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MUHHCTEPCTBO 3[[PABOOXPAHEHUS POCCYHICKOM ®EEPAIIN |

WHCTPYKLIMA
[10 MEJIMITUHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOTI'O ITPEITAPATA
Kaxomuporpen-Oxedopa

PerncrpannoHHblit HoMep:
Toprosoe HaumenoBanne: Kionunorpen-Oxchopn
MexaynapoaHoe HeNATEHTOBAHHOE HAUMEHOBAHME: KIOIHUAOTPEN

JlexapcTBeHHas (popma: Ta6iIeTKH, TOKPHITHIE INIEHOYHON 000I0UKOMH

Cocras:

Cocmag Ha 00Hy mabnemxy:

Heticmeyowjee  sewyecmeo:  xnonuporpena ruppocyiasdar 100,80 Mr  SKBHBAIEHTHO
Kionuporpeny 75,00 mr.

Bcnomozamenvuvie eewyecmea: nosunor K 30 — 6,00 Mr, xpockapmesuto3a Hatpust — 5,00 mr,
JaKTO35l MOHOrHApar — 50,20 Mr, nemmono3a MEKpokprucTammaaeckas — 50,00 mr, kacTopoBoe
‘Macio ruaporesuzuposaggoe — 2,00 Mr.

Cocmae obonouku: onanpait 6enpni — 3,00 Mr (Turasa auokcun 12 %, rumpomerniosa 32 %,

Talbk 39 %, Maxporoi 17 %), Tutana quokcux — 3,00 M,

OnucaHne: Kpyriple ABOSKOBBITYKIbIE TaOJIETKH, MOKPHITHIE INIEHOYHOM 06010uK0ii, Georo
WJIM IIOYTH OEJIOTO ¢ JKENTOBAThIM OTTCHKOM I[BETA, C PHCKOM, 63 3anaxa wid noury 6e3 3amaxa;

Ha IIOIIEpEYHOM pa3pe3e BUAHO SApO OEIoro Witk IMoYTH 6eIoro LBera.

(I)apMaKOTepaneBanecKaﬂ rpymmna: aHTPITp0M6OTH‘{eCKHC CpeACTBa, aHTHArperanTbl, KpoMe

rerapmHa.
Kox ATX: BO1ACO04.

dapmakoJIorHIecKHne CBOICTBA

DapmakoouHamuxa
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ABIIAETCA HMHTHOMTOPOM arperanuu TpoMOonuToB. [[is: 06pa3oBaHHs aKTHBHOIO MeTaboJIHTa,
KOTOPEIA IOMABIISET arperanyio TPOMOOIMTOB, KIOMUIOTPEN HOJDKEH MeTabOIM3UpOBATLECH C
IIOMOLIBIO M30(epMeHTOB cHCTeMBI IuToxpoma P450 (CYP450). AkrtuBHBIT MeTabomHT
.
KJIONMIOTpENa CEJIEKTHBHO HHIUOMpyeT cBsa3blBaHMe aneHosuHaubocdara (AJP) ¢ P2Y,
penenTopoM TpoMOOIUTOB H mocnexyromyio AJ[P-omocpenoBaHHyI0 aKTHBALMIO KOMIIEKCA
GPIIb/Illa, mpuBomsd K IOAABIEHMIO arperamiy TpoMmOounutoB. Bnaromaps HeoGpaTHMOMY
CBSI3HIBAHHIO, TPOMOOLMTEL OCTAIOTCS HEBOCHPHHMYMBLIME K cTuMynsimu AJI® B TeueHue
BCEr0 OCTAaBIIETOCS CpoOKa CBOEH JXU3HM (IpubnusutensHo 7-10 1HEl), a BOCCTAaHOBJIECHHE
HOpMaJIbHOM (GYHKIMH TPOMOOIIMTOB IPOMCXOIUT CO CKOPOCTBIO, COOTBETCTBYIONIEH CKOPOCTH
0OHOBJIEHHS TPOMOOLIUTOB.
Arperanus TpoMOOIIMTOB, BRI3BaHHAsS arOHUCTAMHU, OTINYHBIMU 0T AJID, Takxe HHrHOUpyeTCs
3a cyeT OJIOKaIbl YCHIICHHOM aKTHBAIlUH TPOMOOLUTOB BEICBOOOXKTaeMbM AJ[D.
Tax xax oOpasoBaHue aKTHBHOIO MeTabOJHMTa NPOHCXOAWT IPH IOMOIODM H30(EPMEHTOB
CHCTEMBI IHUTOXpoMa P450, HEKOTOphIe W3 KOTOPHIX MOTYT OTJIMYATHCS IMOJIAMOPGH3MOM HITH
HHTUOUpPOBAThCS JAPYTMMH IIperapaTaMi, HE€ y BCEX IIalHEHTOB BO3MOXKHO aJEKBaTHOE
UHrEOMpOBaHME arperay TPOMOOIUTOB.
ITpu exxenHEBHOM NpueMe KIONMUAOrpeNia B JO3UPOBKe 75 Mr 1 pa3 B CyTKH C IIEPBOTO XKe JHS
IpreMa 0TMeYaeTcs 3HaunTeIbHOe mofaBieHne AJ[D-HHIyIHpyeMoi arperaliu TpOMOOIUTOB,
KOTOpO€ IIOCTEIEHHO YBEIMYMBACTCS W 3aTe€M, B HHTEpBaIe MEXAY 3 M 7 JHEM mNpueMa,
BBIXOAUT Ha IIOCTOSIHHBI YpOBeHb (TIpM MJOCTIDKEHHH paBHOBECHOTO COCTOSIHHS). B
PaBHOBECHOM COCTOSIHUHM arperanusi TpoMOOIUTOB mojaBiseTcs B cpenneM Ha 40-60%. ITocne
IpeKpaledys MpHeMa KJIONHUIOrpeNa arperamus TPOMOOIMTOB M BpeMs KPOBOTECUCHHS
IIOCTENIEHHO BO3BPAIAIOTCA K HCXOMHOMY YPOBHIO, B CpEIHEM, B T€UeHHE 5 OHEH.
Kinnngeckas 3¢ heKTHBHOCTD ¥ 6€30IaCHOCTh i
BesonacHocTs u  5(Q(eKTHBHOCT KIONMAOIpeNa OLUCHUBAIHNCh B 7 JBOMHBIX CIIENBIX
uccnenopanusax ¢ ydactuem 6omee 100 000 mamuentoB: uccnenosanwe CAPRIE, cpasrenue
xnonugorpena ¢ ACK, a rtaxxe uccnemopanuss CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A, B KOTOpEIX CpaBHHBAIX KIOIHIOTpeN C Iniane6o; oba JeKapCTBEHHbIX
npenapara HasHadayuch B komOburanuu ¢ ACK u npyroit crangapTHO# Tepanuei.
Heoasno nepenecennwiti  ungpapkm muoxapoqa, HeOABHO NEPEHECeHHbIli UHCYIbM U
ouazHocmuposanHoe 3a00ne6anue nepughepuieckux apmeputi
B ncenegosarun CAPRIE 6bum Brmodensr 19 185 IIaJMEHTOB C aTepOTPOMO030M, KOTODHIHA
OpPOSBHIICS B BHIE HENAaBHO IIepeHeceHHOro uHpapkra Mumoxapaa (<35 naueit), HemaBHO

NEPEHECEHHOr0 HUICMHYCCKOrO HHCYJIbTA (OT 7 nuei 0 6 MCC}IIICB) HIIX YCTAaHOBJCHHOI'O
¢
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3aboneBanns nepudepnuecknx aprepuii (3ITA). IlanmerTrioGpuikl! PAHAOMUIPOBAHE 1O

rpynmnamM, IOJydYaBIIMM KIONHAOrpenl B cyrouHoi mosze 75 mr, wmu ACK B cyroyHoit no3e
325 Mr, M ocTaBagHMCh IIOJ HaONIOAEHHEM B TedeHHe or 1 roma mo 3 ner. B moarpymme
[IANUEHTOB, NepeHeCIunX MH(papKkT MuOKapaa, OONBIIMHCTBO namueHToB moiydamu ACK B
TEYeHHE IIEPBBIX HECKOIBKHX MHEH mocne ocTporo HH¢papkra muokappa. Kmommmorpen
3HAUMTENIbHO CHIDKAJl YacTOTY HOBBIX HINEMHYECKMX COOBITHI (KOMOHMHHMpOBaHHAs KOHEYHAS
TOYKa — MH(ApKT MHOKap/a, UIIEMHUYECKIH WHCYIBT H' COCYANCTas CMEPTH) IO CPABHEHHIO C
ACK. AHamu3 o0meil cMEpTHOCTH KaK BTOPMYHON KOHEYHOM TOYKM HE BEISBHI 3HAYMMOIO
pasinudus Mexay knonuporpenoM (5,8 %) u ACK (6,0 %).
ITpn anami3e DOATpyNII ¢ IPUMEHEHHEM KaueCTBEHHOM OIEHKU COCTOAHMS (MH(papKT MUOKAp/a,
nmemudeckuif uHCynbT B 3IIA) Hanbonbmmit sddekt Tepamuy HaOMIONAICA V NAlUEHTOB,
BKIIIOYEHHBIX B HccnenoBanue B cBs3d ¢ 3[IA (ocobeHHO TeX, y KOro B anaMHe3€ ObUT HHGApKT
MHOKap/a) u Goiee cinabpiil 3¢dexr (HesHaunuTensHo ommmyarommuiics ot ACK) y manuenTos,
IEPEHECIINX HMHCYIBT. Y IAIMEHTOB, BKIIOYEHHBIX B HCCIEOBaHHE TOJIBKO Ha OCHOBAaHHH
HEJaBHO IIEPEHECEHHOro HHGapKkTa MHOKapHa, pe3yjbTaT B IpyIIe KIOMHAOTpeNna ObLI
YUCJIEHHO XyXe, HO cratuctudecku He ormuyancs oT ACK. Kpome Toro, aHanm3 moarpynm no
BO3PACTy MTO3BOJISIET npemfonoxcms, 41O OJIaronpuATHEG 3¢ deKT KIoONHIorpesa y HalieHTOB
cTapiie 75 et 6pL1 MEHEE BBIPaXEH, YeM y NAIIUEHTOB B Bo3pacTe < 75 JeT.
Ocmprytii KOpoOHapHBLT CUHOPOM
B nccnenoanre CURE Gpino BrmodeHo 12 562 namueHTa, IEpEHECITHX OCTPhI KOPOHAPHBIH
cuanpoM 6e3 moxnema cermenta ST (HecTaOMIbHAs CTEHOKapaus Wix MH(apKT Muokapia Ges
3ybna Q), y KOTOpHIX B TEUEHHE IOCICHHHX 24 4acoB IOABHIACH OOJNb B 00JNACTH IPyAHOM
KJIETKH WIM CHMIITOMBI, yKa3bIBalole Ha WIIeMHIO. Ji1s BiUIIOYEHMST B HCCIEJOBaHHE
TpeboBanoch, uTOOB y manueHToB Obutd 6o m3meHeHus OKI', ykaspIBaroImpe Ha HOBEIE
HIIEMUYECKHe SBJIEHHS, JMOO0 IOBBIUCHHBI YpOBEHb KapauodepMmeHTOB, JubO YpOBEHH
TponionuHa [ unu T, mo kpaiigeii Mepe, B 2 pa3a IpeBBIIIAIOIIUI BEpPXHHH IIpees HOPMEL.
[TaruenTs! OBUIM paHAOMH3MPOBAHBI B TPYIIIBI JICYEHHS KIOMUAOTpenIoM (Harpy3ouHas 1032
.
300 mr, 3atem 75 mr/cytkm, N = 6 259) wmm mnane6o (N = 6 303), KOoTopble MPUHAMAIH B
kombuHammu ¢ ACK (75-325 mr 1 pa3 B cyTku) M JpPYTHMH CTaHAAPTHBIMH IpenapaTaMy.
ITanvenTs! momydanu J€4eHME B TEUCHHE IIEPHOJAA JUIMTEIBHOCTBIO IO OJHOro roja. B
uccnenopanun CURE 823 manmenta (6,6 %) @ONyJamu COMYTCTBYIOI(YIO TEPAIHIO
anraronucrtamMu perenropoB GPIIb/IIla. I'emapun BBd,umm bonee yeM 90 % IAaNMEHTOB.
ComnyrerByromas Tepanus IellapHHOM He OKasbIBala 3HAYHMOTO BIHSHUS HA OTHOCHTEJIBHYIO

JacTOTY pa3BHUTHA KpOBOTC'-IeHI/Iﬁ IIpHU IPUEME KITOIIAJA0IpeyIa 1 I'IJIaHCGO.
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KonuuecTBO DAIMEHTOB, Y KOTOPHIX ObUIA MEpBHYHAS KOHE
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npouid (CMepTE 9 cepnedno-

cocynucthix 3aboneBanuii (CC3), undapkr muokapna (MIM) wmm unCcyisT), cocraBuno 582 (9,3
%) B rpymme, moiyyaswel kronuporpen, u 719 (11,4 %) B rpymie, nonyvasuei wianebo, a
OTHOCHTEJBHBIA PUCK OBLI cHIKeH Ha 20 % y IpyIIbl, HOTydYaBIIeH KIOMUIOrpeN (CHHXKEHUE
OTHOCHTENbHO pucka Ha 17 % mpu KOHCEpBAaTUBHOM JIEYEHWM IAIMEHTOB, Ha 29 % npu
BBIIIONIHEHUH YPECKOXKHOH TpaHCIIOMUHATBHON KopoHapHo# anrmomnactuku (YTKA) co
creatomM miH 6e3 Hero M Ha 10 % mnpu Bemonnenuu AKIII). ITocne 3 mecsaneB nedeHHs
IperMyIIecTBO, Habmoaasmmeecs B rpymnune kionuporpen + ACK, Gonplne He yBeTHYNBaNIOCh, B
TO BpeMs KaK PUCK KPOBOTEUEHHS COXPAHICH.

KoNMM4ecTBO MAIMEHTOB ¢ KOMOMHHpPOBAHHON INIEPBHYHOM KOHEUHON TOUKOH (CMEpTh OT
CEPAEUHO-COCYAUCTHIX 3a0enMBaHNi, MH(PAPKTOM MHOKapla, MHCYJIBTOM MM pedpakTepHOHU
umemuei) cocraBuno 1035 ugenosek (16,5 %) B rpymme, momydaBmeil xiommmorpen, u 1187
(18,8 %) B rpynme, nomyqapmeii iane6o. BiausHuEe Ha YaCTOTY IOBTOPHBIX FOCTIATAIU3AIHIM TTO
TI0BOJIy HECTAOHIIBHON CTEHOKAP/MH He HaGMIONanoch.

[NomoxutensHele 3¢dekTr], HabmoxaeMble NP NPUMEHEHHH KIOIMMAOTPENa, HE H3MCHSIHUCH
OpA KPaTKOBPEMEHHOM WJIM JJIMTCIBHOM IIPUMEHEHHHM JPYTHX CEPISYHO-COCYAUCTHIX
npernapatoB  (Takux Kak renapud/HMIT, amtarommctsl GPIIb/Illa, runmommnuaeMuyeckue
npenaparsl, Oera-GOKaTopsl H HHrHOMTOpEl AIID). SddexTHBHOCTE KIOMAIOrpeia He
3aBucena ot 1036l ACK (75-325 Mr 1 pa3 B CyTKH).

VY namueHTOB C OCTPBIM WH(ApPKTOM MHOKapna ¢ momxbeMoM cermenTa ST 6Ge30macHOCTh |
sddexTuBHOCT  KIONMMAOIpeNa OLEHHBATach B 2  PaHIOMH3HPOBaHHBIX  IUTale6o-
KOHTPOJIMPYEMBIX ABOMHEIX cienslx ueenegosanuax CLARITY u COMMIT.

