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10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

Burarpuens®

PerncrpanmonHblii HOMep:

Toprosoe HanmeHoBaHue: Butarpuens®

MeskayHapogHOe HeIATeHTOBAHHOE WJIHM I'PYNIIIHPOBOYHOE HAMMEHOBAHME  KJIOIIHI0TPEl
JlexapcTBeHHas ¢opma: TaOIETKH, TOKPHITHIE TNICHOYHOIH 000I0UKOM

Cocras:

1 TabGaeTKa, MOKPHITAs INICHOYHOU 000JIOYKOM, COACPIKHUT:

delicmsylowee gewecmao. Kionuaorpena oucynbdar (B mepecyere Ha kinormumorpen 97,875 mr
(75,000 mr);

6cnomozamenvHble  8ewjecmea  (10po). LENI0I03a MHKpOKpucTaumyeckas (tum  102)
211,125 mr, manauton 58,000 mr, kpockapmeiio3a Hatpus 12,000 mMr, KpeMHHS TUOKCHT
koJutouHbIi 2,000 mr, maruus creapat 4,000 mr;

scnomozamenvHvle geujecmea (obonouxa): tneHounoe mokpeitHe WT-19022P  pososoe
(momuBuHMIIOBEIH crupT 44,000 %, makporoa 4000 12,300 %, neumtuH coeBbid 3,500 %,
tutana gauokcua 19,000 %, tampk 20,000 %, kpacutenp xkene3a okcupa kpacHwid 1,200 %)

13,475 wmr.

Onucanue

Kpyriibie, 1BOSKOBBINYKIIbIE TaOJIETKH, TOKPBITHIE TNIEHOYHON 000JI0YKONH PO30BOTO I[BETA.

(I)apMaKOTepaneBanecxaﬂ rpynmna: aHTI/ITpOM6OTI/I‘{eCKI/Ie CpeaAcCTBA, aHTHAIPETaHThl, KPOMC

remapuHa.
Koax ATX: BO1ACO04.

DapMaKoJIOrHYecKue CBOMCTBA

Dapmaxoounamuka

Knonunorpen npencrasiser co0oi MpOJIEKapCTBO, OJUH M3 aKTUBHBIX METa0O0IMTOB KOTOPOTO
ABJIIETCS. MHTMOUTOPOM arperauuu TpoMOouuTtoB. [ 0Opa3oBaHUS aKTUBHOI'O METabOJMTa,
KOTOPBII MO/aBIseT arperanuio TPOMOOLUTOB, KIOMUAOTPEN JOJKEH METa0OIU3UpOBATHCS C
nomoIplo u3odepMeHToB cuctembl muroxpoma P450 (CYP450). AKTUBHBIA MeTaOOIUT
KJIOTMJIOTpeNia CEeJIEKTUBHO WHTUOUpyeT cBs3biBaHue aneHo3uHaudocpara (AAD) ¢ P2Yi
perenTopoM TPOMOONHUTOB U mocieayomyo AJld-omocpenoBaHHYI0 aKTHBAIMIO KOMILIEKCA

GPIIb/Illa, mpuBOAsS K MOJABJIEHHUIO arperanud TpoMOouuToB. braromapst HeoOpaTHMOMY
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BCEro OCTABIIETOCS CpOKa CBOEH >KW3HM (mpubimusutenpbHO 7-10 mgHEH), a BOCCTaHOBIICHUE
HOpMaJIbHON (DYHKIIUU TPOMOOITUTOB HMPOMCXOJUT CO CKOPOCTBHIO, COOTBETCTBYIOLIEH CKOPOCTH
OOHOBJIICHUS] TPOMOOIIUTOB.

Arperaiust TpOMOOILIMTOB, BbI3BaHHAs arOHUCTaMM, OTIIMYHBIMU 0T AJID, Taxke MHrHOUpyeTcs
3a c4eT OJIOKaJ(bl YCHIICHHOM aKTHBAIIMH TPOMOOIIMTOB BhICBOOOXKIaeMbIM A J[D.

Tak kak oOpa3oBaHME AKTUBHOTO META0OIMTA MPOUCXOAUT MPH TOMOLIM H30(PEPMEHTOB
cucrteMsl nuroxpoma P450, HeKoTOpbIE U3 KOTOPHIX MOTYT OTJIMYAThCS MOJIUMOP(U3MOM HIIU
UHTUOMPOBATHCS JPYTMMH IIperaparaMHd, HE Y BCEX MAIMEeHTOB BO3MOXHO aJ€KBaTHOE
MHIMOMPOBAHUE arperauyd TpoOMOOLIUTOB.

[Tpu exenHEeBHOM IpUeMeE KJIIONMUJOTpesia B 103UpoBKe 75 Mr 1 pa3 B CyTKM ¢ IEPBOIO XKe JTHS
npremMa oTMeuaeTcs 3HauuTenabHoe nojasinenue Ald-unaynupyemoil arperauu TpoMOOLIUTOB,
KOTOpOE IIOCTENEHHO YBEIMYMBACTCS W 3aTe€M, B HHTEpBale MeX1y 3 U 7 JHEM IpHeMa,
BBIXOJIUT Ha IIOCTOSIHHBIM ypOBEHb (IIpU JOCTH)KEHHHM PpABHOBECHOIO COCTOsIHMS). B
PaBHOBECHOM COCTOSTHUH arperarusi TpoMOonuToB mojaasisiercs: B cpeaneM Ha 40-60 %. ITocne
IpeKpallleHus] NpueMa KIOMUJOorpeNna arperanuss TpOMOOLMTOB U BpeMs KpPOBOTEUEHUS
IOCTENEHHO BO3BPAILAIOTCS K HCXOAHOMY YPOBHIO, B CpPE/IHEM, B T€UEHHUE 5 1HEH.

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

be3onacHocTh U 3 PEKTUBHOCTH KIOMHUAOTpENa OLEHUBAINCH B 7 JBOMHBIX CIIEHBIX
uccnenoBanusax ¢ yuyactueMm 6onee 100 000 manmentos: uccienoanue CAPRIE, cpaBHeHue
kionugorpena ¢ ACK, a taxxe uccnenoanus CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A, B KOTOpBIX CpaBHUBAJIM KJIOMUIOTPEN C Iuianedo; 00a JeKapCTBEHHBIX
npemnapara, Ha3Hayaiuch B komOuHaumu ¢ ACK u npyroit ctaniapTHo# Tepanueii.

Heoasno nepenecennviii  ungpapkm muoxapoa, HeOA6HO NEPEHeCeHHblll  UHCYIbMm U
ouaznocmuposantoe 3abonesanue nepugepuieckux apmepuii

B nccnenosanne CAPRIE Opumn BkItoueHbl 19 185 mamueHToB ¢ aTepoTpoM0030M, KOTOPHIHA
MpOSIBUJICS. B BHJE HENABHO MEpeHEeCeHHOro wuHdapkra Muokapnaa (<35 naHei), HeTaBHO
NIEPEHECEHHOr0 MILIEMUYECKOr0 MHCYJbTa (0T 7 JHEH 10 6 MecsleB) WM yCTaHOBJIEHHOTO
3a0oneBanusa nepudepuueckux aprepuid (3[TA). IlanumeHTsl OBUIM PaHAOMHU3UPOBAHBI IO
rpynmnam, rnojy4aBIiuM KJIOMUIorpen B cyTouHoil no3e 75 mr, win ACK B cyTouHoii no3e 325
MT, U OCTaBaJMCh 0] Habo/leHneM B TeueHue oT 1 roaa ao 3 ner. B moarpymnmne nanueHTos,
nepeHecnx MHQPapKT Muokapzaa, 0oJbIIMHCTBO NanueHToB nonydain ACK B TeueHue mepBbIx
HECKOJIBKMX JIHEH mocje ocTporo MH(papkra Muokapnaa. Kiomuaorpen 3HauMTENbHO CHHXKAI
YacTOTy HOBBIX HIIEMHYECKHX COOBITUN (KOMOMHHpOBAaHHAs KOHEYHash TOYKa - HMHGApKT

MHUOKapJla, MIIEMUYECKUIl HHCYJIBT U COCyIOUCTas cMepTh) mo cpaBHeHHo ¢ ACK. Ananus
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kionuaorpenom (5,8 %) u ACK (6,0 %).

[Tpu ananmu3e NOATrpyNN ¢ MPUMEHEHHEM KaueCTBEHHON OLIEHKU COCTOSHUS (MH(pApKT MUOKapAaa,
umemudeckuii MHCYIbT U 3I1A) HamGonemuii »ddexT Tepanuu HAOMOMANCA Yy TAIMEHTOB,
BKJIIOYEHHBIX B HccineqoBanue B cBsa3u ¢ 3[IA (ocobeHHO TeX, y KOro B aHaMHe3e ObLT MH(APKT
MuoKapa) u 6osee cnadbiit 3pdexr (HesnauntenpbHO oTmuaronmiicss or ACK) y manueHros,
NIEPEHECHINX HHCYJBbT. Y MalMEHTOB, BKJIIOUYEHHBIX B HCCIIEJOBAHME TOJIbKO HAa OCHOBAaHUU
HE/IaBHO [IEPEHECEHHOro HH(apKTa MHOKapjAa, pe3yJbTaT B TIpyle Kionujaorpensa Obul
YHCIEHHO XYK€, HO craTtuctudecku He otiaudaica or ACK. Kpome Toro, ananus noarpymni no
BO3PACTY MO3BOJISIET MPEAINOI0KNUTE, YTO OJaronpusATHBIN 3((GEeKT KIOnuIorpena y nanieHToB
ctapuie 75 neT Obl1 MEHEe BBIPaKEH, UEM Yy MAlMEHTOB B Bo3pacte <75 JeT.

Ocmpulii KOPOHAPHBII CUHOPOM

B uccnenopanne CURE Obuto BKItOUeHO 12 562 manueHTa, NepeHeCInX OCTPhIM KOPOHAPHBIN
cunapom Oe3 mogbema cermenta ST (HecTaOwWiIbHAs CTEHOKapus Wi WH(MApPKT MUOKapaa 6e3
3yboma Q), y KOTOpBIX B TEYCHHE MOCICAHMX 24 4YacOB MOSBHIACH 00Jb B 00JacCTH TPYIHOU
KJIETKM WM CUMITOMBI, YKa3blBalollue Ha wuuieMuto. s BKIIOYEHUS B MCCIIEJOBAHUE
TpeboBasoch, 4yTOOBl y mauueHToB ObuM J1O0 u3MmeHeHus OKI', ykaspiBaroliue Ha HOBBIE
UIIEMUYECKUE SBJICHUS, JIMOO TOBBINIEHHBIA YPOBEHb Kapaumo(epMeHTOB, MO0 YpOBEHb
tportonnHa | win T, mo kpaiiHeill mepe, B 2 pa3a NpPEBHIMIAOMINNA BEPXHUM Hpeaes HOPMBI.
[TatveHTH! OBLIM PaHIOMM3MPOBAHBI B TPYIIIBI JICUEHHUs KIOMHIOTPENIoM (Harpy3ouHas 103a
300 wmr, 3atrem 75 mr/cytku, N = 6 259) umu miane6o (N = 6 303), koTopble NPUHUMANU B
koMOuHammu ¢ ACK (75-325 mr 1 pa3 B CyTKH) U JAPYTMMHU CTaHAAPTHBIMU MpernapaTaMu.
[TarueHTsl MoOdy4alu JiIeYeHHE B TEUYEHHE Nepuoja IMTENbHOCTBIO 10 OAHOro rojaa. B
uccnenoauun CURE 823 mnaunwmentra (6,6 %) mnonyyaaum COMyTCTBYIOIIYI —TEpaIuio
antaronuctamu peuentopoB GPIIb/IIla. T'emapun BBogwnu OGomnee yeM 90% manueHTOB.
ConyrtcTBylolas Tepanusi renapyuHOM HE OKa3blBajla 3HAYMMOIO BIUSHUS Ha OTHOCUTEIIbHYIO
4acTOTY Pa3BUTUS KPOBOTEUEHMH MIPH NMpUEME KIONUAOrpena U miamedo.

KonnyecTBOo manueHToB, y KOTOPBIX Oblla MEpBUYHAs KOHEYHAs TOYKa (CMEPTh OT CepJeyYHO-
cocyaucthbix 3aboneBanuii (CC3), undapkr muokapaa (MM) unu uncynbt), cocraBmino 582 (9,3
%) B rpynme, nonyvasmei kinonuaorpen, u 719 (11,4 %) B rpynmne, nonyvasiieit miamnedo, a
OTHOCHUTEINIbHBIN pucK Obul cHUKeH Ha 20% y rpyIibl, MOody4yaBiled KiIonuaorpen (CHUKEeHUe
OTHOCHUTEJIBHOTO pucCKa Ha 17% Ipu KOHCEPBAaTMBHOM JIEUEHUHM IALMEHTOB, Ha 29% mnpu
BBINOJIHEHUH YPECKOXKHOM TpaHCIIOMHHANBbHOM KopoHapHoM anruomactukun (UTKA) co
cteHToM mian 0e3 Hero u Ha 10 % mnpu BeimonHenun AKII). [locne 3 mecsneB neueHus

MpEeuMYyIIecTBO, HabmonaBmeecs B rpymnme kionuaorpen + ACK, Oonbline He yBETUIHBAIOCH, B
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TO BpeMs KaK pUCK KPOBOTECUEHHSI COXPAHSIICS.

KonnyecTBO ManMeHTOB ¢ KOMOMHHMPOBAHHOW TNEPBUYHON KOHEUHOW TOYKOW (CMEpTh OT
CepACYHO-COCYTUCTHIX 3a00JIeBaHui, WH(APKTOM MHUOKapia, MHCYJIbTOM WIH pedpakTepHOU
uniemueii) cocraBuio 1035 genosek (16,5 %) B rpynne, nomyvaBmield kimomnuporpen, u 1187
(18,8 %) B rpymnmne, nonyvasiiei miane6o. BnusHus Ha 4acTOTy MOBTOPHBIX TOCIUTAIN3ALNN MO
MOBO/IY HECTAOMJIBPHOM CTEHOKApAUU HE HAOII0AaI0Ch.

[TonoxwurensHble YPQPEKTh], HAOMIONAEMbIE TIPU MPUMEHEHHH KIIOMUOTpeNa, HE MU3MEHSIINCh
OpU KPaTKOBPEMEHHOM WM JUIMTEIbHOM MPUMEHEHUU JPYTUX CepAeUHO-COCYAUCTHIX
npenaparoB (takux kak remapun/HMI', antaronucter GPIIb/Illa, runomunuaeMuveckue
npenapatsl, OeTa-O0mokatopbl W HMHTHOUTOPHl AIID). DPPeKTHBHOCTH KIOMUAOTpENa HE
3aBucena ot 1036l ACK (75-325 mr 1 pa3 B cyTkn).

VY manueHTtoB ¢ OCTpbIM HH(apKTOM MHOKapaa ¢ moabemoMm cermeHTa ST Oe3omacHOCTh U
3¢ exTUBHOCT,  KJIOMUAOrpeNa OIEHMBAlach B 2  PaHJIOMHU3UPOBAHHBIX  IUIale6o-
KOHTPOJIMPYEMBIX TBOWHBIX cienbiX uccienoBanusx CLARITY u COMMIT.

B uccnenoBannu CLARITY yuactBoBan 3491 mamueHt, KOTOpbIE MOCTYNUIM B CTallMOHAp B
TeyeHue 12 yacoB mocie pa3BuTHs UH(]apKTa MUOKapaa ¢ nmoabeMoM cermeHTa ST U KOTOpBIM
ObLJ1a MoKa3aHa TpoMOoJIUTHUYECKas Tepamnus. [lanuenTsl nony4anu kionuaorpen (Harpy3ouHas
no3a 300 mr, 3atem 75 mr/cyt, n = 1752) unu miane6o (n = 1739), o6a B kombunanuu ¢ ACK
(or 150 mo 325 wMr B KayecTBEe HArpy304HOW [03bI, 3aTeM OT 75 po 162 wr/cyr),
(GuOpHHONUTHYECKUI TpenapaT U, NpU HEOOXOIUMOCTH, renapuH. [lanueHToB Habmomamu B
teyeHue 30 auell. IlepBHYHON KOHEUHOM TOUYKOM SIBIAJIOCH HAIWYME OKKIIO3MUM B MH(APKT-
CBSI3aHHOM KOPOHApHOM apTepuM HA aHTMOTpaMMe Iepe] BBITACKOW, CMEPTh WIHM ITOBTOPHBIN
uH(papKTa MHOKapja /10 MPOBEACHNUS KOpoHapHOU aHruorpaduu. J{ins nanueHToB, KOTOPHIM He
OPOBOJWIACH aHTHOrpadus, NEpBUYHOM KOHEYHOH TOUYKOM Obula CMEpTh MM PEelUIUB
uH(papKTa MHOKap/ia KO JHIO 8 WU K BBIITUCKE U3 OOJIBHUIIBI.

