COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 24.06.2025 N= 15585

OBILIAS XAPAKTEPUCTHKA JIEKAPCTBEHHOIO HAPEHAPATA 21 YC 15 0004)

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IPEITAPATA

Knonunorpen-®I1, 75 mr, TabneTku, MOKPHITHIC MIICHOYHON 000I0YKOH

2. KAUECTBEHHBII M1 KOJIMYECTBEHHBIN COCTAB

JleiicTByromee BenecTBO: KIOMHIOTPEN.

Kaxmas Tabierka cogepkut 75 Mr kinonuaorpena (B Biae ruapocyibdara).

BcnoMoraTenpHble BElIECTBa, HAJTMYUE KOTOPBIX HAIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npenapara: JIakTo3a, Macjio KaCTOpOBO€ I'MAPOreHU3UpOBaHHOE (CM. pasnen 4.4.).

[TonHbIN epevYeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEJIEH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPHITHIE TNIEHOYHOH 000I0YKOM.
Kpyrible 1BOSKOBBIIYKIIbIE TAONETKH, TOKPBITHIE IIEHOYHON 000JI0UKON PO30BOTO LIBETA.

Ha IIOIICPCYHOM pPa3pe3€ AaApo OT 6esoro a0 0€JI0ro CO CIIErKa JKEITOBAThIM OTTEHKOM OBCTA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloka3aHusl K IPUMEHEHHUIO
[Tpenapat Knonunorpen-®II nokazan Kk NpUMEHEHUIO y B3pOCIbIX B Bo3pacTe oT 18 ser.

Bropuynas HDOd)I/IJ'IaKTI/IKa aTeDOTDOM6OTI/I"IeCKI/IX OCJIOKHEHMH

e YV B3pOCIIBIX MALMEHTOB MOCJIE HEAABHO MEPEHECEHHOT0 NH(papKTa MUOKap/aa (C JaBHOCTBIO OT
HECKOJIbKUX JHeH 10 35 nHell), HEJaBHO MEPEHECEHHOTO0 HIIEMHUYEeCKOr0 MHHCYIbTa (C
JAaBHOCTbIO OT 7 paHeW 1o 6 MecdlleB) WIM MpU JUArHOCTUPOBAHHOM 3a00JI€BaHUU
nepudepudecKkux apTepuil.

e V B3pOCIIbIX MALUEHTOB C OCTPHIM KOPOHAPHBIM CHHAPOMOM:

— OCTPBIM KOPOHApHBIN cUHApPOM 0e3 moabeMa cermeHnTa ST (HecTaOuibHas CTEHOKapAUS WIIH
uHpapkT MHOKapjaa Oe3 3ybma (), BKiIIouYas MAIUEHTOB, KOTOpBIE JIOJDKHBI IOJIy4aTh
MEAMKAMEHTO3HOE JIEUEHUE, M TAlMEHTOB, KOTOPBIM IIOKa3aHO YPECKOXKHOE KOPOHApHOE
BMEIIIATENILCTBO (CO CTEHTUPOBAaHMEM WM 0€3 CTEHTHUPOBaHMA) WIM aOPTOKOPOHAPHOE
nryHtTupoBanue (AKII).

— OCTphIi MH(}ApPKT MUOKapjaa ¢ moabeMoM cermenTta ST, BKIIIOYas MAalMEHTOB, MOIYYaIOLINX

MEIUKaAMCHTO3HOC JICUCHUC, B TOM YHUCJIC TpOM6OJ'II/ITI/I‘IeCKyIO TECPpaIuIo.
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MAIMEHTOB ¢ GUOpMILIIIMEN npeacepanii (MepIaTeIbHON apUTMHUEN)

— YV B3pOCIIBIX TAIMEHTOB ¢ (GUOPMILIAIMEH pencepanii (MepaTeIbHON apuTMHUEH ), IMEIOIUM
X0Tss Obl OAWH (aKTOp pHCKA Pa3BUTHS COCYIUCTBIX OCIOKHEHUH, KOTOpbIE HE MOTYT
npuHuMaTh aHTaroHucTel BUTamuHa K (ABK) u wuMmeror HHM3KHMIA pPHUCK KPOBOTCUCHUH,
KJIONUOTPEIT B COYETAaHUU C areTricanuuioBoit kuciaoror (ACK) nmokazan mis npoduiakTuKy
aTePOTPOMOOTHUIECKHIX U TPOMOOIMOOIMYECKUX COOBITHH, BKITFOYAst HHCYIBT.

Y B3pOoCHBIX MAMEHTOB C TPAH3UTOPHOU mimeMuueckoii arakoi (TUA) cpeaHero uin BBICOKOTO

PUCKA WM ¢ MadbIM uiemMudeckuM nacyisToM (M) (B komOubammu ¢ ACK)

Knonunorpen B komOouHauu ¢ ACK nokazas:

— B3pocibiM manrenTam ¢ TUA cpeaHero uim BRICOKOro prcka (omeHka 1o mkane ABCD2* >4)
i ¢ mastbiMm MU (NIHSS** <3) B Teuenue 24 yacos nociie coowitus TUA nmu M.

* Illkama nnsi OLEHKM pHUCKa paHHEro WHCynbTa mociie THUA, Gasupyercs Ha CIeayrOIINX
napaMeTrpax: BO3pacT, apTepHaIbHOE JABJICHUE, KIIMHUYECKUE CUMITTOMBI, POJIOJDKUTEIIBHOCTh
THA u caxapHblii quadeT.

** J1Ikana HWHCYJIbTAa HAHUOHAJIbHOT'O UHCTUTYTA 3J0POBLSI.

4.2. PexxuMm 103MpOBaHNs U c1IOCO0 MPUMEHEHUs!

Pexxum 103upoBaHus

Heoasno nepenecennviii ungpapkm muoxkapoa (MM), nedasno nepenecennvlii UHCYIbM U
OUazHOCMUPOBAHHOe 3a00.1e8anue nepugepuieckux apmepuil

Pexomengyemast n1o3a — 75 mr 1 pa3 B CyTKH.

Ocmpuui Koponapuwviti cuHOpom 0e3 noovema ceemenma ST (Hecmabunvhas cmeHOKapous,
unghapkm muoxapoa oe3 3yoya Q)

JledeHue KIOMHUIOTPENIOM CIIeyeT HaYMHATh C OJHOKPATHOTO MpHeMa Harpy3o4Hoi m0361 300
mr wiu 600 mr. Harpy3ounyto 103y 600 Mr Mo’kHO Ha3HayaTh MAlUEHTaM B BO3pacTe MeHee /5
JIeT, KOTJa IUIAHUPYETCs MPOBEACHHE YPECKOKHOr0 KopoHapHoro BMmemarenbctBa (UKB) (cm.
pazznen 4.4.). JleueHue KJIOMMUJIOTPEIOM CEIyeT MPOAOKUTH B T03UpOBKe 75 Mr 1 pa3 B cyTKu
coBmectHO ¢ ACK B no3e 75-325 wmr. Ilockonbky 6omnee Bbicokue 10361 ACK Oblmu CBS3aHBI C
0oJiee BHICOKMM PHCKOM KPOBOTEUEHHUsI, pekoMeHayeTcsi, uToObl g03a ACK He mpesbimana 100
Mr. OnTuManbHas MPOAOIDKUTEIBHOCTh JIeUeHUS O(QUIMAIbHO HE YCTaHOBJEHa. JlaHHBIE
KJIMHUYECKHX MCCIIeI0OBaHUN MOATBEPKIAIOT BO3MOXKHOCTD MTPOAOJKUTEIBHOCTH JeUeHHs 10 12
MecsI1eB; MakcuMasbHas 3(pPeKTUBHOCTH Tepanuu Habo1anach yepes 3 Mecsia Je4eHUs.

Ocmputii unghapkm muoxapoa ¢ noovemom ceemenma ST
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komOunaimu ¢ ACK, a takxe ¢ TpoMOOJIOTHYECKUMU TIpernapaTaMu Wi 0e3 Hux. Y HalueHTOB
cTapuie 75 JIeT JIeYeHUE KIONMUIOTPEIOM JOJDKHO HAuMHAThCA O€3 IpHeMa €ro Harpy3ouHOM
n036l. KoMOMHUPOBaHHYIO TEpaIUIO ClieyeT Ha4yMHATh KaK MOXXHO paHbIIe MOCje MOSBICHUS
CUMITOMOB U MPOJ0JDKATh HE MEHEEe YEThIPEX HEeNb.

Qubpunisayus npedcepoutl

Knonuporpen cienyer npuHUMaTh B CyTOYHOM 03€ 75 MT.

B xomOumnanuu ¢ ximonmporpenoMm Heooxomumo mpuHuMath ACK B nmosmpoBke 75-100 mr
exeqHeBHO (cM. pa3men 5.1.).

B3spocnvie nayuenmuol ¢ THA cpednezo unu evicoxozo pucka uau ¢ mauvim MU

B3pocneim manmentam ¢ TUA cpenHero wiv BBICOKOTO pucKa (oreHka o mkaie ABCD2* >4)
win ¢ mManeim UM (NIHSS** <3) naznavaroT Harpy3ounyto 103y kinonugorpena 300 mr, mocie
KOTOpOM Ha3HauaroT kjonuporpen B go3e 75 mr 1 pa3 B cytku u ACK (75-100 mr 1 pa3 B
cytku). Tepanuto kimonuporpenom u ACK crnenyer HaumHath B TeueHUEe 24 4acoB Iocie
COOBITHSI M TIPOJIOJDKATh B TeueHue 21 1HA, Mociae 4Yero Ha3zHayaloT TEPanui0 OIHUM
aHTHArperaHTHBIM MIPemapaToM.

Dapmarozenemuxka (nayueHmvl ¢ 2eHemudecku OOYCI08IEHHOU CHUMNCEHHOU aKMUBHOCHbIO
usogpepmenma CYP2C19)

Huskas aktuBHOCTh m3odepmenta CYP2C19 cBsizana ¢ yMEHbIICHHEM aHTHATPEraHTHOTO
neiicTBus kinonuaorpena. Pexxum npumeHeHus 6onee Bbicokux 1103 (600 Mr — Harpy3odHas
nmo3a, 3ateM 150 Mr 1 pa3 B CyTKHM €XEIHEBHO) y TAI[MEHTOB C HHU3KOH aKTUBHOCTHIO
nzoepmenta CYP2C19 yBenuumBaeT aHTHArperaHTHOE JEWCTBHE KIIOMUIOTpena (CM. paszfien
5.1.). V mammeHtoB ¢ HuM3KOW akTUBHOCTHIO m3odepmernta CYP2C19 MoxHO paccMOTpeTh
BONPOC O MPUMEHEHUU OoJiee BHICOKUX 103 KIomuaorpena. TOYHBIA peXUM JO3UPOBAHMS IS
JTAHHOM TOMYJIALIMYM MalUEeHTOB B KJIMHUYECKUX HCCIEAOBAHUSAX, YUUTHIBAOIINX KIMHUYECKUE
UCXO/Ibl, HE YCTAHOBJIEH.

IIponyck 10361

Ecnn nponyies npueM npenapara B TEUCHHE:

e menee 12 wacoeé mocie 3alJIaHUPOBAHHOTO BPEMEHM: MAIMEHThl JIOJDKHBI MPUHATH 103y
HEMEJUIEHHO, a 3aTeM MPUHSATH CIEIYIOUIYIO 103y B OOBIYHOE 3aIlJIAaHUPOBAHHOE BPEMS;

® oonee 12 yacoe nocie 3aIUIaHUPOBAHHOTO BPEMEHHU: MALMEHTHI JOJIKHBI IPUHSTH CIEAYIOLIYIO
7103y B 0OBIYHOE 3aIIJIAaHHPOBAHHOE BPEMs M HE JIOJDKHBI YABAUBATH J103Y.

Oco0ble TPVIIILI TAIMEHTOB

HauueHmbz NOSHCUTIOC0 803pacma

s momydeHust ”HPOpPMaLUK 0 Harpy304HOH J103€ IS NalMeHTOB crapuie 75 net cM. pasnen 4.4.
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Ilayuenmul ¢ Hapywenuem yHKyuu novex

Koppekuuu 10361 He TpedyeTcs (cM. paznen 4.4.).
THayuenmoi ¢ HapywieHuem QyHKYuu neveHu
Koppeknuu no3e1 He Tpedyercs (cM. pa3aen 4.4.).
eTu
BbezonacHocts u 3¢ (eKTUBHOCT NPUMEHEHHUs Ipemnapara y JeTeil B Bo3pacte a0 18 yer He
YCTaHOBJICHBI.

Croco0 rmpuMeHeHus

BHYTpB, HE3aBUCUMO OT IIpHEMa IHUIIH. HpenapaT MMPUHUMAKOT Ka)l(I[BIﬁ JC€Hb B OHO U TO K€

BpeMsL.

4.3. [IpoTuBONOKA3aHUS

e [UIepuyBCTBUTEIBHOCTh K KIOMUIOTPEIY WIH K JIIOOOMY M3 BCIIOMOTATEIbHBIX BEIECTB,
MepeUYrCIECHHBIX B pazjene 6.1.

o Tspxenasi meyeHOYHAs! HEIOCTATOYHOCTD.

e OcTpoe KpOBOTEUEHHE, HAIPUMEDP, KPOBOTCUCHHUE U3 MENTUYECKON SI3BbI MM BHYTPUUYECPEITHOE
KPOBOUBIIUSHUE.

e bepeMEeHHOCTh U MEePHOJ] TPYJTHOTO BCcKapMiIuBaHus (cM. pazzaen 4.6.).

4.4. OcoOble ykazaHMsl M1 Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTEIO

e [lpm yMepeHHONM  NI€YEHOYHOM  HEAOCTAaTOYHOCTH, IpH  KOTOPOM  BO3MOKHA
IPEPacoiOkKEHHOCTh K KDOBOTEUEHHIO (OrpaHUUEHHBIN KIMHUYECKUN ONBIT IPUMEHEHU).

e [Ipy noueyHoi HEAOCTATOYHOCTH (OrpaHUYEHHBIN KIMHUYECKUH OIBIT IPUMEHEHHUS).

e [Ipu 3a0051eBaHUAX, IPU KOTOPBIX UMEETCS MPENPACIIOI0KEHHOCTh K PA3BUTHIO KPOBOTEUEHUI
(B YAaCTHOCTH JKENyJIOYHO-KHUIIEYHBIX MM BHYTPUIJIA3HBIX), M, B OCOOCHHOCTH, NpHU
OJIHOBPEMEHHOM IIPUMEHEHUU JICKAPCTBEHHBIX CPEACTB, KOTOPbIE MOTYT  BBI3BIBAaTh
MOBPEXACHUS CIM3UCTOM OOO0JIOUKM JKeTyJouHOo-KuileyHoro tpakra (Takux kak ACK wu
HECTePOUIHbIC IPOTUBOBOCTIANIUTEbHBIC Tipernapatsl [HITBIT]).

e V ManueHTOB, y KOTOPBIX HMMEETCs MOBBIIIEHHBIH PHUCK pa3BUTHS KPOBOTEUYEHMS: H3-3a
TpaBMbl, XUPYPrHUECKOTO BMEIIATEIbCTBA UM JIPYTMX MATOJOTUYECKUX COCTOSIHHI; a Takke y
nanueHToB, nonydarommx geuyenne ACK, remapunom, Bapdapunom, naruouropamu GPIIb/111a,
HIIBII, B ToM 4Ymcne CeneKTUBHBIMU HHTHOWTOpaMHu IukiookcureHaswsl-2 (L[OI- 2), a takxke

JPYTUMH JIEKapCTBEHHBIMHU CPEACTBAMH, MPUMEHEHUE KOTOPBIX CBS3aHO C PUCKOM PA3BHUTHS

4
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paznenst 4.4.,4.5.).

e [Ipu OZHOBpPEMEHHOM MPUMEHEHHM C JIEKApPCTBEHHBIMHM CpPEACTBAMH, SBISIOIIMMUCS
cyoctparamu uzopepmenta CYP2C8 (penarnuuua, nakauTakcen) (cM. pazaen 4.5.).

¢ V ManyeHToB ¢ HU3KOM akTHBHOCTHIO m3opepmenta CYP2C19 (cm. paznenst 4.2., 5.2.).

e [Ipu yka3aHusx B aHaMHe3€e Ha aJUIEPrUYECKHE M I'eéMaTOJOrMYeCKHe peaklud Ha Jpyrue
TUEHONUPUAUHBI (TaKW€ KakK TUKIONMIWH, Ipacyrpeia) (BO3MOMKHOCTb IE€PEKPECTHBIX
IJIEPrUYECKUX U FeMaTOJIOTHYECKUX PEAKIHiA).

e [Ipu HeJaBHO NEPEHECEHHOM IPEXO/AIIEM HapyIIEHUH MO3roBOro KpoBoooOpaienus win MU

(npu couerannu ¢ ACK).

