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COOTBETCTBYET ZKCNEPTHOMY OTUETY

1O MEJUIIMHCKOMY ITPUMEHEHUNIO JIEKAPCTBEHHOI'O IIPEITAPATA

Inarpua®

PerucrpanuoHHbIi HOMeEp:

Toprosoe HanmeHoBanue: Inarpun®.

Me:xkayHapoaHOe HeMATEHTOBAHHOE UJIM I'PYNINIMPOBOYHOE HAMMEHOBAHHUe: KJIOMHUIOTPell.
JlekapcTBeHHas (popma: TaOIETKU, TOKPHITHIC TNIEHOYHOH 000I0UKOH.

Cocras

1 TabGneTKa, MOKPHITAs TNICHOYHOM 000JIOUKOM, COICPIKHUT:

Oelicmeyowee seujecmeo: xinonuaorpena oucynbdar (hopma I) — 97,875 mr (B mepecuere Ha
kionugorpen — 75,000 mr);

8cnomozamenvHbvie geujecmea (10po): TaKTO3bl MOHOTHIPAT, LIEJUTI0NI03a MUKPOKPHUCTAIUTMYECKAsT
(tum 112), rumpono3a ¢ HU3KOW CTEMEHBIO 3aMeIeHHUs, KPOCIOBUIOH, MaHHUTOJ, KPEMHHS
JTUOKCHUJ KOJUTOUAHBIN, Makporos 6000, kacTopoBO€ Maciio TUAPOT€HU3UPOBAHHOE;

nienounas obonouka: Omnanpait Il pososerit 33K84976 (rumpomemnoza (HPMC 2910) 6 cll
(E464), nakto3sl MoHOTHApaT, TuTaHa auokcua (E171), TpuanetuH, KpacuTelb jKelne3a OKCHI
kpacHsbiii (E172)).

Onucanue

Kpyribie ABOSKOBBIMTYKIIbIE TaONETKH ¢ (DACKOW, MOKPHITHIE IUICHOYHOW 000IOYKON PO30BOTO
I[BETA.

dapmakoTepaneBTHYeCKasl IPYNNA: aHTUTPOMOOTUYECKUE CPEJICTBA; AHTUATPETaHThl, KpOMeE
renapuHa.

Kox ATX: BOIACO04.

DapMaKoJIOrHYecKue CBOMCTBA

dapmakognHaMuKa

Knonuporpen npenacrapnser coboil mpojeKapcTBO, OJUH U3 aKTUBHBIX METAa0OJUTOB KOTOPOTO
SBIISICTCSI UHTHOUTOPOM arperanuu TpoMOOIuToB. J[1si 0Opa3oBaHMs aKTHBHOTO METa0OJIMTa,
KOTOPBIN TMO/AABISET arperamuio TPOMOOLUTOB, KIOMUAOTPEN JOJKEH MeTaboIu3UpPOBATHCS C
noMoIpo u30hepMeHTOB cucTeMbl 1uToxpoma P450 (CYP450). AxTuBHBIA MeTaOOJHT
KJIOMUOTPENIa CEJIEKTUBHO HMHTUOMpYyeT cBs3biBaHue aneHosuHaudocdara (AAD) ¢ P2Yn
perentopoM TpoMOOIUTOB U mocieayromyo AJldD-onocpeoBaHHYI0 aKTUBAIMIO KOMILIEKCA
rmkornporenna [Ib/Illa (GPIIb/Illa), mpuBOAs K TMOJABICHUIO arperamud TPOMOOIIUTOB.
bnaromapss HeoOpaTUMOMY CBSI3BIBAHHIO, TPOMOOIUTBHI OCTAIOTCS HEBOCTIPUMMYUBBIMU K

crumyssiiiia AJI® B TeueHHe BCETrOo OCTABIIETOCS CPOKa CBOEH JKM3HU (MPUOIH3UTEIBHO 7—
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COOTBETCTBYIOIIEH CKOPOCTH OOHOBIIEHUSI TPOMOOITUTOB.

Arperanusi TPOMOOIIMTOB, BRI3BAHHASI aTOHUCTaMU, OTIUYHBIMU OT AJID, Takke MHTHOUpYyeTCs
3a cueT OJIOKAJIbl YCUJIEHHON aKTUBAITUU TPOMOOITMTOB BRICBOOOKTaeMbiM AJ[D.

Tak kak oOpa3oBaHHE AaKTHBHOTO METAa0OJIMTa MPOUCXOAUT IPH TOMOITU H30(HEPMEHTOB
cucTteMsbl IIuTOXpomMa P450, HEKOTOpBIE U3 KOTOPBIX MOTYT OTJIMYATHCS MOJIMMOP(U3MOM WIIH
UHTUOMPOBATHCSA JPYTUMH IIpernapataMd, HE Yy BCEX MAalUEHTOB BO3MOXKHO aJIeKBAaTHOE
WHTUOMPOBAHME arperaiuu TPOMOOIIUTOB.

[Ipu exxenHEeBHOM MpueMe KIOMHUAOTpea B TO3UPOBKE 75 Mr | pa3 B CyTKH C MEPBOTO K€ JTHS
npuemMa OTMeuaeTcs 3HauuTenbHoe nogasnenue AJld-unaynupyeMoii arperauuu TpoMOOLUTOB,
KOTOPOC IMOCTCICHHO YBCIMYHUBACTCA U 3aTCM, B MHTCPBAJIIC MCKIAY 3-M 1 7-M AHCM IIpucMa,
BBIXOJAUT HA TIOCTOSHHBIA ypOBeHb (NPU  JOCTH)KEHHU DPABHOBECHOTO  COCTOSIHUSA).
B paBHOBECHOM COCTOSIHUM arperaiusi TpoMOOIMTOB TonaaBisercss B cpemneM Ha 40-60 %.
[Tocne mpekparienust mpuemMa KIOMUAOTpeNia arperalusi TPOMOOIUMTOB M BpeMs KPOBOTCUCHHUS

IIOCTEIICHHO BO3BPALIAIOTCS K UCXOAHOMY YPOBHIO, B CPETHEM B TEUCHHUE 5 JTHEM.

Kinnanueckas 2ddekTHBHOCTE U 0€30I1aCHOCTE

be3onacHocTh 1 3(pdEeKTUBHOCTh KIOMUAOrPETa OLECHUBAINUCH B CIEIYIOIIMX HCCIIEIOBAHUAX:
uccienoanre CAPRIE, cpaBHenue kinonuaorpena ¢ anetwicamuunioBoit kucinoroi (ACK), a
takke uccneaoanuss CURE, CLARITY, COMMIT (nomoiaHUTENbHBIA aHAIU3 MOATPYIIT —
CLARITY PCI), CURRENT-OASIS-7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE,
POINT, ACTIVE-A, ACTIVE-W, B KOTOpBIX CpaBHHBAJIM KJIOMHAOTpeN C Iainebo; oba
JIeKapCTBEHHBIX ITpernapara HazHauanuch B komOuHaimu ¢ ACK u apyroit craniapTHOM Tepanueil.
Heoasno  nepenecenmviti  ungpapkm Muokapoa, HeOA6HO NEPEeHEeCeHHbll  UHCYIbIM U
ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuii

B uccnenoanue CAPRIE 6putn BrodeHsl 19 185 manmmeHTOB ¢ aTepoTpomM0O030M, KOTOPBIHA
OpOSIBWIICS B BHJEC HEJAaBHO IEpPEeHECeHHOro wHHpapkra Muokapaa (<35 gHeil), HeTaBHO
nepeHeceHHoro umemuyeckoro uncynbta (MN) (ot 7 qHel 1o 6 MecseB) Wik yCTAaHOBIEHHOTO
3aboneBanust nepudepuueckux aprepuid (3[1A). [lanmmeHTs! OB PaHIOMU3HUPOBAHBI IO
rpynmnaM, Mojy4aBIIMM Kionuaorpena B cyrouHol go3e 75 mr unu ACK B cyrouHoi po3e
325 mr, 1 ocTtaBamuch NOJ HaOmoneHueM B TeueHHe oT | roma mo 3 ner. B moxrpymme
NaIMEeHTOB, IepeHecINX HH(PApKT MHOKapnaa, OonpIMIMHCTBO mnamueHtoB mnonydain ACK B
TEYEHHE TEepBbIX HECKOJNbKMX JHEH mocie ocTporo uH(papkra Muokapnaa. Krmonmmorpen
3HAYUTENIbHO CHIDKAJl YacTOTY HOBBIX MIIEMUYECKHX COOBITHI (KOMOMHHpOBAHHAs KOHEYHAs

TOYKa — UH(PAPKT MHOKap/a, UIIEMHYECKUI MHCYJIBT U COCYIHMCTask CMEPTh) MO CPaBHEHHUIO C
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pasznuuusa Mexay kinonuaorpesiom (5,8 %) u ACK (6,0 %).

[Ipu ananu3e moArpynn ¢ MpUMEHEHNEM Ka4eCTBEHHOMN OLIEHKH COCTOSIHUS (MHPapKT MHOKapa,
umemudeckuid WHCYAbT U 3I1A) HamOonbmuii 3QexT Tepanuu HaOIMIOAANCS y TMalMeHTOB,
BKJIFOYEHHBIX B HcclieoBanue B cBs3u ¢ 3[TA (ocoOeHHO TeX, y KOro B aHaMHe3e ObUT HH(pAPKT
MHOKapaa), u Oonee cnadblif 3¢ dexr (HezHaunTenbHo oTauuatonmiics or ACK) y nmanueHTos,
MEPEeHECHINX HWHCYJIBT. Y MAIMEHTOB, BKIIOYCHHBIX B HCCIICOBAaHHE TOJHKO HAa OCHOBAaHUU
HEJAaBHO MEPEHECEHHOT0 MH(apKTa MUOKap/a, pe3y/ibTaT B IPyIIe KIOMUI0rpena ObUT YUCICHHO
XyxXe, HO cratuctuyecku He oTimyaiics oT ACK. Kpome Toro, anaiu3 noarpynm mo BO3pacTy
MO3BOJIIET MPEINOJIOKUTh, YTO OiarompusaTHeii 3(h(eKT Kionuaorpena y MalndeHTOB CTaplie
75 net ObLT MEHee BBIPAXKEH, YeM Y MalMeHTOB B Bo3pacTe < 75 JerT.

Ocmpwiii KOpOHAPHBIU CUHOPOM

B uccnenopanne CURE 6b110 BKTIOUeHO 12 562 marueHTa, MepeHecnX OCTPhId KOPOHAPHBIN
cunapom 0e3 mogbema cermenta ST (HecTaOWibHAsI CTeHOKapaus WM HH(ApKT MHOKapaa 0e3
3yoma Q), y KOTOpBIX B TeUEHHUE MOCIEAHNX 24 4aCOB MOSIBUIIACH O0JIb B 00JIACTH IPYAHOMN KIIETKH
WIM CHMIITOMBI, YKa3bIBaloIllMe Ha uineMuro. [[s BKIIOUEHHS B HCCleOBaHUE TPeOOBAIOCH,
yTOOBI y MAIMEeHTOB ObUTH MO0 M3MeHeHHs dekTpokapanorpammel (JKI'), ykassiBaronue Ha
HOBBIC MIIIEMUYECKHUE SBIICHUS, INOO TOBBIIICHHBIN YPOBEHb KapaAuOPEPMEHTOB, THOO YpOBEHb
TpontonnHa [ wnm T, mo KkpaiiHell mMepe B 2 pa3a IPEBBIAOIINNA BEPXHUN IPEAET HOPMBI.
[TarmeHTsl OBLTM PaHIOMH3UPOBAHBI B TPYMIBI JICUEHUS KIIOMUIOTPENoM (Harpy3odHas [103a
300 mr, 3atem 75 mr/cytku, n= 6259) wm mnane6o (n= 6303), KoTOpble MPUHUMAIH B
komOuHaimu ¢ ACK (75-325mr 1 pa3 B CyTKH) M JPYrUMH CTaHAAPTHBIMH IperapaTamMu.
[ManieHTsl mMONyyaJld JIEYEHHE B TEYEHHE MEpPHOAA [UIMTENBHOCTBIO JI0 OJHOTO Toja.
B uccnenopannun CURE 823 maumenta (6,6 %) monydanu COMYTCTBYIOIIYIO —TEparuio
antaronuctamu penenrtopoB GPIIb/Illa. T'emapun BBomwimm OGosnee yem 90 % manueHTOB.
ConyrcTBylOIIasi Tepamnusi renapuHOM HE OKa3bIBala 3HAYUMOTO BIUSHHUS Ha OTHOCHUTEIBHYIO
4aCcTOTY Pa3BUTHS KPOBOTECUCHHI MPH MpUEMe KIOMUI0Tpenia u rmiarnedo.

KonuuecTBo manueHToB, Y KOTOPHIX Oblia NMEpBUYHAs KOHEUHAs TOYKa (CMEPTh OT CEpACYHO-
cocyauctbix 3aboneBanuii (CC3), MHPapKT MUOKap/aa WM HUHCYNBT), cocTaBuio 582 (9,3 %) B
rpynmne, moxydaBiiei xionuporpen, u 719 (11,4 %) B rpymme, moiydaBmied tuianebo, a
OTHOCHUTEJIbHBINA PUCK ObLT cHMKEH Ha 20 % y rpynmsl, MoydaBUield KIOMUI0rpen (CHIKEHHE
OTHOCHUTEJIBHOTO pucka Ha 17 % npu KOHCEpBAaTUBHOM JIEYEHUM MALMEHTOB, Ha 29 % mnpu
BBITIOJITHCHUHM YPECKOKHOW TPaHCIIOMUHAIbHONW KopoHapHoi aHrmoractuku (YTKA) co
cTeHTOM WK 0e3 Hero ¥ Ha 10 % mpu BBINOJIHEHNH a0pTOKOpOoHapHoro myHTHpoBanus (AKII).

[Tocne 3 mecsneB JieueHus: MPEeUMyIIecTBO, HalmronaBmieecss B rpymnne kionugorpen + ACK,
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KonuyectBo mnammeHToB ¢ KOMOMHUPOBAHHOM NEPBUYHONM KOHEYHOM TOYKOM (CMEpTh OT
CepACYHO-COCYTUCTHIX 3a00eBaHN, HH(PAPKT MUOKap/Ia, HUHCYIBT WIH pepaKkTepHas UILIEMHUs)
coctaBusio 1035 yenosek (16,5 %) B rpynne, noxyvasmiei kinonuaorpen, u 1187 (18,8 %) B
rpynrne, mojay4aBiieil ruiane6o. BiusHus Ha 9acTOTy MOBTOPHBIX TOCHHUTAIN3ALUN MO MOBOIY
HEeCTaOMIbHON CTEHOKAapAHH HE HAaOJI0JalI0Ch.

[onoxxutenpHble 3P eKTh, HAOIIOAaeMbIe MPH NMPUMEHEHUH KJIOMUAOTpeNa, HE M3MEHSIIUCDH
IpU KPaTKOBPEMEHHOM ~ WJIM  JUIMTENIbHOM  MPUMEHEHUU JPYTUX CEepIAeYHO-COCYAUCTHIX
npenaparoB (TakMX KaK TemapuH/HU3KOMOJEKyaspHble renapuabl (HMI'), aHTaroHuCTHI
GPIIb/Ila, rumonuMnuaeMUYecKUe mpenapartsl, Oera-Oiokartopsl W MHrHOHTOpH AIID).
DddexTuBHOCTH KITOTHAOTpeENa He 3aBucena oT 10361 ACK (75-325 mr 1 pa3 B cyTknm).

VY manueHToB ¢ OCTphIM HH(GAPKTOM MHOKapaa ¢ moabemMoM cermeHTa ST 0e30macHOCTh M
3O PEeKTUBHOCTh  KJIOMUAOTPENAa  OICHUBAIUCH B 2  PaHJAOMHU3UPOBAHHBIX  IUIAIE00-
KOHTPOJIMPYEMBIX ABOMHBIX caenbix uccaenoBanusax CLARITY u COMMIT.

B uccnenosanun CLARITY yuactBoBan 3491 nanueHT, KOTOpble MOCTYNMIN B CTallMOHAp B
TeueHue 12 yacoB mociie pa3BUTHs WH(ApKTa MHOKapaa ¢ MoabeMoM cerMeHTa ST B KOTOphIM
ObL1a MoKazaHa TpoMOoJauTHUecKas Tepanusd. [lanuenTs! nomydanu KIonuaorpen (Harpy3ouHas
no3a 300 mr, 3aTem 75 mr/cytku, n = 1752) wnu mnane6o (n = 1739), 06a B komOourammu ¢ ACK
(ot 150 mo 325Mr B KauecTBe HArpy304HOW JH03bI, 3aTeM OT 75 mo 162 mr/cyTkn),
(GUOPUHOIUTHYECKUIA TIpernapaT W, IpU HEOOXOAMMOCTH, TemapuH. [lanmueHToB HaOmoganu B
teueHue 30 gHeit. [lepBUYHONH KOHEYHOW TOYKOHM SIBISUIOCH HAJWMYHE OKKIIO3MH B HH(APKT-
CBS3aHHOM KOPOHApHOM apTEepUM HA aHTMOTpaMMeE Iepe] BBINHUCKOW, CMEPTh WIM IIOBTOPHBIN
uH(PapKT MHUOKap/aa 0 MPOBEICHUS KOPOHApHOW aHTHorpaduu. s manueHToB, KOTOPBIM He
MPOBOAMIIACH aHTHOTpadus, IEPBUYHON KOHEUHOM TOUKOH ObljIa CMEpTh WM peuuanB UH(papKTa
MHUOKap/ia KO JIHIO 8 WK K BBIMKUCKE U3 CTallMOHApa.

[Marnagnate nponeHtoB (15,0 %) mammentoB B rpymme kimonuporpena u 21,7 % B rpymme
rane0o JOCTUTIIM TIEPBUYHON KOHEYHOW TOYKM, 4YTO MPEACTaBIsSET CO00W abCONMOTHOE
cHIxkeHue Ha 6,7 % u pasHunly cHmkeHus B 36 % B MOJb3y KIONUAOrpesa. 9TO B OCHOBHOM
00yCIIOBIIEHO YMEHBIICHHEM OKKIIIO3UM B HH(APKT-3aBUCHUMBIX KOPOHAPHBIX apTepUsx. ITO
IIPEUMYIIECTBO OCTaBAJIOCh ITOCTOSIHHBIM BO BCEX IPEIBAPUTEIBLHO ONPEAEIEHHBIX 110 BO3PACTY
U TIONy, JOKaIM3aluu HHPApKTa U TUIY HCIOIB3yeMoro (GpuOpPHMHONMTHKA WIM TenapuHa
MOJArpyNax MaueHTOB.

Uccnenoanne COMMIT c¢ dakropasiM au3aiiHoM 2x2  Brmroyano 45 852 mamnueHTa,
MOCTYMUBIINX B T€YEHUE 24 4aCOB C MOMEHTA MOSIBIICHHSI CAMIITOMOB I0JI03PEBAEMOT0 HH(papKTa

MHUOKapJa, 4TO MOATBEpXkAanoch OTKIOHeHMAMH Ha OKI' (T.e. moapemom cermenrta ST,
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knonuaorpen (75 mr/cytku, n= 22 961) unu mnane6o (n= 22 891) B xombunamuu ¢ ACK
(162 mr/cyTku) B TedeHuwe 28 AHEW WM JO BBIMUCKH W3 OONbHUIBL. KOMOMHMpPOBaHHBIMU
NEPBUYHBIMU KOHEUYHBIMU TOYKaMH ObUIM CMEPTH MO JII00O0I MpUYHHE U pa3BUTHE MOBTOPHOIO
uH(apKTa, UHCYIbTa WK cMepTh. [lomymsus Bximouana 27,8 % >xenmus, 58,4 % nauueHToB B
Bo3pacte 60 set u crapuie (26 % > 70 net) u 54,5 % nanueHToB, Moay4aBIIUX GUOPUHOIUTUKH.
Krnonuaorpen 3HaunTeIbHO CHUYKAJI OTHOCHTENIBHBIM PUCK CMEPTH 110 JII000H npudnHe Ha 7 % U
OTHOCHUTEJIbHBIM pUCK KOMOMHALIMK MOBTOPHOTO MH(pApKTa, MHCYJIbTA WM cMepTH Ha 9 %, uTo
coctaBisio abcomotHoe cHbkeHue Ha 0,5 % u 0,9 % coOoTBETCTBEHHO. DTO MPEUMYIIECTBO
OCTaBaJIOCh MOCTOSIHHBIM JJIsi TPYMI MALKUEHTOB Pa3HOTO BO3pacTa, Moja, MPUHUMAIOIINUX WU
HE MPUHUMAIOMINX GUOPUHOIUTHKY, U HAOII01anack yxe yepe3 24 yaca.

