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OBIIASI XAPAKTEPHCTHKA JIEKAPCTBEAHOT OTIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Knommnorpen, 75 mr, TabIeTKH, MOKPBITHIE INICHOYHOU 000JIOYKOM.

2. KAUECTBEHHBII 1 KOJIMYECTBEHHBIN COCTAB

JleiicTByolIee BEMECTBO: KIOMUI0TPeia THAPOCYIb(haT.

Kaxnas Ttabnerka coxepxkutr 97,880 mr knommmorpena ruapocyibdara B Iepecuere Ha
kionuaorpen 75,000 mr.

BcromorarenbHbIe BelIecTBa, HAIMYME KOTOPHIX HAJ0 YYHTHIBATH B COCTaBE JIEKAPCTBEHHOTO
npernapara: HaTpus creapuiadymapart (cMm. paszaen 4.4).

ITonnbI MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCHICCTB IIPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTKu, MOKPHITHIE INIEHOYHOM 000I0YKOM.

Kpyribeie ABOSKOBBITYKJIbIE TAaOJETKH, MOKPHITHIE IUIGHOYHOW OOOJOYKOW OT PO30BOTIO JO
OneHO-po30BOro 1BeTa. Ha momepeyHoMm paspes3e BHUIHBI J1Ba CJIOS: SAPO OEJIOr0 WM TOYTH

Oesoro BeTa ¥ 000JI04YKA.

4. KIMHUYECKHUE JAHHBIE

4.1. IToxka3zaHusi K NPUMEHEHUIO

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

e VvV B3POCIBIX NAlEHTOB ocJie HEJIaBHO IIEPEHECEHHOT O nH(papkTa
MHOKap/a (C JTaBHOCTBIO OT HECKOJIbKUX JHEH 10 35 1Heil), HeIaBHO IMEepPEHEeCEHHOTO
UIIEMUYECKOTO MHCYNbTa (C JaBHOCTBIO OT 7 JHEH A0 6 MecsleB) WIM IpH
JTUATHOCTHUPOBAHHOW OKKIIO3MOHHOW OoNie3HM mnepudepudyeckux aprepuil mpuem
KJIOMUJIOTpENla CHUXAJl YacTOTy KOMOWHHPOBAHHOM KOHEYHOH TOYKH, BKIIOUYABIIEH
MIOBTOPHBIN MIIEMHYECKUIN WHCYIBT (C JIETATBHBIM UCXOJIOM WIH 0€3 HEero), MOBTOPHBIHA
nH(}apKT MUOKapa (C JIETATbHBIM UCXOA0M HIJIA 0€3 HET0) M HHYIO CEPACYHO-COCYTUCTYIO
CMEpPTb.

e V¥ B3pOCIIBIX NAlIUEHTOB C OCTPHIM KOPOHAPHBIM CHHAPOMOM:

- OCTpbIii KOpoHapHbBI cuHApoM ©6e3 mnoabema cermenta ST (HecTaOunbHas
cTeHOKapaus/uHpapkT MUoKapaa 6e3 3yoma Q), BKItoUas MalrueHTOB, KOTOPBIE TOJKHBI
MOJTy4aTh MEIWKAMEHTO3HOE JICUeHHE, W TAIMEeHTOB, KOTOPHIM ITOKa3aHO YPECKOKHOE
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KOPOHAPHOE BMEIIATENbCTBO (CO cTelTHpORAHHEN TN~ BE3 C1eHt ApOBAHIH)-

aoptokoponapHoe myHTupoBanue (AKII). Ilpuem kimonuporpena CHUXal 4YacTOTY
KOMOMHHMPOBAaHHOW KOHEYHOM TOYKH, BKJIIOYABIIEH CEPIEYHO-COCYIUCTYIO CMEpPTh,
MH(ApKT MUOKAP/a WIKA UHCYIIBT, a TAKXKE YaCTOTY KOMOMHUPOBAHHON KOHEYHOH TOYKH,
BKJIIOYABIIEH  CEpAEYHO-COCYIUCTY0  CMEpTh, MH(MAPKT MHOKApAa, HHCYIbT,
pedpakTepHyIO UIIEMHUIO;
- OCTpbI MHGpapKT MUOKapaa ¢ nmoabemMoMm cermenta ST. [Ipuem kionuorpena cHUXKaI
CMEPTHOCTb OT JIOOBIX MPHUYMUH, & TAK)KE YaCTOTY KOMOMHUPOBAHHON KOHEYHOH TOUKH,
BKJIIOYABIIEH CMEpPTh, MOBTOPHBIN MH(APKT MUOKApAA WX UHCYIIBT.

e [Ipodunakrrka aTepoTPOMOOTHIECKUX K TPOMOOIMOOTUIECKUX OCIOKHEHHH Y B3POCIBIX
NayueHToB ¢ GuOpHLIALMeH npencepanii (MepraTenbHOi apuTMueii):
[TokazaHo, 4To y manueHToB ¢ (GUOpPHUIALKEH TpeAcepaAnii ¢ MOBBIIICHHBIM PHUCKOM
COCYIUCTBIX OCJOXXHEHUH Tepanus HEeNpsAMbIMH aHTHKOAUYJISHTAMH, SBIISIOLIUMUCS
antaronucramu ButamuHa K (ABK), cBs3ana ¢ Oombliell KIMHAYECKOW IOJIB30M IO
CPaBHCHHIO C TPUMEHEHHEM TOJIBKO auerTwicanuuuioBod kuciaotel (ACK) wim
koMOuHauuu kiaonuaorpena ¢ ACK B OTHOLIEHUM CHUKEHHS pUCKA Pa3BUTHUS UHCYJIbTA.
[NManmentam ¢ ¢pubpwsIIMen npeacepanii (MepUATeTbHON apUTMHUEH), UMEIOIINM, KakK
MUHUMYM, OJUH (DaKTOp pUCKa Pa3BUTHUS COCYAUCTBIX OCIIOKHEHHH, KOTOpbIe HE MOTYT
npunumats ABK (Hanpumep, npu uMeroImeMcsi 0cCoOO0M pUCKE pa3BUTHsI KPOBOTEUCHMS,
HECIIOCOOHOCTH NAIMEeHTa, 110 MHEHHUIO JICHAIEro Bpaya, aJeKBaTHO KOHTPOJIUPOBATH
MHO (MexayHapoaHOE€ HOPMAJIM30BAHHOE OTHOIICHUE) WM B ClIydae HETPUATHS
nanedToM JsedeHuss ABK), ans  mpemoTBparneHuss  aTepoTpoMOOTHYECKHX M
TPOMOOIMOOIMUECKUX OCIIOKHEHUH, BKIII0OUasi MHCYJIBT, TIOKa3aH MpHUEM KIOMHI0Tpesa B
komOuHanuu ¢ ACK.
[Tokazano, uro kinonugorpen B komouHauu ¢ ACK cHukan yacToTy KOMOMHUPOBAHHOMN
KOHEYHOH TOYKHM, BKIIOYaBIIEH MHCYAbT, HWHPApPKT MHOKapAa, CHCTEMHYIO
TpoM003MO0JIHIO BHE 1IeHTpabHOM HepBHOU crcTeMbl (LIHC) miun cepieuHo-cocyucTyo

CMEpPTh, MMPEUMYIIIECTBEHHO 3a CYET CHUKEHUS YaCTOThI Pa3BUTHS UHCYJIbTA (CM. pasjeln

5.1).

4.2. Peskum 103MPOBaHNS M CIOCO0 NPUMeEHEHUs!

PexuMm mo3upoBaHus

Heoaeéno nepenecennvii  ungapkm muoxkapoa, HeOABHO NEPEHEeCeHHblll UHCYIbM U
OUACHOCINUPOBAHHASA OKKIIO3UOHHASL 00Ne3Hb nepugepuieckux apmepuil

Pexomenayemast no3a — 75 mr 1 pa3 B CyTKH.

Crpannna 2 u3 29



COOTEBETCTEYET ZKCNEPTHOMY OTYETY
or 12.11.2025 N= 2 -
Ocmpulii KoOpoHapHblll CUHOPOM 0e3 NnoodveM( ceeMeﬁg&I:faE%gﬁn;&%ﬁmgﬁ: I‘cLEﬁ%%z'zb!})uﬂ,

unghapkm muoxapoa 6es 3y6ya Q)

JledyeHue KJIONUAOTPENIOM CIE1YET HAUMHATh C OAHOKPAaTHOrO IIpreMa Harpy304Hoi 103b1 300 mr,
a 3areM MpoJoJKaThb €ero mpueM B Ja0o3upoBke 75 mr 1 pa3 B cyrku. OJHOBpEeMEHHO ¢
kionuaorpenoM Heooxonaumo npuHuMaTh ACK B mo3upoBke ot 75 g0 325 mr 1 pa3 B cytku. B
kauHnYeckoM uccnenoBannn CURE  OONBIIMHCTBO MAIMEHTOB C  OCTPBIM  KOPOHAPHBIM
CUHAPOMOM JOIOJIHUTENBHO NOJyYaJIN JIE€UEHUE TeIapUHOM.

Ocmputii unghapkm muoxapoa ¢ noovemom ceemenma ST

PexoMennoBaHHas cyTo4Hasl 103a KJIOMUIOTPeia COCTABISAET 75 MI' OJHOKPATHO U MPUHUMAETCS
BMecte ¢ ACK ¢ mpumenenneM win 0e3 npuMmeHneHus: TpomOonuTukoB. [Ipuem kimonuaorpena
MOKHO HA4YMHATh KaK C Harpy304HOd 103bl, Tak u Oe3 Hee (B uccinenoBanuu CLARITY
MpUHUMAJAch Harpy3ouHas qo3a 300 Mr). YV manueHToB crapiie 75 JIeT JeueHHe KIOMHA0TPeIioM
JOJI’KHO HAUMHATHCS 0€3 MprueMa ero Harpy304Hoi J03bl.