Kposomeuenus u cemamonocuieckue Hapyuierus

B cBsi3u ¢ prckoM pa3BUTHS KPOBOTEUEHMS U HEXKENATEJIbHBIX PEAKIMI CO CTOPOHBI KPOBHU (CM.
paszzen 4.8.) B ciaydyae NOSBIEHHS B XO/€ JICUEHUSI KIMHUYECKUX CUMITOMOB, IMOA03PUTEIbHbBIX
Ha BO3HUKHOBEHHE KpPOBOTEUEHUS, CIIEAYeT CPOYHO cJejaThb OOLIMHM KIMHUYECKHH aHaiu3
KpPOBH, ONPEIENINTh AaKTUBUPOBAHHOE YacTU4YHOE TpombOoruiactuHoBoe Bpems (AUYTB),
KOJIMYECTBO TPOMOOIMTOB, IOKa3aTeau (YHKIUOHAJIbHOW AaKTUBHOCTU TPOMOOLIUTOB U
IPOBECTHU APYrue HeoOXOAUMBbIE UCCIETOBAHMSL.

Knonuporpen, kak W Jpyrue aHTUTPOMOOLIMTapHBIE CpEICTBA, CIEAYeT MPUMEHSATh C
OCTOPOXKHOCTBIO y TMAIMEHTOB, HMEIOIIMX TIOBBIIMICHHBI PHUCK pPAa3BUTHS KPOBOTEUEHUS,
CBSI3aHHBIN C TpaBMaMH, XUPYPrUYECKUMHU BMEIIATEIbCTBAMU WIH JPYTHMHU MaTOJIOTUYECKUMU
COCTOSIHUSIMH, a Takke y nanueHTos, npuHuMaronnx ACK, HIIBII (B Tom umncie MHTHOUTOPHI
LIOI'-2), remapun, Omnokatopsl raukonporenHa Ilb/Illa, CHMO3C u MomHbIE HHAYKTOPHI
nzopepmenta CYP2C19. B cBf3M C TOBBILIEHHBIM PHCKOM KpPOBOTEUYEHMsSI TpOHHAas
antuTpoMmOonutapHass Ttepanus (xinonunorpent+ACK+aunupunamon), nOpuMeHsieMas s
BTOPUYHOM NPOPHUIAKTUKHA MHCYJIbTa, HE PEKOMEHAyeTCs MalMeHTaM C  OCTPBhIM
HEKapIM03MO0JINYECKUM HIIEMHYECKUM HHCYIbTOM uiu TUA.

[Tpu neyeHUH KIOMHAOTPEIOM, OCOOCHHO B TE€UEHHE NEPBBIX HEAENb JICYEHHUsS W/WIM TOoCcie
WMHBA3UBHBIX KapJIUOJOTUYECKUX MPOLEAYP/XUPYPrUUECKOr0 BMEIIATEIbCTBA, HEOOXOAUMO
BECTH TIIATEJIbHOE HAOMIOJCHWE 32 TalMeHTaMU Ha TMpeIMeT HCKIIYEeHUs IPU3HAKOB
KpOBOTEUYEHMs, B TOM 4HCIE, M CKpbIToro. He pexomeHayeTcss OJHOBPEMEHHBIN NpueM
KJIOMUJIOTpeNia C MEpPOpPAIbHBIMU AHTUKOATYJISHTAMH, ITOCKOJBKY 3TO MOXET YBEJIUYUTh

MHTEHCUBHOCTh KpOBOTE€UEHUH (cM. pa3zen 4.5.). On1HoBpeMeHHOe TPUMEHEHHE KIIOMUA0Trpena ¢
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IPY OJIHOBPEMEHHOM MPUMEHEHUH KJIomuIorpena u Bapdapuna (cM. paszaen 4.5.).

Ecin nanueHTy mNOpeACcTOMT IUIaHOBAash XUpYpruyeckas omnepauus, M Ipd 3TOM HET
HEoOXOaUMOCTH B aHTUTpoMmOomuTapHoM 3ddekte, To 3a 7 AHEH A0 omepanuu MpUEM
KJIONUOTPEIIa CIeAYET NPEKPATUTh.

Knonunorpen yaiumHseT BpeMsi KPOBOTEUEHHUS M JODKEH IPUMEHATHCS C OCTOPOKHOCTHIO Y
NAIMEeHTOB ¢ 3a00JIeBaHUSMH, MPEAPACIIONATAIOIIMMI K Pa3BUTHIO KPOBOTEUEHUH (OCOOEHHO,
JKEIYJOYHO-KUIIIEYHBIX W BHYTpUIUIa3HbIX). [IpemapaTbl, KOTOpble MOTYT  BBI3BIBATH
MOBPEIKICHHS CITM3UCTON 000s0ukH kenyaouno-kuirednoro tpakra (JKKT) (takue kak ACK,
HIIBII) y nanxieHTOB, MPUHUMAIOIINX KJIOMUJIOTPEN, CIAEAYET IPUMEHSTh C OCTOPOKHOCTHIO.
[TareHTH! JOIHKHBI OBITH MPETyNPEKIACHBI O TOM, YTO MPH MPUEME KIOMHI0rpea (0AHOTO HITH
B komOuHanuu ¢ ACK) /i 0cTaHOBKH KPOBOTEUEHHUSI MOXKET MOTPeOOBaThCs OOJIbIIE BPEMEHH,
a TaKke O TOM, YTO, B CIy4yae BO3HHKHOBEHHSI Y HHX HEOOBIYHOTO (IO JIOKATHM3AIMH WU
IPOJOKUTEILHOCTH) KPOBOTEUEHHUSI, UM CIIEAYET COOOIIUTh 00 3TOM CBOEMY JIeUalleMy Bpady.
[lepen mo0o0# mpeacrosmicl omepanmueil W Tepe] HAdaloM IpueMa Jiro0oro HOBOTO
JIEKapCTBEHHOT'O Tpernapara MalHeHThl TOJDKHBI coo0laTh Bpady (BKJIKOYas CTOMATOJIOTa) O
npueMe KIonuaorpena.

[TaruenTam ¢ OCTpbIM KOPOHAPHBIM CUHAPOMOM 0e3 nmoasema cermeHTa ST B Bo3pacTe crapiie
75 7ner He pEKOMEHAYyeTCs Ha3HayaTh HArpy3o4yHble 1103bl Kionugorpena 600 mr wu3-3a
HEJOCTATKa JaHHBIX O JIEWCTBUM KJIONMJAOIPEJa M U3-3a IMOBBILICHUS pHUCKA Ppa3BUTUSA
KPOBOTEUYEHMSI Y 3TOM IPYIIIbI TALIUEHTOB.

Tpombomuueckan mpomboyumonenuueckas nypnypa (TTI1)

OdyeHp peako moOciAe NPUMEHEHHUs KIomuaorpena (MHOrAa JAaXe HENpOAOIKUTEIBHOIO)
orMevanuch ciydau pasButus TTII, kotopas xapaktepusyercs TpOMOOLUTONIEHHEH U
MUKPOAHTMONIATUYECKOU TeMOJIMTUYECKON aHEMUEH, CONTPOBOKAAOIIUMHUCS HEBPOJIOTHYECKUMU
paccTtpoiicTBamu, HapylieHueM QyHKIUM nouek U jauxopaakoil. TTII sBisercss moTeHIMaIbHO
YIPOXKAIOLIUM  JKM3HU  COCTOSIHMEM, TpeOyIOUIMM HEMEIJEHHOro JICYEeHHs, BKIIOuas
iazmadepes.

Ilpuobpemennas cemogpunus

CooOmranock 0 cirydasix pa3BUTHUSI IpHOOpeTeHHON reModuiIny Npy npueme kinonugorpena. [pu
MOATBEPKJIEHHOM M30JMpoBaHHOM yBennueHun AYTB, compoBoxparomemcs WM He
COIPOBOKAAIOIIEMCS Pa3BUTUEM KPOBOTEUEHUS, CIEAYET PACCMOTPETH BOIIPOC O BO3ZMOXHOCTH
pa3BuTHs npuoOpeTeHHOW remodwinu. [lanueHTbl ¢ MOATBEPKIEHHBIM  JIMArHO30M
NpUOOpEeTEeHHOW TeMO(MINK JOJKHBI HAOMIOAAaTbCs M JIEUUTHCS CHEHUAINCTAMHU IO ATOMY

3a00JIeBaHUIO U IPEKPATUTH MPUEM KIIOMUIOTpena.



|:|:: |:: TEI E TI: TE| .:.‘-' E'l' 3 |". N E F. -l- H:' r.ll _. I:I .|_ L E T_f
oT 2406 . 5 M= 15525

e
A
LD

(NMOCNEOOBATENLHOCTh 0004)

Heoasno nepenecennulil uwemuyeckuil uHCyivm

Hauano mepanuu

* V nanuentoB ¢ octpeiM ManbiM MU mim ¢ TUA cpenHero uiym BbICOKOIO pUCKa JBOMHAs
aHTharperanTHas tepanus (kiaonugorpen u ACK) nomkHa HauaTbCs HE IO3JHEE 4eM
yepe3 24 yaca noce MosiBI€HUS] CHMITOMOB COOBITHS.

* JlaHHBIE O COOTHOILIECHHUM IIOJIb3bI U PUCKA KPATKOCPOYHOW JBOMHOM aHTHArpPEraHTHOMN
TEpanuu y nauueHToB ¢ ocTpbiM ManbsiM MU nnu ¢ TUA cpeanero mim BbICOKOTO pHUcKa €
BHYTPHUUYEPEITHBIM KPOBOMU3JIUSHUEM (HETPABMAaTUYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

* MoHoTepanus KIONMHUIOTpesoM y nauueHToB ¢ MU, He ABiAOmUMCS MallbM, AOJDKHA
HayaThCs yepe3 7 JHEH mociie Hayaia COOBITHS.

Tayuenmot ¢ UU, ne asnarowumces manoim (NIHSS > 4)

BBI/II[y OTCYTCTBUA JaHHBIX HE€ PCEKOMCHAYCTCS HaA3HAYAThb HBOﬁHym AHTHArperaHnTHYIO
TCpaIinro.

Tlayuenmol, Heoasno nepenecuiue manvid UU uwmu THUA cpedne2o unu 6blCOKO20 PUCKA,

KOomopbiM nOKA3aHO Ujiu Konopuvim 3anji1dHuUpoeaHo emeulameilbCneo

JlaHHble B IOAAECPKKY IPUMEHEHUS IBOMHOM aHTUArPEraHTHOM Tepaluy y NalueHTOB, KOTOPbIM
[IOKa3aHa KapoTHJHAs HHIAPTEPIKTOMMsI WJIM BHYTPUCOCYIUCTas TPOMOSKTOMUS, WIH Y
NAIMEeHTOB, KOTOPHIM 3aIUIAHUPOBAHBI TPOMOOJM3NUC WM AHTUKOAryJIsSHTHAs Teparws,
OTCYTCTBYIOT. B  yKa3aHHBIX CHTyanusXx HE PpEKOMEHIYEeTCS Ha3HadaTb JBOMHYIO

AHTHUAIrpCraHTHYIO TCPAIHnLO.

@yuxyuonanvras akmusHocmo uzogpepmenma CYP2CI19

VY nanueHToB ¢ HU3KON akTHUBHOCTHIO M30pepmenta CYP2C19 npu npuMeHeHUH KIoNuaorpena
B PEKOMEHIyEeMBIX J103aX 00pa3yeTcs MEeHbIle aKTHBHOIO MeTaboInTa KJIOMUIorpena u ciadee
BBIPQ)KEHO €r0 aHTHArperaHTHoe JeCTBUE, B CBA3H C YEM IPHU NpUeMe 00BIYHO PEKOMEHTyEeMBbIX
7103 KJIOMMJOTpeNia MPU OCTPOM KOPOHAPHOM CHHIPOME IPH YPECKO)XKHOM KOPOHAPHOM
BMEIIaTEeIbCTBE BO3MOJKHAa 0OoJee BBICOKAash YacTOoTa pPAa3BUTUSL  CEPJCHYHO-COCYAUCTBIX
OCJIOXKHEHHUH, YeM y MalMeHTOB C HOpMaJIbHOW akTUBHOCTHIO M30(epmenTa CYP2C19.
Oxwunaercs, 4T0 NMPUMEHEHME JIEKAPCTBEHHBIX CPEICTB, KOTOpbIE MHIYLHMPYIOT AaKTHUBHOCTH
m3opepmernra CYP2C19, moxker mUpPUBOAWTH K YBEIMYCHHIO KOHIIEHTPAIIUH aKTHBHOTO
MeTaboIHTa KIOMHUI0TPENa U MOBBIIATh PUCK BOSHUKHOBEHHS KPOBOTeUeHUs. B kauecTBe Mepbl
IIPEIOCTOPOKHOCTH HE PEKOMEHAYETCS NPUMEHATh OJHOBPEMEHHO MOUIHBIE WHAYKTOPBI

uzopepmerta CYP2C19 u xnonumorpen.
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JUIs TIOMOIIM B BBIOOpE TepameBTHUeCKo crparerun. CrexyeT paccMOTPETh BOMIPOC O
IpUMEHEeHHHU OoJiee BBICOKHX /103 KIOMUIOTpeNa y MalueHToB ¢ Hu3Koi aktuBHOCThIO CYP2C19
(cMm. pasgensr 4.2. u 5.2.).

Ilepexpecmmuvie annepeuueckue u/unu 2emMamonoc2uyecKue peakyuu mMexicoy mueHOnUpUOUHaAMU

VY manueHToB cieAyeT coOMpaTh aHAMHE3 Ha MPEJIMET UMEBIINXCS paHee aJUIEPTUYECKUX W/WIN
reMaToJIOrMYeCKUX PEAKIUil Ha Jpyrue TUEHONUPUAMHBI (TaKue KaK THUKJIONUIWH, [Ipacyrpen),
TaK Kak cOOOINANOCh O HAJIMYMU MEPEKPECTHBIX AIJIEPIHYECKHX W/MIM TI'eMaTOJOTHYECKUX
peakuuii Mexny TueHonupuanHamu (cMm. paszzgen 4.8.). TueHonupuIuHBI MOTYT BBI3BIBATh
YMEpPEHHblE M  TSDKEIbIE  AUIEPrUYecKUe  peakiuuu  (Takue Kak  KOYKHas  ChlIb,
AQHTMOHEBPOTUYECKUN OTEK) WIJIM TeMaTOJIOTHYECKUE PEeaKIMu (TaKhe Kak TPOMOOIMTONECHUS U
Heiitponienust). IlanmenTsl, y KOTOpBIX paHee HAOMIOJANUCh aJUIEprU4ecKue W/win
reMaToJIOrM4eCKUe PEaKLUU Ha OJUH U3 NPEenaparoB IPYIIbl THEHONUPUIANHOB MOTYT UMETh
NOBBINIEHHBIA PHUCK pa3BUTHS TOJOOHBIX peaKkIWid Ha JPyrol mpemapar TPYIIbI
TUCHONUPUANHOB. PeKOMeHIyeTCss MOHHMTOPHHI TEPEKPECTHBIX  aJUIEPTHYECKUX  H/HIH
reMaToJIOTMYECKUX PEaKIIUH.

Iloueunas neoocmamounocmo

OnpIT NpUMEHEHUs KIIOMMAOIpENa y MalMEeHTOB C TSKEJIOM MOYeuHOM HEI0CTaTOUYHOCTHIO
orpanuueH. [loaToMy cieayeT ¢ OCTOPOKHOCTBbIO NMPUMEHSATH KJIOMUIOIPEN Y 3TOH TPYIIIbI
HAIEHTOB.

Ileuenounas nedocmamounocms

HmeeTcst OrpaHUYEHHBIH OMNBIT NPUMEHEHMs] KIOMHUAOIpeNa y TMalUueHTOB C TAKEIbIMU
3a00JIeBaHUSMHM  TI€UYEHHU, KOTOpblE MOTYT OBITh  IPEAPACIHOIOXKEHbl K  Pa3BUTHUIO
reMopparudeckoro auaresa. Iloatomy ciegyer ¢ oCTOPOKHOCTBIO IIPUMEHATH KIOMUIOTPEN Y

JAHHOM T PYUIIBI ITALUCHTOB.

BcnomorarennHble BellecTBa

Jlakmo3wi moHo2udpam

[TauenTam ¢ peaKko BCTpeyarollelcs HACIEICTBEHHOM HENEPEHOCUMOCTBIO TallaKTO3bl,
ne(UIUTOM JIaKTa3bl WK TIIOKO30-TaJaKTO3HOM ManbaOcopOIueil He cieayeT NpuHUMAaTh 3TOT
npenapar.

Macno kacmoposoe 2udpozenuzuposanHoe

ITpenapatr Knonuporpen-®II coxepxkur 12,0 Mr macia KacToOpoBOro TMAPOT€HHU3MPOBAHHOTO,

KOTOPOE MOXKET BBI3BIBATH PACCTPOMCTRO JKETyAKa U JHAPer0 (MIOHOC).
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B3aNMOeiCTBUA

HeKa’DCTBeHHHe cpe€acTBa, IPHUMCHCHHC KOTOPBLIX aCCOIMHUPYETCA C PUCKOM pPa3sBUTUA

KPOBOTCYCHUA

VMeeTcsi TMOBBINIEHHBI PUCK pPa3BUTUS KPOBOTEUEHMS BCIEACTBHE HX IOTEHIIHAIBHOTO
aATUTHBHOTO 3 deKTa ¢ KIomuaorpesiom. Jleuenue cieayer mpoBOJUTH C OCTOPOKHOCTBIO (CM.
paznien 4.4.).

