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Cxnad:
dinua peuoruHa : ruronigorpenr;
I ta6retra uicrurr: rnonigorpeJlr y srrrrAi xnouigorperuo 6icynr0ary (y nepepaxynKy Ha 100 %
xnoui4orpem) - 75 rrar;

donouiacui pevoeuuu.' narpiro KpocKapMeJro34 rleJrroJrosa rrairporpucrali'nra, JraKTo3rr uouori4par,
onix praquroaa rigporeuiaorana;
rutiercoea o6oaouxa: rigpoxcunponirruetunqeJrroJro3a, JraKTo3r{ rraoHorigpar, TETaHy Aioxcr,rA (E l7l),
rpr{aqerrru, xapuiu (E 120).

Jlixapcrra Qoprua. Ta6nerxx, nrpuri ndsrosop o6ononxoro.
Ocuoani Qisurco-xiuiqui enacmueocmi:ta6rerru xpyrnoi (lopuu 3 ABooryKnorc roBepxHero, nrpuri
rtrtisronorc o6oronrorc poxeBoro KoJrbopy.

OaprvraxorepareBTrqua rpyra. Aururpou6ou.rui saco6u. Koa ATX B0lA C04.
@ opnaxon oz irt ui on acmue oc mL
@apuaxoduuauirca.
Mexanislr aii. K-nouiaorpeJrb - qe uponixu. OAun is N,rera6oniris Kroni.qorpeJrro e iHri6iropou
arperaqii rpolr6oqurin. Ir,fi yrBopeuHfl al(rr{BHoro rvrera6oniry, txuir upurni.rye arperaqiro
rporr,r6oqurin, xronigorpenb troBHHeH 6iorpaucr[opMyBar[rcfl uia .qiero Seprraeurin rrnroxpoMy
CYP 450. Axrunuuft ruera6odr rnouigorpemo ceJreKrr{BHo upurui.rye 3n'x35maHrr
aAeHo3r.rHAr.rQocQary (A/{O) s ftoro P2Yrz-pelerrropaMrr Ha rroBepxni rporra6our.rry ra rroAzrrrbrrry

MO-irayKoBaHy arrrsaqirc KoMrrJreKcy rnirouporciny IIb/IIIa i, raKrrM nr{HoM, npurniuye
arperaqirc rpou6oqr.rrir. OcrinrKu 3r'r35rn:urH{ e neo6oporurnu, rpou6oq}rrr,r, ulo Bcryrrunu y
ssaerdoAiro e xronigorpeJreM, 3aJrr{urtuorrcs s[,riHeHHMH B[poAoBx ycboro uepio.qy ixnroro xI,ITr.s
(xruft crzlHoBr{rE npr6mrsno 7-10 anin), a aiAuonreHHc HopMaJrbHoro (pynxqiorynaunx
rpolrt6oqutir ni.q6yBaerrcfl si msfiAxicrro, ,Ka ni.quosiAae msr.rAxocti oHoBJreHH, rportr6oqudn.
Taxox npnrniuyerbcs arperarlir rpou6oqurin, cnpuqr,rHeHa inruurrru aronicrauu, xpiu A,{O, aa

paxyrroK Toro, rqo flpertapar 6noxye amunaqirc rporr.r6oquris snninrHeunrra A,{@.
Ocximru arruuuufi ruera6odr yrBoproerbcs uiA 4iero (peprraeHris ql{roxpoMy CYP 450, Aesxi s
,Kr{x e nonir'rop$nzun a6o npurHiuyorr,c.f, irrruuun airapcbxrlMl,I saco6aun, ne n ycix uaqiesrin
BHHlrKae Aocrarue npuruiueuH, arperallii rporra6oqurin.
Oapr*aaro.uHHaN,ri.rHi eaberr[. 3 nepuoro .qH, 3acrocyBaHHr y noBropHrax Ao6oszx Ao3tx 75 rrar

rperapary Br,rsBrf,erbcs cyrreBe ynonimueuur A,{O-inAyxonauoi arperauii rporrr6oqnrin. I{r gix
rporpecr,rBHo rocrrJrroerbcr i cra6inisy€rbc, rraix 3 i 7 A*rsvr:a. flpu pinuoBaxHoMy craui cepe,qHifi

pinenr npururiveun, arperarlii uia aiero ao6osoi Aosr.r 75 rvr crauoBurb sia 40 ao 60 02. Arperaqix
rporta6oqnrir i rpuranimr rpororeui noneprilrorbc.s Ao fioqarKoBoro pinur y cepeAHboMy rlepe3

5 anin uicrs npI{nI,IHeHHr rixynamrr.
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KriniqHa e0exrrnHicqr ra 6gsnexa. Besnery ra e$errnsHicrr xnouigorpemo ouinronanu y xo4i
7 no,qsifiHr.rx crinr,rx AocniAxeub, y ffKHx B3rJrr{ fracrb rroHaA 100000 naqieurin: AocriAxesru
CAPRIE - nopinnxnns KnoniAorpeJrro 3 arlerrurcariqurosoro Kr{cJrororo (ACK), i Aocni.qxennf,
CURE, CLARITY, COMMIT, CHANCE, POINT ra ACTIVE-A, ulo uopinurcnanu rroni,qorpear i
unaqe6o, o6[Asa s xoM6iHarlii s ACK ra inruorc crzrrrAapruorc repauieio.
IH0apm rr,rjorapa.a flM). incy{rrr. ug craJrracs H.euoaanFo, a6g scr?HoqreHe g?xsoprcsagxs

nepn(bepy.rHr.rx aprepifi. Y AocniAxeHHs CAPzuE 6yno BKrrroqeHo 19185 xBopLIx Ha

areporpoM6oa, upoxroM rKoro 6ys Herqo.qasHifi in$apxr uioxapAa (< 35 anie rorray), HeqoAasHift
iueruiqurfi incynrr (sia 7 mrin Ao 6 raicsqin rorray) a6o BcraHoBJreHe 3axBopIoBaHH,
nepur[epu.urrx aprepifi (3IIA). flaqieHtlr 6ynr,r pau4olvrisonaHi An orprMaHnff KJrori4orperto no
75 urlyo6y a6o ACK 325 urlto6y, uicne qoro BoHr{ uepe6ynanra ni.q crocrepexeuHffM rit I ao
3 porir. Y uiarpyni in$aprry uioxapAa 6inrmicrr narlienris orplrMyBarru ACK y ueprui rimxa
guin nicnx po3Bl,rrKy iu$aprry rraiorapAa.

Kroni.qorpem nopinruno s ACK gocronipHo 3HHxyBaB qacrory po3BHTKy HoBlrx irueMi'IHrx uoaifi
(xorr,r6iuonaua riuqesa roqKa, sxa cKrraAantacfl s ixrlaprry uiorapAa, iueMi.rHoro iucynrty i
cyAr{Hrroi crrrepri). flpn uponeAenui ananiay niAuori.uuo Ao rpu3HaqeHoro Ha floqarKy Aocrigxeuux
nircynauux cnocrepirarocs939 uoaift y rpyri xnoni4orpemo i 1020 noaift - y rpyri ACK (siaHocHe

3Hr{xeuxfl prr3r.rxy (B3P) - 8,7 yo, [95 % !l:0,2-16,4f; p:0,045). To6ro sa roxui 1000 nalrientin,
xxi niryranuc ,2 poru, AoAarKoBo ao l0 [,(I: 0 - 20] rarlieHris yur{KaJrr{ po3BrrrKy nosoi iuer,ri.Iuoi
uo.qii. Ananis saralruoi rerarurocd sK nropuunoi xinqenoi TorrKr{ He Bu.gBuB 3uarrHr.rx

siAMirnocrefi uix rcpanierc xnouigorpeuer',r (5,8 %) i ACK (6%).
Auanig uiarpyn sa siAuosiAHilMl{ 3axBoproBaHHrrur (inQapxr uioxapAa, iuer'aiqnnfi ixcyrrt i 3IIA)
rroKzBaB, rqo safi6imurft e([exr (rqo AocsraB crar]rcrr4qnoi AocronipHocri rp]r p = 0,003)
cnocrepirancx y uaqieuris is 3fIA (oco6Jrr,rBo y rrax, xro nepenic iur[aprr rtrioxapaa) (B3P: 23,7 Yo;

,,{I: 8,9-36,2), rraeuruul:i eQexr (qo,qocronipno xe ni4pisnsscs siA er[erry ACK) MaJIu naqientr s

iucymrou (B3P: 7,3 o/o;,{I: -5,7-18,7 fp:0,258]).y naqiesrin, BKrrorreHr.D( y AocrIiAxeHIL Ha

niAcrani rimxu HeruoAaBuo [epeueceHoro iur[apmy uiorapAa, BrrJrr{B xnouigorpemo 3a
qucerLuuMu [oKa3Hr{KzlMH 6yr MeHItr[rM, urc rrpil IIboMy nin crarr{crr{rrHo AocrosipHo He

ni.qpisuxrcr rig nnmrny ACK (B3P = -4 Yo; \l: -22,5-11,7 [p:0,639]). Kpiu roro, auarlis uiarpyn
xBoprx pisuoro nixy csirurr, rqo cilprsrnuBuft e$em rnonigorpenro y uaqientis siroM siA

75 porin 6yn uux.ruu, uix y naqieuris<75 poxin.
Ocximru uoryxuicrr Aocrirxesns CAPNE ue 6yna AocrarHboro, rqo6 oqisuru e0exrrannicrb An
oKpeMr.rx uilrpyn, 3aflHrtraerbc, He3po3yruirru, .nr Aifturo icuyrorr ni,qruisuocti y niguocuoMy
snr.rxeuHi px3rrrry Ar.f, xBopr,rx is pisuurr,rn saxnoprcBaHHsMl,r, uu pisnraqx 6yra nuua4KoBolo.
focrpnfi xopoFapHuft cnnAporvr. Y,qocni,qxeHns CURE 6yto nxrrcqeHo 12 562 naIIieHrI{ 3 rocrpl{M
KopoHapHr.rM cr{HApor'roM 6es nilfionay cenr,leura ST (necra6inrHa creHoKapAix a6o iu([aprr
uiorapAa 6es uarororiqHoro sy6q, Q), r xrux ga ocranni 24 ro4usu cnomepirancr HarI4A 6olro n
rpyAflx a6o cuunrour imeuii. Y naqieurin 6ynu sr,riuu na EKf, tuo csiA.Iarb rlpo uony iueuirc, a6o

niAsrqeHH, aKrHBHocd cepuenux (peplrenris a6o rponoriny I .rr T uiuirr,tyr"r yasiqi uopirnxuo s

Br.rqoro Mexerc HopMr. Xnopi 6ytru pan4ouisoaani Nw, orpuMaHrrrl xnouitorpenro
(uanarnaxyBiurbua Ao3a - 300 rr,rr, noriu - 75 urllo6y, n:6259) a6o unaqe6o (n:6303), o6u.qna y
xortr6inaqii g ACK (75-325 rrrr 1 pas na .qo6y) ra iuuoro craHAaprHoro repaniero. Tpnnanicrr
dryranur 6yna go I pory. V .qocdaxenui CURE 823 (6,6 %) uallieHrll orpl{MyBtull{ raxox
cyryrHrc repaniro aHrarouicrorra rnixcuporelnosux peqeuropin GPIIb/IIIa. Binru nix 90%
uarlieuris orpr,rMyBrrJrlr relaplrHr. Taxa cyfiyrHtr repanix crarl{crl{tlrro gocronipHo He BrJrI{BaJIa Ha

nignocry qacrory Br{Hr.rKHeHH.ff KpoBoreq upu drynauni xnoniAorpeJreM i nrarle6o.
Kinrxicru uardenris, sri Aocsmu [epBaHHoi riuqesoi roqKu [cepqeno-cyAl{Hlra cMeprb (CCC),
iu([aprr uioxap,ua (IM) a6o iucynrr], crzuroBr,rrra 582 (9,3 %) y rpyri xnonigorperuo i 719 (11,4 yo)

- y rpyri nraqe6o. Bi.quocse 3HHxeHHfl pr{3r.rKy cranoBlrJro 20 % (95 % AI l0 %-28 %; p:0,00009)
,qJrr rpyru rnoni.qorpemo (17 o/o - npu KoHcepBarHBHoMy rixynauui, 29 % - tKIrIo naqieurana

rrpoBoAr{Jracb rrepe3ruripua rpaHcJrroMinamua KopoHapHa anriouracu{Ka 3 a6o 6es BcraHoBJIeHHt

creHTa i l0 % - ,Krqo irra uponogr{Jrr.r aoproKopoHapue rrryrrryBauHr). flouepe.qxeHu, po3BLITKy

YsroAxeHo 3 MaTepi

peecTpaqiftHoro



HoBlIx cepueBo-cyAHHHID( rloAifi (nepnnnua riHqesa ro.rra) ri.q6yBanocr s ni4nocHr{M 3HrrxeurrrM
pr,lsuxy, rKe craHoBsno 22 % (!l: 8,6-33,4),32 % (!l: 12,8-46,4),4 % (!l: -26,9-26,7),6 yo (II: -
33,5-34,3) i 14 % ([I: -31,6-44,2) y nepio4n 0-1, l-3, 3-6, 6-9 i 9-12 rnricsqis AocriAxeuns
siAnosiAuo. To6to qepe3 6inru six 3 Micsqi rirynanur cnprrf;rJrrrBrft et[err, ruo crocrepirancx y
rpyri rnoni4orpenr + ACK, 6irurue He 3pocraB, a pust4K KpoBoBlrJrr{sin sanuuancr (4un. pos4in
<Oco6rnnocri sacrocynauue>).
3acrocynauHs Knoni.uorpeJlro uiA'rac AocniAxeuns CURE 3gr.rxyBaro uotpe6y y racrocyaanni
rporrr6onirurffioi tepauii (B3P : 43,3 o/o; fi: 24,3-57,5 o/o) n inri6iropin r.nixonporeihoarx
peqenropin GPIIb/IIIa (B3P : l8,2Yo; [I: 6,5-28,3 %).
Kinrricrr naqieurin, sxi Aocsrru roru6iuosauoi uepruuuoi rirqesoi ToqKr{ (CCC, IM, incynrr a6o
pe$parcepna iuerr,rir), craHoBlrrra 1035 (16,5 %) y rpyri xnonigorpemo i 1187 (18,8 oZ) y nrarle6o-
rpyri. BiAuoore 3HHxeHH, pr{3r{Ky cKrrruo 14 % (95 % Al: 6-21 %o, p:0,0005) y rpyui
rroni.qorpenro. Taxnft eQerr 6ys gge6irrltroro 3yr\(oBJreHr{ft crarxcrnqHo 3Hatryrqr,rM 3Hr.rxeHnslvi
qacroru Br.rHr{KHeHHtlM1287 (4,6%) y rpyri rnonigorperro i 363 (5,8 %)y rpyni nraqe6o].3rraisu
qacroru roBTopnr{x rocniranisarlift s [praBoAy secra6inr-xoi crenoxapaii ne cuocrepiralocr.
Pesyrrraru, ogepxaui y rpy[ax uaqieurin ir pisnurran xapaKTepr.rcrrrKzrMr{ (Hanpnuaa, necta6inura
creHoKapAis a6o IM 6es uaronori.nroro sy6qr Q, piaexs pr{3r.rry ni4 nraarxoro Ao BlrcoKoro, Aia6et,
neo6xianicrb peBacKynrpusaqii, BiK, crarr), s6iraflucc 3 pe3yJrBTaraMr4 [epBr{Hnoro axaniay.
3oxpeua, ,uoAarKoBr{ft ananis 2172 nuieHrin (17 Yo siq yciei rpyun naqiegris CURE), xxuu 6yno
BcraHoBJreHo creHT (Stent-CURE), uorasan, ulo upu nirynauui xrouigorpeaeu, nopiauruo s
nnaqe6o, cuocrepiraerBc, 3uaqyrqe B3P (26,2 oA), tqo cniA.rurb Ha Kopr{crb xnouigorpeJllo y
flonepeAxeuui posnurry [epBr{HHoi xinqesoi TolrKH (CCC, IM, incynrr), a taxox auavyule B3P
(23,9 %) gnr 4pyroi xoM6inosarroi neparunoi xirrlenoi roqrn (CCC, IM, incynrr a6o pe([paxrepna
irueuir). Binrme roro, npo(fim 6esnexu uoniAorpeJrro y uifi uigrpyri uauienris He BuKJTI{Kae

sirxnx oco6nunux 3ayBaxeHb. Taxuu qr,rHoM, pe3ynbrarn .uoAarxoBoro ananisy rpyfiu uardeutin
s6irarorrcs 3 pe3yJrbraraMlr Bcboro,qocni.qxeur.fl.
Cnpuxrnunufi e$err xnoni.qorpemo 6yn npoAeMo:rcrponauuft He3ulexHo sia orpHMaHH,
HesiAuaAHoro ra AoBrorplrBaJroro dryrauur iuuuuu ceprreBo-cyAIIHHI,IMI{ saco6aMl,I (taruuu xr
reuapuu/ru3bKoMorreKynrpnnft reuapr,rH, inri6iropn mironpoteiuonrx peqenropin GPIIb/IIIa,
nini4osrurxyro.ri npeuaparu,6era-6toxaropu ra inri6iropu AIIO). EQerrunnicrr r-uoni,qorperllo He

3,urexana siA AosE ACK (75-325 rur I pas ua ao6y).
Y uaqieurin ir rocrpuna IM s niAftoN{oM cerMeHra ST oqintosail{ 6esnexy ta ei[ertusuictr
xloni4orpemo y ABox pangorraisoBrur[x, unaqe6o-xoHTpoJrboBaul.rx, noAsifiHux clriuttx
AocriAxennsx CLARITY (CLARITY PCD i COMMIT.
Y aocni.qxennx CLARITY 6ylo BKrroqeHo 3491 narlieHr, y sKrlx rporsroM ocraunix 12 roAlrH
sia6yBcs IM g niafioMoM cerMesm ST i 6yna 3arrnaHoBarra repanir rpor"r6onitlrtlHl{Ml{ gaco6aur.

flaqieurr oAepxyBaJru xloniAorpeJrb (300 ur HaBaxrorynanruoi Ao3rI, uoriu - uo 75 ur/go6y,
n=1752) a6o uaqe6o (n:1739), o6ugra - y xorra6isaqii s ACK (nanauraxyBtulbHa aoga - 150-

325 r,ar, nicrr qoro - ro 75-162lrrlgo6y), r[i6punonirurrul.IM areHroM ra y pati neo6xiAnocri - s

renapr{HoM. floAanrue crocrepexeun, sa uaqieHraMr{ Tpr{BaJro 30 anis. flepnuuuoro xinqenoro

To.rrorc 6yna oxmogis uonosgauoi s inSarroru aprepir, BI,IsBreHa ua auriorparui uepeA BLI[ucKoro 3

ruiniru, leranrnrfi uacd.qox a6o pequaun IM repeA rpoBeAeHHtM (opoHapuoi anriorpaSii. fux
uaqiesrin, flKHM rre flpoBoAr{nacr arriorpa([ix, uepnnnHolo riHqesolo rorlrorc 6yn neranrruft
nacniAor a6o peqngun insapmy ruiorapAa ao 8 ao6n a6o Ao BrrurrcKll s Kriuixu. Y rpyni naqieutin
6yno 19,7 o/o xinox, 29,2 o naqienrin > 65 porir. 3aranou 99,7 yo naqientis orpHMyBuuII{

