYJIbTa MU KPOBOTEUEHHUsS TUNa 2 WM Oojiee TsKeNble KPOBOTEUEHHUS IO IIKae
BARC. MHccnenoBanue npoAeMOHCTPUPOBANIO OTCYTCTBUE pA3JIMUUN MEXIy TpyIIaMHu IO
NEPBUYHON KOHEUHOW TOYKe MO KpHUTepuio non inferiority. Ympasisemas 3aMeHa Tepanuud He
npuBesia K TOBBIIICHUIO PHCKA Pa3BUTHUSI HIIEMUYECKUX oOcioxHeHui (2,5 % B rpymme
neasckanauuu 1 3,2 % B KOHTPOJBHOM TPYIINE), a TaKKe YaCcTOThl KPOBOTEUEHUM THIA 2 WU
6onee no mkaine BARC.

JIBoiiHag anTurpoMbormrapuas tepanus (JAT) npu octpom manom MU wimu TUA cpensero

HJIX BBICOKOI'O pUCKa

Onenka JIAT B xomOunauuu c¢ kionugorpenoM u ACK ¢ menbio mpoQUIaKTHKH WHCYJIbTA
nocie octporo manoro MM unu THUA cpennero uin BEICOKOrO pUCKa MPOBOAMIACH B XO/I€ ABYX
pangomusupoBanHbix uccienoBanuii: CHANCE u POINT - ¢ momydeHuem AaHHBIX 10
MCXO0JIaM JUTsl KITHHUYECKON 0e301acHOCTH B 3(PPEKTUBHOCTH.

UccnenoBanne CHANCE (npumenenue kionudocpena y nayueHmos ¢ 6blCOKUM PUCKOM
PAa36UmUs OCMpPLIX HAPYUWEHUTI MO3208020 KPOBOOOpaweHus 0e3 UHBATUOU3AYULL)

B 3TOM paHIOMU3UPOBAHHOM JBOWHOM CJIETIOM MYJBTHIIEHTPOBOM IIAie00-KOHTPOIUPYEMOM
KJIMHUYECKOM HCCeAoBaHUM TpuHsiM ydactue 5170 manumentoB u3 Kwutas ¢ octpoit TUA
(omerxka ABCD2 >4) unmu octpbiM ManibiM nHCYIbTOM (NIHSS <3). TanmenTtsr B 06eux rpymnmax

B 1-i1 menp momyunnu no03y ACK B OTKpwITOM pekuMe (BeTWYMHA J03bI BapbHpPOBajach B
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nuanazone ot 75 go 300 wmr, 103y CTaHaBHﬁgﬁgfj%giﬁﬁiyﬂgﬂEﬁg:f%Tﬂ;ﬁ%hm,

pPaHIOMU3UPOBAHHbBIE B Irpynny npuMeHeHus kionuaorpena u ACK, momydusiv Harpy3o4yHyO
no3y 300 mr B 1-i1 neHp, mociie 4ero mojy4yalud KIomuaorpena B go3e 75 mr 1 pas B CyTku B
nepuof co 2-ro nHs 1o 90-i nens BrmounTenbHO U ACK B g03¢ 75 mr 1 pa3 B CyTKH B Ilepuoj
co 2-ro aHsA mo 21-ii neHb BKIOYWTENbHO. [lalMeHTHl, paHAOMHU3HPOBAHHBIE B TPYNIy
npumenenus ACK, momydanu mane6o-Bepcrio Kionuaorpena B nepuop ¢ 1-ro aas mo 90-i
nenb BrountenbHo U ACK B 1o3e 75 Mr 1 pa3 B cyTku B nepuoji co 2-ro aHs no 90-ii 1eHb
BKJIFOUUTEINBHO.

[lepBuyHOif  KOHEYHOW TOUKOH OS(P(EKTUBHOCTH SBISUICS HOBBIM  CiIydail HMHCYJIbTa
(MIIEMUYECKOTO WM reMopparudeckoro) B mepsbie 90 mgHelt mocime octporo manoro MU wmmm
TUA Bbsicokoro pucka. Takue ciydyan ObLIM 3apeructpupoBanbl y 212 manuentoB (8,2 %) B
rpynne npumeHenust kinonuporpena U ACK mo cpaBHenuto ¢ 303 mamuentamu (11,7 %) B
rpynne npumenenust ACK. Crnyuan MU nabmomamucs y 204 nanmentoB (7,9 %) B rpymme
npuMeHenus kionuporpena U ACK mo cpaBrHenuto ¢ 295 manumentramu (11,4 %) B rpynme
npumeHenns ACK. I'emopparndeckuii MHCynbT CIydwics y 8 MallMEHTOB B KaXJ0H U3 ABYX
rpynn uccienoBanus (0,3 % B kaxnoit rpynne). CpelHeTsKelloe WK TSKeI0e KPOBOUIUSIHNE
Habmonanoce y 7 mamueHtoB (0,3 %) B rpynne nmpumenenus kionugorpena u ACK u y 8
narueHToB (0,3 %) B rpynne npumenenus ACK. Yactora pa3BuTHsS KPOBOTEUEHUH COCTaBHIIA
2,3 % B rpynne npumenenust kiaonuporpena u ACK mno cpasHenuto ¢ 1,6 % B rpymnme
npumenenus ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayueHmos ¢ HOBbIMU CLYYASMU
THA unu manoeo umemudecko2o uHcyibmad)

B sTOM paHnoMU3MpPOBAaHHOM IBOWHOM CJIETIOM MYJIBTULIEHTPOBOM ILTALE00-KOHTPOJIUPYEMOM
KJIMHUYECKOM MCCIIEJOBAaHUU MPUHSAIU ydacThe 4881 manueHTOB W3 Pa3HbIX CTpaH C OCTPOM
TUA (onrerxka ABCD2 >4) unu octpbiM ManibiM HHCYIbTOM (NIHSS <3). Bece manuenTts B 06enx
rpynnax nomydanu no3y ACK B OTkpeIToM pexume B nepuof ¢ l-ro nHa nmo 90-it neHs
(BemmumHA 703BI BapbUpOBaJiach B auarna3one or S0 mo 325 wmr, 103y yCTaHaBIMBAJ JICUalTuid
Bpau). [lanueHnTtsl, paHAOMU3HpPOBAaHHBIE B TPYNIy NPUMEHEHHS KJIOMUIOrpesa, MOIYUYHIn
Harpy304Hyto 103y kionugorpena 600 mMr B 1-il 1eHb, MOCI€ YEro Mojaydyaid KJIOMHAOTPEN B
no3e 75 mr 1 pa3 B cyTku B mepuon co 2-ro aHsA no 90-ii geHp BKIIOUUTENbHO. [lanueHTsl,
paHIOMM3HpPOBAaHHBIE B TPYIIy MOpUMEHEHHA Iutanebo, TMoiydanud Iulanedo-BepcHio
KJonuaorpena B nepuoA ¢ 1-ro qus no 90-it 1eHb BKIIOUUTENBHO.

[lepBuuHO#l KOHEUHON TOYKOM A(OPEKTUBHOCTH ABISAIACH KOMOMHAIMS ~ MaCCHBHBIX
umemMudeckux ocioxkHenuit (MU, wHbapkT Muokapja WM JIeTadbHBIM HCXOJ B pe3yJbTare

HUIIIEMUYECKOTO  COCYAMCTOrO  OCloXHeHus) K 90-my nHroo. Takume ciydam  ObUTH
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sapeructpupoBanbl y 121 manuenra (5,0 %) B| rpymme | Hriveirentor katomnrorpenait ACK o

cpaBHeHHIO ¢ 160 mauuentramu (6,5 %) B rpynne npuMmenenus Toiabko ACK. NN, ssnsromuiics
BTOPUYHOW KOHEYHOW TO4YKOW, HaOmomancs y 112 manumentoB (4,6 %), TOTydYaBIIMX
kionunorpen U ACK, mo cpaBHeHuto co 155 manumentamu nomydaBmumMu ACK (6,3 %).
Bonbioe kpoBoTeUeHHE, SBIAIONICECS MEPBUYHON KOHEYHOW TOUYKOW OIICHKH O€30MacHOCTH,
ciayuyusioch y 23 u3 2432 nauuentos (0,9 %), nomyuaBmux kinonuaorpen 1 ACK, ny 10 u3z 2449
narueHToB, nonydaBmux ACK (0,4 %). He3nauutenbHOE KpOBOMBIUSHUE CIyduiioch y 40
naruenToB (1,6 %), nomyyasmux kinonuaorpen u ACK, u y 13 nmanuenros, noixydasmux ACK
(0,5 %).

Ananusz nepuooa oeticmsusi npenapamos 6 pamxax uccieoogaruii CHANCE u POINT

He 6p110 mpenmytiectBa B ToMm, uyToObI mpogomxkaTh JIAT Gonee 21 musa. Knunuueckas momib3a
ot niponomkenus [JAT Gonee 3 Hemenb nMpoaeMOHCTpUpoBaHa He Oblia. Llenpio pacnpeneneHus
MAaCCHUBHBIX MIIEMUYECKUX OCJIOKHEHUH U CIy4yaeB MAaCCHUBHOTO KPOBOM3JIHUSHUS IO TpyIIaM
JeYeHHsI B TEPUOJE JACHCTBHS IpernaparoB ObUT aHAIM3 BIUSHUS KPAaTKOCPOYHOTO IEepHOa
nevicrBus JIAT.

Quobpunnayus npedcepoutl

B xoxne kmuanveckoro uccnenoanus ACTIVE-A nokaszano, 4To y mareHToB ¢ GuOprsiuen
npencepanii, KOTOpble MMENTH, KaKk MHHHUMYM, OJUH (aKTOp PpHUCKA DPA3BUTHUS COCYIUCTBHIX
OCIIO’)KHEHUH, HO ObUTM HECTIOCOOHBI MPHUHUMATH HEMPSMBIC aHTUKOATYJISIHTHI, KJIOMUIOTPEN B
couetannu ¢ ACK (1o cpaBHEHHIO ¢ mipreMoM Tosibko oHo ACK) yMeHbIan yacToTy BMecTe
B3STHIX HWHCYJIbTa, HWH(pApPKTa MHOKApJa, CHUCTEMHOM TpPOMOOSMOOIHMH BHE IIEHTPAIBHOU
HepBHO# cucteMmbl (IIHC) nnm cocyaucToit cMepTH, B OOJBINCH CTENIEHH 32 CUET YMEHBIIICHUS
pHUCKa pa3BUTHUS UHCYJIbTA.

D¢ dexTuBHOCTH TpUeMa Kionuaorpena B couetannn ¢ ACK BBISBIsUIACH paHO M COXPaHsIACh
10 5 JyeT. YMEHBbIIEHUE PUCKA KPYNHBIX COCYAUCTBIX OCIOXKHEHUH B TIPYIIE IAllMEHTOB,
OpUHUMABIIUX Kionuaorpen B couetannu ¢ ACK, Habmoganock B OCHOBHOM 3a c4eT OOIbIero
YMEHBIIIEHNS YacTOThl MHCYJBTOB. PHUCK pa3BUTHS MHCYJIbTa JIOOOM TSDKECTH MpPH IpUEMe
kionuaorpena B couerannu ¢ ACK cHmkazics, a Takke HaOI01anach TCHACHIMS K CHUKEHHUIO
YacTOThl pa3BUTHSA HMH(}apKTa MHOKapAa B TpYIe, MOJy4aBIIeH JIeYeHHE KJIOMUIOTPENIOM B
coyeranuu ¢ ACK, Ho He Habmoganoch paznuuuii B yacrore TpomOosmoOomuii BHe [IHC nm
cocyauctoit cmeptu. Kpome atoro, mpuem kinonuporpena B couetanuu ¢ ACK ymensIan obiiee

KOJIMYECTBO ,Z[HGI>'I rocuvTajaru3anuu 1o CCPpACUYHO-COCYAUCTHIM IPUINHAM.

(Dapmakoxunemuxa

AOGcopbuus
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IIpu OJIHOKPAaTHOM U HOBTOPHOM IpHEME BHYTPb, B 1103 75 ME B e ikh =i orped -6hieTpo

BcachiBaeTcsa. CpenHee 3HAYeHHE MAaKCUMAaNbHOW KOHIEHTpPAMH (Cmax) HEHM3MEHEHHOTO
KJIOMHJIOTPENIa B MJIa3Me KPOBH (MIPUOIU3UTENBHO 2,2—2,5 HI/MJ TIOCIe TpreMa BHYTPh Pa3oBOH
036l 75 MTI) MOCTHTaeTcs MPHUOJM3UTEIBHO Yepe3 45 MUHYT mocie npuema mpemapara. [lo
JAHHBIM JKCKPEIIMH METAa0OJIMTOB KIIOMUIOTPENa 4Yepe3 TMOYKH €ro abCcopOIus COCTaBIISIET
npubau3uTensHo 50 %.

Pacnpenenenue

In vitro xionumorpena W ero OCHOBHOM HUPKYJIUPYIOIIUA B KPOBH HEAKTUBHBI META0OJUT
00paTuMO CBS3BIBAIOTCS ¢ Oenmkamu rma3Mbl (Ha 98 % u 94 %, COOTBETCTBEHHO) U JTaHHAS CBSI3b
SBJISICTCS] HEHACKIIIaeMOoM 710 KoHmeHTpanun 100 Mr/mi.

Buorpancdhopmarims

Knomumorpen MHTEHCHMBHO MeTabonusupyercs B medeHu. In vitro um in vivo kimomumorpen
MeTabOMM3UPYETCS ABYMS IMyTSAMU: TIEPBBIN OCYIIECTBISETCS C TTOMOIIBIO 3CTEepa3 U MPUBOIUT K
TUAPONU3Y KJIOMUJOTpena ¢ 00pa3oBaHWEM HEAKTUBHOTO IPOW3BOJHOTO KapOOKCHUIHLHOU
KHUCTOTHI (85 % OT MUPKYIUPYIOUIUX METa0OIUTOB); BTOPOM MYTh OCYIIECTBISETCS C MTOMOIIIBIO
nzodepmenToB nuroxpoma P450.