B uccnenoanmu CLARITY yuactBoBan 3491 mamueHT, KOTOphIe MOCTYIHIM B CTallMOHApP B
TeyeHHe 12 JacoB mocie pa3BUTHS HH(papKTa MUOKapa ¢ IoaseMoM cermeHTa ST H KOTOphIM
ObLIa IOKa3aHa TpoMOoIuTHYeCKas Tepanus. [lanuenTs nmonydyanu xionunorpen (Harpy3ouHas
no3a 300 mr, 3arem 75 mr/cyr, n = 1752) wim mwiane6o (n = 1739), o6a B xomOunanuu ¢ ACK
(or 150 mo 325 Mr B KauecTBe HArpy3o4HOM mo3bl, 3ateM orT 75 mo 162 wmr/cyr),
¢ubpruHOIMTHUECKMH IpenapaT H, IPH HEoOXOAWMOCTH, remapuH. [lanueHToB HaOMIOAATH B
teuenne 30 jqued. IlepBuuHOM KOHEYHOH TOYKOH SBISIOCH HAIMYME OKKIIO3MHM B HH(APKT-
CBSI3aHHOH KOPOHapHOM apTepHH Ha aHI'MOrpamMMe mepen BBIIIUCKOH, CMEPTh WIX IIOBTOPHBIHA
HH(apKT MMOKapZa 10 IPOBEACHHs KOPOHapHOM aHrdorpaduu. J[is manueHToB, KOTOPEIM HeE
NPOBOJMNIACh AHTHOTpadus, NEpBHYHON KOHEYHOM TOYKOH OBUIa CMEPTh HIM pEIMIUB
uH(papKTa MHOKapAa KO JHIO 8 MITH K BBIHUCKE U3 OOJBHHUIIEL

ITarragumare npoueHtoB (15,0 %) manueHTOB B rpynne xionugorpena u 21,7 % B rpymme

Iwanebo JOCTHIVIM IIEPBUYHONM KOHEYHOM TOYKM, 4YTO IpeAcTaBisfeT coOoi abCcomoTHOE
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00yCIOBJIEHO YMEHBLIICHHEM OKKIIO3MHM B HH(ApPKT-3aBHCHMBIX KOPOHAPHBIX apTepusax. JTo
IPEUMYIIECTBO OCTABAIOCH IIOCTOSHHEIM BO BCEX IPEABapUTENIHHO ONIPeIeNIeHHEIX 110 BO3PacTy
¥ TIONy, JOKaIM3alWH HHGbapKTa M THIy WMCHOJNG30BaHUs (UOPHHONMTHKA WM TelaphHa
IOATPYyMNIIaX TaIUEHTOB. |

Uccnenopanme COMMIT c¢ cdakropusM muzaiiroM 2x2 BKmowano 45 852 mnaumeHTa,
MOCTYMUBIIAX B Te€4YeHHE 24 YacoB ¢ MOMEHTAa IOSBIECHHUSA CHMITOMOB IIOJO03PEBAEMOrO
uH(papKTa MHOKapJa, YTO NMOATBepxIatocs oTkioHenusMu Ha DKIT (T.e. moabeMOM cerMeHTa
ST, cumxernueMm cermenTa ST mnu 6mokanoit neBoit HOXKM myuka [uca). IlanuenTsl noxydany
xnommzporpen (75 mr/cytku, n = 22 961) wnu miane6o (n = 22 891) B xombuHamuu ¢ ACK
(162 mr/cyrxkm) B TeueHHe 28 mHEHl WM 0 BBRIMMCKH u3 GoNbHMIBL KOMOGHHMpPOBAHHBIMH
HEPBHYHEIMUE KOHEYHEIMH TOYKaMH OBUIM CMEpTH II0 JIIOOOH IIPUYMHE W Pa3BUTHE IIOBTOPHOIO

.

nHbapKTa, HHCYJIBTa WU CMepTh. [lomymnsuums Brimouana 27,8 % »xeHinuH, 58,4 % NanueHToB B
Bospacte 60 ner u crapue (26 % > 70 ner) u 54,5 % manueHToB, HONXyYaBIIUX (HOPHHOJUTHKH.
Knonuporpen 3Ha4UTENEHO CHUKAN OTHOCHTENIBHBIH PUCK CMEPTH 110 r000i npudune Ha 7 % U
OTHOCHUTEJIBHBIM PHCK KOMOWHAIMK IOBTOPHOrO HH(GpApKTa, HHCYJIBTA WU cMepTH HA 9 %, UTO
cocTaB/LIo abcomoTHoe cHmkeHHe Ha 0,5 % u 0,9 % cooTBeTCTBEHHO. DTO IPEHMYIIECTBO
OCTaBAJIOCh IIOCTOAHHBIM JUIsS IPYIII Ial[MeHTOB Pa3HOrO BO3pacTa, II0JIa, IPHHAMAIOINX KA
HE [IpUHAMAOIUX GUOPHHOIATHKY, ¥ HaOMIONAIOCh Yxe depe3 24 Jaca.

Jlesckanarus HHrHOUTOPOB perientopoB P2Y 12 B Tepanuy 0cTporo KOPOHAPHOTO CHHAPOMA

Ilepexon ¢ Tepanmuy MOIIHBIM MHIHOHTOpOM penentopoB P2Y12 Ha jiedeHHe KIIOMUAOTPENIOM B
coueranud ¢ ACK mocne 3aBepmeHust octpoit ¢aser ocrporo mHbpapkra muokapaa (OVIM)
u3ydaiucs B JBYX DPaHIOMH3UPOBAHHBIX HHHIMHPOBAHHBIX MCCIIEAOBATENEM KIMHAYECKUX
uccrnepoBaHusx (TOPIC u TROPICAL-ACS).

B pannoMu3HpoBaHHOM OTKpHITOM KiuHHYeckoM HccienoBanmu TOPIC nmpunmManu ygyacTue
nanueHTsl, nepedecmue OMM, KOTOpPEIM — BBIIONHAJIOCH  YPECKOXKHOE  KOPOHAPHOE
BMemmatenseTso (UKB). Ianuentsl, monydasume ACK u oauH u3 60iee MOIHEIX HHTHOUTOPOB
penentopoB P2Y12, y KOTOpEIX He pa3BHIMCH HEOJArONpHATHBIE COOBITHS B TEUYECHHE OJHOIO
MecAna, MM OBUIM IlepeBeNeHBl Ha Tepamuio (ukcupoBanHod koMOuHammedr ACK nm
KIOnuaorpena (Jesckananud JBOMHOM aHTHTpoMmOoumTapHoi Tepammu (JAT)) wmm
IIPOODKUIIN IPHHAMATE paHee HasHadeHHBIE Npenapatsl (Heusmenennas JJAT).

Co0pITUs, BKIIOYEHHEIE B KOMOMHHPOBAHHYIO IEPBHYHYIO KOHEYHYIO TOYKY (CMEPTH OT
OCIIOXKHEHHMI  CepAeuHO-COCYIMCTRIX  3aboneBanmi, (CC3), wWHCYNbT, 9KCTpEeHHAd
PEBACKyJIApH3allMsd M KPOBOTEYCHMS THIA 2 MIH Ooiee TSDKENBIC KPOBOTEYCHHS II0 INKAJE

BARC (MccnenoBarenbcKoro akafeMHIeckoro KOHCOPIEYMa [0 KPOBOTEUEHHSM)), depe3 OUH
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rpynne nesckananuu JAT u 85 manuenroB u3 323 (26,3 %) B rpynme HemsmenHoit JAT
(p <0,01).
CTaTHCTHYECKH 3HAYHMMOE Da3lIH4Yde B OCHOBHOM OOYCIIOBJICHO COKpAICHHEM KOJMYECTBA
CIydaeB KpOBOTEUEHHS, B TOM HHCIIE KPOBOTECUEHHUH, f{OTopme no mxane BARC Gonee mnu
paBHEI 2 (4 % B rpynme nesckananuu u 14,9 % B rpynne, nomayuasmeit Heusmennyro JIAT), npu
9TOM HE HaOIOAANIOCh CYLIECTBEHHBIX pasNMUYUi B YacTOTe HINEMHYECKHX OCJIOKHEHHIH
(p=0,36).
B paHAOMU3MpOBAaHHOE OTKPBITOE KIMHHUYECKOE ncéneJIOBaHne TROPICAL-ACS 6run
BKIIo9eHB 2610 manmumenToB ¢ OVIM, mOATBEPXKIACHHBIM aHAIM30M Ha OMOMapKepsl, IOCHe
npoBenerns UKB. ITanueHTE! GbUIH paHXOMH3MPOBAHbI B I'PYNIILI IS IIOJXYYEHHs IIpacyrpeia
(muau 0-14) mm npacyrpena (nuu 0-7), a 3ateM knonunorpena (quu 8-14) B kom6unanuu ¢ ACK.
. Ha 14-it nenp GbUIa IpOBeeHA OICHKA QYHKITUU Tpoméoumon. [TarueHTHl U3 TEPBOI TPYIIIBI
TepaIiy TOJILKO IpacyrpeIoM IpoAoJDKaId IPUHUMATE Ipacyrpel B TedeHue 11,5 mecsna.
V manueHTOB U3 IPYINEI 3aMEHEI Tepanuy ObUI BHITOJMEH aHalu3 Ha BBICOKYIO PEaKTHBHOCTB
tpoMborutoB (BPT). ITarments! ¢ BPT > 46 emunun ObUlM CHOBAa IIEPEBENCHBI Ha TEPAIIHIO
[pacyrpesoM, KoTopyko nomydanu B teueHue 11,5 mecsues. Ilanmenter ¢ BPT < 46 enunun
IPOJOIDKIIIN JISYeHHe KIIOMHIOTPeIoM B No3e 75 Mr/cyTku B TedeHue 11,5 mecsma. Taxum
06pasoM, B TPYIIIIE YIpaBiiieMOi 3aMeHBI Tepaniy MaldeHTh] Hodydany win npacyrper (40 %)
umn  kinomuporpen (60 %). Bce mamuentsr monywama ACK, nocnenyromee HabmoneHve
[IPOJIOTDKAJIOCH B TEUEHHE OJHOT'O Iroja.
[lepBrunas KOHEYHAs TOUKA BKIIOYaNa KOMOMHAIMIO CEPAEIHO-COCYAUCTOH cMepTH, HH(papKTa
MEOKapja, HHCYJhTa B KPOBOTEUEHHUS TUNA 2 MM Ooliee TsKENBle KPOBOTECYCHHMA IIO IIKaje
; BARC. MHccnenoBanue OpOAEMOHCTPUPOBATIO OTCYTCTBUE DPA3IM4YUii MEXIY IpynIaMd IO
IEpPBUYHON KOHEYHOH TOYKE IO KPHUTEPHIO Non inferiogity. VYopasisgeMas 3aMeHa Tepallud He
NpHBeNla K IMOBBINEHHUIO PHCKAa pPa3BUTHS WINEMUYECKHX OCIOXHEHHH (2,5 % B rpymme
nesckayanuy u 3,2 % B KOHTPOJIBHOM IpyIIe), a TaKKe YacTOTHl KPOBOTE€UEHHH TWIa 2 HIH
6oiee no mkane BARC,

lsotinas anmumpomboyumapunas mepanus (HAT) npu ocmpom manom HH unu THA cpednezo

UU BbICOKO20 PUCKA

Ounenxa AT B xombunamuu ¢ xonuporpenoM u ACK c menpio npoduIakTHKU HHCYIBTA
nocie octporo Manoro VI wim THUA cpeanero uim BEICOKOTO pHCKa IPOBOJMIACH B XOJI€ ABYX

pasnoMusupoBaHbIX uccnenoBanuii: CHANCE u POINT — ¢ mosy4yeHrneM AaHHBIX 110 HCX0JaM

JUIs KITMHAYeCKOoi 6e3omacHocTH U 3 hexTHBHOCTH.
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Wccnenosanue CHANCE (npumenenue xnomuoozpena y| Enammmmoe 73 MNegwéokda | puckom

Da36uUmMusa OCmpolx HAPYUEHUll M03206020 Kpo8oobpawerus 6e3 uHeANUOU3AYUY)

B 3ToM paHAOMH3MPOBAaHHOM JBOMHOM CJIENOM MYJIBTHHEHTPOBOM ILIANC00-KOHTPOIAPYEMOM
KIMHMYECKOM HMccienoBaHun npuHanu ydacte 5170 marmentoB m3 Kuras ¢ octpoit TUA
(onenxa ABCD2 >4) unu octpsiM MasibiM UHCYIbTOM (NIHSS < 3). IlanuenTs! B 00eux rpymnmnax
B 1-ii nenp mosmyumnu 103y ACK B OTKpHITOM pexume (BelIWYMHA JIO3BI BapbHpOBalach B
puanasoHe or 75 mo 300 wmr, no3y ycraHaBjuBan Jiedammi Bpay). [lanmentsi,
PaHIOMH3UpPOBaHHBIE B IpylIly IpuMeHeHUs knonuporpena u ACK, monyuunu Harpy3odHyrO
o3y 300 Mr B 1-#f meHb, mocie 4ero IoJiydaiaw KJIOMHUIOTpen B fo3e 75 mMr 1 pas B CyTKH B
nepuoz co 2-ro aus mo 90-i ,uéHL BkirounTesbHO U ACK B 03€ 75 Mr 1 pa3 B CyTKH B IEPUOA
co 2-ro mHA 1o 21-# JEeHp BKIIOYHTENHHO. I[lallUeHTHI, PaBAOMHU3MPOBAHHBIE B TIPYIILY
npumenenus ACK, nmomyganu rurane®o-BepcHIo KiIonujorpena B mnepuof ¢ 1-ro gug no 90-i
nenb BmrounTelbHO U ACK B mo3e 75 mr 1 pa3 B cyTku B nepuof co 2-ro nHs no 90-i neHs

BKJIIOYHUTECJIBHO.

[leppuuHoif KOHEUHOM TOukoM S(QEKTHBHOCTH SBIUICS HOBBIH Cilydalli HHCyJbTa
(MIIEeMAYIECKOTO HIM reMopparudeckoro) B nepsble 90 mHeil mocne octporo Maimoro MM wmmun
THUA BeIcOKOTO prcka. Takue ciaydau OpuIH 3aperncr1;np03anm y 212 nanuentoB (8,2 %) B
rpynne npuMenenus kinormunorpena ¥ ACK mo cpaBrenuio ¢ 303 manmenrtamu (11,7 %) B
rpynue npumeHeHus ACK. Ciygan UMW nabmopanuce y 204 mammentoB (7,9 %) B rpynme
npuMeHenns kinonugorpena ¥ ACK mo cpaBHEHHIO ¢ 295 marmentamu (11, 4 %) B rpymme
npumenerns ACK. ['eMopparndyecknii HHCYIBT cnytnznicx y 8 manueHTOB B KaXAOH U3 ABYX
rpymn uccnenoanus (0,3 % B kaxioi rpymue). CpeIHeTsHIKeN0e HIIH TSHKEI0e KPOBOU3IUSIHUE
Habmopanock y 7 mamuentoB (0,3 %) B rpymme nmpumenenus kimonuporpena 1 ACK u y 8
namuenToB (0,3 %) B rpynne npumenerus ACK. YactoTa pa3BUTHS KpOBOTEUECHHI cOCTaBHIa
2,3 % B rpynne NpUMEHEHHs KIONHJOrpena MU ACK mo cpasHeHuoo ¢ 1,6 % B rpymme
npumenenus ACK.
.

POINT (mpomboyum-opuenmuposannoe uUH2UOUPOBAHUE Y NAYUEHMOE C HOBLIMU CIYYAIMU
THA unu manozo uuieMu4eckoz0 UHCyIbma)

B aTrOM paHmOMH3HPOBaHHOM ABOWHOM CJIEIIOM MYJIBTHHEHTPOBOM ILIANEG0-KOHTPOIHPYEMOM
KIMHUYECKOM HCCIIENOBAaHUY NMPHHAIM ydacTHe 4881 manmueHTOB M3 pasHBIX CTpaH C OCTpoit
THA (ouenxa ABCD2>4) winu octpsmM ManbiM uHCynsToM (NIHSS <3). Bee nmauueHTs! B 00enX
rpymnax nomygamu po3y ACK B oTkpeiToM peskume B mepuon ¢ l-ro jgus mo 90-ii meHs

(BemMuMHa 03Bl BapbHUpOBaJIaCh B Juama3oHe oT 50 mo 325 Mr, Z0o3y yCTaHaBIMBAI JieUaluil
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Bpa4). IlanueHTH], paHAOMUW3UPOBAHHBIE B TPYNIy NpUMEHEHMS| KITOI

Harpy3ouHyo no3y kimommporpena 600 mr B 1-if nens, nocie 4ero Ioiydaid KIOIHAOTPEN B
moze 75 mr 1 pa3 B cyrku B mepuox co 2-ro no 90-if nmeHp BKmouMTeNnbHO. [lanmeHThI
PAaHIOMH3HPOBAHHBIE B TPYNIly [NpHMEHeHWs IUIanebo, IOJydYann Iane6o-BepCHIo
KJjonuaorpena B nepuof ¢ 1-ro xus no 90-i JeHb BKIIOYUTEIBHO.

[lepBuunoit KoHeuHOM ToukoM 3((GEKTHBHOCTH SBSIaCh KOMOMHAIUS  MAacCHBHBIX
HeMAIecKux ocnoxuenuit (UM, unpapxr Muokapia WM JICTAIBHEIA HCXOA B pe3yibTare
HUIIEMHYECKOTO  COCYJUCTOTO  OCJIONKHEHHS) K 90-my gm0, Takue cioydam ObUIH
3aperucTpupoBanbl y 121 manuenta (5,0 %) B rpynne npumererus kinonupgorpena 1 ACK mo
cpaBHeHuIO ¢ 160 marentamu (6,5 %) B rpynne npuMenenus Tonpko ACK. MU, sprsrommiics
BTOPMYHOM KOHEYHOW TOuko#, HaOmopmarcs y 112 mnamuenTtoB (4,6 %), HomydaBIIHX
xionumorpen u ACK, mo épaBHeHmo co 155 manueHTaMu monyuasmumu ACK (6,3 %).
Bonplnoe KpoBOTEYEHHE, SBIIOIIECECS ITEPBUYHON KOHEUHOH TOUKOH OLEHKH 6€30I1acHOCTH,
CIy4mJIOCh Y 23 u3 2432 nam«ieHTOB (0,9 %), momyuaBmmx kromugorpen 1 ACK, n y 10 u3 2449
nanuentos, monydaBmux ACK (0,4 %). HesHauuTenbHOE KPOBOM3JIHMSHHE CIy4HiIoch y 40
nanuentoB (1,6 %), HoTy4aBIIUX KIOMHIOIPEN U ACK, 1 y 13 mamuenToB, nonydasmux ACK

(0,5 %).