B anaim3 B moarpynmax uccinenoBanus CLARITY PCI Obumn Bkmtouensl 1863 marumeHTa ¢
uH(bapKTOM MHOKapJa ¢ mnoabemMoM cermeHTa ST, mepeHecmnx YpecKo)XHOE KOpPOHapHOE
BmemareabcTtBo (UKB). ¥V nmanueHnTtoB, noiayyaBmMx Harpy3o4uHyro 103y kionugorpena 300 mr
(n = 933), HaOMIO1ATIOCh CTATUCTUYECKH 3HAYMMOE CHI)KEHHUE YaCTOTHI CMEPTH OT OCIOKHEHUN
CEpIEYHO-COCYIUCTHIX 3a00JIeBaHMl, YacTOTHl pa3BUTHS HH(]apKTa MHOKapJa WM HUHCYJbTa
nocne YKB no cpaBHeHMIO ¢ manueHTamMu, noixydyaBmuMu miane6o (n = 930) (3,6 % B rpymnne ¢
OpEeIIECTBYIOIeH Tepanuei KIOMUIOTpesNoM Mo cpaBHeHHIo ¢ 6,2 % B rpymme mianebo,
otHouienue mancos (OLL): 0,54; 95 % nosepurenbublilt untepsan (JN): 0,35-0,85; p = 0,008).
VY manuMeHToB, MOJy4YaBIIMX KJIOMUIAOTpEd B Harpy3ounod nmoze 300 mr, HaOII0IaI0Ch
CTaTHUCTUYECKU 3HAUMMOE CHI)KEHHME YaCTOTHI CMEPTENIbHBIX UCXO/I0B OT CEPJCYHO-COCYAUCTHIX
3a00JIeBaHUI, YaCTOTHI pa3BUTHA WH(pAPKTAa MUOKapa WM MHCYIbTa B TedeHue 30 muei mocie
UKB 1o cpaBHEHHIO ¢ AITUEHTAMH, TOTYYaBIIUMH 11a1e6o (7,5 % B rpyIine ¢ mpe/ecTBYIOIIeH
Tepanuen KIonuaorpenom no cpasuenuto ¢ 12,0 % npu npumenenuu rianebo, OILL: 0,59; 95 %
JU: 0,43-0,81; p=0,001). Ognako 3Ta KOMOMHUPOBAaHHAsI KOHEUHAs TOYKA IPH OIIEHKE B OOIICH
nomynsiiiu - uccienoBanuss CLARITY He Obula CTaTUCTUYECKH 3HAYUMOW B KauecTBE
JIOTIOJIHUTEIbHON KOHEYHOM TOukH. CTaTMCTMUECKM 3HAYMMBIX PA3IMYMid B YaCTOTE Pa3BUTHS
CWJIbHBIX M HE3HAUUTEIbHBIX KPOBOTECUEHUN MEX Iy TPYyIIaMHu JiedueHus He HaOmoaanoch (2,0 %
B TpyHIe € NPEAIIECTBYIOLIEH Tepanuel KIONUAOrpesoM mo cpaBHeHuto ¢ 1,9 % B rpynme
wiane6o, p >0,99). Pe3ynbraThl 3TOro HMCCiIeOBaHHs IMOATBEP)KIAIOT paHHEE MPUMEHEHHE
HArpy304YHOM 03Bl KJIOMUAOrpena Mpu WH(papKTe MHOKapaa ¢ moabeMom cermenta ST u
CTpaTeruio MpeaBapUTEIbHON TEpanuu KIOMUIOTPENIOM Y MAllMeHTOB, KOTOPHIM ILUIaHHUPYETCS
BbInosiHeHHe UKB.

Haepyszounaa 0oza knonudoepena 600 me y nayuenmos ¢ ocmpbimM KOPOHAPHLIM CUHOPOMOM,

nepenecuux YKB
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25 086 yenoBeK C OCTPHIM KOPOHAPHBIM CHHJIPOMOM, KOTOpPBIM ObUIO Moka3aHo paHHee UKB.
[TaureHTOB paHAOMU3UPOBAIIH ISl TOTyYeHUs JBOMHOM 10361 (600 Mr B cyTku 1, 3atem 150 mr B
mHU 2—7, 3aTeM 75 MT €XEeIHEBHO) MPOTUB cTaHmapTHOH 10361 (300 Mr B cyTku 1, 3atem 75 mr
€XEIHEBHO) KIIOMUAO0TPeENa ¥ BBICOKOH /10361 (300—325 Mr exxeTHeBHO) MPOTHUB HU3KOU 1035l (75—
100 mr exxenneBHo) ACK. 24 835 marueHToB, HEpeHECHINX OCTPBIA HH(APKT MUOKapAa, IPOLLIN
KOpoHapHYI0 aHruorpaduio, a 17 263 Owa BemonHeHa YKB. Cpemu 25 086 mamueHTOB,
BKJIIOUEHHBIX B HCCJIEIOBAHUE, YACTOTA CIIy4aeB CMEPTHU OT CEPACUHO-COCYTUCTHIX 3a00IeBaHUI,
uH(papKTa MUOKap/ia UM HHCYJIbTa ObljIa 0IMHAKOBOM (4,2 % npH UCTIOIb30BaHUH KIIOTIU0Tpeia
600/150/75 mr mpotuB 4,4 % mnpu ucnoibzoBanuu kionugorpena 300/75/75 mr, oTHOUIEHUE
puckos (OP): 0,94; 95 % JIU: 0,83—1,06; p = 0,30). OO1ipHbIe KPOBOTEUYCHHUS YaIlle BCTPEUATHCH
npu NpUMEHEeHUH Kionuaorpena B go3ax 600/150/75 mr (2,5 %) mo cpaBHEHHUIO C J103aMU
300/75/75 mr (2,0 %), OP: 1,24; 95% OU: 1,05-1,46; p= 0,01. Tem He menee, cpemu
17 263 mauumeHToB, KoTOpeiM ObuTa mpoBeaeHa UKB, nBoitHas no3a kionuaorpena CHHU3MIIA
YaCTOTY BOSHHKHOBEHHS SIBJICHUH, BKIIIOYCHHBIX B TIEPBUYHYIO KOHEUHYIO TOYKY, IO CPAaBHEHUIO
co crangaptHoil no3oit (3,9 % npotus 4,5 %, ckoppekrupoBannoe OP = 0,86, 95 % AU 0,74—
0,99, p= 0,039). 3HaunTenbHOE CHWI)KEHHWE 4YHCJIA CJIydaeB TpombOO3a CTEHTa Cpeau
17 263 nanuentoB, nepedecmnx YKB u momydaBmmx [BOWHYIO 103y KIONUIOTpena, IO
CpaBHEHHIO CO cTaHapTHBIM jJedenueM (1,6 % npotus 2,3 %, OP: 0,68; 95 % AU: 0,55-0,85; p =
0,001). O6mmpHBIE KPOBOTSUCHHUS YAIlle BCTPEUAIUCH TTPH MTPUEME IBOMHOM 10361 KIIOMU0TpENa,
4yeM mpu mpueme cranpapTHout no3sl (1,6 % npotus 1,1 %, OP = 1,41, 95 % 1AM 1,09-1,83, p=
0,009).

B pangoMu3upoBaHHOM MPOCIHEKTUBHOM MEXIYHAPOIHOM MHOTOLIEHTPOBOM HCCIIEAOBAHUN
ARMYDA-6 MI onieruBanu 3pGpeKTUBHOCTD TPEABAPUTEIBHON TepANTUU KJIOMHUIOTPETIOM B 103€
600 Mr o cpaBHeHHIO ¢ Kionuaorpenaom B go3e 300 mr B ycinoBusx cpounoro YKB y manueHToB
¢ unpapkrom Muokapaa ¢ mogbeMom cermenta ST. [TarueHTHl MOMyYaln HArpy304HYIO J03Y
kionugorpena 600 mr (n= 103) uiau 300 mr (n = 98) no UKB, a 3aTteM — kjnonuaorpen B 103€
75 mr/cytku co g, ciemytomero 3a YKB, B Tedenwe 1 roma. Y mamueHTOB, MOJYyYaBIIMX
kionuaorpen B go3e 600 mr, pazmep mH(}ApKTa 3HAYUTEIHLHO YMEHBIIWICA 1O CPAaBHEHHIO C
NalMeHTaMHu, MoJTy4YaBIIMMuU Kiaonuaorpein B go3e 300 mr. B rpynne narpy3ounoit 10361 600 mr
pesxe oTMevacst TpoMOoIu3uC pu HH(papKTe MUOKapaa creneHu TsbkecT < 3 mocae UKB (5,8 %
no cpaBHeHuio ¢ 16,3 %, p= 0,031), naGmroxanocs ymydmieHue ¢Gpakquu BeIOpoca JIEBOTO
xenynouka (PBJIK) npu Beimucke (52,1 +9,5 % no cpaBuenuto ¢ 48,8 £ 11,3 %, p=0,026) u
CHIDKCHHME YaCTOThI PA3BUTHS TSDKEIBIX HEXKENATeNbHBIX PEaKIUi CO CTOPOHBI CEpACYHO-

cocyauctoil cucteMsl B Teuenue 30 nueit (5,8 % no cpaBHenuto ¢ 15 %, p = 0,049). VBenuuenus
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KOHEYHbIE TOYKHU Ha 30-ii 1eHb) HE HAOIIOAAIOCh.

Uccnenosanue ¢ perpocnexktuBHbIM aHAIH30M HORIZONS-AMI 1poBoAMIIOCH € 1EJIbIO OLEHKH
TOTO, O0ECreynBaeT JIM Harpy3odHas no3a kionugorpena 600 mr Gosiee OBICTPOE W 3HAYUMOE
MHTHOMPOBAaHKE aKTUBAIMN TPOMOOLIUTOB. B X0/1e aHanm3a u3yyanu BIUsSHUE Harpy304HOU 036l
600 Mr o cpaBHEHUIO ¢ HAarpy304HOit 703011 300 mr Ha 30-HEBHbIE KIIMHUYECKUE ucxoanl y 3311
NalyeHTa U3 OCHOBHOTO uccienoBanus (n = 1153; rpynna Harpy3ounoit 10361 300 mr; n = 2158;
rpyIma Harpy304Hoi 1036l 600 Mr) 10 KareTepusaiiy cep/ila ¢ MOCAeAYIOMNUM MPUMEHEHHEM
nmpenapara B 03¢ 75 MI/CyTKH B T€UEHHE > 6 MECAIIEB MOCJIC BBIMUCKU. Pe3yabTaThl mokasaiu
3HAYUTEIBHO 00JIee HU3KYIO CKOPPEKTHPOBAHHYIO YaCTOTY CMEPTEIbHBIX HeX010B (1,9 % npoTus
3,1 %, p = 0,03), moBTopHbix HH(papkTOB (1,3 % mpotus 2,3 %, p = 0,02) u onpeaeIeHHbIX WU
BEpOATHBIX TpoMOo30B creHTa (1,7 % mpotus 2,8 %, p = 0,04) B Teuenue 30 nueit B rpymnmne
Harpy304Hoi 10361 600 Mr 6e3 yBeIMYEeHHs] 4acTOThI KpoBOoTeueHu. [Ipn MHOTOBapMaHTHOM
aHamu3e TNPUMEHEHUE KIOMUIOorpena B Harpy3ouHod mo3ze 600 Mr Obula HE3aBHCUMBIM
MPEeIUKTOPOM O0Jiee HU3KOW YacTOTHl OCHOBHBIX HEXKENATEIbHBIX PEAKIMi CO CTOPOHBI cep/la
(OP: 0,72 [95 % AU: 0,53—-0,98], p = 0,04). YacToTa oOIIMPHBIX KPOBOTEUEHHI (HE CBS3aHHBIX C
YKB) cocrasuina 6,1 % B rpymnme Harpy304Hoit 10351 600 Mr u 9,4 % B rpymnmne Harpy304HOi 1036l
300 mr (p = 0,0005). YactoTa manslx KpoBoTedeHHI coctaBuia 11,3 % B rpynmne Harpy3o4HOn
10361 600 mr u 13,8 % B rpynne Harpy3ouHoit 10361 300 mr (p = 0,03).

Hccneoosanuss no odoneocpounou (12 mecayes) mepanuu Kionuoocpeiom y NAYUeHmos,
nepenecuux ungapxm muoxapoa nocie YKB

PangomusupoBanHoe IBOMHOE cienoe mianedo-konTponupyemoe uccienosanune CREDO 65110
nposeneHo B CIIA u Kanazne A oLieHKH NMpeuMyIIECTB JIUTENbHOTO (12 mMecsiieB) JieueHus
kionuaorpesnoM nociae YKB. 2116 namueHnTtoB Obutd paHaoMu3upoBaHbl i npuema 300 mr
kionuaorpena (n = 1053) unu miarne6o (n = 1063) 3a 3—24 gaca no UKB. Bce namuenTs Takxke
nonyyasiu ACK B nose 325 mr. [locne 3Toro Bce ManMeHTHl MOMYyYalld KJIOMHAOTPEN B J103€
75 mr/cytku g0 28-ro aus B obeux rpynmnax. C 29-ro aug no 12-if Mecsil ManyeHTsl B rpyIie
KJIOTHMJIOTPeia MOJIyqaau KIOMHUIOTPEI B 103€ 75 MI/CYTKH, @ B KOHTPOJIbHOM TpyIIe MOoTyvyaiu
miane6o. O6e rpymmsl norydanun ACK Ha npoTsokeHnu Beero uccnenopanus (81-325 mr/cyTkn).
Uepes | rog B rpynmne mpuMEHEHHS KIOMUAOTPENa HAOMIOJANOCh CTATUCTUYECKH 3HAUYMMOE
CHIDKCHHE KOMOWHUPOBAHHOTO PHCKAa CMEPTH, Pa3BUTUS HH(APKTa MHOKApAa WIA HHCYIIBTA
(oTHOCHTENBHOE CHUXEeHHUE Ha 26,9 %, 95 % JIU: 3,9-44,4 %; p = 0,02; aGconoTHOE CHUKEHNE
Ha 3 %) MO0 CpaBHEHUIO C TPYMNIOH Mane6o. 3HaYUMOro yBeJIMYEHHSI YaCTOThI PA3BUTHSI TAKEIbIX
KpoBoTeueHHH (8,8 % B rpymnie npuMeHeHus KJIONMMIOIpena Mo cpaBHEHHIO ¢ 6,7 % B rpymme

wiane6o, p= 0,07) win He3HauuTeNbHOTO KpoBoTeueHHs (5,3 % B Tpymnme NpUMEHEHHS
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BBIBOJI 3TOT'0 HCCIIEIOBAHUS 3aKII0YAETCSA B TOM, YTO MIPOJOJDKEHHE JIEUEHHS KIIOMHUIO0TPEIOM U
ACK B TeueHue 110 MeHblIEH Mepe | rojia NpUBOAUT K CTATUCTUYECKU U KIIMHUYECKU 3HAUUMOMY
CHIJKEHHIO YaCTOThI PAa3BUTHUS CEPHE3HBIX TPOMOOTHUECKUX OCIIONKHEHUH.

[IpocnektuBHOE OTKpBITOE panaoMusupoBanHoe ucciegoanne EXCELLENT (n = 1443) 6pu10
IPOBEACHO I OIECHKH 3()(HEKTUBHOCTU 6-MECIYHON JBOWHON aHTUTPOMOOILUTAPHON Tepanuu
(J1AT) no cpaBuenuto ¢ 12-mecsunoit JJAT mociie UMIUIaHTALMU CTEHTOB C JIEKAPCTBEHHBIM
nokpeitTueM. He HaOnronanock CymecTBEHHOM pasHUIBI B Pa3BUTHM HECOCTOATENBHOCTU
LIEJIEBOr0 cocyna (coueTaHue CepAeyHON CMepTH, MH(ApKTa MUOKapJa WIM PEBACKYJIApU3ALMU
[[EJIEBOT0 COCyaa), KOTopas Oblla MEepBUYHONW KOHEYHOW TOYKOW MEXIy O-MECSYHBIMU U
12-mecstunbivu rpynnamu JJAT. KpoMe Toro, uccieoBanue He oKas3ajlo 3HaYMMON pa3HULbI B
KOHEUYHOU TOUYKe 0€30MacHOCTH (CoYeTaHUE CMEPTH, MH(]apKTa MUOKapaa, HHCYJIbTa, TpoMOO3a
CTEHTa WJIA OOJILIIIOTO KPOBOTEUEHUS) MEXTY 6-MecsuHbIMU U 12-MecstanbpiMu Tpynmamu JIAT.
Taxum 06pazom, ObLI0 MOKa3zaHo, yTo 6-Mecsiunas JIAT nve yerynana 12-mecsiunoit JJAT no pucky
Pa3BUTHSI HECOCTOSATEIBHOCTH LIEJIEBOM apTepUn.

Jleackaarmsa nHruouTopos peunentopos P2Y 12 B Tepannu oCTpOro KOPOHAPHOI'O CUHAPOMA

[Tepexon ¢ Tepamuy MOITHBIM UHTHOMTOPOM perentopoB P2Y 12 Ha meyeHne KIOMUI0rpesioMm B
coueranun ¢ ACK mocie 3aBepiieHust ocTpoil (Gas3sl ocTporo MH(PapKTa MHOKapaa U3ydaycs B
JBYX PaHJAOMHU3HPOBAHHBIX MHUIIMMPOBAHHBIX HMCCIEAOBATEIEM KIMHUYECKHUX HCCIIEIOBaHMIX
(TOPIC u TROPICAL-ACS).

B pannomMu3upoBaHHOM OTKpbITOM KinHHYeckoM uccienoBanu TOPIC npunumanu ydactue
NAIMEHTHI, IEPEHECIINE OCTPhI MHPAPKT MUOKapaa, KOTOpsIM BhiodHstoch YKB. [anuentsr,
nonyvasmue ACK u onun u3 60see MOIIHBIX HHTHOUTOPOB perentopoB P2Y 12, y KOTOpHIX He
pa3BWINCh HEOJIArONpUsATHBIE COOBITUS B TEUEHHE OJHOTO MeEcCsla, WIM ObUIM MEpEeBEJECHbI Ha
tepanuio (pukcupoBanHoi kKomOuHamern ACK u xmommporpena (mesckamamus JAT), wm
IIPOAOJDKUIIN IIPUHUMATh paHee Ha3HauYeHHbIe npenapatel (Hem3MmeHHas J[AT).

CoObITHs, BKIIOUYEHHBIE B KOMOWHUPOBAaHHYIO IEPBHUYHYIO KOHEUHYIO TOYKY (CMEpPTh OT
OCJIOXHEHUH CeplIeYHO-COCYAUCTBIX 3a00J€BaHUN, MHCYJIbT, SKCTPEHHAs PEBACKYJSIpU3ALUSL U
KPOBOTEUCHHMS THTIA 2 WK OoJiee Tsokelbie KpoBoTeueHus o mkane BARC (MccnemoBaTenbckoro
aKaJeMHYECKOr0 KOHCOpLHMYMa IO KPOBOTEYEHHUSM)), YEPE3 OAMH IO IOCIE MEPEHECEHHOIO
ocTporo uHGpapKkTa MUOKapAa ObLIH 3apeructTpupoBansl y 43 u3 322 nanuentos (13,4 %) B rpymnme
neackanauuu AT u 85 mauuentoB u3 323 (26,3 %) B rpynne Heusmennoit JJAT (p <0,01).
CraTucTHYEeCKM 3HAYMMOE DA3IM4Me€ B OCHOBHOM OOYCIIOBJIEHO COKpAIllEHHEM KOJIMYECTBa
CllydyaeB KpPOBOTEUEHHsI, B TOM YHWCJIe KpOBOTeUeHHH, koTopsle mo mkaire BARC 6Gonee min

paBHbl 2 (4 % B rpynne nesckananuu u 14,9 % B rpynne, nonyuasiieid HeusmeHeHHyo [IAT),
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IpU 5TOM HE HAOJIOAAJIOCh CYIIECTBEHHBIX PA3IUYUI B 1o Shirehm Eekmx berosdienmit

(p=0,36).

B panpomusupoBanHoe OTKpbIToe KiuHHYeckoe wuccienopanne TROPICAL-ACS Obumn
BKJIFOYEHBI 2610 ManMeHToB ¢ OCTPhIM WH(PAPKTOM MHOKap/Aa, MOATBEPKICHHBIM aHAIM30M Ha
ouomapkepsl, nocie nposeacHust YKB. TlamuenTs Obut paHAOMH3WPOBAHBI B TPYIIIBI IS
nosyueHus npacyrpena (qau 0-14) niau npacyrpena (xau 0-7), a 3aTeM kiaonugorpena (JHU 8—
14) B komOunaiuu ¢ ACK.

Ha 14-ii nenn Obuta mpoBezeHa OlleHKa GYHKIIUUA TPOMOOIUTOB. [lariMeHTs U3 MepBOM TPYIIITBI
TepaIuu TOJIBKO MPacyrpesioM MpoAoJKally MPUHUMATh Mpacyrpesn B Tedenue 11,5 mecsues.