[Tarnanuare mponeHtoB (15,0 %) mamuenToB B rpynme kionuporpena u 21,7 % B rpymnme
mianedo JOCTUINIM TEPBUYHONM KOHEYHOM TOYKH, 4YTO NpPEACTaBiseT €000l abConoTHOE
CHI)KEHHE Ha 6,7 % W pasHULly CHWXKEHUS B 36 % B MOib3y KJIONUAOTpena. ITO B OCHOBHOM
00yCJIOBJICHO YMEHBIIEHHEM OKKIIO3MM B HH(APKT-3aBUCHMBIX KOPOHAPHBIX apTepusix. ITO
MPEUMYIIIECTBO OCTABAJIOCh MMOCTOSSHHBIM BO BCEX MPEIBAPUTEIHLHO OINPEAETICHHBIX MO BO3PACTy
U M0y, JIOKanu3aluu HH(PapKTa U TUIY HCMHONb3yeMoro (GpuOpHHOIMTHKA WM TenapuHa
NOArpynmnax nanueHToB.

UccnenoBanne COMMIT ¢ dakrtopubiM au3aiiHom 2x2 Brioyano 45 852 manuenra,
NOCTYNUBUIMX B TeYeHHE 24 YacoB C MOMEHTa MOSIBICHHS CHMITOMOB I10/103P€BAEMOTO

uH(papKTa MUOKap/a, YTo MOATBEpkAanoch oTkioHeHUs MU Ha DKI' (T.e. mogbeMoM cerMeHTa

4
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ST, camxenueM cermeHTa ST winu 610KamoN NEBOM HOM;I':;TJEAP EA_)EEIEEII:I‘—EIHIB? Ho g anu

kiorrorpen (75 mr/cytku, n = 22 961) wmu mnane6o (n = 22 891) B kombunaiuu ¢ ACK (162
MI/CyTKM) B TedeHHe 28 JHeW WM A0 BBIIUCKH U3 OoJbHHUIEI. KoMOMHHMpPOBaHHBIMHU
NEPBUYHBIMH KOHEYHBIMUA TOYKAMH OBLTU CMEPTH MO JIF000M MPUYKUHE U Pa3BUTHE MOBTOPHOTO
uH(papKTa, HHCYJIbTa WK cMepTh. [lomynauusa Briatovana 27,8 % xeHmuH, 58,4 % nanueHToB B
Bo3pacte 60 et u crapiie (26 % > 70 ner) u 54,5 % MaMEHTOB, MOTYYaBIIUX (GUOPUHOIUTHKH.
Knonuaorpen 3Ha4UTENIbHO CHUKAJ OTHOCUTENBHBIN PUCK CMEPTH I10 JII000H npuynHe Ha 7 % u
OTHOCHUTEJIbHBIN PUCK KOMOWHALIMK MOBTOPHOTO MH(pAapKTa, HHCYJIbTa UM cMepTH Ha 9 %, uTo
coctaBisuio abcomoTHoe cHkenue Ha 0,5 % u 0,9 % cooTBeTCTBEHHO. DTO MPEUMYIIECTBO
OCTaBaJIOCh IIOCTOSIHHBIM JUIsl TPYMII HAllMEHTOB Pa3HOIo BO3pacTa, 10J1a, NPUHUMAIOIINX WU
HE MPUHUMAIOMINX (UOPUHOIUTHKH, U HaOII0JalIach yke uepe3 24 yaca.

ﬂeBCKCl]ZCluM}Z MH2M6MmOD06 peuenniopoe P2Y12 6 _mepanuu ocmpoco KOPOHAPHO2CO CquDOMG

[Tepexon ¢ Tepanuu MOLIHBIM MHIMOUTOpOM perentopoB P2Y 12 Ha jgeueHHe KIOMUAOTPesoM B
coueranun ¢ ACK mocne 3aBepmieHust octpoii ¢aszpl octporo mHpapkra muokapaa (OMM)
U3ydajucsi B JIBYX PpaHIAOMHU3HPOBAaHHBIX HWHHUIMMPOBAHHBIX MCCIEAOBATEIEM KIMHUYECKUX
uccinenoBanusx (TOPIC u TROPICAL-ACS).

B pannomMu3npoBaHHOM OTKPBITOM KiMHHUYecKkoM HccienoBanuu T OPIC npunumanu ydactue
nanuentsl, nepeHecmre OWM, KOTOphIM  BBIONHSUIOCH  YPECKOXKHOE  KOPOHApHOE
BMeniarenscTBO (UKB). [TanuenTst, nomyyaBmme ACK u ogun u3 6osiee MOIHBIX HHTMOUTOPOB
peuentopoB P2Y12, y KOTOpBIX HE pa3BUIIMCh HEOJIArONpUATHBIE COOBITHS B TEUEHHE OJIHOTO
Mecslla, WM ObUIM TepeBeAeHbl Ha Tepanuio ¢ukcupoBaHHoil komOuHanumeit ACK wu
KJonujaorpena (nesckananus JBOHHOW aHTUTpomOoruTapHoil Tepanuu (HAT)) wunm
IPOJOKUIIM IPUHUMATh paHee Ha3HaueHHbIe npenapatsl (HemzmeHHas J{AT).

CoObITHs, BKIIOUYEHHbIE B KOMOMHUPOBAHHYIO IEPBUYHYIO KOHEYHYIO TOYKY (CMEepTh OT
OCIIO)KHEHUH  ceplaedyHo-cocyaucThix  3abomeBanmii  (CC3),  WHCYNBT,  JKCTpEHHas
peBacKyJsipu3alys M KpOBOTEUEHUS TUNA 2 WM Ooyiee TsKesble KPOBOTEUEHHS IO IIKalle
BARC (MccnenoBarenbCkoro akajeMU4eckoro KOHCOPIIMyMa 10 KpOBOTEUEHHSIM)), Yepe3 OJIUH
roj nocine nepeneceHHoro OMM Obutu 3apeructpupoBansl y 43 u3 322 nauuentos (13,4 %) B
rpynne nedckananuu JJAT u 85 manumentoB u3z 323 (26,3 %) B rpynmne neusmennoit JJAT (p <
0,01).

CraTtucTU4ecky 3HauMMOE pa3jMuyhe B OCHOBHOM OOYCJIOBJIEHO COKpAIlleHHEM KOJIHYecTBa
CllydyaeB KpPOBOTEUEHHsI, B TOM YHUCIIeé KPOBOTeUeHHH, KoTopble mo mmkaie BARC Oonee umu
paBHbI 2 (4% B rpynne nesckananuu u 14,9% B rpynmne, nonyyasiiei HemsmeHeHHYy0 JIAT),

MIPU 9TOM HE HAOIIOJANOCh CYIMIECTBEHHBIX PA3JIMUMN B YaCTOTE MIIEMHYECKUX OCIOXHEHUHU (p

= 0,36).
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B panmomMusupoBaHHOE OTKPHITOE KIMHHYEEKOE Hd&é%ﬂ%gE'T%@A'LTRdS U

BKItoueHbl 2610 mammentoB ¢ OVIM, mOATBEpKICHHBIM aHAIM30M Ha OMOMAapKephl, MOCIe
nposenenuss YKB. [NanuenTs! ObUIM paHIOMU3UPOBAHBI B TPYIIIBI IS TIOJyYEHHs! IIpacyrpena
(mam 0-14) wnm npacyrpena (nau 0-7), a 3ateM kionuaorpena (aau 8-14) B komounaimu ¢ ACK.
Ha 14-ii nenn Obuta mpoBeeHa orneHKa PyHKIUU TpoMOOMTOB. [TaMeHThl U3 epBOM TPYIIITBI
TEpanuu TOJILKO IPacyTrpesioM MPOA0IIKAIM IPUHUMATh ITpacyrpen B TeueHue 11,5 mecsua.

VY manueHTOB W3 TPYIIBI 3aMEHBI Tepanuy ObUT BBITIOJHEH aHAJIM3 HAa BBICOKYIO PEAKTHBHOCTH
tpombonutoB (BPT). ITanmentsl ¢ BPT > 46 exunui OblIM CHOBa MEPEBEICHBI HA TEPAITHIO
npacyrpesioM, KoTopyrw nojydainu B TeueHue 11,5 mecsua. Ilaumentsl ¢ BPT < 46 enunun
MPOJODKIIIN JICUCHUE KIIOMHUAOTPENoM B o3¢ 75 mr/cyTku B TeueHue 11,5 mecsama. Takum
o0pa3om, B rpynie ynpapiasieMON 3aMeHbl Tepanuy MalUeHThl oy4anu win npacyrpen (40 %)
win kinonuporpen (60 %). Bce mammentsl momyuanu ACK, mocnenyroinee HaOnoaeHue
MPOJI0IHKANIOCHh B TEYEHHE OJHOTO TO/a.

[lepBuyHas KOHEYHAsE TOYKA BKIIOYajga KOMOWHAIMIO CEPACYHO-COCYIUCTON CMEPTH, HH(pApPKTa
MHUOKap/la, UHCYJIbTa U KPOBOTEUEHUS TUNA 2 WM OoJiee TSAXKEJble KPOBOTEUEHHUS IO IIKaJe
BARC. HccnenoBanue mnpoAeMOHCTPUPOBAIO OTCYTCTBHE Pa3WYUi MEXIy TpYINIaMy IO
MEPBUYHON KOHEYHOW TOYKE MO KpuTepHro non inferiority. Ympapnsemas 3ameHa Tepanuu He
IpuBeJia K TIOBBIIIEHHUIO PHUCKA pa3BUTHSA HIIEMUYECKUX OCHIOXHeHuM (2,5 % B rpymnmne
nesckanauuu 1 3,2 % B KOHTPOJBHOW TPYIINE), a TAK)KE YacTOThl KPOBOTEUEHUH THIA 2 WU
6onee no mkane BARC.

JNeounas aumumpombouumapnas mepanusi (HAAT) npu ocmpom manom MU wnu THA cpednezo

UJld 8bICOKO20 pucka

Ouenka JJAT B koMOuHauuu c kinonuporpenoM u ACK ¢ nenpio npo@uiiakTUKH HWHCYJIbTa
nocisie octporo manoro MM nimu THUA cpeaHero minm BeICOKOTO pUcKa MPOBOAMIACH B XOZE ABYX
pangomusupoBanHbix Hccnenoanuii: CHANCE u POINT — ¢ momydeHueMm JaHHBIX 110
UCXoAaM JUIsl KIIMHUYECKOHN 0e30nmacHOCTH U 3()PEKTUBHOCTH.

UccnenoBanne CHANCE (npumenenue knonudoecpena y nayuenmos ¢ 6blCOKUM PUCKOM
Passumust OCMpuix HapyUeHull M03208020 Kpo8oOOpaujeHus 6e3 UuH8AIuOU3ayuu).

B 3TOM paHI0MHM3MpPOBAHHOM JIBOMHOM CIIEIOM MYJIBTHIIEHTPOBOM IL1a1e00-KOHTPOIHPYEMOM
KJIIMHAYECKOM HccieoBaHun npuHsiM ydactue 5170 mamumentoB u3 Kutas ¢ ocrponn THUA
(onenka ABCD? >4) um octpeivM MansiM urcynbToM (NIHSS <3). TlanumenTs! B 06enx rpymmax
B 1-i1 nenp momyumin no3y ACK B OTKpeITOM pexume (BeTMYMHA JI03bI BapbHpOBAlach B
nuanaszone ot 75 go 300 wMr, o3y ycraHaBiMBan Jiedamuii  Bpad). IlamueHTsi,
paHIOMU3HUPOBaHHbBIE B Ipynny npuMmeHeHus kionugorpena u ACK, momydusian Harpy3o4Hyro

o3y 300 mr B 1-i1 neHb, mociae 4ero nmoyiydasld KIIONMUIOTpen B fo3e 75 mr 1 pas B CyTKH B
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co 2-ro gHsa mo 21-i AeHb BKIIOUMTENbHO. [lallMeHTHl, pPaHIOMHM3UPOBAHHBIE B TPYIIy
npumenenus ACK, momydanu miane6o-Bepcuo Kionuaorpena B nepuoa ¢ 1-ro anast mo 90-i
nenb BimrountenbHo U1 ACK B 103e 75 mr 1 pa3 B cyTku B niepuoj co 2-ro aHs 1o 90-i neHn
BKJIFOUUTENBHO.

[lepBuyHON KOHEUHOW TOUYKOH A(PPEKTUBHOCTH SBISAJICS HOBBIM Cilydail HMHCYJbTa
(MILIEMUYECKOr0 WM remMopparudeckoro) B nepsbie 90 anei mocne octporo mainoro MU mmm
TUA Bbicokoro pucka. Takue ciiydad ObUIM 3aperucTpupoBanbl y 212 manuentoB (8,2 %) B
rpynne npumeHenust kimonuporpena u ACK mo cpaBuenuto ¢ 303 maumentamu (11,7 %) B
rpynne npumenenus ACK. Caygan MU nHaGmromanuce y 204 mamuentoB (7,9 %) B rpymme
npumenenus kinonugorpena u ACK mno cpaBuenuro ¢ 295 mamumentamu (11,4 %) B rpynme
npumeHeHnss ACK. I'emopparndeckuii MHCYNbT CIydwics y 8 MAallMEHTOB B KaXJOH U3 ABYX
rpynn uccienoBanus (0,3 % B kaxaoi rpymnme). CpenHeTsKEN0e Wi TSKeI0e KPOBOU3IUSIHUE
Habmoganocek y 7 mamuentoB (0,3 %) B rpynmne npumenenus kionumorpena u ACK m y 8
nanueHToB (0,3 %) B rpynne npumenenus ACK. Yactora pa3BuTHs KpOBOTEUEHUI COCTaBUIIA
2,3 % B rpynne npumeHeHus kiaonuporpena u ACK no cpaBuenuto ¢ 1,6 % B rpynme
npumeHenus ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayuenmos ¢ HOBbIMU CLYYAIMU
THA unu manoco uwemuyecko2o UHCyibma)

B sToM paHI0MH3MpPOBaHHOM JBOMHOM CIENOM MYJIbTHLEHTPOBOM ILIALE00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HCCIIEJOBaHUM NPUHIM ydactue 4881 manueHTOB M3 pa3HbIX CTpaH C OCTPOM
TUA (onenka ABCD? >4) umu octpeiM Manbiv uHCyIToM (NIHSS <3). Bee manueHTs B 06enx
rpynnax nomydanu no3y ACK B OTkpeIToM pexume B mnepuoj ¢ l-ro nHga no 90-i1 aeHb
(BenmMuuMHA 103kl BapbUpoOBaJiach B AuanazoHe oT 50 go 325 wmr, 103y yCTaHaBIMBAJ Jeyallui
Bpau). IlanueHTsl, paHAOMHU3UpPOBaHHbIE B TPYIMIy NPUMEHEHHUS KIOMUAOTpesa, MOTyYHIn
Harpy3ouHyto 1103y kiaonujporpena 600 mr B 1-ii 1eHb, Mocie 4ero moJiyyaiad KIOMHMIOTpeN B
no3e 75 mr 1 pa3 B CyTku B mepuon co 2-ro aHsA 1no 90-i AeHb BKIIOUUTENHHO. [larueHTs,
pPaHIOMHU3MPOBAaHHBIE B TPYNIy NpUMEHEHus Iuianebo, Nody4yanu IUIane6o-BepCcHio
KJonuaorpena B nepuoa ¢ 1-ro qus no 90-i 1eHp BKIIOUUTENBHO.

[lepBuuHOil KOHEUYHON TOYKOM A(PGEKTUBHOCTH  SBJISUIACH KOMOHMHAIMST  MAacCCHBHBIX
uniemuueckux ocnoxHeHuit (MU, uHapkr Muokapna Wi JeTaabHBIH HCXOJ B pe3ysbTare
UIIEMHUYECKOTO  COCYAMCTOro  oclokHeHus) K 90-my gnro. Takue ciaydanm Obuin
3apeructpupoBanbl y 121 manumenta (5,0 %) B rpynne npumenenus kinonuaorpena u ACK mo
cpaBHeHHIO ¢ 160 mauuentamu (6,5 %) B rpymnme npumenenus tonbko ACK. MU, senstommiics

BTOPUYHOW KOHEYHOW TOukoW, HaOmiomancs y 112 mnauuentoB (4,6 %), mNoIyyaBHIMX
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knonuporpen 1 ACK, no cpaBHenuio co 135 nauné%ﬁ&,EwégﬂMukéK 63 %).

Bonpiioe kpoBoTeueHUe, SBISAIONICECS NMEPBUYHON KOHEYHON TOYKOW OIEHKH O€30MacHOCTH,
ciayuuinoch y 23 u3 2432 nanuenTtos (0,9 %), nonyvasmux kinonuaorpen u ACK, u'y 10 u3 2449
naruenToB, nomydaBmux ACK (0,4 %). HesnauutenbHoe KpoBOW3IUSHHUE ciyuuiock y 40
narueHToB (1,6 %), nomyyaBmmx kiaonugorpen u ACK, u y 13 nanuenTos, nomyuyaBmmx ACK
(0,5 %).