[TlepBoHayanbHO KJIONUAOTPENT METabOIM3UPYETCS N0 2-OKCO-KJIOMUIOrpesa, SBISIOLIEToCs
IPOMEXKYTOUHBIM MeTabonuToM. [locnenyronuii Mmerabonu3M 2-0KCO-KIOMUIOTpesia MPUBOIUT
K 00pa3oBaHWIO  aKTUBHOTO  MeTaboiMTa  KJIOMUIOTPENa—TUOJBHOTO  IPOU3BOIHOTO
KIonuaorpena. In vitro aTot akTuBHBII MeTabOIUT 00pa3yeTcs, TIaBHBIM 00pa3oM, ¢ TOMOIIBIO
n3opepmenra CYP2C19, Ho B ero oOpa3oBaHMHM TakKe YYacCTBYIOT HEKOTOPBIC JpyTHE
nzodepmentsl, Bkmodass CYP1A2, CYP2B6 u CYP3A4. AKTUBHBII THOJBHBIH METa0OJIUT
KJIOIHMIOTPeNia, BBIICICHHBIH B IN VItr0 McciieoBaHusgX, ObICTPO M HEOOPATUMO CBSI3BIBACTCS C
perenTopamMu TpPOMOOIIUTOB, OJIOKUPYSI TAKUM 00pa30oM arperamuio TpOMOOITUTOB.

Cmax aKTUBHOTO METa0ONUTa KIOMHUAOTpENa TMOocie OAHOKPATHOTO MpHEeMa ero Harpy304HoOu
o361 300 Mr B 2 pa3a npeBbIIIaeT TaKOBYIO mocie 4-X JHel mpueMa MoAep>KUBaroieil 1035l
kionugorpena 75 mMr. Cmax IOCTHTaeTCs MPUOIH3UTENRHO B TeueHue 30—-60 MuH.

OJIMMUHALNL

B teuenue 120 yacoB mocie TMpuéMa BHYTPh 4eTOBEKOM ~‘C-MEUEHOTO KIIOMHIOTrPena OKOJIO
50 % paauoaKTUBHOCTU BBIBOJUTCS Yepe3 MOYKU M MpUOIu3uTensHO 46 % pajanoakTHBHOCTU
BBIBOJIUTCS 4epe3 KuleyHuK. [locie oaHOKpaTHOro mpueMa BHYTPb J03bI B 75 MI IEpUOL
nonyBeiBenieHuss (T12) Kiomuaorpena CoCTaBiseT mnpuOiu3uTenbHo 6 dacoB. [locme
OJIHOKpPATHOTO IMpHeMa M TMpHeMa TMOBTOPHBIX 03 Kiomnujporpena Tiz €ro OCHOBHOIO
HUPKYJIUPYIOLIET0 B KPOBU HEAKTUBHOIO METa00JIUTa COCTABISET § 4acoB.

dapmakoreneTuka
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C nomompio uzopepmenta CYP2C19 o6pa3y10TC$f:n{;51;-—| T e e

MPOMEXKYTOUHBI MeTa0omuT - 2-oKco-kiomuaorpen. dapMakoOKWHETHKAa U aHTHATPETaHTHOE
JieicTBUE aKTUBHOT'O METa0OJUTa KIIOMUIOTPENa, IPU UCCIEAOBAaHUH arperauuu TpoMOOLUTOB
eX VIVO, BapbHUpYIOT B 3aBHCHMMOCTH OT reHotumna wuzopepmenta CYP2C19. Amrens rena
CYP2C19*1 cooTBeTCcTBYeT MONMHOCTHIO (YHKIIMOHATHLHOMY METa0ONIHM3My, TOT/Ia KakK ajijield
resoB CYP2C19*2 wu CYP2C19*3 sBustorcs HeyHKIMOHATBHBIMU. AJIJICIM  TEHOB
CYP2C19*2 u CYP2C19*3 sBnstoTcs NpUYMHON CHIKEHHS MeTaboinu3Ma y OOJbIIMHCTBA
npencraButenelr epporneougHoi (85 %) u mouromoumHOU packl (99 %). [pyrue amnenu, c
KOTOPBIMH CBSI3BIBA€TCS OTCYTCTBHE WJIM CHWKEHHE MeETaboJ3Ma, BCTpPEYAIOTCS pPEke U
BKJIFOYAIOT, HO HE OrpaHnuyuBaroTcs auiensmu reHoB CYP2C19*4, *5, *6, *7 u *8. [TlanueHTsl ¢
HU3KON akTUBHOCTHIO m3odepmenTa CYP2C19, nomkubl 007aaaTh IByMs yKa3aHHBIMH BBIIIES
aleNnsiMi reHa ¢ norepeil gyHkiuu. OmyOJIMKOBaHHbBIE YacTOThl BCTPEYaeMOCTH (DEHOTHIIOB
auI ¢ HU3KoW akTuBHOCTHIO m3odepmeHta CYP2C19 y mamueHTOB €BpOMEOUIHOW pachl
cocTaBisAOT 2 %, y MallMEHTOB HETPOMIHOW pachl - 4 % W y MOHTOJOMAHON pacel - 14 %.
CylIecTByIOT CHelManbHble TECTHl JJS OINpECNICHUs] HMMEIOLIerocs y MalueHTa TeHOTHIA
nzopepmenta CYP2C19.

[To manHBIM TepekpecTHOTO HccaenaoBaHus (40 mMOOPOBOJIBIEB) ¢ y4acTHEM JTOOPOBOJIBIEB C
OYCHb BBICOKOH, BBICOKOH, MPOMEKYTOYHOM M HHM3KOW aKTUBHOCTHIO m3odepmenta CYP2C19,
KaKuX-TH00 CYIIECTBEHHBIX PA3IMYMi B HKCIO3UIMU aKTUBHOTO METabONMTa U B CPEAHHX
3HaYeHUAX HMHruouposanus arperanuu TtpomoOoruToB (MAT), uanyuumpoBanHoit AID, y
JTOOPOBOJIBIIEB C OYEHb BBICOKOH, BBICOKOH W TMPOMEKYTOYHOW aKTUBHOCTBIO H30(epMeHTa
CYP2C19 BeisiBaeHO HEe ObUTO. Y 10OpOBOJIBIIEB C HHU3KOM aKTUBHOCTHIO H30(epMeHTa
CYP2C19 »skcno3urusi akTUBHOTO MeTabonuTa CHKaimack Ha 63-71 % mo cpaBHEHHUIO ¢
OOPOBOJIBIIAMHU C BBICOKOW akTUBHOCTHIO M30odepmenta CYP2C19. IIpu ucnonb30BaHUN CXEMBI
neuenuss 300 mr Harpy3ouHas no3a/75 wmr mnoaxepxkuBaromas npo3a (300 mr/75 wmr) y
NOOpOBOJIBIIEB C HHM3KOW akTUBHOCTBIO wm3o0(pepmenta CYP2C19 antuTpombomnmrapHoe
neiicTBue CHIDKaIoch co cpeanumu 3HaueHusmu MAT, coctaBmstomumu 24 % (depe3 24 4) u
37 % (ma 5 nenn uccnenosanus) mo cpaBHenuto ¢ UAT, coctapnstomumu 39 % (duepes 24 4) u
58 % (Ha 5 meHp uccienoBaHUs), Y J0OPOBOJIBLEB C BHICOKOW aKTHBHOCTHIO H30(epMEHTa
CYP2C19 u 37 % (uepe3 24 4) u 60% (Ha 5 neHb HCCIEAOBaHUSA) Y JOOPOBOJIBLIEB C
IPOMEXYTOYHOM akTUBHOCTHIO M30pepmenta CYP2C19.

Korna no6poBonblibl ¢ HU3KOH akTUBHOCTHIO n3odpepmenta CYP2C19 nomyuanu mpenapar 1o
cxeme nedenus 600 mr HarpysouHas no3a/150 mr mopmepxkuBaromias go3za (600 mr/150 wmr),
9KCIO3ULMS AKTUBHOrO MeradoiuTa Obula BbIIIE, YeM IMpPU IMpUEME IO CXEME JeueHUs

300 mr/75 mr. Kpome storo, MAT cocraBmsuio 32 % (duepes 24 1) u 61 % (Ha 5 neHs

10
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WCCJIEIOBaHMs), 4YTO OBUIO OOJBIINE TaKOBOIO Y nb@ﬁés&ﬁf&@ i'%T%H%II\?'I:['JK}I&IB.}II‘IC;I&TBIO

uzopepmenra CYP2C19, nonyuaBmmx snedeHue mo cxeme 300 mr/75 mr, u Obulo MOAOOHO
TAaKOBOMY B TpyIIIax MarleHToB ¢ Oosee BbIcOKoW nHTEHCUBHOCTBI0O CYP2C19 — merabonusma,
nony4aBmux JedeHue mo cxeme 300 mr/75 mr. OpgHako B HMCCIENOBAHHSIX C YyYEeTOM
KJIMHUYECKMX HCXOJ0B PEXHM JI03UPOBAHUS KIONUAOrpeaa s NAlEeHTOB ASTOW TpyIIIbI
(marmeHToB ¢ HU3KOM akTUBHOCTHIO m30depmenTa CYP2C19) nmoka He yCTaHOBIIEH.
AHAJOTUYHO pe3yjbTaTaM JaHHOTO HCCIIENOBAaHUS METa-aHAIM3 IIeCTH WCCICOBAHUMA, B
KOTOPBIA BONUIM AaHHBIE 335 HOOPOBOJIBLIEB, MOJYYABIINX KIOMUAOTPET U HAXOJIUBIINXCS B
COCTOSSHUM JOCTHXKCHHSI PABHOBECHON KOHIIEHTpPALMM, II0Ka3al, 4YTO [0 CPaBHEHHIO C
T0OpOBOJIBIIAMH C BBICOKOM akTUBHOCTBIO wm3odepmenTta CYP2C19, y mnoOpoBoiblieB ¢
MPOMEXXYTOUYHON akTUBHOCTHIO m3odepmeHTta CYP2C19 skcmo3uius akTHBHOTO METa0oJIHMTa
cHmkanach Ha 28 %, a y 100OpoBOJbIEB C HU3KOM akTUBHOCTHIO M3odepmenta CYP2C19 — Ha
72 %, B 1O Bpems kak UAT Obuto cHmxkeno ¢ pazmuuusimu B AT Ha 59 % u 21,4 %
COOTBETCTBEHHO.

He npoBoaunocs onenku Bnusaus reHotuna CYP2C19 Ha knmuHUYECKHE UCXO/Ibl Y MALIMEHTOB,
MOJy4aBIIUX KJIOMUAOTPEd, B MPOCHEKTUBHBIX PaHAOMU3HPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanusx. OAHAKO, HAa HACTOSAUIMM MOMEHT HMMEETCS HECKOJIbKO PEeTPOCHEKTUBHBIX
aHanu30B. Pe3ynpTaThl TEHOTHUNHPOBAHUS TOJIY4YEHbl B XOJ€ CIEAYIOMMX KIMHUYECKUX
uccinenoanmii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaKk)Ke B HECKOJIbKHUX OITyOJIMKOBAHHBIX KOTOPTHBIX UCCIICIOBAHMSIX.

B uccnenoBannu TRITON-TIMI 38 u 3-x koroprasix uccrienoBanusx (Collet, Sibbing, Giusti)
HNalUeHThl KOMOWHUPOBAHHOM TpyNIbl C MPOMEXKYTOYHOM MM HHU3KOM aKTHBHOCTHIO
nzodepmenta CYP2C19 umenu Gornee BBICOKYIO YacTOTY CEPACYHO-COCYAMCTHIX OCIIOKHEHUN
(cMepTh, MH(DAPKT MUOKApJAa U WHCYJLT) WU TPpoMOO3a CTEHTA MO CPABHEHHIO C TAKOBBIM Yy
MAIMEHTOB C BHICOKOH akTUBHOCTHIO m3odepmenta CYP2C19.

B wuccnenopanuun CHARISMA u omHOM KOropTHOM wuccienoBanuu (SIMON), yBeTUuSHHE
YacTOThl CEPAEYHO-COCYIUCTBIX OCIOXHEHHH HaOJI0aJoch TOJBKO y TAIlMeHTOB C HU3KOU
akTuBHOCTBIO H30(pepmenta CYP2C19 (mpm wmX cpaBHEHWH C TAIMEHTAMH C BBICOKOU
akTUBHOCTHIO n3oepmenta CYP2C19).

B wuccnenoBanun CURE, CLARITY, ACTIVE-A u ogHOM U3 KOTOPTHBIX HCCIIEAOBAHUN
(Trenk), He HaOMIOJAIOCH YBEIMYCHHS YACTOTBHI CEPJCUHO-COCYAUCTHIX OCJIOKHECHUH B
3aBucuMocTt ot uHTeHcuBHOCTH CYP2C19 — Merabonuzma.

Oco0nIe I'pynIbl TanMEHTOB

dapMaKOKMHETHKa aKTUBHOTO MeTaboiMTa KIOMUIOrpesa B OCOOBIX IpyIax MalleHTOB He

U3ydanach.

11
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(NOCNEQCBATENEHOCTE 0001)

IManmedTsl cTapiie 75 JgeT

Y noOpoBOJBIEB cTapmie 75 JIET MPU CPaBHEHUH C MOJIOABIMU TOOPOBONBIIAMH HE OBLIO
NOJYYCHO pPa3IMYMii 1O IOKAa3aTeNsIM arperadd TPOMOOIMTOB M BPEMEHH KpPOBOTCUCHHUSI.
Koppekius 10361 HE TpeOyeTcs.

ITanmeHTHl ¢ HapyIIeHHEM d)VHKHI/II/I IMOYCK

[Tocie MOBTOPHBIX MPUEMOB KIIOTHIOTPENA B IO3UPOBKE 75 MI/CYTKH y MAIUEHTOB C TSHKEIBIMA
HapymieHussMu  QyHKIMH Touek (knupeHc kpearmauHa (KK) or 5 mu/mun mo 15 mu/muH)
uHruouposanue AJI®-MHIYIMPOBAHHON arperanuu TpoMOouuToB ObLTO HIKE (Ha 25 %) mo
CPaBHEHHIO C TAKOBBIM Y 370POBBIX JOOPOBOJIBIIEB, OJHAKO Y/UIMHEHNE BPEMEHH KPOBOTECUCHHUS
OBUIO TIOAOOHBIM TAaKOBOMY Y 3JIOPOBBIX TOOPOBOJIBIEB, IOJYYaBIIMX KJIOMUAOTPENT B
JIO3UPOBKE 75 MI/CYTKH.