Si6punorirrarn (Qi6punocuequ([iqni - 68,7 oA, (ri6pnnonecueqra$i.*ri - 3l,l Yo), 89,5 Yo -
rerapuu, 78,7 yo - 6em-6loKaropl{, 54,7 yo - inri6itopr.r AIIO i 63 % - crarl{Hl{.
flepnunnoi risqenoi TorrKE Aocsrru 15 % uaqieurin is rpyun, ulo orpLrMyBaJIa rnouigorpelr, i
21,7 o is rpyura, uo orpr{MyBzura uraqe6o. Taxrnu q}ruoM, a6corrctrre 3H}rxeHH, cKJraJIo 6,'1 o/o i s
uepeBarorc 36 %o sa Koprrcrr xnoniaorpemo (95 % !l:24-47 oh; p < 0,001), B ocHoBHouy y sn'xsry
si grueHurerrHrM Br,rraAxis po3Brrrrry orurrcsii aprepii, non's3aHoi s inSaprtorrl. Tara uepeBara
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crlocrepirulJlacfl, y Bcix flo[epeAHbo Br3rarreHrD( ui.qrpyfiax naqieurin, posnoginerux 3a nixona,
crarrr), norarisalliero iuQapxry i nngou orpr{MyBaHoi repanii $i6puHoniTr,rKtrMr{ a6o reuapuHaMr{.
Y uiarpynoBoMy auanisi CLANTY PCI 6pwru )nracrE 1863 uaqiegrlr 3 IM s ni.qfioMoM cerueHra
ST, rxi nepeHecirlr .reperruxipue KopouapHe BTpfrannx (rIKB). Y uaqierrrin, xri orpuMyBarrlr
HaBaHraxyBturbHy Ao3y (HA) 300 rrar xnoni1orperuo (n:933), cnocrcpirarocc 3HaqHe 3HHxeHHt
qacrorll ceplleBo-cyAunnoi cuepri, IM a6o incynrry nic.rs rtrKB uopiauflHo 3 rr{Mr{, xro orpr{MyBaB
uraIle6o (n:930) (3,6Yo IIpH rorepeAHboMy nixynagHi rnouilorpeneM rporu 6,20/o upu uraqe6o,
OR: 0,54; 95% [l:0,35-0,85; p:0,008). Y naqiesrin, xxi orpr,rMyBaJrr4 HA 300 rr,rr xlonigorperno,
cnoctepiranocfl 3Haqne 3HI{xeHIrt qacrorrr ceprleBo-cyAuunoi crrlepri, iur[aprry uioxap4a a6o
iucyrrry rporrroM 30 anis nicr.f, rIKB uopinHflHo 3 rlrMr{, xro orpuMyBaB rrJraqedo (7,5o/o npu
rorepe.{Hborray rixynaxui rnoniAorpeJreM rporrr 12,00 rpu rrrraqe6o, OR: 0,59;95Yo !I: 0,43-0,81;
p=0,001). OAxax, ufl cKJIaEena riuqena rotrKa npr oqinqi s saramuifi uonylxqii aocdaxennt
CLARITY ne 6yna crarucrrtlro 3Hatryqoro sK BTopr{HHa xiuqesa roqKa. He cuocrepiralocr
cyrrenoi piauuqi s .ractori BeJIIIKI{X a6o uarrax KpoBoreq rraix o6ol,ra MeroAaM[ lixynanur (2,0yo
lrpu uonepeAHboMy rixynanui rcnouigorpeJreM rrpora l,9Yo rpH ronepe.qHboMy nixynaHui ulaqe6o,
p>0,99). Pesymtarn llboro auanisy nigrnep4xyrorb paHne 3acrocyBaun, HaBaHraxyBanLnoi.qogu
rnouigorpeJrro rpr inr[apxri rrrioxap.ua g uiAnuqeur,rM cerMeHToM ST m crparerirc pynauuoi
uonepeAHboi repauii uonigorpeneM y naqieuris, xri nepeuecnu rIKB.

,.(norlarropnnfi gusafin .qocriAxenns COMMIT axrro.raB 45852 narlienru, y ,Klrx fiporflroM
ocrauuix 24 roxutt cnomepirarocf, BrdHr{KHeHH, cr{Mnrouin, sri Aossor.frorr gauiAospuru IM, qo
ni,qrnepprryerbc, riAxrmeunrur ni4 HopMr{ uoragnr.rris EKI (Hanpr{KJraA, ui,qfiorra vu genpecir
cerMeury ST a6o 6roraAa nisoi Hixo(u r) rKa lica). flaqienru orplnMyBtulr x.nouigorpetr
(75urlrc6y,n:22 961) a6o uraqe6o (n:22 891) y rou6isaqii g ACK (162 urlrc6y) upormorr,r
28 anis a6o .qo Burrr{cKr{ s nirapni. KoM6iHosaHurr,rfl nepB}rHH}rMra rinqesul,rr rouxaura 6yr
leranrnufi sacdAor s 6yAr-rxoi rpurrr{Hr{ i uepmufi pequ,qr{B iuQaprry rr,riorapAa incynrr a6o

reranruufi uacri,qox. Y rpyni narlienris 6ylo 27,8 o/o xinox, 58,4 yo narlieHtin > 60 porin (26 %
2 70 porin) i 54,5 o/o naqieurin, xri orplrMyBarln Qi6punodrrru.
Knoni,qorpeJrb crarr{crr{quo.qocroaipuo 3Hr,Drq/BaB si.qnocH}rfi pH3I,rK po3B}rrry JIerzIJIbHoro nacni,qry
s 6ylr-rxoi npu.ruHn sa 7 %o (p : 0,029) i nignocuuft pusnx xou6inaqii peqlrAr.IBy in![aprry,
incynrry a6o reralrsoro uacdAKy Ha 9 % @: 0,002), ulo siAuoaiAae a6co.ruorHoMy 3HI{xeHHIo Ha

0,5 yo i 0,9 yo siAnosiAHo. Tarnfi e(ferr cnocrepiraBcs. y naqieHris pisnoro eiry i crari nesarexHo
nig uprafiorr,ry Qi6puuoniflixis i cuocrepiraBcs upor.f,roM rreprlrux24 rclnrt.
HasaHraxyBaJrbHa losa Kronilorpelro 600 r\,rr ms uauieHrin g rocrpNl{ xolouapH[lrl cuH,[poI\,IoM.

srmr{ npono.u-fiTb rIKB

,[octtidcrceuun CURRENT-OASIS-7 (<3acmocyeaHHn onmutu cubuttx dos tilonido?penrc ma acntpuuy

dnn sueuweuun pequdueie. Opzauisaqin z oqiurcu cmpameziil npu irueuiuutu cundpoJvtax, 7 eepcint)
I{e paugonrisosaHe Qarropianrue AocriAxern, BKrrcqaro 25 086 oci6 s rocrp}rM KopoHapHI{M

crrHIpoMoM (fKC), xKEM 6yno rpu3HaqeHo panHe rIKB. flaqienrin BLITaAKoBI{M q}IHoM

posno4irulr{ Ha rpyru 3 3acrocyBanrrflM noxsifiHoi losr (600 rr.rr y l-fi AeHb, notitvt 150 rrlr y 2-7-nt

gui, uoriu 75 rr,tr ua ao6y) uopinnruo ia sacrocynaHrrrM craHAaprHoi Aogll (300 ur y 1-fi .4eHb,

uorirr,r 75 rrar Ha ao6y) uonigorpeJrro ra nucoxoi aosu (300-325 ur ra .qo6y) a6o nrsrroi aosr (75-

100 nar na.qo6y) acnipuny. 24 835 3apeecrpoBauuu uaqieHraM s fKC 6yno uponeAeHo KopoHaplry

auriorpa(piro, a 17 263 rrulie*trarr,r 6ylo rpoBeAeno t{KB. y 25 086 uarlienris, xri 6parru fracrb y

AocriAxenui, cnocrepiranacs no.qi6na qacrora ceplleBo-cyAunnoi cuepri, inQapmy rraiorap,ua a6o

iucynrry (4,2yo upu upuftonri x-noni,qorperrro n .qosi 600/150175 Mr rporu 4,4%o npu npnftor"ri

xnoni.4orperrlo B tozi300175175 v,r, BP 0,94; 95% Al 0,83-1,06; p:0,30).3na'mi rponoreui
qacrime cnocrepiralrctr rprr upur"rorr,ri xnouigorperllo B aogi 600/150l75ur (2,5 %) uopinn.f,Ho 3

Ao3oro 300175175 r'ar (2,0 yo),BP 1,24;95%!l:1,05-1,46; p:0,01.
Cepe,q 17 263 uarlienris, flKrM rpoBoAr{nu rfKB, nopinn.eHo ai craugaprHolo Ao3oro, noAsifrHa Aosa

x.nonigorpeJrrc 3Hu3r{Jra rracrory nepruuuoi xiuUesoi ToqK}I (3,9yo [porl,I 4,5Yo, cKop[roBaHufi BP :
O,86,g5yo Al0,74-0,99, p : 0,039) ra 3uarruo 3HrlsuJra rpou6os creura (l,6yo uporu 2,3yo, BP: 0,68;

: 0,55-0,85; p: 0,001). 3Hawri xponoreui qacriure
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crauAaprnifiAosi xnonigorpeno(l,6Yo rpoTr{ l,lyo, BP = 1,41,g5o AI 1,09-1,83, p:0,009). y
IrboMy AocJIiAxeHui nanalrtaxynulbua Ao3a KJro[i4orpenro 600 rrlr [poAeMoHcrpyBana cra6inruy
eQexruauicrr y naqienris aixoN,r > 75 poxia ra naqienrin sixoM < 75 poxin.
,[ocatdcrceunn ARMYDA-6 MI (<Aumumpoufloqumapna mepanin dnn sueuueHHa nouKodcrceuun
aioxapda nid vac axeioruacmurcu - tufrapxm uioxapda$
Y qrorray pangorr,risoBanoMy, [pocreKTr,rBHoMy, uixuapognouy, 6ararorleHTpoBorvry gocrigxenghr
oqinrcnanu uorepeAne airynanur ruroni4orpenerra y H! 600 ur nopinxxuo s 300 ur uonigorpeJrro
rtpu repuiuonoruy rIKB 3 rp[rBoAy IM s uigfiorr.rorrl cerMeHra ST. flaqienrra orpuMyBaJrr.r
xroui4orpem y H.{ 600 ur (n:103) a6o r.noni,qorpeJrb y HA 300 ur (n=98) repeA rIKB, anoriu no
75 rr,rr/aao6y 3 rH, uiclx rpoBe.qenufl 9KB ao I poxy. Y uauienrin, mi orpr.rMyBaJrr.r rroni.qorpeJrb y
Hrq 600 Mr, cflocrepirascs 3uaqro ueumrft posrr,rip inQaprcry nopinnmro 3 T]rMrr, xro orp]rMyBaB
uoni4orpem y H.{ 300 ur. Oqinra < 3 sa urKaJroro nepQyaii TIMI nicrs gKB upn H.( 600 rr,rr
cuoctepiranacr piArue (5,8o rporll l6,3yo, p : 0,031),6yta roxparqeHa OBJIIU npx nuuncqi
(52,1 + 9,5 yo rlporl{ 48,8 * ll,3 yo, p = 0,026), a rporrroM 30 anis cepfiosurx no6i.urux ceprleBo-
cyAI{HHI{x ,BI{I{ 6ylo ueuue (5,8 o/o nporu 15 yo, p : 0,049). He cuocrepiralocs g6imueHrs
.racrori xporoteui a6o ycua4HeHb y naicqi BBe.qeHH, (nropunni xinqeni TorrKr,r na 30-fi 4em).
,[ocnidcrcennn HORIZONS-AMI (<fapuouiruqia psynbmamie peeacnynapusatqtl ma *cmaHo*teHHt
cmeumie npu zocmpoay infiapxmi uiorcapda>)

Ue.qocniaxeHllt 3 auoctepiopHfitr{ aHaflisoru 6yno [poBe.qeHo Ars orlinroBaHu.f, Toro, qu sa6esneyye
Ifl 600 Mr IITBLI.qEe ra cI,IJIbHime upunriqeHH.s axrnsarlii rporr,r6oqurir. flpu rpoBe.qeHHi auaniey
oqiHrosaml BnJII{B HA 600 ur uopinnrrro 3 300 rrar na 30-geuni xniniqui pesynrmru y 3311
nallieHtis 3 ocnoBHoro AocriAxesur (n: 1153; rpyfla HA 300Mr; n :2158; rpyra H.{ 600rrar)
nepeA Karereprnallieio cepur 3 roAirJrbrtroro Ao3oro 75 urlgo6y uporsroM > 6 rraicsqin nicns
BHIITTcKI{. PeaymtarN rlpoAeMoHcrpyBrrJrrr 4ocronipno rux.ri 3O-aeuni (6ee roperqii) uorasnrxu
cMeprrlocri (1,9 % rporlr 3,1 yo, p : 0,03), uoBroprroro inr[apxry (1,3 Yo rrporr{ 2,3 oA, p:0,02) ra
HarIBHoro a6o ftuoriprroro rpoM6osy creura (1,7 Yo nporu 2,8yo, p : 0,04) rplr 3acrocynanHi H[
600 ur 6es sulqoi qacroru KpoBoreq. 3riano s 6araro([amopur{M ana[isoNd HaBaHTaxyBanEHa Ao3a
rnoui4orpenro 600 ur 6yra He3zuIexHI{M [peA]rKTopoM 3H[xeHHs rracrorr,r cepfioaunx ne6axanrx
ceprteBux nBr{rq rpornroM 30 anis (BP 0,72 195 % AI 0,53-{,98], p : 0,04). tlacrora BerrrrKra(

KpoBorerl (ue uon'rsaHrx 3 aoproKopoxapHuM rrryuTyBaHnrrr,r) cranosuna 6,1Yo y rpyni Hr{ 600 rrar

ra 9,4 % y rpyri HA 300 Mr (p : 0,0005). rlacrora He3HaqHrD( KpoBoretr cranoBuJra ll,3 yo y rpyri
HA 600 Mr ra 13,8 oA y rpyd HA 300 Mr (p : 0,03).
Y ueraanaris (Vyas et al., 2014),qnc oqiHKu rnini.nroi repeBafl{ H,( uouiAotpeJrro 600 ur y
uaqienris s IM s niAfiouou cerMeHTa ST m [poBeAeHrurM 9KB 6ylo BKJrroqeHo Aani Aen'gru
Aocri,qxeur, ouy6niroBaurD( y nepio.( s 2009 no 2012 pir. OoroBHr{Mr{ rinqesuMr.r roqKaMr.r

eQexrrnnocri ra 6eauexu 6ynu cepfiosHi He6axaxi cepueno-cyArauni sat4r\a i remaxi rponorevi.
,{omoaipne 3MenmeHnx cepfiosnrx ne6axaurD( cepqeBo-cyAr{HHrD( trBHrq cnocrepiranoc, rrpu
3acrocyBauHi HI 600 rr,rr (BIII 0,75; 95 % A10,63-0,91; p:0,003) uopinuxuo 3 Ao3orc 300 rrrr 6es
g6irrmeus{ pr{3r.rKy po3B}rrKy cepftosurx KpoBoreq (600ur [89 snuul y 3551 uaqienr4 2,5Yolra
300 rrar [63 xnrarqa y 2796 narrienris, 2,25 o/o7; BIU 0,84; 95 % A10,60-1,16; p:0,28).
Y rrreraauarisi (Siller-Mafula et al.,20l l), rxrfi BKrrotraB 5 paH.qol\,IisoBaullx ra 2 ruepanqoMigosaHi

AocriAxeHns, nopinuroraru HA uonigorperuo 300 rrrr (n:l I 148) ra 600 ur (rl-l4 235) y
naqierdn, flKrrr upoBo.wrJru rIKB. 3ararou HA 600 ur 6yra uos'r3aua si guuxeHrfr\,r rilpocsoro
prmlrKy cepfiosrrrrx ne6axanrx ceprleBo-cyAr,rHHrrx .f,Brrrq sa 34% (BP 0,66;95% N 0,52-0,84;
p < 0,001). HA 600 ur xloniAorpeJrro He 6yra iloB'r3aHa g ni,qnnqenl{M pLBuKoM po3BI{rKy

BerruKr{x KpoBoreq (BP 0,91;95 o/o AI 0,73-1,15; p: 0,44).
Tpusare (12 Micsuin) sacrocyBaHH, KroniAorpeJtro nauig$ralr s IM s uiafioMol{ cerMeHta Sf u.lcrs
I{KB.