VY manueHTOB W3 TPYMIBI 3aMEHBI Tepanuy ObUT BBHITIOJHEH aHAJIW3 HAa BBICOKYIO PEAKTHUBHOCTH
tpombormtoB (BPT). ITauuentsr ¢ BPT >46 eaunun Obutn cCHOBa MepeBeeHbl HA TEPAIrUIo
npacyrpesioM, KoTopyrwo noiydanu B tedeHue 11,5 mecsaues. Ilanuments: ¢ BPT <46 enunuig
MPOJIOJDKWIIN JICYCHUE KIIOMUIOTPEIoM B 1103¢ 75 mr/cyTtku B TeueHue 11,5 mecsnes. Takum
o0pa3om, B TpyIIe yIpaBiasieMOl 3aMeHbl Tepaniy MalueHThl Noxy4aan uid npacyrpen (40 %),
wm  kjnonugorpen (60 %). Bce mnamumentsr monmydanu ACK, mocnenyromiee HaONrOAeHUE
MPOJOJKAIOCHh B TEYEHHE OJHOTO TOAa.

[TepBuuHas KOHEUHasi TOYKA BKJIIOYAa KOMOMHAIIUIO CEpAEUYHO-COCYTUCTON CMepTH, UH(papKkTa
MHOKap/a, MHCYJIbTa U KPOBOTEUEHHUS THIA 2 WM Oojiee TsDKeNble KPOBOTEUCHHS IO INKaje
BARC. HccnenoBanue NpoaeMOHCTPUPOBAIO OTCYTCTBUE pa3IMUUi MEXAYy Ipynnamu IO
MEePBUYHON KOHEYHOW TOUYKE MO KPUTEpHIO non-inferiority. Ympamisiemas 3amMeHa Tepaldud He
npuBeJia K TOBBIIICHUIO pPHUCKA Pa3BUTH HIIEMUYECKUX ocioxHeHuil (2,5 % B rpymme
nesckananuu u 3,2 % B KOHTPOJIBHOM TPYIIIE), a TAKXKe YaCTOThI KPOBOTEUEHUI THIIA 2 min OoJiee
no mkaine BARC.

Jlsounas anmumpombouumapuas mepanus (IAT) npu ocmpom manrom MU unu mpauzumoptou

uwemuyeckou amaxe (THA) cpednezo uiu 6blcoK020 pucka

Onenka JIAT B xomOunanuu ¢ xionugorpeioM u ACK ¢ nenpio npopuIakTHKHA HHCYJIbTA
nocie octporo Majoro MU nnu TUA cpeanero mim BbICOKOTO pUCKa IPOBOANIIACH B XOJI€ ABYX
pannomusupoBaHHbIX ucciaenoBannii: CHANCE u POINT — ¢ nosnyyeHrem TaHHBIX 10 HCXO1aM
JUTSL KITHHUYECKON 0e30macHOCTH U 3()PEKTUBHOCTH.

UccnenoBanne CHANCE (npumenenue xnonudocpena y nayueHmos ¢ 6blCOKUM PUCKOM
Pazeumus OCMpuIX HAPYUeHUl M03208020 KPOBOOOpaujeHus: 6e3 UHeanuou3ayuu)

B 3TOoM paHIOMH3UPOBAHHOM JBOMHOM CJIETIOM MYJBTHULEHTPOBOM IUIAle00-KOHTPOIUPYEMOM
KIIMHUYECKOM HCCcaeqoBaHuM NpuHsin ydactue 5170 manuentoB u3 Kwutas ¢ octpoir TUA
(omenka ABCD2 (IlIkana ams OIEHKH pHCKa paHHero mHcynbTa nocie TUA) > 4) unu octpsiM

MansiM uHCYNIbTOM (NIHSS (Ilkana uncynpra HanvoHanmbHOro HMHCTUTYTa 310pOBBsS) < 3).



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 10.07.2025 N2 17188

[TatinenTsl B 00eux rpynmnax B 1-i AeHb MOTyYHIN 1[03{)-'&61(—”1:3%%&531];5@ %M:(i;lé%nﬁa

7036l BappupoBajack B auamnazoHe ot 75 no 300 mr, m03y ycTaHaBiIMBajl JIEUAIlMd Bpay).
[TanmenThl, paHIOMH3UMpPOBAaHHBIE B Tpymiy npuMeHeHus kinomnuporpena u ACK, nomyuwin
Harpy304Hyto 103y 300 Mr B 1-ii IeHb, TOCJE YETro MoJy4yaiu KJIOMUAOorpena B 103e 75 mr 1 pa3 B
CYTKH B 1miepuoJ; co 2-ro aHs no 90-it genp BximounTenbHo 1 ACK B no3ze 75 mr 1 pa3 B cyTku B
nepuoj co 2-ro aHs 1o 21-ii n1eHp BKIIOYUTENBHO. [lalineHThl, paHIOMU3UPOBAHHBIE B TPYIITY
npumeHerns ACK, momyuanu miane6o-Bepcuio KIONMUAOTpena B Mepuoa ¢ 1-ro gHSA 1O
90-i1 nens BrtounTebHO 1 ACK B 103e 75 mr 1 pa3 B cyTku B nepuo co 2-ro aus 1no 90-ii nesn
BKJIFOUUTENBHO.

[lepBuyHOi KOHEYHOW TOYKOH S((EKTUBHOCTH SBJSUICS HOBBIM  Cilydyall HWHCYJbTa
(MIIeMHUYecKOro WM reMopparuyeckoro) B mepBble 90 qHeit mocne octporo manoro MU wmnum
TUA Bricokoro pucka. Takue cimydan ObutM 3apeructpupoBanbl y 212 manuentoB (8,2 %) B
rpynne npumenenus kionuporpena u ACK mo cpaBhenuto ¢ 303 maumentamu (11,7 %) B
rpynme npumenenuss ACK. Cinyuan MU nabmomamucs y 204 maumentoB (7,9 %) B rpymme
npumeHenus kionuaorpena u ACK mo cpaBHenwio c¢ 295 maumentramu (11,4 %) B rpymme
npuMmeHenuss ACK. ['emopparndeckuii MHCYJIbT CIYUYWJICA y &8 MAIMEHTOB B KaXJ0M W3 JBYX
rpynn uccnenoBanus (0,3 % B kaxaon rpymnme). CpeTHeTsHKENI0e WIH TSKEII0e KPOBOU3IHUSIHHIE
HabOmonanoce 'y 7 maumeHtoB (0,3 %) B rpynne npumeneHus kimonugorpena u ACK u y
8 martmenToB (0,3 %) B rpynme npumenenuss ACK. YacroTa pa3BuTHS KPOBOTCUEHHI COCTaBHUIIA
2,3% B rpynne npumeHeHus kionuaorpenra u ACK mo cpaBuenuto ¢ 1,6 % B rpymme
npumenenus ACK.

POINT (mpomboyum-opuenmupogannoe uneubuposanue y nayueHmos ¢ HOBbIMU CIAVUAAMU
MPAH3UMOPHOU UUEMUYECKOU AaMAaKy UlU Man020 UUEeMUYECKO20 UHCYTbMa)

B 3ToM paHIOMH3UPOBAaHHOM JBOMHOM CJIETIOM MYJBTHULEHTPOBOM ILIAe00-KOHTPOIUPYEMOM
KIIMHUYECKOM HCCIIEIOBAaHUU NpUHsIM ydacThe 4881 mamueHT u3 pa3Hbix cTpaH ¢ octpoid TUA
(oueaka ABCD2 >4) umm octpeiM ManbiM uHCynbToM (NIHSS <3). Bce manueHTsl B
o0eux rpynnax nony4anu 103y ACK B oTkpbITOM pexume B nepuos ¢ 1-ro qus nmo 90-ii neHb
(BenmnuMHA J03BI BapbUpoOBaJIach B auamna3zoHe oT 50 mo 325 mr, 103y yCTaHABIHMBAI JICHAlTUN
Bpau). [lamuentsl, paHAOMU3HpPOBAaHHbIE B TPYMNNY MNPUMEHEHHs KJIOMUIOTpeNa, MOIYYHIN
Harpy3ouHyroo o3y kionuporpena 600 mr B 1-ii geHb, mocie 4ero mojy4yald KIONMHMAOIpEN B
no3e 75 mr 1 pa3 B cyTku B nepuoa co 2-ro AHs no 90-i1 geHs BKIOUMTENbHO. IlanueHTsl,
paHAOMU3HMPOBAaHHBIE B TPyNNy MNpUMEHEHHs IUianebo, NoJdydalnu IUianedo-BepCuio
KJonuaorpena B nepuof ¢ 1-ro aus no 90-i 1eHb BKIFOYUTEIBHO.

[lepBuyHOif  KOHEYHOH  TOYKOW APPEKTUBHOCTH  SBISUIACH  KOMOWMHAIMSI ~ MAaCCHUBHBIX

umemudeckux ocnoxxkHennit (MU, uHpapkT Muokapia wiM JeTanbHBI UCXOA B pe3yibTare
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3apeructpupoBanbl y 121 nmanuenta (5,0 %) B rpynne npumenenus: kionuaorpena u ACK mo
cpaBHeHHio ¢ 160 mauuentamu (6,5 %) B rpynne npumenenus toiasko ACK. MU, sBistonuiics
BTOPUYHON KOHEUHOU TOUKOM, Habmonancs y 112 nauuentos (4,6 %), Moxy4aBIInX KJIOMKIOTPEN
u ACK, mo cpaBHeHuto co 155 mamuenramu, mnonyuaBmumu ACK (6,3 %). Bombiioe
KPOBOTEUCHHE, SIBIISIOIICECS IEPBUYHON KOHEYHON TOUKOW OIIEHKH 0€30MacHOCTH, CIyYHIIOCh Y
23 u3 2432 nanuentos (0,9 %), nomyuaBmmx kinonugorpen u ACK, u y 10 u3 2449 nanuenTos,
nonyyaBmmx ACK (0,4 %). HesnauutenbHoe KpoBoOW3JIMsAHUE ciay4dwiock y 40 maiueHToB
(1,6 %), monyuasmux kinonugorpen u ACK, u y 13 nanuenrtos, nonyuyasmux ACK (0,5 %).
Ananuz nepuoda oeticmeus npenapamos 6 pamrax ucciedoganuti CHANCE u POINT

He 6p110 ipenmytiectBa B ToM, 9T00bI ipogomkath AT Gonee 21 musa. Knuanueckas moib3a
ot npoaokeHust JIAT Gonee 3 Henens mpoaeMOHCTpUpoBaHa He Obuta. Llenpio pacnpeneneHus
MAaCCHBHBIX HIIEMHYECKUX OCIOXKHEHHM M CIydaeB MACCHUBHOI'O KPOBOM3JIMSHUS IO TPYIIaM
JieYeHUsT B TEPHOJE JCUCTBUS MpemapaToB ObUT aHAIN3 BIUSHUS KPATKOCPOYHOTO MEpPHOAA
nevicteusa JJAT.

Quobpunnayus npedcepoutl

Uccnenoanuss ACTIVE-W u ACTIVE-A, otnensHbie uccienoanusi B nporpamme ACTIVE,
BKJIIOYAJIM TAIIMEHTOB ¢ puOpHIUIAIUei npeacepauii, y KOTOPbIX UMeJcs XOTs Obl OMH (PaKTop
pUCKa COCYIMCTBIX OCJOXKHEHWH. Ha OCHOBaHWMM KpHUTEpPUEB BKIIOYCHUS Bpadd OTOUpPATH
nanreHToB s uccienaoBanua ACTIVE-W, npu ycioBuu TOro, 4To UM NOAXOJWJIA TEparus
antaronnctamu ButamuHa K (ABK) (takum kak Bapdapun). B uccnegoBanme ACTIVE-A
BKIIIOUYAJIMCh MAIIUEHTHI, He mory4aBiue Tepanuio ABK, Tak kak OHM HE MOTJIM WU HE XOTeln
MPUHUMATH TH MPENapaThl.

B xone uccnenoBanuss ACTIVE-W Obuto ycTaHOBJI€HO, 4TO aHTHUKoAryiasHTHas Tepanus ABK
s dexTuBHEE, UeM JIeueHHEe KoMOnHaIen kionumaorpena u ACK.

ACTIVE-A (n = 7554) — 5T0 MHOTOLIEHTPOBOE PaHAOMHU3UPOBAHHOE JIBOMHOE CIIETIOe TIIane0o-
KOHTPOJIMPYEMOE HCCJIEIOBAaHHUE, B XOJ€ KOTOPOro ObUIO TPOBEIEHO CpaBHEHUE Tepanuu
KoMOWHanumen kinomuporpena B 1o3e 75 mr/cytku + ACK (n = 3772) u komOuHanume miamebdo +
ACK (n= 3782). Pexomenayemasi no3a ACK cocraBnsna ot 75 mr/cytku o 100 mr/cyTkwu.
JleueHne MPoOAOIDKAIIOCH B TEUECHHE NIEPUOJIA JI0 5 JIeT.

Y nanmeHToB, paHaoMu3upoBaHHBIX B mporpammy ACTIVE, Obuta  auarHoctupoBaHa
noATBepKAeHHass GuOpuusius npeacepauii (00 MOCTOSHHAS (GUOPWILISALNS TPEICEPIANN,
au00 KaK MHUHUMYM 2 SMH30/a TEPUOIWYECKONW (PUOPWILIAINN TPEICEepAri 3a TOCICIHHUE
6 Mecs1IeB) U UMEJICS KaK MUHUMYM OJIH U3 CJIEAYIOMUX (PaKTOPOB PUCKA: BO3pACT > 75 JeT Hiu

BO3pacT OT S55yer no0 74 neT mpu HaIMYMKM B aHaMHE3€ caxapHoro auabera, TpeOyromiero
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JIEKapCTBEHHOW Teparvu, JU00 TOKyMEHTaIh nonm@%iﬁlﬁ%%&%gﬁ%ﬂ_&' 1/1|H(_!b'&t’)KTa

MHUOKap/a WU TMOATBEPKICHHON WIIEMHYECKON OONEe3HH CcepAla; JeuyeHHE CHUCTEeMHON
THIIEPTEH3UU; TepeHeceHHbIH HHCYabT, TWMA wnn cucrtemHas >MOO0NUs, HE CBA3aHHAs C
neHTpanbHoi HepBHOI cuctemoit (LUHC); nuchynkuus nesoro xenynouka ¢ ®BJIK menee 45 %;
WIM TIOATBEpPXACHHOE 3aboseBaHue nepudepuueckux cocynoB. CpeaHsisi OLEHKa IO IIKale
orieHku pucka nacynbta CHADS2 cocrasmsina 2,0 6amia (nuanazon 0—6).
OCHOBHBIMHU KPUTEPUSIMHU HEBKITIOUEHUS MAIIMEHTOB ObUIH MOATBEPIKICHHAS I3BEHHAsI 0OJIC3Hb B
TE€YEHHE MPEIBIIYIINX 6 MECSIEB; MEPEHECEHHOE BHYTPHUMO3IOBOE KPOBOMBIUSHUE; 3HAUUMAs
TPOMOOIUTONEHHS (KOIHIECTBO TpOMOOIHTOB MeHee 50 X 10°/11); moTpeOHOCTh B KIOMHUAOTpeie
WM TIePOPATbHBIX aHTUKOATYIISIHTAX, UM HETIEPEHOCUMOCTD JTI00O0TO0 U3 IBYX COCTUHEHUH.
73 % mnauueHToB, BKIOYeHHbIX B uccienoBanue ACTIVE-A, ve mornmu npunumars ABK no
3aKJIFOUEHUIO Bpaya B CBS3M C HECIIOCOOHOCTBIO COOIIOAaTh HA3HAYEHHBIN PEKUM MOHUTOPHHTA
MEXIYHApOAHOTO HOopManu3oBaHHoro oTHomeHus (MHO), mnpenpacnonioXeHHOCThIO K
MaJCHUSM WM PUCKOM TPAaBMBI TOJIOBBI WIIH CIIEITU(PUIESCKIM PUCKOM Pa3BUTHUS KPOBOTEUYCHUS; B
26 % cnydaeB pelieHre Bpaya OCHOBBIBAJIOCH HA HEXKEJIAHWU ManuenTa npuHuMarh ABK.
[Tonynsiuust marmenToB Bkitovana 41,8 % xenmmH. Cpegnuid Bo3pact coctaBui 71 rox, 41,6 %
nanMeHToB  Obutn  >75 mer. B oOmei cmoxknoctn 23,0 %  WAnMEHTOB  TOJIyYald
aHTHapUTMUYecKue npenapatsl, 52,1 % — Geta-aapenobmokaropsl, 54,6 % — unruduropsr AIlD
u 25,4 % — cTaTUHLI.
KonunuecTBo manmeHTOB, JOCTUTIIMX OCHOBHOW KOHEYHOM TOYKM (BpeMsl 10 BO3HHMKHOBEHHS
MEepPBOTO MHCYJIbTA, MH(pAPKTAa MHOKapaa, CUCTeMHOW sMOoymu 3a npenenamu [ITHC numu cmepTh
OT COCyIHCTOro 3abosneBanusi) coctaBmio 832 (22,1 %) B rpymre, mosy4yaBiiel KIOMUIOTpeT +
ACK, u 924 (24,4) B rpynne miane6o + ACK (camxkenue OP wa 11,1 %; 95 % AU ot 2,4 % no
19,1 %; p=0,013), B mepBy10 ouepeb 3a CUET 3HAUUTEIHHOIO CHHKEHUSI YaCTOThI MHCYJIBTOB.
UncynwsT nepenecnu 296 (7,8 %) naunentos, nonyyasimux kiaonugorpen + ACK, u 408 (10,8 %)
nanueHToB, noxydaBmux 1wiane6o + ACK (camkenue OP Ha 28,4 %; 95 % AU ot 16,8 % no
38,3 %; p =0,00001).

eTu
B uccnenoanun PICOLO ¢ moa6opom 10361, B KOTOPOM Y4acTBOBAIM 86 HOBOPOXKICHHBIX HIIH
MJIQJICHIIEB B BO3pacTe A0 24 MECSIeB ¢ PUCKOM TpoM0o03a, d(H(PEKTUBHOCTH KIOMHIOTPENA
OIICHMBAJIACh MPHU BBeACHUM TocienoBaTenbHbiXx 103 0,01 Mr/kr maccel Tena, 0,1 Mr/kr maccsl
tena ¥ 0,2 MI/KT Macchl Tejla HOBOPOXACHHBIM U MianaeHaM 1 0,15 Mr/Kr maccel Tena TOJIBKO
HOBOpOXACHHBIM. Jlo3a 0,2 MI/KT Macchl Teja IO3BOJIMJIA JIOCTHYL CPEAHETO TPOICHTA
uaruOupoBanus 49,3 % (5 MkM AJI®O-uHIYIHMPOBAaHHOW arperanud TPOMOOITUTOB), YTO OBLIO

COITOCTABUMO C TAKOBBIM Y B3pPOCIIbIX, IPUHUMABIINX MpenapaT KIOMUIOTPeN B 103€ 75 MI/CYTKH.
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906 nereit (HOBOPOXKAECHHBIX U MJIAJCHIIEB) C IMAHOTUYECKUM BPOXKICHHBIM MOPOKOM CEpAlia,
KYIUPOBAaHHBIM C TIOMOIIBIO CHCTEMHOTO IIYHTHPOBAHHS B JICTOYHYIO apTEpHIo, OBLIH
PaHIOMHU3UPOBAHKI JUTsl TTOTydeHHs Kionuaorpena B no3e 0,2 mr/kr (n = 467) uinu miamnedo (n =
439) BMecTeE ¢ COMYTCTBYIONICH O0a3MCHON Tepamuel B IEPHO/T 10 BTOPOTO 3TAra XUPYPrudecKoro
BMemarenscTBa. CpeHee BpeMsi MeX 1y NaJTHATHBHBIM ITYHTHPOBAHUEM U MEPBBIM BBEJICHHUEM
UCCIIEyeMOro JIeKapCTBEHHOTro mpenapara coctaBuiao 20 nueil. IlpubnusutensHo 88 %
nanueHToB mnosydasin omaHoBpeMeHHO ACK (B mo3zax 1-23 mr/kr/cytku). Mexay rpynmnaMu
JiedyeHus1 He HaOII01aI0Ch CTATUCTUYECKU 3HAYMMBbIX Pa3INunii 0 OCHOBHOM KOMOUHUPOBAHHOM
KOHEYHON TOYKE, BKIIOYABIICH CMEpPTENbHBIA MCXOJ, TPOMOO3 IIYHTAa WU XHPYPrUYeCcKoe
BMEIIATEILCTBO, CBS3aHHOE ¢ 3a00JIeBaHUEM Cep/IIla, A0 TOCTIKEHus Bo3pacta 120 mHel mocie
coObITHSI, cuuTaromierocss TpomOoTHueckuM ocioxueHuem (89 (19,1 %) B rpynmne npuMeHeHus
kionunorpena u 90 (20,5 %) B rpynme mpumeHeHus Iutane6o). B rpynnmax npumeHeHus
KJIOTIHJIOTpelia ¥ Iarebo caMoil 4acToi HeskenaTeNbHOM peakiueil OblT0 KpOBOTEUEHHE; OHAKO
MEXKy STUMHU TPYIIaMyd HE HAOIIOAAIOCHh CYIIECTBEHHBIX PAa3IMYUil B 4aCTOTE KPOBOTCUCHHIA.
[Ipu moATOCPOYHOM MOCTEAYIONIEM MOHUTOPUHTE O€30MaCHOCTH 26 MAIMEHTOB C HAJOKCHHBIM
OIYHTOM B BO3pacTe OJHOI0 TojAa MOJydaldd KIOMUAOTped 1O IOCTHXKEHHs 18-MecsyHOro
BO3pacTa. B xoxe mepuona IOArOCpoYHOro HAOMIOACHHS HOBBIX MHpoOieM Ho 0e30MacHOCTH
BBISIBJICHO HE OBLIO.