ITanmeHTHl ¢ HapyIIeHHEM d)VHKHI/II/I NCYCHHU

He Obuto 3HaUUMBIX OTIMYMNA B cTereHH MHrHOupoBaHus AJIO-uHIyIMPOBAHHON arperanuu
TPOMOOIIMTOB MOCJE €KEAHEBHOTO MPHEMa KIIOMUOTpeNa B CyTOYHOM f03¢e 75 Mr B TeueHue 10
JHEeW y MalUeHTOB C TSDKEIBIMH HapyIHICHUSMH (YHKIUH I10 CPaBHEHUIO CO 3JI0POBBIMH
no6pososbiaMu. CpeHee BpeMsi KpOBOTEUSHMSI TAKXKE COMIOCTABUMO B 00€UX IpyMax.

PacoBas npuHa I KHOCTE

Pacnipoctpanennocty  ammteneit  reHoB  m3odepmenta CYP2C19, oOycnaBiauBarommx
IPOMEXYTOUHYIO M HU3KYIO aKTUBHOCTH 3TOr0 M30(EpMEHTa, OTIMYACTCSA y IMpEICTaBUTENCH
pa3IMyHBIX PACOBBIX TIpymm. VIMeloTcs OrpaHHuYeHHBIC JHUTEpaTypHble JaHHBIE 00 UX
pPacipoOCTPaHEHHOCTH y MPEJCTaBUTENECH MOHTOJIOMIHOM packl, YTO HE TO3BOJIAET OLICHUTH Y
HUX 3HaueHus TreHotunupoBanus wu3opepmenta CYP2CI19 nns pa3BUTHS HIIEMHYECKHX
OCJIOKHEHUH.

CTU

Knunudeckue nanHbie OTCYTCTBYIOT.

Iloka3anusi K NpUMEHEHUI0
[Ipenapar Knonugorpen-AKpuxuH MOKa3aH K TPUMEHEHUIO Y B3POCIIbIX.

Bropuynas npodunakTika areporpoMOOTHYECKUX OCIOKHEHUN:

* V B3pOCIBIX MAIUEHTOB MOCJIC HEJJaBHO MEPEHECEHHOTo nH(papkTa MuoOKapa (C JaBHOCTBIO OT
HECKOJIbKUX JHEeW a0 35 JHeil), HelmaBHO IEePEHECEHHOTO WINEMHUYECKOro HWHCYNbTa (C
JABHOCTBIO OT 7 JAHEW 1J0 6 MecsleB) WM TpH JUAarHOCTUPOBAHHOM 3a00JIEBaHHUH
nepudepuIecKux apTepu.

* Y B3pOCIIBIX MALIMEHTOB C OCTPBIM KOPOHAPHBIM CHHJIPOMOM:

— OCTpBIIl KOpOHApPHBIN cHHApPOM 0e3 moabeMa cermeHta ST (HecTaOuibHAs CTCHOKApAMS WA

12



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 20.03.2024 N= 5477

nHpapkT muokapma 06e3 3ybma Q), BKIOYas nauﬂl%ﬁ%@ﬁb‘ﬁ&%ﬂbgﬁ;& - ';Ir:)';'l}ﬁaTL

MEANKAMEHTO3HOE JICUeHHWEe, M TAIMeHTOB, KOTOPBIM IIOKAa3aHO YPECKOXKHOE KOPOHApPHOE
BMEIIATENTLCTBO (CO CTEHTHPOBAaHMEM WM 0€3 CTEHTHPOBAaHHS) WJIM aOPTOKOPOHAPHOE
myHtupoBanue (AKIII).

— OCTphIi MH(DAPKT MUOKapAa ¢ moabeMoM cerMeHTa ST, BKIIIOYAs MalMeHTOB, MOTYYarOIInX
MeIMKaMEHTO3HOE JICUCHHE, B TOM YUCIIE TPOMOOJTUTHYECKYIO TEPAITHIO.

IIpodunakTtuka aTrepoTPOMOOTHUECKUX UM TPOMOOAIMOOIUUYECKHUX OCHOXKHEHUIN VY B3POCIBIX

MALMEHTOB ¢ hubpriuIsAnMel npeacepanii (MepuarelbHOl apuTMHUER)

— ¥V B3pOCIHBIX MANMEHTOB ¢ GUOPMILIALINEH TIpecepauit (MeplaTeIbHON apuTMUEH ), IMEIOIIIUM
x0T Obl OAMH (aKTOp pHUCKA Pa3BUTHUS COCYIUCTHIX OCIOKHEHUH, KOTOpblEe HE MOTYT
npuHuMaTh aHTaroHUucTsl BHTamMuHa K (ABK) W uMeOT HHU3KMI pPHCK KpPOBOTCUYCHH,
KJIOMUOTPEIT B COYSTAaHUU C areTricanuiuuioBoit kuciaoroi (ACK) nmokazan mist npoduiiakTHKy
aTepPOTPOMOOTHUYECKHIX U TPOMOOIMOOIIMUECKUX COOBITUH, BKITFOYAst HHCYJIBT.

Y B3poCHBIX MAIUEHTOB C TpaH3UTOPpHOH nnteMuueckoi atakor (TUA) cpelHero MM BEICOKOTO

pPUCKA WIN ¢ MaibIM uinemudyeckuM uncyabToM (M) (B8 komOunaumu ¢ ACK)

Knomunorpen B komOonuaimu ¢ ACK mokasan:

— B3pociibM nanuenTam ¢ TUA cpemnero uim BEICOKOTO pucKa (orieHka mo mkaie ABCD2* >4)
nu ¢ mastbim U (NIHSS** <3) B Teuenue 24 gaco nocine coobitust TUA nmu NU.

* Illkama s OUEHKM pUCKa paHHero uHcynbra nociae TUA, Gasupyercs Ha CIeayrOMIUX
napameTpax: BO3pacT, apTepUalbHOE AaBICHHUE, KIMHUYECKUE CUMITOMBI, MPOIOKUTEIBHOCTD
THA u caxapHbIi 1uabeT.

** [1Ikayia MHCYJIbTA HAITMOHAIIBHOTO MHCTUTYTA 3/I0POBbSI.

IIporuBonOKa3aHUA

- IloBpImeHHas YYBCTBUTCIIbHOCTD K KJIIOMMUAOTPEITY UIIN JIIO6OMy U3 BCIIOMOI'aTCJIbHBIX BCIICCTB
npenapara.

- Tsxenast nedeHOYHasi HEJOCTATOYHOCTb.

- OcTpoe KpoBOTE€UEHHE, HATIPUMED, KPOBOTEUEHUE U3 NENTHUUECKOHN A3BbI WM BHYTPHUUEPEITHOE
KPOBOU3JIUAHUC.

- bepeMeHHOCTh 1 NTepuoI TPyAHOTO BCKAPMIIMBAHHSL.

- Jlerckuii Bo3pact 10 18 net (6e3omacHOCTh 1 3)PEKTUBHOCTh MPUMEHEHHS HE YCTAHOBJICHBI).

C 0CTOPOKHOCTHIO

C 0oCTOPOKHOCTBIO CIEAYET Ha3HAYaTh Mpenapar:

® [IpU yMEPEHHOW TIEYEHOYHOM  HEAOCTaTOYHOCTH, TMpU  KOTOPOM  BO3MOXKHA
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IPEPACIIONOKEHHOCTh K  KPOBOTECUEHHUIO {&%éﬁ%&%@iﬁTEM;ﬁ&gﬁhﬁ U bmrr

IPUMEHEHHUS);

® [pU MOYEYHOUN HEIOCTATOYHOCTH (OTPAHMYCHHBIN KIMHUYSCKUH OIBIT IPUMEHEHHUS );

e npu 3a00JICBaHUAX, TPH KOTOPBIX HMEETCS MPEIPaCIOIOKEHHOCTh K Pa3BUTHUIO
KPOBOTE€YEHHM (B YACTHOCTH >KEITYyJOYHO-KMILIEYHBIX WJIM BHYTPUIJIA3HBIX) H, B
0COOEHHOCTH, TPH OJHOBPEMEHHOM IPHUMEHEHHH JIEKapCTBEHHBIX CPEACTB, KOTOpHIE
MOTYT BBI3BATh IMOBPEXKICHUS CIU3UCTON OOOJIOUKH IKETYJOYHO-KHUIIEYHOTO TpaKTa
(takux kak ACK u HecTepouHbIe TpoTUBOBOCTIaNUTENbHBIE Tpenapatsl (HIIBIT));

® y MAllMEHTOB, Y KOTOPHIX MMEETCsS MOBBIIICHHBIH PUCK PAa3BUTHUS KPOBOTEUEHUS: M3-3a
TPaBMbI, XUPYPrHUECKOTO BMEMIATENHCTBA WIIA APYTUX MATOJIOTHYECKHX COCTOSIHHM, a
Takke Yy manueHtoB, mnonydatomux Jjedenne ACK, remapunom, BapdapuHOM,
uaruouropamu  raukonporenda I1b/Illa, HIIBII, B ToM uunciie CEICKTHBHBIMU
UHrHOUTOpaMu TMKIoOKcureHaspl-2 (LJOI'-2), a Takke ApyruMu JIeKapCTBEHHBIMHU
CpeACTBaMH, MNPUMEHEHHE KOTOPhIX CBA3aHO C PHUCKOM pa3BUTUS KpPOBOTEUEHUH,
CCJIGKTHBHBIMU WMHTHOUTOpamMu oOpatHoro 3axBara ceporonmHa (CMO3C) (cM. pazmen
«B3auMojieiicTBIE C IPYyTUMHU JIEKAPCTBCHHBIMHU CPEJICTBAMEY);

® T[pu OJHOBPEMEHHOM IIPUMEHEHUHU C JIEKApPCTBEHHBIMH CpEACTBAMHM, SBIISIOIIUMUCS
cyoctpatamu  m3odepmenta CYP2C8 (penmarmuuum, mnakimrakcen) (CM. pasjaen
«B3auMofeiicTBIE C IPYyTUMHU JIEKAPCTBCHHBIMHU CPEICTBAMEY);

e Yy TANWEHTOB C HHU3KOM akTuBHOCThIO u3odepmenta CYP2C19 (cm. pasmen
«DapmakokuHeTuka» noapasnen «PapMakoreHeTuka», pasnen «Crnocod npUMeHEeHus U
JIO3BD»);

e [IpU YKa3aHMSIX B aHAMHE3¢ Ha aJUICPrHYeCKHE M TeMaTOJIOTHYECKUEe PEeaKIny Ha APyTHe
TUEHOTMMPUANHBI (TaKue Kak THKJIONMUAHWH, Mpacyrpen) (BO3MOXKHOCTh MEPEKPECTHBIX
QAIUIEPTUYECKUX U TeMATOJIOTHUECKUX PEaKIIHiA);

® [IpU HEAABHO MEPEHECEHHOM MPEXOAAIIeM HapyIIEHUH MO3TOBOTO KPOBOOOpAILICHHS UITH

UIIeMUYecKOM HHCYIbTe (pu couetannu ¢ ACK).

I[IpumeHeHnne npu GepeMEHHOCTH M B MIEPUO/I TPYAHOI0 BCKAPMJIUBAHUSA

bepemennocmo

HccnenmoBanusi Ha JKMBOTHBIX HE BBISBHIM HHU MPSMBIX, HU HEMNPSMBIX HEOIArompHsITHBIX
addekToB Ha TeueHue OEPEeMEHHOCTH, SMOPHOHAIBHOE pPAa3BUTHE, POJBI M IMOCTHATAILHOE
pasButue. Tak Kak He Bcerja 1o pe3yjbTaTaM HCClIe0BaHNUN Ha )KMBOTHBIX MOKHO MPECKa3aTh
peakuuio y dYeloBeKa, U B CJIEACTBUE OTCYTCTBUS NAHHBIX KOHTPOJHUPYEMBIX KIMHUYECKUX

I/ICC.HGI[OBaHI/Iﬁ o mnpueMy KIOIMHUAOTPCiia GGPGMGHHBIMI/I JKCHINMHAMHU, B Ka4CCTBC MCPLI
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NPEJOCTOPOKHOCTH HE PEKOMEHIYETCS TpHey KnonﬁE@i;é]lg*jéQEiéi eﬁ;t&%'en}_eﬁﬂl(;c"'r , 3a

HCKIIIOYCHUECM TCX CJIIy4acB, KOrjga, IO MHCHUIO Bpadad, €ro IMpuUMCHCHUC HACTOATCIBHO

HE00X0AUMO.

Ilepuoo epyonoco eckapmauaris

B uccnenoBanusax Ha Kpbicax IMOKa3aHO, YTO KJIOMHMIOTPET U/WIIN €ro MEeTabOIUThI BBIACISIOTCS
C TPYAHBIM MOJIOKOM.

HewnsBecTHO, BBIIENSACTCSA M KIOMHUAOTPEN C TPYJHBIM MOJIOKOM dYeJoBeKa. Tak Kak MHOTHE
JIEKapCTBEHHBIE CPEJICTBA BBIACISIOTCA C TPYAHBIM MOJIOKOM M CYIIECTBYET PHCK Pa3BHTHUS
NOTEHIMATBHBIX HeOJIaronpusaTHeIX 3((eKkToB y peOdeHKa, HaXOIALIerocs Ha TPYJHOM
BCKapMJIMBaHMHU, CIIEIYET MPUHAThH PELICHHE O MPEKpaIleHNH TPYJHOr0 BCKApMIMBAHUS MK 00

OTMEHE Ipernapara ¢ yueToM HEOOXO0AUMOCTH €T0 MPUMEHEHHUS ISl MaTepH.

Cnoco6 npuMeHeHus1 U 103bI

BHyTpb, HE3aBUCUMO OT IIpUeMa MUIIIH.

Heoasno  nepenecennvlii  ungapkm  muoxapoa, HeOA8HO NEPEHeCeHHblll  UHCYIbM U
ouazHocmupogannoe 3abonesanue nepugepuyecKux apmeputi

PexoMennmyemas go3a - 75 mr 1 pa3 B CyTKH.