Ananus nepuoda deticmeus npenapamos é pamxax uccreoosarnuti CHANCE u POINT

He 6bu10 npeuMyInectsa B ToM, uTo0s1 npoxonkars JJAT Gonee 21 mua. KnuHudeckas monb3a
ot npoxomkenust JJAT Gosiee 3 Hezens NpoJeMOHCTpUpOBaHa He Oblia. Llenso pacipeseneHus
MAacCHBHBIX HINEMHYECKHX OCIIOKHEHHI U CIydaeB MAacCHBHOI'O KPOBOM3IIHMSAHMSA IO IPyIIaM
JIedeHyst B TIepHOJe JEHCTBMS NPENapaToB OBUI aHATM3 BIMSHMS KPaTKOCPOYHOIO IepHoza

neitcteus JAT.

Qubpunnsayus npedcepouti
B xone xnmuanyeckoro uccaenosanus ACTIVE-A mokasaHno, 9To y MalleHTOB ¢ GuOpminuei
Ipeacepauii, KOTOpbe MMeNH, KaK MHHEMYM, OJMH (aKTOp pHCKA PasBUTHS COCYIHMCTBIX
OCJIOKHEHMM, HO OBUIM HECIOCOOHBI MPUHUMATL HEIPSIMBIE aHTHKOATYJISHTHI, KJIONULOTPE] B
couerannu ¢ ACK (o cpaBHeHHIO ¢ mpueMoM Toybko onHoi ACK) yMeHbIIal 4acToTy BMECTeE
B3ATBIX HHCYJIbTA, HH(papKTa MHUOKapAa, CHCTEMHON TpomO03MOOIMM BHE ICHTPAIBHOM
HepBHoit cucteMsl (LIHC) uinu cocynucroil cMeptH, B QONbIIEH CTENCHU 3a CYET YMEHBIICHUA
pHCKa pa3BUTHS HHCYJIBTA.

SddexTrBHOCTH MpUeMa Kionuporpena B couetanuud ¢ ACK BBIABIANACh paHO U COXPAHSIACh
JO 5 ner. YMeEHbIIeHHE pHUCKAa KPYIHBIX COCYIUCTHIX OCIOXHEHHH B TIPYIIE MalHUEHTOB,

IIPpFHAMABIINX KJIOIMUAOTPE B COUCTAaHUH C ACK, Ha6mozxan001> B OCHOBHOM 3a CUeT O0JIBIIEro
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YMEHBIIEHHS YacTOThl MHCYJIBTOB. PHCK pasButus wHCymBiacaoGon “oxéetn mpul npueme

TV

xiorunorpena B coderanuun ¢ ACK chuxaincs, a Takke HaOmoaanach TEHACHIMS K CHIDKEHUIO
YacTOTHl Pa3sBHUTHS MH(APKTA MHUOKapla B IPyIIe, IIOIyYaBLIel jIeueHHe KIOMHIOIPEIOM B
coyeranuu ¢ ACK, HO He Habmoaanocs pa3auunii B yactore TpomGosmbonuii Bae [THC mm
cocynucroi cMepTu. Kpome storo, npueM kinonuporpena B coderannu ¢ ACK ymensiman o6mee

KOJIMYECTBO JHEH IOCIUTATIM3AMY 110 CEPMICUHO-COCYAUCTHIM IIPUYMHAM.
DapmMaKOKUHEMUKQ

Bcacviganue

[Ipy ONHOKPAaTHOM M IIOBTOPHOM IPHEME BHYTPh B JO3HUPOBKE 75 Mr B CYTKH KJIONHIOIDE
OBICTPO BCACHIBAETCH. |

Cpensee 3HauyeHHE MaKCUMalbHOH KOHIEHTPAUH (Cmax) HEH3MEHEHHOTO KJIONMHIOrpela B
mIasMe KpoBM (IpUOIHM3HTENBHO 2,2-2,5 HI/MJI HOCTE TpueMa BHYTPh Pa3oBOM H03BI 75 Mr)
JOCTHraeTcs MpHONIMU3UTENHHO Yepe3 45 MUH [ociie npueMa mpenapara. [1o JaHHBIM SKCKperun
MeTaboNIUTOB KIOMUAOrPeIia Yepe3 IIOYKH ero a6cop6un§ cocTaBisieT npubmm3uTensHo S0 %.
Pacnpeoenenue

In vitro KJIOIHIOOTpEeN M €ro OCHOBHON LHPKYJVPYIOIIMA B KPOBH HEaKTHBHEIM MerabojuT
00paTUMO CBS3BIBAIOTCS ¢ Oenkamu I1a3Mbl KpoBH (Ha 98 % u 94 % COOTBETCTBEHHO), U JaHHAS
CBSI3b ABJLIETCA HEHACHINAeMOit 1o koHueHTparuu 100 Mr/miL.

Memabonusm

Kromugorpen MHTEHCHBHO MeTa0ONU3UpYETCs B IEUEHH. [n Vitro u in vivo KIOIHMOOTpPEI
MeTabOoIH3UPYETCs ABYMSI ITyTSMH: IEPBBIH OCYMIECTBIIETCS C IIOMOINBIO 3CTEpas U IPHBOIUT K
THAPONM3Y KIOmMJOrpena ¢ oOpa3soBaHHEM HEAKTUBHOrO IPOM3BOIHOTO KapOOKCHILHOH
KHCIIOTHI (85 % OT IMPKYJIUPYIOIUX METab0INTOB), BTOPOM IIyTh OCYIIECTRIISIETCSA C IIOMOIIBIO
u3opepmMeHTOB uToXpomMa P450.

IlepBoHaUanbHO KJIONMHIOIPENT MeTaboNM3HpyeTcs X0 2-0KCO-KIIOIMHIOTpeNa, SBIISIOMErocs
IIPOMEXYTOYHEIM MeTabouToM. Tlocnenyromuil MeTabonu3M 2-0KCO-KIOMHUAOTPEIa IPHBOAUT
K 00pa3soBaHMIO AaKTMBHOTO MeTaboiHTa KIONHMAOrpENa — THOJBHOIO IPOU3BOJHOIO
KJIONMOrpeNa. [n vifro 3TOT akTHBHEIA MeTabonuT 06pasyercs, IMIaBHEIM 00pasoM, ¢ MOMOIIBIO
m3opepmenta CYP2C19, HO B ero 00pa3oBaHWM TakKe YYaCTBYIOT HEKOTOPLIE JpYyTHE
m3opepmentsl, Bioyas CYP1A2, CYP2B6 u CYP3A4. AKTHBHEIA THONBHEIA MeTaGOIHT
KJIOIMIOTPENA, BEIICICHHBIN B in Vilro UCCISNOBaHUSX, OBICTPO M HEOOPATHMO CBS3BLIBAETCH C

penentopaMi TpoMOOIMTOB, OIIOKHPYs TakKuM 00pa3oM arperamuo TPOMOOLUTOB.
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Crmax AKTHBHOTO MeTa0OJIMTa KJIONHUIOTpPeNa [ocle OqHOKpaTHoro- fipiéns Jero? fiarpysounoit

no3e1 300 Mr B 2 pasa IpeBHIIAET TAKOBYIO Iocie 4-X AHEH mpueMa IOJAepKUBAIOLIeH 035
knonuporpena 75 mr. Cpax JOCTATaeTCS an6JII/13nTeJ15H6 B TeueHue 30-60 MUHYT.

Buigeoenue

B Teuenve 120 4 mocine mpueMa BHYTPh YEITOBEKOM 1G-meuenoro Kkionuaorpena okono 50 %
PanvOaKTUBHOCTH BBIBOAUTCA 4UYEpe3 IOYKH U IpUOIM3UTENsHO 46 % palnoaKkTHBHOCTH
BBIBOJMTCS yepes KuieuHuk. [locie ogqHOKpaTHOrO npnéma BHYTPB JO3UPOBKU B 75 MT IIepHoX
nonysssenenus (Ti,) konunorpena cocrtapisgeT npubnuzutensHo 6 4. Ilocme oxHOKpaTHOrO
IpyeMa U IpyeMa IOBTOPHBIX 103 KIONUAorpena T/ €ro OCHOBHOTO IIUPKYIHMPYIOIETO B KPOBU
HEaKTHBHOTO MeTab0IMTa COCTaBIISET § 4.

Dapmakozenemuxa

C mnomompio u3odhepmerta CYP2C19 oOpasyroTcs, kak aKTHUBHBIA METaOONUT, TaKk U
IPOMEXYTOUHBI MeTabomuT — 2-0kco-Knonuporpest. dapMakOKHHETHKA W aHTHArperaHTHOE
IefCTBHE aKTHBHOIO MeTaboJHTa KIOMUIOrpelia, IPH UCCIeJOBaHUM arperanuy TpoMOOIUTOB
ex Vvivo, BapbUPYIOT B 3aBHCHMOCTH OT TE€HOTHIIA n§0(bepM6HTa CYP2C19. Amnens rena
CYP2C19*1 coOTBETCTBYET IONHOCTHIO (YHKIIMOHAIBHOMY MeTaboimM3My, TOTAA KaK alienn
regoB CYP2C19*2 u CYP2C19*3 sBustorcs He)YHKIHOHAIBHEIMH. AJUICIH TI'€HOB
CYP2C19*2 u CYP2C19*3 sBIsIOTCS NPUYMHOM CHUXEHMS Meraboim3Ma y GOIBIIMHCTBA
IpeAcTaBUTENIEH eBponeonIHOM pacsl (85 %) u asmarckoi momynsmuu (99 %). Hpyrue aweny,
C KOTOPBIMH CBS3aHO OTCYTCTBME WM CHIDKEHME Merabonm3Ma, BCTPEYAIOTCS peXe H
BKJTIOYAIOT, HO He OTrpaHHYUBaioTCs ayviesiMu reHoB CYP2C19*4, *5, *6, *7 u *8. IlanuenTsl ¢
HU3Ko# axTuBHOCTHIO H30(epmenta CYP2C19 momxHb! o0namaTh ABYMsI YKa3aHHBIMH BBILIE
aJuIeNsIMU reHa ¢ motepeidl GpyHkuuy. OmyONuKOBaHHEIE YacTOTHI BCTPEYaeMOCTH ()CHOTHIIOB
HAlFEeHTOB ¢ HU3KOM akTUBHOCTHIO u3opepmenta CYP2C19 y manueHTOB €BpONICOUTHON pachl
COCTaBILIIOT 2 %, y MaIUeHTOB HErpoHAHOM packl — 4 %, W y npencTaBUTENCH a3HMATCKOH
nonyysmue — 14 %. CymecTBYIOT clielMaNbHEBIE TeCTHl IS OTIpE/IeNEHHS MMEIOIErocs Y
nanueHTa resotuna usodepmenta CYP2C19.

Ilo naHHBIM mepekpecTHOro HcciefoBaHUA (40 HOOPOBOJBLEB) C ydacTHEM HOOPOBOJBIEB C
OYEHb BHICOKOH, BBICOKOM, IPOMEIKYTOUHOM M HM3KOH akTHBHOCTHIO m3ohepmenta CYP2C19,
KaKuX-JI900 CYIIECTBEHHBIX DPa3iM4Hii B SKCIO3UIHH 'aKTHBHOTO MeTa0oiMTa H B CpeaHux
3HAUYEHHUsX HMHruOupoBanus arperanuu TpombouutoB (HUAT), neryanOBaHHoﬁ AllD, y
JOOPOBOJIBIIEB C OYEHb BBICOKOM, BHICOKOH M IIPOMEXYTOUHOM aKTHBHOCTBIO H30(epMeHTa
CYP2C19 BruBneHo He ObUI0. Y [IOOpOBONBIEB C HH3KOM aKTHBHOCTBIO H30()epMEHTa
CYP2CI19 5KCIOSHIWS aKTHBHOTO METabONHTa CHEXKanach Ha 63-71 % To CPaBHEHHIO C

I0OpOBOJIBIIAMH C BBICOKOH akTUBHOCTHIO H30(epmenTa CYP2C19. IIpu HCIIOIB30BaHUH CXEMEL

[
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3300 7S Mr)

IOOpPOBOJIBIEB C HU3KOM akTUBHOCTEIO H3odhepmenta CYP2C19 arTutpoMOonuTapHOEe AeHCTBHE
CHHXKANOCHh co cpeauumu 3HaveHmsMu UAT, cocraBnsromumu 24 % (uepes 24 49) u 37 % (Ha 5
JieHb HccliefoBaHus) 1o cpaBuenuio ¢ AT, cocrapmstomumu 39 % (uepes 24 1) u 58 % (Ha 5
IeHb HCCIeOBaHMs), y JOOPOBONBIEB C BBICOKOH aKTHBHOCTBIO H30(epmenta CYP2C19 u
37 % (uepe3 24 1) u 60 % (Ha 5 meHb HcclIeIOBaHUA) ¥ HOOPOBONBLEB C NPOMEKYTOYHOH
akTHBHOCTBIO m3odepmenta CYP2C19.

Korza £oGpoBONBIEI ¢ HH3KOM aKkTHBHOCTHIO m3odepMenta CYP2C19 monmyyans mpenapar Io
cxeme jeuenus 600 Mr HarpyszouHas 103a/150 mr, momnmepxuBaromas mosa (600 mr/150 mr),
OKCIIO3HIIMSA AaKTHWBHOrO MeTabonura ObLTa BBHINE, YeM MpH IpHeMe II0 CXeMe JIeYSHHS
300 mr/75 mr. Kpome storo, AT coctaBnsano 32 % (uepes 24 1) u 61 % (Ha 5 neHp
HCCIIEIOBAHMSA), YTO OBUIO GOJNBINE TAKOBOTO Y NOGPOBONBLEB C HH3KOH AKTHBHOCTBIO
m3oepmenta CYP2C19, nomyuaBmux neuenue mo cxeme 300 mr/75 mr, m Opuio momo6HO
TAaKOBOMY B IpyIax NamueHToB ¢ 6oiee Bbicokod MHTeHCUBHOCTHIO CYP2C19-merabomu3ma,
HoaydaBmuxX JiedeHue mo cxeme 300 mMr/75 mMr. OnHako B HCCIEJOBAaHUAX C YYETOM
KIMHAYECKAX HMCXONOB PEXHM HO3UPOBAaHUSA KJIOMUIOrPENa JUIs IAMUCHTOB 3TOM TPYIIIEI
(manueHTOB ¢ HU3KO# akTuBHOCTHIO H30¢epmerTa CYP2C19) moka He yCTaHOBIIEH.
AHaNOTHYHO pe3yabTaTaM JaHHOTO HCCICHOBAHMSA METa-aHaJM3 INEeCTH WHCCIICJOBaHUH, B
KOTOpBIA BOIUIM JaHHBIE 335 HOOpPOBOJIBLEB, IOMYYABIIMX KJIOMMOTPENT M HAXONWBLIMXCS B
COCTOSHHH JIOCTYKGHHS pPABHOBECHOM KOHIIGHTDAlMW, IIOKa3aJd, YTO IO CPAaBHEHHIO C
IoOpOBOJNBIIAMH C BBICOKOM akTHBHOCTBIO H3ohepmenta CYP2C19, y moOpoBombleB ¢
IIPOMEXYTOYHOH aKTHBHOCTBIO H30¢epMenTta CYP2C19 skcmo3uiuss akTHBHOIO MeTa0oJHTa
cHrKanach Ha 28 %, a y JoOpoBOJIBIEB ¢ HU3KOM akTHBHOCTHIO m3odepmenta CYP2C19 — Ha
72 %, B T0o BpeMsa kak UAT Opuio cumxeHo c¢ pasmuumsasmMu B AT ma 5,9 % u 21,4 %,
COOTBETCTBEHHO.

He nposoaunocs onenxu Biusaus reforuna CYP2C19 na KIIMHAYECKHE UCXOIEI Y HAllHEHTOB,
IONY4aBIIMX KJIOMUAOIPEN, B IPOCIEKTUBHBIX pPaHJOMH3HPOBAHHBIX KOHTPOIHPYEMBIX
uccnenopanuax. OfHaKO Ha HACTOSAIMUM MOMEHT MMEETCS. HECKOJIFKO  PETPOCIIEKTHBHBIX
aHanu30B. Pe3ynbTaThl I€HOTHNMPOBaHUSA IIONYYEHHI B XOJE CHECAYIOIMUX KIHHUYECKHUX
ucciaenosanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaXOKe B HECKOJIBKHX ONMYOJIMKOBAHHBIX KOTOPTHEIX HCCIICIOBAHMAX.

B nccnenohannn TRITON-TIMI 38 u 3-x xoroprusix uccnenoanusax (Collet, Sibbing, Giusti)
NAlMEHThl KOMOMHHpPOBAHHOM TIpynmbl C NPOMEXYTOUHOM MM HH3KOM aKTHBHOCTBIO
m3odepmenta CYP2C19 umenu Gonee BBHICOKYIO YACTOTY CEpPACYHO-COCYIMCTBIX OCIOKHEHMI

(cmepTh, HHGAPKT MHOKApAa U HHCYIBT) WIM TPoMOO3a CTEHTA II0 CPaBHEHHIO ¢ TAKOBBLIMH Y
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MalMEeHTOB C BBEICOKOM akTHBHOCTEIO H30hepMenTa CYP2C EQsomauumit M3 N=4239421)

B nccnenosanmn CHARISMA ¥ 0fHOM KOTOpPTHOM HCCIIENOBAHHK (Simon), yBemuuenme
9aCTOThl CEPACYHO-COCYUCTHIX OCIOXKHEHHH HAOGNIONANIOCH TONBKO Yy MAlUEHTOB C HH3KOM
aKkTHBHOCTBIO u3opepmerTa CYP2C19 (upu uX CpaBHEHHM ¢ HanueHTaMH C BBICOKOM
aKTHBHOCTEIO m30(epmenta CYP2C19).

