COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 23.06.2025 N2 15443

OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “0%)

1. HAUMEHOBAHUE JJEKAPCTBEHHOI'O IIPEITIAPATA
KJIOTIMIOI'PEJI BEJI®APM, 75 mr, TabyieTKH, MOKPHITHIE TNICHOYHOU 000I0YKOM.

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB

JelcTByrolee BEUIECTBO: KJIOMUAOTPET.

Kaxxnmass Tabierka, MOKpbITas IUICHOYHOH 000JIOYKOM, coaepkut 97,875 mr kionumorpena
ruapocyibdata (Oucynbdara), 9TO COOTBETCTBYET 75 MI' KJIIOIMUAOTPEA.

BcnomoratenbHbie BelllecTBa, HAJUYME KOTOPBIX HAJO YUYUTHIBATH B COCTaBE JIEKAPCTBEHHOTO
Ipernapara: KaCTOpPOBOE Macilo TUAPOreHU3UpOBaHHOE (cM. pa3zaen 4.4).

ITomubIi MEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB IIPHUBCACH B pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTKH, MOKPHITHIE INICHOYHOU 000TI0YKOM.

prrJ'IBIe ABOSKOBBIITYKJIBIC Ta6J'ICTKI/I, IIOKPBITLIC IUIEHOYHOH 000I0YKOH PO30BOI'o 1BCTA.

4. KIMHUYECKUE JAHHBIE

4.1. Iloka3aHusl K IPUMEHEHHUIO

Bmopuunas npogunakmuxka amepompomoomu4ecKux 0Cl1OMCHEHU

o VY B3poCHBIX MAIMEHTOB IIOC]IE€ HEIAaBHO IEPEHECEHHOro HH(apkTra MHOKapraa (c

JTABHOCTBIO OT HECKOJIBKHX JIHEH 10 35 Heil), HeJaBHO MEPEHECEHHOTO NIIEMUYECKOT0 HHCYIIbTA

(c maBHOCTBIO OT 7 pAHeH A0 6 MecsleB) WIM NpPU JTUATHOCTUPOBAHHOM 3a00JIeBaHUU

nepudepudecKkux apTepuil.

o VY B3pOCIBIX NAIIMEHTOB C OCTPHIM KOPOHAPHBIM CHUHJIPOMOM:
— OCTpBIN KOpPOHApHBIA CHHApPOM O0e3 mombeMa cermeHta ST (HecTaOwibHas
CTCHOKapAWs WM WH(paApKT MUOKapaa 0e3 3ybma Q), BKIOYas MAMEHTOB, KOTOPHIE
JOJDKHBI T10JTy4aThb MEJUKaMEHTO3HOE JIEYEHHE, W IIallUEHTOB, KOTOPBIM IIOKa3aHO
ypeckokHoe KopoHapHoe BMemarenbecTBo (YKB) (co crentupoBanuem wuinu  6e3
CTEHTUPOBaHMUs) UM a0pTOKOpoHapHoe myHTupoBanue (AKIL).
- OCTpbIii WH(MAPKT MHOKapjaa C moabeMoM cermeHta ST, B KOMOWHamum ¢
anerwincanuuuinoBoi  kucnoro (ACK) y mnanmenrtoB, neperecmmx YKB, wmm y
MAIUEHTOB, MIOJIY4arOIINX MEANKAMEHTO3HOE JIEYEHHUE, BKJIIOYast

TPOMOOJIUTHYECKYIO/PUOPHUHOIUTHUECKYIO TEPATHIO.
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nayuenmos ¢ udbpuiayuel npedcepouti (MepyamenbHoU apummueri)
- Y B3pOCIBIX MAMEHTOB ¢ (UOPHIUTSIIIHEH TpeACcepAriA (MepIaTeIbHON apuTMUEH ),
MMEIOIIUM XOTsI Obl OJIMH (paKTOP PUCKA PA3BUTHUS COCYIUCTHIX OCIOKHEHHM, KOTOpPbIE HE
MOTYT TpuHUMaTh aHTaroHuctel BuTamMmHa K (ABK) u wuMmeroT HUBKHH pHCK
KpOBOTEUYEHHM, KJIOMUIOTPES] B COUETAaHMM C aueruiacanuuuiaoBodl kuciaoroi (ACK)
MOKa3aH ISl TPOQUIAKTHKHA aTePOTPOMOOTHUYECKUX B TPOMOOIMOOTMUECKUX COOBITHIA,
BKJIIOYAsi HHCYJIBT.

YV e3pocavix nayuenmos ¢ mpanzumopnou uwemuueckou amaxou (THA) cpeonezo unu 6blcoxozo

PpUCKa, unu ¢ Maivim uwemudeckum uncyromom (MH) (e komounayuu ¢ ACK)

Knonuooepen 6 kombunayuu ¢ ACK noxazan:
— B3spocnbim nanuentam ¢ TUA cpeanero miu BBICOKOTO pUCKa (OIIEHKA MO IIKale
ABCD2* >4) wim ¢ maneim U (NIHSS** <3) B Teuenue 24 yaco nocie coobitus THUA
nimu .

*[Ikama 1 OIEHKH pHCKa paHHETo MHcynbTa mocie TUA, GasupyeTcs Ha CIeIyOUNIMX NapaMmeTpax: BO3pacT,
apTepHaIbHOE IABJICHHUE, KIMHUYECKHE CHMITOMBI, TPOAOIDKUTENbHOCT THA 1 caxapHbIil nuader.

**[1Ixayia HHCYJIbTa HAIMOHAJIFHOTO WHCTUTYTA 3/10POBBSI.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 NPUMEHEeHUs!

PexxuM 103upoBanus

Heoaeno nepemnecennvlii  ungapkm mMuokapoa, HeOA6HO NEPEHEeCEeHHbll  UHCYIbM U
ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuii

Pexomenayemas no3a — 75 mr 1 pa3 B cyTKHu.

Ocmpuiii KopoHaphwlll cunopom 6e3 noovema ceemenma ST (HecmabunvHas cmeHOKapous,
ungaprxm muokapoa des 3yoya Q)

Jledenue KIONUAOTPEIOM ClEAYyeT HAYMHATh C OJHOKPATHOTO ITpreMa Harpy3o4Hoi 10361 300 mr
i 600 mr. Harpy3zounyro 103y 600 Mr Mo>KHO Ha3Ha4aTh MALMEHTAM B BO3pacTe MeHee 75 JIeT,
KOIZla IUIAHUPYETCS IPOBEIEHUE UPECKOKHOTO KOPOHApHOrO BMeHIarenbcTBa. JleueHnue
KJIOTHJIOTPEJIOM CIIETyeT MPOAOIKUTE B 103UpoBKe 75 Mr 1 pa3 B cyTku coBMecTHO ¢ ACK B no3e
75-325 wr. Ilockonbky Oosiee Bbicokue n03b1 ACK ObLIM cBsi3aHBI ¢ 00Ji€€ BHICOKUM PUCKOM
KpOBOTeUeHHsI, pexkoMmeHayercs, 4toobl go3a ACK nHe mpeBpmmama 100 mr. OntumanbHas
IPOJOJDKUTEIBHOCTh  JIeUeHHsT OQUIMAIbHO HE ycTaHOBJeHa. JlaHHbIE KIMHMYECKUX
HCCJIEJOBAaHUM TMOJTBEPK/IAI0T BO3MOYKHOCTH IMPOJOJIKUTEIBHOCTH JIeUYeHHUs! 10 12 Mecslies,;
MakcHuMaibHas 3(pPEeKTUBHOCTH Tepanuu HadJto1anach yepes 3 Mecsia JeYeHHUsl.

Ocmpeutii ungpapkm muoxapoa ¢ noovemom ceemenma ST



COOTBETCTEBYET JKCNEPTHOMY OTYETY
oT 23.06 2025 Nz 15443
Y

- Yy MaIeHTOB, MOTYYarOITUX MenHKagl%aﬁtgg: BA T@lléll{_tr—el Th BRIFOUAS

TPOMOOIUTHUECKYIO/(PUOPHHONIUTHYECKYIO TEPAInio, KIOMUIOTPEN Ha3HA4YalT B /03¢ /5 Mr
lpa3 B cyrku ¢ wimm 6e3 Harpyzounoit mo3el 300 mr B xomOunanmu ¢ ACK, a Ttakxe c
TPOMOOJUTUYECKUMH TpernapaTaMu Wid 0e3 HuUX. Y NalUeHTOB cTapie 75 JeT JieYeHue
KJIOTTHJIOTPEJIOM JIOJDKHO HAaYMHAThCA 03 ImprueMa ero Harpy3o4Hoi 103bl. KoMOuHHpOBaHHYIO
TEpAIHUIO CIeNyeT HAUMHATh KaK MO>KHO paHBbIIIE IIOCIIE MOSBICHHS CUMIITOMOB U IIPOJIOJIKATh HE
MEHEE YEThIPEX HEEIIb.

- [Ipu nokazanusax k YKB:

[IpumeHenue kiaonuaorpesna ciaeAyeT HauyMHaTh C HaArpy3o4Hou 11036l 600 MI y MHanueHToB,
npoxoasaumx nepsuyHoe YKB, u y nmanuenTos, npoxomsmux YKB Oonee yem uepes 24 yaca
nocie noiyyeHus GuOPUHOIUTUIECKON Teparnuu.

Harpysounyto 103y kinonugorpena 300 mMr cienyeT HazHadaTh namueHTam, npoxoasammm YKB B
TeyeHue 24 4yacoB Ioclie noaydyeHus: GuOpUHONUTHYECKON Tepanuu. JleyeHne KIOMUAorpenoM
cienyeT mpoaobkarh B o3¢ 75 mr 1 pa3 B cytku B komOunammu ¢ ACK. B kimHuueckoi
npaktuke noanepxuBaromas n03a ACK cocraBmsier 75-325 mr B cytku. Ilockonbky Oonee
BbIcokue 1036l ACK Obl cBsi3aHbl ¢ 00Jiee BBICOKUM PUCKOM KPOBOTEUEHHUS, PEKOMEHIYeTCs,
4yt0o0b! g03a ACK He npesbimana 100 mr. KoMOMHUpOBaHHYIO Tepanuio cielyeT HaYuHATh 110
BO3MOXXHOCTH Cpa3y IIOCIIE TOSBJICHUS CHMIOTOMOB M TPOJOJDKAaTh B TeueHue He Oomee 12
MECSILEB.

Quobpunnayus npedcepoutl

Knonuporpen cneayer npuHUMaTh B CyTOYHOH 03¢ 75 mMr. B xomMOuHammu ¢ KIOMUAOTPEIoM
HeoOxoaumo npuHuMaTh ACK B no3upoBke 75—100 mr exenHeBHO (cM. pa3zaen S.1).

B3pocnvie nayuenmor ¢ THUA cpednezo unu 8vicokoeo pucka, unu ¢ mauvim MU

Bspocnbim manmentam ¢ TUA cpeanero mian BhICOKOTO pucka (oueHka mo mkane ABCD2* >4)
win ¢ ManeiM MU (NIHSS** <3) nasnauator Harpy3zounyro no3y knonujporpena 300 mr, nocie
KOTOpPOM Ha3HauaroT kionugorpesn B go3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B cyTkn).
Tepanuto xkmonugorpenoM u ACK crnenyer HaunHath B TeueHUe 24 4acoB TOCTE COOBITHUS U
IPOJOJDKATh B Te€4eHHE 21 NHA, MOCIE 4Yero Ha3HaydaroT TEpaluio OJHUM AaHTUArpEraHTHBIM
IIPENapaToM.

Dapmakozenemuka (nayueHmovl ¢ 2eHemuyecKu O00YCI08IeHHOU CHUNCEHHOU aKMUBHOCHbIO
uszogpepmenma CYP2C19)

Huzkas aktuBHocTh m30pepmenta CYP2C19 cBs3aHa ¢ yMeHbIIEHHEM aHTHATPEraHTHOTO
neiictBus kionuaorpena. Pexum npuema 6onee BoICOKUX 103 (600 Mr — Harpy304Has J103a, 3aTeM
150 Mr oauH pa3 B CyTKHM €XKEIHEBHO) y MAllUEHTOB C HMU3KOH aKTHBHOCTBHIO H30(epMeHTa

CYP2C19 yBenuunBaeT aHTHArperaHTHOE JCHCTBHE Kiomuaorpena (cM. pasaen 5.2 moapaszen
3
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paccMOTpeTh BOMPOC O MPUMEHEHHH O0Jiee BBICOKUX 03 KIOMHIOTpeNia. TOYHBIN pekuM
JNO3UPOBAHUS JUIsl JIAHHOW TMONYJSALMM TAIlMEeHTOB B KIMHUYECKUX HUCCIIEIOBAHUSIX,
YUUTBHIBAIOMIMX KIMHUYECKUE UCXO/Ibl, HE YCTAHOBJICH.

IIponyck 1036l

Ecnu nponyliieH npueM npenapara B TEUEHHE:

. MmeHee 12 uacoe mociie 3allJJaHUPOBAHHOTO BPEMEHU: MALUEHTH! JOJDKHBI IPUHATH J03Y
HEMEJIEHHO, a 3aTEM IIPUHSATH CJIEIYIOIIYIO 103y B OOBIUHOE 3allJIAHUPOBAHHOE BPEMS;

o bonee 12 wacoeé mocie 3allJIaHUPOBAHHOTO BPEMEHHU: MALMEHTHI JOJDKHBI HPUHATH
CJICAYIOUIYIO 103y B OOBIYHOE 3aIUTAHUPOBAHHOE BPEMsI U HE JIOJKHBI Y/IBaUBATH J103Y.

Oco0nIe I'PYHOIIbI TAIMCHTOB

Tayuenmuvr cmapwe 75 1em

Ocmpuiii KopoHapuwvlll cunopom 6e3 noovema cezmenma ST (Hecmabunvhas cmeHoKapous uiu

ungapkm muoxkapoa bes 3youa Q)

[TaruenTam B BO3pacTe cTapiie 75 JeT He PEeKOMEHIyeTCs Ha3HauaTh Harpy304HbIE J03bI
kionuorpena 600 Mr u3-3a NOBBIIIEHHOTO PUCKa Pa3BUTUS KPOBOTEUEHHUS (CM. pasnen 4.4.).

Ocmpuiit unapkm muokapoa ¢ noovemom cecmenma ST

HaIII/IeHTI)I, IoJIydJaromue MCIHUKaAMCHTO3HOC JICUYCHHUC, KOTOPbBIM ITOKa3aHa
TpOM6OJ’II/ITI/I‘leCKaﬂ/CbI/I6pI/IHOJ'II/ITI/I‘ICCKaH TEpalud: NPUMCHCHHC KIIOIMMUAOIPEiia y MallMCHTOB
cTapme 75 nmet CJIeAYCT HAUNHATDh oe3 Harpy30qH0171 JO3BI.

Hayuenmol, komopwvim_evinoansemcs nepsuynoe YKB u YKB bonee 24 wacoe nocie 8seoderus

mpomboumudeckou/bubpurnorumuyeckon mepanuu

Crnenyer cobnoaTh OCTOPOKHOCTh IPU Ha3HAYEHUM Harpy3ouHoi a03bl 600 Mr manueHTam B
BO3pacTe 75 neT u crapuie (cM. pasznen 4.4.).
llayuenmul ¢ napywenuem ynKyuu novex
Koppexkiiuu no3e1 He Tpebyercs (cM. pazaen 4.4).
llayuenmul ¢ napywenue ¢hyHkyuu neyenu
Koppekuuu 10361 He TpedyeTcs (cM. pazaen 4.4).
eTu
bezonacHocTh U 3(pPexkTUBHOCTH MPUMEHEHUs Mpemnapara y jAeTreid B Bo3pacte 10 18 yer He
yCTaHOBJICHBI. /laHHBIE OTCYTCTBYIOT.

Cnooco0 nmpuMeHeHus

BHYTpL, HE3aBUCHUMO OT IpHUcMa IMUIIH.

4.3. [IpoTuBONOKA3aHUS
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IIEPEYUCIICHHBIX B pazzaene 6.1.

- Tsoxenas neueHouHas HEJOCTAaTOYHOCTS.

- OcTtpoe KpOBOTCUCHHE, HANpHMEp, KPOBOTEYEHHE W3 MENTHYECKOH S3BBI WU
BHYTPUYEPEITHOE KPOBOM3IIUSHHE.

- bepeMeHHOCTB M TIEPHOJ TPYAHOTO BCKapMITUBaHuUs (CM. pasnen 4.6).

4.4. Ocodble ykazaHus U Mepbl MPEeI0CTOPOKHOCTH NMPHU NPUMeHEeHHH

C 0CTOPOKHOCTBIO

C 0CTOpPOKHOCTBIO ClIeAyeT Ha3HAYaTh Mpenapar:

- IIpU  YMEPEHHOM  II€YCHOYHOM  HENOCTaTOYHOCTH, IpU  KOTOPOM  BO3MOXKHA
IIPEIPACIIONOKEHHOCTh K KPOBOTEUEHHIO (OIPaHUYEHHBIN KIMHUYECKUH OIBIT IPUMEHEHHUS);

- IIPYU OYEUHOW HEIOCTaTOYHOCTH (OrpaHUYEHHBIN KIMHUYECKUN OIBIT IPUMEHEHU);

- npu 3a00JeBaHMSIX, NPU KOTOPBIX HMEETCs MPEeIpacHoOKEHHOCTh K Pa3BUTHUIO
KPOBOTEYEHHMH (B YACTHOCTH, KEJIYyJOYHO-KUIIEUYHbIX WM BHYTPUIJIA3HBIX), U, B OCOOEHHOCTH,
OpU OJHOBPEMEHHOM IPUMEHEHUHM JIEKAPCTBEHHBIX CPEJICTB, KOTOPbIE MOIYT BBI3BaTh
HNOBPEXJCHUS CIM3UCTOW O00O0JIOUKU IKEIyAOYHO-KUIIEYHOro TtpakTta (Takux kak ACK u
HECTEPOUIHBIE IPOTHBOBOCHIAIMTENBbHEIE ITpenapatsl (HIIBIT));

— y MaLMEHTOB, y KOTOPBIX MMEETCS MOBBIIMICHHBI PUCK pa3BUTHUS KPOBOTEUEHHUS: M3-3a
TpaBMbl, XUPYPTUUECKOTO BMEILATENbCTBA WM JPYTUX MAaTOJIOIMUECKUX COCTOSHUMN, a TaKkKe Y
nanveHToB, noaydvaromux Jedenue ACK, renmapuHOM, BapdapuHOM, HMHrHOMTOpamu
rmukonporenHa  IIb/Illa, HIIBII, B ToM u4ucie  CENeKTUBHBIMH  HHTHOUTOpaMH
nukiookcurenaspl-2 (LHOI'-2), a taxke ApyrMMHU JIEKapCTBEHHBIMHM CpEICTBaMH, MPUMEHEHUE
KOTOPBIX CBSI3aHO C PUCKOM PA3BUTHSI KPOBOTEUEHHH, CEIEKTUBHBIMU HHIMOUTOPAaMU 0OPAaTHOTO
3axBara cepotonunHa (CO3C) (cm. paznen 4.5);

— IIPY OJHOBPEMEHHOM IPUMEHEHUM C JIEKAPCTBEHHBIMU CPEICTBAMHU, SBIISIOLIMMUCS
cyocrpatamu uzodepmenta CYP2C8 (penarnunuy, makiauTakcen) (cM. pazaen 4.5);

— y MaIMEeHTOB C HU3KOW akTUBHOCTHIO u3odepmenta CYP2C19 (cMm. pazaen 5.2 nmoapaszaen
«DapmakoreHeTukay, paszaen 4.2);

— IIPY yKa3aHUSAX B aHAMHE3€ Ha aJUNIEPTUYECKUE U TeMATOJOTMYECKUE PEAKIIUU HA JPYTHe
TUEHONMPUANHBI (Takue KaKk TUKJIONWAMH, TMpacyrpen) (BO3MOKHOCTb MEPEKPECTHBIX
AJIJIEPrUYEeCKUX U TeMaTOJIOTMUECKUX peaKlnii);

— IIPU HETaBHO MEPEHECEHHOM IMPEXOIAIIEeM HapyIIEHHH MO3TOBOIO KPOBOOOPAIIEHUS NI
UIIeMU4ecKoM nHcysbTe (pu couetannu ¢ ACK).

Oco0ble yka3auus

Kpoeomeqeuuﬂ u cemamoJijiocudecKue HapyulerHus
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(cm. pazmen 4.8) B ciayyae TOSIBJICHUS B XOJ€ JICUCHHUS KIMHUYECKUX CHUMIITOMOB,
NOJIO3PUTEIBHBIX Ha BO3HUKHOBEHHE KpPOBOTEUEHMS, CJIEAYET CpPOYHO cJenarh oOIui
KIMHUYECKUI aHallu3 KPOBU, ONPENEIUTh AKTUBUPOBAHHOE YAaCTUYHOE TPOMOOIIACTUHOBOE
BpeMsa (AUYTB), komnuecTBO TpPOMOOIIMTOB, TMOKa3aTeau (QYHKIIMOHAIBHOW aKTUBHOCTH
TPOMOOIIMTOB H MTPOBECTH JAPyrue HEOOXOAMMbIEC NCCIICTOBAHMUSL.