Ilepopanvrvle aumukoazynisinmel (Hanpumep, sapghaput)

OpnHoBpeMEHHOE NpPHUMEHEHHE KJIOMUIOrpesia M IMEepPOpPAIbHBIX AaHTUKOATyJISIHTOB  HE
PEKOMEH/IyeTCsl, TaK KaK JaHHas KOMOMHAIIMS MOXET YCHJIMTh KpoBoTeueHue (cm. pasnen 4.4.).
XoTs mpueM KiIonuaorpena 75 Mr B CYTKH HE HU3MEHsUT (apMaKOKHMHETHKY BapdapuHa
(cyoctpata uzodpepmenta CYP2C9) wnm MexIyHapoIHOE HOPMaIM30BaHHOE OTHOILICHUE
(MHO) y maiuenToB, [UIMTEIbHO MOIYYAIOIINX JIeueHHe BaphapruHOM, OJHOBPEMEHHBIN pHUeM
KJIOMUJIOTPEJIa YBEIMYMBAET PUCK Pa3BUTHS KPOBOTEUEHHS B CBSI3U C €ro HE3aBHCHUMBIM
JIOTIOJTHUTEIIFHBIM BIUSTHUEM Ha CBEPTHIBAEMOCTh KpoBU. IloaTomy ciemyer coOmonaTh
OCTOPOKHOCTB IIPU OJTHOBPEMEHHOM MpreMe Bap(aprHa U KIOMUI0Tpena.

bnoxamopuwr 1Ib/Illa-peyenmopos

B cBs13u ¢ BOBMOXXHOCTBIO (hapMaKOIMHAMHYECKOTO B3aUMOJICHCTBUS MEXKIY KIOMUAOTPEIIOM H
omokaropamu 1Ib/Illa-penenTopoB, WX OJHOBPEMEHHOE NMPHUMEHEHUE TPeOyeT OCTOPOKHOCTH,
0COOCHHO y MaIlMEeHTOB, UMEIOIUX MMOBBIIIEHHBIA PUCK Pa3BUTHS KPOBOTEUEHUS (TIpU TpaBMax U
XUPYPTrUYECKUX BMEIIATENLCTBAX WU IPYTHX MATOJOTUYECKUX COCTOSHUAX) (CM. pazaen 4.4.).
Ayemuncanuyunosas kuciroma (ACK)

ACK He u3meHsieT HHrHOUpYyroiero ajgeHo3uraudochar (AJP) HHIYITUPOBAHHYIO arperamnuio
TpoMOOIIMTOB 3¢ ¢eKkTa Kionuaorpena, Ho kionuaorpen mnoreHuupyer siausHue ACK Ha
KOJIJIareH-UHAYLIMPOBAHHYIO arperainuio TpoMOOIUTOB. TeM He MeHee, OJHOBPEMEHHBIH C
knonuorpenom npueM ACK mo 500 Mr nBa pa3a B €Hb B T€UEHHE OJHMX CYTOK HE BBI3bIBAJ
CYILIIECTBEHHOT'O YBEJIMYEHHUS! BPEMEHU KPOBOTEUEHUS, BBI3BIBAEMOT0 NMPUEMOM KIIOMMJIOTPEa.
[Tpu ognoBpemenHoM mpueme kionuaorpena u ACK cienyer cobmaoaate OCTOPOKHOCTb, Tak
KaK MEX1y HUMHM BO3MOXKHO (papMakoJUHAMHUYECKOE B3aUMOJICHCTBHE, KOTOPOE MPUBOJIUT K
MOBBIICHUIO pUCKa KpoBoTeueHus (cm. pasmen 4.4.). Tem He MeHee, B KIMHUYECKHX
MCCJIEIOBAaHMSIX MAMEHTHI MOJTydai KOMOMHUPOBaHHYIO Tepanuto kionuaorpenom u ACK (75-
325 mr 1 pa3 B CyTKH) 0 OJTHOTO Tojia.

T'enapun

[To maHHBIM KIIMHUYECKOTO UCCIIEIOBAHMS, IPOBEIEHHOTO C YYaCTHEM 3JJOPOBBIX T0OPOBOJIBIIEB,

IIpu MpueMe KIIOIMUAOorpeiaa HE Tpe60BaJ'IOCB N3MCHCHUA OO3bI I'CllaprHa U HE U3MCHSAJIOCH €TI0

9
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AQHTHArperaHTHOroO AEUCTBUA Kionuaorpena. Mexay KIONUAOIPEIOM U FenapuHOM BO3MOXKHO
(dapMakoIMHAMUYECKOE B3aUMOICHUCTBUE, KOTOPOE MOXKET YBEIMYMBATh PHUCK Pa3BUTHUSL
KpoBoTeueHMs. IIpu OIHOBpEMEHHOM NPUMEHEHUM CIEIyeT COOJII0JaThb OCTOPOXKHOCTH (CM.
pasznen 4.4.).

Tpomborumuxu

be3onacHOCTh OAHOBPEMEHHOTO MPUMEHEHHS KIOMUAOoTrpena, (GUOpUH-CIICHU(PUUECKUX HWIIH
bubpuH-HeCTIETU(DUIECKUX TPOMOOIUTHYECKUX CpPEJICTB M TelapuHa OblUla H3ydeHa Y
NAlMEHTOB € OCTPhIM MH(pApKTOM MHUOKapa. YacToTa KIMHMYECKH 3HAYMMBIX KPOBOTEUCHMH
Oblla aHaJOTMYHA TOW, KOTOpas HaOmmoAanach B Cllydae OJHOBPEMEHHOTO IPUMEHEHUs
TpomboTHueckux cpeacts u renapuna ¢ ACK (cm. paznen 4.8.).

Hecmepouonvie npomusosocnanumenvuvie npenapamol (HIIBII)

B kiIuHMuYECKOM HCClIeZIOBaHMM, IPOBEACHHOM C Yy4YacTHEM 370pOBBIX J0OpPOBOJBLEB,
OJIHOBPEMEHHOE INPUMEHEHHE KJIOMUAOIpEIa M HAIPOKCEHAa YBEIUYMBAJIO CKPBITbIE MOTEPU
kpoBu uepe3 KKT. Opgnako B CBA3M C OTCYTCTBHEM HCCJIEIOBAHUN 110 B3aUMOJAEHUCTBUIO
kionuaorpena ¢ apyrumu HIIBII, B HacTosiiee BpemMsi HEM3BECTHO, MMEETCSl JIM MOBBILICHHBIN
PHCK JKEJIyJIOYHO-KUIIEYHBIX KPOBOTEUEHHUH IpHU IMpHUeMe KIOMMIOrpeia BMECTe C JAPYrMMHU
HIIBII. Ilosromy npumenenune HIIBII, B ToM umcne unrudburopo LIOI'-2, B coueraHuu c
KJIOMUIOTPEIIOM, CIICAYET MPOBOAUTEH C OCTOPOKHOCTRIO (cM. paszen 4.4.).

Cenexmusnvie uneubumopwt 06pammnozo 3axeama cepomonuna (CHO3C)

Tak kak CHUO3C HapymamT aKTHUBALMIO TPOMOOIMTOB M YBEIMYMBAIOT PHUCK Pa3BUTHUS
KpPOBOTEUYEHHMSI, TO IPU OJJHOBPEMEHHOM IIPUMEHEHHUH CIEAYET COOJII0IaTh OCTOPOKHOCTD.
Hnoyxkmopwt uzoghepmenma CYP2C19

Tak kak KJIOOUIOTpeNa MeTaboJIM3UpYyeTCcsl JO CBOEr0 aKTUBHOIO METa0oJMTa YacTHUYHO C
nomoteio uzopepmenta CYP2CI19, oxwupaercs, 4To NMpPUMEHEHHE JEKAapCTBEHHBIX CPEICTB,
KOTOpBbIE MHIYLHUPYIOT aKTUBHOCTb 3TOr0 M30()E€pPMEHTa, MOKET MPHUBOJUTH K YBEIUYECHHUIO
KOHIEHTPAllMU aKTUBHOTO METa00IUTa KIONUAOorpena.

PudamnuuuH, sBassach MOIHBIM MHAYKTOpoM u3odepmenta CYP2C19, npu ogHOBpeMEeHHOM
IIPUMEHEHUN C KJIONUIOIPEIOM INPUBOAUT KaK K YBEIMYEHUIO KOHILEHTpAllMM aKTUBHOTO
MeTabonuTa KJIOMHUAOTpea, TaK U K MHTMOMPOBAHUIO TPOMOOIIUTOB, UTO MOXKET MOBBIIIATH PUCK
pa3BUTHS KpOBOTEUEHMsI. B kauecTBe Mephl MPEIOCTOPOKHOCTH HE PEKOMEHIYETCsl IPUMEHSTh
OJTHOBPEMEHHO MOIIIHBIe HHIYKTOPHI n3odhepmenta CYP2C19 u xnonunorpen (cMm. pasaen 4.4.).

Nurudurops! nzodepmenra CYP2C19

Tak kak Kjomuaorpena Meradboiau3upyercss 10 oOpa3oBaHHUs CBOEr0 akTUBHOIO MeTabonuTa

yacTuyHO mnpu nomou uzopepmenta CYP2C19, npuMeHeHue JEKapCTBEHHBIX CPENCTB,
10
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MeTabonuTa kionuaorpena. KiimHnyeckoe 3Ha4eHHUE STOTO B3aWMOICHCTBUS HE YCTAaHOBIIEHO. B
KaueCTBE MEphl TPEJOCTOPOKHOCTH ClIeAyeT u30eraTb OJHOBPEMEHHOTO IPUMEHEHUS
KJIONUOTPENIa U MOITHBIX WM yMEpEeHHbIX HHTHOnTOpoB n3odepmernta CYP2C19. MomnbpiMu
u ymepeHHbIMH HHTHOUTOpamMu m3odepmenta CYP2CI19 sBusiorcs oMenpasos, 330Menpas3ol,
dbnyBokcaMuH, (IyOKCETHH, MOKIOOEMHUI, BOPUKOHA30J, (IIYKOHA30J, THUKIOIH/IUH,
U poIOKCAIMH, ITUMETHINH, KapOaMasenuH, oKcKkapOa3enuH, XJiopaM(pEeHUKO.

NHruOuTopsl IPOTOHHON ITIOMIIEI

OnHoBpeMEeHHBIH IIpHUEM KJIOMUJOorpesia ¢ oMmenpaszoioM B go3e 80 Mr (OJHOBpPEMEHHO WM C
nepepelBOM B 12 4 Mexay npuemMamu JByX IpEnapaToB) CHUXKAET HKCIO3ULUIO AKTUBHOTO
MeTabonuTa Kimonuporpena Ha 45% mpu mpueme Harpy3o4dHou 103l U Ha 40% mpu npueme
nojaaepKuBatoieit 103b1. CHIDKEHHE ObLIO CBA3aHO C YMEHBIICHHEM UHTMOUPOBAHUS arperainuu
TpoMOouuToB Ha 39% mpu mpueme Harpy3ouHol mo3el W Ha 21% npu mpueme
nojgAepkuBaronied  ao3el.  [Ipenmonaraercs, dYTo  330MENpa3odl  B3aUMOAECHCTBYET €
KJIOTHJIOTPEJIOM aHAJIOTUYHBIM 00Pa30M.

Jannple HaOMIOACHWM W KIMHUYECKUX HCCIEIOBAaHUM O KIMHUYECKHUX MOCIEACTBHIX
dbapMakOKMHETHUECKUX U (papMaKOAMHAMUYECKUX B3aUMOACHCTBUI C TOYKU 3PEHUS Pa3BUTHS
OCHOBHBIX  KapJHMOBACKYISIPHBIX  COOBITHMH  TPOTHBOpEYHMBBHL. B KauecTBe  Mepbl
IPEIOCTOPOKHOCTU HE PEKOMEHIYETCSI OJJHOBPEMEHHBIN MTPUEM KIIOIHMI0TPENA C OMENPa30JIoM
WJIH 930MEIPa30JIOM.

MeHee BbIpaX€HHOE CHMKEHHME SKCIIO3UIMHM MEeTa0oIMTa HabIt0JaJIoCch IpU MIpHeMe Ipenapara
C MAHTOIPA30JIOM WJIH JIAHCOIIPA30JIOM.

[Ipu onHOBpeMeHHOM mpueme mnaHTompazoyiia B j1o3e 80 Mr 1 pa3 B CyTKM KOHIIEHTpaIus
AKTUBHOTI'O MeTa0OJIUTA KJIOMUJOrpena CHIbKanack Ha 20% mpu npuemMe Harpy304HOM 1036l U Ha
14% nipu npueme NoAAepKUBAIOLIEHN 103bl. DTO CONPOBOKAAIOCH CHUIKEHUEM CPEHETO YPOBHS
MHrHOMpoBaHusa arperauuu TpoMOouutoB Ha 15% wu 11% coorBercTBeHHO. I[lodydyeHHble
pe3ynbTaThl YKa3blBalOT Ha BO3MOXKHOCTb COBMECTHOTO MPUMEHEHMsI KIONUAorpena u
HaHTONpa3oa.

Jpyrue 1eKapCcTBEHHBIE CPEACTBA

brin IMMPOBEACH PAd KIMHHUYCCKUX I/ICCJ'I@)IOBaHI/Iﬁ C KJIOMUAOrpeJIOM U APYIruMH, OJHOBPEMCHHO
MMPUMCHACMBIMU JICKAPpCTBCHHBIMU Cpe€acTBamMu, C OEIJIBIO HU3YyUCHUA BO3MOXHBIX
(I)apMaI(O,Z[I/IHaMI/I‘-ICCKI/IX u q)apMaKOKI/IHeTI/I"ICCKI/IX B3aI/IMOJICI\/'ICTBI/II\/'I, KOTOPBIC ITOKA3aJIn, YTO:

® J[Ip OJHOBPEMCHHOM IPHUMCHCHHUHU KIIOIIUAOIpPEIa C AameHOoN0/10M u/unu Hu(ﬁedunuHOM

KIMHHUYCCKHN 3HAYUMOI'O (bapMaKOIII/IHaMI/I‘{CCKOFO B3aHMMOJICHCTBUS HE Ha6mo;[anocs;

11
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BIIUSHUS Ha (papMaKOAMHAMUKY KIIOTIHIOTPEia;

e (hapMaKOKMHETHYECKHE TII0Ka3aTeNu OU2OKCUHA U meouiiuHa HE HU3MEHSIIUCh TpPU HX
COBMECTHOM IPUMEHEHUU C KIIOIUA0IPEIOM;

® JI0Ka3aTeNIbCTB TOrO, YTO JAPYIHE JIEKAPCTBEHHBIE CPEJICTBA, CHUKAKOIIMUX KHUCIOTHOCTh
KeNylKa, TaKUX Kak oOnokamopvl H2-eucmamunosvix peyenmopoé uiu — anmayuobl,
MPEMSTCTBYIOT AHTUTPOMOOIIMTAPHOM aKTUBHOCTH KJIOMUOTPENa, HET;

® anmayuonvle cpedcmaa He CHIDKAIOT a0COPOIIMIO KIIOMUI0Tpena;

Genumourn u mondoymamuo MOXKHO C O€30IaCHOCTHIO TMPUMEHSITh OJHOBPEMEHHO C

xionuorpenom (uccneposanue CAPRIE). ManoBeposiTHO, YTO KJIONUAOIPENT MOXKET BIUATH Ha
MeTaboNIM3M APYruX JEKapCTBEHHBIX CPEACTB, TAKUX KaK (PEHUTOMH U TONOyTaMH[, a TaKxKe
HIIBIIL, xotopsie MeTabonu3upyrorcs ¢ nomoribio uzopepmenta CYP2C9 cucremsl iutoxpoma
P450;
o uneubumopvr AIll®D, mouezconnvie, bGema-adpeHobOIOKAMOPbL, OIOKAMOPLI «MEOeHHBIX»
KAnbyueblx KAHAN08, 2UNOIUnUOeMudecKkue cpeocmed, KOpPOHApHble 8a300UIamamopbl,
euno2nuKkemuyeckue cpeocmea (6 m. 4. UHCYIUH), NPOMUBOINULENMUYECKUe Cpeocmad,
eopmonozamecmumenvras mepanus u oaroxamopvl GPIIb/Illa-peyenmopos: B KIMHUYECKUX
MCCJIE0BAHUAX KIMHUYECKU 3HAUMMBIX HEKEJATEIbHBIX B3aUMOACICTBUI HE BBISBIICHO.

JlekapcTBEHHBIE CPENCTBA, sBIsommecsd cyocrparamu nzodhepmenrta CYP2CSE

[TokazaHo, YTO KIIOMUIOTPEN YBEIHMUUBAI CHCTEMHYIO KCIIO3UIUIO pendeiuHudd y 30POBBIX
no6poBosbiieB. MccnenoBanus N VItro mokasand, 4TO YBETHYEHHE CHCTEMHOW 3KCIIO3HMIIUH
penariauHuaa sIBIsieTcs cleAcTBrueM MHruOupoBanus uodepmenta CYP2CS8 rmoKypoOHUIHBIM
MerabonutoM kiomuuporpena. Cremyer coOMr0aaTh OCTOPOKHOCTh TIPU  OJHOBPEMEHHOM
MPUMEHEHUN KJIOMUIOTpeIa W JIGKAPCTBEHHBIX CPEJICTB, METAOOIM3UPYIONIMXCSA C MOMOIIBIO
uzopepmenta CYP2C8 (Hanmpumep, penarauHiI, TAaKJIUTAKCEN) B CBSA3H C PUCKOM YBEIHUYEHUS
WX MJIa3MEHHBIX KOHIIEHTpanuii (cM. paznen 4.4.).