B uccnenoBammu CURE, CLARITY, ACTIVE-A u ogHoM m3 KOTOPTHBIX HCCIIEIOBaHHM
(Trenk), He HaOMIONANOCH YBENMYEHHSA YaCTOTHI CEPAICYHO-COCYAUCTBIX OCIIOKHEHHH B
3aBUCUMOCTH OT HHTeHCUBHOCTH CYP2C19-MeTabonnzMma.

Ocobvie epynner nayuenmos

QapMaKOKHHETHKA aKTHBHOIO METaGoNHTa KIOMHAOTPENa B OCOGHIX IPYINax MAIMEHTOB HE
H3yJanace. l

Ilayuenmer cmapwe 75 siem

VY nobpoBoxnbues crapme 75 fer IIPH CPaBHEHUH C MOJIOJABIMH JOOpPOBOJBLAMH HE OBLIO
NONYYEHO pasIMIMM IO IIOKA3aTe/lsM arperaldd TPOMGOLMTOB M BPEMEHH KPOBOTEUEHHS.
Koppexuus no3s1 He TpebyeTcs. Al

Hemckuii 6ozpacm oo 18 nem

Knunandeckue aHHBIE OTCYTCTBYIOT.

Ilayuenmur ¢ napywenuem Gynrxyuu noyex

ITocie MOBTOPHEIX IPHEMOB KIIOMHIOTPENa B nosnpomcel 75 MI/CyTKH Y IAIIUEHTOB ¢ TSXKEIBIMA
HapymeHusMy GyHkuun mouex (xnuperc kpearmnuna (KK) or 5 mu/mum mo 15 MJI/MUH)
HHrHOupoBanue AJIQ-MHAYNHPOBAHHOM arperanuy TPOMOOLMTOB GBLIO HHKE (Ha 25 %) mo
CPaBHCHHUIO C TAKOBBIM Yy 3/[0POBBIX JOGPOBOJBIEB, ONHAKO YATHHEHUE BPEMEHH KPOBOTCUCHHS
O5UI0 10IOGHBIM TAKOBOMY Y 3[0POBBIX AOGPOBOIBIIEB, IOy IABIINX KJIOIIMJOIPET B JO3UPOBKE
75 MI' B CYTKH.

Hayuenmu! ¢ napywenuem Gyuxyuu nevenu

He ObUT0 3HAYMMBIX OTIIHYMH B CTEIIEHH uHruOupoBanus AJ[Q-HHAYIUPOBaHHOM arperamyn
TPOMOOLIUTOB IIOCIIE €XEITHEBHOIO IpHEMa KIOMMAOTPENa B CYTOUHON 7103€ 75 MT B TedcHHe
10 nHeH y mamueHTOB C TSOKENBIME HAPYNICHHAMH (YHKIMH TEYeHH 110 CPaBHEHHIO CO
310poBbIME  100poBoTblaMu. CpenHee BpeMs KpOBOTEUECHHS TAKKe COIOCTABHMO B OGEHX
rpynmax.

Pacosas npunadnesicnocme .
PacupoctpaHeHHOCT,  ajtesief  TeHOB u3opepMenTa CYP2C19, o0ycaBuBaromuX
IIPOMEXYTOIHYIO M HU3KYIO aKTHBHOCTH 3TOr0 M30()epMEHTa, OTIMYAETCS y IpeJCTaBHTENeH
Pa3MMIHBIX pAacOBBIX Ipymm. FIMEIOTCH OrpaHHYEHHBIE NMTEpaTypHBIE NAHHEE 06 MX

PACHPOCTPAHCHHOCTH y NPENCTABUTENCH a3HATCKOH NOMYJIAIKM, YTO HE IO3BOJISET OIEHHTH Y
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T 3KCNEPTHOMY OTYE
, Nz 10515
HUX 3Ha4yeHWs reHorunupoBanus wm3odepmenra CYP2CE:omeipassutus  nliesiaecknx

OCJIOXKHEHUH,
INokazanus Kk NpUMeHEHNIO

Bmopuunas npod)uﬂdkmuka amepompoMOOMULECKUX OCTLONCHEHUU:

e V B3pOCHBIX IAlMEHTOB IIOCIE€ HEOABHO IIepeHeCeHHoro uHdapkra MHOKapaa (c
JTaBHOCTBIO OT HECKOJIBKMX JHEH 10 35 mHeit), HEAaBHO IIEPEHECEHHOI'O HINEMHYECKOTO
HHCYJIbTa (C J@BHOCTEIO OT 7 HHEH 10 6 MecsueB) o IIPH JUACHOCTHPOBAHHOM
3a00JIeBaHAU TMepU(peprIecKux apTepuil.

o 'V B3pOCIEBIX NAIMEHTOB C OCTPHIM KOPOHAPHBIM CHHAPOMOM:

— OCTpBIM KOpOHApHBIA cHHApPOM Oe3 nmoabema cermeHTa ST (HecTaOmiibHAsE CTCHOKapIUS
i uHbapKT MuoKapaa 6e3 3ybna Q), BKIIoyas marueHToB, KOTOPHIE JIOIKHBI OIy4YaTh
MEIUKaMEHTO3HOE JICUEHHE, ¥ NAIMEHTOB, KOTOPHIM IIOKa3aHO YPECKOKHOE KOPOHAPHOE

R BMEIIATEIHCTBO (CO CTEHTUPOBaHUEM WM Oe3 CTEHTHPOBAHUSA) WM aOPTOKOPOHAPHOE
mrynTupoBanue (AKIII).
— ocrpeli wuHGapKT MMOKapia c mnoabeMoM cermeHta ST, BKIIodas IIal[MEHTOB,
TIOJTYYAIOIIHX MEJUKAMEHTO3HOE JIEYeHUE, B TOM YHUCIIE TPOMOOIUTHYECKYIO TEPAIHLIO.
IIpogunaxmuxa amepompombOmu4eckux U mpomb03MOONULECKUX OCNOJICHEHUN Y B3POCIbIX
nayuenmos ¢ ubpunnayuei npedcepouil (MepyamenvHol apummueis):
— 'V B3poCNHBIX HAUHEHTOB C (uOpwuiuel mpeacepmuii (MeprarenbHON apUTMHEH),
UMEIOIMUM XOTS OBl OZIMH ()aKTOp pPUCKA Pa3BUTUSA COCYIUCTHIX OCJIOKHEHHH, KOTOpBIE
HE MOrYT NpHHUMarh aHTaroHuThl BuUTamMuHa K (ABK) u umeroT Hu3Kkuii puck
KPOBOTCUYCHMH, KIOMMUAOTPEN B COYETAHWH ¢ aneTwicaruuuiaoBoit kuciotoit (ACK)
§
oo IIOKa3aH JUIs MPOQHUIAKTUKH aTepOTPOMOOTHYECKHX M TPOMOO3MOOIMYECKHX COOBITHH,
BKJIFOYasi HHCYJBT.
Y e3pocnvix nayuenmoe ¢ mpansumoprou uuemuyeckoi amakoti (THA) cpednezo unu vicoxkozo
DUCKA UnU ¢ Manvlm umemudeckum uncynomom (HH) (6 xomounayuu ¢ ACK)
Knonuooepen 6 kombunayuu ¢ ACK noxasan:
— B3pociaeiM nanueHTaM ¢ THA cpexHero wid BBICOKOTO pHCKa (OIlEHKa IO INKaje
ABCD2* >4) unu ¢ mManemm MM (NIHSS**<3) B Teuenue 24 yacom mocjie COOBITHSA

"THUA nma Y.

*Illxama AnA OLEHKM pHcka paHHero uMHCynbTa mocie THA, Gasupyercs Ha CledYIOIMX NapaMeTpax:
BO3pACT, apTepHANLHOE JaBJIEHHE, KIMHUYECKHE CHMOTOMBI, MPOAOXKUTENbHOCT THIA M caxapHbIH
nuaber.

**]1Ixana HHCYJIbTA HAMMOHAJIBHOTO HHCTHTYTA 3MOPOBBSL.

IIpoTuBOoNOKa3aHUN
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E ' PTHOMY OTUE
ot 06.0 N 10515
I'MIepYyBCTBATENFHOCTh K KJIOMMIOTPENy | Wil HOGOMY “A3 BeHOMOrate i ek ~BemecTs,

npemnapara.
Tspxenast neyeHoYHast He{0CTATOUHOCTb.

OcTpoe KpOBOTEUCHHE, HaIpUMep, KPOBOTEUEHHE M3 MENTHYECKOM S3BEI MM
BHYTPHUYEPEITHOE KPOBOU3ITUSIHHE. .

Penxass HacnencTBeHHAs HENEPEHOCHMOCTD ranaxfosm, JeQUIUT JIaKTassl W CHHAPOM
ITIHOKO030-TaIaKTO3HOH ManbabcopOnuu.

bepeMEHHOCTE ¥ IEepUOJ IPYJHOrO BCKapMIIMBaHUA (CM. pasnen «BepeMEeHHOCTE B IEPHO.
IPYAHOTO BCKAPMIIHBAHUAY).

Herckuit Boszpact no 18 user (OesomacHocTs HW 3()(PEKTHBHOCTD NPUMCHEHWS HE

YCTaHOBJIEHEI).

C 0CcTOpPOXKHOCTBIO

OpH  YMEPEHHOM  NEeYeHOYHOM  HEHOCTATOYHOCTH, IIPH  KOTOpOH  BO3MOXKHA
IpEeIpacIoIOKECHHOCTs K KPOBOTEYCHHIO  (OTpaHHMYEHHBIH  KIMHUYECKHH  OIBIT
MIPUMEHEHH); )

IPH IOYECYHON HEJIOCTATOYHOCTH (OTPaHUYEHHBIH KIIMHUYECKHH OIBIT IPUMEHEHHUS);

Opu  3a00JICBaHUSX, TPU KOTOPBIX HMEETCS MPEAPacHONIOKEHHOCTh K Pa3BUTHIO
KPOBOTEUCHHH (B YACTHOCTH JKEIYyJOYHO-KUINEYHHIX WM BHYTPUIJIA3HBIX), U, B
0COOCHHOCTH, IIPH OJHOBPEMEHHOM IIPUMEHEHHUH JIEKAPCTBEHHBIX CPEACTB, KOTOPHIE MOTYT
BBI3BaTh IOBPEXKICHUSA CIM3UCTON OOOJIOUKH JKEIYZOYHO-KUIIEYHOrO TpakTa (TaKuX Kak
ACK u HecTeponHbIe IPOTHBOBOCHIANUTENbHBIE IpenapaTsl (HIIBII));

Y NalHeHTOB, Y KOTOPBIX MMEETCs IOBBINICHHEIH PHCK PasBHUTHS KPOBOTEYECHHS: H3-3a
TPaBMbI, XHUPYPrHYECKOr0 BMEIIATENhCTBA WM JPYIMX ATONOTHYECKHX COCTOSHHH, a
TAOKE Yy [anueHToB, nonyyaromux gedeHne ACK, remapuHOM, BapdapuHOM,
uHrubuTopamMu  riumkonpotenHa IIb/Illa, HIIBII, B Tom 4uHcne CENEKTHBHBIME
MHrHOHTOpaMu  IHKITOOKcHMrenassl-2 (LIOI-2), a Tamke ApYrMMH JI€KapCTBEHHBIMH
CpeICTBaMH, IIPUMEHEHHE KOTOPHIX CBS3aHO C PHCKOM pas3BUTHSA KPOBOTCUCHHUH,
CEeNIEKTUBHEIME MHrubuTopamu obparHoro 3axBara cepoTroHuHa (CHMO3C) (cMm. pasmens
«B3anMozeHCTBHE ¢ JPYTHMH JIEKAPCTBEHHBIMU CcpecTBaMu», «OcobBIe YKa3aHus»);

IOpH OJHOBPEMEHHOM IIPHNMEHEHHH C JIEKApCTBEHHBEIMH CpPEACTBAMH, SBIISIOIIMMUCS
cybctpatamu  m3opepmerta CYP2C8  (pemarnmmump, naxkiurakcen) (CM. pasien
«BzaumoieicTBIE C IPYTHMHU JISKAPCTBEHHBIME CPEJICTBAMUY);

y [alHMeHTOB C HH3KOHM akTHBHOCTBIO wu3odepmenta CYP2C19 (cMm. pasmen

«Dapmakonorndeckue cBoiictBa» moxpasgen «®Papmakoreneruka», pasmeinsl «Crocob
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COOTBETCTBYET .
o1 06.0 M= 10515

IPUMEHEHUS U 10361», «Oco0bIe yKazaHUI»); [Bxopswmit M3 N=4233421)

CMNEPTHOMY OTYETY

— TIpH yKa3aHHMAX B aHAMHE3€ Ha aJUIEprMUeCKHe M I'€MaTOJIOTHMYCCKHE PeaKIMH Ha ApYrue
THCHONUPHUAUHE! (Takue Kak THUKJIONMAMH, Ipacyrpen) (BO3MOXHOCTh IIEPEKPECTHBIX
AJJIEPTUYECKUX M TeMaTONOrHYECKUX peaKiuii, cM. paszaen «Ocobrle yKasaHus»);

— IpH HEJaBHO IEPEHECEHHOM IIPEXOAIEM HapyLICHHH MO3TOBOTO KPOBOOOpPAIICHHS HIIH

HIeMudeckoM uHeybTe (pu couetannu ¢ ACK, cM. pasgen «Ocobbie ykazaHus»).
BepeMeHHOCTE U IEPHOA PYAHOT0 BCKAPMJINBAHHS

bepemennocmo

Hccnenosanus Ha JXMBOTHBIX HE BBIABHIM HM TIPAMBIX, HH HENPSMBIX HEONArompHUATHBIX
3(pekToB Ha TedeHHe OEpeMEHHOCTH, SMOPHOHAIBHOE DPa3BHTHE, POMBI M IIOCTHATAIBHOE
passutHe. Tak KaKk He BceTza IO pe3ylbTaTaM HCCIeIOBaHM Ha JKMBOTHBIX MOXKHO HpEICKa3aTh
PEaKkUMIO y YEeNOBEKa, W BCIEACTBHE OTCYTCTBHS I_[aI,{HBIX KOHTPOJIUPYEMBIX KIHHUYECKUX
HCCIENOBAaHUN 110 IpHeMy KJIONMUIOrpela OepeMEHHBIMH J>KEHINUHAMM, B KauyeCTBE MeEpEI
IPENOCTOPOKHOCTH HE PEKOMEHJyeTcs IpHeM KIOMHIOrpenda BO BpeMsi GepeMEHHOCTH, 3a
HCKIIOYCHHEM TEX CJIy4aeB, KOrja, II0 MHECHHIO Bpaya, €ro NPHMEHEHHE HACTOSITEIHbHO
HEoOX0MMO.

Ilepuoo epyonozo eckapmausanus

B ucenenoBannax Ha xpbicax IOKa3aHO, YTO KIIOMUAOTPEI H/UIM €ro METabOINTEl BEIACIIOTCS
C IPYAHBIM MOJIOKOM.

HewspecTHO, BBIIENAETCS JIM KIOMANOTPEN ¢ TPYAHBIM MOJIOKOM uenoBeKa. Tak Kak MHOTHE
JIEKapCTBEHHEBIE CPEJICTBA BBIAEIAIOTCA € TPYAHBIM MOJIOKOM, ¥ CYLIECTBYET PUCK pa3sBHTHS
HOTCHUMANBHEIX HEOJarOmpHATHRIX peaknuii y peGeHKa, HaXOIIIIErocs Ha TIPYIHOM

BCKapMJIABaHHH, CICAYET IPUHATE PEIICHUE O NPCKPAIICHUH I'PYAHOT0 BCKapMIIMBaHUI UK 00

OTMEHE IIpenapara ¢ y4eTOM HEOOXOAUMOCTH €ro IPUMEHEHHS /I MaTEPH.
Cniocod npuMeHeHHUsI B 103bI

BHryTph, HE3aBHCHMO OT IIpHEMa MHUIIIH.

Hedasno nepenecennvuii  ungpapkm Mmuokapoa, HeOA6HO NEPEHECeHHbL  UHCYIbM U
ouazHoCcmupoearnHoe 3aboneeanue nepupepuyeckux apn;epuﬁ

Pexomenyemas f103a — 75 Mr OZUH pa3 B CYTKH.