,\ocnidcrceuun CREDO (<I0rcnidozpenu dnn 3ileHtaeHHn uedacrcauux rsut4 nid vac
cnocmepeilceuun>).
I{e pangorraisoeaHe uoAsifiHo cnine nnaqe6o-xorrrpoJrboBane AocriAxeHHfl 6yro upoaeAeHo 3

(12 rraicxqin) rixynauux
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2ll6nauienrin 6yru pangorraisonaui Ans orpr{MauH, H.( 300ur xlouigorpenrc (n:1053) a6o
nraqe6o (n:1063) sa 3-24 roAHHrr ao IIKB. flicns rlboro sci uaqieurfi s o6ox rpyrrax orprrMyBawr
uouigorpem B Aosi 75 urlrcfy ,qo 28-ro Ans. 3 29-ro AH, .qo 12 rr,ricsqin naqieuru B rpyri
xlouigorperuo orpI,IMyBaJILI KJlofligorpenr s Aosi 75 urlgo6y, a B Kourponruifi rpyfli - nnaqe6o.
O6nani rpyru orpr.rMyBrurr acnipun [porflroM ycboro.qoctiAxesur. gepea I pix npu sacrocynauui
rnouigorpeJllo cnocrepirarocr 3Haqrre 3Hr{xeHHff xorra6iuosaHoro prrcnxy cuepri, IM a6o incynrry
(nignocne 3HI{xeHH.f, ta 26,9 Yo, 95 % Al 3,9-44,4; p:0,02; a6colrorne 3HHxeHHr ua 3 o/o)

uopinuruo s nraqe6o. 3na.nroro s6iDrtreHHf, qacrorn BeJrHKr{x KpoBoretr (8,8 yo rrpr{ 3acrocynanni
uoni.qorpenrc rporr,r 6,7 o rpr{ 3acrocynauni uraqe6o, p:0,07) a6o nesua.rHr.rx KpoBoreu (5,3 o/o

rpr.r 3acrocynauni rnoni.qorpeJlrc rporr{ 5,6yo IIpH 3acrocynanni nraqe6o, p:0,84) qepe3 I pir ue
cuocrepiralocr. OcnosHurd BlrcHoBKoM 3a pe3yJrbraraMr,r rlboro AocliAxesnr e re, rqo
rpoAoBxenur upufiouy xnoni,qorpeJrro ra acnipuuy fiporflroM ulonafiueurue I poxy rpr.r3BoAurb Ao
crarr{crlrrrrro ra xrini.rro 3Haqyrqoro 3MeHIueHIL ocuoBuux rpou6orlltlul{x.sBuru.
,\octridcrceuun EXCELLENT kEfuexmueuicmu cmeumie Xience/Promus ma Cypher uqodo

3ileHweHHn nisuix smpam nicnn cmerumyoaunnt).
I{e upocneKruBHe ni4xpnre paugouisosaHe Aocri.qxeHrrr 6yro npcineAeHo Ans oqiHroBaHHs roro,
wr 6yae 6-N,rics.rHa uoAsifiHa auurrpou6oqr{rapHa repanix (DAPT) He Meurrr eiferrnnuorc, nix 12-

uicr.ma DAPT nicns iuurasmrlii crenrin s rirapcrxr{M rroxpurrrM. Y aocniaxeHri 6parur
yramrl443 naqieHru, ,KrrM [poBeJrr{ iunranraqirc ra xri 6yru pangouisonaHi Ars orpuuauux 6-
rraicstmoi DAPT (acuipun 100-200 rtarho6y rrrroc xnouigorpew 75 r',rho6y uporsroM 6 ruicsqin, a

uoriu rrr{me acnipun rc 12 rvricrqia) a6o l2-rraics.{Hoi DAPT (acnipru 100-200l,r/ao6y nrlloc
xnoni4orpem 75 r',rrlao6y BrpoAoBx 12rraicsqin). .{ocronipnoi pisunqi y vacrori neAocratnocti
qimosoi cy4lr:ntr (rorr,r6inonaHoro rroK&iHr.rKa cepuenoi crrrepti, IM a6o peBacKyJrflpusaqii qinronoi
cy4llHlr), rxa 6yna repBr{Hnorc riHqesorc rorrKoro, uix rpyual,rfi 6-MicsqHoi ra l2-r',riccqHoi DAPT
re crocrepiranoce (BP l,l4;95% AI 0,70-1,86; p : 0,60). Kpinr roro, AocriAxeHur He

[po4eMoHcrpyBaJro cyrrenoi pisH]uli rqoAo xinqenoi rotrKr{ 6esneru (xortr6iuoaaHoro noxillHl{Ka
cuepri, IM, incynrry, rpou6o3y creuTa a6o neruroi rpoaoreui ga uranoro TIMI) rr,rix rpynarr,ru 6-
rraicr.uroi ra l2-micsuroi DAPT (BP 1,15; 95 % Al0,64-2,06; p : 0,64). OurosHrl\,r BI.IcHoBKoM 3a

pesyJrbraraMrr rrboro AocliAxenn-r 6yno re, tqo 6-rraics.nra DAPT He trocryflar,acs. l2-rvrics.{Hift

DAPT rtoAo pu3uKy po3BI{rKy HeAocrarHocti qinrosoi cy4ltttlt.
neecxanauis upr.r sacrocyBaHHi iuri6iropin P2YE-peuenropis upr rocrpolvly xopoHapuolry
cusapor',ri C|KC). Ilepene,qeHH, 3 6inrm roryxnoro iuri6iropa P2Yrz-peqenropin na xloniAorperrb
y rorr,r6ixaqii s acuipnnou nicns rocrpoi ([asr y naqientin s fKC oqinrcsarocs y ABox
paugonisonaHr{x AocJrigxenurx, croucopoBaHr{x AocJriAuurauu (ISS), - .qocniAxeHH.f,x TOPIC i
TROPICAL-ACS - 3 AaHTIMLI uloAo xliuiqnrx pesytrrarin.
Knini.rHa Koplrcrb, ulo sa6esneqyerLc.fl nplr 3acrocynauni 6inrru noryxHlrx iuri6itopin P2Yn-
peqenropin, TrrKarpeJropy i [pacyrpeJrro, B onopuux AocriAxeHHf,x, o6yuouena crarl,Icrl{trHo

3HaqyrquM 3HlrxeHHffM qacrorr,r noBTopur{x irueviqHux uoaift (rrnrovaro.ra rocrpuft i niarocrprafi
rporra6os creHTa, in(fapxr rraioxapAa ra eKcrperry peBacKyntprgallirc). Xo.ra laui npo Kopucrb
crocoBrro imeui.mux noaifi nocriAosgo ui4rnepAxyBtulucs flporrroM rlepuoro poxy, 3HuxeHHc
rracrorr.r rroBropHnx imervri.mrx roAifi uicns fKC 6yno 6furrmuu flporflroM rteptuffi aHin uicrls
florrarry liryrauur. Ha niaaniny ni4 rlboro, post hoc arta^ltisr upoAeMoHcrpyBaJII{ crarficrutlHo
3Harryrqe s6inr[eunfl pr{3r,rxy KpoBoreq [pI{ 3acrocynaHni 6imru IroryxHID( inri6ircpin P2Yn'
peqenropir, ulo Br.rHrrKarorr rrepeBaxHo nig .rac ni.4rpNrr,ryrouoi (!a:u, nicrs rrepruoro ilaicsq.s nicrs
IKC. AocriAxeHHs TOPIC i TROPICAL-ACS 6yru cnnanosaui ,qn BrBqeHH, Moxrtrrsocti
3MeHueHHr rracrorlr reruopariuunx no.qift npra a6epexenni e0extusHocti rnonigorpemo.

,[ocnidcrceuun TOPIC (tTepuiu inziiyoauun mpou6oqumie nicnn zocmpozo KopoHapHo?o

cundpouyfi.Ile pangouisonaue nigrpure AocriAxenu-f, BKrrIoqiIJIo nallieutis s fKC, sri
uorpe6ynann flpoBe.uenu, uepesruripuoro KopoHapHoro BTpf{aHH, ([IKB). flaqienru, xri
3acrocoByBalu acuipus ra 6inrm uoryxunfi 6rorarop P2Yrz-perleuropin i y xxux He siAlt{iqaroc.,

ue6axanux rBrrrq trepe oAnn rr{icsrlr, 6yrr a6o nepeae4eui na 3acrocyBauug xorra6inallii acnipuny i
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KroliAorperlo y $ixconanux ,qo3il( (4eecxalaqifina noAsifiHa anrurpou6oqr{Tapua repanir
(DAPT)), a6o upoAorxyBtulu nixynanue 3a rorepeAHborc cxeMoro (nesnainna DAPT).
3ararou 6yno npoauarisosaHo AaHi 645 g 646 naqienrir gi STEMI (inrlaprr nrioxapAa s erenarliero
cerMeHra ST) a6o NSTEMI (inr[aprr rraioxap.ua 6eg elenaqii cenrleura ST), a6o xecra6inrnorc
creuoKapAierc (4eecxanarlifina DAPT (n: 322), nesMiHua DAPT (n : 323)). Bisrr roAaJrbrrroro
crocrepexeuHfl qep* I pix uponerrrl y 316 narlieHrin (98,1 o/o) s rpynu AeecxaJrarlifinoi DAPT i y
318 naqieirtin (98,5 Yo) s rpynu uegrr,rinnoi DAPT. Me4iana ro4zurbrtroro crocrepexeuH, grx o6ox
rpyn crauosurlre-359 Anin. Xaparrepr{crr{Kr{ 4ocnigxynauoi roroprn 6yara noAi6nnlrn n 2 rpynax.
flepnuuua riHtlesa rorrKa, xra 6yra rorra6inaqierc raKr{x noAift, ,x cMeprb is cepqeno-cy.qr{HHux
rpI4qI,IH, iucyrur, excrpeHa peBacKyrsprcarlis i rerr,ropariuri uo4ii > 2 cryneu, 3a rpurcpixrr,rn
BARC (Axa4errai.nroro IocliAlu{rlbroro xoncopqiyrr,ry 3 BrBtreHHs KpoBoreu [Bleeding Academic
Research Consortium]) uepea I pix nicnr fKC, 6yta aocnrHyra y 43 uaqieHrin (13,4 %) y rpyli
Aeecxanaqifinoi DAPT i y 85 naqienrin (26,3 %) y rpyri Hesr,riHHoi DAPT (p < 0,01). q,
crarl{crl{quo 3Harryqa pisnuq.e 6yna n ocHoBHoMy o6yuoaueua MeHrrroro xinrricrro reuopari.rxux
uoaift; [p]I IIboMy ne noniAoMrsroc, npo pisuurlrc 3a rirulenuuu rorrKrrMlr ituelaiqurrx uoaifi
(p:0,36), toAi sr reuopari.mi noaii > 2 crynevx sa rpurepisl'ffi BARC nig6ynanucx piarue B rpyri
AeecKallatlifinoi DAPT (4,0 %) y nopinnruni z 14,9 Yo u ,ppi HesMiHHoi DAPT (p < 0,01).
feuopariuni nogii, susxa.reHi sx sci no.qii sa rpnrepiruu BARC, cuocrepirarfict y 30 naqienris
(9,3%) y rpyni AeecK,ulauifisoi DAPT i y 76 uarrieHds (23,5%) y rpyri nesuiuuoi DAPT
o < 0,01).

,[ocaidcrceunn TROPICAL-ACS (<Tecmyeauun eidnoeidi rta iruzi6yeauun mpoudoqumte npu
mpu*MoMy aHmumpoMdoqumapruouy nir<yaauui ?ocmpux KopoHapHux cuudpouie >).Ile
paugorr,risonaue nigxpure AocriAxenus BKrrorrr{no 2610 naqieurin 3 fKC 3 rro3HTrrBHHM

pe3yJrbrarolr anarisy xa 6iorrrapKepn, y rKHx 6yro ycnirrrHo rpoBeAeHo [IKB. flaqienru 6ynr.r

pangonrisorani r rpyrlll .qrlf, orpl{Masu.s a6o rpacyrpenro s Aoai 5 a6o l0 rrar/ao6y (gHi 0-14) (n :
1309), a6o npacyrperrro B aosi 5 a6o l0 rr,rrho6y (aui 0-7;, uicr.f,.roro ni.q6y*aracs Aeecraraqis Ao
xnonisorperuo n .qogi 75 lrrrlrc6y (aui 8-l+; (n : 1309) y xor'r6inaqii s ACK (< 100 r'ar/ao6y). Ha

.qeur 14 6yro nponeAeHo ouiHxy $yttxrliiT pou6oqurin (PFT). flaqienru, sri gacrocoByBaJrr{ Jrurue

flpacyrpeJrb, [poAoBxyBanu upuftoM flpacyrpeJrro [porrrorta I 1,5 rr,ricsqs.

Y uaqienrin, y xxux 6yra nuroHaua AeecKaraqix, 6yno uponeAeuo oqiuxy sucoroi peaxrunuocri
rpou6oqurir (BPT). -f,xqo BPT cranoBr{Jra > 46 oAr,rHrrrlb, naqieHtis 3rroB IIepeBoAHJII{ Ha

3acrocyBaHH, rrpacyrpeJry y gosynanni 5 a6o 10 rvrrho6y rporrroM ll,5uicgqs; sxqo BPT
cranoBr{Jra < 46 oxurtnqr, uarlieHT}r rrpoAoBxyBrr[[ upufiorr,r r.rronigorpeJllo B aosi 75 rtrr/ao6y
rrporrroM 11,5 Micrqs. Taruu qrrHoM, B rpyri xepoaanoi ecxanaqii 6ynu uaqiexrn, rKl{M
3acrocoByBamr a6o rpacyrpent (40 %), a6o ruroni,qorpenb (60 %). Ycirr,r uaqieHraM rpoAoBxyBzlnu
3acrocyBaHHr acnipnny i upono4lrJrocf, [oAanLEe crrocrepexeHrr, [porrroM oAHoro poKy.
flepnnuua riuqeea roqra (roru6iHonana rixqeea roqKa qacroril cuepri nig cepqeno-cyAl{HHl{x
rpr{rmrr, IM, iucynrry i xponoreqi > 2 cryneux 3a KpurepisMu BARC uepes 12 r'ricsqis) 6yra
Aoc.f,myra, qo AeMoucrpye upuuafiuui ue rr,reumy e([errunuicrr xroni,qorpeJrro. Y 95 naqienris
(7%) n rpyui xeporanoi AeecKarrarlii ra y ll8 nar.IieHrin (9%) y KoHrporrbrrifi rpyni (p aff
ni4rnep4xeHHs rprHafirrani ne uenruoi e([errurrocri ctanonurr 0,0004) sigMi'ralact o.qua s uolift
riHqesoi TorrKr,r. Keponana AeecKirJrarli.s He [prrBeJra .qo s6iJrrruerrnr rou6iHonanoro pI{3I{Ky

imeMi.ilil{x uoaift (2,5yo y rpyri AeecKarrarlii y nopinnsHHi s 3,2yo B KourpoJlurifi rpyui;p Nts
nigrnep4xeHH.s [punafi"r"rri He MeHrrroi e([exrunnocri crasoallru 0,0115), a raxox 3a KJIIoqoBoIo

BTopr{HHoro xiHqesorc Torrxorc - 
qacrororo reMopari.rHux noaifi > 2 cryneH, 3a rpurepirrrrn

BARC (5% y rpyri AeecKarrarlii y nopinnsHHi s 6% y KorrrporlbHifi rpyni (p: 0,23)). CyrynHa
qacrora rcix reuopari.rrux uoaifi (l-5 crynens 3a xpurepinr,ru BARC) craHoBI,IJIa 9 o/o (ll4 noaift)
B rpyni xeponanoi AeecKarraqii y nopinnsHHi s ll % (137 nodfi) B KoHrponbuifi rpyni (p : 0,14).
floasiftHa aHrnarperauTHa reoauiq npr rocrpordy Nranordy II a6o TIA is cepeffril'd ta nrcoxrv
CTVIIEHEM DH3I{KV

flo.{BiftHa aHTr.rarperaHrna reparris xoM6iuarlierc xroni,qorpeJllo ra ACK aff IrorepeAxeHHfl
iucynrry [icns rocrporo Miuloro II a6o TIA is cepeguirv ra BITcoKI,IM

YgroAxeHo s urarePi
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y ,qBox paHAoMi3oBaHI{x AocrriAxeuHfi 3a croHcopcbKoi iliATpr.rMKr{ AocniAur.rra (ISS) - CHANCE
ra POINT - 3a AaHI{M}I pe3yJrbraris uloAo rnini.uroi 6esueKr,r ra eQemunuocri.
CHANCE (3acmocyeouxn rutonidozpenn na4ieumau epynu 6ucoKo?o pusut{)/ 3 ?ocmpuMu
ueiue anidutynuuuu qepe 6pos aa(yntpHuuu nod tn,,r,tu)

Y qrorr,ry pangouisoBaHoMy uo4nifino criuor*,ry 6araroqesrpoBoMy u.rraqe6o-roHTpoJrboBaHoMy
uiHi'nrorr,ry AocliAxenui 6pama fracrb 5170 naqienris g Kuralo 3 rocrporo TIA (noxasur.rK 3a
IIIKIIIIoIo ABCD2 > 4) a6o rocrpllM MaJII{M iucymrou (uorasurr 3a uraJroro NIHSS < 3). flaqienru
s o6ox rpyrax orpl{MyBruru ACK y nigxpuroMy pexuMi B 1-[ .qeHr (y aosi ei,q 75 xo 300 rrar na
po3cyA ilryro.roro cneqianicta). flaqienu.r,4oninrHuM rrr.rHoM nigHeceui Ao rpyrr xloui4orpemo-
ACK, orprlMyBilnu rnonigorpenb y HaBaHruDKyBaurnifi aosi 300 ur y l-ft 4enr lixyraHn.f,, norirr,r s
2-ro uo 90-ft aenr nixynalurx - xnonigorpeJrb y losi 75 Mr Ha Ao6y, a raKox ACK y aoai 75 Mr Ha
go6y s 2-ro uo 2l-ft lexs gocri4xeunr. flaqiesru, gonitrHr{M rr}ruoM rigneceni Ao rpyrrr ACK,
orpllMyBtulu uraqe6o-repciro xnouigorperno s l-ro uo 90-ft geur drynaHxff ra ACK y aosi 75 Mr Ha

ao6y s 2-ro 90-it geur liryeaxH.f,.
OcHosHuIu rIoKa3HHKoM e$ertunnocri 6yna 6y4r-xra Hosa noAis iucylrry (imelaivnoro ra
rerraoparivnoro) uporxroM reprurx 90 anin nicrs rocrporo MaJroro II a6o TIA s Br{coKr{M cryreHeM
pI{3I{Ky. I{i uoaii ni46ynucr y 212 naqieHrin (8,2%) B rpyni xronisorpemo-ACK nopinumro :
303 nallieHmr'au (l1,7 %) B rpyri ACK (ni.qHomeggn pnsurin [BP] 0,68; 95 o/o torlip.rnfi iHtepnan
pt1 nia 0,57 .qo 0,8 I ; p < 0,001 ). II ni,q6yBcr y 204 naqiendn (7 ,9 %) B rpyri rnonigorpemo-ACK
nopinu.rro s 295 uarrierrraMr{ (11,7 %) B rpyri ACK (BP 0,67;95 % Alai!,0,56 ao 0,81; p < 0,001).
Ienaoparixnufi incylrr cnocrepirance y 8 uaqieudn y xoxnifi 3 ABox aocni4xyaaHlrx rpyn (0,3 o/oy

roxnifi rpyfli). flouipra a6o rsxxa KpoBoreqa cnocrepiranacfl. y 7 naqiesrin (0,3 o/o) s rpyrru
xnonilorpenro-ACK m y 8 (0,3 %) 3 rpgrra ACK (P :0,73).9acrora 6yAr-xxrax no"qifi rponore.ri
craHoBllrla 2,3 yo y rpyri xnonigorpemo-ACK uopinnxuo s 1,6 yo y rpyri ACK (BP l,4l; 95 % ilI
sit 0,95 to 2,10; p : 0,09).
POINT (Iuzt6yeauun azpezaqir mpou6o4umio npu Hoeiil nodit TIA ma uanoeo iueMi,tnozo incynamy)
B qrorr,ry pargortaisoBanoMy uoAsiftHo criuolay 6araroqeurpoBoMy naaqe6o-rouTpoJrboBaHoMy
xninivnorrry AocniAxenui 6panu flacrb uaqieuru 3 ycboro cniry (4881 oco6a) s roctporc TIA
(uoxasuur 3a tuKrrnorc ABCD2 > 4) a6o rocrpr{M MaJruM iucynrroru (noxasnux 3a rtrKanorc
NIHSS < 3). Yci naqienrn n o6ox rpyflax orpuMyBaJrra ACK y nigrpnroMy pexr.rMi g 1-ro no 90-ft
geHr rtixynaunr (y aosi 50-325 ur, sanexuo ni4 npusHatreHH, dryrovoro cneqianicra). flaqienrn,
Aonimnuu qr,rroM siAHeceui Ao rpy[rd r.uouigorperno, orpuruyBarr]r xnouigorpenr y
HaBaHrzrxyBanrnifi aosi 600 rrar y l'fi 4eur nirynauus, uoriu y.qosi 75 nar na 4o6y s 2-ro uo 90-ft
genr nixynaHHr. flaqiesrr, AosirBHr,rN,r .ulnoM ri.qHeceni Ao rpyflE uraqe6o, orpl{MyBaJlu nlaqe6o-
aepciro xronigorperro s l-ro uo 90-fi 4enr niryaaHu.f,.
flepnuuuuru [oKa3H]rKoru eQertunnocri 6yna xorra6inaqis BeJrHKrrx iruerrai.uutx no.qifi (II, IM a6o
cMeprb nnacni.qox imerrai.rHoi cyAanxoi noair) na 90-fi AeHb. Ili uoaii nia6yrruct y l2l naqienra
(5,0%) 3 rppnr 3acrocyBaHns Knoni,qorpenrc y xorra6iHarlii s ACK nopinruuo si 160 naqieimauu
(6,5yo), rqo orplrMpauw ACK sK Mouorepruirc (BP 0,75;95% Al nia 0,59 ao 0,95; p<0,02).
Bropuuuru rroxa3Hr{Korra eSerrunsocri 6yn iruerrai.nruft incynrr. BiH sia6yBct y 112 uallieHtin
(4,6yo), xri orpurvryaam rnoni,qorpeJrb y roM6inaqii ACK, uopinuxuo gi 155 nalliesmun (6,3 o/o),

xxi orpnrvrynaru ACK f,K MoHorepaniro (BP 0,72;95 % Al si,q 0,56 to 0,92; p:0,01). Ilepnuunrft
roKa3Hrrx 6esuexr - BeJr[Ka KpoBoreva. Bona cnoctepirarace y 23 s 2 432 tauie*rtia (0,9 %o), txi
orprrMyBurnu xlouigorpenb y xorra6inaqii g ACK, ra y l0 s 2 449 uaqienrin (0,4 yo), mi orpurr,rynanu

ACK sx N{ororepanirc @P 2,32; 95 % [l sia 1,10 to 4,87; p = 0,02). Mani 4poBoBI{JrI{ou 6ytru y
40 naqienrin (1,6 Yo), rlxi orpr.rMyBrrrrr xlouiAorpenb y xortr6iuaqii s ACK, ra y 13 uaqienrin
(0,5 yo),mi orprrrayranu ACK ,K Mouorepaniro @P 3,12; 95 % Alsir,l,67 go 5,83; p = 0,001).

