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THCTPvKUIg
AJrfl MeA[qHoro 3acrocyBaxHfl .nircapcrrcoro raco6y

ATPOfPEJI
(ATROGREL)

Cxnad:
dirova peuo*uHa : uoniAorpelr;
I ra6rerra uicrurr: r-noui.qorpeJrb y er,rrrs,{i xnoni4orpemo 6icy-rrr0ary (y repepaxynKy Ha 100 %
xronigorpenr) - 75 rrar;

donouiltcui peuoeuuu; narpiro KpocxapMeJro3a, rleJrolosa uirpoxpucraniuua, JIaKTo3I,I tvtouorigpar,
onir puqruona rigporeui:onaua;
ruiexoea odonouxa: rigpoxcuuponinuerunuenrcno3a, JraKTo3rI tr.touori4par, TLITaHy Aiorcra,u (E 171),

rpr.rarlerr.rH, xapuiu (E 120).

Jlirapcrra Qopnra. Ta6rerru, axpnri naisrosorc o6olosroro.
Ocuosui fiisuxo-xiut,aui elacmueocmi: ra6rerrr rcpyrroi Qoprrau 3 ABoorryKnolo floBepxuero, nxputi
nrisKosorc o6o.nouxoro poxeBoro Konbopy.

HO 3 MATC

thHoro

@apuarorepareBTuqHa rpyra. AHrurpovt6oru.rHi saco6u. Koa ATX B0lA C04.
(D apn axonoz iq n i en ac m u e o cml
@apaarcoduuauixa.
Mexasi:rra aii. KnonigorpeJrb - qe nporirpr. OAprH ig r\,rera6oririn x-rroniaorpenrc e iuri6iropou
arperauii rpou6oqurin. Als yrBopeHHff aKTr.rBuoro r,aera6ority, nxuit upurni.rye arperaqiro
rpou6oqurie, KnouiAorpenb rroBHHeH 6iorpaucSopMyBarncg nia aierc $epuenrin ql{roxpoMy

CYP 450. AxrusHr.rfi uera6olir xlouigorpearo ceJreKTraBHo npnmrivye 3n'r3ynauu.r
aAeHo3r{HAuSocQary (AAO) s fioro P2Y12-perlenropaMll Ha rloBepxHi rporra6oullry ra rloAanr,lxy
a!<D-iuaVKoBaHy arcrusarrirc KoMrJreKcy mixonporeiHy IIb/llIa i, TaKLIM tII{HoM, nprrrui.rye
arperaqiro rpovr6ounris. Ocrimru :n'xaynanH.,r e Heo6oporuurra, tpou6o[LITLI, Iuo BcryrIHnH y
s:aeNroAiro : xnoni4orpeJreM, 3urJrr.rlrarorscc :N,riueur{Mr.r BnpoAoBx ycboro uepio4y ixsroro xHTT.f,

(rxuir craHoBrrrb npu6nusno 7-10 gnin), a siAHosreHHq HopMailbHoro rlyrruioHyBaHH,
rpou6oqurir ni46ynaerrcs si rusuAxicrrc, rKa si,(uoeiAae runuArocri oHoBJIeHH, rportl6ouzrin.
Taxox upurnivyerbcs alperarria rpou6oqurin, cflpnrrr,rHeHa isururran aronicrauu, xpiu A[@, :a
paxynoK Toro, ulo rpe[apar 6norye axrusallirc rpou6ouurin nrsimHenuu A!O.
Ocrimu arrusHrafi uera6orir yrBopro€rbcs ui.u .uiero $epnreHris unroxpoMy CYP 450, Aesxi s

.sKHx € nonirtaop$nuv^u a6o npr.rnri.ryrotrcs iHruuuu rixapcbKuMr.r 3aco6aurz, ne s ycix uauieHtis
Br.rH rdKa€ AocrarH€ upurui venH, arperau ii rporra6ourari n.

<Dapuaxoaunarraiqsi eOexrra. 3 nepruoro AH.s 3acrocyBaHH, y [oBTopHr.rx 4o6onux Ao3ix 75 rrar

rperapary Br,rrBrs€rbcr cyrreBe ynonimueuHr A.{@-iHAyronauoi arperaqii rpou6ouurin. I{r air
rporpecr,rBHo flocuJrroerbcfl i cra6irisyerbcs r"riN 3 i 7 llnslau. flpu pinnoBaxHoMy craui cepeanifi
pineur upuruiueunr arperauii uia .qierc lo6oeoi g.ozu 75 Mr craHoBLtrs siA 40 ao 60 %. Arperauir
rpou6ouurin i rpr,rna-rricrr xponorevi noneprarorbc.s ,{o nor{arKoBoro piaur y cepeAHboMy qepe3

5 auin uicls upunI,IHeHHr rixynanna.
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Kriui.rHa edertunHicrr ra 6eguera. Eesuexy ra eQexruenicrr xnonigorpemo oqiuronarn y xo.ui

7 nolsiftunx crinnx AocriAxeub, y ,Kr.rx B3fr,Jtvt f{acrb [oHa.{ 100000 narlieHris: AocriANesss
CAPRIE - uopianmrHc rroniAorpenrc 3 arrernnca,'riqurosorc Kr{cJrororo (ACK), i AocriAxenH.s
CURE, CLARITY, COMMIT, CHANCE, POINT ra ACTIVE-A, uro nopinuronaru r.nouisorpers i

uraqe6o, o6uAna s xoN{6iHarlii s ACK ra inruorc craHAaprHorc repanierc.
IHdapxr rr{ioxapla (IM). iucynrr. ruo crarucs neruo,uaeHo. a6o scraHosreHe saxnop}osaHHs
nepprOepn.{uux aprepifi. Y Aocri.{NeHus CAPRIE 6yno BKJIroueHo 19185 xBopLIx Ha

areporpoM6os, npornoM sroro 6yr uerqo4asHifi iH$aprr rvriorapAa (< 35 auis rouy), HeIqoAasHifi

iruernriqnprfi iucylrr (nia 7 anin Ao 6 rraicsqie rorray) a6o BcraHoBJreHe 3axBopIoBaHHq

ueprnQepu.rHr.rx aprepifi (3IIA). flauieurn 6ynn pau4or,,risosaHi Arlfl orprMaHH.fl KJlolli.4orpemo no

75 r.arlgo6y a6o ACK 325 urlto6y, nicrx qoro BoHH uepe6yeaara uil crocrepexeHHrM sia I ao
3 porin. Y ni4rpyui iurfaprry rraiorap,ua 6imruicrr naqieurin orpnMyBanu ACK y neprui xi.nrxa

,qHin nicr.s po3Br{rxy iuSapxry rraiorapla.
Knoniaorpelr uopinnrHo 3 ACK aocronipuo 3HHxyBaB qacrory po3BlrrKy HoBLIx imeNaiquux noAifi
(rornr6iuonana xisqena rorrKa, ,Ka cxJraAanracs, : iu$aprry rr,rioxapa4 iureMi.{Horo iucynrry i
cy,quuuoi crraepri). flpn nponeAeHHi anani:y siAuosi.uHo Ao rrpl,I3uaqeHoro Ha roqarKy AocniAxeusr
rixynauur cnocrepiralocs 939 uoaifi y rpyri xnoui4orpemo i 1020 noaift - y rpyni ACK (niaHocHe

3Hr.rxeHH.,r prr3rdKy (B3P) - 8,7 Yo,I95 % [l: 0,2-16,4]; p : 0,045). To6ro sa xoxui 1000 nauieuris,
xri nixyna-irucs 2 poKr{, AoAarKoBo ao 10 [!I: 0 - 20] uauienrin yguraru po3BI{rKy Hosoi imerraiqsoi

noaii. Ananis garalruoi reramnocri sK rropaHuoi rciHqenoi rorIKLI He BlarBlaB 3HaqHLIx
giArv{iHHocreft rraix repanierc uouigorpeneu (5,8 %) i ACK (6 %).
Auanis nurpyr sa si.qnosilHr.rMrr 3axBoproBaHH.,rMr{ (inQapxr uioxap.ua, iurernriqHufi incynrr i 3nA)
rroKa3aB, rqo nafi6imrunfi eQexr (qo locsraB crarr.rcruquoi 4ocronipuocti uprE p = 0,003)
cnocrepirancr y naqienris ir 3IIA (oco6nr.rBo y rrx, xro nepeuic in$aprr uriorapaa) (B3P : 23,7 o/o:

[l: 8,9-36,2), lrenurnfi et|exr (rqo locronipuo ne nigpi:nascs siA eQerry ACK) ualn nauieHrll 3

iHcyrrrou (B3P = 7,3 Yo; [I: -5,7-78,7 lp:0,258]). y naqienris, BKrIIor{eHLIx y Aocni.uxeHHfl Ha

niAcrasi rilrrn HerrIoAaBHo rrepeHeceHoro iuQapxry uiorapAa, BIIJIITB xloniAorpe.nrc 3a

qEceJIbHI,IMH noKa3HI,rKaMu 6y" MeHrrrr.rM, iIJIe rlpu rlboMy eiu crarI,IcrI,ItIHo ,qocroeipuo He

ni4pisurncs niA snrr.rny ACK (B3P : -4 o/o; !.l -22,5-11,7 lp:0,639]). Kpiu roro, aHilrlir ri,qrpyn
xBopr,rx pisuoro aixy cnigvr.rrb, ulo cupr,rflrJrr.rBnfi erfexr rnonigorpenrc y naqienris siroNa ni.q

75 porin 6yn uuxvnu, Hix y naqieuris <75 poxin.
Ocrirrxu uoryxuicrr AocliAxenns CAPRIE we lymAocrarHboro, u1o6 oqiuuru e(pemuuricrb An,
oKpeMHx ni4rpyu, 3aJrr{uaerbc, He3po3yuilruu, qu lificso icuytorr niArrainsocti y nignocuorr,ry
gsuxeuui pu3r.rry An-s xBopux is pisnnrrar,r 3axBoproBaHHrMlr, .ru pisuuux 6yra nuuagKoBolo.

focmuft xoponapuuft cunapou. Y locri.qxenng CURE 6yro rrrrcqeuo 12 562 ualrieHrll3 rocrpnM
KopoHapHHM cHHApoMoM 6es ni4fiorvry cerMeHra ST (Hecra6inrHa creHoKaptix a6o iH$apxr
uiorapaa 6es naroaori.rHoro sy6qg Q), n rxrax sa ocraHui 24 roryusu cuoctepiraBcfl HaraA 6oruo s
rpyArx a6o crEruurouu iruerraii. Y uarlieHrin 6ynu slriuu ua EKf, rqo csiA.ratb rlpo uony iruervriro, a6o

niAsuqeHu, axruBHocri cepuennx Sepr*reurin a6o rpouoniHy I qpr T r,aiHirrryru yagi.ri nopinnruo r
Brrqorc Mexero HopMr,r. Xnopi 6ytru paHAoMisosaHi AIts orpuMaHHs x.noniAorpelrc
(nanauraxyBairbHa Ao3a - 300 rr,r, uoriu - 75 nrr/.qo6y, n:6259) a6o u.uaqe6o (n:6303), o6u4na y
Korra6iHarlii s ACK (75-325 rrrr I pas ua ao6y) ra inruoro craHAaprHoro repanieto. Tpr.rnanicrs

rixynannr 6yna ao 1 poxy. Y .qocriaxenni CURE 823 (6,6 o/o) uauieuru orpHMyBzuILI raKox
cynyrHro repaniro aurarouicrou uixouporeiuonnx peqenropie GPIIb/IIIa. Eimru nix 90%
uarlienris orpuMyBnrrtn relapuuu. Tara cyflyrH, rcpanix crarr.rcrlrqHo AocrosipHo He BTJILIBIIJIa Ha

ni.qHocny qacrory BnHr,rKHeHH, KpoBorer{ npu dxynaHni xloniAorpeneM i nnaqe6o.
Kinrxicrr naqienris, sxi Aocsrru nepBr.rHHoi riHrlesoi ro.rxu [cepqeno-cytutna cMeprb (CCC),
in$apxr uioxapAa (IM) a6o iucymr], craHoBr.rrra 582 (9,3 %) y rpyni rnonilorpemo i 719 (11,4 o 

)

- y rpyni nraqe6o. BiAsocHe 3HlrxeHH, plr3r.rKy craHoBr.rno 20 % (95 % AI l0 %-28 %; p=0,00009)

Anq rpyru xroniAorpemo (17 %o - npl/, KoHcepBarHBHoMy rixynanHi, 29 % - ,KIUo naqieuran
[poBoAr,rnacb qepe3rrrxipna rpaHcJrroMisa-rrua xopoHapHa anriouacruKa 3 a6o 6es BcraHoBneHH,
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HoBIrx ceplleBo-cy.(HHHrrx ro,qifi (nepnuuua xiuqesa ro.rxa) nig6ynarocs s siAHocHr.rM 3Hr.rxeHHrM
pr{3r{Ky, lrKe cranoBstro 22 % (AI: 8,6-33,4),32 % ([l: 12,8-46,4), a % (!l: -26,9-26,7),6 yo (AI: -
33,5-34,3) i 14 % (.{I: -31,6-44,2) y nepio4a 0-1, l-3, 3-6,6-9 i 9-12 rr,riccqie AocriAxesug
siAnosi.&Io. To6ro qepe3 6inrru Hix 3 uicsui rixynaHnr cflpflrrnr.rBrafi eQercr, Iqo crocrepirancr y
rpy[i xloni4orpens + ACK, 6ilrure He 3pocraB, a pu3uK KpoBoBHnLInis sanumaacx (4un. posail
< Oco6m{socri sacrocynaunr>).
3acrocynauns xroniAorpeJrro niA qac AocriAxesnq CURE 3HrrxyBano norpe6y y sacrocynauui
rpour6oniru.ruoi repanii (B3P : 43,3 oh; [I:24,3-57,5 oh) ra iuri6iropia rrironporeiHosux
peuenropia GPIIb/IIIa (B3P : 18,2 Yo; !I: 6,5-28,3 o/o).

Kinrr<icrr naqienrie, sxi Aocsrru rou6iuosanoi nepnuuuoi rciuqenoi rorrKrr (CCC, IM, incynrr a6o
pe(ppaxrepna iruer'air), craHoBr{rra 1035 (16,5 %) y rpyri xroni,4orpemo i 1187 (18,8 %) y unaqe6o-
rpyui. BiAuocse 3Hr.rxeHH.,r prr3r{Ky cKrraJro 14 % (95 % [l: 6-21 yo, p:0,0005) y rpyni
rnoni.qorpemo. Taxufi e$exr 6yn s4e6inbruoro 3yr\[oBneHr4it cr.aracruqHo 3HaLryrqI,IM 3HI4xeHHqM
qacrorr.r Br.rHHKHeHHr.lM[287 (4,6%) y rpyni rnoui4orpenro i 363 (5,8%) y rpyd nnaqe6o].3uinn
rracroru [oBTopHr{x rocnirari:aqifi s upunoAy uecra6inrnoi creHoKapAii se cnocrepira-uocr.
Pe:ymraru, ogepxaui y rpyrrax naqieHris is pisnuir,ru xapaKTepr.rcr[KaMu (nanpurnag, uecra6imua
creHorapAis a6o IM 6e: narorori.rHoro ay6qr Q, pinenr pH3LrKy siA Hr.rssxoro Ao BncoKoro, ria6er,
ueo6xianicrb peBacKynrpnraqii, BiK, crarr), sliruucs. 3 pe3ynbraruuu uepBr.rHHoro auanisy.
3oxpeua, AoAarKoBHft ananis 2172 nauienrin (17 o/, si!, yciei rpynu naqienrin CURE), rxuu 6ylo
BcraHoBJreHo creHr (Stent-CURE), rroKuBaB, rrlo rrpu nixynanHi rrouigorpereu, uopinuruo a

uarle6o, cnocrepiraerbc, 3Haqyue B3P (26,2 %), uo csi.uquru Ha Kopr.rcrr xroniAorpenrc y
norepeAxeuui posnurKy rrepBr{HHoi rinqesoi roqru (CCC, IM, iHcynrt), a taxox suauyrue B3P
(23,9 %) gnr 4pyroi rola6iHosaHoi nepnruuoi xiHqesoi ro.rKu (CCC, IM, incynrr a6o pe$parrepua
iruer',rir). Binrme roro, npo$im 6esnexu uoniAorpenrc y qifi nigrpyni nallieHris He BLIKJILIKac

sisrrx oco6runux 3ayBaxeHb. Tarurrr qr{HoM, pe3ynbrarr,r AoAarKoBoro auarisy rpyrtl,t nauieHris
s6irarcrrcg 3 pe3ynbraraMrr Bcboro AocriAxeHns.
Cnprxuunufi et[erc xrouigorpemo 6yn npoAeMoHcrponanrafi He3iulexHo eia orpHMaHHs

HesiArraAuoro ra AoBrorpr{BaJroro riryaauna iuruzuu ceprleBo-cyAHHHLIMTI saco6aMu (raxuuu .rr
reuapuu/nu3bKoMoJreKylapnufi rerapuH, inri6iropu rrixouporeinonux peqentopin GPIIb/IIIa,
riniAosnnxyroui npenaparu,6era-6loraropr.r ra inri6iropu AIIO). E(fertr.rnnicrr r-noniAorpenlo He

3anexiua siA Aosr.r ACK (75-325 ur 1 pas na Ao6y).
V naqienrin ia rocrpur'r IM a uiAfiouoM cerMeHTa ST oqinrosann 6esnery ta eQerrrsnicrr
ruonigorpemo y ABox pau.uor'risoBaHux, nraqe6o-roHTponsoBaHllx, noAsifiHux clinux
AocriAxennsx CLARITY i COMMIT.
Y .qocni,qNenns CLARITY 6yuo nxnro.{eHo 3491 uaqieur, y ,Kr,rx rporrroM ocraunix 12 ro,qun
ni46yncr IM s uiafioMoM cerMenra ST i 6yra 3arrJrauoBaHa repanix rporra6onirflqHflMll saco6al\,Iu.