Ananuz nepuooa deticmeusi npenapamos 6 pamxax uccieooganuti CHANCE u POINT

He Ob110 mpeumytecTBa B ToM, 4ToObI npoaoxkate JJAT Oonee 21 aus. Knuaudeckas mosbp3a
ot nponowkenus AT Oonee 3 Hemenb nMpoaeMOHCTpUpOBaHa He OblIa. Llenpio pacnpenencHus
MAaCCHUBHBIX HIIEMHUYECKHUX OCJIOKHEHUN U CIIy4yaeB MAaCCHUBHOTO KPOBOM3JIUSHUSA IO TpyHiam
JICYCHUsI B TEPHOJIC JCHCTBUS TpPEMapaToB ObLI aHAIW3 BIUSHUS KPATKOCPOYHOTO TEpHOjIa
neuicteus JIAT.

Quobpunnayus npedcepoutl

B xone kmmanaeckoro uccienopanus ACTIVE-A nokazaHo, 4To y NanueHToB ¢ GuopuiuIsuen
npencepanii, KOTOpble HMMEIH, KaK MUHHUMYM, OJUH (aKTOp pHUCKA PAa3BUTHS COCYIHUCTHIX
OCIIO’)KHEHUH, HO OBLTM HECIIOCOOHBI MPUHUMATH HEMPSMbIE aHTHUKOATyJISHTHI, KIOMUIOTPEN B
couetanuu ¢ ACK (mo cpaBHeHuU1o ¢ nmpruemoM Tosibko ogHoii ACK) ymMeHbIIan yactoty BMecTe
B3ATBHIX MHCYJIbTA, HWH(ApKTa MHOKapaa, CHCTEMHOH TpomMO03MOOIMH BHE IICHTPAIbHON
HepBHOU cucteMbl (IIHC) umu cocymucToit cmMepTH, B OOJBINEH CTENIEHH 32 CUET YMEHBIIICHUS
pHUCKa pa3BUTHUS UHCYJIbTA.

OddexTuBHOCTH MpHemMa kionuaorpena B couetannu ¢ ACK BbIABIATIACH paHO U COXPAHATIACH
0 5 yer. YMeHbIIEHHWE pPHUCKAa KPYMHBIX COCYAUCTBIX OCIOXHEHHH B TPYIIE MalMeHTOB,
MpUHUMAaBIIKX Kionuaorpen B couetanun ¢ ACK, Ha0ir01a10ch B OCHOBHOM 32 CYET OOJIBIIETO
YMEHBIIICHUS YacTOThl MHCYJIbTOB. PHCK pa3BUTHS MHCYNbTa IIOOOW TSDKECTH MPH TpUeMe
knonuaorpena B coueranuu ¢ ACK cHikancs, a Takxke HaOMoaanach TEHACHIMS K CHUKEHHIO
YaCTOTHl pa3BUTUA WH(MApPKTa MUOKapJa B TpPYIIe, MOJyYaBIICH JEUYCHHE KIOMUIOTPEIOM B
couetanun ¢ ACK, HO He HaOmoganock pa3nuuuid B yactote TpomOosMOoimii Bae [THC nnu
cocynuctoit cmeptu. Kpome atoro, npuem kionugorpena B coueranuu ¢ ACK ymenbian obiee
KOJIMYECTBO JIHEW FOCIUTAIIU3AIUHI IO CEPACYHO-COCYIUCTHIM IPUUUHAM.

DapmakoKkunemuxa

Bcacviganue

[Tpr 0 HOKPAaTHOM M TIOBTOPHOM MpHEME BHYTPh B J03€ 75 MT' B CYTKH KJIOMUAOTPEN OBICTPO
BCACHIBAETCA.

Cpennee 3HaueHMe MakcUMaidbHOM KOHUEHTpauuu (Cmax) HEM3MEHEHHOTO KIIOMHIOTpeNna B

miasMe KpoBu (mpuOIM3UTENbHO 2,2-2,5 HI/MI MOC/E MpHeMa BHYTPb pa3oBOil 103bl 75 Mmr)
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JIOCTUTAETCS TPUOIU3UTEIBHO Yepe3 45 MUH mcie npd%ﬂg&gﬁﬁ-rﬁgl EJJL'I;I'BIL%IJCI'c'p@uHH

MeTabOJIMTOB KIOMUIOTPENa Yepe3 MOUKH ero abcopOius cocrapmsieT mpudnusutensHo 50 %.
Pacnpeodenenue

In vitro wionmumorpea M ero OCHOBHOM HUPKYJIUPYIOIIUA B KPOBH HEAKTUBHBIH METaOOJIUT
o0paTuMoO CBS3bIBAIOTCS ¢ OenkaMu mia3Mbl KpoBU (Ha 98 % u 94 %, COOTBETCTBEHHO), U
JaHHAs CBS3b SIBIISICTCS HEHACKHIIAaeMO 10 KoHneHTpamuu 100 mr/mi.

Memabonusm

Kionumorpen MHTEHCHMBHO MeTaboiu3upyercs B medend. In Vitro u in vivo kiomumorpen
MeTaboMM3UpPyeTCs ABYMS MyTSMU: TIEPBbIN OCYIIECTBISETCS C MOMOILBIO 3CTepa3 U MPUBOIUT K
THIPOIHM3Y KJIONHIOTpeNa ¢ OO0pa3oBaHMEM HEAKTUBHOTO IPOU3BOJHOTO KapOOKCHIIbHON
KHCTIOTHI (85 % OT MUPKYJIUPYIOMUX METa0OIMTOB); BTOPOU MYTh OCYIIECTBISICTCS ¢ TIOMOIIBIO
n3odepmenToB nuroxpoma P450.

[lepBoHayanbHO KJIONUAOTPENT METabONMM3UPYETCs N0 2-OKCO-KJIOMUIOTpena, SBISIOLIErocs
IPOMEXYTOUHbIM MeTabosnuToM. [locnenyromumii MeTaboau3M 2-0KCO-KIJIOMUI0Tpeia MPUBOIUT
K OO0pa30BaHMIO AaKTHBHOTO MeETa0ONUTa KIOMHAOTpeNa - THOJIBHOTO MPOU3BOIHOTO
KiIonuaorpena. In vitro aToT akTuBHBIN MeTabOIUT 00pa3yeTcs, IIIaBHbIM 00pPa3oM, C TOMOIIBIO
uzopepmenta CYP2C19, HO B ero o0pa3oBaHHMM TakKe YUYaCTBYIOT HEKOTOpBIE ApyTue
uzopepmentsl, BkIodas CYP1A2, CYP2B6 u CYP3A4. AKTHBHBIA THOJIBHBI METa0OJIUT
KJIOMHIOTPeNia, BBIICIICHHBIH B IN VItr0 McciieoBaHusAX, OBICTPO M HEOOPATUMO CBSI3BIBACTCS C
peLienTopamMy TpOMOOIIMTOB, OJIOKUPYS TAKUM 00pa30M arperanuio TpOMOOLIUTOB.

Cmax aKTHBHOTO METa0OJMTa KJIOMMJOrpesa MOoCie OJHOKPAaTHOTO IMpHEeMa €ro Harpy304yHOH
10361 300 Mr B 2 pasza MpeBbIIIaeT TAaKOBYIO Mocie 4-X THEW MpueMa MoAep>KUBAIOIIEH 03B
kionugorpena 75 mMr. Cmax TOCTUTaeTcs NpuOan3uTeabHo B Teuenune 30-60 muH.

Buigeoenue

B Teuenne 120 4 mocne mpuema BHYTpb deloBeKoM ~*C-MeueHOro Kiomuporpena okono 50 %
PaAMOAKTUBHOCTH BBIBOJUTCS uepe3 MNOYKH U NpubamsutenbHo 46 % paanoakTUBHOCTU
BBIBOJIUTCS yepe3 KuieyHuk. [locne oqHOKpaTHOro nmpremMa BHYTpb JO3UPOBKU B 75 MI IEPHOL
nomnysbiBesieHus (T12) Knonuporpena cocraBiseT npuOau3uTenbHo 6 4u. Ilocne oxHOKpaTHOrO
IpyeMa U IpHeMa NOBTOPHBIX 103 Kionuaorpena Ti2 €ro OCHOBHOIO LHPKYJIHMPYIOIIETO B
KpPOBHM HEAaKTUBHOI'O METa0OIMTa COCTABIsET & U.

Dapmaxozenemura

C mnomompio u3zodepmenta CYP2C19 oOpasyrorcs, Kak axkTHUBHBIH MeTabOJIUT, Tak U
MPOMEXKYTOUHBI MeTa0oNmuT - 2-oKco-kionuaorpen. dapMakoOKWHETHKAa U aHTHATPETAaHTHOE
JefiCTBHE aKTUBHOTO MeTa0O0JIUTa KIOMHUIOTPENa, MPH HCCIEA0BAaHNN arperaiuu TpoMOOIMTOB

eX VIVO, BapbUpyIOT B 3aBHCUMOCTH OT reHoruna uzodepmenta CYP2C19. Asmrens rena
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CYP2C19*1 cooTBeTCTBYeT MOJHOCTHIO (PYHK JHOHanﬂ%;fy:-M%BﬁiJﬁ&Hf@EaTRa';I(:Qf;ﬁenn

renoB CYP2C19*2 u CYP2C19*3 saBnstorcss HeQyHKIHMOHAIBHBIMU. AJUIETH T'EHOB
CYP2C19*2 u CYP2C19*3 sBastroTcs NpUUMHON CHIKEHHS MeTaboiu3Ma y OOJbIIMHCTBA
npescTaBuTenel eBponeouiHoi packl (85 %) u azuarckoit nomyssuu (99 %). dpyrue anienu,
C KOTOPBIMH CBSI3aHO OTCYTCTBHE WJIM CHIDKEHHE MeTaboju3Ma, BCTPEUAIOTCS pexe U
BKIIIOYAIOT, HO HE orpaHnuuBatorcs, auiesnsimu reHoB CYP2C19*4, *5, *6, *7 u *8. [1arueHTsI C
HU3KOH akTuBHOCTBIO M3odpepmenta CYP2C19 nomxHbl 00agaTh ABYMSI YKa3aHHBIMH BBIIIE
aliesiMi reHa ¢ norepeit GpyHkiuu. OnyOIuKOBaHHBIE YacTOThI BCTPEYAEMOCTH (EHOTHUIIOB
MAIMEeHTOB ¢ HU3KOW aKTUBHOCTHIO n3odepmernTa CYP2C19 y manueHToB €BpOTNICOUTHON Pachl
cocTaBisitoT 2 %, y MalMEeHTOB HETpOUIHON packl — 4 % U y TpeAcTaBUTENECH a3uaTCKOU
nonyssiu — 14 %. CymiecTByloT crenuaibHble TECThl NI ONPEENIEHUs HMEIOIErocs y
nanueHTa reHorumna nzopepmenta CYP2C19.

[To manubIM mepekpecTHoro ucciemoBanus (40 MOOPOBONIBIEB) ¢ ydacTHeM TOOPOBOJIBIEB C
OYCHb BBICOKOMW, BBICOKOM, MPOMEKYTOYHONH M HU3KOH akTUBHOCTBHIO m3odepmenta CYP2C19,
KaKUX-THOO CYIIECTBEHHBIX PA3IMYMiA B SKCIO3WIIMK AKTUBHOIO META0ONUTa U B CPETHHX
3HaYeHUsX HHruOupoBanus arperanuu TpomboruToB (MAT), unayuupoBannoit AD, y
JTOOPOBOJIBIIEB C OYEHb BBICOKOH, BHICOKOM M MPOMEXKYTOUHOM aKTUBHOCTBIO H30(epMeHTa
CYP2C19 BwisiBIeHO HE ObLIO. Y JOOpPOBOJIBIIEB C HU3KOW AKTUBHOCTBHIO H30(epMEHTa
CYP2C19 »skcno3uiius akTHBHOTO MeTaboiuTa cHUXkamach Ha 63-71 % 1o cpaBHEHUIO ¢
J0OpOBOJIBIIAMHU € BBICOKON akTUBHOCTBIO M30depmenta CYP2C19. [Ipu nucnonap30BaHUN CXEMBI
neuenuss 300 mr Harpy3ouHas no3a/75 wmr mnoanepxkuBawomas no3a (300 mr/75 wmr) y
JIOOpPOBOJIBIIEB C HU3KOM akTUBHOCTHIO m3odepmernTa CYP2C19 antutpoMOoIiuTapHoe aeicTBre
CHWXKaIOCh co cpeaaumu 3HadeHusiMu AT, coctaBnsitommumu 24 % (depes 24 1) u 37 % (Ha 5
neHb uccaenoBanusi) no cpapHenuto ¢ MAT, cocraBnstonmmu 39 % (uepes 24 1) u 58 % (Ha 5
JIeHb HCCIIeZIOBaHUs), Y JOOPOBOJIBIIEB ¢ BBICOKOM akTMBHOCTHIO M3odepmenta CYP2C19 u 37
% (uepe3 24 4u) u 60 % (Ha 5 neHb HWCCIENOBaHMS) Y JOOPOBOJBIEB C MPOMEKYTOUHOH
akTUBHOCTHIO M30pepmenta CYP2C19.

Korna noOpoBosbliel ¢ HU3KOM akTUBHOCTHIO M3odepmenta CYP2C19 nonyvanu npenapat 1o
cxeme nedeHus 600 mr HarpyzouHas m03a/150 mr mojaepxkwuBarorias no3a (600 mr/150 wmr),
SKCTIO3UIUSI aKTUBHOTO MeTaboyMTa OblIa BBIIE, YeM IIPpH TipuemMe 1o cxeme jederus 300 mr/75
mr. Kpome atoro, AT coctasmsiio 32 % (uepe3 24 1) u 61 % (Ha 5 neHb uccienoBaHus), 9YTO
ObUI0 OOJIBIIE TAKOBOTO y JIOOPOBOJIBIEB ¢ HU3KOH akTuBHOCTHIO H30pepmenta CYP2C19,
noigy4aBmux JjeyeHue mo cxeme 300 mr/75 mr, m ObUIO MOAOOHO TAaKOBOMY B TpyImax
MaIKeHToB ¢ Oosiee BhICOKON MHTEHCUBHOCTRI0O CYP2C19-MmeTabonm3ma, moryq4aBIInX JCUCHUE

mo cxeme 300 mr/75 mr. OgHaKo B MCCIENOBAHMIX C YYETOM KIMHMYECKUX HMCXOJOB PEKUM
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uzodpepmentra CYP2C19) noka He yCTaHOBIIEH.

AHaJOrMYHO pe3yibTaTaM JaHHOI'O HCCIIEOBaHUS METa-aHalIW3 IIECTU HCCIEJOBaHUM, B
KOTOpPBI BONUIM JaHHbIE 335 m0OpOBOJIBLIEB, MOMYyYaBIIMX KIOMHUAOTPENT U HAXOAMBIIMXCS B
COCTOSTHUM JOCTHMKEHHSI PABHOBECHOM KOHIEHTpALMU, IIOKa3ajd, 4YTO II0 CpPaBHEHUIO C
I0OpOBOJIBIIAMU C BBICOKOW akTuBHOCThIO m30epmenta CYP2C19, y mobpoBomnbleB ¢
IPOMEXYTOUHOM akTHBHOCTBIO m3odepmeHTa CYP2C19 skcno3uiusi akTUBHOTO METa0OJHTa
cHUXanach Ha 28 %, a 'y 1o0OpOBOJIbIEB C HU3KOM akTUBHOCTHIO n3oepmenta CYP2C19 —na 72
%, B To Bpemsa kak MAT Obuto cHmxkeno ¢ pasmuuusimu B AT Ha 5,9 % u 21,4 %,
COOTBETCTBEHHO.

He nmpoBoaunocs onenku BnusHus reHotuna CYP2C19 Ha knmuHUYeCKHe UCXObI y MAalMEHTOB,
MOJyYaBIIUX KJIOMUAOTPEd, B MPOCHEKTUBHBIX PaHJAOMHU3UPOBAHHBIX KOHTPOIUPYEMBIX
uccienoBanusx. OJHAKO HA HACTOAIIMHA MOMEHT HMMEETCS HECKOIbKO PETPOCHEKTHBHBIX
aHain30B. Pe3ynbpTaThl T€HOTHUIMPOBAHUS TOJIY4YEHbl B XOJ€ CIEAYIOMIMX KIMHUYECKHUX
uccnenoBannii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)Ke B HECKOJIbKMX OIyOJIMKOBAHHBIX KOTOPTHBIX UCCIIEIOBAHUSIX.

B uccnenoBanun TRITON-TIMI 38 u 3-x xoroptHbix uccinenoanusx (Collet, Sibbing, Giusti)
NAlUEHThl KOMOWMHUPOBAHHOM TIpyHIbl C IPOMEXKYTOUYHOM WM HU3ZKOW aKTUBHOCTHIO
uzopepmenta CYP2C19 umenu Oosee BBICOKYIO YacTOTy CEpAEYHO-COCYIUCTBIX OCIIOKHEHUMN
(cMepTh, MHGAPKT MUOKApJa U WHCYIBT) WIK TPoMOO3a CTEHTA MO CPABHEHUIO C TAKOBBIMHU y
MAIMEHTOB C BHICOKOM akTUBHOCTHIO m3odepmenta CYP2C19.

