COOTBETCT Eu_'i-'

OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOFO HPEHAPATA-

1. HAMMEHOBAHHUE JJEKAPCTBEHHOI'O ITPEITAPATA

Knonunorpen, 75 mr, TabaeTKu, NOKPHITHIE IJIEHOYHOW 000JI04YKOM

2.  KAYECTBEHHBIN U KOJJMYECTBEHHBII COCTAB

JlencTByoLIee BEECTBO: KIOMUIOTPEL.

Kaxxnas Tabierka, MOKpbITas IUIEHOYHOM OOOJIOYKOH, COAEPKHUT 75 MI Kionuaorpena (B BUIE
KJIOMIUOTpelia THAPOCyibdara).

BcnomorarensHble BemecTBa, HAIMYME KOTOPBIX HAJ0 YYHTHIBATH B COCTaBE JICKAPCTBEHHOTO
npemnapara: jakro3a (cM. pasaeinsl 4.3, 4.4).

ITomubrit MEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCACH B pa3aciic 6.1.

3.  JIEKAPCTBEHHAS ®OPMA

TabmeTku, MOKPHITHIC MJICHOYHOH 000I0YKOH.

TaGneTkn Kpyrioi, ABOSKOBBITYKIION (DOPMBI, MOKPHITHIE TUIEHOYHON 000JIOUKOI PO30BOTO IIBETA,
C PHUCKOW Ha OJHON CTOpPOHE.

JIunus pasznoma (pucka) He IpeJHa3HaYeHa JUIsl pa3jiaMblBaHUs TaOJETKU.

4.  K/JIMHUYECKHUE JAHHBIE
4.1. Tloka3aHusi K NPUMEHEHHIO

BTODI/I‘IH&?[ H‘[)Od:)I/IJ'IaKTI/IKa aTCDOTDOM6OTI/I‘-I€CKI/IX OCIIOKHCHUMN

e YV B3pOCIBIX [OCTIE HEJABHO MEPEHECEHHOTO MH(apKTa MUOKap/aa (C JaBHOCTBIO OT HECKOJIBKUX
nHel 1o 35 nHeil), HeJaBHO NEPEHECEHHOr0 UIIEMUYECKOr0 MHCYbTa (C JaBHOCTHIO OT 7 AHEH /10
6 MecsI11eB) WK MPU TUarHOCTUPOBAHHOM 3a00JIeBaHUH NTepU(EepHUUECKUX apTepUil.

e ¥V B3pOCIBIX C OCTPHIM KOPOHAPHBIM CUHAPOMOM:

—  OCTpBI KOpOHapHBIM cuHApoMm 0e3 moabema cermeHTa ST (HecTaOuibHAs CTEHOKapAus WU
nH(papkT MuoKapjaa 0e3 3ybma (), BKIIOYas MAlMEHTOB, KOTOPBIE JOJDKHBI IOJIy4aTh
MEIMKAaMEHTO3HOE JICYEHUE, M NAIMEHTOB, KOTOPBIM IIOKAa3aHO YPECKOXKHOE KOpOHApHOE
BMmemarenscTBo (UKB) (co crenTHpoBaHueM uin 0e3 CTEHTHUPOBAHUS) UM aOPTOKOPOHAPHOE
uryHtuposanue (AKI);

—  ocTpbhli mH(pAPKT MUOKap/a ¢ mogbeMoM cermeHTa ST, B KOMOMHAIIUY C alleTHIICATUITAIIOBOM
kucnoroit (ACK) y mnamnuentoB, nepeHecminx YKB, wnm y mnanueHTOB, MOJIydYarolIuX
ME/IMKaMEHTO3HOE JIeueHHe, BKI04as TpPOMOOIUTHYECKYI0/ PUOPUHOTUTHYECKYIO TEpaIHIo.

I[IpodunakTrka arepoTpoOMOOTHYECKUX M TPOMOOIMOOIHMUYECKUX OCIOKHEHUI V B3POCHBIX C
bubpriuIAnue opeacepanii (MepuareIbHON apUTMHUEN )

— ¥V B3pocheix ¢ pubOpmuAnmMe npeacepanii (MepraTeIbHON apUTMHEH ), UMEIOIIHNX XOTS Obl
onuH (HaKTOp PHUCKA PA3BUTHUSI COCYIUCTHIX OCIOKHEHHH, KOTOphIE HE MOTYT MPUHUMATh
antaronuctel BuTamuHa K (ABK) M uMeroT HU3KHI pUCK KPOBOTEUYEHUM, KJIOMUIOTPEN B
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aTEePOTPOMOOTHUYECKUX U TPOMOOIMOOTMIECKUX COOBITHI, BKITIOYAsT HHCYJIBT.

VY B3pocaeIX ¢ Tpan3uTopHoil ninemudyecko arakor (THUA) cpemHero mWin BBICOKOTO PUCKA WIIH C
MaJIeIM HineMuueckuM uHCyabToM (M) (B xomOuuanmu ¢ ACK)

Knonuooepen 6 kombunayuu ¢ ACK noxazau:

— B3pociabiM ¢ TUA cpeaHero miam BeICOKOro pucka (oreHka no mkaie ABCD2* > 4) umu ¢
maneiM MU (NIHSS** < 3) B Treuenne 24 gacos nocie coositus TUA wnmu NN

* Illkama u1d OUEHKM pHUCKa paHHero WHCynbTa nocie THA, Gazupyercs Ha cielylOmMX HapaMeTpax: BO3pacT,
apTepHanbHOE JaBlIeHUE, KIIMHUIECKAE CHMITTOMBIL, TIPOIOIDKATENsHOCTE TUA 1 caxapHBIi quader.

** [Ilkana WHCYJIbTA HAIIMOHAJIHHOTO HHCTHTYTA 370POBBSI.
4.2. PeskuM J103UPOBAHMSA M CIIOCOO MPUMEHEHUs

PexxuM mo3upoBanus

Heoasno  nepenecennviii  ungpapkm — muokapoa, HeOA6HO  NEPEHEeCEeHHbll  UHCYIbM U
ouazHocmuposantoe 3abo0nesanue nepupepuieckux apmepuil

Pexomennyemast no3za — 75 mr 1 pa3 B CyTKH.

Ocmppulii kKopoHapuwvili cuHOpom Oe3 noovema ceemenma ST (HecmabunvbHas cmeHoKapous uiu
ungpapkm muoxapoa ez 3yoya Q)

JledeHue KIOMHUIOTPENOM ClielyeT HAaUMHATh C OJHOKPATHOTrO MpueMa Harpy3ouyHoiu 103el 300 mMr
wi 600 mr. Harpy3ounyro o3y 600 Mr Mo>kHO Ha3Ha4aTh IAlMEHTaM B BO3pacTe MeHee 75 JieT,
KOrJla IUIAaHHPYETCS MPOBEIEHUE UYPECKOKHOTO KOPOHAPHOTO BMemIaTenbcTBa. JleueHue
KJIOMUJIOTPEJIOM CIIEIYET MPOAOJIKUTE B 103upoBKe 75 Mr 1 pa3 B cytku coBmectHo ¢ ACK B no3e
75-325 wr. Ilockonbky 6onee Bbicokue a03b1 ACK Obuid cBsi3aHbl ¢ 0oJiee BBICOKUM PHCKOM
KpOBOTEUEeHHS, pekoMeHayercs, 4ToObl no3a ACK ne mnpeBbimana 100 mr. OnrtumanbHas
MIPOJOIKUTENFHOCTD JIeUeHUs OUIIMAIBHO HE YCTaHOBIIEHA. J[aHHbIe KIIMHUYECKUX HCCIETOBAHHM
MOJITBEPKIAIOT BO3MOXKHOCTH TPOJOJDKUTEIIEHOCTH JIEYeHHs 10 12 MecsmeB; MaKCHMallbHas
3¢ (HeKTUBHOCTH Tepanuu HaOII0AaNachk uepe3 3 Mecslia JeueHusl.

Ocmpuwiti unghapxm muoxapoa ¢ noovemom ceemenma ST

e VYV ManueHToB, MOJYyYalOIIUX MEIUKAaMEHTO3HOEe JIeYeHUE, BKIOYas TPOMOOIMTUYECKYHO/
(UOPUHONMUTHYECKYIO Teparuio, KJIOMUIOrpeN Ha3HAvyaloT B 703 75 Mr 1 pa3 B CyTKH C WJIH
6e3 Harpy3ounoit no3el 300 mr B komOunammu ¢ ACK, a takxke ¢ TpOMOOTUTHYECKUMU
npenapatamMu win 0e3 HUX. Y HalMeHTOB cTapiie 75 JeT JedeHHe KIOMUAOTPENIOM JIOJIKHO
Ha4yMHAThcs 0€e3 mpreMa Harpy304HOU J03bl.

KOM6I/IHI/IpOBaHHy10 TCpalUlO CJICAYCT HAUYMHATB KAaK MOXHO PAHBIIC IIOCIIC ITOABJICHUSA
CHUMIITOMOB U IPOJ0JI’KAaTh HE MCHCC 4-x HEACIIb.

e [Ipu nokazanusx k UKB:

IIpumeHneHne KJIONMIOTpeNa CilelyeT HauMHaTh ¢ Harpy3o4Hoil no3bl 600 Mr y namueHTos,
npoxonsauux nepsuuHoe YKB, u y mauuenrtos, npoxoasmux YKB Oonee yem uepes 24 gaca
nocJe nosyyeHus GuOPUHOIUTUIECKON Teparnuu.

Harpy3ounyto no3y kinonuaorpena 300 Mr ciaeayeT Ha3HadaTh namuentam, npoxoaamum YKB
B TedeHue 24 wyacoB Tmocie mnoiyuyeHus (¢GuOpuHONIMTHYECKOH Tepanuu. Jleuenue
KJIOMUAJIOTPEJIOM CJIeAYyeT MPOaoKaTh B 03¢ 75 Mr 1 pa3 B cytku B komOuHarmu ¢ ACK. B
KJIIMHUYECKOW IpakTuke noanepxkuparomas no3za ACK cocraBmser 75-325 Mr B CyTKH.
[Tockonpky Oomnee Boicokue A0361 ACK ObutM CBsi3aHBI ¢ 0oJiee BBICOKHMM PHCKOM
KpOBOTeuUeHHs, pekoMeHayercs, 4roosl 103a ACK ne mpesbimana 100 mr. KomOuHMpOBaHHYIO
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MPOJIOJIKATh B T€UEHUE HEe OoJiee 12 MecsIies.
Qubpuniayus npedcepouti

Kionmmorpen cnemyer nmpuHMMAaTh B CYTOYHOM n03¢ 75 Mr. B koMOMHamuM# ¢ KJIOMHIOTPEIOM
Heobxoaumo npunumatb ACK B no3uposke 75—100 mr exxeaHeBHO (cM. pa3zaen 5.1.).

Bspocavie ¢ THA cpednezo unu evicokoeo pucka unu ¢ mauvim MU

B3pocieiv ¢ TUA cpennero uinu BeICOKOTO pricka (omeHka mo mkane ABCD2* > 4) unu ¢ mansim
NN (NIHSS** < 3) Ha3HawarT Harpy3ouHyw o3y kiomuaorpena 300 mr, mocie KOTOpou
HazHayaroT kjaonujaorpein B 1o3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B cytku). Tepanuto
kionunorpenom U ACK cnenyer HaunHaTh B TeueHHe 24 4acoB MOcie COOBITHS U MPOJIOJDKATh B
TeueHue 21 qHs, mociie Yero Ha3HaualT TePANr0 OJJHUM aHTHATPETAaHTHBIM MPErnapaToM.

Dapmakocenemuxka (nAyueHmvl ¢ 2eHeMu4ecku O00YCI0GIEHHOU CHUNCEHHOU AKMUBHOCHbIO
uzoghepmenma CYP2C19)

Huskass aktuBHocTh wu30depmenta CYP2C19 cBsa3aHa ¢ yMeEHBIIEHHEM aHTHArPEraHTHOTO
necTBus kiaonuaorpena. Pexxum npumeneHust 6osiee BrIcOkuX 103 (600 Mr — Harpy3odHas 703a,
3areM 150 mr 1 pa3 B CyTKM €XEIHEBHO) y MAIlMEHTOB C HU3KOH aKTHUBHOCTHIO H30(epMEHTa
CYP2C19 yBenuuuBaeT aHTHArperaHTHOE IEHCTBUE Kiomuaorpena (cM. pasuen 5.2. moapaszien
«DapMaKoreHeTHKa»). Y MalHueHTOB ¢ HU3KoW akTuBHOCThIO H3odepmenta CYP2C19 moxHO
paccMOTpeTh BONPOC O MPUMEHEHHH OoJiee BBICOKUX [103 Kiomuaorpena. TOYHBIM pexUM
JO3UPOBAHUS JIJIsl JAHHOW MOMYJSALUY MAllHeHTOB B KIIMHUYECKUX MCCIEAOBAHUAX, YUUTHIBAIOIINX
KJIIMHUYECKHUE UCXObl, HE YCTAHOBJICH.

IIponyck 0o3vi
Ecnu nmpomnymen npuem npemnapara B TEYSHUE:

e MeHee 12 yacoB 1ociie 34IlJIAHUPOBAHHOT'O BPEMCHU: IMAOUCHTBI HOJIKHBI IPUHATH 03y
HEMCIJICHHO, a 3aTEM IIPUHATH CJICAYIOIIYIO 103y B 00BIYHOE 3aIVIAHUPOBAHHOC BPCM,

e Oosee 12 wyacoB 1mocie 3alJaHUPOBAHHOTO BPEMEHM: MALMEHTHl JOJDKHBI TNPUHATH
CJIEAYIOIIYIO /103y B OOBIUHOE 3aIUIAaHUPOBAHHOE BPEMs U HE JIOJKHBI Y/ABaUBaTh J103Y.

Oco0BbIe TPVIIIHI MTAIMEHTOB

Iayuenmuvr cmapwe 75 nem

Ocmpulil_KopoHapHblil cunopom _be3 noovema ceemenma ST (HecmabunvbHas cmeHoKapous uiu
uHpapkm muokapoa bes 3y6oua Q)

[Tanmentam B Bo3pacTe crapuie 75 JIeT HE PEKOMEHIYETCs Ha3HadaTb HArpy3O4HbIC 03Bl
kionuaorpena 600 Mr u3-3a MOBBILIEHHOTO pUCKa Pa3BUTHsI KPOBOTeUeHHs (CM. paszen 4.4.).

Ocmpulil ungapkm muoxapoa ¢ noovemom ceamenma ST

[TaneHThl, MOJyYalomUe MEIUKaMEHTO3HOE JieueHHe, KOTOPBIM IOKa3aHa TpOoMOOJIUTHYEcKas/
¢ubpuHOIUTHYECKAs Tepallus: NMPUMEHEHHE KJIOMUIOrpesa y MalueHTOB cTapiie 75 JeT ciaeayeT
HAuyMHATh 0€3 Harpy304HOMU J03bI.

Hayuenmuol, komopvim_evinoansemes _nepsuynoe YKB u YKB b6onee 24 uwacos nocie eseoenus
mpomboumudeckou/hubpunorumuyeckou mepanuu

CrnenyeT coOmroaaTh OCTOPOKHOCTh NMPHU HAa3HAUYEHWW HArpy30uHoil m03b6l 600 Mr marueHTaMm B
BO3pacte 75 net u crapiie (cM. pasznen 4.4.).

Iayuenmsi ¢ Hapywenuem yHKyuu nodex

Koppeknuu no361 HE TpedyeTes (cM. pasaen 4.4.).
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Iayuenmsi ¢ Hapywenuem hyHKyuu neyeHu

Koppeknuu no3b1 He TpedyeTes (cM. pasaen 4.4.).
CTHU

be3onacHocTh U 3 PeKTUBHOCTh MPUMEHEHHS Tpenapara y aerei B Bo3pacte oT 0 mo 18 mer He
yCTaHOBJIEHBI (M. pa3zaen 5.1.).

Cnoco0 mpuMeHeHus

BuyTpp, HE3aBUCUMO OT IIpYEMa MUILH.
4.3. TIpoTuBOMOKAa3aHMSsI

— I'unmep4yBCTBUTENBHOCTh K KIOMHIOTPEIY WM K JIOOOMY M3 BCIOMOTAaTEIbHBIX BEIIECTB,
MEepPEUYUCIICHHBIX B pazzene 6.1.

- Tspxenas meuyeHOIHAs HEAOCTATOYHOCTD.

— Octpoe kpoBOTE€UYEHHE, HAIPUMEP, KPOBOTEUEHUE U3 MENTUYECKON SI3BbI WIIM BHYTPUUEPETHOE
KPOBOU3IIUSHUE.

— Penkas HacienCTBEHHass HENEPEHOCHMOCTh TallaKTO3bl, JC(OUIUT JIaKTa3bl M TIFOKO30-
rajJlakTo3Has MajibabcopOuus (cM. pazzaen 4.4).

— bepemeHHOCTh M epuoOJ TPyJHOTO BCKapMiuBaHus (cM. pazzen 4.6).

—  Jlerckwii Bo3pact 1o 18 set (6e30macHOCT 1 3 HEKTUBHOCTH MPUMEHEHHS HE YCTAHOBJICHBI).
4.4. Ocobble ykazaHusi 4 Mepbl MPeI0CTOPOKHOCTH NPU NPUMEHEHU N

C 0CTOPOKHOCTEIO CJICAYCT Ha3HAYATh IIpcIiapar:

— pu YMEPEHHOU IIEYCHOYHOHN HEJI0CTaTOYHOCTH, npu KOTOpOH BO3MOXHA
IPEIPACIOI0KEHHOCTh K KPOBOTEUCHHIO (OTPaHUYEHHBIN KIMHUYECKUN OIBIT IPUMEHEHNU);

—  IIpU [IOYEYHOU HEJOCTATOYHOCTH (OrpaHUYEHHBIN KIMHUYECKUH OIBIT IPUMEHEHHUS);

—  1pu 3a00J€BaHUAX, IPU KOTOPBIX UMEETCS NMPEAPACIIOI0KEHHOCTh K Pa3BUTHIO KPOBOTEUEHUMN
(B 4acTHOCTH, JKEJIYAOYHO-KMILEYHBIX WJIM BHYTPUIJTIA3HBIX), U, B OCOOEHHOCTH, IHpHU
OJTHOBPEMEHHOM IPUMEHEHUHU JIEKAPCTBEHHBIX CPEACTB, KOTOPbBIE MOTYT  BBI3BaTh
MOBPEXKICHUSI CIIU3UCTON OOOJIOUKHM KeJIylIOo4YHO-KUIIeyHoro TpakTta (takux kak ACK u
HeCTepOouAHbIE TPOTUBOBOCTIATNTENbHBIE Tpenapatsl (HIIBIT));

— Y MalMeHTOB, y KOTOPBIX HMEETCS MOBBIIICHHBI PHCK PAa3BUTHS KPOBOTCUCHUS: N3-3a TPABMEI,
XUPYPTUYECKOTO BMEIIATENLCTBA WM JPYTMX TATOJIOTUYECKUX COCTOSHHUHM, a TaKkke Yy
nanueHToB, mnonyvaromux JedeHue ACK, remapuHoM, BappapuHOM, HHTHOUTOpaMH
riukonporenHa  [Ib/Illa, HIIBII, B TOM 4wnciae CeNEKTHUBHBIMU  HHTUOMTOpaMH
nukiookcurenassli-2 (LIOI'-2), a Takke IpyrMMu JIEKapCTBEHHBIMU CPEACTBaMH, IPUMEHEHHUE
KOTOPBIX CBSI3aHO C PHUCKOM pa3BUTUS KPOBOTECUCHHH, CEJIEKTUBHBIMH HWHTHOUTOpPAMH
obparnoro 3axBata ceporoHuHa (CMO3C) (cm. pa3nen 4.5.);

- npu OJHOBPEMCHHOM IIPUMCHCHUMW C JICKAPCTBCHHBIMH CPCACTBAMH, ABJIAIOMIUMUCSH
cyocrpatamu uzoepmenta CYP2C8 (pemarnuama, nmakimutakcen) (cMm. pazaen 4.5.);

— y TAIHMeHTOB ¢ HU3KOH akTuBHOCTHIO m3odpepmenta CYP2C19 (cMm. pazmen 5.2 mopapasmen
«DapmakoreHeTHKay, pasaen 4.2.);

— IIpY yKa3aHUAX B AaHAMHE3€ HAa AJUIEPTHYECKHE M TeMaTOJOTMYECKHE PEaKUHWH Ha JApyTHe
TUEHONMPUANHBI (TaKhe Kak THUKJIOMUINH, IWpacyrpen) (BO3MOXKHOCTh IMEPEKPECTHBIX
JJIEPTUYECKUX M TeMaTOJIOTHUYECKUX PeaKIii);
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Ipyu HECAABHO IICPCHCCCHHOM IIPCXOIIICM HA VH.ICHI/II/I M03TO'B'(—)LF0

umeMudeckoM uHeynbte (pu couerannu ¢ ACK).