Qubpunnayus npedcepoutl

Knonuporpen cienyer npuHUMAaTh B CyTOYHOM 03€ 75 MT.

B komOunammm c¢ kmonugorpesnoM Heobxoaummo mnpuHuMath ACK B mosupoBke 75-100 mr
exeaHeBHO (cM. paszen 5.1).

Dapmaxocenemura (nayueHmsli ¢ 2eHeMmuyecku 00YCI08IeHHOU CHUNCEHHOU aKMUBHOCMbIO
usogpepmenma CYP2C19)

Huzkas aktuBHOCTh m30depmenta CYP2C19 cBsa3aHa ¢ yMEHBIICHHEM AaHTHArPEraHTHOTO
neicTBus Knonuaorpena. Pexxum npumenenus 6onee BbIcokux 103 (600 Mr — Harpy3ouHas 103a,
3areM 150 Mr 1 pa3 B CyTKM €X€IHEBHO) Yy MallMEHTOB C HU3KOH aKTMBHOCTHIO M30(epMEHTa
CYP2C19 yBennunBaeT aHTHArperaHTHOE JNEHCTBUE KIOMUAorpena (cM. pasnen 5.2, moapasaen
«DapmakoreHeTuka»). Y MalMEHTOB ¢ HU3KON akTuBHOCTHIO m3odepmenta CYP2C19 moxHO
paccMOTpeTh BOMPOC O TpUMEHEHUU Ooyiee BBICOKUX 103 Kiomuaorpena. TOUYHBIA pexuM
JIO3UPOBAHUS [UIl JAaHHOW TOMYJSIIUM TAIMEHTOB B  KIMHUYECKUX HCCIEIOBAHUSX,
YYUTHIBAIOIINX KIMHUYECKUE UCXO/IbI, HE YCTAHOBJICH.

IIponyck J103b1

Ecnu nponywen npuem npenapama 6 meuenue:
e MeHee |2 yacoB mociie 3alIaHMPOBAHHOTO BPEMEHM: NMAIMEHTHI JOJDKHBI IPUHATE 103y
HEMEJVIEHHO, a 3aTeM MPUHATH CIEIYIOUIYIO 103y B OOBIYHOE 3aIlJIAaHUPOBAHHOE BPEMS;
e Oosee 12 yacoB mocie 3aMjJaHUPOBAHHOTO BPEMEHU: TMALMEHTHl JOJDKHBI TMPUHATH
CJICAYIONIYIO 103y B OOBIUHOE 3aIUTAHUPOBAHHOE BPEMsI U HE JIOJKHBI Y/IBaUBaTh J103Y.

Oco0ble TPVIIILI TAIMEHTOB

Jlemckuit 6o3pacm 0o 18 nem
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be3onacHocTh 1 3QHEKTHBHOCTH TPUMEHEHUS npenapﬁ%:lgz'ﬁ%gﬁbﬁgwﬁkl ';Ibgv_ﬁﬂluﬁﬂli HE

YCTaHOBJIEHBI.

Hayuenmuvr cmapwe 75 nem

Koppekuuu 103b1 He TpebyeTcs. Y 100poBOIIbLEB cTapiie 75 JIeT IPpU CPaBHEHUH C MOJIOJBIMU
NOOpOBOJIBIIAMU HE OBUIO IOJYYEHO pa3iMuyuil M0 IMOoKa3aTelsM arperaud TpOMOOLUTOB U
BPEMEHU KPOBOTECUECHHUSI.

Ilayuenmel ¢ napywenuem @yHKyuu novex

[Toce mOBTOPHBIX MPUEMOB KJIOMUAOTPENa B JO3UPOBKE 75 MI' B CYTKH y NMAIUEHTOB C TSHKEIBIM
nopaxkeHneMm mnouek (kiaupeHc kpeatuHuHa (KK) or 5 mo 15 mu/muH) wmHrHOMpoBaHue
AJ1®-uHIyIUpOBAaHHOHN arperau TpoMOouuToB (25 %) OBLIIO HUXKE 110 CPAaBHEHHUIO C TAKOBBIM
y 3JI0POBBIX T0OPOBOJIBLIEB, OTHAKO, YUIMHEHHE BPEMEHH KPOBOTEUSHHSI CPABHUMO C JTAHHBIMHU Y
3JI0POBBIX JOOPOBOJIBLEB, MOIYYABLIMX KIONUIOTPET B JO3UPOBKE 75 MI' B CYTKH.

Tayuenmoi ¢ napywienuem yHKyuu neveHu

[Tocne exenHeBHOro mnpuema kionuaorpena B TedeHue 10 qHeill B cyTouHoil no3e 75 mr y
MAIMEHTOB C TSHKEJIBIM MOpakeHNneM nedueHn nHruouposanue A JlD-nHAynnpoBaHHON arperauu
TPOMOOILIMTOB CPAaBHUMO C JAHHBIMHU Y 370POBBIX 100poBosbLieB. CpesiHee BpeMsi KpOBOTEUCHUS
TaKXe COIOCTaBUMO B 00€UX rpymnax.

Tayuenmur paznuunoil 5Smuu4eckou NPUHAOIEHCHOCU

PacripoctpanenHocTs amtenei reHoB m3odepmenta CYP2C19, oTBedaromux 3a MpoOMeKyTOUHBIN
U CHIDKEHHBIH MeTa0oJM3M KJIOMMIOTpeNa /0 €ro akTUBHOIO MeTabosiuTa, pasziudaercs Y
Ope/CcTaBUTeNIel  pa3iMyHBIX  STHUYECKHMX  TIpymnm  (cM. pasgen 5.2,  mojpaszen
«®apmakoreHeTuka»). VMIMeroTcs auilb orpaHUYEHHbIE JAHHBIE IS IPEACTaBUTENEH a3UaTCKON
NOMYJSIIMM [0 OlEeHKe BiMsHMUS reHotuna wuzopepmenta CYP2C19 Ha knuHMuYeckue
Pe3yAbTUPYIOLINE COOBITHS.

Lion

B HeGomnbioM nccneioBaHnM, CpaBHUBAKOLIEM (hapMaKoIMHAMUYECKHE CBOWCTBA KIIOMKI0Tpelia
y MYXKYMH UM OKGHIIMH, Yy OKEHIIMH HaO/II0/ajJoch  MEHbllee HHIHMOWpOBaHME
AJl®-MHIyHIMPOBAaHHOM arperavd TPOMOOLUMTOB, HO pa3IUuuil B YUIMHEHUH BpPEMEHHU
KpoBOTeueHHs He Obu10. B 6osbiom koHTponupyemom uccnenosanuu CAPRIE (kmonugorpen B
cpaBHeHun ¢ ACK y manMeHToOB ¢ PUCKOM pa3BUTHS WIIEMHUYECKHUX OCIIOXHEHMI), 4acToTa
KIMHUYECKMX HCXOJOB, JPYrMX MOOOYHBIX JEHCTBMI M  OTKJIOHEHHH OT HOPMBI
KJIMHUKO-JIA0OPAaTOPHBIX MTOKa3aTesNeil Oblja OIMHAKOBOM KaK y MYX4YHWH, TaK U Y )KEHIIHH.

Cnooco0 nmpuMeHeHus

BHyTpb.

HeszaBucuMo oT mpuemMa nuiim.
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(NOCNEQCBATENEHOCTE 0003)

4.3. IlpoTUBONOKA3AHUS

THUIICPYYBCTBUTCIBHOCTD K KIIOIIUAOTPCITY WA JIIOGOMy U3 BCIIOMOTI'aTCJIBbHBIX BCIICCTB,
IIEPEYUCIICHHBIX B pazzaene 6.1;

TSDKEJas Ie4YeHOYHAasl HeJOCTaTOYHOCTB;

OCTpPO€ KPOBOTEUYCHHE, HANPHUMEP, KPOBOTEUYEHHE M3 NENTUYECKOH S3BBI  WIIH
BHYTPUYEPEITHOE KPOBOU3IUIHUE;

OEpEeMEHHOCTDb U MEPUOJ IPYJHOTO BCKapMIIMBaHus (cM. pasjen 4.6);

nerckuii Bozpact a0 18 ner (GezomacHOoCcTh W 3((EKTUBHOCTH MPUMEHEHHS HE

YCTaHOBJIEHBI).

