MY OTUETY
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OBIIASI XAPAKTEPUCTUKA JIEKAPCTBERHOTOTIPEITAPATA

1. HAUMEHOBAHMUME JIEKAPCTBEHHOTI'O IIPEITAPATA

Jlorupen, 75 mr, TabIETKH, MOKPBITHIC MJICHOYHOW 000JIOUKOA.

2. KAUYECTBEHHBIN M KOJJMYECTBEHHbBII COCTAB

JleiicTByro1Iee BEMeCTBO: KIOMHIOTPEI.

Kaxnas Tabnerka conepxut 75,00 Mr kimonuaorpena (B BUAE KIONUAOTPEIa THAPOCYIb(ara).
BcenomorarenbHble BelIecTBa, HAIMYKME KOTOPHIX HAZ0 YYUTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: JJakro3a 0e3BoHasi, JICHUTHH (COAEPKUT COEBOE Maciio) (cM. pazaen 4.4.).

ITonubIi MNEPCUCHb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
Ta0OeTku.
Kpyriibie, qBOSKOBBIMYKJIbIE, TTOKPBIThIC MJICHOYHOW OOOJOYKOW TaOJIETKH PO30BOrO IIBETa C

IPaBUPOBKOM «I» € OHOM CTOPOHBL.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloxka3aHusi K NpUMeHEeHHUI0

Bmopuunas npoghunaxmuxa amepompombomuyeckux ocio#CHeHULL:

e VYV B3pOCIBIX NAI[MEHTOB MOCJIE HEJABHO NIEPEHECEHHOr0 NH(papKTa MUOKapAa (C 1aBHOCTHIO
OT HECKOJIbKUX JTHEeW 10 35 mHel), HETaBHO MEPEHECEHHOTr0 HIIEMUYECKOT0 WHCYJbTa (C
JAaBHOCTBbIO OT 7 JHEM 1no 6 MecsleB) WM NpU JAUAarHOCTUPOBAHHOM 3a00J€BaHUU
nepugepuyecKux apTepuil.

e VYV B3pOCIBIX TALUEHTOB C OCTPBIM KOPOHAPHBIM CUHAPOMOM:

— OCTpBIH KOpOHapHBIN CHHJIpOM Oe3 nmoabema cermenTa ST (HecTaOuiIbHas CTEHOKapIUs
M uHpapkT MUoKapaa 6e3 3youa Q), BKIIto4as MalueHToB, KOTOPbIE JOKHBI IT0JTy4aTh
MEIMKAaMEHTO3HOE JIEYEHHE, U AIIUEHTOB, KOTOPHIM I1I0Ka3aHO YPECKOKHOE KOPOHAPHOE
BMEIIATENIbCTBO (CO CTEHTUPOBAHUEM WM 0€3 CTEHTHPOBAHUS) UM a0PTOKOPOHAPHOE
uryntuposanue (AKII).
— ocTpelii WHGpApKT MHOKapaa ¢ mnoabemMoM cermeHTa ST, BKiIOYas MaIMEHTOB,
MOJIyYaIOIMX METUKAMEHTO3HOE JIeUeHUE, B TOM YHCJIe TPOMOOIUTHYECKYIO TEPAIHIO.
Ipogunaxmuxa amepompombomuyeckux u mpomOOIMOOIUUECKUX OCIOHCHEHUL ) 63DOCHbIX

nayuenmos ¢ pubpunisyuetl npedcepoull (MepyamenbHol apummuetl):
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. noc OBA HOCTE Q007
e VYV B3pOCIbIX NAUEHTOB ¢ (GuOpUIIALUe nﬂgnée'ﬁ}%‘; T&en&%ge%ﬂﬁonTﬁonTMpfem.

UMEIOUINX XOTs OBl 0JIMH (PaKTOP PUCKA PA3BUTUSI COCYUCTBIX OCIOKHEHUM, KOTOPBIE HE
MOTyT HpUHMMATh aHTaroHuctsl BuUTaMMHa K (ABK) u uMmeror HU3KMHA pHCK
KPOBOTEUYCHHH, KIOMUIOTPEN] B COUYETAaHUM C areTwicanuuuioBoil kucinoroit (ACK)
MoKaszaH Jyuisl TPO(HIIaKTUKHA aTepOTPOMOOTHUECKUX U TPOMOOIMOOIMUECKHX COOBITHH,
BKJIIOYAsi HHCYJIBT.
YV e3pocnvix nayuenmos ¢ mpanzumopnou uwemuyeckou amaxou (THA) cpednezo unu 8vicoko2o
pucka, unu ¢ marvim uuiemudeckum uncyiromom (MUH) (6 komounayuu ¢ ACK)
Knonuooepen 6 komounayuu ¢ ACK noxaszan:
e B3pocibM naruenTaM ¢ TUA cpemHero uim BHICOKOT0 pucka (orieHka mo mkajae ABCD2*

> 4) wm ¢ maineiM U (NIHSS** < 3) B reuenue 24 yaco nocie coobitust TUA nnum M.
* Illkama Ui ONEHKH PHUCKa paHHEro MHCyJbTa mocie THUA, Ga3upyercs Ha CICIYIONMX MapaMeTpax: BO3pacT,
apTepuanbHOE JaBieHNE, KTMHUYECKUE CUMITOMBI, TPOJODKUTeNbHOCT TUA 1 caxapHbIi Auader.

** [1Ikaa HHCYJIbTA HALIMOHATIBHOTO UHCTHUTYTA 370POBBSI.

4.2.  Pexxum 103UPOBaHUSA U CMOCO0 NPUMEHEHHUS

Pexxum 103upoBaHus

Heoasno nepenecenmnviii  ungpapkm muoxapoa, HeOABHO NEPEHeCeHHblll  UHCYIbM U
ouaznocmuposanHoe 3a6o01eeanue nepugepuieckux apmepuii
Pexomengyemas noza — 75 mr 1 pa3 B CyTKH.
Ocmppolii KOpoHapHblll cUHOpom 6e3 noovema ceemenma ST (HecmabunvbHas cmeHOKapoOus ulu
unghapkm muoxapoa ez 3yoya Q)
JledeHue KIONUIOTPETIOM ClIEyeT HAaUMHATh C OJIHOKPATHOIO MpreMa Harpy304Hoi 10361 300 Mr
i 600 mr. Harpy3ounyto 103y 600 Mr MO»KHO Ha3HayaTh MallMEHTaM B Bo3pacTe MeHee 75 JieT,
KOIZla IUIAHUPYETCS TPOBEACHHE YPECKOKHOIO KOPOHApHOIrO BMellarenbcTBa. JleueHue
KJIOTMJIOTPEJIOM CIIEyeT IPOAOLKUTE B 103UpoBKe 75 Mr 1 pa3 B cyTku coBmecTHO ¢ ACK B 1o3e
75-325 wmr. Ilockonbky Gomnee Bbicokue 1036l ACK Oblm cBsi3aHbl ¢ 00Ji€€ BBICOKMM PHUCKOM
KpOBOTeUEHHs, pekomeHayercsa, 4ToObl go3a ACK wue mpesbrimana 100 mr. OntumanbHas
IOPOJOJDKUTEIBHOCTh  JIeYeHUs O(UIMaIbHO HE YycTaHOBJeHAa. JlaHHBIE KIMHMYECKUX
MCCJIEOBAHUM IMOATBEPXKAA0T BO3MOXKHOCTh NPOJOJKUTENBHOCTH JIEYEHHU 10 12 MecsIes;
MakcHuMaibHas 3(pPEeKTUBHOCTH Tepanuu HadJto1anach yepes 3 Mecsia JeYeHHUsl.
Ocmputii unghapkm muoxapoa ¢ noovemom ceemenma ST
e VvV NaIMEeHTOB, MOJTYYarOIIUX ME/IMKaMEHTO3HOE JIeueHue, BKJTIOYAs
TPOMOOTUTHYECKYIO/PUOPUHOTUTHYECKYIO TEepanuio, KIOMUIOTpes Ha3HAyaloT B J103€
75 mr 1 pa3 B cyTku ¢ uim 6e3 Harpy3ouHo# 10361 300 mr B komOuHamu ¢ ACK, a Taxoke

C TpOM6OJ'II/ITI/ILIeCKI/IMI/I npenapartamMu UJin 0e3 Hux. Y ManucHTOB CTapIIC 75 neT JedeHue

Ctp. 2 u3 39



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 06.05.2025 N2 11733

KJIIONUIOTPEJIOM  JOJDKHO  HA4YMHATHCS 6@ Qc HEFH:'{‘;IE' “Tllfll;i‘lbwé'—ol‘;nl_o_ﬁ'j - EIER'BH.

KoMOuHMpoBaHHY10 Tepamnuio clieyeT HauMHaTh KaK MOXHO PaHbIIE IOCJE MOSBICHUS
CUMITOMOB U MPO/I0JKATh HE MEHEE YEThIPEX HEJENb.
e [Ipu nokazanusx k UKB:
[IpumeHneHue KiIonuIorpesia cieayeT HaYuHaTh ¢ Harpy304Hoi 10361 600 MT' y TalIMEHTOB,
npoxosamux nepsuyHoe UKB, n y nmamuenTo, npoxoasainux UKB 6osiee uem yepes 24
Yaca 1ocIie noyryueHus: GuOpruHONIUTHIECKOM Tepanuu. Harpy3ounyro 103y Kiionugorpena
300 Mr ciexyer Ha3HayaTh manueHtam, npoxoasmum YKB B Teyenue 24 vacos mocie
nosydyeHuss (GUOpUHONUTUYECKOW Tepanuu. JledeHue KIIOMUIOTPENIOM — CIeIyeT
MIPOJIOJDKATH B 103€ 75 Mr 1 pa3 B cyTku B komOuHaruu ¢ ACK. B kmuHu4ecKoi nmpakTuke
noanepxkuBatomas 1o3a ACK cocrasisier 75-325 mr B cyTku. [lockonbky OoJiee BRICOKUE
no3el ACK Obutn cBs3aHbl ¢ 00jiee BBICOKMM PUCKOM KPOBOTEUEHUS, PEKOMEHIYETCH,
4yT00b! 1032 ACK He npesbimana 100 mr. KomOuHUpOBaHHYIO TEpanuIo ClieyeT HaYMHATh
10 BO3MOXXHOCTH Cpa3y MOcJje MOSBICHHs CHMIITOMOB U MPOJOJIKATh B TeUEHUE He OoJiee
12 mecsues.
Qubpunnayus npedcepoutl
Knonunorpen cienyer npuHUMaTh B CyTOYHOU 03¢ 75 Mr. B koMOMHauuu ¢ KJIONUAOTPEIOM
HeoOxoaumo npuHuMath ACK B no3uposke 75-100 mr exxeaneBHoO (cM. pazzaen 5.1).
Bspocnvie nayuenmot ¢ THA cpednezo unu 6vicokoeo pucka unu ¢ manvim MU
B3pocasim manmentam ¢ TUA cpenHero uim BEICOKOTO prcka (oreHka o mkaire ABCD2* > 4)
i ¢ mansiM U (NIHSS** < 3) maznauatot Harpy3ouHyoo 103y kionugorpena 300 mr, mocie
KOTOPOH Ha3HavaroT Kionuaorpen B go3e 75 Mr 1 pa3 B cytku 1 ACK (75-100 mr 1 pa3 B cyTkn).
Tepanuto knonuporpenom u ACK crnenyer HaunHaTh B Te4eHHE 24 4acoB MOCTE COOBITUS U
IpOJOKaTh B TedeHwe 21 JHS, mocjie 4Yero Ha3HayaloT Tepanuio OJHUM aHTHAarperaHTHBIM
[penapaToM.
Dapmaroeenemuxka (nayueHmvl ¢ 2eHemudecku O00YCI08NeHHOU CHUNCEHHOU aKMUBHOCMbIO
uzogpepmenma CYP2C19)
Huskas aktuBHocTh u3zodpepmenta CYP2C19 cBs3aHa ¢ yMEHBLIEHHMEM AaHTHArpEeraHTHOIO
JercTBUs Kionuaorpena. Pexum npumenenus 0osiee BICOKHX 7103 (600 Mr — Harpy3odHast 103a,
3areM 150 mr 1 pa3 B CyTKH €XKEIHEBHO) Yy MAaIMEHTOB C HU3KOH aKTUBHOCTHIO M30(epMEeHTa
CYP2C19 yBennuuBaeT aHTHAarperaHTHOE ACUCTBUE KJIomMIorpena (CM. pasaen 5.2 mojpasnaen
«®DapmakoreHeTrnKay). Y MalMeHTOB ¢ HU3KOW akTuBHOCTHIO M3odepmenta CYP2C19 moxHO
paccMOTpeTh BONPOC O MpPUMEHEHUH Oosiee BBICOKHMX 103 Kiomuaorpena. TOUYHBIA pexum
JNO3UPOBaHUs Uil JAaHHOM TOMyJSUMU TMalMEeHTOB B KIMHUYECKUX HCCIEAOBAHUSX,

YUUTBIBAOIUX KIIMHUYCCKUEC UCXObl, HC YCTAHOBJICH.
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IIpomyck 1036l

Ecnu nponyliiieH npueM npenapara B TEUEHHE:

e menee 12 yacos TOCIE 3aIJIAHUPOBAHHOIO BPEMEHHU: NAIIMEHTHI JOJDKHBI MPUHATH 103y
HEMEJJICHHO, 3aTeM MPHHATH CIEAYIONIYIO 103y B 00BIYHOE 3aIUIAaHUPOBAHHOE BPEMSL.

e oOonee 12 wacog TmoOcCine 3alUIAaHUPOBAHHOTO BPEMEHM: MAIMEHTHI JOJDKHBI TMPUHSATH
CJICAYIOUIYIO 03y B OOBIYHOE 3aIUTAHWPOBAHHOE BPEMS M HE JIOJKHBI YABAUBATH J103Y.

Oco0nlie T'PpYHOIIbI TAMECHTOB

Tlayuenmvr cmapwie 75 nem

Octpelli KOPpOHAPHBIN cuHApoM 0e3 moabeMma cermenTa ST (HecTtaOWwibHAs CTEHOKAPAUS WU

nHdapkT Muokapa 6e3 3youa Q)

[Taruentam B BO3pacTe crapiie 75 JIeT HEe PEeKOMEHAYeTCS Ha3HauyaThb Harpy304HbIC J03bl
kionuorpena 600 Mr u3-3a NOBBIIIEHHOTO PUCKa Pa3BUTUS KPOBOTEeUEHHUS (CM. pasnen 4.4.).

Octpeiti HHGAPKT MUOKApAA ¢ ToabeMoM cermenTa ST

HaIII/IeHTLI, IMoJIy4Jaromue MCIUKaAMCHTO3HOC JICYCHHUC, KOTOPbIM IIOKa3aHa
TpOM6OJ’II/ITI/I‘leCKaﬂ/CbI/I6pI/IHOJ'II/ITI/I‘leCKa$I TCpalusia: MPUMCEHCHUC KIIOIMUAOTPEJa Yy HallMCHTOB
cTapmie 75 nmet CJIeAyCT HaUNHATDh oe3 Harpy30qH017I JO3bI.

INaruenTtsl, kxoTOpsIM BhImouHsieTcs nepsuuHoe YUKB u UKB 0Ooisiee 24 yacoB mOCIJE BBEACHUS

TPOMOOIUTUYECKON/ DUOPUHOIUTUYECKON TEPAIIUU

Crnenyet co0n0aTh OCTOPOXKHOCTH MPH Ha3HAUEHUU HArpy304HoOW 1036l 600 Mr mamueHTam B
BO3pacte 75 siet u crapiie (cM. pasznen 4.4.).
Tayuenmsl ¢ napywenuem QyHKYUuU nodex
Koppekiiuu no3e1 HEe TpedyeTes (cM. pazaen 4.4).
THayuenmoi ¢ Hapywenuem yHKyuu neveHu
Koppekuuu 10361 He TpedyeTcs (cM. pazaen 4.4).
eTn
be3zonacHocTh 1 3eKTUBHOCTh MPUMEHEHUS IpenapaTa y nereil B Bo3pacre oT 0 1o 18 ser He
yCTaHOBJIEHBI (CM. pazzaen 5.1.).

Crooco0 rmpuMeHeHus

BHyTpb, HE3aBHUCHMO OT MpueMa MUIIH, 3aMuBasi JOCTATOYHBIM KOJIMYECTBOM BOJbL. [Ipemapar

MPUHUMAOT KaXK/IBIA JICHh B OJTHO U TO )K€ BpeMS.

4.3. TIIporuBomoKa3aHusi

® TUNEPUYYBCTBUTEIHLHOCTH K KIOMUAOTPENTY, COEBOMY WM apaxMCOBOMY Maciy, WM TO00OMY
U3 BCTIOMOTATENIbHBIX BEIIECTB, IEPEUNCICHHBIX B pasfene 6.1;

® TsDKCJIad IICUYCHOYHAasA HCJOCTATOYHOCTD,
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OCTpO€ KpOBOTEYCHHE, HalpuMmep, K

BHYTPHUYEPEITHOE KPOBOM3IIUSHUE,
OEepEeMEHHOCTD M MEPHOJI IPYIHOTO BCKapMIuBaHus (cM. pasjen 4.6).

Oco0ble yka3aHUusl 1 Mepbl IPEeI0CTOPOKHOCTH NMPH MPUMEHEeHUH

C OCTOPOKHOCTBIO CIICAYCT Ha3HA4YaATh IIperiapar:

IPpU  YMEPEHHOM  IIEYEHOYHOM  HEJAOCTAaTOYHOCTH, IHPH  KOTOPOM  BO3MOXKHA
IIPEIPACIIONOKEHHOCTh K KPOBOTEUEHHIO (OTPAaHUYEHHBIN KIIMHUYECKUIN ONIBIT IPUMEHEHMS);
IIPY [10YEYHOW HEAOCTATOYHOCTHU (OIrpaHUYEHHBIN KIMHUUYECKUN OIIBIT IPUMEHEHMUS);

npu  3a00J€BaHMAX, MPH KOTOPHIX HMMEETCS NPEApPaACIONOKEHHOCTh K  Pa3BUTHIO
KPOBOTEYEHMM (B YACTHOCTH, JKEIYJOYHO-KHMILIEYHBIX WJIM BHYTPUIJIA3HBIX), M, B
0COOEHHOCTH, IPU OJJHOBPEMEHHOM IPUMEHEHUU JIEKAPCTBEHHBIX CPEJICTB, KOTOPHIE MOTYT
BBI3BAaTh MOBPEKICHUS CIM3UCTON OOOJOYKU KEIYAOYHO-KHUILIEYHOTO TpakTa (TaKuX Kak
ACK u HectepouHbIe TPOTUBOBOCTIaTUTENbHBIE MTpenapaTsl (HIIBI));

y HAIMEeHTOB, y KOTOPHIX HMMEETCS IOBBIIIEHHBIH PUCK Pa3BUTUS KPOBOTEUCHHS: H3-3a
TpPaBMBbl, XUPYPTUYECKOTO BMEIIATENLCTBA WU IPYTUX NATOJIOTHYECKUX COCTOSHUIA, a TAKKE
y mnanueHtoB, noayvaroumx jedeHue ACK, remapuHoMm, BappapuHOM, HHTUOUTOpAMHU
rmukoniporenHa  1Ib/Ila, HIIBII, B ToM wu4Kcie CENEKTUBHBIMA HWHTHOUTOPAMHU
nukinookcurenaspl-2  (L{OI'-2), a Takke JApyrMMU JIEKQpCTBEHHBIMH  CpEICTBAMH,
NPUMEHEHHE KOTOPBIX CBS3aHO C PHUCKOM DAa3BUTUS KPOBOTECUCHHM, CEIEKTUBHBIMU
uHruouTopamu ooparnoro 3axsara ceporonura (CHO3C) (cMm. pasaen 4.5);

IpU OJHOBPEMEHHOM IPUMEHEHUU C JIEKAPCTBEHHBIMU CPEACTBAMM, SIBIISIFOIIMMHUCS
cyocrparamu uzopepmenta CYP2C8 (penarimuua, nakautakcen) (cM. paszaen 4.5);

y TAIUEHTOB ¢ HU3KOW akTHBHOCTHIO m3odepmenta CYP2C19 (cm. pasmen 5.2 moapasmen
«DapmakoreHeTrkay, pasaen 4.2);

IIPY YKa3aHHUAX B aHAMHE3€ Ha AJUIEPTUYECKUE U IeMaTOJIOIMYECKHE PEAKIUU Ha JpyTrue
TUEHONMPUANHBI (TaKue KaK THUKIOMMIUH, Hpacyrpen) (BO3MOXKHOCTh MEPEKPECTHBIX
AJUIEPIUYECKUX U TeMATOJIOTHYECKUX PEaKIIHii);

IpY HEJIaBHO MEPEHECEHHOM IMPEXOJAIleM HapyLUIeHHH MO3TOBOIO KPOBOOOpAIlleHHs MU

uIeMu4eckoM uHeynbTe (pu couerannu ¢ ACK).