Oco0ble yKa3zaHus

Kpoeomeqeﬂuﬂ u zcemamoJiiocuvdecKue Hapyuernus

B cBs3M ¢ pUCKOM pa3BUTHUS KPOBOTEUEHUS U HEXKENATEIbHBIX PEaKLUN CO CTOPOHBI KPOBU (CM.
pazznen 4.8.) B ciydae MOSBICHUS B XOJI€ JICYCHUS KIIMHUYECKUX CUMIITOMOB, IOJIO3PUTEIbHBIX Ha
BO3HUKHOBEHHE KPOBOTEYEHHUS, CJIEIYET CPOYHO CHeNaTh OOLIMN KIMHUYECKUH aHalIU3 KPOBH,
OTNpeAeNUTh aKTUBUPOBAHHOE YacTH4HOE TpomboruiactuHoBoe Bpemsi (AUTB), komuuectBo
TPOMOOIIMTOB, TOKa3aTeian (YHKIMOHAIHHONH AKTUBHOCTH TPOMOOIIMTOB W IPOBECTH JAPYTHE
HE0OXO0IUMBIE UCCIIEIOBAHMUSI.

Knomuporpen, kak u Jpyrue aHTUTPOMOOIMTApHBIE CPEACTBA, CIEAYeT MPHUMEHATh C
OCTOPOYKHOCTBIO Y NALIMEHTOB, UMEIOIIUX MOBBILIEHHBIA PUCK Pa3BUTHs KPOBOTEUEHUS, CBSI3aHHBII
C TpaBMaMH, XUPYPrUYECKUMHU BMEIIATEIbCTBAMU WIN JAPYTUMHU NATOJIOTMYECKUMH COCTOSHUSMU,
a taxke y nanuenton, npuauMarommx ACK, HIIBIT (B Tom uucie uaruouropsr 1{OI'-2), renapus,
6nokaropsl raukornporenna [Ib/Illa, CUO3C u mounabie uHaykTopsl uzodpepmenta CYP2C19. B
CBSI3U C IIOBBIIICHHBIM PUCKOM KpPOBOTEUEHHUS TpPOHHAs aHTUTPOMOOLUTAapHas Tepanus
(xnonmporpen+ACK+nunupuaamon), npuMeHsiemMast Uisi BTOPpUYHON NPOPUIAKTUKU UHCYJIbTA, HE
pEKOMEHAyeTCs MallMeHTaM C OCTPbIM HEKapIUOIMOOIMYECKMM HIIEMHUYECKUM HHCYJIBTOM WU
TUA.

[Ipu nedeHHWH KIOMHMIOTPEIOM, OCOOCHHO B TEUEHHE MEPBBIX HENeb JICUCHHS W/WIN TIOCHe
WMHBa3UBHBIX KapJHOJOTHYECKUX MPOLETYp/XUPYPrUYECKOro BMENIATEeIhCTBA, HEOOXOUMO BECTH
TUIATEJIbHOE HAOJIOJEHUE 3a MallMEHTAaMH Ha MpeIMET UCKIIIOUEHUS MPU3HAKOB KPOBOTEUEHUS, B
TOM 4ucie, U CKpbIToro. He pekoMeHayeTcs OIHOBPEMEHHBIM TMpHEM KIOMUIOTpeNa C
MEePOpPaTbHBIMU  AHTHKOATyJSIHTAMHU, TIIOCKOJBKY 3TO MOMET YBEJIMYUTh WHTEHCUBHOCTD
KpoBoTeueHH (cM. pazzgen 4.5.). OgHOBpeMEHHOE MPUMEHEHHE KIOMUAOrpena ¢ BaphaprHHOM
MOXET YCHJIUTh PHCK KpPOBOTEUEHHS, IOITOMY CJIEAyeT COOJM0JaTh OCTOPOKHOCTh TIPH
OJTHOBPEMEHHOM MPUMEHEHUH KiIonuaorpena u Bapdapuna (cm. pazzaen 4.5.).

Ecnu nanueHTy npeacToUT IUIaHOBasi XUpyprudeckas onepaius, u Ipu 3TOM HET HE0OXOAUMOCTH B
aHTUTpoMOOIMTapHOM 3¢¢ekTe, To 3a 7 AHEH N0 omepaluu NpUeM KIOMMIOrpena CledyeT
IIPEKPATUTB.

Knonunorpen yanuHAeT BpeMs KpPOBOTEUEHHMS M JOJDKEH INPUMEHATHCS C OCTOPOKHOCTBIO Y
MAlMEHTOB ¢ 3a00JeBaHUSMH, IpEApacnojaralolluMyu K pPa3BUTHIO KPOBOTeUeHUM (0COOEHHO,
KEITyI0YHO-KUIIEYHbIX U BHYTpPUIUIA3HbIX). [IpemapaTsl, KOTOpbIE MOTYT BBI3BIBATH ITOBPEXKICHUS
CITU3UCTON 0000uKK skenmynouHo-kumeuHoro tpakra (JKKT) (rakme wak ACK, HIIBII) y
MAIUEHTOB, IPUHUMAOIIUX KIOMUAOIPEN, CIEYET IPUMEHITH C OCTOPOKHOCTBIO.

[TarmeHTH! AOKHBI OBITH MPEIYNPEXIEHBl O TOM, YTO IIPU IpUEME KJIonuaorpena (0AHOTO WIH B
komOuHaiu ¢ ACK) a1 ocTaHOBKM KpOBOTEUEHHUS MOXKET MOTpeOOBaThCs 0OJbIlEe BPEMEHH, a
TaKkK€ O TOM, 4YTO, B Cllydya€ BO3HHUKHOBEHHUS Yy HHUX HEOOBIYHOrO (MO JIOKAJU3aluu WIN

MPOJOIKUTENFHOCTH) KPOBOTEUEHUS, UM CIIEyET
[lepen mroboit mpexacrosmei omnepanuend u
JIEKapCTBEHHOTO TMpemnapara MalUeHThl JTOJDKHBI

coOOLIUTH 00 3TOM CBOEMY JIeHallleMy Bpauy.
nepes HayaJoM IIpHeMa JIIo00ro HOBOTO
cooOmaTh Bpauy (BKJIIOYas CTOMATOJIOra) O

IMpUEME KIIOIMUAO0rpeiia.

[TaruenTam ¢ OCTpBIM KOPOHAPHBIM CHHIPOMOM 0e3 moawema cermeHTa ST B Bo3pacte crapiie
75 7eT He peKOMEHIyeTCs Ha3HauaTh Harpy304HbIe 1036l Kiomuaorpena 600 Mr u3-3a MOBBIIICHUS
pHCKa pa3BUTHs KPOBOTEUYEHUS Y ATOM TPYIIIIbI TALIUEHTOB.

N3-3a OrpaHMYEHHOCTH KJIMHUYECKMX JAHHBIX y NAIMEHTOB B BO3pacTe 75 JeT W crapuie ¢
uHpapkTOM MHOKapaa c¢ noasemMoM cermeHta ST, xortopeiM Obuto BhIMOAHEHO UKB, a Takke
M3-3a TIOBBIIIEHHOTO pHUCKA pa3BUTHUS KPOBOTEUEHUH NPUMEHEHHWE Harpy304HOW 03Bl
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pa3BUTHS KPOBOTEUECHHS Yy TAIIEHTA.
Tpombomuueckas mpomboyumonenuveckasa nypnypa (TTII)

OueHb peKo Mociie MPUMEHEHUs KJIoNUorpeia (MHOTAa Jake HEMPOAOKUTEIHLHOT0) OTMEYAIIUCh
ciyyan pa3sutus TTII, koTopas xapakTepu3yercsi TPOMOOLUTONICHHEH 1 MUKPOAHTHOIIATHIECKOM
FEMOJINTUYECKOW  aHEMHEW, CONPOBOXKAAIOUIUMUCA  HEBPOJIOTMYECKUMU  PACCTPOMCTBAMH,
HapyieHneM (QyHKIUH mouek u nuxopankoi. TTII sBnseTcs MOTEHIIUAIBHO YTPOKAIONIUM KU3HU
COCTOSIHMEM, TPeOYIOIIMM HEMEJIEHHOTO JISYeHHUsI, BKJIIoUas riazmadepes.

Ilpuobpemennasn cemopunus

Coobmanoch 0 ciaydasx pa3BUTHUA NPHOOpeTeHHOW remoduiny npu npueme kionujporpena. [pu
MIOATBEP)KIEHHOM  M301MpoBaHHOM  yBenumueHun AUYTB, conpoBoxparomeMcs WIH — He
COIIPOBOXKAAIOIIEMCSI PAa3BUTHEM KPOBOTEUYEHMS, CIENYET PACCMOTPETH BOIPOC O BO3MOXKHOCTH
pa3BuTHs ~ npHOOpeTeHHOW  remopwmimu. llanmeHTs € TMOATBEP)KICHHBIM — THArHO30M
pUOOpPETEHHOW TIeMO(GUINKM JOJDKHBI HAOMIOAATBCA M JICUUTHCS CHELHUATUCTaMU [0 3TOMY
3a00JIEBaHMIO U ITPEKPATUTH IPUEM KIIOMHJIOTpeia.

Heoasno nepeHeceHanJ umeMu4ecKutl UHCy1om

Hauano mepanuu

e VYV manueHToB ¢ ocTpbiM MainbiM MU unmu ¢ TUA cpennero miaum BBICOKOTO pPUCKa JBOMHAs
anTuarperantHas tepanus (kiaonuporpen u ACK) nomkHa HauaTbCs HE MO3JHEE YEM uepe3
24 gaca 110ciIe HOsIBIIEHUS] CHMIITOMOB COOBITHS.

e JlaHHBIE O COOTHOLICHNH IOJIB3bl U PUCKA KPATKOCPOYHOM ABOWHOM aHTHArperaHTHON Tepanuu
y mnauueHtoB ¢ ocTtpsiM ManbiM MU wim ¢ THUA cpeaHero uim BBICOKOIO pHCKa C
BHYTPHUYEPEITHBIM KPOBOM3JIUSHUEM (HETPABMAaTUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHnorepanusa KionuaorpesoM y mnanueHtoB ¢ WM, He sABIArOmMMCA MajibIM, JOJDKHA
HayaThCs yepe3 7 JHeH mociie Hayana COOBITHS.

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

BBuay oTCyTCTBUS JaHHBIX HE PEKOMEHAYETCS Ha3HA4aTh JIBOWHYIO aHTHATPETAHTHYIO TEPAIUIO.

Tayuenmeui, HeoasHo nepenecuiue manvitt MU unu THA CD@OH@ZO Uil 8blICOKO20 pucKd, Komopuvim
NOKA3AHO UlU KOmMOopvbiM 3aniaHupo6aro emeuantenbcmaeo

JlaHHBIE B MOMIEPKKY NPUMEHEHUS IBOWHOM AHTHATPEraHTHOW TEPANMU y MALMEHTOB, KOTOPBIM
[OKa3aHa KapoTUAHAs DHHAAPTEPIKTOMHS WM BHYTPUCOCYIUCTass TPOMOAIKTOMHMS, WIH Y
NAlMeHTOB, KOTOPbIM  3alUIaHUPOBaHbBl TPOMOONM3HMC WJIM  AHTHUKOATYJISIHTHAs — Tepamus,
OTCYTCTBYIOT. B yKa3aHHBIX CUTyallHsIX HE PEKOMEHYETCS Ha3HA4aTh IBOWHYIO aHTHArPEraHTHYIO
TEpanuio.

Dyuxyuonanvras akmusHocmo uzogpepmenma CYP2CI19

VY nmanueHToB ¢ HU3KOM akTuBHOCTHIO M30depmenta CYP2C19 npu npumeHeHun Kionujaorpena B
PEKOMEHAYEMBIX J03aX 00pa3yeTcs MEHbIIE aKTUBHOIO MeTaboIMTa KIIONUAOrpena M ciabdee
BBIPQ)KEHO €r0 aHTHArperaHTHOE JACWCTBUE, B CBA3M C YeM IIpPH MpHEeMe OOBIYHO PEKOMEH]IyEeMBIX
703 KIONUJIOIpeNa IpU OCTPOM KOPOHApPHOM CHHJIPOME WM YPECKOKHOM KOPOHAPHOM
BMEIIIAaTEeNICTBE BO3MOXKHA 00Jiee BBICOKAsl YacTOTa Pa3BUTHS CEPAECUYHO-COCYIUCTBIX OCI0KHEHUM,
YeM y MalMeHTOB C HOpMallbHOM akTUBHOCTHIO n3opepmenta CYP2C19.

Oxupaercsi, 4TO NPHUMEHEHHUE JIEKapCTBEHHBIX CPEACTB, KOTOPHIE HWHAYLUPYIOT AKTHUBHOCTh
nzopepmenta CYP2C19, moxeT NpUBOIUTH K YBEJIIMYEHHUIO KOHIICHTPAI[MN aKTUBHOTO MeTa0oInTa
KJIONUJOIpENa M IOBBIIATH PUCK BO3HMKHOBEHHsS KpoBOTeueHus. B  kadectBe Mepsl
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m3odepmenta CYP2C19 u xnommmorper.

Nmerores Tecthl muist onpenenenus renotuna CYP2C19, koTopeie MOTYT OBITh HCIIOIB30BAHBI JIJIS
MOMOIIM B BBIOOpE TepameBTHUecKOoM cTpareruu. CleqyeT paccMOTPETh BOIPOC O IMPUMEHEHUU
0osiee BBICOKHX JI03 KJIOMUIOTpeNa y ManueHToB ¢ Hu3koi akTuBHOCTBIO CYP2C19 (cm. pazmen
5.2. monpaznen «PapmakoreHeTHKa», pazaei 4.2.).

Hepekpecmﬁble auiepsuvyecKkue U/ U 2emamonocudecKue peakyuu Meofcdy mueHonupuduHamu

VY nanueHToB cienyer coOupaTh aHaMHE3 Ha IpeJMeT MMEBLIUXCS paHee aluIepruuecKuX W/Wiu
reMaToJIOTMUECKUX PEAKIUI Ha Apyrue TUEHONUPUANHBI (TaKue KaK TUKJIOMUINH, IPAacyrpei), TaK
KaK coOOIIaJoCh O HAJUYMU NEPEeKPECTHBIX AIIEPrHMYECKHX W/WIM TeMaTOJIOTMYECKUX peakIui
MeX1y TueHonupuauHamu (cM. pasnen 4.8.). TueHonupuIuHBI MOTYT BBI3BIBATH YMEPEHHBIE U
TsDKEJIble aJUIEPTUYEeCKHe PeaklUuu (Takue KakK KOXKHasl Chlllb, AaHTMOHEBPOTMYECKHM OTEK) WiIn
reMaTOJIOTHUECKUE peakuu (Takue Kak TpoMOOIMTONEeHuss M HeiTporeHus). Ilammentsi, y
KOTOPBIX paHee HaOJoAaIMCh aJICpPrMYeCKUe W/MIM IeMaTOJIOTMYEeCKHE PEaKLUU Ha OAMH U3
MpEenapaToB TPYHIbl THEHONMMPHUAWHOB MOTYT HMMETh MOBBIIICHHBIH PUCK PAa3BUTHUSA IMOTOOHBIX
peakuMii Ha Jpyroil mpemnapar TIpyHibl THEHONMPUIMHOB. PexoMeHayeTcs MOHUTOPHUHT
MEPEKPECTHBIX AJUIEPTUUCCKUX H/HUIIM TeMATOIOTHIECKUX PEAKIIHH.

Toueunas neoocmamounocme

OnpIT NpUMEHEHMs KJIONMUJOTpeNa y MalMEeHTOB C TSKEIOM IOYE€YHOW HEI0CTaTOYHOCThIO
orpanuyeH. IloaToMy cienyer ¢ OCTOPOKHOCTBKO INPUMEHATH KIONUAOIPEN Yy 3TOU TIPYIIIbI
ITallHEHTOB.

Ileyenounas neoocmamounocms

HNmMeercss OrpaHMYEHHBIM OINBIT INPUMEHEHMs KIONUJOTpeNna y IAlUMEHTOB C  TSKEIBbIMH
3a00JI€BaHUSAMU [1€YEHU, KOTOPbIE MOTYT OBITh MPEIPACIOIO0KEHBI K Pa3BUTUIO TEMOPPArnyeckoro
nuare3a. lloaToMy cnegyer ¢ OCTOPOKHOCTBIO IPUMEHATH KIONUIOTPEN y JAHHOW TIPYIIIBI
MaLlUECHTOB.

BcnoMorarenpHbIE BEIIECTBA

IIpemapar Knonuporpen copepxutr nakro3y. Ilamuenram ¢ penkod  HacileACTBEHHON
HENEPEHOCUMOCTBIO TaJaKTO3bl, NE(UIUTOM JIAKTa3bl WU CUHAPOMOM TJIFOKO30-TaJaKTO3HOM
MaJIbabCcopOLIMM HE ClielyeT IPUHUMATh TOT Mpernapar.

4.5. B3aumopeiicTBHe ¢ JpPYrMMH JEeKAPCTBEHHBLIMHU TMpenapaTtaMu # JApyrue BHIbI
B3aNMOIeHCTBHUA

.HeKaDCTBeHHBIG cCpeacTBa, MIPUMEHECHUEC KOTOPBIX CBA3aHO C PUCKOM PAa3BUTHUA KPOBOTCUCHU A

VMeeTcsi TMOBBIMIEHHBI PHUCK Pa3BUTHS KPOBOTEUEHHUS BCIEJACTBUE HX MOTEHIMAIBHOTO
aamuTUBHOTO 3¢ dekTa ¢ KIonuaorpenom. JleueHue cienyeT MpOBOIUTH C OCTOPOKHOCTBHIO (CM.
pazznen 4.4.).

Ilepopanvuvle anmukoaynanmel (Hanpumep, sapgapun)

OnHOBpeMEHHOE  TNPHMEHEHHE  KJIOMUAOIrpesla M MepopajbHBIX  AHTUKOAryJAsSHTOB  He
PEKOMEHJIyeTCs, TaK KaK JaHHas KOMOWHAIMs MOXXET YCHJIMTh KpOBOTeUeHHE (cM. pazzaen 4.4.).
XoTs mpueM KIJIoNujorpena 75 Mr B CyTKH He W3MEHsUT papMaKOKMHETHUKY BapdapuHa (cydcTpara
nzodpepmenra CYP2C9) wmu MexIyHapomHOro HopManu3oBaHHoro otHomenus (MHO) vy
NAIMEeHTOB, JUIMTEIBHO TOJIYYalOIIMX JIeYeHHWe BappapuHOM, OJHOBPEMEHHBIH IpHEM
KJIOMUJIOTPeia YBETMUYHUBAET PUCK KPOBOTEUEHMSI B CBSI3U C €r0 HE3aBUCHUMBIM JOIMOJIHUTEIbHBIM
BIMSIHUEM Ha CBEpThIBaeMOCTb KpoBH. I[losToMy criemyer coOmogaTb OCTOPOKHOCTb MpU
OJIHOBPEMEHHOM IpueMe BappapuHa 1 KJIONUA0rpena.
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(NMOCTNEOOBATENBHOCTH 0002)

Bnoxamopul enuxonpomeuna Ib/Illa

B cBs3u ¢ BO3MOXKHOCTBIO (papMaKOJAWHAMUYECKOTO B3aUMOJCHCTBUS MEXIY KIOMUAOTPEIOM U
6nokaropamu rimkonporenHa IIb/Illa, X ogHOBpeMeHHOE MPUMEHEHHE TPEOYeT OCTOPOKHOCTH,
0COOCHHO y MAaIEHTOB, UMEIOIINX MOBBIIICHHBIH PUCK Pa3BUTUS KPOBOTEUCHHUS (TIPH TpaBMax U
XUPYPrUu4eCKUX BMEUIATEIbCTBAX UM IPYIMX NATOJOTHYECKUX COCTOSHUAX) (cM. pa3zaen 4.4.).

Ayemuncanuyunosasn kucioma (ACK)

ACK He m3MmeHsieT uHrubupytromee neicreue kionuaorpena xHa AJld-uHIynmupyeMyro arperammro
TpOMOOIIMTOB, HO Kionujporpen noreHuupyer aiausHue ACK Ha KojtareH-mHIyLUpYyeMYIO
arperanuio TpomOouuToB. Tem He MeHee, OJHOBpeMeHHBIH ¢ kionuuporpenom mpuem ACK 1o
500 mr 2 pa3a B CyTKH B T€YEHUE OJIHUX CYTOK HE BBI3bIBAJ CYLIECTBEHHOI'O YBEIMUYECHHSI BPEMEHU
KpOBOTEUYEHMsI, BBI3BIBAEMOr0 IpHUeMOM Kiomnujorpena. Ilpu  onHOBpeMEHHOM mpueMe
kionuaorpena u ACK crnepyer cobmofaTrh OCTOPOXKHOCTb, TaK KakK MEXKAY HUMH BO3MOXHO
(bapMakoIMHAMHYECKOE B3aUMOACHCTBUE, KOTOPOE MPUBOIUT K MOBBIIICHUIO PUCKA KPOBOTCUCHHS
(cM. pasgen 4.4.). Tem He MeHee, B KJIMHUYECKUX HCCIEIOBAHUAX MAIMEHTHl IOTy4alu
KOMOMHUpOBaHHYIO Tepanuto kinonuaorpenom u ACK (75-325 mr 1 pa3 B cytku) 10 1 roxa.