Uccnenoanus CLARINET u PICOLO npoBoauiuch ¢ MCIOIL30BAHUEM BOCCTAHOBIECHHOTO
pacTBopa Kionuaorpena. B uccienoBaHMM OTHOCHTENBHOM OHOJOCTYMHOCTH Y B3POCIHBIX
MalMEeHTOB BOCCTAHOBJIEHHBIN PACTBOP KJIOMUAOrPENia MOKa3aja aHaJOTUYHYIO CTEIIEHb 1 HEMHOT'O
0oJIee BRICOKYIO CKOPOCTh BCACHIBAHUSI OCHOBHOT'O IIMPKYJIUPYIOMIEro (HEAaKTUBHOT0) METaboIHTa
10 CPaBHEHHIO C 3apETUCTPUPOBAHHON TAOJIETKOM.

dapmMakokHHETHKA

Bcacvisanue

IIpn ogHOKpPaTHOM M NOBTOPHOM IIPUEME BHYTPb B JIO3UPOBKE 75 MI' B CYTKH KJIOIHJIOIPEN
OBICTPO BCACBHIBACTCHI.

CpenHee 3Ha4eHNE MAKCUMAIIBHOW KOHUEHTPAIMHU Cinax HEU3MEHEHHOTO KJIOMUAOTPENa B IIa3Me
KpOBH (MPHOIM3UTENBHO 2,2—2,5 HI/MJI 1TOCTIe IpreMa BHYTPh pa30BOM J103bI 75 MI') JOCTHraeTcs
npuOJIM3UTENBHO uepe3 45 MUH mociie npuema npenapata. [1o JaHHBIM 9KCKpeui MeTaboInTOB
KJIOMMJIOTpelia Yepe3 MOUKH ero abcopOiuus coctapiseT npudausutensHo 50 %.

Pacnpeoenenue

In vitro XJI0MUAOTPENl M €ro0 OCHOBHOM LHPKYJIHPYIOUIMH B KPOBH HEAKTHUBHBIA METAaOOIUT

o0paTHMO CBS3BIBAIOTCSA ¢ Oenkamu Tuia3mbl KpoBu (Ha 98 % u 94 % COOTBETCTBEHHO), U
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TENEHOCTE 0004)

o (OGS OB A
IaHHAs CBA3b SBJISETCA HEHACHIIAEMON 10 KOH eHTpaqu TOOM"

Memabonusm

Knonuporpen WHTEHCHBHO MeTa0ONM3UpPYeTCs B NEUEHH. [n Vitro W in vivo KIONHIOTPENl
MeTaboNMU3UpPyeTCs ABYMS MYTSIMU: TIEPBBII OCYIIECTBISETCS C IOMOIIBIO 3CTepa3 U MPUBOIUT K
TUAPONIM3Y KJIOMUJOTpesa ¢ o0pa3oBaHWEM HEAKTUBHOTO MPOU3BOJAHOIO KapOOKCHUIBLHOM
KHUCTIOTHI (85 % OT MUPKYIUPYIONINX METa0OIUTOB); BTOPOU MyTh OCYIIECTBISETCS C MOMOIIBIO
u30¢epMeHToB ruroxpoma P450.

[lepBoHayanbHO KJIONUAOTPEN METabONM3UPYETCS 10 2-OKCO-KJIOMUIOTpeNa, SBISIOLIErocs
IpOMEXKYTOUHBIM MeTabonuToM. [locnenyrommii MeTaboau3M 2-0KCO-KJIOMUIOTPpeNa MPUBOIUT
K 00pa30BaHUIO aKTUBHOTO MeETa0oNuTa KIOMUAOTpeIa — THOJBHOTO IMPOU3BOJIHOTO
KIIOMHJIOTpeNa. In vitro 3TOT aKTHBHBIA METabOIHUT 00pa3yeTcs IIaBHBIM 00pa3oM ¢ MOMOIIBIO
n3oepmernra CYP2C19, Ho B ero o0Opa3oBaHWM TakKe YYacCTBYIOT HEKOTOPBIC Jpyrue
nzodepmentsl, Brmoyass CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIA THOJBHBI METa0OJIUAT
KJIOTIHJIOTPENIa, BBIICTICHHBINA B i1 Vitro UCCIENOBAHUSAX, OBICTPO M HEOOPATUMO CBSI3BIBACTCS C
penenTopamMu TpOMOOIIMTOB, OJIOKUPYS TAKUM 00Pa30M arperamuro TpoOMOOITUTOB.

Ciax aKTUBHOTO METa0OJUTa KIOMMJIOTpeNa MOociae OAHOKPATHOTO MpHEMa €ro Harpy3o4HON
1036l 300 Mr B 2 paza MOpeBBINIAET TAKOBYIO Mocie 4 IHEH mpueMa MOJIEPKUBAIOLIEH T03bI
kionuaorpena 75 Mr. Cmax 10CTUTAETCs MPUOIU3UTENBHO B TeueHue 30—60 MuH.

Buvigeoenue

B teuenue 120 u mocie npueMa BHYTph deoBekoM “C-MedeHHOro Kionuaorpena okono 50 %
PaAMOAKTUBHOCTH BBIBOAMTCS 4Yepe3 IMOYKM M NpuOam3uTenbHo 46 % paanoakTUBHOCTH
BBIBOJIUTCS yepe3 KUIIeyHUK. [locme OJHOKpaTHOro nmpremMa BHYTPb JTO3UPOBKH 75 MI' IEPUOL
nonysbiBesieHus: (T12) kmonmmorpena cocraBusieT npudim3uTensHo 6 4. [locine oIHOKpaTHOTO
IpyeMa U Ipuema IMOBTOPHBIX J03 Kionuaorpena Tiz2 ero 0CHOBHOTO IUPKYJIUPYIOLIETO B KPOBU

HEaKTHBHOI'0 METa0OJINTa COCTABIAET 8 .

dapmakoreHeTuka

C mnomompio mopepmenta CYP2C19 oOpasyroTcst Kak aKTUBHBIA METa0ONUT, Tak U
MPOMEKYTOUHBI METaboIUT — 2-0Kco-kimonuaorpes. dapMakOKWHETHKA W aHTHATrPETaHTHOE
NeiiCTBHE aKTUBHOTO METa0oJIMTa KJIOMUAOIrpeia MPU UCCIECJOBAHUM arperaudd TPOMOOIIUTOB
ex vivo BapbUpPYIOT B 3aBUCHUMOCTH OT reHotumna wu3odepmenta CYP2C19. Annens rena
CYP2C19*1 cooTBeTCTBYeT MOJHOCTHIO (PYHKIMOHATIHLHOMY METa0OJIM3MYy, TOTJA KaK aJuleiH
reHoB CYP2C19*2 u CYP2C19*3 saBnstorcs HedyHKITMOHATBHBIME. AJienn reHoB CYP2C19%*2
n CYP2C19*3 gBnsitoTCsl MPUUMHON CHUKEHUSI MeTabosM3Ma y OOJIBIIMHCTBA TPEICTaBUTEIICH
eBporeoniHoN pacsl (85 %) u asmatckoil nomymsiuuu (99 %). [dpyrue amnenu, ¢ KOTOPbIMU

CBA3aHO OTCYTCTBHUC HWJIM CHHIXCHHUC MeTa6OHH3Ma, BCTPCHAKOTCA PCIKEC U BKIOYAKOT, HO HC
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orpannuuBarTcs, amwiensmMu reHoB CYP2C19*4, *S'W%:lg‘]ﬂrﬁa%]—%gﬁnl}:' c';l :II;'I?HKOIZ

akTuBHOCTBIO M30(pepmenta CYP2C19 nomxkHbl 00agaTh ABYMsS yKa3aHHBIMU BBIIIE aJUICIISIMU
reHa ¢ notepeil pyHkmu. OnmyOIMKOBaHHBIC YACTOTHI BCTPEYaeMOCTH (DEHOTUIIOB MAIIMEHTOB C
HU3KON akTHBHOCTHIO m30odepmenta CYP2C19 y nanueHTOB €BpONEOUIHON pachl COCTABISIOT
2 %, y HaMueHTOB HETPOUIHOM packl — 4 % W y HNpeacTaBUTENIed a3uaTcKon nomymsuuu — 14 %.
CyIecTBYIOT CHelManbHble TECTHl JJs OINpEIesICHUs] HMEIOLIErocs y MalueHTa T'eHOTHIA
uzodpepmenra CYP2CI19.

[To manHBIM TepekpecTHOTO HcchenaoBaHus (40 MOOPOBOIBIEB) ¢ y4acTHEM JTOOPOBOJIBIEB C
OYCHb BBICOKOH, BBICOKOH, MPOMEKYTOYHOM M HM3KOW aKkTUBHOCTHIO m3odepmenta CYP2C19,
KaKuX-TH0O0 CYIIECTBEHHBIX PA3IUYM B HKCIO3UIMM AKTUBHOTO META0OJIMTa U B CPEIHHX
3HaYeHUsAX HMHruoupoBanus arperanuu TtpomOoruToB (MAT), unnyuupoBannoir AD, y
JTOOpPOBOJIBIIEB C OYEHb BBICOKOW, BBICOKOH M MPOMEKYTOYHOM aKTUBHOCTBIO H30(epMeHTa
CYP2C19 BoisiBIeHO HE ObLT0. Y JOOPOBOJIBIIEB ¢ HU3KOM akTUBHOCTHIO n3odepmenta CYP2C19
AKCIMO3UIUS AKTUBHOTO MeTaboymTa cHUkanack Ha 63—71 % mo cpaBHEHHIO ¢ JOOPOBOJIBIIAMH C
BBICOKOM akTHBHOCTBIO M30(pepmenta CYP2C19. [Ipu ucnonszoBanuu cxemsl jgedeHus 300 mr
Harpy3ouHas jo3a / 75 mr nopnepxkuBaromas ao3a (300 mMr/75 Mr) y moOpoBOJIBIEB ¢ HU3KOU
akTuBHOCTHIO M30depmenta CYP2C19 anturpomOOLIUTapHOE IEHCTBUE CHIYKAJIOCH CO CPETHUMHU
3HaueHussMu AT, cocraBustomumu 24 % (depe3 24 1) u 37 % (Ha 5-i1 1eHb UCCIEeI0BaHUS) IO
cpaBaenuto ¢ UAT, cocraBnstonumu 39 % (dyepes 24 1) u 58 % (Ha 5-i IeHb UCCIEIOBAHUS), Y
00pOBOJIBIIEB C BBICOKOM akTUBHOCTBIO M3odepmenta CYP2C19 u 37 % (uepe3 24 1) u 60 %
(Ha 5-# neHp MccIeoBaHUsA) y AOOPOBOJBIEB C MPOMEXKYTOUHONW aKTUBHOCTHIO M30(hepMEHTa
CYP2C19.

Korna no6poBonbiibl ¢ HU3KO0M akTUBHOCTHIO M3opepmenta CYP2C19 nmonyuanu npemnapar mo
cxeme seuenuss 600 mr Harpy3ouHas nmo3a / 150 mr moanmepxkwuBaromias go3a (600 mr/150 mr),
9KCIO3UIMSI AKTUBHOrO MeTabonuTa ObUIa BbIIIE, YeM IpU IMpUEME IO CXEME JeUeHUs
300 mr/75 mr. Kpome storo, MAT cocraBnsino 32 % (uepe3 244) u 61 % (Ha 5-ii neHb
UCCIIIOBaHMsA), 4YTO ObUIO OOJIbIIIE TAaKOBOTO Y JOOpPOBOJIBLEB C HU3KOW AaKTUBHOCTBHIO
nzoepmernra CYP2C19, monyuaBmmx jnedeHue mo cxeme 300 mr/75 mr, u ObLIO TIOOOHO
TaKOBOMY B TpyIIax MaldeHToB ¢ 0ojee BhICOKOM MHTeHCHBHOCTHIO CYP2C19-meTabonusma,
noJiy4aBmux jedenue no cxeme 300 mr/75 mr. OqHaKO B UCCIIEIOBAHUIX C yIETOM KIMHUYECKUX
MCXOJIOB PEKUM JIO3UPOBAHMSI KIIOTIHIOTPEA AJIsl MAIIMEHTOB 3TOM rPpyNIbl (TAIIMEHTOB ¢ HU3KOH
akTuBHOCTHIO n30epmerta CYP2C19) noka He yCcTaHOBJIEH.

AHaJOTMYHO pe3ysbTaTaM JaHHOTO UCCIeA0BaHNs METaaHaIN3 IECTH UCCIIEOBAHUMA, B KOTOPBIi
BOLIUIM AaHHbIe 335 moOpOBOJIBIEB, MOMYUYaBIINX KIOMHUIOTPET U HAXOIUBIIMXCS B COCTOSTHHU

JOCTHIXXCHUA paBHOBCCHOﬁ KOHIOCHTpAaluUH, IMoKasajg, 4TO IO CPaBHCHUIO C ,IIOGpOBOJII:I_IaMI/I C
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BBICOKOW akTuBHOCTBIO m30depmenta CYP2CI19 WI%éMﬁJﬁzﬂéHf;doLgﬁy%{fﬂoﬁ

akTuBHOCTBIO M30(epmenta CYP2C19 skcno3unust akTHBHOTO MeTaboIMTa CHUXKanach Ha 28 %,
a y J00pOBOJIBIIEB C HU3KON akTUBHOCTBIO M30depmenta CYP2C19 — na 72 %, B To Bpems Kak
HAT 6bu10 cHmkero ¢ paznunausivmu B UAT Ha 5,9 % u 21,4 % cOOTBETCTBEHHO.

He nmpoBoauinock ouenku BiusiHug reHotuna CYP2C19 Ha kIMHUYECKHE UCXO/IbI Y MAllMEeHTOB,
MOJyYaBIINX KJIOMUAOTPET, B MPOCHEKTUBHBIX PAaHAOMU3HPOBAHHBIX KOHTPOJIUPYEMBIX
uccienopanusix. OTHAKO HA HACTOAIIUNA MOMEHT HMMEETCS HECKOJIBKO PETPOCTIEKTUBHBIX
aHanu3o0B. Pe3ynabTaThl TEHOTUNUPOBAHUS TOJMYYEHBl B XOJ€ CIEIYIOMIMX KIMHUYECKUX
uccnenoanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON TIMI 38 u ACTIVE-A, a
TaKk)Ke B HECKOJIBKHX OIMYOJIMKOBAHHBIX KOTOPTHBIX UCCIIECIOBAHUSIX.

B uccnenoanuu TRITON TIMI 38 u 3 xoroprtabix ucciepoBanusx (Collet, Sibbing, Giusti)
NalUeHThl KOMOWHUPOBAHHON TpPYHNBbl C MPOMEXKYTOYHOHM WM HHU3KOM aKTUBHOCTHIO
n3odepmenra CYP2C19 umenu Gornee BBICOKYIO YacCTOTY CEpIACYHO-COCYAMCTHIX OCIOKHCHUMA
(cMepTh, MHGPAPKT MUOKApJa U WHCYIBT) WIH TpoMOO3a CTEHTA MO CPABHEHHUIO C TAKOBBIMHU Y
MAIMEHTOB C BHICOKOM akTUBHOCTHIO m3odepmenta CYP2CI19.

B uccnenoBannn CHARISMA u 01HOM KOTOPTHOM HCClIeIOBaHUH (Simon) yBeTUYECHUE YACTOTHI
CEpJECYHO-COCYAUCTHIX OCIOKHEHUNH HAOII0AAIOCh TOJIBKO Y MAalMEHTOB C HU3KOW aKTUBHOCTBIO
uzopepmenra CYP2C19 (nmpu uX CpaBHEHHMH C TAIUEHTAMH C BBICOKOW aKTHBHOCTHIO
uzodepmenra CYP2C19).

B uccnenoBanmsix CURE, CLARITY, ACTIVE-A u ogHoM u3 KoropTHbIX uccienoBanuii (Trenk)
HEe HaOJI0JaN0Ch YBEIUUYEHHS YaCTOThI CEpAEUHO-COCYTUCTBIX OCJIOKHEHUI B 3aBUCHUMOCTH OT

nnteHcusHocT CYP2C19-MeTabonu3ma.

Oco0ble rpyInbl NALMEHTOB

dapMaKkOKMHETHKAa aKTUBHOTO MeTaboiMTa KIOMUIOorpesia B OCOOBIX Ipynmax MalleHTOB He
U3y4anach.

Hayuenumwvr cmapwe 75 nem

Y 1o0poBoIbIIeB CTapiie 75 JeT MpH CPaBHEHUU C MOJIOABIMU JTOOPOBOJBIIAMH HE OBLIO
MOJyYEHO pa3IMYui MO TMOKa3aTelisM arperaudd TPOMOOIMUTOB W BPEMEHH KPOBOTEUEHHS.
Koppekiust 10361 HE TpeOyeTcs.

Tayuenmoi ¢ HapyweHuem hyHKyuu novex

[Tocie MOBTOPHBIX MPUEMOB KIIOMHIOTPENA B IO3UPOBKE 75 MI/CYTKH y MAIIMEHTOB C TSHKEIBIMH
HapymeHusMH GyHKuH Touek (xkiauperc kpeatuHuHa (KK) ot 5 mu/mMuH mo0 15 mu/mMuH)
uHruOupoBanue AJI®-uHAYIIMPOBAHHON arperanuu TpoMOOUMTOB Obulo HiKe (HA 25 %) Mo
CPaBHEHHIO C TAKOBBIM y 3JOPOBBIX JOOPOBOJIBIIEB, OJHAKO YUTHHECHHE BPEMEHU KPOBOTCUCHUS

OBUIO MOOOHBIM TAKOBOMY Y 3JI0POBBIX JOOPOBOJIBIIEB, MOTYYABIIUX KIOMUIOTPEN B T03UPOBKE
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(NOCNEOQCBATENEHOCTE 0004)

75 MI' B CYTKH.

THayuenmoi ¢ HapywieHuem QyHKyuu neveHu

He Obuto 3HaUMMBIX OTIMYMNA B CTereHU MHruOupoBaHus AJ|D-uHAYHIHpPOBAHHOW arperamuu
TPOMOOIIMTOB TIOCJIC €XKEAHEBHOTO IpHEMa KJIOMHUAOTpesia B CyTOYHOM 1103€ 75 MI' B TCUCHHE
10 nHel y MalnMeHTOB C TSDKEIbIMH HAapyIIEHUSMU (QYHKIMHU TI€UYEHH [0 CPaBHEHHUIO CO
3I0pOBEIMH J0OpoBosbllaMu. CpelnHee BpeMsi KPOBOTEUEHHUS TAaKXKE COMOCTAaBUMO B OO0EHX
rpyImax.

Pacosas npunaonescrnocmo

Pacnipoctpanennocts  ammenet  reHoB  u3zodepmenta CYP2C19, o0ycrmoBiauBarmmx
MPOMEKYTOUHYIO U HHU3KYIO aKTHBHOCTh ITOr0 HM30(epMeHTa, OTIMYAEeTCS Y TpeICTaBUTENeH
pPa3IUYHBIX PacoBBIX Trpynn. VMEWTcss OrpaHUYCHHBIE JUTEpAaTypHbIE JaHHbIE 00 UuX
paclpOCTPaHEHHOCTH Yy MPEACTaBUTENEH a3MaTCKOM MONYJSALMH, YTO HE MO3BOJISIET OLICHUTH Y
HUX 3HauyeHus reHotunupoBanus wu3opepmenta CYP2C19 s pa3BUTHS HIIEMHYECKHX
OCJIOKHEHUU.

JlaHHBIE JOKJIMHUYECKON 0€30aCHOCTH

Bo Bpems [OKIMHWUYECKHWX HCCICAOBAaHMM Ha Kpbicax W 0OaOymHax Hambojee dYacTo
HaOmogaeMpiMi  d(dexkramu ObUTM W3MEHeHUsT B miedeHH. OHM BO3HHUKAIW MpU J03aX,
NPEJICTABISIIONNX KaK MHHUMYM 25-KpaTHYIO OKCIO3WIIMI0, HAONIOMaeMyl0 Y JIFOJICH,
MONyYaIoNUX /03y 75 MI/CYTKH, W SIBIISUIUCH CIIEACTBHEM BO3JCWUCTBUS HA IEUYCHOYHBIC
dbepmeHThI. Y YenoBeka, MOJyyaBIIEro KJIOMUIOTPell B TEpaneBTHUECKOH 103€, He Hab01a10Ch
BJIIMSTHUS Ha TT€YEeHOYHbIE (DEPMEHTHI.