Ocmpeiil koponapuelil cunopom 6e3 noovema cezmenma ST (Hecmabunvnas cmenoxapous,
ungapxm muoxapoa 6es 3yoya Q)

Jleuenue KIOMUIOrpENIOM CIEAyeT HAYMHATH C o,unoicpaTHoro IpreMa Harpy3o4HOH O3Bl
300 mr mnm 600 mr. Harpysounyro 03y 600 Mr MOXKHO Ha3HAYaTh NMAI[UEHTAaM B BO3PACTe MeHee

75 JICT, KOrJa NIaHUpyeTCs IMIPOBEACHUE YPCCKOXXHOI0 KOPOHAPHOI'0 BMEINATEIHCTBA. Jleuenue
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. o7 _:_: .06 N 105156
KJIOITHZOTPEIOM CIIEAyeT TPOAOIDKATE B Ho3upoBKe 75 Mr 1Epasipioyihl tobmectto’¢ ACK B

nose 75-325 mr. Ilockoneky Gonee Beicokme m03b1 ACK OBUIM CBS3aHEI ¢ 00Ji€e BBICOKMMH
pHCKaMH KpOBOTEUEHHS, peKoMeHayercs, 4yro0bl go3a ACK nme mpepbmmana 100 wMr.
OnTrManbHas —IPOJOIDKUTENBPHOCTh JledeHHs O(QHUIMATbHO HE ycTaHOBNeHa. JlamHble
KIMHHYECKUX HCCIIEI0BaHHUM IOATBEPXKIAIOT BOZMOXKHOCTE IPOAOJDKUTEILHOCTH JISUeHUs 10 12
MecsIeB; MaKkcuManbHast 3p(GeKTHUBHOCTE Tepanuy HabIrogaeTes yepes 3 Mecsana JeyeHus.
Ocmpuiii unghapxm muokapoa ¢ noovemom ceemernma ST

Knonunorpen HazHawaror B 1o3e 75 Mr 1 pa3 B CyTKH C WA 6e3 Harpy3o04HO# 10361 300 Mr B
xoMmbuHanuu ¢ ACK, a taxke ¢ TpoOMOOIUTHYECKUMH IIpenapaTaMa Win 0e3 HUX. Y NanueHTOB
crapme 75 ner nedenme KJIOIIMOTPEJIOM JOJDKHO HadWHAThCs 0e3 IpueMa ero Harpy3ouHon
1036L. KOMOGMHUPOBAHHYIO TEpANMIO CIEAYET HAYMHATH KAK MOXKHO vpam:me 1ocye MOSBIICHS
CHMIITOMOB H IIPOJIOJDKATh HE MEHEE YETHIPEX HEZIEb.

Qubpunnayus npedcepoutl

Kronuporpen cienayer NpHHEMATh B CyTOYHOU J103€ 75 MT.

B xoMmMOpHanuy ¢ KJIOMUAOTPEIOM HEOOXOIHUMO npnﬁnma’rb ACK B nosupoBke 75-100 mr
eXEeIHEBHO (CM. pasjien «PapMaKoJOTHIECKUE CBOACTBAY).

Bspocnvie nayuenmuor ¢ THA cpeornezo unu evicokozo pucka unu ¢ maneim HH

Bapociemv nanventam ¢ TUA cpemHero winm BeICOKOro prcka (oneska mo mxaine ABCD2* > 4)
wm ¢ Mamsiy MW (NTHSS** < 3) HasHa4aloT HATPY30UHYIO JO3Y xionuzorpena 300 Mr, mocine
KOTOPOH Ha3Ha4aroT Kjonuuorpen B gose 75 mr 1 pa3 B cyrku u ACK (75-100 mr 1 pa3 B
cytkn). Tepamuro xnommpmorpenoM m ACK cnenyer wauwHarh B TedeHHE 24 YacoB IIOCIIE
COOBITHS M TPOAOIDKATh B TedeHHEe 21 JHs, HOCIE Yero Ha3HAYAIOT TEPANHI0 OJHHM
aHTHArpPEraHTHBIM IIPerapaToM.

Dapmaxozenemuxa (nayuenmuvl ¢ 2eHemuyecku 00YCNOBNEHHOU CHUNCEHHOU QKMUBHOCMbIO
uzogpepmenma CYP2C19) -

Huskag axtuBHOCTE m3odepmeHta CYP2C19 cBsfzaHa ¢ yMEHBIICHHEM AHTHAIPEraHTHOIO
JIedcTBus Kironuaorpena. Pexwm npumenerus 6oiee BBICOKHX J103 (600 Mr — Harpy3o4Has 1033,
3aTeM 150 Mr OJIMH pa3 B CyTKH €XEAHEBHO) Yy NAIIUCHTOB C HU3KOM aKTUBHOCTHIO H30(epMeHTa
CYP2C19 yBenmumBaeT aHTHAarperaHTHOe JeiicTBHe  Kiommmorpena (cM.  pasueln
«DapMaKoIOTHYECKHe CBOMUCTBa» moppaszzen «DapMakoreHeTHKay). Y MAlUeHTOB ¢ HU3KOM
akTHBHOCTBIO H30depmenTa CYP2C19 moxHO PacCMOTpETh BOTPOC O TPHMEHEHHH Gonee
BBICOKHX J103 KJIONUAOrpena. TOUHBINA pexrM JO3UPOBaHUS JUIA JaHHOM IMOMYJIAIHY HallAEHTOB
B KIIMHMYECKHX HCCIEOBAHUAX, YUUTHIBAIOIINX KIIMHIYECKHE UCXO/bI, HE YCTAHOBJICH.,

IIponyck H035I
Ecnu nponyimeH nmpreM mpenapara B TEYEHHE:
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CMNEPTHOMY OTYETY

HEMCIJICHHO, a 3aTCM IIPUHATH CIICAYIOIIYIO O3y B 00BI9HOE 3aIlJIaHAPOBAHHOC BpEMs;

e Oosee 12 wyacoB mocie 3aIllJIAHUPOBAHHOI'O BREMCHH:. NAIUCHTBI AJOJDKHBI ITPUHATH
CJIICOYIOIYIO JO3Y B 0OBIYHOE 3alJIaHUPOBAHHOC BpEMA U HC JOJIKHEI YABAUBATH A03Y.

Oco0ble rpyIIIEI MANKEHTOB

Iayuenmer cmapuie 75 nem
Jlns nonnydenust “HGOpPMALMU O Harpy304HOl J103e JUIS MAllMEHTOB CTaple 75 JIeT cM. pa3nel
«Oco0Ble yKazaHHsy.
IHayuenmul ¢ HapyweHuem QYHKYUU NoYeK
Koppexnus no3sl He TpebyeTcs (cM. paszaen «Ocobbie yKa3zaHUs»).
Hayuenmur ¢ Hapyuienuem yHKYUuU neyeHu
Koppeknus no3st He TpedyeTes (cM. pasaen «Ocolbble yKa3zaHUI»).
eTH .

besonacHocTe ¥ 30 (EKTHBHOCTE NPUMEHEHHS IpemapaTta y JAeTeil B Bo3pacTe mo 18 et He

YCTaHOBJIEHEI.
IToGounoe neitcTBHe

Pesrome npoduiis 6e30macHOCTH

besonmacHocTs Knonunorpena usydena 6oree ueM y 44 000 manueHTOB, B TOM 4HCiIe 6oee 4yeM
y 12 000 namueHTOB, NOJNy4YaBIIHX JIEYCHHE B TEUYEHHE roja MM Ooinee. B menom
IICPEHOCHMOCTh  KJIONUAorpena B Jo3e 75mMr B cytkm B wucciegoBanun CAPRIE
coorBeTcTBOBaNA nepeHocuMoctd ACK B sj03e 325 Mr B CyTKH, HE3aBHCHMO OT BO3PacTa, Holia
H DPacoBOM IPUHAMICIKHOCTH IalMeHTOB. Hibke IepeuucneHbl KIMHUYECKM 3HAYMMBIE
HEe)XeTaTeIbHbIe PeaKiuH, HaGITIOABINMECS B TSTH OQUBIIMX KIMHHYECKHX HCCIEIOBAHUAX:
CAPRIE, CURE, CLARITY, COMMIT u ACTIVE-A.
KpopoTeuenne sBusgercs Haubonee dYacTod peakiMed, o KOTOpoM cOOOIATocs Kak B
KIMHUIECKUX HCCIIEOBAHUAX, TaK M IIPH IOCTPETHCTPAllHOHHOM IPUMEHEHHH Mperapara.
Yarne Bcero coo0manoch 0 KPOBOTEUEHHUSX B TEUEHHH TIEPBOT0 MeCAIA IEYECHHS.
B ximnmgeckom umccienosanun CAPRIE o6imnast yacToTa BceX KPOBOTEYEHHI y IanueHToB,
NPUHAMABIIMX KJIOIUAOrpell, y nanueHtoB, npuauMaBmux ACK, cocraBmia 9,3 %. Yacrora
TSDKEIIBIX KPOBOTEUCHUH ITpH npuMeHennH knonunorpena ¥ ACK 6vuta comoctaBumoii: 1,4 % u
1,6 % COOTBETCTBEHHO.
B 1ienoM yacTota pasBUTHA KTy JOYHO-KHIISYHBIX KPOBOTEUEHHH ¥ IIAIMEHTOB, IPYHAMABIIAX
KIONUIOorpes, u y mnamuentoB, mnpuHEMaBmuXx ACK, cocraBmama 2,0% wu 2,7 %,
)

CooTBeTCTBEHHO. OOmas dacToTa KpOBOTEUCHME JpYrod JIOKAIM3AMM [OpH IIpHEMe
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KIonuaorpena mno cpaBHeHumio ¢ mpuemoM ACK 65_1135;.;, §-I>I_g1ﬂ (3% 2 mporus 6,5 %,

COOTBETCTBEHHO). OHAKO YACTOTA TSKENBIX KPOBOTEUSHHUI IIPH MIPUMEHEHUH KIONHUIOTpeNna U
ACK 6511a conocrasumoit (0,6 % wu 0,4 %, coorBeTcTBeHHO). Haubonee yacto coobmanock o

Pa3sBUTHH CIEAYIOIINX KPOBOTEUEHHUH: IIypIIypa/KpOBONOATEKH, HOCOBOE KpoBOoTeueHHE. Pexe
Co06INAIOCH 0 Pa3sBUTUHM TeMaTOM, I'eMaTypUX U INIa3HBEIX KPOBOM3IMSIHUN (TJIaBHBIM 06pa3oM,
KOHBIOHKTHBAJILHBIX). '
YacToTa BHYTPUYECPETHBIX KPOBOUINMSHMEI Npu npuMeHeHun kionuporpena u ACK Obuia
corocraBumoit (0,4 % mwm 0,5 %, COOTBETCTBEHHO).

B xmmamgeckom uccnenosanuu CURE y narmuenTos, npuauMaBmux kiaonuzporpen + ACK, no
CPaBHCHUIO C ITallUEHTaMH, IPUHUMABIIUMHU maneo + ACK, Habmomamoch yBEIUYCHUE
YacTOTHl Pa3BHTHsA OOJBIIMX KpoBoTeueHHit (3,7 % mo cpaBHeHHmio c¢ 2,7 %), B MalbX
kpoBoTeuenuit (5,1 % mo cpaBHenmio ¢ 2,4 %). B OCHOBHOM, MCTOYHHKaMH OOIBIINX
KPOBOTEUYEHUH SBISITHCH XkelrynouHo-KumeyHbld TpakT (KKKT) u mecta nmysakiuun aprepui.
YacToTa pa3BUTHS YIPOKAIOMIEX OJKM3HH KPOBOTEUCHMH y NAIMEHTOB, IPHHUMABIITHX
knonuporpen + ACK mo cpaBHeHWIo ¢ manueHTamy, OpuHEMaBmaMH 1manedo + ACK,
JIOCTOBEPHO He pasymyanach (2,2 % u 1,8 %, COOTBETCTBEHHO), 9acTOTa pa3BHTHS (aTaabHBIX
KpoBoTeueHuit 6pi1a oguHakoBoi (0,2 % npu 060X BUAAX TEPALHH).

YacToTa BOSHHKHOBEHHS HE YTPOIKAIOIIMX JKH3HH GOJNBIIMX KPOBOTEUYEHHH OBLIA TOCTOBEPHO
BHIIE y IAIMEHTOB, IpuHUMaBmuX Knonugorpen + ACK, mo cpaBHEHHIO € IallMCHTaMY,
npuapMaBmuMy  1ane6o + ACK (1,6 % u 1%, coOTBETCTBEHHO), HO YacTOTa pPa3BUTHA
BHYTPHUEPEIHBIX KpOBOM3NMAHMH Ob11a onuHakoBoi (0,1 % npu 060uX BUAAX Tepaluy).
YacroTra pa3BaTHs OOJBIIMX KpoBoTedeHmi B rpymmne kinonuporpen + ACK 3aBucena oT g03bI
ACK, Kak ¥ 4acToTa pa3BHTHS OOJIBIINX KpoBOoTeUeHUH B rpynme manedo + ACK.

VYV nanmeHToB, MpeKpaTHBIIHX Tepamuio kionuporpenom+ACK Oomee wem 3a S5 mHe#t mo
A0PTOKOPOHAPHOI'O IIYHTHPOBAHHUA, HE OTMEYAJOCh YYallleHHs CIy4acB pa3sBUTUSA OOJNBHINX
KPOBOTEUEHU B TeyeHHWe 7 IHEH Imocie BMEILIATEIbCTBA, Y nanueHros, npononxcaBmﬁx
AQHTHTPOMOOITUTAPHYIO TEPANUIO B TEUECHHE MOCICJHUX IATH AHEH Iepes aopTOKOPOHapHBIM
NIyHTHPOBaHMEM, YacTOTa 3TUX COOBITHH ITOCNE BMeIIaTeNbCcTBa cocTaBiuia 9,6 % (B rpymme
knomuporpen + ACK) u 6,3 % (B rpynme mnane6o + ACK).

B ximamdeckoM uccnepobanus CLARITY vacrToTa GomnbIuX KPOBOTEUEHHH B 06€UX rpymnmax
(xnormpgorpen + ACK u muane6o + ACK) Obima comocraBuMoif B 00eHMX TIpynmax JedeHHs
(1,3% mporuB 1,1 % B rpynme xnonmmorpen+ACK wu rpymme mrane6o + ACK,
cooTBeTcTBeHHO). OHa ObUla OJMHAKOBOM B NOArpYHNax IAIMEHTOB, PAa3JENIEHHBIX II0
HCXONHBIM  XapaKTepUCTHKaM ¥ IO BuUIaM  (GUOPHHOMUTHYECKOH  TEpamud MK

TeIIapuHOTCPAIIHH.
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COOTBETCTBYET -
N2 105 1 K

ot L *:I k

YacToTa BO3HMKHOBEHHS (paTatsHBIX KposoTeugHuit (0,8 Y% porms 056 %) ul BhyTpisépennbx

CMNEPTHOMY OTYETY

kpoBomsmusHui (0,5 % nportus 0,7 %) npu newenun xknonuporper + ACK n mmane6o + ACK,
COOTBETCTBEHHO, ObliIa HU3KOH M COIIOCTABUMOM B 00EHX IpyIIIax JICUCHHUS.

B xmmEnueckom wuccnemoBanmum COMMIT ofmas uactora HeunepeOpalbHBIX OONBIIHX
KpOBOTEUYECHHUH WITH nepedpalbHbIX KPOBOTeUCHUH Oblna Hu3Kod 1 oguHakoBoi (0,6 % B rpymme
knonunorpen + ACK u 0,5 % B rpynne miane6o + ACK).

B xmanyeckoM uccienoBanun ACTIVE-A wacTora pa3sBUTHS OONBIINX KPOBOTCUCHHU B
rpymme knonuporpen + ACK 6buia Bhile, yeM B rpymme mane6o + ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). boxnpIre KpoBoTeueHUs B OCHOBHOM OBUIM BHEUEPEITHEIMU B 00EHX IpyImax
(5,3 % mpotus 3,5 %), rIaBEEIM 00pa3oM, U3 KEIyJOYHO-KHIIeYHOro Tpakta (3,5 % mpoTus
1,8 %). B rpynne xnonuporpen + ACK BHyTpHuepenHbIX KpPOBOHM3IHUAHMME OBLIO OOJBINE IIO
cpaBHeHHIO ¢ rpynnoi mianedo + ACK (1,4 % nportus 0,8 %, cooTBeTcTBEHHO). OTCYTCTBOBAIN
CTaTHCTHYECKH 3HAYUMBIC Da3iduusd MEXKIYy OSTUMH TIpyNOaMH JIEYeHUS B UacToTe
BO3HMKHOBEHHs (aranbHeIX KpoBoredeHu# (1,1 % mnporuB 0,7 %) M reMOpparmyecKoro
uHcyneTa (0,8 % npotus 0,6 %).

TabmruHoe pe3roMe HeXXeaaTeNbHBIX PeaKIui

HexenatenpHple peaknuyu, KOTOPHIE BO3HUKIH BO BpeMs KIMHWYECKHX HCCIEJOBAHMM HIH O
KOTOPEIX COOOINATIOCH CIIOHTaHHO, IPEACTABICHB! B Tabnume Hinke. VX yacToTa onpenendercs ¢
HCIIONH30BAaHUEM CIIEAYIOUINX YCIOBHBIX 0003HAYCHMIA: .ﬁaCTo (ot =1/ 100 mo <1/10); mewacTo
(or>1/1000 mo <1/100); penxo (oT >1/10,000 mo <1/1000); ouens peako (<1/10 000); yacrora
HEU3BECTHA (HEBO3MOXKHO OIIEHMTH 10 HMEIOINMCS JaHHBIM). B K&XZOM CHCTEMHO-OPTaHHOM

KJI1acCC HCKCJIATCJIPHBIC PEAKIIAN IIPEACTABICHEI B IIOPSAIKE y6I>IBaHI/DI CECPBE3HOCTH.

