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OBIIAS XAPAKTEPUCTUKA JIEKAPCTBEHHOGFO TIPERAPATA 1001

1. HAMUMEHOBAHHUE JIEKAPCTBEHHOI'O IIPEITAPATA

Knonunorpen Penesan, 75 mr, TaGJIeTKH, MOKPHITHIEC INIEHOYHOW 000TOUKOM.

2.  KAYECTBEHHBIA U KOJTMYECTBEHHBIA COCTAB

JleicTByrolee BEIECTBO: KJIOMUIOTPEN.

Kaxxnas Tabnerka cogepxut 75 mr kionugorpena (B Bujae ruapocynbdara (oucynbdara)).
BcnoMoraTensHble BElIECTBa, HAJTMYME KOTOPBIX HAJIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npernapara: JJakTo3a, Maciio KactopoBoe (cM. paszzaen 4.4.).

[TonHBII TepedeHb BCIIOMOTaTeNIbHBIX BEIICCTB MPUBE/CH B passeine 6.1.

3.  JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIC TNICHOYHOH 000JIOYKOH.

Kpyriibie TBOSKOBBIYKIIbIC TAOJIETKH, MOKPHITHIC TUICHOYHOW OOOJIOUKOW OT CBETIIO-PO30BOTO
JI0 pO30BOTO IBeTa. JlomycKaeTcs mepoxoBaToCTh MOBEpXHOCTH. Ha momepeyHoMm paspese sapo
0esioro uim noyTH 0eoro 1BeTa.

4.  KJIMWHUYECKHUE JAHHBIE

4.1. Tloxka3aHus1 K NPUMEHEHUIO

Knomuporpen PeneBan nmokaszan K IpUMEHEHHUIO y B3pOCIBIX B BO3pacTe OT 18 jer.

BTODI/ILIHaSI HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I‘~IeCKI/IX OCJIOKHCHUM

e VYV B3pOCHBIX MalMEHTOB IOCJIE HEIABHO IepeHeceHHoro HHpapkra muokapaa (M)
(C MaBHOCTBIO OT HECKOJIBKHMX JHEH a0 35 nHel), HEeAaBHO MEPEHECEHHOTO HIIEMHYECKOTO
uHcynbta (UM) (¢ naBHOCThIO OT 7 aHed 10 6 MecsleB) WIM NpU JAMArHOCTHPOBAHHOM
3aboneBanuu nepudepndeckux aprepuit (311A);
e Y B3POCJIBIX MMAIMEHTOB C OCTPHIM KOPOHAPHBIM CHHAPOMOM:
— OCTpPBIN KOPOHAPHBIN CHHIIPOM 0e3 orbema cermerTa ST (HecTaObumbHas CTCHOKAPIHSI
WM nHpapKT Muokapaa 6e3 3youa Q), BKIIto4as MaueHToB, KOTOPbIE JOJDKHBI OTydaTh
MEAMKAaMEHTO3HOE JICYEHNE, U MAlMEHTOB, KOTOPBIM MOKAa3aHO YPECKOKHOE KOPOHAPHOE
BMEIIATEIbCTBO (CO CTEHTUPOBAHMEM MM 0€3 CTEHTUPOBAHHWSA) WM AOPTOKOPOHAPHOE
uryatupoBanue (AKIII);
— ocCTpblii MH(papKT MHOKapja c mnoabeMoM cermeHTta ST, BKIOYas MaIMEHTOB,
MOJTyYarOIUX MEJAUKAMEHTO3HOE JICUeHHE, B TOM YUCIIE TPOMOOIUTUYECKYIO TEPAIHIO.

[MpodwmnakTrka arepoTpOMOOTHUYECKHX W TPOMOOIMOOJIHMUYECKUX OCIHOKHEHUH V B3POCIBIX

HanueHToB ¢ GUubpMLIAIMEl npeacepanii (MeprareabHOl apuTMHUE)

— VYV B3pOCHBIX MAalMEHTOB ¢ (GUOpWIIIALMEN mpencepauii (MepuaTesbHON apuTMHEH),

UMEIOIIUM XOTSI Obl OJMH (aKTOp PUCKA PA3BUTUS COCYAUCTBHIX OCIOKHEHUH, KOTOpHIE
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KpOBOTEUEHHM, KJIOMUIOTPE] B COUETAaHMU C aneTwicanuuuiaoBoi kuciotoid (ACK)
MOKa3aH IS MPOMUIAKTUKNA aTepOTPOMOOTHICCKUX M TPOMOOIMOOTHUECKUX COOBITHIA,
BKJTIOYAst HHCYJIBT.

VY B3pOCIBIX DAalMEHTOB C TPAH3UTOPHON nmeMuyeckor artakoil (TUA) cpeiHero mim BEICOKOTO

PUCKA HWJIKW C MaJbIM HIICMHYCCKHMM HWHCYJIBTOM (B KOM6I/IHaHI/II/I C aHCTHJIcaJIHHHHOBOﬁ

KHCJIOTOM)

Knonuooepen 6 kombunayuu ¢ ayemuncaruyunogoi KUCIOmMoU NOKA3AaH.

— B3pocibiM manueHTam ¢ TUA cpeaHero uiaM BBICOKOTO pHUCKa (OLEHKa IO IIKaie
ABCD2*>4) unmu ¢ maneim MU (NIHSS**<3) B Teuenue 24 gacoB nocie coositus THUA
nimu .

* Illkasa 11 OLEHKHM pUCKa paHHEro mHcynabTa mocie THA, Gasupyercs Ha CIEAyIOIMX MapaMeTpax: BO3pacT,
apTepHaIbHOE NaBJICHHUE, KIMHUYECKHE CHMITOMBI, TPOAOIDKUTENHOCT THA 1 caxapHbIil nuader.

** [1Ikaa HHCYJIbTA HALIMOHATIBHOTO UHCTUTYTA 370POBBSI.

4.2. PeuM 103MPOBAHMSA H CIIOCOO MPUMEHEHUS

Pexxum 103upoBaHus

Heoasno nepemnecennviti  ungpapkm muoxapoa, HeOA6HO NEPEHEeCeHHblU  UHCYIbm U
ouazHocmupogantoe 3abonesanue nepugepuieckux apmepuii

Pexomenmyemast 1o3a — 75 Mr 1 pa3 B CyTKH.

Ocmpuiii KoponapHbvili cunopom 0e3 noovema ceemenma ST (necmabunvHas cmeHoKapous,
unpapkm muokapoa 6e3 3yoya Q)

JleyeHne KIOMMOOTPENOM CIEAYET HAaYyMHATh C OJHOKPATHOIO IIPUEMa HAarpy304HOW 03Bl
300 mr wim 600 mr. Harpy3ounyro 103y 600 Mr MO>KHO Ha3Ha4aTh IMAIMEHTaM B BO3pacTe MEHEe
75 net, Korjaa IIAHUPYETCS MPOBEAEHNUE YPECKOKHOTO KOPOHAPHOTO BMENIATENbCTBA. JleueHue
KJIOIMJIOTPEJIOM CJIENYET MPOJOJIKUTH B J03UpoBKe 75 Mr 1 pa3 B cytku coBmecTHO ¢ ACK B
no3e 75-325 mr. Ilockonbky Oonee Bbicokue 1036l ACK Obutn cBsi3aHBI ¢ 0oJiee BBICOKUM
PUCKOM KpOBOTEUeHUs, pekomeHnayercs, 4todsl a0361 ACK He mnpesbimana 100 mr.
OnTumanbHas MPOJOJDKUTENBHOCTh JIeUeHHUs OQUIMAIbHO He YycTaHoBleHa. [laHHbIe
KIIMHUYECKUX MCCIIEN0BAaHUN MOATBEP)KJIAIOT BO3MOXKHOCTH MPOJOJKUTENBHOCTH JIEYEHUS J10
12 mecsueB; MakcumanbHast 3 peKTUBHOCTD Tepanuu HabIroAa1ach yepes3 3 Mecsia JIeUeHusl.
Ocmpuiii ungpapkm muoxapoa ¢ noovemom ceemenma ST

Knonunorpen Haznauyaiot B g03¢ 75 mMr 1 pa3 B CyTku ¢ unu 0e3 Harpy3ouHoi mo3bl 300 Mr B
komOunaimu ¢ ACK, a takxe ¢ TpOMOOTUTHYECKUMH TpenapaTaMy Ui 06e3 HUX. Y MalueHTOB
cTapiie 75 JeT JedeHue KIOMMIOTPEIOM JOJDKHO HauyMHaThes Oe3 MpHeMa ero Harpy3oyHOH

n036l. KoMOMHUPOBaHHYIO TEpaIuio CleyeT HaUMHATh KaK MOXHO paHbIIE MOCIE MOSBICHUS
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CHMIITOMOB U IPOJOJIKATh HE MEHEE YETHIPEX HEENb. (MOCNEAOBATENEHO

Qubpunisayus npeocepoutl

Knonunorpen crnenyer npuHUMaTh B CYyTOYHOM f03e 75 mr. B koMOuHAIMK ¢ KJIOMUIOTPEIOM
Heooxoaumo npuHumath ACK B mo3upoBke 75-100 mr exxeaHeBHO (cM. paszaen 5.1.).

B3pocnvie nayuenmsi ¢ mpan3aumopHou uuemMuieckol amakou cpeoHe2o Uil 8blCOKO20 PUCKA
UNU C MATBIM UULeMUYECKUM UHCYTLIMOM

B3pocabsim nanrentam ¢ TUA cpeanero mwin BeICOKOTo pucka (orenka mo mkaie ABCD2*¥>4)
nin ¢ MmanbiMm UM (NIHSS*#<3) na3nauator Harpy3ounyio no3y kiornuuporpeina 300 mr, mocie
KOTOpOW Ha3HavaroT kionumorpen B go3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B
cytku). Tepanuto kionuporpenom u ACK crnenyer HaumHath B TeueHHE 24 4acoB IOcCie
COOBITHSL M TIPOJIOJDKATh B TeueHue 21 J1HA, Mocie 4Yero Ha3zHa4yaloT TEPanui0 OIHUM
aHTHArperaHTHBIM MIPermapaToM.

Dapmarozenemuxa (nayueHmvl ¢ 2eHemudecku O0OYCLOBIEeHHOU CHUINCEHHOU aKMUBHOCMbIO
usogpepmenma CYP2C19)

Huskas aktuBHOCTE m3odepmenta CYP2C19 cBs3ana ¢ yMeHbIIEHHEM aHTHATrPETaHTHOTO
neiicTBus kiaonuaorpena. Pexxum npumenenus 6onee Boicokux 103 (600 Mr — Harpy3ouHas 1034,
3areM 150 mMr 1 pa3 B CyTKH €XEIHEBHO) y MalMEHTOB C HU3KOH aKTHBHOCTHIO M30(pepMeHTa
CYP2C19 yBenuumBaeT aHTHUArperaHTHOE JAeCTBUE Kionuaorpena (cMm. pasmen S5.2.). Y
MAalMeHTOB C HU3KOW akTUBHOCTHIO m30pepmenta CYP2C19 MOXHO paccMOTpeTh BOMPOC O
MPUMEHEHUU OoJiee BBICOKHMX 103 Kiomuaorpena. TOYHBIA peXUM TO3UPOBAHUS ISl JAHHOUN
MOMYJISIIIUK TAIMEHTOB B KIMHUYECKUX HCCIETOBAHUSAX, YUUTHIBAIOIINX KIMHHUYECKUE UCXOJIBI,
HE YCTaHOBJIEH.

IIponyck 10361

Ecnn nponyies npueM npenapara B TEUCHHE:
e MeHee 12 yacoB mociie 3alIaHUpPOBaHHOIO BPEMEHU: MAMEHTH! JOJDKHBI IPUHATE 103y
HEMEJUIEHHO, a 3aTe€M MPUHSATH CIEIYIOLIYI0 103y B 00BIYHOE 3aIlJIAHUPOBAHHOE BPEMS;
e Oosee 12 yacoB mocie 3aljJaHUPOBAHHOTO BPEMEHU: MALMEHTHl JOJDKHBI TMPUHATH
CJICAYIONIYIO 103y B OOBIYHOE 3aIUTAHUPOBAHHOE BPEMS M HE JIOJDKHBI YABaUBATh J03Y.

Oco0bIe I'pynnbl DaMCHTOB

THayuenmor nodcunozo 6o3pacma

Jns nonmyuyeHuss wuHQOpMalMM O HArpy304HOM Jo03€ J[Uid TalMeHTOB crapume 75 JeT
(cM. pazmen 4.4.).

Iayuenmel ¢ Hapywienuem @yHKYUU noyex

Koppexknuu no3e1 He Tpedyercs (cM. pasaen 4.4.).
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Iayuenmul ¢ napywenuem QyuKyuu nevenu (NOCNEOOBATENEHO

Koppekuuu 10361 He TpedyeTcs (cM. paznen 4.4.).

eTH
be3onacHocTh U 3 PeKTHBHOCT TPUMEHEHUS MpenapaTa y aeTeit B Bo3pacte oT 0 1o 18 net He
yCTaHOBJEHBI. JJaHHBIE OTCYTCTBYIOT.

Cnoco0 npuMeHeHus

Bnytps. HezaBucumo ot npuema numu.
4.3. TIporuBomoka3zaHus
e [umepuyBCTBUTENBHOCTh K KIOMHIOTPENY MJIM K JIIOOOMYy U3 BCHOMOTATEIbHBIX
BEIIIECTB, [IEPEUNCIICHHBIX B pa3zene 6.1.;
e TspKeNas eYeHOYHasi HeIOCTATOYHOCTbD;
® 0OCTpO€ KpOBOTECYCHHE, HANpUMep, KpOBOTEYCHHWE M3 TENTUYECKOH S3BBI WM
BHYTPUYEPEITHOE KPOBOU3IHIHHIE;
e OEpEeMEHHOCTb U JIAKTaIIUs.
4.4. OcoOble ykazaHHSl U MepPbl NPEAO0CTOPOKHOCTH NMPH NMPUMEHEHUHU

C 0CTOPOKHOCTBIO

e IIpM YMEPEHHOW II€YEHOYHOM  HEJOCTATOYHOCTH, IIPHU  KOTOPOHM  BO3MOKHA
MPEPacrloIokKEeHHOCTh K  KPOBOTEUEHHUIO (OrpaHUYEHHBIH  KIMHUYECKUH  ONBIT
IIPUMEHEHHS );

e IIpH [TOYEYHOM HEJTOCTATOYHOCTH (OTPAHNYECHHBIH KIMHUYECKUH OIBIT TPUMEHEHHUS);

e npu 3a00NeBaHMSIX, MPU KOTOPBIX HMEETCS MPEeApacloiokKEeHHOCTh K Pa3BUTHIO
KpOBOTE€UEHH (B YaCTHOCTHU JKEIYJOYHO-KHUILEYHBIX WJIM BHYTPUIJIA3HBIX), W, B
0COOEHHOCTH, TPH OJHOBPEMEHHOM IPUMEHEHHH JIEKAaPCTBEHHBIX CPE/ACTB, KOTOpbIE
MOTYT BBI3BaTh MOBPEXKIEHUS CIU3UCTONH OOOJOYKH >KENyIOYHO-KHMIIEUYHOTO TpPaKTa
(OKKT) (takux kxak ACK wu HectepouaHble NPOTHBOBOCHAIUTEIbHBIE MpenapaThbl
(HIIBID);

e Yy MAlUEHTOB, Y KOTOPHIX MMEETCS IMOBBIIIEHHBI PUCK pa3BUTHA KPOBOTEUECHMS: M3-3a
TpaBMBbl, XUPYPruueCcKOro BMEUIATEIbCTBA WIM JAPYTUX NATOJIOTMYECKUX COCTOSIHHI, a
Takke Yy manueHToB, mnonydapommx JedeHne ACK, remapuHOM, BapdapuHOoM,
uHruouTopamu raukonporenna lIb/Illa, HIIBII, B ToM 4mucie CelEeKTHBHBIMU
uHruouTOpamMu 1UKIooKkcurenaspl-2 (LIOI-2), a Ttakke ApYyrMMHU JeKapCTBEHHBIMU
CpPEICTBaMH, INPUMEHEHHE KOTOPBIX CBS3aHO C PHUCKOM pa3BUTUS KPOBOTEYEHHH,
CEJICKTUBHBIMU HMHTHOMTOpaMu oOpatHoro 3axBaTta cepotoHuHa (CHMO3C) (cMm. pasmen
4.5));

¢ IIpu OAHOBPCMCHHOM IIPUMCHCHHUHU C JICKAPCTBCHHBIMU CPCACTBAMH, SABJISIIOIIUMUCSH
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e Yy IAlMEHTOB C HU3KOM akTUBHOCTHIO M30(pepmenta CYP2C19 (cm. pasaensi 4.2., 5.2.);

e IIpU YKa3aHMSX B aHaMHE3€ Ha aJUIEPrUYeCKUE U IeMaTOJOTUUYECKHE PEAKIIUU Ha JIpYyTrHe
TUEHOIIUPUUHBI (TaKue KaK TUKJIONUAMH, Ipacyrpen) (BO3MOXKHOCTb IE€PEKPECTHBIX
JUIEPrUYECKUX M FeMaTOJOTHYECKUX PEaKIii);

e [IpU HEAABHO IIEPEHECEHHOM MPEXOAIIEM HAPYIIEHUH MO3TOBOIr0 KpOBOOOpAILIEHUS WU
NN (npu coueranuu ¢ ACK).