I enapun

[lo naHHBIM KIMHUYECKOTO HCCIEI0BaHUS, IIPOBEJEHHOIO C Y4aCTUEM 3J0POBbIX JOOPOBOJIBLIEB,
IpU NpHEMe KIOMUIOorpesna He TpeOOBaJOCh M3MEHEHMs J103bl enapuHa M HEe M3MEHAJIOCh €ro
aHTUKOAryJassHTHoe  JedcTtBue. OJHOBpEMEHHOE IPUMEHEHHE TelapuHa HE  HU3MEHSIIO
aHTHarperaHTHoe JeilcTBue kionuaorpena. Mexay KIONMIOTPEIOM M TIelapuHOM BO3MOXKHO
(apMakoIMHAMHYECKOE B3aUMOJICHCTBHE, KOTOPOE MOXKET YBEIMYHMBATH PUCK Pa3BUTHUS
KpoBoTeueHui. [Ipyu oTHOBpeMEHHOM IPUMEHEHHH CIIEyeT COOI0aTh OCTOPOKHOCTD (CM. pazjiel
44).

Tpombonumuxu

bezonacHOCTh OJHOBPEMEHHOTO NPHUMEHEHHS KJIomuaorpena, (HuOpuH-cienupUIecKux WiIn
¢$ubpuH-HecTIeMUPUIECKUX TPOMOOIUTHIECKUX CPEICTB U rermapruHa Obljla H3ydeHa Y MalHeHTOB C
OCTPBIM UH(APKTOM MHOKapaa. YacToTa KIMHUYECKH 3HAYMMBIX KPOBOTEUCHUH ObljIa aHAJIOTHYHA
TOM, KOTOpas HabIoAanach B CIy4ae COBMECTHOIO NMPUMEHEHHS TPOMOOIUTHUECKUX CPEICTB U
renapura ¢ ACK (cMm. paznen 4.8.).

Hecmepouonwvie npomusosocnanumenvhuvle npenapamsi (HIIBII)

B kimHHMYecKOM HcCieI0BaHUM, ITPOBEIEHHOM C YYacCTHEM 3/I0pPOBBIX JOOPOBOJIBILIEB, COBMECTHOE
IIPUMEHEHHUE KJIONUJOTPENa U HANpPOKCEHA YBEIWYMBAIO CKphIThIE notepu Kposu depe3 JKKT.
OpHako, B CBSI3U C OTCYTCTBMEM HCCIIEJOBaHHUI 0 B3aUMOJIEHCTBUIO KIIOMHUAOTpENa C JIPyruMU
HIIBII, B HacTosmiee BpeMsi HEU3BECTHO, UMEETCS JIA MOBBIIICHHBIA PUCK YKETYIOYHO-KUIICUHBIX
KpOBOTEYeHUN TIpu mnpueme kinonuporpena Bmecte ¢ apyrumu  HIIBIL.  Iloatomy mnpwm
onHoBpemenHoM mnpumeHeHnu HIIBII, B Tom umcne umuruburopo ILIOI'-2 ¢ knommporpesom
cleIyeT COOI0IaTh OCTOPOXKHOCTD (CM. pazzen 4.4.).

Cenexmugnvie uneubumopsl oopamnozo 3axeama cepomonuna (CHO3C)

Tak xkak CHMO3C BausIOT Ha aKTHUBALMIO TPOMOOLIUTOB M YBEIWYUBAIOT PUCK DPA3BUTHUSL
KPOBOTEUEHHSI, TO IPU OJJHOBPEMEHHOM IPUMEHEHUH CIIEAYeT COOII0IaTh OCTOPOKHOCTb.

Hnoyxmopwt uzogpepmenma CYP2C19

Tak kak KJI0mua0rpes MeTaboIu3upyeTcst 10 CBOET0 aKTUBHOTO METab0JIMTa YACTUYHO C MTIOMOIIIBIO
nzopepmenta CYP2C19, oxunaercs, 4TO MNPUMEHEHHE JIEKApPCTBEHHBIX CPEJCTB, KOTOPbHIE
MHAYIHMPYIOT aKTUBHOCTh 3TOr0 M30()epMeHTa, MOXKET MPHUBOJAUTH K YBETUUYEHUIO KOHIIEHTPALUU
aKTUBHOI'O METa00IMTa KIOIHI0Tpea.
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NPUMEHEHHH C KIOMUIOTPEIOM, TPHBOANT KaK K YBEIWYEHHIO KOHILEHTPALUH AaKTHBHOTO
METa0OoJIUTa KIOMHUIOTPENa, TaK U K HHTHOMPOBAHHIO TPOMOOLIMTOB, YTO MOKET MOBBIIIATH PUCK
BO3HMKHOBEHHUS KpOBOTE€UYEHHS. B KadecTBe Mephl MNPEZOCTOPOKHOCTH HE PEKOMEHIYETCS
NPUMEHSATh OJHOBPEMEHHO MOIIHBbIE MHAYKTOpHl m3odepmenta CYP2C19 u xmommmorpen (cm.
paznen 4.4.).

HUneubumopuot uzogpepmenma CYP2C19

Tak kak KIONUAOIrpes MeTadoau3upyercs A0 OOpa3oBaHUS CBOEro AaKTMBHOIO MeTaboiuTa
gactTuuHo 1pu mnomomu u3zodepmenta CYP2C19, mnpumeHeHHe JEKapCTBEHHBIX CPEJICTB,
MHTUOMPYIOIUX 3TOT M30(EPMEHT, MOXKET NPUBECTH K YMEHBIIEHHIO 0Opa30BaHUs aKTHUBHOI'O
MeTabosuTa Kionugorpena. KnuHuueckoe 3Ha4eHHE ITOTO B3aUMOAEHCTBHSA HE YCTaHOBICHO. B
KayecTBE Mepbl IMPEIOCTOPOXKHOCTU  CIEAyeT M30erarb OJHOBPEMEHHOTO IMPUMEHEHUs
KJIOMIUAOTPEIia ¥ MOIIHBIX MM YMEPEHHbIX HHruouTopoB nzopepmenta CYP2C19.

MomnasiME ¥ yMepeHHbIMH uHruOuTOpamu uszodepmenta CYP2C19 sBustoTcs omernpaszon,
330Menpasoi, PIyBOKCaMUH, (QITYOKCETHH, MOKIIOOEMU I, BOPUKOHA30JI, (DITyKOHA30J1, THKJIOMHUINH,
nunpodIoKCcalvH, MUMETHINH, KapOaMasenuH, okckapOa3enuH, XJ1opaMheHuKoI.

Hneubumopvl npomonuou nomnul

OpHOBpeMEHHBI TpHUeM KIIOMHUIOTpeNa ¢ oMernpa3oiioM B o3¢ 80 Mr (OJHOBPEMEHHO WIHU C
nepeppiBOM B 12 4 MEXIy NpHeMaMu JBYX NPENapaTroB) CHUXKAET SKCIO3UIUI0 aKTUBHOTO
MeTtabonura kinonuaorpena Ha 45 % mnpu npueme Harpy3o4dHou no3el 1 Ha 40 % mpu mpueme
noajepkuBaroied 103bl. CHUXKEHHE OBLIO CBS3aHO C YMEHBLICHHMEM WMHIMOMpPOBAHUS arperauuu
TpoMOouuTOB Ha 39 % mpu npueMe Harpy304HOI 1036l U Ha 21 % mpu npreMe Mo AepKUBAIOIICH
no3sl. Ilpennonaraercsi, 4yTo 330MeNpazon B3aMMOJICHCTBYET C KIIOMMJOTPEIOM aHAJOTUYHBIM
obOpazom.

JlanHble HAOMIONEHUH W KIMHUYECKUX MCCIEAOBAHUNH O KIMHUYECKUX TMOCIEICTBUAX ATHUX
(bapMaKkOKMHETHYECKHX U (apMaKOJAMHAMHUYECKUX B3aHMMOAECUCTBUM C TOUKM 3pEHHs] Pa3BUTHUS
OCHOBHBIX KapJIMOBACKYJISIPHBIX COOBITUH MPOTUBOPEYMBEL. B KauecTBe Mephl MPer0CTOPOKHOCTH
HE PEKOMEHYETCs OJHOBPEMEHHBIN IPUEM KIIOMUIOTPENA C OMENPA30JIOM HUIIU H30MENPa30I0M.

MeHee BbIpa)KEHHOE CHIKEHUE HKCIO3ULMU MeTadoJIMTa HabJI01alo0Cch IpU MpUeMe Mpenapara ¢
MaHTONPA30JIOM WJIH JIAHCOMPA30JIOM.

[Ipu ogHOBpEeMeHHOM NpueMe naHtonpasoia B go3e 80 Mr 1 pa3 B CyTKU KOHIIEHTpALUsl aKTUBHOTO
MeTaboJIUTa Kionuaorpena cHwkanace Ha 20 % npu nmpueme Harpy3o4yHod a03bl M Ha 14 % npu
npueMe TOAJEPKUBAIOIIEH J03bl. OTO CONPOBOXKJIAJIOCH CHUXKEHHEM CPEIHEro YpOBHS
MHTUOMpoBaHus arperanuu TpoMOoruToB Ha 15 % u 11 % coorBerctBeHHo. IlomydeHHble
pe3ysibTaThl  YKa3bIBAalOT HA BO3MOXHOCTh COBMECTHOIO TIPUMEHEHHUs KJIONMUJOorpena H
MIaHTOIIPa30JIa.

bout mpoBenieH pAl KIMHUYECKUX HCCIEAOBAHUN C KIONUOOZPENoM U Opy2umu, OOHOBDEMEHHO
NPUMEHACMbIMU  JIeKAPCMBEHHbIMU — cpedcmeéamu,  C  LEeNbI0  H3Y4YEHUS  BO3MOXKHBIX
(apmMakoIMHAMUYECKUX U (PapMAKOKMHETUYECKUX B3aUMOIEUCTBUM, KOTOPBIE MMOKA3aJI1, YTO:

- Inpu OAHOBPCMCHHOM NPHUMCHCHUU monudoepeﬂa C AameHOoNoNoOM u/uiu Hud)edunuHOM
KIMHUYCCKHW 3HAYNMOI'O (I)apMaKO,Z[I/IHaMI/I‘-ICCKOFO B3aUMOJCHUCTBUS HE Ha6J'IIOIlaJ'IOCL;

—  OJIHOBPEMEHHOE NPUMEHEHUE ¢erobapdbumana u 3cmpo2enos He OKa3blBAJIO CYIECTBEHHOTO
BIUSHUS Ha (papMaKOAMHAMUKY KIIOTHMIOTPEa;

—  (apMakOKMHETHYECKHE TI0KA3aTeNll OUSOKCUHA U MeoQuiiuHa HE HU3MEHSIIUCh MNpH HX
OJIHOBPEMEHHOM NMPUMEHEHHUH C KIIOMHIOTPEIIOM;
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KEIyJIKe, TaKhe Kak Onokamopuvl Hy-eucmamunoswix peyenmopog uiu aHmayuobl, HpeHﬂTCTBYIOT
AHTUTPOMOOIIMTAPHON AKTUBHOCTU KJIOMHUJIOTPENA, HET, aHmayuoHvlie cpedcmeéa HE CHIDKAIOT
a0bCOpOITHIO KIIOMUIOTPENA;

—  @enumoun u monbymamuo MOXKHO C O€30IaCHOCTbIO IPUMEHSATh OJHOBPEMEHHO C
xionunorpenom (uccinenoanue CAPRIE). ManoBeposiTHO, 4TO KJIONMUIOTPEN MOXKET BIMSTH Ha
MeTaboJIM3M JIPYTUX JICKApCTBEHHBIX CPEACTB, TaKMX Kak ()EHUTOMH M TOJOyTaMH[, a TaKKe
HIIBII, koTopsie MeTabomu3upytoTes ¢ nomoibio n3opepmenta CYP2C9 uuroxpoma P450;

—  uHeubumopwl  aneuomeHzunnpespawaiowe2o  Gepmenma  (AID), Ouypemuku, 6bema-
aopenobioKkamopul,  OIOKAMOPbl  «MEOJIEHHbIXY KANbYUesblX KAHAN08, SUNOIUNUOeMudecKue
cpeocmea, KOpoOHapHvle B8A300UNAMAMOPbL, SUNOSIUKeMUYecKUue cpeocmed (6 m.4. UHCYIUH),
NpOMUBOINUNIENMUYECKUE — CPEOCMBd,  20PMOHO3AMECMUMENbHAsA — mepanus U 0J10Kamopwvl
enuxkonpomeuna I1b/Ila: B KIMHAYECKUX MCCIEIOBAHUSAX KIMHUYECKU 3HAYUMBIX HEXKEIATEIbHBIX
B3aUMOJICCTBUM HE BBISIBIICHO.

JlekapcTBEHHBIE CPENICTBA, ABJsolrecs cyocrparamu uzodepmenta CYP2CS

[TokazaHo, YTO KJIOMUAOTPEN YBETUYMBAJ CHUCTEMHYIO SKCIIO3MIIMIO pEeNarivHufa Yy 310pOBBIX
noopoBonbiieB. MccnemoBanust N Vitr0 mokaszanu, 4TO YBEIMYCHUE CHCTEMHOW SKCHO3UIHH
penarauHuAa SBJSETcs ciencTtBueM HHruoupoBaHus uzodepmenta CYP2C8 rmoKypOHUTHBIM
MetabonuroM kionuporpena. Crenyer coOnrofarb OCTOPOXKHOCTH IPU  OAHOBPEMEHHOM
MPUMEHEHUU KJIOMUAOrpera U JICKaPCTBEHHBIX CPEACTB, METaOONM3UPYIOMIMXCA C TOMOIIbIO
nzopepmerra CYP2CS (mampumep, penariuHuIa, MAaKIUTAKCENa) B CBSI3H C PUCKOM YBEIIHMYCHUS
WX TUTa3MEHHBIX KOHIICHTpalui (cM. pasaen 4.4.).

OHI/IOI/IIIHI)IG ArOHHUCTHI

Kak u B caywyae Apyrux mnepopayibHbIX HHruOMTOpoB P2Y12, omHOBpeMeHHOE NpHUMEHEHHE
OMHMOUJIHBIX arOHUCTOB MOXKET 3aJ€P>KUBATh U YMEHBIIATh a0COPOIMIO KIOMHUIOTPEesia, BEPOSITHO,
M3-32 3aMEJIJICHHOTO ONOPOKHEHHMs jkenynka. KiamHuueckoe 3HaueHuEe JaHHOTO B3aUMOJICUCTBUS
HEU3BECTHO. Cnenyer  paccMOTpeTb BO3MOKHOCTh Ha3HAUYCHUSI  TAPEHTEPaIHLHOTO
aHTHArperaHTHOTO Tpernapara y MalUeHTOB C OCTPHIM KOPOHAPHBIM CHHIPOMOM, TpPeOYIOIINX
OJIHOBPEMEHHOTO MTPUMEHEHUS MOP(hHHA UK IPYTUX OMMHUOUIHBIX arOHUCTOB.

Po3yBacratun

Bbrino mokazano, 4TO KJIOMUIOTPEN YBEIMYMBAET DKCIIO3UIINIO po3yBacTtatuHa B 2 paza (AUC) u B
1,3 pa3za (Cmax) ocie npuema kinonuporpena B go3e 300 mr u B 1,4 paza (AUC) 6e3 BIusiHUS Ha
nokazatesb Cpax TOCIIE TIOBTOPHOTO MPHEMa KJIOMUOTPENa B 103€ 75 MT.

4.6. @epTHIbHOCTH, 6€PEMEHHOCTD U JAKTALHUSA

bepemeHHOCTH

HccnenoBanust Ha )KUBOTHBIX HE BBISIBUIIM HU MPSIMBIX, HU HENPSMBIX HeOIaronpuaTHeIx 3¢ dexron
Ha TeueHHe OepeMeHHOCTH, SMOPHOHAIBHOE Pa3BUTHE, POJbl U OCTHATAIBHOE pa3BUTHE. Tak Kak
HE BCErJla 10 pe3yJIbTaTaM MCCIEA0BAHNN Ha )KMBOTHBIX MO>KHO MPEJCKA3aTh PEAKIUIO y YEIIOBEKA,
U BCJEJICTBUE OTCYTCTBHUS JAHHBIX KOHTPOJIMPYEMBIX KIMHUYECKUX HCCIIEIOBAaHUN MO MpHEMY
KJIonuaorpesna OepeMEeHHbIMU OKEHIIMHAMH, B KauyecTBE Mephl MPEJOCTOPOXKHOCTH HE
PEKOMEHIyeTCsl MpUeM KIIOMHJIOTpesia BO BpeMsi OEpEeMEHHOCTH, 32 UCKJIIOUEHHUEM TeX CIydaes,
KOTJ1a, M0 MHEHHIO Bpaya, €ro NpUMEHEHHEe HAaCTOSITEIbHO HEOOXOMMO.

JlakTarmms

B uccnenoBanusx Ha KpbicaX MOKa3aHO, YTO KJIOMHUIOTPEN W/UIH €ro METAOOIUTHI BBIIENIAIOTCS C
TPYAHBIM MOJIOKOM.
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JICKapCTBCHHBIE CPEICTBA BBIACIAIOTCA C TPYIHBIM MOJOKOM M CYIECTBYET PHCK Pa3BHTHSA
MIOTEHLMAJIbHBIX HEOJIAroNnpusTHBIX peakuuid y peOeHKa, HaxXOIIerocs Ha TIPYyAHOM
BCKapMJIMBaHUM, CIEAYET IMPUHATH pPEIIEHHE O MPEKpaIleHUH I'PYyJHOI0 BCKapMJIMBAHHUA WM 00
OTMEHE IIpernapara ¢ y4eToM He0OX0IMMOCTH €ro IPUMEHEHUs Ui MaTePH.

DepTUILHOCTE

B HUCCIICAOBAHUAX HA ) KMBOTHBIX HC OBLIIO BBISIBJICHO, YTO KJIOIUAOTPCII BJIIMACT HA (bepTI/I.HBHOCTB.

47. BuusiHde HA CHOCOOHOCTH YNPABJSATH TPAHCINOPTHBIMH CpeICTBAMH H PpadoTaTh ¢
MeXaHHU3MaMu

KJ'IOHI/II[OFpeJ'I HC OKAa3bIBACT CYIICCTBECHHOI'O BIIMAHHNA Ha CIIOCOOHOCTH YIpaBJIATb TPAHCIIOPTHBIMHA
CpCACTBAMHU UJIK 3aHUMATHCA JPYTUMU IIOTCHIUAJIbHO OIMMACHBIMU BUAAMU NCATCIBHOCTH.

4.8. HexenaTeJbHble peaKIuu

Pesrome H‘[)Od)I/IJIﬂ 0e30IaCHOCTU

bezonacHocth knonuporpena uzydeHa 6onee yem y 44 000 mamueHToB, B TOM yucie Oojee yeM y
12 000 marmeHToB, MONyYaBUIMX JICYEHHUE B TEUCHHE roja wim Oosee. B 1emoM mepeHOCHMOCTD
Kionuaorpena B n1o3e 75 mr B cytku B uccinegoBanuu CAPRIE cooTBercTBOBasIa IEPEHOCUMOCTH
ACK B nmo3e 325 Mr B CyTKM, HE3aBHUCHUMO OT BO3pacTa, I0ja U PacoBOM MpPHUHAIIEKHOCTH
nagueHToB.  Hmke  mepeduciieHpl  KIMHUYECKM  3HAYUMMBIE  HEXKEJIATEJIBHBIE  PEAKLMH,
HaOmrofaBIIiecss B matu Oonbimux KinHudeckux uccnenoBanusx: CAPRIE, CURE, CLARITY,
COMMIT, ACTIVE-A u TARDIS.

KpoBoteuenue sBisieTcsi Hanbosee 4acToM peakiueil, 0 KOTOPOil COOOIAIOCh KaK B KIIMHUYECKUX
UCCIIEIOBAaHMAX, TaK W TpPU MOCTPErHCTPAIMOHHOM IMPUMEHEHHH IMpemapaTta. Yaie Bcero
co00MIa7I0Ch 0 KPOBOTCUCHHSX B TEUCHUE TIEPBOTO MECSIIA JICUCHUS.

B winnunyeckom wuccnenoBanun CAPRIE ofmas yacrota BceX KpPOBOTEUEHHM Y MAllMEHTOB,
IMPUHMMABIINX KJIOMUJOrpes, u y nauueHTtoB, npuHuMaBmmnx ACK, cocraBuia 9,3 %. Yactora
TSDKEIBIX KpOBOTeUeHHH mpu npuMeHeHuH kionuporpena u ACK 6buta conocraBumoit: 1,4 % u
1,6 % COOTBETCTBEHHO.

B nenom vactora pa3BUTHS KeNTyJOYHO-KUIIEYHBIX KPOBOTEUEHHH y MAallMEHTOB, MPUHUMABIINX
KJIOMUJIOTpeL, ¥ y nanueHToB, npuauMasiux ACK, cocrtasmsina 2,0 % u 2,7 % cOOTBETCTBEHHO.

OOm1ast yacToTa KPOBOTEUEHUH APYroi JOKaTIU3aluy Ipy MpHeMe KIOMHUI0Tpena M0 CPaBHEHHUIO C
npuemoM ACK 6pina Beie (7,3 % npotus 6,5 % cooTBeTcTBEeHHO). OAHAKO YacTOTa TSAKEIbIX
KpoBoTeueHHi npu npumeHeHuu knonugorpena u ACK 6puta comocraBumoit (0,6 % umu 0,4 %
COOTBETCTBEHHO). Hambonee wyacto cooOmasocs O pa3BUTHM CIEAYIOIIUX KPOBOTEUEHUIL:
ypIypa/KpOBOIMOJTEKH, HOCOBOE KpoBoTedeHue. Pexe cooOamock O pa3BUTUM T'eMaToM,
reMaTypHH U TJIa3HBIX KPOBOU3JIHMSIHUAN (TJIaBHBIM 00pa30M, KOHBIOHKTHBAIBHBIX ).