Knonmuporpen, kak W Jpyrue aHTUTPOMOOIMTApHBIE CpPEACTBA, CIEAyeT MPHUHUMATh C
OCTOPOKHOCTBIO y TAIMEHTOB, HMEIONIMX TIOBBIIICHHBII PHUCK pPAa3BUTHS KPOBOTEUCHUS,
CBSI3aHHBIN C TpaBMaMH, XUPYPrUYECKUMHU BMEUIATEIbCTBAMU WM JPYTHUMHU [1aTOJIOTUYECKUMU
COCTOSIHUSIMH, a Takoke y nanuenTtos, npuHumaronmx ACK, HIIBII (B Tom uucie HHTHOUTOPHI
LIOI'-2), remapun, Osokatopbl rimkonporenna |Ib/Illa, CUO3C u MoIHbIe HHIYKTOPHI
nzopepmenra CYP2C19. B cCBA3M ¢ TIOBBIINICHHBIM PHUCKOM KpPOBOTCUYCHHS TpOMHAas
anTuTpoMboruTapHas tepanus (kionuporpentACK+aunupuaamon), mnpuMmeHnsemas s
BTOPUYHOW  TPOPHUIAKTHKHA HHCYIbTAa, HE PEKOMEHIYETCS MalueHTaM C  OCTPBIM
HEKapAM0AIMOOIMUECKUM UIIEMUYECKUM UHCYIbTOM nin TUA.

[Ipu neyeHUM KIOMHAOTPEIOM, OCOOEHHO B TE€UEHHE MEPBBIX HEENb JICUCHHs] W/WUIH TOCIe
WHBA3UBHBIX KapIUOJOTUYECKUX MPOLEAYP/XUPYPrUUECKOTO BMEIIATEIhCTBA, HEOOXOAUMO
BECTH TIIATEIbHOE HAOJIOJEHUE 3a MalUMeHTaMM Ha IMPEAMET HCKIIOUEHUS MPU3HAKOB
KpOBOTEYEHMs, B TOM 4HCIe, M CKpblToro. He pexomeHayeTcss OJHOBPEMEHHBIM mpuem
KJIOMUJIOTPENla C MEepPOPAIbHBIMU AHTUKOATYJISHTAMH, MOCKOIBKY 3TO MOXET YBEJIUYUTh
UHTEHCUBHOCTh KPOBOTEeUEHUH (cM. pa3zaen 4.5). OnHoBpeMeHHOe NPUMEHEHHE KIIOMUIO0rpesa ¢
Bap(papUHOM MOXKET YCHJIUTh PUCK KPOBOTEUEHUS, TO3TOMY CIeAYyeT COOI0aTh OCTOPOKHOCTh
MIPU OJTHOBPEMEHHOM MPUMEHEHUH KIIomuaorpesna u Bapdapuna (cm. pazaen 4.5).

Ecnu manMeHTy npeacToUT MmiIaHoBasi XUpyprudeckast orneparys, u pu 5TOM HeT HE0OXOIMMOCTH
B aHTUTpoMOouuTapHOM 3¢ dexre, To 3a 7 qHEH a0 omepanuy NpUeM KIOMUAOTpena CleayeT
IIPEKPATUTD.

Knonunorpen yamuHseT BpeMsi KPOBOTEUEHHUS U JIOJDKEH HMPUHHUMATHCA C OCTOPOKHOCTBIO Y
NAalMEeHTOB ¢ 3a00JIEBaHUSAMH, MPEPACOiaralolliMU K Pa3BUTHIO KPOBOTEUEHUH (0COOEHHO,
JKEITY0YHO-KUIIIEYHBIX ¥ BHYTPUTIa3HBIX). [Ipenaparhl, KOTOpbIE MOTYT BBI3BIBATH IOBPEXKICHUS
cimusucto  obonoukn KKT (rakue xak ACK, HIIBII) y mnanueHTOB, NPUHUMAIOIIUX
KJIOMUJIOTPEll, CIIeAyeT MPUMEHSATh C OCTOPOKHOCTBIO.

[TarueHTHI TOJDKHBI OBITH MPEAYIPEKIEHBI O TOM, YTO MPH MPUEME KIOTHIOTpea (OQHOTO WIH B
komOuHaimu ¢ ACK) a1 0cTaHOBKHM KPOBOTEUYEHHUSI MOXKET OTpeboBaThcs OO0JIbIIe BpEMEHH, a
Takk€ O TOM, 4YTO, B CJy4yae BO3HHKHOBEHMS y HHUX HEOOBIYHOro (1O JIOKaJU3aluu WU

MPOJOKUTEIFHOCTH ) KPOBOTEUEHHUSI, UM CIIEAYET COOOIIUTH 00 3TOM CBOEMY JieyalleMy Bpady.
6
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JICKapCTBEHHOTO IMperapara MalueHThl JOJDKHBI coO0IaTh Bpaudy (BKIIOYAsh CTOMATOJIOra) O
pUeMe KIJIOMUI0Tpea.

[TaruenTam ¢ OCTpBIM KOPOHAPHBIM CHHAPOMOM 0e3 moasema cermeHTa ST B Bo3pacTe crapiie
75 net He peKOMEeHyeTcsl Ha3HayaTh HAarpy304yHbIe 103bI Konuaorpena 600 Mr u3-3a MOBbIILIEHUS
pHUCKa pa3BUTHUS KPOBOTEUEHUS y ITOW I'PYyMIIbl NAl[UEHTOB.

N3-3a OrpaHUYeHHOCTH KJIMHUYECKUX JaHHBIX y NALMEHTOB B BO3pacTe 75 JIET U CTapuie C
nH(papkTOM MHOKapaa ¢ moabeMoM cermeHTa ST, koTopbiM 0110 BhImosiHeHO YKB, a taxke u3-
3a TIOBBIIIEHHOT'O PUCKA Pa3BUTHS KPOBOTEUCHHI TPUMEHEHNE HATPY30UHOM J103bI KJIOMUI0Tpesna
600 Mmr crenyer paccMaTpuBaTh TOJIBKO IIOCJIE€ WHJIMBHUIYadbHOW OLIEHKM PHCKA Pa3BUTHS
KPOBOTEUYEHMS Y MallUEHTA.

Tpombomuueckas mpombdboyumonenuuecxkas nypnypa (T'TI1)

OdyeHp peako Tmociae NPUMEHEHHUs KiIonuaorpena (MHOTAA Jake HEeMpOJOKUTEIBLHOTO)
orMmeuyanuch ciaydan pasButuss TTII, koTtopas xapakTepusyercsi TpPOMOOLUTONEHUEH U
MUKpPOAHTMONATUYECKON NeMOJIMTUYECKON aHEMUEH, COMTPOBOXKAAOIUMHUCS HEBPOJIOTMYECKUMU
paccTpoiicTBamu, HapyuieHHeM (YHKIUU mouyek u nuxopaakoud. TTII sBiseTcs moTeHuuanbHO
YTPOXKAIOILIUM KHU3HU COCTOSIHUEM, TPEOYIOIIMM HEMEIICHHOTO JICUeHUs1, BKIIIoYas miasmadepes.
Ilpuobpemennas cemoghunus

Coo0manocs o ciydasx pa3BUTHS IpUOOpPETEHHON reMouiIny Mpu rpueme kinonuaorpena. [pu
MOJATBEPXKIEHHOM HM30JIMpoBaHHOM yBenmuueHun AUYTB, conpoBoxknaromemMcss Wik HE
COIPOBOKAAIOIIEMCS PA3BUTHEM KPOBOTEUEHUS, CIEAYET PACCMOTPETH BOIIPOC O BO3ZMOXKHOCTH
pazButus npuoOpereHHON remo¢unuu. [lanMeHTl ¢  NOATBEPXKACHHBIM  JAMArHO30M
NpUOOpETEeHHOW TeMO(WINK JIOJKHBI HAOMIOAAThCs M JIEUUTHCS CHEUUAINCTAMU 0 ATOMY
3a00JI€BaHUIO U MPEKPATUTh MPUEM KIIOMUAOTpea.

Heoaeno nepenecennuiil uwiemuueckuil UHCY1bm

Hauano mepanuu

° VY nmanuentoB ¢ octpeiM MaibiM MU i ¢ TUA cpeaHero uiam BEICOKOTO PUCKA JIBOMHAS
aHTharperantHas tepanus (xnonuporpen u ACK) nomkHa HayaTbCsl HE IMO3JHEE YEM uepe3
24 gaca mocJie MOSIBIICHUS] CHMIITTOMOB COOBITHSI.

. JlaHHBIE O COOTHOLLEHHUHM IOJIB3bI U PUCKA KPATKOCPOUHOM JBOWHOW aHTHUArpEeraHTHOMN
Tepanuu y manueHtoB ¢ ocTpeiM MaibiM UM unmu ¢ TUA cpeanero uim BBICOKOTO pUCKA C
BHYTPUUYEPEITHBIM KPOBOM3IIUSHIEM (HETPABMAaTHYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

. Momnorepanus kinonuaorpesnoM y nauveHtoB ¢ M, He ABIAOmMMMCS MasbIM, JOJDKHA
HayaThCs yepe3 7 JHEH mocie Hadana COOBITHS.

Hayuenmuor ¢ U, ne aensiowumca manoim (NIHSS >4)
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Tayuenmui, neoasno nepernecuiue manvi MU unu THA cpednezo, uiu 6b1COK020 pUcKa, KOMopbim

NOKA3dHO UJlU KOmMoOpbvbim 3aniadiupoearno ememamelbCmeo

JlaHHBIE B IOJIEP’KKY IPUMEHEHNUS ABOMHON aHTHArPEraHTHOM Tepanuu y NalueHTOB, KOTOPhIM
[I0Ka3aHa KapoTHJHAs HHAAPTEPIKTOMMsI WIM BHYTPUCOCYIUCTas TPOMODKTOMUS, WIH Y
NAIMEeHTOB, KOTOPHIM 3aIUIAHUPOBAHbI TPOMOOJIM3UC WM AHTUKOAryJIsSHTHAs Tepamws,
OTCYTCTBYIOT. B yKasaHHBIX CHUTyalMsX HE PpEKOMEHAYETCS Ha3HadaTh JBOWHYIO
aHTHArperaHTHYIO TepaInHuio.

Dyuxkyuonanvras akmusnocmo uzogepmenma CYP2C19

VY manueHToB ¢ HU3KOW akTUBHOCTHIO m30(depmenta CYP2C19 npu npuMeHeHNH KIOMUI0Tpesa
B PEKOMEH/IyeMBIX J103aX 00pa3yeTcs MEHbIE aKTHBHOTO MeTaboynMTa KIOMUIorpena u ciadee
BBIPQ)KEHO €r0 aHTHArperaHTHoe JeCTBUE, B CBA3H C YEM IPU NpUeMe 00BIYHO PEKOMEHTyEeMBIX
7103 KJIOMMJOTpEeNa MpU OCTPOM KOPOHAPHBIM CHHIPOME WM YPECKO)KHOM KOPOHApHOM
BMELIATEIbCTBE BO3MOKHAa 0Oo0Jee BbICOKAash YacToTa pPAa3BUTUS  CEPAEUHO-COCYAUCTBIX
OCJIOXKHEHHUH, YeM Y MalMeHTOB ¢ HOPMAJIbHOW aKTUBHOCTHIO m30pepmenta CYP2C19.
Oxujaercs, 4To NPUMEHEHUE JIEKAPCTBEHHBIX CPEACTB, KOTOPbIE HHIYLUPYIOT aKTUBHOCTh
uzopepmenta CYP2C19, moxer NpUBOAUTH K YBEIMYEHHIO KOHIICHTPAIMM aKTUBHOTO
MeTa0oMTa KIOMUAO0TPeia U MOBBIIATh PUCK BOSHUKHOBEHHSI KPOBOTEUEHUs. B KauecTBe Mephl
IIPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPUMEHSATh OJHOBPEMEHHO MOUIHBIE WHAYKTOPBI
nzodepmenra CYP2C19 u kinonumorper.

Nmerotes tectsl 1uid onpeaenenus reHotuna CYP2C19, kotopsie MOTyT OBITh HCIIOIB30BaHbI IS
MIOMOIIH B BbIOOpE TeparneBTHyYeckoi cTpareruu. CieayeT pacCMOTPETh BOIIPOC O MPUMEHEHUU
OoJsiee BBICOKMX JI03 KIOMUIOTpeNa y TMalueHToB ¢ Hu3kod aktuBHocThio CYP2CI19
(cm. paszzen 5.2 nmoapaszzaen «dapmakoreHeTHKay, pasjien 4.2).

Ilepexpecmmuvie annepeuveckue u/unu 2emMamono2udecKue peakyuu Mexicoy mueHoOnUpUOUHamu

VY nmanueHToB cienyeTr coOuparh aHaMHE3 Ha MpeAMET UMEBIIUXCS paHee allJIepru4ecKuX 1/Win
reMaToJIOrMuYecKUX PEeaKiuil Ha Jpyrue TUEHONHUPHUAMHBI (Takhe Kak THUKJIOMUIWH, Ipacyrpen),
TaK Kak cOOOINANOCh O HAJIWYMM TEPEKPECTHBIX AIJIEPrHYeCKHX H/MIM TI'eMaTOJIOrMYECKHX
peakuuii Mexay TueHonupuauHamu (cMm. pasgen 4.8). TueHOnmMpUAWHBI MOTYT BBI3BIBATH
YMEpEHHBIE U TSHKENbIE aJUIeprHuecKre peaklny (Takue Kak KOKHas Chblllb, aHTMOHEBPOTUYECKU I
OTE€K) WJIM TEeMAaTOJIOTMYECKHE peakuuu (Takue Kak TPOMOOLMTONEHUS U HEUTpOmeHus).
[TanMeHThI, Y KOTOPBIX paHee HAOMI0ANNCh aJUIEPTUYEeCKUe W/UIM FeMaTOJIOTHUECKUe PeaKkinuu
Ha OJIMH U3 MPENapaToB IPYMIbl THEHONUPUIMHOB MOTYT UMETh MOBBIIICHHBIN PUCK Pa3BUTHUS
NONOOHBIX peakUMii Ha JApyroil mpemapaT Tpynnbl THEHONUPUIUMHOB. Pexomenmyetcs

MOHUTOPHHT IEPEKPECTHBIX aJINICPTHUICCKUX H/WJIU TeMaTOIOTMUSCKUX peaxum‘fl.
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Toueunas neoocmamourocmo

OnelT NpUMEHEHUs KJIOMUIOrpEsa y IalUEHTOB C TSDKEIOW IOYEHYHON HEN0CTaTOUYHOCTHIO
orpanuyeH. IloaToMy ciieyer ¢ OCTOPOXKHOCTBIO NPUMEHATH KIOMHUIOTPEN Y 3TOW TI'PYIIIbI
MAIEHTOB.

Ileuenounas nedocmamournocms

MMeercs OrpaHUYEHHBIM ONBIT INPUMEHEHMS KIONMMAOIpeNa y IAIMEHTOB C TSHKEIBIMU
3a00JIeBaHUAMU  TI€UYEHH, KOTOpPbIE MOTYT OBITh  MPEIpacHOJOKEHBI K  Pa3BUTHUIO
reMopparudeckoro auaresa. Iloatomy cienyer ¢ OCTOPOKHOCTBIO IIPUMEHATH KIOMHUIOTPEIN Y
JAaHHOMW I'PYIIIbI NALIUEHTOB.

BcnomMorarennHble BENIECTBA

JIaHHBIN JIEKApCTBEHHBIM IIpPEmapar CONEPKUT KAacTOPOBOE MAaCiIO TI'MAPOrCHU3UPOBAHHOE,
KOTOpPO€ MOKET BBI3BAaTh PACCTPOMCTBO JKEIYJKA U JHAPEIO.

4.5. B3amMmopeiicTBHe ¢ JPYTMMH JICKAPCTBEHHBIMH IpenaparaMM H JApyrue BHABI
B3aMMOJEHCTBHSA

HeKaDCTBeHHBIe CpeacTBa, MIPUMCHCHUC KOTOPBIX CBA3aHO C PUCKOM PAa3BUTHUA KPOBOTCUCHU

MmeeTcsi TNOBBILIEHHBIM PUCK pPa3BUTUSA KPOBOTEYEHHs BCIEACTBHE HX IOTEHLIUAIBHOIO
aaIuTUBHOTO 3(ddexra ¢ kiaonuaorpenom. JleueHue crieayer NPOBOAMTH C OCTOPOKHOCTBIO
(cm. paznen 4.4).

Ilepopanvnvle anmukoazynanmel (Hanpumep, eap@aput)

OpnHOoBpeMEHHOE TPUMEHEHME KIONUAOIpeda W IMEpOpPalbHBIX AaHTUKOAryJISHTOB  HE
peKOMeHIyeTcs, TaK Kak JJaHHasi KOMOMHAIMS MOXKET YCHIIUTh KpOBOTeUeHHUe (CM. paszzien 4.4).
XOTs mpueM KIOMHUA0rpesia 75 MT B CyTKH HE H3MEHSIT papMaKOKMHETUKY BapdapuHa (cydcTpaTa
uzopepmenra CYP2C9) mmm MexayHaponHoro Hopmanu3oBanHoro otHomenus (MHO) y
NAlUEHTOB, JUIMTEIbHO MOJYYaIOUIMX JiedeHHe BappapUHOM, OJHOBPEMEHHBI MpUEM
KJIOMMJIOTPEIIA YBEINYMBAET PUCK KPOBOTEUEHHS B CBSI3U C €70 HE3aBUCUMBIM JIOIIOJHUTEIIBHBIM
BIMSIHUEM Ha CBEpPTHIBaeMOCTh KpoBHU. llosTomMy crienyer coOmolaTh OCTOPOXHOCTH NPH
OJIHOBPEMEHHOM NpreMe Bap(aprHa U KIOMUAorpena.

Bnoxamopul enuxonpomeuna 11b/111a

B cBs31 ¢ BO3MOXXHOCTBIO (hapMaKoIMHAMUYECKOTO B3aUMOAEHCTBHS MEXKAY KIOMUIOTPEIOM U
6mokaropamu riukonportenHa [Ib/Illa, ux oqHOBpeMeHHOE MPUMEHEHUE TPeOYyeT OCTOPOKHOCTH,
0COOEHHO y NaIMEeHTOB, UMEIOIIUX MOBBIIIEHHBIN PUCK pa3BUTHS KPOBOTEUEHUS (IIPU TpaBMax 1
XUPYPrHYECKUX BMEIIATEIbCTBAX MU JPYTHX MATOIOTHYECKUX COCTOSIHUAXK) (cM. pasnen 4.4).
Ayemuncanuyunosas kucioma

ACK He wu3MmeHseT wuHrubupyromiee neiictBue kionuaorpena Ha AJD-uHIynupyemyro

arperaiio  TpoMOOLMTOB, HO  Kiomugorpen  mnoreHuupyer  BiausHue ACK  Ha
9
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kionuorpesniom npueM ACK no 500 mr 2 pa3a B CyTKM B T€YEHHME OJHHMX CYTOK HE BBI3bIBAJ
CYLECTBEHHOI'O YBEJIMYEHUS] BPEMEHH KPOBOTEUEHMSI, BBI3BIBAEMOI'O NPUEMOM KJIOMUJOTPENA.
[Tpu ogHOBpeMenHoM npueme kinonuaorpena u ACK cienyer co6ioaath OCTOPOKHOCTb, TaK Kak
MEXIy HUMH BO3MOXHO (apMaKOJUHAMHYECKOE B3aMMOJCIHCTBHE, KOTOpOE HPUBOIUT K
MOBBIINICHUIO pPHUCKa KpoBoTeueHus (cMm. pasaen 4.4). Tem He MeHee, B KIMHUYECKHUX
UCCIICIOBAaHMUAX IALMEHTHI MOJydyald KOMOMHHPOBAHHYIO Tepamuio kionuporpenom u ACK
(75325 mr 1 pa3 B CyTKH) 10 OJHOTO rOjIa.

T'enapun

[To maHHBIM KIIMHUYECKOTO UCCIIEIOBAHUS, POBEICHHOTO C Y4acTHEM 3/I0POBBIX JOOPOBOJIBLIEB,
Ipy MpueMe KIOMmUaorpena He TpeOoBaoch M3MEHEHHS J103bl T'ellapiHa U HE U3MEHSIOCh €ro
aHTUKOAryJassHTHoe JeicTBue. OJHOBpEMEHHOE IPUMEHEHUE TelapuHa HE U3MEHSIO
aHTHarperantTHoro > dexra kmonumorpena. Mexay KIOMUIOTPEIOM U T€MapuHOM BO3MOXKHO
dapmMakoIUHAMUYECKOE B3aMMOJEHUCTBHE, KOTOPOE MOXKET YBEIWYMBATh PHUCK DPA3BUTHL
KpoBoTeueHu. [IpM OJHOBpEMEHHOM MPUMEHEHHM CJIEAYeT COOJII0AAaTh OCTOPOXKHOCTH
(cm. paznen 4.4).

Tpombonumuxu

be3onacHoCTh OJHOBpEMEHHOTO NPHUMEHEHHUs Kionuaorpena, (GpuOpuH-crienudUYecKux HIn
¢ubpuH-HecTIennHPUISCKUX TPOMOOTUTHUECKUX CPEJICTB U TenapruHa ObUIa H3ydeHa y MalueHTOB
C OCTpbIM HH(pAPKTOM MHOKapja. YacTtora KIMHUYECKH 3HAYMMBIX KPOBOTCUCHH Oblia
aHaJIOTMYHA TOM, KOTOpasi HabJoAanach B cydae COBMECTHOTO TPUMEHEHHsI TPOMOOIUTHYECKUX
cpencts u renapuna ¢ ACK (cMm. paznen 4.8).