OHI/IOI/II[HI)IC ArOHUCTHI

Kak u B ciyqae npyrux mnepopaibHbIX HHTUOUTOpoB P2Y 12, omHOBpeMeHHOE NpUMEHEHUE
OMHMOUIHBIX aroHHUCTOB MOXET 3aJepKUBaTh W YMEHbBIATh a0COPOIHIO KIIOMUIOTpEna,
BEpOSITHO, M3-3a 3aMEIJIEHHOTO OMNOPOXXKHEHMS kenyaka. KimHuueckoe 3HaYeHUE JaHHOTO
B3aUMOJICCTBUS ~ Hem3BecTHO.  Cliemyer  pacCMOTpPETh  BO3MOXKHOCTh — Ha3HAYCHUS
MapeHTEPATTbHOTO aHTUArpPeTaHTHOIO TIpenapara y TalMeHTOB C OCTPBIM KOPOHAPHBIM
CUHAPOMOM, TpPeOYyIOIUX OJHOBPEMEHHOTO MPUMEHEHHs] MOpPUHA WU JAPYTUX OMUOUTHBIX

aroHucCTOB.
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LD

(NMOCNEOOBATENLHOCTh 0004)

PosyBacratun

Br110 nokaszaHo, 4TO KJIONUIOTPEN YBEIIMYMBAET SKCIIO3UIIMIO po3yBacTaTuHa B 2 pa3a (AUC) u
B 1,3 paza (Cmax) nocne npuema kioruaorpena B qo3e 300 mr u B 1,4 paza (AUC) 6e3 BnusiHUS

Ha 1oka3areab Cmax mocie IOBTOPHOI'O IIpUEMa KJIOIIUAOIpEiIa B 103€ 75 mr.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTDb U JAKTALMSA

bepemeHHOCTH

HccnenoBanusi Ha JKMBOTHBIX HE BBISIBUIM HH TPSMBIX, HA KOCBEHHBIX HEOJIarompHusATHBIX
3 dekToB Ha TeueHHne OCPEeMEHHOCTH, SMOPHOHAIBLHOE pPa3BHTHE, POJABI W IMOCTHATAIBHOE
pa3Butue. Tak Kak He BCer/ia 1Mo pe3ynbTaTaM UCCICIOBAaHUIN Ha KUBOTHBIX MOXKHO TPECKA3aTh
PEAKIMI0 y 4YENOBEKA, W BCICJICTBUE OTCYTCTBHS JTAaHHBIX KOHTPOJIHUPYEMBIX KIMHUYCCKHX
WCCJIEIOBAHUM MO0 TpHEeMYy KIOMUAOrpena OepeMEHHBIMU >KEHIIMHAMH, B KadyeCTBE MEphI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS MPUEM KIOMHUAOTpeNa BO BpeMs OEpeMEeHHOCTH, 3a
UCKITIOYCHHEM TEeX CJIy4aeB, KOTJa [0 MHEHHI0 Bpada €ro NPUMCHCHHE HACTOSTEIBHO
HEO0XO0JIUMO.

JlakTauus

B uccnenoBaHusx Ha KpbIcax OBLIO IMOKAa3aHO, YTO KIJIOMUIOTPET W/WIM €ro MeTaOOIHMThI
BBIJICTISIIOTCS C TPYTHBIM MOJIOKOM.

HewusBecTHO, BBIIEISICTCS JTM KIOMHUIOTPEN ¢ TPYAHBIM MOJIOKOM YeloBeKa. Tak Kak MHOTHE
JIEKapCTBEHHBIE CPEACTBA BBIACIAIOTCS C TPYIHBIM MOJOKOM M CYIIECTBYET PUCK Pa3BUTHUS
MOTEHIIMATBHBIX HEONArompusiTHBIX peakuuid y pebeHKa, HaxOoIAlIerocss Ha TPYIHOM
BCKapMITMBAHUH, CIICYeT MPUHATH PEIICHUE O MPEKPANICHUH TPYTHOTO BCKApMITUBAHUS HITH 00
OTMEHE TIperapara ¢ yueToM HeOOXOJUMOCTH €T0 IPUMEHECHHUS JISI MATEPH.

DepTUabHOCTD

HccnenoBanus Ha )KMBOTHBIX HE ITOKAa3allk BIIMSHUSI KJIonmuaorpeia Ha (I)epTI/IJ'IBHOCTL.

4.7. Bausinue Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMHU CPeICTBAMU H pPadoTaTh €
MeXaHUu3MaMH
[Tpenapatr Knonuporpen-®II He oka3plBaeT CYyLIIECTBEHHOIO BIMSHUS Ha CIIOCOOHOCTD

YIPaBIATh TPAHCHOPTHBIMU CPEJICTBAMU U pabOTaTh C MEXaHU3MaMHU.

4.8. HexxenaTesibHbIE peaKIUU

Pesrome npoduiist 0esonacHoCTH

be3onacHocTh kionumorpena Opia n3ydeHa 6omee yem y 44 000 marueHTOB, B TOM Ynciie Oosee

yem y 12 000 mamueHTOB, NOJy4yaBHIMX JI€UY€HHWE B TeueHHe rojga win Oosiee. B menom
13
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IIEPEeHOCUMOCTh  KJIOMHUJOTpena B Jo3e 73 Mr ﬁ:nléﬁﬁ"]ga'ﬁggﬁhﬁﬁwﬁ? (CAPRIE

cooTBeTcTBOBasa nepeHocuMoct ACK B no3e 325 Mr B CyTKH, HE3aBUCHMO OT BO3pacTa, I1oJia
U pacoBOW NPHUHAUIEKHOCTH ManueHToB. Huke mepeuucineHbl KIMHUYECKH 3HaYMMble
HekenaTesbHble 3 eKThl, HaOII0qaBIIMeCS B MATH OOJBUIMX KIMHUYECKUX HCCIIEIOBAHUSIX:
CAPRIE, CURE, CLARITY, COMMIT u ACTIVE A.

KpoBoreuenne sBusiercss Hawboyiee YacTod peakiued, O KOTOpoil cooOIalioch Kak B
KJIIMHUYECKUX MCCIEN0BAaHUAX, TaK U IPU IMOCTPErMCTPALlMOHHOM IpUMEHEHHU. Yaiue Bcero
C000111a7I0Ch 0 KPOBOTEUEHUSAX B TE€UCHHE [IEPBOT0 MECSALA JICUCHUSI.

B xmuanueckom uccienoBannu CAPRIE o0mas gactora Bcex KpPOBOTEUEHWH Yy TAIMEHTOB,
NPUHUMABIIUX KJIOMHUIOTpeN, U y nmauueHTos, npunumasmux ACK, cocraBuna 9,3%. Yacrora
TSDKETIBIX KPOBOTEUCHMI MpH npuMeHeHnu knonuaorpena u ACK 6puta conocraBumoii: 1,4% u
1,6% coOTBETCTBEHHO.

B 1menom, wactota pa3BUTHUS KEIYIOYHO-KUIIEYHBIX KPOBOTEUCHUN Yy TAIHMEHTOB,
NPUHUMABIIUX KIONUIOTpEN, ¥ y manueHToB, npunumasmux ACK, cocrasmsana 2,0% u 2,7%
cooTBeTcTBEHHO. OOmmas 4YacroTa KpPOBOTEYEHHH JpYyrod JIOKIM3alUM IpU IMpueMe
Kionuaorpena, mo cpaBHeHutro c¢ npuemom ACK, Obuta Beimme (7,3% mnpotuB 6,5%
COOTBETCTBEHHO). OJTHAKO YaCTOTa TSHKENBIX KPOBOTEUECHUN MPU MPUMEHEHUHU KIOMUAOrpesa u
ACK obuta conocraBumoit (0,6% wmnmm 0,4% coorBercTBenHo). Harbosee yacto coo0rianock o
Pa3BUTHH CIEAYIONIMX KPOBOTEUYEHUH: IMypHypa/KpOBOIOATEKH, HOCOBOE KpoBOoTeueHHe. Pexe
CO00IIaJI0Ch O Pa3BUTHM FeMaToOM, T€MaTypyu U TJA3HBIX KPOBOMIIMMUSHUNA (TJIaBHBIM 00pazoM,
KOHBIOHKTHBAJIbHBIX).

YactoTa BHYTpUYEpENHbIX KPOBOM3IUSHUI Ipu npuMmeHeHuu kinonuporpena u ACK Obuia
conoctaBumoit (0,4% wunu 0,5% cooTBETCTBEHHO).

B ximHnueckom uccnenosannn CURE y nmanumenToB, npuHumasmmx kiaonuporpen + ACK, no
CpPaBHEHHMIO C TMalMeHTaMH, NpuHuMaBmuMu Iuianedo + ACK, Habmoganoch yBeludeHue
94acTOTHl pa3BUTHS Oonpmux KpoBoTredeHud (3,7% mo cpaBHeHWio ¢ 2,7%) W MambIX
kpoBoTeueHuit (5,1% mo cpaBHenuio ¢ 2,4%). B OCHOBHOM HCTOYHHKAMHU OOJIBIIUX
KPOBOTEUYEHHH SIBISUTHCH sKenynouHo-kuiieuHbiit Tpakt (JKKT) u MecTa myHKUIu# apTepuii.
Yacrora pa3BUTHS YrpoXKalOUIMX JKA3HM KPOBOTEUYEHUN Yy MAUEHTOB, INPUHUMABIINX
kinonuaorpen + ACK, mo cpaBHeHUWIO ¢ mamueHTamu, npuHHUMaBmuMu 1ianebo + ACK,
JIOCTOBEpHO He paznuyanach (2,2% u 1,8%, COOTBETCTBEHHO), YaCcTOTa Pa3BUTHUS (aTalIbHBIX
KpoBoTeueHH Obl1a oquHakoBoi (0,2% npu 060uX BUIAX TEPAITHH).

YacToTa BOZHUKHOBEHHS HE YIPOKAIOUIMX JKU3HU OOJBIIMX KPOBOTEUEHHMH ObLIA JIOCTOBEPHO

BBIIE y MalMEeHTOB, nNpuHUMaBmux kionuaorpen + ACK, mo cpaBHEHHIO ¢ NanUeHTaMHU,
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npuauMaBmmu Ttanie6o + ACK (1,6% wu | 1%, cd&gb:[t%)”]_ﬁgl%&o&? IgaISII%IfIITI/IH

BHYTpHUUYEPEITHBIX KPOBOM3IHSHUHN Obl1a oguHakoBoi (0,1% mpu 000ux BHIAX TEpanuH).
Yacrora pa3BuTus 0OJbIIMX KpoBoTeueHUH B rpymnne knonuporpen + ACK 3aBucena ot 103bl
ACK, kak 1 9acToTa pa3BUTHs OOJBIINX KpOBOTEUYeHHH B rpymme mianedo + ACK.

VY manmMeHToB, MpeKpaTuBImuX Tepanuto kiaonumorpeaom + ACK Gomee uem 3a 5 gueit no AKIII,
HE OTMEYAJIOCh YYallleHUs CIy4aeB Pa3BUTHUA OOJIBIIMX KPOBOTEUEHHUH B TeUeHHE 7 AHEH mocie
BMEIIATENLCTBA. Y MAIMEHTOB, MPOJOJDKABIINX AHTUTPOMOOLMTAPHYIO TEPalUI0 B TEUCHHE
nocneanux msatu guei nepen AKI, yactora 3TUX cOOBITUH MOCIEe BMEIIATEIbCTBA COCTABIISAIA
9,6% (B rpynme knonugorpen + ACK) u 6,3% (B rpynmne miane6o + ACK).

B ximanueckom uccnenoBanu CLARITY uactota OonpImIMX KPOBOTEUEHUH B 00EHMX TpyIax
(xmormuporpen + ACK u mare6o + ACK) Oblia conmoctaBuMoii B 00eux rpymmnax jgeueHus (1,3%
npotuB 1,1% B rpynne knonunorpen + ACK u rpynne mane6o + ACK, coorBerctBenHo). OHa
OblJIa OAMHAKOBOW B MOJATPYIMIAX MAI[MEHTOB, Pa3/IeJICHHBIX 110 UCXOAHBIM XapaKTEPUCTUKAM U
10 BuAaM (GUOPUHOIUTUIECKON TEParuy HITH TeIapHHOTEPATIHH.

Yacrora BO3HUKHOBeHHS (aTanbHbIX KpoBoTedeHui (0,8% mportus 0,6%) m BHyTpHUEPEITHBIX
kpoBomznusaHuit (0,5% mnpotus 0,7%) npu npumenenun knonuporpen + ACK u miamnebo +
ACK, cOOTBETCTBEHHO, Obli1a HU3KOW U COMTOCTaBUMOM B 00EUX IpyIMIax JeueHusl.

B xmmamyeckom wuccnenoBanun COMMIT oOmias dactota HerepeOpalbHBIX — OOJBIINX
KPOBOTCUCHHI WM IIepeOpaTbHBIX KPOBOTCUEHUI OblIa HU3KOW U oauHakoBou (0,6% B rpyrmiie
knormuorpen + ACK u 0,5% B rpynne mnare6o + ACK).

B xmuanueckom wuccinenoBanun ACTIVE-A wyacrora pa3BuTHs OOJBIIMX KPOBOTEUCHHH B
rpymre kimonugorpen + ACK 6spina Boie, uem B rpynie miamnedo + ACK (6,7% mnportus 4,3%,
COOTBETCTBEHHO). boJbIne KpoBOTEUEeHNs B OCHOBHOM ObLIM BHEUEPENHBIMU B 00€UX Ipymnmnax
(5,3% nporus 3,5%), rnaBHbIM 00pazom, u3 JKKT (3,5% npotus 1,8%). B rpynmne kinonumorpen
+ ACK BHyTpHuepenHbIX KpOBOU3IUSIHUNA ObUTO 0OJbIE 110 CPaBHEHUIO C Tpynmnoi miaredo +
ACK (1,4% mnporuB 0,8%, coorBercTBEHHO). OTCYTCTBOBAJIM CTATUCTUYECKH 3HAYUMBIE
paznuuMs MEXAy OTUMH TIpylnrnamMH JI€YeHUS B YacTOTE BO3HUKHOBEHHS (haTaibHBIX

kpoBoteuenuii (1,1% npotus 0,7%) u remopparndeckoro uucybra (0,8% mnpotus 0,6%).

TabnuuHoe pE3I0ME HEXKENATSIILHBIX PEaKIMH

HexenaTtenbHble peakiny, KOTOpble BO3HUKIM BO BpeMsl KIMHUYECKUX HCCIEAOBAHUN WIIH O
KOTOPBIX COOOIIAIOCHh CIIOHTAHHO, IPEJCTaBJIeHbI B Tabnuie Hibke. MIX yactora onpenensiercs ¢
UCTIOJIb30BaHUEM CIIEYIOLINX YCIOBHBIX 0003HaueHuii: yacto (ot = 1/100 no < 1/10); HeuacTo
(ot > 1/1000 mo < 1/100); peako (ot > 1/10,000 mo < 1/1000); ouens peaxo (< 1/10 000);

4yacTOTa HEU3BECTHA (HAa OCHOBAaHMM HMMEIOIMXCSl TAHHBIX OLIEHUTh HEBO3MOXHO). B kaxaom
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CHCTEMHO-OpPTaHHOM KJIacCe HEXKeJaTelbHBIC eaKquf:rHBéﬁlga%g "EIT EHE%EEKE:'%%;%'HH;{

CCPBLC3HOCTH.