YacrtoTa BHYTPHUUYEPENHBIX KPOBOM3NMUSHUN Tpu mnpumeHeHun kionuaorpera u ACK Obuia
conoctaBumoit (0,4 % nnu 0,5 % cCOOTBETCTBEHHO).

B knmunnueckom wuccinenoBanun CURE y manumenToB, npuHumaBmux kionuporpen+ACK, mo
CpPaBHEHHUIO C TalMeHTaMH, MpuHUMaBImuME 1iane6o+ACK, Habm01am0Ch yBETUYEHHE YaCTOTHI
pa3Butus Oonbux kpooTeueHuit (3,7 % mo cpaBHeHuto ¢ 2,7 %), u Manbsix kpoBoteueHuit (5,1 %
mo cpaBHeHuio ¢ 2,4 %). B ocHoBHOM, ncTouHMKaMu OonbImux KpoBoTeueHui sBisuiich JKKT u
MecTa MyHKLIHUH apTepHil.

Yacrtota pa3BUTHS YrpoXKarmoOMIMX JKU3HM KPOBOTEUEHHM Yy MAlMEHTOB, NPUHUMABIIMX
knonuaorpen+ACK no cpaBHeHMIO ¢ marueHTamu, npuHuMasmmu mianedo+ACK, noctoBepHO
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6bu1a oguHakoBoi (0,2 % mpu 060uX BUIAX TEparuH).

YacToTa BO3HMKHOBEHHUS HE YIPOKAIOMIMX JKU3HHM OONBIIMX KPOBOTEUEHUH ObLIa JOCTOBEPHO
BBIIIE Yy TAIMEeHTOB, npuHuUMaBmux Kionuaorpea+ACK, mo cpaBHEHHIO C NalMEHTaMH,
npunumaBmumMu  wianebotACK (1,6 % u 1% COOTBETCTBEHHO), HO 4YacTOTa pPa3BHUTHUSA
BHYTpUYEPENHBIX KPOBOU3IUAHUHN Obu1a onuHakoBoil (0,1 % mpu o6oux BUAax Tepanuu).

YacroTa pa3BuTHs 00IbIINX KpoBOoTeueHU B rpynmne kinonuporpen+ACK 3asucena ot no3sl ACK,
KaK ¥ 4acTOTa Pa3BUTHs OONBIIMX KPOBOTeUCHHH B rpymie iamnedo+ACK.

VY nanuMeHTOB, MNpeKpaTHBIIUX Tepanuio kionuporpenoM+ACK Oonee uwem 3a 5 nHE#H 10
AOPTOKOPOHAPHOI'O IYHTUPOBAHMs, HE OTMEYAJIOCh YYaIlEHUs CIy4yaeB pa3BUTUS OOJIBIIMX
KpPOBOTEYEHUM B TEYEHHE 7/ JHEH IOCIe BMEWIATENbCTBA. Y IMALMEHTOB, IPOAOJLKABLIMX
AHTUTPOMOOILIMTAPHYIO TEPANUI0 B TEUYEHUE IOCICAHUX IATH IHEH Imepel aopTOKOPOHAPHBIM
IIYHTHUPOBAHUEM, YacTOTa ATUX COOBITHH MOCJIE BMEIIATENbCTBA cocTaBisuia 9,6 % (B rpymme
kionunorpen+ACK) u 6,3 % (B rpynmne miane6o+ACK).

B xmmuandeckom uccnenpoBannn CLARITY gacrora GonmpIMx KpPOBOTEUEHHH B 00enX Tpymnmax
(xnonmuporpen+ACK u mnane6o+ACK) Obuta comocraBumoit B obenx rpymnmnax sedenus (1,3 %
npotuB 1,1 % B rpynne knonuaorpen+ACK u rpynne minane6o+ACK coorBercTBeHHO0). OHa OblL1a
OJIMHAKOBOH B MOATPYMIAX MAallMEHTOB, Pa3/IeIEHHBIX 110 UCXOIHBIM XapaKTEPUCTHKAM U 110 BUaM
(UOPUHOIUTHIECKOH Tepanuy UK reapHHOTEPAITHH.

Yacrota BO3HUKHOBeHUsl (aTanbHbix kpoBoTeueHuit (0,8 % mpotus 0,6 %) M BHYTpUUEPETIHBIX
kpoBom3ymsitanid (0,5 % mportu 0,7 %) npu nedenun xinonuporpen+ACK wu murane6o+ACK,
COOTBETCTBEHHO, ObLIa HU3KOW U COMOCTaBUMOM B 00€UX rpymnmnax JeueHusl.

B wmnnueckom wuccnenoBannun COMMIT ob6mast dvactora HerepeOpaabHBIX — OOJBIINX
KPOBOTEUEHHH WM 1epeOpaabHBIX KPOBOTEUEHUN Oblia HU3KOW M omuHakoBoi (0,6 % B rpyme
kionuaorpentACK u 0,5 % B rpyne mnane6o+ACK).

B xnmunnueckom uccnenopanuu ACTIVE-A uactora pa3Butus GONbIIMX KPOBOTEUEHMI B TpYIIE
kimornorpenitACK  Oputa  Beime, wem B rpymnmne 1wrane6o+ACK (6,7 % mporuB 4,3 %
COOTBETCTBEHHO). boiplne KpoBOTeUeHHsS B OCHOBHOM OBbUIM BHEUEPENHBIMH B O0EUX TIpyIIax
(5,3 % mpotuB 3,5 %), TIaBHBIM 00pa30M, M3 KENyJOYHO-KHUIIEYHOTro Tpakta (3,5 % mnpoTus
1,8 %). B rpymnne xnonunorpent+ACK BHyTpuuepenmHbIX KpPOBOM3IMAHUN ObLIO OOblIE IO
cpaBHenuto ¢ rpymmoi mane6o+ACK (1,4 % nporus 0,8 % coorBercTBeHHO). OTCYTCTBOBAIN
CTaTUCTMYECKH 3HAYUMBIE Pa3IUYMs MEXIy STUMU IPYNIaMH JICYEHUS] B 4aCTOT€ BO3HUKHOBEHUS
¢datanbHbIX KpoBoTeueHuit (1,1 % mpotus 0,7 %) u remopparuudeckoro uHcynbra (0,8 % mpoTus
0,6 %).

B uccnegoanuu TARDIS y nmanueHTOB ¢ HEZaBHO NMEPEHECEHHBIM HIIEMHYECKUM HHCYIIBTOM,
MOJyYaBIIMX  MHTCHCUBHYIO  AHTUTPOMOOLIMTApPHYIO  TEpamuio TpeMs  JIEKapCTBEHHBIMU
npenaparamu (ACK+xnonumorpen+aunupuaamodn), HabI0Aamuch 00Jiee YacThle KPOBOTCUCHUS U
KpOBOTEUEHHsI OOJbIIEH CTENeHM TSHKECTH [0 CPaBHEHUIO C MAlMeHTaMH, I[0Jy4aBIIUMU
MOHOTEPANUIO KJIOMUJOTPEIOM MWIM KoMOumHUpoBaHHyl0 Tepanuto ACK u aunupuaamonom
(ckoppekTupoBanHoe ob1iee oTHomeHue mancos (OII) 2,54, 95 % JIN 2,05-3,16, p < 0,0001).

Tabnuynoe pE310ME HEKENATCILHBIX PEAKITNH

HesxenarenbHble peakiliu, KOTOPbIC BO3HHUKIN BO BpPEeMs KIMHUYECKHX HCCICIOBAHWA MU O
KOTOPBIX COOOIIAIOCH CITIOHTAHHO, MPEJCTABICHBI B TaONMuIle HIKe. VX "acToTa onpemensercs ¢
MCIOJIb30BaHUEM CIEIYIOIINX YCIOBHBIX 0003HaueHui: gacto (ot > 1/100, Ho < 1/10); Heuacto (oT
>1/1000, wo < 1/100); peaxo (ot >1/10 000, HO < 1/1000); ouens peaxo (< 1/10 000); gacrora
Hen3BecTHA (HAa OCHOBAaHMHM MMEIOIIUXCS JAHHBIX OIEHWTh HEBO3MOJXKHO). B KakI0M CHCTEMHO-
OpPTaHHOM KJIacce HeXeJIaTeIbHBIC PEaKIUU MTPEJICTABICHBI B MOPSIKE YOBIBAHUS CEPhE3HOCTH.
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CucremMHoO-
OpraHHbBI KJacc

Yacro

Heuacro

(oCAEQCER

Pog

RTEMgHRE JaiPt)

Peako

Yacrora HeM3BeCTHA™

Hapywenus co
CMOpOHbL  KpOBU U
aumeamuyeckou
cucmembsi

TpomOonmTOoTIEHHS
Jleitkonenus
Do3uHObIUITHS

Heiirponenus,
BKITIOYAs TSDKEIYIO
HEUTPONECHUIO

TpomboTHIeCcKas
TPOMOOIMTOTIEHUYECKAs
mypIypa
AnmacTudeckass aHEMHS
ITannuronenus
ArpaHynouuTos
Tsoxenas
TPOMOOIIMTOTICHUS
[Tpuobperennas
remouims A
I'panynonuroneHus
Anemus

Hapywenus co
Ccmopomsl cepoya

Cunpapom Koynuca
(Bazocmactuyeckas
aleprudeckas
CTCHOKapAws/
aIIeprudeckuii nHPapKT
MHOKapAa),
00yCIOBJICHHBIN
peaxuuei
TUTICPYYBCTBUTCIIBHOCTHU
Ha KJIomuaorpen™

Hapywenus co
CMOPOHbL UMMYHHOU
cucmembi

AHadunakTouHbIe
peakuuu

CeiBopoToyHasi 00JI€3Hb
IlepexpectHbie
JUIepPrHYECKHe "
reMaTOJIOTHYECKHE
peakuuum ¢ JApYTUMH
THEHOITMPUINHAMHI
(Takumu KaK
THKJIOTIU/INH,
npacyrpen)* (cM. paszmen
44.)

AyTOMMMYHHBIH
WHCYJIMHOBBIH  CHHJIPOM
(MOXeT TPHUBOAUTH K
Cepbe3HOM
THITOTJINKEMHH,
0COOCHHO y IAllMeHTOB C
HLA DRA4
ceporuriom)*

Hapywenusa ncuxuku

CryTaHHOCTH CO3HAHUS
T"annronuHanun

Hapywenus co
CMOpOHbl  HEPBHOU
cucmembi

BnyTrpuuepenssie
KpoBoM3IMsAHUA (B
HEKOTOPBIX CIIyYasiX C
JIETAIBHBIM HCXOJIOM)
I'onosHast 6011
I'onoBokpysxeHue
ITapecTesust

Hapymenuss BKycoBOro
BOCTIPHATHSA
AreB3us

Hapywenus co
CMOpOHbI  OpeaHa
3peHust

I'ma3nere
KPOBOU3JIHSHUS
(KOHBIOHKTHBAJIBHBIE,
B TKaHH H CETYATKY
ryasa)

Hapywenus co
CMOpPOHbI  OpeaHa
cyxa u 1abupunma

Bepturo

Hapywenusa co

I'emaToma

Cayvan CePhE3HBIX

13

SKCTNEPTHOMY OTYETY




-
L

L

OTEETCTEYET 3KCTNEPTHOMY OTYETY

ot 21.1

-

[l B e ol ol e |

o ANTE ble e A N
35 J EANE
L B = Lauu

T S

CMOPOHBL COCYO08

(TOCHEOCER TSRt o 000d]

KpoBoreuenus u3
TIOCIIEONEPAINOHHBIX
paH

Backynut

ApTtepuanbHas
THIIOTCH3HS

Hapywenus co
CMoponbl
OvIxamenvHoll
cucmemsl, 0peaHo8
2PYOHOU  KNemKu U
cpedocmeHust

HocoBoe
KpOBOTEUYECHHE

KpoBoteuenus u3
JIBIXaTEJIBHBIX myTei
(xpoBOXapKaHbe,
JIETOYHOE KPOBOTEUCHUE)
Bponxocnazm
WuTepcTunnansHas
TTHEBMOHUS
Do3uHOpMITEHAS
ITHEBMOHUS

Kenyodouno-
KuuieyHvle
HapyuwieHus

Kenynouno-
KHUIIIEYHEIE
KPOBOTEUCHUS
Huapes

Boib B s)xuBOTE
Jucnencus

SI3Ba xenynka

SI3Ba
JBEHALIATUIIEPCTHON
KHIIKA

Tl'actpur

TomuoTa

PBoTta

3anop

Meteopuszm

3a0promMHHEIE
KPOBOTCUCHUS

KenynouHo-kuieqHbIe
u 3a0pIOIIMHHALIC
KpPOBOTEUCHHS c
J€TaJIbHBIM UCXOA0M
[TankpeaTur

Komnur (BKiTIOUAs
SI3BEHHBIN 581051
JTMM(OLUTAPHBINA KOJIMT)
Cromatut

Hapywenus co
cmoponsl neueHu u
JHCeNesbl800UUX
nymeii

Octpas MeYeHOYHAS
HEJIOCTATOYHOCTE
T'enatur
WHQPEKITNOHHBII)
OTKIIOHEHHE OT HOPMBI
nabopaTOPHBIX
noka3aTeaen
(YHKIMOHAIBHOTO
COCTOSIHHS TICYEHHU

(He

Hapywenus co
CMOPOHbL  KOMHCU U
NOOKOJICHBIX MKAHEl

KpoBonoarexku

Koxnasg ceinb
KoxHblii 3y1
Koxnoe
KPOBOU3JIHSIHHE

(myprypa)

Bynnesnslii nepmatut
(TOoKCHUecKui
3NUepManbHbII
HEKPOJIN3, CHUHJIIPOM
CruBenca — J)KOHCOHa,
MHOTro(OpMHas 3puTeMa,
OCTpBIH
TeHepAIN30BAHHbIA
9K3aHTEMAaTO3HBIH
mycryne3 (AGEP))
AHTMOHEBPOTUYECKUHI
OTeK

Cunapom
JIEKapCTBEHHOM
THIEPYyBCTBUTEIHLHOCTH,
JIEKapCTBEHHAss CBIb C
303uHOPIITHEH u
CHCTEMHBIMHU
cumnromamu (DRESS)
OpuTeMaTo3Has ChIIb
OkchonnaTHBHAs CHIb
Kpanusuuua

Ok3ema

IInockwuii nuimaii

Hapywenusa co
CMopoHbl
PenpoOYKmMueHoU
cucmembi u
MONIOYHBIX dicene3

I'muexomactus
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Hapywenus co ITTUALTTEHEAR Gl i HO-Mprire anie =
CMopoHbl KPOBOTCUCHHS
MblUUeuHOU, (remapTpo3)
CKelemHoti u Aptpur
COeOUHUMENbHOU ApTtpanrus
MKaHu Muanrus
Hapywenus co T'emarypus I'momepymnonedpur
CMOpOHbI  NOYEeK U [NoBrIenne
MOUEBbIBOOSUUX KOHIICHTPAIIUH
nymeti KpEaTHHUHA B KPOBU
Obwue napywenus | KpoBoreueHuss B JIuxopasaka
u peaxkyuu 6 mecme | MECT€ HHBEKIIUI
86e0eHUs]
Jlabopamopnvie — u VYnnuHeHne BpeMEHU
UHCMPYMEHMAanbHble KpPOBOTECUCHHUS
OdaHHble CHmKeHue qucia

HelTpoduioB

CHmxeHHe

KOJIMYeCTBa

TPOMOOITITOB

Onucanue OTACIBHBIX HECXCIIATCIbHBIX DeaKHI/Iﬁ

Heumponenusa

B nccnenosannn CAPRIE, Tsokenas meiitponenns (< 0,45 x 10%1) nabmonanacs y 4 manueHToB
(0,04 %), npunumaBmKx kiaonugorpen, u 'y 2 nanueHtos (0,02 %), npunumasiinux ACK.

VYV nByx u3z 9599 namnumeHTOB, MPUHUMABIINX KIOMUAOTPEN, HAOIIOJAT0Ch TOJHOE OTCYTCTBHE
HEeHUTpoUIOB B mepuepuyecKoil KpOBH, KOTOPOro He HAOMIOJANOCh HH Yy OJHOTO U3
9586 marmentoB, npuauMaBmmx ACK. HecmoTpst Ha TO, 4TO PHCK Pa3BUTHS MUEIOTOKCHYECKOTO
JEUCTBUS TIpU MpUEME KIOMUIOTpeNia SBISETCS AOCTAaTOYHO HHU3KUM, B Cy4ae €clid y MalleHTa,
MMPUHUMAIOIIETO KIONHUAOTPECII, Ha6J'IIOl[a€TC$I IMOBBIIICHUE TCMIICPATYPhI WJIN IMOABJIAIOTCA APYTUC
npu3HaKky UHPEKINH, ClIeAyeT 00CIe0BaTh MalueHTa Ha IPeIMET BO3MOKHON HEUTPOTICHUH.

Annacmuueckasn anemusl
[Tpu neyeHnn KIOMUIOTPENIOM B OJHOM CIIy4ae HaOI0AaI0Ch Pa3BUTHE arllIACTUIECKONH aHEMHUH.
Tpomboyumonenus

YactoTa BO3HUKHOBEHHUS Tsxkenoil TpomOouuronennu (<80 X 109/J'I) cocrauna 0,2% vy
MaUEeHTOoB, NpuHUMaBIKX kionuaorpen u 0,1 % y nanuentos, npuHumasiux ACK, coobmanock
00 OYeHb PEeJKUX CIIydasX CHH)KEeHUs uncia TpoMoouuTos < 30 x 10%/n.

B uccnenosanusax CURE m CLARITY HaOMr0IaoCh COIMMOCTAaBUMOE KOJIWYECTBO MAIMEHTOB C
TPOMOOIIMTONEHUEH UM HEUTPOIIEHUEH B 00CHX TPYIINax JICUSHHUS.

Coo011eHre 0 TTOI03PEBAEMBIX HEXKEIATENbHBIX PEAKIINIX

Baxno COO6IJ_I3TB 0 MMOAO3PCBACMEBIX HCIKCIIATCIIBHBIX PCAKIUAX IMOCJIC PETUCTpALUU IIpCIlapaTa C
OEJIbIO obOecreyeHus HEMIPEPBIBHOT'O MOHHUTOPHHTA COOTHOIICHUA «I10JIb3a —  PHUCK»
JICKApCTBCHHOTO IIpcIiapara. MeauuuHCKUM pa6OTHI/IKaM PCKOMCHAYCTCA COO6IJ.I8.TB 0 JIFOOBIX
MOoAO3pE€BACMBIX HEKCIATCIIBHBIX PCAKIHAX JICKAPCTBECHHOTO IIperiapara 4Y€pe3 HAIWMOHAJIbBHBIC
CUCTCMBI COO6IJ.I€HI/IH 0 HCKCIATCIIBHBIX PpCAKOUAX TOCyAapCTB — YJICHOB EBpaSHﬁCKOFO
O9KOHOMHYECKOIO COrO3a.

Poccuiickag @enepanusa

®denepanpHas cayx0a o Haa30py B chepe 3aApaBoOXpaHEHUS.
Anpec: 109012, r. MockBa, CnaBsiHcKasi muionaib, 1. 4, ctp. 1.
Tenedon: +7 800 550 99 03
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https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CHUMIITOMBI

Hepe,Z[OSI/IPOBKa Kionmuagorpeiaa MOXET BECTH K YBCIMYCHUIO BPEMCHH KPOBOTCYCHHUA C
MOCICAYIOIUMHA OCJIIOKHCHUAMUA B BUAC PA3BUTUA KpOBOTe‘-IeHI/If/’I.

JleueHue

[Ipy mosBIEHUM KPOBOTEYECHHsI TpeOyeTcss MPOBEACHUE COOTBETCTBYIOLIMX  JICUCOHBIX
MEpONPUATHA. AHTUAOT KIOMMUJIOTpeNia He ycTaHoBieH. Eciu HeoOxonuma ObICTpas KOPPEKIUs
YAJIUHUBLIETOCSI BPEMEHU KPOBOTEYEHHS, TO PEKOMEHIYETCs IIPOBEICHHUE IE€peIuBaHUs
TPOMOOLIMTAPHON MACCHI.

5.  ®APMAKOJIOTMYECKHE CBOHCTBA

5.1. ®apmakoguHaAMHYeCKHe CBOHCTBA

dDapMaKOTepaneBTquCKas{ rpymma: aHTI/ITp0M6OTI/I‘~I€CKI/Ie CpeacTBa, AaHTUAIpPCraHTbl, KpPOMC
rerapuHa.