B wuccnegosanuu CHARISMA u onHOM KOropTHOM wHcciefoBaHuu (Simon), yBeIMYEHUE
YacTOThl CEP/IE€YHO-COCYAUCTBIX OCJIOXKHEHHH HaOJI0AaJoch TOJIBKO y MAalleHTOB C HU3KOH
akTuBHOCThIO H30¢pepmenta CYP2C19 (mpum ux CpaBHEHMHM C MallMEHTaMH C BBICOKOH
akTuBHOCTHIO M30(epmenta CYP2C19).

B wuccnenoBanun CURE, CLARITY, ACTIVE-A u ogHOM Hu3 KOTOPTHBIX HCCIIEIOBAaHUM
(Trenk), He HaOMIOJANOCHh YBEIMYEHHUS] YaCTOTHI CEPJCYHO-COCYAMCTHIX OCJIOKHEHUU B
3aBucuMocT oT uHTeHcuBHOCTH CYP2C19-MeTabonm3ma.

Ocobvie epynnvl nayuenmos

dapMaKOKMHETHKAa aKTUBHOTO MeTaboyMTa KIOMUAOTrpena B OCOOBIX Ipylmax IMaldeHTOB He
U3ydJaach.

Hayuenmuvr cmapwe 75 nem

VY n00poBoJbIEB cTapuie 75 JeT MpH CPaBHEHMHM C MOJIOABIMH J1OOpOBOJBIIAMH HE OBLIO
MOJIy4E€HO pa3iMuuil MO IMOKas3aTelssM arperauud TPOMOOIMTOB M BpPEMEHU KPOBOTEUEHUS.

Koppekuust 10361 He TpedyeTcs.

11
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(NOCNEQCBATENEHOCTE 0002)

Jlemckuit 6o3pacm 0o 18 nem

Knunnueckue jaHHbIE OTCYTCTBYIOT.

Tayuenmoi ¢ HapyweHuem hyHKyuu novex

[Toce MOBTOPHBIX IPUEMOB KJIOMUJIOTPENA B JO3UPOBKE 75 MI/CYTKHU y MAI[MEHTOB C TAKEIbIMU
HapymeHussMu pyHkimu novek (kimpeHc kpeatuHuHa (KK) ot 5 mu/mMuH mo 15 mi/Mun)
uHruouposanve AJI®-nHAYyLIMpPOBAaHHON arperauud TpoMOOUMTOB ObLIO Huke (Ha 25 %) no
CPaBHEHHIO C TAKOBBIM Y 3JI0pPOBBIX JT0OPOBOJIBLIEB, OJTHAKO YUIMHEHHE BPEMEHH KPOBOTEUEHUS
ObUIO 1O0OHBIM TAKOBOMY Y 3/10POBBIX JOOPOBOJIBIIEB, NOJYYaBIINX KIOMUAOIPEIl B 103UPOBKE
75 MI' B CYTKH.

THayuenmoi ¢ HapywieHuem QYHKYuU neveHu

He Obuto 3HauMMBIX OTIWYMK B creneHH MHrHOupoBanus AJlD-uHIyIHMPOBaHHOW arperanuu
TPOMOOIIMTOB MOCJIE €KEIHEBHOIO MPHEMa KIIONUAOIpeia B CyTOUHOM 03¢ 75 mr B Teuenue 10
JTHEeW y NAIlMeHTOB C TSKEJIBIMU HapyIIEHUSIMH (YHKLIMHU EUYEHH 110 CPABHEHUIO CO 370POBBIMU
no6poBosbiamMu. CpeHee BpeMsi KpOBOTEUSHHS TAKXKE COTIOCTAaBUMO B 00€UX TpyTIax.
Pacoesas npunaonesxcnocmo

Pacnpoctpanennocts — amieneit  renoB  uzodepmenta CYP2C19, oOycnaBnuBaromux
IPOMEXYTOUHYIO U HU3KYH aKTHUBHOCTb 3TOr0 M30(epMEHTa, OTJIMYAETCS Yy NpeAcTaBUTeNei
pa3MYHBIX PACOBBIX Tpymil. VIMEIOTCS OrpaHWYeHHBIE JHTEpaTypHbIE JaHHBIE 00 uX
pacpoCTpPaHEHHOCTH Yy MpEeJCTaBUTENEeH a3MaTCKOW MOMYJISIUHU, YTO HE MO3BOJIIET OLEHUTH Y
HUX 3HaueHus reHotunupoBaHus uzopepmenta CYP2C19 s pa3BUTUS MIIEMHYECKHX

OCJIOKHEHUH.

IHoka3anus K NpUMeHEHUI0

Bmopuunas npogunraxmuxa amepompombomuyeckux 0Cl10H#CHeHU:

° Y B3pOCHBIX MAllMEHTOB TOCIE HEAaBHO IEepPEeHECEeHHOro uH(papkra Muokapaa (c
JABHOCTBIO OT HECKOJIbKMX JHEW 10 35 paHel), HeJaBHO TMEPEHECEHHOTO HIEMUYECKOTO
MHCYJbTa (C JaBHOCTHIO OT 7 JHEH 0 6 MecsIeB) Uiu Mpu AUArHOCTUPOBAHHOM 3a00JIEBAaHUU
nepudeprudecKkux apTepuil.

° YV B3pOCIHBIX MALIMEHTOB C OCTPHIM KOPOHAPHBIM CUHIIPOMOM:

- OCTpBI KOPOHApHBIN CHHApPOM 0e3 moabeMa cermMeHTa ST (HecTabuibHAash CTEHOKApIUS
win UHPapKT MHUOKapaa 6e3 3yOma ), BKIOYAs MAIMEHTOB, KOTOPBIE JIOJDKHBI MOIYYaTh
MEJIMKaMEHTO3HOE JICUCHUE, W MAlMEeHTOB, KOTOPBIM IIOKa3aHO YPECKOKHOE KOPOHApHOE
BMEIIATEILCTBO (CO CTEHTUPOBAHMEM WM 0€3 CTEHTHPOBAaHMS) WJIH aOpPTOKOPOHApHOE
mryatuposanue (AKIL);

- ocTpeli WH(pApPKT MHOKapAa ¢ mnoabeMoMm cermeHTa ST, BKiIOuYas MalUEHTOB,

MoJIyJaromunux MEANKAaMCHTO3HOC JICUCHUC, B TOM YHCJIC TpOM6OJ'II/ITI/ILIeCKy'IO TCPAIHLO.
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omB0MBOdeA= bdtoblElét| 7 B3podvix

nayuenmos ¢ pubpunisyueli npedcepouil (MepyamenbHol apummuerl)

— VYV B3pocnbpIX MAalMEeHTOB ¢ (ubpuisanuei mnpeacepauit (MepuaTeabHONH —apuUTMuUEH),

UMEIOIIUM XOTs1 Obl OIMH (PaKTOp pUCKa Pa3BUTHS COCYAUCTBHIX OCIOKHEHHUH, KOTOpBIE HE

MOTYT IpuHUMAaTh aHTaroHucThl BUTaMuHa K (ABK) u uMeroT HU3KUN PUCK KPOBOTEUYCHHH,

KJIONUIOTPEN B COYETaHMHM C aneTwicamnmwioBol kuciortoi (ACK) mnokazan ans

POQUIAKTUKA aTEPOTPOMOOTHIECCKIX U TPOMOOIMOOIMYECKUX COOBITHH, BKIIFOUAst HHCYJIBT.

YV e3pocnvix nayuenmos ¢ mpanzumopnou uwemuyeckou amaxou (THA) cpednezo unu 8vicoko2o

PUCKa Uu ¢ Manvim uwemuyeckum uncyromom (MHU) (6 komounayuu ¢ ACK)

Knonuooepen 6 kombunayuu ¢ ACK nokazau:

— B3pocieM manuenTam ¢ TUA cpeHero Wiy BBICOKOTO pHCcKa (OIeHKa 1o mkage ABCD?*

>4) unmu ¢ mansiM MW (NIHSS** <3) B Teuenue 24 yacos nocie codbitust TUA nnu UN.

* [llkama juia ONEHKH pHUCKa paHHero MHCynbTa rmocine THA, Gazupyercs Ha CIeQyIomuX MmapaMmerpax:

BO3pACT, APTEPHUAIBHOE [ABJICHUE, KIMHUYECKUE CHUMIITOMBI, NPOIOJLKUTENbHOCTE THA M caxapHslii

nua0er.

** 1Ixama WHCYIhTA HAIIMOHAIBEHOTO HHCTUTYTA 370POBBSL.

HpOTI/IBOHOKa3aHI/Iﬂ

o IToBeIIeHHAS YYBCTBUTCIIBHOCTh K KIIOIIMAOTPECIY HIIN J'IIO6OMy U3 BCIIOMOI'aTCIBbHBIX

BEILIECTB, BXOSIIMX B COCTAB IIpenapara.

. Tspxenas neueHOYHAss HEAOCTATOYHOCTb.

. OcTpoe KpoOBOTE€UYEHHE, HaAlpUMEp, KPOBOTCUEHHWE W3 TENTUYECKONW S3BBI WM
BHYTPHUYEPEITHOE KPOBOHM3IIUSHUE.

. bepemMeHHOCTh M mepHOA TPyAHOrO BckapminBaHus (cM. pasnen «lIpumeHeHue npu
OepeMEeHHOCTH U B IEPUOJI TPYAHOI0 BCKAPMIIMBAHUSD).

o Herckuit Bo3pact 10 18 n;er (Ge3omacHOCTh U A(PHEKTUBHOCTH NPUMEHEHHUS HeE
YCTaHOBJIEHBI).

C 0CTOPOKHOCTBHIO

- OpU  yYMEPEHHOM  IEYEHOYHOW  HEeIOCTaTOYHOCTH, HpU  KOTOPOH  BO3MOXKHA

MpeaApacIoIO’KCHHOCTb K KPOBOTCUYCHUIO (OFpaHI/I‘{eHHHﬁ KJIAHUYECKHUI OIBIT HpI/IMeHCHI/Iﬂ);

- [P TIOYEYHON HEJJOCTATOYHOCTH (OTPaHHYCHHBIN KIMHUYECKUN OTBIT TPUMCHEHHS);

- npu 38.6OJ'I€B3.HI/I$IX, IOpu KOTOPBIX HMECTCA MNPCAPACIIOIOKCHHOCTL K PA3BUTHUIO

I(pOBOTC‘{CHI/Iﬁ (B YaCTHOCTH, KCIYAOYHO-KUIICYHBIX HIIN BHyTpI/ITJIa3HLIX), u, B 0C06CHHOCTI/I,

npnu OAHOBPEMCHHOM IMPUMCHCHUU JICKAPCTBCHHLIX CPCACTB,

KOTOPLIC MOI'YT BbI3BAThb
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MOBPEXACHUS CIU3UCTON 000J0UKH meHyHOqu-KHLﬁgtgfar—lﬁqgﬁ%g EQEIH/II; Crac "ACK u

HECTEPOUIHbIC TPOTHUBOBOCTIAMTENbHBIC ITpenapatsl (HITBIT));

- y HAIMEHTOB, Y KOTOPBIX MMEETCS IMOBBIIICHHBIA PUCK Pa3BUTHS KPOBOTECUEHUS: M3-3a
TPaBMbI, XUPYPTUYECKOTO BMEIIATEIbCTBA WU JAPYTUX MATOJOTMYECKUX COCTOSIHUM, a TaKXKe Y
nanueHToB, mnonyvaromux Jedenue ACK, remapuHom, BapdapuHOM, HHTHOUTOpaMu
rmukonporenna  IIb/Illa, HIIBII, B ToM 4mciie  CEICKTUBHBIMH  HWHTHOMTOpaMU
nukiookcurenaspl-2 (LIOI'-2), a Takke ApyruMuU JIEKapCTBEHHBIMHM CpPEACTBAMM, IIPUMEHEHUE
KOTOPBIX CBSI3aHO C PUCKOM Pa3BUTHS KPOBOTECUCHHI, CEIICKTHBHBIMA HHTHOUTOPAMU OOPATHOTO
3axBara ceporonnHa (CHMO3C) (cm. pasnmen «BzaummopneidcTBue ¢ IpyrUMH JIEKapCTBEHHBIMU
CpeICcTBaMmny);

- MpU OAHOBPEMEHHOM TMPUMEHEHUU C JIEKAPCTBEHHBIMU CPEJCTBAMHM, SIBIISIOIIUMHUCS
cyoctparamu  m3odpepmenta CYP2C8  (pemarmuumn,  makiurtakcen)  (cM.  pazgen
«BzaumoeicTBIe ¢ IPyruMHu JIEKAPCTBEHHBIMU CPEACTBAMU);

- y TMalMeHTOB ¢ HHU3KoW akTtuBHOCThIO wm3odepmenta CYP2C19 (cm. pazgen
«®apmakoniornueckue cBoWcTBa» monpasgen «®PapmakoreHeTukay, pasgen  «Crnocol
MIPUMEHEHUS U JI03bD»);

— P yKa3aHUSAX B aHAMHE3€ Ha aJUIEpPrHYecKue M TeMaToJIOTMYecKre peakliuy Ha ApyTue
THUCHONMPUANHBI (TakKMe€ KaK TUKIONUIUH, TMpacyrpen) (BO3MOXKHOCTh IMEPEKPECTHBIX
QIUTIEPTUYECKUX M TEMATOJIOTHUECKUX PEaKIInii);

— MIPH HEJJAaBHO MEPEHECEHHOM MPEXOSAIIeM HAPYIIIEHHH MO3TOBOT'O KPOBOOOPAIIEHUS UITH

uieMuueckoM HHCybTe (pu couetannu ¢ ACK).

IIpumeHeHne nNpu 6epeMEHHOCTH U B IEPHO/] TPYAHOT0 BCKAPMJIMBAHUSA

bepemennocmo

HccnenoBanusi Ha >KMBOTHBIX HE BBIIBUJIM HHU TPSMBIX, HM HEMPSIMBIX HEOIArompUsTHBIX
b dekToB Ha TeueHue OEepeMEHHOCTH, SMOPHOHANIBHOE pa3BUTHE, POJbl U MOCTHATAIbHOE
pa3BuTHe. Tak Kak He BCET/a Mo pe3yJibTaTaM HCCIIeIOBAaHNUN HA JKUBOTHBIX MOKHO TIPEICKa3aTh
PEaKIMIo y YeNOoBeKa, W BCIEJICTBUE OTCYTCTBUS JAHHBIX KOHTPOJHMPYEMBIX KIMHHUYECKUX
WCCJICIOBAHUM 10 TPHEMY KIOMUAOTpesia OCpeMEHHBIMH IKEHIIMHAMHU, B Ka4eCTBE MEPHI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPHUEM KIOMHUIOTpeNa BO BpeMsl OepeMeHHOCTH, 3a
UCKIIIOUEHHEM TE€X CIy4aeB, KOTJa, MO MHEHHIO Bpaya, €ro MNPUMEHEHUE HaCTOSITEIbHO
HE00X0IUMO.

Ilepuoo zpyonozo éckapmnueanus

B uccrnenoBanmsix Ha KpbicaX MOKa3aHO, YTO KIOMHUIOTPEN H/UIIM €r0 METaOOIUTHI BBIICISIOTCS
C TPYAHBIM MOJIOKOM.

HewnsBecTHo, BbIIENsE€TCS M KJIOMUIOTPENT C TPYAHBIM MOJIOKOM dYelioBeKa. Tak Kak MHOTHE
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JIeKapCTBEHHBIE CPEJICTBA BBIJACIAIOTCA C TPYHHBIM MOKOkOM= 11 e iTie e myer butr padsurus

MOTCHIMATBHBIX HEOJArompusTHBIX peakuuid y peOeHKa, HaXOASAIIErocs Ha TPYJAHOM
BCKapMITMBAHHH, CIICYET MPUHATH PEIICHUE O MPEKPANICHUH TPYJIHOTO BCKAPMIIMBAHUS WA 00
OTMEHE Ipernapara ¢ yueToM HEOOXOAUMOCTH €ro IPUMEHEHHUS [IsI MaTePH.

Depmunvnocmsp

B wuccrnenoBaHusXx Ha KUBOTHBIX HE OBLIO BBISBICHO, 4YTO KIOMUAOTPEN BIUSET Ha

(bepTUIBLHOCTS.

Cnoco0 npuMeHeHMsI U 103bI

BHyTpb, HE3aBUCHMO OT MpreMa MUIIH.

Heoasno nepenecennviti  ungapxm muoxapoa, HeOA8HO NePeHeCceHHblll UHCYIbM U
OUACHOCUPOBAHHOE 3a00.1e8aHUe nepupepuieckux apmepuil

Pexomennyemas no3a — 75 mr 1 pa3 B cyTKu.