Ocmpuiii KopoHaphwili cunopom 6e3 noovema ceemenma ST (HecmabunbHas CcmMeHOKapoOus,
ungaprm muoxapoa bes 3yoya Q)

JleueHne KJIOMUIOTPENIOM CIIEAYET HAYMHATH C OJJHOKPATHOTO MpHeMa Harpy3ouHou no3bl 300
mr win 600 mr. Harpy3ounyto 103y 600 Mr Mo>kHO Ha3HayaTh MalMEHTaM B BO3pacTe MeHee 75
JeT, KOorja IUIaHHUPYEeTCs MPOBEACHHE YPECKOKHOTO0 KOPOHApPHOrO BMemlaTtenbcTBa. JleueHue
KJIOMHUJIOTPEJIOM CIIEAYET MPOJOJIKUTHh B A03UpoBKe 75 Mr 1 pa3 B cyTku coBmecTHOo ¢ ACK B
no3e 75-325 wmr. Ilockonbky Ooniee Bhicokue 10361 ACK Obutn CBsi3aHBI ¢ 00Ji€€ BBICOKHM
PUCKOM KpOBOTEeuUeHHs, pekoMmeHayercs, uroObl no3a ACK He mnpesbimama 100 wr.
OnTtumanbHas MPOJOJDKUTENBHOCTh JIeUeHHs OQUIMAIbHO He ycTaHoBJeHa. J[laHHbIe
KIIMHUYECKUX MCCIEOBAaHUM MOATBEPKAAIOT BO3MOXKHOCTD MPOJOJIKUTEILHOCTH JIeueHus A0 12
MeCSIIeB; MaKCcUMalIbHAs 3 (HEKTUBHOCTH TEpANKMK HAOI01a1ach Yepe3 3 MecsIia JeYCHUSI.
Ocmpuouii ungapxkm muoxapoa ¢ noovemom cecmenma ST

Knonuporpen Haznavaior B 1o3e 75 mr 1 pa3 B cyTku ¢ uiau 0e3 Harpy3ouHnoit 1o3sl 300 mr B
komOunaimu ¢ ACK, a takxe ¢ TpPOMOOJTUTHYECKMMH TpenapaTaMy Ui 06e3 HUX. Y HalueHTOB
crapiie 75 JeT JeYeHue KIOMUIOTPENIOM JOJDKHO HAYMHATHCS Oe3 MpueMa ero Harpy3o4HoOu
no36l. KoMOMHUPOBaHHYIO TEpaIuio CleyeT HaYMHAaTh KaK MOXKHO paHblIIe MOCie MOSIBICHUS

CHUMIITOMOB U IMPOJOJI2KaTb HE MCHEC YETBIPEX HEACIIb.
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(NOCNEQCBATENEHOCTE 0001)

Quobpunnayus npedcepoutl

Knonuporpen cienyer npuHUMAaTh B CYyTOYHOM 03¢ 75 mr. B komMOuHaImu ¢ KIOMUAOTPEIOM
HeoOxonumo mnpuHuMath ACK B nosupoBke 75-100 wMr exenHeBHO (CM. pasmen
«DapMakoIMHAMHKAY).

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

B3pocnbim manmentam ¢ TUA cpemnero niam BeICOKOTo pucka (ormeHka mo mkaie ABCD2* >4)
win ¢ ManbiM M (NIHSS** <3) maznagarot Harpy3o4nyto o3y kimomuuporpena 300 mr, mocie
KOTOpOM Ha3HauaroT kjonuuorpen B go3e 75 mr 1 pa3z B cytku u ACK (75-100 mr 1 pa3 B
cytku). Tepanuto xmonmporpenomM u ACK crnenyer HaumHaTh B TeueHue 24 4acoB IOCIIE
coOBITHSI M TPOAOKATh B TeueHWe 21 [HA, MOClie Yero Ha3HA4yaloT Tepamnuio OJHUM
aHTHarperaHTHBIM MIPenapaToM.

Dapmarozenemuxa (nayueHmvl ¢ 2eHeMu4ecKu O00YCI08NeHHOU CHUNCEHHOU aKMUBHOCHbIO
uzoghepmenma CYP2C19)

Huszkas aktuBHOCTh m3odepmenta CYP2C19 cBs3aHa ¢ yMEHbIIEHHEM AaHTHArperaHTHOTO
neiicTBus kionuaorpena. Pexxum npumenenus 6osnee BbICOKHX 103 (600 Mr — Harpy3o4Has 103a,
3atreM 150 mr 1 pa3 B CyTKH €XEIHEBHO) y MAIMEHTOB C HU3KON aKTUBHOCTHIO M30(epMeHTa
CYP2C19 yBenmuuBaeT aHTUHArperaHTHOE JICUCTBUE  Kjomwjaorpena  (cM.  pasjaen
«DapMakokMHETHKay Tojapasnen «DapMakoreHEeTHKa»). Y MAIMEHTOB ¢ HU3KOW aKTHBHOCTHIO
uzopepmenta CYP2C19 MOXHO paccMOTpeTh BONPOC O NPUMEHEHUH Oosiee BBICOKHX 103
KiIonuaorpena. TOYHBIM peXUM JO3UPOBAHUSA JUISL JAHHOW TONYJSIUMKA IAUMEHTOB B
KIIMHUYECKUX UCCIIETOBAHMSX, YUUTHIBAIOIINUX KIMHUYECKHUE UCXObI, HE YCTAHOBJIEH.

ITponyck 1036l

Ecnu nponyieH npueM npenapara B TEUCHHE:

* MeHee 12 4YacoB Mmocie 3alJJaHUPOBAHHOTO BPEMEHM: MMALMEHTHl JOJDKHBI IPHUHATH 103y
HEMEJUIEHHO, a 3aTeM NPUHSATH CIEIYIONIYI0 103y B OOBIYHOE 3aIlJIaHUPOBAHHOE BPEMS;

* Oonee 12 yacoB mocrie 3anJIaHUPOBAHHOTO BPEMEHU: MAIlMEHTHI JOJKHBI IPUHATH CIEIYIOIIYIO
1103y B 00BIYHOE 3aIUIAHMPOBAHHOE BPEMsI U HE JIOJKHBI YBaUBaTh /103Y.

Oco0nIe I'pYyHIIbl TAaIIMEHTOB

llayuenmor cmapwie 75 nem

Jlns monmydeHus: MHPOpPMAIMK O Harpy304HOM J103€ JUIs MAlMeHTOB cTapiie 75 ner (cM. pasaen
«Oco0ble yKa3aHUs»).

Iayuenmoi ¢ HapyweHuem GyHKYuU noyex

Koppekiun 10361 He Tpedyeres (cM. pasaen «OcoOble yKazaHHs»).

Iayuenmul ¢ Hapywenuem ynkyuu nevenu

Koppekiun 10361 He Tpedyeres (cM. pasaen «OcoOble yKazaHHs»).
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oTH (NOCNEQCBATENEHOCTE 0001)

BbezonacHocts u 3¢ (ekTUBHOCT, NPUMEHEHHUs Mpenapara y AeTeid B Bo3pacte a0 18 yer He

YCTaHOBJICHBI.

ITodouyHOE nelcTBHE

Pesrome npoduiis 0e3onacHocT

BezonacHocts kinonuporpena uzydeHa oonee yem y 44 000 manueHTOB, B TOM 4ncie Oosiee yem
y 12 000 mnauueHTOB, MOJIyYyaBIIMX JieUeHHE B TeueHHE Troaa wium Oonee. B 1emom
MEePEHOCUMOCTh  KJIonuaorpena B go3e 75 Mr B cyrku B wucciaegoBanun CAPRIE
cootBercTBOBajna nepeHocumoct ACK B mo3e 325 mMr B CyTKH, HE3aBUCUMO OT BO3pacTa, mosa
U pacoBOW MPHUHAUICKHOCTH TMalUMEHTOB. Huxke mnepeurcineHbl KIMHUYECKH 3HAuYUMble
HEe)KeNaTeNIbHbIE PEeaKkiuy, HAOMIOJAaBIIMECS B TSATH OOJBIINX KIMHUYECKUX HCCIICTOBAHMSIX:
CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A.

KpoBoTeuenue sBrsercss Hauboyiee dYacTOM peakiued, O KOTOpPOM COOOIIaoCh Kak B
KJIIMHUYECKUX HCCIEAOBaHUSAX, TaK W NIPH MOCTPETHMCTPALMOHHOM MPUMEHEHUU Ipenapara.
Yame Bcero cooOImanoch O KPOBOTEYECHHUSX B TEYCHHE IMIEPBOrO Mecslla JedeHus. B
kiuandeckoM wuccienoBanun CAPRIE oOmas dacrota Bcex KpPOBOTEUEHUH Y IAIIMEHTOB,
MPUHUMABIINX KJIOMUAOIpEN, U y nauneHtos, npuauMasmux ACK, cocrasuia 9,3 %. Yacrora
TSDKETIBIX KPOBOTEUECHUH npu npuMeneHnu knonugorpena u ACK 6puta conocraBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenom yacTora pa3BUTHS KeEITyAOYHO-KUIICUHBIX KPOBOTEUEHHUH Y MAallMEHTOB, IPUHUMABIINX
Kyonuaorpen, u y namueatos, npuauMaBimnx ACK, cocrasmnsna 2,0 % u 2,7 % cooTBETCTBEHHO.
OO01mmast yacToTa KPOBOTEUCHH IPYTOW JTOKAIM3AIUH MIPH MpUeMe KIIOMUIOTPelia 0 CPAaBHEHUIO
¢ mpuemoM ACK Oputa Bemme (7,3 % mpotuB 6,5 %, coorBercTBeHHO). OMHAKO YacToTa
TSDKENBIX KpoBOTeueHUl npu npumeHennu kinonuaorpena u ACK Obuia conoctasumoii (0,6 %
wm 0,4 %, coorBercTBeHHO). Hambonee dacto coOOmMAIOCH O Pa3BUTHH  CIEAYIOIINX
KPOBOTEUEHHIA: MypITypa/KpOBOMOATEKH, HOCOBOE KPOBOTeUeHHE. Pexe cooOmianocs o pa3BUTHN
reMaToM, reMaTypud M TJIa3HBIX KPOBOUBIHUSHUH (TJIABHBIM 00pa3oM, KOHBIOHKTHUBAJIHHBIX).
Yactora BHYTpHUEPENHBIX KPOBOMBIUSHUNA TIpu npuMeHeHun kionuaorpena u ACK Obuta
conoctaBumoii (0,4 % wim 0,5 %, COOTBETCTBEHHO).

B xmuanueckom uccinenoBanuu CURE y mamuenrtos, npuHuMasmux kinonugorpent+ACK, no
CPaBHCHHMIO C TMalueHTaMH, npuHUMaBmuMHU Mane6o+ACK, Habmonanock yBeIUYeHUE
4acTOThl pa3BUTHUA OoNbIIUX KpoBoTeueHui (3,7 % mo cpaBHeHuio ¢ 2,7 %), W MalbixX
kpoBoreuenuit (5,1 % mno cpaBuHenuto ¢ 2,4 %). B OCHOBHOM, HCTOYHMKAMHU OOJBIIMX

KPOBOTEUCHHH SABISUTUCH skenyaouHo-kuteunbid TpakT (QKKT) u mecta myHKIMM apTepuid.

17



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 20.03.2024 N= 5477

YacToTa pa3BUTUS YTPOXKAIOIUX KU3HU cposoTetenti | 5 Hhafthé6s! - mprmrimablmx

kiaonuaorpen+ACK mo cpaBHeHHIO ¢ manueHTaMu, npuHUMaBmMMu —I1uiane6o+ACK,
JOCTOBEpHO He pasznudanack (2,2 % u 1,8 %, COOTBETCTBEHHO), YacTOTa Pa3BUTHUS (aTaIbHBIX
KpoBoTeueHu Obu1a ogquHakoBoit (0,2 % npu 000uX BUIAX TEPANUH).

YacTroTa BOZHUKHOBEHHUS HE YIPOXKAIOIIMX YKU3HU OONBIIMX KPOBOTEUEHHI! Oblla JIOCTOBEPHO
BHIIIIE Yy TMAIHUEHTOB, NpuHUMABIMX Kiomuaorpen+ACK, mo cpaBHEHUIO C TaIlMeHTAMU,
npuanMaBmuMu  mnane6bo+ACK (1,6 % u 1 %, COOTBETCTBEHHO), HO YacTOTa pPa3BUTHUS
BHYTpPUYEPEIHBIX KPOBOU3IUAHUI Obu1a onuHakoBoil (0,1 % mpu 06oux BUaX Teparu).
Yacrora pa3BuTusi OOJIBIIUX KpOBOTeUYeHHH B rpyrmme kinomuaorpen+ACK 3aBucena oT 1036l
ACK, kak u yacTora pa3BUTHs OOJIBIINX KpOBOTeUeHU B rpyme mianedo+ACK.

VY nauueHTOB, MpekpatuBmIMX Tepanuio kionugorpenoM+ACK OGonee yem 3a 5 nHeit 1o
AOPTOKOPOHAPHOTO IIYHTHPOBAHMS, HE OTMEYAJIOCh Y4YallleHUs CIy4yaeB pPa3BUTHUS OOJBIIMX
KpPOBOTEUCHUN B TEUYEHWE 7 JHEH MOCJe BMENIATENbCTBA. Y MAIMEHTOB, MPOAOJIKABIINX
AHTUTPOMOOIIMTAPHYIO TEPAlMIO B TEUEHHE IMOCIEAHUX IATH AHEW Mepea aopTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YACTOTa 3TUX COOBITHI MOCIEe BMENIaTeNnbcTBa coctasisuia 9,6 % (B rpymme
knonunorpen+ACK) u 6,3 % (B rpynne miane6o+ACK).

B xnuanyeckom uccnenoBanuu CLARITY wactora GonbImx KpOBOTEUCHUH B 00EHX Tpymmax
(xmonmuporpen+ACK u mnane60+ACK) 0bi1a conocraBuMoii B obenx rpymmax nedenus (1,3 %
npotuB 1,1 % B rpynmne knonuaorpen+ACK u rpynne miane6o+ACK, coorBercTBeHHO). OHa
OblIa OAMHAKOBOW B MOATPYNIaxX MAlMEHTOB, Pa3AeICHHBIX IO UCXOAHBIM XapaKTEPUCTUKAM U
1o BuiaM GUOPUHOIUTHYECKON TEpaNuy WK FeMapuHOTEPAH.