Kox ATX: BO1AC04

MexaHu3M JeHUCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/Ie Bd)d)eKTBI

Knommmmorpen mpencraisier co00il MPOJIEKAPCTBO, OJUH M3 AKTUBHBIX METAOOJMTOB KOTOPOTO
SABIIETCS WHTHOUTOPOM arperanuu TpomOoruToB. [lis oOpa3oBaHus aKTUBHOTO METabOIHTA,
KOTOpBIM I0O/ABJSET arperauuio TPOMOOLMTOB, KIIOMHAOIPEN JOKEH MeTabO0JIM3UpOBATHCA C
nomouiplo  u3odepmeHtoB cuctembl nuroxpoma P450 (CYP450). AxrtuBHBII MeTabomut
KJIOMUJIOTpENIa CEJIEKTUBHO HMHTUOMpyeT cBs3bIBaHME aaeHosuHaudpocdara (ALP) ¢ P2Y1
peuenTopoM TpoMOOIUTOB U mocieaytomyto AJld-onocpeoBaHHYIO aKTHBALMIO KOMILIEKCa
rmkonporenna IIb/Illa, mnpuBoas Kk momaBieHUI0 arperanuu  TpoMmOonuToB. bmaromaps
HeoOpaTUMOMY CBSI3BIBAHHIO, TPOMOOIIMTHI OCTAIOTCS HEBOCIIPUUMYHUBBIME K cTuMynsiiuu AJlD B
TEUEHHE BCETO OCTABIIETOCS CPOKa CBOEH >ku3HU (Mpubm3uTenbHo 7—10 1HEl), a BOCCTaHOBIIEHUE
HOpMaJIbHOW (YHKLUHU TPOMOOIIMTOB NPOUCXOAUT CO CKOPOCTHIO, COOTBETCTBYIOLIEH CKOPOCTH
OOHOBJIEHHS TPOMOOLIUTOB.

Arperaiust TpOMOOIIMTOB, BbI3BaHHAsI arOHUCTaMU, OTIWYHBIMU OT AJI®D, Takke HHTUOHpyeTcs 3a
cyeT OJ0Kabl YCHIICHHOW aKTUBAIMUA TPOMOOIIMTOB BhICBOOOXKHaeMbiM A J[D.

Tak xak oOpa3zoBaHHE aKTMBHOI'O META0OJIMTa MPOUCXOAUT MPH MOMOIIU U30(EPMEHTOB CUCTEMBI
nutoxpomMa P450, HekoTOopple U3 KOTOPBIX MOTYT OTJIMYaThCS MOIUMOPGU3MOM MU
MHTUOMpOBAThCA JAPYrMMM IpernaparaMd, HE Yy BCeX MAIMEHTOB BO3MOXKHO aJIeKBaTHOE
MHTHOMPOBAaHUE arperalu TPOMOOLIUTOB.

[Ipu exxenHEeBHOM IpueMe KIONUAOTpesia B JO3UPOBKE 75 Mr 1 pa3 B CyTKH C MEPBOTO K€ JTHA
nmpueMa OTMeYaeTcsl 3HauuTeNbHOe monaBieHue AJID-uHmynupyeMoi arperamuui TPOMOOIUTOB,
KOTOPOE MOCTENEHHO YBEIUYMBAETCS U 3aT€M, B UHTEpBAJC MEXAY 3 U 7 AHEM NpHUEMa, BHIXOJIUT
Ha MMOCTOSIHHBIM YPOBEHB (MPU TOCTHKECHUH PaBHOBECHOTO COCTOSIHUSI). B paBHOBECHOM COCTOSTHUM
arperanus TpomOoruToB mojamisiercs B cpenHeM Ha 40-60 %. Ilocie mpekparnenust mpueMa
KJIOMUJIOTPENIa arperanusi TPOMOOIIMTOB M BPeMsl KPOBOTEUEHHsI TIOCTETICHHO BO3BPAIAIOTCS K
HCXOJHOMY YPOBHIO, B CPEJIHEM, B TEUEHUE S5 JHEU.
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ot 21.10

(MOCNENOBATENLHOL

Kimmanueckas 3dbdhekTUBHOCTE U 0€30IIaCHOCTD

be3onacHocTh U 3P PEKTUBHOCTH KIOMHUAOTPENA OLIEHUBAIUCH B CIEAYIOUIMX HCCIIEJOBAHUSIX:
uccnenoBanne CAPRIE, cpaBuenue xnomuporpena ¢ ACK, a rtaxke wuccnemnoBanus CURE,
CLARITY, COMMIT (momonuurensubiii ananu3 noarpynn — CLARITY PCIl), CURRENT-
OASIS-7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-W,
B KOTOPBIX CPaBHUBAJHU KJIOMUIOTPEN ¢ Iianedo; o0a JeKapcTBEeHHBIX Mpenapara Ha3HAyaluch B
komOunaimu ¢ ACK u npyroii cTanapTHON Tepanuei.

Heoasno  nepenecennviti  umghapkm  muokapoa, HeOABHO  NEPEHECeHHbl  UHCYIbm U
ouazHocmupo8antoe 3abo0nesanue nepugepuieckux apmepuil

B wuccnenoBanne CAPRIE 6putn BrmtoueHsr 19 185 mamueHTOB ¢ aTepoTpoMO030M, KOTOPBIMA
MPOSIBIIICS B BHJEC HEJAaBHO TMEepeHECeHHOro wuH(papkra Muokapna (<35 pgHel), HemaBHO
MIEPEHECEHHOr0 HIIEMUYECKOr0 HMHCYIbTa (OT 7 AHEW 10 6 MecsAlleB) WU yCTaHOBIEHHOTO
3aboneBanus nepudepudeckux aprepuit (3ITA). [TanmuenTs ObUTH paHIOMU3UPOBAHBI 110 TPYIINAM,
MOJYy4YaBIIMM KJIOMUAOTpea B cyTouHou aoze 75 mr, unu ACK B cyrouHoil moze 325 wmr, u
OCTaBaJIUCh IOJ HAOMIOACHHWEM B TedeHue OoT 1 roma mo 3 yer. B moxarpymme manueHTOB,
nepeHecunx UH(apKT Muokapna, 60JbIIKMHCTBO manueHToB nonydanun ACK B TedeHHE MepBBIX
HECKOJIBKUX JIHEH TMociie ocTporo WHpapkra MHOKapaa. Kiomumorpen 3HAYUTENBHO CHHIKAI
4acTOTYy HOBBIX HIIEMHYECKUX COOBITUH (KOMOMHUpOBAaHHAs KOHEYHAass TOYka — HHQAPKT
MHUOKap/ia, UILIEMUYECKUIl UHCYJIBT U cocyaucTas cMepTh) no cpaBHeHHio ¢ ACK. Ananu3 obuieit
CMEPTHOCTH KaK BTOPUYHOW KOHEYHOW TOYKM HE BBISABHJI 3HAYUMOTO pa3IUYUs MEXIY
kionugorpenom (5,8 %) u ACK (6,0 %).

[Tpu ananu3e moArpynn ¢ NMPUMEHEHHWEM KaueCTBEHHOH OLEHKH COCTOSHUS (MH(pApKT MUOKapna,
nmemMuueckuii MHCYnbT U 3I1A) HamGompmmii >ddexr Tepanmum HaOMIOJANCS y MAUEHTOB,
BKJIIOUCHHBIX B HccienoBanue B cBs3u ¢ 3[IA (ocoOeHHO TeX, y KOro B aHamMHe3e ObUl MH(papKT
MuOKapna) u Oonee cnabbiii 3gdext (HesHauuTenbHo oTinmuatomuiics ot ACK) y mamueHTos,
NEPeHeCIINX HHCYNIBT. Y MalMeHTOB, BKIIOYEHHBIX B HCCIEIOBAaHHE TOJHKO HA OCHOBAHHHU
HE/IaBHO MEPEHECEHHOT0 MH(papKTa MHOKAp/Aa, pe3yJbTaT B TPYIIE KIOMHIOTPeIa ObLT YHCICHHO
Xyxke, HO cratuctudecku He ommmuancs or ACK. Kpome Toro, ananus moarpynm mo BO3pacTy
MO3BOJISIET TIPEATIONIOKUTh, YTO ONaronpusTHeIA 3((EeKT KIomuaorpena y MaIlMeHTOB CTapiie
75 net ObLT MEHee BBIPAXKEH, YeM y TIAIIMEHTOB B Bo3pacte < 75 ner.

Ocmpuwiii KOpOHAPHBIL CUHOPOM

B uccnenoBanne CURE O6buto BkimtoueHo 12 562 manueHTa, MEpEeHECIIUX OCTPBI KOPOHAPHBIN
cunapoM Oe3 moabema cermeHTa ST (HecTaOuiabHas CTEHOKapaAus WM WH(ApKT MUOKapaa 0e3
3youa Q), y KOTOpPBIX B T€UEHUE MOCIETHUX 24 4acoB MOSIBUIIACH O0JIb B 00J1aCTH TPYJTHON KIIETKU
WIM CUMITOMBI, YKa3blBalOIIME€ Ha HIIEeMHUI0. J[1s BKIIIOUEHUS B HCCIEAOBAaHHE TpPeOOBAJIOCh,
qToObl y manMeHToB ObuIM 60 m3MeHeHuss OKI', ykaspiBarolmue Ha HOBBIE HIIEMHYECKUE
SIBJIGHUS, JINOO MOBBILIEHHBIH YPOBEHb KapIuOPEepMEHTOB, TMO0 ypoBeHb TponoHuHa | wim T, no
KpaifHell Mepe, B 2 pa3a MpeBbIIIAIOMUI BepXHMH mpenen HopMbl. [lanumeHTsl ObUH
paHJIOMU3HUPOBaHbBl B TPYIIBI JIEYEHUs KionuaorpenoM (Harpy3ouHas npo3a 300 mr, 3arem
75 mr/cytku, n = 6 259) wim miane6o (n = 6 303), kortopsle npuHuManu B komOuHammu ¢ ACK
(75-325 mr 1 pa3 B CyTKH) ¥ APYTHMMH CTaHIAPTHBIMHU TIpernapatamu. [1aiMeHThl MoyJaiy JeUeHue
B TEYEHHE NEPUOAA UINTENBHOCTBIO A0 onxHoro rona. B uccnegoBanun CURE 823 maunuenra
(6,6 %) moay4anu COMyTCTBYIOIIYIO TEPAITHIO AHTAaTOHKCTAMH perentopoB riukomnporenna [Ib/I1la.
I'emapun BBOoamMiM Oonee yem 90 % mamuentoB. ComyTCTBYIOLIasi Tepanus TelnapuHOM He
OKa3bIBaJIa 3HAYMMOTI'0 BJIMSHUSA Ha OTHOCUTEIBHYIO YacTOTY Pa3BUTHUSL KPOBOTEUEHUI MpU IpUeMe
KJIONIUOrpesia 1 mianeo.

KonndecTBo mamueHToB, y KOTOPHIX ObUIA TEPBUYHAS KOHEYHAsh TOYKa (CMEPTh OT CepIedHO-
cocymuctbix 3aboneBanuii (CC3), nuadapkr muokapaa (MM) wim uncynbt), coctaBuiio 582 (9,3 %)
B rpymnmne, mnoiy4aBuieidl kionuporpen, u 719 (11,4 %) B rpynme, momyuaBuieil muiane6o, a
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. OCNEQOBATEN
OTHOCUTENIbHBIA pHUCK ObUT cHIKeH Ha 20 % y rpynmsl, HOIJE/“IEI,'BHIB% B (01070()

OTHOCHUTENBHOTO pucka Ha 17 % mnpu KOHCEpBATMBHOM JICYEHMM IALIMEHTOB, Ha 29 % mnpu
BBITIIOJTHEHUM YPECKOKHOM TpaHCIIOMHUHAIbHOW KopoHapHo# aHruomactuku (HTKA) co crenTom
win 6e3 Hero u Ha 10 % npu BemonHenun AKII). Ilocne 3 mecsieB jedeHus: MPeUMyIIECTBO,
Habmogasmeecs B rpymme kinonunorpeat+ACK, Gonblne He yBEINYMBAIOCh, B TO BPEMs KaK PUCK
KPOBOTEUYECHHS COXPAHSIICS.

KonnyecTBo manueHToB ¢ KOMOMHUPOBAHHON NEPBUYHON KOHEYHON TOYKOW (CMEPTh OT CEpIeHHO-
COCYIUCTBIX 3a00JeBaHUN, MHPAPKT MUOKAP/A, MHCYIbT WK pedpakTepHas HIIEMHsI) COCTAaBUIIO
1035 yenosek (16,5 %) B rpynne, nonyuaBmieil kionumorpen, u 1187 (18,8 %) B rpymme,
nojgyyaBmedl muane6o. BiMsHuMA Ha 4acTOTy MOBTOPHBIX TOCHUTAIM3alUil IO IOBOJY
HECTaOMJIbHOW CTEHOKApAMH HE HAaOII0Ja0Ch.

[TonoxurenbHbie 3¢ dexTsl, HAbMO aeMble TPU MPUMEHEHUH KJIOMUI0Tpea, He U3MEHSUIUCh MpU
KPaTKOBPEMEHHOM WJIM JUIMTEIILHOM MPUMEHEHHH JPYTUX CepAeYHO-COCYAHMCTHIX MpenapaToB
(Takux Kak renapud/HU3KoMoJeKysapHbid renapud (HMI'), antaronuctsl rimukonporenna IIb/Ila,
THIOJIMITUIEMUYECKUE Tpenapatsl, Oera-Onokartopel W uHruburopel AIl®). DddexkruBHOCTH
Kionuorpena He 3aBucena ot 10361 ACK (75-325 mr 1 pa3 B cyTkn).

Y nanweHToB € OCTPhIM WHQPAPKTOM MHOKapaa ¢ TmoabeMoM cermeHta ST 0e30macHOCTh U
3¢ GEKTUBHOCTH KIOMUIOTPENIa OLIEHUBANIACH B 2 PAHIOMU3UPOBAHHBIX IUIAIC00-KOHTPOIUPYEMBIX
nBoiHbIX cienbix uccnenopanusx CLARITY u COMMIT.

B uccnenoanun CLARITY yuactBoBan 3491 manmeHT, KOTOpbIE MOCTYMUIM B CTallMOHAp B
TedeHue 12 yacoB mocie pa3BUTHs MH(ApKTAa MHOKapaa ¢ moabeMoMm cermeHta ST u KOoTOpeIM
Obuta ToKa3zaHa TpomOosuTHyeckas Tepanus. [lanueHTsl momydanu kionuaorpen (Harpy3odHas
no3a 300 mr, 3atem 75 mr/cytku, n = 1752) unu mnane6o (n = 1739), o6a B komOunauun ¢ ACK (ot
150 go 325 wMr B KauecTBE HAarpy3O4HOM [03bl, 3aTeM OT 75 1o 162 wmr/cytkn),
(GUOPUHOIUTUYICCKUI TIpenapar W, NpU HEOoOXOAUMOCTH, TenapwH. [larmeHTOB HAOMIOMATU B
teueHne 30 naneit. [lepBHYHON KOHEYHOW TOYKOW SIBJISUIOCH HAIMYME OKKIFO3MM B HH(ApPKT-
CBA3AHHOM KOPOHAPHOM apTepUM Ha aHrMorpaMMe Iepel] BBIIMCKOW, CMEpPTh WM IOBTOPHBIN
MH(pApKT MUOKapAa 0 IPOBEACHHS KOpPOHAapHOW aHruorpaduu. s MmanueHToB, KOTOPHIM HE
MPOBOIUIIACH aHTUOTpadusi, TIEPBUYHOM KOHEYHOW TOYKOW ObLIa CMEpPTh WJIM PEeUHUAUB WH(MApKTa
MHUOKap/ia KO JHIO 8 WM K BBIIHCKE U3 CTAlIMOHApA.

[TatHaauars nporeHTos (15,0 %) nanuenToB B rpymnmne kionugorpena u 21,7 % B rpynne miane6o
JOCTHUIJIM TEPBUYHON KOHEUHOW TOUYKHU, YTO MpeCTaBiIsieT co0oi abcoaoTHOE CHIKeHe Ha 6,7 %
W pa3HUIly CHIWKEHHUs B 36 % B MOJB3Yy KJIOMUAOTpeNa. DTO B OCHOBHOM OOYCIIOBIEHO
YMEHBIIEHUEM OKKIIO3UM B WH(APKT-3aBUCUMBIX KOPOHAPHBIX apTepHsX. DTO MNPEHUMYILECTBO
OCTaBaJIOCh TIOCTOSIHHBIM BO BCEX IMPEIBAPUTEILHO OIPENENICHHBIX MO BO3pPacTy U IOy,
JIOKaMM3alMu MH(ApKTa U TUIY MCIOJIB3yeMOro (GpuOpHHOMUTHKA WIM TelapuHa MOATPYIIax
MAIMEeHTOB.

Uccnenosanne COMMIT ¢ ¢akropasiM  auzaitHom 2X2  Bikmowyano 45 852  marueHTa,
MOCTYIUBIINX B TeUCHHE 24 9acOB ¢ MOMEHTA TIOSIBIICHUS CHMITTOMOB IT0/I03peBaeMoro nHpapkra
MHOKap/ia, 4To MOoATBepxkaAanoch oTkiaoHeHussMu Ha DKI (T.e. mogsemom cermenta ST, CHI>KEHUEM
cermeHTa ST wim Onokamoit neBod HOXkM Tyuka ['wca). TlarmueHTsl moiydaiud KIIOMHAOTPEN
(75 mr/cytku, n = 22 961) win mnane6o (n = 22 891) B xombunanuu ¢ ACK (162 mr/cyrku) B
TedeHue 28 JHEH WM JI0 BBIMUCKU U3 00JIbHUITEI. KOMOMHUPOBAHHBIMU ITEPBUYHBIMU KOHCUHBIMA
TOYKaMH OBUIM CMEpTh IO 000N MPUYMHE U Pa3BUTHE MOBTOPHOTO WH(pApKTa, MHCYIbTA WU
cmepTh. [lomymsus Brmouana 27,8 % sxenmuH, 58,4 % mamueHToB B Bo3pacte 60 jeT u crapiie
(26 % > 70 net) u 54,5 % manMEHTOB, MONyYaBIINX (PUOPUHOIUTHKH.

Knonunorpen 3HauuTeNbHO CHUYKAJI OTHOCUTENBHBIA PUCK CMEPTH MO 1000 npuynHe Ha 7 % U
OTHOCUTEJIHBIA PUCK KOMOHMHALMU TOBTOPHOI'O MH(apKTa, MHCYIbTa WIM cMepTH Ha 9 %, uTo
cocraBisuio abcomoTtHoe cHkeHue Ha 0,5 % u 0,9 % cooTBETCTBEHHO. DTO HPEUMYILECTBO
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OCTaBaJIOCh IOCTOSHHBIM JJISI TPYHII NAllMEHTOB Pa3Horo Bos'&cm;-lrr&a,-hpmﬁaromnx YT He

NMpUHUMAOIINX (GUOPUHOIUTHKH, U HaOII01a1ach yxKe yepe3 24 Jaca.

B anamu3 B moarpynmax uccinepoBanuss CLARITY PCIl 6pum Brmouens! 1863 mammenta c
nHpapkToM MHOKapaa ¢ mogbemoM cermenta ST, neperecmmx YKB. Y manueHToB, momy4aBimx
Harpy3ouHyro no3y kionugorpena 300 mr (n=933), HaOmo0Aan0Ch CTAaTUCTUYECKH 3HAYUMOE
CHIDKEHHE 4YacTOThl CMEpPTH OT OCIOKHEHUH CeplIeYHO-COCYAMCTHIX 3a00JeBaHUM, YaCTOThHI
pasButus uH(papkTa MHOKapAa wuian wuHCyIbTa mocie UKB 1o cpaBHeHHIO ¢ TaIMeHTaMH,
nosy4asimumu mwianedo (N = 930) (3,6 % B rpymme ¢ NpeaIecTBYOIEH Tepaniel KIOmHI0rPeIoM
mo cpaBHeHuio ¢ 6,2 % B rpymme miane6o, OIl: 0,54; 95% JW: 0,35-0,85; p = 0,008).
Y manMeHToB, MOJy4YaBIIMX KIOMUAOTpeNl B Harpy3ounod mo3ze 300 wr, HaOm0gamo0ch
CTATUCTUYECKM 3HAYMMOE CHUKEHUE YaCTOThl CMEPTEJIbHBIX HCXOJIOB OT CEPACHYHO-COCYIUCTHIX
3a00JieBaHUM, YaCTOThI pa3BUTUA MH(ApPKTa MUOKapAa WIM UMHCYabTa B TedeHue 30 aHel mocie
UKB no cpaBHEHUIO ¢ MAalMEHTaMU, MoydaBuMu 1iamnedo (7,5 % B rpyIie ¢ mpeAmecTBYIOMeH
Tepanuel kinonuaorpenaoM no cpasHenuto ¢ 12,0 % npu npumenenun miane6o, OLL: 0,59; 95 %
J: 0,43-0,81; p = 0,001). OqHako 3Ta KOMOMHUPOBAaHHAS KOHEYHAs TOYKA MPU OIICHKE B 0OIIeH
nonymsuun  uccnenoBanuss CLARITY He Obula CTaTHCTHYECKHM 3HAYMMOW B KadecTBe
JOTIOJTHUTEIBHON KOHEYHOM TOUYkH. CTaTUCTUYECKH 3HAUYUMBIX PAa3IU4YMil B 4YaCTOTE DPAa3BUTH
CHJIBHBIX M HE3HAYUTENIbHBIX KPOBOTEUCHUN MEXy TPYyIIaMu JieueHus: He Habmoganocs (2,0 % B
TpyIIIe ¢ MPEIIIEeCTBYIONMEH Tepanueil KIOMUI0TpesioM o cpaBHeHuto ¢ 1,9 % B rpymnme miarnedo,
p >0,99). Pesynbrarhl 3TOr0 HCCIEAOBAaHUS IMOATBEPXKIAIOT paHHEe NMPUMEHEHHE HAarpy304HOI
7036l KJIOMMJOrpesia npu HH(papkre Muokapaa ¢ mnoabemMoMm cermeHta ST u  crpareruto
MpeIBAPUTENILHON Tepanuu KJIOMUAOTPEJIOM Yy MAllMeHTOB, KOTOPHIM IUIAHUPYETCS BBIIOIHEHUE
UKB.