4.4. OcoOble ykazaHHusl 1 MepPbl PEI0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTBIO

P YMEPEHHOW  II€YEHOYHOM  HEAOCTAaTOYHOCTH, IpU  KOTOPOM  BO3MOXKHA
IPEJpPacHoNOKEHHOCTh K  KPOBOTEUEHUIO (OrpaHMYEHHBIM  KIMHUYECKHH  OIBIT
PUMEHEHHUS);

IIPU [IOYEYHOW HEAOCTATOYHOCTHU (OrpaHUYEHHbIN KIMHUUYECKUN OTBIT IPUMEHEHMUS);
npu 3a00JI€BaHMAX, TPU KOTOPBIX HMEETCS MPEeIpaclooKEHHOCTh K Pa3BUTHUIO
KPOBOTEYEHMH (B YACTHOCTH KEJyJOYHO-KUIIEUHbIX WM BHYTPUIJIA3HBIX), W, B
OCOOEHHOCTH, IPU OJHOBPEMEHHOM INPUMEHEHUH JIEKApCTBEHHBIX CPEACTB, KOTOpHIE
MOTYT BBI3BaTh MOBPEXICHHUS CIM3UCTOM OOOJOUKU >KETyJOYHO-KUIIEYHOTO TpakTa
(OKKT) (takux xak ACK u HecTepouaHble NPOTUBOBOCHAIUTENbHBIE IpenapaThbl
(HIBID));

y MalUEHTOB, y KOTOPBIX MMEETCS MOBBIIIEHHBIN PUCK Pa3BUTHS KPOBOTEUEHHS: M3-3a
TpaBMbl, XUPYPrHUECKOTO BMEIIATEIbCTBA WM JAPYTUX IATOJIOTMYECKUX COCTOSHUH, a
Takke Yy TanueHtoB, nonydatomux Jseuenne ACK, remapuHoMm, BapdapuHOM,
uHruouropamu raukonporenHa IIb/Illa, HIIBII, B ToM uucie celeKTUBHBIMU
uHruouTopamu LukiIookcureHassl-2 (LIOI'-2), a Takxke ApyrumMu JeKapCTBEHHBIMH
CpeICTBaMH, IMPUMEHEHHE KOTOPBIX CBSI3aHO C PHUCKOM pa3BUTHUS KPOBOTEUEHUH,
CEJICKTUBHBIMU ~ MHTUOMTOpamMu  oOpaTHoro  3axBaTa  ceporoHuHa (CHO3C)
(cM. pazzen 4.5);

IIPY OJHOBPEMEHHOM IPUMEHEHHM C JIEKAPCTBEHHBIMU CPEJICTBAMH, SIBIISIOLIMMUCS
cyocrparamu uzodepmenta CYP2C8 (penarnuuua, nakiurakcen) (cMm. paszzaen 4.5);

y MalueHTOB ¢ HU3KOM akTuBHOCTHIO M30(pepmenTa CYP2C19 (cm. pasaenst 4.2 u 5.2,
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noapasnen «PapMaKkoreHeTHKA);

® [IpU YKa3aHHAX B aHAMHE3€ Ha aJUIEPIMUECKHUE U T€MATOJIOTMYECKUE PEaKLUy Ha Ipyrue
TUEHONUPUANHBI (TaKUE€ KaK TUKIOMMIWH, Ipacyrpein) (BO3MOKHOCTb MEPEKPECTHBIX
AJJIEPrU4YE€CKUX U T€MATOJIOTUYECKUX peaKLuil);
® [IpU HEAABHO MEPEHECEHHOM MPEXOASIIEM HapyIIEeHUH MO3rOBOTO KpPOBOOOpAILICHHSI UITH
uiieMuueckom uHeynbte (pu couetanuu ¢ ACK).
[Ipyu nedyeHUM KIOMUAOTPENOM, OCOOCHHO B TEUYEHHE IEPBbIX HEJENb JICUCHHUs W/WIN Iocie
MHBAa3UBHBIX KApAMOJIOTUYECKUX IPOLEAYpP/XUPYPrUYeCKOro BMEILIAaTeIbCTBA, HEOOXOJUMO
BECTH TIIATEJbHOE HAONIOJCHWE 32 TAalMeHTaMU Ha TMpeIMEeT HCKIIOYEeHUS IPU3HAKOB
KpPOBOTEUYEHMSI, B TOM UHUCIIE U CKPBITOTO.
Kpoeomeuenus u cemamonocuueckue napyuienus
B cBs3M C pUCKOM pa3BUTUS KPOBOTEUEHMsS] M HEXKEJIATENbHBIX PEAKIMHA CO CTOPOHBI KPOBU
(cm. pazpmen 4.8) B ciy4ae TOSIBJICHUSI B XOJE JICUCHUS KIMHUYECKUX CHUMIITOMOB,
MOJIO3PUTENBHBIX Ha BO3HUKHOBEHHE KpPOBOTEUEHMS, CJIEAYET CpPOYHO cJienarh oOuui
KJIMHUYECKHHM aHaiu3 KpOBH, OIpPENCIUTh AKTUBUPOBAHHOE YAaCTMYHOE TPOMOOIUIACTHHOBOE
BpeMmsa (AUTB), kosnyectBO TpPOMOOLMTOB, NOKa3aTeiad (PYHKIHMOHAIBHOW aKTUBHOCTH
TPOMOOIIMTOB H MTPOBECTH JPyrue HEOOXOAMMBIEC NCCIICIOBAHMSL.
OnHOBpEeMEHHOE MPUMEHEHHE KIIOMHI0TpeNa ¢ Bap(hapruHOM MOXKET YCHIIUTh PUCK KPOBOTCUCHUS
(cM. pazzien 4.5), O3TOMY ClleAyeT cOOJII0JaTh OCTOPOKHOCTD IIPU OJTHOBPEMEHHOM IIPUMEHEHUU
KJIONUAOrpelia u BapdapuHa.
Knonunorpen, kak u JApyrue aHTUTPOMOOLIMTapHBIE CPEACTBA, CIEAYET NPUMEHATH C
OCTOPOXKHOCTBIO y TMAIMEHTOB, HMEIOIIMX IIOBBIIMICHHBII PUCK pPAa3BUTHS KPOBOTEUEHUS,
CBS3aHHBIN C TPaBMaMH, XUPYPTHYECKUMH BMEIIATEIbCTBAMU WM JIPYTMMH MATOJIOTMYECKUMU
COCTOSIHUSIMH, a Takoke y nanueHTos, npuHuMatonnx ACK, HIIBII (B Tom uucie MHTHOUTOPBI
IIOI'-2), remapun, Osokatopbl rimkonpoterna |Ib/Illa, CUO3C u MoIHble HHAYKTOPHI
nzopepmenta CYP2C19. Ecnu nauueHTy nNpeIcTOUT IJIaHOBasi XUpyprudeckas onepanus, u npu
3TOM HET He0OXOIMMOCTH B AHTUTPOMOOLIUTApHOM 3P deKTe, To 3a 5-7 AHEN 10 onepanuy IpueM
KJIOIHMJIOTPEJIA CIENYET IPEKPATUTD.
Knonunorpen yaimHseT BpeMsi KPOBOTEUEHHUS M JOJDKEH NPUMEHATHCS C OCTOPOKHOCTBIO Y
MAIMEHTOB C 3a00JeBaHUSAMH, IPEIpacloNaralolMMi K Pa3BUTHIO KPOBOTEUEHUH (0COOEHHO
JKEITyI0YHO-KUIIEYHbIX U BHYTPUIIa3HbIX). [Ipenapatel, KOTOpble MOTYT BBI3bIBATh OBPEXKICHUS
cimzucror  obonoukn JKKT (takue kak ACK, HIIBII) y mnanueHTOB, NPUHHUMAOLIMX
KJIOMUJIOTPEJI, CIIEAYET IPUMEHATH C OCTOPOKHOCTBIO.
[TarueHTs! TOKHBI OBITH MPEAYIPEKIEHBI O TOM, UTO IPHU MIPUEME KIIOMHI0Tpesia (OAHOrO WIH B

koMOuHamu ¢ ACK) 1 ocCTaHOBKM KpOBOTEUEHHSI MOKET MOTpeOdoBaThcs O0bIlle BpEMEHH, a
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TaKXXE€ O TOM, 4YTO, B CJIy4a€ BO3HHUKHOBCHHSI Y HI/IXI-| I:IGTUBE% (08 T(%J(;l I:JJI-!)KHTI-EISaH;II/I' ‘NI

MPOJOHKUTEILHOCTH ) KPOBOTEUCHHUSI, UM CIIEAYET COOOIIUTH 00 3TOM CBOEMY JieUalieMy Bpady.
[lepen mo0o0# mpexacrosmiell omepanuell W Tepel HadaloM TpueMa Jiro0oro HOBOTO
JIEKapCTBEHHOI'0 Tpernapara MalUeHThl TOJDKHBI cooOlaTh Bpady (BKJIKOYas CTOMATOJIOra) O
preMe KIJIOMHI0Tpea.

Heoasno nepenecennwiii utemuueckuti UHCyiom

[Toxa3zaHo, 4TO y NAIIMEHTOB C HEJABHO IEPEHECEHHBIM IPEXOALIMM HAPYLIIEHUEM MO3TOBOTO
KpOBOOOpAIlEHUsI WM HWHCYJIBTOM, MMEIOIIUX BBICOKUH PHUCK Pa3BUTHS MOBTOPHBIX
UIIeMHYECKUX ocioxHeHul, komOuHanus ACK u kionuaorpesna MoBbIIaeT 4acTOTy pa3BUTHUS
Oonbmux kpoBoTeueHuil. [loaToMy Takass KOMOMHHMpPOBAaHHAsI Tepamnus JOJKHA MPOBOAUTHCS C
OCTOPOKHOCTBIO Y TOJIBKO B CIIy4ae JOKa3aHHOM KJIMHUYECKOH ITOJIb3bI OT €€ puMeHeHus. [Ipuem
KJIOMHJIOTpENia HE PEKOMEHYeTCsl IPU OCTPOM HHCYJIbTE C JaBHOCTHIO MEHee 7 JHEeH (Tak Kak
OTCYTCTBYIOT JJaHHBIE IO €r0 MPUMEHEHHUIO IIPU 3TOM COCTOSIHUU).