Kposomeuenus u cemamonocuueckue napyuienus

B cBs3M ¢ pUCKOM pa3BUTUS KPOBOTEUEHHS M HEKEJIATENbHBIX PEAKLMH CO CTOPOHBI KPOBU
(cMm. pasmen 4.8.) B ciaydae TMOSBICHHS B XOJC JICYCHUS KIMHUYECKUX CHUMIITOMOB,
MOJIO3PUTENBHBIX Ha BO3HUKHOBEHHE KpPOBOTEUEHMS, CJIEAYET CpPOYHO cJienarh oOuui
KJIMHUYECKHI aHaliu3 KPOBH, OIPENCNIUTh AKTUBUPOBAHHOE YAaCTMYHOE TPOMOOIUIACTHHOBOE
Bpemsa (AUTB), konnyectBO TpPOMOOLMTOB, HOKa3aTead (PYHKIMOHAIBHOM aKTUBHOCTH
TPOMOOIIMTOB M MTPOBECTH APYrHe HEOOXOAUMBIEC UCCIICTOBAHMSL.

Knommporpen, kak W Jpyrue aHTUTPOMOOLMTApHBIC CPEACTBA, CIEAyeT MPHUMEHATh C
OCTOPOKHOCTBIO Yy TMAIMEHTOB, HMEIOIIMX IOBBIIIEHHBIH PHUCK pa3BUTHS KPOBOTECUCHMS,
CBSI3aHHBIN C TpaBMaMH, XUPYPrHUECKUMH BMEIIATEIbCTBAMHU MJIM JPYTUMHU HAaTOJIOTHYECKUMU
COCTOSIHUSIMH, a Takke y nanueHTos, npuHuMaronmx ACK, HIIBII (B ToMm uncie HHTHOUTOPBI
[IOI'-2), remapun, Osokatopbl rimukonpoterna |Ib/Illa, CUO3C u MoIIHbIE HHIYKTOPHI
mzopepmernta CYP2C19. B cBi3M C TOBBILIEHHBIM PHUCKOM KpPOBOTEUEHMsI TpOMHas
anTuTpoMOonTapHas Tepanus (knonugorpent+ACK-+aunupunamon), nOpuMeHseMas s
BTOPUYHOW MNPO(UIAKTUKA HUHCYJIbTa, HE PEKOMEHAYEeTCS MalMeHTaM C  OCTPbIM
Hekapauoamoonudeckum U nunmu TUA.

[Ipyr nedeHUM KIOMUAOTPENOM, OCOOCHHO B TEUEHHE IMEPBBIX HENENb JICUCHUs W/WIN Tocie
MHBa3UBHBIX KapAWOJIOTHYECKUX MPOLENyp/XUPYPrUYeCKOro BMEUIaTeIbCTBA, HEOOXOIMMO
BECTH TIIATEIbHOE HAOMIO/IEHWE 3a TMaluMeHTaMM Ha TMpeAMET HCKIIOUEHUs MPHU3HAKOB
KpOBOTEUYEHMs, B TOM 4HCIEe, M CKpbiToro. He pexkomeHayeTcsi OJHOBPEMEHHBIN mpuem
KJIOMUJOTPENIa C MEPOPAIbHBIMU AHTUKOArYJISHTAMM, ITOCKOJBKY 3TO MOXET YBEJIUUYUTh
MHTEHCUBHOCTh KPOBOTE€UEHUH (cM. pazzaen 4.5). OnHoBpeMeHHOe TPUMEHEHHE KIIOMUI0rpesna ¢
Bap(papUHOM MOXKET YCHJIUTh PUCK KPOBOTEUEHUS, TO3TOMY CIIeAYyeT COOI0aTh OCTOPOKHOCTh
MIPU OJTHOBPEMEHHOM MPUMEHEHUH KIIomHuaorpena u Bapdapuna (cm. pazaen 4.5.).

Ecin nanueHTy MNOpeACcTOMT IUIAaHOBAas XUPYpPrUYyecKas olepanus, W IpU O3TOM HET
HEOOXOMMOCTH B aHTUTpoMOoruTapHoM 3¢ddekre, To 3a 7 AHEH A0 omepanuu HpUeM
KJIONUAOTpeNia CleAyeT IPEKPaTUTh.

Knonunorpen yanuHser BpeMsi KPOBOTEUEHHUS M JOKEH NMPUMEHSTHCS C OCTOPOKHOCTBIO Y



COOTEBETC TEI VET SKC _EF'TH JMY OTUETY
oT 28.10.2024 N2 23658
MalMeHTOB C 3a00JICBaHUSMHU, TpeapacroiarafouiuMu ':EI'B&E%ﬁ'ﬁﬂ_meﬂﬂﬁz'(gé%éHHo

JKEIYJOYHO-KUIIEYHbIX W BHyTpUIUIa3HbIX). Ilpemaparsl, KOTOpble MOTYT BBI3BIBAThH
noBpexxaenust cnusuctoil  obonouku JKKT (takme wkaxk ACK, HIIBII) y mnanuenTos,
MPUHUMAIOIINX KIOMUAOTPE, CIeyeT MPUMEHSITh C OCTOPOKHOCTHIO.

[TarueHTH! JOMKHBI OBITH MPEAYIPEKICHBI O TOM, UTO IIPU MpHUEeMe KIOMUAOTpena (0AHOTO WU
B koMmOuHanuu ¢ ACK) 11 0CTaHOBKM KPOBOTEUEHHSI MOXKET IMOTPeOOBaThCs OO0JIbIIE BpEMEHH,
a TaKkKe O TOM, YTO, B CIIydae¢ BO3HMKHOBEHHMS y HUX HEOOBIYHOTO (IO JIOKAIM3ALUU WU
MPOJOHKUTEIFHOCTH) KPOBOTEUEHHUSI, UM CIIEAYET COOOIIUTH 00 3TOM CBOEMY JieyalleMy Bpady.
[Tepen o000l mpeacTosAled omepanMed | Iepe] HavajloM TNpHemMa Jiro00ro HOBOTO
JICKApCTBEHHOTO Mperapara MalueHThl JAOJDKHBI coo0IaTh Bpady (BKIIOYAsh CTOMATOJIOra) O
pUeMe KIJIOMHI0Tpea.

[TarueHTaM ¢ OCTPBIM KOPOHAPHBIM CUHAPOMOM Oe3 moasema cermeHTa ST B Bo3pacTe crapiie
75 7ner He peKOMEHAyeTCs Ha3HayaThb Harpy3ouyHble J03bl Kionuaorpena 600 mr wu3-3a
MOBBILICHUS PUCKA PA3BUTHUS KPOBOTEUEHHUS Yy 3TOM rPyMIIbl HAL[UEHTOB.

Tpombomuueckaa mpomboyumonenuueckas nypnypa (TTII)

Odyenbp peako ToOciAe NPUMEHEHHUs KIomuaorpena (MHOTAA JAaXe HEMpPOAOIKUTEIHHOIO)
ormeuanuch ciaydan passutus TTII, koTopas xapakTepuszyercss TpPOMOOIUTONECHUEH U
MUKPOAHTUONIATUYECKON TeMOJIMTHUECKON aHEMHUEH, COMTPOBOKAAIOIIUMHUCS HEBPOJIOTHYECKUMU
paccTtpoiicTBamu, HapyuieHneM (GyHKIMH Touek u jguxopaakoi. TTII sBiseTcss moTeHIMaIbHO
YIPOXKAIOIUM  KU3HHU  COCTOSTHHEM, TpEOYIOIIMM HEMEUIEHHOTO JIeYeHMs, BKJIIOYas
iazmadepes.

IIpuobpemennas cemogpunus

CooOwranocs 0 citydasix pa3BUTUS IpHOOpeTeHHON reMoGuiIny Npy npueme kinonugorpena. [pu
MOATBEPXKJIEHHOM  M30JIMpOoBaHHOM yBennueHun AYTB, conpoBoxnaromemcs WM He
COIPOBOKAAIOIIEMCS PAa3BUTHEM KPOBOTEUEHUS, CIEAYET PACCMOTPETH BOIIPOC O BO3ZMOXKHOCTH
pa3Butusg rnpuoOpereHHoM remModwmiuu. [lanueHTsl € MOATBEPXKIEHHBIM  JIHAarHO30M
NpUOOpeTeHHOW TeMOQWINK OJKHBI HAOMIOAThCSl U JICUUTHCS CIEHUATNCTaMU 10 3TOMY
3a00JI€BaHUIO U MPEKPATUTH MPUEM KIIOMUAOTpea.

Heoasno nepenecennwiti uwiemuueckuil UHCynom

Hauano mepanuu

e V¥V nanueHToB ¢ octpbiM ManbiM MU unu ¢ TUA cpeaHero uiv BbICOKOrO pucKa ABOHAs
anTHarperantHas tepanus (kmomuuporpen u ACK) nomkHa HayaThCs HE IO3/JHEE YEM
yepe3 24 yaca mocsie MosIBJICHUS CHMIITOMOB COOBITHS;

® JJaHHBICE O COOTHONIIEHWHU MOJIb3bl M PUCKA KPATKOCPOUHON IBOWHOW aHTHArperaHTHOM

Tepanuu y nanueHToB ¢ ocTpbiM MainbiM MU nnu ¢ TUA cpenHero mim BbICOKOTO pUCKa
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C BHYTPUYEPEITHBIM KPOBOUZIUAHHEM ( eTpaBMdﬂf;fééE%'%Eéﬁgﬁ%g b’ﬁe}_féﬁ'}%f,

e MOHOTEpamnus KJIomujaorpesoMm y namueHToB ¢ MU, He SBISIOUIMMCS MalbIM, JIOJDKHA
HAYaThCs Yepe3 7 THEeH mocye Havaia COOBITHS.

Tlayuenmol ¢ uwiemu4yeckum uncyiomom, ne aeaarouwumca maivim (NIHSS > 4)

BBuny oOTCyTCTBHS JaHHBIX HE PEKOMEHAYETCS Ha3HayaTh JBOWHYIO aHTHArperaHTHYIo
Teparnuio.

Tayuernmeot, HedasHOo nepeHecuiue MAbIU_ UeMU4eCcKull UHCYIbm — UJlUu  mMPAH3UNOPHYIO

uwemuuecKyro amakxky CD@OH@ZO UJlU 6bICOKO20 PpUCKA, KOMOPbIM nNOKA3AHO UJlUu Konopbvim

3aniaHupoearo emeuantebCmeo

JlaHHbIE B IOJ/IEP’KKY IPUMEHEHNUS ABOMHON aHTHArperaHTHOM Teparuy y NalueHTOB, KOTOPbIM
NOKa3aHa KapOTHIHAs HHIAPTEPIKTOMHS WM BHYTPUCOCYIUCTas TPOMODKTOMUS, WIHA Y
NAIMEeHTOB, KOTOPHIM 3aIUIAHUPOBAHBI TPOMOOJM3NUC WM AHTUKOAryJsSHTHAs Teparms,
OTCYTCTBYIOT. B yKa3aHHBIX cCHUTyalMsix HE pEKOMEHAyeTcs Ha3HayaTb JIBOMHYIO
aHTHArperaHTHYIO TeparnHuio.

QyukyuonanvHas akmusHocms uzogpepmenma CYP2C19

VY manueHToB ¢ HU3KOM akTHBHOCTHIO m3odepmenta CYP2C19 npu npuMeHeHnn KIOTHI0Tpesa
B PEKOMEHIyEMbIX [103aX 00pa3zyeTcsi MEHbIIE aKTUBHOTO MeTadoJInTa KJIONMUorpeaa u ciadee
BBIPQ)KEHO €r0 aHTHArperaHTHoe JeCTBUE, B CBA3H C YEM IPU MpUeMe 0OOBIYHO PEKOMEHTyEeMBbIX
7103 KIOMMJIOTpENa INpPU OCTPOM KOPOHAapHOM CHHAPOME WIM YPECKOKHOM KOPOHApPHOM
BMEIIaTEeILCTBE BO3MOJKHAa 0Oo0Jee BBICOKAash YacTOTa pPAa3BUTUS  CEPAEUHO-COCYAUCTBIX
OCJIO’)KHEHUH, 4eM y MAIMEHTOB ¢ HOpMaJIbHON aKTUBHOCTHIO n3opepmenta CYP2C19.
Oxwunaercs, 4T0 NMPUMEHEHME JIEKAPCTBEHHBIX CPEICTB, KOTOpbIE MHAYLHMPYIOT aKTHBHOCTH
uzopepmernta CYP2C19, MoxeT NpUBOIUTH K YBEIMYEHUIO KOHIIEHTPALUU aKTHBHOTO
MeTabonHTa KJIOMUI0TpeNa U MOBBILIATh PUCK BOSHUKHOBEHHSI KPOBOTEUEHUs. B kauecTBe Mepbl
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPUMEHSATh OJHOBPEMEHHO MOIIHBIE WHIYKTOPbI
uzopepmerta CYP2C19 u knonuaorpen.

Nmerotesa tectsl 1uia onpenenenus renoruna CYP2C19, koTopble MOTYT OBITh MCIOJIb30BaHBI
JUIsl TIOMOIIM B BbIOOpe TepameBTHUecKoW crpareruu. CreayeT paccMOTpPeTh BOIPOC O
MpUMEHEHNHN 00Jiee BRICOKHUX JI03 KJIOMUIOTpesa y MalMeHTOB ¢ HU3Ko# akTuBHOCThIO CYP2C19
(cM. pazgensr 4.2., 5.2.).

Ilepexpecmmuvie annepeuveckue u/uiu 2emamonocudecKue peaKyuu Mexncoy mueHonUupuoOuHamu

VY nmanueHToB cienyeTr coOuparh aHaMHE3 Ha MpeAMET UMEBIINUXCS paHee alJIepru4ecKuX u/min
reéMaToJIOTHYECKUX PEAKIMHA Ha Jpyrue THEHONUPUIUHBI (TaKue KaK THUKJIOMHUIUH, IPpacyrpen),
TaK Kak COOOINATOCh O HAIWYMM TEPEKPECTHBIX ANIEPTHUECKUX H/HIUM T'eMaTOJOTHYECKUX

peakuuii mMexay TueHonupuauHamu (cm. pazzaen 4.8.). TueHonmMpUIWHBI MOTYT BBI3bIBATh
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AQHTMOHEBPOTUYECKUN OTEK) WJIM TeMaTOJIOTUYECKUE PEaKIMU (Takue Kak TPOMOOLUTONCHHS H
Heirporienust). IlammenTsl, y KOTOpBIX paHee HAOMIOAANNCh aJUIEPTHYEcCKue  HW/Hiu
reMaToJIOrMYeCKUe PEAKLUU Ha OJUH W3 NPEnaparoB IPYIIbI THEHONUPUIMHOB MOTYT UMETh
HOBBILIEHHBIH PUCK pa3BUTHS INOJOOHBIX peakuMid Ha Jpyrol mpemapar TpyIIbI
TUCHONMUPUIANHOB. PeKoMeHayeTcs MOHHMTOPUHI TEPEKPECTHBIX AUIEPTHUECKUX  W/WIH
reMaToJIOTMYECKUX PEeaKIu.

Iloueunasn neoocmamounocmo

OnelT npUMEHEHUs KJIOMUIOrpeNa y IalUEHTOB C TSDKEIOW IIOYEYHOM HENOCTaTOYHOCTHIO
orpannyeH. lloatomy cienyer ¢ OCTOPOKHOCTBIO IMPUMEHATH KIOMUJAOTPEN Y OTOW TPYIIIbI
ITallUECHTOB.

Ileuenounas nedocmamounocms

HmeeTcsi OrpaHUYEHHBIA OIBIT NPUMEHEHMs KIOMMAOIPENa y MalUEHTOB C TAKEIBIMU
3a007I€BaHUSAMH  TI€YEHH, KOTOpPBIE MOTYT OBITh  MPEIpacHojOkKEHBI K  Pa3BUTHIO
reMopparudeckoro amaresa. Ilostomy cienyer ¢ OCTOPOKHOCTBIO IMPUMEHSATh KIOIMUIOIPEN y
JAaHHOMW I'PyIIIbI NAllUEHTOB.

BcnomorarenbHbIe BEIECTBA

[TatmenTamM C peaKko BCTPEYAOLIEKHCS HACIEICTBEHHOW HENEPEHOCUMOCThIO TaJIaKTO3bI,
ne(UIUTOM JaKTa3bl JIOTApel MM TJIIOKO030-TalaKTO3HOW ManbaOcopOiueil He ciexyer
npuHuMaTh npenapar Knonugorpen PeneBai, Tak Kak B €ro COCTaB BXOJUT JaKTO3a.

Maciio kacTopoBO€ THIPOr€HM3UPOBAHHOE, COJEpJKalleecs B COCTABE, INPH IEPOPATBHOM
MpUEMe MOXKET BBI3BaTh PACCTPOMCTBO JKENyAKa U JUapero (TIOHOC).

4.5. B3auMmojeiicTBMe C [PYrMMH JIEKAPDCTBEHHBIMH TMpenaparaMu W JApyrue BHIbI
B3aUMO/ACHCTBUSA

JIeKapCTBEHHBIE CPEICTBA, IPUMEHEHNE KOTOPBIX CBSA3aHO C PUCKOM PAa3BUTHUI KPOBOTEUCHMUS

NMeercss TOBBIMIEHHBI PHCK Pa3BUTHS KPOBOTCUCHMsSI BCJICACTBHE UX TOTCHIIMAIBHOTO
aanuTUBHOTO 3¢dekra ¢ kionuaorpenoM. JleueHue cieyeT MPOBOAUTH C OCTOPOKHOCTHIO
(cM. pasaen 4.4.).