Anads,qnuauixu AocuiAxenr CHANCE ra POINT
flepenar qoAo e([exrnruocri npra rpoAoBxeHui uo,qsifiuoi anrnarperanrnoi repanii IIoHaA 2l geu;.

BlrrBJreuo ne 6yno. Posra*ryro 4r.rnarrairy cepfiosurx imeui.urux uoaifi Ta MacI{BH}rx xpoBoBl{mrnin

y rpyra( nirynannr 3 Merolo ananisy BTIJILIBy KoporKocrpoKoBoro Kypcy DAPT.
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.(unaruira cepfiornnx imelri.rnrx no,qift Ta MacnBHrrx KpoBoBn.nnnin y rpyrax.rriqynannr n
Aoc.niAxeunsx CHANCE ra POINT
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Oi6pransuis uepeacepar. Y AocriAxeHus ACTIVE-W m ACTIVE-A, ffii 6ytu oKpeMr{Mr.r

,uocd,qxesHtMl{ y Mexax rporpaMu ACTIVE, 6ylo BKJrroqeHo naqienrin a r[i6prurxrlierc
uepeAcep.qr (@fI), sxi Iuailr IqonafiueHllle o.qr{H Saxrop pr,r3r{Ky Br{Hr{KHeHHfl cylitrnnux ropyrrreub.
r.
lpyHTyroqEcb Ha Kpr{Tepux BKJrrorreHH, y AocJ[AxeHHff, nrKapl 3aJrrraJrr{ [aqleHTlB Ao AocJrr,qxeHHf,
ACTIVE-W, ,KIqo nouu 6ynu KaHAlrAaraMr{ Ha orp}rMaHH, repanii anraronicrarrara nirauiuy K
(ABK) (xanprrnag napQapnnoM). y gocrigxeHrs ACTIVE-A 6yro BKrroqeHo uaqienris, sxi He

MorJrH orplrMyBarlr ABK-repaniro qepe [porr{fioKanauu, a6o He6axaHus orprfMyBar[r qe

rlirynanHx.

,{ocni4xenur ACTTVE-W upoAeMoucrpyBaJro, qo arrrlrKoaryJr.f,HTua repanir anraronicrauu
nimuiry K 6yra 6inrru eQexrunuoro, nix rixynauur x.rronigorpeJreM ra ACK.
.{ocni4xeuHc ACTIVE-A (n:7554) 6yno 6araroqerrrpoBr{M, paugorr,risoBaHr{M, noAnifisurrr cninuu,
uraqe6o-xoHTpoJrboBauul,r AocriAxeHHrM, y ,KoMy nopinurcnanu xrouiAorpeJrb 75 rt,tr na 4o6y *
ACK (n = 3772) is uraqe6o + ACK (n = 3782). PerouesAoBaHa aoga ACK cruluoBr{rra ria 75 ao
100 rtrr na go6y. flaqienru orpr{MyBaJru rirynannr yrpoAoBx uepioxy 4o 5 poxir.
flaqienru, pangor"risonani y [porpaMy ACTIVE, MaJrrr AoKWeHTurrrEHo ni.4rnepgxeny OfI, ro6ro
uocrifiny $opr"ry <DII a6o qouafiuesue 2 eniso.u{ rapoKcr{3Mamsoi OtI ynpoaosx ocraHHix
6 rraiccrlin, m upunaftuni oAux is raxrx rfarcropir p]r3r{Ky: nir > 75 porin qH sir aia 55 rc 74 poxin
a6o rryrponuft 4ia6er, Iqo uorpe6ye MeAHKaMeHro3Horo nixynanrx, a6o AoKyMeHftuIbHo
nigrnep,uxeuufi nepenecenuft IM, a6o AoxyMeurrururo niArsepgxeHy irueuiuuy xnopo6y cepur;
rrorepeAHe drynauur 3 [pr{BoAy cucreunoi aprepiarruoi rineprensii; pauime nepenecenuft
ircylrr, rparclrropna irueui.nra araKa (TIA), cr{creMrra errr6oris 6es ypaxeHus crpyKryp UHC;
aucQyuxqis riroro uuryHorrKa ig uoxasHraxorr,r $parqii nuKr.rAy rinoro uuryxoqKa < 45 Yo a6o

AoKWeHraJmno ni,qrrepAxeHe 3{xBoproBaHnx uepu$epurrHrD( cyArIH. Cepeanift 6ut sa [KaJIoIo
CHADS2 craHoBlIB 2 (y rr,rexax 0-6).
Ao ocuoBHr{x rpnrepiiin Br{xJrroqeHufl uarlieudr is AocniAxeuus HaJrexirJrrr AoKyr!{eHTaJrBHo
ni.4rnepaxeHa Blrpa3Kona xnopo6a BupoAoBx ocrannix 6 rraicsqin; rnyrpirunroMo3KoBa KpoBoretla B

anaiunesi, cepfioana ,por6oqmouiuis (rinmicrr rpou6ourrin < SOrl0eh); norpe6a y
3acrocyBaHni xnonigorpeJrro a6o nepopaJrbur{x aHTr.rxoarynf,urir (fIAK) a6o HerlepeHocuuictr
6yar-rxoi 3 rlrrx ABox peqoBuH.

73 Yo nauieurir, nxlroqeHr{x y AocJriAxennf, ACTIVE-A, He Moilr}r orpnMyBarn ABK y an'xsry s

Br,rcHoBKutMr{ lixapx, qepe neMoxnfisicrr flpoBeAeuus uoniropnnry uixuapo4uoro
uoprualisonaHoro siAuoueHHr (MHB), nnacri.qor cxr{Jrbnocri ao uaaiuHx tIfi TpzlBMrI rononn a6o

3roAxeHo 3 MaTeplan
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Hzrf,Bxocri creqrQiquoro QaKropa pI{3HKy Br{HHKHeHH, KpoBoreqi; uoao 26 % naqieHris piueuux
nixapx rpyuryBiuro cfr fia ne6axansi uaqienra orpr,rMyBarr.r ABK.
41,8 Yo naqienris craxoBr{rrr xisxu. Cepeanifi nir 4opinnrcnan 7l pix,4l,6 %o na\iesrin 6ynu sixord
sil75 poxin. 3aranou 23 o/o xBopl{x orpHMyBanfi a]flITlflapilnr,ri.nri saco6u, 52,1yo - 6era-6noKaropr{,
54,6 yo - iuri6iropu asriorcs3nurreperBoproBzurbHoro Qeplaenry ra25,4 Yo - crarusu.
Kinrricm naqierrin, .f,ri Aocsrru [epBrrHHoi xinqesoi ro.rKu (vac go repuoro BriHr{KHeHHfl

iucymry, IM, cncrerranoi ela6odi 6es yptllKenHff crpyxTyp I{HC a6o JreraJrbuoro nacni4ry),
crauoBr{rra 832 (22,1%) y rpyni uaqiexdn, xri orpuuyBuurrr Krronitorpenr + ACK, ra924 (24,4%) y
rpyri unaqe6o + ACK (nignoure 3Hr{xeHH, prmrKy ua ll,lYo,95% \l: 2,4-l9,lyo; p : 0,013),
HacaMrlepe,q qepe3 3Haque 3HllxeuHs qacrorr{ po3BHrKy incymrin. Iucymru B}rHr{KJrr{ y 296 (7,8 %)
uarlieHris, xxi otprtr,tyBallll raoni4orpe.ns * ACK, ra 408 (10,8 %) naqienris, rxi orpurrryBarrr
uraqe6o + ACK (ri4noure 3Hr.rxeHH, prcuxy ua28,4 %;95 % !l: 16,8-38,3 Yo, p:0,00001).
,\imu. Y .qocuiaxesni ig uiAsrqeHHrM Ao3, rqo rpoBoAr,rnoc, 3a yqacrro 86 nononapoAxeuux a6o
HeMoBrrrr rixou Ao 24 rr.riccqis 3 prtrrKoM BHHr{KHeHHg rporu6osy (PICOLO), xnoui4orpenb
3acrocoByButt y uocriAoaHl{x Ao3zx 0,01, 0,1 i 0,2 ur/xr HoBouapo4xeHr,rM i neruourrau i y aosi
0,15 rrar/rr timru HoBoHapo,qxeHHM. flpu 4osi 0,2 ur/rr cepe4rifi roKil|HHK inri6ynanur arperaqii
rpou6oqndB crauoBr,rt 49,3 % (5 rraxM A,(<D-ingyronauoi arperaqii rpola6oqnrin), rqo 6yno
uopinumruuu ig raxuu y AopocJIHx, mi orpr{MyBaJrr{ rnoni4orpeJrb y aosi 75 ur/saAo6y.
Y panaorr,ri3oBaHoMy uoAsifiHol\dy cniuol,ry AocniAxenni sa yracuo rapureJrbHlrx rpyr (CLARINET)
906 airefi (uonouapoAxeHl{x i xerr,ronrur) is npogxeHorc BaAoro cepu, qianoru.ruoro rrluy, .sKrM
[poBoAr{Jracs ualiarflsHa orreparlix si crnopeHHfl cucreMrro-JrereHeBoro aprepianruoro uryrr4 6y.nu
pangonaisonaHi aas orpr{Ma}ru, uouigorperuo 0,2 ur/rr (n : 467) a6o nraqe6o (n : 439) is
oArroqacnlrM [poBeAeHHrM cynyrnroi 6asonoi repauii Ao MoMeHTy [poBeAeHHr Apyroro erarry
onepauii. Cepeanifi 'Iac NIix [poBeAenHmra naniarunuoi onepaqii si crBopeHu, ruyuTa i nepururu
BBeAeHHsM aocniaxqrsanoro flpenapary craHoBr{B 20 anis. flpu6nnsxo 88 % naqieHris oAHoqacHo

orpr{ruyBrrrru ACK (ria I rc 23 rur/rr/ua ao6y). ,{ocronipuux aiAMiHHocrefi r'aix rpynaMr{ rqo.uo

AocmHeHH, flepBlrnHoi rou6isosaHoi xinuesoi TorrKr{, rra cxJraAutacfl, 3 JreraJlbHrx nrua4xin,
rpou6osy rryura a6o nponeAeuHr xipypriwroro BTpfranrur Ha cepui ao 120 AHfl )ro{Trx nicrc
BITHHKHeHHx uo4ii, crpmrrHeHoi rpou6osoM, He cuocrepirarocs i crauonrno 89 U9,I %) y rpyui
xnoui4orpenrc i 90 120,5 %7 y rpyri uuarle6o (arn. posain <Cuoci6 3acrocyBaHnfl ra gosra>).

Hafiqacriuorc no6iqnorc pearqi€ro rK y rpyri rnoni4orpemo, rar( i y rpyni nnaqe6o 6yn posnnror
rponoreui, flpore gocroniprnx silo{iuuocreft r*rix rpynarrar{ rqoAo tracror}r ii runuxuenHr Br{rBJreHo

He 6yro. fli,q.rac [o.qaJrbrrroro AoBrocrpoKoBoro uepiogy cnocrepexerrH, 3a uo6i.rsuun sBurqaMlr
26 narlieHria, y ,Klrx uryHT 3rrJrr,rmaBc, ua MoMerrr AocrrHeHH.r l-pivnoro niry, orpuMyBaJllr
moni4orpeJrb .qo Aocf,rHenux l8-rvricr.uroro riry. flia qac rlEoro uepio.qy cflocrepexennr npo(linr
6egnexu [penapary ne gl{inrosaBcs.

Y.qocri.qxeHxf,x CLARINET i PICOLO nnxopNcroByBaBc, siAHonreHrft posvun xnoni,qorpemo. Y
AocniAxeuni niArrocuoi 6io4ocrynuocri y AopocJnrx ni4nonrennfi po3rrlrH xnouigorpemo
[poAeMoHcrpyBaB auarori.uruft cryninr i rpoxn BI{Iqy mnuAricrr a6cop6qii ocgoBuoro
rlr,rpKyJrroro.roro (xearrunuoro) rraem6oniry uopinuxuo is aapeecrpoBanoro ra6reronaxorc $opnroro
npeilapary.
@apuaxoxinemuxa.
BcMorr]rsarrHs. flicns [epoprrJrbuoro upaftoruy oAnopa3osoi ra 6aratopa:oBlix Ao3 75 rrar na 4o6y
rnoui4orpenb rtrBlrAKo BcMoKTycrbcr. Cepe4ua uirona KoHueHTpaqis HegrdiHeHoro xnoni4orperno
y unasrrai (6nnsrro 2,2-2,5 ur/un nicrq o,uuoKparHoi Aosu 75 rrrr repopaJlbuo) gocrraracx
npu6mraHo qepe3 45 xn uicrr upnftorray. A6cop6qis craHoBHrL He Meume 50 % 3 oilItAy Ha

excrpeuirc uera6oriria rnouiAorpenrc ie ce.rerc.
Posnoair. Knoui.qorpenr, Ta ooronnuft (Hearrrnnnft) ruera6orir, Iqo qupKyJrloe n rponi, in
vitro o6opouro sn'.rsyrorbc, 3 6imarr,ru rrJrul3Mr{ JTToAtaHH (98 % i 94 % siAroniAHo). Uefi 3B's3oK

3aJrlruraerbc.f, HeHacr.rtryBaHrrM in vitro y Mex{x wrpoKoro gianasony xonqenrpaqifi.
Mfla6onigM. KnouiaorpeJrB excrelrcrrBHo rraera6onisyerbc.s y ueuinqi. In vitro ra in vivo icnye 4na
ocHoBHux uuurxr ftoro uera6o.rrisuy: oAHrI - 3 fracrrc) uIo
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yrBopeulrflM HeaKTHBHoi uoxiAHoi Kap6ouoBoi rcrcnorn (era cranosurb 85 o/o ycix uera6oliriB, r[o
III{pKyJIIorcrb y rrJIa3Mi), a iuuufi - is sanyreHHx Qepnrenris cucreMr{ qr.rroxporrly P450. Cuovarxy
uoni4orpenb [eperBoproerbc, na upolrixcnuft uera6orir 2-oxco-uonigorpelr. Y pesynrrari
[o.qarrbltroro rr,rera6onisuy 2-oxco-uoni4orpenro yrBoproerbc, riorosa uoxi.qHa - arrl{sHHfi
uera6onit. I{eft aruannrfi uera6orir yrnoproerbc, repeBtuKuo 3a AoroMororc t[epr"renry CYP2CI9,
3a fracrrc xinrxox inturx Qepueuria crrcreMr{ CYP, raKrn( sr CYPIA2, CYP2B6 i CYP3A4.
Ax:rlrnuufi urera6orir xaonigorpemo (rionona noxi4ua),nrufi 6ys nr.qire:rrntrtinvitro, rrrBr{,qKo ra
neo6oporHo 3s'tsyetbc, 3 peqe[TopztMr{ Ha rpoM6oqurax, Tr.rM cilMr{M rreperrrxoAxuuoq[ arperaqii
rpona6oqurin.
florasultr C.* Anx aKTI{BHoro ueta6oniry e n4niui Br{rqr.rM nicus upufiorvry ognopasoroi
HaBaHraxyBalruoi aogr 300 ur xloui.qorpeJrrc uopinHruo b rmr,r, tqo c[ocrepiraemce nicnx
4-Aenuoro 3acrocyBarru, ni,ryrpurr,ryrafirHoi Aoslr 75 Mr. Cr* Aocraerrcs upu6nzsuo qepe3

30-60 xBr{JtrrH uicnx npufiorray rperapary.
Buse.[egus. Yepes 120 roaus nic.r.fl upufiorr,ry rnyrpimnro Mi.reHoro laC-rnoui,qorpenrc y JrroAr{Hr{

upu6rusuo 50 % Ao3I{ Br{BoAl{nocr ig ceqerc i 6nnsrxo 46 % ig rarou. flicns repopa.rrrHoro
upuftor',ry pasoroi losu 75 ur nepiog HanissuseAeHH, KJroligorpemo craHoBr{rb 6rusrro 6 roAus.
flepio.q naninsrseAeHH, ocHoBHoro (nearrunnoro) uera6oniry, ulo uupKynroe B KpoBi, cranonurr
8 roArau nicm oAnoKparuoro i 6aratoKparHoro 3acrocyBaHH, rrperapary.
Oapuarorenernr?. CYP2CI9 6epe )nracrb n yrnopenni sK al(rl,IBrroro rr,rera6oniry, rar( i
npouixxoro rr,rera6odry 2-oxco-xroni4orpemo. Oaprvraxorineruxa aKTr{BHoro rr,rera6oniry
xloni4orpemo ra aururpou6oqmapni eQerru, 3a AaHr{MH nur"ripronann.r arperaqii
rporra6oqurir ex vivo, ai.qpisnmorbc, 3aJrexHo niA renornuy CYP2C19.
Arenr CYP2Cl9*l siguosiAae uosHicrro QynxqioHyroqoMy ruera6odsuy, ro.qi flK areni
CYP2CI9*2 ra CYP2CI9*3 nignosi.(arorr ne$ynxqionyro.rorr,ry Mera6orisl{y. Areni CYP2CI9*2
m CYP2CI9*3 crcnaaarorB 6inrmicrr arenis y uaqienriB eBporeoiasoi (85 %) ra MoHrorroianoi
(99 %) pac si 3uuxenlrM Naera6orisMorra. Inmi anreri, acoqiftonani s ni.qcyurirra a6o ocna6renuu
Nrera6onistvron, sycrpiqarorbcfl 3HaqHo pi4me. ,{o nrx Harrexarb CYP2CI9*4, *5, *6, *7, ra *8.

flaqiesr si sHuxeHuu uera6onisrdor\,r Mae ABa neSynxqioHaJrbHr{x areni,.sK 3a3HaqeHo Br{qe. 3riano
ia ony6niroBaHlrMlr AaHlrMr{, reHorr{rr CYP2CI9, rxi siAnosiaarorr 3HHxeHoMy uera6oristr,ty,
sycrpiuarorbcs y 2 Yo npe4crarnrnxin enponeoi'.quoi pacu, 4 Yo nuienrrin uerpoignoi pacu ra 14 Yo

naqienris xuraficrxoi naqionamuocri. 3apar icryrom recrrr, xrci Aarorr 3Mory BH3HaqHTI{ reHorl{Ir
CYP2CI9.
Y nepexpecHoMy.qocri.qxenHi s yracrrc 40 sgoponux 4o6ponomqin, uo l0 y xoxHifi 3 qorupbox

rpln, rqo siAnosi.qarom reBHoMy tuuy rraera6o-uisrray CYP2C19 (na.qursu,qrfifi, ixrencurnufi,
upouixnufi Ta 3Hr{xeHnft), oqimonanu Qapuaxoxinernry ra auTl{tpotu6oqurapni eQerru upu
3acrocyBaHni Aogu 300 rrar ig noAammuu upuftouoM Ao3r{ 75 rrar na go6y, a raKox ,qogu 600 Iur is
roA:rJr6mr{M npuftouou ,qosx 150 Mr Ha Ao6y. Koxeu is qnx nngin nixynaunr 3acrocoByBaJll{ B

qinolry BrpoAoBx 5 anis (.uo ,uocsruenns cra6imuoro cmry). He 6yno BrrflBJreHo cyrreBux
ni.qrainuocrefi y norasrrnKrx KoHrIeHTparIii arrlrsuoro uera6oriry y rponi ra cepe,qnix uoraguurax
npurui'reuu.r arperaqii rpona6oqrarin @AT) naix oco6auu ig Ha,ArtrBr,rAKr,rM, inrencnsnrM Ta

uporr,rixnuu ruera6oligl,rorr,r. B oci6 si 3Hlrxeur{M ruera6origuol,r roHqenrpaqis aKrrlBuoro
rr,rera6o.niry y rpoai 3MeuurlrJracs Ha 63-71 Yo nopisuxno g oco6auil s iHreHclrBHHM raera6odsMoN,I.