CucremHo- Yacro Heuacro Penxo Ouens peako

OpranHbIi KjJace
P YacroTa HeH3BecTHa*®

Hapymenus co Tpombouuronenus | Hefitponenus, | TpomGotaueckas
CTOPOHBI KpPOBH H . BKJTIOYAs TPOMOOLUTONICHHYECK AT
P p Jleiikonenus P .
MMMbaTHUecKoit TSDKEIYIO nyprypa
DosuHO QUM .
CHCTEMBI HEeHTPONeHHIo.
AmnnacTuyeckas aHeMHs
L
ITanuuTonenus
ArpaHynouuTo3

Tspxenas TpoMGOLUTOIIEHHS
ITpuobperenHas reMmopunus A

I'panynouuTonenus
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COOTBETCTEBYET SKCNEPTHOMY OTYETY

ot 06.06.2023 N= 10515
(Bxonawwmiy Kaehiad 2 3942
Hapymenus co Cunnpom Koynuca
CTOPOHBI cepaua (BasocnaTuyeckas
aJutepruyeckas

CTeHOKapus/aJuIeprudecKuii
HHOapKT MHOKap/a),
OOyCIOBNEHHBIH  peakumeit
FHIICPYYBCTBHTENBHOCTH  Ha

Kronuaorpen®

Hapymenns co

CTOPOHBI HMMMYHHOMH

AHadunakTouHbIe peaKLHu

CeiBopoTouHas Ooe3Hb

CUCTEMBI
IlepexpecTHEIE annepruyeckue
U IeMaToJIOTHYECKHE peaKiHu
C JPYTUMH THEHONMMPUIUHAMHU
(TakMMM Kak THKJIONHIMH,
npacyrpem)*  (cM.  pasmen
«Ocobble yKa3aHHUA»)
AyTOMMYHHBIH HHCYJIMHOBBIN
CHHZIPOM (MOXKET MPUBOAUTH K
cephe3HOH TUIOITTUKEMHUH,
ocobenHo y manuenTos ¢ HLA
DRA4 ceporunom)*
Hapymenus CryTaHHOCTB CO3HaHUA
IICHXHKH Tanmonunammu
Hapymenns co BryTtpudepenHsie Hapymenns BKYCOBOI'O
CTOPOHBI ~ HEpBHOM KpOBOM3JIMAHUS (B BOCHPHATHS
CHCTEMBI HEKOTOPBIX Ja—
clyqasx c
JIETAJIBHBIM
HCXO/IOM)
T'onornas 6one
TonoBokpy:xeHue
Ilapectesus
Hapymenns co I'nazHeie
CTOPOHEI oprasa KPOBOH3ITUSHHS
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COOTBETCTEYET 2K
ot 0606

CMNEPTHOMY OTYHETY
3 N2 10515

3peHHs (KOHBIOHKTUBAE- (Bxomawhin M3 N24239427)
Hble, B TKaHU H
CEeT4aTKy ry1aza)
[}
Hapymenus co Bepruro
CTOPOHEI opraHa
clyxa u JabupHHTa
Hapymenus co | 'ematoma Cnyvan CEephE3HBIX
CTOPOHBI COCYLOB KPOBOTEUEHHIA
KpoBoTeuenus u3
TIOCIIEONIEPALIIOHHEIX PaH
Backynur
AptepuanbHas rMIOTEH3MA
Hapymenus co | HocoBoe . KpoBoTeuenus u3
CTOPOHEI KpOBOTEY JbIXaTeIbHBIX nyteit
IBIXaTeNbHOM eHUe (kpoBOXapKaHbe,  JIETOYHOE
CHCTEMBI,  OPraHOB KPOBOTEYEHHE)
TpyOHOH KJIETKH U
126 . Bponxocnazm
CpenoCTeHHs
Hurepcrunyansaas
ITHEBMOHHA
O03uHO(DUIBHAS THEBMOHUA
XKenynouso- XKenynou | S3Ba xemynka 3abprouiuHHBl | JKelymoyHO- KHLIEUHBlE U
KHINCYHEBIS HO- SI3Ba [§] 33.6pIOIIII/IHHI>Ie KpPOBOTEYCHHUS
HapyHIeHUs KHIIEYHbI KPOBOTEUECHHUS | C JIETAJILHBIM HCXOJOM
. JIBEHaIIaTHIIEPCTH
- Ilankpearur
OH KHUIIKH
KpPOBOTEY
Komutr (Briouas S3BEHHBIH
eHHUA Iactpur
T MM TUMQOIMTAPHBIH KOJIUT)
aped TomnoTa ,
Eons Cromatur
0 B | Peora
JKHBOTE
3anop
Hucnerncu
Mereopuzm
1
Hapymrenus co Ocrtpast NeYeHOYHAas
CTOPOHBI II€YEHH H HEJ0CTaTOYHOCTh I'enarur

JKEJITYCBBIBOOAIIHUX
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COOTBETCTEBYET 2KCNEPTHOMY OTYETY

ot 06.06.2023 N= 10515
ImyTei (Bxopmwp (b ratbekdnomntii)
OTxnoneHue  OT  HOpPMEI
1ab0paTOpHBIX  IOKazareneit
(YHKUHOHANBHOTO COCTOSHHS
Ne4YeH:
Hapymenus co | Kpoono | Koxnas ceinp . Byinnesnslit JlepMaTuT
CTOPOHBI KOXH U | ATEKH " (TOKCHYeCKuit
Kosxnblit 3yn
MOIKOXKHBIX. TKAHEH SIUAEPMAaTbHBIN HEKpO3,
Kosxnoe
CHHZApOM CruBeHca-
KPOBOH3JIUSHHE
_ JxoHCcoHa,
(rrypriypa)
MHOroopMHas SpHUTEMa,
OCTpBI  IeHepaJM30BaHHBIN
9K3aHTEMAaTO3HbIH  IycTyJse3
(AGEP))
AHTHOHEBPOTHYECKHIT OTEK
. Cungpom JIeKapCTBEHHOH
THIICPUyBCTBUTENBHOCTH,
JeKapcTBEHHas  ChHINb c
303MHOHIIMEH W CHCTEMHBIMH
MIPOSIBIICHUAMH (DRESS-
CHHIPOM) OpuremMaro3Has
CHINb
OkcdonuaTiuBHas ChIlb
Kpanusuuna
OKk3eMa
. IInockwit nmumai
Hapymenus co I'uHexomacTus
CTOpOHBI
peNpOAYKTUBHOU
CHCTEMBI H
MOJIOYHBIX JKeJIe3
Hapymenus co CkeneTHO-MBIIIEUHEIE
CTOPOHBI MBILIEYHOH, KPOBOTEYEHHS (reMapTpo3)
CKEJIETHOH U
Aptpur
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

ot 06.06. | N= 10515
COeIUHHUTEIILHOM (Bxopawhid pipairde 39421)
TKaHU Y Cp—
Hapymenuns co I'emarypus I'nomepynonedpur
CIOpoHEL  To%ek H IloBeilIEHHE  KOHLEHTpAIMU
MOHCBBIBA I KpeaTHHHHA B KPOBU
myteit
O6mme Hapymenus | Kposoreu Jluxopanka

H pCaKIiMM B MCECTC | CHUA B

BBEJICHHS MecTe
HMHBEKIIUH

JlaboparopHeie U VeenuueHue

HHCTPYMEHTAIbHBIC BPEMCHHU

JlaHHBIE KPOBOTEYEHHS

CHmKeHue yucia

HEeHTpoHUIoB

CHIDKEHUE
KOJIM4YECTBA

TpoMOOLIUTOB

OnucaHue OTAEIBHBIX HEXEIATeIbHBIX DeAKITHi

Helitponenus

B nccnenosanmu CAPRIE, Tsoxenas neiirponenus (< 0,45 * 109/JI) Ha0MronaIach Y 4 nalueHToB
(0,04 %), npuAEMMABIINX KIOMHAOTpe, u y 2 nanuenTos (0,02 %), npuruMasmux ACK.

Y nByx u3 9599 namueHTOB, MPHHUMABIINX KJIOMHAOIPEN, HAGNIOAATOCH NOJHOE OTCYTCTBHE
HEHTPOQUIOB B mepr(epudeckoit KpoBH, KOTOPOr0 He HAaGNIOAATOCH HH y ofHOro m3 9586
nanuentos, npuauMaBumx ACK. HecMmoTps Ha To, YTO PHUCK PasBHTHA MHEIOTOKCHUECKOTO
JEUCTBHS 1Y HPAEME KIIOMMIOTPeNa SBISeTCs JOCTaTOYHO HIU3KAM, B CIIy4Yae €ciH Y MallueHTa,
IPUHAMAIOIIETO KIOMUIOTPE)l, HaOMOAACTCs IOBBIIEHHEC TEMIEPATYPhI MM IIOABILTIOTCS
Apyrue NpU3HAKH HHQEKIHM, clenyeT oOcCieoBaTh' NAMEHTa Ha IIpeIMET BO3MOMKHOM
HEHTPOIICHUH.

Annacmuyeckas anemus

Ilpn nedeHWy KIOMMIOTPENOM B OIHOM Clyyae HAONIONANOCH pa3BHTHE AIlIaCTHYECKOM
aHEMUH.

Tpomboyumonenus
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YHacrora BO3HHKHOBEHHA TSDKENoi TpoMbGonuTonenny ((X807410

[AlMeHTOB, IpHHUMaBIMX Kionugorpen u 0,1 % ,y naumenToB, npmamMmaBmux ACK,
c0o06IIATOCH 06 0YEHb PEAKHX CIydasX CHIKeHHS dhcia TpoMGomuTos < 30 * 10%/1.
B uccnenosannax CURE u CLARITY Habmronanock COMOCTaBIMOE KOJIMYECTBO IIAIMEHTOB C

TpOMOOIIMTONIEHHEH I HEUTpOIeHueH B 00enX rpymnax JICYeHu.
ITepeno3upoBka

Cumnmonmot

Ilepeno3upoBKa KIONMAAOTPETa MOMKET IPUBECTH K YBEIMYEHHIO BPEMEHH KDPOBOTEUEHHS C
IIOCTIETYIOIMUMH OCJIOXHEHUSMH B BUJIC PA3BUTHS KPOBOTCUCHHMM.

Jleuenue |

Ilpp mnosBIEeHHMM KpOBOTEUECHHs TpeOyeTCs IIPOBEACHHE COOTBETCTBYIOMIMX JICUCOHBIX
MEpOIpUATH. AHTHUIOT KIONUAOTpeNa HE YCTaHOBIeH. Ecium HeoOxomuma OwICTpas
KOpPEKIIHS ynanHanerocf{ BPEMEHH KpPOBOTE€YEHHUS, TO PEKOMEHAYETCS IIPOBEACHHUE

HepenuBalus TPOMOOIIUTAPHOH MacChl.
B3aumoaeficTBHe ¢ APYrHMH J1eKapCTBEHHBIMH CPEICTBAMH

JlekapCTBEHHBIE CPEACTBA, IPUMEHEHHE KOTOPLIX CBA3AH0 ¢ PHCKOM DPa3BHTHS KPOBOTEUCHHS

Wmeercs NOBBIUCHHBIM PHUCK pPasBUTUA KPOBOTEYEHHS BCICACTBUE HX IOTCHIHAIBHOIO
aIIUTUBHOTO 3¢ dekTa ¢ KonuaorpenoM. JleueHne ciieyeT NPOBOAUTE C OCTOPOXKHOCTHIO (CM.
pazznen «Ocobble yKa3zaHuA»).

Ilepopanvrvie anmuxoazynsinmel (Hanpumep, 6ap@apun)

OnHoBpeMeHHOE IIPUMCHEHHME KIONHAOTpeNla ¥ IEPOPAIGHBIX aHTHKOAryJIsSHTOB HE
PEKOMEHJyeTcs, TaK KaK JaHHas KOMOHHAITL MOXKET YCHJIUTh KpPOBOTEYEHHE (CM. paszen
«Ocobble  ykazaHHS»). XOTS TIIpHeM KIONWAOrpena 75 Mr B CYTKM HE H3MEHAI
(apmaxoknHeTHKy Bapdapuna (cy6erpara uzodepmenta CYP2C9) wmn MHO y manueHToB,
JUIMTENEHO IONYYaroIluX Je4eHHe Bap(apHHOM, OJHOBPEMEHHBIH IIpHEM KIOIHAOrpesa
YBEIIMYMBAET PUCK KPOBOTEUEHHS B CBSA3H C €I0 He3aBHCHMbIM JOTIOJHATENEHEIM BIUSHAEM Ha
CBEPTHIBAEMOCTh KpOBH. Ilo3TOMy ciemyeT colmofaTe OCTOPOXKHOCTh IIPH OJHOBPEMEHHOM
npreme BapdaprHa i KJIOIHIOIpea.

Enoxamopui enuxonpomeuna IIb/Illa

B cBs3u ¢ BO3MOXKHOCTEIO (papMaKkoIHHAMHIECKOrO B3aMMOJIeHCTBHS MEXIY KJIOMUAOTPEIOM H
6noxatopamu Ib/I/la-penentopoB, HX OJHOBPEMEHHOE IPHMEHEHHE TPEGYET OCTOPONKHOCTH,
0COOEHHO y IaNMEHTOB, MMEIOINUX HOBBIICHHEIA PHUCK PA3BUTUS KPOBOTeUeHHUs (IIPH TpaBMAax
U XUPYPTUYECKUX BMEINATEIBCTBAX WM APYTHX IATOJNOTMUECKUX COCTOSHHAX) (CM. pasieln

«OcoOBble yKa3aHum»).
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Ayemuncanuyunoeas kucroma (ACK) ([Bxonauwmis

v

ACK He u3MeHsfeT HHruOHpyroomero paeicTsus ximommporpena Ha AJID-uHIYIHPYEMYIO
arperanuio TpoMOOLMTOB HO Kiomujporpen mnoteHunupyer Bausane ACK Ha Komnares-
HHAYLHAPYEMYIO arperamuio tpombonuros. Tem He MeH.ée, OJTHOBPEMEHHBIH € KJIOMUAOIPESIOM
npueM ACK mo 500 Mr 2 pa3a B feHb B TEUEHHE OJHHX CYTOK HE BBHI3bIBAJ CYIIECTBEHHOIO
YBEIIMYCHHS BpPEMEHM KPOBOTEUECHMS, BBI3BIBAEMOTO IIPUEMOM Kiomuporpena. Ilpu
OIHOBpeMeHHOM IpueMe kionuzorpena 1 ACK ciemyeT coOmonaTh OCTOPOXHOCTB, TaK KaK
MEXZy HHMH BO3MOXXHO (hapMaKoJAHHAMHYECKOE B3aMMOJICHCTBHE, KOTOPOe IPUBOIMT K
IIOBBIIEHUIO PHCKA KpoBOTE€YEeHHs (cM. pazzmen «OcoOble ykasaHus»). TeM He MeHee, B
KIMHAYECKHX  HCCIENOBAHMAX  NAlMEHTHl  IONyYald  KOMOHHHPOBAHHYIO  TEpPAIHIO
knonunorpenoM u ACK (75-325 Mr oguH pa3 B CYyTKH) J0 OJHOIO FOAa.
TI'enapun
Ilo pmaHHBIM  KJIMHHAYECKOTO ncéne,HOBaHm, IIPOBEJICHHOIO C Y4YacTHEM 3JI0pPOBBIX
I00pOBOJIBIIEB, IIPY IIpHEMe KJIOMHUAOTpelia He TPeOOBANOCh U3MEHEHHs M03hI TellapHHA U He
H3MCHSUIOCH €r0 aHTHKOAryJIIHTHOE JekicTBHe. ONHOBpPEeMEHHOE NPHMEHEHHE TrelapuHa He
H3MCHSJIO aHTHArPEraHTHOE NEHCTBHE KIOMUorpena. Mexay KIOMMIOTpesoM M renapuHOM
BO3MOXHO (hapMakOJMHAMHYECKOES B3aHMOIEHCTBHE, KOTOPOE MOXET YBEIMYMBATH DUCK
pasBuTHS KpoBOTedeHMH. IIpy OJHOBpEMEHHOM 'IpUMEHEHHH CIEAYeT COOIIOATh
OCTOPOXHOCTB (cM. paszaen «Ocobble yKazaHusay).
Tpombonumuru
BeszonacHocTe OIHOBPEMEHHOTO HpPHMEHEHMS KiIonuporpena, (GpuUOpHH-cHenH(DHUECKHX KT
$ubprn-HecnenUUIECKUX TPOMOOIUTHYECKUX CPEACTB M IelapuHa ObUIa H3ydeHa y
NAlMeHTOB € OCTPHIM MH(apKkToM MMOKapia. YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTEUEHHMI
Oblta ananoruyHa TOH, KoTopasd HaOmIOJanach B, Ciydae COBMECTHOTO IIPHMEHEHHS
TpoMOOIUTHIECKUX cpencTB U renapura ¢ ACK (cM. pasnen «IloGounsle aeHcTBHEY).
Hecmepouonwvie npomusogocnanumenvvie npenapamer (HIIBII)
B KIMHMYECKOM HCCIENOBAHHH, NPOBENCHHOM C YYacTHEM 3JI0POBHIX JOOPOBOIBIEE,
COBMECTHOE NPUMEHEHHE KJIOMUJOrpeNa ¥ HAPOKCEHa, YBEMMYHBAIO CKPBITHIE OTEPH KPOBU
gepe3 JKKT. Opnako, B CBS3M C OTCYTCTBHEM HCCICHOBAaHHH IO B3aUMOIEHCTBHIO
kionuaorpena ¢ apyrumu HIIBII, B HacTosmee BpeMs He U3BECTHO, MMEETCS JIM MTOBBIIIECHHBIH
PHCK JKEJIyJOYHO-KHINCYHBIX KPOBOTECUCHUM IPH IIpHEME KJIONMHIOrpesa BMECTE C APYTHMH
HIIBIL Ilosromy npu ogHoBpeMerHOM IpuMerenny HIIBIL, B ToM uucite urru6Guropos I{OI-2
C KIIOTMUIOTPEJIOM ClelyeT COOMI0AaTh OCTOPOXKHOCTS (CM. pasaen «OcoOble yKazaHua»).
Cenexmusnvie unzubumoper o6pamnozo 3axeama cepomonuna (CHO3C)

.