Oco0ble yKazaHus

Kpoeomeqeyuﬂ u zcemamoJiiocudecKue Hapyulenus

B cBsi3u ¢ puckoM pa3BUTHSI KPOBOTEUEHUS M HEXKETATENbHBIX PEaKIMi CO CTOPOHBI KPOBU (CM.

pas3aci 48) B CJIy4ac MOABJICHUA B XO0A€ JICHCHH A KIIMHUYICCKHUX CUMIITOMOB, TIOAO3PUTCIILHBIX Ha

BO3HUKHOBCHUC KPOBOTCUCHUA, CICAYCT CPOUYHO CHACIIATH O6IJ_II/II71 KJIMHUYECKUN aHaIu3 KpOBH,

OTIpeeNITh aKTUBUPOBAHHOE YacTUYHOe TpoMmoOormuactuHoBoe BpeMs (AUTB), komuuecTBo
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TPOMOOIIUTOB, TIOKa3aTedu (yHKIIMOHATBLHON KTI/IBHO‘(J’-III/T 'ngl(l;\)% EPITEE”/F Ifht;o;sgc“rF 15y VIH

HE00XO0JUMBbIE UCCIIEIOBAHMS.

Knonmuporpen, kak W Jpyrue aHTUTPOMOOLMTApHBIE CPEACTBA, CIIEAYeT MPUMEHATh C
OCTOPOKHOCTBIO Yy TIIallUCHTOB, HMEIOIIMX MOBBIIIEHHBIH PHUCK pa3BUTHS KPOBOTECUCHMS,
CBSI3aHHBIN C TPaBMaMH, XUPYPrHUECKUMH BMEUIATEIbCTBAMHU WJIM JPYTMMHU IaTOJIOTHYECKUMU
COCTOSIHUSIMH, a Takoke y nanuenTtos, npuHumaronmx ACK, HIIBII (B Tom uucie HHTHOUTOPHI
L[IOI'-2), remapun, Omokatopel rimkonporenHa IIb/Illa, CUO3C u MomHBIE WHAYKTOPHI
n3opepmenra CYP2C19. B cCBA3M C TOBBIIICHHBIM PUCKOM KPOBOTCUCHHSI TpOMHAs
aHTuTpoMOonTapHas Tepanus (xkiaonuporpentACK+aunupunamon), npuMeHsiemas Ui
BTOPUYHOW  TPOPHUIAKTHKHA HMHCYJIbTa, HE PEKOMEHIYETCS MalueHTaM C  OCTPBIM
HEKapAM0AIMOOIMUECKUM UIIEMUYECKUM UHCYIbTOM nin TUA.

[Ipyu nedeHUM KIOMUAOTPENOM, OCOOCHHO B TEUYEHHE IEPBbIX HEJENb JICUCHUS W/WIN TOcie
MHBAa3UBHBIX KapAMOJIOTHYECKUX MPOLENyp/XUPYPrUYECKOro BMELIATeIbCTBA, HEOOXOIMMO
BECTH TIIATEIbHOE HAOJIOJEHUE 3a MalUMeHTaMM Ha IMPEAMET HCKIIOYEHUS MPU3HAKOB
KPOBOTECUCHHS, B TOM 4HCJIE, W CKpbIToro. He pekomeHmyeTrcs OIHOBPEMEHHBIH IpHEM
KJIOMUAOTpesla € MEepOpaIbHIMU AHTUKOATYJSIHTaMH, IOCKOJBbKY 3TO MOJXET YBEIUYUTh
MHTEHCUBHOCTh KPOBOTEUEHUH (cM. pa3zaen 4.5.). OqHOBpeMeHHOE IPUMEHEHUE KIIOMUI0rpea ¢
Bap(apruHOM MOXET YCHIIUTh PUCK KPOBOTEUCHUS, TOITOMY CIIEAYET COO0aTh OCTOPOKHOCTD
IpY OJIHOBPEMEHHOM MTPUMEHEHUH KJIonuIorpena u Bappapuna (cM. pazuen 4.5.).

Ecnu nanueHTy npeacTouT IIaHoBasi XMPYprudeckas onepanus, 1 Ipyu 3TOM HET He00X0AUMOCTH
B aHTUTpoMOouuTapHoM 3¢ddexre, To 3a 7 THEH A0 omepanuy MpUEM KIOMUAOTpena CleayeT
PEKPaTHTh.

Knonmuporpen yanuesieT Bpemsi KPOBOTCUCHHS M JIOJDKEH TPUMEHSTHCS C OCTOPOKHOCTBIO Y
NalMEeHTOB C 3a00JIeBaHUSIMHU, MPEIpPAcojaralollliMU K pa3BUTHIO KPOBOTEUEHUH (0COOEHHO
ey TOYHO-KUIIEYHBIX U BHYTpUTIa3HbIX). [Ipenaparel, KOTOpbIE MOTYT BbI3bIBATh TOBPEXKICHUS
cimusuctoi  obonoukn KKT (rakue xak ACK, HIIBII) y nanueHTOB, NpHHUMAIOMIMX
KJIOMUJIOTPEJl, CIIEAYET IPUMEHSATh C OCTOPOKHOCTBIO.

[TareHTh! 1OJIKHBI OBITH MPETYNPEXICHBI O TOM, UTO IPHU MPHUEMe KIonuorpea (OQHOTo UK B
komOuHaimu ¢ ACK) a1 0cTaHOBKM KPOBOTEUEHHS MOXKET NOTpeOoBaThCs OO0JIbIIE BpEMEHH, a
TaKKe O TOM, YTO B CIlydyac BO3HUKHOBEHHS y HUX HEOOBIYHOTO (IO JIOKAJTH3AIMH WA
MPOJOKUTEIFHOCTH) KPOBOTEUEHHSI UM CIIEAYeT COOOIIUTh 00 3TOM CBOEMY JieyallleMy Bpauy.
[lepen m00o0if mpezacTosimiedl omepanMel M Tepel HayaJlloM NpuemMa J00ro HOBOTO
JIEKapCTBEHHOTO Mperapara MalueHThl JAOJDKHBI coO0IaTh Bpauy (BKJIIOYash CTOMAaToJIora) o

MMpueEME KiIonmuaorpeiia.
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75 neT He peKOMEH1yeTCsl Ha3HAvYaTh Harpy304YHbIe 10361 Kionuaorpena 600 Mr u3-3a MoBbIIIECHUS
pHUCKa Pa3BUTHUSL KPOBOTEUECHHS Y STOM IPYMIbl MAIUEHTOB.

W3-3a OrpaHUYeHHOCTH KIMHUYECKHX JIaHHBIX y MAIMEHTOB B BO3pacTte 75 JIET U CTaplie C
nH(papkTOoM MHOKapaa ¢ mogbemoM cermeHta ST, kotopeiM ObuTo BhImoaHeHO UKB, a Takke
M3-3a2 TIOBBIIIEHHOTO PHUCKAa Pa3BUTUS KPOBOTEUCHUN MPUMEHEHHUE HArpy304HOU J103bI
kionugorpena 600 mMr cieayer paccMaTpuBaTh TOJBKO MOCIE WHIUBUIYAIBHOW OLEHKH PHUCKa
pa3BUTHUS KPOBOTEUCHHUS Y MAIIMEHTA.

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OdeHp peako moOcCAE NPUMEHEHHUs KIONMAOorpesia (MHOrAa JAaXe HENpPOAOKUTEIBHOIO)
orMevanuch ciydam paszButusi TTII, koTopas xapakTepusyercs TpPOMOOLMTOIICHUEH U
MUKPOAHTUOMATUYECKON TeMOIMTUIECKON aHEeMUEH, COMPOBOKIAIOIIMMHUCS HEBPOJIOTHUECKUMU
paccTpoiicTBamu, HapyiieHHeM (QyHKIUU mouek u nuxopaakoi. TTII sBuseTcs moTeHUUaIbHO
YTPOKAIOIIUM )KU3HHA COCTOSTHHEM, TPEOYIOIIMM HEMEIJICHHOTO JICUYSHHS, BKJItoYas Tu1azMadepes.
Ilpuobpemennas cemoghunus

Coo0m1anocs o ciry4asix pa3BUTUSI IpUOOpEeTeHHON reMobuiIny py npueme kinonugorpena. [Ipu
MOJATBEPXKIEHHOM HM30JIMpoBaHHOM yBenmuueHun AUYTB, compoBoxkparomemMcss Wi He
COIPOBOKAAIOIIEMCS Pa3BUTUEM KPOBOTEUEHUS, CIEAYET pacCMOTPETh BOIIPOC O BO3ZMOXKHOCTHU
pasButus npuoOpeTeHHON Temoduauu. [lanMeHTsl ¢ MOATBEPXKIACHHBIM  JHATHO30M
npUOOpeTeHHOW TeMOMWINU JOJDKHBI HAOMIOJAThCsl U JICUUTHCS CIEUUATMCTaMU IO STOMY
3a00JIEBaHUIO U TIPEKPATUTH TTPUEM KIIOTHIOTPENa.

Heoasno nepenecennulil uwemuyeckutl UHCyibm

Hauano mepanuu

e VYV nmanueHToB ¢ ocTpeIM ManbiM MM nimm ¢ TUA cpenHero niam BBICOKOIO pUCKa JBOMHAs
anTuarperantHas tepanus (kionugorpen u ACK) nomkHa HayaThbesl HE MO3JHEE YEM Yepe3
24 yaca noce MosiBIE€HUS] CHMIITOMOB COOBITHS.

e JlaHHBIE O COOTHOILICHHWM IIOJIb3BI U PUCKA KPAaTKOCPOYHOW JABOWHOW aHTHArperaHTHOU
Tepanuu y nanueHToB ¢ octpbiM ManbiM MW mnn ¢ THUA cpenHero mim BBICOKOTO pHUCKa ¢
BHYTPHUYEPETHBIM KPOBOM3JIUSIHIEM (HETPAaBMAaTHYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

e MoHoTrepanus KiomuaorpeiaoM y nanueHtoB ¢ MM, He sBasAomMMCS MajblM, JOJDKHA
HavyaThCs yepe3 7 JHEH mociie Hadaia COOBITHS.

Hayuenmor ¢ UU, ne asnarowumcs manovim (NIHSS > 4)

BBI/IIly OTCYTCTBHA JaHHBIX HC pPCKOMCHAYCTCA Ha3HAYATh HBOﬁHym AHTHArpCTraHTHYIO TCPAINIO.

Tayuernmeot, HedasHo nepenecuiue manvi MU unu TUA CD@()H€ZO UJIU 6bICOKOCO puckKa, Komopbvbim

NOKA3dHO UiU KOmMoOpbvbim 3aniaiupo6aro emeameibcmaeo
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MOKa3aHa KapoTUAHAS JHAAPTEPIKTOMUS WM BHYTPUCOCYAUCTas TPOMOIKTOMUS, WU Y
MAIMEHTOB, KOTOPBHIM 3aIlUIAHUPOBAHBI TPOMOOJIM3UC WM AHTUKOAryJISHTHAs Teparus,
OTCYTCTBYIOT. B yKa3aHHBIX CHUTyalMsX HE pPEKOMEHIYeTCs Ha3HayaTh JABOHHYIO
aHTHArperaHTHyIO Tepanuio.

QyukyuonanvHas akmusHocms uzogpepmenma CYP2C19

VY manueHToB ¢ HU3KOW akTUBHOCTHIO u3odepmenta CYP2C19 npu npuMeHeHHH KIOMUAorpesa
B PEKOMEHIyeMbIX J103aX 00pa3zyeTcs MeHbIIE aKTUBHOTO MeTadoJIuTa KIOMUaorpena u ciabee
BBIPAXXEHO €r0 aHTHAarperaHTHoOE JeMCTBHE, B CBA3H C YEM IPHU MprUeMe OOBIYHO PEKOMEHIYEMBIX
J1I03 KJIOMHUJOTpeNa MPU OCTPOM KOPOHAPHOM CHHAPOME WM YPECKOKHOM KOPOHAPHOM
BMEIIATEILCTBE BO3MOXKHA 0Oo0Jiee BBICOKAas YacTOTa pPAa3BUTHUS  CEPACUYHO-COCYAUCTHIX
OCIIO’)KHEHUH, YeM y MallueHTOB ¢ HOpMaIbHON aKTUBHOCTHIO H3odepmenta CYP2C19.
Oxwunaercsi, 4YTo MPUMEHEHHE JIEKAPCTBEHHBIX CPEACTB, KOTOpPbIE WHAYLUUPYIOT aKTUBHOCTH
uzopepmerra CYP2C19, MokeT NPHUBOAUTh K YBEIUMYCHUIO KOHIICHTPAI[MM aAKTUBHOTO
MeTaboJIMTa KIIOMHIOTPENIA U MOBBIIIATH PUCK BOSHUKHOBEHHSI KPOBOTEUCHUs. B KauecTBe Mepbl
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPUMEHSATh OJHOBPEMEHHO MOIIHBIE HWHAYKTOPBI
uzopepmenta CYP2C19 u knonuaorpen.

Nmerorcs tectsr st onpenenenns renoturna CYP2C19, kotopbie MOTYT OBITh HCIIOJIE30BAHBI IS
MIOMOIIM B BEIOOpE TepareBTUYeCKor cTparerun. CieayeT pacCMOTPETh BOIIPOC O MPUMEHEHUHU
0oJiee BBICOKHX 103 KJIOMHUAOTPENa Y MalueHToB ¢ HU3Koi aktuBHOCThIO CYP2C19 (cMm. pazaen
5.2. mogpaznen «PapmakoreHeTHkay, pasaen 4.2.).

llepexpecmuvie annepeuueckue u/unu 2emMamonocuyecKue peakyuu Mexcoy mueHonupuouHamu

VY narnueHToB cneayetr coOupaTh aHaMHE3 Ha MPEAMET UMEBIIMXCS paHee aUIePrUIeCKUuX W/Uin
reMaToJIOTMYeCKUX PeaKIMil Ha Jpyrue TUEHONHUPHUAMHBI (TaKhe Kak THUKJIOMUINH, Ipacyrpen),
TaKk KaK COOOMIAOCh O HAJMYUU TEPEeKPECTHBIX aJUIEPTUUYECKUX W/MIU TeMaTOJIOTHYECKHX
peakuuii Mexay TueHonupuiauHamu (cM. paszen 4.8). TueHonmupuAMHBI MOTYT BBI3BIBATh
YMEPEHHBIE U TSHKEIbIE AJIJIEPTUUECKHUE PEaKINK (TaKhe KaK KOXKHas ChIllb, aHTHOHEBPOTUYECKUMA
OTE€K) WJIM TEeMAaTOJIOTMYECKHE peakiuu (Takue Kak TPOMOOIMTONEHHS M HEUTPOTEeHUS).
[TarueHTHI, Y KOTOPBIX paHee HaONI0aIiCh aJUIEPTUYECKUe U/UIIM TeMaTOIOTUYECKUE PeaKluu
Ha OJIMH M3 TMPEnapaToB IPyNIbl THCHOMUPUANHOB MOTYT UMETh MOBBIIICHHBIA PUCK PA3BUTHUS
MOAOOHBIX pEakluMid Ha JPyrod mpemapaT TPyNnbl THEHONUPHIAWHOB. PekoMmeHnmyercs
MOHHTOPHHT MEPEKPECTHBIX AJUIEPTUUECKUX U/ T€MATOJIOTHYECKUX PEaKIIUM.

Tloueunas neoocmamournocms
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orpanuyeH. [loaToMy ciieyeT ¢ OCTOPOXKHOCTBHIO MPUMEHSATHh KJIOMHIOTPET Y 3TON TPYMIIBI
IIaIMuECHTOB.

Ileyenounas neoocmamounocmo

HNMeercs OrpaHMYEHHBIA ONBIT MPUMEHEHMS KJIOMMAOIpENa y MalMeHTOB C TSHKEJIBIMU
3a00JIEBaHUAMHU  TI€UYEHH, KOTOpPbIE MOTYT OBITh  IPEAPACHOIOKEHBl K  Pa3BUTHUIO
remopparudeckoro nuares3a. [losTomy ciaemayer ¢ OCTOPOXKHOCTBHIO MPUMEHSTh KIOMUAOTPEN y
JAHHOM TPYyIIbI TALIUEHTOB.

Bcnomocamenvnvie sewecmea

[Tpemapar Jlomupen comepXHT JakTo3y Oe3BOAHYIO. llammeHTaM C peaKo BCTPEUAIOIIUMUCS
HaCJICACTBCHHbBIMU 3&60H€BaHI/I$IMI/I, TaKUMU KaK HCIICPCHOCUMOCTD TaJl1aKTO3HhI,
HENEPEHOCHUMOCTb JIAKTO3bI BCJIEACTBUE 1e(DUIINTA JIAKTa3bl WM CHHAPOM TIIFOK030-TalaKTO3HON
ManbaOCopOINK, HE CIeyeT MPUHUMATh JaHHBIN JIEKApCTBEHHBII Mpernapar.

[Ipenapar Jlonmupen coxepkuT JeuuTuH (coeBoe Macio). llamuentam ¢ peakiuei
TUIIEPYYBCTBUTEIIBHOCTA HA ApAaXUC WIM COK0 HE CIEAYeT NPUHUMATH JTAHHBINA JIEKAPCTBEHHBIN
npenapar.

4.5. B3aumoaeiicTBHe ¢ JAPYrMMH JIEKAPCTBEHHBIMHU IMpenapaTamMM M JApyrue BH/bI
B3aUMO/AeCTBUS

.HeKa‘[)CTBeHHBIe nopeénaparbl, TPUMCHCHHUEC KOTOPBIX CBA3aHO C VCI/IJ’ICHHOI71 HDOTI/IBOBI/IDVCHOI\&

Tepanue Bupyca uMMyHoedunura yenoseka (BUY)

Y BUY-uHOUUMPOBAHHBIX MAllMEHTOB, KOTOPHIE MOJIYy4add aHTUPETPOBUPYCHYIO TEpaIuio
(APT), ycuiieHHY10 pUTOHaBUPOM WJIM KOOMIIMCTATOM, OBUIO MPOIEMOHCTPUPOBAHO 3HAUNUTEIHHO
Ooiee HU3KOE BO3JEHCTBHE AaKTUBHOIO MeTaboyMTa KJIONHAOTpela M MEHEEe BBIPAKEHHOE
UHTUOMpOBaHUE TPOMOOIUTOB. XOTsS KIMHUYECKAsh 3HAUUMOCTh 3TUX JAHHBIX HE YCTAHOBJICHA,
ObUIM MOJTy4YEeHBbI CIIOHTaHHBIE coobuieHns 0 BUY-uHpUIUpoBaHHBIX MallMeHTaX, MOJyYaBIINX
ycuiieHHyto APT, y KOTOpBIX pa3BWIMCH COOBITHS MOBTOPHOM OKKJIIO3UU IOCIE YCTPaHEHUs
00CTpPYKIIMH WM TPOMOOTHYECKHE COOBITHS Ha (JOHE TepanuM KIOMHIOTPEIOM B HArpy304HON
no3ze. BoszaelicTBue Kiomuaorpena M cpenHee MHIMOMpOBaHHE TPOMOOLIMTOB MOXKET OBITh
CHIDKEHO P OJHOBPEMEHHOM IMPHUMEHEHHUH ¢ PUTOHABUPOM. B cBs3M ¢ 3THM cienyeT nzberarb
OJTHOBPEMEHHOI'0 IPUMEHEHHUs KJonuaorpena u ycuineHHon APT.

.HeKaDCTBeHHBIe npenaparbl, IPUMCHCHHUEC KOTOPBIX CBA3aHO C PUCKOM Pa3BUTUI KPOBOTCUCHU

HNMeercs MOBBIMIEHHBI PHUCK pPa3BUTHS KPOBOTEUEHHUSI BCJIEACTBHE HUX MOTEHIMAIBHOIO
aanuTUBHOTO 3 dekTa ¢ komuaorpenom. JleueHue cieayer mMpoBOJUTh C OCTOPOKHOCTBIO (CM.
paznen 4.4).