IIicff 3acrocyBaHr, pexr{My Ao3yBaHss 300 url75 Mr alrrl{rporr,r6oqrnapni e$ertn n oci6 si
3HHxeHr{M uera6o;riguou 6ytm MeHrtr BrrpaKeurrMr{, rrprl rlboMy cepegnifi [oKa3HI{K IIAT
(5 rr,rrM lr[O) craHoBr{B 24 % (24 roautu) i 37 Yo (rcut 5) nopirunro s IIAT 39 % (24 roauuu) i
58%(aenr5)yoci6siureHcrnnnuuera6onisuoura3T%(24ro4unu)i60%(4enr5)yoci6is
npouixlrnrr,r raera6onisruou. Konu oco6au gi sHr,rxeHrau rtrera6orisuou sacrocoByBanl{ pexl{M

Ao3yBaHH.r 600 rrlr/150 Mr, KoHrlenrpaqix aKrr,rBrroro rraera6oniry y xponi 6yna nnrqoro, Hix npu
3acrocyBaHni pexuuy Ao3yBz[rufl 300 rrar/75 ur. Kpir',r roro, troxtBsnxn IIAT craHoBIaJII{ 32 %
(24rotu*tu) i 61 Yo (teas 5), xxi 6ynu rrarqurvru, Hix y oci6 si sHl,IxeHrarra uera6orisuou, rqo
orpr.rMyBrrrrr,r Ao3r.r 300 rrar/75 Mr, Ta uo.qi6nr.ruu Ao rroxa3Hurin, orprnraHlrx y inmux rpyflax,
nuAirexux 3aJrexHo ni4 rrauy Mera6orisldy CYP2C19, upu
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300 ur/75 ur. 3a pe3ynbraraMn Aocni,qxenr rrtini.nrnx e([errin sarexnufi pexr{M .qo3yBaHH, Arc
qiei rpyuu uaqieHris ue 6yn sugHaqeHnfi.
Ananoriwro .qo pe3ynrrarin, HaBeAeH[x Brqe, y MeraaHaJrisi 6 aocaiAxeur is ypaxyrannxrrr
norasHrnris pinuonaxuoro crauy 335 naqieurin, cri orpr{MyBatru uouigorpenr, 6yno
IrpoAeMoucrpoBauo, Iqo KoHrlerrrpaqir arrunnoro uera6oniry y xponi 3Menrur.rJrac x sa 28 %o y oci6 s
uporuixruau ueta6origtr,tou i na 72 % y oci6 si sHuxeHuu rvrera6oliauou; iuri6ynauur arperaqii
ryol,r6oqudn (5 rvrrM A,{O) rarox 3MeuruuJrocr, npr uboMy pisuuqr y roKalHr,rxax fIAT
craHoBI{JIa 5,9 yotaZl,4 oZ si.{uosiAuo nopinrxuo g oco6aur,r g inrencuBH}rM rr{era6odsrdor{.
Bunun reHor[ry CYP2CI9 na rnini.rHi pesyrrraru y naqierrin, .rri orprrMyBrurr rloui4orpoJrB, y
xo4i upocneKTllBHllx pangorraisoBaHrD( KoHTpoJrboBaHr,rx ampo6ynanE He Br,rBqancr. flpore 6yno
rpoBeAeuo qiny uusry perpocrexrllBul{x ananisis 3 Meroro oqinxu rlboro er[erry y naqienrit, xxi
orpnMyBtulu xroniAorpeJlb, AJr, rrr.il( icuyrorr peyJrbraru renorr{nyBaHHs: CURE (n : 2721),
CHARISMA (N: 2428), CLARITY-TIMI 28 (n: 227),TRITON-TIMI 38 (n: 1477), i ACTIVE-A
(n:601). Kpiu toro, icuyrotr pe3yJrbraru riurxox ony6nixoraunx KoroprHr{x AocJriAxenr.y xo,qi aHanisy TRITON-TIMI38 ra 3 roropruux Aocni.qxeur (Collet, Sibbing, Giusti)
xoM6iuosaHa rpyrr4 ,Ka cKJIariIJIacs s oci6 is uporraixHr{M Ta 3Hr{xeHr{M ruera6orisMoM, MrrJra sH[Iy
qacrory BI{HI{KHeHHff cepIIeBo-cyAI,IHHI{x nogifi (neranrHufi nacniAor, inr[apm uiorapAa ra incymr)
a6o rporr,r6osy crenrin, six oco6u ig iureHcussru naera6onisrdord.

Y xoai anarisy CHAzuSMA ra oAsoro xoroprrroro AocriAxeHH, (Simon) s oci6 si aHrxeHrM
Mera6orislroM clocrepiranacx niAnulqesa qacrora Br{rrrrKHeHHr nogifi nopirruHo s oco6arr{fi s

inrencnnnuu uera6oniguotr,r.
Y ana.nisax CURE, CLARITY, ACTIVE-A ra s oAHoMy 3 KoroprHux AocriAxeur (Trenk) qacrora
BHHr,rKHeHHff ceprleBo-cyAlruur{x noaift gocroripuo He 3aJrexiua aiA oco6nunocrefi uera6onisrray.
XoAen ig qux ana.[isin Ee BKJrroqaB ,qocrarHboi xfurrrocri uaqienris Ar.s roro, rqo6 ruoxsa 6yuo
Br{flBr,rrx pisnn4o y xnini.trr.rx pe3yJrbrariD( y naqieuris si suuxeruu uera6odsil,rorvr.
Oco6nuni xareropii uauienris. (Dapruaroxinerura aKTr,rBHoro uera6oniry rnoni.qorperuo He

aoc.ni,qxqm uracfr y Hlrxqe3rBuaqeHro( oco6mrsrx rarcropifi uarlienria.
Hrprosa He.uoctarHicrr. Ilicns peryJrrpHoro 3acrocyBaHu, 75 Mr rnonigorpeJrro Ha .qo6y y
naqieHris ig rmrc(orc HrrpKoBoro negocrarnicuo (rnipenc rpearruiny 5-15 utillaa xnumany)
iuri6ynaunr A.{@-in.qyKosauoi arperaqii rporu6oqurin 6yno MeHru Bnpaxeu}rrr,r (25 o/o) uopinunro ia
TaKr,rM xe e(pexroM y 3,qopoBux go6pononrqis, a qac xponorcui 6yn uo4onxenufi uafixe raK caMo,

rx i y 3AopoBr{x go6poao.nrqir, mi orpfirrayaanu 75 rur rurouiAorpeJrro na go6y. K.nini.nra
lepeuocr.rMicu 6yra xopomorc n ycix naqienris.
fle'riuxona re.uocrarHicrl. flicnc peryJrrpHoro upnftonay 75 rr,rr xnonigorpeJllo Ha 4o6y nupo,qosx l0
4Hin y uaqieuris is rsxKoro ueqiHxosorc He.qocrarrricuo inri6yBaHH, A.{O-in.{yKosaHoi arperaqii
rporra6oqurir 6yro raKr{M curMr{M, rx i y 3AopoBr,rx go6poaomqin. Cepe.qHe [oAoBxeHH, qacy

rponore.ri TaKox 6yno o4naroBlrM B o6ox rpynax.
Pacosa npuHarexHicrr. florunpenicrr anerin CYP}CL9, xxi cnpu.ruHtlorb npouixny ra cna6xy
rr,rera6od.rny axrrnHicrr CYP2Cl9, si,qpigrrf,erbcr 3urJrexHo ni.q paconoiTerni.nroi npuuauexlrocti
(rpm. pos.qin <OaprraaKoreuerlrKa>). IcHyrorr o6uexeni .qani crocoBuo uarlienrin nrouroloi'.uroi
pacfi,sxi Aarorr 3Mory oqiuuru xnini.nre 3natrerrur reHorr{flyBauur llboro CYP.
.Ilornini.nri aaHi s 6egueru. flo6i.rgrMu eQexraun, qo uafiqactiue cuocrepiraaucs niA sac

Aornisiqnrx Aoui.qxenr Ha rBapr{Hax,6yttu sMinln s 6oxy ueqiuru. BoHr 3'frBr.almcs upu nneAenri
Ao3, ulo [pr.r3BoAraJru Ao ronqeurpaqii ruronigorpemo n xponi, uaftxe y 25 pasir B]uqe

ronqeurpaqifi, rri cnocrepirarorrcr y moAr{Hr{ npr xnini.rHorray sacrocynanui Ao3LI 75 Mr
xnoui4orperrro Ha Ao6y, i 6ynu sacriArou gii npenapary Ha $epueutu, Iuo 6epyrr flacrb y
ue.riHrosoMy rr,rera6onisrrri. flpr sacrocynauui y JrroAraHr{ Tepa[eBTrmI,Ix Ao3 xnonigorperuo
xoAHoro BnJrr{By na (feprvrenrta, rqo 6epyrr fracrb y neviuronouy uera6oristvti, He crocrepirascx.
flpu nne4enni srcoxm( Ao3 xaoui4orpenrc qypaM ra luaBrlaM-6a6yinau cuocrepiranac, uoralla
uryr{KoBa [epeuocr{Micrr upeuapary (nnuuran racrpr{T, epo3HBHe ypaxeHHfl IuryI{Ka ra/a6o
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flpu nne4enui rnouigorpeJlro Mrlltrttna BrpoAoBx 78 rNxnin ra tqypaM BrpoAoBx 104 ruxcnin y
Ao3iD( lo 77 nrr/xr na go6y (rqo Ivlafixe y 25 par;in uepeBurqye KourleHrpaqii, rri cuocrepirarorrcr y
JIIoAI{HI{ npr x.nirirruoMy 3acrocyBaHni Aogu 75 urlrra ao6y) He orp}rMauo xoAHrrx Aoxaris
KaHqeporeHnoi aii uperapary.
Eyno nponeAeHo qinuft pcA aocriaxeHr regoroKcr{qgocri uoni,qorpeJrro B yruoBztx in vitrorain
vlvo, o4nax BoHr{ He Br.rcBuru xoAnoi renoroKcr{qnoi aii npe[apary.
Kroni4orpeJrr He BlJrrBaB Ha pe[poAyKTr{BHy rfyuxqirc Eypin, a raKox He q]rur{B TeparoreHHoi aii
xi y ruypin, Hi y xponin. flpu nregenni rgypau y nepiog narrauii xroni4orpenb rprr3Bo.qr{B Ao
HegHaqHoi 3arplrMKrr po3Br,rrry roroMcrBa. Cueqiarrui @apuanoxiuenr*ri AocuiAxeHuc 3

pa,Eioamunuo uiqenr.ru x.nonigorpereu ,qoBeJrr{, Iqo nnxiAsa peqoBrlna ra iI uera6ouiru
eKcKperylorbc, 3 rpyAHI{M MoJIoKoM. Otxe, He MoxHa BuKrrotrar{ sr 6esnocepeAHboro BrrJrr{By

flpenapary Ha lloroMctro (nesxa.ma roKcrrrHa gix), rar i onocepeAKoBaHoro BlJrr{By (nnacni4ox
noripmeuu, cMaKoBr{x sxocrefi uonora).

K.niniqui xapar$ep[crrrxrr.
Ifoxasaunn.
Bmopuuna npoQinarcmurca npoaois amepompoadosy y dopocnwc:
. xBopr.rx, xri uepeuecnu iuQaprr uiorapga (no.rator nixynaun, - qepe3 ximxa 4xin, are ne
uisnime uix uepes 35 ,qriB nicrr BI{HrKHeHHI), iueuiurufi incynrr (no.raror rirynaum - vepes 7
gnin, are ne uisuilue nix qepe3 6 rr,ricsqis nicnf, Br.rHr.rKHeHHr) a6o y .f,K[x 4iarnocronano
3irxBoproBaHnr nepnQepuqHllx aprcpifi ;
. xBoprx is rocrpnrra KopoHapHI.rM clrH,qpoMoM:

- is rocrpuM KopoHapHilM cr{HApoMoM 6es niAftor{y cerMenra ST (necra6imna crenoKapAi.r a6o
iur[apxr uioxapAa 6eg sy6q, Q), y roMy rrr{cJri y naqienrin, rxur"r 6yro ncranoBJreHo creHr y xo.{i
[poBeAeHH, .repesurripnoi KopoHapHoi aurionracrr{Kr{, y rorra6iuarlii 3 arler}rncariqfirosorc
Kr{crrororo (ACK);

- is rocrpuu in$aprrou uiorapAa g uiAfiorr,roM cerMeHra ST, y rorra6inaqii s ACK (y xnopnx, mnu
flpoBoAr.rrbcrr qepe3mripne KopoHapue BTpfraHHr, BKJrK)qaroqn uaqieuria, muu BcrauoBJlloerbcf;

creuT a6o y xBopux, rxi orpurr,ryrorB craH.qaprHe Me,quKzlMeHTo3He rixynaunx ra flKI{M troK&raHa

rporr,r6oriru.rualQi6punonitu'nra repanir).
Tpaurumopua irueuirtHa amoKa (TU) cepedruuozo ma BucoKozo cmyneHu pusut<y a6o uanuil
irueaiwtuit incynam (II).
Kloui4orpeJrB y rorra6isaqii s ACK nora3annfi AopocJrr.rM naqiestau s TIA cepeAuboro ra BI,IcoKoro

cryreHfl prsrry (ngrasunx 3a ruKnJroro ABCD2I > 4) a6o MarrlrM irueMi.rullrvr incymrou (uorasuux
3a uKirrroro NIHSS'< 3) uporrrou}4 roAI{H nicrc uoaii TIA a6o II.
lu Bix, aprepiarrHnfi rncr, rcnixivni o3naxn, rpuradcrr ra Aiarso:n lryKpoBoro aia6ery.

' Ukana incynrry Haqiona.ursoro iHcrrrryry sgopor'r.
IlpoQitaxmuKa amepompoa6omuqHux ma mpou6oemdonivuux nodiil npu Qidpwnqii nepedcepdo.

Kloniaorpenb y rou6ixaqii s ACK uoxasaHr,rfi AopocnlrM naqienrau s $i6punqierc uepe4cepAb,

sri r{arcrr rqorrafinaenure oA}rH (faxrop pu3r,rKy BEHrrKHerrHs cyAilHurx no4ir"r, .sKI,rM flporll[ora3arre
riryaauux asraronicraMu siraMiny K (ABK) i sxi N,rarcrs nugrxrafi pH3IrK BI{HI{KHeHH, KpoBoreq,

a-nx upoSilaKruK[ areporpoM6orn.urrx ra rporr,r6oeil{6ori.rHux noAifi, y roMy .mcni incylrry.
,,(m orpnrrlaHH, AoAarKonoi inoopuaqii.qan. posgir <Oapruaxo.nori.nri sracrEBocri).