Ilaqiesru oAepxyBann xrouiAolpenb (300 lar HaBaHraxysamHoi Ao3u, noriu - to 75 ur/,uo6y,
n:I752) a6o nraqe6o (n:1739), olntBa - y rorra6isaqii s ACK (uananraxyBanbua aosa - 150-
325lar, nicng qoro - no 75-162 rrar/.qo6y), Qi6puuonirr.rrrHr.rM areHroM ra y pari seo6xiAuocti - s

renap[rHoM. floAamure cnocrepexeHH.rr ra naqieuraMr,r rpr.rBano 30 anis. flepnuuuoro rinqesorc
TorrKoro 6yra ox-mosi.f, nos'.f,3auoi s iu(farrour aprepii, Br.rsBJreHa na auriorparrai nepeA BI,IwIcKoK) 3

xrinixu, reramHnfi HacliAox a6o peur.rlun IM repeA npoBeAeHHflM KopoHapuoi anriorpa0ii. !m
uaqienrir, ,KlrM He flpoBoAr.rnacr anriorpaQir, nepanuHoro xinqesorc ToqKoro 6ya rerarlrHufi
sacriAox a6o peqvAzn in0aprry uioxap.ua ao 8 ao6n a6o.qo Br.rrrrcxr.r g xriniru. Y rpyui naqieHris
6yno 19,7 yo xinox, 29,2 oh narlieHris > 65 poxis. 3aranold 99,7 o narlienris orpr.rMyBirnu

Si6punonirnxu (r[i6pr.rHocrequr[iuHi - 68,7 o/o, $i6puuouecnequSi'{Hi - 31,1 o ), 89,5 o -
rerapuH, 78,7 oA - 6era-6noKaropu, 54,7 yo - iuri6iropu AIIO i 63 % - crarr.rHrr.
flepnunnoi rinqesoi TotrKLI Aocsurll 15 Yo nauieurin is rpyur.r, ulo orplrMyBana rnoui4orpem, i
21,7 yo ie rpynu, Iqo orpuMyBaJra [naqe6o. Tarnr"r qr{HoM, a6coruorse 3HHxeHH, cKJrirJro 6,7 Yo i r
repeBarorc 36 o/o sa Kopllcrb xnoui,qorpemo (95 % [l:24-47 %o; p < 0,001), B ocHoBHouy y :n'xsxy
gi sN,reH[reHH.sM BunaAxir po:nnrKy oKJr]o3ii aprepii, uos'.f,3aHoi a inSapxrou. Taxa repeBara
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cnocrepiranacr y Bcix rouepeAHbo Br.r3Hatrenr{x niArpynax rarlieHTin, po:uo,qileurx sa siror*,r.
crarrlo, roxarigalliero inQapmy i rn4orra orpr,rMyBaHoi repanii Qi6puuonirlrKulMr.r a6o reuapuHaMr.r.

.(no$axtopsuir Auzaittr AocriAxenHq COMMIT errroqan 45852 naqieuru, y flKHx rporf,roM
ocraunix 24 rolua cnocrepirarocs Br{Hr{KHeHHs cuNanrolais, rxi .qosnoJrflrorb :auigospuru IM, uro
nigrnep4Ny€rbcc siAxlaneHH.srrru si.( HopMr.r noragsaxin EKf (naupururaA, nilftor'a uu geupecir
cerMeHry ST a6o 6noraAa risoi nixrcu nfrKa fica). Ilaqienrn orpLtMyBanr uoni4orpem
(75 ur/ao6y, n:22 961) a6o nraIle6o (n:22 891) y Kovr6inarrii g ACK (162 urlrc6y) nporrrou
28 auin a6o ao Br4nr4cxr.r s nirapui. KoNa6iuoeaHr.rMr.r repBr{HHr,rMH riHrlesuN,tl,t ToqKaMH 6ys
reramuufi uacriAor s 6y4r-rxoi npuvrEuu i nepruufi peqlrAr,rB iH$apxry rrriorcapAa, iHcynrr a6o
retarrnufi uacnigox. Y rpyni naqienrin 6yrc 27,8 0Z xiuox, 58,4 yo uaqieurin > 60 poxin (26 %
> 70 porin) i 54,5 o/o nauientin, rxi orpllMyBanu $i6pnnorirurn.
Knoni.qorpeJrb crarr.rcrr.rqHo 4ocronipuo 3Hr{xyBaB niAuocsufi pr.r3uK po3Br.rrxy neraJrbHoro nacnigxy
s 6yAs-rxoi npu.rrun sa 7 oh (p = 0,029) i nianocuufi pusur xorra6inauii peuuAr.rBy iuQapxry,
incynsry a6o ueramnoro nacniAKy Ha 9 % (p: 0,002), qo niAnoniAae a6conrorHoMy 3HuxeHHlo Ha

0,5 o i 0,9 yo ni.qnosi.qHo . Taxuit eQexr cnocrepirancx y naqienrin pisuoro nixy i crari He3,IJrexHo

nig npufiorr,ry Si6pnno.niruris i cnocrepiraBc, rporflroM neprrrux 24 ro4utt.
.Ileecxa.nauiq upu sacrocynaHHi iHri6iropin P2Yu-peueuropin nou rocrpor,ry ropoHapHol\,Iy
crlHaoonai (fKC). flepene4eHH, 3 6inrur rroryxHoro iuri6iropa P2Yrz-pe[enropin ua uoniAorperlb
y xorr,r6iHaqii e acnipuuorr,r nicrq rocrpoi Qasu y naqienrin s fKC oqiHrcsanoc.s y ABox
paugoui:onaHr{x ,(ocJri4xeunxx, cnoHcopoBaHr.rx AocniAnnxauu (ISS), - Aocri.{xeHHsx TOPIC i
TROPICAL-ACS - 3.qaHrrMr.r uloAo rniHi.rHux pesymarin.
Kniniqna Kopr.rcrb, ulo sa6e:neqy€Tbcfl npr.r 3acrocynauui 6inrru noryxHr.rx iuri6iropin P2Y n-
peqenropin, TuKarpeJropy i flpacyrpenro, B orropnux .(ocriAxeHHrx, o6yuoueua crarr.rcrl,IsHo
3Haqyulr{M 3Hr,rxeHHrM qacrorr.r noBTopHrx irueuiqHzx floAifi (nxrrcvarouu rocrpnfi i ni4rocrpufi
rpou6oa creHra, in$aprr rraiorapAa ra eKcrpeHy peBacKynxpr.raauiro). Xoqa gani npo Kopr.rcrb

crocoBHo iruelaiqHr.rx noaifi uocriAosuo nigrnep.uxyB,rnr4c, nporqroM repruoro poKy, 3HuxeHH,
qacrorr.r roBTopHHx irueuiqnux noaifi nicrs IKC 6yno 6inruuu nporrroM nepilux AHis nicrq
[oqarKy rixynauur. Ha siAMiHy nia rrboro, post hoc aHarisfi flpo.ueMoHcrpyBanu crarr{crurrHo
3Harryue s6imrueHHfl pn3r,rKy KpoBorerr npu 3acrocynanui 6inrru rroryxHrrx iuri6iropin P2Y n-
peqenropin, uo BI,IHLIKaIoTr [epeBaxHo niA .rac nigrpuuyrovoi $aru, nic.u-s rreptuoro N,ticsuq nic[s
fKC. locriAxeHns TOPIC i TROPICAL-ACS 6ytm crutanonani Aru Br.rBqeHH, Moxrttsocti
3MenlreHH.rr qacrorr.r reuopariuulrx uo.qifi upu s6epexenui etferrusuocri xroni4orperrc.
,\ocnidcrceunn TOPIC (<Tepuin iruzi6yeauun mpoudoqumie nicnn zocmpo?o KopoHapHozo

cundpouy>).I-le pan4ouisonaue ni,qrpure AocriAxenng BxJrroqaJro nauieHris s fKC, sxi
norpe6ynaru upoBeAeHHfl uepesruxipHoro KopoHapHoro BTpfraHHs (qKB). Ilaqiesru, sxi
3acrocoByBarn acnipxn ra 6inrm noryxnufi 6noxarop P2Yrz-peqeuropin i y mux ne niAuiqarocs
He6axauux ,Br{rq qepe3 o.{uH raicsur,6ynu a6o nepeneleui ua 3acrocyBaHHs xoN,r6iHaqii acnipuny i
uouiAorpemo y Sixconauux ro3ax (leecra-naqifina noAsifiHa anrnrpou6oqr{rapHa repanir
(DAPT)), a6o npogonxyBanr rirynanHr 3a norepeAHborc cxeMoro (Hesnriuua DAPT).
3ararou 6yno upoauaaisoraHo rcr,i 645 s 646 naqieuris si STEMI (iuQapxr rraioxap,ua s erenarrierc
cerMeHra ST) a6o NSTEMI (iHQapxr uioxapAa 6es eresarlii cerueHra ST), a6o necta6inrnoro
creHoKapAierc (aeecranauifisa DAPT (n : 322), uesuinua DAPT (n = 323)). Bisur noAurrrbrrroro
crocrepexeHHfl r{epe3 I pix nponer,n y 316 narlieHrin (98,1 oh) z rpyrm AeecKaJrarlifinoi DAPT i y
318 nallieHrin (98,5 %o) z rpynu neguinnoi DAPT. Meaiana no,{zurbrxoro cnocrepexeHHr Ar.g o6ox
rpyn crauosura359 anin. XapaKrepr{crrrxu Aocri,qxysauoi xoropru 6ytru no.ui6suun n 2 rpyuax.
flepnuHHa xiHuesa roqKa, r^xa 6yxa xorvr6iuaqiero raKr.rx no.qifi, qK cMeprb i: cepueno-cyAuHHr..rx
[puql{H, iucyrur, eKcrpeHa peBacKyJrspnsauix i rerraopariqni uoaii > 2 cryteH, sa xpnrepixrrru
BARC (AxaaerraiqHoro Aocni4nuqrroro KoHcopqiyry s Br.rBrreHH, KpoBorer{ [Bleeding Academic
Research Consortium]) vepes I pix uicng fKC, 6yra 4ocrrHyra y 43 naqientin (13,4 %) y rpyni
Aeecraraqiftnoi DAPT i y 85 uarrieudn (26,3%) y rpyri nesN{iHHoi DAPT (p < 0,01). I-[x
crarncrlltlHo 3Harryrqa pisHnqr 6yna n ocHoBHoMy o6yuouena MeHrrroro xilrxicrro reuoparivnux
uo.qifi; fipu IrboMy He uosiAoMJltJlocfl npo pisuuqro 3a riHqennun roqKaMH iureuiqnux noaifi
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(p:0,36), ro.ui.sx reuopariuHi noaii > 2 uyneu, 3a Kpurepirruu BARC si.{6ysarr.rcr pigure n rpyui
Aeecrararlifinoi DAPT (4,0%) y nopinH.auHi z 14,9%o n rpyni nesN{iHuoi DAPT (p < 0,01).
fer',roparivHi noAii, susHa.reHi sx nci nolii ga xpnrepixuu BARC, cnocrepiralficfl y 30 uaqienrie
(9,3 %) y rpyri AeecKarlarriftnoi DAPT i y 76 naqieuds (23,5 %) y rpyni nesrvriHHoi DAPT
(p < 0,01).

focnidcrceuun TROPICAL-ACS (<Tecmyoauun eidnoaidi Ha iuzi6yeauun mpoudoqumie npu
mpuscuoi4y aHmumpoM6o4umapuouy nixyoauui zocmpux KopoHapHux cuudpouie>).Ife
paH.qouisonaue nigxpure Aocri.qxeHHs BKrrorrr.uro 2610 uauienris s fKC 3 rro3r,rruBHraM

pe3ynbrarona auarisy na 6iorraapKepvt, y ,Kr,rx 6yno ycnirrrHo rrpoBeAeHo [IKB. flauienrra 6ynn
pau4or,aironasi n rpyru Anq orpuManns a6o rpacyrpenro s Aoei 5 a6o 10 rrar/Ao6y (Aui 0-14) (n :
1309), a6o upacyrperrro B aosi 5 a6o 10 rrari4o6y (ani 0-7), nicrq uoro ni.q6yBaracs Aeecxararriq Ao
xnoui4orpeffo s Aosi 75 urlso6y (aui 8-t+; (n = 1309) y xorra6iuarlii s ACK (< 100 r'r/ao6y). Ha

aenr 14 6yro uponeAeHo ouiuxy rfyuruii rpou6oqurin (PFT). flarliesru, sxi sacrocoByBanu rrr.rrre
npacyrpenb, rrpoAoBxyBilnu upr,rftou [pacyrpenrc [porflrorrr I 1,5 naic.sqc.

Y uaqieHrin, y f,Kr{x 6ym Br.rKoHaHa AeecKaJrarlix, 6yno upoBeAeHo oqinry BllcoKoi
peaKruBHocri TpoM6oqrarin (BPT). flxuto BPT cranoBlrna > 46 o4unr{rlb, rarlieHriB 3HoB

repeBoAr4Jrv Ha 3acrocyBaHHr upacyrpeJry y Ao3yBanHi 5 a6o l0 rrar/ao6y nporrroM
ll,5rraicsqr; rKrrlo BPT cranoBt4rra <46 o4uHr{rlb, rarlieHru rpoAoBxyBirrrr rpufioM
KJro[i.qorpeirro B Ao3i 75 rrar/ao6y ilporrroM 11,5 rraicsqr. TarrEu rrr,rHoM, B rpyfii
r(epoBaHoi ecxanaqii 6ynu rarlieHrr4, ,Kr{M 3acrocoByBilru a6o npacyrpeJrb (40 Yo), a6o
xnoni4orpem (60 %). Yciru rarlieHraM rpoAoBxyBarwt 3acrocyBaHrrfl acripl{Hy i
rpoBoAr{nocfl [oAurJrbrue c[ocTepexeHH, [poTqroM oAHoro poKy.
Ilepnunua riHrlesa rorrKa (rou6inonaHa xiHqesa roqKa qacrorr.r crraepri nig cepqeno-cyAuHHHx
rpurrrdH, IM, incynrry i rponore.ri > 2 cryneur sa rpurepigr"rra BARC vepes 12 naicsqis) 6y.rra

AocrrHyra, rrlo AeMoHcrpye npuHafiuHi ne uenruy eQexrnnuicrr rrouiaorpenro. Y 95 naqieHtie
(7%) n rpyni xeponanoi Aeecxarrarrii ra y 118 narrieHrin (9%) V KoHrponbHifi rpyni (p aff
uilrsepAxenHfl flpr.rHafiuni ue uenruoi e$errunuocri crauoeprru 0,0004) nigrrai.ranacfl oAHa s noaifi
rinqesoi ToqKr{. Keponaua AeecKtrJrarli.s se [pr,r3BeJra .qo s6immenHc xoN,r6iHosaHoro pr.r3uKy

irreuiquux no4ift (2,5yo y rpyui Aeecxurnarlii y uopinu.f,uui s 3,2yo B KoHTponrnifi rpyni; p E:-ls.

nigrnep.uxeHHs npr{Hafirrani He MeHrrroi e$errnnHocri crauonnrr 0,0115), a raxox 3a KJrrorroBoro

BToprrHHoro rinqenoro roqxoro - 
qacrororo reMopariqnrx noaifi > 2 cryueHc 3a rpnrepirrrrn