IlepopanvHvle anmuxoazynanmol (Hanpumep, 6ap@hapun,)

OnHOBpeMEHHOE TIPUMEHEHHE KIOMUAOTpelia U  IMEePOPATbHBIX  AHTHUKOATYJISHTOB  HE
PEKOMEH/IyeTCsl, TaK KakK JaHHas KOMOMHAIIMSA MOKET YCHJIMTh KpoBoTedeHue (cMm. pasmen 4.4.).
XoTs mpueM KiIompaorpena 75 Mr B CYTKM He HU3MEHsUT (papMakOKWHETHKY BapdapuHa
(cyoctpata umzodepmenta CYP2CY9) unm MexIyHapoJHOE HOPMAaIM30BAaHHOE OTHOIICHUE
(MHO) y manueHToB, JIMTEILHO MOIYYaoMX JIcueHHe Bap(hapruHOM, OJTHOBPEMEHHBIH MPUEM

KJIonmuaorpeiia yBEIMYUBACT PUCK KPOBOTCUCHUSA B CBA3U C €0 HE3aBUCUMBIM JOINOJIHUTCIIBHBIM
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BJIMSHUEM Ha CBEPTHIBAEMOCTbh KpoBH. I[loatomy cngﬂ%;—]%n@ﬂéﬁ%ﬂgﬁ@ﬂo HOCH, | 'npu

OJTHOBPEMEHHOM ITpHeMe BaphaprHa U KIOMUIO0Tpea.

bnoxamopwr enuxonpomeuna 11b/11la

B cBs13u ¢ BO3MOKHOCTBIO (papMaKOJMHAMUYECKOTIO B3aUMOAEHUCTBHUS MEXY KJIOMUAOTPEIOM U
omokaropamu  mmkonporenna  llIb/llla, wux ogHOBpeMeHHOEe mpUMEHEHHE Tpebyer
OCTOPOXKHOCTH, OCOOCHHO Y MAllUEHTOB, UMEIOIMX MMOBBIIICHHBIA PUCK Pa3BUTHS KPOBOTECUCHUS
(mpu TpaBMax M XMPYpPruuecKMX BMEIIATEIbCTBAX WM JPYTUX MATOJOTMUECKHUX COCTOSHHUSAX)
(cMm. pasgen 4.4.).

Ayemuncanuyunosas kucioma

ACK He wusMmeHseTr uHrubupyromee AeiicTBue kionuaorpena Ha AJ|D-uHaynupyemyro
arperanyio TPOMOOIMTOB, HO Kionuporpen mnoreHiupyer iusHue ACK Ha KosurareH-
UHAYLIUPYEMYIO arperalnuio TpoMOOLUTOB. TeM He MeHee, OTHOBPEMEHHbIN C KJIOIHUIO0IPeIoM
npueM ACK no 500 mMr 2 pa3a B CyTKM B T€UEHHE OJHHUX CYTOK HE BBI3BIBAJl CYILIECTBEHHOIO
YBEJIMUEHUS BPEMEHM KpPOBOTEUEHMsI, BBI3BIBAEMOro IpHeMoM  kionuaorpena. llpu
oJHOBpeMeHHOM Tmpueme kionugorpena u ACK cinemgyer cobiroaath OCTOPOKHOCTh, TaK Kak
MEXJYy HUMH BO3MOXHO (hapMaKOJAMHAMHUYECKOE B3aUMOJAEHUCTBHE, KOTOpPOE HPUBOAUT K
HOBBIILICHAIO pUCKAa KpoBoTedeHHs (cM. pasgen 4.4.). Tem He MeHee, B KIMHHUYCCKUX
UCCJIEIOBAaHMSIX MAalMEHThl MMOJIydyald KOMOWHUpPOBaHHYIO Tepamnuio kinonuaorpenoM u ACK
(75-325 wmr 1 pa3 B CyTKH) 10 OJHOTO rOjIa.

T'enapun

[To 1aHHBIM KJIMHUYECKOTO UCCIIeI0BaHUS, IPOBEIEHHOTO C YYaCTHEM 3/J0POBBIX JOOPOBOJIBLIEB,
IpU MpueMe KIOMUJIorpesia He TpeOOBaIOCh U3MEHEHHUs J103bl FeNapuHa U HE U3MEHSUIOCh €ro
aHTUKOAryJassHTHoe JjeictBue. OJHOBpEMEHHOE NPUMEHEHUE TelmapuHa He U3MEHsUI0
AQHTHArperaHTHOE JEHCTBUE Kionmuaorpena. Mexay KIOMMIOTPEIOM M TelNapuHOM BO3MOXKHO
(bapMakoIMHAMUYECKOE B3aUMOJEWUCTBUE, KOTOPOE MOXKET YBEIMYMBATh PUCK Pa3BUTHUSL
KpoBoTeueHuil. [Ipm ogHOBpeMEHHOM MPUMEHEHMM CJEeNyeT COOJII0JIaTh OCTOPOKHOCTh
(cMm. pasaen 4.4.).

Tpomborumuxu

be3onacHOCTh OAHOBPEMEHHOrO MpPUMEHEHMs KIONUiorpena, (GuOpUH-CIeHUPHUUECKUX WU
¢ubpuH-HecIenUPUUECKUX TPOMOOIUTUYECKUX CPEACTB U TremapuHa Obula H3Yy4YeHa Yy
nanueHToB ¢ octpeiM M. YacToTa KIMHMYECKH 3HAYMMBIX KPOBOTEUEHHM Oblja aHAJIOrMYHa
TOM, KOTOpasi HabJoAaIach B Clydyae COBMECTHOTO MPUMEHEHUS] TPOMOOIUTHUECKUX CPEACTB U
renapuHa ¢ ACK.

Hecmepououvie npomugogocnanumensvhvie npenapamol

B kxiouHUYeCKOM WCCIIeIOBAaHWHU, TPOBEJCHHOM C YYacCTHEM 3J0POBBIX J1O0OPOBOJIBIIEB,
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COBMECTHOE NMPUMEHEHHE KJIOMUJOTpesia U Ha pOKceHé%é‘nﬁgﬂaﬂgﬁ‘ -Eﬁﬂ'ﬁlﬂw "ngfbg;i':'ﬂﬁOBH

yepe3 KKT. Opnako, B CBSI3M C OTCYTCTBUEM HCCIEIOBAHUUA MO B3aUMOJICUCTBUIO
xionuaorpena ¢ apyrumu HIIBII, B Hacrosiiee BpeMsi HEU3BECTHO, UMEETCS JIM MOBBIILICHHBIN
PHUCK KeNyI0YHO-KUIIEYHBIX KPOBOTEUEHMUI IpH MpUEME KIOMUAOrpesa BMECTe C APYTUMHU
HIIBII. IToatomy nipu ogHoBpemenHoM npumenernu HIIBII, B Tom uucne uaruduropos 1{OI'-2
C KJIOIIMIOTPEJIOM CIIeAYeT COOI0IaTh OCTOPOXKHOCTD (CM. pasnen 4.4.).

Cenexmughvie uHeUOUMOPbLL 0OPAMHO20 3AX8AMA CEPOMOHUHA

Tak xkak CHO3C BausOT Ha aKTUBAIMIO TPOMOOIIMUTOB M YBEIMYMBAIOT PHUCK Pa3BUTHUS
KPOBOTEYEHHSI, TO MPU OJHOBPEMEHHOM MIPUMEHEHUH CJIeIyeT COOII0aTh OCTOPOKHOCTD.
Hnoyxmopwt uzopepmenma CYP2C19

Tak Kak KJIONUAOTPEN MeTaboJM3HpYyeTCsl MO CBOETO AKTUBHOIO METa0OJMTa YaCTUYHO C
nomotipio uzopepmenta CYP2C19, oxumaercs, 4To NPUMEHEHHE JIEKApCTBEHHBIX CPEJCTB,
KOTOpBI€ MHIYLHUPYIOT aKTUBHOCTH 3TOr0 H30(EepPMEHTa, MOXKET MPHUBOJUTH K YBEITUYCHUIO
KOHIEHTPALlUU aKTUBHOTO METAa00IMTa KJIOIUA0Ipea.

Pudamnunmn, sBissce MomHbIM HHIYKTOpoM n3opepmenta CYP2C19, nmpu ogHOBpEeMEHHOM
NPUMEHEHUU C KIOMMIOTPEIOM, MPUBOAMT KaK K YBEJIUYEHHUIO KOHIEHTpPAllMU AKTUBHOTO
MeTabonIuTa KIOMUAOTpeNa, TaK U K MHTHOWPOBAHUIO TPOMOOIIMTOB, YTO MOYKET MOBBIIIATH PUCK
BO3HHMKHOBEHHUS KpOBOTeueHUs. B kadecTBe Mepbl MPENOCTOPOXKHOCTH HE PEKOMEHIYeTCs
IPUHUMATh OJHOBPEMEHHO MOIIHbIe HHAYKTOphl u3opepmenta CYP2C19 u xnonmporpen
(cm. pazmen 4.4.).

Hneubumopwr usogpepmenma CYP2C19

Tak kak Kjomuaorpena Meradboiau3upyercss 10 oOpa3oBaHHs CBOEr0 aKTHMBHOIO MeTadoJnTa
yacTuyHO mnpu nomou uszopepmenta CYP2C19, npumeHeHue JeKapCTBEHHBIX CpEACTB,
UHTUOMPYIOUINX 3TOT U30()ePMEHT, MOXKET MPUBECTH K YMEHBIIEHUIO 00pa30BaHUS aKTMBHOI'O
MeTaboauTa kionuaorpena. KinuHauueckoe 3HaueHrEe 3TOr0 B3aUMOJICHCTBUS HE yCTaHOBJIEHO. B
KayecTBe Mepbl TMPEJOCTOPOKHOCTH clieqyeT u30eraTb OJHOBPEMEHHOTO MPHUMEHEHUs
KJIOMUJIOTPelia ¥ MOUTHBIX WM YMEPEHHBIX MHTHOUTOpoB nzopepmenta CYP2C19.

MouHsiMH U yMepeHHbIMH HHruoutopamu uzopepmenta CYP2C19 spnsiorcs omernpasod,
330MeMNpaszoi, (IyBOKCAMUH, (IIYyOKCETHH, MOKJIOOEMHJ, BOPHKOHA30J, (IyKOHA30I,
TUKJIONUJIUH, IUNPOQIIOKCAIINH, IUMETUINH, KapOaMa3enH, OKCKapOa3enuH, XJ1opaM(peHnKo.
Hneubumopol npomonnoti nomnol

OnHOBpEeMEHHBIN MpHEM KJIOMUAOIpesia ¢ OMenpa3ojoM B 103¢ 80 MI (OJIHOBPEMEHHO MJIH C
nepepbiBOM B 12 4 Mexay NpHeMaMu JABYX IpernapaTroB) CHUXKAET HKCIO3ULUIO AKTHBHOTO
MeTabonurta Kionuaorpena Ha 45 % mpu npueme Harpy3ouyHou a03bl U Ha 40 % mpu mpueme

no/IepKUBaroIIeH 103b1. CHIKEHHE OBIIO CBA3aHO C YMEHBIICHUEM WHTHOUPOBAHUS arperaiuu

10
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tpoMbouutoB (MAT) Ha 39 % mnpu npueme Harpy36%l-?i-_lgﬁ;§5%r@_léh'|%- 1:1131/'1:I :T';'ﬂp'ieMe

nojgAepkuBaronied  a03el.  [Ipenmonaraercs, dYTOo  330MENpa3osl  B3aUMOAEHCTBYET €
KJIOMUOTPESIOM aHAJIOTUYHBIM 00pa3oM.
Jannple HaOMIOACHUM W KIMHUYECKUX HCCIIEOBAaHUI O KIMHUYECKUX MOCIEACTBUSIX AITHX
(bapMaKOKMHETHUECKUX U (papMaKOAMHAMHUYECKUX B3aMMOJCHCTBHUI C TOUKH 3pEHUS Pa3BUTHUS
OCHOBHBIX  KapJMOBACKYJISIPHBIX  COOBITMH  TPOTHBOpEYHMBBHL. B KauecTBe  Mepbl
IPEJOCTOPOKHOCTH HE PEKOMEH/IYETCs OJJHOBPEMEHHBIN MPUEM KIIOMUAOTPENIa C OMENPA30I0oM
WM 330MEIPa30JIOM.
MeHnee BbIpaX€HHOE CHMKEHUE SKCIIO3UILIMK MeTa0oauTa HabJIi01aI0Ch Ipy MprueMe mpernapara
C MTaHTOIPA30JI0M HIJTH JIAHCOTIPA30JIOM.
[Ipu onHOBpeMEHHOM IpueMe naHTorpazosna B jo3e 80 Mr 1 pa3 B CyTKM KOHLEHTpauus
AKTUBHOTO MeTa0oJIMTa KIOMUI0Tpesna cHikatach Ha 20 % mpu npuemMe Harpy304HOM 10361 U Ha
14 % mnpu npueme NOJAECPKUBAIOIICH 103bl. DTO COMPOBOXKIAIOCH CHUKEHHEM CPEIHETO
ypoBHs MAT nHa 15% u 11 % coorBerctBeHHO. llomyueHHbIe pe3ynbTaThl yKa3bIBalOT Ha
BO3MOXXHOCTh COBMECTHOT'O MTPUMEHEHHS KIIOMUAOTPENa ¥ MaHTOIPa30a.
beut poBezieH psi KIMHUYECKUX UCCIIEOBAHUN C KIOMUAOTPEIOM U JIPYTHMMH, OJTHOBPEMEHHO
NPUMEHSIEMbIMU  JICKAPDCTBEHHBIMU  CPEICTBAMHU, C  IEIbI0  HM3YyYEHUS  BO3MOXKHBIX
dapMakoTMHAMHYECKUX U (PapMaKOKHHETUIECKUX B3aHMMO/ICHCTBHIA, KOTOPhIE TTOKa3ald, YTO:
® [IpU OJHOBPEMEHHOM INPHUMEHEHUH KJIOMUAOIpeNia ¢ aT€HOJOJIOM W/WIM HHU(ETUTHHOM
KJIMHUYECKH 3HAYMMOTO (papMaKoJMHAMUYECKOTO B3aUMOJICHCTBHS HE HAOII0aI0Ch;
e OJHOBpEMEHHOEe TNpuMeHeHue (eHoOapOUTama W  ICTPOTEHOB HE  OKa3bIBaJO
CYIIECTBEHHOTO BIMAHUSA Ha (hapMaKOAMHAMUKY KIIOTIHOTPEa;
e (hapMaKOKMHETHUYECKUE TOKA3aTelNH JWTOKCHHA M Teo(DWUTMHA HE M3MEHSUTUCh TPU UX
OJTHOBPEMEHHOM MPUMEHEHHUH C KIOMHI0TPEIIOM;
® JI0Ka3aTelbCTB TOTO, UYTO JPYTHE JIEKAPCTBEHHBIE CPEJICTBA, MIOHIKAIONINE KHCIOTHOCTh B
KeIyaKe, Takhe Kak OJokaropbl Hp-THCTaMHUHOBBIX pEIENTOPOB WM  aHTAIUIbI,
OPEMATCTBYIOT AHTHUTPOMOOILMTAPHONW AaKTMBHOCTU KIJIOMMJOTPENa, HET; aHTaLUIHbIE
CpeZCTBa HE CHMXKAIOT a0COpPOLIMIO KIIOMUAO0TPENa;
e (eHUTOMH U TONOYTaMHJ MOXKHO C O€30MaCHOCTbIO NPUMEHSTh OJHOBPEMEHHO C
knormuaorpenom (uccienoBanue CAPRIE). ManoBeposTHO, YTO KIOMUAOTPET MOXKET
BIMSATh Ha METabONM3M JIPYIHX JIEKAPCTBEHHBIX CPEICTB, TAaKWX KaK (PEHUTOWH H

tonOyramuz, a takke HIIBII, koTopeie MeTabOMM3UPYIOTCS C MOMOIIBI H30(EepMEeHTa

CYP2C9 muroxpoma P450;
®  UHTHOHUTOPHI AHTMOTEH3UHITPEBPAIIAIOIIETO (dhepmenTa (ATID), JINYPETUKH,
Oera-aapeHo0I0KATOPHI, OJIOKATOPBI «MEJITICHHBIX» KaJIbIIUEBBIX KaHAJIOB,

11
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TUTIOJIUTTHIEMUYECKHE CPEJICTBA, KOPOHApHBIE ! 'Q&ﬂﬁ%ﬁ &E%Hﬁnﬁ_ﬁéﬁﬂ%éxne

cpeacTsa (B T.4. MHCYJIMH), IPOTHUBOSMMICITUYECKUE CPEACTBA, TOPMOHO3AMECTUTEIbHAS
Tepanusi ¥ Onokatopsl raukonporeuna lIb/llla: B kiMHMYECKMX HCCIIETOBaHUAX
KIIMHUYECKH 3HAUMMBIX HEKeJIaTeNIbHbIX B3aUMOCHCTBHI1 HE BBISIBIICHO.

JlekapCTBEHHBIE CPEJICTBA, sBJsroInrecs cyocrparamu nsodepmenta CYP2CS

[ToxazaHo, 4TO KJIONMMAOIPEN YBEIUYMBAJ CUCTEMHYIO SKCIIO3MLIMIO PENaryIMHUIA y 310POBBIX
no6poBoiblieB. MccnenoBanus N VItro mokasaiu, 4TO YBEIUYEHHE CHCTEMHOW 3KCIIO3HILIUU
penariivHua SBJseTCs ciencTBrueM MHruoupoBanus uodpepmenta CYP2C8 rimoKkypoOHUIHBIM
MeTtabonurom kionuporpena. Creayer coOM0IaTh OCTOPOXKHOCTh IPU  OJAHOBPEMEHHOM
IPUMEHEHUN KJIOMUIOrpeaa U JIEKAPCTBEHHBIX CPEACTB, META0OJU3UPYIOLUIUXCA C ITOMOIIBIO
uzopepmernra CYP2C8 (manpumep, penariuHuia, IAKJIUTAKCeNIa) B CBSI3U C PUCKOM
YBEJIMUYCHHUS MX MJIa3MEHHBIX KOHICHTpaIuii (cM. pa3aen 4.4.).