Hecmepouonwvie npomueosocnanumenvnvie npenapamot (HIIBII)

B xirHMYecKoM uccie0BaHu|, IPOBEIEHHOM C yYaCTHEM 37J0POBBIX JOOPOBOJIBLIEB, COBMECTHOE
IIPUMEHEHNE KIIOMMUIOTPENa U HANIPOKCEHA YBEINYMBAJIO CKpbIThie noTepu KposH uepes3 JKKT.
Opnaxo, B CBSI3U C OTCYTCTBUEM MCCIIEA0BAHUN 110 B3aUMOJEHCTBUIO KJIOMUIOrpeENa ¢ IPYyruMH
HIIBII, B HacTosm1ee BpeMsi HEU3BECTHO, UMEETCsI JIU ITOBBIIEHHBIM PUCK K€y I0YHO-KUIIIEYHBIX
KpOBOTEYEHMM npu npueme kionuaorpena Bmecte ¢ apyrumu  HIIBII. Ilostomy mnpum
onHoBpeMeHHOM mpuMeHeHun HIIBII, B Tom uncne unruburopos LIOI'-2 ¢ kionmuporpenom,
CJIeAyeT COOJI0IaTh OCTOPOKHOCTD (CM. pasnen 4.4).

Cenexmuenvie uneubumopwvl oopamnozo saxeama cepomonuna (CHO3C)

Tak xak CHUO3C BausiioT HAa aKTUBALMIO TPOMOOLMTOB M YBEIMYMBAIOT PHUCK pPa3BUTHUS
KPOBOTEUYEHHSI, TO MPU OJHOBPEMEHHOM MTPUMEHEHHH CJIeIYeT COOII0IaTh OCTOPOKHOCTD.

Unoyxmopwt uzogpepmenma CYP2C19

10
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nomomeio uzodpepmenta CYP2C19, oxumaercs, 4To NpUMEHEHHE JIEKApCTBEHHBIX CPEICTB,
KOTOpbIE HHIYUUPYIOT aKTHBHOCTH 3TOT0 HM30()epMEHTa, MOKET NPUBOJIUTH K YBEITUYCHUIO
KOHIEHTPAlMU aKTUBHOTO METa0O0IUTa KIOMUAOorpea.

Pudamnunun, sBissch MOnTHbIM UHAYKTOpoM H3odepmenta CYP2C19, npu ogHOBpEeMEHHOM
OPUMEHEHUH C KJIOMHJOTPEIOM, MPUBOJUT KAaK K YBEIMYCHHIO KOHIEHTPALUU aKTHBHOTO
MeTa0oJINTa KIOMUIOTPelia, TaK U K MHTHOMPOBAHUIO TPOMOOIIMTOB, YTO MOKET MOBBIIIATH PUCK
BO3HHUKHOBEHHUs KpOBOTeueHHUs. B KkadecTBe Mepbl MPEIOCTOPONKHOCTH HE PEKOMEHAYETCS
MIPUMEHATH OJIHOBPEMEHHO MoOITHbIe HHAYKTOpPHl H3odepmenta CYP2C19 u xionummorpen
(cm. paznen 4.4).

Hueubumopot uzogpepmenma CYP2C19

Tak kak KJIOMUAOrpen MeTaboJIM3upyeTcss M0 00pa3oBaHUS CBOEro aKTHUBHOIO MeTabonurta
yactuyHo mnpu nomoum u3zodpepmenta CYP2C19, mpumeHeHHe JIeKapCTBEHHBIX CPEJICTB,
UHTUOMPYIOUINX 3TOT M30()ePMEHT, MOXKET MPHUBECTH K YMEHBIICHUIO 00pa30BaHUS aKTHBHOTO
MeTabonuTa Kionuaorpena. Kinmandyeckoe 3Ha4eHUE 3TOTO B3aUMOJICHCTBHS HE YCTaHOBIICHO. B
KauecTBe Mepbl TMPEJOCTOPOKHOCTH CclieqyeT u30eraTtb OJHOBPEMEHHOTO IPUMEHEHUs
KJIOTHJIOTPEJia ¥ MOLTHBIX MM YMEPEHHBIX HHTUOUTOpOB n3opepmenta CYP2C19.

MouasiME U yMepeHHbIMH HHrHOUTOpamu m3opepmenta CYP2C19 sBnstoTcst omemnpasou,
a3oMenpaszon, (QuyBokcamMuH, (IYOKCETHH, MOKJIOOEMHJ, BOPHKOHA30J, (IIYKOHA30I,
TUKJIOUINH, HIUMPOQIIOKCAIIUH, IUMETUINH, KapOaMa3enuH, oKkckapOa3enuH, XjaopaMpeHUKOII.
Hneubumopsl npomonHo nomnul

OHOBpEMEHHBIN MpPUEM KIOMUAOTPeNia ¢ OMENnpas3oyioM B j03e 80 mr (0JHOBPEMEHHO WIH C
nepepelBOM B 12 9 MeXIy mpueMaMH ABYX IPENapaTroB) CHIDKACT HKCIO3HMIUI0 aKTHBHOTO
MeTaboauTa Kionuaorpena Ha 45 % npu npueme Harpy3ouyHoi 7036l U Ha 40 % npu mpueme
noJ/iep>kuBatroiien 103b1. CHUKeHHEe ObUIO CBS3aHO C YMEHBLIEHHEM HHTMOUPOBAHUS arperaluu
TpoMOo1MTOB Ha 39 % npu npremMe Harpy304HoM /1036l M Ha 21 % mpu npueMe nojiep>KuBaroen
no3bl. [Ipennonaraercs, 9To 330MeNpa3oil B3aMMOACHCTBYET C KIOMUAOTPEIOM aHAJTOTHYHBIM
obpa3zom.

JlanHple HaOMIONEHUM M KIMHUYECKUX MCCIEIOBAHUN O KIMHUYECKUX IOCIENCTBUAX 3STHX
(bapMaKOKUHETHYECKHX U (hapMaKOAMHAMUYECKAX B3aUMOJICHCTBUN C TOYKU 3PEHHS Pa3BUTHUS
OCHOBHBIX  KapJHMOBACKYISIPHBIX ~ COOBITHMH  TPOTHBOpEYHMBBHI. B KauecTBe  Mepbl
IPEJOCTOPOKHOCTH HE PEKOMEH/YeTCs OJJHOBPEMEHHBIN MPUEM KIIOMUAOIPesia ¢ OMENPa30IoM
WM H30MENPa30JIOM.

MeHee BhIpaXEHHOE CHIDKEHHE YKCTIO3UIIMY MeTaboInTa HabJIF0AaI0Ch TIPH ITpUEMe Tperapara ¢

MTAHTOIIPA30JIOM HJIH JIAHCOIIPA30JIOM.
11
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AKTUBHOTO MeTa0o0JIMTa KIOMUI0Tpesia CHIKanachk Ha 20 % npu mpreMe Harpy304HOM 1036 U Ha
14 % nipu npueMe noAePKUBAIOIICH J103bl. ITO COMPOBOXKIAIOCH CHUKEHUEM CPEITHETO YPOBHS
UHrHOUpoBaHusa arperanuu TpoMbouutoB Ha 15 % u 11 % coorBerctBeHHO. I[lomydeHnHbie
pe3yNbTaThl YKa3bIBAlOT HA BO3MOXKHOCTb COBMECTHOIO MPHUMEHEHMs KIONMHAOrpena u
MaHTONPa30JIa.

Bout mpoBenieH psl KIMHUYECKUX HCCICHOBAHUI C KIONUOOSPENOM U OpYeUMU, OOHOBDEMEHHO
NpUMEHAeMbIMU — JIeKAPCMBEHHbIMU — Cpeocmeamu, €  1ENbI0  HM3y4eHUS  BO3MOXKHBIX
dapmakoIuHAMUYECKUX U (apMaKOKMHETUYECKUX B3aUMOJIEHCTBUM, KOTOpPbIE TOKA3alld, 4TO:

— IpU OJHOBPEMEHHOM IPHEME KIONUOOZPeNd C AMEHONONOM U/Unu HUGeounuHom
KJIMHUYECKH 3HAYMMOTO (papMaKoJMHAMUYECKOTO B3aUMOICHCTBUS HE HAOII01aJI0Ch;

— OJIHOBPEMEHHOE TPHUMEHEHUE @enobapbumanra u SCMpoceHo08 HE  OKa3bIBAIIO
CYIIIECTBEHHOTO BIUSHUSA Ha (apMaKOJMHAMUKY KJIOMUAOTPena;

- (hapMaKOKMHETUYECKHE TOKA3ATeNN OUCOKCUHA U Meouiiuna He U3MEHUTUCh TIPH UX
OJTHOBPEMEHHOM IIpHEME C KIIOMUIOTPEIIOM;

— JI0Ka3aTeNIbCTB TOTO, UTO JIPYTHE JIEKAPCTBEHHBIE CPE/ICTBA, TOHMKAIOIINE KUCIOTHOCTD B
KENyJKe, TaKUe Kak Oiokamopwl Hz-eucmamunosvix peyenmopos uiu aumayuosl, MPensTCTBYIOT
AHTUTPOMOOIITAPHON aKTHBHOCTH KIIOMHUJOTPENa, HET; aHMAayuoHble cpeocmea He CHUKAIOT
abcopOLHI0 KIIONUI0TPena;

— Genumourn u mondymamud MOXHO C O€30MaCHOCTHIO MPUMEHITh OJHOBPEMEHHO C
knonuaorpenom (uccnepoanue CAPRIE). ManoBeposiTHO, YTO KIOMUAOTPET MOXKET BIUATH Ha
METa0OM3M JIPYTUX JIEKAPCTBEHHBIX CPEJCTB, TAaKUX KakK (DEHUTOMH M TOJIOYyTaMUM, a TaKKe
HIIBII, koTopsie MeTabonu3upyrores ¢ nomoibio nzopepmenta CYP2CY nuroxpoma P450;

— uneubumoper AIID, ouypemuxu, Gema-aopeHoOIOKAmMOpbl, OIOKAMOPbL «MEONEHHBIXY
KAIbYUesblx KAHAN08, 2UnoiunudemMuyecKue cpeocmed, KOPOHApHble —8aA300ULAMAmMOopbl,
euno2nuKkemuyeckue cpeocmea (6 m. 4. UHCYIUH), NPOMUBOINULENMUYEcKUe cpeocmaad,
20pMOHO3aMecmumenvHas mepanusi u oroxkamopwr enukonpomeurna 1b/llla: B kimHuYecknx
WCCIICTOBAHMSIX KIIMHUYECKH 3HAUMMBIX HEXeNaTelIbHBIX B3aUMOJICHCTBUI HE BBISBIICHO.

JIeKapCTBEHHBIE CPEJICTBA, ABJISIOINIHECS CV6CTDaTaMI/I I/I30d)eDMeHTa CYP2CS8

[Toka3aHo, 4TO KJIONMUJOTpEN YBEIMUYUBAI CUCTEMHYIO SKCIO3ULUIO penaziuHuod y 310pOBBIX
no6poBosbiieB. MccnenoBanus N VItro mokasand, 4TO YBEIWUYEHHE CHCTEMHOW 3KCIIO3HMIUH
penariuHuaa SBIsSeTcs ciencTBUeM MHruoupoBanus mzodpepmenta CYP2C8 rimoKypOHUIHBIM
MetabonauToM Kionuaorpena. Cremayer coOMogaTh OCTOPOXXHOCTH IPH  OJHOBPEMEHHOM

MNPUMCHCHUHN KIIOMMUAOIrpEiia U JCKAPCTBEHHBIX CPEICTB, MeTa60J'H/I3I/Ipy10HH/IXCH C IMOMOIIBIO
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 23.06.2025 N= 15443
(AL Hgﬂ; 1 HOCTH 0005)
nzodepmenta CYP2C8 (manmpumep, penarinHuia, TAKIHTAKCE B3 KOM_YBCITHUCHHUS

WX TUIa3MEHHBIX KOHILIEHTpalui (cM. pazzen 4.4).

OHI/IOI/II[HBIC ArOHUCTHI

Kak um B cimydae npyrux mnepopaibHbIX HHTHOMTOpoB P2Y12, 0omHOBpeMEHHOE NMPUMEHEHUE
OMHOUIHBIX aTOHUCTOB MOKET 3a/IeP’KUBATh U YMEHbILIATh a0COPOLIMIO KIIOMHIOTPElia, BEPOSITHO,
13-3a 3aMEJIJICHHOTO OMOPOKHEHHUS JKelyaka. KinmHuueckoe 3HaueHue JaHHOTO B3aUMOICUCTBUS
Hens3BecTHO.  Creayer  paccMOTpeTh  BO3MOXKHOCTh — HA3HAUEHHUSI — MApPEHTEPaTbHOIO
AHTHArperaHTHOro IpernapaTa y MaldeHTOB C OCTPHIM KOPOHAPHBIM CHHIPOMOM, TPEOYIOIIHUX
OJIHOBPEMEHHOTO IIPUMEHEHUsI MOp(UHA WK APYTUX OMUOUTHBIX arOHUCTOB.

PosyBacratun

Br110 Mokaszano, 4To KJIOMHUIOTPEN YBEIMYHUBACT SKCIO3HIINIO po3yBacTatuHa B 2 paza (AUC) u
B 1,3 paza (Cmax) mocne npuema kiaonuaorpena B go3e 300 mr u B 1,4 paza (AUC) 6e3 BiusiHUS HA
noka3arenb Cmax OCJIe TOBTOPHOIO MIpHEMa KIIOMHUA0TpeNa B 03¢ 75 M.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTD U JAKTALMS

bepemeHHOCTD

HccnenoBanuss Ha >KUBOTHBIX HE BBIIBWIM HHU MPSIMBIX, HU HENPSIMBIX HEOIArompusTHBIX
3¢ dexToB Ha TeueHue OEPEMEHHOCTH, SMOPHOHAIBHOE pAa3BUTHE, POJbI U MOCTHATAIbHOE
pasButHe. Tak Kak He BCET/a IO pe3yabTaTaM HCCIISI0BAHUN Ha )KMBOTHBIX MOXKHO TPECKA3aTh
PEaKIUI0 y YelIOBEeKa, W BCJCACTBUE OTCYTCTBHUS JAaHHBIX KOHTPOJHUPYEMBIX KIMHUYCCKHX
UCCJICIOBAHUM MO0 TpHEeMYy KIONMUAOrpena OepeMEHHBIMU >KEHIIMHAMH, B KadyeCTBE MEpbI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPHUEM KIOMHIOTpeNa BO BpeMs OepeMeHHOCTH, 3a
WCKIIFOYEHHEM TeX CJIydaeB, KOTJa, MO0 MHEHWIO Bpaya, €ro NPUMEHEHUE HaCTOSTEIHHO
HE00X0IUMO.

JlakTanus

B uccrnenoBanusix Ha KpbIcax MOKa3aHO, YTO KIOMUAOTPEN U/ UITH €r0 METaOOIHUTHI BBIICIAIOTCS C
TPYJIHBIM MOJIOKOM.

HewusBectHO, BbIACNAETCS JIM KIIOMHUAOTPEN C TPYAHBIM MOJIOKOM 4YelOBeKa. Tak Kak MHOTHE
JIEKapCTBEHHBIE CPEACTBA BBIACIAIOTCS C TPYAHBIM MOJOKOM M CYIIECTBYET PUCK Pa3BUTHS
MOTECHIMATIBHBIX HEONArompusiTHBIX peakuuid y peOeHKa, HaXOMsIIerocs Ha TPYyAHOM
BCKapMIITMBAHWH, CIICAYET MPUHATH PEIICHUE O TMPEKPANICHUH TPYTHOTO BCKAPMITHBAHKS WITH 00
OTMEHE TIperapara ¢ yueToM HeoOXOMMOCTH €To MpruemMa JijIsi MaTepH.

DdepTUabHOCTD

B nccnenoBanusax Ha )KMBOTHBIX HE OBLIO BBISIBIEHO, YTO KJIOMMIOTPEN BIAUAET HA (PePTUILHOCTD.
4.7. BuusiHue Ha CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHM CPEACTBAMH M padorarh ¢

MEXaHU3MaMHu
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inoe OB A HOCTE 00057
Kronunorpen He OKa3bIBaeT CYIIECTBEHHOTO BHHHHHH%'MO‘J@%GGXEEHMLE'Imﬂ

-

ynpaBJIeHI/IH TpaHCHOpTHBIMI/I CpeI[CTBaMI/I NJIN 3aHATUA ILp}/I‘I/IMI/I IIOTCHUOHUAJIBHO OIIaCHBIMHU
BHUIaMU ACATCIbHOCTU.
4.8. HexkennaTesibHbIE peakunu

Pesrome mpoduisg 6esonacHOCTH

BezonacHocts kionugorpena nzydena oosnee uem y 44000 manueHToB, B TOM 4Hciie Ooiee ueM y
12000 manueHTOB, MOJyyaBIIMX JEYCHHE B TEUEHHE roja win oosee. B 1ienoM nepeHoCHMOCTb
KJonuaorpena B go3e 75 mr B cyTku B uccienoanuu CAPRIE cooTBeTcTBOBaIa IEPEHOCUMOCTH
ACK B nmo3e 325 mMr B CyTKHM, HE3aBHCUMO OT BO3pacTa, Ioja U PacoBOM MPHUHAIJICKHOCTH
nandeHTtoB. Huke mnepeduclieHbl KIMHUYECKH 3HAYUMbIE HEXKeJIaTeNbHbIE  PEAKIUH,
HaOIromaBIIMeCs B AT Oonpinx KiauHndeckux ucciaenosannsx: CAPRIE, CURE, CLARITY,
COMMIT, ACTIVE-A u TARDIS.

KpoBoTeuenue sBiseTcs HanboJee 4acTol peakiueld, 0 KOTOPOi COOOIIaIOCh KaK B KIIMHUYECKHUX
WCCJICIOBAHUAX, TaK M TPH MOCTPETUCTPAIMOHHOM NPUMEHEHUHW IMpemnapara. Yamie Bcero
COO0IIAIOCH O KPOBOTEUCHHUSX B TEUCHUE TIEPBOTO MECSIIA JICUCHUS.

B xnmanueckom uccnenoBanun CAPRIE o6mas vactora BceX KpOBOTEUEHHMH y MAIMEHTOB,
MPUHUMABIINX KJIONHUAOIrpen, U y nauuentoB, npuHumaBmux ACK, cocraBuna 9,3 %. Yacrora
TSDKETIBIX KPOBOTEUECHUH nipu npuMeHeHnn kionuaorpena u ACK Obuia conmocraBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenoM yacToTta pa3BUTHS KEITyA0YHO-KUIIECYHBIX KPOBOTEUECHUH y MAlIMEHTOB, MPUHUMABIINX
KJIONUAOTpel, U y nanuenToB, npuaumaBmnx ACK, cocrasmsiia 2,0 % u 2,7 %, COOTBETCTBEHHO.
OO6m1as yacToTa KpOBOTEYEHUHN APYroi JIOKATU3AIMK TIPU MpUeMe KJIOMUI0Tpena Mo CPaBHEHHIO
¢ mpuemoM ACK Obura Boime (7,3 % npotus 6,5 %, coorBeTCTBEHHO). OJTHAKO YaCTOTA TSHKEIBIX
KpoBoTeueHHi npu npueme kionugorpena u ACK Owina conocraBumoit (0,6 % wnmm 0,4 %,
COOTBETCTBEHHO). Hambonee uacTto co0OIIATOCh O PA3BUTHU CIEAYIOIIMX KPOBOTEUECHUH:
MypITypa/KpOBOTIOJITEKH, HOCOBOE KpoBOTeueHue. Pexe cooOmanoch O pa3BUTHUU TeMaTOM,
reMaTypUH U TJIa3HBIX KPOBOUBIUSIHUM (TJIABHBIM 00pa3oM, KOHbIOHKTHBAIBHBIX ).

YacrtoTa BHYTPUYEpPENHBIX KPOBOM3IMSIHMIA Tpu mnpueme kimonuaorpena u ACK Obuia
conoctaBumoii (0,4 % wim 0,5 %, COOTBETCTBEHHO).

B xmmanveckom uccnenoBann CURE y manmenTtoB, npuauMasmux kinonuaorpen+ACK, mo
CpPaBHEHUIO ¢ MallMeHTaMu, TpuHUMaBImMH T1are60+ACK, HaGm01a710Ch YBETMYEHHE YaCTOTHI
pa3BuTHs 00JbIINX KpoBOTEeUeHUH (3,7 % mo cpaBHeHuUto 2,7 %), n Manbix kpoBoTeueHuit (5,1 %
no cpaBHeHuio 2,4 %). B OCHOBHOM, HMCTOYHMKAaMHU OOJBIIUX KPOBOTEUYCHUU SBISUIACH

xenynodHo-kumeunbiil TpakT (PKKT) u mecta myHKIMU apTepuii.
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Yacrora pa3BUTHS YrpoOXKAIOMIMX JKU3HU ](DOBOTG‘&%EJ%JQI@&J&Q@ ':IIIJPﬁ'{P}MIE{;ﬂHHX

kionuaorpen+ACK mo cpaBHeHMIO ¢ manMeHTaMu, npuHUMaBMu miarne6o+ACK, noctoBepHo
He paznnyanacsk (2,2 % u 1,8 %, COOTBETCTBEHHO), YaCTOTa pa3BUTHS (paTalbHBIX KPOBOTCUCHHUN
ob11a oguHakoBoi (0,2 % mpu 000UX BUAAX TEpaIUM).