Ilepopanvuvie anmukoacynaumel (nanpumep, sap@apun)
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PEKOMEHIyeTCsl, TaK KaK JaHHas KOMOWHAIUS MOXET YCHIIUTh KpoBoTedeHue (cM. pazzaen 4.4).
XoTs preM KIOMUI0rpesia 75 MT B CyTKH HE U3MEHsUT (hapMaKOKWHETHKY BapdapuHa (cydcrpara
n3opepmenra CYP2C9) mnm MHO y mnanmueHToB, JUIMTENIBHO IMOJYYalOUUX JICUYECHUE
BappapuHOM, OJTHOBPEMEHHBII PUEM KJIOMUAOrpesa YBEINYMBACT PUCK KPOBOTEUEHHS B CBSI3U
C €ro HEe3aBHCHUMBIM JIOTIOJIHUTEIHHBIM BIMSHUEM Ha CBEpTHIBAEMOCTh KpoBU. [losToMy cnenyer
COOIII0JIaTh OCTOPOXKHOCTH IIPU OJJHOBPEMEHHOM IIpreMe BapdaprHa U KIOMU0rpena.
Bnoxamoput enuxonpomeuna 110/111a

B cBsi3u ¢ BOBMOKHOCTBIO (hapMaKOJUHAMUYECKOIO B3aUMOACUCTBUSA MEKIY KIOMUIOTPEIOM U
6nmokaropamu riukonpotenna IIb/Illa, ux ogHOBpeMeHHOE TPUMEHEHUE TPEOYET OCTOPOKHOCTH,
0COOEHHO y MAIMEHTOB, UMEIOIIMX MOBBIIIEHHBIA PUCK PAa3BUTUSI KPOBOTEUCHUH (TIPH TPaBMax U
XUPYPTrUYeCKUX BMEIIATENLCTBAX WU IPYTUX MATOIOTUYECKUX COCTOSHUSAX) (CM. paznen 4.4.).
Ayemuncanuyunosasn kucioma (ACK)

ACK He wu3MeHseT HHruOHpymoomee aeicTBue wimonuaorpena Ha AJlD-uHIynmmpyemyro
arperanyio TPOMOOIMTOB, HO Kionumorpen mnoreHiupyer iausHue ACK Ha kosaren-
UHAYLIUPYEMYIO arperanuio TpoMOoouuToB. Tem He MeHee, OAHOBPEMEHHBIN C KIOMUAOTPEIOM
npueM ACK no 500 mr 2 pa3a B JIeHb B T€YEHUE OJHUX CYTOK HE€ BbI3bIBAJ CYLIECTBEHHOI'O
YBEIIMYCHUSI BPEMEHM KPOBOTEYEHHUsS, BBI3BIBAEMOTrO NpueMoM  Kkionumaorpena. [lpu
oJHOBpeMeHHOM Tmpueme kionugorpena u ACK cinemgyer cobiroaaTh OCTOPOKHOCTh, TaK Kak
MEXJIy HUMH BO3MOXHO (hapMaKkoAMHAMUYECKOE B3aUMOJAEHUCTBHUE, KOTOpOE MPHUBOIUT K
NOBBILIEHUIO pHUCKa KpoBoTeueHHs (cMm. pazznen 4.4). Tem He MeHee, B KIMHHYECKUX
MCCJIEIOBAHMSIX MAIlMEHTHl OJyYan KOMOMHUPOBaHHYIO Tepanuto kionujgorpenom u ACK (75-
325 mr 1 pa3 B CyTKH) 10 OJTHOTO rojia.

T'enapun

[To JaHHBIM KIMHUYECKOTO UCCIIEI0BaHMSI, IPOBEAEHHOTO C YYaCTHEM 3/I0POBBIX JOOPOBOJIBIIEB,
IpU MpueMe KIOMUJIorpesia He TpeOOBaJIOCh U3MEHEHHUs J103bl FeNapuHa U HE U3MEHSUIOCh €Tro
aHTUKOAryJssHTHOoe jeicTBue. OJHOBpEMEHHOE NPUMEHEHUE TelmapuHa HE U3MEHSIIO0
aHTHarperaHTHoe JAeHCTBHE Kionmuaorpena. Mexay KIOMUAOTPENOM M TeNapuHOM BO3MOXKHO
(bapMakoIMHAMMYECKOE B3aUMOJEWUCTBUE, KOTOPOE MOXKET YBEIWYMBATh PUCK Pa3BUTHUSL
KpoBoTeueHui. [Ipn OJHOBpEMEHHOM MPUMEHEHUU CIEIYeT COOII0JaTh OCTOPOKHOCTH (CM.
paznen 4.4).

Tpomborumuxu

Bbe3onacHOCTh COBMECTHOTO MPUMEHEHHs! KIIoMuAorpena, GuopuH-crienupuueckux mwin GuopuH-
HecTenn(PUIECKUX TPOMOOTUTHIECKUX MPEMapaToB U rernapuHa Oblia UcciieJoBaHa y TAllMeHTOB

C OCTpbIM HH(}APKTOM MHOKapAa. YacTtora KIMHUYECKA 3HAYMMBIX KPOBOTECYEHUH Oblia
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npenapatos u renapuHa ¢ ACK (cm. paszaen 4.8).

Hecmepouonwie npomusosocnanumenvuvie npenapamol (HIIBII)

B knrHMYecKOM HCClIeIOBAaHUHU, TPOBEIEHHOM C Y4acTHEM 3I0POBBIX I00POBOJIBIEB, COBMECTHOE
MPUMEHEHHE KIIOMHUAOTpENia U HAlIPOKCeHa YBEIUYMBAIIO CKpbIThIe noTepu kpoBu yepe3 KKT.
OpnHaxo B CBA3M C OTCYTCTBHEM HCCIIEIOBAHUI 110 B3aUMOJEHCTBUIO KIIOMUIOTPENA C IPYTrUMHU
HIIBII, B HacTos11€€ BpeMsI HEU3BECTHO, UMEETCs JIU ITOBBIIICHHBIA PUCK K€y 10YHO-KUIIECYHBIX
KpOBOTEUECHUN Tmpu mnpueme kionuaorpena Bmecre ¢ apyrumu  HIIBIL. Ilostomy npu
onaoBpeMeHHOM npumeHeHun HIIBII, B Tom umcne marnburopos 11OI-2 ¢ kimonumorpenom
cieayeT coO01aTh OCTOPOXKHOCTD (CM. pazzen 4.4).

Cenexmuenvie uneubumopwvl oopamnozo saxeama cepomonuna (CHO3C)

Tak xkak CHUO3C BIuAIOT Ha aKTUBALMIO TPOMOOLMUTOB U YBEIMYMBAIOT PUCK Pa3BUTHS
KPOBOTEUYEHHI, TO IPH OAHOBPEMEHHOM MIPUMEHEHUU CIIEyeT COOII0IaTh OCTOPOKHOCTD.
Hnoyxmopwt uzopepmenma CYP2C19

Tak Kak KJIONUIOTPEN MEeTabOJM3UPYETCsl MO CBOETO AKTHBHOTO METa0OJIMTa YacTHYHO C
nomoribio n3odpepmenta CYP2C19, oxugaercs, 4To NpuMEHEHHE JEKapCTBEHHBIX MPEnapaTosB,
KOTOpBIE MHIYIHUPYIOT aKTUBHOCTH 3TOr0 H30(epMEHTa, MOXKET MPUBOAUTH K YBEIUYCHHIO
KOHLEHTPALlMU aKTUBHOTO META00IMTa KJIOIUA0Ipea.

Pudamnunms, sBisisce MOIHBIM HHIYKTOpoM m3opepmenta CYP2C19, nmpu omgHOBpeMEHHOM
MPUMEHEHHUH C KJIIOMUA0TPEIOM, IPUBOIUT K YBEITHMUEHUIO KOHIIEHTPAIIMA AKTUBHOTO METa00INTa
KJIOMUAOTpeNa, TaK M K HWHTUOMPOBAHUIO TPOMOOIMTOB, YTO MOXKET TIOBBIIATH PHUCK
BO3HUKHOBEHHUSI KpOBOTeueHHUs. B kauecTBe Mepbl MPEIOCTOPOKHOCTH HE PEKOMEHIYEeTCs
INPUMEHSTh OJHOBPEMEHHO MOIIHbIE HHAYKTOpbl u3opepmenta CYP2C19 u knonuporpen (cm.
paznen 4.4).

Hneubumopwr uzogpepmenma CYP2C19

Tak Kkak KJIONUIOrpen MeTabOJU3UpPYEeTCs O CBOEro akTUBHOTO METa0O0JIMTa YaCTUYHO C
nomotnbio n3opepmenta CYP2C19, oxunaercs, 4To NpUMEHEHHE JIEKapCTBEHHBIX MPENapaTosB,
UHTUOMPYIOIUX 3TOT M30()EPMEHT MOXKET NPUBECTH K YMEHBIIECHHIO 00pa30BaHMs aKTUBHOIO
MeTaboauTa kionuorpena. Kinuauyeckoe 3HaueHHe 3TOr0 B3aUMOJICHCTBUS HE yCTaHOBJIEHO. B
KayecTBE MeEpbl TMPEJOCTOPOKHOCTU ClEAyeT u30eraTb OJHOBPEMEHHOTO MPHUMEHEHUs
KJIOTHJIOTPeJia ¥ MOLIHBIX WJIM YMEPEHHBIX HHTHOUTOpOoB n3ohepmenta CYP2C19.

MouHbsIMH U yMepeHHbIMH HHruoutopamu uzopepmenta CYP2C19 spnsiorcs omernpasod,
330MeMpaszoi, (IyBOKCAMUH, (IIYyOKCETHH, MOKJIOOEMHJ, BOPHKOHA30J, (IIyKOHA301,
TUKJIOTIHIUH, UIpoQI0OKCallH, HUMETH/IH, KapOamasenuH, OKCKapOaMa3emnuH,

XJIOpaM(EHUKOI.
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Hneubumopol npomonnoti nomnol

OnHOBpEMEHHBIN MpUEM KIIOMUIOTpeNa ¢ oMenpas3oyioM B ao03e 80 mr (0JIHOBPEMEHHO WU C

nepepplBOM B 12 4 Mexay npueMamMu JBYX IPENapaToB) CHUXKAET HKCIO3ULUI0 AKTUBHOIO

MeTtabonurta kinonuaorpena Ha 45 % npu npueme Harpy3o4yHou 103bl ¥ Ha 40 % npu npueme

nojaep>xuBaronien 103bl. CHUKEHHE ObUIO CBSI3aHO C YMEHbIICHMEM MHTMOUPOBAHUS arperanuu

TpoMOOIIUTOB Ha 39 % mpH IpruemMe Harpy304Hoi 10361 1 Ha 21 % npu preMe moAep >KUBAOLIEeH

no3bl. IIpennonaraercs, 4ro 330Menpas3osl B3aUMOAECUCTBYET C KIIOMMIOIPEIOM aHAJIOTUYHBIM

00pazoM.

JlanHbple HaOMIONEHUM M KIMHMYECKUX MCCIEIOBAHUN O KIMHUYECKUX IOCIEINCTBHUAX 3THX

(dapMaKOKMHETHYECKUX U (hapMaKOAMHAMUYECKUX B3aUMOJCHCTBUI C TOYKU 3PEHUS PA3BUTHS

OCHOBHBIX  KapAHOBACKYJSIPHBIX  COOBITMI  NPOTHBOpPEYMBBL. B KadecTBe  Mephl

IPEJOCTOPOKHOCTH HE PEKOMEHAYETCsS OJJHOBPEMEHHBIN IpUeM KIIOMUIOrpesa ¢ OMENpa3oioM

WM 330MENPa30JIoM.

MeHnee BbIpa)K€HHOE CHU)KEHHUE IKCIO3UIIMN MeTaboI1Ta HabJII0JaJIoCh TP IIPUEME ITpenaparta ¢

MAHTOIPA30JIOM WJIU JIAHCOIPA30JI0M.

[Ipu onHOBpeMeHHOM mpueMe mnaHTtompaszona B jgo3e 80 Mr 1 pa3 B CyTKH KOHILIEHTpalus

AaKTUBHOI'O MEeTa0OJIMTa KIONUAorpena cHuxanach Ha 20 % npu npueme Harpy304HOH /1036l U Ha

14 % mipu npueme MoAACPKUBAIOICH 103bI. ITO COMPOBOKIAIOCH CHUKEHUEM CPEITHETO YPOBHS

MHrHuOupoBaHus arperauuu tpoMmbouutoB Ha 15 % u 11 % coorBerctBeHHO. IlonyuyeHHble

pe3yabTaThl yKa3blBalOT Ha BO3MOXKHOCTh COBMECTHOIO IIPUMEHEHHs KJIONUaorpena u

MaHTONpa3oa.

bbul npoBeseH psll KIMHUYECKUX UCCIENOBAHUN C KIONUOOZPENOM U OpYeUMU, OOHOBPEMEHHO

NPUMEHAEMbIMU — TeKAPCMBEHHbIMU —~ Npenapamamu, C UelIbl0 HM3yYeHUS  BO3MOXKHBIX

(bapMakoMHAMHUYECKUX U (PapMaKOKHMHETUYECKUX B3aMMOICHCTBHIM, KOTOpbIE OKa3allu, YTo:

— T1pU OAHOBPEMEHHOM INPUMEHEHUHU KIONUOOZpend ¢ AmeHONONOM /Ul HU@PeOununom
KJIMHUYECKH 3HAYMMOT0 (papMakoJMHAMUYECKOT0 B3aUMO/IEHCTBUS HE HAOII01aJI0Ch;

— OJHOBpPEMEHHOe IpHUMeHeHHe (peHoOapOuTana U 3CTPOreHOB HE OKa3bIBAJIO CYLIECTBEHHOI'O
BJIMSIHUA Ha (PapMaKOAMHAMUKY KIIOMUOTPena;

— (apMakOKMHETHYECKHUE MOKa3aTelIl OuUSOKCUHA U meouiiuna HE W3MEHSUINCh TpPU UX
OJTHOBPEMEHHOM MPUMEHEHHH C KIOMHUI0TPETIOM;

— JI0Ka3aTesbCTB TOT0, UTO JPYTUe JeKapCTBEHHbIE MpenapaThl, MOHWKAIOIINE KUCIOTHOCTh B
KeNmyJKe, Takue Kak Onokamopul Hz-eucmamunogulx peyenmopos uiu aHmayuobl,
MPEMSITCTBYIOT AHTUTPOMOOLIUTAPHOM AaKTHUBHOCTH KJIONUAOIpENa, HET, aHmayuoHvle

npenapamul HE CHIKAIOT a0COPOITHIO KIIOMUIOTPENa;
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— ¢henumourn u morbymamud MOXHO C DE30HACHOCTHIO SUMEHSTTE OHHOBﬁeMeHHO C

kionuaorpenoM (uccnenoanne CAPRIE). ManoBeposTHO, YTO KJIOMUIOTPEN MOYKET BIUSATh
Ha MeTabO0JIM3M JIPYTHX JICKApPCTBEHHBIX MPEMapaToB, TAKUX Kak (EHUTOWH U TOIOyTaMuUJI, a
takxe HIIBII, koTopbie MeTabonu3upytoTcs ¢ momoinsko nzodepmenta CYP2C9 uutoxpoma
P450;

— uneubumopwvr AIllD, Ouypemuku, 6Gema-adpeHOOIOKAMOPbL, OIOKAMOPbL «MEOIEHHBIXY
KAbYUesblX KAHAN08, UNOIUNUOeMUYECKUEe NPEenapamovl, KOPOHAPHLIE 8A300UIAMAMOPYI,
cUnoIuKeMuyecKue npenapamol (6 m.u. UHCYIUH), NPOMUBOINULENMUYECKUe NPEenapamst,
20pMOHO3aMecmumenvHas mepanus u oioxkamopwl enukonpomeuna 11b/111a: B kmnauecKux
MCCJICIOBAHMSIX KIIMHUYECKH 3HAYMMBIX HEXEIIaTeIbHBIX B3aMMOICHCTBHI HE BBISIBICHO.

JlekapcTBeHHBIE Ipenaparsl, apisrommecs cyocrparamu nzodbhepmenra CYP2C8

[Toka3aHo, 4TO KJIOMUJOTPEN YBEIMUYUBAI CUCTEMHYIO 3KCIO3ULUIO penaziuHuod y 310pOBBIX
no6poBoiiblieB. MccnenoBanus IN VItro mokasanu, YTO YBEJIMYEHHE CHUCTEMHOW AIKCIIO3UIIMU
penarivHuAa SIBISETCS clieAcTBUEM MHTruOupoBanus nzopepmenta CYP2CS8 riarokypoHUIHBIM
MmetabonauToM Kionuaorpena. Cremyer coOitoJaTb OCTOPOXKHOCTh IPH  OJHOBPEMEHHOM
IPUMEHEHHUHU KJIOMUAOIpesia U JIEKapCTBEHHBIX MPENapaToB, META00IU3UPYIOLIUXCS C TTOMOLIbIO
uzopepmenta CYP2CS8 (Hanmpumep, pemarinana, MAaKIUTAKCcea) B CBSI3H C PUCKOM YBEITHYCHUS
WX TUIa3MEHHBIX KOHIIEHTpalui (cM. pazzaen 4.4).

OnnouJIHBIC arOHUCTHI

Kak u B cimydae apyrux mnepopaibHbix HHTUOUTOpoB P2Y12, omHOBpeMeHHOE NpHUMEHEHUE
ONMOUIHBIX aTOHUCTOB MOYKET 3aJI€P’KUBATh U YMEHbIIATh a0COPOLIMIO KIIOMHIOTPEIa, BEPOSITHO,
M3-3a 3aMEeJIJIEHHOT'O OTIOPOXHEHUS JKkemyaka. KimHuueckoe 3HaueHne JaHHOTO B3aUMOJIEHCTBUS
HeusBecTHO.  Creyer  pacCMOTPETb  BO3MOJKHOCTb — HA3HAUYEHUS  [ApPEHTEPAIbHOTO
aHTHArperaTHOro Ipernapara y HalMeHTOB C OCTPbIM KOPOHAPHBIM CHHJIPOMOM, TPEOYIOLIMX
OJIHOBPEMEHHOT'O IIPUMEHEHUSI MOp(UHA WK APYTUX ONUOUIHBIX arOHUCTOB.

PosyBacratun

Br110 Moka3zaHo, 4To KIOMUAOTPEI YBEIMYUBAET SKCIO3UIINI0 po3yBacTaThHa B 2 paza (AUC) u
B 1,3 paza (Cmax) mocine nmpuema kionugorpena B 1o3e 300 mr u B 1,4 paza (AUC) Oe3 BiusHuUsA Ha
noka3zarenb Cmax I10CJIE TOBTOPHOIO ITPHEMa KJIOMMAOTPENA B 103€ 75 M.

4.6. @epTWIBLHOCTH, 0€PEMEHHOCTH U JAKTAIUS

bepeMeHHOCTB

HccnenoBanusi Ha >KUBOTHBIX HE BBIIBUIM HHU TPSMBIX, HH HEMPSIMBIX HEOIArompUsTHBIX
3ppeKTOB Ha TedeHue OepeMEHHOCTH, AMOPHOHAIBHOE pa3BUTHE, POJbI M IMOCTHATAJIBLHOE
pa3Butue. Tak Kak He BCEr/a 1o pe3yjbTaTaM HCCIeI0BaHUM Ha )KMBOTHBIX MOYKHO MPECKa3aTh

peakuio Ha MPUMEHEHHE Tperapara y 4YellOBeKa, a TaKXKe BCJIEICTBHE OTCYTCTBHS JTaHHBIX
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OEpEeMEHHOCTH, B KaU€CTBE MEPhI MPEAOCTOPOKHOCTH HE PEKOMEH]IYETCSl MPUEM KIIOMUIOTpeia
BO BpeMs OCpEeMEHHOCTH, 3a HWCKIIOYCHHEM TeX CJIy4daeB, KOTrJa, MO0 MHEHHUIO Bpadya, €ro
MIPUMEHEHNE HACTOSTEIHFHO HEOOXO0UMO.

JlakTamus

B nccnenoBanusx Ha Kpbicax MOKa3aHO, YTO KIOMUIOTPEN U/ HITU €r0 METaOOIHTHI BBIICISIOTCS C
TPYJIHBIM MOJIOKOM.

HewnsBecTHo, BbIAENSACTCS JIM KJIOMUIOTPET C TPYAHBIM MOJIOKOM 4YelloBeKa. Tak Kak MHOTHE
JIEKapCTBEHHBIC TIpEenapaThl BBIACIAIOTCS C TPYAHBIM MOJOKOM M CYIIECTBYET PHUCK Pa3BUTHS
MOTCHIIMATBHBIX HEOJArompusTHBIX peakuuid y peOeHKa, HaXOASAIIErocs Ha TPYJAHOM
BCKApMITMBAHUH, CIIEYET MPUHATH PEIICHUE O MPEKPAIIEHUH TPYAHOTO BCKApMIIMBAHUS UITH 00
OTMEHE Ipernapara ¢ yueToM HEOOXOAUMOCTH €ro IPUMEHEHHUS [JISI MaTEPH.

DepTUabHOCTH

HccnenoBanust Ha )KUBOTHBIX HE MTOKA3JIM BIMSHUS KIOMHIOTPEIA HA PepTHIILHOCTb.

4.7. BJuausiHMe HA CNOCOOHOCTH YNPABJATH TPAHCHOPTHBIMHU CPeICTBaMHU W padoTath ¢
MeXaHHU3MaMH

Krnonuaorpen He OKka3bBaeT CYLIECTBEHHOIO BIMSHMS Ha CIIOCOOHOCTH, HEOOXOAMMBIE IS
yIpaBieHUs] aBTOMOOMIIEM WK PabOThI C MEXaHU3MaMHU.

4.8. HexeaaTejlbHble peakuul

Pesrome mpoduisg 6e3onacHoOCTH

be3zonacHocTh kionuaorpena uzydeHa oonee uem y 44000 manueHToB, B TOM 4Hcie Ooiee 4eM y
6osmee 12000 mamueHTOB, TOJYYaBIIMX JICYCHHE B TEUECHHME roaa wiu Ooinee. B 1enom
NEPEHOCUMOCTH KJIOTHI0Tpena B 03¢ 75 Mr B cyTku B ucciegoannn CAPRIE cooTBercTBOBaNa
nepenocumoctt ACK B nose 325 Mr B CyTKHM, HE3aBHCHMMO OT BO3pacTa, I0ja M PacoBOM
IIPUHAUIKHOCTH NalMeHTOB. Huke mnepeuncrieHsl KIMHUYECKH 3HAUYMMBIE HEXKENIATEJIbHbBIE
peakiuu, HaOmromaBimuecss B kimHuYeckux wuccienoBanmsx: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE u TARDIS .