BARC (5% y rpyui AeecKanarrii y nopinncHHi s 6% y KoHrponbHift rpyui (p: 0,23)). CyxynHa
qacrora ncix reuopariquux noaifi (l-5 cryueHs,3a rpnrepirrvru BARC) craHoBurla 9 % (114 uoaift)
n rpyni reponauoi AeecKilnarlii y nopinuquui s ll % (137 uoaift) B KoHrporlbnifi rpyni (p : 0,14).
floasifiHa aHrr.rarperaHrHa repauiq npr rocrporuy N,ranoN,ry II a6o TIA is ceoeaHiru ra nucoxulvl
cry[eHeM pr{3r.rKy

flo.qnifiHa aHTr.rarperaHrna repanir xorra6iuaqierc r.nonigorpemo ra ACK Nrfr [oflepeAxeHHs
iHcymry uicrg rocrporo MzrJroro II a6o TIA i: cepeAuirta ra BHcoKr.rM cry[eHeM pr,r3r{Ky oqiuroearacs
y ABox pan.uor,,risoBaHr.rx AocriAxesHrx 3a croHcopcbxoi ni4r'puuxu AocriAHHKa (ISS) - CHANCE
ra POINT - 3a AaHlrMr{ pe3ynbraris uloAo rrlini.nroi 6esuexu ra eQexrunsocri.
CHANCE (3acmocyeauun rcaonidozpenn na4ieumau ?pynu BucoKozo pu3uKy 3 zocmpuivru
u e i u e aa idusynvu*tu qepe 6po nacKylflpHtuvtu no d iaau)
Y qrorrry paH,qor'li:oBaHoMy noAnifino criuouy 6ararouenTpoBoMy uaue6o-rouTponboBaHoMy
rrini.nrorray Aoc.uiAxenni 6pann fracrb 5170 uauieurin s Kuraro 3 rocrporo TIA (uoxarHuK 3a

rrrKaJroro ABCD2 > 4) a6o rocrpt4M MaJruM iucyrurou (uora.:unr 3a rrrKzuroro NIHSS < 3). flauieHrra
s o6ox rpyrax orplrMyBarru ACK y siaxpuroMy pexuMi r l-fi ,ueHr (y aogi nia 75 rc 300 rvrr na
po3cyA riryrovoro cneqianicra). llauieuru, goni.nrHr{M rrr{HoM ei.qHeceui Ao tpyru ruoni4orperrc-
ACK, orpr.rMyBaJrr.r xronigorpenb y HaBaHTaxysanrHifi aosi 300 rrrr y l-fi Aeus lixynaHHr, uoriM s

2-ro uo 90-fi aenr rirynanru - xnoni4orpenb y ao:i 75 Mr Ha Ao6y, a raKox ACK y aosi 75 Mr Ha

ao6y s 2-ro uo 2l-it ler.s Aocri.[xenus. flaqienru, goeimHr.rM trr.rHoM niAueceni Ao lpyru ACK,

[:
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orpr{MyBirnu nnarle6o-Bepcirc KJroniAorpeJrro 3 l-ro no 90-fi .qenr dxynauur ra ACK y aosi 75 rvrr na

ao6y s 2-ro 90-ir geHr drynaHHr.
OcHoeHr,rN,r [oKa3Hr,rKoM e$exrunuocti 6yna 6yl.t-flKa HoBa uoAic incynrry (iruerraivuoro ra
reuoparivuoro) uporrroM reptuax 90 aHie nicff rocrporo Miuroro II a6o TIA s Br.IcoKHM cryreHeM
pr.r3nKy. I{i no.qii ni46ynncr y 212 naqienrin (8,2%) n rpyni xronilorpenn-ACK nopinuxuo s

303 uarrieHmrvru (11,7 oh) n rpyni ACK (niauorreHru pr.rsrnrin [BP] 0,68; 95 % ,qonipvuft iurepnan

[AI] nia 0,57 ao 0,81; p < 0,001). II ni.q6yncx y 204 uauienrin (7,9 %) n rpyni rcnoni,qorpenro-ACK
nopinurno s295r.uieHraMu (11,7o ) nrpyniACK(BP 0,67;95%IItit0,56.qo0,81;p<0,001).
ferr,ropariwufi incyurr cnocrepiraBcff y 8 naqieHris y xoNuifi 3 ABox 4ocri4xynaHrx rpyn (0,3 Yo y
xoxuifi rpyri). Ilouipna a6o rcxxa KpoBoreqa cuocrepiraracfl y 7 uaqienrin (0,3 oh) z rpytu
xnoniaorpenro-ACK ra y 8 (0,3 %) 3 rpyru ACK (P :0,73).9acrora 6yAr-rrux noaift xponotevi
crauoBr.rra 2,3 yo y rpyri rnonigorpemo-ACK nopinuauo z 1,6 Yo y rpyui ACK (BP 1,41; 95 Yo Al
nia 0,95 lo 2,10; p : 0,09).
POINT (Iuzi6yeauua azpezaqii mpoudoqumie npu uoeiit nodii TIA ma Manozo iweui,aHozo incynumy)
B qrorray pan4orraisoBaHoMy uoAnifino crinouy 6araroqeurpoBoMy uaqe6o-roHTponboBaHoMy
xnini.nrorray AocriAxeuni 6panu fracrb uarlieuru 3 ycboro cniry (4881 oco6a) s rocrporo TIA
(uorasuur 3a rrrKanorc ABCD2 > 4) a6o rocrprrM MaJrlrM incymrou (uorasurx 3a IIIKaJIoIo

NIHSS S 3). Yci naqienru s o6ox rpyrax orpr,rMyBrrJrn ACK y ni4xpnroMy pexuMi s 1-ro no 90-ft

4eHl lirynannx (y aosi 50-325 ur, 3iurexHo nig npuruaueuux dryroqoro cueqiaricra). flaqieuru,
AoaimHrrrnr rrHHoM si.(ueceHi Ao rpyflfi uonigorperuo, orpl{MyBilnu rnoni4orpers y
HaBaHruDKyeamHifi aosi 600 ur y l-fi 4eur niryaalna, noriu y aosi 75 ur Ha go6y g 2-ro no 90-fi
geur lirynaHH.s. flaqieuru, Aorimnuu qHHoM sirHeceHi.qo rpyfiu nraqe6o, orpllMyBanu nraqe6o-
aepciro x-rroui4orpemo s 1-ro no 90-ft geur rirynauHs..
flepnuunuu rroKa3Hr.rKou e$errnnnocri 6yra rou6iHaqis BeJILIKLIX irueuiqsux roAifi (II, IM a6o

cMeprb sHacriAor iurerrai.rHoi cyAnuuoi noaii) ua 90-ft AeHb. I{i no.uii nig6ynncx y l2l naqiesra
(5,0%) 3 lpyru 3acrocyBaHns KnoniAorpenrc y xor',r6inaqii s ACK nopinuruo si 160 naqienrauu
(6,5 o ), uo orprrMyBailu ACK qx MoHorepaniro (BP 0,75; 95 % lI si.a 0,59 4o 0,95; p < 0,02).
BropuHnuu roKa3Hr.rroru e$exrunuocri 6yn iruerrriuuufi incynm. Bin rig6yncr y ll2 naqieHtis
(4,6Yo), rxi orpurr,ryBarrr{ Krrori4orpem y rorrr6iHaqii ACK, nopinuxno gi 155 uaqienrauu (6,3Yo),
rxi orpurnryranu ACK ,K MoHorepaniro (BP 0,72;95 % ll sia 0,56 lo 0,92; p : 0,01). flepnnuuuft
rroK&tHr.rK 6esneru - BeJrr.rKa KpoBoreqa. Boua cnocrepiraracfr y 23 z 2 432 uallieHrin (0,9 o/o), txi
orprrMyBanu xroui4orpenb y rorra6inaqii s ACK, ra y l0 z 2 449 naqieuris (0,4 oh), rxi orpuuynanu
ACK sr MoHorepariro @P 2,32; 95 % lI nia 1,10 to 4,87; p : 0,02). Mani rponoBLIrIlIBIr 6ytru y
40 uauienrin (1,6 Yo), tt<i orpr{MyBanu r.uoui,4orpenb y xorra6iuaqii s ACK, ra y 13 uaqieHtis
(0,5 oh), rxi orpuruysaru ACK sK MoHorepaniro (BP 3,12; 95 % AIait l,67 ao 5,83; p:0,001).
Anarir.{unauixu AocriAxeus CHANCE ra POINT
Ilepenar ilIoAo e(ferrunuocri upu rpoAoBxeHni noAeifiHoi auruarperanuroi rcpauii roHaA 2l ILelas

BrrsBreHo He 6yno. Poarrxuyro Ausauixy cepftosnux iruerr,ri.rHr,rx no,qifi Ta MaclrBHr.rx KpoBoBurt{sin
y rpyrax rixynauux 3 Meroro auarisy BrJrr.rBy KoporKocrporoBoro Kypcy DAPT.

flnHaruixa cepfiornux iurerui.rn[x noaifi Ta MacrrBHHx r(poBoBu.nunin y rpyrax.nirynaHun n

Aoc.rri,qxesHsx CHANCE ra POINT
tlHcro sunaAxie

Pesymraru n
AocriAxeun-rx Posuo.(ir ro rpyflax
CHANCE ra rirynannr
POINT

Ycroro
I-f4
TlrxAeHb

^!.-u
TU)KAeHb

5-t4

T[rx,4eHb

Beruri
iureMiqui
uo.qii

ACK (n: 5 035) 458 330 36 2t

Knoui,qorpenr + ACK 328 217 30
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Belura
KpoBorerra

PisuHus
ACK (n: 5 035)

Knoniaorpenr + ACK
(n:5 016)
Pignr,rqs

130

18

I l3
4

7
I

2

6
2

4

,)

30

-12

l0

I-6

Oi6pnnsuis nepeacepar. y AocriAxeuns ACTIVE-W ra ACTIVE-A, f,ri 6ytru oKpeMHMLI

AocniAxeuu.f,Mr,r y Mexix rporpilMr,r ACTIVE, 6yro BKJIrorIeHo uaqienris s Si6pnnrqiero
[epeAcepAs (OfI), cxi r\,ranu ulouafiueuure oAHH Sarrop pu3t4Ky Br,rHHKHeHHs. cyI.r4uuux [opylxeHb.
fpyHryro.rracb Ha xprErepixx BKJrroqeHHr y.uocniAxeHHr, rixapi 3zlnflanl,t nallieHtis Ao AocniAxesus
ACTIVE-W, ,Krrlo nouu 6ylu KaHAr.rAaraMr,r Ha orpr,rMaHH, repanii anraronicrauu nirauiny K
(ABK) (naupurnag napSapunoM). y AocaiAxeuus ACTIVE-A 6yno BKrrroqeHo nallieuris, qri He

Mouru orpnMyBarr.r ABK-repaniro qepe3 uporr.rnorrraHHs a6o ne6axanng orprlMyBaru ue
rixynauur.
Aocni.uxensg ACTIVE-W npoAeMoHcrpyBrrrro, uo aHTr,rKoaryJrflHTHa repanix anraronicrauu
nirarrainy K 6yna 6inrm etfertunnoro, nix lirynauHx rroni4orpeJleM ra ACK.

Aocniaxeuns ACTIVE-A (n :7554) 6yno 6ararorleHTpoBl{M, paHAoMi3onauru, uoAnifiuutvt cliuuu,
uaqe6o-roHTponboBaHrrM Aocnigxeunru, y sKoMy nopinurcnaru xnoniAolpenb 75 r,,rr na go6y *
ACK (n : 3772) is nnarle6o + ACK (n = 3782). PexoueuAoBaHa aosa ACK craHoBHJIa sia 75 ao
100 rr.rr na,4o6y. flaqienru orpr.rMyBaJru rixynauutr yilpoAoBx uepioay 4o 5 poxin.
flarlieHrn, pau.qouisonani y rpolpilMy ACTIVE, Mzrnlr AoKyMeHrzInbHo ni4rnepgxeHy <Df[, ro6ro
nocriftuy Qopr"ry OfI a6o ulouafiuenrue 2 enisoAr.r rapoKcl{3Mamuoi @II yupo4osx ocraHHix
6 rrricxqin, ra npuuafirrani o,ers is raKrx Saxropin pH3LIKy: siK > 75 porin qu eix sia 55 rc 74 poxin
a6o uyrponufi Aia6er, Iqo norpe6ye MeAHKaMeHTo3Horo nixynanur, a6o AoKyt!{eHTzIJIbHo

nigrnepgxeuuft nepeueceuufi IM, a6o AoKyr\{eHrtrnuro niAtnepAxeuy iurerraiuHy xnopo6y cepufl;
ttonepeAHe rixynanur 3 npr.rBoAy cncreunoi aprepianruoi rinepten:ii; paHirue uepeuecenuft
iucylrr, TpaH3r.rropsa irueuiqHa araKa (TIA), clrcreMHa erta6oris 6er ypaxeHHc crpyKryp UHC;
auc$ynrqi, risoro ruJryHoqKa is noKa3ur.rxorra Qparqii nuxr.r4y rinoro urnyHorrKa < 45 Yo a6o

AoxyMeHTa.nruo uiArsepAxeHe 3axBoproBannx nepn$ep[rrHr,rx cyArrH. Cepeauift 6u za lrlxitrlorc
CHADS2 craHoBHB 2 (y rraexax 0-6).
,{o ocHoBHr.rx rpurepii'n BHKrroqeHH, naqieHrin ig Aoc.niAxennc HaJIexaJILI AoK}TueHTaJIbHo

ui4rnep4xeHa Br.rpasKona xnopo6a BrrpoAoBN ocranuix 6 rrricxqin; nuyrpiuuroMo3KoBa KpoBoreqa B

auarutresi, cepfiosua rpo*6oqrronenis (xinrxicrr rporra6oqurin < 50xt0eh); norpe6a y

3acrocyBaHui uoniaorpenrc a6o nepopaJrbHux aHrr.rroarynsHrin (IIAK) a6o uenepenocnuictr
6ylr-rxoi 3 IILIx ABox perIoBLIH.

73 % uaqieurin, Br;rroqeHr{x y ,uocni4xenHc ACTryE-A, He Mourr.r orpr,rMyBarr ABK y sn'rsxy s

Br.rcHoBKzlMr.r nirapx, trepe3 neMox-ru.rsicm [poBeAeHH, rtlouiropunry naixnapoguoro
noprvrali:oBaHoro siAuomenHr (MHB), sHacriAox cxr{JrbHocri lo nalinHfl rru TpaBMH rolonu a6o

HagsHocri cneufl(biqHoro Qaxropa pr,r3r,rKy BHHr{KHeHH, KpoBorerri; qoao 26 % nauientis pirueunr
nirapx {pyHryBaJrocs Ha se6axanHi uaqienra orpllMyBaru ABK.
41,8 o uaqieurin craHoBr.rJrr.r xinrur. Cepeanift six .uopinulosas 71pix, 41,6 oZ uauieHrin 6yru sirol,r
sit75 poxin. 3ararou 23 o/o xtopux orpr,rMyBaJfiL arrvaprnruiqui saco6u, 52,1 yo - 6em-6noKaropl{,
54,6 o - inri6iropn asrioreu3r.IHreperBoproBanbHoro Seprrreury ra25,4 o/o - c'rarusu.
Kilsricrr naqieHris, sxi Aocquru flepBr{Hnoi Kinqeeoi ro.{K[ (.rac 4o flepmoro BI,IHHKHeHH,

iHcymry, IM, cucreuuoi eu6onii 6es ypaxeHH, crpyKryp qHC a6o rerarbHoro uacnilry),
craHoBr.rrra 832 (22,1%) y rpyni naqieurin, mi orpnrrayBulrllr Krroni4orpenr + ACK, ra924 (24,4Yo) y
rpyri nraqe6o + ACK (nignoure 3Hr.rxeHH, pl,r3uKy ua ll,loh, 95% Ll: 2,4-l9,lo/o; p : 0,013),
HacaMrrepeA rrepe3 3HarrHe 3H[rxeHH, qacroru po3BHTKy iHcymria. lucymru BHHIIKJILI y 296 (7,8 %)
naqienrin, xxi orpuupuru xronigorperb + ACK, ra 408 (10,8 %) naqieurie, axi orpnuyBaall
uaqe6o + ACK (nignocrre 3HlrxeHH, pr.r3uKy ta 28,4 Yo; 95 % [I: I 6,8-3 8,3 oh, p : 0,0000 I ).
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fiimu. Y locni.qxenHi is nirnuuenntM Ao3, rrlo flpoBoAr,rJroc.fl 3a fracr]o 86 uonoHapogxeuux a6o
HeMoBJIflr nirou rc 24 rraicsqin 3 pr,r3raxoM Br{Hr.rKHeHHr rporra6osy (PICOLO), xaonigorpenb
3acrocoByBurut y uocriAosHl{x Ao3ax 0,01, 0,1 i 0,2 ur/m HoBoHapo.(xeHHM i HeN,rosrqrarrr i y aori
0,15 rrar/xr rilrxu HoBoHapoAxeHuM. flpr gori 0,2 rrrr/rr cepe4uifi [oKa3HHK inri6ynanne arperaqii
tpona6oqurin ctanonus 49,3 % (5 rvrxM M@-ingyxonauoi arperarlii rporra6oqurin), u1o 6yno
nopinHxuuuM is raKLtNI y Aopocnux, rxi orpnuyBanr.r x-uoui4orpenb y Ao3i 75 urluaAo6y.
Y paH4or'ai3oBaHoMy noAnifinouy cninor'ry AocniAxenui ra yracuo rapaneJrbHrrx rpyn (CLARINET)
906 airefi (uonouapoAxeHllx i nenaorffr) is apo4xeHoro BaAoro cepu, qianouaunoro rury, .f,KuM

npoBoAllnac.f, nariarusua onepaqir si crropeHH.f, cr.rcreMHo-JrereHeBoro aprepirurbHoro ruyura, 6yru
paulouisonaHi Anq orpHMaHHfl rnouigorpemo 0,2 rur/xr (n : 467) a6o nlaqe6o (n = 439) iz
oAHorracHuM [poBe.{eHH.sM cynyrHroi 6arosoi repauii Ao MoMeHTy [poBeAeHHf; Apyroro erany
onepaqii. Cepeanift .rac iuix rpoBeAeHH.srtr na-niarunuoi onepaqii si crBopeHHr ruyHra i nepuruur
BBeAeHHrM.qocni.qxynaHoro npeuapary craHoBr,rB 20 anis. flpn6m.rsno 88 % uaqieHrin oAHoqacHo
orpr.rMyBzuu ACK (nfu I rc 23 ur/m/sa ao6y). ,{ocrosipnnx ni4rr,riunocreft rr.rix rpyuaMr.r qoAo
AocsrHeHH, [epBr.rHHoi rorra6iuosaHoi risqenoi TotrKrlr, flKa cKJraAautacfl, 3 Jreranburax nnnagxin,
rporrr6osy rxyHra a6o uponeAeHH, xipyprivuoro BTpfraHHfl Ha cepUi Ao 120 XHfl )Kur-tfl licls
Br{Hr.rKHeHHr no.uii, cnpuqr,IHeHoi rporra6o3oM, He cnocrepirarocs i crauoBr.rJro 89 [9,] %] y rpyri
rcnoui4orperuo i 90 120,5 %l y rpyni uraqe6o (4r.rn. poagin <Cuoci6 3acrocyBaHHs ra aosz>).
Hafiqacriruoro uo6iqHorc pearuiero ,K y rpyri rnoniaorpeJrro, raK i y rpyni n.naqe6o 6yr posnuror
xponore.ri, [pore 4ocroripuux riguinHocrefi uix rpynaMn rrloAo qacrorr.r 'i'i nnHuxHeHH, Br.r.f,BJreHo

ue 6yro. flia qac rroAzrJrbrrroro AoBrocrpoKoBoro nepio4y cnocrepexeHH.f, 3a no6iqsuruu qBr.rqaMr-{

26 nauieurir, y rKHx rrryHT 3rrJrr,r[raBcfl Ha MoMeHT AocrrHeHHr l-pi.rroro niry, orpuMyBanu
xrouigorpenb Ao AocrrgeHHs l8-Nricg.rnoro niry. IIil qac rlboro nepio4y cnocrepexeuHr npo$inr
6ernexu npe[apary ue sN{iHrcsanc.fl.