Ocmpulii KoponapHulll cuHopom 6Oe3 noovema ceemenma ST (HecmadbunvbHas CMeHOKAPOUs,
ungaprm muoxapoa bes 3yoya Q)

Jleyenune KIOMUIOTPENIOM CIEAYET HAYMHATH C OJHOKPATHOIO MpueMa Harpy3o4dHou m03s1 300
mr uiu 600 mr. Harpy3ounyto 103y 600 Mr MoKHO Ha3HayaTh MallMEHTaM B BO3pacTe MeHee 75
JIeT, KOrja IUIaHUPYeTCs MPOBEACHHE YPECKOKHOTO0 KOPOHAPHOIO BMemIaTenbcTBa. JledueHue
KJIONMUOTPEJIOM CIEAYeT MPOAOIKUTH B 103upoBke 75 Mr 1 pa3 B cytku coBmecTHO ¢ ACK B
no3e 75-325 wr. Ilockonpky Oosee Bbicokue a03b ACK ObutM CBsSI3aHBI ¢ 00Jiee BBICOKUM
PUCKOM KpOBOTEYEHHUs, pekoMmeHayercs, uToObl no3a ACK we mnpebimana 100 wr.
OnTtumManbHas NPOJOJDKUTENBHOCT JIEYeHHs O(UIMATIBbHO HE yCcTaHOBNEeHA. JlaHHBIE
KJIIMHUYECKHUX MCCIIEJOBAaHUM MOATBEPKIAI0T BOZMOKHOCTh IPOAOIKUTEIBHOCTH JIeUeHUs 10 12
MecCsI1EeB; MaKcUMasbHas 3(pPEeKTUBHOCTH Tepanuy HabIo1anach yepes 3 Mecsia JeYeHUs.
Ocmpuuii ungapxm muoxkapoa ¢ noovemom ceemenma ST

Knonuaorpen HazHauatoT B 03¢ 75 Mr 1 pa3 B cyTku ¢ uiu 6e3 Harpy3ouHoi 10361 300 mr B
koMmOuHaimu ¢ ACK, a Takxe ¢ TpOMOOTUTHYECKUMHU TIpernapataMu Wik 0e3 HUX. Y TallieHTOB
cTapuie 75 JIeT JiedyeHHe KJIOMUIOTPEIOM JTOJKHO HAauMHAThbcA 0€3 MpHeMa €ro Harpy304Hoi
n0361. KOMOMHMPOBAaHHYIO Tepanuio cieayeT HauMHaTh Kak MOXKHO paHbIlE IMOCie MOsBICHUS
CUMIITOMOB U MPOJIOJIKAaTh HE MEHEE YEThIPEX HEJENb.

Qubpunnayus npedcepoutl

Knonunorpen cinenyer npuHUMaTh B CyTOYHOU f03e 75 Mr. B komMOMHaIMu ¢ KJIOMHAOTPEIOM
HeoOxonumo mnpuHuMate ACK B gosupoBke 75-100 Mr exeaHeBHO (CM. pasnen
«DapmaKoIOTHUECKUE CBOMCTBAY).

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

Bspocisiv marmentam ¢ TUA cpesiHero miim BBICOKOTO pHCKa (omeHKa mo mkane ABCD?* >4)

15



COOTBETCTEYET 3KCNEPTHOMY OTUETY
ot 25.09.2024 N2 20614
nmu ¢ maneiM U (NIHSS** <3) naznauarot rpy30q®i6:-ﬁ8@kj%ﬁl];%§fa: 300 Mf,'-'n'(:‘_)cne

KOTOpOM Ha3HauaroT kjonujorpen B go3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B
cytku). Tepanuro xionuuporpenom u ACK crienyer HauumHaTh B TeueHHE 24 4acoB IOCIE
coObITHSI M TPOAODKAaTh B TedyeHWe 21 [HA, MOClie Yero Ha3HA4yaloT Teparnuio OIHUM
aHTHarperaHTHBIM MIPernapaToM.

Dapmaxocenemurka (nayueHmsl ¢ 2eHeMmuyecku 00YCI08NEeHHOU CHUNCEHHOU AaKMUBHOCMbIO
uzoghepmenma CYP2C19)

Huzkas akxtuBHOCTh m30hepmenta CYP2C19 cBsi3aHa ¢ yMEHBIICHHEM aHTHArperaHTHOTO
JercTBUsI Kionuaorpena. Pexxum npumenenus 6osee BhICOKHX 7103 (600 Mr — Harpy3o4Has 1034,
3areM 150 mr 1 pa3 B CyTKH €XEIHEBHO) Yy MAaIMEHTOB C HU3KOH aKTUBHOCTHIO M30(epMEHTa
CYP2C19 yBenmuuuBaeT aHTUArperaHTHoOe JeWCTBUE  Kiomuaorpena  (cM.  pazzen
««DapMaKoJOruyecKue cBoicTBay mojapaszues «PapMakoreHeTHkay). Y MalUeHTOB C HU3KOM
akTuBHOCTHIO mM30depmenta CYP2C19 MOxHO paccMOTpeTh BOIPOC O MpPUMEHEHUH Oolee
BBICOKMX 103 Kjionuaorpena. ToUHbI pekuM J103UPOBAHUS AJIsl TAaHHOW MOIYJIALMY MalluEHTOB
B KJIIMHUYECKUX UCCIIEJOBAHMSIX, YUUTBHIBAIOINX KIMHUYECKUE UCXO/Ibl, HE YCTAHOBJIEH.
IIponyck 0o3vl

Ecnu nponyiien npueM npernapara B TeUCHHE:

o MeHee 12 wacog 1OCIE 3aIUIAaHUPOBAHHOIO BPEMEHM: MALIUEHTHI JIOJKHBI IPUHATH 103y
HEMEJUIEHHO, a 3aTeM MPUHSATH CIEIYIOLIYIO JJ03Y B 00BIYHOE 3aIJIAHHPOBAHHOE BPEMS;

o bonee 12 wacoe mocne 3alsIaHUPOBAHHOTO BPEMEHM: MNAIUEHTHl JOJKHBI TMPUHATH
CJIETYIOIIYIO 103y B OOBIYHOE 3aIUIAHUPOBAHHOE BPEMS U HE JIOJKHBI yABaUBaTh J103Y .

Oco0ble TPVIIILI TAIKEHTOB

Hayuenmuvr cmapwe 75 nem
Jnis monmy4yeHus MHGOPMALMK O HArpy304HOM J103€ JUIsl MAlMeHTOB cTapiie 75 JeT cM. pasfieln
«Oco0bIe yKa3zaHus.
llayuenmul ¢ napywenuem ynkyuu novex
Koppeknuu no3e1 He Tpedyetcs (cM. pazaen «OcoObie yKazaHus» ).
Tayuenmoi ¢ HapyweHuem hyHKyuu nevyeHu
Koppekuuu 10361 He TpedyeTcs (cM. pazaen «Ocobbie yKazaHUs»).
eTn
bezonacHocTh U 3(pPexkTUBHOCT, MPUMEHEHMs Mpernapara y AeTred B Bo3pacte 10 18 yer He

YCTAHOBJICHEIL. I[aHHBIe OTCYTCTBYIOT.

ITo0ouyHoOE nelicTBHE

Pesrome mpodmsg 6e30macHOCTH

be3zonacHocTh kinonuaorpena usyyeHa oonee yem y 44000 nariieHToOB, B TOM Yuciie Oojiee 4eM y
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12000 manueHToB, MOJYyYaBIIMX JICUCHUE B TCYCHUE ro}:lg'ﬁim «g 'BTEM -m‘:geﬁclc“ 1OCTh

Konuaorpena B go3e 75 wmr B cytku B wuccinenoBanun CAPRIE  cooTtBercTBOBana
nepeHocumoctu ACK B nmo3e 325 Mr B CyTKHM, HE3aBUCHMO OT BO3pacTa, Ioja M pacoBOM
MPUHAJJISKHOCTH TaleHToB. Huke mnepeurcrieHbl KIMHUYECKH 3HAUYMMBbIE HeEKelaTebHbIE
peaknuu, HaOIoMaBImecs B MmITH Oonbimmx kiuHudeckux uccienoBanmsx: CAPRIE, CURE,
CLARITY, COMMIT u ACTIVE-A.

KpoBoreuenne sBisiercss Hamboyiee YacTod peakiued, O KOTOpPOH COOOIIanoch Kak B
KIIMHUYECKUX HCCIEIOBAHUAX, TaK U IMPHU IMOCTPErHCTPAIlMOHHOM IpHUMeHeHuu. Yaie Bcero
€000111a7I0Ch 0 KPOBOTEUEHUSAX B TE€UCHHE [IEPBOT0 MECALIA JICUCHUSI.

B xmuandeckom uccnenoBanuun CAPRIE o6mas gacrora Bcex KpOBOTEUEHUH y IMAlMEHTOB,
IPUHUMABIINX KJIONUAOIpeN, U y nanueHTos, npunuMasiux ACK, cocraBuna 9,3 %. Yacrora
TSDKENBIX KPOBOTeUeHUM npu npuMeHeHuu kinonugorpena u ACK 6wina conocraBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenom yactora pa3BUTHSA KENyAOYHO-KUILIEYHBIX KPOBOTEUEHUH Y MALIMEHTOB, IPUHUMABLINX
KJIONUOTpel, U y nanueHToB, npuauMasimnx ACK, cocrasmsuia 2,0 % u 2,7 %.

OO61mas yacToTa KpOBOTEUCHUN IPYTroi JOKATU3alUU MIPU MPUEMe KIOMUIOorpesa Mo CPaBHEHHUIO
¢ npuemoMm ACK Obuta Beime (7,3 % mpotuB 6,5 %, coorBercTBeHHO). OgHAKO YacTtoTa
TSDKETIBIX KpOBOTEUEeHUH mpu npumenennu kionuporpena u ACK 6puta conocraumoit (0,6 %
wm 0,4 %, coorBercTBeHHO). Hambonee yacto coOOMIATIOCH O pa3BUTUU  CICAYIOIIHUX
KPOBOTEUCHMI: TypIypa/KpOBOIIOATEKH, HOCOBOE KpoBoTeueHue. Pexe coobmanoch 0 pa3BUTUN
reMaToM, reMaTypuu U I1a3HbIX KPOBOU3IHUSHUI (TJIaBHBIM 00pa30M, KOHbIOKTUBAIbHBIX ).
YactoTa BHYTpUYEpENHBIX KPOBOM3IUSHUI Ipu npuMmeHeHuu kinonuporpena u ACK Obuia
conoctaBumoii (0,4 % wiu 0,5 %, COOTBETCTBEHHO).

B xmunnueckom uccnenoBanuu CURE y manmenTtoB, nmpunuMasmux kinonugorpen + ACK, mo
CpPaBHEHMIO C TMalMeHTaMu, NpuHuMaBmuMu Tuiane6o + ACK, HaOmonanoch yBenMueHUE
4acTOThl pa3BUTHA OonblIuX KpoBoTeueHuil (3,7 % mo cpaBHeHuto ¢ 2,7 %), U MalbIx
kpoBoTeuenuit (5,1 % mo cpaBuenuto ¢ 2,4 %). B ocHOBHOM, HCTOYHUKAMH OOJBIINX
KPOBOTEUCHHH ABISUIUCH KesTy1ouHo-kueuHslid TpakT (JKKT) u mecta myHkuuit apTepuii.
YactoTta pa3BUTHS YTPOXKAOMIMX JKU3HU KPOBOTEUEHUM Yy TMALMEHTOB, NPUHUMABIINX
kionunorpen + ACK mno cpaBHeHuio ¢ manueHTamu, npuHuMaBmumu Iuiane6o + ACK,
JIOCTOBEpHO He paznnyanack (2,2 % u 1,8 %, cOOTBETCTBEHHO), YacTOTa Pa3BUTHs (aTalbHBIX
KpoBoTeueHH Obl1a oquHakoBoi (0,2 % mpu 000X BUIAX TEparvu).

YacToTa BOZHUKHOBEHHS HE YIPOXKAIOLIMX JKU3HU OOJBIIMX KPOBOTEUEHHMH ObLIA JIOCTOBEPHO
BbIIlIE Yy MalMEHTOB, NpuHHMaBmuX kionugorpen + ACK, mo cpaBHEHMIO ¢ MalMeHTaMH,

npuauMasmux miaanedbo + ACK (1,6 % u 1 %, cOOTBETCTBEHHO), HO 4YacTOTa pPa3BUTHUS
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BHYTpPUYEPEIHBIX KPOBOU3IUSHUIN ObLIa OIMHAKOBOM (0',['%%35% o i%ﬂ%baﬂﬁm‘) 02)

Yacrora pa3BuThsa 0OJBIIMX KpoBoTeueHUH B rpymme kionuporpen + ACK 3aBucena ot 103bl
ACK, kak 1 yacToTa pa3BuUTHs OOJBIINX KPOBOTEUEHH B rpymre mianedo + ACK.

Y nmanueHToB, HpeKpaTHUBIIUX Tepanuio kiomuporpeaom + ACK OGomee yem 3a 5 mHe# 1o
AOPTOKOPOHAPHOTO IIYHTHPOBAHUS, HE OTMEYANIOCh Y4YallleHUs CIy4yaeB Pa3BUTHUS OOJBIIMX
KpPOBOTCYEHUM B TEYECHHE 7 JHEM IIOCJIe BMEIIATENbCTBA. Y MAIMEHTOB, IIPOJOJIKABIIMX
AHTUTPOMOOIIMUTAPHYIO TEPAlMIO B TEUCHHE IMOCIEIHUX IATH JHEH Tepes aopTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YacTOTa ITHUX COOBITUH IMOCIE BMeIaTeNbcTBa cocTaBisuia 9,6 % (B rpyire
knornunorpen + ACK) u 6,3 % (B rpynme miane6o + ACK).

B xmuamueckom uccnenoBanuu CLARITY wactora Gonbmmx KpOBOTEUEHHI B 00CHX Tpymmax
(xnonmporpen + ACK u mnane6o + ACK) Obuta conocraBumoii B 06enx rpynmnax jgedenus (1,3
% npotus 1,1 % B rpynne kinonuaorpen + ACK u rpynmne mnane6o + ACK, cooTBeTCTBEHHO).
Ona Obula OJMHAaKOBOM B TMOATPYIIAxX MAalMEHTOB, pPAa3[elIeHHBIX 0 HCXOIHBIM
XapaKTePUCTHKAM U TI0 BUIaM (PUOPHHOIUTHIECKON TEPaNTuy UM TeTIapHHOTEPAITHH.

Yacrora BO3HUKHOBEHHS (aTanbHbIX KpoBoTeueHui (0,8 % mpotus 0,6 %) u BHyTpHUEpEITHBIX
kpoBomsnusHui (0,5 % mportus 0,7 %) npu neuenun knonuporpen + ACK u mnane6o + ACK,
COOTBETCTBEHHO, ObLIa HU3KOM U COTMIOCTAaBUMOM B 00€UX IpyIax JeUYeHHUs.

B xmmanyeckom wucciegoBanun COMMIT oOmias vactora HernepeOpalbHBIX —OOJIBIINX
KPOBOTEUYCHHH WM 1IepeOpaibHbIX KPOBOTEUEHUH Obliia HU3KOU 1 ouHakoBoi (0,6 % B rpymnime
kionuaorpen + ACK u 0,5 % B rpynne mane6o + ACK).

B xmuanueckom wuccnenoBanun ACTIVE-A wyacrora pa3BuTus OOJBIIMX KPOBOTEUCHHH B
rpynme kinormuaorpen + ACK 6suna Boite, uem B rpymnmne miane6o + ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). boJbIne KpoBOTEUEHNSI B OCHOBHOM OB BHEUYEPEITHBIMH B 00EUX TpyImax
(5,3 % mpotus 3,5 %), T1aBHBIM 00pa3oM, U3 KeTyJ0UHO-KUIIeyHoro TpakTa (3,5 % npotus 1,8
%). B rpynne xnonuporpen + ACK BHyTpuuepenmHbIX KPOBOM3IMAHUN ObLIO OoJblIe IO
cpaBHeHuIO ¢ rpynmoi mianedo + ACK (1,4 % npotus 0,8 %, coorBeTcTBeHHO). OTCYTCTBOBAIIN
CTaTUCTHYECKH 3HAYMMBbIE pa3IUuusi MEXKIy OJTHMH TpyNIaMd JIEYeHHs B YacToTe
BO3HUKHOBeHUS (hatanpHbIx KpoBoTeueHuit (1,1 % mnporuB 0,7 %) W remopparudeckoro
uncynbTa (0,8 % npotus 0,6 %).