CucremHo-
OPraHHbIN Kjacce

Yacro

Heuacro Penko Ouennb peako
YacToTa Hen3BecTHA™

Hapymenus co
CTOPOHBI KPOBH U
auMdaTruaecKon
CUCTEMBI

TpomboruTo- Heiitponienus, | TpomboTnueckas
MIEHUS BKJIIOYAst nypiypa
JlelikoneHnus TSKETYIO AmacTryeckasi aHeMus
Do3uHODUIHA Heutponenuto | [Tanuuronenus
ATrpaHynonuTo3
Tsoxenast
TPOMOOLIUTONICHUS
[Tpuobperennas
remouians A
I'panynouuronenus
Anemus

Hapymenuns co
CTOPOHBI
MMMYHHOHI
CUCTEMBI

- - AHadunakTouiHbIe
peaxkuuu
ChiBOpoTOYHAS
0011e3Hb
IlepexpecTHble
aJlJIepru4ecKue u
reMaToJIOrMuecKue
peaKuu ¢ IpyruMu
TUCHOTTUPUIMHAMHU
(TakuMH Kak
TUKJIOMTU/IMH,
npacyrpen)® (cm.
paznen 4.4.)
AyTOUMMYHHBIN
WHCYJIMHOBBIN CHHIPOM
(MO>XET MPUBOIUTH K
CEepbE3HOMN
TUITOTJIMKEMHUH,
OCOOEHHO Y MalMeHTOB
c HLA DRA4
cepoTunom)™

IIcnxuueckue
HapyIIEeHUS

- - CnyTaHHOCTbH CO3HAHUS
T"ayutronimHaMu

Hapymenus co
CTOPOHBI HEPBHOU
CHUCTEMBI

Bnyrtpu- - Hapyienus BkycoBoro
YyeperHble BOCHIPUSATHS
KPOBOM3JIUSHUSA AreB3us

(B HEKOTOPBIX
CIIy4asix ¢
JIeTabHBIM
HCXO0JI0M)
["ostoBHast 60716
I'onoso-
Kpy>KEeHUe
ITapecresus

Hapymenus co

I'na3unie - -
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CTOPOHBI OpPTraHa KPOBOM3JINSHUSA
3peHus (KOHBIOHKTH-
BaJIbHbBIC, B
TKaHU U
CETYATKY Ijiasa)
Hapymenus co - - Bepruro -
CTOPOHBI OpraHa
cilyxau
JTaOMpUHTA
Hapymenus co - - - Cungpom Koynuca
CTOPOHBI cepALa (Ba3ocnacTruyeckas
ajepruueckas
CTEHOKapIusi/aJljIepru-
yeckuii UM),
00YCIIOBJICHHBIN
peakuueil rurep-
4yBCTBUTEIBHOCTU Ha
KJonuorpen™
Hapymenus co I'emaroma - - Cnyyau ceppe3HbIX
CTOPOHBI COCYJIOB KPOBOTECUCHU I
KpoBoreuenus us
MIOCJICONEPALIUOHHBIX
paH
Backymur
AptepuaiibHas
TMIIOTEH3Us
Hapymenus co Hocosoe - - KpoBoreuenus u3
CTOPOHBI KpOBO- JIBIXaTEJIbHBIX MyTel
JBIXaTEIbHON TEYCHHE (KpoBOXapKaHbe,
CUCTEMBI, OPraHOB JIETO4YHOE
TPYAHOH KJIETKHU U KpPOBOTEUEHHE)
CpEIOCTEHUS Bpouxocnazm
HuTepcTunmanbHas
ITHEBMOHUS
Do3uHOpUIbHAS
ITHEBMOHUS
Kenynouno- XKenynouno | SI3Ba xemynaka 3a0prounH- Kenynouno-kuiieynsie
KHILEYHbIE -KuIieyHsle | SI3Ba HbIE 1 3a0pIOIINHHBIE
HapyILICHUs KpOBO- JIBEHAALIaTH- KpOBOTEUYEHHSI | KPOBOTEUYEHHUS C
TEYEHUS MEePCTHOMN JIETAJIbHBIM UCXO0JIOM
Huapes KHUIIKHA ITankpeatur
bons B I'actpur Konur (Bkirouas
KUBOTE TomHoTa SI3BEHHBIN UJIU
Hucnencus | PBora TUMGOLUTAPHBIN
3anop KOJIHT)
Merteopuszm CromMarur
Hapymenus co - - - Octpas neueHo4Has
CTOPOHBI MIEUEHU U HEJ0CTaTOYHOCTh
JKEITUEBBIBOALINX I'emarur
nyTein (HenH(EKIMOHHBII)
OTKJIOHEHUE OT HOPMBI
71a00PATOPHBIX
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(bYHKIMOHATIBLHOTO
COCTOSIHUS ICYEHU
Hapymenus co Kposo- Kosxnas ceinb - Bynnesnsiit nepmaTut
CTOPOHBI KOXKM U | TOATEKH KoxHbpiit 3y (TOKCHYeCcKui
MIOJKOXKHBIX KoxHoe ANUIAEPMAIIbHBIN
TKaHeH KPOBOU3JIUSHHE HEKPOJIU3, CHHIPOM
(mypmypa) Crusenca J[>xoHCOHa,
MYJIBTH (pOpMHAS
pUTEMA, OCTPBIN
reHEepaATN30BaHHbIN
9K3aHTEMAaTO3HbIN
nycryie3 [AGEP])
AHTMOHEBPOTHUYECKUI
OTEK
Cunnpom
JIEKApCTBEHHOW rUnep-
YyBCTBUTEIBHOCTH,
JIEKApCTBEHHAS ChIIIb C
s03uHOGUINEH U
CHUCTEMHBIMU
MIPOSIBIICHUSIMU
(DRESS-cunmpom)
DpuUTeMaTo3Hasi Chlillb
DkcdoanaTuBHAas ChITb
Kpanusauna
Dk3ema
[Tmockuit numai
Hapymenus co - - I'muekomacrus | -
CTOPOHBI
pENnpOayKTUBHON
CUCTEMBI U
MOJIOYHBIX XKEJIE3
Hapymenus co - - - CKeneTHO-MBIIICUHbIE
CTOPOHBI KPOBOTEUYECHMUSI
MBIIIEYHOMH, (remapTpo3)
CKEJIETHOM U ApTput
COEIMHUTEIILHON ApTtpanrus
TKaHU Muainrus
Hapymenuns co - I'ematypus - I'momepynoneppur
CTOPOHBI MIOYEK U [ToBbIIEHNE
MOYEBBIBOISAIINX KOHIIEHTpaluu
nyrei KpeaTHHHMHA B TIa3Me
KpOBHU
Ob6uue Kposo- - - Jluxopanka
HapyIIeHUs U TEUEHUS B
peaxkuy B MECTE | MeCTe
BBEJICHHS WHBEKITUN
JlaGopaTopHble U | - YBenuueHue - -
UHCTPYMEHTAJIb- BpEMEHHU
HbIE IaHHbIE KPOBOTEUYEHHUSI
CHmKeHne
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(MOCAEQOERTENEROC T 000

qHucia

HelTpoduos
CHuxeHue
KOJINYECTBA
TPOMOOIIUTOB

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKI_[I/If/'I

Hevumponenus

B uccnenoannn CAPRIE, Tsokenas neiirpornenus (< 0,45 x 10%/1) naGmonanacek y 4 manueHTos

(0,04%), npuanMaBmIMx Kionuaorpei, u 'y 2 namueHTos (0,02%), npuaumasiux ACK.

VY naByx u3 9 599 nmanueHToB, MPUHUMABIINX KIJIOMUIOTPEN, HAOII0Ja0Ch MOJIHOE OTCYTCTBHE
HelTpoduiIoB B mnepudepruueckoil KpoBH, KOTOPOro He HabIoganock HU y ofgHoro u3 9 586
nanueHToB, npuHuMaBmux ACK. HecMmoTpst Ha TO, YTO PUCK pa3BUTHUS MHEIOTOKCHYECKOTO
JNEHCTBUS TPU MPUEME KIOMUAOTpena SBISETCS JOCTaTOYHO HU3KUM, B CIIy4ae, €Clid Y
MAIUeHTa, TPUHUMAIONICTO KIIOMHIOTPEN, HAONIOAAeTCsS TIOBBIIICHHE TEMIICPaTyphl HIIH
HOSIBIISIIOTCSL  IPYTUE TIPU3HAKW WHQEKIMH, CIeAyeT o00CIeqoBaTh NalMeHTa Ha TMpPEaAMET

BO3MOKHON HEUTPOIICHUH.
Annacmuueckasn anemust

HpI/I JICYCHUHU KIOIMHUAOIrpEeJIOM B OJHOM ClIydac Ha6n}0nan005 Pa3BUTHC anIacTHYeCKOMu

AHEMHUH.
Tpomboyumonenus

YacToTa BO3HMKHOBEHHs TsDKenol TpombOormromneHuu (< 80 x 10%m1) cocrasuma 0,2% y
MAIMeHTOB, MNpUHUMABIIKX Kionugorpen, u 0,1% vy manmentoB, mnpunumaBmux ACK,

CO00IIAIOCh 00 OYEHB PEIKUX CIyYasiX CHUKEHUS yuciaa TpoMoonuToB < 30 X 10%/n.

B nccinenoBauusgsx CURE u CLARITY HaOI0O4aI0Ch COMMOCTABUMOE KOJIMYECTBO ITAIIMEHTOB C

TPOMOOLIUTONIEHUEN UM HEUTPOINIEHUEH B 00eHX IpyIax JICYeHHUs.

COO6HI€HI/I5I 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PECAKIINAX

BaxxHo coo0maTh 0 M0J03peBacMbIX HEXENATEeIbHbIX PEAKIUAX MOCIe PEruCTpalluy Mpenapara
C Lenbl0 O00eCreYeHHs HENPEephIBHOTO MOHUTOPHHIA COOTHOIIEHUS <«II0Jb3a — PHCK»
JIEKapCTBEHHOTO Mpernapara. MeIuMHCKUM pabOTHUKAM PEKOMEHIyeTCs cOOOIIaTh O JIFOOBIX

MoAO3pCBACMBbIX HCKCIIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O IIPCIapaTra 4€pe3 HAllMOHAJILHBIC
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CHUCTEMBI COOOIICHUS O HEXENATeIbHBIX PEAKIINIX 'FBE%QE&Q BA 'T%Qhﬂi: ':E-llgﬁ'dgi;[%%f'(oro

HKOHOMUYECKOTO COI03a.
Poccniickas @enepanus

@DenepanbHas ciry:x0a 1o Haa30py B cdepe 3ApaBOOXpaHCHHUS
Anpec: 109012, r. MockBa, CnaBsinckas 1., 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnexkTponHas moyra: pharm@roszdravnadzor.gov.ru

Cair B HH()OPMAITMOHHO-TEIIEKOMMYHUKAITAOHHON ceTu «HTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. [lepeno3upoBka
CuMITOMBI

HepenosnpOBKa Kionuaorpesia MOXET HPHUBECTU K YBCIUMYCHHIO BPEMCHH KPOBOTCUCHUSA C

MOCJIEIYIOLIMMU OCJIOKHEHUSMH B BUJE Pa3BUTUS KPOBOTCUECHMUII.
Jleuenue

HpI/I MOSBJICHUU  KPOBOTCUCHUS Tpe6yeTC$[ MpOBEACHUEC COOTBCTCTBYIOLIUX JeYeOHBIX
MepOHpHHTHﬁ. AHTI/II[OT KJIIonmugorpeiia HE YCTaHOBJICH. Eciu HeO6XOI[I/IMa 6BICTpa$I KOppCKIUA
YAJIUHCHHOIO BPEMEHHU KPOBOTCUCHHUA, TO PCKOMCHAYCTCA TPOBCACHUEC TCPCIMBAHUSA

TPOMOOLIUTAPHON MacCCBhI.

5. DPAPMAKOJIOTMYECKHE CBOMCTBA
5.1. ®apmakoaMHaMH4YeCKHe CBOMCTBA

®apMakoTepaneBTUYECKas TpyIa: aHTUTPOMOOTHYECKHE CPEACTBA; aHTHArperaHTbl KpoMe

renapuHa
Kon ATX: BOIAC04

MexauusM JaericTBus U (hapMakoanHaMudeckie Y dEKTHI
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Knonunorpen npencrasiser co0oi mpoaeKapcrBo, onnrrp%:a]g ';E'I?CTN@;IE&'J—IP'ITBE irtlgllzléﬁoro

SBIISICTCA MHTMOUTOPOM arperanuud TpoMOomuToB. [[ns oOpa3oBaHus aKTUBHOTO METa0OJMTA,
KOTOPBII TMO/JABISET arperanuio TPOMOOLUTOB, KIOMUAOTPEN JOJDKEH METa0OIHU3UPOBATHCS C
nomoipio u30hepmMeHToB cuctembl IuToxpoma P450 (CYP450). AxTuBHBIA MeTaOONIHT
KJIOMUIOIPENIa CEJIEKTHBHO HMHIHOUpPYET CBs3biBaHue aaeHosuHaupochara (AAP) ¢ P2Yy,
peuenTopaMu  TpOMOOIMTOB U  mociuenyronrylo  AJIdD-omocpeoBaHHYIO — aKTHUBAIHIO
rimkonporenHoBoro komiiekca GPIIb/IIla, uyTo nPUBOAMT K MOJABJICHUIO arperaruu
TpoMOouuToB.  braromaps  HeoOpaTMMOMY  CBSI3BIBAHHMIO,  TPOMOOIIMTBHI  OCTalOTCA
HEBOCIPUUMYHBBIMU K cTUMYJsuu AJID B TeueHHe BCEro OCTAaBIIETOCS CPOKa CBOEH KU3HU
(mpubnusurensHo 7-10 pgHEW), a BOCCTAHOBJICHWE HOPMalbHOW (QYHKIMHU TPOMOOIMTOB

IPOUCXOJUT CO CKOPOCTBIO, COOTBETCTBYIOIICH CKOPOCTH OOHOBIICHHUSI TPOMOOIIMTOB.

Arperarusi TPOMOOIIMTOB, BEI3BAHHAS arOHUCTaMH, OTIUYHBIME OT AJlD, Takke MHTHOUpYyeTCs

3a c4eT 0JIOKabl YCUJICHHOM aKTUBALMK TPOMOOLIMTOB BBICBOOOXKAaeMbiM AJ[D.

Tak kak oOpa3oBaHHME AKTUBHOTO META0OIHMTA MPOUCXOAUT MPH TOMOIIM H30(PEPMEHTOB
cucteMsl nuroxpoma P450, HEeKOTOpBIE U3 KOTOPHIX MOTYT OTJIMYATHCS MOIUMOP(U3MOM HIIU
UHTUOMPOBATHCS JPYTMMH IIpernaparaMHd, HE Yy BCEX MAIMEHTOB BO3MOXHO aJe€KBaTHOE

MHTUOMPOBAHNE arperauu TPOMOOIIUTOB.

[Tpu exenHEeBHOM IpUeMe KJIOMUJOTpesia B J03UPOBKE 75 Mr 1 pa3 B CyTKM ¢ NEPBOro ke JIHSA
IpueMa OTMEYaeTcs 3HauuTesnbHOe noaasieHue  AJ[P-MHIyNMPOBAHHOW  arperanuu
TPOMOOIIMTOB, KOTOPOE MOCTENEHHO YBEIMYUBAETCSA U 3aT€M, B MHTEpBaje MeXAy 3 U 7 THEM
npreMa BBIXOJUT Ha MOCTOSHHBIA YpOBEHb (IIPU JOCTHKEHHUU PABHOBECHOI'O COCTOsIHUA). B
PaBHOBECHOM COCTOSIHUM arperanus TpoMOOLMTOB nonasisiercs B cpeaHeM Ha 40-60%. Ilocne
NpEeKpalleHus] NpHeMa KIOMUAOorpesaa arperanus TpPoMOOIMTOB M BpeMs KpOBOTEUEHUS

MOCTCIICHHO BO3BPAIIAOTCA K HCXOAHOMY YPOBHIO, B CPCAHCM, B TCUHCHUC 5 mgHei.

Knuanueckas 3¢ddekTuBHOCTE 1 0€30ITaCHOCTH

bezonmacHocth ¥ 3(PPEKTHBHOCTD KIOMUAOTpENa OLEHUBAIUCH B 7 JIBOMHBIX CIIETIBIX
uccnenoBanusax ¢ ydactuem Oosee 100 000 mamumenrtoB: uccienoBanne CAPRIE, cpaBheHue
knomunorpena ¢ ACK, a rtaxke wuccnemnoBanus CURE, CLARITY, COMMIT, CHANCE,
POINT u ACTIVE-A, B KOTOpBIX CpaBHUBAJIM KIIOMHIOTPEN C IJanedo; 00a JeKapCTBEHHBIX

npenapara, Ha3Havdainuch B komouHarmu ¢ ACK u npyroit ctangapTHOM Tepamnuei.

Heoaeéno nepenecennvii  ungapkm muoxkapoa, HeOABHO NEPEHEeCeHHblll UHCYIbM U

OUa2HOCMUPOBAHHOe 3a001e8aHue nepugepuieckux apmepuil.
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OpOSIBWIICS B BHUJE HEJABHO IepeHeceHHoro uH¢apkra MHokapaa (<35 nHeii), HeZaBHO
IIEPEHECEHHOr0 MILEMUYECKOr0 HHCYyJIbTa (0T 7 AHEM 10 6 MecsleB) WM YCTAaHOBJIEHHOTO
3aboneBanus mnepudepuueckux aprepuid (3[1A). [lanmeHTsl OBUTM PAaHIOMHU3UPOBAHBI I10
rpynmnam, mojay4daBIIuM KJIOMUAOTpea B cyTouHou no3e 75 mr, win ACK B cyrounoi gose 325
MT, ¥ OCTaBaJIMCh MOJ HAOMIOJeHNEM B TeueHue oT 1 roga no 3 ner. B moarpymme nmanueHToB,
nepeHecnx HHQPapKT MUOKapAa, 0oNbIIMHCTBO ManneHToB nonydanu ACK B TeueHue mepBbhIX
HECKOJIbKUX JHEW mocje ocTporo uMH(papkra muokapaa. Kimomumorpen 3HaYMTENBHO CHUXKAI
YacTOTy HOBBIX HIIEMHYECKHX COOBITUH (KOMOMHHpOBAaHHAs KOHEYHass TOYKa - HHGapKT
MHUOKapJa, MIIEMUYECKUI HHCYJIBT U cocylaucTas cMmepTh) mo cpaBHeHHio ¢ ACK. Ananus
o01Ieil CMEPTHOCTH KaK BTOPUYHOW KOHEYHOW TOYKHM HE BBISBHII 3HAUUMOTO PA3JIMYUSI MEXIY

kionugorpenom (5,8%) u ACK (6,0%).