Tax xaxk CHO3C HapymaoT axTHBaIUIO TpOM60HI/I’i‘OB H YBEJIIMYMBAIOT DPUCK pPa3BUTHA
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COOTBETCTBYET 2KCNEPTHOMY OTY
’ 123 N2 10515
KPOBOTEUYECHHS TO, IIPH OLHOBPEMEHHOM IIPAMEHEHHH ClIeyeT ¢o6moNaTs octopenHOCTE.
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Huoyxmopwr usogpepmenma CYP2C19

Tax xax xomuporpen MeTabONH3MPYeTCs IO CBOErO AKTHBHOIO METa0OJHMTa YAaCTHUHO C
nomompo u3opepmenra CYP2C19, oxupmaercs, 4To IpUMEHEHHE JIEKapCTBEHHBIX CPEJICTB,
KOTOpPEIE HHIYNMPYIOT aKTHBHOCTB 3TOT0 H30(hepMEHTa, MOXET IIPHBOAMTL K YBEIHUYEHHIO
KOHIIEHTPAIMU aKTUBHOr0 MeTab0JIMTa KIIOIH [0rperIa.

PudaMnuims, SBISACH MOIIHEIM HHIYKTOPOM Hso(bepMeHTa CYP2C19, npu onHOBpeMEHHOM
npueMe ¢ KIONUAOTPENIOM, IIPUBOJAUT KaK K YBEIHYCHHIO KOHIIEHTPALWH aAKTUBHOTO
MeTaboNuTa KIOMUIOIpelia, TaK U K MHTHOMPOBAHHIO TPOMOOIMTOB, YTO MOXET IOBHILIATH
PHCK BO3HHKHOBEHHS KPOBOTEHYECHM. B kauecTBe MephI IPEJOCTOPOXKHOCTA HE PEKOMEH/TyeTCs
IPUMEHATh OJHOBPEMEHHO MOIIHEBIC HHAYKTOPHI H3odepmenta CYP2C19 u xinonmmorpen (cM.
pasgen «Ocobble yKazaHus).

Hnzubumopuwt uzogpepmenma CYP2C19

Tax xax xnommporpen merabonmsupyercs IO 00pa3oBaHHS CBOEr0 aKTHBHOrO Metabosmra
yacTyHO Inpy nomomm u3odpepmerta CYP2C19, npumeHeHHE JIEKAPCTBEHHEIX CPENCTB,
HHTHOUPYIOIIUX 3TOT M30(epMEHT, MOXKET MPUBECTH K YMEHBIICHUIO 00pa3oBaHMs aKTHBHOIO
MeTaboJHTa KIomuaorpena. Kiumamyeckoe 3HaUeHKe 3TOI0 B3aHMO/CHCTBHS HE YCTaHOBIEHO. B
KauyecTBE MEphl IIPEJOCTOPOXKHOCTH CleAyeT u30eraTb OIHOBPEMEHHOTO IIPHMEHEHHS
KJIOIKOTpeia ¥ MOIIHBIX MJIM YMEPEHHBIX HHruouTopos m3opepmernta CYP2C19. MomubmMu
U yMepeHHBIMH HHruObutopamu usobpepmenta CYP2C19 sBisercs omempasojl, 330Menpasol,
(ayBokcaMuH, (IyOKCETHH, MOKIOGEMHJ, BOPHKOHA30], (IYKOHA30), THKIONMWIME,
nunpodIoKcalyH, IUMETHINH, KapbaMasenyH, OKcKapOa3enuH, XJIopaMPEeHHKOJL.

Hnzubumopul npomonnos nomnul

OnHOBpeMEHHBII MpUEM KIIONHIOIpeNna ¢ oMempasoyioM B o3¢ 80 Mr (OZHOBPEMEHHO HIIM C
nmepepsBOM B 12 9 MeXIy IIpHEMaMH JABYX IpEIapaToB) CHIYKAET SKCIIO3UIMIO AKTHBHOTO
MmeTabonuTa KiIonuporpena Ha 45 % npu mpueme Harpy3o4Hoi no3sl 4 Ha 40 % mpu mpueme
noanepxuBaromei  no3pl. CHmkeHHe OBUIO CBf3aHO ¢ YMEHBIUEHHEM MHIHOHPOBAHHS
arperaivy TpoM6onuToB Ha 39 % mpu npreMe Harpy3OuHOM J03BI u Ha 21 % npu mpueMme
moJepKUBAIOMe#  Jo3sl  Ilpexmonmaraercs, 4To 930MENpasol  B3aUMOACHCTBYET C
KJIOIUJIOTPETIOM aHAJIOTMYHBIM 00pa3oM.

JlauHble HaGONCHHN M KIMHMYECKHX MCCICHOBAHHM' O KIMHHMYECKHX MOCICACTBESIX 3THX
(hapMaKOKHHETHYECKHX M (hapMaKOAMHAMUYECKHNX B3aUMONEHCTBYM C TOUKH 3pEHHS PasBHTHS
OCHOBHBIX  KapOHOBacKyJISIpHBIX  COOBITMH  INpoTHBOpeuwBEL. B KayecTBe  Mephl
IPEJIOCTOPOIKHOCTH HE PEKOMEH/IYETCsl OJJTHOBPEMEHHBIN IIpHEM KIIOMHUIOrPpesia ¢ OMENpPa3’oIoM

HJTH 330MEIIPas30IoM.
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BYET 3KCTIEPTHOMY OTH
NG f': E

ot 06.0 Ne 10515

Menee BhIpaXeHHOE CHIDKEHHE 3KCIO3UINM MefrabonuTa Habimomamock fipu plieMelapenapara

TV

C IAHTOIPA30JIOM MJIM JTaHCOIPA30IOM.
ITpu oxHOBpeMEHHOM IpHeMe maHTonpasona B mo3e 80 mMr 1 pa3 B CYTKM KOHIICHTpAlud
aKTHBHOT'0 MeTaboJIUTa KIIONHOTpeia CHIKaiach Ha 20% mpu nprieMe Harpy3ouHoii J035I ¥ Ha
14 % mnpum npueme nojmepXMBaromiei X035l OTO CONPOBOXAAIOCH CHIDKEHHEM CpEIHETO
YpPOBH WHruOupoBaHuMsa arperandu TpoMbomutoB Ha 15% u 11 % COOTBETCTBEHHO.
ITony4ennsie pesyibTaThl YKa3sbIBalOT Ha BO3MOXKHOCTH COBMECTHOTO IIPUMEHEHUS
KJIOIHJIOTpea ¥ IaHTOoIIpa3oa.

BruT npoBeleH psAf KIMHUYECKUX HCCIIENOBAHUN C KAORUOOZpenomM U Opyeumu, 0OHOBPEMEHHO
NPUMEHAEMbIMY ~ JIEKAPDCMBEHHBIMY — CPeOCMEAmMy, C LEeNbI0 H3YYCHHS  BO3MOXHEIX
papmakoqHHAMUYECKUX ¥ (hapMaKOKHHETHIECKUX B3aMMOJEHCTBHM, KOTOPBIE IIOKA3aIIHM, UTO:

- IIPH OJHOBPEMEHHOM IPHMMEHEHUH KAONUOOZPENa C AMEHON0N0M U/UNU HUMeOUnUHoM
KIMHAYECKH 3HAYUMOro (papMaKoJMHAMHUIECKOr0 B3aUMOAEHCTBHS He HaOII0qaI0Ch,;

- ONHOBPEMEHHOE IIpHMEHEHUE peHobapbumana u 3CmpozeHo8 HEe O0Kas3hIBAIO
CYIIECTBEHHOTO BJIMAHHSA Ha (hapMakoTMHAMUKY KJIOMHIOTPea;

- (bapMaKoKMHETHYECKHE ITOKA3aTeNH OU20KCUHA U MeOGUANUHA HE U3MEHSIINCH TIPH HX
OZIHOBPEMEHHOM IIPUMEHEHHH C KIIOIHOTPEIIOM;

- JIOKA3aTeILCTB  TOrO, YTO JPYrHe JICKAPCIBEHHBIE —CDEACTBA, IOHIKAIONIME
KHCJIOTHOCTh B OKENyJIKE, TaKHe KaK O10Kkamopul QHz-zucmwuuHoeblx peyenmopos unu
anmayudel,  MPENATCTBYIOT  AHTUTPOMOOLMTApPHONW  aKTHBHOCTH  KIONMAOIPENd, HET;
aHmayuoHvle cpedcmea He CHIDKAIOT abcopOaluio KIIOMHI0TPEa;

- enumoun u monbymamud MOXHO ¢ GE30NACHOCTHIO IPUMEHATE OJHOBPEMEHHO C
xinonuirpenoM (uccnenosanue CAPRIE). ManoBeposTHO, 9TO KIONKAOTPEN MOXET BIMATH Ha
MeTaboNM3M APYTHX JIEKapCTBEHHBIX CPEACTB, TaKHX Kak (EHHUTOMH M TONOYTaMHJ, a TaKKe
HIIBII, koTopsie MeTab0mM3UpPyIOTCs ¢ ToMommbio u3odepmenta CYP2CY nuroxpoma P450;

- unzubumopvr AIID, ouypemuxy, 6ema-adpeHobI0Kamopsl, 6ROKAMOPLL «(MEONEHHBIXY
Kanbyuevlx KAHAN08, 2UNONUNUOEMUYECKUE CPeOCmeqa, KOPOHAPHble 6A300UNAMAMOpbL,
SUNOIUKEMUYECKUE CpeOCcmBa (6 m.4. UHCYNUH), NPOMUBOINUNENMUYECKUE CPeOCmEa,
2APMOHO3aMeCIMUmenvHas mepanus u Onoxkamopel enuxonpomeuna IIb/Illa; B KIAHAYECKAX
HCCIIEN0BAHUSAX KIIMHUYECKH 3HAYUMEIX Hemenarenbnmx.Bsanmozxeﬁcmnﬁ HE BBIABJICHO.

JlekapCTBEHHEBIE CPEICTBA, IBIIOMHUECS cyocTpaTamu u3odhepmenta CYP2CS

Iloxa3aHo, 4TO KIOMHAOTrPEN YBEIMUHBAT CHCTEMHYIO SKCIOZHIMIO PENaziunudd y 3HOPOBBIX
Ro6poBoseLeB. MccnenoBaHus in vitro TOKa3ald, YTO YBENMYEHHE CHCTEMHON SKCIO3UIUE
penarnuHua sBIACTCs CICCTBUEM MHIHOUpoBaHus u3ohepmenTa CYP2C8 inoKypoHUAHBEIM

MeTaboJIHTOM Kionpaorpena. CJIC,I[YCT COGJIEOIIaTB OCTOPOXXHOCTh IIPU OJHOBPECMCHHOM
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modepmenta CYP2C8 (mampumep, penmariuMHuJa, NaKIATAaKceNa) B CBASH C PHCKOM
YBEJIMYCHH HX NJIa3MEHHBIX KOHIEHTpanui (cM. paszenr «C 0CTOPOIKHOCTEION).

OnuouaHpIe arOHUCTHI

Kak u B cimydae Apyrux NEpOpalbHBIX HHrHOMTOpoB P2Y12, onmHOBpeMeHHOE IpHMEHEHHE
OIHOHJHBEIX arOHHUCTOB MOXET 3aEpPXKUBaTh M YMEHbIIATh a0COPOIMIO KIOMHAOTpEa,
BEPOATHO, M3-32 3aMEIICHHOI'O OIIOPOXKHEHHUsS JXenyaka. KimHu4Yeckoe 3HaueHHe JaHHOTO
B3aUMOJEHCTBUS  HeuW3BecTHO. CienyeTr  pacCMOTpPeTs  BO3MOXKHOCTh — HA3HAYEHHS
IapeHTEepabHOTO aHTHATPETaHTHOIO IIpenapata y MalHeHTOB € OCTPHIM KOPOHAPHBIM
CHHAPOMOM, TpeOyIOIUX OMHOBPEMEHHOI'O NpPHMEHEHWS MOp(HHA HIH IPYIHX OIMHMOMIHBIX
arOHHUCTOB.

PosyBactatun

BbU10 MOKa3aHO, YTO KIONHIOTPEN YBEIHUHBAET SKCIO3MIIMIO po3yBacTaTuua B 2 pasa (AUC) u
B 1,3 pasa (Cmax) nocie nprema knonuorpena B gose 300 mr u B 1,4 paza (AUC) 6e3 BiusHus
Ha noka3aTendb Cmax [IOCIIE IOBTOPHOTO IpHeMa KIIOIUIOTpeNia B 03¢ 75 M.

Oco0b1e ykazanus ‘

Kposomeuenusa u cemamonozuyeckue HapyuieHus

B cBA31 ¢ pUCKOM pa3BATHs KPOBOTEUEHUS U HEXEATEIBHBIX PEAKIUA CO CTOPOHBI KPOBH (CM.
paszen «Ilobounoe neiicTBrE») B CiIydae HOSBICHUS B XOJ€ JEUECHUS KIMHUYECKUX CUMIITOMOB,
NOAO3PUTEIBHEIX Ha BO3HHKHOBEHHE KpOBOTC‘-IeHI/ISI; CIEIyeT CpOYHO CHenaTh OOLIHif
KIMHAYECKUH aHalM3 KPOBH, ONPEACIHTh aKTUBHPOBAHHOE YACTHYHOE TPOMOOILIACTHHOBOE
BpeMa (AYTB), komugectBo TpoMOOLHUTOB, mMOKa3aTend (YHKIMOHAIBHOH aKTHBHOCTH
TPOMOOIUTOB ¥ IIPOBECTH JAPYrHe HEOOXOAUMBIE HCCIIENOBAHMS.

Krnonumorpen, kak ® JApyrHe aHTHTPOMOOLHMTApHBIE CPEACTBA, CIEAYeT NPHUMEHATH C
OCTOPOXHOCTBIO Yy TAlHCHTOB, HMECIOIIMX IIOBBINCHHBIA PHCK pa3BUTHS KPOBOTEYEHHS,
CBSI3aHHBIN C TPAaBMaMH, XUPYPTHYECKAMH BMEIIATEIbCTBAMH HIIM JPYTHMH IIaTOJOTHYECKIMH
COCTOSHHMSAMH, a Taloke y nanueHtos, npuHumaronmx ACK, HIIBII ( B Tom 4ncite, HHMMOUTOPEI
OI-2), renapun, Gnmokaropel rimkonporemna IIb/Illa, CMO3C u MOIIHBIE HHIYKTOPHI
msopepmenta CYP2C19. B cBA3m ¢ IDOBBIICHHBIM DHCKOM KpPOBOTEUEHHS TpOMHAS
aHTHTpoMOOUMTapHas Tepamus (wromuporpent+ACK+aumapunamon), npuMenseMas s
BTOPHYHOH [POQUIAKTHKY HHCYNbTa, HE DEKOMEHIYETCs NANMeHTaM ¢  OCTPEIM
HEKapAuo3MOO0IHIECKAM HIIEMUIECKAM HHCYIIETOM I/IJII/I.‘TI/IA.