KpoBoTeuenue sBnsercs Hanbosee yacToil peakiuei, 0 KOTOpoi cood1Ianoch Kak B KIMHUYECKUX
UCCIIEOBAHMSX, TaK M TPU IOCTPErMCTPAllMOHHOM IPUMEHEHHMH Ipenapara. Yame Bcero
€000111a7I0Ch 0 KPOBOTEUEHUSAX B T€UEHHE ITEPBOT0 MECSIIA JIeUEHUSI.

B kaunuueckom uccrnedosanuu CAPRIE o0mas yactora BceX KpPOBOTCUSHHH y TAIMEHTOB,
INPUHUMABIINX KJIONUAOIpeN, U y nanueHTos, npuHuMasmux ACK, cocraBuna 9,3 %. Yactora
TSDKEJIBIX KPOBOTEUEHUH npu nmpuMeHeHnn kionuaorpena u ACK 6puta conocraBumoii: 1,4 % u

1,6 %, COOTBETCTBEHHO.
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KIIOMHJIOTpel, ¥ Y nanuenToB, npuauMaBimmx ACK, cocrasmsa 2,0 % u 2,7 % cOOTBETCTBEHHO.
OO61ast yacToTa KpOBOTEUEHUN IPYIroM JOKaIU3aluy IPpU IPUEME KIOMUIOrpesa 0 CPAaBHEHHUIO
¢ npuemom ACK 6b1a Boite (7,3 % npotus 6,5 %, cooTBETCTBEHHO). OJTHAKO YaCTOTa TAKEIbIX
KpoBoTeueHuit pu npumeHeHnu kiuonunorpena u ACK 6si1a conocraBumoii (0,6 % unu 0,4 %
COOTBEeTCTBEHHO). Hambonee wacTto cooOmanoch O pa3BUTUM CIEIYIOIUX KPOBOTCUCHMI:
ypIypa/KpOBOIIOJITEKH, HOCOBOE KpOBOTE€UYEHME. Pexke coo0Ianoch O pa3BUTHH TeMaTOM,
reMaTypHH U TJIa3HbIX KPOBOU3JIUSAHUHN (TJIaBHBIM 00pa30M, KOHbIOHKTHBAJIbHBIX).

Yactora BHYTpHUYEPEIHBIX KPOBOMZIUSHUNA TpH TNpuMeHeHun kionuzaorpena u ACK Obuta
conocrtasumoit (0,4 % unu 0,5 % cOOTBETCTBEHHO).

B kaunuueckom uccneoosanuu CURE y manueHtoB, npuHuMaBmux kionuuporpent+ACK, mno
CPaBHEHHMIO ¢ MalleHTaMu, npuHuMasimi miane6o+ACK, Habmionanocs yBenuueHne 4acToThl
pa3Butusa OonbIUX KpoBoTeueHui (3,7 % mo cpaBHeHUIo ¢ 2,7 %), U MaJbIX KPOBOTEUEHUM
(5,1 % mo cpaBuenuro ¢ 2,4 %). B 0CHOBHOM, HCTOYHUKAMH OOJIBIINX KPOBOTECUCHHUH SBISUIUCH
xenyaouHo-kumeunbii Tpakt (JKKT) u mecta nyHKuuu aprepuid.

Yacrota pa3BUTHS YTPOXKAIOUIMX JKU3HM KPOBOTEUEHUH Yy MAlUMEHTOB, MPUHUMABIINX
kionuaorpen+ACK mo cpaBHEHHIO ¢ TallMeHTaMH, TpuHUMaBIuMH 11ane6o+ACK, mroctoBepHo
He pasnuyanack (2,2 % u 1,8 % cooTBETCTBEHHO), YaCTOTa pa3BUTHUS (haTATBHBIX KPOBOTCUCHUI
ObL1a oguHakoBoi (0,2 % npu 000UX BUAAX TEpAUN).

YacTtoTa BOZHUKHOBEHHUS HE YIPOXKAIOIIMX YKU3HU OOJBIIMX KPOBOTEUEHHI ObLIa JIOCTOBEPHO
BBIIIIE y TMAalMEHTOB, NpuUHMMaBmMX Kionuaorpeat+ACK, mo cpaBHeHHMIO ¢ NalMEeHTaMH,
npuHuMaBmiuMu  manedbo+ACK (1,6 % u 1 % COOTBETCTBEHHO), HO YacTOTa pPa3BUTHUS
BHYTpPUYEPEITHBIX KPOBOM3IUAHUMN ObL1a oanHakoBoil (0,1 % npu 06oux BUaX Tepanum).
YacTtoTa pa3BuTus OONBLIMX KpoBOTeueHMH B rpymme kionuporpen+ACK 3aBucena or 1036l
ACK, kak 1 yacToTa pa3BUTHs OOJBIINX KpoBOTeueHHH B rpymnmne mianedo+ACK.

VYV nanueHTOB, HpekpatuBlIMX Tepanuto kionuporpenoM+ACK Oonee uwem 3a 5 nHelr 10
AOPTOKOPOHAPHOTO IIYHTHPOBAHMUS, HE OTMEYAJIOCh YYallleHUs CIy4yaeB pPa3BUTHUS OOJBIIMX
KpOBOTEUEHM B TE4YeHHWE 7 JHEM Iociae BMENIaTelnbCTBA. Y MALMEHTOB, IMPOJOJDKABLIMX
AHTUTPOMOOIIMTAPHYIO TEPAllMI0 B TEUEHHE IMOCIEAHUX ISATH JAHEH Mepes aopTOKOPOHAPHBIM
IIYHTHPOBAHUEM, YaCTOTa ITUX COOBITHH TOCIIe BMemaTelahcTBa coctaBisuia 9,6% (B rpymme
knonuorpen+ACK) u 6,3% (B rpynne miane6o+ACK).

B xnunuueckom uccnedosanuu CLARITY wacrora O0NbIIMX KPOBOTEUYEHUI B 00EHMX Ipymmax
(xmonuporpen+ACK u mnane6o+ACK) 6bima conocraBumoit B o6enx rpymmax nedenus (1,3 %

npotuB 1,1 % B rpynne xnonugorpen+ACK u rpynne minane6o+ACK coorBeTcTBeHHO). OHa
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1o BuAaM (GUOPUHOIUTUUECKOM TEpalluy UM TelIapHHOTEPAITHH.

Yacrora BO3HUKHOBEHH (aTaibHbIX KpoBoTeueHui (0,8 % npotus 0,6 %) u BHyTpUYEpEITHBIX
kpoBomznusaauit (0,5 % npotus 0,7 %) npu neuenun kionugorpen+ACK u mnane6o+ACK,
COOTBETCTBEHHO, ObLIa HU3KOM U COTIOCTAaBUMOM B 00€UX IpyIax JCUeHHUs.

B xaunuuyeckom uccneooganuu COMMIT ob6mass dactota HeuepeOpadbHBIX —OOJBIINX
KPOBOTEUCHHI WK [IepeOpalIbHBIX KPOBOTEUEHUH Oblia HU3KoW 1 oguHakoBou (0,6 % B rpyrmre
knonunorpen+ACK u 0,5 % B rpynme miane6o+ACK).

B xnunuueckom uccneoosanuu ACTIVE-A gactora pa3BuTHs 00X KPOBOTCUCHUH B TPYyTIIE
kionuaorpen+ACK Obiia Bbimie, yem B rpymmne mmiane6o+ACK (6,7 % mnpotuB 4,3 %
COOTBETCTBEHHO). boJbIne KpoBOTEUEHHUSI B OCHOBHOM OBbUTM BHEYEPEIHBIMH B 00EUX Tpymnmax
(5,3 % nportus 3,5 %), rmaBHBIM 00pa3oM, U3 KeIyA04HO-KuIIedHoro tpakra (3,5 % mpotus
1,8 %). B rpynne kmonuporpent+ACK BHyTpHuepenHbIX KpPOBOM3IMUSHUNA OBLIO OOJBIIE IO
cpaBuenwuio ¢ rpymmoit miane6ot+ACK (1,4 % nporus 0,8 %, cooTBeTcTBeHHO). OTCYTCTBOBAIH
CTAaTHCTUYECKU 3HAYMMBIC PA3IMYUS MEXKITY STUMU IPYIIIaMH JICUCHUS B YaCTOTEC BOSHUKHOBEHUS
datanbubIx kpoBoTeueHuit (1,1 % npotus 0,7 %) u remopparudeckoro uncyinosta (0,8 % npotus
0,6 %).

B uccnenoBannun TARDIS y manuieHTOB ¢ HEJTaBHO NMEPEHECEHHBIM HIIEMHYECKIM HHCYJIBTOM,
MOJYYaBIIMX WHTCHCHBHYIO AQHTUTPOMOOIMTApHYIO TEpamuio TpeMsl JIeKapCTBEHHBIMHU
npernapatamu (ACK + xjonumorpen + aunupuamon), HaOmojanuch Oosiee  4dacThie
KPOBOTEUYEHHSI U KPOBOTEUEHHS OOJBINEH CTETEHU TSHKECTH IO CPaBHEHUIO C MAlMEeHTaMH,
MOJYYaBIIMMH MOHOTEPANUIO KJIOMUAOTPENIOM WiH KoMOmHUpoBaHHYI Tepanuio ACK u
JTUTIAPUIAMOJIOM (CKOppeKTUpOoBaHHOe obmiee otHomeHue mmancoB (OI) 2,54, 95 % AU
2,05- 3,16, p < 0,0001).

Tabauunoe DpE3IOME HEXKENATEIbHBIX PEAKIINI

HexenarenpHble peakIui, KOTOPHIE BO3HUKIU BO BpeMs KIIMHUYECKUX WCCICIOBAHUN WIH O
KOTOPBIX COOOIIANIOCh CIIOHTAHHO, IPEJICTAaBIICHBI B TAOIHUIIE HUXKE.

Wx gactoTa onpeensercs ¢ UCMOIb30BaHUEM CIEAYIONINX YCIOBHBIX 0003HAYEHMIA: OU€Hb YaCTO
(>1/10), gacto (ot >1/100 mo <1/10), newacro (ot >1/1000 mo <1/100), penko (ot >1/10000 mo
<1/1000), ouens penxo (<1/10000), wacTtora Hew3BecTHAa (HEIB3sl OLEHUTH HAa OCHOBAHUU

UMEIOIINXCS TAHHBIX).

CucremHo- Yacro Heuacto Penxo Ouensb peako
OPraHHbI KJaacc YacroTa Hen3BecTHA™
Hapywenus co Tpomborutone- | Hefitponenus, TpomOoTHUecKast
CMOPOHbL KpOBU U HUS BKJIH04as TPOMOOLMTONEHUYECKAS
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cucmembl Do3uHOpUINSL HEUTPOTICHUIO ArmacTryeckasl aHeMust
ITannuronenus
ArpaHyIoIUTO3
Tsxenas
TPOMOOITUTOTICHHS
[Ipuobperennas
remobumsa A
I'panynonuroneHus
Anemus

Hapywenus co Cunnpom Koynuca
CMOpoHbL cepoya (BazocmacTuyeckas
anjepruieckas
CTEHOKap/IHsi/aiepru-
YeCKUi HHPAPKT
MHUOKap/a),
00yCIIOBIEHHBIN
peakuuein
TUNCPUYYBCTBUTCIbHOCT
U Ha KJIOMHJI0Tpen™

Hapywenus co AHa(uIaKTONTHEIE

CMOPOHBL UMMYHHOU peakuuu

cucmemol CeiBopoTOUHas 00JIE3Hb
IIepexpecTHble

aJIepruieckue u
reMaToJIOTHYEeCKHe
peaKiuu C IPyruMHU
TUEHOTIMPUINHAMU
(TakuMH Kak
TUKIIOTIH/TUH,
npacyrpein)*(cM. pasaen
4.4)

AyTOMMMYHHBII
WHCYJIMHOBBIH CHUHIPOM
(MOXeT MPUBOJUTH K
Cepbe3HOU
TUIIOTJIMKEMUH,
O0COOCHHO Y TIAIIMEHTOB C
HLA DRAA4 cepoTtumom,
qaiie cpeu SIoHCKOTO

HaceJeHHs) ™

Crtp. 17 u3 39



COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 06.05.2025 N2 11733

s
Hapywenus TASTELNER T G o c b dostatmns
NCUXUKU lammonunanmum
Hapywenus co Bnytpuuepen- Hapyenust BKycoBoro
CIMOPOHLL  HEPEHOU HBIE BOCIIPHATHS
cucmembl KPOBOM3IIUSHUS AreB3us
(B HEKOTOPBIX
CiIy4asx ¢
JeTa’IbHBIM
HCXOJIOM)
I'onoBnas 60716
I'onoBokpyxenue
[Tapecrte3us
Hapywenus co I'ma3nble
CMOPOHYL Op2aHa KPOBOU3IHUSHUSA
3peHus (xoHBIOHKTHBA
JIbHBIE, B TKAHU
U CETYATKY
riasa)
Hapywenus co Bepturo
CMOPOHYL Op2aHa
cnyxa uaadbupunma
Hapywenus co I'emaToma Criyuau cepbe3HBIX
CMOpOHbL COCY008 KpPOBOTEUEHUH
KpoBoTeuenus uz
MOCTIEONIEPALIMOHHBIX
paH
Backynur
AptepuanbHas
TUIIOTEH3US
Hapywenus co Hocogoe KpoBoTeuenust u3
CMOPOHYI KpPOBOTEUYEHUE JIBIXaTENbHBIX MyTeH
ovixamenvHol (kpoBOXapkaHbe,
cucmembyl, Op2aHos JIETO4YHOE
2PYOHOU KAemKU U KPOBOTEYEHHE)
cpedocmenus Bbponxocmazm
NHTrepcTumansHas
THEBMOHHS
Do3uHOPUIBHAS
ITHEBMOHHUS
Kemyoouno- Kemxynouno- SI3Ba xemynka 3a0prommHaHble | JKenmymo4HO-KUIIIEUHbIE
KuleyHwle KHIICYHbIE SI3Ba KPOBOTCUCHHUS 1 3a0pIOIINHHBIE
HapyueHrus KPOBOTCUCHHMs | ABCHAAUATHUIICD KPOBOTCYCHHS C
Huapes CTHOM KHIIKH JIETaTbHBIM UCXOIOM
Bosb B xuBote | ['actpur [TankpeaTtur
Hucnencus TomHoTa Konut (Brmtouas
PBota SI3BEHHBIN WIH
3arop muMdorTapHBINA
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Meteopuzm
Cromarur
Hapywenus co Octpas nedeHouHast
CMOPOHbL NeYeHU U HEIOCTaTOYHOCTh
JHCENUEBLIBOOAUUX l'ematur (He
nymeii AH(DEKITHOHHBIN)
OTKIIOHEHUE OT HOPMBI
nabopaTopHBIX
MoKaszaTeneu
(hyHKITMOHAITBHOTO
COCTOSIHUS TICUCHH
Hapywenus co Kposomnon- Kox#nas cbinb Byme3Hslil nepMaTuT
CMOPOHBL KOJCU U TEeKH Koxwusrit 3y (ToxcHueckmiA
NOOKOJICHbIX MKAHel Koxnoe SMUAEPMATEHBII
KPOBOMBIHUSHIE HEKPOIU3, CHHIIPOM
(mypmypa) CtuBenca — J[>xoHCOHa,
MHOTO(OpMHAs
3pUTEMA, OCTPBII
TeHepaIn30BaHHbIN
9K3aHTEMaTO3HBIH
nyctyies3 (OI'DIT))
AHTMOHEBPOTUYECKUIA
OTeK
CuHIpOM JIeKapCTBEHHOM
TUIIEPYYBCTBUTEILHOCTH,
JIEKapCTBEHHASI CHIIIb C
303uHOUINCH U
CUCTEMHBIMHU
cumrromamu (DRESS)
DOputemMaro3Hasi ChIllb
OKC(OIUaTUBHAS ChIITb
Kpanusauna
Ox3ema
ILnockuit nuiai
Hapywenus co I'mnexomactus
CMOpOHbL
PenpOOYKMUGHO
cucmemul u
MOJIOUHBIX Jicele3
Hapywenus co CKeneTHO-MBITIeYHbIE
CMOPOHYL KPOBOTEUCHUS
MblieyHol, (remapTpo3)
CKenemHou u Aptpur
COeOUHUMENbHOU Aptpanrus
mKanu Muanrus
Hapywenusa co I'emarypus I'momepynoneppur
CMOpOHbL  NOYeK U [NoBbIeHNE
MOYEBbIBOOSUUX KOHIICHTPALH
nymeii KpEaTHHHHA B
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(MOCHEQUEA EHiHOC TE 0007

Obwue napyuenus u | KpoBoreueHus Jluxopanka
peaxkyuu 8 mecme B MecCTe
66e0eHUs WHBEKIIH
Jlabopamopnvie u VY nuHeHue
UHCMPYMEHMANbHbLe BpPEMCHHU
OanHble KPOBOTEYECHHS

CHikeHnue

qHUCIa

HEHUTpo(UIOB

CHixeHnue

KOJIMYECTBA

TPOMOOIINTOB

OnwncaHue OTACIBHBIX HEXKEJIATSIbHBIX PeaKITUM

Hetimponenus

B uccnenosanuu CAPRIE, Tsxenas Heifrponenns (< 0,45 x 10%11) mabmonanace y 4 manieHToB
(0,04 %), mpuHUMaBIIKX Kionuaorpen, u'y 2 namuentos (0,02 %), npuaumasmux ACK.

VY nByx u3 9599 manueHTOB, MPUHUMABIIMX KJIOMHIOTPEN, HAOIIONATIOCH MOJIHOE OTCYTCTBHE
HEUTpO(UIOB B mepudeprudeckoil KpoBH, KOTOPOTO He HaOII0Nanoch HH Yy OAHOTO u3 9586
nanueHToB, npuHuMaBiux ACK. HecMmoTpst Ha TO, YTO PUCK pPa3BUTHUS MHEIOTOKCHYECKOTO
JENCTBUS MU MprUeMe KIOMUIorpena sIBISeTCsS JOCTaTOYHO HU3KUM, B CIIydae, €Clid y MalueHTa,
PUHUMAFOIIETO KIIOMUI0TPEl, HaOII01aeTCs MOBBIIICHNUE TEMITEPATYPhI HITH TOSBIISIOTCS IPyTHE
NPU3HAKA UHEKINH, CIIeayeT 00CIeJ0BaTh MallieHTa Ha PEIMET BO3MOKHOW HEHTPOTICHUH.
Annacmuueckasn anemus

[Tpu neyeHnn KIONUIOTPEIOM B OJHOM ciiyyae HabI0AanoCch pa3BUTHE alljIaCTUYECKOM aHEeMHH.
Tpomboyumonenus

YactoTa BO3HMKHOBEHHMs TsoKenol Tpombomuronennn (< 80 x 10%m) cocraBmma 0,2 % y
NAlUeHTOoB, NpuHUMaBmMX kionuaorpen u 0,1 % y mnauuenros, npuHumaBmux ACK,
c000IIanoch 06 04eHb PEAKUX CITYYasxX CHIKEHUS TpoMoonuToB < 30 x 10%/11.

B nccnenoBanusx CURE u CLARITY Ha0moganoch cOMOCTaBUMOE KOJMYECTBO TMAIMEHTOB C
TPOMOOLIUTONIEHUEN WM HEUTPOIIEHUEH B 00eHX TpyIIax JICUeHHUs.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo cooOmarh 0 TOM03PEeBAEMBIX HEXKENATENbHBIX PEAKIUAX IOCIIe PEeTUCTpaIlluu
JIEKapCTBEHHOTO TIpernapara ¢ 1ejbl0 00eCTIeUeHHs] HETPEPHIBHOTO MOHUTOPUHTA COOTHOIIIECHUS
«10Jb3a — PHUCK» JIEKAPCTBEHHOTO Mpemnapara. MeauIMHCKUM pabOTHUKaM pPEeKOMEHAYEeTCs

COO6H_IaTB 0 JIFOOBIX MoAO3pCBACMBIX HECKCIIATCIBHBIX PCAKIUAX JICKAPCTBCHHOTO IIpCIiapara
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Yyepe3 HallMOHAIbHBIE CHCTEMBI COOOIIEHUS O K emenaTeHaHED_(I Rﬁhmlé%pcqﬁ =“4JIEcHOB

EBpa3uiickoro 3K0HOMHYECKOIr0 COI03a.

Poccniickas @enepanus

OenepanibHas ciryx0a 1o Ha3opy B cdepe 3apaBooxpanenus (Poc3apaBuaazop)
109012, r. Mocksa, CrnaBsiHCKas mIowmajp, 1. 4, crp. 1

Tenedon: +7 (800) 550 99 03

DnexkTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit B mHGOPMAIIMOHHO-TEIICKOMMYHHUKAIIMOHHOM ceTH «HTepHeT»:

https://roszdravnadzor.qgov.ru/

Pecnyonmka benapychb

PecnyOnukanckoe yHutapHoe mnpeanpuarue «lLleHTp 9SkcmepTu3 W UCHBITAaHUN B
3apaBooxpanenun» (LI1ONU3)

220037 r. Munck, ToBaputeckuii mep. 2a

Tenedon: +375-17-242-00-29

®akc: +375-17-242-00-29

DnekTpoHHas noyra: repl@rceth.by

Caiit B mH()OpPMALIMOHHO-TEIIEKOMMYHUKAIIMOHHOM ceTn « MHTepreT»: https://www.rceth.by/

4.9. TIlepeno3upoBka

CHMIITOMBI

[Tepeno3upoBka KIOMUIOTPENa MOKET MPUBECTH K YBEIMUEHHUIO PUCKA Pa3BUTHUS KPOBOTEUECHUMN
C TIOCJICIYIOIIMMHE OCJIOKHCHHSIMH B BHJIC YBEIIMUCHHS BPEMEHU KPOBOTCUCHHS.