Yacrora BO3HUKHOBEHH (aTanbHbIX KpoBoTeueHui (0,8 % mpotus 0,6 %) 1 BHyTpUUYEpEITHBIX
kpoBomziusanuit (0,5 % mnporus 0,7 %) npu neyenun xinonuporpen+ACK u mmane6o+ACK,
COOTBETCTBEHHO, ObLIa HU3KOM U COTIOCTAaBUMOM B 00€UX IpyIINax JeUEeHHUS.

B xmmaM4eckom wuccnenqoBanun COMMIT o0mas wacTtora HeuepeOpalbHBIX —OOIBIIHX
KPOBOTECUCHHI UM 11epeOpaIbHBIX KpOBOTEUEHUH ObU1a HU3KOH 1 oguHakoBoit (0,6 % B rpymme
kioruorpen+ACK u 0,5 % B rpyne miane6o+ACK).

B xmuamdeckom wuccienoBannu ACTIVE-A wyactora pa3BuThs OONBIIMX KPOBOTECYCHUH B
rpynne kinonugorpen+ACK Obuia Bbie, yem B rpymnme rmiane6o+ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). boJbIne KpoBOTEUEHUSI B OCHOBHOM OBUIM BHEUYEPEIHBIMHU B 00CUX TpyIIax
(5,3 % npotus 3,5 %), rmaBHBIM 00pa30M, U3 )KEIYJOYHO-KHUIIIEYHOTO TpakTa (3,5 % mportus 1,8
%). B rpynne xnonuporpen+ACK BHyTpuyepenHbIX KpOBOM3IMSIHMIA ObUIO OOJbIIE IO
cpaBHeHuio ¢ rpymnmnoit miane6o+ACK (1,4 % nportus 0,8 %, coorBercTBeHHO). OTCYTCTBOBAIN
CTATHCTUYECKH 3HAYMMBIC pA3IUYUs MEXKIYy OTUMH TpyNIaMd JICYCHUS B YaCTOTE

BO3HUKHOBeHUS (hatanpHbix KpoBoTeuenuit (1,1 % mnporuB 0,7 %) um remopparudeckoro
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uncynbTa (0,8 % nmpotus 0,6 %).

TabauyHoE PEe3IOME HEXKENATEIbHBIX DEAKIIUN

HexxenarenbHrble pCaKkly, KOTOPHLIC BO3HUKIIM BO BPCMA KIIMHUYCCKUX I/ICCJIG,Z[OBaHI/Iﬁ uim o
KOTOPBIX COOOIIAIOCHh CIIOHTaHHO, MTPEICTAaBICHBI B Tabiuie HIke. X yacToTa onpeensercs ¢
WCITOJIb30BaHUEM CIIEAYIOIIMX YCIOBHBIX 0003HaueHwmi: yacto (ot >1 / 100 mo <1/10); Hewacto
(or>1/1000 mo <1/100); peaxo (ot >1 /10,000 go <1/1000); ouens peako (<1/10 000); vacTora
HEU3BECTHA (HGBO?)MO)KHO OOCHUTH 110 UMCHOIIUMCA ,Z[aHHBIM). B KaXXZI0M CHUCTCMHO-OPraHHOM

KJIaCCC HCKECIATCIBbHBIC PCAKIIUN NPCACTABJICHBI B ITOPAIKEC yGBIBaHI/I}I CCPBC3HOCTH.

CucremHo- Yacro Heuacto Penxo Ou4eHb peako

OpPraHHbII YacrTora Heu3BecTHA™

KJ1ace

Hapywenus co Tpomborutone- | HelitponeHus, TpomboTudeckas

CMOPOHbL KPOSU U HUS BKJIIOYas TSDKENIYIO | TPOMOOLMTONCHUYECKast

auMamuueckol Jleiikonenus HEUTPONIEHHIO mypIypa

cucmemul D03uHOPUIHUSL AnuactTrueckasi aHeMHUs
[Tanuuronenus
ArpaHyJonuTo3
Tsxenas
TPOMOOIIUTOTICHUS
[TpuoOperennas

reMopuiust A
I'panynouuToneHus

AHemus

Hapywenus co Cunapom Koynuca
CMOpoHbL cepoya (BasocmacTuueckas
aysiepruieckas
CTEHOKapAusl/ajiepru-
yeckuii HH(apKT
MHOKap/a),

00y CITOBIIEHHBIN
peakuuei
THIIEPYYBCTBUTEIBHOCT

1 Ha K.]'IOl'II/II[OI"peJ'I>‘<

Hapywenus co AHadunakTouHbIC
CHIOPOHUL peaxkun

UMMYHHOU CeiBopoTouHasi 00JIe3Hb
cucmembl [epexpectHbie
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reMaToJOrHICCKHe
peaKIyu ¢ APyruMu
THEHOTIMPUIUHAMUI
(TakuMu Kak
THKJIOTTH/INH,
npacyrpen)* (cm.
paznen «Ocobble
yKa3aHUs»)
AyTOMMMYHHBII
WHCYJIMHOBBIN CHHIIPOM
(MOXeT IPUBOIUTH K
Cepbe3HOM
THITOTIIMKEMHH,
0COOCHHO Y MAI[IEHTOB
¢ HLA DRA4

cepoTunom)*

Tcuxuuecxue

HapyueHus

CIyTaHHOCTH CO3HAHUS

T"annronuaanmun

Hapywenus co
CMOpOHbI
HepeHOU

cucmembl

BuyTpuuepen-
HBIE
KPOBOM3IUSHUS
(B HEKOTOPBIX
CIy4asx ¢
JICTAJIbHBIM
HCXOJIOM)

I'omoBHast 00Jb

Hapymienust BKycoBoro
BOCIIPUATHUS

AreB3us

TNonoBokpyxke-

HUE

ITapecte3ust
Hapywenus co I'naznblie
CMOPOHbL OP2aHa KPOBOM3IUSHUS
3penus (KOHBIOHKTHBAI

BbHBIC, B TKAHHU 1

CeTJyaTKy riasa)

Hapywenus co
CMOPOHbL OP2aHa

cayxa u

Bepturo
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1aGupuima (MOCAEQOBATENEHOCTE 000T)
Hapywenus co T'ematoma Crydan cepbe3HBIX
CMOpOHbI KPOBOTEYECHUH
cocy0os KpoBoreuenus u3

MOCIIEOTIEPAITMOHHBIX
paH
Backynur
AptepuanpHas
THUIIOTCH3 U
Hapywenus co HocoBoe KpoBoreuenus u3
CMOpOHbI KpOBOTEYEHHE JIBIXaTEeNbHBIX MyTeH
ObIXamenbHo (kpoBOXapKaHbe,
cucmembl, JIETOYHOE
0p2ano08 epyoHoll KPOBOTCYCHHE)
KIemKu u bponxocnazm
cpedocmenus NnTepctunmansHas
ITHEBMOHHS
Do3uHopHIBHAS
ITHEBMOHUA
Kenydouno- KenynouHo- SI3Ba xenyaka 3a0proIIMHHBIC Kenyao4Ho-KUIIIEUHbIE
Kuleurvle KHIIIEYHbIE S3Ba KPOBOTEYECHHUS 1 320pIONIMHHbBIE
HapyuweHus KPOBOTEUYEHHS | JBEHAAIATH- KPOBOTEUYEHHUS C
Huapest MEepCTHOM JIETAJIbHBIM UCXOJIOM
Bosib B )XKMBOTE | KUILIKH ITankpeatur
Hucnencus T'actpur Komut (BrTIO9ast
TomHoTa SI3BEHHBIN WU
PBota UM OLIUTAPHBII
3armop KOJINT)
Meteopuszm Cromatut

Hapywenus co
CIMOPOHbBI NeYeHU
u
dHCEeNUesblBOOAUIU

X nymeii

OcTtpas neyeHoIHAs
HEZ0CTaTOYHOCTh
I'enatut (He
MH(EKITNOHHBIN)
OTKIIOHEHHE OT HOPMBI
J1a00paTOPHBIX
MoKaszaTesnen
(YHKIIMOHAIBHOTO

COCTOSAHHUS IICYCHHU
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Hapywenus co Kposonon- KoxxHast chIn (MOCTEOCER T@EE&B‘IIZTEEM}IH
CIMOPOHbBL KOJCU U | TEKU KoxHblit 3y1 (TOKCHYECKHit
NOOKONCHBIX Koxxuoe SNUIEPMATIbHBIN
mKaHeti KPOBOW3IHUSHHUE HEKpOJIU3, CHHAPOM
(myprrypa) Crusenca-/[»xoHCcoHa,
MHOTO(GOpMHAS
3puTeEMa, OCTPLIN
reHepaIn30BaHHbIN
3K3aHTEMATO3HBIN
nycryne3 (AGEP))
AHTHOHEBPOTHYECKUN
OTeK
Cunapom
JIEKapCTBEHHOU
TUIEPYYBCTBUTEIEHOCT
1, IEKapCTBEHHAS CHITTb
¢ 03uHOpMIHEH 1
CHUCTEMHBIMHU
MIPOSIBIICHUSIMH
(DRESS-cunmpom)
DpuTemMaro3Hasi ChIlb
DKcdoTuaTHBHAS CHIITh
Kpanusnauna
Dx3emMa
[Inockuit numan
Hapywenus co I'unexomactust
CMOpOHbI
PEnpoOyKMuUGHoU
cucmemul u
MOJIOUHbIX Jicene3
Hapywenus co CKeneTHO-MBIIIIeYHbIe
CMOpOHbI KPOBOTEUYCHHS
MblUteyHoll, (remapTpo3)
cKeemuol u ApTtpur
COeOUHUMENbHOU ApTtpanrus
mKanu Muanrus
Hapywenus co I'emarypus I'momepynonedput
CMOPOHbL NOYEK U [loBpmenwue
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MOUEBbIBOOSAUIUX \ moch E'J"-' BA T@gﬁéﬁﬁ'ﬁa&-ﬁ oouT !
nymetl KpEaTUHWHA B KPOBU
Obwue KpoBoTeuenwmst JImxopanka

Hapywerust u B MECTC
peakyuu 6 mecme HNHBCKIIUN

86e0eHUs

Jlabopamopnvie u YBenuueHue
UHCMPYMEHMANbH BpEMEHH

bie OaHHble KPOBOTEUYECHHS
CHuxenne
qucna
HEHUTPODHUIIOB
CHuxenne
KOJIMYECTBa

TPOMOOIIUTOB

Onucanue OTAEILHBIX HEXKEIATEIbHEIX PEAKIINT

Heumponenus

B uccnenosanun CAPRIE, Tsoxenas neiitponenus (< 0,45¢10%1) mabmonanack y 4 mamueHToB
(0,04 %), npuaUMaBIIHX Kionugorpen, u y 2 naruerTos (0,02 %), npuanmasmmx ACK.

Y aByx u3 9599 mainmeHTOB, TPUHUMABIIUX KIOMHUIOTPEN, HAOII0JAIOCh MOJTHOE OTCYTCTBUE
HEUTpOPMIOB B mepudeprueckoil KpoBH, KOTOPOTrO HE HAOIIOMAIOCh HU y OJHOTrO u3 9586
nanueHToB, npuHuMaBmux ACK. HecmoTpst Ha TO, 4TO PUCK pa3BUTHUS MHEIOTOKCUYECKOTO
JEICTBUS NpU MIpHEeMe KIONUAOTrpea sIBISIETCS JOCTaTOYHO HU3KKUM, B CIIydae €ciH y MalueHTa,
MPUHUMAIOIIETO KIOMHUIOTPEN, HAOMIOJAeTCsl TMOBBIIMICHUE TEeMIEepaTyphl WM TOSBISIOTCS
Ipyrue TpU3HAKU WHGEKIHH, ciaeayeT oOcienoBaTh MalMeHTa Ha MPEeIMET BO3MOXKHOU
HEUTPOIICHUH.

Annacmuueckasn anemus

[Ipy nedeHHWH KIOMMIOTPENIOM B OJHOM Cly4yae HaOJI0ajIoCh pa3BUTHE AarlaCTUYeCKON
aHEMUH.

Tpomboyumonenus

YacToTa BO3ZHHKHOBEHMS Tskeloit Tpombouuronenuu (< 80010%m) cocraBuma 0,2 % vy
NAlUEHTOB, NpuHUMaBmMX kinonuporpen u 0,1 % y mnanuentos, npuHumaBmmx ACK,
€000MIAIOCh 00 0YEHB PEIKUX CIyYasiX CHIKEHUS YUCiIa TPOMOOIMTOB < 30010%.

B uccirenosanmsx CURE u CLARITY HaOmr0oqaioch COMIOCTABUMOE KOJIWYECTBO MAIMEHTOB C

TPOMOOIMTONCHNEH UK HEHTpoTIeHHel B 00enX IpyInax JeYeHuUs.
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Ilepeno3upoBka

Cumnmomsl nepedo3uposxu

[Tepeno3upoBka KIONMUAOTPENa MOXKET BECTH K YBEIUYCHHUIO BPEMEHH KpPOBOTCUCHHS C
MOCJICTYFOIIUMHE OCJIOKHEHHUSIMU B BUJIC Pa3BUTHSI KPOBOTCUCHUH.

Mepwbi no okazanuio nomowu npu nepedo3uposKe

[Ipn mosiBIEHHHM KpPOBOTEUEHUS TpeOyeTcss TPOBEACHHE COOTBETCTBYIOIIUX JIEYEOHBIX
MEPONPHUITHA. AHTHIIOT KJIOMUIOTpeia He ycTaHoBleH. Eciu HeoOxoamma ObICTpast KOppEeKIus
YIJIMHUABIIETOCS BPEMEHH KPOBOTCUCHHS, TO PEKOMEHIYETCS TIPOBEICHHUE TIePETUBAHMS

TPOMOOIIUTAPHON MACCHI.

B3anmopneiicTBHe ¢ APYTMMH J1eKAPCTBEHHBIMH CPeACTBAMH

JlekapCTBEHHBIE CPEJICTBA, MPUMEHEHHNE KOTOPEIX CBA3aHO C PUCKOM Pa3BUTHUSI KPOBOTSUCHUS

HmeeTcsi TMOBBINIEHHBIM PUCK pPa3BUTUS KPOBOTEUEHMS] BCIEACTBHE HX MOTEHLUUAIHHOTO
annuTUBHOTO 3 dekTa ¢ kmonuaorpenom. JleueHue ciemryetr IpOBOJAUTH C OCTOPOKHOCTHIO (CM.
paszzaen «OcoOble YKa3aHus»).