YacTtoTa BOZHUKHOBEHHUS HE YIPOKAIOLIUX YKU3HU OOJBIIMX KPOBOTEUEHHI ObLIa IOCTOBEPHO
BBHIIIIE Yy TMAlUMEHTOB, NpUHUMaBmKX Kionuaorpeat+ACK, mo cpaBHEHHIO ¢ NalMEHTaMH,
npuanMaBmuMu  maane6bo+ACK (1,6 % u 1 %, COOTBETCTBEHHO), HO 4YacToTa pPa3BUTHUS
BHYTpPUUEPEIHBIX KPOBOM3NUSHUN Obu1a onuHakoBoii (0,1 % npu o0oux BUax Tepanuu).
Yacrora pa3BuTHsi OOJBIINX KpoBOTeueHH B rpynme kionugorpent+ACK 3aBucena oT 1036l
ACK, kak 1 yacToTa pa3BUTHs OOJIBIINX KpoBOoTeueHUH B rpymre mianedo+ACK.

VY nauueHTOB, NpeKpaTtuBIIMX Tepanuio kiornuaorpenoM+ACK Oonee wem 3a 5 mgHei 1o
AOPTOKOPOHAPHOTO IIYHTHPOBAHMS, HE OTMEYAJIOCh YYAIl[EHUS CIy4aeB DPa3BUTHS OOJBIINX
KPOBOTEYEHHI B TEUYeHHWE 7 IHEH Tmocie BMENIaTeabCTBA. Y MAIUMEHTOB, MPOJIOJIKABIINX
AQHTUTPOMOOIMTAPHYIO TEPANMIO B TCUCHHE IMOCIEIHUX IISATH JHEH Tepen aopTOKOPOHAPHBIM
IIYHTUPOBAHUEM, YACTOTa 3TUX COOBITHIA IOCIIE BMEIIATEeNbCTBA cocTaBisuia 9,6 % (B rpymme
knormuorpen+ACK) u 6,3 % (B rpynmne mianedo+ACK).

B ximnnueckom uccnenoBanuu CLARITY wactora 607bIIKMX KPOBOTEUEHUN B 00X TpyIIax
(xmommuporpen+ACK u miane60+ACK) Obima conocraBuMoit B o6enx rpymmax jedenus (1,3 %
npotuB 1,1 % B rpynmne kinonuporpen+ACK u rpynne mnane6o+ACK, coorBercTtBeHHO0). OHa
OblJIa OAMHAKOBOW B MOJATPYIMIAX MAI[MEHTOB, Pa3AeICHHBIX IO UCXOAHBIM XapaKTEPUCTUKAM U
1o BuaaM (pUOPUHOIUTHYECKOM Teparuy Uik renapuHOTEepanyu.

YacroTa Bo3HUKHOBEeHHU (aTanbHbIX KpoBoTeueHui (0,8 % npotus 0,6 %) u BHyTpuUYepenHbIxX
kpoBousnusauit (0,5 % mpotus 0,7 %) npu neuenun knonuaorpen+ACK u mmane6o+ACK,
COOTBETCTBEHHO, ObljIa HU3KON M COMIOCTAaBUMOM B 00€UX Ipymnax Je4eHus.

B xmuamueckom wuccnegoBanun COMMIT oOmias wactota HeuepeOpanbHBIX —OONBIIMX
KPOBOTEUYCHHH MM 1IepeOpaibHbIX KPOBOTEUEHUH Obli1a HU3KOW 1 ouHakoBoi (0,6 % B rpymme
kionugorpen+ACK u 0,5 % B rpynme miane6o+ACK).

B xnunnveckom uccnenoanun ACTIVE-A gacrora pa3Butus 00JIbIINX KPOBOTEUEHHUHN B IpyIINe
kinonuaorpen+ACK Obuta Bbime, yem B rpymnme miane6o+ACK (6,7 % mnpotuB 4,3 %,
COOTBETCTBEHHO). boJbIne KpOBOTEUEHHSI B OCHOBHOM OBLTH BHEYEPEITHBIMH B 00EUX TpyTIiax
(5,3 % mpotuB 3,5 %), riaaBHBIM 00pa3oM, W3 KEITYJOUYHO-KHIIEUYHOTO TpakTa (3,5 % mpoTus
1,8 %). B rpynmne xinonuaorpentACK BHyTpuUepenHbIX KpPOBOM3IUSHUN ObLIO OOJNbBIIE O
cpaBHeHuto ¢ rpynnoii miane6o+ACK (1,4 % nportus 0,8 %, coorBeTcTBeHHO). OTCYTCTBOBAIU

CTaTUCTUYCCKU 3HAYMMBIC pA3JINYUAg MCXKIAY OTUMU I'PYIIIAMH JICUCHHUA B HaCTOTC BOSHUKHOBCHU A
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datanbHbIX kpoBoTeueHuit (1,1 % nportus 0,7 %) u reMégf;ﬁénji%a&gﬁb“J@hH; I.(-0],_8'_' %:II;B:(;TI/IB

Y OTYETY

-

0,6 %).

B nccnenoanuun TARDIS y nanueHToB ¢ HEJaBHO MEPEHECEHHBIM HIIEMUYECKUM HHCYIIBTOM,
[OJYYaBIIMX HMHTCHCUBHYIO AaHTUTPOMOOLIMTApHYIO TEpaluio TpeMs JIeKapCTBEHHBIMU
npenapatamu (ACK-+kionuaorpen+aunupuiamon), Habaoaanuch 6osiee 4acTble KPOBOTEUEHUS
U KpOBOTEUEHHUs! OOJbIIeH CTENEHH TSHKECTH M0 CPABHEHUIO C MAIMeHTaMH, MOJy4YaBIIUMHU
MOHOTEPAINHUIO KIOMHUIOTPEIOM WM KOMOMHHMpoBaHHYI0 Tepamuto ACK u aummpumamosaoMm
(ckoppektupoBanHoe obiee otHommeHue mancos (OIL) 2,54, 95% U 2,05-3,16, p <0,0001).

TabanuHoe pE3IOME HEKENATCILHBIX PeaKIMH

HexenarenpHble peakiuy, KOTOPbIE BO3HUKIU BO BpeMs KIMHUYECKUX HCCIEAOBAHUN WIH O
KOTOPBIX COOOIIATIOCH CIIOHTAaHHO, IPEJICTABICHBI B Ta0ymile HUxe. X acTora onpenensiercs ¢
UCIIOJIb30BAHUEM CIICIYIOIIMX YCIOBHBIX 0003HaueHui: yacto (o1 >1/100 mo <1/10); nHeuacrto (0T
>1/1 000 mo <1/100); pemko (ot >1/10 000 mo <1/1 000); ouenp pemko (<1/10 000); gacrora
HEM3BECTHA (HEBO3MOXKHO OIICHUTH 0 UMEIOIIUMCS JaHHBIM). B KaKI0M CHCTEMHO-OPraHHOM

KJIaCCC HCKEJIATCIbHBIC PCAKINH MTPCACTABJICHBI B IIOPAAKE y6I)IBaHI/I$[ CCPbC3HOCTH.

CucreMHo- Yacro Heuacto Peakxo Ouennb penko

OpPraHHbIN KJace Yacrora Heu3BecTHA™

Hapywenus co Tpombonurore | Heirponenus, TpomboTudeckas

CMOpPOHbL  KpOBU U HUS BKJIFOYast TPOMOOIUTONICHNIECKAsT

aumpamuyeckou Jleitkonenus TSKEIYIO nypuypa

cucmemol Do3uHo U HEUTPOTICHHIO Annactuueckas aHeMHS
[Tannuronenus
ATrpaHyJoImTo3

Tsxenast TpOMOOIUTOTICHUS
[Ipuobperennas remodumms A
I'panynonuronenus

AHnemus

Hapywenus co Cunapom Koynuca
CmMopoubl cepoya (BazocmacTuyueckas
aJulepruyeckasl CTEHOKapust/
aJUIeprUYecKuit nH}apKT
MHOKapnaa), O0O0YyCIOBICHHBIN
peaxuuei
THIIEPYYBCTBUTEIBHOCTH  Ha
Kjonuaorpen™®

Hapywenusa co AHadmIaKTONuIHBIE PEAKIIH
CMOPOHbL  UMMYHHOU CriBopoToyHas 00J1€3Hb
cucmembl IlepexpectHeie
anjgeprudeckue u
reMaToJOTHUECKUE PEaKIUH C
JPYTUMH  THEHOIHPHANHAMHU
(TakMMH ~ KaK THKJIOTHIMH,
npacyrpen)*

(cm. paznen 4.4)
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HMHCYTHHOBBIN CHUHIPOM
(Moxer TIPUBOIUTH K
CEpbE3HOU TUIOIIMKEMHUH,
ocobeHHo y manueHToB ¢ HLA
DRAA4 cepotunom)*
Icuxuueckue CryTaHHOCTb CO3HAHUS
HapyweHus lammonnHanuu
Hapywenus co BnyTtpuuepenn Hapymenue BKYCOBOT'O
CMOpPOHbL  HEePEHOU 3 BOCIIPUATHSA
cucmemol KPOBOM3ITHAHHA AreB3us
(B HEKOTOPBIX
CITyJasx c
JIeTaJIbHBIM
HCX0JIOM)
l'onoHast 601k
I'onoBokpysxeH
ne
[Tapectesus
Hapywenus co I'nazueie
CMOpOHbL opaana KPOBOM3ITHSHHA
3peHust (KOHBIOHKTHBAI
bHbBIE, B TKAHU U
CEeTYaTKy Irja3a)
Hapywenusa co Bepturo
COPOHbL opzana
cayxa u 1abupunma
Hapywenus co | 'ematoma Cnyyan CepbE3HBIX
CMOPOHBL COCYO08 KpPOBOTCUCHHU I
KpoBoreuenns u3
TIOCIIEOTICPAIMOHHBIX paH
Backynut
ApTepuanbHas THIIOTECH3USA
Hapywenusa co | HocoBoe KpoBoteuenus u3
CMOpOHbL KpPOBOTEUCHHE JIBIXaTEIBHBIX nyTe
ObIXamenbHOl (KpoBOXapkaHbe,  JIETOYHOE
cucmemsl,  OpeaHos KpPOBOTCUCHHE)
2PYOHOU  KiemKu U Bponxocnazm
cpedocmenus WHTtepcTunmanbHas
ITHEBMOHUS
D03uHOGUIbHAS THEBMOHUS
Kenyoouno- Kenynouno- SI3Ba xemyaka 3abpromuHHble | JKenmyaoqHO-KUIIeUHbIe u
KuieyHvle KHIIIEYHBIE S3Ba KPOBOTEUYECHHUS 3a0pIONINHHBIE KPOBOTCUCHHUS
HapyweHus KPOBOTEUYECHHUS JIBEHAIIATUIICD C JICTaJIbHBIM HCXO0J0M
Huapes CTHOM KHULIKU [TankpeaTur
bonb B xxuBoTe | 'acTput Konur (Bkmrouass sI3BEHHBII
Hucnencus TomHoTa WM TUM(OIUTAPHBIA KOJIHT)
PBota Cromatut
3amnop
Merteopuszm
Hapywenus co Octpas MeYeHOYHAS
CMOpPOHbL  heYyeHu U HEI0CTaTOYHOCTh
JHCenuesbl8O0AUUX I'ematut (He MHPEKITMOHHBIIN)
nymei
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TOETEAT RS khorie — o7 - Hops
JabopaTOpHBIX  TOKa3arenei
(YHKIIMOHAIBHOTO COCTOSHUS
TICYCHN
Hapywenus co | Kposononreku | KokHas chlnb Bynnesnsrit JIepMaTUT
CMOpOHbL  KOJCU U KoxHbli 3y1 (TokcHueckuit
NOOKOJCHBIX MKAHell Koxnoe SMHUAEPMAaNbHBIA  HEKPOJIU3,
KPOBOMBJIHSHUSA CHHAPOM CruBeHca-
(mypmypa) JxoHCcOHa,  MHOTO(OpMHas
3pUTEMa, OCTpBIi
reHepaIn30BaHHbIN
9K3aHTEMATO3HBIH  ITyCTyJe3
(AGEP))
AHTMOHEBPOTUYECKUH OTEK
Cunppom JIEKapCTBEHHO
THIIEPYYBCTBUTEIBHOCTH,
JIeKapCTBEHHAA CBITIb c
203UHOQIIUCH H CHCTEMHBIMH
MIPOSIBICHUSIMU (DRESS-
CHHIIPOM)
OpuTeMaTo3Has ChINb
OkchonnaTHBHAs CHIb
KpanuBHuna
Ok3ema
IInockwuii nmuai
Hapywenusa co I'mHekomacTus
COPOHbL
PenpoOYKmMuGHou
cucmemol u
MONOUHBIX dicenes
Hapywenusa co CKeeTHO-MBIIICYHbIE
CMOPOHBL MbIUUEUHO, KpPOBOTEUECHHUS (FeMapTpo3)
CcKenemHoll u Aptpur
COEOUHUMENLHOU ApTpanrus
mKaHu Muanrus
Hapywenus co I'emarypus I'nomepynonepput
CMOpOHbI  NOYeK U [oBblllIeHHEe  KOHIEHTPALUH
MOUEBbIBOOAUUX KpeaTHHUHA B KPOBU
nymei
Obwue napywenus u | KpoBoTeueHus B JIuxopaaka
peakyuu 8 Mmecme | MECTE HHBEKIMN
86e0eH s
Jlabopamopnule u YBenuuenue
UHCIMPYMEHMATbHbLE BpPEMEHHU
oanHble KpPOBOTEUCHHS
CHuxeHue
qucna
HEUTpOoPHIOB
CHuxeHue
KOJINYeCTBA
TPOMOOIIUTOB

Onucanye OTACIbHEIX HeXKENIaTSAbHBIX PeaKIIUN
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(NOCNEQCBATENEHOCTE 0005)

Heumponenus

B uccnenosanuu CAPRIE, Tsxenas neitrponenns (<0,45 x 10%1) mabmonanuce y 4 IaueHToB
(0,04 %), npuHuMaBIIKX Kionuaorpen, vy 2 nauueHtos (0,02 %), npuaumasimnx ACK.

Y aByx u3 9599 marueHTOB, MPUHUMABIIMX KIOMHAOTPEI, HAOIIOAAIOCH TOJHOE OTCYTCTBHUE
HeliTpoduinoB B mnepudeprueckoil KpOBH, KOTOPOro HE HAONI0NAIOCh HU Yy OJHOTO W3
9586 marmentoB, npuauMaBmux ACK. HecMoTps Ha TO, UTO PHCK Pa3BUTHS MUEIOTOKCUYECKOTO
JIEHCTBUS TPU MIPHEME KIIOTHIOTPEa SBIISETCS JOCTATOYHO HU3KUM, B CIlydae €CJIH Y TaIHeHTa,
MPUHUMAIOILIETO KJIIOMHUI0TPEI, Ha0II01aeTCsl MOBBILICHUE TEMIIEPATYPhl UITU MOSIBIISIFOTCS APYTUE
npu3HaKy UHPEKLNH, ClieAyeT 00cIeI0BaTh MalrueHTa Ha peIMET BO3MOKHON HEUTPOIICHUH.
Annacmuueckas aHemust

[Tpu nedyeHnn KIOMUIOTPENIOM B OJJHOM CIIydae HaOJF01a0Ch Pa3BUTHE AIJIAaCTHUECKON aHEMHUHU.
Tpomboyumonenus

YacToTa BO3HHKHOBEHHS TsDKenoil TpomOounmronmennn (<80 x 10%m) cocrasuma 0,2 % y
NAlUEeHTOB, NpuHUMaBmMX kionuaorpen u 0,1 % y mnauumenros, npuHumasmux ACK,
c0001Ianock 06 04eHb PEIKUX CITYYasxX CHIKEHUS uncia TpoMoormTos <30 x 10%/.

B uccinenosanusx CURE u CLARITY HaOmMr0qaI0Ch COITOCTABUMOE KOJIMYECTBO ITALIUEHTOB C
TPOMOOLIUTONICHUEH WUIIH HEUTPOIIEHUEH B 00CHX TpyIax JICUSHHUS.

COO6HI€HI/I€ 0 ITOA03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo01m1ath 0 1o103peBacMbIX HEXENIATENbHbIX PEAKIUAX [TOCIIE pErucTpaliy rnpemnapara ¢
LEeNbI0  O0eCcleYeHns: HENMPEephIBHOIO MOHUTOPHHIA COOTHOIICHUS «IOJb3a — PHCK»
JIEKapCTBEHHOTO Mpernapara. MeIuIMHCKUM pabOTHUKAM PEKOMEHYeTCs coo0IaTh O JIOOBIX
MI0JI03PEBAEMBIX HEXKEIATENbHBIX PEaKIUsAX JEKAPCTBEHHOTO IMperapara depe3 HallMOHAIbHbIC
CHCTEMBI COOOIICHHS O HEXeNaTeNbHBIX PEeaKIHsIX TOCYAapCcTB — UJICHOB EBpa3uiickoro
HKOHOMHYECKOTO COI03a.

Poccuiickas ®edepayus

109012, r. MockBa, CrniaBstHCKas TUIOIIab, 1. 4, CTp. 1

®denepanpHas cayx0a mo Haa30py B cdepe 3apaBooxpanenus (Poczapasuanzop)

Tenedon: +7 (800) 550-99-03

OnexkTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caitt B HH(OPMaLMOHHO-TEIEKOMMYHUKAMOHHON CeTH «HTEpHET»:
https://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMOTOMBI

[lepeno3upoBka KJIOMHUIOTpETa MOXKET BECTH K YBEIHMYEHHIO BPEMEHH KpPOBOTEYEHHUS C

MOCICAYIOIUMHA OCJIO)KHCHUSAMHA B BUAC Pa3BUTUA KpOBOTG'—I@HPIfI.
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JleueHune

[Ipy moOSIBIEHMH KpPOBOTEYEHHUS TpeOyeTcs TMPOBEIACHHWE COOTBETCTBYIOIIUX JIEUEOHBIX
MEpONPUATHIA. AHTHIOT KIONHUIOTpeaa He ycTtaHoBJeH. Ecin HeoOxoauma ObIcTpast KOppeKUus
YJIMHHUBIIETOCA BPEMEHU KPOBOTECUEHHs, TO PEKOMEHIYETCS IIPOBEICHHUE IEpeIvBaHuUs

TPOMOOLIUTAPHON MACCHI.

5. PAPMAKOJIOTMYECKHE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

dapMakoTepaneBTUYECKass TPYIIa: aHTUTPOMOOTHYECKUE CPEACTBA; AHTHUArPEraHThl, KpoMe
renapuHa.

Koxg ATX: BO1ACO04

MexaHu3M ASHCTBHUS U d)aDMaKOHI/IHaMI/I‘leCKI/Ie Sd)d)eKTLI

Knonunorpen npeacrapusier co0oil mposiekapcTBO, OAUH M3 aKTUBHBIX META0OIUTOB KOTOPOIO
SBIISICTCS. MHTHOUTOPOM arperanuud TpoMOomuToB. [[ns oOpa3oBaHuss aKTUBHOTO MeTaboiuTa,
KOTOPBI TMO/JABISET arperamuio TPOMOOUUTOB, KIOMUAOTPEN JOJDKEH METa0OIHU3UPOBATHCS C
nomoniblo u3odepmentoB cuctembl nuroxpoma P450 (CYP450). AxTuBHBIA MeTaOOIUT
KJIOMKIOTPeNia CEICKTHBHO HHTHOMpYeT cBs3biBaHue aneHosuHaudocdara (AJID) ¢ P2Y1w
peuenTopoM TpoMOonuTOB M mnocieayrouryo AJld-onocpenoBaHHy0 aKTUBALMIO KOMILIEKCA
mmkornporenna [Ib/Illa, mpuBoas K MOMABICHUIO arperauu  TPoMOouuTOB. braromaps
HEOOPaTUMOMY CBSI3bIBAHUIO, TPOMOOLUTHI OCTAIOTCS HEBOCTIPUUMYHMBBIMU K cTUMysiiuu AJ{D
B TEYEHHWE BCEr0 OCTaBIIErocsi Cpoka cBoed >Ku3HU (mpubnusutensHo 7—-10 nHeil), a
BOCCTAHOBJIEHME HOPMaJbHON (QYHKIUMM TPOMOOIUTOB MPOUCXOAUT CO  CKOPOCTHIO,
COOTBETCTBYIOIICH CKOPOCTH OOHOBIIEHUSI TPOMOOIIUTOB.

Arperaiust TpOMOOIIMTOB, BbI3BaHHAs arOHUCTaMH, OTJIIMYHBIMU 0T AJ[D, Taxke MHrHOupyercs
3a cyeT OJ0Ka bl YCUIIEHHOW aKTUBAIlMK TPOMOOLIUTOB BBHICBOOOXK1aeMbIM AJ[D.