Haepysounaa 0osa xknonudocpena 600 me y nayueHmos ¢ OCMpbiM KOPOHAPHHIM CUHOPOMOM,
nepenecuux YKB

PannommsupoBannoe  dakrtopuanbHoe  uccnepoBanue ~ CURRENT-OASIS-7  Bxuirouano
25 086 uenoBeK C OCTPHIM KOPOHAPHBIM CHHAPOMOM, KOTOPHIM ObUTO mokazaHo panHee UKB.
[TarueHTOB paHIOMHU3UPOBAIH IS MTOJTydyeHus: ABOHHOM 10361 (600 mr B cyTku 1, 3atem 150 mr B
oHU 2—7, 3aTeM 75 MTI €XeJHEBHO) MpoTUB cTaHnapTHOM 103kl (300 mr B cytku 1, 3aTtem 75 mr
©XKeHEBHO) KIomuaorpena u BbicOkoW 103bl (300-325 Mr exeAHEBHO) MPOTUB HU3KOW 03B
(75-100 mr exenneBno) ACK. 24 835 mnanmeHTOB, NMEPEHECHIMX OCTPBIH HMHGAPKT MHOKap/a,
IPOIJIM KOpOHapHYI0 aHruorpaduto, a 17 263 6puta Beinoanena YKB. Cpenu 25 086 nanueHTos,
BKJIFOUEHHBIX B HMCCIIE€JOBAaHUE, YacTOTa CIIy4aeB CMEPTH OT CEpJEUYHO-COCYAUCTHIX 3a00JIeBaHUM,
uH(papKTa MUOKap/la UM UHCYJIbTa ObUIa OJMHAKOBOM (4,2 % MpH UCMOIB30BaHUM KIOMUIOTpEa
600/150/75 mr npotuB 4,4 % npu ucnonb3zoBanuu kinonugorpena 300/75/75 mr, OP: 0,94; 95 %
JA: 0,83-1,06; p=0,30). OOmmupHBIE KPOBOTEUECHHUs 4Yalle BCTPEYATUCh INPU NPUMEHEHHU
kionuaorpena B go3zax 600/150/75 mr (2,5 %) no cpaBuenuto ¢ mosamu 300/75/75 mr (2,0 %),
OP: 1,24; 95 % JAU: 1,05-1,46; p = 0,01. Tem He meHee, cpenu 17 263 manueHTOB, KOTOPHIM ObLIa
npoBenena UKB, nBoitHas [103a KIONUIOTpeNia CHU3WJIA YAacTOTY BO3HUKHOBEHHS SBJICHUU,
BKJIFOYEHHBIX B MIEPBUYHYIO KOHEUHYIO TOUKY 110 CPAaBHEHMIO CO cTaHAapTHOU 1030t (3,9 % npotus
4,5 %, ckoppektupoBanHoe OP = 0,86, 95 % I 0,74-0,99, p = 0,039). 3HaunTensHOEC CHUKCHHE
qucaa ciiydyaeB Tpom0Oo3a creHTa cpeau 17 263 mamumenrtoB, nepeHecunx UKB u momydaBmmx
JBOMHYIO J103y KJIONMUJOTpeNia, 0 CPaBHEHHUIO CO CTaHJApTHHIM jeueHueM (1,6 % nporus 2,3 %,
OP: 0,68; 95 % AU: 0,55-0,85; p=0,001). OOmmMpHBIE KPOBOTEUEHHs Yallleé BCTPEHATUCh HPU
npreMe ABOWHOM 03Bl KJIOMUIOTpea, YeM Ipu npueMe cranaaptHoil no3sl (1,6 % mportus 1,1 %,
OP = 1,41, 95 % AU 1,09-1,83, p = 0,009).

B paHmoMH3MpOBaHHOM TPOCIIEKTHBHOM MEXKIYHApOIHOM MHOTOIICHTPOBOM HCCJIECIOBAaHUN
ARMYDA-6 MI onenuBanu 3¢ ¢GeKTUBHOCTh NMPEIBAPUTENBHON Teparnuu KIOMUIOTPEIOM B 103€
600 Mr 1o cpaBHeHUIO ¢ Kiaonuaorpeaom B 1o3e 300 mr B ycnmoBusax cpouynoro UKB y nmarueHToB ¢
uHpapkTOM MHOKapia ¢ mnoabemMoMm cermenta ST. IlamueHTsl monydanud Harpy304HyIO 03y
kionunorpena 600 mr (n = 103) umu 300 mr (n = 98) no UKB, a 3arem — kjonuaporen B J03€
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kionuaorpen B go3e 600 mr, pasmep uH(}apKTa 3HAYUTEIHHO YMEHBIIWICS 1O CPaBHEHHUIO C
MalUeHTaMH, TOJIy4aBIIMMU Kionuaorpen B go3e 300 mr. B rpynmne Harpysounoi go3st 600 mr
pexe oTMedaics TpoMOonu3uc npu nHpapkTe Muokapaa creneHu Tsokectd < 3 mocine YKB (5,8 %
mo cpaBHeHuto ¢ 16,3 %, p=0,031), mabmrogamoch yiydmeHue QpakIuu BBHIOpOCA JIEBOTO
xenynouka (OPBJDK) mpu Beimucke (52,1 £9,5 % no cpaBuenuto ¢ 48,8 +11,3 %, p = 0,026) u
CHIDKCHHE YaCTOTHl Pa3BUTHS TSDKENBIX HEXKEIATEIbHBIX PEaKIUil CO CTOPOHBI CEPJCYHO-
cocyauctoil cucremsl B Teuenue 30 aueit (5,8 % mno cpasuenuro ¢ 15 %, p = 0,049). Yeenuuenus
9aCcTOTHI PA3BUTHUS KPOBOTECUCHHI MITU OCJIOKHEHHUI B MECTE MPOKOJIa (JIOTOTHUTEIbHBIC KOHEYHBIE
Touku Ha 30-i neHb) He HAOJI01aI0Ch.

Uccnenoanue ¢ perpocnektuBHbIM aHann3oM HORIZONS-AMI npoBoauioch ¢ 1eIbi0 OLIEHKH
TOro, obecreynBaeT JIM Harpy3ouHas no3a kionuaporena 600 mr Gosee ObICTpoe M 3HAUYMMOE
WHTHOWPOBAaHKUE aKTUBAIIMKA TPOMOOIUTOB. B X0/e aHanmm3a M3ydanu BIUSHHE HATPY304YHOU J03BI
600 mr mo cpaBHeHUIO ¢ Harpy304Hoil no30u 300 mr Ha 30-IHEBHBIE KIMHUYECKUE HCXOJIbBI Y
3311 manueHToB M3 OCHOBHOTO ucciemoBanus (n = 1153; rpynma narpy3ouHoid no3et 300 wr;
= 2158; rpynma Harpy3ouHoi m03b1 600 Mr) g0 Karerepusamuu cepiia ¢ IMOCICIYIOUUM
pPUMEHEHHEM Tpernapara B 03¢ 75 MI/CyTKH B T€UCHHE > 6 MECAIEB NOCIE BBIMUCKH. Pe3ynbTaTsl
MOKAa3ady 3HAYUTENbHO OoJiee HHU3KYI0 CKOPPEKTUPOBAHHYIO YacTOTy CMEpPTENbHBIX HCXOJ0B
(1,9 % mnporus 3,1 %, p = 0,03), noropubix uHpapkro (1,3 % mnporus 2,3 %, p = 0,02) u
OTIpeICNICHHBIX WU BEpOSATHBIX TpomOo30B creHta (1,7 % mpotusB 2,8 %, p = 0,04) B TeueHue
30 nueil B rpymme Harpy3o4dHou mo3el 600 Mr 0Oe3 yBeIMYEHHUsS YacTOThl KpoBoTeueHHWil. [Ipm
MHOTOBapUAaHTHOM aHaJlIW3€ NPUMEHEHHE KIOMHAOTpena B Harpy3ouHoil goze 600 mr Obuia
HE3aBHCUMBIM MPEAUKTOPOM 00Jiee HM3KOM YacTOThl OCHOBHBIX HEXKEJATENbHbIX peakUuuil co
ctoponsl cepaua (OP: 0,72 [95 % AU: 0,53-0,98], p = 0,04). YactoTa OOMIUPHBIX KPOBOTECUEHUN
(ne cBszanubix ¢ UKB) cocraBmna 6,1 % B rpynne Harpy3zouHoit 10361 600 mr u 9,4 % B rpymne
Harpy3ounoit 03sl 300 mr (p = 0,0005). Yactora manbsix kpoBoTeueHuil coctaBmia 11,3 % B
rpymie Harpy3o4Hoit 10361 600 mr u 13,8 % B rpymnme Harpy3ounoit 10361 300 mr (p = 0,03).

Hccneoosanuss no oOoneocpounoi (12 mecsayes) mepanuu Kionuoocpeiom y NAYUEHMOS,
nepenecwuux ungpapkm muoxapoa nocie YKB

PannomusupoBaHHoe /BOiHOE ciienoe Iuianedo-KoHTpoiaupyemoe uccienosanue CREDO 6sbino
nposeneHo B CIIA u Kanane st oueHkM mpeumylnecTB JuiuTenbHoro (12 mecsues) neueHus
kionuaorpenom nocie YKB. 2116 naumenToB ObliM paHnoMu3upoBaHbl Juist npuema 300 wmr
kionuaorpena (n = 1053) wim miane6o (n = 1063) 3a 3—24 ygaca no YKB. Bce manueHTs Takxke
nosnydyanu ACK B nmoze 325 wmr. Ilocie 3Toro Bce ManMeHTHl MOJIydaldd KIIOMUIOIPEN B J103€
75 mr/cytku g0 28-ro nHsa B oOeux rpynnax. C 29-ro ans mo 12-if Mecsll malMeHThl B rpymnme
KJIONIUAOIpeia Mojydyaan KIOMUIOTpeN B J103€ 75 MI/CYTKH, a B KOHTPOJBHOM TpyIie Moaydanu
mnane6o. O6e rpynmnsl nonydanun ACK Ha mpoTsikeHun Bcero uccnenoBanus (8§1-325 mr/cyTtkn).
UYepes 1 roxg B rpymnme NpUMEHEHHs KIOMMIOTpeNa HaOIOAANOCh CTATUCTHUECKH 3HAUYUMOE
CHIDKEHHE KOMOMHMpPOBAHHOI'O PHCKAa CMEpPTH, pa3BUTHUs HH(}apKkTa MHUOKapJaa WIH HHCYJIbTa
(oTHOCHTENBHOE CHUXEHHUE Ha 26,9 %, 95 % JIU: 3,9-44,4 %; p = 0,02; abconroTHOE CHIKEHHE Ha
3 %) 1o cpaBHEHHWIO ¢ TPynmod Iiane0o. 3HAYMMOTO YBEIUYCHHSI YaCTOTHI PAa3BUTHS TSKEITBIX
kpoBoTeueHui (8,8 % B rpymme NpuUMeHEHUs KJIOMUAOIpesia Mo cpaBHEHHIO ¢ 6,7 % B rpymme
mwiane6o, p = 0,07) win He3HauuTenbHOro KpoBoTeueHus (5,3 % B rpynmne HOpPUMEHEHHUS
KJIONUAOrpelia Mo cpaBHeHHIO ¢ 5,6 % B rpynmne mane6o, p = 0,84) He Habmoganock. OCHOBHOU
BBIBOJI 3TOT'O HCCIIEZIOBAHMSI 3aKJIIOYAETCS B TOM, YTO IMPOJOJKEHHE JEUEHUs KJIOMUIOTPEIoM U
ACK B TeueHue no MeHblIel Mepe | rojga NpUBOAMUT K CTATUCTUYECKU M KIMHUYECKU 3HAUUMOMY
CHIDKEHHUIO YaCTOThI Pa3BUTHUS CEPbE3HBIX TPOMOOTHUECKUX OCIOKHEHHI.

ITpocniekTuBHOE OTKpBITOE paHaomusupoBaHHoe uccienoBanne EXCELLENT (n = 1443) Gwuio
MPOBEACHO [IJIsi OIEHKU A(PPEKTUBHOCTH O-MECSYHON IBOMHOW AHTHUTPOMOOIIMTAPHON Teparmuu
(IAT) no cpaBHenuto ¢ 12-mecsiunoir JIAT mocne MMIIAHTAlMM CTEHTOB C JIEKAPCTBEHHBIM
nokpsiTueM. He HaOnr0Aam0Ch CymecTBeHHOW pa3HUIIbl B pa3BUTUH HECOCTOSTEIBLHOCTHU 1I€JIEBOTO
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cocyna (coueramme cepredHoil cMeptH, mH(bapKkTa Muokapid ri | peba

&?nfnnliaﬁﬁn TR 002

cocyna), Kotopasi ObUla MEPBHYHONM KOHEYHOM TOYKOW MEXIYy O6-MECSYHBIMH U 12-MEeCTYHBIMH
rpynnamu JIAT. Kpome Toro, uccieoBanue He IoKa3ano 3HAYMMOW pa3sHULbl B KOHEYHON TOYKE
Oe3omacHOCTH (coueTaHue CcMepTH, HH(]apKTa MHUOKapAa, WHCYIbTa, TpPOMOO3a CTEHTa WU
OOJIBIIIOTO KPOBOTEYEHHUsI) MEXIy O-mecsyHbiMH W 12-mecsiunbiMu Tpynnamu JIAT. Takum
oOpa3zoM, ObuTO ToOKa3zaHo, yTo 6-mecsyHas JIAT He ycrymanma 12-mecsunoit JIAT mo pucky
Pa3BUTHS HECOCTOSTEILHOCTH LIEJIEBON apTEpUH.

Jlesckananus HHruOuTopoB perernropos P2Y 12 B Tepamuu 0ocTpOro KOpOHapHOro CHHIPOMa

Ilepexon ¢ Tepanuu MOIIHBIM MHTHOMTOPOM peuenTopoB P2Y12 Ha neyeHue KIONUIOTPEIOM B
couetannu ¢ ACK mocie 3aBepiieHust octpoit ¢aszbl ocTporo uHpapkTa MuoKap/a u3ydasics B ABYX
pPaHJIOMU3HPOBAHHBIX WHUIIMHPOBAHHBIX HCCIeqoBaTeNeM KinHu4deckux uccrnenoanusx (TOPIC

u TROPICAL-ACS).

B pannoMu3upOBaHHOM OTKpPHITOM KinHHYeckoM uccienoBanuu [ OPIC mpunumanu yuactue
HAIMEHThl, IEpPEeHecIIne OCTPbIi HHGApKT MHOKapla, KOTOPHIM BBIOJIHAIOCH YPECKOKHOE
kopoHapaoe BMmemarenbcTBO (UKB). Ilamuents:, monydaBmue ACK u onuH u3 0ojiee MOIIHBIX
MHTUOUTOPOB perenTopoB P2Y 1o, y KOTOPBIX HE pa3BUINCh HEOIArONpPUATHBIE COOBITUS B TEUEHUE
OHOTO MecsIa, Wik ObUTM TepeBeleHbl Ha Tepanuio (ukcupoBaHHON KomOuHaimend ACK wu
KJIonuaorpena (aesckananus IBOHHOM aHTuTpomOouutapHoil Tepanuu (IAT)) uiam npomosKuiu
IIPUHUMATh paHee Ha3HaYeHHbIe npenaparsl (HeusmeHHast JJAT).

CoObITHsI, BKIIOYCHHbIE B KOMOWHHPOBAHHYKO TICPBUYHYI) KOHEYHYIO TOUYKY (CMEpPTh OT
OCJIO)KHEHUH cepliedHO-cocynucThIx 3a0oneBannil (CC3), MHCYNbT, SKCTPEHHAs! PEBACKYIIIpU3ALIIS
M KpOBOTeYCHHMs Tuma 2 wik Oonee Tsokenble KpoBoTeueHws 1o mkaire BARC
(MccnenoBarenbCKoro akaJeMUYECKOr0 KOHCOpPIIMYMa MO KPOBOTEUEHHUSM)), yepe3 1 roa mocie
MEPEHECEHHOr0 OCTPOro MH(apKTa MHOKapja ObLIM 3aperucTpupoBaHbl y 43 u3 322 mainueHToB
(13,4 %) B rpynme aesckananuu JAT u 85 manuentos u3 323 (26,3 %) B rpymnie Heusmennou AT
(p<0,01).

CraTHCTUYECKH 3HAYMMOE Pa3Inyie B OCHOBHOM OOYCIIOBIIEHO COKpPAIICHUEM KOJIMYECTBA CIyyacB
KpOBOTEUYEHHsI, B TOM YHCJIe KpOBOTeUeHHUI, koTopble o mkaine BARC Gonee unu paBusi 2 (4 % B
rpynne aesckamamuu u 14,9 % B rpynmne, nonydasmed HeusmeHHyro J[AT), mpu »ToM He
Ha0JII0Aa7I0Ch CYIIECTBEHHBIX PA3JIMYMN B 4aCTOTE UIIEMUYECKUX ocioxHeHui (p = 0,36).

B pannomusumpoBanHOe OTKpbiToe KiaumHHYeckoe wuccienoBanne 1 ROPICAL-ACS 6pum
BKJIFOYEeHbI 2610 manueHToB ¢ OCTphIM MH(APKTOM MHOKapia, MOATBEP>KACHHBIM aHAIM30M Ha
ouomapkepsl, nocie nposeaeHus UKB. Ilanmentsl ObuM paHAOMU3MpPOBAHBI B TPYIIBI JUIS
nonydyeHus mnpacyrpena (qau 0-14) wim mnpacyrpena (auu 0-7), a 3areM KJIoNUjorpena
(nuu 8—14) B xomOunanuu ¢ ACK.

Ha 14-i1 nenp Oblna mpoBefieHa OLEHKA (YHKUIMU TPOMOOLUTOB. [lalimeHThl U3 MepBOM TpyIIbl
Tepanuu TOJIKO IPACyTPEsIoM MPOA0JIKAIN IPUHUMATD Npacyrpen B TeueHue 11,5 mecsua.

VY nanuMeHToB M3 TPYNIBl 3aMEHbl TEpamuu ObUT BBHIMOJHEH aHATU3 Ha BBICOKYIO PEaKTUBHOCTb
tpombouutoB (BPT). Ilamuentst ¢ BPT >46 eaunun ObuiM CHOBa INEPEBEAECHBI HA TEPAIUIO
IIpacyrpeinoM, KoTopyro noaydanu B TeueHue 11,5 mecsuma. Ilamuentsr ¢ BPT <46 eaunun
MPOJOJKUIIN JIEYEHHE KJIOMUAOorpeaoM B no3e 75 mr/cytku B Tedenue 11,5 wmecsma. Taxum
oOpa3oM, B TpyIIe YIPaBIIEMON 3aMEHbI Tepaluy MalHeHThl Mmoidydanu win npacyrpen (40 %)
win  kimonugorpen (60 %). Bce manmumentst monyudanun ACK, mnocienyromiee HaOIr0neHHE
IIPOJOJKAIIOCH B TEYEHHE OJHOIO TOfa.

[lepBuuHas KOHEYHas TOYKAa BKJIOYanda KOMOMHALIMIO CEpJEYHO-COCYAMCTON cMepTH, MH(]apKTa
MHOKap/a, MHCYJIbTa U KPOBOTEUEHHsI TUIIA 2 WK OoJiee TsKenble KpoBoTeueHus no mkaie BARC.
HccnenoBanue MpoaeMOHCTPUPOBAIO OTCYTCTBUE PpaziIUUMil MeXIy TpylnrnamM IO IMEepBUYHON
KOHEYHOW TOYKe MO Kpureputo non inferiority. Ympapnsemas 3aMeHa Tepanuu He TNpHBena K
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o OCOEOOBATENRHM SRy
MOBBILICHUIO PUCKA PA3BUTHS UILIEMUYECKUX OCIIOKHEHUI (2,5”’/0' B ;]p'y;me'ﬁeacka?nauﬁn 352 %

KOHTPOJIBHOM TPYIITIE), a TAKKE YaCTOThI KpOBOTeUeHUH THMa 2 uiu 6osee no mkaie BARC.

Jlsounasa aumumpomboyumapuas mepanus ([IAT) npu ocmpom manom MU wnu THA cpednezo unu
8bICOK0O20 DUCKA

Onenka JIAT B komOuHammu ¢ kinomuaorpesioM u ACK ¢ mensio npouiakTUKH HHCYIIBTa TIOCTe
octporo Maimoro MW wmmum THUA cpeaHero wiM BBICOKOIO pHUCKa MPOBOAMIACHE B XOJI€ JIBYX
pannomusupoBanubix uccienaoBanuii: CHANCE u POINT — ¢ momydenuem AaHHBIX 1O MCXOJaM
JUTSI KITMHUYECKOHN 0e30macHOCTH U 9()PEKTUBHOCTH.