Y,uocliaxeHHsx CLARINET i PICOLO nuxopr.rcroByBaBcr nitnouenufi pos.rzn x-noni,qorpe.nro. Y
AocriAxesui ni.quocsoi 6io4ocrynnocri y Aopocnrx siAHosreHufi po3rrrH uoni,qorpenro
rrpoAeMoHcrpyBaB asa-nori.rsuft cryuiur i rpoxn Bilrqy ursr.rAricm a6cop6qii ocHoBHoro
rlr{pKyJrrorcuoro (uearrurnoro) uera6oniry nopinuxuo is sapeecrpoBaHoro ra6reronanorc Sopuolo
rpenapary.
@apuaxoxiuemuxa.
BcMoxrynauns. flicls nepopzrnbHoro npufioMy oAHopa3osoi ra 6araropasoBux Ao3 75 rrar na 4o6y
rc.noni.4orpeJrb rrrBH,(Ko BcMoKTyerrca. Cepe,uHq nirosa KoHrIeHTparIis uesl,riueHoro rroni4orperuo
y unasrrai (6lusrxo 2,2-2,5 ur/ur nicns oAHorparHoi Aosu 75 rr,rr nepopanbHo) Aocara-nacx
upa6lusuo qepe3 45 xs nicrs uprfiorray. A6cop6qir craHoBr{Tb He MeHIrIe 50 % 3 orn.f,Ay Ha

ercrpeqirc urera6oriris xroniAorpenrc is ce.Ierc.
Posuoair. K-rroni4orpens 'ra ocuonsufi (Hearrunuufi) uera6orir, rqo rlupKynroe n xponi, ir
vitro o6oporuo sn'rs5ruorbc, 3 6inrarran rJra3MI{ JTIoAI{HH (98 % i 94 % si.(uoeiAHo). IIefi 3B'fl3oK

3iurr.r[raerbc, HeHacr.rqyBaHr.rM in vitro y Mexax ruupoxoro giauasouy rouqeurpaqifi.
Mera6onisN{. KnonilorpeJrb eKcreHcr,rBHo uera6oriryerbcs y neviuqi. In vitro ra in vivo icuye gna

ocHoBHr{x rurf,xr,r fioro uera6onisrray: oAr.rH - 3 fracrro ecreptB, Iuo [pr.r3BoAr,rrb Ao riaponigy s

frBopeHHrM HeaKrr{Buoi uoxiAsoi rap6onosoi Kucroru (txa craHoBr,rrr 85 % ycix Mera6oniTiB, IrIo
rlrpKyJrrorcrb y rJra3Mi), a iHruufi - is sa-rry.reuur Qepueuds crcreMr{ qr.rroxpoMy P450. Cnouatxy
rloni.qorpenb rreperBoproerbcfl ua upor"rixnnfi rraera6onir 2-orco-rroniAorpeJrb. Y pesynrrari
flo,uirnbrrroro uem6orisuy 2-orco-xnonigorpemo yrBoproerbcc riorosa noxiAHa axrur,truir
rraem6olir. I-{eft axrnnHnfi uera6orir yrnoproerbc, repeBaxHo 3a AoroMororo (pepuenry CYP2Cl9,
3a ytracrro rilrrox inurux Seprrrenrin cucreMr.r CYP, raxr,rx sr CYPIAZ, CYP2B6 i CYP3A4.
Ax'runsufi rrrera6orir uouigorpemo (riorona noxigHa), rxNft 6yn nrginesuit in vitro, rusuAKo ra
ueo6oporno an'rayerbc, 3 peqeflTopaMr{ Ha rpou6oqr,rrux, Tr.rM caMr{M neperuKo.qxiloqu arperaqii
rporta6ounrin.
floragnux Crr*.Ulff arcrr.rBHoro laera6oniry e s,{siqi Br.rrrIHM nicrl npufiorvry oguoparonoi
HaBaHTaxynzurruoi aosx 300 prr xroui.{orpeJrro nopinnxuo is rnu, ulo cflocrepiraerrcr nicr.f,

sroA)KeHo 3 Mareplana

peecrpa qiraHoro Aocbe



4-reunoro 3acrocyBaHHs uigrpurvryna;lrnoi Ao3H 75 Mr. Cr* gocxraerbc, upu6rnauo qepe3

30-60 xBr{JrrlH nicn-r upufiorvry rperapary.
BHse.[eHHq. geper 120 roaun nic.u.s nprnfiorray nuyrpiruuro uiqeuoro laC-xroni.qorpeJrro y nIoAI,IHr,r

npu6nusno 50 % Ao3H BHBoAHnoc, is ceqerc i 6rtlrssro 46 % ie xaror,r. flicnc repopulJlbHoro
npr,rfioir,ry paronoi losu 75 ur nepiog HaninsprneAeHH, KJrorri4orpemo craHoBr.rrb 6rnsrxo 6 ro,quu.
Ilepioa HauinnuseAeHHfl ocHoBHoro (neaxrunHoro) uera6oriry, rqo rlapKynro€ n rponi, craHoBrrrb
8 ro.uun uicn, oAnoKparHoro i 6araroKparHoro 3acrocyBaHHf, npenapary.
@apuaxorenerura. CYP2C19 6epe fracrb n yrnopeuni .rrK aKTr,rBHoro rnrera6onity, TaK i
upouixuoro rrrem6oniry 2-oxco-rronigorpenro. @aprraaroxisernra a(THBHoro uera6oriry
xloui4orpenro ra aHrurpou6oqnrapni e$emu, 3a AauHMpt nuuiprcrannx arperaqii
rpou6oqurit ex vivo, nigpisnxrorbc, 3aJrexHo eiA reHoruny CYP2C19.
A.nem CYP2CI9*l siAnosiAae nosHicrro ([ynxrliouyrorroMy uera6onisuy, ro.qi qK aneni

CYP2Clg*2 ra CYP2CI9*3 siAnosiAarorr neQyHxqiouyro.rorray ueta6orisruy. A.ueni CYP2C19*2
ra CYP2C19*3 cx-na,qaroru 6inrruicm anenis y naqieudB eBporeoianoi (85 %) ra MoHrorloilsoi
(99 %) pac ai 3Hr{xeHr.rM Mera6onisr\dorr,r. lnrui are.ni, acoqiftosaui s niacyrHirr,r a6o ocra6neuuu
uera6onisuortr, sycrpiqarorbcfl 3HaqHo pi4rue. .{o uux HurJrexarb CYP2Cl9*4, *5, *6, *7, ra *8.

Ilaqienr si sHr.rxeHr.ru rrrera6onisrvror\,r Mae ABa ue$yurqiouaJrbH[x areri, ,K 3iBHatIeHo B[IIqe. 3riano
i: ony6niroBaHr.rMr{ LaHHv,H, reHorurru CYP2CI9, sri niAnoniAarom 3H}rxeHoMy naera6oaisuy,
sycrpivarorbcs y 2 oh npeacrannurir enpoueoignoi pacu, 4 o/o nauieuria uerpoitnoi pacu ra 14 oh

uaqienrin xuraficrroi uarliosanruocri. 3apas icryrom recrr.r, sxi Aarorr 3Mory Bn3HarrlITLI reHorl4r
CYP2CI9.
Y nepexpecHoMy AocriAxenHi s yracuo 40 :4oponux.qo6ponomqin, no l0 y xoxHifi 3 qorupbox

rpyn, uo si.quosi.qarorb rreBHoMy rvily Mera6orisr\,ry CYP2C19 (naArusLIAxLIft, inreucrnHnft,
nporuixHrafi Ta 3Hr.rxeHufi), oqinroeann Qaprraaxoriuernry ra aHTl,Itpou6oqurapni eQerrll npu
3acrocyBaHHi AosH 300 rrar is uoAanrmurra npufiouoM Ao3LI 75 rur ua .4o6y, a raKox aosu 600 L{r i:
floAirnbrur,rM npufiorrrorvr aogu 150 Mr Ha Ao6y. Koxen is qux nuAis rirynauur 3acrocoByBaJtu B

qinoruy BrpoAoBx 5 anis (Ao .qocsrHeHns cra6inruoro crany). He 6yno BuflBJIeHo cyrreBllx
siAMiHHocrefi y uoxasHr{Kix KoHrleHrpaqii arrunnoro uera6odry y xponi ra cepe4Hix [oKa3H]IKax
upurHiuenru arperaqii rpou6oqnrin (IIAT) rraix oco6aruu ir HaArrrBr,rAKHM, inteHcusHlli\,r ra
nponaixuuu Naera6orisN.rorur. B oci6 si 3uuxeHr.rM Naera6orisMol*,I xouqeurpaui.r aKTHBHoro

uera6oniry y xponi 3MeHrrrr{Jracfl Ha 63-71 o/o topioytHo s oco6aMu s iureHcHBHrrM Meta6oJtisN{oM.

Ilicns 3acrocyBaHHs pexr.rMy Ao3yBaHHq 300 ur/75 Mr aHrurpou6oqutapui eQerrn s oci6 :i
3H[xeHr.rM Nlera6orisN{or{ 6y:la MeHrtr Br,rprDxeHr{Mr.r, upu rlboMy cepe,unifi noKa3HLIK IIAT
(5 rraxM A!@) craHoBlrB 24 % (24 rosntu) i 37 Y, (rcur 5) nopinnxno s IIAT 39 % (24 roaunu) i
58%(aens5)yoci6siHreHcusnuuuera6o.nisr.aoura3T%(24ro4unu)i60%(aens5)yoci6is
npouixuuru Naera6onisruou. Konu oco6au si suuxeuuu uera6orisr{oN{ sacrocoByBaJlu pexuM
Ao3yBaHHs 600 rvrr/150 Mr, KoHrlenrpauix axTlrBHoro uera6oriry y xponi 6yra nuuoro, uix npu
3acrocyBaHni pexnuy Ao3yBaHH, 300 rvrrl75 rr,r. Kpirtr roro, rroKznnuru,r flAT craHoBuJrr.r 32 %
(24 roauuu) i 61 o/o (aeut 5), xri 6ynn nr.rquuu, nix y oci6 si gur,rNeuuu uera6orislt4olrd, uo
orpr.rMyBirnu Ao3rr 300 rrar/75 Mr, Ta uoAi6nprupr Ao roKa3Hurin, orpuMaHl,Ix y iHurux rpy[ax,
sr.rAireuux 3anexuo nig ruuy Mera6odsN{y CYP2CI9, npu 3acrocyBaHni pexnr"ry Ao3yBaHHfl
300 rrar/75 ur. 3a pe3yJrbraraMu AocriAxeur rniHi.rHr.rx e$errin Harexuufi pexr.rM Ao3yBaHHs Anf,
qiei rpyru naqieurin ne 6yn nugna.reHr,rft.

AHarori.rHo Ao pe3yrurarin, HaBeAeHr.rx BHrrIe, y MeraaHurnisi 6 aocriAxeur is ypaxynaHuxrnr

norasnuxis pinnonaxnoro craHy 335 uauienris, sri orpr.rMyBanr.r xroni,qorpem, 6y.no
lpoAeMoHcrpoBaHo, rrlo KoHueHrpaqir aKTrrBHoro uera6oriry y rponi 3MeHrur,rJracs,Ha2S%y oci6 s
upouixuuu Mera6orisNror.r i Ha 72 % y oci6 si gHr.rxeHr.rrr,r uera6onisuou; inri6yaanux arperauii
rpou6oqurin (5 uxM A,{O) TaKox 3MeHrrruJrocr, [prr rlboMy pisnnqx y roxa3Hr,rKix ltAT
craHoBr.rJra 5,9 o ra2l,4 oZ sianoei,(uo nopiexxno s oco6anau e iHreHc[BHr{M Mera6oaisNaoru.
Burus reHorr.rny CYP2C|9 ua rniniqui pesynrrarn y naqienrin, rri orpr.rMyBaJru x-uonigorpeJrb, y
xo,ui npocner(Tr,rBHr,rx parlqorraisoBaHxx KoHTponboBaHr.rx nnnpo6ynaHb He BHBqaBcr. flpore 6yno
rpoBeAeHo qirry nuery perpocflerffrlBHHx anariein 3 Meroro oqisru rrboro eQerry y uaqieurin, xxi
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orpr.rMyBzrnr.r Kno[iAorpeJrb, .qr.s ,KEx icnylorr pe3ynbrarr.r reHoru[yBaHHfl: CURE (n : 2721),
CHARISMA (N : 2428), CLARITY-TIMI 28 (n: 227),TRITON-TIMI 38 (n: 1477), i ACTIVE-A
(n:601). Kpiu roro, icnyrorr p$ynbrarr.r rimrox ouy6nixoaaru{x KoroprHr.rx AocriAxenr.
y xo.ai auanisy TRITON-TIMI38 ra 3 xoroprnzx AocniAxeur (Collet, Sibbing, Giusti)
rcor"t6isonaHa rpy[a, sKa cKraAaflac.s s oci6 is upouixru{M Ta 3Hr,rxeHr,rM uera6onigruoM, Muura suqy
qacrory BLIHHKHeHH, ceprreBo-cyArlHHux noaift (rerartruuft uacrigox, iu$apxr rr,riorapla ra iHcynrr)
a6o rporra6osy creurin, Hix oco6n is iHreHcunuuu ruera6onisNroNd.

V xoai ananisy CHARISMA ra oAnoro KoroprHoro Aoc.niAxenH.rr (Simon) s oci6 si snr.rxeHr.rN,r

uera6origrtroM cnocrepiraracx niAsN[IeHa qacrora B[Hr.rKHeHHs no.{ift nopiaumro s oco6aMr.r :
iHreHclrsHrrrr uera6orisr\,roN,r.

Y aHarisax CURE, CLARITY, ACTIVE-A ra B oAHoMy 3 Koropruux AocriAxeur (Trenk) uacrora
BHHr,rKHeHH, ceprleBo-cyAr.rHHr,rx noaifi gocronipuo He 3aJrexirJra nil oco6nusocrefi rtrera6onisuy.
XoAen is qflx ananisin He BKJrrotraB AocrarHsoi rimrocri naqieurin lns roro, u1o6 uoxua 6yno
Br{.f,Br.rrr.r pisnnqro y xnini.nu.rx pe3yJrbrarax y uaqienris si sHuxeHr.rM raera6onisN,ror*{.