Taxk kak 00pa30BaHHE aKTUBHOT'O META00JINTA TPOUCXOIUT IIPU TOMOIIU U30()EPMEHTOB CUCTEMBI
nutoxpomMa P450, HekoTopble M3 KOTOPHIX MOTYT OTJIMYaThCS MOJUMOP(PU3IMOM WU
UHTUOMPOBATHCS JPYTUMH IIperapaTtaMHd, HE Y BCEX MAI[MEeHTOB BO3MOXHO aJeKBaTHOE
MHTUOMPOBAHUE arperaluu TpPOMOOIUTOB.

[Tpu exxenHEBHOM IpuUeMe KIIOMMIOTpeNia B JO3UPOBKE 75 Mr 1 pa3 B CyTKH € NEPBOIO ke THS
npueMa OTMeJaeTcsl 3HaunTeapHoe noaasienne AJld-uanyupyeMoit arperaiuu TpOMOOIIMTOB,
KOTOpOE ITOCTENEHHO YBEIMUNBAETCS U 3aTEM, B HHTEPBAJIE MEXY 3 U 7 IHEM IIPUEMA, BBIXOAUT
Ha TIOCTOSIHHBIA YpPOBEHb (IIpU JOCTMKEHMM PAaBHOBECHOIO COCTOsIHMS). B paBHOBECHOM

COCTOSTHUM arperamus TpoMOoIuToB nojasisiercs B cpeaaeM Ha 40—60 %. [Tocite nmpekpareHus
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BO3BPAILAIOTCS K UCXOJHOMY YPOBHIO, B CPEAHEM, B TCUCHUE 5 JHEH.

Kinunanueckas 3¢ dhekTUBHOCTE U 0€30I1aCHOCTD

bezonacHocth U 3(h()EeKTUBHOCTH KJIOMUIOTPENa OLIEHHWBAJIACh B CIEAYIOIIMX HCCIIEIOBAHUSIX:
uccinenoBanne CAPRIE, cpaBuenue knonumorpena ¢ ACK, a taxke uccnemoBanns CURE,
CLARITY, COMMIT (mononuutensheiii ananu3 noarpynn — CLARITY PCI), CURRENT-
OASIS-7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-
W, B KOTOpBIX CpaBHUBAIM KIOMHAOTpea ¢ Manebo; oba JIeKapCTBEHHBIX Ipenapara
HazHavanuch B komOuHanmu ¢ ACK u pyroit ctanmapTHOM Teparuei.

Heoasno nepenecennviti  ungapxm muoxapoa, HeOA8HO NePeHeCceHHblll UHCYIbM U
OUAZHOCMUPOBAHHOE 3a001e8aHue nepugepuieckux apmepui

B uccnenoBanne CAPRIE Oputn BrtoueHsr 19 185 manueHToB ¢ arepoTpoMO030M, KOTOPBIH
NpOSBUIICS B BHUJE HENABHO IepeHeceHHoro wuHpapkra muokapna (<35 paHell), HeIaBHO
NEPEHECEHHOT0 WIIEMUYECKOTO HMHCYAbTa (0T 7 AHEW 10 6 MecsleB) MM YCTaHOBICHHOTO
3aboneBanus mnepudpepuueckux aprepuit (3[1A). ITlamueHTl OBLIM pPaHIOMH3UPOBAHBI IO
rpymniam, NoJy4yaBIluM KJIOMUJIOrpel B cyTouHoM 1o3e 75 mr, uinu ACK B cyrounoii no3e 325 wr,
U OCTaBaJUCh MOJ HaOmoJeHueM B TeueHue oT 1 roga go 3 ner. B moarpymnmne mamueHToB,
nepeHecmux uHMapKT MUOKap/a, 00JIBIKMHCTBO NanueHToB nojydanu ACK B TedeHue nepBbIx
HECKOJIBKMX JIHEH mocie ocTporo mH(papkra Muokapnaa. Kiomumorpen 3HauMTENBHO CHHYKAI
YacTOTY HOBBIX HIIEMHUYECKHUX COOBITUH (KOMOMHHMpOBaHHas KOHEYHAas TOYKa — HH(APKT
MHOKap/1a, UIIeMUYECKHI HHCYIIBT U COCYIUCTast cMepTh) o cpaBHeHUIo ¢ ACK. Ananu3 o6eit
CMEpPTHOCTH KaK BTOPUYHOH KOHEYHOH TOYKH HE BBIABMJI 3HAYMMOTO pa3IHUUs MEXKIY
kionuaorpenom (5,8 %) u ACK (6,0 %).

[Tpu ananmu3e NOArpynn ¢ NpUMEHEHHEM KaueCTBEHHON OLIEHKU COCTOSHUS (MH(papKT MUOKapAaa,
uimemudeckuit MHCynpT U 3I1A) Hanbonbimuit 3¢dexr Tepanuu Habmoalcs y NalMEHTOB,
BKJIIOUEHHBIX B HcciiefjoBaHue B cBs3M ¢ 3IIA (ocobeHHO Tex, y Koro B aHaMHe3€ ObL1 MH(pApKT
MUOKapaa) u 6osee cnadwiii dddexT (HesHauntenbHo oTinuvarommiicss or ACK) y manueHTtos,
NEpEeHEeCIINX HHCYJIBT. Y NalMEeHTOB, BKIIOYEHHBIX B HCCIEOBAHUE TOJBKO HAa OCHOBAaHHUH
HE/IaBHO MIEpEeHECEHHOT0 HH(apKTa MUOKap/ia, pe3yJIbTaT B IPyIIe KJIONMUI0rpesa OblT YUCICHHO
XyXe, HO cratuctuyecku He orinuainca ot ACK. Kpome Toro, aHamus moArpymni no BO3pacTy
MIO3BOJISIET TPEAIIONIOKHTE, YTO OJArompHUsTHBIA dPQGEKT KIOMHUIOTpeNa y MAalUeHTOB CTapIie
75 net ObUT MEHee BbIpaXKEH, YeM Y MalMeHTOB B Bo3pacTe <75 JeT.

Ocmppblii KOPOHAPHBIU CUHOPOM

B uccnenosanne CURE 6pi10 BRiTFOUEHO 12 562 maruenTa, mepeHecX OCTPhI KOPOHAPHBIN

cuHapoM Oe3 moabeMa cermeHTa ST (HecTaOwmiibHAs CTEHOKapAWs WM MH(PApKT MUOKapaa 0e3
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3yo11a Q), y KOTOPBIX B TEUCHUE TIOCISTHUX 24 4acoB no&%écg%%“o%%%ﬁ ';%:y-lz_{ﬁm/r'm'emn

WIA CHUMIITOMBI, YKa3bIBAIOIIME Ha HIIEMHIO. [l BKIIOYEHHUS B HMCCIEIOBaHUE TPeOOBAIOCH,
4yro0bl y manueHToB Obuin 00 m3MeHeHus OKI', yka3piBaromye Ha HOBbIE HIIEMHYECKUE
SBJICHUS, JINOO MOBBIIEHHBIH YPOBEHb KapAM0(hepMEHTOB, JINO0 ypoBeHb TpononuHa [ niau T, o
KpallHe Mepe, B 2 pa3a MpeBHIIAIONIMNA BEepXHUM mipenen HOpMbL. [lamuweHTsl ObuIH
PaHIOMU3HUPOBAHBI B TPYIIILI JICYCHUs KiomumorpesnoMm (Harpy3ounas pgo3a 300 mr, 3arem
75 mr/cytku, N=6 259) wnmu miane6o (N=6 303), kotopsle npuHUManu B KomOuHammuu ¢ ACK
(75-325 mMr 1 pa3 B CyTKH) M JPYTHMH CTaHIAPTHBIMH Ipernaparamu. [lallueHTH MOIyJain
JIeYEHUE B TEYEHHE IepuoJa IJIMTEIbHOCThIO A0 oaHoro roja. B wuccnegoBanun CURE
823 marmenTta (6,6 %) MONMy4anu COMYTCTBYIONIIYIO TEpANHMIO0 AHTarOHUCTAMH PEIENTOPOB
riukonporenHa IIb/Illa. I'emapun BBoammu OGonee uyem 90 % mnanumentoB. ComyTcTBYIOIIAs
Tepanus TenapuHOM HE OKa3blBaJla 3HAYMMOTO BIIMSHHS Ha OTHOCHUTENBbHYIO YacTOTY Pa3BUTHUSA
KPOBOTEUCHMH IIPU IpUeMe KJIOMUIOorpena U mianedo.

KonmyecTBOo manueHToB, y KOTOPHIX Oblla NMEpBUYHAS KOHEYHAs TOYKA (CMEPTh OT CepJeyYHO-
cocymuctbix 3aboneBanuii (CC3), mndapkr muokapaa (M) uiam MHCYIBT), cocTaBUio 582
(9,3 %) B rpymme, mony4asiiei kinonuaorpen, u 719 (11,4 %) B rpymie, mosyyagiiei miarebo, a
OTHOCUTEJNIbHBIA pUCK Obl1 cHUkEH Ha 20 % y rpynmsl, nosydaBUield KIOMUAOrpes (CHUXKEHHE
OTHOCHUTEJIBHOTO pHcKa Ha 17 % mnpu KOHCEPBAaTMBHOM JIEYCHWH ManueHToB, Ha 29 % mpu
BBIMIOJTHEHUM YPECKOXKHOW TpaHCIIOMUHAJIbHON KopoHapHoW aHruomuiactuku (UTKA) co
crentoM uiau 6e3 Hero u Ha 10 % mnpu BeimmonHenun AKIID). ITocine 3 mecsueB JsedeHus
npeuMyliecTBO, HalmonaBlieecs B rpymnie kionugorpent+ACK, 6omblie He yBeIUYMBaIoCh, B TO
BpEMsI KaK PUCK KPOBOTEUEHHUS COXPaHSIICS.

KonnuecTBo mnanueHTOB ¢ KOMOMHHPOBAHHOW MEPBUYHON KOHEYHOW TOYKOM (CMEpPTh OT
CepAECYHO-COCYTUCThIX 3a00seBaHui, WH(PAPKTOM MHOKapAa, MHCYJIBTOM WIH pedpakTepHOH
uiemueit) cocrawio 1035 uenosek (16,5 %) B rpymnme, noxydasmiei knonuporpen, u 1187
(18,8 %) B rpymrie, mosy4asiiei miane6o. BIusHus Ha 9acTOTY TOBTOPHBIX TOCITUTATU3AINH 10
MOBOJTy HECTAOUJILHOM CTEHOKapIUu HE Ha0JII01a10Ch.

[TonoxurensHbIe 3G HEKTHI, HAOIIOaeMble PU MPUMEHEHUH KIOMUI0Tpesa, He U3MEHSUTUCH MTPH
KPaTKOBPEMEHHOM WJIH JINTEIBHOM IPUMEHEHUU APYTUX CEPACUYHO-COCYIUCTBIX IPENapaTroB
(rakux kak renapud/HMI, anTtaronuctsl riukomnporenHa IIb/Illa, runomununeMunyeckue
npemnaparsl, 0eta-01o0katopsl 1 THTUOUTOPHI AIID). DddexkTHBHOCTS KIIONUAOTpENa He 3aBUCeNa
ot 10361 ACK (75-325 mr 1 pa3 B cyTkn).

VY manueHToB ¢ OCTpbIM HMH(pApKTOM MHOKapAa ¢ moabeMoMm cerMeHTa ST 6Ge30macHOCTh U
3¢ (EeKTUBHOCTh  KJIONUAOTpENa  OLIEHHMBaJach B 2  PaHIOMH3UPOBAHHBIX  IUIalebo-

KOHTPOJIMPYEMBIX TBOWHBIX cienbix uccienoBanusx CLARITY u COMMIT.
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TedeHne 12 gacoB mocie pa3BuTHs HH(papKTa MUOKapaa ¢ moabeMoMm cermeHTa ST U KOTOphIM
ObuTa TOKa3aHa TpoMOoIUTHYECKas Tepanus. IlanneHTs! moyyanu KIOnuIorpesn (Harpy3ouHas
no3a 300 mr, 3atem 75 mr/cyt, n=1752) ninu mnane6o (n=1739), o6a B komOounaruu ¢ ACK (ot
150 o 325 Mr B KauecTBE HArPY304HOM /10361, 3aTeM OT 75 1o 162 mr/cyT), GuOpHUHOIUTHIECKUN
npenapar u, NpH HEoOXoauMmocTH, renapud. llanmeHToB HaGmoganu B TeueHue 30 mHE.
[TepBUYHOI KOHEUHOM TOYKOH SBISUIOCH HAIMYME OKKIIFO3UU B HH(PAPKT-CBSI3aHHOW KOPOHAPHOMH
apTepuy Ha aHTHOTPaMMeE Iepe]] BBHIMUCKOM, CMEPTh WM MOBTOPHBIM MH(papKTa MUOKapAa 10
pOBEJCHUS KOpoHapHOW aHruorpaduu. Jlig mNanueHToB, KOTOPHIM HE MPOBOAMIIACH
a"ruorpadusi, IEpBUYHON KOHEUHOW TOYKOW ObUIa CMEPTh WM PelUINB HH(ApKTa MUOKapAa KO
JTHIO 8 WJIH K BBINKUCKE U3 CTAI[MOHAPA.

[TatHaauats npouentos (15,0 %) nanuenTos B rpymnmne kionugorpena u 21,7 % B rpymmne miaedo
JOCTUTJIA TIEPBUYHON KOHEUHOM TOYKH, YTO MPEACTaBIseT co00il abCONIIOTHOE CHIDKEHHE Ha
6,7 % wu pasHuiy cHKeHHUS B 36 % B mMoib3y KIOmUIorpesna. IT0 B OCHOBHOM OOYCJIOBIICHO
YMEHBIIICHUEM OKKJIFO3UU B MH()APKT-3aBHCHMBIX KOPOHAPHBIX apTepHsiX. DTa MPEHMYIIECTBO
OCTaBaJiOCh TMOCTOSIHHBIM BO BCEX NPEIBAPUTENBHO OIPEAEICHHBIX IO BO3pacTy U MOy,
JoKanu3aiuu UH(apKTa U TUIY UCHOIB3YeMOro (pUOPMHOIUTHKA WIM TerapyuHa MOArpyMmax
MAIUCHTOB.

Uccnenopanne COMMIT ¢ dakTopasiM mguzaiiHom 2X2 Brmodano 45 852 mnamueHTa,
MOCTYMHBIIUX B TeUeHUE 24 4aCOB C MOMEHTA MOSBICHUS] CHMIITOMOB IOJI03peBaeMOoro nHpapkra
MHOKap/a, 4To TOATBepkaanoch oTkiloHeHusmu Ha DKI (T.e. mogbemom cermenTta ST,
cHmkeHneM cermeHta ST wnm Onokanoil neBoil Hokku myuka ['mca). [lanmeHTsl mosyyanu
kionugorpen (75 mr/cytku, n=22 961) wunu mmane6o (n=22 891) B komOunammu ¢ ACK
(162 mr/cytku) B TeueHwe 28 aHEH WM 10 BBITUCKH W3 OONBHHUIBI. KOMOWHHPOBAaHHBIMH
MEPBUYHBIMH KOHEYHBIMUA TOYKAMH OBLTH CMEPTH MO JF000M MPUYUHE U Pa3BUTHE MOBTOPHOTO
uH}papKTa, HHCYNIbTa WK cMepTh. [lomymsust Bkimtovana 27,8 % xenuuH, 58,4 % manueHToB B
Bo3pacte 60 ser u crapiie (26 % >70 ner) u 54,5 % nanueHToB, MOTyYaBIIHX (UOPUHOIUTUKH.
Knonunorpen 3HauuTENbHO CHIXKA OTHOCUTENBHBIA PUCK CMEPTH 110 J1t000# nmpuynHe Ha 7 % u
OTHOCHUTEIIbHBIN PUCK KOMOMHAIIMY MOBTOPHOTO MH(pApKTa, HHCYIbTA WK cMepTh Ha 9 %, 4TO
cocraBisio abcomotHoe cHmkerne Ha 0,5 % u 0,9 % cooTBeTCTBEHHO. DTO MPEUMYIIECTBO
0CTaBAJIOCH MTOCTOSIHHBIM IS TPYII TAIMEHTOB Pa3HOTO BO3pAcTa, 1MoJIa, MPUHIMAIONINX W He
MPUHUMAKIINX GUOPUHOIUTHKY, U HAaOII01aIach yxe yepes 24 yaca.

B anamu3 B moarpymmax uccnempoBanus CLARITY PCIl 6bun Brmrodensl 1863 marmenrta c
uH(papKkToM Muokap/a ¢ nogbemom cermenta ST, nepenecmnx UKB. V nanuenToB, noay4yaBmmx

Harpy3ounywoo 103y kinonugorpena 300 mr (n=933), nHabmoan0ch CTaTUCTUYECKU 3HAYMMOE
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pa3BuTus WH(paApKTa MHUOKapjaa wuiau uHCynbTa nocie UKB mo cpaBHEHHWIO ¢ TalMeHTaMH,
nonydaBimmmi miamne6o (n=930) (3,6 % B rpyrre ¢ IpeaecTBYIOICH Tepanueil KIIOMHI0TPeioM
no cpaBHeHuo ¢ 6,2 % B rpymmne mianebo, OIL: 0,54; 95 % JAW: 0,35-0,85; p=0,008). ¥
NAlMEHTOB, TOJYy4YaBIIMX KJIOMUIOTpen B Harpy3ouHoil no3e 300 mr, Habm01a10Ch
CTaTUCTHYECKU 3HAYMMOE CHIKEHHE YaCTOTHI CMEPTENBHBIX UCXOA0B OT CEPACYHO-COCYIUCTHIX
3a00JIeBaHN, YaCTOTHI Pa3BUTH MH(APKTAa MUOKAp/Aa WU WHCY/IbTa B TeueHue 30 qHeil mocie
YKB 1o cpaBHEHHIO C TAIlMEHTaMH, OJIy4aBIIUMU 1u1anedo (7,5 % B rpyIine ¢ npeAmecTByomen
Tepanuen KJIoNnuaorpenom no cpasuenuto ¢ 12,0 % npu npumenenuu rianedo, OILL: 0,59; 95 %
JU: 0,43-0,81; p=0,001). Oxrako 3Ta KOMOMHUPOBAHHASI KOHEYHAs! TOYKA MPH OLIEHKE B O0IIeH
nonyisiuun  ucciaeaoBanuss CLARITY wHe Obia CTaTUCTUYECKM 3HAUYUMOW B KayecTBE
JOTIOTHUTEIbHOW KOHEUHOW TOoukHu. CTATUCTHYECKH 3HAYMMBIX PAa3IM4YUil B 4acTOTE Pa3BUTHUS
CWJIbHBIX M HE3HAUUTENIbHBIX KPOBOTEUCHUH MEXy TPYIIIaMu JeueHus: He Habmonanock (2,0 %
B IpYIIIE C MPEIIIECTBYIONIEH Tepanuell KIONUAOrpenoM Mo cpaBHeHHto ¢ 1,9 % B rpymme
wianebo, p >0,99). Pesynbrarhl 3TOro MUCClIEIOBaHMS MOATBEPXKIAIOT paHHEE IPUMEHEHUE
HArpy304YHOM J03bl KJIONUAorpena npu uHbapkTe Muokapaa ¢ moabemMoM cermeHta ST wu
CTpaTeruio MpeABAPUTEIHLHON TEparuu KIOMUIOTPENIOM Y MAIlMeHTOB, KOTOPBHIM IUIAHUPYETCS
BbInoJaHeHne YKB.

Haepyszounasa ooza knonudoepena 600 me y nayuenmos ¢ ocmpviM KOPOHAPHLIM CUHOPOMOM,
nepenecuiux YKB

PannomusupoBanHoe (akropuansHoe uccinenoanne CURRENT-OASIS-7 sxutouano 25 086
YEJIOBEK C OCTPBIM KOPOHAPHBIM CHHIPOMOM, KOTOPHIM ObLIT0 oka3ano pannee UKB. [Taunentos
PaHIOMU3UPOBAIH JIJISl TOJTy4deHus qBoMHOM 10361 (600 Mr B cyTku 1, 3atem 150 mr B nau 2—7,
3aTeM 75 MT eXeAHEBHO) NPOTUB cTaHaapTHOH 10361 (300 Mr B cyTKH 1, 3aTeM 75 MTI €XKEHEBHO)
KJIomuaorpena u BbICOKOM 10361 (300-325 Mr exenHeBHO) MPOTHB HU3KOU 11036l (75-100 mr
exenHeBHo) ACK. 24 835 nanueHTOB, NEpEeHECHIMX OCTphId MHGApKT MHOKapAa, MpOLUIN
KOpoHapHyto aHruorpaduro, a 17 263 Osua BeimonneHa YKB. Cpenu 25 086 manueHToB,
BKJIIOYEHHBIX B UCCIIEIOBAaHHE, YACTOTA CIIy4aeB CMEPTHU OT CEPJIeYHO-COCYUCThIX 3a00JIeBaHUH,
uH(papKTa MUOKap/Ia WIK UHCYJIbTa OblIa oguHaKOBOM (4,2% MpH UCMOIb30BaHUH KJIOMUOTpeNa
600/150/75 mr nipotus 4,4 % npu ucrnonb3oBanuu Kiaonugorpena 300/75/75 mr, OP=0,94; 95 %
AU: 0,83-1,06; p=0,30). OOmupHBIE KPOBOTEUYEHHUS 4Yalle BCTPEHAIWUCHh MPU NPUMECHEHHUH
kionuaorpena B goszax 600/150/75 mr (2,5 %) no cpaBuenuto ¢ mo3amu 300/75/75 mr (2,0 %),
OP=1,24; 95 % JAU: 1,05-1,46; p=0,01. Tem He menee, cpeau 17 263 manueHToB, KOTOPHIM ObLIa
npoBenena UKB, nBoliHas no3a KJIONMOOrpesna CHU3WIIA YacTOTY BO3HUKHOBEHUS SIBJICHUM,

BKJIIOUEHHBIX B MEPBUYHYI0 KOHEUHYIO TOYKY IO CpPaBHEHHUIO CO CTaHIapTHOM ao3oi (3,9 %
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npotuB 4,5 %, ckoppektupoBanHoe OP=0,86,[95 % ﬂﬁl%:7lgél'gd_:'“p%5)l:I3E§{IP|ITIGIJ"I-BIHOG

CHI)KEHME 4Hcia cilydaeB TpoMOo3a cteHTa cpeau 17 263 maumenrtoB, nepeHecmmx YKB u
MOJTyYaBIINX JBOWHYIO J03Y KJIOMUIOTPENa, M0 CPABHEHUIO CO CTaHAapTHBIM JiedeHueM (1,6 %
npotuB 2,3 %, OP=0,68; 95% JW: 0,55-0,85; p=0,001). OOmmpHbIE KPOBOTCUCHUS YaIlle
BCTpEUAINCh MPU MpHUEMe JIBONHOM 103bI KIOMUIOTPENa, YeM MPHU MPHUEMEe CTaHIApTHOM 103bI
(1,6 % mporus 1,1 %, OP=1,41, 95% AN 1,09-1,83, p=0,009).