OnnonJIHbBIEC arOHUCTHI

Kak u B ciyuae apyrux nepopainbHbIXx MHruOuTopoB P2Y12, onHOBpeMeHHOE NpUMEHEHUE
OMMOMJIHBIX AaroOHHCTOB MOJKET 3aJepKUBaTh M YMEHbBIIATh aOCOPOIMIO KIIOMUIOTpENa,
BEpOSATHO, M3-32 3aMEUICHHOTO OMNOPOKHEHUs kenynaka. KinnHuueckoe 3HayeHHE AHHOTO
B3aMMOJieicTBUsl ~ Hew3BecTHO.  CremyeT  paccMOTpeTh  BO3MOXKHOCTh  Ha3HAu€HUs
MapeHTEPATbHOTO AHTHUArpPeraHTHOIO TIpenapara y TalUeHTOB C OCTPBIM KOPOHAPHBIM
CHHIPOMOM, TPEOYIONIUX OJHOBPEMEHHOT'O MPUMEHEHUs] MOp(HUHA WM JPYTHUX OMUOUIHBIX
aroHHCTOB.

PosyBacratun

bbulo moka3zaHo, YTO KJIONMUAOIPEN YBEIWYMBAET SKCIIO3MIMIO pO3yBacTaTWHa B 2 pasa
(mromans mox KpuBOHM  «koHuieHTparus-Bpemsi» (AUC)) u B 1,3 pasa MakCHMaJIbHYIO
koHIeHTpauio (Cmax) mocne mpuema kinonuaorpena B go3e 300 mr u B 1,4 paza (AUC) 6e3
BIIMSIHUS HA 1oKa3aTe’db Cmax IOCIE MOBTOPHOrO MpHUEMa KIOMUIOTpesa B 103€ 75 MT.

4.6. @epTUIBHOCTH, 6EPEMEHHOCTH H JIAKTAIUSI

bepeMeHHOCTB

HccnenoBanuss Ha >KMBOTHBIX HE BBIIBUIM HHU TPSMBIX, HH HEMPSIMBIX HEOIArompUsTHBIX
¢ ¢dekToB Ha TeueHue OEpeMEHHOCTH, SMOPHOHAIBHOE pa3BUTHE, POJbl U MOCTHATATHHOE
paszBuTHe. Tak KaK He BCerja Mo pe3yabTaTaM UCCIeOBaHUN Ha )KUBOTHBIX MOXHO TPEICKa3aTh
PEaKIMI0 y YeJOBEKa, W BCIEJACTBHE OTCYTCTBHUS JaHHBIX KOHTPOJIHUPYEMBIX KIMHUYECKHUX
WCCIICIOBAHUI TIO0 TpHEeMYy KIOMUAOrpena OepeMEHHBIMU JKEHIIMHAMH, B Ka4eCTBE MEphI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPHUEM KIOMHIOTpeNa BO BpeMsl OepeMeHHOCTH, 3a
UCKJIIIOYEHHEM TeX CllydyaeB, KOrja, 10 MHEHHUIO Bpaya, €ro HPUMEHEHHE HaCTOATEIbHO

HEO0XO0aUMO.
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B nccienoBanusax Ha KpbIcax MOKa3aHO, YTO KIIOMUOTPEN H/UIIH €r0 METa0OIUThI BBIICIISIOTCS
C TPYAHBIM MOJIOKOM.

HeussecTHo, BbIOENAETCA U KIOMUIOTPEN C T'PYyIHBIM MOJIOKOM 4YelloBeKa. Tak Kak MHOrue
JIEKapCTBEHHBIE CPEACTBA BBIACIAIOTCS C TPYIHBIM MOJIOKOM U CYILIECTBYET PUCK pa3sBUTHUSA
NOTEHIMAJBHBIX HEONAaroNpUATHBIX peakuuid y peOeHKa, HaXOAALIErocs Ha TPYAHOM
BCKapMJIMBaHHH, CIIE€IYET MPUHATH PELICHUE O MPEKPaIeHHH TPYAHOTO BCKaPMIIMBAHUS HIH 00
OTMEHeE IIpenapara ¢ yueToM He0OXO0AMMOCTH €ro MPUMEHEHUs U1l MaTepH.

DepTUILHOCTE

B wuccnenoBaHusX Ha JKMBOTHBIX HE OBLIO BBISBICHO, YTO KIJIOMMUIOTPEN BIMSIET Ha
(bepTUIBHOCTD.

4.7. Bausinue Ha CNOCOOHOCTH YNPABJATH TPAHCHOPTHLIMHU CpPeACTBAMHM H padoTaTh €
MeXaHU3MaMH

Knommmorpen PeneBanr He oka3bIBaeT CyNIECTBEHHOTO BIIHSIHHSI HA CITIOCOOHOCTH, HEOOXOIUMbBIC
JUISL YOPABJIICHUS aBTOMOOWIEM WM 3aHSITHS JPYTUMHU TOTEHIMAIbHO OMACHBIMH BHIAMU
JESITEIIbHOCTH.

4.8. HexenareJbHble peaKIul

Pesrome npoduist 0e30macHOCTH

be3onacHocTh knonumorpena uzydeHa oosuee yem y 44000 nmanueHToB, B TOM 4ucie Oojee 4eM y
12000 marueHTOB, MOMYYaBIINX JICUEHHE B TEUCHUE ToAa WK Oomee. B 1ienom nepeHOCHMOCTh
Kionuaorpena B go3e /5Mr B cyrku B uccienoBannun CAPRIE  cooTBeTcTBOBana
nepeHocumoct ACK B nmose 325 Mr B CyTKH, HE3aBHCHMO OT BO3pacTa, IMoJia M PacoOBOMH
MIPUHAUICKHOCTH TAIMeHTOB. Hike rMmepedncieHpl KIMHWYECKH 3HAYMMBIC HEXKellaTeIbHBIS
peakiuu, HaOmroAaBIIMecss B MATH Oonbimx kKiauHHYeckux uccnepoBanusx: CAPRIE, CURE,
CLARITY, COMMIT u ACTIVE-A.

KpoBoTeuenne sBrsercss HanOojiee UYacTOM peakiued, O KOTOpPOM COOOIIalioCh Kak B
KIIMHUYECKUX WCCIICIOBAHHUSX, TaK W MPH IMOCTPETHCTPAIMOHHOM IPUMEHEHHH IIperiapara.
Yaire Bcero cooOI1anocs 0 KpOBOTEUSHHSIX B TEUCHUE TIEPBOTO MECSIIa JICUCHHSI.

B xnunudeckom uccnenoBanuun CAPRIE o0mas gactota Bcex KpoOBOTEUEHHUH y MAIlMEHTOB,
NPUHUMABIINX KJIONUAOrpen, U y nauuentos, npuHumasmux ACK, cocrasuia 9,3 %. Yactora
TSDKEJBIX KPOBOTEUEHUM MpH npuMenenuu kinonuaorpena u ACK Obuia conocraBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nenom gactora pa3BUTHSA KETYAOYHO-KUIIIEYHBIX KPOBOTEUYCHUH y MAIIMEHTOB, TPUHUMABIITUX
Kjonuuorpen, u |y mnauueHtoB, npuHuMaBmux ACK, cocraBmsa 2,0% wu 2,7 %,

COOTBETCTBCHHO.
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OO0m1as yacToTa KpOBOTEUCHUHN IPYTroi JIOKaTU{aiuu nﬁlglnbﬂgﬁ;m‘%nﬁﬁbéla IH(T) épJa hbhmo

¢ nmpuemom ACK Obuta Beimme (7,3 % mpotuB 6,5 %, coorBercTBeHHO). OgHAKO YacToTa
TSDKETIBIX KPOBOTE€UEHUH npu npuMeHeHnn kionuaorpena u ACK Oputa conocraBumoii (0,6 %
wim 0,4 %, coorBercTBeHHO). Hambonee uyacTto co00mIAaIOCh O PAa3BUTHH CIEAYIOIIMX
KPOBOTEUEHHI: MypI1ypa/KpOBONOITEKH, HOCOBOE KpOBOTeueHue. Pexke coolmianoch o pa3BuTuu
reMaToM, reMaTypuH U IIa3HBIX KPOBOU3IUSHUH (TJIABHBIM 00pa30M, KOHbIOHKTUBAIBHBIX ).
YacTtoTa BHYTpUYEPEITHBIX KPOBOMBIUSHUHN mpu mpuMmeHeHun kinonuaorpena u ACK Obura
conoctaBumoii (0,4 % unu 0,5 %, COOTBETCTBEHHO).

B ximnnueckom uccnenoannn CURE y manuenTtoB, npunuMaBmux kinonuaorpen + ACK, no
CpPaBHEHHUIO C TalMeHTaMH, NpuHUMaBmIMMHU Tanebo + ACK, HaOmromanoch yBeluyeHUE
YacTOThl pa3BuUTUsA OonbIMX KpoBoTeueHUd (3,7 % 1o cpaBHeHuio ¢ 2,7 %) U MalbIx
kpoBoreuennit (5,1 % mno cpaBHenuto ¢ 2,49%). B OCHOBHOM, HCTOYHHMKAMH OOJBIINX
kpoBoTeuenuil sBisunch JKKT n Mecta myHKuuu apTepuil.

YactoTa pa3BUTUS YTPOXKAIOMUX JKU3HU KPOBOTECYCHHWH Yy MAlMEHTOB, IPUHAMABIINX
kionugorpen + ACK mo cpaBHeHuio ¢ manueHtamu, npuHuMaBmuMu mianedbo + ACK,
JIOCTOBEpHO He paziuyanach (2,2 % u 1,8 %, COOTBETCTBEHHO), 4acTOTa Pa3BUTHs (haTalbHBIX
KpoBoTeueHui Obu1a ogquHakoBoi (0,2 % npu 000uX BUAX TEPAIUH).

YacToTa BOBHMKHOBEHMSI HE YTPOXKAIOIIMX YXKU3HHU OOJIBIIUX KPOBOTEUEHUN ObLIa JOCTOBEPHO
BBIIIIE y TMAalMEeHTOB, nmpuHUMaBmuX kionugorpen + ACK, mo cpaBHeHMIO C TallMEHTaMHU,
npuauMaBmumMu 1ane6o + ACK (1,6 % u 1 %, COOTBETCTBEHHO), HO 4YacTOTa Pa3BUTHUS
BHYTPUYEPEMHBIX KPOBOM3NUsHUM ObUta onuHakoBoil (0,1 % mpu 06oux BUIAX TeparuH).
YacToTta pa3Butus O0ibIIMX KpoBoTeueHUU B rpynme kionugorpen + ACK 3aBucena ot 10361
ACK, kak 1 yacTtoTa pa3BUTUs OOJIBIINX KPOBOTeUEeHUH B rpymie mianebo + ACK.

VY manueHToB, npeKkpaTuBIIKUX Tepanuto kionuaorpenom + ACK Gonee yem 3a 5 nueit no AKIL,
HE OTMEYasoCh y4allleHUs CIIy4aeB pPa3BUTHUS OONBIINX KPOBOTECYCHHM B TeueHHE 7 JHEH mocie
BMEIIATEILCTBA. Y MAIMEHTOB, MPOJOIKABIIUX aHTUTPOMOOITUTAPHYIO TEPANHUI0 B TEUEHUE
nocienuux nsaty aaer nepen AKI, gactora 3TiX coOBITHI TOCTE BMENIATEIHCTBA COCTABIISLIIA
9,6 % (B rpynme kinonuaorpen + ACK) u 6,3 % (B rpynmne mnare6o + ACK).

B ximnnueckom uccnenoBanuu CLARITY yvactora G0sbIIMX KpOBOTEUEHHH B 00€UX IpyImnax
(xmomuporpen + ACK u mnane6o + ACK) 6s1ma conoctaBumoit (1,3 % npotus 1,1 % B rpymme
knonuaorpen + ACK u rpynme mnane6o + ACK, coorBerctBeHHO0). OHa ObUTIa OJIMHAKOBOW B
MOATPYNNax NAaIlMEHTOB, pa3JeNeHHBIX IO MCXOAHBIM XapaKTEepUCTUKaM W TI0 BHJAM
(GUOPUHOIUTHYIECKON TEpalluy WIH TeapuHOTEPAITHH.

Yacrora Bo3HUKHOBeHUS (haTanbHbIX kpoBoTeueHui (0,8 % mpotus 0,6 %) u BHyTpHUUYepenHbIX

kpoBousnusauit (0,5 % mpotus 0,7 %) npu neuenun kionuaorpena + ACK u mianedo + ACK,
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CTL 0001)

COOTBETCTBEHHO, OblJTa HU3KOW M COIMIOCTAaBUMON B 06en§|}5§nﬁng~ne§é‘}irpglﬂ EHO

B xmmnnyeckom wuccrnegoBanun COMMIT oOmias wactora HernepeOpalbHBIX —OOJBIINX
KPOBOTEUCHHI WM 1IepeOpaIbHBIX KPOBOTEUEHUH Oblia HU3KoW 1 oxguHakoBoi (0,6 % B rpymre
knonunorpen + ACK u 0,5 % B rpynne miane6o + ACK).

B knmuamdeckom wucciempoBannu ACTIVE-A wactora pa3BuTus OONBIIMX KPOBOTECYCHHH B
rpynne knonugorpen + ACK Obuta Boime, uem B rpymie miamne6o + ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). boJbIne KpoBOTEUYEHUSI B OCHOBHOM OBUIM BHEYEPEITHBIMH B 00€UX Tpymnmax
(5,3% mporus 3,5 %), rnaBubiM obOpasom, u3 XKKT (3,5% mnporus 1,8 %). B rpymme
kionuporpen + ACK BHyTpuuepenHbIX KpOBOM3JIUAHUNA ObLTO OOJbIIE IO CPAaBHEHUIO C
rpynnoii  tmaue6o + ACK (1,4 % mnporuB 0,8 %, coorBercTBeHHO). OTCyTCTBOBAIN
CTATHCTUYECKH 3HAYMMBIC pPa3uuuds MEXKIy OTUMHU TpyHIamMu JICYCHUsS B YacTOTe
BO3HUKHOBeHHUs (atanbHbiXx KpoBoreueHuit (1,1 % mnpotuB 0,7 %) U remMopparnueckoro
uncyabta (0,8 % npotus 0,6 %).

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIUI

HexenarenpHble peakIMy, KOTOPbIE BO3HUKIU BO BpeMs KIMHUYECKUX HCCICIOBAHUN WIH O
KOTOPBIX COOOINAIOCh CIIOHTAHHO, IIPECTABICHBI B TabiuIle Huxke. VX yacToTa onpeaensercs ¢
UCIIOJIb30BAHUEM CIICAYIOIINX YCIOBHBIX 0003HaveHuit: vacto (> 1/100, Ho < 1/10); Heyacto
(>1/1000, HO < 1/100); penxo (> 1/10000, Ho < 1/1000); ouensr peaxo (< 1/10000), gacrora
HEeM3BeCTHA (HAa OCHOBAHMH MMEIOIIMXCS JaHHBIX OIICHUTh HEBO3MOXHO). B KaK/0M CHCTEMHO-

OpPTaHHOM KJIACCE HEIKCIIATCIIbHBIC PCAKIIUU ITPEACTABIICHBI B ITIOPAOKE Y6BIB8.HI/I}I CCPBE3HOCTHU.

CucTeMHO-OpraHHblii Yacro Heuacto Penxo QOueHb peaxo
KJ1acc YacToTa Hem3BecTHA™

Hapywenus co TpomOorToneHust Heiitponenus, TpomOoTHuecKas

CMOpPOHbL  KpOBU U JletikoreHus BKIIIOYAsl TSDKEIYI0 | TPOMOOIHTONEHUYECKast

JuM@amuueckou D03UHOPHITHS HEUTPOTICHUIO nyprmypa

cucmembl Armtactryeckas aHeMHsI
[TarumroneHus
ArpaHynonuros

Tsoxemast Tp0M60HI/ITOHeHI/I$I

[IpuoGperennas remoduims A

I'panynonuronenus

Anemust
Hapywenus co Ana(UIaKTONAHBIC PEAKIINU
CMOPOHBL  UMMYHHOU ChIBOpoTOUYHAas 00JI€3Hb
cucmembl [lepekpecTHble  aJIeprUuecKue

1 réMaToJIOTUYCCKUE peaKkluu C
ApYrumMu TUCHOIMMPUIUHAMU
(TaKI/IMI/I Kak THKJIOIIUJUH,

npacyrpen)* (cm. paznen 4.4.)