Oco6nr,rsi rareropii uauieHrin. @apuarorinerura aKTHBHoro rr,rera6oniry xroni4orpemo He

aocnigxyn ailacfl. y Huxqe3asHaqeHr.rx oco6fftsux xareropift nauiesrin.
Hupxosa ue.{ocrarHicrr. flicnq peryJrrpHoro 3acrocyBaHn, 75 Mr xroni4orperuo na go6y y
naqienrin is rflxKoro Hr.rpKoBorc neAocrarrricrro (xnipeuc xpearzniny 5-15 tw/ua xnnnr,ruy)
iuri6ynann, MO-iuayxoaauoi arperaqii rpou6oquriu 6yno MeHrrr BLIpuIxeHLrM (25 %) nopinuruo is
raK[M xe e$erroM y 3AopoBr.rx go6ponorsqin, a qac KpoBoreqi 6yn nogonxesuft naaftxe rar ctuo,
xr i y 3AopoBHx Ao6posomuin, sxi orpr{MyBanrd 75 Mr x-rrouigorpeJrrc Ha Ao6y. Kniniqua
repenocr.rMicrr 6yna xopotuorc n ycix narlienris.
fle.riHrona He.[ocrarHicrr. flicnff perynrpHoro npufiouy 75 rrar r-nonigorpeJllo Ha 4o6y nupoaosx l0
.[Hin y nauienrin is rsxrorc ue.riHrosoro HeAocrarnicrro iHri6ynanHs M<D-inayronauoi arperauii
rpola6oqurin 6yno raKr{M czrMr.rM, xx i y 3AopoBr.rx 4o6poronrqin. CepeaHe [oAoBxeHHs tracy

xponore.ri TaKox 6yro o4uaKoBLrM s o6ox lpynax.
Pacosa npuHanexHicrr. Iloruupeuicrr arerin CYP2C|9, rrci cnpuur.rH.flrorb npouixHy ra cra6xy
N{era6ori.rHy axrnnuicrr CYP2C19, nigpisHrerbcfl 3irnexHo ni4 paconoiTerni.rgoi upunzuteNuocri
(ann. posgin <@apl,raroreHerr,rKa>). Icnyrorr o6uexeni aani crocoBHo narliermin uonro.uoiAuoi
pacx, rri.qarorb 3Mory oqiuuru rrlini.rue 3HaqeHHr reHorHnyBaHH, Ilboro CYP.
.IlorriHi.rgi aaHi s 6esnexu. flo6i.rHr.rl{r.r eQexraun, ulo uaft.racriue cflocrepirarucs niA qac

Aoxrilri.rH[x AocriAxeHb Ha rBapuHax, 6ynu sruiuu s 6ory neqinxu. Bour 3'flBilfl.wrcs upu nseAeHHi

Ao3, rrlo rpu3BoAlrJru ,qo ronqenrpaqii x-noni,qorpemo B xponi, uaftxe y 25 pasie BLIqe
xonqesrparlift, sxi cnocrepirarorrcx y JrroAr.rHu npu rrlinivnortry sacrocynauni Ao3LI 75 Mr
xroni4orpeJrro Ha Lo6y, i 6ytru nac.niArou .qii npenapary Ha Sepruenrn, uo 6epyrr fracrb y
neuiuxonouy rvrera6onisl{i. ftpn sacrocynauHi y nroAr,rHr,r repaneBTr.rqHux ro3 r-uoui,qorpemo
xoAHoro B[nr.rBy na Seprrtenrr.r, qo 6epym fracrb y neviuxonouy rraera6oriaui, He crocrepirascs.
IIpu nne4enui nucorux Ao3 xroui4orperuo qypaM Ta MaBnaM-6a6yinarra cnocrepira-uac, [oraHa
rrnynxoBa rrepeHocr{Micrs npeuapary (ruuuKaB racrpuT, epo3r{BHe ypaxeHH, rxnyHxa ra/a6o
6nronaunx).
flpu nne,tenHi x-rroni,uorpemo Mr.rrrulM BrrpoAoBx 78 rprxHis ra rrlypaM Bnpo.{oBx 104 rraxuir y
Ao3ax rc 77 ur/xr Ha Ao6y (uo rraafixe y 25 pazi.s repeBr.rqye KoHrleHTpauii, xri cnocrepirarorbc, y
nroAr.rHr.r npu rniuirrHoMy 3acrocyBaHHi Aosr.r 75 urlrua ao6y) He orpr,rMaHo xoAHr.rx Aorasis
KaHrleporeHnoi aii rpenapary.
Eylo nponeAeHo qiryrfi pxl gocri4xeHb reHoror(cussocri uoni4orpeJrro B yMoBrx in vitro ra in
vivo, ognax BoHl,r He r;uflB*tlr]t xoAnoi reHoroKcr,r.rHoi.qii npenapary.
Knouigorpenb He BrJrrrBaB Ha penpoAyKTlrBHy $yHxqirc uypin, a raKox He qr.rHrrB TeparoreHHoi aii
Hi y ruypin, Hi y rponin. flpu nregenni qyparra y nepio4 naxraqii xroni4orpeJrb rpLt3BoAHB Ao
HesHa.rHoi 3arpHMKr{ po3Br{TKy rroroMcrBa. Cueuiansni SaprvraxoriHeru.rHi .[ocri,uxenH-s 3

paAioarrnnuo Nai.reuul,r x.uonigorpereu AoBeJr[r, rqo suxiAHa peqoBr.rHa ra Ii uera6oriru
ercKperyrorbc, 3 lpyAHr.rM MoJroKoM. Orxe, He MoxHa Br.rKnroqaru sx 6eguocepeAHboro BITnLIBy
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[peflapary Ha [oroMcrBo (He3HaqHa roKcurrHa .uie), rar i ouocepeAKoBaHoro BnJIHBy (sHacriaox
uoripruenu.,r cMaKoBr,rx srocrefi rraonora).

Kr iH i.r Hi xaparff ep rrcrnKrr.
Ifoxasanun.
Bmopuuua npoSinaxmuxa nponeir qmepompou6osy y dopocnux:
. xBopr,rx, rri uepeuecnn iH0aprr uioxap,ua (nouarox .nixyoauur - trepe3 ximra .qnie, are ue

nisuiue uix vepes 35 arin nicns BlrHrdKHeHHx), iruerraiuuufi iucymt (novaror dxynauur - uepes 7

4nis, ale He nisHi[re six trepe3 6 r"ricsqis nicns nnuurueun.r) a6o y srrx AiarHocroBaHo
3axBoproBaHur nepnt[eprqHr.rx aprepifi ;

o xBopux is rocrpurrr KopoHapHr{M cHHApoMoM:

- is rocrpuM KopoHapnr,rM cr{HApoMoM 6es uiAfior\,ry cerMeHra ST (uecra6iruua creHoKapAic a6o
inQaprr rrlioxapAa 6es ry6q.r Q), y roMy trrcri y naqienrin, .xxuu 6yro ncraHoBJIeHo creHr y xoai
rpoBeAeHH.fl qepe3rrrxipuoi KopoHapHoi aurionnacrr.rKr{, y rorr,r6iHauii s aller}Incaniqurosorc
Kr{crrororo (ACK);

- is rocrpur,a iuifaprrorra uiorapaa s niaftoMoM cerMeura ST, y rorr,r6inaqii s ACK (y xnopux, xri
orpr.rM),rorb craHAaprHe MeAr{KaMeHTo3He rirynauHx ra.f,KHM rroKa3aHa rporr,r6onituvua repanix).
Tpauzumopua irueui,tua amaxa (fIA) cepeduuozo mo BucoKozo cmyneHn prcuKy a6o uanuil
irueui,tuuil iucynam (II).
Knoniaorpelr y rou6iHarlii s ACK noxagauufi Aopocnr{M nauienrau s TIA cepeAHboro ra Bl{coKoro

cryneHs pr{3uKy (uorasnrar 3a rrrKaJroro ABCD2I > 4) a6o MrrJrr.rM iruen4i.rHraN,r incymrou (uoraauux
3a rrxanorc NIHSS2 < 3) uporxrou24 roAHH nicrq noaii TIA a6o II.
tll Bix, aprepia.rsHnfi rrcr, ruriuivui osHaxu, rpunaricrr ra fliaruorn lryKpoBoro aia6ery.
' ilIxara iHcynsry Hauioua.urHoro iHcrnryry :.aopon'1.

IlpoQinaxmuKo amepompoudomuqHux ma mpoudoeu1oniwux nodifi npu fii6puanqil nepedcepdu.

Kloniaorpenb y rorra6inaqii s ACK noragaunfi Aopocnr.rM narliesrarrr a $i6punruiero nepeacepAb,
qxi N,rarcrr ulouaftuenue oAr.rH Saxrop pu3r.rKy Br{Hr.rr(HeHHfl cyAuHHLrx uo4ifi, ffKI,IM nporHIIoKtBaHe

.nirynauur auraronicralru siraMiuy K (ABK) i cri r,rarcrr nusrruft pH3r{K BHHLIKHeHH, KpoBoreq,
gra upoQiraKTnKr.r areporpoM6oruqnux ra rpou6oeu6ori.rsux uoAifi, y roMy.rucri incynrry.
.(nx orpurr.raHHs AoAarxonoi iH$oprrrarlii,qils. pos4in <lDapuarororiqsi snacrl,IBocri>.

Ilpomunoxaiawwfl.
. fliAsuqena .ryrnnnicrb Ao aircqoi peqoBuHr,r a6o .uo iuunx KoMnoHeHdn npenapary;
. T.f,xKa ne.riHxoga uegocraruicrr;
o rocrpi xpouore'ri (n rorrty.r[cri nenru.rHi Br,rpa:]KH a6o nnyrpi[rHboqepenui xporonurunu).

BsaeJnodifl z inruunu nixopctxruttu rucodanu ma irurui e udu esaefrtodirt.
Jlixapcaxi saco6u, no6'fl3anti 3 pu3uKoM rcpooomeui: iurye niAsLIueHLIft pu:ux po3BI,ITKy KpoBoreq
rrepe3 uoreHuiilsuit altilrurrur.rfi eSerr. OAno.racHe 3acrocyBauur rixapcbKr,rx saco6in, iloB'r3aH[x 3

pr,r3rrKoM rponore.ri, cri4 upono Auru 3 o6epexuicrro (4un pos4in <Oco6nusocti :acrocynanux>).
Ilepopamni aumuxoazyrflHmu: oAHorracHe 3acrocyBaHH, xroui,qorperuo 3 rrepopanbHllMl{
aHTr,rKoaryJrqHTzrMrr, B ToMy qucri s nap$apr.rHoM, He peKoMeHAyerbcfl, ocximxra rara xou6inalliq
Moxe flocr.uu{Tr inreucunnicrb KpoBoreui (aran. posgir <Oco6rusocri sacrocynauHr>). Xo.ra
3acrocyBaHn.s x-noni.qorpeJrro y aosi 75 ur/rc6y He sruiHroe SapruaroriHerr,rKy S-nap(papuuy a6o
uixuapo4ne uopuzuriaoBaHe cninsiAHomenHr (MHC), y uaqieurin, rxi BrrpoAoBx rpr.rBiuoro qacy

upufirrrarorr nap$apun, o.(Horracue 3acrocyBaHHs Knoui,4orpeJrlo ra nap$apuHy s6inrruy€ pLI3I4K

rponoreui qep* icnyuaunr He3aJrexHoro B[nHBy Ha reMocruB.
Iuzi6imopu zairconpomeiuy IIb/IIIa: rroui.qorpe.nr criA a o6epexHicuo upusHaqarlr nauieHrara is
niAsnueHr.rM p[r3r.rKoM rcponoreui snacriAor rpffiM, ouepauift a6o inurnx naroflori.rHnx crauin, upu
ffKrax oAHoqacHo 3acrocoByrorr iuri6iropu mirouporeiuy IIb/IIIa (.qun. pos4i.n <Oco6nusocri
:acrocyeauur>).
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Aqemmcattiqunoea Kucnoma (ACK): ACK He sN,riHroe inri6iropuoi Aii uoni4orperuo Ha

A.{O-iuayxoBaHy arperaqirc rporu6oqurin, a-ne xrouiaorpeJrb rrocuJrroe Airo ACK ua arperauiro
rporrr6oqnrin, iu.qyronaHy KoJrareuou. flpore oAHoqacHe 3acrocyBanus 500 rr,rr ACK ani.Ii Ha ao6y
B[po,(oBx oAHoro AHs He Br{(JrHKilJro 3HaqHoro s6immeuHfl qacy xponoreui, noAoBxeHoro
suacriAor npr.rftorray ruoui4orpemo. Ocxinxn Qaprr,raroAruaNai.rHa B3aeMoAis N{iN xroni4orperepr i
ACK rraoxe trp]r3BoAlrrr.r Ao uiAnnrrleHoro pr,r3uKy rponorevi, cynyrue 3acrocyBaHHc Illrx upenaparin
uorpe6ye o6epexHocri (aua. pos4ir <Oco6nusocri racrocynauur>). O,quax e AocsiA 3acrocyBaHH,
ruroni4orpeJrro ra ACK pasoM BnpoAoBx nepiogy.{o oAHoro poxy (aun. posAin <Oapuaxorori.IHi
nnacurnocri>).
fenapuu: y AocniAxeusi r-noni4orpemo, [poBeAeHoMy 3a yrracrlo 3AopoB[Ix .uo6poronrqin,
3acrocyBaHru Knoni,(orpenro ue uorpe6yBurno :uiurl Ao3H renapr,rHy ra ne sr\,riHlosaJlo BIJII{B

renapr,rHy Ha Koarynsqirc. OAno.racue 3acrocyBaHH, renapfiHy He sr{iHronaro iHri6iropuy airo
xroui4orpeJrlo Ha arperaqiro rpou6oquris. Ocrimxu MoxJrr.rBa $apl,rarogunaMi.rua ssaeN,IoAis I\,Iix

rlouigorpelerra i renapr{HoM is ui.{euueHH.f,M pr,r3r.rKy rponoteui, oAHoqacHe 3acrocyBaHH, uI,Ix
npeuaparin uorpe6ye o6epexuocri (aur. posgir <Oco6rnsocti sacrocynauur>).
Tpoa1onimuvui saco6u: 6esnery cyrryrHboro 3acrocyBaHHs KJrorri4orpemo, Si6pr.ruocueqraQiunnx
a6o Qi6puHoHecrrequ$iuHux rporrr6oriruqHrx saco6is i reuapuuy ouinronaJru y naqieHtis s

rocrpnM iuQaprrorr,r rraiorapAa. rlacrora rof,Br.r xrini.*ro :nanyruoi rponoreui 6yna no4i6Horo Ao

raxoi, rqo cfiocrepiranacr npu npr,rfiortri rportr6odru'rHr.rx saco6is i renapnuy oAHoqacHo : ACK
(apra. pos.qir <flo6i.rni peaxuii>).
Hecmepoidui npomusananaui npenapamu (HII3II): y .uocriAxesui 3a fracrlo 3AopoBLIx

,uo6ponolrqie cyflyrHe 3acrocyBaHH, x.nonigorpemo ra HanpoKceHy :6insurynano xilrricu
flpnxoBaHrlx unyHKoBo-K[rrrrroBr,rx KpoBoreq. O,(uar tlepe3 ni.qcyrHicrr AocriAxenr ilIoAo
ssaer',roAii flpellapary s iHflrflr*ru HII3I] Aore[ep He 3'rcoBaHo, s]r 3pocrae pI{3HK IIIJIyHKoBo-

rururonoi rponoreui uprd sacrocynaHHi x.nouigorpemo s ycirvra HII3II. Touy ueo6xi.uua

o6epexnicrb npr.r o.(HoqacHoMy aacrocyeanui H[I3[I, y roMy .{rcri inri6iropin UOf-2, 3

rcnoui4orpererr,r (.una. pos.qin <Oco6nusocri aactocynauur >).

Cenexmueui inzi1imopu snopomHozo 3axonJteHHn cepomouiuy (CI33C): ocrilrrcu CI33C BnJII{Buuorb

Ha aKTrrBarliro rporrr6oqnris i s6imuyrorb pH3r{K KpoBorerr, flpu cyryrHboMy 3acrocyBaHni CI33C r
xroui,uorpereu neo6xi.qua o6epexHictr.
Iuwa cynymun meponin.
Iudyrcmopu CYP2C19: ocxilrxu xnonigorpem uera6onisyerrcr Ao cBoro aKrLIBHoro uera6oniry
qacrroBo nia aierc CYP2C19, ouixyerrcx, Ir1o 3acrocyBaHH, rirapcrxux saco6is, xri in.(yrylorr
axrunnicrr rrboro (peprueury, npr{3BeAe Ao niAnuutenur pinna s nra3rt{i rponi aKTI,IBHoro ueta6oliry
xroni1orperuo.
PraQarr,ruiuuH roryxHo iH4yxye CYP2CL9, uo npr.r3BoAurb ,K Ao uiAnuqeuur pinHr aKrLIBHoro

uera6oniry rnonilorpeJrro, TaK i ao inri6yBaHHfl arperaqii rpou6oqurin, u1o, 3oKpeMa, Moxe
niAsuIquru prr3rrK rponoreui. -flr sano6ixnufi saxia cria yHI,IKarrI o.{HouacHoro 3acrocyBaHHq

roryxHux iH4yrropin CYP2C 1 9 (.qun. pos4in <Oco6nusocri gacrocynauux>).