B pangoMu3upoBaHHOM MPOCHEKTHBHOM MEXKIyHAPOIHOM MHOTOLIEHTPOBOM HCCIIEAOBAHUN
ARMYDA-6 MI onieruBanu 3 GpeKTUBHOCTD TPEIBAPUTEIBLHOMN TEpATu KIOMUIOTPETIOM B 103€
600 mr 1o cpaBHeHUtO ¢ KionuaorpesnoM B o3¢ 300 mr B yenoBusax cpounoro UKB y narmenTon
¢ uHpapkToM MHUOKapaa ¢ nmogbeMoM cermenta ST. [lanueHThl MOTyYanud HArpy304HYIO J03Y
kionugorpena 600 mr (n=103) uwiu 300 mr (n=98) no UKB, a 3atem — ximonuaporen B /103€
75 mr/cytku co ans, cienyromero 3a YKB B Teuenue 1 roga. Y mamueHTOB, MOTyYaBIIMX
kionuaorpen B no3ze 600 mr, pazmep HH(pApKTa 3HAYUTEIHHO YMEHBILIUJICS MO CPAaBHEHUIO C
MalKueHTaMHM, TOJIy4aBIIMMH Kionuaorpen B go3e 300 mr. B rpynmne narpy3ounoit 10361 600 mr
pexe oTMevalics TpoMOoIu3uC pu uH(papTKe Muokapaa crenenu Tsukectr <3 mocie UKB (5,8 %
no cpaBHeHuto ¢ 16,3 %, p=0,031), nabnromanoch ymydmieHue ¢Gpakiuud BbIOpOca JIEBOTO
xenynouka (OBJDK) npu Beimmumcke (52,149,5 % mno cpaBuenuto ¢ 48,8+11,3 %, p=0,026) u
CHW)KCHHE 4YaCTOThI PA3BUTHS TSDKEIBIX HEXKETATCIbHBIX PEAKIMH CO CTOPOHBI CEPICYHO-
cocynucroit cucremsl B Teuenue 30 nueit (5,8 % mo cpaBaenuto ¢ 15 %, p=0,049). Yeenuuenus
YacTOTHl Pa3BUTHUSI KPOBOTEUEHUN WIIM OCJIOXKHEHHH B MecTe MpoKoja (JAOMOIHUTEIbHBIC
KOHEYHbIe TOUKHU Ha 30-ii 1eHb) He HAOII0AaNOCh.

HccnenoBanue ¢ perpocrektuBHBIM aHan3oM HORIZONS-AMI npoBoauiiocs ¢ iesbio OneHKH
TOTO, O0ecreynBaeT JId Harpy3o4Has no3a kimonuaporena 600 mr Gosiee OBICTPOE W 3HAYUMOE
WHTHOMPOBAaHNE aKTUBAIIMH TPOMOOLIUTOB. B X0/1e aHann3a u3yyanu BIUSHUE HArPY30YHOU 10351
600 mr o cpaBHEHMIO C HAarpy304Hoii 1030 300 mr Ha 30-1HEeBHBIE KIIMHUYECKHE HcX0 bl Y 3311
MaIlMEeHTOB U3 OCHOBHOTO HccienoBanus (n=1153; rpynma Harpy3ounoit no3s1 300 mr; n=2158;
rpyIa Harpy304Hoil 10361 600 Mr) 10 KateTepu3aliy cep/ilia ¢ MOCIeAYIONUM MPUMEHEHUEM
mpemnapaTa B 703 75 MI/CYyTKH B T€UEHHE >0 MeCAIeB MOCJe BBIMUCKHU. Pe3ynpTaThl Mmokaszanu
3HAUUTENBHO 00JIee HU3KYIO CKOPPEKTUPOBAHHYIO YaCTOTY cMepTeNbHbBIX ncx0110B (1,9 % mpoTus
3,1 %, p=0,03), noBropubIx uHpapkToB (1,3 % nportus 2,3 %, p=0,02) u onpeneIeHHbIX WIH
BEpPOSATHBIX TpomMO030B creHTa (1,7 % mporuB 2,8 %, p=0,04) B Teuenue 30 mHel B rpyrIe
Harpy3ouHoil 0361 600 Mr Oe3 yBenMueHUs 4acTOThl KpoBoTedeHwid. [Ipy MHOroBapmaHTHOM
aHaM3e MPUMEHEHHE KIOMUAOTpena B Harpy3ouHoil nmo3ze 600 mMr Oblla HE3aBHUCHMBIM
NPEIUKTOPOM OoJiee HU3KOM YacTOTHI OCHOBHBIX HEKEIATENBHBIX PEaKIii CO CTOPOHBI CepAla

(OP=0,72 [95% JIU: 0,53-0,98], p=0,04). UacToTa 0OOMHUPHBIX KPOBOTECUECHHH (HE CBS3aHHBIX C
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YKB) cocrasuina 6,1 % B rpyre Harpy304HO# 1036l 600':&:'1;1:9-!5’;{;: 'Bm;ﬁv 5"(191691;:1.'0351

300 mr (p=0,0005). YactoTa mansix kpoBoTeueHHi cocraBmwia 11,3 % B rpymnme Harpy3ouHOU
10361 600 mr u 13,8 % B rpynne Harpy3ouHoit 10361 300 mr (p=0,03).

Hccneoosanuss no ooneocpounou (12 mecayes) mepanuu KIONUOOSPENIOM V NAYUEHMOS,
nepenecuux ungapxm muoxapoa nocie YKB

Pangomu3upoBanHoOe JIBOHOE cienoe miamnedo-koHTpoaupyemoe uccienosanne CREDO 65110
nposeneHo B CIIIA u Kanazne it OLleHKHM NPEUMYUIECTB AIUTENBHOrO (12 MecsueB) JieueHus
kionuaorpesnoM mnociae YKB. 2116 namuenToB ObUM paHIOMHU3UpOBaHbI mjis npuema 300 mr
kionuaorpena (n=1053) unu mnane6o (n=1063) 3a 3-24 yaca no UKB. Bce namueHThl Takke
nonydasiu ACK B no3e 325 mr. [locie 3Toro Bce mamueHThl MOJIy4ald KJIOMUIOTPEN B J03€
75 mr/cytku 1o 28-ro aug B o0eux rpymmax. C 29-ro nus no 12-i Mecsil manueHTsl B Ipymie
KJIOMHJIOTPelia MOJIydaii KIOMUIOTPeNl B 103€ 75 MI/CYTKH, a B KOHTPOJIBHOM TpYIINe MOodydyaliu
wiane6o. O6e rpynmnsl nonydanun ACK Ha npoTsbkeHuu Beero uccneaoBanus (81-325 mMr/cyTkn).
UYepe3 1 roxg B rpymme NMpUMEHEHHs KIOMUAOTpeNa HAOMI0aNoCch CTaTUCTHYECKH 3HAYMMOE
CHIDKEHHE KOMOMHHMPOBAHHOTO PHCKa CMEPTH, Pa3BUTHS MH(ApPKTa MHOKapjaa WJIM WHCYIIbTa
(oTHOCHTENBHOE CHIKeHHE Ha 26,9 %, 95 % JIU: 3,9-44,4 %; p=0,02; abcoaoTHOE CHI)KCHHE Ha
3 %) 1o CpaBHEHMIO C TPYMION TUIanedo0. 3HAYMMOTO YBEIUYCHHS YAaCTOThI Pa3BUTHUS TSHKEIBIX
KpoBoTeueHu (8,8 % B rpymnne npuMeHeHUs KIOMMJIOTpelia 1o cpaBHEHUIO ¢ 6,7 % B rpymme
wianedo, p=0,07) win He3HayuTeNbHOTO KpoBoTeueHus (5,3 % B rpymnne NpUMEHEHUs
KJIOMHJIOTpElia 1Mo cpaBHEHUIO ¢ 5,6 % B rpyme mianedo, p=0,84) ne nabmoganocs. OCHOBHOM
BBIBOJ] 3TOTO UCCIIEIOBaHMs 3aKJIF0YaeTCsl B TOM, YTO MPOJOKEHHUE JICUEHUs KIIOMUOTPEIoM U
ACK B Teuenne o MeHbIIel Mepe | roJja MPUBOANT K CTATUCTUYECKH M KITMHHYECKH 3HAYMMOMY
CHIDKEHHIO YaCTOTHI PAa3BUTHS CEPHE3HBIX TPOMOOTHYECKHIX OCIOKHEHUI.

[TpocniekTBHOE OTKpBITOE panaoMusupoBaHHoe uccienopanne EXCELLENT (n=1443) 65110
IPOBEIEHO Ul OLEHKH 3((HEKTUBHOCTH 6-MECSIUHONW JBOMHOM aHTUTPOMOOLUTAPHOU TEpanuu
(XAT) no cpaBuenuto ¢ 12-mecsunoit JIAT mocie MMIUIAHTAI[MA CTEHTOB C JIGKAPCTBEHHBIM
nokpbiTieM. He HaOmoganocs CymecTBEHHOW pa3HMIBI B Pa3BUTUM HECOCTOSATEIbHOCTH
LIEJIEBOr0 cocynia (CoueTaHue CepAeyHOM cMepTH, MH(apKTa MUOKapAa WIN PeBaCKyJspU3aLuu
IIEJIEBOT0 COCYy/1a), KOTopasi Obljia MEepBUYHOW KOHEYHON TOUYKOW MEXIYy 6-MecsuHbIMH U 12-
MecsiuabiMU Tpynmamu JIAT. KpoMe Toro, mcciieioBaHue HE MOKa3alo 3HAYMMOM pa3HUIIbI B
KOHEYHOM ToYke 0e30MacHOCTU (codyeTaHne cMepTH, MHpapKTa MUOKap/ia, HUHCYJIbTa, TpoMO03a
CTEHTa WM OOJIBLIOTO KPOBOTEUEHUS) MEXIY 6-MecauyHbIMU U 12-MecstunbiMu rpynmnaMu JIAT.
Taxum 06pazom, OblI0 MOKa3zaHo, yTo 6-Mecsiunas AT e yerynana 12-mecsiunoit JJAT no pucky
pa3BUTHUS HECOCTOSITEILHOCTH LIEJIEBON apTepUH.

Jleackananus HHrMOUTOPpOB perentopoB P2Y 12 B Tepanuu 0CTpOro KOPOHAPHOTO CUHAPOMA
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[lepexon ¢ Tepanuu MOUIHBIM HHTUOUTOPOM pe emopo'yi;é;ﬂ%qg %EJ&[HEIRI};OIHEEIOILDIGIJ:I-CI)M B

coyeranun ¢ ACK mocine 3aBepmieHust octpoir ¢asel octporo mHpapkra muokapia (OVM)
U3y4ajcsi B JBYX paHAOMU3MPOBAHHBIX HWHUIMMPOBAHHBIX MCCIEAOBATENEM KIMHUUYECKHUX
uccinenoBanusx (TOPIC u TROPICAL-ACS).

B panmoMu3upoBaHHOM OTKPBITOM KIMHHYEeCKOM uccienaoBanuu | OPIC npurumanu yuyactue
nanueHTsl, nepeHecmue OVM, kotopeim BeimnonHsiocs YKB. ITaunentsl, nonyuasmme ACK u
onuH w3 Ooyiee MOIIHBIX HMHTUOUTOpPOB penentopoB P2Y12, y KOTOpPBIX HE pa3BHINCH
HEOJaronpusITHbIE COOBITUS B TEUYEHHUE OJHOTO Mecsla, WIu ObLIM MepeBeeHbl Ha TEparuio
¢buxkcupoBanHoir  komOumnammert ACK w  ximommporpena  (medckananus — JTBOMHOH
anTuTpomMboruTapaoit teparnuu (JAT)) wiM TpoAOIKUIM NMPUHUMATh paHee Ha3HAYCHHBIC
npenapatsl (HeusmeHHast [1AT).

CoObITus, BKJIIOYEHHbIE B KOMOMHUPOBAHHYIO MEPBUYHYIO KOHEYHYIO TOYKY (CMEpPTh OT
OCIIO)KHEHUH  ceplredyHo-cocyaucThix  3aboneBanuii  (CC3),  WHCYABT,  JKCTpEHHas
peBacKyJsIpu3anus 1 KpOBOTCUSHHS TUIA 2 WK 0oJiee TsbKenble KpoBoTeueHus mo mkaite BARC
(MccnenoBarenbckoro akageMHUYEeCKOI0 KOHCOPLMYMa 10 KPOBOTEUEHHUSIM)), Yepe3 OAMH IO
nocne nepeHecennoro OVIM 6b11 3apeructpupoBansl y 43 u3 322 nanuentos (13,4 %) B rpymre
nesckananuu JAT u 85 maruentos u3 323 (26,3 %) B rpymnne Heusmennoi JJAT (p <0,01).
CraTHCTUYECKH 3HAYMMOE pPAa3JIM4he B OCHOBHOM OOYCIIOBIIEHO COKpallleHHeM KOJINYEeCTBa
ClIy4aeB KpPOBOTEYEHHs, B TOM 4YHCII€ KpOBOTeueHUl, koTopsle no mkaie BARC Oonee nmm
paBHbI 2 (4 % B rpynne aedckananuu u 14,9 % B rpynne, nonyuasiieii HeusmeHennyio JIAT),
IOpU 3TOM HE HaOJIIOAAJIOCh CYIIECTBEHHBIX PA3IMYUNA B YaCTOTE MIIEMHUYECKUX OCIOXKHEHUH
(p=0,36).

B pamnomusupoBanHOe OTKpbIToe KimHUYeckoe wuccinenoBanue 1ROPICAL-ACS Obun
BKItoueHbl 2610 mammentoB ¢ OVIM, moATBEp>KICHHBIM aHAIM30M Ha OHMOMapKephl, Mocie
nposeneHuss YKB. [lanuenTs! ObuM paHAOMU3UPOBAHBI B TPYIIBI IS MOXYYSHHS Mpacyrpena
(mau 0—14) wnu npacyrpena (nau 0-7), a 3atem kinonuaorpena (nuu 8—14) B komounarmu ¢ ACK.
Ha 14-i1 nenp Obl1a nmpoBeaeHa olleHKa PyHKIHUK TpoMOouuToB. [lanueHTs! U3 nepBoil rpymIbl
TEpANHU TOJIBKO IIPACYTPENIOM MPOAOJIKAIM IPUHUMATH ITpacyrpen B TeueHue 11,5 mecsuna.

VY manueHTOB M3 TPYIIBI 3aMEHbl Teparnuy ObLT BHITIOJHEH aHalM3 Ha BBICOKYIO PEaKTHUBHOCTh
tpombonutoB (BPT). INanmentst ¢ BPT >46 emunui ObUiM CHOBa NEPEBEACHBI HA TEPAIHIO
npacyrpesioM, Kotopyro noidydain B TedeHue 11,5 mecsua. [Tamumentsr ¢ BPT <46 egunun
IPOJIOJDKUIIN JIEUCHHE KIIOMHIOTPEIoM B ja03e 75 Mmr/cyTku B TeueHue 11,5 mecsma. Takum
o0pa3oMm, B rpyIIe ynpaBaseMoi 3aMeHbl TepaNiy MalMeHThI MoTydanu uinu mnpacyrpen (40 %)
win kinonunporpen (60 %). Bce mauments monydanun ACK, nocienyromiee HabOoeHUE

IIPOJO0JDKAIOCH B TEUEHHE OJHOTO T'OJ1a.
27



COOTBETCTBYET 2KC __ EPTHOMY OTUETY

o1 23.06.2025 N= 15443

[lepBuuHas KOHeUHasi TOYKA BKJIIOYaja KOMOWHAIMIO Cé%&H%EC%EX%[ﬁE%Em—E{JTEI: pI'H&;;r')KTa

MHOKap/a, MHCYJIbTa M KPOBOTEUYEHHUS THIA 2 WM Oojiee TsKeIble KPOBOTCUCHMS IO IIKaie
BARC. HccnenoBanue NpoaeMOHCTPUPOBAIO OTCYTCTBUE pPa3iuyUil MEXAy Tpynnamu 1o
NEPBUYHOI KOHEYHOM TOYKE MO Kpurepuro non inferiority. Ympapisiemas 3ameHa Tepanuu He
IpuBelia K TOBBIIICHUIO PHCKA Pa3BUTHUA HIIEMUYECKUX OcioxHeHud (2,5 % B rpymmne
nesckananuu u 3,2 % B KOHTPOJIbHOM IPYIIIE), a TAKXKE YaCTOThl KPOBOTEUEHUH TUNa 2 WK bosee
no mkaine BARC.

AT npu ocmpom manom MU unu THA cpednezo unu 8vicoko2o pucka

Ouenka JIAT B komOunaruu ¢ kinornuaorpeaom u ACK ¢ nenpro npopuiaakTHKH HHCYJIbTa TOCIIe
octporo manoro MW wnmu TUA cpenHero, uim BBICOKOTO pHCKa IPOBOAMJIACH B XOJE IBYX
pangomusupoBanHbix uccaenoBanuii: CHANCE u POINT — ¢ monyueHneM 1aHHBIX IO HCXOJaM
JUTISL KITMHUYECKON 0e30macHOCTH B 3(PPEKTHBHOCTH.

UccnenoBanne CHANCE (npumenenue knonuooepena y nayueHmos ¢ GblCOKUM PUCKOM
PA36UMUSL OCIPLIX HAPYULEHUL MO3208020 KPOBOOOpaujeHus: be3 UHeAIuouU3ayul)

B 3TOM pannoMu3MpoOBaHHOM JBOMHOM CJENOM MYJIBTULEHTPOBOM ILIAaL€00-KOHTPOIUPYEMOM
KJIMHUYECKOM HcclieoBaHuu NpuHsian ydactue 5170 mamuentoB u3 Kutas ¢ octpoit TUA
(ouenka ABCD2 >4) unu octpbiM ManbiM uHCYabToM (NIHSS <3). I[TanuenTs B 00eux rpymnmnax
B 1-ii genp nmomyunnu no3y ACK B OTKpbITOM pexume (BeIMYMHA J103bl BapbUpOBaJach B
muanazone ot 75 go 300 wMr, o3y ycraHaBIMBAN = Jiedammii  Bpad). [lanueHTsI,
pPaHIOMU3UPOBAHHBIE B Ipynny npuMeHeHus: kionugorpena u ACK, momyuunu Harpy3ouHyro
no3y 300 mr B 1-i1 geHb, ocie 4yero noay4aiu KJIOMUuAorpes B o3e 75 Mr 1 pa3 B CyTKH B IEPUOJ
co 2-ro aus no 90-i nenp BrmountenbHO U ACK B m03e 75 Mr 1 pa3z B CyTKu B IEpHOJT CO 2-TO
nHs 110 21-# nenpb BKItounTensHO. [laninenTsl, pangoMusnpoBanHbie B rpymnmy npuMmenerus ACK,
NOJIyYaiy Iuianebo-BepcHio Kionuaorpena B nepuoa ¢ 1-ro aus mo 90-i n1eHb BKIIOUUTENBHO U
ACK B n103e 75 Mr 1 pa3 B cyTku B iepuo co 2-1o aHs 1o 90-if 1eHb BKIIOYUTETHHO.
[lepBuuHOil KOHEYHOW TOYKOM A((EKTUBHOCTH SBISAJICS HOBBIM CiIy4ail HWHCYyJbTa
(MILIEeMUYECKOro WM reMopparuyeckoro) B repssie 90 queit nocne ocrporo manoro MU nnu TUA
BBICOKOTO pHcka. Takue ciydau ObLIM 3aperucTpupoBaHbl y 212 mauuenTos (8,2 %) B rpymme
npuMeHenus kinonuporpena 1 ACK mo cpaBuenuto ¢ 303 mamuentamu (11,7 %) B rpymme
npumenenus ACK. Cnyuyan MU nabmonanucs y 204 mauuentos (7,9 %) B rpyrine npuMeHeHHUs
knonuaorpena u ACK no cpasaenuto ¢ 295 nanmentamu (11,4 %) B rpynmne npumenenus ACK.
I'emopparnueckuii HHCYJBT CIYYMJICS y § MAIMEHTOB B KaKJOW M3 JBYX TPYII UCCIEIOBaHUS
(0,3 % B kaxmoit rpymme). CpenHETsHKeNI0e WU TSHKEN0€ KPOBOHM3IHMSIHHE HAOI0AaIoch y

7 marmmerToB (0,3 %) B rpynmne npumenenust kinonuaorpena u ACK u y 8 manuenrtos (0,3 %) B
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rpynne npumenenuss ACK. Yacrora pa3BuTHi KpOBd@ge;{EI%J&ETaEEELEE%I i 1';| :II'—J[;'::\}HHC

npumenenus kinonunorpena 1 ACK no cpaBuenuto ¢ 1,6 % B rpynne npumenenuss ACK.

POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayueHmos ¢ hogvimu cayyaimu THA
UNU MATI020 UULeMUYeCKO20 UHCYIba)

B 3ToM paHIoOMH3UPOBAaHHOM ABOWHOM CIIETIOM MYJIBTHUIEHTPOBOM ILIALE00-KOHTPOIHUPYEMOM
KJIIMHUYECKOM MCCIIEI0BaHNN NPUHSIIM yyacThe 4881 nmanneHToB U3 pasHbIX cTpaH ¢ octpoit TUA
(onenka ABCD2 >4) wimn octpeimM MansiM uHCYyIbTOoM (NIHSS <3). Bee manumenTs! B o0enx
rpymnmax noiaydanu 103y ACK B oTkpeITOM peskume B ieprost ¢ 1-ro aus mo 90-i nenp (BenmuanHa
JI03bl BapbUpoBanach B aumama3zoHe oT 50 mo 325 Mr, A03y yCTaHaBJIMBAI JICUallldii Bpady).
[TarueHTsl, paHIOMU3UPOBAHHBIE B TPYIIIY IPUMEHEHUS KIIOMUI0TPEa, Oy Harpy304HYIO
no3y knonuaorpena 600 mr B 1-it 1eHb, Mocie 4ero noiaydaid KJIonuaorpen B go3e 75 mr 1 pa3 B
CYTKH B MepHoJ co 2-To aHs 1o 90-i neHp BKItoUUTeNbHO. [lalimenTsl, paHAoMU3HpOBaHHBIE B
rpynmy NpyuMeHeHus rmianedo, moiydany mianedo-Bepcrio KIOMUI0Tpea B Mepuo ¢ 1-ro aHg
1o 90-i1 1eHb BKIIOYUTEIBHO.

[lepBuyHOii KOHEYHOH TOYKOM S(PPEKTHBHOCTH  SABISUIACH KOMOHMHALMS  MAacCHBHBIX
umemuueckux ocnoxHennit (MU, undapkt mMuokapaa wid JeTajabHBIA HUCXOJA B pe3yibTaTe
UIIEeMHYECKOTO  COCYAMCTOrO oOclokHeHus) K 90-my guio. Takume cioydanm Obuin
3apeructpupoBanbl y 121 nmanumenta (5,0 %) B rpynne npumenenus kionuporpena u ACK no
cpaBHeHUIO ¢ 160 mauuentamu (6,5 %) B rpymnme npumenenus tonpko ACK. MU, seasrommiics
BTOPUYHON KOHEYHOM TOUKOM, HaOmroAancs y 112 nanueHTos (4,6 %), mory4aBIInX KJIOMUOTPeEN
u ACK, mo cpaBHenuto co 155 mnanmentamu nomydaBmmumu ACK (6,3 %). bonbmioe
KPOBOTEUEHHE, SIBJIAIONIEECS IEPBUYHON KOHEYHON TOUKOM OLIEHKH 0€30MaCHOCTH, CIyYUIIOCh Y
23 u3 2432 namuentos (0,9 %), nonyuapmmx kinonuaorpen u ACK, u y 10 u3z 2449 nanueHros,
nonyuaBmmx ACK (0,4 %). HesnHauurtenpbHOe KpOBOM3IHSHHE clyuniaochk y 40 mamueHToB
(1,6 %), monyuasumx knorugorpen u ACK, u y 13 nauuenros, noiyuasmmx ACK (0,5 %).
Ananuz nepuooa oeticmsust npenapamos 8 pamxax ucciedosanuti CHANCE u POINT

He 0Obu10 npeumymectsa B ToM, 4T00b! poaoikath JJAT Oonee 21 nusa. KnuHuueckas nosnb3a ot
nponokenus AT OGonee 3 Henmenb NmpojeMOHCTpUpoBaHa He Oblia. Llenbio pacnpeneneHus
MAacCCHBHBIX HIIEMHUYECKUX OCJIOXHEHMHM U CIIy4aeB MAaCCUBHOTO KPOBOWBIMUSHUSA IO IpyNIam
JIeYeHUs1 B MEpHOJE NEHUCTBUS NpEnapaToB ObLI aHAIW3 BIUSHUSA KPATKOCPOUHOIO MepHoia
nevicreusa JAT.

Qubpunnayus npeocepoutl

UccnenoBanust ACTIVE-W u ACTIVE-A, otnensable uccnenosanus B nporpamme ACTIVE,
BKJIIOYAJIM TAIIMEHTOB ¢ puOpMILISuell npeacepauil, y KOTOpbIX UMeJICs XOTs Obl 0UH (paKTop

pHCKa COCYAMCTHIX OCJIOKHEHHHA. Ha ocHOBaHMM KpHUTEpHEB BKIIOUEHHUS Bpauyd OTOMpanu
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nanueHToB s uccienoanus ACTIVE-W, ipu Vcnomﬁ@'&%‘j@ ";1: "ﬁgml_z(ﬁ};a"rgﬁhrlmlﬂl :A'BK

(rakuMm kak Bapdaput). B uccnenoanne ACTIVE-A Brirouanuch NanueHThl, HE MOTyYaBIIne
tepanuio ABK, Tak kak OHM HEe MOITIM WIM HE XOTENM NpUHUMAaTh 3TU Ipenaparel. B xoxe
ucciaenoBanuss ACTIVE-W 0Obuto  ycTaHoBiIeHO, 4YTO aHTUKoaryisHTHas tepanus ABK
s dexTuBHEE, yeM edeHre komouHamuei kiomuaorpena u ACK.

ACTIVE-A (n=7554) — 3T0 MHOTOILICHTPOBOE PaHIOMHU3MPOBAHHOE JIBOMHOE Clieroe Iiaiedo-
KOHTPOJIMPYEMOE HCCIIEIOBAHUE, B XOAE KOTOPOro OBUIO TMPOBEACHO CpaBHEHHE TEparuu
KoMOUWHanuen kimonuaorpena B goze 75 mr/cytku + ACK (n=3772) u xomOuHanuen miaredo +
ACK (n=3782). Pexomennyemass nmoza ACK cocraBmsuia ot 75 mr/cytku go 100 mr/cyTkw.
Jledenue npogoikanocs B TeUEHUE IIepruoaa 10 5 JierT.

Y naunueHToB, paHioMu3upoBaHHbIX B rnporpaMmMmy ACTIVE, Obuia numarsoctupoBaHa
MOATBEPKAeHHAss (PuOpuusIus npeacepauid (100 MOCTOSHHAS (UOPHILIAIUS TPEACEPINH,
anb0 Kak MHHMMYM 2 3IU30/a NEpUOAMYECKON (uOpHUSIIMU TpefcepAuil 3a mocienHue
6 mMecsieB), 1 UMeNcS KaKk MUHUMYM OJIH U3 CIIeAYIOIUX (PaKTOPOB PHUCKa: BO3pACT >75 JeT Win
BO3pacT ot 55 jer mo 74 neT mpu HaIMYMM B aHAMHE3E€ caxapHOro auadera, TpeOyromiero
JICKapCTBEHHOHN Teparuu, W00 TOKYMEHTaIbHO MOATBEP)KIEHHOTO MEPEHECEHHOro HH(papKTa
MHUOKap/la WM MOATBEP)KICHHON WIIeMHUYECKON OOJe3HHn cepAala; JIeYeHHe CHCTEMHOMN
THIIEPTEH3UH; MIepEeHeCeHHbIN HHCYIbT, TUA nunm cucremHas sMOomus, He cBs3anHas ¢ LITHC;
muchyHKIMS jeBoro kenynouka ¢ @BJDK menee 45 %; wim mOATBEpKIACHHOE 3a00JIeBaHUE
nepudepudeckux cocynoB. CpemHsisi OleHKa MO IIKane oleHku pucka uHcynbra CHADS:
cocrasysiia 2,0 6amia (quanaszon 0-6).

OCHOBHBIMH KPUTEPHUSIMHU HEBKIIIOUSHHS MAIIMEHTOB OBUIH MOJITBEPKICHHAS SI3BEHHAs! O0JIE3HD B
TEUYEHUE TPEABIYIINX 6 MECSIeB; ePEHECEHHOE BHYTPUMO3TOBOE KPOBOMZJIHMSIHUE; 3HAYMMAs
TpoMOOIHUTONEHNs (KOTMdecTBO TpoMboruTos Menee 50%10%1); moTpe6HOCTS B KIOMUIOTrpene
WY TIepOpaJIbHBIX aHTUKATYJISIHTaX, MM HEEPEHOCUMOCTB JIF00OT0 U3 ABYX COCMHEHUH.

73 % mnanmenToB, BKIOYeHHBIX B uccienoBanne ACTIVE-A, ve mornmm nmpunumars ABK mo
3aKIJIF0OYSHHIO Bpaya, B CBSA3H C HECTIOCOOHOCTHIO COOIIOIaTh HA3HAYCHHBIN PEKUM MOHUTOPUHTA
MHO, npenpacnonaokKeHHOCTbIO K MaJeHUSIM WM PUCKOM TPaBMBbI FOJIOBbI HJIM CIELU(PUIECKUM
PHCKOM Pa3BUTUS KpOBOTEUEHUs; B 26% cilyyaeB pelleHre Bpaya OCHOBBIBAIOCH HA HEXXETaHUU
nanuenta npuauMatsh ABK.

[Tonynsaumst manuenToB Bktouana 41,8 % sxenmun. Cpeaanii Bo3pact coctaBui 71 rox, 41,6 %
narueHToB OblTH >75 net. B o0mieii cnoxuocTr 23,0 % nanueHToB Mojlyyalid aHTHAPUTMUYECKHE
npenaparthl, 52,1 % — 6era-anpenodiokaropsl, 54,6 % — unruéuropst AIID u 25,4 % — ctaTuHBIL.
KonmdecTBO manueHTOB, JOCTHTIIMX OCHOBHOW KOHEYHOW TOYKH (BpeMsl JO BO3HUKHOBEHHS

MepBOTO MHCYJIbTA, HH(pAPKTAa MHOKap/1a, CUHCTeMHOM aMOonmu 3a npeaenamu [[THC wnm cmepTh
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0T cocyaucToro 3aboneBanus) coctaBuio 832 (22,1 %) ':Q %ﬁ@lﬁ&%%éﬁ%ngﬁﬁo%én +

ACK, u 924 (24,4 %) B rpymre wiane6o + ACK (camxenne OP Ha 11,1 %; 95 % AU ot 2,4 % 1o
19,1 %; p=0,013), B mepByt0 o4epenpb 3a CUET 3HAUYUTEIBHOTO CHUKEHUS YacTOTHI MHCYIIBTOB.
Wucynbt nepeneciu 296 (7,8 %) naruenTos, noay4vasiux kinonugorpen + ACK, u 408 (10,8 %)
nanueHToB, noixydaBmux rmianedo + ACK (cumwkenue OP na 28,4 %; 95 % JIU ot 16,8 % no
38,3 %; p=0,00001).
eTH

B nccnenoBanuu PICOLO ¢ mog6opom 10361, B KOTOPOM y4acTBOBAIA 86 HOBOPOKICHHBIX WIH
MJIaJICHIIEB B BO3pacTe A0 24 MecsleB C PUCKOM Tpom003a, 3(PPEeKTUBHOCTH KIIOMUIOTpENa
OIICHUBAJIACh MPHU BBEICHUU mocienoBaTenbHbIX 103 0,01 Mr/kr maccel Tena, 0,1 Mr/kr Maccel
tena 1 0,2 MI/Kr Macchl TeJla HOBOPOKICHHBIM U MiageHuam u 0,15 MI/Kr mMacchbl Tena TOJIbKO
HOBOpOXKIeHHBIM. Jlo3a 0,2 MI/Kr Maccel Tena MO3BOJIMJIA JOCTUYb CPETHEro IPOLIEHTa
unruouposanus 49,3 % (5 MkM AJI®-uHAYHHPOBAHHOW arperaiuyd TPOMOOIUTOB), YTO OBLIO
COITOCTaBUMO C TAKOBBIM Y B3POCIIBIX, IPUHUMABIIHUX MPETapaT KIOMHUOTPEN B 103€ 75 MI/CyTKH.
B pangomMu3npoBaHHOM JBOWHOM CIIEIIOM HCCIIeJ0BaHNY B TapaiuienbHbiX rpynmnax CLARINET
906 nmeteil (HOBOPOXKIEHHBIX U MIIAJICHIEB) C [IHAHOTHYECKUM BPOXKJIEHHBIM IMOPOKOM CEpIIIIa,
KYIUPOBAaHHBIM C TIOMOIIBIO CHCTEMHOTO IIYHTUPOBAHUSA B JIETOYHYIO apTepuio, ObUIH
PaHIOMU3HPOBAHBI TSI TIOTYYeHHS Kionuaorpena B 1o3e 0,2 mr/kr (n=467) wiu miamnebo (n=439)
BMECTE C CONYTCTBYIOIIEH Oa3uCHOM Tepamnuell B MEpUOJ A0 BTOPOrO 3Tama XUPYpPruyeckoro
BMeniarenscTBa. CpenHee Bpemsi MEXly MaJUTMATUBHBIM ITYHTUPOBAHUEM U TIEPBBIM BBEJCHUEM
HCCIIETyeMOT0 JIeKapCcTBEHHOro Tmpemapata coctaBmio 20 nueil. I[lpubnusurensHo 88 %
nanueHToB nonydanu ogHoBpemeHHO ACK (B mozax 1-23 mr/kr/cytkn). Mexay rpymnmaMu
JIeYeHUs1 He HaOII01alI0Ch CTATUCTUYECKU 3HAYMMBbIX Pa3IMuui 10 OCHOBHOW KOMOMHUPOBaAHHOMN
KOHEYHON TOYKe, BKIIOYABIICH CMEPTENbHBI HCXOJ, TPOMOO3 IIyHTa WJIM XUPYPTUUYECKOE
BMEIIATENLCTBO, CBA3aHHOE C 3a00JIeBaHUEM Ccep/alla, 10 JOCTHXKeHus Bo3pacta 120 nHeit nmocne
COOBITHSI, CUMTAIOIIErocs TpoMOoTHUeCcKUM ocioxkHeHueM (89 (19,1 %) B rpynne npuMeHeHus
kionuaorpena u 90 (20,5 %) B rpynmne mpuMmeHeHus 1uiane6o). B rpynmax mpumeHeHUs
KJIOMHJIOTpeNia | Myanedo caMoil yacToi HexkenaTenbHOM peakiueil OblIo KpOBOTEUEHHUE; OHAKO
MEXy 9TUMU TPYIIaMyd He HAOIIOAANOCh CYIIECTBEHHBIX PAa3IUYUil B 4aCTOTE KPOBOTEUCHUH.
[Tpu 1ONTOCPOYHOM TOCHIEAYIONIEM MOHUTOPHHTE 0€30MacHOCTH 26 TAIIMEHTOB C HAJIOKEHHBIM
OIYHTOM B BO3pacTe OJHOTO TOAa TOJyYaldd KIIOMUAOTPEN O IOCTIKeHHUS 18-mecsaHOTrO
BO3pacTa. B xone mepmona J0ArocpoYHOro HAOMIOJEHHS HOBBIX MPoOJeM Mo 0e30MacHOCTH
BBISIBJICHO HE OBLIO.

Uccnenopannss CLARINET u PICOLO mpoBoAMIINCE ¢ HCIIONB30BAaHHEM BOCCTAHOBJICHHOTO

pacTBopa Kionuaorpena. B uccieqoBaHHM OTHOCUTENBHOM OHOIOCTYMHOCTH Y B3POCIBIX
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MaIMeHTOB BOCCTAHOBIICHHBIN pacTBOp KIIOIINAOrPEIa Hd&;&lﬁﬁghﬁlmI-'lelé;llél:ll-B:II/IIjHGI-'-II\;I:I-IIOFO

0o0J1ee BEICOKYIO CKOPOCTb BCACBIBAHUSI OCHOBHOT'O LIWPKYJIUPYIOLIETO (HEAKTUBHOTO) METa0O0IUTA
10 CPAaBHEHUIO C 3apPETUCTPUPOBAHHOMN TaOIETKOM.

5.2. ®DapmakoKHHeTHYECKHE CBOMCTBA

AOGcopbuus

IIpn ONHOKPAaTHOM M IIOBTOPHOM IIPUEME BHYTPb B JO3UPOBKE 75 MI' B CYTKH KIIOIUIOTPEI
OBICTPO BCAChIBAETCSI.

Cpennee 3HadeHHE MaKCUMaIbHOM KOHLEHTpalUH (Cmax) HEM3MEHEHHOI'O KIONMJOrpena B
ma3Me KpoBH (NMPUOJM3UTENBHO 2,2—2,5 HI/MJ MOce IpreMa BHYTPb Pa3oBOW 103kl 75 MT)
JOCTUTAeTCs MPUOIM3UTENBHO Yepe3 45 MHUH mocie mpueMa mnpenapara mo JaHHBIM SKCKPEIUU
METa0O0IUTOB KIONUIOTpENa Yepe3 MOYKH ero abcopOums coctaniseT npuoan3utensHo 50 %.

Pacupenenenue

In vitro xionmumorpea M ero OCHOBHOM HUPKYJIUPYIOUIMHA B KPOBH HEAKTHBHBIH METaOOJUT
00paTHMO CBSI3BIBAIOTCS ¢ OekamMu 1ia3Mbl KpoBH (Ha 98 % u 94 %, COOTBETCTBEHHO), U TaHHAs
CBSI3b SIBJISICTCS HEHACKIIIAeMO 10 KoHIeHTpanuu 100 mr/mt.

BI/IOTDaHCd)ODMaHI/IH

Kionumorpen HHTEHCHMBHO MeTaboiau3upyercs B medend. In vitro u in vivo kimommmorpen
METa0OIM3UPYETCS ABYMS ITyTSMU: TIEPBBIA OCYIIECTBIISIETCS C TOMOIIBIO 3CTEPa3 U NPUBOIUT K
THIPOIHM3Y KJIOMHUIOTpeNa ¢ OO0pa3oBaHMEM HEAKTHBHOTO IPOU3BOJHOTO KapOOKCHIIbHON
KUCTOTHI (85 % OT HUPKYIUPYIOUINX METa0OIUTOB); BTOPO MYTh OCYLIECTBIISETCS C TOMOIIBIO
u3zopepMeHToB 1uToxpoma P450.

[lepBoHayanbHO KJIONUAOTPEN METabOIM3UPYETCs 10 2-OKCO-KJIOMUIOTpeNa, SBISIOLIErocs
MPOMEKYTOUHBIM MeTabonmuToM. [locneayrommii MeTabou3M 2-0KCOKJIOMUIOTpesia MPUBOIUT K
00pa30BaHUIO AKTUBHOT'O MeTab0JINTa KIOMUA0TPelia — THOIBHOTO TPOM3BOIHOTO KIOMHIOTpeIa.
In vitro aToT akTUBHBIH MeTabONMUT 00pa3yercs, rIaBHBIM 00pa3oM, C TOMOMIbI0 H30(epMEeHTa
CYP2C19, Ho B ero o0Opa3zoBaHHM TaKK€ Y4aCTBYIOT HEKOTOPBIE APYTrue U30(PEpMEHTHI, BKIItOUast
CYPIA19, CYP2B6 u CYP3A4. AKTUBHBII THOJBHBIN META0OIUT KIIOMUAOTPENA, BBIICICHHBIA
B iN Vitro uccnenoBaHusx, OBICTPO U HEOOPATUMO CBSI3BIBACTCS C PELEITOPAMU TPOMOOIIUTOB,
OJIOKMPYs TaKUM 00pa3oM arperaro TpOMOOIUTOB.

Cinax aKTUBHOTO MeTab0IMTa KIOMUIOTpesia Mociie OJHOKPATHOTO IPUEMa ero Harpy304HOM J03bI
300 mr B 2 pasza mOpeBBbIMIAET TAKOBYKO Mociie 4-X JHEeW NpueMa MOIAEPKUBAIOUIEH 03Bl
kjonuaorpena 75 Mr. Cmax 10CTUTAETCS MPUOTU3UTENHHO B TeueHue 30—60 MuH.
dapMaKOKHMHETHKA aKTUBHOI'O MeTabosiuTa KJIOMUAOTpesa B OCOOBIX IpyMIax MalueHTOB He
U3y4anach.