AyTOMMMYHHBII HHCYJIHUHOBBII
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oV (Mbae ™ pmbbIt T K

cepbe3Hon TUIOTINKEMUH,

ocobeHHo y mamuentoB ¢ HLA

DRA4 cepotunom)*

Tcuxuueckue CryTaHHOCTb CO3HaHUS
HapyweHnus lammounnanumn
Hapywenus co BryTtpuuepennsie Hapymenus BkycoBoro
CMOpOHbL HepeHOll KPOBOU3IHAHUA (B BOCIIPHATHS
cucmembl HEKOTOPBIX CIIydasx ¢ AreB3ust

JICTAJIbHBIM UCXOJIOM)

I'onosHas 601b

T'onoBokpyxeHue

ITapecresus
Hapywenus co I'nazueie
CMOPOHDL opaana KPOBOU3JIUSHUS
3peHus (KOHBIOHKTUBAJIBHBIE,

B TKaHH H CETIATKy

riasa)
Hapywenus co Bepruro

CMOPOHbL Opeana ciyxa

u aabupunma

Hapywenus co

CcmopoHul cepoya

Cunzpom Koynuca
(Bazocmactuueckas
aJuIeprudecKas
CTEHOKap/us/aIepradecKui
nHpapkT MHOKapaa),
00yCITOBIICHHBIN peaKIuei

TUTNICPYYBCTBUTECJIILHOCTH Ha

KJIOMHIOTpeT™
Hapywenus co | 'ematoma Criy4au cepbe3HBIX
CMOPOHbL COCYO08 KpPOBOTEUYEHHIH
KpoBoTeuenus u3
MOCIICOTIEPAIIMOHHBIX PaH
Backymnur
ApTtepuanibHasi THIIOTEH3US
Hapywenus co | HocoBoe KpoBoTeueHus u3 npIxaTenbHbIX
CMOpOHbL KpPOBOTEUECHHE myTelt (kpoBoXapKaHbe,
ovixamenvHou JIETOYHOE KPOBOTEUYCHHUE)
cucmemul, opaanoe bponxocnasm
2pYyOHOU  KiemKu U HHTepcTunnanbsHas THEBMOHUS
cpedocmeHus D03uHOGHUIbHAS THEBMOHUS
Kenyoouno-kuweunvie | Xemynouno- SI3Ba xemynka 3a0promHHbIe JKenynouHo-KHIIEUHbIE U
Hapywenus KHIIICYHEIe S3Ba KPOBOTECUEHHS 3a0pIONIMHHBIE KPOBOTCUCHUS C
KpPOBOTEUEHHS | JBEHAIIaTHIEPCTHOH JIeTaJIbHBIM HCXOI0M
Huapes KHULIKU [Tankpearut
Bbonb B Tactpur Komur (BKITIOUast I3BCHHBIH WIIH
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY

s

ot 28.10.2024 N= 23658
KUBOTE TomuoTa (MOCTEODER Ig@&lﬁllaﬂan}&:ké}m&:ﬂ !
Jlucniericus PBoTta Cromarur
3amop
Mereopuzm
Hapywenus co Ocrtpas NIeYeHOYHAS
CMOpOHbL  NeveHu U HEJ0CTaTOYHOCTh
JHCENUeBbIBOOAUUX I'ematut (He MHGEKINOHHEI)
nymeii OTKII0HEHHE oT HOPMBI
1a00paTOPHBIX nokasaresneit
(DYHKIIMOHAJIBHOTO  COCTOSIHUS
MeYeHN
Hapywenus co | Kposonoare- | KoxkHast cbinb Bynnesnsiit JIepMaTUT
CMOpOHbL  KOJICU U | KU Koxusiit 3y1 (TOKCHYECKHH 3MUACPMATBHBIN
NOOKOJMCHbIX MKAHel Kosxnoe Hekponus, cuHapoM CTuBeHca-
KPOBOU3IIUSIHUE JI>xoHCOHa, MHOTo(OopMHas
(myprypa) JpuTeMa, OCTpBII
reHepaln30BaHHbIN
9K3aHTEMAaTO3HbII mycTyJies
(AGEP))
AHTHOHEBPOTHYECKUI 0TEK
Cunzpom JIEKapCTBEHHOM
THIIEPIyBCTBUTEIEHOCTH,
JIeKapCTBEHHAs CHITb c
903UHO(MINEH M CHCTEMHBIMH
TIPOSIBIICHUAMH (DRESS-
CHUHJIPOM)
DpuTemMaro3Has Chlllb
DKcodonraTHBHAs CHITb
Kpanusuuna
Ok3ema
IInockuii mumait
Hapywenus co CKeJeTHO-MBIIIeYHbIe
CMOPOHbBL MbILUEHHO, KpOBOTeUeHH (TeMapTpo3)
cKenemuol u Aptput
COeOUHUMENbHO Aptpanrus
mKaHu Muanrus
Hapywenus co I'ematypus ['momepynonedpur
CMOpOHbI  NOoYeK U INoBsImIeHNE KOHIICHTPAIIH
MOUegbI800AWUX nymell KpeaTHHa B KPOBHU
Hapywenus co 'mHexomacTHs
CMOpOHbL
PEnPoOYKmMueHo
cucmemyvl U MONOYHBIX
Jrcenes
Obwue napywienus u KpoBoteue- JIuxopanka
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COOTBETC TEn'ET -'I-I’_EF'TH 'M Y OTUETY

ot 28.10.2024 N= 23658
peaxkyuu 6 mecme HHUSL B MECTe (MOCAEQOBRTENEHOCTE 000T)
88e0eHUs WHBEKIUH
JlabopamopHvie u YBenuueHue BpeMeH!

UHCMPYMEHMALbHbLE KPOBOTECUYCHHS
oanHvie CHIXEHHUE Ynclia

HEUTpo(UIOB
CHIKEHHME KOJUYeCTBa

TPOMOOIINTOB

OmnmncaHue OTACIBHBIX HEXKEIATSABHBIX PEaKITAM

Heumponenus

B uccnenopanuu CAPRIE Tsxenas ueiitponenus (< 0,45 x 10%/1) mabmonanack y 4 manueHToB
(0,04 %), mpunumaBmux kiaonumorpen, u 'y 2 nanueHtoB (0,02 %), npunumasimx ACK.

VY nByx u3 9599 mauueHTOB, NPUHUMABIIMX KIOMUJOrPEN, HAOII0JANI0Ch MOJHOE OTCYTCTBHE
HeilTpoduinoB B nepudepuyeckod KpoBH, KOTOPOro He HaOII0AaloCch HU Yy OIHOIO U3
9586 marmentoB, mnpuauMaBmmx ACK. Hecmorps Ha TO, 4YTO pPHCK  pa3BUTHUSA
MUEJIOTOKCUYECKOI0 JEUCTBUSA IPU IpPUEME KIOMUIOTpesa SBISETCS JOCTATOYHO HU3KUM, B
cillyyae €ciad |y [alueHTa, NPUHUMAIOLIEro KIOMUIOrpen, HaOIrofaeTcss IOBBIIIEHUE
TEMIIepaTypbl WIN MOSBIAIOTCS ApPyrue MpU3HAKW MH(EKLUH, cleayeT oOciaenoBaTh MalueHTa
Ha IIpeIMET BO3MOKHOW HEUTPOIICHUH.

Annacmuueckas anemus

[Ipn nedeHUM KIOMMJIOTPEIOM B OJHOM Cilydae HaOJIIOJaIoOCh DPa3BUTHE alljlaCTUYECKON
aHEeMMUHU.

Tpomboyumonenus

YactoTa BO3HMKHOBEHHMs Tspkenoi Tpomoormronennu (<80 x 10%m) cocrasuma 0,2 % vy
NAUeHToB, NpuHUMaBmuX kiaonugorpen u 0,1 % y mnanmenroB, npuHuMaBmux ACK,
c00061Ianoch 06 0UeHb PEIKUX CITydasX CHUKEHHUs ducia TpombonuTos < 30 x 10%m.

B nccinegosannax CURE u CLARITY Ha0mar0naocs COMOCTABUMOE KOJIMYECTBO IMAMEHTOB C
TPOMOOLIUTONIEHUEN WUIIM HEUTPOINEHUEH B 00eHX IpyInax JICYeHHUs.

COO6H.ICHI/IC 0 TOA03PEBACMBIX HCXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo061maTh 0 Mo 03peBacMbIX HEKENATENbHBIX PEaKIHUIX MMOCIe PETUCTPaIMU Mpenapara
C 1enbl0 oO0ecreueHus: HEeNmpephlBHOIO MOHHUTOPHHIAa OTHOIICHUS «II0Jb3a — PHUCK»
JIEKapCTBEHHOI'0 Mpenapara. MeIuMHCKUM pabOTHUKAM PEKOMEH]IyeTcs coOo0IaTh O JIF0ObIX
MI0JI03PEBAEMBIX HEKENATEIbHBIX PEAKLUAX JIEKAPCTBEHHOIO Ipenapara 4yepe3 HallMOHaJIbHbIE
CHUCTEMBl COOOIEHUSI O HEXeNaTeIbHBIX pEaKIMsIX TocydapcTB — ujieHOB EBpasuiickoro

9KOHOMHUYCCKOIo COro3a.
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COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.10.2024 N= 23658

(NOCNEQCBATENEHOCTE 0001)

Poccuiickas @enepanus

DenepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXPaHCHHUS.

Anpec: 109012, r. MockBa, CnaBssHCKas Tutomian., a. 4, crp. 1.
Tenedon: +7 800 550 99 03

OnekrponHas moura: pharm@roszdravnadzor.gov.ru

CaiiT B nH(pOpPMAIIMOHHO-TEJICKOMMYHUKALIMOHHOM ceTn «HTepHeT»:

https://www.roszdravnadzor.gov.ru

Pecniyonnka Kazaxcran

PI'TI na IIXB «Hamumonaneubiid LIeHTp 3KCIIEpTH3BI JIEKAPCTBEHHBIX CPEACTB U MEIMIIMHCKUX
w3nenuiiy Komurera MeauuumHCKOTO W (apMaleBTUYECKOro KOHTPOIs MUHHUCTEpPCTBA
3npaBooxpaneHus Pecmyonuku KazaxcraH.

Anpec: ZOOT6ES, r. Acrana, yiu. A. ImaHoga, 13.

Tenedon: +7 (7172) 235-135

DnekrponHas noyra: farm@dari.kz

Caiit B nH()OpPMALIMOHHO-TEIEKOMMYHUKAITMOHHO#M cetn «HTepreT»: https://www.ndda.kz

Pecniybnuka Apmenus

AO3T «HayuHblif LIEHTp 3KCHEPTHU3bI JIEKAPCTB U MEIULMHCKUX TEXHOJIOTUH WM. aKaJeMHKa
9. lNabpuensinay.

Anpec: 0051, r. EpeBan, np. Komuraca, 49/5.

Tenedon: (+374 10) 23-16-82, 23-08-96, (+ 374 60) 83-00-73

Tenedon ropsiueit IMHUU OT/€JIa MOHUTOPUHTA 0€30MIaCHOCTHU JIEKAPCTBEHHBIX CPEICTB!

(+374 10) 20-05-05, (+374 96) 22-05-05

Caiit B nH()OPMAIIMOHHO-TEIIEKOMMYHUKAIIMOHHOM cetn «MHTepHeT»: https://www.pharm.am

Pecniybnuka benapych

PVII «lleHTp 3KCIIEpTU3 U UCIIBITAHUH B 3[PaBOOXPAHECHUN.
Anpec: 220037, r. Munck, niep. ToBapuieckwii, 2a.
Tenedon: +375 (17) 231-85-14

Tenedon oraena papmaxkonamzopa: + 375 (17) 242-00-29

Caiit B nHQOpPMAIMOHHO-TEIEKOMMYHUKAIIMOHHO#M cetn «HTepreT»: https://www.rceth.by

Keipreizckas PecniyGnmka
JlemapraMeHT JI€KapCTBEHHBIX CPEACTB M MEAUUMHCKUX WM3Jenuil pu  MuHHCTEpCTBE
3npaBooxpanenust Keipreizckoit PecrryOnuku.

Anpec: 720044, r. bumikek, yiu. 3-1 nuHus, 25.
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Tenedon: + 996 (312) 21-92-78 (MOCNELOBATENBHOCTE 0001)

Onekrponnas moura: dismi@pharm.kg

Caiit B nHQOpPMaLIMOHHO-TEIEKOMMYHUKAIMOHHOM cetn «HTepuer»: https://www.pharm.kg

4.9. Ilepeno3upoBkKa

CumMnOTOMBI

[lepeno3upoBKa KIONMMIOTPEIOM MOXKET MPUBECTU K YBEJIMYEHHIO BPEMEHU KpPOBOTEUEHHS C
HOCIEAYIOLUMMH OCIOXKHEHUSIMH B BUJI€ Pa3BUTUS KPOBOTEUEHUH.

Jleuenue

[Ipu mnosBIEHUH KpOBOTEYEHHsS] TpeOyeTcs TMPOBEACHHUE COOTBETCTBYIOMIMX JIEUEOHBIX
MEpONPHUATHIA. AHTHIOT KIONUIOTpea He ycTtaHoBleH. Eciu HeoOxoauma OpicTpast KOpPEKIHs
YIJIUHUBLIETOCSI BPEMEHU KpPOBOTEUEHHS, TO PEKOMEHIYETCS IPOBEIACHHE NEepeIuBaHUs
TPOMOOLIUTAPHON MACCHI.

5.  ®APMAKOJOI'MYECKHUE CBOVMCTBA

5.1. dapmakoauHaMH4YeCKHe CBOICTBA

®apMakoTepaneBTUYECKasl TpyIa: aHTUTPOMOOTUYECKUE CPEICTBA; AHTHATPETaHThI, KPOMeE
remapuHa.

Koxg ATX: BO1ACO04

Mexaumnsm nericteus U hapMakoarnHaMudeckKue YO HEKThI

Knonunorpen npenacrasisier co00i MpoOIeKapcTBO, OJUH M3 aKTUBHBIX METa0O0IMTOB KOTOPOTO
SBJISIETC MHTMOUTOPOM arperanuu TpomMOomurtoB. [[ns oOpa3oBaHus akTUBHOro MeTaboiuTa,
KOTOPBII MO/AABISET arperanuio TPOMOOLUTOB, KIOMUAOTPEN J0JDKEH MeTaOoIu3upoBaThCs C
nomouiblo u3odepMeHToB cuctembl muroxpoma P450 (CYP450). AxTuBHBIM MeTaOOIUT
KJIOMUIOTpENla CEeJIEKTUBHO WHTHOMpYET cBs3bIBaHWE aneHosmHaudocpara (ALAD) ¢ P2Y12
peLenTopoM TpoMOOIMTOB U mocienyouyo AJ[P-onocpeoBaHHYI0 aKTHBAIMIO KOMIUIEKCA
GPIIb/Illa, mpuBoms K TOAABICHUIO arperandud TpoMOonuToB. briaromaps HeoOpaTuMoMmy
CBS3BIBAHHIO, TPOMOOILIUTHI OCTAIOTCS HEBOCHPUUMYMBBIMU K cTuMyisauuu AJI® B TeueHue
BCETO OCTABIIETOCS CpPOKa CBOEW >KW3HU (MpuOIM3uTeNbHO 7—10 mHEl), a BOCCTaHOBJIIEHUE
HOpMaJIbHON (DYHKLIUU TPOMOOIIUTOB MPOUCXOJUT CO CKOPOCTBHIO, COOTBETCTBYIOIIEH CKOPOCTH
OOHOBIICHHSI TPOMOOIIMTOB.

Arperanusi TPOMOOIIUTOB, BhI3BaHHASI arOHUCTaMH, OTIMYHBIMU 0T AJ1®D, Takke HHTHOUpPYETCS
3a cueT OJIOKAJIbl YCUJIEHHON aKTUBAIIMN TPOMOOIIMTOB BBICBOOOXK1aeMbIiM A J[D.

Tak kak oOpa3oBaHHME AKTUBHOIO META0OJMTA MPOUCXOAUT MpPH TOMOLIM H30(PEPMEHTOB
cucrteMbl nuroxpoma P450, HekoTOpble U3 KOTOPHIX MOTYT OTIMYAThCi MOIMMOP(U3MOM MU
MHTHOMPOBATHCA APYTUMU IIpenapaTaMu, He Yy BCeX MaleHTOB BO3MOXKHO afekBaTtHoe MAT.

[Ipu exxenHEBHOM IpUEME KIIOMUIOTpesia B J03UPOBKE 75 Mr 1 pa3 B CyTKH C TIEPBOIO K€ JTHS
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nprueMa OTMEYAETCA 3HAUUTEIBHOE MTOJABICHHE Aﬂ@-ﬁﬂ%ﬁ%@%"&%&ﬂiﬂ%ﬁéﬁdﬁ : OB,

KOTOpPOE TOCTETNICHHO YBEIWYHMBAETCS W 3aT€M, B WHTEpBAIC MEXIy 3 M 7 JTHEM INpUeMma,
BBIXOAUT HA IIOCTOSIHHBIA  ypOBEHb (IIPM  JOCTHIKEHUM DPABHOBECHOIO  COCTOSIHMUS).
B paBHOBecHOM cOCTOSIHUM arperanusi TpoMOOIuTOB mnoxaasisercs B cpeagHeM Ha 40-60 %.
[Tocne mpekpailieHusi mpuemMa KIOMUAOrpena arperanus TpoMOOIIMTOB M BpeMsl KPOBOTECUCHUS
MOCTEIIEHHO BO3BPAIIAIOTCS K UCXOAHOMY YPOBHIO, B CPEJTHEM, B TEUEHUE 5 JHEN.

Kinnnanueckas 3¢ dhekTUBHOCTS U 0€30IIaCHOCTD

bezonacHocte M 3(PPEKTUBHOCTH KIOMUAOIpENa OLEHUBAIUCh B 7 JBOHHBIX CIIEINBIX
ucciaenoBanusax ¢ ydactueM Oosnee 100 000 manumentoB: ucciaenoBanue CAPRIE, cpaBHenue
kimormmorpena ¢ ACK, a rtaxke uccnenoBanne CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A, B KOTOpBIX CpaBHHBAJIM KIOMHUIOTPEN C IUanedo; 06a JIeKapcTBEHHBIX
npemnapara, Ha3Hadanuch B komOuHamu ¢ ACK u npyroit crannapTHo# Tepanueii.

Heoasno nepenecennviti  ungpapkm muokapoa, HeOA6HO NEPEHEeCeHHbIl  UHCYIbM U
ouaznocmuposantoe 3a601eeanue nepugepuieckux apmepuil

B uccnenosanue CAPRIE Obuin BkitoueHsl 19185 maunmeHTOB ¢ aTepoTpomM0030M, KOTOPBIN
MpOSIBWJICSA B BHJIC HeAaBHO nepeHeceHHoro MM (<35 nueit), HemaBHO mnepeHeceHHoro M
(ot 7 nHe#t o 6 Mecsnes) win yctaHoBieHHoro 3ITA. ITauuenTs! 6bUIM paHAOMHU3UPOBAHBI IO
rpynmnaM, MoJiydaBIIUM KJOmuaorpen B cyrouyHoil noze 75 mr, unu ACK B cyrouHoit noze
325 Mr, U ocraBaiHch MOA HaOmoneHHWeM B TedeHwe oT | roma go 3 mer. B moarpymme
nalnueHToB, nepeHecmux MM, GonpmmHeTBO manueHToB noiydand ACK B TedeHue mepBBIX
HECKOJIBKUX AHeW mocie octporo MM. Kinonmporpen 3HaUMTENbHO CHMKAJ 4YacTOTY HOBBIX
UIIeMUYECKUX coObITHI (KoMOMHUpOBaHHas koHeuHas Touka — UM, U u cocynucrast cmepTh)
no cpaBHeHuto ¢ ACK. Ananu3 o01ell CcMEPTHOCTH KaKk BTOPUYHOM KOHEYHOW TOUKH HE BBISBUII
3HAYUMOTO pa3Indus Mexay Kiaomumorpernom (5,8 %) u ACK (6,0 %).