JleueHme

[Ipy mosBIEHUWH KpPOBOTEUYEHHsS TpeOyeTcs TMPOBEACHHUE COOTBETCTBYIOUIMX —JI€YEOHBIX
MmeponpusTuid. Eciin HeoOxoauma ObIcTpasi KOppeKLUs yATHHUBIIETOCS BpEMEHU KPOBOTEUCHUS,

pEeKOMeHAyeTC s IepeIuBaHie TPOMOOLIUTaPHOM Macchl. AHTUJIOT KJIONIUJIOTPENIa HE YCTAHOBJIEH.

S. ®APMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakojoruyecKue cBOicTBa

Dapmakomepanesmuueckas epynna: aHTUTPOMOOTHYECKHE CpPEACTBA; aHTHATPEraHTHI, KPoMe
rerapuHa

Koo ATX: BO1AC04

Mexanu3M JeCTBUS U d)aDMaKOHI/IHaMI/IIICCKI/IC Bd)d)eKTLI
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o (0C B4 OCThH 0007
Knomumorpen mpeacraBiasier coboi mposaeKapcrBo, ot - SN T HRBIX MO LGOTATOR KOTOPOro

SBIISICTCS MHTHOUTOPOM arperanuu TpoMOonuToB. J[ist oOpa3oBaHMs aKTHBHOTO METaOOJINTA,
KOTOPBI MOAABISET arperamuio TPOMOOLUTOB, KIOMUAOTPEN JAOJDKEH METaboJM3UpPOBATHCS C
nomoibio u30hepmMeHToB cuctembl IuToxpoma P450 (CYP450). AKTuBHBIA MeTaOOIHT
KJIONUOTPENIa CEIICKTUBHO HMHTUOMpYeT cCBs3biBaHHe aneHo3uHaudochara (AdD) ¢ P2Y1o-
peuenTopoM TPOMOOIHMTOB U mocienyromy AJ{P-onocpeqoBaHHYI0 aKTHBAIMIO KOMIUIEKCA
rmkonporenna |1b/Illa, mpuBoass K ToOJaBiIeHUIO arperaiu TPOMOOIUTOB. biaromaps
HEOOpaTUMOMY CBSI3bIBAHUIO, TPOMOOLIUTHI OCTAIOTCSI HEBOCIIPUUMYHMBBIMU K cTUMYJIsiiiu AJ{D
B TEYEHHE BCEro OCTAaBILErocs Cpoka cBoed ku3HM (mpubnusurenbHo 7-10 nwuelt), a
BOCCTAaHOBJICHHE HOPMaJbHOW (YHKIMH TPOMOOIIMTOB TMPOUCXOAUT CO  CKOPOCTBIO,
COOTBETCTBYIOIIEH CKOPOCTH OOHOBIICHHS TPOMOOIIMTOB.

Arperaiusi TPOMOOIIMTOB, BbI3BaHHASI aTOHUCTaMH, OTIUYHBIMU OT AJID, Takxke UHrHOUpyeTCs
3a c4eT 0JIOKaJbl yCUJICHHOM aKTUBALIMK TPOMOOLIMTOB BBICBOOOXK1aeMbiM AJ[D.

Tak kak 00pa3oBaHHE AKTUBHOTO META0O0IMTA IPOUCXOIUT IPU MTOMOIIH H30()EPMEHTOB CHCTEMBI
mutoxpoma P450, HekoTOpple M3 KOTOPBIX MOTYT OTJIMYAThCA MOJUMOPPHU3MOM WIIU
WHTHOUPOBAThCA JAPYTMMHU MpenaparaMd, HE Yy BCeX MAIMEHTOB BO3MOXKHO aJIeKBaTHOE
WHTHOUPOBAHUE arperaiuyd TPOMOOLIUTOB.

[Tpu exenHEBHOM IpuUeMe KJIOMUIOrpesa B 103UpoBKe 75 Mr 1 pa3 B CyTKH ¢ EPBOIO ke JTHS
npremMa OTMeuaeTcs 3HauuTenbHoe nojasnenne A/ld-unaynupyeMoil arperaiuu TpoMOOIIUTOB,
KOTOPOE MOCTETIEHHO YBEIMUMBACTCS U 3aTEM, B HHTEpBaJIe MEXy 3 ¥ 7 JHEM MpHEMa, BEIXOJAUT
Ha IIOCTOSIHHBIM ypOBEeHb (NMPH JOCTH)KEHHMH DPAaBHOBECHOTO COCTOsIHMA). B paBHOBeCHOM
COCTOSIHUM arperanusi TpoMOonuToB nojasisercs B cpenHem Ha 40-60 %. [ocne npekpamnienus
npremMa KJIOMUAOTpeNia arperamus TPOMOOIMTOB W BpeMsi KPOBOTEUYEHHUS ITOCTENECHHO
BO3BPALIAIOTCA K UCXO/THOMY YPOBHIO B CPE/IHEM B T€UEHUE 5 JHEH.

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

be3onacHocTh M 3(EKTUBHOCTh KJIONMUAOIPENa OLEHUBAINCH B CIEAYIOIMIMX HCCIIEIOBAHUSIX:
uccienopanne CAPRIE, cpaBuenue kmommmorpena ¢ ACK, a taxke uccnenoanus CURE,
CLARITY, COMMIT (momonutensubiii ananu3 noarpynn - CLARITY PCIl), CURRENT-
OASIS-7, ARMYDA-6 MI, HORIZONS-AMI, CHANCE, POINT, ACTIVE-A, ACTIVE-W
B KOTOPBIX CPaBHUBAIM KJIOMHIOTPEI C Mianedo; o0a JeKapCTBEeHHbBIX IpernapaTa, Ha3Hayalluch B
komOuHanmu ¢ ACK u npyroit crangapTHoO Tepanuei.

Heoasno nepenecennviii  umgpapkm muoxapoa, HeOA6HO NEPEHECeHHbll  UHCYIbM U
ouazHoCcmuposantoe 3abonesanue nepugepuieckux apmepuii

B uccnenoBanne CAPRIE 6pumn BrirOueHsr 19 185 marueHToB ¢ aTrepoTpoM0030M, KOTOPBIN

MPOSIBWIICS B BHJIC HEJAaBHO TepeHECEeHHOro HHpapkra Muokapaa (< 35 gHel), HeaaBHO
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MEePEHECEHHOTO HWIIEMUYECKOTO WHCYIbTa (0T| 7 z[HeH-QIo '61%ECBKWVCTJH{)BHGHPIIOFO

3aboneBanus mnepudepuueckux aprepuit (3[1A). IlanueHTsl OBUTM PAHIOMH3UPOBAHBI TIO
rpyIinaMm, oJIy4aBIIMM KJIOMUIOTpes B cyTouHoM 03¢ 75 mr, i ACK B cyTouHoit qo3e 325 mr,
U OCTaBaJUCh MOJ HabOmoJeHueM B TeueHue oT 1 roga ao 3 ner. B moxarpymnme maiueHToB,
nepeHecunx MHGapKT MUOKapaa, OONbIIMHCTBO NanueHToB noixyyanu ACK B TeueHue nepBbix
HECKOJIBKUX JHEH mocie ocTporo mH(papkra mMuokapnaa. Kimomumorpen 3HauMTENBHO CHHKAI
YaCTOTYy HOBBIX HWIIEMHUYECKHUX COOBITHI (KOMOMHHMpOBaHHAas KOHEYHAs TOYKa — HHQApPKT
MHOKap/a, UIIEMUYECKHI HHCYJIBT M COCYIUCTasi cMepTh) o cpaBHeHUIO ¢ ACK. Ananu3s obmei
CMEPTHOCTH KaK BTOPUYHOM KOHEYHOW TOUKH HE BBIBUJ 3HAYMMOIO pa3iHuds MEXIy
kionugorpenom (5,8 %) u ACK (6,0 %).

[Tpu ananmu3e NOATrpynN ¢ MPUMEHEHHEM KaueCTBEHHON OLIEHKU COCTOSHUS (MH(pApKT MUOKapAaa,
umemuueckud MHCYnbT U 3IIA) Haubonbmuii >gdext Tepanuu HaOMOANCA y MAIMEHTOB,
BKJIIOUEHHBIX B HccliefoBanue B cBsa3U ¢ 3IIA (ocobeHHO Tex, y KOro B aHaMHe3e ObLT HH(MAPKT
MUOKapa) u Oosiee cnabdbiii d3pdext (HesnauntenpbHO oTnmuaronuiicss o ACK) y manueHros,
NEepeHeCIINX MHCYNbT. Y TalMeHTOB, BKJIIOYEHHBIX B HCCIIEOBAaHHE TOJHKO HAa OCHOBAHUU
HEJIAaBHO MEPEHECEHHOT0 MH(ApKTa MUOKapAa, pe3yabTaT B IPYIIE KIOMHUIOTpelia ObLT YUCICHHO
XyXKe, Ho cratuctruuecku He ominuancs or ACK. Kpome Toro, aHanus moArpymni mno Bo3pacty
MO3BOJISIET MPEATIONI0KNUTh, YTO OJarompHsTHBIA APQPEKT KIOMUIoTpeina y MAlMeHTOB CTaplie
75 et ObUT MEHEE BBIpAXKEH, UeM y MAIlMEHTOB B BO3pacTe < 75 JeT.

Ocmpulii KOPOHAPHBII CUHOPOM

B uccnenosanne CURE 6bu10 BrittoueHo 12 562 manueHTa, NepeHecInX OCTpbI KOpOHApHBIN
cuHapoM Oe3 moabeMa cermeHTa ST (HecTaOwmiibHasE CTEHOKapAUs WM MHPApKT MUOKapaa 0e3
3y01a Q), y KOTOPBIX B TEUEHHE MTOCIETHUX 24 4acOB MOsSBUIIACH OOJIb B 00JIaCTU TPYAHON KIETKU
WIA CUMIITOMBI, yKa3blBalolue Ha uinemuto. /s BKIIOYEHHs B HMCCle0BaHUE TpeOOBaJIOCH,
4yToOBbl y manueHToB OblaM 7100 m3MeHeHuss OKI', ykasplBaroliue Ha HOBbIE HIIEMHYECKUE
SIBJICHHS, JINOO TIOBBIIICHHBIH yPOBEHb KapIuohepMeHTOB, IN00 ypoBeHb TporonuHa [ uimu T, mo
KpaiiHeil Mepe, B 2 pa3a NpeBbIIAIOMMNA BepXHUH mpenen Hopwmbl. [lanmeHTtsl Obun
pPaHIOMHU3HMPOBAaHBl B TPYIIBI JICUEHUs KJonmuaorpenoM (Harpy3ouHas ngo3a 300 mr, 3atem
75 mr/cyTtku, N = 6 259) nnu nnane6o (N = 6 303), koTopsle npuHUManu B komOuHanuu ¢ ACK
(75-325 mr 1 pa3 B CyTKHM) U JAPYTMMH CTaHJAPTHBIMH IpernapaTaMu. [lareHThl Momydain
JIEYEHWE B TEYEHHE TNEepuoJa UJIMTEIbHOCThIO A0 oaHoro roja. B wuccnegoBanun CURE
823 manuenta (6,6 %) moslyyanu COMYTCTBYIOUIYIO TEpalvi0 AHTArOHUCTAMH pPELENTOPOB
rmukornporenHa |Ib/Illa. Temapun BBOgMIM Oonee yem 90 % mnammeHtoB. CoOmyTCTBYIOIIAS
Tepanus TenapuHOM HE OKa3bIBaJla 3HAYMMOTO BIIMSHHS Ha OTHOCHTENBHYIO YaCTOTY Pa3BUTHUS

KPOBOTEUEHMH MPH NMpueMe KIONMUAorpesa 1 miamnedo.
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KonuuecTBo manueHToB, y KOTOPHIX ObLIa MepBUYHAS %E‘e&ﬂgﬂl{:o%g %DNEH%EOTI:'G%BH;'IHO-

cocynuctbix 3aboneBanuii (CC3), unpapkr muokapaa (MM) wumm HMHCYIBT), COCTABUIIO
582 (9,3 %) B rpymne, noayyasimieii kimonumorpen, u 719 (11,4 %) B rpymie, mojgydaBiiei
1ane0o, a OTHOCUTENbHBIN PUCK ObUT cHUXeH Ha 20 % y rpymbl, MoIy4aBilell KJIOMUI0Tpel
(CHMKEHUE OTHOCUTEIBHOTO prcka Ha 17 % mpu KOHCEpBAaTUBHOM JICYEHUH MAIUEHTOB, Ha 29 %
IIPU BBIIIOJIHEHUU YPECKOKHOM TpaHCIIOMUHAIBbHOM KopoHapHoW aHruoruiactuku (UTKA) co
creHToM win 6e3 Hero w Ha 10 % mnpu Beimomnenuu AKIID). IMocne 3 wmecsieB JiedeHUs
peuMyIIecTBO, HabmonaBeecs B rpymnmne kinonugorpen + ACK, 6onbliie He yBeIHMUnUBaIOCh, B
TO BpeMs KaK pUCK KPOBOTEUCHHS COXPAHSIICS.

KosnnyecTBO MalMEeHTOB ¢ KOMOMHHMPOBAHHOW NEPBUYHON KOHEUHOW TOYKOW (CMEpTh OT
CEep/ICYHO-COCYIUCTHIX 3a00JIeBaHMii, HH()APKT MHOKapAa, HHCYJIbT WU peppakTepHas UILICMHS)
cocrapuno 1035 wuemoexk (16,5 %) B Trpynme, TmoJydYaBHIeH — KJIOMUAOTpEN, U
1187 (18,8%) B rpymme, moay4aBined Iuiane06o. BiusHHS Ha 4acTOTY MOBTOPHBIX
rOCIHUTAIM3AIMM 110 TOBOAY HECTAOMIBHON CTEHOKAPAUM HE HAOJII0JaI0Ch.

[TonoxwurensHbIe 3G HEKTH, HAOTIOAaeMbIE TIPU TPUMEHEHHH KIOTMHIOTPENa, HE H3MEHSITUCH TIPU
KPaTKOBPEMEHHOM WU JJIMTEIHbHOM MPUMEHEHUHU APYTUX CEPACUYHO-COCYIUCTHIX MpEernapaTroB
(rakux kak remapur/HMI', anrtaromwctsl rimkomnporenna lIb/Illa, rumonunumzeMudeckue
npenapatsl, 6eta-6mokaropsl 1 UHTHONTOPEI AIID). DddexkTrBHOCT KITONHMIOTPETa HE 3aBUCENA
oT 10361 ACK (75-325 mr 1 pa3 B cyTkn).

VY manueHTtoB ¢ OCTpbIM HH(apKTOM MHOKapaa ¢ moabemoMm cermeHTa ST Oe3omacHOCTh U
3G (HEeKTUBHOCTh  KJIOMUAOTpENa  OIEHMBalaCh B 2  PaHIOMHU3UPOBAHHBIX  IuIalebo-
KOHTPOJIMPYEMBIX TBOMHBIX cienbiX uccienoBanusx CLARITY u COMMIT.

B uccnenoBannn CLARITY yuactBoBan 3491 mamueHTt, KOTOpbIE MOCTYNUIA B CTAllHOHAp B
TedyeHue 12 yacoB mocie pa3BUTHS MH(paApKTa MHOKapaa ¢ moabemMoMm cermenta ST u koTopeiM
ObLJTa MoKa3aHa TpoMOOJIUTHUYECKas Tepamnus. [lanrenTsl mony4anu KIonuaorpen (Harpy3ouHas
no3a 300 mr, 3aTem 75 mr/cyt, n = 1752) unu mnane6o (n = 1739), 06a B komOunamuu ¢ ACK (ot
150 no 325 Mr B kauecTBe Harpy304HOU A03bl, 3aTeM OT 75 10 162 Mmr/cyT), GubpuHONIUTHYECKUI
mpemapar u, mpu Heobxomumoctd, remnapud. llamumentoB Habmoganu B TeyeHue 30 aHEH.
[TepBrUHOIT KOHEYHOM TOUKOH SBISIIOCH HATMYHME OKKIIIO3UU B HH(PAPKT-CBSI3aHHOM KOPOHAPHOH
apTepuy Ha aHTHOTpaMMe Tiepe/ BBIMHCKOW, CMEPTh WIJIM MOBTOPHBIA WH(pApKT MHUOKapaa IO
NpOBEICHUST KOpoHapHOW aHruorpaduu. [l TanWeHTOB, KOTOPBIM HE MPOBOJIMIACH
aHruorpadus, NIEpBUYHON KOHEYHOW TOUKOM ObLIa CMEPTh WU PElUINB HHPAPKTa MUOKapIa KO
JTHIO 8 UJIH K BBINKUCKE U3 CTAI[MOHAPA.

[Taraanuate nporieHToB (15,0 %) maruenToB B rpynme kionuaorpena u 21,7 % B rpymne miamne6o

JIOCTUTIIA TIEPBUYHON KOHEYHOM TOYKH, YTO TPEICTABIsACT cOO00M abCONMIOTHOE CHUIKEHHE Ha
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6,7 % u pasHuly CHMXEHHUS B 36 % B MOJB3Y KJIOHPIH(IT)I;III;EI:J'-IJEQ'FOE'BHI)%EE&);V}(Ifi/ClJI(I)'II;J'IICHO

YMEHBIIICHUEM OKKJIFO3UU B WH(APKT-3aBUCUMBIX KOPOHAPHBIX apTEPUAX. DTO MPEUMYIIECTBO
OCTaBaJIOCh TOCTOSIHHBIM BO BCEX MPEABAPUTENILHO OIPEACIICHHBIX IO BO3pacTy U IOy,
JIOKaIu3alui WHGpApPKTa U TUITY HCIOJIB3yeMoro (GUOPHMHOJUTHKA WIM TelapuHa IMOATPYIIax
MaIMCHTOB.

Uccnenoanne COMMIT ¢ dakropasiMm muzaitHom 2x2 Biiarodano 45 852 mnarmmeHra,
MOCTYNUBIIKX B TeUECHUE 24 4aCOB C MOMEHTA MOSBIICHUS] CHMIITOMOB IT0JI03pE€BaeMOTo HH(papKTa
MHOKapJia, 4YTO TMOATBEpKAaloch oTkioHeHusMu Ha OKI (T.e. mogpemom cermenrta ST,
cHKeHneM cermeHTa ST wim Onokamod jeBoM HOXKHM myuyka [uca). IlanmueHThl mOMyYanu
kiorrorpen (75 mr/cytku, n = 22 961) wmu mnane6o (n = 22 891) B kombunaiuu ¢ ACK (162
MT/CYTKH) B T€UC€HHUE 28 JHEH WM 10 BBIMUCKYU U3 00IbHUIIBI. KOMOMHHPOBAaHHBIMU ITEPBUIHBIMU
KOHEYHBIMH TOYKaMHU OBbUIM CMEpPTh 10 JIFOOOW NMPUYWHE U Pa3BUTHE MOBTOPHOrO WH(pAPKTA,
MHCYyNbTa Uin cMepThb. [lonynsus Bkirouana 27,8 % skenuuH, 58,4 % nauueHtos B Bo3pacte 60
net u crapiie (26 % > 70 ner) u 54,5 % NanMeHTOB, MOTYYaBIINX GUOPUHOIUTUKH.
Knonuaorpern 3HaYUTENBHO CHUKAJI OTHOCUTENBHBIN PUCK CMEPTH T10 JII000H npuynHe Ha 7 % u
OTHOCUTEIIbHBIN PUCK KOMOWHAIIMU TIOBTOPHOTO MH(pApKTa, UHCYIbTa UM cMepTH Ha 9 %, uTo
coctaBisuio abcomoTHoe cHmkenue Ha 0,5 % u 0,9 % cOOTBETCTBEHHO. DTO MPEUMYIIECTBO
OCTaBaJIOCh IMOCTOSTHHBIM JIJIsl TPYIII MAIMEHTOB Pa3HOTO BO3PACTa, M0JIa, MPUHUMAIONIUX W HE

NpUHUMAOIINX (GUOPUHOIMTHKH,  HAOII0AaIach ke uepes 24 gaca.