[Ipu o4eHb BBICOKHX /103aX KJIOMHUAOTPENa y KpbIc U 0a0yHHOB TaK:Ke OTMEUAIMCh HAPYIICHUS CO
CTOPOHBI JKETYJOYHO-KHUIIIEYHOTO TPAKTa (TaCTPUT, SPO3HH KEITYAKA, PBOTA).

[Tpu mpuMeHeHnH KJIOMUI0TpeNa B 103axX 0 77 MI/KT B CYyTKH B TeueHHE 78 HEACNb Y MBIIIEH 1
B TeueHue 104 Henenpb y KpbIC He ObUIO OOHAPY)KEHO HUKAKUX NMPU3HAKOB KaHLEPOT€HHOCTH (UTO
YKa3bIBa€T Ha OJKCHO3MWIMIO, KAaK MHHHMYM, B 25 pa3 MPEBHIMIAIONYI0 SKCIO3UIIHIO,
HAOII0IaEMYIO0 Y JIFOJIeH, TIOMYYarouX 103y 75 MI/CYTKH).

Knonugorpen ObUT IPOTECTUPOBAH B PsAJIE UCCICNOBAHUN T€HOTOKCUYHOCTH in Vitro W in vivo
HE MPOJAEMOHCTPUPOBAJl TEeHOTOKCHYHOCTH.

B0 00HapyKEeHO, 9TO KIOMUIOTPEN HE OKa3bIBACT BIHMSIHIS HAa (PEPTHUIILHOCTH CAMIIOB M CAMOK
KpPBIC U HE TPOSIBISUT TEPATOTCHHBIX CBOMCTB HH Yy KpbIC, HU Yy KponukoB. [Ipu BBemeHuu
JAKTUPYIOUIUM KpbICaM KJIOMIOTPEI BbI3bIBAJI HEOOJBIIYIO 33aJIEPKKY B Pa3BUTUU MOTOMCTBA.
Crneuuduyeckne (papMakOKMHETUYECKHE UCCIEOBaHMS, NPOBEACHHbIE C HUCIOJIB30BAHUEM

PAAUOAKTUBHOI'O KIIOMHUAOTIPECia, IMOKa3alid, 4YTO UCXOAHOC COCAWHCHHUC WU C€ro MeTa0OIUTHI
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TOKCHYHOCTh) WM KOCBEHHBIH 3((eKT (HU3Kast BKYCOBas YyBCTBUTEIBHOCTh) y TOTOMCTBA.

Iloka3aHusi K NpUMeHEeHUI0

Bropuunas HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I‘IeCKI/IX OCJIOKHCHUM

* VYV B3pochBIX IOCJIE HENABHO MEPEHECEeHHOro WH(papKkTa MUOKapaa (C AaBHOCTBIO OT
HECKOJBKUX JHEW 10 35 mHel), HeJaBHO MEPEHECEHHOTO HINEMHUYECKOT0 HHCYJIbTa
(c maBHOCTBIO OT 7 mHEH 10 6 MECAIeB) WIM NMPU JUArHOCTHPOBAHHOM 3a00JI€BaHUU
nepugepudecKux apTepuil.

* ¥V B3pOCIBIX C OCTPHIM KOPOHAPHBIM CHHIPOMOM:
— OCTpBI KOPOHAPHBIN CHHIAPOM 0e3 moabemMa cermeHTa ST (HecTabuibHasi CTEHOKapIUs
iy nHpapKT MUOKapaa 6e3 3yoma Q), BKIroUas MaueHTOB, KOTOPBIE TOJDKHBI MTOTYYaTh
MEJMKaMEHTO3HOE JICUEHHE, U MAIIeHTOB, KOTOPhIM moka3aHo UKB (co cTrenTupoBanueM
i 6e3 crentupoBanus) i AKIL;
—ocTpbiii MH(papkT Muokapaa ¢ moabemoM cermeHta ST, B komOunanuu ¢ ACK y
nanueHToB, nepenecmux YKB, wiM y manueHToB, MOTy4YarONIMX MEIUKAMEHTO3HOE
JieueHue, BKII04as TPOMOOIUTHYECKYI0/PHUOPHHOIUTHYECKYIO TEPAITHIO.

IIpodunakruka arepoTpOMOOTHUECKUX U TPOMOOAIMOOJIUYECKUX OCI0KHEHUHN VY B3POCIBIX C

bubpwiuinmeii npeacepanii (MepHaTeIbHOl apUTMHUEN)

* V¥ B3pochbix ¢ pubOpmsAIMel npeacepanii (MepuaTeTbHON apUTMUEH), UMEIOITNX XOTS
Obl OomMH (aKTOp pHCKAa PA3BUTUS COCYAHMCTBIX OCJIOXHEHHH, KOTOphIE HE MOTYT
npuauMath ABK ¥ MUMEIOT HU3KUIA PUCK KPOBOTCUYEHHUH, KJIOMUAOTPET B COYETAHUU C
ACK mokazan ajis MpOoPMIAKTUKH aTePOTPOMOOTHYECKHMX W TPOMOOIMOOTUIECKUX
COOBITHIA, BKIIFOUASI UHCYJIBT.

VY B3pocisix ¢ TUA cpeanero nwiv BbICOKOro pucka wim ¢ ManbiM MU (B komOuHamuu ¢ ACK)

Knonuooepen 6 komounayuu ¢ ACK noxaszan:
—B3pociabsiM ¢ TUA cpeanero mim BeICOKOTO prcka (oreHka mo mkaine ABCD2* > 4) unu ¢

manbeiM A (NIHSS** < 3) B Teuenue 24 yacoB nocine coobitus TUA wnu NN
* Illkana Ui OLIGHKH pUCKa paHHero uHcynbTa mocie TUA, Gazupyercs Ha CIEAYIOIIMX Mapamerpax: BO3pacT,
apTepuaNbHOE JTaBlIcHUE, KIMHUIECKUE CUMITTOMBI, IPOAODKATENBHOCTS TUA 1 caxapHbIil quader.
** [llkana uHCYJIbTa HallmOHATEHOTO HHCTUTYTA 37I0POBBSI.
IIpoTruBonokazanust
® FI/IHCp‘IYBCTBI/ITeJ'IBHOCTI) K KIOIIUOOTPEITy HUIN J'IIO6OMy U3 BCIIOMOTI'aTCJIBbHBIX BCIIIECCTB
npernapara, nepeurnciieHHbIX B pazaene 6.1.

*  Tspxenas medyeHoOYHast HEAOCTATOYHOCTD.
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e OcTpoe KpOBOTEUEHME, HAMpPHUMEp kposoretdintte | 5P Rl HaBG S T 5

BHYTPUUYEPEITHOE KPOBOU3IIUSHHUE.

* bepeMEeHHOCTh U EPUOJ TPYAHOIO BCKAPMIIMBAHUS.

C 0CTOPOKHOCTHIO

* Ilpu ymepeHHOH TMEUYEHOYHOW HEJOCTATOYHOCTH, TIPU  KOTOPOHM  BO3MOKHA
MPEPACIIONOKEHHOCTh K  KPOBOTEUEHHMIO (OIpAaHMYEHHBIH  KIMHUYECKUU  OTBIT
IPUMEHEHNUS).

* [lpu moueyHOM HETOCTATOYHOCTH (OTPAaHUYCHHBIN KIMHUYECKUM ONBIT PUMEHEHHS ).

* Ilpu 3aboneBaHMAX, NPH KOTOPBIX HMEETCA MPEIPACHOIOKEHHOCTh K Pa3BUTHIO
KPOBOTCUCHHUH (B YACTHOCTH, IKENyJOYHO-KUIIEYHBIX WJIM BHYTPHUIJIa3HBIX), U, B
OCOOCHHOCTH, TPU OJHOBPEMEHHOM IPUMEHEHUH JEKapCTBEHHBIX CPEACTB, KOTOpPHIE
MOTYT BBI3BaTh IMOBPEXKICHUS CIU3UCTONM OOOJIOUKH >KETYJOYHO-KHUILIEYHOTO TpaKTa
(OKKT) (takmx kak ACK u HecTepouaHble NPOTHBOBOCIAIUTEIbHBIE MpenapaThl
(HIIBI)).

* VYV manMeHToB, y KOTOPBIX MMEETCs] MOBBILICHHBIH PUCK Pa3BUTHUS KPOBOTEUECHHUS: U3-32
TpaBMbl, XUPYPrUUECKOTO BMEIIATEIbCTBA WM APYTUX MATOJIOTHYECKUX COCTOSIHHUM, a
TaKkKe Yy NalueHToB, mnoiyvaonmx Jjgedenne ACK, remapuHoMm, BapdapuHOM,
uHruouropamu raukonporeuHa IIb/Illa, HIIBII, B ToM uucie CceleKTUBHBIMH
uHTHOUTOpaMu TMKIoOKcureHaspl-2 (LJOI'-2), a Taxke ApYruMu JI€KapCTBEHHBIMU
CpPelICTBAaMH, INPUMEHEHHE KOTOPBHIX CBSI3aHO C PHUCKOM pAa3BUTUS KPOBOTEUEHUH,
CEJICKTUBHBIMU ~ WHTHOMTOpaMH  oOpatHoro  3axBara  ceporoHumHa (CHO3C)
(cMm. paznmen 4.5.).

* Ilpu OJHOBpEMEHHOM NPUMEHEHHWU C JIEKAPCTBEHHBIMHU CPEACTBAMH, SIBIISIOIIMMUCS
cyocrparamu m3odepmenta CYP2C8 (penarnunua, makiurakcen) (cM. pazzaen 4.5.).

* VYV manueHToB ¢ HU3KoM akTUBHOCTHIO n3ohepmenta CYP2C19 (cm. pasaen 5.2 moapasmen
«DapmakoreneTukay, pazuen 4.2.).

» [Ilpu ykazaHusX B aHAMHE3€ Ha aJJIEPrHYE€CKHe U TeMaTOJIOTHYECKUE Peakluu Ha Jpyrue
TUEHONUPUANHBI (Takue KakK THUKJIONMAMH, Ipacyrpen) (BO3MOXKHOCTh HMEPEKPECTHBIX
AJJIEPTUYeCKUX U TeMaTOJIOTMUECKUX PEaKIIUii).

* Ilpu HenaBHO NMEePEHECEHHOM MPEXOAIIEM HAPYIIEHUH MO3TOBOIO KPOBOOOpAILIEHUS WIIH

NN (npu coueranuu ¢ ACK).

I[IpumeHeHnne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOT0 BCKAPMJIUBAHUSA

bepemeHHOCTD

I/ICCHGI[OBaHI/IH Ha JKUBOTHBIX HC BBIABHUIIM HHU MNPAMBIX, HU HCIPAMBIX HGGHaI‘OHpI/IﬂTHBIX
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pa3ButHe. Tak Kak He BCEr/ia Mo pe3yabTaTaM UCCIeI0BaHU Ha )KUBOTHBIX MOKHO MPEICKA3aTh
peaKI_[I/IIO y YCJIOBCKA, U BCICACTBHUC OTCYTCTBI/IH JAHHBIX KOHTpOJII/IpyeMBIX KIIMHNYCCKHUX
UCCIIC/IOBAHUI 110 TMPHEMY KJIOMUAOrpeNia OCPEMCHHBIMH JKEHIIMHAMH, B KauyeCTBE MEPHI
NPEIOCTOPOKHOCTH HE PEKOMEHIYETCS TPHUEM KIIOMUIOrpeIa BO BpeMs OEpeMEHHOCTH, 3a
HNCKIIFOUCHUCM TCX CJIy‘-IaeB, Korga, I1mo MHCHHIO Bpaqa, cro HpI/IMeHeHI/IG HACTOATCIBbHO
HEOOXOIUMO.

[leproa rpyIHOr0 BCKapMIMBaHUS

B uccnenoBanusax Ha KpblcaXx MOKa3aHO, YTO KIIOMHUIOTPEN W/WIK €ro MeTaOOIUThI BBIIESIOTCS
C TPYJHBIM MOJIOKOM.

HeunssecTHo, BbIIENSIETCS M KIOMMIOTPEN C IPYAHBIM MOJIOKOM uejoBeka. Tak kak MHOrue
JIEKAPCTBEHHBIE CPEACTBA BBIACISAIOTCS C TPYAHBIM MOJOKOM M CYHIECTBYET PUCK Pa3BUTHUS
MOTEHLMAJIBHBIX HEONArompusATHBIX peakuuid y peOeHka, HaXOAsIIerocs Ha TPyAHOM
BCKApMIIMBAHWH, CJIEJYeT MPUHAThH PEIICHUE O MPEKPALICHUH TPYIHOTO BCKApMIIMBAHUS UM 00
OTMEHeE Ipernapara ¢ yueToM He00X0AUMOCTH €0 MPUMEHEHHUS [Tl MaTepH.

DepTUABHOCTE

B HCCICIOBaHUAX Ha )KUBOTHBIX HE OBLIO BBISAIBJICHO, YTO KJIIOIIMAOI'PEJI BJIMACT HA Q)epTHJIBHOCTI).

Cnoco6 npuMeHeHus U 103bI

Bnytps. HezaBucumo ot npuemMa nuinu.

Heoaeéno nepenecennvlii  uHgapkm  muoxapoa, HeOA8HO NEPEeHeCceHHblll  UHCYIbM U
ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuii

Pexomenayemas no3a — 75 Mr 1 pa3 B CyTKH.

Ocmputii kKopoHaphwvil cunopom 6e3 noovema ceemenma ST (HecmabunvbHas cmeHoxkapous,
unghapxm muoxapoa 6es 3yoya Q)

JledeHue KJIOMUIOTPENIOM CJEeAyeT HayuHATh C OJHOKPATHOrO IpHeMa Harpy304HOW 03Bl
300 mr unu 600 mr. Harpy3ounyto 103y 600 Mr MokHO Ha3HayaTh MALMEHTaM B BO3pAcTe MEHEe
75 ner, Korjga IUNIAHUPYETCS IIPOBEACHUE YPECKOKHOIO KOPOHAPHOIO BMELIATENIbCTBA. JleueHue
KJIOMHUIOTPEJIOM CJEAYET MPOAOJLKUTH B J03UpoBKE 75 Mr 1 pa3 B cyrku coBmecTHO ¢ ACK B
no3e 75-325 mr. Tlockonbky Oosee Bbicokue 0361 ACK Obutn CBsi3aHBI ¢ 00Jiee€ BBICOKHUM
PUCKOM KPOBOTE€UCHHS, peKkoMmMeHxayercs, uroOsl 1no03a ACK w©e mpeBbimama 100 mr.
OnTumanbHast IPOJOKUTEIFHOCTh  JIeueHUss Oo(uIManTbHO HE  yCTaHOBIeHA. JlaHHBIE
KJIMHUYECKUX MCCIEOBAaHUM MOATBEPHK/Ial0T BO3MOXKHOCTH MPOJOJDKUTEIBHOCTH JICUYEHUS 10
12 mecsinieB; MmakcuManbHas 23Q(HEeKTUBHOCTH Tepanuy HabOJr01amack 4yepe3 3 Mecsiia JICUeHUs.
Ocmputii unghapkm muoxapoa ¢ noovemom cecmenma ST

LI MaluCHTOB, IMOJIy4JaroInx MEIUKAMCHTO3HOC JICUCHUC, BKJIrO4ast
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75 mr 1 pa3 B cyTku ¢ win 6e3 Harpy3o4Hoit 10361 300 mr B komOuHarmu ¢ ACK, a Takxe
C TPOMOOJIMTUYECKUMH TIpenapaTaMy Win 6e3 HuX. Y ManreHToB cTapliie 75 JIeT JeueHune
KJIOTIHJIOTPEJIOM JOJHKHO HAYMHATHCA 6e3 npuema Harpy304HOM
no3bl. KOMOMHUpOBaHHYIO Tepamuio cleAyeT HauMHAaTh KakKk MOXKHO paHbLIe MOocie
HOSIBJIEHUS CUMIITOMOB U IIPOJOJKATh HE MEHEE YETHIPEX HEAEIID.
* Ilpu nokazanusx k YKB:
[IpruMeHeHue KIonmuaorpesia clienyeT HauuHaTh ¢ Harpy304Hou 10361 600 Mr y marueHToB,
npoxonsaumx nepsuyoe YKB, n y manuenTos, npoxoasumx YKB Gonee uem yepes 24 gaca
nocJie nojydeHus GuOPUHOIUTUIECKON Teparnuu.
Harpy3ounyto no3y kmonumporpena 300 Mr cieayeT Ha3Ha4yaTh MalMEeHTaM, MPOXOASIIAM
YKB B Teuenune 24 yacoB IMOCiIE TOJYYCHHUS (PUOPHUHOIUTHYECKON Tepanuu. Jledenue
KJIOMUAOTPENIOM CIIeyeT MPOJoDKaTh B fo3e 75 Mr 1 pa3 B cytku B komOuHanmu ¢ ACK.
B ximHnueckoil npakrtuke nopaepxusaromas no3za ACK cocrasmaser 75-325 mMr B cyTkw.
[Tockonpky Oosee Bbicokue A0361 ACK ObutH CBsi3aHBI ¢ 0oOjiee BBICOKHM PHCKOM
KpOBOTEUCHHs, pekoMeHayercs, 4toOel go3a ACK we mpeBpimama 100 mr.
KomOuHupoBaHHYIO Tepanuio ciaeayeT HaYMHATh M0 BO3MOXHOCTH Cpa3y IOCIIEe MOSBICHUS
CHUMIITOMOB U NPOJOJDKATh B TeUeHUE He Oosee 12 mMecsIes.
Quobpunnayus npeocepoutl
Knonunorpen cienyeT mpuHUMATh B CyTOYHOM A03€¢ 75 Mr. B KoMOMHAIIMK C KIIOMUIOTPEIOM
HeoOxonumo npunuMarb ACK B no3uposke 75—100 mr exxeHeBHO (cM. pa3zaen 5.1.).
B3pocnvie ¢ THA cpednezo unu evicokoz2o pucka unu ¢ manvim MU
B3pocasim ¢ TUA cpennero i BRICOKOTO pricka (oreHka mo mkaine ABCD2* > 4) unu ¢ mabim
NN (NIHSS** <3) na3zHauaroT Harpy3ouHyio a03y kimonumorpena 300 mr, mocie KOTOpou
Ha3HayJaloT Kinonugorpen B go3ze 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B cytku). Tepanuio
knonraorpenioM U ACK cnengyer HaunHaTh B TedeHHE 24 4acOB MOCIE COOBITUS U TIPOJIOJIKATE B
TedeHue 21 AHs, Mocie Yero Ha3HayaloT TePaIrio OJHUM aHTHArPEraHTHBIM MTPEnapaToM.
Dapmarozenemuka (nayueHmvl ¢ 2eHemMu4ecku O0OYCI081eHHOU CHUNCEHHOU aKMUSHOCHbIO
usogepmenma CYP2C19)
Huszkas aktuBHOCTh m3odepmenta CYP2C19 cBszana ¢ yMEHbIIEHHEM aHTHArpPEraHTHOTO
neiicTBus Kionuaorpena. Pexxum npumenenus 6onee BeICOkHX 7103 (600 Mr — Harpy3o4Has 103a,
3atreM 150 Mr 1 pa3 B CyTKH €XEAHEBHO) Yy TMAIlMEHTOB C HU3KOW aKTHBHOCTHIO M30(epMeHTa
CYP2C19 yBenmuumBaeT aHTHArperaHTHOE JCUCTBUE Kiomuaorpesna (cMm. pazaen 5.2. moapasaen
«DapmakoreHeTHuKa»). Y MaIMeHTOB ¢ HU3KOH akTUBHOCTHIO m3odepmenta CYP2C19 moxHO

paccMOTpeTh BOMPOC O MPHUMEHEHHWH O0Jee BBICOKHX J03 Kiomujaorpena. TOYHBIN pexuM
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JIO3UPOBAHUS Il JAHHOW  TOMYJISIUN aHI/IeHTO(]!x_Il:II:;'-:'_I E{Mﬁgmwﬁ&&gﬂ)ﬁﬁﬁhﬂx

YUUTHIBAIONIMX KIMHUYECKAE UCXOJIbI, HE YCTAHOBIICH.
Iponyck 0o3vl
Ecnu npomnyiiien npuemM npenapara B TCUCHHE:
*  wmeHee 12 yacog mocie 3alUIAHUPOBAHHOTO BPEMEHU: MAIIMEHTHI JOJDKHBI IPUHATH 03y
HEMEICHHO, a 3aTeM MPUHSATH CICIYIONIYIO 103y B OOBIYHOE 3aIJIAaHMPOBAHHOE BPEMSI;
*  obonee 12uyacos mocne 3alNIAHUPOBAHHOTO BPEMCHU: MAIMEHTHI JOJDKHBI TPUHATH
CJICYIONIYIO 103y B OOBIYHOE 3aIJITAHUPOBAHHOE BPEMS M HE JIOJKHBI YIBAUBATh J03Y.