Uccnenoanne CHANCE (npumenenue xnionudoepena y nayuenmos ¢ 8blcOKUM PUCKOM PA3BUMUSL
OCMPBIX HAPYULEHULL MO3208020 KPOBOOOpaujeHus 6e3 UH8aIuou3ayui)

B sTOM paHIOMH3MpPOBAaHHOM JBOHHOM CIIENIOM MYJBTUIEHTPOBOM IUIANE00-KOHTPOIUPYEMOM
KIIMHAYECKOM HcclieioBaHnK NpuHsuM ydactue 5170 manuentoB u3 Kutas ¢ octpoit TUA (omenka
ABCD2 > 4) umu octpeiM ManbiM uHCYAbTOM (NIHSS < 3). [lamuentsr B obeux rpymmax B 1-i
nenb nonyunsu 103y ACK B OTKpBITOM pexume (BeJIHMYKHA J03bl BAPbUPOBAJIACh B IMANA30HE OT
75 no 300 mr, o3y ycTaHaBiMBaJl Jieyalluid Bpad). IlanMeHThbl, paHIOMU3UPOBAHHBIE B TPYIIITY
npuMmeHenus kinonugorpena u ACK, nomyunnu Harpysounyro 103y 300 mr B 1-i geHs, nocie 4ero
MoJTyJaJId  KJIOMHUAOTpeNl B 03¢ 75 mr 1 pa3 B cyTku B mepuoj co 2-ro aHs mo 90-ii neHb
BmrounTenbHO U1 ACK B mo3e 75 mr 1 pa3 B cyTku B mepuoj co 2-ro aHA no 21-il geHs
BKJItOUnTENbHO. [lanmenTtsl, panpomusupoBaHHble B rpymnny npumeHeHuss ACK, mnosmydanu
mIane00-BepcrIo KIIonuaorpena B nepuoj ¢ 1-ro aus no 90-i nenp BrmrounTenbHo 1 ACK B 103e
75 mr 1 pa3 B CyTKH B iepuoji co 2-ro JHs 110 90-i 1eHb BKIIIOUUTENBHO.

[lepBuuHOI KOHEUHOU TOYKOM 3(h(HEKTUBHOCTH SIBIISIICS HOBBIM Cy4ail MHCYNIbTa (MIIEMHYECKOTO
WM TeMopparuyeckoro) B nepsbie 90 queit nocie ocrporo manoro MU win TUA Bbicokoro pucka.
Takue cnayuam ObLIM 3apeructpupoBanbl y 212 manuentoB (8,2 %) B Tpymnne HpUMEHEHUs
xionunorpena 1 ACK no cpaBuenuto ¢ 303 nauuenramu (11,7 %) B rpynne npumenenus ACK.
Cnyyan U1 nabmonanuce y 204 mauuentos (7,9 %) B rpynne npumenenus kionugorpena u ACK
no cpaBHeHuto ¢ 295 maumentamu (11,4 %) B rpynne npumenenuss ACK. I'emopparuueckuii
UHCYJBT CIAYYMiICs y 8 MarMeHTOB B Kaxaoi w3 nByx rpymm ucciaepoBanus (0,3 % B kaxmoii

rpymme).

CpenHeTrspkenoe WM TsDKEIOoe KpPOBOM3IMAHUE HaOmroganock y 7 manuentoB (0,3 %) B rpymme
npumeHenns kinonuaorpena 1 ACK u y 8 manuentos (0,3 %) B rpynmne npumenenust ACK. Yacrora
pa3BUTHA KpoBOTe4YeHMH cocraBuia 2,3 % B rpymmne npuMmeHeHus kinonuporpena n ACK mo
cpaBHeHuo ¢ 1,6 % B rpynmne npumenenus ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayuenmos ¢ Hosvimu caydaamu THA
UIU MAT020 ULUEMUYECKO20 UHCYIbING,)

B sTOoM paHIOMM3MpPOBAaHHOM JBOHHOM CIIENOM MYJBTULEHTPOBOM IUIALE00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HMCCIIEZIOBAaHUM MPUHSUIN ydacTue 4881 manueHToB U3 pas3HbIX cTpaH ¢ octpoil TUA
(ouenka ABCD2 >4) unu octpeiM ManbiM uHCyabToM (NIHSS <3). Bce mnammentsl B obenx
rpynnax noxydanu 103y ACK B oTkpeiToM pexxnmMe B iepuof ¢ 1-ro aus no 90-i 1eHp (BeaudnHa
703bl BapbupoBasiach B jauamnaszoHe ot 50 no 325 wr, 103y ycTaHaBiIuBal Jedyalldid Bpad).
[TarueHTHl, paHIOMHU3UPOBAHHBIE B TPYIIY MPUMEHEHUS KIOMUIOTpesia, MOJyYHId Harpy30uHYIO
no3y knonugorpena 600 mr B 1-i1 neHp, ociie 4ero nojaydyain KIONUaorpen B 1o3e 75 mr 1 pa3 B
CYyTKH B Ilepuoj co 2-ro aHA 1o 90-i AeHb BKIFOUMTENBHO. [laliMeHThl, paHAOMHU3UPOBAHHBIE B
rpyIIy NIpUMEHEHus I1anedo, NoayJany mianedo-BepcHio KIOMUAorpena B nepuos ¢ 1-ro qHs no
90-if IeHb BKITIOYHUTEIBHO.

[lepBryHOI KOHEYHOH TOUKOH 3(p(PEeKTUBHOCTH SABNIATACH KOMOMHAIMS MACCHUBHBIX HUIIEMUYECKHX
ocnoxkHenut (MU, wHpapKkT MHUOKapjaa WM JIETATHHBIA HMCXOA B Pe3yJibTaTe HIIEMHUYECKOTO
COCYIUCTOT0 ociokHeHus1) k 90-my auro. Takue ciydau ObuIM 3aperucTpupoBanbl y 121 nmaruenra
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(5,0 %) B rpymme npumenenus knorumaorpena u ACK_mo cpaﬁgeﬂl;llg;c‘jilfié"flafrﬂéi{féMH—(G,S ‘%)’ b

rpynme npumeHeHus Toyibko ACK. U, sBrsromumiicss BTOpUYHON KOHEYHON TOUYKOU, HAOJIIOMaIICs
y 112 nanuentos (4,6 %), nonyuyaBmmx kinonugorpen 1 ACK, no cpaBHenuto co 155 nauuenramu,
nonydaBmumMu ACK (6,3 %). boinbliioe KpoBoTeueHUe, ABISIONICECS MEPBUYHON KOHEYHON TOUKON
OLIEHKH 0e30MacHOCTH, CIydmnoch y 23 u3 2432 namuentos (0,9 %), moay4aBmux KIOMUAOTPEN U
ACK, u y 10 u3 2449 nauuenrtos, nonydamux ACK (0,4 %). He3nauutenbHoe KpOBOM3IHSIHHE
ciyumwinochk 'y 40 nmanuentoB (1,6 %), monyuaBmux knonugorpen u ACK, u y 13 manueHros,
nonyyasmux ACK (0,5 %).

Ananuz nepuooa oeticmsusi npenapamos 6 pamxax uccireooganuii CHANCE u POINT

He Op110 mpeumytiecTBa B ToM, 4To0bI ipoosnkath JJAT Gonee 21 nus. Kimmandeckas mosis3a oT
nponomkenust JIAT Oonee 3 Hemenb mpoaeMOHCTpupoBaHa He Oblia. llenmpro pacnpenencHus
MAaCCHUBHBIX MIIEMUYECKHX OCJIOKHEHUH M CIyyaeB MAaCCHUBHOTO KPOBOMBIUSHUS IO Tpylnam
JICYCHUsT B TEPHOJC ACUCTBHS TpernaparoB ObUT aHAIW3 BIMSHUS KPATKOCPOUHOTO MEpHoaa
nevicteus JJAT.

Qubpuniayus npedcepouti

UccnenoBanus ACTIVE-W u ACTIVE-A, otnenbubie uccienoBanus B nporpamme ACTIVE,
BKJIFOYAJIM TIAITUCHTOB C (GUOpMIUISAIMEH TPEICepauii, y KOTOPBHIX UMENCS XOTs Obl OUH (aKTop
pUCKa COCYIUCTBIX OCHOXHEeHH. Ha ocHOBaHMM KpUTEpHEB BKIIOUEHHUS Bpayu OTOHpaIH
nanueHToB s uccnenaosanusd ACTIVE-W, nipu ycnoBuu toro, uyto um noaxonauia tepanus ABK
(takum kak Bapdapun). B uccnenoBanne ACTIVE-A Bxirouanuch manueHTbl, HE IMOJYy4aBIIUE
tepanuto ABK, Tak kak OHUM HE MOTJIM WJIM HE XOTEJIU MPUHUMATD 3TU MPEnaparhl.

B xone uccnenoBanuss ACTIVE-W 06bi10 ycTaHOBJIEHO, YTO aHTHKoaryiasHTHas Tepanus ABK
s dekTuBHEE, YeM JeueHne kKomOnHanuen kinormuaorpena u ACK.

ACTIVE-A (n = 7554) — 3T0 MHOTOLIEHTPOBOE PaHIOMH3UPOBAHHOE IBOWMHOE ClIenoe Iuarebo-
KOHTPOJMPYEMOE HCCIICJIOBAaHKE, B XOJI¢ KOTOPOro OBUIO IPOBEACHO CpPaBHEHHE TepaIuu
KoMOMHanmel xionuaorpena B go3e 75 wmr/cytku + ACK (n = 3772) u xomOuHanuein
mwiane60+ACK (n=3782). Pexomenmyemas no3a ACK cocraBmsima ot 75 MI/CyTKH 10
100 mr/cytku. Jleuenne mpoAomKanoch B T€YEHHUE MEPHOA 10 S5 JIeT.

Y nanueHToB, paHaomuszupoBaHHbIX B mporpammy ACTIVE, Obima amarHoctupoBaHa
noJATBEepXkAeHHas GuOpMIIALMS npeacepanit (0o moctostHHAs GUOPUILIALUS Mpecepanii, Tubo
KaK MUHUMYM 2 31H130/1a IEPUOINUECKON GUOPHIIAIIUN TIPEeICepAi 3a MOociaeHIe 6 MECAIIEeB), U
UMeJICSl KaK MMHUMYM OJIMH U3 CIeIyIoIuX (akTOpoB pHCKa: BO3pacT > 75 JIeT WU BO3PACT OT
S5 sier o 74 ner mpu HaJWYMM B aHaMHE3€ CaxapHOro auadera, TpeOyIOIIero JeKapCTBEHHOM
Tepanuy, JUOO0 JOKYMEHTAJIbHO TIOATBEPKACHHOTO IEPEHECEHHOT0 HH(apKTa MHOKapaa WIn
MOATBEPK/IEHHON  MIeMudecko Ooyie3HM cepilla; JIeYeHHWE CHUCTEMHOM THIEepTEH3UU;
nepeHeceHHbld MHCYnbT, TUMA wunm cucremHas smOomnusi, He cBsizaHHas ¢ LUTHC; mucdynkims
neBoro xenynouka ¢ ®BJIDK menee 45 %; nnm noareepk/ieHHOE 3a00jeBaHUE NEpUPepuIecKux
cocynoB. CpenHsisi olleHKa Mo mikane oueHku pucka uHcynsta CHADS?2 cocrasnsna 2,0 6anna
(mnamazon 0-6).

OCHOBHBIMU KPUTEPHSIMH HEBKIIIOUEHUS TMAllMEHTOB OBUIM MOJITBEPKIEHHAs s3BEHHas OONE3Hb B
TEUCHHE TMPEABIAYIINX 6 MECSIEB; MEePECHECCHHOE BHYTPHUMO3TOBOE KPOBOM3JIMSHUE; 3HAUYMMAs
TPOMOOIUTONEHHS (KOJTHMYECTBO TPOMOOLIUTOB MeHee 50 X 109/J'I); MOTPEOHOCTh B KJIOMUAOTpETe
WJIH TIePOPATBHBIX aHTUKOATYJISTHTAX, U HEIIEPEHOCUMOCTH JIF000T0 U3 JIBYX COCTMHEHUH.

73 % mnanueHToB, BKIOueHHbIX B uccienoBanue ACTIVE-A, ne mornu npunumats ABK mo
3aKJIIOUYEHHUIO0 Bpaya, B CBSI3U C HECIIOCOOHOCTHIO COOMIOaTh HA3HAYEHHBIH PEKUM MOHUTOPUHIA
MHO, npenpacnoyio)keHHOCThIO K MaJeHUSAM WM PUCKOM TPaBMbI I'OJIOBBI WM CHEHU(PUIECKUM
PUCKOM DPa3BUTHSI KpOBOTEUEHHUs]; B 26 % ciyyaeB pelleHHe Bpaya OCHOBBIBAJIOCH HAa HEKEIaHHUH
nauuenta npuaumatb ABK.
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[onynauus namuenToB Briatouana 41,8 % xeHIIuH. CDC,Z[HI/IlI{l 3031;|a:c‘1-'L 'CO'CTaB'I/IHI:7 I"OI[, 41 Ié"%

ManueHToB ObLHM > 75 set. B obmielt cnoxkHocTr 23,0 % ManueHTOB NOJyJald aHTHAPUTMHYECKHUE
npemnapartsl, 52,1 % — Geta-agpenobmokaropsl, 54,6 % — uaruduropsr AIID u 25,4 % — craTuHbL.

KonuuecTBo MmalnueHToB, AOCTUTLIIMX OCHOBHOW KOHEYHOM TOYKM (BpeMsl /10 BO3HHUKHOBEHUS
MEePBOr0 MHCYIIbTA, HH(PAPKTA MUOKap/a, CUCTeMHON dMOomun 3a npenenamu [{HC wmm cmepths oT
cocyaucToro 3aboneBanusi) coctaBuio 832 (22,1 %) B rpymnme, nonyuasineil knonunorpen+ACK, u
924 (24,4) B rpynne miane60+ACK (camkenue OP wa 11,1 %; 95 % JU ot 2,4 % mo 19,1 %;
p = 0,013), B mepByro o4epeap 3a CUET 3HAYUTEIBHOTO CHMD)KCHHS YacTOTHI MHCYJIHTOB. MHCYIBT
nepenecnu 296 (7,8 %) mamuentos, nonyyasiux kinonugorpena + ACK, u 408 (10,8 %) naiueHTos,
nonydyaBmux 1miane6o+ACK (camxenne OP na 284 %; 95% JW ot 16,8 % nmo 38,3 %;
p = 0,00001).

CTH

B uccnenoanun PICOLO ¢ moxn6opoM 10361, B KOTOPOM y4acTBOBAIM 86 HOBOPOXKJICHHBIX WU
MJaJIeHIIeB B Bo3pacTte 10 24 MecsleB C PUCKOM Tpom003a, 3(PPEeKTUBHOCTH KIOMHIOTpENa
OILICHUBAJIACh TIPH BBEACHHUH TocienoBaTeNbHbIX 103 0,01 mr/kr maccel Tena, 0,1 Mr/kr maccel Tena
u 0,2 Mr/Kr Maccel Tela HOBOPOXIEGHHBIM W wmiazeHmam u 0,15 Mr/kr macchl Tena TOJBKO
HOBOpPOXIeHHBIM. Jlo3a 0,2 MI/Kr Macchl Telna TMO3BOJWIA JIOCTHYh CPEIHErO IPOICHTA
unrubupoBanus 49,3 % (5 MM AJI®D-uHAyIMPOBAaHHON arperaiyd TPOMOOIUMTOB), YTO OBLIO
COITIOCTaBUMO C TAKOBBIM y B3POCIIBIX, TPUHAMABIINX KJIOMUAOTPEN B 103€ 75 MI/CYTKH.

B pangoMu3upoBaHHOM JBOIHOM clierioM HccienoBanuu B mapaienbHbix rpynnax CLARINET
906 nerell (HOBOPOXKJIEHHBIX M MIIAJICHLEB) C LMAHOTUYECKUM BPOXKICHHBIM IOPOKOM CEpALa,
KYIMPOBAHHBIM C IIOMOIIbIO CHCTEMHOIO UIYHTHPOBAaHUS B JICTOUHYIO apTepuio, ObuIn
PaHIOMU3UPOBAHBI [UIA TONydeHHs kiomuaorpena B go3e 0,2 Mr/kr (n = 467) wmm miane6o
(n = 439) BMmecte c comyrcTByMOLIeHl O0a3ucHOW Tepamuedl B MepUOA 10 BTOPOro A3Tama
XUpypruyeckoro BMematenbcTBa. CpenHee BpeMsl MEXIy NaVIMATUBHBIM LIYHTUPOBAHHUEM U
IIEPBBIM  BBEJCHHMEM MCCIEIYyeMOro JIEKapCTBEHHOTO Ipemnapara cocrtaBuwio 20  JgHEw.
[Tpubmusurensro 88 % mnamuentoB nonydanmu ogHoBpeMeHHO ACK (B mo3ax 1-23 mr/kr/cyTkm).
Mexay rpynnaMu JiedeHuss He HaOlII0anoch CTATUCTHUYECKH 3HAYMMBIX PA3IMuYUil 110 OCHOBHOM
KOMOMHHPOBAaHHOW KOHEYHOM TOYKE, BKIIIOUABLIEH CMEpTENbHBIN HCXO0J, TPOMOO3 IIyHTAa WU
XMpPYpPru4eckoe BMEIIATEeNbCTBO, CBA3aHHOE ¢ 3a00JeBaHMEM Cep/la, 0 JOCTHXKEHHs BO3pacTta
120 nue#t mocne coOBITHS, CYUTAIONIETOCS TpoMOoTHYeCKUM ocioxHeHueM (89 (19,1 %) B rpymnme
npuMeHeHus kionugorpena u 90 (20,5 %) B rpymnme npumeHeHus Iuiane6o). B rpymmax
NPUMEHEHUs KIONUAorpena W Iulanedo caMOM YacToM HeXenaTreabHOW peakuueil Obuio
KPOBOTEUEHHE; OJHAKO MEXAY STUMM TpynnamMu He HaOJroAajoch CYIIECTBEHHBIX pa3iIMyMid B
yacToTe KpoBoTeueHuil. I[Ipu JOArOCpOYHOM MOCHENYIOIMIEM MOHMTOPUHIe O€30MacHOCTU
26 ManueHToB ¢ HAJIO0XEHHBIM ILIYHTOM B BO3pacTe OJHOIO roja MOJydald KIOMUAOIpes J0
noctuxkeHust 18-mecsiuHoro Bo3pacta. B Xxoxe mepuona JoarocpoyHoro HaOMIOAEHMST HOBBIX
po6JeM 1Mo 6e30MacHOCTH BBISIBICHO HE ObLIO.

UccnenoBanuss CLARINET u PICOLO mnpoBoaunuch € HCHOJIb30BAaHUEM BOCCTaHOBJIEHHOI'O
pacTBopa Kionujorpenra. B uccinenoBaHMM OTHOCHUTENBHONM OHOJOCTYHHOCTH Yy B3POCIHBIX
IIaIMUECHTOB BOCCTAHOBJICHHBIA pacTBOp KIIOHUAOrpeia moxkasajla aHAJIOTHYHYHO CTCIICHb U HCEMHOTI'O
6oJiee BBICOKYIO CKOPOCTh BCACHIBaHHS OCHOBHOI'O ITUPKYJIHPYIOUIETO (HEAaKTMBHOI0) MeTabosuTa
110 CPaBHEHUIO C 3aPETUCTPUPOBAHHON TAOJIETKOM.

5.2. dapMakOKHHeTHYeCKHe CBOHCTBa

AOGcopOrtus

HpI/I OOTHOKPATHOM H ITOBTOPHOM IIPUCME BHYTPL B 103€ 75 Mr B CYTKHU KIIOMMUAOTIPEII 6BICTp0
BCaChIBACTCA.
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ot 21.10.2025 Ne 26408

. CTE 0002
Cpennee 3HaueHre MakcuMaiabHON KoHLUEHTpauuu (Cpax) HGHQJIGHE’HHO—'ILU ﬁJIOlTI/I,Z[EI‘peJl'a B 1I1a3ve

KpoBHU (MIPUOIM3UTENBHO 2,2—2,5 HI/MJT TIOCJIE TIpUeMa BHYTPh Pa30BOM J03bI 75 MT) JOCTHTAETCS
npuOIM3UTENBHO Yepe3 45 MUH mocie npueMa mnpemnapara. [1o JaHHBIM 3KCKpeun MeTa0O0IUTOB
KJIOMIUOTPElIa Yepe3 MOYKH ero abcopOuus coctapisieT npubiamsurensao 50 %.

Pacopenenenne

In vitro xjomumorpen M €ro OCHOBHOM HHPKYJIMPYIOIIUA B KPOBH HEAKTHBHBIA METaOOIHT
o0paTuMo CBSI3BIBAIOTCA ¢ OenKamMu Tuta3mbl KpoBU (Ha 98 % u 94 % COOTBETCTBEHHO), W aHHAs
CBSI3b SIBIIACTCS HEHACHIIIIAEMOM 10 KoHIeHTparuu 100 mr/mot.

Buorpancdhopmarus

Kionumorpesl MHTEHCHBHO METAa0ONM3UPYyeTCs B IedeHd. In Vitro u in VIVO kiomumorpent
MeTabOoMH3UPYETCsl ABYMsI MyTSIMU: TIEPBBIA OCYIIECTBISICTCS ¢ TIOMOIIBIO ACTepa3 U MPHUBOIUT K
TUAPONU3Y KIonuaorpena ¢ o0pa3oBaHMEM HEAKTHMBHOIO MPOU3BOJHOTO KapOOKCHIIBHOM KHCIIOTHI
(85% oT UMPKYIUPYIOIIUX META0OJUTOB); BTOPOW IMyTh OCYHICCTBISCTCS C IOMOIIBIO
n3odepmeHToB muToxpoma P450.