[Tpu ananuze moArpymmn ¢ NpUMeHeHHeM KadecTBeHHOU oueHku cocrostHus (UM, MU u 3I1A)
HauOoNbIUK 3¢ ¢deKT Tepanuu HaOMOJaNCS y MAalMEeHTOB, BKIIOYEHHBIX B HCCIIEOBAaHUE B
cem3u ¢ 3IIA (ocobenHo Tex, y koro B aHamHe3e Ob1 MUM) m Gonee cmabpiii dddext
(He3HaunTenbHO oTunyaromuiicss o ACK) y nmanueHToB, MepeHeciuX WHCYIbT. Y MalueHTOB,
BKJIIOUEHHBIX B HCCJIEI0BAaHUE TOJIBKO HA OCHOBAaHUU HEAABHO NepeHeceHHoro MM, pesynbpraT B
rpynne Kionuaorpena OblT YUCIEHHO XYXe, HO ctaTucTuuecku He ommyanca oT ACK. Kpowme
TOT0, aHAJIW3 MOJTPYIMI MO BO3PACTy MO3BOJISET MPEANOJIO0KUTh, YTO OJAronpusTHBIA >PQeKT
KJIOMUIOTpeNia y MallMeHTOB cTapiie 75 jeT Oblil MeHee BhIpaykeH, YeM y MaIMeHTOB B BO3pacTe
<75 ner.

Ocmpulii KOPOHAPHBILL CUHOPOM

B uccnenoBanne CURE 6puto BrimroueHo 12562 manmeHTa, MEpeHECInX OCTPhI KOPOHAPHBIN
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cuHapom Oe3 mombeMa cermeHta ST (HecTtaOHiIbHAsS dﬁ%&gﬁﬁg%ﬁﬂtﬁé& T@éﬂﬁj@), y

KOTOPBIX B TE€YEHHE MOCICTHUX 24 4YacoB MOsBHIAch 00Jb B 00JACTU TPYTHOW KIETKH WU
CHUMIITOMBI, YKa3bIBAIOILINE Ha UIIeMUIo. /i BKIIOUEHUS B UCCIIEOBAaHHE TPEOOBAIOCH, YTOOBI
y MaIMeHTOB ObUTH JIO0 M3MeHeHus 3nnekTpokapaunorpammbl (DKI'), ykaspiBarolie Ha HOBbIC
UIIeMUYECKUEe SBJICHUS, JHUOO TIOBBIIICHHBI YpPOBEHb KapAuO(EepPMEHTOB, JTHOO YpPOBEHb
tportonnHa I win T, mo kpaiiHeil mepe, B 2 pa3a IpPEBBIIAIOMINANA BEPXHUI IPEAET HOPMBI.
[TarenTsl OBLIM PAaHIOMHM3MPOBAHBI B TPYIIBI JCUCHHs KIOMHIOTPETIOM (Harpy3ouHas 103a
300 mr, 3arem 75 mr/cytku, N=6259) wmm mmane6o (N=6303), koTopple NpPUHHMAIA B
koMmOuHammu ¢ ACK (75-325wmr 1 pa3 B CyTKHM) W APYTMMH CTaHJAPTHBIMH IperapaTaMu.
[TanueHTsl mody4aau JIeYEHHE B TEUYEHHE IEepuoAa JIUTENbHOCTBIO N0 OJHOro rojaa. B
uccinenoauun  CURE 823 npaumenra (6,6 %) mnoayyaiu COMYTCTBYIOILYKO —TEpAIUIO
antaronucramu peuentopoB GPIIb/Illa. I'emapun BBoaunu Oosee yem 90 % marMeHTOB.
ConyrcTBytolIasi Tepanusi renapuHOM HE OKa3blBaJla 3HAYUMOTO BIUSHUS HAa OTHOCUTEIIbHYIO
4acTOTY pa3BUTHUS KPOBOTEUEHUH IIPH NPUEME KIONUAOIrpena U mianedo.

KonuuecTBo manueHToB, y KOTOPbIX Oblia IMEepBUYHAS KOHEYHAsl TOYKA (CMEPTh OT CEepAeYHO—
cocyaucteix 3aboneBanmit (CC3), UM wnu wuncynesT), coctaBwio 582 (9,3 %) B rpymre,
nonyuasiieil knonunorpen, u 719 (11,4 %) B rpynmne, nonxy4aBiiel mianedo, a OTHOCUTEIbHBIN
puck Obut cHIKeH Ha 20 % y rpymimsl, MOJIyYaBIed KIOMUAOTPeN (CHIKEHHE OTHOCUTEIHHOTO
pucka Ha 17 % TpW KOHCEpPBATUBHOM JICUEHUM TMAlIMEHTOB, Ha 29 % mpu BBITOJTHEHUN
YPECKOKHON TpaHCIIOMUHAIBHOW KopoHapHO# aHruoruiactuku (UTKA) co crentom mnm 6e3
Hero u Ha 10 % mnpu BemonHeHun AKIID). Ilocne 3 MecsieB ledeHHs MPEUMYIIECTBO,
HaOmoaBmeecs: B rpynme kionugorpen + ACK, Gomnbiiie He yBeTHYMBAIOCh, B TO BpeMs Kak
PHUCK KPOBOTEUEHHSI COXPAHSIICS.

KonnyecTBo manueHToB ¢ KOMOMHMPOBAHHOW NMEpPBUYHON KOHEUHOM Toukoi (cmepTh oT CC3,
WM, uncynpTOM MM pedpaktepHoi umemuent) cocraBmwio 1035 yenosex (16,5 %) B rpynme,
nosydaBmiet knonuporpen, u 1187 (18,8 %) B rpynme, mosmydaBmieit mane6o. BausHus Ha
YacTOTY MOBTOPHBIX TOCHUTAIN3ALUN IO TOBOIY HECTAOMIILHOM CTEHOKapIuU HEe Ha0JII01aJ10Ch.
[TonoxurensHble YPPeKTh], HAOMONaEMblE IPU MPUMEHEHUH KIIOMUIOTpeNa, HE MU3MEHSUIUCh
P KPAaTKOBPEMEHHOM WM JUIMTEIbHOM NPUMEHEHUU JPYIMX CEPAEYHO—COCYIUCTBIX
npenaparoB (takux kak remapud/HMI', antaronucter GPIIb/Illa, runomumuaemMudeckue
npenaparsl, Oerta—Oyokaropel U uHruouropsl All®). OddexTuBHOCTH KIOMUAOrpenaa HE
3aBucena ot 1036l ACK (75-325 mr 1 pa3 B cyTkn).

VY mnanuentoB ¢ octpeiM UM ¢ moabemom cermenta ST Oe3omacHOCTh M 3(PPEKTHUBHOCTD
KJIOMUJIOTpeNia OLICHUBAJaCh B 2 PaHJIOMU3UPOBAHHBIX IJ1alle00—KOHTPOJIUPYEMBIX JBOMHBIX

cienbix uccnegoBanugax CLARITY u COMMIT.
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B uccnenosanuu CLARITY yuactBosano 3491 H&HHCH&GQ:;O-LE)'BII; 'ﬁ&gyrlﬁ)dfﬂ 'B-lzﬁ‘d;]f;l%ﬁbp B

teueHue 12 yacoB nocie pa3Butuia MM c mogbemom cermenta ST M KOTOpBIM ObLIa MOKa3aHa
TpoMOonmuTHYecKas Tepanus. [lanueHTsl momydanu kionuaorpen (Harpyszounas no3a 300 mr,
3arem 75 mr/cytku, N = 1752) wim mnare6o (N = 1739), o6a B komO6unanuu ¢ ACK (ot 150 no
325 Mr B KayecTBE HArpy304HOW M03bI, 3aTeM OT 75 m0 162 Mr/cyTku), GUOPHHOIUTUUCCKUN
npenapar 1, Ipyu HeoOX0JUMOCTH, Tenaput. [lanuentoB Habmonanu B Teuenue 30 nHei.
[TepBUYHOI KOHEUHOM TOYKOH SBISUIOCH HAIMYME OKKITFO3UU B HH(PAPKT-CBSI3aHHOW KOPOHAPHOMH
apTepuy Ha aHTUOTpaMMe INepe]] BBIMHCKOW, cMepTh Wi moBTOpHbIE MM no mposeneHus
KOpoHapHOW aHruorpaguu. Jls mnanueHToB, KOTOPHIM HE MPOBOJWIACH aHTHorpadus,
NEPBUYHON KOHEYHOW TOYKOW ObUTa cMepTh WM penuauB MM ko AHIO 8 WM K BBIIHCKE U3
OOJIbHUIIBL.

[TatHaauate npouentoB (15,0 %) mauuentoB B rpymnmne kinomnuporpena u 21,7 % B rpymme
wianedo JOCTUIJIM TEePBUYHOM KOHEYHOM TOYKH, YTO NPEIACTaBiIsSeT co00i abCcomoTHOE
CHI)KEHME Ha 6,7 % u pazHuLly CHMKEHMs B 36 % B IOJB3Y KJIONUAOIrpena. ITO B OCHOBHOM
00yCJIOBIIECHO YMEHBLICHHUEM OKKIIIO3UM B HH(APKT-3aBUCUMBIX KOPOHAPHBIX apTepusx. JTa
MPEUMYIIECTBO OCTABAIOCh MMOCTOSIHHBIM BO BCEX MPEIBAPUTEIHHO ONPEAEICHHBIX MO BO3PACTy
U TONy, JOKaIW3aluu HH(PApKTa U TUIY HCIOIb3yeMOro (GUOPHHOIMTHKA WM TenapuHa
NOJArpynmnax NaueHToB.

UccnenoBanne COMMIT c¢ daktopubiM guzaitHoM 2x2 BkIouano 45852 mainmeHra,
MOCTYNHBIIMX B TEUEHUE 24 4acOB C MOMEHTA MOSBIEHUS CUMIITOMOB noo3pesaeMoro MM, uro
noaTBepxanoch oTkiaoHeHussMU Ha DK (T.e. moabemom cermenrta ST, CHUKEHHEM CEerMEHTa
ST unu 6okanoi neBoit HOxKHU nyuka ['uca). [lanuenTs! nonyyanu kinonugorpen (75 mMr/cyTku,
N = 22961) wm mmane6o (N = 22 891) B xomOunanuu ¢ ACK (162 mMr/cyTkn) B TedeHUe
28 mHel WM 10 BBINMCKM M3 OoibHHIBI. KOMOMHHPOBAaHHBIMH NEPBUYHBIMH KOHEUHBIMHU
TOYKaMHU ObUIM CMEPTh MO JI000H MPUUMHE U Pa3BUTHE MOBTOPHOIO MH(pAPKTA, MHCYNbTA WIN
cMepTh. [omymsmus Brmouana 27,8 % sxenmuH, 58,4 % nanueHToB B Bo3pacte 60 JeT u cTapiie
(26 % > 70 net) u 54,5 % NaKEHTOB, MOJYYaBIIMX GUOPHHOIUTUKY.

Krnonuaorpen 3HauuTeNbHO CHUXKAJl OTHOCUTENIBHBIA PUCK CMEPTH 1O J11000i npuuuHe Ha 7 % U
OTHOCUTEJIbHBIA PUCK KOMOWHAIIMKM MOBTOPHOTO MH(ApKTa, HHCYIbTA WM cMepTH Ha 9 %, uTo
coctaBisio abcomotHoe cHibkeHue Ha 0,5 % u 0,9 % cooTBEeTCTBEHHO. DTO MPEUMYIIECTBO
0CTaBaJIOCh MOCTOSIHHBIM JUIsI TPYIII MAIlMeHTOB Pa3HOTo BO3pacTa, MoJjia, MPUHUMAIOIINX WU
HE MPUHUMAIOMINX GUOPUHOIUTHKH, U HaOJII0JalIach yxe uepes 24 yaca.

Hesckanayus uneubumopos peyenmopog P2Y12 6 mepanuu ocmpoeo KopoHapHo20 cUHOpoma
[Tepexon ¢ Tepamuy MOITHBIM HHTHOMTOPOM perientopoB P2Y 12 Ha medeHue KIomuaIorpeioM B

couetannn ¢ ACK mocne 3aBepmieHust octpoir (asbl octporo mHpapkra muokapna (OUM)
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U3ydajcsi B JBYX paHJAOMU3HPOBAHHBIX HH LII/II/IPOBQEII;II;;X-l %gﬁﬁgﬁéﬂéﬁ Clmitneddrnx

uccnenoBanusx (TOPIC u TROPICAL-ACS).

B pannoMu3npoBaHHOM OTKPBHITOM KiMHHYecKoM uccienoBanuu 1OPIC nmpunumanu ydactue
nanueHTsl, nepenectmie  OVM,  KOTOpbIM  BBINONHSUIOCH  YPECKOXKHOE  KOPOHApHOE
BmemareabcTBo (UKB). [Tanuentsl, monydaBimme ACK u onuH u3 60j1ee MOITHBIX HHTHOUTOPOB
perenitopoB P2Y 12, y KOTOpBIX HE pa3BHIUCH HEOJIATONPUSTHBIC COOBITUS B TEUCHHUE OITHOTO
Mecsla, WM ObUIM TepeBeACHbl Ha Tepanuio ¢ukcupoBaHHoii komOmHanmeir ACK wu
KJIonuorpena (nedckananus JBOWHOM  aHTUTpoMOoruTtapHoi Tepamuu  ([JAT)) wim
MPOJOHKUIIM IPUHUMATh paHee Ha3HaueHHbIe npenapatsl (Hem3menHas J{AT).

CoObITHs, BKIIOUYEHHBIE B KOMOMHHPOBAHHYIO IEPBHYHYIO KOHEYHYIO TOYKY (CMEpTh OT
ocnoxxHeHuit CC3, UHCYNbT, SKCTPEHHAs PeBAcKyJIsIpU3alus U KpOBOTEUEHHS TUNa 2 win Oosee
TsDKeNble KpoBoTeueHus 1o mkane BARS (MccnenoBareiabckoro akaieMHuuecKoro KOHCOpImyMa
M0 KPOBOTEUEHHSIM)), Uepe3 OJuH roj nociue nepeHeceHHoro OMIM 0w 3aperucTpupoBaHbl y
43 u3 322 naumentoB (13,4 %) B rpynne nesckananuu JAT u 85 mauuentos u3 323 (26,3 %) B
rpymnne Hem3menHou JJAT (p<0,01).

CraTucTH4ecKd 3HAUMMOE pa3iM4he B OCHOBHOM OOYCIIOBIIEHO COKpAIIEHHEM KOJIHYeCTBa
CIy4aeB KpPOBOTEUEHHMs, B TOM 4YHCJIE KPOBOTEUEHH, KOTOpble Mo Imkane BARS Gonee wiu
paBHbl 2 (4 % B rpynne aesckanauuu u 14,9 % B rpynmne, nosnydasmieit HeusmeHeHHY0 [IAT),
IPU 3TOM HE HaOJIOAJIOCh CYIIECTBEHHBIX PA3JIMYMIl B YaCTOTE MIIEMUYECKHX OCJIOKHEHUMN
(p=0,36).

B panpomusupoBaHHoe OTKpbITOe KinMHHYeckoe wuccienoBanue [ROPICAL-ACS 6bun
BKirOYeHbl 2610 manuentoB ¢ OWM, moOATBEp>KIEHHBIM aHAW30M Ha OMOMAapKephl, MOoCIe
nposeneHuss YKB. Ilanuents! ObuM paHAOMU3UPOBAHBI B IPYMIbI IS MOTYYEHHs Ipacyrpesa
(mau 0—-14) wnu npacyrpena (aau 0-7), a 3arem kinomuporpena (nuu 8—14) B KOMOMHAIIMM C
ACK. Ha 14-ii nenp Obuta mpoBefeHa oueHKa (GyHKIMM TpoMmOouuToB. [lanmeHTsl U3 nepBoi
IpyOnbl Tepamuu TOJBKO MpacyrpeioM MpoAODKadd IMPUHUMATh Ipacyrpeil B TEUEHHeE
11,5 mecsues.

VY nanuMeHTOB W3 IPYMIbI 3aMEHbI T€Paruy ObUT BBINOJIHEH aHAJIW3 Ha BBHICOKYIO PEaKTUBHOCTH
tpombonutoB (BPT). ITamuentsr ¢ BPT > 46 enunun OblIM CHOBa MEpEeBEACHBI HA TEPAIUIo
npacyrpesioM, Kotopyro nojydaiu B TteueHue 11,5 mecsanes. [Tamumentsr ¢ BPT < 46 enunuig
MIPOJIOJDKUITM JISYCHHE KJIOMHUAOTPENIoM B 1o3e 75 mr/cytku B TedeHue 11,5 mecsueB. Takum
00pa3oM, B IpyIiIe ynpaBIsieMol 3aMeHbI Tepaliy MalMeHThl oTydany wid npacyrpen (40 %)
win  kjonugorpen (60 %). Bce mnamuentsl momywanu ACK, mocnmemyroimee HaOIroIeHUE
MPOJI0KANIOCh B TEYEHHE OJHOTO TOAa.

[lepBuuHasi KOHEUHas TOYKAa BKJIIOYaga KOMOWHAIIMIO CepleYHO-cocyaucTor cmeptu, MM,
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VHCYIbTa M KPOBOTEUCHHUS THIIA 2 WM OOJEe Tﬂme'ﬂ%::rszﬂgé;%%e%g 56 tmkand | BARS.