Iueidimopu CYP2C19: ocxirsru rnouigorpem uera6orisyerrca Ao yrBopeHHfl cBoro aKrLIBHoro

uera6oriry qacrKoBo nia aiero CYP2C19, ouixyerrcx, r[o 3acrocyBaHH.f, upeuaparin, rxi
npurHi.ryrorr arrusHicrr uboro Qeprvreury, rrpu3BeAe ,qo 3Hr.rxeHHr KoHrIeHTpaIIii aKrfisuoro
uera6oriry ruoni4orpeJrro B nrasrrri xponi. Knini.nra euauyrdcrr uiei nsaelroAii He 3'flcoBata. f,.rc.

sano6ixHnfi raxia cli,q ynurar[ oAHoqacHoro 3acrocyBaHH, rroryxHux a6o uorr,ripnux iuri6iropin
CYP2C l 9 (gun. posginpr <Oco6nnsocri 3acrocyBaHHr)) ra <@apuaxoxiuetuxo).
[o roryxHr{x a6o norr,ripuux iuri6iropir CYP2C19 H€Lrrexarb, Hanp}rKJraA, o]r4enpa3ol,

aotilenpo3ot, Qnyeoxcauiu, $nyoKcemuH, uoxtodeuid, eopuxoua3on, Qnyrcouasoa, murcaoniduu,

xapfiauaz eniu, e Qaeipeuq.
Iuzi1imopu npomoHHoi nounu (IilII): oMenpa3on y aosi 80 ur I pas ua 4o6y flpl{ cyrytHboMy
3acrocyBaHui e Krouigorpe.rrerr,r a6o n Mexax 12 rolun rvrix upufioMzlMlr rlprx ABox npenaparin
3HHxyBaB KoHueHTparliro artunHoro Mera6oriry y xponi na 45 o/o (uataaulxyButrrbHa gosa) i 40 %
(ni,4rpurr,rynaJrbna 4oaa). I{e rnuxeHnfl cynpoBoAxyBirnocs 3MeHrueHHrM upurni.reuna arperauii
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TpoM6our.rrin ua 39 o/o (natagraxyBurJmna 4osa) i 2l % (nigrpr.rMynaJrbHa aosa). Oqiryerrcc, Iqo
s:ael,IoAic B o J.4 e np a3 ony 3 r;fioiligorpenerra e auaaoriquorc.
B xoai o6cepnaqifiHrx ra xriuiquux AocniAxeHb orpuMaHo cyflepeqnfisi .(aHi crocoBHo rriui.nrux
HacriArcis qux Sapuaxoxinernqnux (OK) ra $aprraaxoAuuauiqnux (<D[) ngael,roAift 3 rorrKr.r 3opy
po3Br.rrKy cepfiorunx rapAionacrynflpHnx noaifi. -flr aano6ixnnfi saxiA, He caiA oAHoqacHo 3

uoniAorpereu 3acrocoByBarlr oMenpasoJt a6o %owenpa3on (aun. pos4in <Oco6rfisocri
:acrocynannx>).
Meuru Br.rpaxeHe 3H:ax.eHHr. KoHueHTparlifi rraera6oairy n rponi cnocrepiraJrocs rprr 3acrocynanni
naHmonp a3 ony a6o n oH c o np a3 ony.

flpu oguouacHoMy 3acrocyBaHni nanronpa3oJry y aosi 80 vr I pa: ua go6y urasuoni rosqeurpauii
aKrHBHoro rraera6oriry 3MeH[ryBaJrr.rc, Ha 20 % (nananraxyBaJrbHa aosa) Ta Ha 14 %
(uiarpnuynaJrbHa 4oaa). I{e suuxeuH, cy[poBoAxyBanoc, 3MeHrrreHH.f,M cepeAHboro noKul3Hrrra

npurui.reunr arperaqii rporr,r6ouurin ua l5 o/o ru I I % nianosi4Ho. Orpnnaani peaynbraru Bxa3yrorb
Ha MoxJrr4Bicru oAnoqacnoro 3acrocyBaHns xnouiAorpeJrro ra naHmonpa3oty.
Heuae Aoxagin roro, Iqo inrui npenaparfi, rrlo 3MeHrrforb flpoAyKrliro racrorr.r y unyHKy,
HarrplrKJraA H2-6toxamopu a6o aumaqudu, BrrJrr{Barorb Ha aHru,pou6orlrTapHy axrusuicrr
xronirorpenrc.
Eycmepua aHmup e mp o eipy cua mep anin.
BlJl-in{irosaHi naqieuru, .xKi orpr.rMyrorb rocr{rreHy aHrrrperponipyury repauiro (APT), Mtuorb
sucoxufi pr.r3r{K po3Br.rrKy cyAr4HHr.rx noaift. y BlJl-uaqienris, sri orpuMyBurnu rocuneHy
pnrouanipou a6o xo6iqucrarou APT, cuocrepira-nocr 3HaqHe 3Hr.rxeuHc BnJrr,rBy aKTr.rBHoro

uera6oniry xnoui4orpeJrro ra 3HarrHe 3HHxeHH, inri6yaannr arperaqiiT pou6oquris. Xo.ra MiHi.rua
suauyulicrr qux pe3ynsrarie He Blr3HarreHa, Ha,[xoAr.rnu cuouranni uosiAortureHnx npo BIJI-
iHSixonauux naqienrin, mi orpuMyBaJru APT, uocrrJreHy pnronanipoM, y,KHx nicrs 4eo6crpyxqii
cuocrepira-nlrc, noBTopui oxnrosifini ssflrqa a6o rpou6ornvni no.qii uiA qac HaBaHTaxyBaJrbHoro

Kypcy rixynauua rnouigorpenernr. .{ir rnoni.qorpeJrro ra cepeAHe 3HaqeHHr inri6ynaunr arperaqii
rpou6oquria rraoxyrr 6yru suuxeni npn oAHoqacHoMy 3acrocynanui puronanipy. Torray cnia
yHzKarr.r oAHoqacHoro 3acrocyBaHH, xnonigorpeJrro 3 [ocr.rJreHoro APT.
Kou6iuaqin s iuwuMu nixapcaxuuu saco1oJtau: 6ym npoBeAeHa Hr,r3Ka AocniAxeHr s KrouilorpeneM
ra inuruuu flpe[aparaMu AItfl Br.rBqeHH, noreHqifisrx (fapr'aarco,qflnaMi.rHnx i t[aprraaxoriHerla.nrnx
ssaeN,roAifi . flpn aacrocynauH i xroui4orpenro 3 :

- ameHoJtoJtou, ui$eduniuou a6o s o6oua flpeflaparzuu oAHoqacHo He 6yro nnxueno misiqno
sna.rytuoi (paprtaaxogunarrai.nroi ssaeN{olii;

- fieuodap6imaaou, t4uuemuduuou ra ecmpozeHauu He BHrBJreHo 3HaqHoro BnnI{By Ha

Qaprraaxo4nuarrairy rnoui4orpemo ;

- d u z o x c uu o u a6o m e o fi i n i n o u: Sapnaaxoriu erpr.ru i rroKa3Hr.rKr{ He sl,r iurce urncfl;

- aumaqudHuit4u saco6qJutu: BnnHBy Ha pinenr a6cop6qii rnoui4orpeJrro He Br.r.sBneHo;

- Seuimotuou, mon6ymatwidou: pe3ynbraru AocriAxeuns CAPRIE cni4varr, tao Qeruimotu i
mon1ymauid, sxi uera6onisyrorrca 3a AorroMororc Sepruenry CYP2C9, MoxHa 6egneqno
3acrocoByBarr.r o,qHor{acHo 3 uoni4o rpelerra ;
Cydcmpamauu CYP2C8: 6yto rroxa3aHo, rrto ruoni.qorpenb s6inrruye ercnosuqirc penauinily y
3ropoBux 4o6ponomuin. AocriAxeHH, in vitro noxa3aJrr,r, uo s6inrmeHH, eKcflosuuii peuarniui4y
3yMoBJIeHe inri6ynaHnrrra (leprr,renty CYP2C8 rurroxypouiAnuu iuera6oniroru xroniAorpenro. Y
an'rsxy 3 pr,r3lrKoM niAruuleHns rcoHqenrpaqii s ura3r'{i xponi oAHoqacHe 3acrocyBaHH,
xroni,4orpeJrro ra npeuaparin, xxi nepeBaxHo Br.rBoA.,rrbcx 3a roloMororo uera6onisrray CYP2C8
(nanpuua4, penarniui,qy, narniraxcery), cail rpoBo,(HTlr s o6epexHicno (aue. po:ai.n
< Oco6nusocri :acrocynanHr>).
3a suHsrxou Aoc-riAxeub IrIoAo B3aeMoAii si cnequ$iuunrr,rn rirapcrruuu saco6aMu, gaui arrax
HaBeAeHo Br{rqe, AocriAxenb IqoAo esaeN{oAii xroui4orpemo s rirapcbKr{Mu aaco6anara, sri gassz.rafi

[pu3Haqarcrr naqienraM 3 areporporra6osorrr, He npoBo;ltt:lti. OAuar naqienru, xxi 6pann yqacrb y
r-nisi.urux Aocri.{xeuHn( 3 x-nonigorpeJreM, 3acrocoByBiuru Hr3Ky cyuymix npenaparin, y r.y.
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avmazoHicmu Kaflbqito, 3aco6u, l4o sHu)tcytomb pi*eHb xonecmepuHy, KopoHapui easoduJtomamopu,
aumudia6emuqui saco6u (exntouatouu iucyaiu), npomueninenmuraui saco6u, zopuouozauicuy
mepaniro ma aHmazouicmu GPIIb/IIIa,6eg o3uarc rniui.nro 3Haqyulux esaerro.(ift.
.f,x i y Br,rnaAKy s inuruuu nepopanbHuuu iuzi1imopqwu P2Yl2, oAHorracHe 3acrocyBaHss onioi.qnzx
aronicris Moxe npusBecrr.r Ao 3arpHMKH ra 3Hr.rxeHH, a6cop6uii rnoni4orpemo, ftuonipHo, qepe3

ynonimueHe cnopoxHeHH, rrrJryr{xa. Knini.rHa sHauyuicrr neniAoua. Cnia po3rnf,Hyru Moxrttsicrr
3acTocyBaHH, rapeHTepaJrbHoro aururporrr6oqr{rapHoro saco6y y naqieuriB 3 rocTpHM KopoHapH}IM

cr,rHApoMoM, xxi norpe6yrorr oAHoqacHoro BBeAeHHT rraop$iuy a6o isunx ouioilunx aroHicris.
Posyeacmamuu: 6yno noxa3aHo, rqo y narlieuds upuftoru xroni4orperno s Aosi 300 rrar :6inrruye
ercnosuqirc po3yBacrarr{Hy B 2 pazu (AUC) ra 1,3 pasu (C.*), a nicrr rroBropHoro upnfiorrry 75 r,ar

rroni4orperrro - B 1,4 patu (AUC) 6es nuruny na C**.

Oco 6nueo cmi t acmocy I awHfl.
Kpoeomeva ma zeMamonoziuui posnadu.
tlepe: pr{3r.rK po3BrrrKy rponoreui Ta reMaroJrori.ru[x no6iqHr.rx peaxqifi cniA serafiHo [poBoA[ITLI
po3ropHyrr.rfi aHaris rponi rala1o inui niluoniAui recrn uopa:ly npr.r Br{H}rKHenni cuttrnrol,tis, ulo
csiA.rarr rpo MoxJrr.rBy KpoBoreuy niA sac 3acrocyBaHH, rperapary (.uun. posAin <flo6iqni
peaxuii)). .f,x i iuuri aurnrporrr6oqurapui saco6u, monigorpenr criA s o6epexuicrro sactocoByBarll
uaqienrau r niAnuueHuM prr3r.rxoM KpoBore.ri suacriAox TpaBMu, xipypriuHoro BTpfrauus a6o

isruux narororiqHnx ctauin, a raKox uarlieurau, axi orpuuyrotr nixyBaHHs s ACK, rerapllHoM,
iuri6iropar'au ruirouporeiHy IIb/IIIa a6o HII3II, y r..{. irri6iroparvru tlOf-2 a6o CI33C, a6o

loryxHr.rMr in.qyrroparrau CYP2C19, a6o inruuuu npeflaparaMu, rroB'fl3aHI,rMH 3 p]I3LIKoM po3BI,ITKy

rponorevi, TaKr,rMrr rK neHToxcur[inin (a]rs. pos.qir <BsaeMo.qiq: iumuuu rirapcrx]IMu saco6aMl,I ra
iurui sr.rAr nsaerrrogift >).
gepes niAnunlennft puslrx rpororeui He peKoMeH,{yerbc, uorpiftna anrurpou6oqllrapHa repanir
(rciroui.qorpels * ACK + auuipular,,ron) gnx ntopunuoi npoSirarrnru iucyrbry y nallieHrin s

rocrpr,rM Herapgioeu6ori.ruru\,r irueMi.rHr.rrur incymrou a6o TIA (Aue. posaimr <B:aeuo,qis: iuruuuu
rircapcsruun saco6auu ra iHmi BnAu BaeMoAifi) ra <flo6iqni pearuii>). Cnia perenbHo

cnocrepirarn ga uaqieuraMr{ Anrr Br,rrBJreHH.f, 6yAr-mux o3HaK rponoreui, y roMy.r[cri npuxonanoi
xponoreui, oco6nuno Ha nepruux rr,rxH.rrx nirynauHr ra/a6o uicff inea3ifiHl,Ix xapAiororivuux
rporle4yp a6o xipypriqnux BTpfraHb. OAuoqacHe 3acrocyBaHHq rrouiAorpenrc 3 nepopanbHllMlt

aHTr.rKoarynflHTaMr.r He peKoMeHAy€Tbcr, ocximru qe Moxe uocr,rJrlrrr{ inreucunnicrr xponorev
(4un. pos.uir <BsaeMoAi.r s iHrruuu nixapcrxuMr{ saco6aMr,r ra iuuri BHAr,r B3aeMoaifi>).
.flxuto rnaHyerbcr xipypriuHe BTpfrauss i anrurpou6oru.*rnfi eQexr € TlrMqacoao He6axauuu,
liryaaune xnonigorpeleu criA npurillntrru ga 7.qnis Ao ofleparlii. flaqienru uosrHHi nosiAoN,Irsrll
nixapin i croprarororin npo re, rqo nouu upufiMaK)Tb rnoni4orpeJlb neper flpu3HaqeHnsl\,t iM 6yar-
aroi onepauii a6o nepeA 3acrocyBaHn-ma 6y.ur-rKoro HoBoro rixapcrxoro saco6y.
K;rouiaorpeJrb [oAoBxye qac rponorevi, rorray ftoro criA sacrocoByBaru : o6epexHicrto uaqientau
a niAsr.uueHr{M pr.r3r.rxoM KpoBoretri (oco6nnno rrrJryHxoBo-Kr{rrrKoBoi ra ouyrpiruuroouuoi).
flaqienrin cnig nonepe$\rrt4,Iqo ui.q .rac nixynanns Knoui.(orpeJleM (oxperrro a6o y roM6inauii s

ACK) 3ynHHKa xponore.ri Moxe rpr,rBarr,r AoBrtre, uix sa3nuqafi, i ulo BoHu rroBr.IHni nosi,(oMJI.f,TH

lirapr rpo KoxHHfi nunaAox Hegsfi.rHoi (sa noraliraqierc a6o rpunaricuo) rponore.ri.
3acrocynauH.f, HaBaHTaxyBtrnbHoi Aosr.r ruroni,4orpenro 600 Mr He peKoMeHAyerbcs uaIlieHraM is
rocrpr{M KopoHapHuM cHH,(poMoM 6es nidfiouy cerMeHTa ST ra sixoNr > 75 poxin qepe3

niAsuqeHr.rft purux xpoeorevi y uifi uonynsqii.
9epes o6ruexeni xniniqni aani 3acrocyBaHH, HaBaHTaxyBaJrbHoi Aosu xnoniaorpemo 600 pr
naqieurau nirou > 75 porin is rocrpuna KopoHapHnM cr.rHApoMotr z niditoJvtott cerMeuTa ST ra
uepesruxipnr{M KopoHapHr,rM BTpfraHHrM i ni.qnnqerurM pr{3r,rroM KpoBoreqi cnia po3rrsAaru JILrue

nicrr iuansiayamuoi oqinxz niraperta pr.r3uxy xponoreui y uaqienra.
Tpoudomuuua mpoudo4umonentvHa nypnypa (|TII).
Ayxe pi4xo cnocrepirarucs Br,rnaAxpr TTII nicls 3acrocyBaHus xroni.{olpeJrro, ino.qi Hasiru nicrs
ftoro KoporKorracHoro 3acrocyBauHs. TTII npoflBnflerbc, rporra6ournroneniero ra
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rr,rixpoanrioflarrltlnoro reuoriruqsoro aueuieio 3 HeBponori.rH[rvru cr.rM[ToMaMu, ,4ncSyuxuiero
HI,IpoK a6o raprvxoro. TTII e uoreuqifiHo JreraJrbHr.rM craHoM, rrlo rorpe6ye ueraftnoro rixynauna,
BKJrroqHo s nnasnaSepe3oM.
Haiyma zeuoQinin.
flosiAort{nsnocfl rrpo Blrfla,{Kr.r ua6yroi rertro$inii nicns 3acrocyBannq KrouiAorpeJrro. Y nnuaAxax
ni4raep.uxeHoro igomosauoro rroAoBxeHHfl aKTr.rBoBaHoro qacrKoBoro rponr6onracr[HoBoro qacy

(AtITrI), Ir1o cyrpoBoAxyerbcfl a6o ne cyrpoBoAxyerbc.f, KpoBoreqero, criA po3rJrflHyrr AiarHos
na6yroi reuoSirii. flauienru s uigrnep.uxeHr{M Aiarnosol,r na6yroi rerraoQinii nonrnni uepe6yraru
niA sarrsAou rixapx i orpnlaynarr sirnosilHe riryaaunr. 3acrocyraHH.s Kroni,qorpenro cnil
npr{nHHHTr{.