[TepBoHAYaIbHO ~KIIOMHIOTPEN META0OIU3HPYETCS JI0 2-OKCO-KJIOMUAOTPEa, SIBISIFOIICTOCS
MPOMEXYTOUHBIM MeTabonuToM. [locnemyronuii MmerabonusM 2-0KCO-KJIOMUIOTpeNa MPUBOAUT K
00pa30BaHMI0 aKTUBHOTO META0OIHMTa KJIOMUIAOTpeIa — THOIBHOTO MPOM3BOJIHOTO KIIOTHIOTPENA.
In vitro 3TOT aKTHBHBIA METAOOIUT OOpa3yeTcs, TIaBHBIM 00pa30M, C TOMOIIBI0 H30(epMeHTa
CYP2C19, HO B ero 00pa30BaHUU TAK)KE yYaCTBYIOT HEKOTOPBIE Ipyrue M30()epMEHTHI, BKIOYast
CYP1A2, CYP2B6 u CYP3A4. AKTHBHBIN THOJBHBIH META0OJIUT KJIOMUIOTPENA, BHIJICICHHBIN B
in VItro wucciaenoBaHusAX, OBICTPO M HEOOPATUMO CBSI3BIBACTCS C PEIENTOPaMH TPOMOOIIMTOB,
OIOKUPYS TAKUM 00pa30M arperamuio TpOMOOIIUTOB.

Crnax aKTUBHOT'O META0O0JIMTA KJIOMUIOTPENIa ToCie OJHOKPATHOTO MPUEMa €ro Harpy304HOU J03bI
300 Mr B 2 pas3a mpeBbIIIACT TaKOBYHO IMOcie 4-X JHEH NpuemMa MNOAAECPKUBAIOIIECH O3B
kionuaorpena 75 mMr. Cpax 1OCTUTaeTcs MpuOan3uTeabHo B Teuenune 30—60 muH.

ONIMMUHALIMSA

B Teuenne 120 4 mocie mprHeMa BHYTPh 9YETOBEKOM —‘C-MEUEHOro KIOMHIorpena okono 50 %
PallMOaKTUBHOCTHU BBIBOAMUTCS Yepe3 MOUYKU U MPHOIU3UTENBHO 46 % paaloaKTUBHOCTH BBIBOJUTCS
yepes KulleuHuK. [lociie oqHoKpaTHOrO prieMa BHYTPb JO3UPOBKHU 75 MTI' IEPHUOJ MTOIYBBIBEACHUS
(T1/2) xImomUIOrpena cocTaBisieT MpUOIM3UTEIbHO 6 4. [locie OJHOKPATHOro MpHeMa H IpHeMa
MOBTOPHBIX /03 Kionuaorpena Tip €ro OCHOBHOTO LUPKYJIUMPYIOUIETO B KPOBH HEAKTHUBHOIO
MeTa0OoJIUTa COCTABIISAET & .

dapmakoreseTuka

C mnomompio u3zopepmenta CYP2C19 oOpa3yroTcs Kak aKTHBHBIM MeTa0ONUT, Tak U
MPOMEKYTOUHBIA METa0OIUT — 2-OKco-Kiomuaorpen. DapMakOKMHETHKAa M aHTHATPEraHTHOE
JeicTBUE aKTMBHOTO MeTaboJiuTa KIOMMJOTpesa, NMpU HCCIENOBAaHMM arperanud TPOMOOIMTOB
eX VIVO, BapbHPYIOT B 3aBUCHUMOCTH OT reHotuna wuzopepmenta CYP2C19. Ainens rena
CYP2C19*1 cooTBeTCTBYET MOJHOCTBIO (YHKIHOHAIBHOMY METa00IM3MYy, TOT/la Kak ajuleiu
reHoB CYP2C19*2 u CYP2C19*3 sBnsitorcst HepyHKIIMOHAIbHBIMU. Asutenu reHoB CYP2C19*2 u
CYP2C19*3 sgBnsAoTCs NPUYMHOM CHMKEHUS MeTaboiu3ma y OOJIBIIMHCTBA NpeACcTaBUTENCH
eBporeonTHOM pacsl (85 %) u azmarckoit nomysaun (99 %). pyrue amiend, ¢ KOTOPHIMU CBA3aHO
OTCYTCTBHE WM CHIDKEHME MeTabonM3Ma, BCTpPEUaloTCsl peXe U BKIIOYAIOT, HO He
orpanuumBaroTcs, amwiensmu TeHoB CYP2C19*4, *5) *6, *7 wm *8. IlanmeHTHl ¢ HU3KOU
akTuBHOCTBHIO M30(epmenta CYP2C19 nomkHbl 007a1aTh ABYMsI YKa3aHHBIMM BBIIIE AJJIENISIMHU
reHa ¢ morepei ¢yHkmuH. OMyOIMKOBaHHBIE YaCTOTHI BCTPEYAEMOCTH ()EHOTHIIOB TMAIIMEHTOB C
HU3KOH akTHBHOCTBIO n30dpepmenta CYP2C19 y nanneHToB €BpONeonaHOM packl cocTaBisioT 2 %,
y TAalIMEHTOB HErpouaHouW packl — 4 % wu y mpencraBuTenei aszuarckor momymsiiuu — 14 %.
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L

CyIIECTBYIOT CIENHMAIBHBIE TECTHl IS ONPEACIIGHUS I/HVIIQ:O:L:IIQ-ILEQII“" V" HaleHTA~ TeHOTITA

m3odepmenta CYP2C19.

[To maHHBIM TIepekpecTHOro uccienoBanus (40 T0OPOBOIBIEB) C yUaCTUEM JOOPOBOJIBIIEB C OUEHB
BBICOKOH, BBICOKOH, MPOMEXYTOYHOM M HU3KOH akTUBHOCTHIO M3odepmenta CYP2C19, kakux-
00 CYIMIECTBEHHBIX PA3IMYUN B DKCIO3UIUH AaKTUBHOTO META0OJIMTAa U B CPEIHUX 3HAYCHHSIX
uHruoupoBanus arperanuu TpomoounutoB (MAT), unnymupoBanHoir AJID, y moOpoBoNbIEB ¢
OYEHb BBICOKOMW, BHICOKOM M MPOMEKYTOUHON akKTUBHOCTHIO n3opepmenta CYP2C19 BeisiBieHO HE
ObL10. Y 10OpOBOJIBIIEB ¢ HU3KOM akTUBHOCTHIO m3o(depmenTta CYP2C19 skcrno3uius akTHBHOTO
MeTabonuTa cHMXanach Ha 63—71 % mo cpaBHEHHIO ¢ JOOPOBOJBIAMU C BBICOKOW aKTHBHOCTBHIO
m3odepmernta CYP2C19. Ilpu ucnonp3zoBanuu cxembl jiedeHus 300 mr Harpy3odHas ao3a/75 mr
noanepxkuBaromas 1o3a (300 mr/75 Mr) y 100pOBOJIBIIEB C HU3KOW aKTUBHOCTHIO M30(epMEHTa
CYP2C19 anTutpoMOOmMTapHOE JEHWCTBHE CHHXXAJIOCh €O cpeaHumu 3HadyeHusmMu HWAT,
cocrapisitouumMu 24 % (uepe3 24 1) u 37 % (wa 5 nenp uccnenoBanusi) no cpaBHenuto ¢ MAT,
cocraBisitouumMu 39 % (uepes 24 4) u 58 % (Ha 5 geHbp uccienoBaHus), Y JOOPOBOJIBLIEB C
BbICOKOM akTuBHOCTHIO m30(pepmenta CYP2C19 u 37 % (uepe3 24 1) u 60 % (Ha 5 neHp
HCCIIe0BaHMS) Y JOOPOBOJIBIIEB C MPOMEKYTOYHOM aKTUBHOCTHIO n3odepmernta CYP2C19.

Korma noOpoBombibl ¢ HU3KOW akTHBHOCTBHIO m3odepmenta CYP2C19 momywanu mpemapat 1o
cxeme neuenus 600 mr Harpy3ouHas n03a/150 mr mogaepxwuBaromas gosza (600 mr/150 wr),
OKCHO3MIMS AKTUBHOIO MeTa0ojuTa OBUIa BBHINE, YeM IpU NpUEMe 10 CXeMe JICUCHUS
300 mr/75 mr. Kpome »storo, MAT cocraBmsuio 32 % (uepes 24 1) u 61 % (Ha 5 neHs
UCCIIEIOBaHMsI), 4TO ObulO Oosbllleé TAaKOBOIO Yy JOOPOBOJIBLIEB C HU3KOW AKTUBHOCTBIO
uzopepmernta CYP2C19, nomyuaBmux nedenue mo cxeme 300 mr/75 wmr, u ObUIO0 MOAOOHO
TAaKOBOMY B TpYIaXx MAaIlMEHTOB ¢ Oosiee BhICOKOH mHTEeHCHUBHOCTHIO CYP2C19-merabonmsma,
nosydaBiux jeueHue mo cxeme 300 mr/75 mr. OHAKO B MCCIENOBAHUSAX C YUETOM KIMHHYECKHUX
MCXOJIOB PEXKHUM JO3UPOBAHUS KIOMHIOTPENA Ul NAIIMEHTOB dTON TPYNIBI (MMAMEHTOB C HU3KOH
akTuBHOCTHIO M30depmenta CYP2C19) noka He ycTaHOBIIEH.

AHaJOru4HO pe3ysibTaTaM JJaHHOTO MCCIIEJOBaHUs MeTa-aHaJIu3 LIECTU UCCIEA0BAHUN, B KOTOPBIH
BOLIIM JaHHbIE 335 100pOBOJIBLEB, MOIYYAaBIIMX KIOMUIOTPENT M HAXOJUBIIUXCS B COCTOSHUU
JOCTUKEHHSI PaBHOBECHON KOHLIEHTPALMM, IOKa3all, YTO 1O CPaBHEHUIO C JOOpOBOJIbIIAMH C
BbICOKOM akTuBHOCTBIO H30depmenta CYP2C19, y 1o6poBOIIbIEB ¢ IPOMEKYTOUHOW aKTUBHOCTBIO
nzopepmernta CYP2C19 »skcnosunus akTUBHOro MeTtabonuta CcHIKaizacb Ha 28 %, a y
JI00pOBOJIBIIEB ¢ HU3KOM akTUBHOCThIO M30depmenta CYP2C19 — na 72 %, B To Bpems kak MAT
Ob110 cHIDKEHO ¢ paznuuusivMu B UAT Ha 5,9 % u 21,4 % cOOTBETCTBEHHO.

He npoBonunoce onenku BiusgHusa reHoruna CYP2C19 Ha knvHMuYecKkne UCXOABl y NALMEHTOB,
MOJIYYaBIIUX  KJIOMMJAOTPEN, B MPOCHEKTUBHBIX PAHJOMH3UPOBAHHBIX  KOHTPOJIUPYEMBIX
uccienoBanusax. OJJHaKO Ha HACTOAIIUMI MOMEHT UMEETCSI HECKOIBKO PETPOCIIEKTUBHBIX aHAIHM30B.
Pe3ynbTrarhl re€HOTUNIUPOBAHUS MOJYYEHBl B XOJ€ CJIEAYIOUIMX KIMHUYECKUX HCCIIEeIOBaHMI:
CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a Takxe B

HECKOJBbKHUX OHY6J'H/IKOBaHHI>IX KOI'OpPTHBIX NUCCICOAOBAHHUAX.

B uccnenoanuun TRITON-TIMI 38 u 3-x xoroprtubix uccrnenoanusx (Collet, Sibbing, Giusti)
MaIMEeHThl KOMOMHUPOBAHHOM TPYIIIBI ¢ MPOMEKYTOYHOHN MIIM HU3KOH aKTHBHOCTBIO M30(epMeHTa
CYP2C19 umenu 6osee BBICOKYIO YaCTOTY CEPJICYHO-COCYAMCTHIX OCIOKHEHUN (CMepTh, MHPAPKT
MHUOKap/a ¥ WHCYJIBT) HIM TPOMOO3a CTEHTA 10 CPABHEHHUIO C TAKOBBHIMH y TAIIHEHTOB C BBHICOKOH
akTUBHOCTHIO M30(epmenta CYP2C19.

B uccnenosannu CHARISMA u ogHOM KOropTHOM HccienoBaHuu (Simon), yBeITHYEHHUE YaCTOThI
CEepACYHO-COCYTUCTHIX OCIOKHEHUI HaOII0JaNoCh TOJBKO y MAllMEHTOB C HU3KOW aKTHMBHOCTBHIO
nzopepmenta CYP2C19 (npu ux cpaBHEHHH € MAI[UEHTAMU C BHICOKOM aKTUBHOCTBIO M30()epMEHTa
CYP2C19).
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B nccnenosannu CURE, CLARITY, ACTIVE-A u onHoM H&WSEUB%&EECEE%E%&E ?T'lrelnlklj,

COOTBETCTBYET ZKCNEPTHOMY OTUETY

HE HAOIIOAAIOCh YBEIIMYCHHUS YaCTOTBHI CEPICYHO-COCYAMCTBIX OCIOKHEHHUW B 3aBUCUMOCTH OT
nareacusHoctd CYP2C19-meTadonu3ma.

Oco0Oble T'PVYIIIBI ITAITWMEHTOB

q)apMaKOKI/IHCTI/IKa aKTUBHOrO MeTa0oIuTa KiIonugorpeiia B 0COOBIX Ipynmnax ManyueHTOB HE
n3y4daliacCb.

Hayuenmuvr cmapwe 75 nem

Y 106poBoIIbIIEB cTapiie 75 JIET Py CPAaBHEHUH C MOJIOJBIMH JTOOPOBOJIBIIAMH HE OBLIO TOIYYEHO
pa3nuuMid MO MOKa3aTellsIM arperaiuu TPOMOOIIMTOB U BpEMEHH KpoBoTedeHUs. Koppekius 103bl
He TpeOyeTcs.

Iayuenmsi ¢ Hapywenuem GyHKYuU noex

[Tocne MOBTOPHBIX MPHEMOB KJIOMUAOTPEia B JO3UPOBKE 75 MI/CYTKH y MAIMEHTOB C TSDKEIBIMU
HapymeHusMu  QyHKIUU modek (kmupeHc kpearnnuHa (KK) or 5 mu/mma mo 15 mur/muH)
unruOupoBanue AJIO-uHIYyUIMPOBAHHON arperanud TPoOMOOLUTOB Obulo HuUXke (Ha 25 %) 1o
CPaBHCHHIO C TaKOBBIM Yy 3JIOPOBBIX JOOPOBOJIBIIEB, OJHAKO y/UIMHCHHE BPEMECHH KPOBOTCUCHHS
ObUIO MOAOOHBIM TaKOBOMY Y 3JI0POBBIX TOOPOBOJIBIEB, MOJIYYaBIINX KIOMUIOTPEN B JT03UPOBKE
75 Mr B CyTKH.

Ilayuenmul ¢ nHapywenuem QyuKyuu nevexu

He Obulo 3HauMMBIX OTIAMYMNA B cTelneHW HHruOupoBaHus AJ|P-uHAYIUPOBAHHOM arperanuu
TPOMOOIIUTOB IOCJIE €XEIHEBHOIO IpueMa KIOMUJIOorpesna B CyTOUYHOM a03e 75 MI B TEeUeHHE
10 nHe#l y ManMeHToB C TSHKEIBIMUA HAPYIIEHUSAMH (QYHKIUHU TIEUYEHH 110 CPAaBHEHHIO CO 3/I0POBBIMH
no6posoibiaMu. CpeHee BpeMsi KpOBOTEUEHUS TaKXKe COITOCTaBUMO B 00€uX IpyIax.

Pacosas npuHClaﬂe.?iCHOCWlb

Pacnpoctpanennoctr  amieneit  reHoB  um3odepmenta  CYP2C19,  oOycnaBnuBarommx
MPOMEXYTOYHYIO M HHU3KYI0 aKTHBHOCTh 3TOTO M30(epMeHTa, OTIUYACTCS Yy TPeICTaBUTENCH
pa3IMYHBIX PpacoBeIX rpynn. VMeroTcs orpaHuyYeHHBIE JUTEpaTypHble MJaHHbIE 00 UX
pacpoCTPaHEHHOCTH Y MPEACTaBUTENCH a3MaTCKOM MOMYJIAINH, YTO HE MO3BOJISET OIEHUTh Yy HUX
3HaueHus renotunupoBanus nsodpepmenta CYP2C19 ans pa3BUTHS UIIEMUYECKUX OCIOKHEHUU.

6. ®APMAIEBTUYECKHE CBOMCTBA

6.1. IlepeueHb BCIIOMOraTe/bHBIX BelleCTB

Anpo

JlakTo3a 6e3BogHAs

[enmono3a MUKpokpucTamnueckas (tun 112)
KpemHus AMOKCHT KOJITIOUAHBIH
Kpocnosnnon

I'unponosa (I'napokcunponuiIIesoa03a)
['munepun nuberenat

Ob6osouka

Komnosuyus onsa obonouku pozosoco yeema: TMONUBUHWIOBBIA cnupT, TMTaHa auokcun (E171),
Makporon 3350, Tambk, KpacuTenb jxkene3a okcun >kenteii (E172), kpacurenp xene3a OKCHI
kpacHblii (E172), kpacurens xene3a okcunt uepHsiid (E172).
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(NOCNELOBATENBHOCTE 0002)

6.2. HecoBMecTHMOCTH

He npumenumo.

6.3. Cpok rognoctu (CpoK XpaHeHH)

2 rona.

6.4. Oco0ble Mepbl NPeI0CTOPOKHOCTH NPU XPAHEHUH

XpaHUTh B 3alIMIIEHHOM OT CBETa MECTE MpHU TemnepaTrype He Bbiie 25 °C.
6.5. Xapakrep u cojiep:KaHHe YIAKOBKH

I[To 10 wim 14 TabmeTok B KOHTYPHYIO SYEHKOBYHO ymakoBky u3 mieHkd I[IBX u dombru
AIIOMUHUEBON TEYATHOM JIAKMPOBAHHOW WM B KOHTYPHYIO SUYCHKOBYIO YIIAaKOBKY U3 (hosibru
TPEXCIOMHOM Ui XojJoaHOro  (OPMOBAaHUS ~ OPUEHTHPOBAHHBIA  MOJIMAMU/ATFOMUHUINA/
nonuBuHIWIXIOpH (OITA/An/TIBX) 1 hosbru anroMHHUEBOM ME€YaTHON JTAKMPOBAHHOM.

Ilo1,2,3,4,5,6,9 umu 10 KOHTYpHBIX sTYEHKOBBIX yakoBoK 1o 10 tabnerok wmu no 1, 2, 3,4, 5
WM 6 KOHTYPHBIX SIMEHKOBBIX YIaKOBOK MO 14 TabJeToOK BMECTE ¢ MHCTPYKIUCH MO MPUMEHEHHIO
MOMEIIAIOT B MAYKy U3 KapTOHA KOPOOOUHOTO.

6.6. OcoOble Mepbl  NPeIOCTOPOKHOCTH  NPH  YHHYTOKEHMH  HMCHOJH30BAHHOIO
JIEKAPCTBEHHOI'0 NpenapaTa Wik 0TX0/10B, OJy4YeHHBIX M0cJIe MPUMeHeHHs Npenapara,
U Ipyrue MAaHUIYJISLHH € IPpenapaTom

Oco06ble TpeOoBaHUS OTCYTCTBYIOT.

7. JEPXATEJIb PETUCTPAIMOHHOI'O YAOCTOBEPEHMUSA

Poccuiickas ®@edepayus

000 «M3Bapuno dapmay, Poccus

108817, r. MockBa, paiton BaykoBo, km 5-it (BHykoBckoe mocce), asia. 1, ctp. 1
Tenedon: +7 495 232 56 55

daxc: +7 495 232 56 54

OnekrponHas nmouta: info@izvarino-pharma.ru
7.1. TlpeactaBuUTeNb Aep:KaTe/isl perHCTPALMOHHOIO Y10CTOBEPEeHHUSI

IIperen3un norpeduTeNne HAIPaBIATh 110 aAPECY:

Poccuiickas ®edepayus

00O «M13Bapuno Papman, Poccns

108817, r. MockBa, paiton BaykoBo, km 5-it (BHykoBckoe mocce), nsia. 1, ctp. 1
Temedon: +7 495 232 56 55

dakc: +7 495 232 56 54

OnektponHas mouta: info@izvarino-pharma.ru
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8. HOMEP (HOMEPA) PETUCTPAIIMOHHOTQ YIOCTOBEPE s | =/ EHUCTE 0002

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlekapcTBEeHHBIN MpenapaT OTHOCUTCS K KaTETOPHUH OTITYCKa MO PELENTY.

OOmiass ~ xXapakTepUCTHKAa  JICKAPCTBEHHOro  mpemapara  Kiomuporpen — JOCTyIIHAa — Ha
UHPOPMAIIMOHHOM  TopTaiie  EBpasuiiCKOro 3KOHOMHYECKOTO COI3a B HH(POPMAIMOHHO-
KOMMYHHUKAIIHOHHOU ceTtu «MuTepHeT» https://eec.eaeunion.org
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