HccnenoBanue mpoeMOHCTPUPOBAIO OTCYTCTBHE Pa3IMYMidi MEXKIy TPYHIIaMH IO TEPBHYHOM
KOHEYHOI TOYKe 1O KpuTeputo NOn inferiority. Ynparisemas 3amMeHa Tepanuu He HpUBena K
HOBBIIICHUIO PHCKA Pa3BUTHS HMIIEMHUYECKUX OCIOXHEHUH (2,5 % B rpymme aesckananuu u
3,2 % B KOHTPOJILHOH TpyIIIEe), a TAK)KE YaCTOThl KPOBOTEUECHHUI Tuna 2 wiau Oojee Mo miKaje

BARS.

,HGOIJHCZ}Z aHmump0M6ouumapHaﬂ mepanui npu ocmpom mMajiom UtemMudeCKom UHCYybme uiu

MPAH3UMOPHOU ULUEMUYECKOU amaKe cpe()Hezo Ui 8bICOKO20 puckd

Ouenka JIAT B xomOunHaruu ¢ kimonugorpenom u ACK ¢ menbro mpoduIakTHKA WHCYJIbTa
nociie octporo Manoro MM wim THUA cpenHero miam BEICOKOTO PUCKA IPOBOAWIACH B XOJ€ IBYX
pangomusupoBanubix uccnegoBanuii: CHANCE u POINT — ¢ nonmydenrem TaHHBIX IO KCXOAaM
JUTSL KITMHUYECKON 0e30nacHOCTH B (P PEKTUBHOCTH.

HUccneoosanue CHANCE (npumenenue xnonuoozpena y HAYUEHmMO8 C BbICOKUM PUCKOM
PA36UMUSL OCIPLIX HAPYULEHUL MO3208020 KPOBOOOpaujeHus: be3 UHeAIuouU3ayul)

B 3TOM panmoMu3MpOBaHHOM JBOMHOM CJENOM MYJIBTULEHTPOBOM I1I1aie00-KOHTPOIUPYEMOM
KJIMHUYECKOM HccieoBaHuu npuHsi ydactue 5170 manumentoB u3 Kutas ¢ ocrpoit TUA
(ouenka ABCD2>4) wnmu octpeiM ManbiM uHCYyIbTOM (NIHSS < 3). Ilamuentsr B obenx
rpynnax B 1-it nenp nonyunnu 103y ACK B OTKpBITOM pexxuMe (BETUYMHA 103l BApbUPOBAJIACh
B Jnuamnasone or 75 nmo 300 wmr, 103y ycTraHaBiauBaj Jiedaniui Bpad). [lanueHTsl,
paHIOMU3HPOBAHHBIE B Ipynny npuMeHeHus knonuporpena 1 ACK, momyumnu Harpy3ouHyro
no3y 300 Mmr B 1-i1 neHp, mocie 4ero nosy4ainu KJIONUAOorpen B no3e 75 mr 1 pa3 B CyTkH B
nepuof co 2-ro nHs no 90-i nens BrimrounteabHo U ACK B no3e 75 mr 1 pa3 B CyTkH B epuoJ
co 2-ro gaHsa mo 21-i AeHb BKIIOUMTENbHO. [lalMeHThl, paHIOMHU3UPOBAaHHBIE B TPYIIY
npumeHenns ACK, momyuanu muiane®o-BepcHio Kionujorpena B nepuoa ¢ 1-ro aus mo 90-i
nenb BkiountenbHO M1 ACK B no3e 75 Mr 1 pa3 B cyTku B nepuof co 2-ro ass no 90-ii neHb
BKJIFOUUTENBHO.

[lepBuuHoil KOHEeYHOW TOYKOM 3((EKTHUBHOCTH SBISJCS HOBBIM Cily4dail HHCYyJbTa
(MIIeMHUYeCcKOro MM remMopparuieckoro) B mepsele 90 auei mocie octporo manoro MW umm
TUA Bbicokoro pucka. Takue ciyuaum Obutn 3apeructpupoBanbl y 212 marmuentos (8,2 %) B
rpynne npumeHeHus kionuaorpeira u ACK mo cpaBaenuto ¢ 303 maumentamu (11,7 %) B
rpymnme npumeHenus ACK. Cnydan UMW wabmioganmuce y 204 mamuentoB (7,9 %) B rpymme
npumeHenusa kionunorpena u ACK no cpaBHenuro ¢ 295 mamuenramu (11,4 %) B rpynme
npumeHennsa ACK. I'emopparndeckuii MHCYJIbT CIy4YMJICS y 8 MALIMEHTOB B KaXIO0H U3 ABYX
rpynn uccienoBanus (0,3 % B kaxnoil rpynmne). CpeIHeTsKen0e WK TSHKeloe KPOBOU3IINIHNE

Habmonanoce y 7 mauueHntoB (0,3 %) B rpymnmne npumenenus kionugorpena u ACK u y 8
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narueHToB (0,3 %) B rpynne npumenenust ACK. IIaCTt:Hé:'i;:a}gvpr';fgi-ﬁggﬂglf*@fglg&'d%@&ﬁnﬂa

2,3% B rpynne npumenenus xionuporpena u ACK mo cpaBaenuto ¢ 1,6 % B rpymme
npumenenus ACK.

POINT (mpomboyum-opuenmupoéannoe uHeUOUPOBAHUE V NAYUEHMOB8 C HOBbIMU CILYUAAMU
MPAHZUMOPHOU UUEMUYECKOU AMAKU WU MATI020 UMEMUYEeCKO20 UHCYIbMAQ)

B sTOoM panaoMuU3MpOBAaHHOM JABOMHOM CJIETIOM MYJIBTHUILEHTPOBOM ILIAIe00-KOHTPOIUPYEMOM
KJIMHUYECKOM HCCJIE0OBAaHUU MPUHsUIA ydyacTue 4881 maimeHToB U3 pa3HbIX CTpaH NpU OCTPOU
THUA (ouenka ABCD2 >4) umu octpeiM ManbiM uHCYJIbTOM (NIHSS < 3). Bce marueHTsr B
obenx rpynmnax noaydanu 103y ACK B oTkpeiTOM pexxume B niepuoj ¢ 1-ro aas nmo 90-i 1eHb
(BenmruMHA A03BI BapbupoBasiach B auama3zoHe oT 50 go 325 mr, 103y yCcTaHABIMBA JiCUalUi
Bpady). [lamueHThl, paHAOMH3UPOBAHHBIE B TPYIIY NPUMEHEHHUS KJIOMUIOTpEea, MOJIY4dUIn
Harpy304Hyroo 103y kionugorpena 600 Mr B 1-i JgeHb, mociie 4ero mojaydyaiad KIOMUAOrpes B
no3e 75 mr 1 pa3 B cyTku B mepuon co 2-ro aHs no 90-il neHb BKIIOUMTENbHO. llanueHTsi,
pPaHAOMHU3HMPOBAaHHBIE B TPYNIy MNPUMEHCHHs IUIanebo, ToJydaad IuIane0o0-BEepCHIO
KJIonuaorpena B nepuoja ¢ 1-ro gus mo 90-i neHb BKIOUUTENHHO. [lepBHYHON KOHEYHOU
TOYKON 2(PPEKTUBHOCTU SBIsUIACH KOMOWHAIMS MACCHUBHBIX HIIeMHUYeCKUX ocnoxknenuit (MU,
VM unm netanbHBIA MCXOJ B pe3yabTaTe UIIEMHYECKOTO COCYIHCTOrO OCIOXHEHUs) K 90-my
nHio. Takue cinydyan Obutn 3apeructpupoBanbl y 121 mamuenta (5,0 %) B rpynne npuMeHeHUs
kionunorpena u ACK no cpaBaenuto ¢ 160 nmauuentamu (6,5 %) B rpymnine NpUMeHEHUs TOJIBKO
ACK. U, siBasromuiicss BTOPUYHONW KOHEUHOH TOUKOM, Habmoaaiacs y 112 manuentos (4,6 %),
nosyyaBmux kiaonugorpen U ACK, no cpaBHenunto co 155 nmanuentamu, nomydasmmumu ACK
(6,3 %). bBosbimoe KpoBOTEUCHHE, SIBIIAIONICECS TMEPBUYHON KOHEUHOW TOYKOW OIEHKH
6e3omacHOCTH, ciayuminoch y 23 u3 2432 nanuenTos (0,9 %), nomyyaBmmx kinonunorpen u ACK,
uy 10 u3 2449 nmammenrtoB, nomyyaBimmx ACK (0,4 %). HesHauutenbHOEe KpPOBOH3IHSIHHE
cyuusioch 'y 40 marnuenTtoB (1,6 %), monmyyaBmmx kmomumporpen u ACK, u y 13 manueHTos,
nony4asmux ACK (0,5 %).

Ananusz nepuooa oeticmsusi npenapamog 6 pamxax uccieoosaruti CHANCE u POINT

He 6pu10 mpenmytiiectBa B ToM, uTo0bI ipogomxkath JJAT Gonee 21 nus. Knunuyeckas mosb3a
ot nponomkenus JJAT Gonee 3 Henenb mpoJaeMOHCTpUpoBaHa He Oblna. Llenbro pacipenenenus
MAaCCHUBHBIX HIIEMUYECKUX OCIIOKHEHUN W CIIydaeB MaCCHBHOTO KPOBOWM3JIHUSHHUS IO TPyMIam
JICYCHHUS] B TIEPUOJE NCUCTBHUS TPENapaTroB ObUI aHAW3 BIHMSHUS KPAaTKOCPOYHOTO TEpUoaa
nevicteus JJAT.

Qubpunnayus npeocepoutl

B xone knmuanueckoro uccinenoBanus ACTIVE-A moka3aHo, 4To y manueHToB ¢ GuOpHILIsAIInen

npencepanii, KOTopble MMENTH, KaKk MHUHHMYM, OAUH (aKTOp pHUCKa DPAa3BUTHUS COCYIUCTBIX
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couetanuu ¢ ACK (1o cpaBHeHHUI0 ¢ nmpruemMoM Tosibko ogHoi ACK) ymeHbI1an yacToTy BMECTE
B3ATBIX HMHCYNbTa, MM, cucremMHOW TpoMOOSMOOIMN BHE HEHTPAJbHOW HEPBHOW CHCTEMBI
(IHC) umum cocymucToit cMepTH, B OOJBINCH CTENICHU 3a CUET YMEHBIICHHUS PHCKAa Pa3BUTHS
UHCYJIbTA.

DddextuBHOCTH MpUeMa Kinonugorpena B couerannu ¢ ACK BbIssBUIIaCh paHO U COXPaHSIIACh 10
5 ner. YMEHbIIEHUE pPHUCKA KPYIHBIX COCYJUCTBIX OCJIO)KHEHWH B TpyNIe IalHueHTOB,
IpUHUMaBIIUX Kionuaorpen B coueranuu ¢ ACK, Ha0mro1anoch B OCHOBHOM 3a CUET OOJIBILIETO
YMEHBIIEHUSI YacTOTbl MHCYJIbTOB. PHUCK pa3BUTHS HMHCYyNbTa JIIOOOW TSXKECTH HpPU IpHEME
kjonujorpena B coueranuu ¢ ACK cHmkancs, a Takxke HaO/Ioanach TEHACHIMS K CHUKEHHUIO
yacToThl pazsutusi UM B rpynme, nosydasiieit jedenue kimonuaorpesnom B coueranun ¢ ACK,
HO He HalJIoJaJIoch pasinduii B yactore TpoMbosmbonuit BHe ITHC nnm cocynuctoit cmepry.
Kpome storo, npuem kionuaorpena B coueranuu ¢ ACK ymensiian oOliiee KOIUYECTBO THEH
TOCIUTAIU3ALUH 110 CEPJEUHO-COCYIUCTHIM TPUUHUHAM.

5.2. dapmakokHHeTHYeCKHe CBOICTBa

AGcopbuus

IIpy OQHOKPAaTHOM M IOBTOPHOM IIPUEME BHYTPb B JO3UPOBKE 75 MI' B CYTKHM KJIONHIOTPEI
OBICTPO BCACBIBAETCS.

Cpennee 3HaueHUE Cmax HEM3MEHEHHOTO KJIONMUJOTpesa B IUIa3Me KpPOBH (IPUOIU3UTENHHO
2,2—2,5 Hr/MI Tocye pueMa BHYTpPb pa3oBOi 710361 75 Mr) AocTUraeTcs NpuOIM3UTEIbHO Yepe3
45 muH nocne npueMa npenapara. [Io 1aHHBIM SKCKpelMd MeTaOOJIUTOB KIIOMUJOrpeNa yepes
MOYKH ero abcopOuus cocrapiuseT npubnusutensHo 50 %.

Pacnpenenenne

In vitro xiomumorpea W ero OCHOBHOW MUPKYJIUPYIOUIHA B KPOBH HEAKTUBHBIH METaOOJUT
oOpatuMo cBsi3bIBalOTCA ¢ Oenkamu mmia3Mbl kKpoBu (Ha 98 % u 94 %, COOTBETCTBEHHO), U
JlaHHAs CBSI3b SBJISICTCS HEHACKIIIaeMOo# 10 KoHmeHTpanuu 100 Mr/mi.

buorpancdopmarms

Kionumorpen wHTEHCHMBHO MeTabonu3upyeTcss B medeHd. In vitro m in Vvivo xmommporpen
MeTa0O0IM3UPYETCs ABYMS YTSAMU: TIEPBBIA OCYILIECTBIISETCS C MOMOIIIBIO 3CTEpa3 U MPUBOJIUT K
THJPONM3Y KJIONMAOrpena ¢ 0o0pa3oBaHMEM HEAKTUBHOIO IPOU3BOJHOIO KapOOKCHIIBHOM
KHUCTOTHI (85 % OT HUPKYIUPYIOIINX METa0O0IUTOB); BTOPOM MyTh OCYIIECTBISETCS C MOMOIIBIO
u3o(epMeHToB uToxpoma P450.

[TepBoHayabHO KJIOMUAOTPEN MeTabOIM3UpYyeTCsT A0 2-OKCO-KJIOMUIOTpena, SBISIONIErocs
IPOMEKYTOUHBIM MeTabonuToM. Ilocnenyromuii MeTabosn3M 2-0KCO-KJIOMUIOTPEna MPUBOJUT

K 06pa3013aHm0 aKTUBHOI'O MeTabojnTa KiIionuaorpeila — THOJBHOI'0 IIPOMU3BOAHOIO
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Kionuaorpena. In vitro aToT akTHBHBIN MeTabO[IHT oGpé%teTc; SF At c HOM'JLhLIo

mzopepmernra CYP2C19, HO B ero o0Opa3oBaHMU TAaKK€ YYacCTBYIOT HEKOTOpBIE ApYIrHe
uzopepmentsl, BkIodas CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIA THOJBHBIH METabOIUT
KJIOIKMIOTPeNia, BBIICICHHBIH B IN VItr0 McciieoBaHusaX, OBICTPO U HEOOPATUMO CBSI3BIBACTCS C
perenTopamMu TPOMOOLIUTOB, OJOKUPYSI, TAKUM 00pa3oM, arperanuio TpOMOOLIUTOB.

Cmax aKTHBHOTO METa0OJHMTa KIOMHIOTpEsa MOCie OJHOKPATHOTO IMpHEMa €ro Harpy304HOM
o361 300 Mr B 2 pa3a mpeBbIIIAET TAaKOBYIO Mociie 4-X JHEH MpueMa Mo Aep>KUBAIOIICH 03Bl
kionugorpena 75 mMr. Cmax TOCTUTaeTCs MpUOIM3UTEILHO B TeueHne 30—60 mMuH.

OJIMMHUHALNS

B Teuenue 120 4 mocne mpuema BHYTph YenoBekoM “*C-MedeHoro kimomuporpena okono 50 %
PaAMOAKTUBHOCTH BBIBOAMTCS dYepe3 IOYKM U NpubnusutenbHo 46 % paaroakTHBHOCTH
BBIBOJIUTCS Yepe3 KuiieuHuk. [lociae ogqHOKpaTHOro mpremMa BHYTPb AO3HPOBKH /5 MTI' MEPUOJT
nonyBbiBeeHus (T12) kmonumorpena cocrapusieT npubnusutensHo 6 4. Ilocne omHOKpaTHOTrO
IIpUeMa U IpueMa MOBTOPHBIX /103 Kionuaorpesna T12 ero OCHOBHOTO LUPKYJIUPYIOIIETO B KPOBU
HEaKTHBHOT'O METAa0OJIMTa COCTABIISET § 4.

dapmakoreHeTHKa

C nomompio wuzodpepmenta CYP2C19 o0pa3yroTcss Kak akTUBHBIM MeTaboONMT, Tak U
POMEKYTOUYHBI METabOoNMUT — 2-OKco-Kionuaorpen. dapMakOKMHETHKA M aHTHATrPEraHTHOE
JefiCTBHE aKTUBHOTO MeTa0O0JIUTa KIIOMHUIOTpeNa, IPU MCCIE0BaHUN arperaiuu TpoMOOIUTOB
eX ViVO, BapbUpYIOT B 3aBUCHMOCTH OT reHotuna mzodpepmerta CYP2CI19. Amnnens reHa
CYP2C19*1 cooTBETCTBYET MOJHOCTHIO (PYHKLIMOHATBHOMY METa0OJIM3My, TOTJa Kak ajuleiu
resoB CYP2C19*2 wu CYP2C19*3 sgBustorcss He(QyHKUMOHATBHBIMU. AJUIETM TE€HOB
CYP2C19*2 u CYP2C19*3 sgBnsitoTcsi NpUYMHON CHUKEHHUS MeTaboiau3Ma y OOJIBIIMHCTBA
npescTaBuTeNel eBponeouIHoM packl (85 %) u azuarckoit nonymsamuu (99 %). [Apyrue annenu,
C KOTOPBIMH CBSI3aHO OTCYTCTBHUE WJIM CHIKEHME METabolM3Ma, BCTPEUarTCs pexe U
BKJIFOYAIOT, HO HE OTrpaHUYMBaIOTCA, ayuienssMu reHoB CYP2C19*4, *5, *6, *7 u *8. [TanueHTsI €
HU3KOW akTUBHOCTBHIO M3opepmenta CYP2C19 nomkubl o0nanaTh ABYMsI YKa3aHHBIMHU BBIIIE
ayiensaMu reHa ¢ norepei GyHkiuu. OnyOIMKOBAaHHBIE YAaCTOTHI BCTPEYaeMOCTH (DEHOTHUIIOB
MAIMEHTOB ¢ HU3KON akTHUBHOCTHIO M3odepmernTa CYP2C19 y nanueHToB eBpOneonIHON pachl
coctaBisioT 2 %, y ManueHTOB HerpougHo packl — 4 % u y mpenacTaBuTened a3uaTcKou
nonymsiiu — 14 %. CyliecTByIOT crenuaibHble TEeCThl JUIsl OMpEeNeleHUs HMEIOUIerocs y
nanuenTa reHotuna uzodepmenra CYP2C19.