Oco0ble rpyInbl MALMEHTOB

llayuenmuor cmapwe 75 nem

Ocmpulil KopoHapHvlll cuHOpom be3 noovema ceemernma ST (HecmabunvbHas cmeHoKapous iy

unapkm muokapoa bes 3voua Q)

[Taumnentam B Bo3pacTe crapiie 75 Je€T HE PEKOMEHAYETCS Ha3HayaThb Harpy304HbIE O3Bl
kionuaorpena 600 Mr u3-3a MOBBIIIEHHOTO PUCKA Pa3BUTHS KPOBOTEUEHHS (CM. pasnen 4.4.).

Ocmpuoiit uncaprkm muoxapoa ¢ noovemom cecmerma ST

[anuenTsl, MOJTyYaroIue MEIMKaMEHTO3HOE JeYeHue, KOTOPBIM nokaszaHa
TpoMOoInTHYECKas/(GUOPUHOIUTHYECKAs TEpanus: MPUMEHEHHE KIOMUIOTpeNa y MNalueHTOB
crapiie 75 JeT cienyeT HaunHaTh 0€3 Harpy309HOU J03bI.

Hayuenmol, komopwoim_gvinoansemcs nepsuynoe YKB u UKB 6oaee 24 yacos nocie 8sederus

mpomboaumuyeckou/bubpuroumuyeckon mepanuu

CrnenyeT coOMOAaTh OCTOPOKHOCTh MPU HA3HAYEHHUH HATPY304HOU 70361 600 MTI mamueHTam B
BO3pacte 75 net u crapiie (cM. pasznen 4.4.).
Ilayuenmul ¢ Hapywenuem ynKyuu novex
Koppekunu no3s1 He TpeOyetcs (cm. pasaen 4.4.).
THayuenmoi ¢ HapywieHuem yHKyuu neveHu
Koppexkiuu no3e1 He TpedyeTes (cM. pazaen 4.4.).
eTu
be3onacHocTh U 3(pPekTUBHOCTh TPUMEHEHUS TIpernapaTa y aeteid B Bo3pacte ot 0 1o 18 jet He

yCTaHOBJIEHBI (CM. pazzaen 5.1.).

ITo0ouHOE nelicTBUE

JlaHHBIC, TTOJIYYEHHBIC B X0A¢ KINHUIECCKUX MCCIICAOBAHNM

be3onacHocTh Kinonmumorpena uzydena oonee yeM y 44 000 manueHTOB, B TOM YHCIIE OoJiee 4eM y
12 000 manmeHTOB, MOJyYaBIINX JICYCHUE B TeUCHHUE Toj1a Wi Oojee. B 1eiaoM nmepeHocuMocThb
kionugorpena B go3e 75mr B cyrku B wuccienoBanun CAPRIE  coorBercTBOBasa

nepenocumoctd ACK B 103e 325 Mr B CyTKHM, HE3aBUCMMO OT BO3pacTa, MoJia U PacoBOM
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OMY OTYETY

il

peakuuu, HabmOaBIMecs B TsATH Oonbmux kmuHuYecknx uccienoanmsx: CAPRIE, CURE,
CLARITY, COMMIT, ACTIVE-A u TARDIS.

KpoBoTeuenne sBisercsi HauOoyiee 4YacTOM peakiued, O KOTOpPOM COOOIIaioCh Kak B
KJIMHUYECKHUX UCCIIEIOBAHUSX, TaK U TpPH IOCTPErHMCTPAIMIOHHOM MPHUMEHEHUHU Ipernapara.
Yarme Bcero coo01anocs 0 KpOBOTCUSHHSIX B TEUCHHE MIEPBOTO MECSIIA JICUCHUS.

B xmunndeckom uccrnegoBannu CAPRIE o6mas gactota Bcex KpOBOTEUEHUH Y IMAlMEHTOB,
NPUHUMABIINX KIonuaorpei, u y nanuesTon, npuHuMaBmux ACK, cocrasuia 9,3 %. Yactora
TSDKENBIX KPpOBOTEUEHUH npu npuMmenenuu kinonunorpena u ACK 6buta conocraBumoit: 1,4 % u
1,6 % COOTBETCTBCHHO.

B menom gacTora pa3BUTHS KETYAOYHO-KUIIIEYHBIX KPOBOTEUCHUH Y MAIIMEHTOB, TPUHUMABIITUX
KJIOMMUIOTPeN, U y nauueHToB, npuauMaBmmx ACK, coctasmusina 2,0 % u 2,7 % COOTBETCTBEHHO.
OO6m1as yacToTa KpOBOTEYCHUH APYTron JIOKATU3AINK TIPH MPUEME KJIOMHUIOTpesa 0 CPaBHEHHUIO
¢ mpuemom ACK Obima Bbeime (7,3 % mpotuB 6,5 % coorBercTBeHHO). OmHAaKo yacToTa
TSDKETIBIX KpOBOTeUeHU npu npumeneHnn kinonuporpena 1 ACK Obuta conocraBumoii (0,6 %
wm 0,4 % coorBercTBeHHO). Hambonee dYacTo c000mEAIOCh O Pa3BUTUU  CIEAYIOIIHUX
KPOBOTEUEHMI: MMypITypa/KpOBOIMOITEKH, HOCOBOE KpOoBOTeUeHHE. Pexe coolmianocs o pa3BUTUH
reMaToM, reMaTypuu U II1a3HbIX KPOBOUBIUSHUH (TJIAaBHBIM 00pa30M KOHBIOHKTHBAIILHBIX ).
UacTtoTa BHYTpUYEPEIHBIX KPOBOWBIUSHUHN mNpu mpuMmeHenun kionuporpena u ACK Obuta
conoctaBumoii (0,4 % unu 0,5 % COOTBETCTBEHHO).

B xnmuanveckom uccnegoBann CURE y manuenToB, npuauMmaBmux kiaonugorpen + ACK, no
CpPaBHEHHMIO C TMalUeHTaMu, npuHUMaBmmMu Iutanebo + ACK, HaOmronanocs yBennyeHHE
4acTOThl pa3BUTHs Oonbmiux KpoBoTeueHuid (3,7 % mo cpaBHeHHO c 2,7 %) W MaibIxX
kpoBoreuenuit (5,1 % mo cpaBHeHuto ¢ 2,4 %). B OCHOBHOM HCTOYHHKAMH OOJBIINX
kpoBoTeueHuil aBisunch JKKT u Mecta myHKIMM apTepHil.

UactoTa pa3BUTUS YTPOKAIOIIUX IKU3HU KPOBOTCUCHHH Yy TMAIMEHTOB, MPUHUMABIINX
kimonugorpen + ACK, mo cpaBHeHHIO C marnueHTamu, npuHuMaBmuMu tuianebo + ACK,
JOCTOBEpHO HE pazmuuanack (2,2 % u 1,8 % COOTBETCTBEHHO), YacToTa pa3BUTHUS (haTaTbHBIX
KpoBoTedeHui Obi1a ogquHakoBoi (0,2 % npu o0oux BuAax Teparun).

YacTtoTa BO3HHKHOBEHHSI HE YIPOXKAIOIIUX JKU3HH OOJNBIIMX KPOBOTCUEHUH OBLIA JOCTOBEPHO
BbIIlIE Yy MalMEHTOB, NMpuHUMaBmuX Kiomnumgorpen + ACK, mo cpaBHeHHIO C HalMeHTaMH,
npunumaBimumu miane6o + ACK (1,6 % u 1% COOTBETCTBEHHO), HO YacTOTa pPa3BUTHS
BHYTpUUEPENHBIX KPOBOM3NUSHUI ObL1a onuHakoBoil (0,1 % nmpu 0b6oux BUIaX Tepamnu).

Yacrora pa3BuTHsa OOJBIINX KpoBOoTeUeHUH B rpymme kionuporpen + ACK 3aBucena ot 10361
ACK, kak 1 yacToTra pa3BUTHs OOJBIINX KPOBOTeUEHHH B rpymie mianedo + ACK.

VY manueHToB, npekpaTuBIIKX Tepanuto kionuaorpenom + ACK 6omnee uem 3a 5 queit no AKIII,
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HE OTMEUAJIOCh YYAIICHHsI CIy9aeB Pa3BUTHUS ODJIBIITHX '1[1!)'813:0—1[5'4%;&‘&“11_ QQEHII;Q:{E}%%D&(%HC

BMEIIATENHCTBA. Y MAIMEHTOB, MPOJOJDKABIINX AHTHTPOMOOIMTAPHYIO TEpANHI0 B TEUYCHHUE
nocneaaux mstu qHer nepen AKII, yacTtora 3TUX COOBITHH MOCIE BMEIIATENHLCTBA COCTABIISLIA
9,6 % (B rpynne knonuaorpen + ACK) u 6,3 % (B rpynne miane6o + ACK).

B xmuanyeckom uccnenoBanuu CLARITY vactora GonbInx KpOBOTEYCHHH B 00EHX TpyIax
(xmommuporpen + ACK u mumanie6o + ACK) 6sma conmocraBumoii (1,3 % nportus 1,1 % B rpynme
knormuaorpen + ACK u rpynmne mnane6o + ACK cootBeTcTBeHHO). OHa ObUIa OJUHAKOBOU B
HNOJArpyNNax MalUeHTOB, pa3JeleHHBIX IO MCXOAHBIM XapaKTEepUCTUKaM W IO BHJAM
(GUOPUHOIUTHYECKON TEPANMK WIIA TeNapUHOTEPAITUH.

Yacrora Bo3HUKHOBeHMs (patanbHbix KpoBoTedeHuit (0,8 % mpotus 0,6 %) 1 BHyTpHUEPEITHBIX
kpoBomziusanuit (0,5 % npotus 0,7 %) npu neyennn kinonuporpen + ACK u mnane6o + ACK
COOTBETCTBEHHO Obljla HU3KOM U COMOCTaBUMOI B 00€HX IpyIIax JICUSHHUSI.

B xmangeckom wuccnenqoBanun COMMIT o0mass yacTtora HeunepeOpalbHBIX —OOJBIINX
KPOBOTEUCHHI MJIH IepeOpalibHBIX KPOBOTEUEHUH Obl1a HU3KOU M oxuHakoBoit (0,6 % B rpymme
knomuaorpen + ACK u 0,5 % B rpynme mane6o + ACK).

B xmuanmdeckom wuccnenoBanuu ACTIVE-A wactota pa3Butus OONBIIMX KPOBOTEUEHUN B
rpynne knonuaorpen + ACK 6sbia Beiie, yem B rpymne miane6o + ACK (6,7 % npotus 4,3 %
COOTBETCTBEHHO). boJbIle KpOBOTEUECHNSI B OCHOBHOM OBLTM BHEYEPETHBIMU B 00CHUX TpyTIax
(5,3 % mporuB 3,5 %), tnaBHeiM oOpazom u3 XKKT (3,5% mnporu 1,8 %). B rpymme
kionuaorpen + ACK  BHYTpHUYEpENHBIX KPOBOM3JIMSHUN ObUIO OOJBINE IO CpPaBHEHUIO C
rpynnoii ane6o + ACK - (1,4%  mporuB 0,8 %  coorBercTBeHHO).  OTCyTCTBOBAIU
CTATHCTUYECKH 3HAYMMBIC pa3uuusg MEXIy OSTUMHU TpyHIamMu JICYeHUsS B YacCTOTe
BO3HUKHOBEHUS QatanbHbiXx KpoBoreueHudd (1,1 % mpotuB 0,7 %) u remopparudeckoro
uHcynbTa (0,8 % npotus 0,6 %).

B uccnegoBanun TARDIS y nanneHTOB ¢ HETaBHO NEPEHECEHHBIM UIIEMUYECKUM HHCYJIBTOM,
MOJy4aBIINX HMHTCHCUBHYIO AaHTUTPOMOOIMTAPHYIO TEpamuio TpeMs JIEKapCTBEHHBIMHU
npenapatamu  (ACK + xmommporpen + aunupuiamon), HaOmoganuck Oosee  4dacTbie
KPOBOTEUYEHHSI M KPOBOTEUEHHUS OOJBIICH CTENeHH TSDKECTH MO CPaBHEHUIO C MalMeHTaMH,
MOJIYYaBIIMMU MOHOTEPAINUIO KIOMHUAOTPEIOM WM KoMOumHupoBaHHyHO Tepanmuio ACK u
nunupuaamolioM (ckoppexkruposannoe Ol 2,54, 95 % 11U 2,05-3,16, p < 0,0001).

TabauyHOoE PEe3IOME HEXKENATEIbHBIX DEAKIIUI

HesxenarenbHble peakiuy, KOTOPhIE BO3HHUKIN BO BpPEMs KIIMHUYECKUX HMCCICIOBAHWUN WIN O
KOTOPBIX COOOIANIOCH CIIOHTaHHO, MIPEICTAaBICHBI B Tabiuile HIke. VX yactora onpexaessiercs ¢
HCIIOJIb30BaHUEM CJIENYIONINX YCIOBHBIX 0003HaueHuil: gacto (> 1/100, o < 1/10); Heuacto

(> 1/1000, HO < 1/100); peaxo (> 1/10 000, vHo < 1/1000); ouens penxo (< 1/10 000), gacroTa
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ix oueritthHenbsMobikio) =B RifobrcH e emmo-

OpTaHHOM KJIACCC HCKCIIATCIIbHBIC PCAKIIUU ITPCACTABJICHLI B TIOPAAKC Y6BIBaHI/I5I CCPBLC3HOCTHU.

Tabauunoe pE3IOME HEXKEIaTEIbHBIX PEaKIIUi

CucremHo- Yacro Heuacrto Peaxo Ouens peako
OPraHHbINA KJIACC YacroTa Henm3BecTHA™
Hapywenus co TpomboruToneHus Hetitponienus, | TpomOoTuveckas
CMOPOHBL KPOSU U Jletikonenus BKJIFOYAst TPOMOOLUTONIEHIYECKast
aumgpamuueckoii Do3uHOGHUIHS TSDKETYHO nypiypa
cucmemul HEUTPONEHUI0 | AracTudeckas aHeMUs
ITannmuronenus
ArpaHynonuTos
Tsoxenas
TPOMOOITUTOTICHHS
IIpuobpereHnas
remoumus A
I'panynonuronenus
Anemust
Hapywenus co AHadunakToOuHEIC
CMOPOHbBI UMMYHHOU peaxmyn
cucmembl CoiBopoTOUHas 00JIE3HD
ITepexpecTHbie
AITICPTUYECKUE U
reMaToJIOTn4ecKHe
peaxkuu ¢ APYruMu
THUCHOTIMPUIMHAMHI
(TakMMU KaK THKJIOTUIVH,
npacyrpen)*
(cm. paznen 4.4.)
AyTOMMMYHHBII
WHCYJIMHOBBIA CHHIIPOM
(MOXeET MPUBOIUTD K
CEpBhE3HOM TMITOTITUKEMUH,
0COOCHHO y MAIINEHTOB C
HLA DRA4 ceporuriom)*
Hapywenus ncuxuxu CryTaHHOCTh CO3HAHUSA
TannmronuHanmu
Hapywenus co Bayrpuuepennsie Hapymrenus BkycoBoro
CMOPOHbL HEPBHO KPOBOM3IIHSIHUS BOCTIPHSTHS
cucmemul (B HEKOTOPBIX AreB3us
CITy4asix C JIETATEHBIM
HCXOJIOM)
lonoBuas 601
T'onoBokpyxeHue
ITapecTe3us
Hapywenus co I'nazueie
CHOPOHbI Op2aHa KPOBOU3JIHUSIHUSA
3peHus (KOHBIOHKTHUBAJIGHBIE,
B TKQHU U CETUATKY
riasa)
Hapywenus co Bepruro
CHOPOHbI Op2aHa
cayxa u aabupunma
Hapywenus co Cunnpom Koynnca
CMOpPOHBL cepoya (Bazocmactuueckas
ajyiepruueckas
CTeHOKapIusi/
AICPTUIECKUA HHPAPKT
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Cucremno-
OpraHHbIii KJIace

Yacro

Heuacto
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Otk pitio ©

YacroTra Hen3BecTHA®

MHUOKapAa),
00ycNoBIIEHHBIN peakiueit
TUIEPYYBCTBUTEIBLHOCTH Ha
KJonugorper®

Hapywenus co
CMOPOHBL COCYO08

T'ematoma

Crnyyau cepbe3HbIX
KpOBOTEUEHUH
KpoBoteuenus u3
MOCJICONEPAMOHHBIX paH
Backynur

AprepHanbHas TUIIOTEH3HS

Hapywenus co
CMOPOHbI
ovixamenvHou
cucmemvl, Op2aHos
2PYOHOU KIemKU U
cpedocmenus

HocoBoe
KpOBOTEUEHUE

KpoBoteuenus u3
IBIXaTEeNBHBIX yTeH
(kpoBoXapKaHbe, JISTOYHOE
KPOBOTEYEHHE)
Bponxocnasm
HNurepctunmanbaas
THEBMOHUS
D03uHOPIITBHAS
ITHEBMOHHS

Kemnyoouno-
KuueuHvle
HapyuWeHUs.

Kenynouno-
KHUIIICYHBIC
KpOBOTEUEHHUS
Hwnapes

Bbomb B xxuBoTE
Jucnencus

S13Ba xxemynka

SI3Ba
JIBEHAIIIATUIIEPCTHOMN
KUIIKH

T'acTpur

TomHoTa

PBota

3amop

Mereopuzm

3a0proIUHHBIC
KPOBOTEYEHHS

KenynouHo-kuiieyHble u
3a0pIOIIMHHBIC
KpPOBOTEUEHHUS C
JIETaIbHBIM UCXOJIOM
ITankpearut

Konut (BkiIrO4ast s3BEHHBIH
WK TUMQOIUTAPHBIN
KOJIUT)

Cromarur

Hapywenus co
CMOPOHbI NeyYeHU U
2HCENUEBbIBOOSUIUX
nymetl

Ocrtpas nedyeHouHas
HEJ0CTaTOYHOCTh
T'enatur
(HenH(DeKIIMOHHBIHT)
OTKJIOHEHHE OT HOPMBI
nabopaTOPHBIX
roKazaresnen
(YHKIIMOHATEHOTO
COCTOSIHHS TIEYCHU

Hapywenus co
CHOPOHBI KOJNCU U

NOOKOJICHBIX MKAHEl

KpoBonoarexn

KoxHas chImb
Koxnblit 3y
KoxHoe
KPOBOU3JIHSHHE

(myprypa)

Bynnesnsiit gepmatut
(ToKcHueckuit
SMUAEPMATIbHBIN HEKPOIH3,
cunapom CTrBeHCa-
J>xoHCOHA, MHOTO(OPMHAs
3pUTEMA, OCTPHII
TeHEePaTM30BaHHBIN
9K3aHTEMAaTO3HBIH MMycTyJie3
(AGEP))
AHTMOHEBPOTUYECKUH OTEK
Cunznpom neKkapcTBEHHOU
TUIEPYYBCTBUTEIBHOCTH,
JIeKapCTBEHHAS CHITb C
303uHOMIIHEH 1
CUCTEMHBIMU
nposiBneausmu (DRESS-
CUHJIPOM)

Oputemaro3Has ChIlb
OkchomuaTuBHAS CHITIH
Kpanusauma

Dk3ema
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

e e el i o s
CucreMHo- Yacro Heuacro Pémio | =~ ETOqenE penko’ = <=
OpraHHBbIi Kjace YacTora Hem3BecTHA™
TInockuil nuiai

Hapywenus co CkeneTHO-MbIIIEYHbIE
CMOpOHbl KpOBOTEYCHUS (TeMapTpo3)
MbIUUEYHOU, KOCIMHOL Aptput
U COeOUHUMENbHOU ApTtpanrus
MKaHu Muanrus
Hapywenus co T'ematypus I'momepynonepput
CMOPOHbI NOYEK U [NoBbrmeHne
MOUeBbIBOOAUUX KOHIICHTPAIIUU KpeaTHHUHA
nymei B KPOBHU
Hapywenus co IM'maexomactus
CMOPOHDBI
PenpPoOyKMUBHOL
cucmemul u
MONOUHBIX Jcene3
Obwue napywenus u | KpoBoteueHus Jluxopanka
peaxyuu 8 mecme B MecTe
88edenus WHBEKIIH
Jlabopamopnvie u YBenuueHne BpeMeH!
UHCMPYMEHMAabHbLe KPOBOTEUEHHUSI
oannvle CHIKeHHe Yncia

HelTpodunon

CHuxenue

KOJIN4ECTBA

TPOMOOITUTOB

Onucanye OoTASIBLHBIX HEXKEIATEIbHLIX PEaKIINN

Heumponenus

B uccnenosanuun CAPRIE Tskenas neifrponenus (< 0,45 x 10°/11) nabmonanach y 4 HalueHToOB
(0,04 %), npuanMaBIKX Kionunorpen, u y 2 nanuerTos (0,02 %), npuanmasmmx ACK.