Tpombomuueckas mpomboyumonenuueckas nypnypa (TTI1)

OdyeHb peako mOcCAE NPUMEHEHHUs KIomuaorpesna (MHOrAa JAaxe HENpOAOIKUTEILHOIO)
ormeuanuch ciaydan pasButus TTII, koTopas xapaktepusyercs TpPOMOOLMUTONECHHEH U
MUKPOAHTUOMATUYECKON TeMOIMTUYECKON aHeMUEH, COPOBOKIAIOIIMMHUCS HEBPOJIOTUYECKUMU
paccrpoiicTBamu, HapymeHueM (QyHKIUU 1movek u auxopankoi. TTII sBisercs MOTEHIMAIBEHO
YTPOKAIOIIUM )KU3HH COCTOSTHHEM, TPEOYIOIIMM HEMEJICHHOT O JICUSHHSI, BKJIIOUas IuiazmMadepes.
Ilpuobpemennas cemopunus

Coob1manocs o ciayyasx pa3BUTHs IpuoOpeTeHHOM reModuiIny npu npueme kionuorpena. [pu
MOATBEPKJIEHHOM M30JIMpoBaHHOM  yBenuueHnu AUTB, compoBoxgarommumcs WM HE
COIPOBOKAAIOIIMMCS Pa3BUTUEM KPOBOTEUEHUS, CIEIYET PACCMOTPETh BOMPOC O BO3ZMOKHOCTHU
pa3BuUTHs NpuoOpeTeHHOW remodmiuu. [lanueHTsl ¢ TOATBEPXKICHHBIM  JTMAarHO30M
nproOpeTeHHONH TreMOQWINU JOJKHBI HaOMIOJATbCs U JICUUTHCS CIELUAIUCTAMU IO 3TOMY
3a00JIEBAHUIO U NTPEKPATUTDH TPUEM KIIOIHIOTpea.

Dyukyuonanvras akmusrocms uzogpepmenma CYP2C19

VY manueHToB ¢ HU3KOM akTUBHOCTHIO M30depmenta CYP2C19 npu npuMeHeHUH KIOMuIorpesa
B PEKOMEHIyeMBIX J103aX 00pa3yeTcs MeHbIle aKTMBHOIO MeTabosuTa KJIONUaorpena u ciadee
BBIPAXXEHO €ro aHTHarperaHTHoOE JeMCTBHE, B CBA3M C YEM IPU MpreMe OOBIYHO PEKOMEHTYEMBIX
703 KIJIOMMUJIOTpENia TMPU OCTPOM KOPOHAPHOM CHHAPOME WIM YPECKO)KHOM KOPOHAPHOM
BMEIIIATENIbCTBE BO3MOKHA OoJjiee BBICOKAs 4acToTa pPa3BUTHUA CEepPAECYHO-COCYIUCTHIX
OCJIOXKHEHHUH, YeM y MalMeHTOB ¢ HOpMaJIbHOW aKTUBHOCTHIO n3opepmenta CYP2C19.
Oskugaercsi, 4TO TPUMEHEHHE JIEKAPCTBEHHBIX CPEACTB, KOTOPHIE WHAYIHPYIOT aKTHBHOCTH
m3oepmenra CYP2C19, moxker mUpUBOAWTH K YBEIMYCHHIO KOHIIEHTPAIIUH AaKTHBHOTO
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MPEAOCTOPOKHOCTH HE PEKOMEHAYETCS MPUMEHSITh OJHOBPEMEHHO MOIIHbIE WHIYKTOPbI
uzodpepmentra CYP2C19 u knonuaorpern.

Nmerotcs Tecthl 1uist onpenenenus renotuna CYP2C19, koTopbie MOTYT OBITh HCTIOJIb30BaHbI JIJIs
MOMOIIH B BbIOOpE TeparneBTHYecKoi crpareruu. CieayeT paccCMOTPETh BOIIPOC O MPUMEHEHUU
0oJiee BBICOKHX /103 KJIOMUAOTpelia y naueHToB ¢ Hu3koi akTuBHOCTHI0O CYP2C19 (cMm. pazaen
4.2 u paznen 5.2, noapazaen «@apMaKOreHETHKA ).

Ilepexpecmmuvle annepeudeckue u/unu 2emamoio2udeckue peaKyuu Mexcoy mueHonupuouHamu

VY manueHToB cieayeT coOMpaTh aHaMHE3 Ha MpeIMeT UMEBIIUXCS paHee aJUIepruuecKux U/ uiu
reMaToJIOTMYECKUX PEAKIUi Ha JPYrue TUCHONMUPUIUHBI (TaKue KaK TUKIOMUAMH, Mpacyrpen),
TaKk KaK COOOMIAIOCh O HAJMYUU TEPEKPECTHBIX AJUICPTHUECKUX W/MIU TeMaTOJIOTHYCCKHIX
peakiuii Mexay TueHomupuanHamu (cM. paszen 4.8). THeHONUPHUAWHBI MOTYT BBI3BIBATH
YMEpEHHBIE U TSHKENbIE aJUIEPrHUecKUe Peakiiy (TaKue Kak KOKHas Chlllb, AHTHOHEBPOTUYECKUN
OTE€K) WJIM TEeMAaTOJIOTMYECKHUE peakuuu (Takue Kak TPOMOOLMTONEHUS U HEUTpONEeHUs).
[TarueHTHI, Y KOTOPBIX paHee HAOIIOAINCh aNIEPTUYCCKUE H/WITM TeMAaTOJOTHICCKUE PEaKIIuu
HAa OJIMH U3 MpPernapaToB IPYIIbl THEHONMUPUINHOB MOTYT UMETh MOBBIIICHHBIN PUCK Pa3BUTHUS
NOoNOOHBIX peaklMii Ha JApyroil mpemapaT TpyHIbl THEHONUPUIUHOB. PexomeHmyercs
MOHHTOPHHT TIEPEKPECTHBIX AJUICPTHUSCKUX W/ TEeMATOJIOTHICCKUX PEAKITUH.

Tloueunas nedocmamounocmo

OnpIT NpPUMEHEHUs KJIOMUIOTpeNia y MalMeHTOB C TSDKENOW MOYEeYHOW HEeIOCTAaTOYHOCTHIO
orpanuyeH. [loaToMy creyer ¢ OCTOPOXKHOCTBIO MPUMEHATH KIOMUIOTPEN Y 3TOW TPYIIIbI
MaIUEeHTOB.

lleuenounas nedocmamoyrnocmo

HmeeTcsi OrpaHUYEHHBIH OMNBIT NPUMEHEHHs KIOMHUAOTpENa y TMalUeHTOB C TSKEIbIMH
3a00/IeBaHUSMHU  TI€UYEHH, KOTOpPblE MOTYT OBITh  MPEAPACHONIONKEHBI K  Pa3BUTHUIO
reMopparmdeckoro auaresa. [losTomy ciaeayer ¢ OCTOPOXKHOCTHIO MPUMEHSTh KIOMUAOTPEN y
JTAHHOM TPYIIIBI MAIIUEHTOB.

BcnoMorarenbHEIE BEIIECTBA

JlaHHbIii npenapat coaepKuT MeHee 1 MMoib (23 Mr) HaTpus Ha OJIHY TalbJIeTKy, TO €CTh 110 CyTH

HE COJICPKUT HATPHS.

4.5. BzaumojeiicTBue ¢ JPYrHMH JeKAPCTBEHHbIMHM TMpenaparaMu H JAPyrue BH/bI
B3auUMOAeliCTBUSA

.HeKaDCTBeHHLIe CpeacTBa, MIPUMCHCHUEC KOTOPBIX CBA3aHO C PUCKOM PAa3BUTHA KPOBOTCUYCHUA

HNmeetrcsd MOBBINIEHHBIN PUCK Ppa3BUTHUA KPOBOTCUCHUA BCICACTBUC HUX I[MOTCHIUAIBHOI'O
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Ilepopanvhvle anmukoazynisanmel (Hanpumep, eap@apun)

OpnHoBpeMEHHOE NPUMEHEHHE KIIOMUJOrpesia M IMEpOpalbHBIX AHTUKOAryJIsSHTOB HE
peKOMeH/yeTcs, TaKk Kak JaHHas KOMOMHALUS MOXKET YCHJIMTh KpPOBOTEUEHHE. XOTs IMpHEM
Kjonuaorpena 75 Mr B CyTKM He H3MEHsU1 (apMakoKMHETHMKY BapdapuHa (cybcrpara
uzopepmernra CYP2C9) wimm MHO y mnamnmueHTOB, MJIUTENBHO TOMYYAIOMIMX JICUCHUE
Bap(apruHOM, OJJTHOBPEMEHHBIN MTPHEM KIIOTHIOTPENa YBEIIMYUBAET PUCK KPOBOTEUCHHUS B CBSI3U
C €ro He3aBHCHUMBIM JIONIOJHUTEIbHBIM BIMSIHUEM HA CBEPThIBAEMOCTh KpoBH. [loaTomy cienyet
co0JII01aTh OCTOPO’XKHOCTh IIPU OJJHOBPEMEHHOM IIpHueMe BapdapuHa U KJIOMUAoIpea.
bnoxamopwt enuxonpomeuna 11b/111a

B cBs13u ¢ BO3MOXXHOCTBIO (hapMaKOIMHAMHYECKOTO B3aUMOACUCTBUS MEXY KIOMHIOTPETIOM U
6sokaropamu riukomnpotensa [Ib/Illa, ux ogHoBpeMeHHOE TPUMEHEHUE TPeOyeT OCTOPOKHOCTH,
0COOEHHO y MAIMEHTOB, UMEIOIIUX MTOBBILIEHHBIH PUCK Pa3BUTHUS KPOBOTEUEHHUS (IIpU TpaBMax U
XUPYPru4ecKUX BMEUIaTEIbCTBAX WU IPYIHX NATOJOTUYECKUX COCTOSHUSAX) (cM. pa3zaen 4.4).
Ayemuncanuyunosas kucioma