B anamu3 B moxarpymnmax uccienoanus CLARITY PCI 6bun Brmrouenst 1863 manmenta c
uHpapkToM Muokapaa c¢ mnogbemoMm cermeHTa ST, nepenecmmmx YKB. VYV namuenros,
NOJYYaBIIUX Harpy30uHyo 103y kiaonugorpena 300 mr (n = 933), Habmroganoch CTaTUCTUYECKH
3HaYMMOE CHUKEHHE YacTOThl CMEPTH OT OCJIOXKHEHHUH CepAEeYHO-COCYIUCTHIX 3a00JeBaHUH,
4acTOThl pa3BUTHUS HMH(apKTa MHOKapAa uiud uHcyiapta nocie YKB mo cpaBHeHuio c
nanreHTaM, noixydasmumu mianebo (n = 930) (3,6% B rpynme ¢ nmpeamecTByomen Tepanuen
KIIOMHJIOTPENIOM TI0 CpaBHEHHIO ¢ 6,2% B rpymnne mianedo, OL: 0,54; 95% AU: 0,35-0,85; p =
0,008). YV manueHToB, MOJyYyaBIIMX KIONUAOTpeN B Harpy3ouHoi no3ze 300 mr, Habmoganoch
CTaTUCTUYECKU 3HAYMMOE CHH)KEHUE YAaCTOThI CMEPTENIbHBIX UCXOA0B OT CEPJIEYHO-COCYIUCTHIX
3a00JIeBaHNM, YaCTOTHI pa3BUTHS HH(ApKTa MUOKap/ia WIM UHCYJIbTa B TeueHue 30 aHel nocie
YKB 1o cpaBHEHMIO C TalMeHTaMM, IMojy4yaBmUMU Iwianebo (7,5% B rpynme c
IPEIUIECTBYIOLIEN Tepanuel KIOMMIOrpesioM mo cpaBHeHHio ¢ 12,0% mnpu npumeHeHun
miane6o, OLLL: 0,59; 95% JA1: 0,43-0,81; p = 0,001). OxHako 3Ta KOMOWHUPOBAHHAS KOHEYHAS
TOYKa MPHU OIeHKe B oOmied momyssuu uccieaoBanns CLARITY He Oblia cTaTHCTHYECKH
3HAYMMOM B Ka4€CTBE JONOJIHUTEIBHON KOHEYHON TOUKU. CTaTUCTUYECKU 3HAYUMBIX pa3Indui

B 9aCTOTC PAa3BUTHUA CUJIBHBIX U HEC3HAYUTCIBbHBIX I(pOBOTC‘-ICHI/Iﬁ MCXKAY IpyIiamMu JICHCHUA HE
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1,9% B rpynmne miamne6o, p > 0,99). PesynpTaThl 3TOr0 HCCIEIOBAHUS TOJITBEPKIAIOT PAHHEE
MPUMEHEHHE HATPY309HOH J103bI KJIOMU 0T PeNIa MpU HH(APKTE MHOKAPAA C TOAbEMOM CETMEHTA
ST u cTparervio mNpeABapUTEIbHON Tepanuu KIOMUAOTPEIOM Y TAlMeHTOB, KOTOPHIM
manupyercs BeinosiHeHue YKB.

Haepysounas 0oza knonuodoepena 600 me y nayuenmos ¢ ocmpvlM KOPOHAPHHIM CUHOPOMOM,
nepenecuiux YKB

PannomusupoBannoe dakropuanbHoe ucciaeaopanne CURRENT-OASIS-7  Bkirouano
25 086 denmoBek C OCTPhIM KOPOHAPHBIM CHHAPOMOM, KOTOPHIM ObLIO TOKa3aHO panHee UKB.
[TaniueHTOB paHIOMU3UPOBAIIM JIJISl TOJTyYEHUs ABOMHOM /10361 (600 mr B cyTku 1, 3atem 150 mr
B JHU 2—7, 3aT€M 75 MI' €K€JHEBHO) IPOTUB cTaHAapTHOM 1036l (300 Mr B cyTku 1, 3atemM 75 mr
€XEIHEBHO) KJIOMUAOrpesia U BICOKOH 1036l (300—325 Mr exeaHEeBHO) MPOTUB HU3KOHM JO3BI
(75-100 mr exxeaneBHo) ACK. 24 835 maimeHTOB, MEPEHECHIMX OCTPBIA HH(APKT MUOKap/a,
OpOILIM KOpOHAapHYIO aHrmorpadumro, a 17 263 Owsma BemonHeHa YKB. Cpenn
25 086 manueHToB, BKIIOYEHHBIX B HCCIEAOBAaHHE, YaCTOTa CIydyaeB CMEPTH OT CEpICHHO-
COCYAMCTBIX 3a00seBaHMM, HHPAPKTa MUOKapAa WK WHCYIbTa OblIa onuHaKoBou (4,2% mpu
ucnonbp3oBanuu kinonuaorpena 600/150/75 mr npotus 4,4% nipu UCTIOIB30BAaHUH KIIOMHI0TPENA
300/75/75 wmr, OP: 0,94; 95% OW: 0,83-1,06; p = 0,30). OOmupHBIE KPOBOTCUCHHS dYaIllle
BCTpEYAJINCh NPU NMPUMEHEHNH Kionuaorpena B no3ax 600/150/75 mr (2,5%) mo cpaBHEHUIO ¢
no3amu 300/75/75 mr (2,0%), OP: 1,24; 95% JIN: 1,05-1,46; p = 0,01. Tem He MeHee, cpeau
17 263 marnuenToB, KoTophiM Obuia mpoBeneHa UKB, aBoiiHas qo3a Kiomuaorpena CHU3WIA
4acTOTY BOZHUKHOBEHUS SIBJICHHH, BKIIFOUCHHBIX B IIEPBUYHYIO0 KOHEYHYIO TOUYKY 110 CPAaBHEHHUIO
CO CTaHJAPTHOH 110301 (3,9% npoTus 4,5%, ckoppektupoBanHoe OP = 0,86, 95% 11 0,74-0,99,
p =0,039). 3HaunTenbHOE CHIKEHHUE YHCIa cydaeB TpomOo3a cTeHTa cpeau 17 263 manueHTos,
nepeneciinx YKB u monywyaBmmx ABOWMHYIO J03Yy KJIOMUJOTpeNa, MO CPaBHEHHUIO CO
crangaptHeiM JeueHueM (1,6% mpotus 2,3%, OP: 0,68; 95% AU: 0,55-0,85; p = 0,001).
OOmmpHBIe KPOBOTCUCHUS Yallle BCTPEYATUCH MPHU MTPUEME JBOWHOMN J03bI KJIOMUAOTPENa, YeM
npu npueme cranaaptHoi 10361 (1,6% mportus 1,1%, OP = 1,41, 95% AN 1,09-1,83, p = 0,009).
B pangoMu3upoBaHHOM MPOCIEKTUBHOM MEXKIyHAPOJIHOM MHOTOIICHTPOBOM WCCIICOBAHHUH
ARMYDA-6 MI ouenuBanu >pQeKTUBHOCTb MpPEIBAPUTEILHON Tepanuy KIOMUIOIPEIOM B
no3e 600 Mr nmo cpaBHeHHIO ¢ KionuzaorpenoMm B no3ze 300 mr B ycnoBusix cpounoro UKB y
MAIMeHTOB ¢ WH(APKTOM MHOKapjaa ¢ MmoabeMoM cermeHta ST. [TlanmweHThl momydanw
Harpy3ouHyto 103y kiormuaorpena 600 mr (n = 103) umu 300 mr (n = 98) no UKB, a 3atrem —
KIIOMHJIPOTEIT B J103€ 75 MI/CyTKH co JHs, cneaytomiero 3a UKB B Teuenue 1 roma. Y nanueHTos,

MOJIy4YaBIINX KIIOIIUAOTPEI B A03€ 600 MI, pasMep I/IH(I)apKTa SHAYUTCJIBHO YMCHBIIWJICA IIO
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10361 600 Mr pexe oTMevascsi TpoMOOIU3nC pu MHGApTKE MHOKApAa CTENEeHU TSHKeCTH < 3
nocne UKB (5,8% mo cpaBrenuto ¢ 16,3%, p = 0,031), Habmoganocs yiydmeHue (ppakuuu
BbIOpoca neBoro xenyaouka (OBJDK) npu Beimucke (52,1 +9,5% no cpaBuenuto ¢ 48,8 + 11,3%,
p = 0,026) 1 cHWKEHHWE YaCTOTHI Pa3BUTHUS TSDKEIBIX HEXKEIATCIbHBIX PEAKIIMH CO CTOPOHBI
cepaeuHo-cocyaucto cucreMbl B TeueHue 30 nueir (5,8% mno cpaBHenuro ¢ 15%,
p = 0,049). YBenuueHus: 4aCTOThI Pa3BUTHUSI KPOBOTCUCHHUM MJIM OCJIIOKHEHUN B MECTE MPOKOJIa
(onoJIHUTENbHBIE KOHEYHbIE TOUKU Ha 30-ii IeHb) He HaOII0AaNO0Ch.

UccnenoBanme ¢ perpocnektuBHbIM aHanuzoM HORIZONS-AMI npoBoauinock ¢ 1embio
OIICHKU TOTO, OOECTIeUnBaeT JIn Harpy3ouHas jo3a kimomuaporena 600 mr Gomnee ObicTpoe U
3HAUMMOE WHTUOMPOBAHUE AaKTHUBAIMM TPOMOOIUTOB. B Xome aHanw3a W3ydanu BIHSHHE
Harpy304Hoil 1036l 600 Mr mo cpaBHeHHIO ¢ Harpy3o4yHoil no3oi 300 mr Ha 30-1HEBHBIE
KiuHU4eckre ucxoabl y 3311 manmeHToB M3 OocHOBHOrO uccienoBanus (N = 1153; rpynma
Harpy3ouHoil 10361 300 Mr; N = 2158; rpynna Harpy3ouHou 10361 600 Mr) 10 KaTeTepu3aluu
cepla ¢ MocieAyIONUM TPUMEHEHHEM TIperapara B 103¢ 75 MI/CyTKH B TeUEHHE > 6 MECSIICB
MocJie BBIMUCKU. Pe3ynpTaThl MOKa3aiu 3HAYUTEIBHO Oo0jiee HHU3KYI0 CKOPPEKTUPOBAHHYIO
4acTOTy cMepTenbHbIX ucxoaoB (1,9% nportus 3,1%, p = 0,03), noBTopHbIX HH(apkToB (1,3%
npotuB 2,3%, p = 0,02) u onpeneiaeHHbIX WIK BEPOSATHBIX TpoMOo30B cteHTa (1,7% mportus
2,8%, p=0,04) B Teuenue 30 qHEl B rpyIine Harpy309HO# 10361 600 MT 6€3 YBETHICHHS 9aCTOTHI
KpoBoTeueHui. [Ipy MHOroBapraHTHOM aHaNIHM3€ MPUMEHEHHE KIOMHUIOTpeNia B HArpy304HOU
no3e 600 mr Obula HE3aBUCHMBIM MPEIUKTOpPOM Oojiee HH3KOW YacTOTHI OCHOBHBIX
HEeXKENMaTeNIbHBIX peakinuii co croponsl cepauna (OP: 0,72 [95% JU: 0,53-0,98], p = 0,04).
Yactota oOmmpHbIX KpoBoTeueHUil (He cBsa3aHHbIXx ¢ UYKB) cocraBuna 6,1% B rpymnme
Harpy3o4Hoii 103e1 600 Mr u 9,4% B rpynmne Harpy3ouHoit 10361 300 mr (p = 0,0005). YactoTa
MaJbIX KpoBoTeueHuil coctasuia 11,3% B rpynmne Harpy3ounoi no3sl 600 mr u 13,8% B rpymnmne
Harpy3ouHoit 10361 300 mr (p = 0,03).

Uccneoosanuss no ooneocpounou (12 mecayes) mepanuu KIONUOOSPENOM ) NAYUEHMOS,

nepenecuux ungapxm muoxkapoa nocie YKB

PanmomMu3upoBaHHOE JIBOHHOE Clleroe Tiane0o-kouTpoaupyemoe uccienoanue CREDO 6bu1o0
nposeneHo B CIIIA n Kanazne i olleHKM NpEeUMyILIECTB JUIMTENBHOrO (12 MecsueB) neueHus
kionuaorpenom nocie YKB. 2116 nanuenToB OblIM paHAOMU3MpPOBaHb! i npuema 300 mr
kionuorpena (N = 1053) wnu mnanedo (N = 1063) 3a 3—24 yaca 1o YKB. Bce nanuenTs! Taxkxke
nonydyamu ACK B nosze 325 mr. Ilocie 3Toro Bce manyeHThl MOTYyYaId KIIOMHIOTPEN B J03€
75 mr/cytku 1o 28-ro aus B o6eux rpynmnax. C 29-ro nus mo 12-if Mecs1| ManyeHTsl B rpymie

KJIonmugorpesia nojrydain KIOIUI0oTrpeiI B 103€ 75 MF/CYTKI/I, aB KOHTpOJ'IBHOfI TpyHIic nojayvdain
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UYepe3 1 rog B rpymnme NpUMEHEHHUsS KJIOMUIOTpeTa HaOM0JalIoCh CTATUCTUYECKHA 3HAYMMOE
CHIDKEHHE KOMOMHHPOBAHHOTO PHCKAa CMEPTH, Pa3BUTUS MH(pApKTa MHOKap/Aa WU HWHCYJIbTA
(oTHOCHTENBHOE CHIDKEHHE Ha 26,9%, 95% JIU: 3,9-44,4%; p = 0,02; aOCOIIOTHOE CHUYKEHHUE
Ha 3%) 110 cpaBHEHUIO ¢ Irpynnoi miane0o. 3HauuMOro yBeJIMYE€HUS YaCTOThI PA3BUTHUS TSHKEIIBIX
KpoBoTeueHu (8,8% B rpymnmne npuMeHEHHUs KJIONUAOIpeia Mo cpaBHEHUIO ¢ 6,7% B rpynmne
wiaie6o, p = 0,07) wim He3HauutenbHOro KpoBoTeueHus (5,3% B Tpymme NPUMEHEHHUS
KJIOMUJIOTpelia 1o cpaBHEHUIO ¢ 5,6 % B rpynmne mianedo, p = 0,84) ne Habmronanocs. OCHOBHOM
BBIBOJ] 3TOT'0 UCCIIEI0OBAHUS 3aKJII0OUAETCS B TOM, UYTO IIPOAOIIKEHHE JIEUSHHsI KIIOUJOIPEIOM U
ACK B TeueHue 11o MeHblel Mepe | roga NpuBOAUT K CTATUCTUYECKU U KIIMHUYECKH 3HAUUMOMY
CHIDKEHHIO YaCTOTHI PAa3BUTHUS CEPHE3HBIX TPOMOOTUYECKHIX OCIOKHEHUI.

[IpocniekTHBHOE OTKPBITOE paHaoMu3upoBanHoe uccienopanue EXCELLENT (n=1443) 6bu10
pOBeIcHO TSt olleHKH ) dekruBHOCTH 6-MecssiaHor JIAT o cpaBHenuto ¢ 12-mecsunoit JAT
1ocJie UMIUIAaHTALMK CTEHTOB C JIEKAPCTBEHHBIM MOKpbITHEM. He Habm01a10¢h CyIecTBEHHON
pasHULbI B PA3BUTUU HECOCTOSITEIBHOCTH LIEJIEBOIO COCyJa (COueTaHHe CepJeUHONW CMEpTH,
uHGpapKTa MUOKapa WM PeBacKyJSIpU3alluM LeJIEBOr0 cocyia), KoTopas Obula MepBHYHON
KOHEYHOM TOUKOM Mexay O-mecsiuHbIMU U 12-mecsunbiMu rpynnamu JIAT. Kpome Toro,
MCCJIEJOBaHME HE M0KAa3aJl0 3HaYMMOW pa3HUIlbl B KOHEYHOH TOYKe 0€30I1acHOCTHU (CoueTaHue
CMepTH, MH(pApKTa MHUOKapAa, MHCYJIbTa, TPOMOO3a CTEHTAa WM OOJBLIOrO KPOBOTEUCHHS)
MeXIy 6-MecsTUHbIMU U 12-MecstunbiMu rpynnamu JJAT. Takum oOpa3oM, ObUIO0 IOKA3aHO, YTO
6-mecsunast JJAT He ycrynama 12-mecstunoid JIAT mo pucKy pa3BUTHS HECOCTOSATEIBHOCTH
LIEJIEBOM apTEepUMN.

Jleackamanus I/IHFI/I6I/ITODOB penentopoB P2Y12 B Tepanmuu 0CTPOro KOPOHAPHOTO CHHAPOMA

[Tepexon ¢ Tepanuu MOIIHBIM UHTHOUTOpPOM perienTopoB P2Y 12 Ha yiedeHue KIOMUA0rpesioM B
couetannn ¢ ACK mnocine 3aBepuieHust octpoil ¢a3sl octporo uH¢papkra muokapaa (OUM)
U3ydajcsi B JIByX paHIAOMHU3HPOBAHHBIX HWHHUIMMPOBAHHBIX MCCIEAOBATEIEM KIMHUYECKUX
uccienosanusx (TOPIC u TROPICAL-ACS).

B panmomMu3MpoBaHHOM OTKPBITOM KiMHHUYeckoM HccienoBanuu TOPIC npunumanu yudactue
nanuentsl, nepeHecme OWM, KOTOphIM  BBIONHSUIOCH  YPECKOXKHOE  KOpPOHApHOE
BMeniarenscTBo (UKB). [TanuenTst, nomydaBmue ACK u oguH u3 6osiee MOIHBIX HHTHOUTOPOB
perientopoB P2Y 12, y KOTOpBIX HE Pa3BWIMCh HEOIArOMPHUATHBIE COOBITHS B TEUEHUE OJTHOTO
Mecsla, WM ObuIM TepeBeAeHbl Ha Tepanuio ¢ukcupoBaHHoil komOuHanmeir ACK wu
KJIOMUAOTpena (AescKananus A1BoiHoi anTuTpoMOoruTapHoit Tepanuu (IAT)) uiu npoaomkunm

NPUHUMAThH paHee Ha3HaueHHbIe npenapatsl (HensmenHas [IAT).
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OCIIOKHEHUW  cepledyHo-cocynucThix  3aboneBanuit  (CC3),  HWHCYJIbT,  3IKCTpEHHAas
pEeBaCKyJIIpU3alvs U KPOBOTEUCHUS TUIA 2 WK OoJiee TsKelble KpoBoTeueHus 1o mkaie BARC
(MccnenoBaTenbckoro akageMHYeCKOro KOHCOPIIMYMa MO KPOBOTEUEHHUSIM)), depe3 OIUH TOJ
nocie nepeHecennoro OVIM 6b11 3apeructpupoBansl y 43 u3 322 nanuentos (13,4 %) B rpymre
nesckananuu JJAT u 85 nanuenTtoB u3 323 (26,3 %) B rpynne neusmennoit AT (p <0,01).
CraTHCTUYECKH 3HAYMMOE DAa3JIM4he B OCHOBHOM OOYCIIOBIICHO COKpallleHHeM KOJINYEeCTBa
CIIy4aeB KPOBOTEUCHHUSI, B TOM YHCJIE KPOBOTEUEHUH, KoTopbIe 1o mkaine BARC Gosnee nin paBHBI
2 (4% B rpynne neackanauuu u 14,9% B rpynne, nonyuasiieil HeusmeHHyto JIAT), npu aTom He
Ha0JII0/1aJ10Ch CYLIECTBEHHBIX PA3JIM4YUi B YACTOTE MILIEMUYECKUX ociiokHeHul (p = 0,36).

B panmomusupoBanHoe OTKpbIToe KinHu4eckoe wuccinenoanue [ROPICAL-ACS Obutn
BKiIroYeHbl 2610 mammentoB ¢ OVIM, mOATBEP)KICHHBIM aHAJIW30M Ha OMOMAapKephl, IOCIe
nposeneHus YKB. [lanuents! ObuM paHAOMU3UPOBAHBI B TPYMIBI JUIS MOTYYSHHs Mpacyrpena
(mau 0-14) wim npacyrpena (quau 0-7), a 3aTtem kinonuaorpena (aau 8-14) B komOunanuu ¢ ACK.
Ha 14-i1 nens ObU1a poBeneHa OIEHKA (QYHKIMKA TPOMOOUUTOB. [1alleHThl U3 IepBOM TPYIITBI
Tepanuu TOJIbKO MPacyrpesioM MPOAOILKAIN IPUHUMATh Mpacyrpen B TeueHue 11,5 mecsa.

VY manueHTOB M3 TPYMIBI 3aMEHbI Tepanuy ObLUT BHITIOJHEH aHAlIM3 Ha BBICOKYIO PEaKTHBHOCTH
tpombonutoB (BPT). [Marmentsr ¢ BPT > 46 enunun ObuiM CHOBa IEepEeBEICHBI HA TEPAIUIO
mpacyrpesioM, Kotopyr mnonydanu B Teuenue 11,5 mecsua. Ilamumentsr ¢ BPT < 46 enunun
MPOJODKUIIN JICUEHHE KIIOMUAOTpenoM B jao3e 75 mr/cytku B TeueHue 11,5 mecsna. Takum
o0pa3om, B rpynIe ynpaBiaseMoi 3aMeHbl Tepanuy MaUeHThl MoTy4anu win mpacyrpen (40 %)
wi kiaonunporpen (60 %). Bece mauments nonyuanu ACK, mocnenyrouiee HaOunoeHue
IPOJI0JKATIOCHh B TEYEHHE OJIHOTO Toa.