TabanuHoe pE3I0ME HEXKENATCIIHLHBIX PeaKIINH

HesxenaTelbHBIC peaKIMH, KOTOPhIE BO3HUKIM BO BpeMs KIMHUYCCKHX HCCIICIOBAaHUN WIH O
KOTOPBIX COOOINAIOCh CIIOHTAHHO, IPEJICTABICHHI B TabnuIile Huxke. X gacToTa onpeaensercs ¢
MCIIONIb30BaHUEM CIIEAYIONINX YCIOBHBIX 0003HaueHuii: yacto (ot >1/100 mo <1/10); Hewacto
(ot >1/1000 mo <1/100); penxo (ot >1/10000 mo <1/1000); ouyens peako (<1/10000); gacroTa

HCHU3BCCTHA (HGBOSMO)KHO OLCHUTH IO MMCIOIINMCA )IaHHI)IM). B KaXXI0M CHCTEMHO-OPraHHOM
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KJIaCCC HEXKEIATCIbHbBIC pCaKIINH MPCACTABICHD,

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 25.09.2024 N= 20614

B nopaAkEYoutsatn ¢epretioetn = 1002)

CucremHo-
OpPraHHBINA KJIacc

Yacto

Heuacto

OueHsb peako

Peaxo
A YacToTa Heu3BecTHA®

Hapywenus co
CMOPOHLL KPOBU U
qumebamuieckou
cucmemul

TpoMOomuTOTIEHNS
JlelikoneHus
Do3uHOPUIUSL

Heitrponenus,
BKJTFOYAs
TSDKETYI0
HEUTPOIICHUIO

TpomboTHIecKas
TPOMOOITUTOTICHIYECKAs
IIypiypa
Armnactryeckasi aHeMuUs
[Tanmuronenus
ArpaHyIonuTo3
Tsxenas
TPOMOOIIUTOTICHUS
[Tpuobperennas
reMoQuiust A
I'panynouuronenus
Anemus

Hapywenus co
CMOPOHBL Cepoya

Cunapom Koynuca
(Bazocmactuyeckas
aJJIepruvecKas
CTCHOKapHst/
aNJIePrUueCcKui
WHpApKT ~ MHOKapaa),
00yCIIOBIICHHBIH
peakuuei
TUIIEPYYBCTBUTEIBHOCT
1 Ha KIOMUJIOTpe

Hapywenus co
CMOpOHbI
UMMYHHOU
cucmemul

AHapunaKTONIHbIC
peaxkuuu
CeiBopoTouHas 60J1e3Hb
[IepekpecTHbie
aJJIeprudeckue u
reMaToJIOrnIecKre
peakuuu ¢ OpYyTUMH
THEHONTMPUINHAMHA
(Taxumu Kak
TUKJIONHIUH,
npacyrpein)* (cm.
pasnen «Oco0bbIe
YKa3aHUD»)
AyTOMMMYHHBIN
WHCYJIMHOBBIA CHHAPOM
(MOXeT TpHUBOIUTH K
Cepbhe3HOU
THITOTIIMKEMUH,
0COOCHHO y TAIUEHTOB
c HLA DRA4
ceporunom)*

Hapywenus
NCUXUKU

CryTaHHOCTH CO3HAHMS
T"ammonuaanun

Hapywenus co
CIMOpOHbLl  HEPEHOU
cucmembl

BryTtpuuepennusie
KpoBOM3IUSHUS (B
HCKOTOPLIX ClIy4dasx
c JIETATbHBIM
HCXOJIOM)
I'omoBHas 6076
T'osoBokpysKEeHHE
[Tapecresus

Hapymienuss BkycoBoro
BOCIIPUSATHS
AreB3us

19




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 25.09.2024 N= 20614
Hapywenus co I'ma3ubie (MOCNEOOBATENEROCTE 0002
CMOpPOHLL  Op2aua KPOBOU3JIUSHUS
3peHust (KOHBIOKTHBAJILHBIE,
B TKaHM U CETYATKY
ri1as3a)
Hapywenus co Bepturo
CHOPOHLL  Op2aHa
cyxa u 1abupunma
Hapywenus co | I'ematoma Cnyuyan CEPBE3HBIX
CMOPOHBL COCYO08 KpPOBOTEUYEHU I
KpoBoreuenus u3
MOCJICOEPALIMOHHBIX
paH
Backynur
AptepuanbHas
TMIIOTEH3US
Hapywenus co | HocoBoe KpoBoTeuenus u3
COPOHDBI KpOBOTEUEHHE JIBIXaTebHBIX myTen
OvIXamenvbHoll (kxpoBOXapkaHbe,
cucmemvl, Op2aHos JIETOYHOE
2pYOHOU KIemKu U KpOBOTEYEHHE)
cpedocmenus Bponxocnaszm
WNHuTtepcTunmanbHas
MTHEBMOHHUS
Do3uHOQUITBHAS
ITHEBMOHMS
Kenyoouno- Kenynouno- | S3Ba xkenmyaka 3abprommHHEl | JKenmyao4HO-KUIIeTHbIe
Kuuieunvle KHILEYHbIE S3Ba e u 3a0pIONIMHHBIE
HapyuweHus KPOBOTEUEHHUS | ABEHAIUATUIIEPCTHO | KPOBOTEUEHMS | KPOBOTECUEHHS c
Huapes H KHILKH JIETaIbHBIM UCXOJIOM
Bbonb B | ['acTpur [Tankpeatur
JKUBOTE TomHoTa Komut (BKITIOUAS
Jucrmencus PBora SI3BEHHBIN WA
3anop UM QOIUTAPHBIN
Mereopusm KOJIHT)
Cromartur
Hapywenus co Octpasd II€YEHOYHAas
CMOPOHBL neYeHU U HEIOCTaTOYHOCTh
AHCENUEBBIBOOAUUX I'ematut (ue
nymeti WH(EKIMOHHBIH )
OTKJIOHEHHE OT HOPMBI
nabopaToOpHBIX
IOKa3aTesen
(YHKUHOHAIBHOTO
COCTOSTHUSI TIEYSHH
Hapywenus co | Kpoonoarek | KoxxHas chinib bynnesnwiii  gepmaTut
CIMOPOHBL KOJHCU U | U Koxnbrit 3yn (ToKCcHuecKuit
NOOKOJICHBIX Kosxnoe AMUAEPMATbHBII
mKanetl KpOBOU3IHUSHUE HEKPOJIH3, CHUH/IPOM
(myprmypa) Crusenca-/[)xoHcoHa,
MHOTO(OpMHAs
JpuUTEMA, OCTPBII
reHepaIn30BaHHbIN
9K3aHTEMaTO3HBII
nycryne3 (AGEP))
AHTHOHEBPOTHYECKHUN
OTEK
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
2024 N= 20614

(MOCTEODEAT

iR T 0002]

JIEKapCTBEHHOU
TUIEPYYBCTBUTEIIEHOCT
Y, JICKApPCTBEHHAs ChIIb
¢ oao3mHOmIMEeH |
CHUCTEeMHBIMHU
MPOSIBIICHUSIMH
(DRESS-cunmpom)
DpuTeMaTo3Has ChIllb
OkcdonaraTuBHas ChITb

Kpanusnauia
Dx3emMa
[Inockuil numain
Hapywenus co I'maexomacTu
CMOpOoHbI s
PenpoOyKmuGHo
cucmemul u
MOJIOUHBIX Jicene3
Hapywenus co CKeneTHO-MBbIIIEYHbIE
CMOPOHbI KPOBOTEUYCHHS
MblUUEYHOl, (remapTpo3)
cKelemHou u Aptpur
COeOUHUMEeNbHOU Aptpanrus
MKAHU Muainrus
Hapywenus co I'emarypus I'momepynonedput
CMOpOHbL NOYeK U [oBeImenne
MOUEBbIBOOAUUX KOHIIEHTPAIIHI
nymeu KpeaTHHHHA B KPOBU
Obwue Hapywenus | KpoBoreueHH JIuxopaaka
u peakyuu 6 mecme | I B MeCTe
86e0eHUs WHBEKITNH
Jlabopamopnvie u YBenuueHue
UHCMPYMEHMAIbHbL BpEeMEHU
e OaHHble KPOBOTCUYCHHS
CHmxeHue qucia
HelTpoduIToB
CHuxeHue
KOJIMYECTBA
TpoMOOLIUTOB

Onucanue OTACIBHBIX HEXKCIIATCIbHBIX peakunﬁ

Heumponenus

B nccnenosannn CAPRIE Tsokenas HeiiTponenns (< 0,45-10%m) Habmonanack y 4 malnueHToOB

(0,04 %), mpuHUMaBIIKUX Ki1onuaorpen, u'y 2 namuentoB (0,02 %), npuaumasmux ACK.

VYV aByx u3 9599 manumeHTOB, MPUHUMABIINX KJIOMUIOTPEN, HAOIIOAAIOCH TTOJIHOE OTCYTCTBUE

HENUTpopMIOB B Nepudepuyeckoil KpoBH, KOTOPOro He HaOII0Aanoch HU y OJHOro u3 9586

ManucHTOB, MMPUHUMABHIUX ACK. HCCMOTPSI Ha TO, YTO PUCK PA3BUTHA MUHCIIOTOKCHYCCKOI'O

JehcTBUA IIpu MprueMe Kitonuaorpesia AaBJadCTCa JOCTATOYHO HU3KUM, B CIIydac CCJIM Yy MalUCHTA,

MNPUHHUMAOIICTO KIOIHUOOTPCI, Ha6J'IIO,Z[aCTCH MOBBIIICHUEC TCEMIICPATYPbl HIIM IMOABJISFOTCA

JIpyrue mpu3Haku WHOEKIUH, claeayeT oO0CieaoBaTh MAalMeHTa Ha MPEaMET BO3MOXKHOU

HEUTPOIICHUH.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

(NOCNEQCBATENEHOCTE 0002)

Annacmuveckas anemus

[lpr se4eHUW KIOMMIOTPEIOM B OJHOM ClIydae HaOJIOJAIIOCh DPAa3BUTHE AarlaCTUYECKON
AHEeMMUHU.

Tpomboyumonenus

YacToTa BO3HMKHOBEHHS Tskenoii TpomGormronmennn (< 80-10%m) cocraBuma 02 % y
NAlUEHTOB, NpuHUMaBmMX kionuporpen u 0,1 % y mnauuenros, npuHumasmux ACK,
coobmanocs 00 OYeHb PENKHX CiIydasX CHIDKEHHs umcna TpombormTtoB < 30-10%n. B

uccienoBannax CURE u CLARITY HaOmromamocs COIOCTABUMOE KOJIMYECTBO HAIMEHTOB C

TPOMOOLIUTONICHUEN UM HEUTPOIIEHUEH B 00X IPYIINax JICUSHHUS.

Ilepeno3supoBka

Cumnmomwl nepedo3uposxu

[lepeno3upoBka KJIOMHUIOTPETa MOXET BECTH K YBEIHMYCHHIO BPEMEHHU KpPOBOTEUYCHUS C
MOCJICTYFOIUMHE OCJIOKHEHHUSIMU B BUJIC Pa3BUTHUSI KPOBOTCUCHUH.

Mepwbi no okazanuio nomowu npu nepedo3uposKe

[lpy moOsIBIIEHMH KpPOBOTEYEHUS TpeOyeTcs TMPOBEIACHWE COOTBETCTBYIOIIUX —JICUCOHBIX
MEpONPUATHIA. AHTHIOT KJIONHIOTpea He ycTaHoBJIeH. Eciin HeoOxoauMa ObIcTpasi KOPPEKIUs
VIJIMHUBIIETOCS BPEMEHH KPOBOTCUCHHS, TO PEKOMEHIYETCS TMPOBEICHHUE IepeIUBaAHHS

TPOMOOIIMTAPHON MACCHI.

B3aumopeiicTBue C APYIrdMHU JEKAPCTBEHHBIMHU CpEACTBAMHA

JIeKapCTBEHHBIE CPEICTBA, IPUMEHEHNE KOTOPBIX CBSA3aHO C PUCKOM PAa3BUTHUSI KPOBOTEUCHMUS

MMmeercss TMOBBIIEHHBIM PHCK pa3BUTHS KPOBOTEUEHHs BCJEJICTBHE HUX MMOTEHIMAILHOIO
aIIUTUBHOTO 3(dekTa ¢ Kinonuaorpenom. Jleuenue cieayer mpoBOJIUTh C OCTOPOKHOCTHIO (CM.
paznen «Ocolble yKazaHHs»).

Ilepopanvhvle anmukoazyisanmel (Hanpumep, ap@aput)

OnHOBpeMEHHOE TpPHMEHEHHE KJIOMUAOIpella M  MepopaibHBIX aHTHUKOAryJIsHTOB HE
pEKOMEHIyeTCsI, TaK KaK JaHHAas KOMOWHAIUS MOXET YCHJIMTh KpPOBOTEUEHHE (CM. pasien
«Oco0bie  ykazaHus»). XOTA TMpHEM KIOMHJOTpena 75 Mr B CYTKH HE HW3MEHsII
dapmakokuHeTuky Bapdapuna (cyoctpata nzopepmenta CYP2C9) mimu MHO y nanueHToB,
JUINTENIFHO TOJy4YalolluX JieueHHe Bap(papuHOM, OJHOBPEMEHHBIH IpHEM KIONUIOorpena
YBEIMYMBACT PHCK KPOBOTEUEHHS B CBSI3U C €r0 HE3aBUCHMBIM JIOTIOJTHUTEIHHBIM BIIMSIHHEM Ha
CBEpThIBaEMOCTh KpoBHU. [loaTomMy cremyer coOMoaTh OCTOPOKHOCTH TPU OJHOBPEMEHHOM
npueme BapdapuHa U KIOMUAO0Trpena.

Bnokamopwr enukonpomeuna 11b/111a

B cBs131 ¢ BO3MOXKHOCTBIO (bapMaKOJII/IHaMI/ILIeCKOFO BSaHMOHeﬁCTBI/IH MCKAY KIIOMMUAOIPEJIOM U
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Oomokaropamu  rmkonporenHa  [Ib/I1a, X oz[ﬁgll';;'):en;@r;lméz

OCTOPOKHOCTH, OCOOCHHO Y MAallMEHTOB, UMEIOIIUX TMOBHINICHHBIN PUCK PAa3BUTUS KPOBOTCUCHUS
(mpu TpaBMax M XUPYPru4eCKUX BMEHIATENILCTBAX WJIM APYTHX MATOJOTHYECKUX COCTOSHUSX)
(cm. pasznmen «OcoOble yKazaHUs»).

Ayemuncanuyunosas kuciroma (ACK)

ACK He wusmenser uHrubupymoliiee aeictBue kionugorpena Ha AJ[D-unaynupyemyro
arperanuio TPOMOOIMTOB, HO Kionuporpen mnoreHuupyer iausHue ACK Ha Kosaren-
UHAYLIUPYEMYIO arperamnuio TpomoouuToB. Tem He MeHee, OAHOBPEMEHHBIN C KIOMUAOTPEIOM
npuem ACK mo 500 Mr 2 pa3a B CyTKHM B TEUEHHE OJJHMX CYTOK HE BbI3bIBAJ CYIIECTBEHHOTO
YBEIUYCHUS BPEMEHM KpPOBOTEYEHHS, BBI3BIBAEMOro IpueMoM kjonujaorpena. [lpu
oJHOBpeMeHHOM Tmpueme kionugorpena u ACK cinemgyer cobiroaaTh OCTOPOKHOCTh, TaK Kak
MEXJIy HUMH BO3MOXHO (hapMaKOJAMHAMUYECKOE B3aWMOJCHUCTBHUE, KOTOPOE MPUBOIUT K
MOBBIIICHUIO pHCKa KpoBoTedeHusi (cMm. pasfen «OcoOble ykazaHusa»). TeM He MeHee, B
KIIMHUYECKUX  HWCCIACAOBAHMUSAX  MAMEHTHl  TMOJy4YaJd  KOMOWHHUPOBAHHYIO  TEparuio
kionuaorpesnoM u ACK (75-325 mr 1 pa3 B CyTKu) 10 OJTHOTO ToJ1a.

Tenapun

[To maHHBIM KIIMHUYECKOTO UCCIIEIOBAHMSI, IPOBEIEHHOTO C Y4aCTUEM 37J0POBBIX I0OPOBOJIBIIEB,
Ipy MpUeMe KIOMUaorpena He TpeOoBaloCch M3MEHEHHsSI J103bI T'ellapiHa U He M3MEHSJIOCH €ro
aHTUKOAryJssHTHOoe jeicTBue. OJHOBpEMEHHOE NPUMEHEHUE TelmapuHa HE U3MEHSIIO0
aHTUArperaHTHoe JAeicTBUE Kionuaorpena. Mexay KIOMUAOrpesioM M TelapuHOM BO3MOXKHO
dapmMakoqUHAMUYECKOE B3aWMOJEWUCTBHE, KOTOPOE MOXKET YBEIWYHMBATh PHUCK DPA3BUTHSL
KpoBoTeueHUH. [Ipyn OJHOBpEMEHHOM MNPHUMEHEHUU CIEIyeT COOII0JaTh OCTOPOKHOCTH (CM.
paznen «Ocolble yKazaHHs»).