ACK He wusMeHseT uHruoupymomiee neictBue ionuaorpena Ha AJld-unnynupyemyro
arperanuio  TpoMOOLMTOB, HO  Kionujporpen  noreHuupyer  BiausgHue ACK  Ha
KOJUIareH-UHAYLIUPYEMYIO arperauio TpomMoOouuToB. TemM He MeHee, OJHOBPEMEHHBIH C
kionugorpesnoM npuem ACK mo 500 mMr 2 paza B JieHb B T€YCHHE OJHUX CYTOK HE BBI3BIBAJ
CYIIECTBEHHOI'O YBEIMYEHHSI BPEMEHH KPOBOTEUEHUs, BBI3BIBAEMOIO MPUEMOM KJIOMUOIpena.
[Tpu ogHoBpeMenHOM mpueme kionuaorpena 1 ACK crnenyer cobmoaate OCTOPOKHOCTb, TaK KaK
MEXJ1y HUMH BO3MOXHO (papMaKOJAMHAMUYECKOE B3aWMOJEWUCTBHE, KOTOPOE MPUBOIUT K
MOBBILICHUIO PUCKA KpOBOTeUeHMs. TeM He MeHee, B KIIMHUYECKUX HMCCIEe0BAaHUSAX MaIlMeHThI
NOJIy4aja KOMOMHHUPOBaHHYIO Tepanuto kiaonuaorpenom u ACK (75-325 mr 1 pa3 B cyTku) a0
OJIHOTO roja.

Tenapun

[To faHHBIM KIIMHUYECKOTO UCCIIEIOBaHMS, IPOBEIEHHOTO C YYaCTHEM 37JOPOBBIX 100POBOJIBLIEB,
pU MpUeMe KJIOMUaorpena He TpeOoBajoCh M3MEHEHMsI J103bl I'ellapiHa U He MU3MEHSJIOCh €ro
AQHTUKOAryJssHTHOe neicTBue. OJHOBPEMEHHOE NPUMEHEHHE TIelapuHa HE HM3MEHSI0
aHTHarperaHTHoe JeHCTBUE Kiomuaorpena. Mexay KIOMHUIOTPEIOM M TemapuHOM BO3MOXKHO
(dapMakoIMHAMUYECKOE B3aWMOJEUCTBHE, KOTOPOE MOXKET YBEJIWYMBaTh PHUCK DPA3BUTHSL
KpoBoTeueHH. [Ipu 0JHOBpeMEHHOM MPUMEHEHUH CIIEYeT COONII0IaTh OCTOPOKHOCTD.
Tpomborumuxu

be3onacHOCTh OJHOBpEMEHHOTO0 NpPUMEHEHUs Kionujporpena, (GpuOpuH-crienuUYecKux HIn
¢ubpuH-HeciennPpUUecKux TPOMOOTUTHUECKHUX CPEICTB U renaprHa Obliia H3yyeHa y MalueHTOB
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aHaJIOTUYHA TOM, KOTOpasi HabJoAaIach B c1y4ae COBMECTHOTO TPUMEHEHHS TPOMOOIUTUYECKHIX
cpencts ¥ renapuna ¢ ACK.

Hecmepouonwvie npomusosocnanumenvnvie npenapamot (HIIBII)

B knuHMYecKoM UcclieJOBaHUHU, TPOBEIEHHOM C Y4acTHEM 3/10POBBIX I00POBOJIBIEB, COBMECTHOE
IIPUMEHEHNE KIIONUI0Tpena U HAIPOKCEHA YBEINYUBAIO CKphIThIe noTepu KpoBu uepe3 JKKT.
OpHaxo, B CBSI3U C OTCYTCTBUEM MCCIIEA0BAHUMN 110 B3aUMOJIEHCTBUIO KJIOMUIOIPENa C IPYrUMHU
HIIBII, B HacTosiIiee BpeMst HEU3BECTHO, UMEETCS JIM TOBBIILICHHBIN PUCK KEITYJOUYHO-KHILIEYHbIX
KpOBOTEUECHUN Tmpu mnpueMe kiaonuaorpena Bmecre ¢ apyrumu  HIIBIL. Ilostromy mnpu
onHoBpemeHnHoM npumenenun HIIBIL, B Tom uucne uarudburopos LIOI'-2 ¢ xionumorpenom
cienyer coO01aTh OCTOPOKHOCTD (CM. pazzein 4.4).

Cenexmuensie uneubumopwvl oopamnozo 3axeama cepomonuna (CHO3C)

Tak kak CHO3C BhousioT Ha aKTHUBAIMIO TPOMOOLIMTOB U YBEIMUYMBAIOT PUCK DPA3BUTHS
KpPOBOTEYEHHMSI, TO IIPU OJHOBPEMEHHOM IIPUMEHEHUH CIIEYET COOII0aTh OCTOPOKHOCTD.
Hnoyxkmopwt uzoghepmenma CYP2C19

Tak Kak KJIOMUIOTpeNT MeTa0OMU3UPYeTCs JO CBOEr0 aKTUBHOTO MeETa0OoJIMTa YacTUYHO C
nomotipio uzopepmenta CYP2C19, oxupaercs, 4To MpUMEHEHHUE JIEKAPCTBEHHBIX CPEJICTB,
KOTOpbIE HHIYIUPYIOT aKTHBHOCTH 3TOTO HM30()epPMEHTa, MOKET NPUBOJIUTH K YBEITUYCHUIO
KOHIEHTPALlUU aKTUBHOTO METAa00IMTa KJIOIUA0Ipea.

Pudamnunun, sBusscb MomHbIM UHAYKTOpoM u3ohepmenta CYP2C19, mpu oaHOBpEeMEHHOM
IIPUMEHEHUN C KIOMMJIOTPEIOM, INPUBOAMT KAaK K YBEJIWYEHUIO KOHLEHTPAllUM aKTUBHOTO
MeTaboInTa KJIOMUA0Tpea, TaK U K MHIMOMPOBAHNIO TPOMOOIIMTOB, YTO MOYXET MOBBIIIATh PUCK
BO3HHMKHOBEHHUSI KpOBOTeueHUs. B kadecTBe Mepbl MPENOCTOPOKHOCTH HE PEKOMEHIYeTCs
IPUMEHSTH OIHOBPEMEHHO MOIIIHbIE HHAYKTOPHI H30depmenta CYP2C19 u kinonuporpen.
Hneubumopwr usogpepmenma CYP2C19

Tak kak Kjomuaorpena Meradboiau3upyercss 10 oOpa3oBaHHs CBOEr0 aKTHMBHOIO MeTadoJnTa
yacTuyHO npu nomouu uzopepmenta CYP2C19, npumeHeHue JeKapCTBEHHBIX CpEACTB,
UHTUOMPYIOUINX 3TOT U30()ePMEHT, MOXKET MPUBECTH K YMEHBIIEHUIO 00pa30BaHUS aKTMBHOI'O
MeTaboauTa kionuaorpena. Kinuauueckoe 3HaueHre 3TOr0 B3aUMOJICHCTBUS HE yCTaHOBJIEHO. B
KayecTBE Mepbl TMPEJOCTOPOKHOCTH clieqyeT u30eraTtb OJHOBPEMEHHOTO IPUMEHEHUs
KJIOTHJIOTPelia ¥ MOUTHBIX UM YMEPEHHbBIX HHIHOUTOpoB n3opepmenta CYP2C19. Mouubivu u
yMepeHHbIMH uHruouropamu uzodpepmenta CYP2C19 sBnstoTcst omemnpason, 330Menpasol,
¢dyBokcaMuH, (IIyOKCETHH, MOKJIOOEMHUJ, BOPHKOHA30J, (IIYKOHA30J, TUKJIOMUAMH,
UnpoQIIOKCcaIuH, IUMETHINH, KapbaMa3enuH, OKCKapOas3enuH, XJopaM(peHHKOoT.

Hneubumopol npomonnoii nomnol
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MIOMITBI, SIBJISIFOLIMXCS MOIIHBIMH MM yMEpEeHHbIMH HMHruOuTOopamu m3opepmenta CYP2C19
(manpumep, omemnpasojia, 33omenpaszona) (cMm. pasgenst 44w 5.2, mnoapaszaen
«®PapmakoreHeTuka»). Eciau HMHrUOMTOpHl NPOTOHHOM IOMIBI  JOJDKHBI IPUHUMAThCA
OJTHOBPEMEHHO C KJIONMUAOIPENIOM, CJelyeT MNPUHUMAaTh WHTUOUTOpP IMPOTOHHOW MOMIBI C
HaMEHbIIMM HHruOupoBanuem wu3odepmenta CYP2C19, Takoii Kak MaHTONpPa3od U
JAHCOIPAa30ll.

bbu1 nnpoBesieH ps KIMHUYECKUX UCCIIEAO0BAaHHUM C KJIOMUIOIPEIOM U APYTMMH, OJHOBPEMEHHO
IPUMEHSEMBIMH  JIEKADCTBEHHBIMH  CPEACTBaMHM, C  LEJIbI0  HM3YYCHHMs  BO3MOXKHBIX
dapMakoTMHAMHUYECKUX U (PapMAKOKHHETUYECKUX B3aMMOICHCTBHIA, KOTOPhIE OKA3allu, YTo:

® [IpU OJHOBPEMEHHOM INPHMEHEHHH KIOMUAOIPENia ¢ aTeHOJO0JIOM W/WiM HU(DETUIMHHOM
KIMHUYECKH 3HAYMMOTO (papMaKoIMHAMUYECKOTO B3aUMOJICHCTBUS He HAOIIOAaIOCh;

® OJHOBpEMEHHOE IpuMeHeHue (eHobapObuTana M  ICTPOr€HOB HE  OKa3bIBAJIO
CYIIIECTBEHHOT'O BIMAHUSA Ha (hapMaKOAMHAMUKY KIIOTIHOTPEa;

e (hapMaKOKMHETHUYECKHE OKa3aTeau AUIOKCHHA U TeO(QUUIMHA HE U3MEHSUIMCh NMPU HX
OJIHOBPEMEHHOM MPHUMEHEHUH C KIIOMHUA0IPEIOM;

® JI0Ka3aTelbCTB TOT'O, YTO JPYTUe JEKapCTBEHHbIE CPECTBA, TOHMKAIOIINE KUCIOTHOCTD B
KeNmyaKe, Takue Kak OJokaropel Hz-THCTaMHUHOBBIX pEHENTOPOB WIIM aHTAIH[IHI,
HPENATCTBYIOT AHTUTPOMOOLMTAPHON AaKTMBHOCTH KIIONMMJOTPENA, HET; aHTalUJHbIE
CpeCTBa HE CHUXKAIOT a0COPOLIMIO KIIOMUAOTpEa;

e (eHUTOMH U TONOYTAaMHUJ MOXXHO C O€30MACHOCTHIO NPUMEHSATH OJHOBPEMEHHO C
kimorrorpeniom (uccienoanue CAPRIE). ManoBeposTHO, 4TO KJIOMUIOTPET MOXKET
BIUATH Ha METa0O0JIU3M JIPYTrUX JIEKAPCTBEHHBIX CPEICTB, TAaKUX KaK (EHUTOUMH U
tonoyramuy, a Takxke HIIBII, koTopeie MeTaboIM3UPYIOTCS C MOMOIIBIO H30(pepMeHTa
CYP2C9 nurtoxpoma P450;

e unruoburopsl AIID, nuyperuku, Oera-aipeHOOIOKATOPHI, OJIOKATOPHI «MEIJIECHHBIX»
KJIBIMEBBIX KaHAJIOB, TMIIOJIMIIUJEMUYECKHE CPENCTBA, KOPOHAPHBIE Ba30JMUJIATATOPHI,
TUIOTJIMKEMUYECKUE CPEACTBA (B T. Y. MHCYJIHH), NMPOTHBOAIMIECIITUYECKHE CPEJICTBA,
TOPMOHO3aMeCTUTENbHAs Tepanus 1 O0gokaTops! rukonporenHa [Ib/11la: B kmuHn4eckux
MCCIJIEOBAHMSIX KIIMHUYECKH 3HAUMMBIX HEXKEJIATEJIbHBIX B3aUMOJIEICTBHI HE BBISBIICHO.

JIekapCTBEHHBIE CPEJICTBA, SBIISIOIIHAECS CV6CTDaTaMI/I I/I30d)CDMCHTa CYP2C8

[Toxa3zaHO, 4TO KJIOIMMAOTPEN YBEIUYHMBAI CHCTEMHYIO JKCIIO3HLHIO PENAariinHUuAA y 340POBBIX
no6poBoibiieB. MccnenoBanus N VItro mokasand, 4TO YBEIWUYEHHE CHCTEMHOW 3KCIIO3HMIIUH
penariuHuAa ABIseTcs ciencTBUeM MHruouposanus nzopepmenta CYP2C8 rioKypOoHHIHBIM

MeTabonmurom kinonuporpena. Creayer coOM0IaTh OCTOPOXKHOCTH MPU  OJHOBPEMEHHOM
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uzodepmenra CYP2CS8 (marpumep, pernarinHua, MAaKIUTAKCeNa) B CBA3H C PUCKOM YBETUYEHUS
UX [JJA3MEHHBIX KOHLIEHTpaLUi.

OnnounJIHBIC arOHUCTHI

Kak um B cimydae apyrux mnepopaibHbIX HHTHOMTOpoB P2Y12, omHOBpeMEHHOE NpUMEHEHHE
OTMOUIHBIX aTOHUCTOB MOJKET 33/IePIKUBATh M YMEHbBINATH a0COPOIIHIO KIIOMHIOTPEIIa, BEPOSITHO,
13-3a 3aMEJIJIEHHOT'O ONIOPOXKHEHUS JKenyaKa. KimHuueckoe 3HaueHne JaHHOTO B3aUMOJEHCTBUS
HeusBectHo.  Crenyer  pacCMOTpPETb  BO3MOXKHOCTh — Ha3HAu€HUsT  MapeHTEpalIbHOTO
AQHTHArperaHTHOro IpernapaTa y MalueHTOB C OCTPhIM KOPOHAPHBIM CHHIIPOMOM, TPEOYIOIIMX

OIHOBPCMCHHOT'O MIPUMCHCHH A MOp(l)I/IHa WX APYTUX OMMMOUAHBIX arOHHUCTOB.

4.6. ®epTHIBHOCTD, 0EPEMEHHOCTDb U JIAKTALUS

bepeMeHHOCTH

HccnenoBanusi Ha JKUBOTHBIX HE BBIIBUIM HH TPSAMBIX, HH HENPSIMBIX HEOIArOMPHUSTHBIX
3¢ (deKkToB Ha TeueHHe OCPEeMEHHOCTH, SMOPHOHAIBHOE pAa3BUTHE, POJBI U IMOCTHATAIHHOE
pa3Butue. Tak Kak He BCer/a 1o pe3yiabTaTaM UCCIeI0BAaHUIN Ha )KMBOTHBIX MOKHO MPECKa3aTh
PEaKIUI0 y 4YeIOBEKa, W BCIEICTBUE OTCYTCTBHS JIAHHBIX KOHTPOJIUPYEMBIX KIMHHYECKHX
WCCJICIOBAHUA TI0 TPHEMYy KIONUAOrpeida OCpEeMEHHBIMH >KCHIMUHAMHU, B Ka4eCTBE MEpPHI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS IMPHUEM KIIOMHIOTPENia BO BpeMsl OCpeMEHHOCTH, 3a
UCKIIIOYCHHEM TeX CIllyyaeB, KOrja, 10 MHEHHUIO Bpaya, €ro NpPUMEHEHUE HACTOSTEIbHO
HEOOXOIMMO.

JlakTarms

B nccnenoBanusax Ha KpbIcaxX MOKa3aHO, YTO KIOMUIOTPEI H/HIT €r0 METAO0OIUTHI BBIIEISFOTCS C
TPYAHBIM MOJIOKOM.

HeusBectHo, BBIIENAETCA U KJIOMUIOTPEN C TPYIHBIM MOJOKOM dYelloBeka. Tak Kak MHOTHE
JICKapCTBEHHBIE CPEJICTBA BBIACISAIOTCS C TPYIHBIM MOJIOKOM M CYIIECTBYET PUCK Pa3BUTHS
MOTCHIMATBHBIX HEOJIATONPUATHBIX peaknuid y peOeHKa, HaXOMAIIETocs Ha TPYIHOM
BCKapMIIMBAHHH, CIIEAYyeT MPUHATH PEIICHUE O MPEKPAICHHH TPYTHOTO BCKAPMIIMBAHUS UM 00

OTMCHC IIp€riapara ¢ y4€TOM HCO6XOI[I/IMOCTI/I €ro IPUMCHCHUS I MaTCpPU.

4.7. BiusiHue Ha CcrnocoOHOCTH YNPABJATH TPAHCHOPTHBIMHM CpeCTBAMH M PadoTarhb ¢
MeXaHHU3MaMH
Krnonuaorpen He oOKasbIBaeT CYHIECTBEHHOI'O BJIMSHHS HAa CIIOCOOHOCTH, HEOOXOIUMBIE IS
yIOpaBiIeHUS aBTOMOOWJIEM WM 3aHATHS JAPYTUMHU TOTEHIHAIbHO OIACHBIMH BHUJAMU
JeSITEIbHOCTH.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
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4.8. Hexkenare/ibHbIE peaKINU

Pesrome npoduiist 6e3onacHocT

be3onacHocTh kionumorpena uzydeHa o6osuee yem y 44000 marueHTOB, B TOM YHCIIe 0oJjiee yeM y
12000 marueHToB, MOJy4YaBIINX JICUEHHUE B TCUCHHE rojia Wik Oosiee. B 11e10M nmepeHoCuMOoCTh
KJonuaorpena B go3e 75 mr B cyTku B uccienoBanuu CAPRIE cooTBeTcTBOBaNIA NEPEHOCUMOCTH
ACK B no3e 325 Mr B CyTKH, HE3aBHCHUMO OT BO3pacTa, I0JIa U PAacoOBOM IPHUHAIEKHOCTU
nanueHToB. Huke mepeuyucrieHbl KIMHUYECKM 3HAYMMble HEXeJaTellbHble peakiuw,
HaOJII0gaBIINECs B MATH Oonpinx KnuHudeckux ucciaenoanusax: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE-A.

KpoBoreuenue sBisiercs HanboJiee 4acToi peakiueit, 0 KOTOpoi cOO0IIaNOCh Kak B KITMHUYIECKHIX
HCCJIEIOBAHMSIX, TaK M MPU MOCTPETUCTPALMOHHOM MpHMEHEeHUHU. Yaie Bcero coodIuaioch o
KPOBOTEUYECHHSIX B TEUCHUE NIEPBOTO MECSIA JICYCHHUSI.