IfpomunoxataHHfl.
. fli,qsuqeua.rymnricrb Ao ,qiro.roi peqoBuHr,r a6o Ao inuux KoM[oHeHTin npenapaty;
. TrxKa ueqinxona neAocrarnicrr;
. rocrpi rponorevi (n rorr,ry qucri nenrn.nri Br{pa3Kr{ a6o nuyrpimHboqepenHi rpononumlnu).
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Bsaeuodin s iflrutoru nixapcoxtuttu sacofiorrtu ma iurui eudu esoeJwodiil.
Jlircapcuxi saco6u, nor'ngaui s pu3uKow xpoeomevL' iurye niAerueuufi pusur po3BHrKy KpoBoreq
rlepe uorenqiftsnfi 4gurnanufi e(pem. OAno.racHe 3acrocyBauux rirapcbKr{x saco6in, nos'g3au[x 3

pI{3I{roM rponore.ri, crig uporogr{Tl{ 3 o6epexricrro (4un porgir <Oco6nusocri sacrocynanne>).
Ifepopamui aumuxoazyntHmu: oAuoqacue 3acrocyBauHr r-noui4orpemo 3 repoprubnlrMr{
aHTI{KoaryntHTzMrI, B ToMy .mcd s aap(lapuuoM, He peKoMeHAyerbcr, ocrinrKu TaKa rorrl6inaqis
Moxe rocrrJlrlTfi intencrsHicrr xponote.ri (gun. posgin <Oco6rxnocri gacrocyoaunr>). Xo.ra
3acrocyBauus KrouiAorperlrc y aosi 75 urlgofy se guisrce (laprraaxoriuerr{Ky S-nap([apuuy a6o
rr,rixuapo.que uoprrranisoBaue cuinsiAnouennx (MHC), y naqienris, rri nnpo4oBx rpuBiuroro qacy

upufiuarors nap([apnu, oAHoqacHe 3acrocyBaHHs KrouiAorpeJrro ra nap([apuny s6inrruye pr.r3r.rK

xponoreui qepe icuynanur He3arrexHoro BrrJrtlBy Ha reMocrlr.
Iuzidimopu zairconpomeiny IIb/IIIa; xnonigorpem crig a o6epexnicuo upusHarrarr naqieurarra is
uiAerrtqeHtlM pu3I,rKoM rponoreui nHacniAox rpBM, onepauift a6o inmnx naronori.nrrx cranin, npr.r

sKl.rx o,E{oqacHo 3acrocoByrorr inri6iropu ruironporeihy IIb/IIIa (aras. pogain <Oco6nnnocri
sacrocynaHnr>).
Aqemucattitquoea Kucroma (ACK): ACK He grraisrce iuri6iropnoi aii rnouigorpemo Ha

M@-isayroBaHy arperaqiro rporra6oqrdB, are xnoni4orpeJrb nocr{Jrrce Airo ACK na arperaqirc
rporra6oqurin, iugyxonaHy KoJlareuou. flpore oAuotracne 3acrocyBauns 500 rrar ACK aniqi sa ao6y
B[poAoBx oAuoro AH, He BLrKJruKaJro 3Harrroro s6imruenHfi qacy rponoreui, rroAoBxeHoro
sHacriAox npufiorray x-uouigorperno. Ocxinrxu QaprraaxoArHarrai.rHa ngaeuoAis r,rix rnonigorpelerr,r i
ACK uoxe npr.r3BoAr{ru Ao niAsurqeroro pr{3r{Ky rponorevi, cyryrHe 3acrocyBaHrr rrux npenaparia
norpe6ye o6epexuocri (aur. pos.qin <Oco6nnsocd sacrocyrauxr>). O.qnar e,qocaiA 3acrocyBauus
raouigorpeJrro ra ACK pasoM BrrpoAoBx uepioay,qo oAnoro poxy (aun. posgin <Oapuaxonori.rxi
uacrunocri>).
fenapux: y ,uocri4xenni xroui4orpemo, rpoBeAeuoMy 3a ) racrlo 3.uopoBID( Ao6posoJrbllin,
3acrocyBans.r xrouiAorpeJrrc xe norpe6yBrrJro sNriHN Ao3r.r relapury ra ne guinrcnzuro B[Jr[rB

rerrapuHy Ha KoaryJrsqirc. O4roqacue 3acrocyBaHH, rerapuHy He sruiurosaro iHri6iropry airc
xnoui4orpeJrro Ha arperaqiro rpou6oqurin. Ocxinrxu Mox[r.rBa (lapuaxo4nnaui.rsa nsaeMoAir r,rix
xnonilorpeterr,r i relapr{HoM is niABra[IeuHsru pr,r3uKy rponore.ri, oAuotracue 3acrocyBaHHfl r{r{x
npenaparin norpe6ye o6epexnocri (ms. por.qin <Oco6rnsocri aacrocynannr>).
Tpoudoilmuvui ruco6z.' 6esuery cyryrHr,oro 3acrocyBaHur xroniAorpeJrro, Qi6punocnequ{i.*rrx
a6o r[i6puuouecnerlu$iynnx rporra6onirll.rrrux saco6in i renapnny oqinronufii y naqiesrin g

rocrprrM in([apmorr,r rraioxapAa. tlacrota nosBu xniui.uro gHa'ryI{oi rpoaote.ri 6yra noli6Holo .qo

raxoi, rqo crrocrepiranacr npu upufionai rporra6oniru.urux eaco6in i renapuuy o,uuoqacHo g ACK
(.{Hn. pos4i;r <flo6i.rui peaxuii>).
Hecmepoidui npomusanataui npenopamu (HII3|T): y AocaiAxeuHi 3a fracrlo 3AopoBI{x
go6poronrqin cylyrue 3acrocyBauu, xnouigorpemo ra HarpoKceHy s6inruynaro rinrxicrr
npfixoBaHr.rx rrlJryrrKoBo-Kr.rrrrKoBrD( KpoBoreq. OAnar qepea nigcyruicrr Aocni.qxeur IqoAo

rsaelroAii [pe[apary s iHurilNru H[3II Aorerrep He 3'ffcoBaHo, rlr{ 3pocrae pfi3rrr ITHyIIKoBo-

xuumosoi xponoreui upu sacrocyaauui xrouigorpenro s yciua HfI3fI. Torvry neo6xilura
o6epexcuictr rpll oAHoqacHoMy sacrocyaauni HIBII, y roMy .nrcni inri6iropin UOI--2, 3

rnouigorpereu (4ur. posain <Oco6mrsocri sacrocynannr>).
Cenexmuari iuzifiimopu 36opomHozo 3caonleHHt cepomouiuy (CI33C): ocxinrxu CI33C BnJrl{Barorb

Ha aKTr.rBauirc rporra6oqurin i g6inruyrorb pr{3r,rK KpoBoreq, rpr cyryrHroluy 3acrocyBaHni CI33C g

rnonigorpereu neo6xialra o6epexuictr.
Iurua cynymrn mepania.
Iudyxmopu CYP2C19: ocxilrxu rnoui4orpem uera6ouisyerucr Ao cBoro aKrI{BHoro uera6oniry
qacrxoBo uia delo CYP}CI9, ouiryerrcx, rqo 3acrocyBaHH, rirapcrxux saco6in, xri inqyKylorb
arrrasuicrb uboro Sepuenry, [pr.r3BeAe.qo uiAsnrqeunx pinur n urasl\di rponi aKT[IBHoro rr,rera6olity
rnoui4orperno.
PrsarrauiufiH rtoryxuo ix,qyKye CYP2C19, qo rpr{3Bolprrr .rK Ao ui,qsrueHnr pinnr aKrI{BHoro

3 Marepla

rr,rera6oniry xnouigorpelto, rar i go

peecrpaqirHoro

Iqo, 3oKpeMa, Moxe



niAnnqurH plruK xponoreui. .IIx saro6ixuufi saxiA cri,q ynnxarll o.qHorlacuoro 3acrocyBaHufl
noryxHr{x iu,qyrropin CYP2C19 (alrn. posair <Oco6nusocti sacrocynannr>).
Iuzi6imopu CYP2C19: ocxinrru rnonigorpenr uera6oriayerrcx Ao yrBopeuHs cBoro aKrHBHoro

uera6oniry qacrKoBo nia ,qiero CYP2C19, ovixyerrcr, u1o 3acrocyBauH.f, npeuaparin, rxi
npurniuyroru axrunnictr uboro $eprr,rerry, npr{3Be4e Ao 3Hr{xeHH, Kourlerrparlii aKTHBHoro

lrera6oriry xnonigorpeJrrc B urasrdi xponi. KniHi.{Ha anavyuicrr qiei ssael,roAii He 3'scosaHa. flx
gano6ixur.rfi saxia cri4 ynrararu oAuoqacHoro 3acrocyBaHH, rroryxnux a6o norr,ripnr.rx inri6iropin
CYP2C l 9 (gun. poaginu <Oco6nranocri 3acrocyBaHHr)) ra <Oapuaroxiueruro).
.{o rroryxHr,rx a6o uorr,ripunx inri6iropia CYP2CI9 Halrexarb, Ha[p[rKJraA, oilenpaso]t,
$oitenpa3on, finyeoxcauin, finyoxcemuu, ruoxno6eiwid, eoputcoHa3on, Qnyrcouason, mw<roniduH,
xapdauaseniu, eQaeipeuq.
Iuzi6imopu npomoHHoi nounu (IIIU): ouenpa3ott y 4osi 80 rr,rr I pas ua 4o6y npr cyrryrHboMy
3acrocyBarrui s Krouigorpereu a6o, g Mexil( 12 roAun rraix upufioruaufi ql,lr( ABox upeuapdrin ,-it'":: 1'

3HI{xyBaB KoHIIeHTpaqiro artrsHoro Mera6oniry y xponi na 45 o/o (uatautaxyBanbHa aosa) i 40 %
(uiarpnruynaJrbHa aosa). (e suuxeuHfl cyrpoBoAxyBanocr 3MeHrueHHrM npuruiuennr arperaqii
rpou6oquris Ha 39 oh (uasulHrtDr(yBaJrrua gora) i 2l % (uiarpr.rrraynaJrrHa aosa). Ouixyerrcr, qo
ssaelroAir B oM enp as oJty 3 woili4orpereu e ananori.rHoro.
B xo.qi o6cepnaqifiHl,Ix ra MiHi.rHI,Ix AocniAxenb orprrMauo cyfiepellJrprni aani crocoBHo r.niui.rurx
nacniAxis qnx Saprraaxoxineru.mnx (OK) ta (paprraaxoAunalai.rHux (O[) ssaer\doAift 3 rorilc{ 3opy
po3Br{rxy cepftosnux xapAionacxynrpHux noaifi. -f,x sano6ixsufi saxig, ne cniA oAHoqacHo 3

xlonigorpe.nena 3acrocoByBarr{ owenpo3ott a6o $oMenpcaon (ans. posair <Oco6mrsocri
sacrocynauux>).
Mesm Br-rpaxere 3Hr,rxeHH, KoHllelrrparlifi nrera6oriry a xpoui cnocrepiraJroc, rpr{ 3acrocynauni
naHmonpa3ony a6o naHconpa3ory.
flpr o4no.racHoMy 3acrocyBaHui uauroupa3oJry y aosi 80 rvrr I pas na 4o6y unasuosi xoHueHrpaqii
axrlrBHoro rrrem6oriry 3MeHmyBarrucx Ha 20 % (HanauraxyBanbHa aosa) Ta Ha 14 %
(niarpnrr,rynaJrbHa aosa). I{e suuxeuurl cyflpoBoAx}rBaJroc, 3MeHrueHHrM cepe,uHboro roKanHr{Ka
upurnivenur arperaqii rpol,r6oqutin ua 15 o/o ra I I % sianosi.4Ho. Orpmraaui pe3yJrr,Tarrr BKa3yrorb
Ha MoxJruBicrr oAnoqacHoro 3acrocyBaHns KroniAorpeJrro ra naHmonpuroJty.
Heuae Aorasis roro, rtlo irui npeuaparfi, rrlo 3MeHruyrorb npo.4yxqirc Kr,rcJrorr{ y ruJryHKy,

Ha[prrKJraA H2-6aoxamopu a6o aumaqudu, B[Jr[rBarorb Ha anrurpou6oqr{Tapuy arrusHicrr
x-noni4orpenrc.
Eycmepua aHmupempoeipycua mepania.
BlJl-iuQironaui uaqiertn, .rxi orplrMylorr rocuJreHy aHrr{perponipycuy repaniro (APT), Marorb
nucoxuft pr{3}rK po3BHrKy cyAI{ITHID( uoaifi. y BlJl-uaqienris, sxi orpr{MyBaJrr{ uoc}rneHy
purouaniporrr a6o ro6iqrctarou APT, cnocrepiranocr 3uatrHe 3Hr{xeHH, B[Jrr,rBy aKTr.rBHoro

ruera6oairy r-uouigorpeJrro ra 3Hawre 3HlrxeHH, iuri6ynauux arperaqii rporra6ouuris. Xoqa rnini.rHa
ura.ryulicrr qux pe3yJrrraris He Bltnatreua, Ha,uxoAr{Jrr{ cuonrasni nosiAol,ureunr npo BIJI-
in(fixonaurx uaqienrin, xxi orpunaynann APT, flocuJreny prarouanipoM, y sxrx nicu aeo6crpyrqii
cuocrcpirarlrc, rroBTopni orrnosifiHi ssllula a6o rpou6oruuui noaii ui,q qac HaBaHTaxyBuIJIbHoro

Kypcy rixynanux uonigorpeJreM. .{ix rnoui4orpeJrrc Ta cepeAHe 3rraqeHH, inri6yranne arperaqii
rpou6oqnrin uoxyrr 6yru eHuxeni upn oAHoqacuoMy 3acrocynauni purouanipy. Tonay cni4
yufiKarfi o[HorracHoro 3acrocyBaHHt KJro[i.qorpeflo 3 rrocuneHorc APT.
Koadiuaryin s iuutlt,vu ilxapcuxuttu saco6a*tu: 6yta [poBeAeHa H]rsra AocriAxesr s KnoniAorpeJleM
ra inmruu upe[aparaMv Nts B[rBrreHH.f, uoresqifiurx ([aprvraroAuuaui.nrux i ([aprtraroxinern.rHNx
nsael{oAifi . flpu sacrocynauni uoni4orpeJrlo 3 :

- ameHorottou, uiQeduniuou a6o s o6oua upenaparurMu oAnoqacHo He 6yno nuxueno xriui.rro
sna.ryuoi (paprr,raro4uuaMi'Inoi naaerr,rogii;

- fieuodapdimaaon, qtutemuduuou ra ecmpo?ewawu He Br.IrBJreHo 3HaqHoro BIJIIIBy Ha

Qapr*raxogrnarr,rixy xroui4orpemo;

- duzoxcuuou a6o meoQtininou; QapuaxoriHer[.rHi [oKa3Hr{Kr{ ne guinrorutncfr;

- auma4udHuwu sacodaJilu: BrrJIHBy ua pineur
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- Qeuimoiuou, mon6ymanidowt: pe3yJrbrarrr AocniAxesnr CAPRIE cni.q.rarb, Eo fienimoiu t
mon6ymauid, rri rrrera6orisyrorrcr 3a .qonoMororo Seprraeury CYP2C9, MoxHa 6eguequo
3acrocoByBarr oAHoqacno s KnouiAolpeJreM;
Cy6cmpamauu CYP2C8: 6yno roKiliaHo, qo uouiAorpeJrL s6imruye ercuosuqirc penarniniay y
3AopoBI{x 4o6ponomqin. .{ocni4xeHHs in vitro roKa3aJrr{, ruo s6irrrueHu, eKcrrosuqii penarniuigy
3yMoBnene inri6ynanum"r $eprr,renty CYP2C8 rmorypoHiAHrrM uera6odrou uoniAorpenro. Y
3n'.r3ry 3 prr3HKoM niAsurqeHHs xonqeurpaqii B unasrdi xponi oAuorracHe 3acrocyBaHufl
rnoni,qorpeJrro ra upenaparin, xxi uepeBaxHo Br{BoArrbc, 3a Ao[oMororc N{era6orisr\.ry CYP2C8
(naupnrnag, peuamiHi4y, naxriraxcery), cnia rpoBoAr,rrrr r o6epexnicrro (aras. posain
<Oco6rnnocri sacrocyaauux>).
3a srurrrxou AocriAxeHb lqo.qo agaeuoAii si cuequ([i.uruun nixapcrxraura saco6aMn, .qaui lxux
HaBeAeIro BlIIqe, AocniAxenb lqoAo ssaer,ro.uii xaonigorpeJrro 3 rirapcrxurrau saco6al,ru, mi sasnnvaft
rtpllsHaqarcrr uaqieutau 3 areporporra6osour, He [poBo,(uru. O4uax uarlienrlr, rxi 6pann fracrB y
xriHi.nrux AocriAxerHfi 3 xnoni,qorpereM, 3acrocoByBaJru Hr{3Ky cynyrnix upenaparir, } T..r.
diypemuxu, 6ema-adpeuodnoxamopu, inzidimopu aHziomeusuHnepem*optoncubHo?o fiepueumy,
aumaeonicmu t<anuqio, 3aco6u, t4o SHwcynma pieenu xonecmepuHy, KopoHapui easodmamamopu,
aumudiofiemuqui sacodu (exnovanvu iucyntu), npomueniaenmuvui zoco6u, eopuouorutticuy
rnepanin ma aHmazouicmu GPIIb/IIIa,6es osnar xaini.nro 3Hatryqux nsaeuo4ifi.
.flr i y BI{II4[Ky s iHIuENdlr nepopoJtbHuuu iuzi1tmopctwu P2Yl2, o.qroqacHe 3acrocyBauns ouioiAgux
aronictis Moxe rpr,BBecrr{ Ao 3arprrMxrr ra 3Hr,rxenn.s a6cop6qii xnouigorpemo, fiuoaipuo, vepes
ynoniruueue cropoxHeuHf, IuryI{xa. Kniui.rsa aHavyrqicrr ueni.qoua. Cnig posmnryrr ruoxnreicrr
3acrocyBaHll [apeuTeparlBuoro anrurporr,r6oqr{Tapuoro saco6y y naqienriB 3 rocrprrM Kopouaprr.rM
cI,IHIpoMoM, rxi norpe6yrorr oAHotracHoro BBeAeHHx rr,ropQiuy a6o iuuux onioiAlrrx aronicris.
Posyeacmamuu: 6ytro [oKa3aHo, rqo y narlieHris upuftou rnoni4orpeJrro B aosi 300 rr,rr s6inrurye
excuosutlirc po3yBacrarrry B 2 pazu (AUC) ra 1,3 pasu (Cro), a uicnx rroBTopHoro npnftorr,ry 75 ur
xroni4orperrro - B 1,4 patu (AUC) 6ea rnluny ua C,r*.

O co 6nueo cmi wcmocy I atfln.
Kpoeomeva ma ?eJuamoJtozivui poetadu.
tlepes pI{3I{K po3BI{TKy xporote.ri Ta reMaroJrori.rurx uo6i.rrrIax pearqift criA serafiHo [poBoAHTr{
po3ropHyrfift analis xponi rala6o inrui siauori4ni recru ulopa3y flplr Br{Hr{KHenni curranrouin, ulo
csiA.rarr trpo MoxJrr{By KpoBoreqy ni,q qac 3acrocyBaHrrfl rrperapary (afin. posain <flo6iqsi
pearuib>). .f,r i inmi auturporra6oqurapni 3aco6n, xnonigorpem criA s o6epexnicrro sacrocoByBarr{
naqieuranr s niAsuqeHlrM plr3l,rroM KpoBore.ri nuacri,qoK TpaBMr{, xipypriuuoro BTpfraunx a6o
isurrx uarorori.nrux ctauin, a raKox uaqienrau, xri orpnMyrorb nixynannx s ACK, reuapr{HoM,
iuri6ircparrau mixoupoteihy IIb/IIIa a6o HfI3fI, y r.e. inri6iropanrra IlOf-2 a6o CI33C, a6o
rroryxur,rMu iu.qyrtopar"rur CYP2Cl9, a6o imuuur [pefiaparaMfi, floB'f,3aur,rM[r 3 p]r3]rKoM po3Br,rrKy

rponoreui, raKuMluK [eHToKcur[inin (,arn. pos.qir <BsaeMoAis g iHrruun rixapcrKr{Mu gaco6auu ra
inmi silAl{ rsaeuogifi >).
rlepes ui.qsurqeHr,rfi pusux xponore.ri He peKoMeHAyerLc, norpifiHa anrr,rrpou6oqr{TapHa repauix
(rnoni4orpem * ACK + guuipugarr,ron) .qm nropuuuoi npo([inarcuru iucylBry y uaqienris g

rocrpr.rM uerapgioeu6od.nrrau irueuiwrurrr iHcyrurou a6o TIA (aun. pos.qira <BsaeMoAis s inruuuu
rirapcrruuu saco6aMu ra inrri BLlryrfi asaer\,roAiftD ra <flo6i.nri pearqii>). Cnia perenbno
cnocrepirar[ sa narlieHTaMr{ AJr.f, Br{rBJreHH, 6y4r-nxux o3HaK rponore.ri, y roMy.rrcd npnxonauoi
rpoaoreui, oco6nueo Ha rrepmrrx rr,rxrurx nirynannr ralado nicrs iHnasiftHrx xapAionori.nrrx
npoqeAyp a6o xipyprirrHrD( BTpfraHb. OArroqacrre 3acrocyBaHus KnouiAorpeffo 3 rrepopaJIbHHMI{

aHTr{KoaryJrf,HTal{r{ He peKoMeH4yerbcr, ocrimxu rle Moxe rrocllJrlrru iurencfisHictr xponote.r
(4uo. pos4ir <<Bgaeuoai.s s iHrruInau rixapcrKr{Mr{ eaco6aMu ra iurui BI{Au B3aeMoaib).
-fxqo unauyerbc, xipypri.nre BrpfraHnrr i anrurpou6orrwruft eQexr e rlrMqacoao ne6axanuu,
nixynanHx uoui4orpereu criA flpmrr{Hr{Tr{ sa 7 aHis Io o[epaqii. flarlieurn uonunui uosiAordflrru
drapir i crorrrarororiu npo re, rqo nonu npufiNrzrrorb uonigorpeJrb [epeA flpfi3HaueHnrrr,r il,r 6yar-
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Knoni4orpeJrb [oAoBxye qac rporore'ri, rouy fioro cri.q sacrocoByBar[r s o6epexnicrto naqieurau
s niAsnqeHr{M p}r3HKoM KpoBoreui (oco6nrBo ItrJryHKoBo-KHrrrKoBoi ra rnyrpirunroovuoi).
flarlieHrin crig nonepe4vtrri, rqo ni.q vac rixynanHr uoni,(orpeneM (orpeuo a6o y xoN,r6inaqii s