Tpomborumuxu

be3onacHOCTh OJHOBpEMEHHOTO TpPUMEHEHUs Kiomuaorpena, (GpuOpuH-crenudUIecKux HIn
¢ubprH-HECTIEIUPUUECKUX TPOMOOIMTUYECKUX CPEACTB U TremapuHa Obula H3y4YeHa Yy
MAalMEeHTOB C OCTPbIM WMH(MAPKTOM MHOKapja. YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTECUEHUU
OblTa aHaJlOTMYHAa TOW, KOTOpas HaOmoIanach B ClIy4ae COBMECTHOTO TIPHUMEHEHUSs
TpoMOonuTuueckux cpeacts u renapuna ¢ ACK (cm. pazaen «IloGouHoe nericTBre).
Hecmepouonwvie npomusosocnanumenvnvie npenapamot (HIIBII)

B kiIMHMYeCKOM HCCIEOBAHHUU, IMPOBEJEHHOM C YYacTHEM 3/I0pPOBBIX J10OpPOBOJIBIIEB,
COBMECTHOE NMPUMEHEHHE KIIOMUJOTpela U HAIpPOKCeHa YBEIUYHMBAIO CKPBIThIE NOTEPU KPOBU
yepe3 KKT. OpnHako, B CBSI3M C OTCYTCTBUEM MCCIEJOBAHUNA MO B3aMMOJEUCTBUIO
xionuaorpena ¢ apyrumu HIIBII, B HacTosiiiee BpeMsi HEU3BECTHO, UMEETCS JI MOBBIIICHHBIN

PHUCK JKEIyIOYHO-KUIIEUYHBIX KPOBOTECUEHUN IIPH NpHEME KIIOMMIOIpesa BMECTE € APYTUMU
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_NNEPTHOMY OTYETY

C KJIOMUJOTPEIIOM CIIEIYET COOII0IaTh OCTOPOKHOCTH (CM. pasnen «Ocolble yKa3aHusD).
Cenexmuenvie uneubumopwvl oopamnozo saxeama cepomonuna (CHO3C)

Tak xkak CHO3C BausOT Ha aKTUBAIMIO TPOMOOIIMUTOB M YBEIMYHMBAIOT PHUCK Pa3BUTHUS
KPOBOTEUYEHHSI, TO MPU OJHOBPEMEHHOM MIPUMEHEHHUH CJIeIyeT COOI0IaTh OCTOPOKHOCTD.
Hnoyxmopwt uzopepmenma CYP2C19

Tak Kak KJIONHIOTPEN MEeTaboJIM3UPYeTCsl O CBOETO AKTHUBHOIO METa0oJMTa YacTHYHO C
nomotbio u3opepmenra CYP2C19, oxumaercs, 4yTo NMPUMEHEHHE JICKAPCTBEHHBIX CPEICTB,
KOTOpBIE MHIYLHUPYIOT aKTUBHOCTb 3TOr0 H30(epMEHTa, MOXKET MPUBOAUTH K YBEIWYCHHIO
KOHIICHTPALlMH aKTUBHOTO METa0OJIUTa KIIOMUOTpea.

Pudamnunms, sBisisce MOIHBIM HHIYKTOpoM m3opepmenta CYP2C19, nmpu omgHOBpeMEHHOM
NPUMEHEHUU C KIOMMIOTPENIOM, MPUBOAMT KaK K YBEIMUEHHUIO KOHIEHTpPAllMd aKTUBHOTO
MeTabonIuTa KIOMUAOTpeNa, TaK U K MHTHOWPOBAHUIO TPOMOOIIMTOB, YTO MOKET MOBBIIIATH PUCK
BO3HUKHOBEHHUSI KpOBOTeueHUs. B kauecTBe Mepbl MPENOCTOPOXKHOCTH HE PEKOMEHIYETCs
NPUMEHSTh OJHOBPEMEHHO MOIIHBIE HHAYKTOpHI n3opepmenta CYP2C19 u xnonumorpen (cm.
pazznen «Ocobble yKazaHus»).

Hneubumopuor uzogpepmenma CYP2C19

Tak kak KJIomuaorpen MeTabomu3upyeTcs 10 oO0pa30BaHUS CBOETO AKTHBHOTO METAa0OJHUTa
yacTuyHO mnpu nomou uszopepmenta CYP2C19, npuMeHeHHe J€KapCTBEHHBIX CPEJCTB,
UHTUOMPYIOIINX ITOT U30()ePMEHT, MOXKET MPUBECTH K YMEHBIICHUIO 00pa30BaHUS aKTUBHOI'O
MeTaboauTa kionugorpena. KinuHuyeckoe 3HaueHHe 3TOr0 B3aUMOJICHCTBUS HE yCTaHOBJIEHO. B
KayecTBE MeEpbl TMPEJOCTOPOKHOCTU CIEAyeT u30eraTb OJHOBPEMEHHOTO MPUMEHEHUs
KJIOTMJIOTPeJia ¥ MOLIHBIX WJIM YMEpPEHHBIX HHruOouTOpoB nzopepmenta CYP2C19.

MormsbsiME ¥ yMepeHHbIMH MHTrHOuTOpamu uzopepmenta CYP2C19 sBnstoTcst omemnpasou,
330MeMpaszoi, (IyBOKCAMHUH, (IIyOKCETHH, MOKJIOOEMHJ, BOPHKOHA30J, (IIyKOHA301,
TUKJIONIUAIUH, ITUNPO]IOKCalUH, IMMETUINH, KapOaMa3enuH, OKCKapOa3enuH, XJIopaMpeHUKO.
Hneubumopol npomonnoii nomnol

OnHOBpEeMEHHBII MpHeM KIONHUIOrpesa ¢ omenpa3oioM B 03¢ 80 Mr (OJHOBPEMEHHO WJIH C
nepepbiBOM B 12 9 MexXIy mpueMamMH JBYX IpENnapaTroB) CHIKACT HKCHO3MIMI0 aKTHBHOTO
MeTrabonuTta kionuaorpena Ha 45% mnpu npueme Harpy3ouHoi A03el 1 Ha 40% mnpu mpueme
nojaepKuBaroleit 103b1. CHIDKEHHE ObLIO CBA3aHO C YMEHBLICHHEM UHTUOUPOBAHUSI arperaiuu
TpoMOonToB Ha 39% mpu mpueMe Harpy3oyHod Jo3sl M Ha 21% npu mpueme
noanepkuBaromieil  go3bl.  Ilpennomaraercs, d9ro  330Menpas’od  B3aUMOAECHUCTBYET C
KJIOTTHJIOTPEJIOM aHAJIOTUYHBIM 00Pa30M.

HaHHLIe Hﬂ6J’IIO)1€HPII>i N KIMHHYCCKHX I/ICCJ'ICJIOBaHI/Iﬁ O KIMHHUYCCKUX IIOCICACTBUAX ITHUX
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OCHOBHBIX  KapJHOBACKYJSIPHBIX  COOBITMI  NPOTHBOpPEYMBBL. B KadecTBe  Mepbl
IIPEIOCTOPOKHOCTU HE PEKOMEH]IYETCSl OJJHOBPEMEHHBIN MPUEM KIIONMUAOIPEIa ¢ OMENPa30ioM
WJIH 330MEIPa30JIOM.

MeHnee BbIpaK€HHOE CHIKEHUE SKCIIO3UIIMK MeTa0oInTa HaOI0Aaa0ch Ipy MprueMe mpenapara
C MAHTOIPA30JIOM WJIM JIAHCOIIPA30JIOM.

IIpu onHOBpeMeHHOM mpueme naHTompazoyia B o3¢ 80 Mr 1 pa3 B CyTKM KOHIIEHTpalus
aKTHBHOTO MeTaboIMTa KJIONUaorpena cuuwxkanach Ha 20% mnpu nmpreMe Harpy304HOi 036l U Ha
14% npu npuemMe noAAepKUBAOIIEH 103bl. ITO CONPOBOKAAIOCH CHUKEHUEM CPEJHETO YPOBHS
UHTUOMpOoBaHusl arperauu TpomOouutoB Ha 15% wu 11% coorBercTBeHHO. llomydennsie
pe3yabTaThl YKa3bIBaIOT Ha BO3MOXKHOCTH COBMECTHOTO MPHMEHEHHs KIOMUAOTpeNia M
MaHTOIpa3oIa.

bbut npoBeneH psall KIMHUYECKUX UCCIEIOBAHUN C KIONUOOSPENOM U OpYeUMU, OOHOBDEMEHHO
NPUMEHAEMbIMU — JIeKAPCMBEHHbIMU — Cpeocmeamu, €  1eJIbI0  HU3Y4YEHHs]  BO3MOJKHBIX
dapMakoTMHAMHYECKUX U (PapMaKOKHHETUIECKUX B3aMMOICHCTBHIA, KOTOPhIE TOKA3alH, YTO:

- IIPU OJJHOBPEMEHHOM NPUMEHEHUH KIONUOO2peNa C AmeHONON0M U/unu HUgpeounuHom
KJIMHUYECKH 3HAYMMOTO (papMaKoJMHAMUYECKOTO B3aUMOJICHCTBHUS HE HAOII01aJI0Ch;

- OJIHOBPEMEHHOE TPUMEHEHUE @enobapbumanra u SCMpoceHo08 HE  OKa3bIBAIIO
CYILIECTBEHHOTO BIUSHUS Ha (apMaKOJMHAMUKY KIOMUAOTpeEa;

— (hapMaKOKUHETHYECKHUE TOKA3aTeNu OUCOKCUHA U meoduiiuna He U3MEHSUIUCh TIPU UX
OJTHOBPEMEHHOM MPUMEHEHHH € KIOMHUI0TPETIOM;

— JI0Ka3aTeIbCTB TOT0, YTO JIPYTHe JIEKAPCTBEHHBIE CPE/ICTBA, MOHMKAIOIINE KHUCIOTHOCTh
B OKeIyJKe, Takue Kak Onokamopvl Hr-eucmamunogvix peyenmopos uiu aHmayuosl,
MPEMSITCTBYIOT aHTUTPOMOOIIMTAPHOM aKTUBHOCTH KJIIOMUAOTPENa, HET; aHmayuonvie cpedcmaa
HE CHHKAIOT a0COPOIIHIO KIOMHUIOTpena;

- Genumoun u mondymamuo MOXHO C O€30IaCHOCTHIO MPUMEHITh OJHOBPEMEHHO C
kionuaorpenoM (uccnegoBanue CAPRIE). ManoBeposTHO, 4TO KJIOMUAOTPEN MOXKET BIUATH Ha
METa0OJM3M JIPYTHX JIEKAPCTBEHHBIX CPEICTB, TAaKUX Kak (DEHUTOWMH M TOJIOYTaMHUI, a TaKKe
HIIBII, xotopsie MeTaboau3upyroTcs ¢ nomoluisio n3opepmenta CYP2C9 nuroxpoma P450;

— uneudbumopwvr AIl®, ouypemuku, Gema-adpeHoOIOKAMOpPbl, OIOKAMOPbL «MEOIeHHBIXY
KAIbYuesvlx KAaHal08, 2Unoaunudemudeckue cpeocmed, KOpPOHApHble 8a300Ulamamopbl,
euno2nuKemMuyeckue cpeocmea (6 m.y. UHCYIUH), NPOMUBOINUIENMUYECKUe cpedcmad,
20pMOHO3aMecmumenvHas mepanus u 0rokamopwl enuxkonpomeurna IIb/Illa: B KITMHUYECKUX
HCCJICTOBAHMSIX KITMHUYECKH 3HAUMMBIX HEXeNaTelIbHBIX B3aMMOJICHCTBHIA HE BBISIBICHO.

JlekapcTBEHHBIE CPEJICTBA, ABJoIMecs cyoctparamu uzobepmenta CYP2C8
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[TokazaHo, 9TO KJIOMUAOTPES YBEIMYHUBAI CUCTEMHYIO '&E&&H’%ﬁﬁ%ﬂﬁ)ﬂwu@ S,ZEOpOBBIX

noOpoBoiblieB. MccnenoBanus IN VItro mokasanu, YTO YBEJIMYEHHE CHCTEMHOW AKCIIO3UIIUU
penariuHuaa ABIsSeTCS cleAcTBUeM MHruouposanusi nzopepmenta CYP2C8 rimoKypOHUIHBIM
MetabonauToM Kionuporpena. Ciemayer coOiatogaTb OCTOPOXKHOCTh IPH  OJHOBPEMEHHOM
IPUMEHEHUN KJIOMMUJOTpeNa M JIEKAPCTBEHHBIX CPEJCTB, META0OIM3UPYIOIUXCA C HOMOIIbIO
uzopepmernra CYP2C8 (mampumep, penariuHuAa, MAKIUTaKCeNa) B CBS3H C PUCKOM
YBEJIMUYEHUS UX IJIa3MEHHBIX KOHLIEHTpalui (cM. paszaen «Ocobble yKkazaHusa»).

OnnounJIHBIC arOHUCTHI

Kak u B ciywae apyrux nepopaibHbIX HHTHOUTOpOB P2Y12, OnHOBpeMEHHOE NpPUMEHEHUE
OMHMOUIHBIX aroHUCTOB MOXKET 3aJCpKUBaTh W YMEHbBIIATh a0COPOIMIO KIIOMHIOTPENa,
BEPOSATHO, W3-32 3aMEUICHHOTO OIOPOKHEHUS JKenmynka. KimHudueckoe 3HAYCHHE TaHHOTO
B3aMMOJICHcTBUsL ~ Hew3BecTHO.  CnemyeT  paccMOTpeTh  BO3MOXKHOCTh  Ha3HAuCHUS
MapeHTepaIbHOTO AHTHUArpEeraHTHOTO TMpernapara y MalueHTOB € OCTPhIM KOPOHAPHBIM
CUHAPOMOM, TPEOYIOIHUX OJHOBPEMEHHOTO MPUMEHEHHS MOpQPUHA WM JAPYTUX OMUOHIHBIX
ArOHHUCTOB.

PosyBacratun

bru1o mokazaHo, 4TO KIOMUIOTPEN YBEIHMUMBAET SKCIO3UIIMI0 po3dyBacTaTuHa B 2 pasza (AUC) u
B 1,3 pasa (Cmax) mocne mpuema kionugorpena B goze 300 mr u B 1,4 paza (AUC) 6e3 BnusiHUs

Ha noka3aTellb Cmax ITOCIIE TOBTOPHOI'O IIpreMa KJIOMUI0rpesia B 103€ 75 MT.

OcoO0ble ykazanus

Kposomeuenus u cemamonozuueckue napyueHus

B cBsi3u ¢ prCKOM Pa3BUTHS KPOBOTEUEHHS U HEXKEJATEJIbHBIX PEAKIIMI CO CTOPOHBI KPOBU (CM.
paznen «IlobouHoe AeiicTBUE») B Cilydae MOSBIEHUS B XO/I€ JICUEHUS KIIMHUYECKUX CUMIITOMOB,
NOJO3PUTENBHBIX HA BO3HUKHOBEHHME KPOBOTEUEHHUs, CJEIyeT CpPOYHO Cjenarh OOImui
KJIMHUYECKHI aHalu3 KPOBH, OIpPEICIUTh aKTUBHUPOBAHHOE YAaCTHUYHOE TPOMOOIIACTHMHOBOE
BpeMs (AUTB), komnuecTBO TpPOMOOIIMTOB, TMOKa3aTead (YHKIIMOHAIBHOW aKTUBHOCTH
TPOMOOIIUTOB U TTPOBECTH JIPYyTHU€ HEOOXOAMUMBIEC UCCIIEIOBAHUSI.

Knonmuporpen, kak W Jpyrue aHTUTPOMOOLIMTApHBIE CpENICTBa, CIEAyeT MpPUMEHSATh C
OCTOPOXXKHOCTBIO y TMAaIMEHTOB, HMMEIOIIMX IIOBBIIMICHHBII PHUCK pPAa3BUTHS KPOBOTEUEHUS,
CBSI3aHHBIN C TpaBMaMH, XUPYPIrMUECKUMHU BMEUIATENbCTBAMU WM JPYTMMHU MaTOJIOTUYECKUMU
COCTOSTHUSIMH, a Takke y nanueHToB, npuHumMaromux ACK, HIIBII (B ToM uncie MHTUOUTOPHI
LIOI'-2), remapun, Osokatopsl riukonpoTtenHa IIb/Illa, CHMO3C u MourHble HHIYKTOPHI
uzopepmernta CYP2C19. B cBi3M C TOBBIIIEHHBIM DPHUCKOM KpPOBOTEUCHMS TpOWHas
antuTpoMmOornutapHas Tepanus (kionuporpent+ACK+munupunamon), mnpuMeHsieMas s

BTOPUYHOW MPO(UIAKTUKM  HUHCYJIbTa, HE PEKOMEHIYeTCs MalheHTaM C  OCTPbIM
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HEKapAH0AIMOOIMYECKUM UIIEMUYECKUM HHCYITHTOM ol TPEA | ELOEA

[lpu nedeHUM KIOMUAOTPENIOM, OCOOCHHO B TEUYECHHE IMEPBBIX HEIENb JICUCHHUS W/WIN TOCIe
MHBA3UBHBIX KapAMWOJIOTHYECKUX MPOLENYp/XUPYPTUUECKOTO BMELIATEIbCTBA, HEOOXOIMMO
BECTH TIIATEIbHOE HAOMIO/IEHHE 3a MalueHTaMM Ha TMpeAMET HWCKIIOYEHUS MPU3HAKOB
KpPOBOTEYEHMS, B TOM 4YHUCIE, M CKpbIToro. He pekomeHayercs OJHOBPEMEHHBIM IpUEM
KJIOMUJIOTPENIa C MEPOPAIbHBIMU AHTUKOAryJISHTAMM, IIOCKOJBKY 3TO MOXET YBEJIUYUTh
MHTEHCUBHOCTb KpPOBOTE€YEHMH (CcM. pasnen «B3aumoneicTBue ¢ Ipyrumu JIEKapCTBEHHBIMU
cpeactBamu»). OINHOBPEMEHHOE NMPUMEHEHHE KIIOMHUIOTpesia ¢ BaphapuHOM MOXKET YCHIUTh
PUCK KpPOBOTEUEHHUS, IOATOMY CIEIyeT COOMI0AaTh OCTOPOXHOCTh IPU OAHOBPEMEHHOM
NpUMEHeHUH Kionuaorpena u Bapdapuna (cMm. pasgen «BsaumoneicTBue ¢ JApyruMH
JIEKapCTBEHHBIMU CPEACTBAMM).