B xnunuueckom uccnenosanun CAPRIE o6mas yactota Bcex KpOBOTEUEHUH y IMAlMEHTOB,
IPUHUMABIINX KJIONUAOIpen, U y nanueHtos, npunuMasiux ACK, cocraBuna 9,3 %. Yacrora
TSDKENBIX KPOBOTeUeHui nmpu npuMeHeHuu kinonugorpena u ACK 6swi1a conocraBumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B nienom yacroTa pa3BUTHS KEIyAOYHO-KUIIEYHBIX KPOBOTECYCHHUH Y MAIIMEHTOB, MPUHUMABIITNX
KJIONUIOTpe, U y nanueHTo, npuauMasinx ACK, cocrasmsuia 2,0 % u 2,7 %.

OO61mas yacToTa KpOBOTEUCHUN IPYTrOH JIOKATU3aluy IPU PUEMe KIOMUIO0rpesa Mo CPaBHEHHUIO
¢ npuemom ACK 6s1a Boitie (7,3 % npotus 6,5 %, cOOTBETCTBEHHO). OJHAKO YaCTOTa TSHKEIBIX
KpoBoTeueHui npu npumenennu knonuaorpena 1 ACK obuta conocraBumoit (0,6 % unm 0,4 %,
COOTBEeTCTBeHHO). Hambosee wyacTto co00mIaTIOCh O Pa3BUTHH CIEAYIONIUX KPOBOTECUCHUI:
NypIypa/KpOBOMOJATEKH, HOCOBOE KpoBOoTedeHHe. Pexe cooOIanoch O pa3BUTHUU TeMaTOM,
reMaTypud U TJIa3HBIX KPOBOMBIUSHUN (TJIaBHBIM 00pa3oM, KOHBIOHKTHUBAIBHBIX). YacToTa
BHYTPHUEPEMHBIX KPOBOM3JIUSIHUMN Mpu nmpuMeHennu kinonuaorpena u ACK Obuta conmoctraBuMoit
(0,4 % wnu 0,5 %, COOTBETCTBEHHO).

B xnunnyeckom uccnenoBanuu CURE y nmanmentoB, npunumaBmux knonunorpen + ACK, mo
CpPaBHEHMIO C TMalMeHTaMu, NpuHuMaBmuMu Tuiane6o + ACK, nHaOmonanoch yBennueHUE
4acTOThl pa3BUTHS Ooibiiux KpoBoreueHuil (3,7 % mno cpaBHeHuo ¢ 2,7 %) u MaibIxX
kpoBoteueHuii (5,1 % mo cpaBHeHuto ¢ 2,4 %). B OCHOBHOM, HCTOYHHUKAMHU OOJBIIHX
kpoBoTeueHuil siBisuch JKKT m mecra myHknuu aprepuil. HacTtoTa pa3BUTHUSI YrpOXKAIOIIUX
JKU3HA KPOBOTEUEHUU Yy TAIMEeHTOB, mMpuHUMaBImX kKionugorpen + ACK mo cpaBHeHHIO ¢
nanyreHTaMu, npuHuMaBmuMu 1ianebo + ACK, mocroBepHo He pazmuyanach (2,2 % u 1,8 %,
COOTBETCTBEHHO), YacTOTa pa3BUTUs (haTalbHBIX KpoBOTeueHui Obuta oanHakoBoi (0,2 % mpu
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¥ OTYETY

N
G

000uX BUJAX TEpaIuu).

YacToTa BOZHUKHOBEHHS HE YIPOKAIOUIMX JKU3HU OOJBIIMX KPOBOTEUCHMH ObLIA JIOCTOBEPHO
BbIILIE Yy IalMEHTOB, NpuHHMMaBmuX kionugorpen + ACK, mo cpaBHEHMIO ¢ NalMEHTaMH,
npunuMaBimumMu iane6o + ACK (1,6 % u 1 %, cOOTBETCTBEHHO), HO 4acTOTa pPa3BUTHS
BHYTpPUYEPEIHBIX KPOBOM3NUSHUHN Obu1a onuHakoBoit (0,1 % npu o0oux BUaxX TEpanuu).
Yacrora pa3BuThs OOJBIIMX KpoBoTeueHUH B rpymnme kinonuporpen + ACK 3aBucena ot m03bl
ACK, kak 1 yacToTa pa3BuUTHs OOJBIINX KPOBOTEUEHHH B rpymie miamnedo + ACK.

VY nmanueHToB, HMpeKpaTHUBIIUX Tepanuio kiomuporpeaom + ACK Oonee yem 3a 5 mHei 1o
AOPTOKOPOHAPHOTO IIYHTHPOBAHMS, HE OTMEYAJIOCh YYAlllEHUS CIy4yaeB pa3BUTUS OOJBIIMX
KpPOBOTCYEHUI B TEYECHHE 7 JHEM IIOCJIe BMEIIATENbCTBA. Y MAIMEHTOB, IIPOJOJIKABIIUX
AHTUTPOMOOIIMUTAPHYIO TEpPAIMIO B TEUCHHE IMOCIEIHUX ISATH JHEH mepes aopTOKOPOHAPHBIM
IIYHTUPOBAaHUEM, 4acTOTa ATHX COOBITUH IMOCIE BMelaTeNlbcTBa cocTaBisuia 9,6 % (B rpymme
knorunorpen + ACK) u 6,3 % (B rpynne mnane6o + ACK).

B xnunnueckom uccnenoBanun CLARITY wactora 607bpmMX KPOBOTEUEHHUN B 00€MX Ipymmax
(xmommuporpen + ACK u mnane6o + ACK) 6sima conocrasumoii (1,3 % npotus 1,1 % B rpymme
knormunorpen + ACK u rpynne miane6o + ACK, coorBerctBenHo). OHa ObUta OJUHAKOBOU B
NOATPYNNax MAaIlMeHTOB, pa3/JeJCHHBIX 10 MCXOAHBIM XapakTEepUCTUKaM U TI0 BUIAM
(UOPHHONMUTHYECKON TEpAaTK WM TeIIapUHOTEPAIINH.

Yacrora BO3HUKHOBEHHS (aTanbHbIX KpoBoTeueHui (0,8 % mpotus 0,6 %) u BHyTpUUYEpEIHBIX
kpoBomsnusaHuit (0,5 % mpotus 0,7 %) npu nedenun knonugorpen + ACK u mnane6o + ACK,
COOTBETCTBEHHO, ObljIa HU3KON M COMIOCTAaBUMOM B 00€MX Ipymnax Je4eHHUs.

B xmunnyeckom wuccinenoanun COMMIT oOmas uactora HeuepeOpaidbHbIX —OOJBLIMX
KPOBOTEUYCHHI WM 1IepeOpaibHbIX KPOBOTEUEHUN ObLTa HU3KOM M oauHakoBoit (0,6 % B rpymre
kionuaorpen + ACK u 0,5 % B rpynne miane6o + ACK).

B xnunangeckom uccnenoanun ACTIVE-A gacrora pa3Butus 00JbIINX KPOBOTEUEHUHN B IpyIINe
kionugorpen + ACK Obina Boeime, yeM B rpynne miane6o + ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). bosbilne KpoBOTEUEeHNSI B OCHOBHOM OBbLIM BHEUEPETIHBIMU B 00€UX TpyIIax
(5,3 % npotus 3,5 %), rIaBHBIM 00pa3oM, U3 KeIyAOYHO-KUIIEYHOTro TpakTa (3,5 % npotus
1,8 %). B rpynmne xnonunorpen + ACK BHyTpuuepenHbIX KpOBOM3IUSHMNA ObUIO OOJbILIE 10
cpaBHeHuo ¢ rpynmoi mianedo + ACK (1,4 % npotus 0,8 %, coorBeTcTBeHHO). OTCYTCTBOBAIIN
CTaTHUCTUYECKU 3HAUMMBbIE PA3IUYUS MEXKAY STUMU IPYIIaMHU JIEYEHHUS B YaCTOTE BOSHUKHOBEHUS
¢aranpHbIX KpoBoTeueHuit (1,1 % npotus 0,7 %) u remopparuueckoro uncyibra (0,8 % npotus
0,6 %).

TabnnuHoe pE3IOME HEXKENATCIILHBIX PEaKIMH

HexxenarensHbIe p€aKkuru, KOTOPBIC BO3HUKIIM BO BPEMSA KIMHHUYCCKUX I/ICCHe}IOBaHI/Iﬁ nin o
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KOTOPBIX COOOIAIOCH CIIOHTAHHO, MTPEICTABICHBL B Ta6ﬁﬂﬁé:ﬁ1&%i:ﬁf Eﬁbﬂ%‘lﬁ'{ge_n'el&;'r'ejrbﬂ C

|“'E.
H

L5

HCIIOJIb30BaHUEM CIICAYIOIINX YCIOBHBIX 0003HaYeHMIA: 09eHb yacTo (> 1/10); wacto (> 1/100 no
< 1/10); mewacto (> 1/1000 mo < 1/100); penko (> 1/10000 mo < 1/1000); oyeHb peako
(< 1/10000); gyacrora HeM3BeCTHA (HE MOXKET OBITH OI[CHEHA HA OCHOBE UMEIOIINXCS JaHHBIX ).

B KaXIoM CHCTEMHO-OPTaHHOM KJIacce HEeXKeaTelbHbIE PEaKIMH NPEICTABICHBI B TOPSJIKE

yObIBaHUS CEPbE3HOCTH.