[Tpu aHanm3e NOArPYNI ¢ MPUMEHEHHEM KaueCTBEHHOM OIEHKH cOCTOsIHUA (MHbapKT MHUOKapa,
umemuueckud MHCYAbT U 3I[IA) HauOonbmuit >QdextT Tepanuun HAOMOIANCS Yy MAlHEeHTOB,
BKJTIOYECHHBIX B HccinenoBanue B cBs3u ¢ 3[1A (ocobeHHO Tex, y KOro B aHaMHe3e ObUT HH(PAPKT
MUOKapa) u 6osiee cnadbiii dpdext (HesnauntenpbHO ommmuaronmiicss o ACK) y manueHros,
MEPEeHECHINX WHCYIbT. Y MallMeHTOB, BKJIIOYEHHBIX B HCCIEJOBAHHE TOJILKO HAa OCHOBAaHUU
HEJAaBHO TMEPEHECEHHOro HH(papkTa MuOKapaa, pe3yabTaT B TPyNIE KIOMUIOTpesia ObLI
YHUCIIEHHO XYK€, HO cTtatucThyecku He ominyancs oT ACK. Kpome toro, ananus noarpynn no
BO3pacTy MO3BOJISIET MPEANOI0KUTh, YTO OJaronpuaTHbIf 3(deKT kinonuaorpena y naiuueHToB

cTapie 75 net Obl1 MeHee BBIpaXKeH, YeM Y MallueHTOB B Bo3pacTe <75 JeT.
Ocmpulii KOPOHAPHBIU CUHOPOM

B uccrnenoanne CURE 6pu10 BKTIOUeHO 12 562 marpeHnTa, mepeHecnx OCTPhIi KOPOHAPHBIHA
cUHJIpoM Oe3 moabema cermeHTa ST (HecTaOmibHas CTEHOKapAus UM MH(pApKT MUoKapaa Oe3
3youa ), y KOTOpBIX B T€UEHHME MOCIeIHUX 24 4acoB MOSABUIACH 00JIb B 00JacTH IpyIHOU
KJIETKA WIM CHMIITOMBI, yKa3blBalollue Ha uiemuto. /s BKIIOYEHUS B HCCIEI0BaHUE
TpeboBasIoCh, YTOOBI y TanueHToB Obutk b0 m3meHeHnus OKI', ykaspiBaronue Ha HOBBIC
UIIEMUYECKUE SIBJICHUS, JIMOO TOBBIIMIEHHBIH YpPOBEHb KapAHO(PEpMEHTOB, JHUOO YpPOBEHb
TportonnHa | wim T, mo kpaiiHeill mepe, B 2 pa3a NpPEBBIAOINNA BEPXHUM IPEAE] HOPMBI.
[TarueHTs! OBLTM PaHIOMH3UPOBAHBI B T'PYMIBI JICUEHUS KIOMUAOIPEIOM (Harpy3odHas J103a
300 mr, 3atem 75 wmr/cytku, N = 6259) wmm turane6o (N = 6 303), KOTOpble MPUHUMATH B
komOunaimu ¢ ACK (75-325 mr 1 pa3 B CyTKM) M JAPYIMMH CTaHAAPTHBIMH MpenapaTaMi.

ITanmenThI nojiydajid JICUCHUC B TCUYCHHUC INCPpUOLa MJIHUTCIBHOCTBIO OO OAHOTO Tronaa. B
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uccnenopanun  CURE 823  mamuenta (6)6%) HH}%J@&&I{&QW&%: 'lrelﬂl'mfo

antaronuctamu peuentopoB GPIIb/Illa. T'emapun BBogmwnu OGomee yeM 90% manueHTOB.
ComnyTcTBYyIOIIasl Tepanus TenapuHOM HE OKasblBajla 3HAYMMOTO BIIMSHHUS HAa OTHOCHUTEIHHYIO

4acTOTY Pa3BUTHS KPOBOTEUCHHI MPHU MpueMe KIOMUIorpena u miamedo.

KonuuecTBo manmueHToB, Y KOTOPhIX ObUIa MEpBUYHAS KOHEYHAs TOYKa (CMEpPTh OT CepleyHO-
cocynucthix 3aboneBanuii (CC3), madpapkt muokapaa (M) uam WHCYIBT), cCOCTaBMIO 582
(9,3%) B rpymme, nomyuasieid kinonumorper, u 719 (11,4%) B rpynmne, moxydaBuie mianebo, a
OTHOCHUTEJIbHBINA PUCK ObUT CHWKEH Ha 20% y Tpymmbl, MOXyYaBIIeH KIOMHIOTPEN (CHUKEHUE
OTHOCHUTEJIBHOIO pUcKa Ha 17% mpu KOHCEpBAaTUBHOM JICYEHHM MAalMEHTOB, Ha 29% mnpu
BBITIOJIHCHHHM UYPECKOKHOM TPaHCIIOMUHAIILHON KopoHapHoi aHruomtactuku (UTKA) co
cteHToM win 0e3 Hero u Ha 10% mnpu BeimonmHenun AKIID). ITocne 3 mecsueB neueHus
peuMylIecTBO, HaOmoaBmieecs B rpymme kionugorpen + ACK, Gonbiie He yBenmu4nBaiocs, B

TO BPEM:A KaK PUCK KPOBOTCUCHHA COXPAHAIICA.

KonmdecTBO mManueHTOB ¢ KOMOMHHMPOBAHHOW TEPBUYHOM KOHEYHOW TOYKOW (CMEpPTh OT
CepAEYHO-COCYTUCThIX 3abosieBaHui, MH(MAPKTOM MHOKapja, MHCYJIBTOM WIN pedpakTepHOH
umemuei) cocrasuiio 1035 uenosek (16,5%) B rpymnme, momyyaBiiei kimomujporpen, u 1187
(18,8%) B rpyme, nonay4asmiei miane6o. BusHus Ha 4acTOTY MOBTOPHBIX TOCTIMTAIN3ALUH 110

MOBO/IY HECTAaOMIIBHOM CTEHOKApAUU HE HAOII0AaI0Ch.

[TonoxxurenbHble 3((exTsl, HabMOIaeMble MPU MPUMEHEHUM KJIOMUIOTpea, HE M3MEHSIIUCh
IPU KPaTKOBPEMEHHOM WM [UIMTEIbHOM MPUMEHEHHH JPYTHUX CEpPAECUYHO-COCYIUCTBIX
npenapatoB (takux kak remnapud/HMI', antaronuctsl GPIIb/Illa, runonunuaeMudeckue
npenapatsl, Oera-Onokatopsl M uHruouropsl AIID). DddexkTuBHOCTH KIONUAOrpena He

3aBucena ot 1036l ACK (75-325 mr 1 pa3 B cyTkn).

VY nmanueHToB ¢ OCTpbIM HMH(AapKTOM MHOKapaa ¢ noabemoM cermeHTa ST Oe3omacHOCTh U
3¢ (PEeKTUBHOCTh  KIOMUIOTpENa  OIEHWBAJlaCh B 2  pPaHIOMHU3MPOBAHHBIX  IUIae0o-
KOHTpOJIUpYeMbIX ABOMHBIX cienbix ucciaeaoBanusx CLARITY u COMMIT. B uccnenoBanuun
CLARITY yuacrBoBan 3491 nanumeHT, KOTOpblE MOCTYNWINA B CTallMOHAp B Te4eHHE 12 yacoB
nocie pa3BUTHS MH(papKTa MUOKapaa ¢ nmoabemoM cermeHTa ST M KoTophiM Oblila MOKa3zaHa
TpoMOonuTHueckas tepanus. [lanueHTsl monydanu kiaonugorpen (Harpysounas gosza 300 wr,
3arem 75 mr/cyt, N = 1752) unu nnane6o (N = 1739), 06a B kombunanuu ¢ ACK (ot 150 o 325
MT' B KQUeCTBE Harpy304HOM /103bl, 3aTeM OT 75 10 162 mr/cyT), GUOPHHONUTHYECKUI MTpernapar
U, mpu HeoOxoammocTH, remapuH. [lanmentoB Habmomanu B Teuenwe 30 mguei. [lepBuunoit

KOHEUYHOU TOYKOMU SIBJSUIOCH HAJTMYNE OKKITIO3UU B MH(APKT-CBSI3aHHON KOPOHAPHOM apTepuu Ha
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KOpOHAapHOW aHruorpaduu. Jlias DAIMEeHTOB, KOTOPHIM HE NPOBOAWIACH aHTHOTpadus,
NEPBUYHON KOHEYHOW TOYKOM OblLIa CMEPTh WM PEIUIMB WH(pAPKTa MHOKapa KO JHIO 8 MU K

BBIIINCKE U3 6OJ'II)HI/II_IBI.

[IaTHAAATH TPOLEHTOB MAIlMEHTOB B rpymnmne kionuporpena u 21,7% B rpynme miane0o
JOCTUTJIA TEPBUYHON KOHEUHOH TOYKH, 4TO MIpeAcTaBisgeT co0oil abCoNOTHOE CHUKEHHE Ha
6,7% W pa3HUIy CHIKEeHHS B 36% B MOJIB3Y KIOMHAOTPENa. DTO B OCHOBHOM OOYCIIOBJICHO
YMEHBIIIEHUEM OKKJIFO3UM B MH(APKT-3aBUCHMBIX KOPOHAPHBIX apTepHUsX. ITa MPEUMYIIECTBO
OCTaBaJIOCh TOCTOSIHHBIM BO BCEX NPEIBAPUTEIBHO OIPEAEICHHBIX IO BO3pacTy U IOy,
JoKau3aluu WH(apKTa U TUILY UCHOJIb3yeMOoro (pUOPHMHOIMTHKA WIM relapuHa MOATpYIIax

MMaluCHTOB.

Uccnenoanne COMMIT ¢ ¢akropapiM mu3aiiHoM 2x2  Bkimoudano 45 852 mamnuenTa,
MOCTYNHMBIIMX B TEYCHHWE 24 YacoB C MOMEHTA TOSIBJICHUS CHMIITOMOB I10/I03PEBAEMOTO
uH(papKTa MUOKapa, 9YTO MOATBEPKAAIOCH OoTKiIoOHeHUssMHU Ha DKI' (T.e. mogbreMoM cerMeHTa
ST, camxenuem cermenta ST umu Orokanoit n1eBoil HOXKHU mydka ['uca). [larueHTsl oMyyanu
kionuorpen (75 mr/cytku, N = 22 961) unu mnanebo (N = 22 891) B kombunanuu ¢ ACK (162
MI/CYTKH) B TedeHHe 28 JHEH WIM 10 BBINIUCKA #3 OOJNbHUIEL. KOMOMHHPOBaHHBIMU
MEPBUYHBIMH KOHCYHBIMA TOYKAMH OBLTH CMEPTh IO JIF00O0M MPUYHHE U PA3BUTHE MOBTOPHOTO
uH(papKTa, UHCYNIbTa WK cMepTh. [lomymsiuus Brrovana 27,8% xeHmuH, 58,4% nalueHToB B
Bo3pacte 60 et u ctapiie (26% > 70 net) u 54,5% nanueHToB, Moxy4aBmuX GUOPUHOIUTUKH.
Knonunorpen 3HaunTeaIbHO CHUYKAJI OTHOCUTEIBHBIA PUCK CMEPTH 1O J1t000# nmpuuuHe Ha 7% u
OTHOCHUTEIIbHBIN PUCK KOMOWHAITUM TIOBTOPHOTO WH(pApKTa, HHCYJIbTa WM cMepTH Ha 9%, 9To
coctaBnsio abcomotHoe cHikeHue Ha 0,5% u 0,9% COOTBETCTBEHHO, TO MPEUMYIECTBO
0CTaBaJIOCh TOCTOSIHHBIM JJIsI TPYIIN MAIlMEHTOB PA3HOTO BO3pacTa, Moja, MPUHUMAIONINX WU

He MpUHUMaroIMX GUOPUHONUTHKH, U HaOII0JaIachk yxke yepes3 24 Jaca.
Hesckanayus uneubumopos peyenmopos P2Y12 6 mepanuu ocmpoco KOpoHapHo20 CUHOpPOMA

[Tepexon ¢ Tepanuu MOIIHBIM HHTHOUTOPOM perentopoB P2Y 12 Ha sedeHne KIOMUIOTPEIoM B
couetannn ¢ ACK mnocrne 3aBepuieHusi octpoir ¢as3sl octporo mHepapkra muokapaa (OUM)
U3ydajica B JBYX PaHAOMHU3HUPOBAHHBIX HWHHIHHUPOBAHHBIX HCCICAOBATCIICM KIIMHUYCCKUX

uccnenoBanusx (TOPIC u TROPICAL-ACS).

B PAaHAOMHU3UPOBAHHOM OTKPBITOM KIIMHHUYECKOM HCCIICAOBAHUU TOPIC NpUHUMAJIN Y4YaCTHUC

MNalnuCHTHI, nepeHeCIne OI/IM, KOTOPbIM BBITIOJIHATIOCH YPCCKOIKHOC KOPOHApHOC
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BmemareabcTBO (UKB). TammenTsr, monyuaBmye ACK %;IIF-I};' E%@J ﬁ%#ﬁ&lﬂfiﬂﬁﬁ"ﬁdpos

peuenTopoB P2Y 12, y KOTOpHIX HE Pa3BMWIIMCH HEOIArONMPHUSATHBIE COOBITHS B TEUEHUE OJIHOTO
Mecsla, WM ObUIM TIepeBeACHbl Ha Tepanuio (¢ukcupoBaHHoii komOuHanmeir ACK wu
KJIOmuaorpena (mesckajgamus JABOMHOM — aHTtuTpoMOouuTapHoit tepammu  [JAT]) wm
IOPOJOJDKWIIM INIPUHMMAaTh paHee Ha3zHaueHHble mnpenaparbl (HeusmeHnHas [IAT). CoOsbitus,
BKJIIOYCHHbIE B KOMOWHUPOBAaHHYIO TMEPBUYHYIO KOHEUHYIO TOUYKY (CMEpTh OT OCIOKHEHHH
cepaeyHo-cocyaucThix 3aboneBanuii (CC3), WHCYNBT, SKCTPEHHAs pPEBACKYIApU3ALMS U
KpOBOTEUYCHHS THMa 2 Wik Ooyiee TsDKenable KpoBoTeueHwss mo 1mkane BARC
(MccnenoBarenbCKoro akageMUYecKoro KOHCOPLMYyMa IO KPOBOTEYEHHUSM)), 4epe3 OIUH TOJ
nocie nepeHecennoro OMM Obutu 3apeructpupoBansl y 43 u3 322 mamumentoB (13,4%) B
rpynne aedckanauuu JAT u 85 maumentoB u3 323 (26,3%) B rpynme HemsmeHnoit JJAT
(p<0,01).

CraTHCTHYECKM 3HAYMMOE DAa3JIM4de B OCHOBHOM OOYCIIOBJIEHO COKpallleHHEeM KOJIMYeCTBa
CllydyaeB KpPOBOTEUEHMsI, B TOM YHCIIe KPOBOT€UeHM, KoTopble mo mkane BARC Gonee umu
paBHbl 2 (4% B rpynne aesckanauuu u 14,9% B rpymme, nosnydasuieil HeusmeHeHnywo [IAT),
IpU ATOM HE HAOIIOAATIOCh CYIIECTBEHHBIX PA3JIMYMi B 4aCTOTE MIIEMHUYECKUX OCIIOKHEHHN

(p = 0,36).

B pamgomusupoBaHHOe OTKpbIToe KiauHHueckoe wuccienoBanne |ROPICAL-ACS Obun
BKiroYeHbl 2610 manmentoB ¢ OVIM, mMOATBEPKJIEHHBIM aHAIUW30M Ha OMOMAapKephbl, IOCIe
npoBesneHuss UKB. [TanueHTs! OblIM paHIOMHM3UPOBAHBI B IPYIIBI JUIs TTOJIy4€HUs Mpacyrperna
(mam 0-14) wm pacyrpena (qau 0-7), a 3aTem xonuaorpena (nau 8-14) B komOunamuu ¢ ACK.
Ha 14-i1 nenp Obuia nmpoBeseHa olieHKa (GpyHKUMK TpoMOouuTOoB. [TarueHTs! U3 nepBoil rpymnmsl
TEpaNnuy TOJBKO MPACyrpesioM MPOJOJDKAIM IMPUHUMATh Ipacyrpen B TedeHue 11,5 mecama. ¥V
NAalMEeHTOB M3 TPYINIBl 3aMEHbl TEparuu ObUI BHINOJIHEH aHAJINW3 Ha BBICOKYIO PEAKTUBHOCTh
tpoMbouuToB (BPT). ITamentsl ¢ BPT > 46 enunuil ObUIM CHOBa MEpPEBEACHBI Ha TEparuio
mpacyrpeyioM, Kotopywo mnonydanu B teuenue 11,5 mecsua. [Mamments: ¢ BPT < 46 enunun
IPOIOJDKUIIN JIEYEHHUE KIIOMUIOrpeNoM B fo03e 75 mr/cytku B TedeHue 11,5 mecsna. Takum
o0pa3oM, B IpyIIe ynpaBiIseMoil 3aMeHbl Tepanuy HNalueHTsl Motydanyd win npacyrpen (40%)
win  kionuuporpen (60%). Bce mammentsr mnomydanu ACK, mnocnenytomiee HaOioieHHE

MpoaOIKAJIOCh B TCUCHUEC OAHOTO roaa.