Heu,pd aeuo nepeHe c euuit iueuirtuuil iucynum.
o Ifovamorc mepaniil.
- Y uaqieuris is rocrpr.rM Marrr.rM iueMi.rHr.rl,r incymron a6o TIA cepeAHboro ra BLIcoKoro pI,I3HKy

nognifiuy aururpou6oqr,rrapHy repaniro (xnoui4orpeJrb ra ACK) cni,q posnoqr,rHarr{ He uigHime Hix
qepe3 24 ro$uvu nicn.x noqarKy noaii.
- Heuae AaHilx uloAo cninsiAHoueHH.s Kopr{crb-pr.r3r.rK KoporKocrpoxosoi no,qsiftuoi
aHTr.rarperaHrHoi repanii lls. uauieurin is rocrpuu Milrrr.rM iueMi.ruuN,r iHcynsrou a6o uaqieutin is
TIA cepeanLoro ra Br,rcoKoro pu3r.rKy s (nerpanrraaruuuurvt) nHyrpiruurotrepenHr,IM KpoBoBI{nHBoM B

aHalaHesi.

- Y naqienris ig HeMiurHM iureui.rsuu incymrou MoHorepauiro xnoniaorpeneM cri.q posuortunaru
rirrru qepe3 7 l*tis nicrs uoqarKy noaii.
o llaqieumu 3 HeManuM irueui,tuuM incynamoa (NIHSS > 4).
tlepes ni4cyrHicrb AaHHx 3acrocyBaHHs uo.qnifinoi aurnrpou6oqurapuoi repanii He

peroMeHAyerbcs (ar.rs. posair <florasauur>).
o Heqodaeuiil uatuil irueili,tHufi iucynum a6o TIA cepeduuozo mo qucoKozo pu3uKy y na\ieumie,

dnn nrcux noKa3oHo a6o nnauyemucn iumepeeuqiilue smpyqoHHn.

Heuae,qaHr.rx, ulo ui.urnepAxyrorb Aoqiruuicrb 3acrocyBaHn, noABiftHoi aHTl,IarperaHrnoi repanii
narlieHraur, .,rKrrM rroKa3aHa KaporHAHa eHAaprepemoui.a a6o nnyrpiunrocyAuuHa rpou6error"rir,
a6o uaqieurzu, ,Kr4M flnaHyerbcr rporra6onisuc a6o aHT]rKoarynrHTHa reparis. Y qux curyaqirx
noAnifisa aHTr,rarperaHrua repanic He peKoMeHAoBaHa.

I-{umoxpou P450 2CI9 (CYP2CL9).
@apuaxozeHemuKa. Y uaqienrin is reHerr.rrrHo 3HlrxeHoro $yHxqiero CYP2CI9 cnocrepiraerrcx
MeHrrra KoHueHTpauis axrunHoro uera6oniry rnoni4orpeJrro y unasrrai xponi Ta MeHIu nupaxeuufi
auurrpou6oqurapnufi e$err [pr.r 3acrocynanni peKoMeuAoBaHr.rx Aos KroniAorpenrc. Kpitrr roro, y
HHx 3HarrHo .racrime Br,rHilKarorb cepueBo-cy,qunui ycKJIaAHeHHt nicrs iut[aprty rraioxap,ua

nopinurxo s uarlieHraMu 3 HopMirrrruurra $yurqiouynauusM CYP2CI9. 3apas 4octyuui recrll An.x

BH3HaqeHH, reHorlrrry CYP2CI9 naqieHra.
Ocrimxu xnouigorpem uera6oriayerrcr Ao cBoro aKTr{BHoro r"reta6o.niry qacrKoBo uia ,qiero

CYP2clg,3acrocyBaHHfl trpeflaparis, ulo 3Hr{xyrorb arrusHicrr uboro Seprraeury, uaftiuonipuiure,
rrplr3BeAe Ao 3MeHrrreHH.f, KoHueHrparlii aKTrrBHoro lrera6oniry rnoui4orpeJrro B unasui xpoai.
Krini.rHe 3HaqeHH.[ rdei egaeNroaii ne 3'flcoBaHe, rortry cri4 yur{Karr{ cyflyrHboro 3acrocyBaHH,
roryxHr.rx a6o nouipnnx iHri6iropin CYP2CI9 (aun. posgi.n <Beaeuogic s iHmurvru rirapcmnuu
saco6aMu ra isuri BHAH B3aeMoaifi>).
O.riryerscr, ulo 3acrocyBaHHr.nixapcrrux saco6in, ulo iHAyKyrorr arrusHicrr CYP2C19, npnsne.4e

,uo ui,qsurleHnx pinur aKTr{BHoro uera6oniry xronigorpeJrrc B IrJrit:lrrai rponi Ta Moxe niAsprquru
pr.r3r.rK rponoreui. -flx sano6ixsnfi saxi,( cni4 ynuxarr.r oAHorracHoro 3acrocyBaHu, clrJrbHr.rx

inayrropis CYP2CI9 (ann. pos4ir <BsaeMoAis s inurnuu rirapcrruuu gaco6arun ra iHrui euAra

nsaerrao4ifi>).

Cy6cmpamu CYP2C9.
Cnia lorpilvtparilcs, o6epexnocri npu oAHoqacHoMy 3acrocynanni xnouigorperuo i rixapcrxrax
aaco6ir, qo e cy6crparaMfi CYP2C8 (.qnn. pos.(ir <Bgaeuo,qis s iHrrruu rirapcrKr,rMr,r saco6aMn ra
iuuri nu.ryr n:aerrao.4ift >).

IY***.r,0 3 MarepianaMH

I ptt.tp.,lil,rHoro Aocbe
t_



If ep exp e cu o p e oKmunu i c ma u i trc mi eu o nipud uu auu.
flaqienrin clig posurararll trpo uassuicrb n analauesi rinepvyunsocri Ao rienouipn.quuin (raxr.rx rx
uoni,qorpeJlb, TLIKJIoni4un, npacyrpenr), ocximxr.r HalxorNru uosi,uoMJreHH.s rrpo [epexpecHy
alepriro rraix rieuonipr.r.ur.rHarun (gnn. po:,qir <IIo6i.rHi pearqii>). 3acrocynanns rieHonipuguuin
Moxe npll3Becrl,I Ao BLIHLIKHeHH, anepriqnux pearqifi siA rerxoro Ao rrxKoto cryfleus, TaKHx ,K
Bucllnaunf,, anrioe.qeua, ra/a6o reMaroJrori.rnux peaxqift, TaKHx flK rpou6oqurouenis i
ueftrponenis. flaqienru, xxi Mnrrr.r B aHaMnesi arepriuui pearuii ra/a6o reMaroJroriuni pearqii ua
oAuu rieuouipr.tuun, Marorb nignurqeuufi pusxr po3Br4TKy raroi N a6o isruoi pearqii ua inrui
tienonipn4usu. PexorraeHryerbcs uouiropuur Ha HaflBHicrr osuar riuep.ryrnusocri y naqienrin :
siAoN,rorc aneprielo na rienonip r4rLrflvr.
Ilopyweuun Qynxqit HupoK.

TepanenruqHr.rfi AocniA sacrocyBaHH, uoni4orpemo uaqieurau is ur,rpxonoro HeAocrarHicrro
o6uexesuft, ToMy rarrrM narlienrau flperapar criA sacrocoByBarr{ r o6epexuicrro (.qnn. porgir
<Cuoci6 3acrocyBaHH.f, ra 4osn>).
II opyrueuun Qyuxtqii neqiuxu.

Aocnia 3acrocyBaHHfl npelapary uauieuraru is 3rxBoproBaHHflMr4 ne.riHxr.r cepe4usoi raxrocri, xri
Moxyrb Marr.r reMopari.rur,rfi .qiares, o6urexenufi. Touy raKHM naqiesrau xroui,4orpe-ur criA
3acrocoByBaru s o6epexnicto (gun. poagin <Cnoci6 3acrocyBauH, Ta 4osu>).
,[ o nou i crcu i p e u o e uu u.

flpenapar uicrurr JraKTo3y. flaqiesrapr : pigrnrrar.r c[aAKoBr{Mr.r npo6reuaMu Herrepesocuuocri
rarraKTo3[, rarrasHoi He.{ocrarHocri, mroxo3o-raJraKTosHoi uaara6cop6qii He c;riA :acrocoByBarl
Aanlzfi rperapar.
flpenapar uicrnru onirc puqnuony rigporeuironauy, ulo Moxe crtplltruHr{Tn po3JraA ruJIyHKa ra
,qiapero.
.flrrqo naqiern sa6ya npnfinrru Ao3y rpenapury, i wruuyno MeHrue 12 rolula uicnx nJlaHoBoro

npufiorr,ry, rpeuapar ueo6xi,uuo npuftHrru marailmnuAure, uicm qoro HacryflHy Ao3y criA upufiurrr.I
BqacHo. .f,xrqo Mr.rHyno 6inrrue 12 rotuu - cnil rporycrr.rru upufiou sa6yroi AosL i npuftnrru
BqacHo HacryuHy Ao3y rperapary. He.qonycrr.rMo npufiuaru uo4niftny Ao3y rperapary.
IIia qac nixynauur flpenaparou ue criA BxrrBarr.r irJrKoroJrb qepe3 niAnuulenru pn3]rKy rrrJryHKoBo-

xuurosoi rponoreui.
Oco6tuei 3acmepeilceuun t4odo eudafleuun saauwrcie ma sidxodie. Byls-txufi nesuropncrauufi
rpe[apar a6o si.qxo.qu uorpi6no 3Hr{rrIHTH siAuosiAHo Ao raicqesfix Br.rMor.

3acmocyoaHHt y nepiod sazimuocmi a6o zodyoauun zpyddn.
Baeimuicma. rlepes e|{cyruicrr MiHi.rHLrx AaHr{x uoAo 3acrocyBaHnc KnouiAorpeJrlo y uepio4
sariruocri He peKoMeH,ryerbcfl [pu3Harrarr,r [peflapar sarirHr.r\,r xisrau (sacrepexur.rfi eaxrA).

Aocniapr Ha rBapuuax He r;r4frBvrlrtt [pflMoro a6o ouocepeAKoBaHoro Herarr,rBHoro Blnr{By Ha

nariruicrr, po3BHToK erra6piona/uJroAa, noJroru ra [ocrHaralsnnfi po3Br.rroK.

fodyeauun zpyddn. HesiAor,,ro, qH excKperyerbcs rnonilorpeJrb y rpyane MoJroKo, rouy uiA uac

rixynauur upe[aparoM roAyBaHHfl rpyAlro cni4 upr.rur.rHurr.r.
(Depmuaauicmu. flil, qac AocniAxeHb ua na6oparopHr{x rBapr{Hax ue 6yro B[rBJreHo Herarr,rBHoro

Brrnr.rBy xnonigorpeJrro Ha (peprrnnruicrr.

3damuicma Bniluaamu ua ueudrcicma pearcqit npu rcepyeauui asmompoHcnopmow o6o iuruunu
uexauisualvtu.
flpenapar He BIJII,IBae a6o Mae nesHaqHufi BlJrr.rB Ha rusnAricru pearqii rtpr,t xepynanni
aBrorpaHcnoproM a6o inurnnan NaexaHigr{arrta (4rn. pos.qir <Ilo6i.nri pearqii>).

Cnocif 3acmocysannn ma dosu
flopoctti ma naryieumu ilmuaozo eixy. Ilpenapar rpn3Hatraru uo I ra6nerqi (75 rrlr) I pas Ha ao6y
He3ulrrexHo nig upufiorray ixi.
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flaqiesrau (uecra6imna
creHoxap.{is, a6o iuQaprr uioxap.{a 6es sy6qr Q ua EKf) rirynauua r.noniAorpereu criA noqr.ruarr.r

3 oAHopa3oeoi HaBaHTaxyBanbHoi gosu 300 rrrr a6o 600 ur. HanauraxyBirnbHa aosa 600 Mr Moxe
6yru sacrocoBHa naqiextaur nirou rc 75 poxin y pa3i, xolu ueo6xiAse .repesruripHe KopoHapHe
BTp) raHHfl (ans. pos4ir <Oco6nnnocri racrocynanur>). Jlixyaanur xaonigorpereu cnia
rpoAoBxyBarr{ Ao3oro 75 rrar 1 pas na go6y (s arlerHncaJriquronoro Kr{cJrororo (ACK) y gozi 75-
325 ur xa go6y). Ocxinrxu 3acrocyBaHns 6irsrtr Br{coKr,rx ao: ACK nignnqye pu3r.rK rpoaorevi,
peKoMeHAyerbcs He repeBr.rulyBarr,r Ao3y ACK 100lar. Onrupra:rrna rpuea-nicru rirynaHua
QoprraanrHo He BcraHoBJreHa. Pesymraru AocriAxenr cniA.rarb Ha Koplrcrr 3acrocyBaHHs

npenapary w 12 uicxqin, a MaKcuMansuuft eQexr cnocrepitaBcfl, qepe3 3 rraicsqi nirynauur (.uun.

pos4in <(Dapuarororiqni uacrunocri>).
Ilaqieuraru is rocrpru in0aprrou uiorap.ua s niaftouou cerueura ST uoui4orpem cnia
npr,BHarraru no 75 rr,rr I pas na go6y, noqr.rHruoqu 3 oAHopzBosoi HasaHTaxyBanbHoi Aosr.r 300 ur y
xopr6isaqii g ACK, is sacrocynaHHsM rpor"r6onir?rtrulrx upenaparin a6o 6es Hux. Jlixynauur
narlieurin siroN,r sil75 poxin noqlrHarr,r 6eg nanauraxyBirrrbHoi AosH rnoui.qorpenro. Korr,r6iuonany
rcpanirc criA noqfiHarlr rKoMora pauirue uic[tr roflBr cnMnroMis i npo4onxyBarr npuHafiuHi
4 ruxHi. Kopucrr giA sacrocyBaHHfl xorrr6inaqii xronigorpemo s ACK noHaA 4 ruxni uprl IIboMy

3axBoproBaHui ne eIlequtacfl, (ar,rs. posair <@apnaaxonori.{Hi nracrunocri>).
,[opocni naqieumu s TIA cepeduaoeo ma rucoKozo cmyneHn pu3uKy a6o uanuu iuteaiquu.tt
iucynamou

.{opocni uarlienru s TIA cepeAHboro ra BrrcoKoro cryfleHs pr.r3]rxy (noraruux 3a InKaJIoIo

ABCD2 > 4) a6o MarrrM II (norasnux 3a rrrKrrrroro NIHSS < 3) nosnHHi orpLIMyBarI{

HaBaHTDKyBanbHy Ao3y KJroni.qorpe.nrc 300 ur, a noriu npoAoBxyBaru rixynaHH, .4o3olo 75 rrar

rroniAorperrc o.qr.rH piB Ha go6y ra ACK y aosi 75-100 ur oAun pa3 Ha Ao6y. Jlirynannr
rnoui4orpeJreM ra ACK clia roqr{Harr,r nporffroM 24 ro1uu uicn-f, noaii Ta npoAoBxyBaru nporrroM
2l lns 3 noAanbrnoro aHTr.rarperaHTHolo uonorepanierc.
Ilauienrarra ig Oi6pr.ur.ruierc nepeacepar rnoui4orpeJrb 3acrocoByBarl{ y pasonifi ao6osifi aosi 75 lur.
Pasoru is Kroni,(orpeneM crlig posnoqlrHaru 3acrocyBansr ACK (y aosi 75-100 Mr Ha ao6y) ra
rpoAoBxyBaru fioro.
Y pari rporycKy Ao3r.r:

- flKrrlo s MoMeHTy, KoJrr norpi6no 6yro npuftMar[ qeproBy Ao3y, MI,IHyno MeHIIre 12 roLu:a,
naqieury cli,( serafiuo upufiuxrr,r npolyrqeHy Ao3y, a HacrynHy aosy nxe npufitr,tarr y gnuqsnft
qac;

-rKrrlo Mr,rHyno 6iruue 12 roAuu, uaqieury cni.q upuftHrrll Hacry[Hy.IIo3y y snn.ruzft qac ra He

rroABoroBarr.r Ao3y 3 Meroro KoMrreHcyBaHH.[ [po[yuteHoi Ao3I,I.