ACK) 3y[r{HKa xponorevi Moxe rpr{Barr{ AoBrue, nix sa3sr.rqafi, i ryo BoH}r rroBr,rnHi uosiAoMJlrrlr
ilrapr rpo Koxurft nranaAox xessu.rnoi (sa noxanisauiero a6o rpunaaicuo) rponore.ri.
3acrocynauu.f, HaBauTaxynanuroi Ao3rr Krrori4orpe.nrc 600 rr,r He peKoMeuAyerbc, naqienrarr,r is
rocrpr.rM KoporapHr.rM cr.rHApoMoM 6es nidilouy cerMeHTa ST ra sixolu > 75 poxir tlepe3

uiAsuqeHrft pNsux rponotevi y uift nonynxqii.
9eper o6uexeui xniHiqHi Aasi gacrocyBaHur HaBaHTaxyBarrHoi Aosu xnouigorperuo 600 ur
uaqienmrra sixord > 75 poxin is rocrpuu KopoHapHr.rM clruApoMou s nidilouoryt cerMeHra ST ra
vepesrmipru{M KopoHapHHM BTpfraHHrM i niAs[qeHr.rM pr.r3HKoM KpoBore.ri cni.q po3rlsAaru Jrr{me

uicns inarariayanrnoi oqiHxu uixapeu plr3r,rKy xponorevi y naqieura.
Tpou6omuuua mpoudoqumoneniuHa nypnypa €f0.
Ayxe pigxo cnocrepirarucs BuraArn TTII uicrc 3acrocyBaHns KroniAolpeJrro, iHo.qi uanirr nicnr
ftoro KoporKoqacHoro 3acrocyBauur. TTII [po.f,BJrrerbc.fl rpor',r6oqnronesiero ra
uirpoaurio[arl.Itmoro reMonirn.rHoro aneN{iero s ueapororiuHr{Mr{ cuMnroMrura, gucrfyuxqiero
HupoK a6o raprvroro. TTII e uorenqifiHo JreraJrbHr.rM crauoM, rqo rorpe6ye nerafinoro lixynaunr,
BKJrrorrHo s urarua(fepe3oM.
Hadyma zeuoQinin.
floniAor,r[sJrocfl rrpo B[rla.(Kr{ na6yroi renao([inii uicls 3acrocyBaHua xlonigorpenrc. Y rnu4Arax
uigraepAxeHoro isortonauoro [oAoBxeHH, aKTr{BoBaHoro sacrKoBoro rpou6onnacrrrHoBoro qacy
(AqT$, Iqo cyrpoBoAxyerbc, a6o ue cyrpoBoAxyerbc, KpoBoreqero, cniA po3rr.f,Hyru giaruos
na6yroi reuo(lirii. flaqientr a nigrnep4xeHrM giaruosou xa6yroi rerraoSinii nosuuHi nepe6ynana
ui.q narnsrou dxapr i oryrrr,rynaru si,quosiAHe airynaunr. 3acrocynaHrrf, KJro[i,qorperro cni,q
[pmrr.IHr{Trl.

Het4odaero nepeHe ceHuil iweuirtuuil iucynam.
o lfoqomox mepanii.
- Y naqiesris is rocrplrM Manr,rM iurerrri.nrurrr iucymrou a6o TIA cepeAHboro ra BlrcoKoro pE3I{Ky

uognifiny anrurpou6oqnrapHy repanirc (xroui4orpeJrb ra ACK) cnig posnorrrdHarr.r ue uisxime Hix
qepe3 24 ro4uwv, nicnc roqarlcy roAii.
- Henaae Aaur{x rqoro cnissiAnoureuH.f, Kopr.rcrb-pu3r,rK KoporKocrpoxonoi uo,qniftnoi
arrrr{arperanrnoi repauii Anc naqienrin ig rocrprrM MzIJr}rM imerr,riqHuru iucymrou a6o nallierrrin is
TIA cepe.quboro ra BrrcoKoro pr{s}rKy s (uerparl,raru.muu) nxyrpiruuroqepe[HuM KpoBoBr{JrHBoM B

aHaMuesi.

- Y naqiesrin is HeMaJTHM iueuiqnuu incynrrou MoHorepa[iro xnonilorpeJreM cnig posnoq]rHarrr

rinrxr qepes 7 anis uic.nc roqarry noaii.
o lfat4ieumu 3 Hetuteuuv iueutwttnt iucynamou (NIHSS > 4).
gepes nigcyruicrb Aaur{x 3acrocyBanH, uo,qsiriHoi auturporra6oqurapuoi rcpauii He

peKoMeuAyerrcr (4un. posain <florasannx>).
. Het4odaeuitt uatuil iweuirtuuil iucyaam a6o TIA cepeduaozo ma qucoKozo pu3ut(y y nat4ieumie,

dnn nxtn noKcaaHo a6o ruauyemucn iumepeeuqiilue nmpyvaHHt.
Heuae AaHrrx, uo niArsepAxyrorb Aorlimuicrb 3acrocyBaHHs noABifinoi aurl{arperauruoi tepanii
naqieHmna, sKuM [oKa3aua Kaporr,rAHa enAaprepexrouir a6o nuyrpiunrocy4unna tpottt6ermorr,rix,

a6o naqienraM, ,KrM rrJrauyerBcr rpou6orisuc a6o anTrrxoaryn HTHa reparis. Y qrx curyaqirx
noAnifina anTr{arperaHura tepanif, He peKoMer.qoBaHa.

Ilumoxpou P450 2C19 (CYP2C19).
(DopuarcozeHemuKa. Y naqiermie is renerfirrno 3ulrxenorc Synxqierc CYP}CL9 cuocrepiraerrcx
MeHma KoHrIeHTparIis arctusHoro uera6oriry xroniAorpeJrro y nnasrr,ri rpoei Ta MeHru nupaxeuuft
aurnrpou6oiryrrapnuft e{erct upu iacrocynanui peKoMeHAoBaHHx Aos KrouiAorpeJllo. Kpirr,r roro, y
Hrrx 3HaqHo 'racrime Br{Hr.rKarorb cepueno-cyAuuui ycKJraAHeHH, uicff inQapxry rraiorap,ua

nopinuruo s uaqienraur{ 3 HopMaJmnur'r ([yuruionynanu.nu CYP2C[9.3apas locrynni recrrl Ant
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Ocximxu xnonigorpem uera6odeyerrcx Ao cBoro aKTHBHoro uera6oliry qacrKoBo ni,q .qiero
CYP2CI9,3acrocyBaHu, flperaparin, u1o 3HuxyrorB axrnrnicrt uboro Seprr,renry, xafiirraoripniure,
rrprmBe.qe Ao 3MeHrueHH, KoHrlexrpaqii aKTHBHoro rraera6oliry xnoniAorpeJrro B uragMi rpori.
Knixiqne 3HaqeHHf; qiei asaenaoaii ne 3'ffcoBaHe, rorray clig yHr{Karr{ cyflyruboro 3acrocyBaunfl
noryxul{x a6o norraipnrx inri6iropin CYP2CI9 (gun. poagin <BgaeuoAis g iHuru}',rra nirapcrrlruu
gaco6anau ra inui BrrAr B3aeMoaifu).
O.rixyerscr, rqo 3acrocyBaHH, nixapcrrux raco6in, tqo iH4yKyrorr axrnsHicrr CYP2CI9, npuarege
Ao niAnr.rtqenur pirux aKTlIBHoro laera6oniry xnonigorpeJrro B unasui xponi ra Moxe uiAsuulNru
pI{3I{K rponoteui. .f,x sano6ixuuft 3axr,q crri4 ynuxaru oAHorracHoro 3acrocyBaHHr [or)DKHr{x
ingyKropin CYP2CI9 (aun. pos4in <Bgaeuolis s inuuun nirapcrxuuu saco6aMu ra irmi nu,qu

asaeuo.4ift>).
Cy6cmpamu CYP2C8.
Cria aorpr,rMyBarr{cfl o6epexnocri npn oAuoqacHoMy 3acrocynanni xlouigorpemo i nixapcrxux
saco6in, qo e cy6ctparaMl{ CYP2C8 (ann. poegin <BsaeMo,qis s inruuruu drapcrrr.rMrr saco6aMu ra
iumi ru.ua nsaerraogifi >).
If ep exp e c n a p e aKmu6 u i c mu u icrc mieu onipud uu at ru.

flaqienris cri4 posnnraru rrpo naxsHicrb n ananrnesi rinepyyruranocri 4o rieuouipugnHia (raxux rx
uonigorpenb, Tr,rKJro[i,4au, npacyrpenr), ocrinrru Ha,e(oAI{Jrr{ nosiAol,rreHH, rrpo flepexpecHy
aneprirc r,rix riexouipu,uuual,rn (ann. pos4iu <flo6i.rHi pearqii>). 3acrocynauus rieuonipugnuin
Moxe [prrcBecrr.r Ao B]rHr,rKHeHH, zlJrepri.rufix peaqiil si,q rerroro Ao rrrKroro cryrreHlr, TaKHx flK
Bucr{rrauHs, anrioeAelr,ra, ra/a6o reMaronori.nrrx pearqifi, TaK}rx rK rporra6ourmonenis i
uefirponenis. flarlieuru, xxi Mulrrr{ B anail,tresi arepri.rHi peaxqii ralaio reMaroJrori.rri pearqii ua
oAras riesonipuAun, Mzlrorb ni.qsuqeuufi pusm po3Br{TKy raxoi x a6o isuoi pearqii na inmi
rienouipu.q.rnr.r. PeroueHAyerbc, rraouiropraHr Ha HzurBHicrr osHar rinep.ryrnunocri y uaqieutis s

ni,uourorc arepriero na rienouipuAurrr{.
If opyue u u n fiyu xrq ii uup o K.

Tepanenru.mrafi Aocni4 samocyraHH, KJrorigorpemo ua[ienrau is Hr{pKoBoro neAocramricrro
o6uexeuufi, ToMy raxr{M naqienrau npe[apar cri,q aacrocoByBarr.r a o6epexuicrrc (auu. posgir
<Cnoci6 3acrocyBaH Hs. Ta 4osu>).
If opyweu un Qynxyit neuiurcu.

Aocnia 3acrocyBaHu.f, rrperapary naqieurarvr ig 3axBoproBaHnf,Mrr neqixrlr cepe,4rroi rrxrocti, mi
Moxyrb Marr{ reMopari.urufi Aiares, o6nexenuft. Torr,ry raK}rM uaqienrau xnoni4orpenr crtiA
3acrocoByBaru s o6epexuicrro (gun. pos.qin <Cnoci6 3acrocyBauns,Ta4osra>).

,\onouicrcni peuoeuuu.
flpenapar uicruru naKTo3y. flaqiesrau s pi,uxurrau cua.qKoBr{Mu npo6reuaMr{ Herepenocruocri
rarraKTo3r{, .rrarrasuoi HeAocraruocri, ruuoro3o-rurJraxTognoi uarra6cop6qii ne criA 3acrocoByBarl,I

Aauutrt rperapar.
flpenapar uicrurr ortirc puqunony ri,qporeuisoaany, rqo Moxe crpurruHl{rlr po3Jla.q tultyrKa ra
4iaperc.
-f,xrqo uaqienr sa6yn upufiurrn Ao3y uperapdry, i uuuyro MeHIIre 12 ro.qun uicns [JIaHoBoro
npufiorr,ry, ilperapar seo6xi.uro npuitytru.sKnafirtrsrAue, nicrx tloro Hacryrluy Ao3y cni4 nprftlrmu
BqacHo. -f,xrqo MlrrryJro 6inuue 12 rotun - cJru upo[ycrr{r}r npufiorvr sa6yroi ,qosu i upufiurrr
Bqacno HacrylHy Ao3y rrperraparry. Hegonycrruo upufiuaru uo4nifiHy Ao3y rlperapary.
IIia qac ilxynannx flpe[aparou se criA Bxr{Barr{ aJrKoroJrb qepe3 uiAs}ruleHH.tr pI,I3}rKy TIIJIyHKoBo-

x[mxosoi xponore.ri.
Ocodnuei 3acmepeilceuun t4odo eudaneuun sanuruxis ma eidxodie. Bylr.rrruft neeuxopzcranrnfi
flpeuapar a6o ni.qxo,uu norpi6no 3HIIIII{TLI niAnosiAHo Ao l,ticqenux B}IMor.

3acmocyeaHHt y nepiod eazimHocmi a6o zodyeauun zpyddn.
Baziruicma. gepes ni.qcyrnicrr xriui.urrx AaHr,rx rqo4o 3acrocyBauns Kroni,qorpeJrlo y uepiog
rariruocri He peKoMeH,e/erbc, upu3Hatlarl{ rlpenapar aaritnuu xinxau
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Aocniau rra rBapr{Hax He BfifrBtrlr.u [pflMoro a6o onocepe,qKoBaHoro Herarl{BHoro BrIn[IBy Ha

narirnicrr, po3B[ToK erra6piona/uJroAa, noJroru Ta rrocruarwrcsnit po3B[rroK.

fodyeauun zpyddro. Henigoruo, rIH eKcKperyerrc, xloniAorpeJrb y lpyAHe MoJroKo, touy nig uac

ilryeaunr rpeflaparoM roAyBaHH, rpyA.uo cni,4 npununlrrrr.
@epmwrcuicma. fla.rac AocriAxeHb ua ra6oparopHr{x rBapuHax ue 6yro BHrBJreHo HeraruBHoro
B[Jrr{By xaoni4orpeJrro Ha Qepruruuicrr.

jdamuicma 6tuu6amu ua rueudrctcma peax4ii npu xepyoaurui anmompaHcnopmow a6o iuuuuu
uexaHisuatvtu.
flpenapar He BrrJrr,rBae a6o Mae negHa.rul.tft BrrJrr,rB Ha ursuAricrb pearqii rpr repyaanni
aBrorpaHcroproM a6o inmurr,ru L,rexanisl,rarr,rr,r (.uun. poagin <Ilo6i.rsi pearqib).

Cnocif sacmocyea*fln ma dozu
,[opocni ma naqieumu nimuuozo eiry. flpeuapar rpu3uatrarr uo 1 ra6neuli (75 ur) I par ua lo6y
He3arrexHo nig nprafior"ry iki.
flaqiesrarr,r is rocmrild xopoHppuuru cuHApor{ord 6eg ninloMy ce{MeHm ST (necra6inrna
crerorap.uis, a6o irQaprct rr,riorapAa 6er sy6qe Q ua EKf) dryraxnx xnonigorpereu criA rroqlrHarlr
3 o,qHopa3onoi xasaHToryBanbHoi AosIn 300 rrm a6o 600 Mr. HagaHroKyBaJrBHa Ao3a 600 ur Moxe
6yrr sactocoBua naqieutau nirou rc 75 porin y pa3i, xonn neo6xi.qne vepesmxipne KopouapHe

BTpfraHHf, (ans. poagi;r <Oco6flisocri aacrocyrauru>). Jlirynauru uouigorpereu cnia
rpo.qoBxyBarr{ Ao3oro 75 rr,rr I pag ua go6y (s aqeruucariqurororo Kr{cnororc (ACK) y aosi 75-
325 rrar na .qo6y). Ocximrx 3acrocyBaHH.[ 6imrtr Br{coxr{x aoe ACK ui.qnnuye pr3}rx xponoreui,
peKoMeHAyerbcfl He repeBnrqyBaru .qo3y ACK 100 rr,rr. Ouruuanrna rpunanicrr rixynauur
![oprr,rarrno He BcraHoBJreHa. Peaynrraru AocriAxenr csig.rarr Ha Kopr{cr6 3acrocyBaurt
rpenapary xo 12 ruicrqin, a MaKcr{MurJruxfi e([err cuocrepirancc qepe3 3 rraicsqi nixynaxnr (grn.
pos4ir <Oapuaronori.rsi uacrunocri>).
flaqienrarr,r is rocrpmrr iH6aprool',{ N,rioxapaa s ninftol,rolrd cerMe.Hra ST xrouigorpem cni.q

rtprrcHarrarfi uo 75 rrar I pas ua go6y, flortrruiloqr.r 3 oAuopa3osoi HaBaHTa]r(yBrrJrEHoi Aogn 300 rrtr y
rorr,r6inaqii s ACK, is sacrocynaHHsM rpou6onirnnux npe[aparis a6o 6eg nnx. Jlirynannx
uaqiexdn eixor\d sil,75 poxin [otrr{Har[ 6eg rananraxyBrurbHoi Aosra xronigorpemo. Kou6inonany
repaniro cdA uoquHarlr f,xoMora pauime nicrs rosBlr cruurouin i upogonxyBarfi rplluafirvrni
4 rnxni. Kopucrr siA gacrocyBaHns xorra6iHarlii rnonigorpeJrro 3 ACK nonaa 4 rnxni rrpu IIboMy
3axBoproBauHi ne sun.raflaca (,unn. pos.qin <@apuaronori.nri rnactuuocri>).
.f,rqo rprrcHaqeno qepe3rtrKipne xoponapHe Brp1,.rannx (rIKB):
- xnoui4orpenr criA po3floq]rHarrr 3 HaBaHTaxyBanrnoi aosu 600 rr,rr y naqieutin, rxuu upoBoArrr
rrepBr{HHe IIKB, ra y uaqieurir, flKr{M trpoBoArrb 9KB vepes 24 ro4uHlt uicn-f, 3acrocyBztHHt

Qi6puuolimvnoi repauii. flaqienrarr,r nirou > 75 poxir HaBauraxyBarlbHy aogy 600 trlr cniA
3acrocoByBatn s o6epexuicrto (aran. posgin <Oco6;rnsocri sacrocynauux>);
- naqienrau, sKrrM rpoBoArrb IIKB rnpoAoBx 24 rolu*t nicnc uouarKy r[i6punodflr.rHoi rcpauii,
c.niA sacrocoByBarr.r HaBaHTaxyBa.JIbHy go:y xrouiAorpeJllo 3 00 ur.
JliryaanHr rnoui.qorpererra cni,q rpoAoBxyBaril y aogi 75 Mr o/[t{H pa3 Ha AeHb pa3orr,r g ACK 75-
100 rrar Ha AeHb. Y rurini.rHifi nparcruqi Aianasou rpu3Haqenoi ni.rrpl{MyBzurbnoi aosu ACK
craHoBr{Tr nh 75 Mr Ao 325 ur sa .qo6y. Ocrimxu 3acrocyBaHur 6inrm BI{coKI{x ,qos ACK
uignnqye plr3rrK xponore.ri, peKor\reHAyerbcs rre repeBl{IqyBarl{ go:y ACK 100 rr,rr. Kona6inorany
repaniro cai4 posuorrlrnarr( rKoMora panime nicns rro.f,nlr cnrrntoMis i npoaosxyBarr Ao 12 rrricrqis
(gran. pos.qir <lDaprraarorori.rHi uacrnnocd>).
,[opoctri naqieamu s TIA cepeduuozo ma 6ucoKo?o cmyneHfl pu3ut{y a6o uanuv iweuiquut
iucyrcmou
.(opocni naqierm s TIA cepeAuboro ra Blrcoxoro cryfleHs pI,I3HKy (uoxasnux 3a mKaJIoK)

ABCD2 Z 4) a6o Marrr{M II (noxasuux 3a rrrKurnoro NIHSS S 3) uosuuHi orpuMyBarl{
HaBaHraxyBtrJrbrry Ao3y KJroriaorpenro 300 ur, a noriu [poAoBxyBaru firynauuf, .uo3olo 75 rrlr
xloni4orperrro oAnrr pa3 Ha 4o6y ra ACK y aosi 75-100 t'tr oAun pa3 Ha Ao6y. Jlixynannx
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Kro[iAorpeJleM Ta ACK cnig [otl]rHarlr uporsroM 24 roguu nicr.f, noaii Ta npo.qoBxyBarr{ flporrroM
2l plts. 3 flo.qarJrrmorc aHTr{arperanTuoro rrronorepaniero.
flaqiemarra ig 0i6pr.urIqierc nepeacepar rurouigorpeJrr 3acrocoByBarr y pasonifi ao6osifi aosi 75 Lrr.