VY aByx u3 9599 nanumeHTOB, IPUHUMABIINX KJIOMUIOTPEN, HAOIIOJAIOCh MOJTHOE OTCYTCTBHE
HEUTPOPMIOB B mepudeprudecKoil KpOBH, KOTOPOTO HE HAOII0IaIoCch HU Yy OJHOTO U3
9586 nanmentoB, npunumaBmmx ACK. Hecmorps Ha TO, 4YTO pHCK  pa3BUTHUSA
MHUEJIOTOKCUYECKOTO JCHCTBHSI TPU MpPHEME KIOMUAOTpea SIBISIETCS JOCTaTOYHO HHU3KHUM, B
cllyyae €ciad Yy T[alWeHTa, MPUHUMAIOLIETO KJIOMUJOTpes, HaOmoaeTcs MOBBILICHHE
TEMIEPATyphl WIH HOSIBIAIOTCS APyrue MpU3HakKu MHQEKIUH, cieayeT o0cienoBaTh MalueHTa
Ha IIPEAMET BO3MOKHOU HEUTPOIICHUH.

Annacmuueckas anemus

[Tpu nedyeHnu KIOMUIOTPENIOM B OJHOM Cllydae HabJt01aj0Ch Pa3BUTHE aIJIaCTUYECKON aHEMHUU.
Tpomboyumonenus

YacToTa BO3HUKHOBEHHS TsKenoi Tpombouuronenuu (<80 x 10%/m) cocraBuma 02 % vy
NalMeHTOB, NpuHUMaBmux kiaonuaorpen, u 0,1 % y mnauumentoB, npuHuMasmux ACK;
c0001Ianoch 06 0YeHb PEAKUX CTydasX CHIKEHMS urcia TpombormTos < 30 x 10%/m.

B ucciaenosanmsax CURE u CLARITY HaOmr04aIoCh COIIOCTABUMOE KOJIWYECTBO MAIMEHTOB C
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TPOMOOIMTOIICHHEH NI HEHTpOTIeHNeH B 06erX rpynna'g}r'e:qelgl‘;il."‘ BATENBHOCTE 0004)

Ilepeno3upoBka

CHMIOTOMBI

Ilepeno3npoBka KJIOMUAOTPEIA MOXKET BECTH K YBEJIWYEHUIO BPEMEHU KPOBOTECUCHHS C
MOCJIEAYIOIMMH OCJIOKHEHHUSIMU B BUJI€ PA3BUTUSI KDOBOTECUEHU.

JleueHnue

[Ipn mosiBIEHUHM KpPOBOTEUEHUS TpeOyeTcs TPOBEACHHE COOTBETCTBYIOUIUX JIEYEOHBIX
MEPONIPUATHA. AHTHUIOT KJIOTUAOTPeNia He ycTaHOBICeH. Eciim HeoOxoamuma ObIcTpast KOPPEKIus
YAJIMHUBIIETOCS BPEMEHH KPOBOTEYEHHUSA, TO PEKOMEHAYETCS TMPOBEICHHE NEPETUBAHUS

TPOMOOIIMTAPHON MACCHI.

B3aumopneiicTBHae ¢ APYTUMH J1eKAPCTBEHHBIMH CpeICTBaMHU

JlekapCTBEHHBIE CPEJICTBA, MPUMEHEHNE KOTOPEIX CBA3aHO C PHCKOM PA3BHUTHUS KPOBOTCUCHHSI

HMmeeTcsi TMOBBINIEHHBIM PUCK pa3BUTUS KPOBOTEUEHMS] BCIEJACTBHE HX MOTEHLUUAIHHOTO
anmuTUBHOTO 3(]dexra ¢ kmonumorpenom. JleueHue cieayeT HNPOBOJUTH C OCTOPOKHOCTBIO
(cMm. paznmen 4.4.).

Ilepopanvuvie anmukoaynanmel (Hanpumep, sap@apun)

OpnHoBpeMEHHOE NPUMEHEHHE KIOMMIOTpeNa U  TMepopajbHBIX AHTUKOAryJISHTOB HE
PEKOMEHAYETCs, TaK KaK JaHHas KOMOWHAIMS MOXKET YCHJIMTh KpoBoTeueHue (cM. pasznen 4.4.).
XoTa mpHeM KIomuaorpena 75 Mr B CYTKM HE H3MEHsUI (hapMakOKMHETHKY BapdapuHa
(cyoctpara mzodpepmenta CYP2C9) unu MHO y nanueHToB, JIMTEIBHO MOTYYalOIINUX JICUCHUE
Bap(papuHOM, OJTHOBPEMEHHBII MPHEM KJIOMUOTpesia YBEIUYUBAET PUCK KPOBOTEUEHHS B CBSI3U
C €ro HEe3aBHCHUMBIM JIOTIOJIHUTEIILHBIM BIMSHUEM Ha CBEPTHIBAEMOCTh KpoBU. [losTOMy cienyer
COOJII0/IaTh OCTOPOXKHOCTD MIPU OJJTHOBPEMEHHOM IIpueMe BapaprHa U KJIOMUI0rpena.
Broxamopul enukonpomeuna I11b/1la

B cBsi3u ¢ BO3BMOXKHOCTBIO (hapMaKOJUHAMHUYECKOTO B3aUMOACUCTBUS MEXY KIOMHUIOTPEIOM U
onmokaropamu  raukomnporenHa  [Ib/Illa  ux  oxHOBpeMeHHOE  TNpUMEHEHHUE  Tpedyer
OCTOPOKHOCTH, OCOOCHHO Y MAalMEHTOB, UMEIOIIUX MMOBBIIICHHBIH PUCK Pa3BUTUS KPOBOTCUCHUS
(mpu TpaBMax M XMPYPruuyecKMX BMENIATEIbCTBAX WM IPYIMX MAaTOJIOTHUECKUX COCTOSIHHSIX)
(cm. paznen 4.4.).

Ayemuncanuyunosas kucroma (ACK)

ACK He wu3MeHseT WHruOupymoliee neicTBue kionugorpena Ha AJ[O-uHIyIHpyeMyro
arperaiuio TpPOMOOLIMTOB, HO Kionuaorpen mnoreHuupyer Biausaue ACK Ha kosiaren-
UHAYIUPYEMYIO arperamnuio TpoMOouuToB. TeM He MeHee, OJJHOBPEMEHHBIN C KIIOMHA0TPEIOM

npueM ACK no 500 mr 2 pa3a B CyTKM B TEUEHHE OJHHMX CYTOK HE BBI3BIBAJ CYIIECTBEHHOI'O
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YBCIUWYCHUA BPEMCHU  KPOBOTCUCHU, BBl 3I>IBaeM0|1Q)| - :"II ot | @Clﬂbljﬂ/llﬂbl];)%ﬁ!i 04 HDI/I

onHOoBpeMeHHOM mpueMme kiomugorpena u ACK cienyer coOmoaTh OCTOPOKHOCTh, TaK Kak
MEXIYy HUMH BO3MOXHO (DapMaKkOJMHAMUYECKOE B3aUMOJCHCTBHE, KOTOpOE MPHUBOJIUT K
MOBBIINICHUIO PHUCKAa KpoBoTeueHus (cM. pasgen 4.4.). Tem He MeHee, B KIMHUYECKHX
HCCJIEIOBAHMSIX MAlMEHThl MOJIydyadld KOMOWHHPOBAaHHYIO Tepamuio kionuporpeaom u ACK
(75— 325 mr 1 pa3 B CyTKH) 0 OJTHOTO rojia.

T'enapun

[To maHHBIM KIIMHUYECKOTO UCCIEI0BAaHUS, IPOBEACHHOIO C Y4aCTHEM 3/I0POBBIX JOOPOBOJIBLIEB,
py MpueMe KIOMUIorpesia He TpeOOoBaloCh M3MEHEHHUS J103bl TelapruHa U HE U3MEHSJIOCh €ro
AHTUKOAryJsiHTHOE JiedicTBue. OJHOBPEMEHHOE TPUMEHEHHE TelapuHa HE HU3MEHSIO
aHTUArperaHTHOE AeiCcTBUE Kionuaorpena. Mexay KIOMHAOrpesioM U TeNapuHOM BO3MOXKHO
dapmMakoIMHAMUYECKOE B3aUMOJACHCTBHE, KOTOPOE MOXET YBEJIMYUBATH PUCK Pa3BUTHUS
KkpoBoTedeHuil. [Ipm oJHOBpeMEHHOM TMPUMEHEHHHM CIEAYeT COONI0AaTh OCTOPOXKHOCTD
(cMm. paznmen 4.4.).

Tpomborumuxu

be3onacHoCcTh OJHOBpEMEHHOTO NpPUMEHEHUs Kionuaorpena, (GpuOpuH-crienupUYecKux HIn
bubpuH-HeCTIEM(UIECKUX TPOMOOTUTHYCCKUX CPEICTB M TemapuHa ObUla H3yYeHa Y
MAIMEHTOB C OCTPhIM HH(APKTOM MHUOKapna. YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTEUCHUI
OblTa aHAJIOTMYHA TOW, KOTOpas HaOmoaasach B CiIydae COBMECTHOTO MPHUMEHEHUs
TpoMmbouTHYecKuX cpenctB u renapuHa ¢ ACK (cm. pazgen 4.8.).

Hecmepouonwvie npomusosocnanumenvuvie npenapamol (HIIBII)

B KIMHUYECKOM HCCIEJOBAaHUM, TIPOBEJCHHOM C YYacTHEM 3JIOPOBBIX J1OOPOBOJIBIIEB,
COBMECTHOE MPUMEHEHUE KJIOMUAOrPesia U HAPOKCEHA YBEJIMYMBAJIO CKPBHITHIE MOTEPU KPOBU
yepe3 JKKT. OpgnHako, B CBSI3M C OTCYTCTBHEM MCCIEAOBAHMM 1O B3aWMOJICUCTBUIO
kionuaorpena ¢ apyrumu HIIBII, B HacTosimee BpemMsi HEU3BECTHO, UMEETCS JIM MOBBIIICHHBIN
PHUCK >KENyI0YHO-KUIIECYHBIX KPOBOTEUECHUM IMpU IMpPUEME KIIOMUIOTpeIa BMECTE C APYTUMHU
HIIBII. IToatomy npu ogHoBpemenHoM npumenennu HIIBII, B Tom uncie uaruéuropos LIOT-2,
C KJIOMUOTPEJIOM CJIEAYET COOII0IaTh OCTOPOKHOCTD (CM. pazjaen 4.4.).

Cenexmusmvie uneuboumopwvl oopamnoeo 3axseama cepomonuna (CHO3C)

Tak xkak CHUO3C BIuAIOT Ha aKTUBAIMIO TPOMOOLMTOB M YBEIMYHMBAIOT PUCK Pa3BUTHA
KPOBOTEUYECHHMS, IPU OJHOBPEMEHHOM IPUMEHEHUH CIIEAYET COOII0IaTh OCTOPOKHOCTb.
Hnoyxmopwt uzogpepmenma CYP2C19

Tak kak KjiIOMUAOrpeNn MeTadOJNM3HpPYeTCs OO CBOEro akTUBHOIO MeTabonuTa YacTUYHO C
nomomsio uzopepmenta CYP2C19, oxwupaercs, 4To NMpUMEHEHHE JIEKAPCTBEHHBIX CPEICTB,

KOTOPBIC HMHAYHUPYIOT AKTHBHOCTL 3TOI'O I/ISO(bepMeHTa, MOKCT NPUBOAWUTHL K YBCIUYCHUIO
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KOHIICHTPAIlMK aKTHBHOTO METa00IUTa KIOMHIAQIPEa,

Pudamnunus, sBisisck MOIIHBIM MHIYKTOpoM n3opepmenta CYP2CI19, nmpu ogHOBpEeMEHHOM
IPUMEHEHUN C KJIONUJOTPEIOM NPUBOJUT KaK K YBEIMYEHHIO KOHLEHTPALlMM aKTHBHOIO
MeTa00IMTa KJIONUAO0Ipesia, TaK U K UHITHOMPOBAHUIO TPOMOOIIMTOB, YTO MOXKET MOBBIIIATh PUCK
BO3HMKHOBEHHUS KpOBOTEYEHHUs. B kadecTBe Mepbl NPEJOCTOPONKHOCTH HE PEKOMEHIyeTcCs
NPUHUMATh OJHOBPEMEHHO MoUIHbIe HHAYKTOphl M3odepmenta CYP2C19 u kmommporpen
(cMm. paznmen 4.4.).

Hneubumopuot uzogpepmenma CYP2C19

Tak kak Kjgomumorpen MeTaboNM3upyeTcs 10 00pa3oBaHUs CBOETO aKTHMBHOTO MeTaboiuTa
yactuyHo mnpu nomou u3opepmenta CYP2C19, mpumeHeHHe JEKapCTBEHHBIX CPEJICTB,
MHTUOMPYIOUINX 3TOT U30()ePMEHT, MOXKET MPHUBECTH K YMEHBIICHUIO 00pa30BaHUsl aKTUBHOTO
MeTabonauTa Kionuaorpena. KiuHuueckoe 3Hau€HHE TOr0 B3aUMOJICHCTBUS HE YCTAaHOBIIEHO.
B xauectBe Mepbl NPEJOCTOPOKHOCTH clelyeT H30eratb OJHOBPEMEHHOIO IPUMEHEHHUs
KJIOMUAOTPEIa U MOIIHBIX MJIM YMEPEHHbIX HHruoutopos nzopepmenta CYP2CI19.

MouHbsIMH U yMepeHHbIMH HHruoutopamu muzopepmenta CYP2C19 sapnstoTcss omernpasod,
330Memnpaszof, (IyBOKCaMUH, (IIYOKCETHH, MOKJIOOEMHU, BOPHKOHA30J, (IyKOHA301,
TUKJIONUIUH, ITUIPO(IIOKCAIMH, IUMETHINH, KapOaMa3enH, OKCKapOa3enuH, X1opaMmGeHUKOI.
Hneubumopvl npomonHo nomnwl

OnHOBpEeMEHHBIN MpHUeM KJIOMUIOrpesa ¢ OMEnpas3oioM B Ao3e 80 Mr (OJHOBPEMEHHO WIIU C
nepepblBOM B 12 4 Mexay NpuUeMaMu JABYX IpENapaToB) CHUXKAET HKCIO3MLHUIO AKTUBHOTO
MeTabonurta kionuaorpena Ha 45 % mpu mpueme Harpy3ouyHou a03bl U Ha 40 % npu npueme
noJiep>kuBatomie 10361, CHIKEHHE OBUIO CBSI3aHO C YMEHbILICHHEM MHTUOUPOBAHUS arperaiuu
TpoMOOIIMTOB Ha 39 % Mpu preMe Harpy304Hoi 1035l ¥ Ha 21 % mpu npremMe Mo epKUBAOIICH
no3bl. [Ipennonaraercs, 4To 330MENpPa30il B3aMMOAEHCTBYET € KJIOMUAOTPEIOM aHAJIOTUYHBIM
o0pazomM.

Jlannpie HaOMIONEHUN W KIMHUYECKUX HCCIEIOBAaHMNA O KIMHUYECKHUX MOCHEICTBUSAX 3TUX
(apMaKOKMHETUYECKUX U (DapMaKOIMHAMUYECKUX B3aUMOJCHCTBUN C TOYKU 3PEHHS Pa3BUTHUS
OCHOBHBIX KapnOBACKYJIPHBIX COOBITUM  HPOTHBOPEUUBHI. B xauectBe MEpBI
IPEJOCTOPOKHOCTH HE PEKOMEHAYETCS OJHOBPEMEHHBIN MpUEM KIOMUIOIPea ¢ OMENpPa3oIoM
VI 330MENPA30JIOM.

MeHee BbIpa)K€HHOE CHM)KEHHUE SKCIIO3UIIMK MEeTab0IHUTa HabII0Jaoch Py MPHEMe Mpenapara ¢
HaHTOIPA30JIOM WM JAHCONPA30JIOM.

IIpy onHOBpeMEHHOM IMpueMe NaHTomnpaszoia B go3e 80 mMr 1 pa3 B CYTKM KOHIIEHTpalUs
AaKTUBHOT'O MeTa0oJIMTa KIOMUAoTpena cHuxkanachk Ha 20 % npu npuemMe Harpy304HOH 10351 U Ha

14 % npu npueMe NOANEPKUBAIOLIEN A03bl. DTO COINPOBOXKAAIOCH CHUKEHUEM CPETHETO
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pe3yNbTaThl YKa3blBAIOT Ha BO3MOXXHOCTH COBMECTHOTO TPUMEHEHHS KJIOMUAOrpeNa W
MaHTONPa30JIa.

[IpoBeneH psia KIMHUYECKUX HCCIEAOBAHUN ¢ KIonudozperom u Opyumu 0OHOB8PEMEHHO
NPUMEHAEMbIMU — JIeKAPCMBEHHbIMU — Cpeocmeamu, €  1ENbl0  HM3yYeHUS  BO3MOXKHBIX
dapmMakoTUHAMUYECKHX U (apMAKOKMHETHYECKUX B3aUMOJICHCTBUIN, KOTOPHIE MOKA3aJId, 4TO:

* TIpH OJHOBPEMEHHOM MPUMEHEHUU KIONUOOSPend ¢ AMEeHON0JOM U/Uiu HUDeOUnuHom
KJIMHUYECKH 3HAUUMOTO (hapMaKOJMHAMUYECKOTO B3aUMOJCHCTBHS HE HAa0JI01a10Ch;

* OJHOBPEMEHHOE TMpUMEHEHHE ¢eHobapoumana u IcmpozeHog HE  OKa3bIBAJIO
CYILIECTBEHHOTO BIUSHUS Ha (apMaKOJMHAMUKY KJIOMHA0TpEna;

*  (hapMaKOKMHETHUYECKUE TIOKA3ATEIH OUCOKCUHA U MeodUIIuHa HE U3MEHSIUCHh IPU UX
OJIHOBPEMEHHOM MPUMEHEHUH C KIOMUAOTPEIOM;

*  JI0Ka3aTeJbCTB TOTO, YTO JPYTUe JEKapCTBEHHbIE CPECTBA, OHIKAIOIINE KUCIOTHOCTD B
KeNyaKe, Takue Kak Osokamopwvl Hr-eucmamunosvix peyenmopog uau aumayuobwl,
NPENSATCTBYIOT aHTUTPOMOOLMTAPHOW AaKTHUBHOCTH KJIIONMUAOTPENA, HET; aHmayuoHvle
cpeocmea He CHUKAIOT a0COPOITHIO KIIOMUI0TpEa;

> ¢enumoun u monbymamuo MOXKHO C O€30MACHOCTHIO NPHUMEHSATh OIHOBPEMEHHO C
kionugorpesnoM (uccienpoanrne CAPRIE). ManoBeposiTHO, YTO KJIOMHIOTPENT MOXET
BIUATh Ha METabOJNIM3M JAPYruX JIEKAPCTBEHHBIX CPENICTB, TAaKUX KaK (EHUTOWH U
tonOyramun, a takke HIIBII, koToppie MeTabOMM3UPYIOTCS ¢ TTOMOIIBIO M30(epMeHTa
CYP2C9 muroxpoma P450;

* uneubumopwvr AIlID, ouypemuxu, Gema-adpenobI0Kamopwvl, OJIOKAMOPbI «MeOIEeHHbIX)
KAIbYUesblx KaHauos, cUnoiunuoemMuieckue cpeodcmea, KOpoHapHole 8a300Uiamamopbl,
euno2nuKeMuyeckue Ccpeocmea (6 mom Hucie UHCYIUH), NPOMUBOINUNIENMUYECKUe
cpedcmaa, 20pmMoHo3amecmumenvHas mepanus u oiokamopwl eauxonpomeuna I11b/Illa: B
KITMHUYECKUX MCCIICIOBAHUSX KIMHUYECKH 3HAYMMBIX HEKEIATeNbHBIX B3aUMOJICHCTBUI
HE BBISIBJICHO.

JlekapCcTBEHHBIE CPENICTBA, ABJIIroIMecs cyocTpartamu n3zodepmenta CYP2CS

[TokazaHo, 4TO KJIONUAOIPEN YBEJINYMBAI CUCTEMHYIO 3KCIO3MIMIO PENAriuHUAA Y 310POBbIX
noOpoBoJbIeB. VccaenoBanust in vitro TOKa3alM, YTO YBEJIMYECHUE CUCTEMHOM AKCIIO3UITUH
penarnuHuAa SABISETCS cieacTBueM nHruoupoBanus uzodpepmenta CYP2C8 rimoxypoHUIHBIM
MeTtabonutoMm kionuuporpena. Creayer cobOM0laTh OCTOPOXKHOCTb IPU  OJAHOBPEMEHHOM
NPUMEHEHUN KJIOMMIOTPENa M JIEKApCTBEHHBIX CPEICTB, META0OIM3UPYIOMIUXCS C MOMOIIBIO
uzopepmenra CYP2C8 (Hampumep, penariuHUAa, NaKIUTAKCela), B CBS3H C PUCKOM

YBEJTUYCHUS UX IJIa3MEHHBIX KOHIIEHTpanui (cM. pazaen 4.4.).
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OnnounIHBIC aTOHUCTEI

Kak u B ciydae apyrux mnepopanbHbIXx HHruoutopoB P2Y12, onHOBpeMEHHOE NPUMEHEHHUE
ONMOMJHBIX AaroHWCTOB MOXET 3aJCp)KUBAaTh W yMEHbIIATh aOCOpPOIMIO KIOMMIOTpena,
BEPOSITHO, M3-3a 3aMEJVICHHOTO OIOPOXKHEHMs »kenmynka. KimHuueckoe 3HAYeHHE JAHHOTO
B3auMoJielicTBug  HeusBecTHO.  Crienyer  pacCMOTpeTh  BO3MOXKHOCTb — HAa3HAYCHMS
[AapEHTEpPAIbHOTO AHTHUArpEraHTHOIO IIpernapara y MalHUeHTOB C OCTPbIM KOPOHapHBIM
CHHJIPOMOM, TPEOYIOIINX OAHOBPEMEHHOI'O MPUMEHEHHUS MOp(QHHA WIN JAPYTHX OINUOUIHBIX
aroHKCTOB.