[TepBuuHas KoHEYHas] TOYKA BKJIFOYaJia KOMOMHAIIMIO CEPICYHO-COCYIUCTON CcMepTH, HH(papKTa
MHUOKap/ia, MHCYIbTa U KPOBOTEUEHUS TUMNA 2 WM Ooyiee TsSHKENble KPOBOTEUEHHUS IO IIKale

BARC. HccnenoBanue NpoAEMOHCTPUPOBAIO OTCYTCTBHE PA3IUYUNl MEXIYy TpynmamMu IO
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MEPBUYHON KOHCYHOM TOYKE IO KPHUTEPHUIO NON inferid-mb[:'%ﬁﬁéﬁﬁwmeﬁanéﬂaﬁ%ﬁ HE

IpUBEJia K IIOBBIILIEHUIO PUCKA Pa3BUTHUS HIIEMUUYECKUX OCJIOXHEHHH (2,5% B rpynne
neackanaunu U 3,2% B KOHTPOJIBHOM TpYIIIE), a TaKKE€ 4acTOThl KPOBOTEUEHUH THUMA 2 WU

ooiee no mkaine BARC.

sotinas anmumpomoboyumapuas mepanusi (J{AT) npu ocmpom manom MU uru THA cpeonezo

Uuiu 6bl1COK0O20 pucka

Ouenka JIAT B xomOunHaruu ¢ kionugorpenioM u ACK ¢ 1menpro nmpoduiaakTUKH HHCYJIbTA
nociie octporo manoro MM ninu TUA cpeaHero minm BeICOKOTO pUcKa MpOBOJIMIACH B XOJ€E ABYX
panmomusupoBanbix uccienoBanuii: CHANCE u POINT — c¢ monydeHueM JaHHBIX TIO

ucxoagam AJisd KJIMHAYECKOHM 0€30MacHOCTH U Bq)(l)eKTI/IBHOCTI/I.

UccnenoBanne CHANCE (npuMmeHeHHe KIOMUIOrpeNia y MAalHeHTOB C BBICOKHMM PHCKOM
pa3BUTHS OCTPBIX HApYLIEHH MO3roBOro KpoBooOpaiieHus Oe3 HHBanuau3anuu). B sTom
PaHJIOMU3UPOBAHHOM  JIBOWHOM  CJENOM  MYJIbTHIICHTPOBOM  I1a1e00-KOHTPOIUPYEMOM
KJIIMHUYECKOM HccliefjoBaHuM TpuHsu ydactue 5170 mamumentoB u3 Kutas ¢ ocrpoit TUA
(onenka ABCD2 >4) nnu octpeiM ManibiM uHCYIBTOM (NIHSS <3). [Nanmentsr B 06enx rpymmax
B 1-ii menp momyunnu no3y ACK B OTKpeITOM pexuMe (BeTHMYMHA J103bI BapbHUpOBAlIach B
nuanazone ot 75 go 300 wMr, 103y ycTaHaBiIMBal Jiedalldii  Bpau). [lalMeHTHl,
PaHAOMU3HMPOBaHHbIE B Ipynny npuMeHeHus kionujorpena u ACK, monydunau Harpy3odHyro
no3y 300 mr B 1-i1 neHp, mociie yero mojiydajad KJiIomuaorpen B go3e 75 mr 1 pa3 B CyTKH B
nepuof co 2-ro 1HsA no 90-i nens BximountenbHo U ACK B no3e 75 Mr 1 pa3 B CyTkH B IEpHOL
co 2-ro gHsa mo 21-i AeHb BKIIOUMTENBbHO. [lallMeHTHl, pPaHIOMM3UPOBAaHHBIE B TPYIIY
npumenenus ACK, monydanu mianebo-Bepcuro Kiomuaorpena B nepuon ¢ 1-ro gus mo 90-i
nenb BrtounTenbHO 1 ACK B 103e 75 mr 1 pa3 B cyTku B mepuoj co 2-ro ans no 90-i neHb

BKIIIOYHUTCIIBHO.

[lepBuuHOil KOHEYHOW TOYKOM A((EKTUBHOCTH SBISJCS HOBBIM cily4ail HHCYyJbTa
(MIIeMHUYeCcKOro MM reMopparudeckoro) B mepsele 90 nHeil mocie octporo maioro MU wnm
TUA Bbicokoro pucka. Takue ciiyyau ObulM 3apeructpupoBanbl y 212 mamuentos (8,2%) B
rpynne npuMeHeHus kionuaorpena 1 ACK no cpaBuenuto ¢ 303 nmauuentamu (11,7%) B rpynmne
npumenenus ACK. Crnyuan MM nabmonanucs y 204 nmauuentos (7,9%) B rpynmne npuMeHeHUs
knoruorpena u ACK mo cpasaenuto ¢ 295 nmamuentamu (11,4%) B rpynne npumenenus ACK.
I'emopparnueckuii HHCYJBT CIYYMJICS y § MAIMEHTOB B KaKJOW M3 JABYX TPYII HUCCIEIOBaHUSI
(0,3% B kaxmoi rpymme). CpeaHETsIKENI0e WIN TSKEI0e KPOBOM3IUSHUE HAOII0MaIoch y 7

nanuentoB (0,3%) B rpymnmne mpumenenus knorummporpena 1 ACK u y 8 mamuentoB (0,3%) B
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rpynne npumeHenuss ACK. Yacrora pa3BuTis KDOB'Q%%M%EE%X%HEE%:1|3'F| :I':{)' e

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

POINT (TpoMOOLIUT-OpUEHTUPOBAHHOE MHTMOMPOBAHKE Y MAIMEHTOB C HOBBIMU citydasimu TUA
WIM MaJoro HIIEMUYECKOrO0 HHCYJIbTa). B 3TOM paHIOMM3UPOBAHHOM JBOMHOM CJENOM
MYJIBTUIEHTPOBOM ILIa1€00-KOHTPOIUPYEMOM KIMHUYECKOM HCCIIETOBAaHUM MPUHSIN ydacTue
4881 mamueHToB M3 pasHbIX cTpaH ¢ octporr THA (omenka ABCD2 >4) uiam ocTpsIM MajbiM
uHcynbToM (NIHSS <3). Bce mammentsr B 0obeux rpynnax mnomydanud 103y ACK B oTKpbITOM
pexxumMe B iepuoA ¢ 1-ro nug no 90-i neHp (BeauurHa J03bl BapbUpoBajachk B AuarnasoHe ot 50
no 325 Mr, 103y yCTaHaBJIMBaJI Jieyaruii Bpad). [larueHTsl, paHIOMU3UPOBAHHBIC B TPYIITY
MPUMEHEHHUS KJIOMUIOrpesia, MOJYYHIM Harpy304Hyro 103y kionujaorpena 600 mr B 1-i 1eHb,
II0CJIE YEro MOoJIy4alu KJIONUAOrped B A03€ 75 Mr 1 pa3 B cyTKu B nepuoj co 2-ro aHs no 90-i
JI€Hb BKJIIOUUTENIbHO. llalMeHThl, paHAOMU3MpPOBAHHbIE B TIpPYHIYy IMpPUMEHEHUs Iu1anedo,

MOJTy4Yaiy ianedo-Bepcrio KIonuaorpena B nepuoj ¢ 1-ro nus no 90-i AeHb BKIIOYUTEIHHO.

[lepBuyHOii KOHEYHOH TOYKOM S(PPEKTHBHOCTH  SBISIACH KOMOMHALMS  MAacCHBHBIX
uiemudeckux ocnoxxkHeHui (MU, undapkT Muokapia wiM JeTanbHbI HMCXOA B pe3yibTare
UIIEMUYECKOr0  COCYAMCTOro  oclokHeHus) K 90-my aHroo. Takue ciaydan Obuin
3apeructpupoBanbl y 121 maunumenta (5,0%) B rpynne npumenenus kiaonuporpena u ACK no
cpaBHeHUIO ¢ 160 mauuentamu (6,5%) B rpynne npumenenus tosibko ACK. U, seastouuiics
BTOPUYHONW KOHEYHOW TOouKkoM, HaOmomanca y 112 mnauuentoB (4,6%), mMOTydaBIIMX
kionuaorpen u ACK, no cpaBHenuto co 155 nannentamu nonydasmumu ACK (6,3%). bonbiioe
KPOBOTEUEHHE, SIBJIAIONIEECS IEPBUYHON KOHEYHON TOUKOM OLIEHKH 0€30MaCHOCTH, CIyYUIIOCh Y
23 u3 2432 nmammenTtoB (0,9%), nonyuaBmmux knonugorpen u ACK, n y 10 u3z 2449 nanueHTos,
nonyuaBmmx ACK (0,4%). HesHauuTenbHOE KpOBOM3IUSHUE Clayduioch y 40 mManueHToB

(1,6%), momyuaBiux knomunorpen u ACK, u y 13 nanuentos, nonyuasiinx ACK (0,5%).

Amnanus nepuoaa neiicteus npenaparoB B pamkax uccienaoanuiit CHANCE u POINT. He 0Ob110
npeuMyllecTsa B TOM, 4ToObl mpoaokate JIAT OGonee 21 nua. KiuHuueckas momnb3a OT
nponookenust JJIAT Oonee 3 Hemens mpojeMOHCTpHpoBaHa He Obuta. Llenbro pacmnpeneneHus
MAacCCHBHBIX HIIEMHUYECKUX OCJIOXHEHMM M CIy4aeB MACCHBHOIO KPOBOM3JIMSHUS IO TpynnaMm
JeYeHHUs] B TMEpUOJE JAEHCTBHS IpernaparoB ObLI aHAIMU3 BIUSHHUS KPAaTKOCPOUYHOTO IEpHOa

nevicreus JAT.

Qubpunnayus npeocepoutl
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npefcepaAnid, KOTOpble HMMENHM, KaK MHHUMYM, OAMH (aKTOp PHUCKA Pa3BUTHS COCYIUCTHIX
OCJIOKHEHHUH, HO ObUIM HECHOCOOHBI MPUHUMATH HEMPSIMbIC aHTUKOATYJSHTHI, KIOMUIOTPEN B
couetannu ¢ ACK (1o cpaBHeHHUt0 ¢ nmpueMoM Toabko oHOoM ACK) yMeHbIIaa 4acToTy BMECTE
B3SATBHIX MHCYNIbTA, HH(ApKTa MHUOKap/a, CHCTEMHOW TpoMOO3MOOIMU BHE IEHTPaIbHOU
HepBHOi cuctemsl (LIHC) unm cocyaucTolr cMepTH, B OOJIbIIEH CTENEHH 33 CYET YMEHBIICHUS

pHUCKA pa3BUTUS UHCYJIBTA.

DddextuBHOCTH MpHieMa Kionuaorpena B couetannu ¢ ACK BBIABISIACH pAaHO U COXPAHSIIACH
n0 5 7ner. YMeHbIlIEHHWE PHUCKAa KPYIHBIX COCYIUCTBIX OCJOXHEHHIl B TpyNIe MalueHTOB,
NpUHUMABIIKX Kionuaorpen B couetanuu ¢ ACK, Habiroganoch B OCHOBHOM 3a CYET OOJIBIIETO
YMEHBIIECHUSI YaCTOThl WHCYJIbTOB. PUCK pa3BUTHUS WHCYJbTa JIFOOOW TSDKECTH TPH TpUEME
kjonuorpena B coueranuu ¢ ACK cHimkancs, a Takke HaOro1anach TEHACHIMS K CHUKEHUIO
YacTOTHl pa3BUTHUs WH(pApKTa MUOKaplAa B TpyIMIe, MOJy4yaBIIed JeYeHUE KIOMHAOTPEIOM B
couetannu ¢ ACK, HO He HaOmIOAanoCh pa3nuuuii B yacrore Tpom6osmoOonu BHe [IHC umu
cocyauctoit cmeptu. Kpome atoro, npuem kionugorpesna B couetannu ¢ ACK ymeHbman oomiee

KOJIMYECTBO I[Hef/'l rocuvTajansaluu 1o CCPpACUYHO-COCYAUCTBIM NIPpUYNHAM.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AOcopOuus

ITpy OOHOKpAaTHOM M NOBTOPHOM IPUEME BHYTPH B JO3UPOBKE 75 MI' B CYTKH KJIONHJOTPEI

OBICTPO BCAChIBAETCS.

Cpennee 3HaueHHEe MaKCHUMallbHOM KoHLEHTpauuu (Cmax) HEM3MEHEHHOro KIIOMHJOrpena B
miasMe KpoBH (mpuOAM3UTENbHO 2,2-2,5 HI/MII 1OCie MpHeMa BHYTPb pa3oBOil 103bl 75 Mr)
JOCTUTaeTcs MpUOIM3UTENbHO uepe3 45 MUHYT Mmocie npuema mnpenapara. Ilo maHHBIM
HKCKpPELMM METabOJMUTOB  KJOMUIOTpeNna 4epe3 IOYKM ero abcopOuusi COCTaBiseT

npubimsutensHo 50%.

Pacnpenenenue

In vitro xionumorpen W ero OCHOBHOW IMPKYJIUPYIOIIUNA B KPOBU HEAKTUBHBIM META0OIHUT
00paTHMO CBS3BIBAIOTCS ¢ OeTKaMu I1a3Mbl KpoBH denoBeka (Ha 98% u 94%, cooTBETCTBEHHO),

Y JJaHHAas CBSA3b SIBIIAECTCS HEHACHIIIaeMOi 10 KoHneHTpanuu 100 mMr/mo.
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Bbuorpancdhopmarimsg

Kionumorpen HMHTEHCHMBHO MeTaboiu3upyeTcs B medeHd. In vitro u in Vvivo kiommmorpen
METa0OIM3UPYETCS ABYMS TYTSAMU: TIEPBBIA OCYIIECTBIIACTCS C MIOMOIIBIO 3CTEPa3 U MPUBOAUT K
THIPOIHM3Y KIOMHUIOTpeNa ¢ OOpa3oBaHMEM HEAKTHMBHOTO IPOU3BOAHOTO KapOOKCHIIBHOM
KUCTOTHI (85% OT HUPKYIUPYIOUIMX METaOOIUTOB); BTOPOM MyTh OCYIIECTBISETCS C MOMOIIBIO

nzodepmenToB nuroxpoma P450.

[lepBoHayanbHO KJIONUAOTPENT METaOOIM3UPYETCS [0 2-OKCO-KJIOMUIOTpeNna, SBISIOIIErocs
MPOMEXKYTOUHBIM MeTabonuToM. [locnenyrommii MeTaboau3M 2-0KCO-KIIOMHUIOTPENIa MPUBOIUT
K 00pa3oBaHHIO AaKTUBHOTO MeTaboluTa KIOMHIOTpeda — THOJBHOTO MPOH3BOIHOTO
KJIonuaorpena. In vitro aToT akTUBHBIN MeTabOIUT 00pa3yeTcs, IIIaBHBIM 00Pa30M, C TOMOIIBIO
uzopepmenta CYP2C19, HO B ero o0pa3oBaHHMU TakKe YYaCTBYIOT HEKOTOpbIE Ipyrue
uzopepmentsl, Bkimodas CYP1A2, CYP2B6 u CYP3A4. AKTHBHBIA THOJBHBIM METa0OIUT
KJIOMUI0TPENIa, BBIACACHHBIN B IN VItr0 MccaeqoBaHusX, ObICTPO ¥ HEOOPATUMO CBSI3BIBACTCS C

penenTopamMu TPOMOOIIMTOB, OJIOKUPYST TAKUM 00Pa30M arperamuro TpOMOOITUTOB.

Cmax akTMBHOTO MeTaboJuTa KIOMHUAOrpesia Moclie OJHOKPATHOrO MpHUEMa €ro Harpy304HOU
no3b1 300 Mr B 1Ba pasa MpEBBINIAET TAKOBYIO MOCIe 4-X-THEBHOTO MpUEMa MOIeP KUBAIOIIEH

10361 Kionuaorpena 75 mr. Cmax gocturaetcst npudau3uTeabHo B Teuenue 30-60 MUHYT.

OIUMUHALKSA

B teuenme 120 u mocte mpHeMa BHYTPh - C-MEUEHOTo KIOMHmorpena okomo 50%
pPaJMOAaKTUBHOCTH BBIBOAMTCS 4Yepe3 MOYKM M NpuOaM3uTenbHo 46% paanoakTUBHOCTH
BBIBOAMTCS Yepe3 KHumeyHuK. [locie ofHOKpaTHOTO premMa BHYTpPb JIO3UPOBKU B 75 MT MEpHO/
nonysbiBeeHust (T'2) kmonmupmorpena cocrapiseT npuMepHo 6 yacos. [locie oxHOKpaTHOTO
npremMa M mpueMa MoBTOPHBIX 7103 Kionuaorpena T2 ero o0CHOBHOTO IUPKYJIUPYIOIIETO B KPOBU

HEAaKTUBHOT'O MeTa0OJINTa COCTABIISET 8§ .

dapMaKOreHEeTUKA

C mnomompio u3opepmenta CYP2C19 oOpasyeTcss Kak akTHUBHBIA METaOONUT, TaKk H
IPOMEXYTOUHBIH MeTaboNUT — 2-okco-kiaonuaorpen. dapMakOKMHETHKA M aHTHArperaHTHOE
JeificTBHE aKTUBHOTO METa0O0IUTa KIOMUAOrpesa, MPU UCCIEOBAHUN arperaiii TpOMOOIIUTOB B
YCIOBHSX €X ViVO, BapbUPYIOT B 3aBUCHMMOCTH OT reHotumna u3odepmenta CYP2C19. Amrens
rera nzogpepmenta CYP2C19*1 cooTBeTCTBYEeT MOIHOCTHIO (PYHKLIMOHATHHOMY METa0OIU3MY,

torna kKak amwienu reHoB u3opepmentoB CYP2C19*2 u CYP2C19*3  sBustoTcs
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He(YHKIIMOHATLHBIMU. AJUIENTU TeHOB M30(epMEHTOB ERFP2ER 9955 TP e 643 sifliidres

OPUYMHON CHW)KEHUS MeTabonu3Mma y OOJNBIIMHCTBA NpEACTAaBUTENICH €BpPONEOUTHONW pPACHI
(85%) u azmarckoit nmonyssiuuu (99%). pyrue ainenu, ¢ KOTOPBIMU CBS3aHO OTCYTCTBUE WUIIU
CHI)KEHHME METa0OoJM3Ma, BCTPEUAIOTCS PEKE U BKIIIOYAIOT, HO HE OTPaHUYMBAIOTCS, aJUIeNsIMU
reHoB uzopepmentoB CYP2C19*4, *5, *6, *7 wm *8. IlanmeHTbl C HHU3KOW aKTHUBHOCTHIO
uzopepmernta CYP2C19 nomxkHbl 00namaTh IByMsS YKa3aHHBIMH BBILIE aJUICISIMA T€HA C
norepeit pynkmun. OmyOIMKOBaHHBIC YaCTOTHI BCTPEUAEMOCTH (DEHOTHITOB MAI[UEHTOB C HU3KOMH
akTuBHOCTBIO M3oepmenta CYP2C19 y manueHTOB €BpOIEOMIHON pachl cOocTaBisiOT 2%, y
MAalMeHTOB HerpouaHor packl — 4% wu y mpencraBurened aszuarcko monymsuuu — 14%.
Cy1iecTBYIOT CHENUaIbHBIE TECTHl JJIs ONPEJEIICHUS HMEIOLIErocss y MalMeHTa I'eHOTUIa

uzodpepmenta CYP2CI19.