[lepBruyHas KOHEYHas TOYKa BKIIHOYajga KOMOMHAIMIO CEpAEYHO-COCYIUCTON CMEpTH, HH(pApPKTa
MHUOKap/ia, MHCYJIbTa MU KPOBOTEUEHUS TUMNA 2 WM Ooyiee TsHKENble KPOBOTEUEHHUS IO IIKale
BARC. MHccnenoBanue NpoAEMOHCTPUPOBAIO OTCYTCTBHE Pa3IMYUNl MEXIy TpynnaMu [0
NEpPBUYHON KOHEYHOW TOYKE MO KpuTepuio non inferiority. Ympasisemas 3aMeHa Tepanuu He
npuBella K TOBBIIICHUIO PHCKA Pa3BUTHUA HIIEMHUYECKUX OclokHeHud (2,5 % B rpymme
neackananuu u 3,2 % B KOHTPOJIBHOU TPYIIE), a TAKKE YaCTOTHI KPOBOTEUEHUH TUMa 2 win bonee
no mkaiie BARC.

Jlsounas aumumpombouumapnas mepanusi (IAT) npu ocmpom manrom MU wnu THA cpednezo

UJild 8bICOKO20 pucka

Onenka JIAT B xomOunanuu ¢ kinonuaorpesnom u ACK ¢ nenbio npouiiakTuKd HHCYJIbTa 1OcIie

octporo Manoro MM wnmm THUA cpenHero wiam BBICOKOIO PHUCKa MPOBOAUIIACH B XOJE ABYX
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pangomusupoBanHbix uccienoBanuii: CHANCE u POl I\H’l — MHJ%HH HO'I/IC'XOI[aM

JUTSL KIIMHAYECKOU 0e30macHOCTH U 3 (HEKTUBHOCTH.

Uccnenoanne CHANCE (npumenenue xnonudocpenra y nayueHmos ¢ 6biCOKUM PUCKOM
PA38UMUS OCIPBIX HAPYULEHUL MO3208020 KPOBOOOpaujeHus: 6e3 UH8AIuou3ayul)

B 3TOM paHIoOMH3UPOBaHHOM JABOWHOM CJIETIOM MYJBTHUIEHTPOBOM ILIALE00-KOHTPOIHUPYEMOM
KJIIMHUYECKOM HcclieoBaHuM TpuHsu yuyactue 5170 nmamumentoB u3 Kutas ¢ ocrpoit TUA
(onenka ABCD2 > 4) unmu octpeiM MansiM uHCYJIBTOM (NIHSS < 3). ITantuentst B 06enx rpynmnax
B 1-i1 menp momyumnu n03y ACK B OTKppITOM pexkume (BeTWYMHA J03bI BapbHpOBajach B
nuanazone ot 75 go 300 wMr, mo3y ycTaHaBIMBAN Jiedammid  Bpad). [larueHTsi,
paHIOMU3HUPOBaHHbIE B Ipynny npuMeHeHus kionugorpena u ACK, momyunnu Harpy3o4Hyro
103y 300 mr B 1-11 1eHb, Iociie uero noaydain KIOMUAorpel B Jo3e 75 Mr 1 pa3 B CyTKH B IEpUOJL
co 2-ro aus no 90-i nenp BkirountenbHo U ACK B go3e 75 mr 1 pa3 B CyTKH B IEpHOJ €O 2-TO
JHA 110 21-1 1eHpb BKItounTenpHO. [lannenTtsl, panaoMusupoBanHbie B rpymniy npuMmenenus ACK,
MOJTy4aJid TuTare00-BepCHIo KIIOMUAorpesa B mepuos ¢ 1-ro aus mo 90-i 1eHb BKIIOUUTEIBHO U
ACK B n103e 75 mr 1 pa3 B cyTku B nepuo co 2-ro ass 1no 90-i 1eHb BKIOYUTEIBHO.
[lepBuuHoil KOHEYHOW TOYKOM A(G(HEKTHUBHOCTH SBISJCS HOBBIM CilIy4ail HWHCYIbTa
(MIIeMHYECKOT0 WU reMOpparundeckoro) B nepsbie 90 auei mocne ocrporo manoro MU wimm TUA
BBICOKOTO pHCKa. Takue ciydan ObLIM 3apeructpupoBanbl y 212 manmenTos (8,2 %) B rpyme
npumenenus kinonugorpena u ACK mno cpaBuenuto ¢ 303 mamumentamu (11,7 %) B rpynme
npumenenus ACK. Cnyyau U nabmronanuce y 204 mauuentos (7,9 %) B rpymnie npuMeHeHUS
knormuorpena u ACK no cpasaenuto ¢ 295 namentamu (11,4 %) B rpynne npumenenus ACK.
['emopparnueckuii HHCYJIbT CIy4YWICAd y 8 MalMEHTOB B KaXJ10H M3 ABYX I'pyNI HMCCIEI0BaHUS
(0,3 % B xaxpou rpymnme). CpeaHETsHKEI0e WM TKEI0e KPOBOM3JIUSHUE HAOII0JANIoCh Y
7 nauuenTos (0,3 %) B rpynne npumenenus knonunorpena u ACK u y 8 maunuentosn (0,3 %) B
rpynne npumeHeHuss ACK. Yacrora pasBuTusi KpoBoTeueHui coctaBwia 2,3 % B Tpymne
npumenenus kinonuaorpena 1 ACK no cpaBuenuto ¢ 1,6 % B rpynne npumenenust ACK.
POINT (mpomboyum-opuenmuposannoe uneubuposanue y nayueHmos ¢ hogvimu cayyaimu THA
UU MATI020 UULEMUYEeCKO20 UHCYIba)

B sToM paH0MH3MPOBaHHOM JBOMHOM CIIENOM MYJIbTHLEHTPOBOM ILIaLe00-KOHTPOIHPYEMOM
KJINHAYECKOM UCCIIEIOBAHUM ITPUHSIM yuacThe 4881 manneHToB u3 pasHeIX cTpaH ¢ octpord TUA
(ouenka ABCD2 > 4) wiu octpbiM ManbiM uHcynbToM (NIHSS < 3). Bee nmanuents B o6enx
rpynnax noaydanu 103y ACK B OTKpeITOM pexxumMe B iepuos ¢ 1-ro qus no 90-ii 1eHp (BeaTn4rHa
JI03bl BapbUpoBaJiach B JuanasoHe oT 50 mo 325 wmr, 103y ycCTaHaBiIMBaj JiCHAIllMid Bpay).
[TarueHTsl, paHIOMU3UPOBAHHBIE B TPYIIITY IPUMEHEHHUS KIOMUA0Tpea, MOJIyYHIIN Harpy30UHYIO

o3y knonuaorpena 600 mr B 1-i1 AeHb, TOCIE Yero Noaydaiu Kionuaorpen B 1o3e 75 mr 1 pa3 B
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CYTKM B TIepuoj co 2-To aH4 1no 90-il neHn BKnquTenﬁg&l:hlﬁlgég 'TT@EEM3J®ﬂaﬁEﬂIe B

rpymiy IpuMeHeHHs Tuiane0o, morydany miane0o-BepcHio KIOMUAOorpeia B epuos ¢ 1-ro aus
110 90-ii JeHb BKIIOUUTEIBHO.

[lepBuuHOil KOHEUHON TOYKOM A(PGEKTUBHOCTH  SBJISUIACH KOMOHMHAIMS ~ MAaCCHBHBIX
uniemuueckux ocnoxHenuit (MU, uHdapkr Muokapna Wi JeTaabHBIH UCXOJ B pe3yybTare
UIIEMHYECKOTO  COCYAMCTOrO OcliokHeHus) K 90-my gHio. Takue ciydam Obutn
3apeructpupoBanbl y 121 nmanumenta (5,0 %) B rpynne npumenenus kionuporpena u ACK no
cpaBHeHuio ¢ 160 mauuentamu (6,5 %) B rpymnie npumenenus tonbko ACK. MU, senstomuiics
BTOPUYHON KOHEYHOM TOUKOM, HaOmroAancs y 112 nanueHTos (4,6 %), mory4aBInx KJIOMUI0TPe
nu ACK, mo cpaBHenuto co 155 mnamumentamu noaydaBmumu ACK (6,3 %). bonsmioe
KPOBOTEUCHHE, SIBIISIOIICECS IEPBUYHON KOHEYHOIN TOYKOW OIIEHKH 0€30MacHOCTH, CIyYHIIOCh Y
23 u3 2432 mauuentos (0,9 %), nonyuaBmux kionugorpen u ACK, u y 10 u3 2449 nanuenros,
nonydaBmux ACK (0,4 %). He3nauntensHoe kpoBouziusHue cayumioch y 40 mauuentos (1,6
%), monyuasmux kionugorpen u ACK, u y 13 nanuenrtos, nomyuaBmux ACK (0,5 %).

Ananuz nepuooa oeiicmeus npenapamos 8 pamkax uccieooganuii CHANCE u POINT

He Ob110 nipenmymiectBa B ToM, 4To0b! mpoaosnkath JJAT Gonee 21 qus. Knunnyeckas mosin3a oT
npogomkenust JIAT Oonee 3 Hemenb mpoaeMoHCTpUpoBaHa He Obuta. Llenmbio pacnpeneneHus
MAaCCHBHBIX HMIIEMUYECKUX OCJIOXHEHMH M CIy4aeB MAaCCUBHOI'O KPOBOU3JIMUSHHUS IO Tpynnam
JICYCHHsI B TIEPUOJE JCHCTBHSI IpErnapaTroB ObLI aHAIM3 BIUSHHUS KPATKOCPOYHOTO IEPHOAA
neuicteus JJAT.

Qubpunnayus npedcepoutl

UccnenoBanust ACTIVE-W u ACTIVE-A oraensable nuccrnenoBanusi B nmporpamme ACTIVE
BKJIIOYAJIM MAIIUEHTOB ¢ pUOpMILISIUEN pencepanii,y KOTOPbIX UMeICs XOTsl Obl 0IMH (aKTop
pHCKa COCYAMCTBIX OCJIOKHEHMH. Ha ocCHOBaHMM KpuUTEpueB BKJIIOYEHHUS Bpayl OTOMpPAIH
nanueHToB 1y uccnenosanuss ACTIVE-W, npu ycioBuu toro, uro uM noaxoauina tepanus ABK
(trakum kak Bapgapus). B nccnenosanne ACTIVE-A Britouanuch MauyeHThl, HE TOTy4YaBlLINe
tepanuio ABK, Tak kak OHM HEe MOITIM WJIM HE XOTEeNIM NMPUHUMATh 3TU IpenapaTel. B xone
uccnenoBanuss ACTIVE-W Obuto ycraHoBiIeHO, 4YTO aHTHKoaryisHTHass Tepanus ABK
s dexTrBHEE, UeM JieueHne komOouHanuei knonuagorpena u ACK.

ACTIVE-A (n = 7554) — 310 MHOTOIICHTPOBOE PaHJIOMHU3UPOBAHHOE TBOWHOE CIIEToe Tianedo-
KOHTPOJIMPYEMOE HCCIIeIOBaHUE, B XOJI€ KOTOPOTO OBLIO MPOBEIACHO CpaBHEHHE Teparuu
KoMOuHaruel kionuaorpena B go3e 75 mr/cytku + ACK (n = 3772) nu komOuHaruen mianedo +
ACK (n = 3782). Pexomennyemas noza ACK cocraBmsiia ot 75 mr/cytku no 100 Mr/cyTku.

Jleuenne npo0KAIOCh B TEYEHUE MTEPUOIa 10 S JIET.
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V NauueHToB, PAaHIOMU3MPOBAHHBIX B nporpaMM\}n%CﬁV—‘lﬁi BT S PR A G dRana

MOATBEPXKIeHHAS (GUOPHMILTALUS Tpeacepauil (InO0 MocTOosHHAS (UOPWILIALUS TPEICEpIni,
1100 KaKk MUHHMYM 2 3MHU30/1a NEPUOTUYECKON (UOpHIUIALMU TpeAcepauil 3a mocienHue 6
MECSIEB), U UMEJICSl KaK MUHUMYM OJIMH U3 CeIyonuX (JakTOpoB pUCKa: BO3pacT > 75 JeT uiu
BO3pact or 55 ner no 74 ner mpu HAIMYMKM B aHaMHE3€ caxapHOro auabera, TpeOyrouiero
JICKapCTBEHHOH Tepanuu, JTU00 JOKYMEHTAJIBHO MOJITBEPKACHHOTO MEPEHECEHHOro HMH(papKTa
MHOKap/Ja WM TOATBEPKICHHON HIIEMHYECKOM OO0JIe3HN cep/la; JIeYeHHEe CHCTEMHOU
TUTIEPTEH3UN; TIepeHeceHHbIM MHCYNIbT, TUA nmu cucremnas smOoinus, He cBs3anHas ¢ [[THC;
nuchyHkius seporo xkenynouka ¢ OBJDK menee 45%; wim moaTBEpKIAECHHOE 3a00JI€BaHUE
nepudeprudeckux cocynoB. CpemHsst OlleHKa IO IMKaie OIeHKW pucka umHcyinbra CHADS2
cocrarisiia 2,0 6aia (quamason 0—6).
OCHOBHBIMHU KPUTEPHUSMHU HEBKIIOUCHHS MALIMEHTOB ObLIN MOJTBEPKICHHAS sI3BeHHAs 00JIe3Hb B
TE€YCHHE MPEABIAYIUX 6 MECSIeB; NEPEHECEHHOe BHYTPUMO3TOBOE KPOBOU3IIUSHUE; 3HAUNMAs
TpoMOOIHTONeHUs (KOIM4ecTBO TpoMOo1uToB MeHee 50 x 109/1); moTpeOHOCTD B KIIOMHI0TPENE
WM [IEPOPAJIbHBIX aHTUKATYJISIHTaX, WK HENEPEHOCUMOCTh JIF000T0 U3 ABYX COECAMHEHUH.
73% mnanuenToB, BKIOYEHHBIX B uccienoBanue ACTIVE-A, e mornu npunumars ABK mo
3aKJIFOUEHUIO Bpaya, B CBS3H C HECIIOCOOHOCTHIO COOMIOAATh Ha3HAYECHHBINA PEKUM MOHUTOPUHTA
MHO, npenpacnonokeHHOCThIO K MaIeHUsIM UM PUCKOM TPaBMbI I'OJIOBBI WM CIIEHU(DUUECKUM
PHCKOM pa3BUTHUS KPOBOTEUEHHUS; B 26% CiyuaeB pellieHre Bpaya OCHOBBIBAIOCH HA HEXKEJIAHUH
nanueHTa npuaumatsh ABK.
[Tonmynsimus mauuenToB Bkiatovana 41,8% xenmmH. Cpennuii Bozpact coctaswi 71 rox, 41,6%
nanueHToB ObuH >75 net. B o0uieit cinoxHoctu 23,0% nanueHToB notyvyaad aHTUHApUTMHUECKHE
npenaparsl, 52,1% — Geta-aapenoodsokatopsl, 54,6% — uaruouropsr AIID u 25,4% — cTaTUHBI.
KonnuecTBo manueHToB, JOCTUTIIMX OCHOBHOW KOHEUHOH TOYKH (BpeMs 0 BO3HUKHOBEHUS
MEePBOro MHCYINbTa, HHpApKTa MUOKapAa, CUCTEMHON ambomnu 3a npegenamu [IHC unm cmepTh
OT COCYJIMCTOTO 3a0oJyieBanusi) coctaBmio 832 (22,1%) B rpymme, moyydaBIiie Kionuaorpen +
ACK, u 924 (24,4 %) B rpynmne miane6o + ACK (camxenue OP na 11,1%; 95% AU ot 2,4% no
19,1%; p = 0,013), B mepByto o4yepeab 3a cUeT 3HAYUTEIHLHOTO CHIDKEHHUS YaCTOTHI HHCYJIHTOB.
Nucynst nepenecnu 296 (7,8%) nanuenTtos, noayyasimux kironugorpen + ACK, u 408 (10,8%)
nanuenToB, noigydasmmx mianedo + ACK (camkenne OP na 28,4%; 95% JAU ot 16,8% no
38,3%; p = 0,00001).

eTH
B uccnenosanuu PICOLO ¢ noa6opom 10361, B KOTOPOM YYaCTBOBAIHM 86 HOBOPOXKIECHHBIX HITH
MJIQJICHIIEB B BO3pacTe 10 24 MECSIEeB ¢ PUCKOM Tpom0Oo03a, 3PGEeKTUBHOCTh KIOMUAOTPEIa

OIICHUBAJIACh TIPH BBEJCHUU TocienoBaTenbHbIX 103 0,01 Mr/kr maccer Tena, 0,1 mMr/kr Maccel
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tena u 0,2 MI/KT Macchl TeJa HOBOPOXKICHHBIM (1 Mnanéﬂigﬂ;:';l":ﬂ;lf% %7%’6‘&%&5&&' %IC—)IJ:EIlKO

HOBOpOXXKIeHHBIM. Jlo3a 0,2 MI/Kr Macchl Tela MO3BOJWJIA JOCTHYb CPEIHErO IPOLEHTA
uaruoOupoBanus 49,3% (5 MkM AJIO-uHAYIUPOBAHHOW arperauy TPOMOOIIUTOB), YTO OBLIO
COIIOCTaBUMO C TAaKOBBIM Yy B3pOCJBIX, NPHUHAMABIIMX Tpenapar KIOMUAOTPEN B 03¢

75 Mr/CyTKH.

B paHmoMu3supoBaHHOM JBOWHOM CJEMOM HCCIEAOBAHWM B MapaJICNIbHBIX TpyMIax
CLARINET 906 nereit (HOBOPOXXKIEHHBIX M MIIQJICHIICB) C IIMAHOTHYECKUM BPOXKICHHBIM
MOPOKOM Cepila, KYMUPOBAHHBIM C TOMOIIbIO CHUCTEMHOTO IIYHTUPOBAHHUS B JICTOYHYIO
apTepuio, ObUTH PaHIOMU3MPOBAHBI IS MOJTydeHHs Kionuaorpena B go3e 0,2 mr/kr (N = 467)
i 1tare6o (N = 439) BMecTe ¢ COMyTCTBYIOIICH 0a3uCHOM Tepamnuei B IEPHOJ 10 BTOPOTO
JTama XHpPyprudeckoro BmemarenbcTBa. CpenHee  BpeMs  MEXIy — HNaTHATUBHBIM
IIYHTUPOBAHUEM U MEPBBIM BBEACHHEM HCCIIEAYEMOTO JICKQpPCTBEHHOTO Mpernapara COCTaBUIIO
20  nueit.  IlpubnusurensHo  88%  manmeHTOoB — moayyanu — oxHoBpeMeHHO — ACK
(B mo3ax 1-23 wmr/kr/cytku). Mexay rpymmnamMu JiedeHHsT He HaOII0JIaloCh CTaTUCTUYECKU
3HAYUMBIX pa3U4YMii MO OCHOBHOM KOMOMHHPOBAHHOW KOHEUHOM TOUYKe, BKJIIOYABIIECH
CMEpPTEIbHBIA HMCXOMd, TPOMOO3 MIYHTA WM XHUPYPTHYECKOE BMEIIATEIICTBO, CBSI3aHHOE C
3a00JIeBaHUEM CepJIIia, 0 JOCTMKeHUs Bo3pacta 120 mHEH mocie COOBITHS, CYMTAOIICTOCS
TpoMOoTHYecKuM ocioxHeHuem (89 (19,1%) B rpynme mNpUMEHEHUS KIOMUIOTpeNna Hu
90 (20,5%) B rpymnme npuMeHeHus mianedo). B rpynnax npumMeHeHus KIOMUI0TpeNa U mianedo
caMo¥ 4acToi HeXXelaTeIbHOHN peakuel ObI10 KPOBOTEUCHNE; OHAKO MEXK/TY STHMH TPYIIaMH
He HaOJI0JAIOCh CYIICCTBCHHBIX pa3jMYuMii B 9acTOTe KpoBOTeueHWH. [Ipu monrocpodnom
MOCIIEAYIOIEM MOHUTOPUHTE 0€30MacHOCTH 26 MAIMEHTOB C HATOKEHHBIM IIIYHTOM B BO3pPacTe
OJIHOTO T0/1a TIONyYally KIOMUAOTPeN 0 JocTHxkeHus 18-mecsuHoro Bo3pacTa. B xone nepuona
JIOJITOCPOYHOTO HAOJI0IEHUSI HOBBIX MPOOJIEM 1O O€30ITaCHOCTH BBISIBJICHO HE OBLIO.

HccnenoBanust CLARINET u PICOLO mpoBoauiuchk ¢ MCIOIb30BaHHEM BOCCTAHOBIEHHOTO
pacTBopa Kiomuaorpena. B uccrnegoBaHWM OTHOCUTENBHON OWOJOCTYIMHOCTH Y B3POCIBIX
MAIMEHTOB BOCCTAHOBJICHHBIM pAacTBOp KIOMMUIOTpeNa IOKa3al aHAJNOTUYHYI0 CTENEeHb U
HEMHOT0 00Jiee BRICOKYIO CKOPOCTh BCACBHIBAHUS OCHOBHOTO IUPKYJIHPYIOIIETO (HEAKTHBHOTO)

MeTaboJIMTa 10 CPABHEHUIO C 3apETUCTPUPOBAHHOMN TaOJIETKOM.