Paeou is KroniAorpeJreM criA posnoquHarrr 3acrocyBaHHs ACK (y gosi 75-100 Mr Ha go6y) ra
rpoAoBxyBaru ftoro.
Y pasi rporycKy Ao3r{:

-trKrqo 3 MoMeHTy, KoJrr,r norpi6xo 6yno npraftMarfi qeproBy.qo3y, Mr{HyJro MeHrue 12 roAun,
uaqieury cniA nerafiuo upuftxrrl{ [poryueHy Ao3y, a HacrynHy Ao3y Bxe npufiuaua y snu.urufi
qac;

-sKrqo Mr.rtyJro 6inrrue 12 rogun, naqienry cni4 npufiHrrn Hacrynuy Ao3y y snuuuufi qac ra He

[oABoroBarlr Ao3y 3 Meroro KoMrreHcyBarrHf, rrporrytqesoi,{ogu.
@apuaxozeHemuKa. floruupeuicru arexis CYP2CI9, rxi cnprvr{Hrrorb uportaixny ra 3H}rxeHy
il{era6ori.rHy axrunHicrr CYP2CI9, sauexurr si,q paconoiTernivnoi npnnarexnocri. Onruuamsrfi
pexr{M .qosyBaHH, y oci6 is nocra6renuu uera6orisruor{ CYP}CI9 noKH rqo He BcraHoBrenufi.
Hupxoea uedocmamuicmu. Tepauenru.nruft AocBu 3acrocyBaHH, rrpe[apary uaqienrav ig

Hr.rpKoBoro HeAocraruicrro o6uexesufi (aun. pogair <Oco6nusocri sactocynanux>).
IferaiHxoea uedocmamuicmu. Tepanenru.nrufi .qocai.q 3acrocyBaHH, rrpe[apary uaqiesrau is
3axBoprcBauuf,Mr{ ueqinxu cepe4nroi rsxrocri i rr,roxnunicrro BI,THI{KHeHHx rerrropari.uroro 4iaresy
o6uexesufi (.{Nn. pos4ir <Oco6nusocri sacrocyaanuo).

!imu.
Fesuexa ra e$errunnicrr 3acrocyBauu.fl KroniAorpeJrro .qirmrr (nixou ao 18 porin) He ncrauoareui,
roMy rperapar He crliA gacrocoByBarr{ Airxr,t (4un. posgir <(Dapuarorori.rri uacrunocri>).

IlepedotyeawHfl.
Cuunmouu.'floAoBxeHnfl qacy rponoreui 3 floAiurBrlr]rMr{ r'eMopari.nrnrr.ru ycKJIaAHeHH.flMrI.

Jltnyaanrun' cr{MrrroMarr{rtrre. Cueqiamsoro anTr{Aory HeMae. flpn ueo6xianocd nerafiuoi roperqii
rroAoBxenoro qacy xponorevi e![exru xloni,qorperno MoxHa ycyHyru rpancQyriero
rporr,r6our,mapnoi lracn.

Ilodiuni peaxqii.
Kopomxuit onuc npoQino 6esnexu.

Eesnera 3acrocyBaHHs Knoni,qorpeJrro AocriAxesa y 6inrrn nix 44000 naqiestin, sxi ssrJtrr fracrB
y rnini.nrnx,qocnigxeHHfi (s Hnx 6inrrue nix 12000 oci6 rypc rixynannr rprrBaB I pir i 4onue).
KJrini.rHo sna.ryrui uo6i.nri aii, rqo cuocrepirarvrcs. y AocniAxesnrx CAPRIE ,qis Kroni,qorpeJllo y

aosi 75 Mr Ha 4o6y saranorr,r 6yna uopinnxnnoro s ,qierc ACK y losi 325 Mr Ha 4o6y nesanexno ni4
nixy, crari qlr pacu xBopID(.
Kpiu gannx xliui.mrx AocniAxesb, BpuxoByBzrJrr.rcb cnonrausi nosiAoMrelrH, rpo no6i.mi pearuii
uiA qac 3acrocyBaHus [perapary y rnini.ruift nparctnqi.
Kponoreua 6yta tafinourapeuiruorc uo6i.nrorc peaKrliero, rqo cnocrepiranacfr flK y xninivnrx
Aocri,qxeun.f,x, TaK i y uocrrr,rapKerlrnroBorr,ry uepio4i, uiA qac ,KI{x soHa Hafiqacrime Bl,ruuKuura y
nepmufi Micsqr nixynanru.
Y aocdaxenni CAPRIE y naqienrir, mi 3acrocoByBanu rnouiAorpeJlb a6o ACK, 3araJlbua qacrora

xponorevi crauoBr{Jra 9,3 yo.9acrora B[rHr{KHeHHfl TrxKr{x s[n4Axin KpoBoreq 6yla o4uaxoBorc AJr.s

uoni,4orpeJlro ra ACK.
Y aocniaxeusi CURE He cflocrepirarocs s6iJrbureuH-s qacrorr{ BrrHI{KHeHH.f, BeJrflKI{x KpoBoreq npu
3acrocyBaHni rorra6inaqii uouiAorpeJrr + ACK yrpo.qoBx 7 giuit nicrs rpoBeAeuHr onepauii
aoproKopoHapHoro urynTyBaruu y uaqieurin, mi rpmIlIHlIJIrr uirynaunr 6inrur Hix sa 5 anir ao
xipypri.nroro Brpfraunc. Y uaqieurin, rri upogonxyBrrlrr,r dryrauur rpoAoBx 5 .qHin 4o onepauii
aoproKopoHapnoro uyr{TyBaHH.f,, qacrora B}rHlrKHeHH, Ilboro ,BI.IuIa cranoBfina 9,6 yo y rpy[i
xnoui,qorpenr + ACK ra6,3 %y rpyni ulaqe6o + ACK.
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Y aocniaxenni CLARITY cuocrepiranoc.s 3ararbHe uiAsutqeHHfl qacrorrr Br{HHKHeHH, KpoBorerr y
rpyri, rxa npufirr,rana xrouiAolpenb + ACK, nopiruxno 3 rpyfioro,.f,Ka orplrMyBarra nraqe6o + ACK.
r{acrora B}rHr{KHeHHs neruxoi xpororeui 6yaa nogi6noro n o6ox rpyflax. [x neru.ruua 6yrra
criftxoro y ui.qrpynax naqieirrin, qo sinpisrsntucs, 3a [oqarKoBr,rMrr flapaMerpaMu i rrauou

{i6prauorirura a6o rerapr{Horepanii.
Y aocnia,xenni COMMIT 3arzurbHa qacrora BlrHrrKHeHHf; BeJrr,rKr{x neqepe6pamnrx a6o
qepe6pamulD( KpoBoreu 6yna Hr{3bKoro i uoli6norc s o6ox rpyrax.
Y aocniaxesui ACTIVE-A qacrora Br.rHr.rKHeHH, BeJrlrKr{x KpoBoreq 6yna aurqorc y rpyni, ma
orpl{MyBaJra x.rronigorpem * ACK, uopinnxno 3 rpyrorc, ,Ka orpr{MyBarra uraqe6o + ACK (6,7 oA

lporrl 4,3 oh). B o6ox rpyflax senuxi rponoreui 6ynu uepeBrDrro eKcrpaKpzruianuroro noxoAxeunrr
(5,3 yo y rpyni xnoni.qorpem * ACK, 3,5 o y rpyri uraqe6o + ACK), B ocHoBHoMy rtrnyHxoBo-
rururroni rponore.ri (3,5 % rporr{ 1,8 %). Cuocrepiraroc, s6irsueHHs ximrocri
nnyrpiuusoqepernrx KpoBoretr y rpyri xroui.qorpelr + ACK uopinHf,Ho 3 rpyrorc nnaqe6o + ACK
(1,4 % rporl{ 0,8 yo siguosiAuo). Mix qr{Mrr rpyraMr ne 6yno Br{JrBJreHo crarr.rcrr4rtrro 4ocronipnoi..,,, ..
pisHrrli y.ramod BrHlrKHeHH.s rerarbHrD( KpoBoreq (l,l o/o y rpyfii ruronigorpeJrr + ACK ra 0,7 ohy

rpyri uraue6o + ACK), araKox remopariwroro incy.nrry (0,8 o/ora0,6 % si,quosiaHo).
Y aocniaxenni TARDIS, naqienu.r 3 HerrIoAaBHo [epeHeceHr,rM iruerr{iqufirvr incynrrou, sri
orprlMylorE iHreucnsHy aHrr{Tporrr6oqnrapry repauiro 3 Tpbox firapcrxux saco6in (ACK +
uonigorpem * .qunipu.qarr,ron) rraarn naguipni rponoreui Ta KpoBore.ri rsxxoro cryreH, y
nopinuxuui s uouorepaniero rcnoui.qorpereu a6o xou6iuaqierc ACK i auuipnaarr,tony (cxopnroBaHo
3ararrbHe Bru 2,5 4, 9 5 % Al 2,05 -3,1 6, p < 0,000 I ).
IIo6iqHi peaxqii, sxi cnocrepirarfics uiA qac xaisi.mux Aocri,qxerb a6o flpr{ 3acrocynanui
drapcrxoro saco6y y rnirri.nrift nparrr.rqi sa AaHEMr.r cloHTaHuux noni4oMJrenr, HaBeAeHo y
ta6nuui Hl{xse. flo6i.uri pearqii posno4ireui ga cucrerr,rorc <Oprau-Krac>, qacrora ik nunurcrennr
BrcHarreua raKlrM rrrroM: qacro (su > l/100 ao < l/10), Heqacro (siA > l/1000 ao < l/100), pi.uro
(nra>l/10000 tocl/1000), ayxe pi4xo (<l/10000),.ractota neniAotrta (ne uoxHa ouiHlrm sa
HrurBnlrMr4 4arnrr,rr.r). ,ftx roxrroro KJracy crrcreMlr opranin no6i'uri eQemu sa3uaqexi y roprAKy
3Hr{xeHH, ixnroi cepfi osuocri.
Kpon ra niNadarn.rHa cr,rcterda.

Hevacmo : rporra6oquroneuix, refixouenir, eosuHoQi.nir.
P tdrco : ueftrponexir, aruuovarorm TrxKy refirponenirc.
Iycrce pidrco: rpou6oruuna rpona6oqutoneni.nra ryprypa (TTII) (aus. posain <Oco6rusocti
3acrocyBaHnx>>), annacr[rqHa aueuir, flaHq]rroflenix, arpauyJrorlr{To3, TrxKa rporu6oqutoueuir,
rpanynoqrrouenix, aneuix, na6yra rerr,ro$inir A.
Cepuesi uopymeHHs.
Vacmoma Heeidoua: c[HAporu Kyuica (nasocuactu.ura arepriqna creHoKaplit/atepri.mufi inr[apm
rraiorapaa) y KoureKcri peaxqii riuepyyrnrgocri Ao x.noni4orpemo.
Irrrynua cucreua.

flycrce pidxo.' cupoBarrouo.ui6uuft crHgpou, ana([ilarro'iaui/auaQirarmqsi pearqii.
Vacmoma ueaidoua: flepexpecua riuep.ryrnunicu rraix rieirouipultmavu (rarnura ff( tEKnoniA[H,
rpacyrpeJrb) (aus. pos,qir <Oco6Jnrsocri samocynannx>);
incyrinonufi ayroiuynunfi cun1poM, rKufi Moxe rplr3Becrlr Ao r.sxxoi riuouixeuii, oco6rrno y
uauienrin is ui,{Tunorra HLA DRA4 (uacrirue n suorrcrrifi uonynrqi|.
flcuxi.rgi uopymeHxg.

,\ycrce pidxo.' raJrroqunaqii, cnnyranicrr crigorraocri.
HeDeona c[crel,ra.
Heqacmo: auyrpimnrovepeuui rponorevi (y 4exxrx Br{rra.ryil( - 3 JreraJrbHHM uacri4rorra),
rorosHufi 6im, uapecresix, 3alaMopoqeuur.
,[ycrce pidxo.' sMina cMaKoBoro cnpufirurrr, aren3ir.
Oprauu sopy.
Heqacmo: KpoBoreqa n 4inxuxy oxa (ron'rouKTr{BurrrbHa, oKyJIrpHa, petunanrna).

Ysrogxexo s uar
peecrpaLliilHoro
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Opraril crln<y ra secrr6y.rxpgufi anapar.
Pidrco: Beprr{ro.
Cvauxsi pogra.uu.

Vacmo: reMaroMa.

,[ycre pidrco.' rrxKa KpoBoreqa, KpoBoreqa 3 oneparlifiuoi paHr{, uacryrir, aprepia.nrua rinorensi.s.
PecuiparopHi. roparanuri Ta raeaiactuHalrni nopyruenHs.
Vacmo : HocoBa KpoBoreqa.

Iyuce pidxo: xponoreui 3,u(xarrburn( runmis (xponoxapKaHHs, nerenesi xponorevi), 6poxxocnasu,
inrepcruqianrsnft unesruoHir, eosuno(pinrna unenuouix.
TpasHrfi Tparc.
Vacmo : rlrJryuKoBo-xrmxosi xponore.ri, 4iaper, a6Aorr,risanruuft 6inr, Aucnencis.
Heqacmo: Bl{pa3xa IuJryHKa ra ABaHaAq.rrunanoi KHIIIKI{, racrp}IT, 6monausx, Hyrora, 3a[op,
MeTeopr{3M.

P idxo : perpo[ep]rroHeilrbur{fi xpononumm.

Iyace pidxo: ulrryr{KoBo-xumrosi Ta perporepr{ToHeaJrrni rpororeqi s JrerrurbHr,rM nacni,qrou,
nauKpearr{r, ronir (sorperraa B}rpa3roBufi a6o niu$oqNrapnufi), croMarr{T.
f enaro6iniapsa crcrerraa.

bcrce pidxo: rocrpa ue.riurosa HeAocrarrricrb, refiarrar, anoua-nrui pe3yJrrTarr{ norasu[ris
Qymqii nesiuxu.
IIIfipa ra uialuxipna (nirronuna.
Vacmo : uigurxipnnft rponorrrrn.
Heqacmo : Blrcufl , cnep6ix, nnyrpiuuromripni K.poBoBr,rJrr{rn (uypnypa).

Iycrce pidxo: 6ymosni AepMarl{rr{ (rorcu.trufi eniaepuamnnfi nerpo.nis, cr{HApoM Criseuca-
,{xoucoua, uyrurn(popMna epI.ITeMa, rocrpufi reuepanirosaurfi eK3eMaro3uufi nycrynros (AGEP)),
auriouenporn.nrufi na6prx, eplrreMarosuufi a6o excQoniarrsnfift nucrlrr, Kporrr{B'luKa, cr{HApoM
Me.u{KaMerrosHoi rinepvyrmanocri, MegrrKaMeHrognuft Br{curr s eosnuoi[inieio ra cr{creMHr{Mu

[porBaM[r (DRES S-crangporrr), eK3eMa, .repnouufi unecxarufi mruafi .

Penpo.u-yrru sH a cE greNra ra Nr oro.rn i salos rl.
Pidxo: rineroMacri.f,.

,[ycrce pidxo.' M'r3oso-crereuti KpoBoBI{JIrrnu (rerr,raprpos), aprpur, aprpanrir, uianrix.
Hr,rDrra ra ceqos[.uinrna cucrerua.
Heqacmo: reuarypix.
,\yuce pidxoj rJroMepyJroue([pur, nignuuleunx pirux rpearunixy a rpori.
3aranrri uoplrnelffi-ff.
Vacmo: KpoBorerra n laicqi nynrqii.
,\yuce pidrco.' rapffiKa.
Jla6oparopni aqcniaxenns.
Heqacmo: rro,qoBxeHur rracy rponore.ri,3Hr{xeHH, xinrrocri nerirpo([inin i rpola6oqutin.

Ilosiaol,rreuHr npo ninosprcnaHi no6iqHi pearuii
floni.qorra.neuu, trpo no6iqHi pearqii nicr.f, peecrpaqii rirapcrroro saco6y Mae BuDKJrr{Be 3HatIeHHr.

I{e gae 3r\{ory upoBoArrrrr uoniropnur cuissi,quorrreHH, xopucrr/pn3r{K rrpr 3acrocyBaHsi qroro
dxapcrroro saco6y. MeAn.urilIr ra Saprr,raqeBTrrrrrruM upauiruuraM, a raKox uaqieurau a6o ixuilr
3aKOHHr.rr\r [peAcraBHnxau criA uoni.4ounsrr{ flpo yci auuaAru uigospronaunx no6iqnrx peaxqift m
ni.qcymocri e([errunnocri dxapcbKoro raco6y qepe3 Asror\,rarusoBaHy iu$oprtrarlifiHy cLlcreuy s

(paprraarorarnf,Ay 3a rrocr.rrraHHrr\{: https://aisf.dec.gov.ua.

Tepniu npudamuocni 2 poKH.

He sacrocoByBarlr uicrg saKirrqeuu, reprrainy flp]r.uaruocri, nrasauoro Ha ynaxonqi.
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YMosr s6epiranur.
B oprrinanrnift ynaxongi npu reMreparypi re auIqe 25 "C.
36epiraru y HeAocryrnoMy anr airefi rr,ricqi.

Ynaxonrca.
flo l0 ra6reror y 6nicrepi, uo l, 3 a6o 6 6nicrepia y navqi.

Kareropin BrArrycKy. 3a peqenrou

Bupo6nur.
fly6nivne axuionepne roBapl.IcrBo <Hayrono-rupo6nn.ruft rIeHTp <Eopruarincxufi
Qaplaaqenrn.urfiil gasoAD.

MicqesHaxoAxeHnfl rnpo6nnra ra fioro aApeca micqn rpoBaA2rrcHns Aismnocri.
Yxparha, 03134,rlr. Kuiln, ayn. Mupy, 17.

.{ara ocrannboro repernn4r. *O 4 0 , !il h'
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