IIpn sredenny KIOMHIOTPENOM, OCOOEHHO B TE€UEHME IEPBEIX HENENb JICYCHHS H/WIH IIOCIE
HHBA3MBHBIX KapAMOJIOTMYECKHX IPOLEAYpP/XUPYPrAdeckoro BMEINATENIHLCTBA, HEOOXOAUMO

BECTH TINATEJIHbHOE Ha6JIIO,HeHI/Ie 3a IaIKCHTOM HA TIIPECAMET MCKIIOYEHHS IIPH3HAKOB
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KPOBOTEUCHHS, B TOM 4mcle, U CKpwiToro. | He pexomeéHayereswoaHoBpeMeRbif | mpueM

KIOMUIOFPENa ¢ IEPOPATBHBIMA AHTHKOAryJISHTAMH, IIOCKOJBKY 3TO MOXET YBEIHYHThH
HHTEHCHBHOCTH KPOBOTEUEHHIU (CM. pazzmen «B3auMonaeHCcTBHE C JPYTHMH JIEKapCTBEHHBIMU
cpenctBammy»). OnHOBpeMEHHOE NpHMEHEHNE KIIOMUAOrpena ¢ BaphapuHOM MOXKET YCHIMTH
PHUCK KPOBOTEYCHHS, IIO3TOMY CJIEAYEeT COONMIOAaTh OCTOPOXKHOCTh IIPH OJHOBPEMEHHOM
IpUMEHEHHH KIomuaorpena ¥ BapdapuHa (cM. pasgen «BsaumopeiicTBue ¢ JOpyrumu
JIEKapCTBEHHBIMU CPEJICTBAMEY).
Ecnn naupweHTy UpeACTOMT IUIaHOBas XUpyprudeckas olepanus, X IOpU 53TOM HET
HEOOXOOUMOCTH B aHTUTpoMOoumuTapHOoM 3¢¢ekTe, TO 3a 7 OHEH OO oIepaluud IpUeM
KJIODHUIOTpeNa CielyeT NPeKPaTUuTh.
Kitonunorpen yanuHSeT BpeMsi KpPOBOTE€YEHHS U HOJDKEH NPUMEHSTHCS C OCTOPOXKHOCTBIO Y
TAIMEHTOB ¢ 3a60JeBAHMAMY, IPEIPACIOIAraloNME K Pa3sBUTHIO KPOBOTEUEHHH (0COGEHHO,
KEITyJIOYHO-KAIIEYHBIX M BHYTpPHUIVIa3HBIX). IlpemapaTbl, KOTOpble MOI'YT BBI3BHIBATh
nospexaenus cmusuctod  obonmoukn KKT (raxme xax ACK, HIIBII) y mnanuenTos,
.
IIPHUHAMAOIIHUX KIOMUAOTPEN, CIEAYET IPUMEHSTH C OCTOPOKHOCTBIO.
ITareHTs! OJDKHEI OBITH NPEYNPEXICHB O TOM, YTO IPHU IpHeMe KIONHIorpena (0JHOTO W
B xoMO6rHanuHu ¢ ACK) I 0CTaHOBKH KPOBOTEUEHHS MOXET HOTpebOBaThCs OOJBIIE BPEMEHH,
a TaKXkKe O TOM, YTO, B ClIly4ae BO3HHUKHOBEHHS y HHUX HEOOBIYHOro (1O JIOKATW3AIMH HIIH
IPOJOIDKUTENIHOCTH) KPOBOTEUEHUS, UM CIIEAyeT COOOIIUTH 00 3TOM CBOEMY JICUaIlleMy Bpauy.
Ilepen mo6o# mpencrosmel omepamueld u Iepe] HaYaIOM IpHeMa JIFOOOro HOBOIO
JIEKapCTBEHHOI'O IIpenapara MalueHThl JOJDKHEI coo0IaTh Bpady (BKIIOYAs CTOMATOJIOra) 0
IpueMe KIOMUIOrpena. ,
ITanmenTamM ¢ OCTPBIM KOPOHApPHBIM CHHAPOMOM 6e3 nogbeMa cerMeHTa ST B Bo3pacTe crapiie
75 ner He PEKOMEHAYETCs HazHA4yaTh Harpy3odHBle JHO3Bl Kionmaprpena 600 Mr wus-3a
HENOCTaTKa JaHHBIX O JEHCTBHM KIIONHAOrpeiia H ‘H3-3a IIOBBIIIEHHMS pPHCKA pa3sBUTHS
KPOBOTEYEHHMH Y 3TOM IPYyHIIBI IIALIUEHTOB.

TpomboTHueckas TpoMbonuTonennyeckas nypaypa (TTID)

OueHp penko Mmocsie IPHMEHEHHS KIIONUIOrpena (MHOrAa JaXke HEIpPOIOJDKUTEIBHOIO)
OTMEYaIMCh cilydad pa3BuTHs TTII, KoTopas xapakrepusyeTcs TPOMOOLMTOICHHEH u
MHKDPOaHTHOIaTUYECKOH TeMOIUTHYECKOl aHeMuel, CONPOBOXKAAIOMIUMIICS HEBPOIOTHUECKMMU
paccrpoiicTBaMu, HapymeHneM (QyHKIud modyek H muxopaxakoit. TTII asnsercs noTeHuuanbHO
YIpOXKaIOIMM JKM3HH COCTOSHHMEM, TpeOYIOIIMM HEMCIJIEHHOrO JICYEHHs, BKIIOYas
wiasmadepes.

IIpuobpereHHas remohuIng

Coobmanock o ciydasx pa3sBUTHS NMPHOOPETEHHOH reMOGUIMH IIPU HpPHEME KIOMHIOTPENa.

29




COOTBETCTE ; PTHOMY OTYE
ot 06.0¢ Nz 10515

[lpy moxTBEPKHEHHOM H301MpoBaHHOM yBenpyennn AUTBi o conpoBdikiamEMes lum He

COIIPOBOXIAIOIEMCS. Pa3BUTHEM KPOBOTEUEHHUS, CIEAYeT PacCCMOTPETh BOIIPOC O BOZMOXKHOCTH
pasBuTHs npuoOpereHHOM reModuimm. IlanmmeHTEI © TOATBEPXNEHHBIM  /MArHO30M
IpuOGpEeTEHHON TeMOMUINH JOJDKHEI HAaOIIONAaThCS M JICYUTHCS CICIHATMCTAMH IO 3TOMY
3a00JIeBaHUIO H IIPEKPATUTH IIPHEM KIIOIMHAOTpena. —

HemaBHo nepeHeceHEIN HIIEMITYECKH HHCYJIBT

Hayano mepanuu

e VY manueHToB ¢ ocTpsM ManbM MU unu ¢ TUA ca'pezu{ero HJIM BEICOKOIO PHCKa JBOHAs
anTuarperagtHas Tepanus (xkiaonuporpen u ACK) moimkHa HagaThCs HE MO3AHEE YEM
gepe3 24 gaca II0CIIe TOSABICHAS CUMIITOMOB COOBITHS.

e JlaHHBIE O COOTHOIUCHHHM IIOJIB3blI U PHUCKA KPAaTKOCPOYHOU JBOHHOI aHTHAarperanTHOH
TEpaly¥ y NaIMEHTOB C OCTphIM MaibiM A wm THA CPEAHETO MIIM BBICOKOI'O pHCKaA C
BHYTpUYEPETHBIM KPOBOU3IHSIHUEM (HETPaBMaTUUECKUM) B aHaMe3€ OTCYTCTBYIOT.

o MoHoTepanusa KIONUAOrpesIoM y nmamueHToB ¢ UM, He SBISIOIMMCS MAJIbIM, AOJDKHA
HavaThcd Yepes 7 AHel mocie Hadana cOOBITHSL.

Hayuenmur ¢ HU, ne ssnsrowumcs maneim (NIHSS> 4) |

BBuny OTCyTCTBHA [aHHBIX HE pEKOMEHAyeTCs Ha3HadaTh JBOWHYIO aHTHAarperaHTHYIO
TEpaIHIo. i

Hayuenmul, neoasno nepenecuiue manviti MH unu THA cpeOnezo unu 6ulcoko20 puckd,
KOMOPbIM NOKA3AHO UNU KOMOPBIM 3GNIAHUPOBAHO 6MEUAMENTbCINEO

JlanHble B IOJNEP)KKY NpHMEHEHHsS MIBOMHOM aHTHArperaHTHOM Tepamud Y IIalHEHTOB,
KOTOPBHIM II0Ka3aHa KapOTHUIAHAS SHAAPTEPIKTOMUS WM BHYTPUCOCYIUCTAsE TPOMOIKTOMUSI, WITH
y TaIMEHTOB, KOTOPHIM 3allJaHHpOBAHBI TPOMOONHM3NC MM AaHTHKOAryJIIHTHas Teparnus,
OTCYTCTBYIOT. B  yKa3aHHBIX CHTyalusxX HE pEKOMEHAYeTCs Ha3Ha4yaTh JBOMHYIO
aHTHAIrPETaHTHYIO TEPAIIHIO.

DOyHKIHOHAIbHAA aKTUBHOCTE n30odepmenta CYP2C19

¥V nanuenToB ¢ HU3KOH akTUBHOCTHIO M30ohepMenTa CYP2C19 mpyu npuMeHeHHN KIIOMUI0rpena
B PEKOMEH/IyeMBIX [J03aX 00pa3yeTcs MEHbIIE akTUBHOLO METaboIuTa KIOMMIOTpeNna U crabee
BBIDOKEHO €ro aHTHarperaHTHOE JEHCTBHE, B CBS3H C YeM IpH IpueMe OOBIYHO
PEKOMEHIYEMBIX JI03 KJIOIHAOIpeia IpY OCTPOM KOPOHAPHOM CHHIpPOME HIIH YPECKOXKHOM

KOPOHAapHOM BMCIIATCIIbCTBE BO3MOXKHA Oomee BHICOKAsA dYacTOTa pPasBUTHAA CCPACIHO-

- COCYAHCTBIX OCHOXHEHHH, 4eM y IAlMEHTOB C HOPMAaIBHOM aKTUBHOCTHIO H30(epMEHTa

CYP2C109.
Oxwunaercs, 4To IPUMEHEHHE JEKAPCTBEHHBIX CPEJCTB, KOTOPBIE WHAYIMPYIOT aKTHBHOCTE

m3odepmenra CYP2C19, MoxeT NpHBOAUTL K YBENMYEHHIO KOHIEHTPALMHM AKTHBHOI'O
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IIPEIOCTOPOIKHOCTH HE PEKOMEHAYETCS IPUMEHSTh OJHOBPEMEHHO MOINHBIE HHIYKTODEI
modepmenta CYP2C19 u xnonuporpena. '

Nmerorcs Tectsl st onpepeneaus renotuna CYP2C19, koTopeie MOTyT OBITH UCIIOIB30BAHEI
JUIE TOMOINM B BBEIOOpe TepameBTHUecKoW crpareruu. ClieAyeT paccMOTPETH BOIPOC O
IpUMeHeHHH Oojlee BBICOKHX 03 KIOMMAOIpeNa y MNalMeHTOB C HHU3KOM aKTUBHOCTBIO
CYP2C19 (cM. paszmen «@PapMakoJOrmveckde CBOMCTBa» mozpasaen «PapMakoreHeTUKay,
pazzedn, «Criocob IpUMEHEHHS U J03bI»).

IlepexpecTHbIE aJJIePruYecKrie U/UiIH reMaTOJOTHISCKHUE pCaKNA MCIKNY THCHOITHPUIHMHAMH

V¥ nanueHTOB ciexyeT coOUpaTh aHaMHE3 Ha MPeMET UMEBIIUXCS paHee aJUICPrHYSCKUX W/HIH
reMaTONOTUIECKUX PeaKIuii Ha JApyrie THEHONMpPHINHE] (Takie KaK THKIOIMAKH, Ipacyrpe),
TaK KaK cooOIIaoch O HAIMYHU MEPEKPECTHHIX ALICPrHYCCKHX H/HIH TeMaTOJIOTHUECKHX
peaknuit MexXAy THeHonupuavHamu (cM. paspen «lloGounoe neiicTBue»). THeHOMAPUIMHBI
MOTYT BBI3bIBaTh YMEPEHHBIE U TSDKEIbIe allJIEprHYecKHe peakiuu (Takue Kak KOXKHas CHIIb,
AHTMOHEBPOTHYECKUN OTEK) MITU TeMaTOJOTHUYECKUE peéucmm (Takue KaK TPOMOOIMTONCHHUS U
Hedrponenus). IlanmmeHTB, Yy KOTOpHIX paHee HaOMIOJANNCh AaiUIEPTHYECKUe W/UIA
IeMaTOJIOTHYECKNE PeaKlUK Ha OJUH M3 IIPEenapaToB IPYNIb THEHOIHMPHAWHOB MOTYT UMETh
IOBBIIUCHHBI PHUCK pa3BUTUA NONOOHBIX peakIuii Ha Jpyro¥ mpemapar TIpPYIIIBI
THCHONMPHUINHOB. PEKOMEHIyeTcs MOHUTOPHHI IIEPEKPECTHHIX AJUICPIHYeCKUX H/HJIH
L
TEMAaTOJIOTUYECKUX pEeaKUuif.

[lo4eyHas HEOOCTATOYHOCTE

OnpiT IpUMEHEHHs KIOMUAOTpENa y TAIMEHTOB C TKEIOM II0YEYHOM HEZOCTaTOYHOCTHIO
orpanudeH. IloaToMy cieayeT ¢ OCTOPOXKHOCTBIO NPUMEHSTH KJIOHMHJOIPET Y JTOM TPYIIIEI
[aINEHTOB.

IledeHoYHAS HETOCTATOYHOCTE

MMeercsa OTpaHMYCHHBIM ONBIT NPHMEHEHHS KIOMHUAOTpeNla Y IAIUeHTOB C TSKEIBIMHU
3a00JI€BaHUSMH  TI€YEHH, KOTOPBIE MOTYT OBITh  IPEApPACIONOKEHBI K  PasBHTHIO
reMOpparu4eckoro auaresa. I1o3ToMy cienyer ¢ oCTOPOKHOCTBIO NPUMEHATH KIOMHAOTPEN Y
IOaHHOM IPYIIIBI MAlHEHTOB. '

BcnomorarensHbIe BEIECTBA

IIpenapar Knomunorpen-Oxcdopa comepkHT 1akTo3sl MOHOTHApAT. llampeHTaM ¢ peaKo
BCTPEYAIONIIMH HACNISACTBEHHBIMHU 3a00JIeBaHIAMM, TAKUMH KaK HENEPEHOCHMOCTH IaJIaKTO3bI,
nehpuIMTa JIaKTa3hl MIM CHHAPOM IVIOKO30-TANAKTO3HOM ManbabcopOuu, He CleayeT

IIPUHAMATH JAHHBIA HCKapCTBCHHBIﬁ mpenapar.

IIpenapar Knomuaorpen-Okcdopn comepXUT KacTopoBOE MAcio THAPOre€HU3HPOBAHHOE,
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BiusiHue Ha c10CcO0HOCTh YIPABJIATh TPAHCHOPTHBLIMH CPEACTBAMH, MEXaHH3MaMH

[Ipenapar Knomumorpen-Oxcdopa He OKa3bIBAaeT CYINECTBEHHOTO BIHMSHHUS Ha CIOCOOHOCTH,

HCO6XO,[[I/IMBIC LA yIIpaBJICHHUA aBTOMOOMJIEM YUIH 3aHATHS APYruMA IMOTCHIIUAJIBHO OITACHBIMHA

BHAaMH ACATCIBHOCTH. :

@®opma BeIycKa

TabneTku, MOKpHITEIE MIIEHOYHOH 0607104KO0M, 75 MT.

I[To 7, 10 wumm 14 TabneTok B KOHTYPHYIO -SYEHKOBYIO YHAKOBKY M3 IUICHKH

HNONMBUHUIXJIOPUIHOHN U (HOJIBIY ATIOMUHHEBOH.

2,4, 8 umu 12 KOHTYpPHBIX SYEHKOBBIX YIAKOBOK (II0 7 TabIETOK) BMECTE ¢ MHCTPYKIHEH Io
[}

IIPAMEHCHHUIO ITOMEIIAIOT B KAPTOHHYIO MAUKYy.

3 A 9 KOHTYPHBIX SUEHKOBBIX YHakoBOK (o 10 TabieTok) BMECTe C HHCTPYKIHEH IO

IIPUMCHCHHUIO IIOMCHIAIOT B KAPTOHHYIO ITAYKY.

1 mmu 2 xOHTypHBIE SYEHKOBHIE yMakoBKH (10 14 TabieTox) BMECTE€ C HHCTPYKIMEH IO

NPIMEHEHHUIO IOMEIIAIOT B KAPTOHHYIO IIa4KYy.
YcaoBust XxpaHeHHs

XpaHUTH B 3aIIUINCHHOM OT CBETa MECTE IIPH TeMIeparype He Beime 25 °C.

XpaHuTh B HEAOCTYITHOM JIJIS IETel MecTe.
Cpoxk rogHoCTH

3 rona.

He nipuMeHsTh 10 HCTEYEHUH CPOKa TOXHOCTH.
YenoBus ornycka

OTmyckaroT 1o perenty.

JepakaTes b perucTpanMoOHHOI0 YI0CTOBEPEHHUS:

Oxcdopn JlabopaTopus [18T.JITH., MHAMS
B-306, Kpucran Ilrasa, Heto Jluax Poyx Aunxepu (B), MymbGaii 400 053, Muus.

IIpoussoanresnb:

Oxcdopn Jlaboparopus I1et.JItx., Maaus

o b

Cypseit Ne 256/1, ITnot Ne D-19, D-20, Bwwramk: Banma, Tanyka: [lapau, muctpukt: Bancan-

396 125, Uunus
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Oprannzanust, IPHHAMAIOINAs IPeTeH3Hu moTpebuTeneit: Bxonauwmit M3 N=4235427)

IpencraBurensctBo «Oxcdopx Jlaboparopus [Ist.JITa., MHauma»
119571, r. Mocksa, yi. 26-tu bakunckux Komuccapos, 1oMm 9, odpuc 117
Ten./paxc: 8 (495) 935-81-52

I'maBa npencraBuTennCTBA

Oxc¢opn Jlaboparopus I1et. JITH,
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