Ecnu namueHTy mnOpeacTOMT IUIAHOBasg XUPYprudeckas omepaunus, M 1OpU  3TOM  HET
HEoOXoauMOCTH B aHTHUTpoMmOoruTapHoM dddekte, To 3a 7 AHEH A0 omepanuul MpUEM
KJIOMUJIOTPEJIa CIETYET IPEKPATUTD.

Knonunorpen ymumHseT BpeMsi KPOBOTEYEHHS M JODKEH MHPUMEHSATHCS C OCTOPOKHOCTBIO Y
MAIMEHTOB C 3a00JIEBAaHUSIMU, MPEAPACIONATAIOIIMMU K Pa3BUTUIO KPOBOTEYEHHH (OCOOEHHO,
KEIYAOYHO-KUIIIEYHBIX W BHYTpUINIa3HbiXx). [IpemapaTel, KOTOpble MOTYT BBI3BIBATH
nopexaeHus ciauzucron obonoukn KKT (takme xak ACK, HIIBII) y mnauueHros,
MPUHUMAIOIINX KJIONUAOIPE, CIETyEeT MPUMEHSITh C OCTOPOKHOCTHIO.

[TarueHTH! JOMKHBI OBITH MPEAYIIPEKIECHBI O TOM, YTO TIPH MpUEeMe KIOMUAOTpena (0OAHOTO WU
B koMOuHanuu ¢ ACK) /1 0CTaHOBKH KpOBOTEUEHHSI MOXKET MOTpeOOBaThCs OO0JIbIIE BpEMEHH,
a TaKke O TOM, YTO, B CIy4yae BO3HUKHOBEHHS] Yy HMX HEOOBIYHOrO (10 JIOKAIM3AIUH WU
MPOJOKUTEILHOCTH) KPOBOTEUEHHUSI, UM CIIEAyeT COOOIIUTh 00 3TOM CBOEMY JieyalleMy Bpady.
[Tlepen mo0o0if mpeacrosimiedl omepanuMeil M Tepel HayaJlloM @pueMa J00ro HOBOTO
JIEKapCTBEHHOTO Tpernapara MalleHThl TOJKHBI co0oOlaTh Bpady (BKJIIOYAas CTOMATOJIOTa) O
pUeMe KIIOMHI0Tpea.

[TarueHTaM ¢ OCTpbIM KOPOHAPHBIM CUHAPOMOM 0e3 moasema cermeHTa ST B Bo3pacTe crapiie
75 ner He pEeKOMEHAyeTCs Ha3HadyaTh Harpy3ouHble 103kl Kionuporpena 600 mr wn3-3a
MOBBIIICHUS pPUCKA PA3BUTHS KPOBOTEUEHUS Y 3TOM IPYMIbI MAIIUEHTOB.

Tpombomuueckas mpomooyumonenudecxas nypnypa (TTI1)

OdyeHbp peako TmoOcCiAe NPUMEHEHHUs KIomujaorpena (MHOrAAa Jdaxe HENpOAOIKUTEIBHOIO)
orMmeuanuch ciaydau passutus TTII, koTopas xapakTepusyercss TpPOMOOIMTONECHUEH U
MUKPOAHTMONIATUYECKON ITeMOJIMTUYECKON aHEMUEH, COITPOBOXKAAIOIMMHUCS HEBPOJIOTHUECKUMU
paccTpoicTBaMH, HapyiieHneM (QyHKIUU mouyek u jauxopaakoit. TTII sBiusercs moTeHIHAIBHO

YIpOXarmuM  KU3HU COCTOsIHHEM, Tpe6YIOHH/IM HEMCAJIICHHOTO JICUYCHUA, BKJIrO4as
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(NOCNEQCBATENEHOCTE 0002)

mazmadepes.

Ilpuobpemennas cemoghunus

Coob1manocs o ciayyasx pa3BUTHs TpuoOpeTeHHOH reModuiIny mpu npueme kionuaorpena. [pu
MOJATBEPXKJIEHHOM HM30JIMpoBaHHOM yBenmuueHun AUYTB, compoBoxkparomemcss Wi He
COIPOBOXKAAIOIIEMCS Pa3BUTHEM KPOBOTEUEHUS, CIEAYET PacCMOTPETh BOIPOC O BO3ZMOKHOCTHU
pa3BuTHs npuoOpereHHOW remodwmiuu. [lamueHTsl ¢ TOATBEPXKICHHBIM  JTHATHO30M
npruoOpeTeHHONH TeMO(QWINU JODKHBI HAOMIOJATbCs U JICUUTHCS CIEUUAIUCTAMU IO 3TOMY
3a00JIeBaHUIO U IPEKPATUTH MPUEM KIIOMU0Tpea.

Heoasno nepenecennulil uwemuyeckutl UHCyibm

Hauano mepanuu

. VY nanuenToB ¢ octpbiM ManbiM MW ninmn ¢ TUA cpenHero mnm BbICOKOTO pHUcKa JBOWHAs
aHTuarperantHas Tepanus (xknonugorpen u ACK) nomkHa HauaTbes HE MO3/HEE 4eM yepes 24
qaca 10cJie MOsBICHHUS CUMIITOMOB COOBITHS.

. JlaHHBIE O COOTHOUICHWM IIOJIb3BI U PUCKA KPATKOCPOUYHOM IBOMHON aHTHArperaHTHOU
Tepanuu y nagueHToB ¢ ocTpbiM MaibiM MU mmm ¢ THMA cpenHero wim BBICOKOIO pUCKa €
BHYTPHUYEPEITHBIM KPOBOU3JIUSHIEM (HETPAaBMATUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

. Momnotepanus KIOnuIorpenoM y nanueHtoB ¢ MU, He sBiasromuyMces MalbIM, JTOJDKHA
HayaThCsl yepe3 7 AHEH mocie Hadana COOBITHS.

Hayuenmor ¢ UU, ne asnarowumcs manoim (NIHSS > 4)

BBI/II[y OTCYTCTBUA JOAaHHBIX HE PCEKOMCHAYCTCA Ha3HadaTb I[BOI\/'IHYI-O AHTHArperaHTHYIO
TCPpaIunro.

Tlayuenmol, Heoasno nepenmecuiue manvid MU wwm THA cpedne2o wmu  6blcoOK020 pPUcCKa,

KOomopbiM nOKA3AaHO Ujiu Konmopuvim 3anj1dHUpo6aHo emeuameilibCmeo

JlaHHBIE B IOEPKKY IPUMEHEHUS ABOMHOW aHTHATPETaHTHON TEPAIUH Y NMAllUEHTOB, KOTOPBIM
NOKa3aHa KapoTHJHAs HHJAPTEPIKTOMMS WJIM BHYTPUCOCYIUCTas TPOMODKTOMUS, WIH Y
NAlMEeHTOB, KOTOPBIM 3aIVIAHMPOBAHbl TPOMOOJIM3UC WM AHTUKOAryJsHTHas Tepanws,
OTCYTCTBYIOT. B yKa3aHHBIX CHUTyalMsX HE pPEKOMEHIYyeTcs Ha3HayaTb JIBOMHYIO
aHTHarperaHTHyIo Tepanuio.

QyukyuonanvHas akmusHocms uzogpepmenma CYP2C19

VY manueHToB ¢ HU3KOH akTUBHOCTHIO M30(epmenTa CYP2C19 npu nmpuMeHeHUH KJIOMUI0Tpena
B PEKOMEHIyEeMbIX J103aX 00pa3yeTcsl MEHbIIE aKTUBHOTO METa0OoIuTa KIOMUAOrpena u ciadee
BBIPAXXEHO €ro aHTHAarperaHTHOE JeMCTBHE, B CBA3M C YEM IPHU IpreMe OOBIYHO PEKOMEHTYEMBIX
J103 KJIONMUJOTpeNa IpPU OCTPOM KOPOHApHBIM CHHAPOME WM YPECKO)KHOM KOPOHApPHOM
BMEIIATENIbCTBE BO3MOJKHA Oojiee BBICOKAs 4acToTa pPa3BUTHUA  CEepAECYHO-COCYIUCTHIX

OCJIO’)KHEHUH, YeM y MalMeHTOB ¢ HOpMaIbHON akTUBHOCTHIO M30depmenta CYP2C19.

28



COOTBETCTEYET ZKCMNEPTHOMY OTYETY
ot 25.09.2024 N2 20614
OxugaeTcsi, 4TO TPUMEHEHHE JIeKapCTBEHHBIK cpenc’fg,'-'fcb}gp—il;réEiﬁxIME%T AKTHBAOCTD

uzopepmernra CYP2C19, MokeT NpPUBOAWTh K YBEIMYCHUIO KOHIICHTPAIIMM aKTUBHOTO
MeTaboIMTa KIIOMHUIOTPENa U MOBBIIATH PUCK BOSHUKHOBEHHSI KPOBOTEUCHUs. B KauecTBe Mepbl
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPUMEHSATh OJHOBPEMEHHO MOUIHBIE WHAYKTOPbI
nzodepmenta CYP2C19 u kinomumorpen.

Nmerotes tectsl 1uia onpeneneHust renoruna CYP2C19, kotopbie MOTYT OBITH MCIIOJIB30BaHbBI
JUISE TIOMOIIIM B BHIOOpE TepameBTHUYECKOW crpareruu. CremayeT paccMOTpPeTh BOIPOC O
MIpUMEHEHUHN 00Jiee BRICOKUX /103 KJIOMUIOTpesa y MalueHTOB ¢ HU3KoM akTuBHOCThIO CYP2C19
(eMm. pazmen «®PapmakoOTUYECKUE CBOWCTBa» moapazaen «DPapMakoreHEeTHKay, pas3fel
«Crocob MpUMEHEHHS B TO3BD»).

Ilepexpecmmuvie annepeudeckue u/unu 2emamono2udecKue peakyuu Mexicoy mueHOnUpUOUHaMU

VY manueHToB ciexyeT coOuparh aHaMHe3 Ha MpeAMET UMEBIIHUXCS paHee alJIeprUuYecKuX H/Uin
reMaToJIOrMYeCcKUX Peakifil Ha Jpyrue TUEHONUPHUAMHBI (TaKhe KaK THUKJIOMUINH, Ipacyrpen),
TaKk KaK COOOMNIAJIOCh O HAJIMYUU TEPEKPECTHBIX AJUICPTHUYSCKUX W/HIU TeMaTOJIOTHYCCKHIX
peakuii Mexay TtueHonupuauHamu (cMm. pasaen «llobounoe npeiictBue»). TueHONMMPUIUHBI
MOTYT BBI3bIBATH YMEPEHHBIC U TSDKEIbIC aUIEPTUYeCKUe peakluu (Takue KaK KOXHas ChIIb,
AHTMOHEBPOTUYECKHI OTEK) WM IeMaTOJIOTHYeCKHe peakluu (Takhe Kak TPOMOOLMTONEHHS U
HelTponieHus). [lanMeHThI, y KOTOPHIX paHee HAOMIOJAINCh AJUICPTHUYSCKUC  W/HITU
reMaTOJIOTHYECKUE PEaKIM Ha OJIMH U3 MPEenapaToB IPYIIbl THEHOMHUPUIUHOB MOTYT UMETh
MOBBIICHHBIA PUCK pa3BUTHUsI TOMOOHBIX peakuMid Ha JAPYyrol mpemapar TpYMIbI
TUEHOMMUPUANHOB. PeKOMeHIyeTcss MOHUTOPUHT TEPEKPECTHBIX aIJEPTUYeCKUX  H/HIn
reMaToJIOTMYECKUX PEeaKIUH.

lloueunas nedocmamounocms

OneIT NpUMEHEHHsS KIIOMMUJIOTpeNa Yy NAlUEHTOB C TKENOM MOYEYHOW HEJO0CTAaTOYHOCTHIO
orpanuyeH. [loatomMy cienyer ¢ OCTOPOXKHOCTBIO MPUMEHSATH KIOMUJOTPEN Yy 3TOW TPYIIIbI
MaIUEeHTOB.

lleuenounas nedocmamoyrnocmo

NMeercs OrpaHWyYeHHBIA ONBIT TNPUMEHEHMS] KIOMMAOIpeNa Yy TMAlMeHTOB C TSHKEJIbIMU
3a00JICBaHUSIMH ~ TICUEHU, KOTOpPbIE MOTYT OBITh  MPEAPACHONIONKEHBI K  Pa3BUTHIO
reMopparmdeckoro amaresa. [loaTomy ciaemayer ¢ OCTOPOXHOCTBHIO MPUMEHSATh KIOMUAOTPEN y
JTAHHOM TPYTIIBI MAIIUEHTOB.

Bcnomozamenvhvie eewjecmea

[Ipenapar Butarpuens® coaepskuT coeBblii nenutud. IlanuenTtaM ¢ auneprueil Ha apaxuc WM

COI0 HE CllelyeT IPUHUMATh JaHHBIM JIEKAPCTBEHHBIN ITpenapar.

29



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 25.09.2024 N= 20614

BiusinMe  JIEKAPCTBEHHOIO  CPeAcTBa penapa%':':::agﬂ'%%i%&%gb s Tﬁ%ﬂTb

TPAHCIOPTHBIMHU CPEACTBAMH, MEXaHU3MAMHU
[Ipenapar Burarpuens® He OKa3pIBaeT CyMIECTBEHHOTO BIMSAHHA HAa CIHOCOOHOCTH,
HEOOXOUMBIE i1 yHpaBICHUS TPAHCHOPTHBIMU CPEACTBAMH WM 3aHATUS JAPYTUMHU

INOTCHIMAJIbHO OIIaCHBIMHU BUJaMU ACATCIBbHOCTU.

dopMa BbINIYCKa

TabneTku, MOKPBITHIE TNICHOYHOH 000I0YKOH, 75 MT.

ITo 10 Tabmeroxk B Omuctep w3 mieHku [IBX wu amomunueBor ¢oabru. Ilo 1, 3 wmm 10
0JIMCTEpOB BMECTE C MHCTPYKLUEH 110 MEAULIMHCKOMY NPUMEHEHUIO B [MaYKy U3 KapTOHA.

I[To 10, 30 wm 100 TabieTok B MIACTUKOBYIO OaHKY M3 MOIMATHIICHTEpe]Taiara, yKyopeHHYIO
IUTACTUKOBOM KPBIIIKOW M3 MOJIMATHIEHA BBICOKOM IUIOTHOCTH M HHU3KOIO JIaBJICHHS, C
KOHTpOJIEM NepBOro BCKpbITHs. Ha OaHKy Hak/IeHMBalOT STHUKETKY M3 OyMaru nucyed Wiu
STUKETOYHOM. 1 OaHKy BMeCTe ¢ MHCTPYKIMEW MO MEAMLUHCKOMY NPUMEHEHHUIO B HAuKy M3
KapTOHa.

YciaoBus XxpaHeHust

B 3amuieHHoM oT cBeTa MecTe Ipu Temreparype He Bbiie 25 °C.

XpaHUTh B HEJOCTYITHOM IS IETeH MecTe.

Cpoxk rognocTu

2 rojaa. He MNPUMCHATH IO UCTCUCHUHN CPOKA rOAHOCTH.

YcaoBus ornycka

OTIycKarT MO peuenty.

IIpousBoaurenn
000 «9nBanca dapmay, Poccust
benroponackas 0611., benropoackuii paiton, nrr. CeBepHslii, yi. bepe3osas, 311. 5.

KonraktHslii Tenedon: +7 (4722) 20 23 19

Baagenen permcrpanmoHHOro yaocroBepeHusi/Opranusanusi, NPUHUMAIOLIAS NPeTEeH3UH
OT norpeduTesen

00O «9nBanca dapmay, Poccus

308010, benroponckas 00:1., MyHUITUNIATBHBIN paiion benroponckuii, r.i. nocenok CeBepHBIH,
nrt. CeBepHbIii, yi. bepe3oas, 31. 5.

O pazeumuu HexcenamenbHuIX peakyull, CEA3AHHBIX C NPUEMOM Npenapama, cOoOuWams.:

00O «9nBancn dapmay, Poccus

308010, benropoxackas 0611., benroponckuii paiton, nrr. CeBepHslii, yi. bepesosas, 31. 5.

Ten.: +7 (4722) 20 23 19
30



e-mail: factory@atcl.ru

COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 25.09.2024 N= 20614
(NMOCNEOOBATENEHOCTE 0002)

31



mailto:dmitry@atcl.ru

	Фармакологические свойства