IlepopanvHvle anmuxoazynaumel (Hanpumep, eapgapun)

OpHoBpeMEHHOE MNPUMEHEHHE KIOMMIOTpelia U  TMepopajbHBIX AaHTUKOAryJISHTOB HE
peKOMeHayeTCs, TaK Kak JaHHas KOMOWHAIUs MOXKET YCHJIMTh KpPOBOTEUYEHHE (CM. pasfeln
«OcoOble  ykazaHus»). XOTd TpuUeM Kiomuaorpena 75 Mr B CyTKM HE HM3MEHsUI
dapmakokuHeTuky Bapdapuna (cyobcrpara mzodepmenta CYP2C9) mnmm MHO y mauueHToB,
JUIMTETIFHO TOJYYaloIIUX JiedeHHe Bap(apuHOM, OJHOBPEMEHHBIH NIpHEM KIIOMHUAOTpea
YBEJIMYUBAET PUCK KPOBOTEUCHHSI B CBSI3H C €T0 HE3aBUCHMBIM JIOTIOJHUTEILHBIM BIUSHUEM HA
CBEpTHIBaEMOCTh KpoBHU. [loaTOMy cieayeT coOiroAaTh OCTOPOXKHOCTh MPHU OJHOBPEMEHHOM
npueMe BaphapuHa U KIOMUI0Tpena.

Broxamopul enukonpomeuna I1b/Ila

B cBsi3U ¢ BOBMOKHOCTBIO (hapMaKOIMHAMUYIECKOTO B3aUMOACHCTBHS MEXKTY KIOMHUIOTPEIOM U
omokaropamu  mmkonporenna  lIb/Illa, wux omHOBpeMeHHOE TpUMEHeHHE TpeOyer
OCTOPOKHOCTH, OCOOCHHO Yy MallMEeHTOB, MMEIOIIUX TOBBIIICHHBIN PUCK Pa3BUTHS KPOBOTEUCHUS
(mpu TpaBMax M XUPYpPrudecKUX BMEUIATEIbCTBAX WJIM JIPYTUX MATOJOTUYECKUX COCTOSHUSX)
(cm. pazmen «OcoObie yKa3aHug»).

Ayemuncanuyunosas kucioma (ACK)

ACK He wusMeHseT WHruOupymoomiee aeicTBue ionuaorpena Ha AJlD-uHaynupyemyro
arperanuio  TpoMOOLMTOB, HO  Kionuuporpen  mnoreHuupyer  BiausHue ACK  Ha
KOJUTareHUHIyLIUPYEMYIO arperanuio TpoMOouutoB. Tem He MeHee, OJHOBPEMEHHBIH C

kionuaorpesnom npuem ACK mo 500 mr 2 paza B CyTKM B T€YEHUE OJIHMX CYTOK HE BbI3BIBAJ
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CYILLIECTBEHHOTO YBEJIMYEHUS BPEMEHU KPOBOTEUEHHS, ﬂ%ﬁgl%ﬂ&%‘“nﬁ%d?kﬁoﬁﬁgé‘r Jena.

[Ipu ogHoBpemenHoM npueme kiornuaorpena u ACK cinemyer cobmogath OCTOPOKHOCTb, Tak
KaK MEXJIy HUMH BO3MOXXHO (DapMaKOJAMHAMUYECKOE B3aWMOJCUCTBHE, KOTOPOE MPUBOAUT K
MOBBINICHUIO pUCKa KpOBOTeUYEeHHS (cM. paszmen «OcoOble ykazaHus»). Tem He MeHee, B
KIMHUYECKUX  HMCCIEJAOBAHUAX  MMALMEHThl  MOJy4Yald  KOMOMHHUPOBAHHYIO  TEpaIuio
kionugorpesnoM U ACK (75— 325 mr 1 pa3 B CyTKH) 10 OJTHOTO TOJ1a.

T'enapun

[To naHHBIM KIIMHUYECKOTO MCCIIEAOBAHMS, TPOBEACHHOTO C YYaCTHUEM 3/I0POBBIX TOOPOBOJIBIICB,
pH MpueMe KIOMHUIoTpeNia He TPeOOBAIOCh U3MEHEHHUS NT03bI TelapiHa U HE U3MEHSUIOCH €ro
aHTUKOAryJisHTHoe jedctBue. OJHOBpEMEHHOE NpPHUMEHEHHWE TemapuHa HE HM3MEHSIO
aHTHarperaHTHoOe JEHCTBUE KJomuaorpena. Mexay KIOMUAOIPEIOM U TeapuHOM BO3MOXKHO
(dapMakoIUHAMUYECKOE B3aUMOJACHUCTBHE, KOTOPOE MOXKET YBEJIUYUBATh PHUCK PA3BUTHUS
KpoBoTeueHH. Ilpu OJHOBpEeMEHHOM NPUMEHEHHUHU CIEAyeT COONI0aTh OCTOPOKHOCTH (CM.
pazzaen «OcoOble YKa3aHUsI»).

Tpomborumuxu

be3omnacHoCcTh OJHOBpEMEHHOTO0 NpPUMEHEHUs Kionuaorpena, (GpuOpuH-crienuGUYEcCKux WIn
bubpuH-HeCTIETU(PUIECKUX TPOMOOIUTHYECKUX CPEICTB M TelmapuHa OblUla H3yYeHa Y
MAIMEHTOB C OCTPHIM MH(pApPKTOM MHOKapjaa. YacToTa KIMHHUYECKH 3HAYUMBIX KPOBOTEUEHUM
OblTa aHaJOTMYHA TOW, KOTOpas HaOmoaasach B CiIydae COBMECTHOTO MPHUMEHEHUs
TpombosinTuaeckux cpeacts u renapuna ¢ ACK (cm. pasuen «Ilo6ouHoe neiicTBre»).
Hecmepouonwvie npomusosocnanumenvnvie npenapamot (HIIBII)

B kiIMHMYECKOM HCCIIEJOBaHMM, TMPOBEIEHHOM C YYacTHEM 3J0POBBIX J10OpPOBOJIBIEB,
COBMECTHOE NMPUMEHEHHE KJIOMHJIOTPENia U HAIPOKCEHA YBEIMYMBAJIO CKPBIThIE MOTEPU KPOBU
yepe3 JKKT. Opnako, B CBA3M C OTCYTCTBUEM MCCIEIOBAHMM 10 B3aUMOJIECHCTBUIO
xionunorpena ¢ apyrumu HIIBII, B HacTosiiee BpeMsi HEM3BECTHO, UMEETCA JIM MOBBILLIEHHBIN
PHUCK KEIyJI0YHO-KUIICUYHBIX KPOBOTEUCHHI IMPHU TpUEME KJIOMUIOTpeNia BMECTe C JIPYTHMH
HIIBII. [TosTomy npu ogHoBpemernHoM npumeHeHuu HIIBII, B Tom uncne naruoutopos L{OI'-2
C KJIOIHIOTPEIOM CIIEAYET COOII0IaTh OCTOPOKHOCTD (CM. pasien «OcoOble yKa3aHUs»).
Cenexmushvie uneubumopwvl oopamnoeo 3axeama cepomonuna (CHO3C)

Tak xkak CHUO3C BIusiOT Ha aKTHUBAIMIO TPOMOOIMTOB U YBEJIWYHMBAIOT PHUCK PA3BUTHSA
KPOBOTEUYECHHSI, TO IPU OJJHOBPEMEHHOM IIPUMEHEHUH CIIEAYET COOII0AaTh OCTOPOKHOCTD.
Unoyxmopwt uzogpepmenma CYP2C19

Tak kak KJIOMUIOTpeN MeTa0OJM3HpPYeTCs 0 CBOEro akTHBHOIO MeTabonHuTa YacTUYHO C
nomombio u3odepmernta CYP2C19, oxumaercs, 4To MpPUMEHEHHE JIEKAPCTBEHHBIX CPEJCTB,

KOTOpBbIE HMHIYLHUPYIOT aKTUBHOCTH ATOr0 HM30(epMEHTa, MOXKET MPUBOAUTH K YBEIHMUEHUIO
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KOHIICHTPAIlUX aKTHBHOTO META00IUTa KIOTMHAPTpea.

Pudamnunus, sBissce MOIIHBIM HHIYyKTOpoM n3opepmenta CYP2CI19, npu ogHOBpeMEHHOM
IPUMEHEHUN C KIOMMIOTPENIOM, NPUBOAUT KaK K YBEIMYEHUIO KOHILIEHTpAlMM aKTHUBHOIO
MeTabonuTa KJIOMUAOTpeNa, TaK U K MHIMOMPOBAHUIO TPOMOOIIMTOB, YTO MOYKET MOBBIIIATH PUCK
BO3HUKHOBEHHUSI KpOBOTeueHHUs. B kauecTBe Mepbl MPEIOCTOPOKHOCTH HE PEKOMEHIYyeTcs
MPUMEHATh OJJHOBPEMEHHO MOIIHbIE HHAYKTOPHI n3odepmenta CYP2C19 u xmonumorpen (cMm.
paszaen «OcoOble YKa3aHUsI»).

HUneubumopuot uzoghepmenma CYP2C19

Tak Kak KJIOMUAOTpeN MeTaboMM3upyeTcs 10 OOpa3oBaHHUS CBOETO AKTUBHOTO METa0OJHMTa
gactTuyHo mpu nomomu u3odpepmenta CYP2C19, npumeHeHHE JEKapCTBEHHBIX CPEJICTB,
MHTHOUPYIOIIUX 3TOT U30()EPMEHT, MOKET MPHUBECTU K YMEHbBILIEHUIO 00pa30BaHUsl aKTUBHOIO
MeTabonuta kionuaorpena. Kimmauueckoe 3HaueHHe 3TOr0 B3aUMOEHCTBHS HE YCTaHOBJIEHO. B
KayecTBE Mephl MPEJOCTOPOKHOCTH cienyeT u30eratb OJHOBPEMEHHOIO MPHUMEHEHHUS
KJIOMUAOTPEIa ¥ MOIITHBIX UM YMEPEHHBIX HHTHOouTOpoB n3opepmenta CYP2C19.

MouHsIME ¥ yMepeHHbIMH HHruoutopamu uzopepmenta CYP2C19 spnsiorcss omernpasod,
330Memnpaszof, (IyBOKCaMUH, (IIYOKCETHH, MOKJIOOEMHUZ, BOPUKOHA30J, (HIyKOHA30M,
TUKJIOTIAIUH, ITUPO]IIOKCAlINH, TUMETHINH, KapOaMa3enH, OKCKapOa3enuH, XJ1opamMmpeHUKOI.
Hneubumopol npomonroi nomnoi

OnHOBpeMEHHBI TIPUEM KIIOMUOTpeNa ¢ oMemnpas3oioM B jo3e 80 Mr (OJHOBpEMEHHO WM C
nepepplBOM B 12 4 Mexay mnpueMamu JBYX IpENapaToB) CHUXAET SKCIIO3ULUI0 aKTHBHOI'O
MeTtabonurta kinonuaorpena Ha 45% mnpu mpueme Harpy3ouHoil no3el U Ha 40% mnpu mpueme
nojaaepKuBaroneit 103b1. CHUKEHHE ObLJIO CBSI3aHO C YMEHbILIEHUEM MHTHOMPOBAHUS arperaiuu
TpoMObouuToB Ha 39% mnpu mpueme Harpy3ouHoil no3sl W Ha 21% mnpu npueme
noanepkuBarome  no3el.  IIpenmomaraercs, dYro  230Menpas’osl  B3aUMOJEHCTBYET €
KJIOMUAOTPESIOM aHAJIOTUYHBIM 00pa3oM.

JlanHple HaOMIONEHUN W KIMHUYECKUX HCCICNOBAaHMNA O KIMHUYECKUX MOCIEICTBUAX 3TUX
(dapMaKOKMHETHUECKUX U (papMaKOIMHAMHUYECKUX B3aHUMOJCHCTBUI C TOUKH 3PEHHS Pa3BUTHUS
OCHOBHBIX  KapJUOBACKYyJSPHBIX  COOBITWH  NpPOTUBOpPEUMBHL. B KauecTBe  Mephl
MPEIOCTOPOKHOCTH HE PEKOMEH]IyeTCsl OTHOBPEMEHHBIN MpUeM KJIOMUIO0rpesia ¢ OMENpa3oioM
VI 330MENPA30JIOM.

MeHee BBIpaKEHHOE CHIDKEHUE HKCIO3ULIMHU MeTabonuTa HaOIr01a10Ch Py IpUeMe TpenapaTa
C MMAHTOIPA30JIOM WJIU JIAHCOIIPA30JIOM.

IIpu omHOBpeMeHHOM mpueMe maHTompaszojia B no3e 80 Mr 1 pa3 B CyTKM KOHIEHTpaLMs
AaKTHBHOTO MeTaboIMTa KJIOMUAorpena cHmkanach Ha 20% mnpu npremMe Harpy304Hoi JO3bl U Ha

14% npu npueme nogaepKUBarOUIEN A03bl. DTO CONMPOBOKIATIOCH CHH)KEHUEM CPEITHETO YPOBHS
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MHTHOMpOBaHUs arperauuud TpomOouuToB HA 15% W 1)) Ed o et o ﬁ%ﬁ%ﬂnme

pe3yNbTaThl YKa3bIBAIOT Ha BO3MOXXHOCTH COBMECTHOTO TPUMEHEHHS KJIOMUIOTpena W
MaHTOIPa30Ja.