@apaarcozeHemuKa. florunpenicrr arenin CYP}CI9, .rri cupuvlrHrlorb nportrixny ra 3HI{xeHy
Mera6oriqHy axrnruicrr CYP2Cl9, sarexurr si,( paconoiTerHi.rHoi npr.rHanexHocd. Onruuamuptft
pexuM AosyBaHH, y oci6 is nocra6reHuM Mera6orisr,ror,r CYP}CI9 roKr,r Iqo He BcraHoBresrft.
Huprcoea uedocmamnicmu. Tepauenru,auvir Aocsil 3acrocyBaHH.rr rrpeflapary nauienrau is

Hr,rpxo Boro He.(ocrarHicrro o6nrexennfi (ans. porain <Oco6nunocri gacro cynauur>).
Ilertiuxoea uedocmamuicma. Tepanenruquufi AocniA 3acrocyBaHHfl [peuapary uaqieHrau is

3zxBoproBaHH.f,Mr.r ue.rirrKr,r cepe4uroi rsxxocri i uoxrunicrro BHHHKHeHHfl reMopariuuoro 4iatesy
o6uexeuuft (aun. pos4ir <Oco6nunocri sacrocynauux>).

,[imu.
Eeguexa ra eQerrumnicru 3acrocyBaHns KnoniAorpeJrro Airxrra (nirou Ao 18 poxin) ne ncrauonaeui,
ToMy rperapar ne criA 3acrocoByBarra AirqNr (4rn. pos4in <(Daprraaxororiqui uacurnocd>).

IIepedotyeaHHfl.
Cunnmouu.' noAoBxeHH.ff qacy xponoreui 3 rroAaJrbrxr,rMr,r reMopariqHruuu ycKJraAHeHHflMr{.
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Jlircyeauun: crlMrroMarl,I.rHe. Cueqia.nrsoro aHTr.rAory HeMae. flpu neo6xi.qnocri nerafinoi xopexqii
roAoBxeHoro qacy xponotevi e$erru xroui.qorpemo MoxHa ycyHyrlr rpanc$yaiero
rpou6oqurapnoi Macr{.

Ilodiuni peax4il.
Kopomxuil onuc npofirn 6esnexu.
Besnera 3acrocyBaHns KnoniAorpeJrro AocriAxena y 6inuu nix 44000 uaqieudn, xri sgrru fracrb
y ruriniuuux AocriAxeHHflx (s uux 6insure nix 12000 oci6 rypc rirynaHHx rpuBaB I pix i.uonure).
Krini.rHo :ua.ryrui no6iqui .qii, qo cnoctepiranncfl y.qoc.niAxesngx CAPRIE ais monilorpemo y
Ao3i 75 Mr Ha go6y sara-nor.a 6yra nopinuruuoro s Aiero ACK y r$i 325 Mr Ha 4o6y uesarexHo eiA
nixy, crari tru pacu xBopux.
Kpirra 4aurax xniui.nrux AocriAxeHb, BpaxoByBaJrr.rcb cnonranHi nosiAor\,rleHHs rpo no6iqHi peaxqii
uiA.rac 3acrocyBaHH, rperapary y rniuivuifi upaxruqi.
Kpororeua 6yra uaftuourupeniruorc no6iqsorc peaKrliero, rqo cnocrepiraracfl flK y rniHiuHzx
,qocliAxenHflx, TaK i y nocruapxerllHroBorray uepioai, ni.u qac ,Kr.Ix soHa Hafiqactirue BLIHI,IKaJIa y
nepuuft naic.f, ur rirynanur.
Y aocniaxeuui CAPRIE y naqieurin, rKi 3acrocoByBama rrouiAorpenb a6o ACK, 3araJlbHa qacrora

rponore.ri craHoBr{Jra 9,3 o . rlacrora Br.rHr.rKHeHH, T.rrxxux sprnaAxis KpoBoreq 6yra o.uuaxoBolo.(n,
xroni.uorpeJrro ra ACK.
Y.nocniaxenui CURE He crrocrepirarocs:6inrruesu.f, tracrorl BLIHI{KHeHH, BeJILIKI,Ix KpoBorev flpH
3acrocyBaHui xola6inaqii xnoniAorpenb + ACK yrrpoAoBx 7 anin nicrs npoBeAeHHr ouepaqii
aoproxopoHapHoro ruyHryBaHHe y naqieurin, axi uprrrrrHl{nr rixyeaunr 6inun nix sa 5 ftris ,(o
xipyprivuoro BTpfraHns. Y uaqieHrin, rxi upo4onxyBiurll rixyaauux rpoAoBx 5 anis ao onepaqii
aoproKopoHapHoro ruyHTyBaHHfl, qacrora Br{Hr,rKHeHH, uboro ,Br{rqa craHoBr.rJla 9,6 oA y rpyui
rnoni4orpenr + ACK ra6,3 %o y rpyli uraqe6o + ACK.
Y .uocniaxenni CI,ARITY cuocrepiranocff 3aftrnbHe niAsuqeHHfl qacroru BHHuKHeHH.fl KpoBoreq y
rpyni,.rxa upufirr,rara xroui,(orpeJrb + ACK, nopinHrHo 3 rpyflorc, rKa orpuMyBana maqe6o + ACK.
gacrora Br{Hr{KHeHHs serr,rxoi rponoreui 6yna uoai6soro n o6ox rpyfiax. I{.e neruvr,tna 6yta
crifixoro y ni4rpynax uaqienrin, Iqo nigpisHrlucx 3a [orrarKoB[rMu rlapaMerpilMl{ i tnnou
Si6puuoriruxa a6o rerapl{Horepanii.
Y aociliaxenni COMMIT 3arirJrbHa qacrora Br.rHr,rKHeHHfl BeJrr.rKHx ueqepe6pamuux a6o
qepe6panrHux KpoBoreu 6yra HLI3bKoIo i noli6noro n o6ox rpynax.
Y aocniaxeuui ACTIVE-A qacrora Br,rHr.rKHeHHfl BeJrr,rKr4x KpoBoreq 6yna nnqorc y rpyni, xra
orpr.rMyBtura r-noui4orpem t ACK, nopinnrro 3 lpyrorc, ,Ka orpllMyBirna n.uaqe6o + ACK (6,7 %o

rporr.r 4,3 oh). B o6ox rpyrax seruri rponore.ri 6ymE nepeBaxHo eKcrpaKpaHianrsoro noxoAxeHHq
(5,3o y rpyni xnoniaorperu tACK,3,5o y rpyni nraue6o+ACK), B ocHoBHoMyIIInyHKoBo-
rururoni rponoreui (3,5 % rporr.r 1,8 %). Cnocrepirarocr s6inrueHus rimxocti
nuyrpiururoqeperHux KpoBoreq y ryyni rnoni,qorpenr + ACK nopinuxuo 3 rpyrrorc uraqe6o + ACK
(l,4yo ttporlr 0,8yo siAnoniAHo). Mix rIHMr.r rpy[aMu ne 6yno Br,rrBJreHo crarr.rcr[rrruo 4octonipuoi
pisHuui y uacrori BHHHKHeHH, JreraJrbHr.rx KpoBoreq (l,l o y rpyd xnoni,qorpem * ACK ra 0,7 o/o y
rpyri unaue6o + ACK), a raxox reuoparivnoro iHcymry (0,8 Yora0,6 oZ niauosiauo).
Y aocni,uxenni TARDIS, naqieuru 3 HeuIoAaBHo rrepeHeceHr,rM irueNai.rHr.rM iucymrou, sxi
orpr,rMyrorb inrencxnuy aHrurporra6oqr.rrapHy repauirc 3 Tpbox dxapcrxux saco6in (ACK +
rnoui,4orpenr * .quuipngarvron) MilJrH naglaipui xpoaorevi ra xponore.ri Trxxoro cryneHc y
nopinruuui s Ndouorcpauiero rnonigorpereu a6o xorrr6inaqiero ACK i gzuipugaMony (cropuroBaHo
3ar,IJrbne BLIJ. 2,5 4, 9 5 % AI 2,0 5 -3,I 6, p < 0,000 1 ).
flo6iqni pearqii, qxi cnocrepirarucx ui4 uac xriniqHr.rx 4oc.ui4Neur a6o npr sacrocynanui
rirapcrrcoro raco6y y uinivuifi uparruqi sa AaHuMr.r crroHTaHHr.rx rroBi.qoureHr, HaBeAeHo y
ra6nuqi Hrrxqe. flo6i.nri peaxqii posnogireni ga cucreuoro <Oprau-Krac>>, qacrora ix st,tHuKHeHHg

Brr3HaqeHa raKr.rM rrr.rHoM: qacro (siA> l/100 ao< l/10), Heiracro (siA> l/1000 ao< l/100), piaxo
(siA> l/10000 Ao< 1/1000), ayxe pi,4xo (< l/10000), vacrora Henigoua (ue uoxua oqinuru sa
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HturBHr{Mr.r AaHr{Mr.r). ,{ra xoxlroro KJracy cucreMu opraHin uo6i.rHi e([exrra gasHaqeHi y [opsAKy
3Hr.rxeHHfl ixuroi cepfi osuocri.
Kpon ra rirra(barfi.rua cucrcN,ra.
Heqacmo: rpou6oquronenix, fiefironeHi.f,, eosuuo(pini.r.
P idrco : nefirponeHir, nxmouaroqr.r rrxKy neftrpoueuirc.

tryace pidxo: rpou6oruuHa rpor',r6oquroneniwra ryprypa (TTII) (aun. posair <Oco6nusocri
3acrocyBaHu-t>), auracrr{gHa aner,rix, rraHrllrroneuix, arpanyJrorll{To3, TflxKa tporr,r6ounroneuil,
rpaHynoquroueuix, aueuia, ua6yra rerrao$ inix A.
Cepqeni nopymeHgq.
Vacmoma ueeidoua: cr.rHApoM Kyuica (nasocnacruqHa anepri.rHa creHoxapgifl,larcpriuuufi inSaprr
rraioxapaa) y KoHrercri peaxqii rinepuyrnnsocri Ao xlonigorpemo.
Iuynna cucrelra.

,\ycrce pidxo.' cupoBarronoAi6uuft cuu,4porra, auaSirarroi,qni/anaQinarruvui peaxqii.
Vacmoma uesidoua: uepexpecHa riuepuyrnrsicrs ruix rieuonipuawuarru (raruur xx tzxroniguu,
npacyrpenb) (aus. pos.qin <Oco6fl,tsocri sacrocynaHur>);
incyniuonufi ayroirvryHnraft cuu4pou, rxufi Moxe [pH3BecrI,I Ao r.sxroi rinorrireuii, oco6nuno y
narlieHris is uiArunou HLA DRA4 (uacrirue s snoHcrrifi uonynxqii).
flcr'Ixi'IquqPl4ueHHr.
,[ycrce pid xo.' rilJrroq[saqii, curyranictr csiAolnlocri.
Hepsona cucrel\,Ia.

He,aacmo: nnyrpiurHrouepenui xponore.ri (V AeflKux BI{[aAKax - 3 JIeTaJIrHI{M uacrigxorra),

ronosHufi 6im, uapecresie, 3anaMopoqeHH.l.

,\ycrce pidxo: sr\,riua cMaKoBoro cnpufturru, arensi.e.

Opranu gopy.

Heqacmo:KpoBoretra n.qirruxy ora (ron'rouKTlrBrrJrbHa, oryJrrpHa, perunamHa).
OpraHu cnyxy ra secrr6yr.rpuufi anapar.
Pidxo: Bepruro.
Cyaprnni posrar[.
Vacmo: reMaroMa.

,\yuce pidrco.' TrxKa KpoBoreqa, KpoBoreqa 3 onepaqifinoi pa,tryt, nacxyrir, aprepianrna rinotengis.
PecuiparopHi. ropaKamHi ra MeaiacruHaruHi nopyuennq.
Vacmo: HocoBa KpoBoretra.

Iycrce pidxo: rpoaoreui 3 Ar{xurrrbHr.rx rursxis (xponoxapraHHfl, rereneni rponote.ri), 6pouxocna3u,
inrepcruqianurufi nnenuonit, eoruuo(f inrua unenuonix.
Tpannprfi rplrm.
Vacmo: mnyHKoBo-rrruxosi xponoreui, giapen, a6Aotttinamuuft 6ilr, Aucueucic.
Hevacmo: BLIpa3Ka rxJryHKa ra ABaHaAqgrunaroi KHrrrKII, racrpllT, 6lrorannx, HyAora, 3alop,
MeTeopu3M.

P id xo : perponepuroHeaJrbHr.rfi xpononurun.

Iptce pidxo: mnyuKoBo-xuurrosi Ta perporepr{ToHearrrui rponoreqi s JTeTIIJIrHLIM uacri4rou,
[aHxpearr,rr, ronir (aoxpervra BI{pa3KoBHir a6o rinatfoqurapuufi), crouarrar.
f enaro6iriapsa cucrenaa.

nycre pidxo: rocrpa ue.riHrona ue.qocraruicru, relarur, anouamui p*ynbraru norasHllris
Synrqii neqiuru.
IIIxipa ra niaurcipua rnirronuna.
Vacmo : ni,qruripHr.rfi xpouonurun.
H e q a c m o : Bvtcvfii, cnep6ix, nnyrpiurmoruxipni KpoBoBHnI,Inu (uypnypa).

Iyctce pidrco: 6ynrosui AepMarr{rr.r (rorcuunuft eni4eplratrcsuir uerporis, cHHApoM CriseHca-

.flxoucoHa, uynsruQopMHa epr.rreMa, rocrprft renepa-nirosaHufi eK3eMaro3Huit nycrytros (AGEP)),
auriouenporlr.rHufi na6pxr, epr.rreMarosur,rft a6o exclporiarusruir sucufi, Kpolr,rB'.f,HKa, cLIHApoM

MeAuKaMeHrorHoi rinep.ryrrunocri, Me.[HKaMeHrosHr.rfi Brdcr.Iu a eosuno$iriero ra cI{creMHLIMIr

nporBnMr.r (DRES S-cun4pou), eK3eM4 vepnouufi nrecratufi rutruafi .
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Penpo.uyrrunua cucreNra ra Moro.rHi :arosll.
Pidxo: riuexouacrix.
Kicrxoso-r\,r'sgosa cficreNra. cnonyqua rraHtaHa ra ricrrosi uoD)fiueuuq.

,\ycrce pidrco.' M'fl3oBo-cxereuri KpoBoBr.rnunn (rerr,raprpos), aprpr.n, aprpalrix, uialrix.
Huprn ra ce.ronuAiruHa cucrel,Ia.
Heqacmo: rerraatypix.

flyxe pidrco.' rnoMepynoueQpur, niAsLIueHHx pinHx xpearuuiuy n xponi.
3aramui nopyrueuus.
Vacmo: KpoBoreqa n ruicui nyurqii.
,\ycrce pidxo.' raprqKa.
Jla6oparopsi aocriaxeHux.
Hevacmo: noAoBxeHH fl, .vracy xponoreui, 3Hr,rxeHHfl ximxocri uefirpoQinin i rporur6oqnris.

floeiaoN,rreHHg npo ninosprcsaui uo6iqHi pearuii
flonilorranenHs flpo no6iqni pearqii uicrc peecrpaqii nircapcrxoro :aco6y Ma€ BaxJrHBe 3HaqeHHq.

Ue aae 3Mory rpoBoAr.rrr{ rrrouiropr,rHr cninsiAHo[reHH, ropncrr/pra3r,rK rrpx 3acrocyBaHui qroro
lixapcrxoro raco6y. MeAn.muu ra (laprrraqeBTlrtrHr{M npaqinuuxaM, a raxox uaqienra*r a6o ixnirra

3aKoHHr{M npeAcraBHurau criA uosiAoN{nflTr,r rpo yci nuuagrr nigospronauux no6iquux peaxqift ra
ui4cyruocri e$exrunuocri dxapcbKoro saco6y qepe3 Asror\,rarusoBiury iuQoprraaqiftuy cucreuy s

$apl,raxonarnx,qy 3a nocr.rJraHuau : https : //ai sf. dec. gov. ua.

Tepuin npudamruocml 2 poKLI.

He racrocoByBarn nicrq garinqenns rcprraiuy npr.rAarHocri, nxa3auoro na ynaxonqi

Ypronu r6epirauur
B opurinamuifi ynaronqi upn reMneparypi He errqe 25 "C.
36epirarn y HeAocryrrHoMy,qns,qireft laicqi.

Ynaxonxa.
IIo l0 ra6reror y 6nicrepi, uo l, 3 a6o 6 6nicrepin y naqqi.

Kareropin BlAn),cKy. 3a peqenrou.

Bupo6nurc.
Ily6rivne axqiouepue roBapLrcrBo <Hayrono-nupo6unvnfi {enrp <Bopuarincrrufi xirraixo-

Q aprraaqennr.rHufi 3aBo.q>.

MicqersaxoAxeHHs nnpo6nurca ra fioro aApeca pricqs [poBaAxenHr .qirnsnocri.
Yrpaiua, 03134, u. Kuin, nyn. Mrapy, 17.
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