5.2. @®apmMaKkoKHHeTHYeCKHe CBOHCTBA

AOGcopbuus

IIpn OMHOKpAaTHOM M NOBTOPHOM IPHEME BHYTPb B JO3UPOBKE 75 MI' B CYTKH KIJIONHJOTPEIN

OBICTPO BCACBIBAETCSI.
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CpenHee 3HAYEHUE MAKCUMAJIBHOW KOHLECHTPALMHU (Cnrq]a%:l;l%&'{'égﬁb%bgﬁhérﬁgﬁa B

asMe KpoBu (MPpUOIM3UTENBHO 2,2-2,5 HI/MIJ MOCie MpueMa BHYTPh Pa30BOW J03bI 75 MT)
JOCTUTAETCs MPUOTU3UTENBHO uepe3 45 MUH mocie npueMa npenapara. [1o JaHHBIM 3KCKperun
MEeTabO0JIMTOB KIIOMUOTPEIIa Yepe3 MOYKH ero abcopOIus coctapisieT npubauzutenbHo 50%.

Pacopenenenue

In vitro xionumorpen M ero OCHOBHOM HMPKYJIUPYIOIIMA B KPOBH HEAKTUBHBIN META0OJIUT
00paTUMO CBA3BIBAIOTCS ¢ Oenkamu mia3mMbl KpoBu (Ha 98 % u 94 % COOTBETCTBEHHO), U IaHHAS
CBSI3b SIBJIACTCS HEHACHIIAEMOH 10 KoHIeHTpanuu 100 mr/mot.

BI/IOTDaHC(bODMaHI/IH

Kionumorpen uHTEHCHMBHO Merabonu3upyercs B medeHd. In vitro m in Vvivo ximommmorpen
METa0O0IM3UPYETCs ABYMS YTSMU: TIEPBBIA OCYIIECTBIIACTCS C IIOMOIIBIO 3CTEPA3 U MPUBOAUT K
THJIPOIM3Y KJIONMIOrpesaa ¢ oOpa3oBaHMEM HEAKTHBHOIO IPOU3BOAHOTO KapOOKCHIIbHOM
KUCTOTHI (85 % OT HUPKYIUPYIOIIMX METa0O0IUTOB); BTOPOM MyTh OCYIIECTBIISETCS C IIOMOIIBIO
n3odepMeHToB rurToxpoma P450.

[lepBoHaYaIbHO KJIOMUAOTPEN METabOIM3UPYETCsT A0 2-OKCO-KJIOMUIOTPeNa, SBISIOMIETOCs
IPOMEKYTOUHBIM MeTabouToM. [locnenyromuii MeTaboa13M 2-0KCo-KIOMUA0rpesia MPUBOIUT K
00pa30BaHUIO AKTUBHOT'O METa00JINTA KIOMUA0Ipelia — THOIBHOIO TPOM3BOIHOTO KIOIHUI0Tpea.
In vitro 3ToT aKTUBHBIA MEeTa0OIUT 00pa3yeTCs, IIIaBHBIM 00pa3oM, ¢ MOMOINBI0 H30(hepMeHTa
CYP2C19, Ho B ero 00pa3oBaHUM TaKXkKe y4aCTBYIOT HEKOTOPBIE IpyTrre H30(hepMEHTHI, BKIIOUast
CYP1A2,CYP2B6 u CYP3A4. AKTUBHBIN THOJBHBIN METa0OJIHMT KJIOMUOTPEINA, BBIJCICHHBIN B
in vitro, OBICTPO ¥ HEOOPATUMO CBSI3BIBACTCS C PELENTOPAMH TPOMOOIIMTOB, OJOKUPYS TaKUM
00pa3zoM arperaiu TpOMOOIIUTOB.

Cmax aKTHUBHOT'O MeTa00JIMTa KIIOMUAOTPEIIA ITOCIIE OTHOKPATHOTO ITPHEMa €ro Harpy304HOH 1036
300 mr B 2 pasa mHpeBbIIACT TAaKOBYIO IOciae 4-X IHEH INpueMa NOAACPKUBAIOLIEH H03bI
kjonuaorpena 75 Mr. Cmax gocTuraercst npudban3uTenbHo B Teyenue 30-60 MuH.

OJIUMUHAINS

B Teuenne 120 4 mocie mpueMa BHYTph 4eloBeKoM -*C-MeueHOro KiIomumorpena okono 50 %
PalMOAaKTUBHOCTU BBIIEISAECTCA 4epe3 MOYKM U mnpubimsurtensHo 46 % paanoakTUBHOCTH
BBIBOAMTCS 4yepe3 KuuleyHHuK. [locie ofHOKpaTHOro mpuema BHYTPb J03UPOBKU 75 MI MepHoOA
nonyBeiBesieHus (T12) Kinonuaorpena cocrapiseT npudnusurenbHo 6 4. Ilocie onHOKpaTHOrO
npreMa U premMa IMoBTOPHBIX 703 Kitonuaorpena T1/2 ero OCHOBHOTO IIUPKYJIMPYIOMIETO B KPOBU
HEaKTHMBHOT'O METabO0JIUTa COCTABIISIET 8 4.

dapMaKkoreHEeTUKA

C nomompio wu3zopepmenta CYP2CI19 oOpasyrorcs Kak aKTHBHBIM MeTaOONMT, Tak U

POMEKYTOUHBIA METAa00NIHUT — 2-OKco-Kioruaorpen. dapMakoKWHETHKA M aHTHATPEraHTHOE
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JICCTBHE aKTUBHOTO MeTaboauTa KJionmuaorpeia, Ipu I/ICI(EIIQH;)'EQ{JI; Eﬁ)—gmkﬁﬁ I;L;'-OI/IB(I)FJHI/I;'IT-'OIB ex

VIVO, BapbHpYIOT B 3aBUCHMOCTH OT reHoTHma uzopepmenra CYP2C19. Amnens rena CYP2C19*1
COOTBETCTBYET NOJHOCTHIO (PYHKIMOHAJIHHOMY META0O0IM3My, TOIJla Kak ajuleld TEeHOB
CYP2C19*2 u CYP2C19*3 sBnstorcs HedyHkmoHabHbIMUA. Aiienu reHoB CYP2C19*2 u
CYP2C19*3 saBmsitoTCs MPUYMHON CHIDKEHUS METaboju3Ma y OOJIBIIMHCTBA MPEICTaBUTENICH
eBponieoniHON packl (85 %) u aszuarckoit nomymnsiuuu (99 %). dpyrue amienu, ¢ KOTOpPbIMU
CBSI3aHO OTCYTCTBHE WM CHIDKEHHE METa0OJHM3Ma, BCTPEYAIOTCS pPEXe M BKIIOYAIOT, HO HE
orpannuuBaroTcsa awiensmu reHoB CYP2C19*4, *5, *6, *7 wm *8. IlamueHTsl ¢ HHU3KOU
akTuBHOCTBIO m30depmenta CYP2C19, nomkHbl 001a1aTh ABYMS yKa3aHHBIMH BBIIIC aJUICIsIMU
reHa ¢ norepeit pyHkuuu. OnyOIMKOBaHHBIE YaCTOTHI BCTPEYaeMOCTH (DEHOTUIIOB MAIIMEHTOB C
HU3KOW akTHBHOCTHIO m3o(epmenTa CYP2C19 y manueHToB €BPOINEOUIHON Pachl COCTABIISIFOT
2 %, y IalueHTOB HETPOUAHOMN packl — 4 % W y npejacTaBuTesei azuaTckoit momynsiuuu — 14 %.
CyIiecTBYIOT CHEHUalbHBIE TECTHl JJIs OMpPEJCNICHUsS HMEIOLIErocs y NalMeHTa TeHOTHUIIa
uzodpepmenta CYP2C19.

[To manHBIM mepekpecTHOro ucciemaoBanus (40 10OPOBOJBICB) ¢ ydacTHEM JOOPOBOJIBICB C
OUYEHb BBICOKOM, BBICOKOM, MPOMEXYTOUHOM M HU3KOW akTHBHOCTHIO M3odepmenta CYP2C19,
KaKUX-TH00 CYIIECTBEHHBIX PA3IMYMil B HKCIO3UIMH AKTUBHOTO METa0OJIUTa U B CPEAHHX
3HaueHusAX uHrubuposanus arperanuu TpomoOouutoB (MAT), unnynupoBanHoi AJl®, y
JNOOpOBOJIBIIEB C OYEHb BBICOKOHM, BBICOKOHM, NPOMEXKYTOYHOH UM HH3KOW aKTHBHOCTBIO
uzopepmenta CYP2C19 BwiiBIeHO He ObUI0. Y J00pOBOJBIEB C HU3KOH aKTUBHOCTHIO
uzopepmenta CYP2C19, skcno3unuss akTHBHOrO MeTabonuTa CHIDKaimach Ha 63-71 % mo
CPaBHEHHUIO CO 3/IOPOBBIMHU JOOPOBOJIBIIAMH C BBICOKOM akTUBHOCTHIO M30depmenta CYP2CI19.
[Tpu ucnonb3oBanuu cxemsl jJedenus: 300 Mr Harpy3ouHas /103a/75 MT MOAEPKUBAIOIIAS 1032
(300 wmr/75 wmr) y pmoOpoBonblleB C HHU3KOW akTUBHOCThIO wu3odepmenta CYP2C19
AHTUTPOMOOITUTAPHOE NEHCTBHE CHUXKAIOCh cO cpeaHumu 3HaueHusiMu AT, cocraBnsionmmu
24 % (uepe3 24 1) u 37 % (Ha 5 neHw uccnenoBanus) mo cpaBHeHuio ¢ AT, cocraBistonmmu
39 % (uepe3 24 u) u 58 % (Ha 5 ;meHb KUccIeIOBaHUS) Y TOOPOBOJIBIIEB C BEICOKOW aKTHBHOCTBIO
uzopepmenta CYP2C19 u 37 % (uepes 24 1) u 60 % (Ha 5 AeHb UCCIeIOBaHUs) Y JOOPOBOIIBIIEB
C IPOMEXYTOYHOM akTUBHOCTHIO n3opepmenta CYP2C19.

Korna noOpoBosnbibl ¢ HU3KOM akTUBHOCTHIO M30dgepmenta CYP2C19 nonyyanu npemnapar mno
cxeme seuenuss 600 mMr HarpysouHast mo3a/150 mr momnepxwuBaromas go3a (600 mr/150 wmr),
OKCIMIO3UIUSI AKTUBHOTO MeTa0onuTa Oblla BHINIE, YeM NpHU MpHEME IO CXeMe JeUeHUs
300 mr/75 mr. Kpome Toro, MAT cocrasisiio 32 % (uepe3 24 1) u 61 % (Ha 5 1eHb UCCIIC0BaHUS),
4yTO ObUIO OOJIBIIIE TAKOBOIO Y AOOPOBOJIBLIEB C HU3KOM akTUBHOCTHIO M3odpepmenta CYP2C19,

noJrydaBiux jedenue mno cxeme 300 mr/75 mr, u 66110 T0JI0OHO TAKOBOMY B IpyTIax HallieHTOB
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300 mr/75 mr. OgHaKO B MCCIEIOBAHUAX C YUYETOM KIMHMUYECKHX MCXO/I0B PEKUM JA03UPOBAHUS
KJIOMUAOTPENa JUIsl MAIMeHTOB 3TOM IrpynIbl (MAIMEHTOB ¢ HU3KOW aKTMBHOCTBIO M30(epMEHTa
CYP2C19) noka He yCTaHOBJIEH.

AHaJIOTMYHO pe3yibTaTaM AAHHOTO MCCIEIOBaHMs, METa-aHalu3 IIeCTH HCCIeJA0BaHUM, B
KOTOPBIM BOILIM JaHHBIE 335 MOOpPOBOJIBIIEB, MOMYYABIIUX KIOMUAOTPEN M HAXOAMBIIUXCS B
COCTOSSHUM JOCTUXKEHHsSI PABHOBECHOH KOHIEHTpAllMM, II0Ka3aj, 4YTO I10 CPaBHEHHUIO C
TOOpOBOJIBIIAMU C BBICOKOM akTUBHOCTBhIO wu30opepmenta CYP2C19, y noOpoBoiblieB C
MPOMEKYTOUYHON akTUBHOCTBIO m30odepmenTta CYP2C19 skcno3unmsi akTUBHOTO METa0OJIMTa
cHIKkanace Ha 28 %, a y 1oOpoBoOJIbIEB C HU3KOM akTHBHOCTHIO n3opepmenta CYP2C19 — na
72 %, B To Bpems kak UMAT Obuto cHmkeHno ¢ pazmuuusimu B MAT Ha 59 % u 21,4 %,
COOTBETCTBEHHO.

He npoBonunocs ouenku BausHus renotuna CYP2C19 Ha kiMHUYECKUE UCXO/bl y TAllUEeHTOB,
[OJyYaBIIUX KJIONUAOIPEN, B MPOCHEKTUBHBIX PaHJAOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
uccienoBanusXx. OJHAKO Ha HACTOALIMH MOMEHT HMMEETCS HECKOJIbKO PETPOCHEKTHUBHBIX
aHamu30B. Pe3ynbTaThl T€HOTUNUPOBAHMSA IOJYYEHBI B XOJE CIEAYIOIIMX KIMHUYECKUX
uccnegosanuii:. CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)K€ B HECKOJIBKMX OITyOJIMKOBAHHBIX KOTOPTHBIX UCCIIEJOBAHUSIX.

B uccrnegoBanmu TRITON-TIMI 38 u 3-x xoroptabix uccienoanusx (Collet, Sibbing, Giusti)
HAlMeHThl KOMOMHHMPOBAHHOW TpYyHNbl C MPOMEKYTOUHOM MM HU3KOH aKTHBHOCTBIO
uzopepmenta CYP2C19 umenu 6oree BBICOKYIO YacTOTY CEPIEYHO-COCYIUCTBIX OCIIOKHEHHH
(cmepThb, WHGAPKT MUOKAp/ia ¥ WHCYJIBT) WA TPOMOO3a CTEHTA MO CPABHEHHUIO C TAaKOBHIMHU Y
NAIMEHTOB € BBICOKOM akTUBHOCTHIO M30depmenta CYP2C19.

B wuccnegoBanun CHARISMA u ogHOM KOrOpTHOM HccienoBaHuu (Simon), yBelnuyeHHe
YaCTOThl CEPJACYHO-COCYAUCTHIX OCIIOKHEHHH HaOII0Janoch TOJIBKO y MALMEHTOB C HU3KOU
akTuBHOCThIO u30epmeHta CYP2CI19 (mpu uX cpaBHEHHMM C TMalMEHTaMU C BBICOKOH
akTHBHOCTBIO m30¢pepmenta CYP2C19).

B uccnenoanuun CURE, CLARITY, ACTIVE-A u ongnom u3 koropTHsix uccinenaoBanuii (Trenk)
HE HaOJII0JIAJIOCh YBEJIWYEHHUSI YaCTOThI CEPJIEYHO-COCYAUCTHIX OCIOKHEHUI B 3aBUCUMOCTH OT
unteHcuBHOCcTH CYP2C19-MeTabonuszma.

Oco0ble TPVIIILI TAIMEHTOB

(DapMaKOKI/IHCTI/IKa AKTUBHOIO MeTa0OJInTa KIIOTTHOTpCJIa B 0COOBIX rpyamnax ITalfMCHTOB HE
HN3y4aIacCh.

llayuenmuvr cmapwe 75 nem
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Pas3IMYMiA IO TIOKA3aTEIIsIM arperalui TPOMOOIIMTOB U BpeMeHH KpoBoTeueHHst. Koppekims 10361
He TpeOyercs.
Tayuenmsi ¢ HapyweHuem QyHKyuy novex
[Tocne MOBTOPHBIX MPUEMOB KJIOMUIOTPENA B JOZUPOBKE 75 MI/CYTKH Y MAIUEHTOB C TAXKEIBIMU
HapymieHussMu  QyHKuH Tnouek (kmuperc kpearnnuHa (KK) or 5 mu/mur mo 15 mu/mMuH)
uHruouposanve AJI®-nHAYyLIMPOBAaHHON arperanuud TpoMOOUMTOB ObLIO Huke (Ha 25 %) no
CPaBHEHMIO C TAKOBBIM Y 3J0POBBIX JOOPOBOJIBLIEB, MOJYyYaBIIUX KJIOMUAOTPET B JO3HPOBKE
75 MI' B CYTKH.
THayuenmoi ¢ HapywieHuem QYHKYuU neveHu
He Obuto 3HauMMBIX OTIMYMN B cTeneHH MHrHOupoBaHus AJlD-uHIyIMPOBAHHOW arperanuu
TPOMOOILIMTOB MOCIIE €KEAHEBHOTO MpUEMa KIOMUI0Tpeia B CyTOUHOM 03¢ 75 mr B TeueHue 10
JHEHN y TMalMEeHTOB C TSHKENBIMU HapyIIeHUSIMU (YHKIIMHM TIEYEHHU 110 CPABHEHHIO CO 37J0POBBIMU
no6poBosbiamMu. CpeHee BpeMsi KpOBOTEUSHHS TAKKE COIMTOCTaBUMO B 00EUX TpyIIax.
Pacosas npunaonescnocmo
Pacnpoctpanennocts — amieneit  renoB  uzodepmenta CYP2C19, oOycnaBnuBaromux
MPOMEKYTOUHYIO U HU3KYIO aKTHUBHOCTh 3TOTO M30()epMEHTa, OTIUYAETCSA y MpeACTaBUTENEH
pa3MYHBIX PACOBBIX Tpymil. VIMEIOTCS OrpaHWYeHHBIE JHTEpaTypHbIE JaHHBIE 00 uX
pacnpoCTpaHEHHOCTH Y MPEICTABUTENCH a3MAaTCKOW MOMYJISIMU, YTO HE MO3BOJISIET OLUECHHUTH Y
HUX 3HaueHUs reHorunupoBaHus uzodepmenta CYP2C19 nmns pa3BUTHS HIIEMHUYECKHX
OCJIOKHEHUH.

eTH

KiimHM4Yeckue 1aHHbIe OTCYTCTBYIOT.

6. ®APMAIIEBTUUYECKHE CBOWCTBA
6.1. IlepeyeHb BCIOMOraTeJIbHbBIX BEIIECTB
JlakTo3a 6e3BogHAs
HEJUTI0N03a MUKPOKPUCTAIITNYECKAs
KpPOCTIOBUJIOH (THI A)
TJIHUIEPUIT JUOeTeHatT
TaIbK
Obonouka:
Omnanpait Po3oBblii:
—  CHHUPT MOJUBUHUIOBBIN

— TaJlbK
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— turtana quokeun (E171)

— wmakporoi 3350
— gnenutul (E322)
— Kpacurenb xkene3a okcu kpacHsiil (E172)
6.2. HecoBmMecTHMOCTH
He npumenumo
6.3. Cpox rogHocTu (CpoK XpaHeHHus )
3 roga.
6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH XPAHEHUH
Xpanutb nipu Temneparype He Boime 30 °C.
6.5. Xapakrep u coaepkaHue NePBUYHOMH YIAKOBKH
[To 7 wim 10 Tabnetok B Gmucrep Ai/Ad.
Ilo 1, 2, 4, 8 (mo 7 tabnerox) unu 1, 2, 3, 5, 6, 9, 10 (mo 10 tabnetok) 61UCTEPOB BMECTE C
JUCTKOM-BKJIAJIBIIIIEM B KAPTOHHYIO MauKy C KOHTPOJIEM MEPBOTO BCKPBITUS.
6.6. Oco0ble Mepbl NPEIOCTOPOKHOCTH NPH YHHYTOKEHHH HCIOJb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara WJIH OTX0A0B, TMOJYYEHHbIX TOcjde NPHUMEHEeHUs
JIEKAPCTBEHHOT0 MpenapaTa u Apyrue MaHUIMYJISIUU ¢ PenapaToMm.

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7. JEPXATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHMUSA
Axrasuc ['pynn IITC exo.

Hanpmpayn 1, 220 Xaduapdwsepayp, Ucnanaus

7.1. IlpeacraBuTe/b AepiKaTeJisi PerHCTPALMOHHOIO YI0CTOBEPEHHUS
[Tperen3un norpeduTenell ciaenyer HanpaBIATh IO ajipecy:

Poccniickas @enepanns

00O «TeBay, 115054, Mocksa, yi. Banosas, 35,

Ten.: +7 (495) 644 22 34

info@teva.ru

Pecniy6onmka benapychb

[TpencraButensctBo OOO Actavis International Limited (Pecny6inka Manbra) B PecmyOnuke
benapycs

220030 Pecrry6nuka benapyce, . MunCck, yiu. CBepioBa, 1. 2, 2-if atax, opuce 132, 135.

Ten.: +375 17 388 68 17

Onexrponnas nmoura:_Info.Belarus@tevapharm.com
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8.  HOMEP PETHCTPAIIMIOHHOI'O YJOCTOBEPEHMSI
JITI-Ne(001929)-(PT-RU)

9. JATA TEPBUYHOM PETUCTPAIIMU (INIOJATBEPKIEHUS PETUCTPAIIUY,
MNEPEPETUCTPALINN)
Hara nepoii peructpanun: 14.03.2023

10. JATA NEPECMOTPA TEKCTA

OO01ast XapakTepUCTHKa JISKapCTBEHHOro npenapata Jlonupen gocTynHa Ha HHPOPMALMOHHOM
noprane EBpa3uiickoro 3KOHOMHYECKOr0 COI03a B MHPOPMAIIMOHHO-KOMMYHUKALIMOHHON CETU

«Uutepuer»: https://eec.eaeunion.org/
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