DIMMHHAINS
32



COOTBETCTBYET 2KC __ EPTHOMY OTUETY

o1 23.06.2025 N= 15443

{10 OB L HOCTH 000%)
B Teuenne 120 4 mocie mpruemMa BHYTPb YeTOBEKOM 1 el o RO it peita RO 30 %

pPaIMOaKTUBHOCTH BBIBOAMUTCS YEpe3 IMOYKM W NpudnusutensHo 46 % paanoakTHBHOCTH
BBIBOJIUTCS Yepe3 KUIIEYHUK. [locne 0qHOKpaTHOro npuema BHyTPb JO3UPOBKU B 75 MI' IEPUOJ
nonysbiBeeHus (T'2) kinonugorpena coctaBiger npudiausutensHo 6 4. [locrne ogHOKpaTHOTO
IpueMa U npremMa NOBTOPHBIX 103 Kiionuaorpena T'2 ero 0CHOBHOTO LIUPKYJIUPYIOIIETO B KPOBU
HEaKTHMBHOT'O METAa0OJIUTa COCTABISET § 4.

dapmakoreHeTuka

C mnomompto um3opepmenta CYP2C19 oOpasyrorcs, Kak aKTUBHBIA MeETaOONHUT, TaK U
MPOMEXKYTOUHBIM MeTabonIuT 2-okcokjonuaorpen. PapMakOKMHETHKAa W aHTHArperaHTHOE
JieiicTBUE aKTUBHOTO META00JINTA KIOMUAOTPEIIa, IPU UCCIIEJOBAHUY arperaiiii TPOMOOLIUTOB ex
VIVO, BappUpYIOT B 3aBHCUMOCTH OT reHoTHa nzodpepmenta CYP2C19. Amrens rena CYP2C19%1
COOTBETCTBYET IMOJHOCThIO (PYHKIHMOHAILHOMY METa0oJIM3My, TOTJa KaK ajield TeHOB
CYP2C19*2 u CYP2C19*3 spnstorca HeQyHKUHOHANbHBIMU. Asenu reHoB CYP2C19*2 u
CYP2C19*3 sBnstoTCS NMPUYMHON CHIDKCHHS METa0OIM3Ma y OOJBIIMHCTBA IMPEICTABUTEIICH
eBponieonsiHo (85 %) u MouromouaHou pacel (99 %). [pyrue amnenu, ¢ KOTOPHIMH CBSI3aHO
OTCYTCTBHE WJIM CHIDKEHHE MeTabojn3Ma, BCTPEUaloTCs peke U BKIIOYAIOT, HO HE
orpannuuBarTcs, amiensmu reHoB CYP2C19*4, *5, *6, * 7 wm *8. I[laumeHThl C HHU3KOU
akTuBHOCTBIO H30pepmenta CYP2C19 nosmkHbl 00maaTh 1ByMs YKa3aHHBIMU BBILIE aJUIEISIMU
reHa ¢ notepeit pyHkuuu. OnyOIMKOBaHHBIE YaCTOTHI BCTPEUAEMOCTH (PEHOTHUIIOB MAIUEHTOB C
HU3KOW akTUBHOCTHIO n3o(epmenta CYP2C19 y manueHTOB €BpOINEOHIHON pachl COCTaBISIOT
2 %, y manMeHToB HerpouJHoM pacel 4 % u y MoHrojougHou pacel 14 %. CymiecTByroT
CHelHalIbHbIe TECThl JUIsl OINpEeNeleHMs] MMEIOIIErocs y MalMeHTa T'eHOTUNa H30(epMeHTa
CYP2C109.

[To manubIM mepekpecTHoro uccienoBanus (40 TOOPOBONBIEB) ¢ y4acTHEM JIOOPOBOIBIEB C
OUYCHb BBICOKOMW, BBICOKOM, MPOMEXKYTOUHON M HU3KOH akTUBHOCTHIO m3odepmenta CYP2C19,
KaKUX-THM00 CYIIECTBEHHBIX PA3IWYMi B HKCHO3UIMM AKTUBHOTO META0OJIUTa U B CPEAHUX
3HaueHusAX uHrubupoBanus arperaiuu TpomoOouuToB (MAT), unaynupoannoit AD, y
JOOPOBOJIBIIEB C OYEHb BBICOKOW, BBICOKOW M MPOMEKYTOUHOW aKTUBHOCTBIO H30(epMeHTa
CYP2C19 BoisiBneHO He ObL10. Y JOOPOBOIIBIIEB C HU3KOM akTUBHOCTHIO n30(pepmenta CYP2C19
AKCTIO3UIUS aKTUBHOTO MeTabonTa CHIKanach Ha 63—71 % mo cpaBHEHUIO C JOOPOBOJIBIIAMH C
BbICOKON akTUBHOCTBIO M3opepmenta CYP2C19. Ilpu ucnons3oBanuu cxemsl Jiedernust 300 mr
Harpy3ouHas 7103a/75 mr moanepkuBatomas go3a (300 mr/75 mr) y 1oOpoBOJIbLIEB C HU3KOM
akTuBHOCTHIO n3opepmenta CYP2C19 antutpomOonuTapHoe AeHCTBHE CHUKAIIOCh CO CPEIHUMU
3HaueHussMu UAT, cocrasnstomumu 24 % (uepe3 24 1) u 37 % (Ha 5 neHb vcciaeaoBaHus) 1O

cpaBaenuio ¢ UAT, coctaBmsirorumu 39 % (uepe3 24 1) u 58 % (Ha 5 neHb MccineaoBaHus), y
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JOOPOBOJIBIIEB C BBICOKOI aKTUBHOCTBIO N30 epMEHTA C%-C-llg‘;g%%]_% Iézl' 'I):I/I%'d'l‘;/ol (Ha

5 JeHb UCCIENOBaHMs) y AOOpPOBOJIBIEB C MPOMEKYTOUYHOW aKTUBHOCTHIO H30(epMeHTa
CYP2C109.

Koraa noGpoBosbiibl ¢ HU3KOW akTUBHOCTHIO M3odepmenta CYP2C19 nmonmyyanu nmpemnapar mo
cxeme sedenus 600 mr Harpy3ouHas ao3a/150 mr momumepxkwuBaromas mo3za (600 mr/150 mr),
OKCMO3ULUS aKTHMBHOTO MeTabonuTa ObUIa BBINIE, YeM MpPU HpUEME IO CXEeMe JICYCHUs
300 mr/75 mr. Kpome storo, MAT cocraBmsmo 32 % (uepe3 24 4) u 61 % (Ha 5 neHw
UCCIIEIOBaHMsI), 4YTO ObUIO OOJbIIE TAaKOBOrO Yy J0OPOBOJBIEB € HU3KOM aKTUBHOCTHIO
nzoepmenra CYP2C19, nmonmywaBmux jedeHue mo cxeme 300 mr/75 mr, u ObUIO0 TOI0OHO
TAaKOBOMY B TpyIIax MAaIMEeHTOB ¢ Oojiee BHICOKON MHTeHCHMBHOCTHIO CYP2C19 merabonmsma,
NoJy4aBIIuX JiedeHue 1o cxeme 300 mr/75 mr. OgHaKO B UCCIIEAOBAHMSX C YIETOM KIMHHYECKUX
MCXOJIOB PEKUM JI03UPOBAHMSI KIIOMHIOTPEIA ISl MAlIMeHTOB 3TOM MPyMIbl (MallMEeHTOB ¢ HU3KOU
akTuBHOCTHIO M30dpepmenta CYP2C19) noka He ycTaHOBIIEH.

AHaJOrMYHO pe3ynbTaTaM JaHHOI'O HCCIIEOBaHUS METa-aHalIu3 IIECTH HCCIEJOBaHUM, B
KOTOPBII BOILIM JaHHBIE 335 MOOpPOBOJIBIEB, MOMYYABIINX KIOMUAOTPEN M HAXOIMBIIUXCS B
COCTOSTHUM JOCTHKEHHSI PABHOBECHOH KOHIIEHTpAllMW, I[IOKa3aj, 4YTO [0 CPaBHEHHUIO C
I00pOBONBIIAMH € BBICOKOM akTUBHOCTHIO u3odepmenta CYP2C19, y noOpoBonibieB ¢
POMEXYTOUHOW aKTHBHOCTBIO m3odepmernTa CYP2C19 skcmo3uiusi akTUBHOTO METa0OJHTa
CHIDKanach Ha 28 %, a 'y 10OpOBOJIBIEB ¢ HU3KOH akTUBHOCTHIO n3opepmenta CYP2C19 na 72 %,
B TO Bpems kak AT Op110 cHIkeHo ¢ pazmuuusvu B AT Ha 5,9 % u 21,4 %, COOTBETCTBEHHO.
He nposogunoce onenkn BiusgHus renotuna CYP2C19 Ha knnHUYECKHE NCXO/bl y MAllMEHTOB,
MOJIyYaBUIMX KJIOMUAOIPEN, B TMPOCHEKTUBHBIX PaHJAOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanusx. OJHAKO Ha HACTOALIMH MOMEHT HMMEETCS HECKOJIbKO PETPOCIIEKTUBHBIX
aHaIN30B. Pe3ynbTaTbl T€HOTUNUPOBAHUS IIONYYEHBl B XOJ€ CIEIYIOIIMX KIMHUYECKHX
uccnenoBanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)K€ B HECKOJIbKMX OIYOJIMKOBAaHHBIX KOTOPTHBIX UCCIIEJOBAHMSIX.

B uccnenoBannm TRITON-TIMI 38 u 3-x xoroptabix uccienoanusx (Collet, Sibbing, Giusti)
NalMeHThl KOMOMHHUPOBAHHOW TpPYyNINbl C MNPOMEXKYTOUYHOW MM HHU3KOM aKTUBHOCTHIO
uzopepmenta CYP2C19 umenu 6onee BBICOKYIO YacTOTY CEPIEYHO-COCYIUCTBIX OCIO0KHEHHH
(cmepTh, WHGAPKT MUOKAp/ia ¥ WHCYJBT) WX TPOoMOO3a CTEHTA MO CPABHEHUIO C TAKOBBIMHU Y
MAIMEHTOB € BHICOKOM akTUBHOCTHIO M30depmenta CYP2C19.

B uccnenoBanun CHARISMA u ogHOM KOTOpPTHOM HcclenoBaHuM (Simon), yBelIMYEHHE
Y4aCTOThl CEPJACYHO-COCYAUCTHIX OCJIOKHEHHH HAOII0anoch TOJIBKO Y MALMEHTOB C HU3KOU
akTuBHOCThIO M30epmenta CYP2C19 (mpum uX cpaBHEHUH C TAalMeHTaMHd C BBICOKOMU

akTUBHOCTHIO M30pepmenta CYP2C19).
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B nccnenosannu CURE, CLARITY, ACTIVEA 1 omsoM i Rorop rimik i feosahit ¢ Frenk),

HE HaOJII0JIAIOCh YBEIMYCHHUS YaCTOThI CEPCUHO-COCYAUCTBIX OCIOKHEHUH B 3aBUCHUMOCTH OT
nureacusHoctu CYP2C19-merabonus3ma.

Oco0nlie I'pYHOIIbI TAIKMECHTOB

dapMakOKMHETHKA aKTUBHOI'O MeTa0OJuTa KJIOMHMIOrpesaa B OCOOBIX IpyMiax MalUeHTOB He

U3y4ajach.

Iayuenmul ¢ napywienuem @yHKYuu noyex

[Toce MOBTOPHBIX IPUEMOB KJIOMUJOTPENa B JO3UPOBKE 75 MI/CYTKH y HAIL[MUEHTOB C TSXKEJIbIMU

HapymeHusmu ¢yHknuu modek (KK or 5 mu/mua go 15 mu/mun) wHruOupoBanue AJID-

WHIYIIUPOBAHHOW arperanuu TpoMOOIUTOB ObLIO HIKE (Ha 25 %) MO CPaBHEHHIO C TAKOBBIM Y

3I0POBBIX JIOOPOBOJIBLIEB, OJHAKO Y/JIMHEHHE BPEMEHHM KpPOBOTEUEHHUS OBLJIO IOJ00HBIM

TaKOBOMY Yy 3/I0POBBIX JOOPOBOJIBIIEB, OJYYaBIINX KJIOMUIOIPEIl B JO3UPOBKE 75 MI' B CYTKH.

Tayuenmoi ¢ napywienuem yHkyuu neveHu

He Obuto 3HauMMBIX OTIMYMN B cTeneHH WHrHOupoBaHus AJlD-WHAYIHPOBAHHOW arperamuu

TPOMOOIIMTOB TOCIIE €KEIHEBHOTO MpHEeMa KIIOMHUIOTPeNIa B CYTOYHOU J103¢ 75 MI' B TEUCHHUE

10 nHelt y DaAnMEHTOB C TSDKENBIMM HapylUIeHUAMU (YHKIMM TE€YEHH [0 CPaBHEHHUIO CO

310pOBbIMH 100poBosibLiaMu. CpeHee BpeMsi KpOBOTEUEHHs! TaKKe COINOCTaBUMO B 00EMX

rpymnmnax.

Tayuenmuvr cmapwe 75 nem

VY 106poBosibLIEB cTapiie 75 JeT Mpu CPaBHEHUH € MOJIOJIBIMU JOOPOBOJIbIIAMU HE OBLIO HOIYYEHO

pas3NInYMii MO MOKa3aTeIsIM arperaluyu TPOMOOIIMTOB U BpeMeHH KpoBoTeueHus. Koppekius 10361

He TpedyeTcsl.

Pacoesas npunaonesxcrnocmo

PacnpoctpanenHocts  amteneir  renoB  u3odepmenta CYP2C19, oOycnaBnuBarommx

IPOMEXYTOUHYI0O U HU3KYIO aKTMBHOCTb 3TOr0 M30(epMEHTa, OTIMYAETCA y IMpeICTaBUTENeH

pa3MYHBIX PACOBBIX Tpymi. VMEITCs orpaHWuYeHHBIE JHMTEpaTypHbIe JaHHBIE 00 uX

pacrpocTpaHEeHHOCTH MPEACTABUTENICH MOHTOJIONTHON packl, YTO HE MO3BOJISIET OICHUTH Y HUX

3HaYeHus reHotunuposanus uzopepmenta CYP2C19 nns pa3BUTHS UILIEMHUUECKUX OCTIOXKHEHUH.
eTu

Knunnyeckue gaHHbIle OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHWE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB

Snpo TabieTku

MasHauTON
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Maxporon 6000 (NOCNEOOBATENEHOCTL 0005)

Lemrono3a Mukpokpuctainueckas (tum 112)
['unposno3a HU3KO3aMeEIIEHHAs
KacropoBoe Macio ruiporeHu3upoBaHHOE

0O0oJ104Ka Ta0JIETKH

Cyxast cMech JUIsl TITICHOYHOTO TIOKPBITHS PO30BOTO IBETA, coepkarias runpomerniosy — 60,00
%, maxporon — 20,00 %, turana quokcun — 19,40 %, xene3a okcun kpacHsiii — 0,60 %.

6.2. HecoBmMecTUMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHus1)

3 rona.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH NIPH XPAHEHHUH

B 3amunienHoM oT cBeTa Mecte Ipu Temmneparype He Boiie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIAKOBKHU

ITpu mpoussoactee Ha OO0 «Bendapmy:

[To 7, 10 wiu 14 TabneTok B KOHTYpPHYIO sueiikoByr0 ynakoBky u3 mienku [IBX/TIBAX/IIBX u
(G oJIbTH aTIOMHUHUEBOM IMEYaTHOMN JIAKUPOBAHHOM.

ITo 10, 20, 30, 40, 50, 60, 70, 80, 90 unu 100 Tab1eTOK B OAHKY OJUMEPHYIO U3 TIOJUIPOITHICHA
WM TOJUATWICHA, YKYIIOPEHHYIO0 HATATMBAEMOM WJIM HAaBUHYMBAEMOMW KPBIIIKOW IOJIMMEPHON
JUIsl JIEKAPCTBEHHBIX CPEACTB W3 IOJUIPONWICHA WIM IOJUATUJIEHA C KOHTPOJEM IEPBOIO
BCKPBITHS UM 6€3 KOHTPOJIS, C YIUIOTHSIOLIUM 3JIEMEHTOM MJIH O3 Hero.

JloTIONMHUTENBHO JOMYCKAeTCsl KCIIOJIb30BaTh BaTy MEIUIMHCKYIO TUTPOCKONMYECKYIO WIIN
aMOpTHU3aTOpP.

Ha GaHKy HakJIeHMBalOT 3TUKETKY CAMOKJIESIIYIOCS.

Kaxnayto Oanky, 1, 2, 3,4, 5,6, 7, 8, 9 unu 10 KOHTYpHBIX STUEHKOBBIX YIIAKOBOK C JINCTKOM-
BKJIAJIBILIIEM TTOMEIIAIOT B NMaYKy U3 KapTOHA.

ITpu opoussonctee Ha OO0 «Bendapm-M»:

ITo 7, 10 unu 14 TabaeTok B KOHTYPHYIO sSTUeiKoBYI0 ynakoBKy u3 mieHku [IBX/TIBAX/TIBX unu
(boabru aIFOMUHUEBON MHOTOCIOWHON U (hOJIBIY aTFOMUHHEBOH 1€YaTHON JTaKMPOBAHHOM.

ITo 10, 20, 30, 40, 50, 60, 70, 80, 90 unu 100 TabaeTOK B OAHKY MOTUMEPHYIO U3 TOJUIIPOITHIICHA
WM TOJUATWICHA, YKYIIOPEHHYI0 HATATMBA€MON WJIM HAaBUHYMBAEMOW KPBIIIKOW MOJMMEPHON
JUISL JIEKQpPCTBEHHBIX CPEICTB M3 MOJMUIIPONWIEHA WM IOJMATHIEHA C KOHTPOJEM IEPBOIO
BCKPBITHS UM 6€3 KOHTPOJIS, C YIUIOTHSIOLIUM 3JIEMEHTOM MJIH 03 Hero.

JIONOTHUTENBHO JTOIYCKAETCs HCIIONIBb30BaTh BAaTy MEAMIMHCKYI) THUIPOCKOIHWYECKYIO WU

aMOPTH3aTop.
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Ha 0aHKy HakJIenBalOT 3TUKETKY CaMOKJIESIIIYIO

Kaxnayto Ganky, 1, 2, 3,4, 5,6, 7, 8, 9 unn 10 KOHTYpHBIX STYEHKOBBIX YITAKOBOK C JINCTKOM-
BKJIJIBILIIEM TTIOMEIIAIOT B [1aYKy U3 KapTOHA.

VYnakoBka «in bulk»:

ITo 7, 10 mnm 14 TabieTOK B KOHTYPHYIO STYeKOBYIO yrakoBKy u3 miieHku [IBX/TIBAX/TIBX unu
(bonbru aMIOMUHIEBONH MHOTOCIIOWHOM U (hOJIBTY aTIOMUHHEBOM ITEYaTHOM JTAKMPOBAHHOM.

ITo 100, 200, 300, 400, 500, 600, 700, 800, 900, 1000, 1500, 2000, 2500, 3000, 3500, 4000, 4500,
5000 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK MOMEIIAIOT B Tapy U3 TOPPUPOBAHHOTO KapTOHA.

6.6. Oco0Oble Mepbl NPeIOCTOPOKHOCTH MPHM YHUYTOKEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpemapara WJIM OTX0A0B, TMOJYYEHHBIX TOCJe NPUMEHEeHUs
JIEKAPCTBEHHOT'0 MPenapara, u Apyrue MaHUIYJISIIUN ¢ Penaparom

Oco0ble TpeOoBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YJOCTOBEPEHUSA
Poccniickas @enepanus

OO61ecTBO ¢ OrpaHMYEHHOM 0TBETCTBEHHOCTHIO «Bendapm» (000 «Bendapmy»)
115184, r. MockBa, niep. O3epkoBckuid, a. 12, atax 1, momem. |, kom. 9

Ten.: +7 (3522) 48-60-00

E-mail: fsk@velpharm.ru

7.1. IlpeacTaBUTEb J€pPKATE/IsI PETHCTPALMOHHOTO Y10CTOBEPEHUS

[IpereH3un HOTDe6I/ITeJIeI71 HalnpasJIATH 110 aApECy.

Poccniickas @enepanns

OO611ecTBO € OrpaHMYEHHON 0TBETCTBEHHOCTHIO «Bendapm» (OO0 «Bendapm»)
640008, Kypranckas o0:., r. Kypran, npocnext Koncturyuuu, a. 11

Ten.: +7 (3522) 48-60-00, 55-51-80

E-mail: fsk@velpharm.ru

8. HOMEP PETUCTPALIMOHHOI'O YAOCTOBEPEHUA

9. JTATA NMEPBUYHOM PETMCTPAIIMM (IIOATBEPXJIEHWUSA PETMCTPAIINMN,
HEPEPEINCTPALINN)

JlaTa niepBoii perucTpanuu:

10. JATA IEPECMOTPA TEKCTA
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OO61as xapakTeprucTUKa JIEKapCTBEHHOT O Ipernapara KHWE%%@%K%%%%& Ha

UHPOPMALIMOHHOM TopTaie EBpa3suilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT https://eec.eaeunion.org/
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