BbuT poBenieH psl KIIMHUYECKUX MUCCIICAOBAHHUH C KIIOMUIOTPETIOM U JAPYTHMH, OJHOBPEMEHHO
NPUMEHSEMBIMH  JICKAPDCTBEHHBIMU ~ CPEACTBAMH, C  IEIbI0  HW3YyYEHHUS  BO3MOXKHBIX
(dapMakoTMHAMHYECKUX U (apMaKOKHHETUIECKAX B3aMMOJICHCTBHIA, KOTOPHIEC TTOKa3ald, YTO:

- TpH OJHOBPEMEHHOM MPUMEHEHUHU KIOMUAOTpeNa C AaTeHONOJIOM W/WiH HUGEIUTHHOM
KIIMHUYECKH 3HAUUMOTO (hapMaKOJMHAMUYECKOTO B3aMMOJICHCTBYS HE HA0II01a10Ch;

- OJIHOBPEMEHHOE TpUMEHeHue (eHoOapOuTasa U ICTPOTCHOB HE OKA3bIBAJIO CYIIECTBEHHOTO
BIIMSIHAS Ha (DapMaKOIMHAMUKY KIIOTIHIOTPEIa;

- (apMaKOKMHETHYECKHE IOKa3aTelM JAWTOKCHHA W TeOoDWUIMHA HE HM3MEHSJINCh TNPH HX
OJTHOBPEMEHHOM MTPUMEHEHHH C KIOIMHI0TPEIIOM;

- JI0Ka3aTelIbCTB TOTO, YTO JPYTHE JICKAPCTBEHHBIC CPEICTBA, MOHIKAIOIINE KUCIOTHOCTH B
KENyAKe, Takue Kak 01okatopsl H2-THCTaMUHOBBIX PELEITOPOB WM aHTAIUAbI, IPETSITCTBYIOT
AHTUTPOMOOITUTAPHON AaKTHBHOCTH KJIOMUJOTPENa, HET; aHTAllUJHBIE CPEJCTBAa HE CHIKAIOT
abCcopOIMIO KIIOMUIOTpEa;

- ¢penumoun u monbymamud MOXKHO C O€30MaCHOCTHIO TPUMEHSITH OJHOBPEMEHHO C
kionuaorpenoM (uccnegoBanue CAPRIE). ManoBeposiTHO, 4TO KJIOMUOTPENT MOXKET BIHMATH HA
MeTaboIM3M JAPYTUX JIEKAPCTBEHHBIX CPEACTB, TAaKMX KaK (PEHUTOMH W TOJOYyTaMHI, a TaKKe
HIIBII, xotopsie MeTaboau3upyroTcs ¢ momouisbio n3opepmenta CYP2C9 uuroxpoma P450;

- uneubumopvr AIlD, Ouypemuku, Oema-adpenobIOKAMOPLL, OJIOKAMOPLL  «MEOJICHHBIXY
KATbYUesblX KAHAL08, 2UNoaunudemudeckue cpeocmed, KOPOHAPHble B8a300ULAMAmMopbl,
2UNOTIUKeMUYecKue cpeocmea (6 m.4. UHCYIUH), HNPOMUBOdINUIenmu4ecKue cpeocmsa,
20pMOHO3AMeCmMUmenbHas mepanus u oOroxamopwl eauxonpomeuna IIb/Illa: B KIMHUYECKUX
UCCIICIOBAHMSIX KIMHUYECKH 3HAYMMBIX HEXKEIAaTeIbHBIX B3aWMOJCUCTBUN HE BBISBICHO.

JlekapcTBeHHBIE CPENCTBA, ABJsomecs cyoctparamu nzodhepmernta CYP2CS8

[TokazaHo, 4TO KJIOMUAOTPEN YBEINYHBAT CUCTEMHYIO AKCIO3HMIUIO PEMArIMHUAA Y 3I0POBBIX
no6poBosibiieB. MccnenoBanus in VItro mokasand, 4TO YBEIHUYEHHE CHCTEMHOW AKCIIO3UIIMU
penariuHuAa SBISETCS ciencTBueM nHruoupoBaHus u3odpepmenta CYP2C8 rimtokypOHUTHBIM
MetabonauToM Kionuporpena. Cremyer coOnogaTb OCTOPOXKHOCTh IPH  OJHOBPEMEHHOM
NPUMEHEHUH KJIOMMJOTPENa M JIEKAPCTBEHHBIX CPEJCTB, META0OIM3UPYIOMIUXCS C MOMOIIBIO
uzopepmenta CYP2C8 (mampumep, penariuHHAA, T[aKIUTaKceda) B CBSI3M C  PHCKOM
YBEJMUYCHHUS MX IJIa3MEHHBIX KOHIICHTpaIHii (cM. paznen «OcoOble yKa3aHusm»).

OnuongHLBIE arOHUCTEI

Kak um B cmywae apyrux mnepopaibHbIX HHTHOMTOpoB P2Y12, omHOBpeMeHHOE NpUMEHEHHE
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ONMOUJHBIX AarOHMCTOB MOKET 3aJepKMBaTh U yﬂ%ﬁlggﬁl'%%Eo%ﬂﬁ}H C:EJ'IO'_I'III:II,I;(I;IF Jena,

BEPOSATHO, H3-32 3aMEIJICHHOTO OIOPOKHEHUsS Kenmyaka. KiumHudeckoe 3HaYeHWE JaHHOTO
B3aMMOJICHCTBUS ~ Hem3BecTHo.  CremyeT  pacCMOTpeTh  BO3MOXKHOCTh — Ha3HAYCHUs
MapeHTEepaIbHOTO AHTHUArpEeraHTHOrO TMpernapara y MalueHTOB C OCTPhIM KOPOHAPHBIM
CUHAPOMOM, TpeOYIOIKUX OJHOBPEMEHHOTO MPUMEHEHHs] MOpGUHA WM APYTUX OMUOUJIHBIX
arOHHUCTOB.

PosyBacrarun

Bru10 Moka3aHo, 4To KJIOMUAOTPEN YBEITUIHBACT SKCIIO3UIINIO po3yBacTaThHa B 2 paza (AUC) u
B 1,3 pa3a (Cmax) mocne mpuema knomugorpena B go3e 300 mr u B 1,4 paza (AUC) 6e3 BnusiHUs

Ha nokaszatesib Cmax MOCII€ MOBTOPHOTO MpHEMa KJIOMKUAOTpena B 03¢ 75 MT.

Oco0ble ykazaHust

KDOBOTG‘-IGHI/I}I U IréMaTOJOrn4CCKUC HAPYIICHUA

B cBs13u ¢ prcKOM pa3BUTHs KPOBOTEUCHHUS U HEXENATEIbHBIX PEaKIUil CO CTOPOHBI KPOBHU (CM.
pazzaen «IlobouHoe faeiicTBHE») B CiIydae MOSIBICHUS B XOZ€ JICUEHUS KIMHUYECKUX CUMIITOMOB,
NOJO3PUTENBHBIX HA BO3HUKHOBCHHME KPOBOTEUEHHs, CIENYyeT CpPOYHO CAenaarh oOOImui
KJIMHUYECKHHM aHalIu3 KpOBH, OIPENEINUTh AKTUBUPOBAHHOE YAaCTMYHOE TPOMOOIUIACTHHOBOE
Bpems (AUTB), komuyecTBO TPOMOOLUTOB, TMOKa3aTedd (PYHKIMOHAIBHOM AaKTHMBHOCTU
TPOMOOIIMTOB U IIPOBECTH JAPYTrue HEOOXOAMMBbIEC UCCIIETOBAHMS.

Knomuporpen, kak u JApyrue aHTUTPOMOOIMTApHBIE CpPEACTBA, CJIENyeT TNPUMEHSITH C
OCTOPOYKHOCTBIO Yy TMAIlMEHTOB, HMEIOIIUX MOBBIIEHHBIH PHUCK pa3BUTHS KPOBOTEUCHMS,
CBSI3aHHBIN C TPaBMAMHU, XUPYPrUYE€CKUMHU BMEIIATEIbCTBAMU WM APYTMMHU MATOJIOTMYECKHUMHU
COCTOSIHMSIMH, a Takxe y manueHToB, npuauMarommx ACK, HIIBII (B Tom uuciae nHruOUTOPHI
HOI'-2), renapun, Omnokatopsl raukomnporeuHa IIb/Illa, CMO3C u MoIIHbIE HHIYKTOPSI
uzopepmenta CYP2C19. B cBi3M C TOBBILICHHBIM PHCKOM KpPOBOTEUEHHS TpOMHas
anTuTpoMOonTapHas Tepanus (xionuporpent+ACK+aunupunamon), npuMeHsemas Ui
BTOPUYHOM NPOPUIAKTUKM  HMHCYJIbTa, HE PEKOMEHAyeTCcs NalMeHTaM C  OCTPhIM
HEKapIM03IMOOTNICCKUM UIIEMUYECKUM HHCYIbTOM i THUA.

[Ipu 5eyeHUU KIOMUIOTPENIOM, OCOOCHHO B TEUEHHE MEPBBIX HEAETb JICYCHHUS H/HIU TOCTe
MHBA3UBHBIX KapAMOJIOTUYECKUX MPOLEAYP/XUPYPIUYECKOTO BMEIIATEeNbCTBA, HEOOXOIUMO
BECTH TIIATEJbHOE HAOMIOJICHHE 3a NAalMeHTAMHM Ha TPEAMET HCKIIOYCHHUS MPU3HAKOB
KPOBOTEUECHMsI, B TOM 4Hciae, U CKpbiToro. He pekomeHayercs OIHOBPEMEHHBIM IpHEM
KJIOMUAOTpeNla € TMEePOpPAIbHBIMU AHTUKOAryJISHTAMHU, IIOCKOJIBKY 3TO MOXET YBEJIUYHUTh
MHTEHCUBHOCTh KPOBOTEYEHUH (cM. pasnen «B3aumoneicTBue ¢ ApPYrMMH JI€KapCTBEHHBIMU

cpeactBaMu»). OIHOBpEMEHHOE NMPUMEHEHHE KIOMUIOorpena ¢ Bap(hapuHOM MOXKET YCHUIIHMTh
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PUCK KPOBOTEUEHHs, IOPTOMY CIeayeT coQmoaaTh [ fopbatioett, Tpd ! biHoBper oM

NpUMEHeHUH Kionmuaorpena u BapdapunHa (cMm. pasgen «BzaumoneilcTBue ¢ JIpyruMu
JIEKapCTBEHHBIMU CPEIICTBAMUY).

Ecnu mamueHTy mnOpeacTouT IUIaHOBas XHUpYpruyeckas omepanus, U TIpH O3TOM HET
HEOOXOAMMOCTH B aHTHUTpoMOormTapHoM 3(ddekre, To 3a 7 HHEH [0 ONepaluu MpUeM
KJIOTHJIOTPElIa CIEeAYET MPEKPATUTb.

Knonuporpen yamuHser BpeMs KpOBOTEUEHHS M JOJDKEH HMPUMEHSTHCS C OCTOPOKHOCTHIO Y
NAIMEeHTOB ¢ 3a00JIeBaHUSAMH, MPEIPACIONaralolliMU K Pa3BUTHIO KPOBOTEUEHUI (0COOEHHO,
KENMyTOYHO-KUIIEYHBIX W  BHYTpUIVIa3HBIX). IlpemapaTbl, KOTOphIE MOTYT BBI3HIBATh
noBpexxaenust cnu3uctoil  o6onmoukn JKKT (takme wak ACK, HIIBII) y mamueHTos,
MPUHUMAIOIINX KIOMUAOIPE, CIeIyeT MPUMEHSITH C OCTOPOKHOCTHIO.

[TarueHTH! JOMKHBI OBITH MPEAYNPEXIECHBI O TOM, YTO MIPH IMpHeMe KiIonuaorpesna (0JHOro Hin
B koMOuHaiun ¢ ACK) 11 0ocTaHOBKM KPOBOTEUCHHSI MOXKET MOTpeOoBaThcs OO0JIbIIe BpEMEHH,
a TaKkkKe O TOM, YTO, B CIIy4ae BO3HMKHOBEHHUS Yy HHUX HEOOBIYHOIO (MO JIOKATU3alMM WU
IPOIOJDKUTEILHOCTH) KPOBOTEUSHHSI, UM CJIEyeT COOOLIUTH 00 3TOM CBOEMY JIeHalleMy Bpauy.
[Tepen mro0oi mpeacTosIel omepanuel u TIepe] HadajaoM MpuemMa Jo00oro HOBOTO
JIEKapCTBEHHOI'0 Tpernapara MalMeHThl TOJDKHBI cOoOoO0IaTh Bpady (BKJIIOYas CTOMArToiora) o
npreMe KIOMHI0Tpena.

[TanenTam ¢ OCTPHIM KOPOHAPHBIM CHHAPOMOM 0e3 moabema cermenta ST B Bo3pacrte crapiie
75 ner He pPEKOMEHIyeTcs Ha3HauyaThb Harpy3o4Hble A03bl Kionuporpena 600 Mr us-3a
MOBBILICHUS PUCKA Pa3BUTHUSL KPOBOTEUEHHUSI Y 3TOM IPYIIIbI MAIMEHTOB.

TpomboTryeckas TpomoOormroneanyeckas nypaypa (TTII)

OueHp peako Mocie NPUMEHEHUs Kionuaorpena (MHOTAA JaXke HEMpOJOJKUTEIBHOIO)
orMevanuch ciydan pasButus TTII, koropas xapakTepusyercs TpoMOOIMTONEHUEH u
MUKPOAHTHOIIATUYECKOU T€MOIUTHYECKON aHEMUEH, COITPOBOKIAIOIIUMHUCS HEBPOJIOTMYECKUMU
paccrpoiictBamu, HapymieHueM (GyHKIUU modek u juxopankoit. TTII sBrusercs moTeHIHAIBLHO
YIPOXKAIOMUM  JKU3HU  COCTOSSHHUEM, TpeOYIOUIMM HEMEIUIEHHOTO JICUEHMs, BKIIIOYas
mazmadepes.

[IprobpereHHas reMoInsg

Coob1manocs o ciyyasx pa3BUTHS IpUoOpeTeHHON reModuiIny rnpu npueme knonunorpena. [pu
HNOATBEP)KJIEHHOM M30iMpoBaHHOM yBenuueHuun AUTB, compoBoxparomemMcs uiau  He
COIPOBOKAAIOIIEMCS Pa3BUTUEM KPOBOTEUEHHUS, CIENYET PACCMOTPETH BOIPOC O BO3MOYKHOCTHU
pa3BuTHs  npuoOpeTeHHOM remopwmiauu. IlanmeHTs! € MOATBEPKAEHHBIM  JAMArHO30M
npUOOpEeTeHHON TreMO(QWINU JOJKHBl HAaONIOJAThCcd M JICYUTHCS CHELUAIUCTAMHM 10 3TOMY

3a00JIeBaHUIO U IPEKPATUTH MPUEM KIIOMHIOTpea.
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(NOCNEQCBATENEHOCTE 0001)

HenaBHo mepeHeceHHbIH HITEMUYECKUN HHCYIIBT

Hauano mepanuu

* ¥V nanuenToB ¢ octpsiM ManbiM MU unu ¢ TUA cpenHero mim BEICOKOTO PUCKa ABOMHAs

anTuarperantHas tepanus (kaonuaorpen u ACK) momkHa Ha4aThbCsl HE MO3/IHEE YeM

yepe3 24 yaca 1mocse mosIBJICHUS CHMIITOMOB COOBITHSI.