PosyBactatun

[TokazaHo, 4TO KJIIONMAOIPEN YBEIMUMBAET 3KCHO3MIMIO po3yBacTathHa B 2 pasza (AUC), u B
1,3 pa3a (Cmax) mociie mpuema xinonuaorpena B go3e 300 mr u B 1,4 paza (AUC) Oe3 BaustHUA Ha

noka3aresib Cmax MOCIIE MOBTOPHOIO MPHEMa KIIOMUI0Tpeia B 103€ 75 MT.

Oco0ble ykazaHust

Kposomeuenus u cemamonozuueckue napyuienus

B cBs3u ¢ puCKOM pa3BUTHS KPOBOTEUEHMSI M HEXKEJIATENbHBIX PEAKIMHM CO CTOPOHBI KPOBH
(cMm. pazmen 4.8.) B ciydyae TMOSBIEHUS B XOJE JICUEHUS KIMHUYECKUX CHUMITOMOB,
MOJIO3PUTENILHBIX HAa BO3HUKHOBEHHE KPOBOTEUEHHS, CIEAyeT CpOYHO CcAenaTh OO0Imuid
KJIMHUYECKHI aHajdu3 KPOBHU, OIPENEIUTh AKTUBUPOBAHHOE YAaCTHYHOE TPOMOOILUIACTHHOBOE
Bpems (AUTB), komuyecTBO TpPOMOOLMTOB, TMOKa3aTend (PYHKIMOHAIHHOH aKTHBHOCTH
TPOMOOLIUTOB U MPOBECTH APYrHe HEOOXOIMMBbIE UCCIIEIOBAHUS.

Knomunorpen, kak u JApyrue aHTUTPOMOOLIMTapHBIE CPEACTBa, CJEAYyeT MPUMEHSTh C
OCTOPOXXHOCTBIO y MALMEHTOB, MMEIOUIMX IOBBILIEHHBIH PUCK pa3BUTUS KPOBOTEUYEHMS,
CBSI3aHHBIN C TpaBMaMH, XUPYPTUYECKUMHU BMEIIATEILCTBAMU WIIH IPYTHMH MMAaTOJIOTHYECKUMU
COCTOSIHMSIMH, a Takke y maruenToB, npuHuMarommx ACK, HIIBII (B ToMm uncie HHTHOUTOPHI
[HOI'-2), remapun, Omokaropsl riaukonporenna IIb/Illa, CHMUO3C wu MoIHBIE WHIYKTOPHI
mzopepmenta CYP2C19. BcBsi3M ¢ TOBBIICHHBIM PUCKOM KpPOBOTEUEHHS TpOHAs
anTuTpomMOoruTapras Ttepanus (knornumorpen + ACK + nunupunamorn), mpuMeHsemas s
BTOPUYHONW  MpO(UIAKTUKM HUHCYJIbTa, HE PEKOMEHIyeTCs TMalheHTaM C  OCTPbIM
HEKapIM03IMOOIUIECKUM UIIEMUYECKUM HHCYIbTOM i THUA.

[Ipu 5eyeHHMU KIOMUIOTPENIOM, OCOOCHHO B TEUEHHE MEPBBIX HEAETb JCUCHHUS /MU TOoCie
MHBA3UBHBIX KApAMOJIOTUYECKUX TPOLEAYP/XUPYPTUUECKOTO BMEIIATENbCTBA, HEOOXOIUMO
BECTH TIIATEIbHOE HAONIO/IEHWE 3a TMalMeHTaMH Ha MpeIMeT MCKIIOUYEHUs TPU3HAKOB
KPOBOTEYEHHs, B TOM 4HCI€ U CKpbITOro. He pekomeHayeTcsi OJHOBPEMEHHBIM mpueM
KJIONUIOTpeNa € TNEepOopaJbHbIMU aHTUKOATYJISHTAMH, IOCKOJIBKY 3TO MOXET YBEIUYUTh

WHTECHCUBHOCTh KpOBOTEUECHHUI (CM. pazaen 4.5.). OnqHoBpeMeHHOE MPUMEHEHHE KIIOMUAO0Tpena ¢
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IpY OJTHOBPEMEHHOM IIPUMEHEHHUH KIIOMUAorpena u Bapdapuna (cm. paszzuen 4.5.).

Eciun nauueHTy TpeACTOMT TIUJIAHOBAasl XHPYypruyeckas omnepauuss ©W MpU  3TOM  HET
HEOOXOAMMOCTH B aHTUTpoMOoIuTapHoM 3ddexkTe, To 3a 7 AHEH OO0 oOlepanuyd MpueM
KJIOTIHJIOTPEJIa CIEAYET MPEKPATUTb.

Kionuporpen ymimMHseT BpeMsi KPOBOTEUEHMSI M JOJDKEH HMPUMEHSTHCS C OCTOPOKHOCTBIO y
NAaIMEeHTOB C 3a00JIeBaHUSMM, MPEIPaCHoaraloliMMi K Pa3BUTHIO KPOBOTEUCHHH (0COOEHHO
KEINYJAOYHO-KUIIEYHbIX W BHYTpuUriasHbix). IlpemapaTsl, KOTOpble MOTYT BBI3BIBATH
noBpexaeHus cnm3ucton  obonoukn  JKKT (takme kak ACK, HIIBII) y mnanueHrtos,
NPUHUMAIOIINX KJIOMUAOIPEN, CIEAYET IPUMEHATH C OCTOPOKHOCTHIO.

[TareHTh! TOKHBI OBITh MPEAYIPEXKICHBI O TOM, UTO IPHU MpHEMe KIonuaorpena (0 JHOrO WK
B komOuHarmu ¢ ACK) 1 0CTAHOBKH KPOBOTEUEHHUSI MOKET TTOTPeOOBaTHCS OOJIBIIIE BPEMEHH,
aTaKke O TOM, YTO B cCllyyae BO3HUKHOBEHHS Yy HUX HEOOBIYHOro (TIO JIOKaTW3allud WIN
IPOIOJDKUTEIHLHOCTH) KPOBOTEUEHHS UM CIIEAYET COOOIUTH 00 3TOM CBOEMY JieuallieMy Bpauy.
Ilepen nrobGoit mpencrosmiel omepanyel W Mepel HayajaoM IpHeMa JiloOOro HOBOTO
JIEKapCTBEHHOI'0 Tpernapara MalMeHThl JOJDKHBI coOoOlaTh Bpady (BKIKOYash CTOMATOJIOra) O
npueMe KIOMHUI0Tpena.

[TarienTaM ¢ OCTPHIM KOPOHAPHBIM CHHAPOMOM 0Oe3 moabema cermenta ST B Bo3pacrte crapiie
75 1eT He PEKOMEHJyeTCs Ha3HayaTh Harpy3o4Hble 103bl Kionuporpena 600 mr wus-3a
MOBBILICHUS PUCKA Pa3BUTHUSI KPOBOTEUEHHUS Y 3TOM TPYIIIIBI MALlUEHTOB.

W3-3a orpaHWYeHHOCTH KIMHUYECKUX JaHHBIX Yy IMalMEHTOB B BO3pacTe 75 JeT u crapiie ¢
UH(apKTOM MHOKap/a ¢ moabemMoMm cermenta ST, kotopeiM 0610 BeIoHeHO YKB, a Taxke nsz-
3a NOBBILIEHHOI'O PUCKA Pa3BUTHUS KPOBOTEUEHUI IPUMEHEHHNE HATPY30YHOM 1036l KIIONUA0IpEna
600 Mr cneayer paccMaTpuBaTh TOJIBKO IOCIE WHAWBUAYAJIbHOM OLIEHKH PUCKA Pa3BUTHUSA
KPOBOTEUEHHMS Y MAllUEHTA.

Tpombomuueckaa mpomboyumonenuueckas nypnypa (TTII)

OueHb peako IMocjae MNpPUMEHEHHUs Kionujaorpena (MHOTIA JaXKe HENpPOAOHKUTEIBHOTO)
oTMevanuch ciaydan pa3Butus TTII, koTopas xapakTepusyeTcss TpPOMOOIMTONEHUEH U
MUKPOAHTUOMATUYECKON reMOIMTHYECKOW aHEMUEH, COPOBOKIAIOIIMMHUCS HEBPOJIOTHYECKUMU
paccrpoiictBamu, HapymeHueM (QyHKIUU modek u juxopanakoit. TTII sBrusercs moTeHIHATBEHO
YTPOKAIONIUM )KU3HU COCTOSTHHEM, TPEOYIOIIMM HEMEIJICHHOT O JICUSHHU I, BKIIIoUas ra3madepes.
Ilpuobpemennas cemounus

Co001manock 0 ciaydasx pa3BUTHS IPHOOPETECHHOM reModUIny IpH npueMe kionuaorpena. [pu
HNOJATBEPXKJIEHHOM H30iMpoBaHHOM yBenuueHun AUTB, compoBoxparomeMcs WM He

CONIPOBOKAAOMICMCS Pa3BUTUEM KPOBOTCUHCHUSA, CIICAYCT PAaCCMOTPEThL BOIIPOC O BO3MOKHOCTHU

33



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 10.07.2025 N2 1 'I""

pa3BUTHSA TPUOOPETCHHONW TreMOQUIIUH. l—[aI_[I/IeHTBﬂ _é'j%gati%ep@t[ nvr ﬁnél:ﬁiomM

NpUOOPETEHHOW TeMODWINHA MOJDKHBI HAOMIOMAThCSI U JICUUTHCS CICHUATHCTAMU TI0 3TOMY
3a00JIEBaHUIO U IPEKPATUTH IPUEM KIIOTIHIOTPEA.
HeoasHno nepenecennulii uwemuyeckutl UHCyibm

Hauano mepanuu

* V¥V nanueHTtoB ¢ octpbiM MasibiM MW nin ¢ TUA cpenHero uiam BBICOKOTO pUCKa JABOMHAS
antuarperanTHas Tepamus (xinormunorpen 1 ACK) mommkHa HadaTbesl HE TO3/IHEE 4YeM
yepe3 24 yaca mocsie NosIBJICHUS CHMITTOMOB COOBITHS.

e JlaHHBIE O COOTHOUIEHHWH MOJIb3bl M PHUCKA KPATKOCPOYHOM JBOMHON aHTHArperaHTHOU
Tepanuu y nanueHToB ¢ ocTpbiM MaiibiM MU unm ¢ TUA cpegnero uiam BEICOKOTO pUCKa
C BHYTPHUEPETHBIM KPOBOU3IUSHNEM (HETpaBMaTHUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

* MoHoTepanusi KJIONuaorpesioM y nanueHtoB ¢ MM, He sSBAAONMMCS MajbiM, JOJXKHA
HavyaThCs yepe3 7 JHEH Tociie Hayaia COOBITHS.

Hayuenmol ¢ UU, ne asnarowmumces maroim (NIHSS > 4)

BBI/II[y OTCYTCTBHA JAaHHBIX HC pCKOMCHAYCTCA Ha3HAYATh IlBOﬁHyIO AHTHAIrpCraHTHYIO TCPAInIO.

Hayuenmui, nedasno nepenecuue marviii MU unu TUA cpednezo unu 8b1COK020 pucka, KOmMopbim

NOKA3dHO Uilu KOmopbvbim 3aniadHupo6aro emeuamelbCmeo

JlaHHbBIE B MOAIEPKKY MPUMEHEHUST IBOMHOM aHTHArPEraHTHOM Tepanuy y NalMeHTOB, KOTOPhIM
NOKa3aHa KapoTHIHAs HHIAPTEPIKTOMHS WJIM BHYTPUCOCYIUCTas TPOMOADKTOMUS, WIH Y
ManucHTOB, KOTOPBIM 3allJITAHUPOBAHLL TpOM6OJII/IBI/IC HUJIM aHTHUKOAryJIIHTHas TCparus,
OTCYTCTBYIOT. B yka3aHHBIX CHUTyalMsX HE pEKOMEHAYyeTCs  Ha3HayaThb  JBOMHYIO

aQHTHArperaHTHYIO TEParHuIo.

Dyuxkyuonanvras akmusHocmo uzoghepmenma CYP2C19

VY manueHToB ¢ HU3KOM akTUBHOCTHIO M30epmenta CYP2C19 npu npuMeHeHNH KIONHI0Tpesa
B PEKOMEHIyEeMBIX J103aX 00pa3yeTcss MEHbIlIe aKTUBHOT'O METa0OIMTa KIOMHUIOTpea u criadee
BBIP@XEHO €r0 aHTHAarperaHTHoOE JeCTBHE, B CBA3M C YeM MPU IpreMe 0ObIYHO PEKOMEHAYEMBbIX
7103 KJIOMUJOTpeNa Mpu OCTpoM KopoHapHoM cuHapome uin YKB Bo3mokHa Oosee BBICOKast
4acTOTa pPa3BUTHUSl CEPAECYHO-COCYAUCTBIX OCJIOKHEHUH, 4YeM Y IMalMEHTOB C HOPMaJbHOU
akTuBHOCTHIO M30(pepmenta CYP2C19.

Oxwunaercs, 4To MPUMEHEHHE JIEKAPCTBEHHBIX CPEICTB, KOTOpPble WHAYLIUPYIOT aKTHBHOCTH
n3opepmerra CYP2C19, moxer mUpPUBOAWTH K YBEIMYCHHIO KOHIIEHTPAIMH aKTHBHOTO
MeTa0OJIMTa KIONUIOTpeia U TOBIATh PUCK BO3HUKHOBEHUS KPOBOTEUECHHUs. B KauecTBe Mephl
IPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPHUMEHATh OJHOBPEMEHHO MOIIHBIE WHIYKTOPBI
nzodepmenta CYP2C19 u xnonumorper.

Nmerotcs tecthl s onpenenenus reHoruna CYP2C19, koTopbie MOTYT OBITh MCIIOJIb30BaHBI
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IpUMEHEHUH O0Jiee BBICOKHX /103 KIOMUA0TpeNia Y MalueHTOB ¢ Hu3Koi akTuBHOCThI0 CYP2C19
(cMm. pazmen 5.2. monpaznen «DapmakoreHeTukay, pasaen 4.2.).

Ilepexpecmuvie annepeudeckue u/uiu 2eMamonocuyecKue peakyuu Mexcoy mueHonupuouHamu

VY manueHToB cienyeTr coOuparh aHaMHE3 Ha MpeAMET UMEBIIUXCS paHee alIepru4ecKuX W/uiu
reMaToJIOTMYeCKUX PEeaKIuil Ha IPYrue TUCHOMHPUIANHBI (TaKue KaK TUKJIIOMUIUH, MPacyrpen),
TaKk KaK COOOMIAIOCh O HAJWUYUU TEPEeKPECTHBIX aJUICPTHUECKUX W/HIU TeMaTOJOTHYECKUX
peakmui Mexay TueHonupuauHamMu (cm. pazmen 4.8.). TueHomupuIWHBI MOTYT BBI3BIBATH
YMEpEeHHblE M  TsDKETble  ajulepruyeckue  peakiuuu  (Takue Kak  KOXKHasg  ChlIllb,
AHTMOHEBPOTUYECKUI OTEK) MM TeMAaTOJIOTHYECKHE peakiuu (Takue Kak TPOMOOIMTONECHHS U
Heitporienus). IlammeHTsl, y KOTOpPBIX paHee HAOMIOJANMCh AJUIEPTUYECKHe  W/WIIH
reMaTOoJIOTMYECKUE PEaKIMU HAa OJWH U3 NPENapaTtoB IPyHIbl THEHONMUPHUIUHOB, MOTYT UMETh
MOBBIIMICHHBIA PHUCK pa3BUTHUS TMOAOOHBIX pEaKIUMd HaA JPyrod mpermapar TPYIIbI
TUEHOMMPUANHOB. PEeKOMEHIyeTcs MOHUTOPUHT TIEPEKPECTHBIX aJUIEPTUYECKUX  W/WIH
reéMaTOJOTUYECKUX PEAKIUM.

Iloueunas neoocmamounocmo

OnpIT NpUMEHEHUs KIOMMUIOIpENa y NAUUMEHTOB C TSHKENIOM IMOYEYHOW HEIOCTATOYHOCTBIO
orpanuueH. [loaToMy cieayeT ¢ OCTOPOKHOCTbEO IPHUMEHATH KIOMMIOTPEN y ITOW IpyHIbI
MalMECHTOB.

Ileuenounasa HedocmamoyurHocmo

HNMeercs OrpaHMYEHHBIA ONBIT TNPUMEHEHMs KJIOMMAOIpEaa y TMALMEHTOB C TSHKEIBIMU
3a00JIeBaHUAMU  TI€YEHH, KOTOpPBIE MOTYT OBITh  IPEAPACIONOKEHBl K  Pa3BUTHIO
remopparudeckoro auaresa. Iloatomy cienyer ¢ OCTOPOKHOCTBIO NMPUMEHSTH KIOMUIOIPEN y
JTAHHOM TPYyMIIbI MAlIUEHTOB.

BcnoMorarenbHEIC BEIECTBA

[penapar Inarpun®

COJIEP’KUT JIAKTO3bl MOHOTrHJpat. IlanMenTtaM ¢ peako BCTpEYarOLIUMUCS
HACNIC/ICTBEHHBIMI  3a00JICBaHUSAMHU,  TAaKMMHM  KaK  HENEPEHOCUMOCTh  T'aJaKTO3bl,
HENEePEHOCUMOCTb JIAKTO3bI BCIEACTBUE Ne(PUINTA JIAKTA3bl IM CUHIPOM IIIFOKO30-TaJaKTO3HOU
MasibabcopOLMK, HE ciaeyeT IPUHUMATh JaHHBIN JIEKapCTBEHHBIN Ipenapar.

[penapar Ilnarpun® comepKMT KacTOPOBOE MACIO T'MAPOTeHH3HPOBAHHOE, KOTOPOE MOXKET

BBI3BATh PACCTPONCTBO JKEIyKa U AUAPEIO.

Bunsinne Ha cIOCOOHOCTH YIIPABJISITH TPAHCIIOPTHBIMHU CPEeACTBAMM, MeXaHU3MaMU
[penapart [Tnarpun® He OKa3bIBAET CYNIECTBEHHOTO BAUSHUS HAa COCOOHOCTH, HEOOXOIUMBIE IS
yIpaBlIeHUs] aBTOMOOWJIEM WM 3aHATHUS JAPYTUMHU TOTEHIIMAILHO OMACHBIMU BHJIAMHU

JACATCIIbHOCTH.
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(MOCNEODBATENBEHOCTE 0004)

YcaoBusi XxpaHeHust

[Ipu remnepartype He Bbie 25 °C.

XpaHUTh B HEJOCTYITHOM JUIs IETEU MECTe.

Cpok rogHoctu
2 roxa.

He npuMeHATH 10 UCTEYEHUU CPOKA TOAHOCTH.

YcaoBus ornycka

OTmycKaroT Mo penenTy.

JepskaTe/ib peruHCTPALlHOHHOIO Y0CTOBEPEHUS

Poccniickas @enepanvs

000 «/p. Pegnu’c JlaGopatopuc»

115035, Poccuiickas @eneparus, . MockBa, OBUMHHHUKOBCKas Hao., 1. 20, cTp. 1
Tenedon: +7 (495) 783-29-01

OnekrpoHHas moura: mail@drreddys.com

IIpousBoauren
000 «MAKHN3-OAPMA», Poccuiickas @enepanust
109029, r. MockBa, ABTOMOOWIBHBIN MPOE3, 1. 6, cTp. 4

3a mr000ii mHGopmManmeil 0 mpenapare, a TakKe B CIy4asiX BOSHHMKHOBCHMsS IpeTeH3HH
ciaeayeT o0pamiaTbcsi K MECTHOMY THPeICTABUTENI0 JAepKaTelisi PerucTpPanMOHHOIO
YAOCTOBEPEHHA:

Poccuiickag enepanus

000 «/p. Pegnu’c JlaGopaTopuc»
115035, Poccuiickas @enepanus, . MockBa, OBUunHHUKOBCKas HaO., 1. 20, cTp. 1
Tenedon: +7 (495) 783-29-01

OnektponHas noyura: adverse@drreddys.com
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