[To manubIM TepekpecTHOrO uccieaoBanus (40 MOOPOBONBIEB) ¢ y4acTHEM JTOOPOBOJIBIIEB C
OUYEHb BBICOKOH, BBICOKOW, MPOMEXYTOUHOW M HHU3KOH akTHBHOCTHIO m3opepmenta CYP2C19
KaKuX-T100 CYIIECTBEHHBIX PA3IUYMi B HKCHO3UIIMM AKTUBHOTO METAa0OJIMTa U B CPEAHUX
3HauYeHMsIX HMHruOupoBanusi arperaiuu TtpomOonutoB (MAT), unayuupoBannoit AID, y
TOOPOBOJIBIIEB C OYEHb BBICOKOW, BBICOKOW W MPOMEKYTOYHOW aKTUBHOCTBIO H30(epMEeHTa
CYP2C19 BwiBieHo He ObUI0. Y J00OpOBOIIBLEB C HU3KOW aKTUBHOCTBHIO HU30(hEpMEeHTa
CYP2C19 »skcmno3uiusi akTUBHOIO MeETa0oJIMTa CHWXamach Ha 63-71% mo cpaBHEHUIO C
TOOPOBOJIBIIAMHU C BBICOKOW aKTUBHOCTBIO M3odepmenta CYP2C19. IIpu ucronp30BaHIH CXEMBI
nedyenuss 300 mr Harpy3ouHas no3a/75 wmr mnojgaepxwuBatomas jgoza (300 mr/75 wmr) y
JOOPOBOJIBIIEB ¢ HU3KOM akTUBHOCTHIO M30(epmenta CYP2C19 anTurpoMboiuTapHOE AeHCTBHE
cHIXanoch co cpequumu 3HadeHussMu AT, cocraBnstomumu 24% (depes 24 1) u 37% (Ha 5
JIeHb UCCIIEZIOBaHUS) IO cpaBHEHUIO co 3HaueHusMu AT, cocraBnstonmmu 39% (depes 24 u) u
58% (ma 5 nmeHp wuccneAoBaHUS) Y JOOPOBOJBIEB C BBICOKOW AKTUBHOCTHIO H30(epMEHTa
CYP2C19 u 37% (uepe3 24 1) u 60% (Ha 5 1OeHb HCCIEIOBAaHUA) Yy J0OPOBOJBIIEB C

IPOMEKYTOUHON aKTUBHOCTBIO M30depmenta CYP2C19.

Korna noOpoBosibliel ¢ HU3KOM akTUBHOCTBIO M3odepmenta CYP2C19 nonyvanu npenapat 1o
cxeme nedenus 600 mr Harpyzounast no3a/150 mr mogaepxkwuBarorias no3a (600 mr/150 wmr),
AKCTIO3UIUS aKTUBHOTO MeTa0oyMTa Oblia BhIlie, ueM npu cxeme jgederus: 300 mr/75 mr. Kpome
atoro, MAT cocraisiio 32% (uepes 24 1) u 61% (Ha 5 neHb ucciaenoBaHus), 4To ObUIO OOJIbIIIE
TAKOBOT'O Yy JOOPOBOJIBIIEB C HHU3KOM akTUBHOCTHIO H3opepmeHTa CYP2C19, momydaBmmx
neuenue no cxeme 300 mr/75 mr, U O6bUIO MOJIOOHO TaKOBOMY B TpyIIax MalUeHToB ¢ Ooiee
BBICOKOH mHTeHCUBHOCTBIO CYP2C19-MeTabonmm3ma, momydaBiiux jiedeHue mo cxeme 300 mr/75

MI'. O}IHaKO B HCCICOOBAHHAX C YUYCTOM KIMHHUYCCKHUX HCXOJOB PEKHUM OO3UPOBAHUIA
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KJIOMUOTPEIa JUIsl MAlMeHTOB dTON TPYMIIbI ( HI/IGHTO‘QQ&HE&%&G‘J&%@E}JBI/EB(HG’[IJ{&éHTa

CYP2C19) noka He ycTaHOBIICH.

AHaJOrMYHO pe3ynbTaTaM JaHHOI'O HCCIIEOBaHUS METa-aHalIu3 IIECTU HCCIEJOBaHUM, B
KOTOPBI BONUIM JaHHBIE 335 HOOpPOBOJIBIIEB, MOMYyYaBIIUX KIIOMHAOTPET U HAXOIWBIIUXCS B
COCTOSTHUM JOCTHIKEHHSI PABHOBECHOH KOHIEHTpPALUM, II0Ka3aj, 4YTO [0 CPaBHEHHIO C
IO0OpOBOJIBIIAMU C BBICOKOM akTUBHOCTBhIO wu30odepmenta CYP2C19, y noOpoBoisiblieB ¢
IPOMEXYTOUHOW akTHBHOCTHIO m3odepmeHnTa CYP2C19 skcno3uiusi akTUBHOTO METa0OJHMTa
cHKkanace Ha28%, a y 100poBobLIEB ¢ HU3KOHM akTUBHOCTHIO M3opepmenta CYP2C19 — na
72%, B TO Bpems kak MAT Obl10 CHMKEHO ¢ Pa3IUYUsIMU B 3HAYCHUIX, COCTABIAIOMUMHE 5,9% 1

21,4% COOTBETCTBEHHO.

He npoBogunock onenku BausHuda renoruna CYP2C19 Ha knuHUYECKUE UCXOAbl Y HAl[MEHTOB,
MOJYYaBIIMX KJIOMUAOTPEN, B IMPOCHEKTUBHBIX PAHAOMHU3HPOBAHHBIX KOHTPOJHUPYEMBIX
ucciaenoBanusax. OJHAKO HAa HACTOSIIIMM MOMEHT HMMEETCS HECKOJBKO PETPOCHEKTHUBHBIX
aQHAJIM30B pE3yJbTAaTOB T'C€HOTHIHUPOBAHMS, TNONydeHHBIX B xoie wuccienoBanuii: CURE,
CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a taxke B HECKOJBKHX

OHY6J'II/IKOBaHHI>IX KOT'OPTHBIX UCCIICIOBAHUAX.

B uccnenoBanuu TRITON-TIMI 38 u 3-x xoroptHbix uccinenoanusx (Collet, Sibbing, Giusti)
NAlMEeHThl KOMOMHHUPOBAaHHOW TpPYNIBI C MPOMEXKYTOYHOW WM HHU3KOH aKTUBHOCTHIO
uzopepmenta CYP2C19 umenu Oosee BBICOKYIO YacTOTY CEpAEYHO-COCYIUCTBIX OCIIOKHEHUMN
(cMepTh, UHGAPKT MUOKAapAa U MHCYJbT) UM TPOMOO3a CTEHTA 10 CPAaBHEHHIO C TAKOBBIMU Y

NaIMEeHTOB ¢ BBICOKOW akTUBHOCTHIO H30(pepmenTa CYP2C19.

B wuccnenosanuu CHARISMA u oJHOM KOrOpTHOM HcCcieloBaHMM (Simon) yBelIWYeHUE
YacTOThl CEPJEYHO-COCYAMCTBIX OCI0KHEHUH HAONIONAIOCh TOJBKO Yy NAlMEHTOB € HU3KOU
akTuBHOCThIO u30epmeHta CYP2CI19 (mpu uX cpaBHEHHMM C TMalMEHTaMU C BBICOKOMN

akTuBHOCTBIO M30pepmenta CYP2C19).

B uccnenoBanusix CURE, CLARITY, ACTIVE-A u oaHOM Hu3 KOTOPTHBIX HCCIIEIOBaHUM
(Trenk) He HaOmIOOANOCh YBETUYEHUS 4YACTOTHI CEPICYHO-COCYAMCTBIX OCIOKHEHUH B

3asucuMocTH oT MHTeHcuBHOCTU CYP2C19-MeTabonu3ma.

dapMaKOKMHETHKA Y 0COOBIX T pynmn nannrcHTOB

(DapMaKOKI/IHCTI/IKa AKTUBHOIO METa0oJIMTa Kjionuaorpeja y nanueHTOB 0COOBIX rpymi HC

HU3ydaiacChb.
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JInIta moKUIIoro Bo3pacTa

Y noOpoBonbleB cTapmie 75 J€T NMpU CPaBHEHHUH C MOJIOABIMH JOOPOBOJIBIIAMH HE OBLIO
MOJIYYEHO Pa3IMuMid MO TOKa3aTelisIM arperaldd TPOMOOIIMTOB W BPEMEHHU KPOBOTEUCHUS.

Koppekuust 10361 He TpedyeTcs.

IToyeyHas HETOCTATOYHOCTD

[Tociie MOBTOPHBIX MPHEMOB KIIOMHUIOTPENA B JIO3UPOBKE 75 MI/CYTKH Y MALUEHTOB C TSKEJIBIMU
HapyIEHUSIMA (QYHKIUM TOYeK (KIMpEeHC KpeaTHHWHA OT S5 1o 15 mu/MuH) MHrHOMpOBaHHE
AJ1®-uHaYyIMPOBAaHHOM arperauu TpoMOOIUTOB ObuT0 HuXEe (Ha 25%) MO CpaBHEHUIO C
TAaKOBBIM Y 3I0POBBIX JIOOPOBOJIBIEB, OJHAKO YAJUHEHHE BpPEMEHU KPOBOTEUYECHUS OBLIO
MOJIOOHBIM TaKOBOMY Yy 3JI0OPOBBIX TOOPOBOJIBIIECB, TOMYYaBIINX KJIOMUIOTPEN B J03€¢ 75 MT B

CYTKH.

IIeueHoUHAs HEAOCTATOYHOCTD

He Obuto 3HauMMBIX OTIMYMN B cTeneHH MHrHOupoBaHus AJlD-WHAYIHPOBAHHOW arperamuu
TPOMOOIIMTOB TOCIIE €KETHEBHOTO MPHEMa KIOMUI0Tpelia B CyTOYHOM 103¢ 75 mr B Teuenue 10
JTHEeW y NallMEeHTOB C TSHKEJIBIMU HApYIICHUSAMHU (DYHKLIMHU [IEYEHU 110 CPAaBHEHUIO CO 3/I0POBBIMU

,I[O6pOBOJ'ILI_[aMI/I. CpeﬂHee BPEM KPOBOTCUCHUA OBUIO TaK)KE COIIOCTaBUMO B 00€HX rpyimnax.

PacoBas mpuHaIJIE;)KHOCTh

PacnipoctpanenHocts  amteneid  reHoB  u3odepmenta CYP2C19, oOycnaBnuBarommx
MIPOMEKYTOUHYIO UM HU3KYIO aKTUBHOCTB 3TOTO M30(epMeHTa, OTINYAETCS Y NMpeACTaBUTENEH
pa3IUYHBIX pacoBbIX TIpynn. VMeroTcs orpaHUYeHHbIE JHUTEpaTypHble JaHHbIE 00 HX
pacpoCTPaHEHHOCTH Yy NPEACTaBUTENIEH a3MaTCKOW INOMYJISALMU, YTO HE MO3BOJISIET OLEHUTH y
HUX 3HaueHus reHoTunupoBaHus uzopepmenta CYP2C19 g pa3BUTUS MIIEMHYECKHX

OCJIOKHEHUH.
eTn

KinHuueckue 1aHHble OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
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Anpo:

MukpokpucTauueckas IeJuTi0JI03a CUITHKAaTHPOBaHHAS
['unpono3a Hu3ko3amenieHHas LH-11

KactopoBoe Maciio ruiporeHu3upoOBaHHOE

Kpemuust 1MoKCu KOJITOUAHBIN

Harpus creapmidymapar

O06onouKa:

lNunpomenosa 15 cll

JlakT03BI MOHOTHIPAT

Turtana quoxkcun E171

Tpuauerun

Kenesza okcun kpacHsiiit E172

6.2. HecoBMecTHMOCTE

Henpumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 roxa.

6.4. Oco0ble MepbI NPEAOCTOPOKHOCTH IPH XPAHEHUHU

XpaHUTh B OpPUTMHAIBHOM YNakoBKe (KOHTypHasi s4eilkoBas ylaKoBKa B IMayke) Npu

teMrieparype He Bbie 25 °C.

6.5. Xapakrep u coaepkaHue NEPBUYHON YIIAKOBKH
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[To 10 TabnmeToKk B KOHTYPHYIO SYEHKOBYIO ) aKOBKWQ:H@ﬁF‘ﬁE%ﬁﬁxﬁaﬁﬁﬁ%ﬁ u

(bonbry aFOMUHUEBOH MEYaTHOM JTAKUPOBAHHOM.

1,2,3,4,5, 6,9 KOHTYpHBIX STYEHKOBBIX YITAKOBOK C JUCTKOM-BKJIQJIBIIIIEM [TOMEIIAIOT B MMAYKY

U3 KapTOHA.

[To 15 TabneTok B KOHTYPHYIO SIYEHKOBYIO YIAKOBKY M3 IIJIEHKM IOJMBHUHWIXJIOPUAHON U

(b oJIbTH aTIOMHUHUEBOM IMEYaTHOM JIAKUPOBAHHOM.

1,2,3,4,5, 6,9 KOHTYpHBIX STYEHKOBBIX YITAKOBOK C JUCTKOM-BKJIQJIBIIIIEM MTOMEIIAIOT B MMAYKy

M3 KapTOHaA.

ITo 20 TabneToKk B KOHTYPHYIO SIYEHMKOBYIO YIAKOBKY M3 TUICHKH ITOJMBUHUIXJIOPHIHON H

(G oJIbTH aTIOMHUHUEBOM IMEYaTHOMN JIAKUPOBAHHOM.

1,2,3,4,5, 6 KOHTYpHBIX SYEHKOBBIX YIIAKOBOK C JIACTKOM-BKJIQJIbIILIEM TOMEILAIOT B MMAYKY U3

KapToHa.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH MNPH YHHYTOXEHHH  HCIOJb30BAHHOIO
JIEKAPCTBEHHOI'0  Mpemapara WJIM OTX0JA0B, TOJYYEHHBIX TOCJe NpPUMeHeHus

JJEKAPCTBCHHOI'0 IIpenmapara, 1 Ipyrue MaHMIyJAluU € nmpenaparomM

OcoOsble TpeOoBaHUSI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAHUMOHHOI'O YAOCTOBEPEHUSA

Poccuiickas ®enepanus

000 «®APMAKOP ITPOJIAKIIIH»

197375, r. Cankt-IletepOypr, yn. Penumesa, a. 14, k. 5, od. 247
Ten.: +7 (812) 677-89-82

Anpec anekTpoHHOM ouTkl: pharmprod@pharmprod.ru

7.1. IIpeacTaBuTe/Ib AEPKATE/S] PETHCTPALMOHHOI0 YI0CTOBEPEeHHUs!

[IpereH3un noTpeOuTENeH HAMPABIATH IO AAPECY:

Poccniickas @enepanvs

000 «®APMAKOP ITPOJIAKIIIH»

197375, r. Cankt-IlerepOypr, yiu. Penumiesa, 1. 14, k. 5, od. 247
Ten.: +7 (812) 677-89-82

Anpec anekTpoHHOM nouThkl: safety@pharmprod.ru
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8. HOMEP PETUCTPAHIMOHHOI'O YAOCTOBEPEHUA

9. IATA NMEPBUYHOM PETMCTPAIIMUA (IIOATBEPXJIEHHSI PETMCTPALIMU,
INEPEPETNCTPALIUN)

Jlata nepBoii peructpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO6mass xapakTepucTuka JekapcTBeHHoro mpemapata Kionuporpen-®I1 nmoctymna Ha
uH(pOPMallMOHHOM TmopTaje EBpa3suiickoro SKOHOMHYECKOTO COr03a B HWH(OPMAIMOHHO-

KOMMYHHKAITMOHHOM cetn «MHTepHET» https://eec.eacunion.org.
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