* JlaHHBIE O COOTHOIIEHUH MOJIb3bI M PUCKA KPATKOCPOYHOM ABOMHON aHTHArpEraHTHOU

Tepanuu y nauueHToB ¢ ocTpbiM MainbsiM MW nnu ¢ TUA cpegHero uim BbICOKOTO pHUCKa €

BHYTPHUYEPEITHBIM KPOBOM3JIUSHUEM (HETPABMATUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

* MoHoTepanus KIONMUAOTPEIOM Yy MaueHToB ¢ MU, He ABIsomumMcs MalibIM, JOJKHA

HayaThCs Yepe3 7 qHel Mmociie Havana COOBITHS.
THayuenmor ¢ UHU, ne ssnsowumcs manvim (NIHSS > 4)
BBuny oOTCyTCTBHSI MAaHHBIX HE PEKOMEHAYETCS Ha3HadaThb JIBOWHYKO aHTHArperaHTHYIO
tepanuo. [layuenmol, Hedaeno nepenecuiue manvii U unu THUA cpedneco unu 6v1coK020
PpUcKa, KomopwviM NOKA3AHO ULU KOMOPbIM 3aNTAHUPOBAHO EMEUAMENbCME0
JlaHHBIE B IOAAEPKKY IPUMEHEHUS JBOMHOM AaHTUATPETaHTHOW TE€paIuu y MALlUEHTOB, KOTOPBIM
MOKa3aHa KapoTUAHAs HHAAPTEPIKTOMUS WM BHYTPUCOCYAUCTas TPOMOIKTOMHUS, WU Y
NAlMEHTOB, KOTOPBHIM 3aIUIAHUPOBAHBl TPOMOONM3UC WM AHTUKOATYJISIHTHAs Teparus,
OTCYTCTBYIOT. B  yKa3aHHBIX CHTyalusX HE PpEKOMEHJIYEeTCs Ha3HadaTb JBOMHYIO
AHTHArperaHTHYIO TEPAIuIo.

DyuknMoHanpHas aktuBHOCTE n3odepmenta CYP2C19

VY marnueHToB ¢ HU3KOW akTUBHOCTHIO n3odepmenta CYP2C19 npu npuMeHEeHUHN KJIOMUI0Tpena
B PEKOMEHIyeMbIX J103aX 00pa3yeTcsi MeHbIIe aKTUBHOTO MeTa0oJIMTa KIOMuorpena u ciadee
BBIPAXXEHO €ro aHTHarperaHTHoOE JICTBHE, B CBA3U C YEM MPU MpHeMe 0OBIYHO PEKOMEHIYEMBIX
7103 KJOMUJOTpeNa IpPH OCTPOM KOPOHApPHBIM CHHAPOME WM YPECKOKHOM KOPOHAPHOM
BMEIIIATENILCTBE BO3MOJKHA OoJiee BBICOKAs YacToTa pPa3BUTHUA CEpPACYHO-COCYIUCTHIX
OCJIOKHEHUH, YeM Yy TAalMeHTOB C HOPMaJbHOM akTUBHOCThIO u3zodepmenta CYP2CI19.
Oxwunaercsi, 4To MPUMEHEHHE JIEKAPCTBEHHBIX CPEJICTB, KOTOpPble HHAYLUUPYIOT AaKTUBHOCTH
n3opepmenra CYP2C19, moxker NUPUBOAWTH K YBEIWYCHHUIO KOHIIEHTPAIIMH AaKTUBHOTO
MeTaboIHTa KJIONUAOTpeNa U MOBBIIIATh PUCK BOSHUKHOBEHUS! KpOBOTeUeHUs. B kauecTBe Mepbl
IIPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPUMEHATH OJHOBPEMEHHO MOIIHBIE WHIYKTOPBI
uzopepmerta CYP2C19 u xnonuaorpen.

Nmerotest Tectrl it onpenenenus renotuna CYP2C19, kotopsie MOTyT OBITH HCHOJIB30BAHBI
JUIsl TIOMOIIM B BbIOOpe TepameBTHUeckoil crpaTteruu. ClieyeT paccMOTpEeTbh BOINPOC O
MpUMEHEHUHU 00Jiee BRICOKUX 703 KJIOMHUI0Tpesia y MalueHTOB ¢ HU3Koi akTuBHOCTRI0O CYP2C19

(cm. pazmensl «DapMmakokuHeTHKa» nojpasaen «DapmakoreHetukay, «Crnocod MpUMEHEHHS U
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JIO3BI»).

IIepekpecTHBIC aJNIEPTUUECKIE W/UIM TeMATOIOTHYECKHUE PECAKIIMH MCXAY TUCHONMUPUIANHAMA

VY manueHToB ciexyeT coOupaTth aHaMHE3 Ha MPEAMET UMEBIIUXCS paHee aUIePrUuYeCKUX H/Win
reMaToJIOrMUYecKUX Peakiuil Ha Ipyrue TUEHOMUPUIANHBI (TaKue KaK TUKJIOMUIUH, Mpacyrpen),
TaKk KaK COOONIaioCh O HaJUYUU MEPEKPECTHBIX aJUIEPTMUECKUX W/MIUM TeMaTOJOTHYECKUX
peakuii Mexay TueHonupuauHamu (cMm. pasnaen «IlobouHoe aeiicTBue»). TueHOMMpPHUIWHBI
MOTYT BBI3BIBATH YMEPEHHBIC W TSHKEIBIC ajNIEPTUUYECKUE peakiuu (TaKue KaK KOXKHasl ChIIb,
AHTMOHEBPOTUYECKUI OTEK) WM FeMaTOJOTHYECKHE PeaKINH (Takhe Kak TPOMOOIUTOICHUS U
HeliTponieHusi). [lanmMeHTh, y KOTOPHIX paHee HAOMIOJANIHNCh AJUICPTHYECKHE  W/WIN
reMaToJIOrMuyecKue peakiuy Ha OJIMH M3 MpernapaTtoB TPYIIbl THEHOMUPUIMHOB MOTYT UMETh
MOBBIUICHHBIH PUCK Ppa3BUTHS MONOOHBIX peakuuid Ha JApPyroil mpemapaT TpyIHIbl
TUEHONUPUANHOB. PekoMeHIyeTcss MOHUTOPUHI TEPEeKPECTHBIX aUIEPrUYecKUuX H/Win
reMaTOoJOTHYECKUX PEAKIIUM.

IloyeyHas HEAOCTATOUYHOCTD

OnelT NpUMEHEHUs KJIOMUIOTpeNa y MAlMEHTOB C TSDKEJIOW IMOYEYHONW HENOCTAaTOYHOCTBIO
orpannyeH. [loatomy crenyer ¢ OCTOPOKHOCTBIO MPUMEHATH KIOMUJIOTPEN Yy 3TOW TpYMIbI
MalHEeHTOB.

IIeueHOYHAS HEAOCTATOYHOCTD

HNMmeercss orpaHWyYEHHBIH ONBIT NPUMEHEHHUS KIONMUAOIpENaa y NAalUEHTOB C TSDKEIBIMU
3a00JI€BaHUAMU  TI€YEHH, KOTOpPBbIE MOTYT OBITh  IPENPACIONOKEHBl K  Pa3BUTHIO
remopparudeckoro nmaresa. [loatomy ciaeayer ¢ OCTOPOKHOCTBIO NMPUMEHATHh KIOMUIOTPEN y

JIAHHOM TPYTIIBI TAIIMCHTOB.

Biansinne Ha cnOCOOHOCTH YNPABJATH TPAHCIOPTHBIMHM CPEACTBAMH M MeXaHM3MaMH
Krnonuporpen He OKa3bIBAaeT CYIIECTBEHHOTO BIMSHHUS HAa CHOCOOHOCTH, HEOOXOIMMBIE JUIS
yIpaBJIE€HUsI TPAHCIOPTHBIMU CPEACTBAMHU WM 3aHATHS JIPYTMMHU IOTEHIMAIbHO OINACHBIMU

BUJaMH OCATCIBbHOCTH.

dopMa BbINTYCKa

TabyeTku, MOKPHITHIC TNIEHOYHOW 000JI0UKOM, 75 MT.

ITo 10 Tabmerok B OucTep AMOMUHUN/ AJTIOMUHUT.

3 wm 9 OnucTepoB BMECT€ C HWHCTPYKIMEH MO MEIUIMHCKOMY NPUMEHEHHUIO B MAuKy

KapTOHHYIO.
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LT N R

YciioBust XpaHeHus (|_|':'1:3.-|-.E..:|.':1Ei.-’~'.TEJ_II:-HC! CTe 00071)

B opurunanpHO# yrakoBke (OyMcTep B Mavyke) mpu TemmepaTtype He Boime 25 °C.

XpaHUTb B HENOCTYITHOM JUIS IETEU MECTE.

Cpok rogHoctu
3 roxa.

He npumMenaTh npenapat nocie NCTeYeHNs CpoKa rOJHOCTH, YKa3aHHOT'O Ha YIIaKOBKE.

YcaoBus oTnmycka

OTIyCcKaroT MO pelenTy.

IIpousBoauTenn
Muxkpo Jla6c JIumuren,

92, IlpomsiuieHHbIH koMiieke Cumnkot, Xocyp - 635 126 (T.H.), Uanus

JepxaTesb  perucTpauMOHHOrO  yaocroBepenusi/  OpraHuszauus, NPHUHUMAOIIAS
NMpeTeH3uu noTpeduTee

AxuuonepHoe oOmectBo «XuMuko-papmanestuueckuii komObunat «AKPUXMH» (AO
«AKPUXUWH»), Poccus

142450, MockoBckas 00s1acth, T.0. boropoackuii, r. Crapas Kymasna, yi. Kuposa, 1. 29

Tenedon/dakc: +7 (495) 702-95-03
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	Недавно перенесенный инфаркт миокарда, недавно перенесенный инсульт и диагностированное заболевание периферических артерий
	В исследование CAPRIE были включены 19 185 пациентов с атеротромбозом, который проявился в виде недавно перенесенного инфаркта миокарда (<35 дней), недавно перенесенного ишемического инсульта (от 7 дней до 6 месяцев) или установленного заболевания пер...
	При анализе подгрупп с применением качественной оценки состояния (инфаркт миокарда, ишемический инсульт и ЗПА) наибольший эффект терапии наблюдался у пациентов, включенных в исследование в связи с ЗПА (особенно тех, у кого в анамнезе был инфаркт миока...
	Острый коронарный синдром
	В исследование CURE было включено 12 562 пациента, перенесших острый коронарный синдром без подъема сегмента ST (нестабильная стенокардия или инфаркт миокарда без зубца Q), у которых в течение последних 24 часов появилась боль в области грудной клетки...
	Количество пациентов, у которых была первичная конечная точка (смерть от сердечно-сосудистых заболеваний (ССЗ), инфаркт миокарда (ИМ) или инсульт), составило 582 (9,3 %) в группе, получавшей клопидогрел, и 719 (11,4 %) в группе, получавшей плацебо, a ...
	Количество пациентов с комбинированной первичной конечной точкой (смерть от сердечно-сосудистых заболеваний, инфарктом миокарда, инсультом или рефрактерной ишемией) составило 1035 человек (16,5 %) в группе, получавшей клопидогрел, и 1187 (18,8 %) в гр...
	Положительные эффекты, наблюдаемые при применении клопидогрела, не изменялись при кратковременном или длительном применении других сердечно-сосудистых препаратов (таких как гепарин/НМГ, антагонисты GPIIb/IIIa, гиполипидемические препараты, бета-блокат...
	У пациентов с острым инфарктом миокарда с подъемом сегмента ST безопасность и эффективность клопидогрела оценивалась в 2 рандомизированных плацебо-контролируемых двойных слепых исследованиях CLARITY и COMMIT.
	В исследовании CLARITY участвовал 3491 пациент, которые поступили в стационар в течение 12 часов после развития инфаркта миокарда с подъемом сегмента ST и которым была показана тромболитическая терапия. Пациенты получали клопидогрел (нагрузочная доза ...
	Первичной конечной точкой являлось наличие окклюзии в инфаркт-связанной коронарной артерии на ангиограмме перед выпиской, смерть или повторный инфаркт миокарда до проведения коронарной ангиографии. Для пациентов, которым не проводилась ангиография, пе...
	Пятнадцать процентов (15,0 %) пациентов в группе клопидогрела и 21,7 % в группе плацебо достигли первичной конечной точки, что представляет собой абсолютное снижение на 6,7 % и разницу снижения в 36 % в пользу клопидогрела). Это в основном обусловлено...
	В рандомизированном открытом клиническом исследовании TOPIC принимали участие пациенты, перенесшие ОИМ, которым выполнялось чрескожное коронарное вмешательство (ЧКВ). Пациенты, получавшие АСК и один из более мощных ингибиторов рецепторов P2Y12, у кото...
	Препарат Клопидогрел-Акрихин показан к применению у взрослых.
	Нейтропения
	В исследовании CAPRIE, тяжелая нейтропения (< 0,45•109/л) наблюдалась у 4 пациентов (0,04 %), принимавших клопидогрел, и у 2 пациентов (0,02 %), принимавших АСК.
	У двух из 9599 пациентов, принимавших клопидогрел, наблюдалось полное отсутствие нейтрофилов в периферической крови, которого не наблюдалось ни у одного из 9586 пациентов, принимавших АСК. Несмотря на то, что риск развития миелотоксического действия п...
	Апластическая анемия
	При лечении клопидогрелом в одном случае наблюдалось развитие апластической анемии.
	Тромбоцитопения
	Частота возникновения тяжелой тромбоцитопении (< 80•109/л) составила 0,2 % у пациентов, принимавших клопидогрел и 0,1 % у пациентов, принимавших АСК, сообщалось об очень редких случаях снижения числа тромбоцитов ≤ 30•109/л.
	В исследованиях CURE и CLARITY наблюдалось сопоставимое количество пациентов с тромбоцитопенией или нейтропенией в обеих группах лечения.