[To manHbIM TepekpecTHoro uccnenoBanus (40 MOOPOBONBIEB) ¢ ydacTHeM TOOPOBOJBIEB C
OYCHb BBICOKOH, BBICOKOHM, MPOMEKYTOUHOW M HU3KOW aKTUBHOCTHIO m3opepmenta CYP2CI19,

KaKHX-JI100 CYIIECTBEHHBIX pa3quH171 B OJKCIIO3MIIMKW AKTHBHOI'O MeTa0oauTa U B CpEaAHUX
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sgauenusx MAT, umagynuposannoi AJID, y n06p036gﬁ%égmﬁg Hifeokot, Bricokoii

IPOMEXYTOUHOU akTUBHOCTHIO n3opepmenta CYP2C19 BrisiBieHo He ObLI0. Y 100pOBOIIBLIEB C
HU3KO# akTuBHOCTHIO M30(epmenta CYP2C19 skcno3uiiust akTUBHOTO METa0OIUTa CHIDKAIACh
Ha 63—71% mno cpaBHEHHIO C J0OpPOBOJIBIIAMH C BBICOKOW AaKTHUBHOCTBIO H30(epMeHTa
CYP2C19. Tlpu wucnonp3oBanuud cxembl JedeHuss 300 Mmr Harpy3oudHas [103a/75 mr
noanepkuBatomas jgo03a (300 mr/75 mr) y 100pOBOIBIEB ¢ HU3KOW aKTUBHOCTBIO M30(epMeHTa
CYP2C19 anturpoMOOIMTapHOE NEHCTBHME CHUXAIOCh CO cpenHuMu 3HadeHusmMu UAT,
cocrapmsitoumu 24 % (dyepes 24 1) u 37 % (Ha 5 geHb uccnenoBanus) mno cpaBHeHuto ¢ UAT,
cocrapisitomumMu 39 % (uepe3 24 4) u 58 % (Ha 5 neHb uccienoBaHusi), y TOOPOBOJBIEB C
BbICOKOH akTuBHOCTHIO mM3odepmenta CYP2C19 u 37 % (uwepe3 24 4) u 60 % (Ha 5 neHs
MCCJIeI0BaHMS) Y JOOPOBOJIBIIEB C MPOMEKYTOYHOM aKTUBHOCTHIO n3odpepmernta CYP2CI19.
Korna noOpoBonbibl ¢ HU3KOM akTUBHOCTHIO M3odepmenta CYP2C19 nmomyuanu mpemnapar mno
cxeme nedenusst 600 mr Harpy3ounas no3a/150 mr mogaepxwuBatomias go3za (600 mr/150 mr),
OKCTHO3UIUS aKTHBHOTO MeTaOonmuTa ObUIa BBINIE, YeM NpU TPUEME MO CXeMe JICUYCHUS
300 mr/75 mr. Kpome nstoro, AT cocraBmsmo 32 % (uepes 244) u 61 % (Ha 5 neHp
UCCIIEIOBaHMs), 4YTO ObUIO OOJNBIIE TAaKOBOTO Yy JOOPOBOJBIEB C HHU3KOW aKTHUBHOCTHIO
uzopepmenta CYP2C19, nmonydaBmux nedenue no cxeme 300 mr/75 mr, u ObUI0 MOAOOGHO
TaKOBOMY B TpYIIax MaueHTOB ¢ Oosee BbICOKOM MHTEHCUBHOCTHIO CYP2C19-meTabonusma,
nonyyaBmmx JedeHue 1o cxeme 300 mr/75 mr. OngHako B HCCIENOBAaHUSAX C Y4YETOM
KIIMHUYECKUX HCXOJ0B PEXHM JIO3UPOBAHUS KIOMUAOTpEena IJs TAIMeHTOB ATOW TPYIIbI
(manueHToB ¢ HU3KOH akTUBHOCTHIO n3odepmerta CYP2C19) noka He ycTaHOBJIEH.
AHaJOTMYHO pe3ynbTaTaM JaHHOIO HCCIIEOBaHUS METa-aHalu3 IIECTH HCCIEJOBaHUM, B
KOTOpPBIA BONUIM JaHHbIE 335 1MOOpPOBOJBIEB, MOMYYaBIIUX KJIOMHUAOTPEN M HAXOJUBIIUXCS B
COCTOSIHUM JIOCTHMIKEHHMsSI PAaBHOBECHOW KOHIEHTpallMM, IOKa3al, 4YTO [0 CpPaBHEHHUIO C
NOOpOBOJIBIIAMU C BBICOKOW akTHBHOCTBIO u3odepmenta CYP2C19, y noOpoBonbleB c
POMEXKYTOUHOM akTUBHOCTHIO M30(pepmenta CYP2C19 skcno3uius akTUBHOro Mmertaboniurta
cHukanach Ha 28 %, a y J0OpoBOJIbLIEB C HU3KOM akTuBHOCTHIO nM30opepmenta CYP2C19 — Ha
72 %, B 1o Bpems kak UAT Obuio cHmwkeHo c¢ paznuuusmu B UAT wa 5,9 % u 21,4 %,
COOTBETCTBEHHO.

He npoBoaunocek onenku Bausinusa reHotuna CYP2C19 Ha kmuHUYECKHE UCXO/IbI Y TIAIIUEHTOB,
MOJYYaBIIUX KIOMUIOTPEN, B TPOCIEKTUBHBIX PaHAOMH3UPOBAHHBIX KOHTPOJIHPYEMBIX
uccnenoBaHusx. OJHAKO HAa HACTOSAIIMM MOMEHT HMEETCS HECKOJIBKO PETPOCHEKTHUBHBIX
aHaMM30B. Pe3ynbTaThl TEHOTHUNHPOBAHHUS TIOMYYEHBI B XOJE€ CIEAYIOMUX KIMHHYECKUX
uccinenoannii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a

TaKX€ B HECKOJIBKUX OHY6J'II/IKOB3HHBIX KOTOPTHBIX UCCIICAOBAHUAX.
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B nccnenosanun TRITON-TIMI 38 u 3-X KOr¢pTHBIX HE&'I&:H)% e )‘Z-Eéatéfl,'%tgb?ﬁé, I_@i:ljsti)

NAlMeHThl KOMOMHHMPOBAHHOW TpPYNIbl C MPOMEKYTOUYHOM MM HU3KOW aKTHBHOCTBIO
uzodpepmenta CYP2C19 umenu Gosnee BBICOKYIO YaCTOTY CEPACYHO-COCYIUCTHIX OCIOKHEHHM
(cmepTh, UM u uHCYNBT) Uiau TpomMOO3a CTEHTA MO CPABHEHHIO C TAKOBBIMU Y IAIIUEHTOB C
BBICOKO# akTUBHOCTHIO n30hepmenta CYP2C19.

B wuccnenoBannun CHARISMA u omHOM KOropTHOM wuccieaoBanud (SIMON), yBeIHMueHHE
YaCTOTHl CEPJACYHO-COCYAUCTHIX OCJIOKHEHHH HAOII0aNoch TOJIBKO Y IMALMEHTOB C HHU3KOM
akTuBHOCTRIO Hu30epmenta CYP2C19 (mpum uX cCpaBHEHWH C TaIlMEHTAMH C BBICOKOM
akTUBHOCTHIO n3odepmenta CYP2C19).

B wuccnenoBanuu CURE, CLARITY, ACTIVE-A u ogHOM W3 KOTOPTHBIX HCCIIEAOBAHUN
(Trenk), He HaOMIOIATOCH YBEIMYCHHUS YACTOTHI CEPIACYHO-COCYAMCTBIX OCIOKHEHUH B
3aBUCUMOCTH OT HHTeHCUBHOCTH CYP2C19-metabonusma.

Oco0nIe T'pYIIIBI ITAIIMCHTOB

q)apMaKOKI/IHeTI/IKa aKTHUBHOI'O MeTaboIuTa KJIIOIINOOTpCiia B 0COOBIX rpynmnax IMmanyueHTOB HE
U3y4Jaachb.

IloueuyHas HETOCTATOYHOCTh

[Toce MOBTOPHBIX MPUEMOB KJIOMMJIOTPENA B TO3UPOBKE 75 MI/CYTKU y MALUEHTOB C TSXKEJIBIMU
HapyiieHusiMA  QyHKIMH Todek (kimpenc kpearnHuHa (KK) ot 5 mu/mue mo 15 mu/muH)
uHruOuposanve AJ|®-uHIyIMpPOBAaHHON arperauu TpoMOOUMTOB ObLIO HMKE (Ha 25 %) mo
CPaBHEHHIO C TAKOBBIM Y 3710pPOBBIX JOOPOBOJIBLIEB, OJTHAKO YAJIMHEHUE BPEMEHNU KPOBOTEUEHUS
ObUIO NMO0OHBIM TAKOBOMY Y 3/I0POBBIX JOOPOBOJIBIIEB, MOTYYABIINX KIOMUAOIPEN B JJOBUPOBKE
75 MT' B CyTKH.

IIeueHOUHAS HEAOCTATOYHOCTDH

He Obu10 3HaYMMBIX OTAMYMN B cTeneHH MHrHOMpoBaHus AJIP-MHIYyHHPOBAHHOW arperanuu
TPOMOOIIMTOB TOCIIE €XEIHEBHOIO MpueMa KIOMUAOIpesia B CYyTOUHOW j03e 75 MI' B TE€UEHUE
10 nHeil y TAIMEeHTOB C TSDKEIBIMH HAapyMICHHSIMH (QYHKIUM TIEUYEHH II0 CPAaBHEHHUIO CO
3I0pOBBIMH  100poBoJibLiaMu. CpeqHee BpeMsi KpPOBOTEUEHHUS! TaKKe COMOCTaBUMO B 00eHx
rpyImmax.

JIniia moXKMI0r0 BO3pacTa

Y 106poBombIleB cTapmie 75 JeT Mpu CpaBHEHUU C MOJIOJABIMH JOOPOBOJIBIIAMH HE OBLIO
MOJTYYSHO Pa3Inyuil 1O MOKa3aTessIM arperaid TPOMOOITMTOB U BPEMEHU KPOBOTCUCHHS.
Koppekuust 10361 HE TpeOyeTcs.

PacoBas npuHagiIeKHOCTh

Pacnipoctpanennocts  aymmenet  reHoB  m3odepmernta CYP2C19, oOycnaBiamBarommx

MPOMEXKYTOUHYIO U HHU3KYI0 aKTUBHOCTH 3TOrO M30()EepMEHTa, OTIUYAETCS y MpeAcTaBUTENEH
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pa3iIMyYHbIX pacoBeIX Tpymm. Hwmerorcs or )aHqu}fﬂ%:-}ﬁ%Eﬁ'%/g%'Hz'rr_é'i:lgﬁe':l:'—'6 | ux

pacnpoCTpaHEHHOCTH Yy NPEACTaBUTENEH a3MaTCKOM MOMYJISILIMM, YTO HE IMO3BOJISET OLIEHUTDH Y
HUX 3HaueHWs reHoTunupoBaHus uzopepmenta CYP2C19 mns pa3BUTHA HMIIEMHYECKUX
OCJIOKHEHUH.
eTu
Knnnnyeckue gaHHble OTCYTCTBYIOT.
6. ®APMAIIEBTUYECKHUE CBOMCTBA
6.1. Ilepeyenb BcmoMoraTeibHbIX BellleCTB
— Iennrono3a MUKpOKPUCTAIUIMYECKAS
— JIaKTO3bl MOHOTH/JIPAT;
— KpaxMaJ IpeKeIaTUHU3UPOBAHHBIN KYKYPY3HBIH;
—  TallbK;
— KPOCIOBUJIOH,;
— KacTOpOBOE MAcCJIO THJIPOTeHU3UPOBAHHOE;
— wMakporoia 6000 (E1521);
— KpEeMHHS AUOKCHUJ KOJUTOUIHBIN (a3pOCKI).
CoctaB 0007104KH:
— TUnpoMesnio3a (TUIAPOKCUTIpomIMeTuieuiono3a) (E464);
— JIaKTO3bl MOHOTH/JIPAT;
— twurana quokenn (E171);

— rnunepun tTpuanetar (tpuanetuH) (E1518);

KpacuTelb xKese3a okcu kpacHblit (E172).
WJIM TOTOBOE IIJIEHOYHOE MOKPBITUE UIEHTUYHOIO COCTaBA.
6.2. HecoBmecTUMOCTH
He npumenumo.
6.3. Cpok rogHocTH (CpoK XpaHeHHUs1)
3 roja.
6.4. Oco0ble Mepbl MPEeI0CTOPOKHOCTH MPH XPaHEHUH
XpaHuTh nipu Temnepatype Hmke 30 °C
6.5. XapaxTep u cojiep:kaHue NePBUYHON YIAKOBKH
ITo 10, 14, 15 TabneTok B KOHTYPHYIO SIUEHKOBYIO YIAKOBKY U3 IUICHKH MOJUBUHHUIXJIOPHIHON
1 GOJIbIM ATIOMUHUEBOM MeYaTHOMN JIaKMPOBAaHHOM.

ITo 90 TabmeTok B 0aHKY MOJIMMEPHYIO B KOMIUIEKTE C KPBIIIKOM.

31



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 28.10.2024 N= 23658

Ha 0aHky HakJIeMBalOT 3THUKETKY CaMOK Heﬂmy}o@{'.:'::ﬂzgt%; Bhdtarvsater |30 :ﬁ'ﬂéHKy

TEPMOYCaI0UHYIO.

2 KOHTypHBIC SYCHKOBBIC ymakoBKkd 1o 14, 15 tabmerok wim 3, 9 KOHTYPHBIX SYEHKOBBIX
ynakoBOK 110 10 TaOGneToK, Wik 6 KOHTYPHBIX SYEHKOBBIX YITAKOBOK IO 15 TabJIETOK ¢ JIMCTKOM-
BKJIAJIbILIIEM TTOMEIIAIOT B NMaYKy U3 KapTOHA JIJIsl MOTPEOUTENbCKON Taphl.

1 GaHKY ¢ TMCTKOM-BKJIAJIBIIIEM TIOMEIIAIOT B MAYKY U3 KAPTOHA JUIS MMOTPEOUTEIHLCKON Taphl.
6.6. OcoOble Mepbl MNPEIOCTOPOKHOCTH TPH  YHUYTOKEHHUH  WCHOJb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHBbIX IIOcje NPHMEHEeHUus
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MaHuIMyJIsiiHU ¢ NpPenapaTom

Oco0ble TpeOOBaHUS OTCYTCTBYIOT.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YJOCTOBEPEHUSA

Poccuiickas ®@enepanus

AxktuonepHoe obmiectBo «IIpousBoactBennas dapmaneBTuueckas kommnanuss OOHOBICHHE)
633621, HoBocubupckas 061., Cy3yHckuii paiioH, pi. Cy3yH, yi. Komuccapa 3atekoBa, 1. 18.
Ten./daxc: 8 (800) 200-09-95.

7.1. TIlpencraBuTesib JepiKaTe/isi PErucTPANMOHHOIO Y/AOCTOBEPEHHUS] HA TEePPUTOPHUH
Coro3a

[Iperen3nn norpedUTENEH HAOPABIATE 110 aIPECY:

B Poccuiickoti @edepayuu

Poccuiickas ®enepanus

AxuunonepHoe o6mectBo «IIponsBoacTBeHHas papmarieBTHUecKast koMnaHust OOHOBIEHHE)
630096, r. HoBocuoOupck, yi. CtanimonHnas, 1. 80.

Ten./dpaxc: 8 (800) 200-09-95.

e-mail: pretenzii@pfk-obnovlenie.ru

B Pecnyonuxe Kazaxcman, Pecnyonuxe Apmenus, Pecnybonuxe benapyco, Koipevizckotl
Pecnybnuxe

Pecnyonmka Kazaxcran

TOO «Papmareiir-Kazaxcran»

Pecniybnuka Kazaxcran, ropox Amnmarbel, AjnMmanuHCKuid paiioH, [Ipocmekt A6as, mom 153,
KkB. 38, mourtoBsIit naAekc 050000

Temedon: +7 777 788 3809

e-mail: saldibekova@pharmagate.co.uk

8.  HOMEP PETHCTPAIHMOHHOI'O YIOCTOBEPEHUSA
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9. JIATA MEPBUYHONM PETMCTPALIMM (MONFBEPKAEHS PEFUCTPALIMN,

NEPEPEI'MCTPALIUN)

JlaTa nepBUYHON pEruCTpaLyu:

10. JATA NEPECMOTPA TEKCTA

OOmass xapakTepucTUKa JieKapcTBeHHoro mnpemnapara Kionupgorpen PeneBanm nocrynmHa Ha
nH(pOpMalMOHHOM NopTasie EBpa3uiickoro 3KOHOMUYeCKoro cowo3a B HH(DOpPMAIMOHHO-

KOMMYHHUKAIMOHHOM cetn «MHTepHe™ https://eec.eaeunion.org/
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