CucreMHo- Yacto Heuacto Penxo Ouenb peaKo
OpraHHbBIN KJ1acc Yacrora HensBecTHa™
Hapywenus co TpomOormTonennst | Heirponenus, | TpomOoTHuecKkast
CMOPOHbL KPOBU U Jleiikornenus BKIIIO4as TPOMOOITUTOIIE-
JuUMpamuieckorl Do3uHohuIus TAKEIYIO HUYECKas IypIypa
cucmembl HEHTPONEHHIO | ArmacTuuecKas
aHeMust
[TanuuTonenus
ATrpaHyIonuTo3
Tsoxenast
TPOMOOLIUTOTICHHUS
[Ipuobperennas

remMopums A

I'panynomuronenust
Anemus
Hapywenus co AnapunakTonIHbIC
CMOPOHDL peakuun
UMMYHHOU CeiBopoTOYHAs
cucmembl 0omne3Hb
[lepexpectabie

AJUIEPTUYECKHE U
reMaToJIOrH4ecKue
PEaKIWH ¢ IPYTUMHA
THCHOTHPHTTHAMA
(TaKuMM KaK
TUKJIOTIH/TVH,
mpacyrpen)® (cm.
paznen 4.4)
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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S
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CCREQOBAT

ARSI

VHCYJIMHOBBIN
CHHJIPOM (MOXKET
MIPUBOAUTD K
CEpPBE3HOM
THUIIOTTIMKEMUIH,
0COOEHHO Y

narmenToB ¢ HLA

DRAA4 cepoturom)*
Tcuxuueckue CryraHHOCTB
Hapyuwenus CO3HAHUS
["ammronmuanmn
Hapywenus co BHyTrpuuepenHsie Hapymenns
CMOPOHbL HEPEHOUL KPOBOMBITUSIHUSA (B BKYCOBOT'O
cucmembl HEKOTOPBIX CITyJasix BOCHPHSITHS
c Ares3ust
JIeTaIbHBIM
HCXOJIOM)
['onoBHas 6omb
I'onoBokpyxeHne
[Tapecre3us
Hapywenus co I'mazubie
CMOPOHbI Op2aHa KPOBOM3JIUSIHUS
3penus (KOHBIOHKTUBAIBHBIE,
B TKaQHU U CETYaTKy
J1a3a)
Hapywenus co Bepruro
CMOPOHYL Op2aHa
cnyxa u
nabupunma
Hapywenus co Cunnpom Koynuca
CMOPOHBL Cepoya (BazocmacTuyeckas
ajulepruveckas
CTEHOKap/sl/aJiepru-
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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e O W e

(OCHEROEA TR IR e dis)

MHOKap/Ia),
00YCITOBIICHHBII
peaxiuei
THITEPYYBCTBUTEIh-
HOCTH Ha

KJonuaorpen™

Hapywenus co I'emaroma Ciyyan cepbe3HbIX
CMOPOHBL COCYO08 KpPOBOTEUEHUI
KpoBoreuenus u3
[IOCTIEONEPALMOHHBIX
paH

Backynur
AprepuanbHast

TUIIOTCH3UA

Hapywenus co Hocogoe KpoBoreuenue u3
CMOPOHYL KpOBOTEUYEHHE JIbIXaTENbHbIX ITyTeH
ObIXAMenbHOU (KpoBOXapKaHbe,
cucmembvl, Op2aHos JIETOYHOE

2PYOHOUL KILemKU U KpPOBOTEUCHUE)
cpedocmenus Bponxocnazm
HuTrepcTuimanbsHas
[THEBMOHHS
Do3uHOpUITbHAS

ITHEBMOHUS

AKenyoouno- Kemynouno- | fI3Ba xemynka 3abprommH- | XKemynouHo-
Kulieynvle KHUILIEYHbIE SI3Ba HbIE KUILIEYHbIE U
HapyuwieHust KPOBOTEUYECHHUsI | IBCHAIUATUIIEPCTHOM | KPOBOTEYEHHS | 3a0PIOIIMHHBIC
Muapes KHIIKH KpOBOTEYEHHS C
boms B l"actpur JIETATGHBIM UCXOIOM
KHMBOTE Tommora [Tankpearur
Hucnencus PBoTta Komur (Brimrouas
3anop

Mereopuzm
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(MOCAEQOEAT Jgﬁé?f;rgpjr-ﬂﬁﬁ: 3]

TMQOLIUTAPHBINA
KOJIUT)

Cromatut

Hapywenus co Octpas neueHoqHast
CMOPOHYL NeYeHU HEJIOCTaTOYHOCTh

u I'enarut (He
JHCeNUesblBOOAUIUX HMHQEKITMOHHBIH )
nymei OTKkII0HEHHE OT
HOPMBI
J1a00paTOPHBIX
MoKa3aresneu
(YHKIIMOHAIEHOTO

COCTOSHMA IICYCHU

Hapywenus co Kposororexkn | KokHast cbinb Bynnesnslit
CMOPOHBL KOJCU U Koxub1ii 3y JIEpMaTUT
NOOKONCHBIX Koxnoe (TokcHueckuit
mKaHeu KPOBOU3JIUSIHUE AMUAECPMAIIbHBIN
(myprypa) HEKPOJIU3, CHHJIPOM
CruseHca-
JIxoHCOHa,
MHOroQopmHast

JpUTEMA, OCTPBIN
TeHEPaIM30BaHHbII
9K3aHTEMaTO3HBIN
nycryne3 (AGEP))
AHTMOHEBPOTUYECKUI
OTeK

Cunnpom
JIEKapCTBEHHOMN
TUNIEPUYBCTBUTEIIb-
HOCTH,

JICKaPCTBCHHAA ChIIb
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CCREQOBAT

o Rman

CHCTEMHBIMH
MIPOSIBJICHUSIMU
(DRESS-cunmpom)
DpuUremMaro3Hasi Chilb
DkcdonmmaTuBHas
ChITb

Kpanusnauiia

Ox3ema

Tmockuii nuinai

Hapywenus co CkeneTHo-

CMOPOHDL MBIIICYHBIC

MbIUEYHOL, KpPOBOTEUEHUS

CKellemHou u (remapTtpo3)

COCOUHUMENLHOU Aptpur

MKaHu Aptpairus
Muanrus

Hapywenus co I'emarypus I'momepynonedpur

CMOPOHbL NOYEK U [loBbiienne

MOUEBbLBOOSUUX KOHIICHTpAIU!

nymeu KpEaTUHHHA B KPOBU

Hapywenus co I'maexomac-

CMOPOHDL THS

PenpoOyKmueHou

cucmemyl u

MOJIOYHBIX JHcene3

Oowue KpoBoreue- JIuxopanka

HapyueHus u HUSI B MECTE

peaxkyuu 6 mecme | UHbEKLIUU

86e0eHUs

Jlabopamopuvie u YBenuuenue

UHCMPYMEHMATbH BpEMEHHI

ble OaHHble KPOBOTEUCHHUSI

CHIDKeHue uncia
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COOTBETCTEBYET 3KCNEPTHO
ot 12.11.2025 “J- 2
(MoOCAEQOEAT

HEeHUTpouIloB

CHikenue
KOJINYECTBA

TPOMOOIIUTOB

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKI_[I/If/'I

Heumponenus

B uccnenosannn CAPRIE, Tsxenas meiirponenns (< 0,45 x 10%/11) nabmonanack y 4 marmeHToB
(0,04 %), mpuHMMaBIIKX Kionuaorpen, u'y 2 nauuentos (0,02 %), npuaumasmux ACK.

Y aByx w3 9599 mainueHTOB, MPUHUMABIIUX KIIOMHIOTPEN, HAOIIOJAIOCH MMOTHOE OTCYTCTBUE
HEUTpOo(UIOB B mepudepruuecKkoil KpoBU, KOTOPOro He HaOII0Nanoch HH y oxHOro u3 9586
nanueHToB, npuHuMmaBmux ACK. HecmoTpst Ha TO, 4TO pUCK pPa3BUTHSI MHEIOTOKCHYECKOTO
JEHCTBUS NpHU MIPHEME KIIOMHUA0Tpea SIBISETCS JOCTATOYHO HU3KUM, B Cllydae €CJI y MalleHTa,
MIPUHUMAFOIIIETO KJIIOMHIOTPEII, HA0JIFO1aeTCsl MOBBIIICHUE TEMITICPATYPHI WITH TOSIBISIFOTCS APYTUE
npu3HaKy UHPEKINH, CIIEAYET 00CIIeIOBAaTh MAlMEeHTA Ha MPEAMET BO3MOKHON HEUTPOIICHUH.
Annacmuueckasn anemust

[Tpu nedyeHnn KIOMUIOTPENIOM B OHOM Cllydae HaOIt01al0Ch Pa3BUTHE alJIaCTUUECKON aHEMUU.
Tpomboyumonenus

YactoTa BO3HMKHOBEHHs Tshkenoil Tpombomutonennn (< 80 x 10%m) cocraBmma 0,2 % y
NalUMWeHTOoB, NpuHuMaBmmux kionuaorpen u 0,1 % y naunuenroB, npunumaBmmx ACK,
coo001a10ch 00 OUEHBb PEIKUX CIIydasx CHIKEHUs yncia TpoMOonuToB < 30 x 10%1.

B uccnenoanusix CURE u CLARITY naGmroganochk cOmocTaBUMOE KOJMYECTBO MAIMEHTOB C
TPOMOOLIUTONIEHUEN UM HEUTPOIIEHUEH B 00EHX IpyIax JICYEHHUs.

COO6H.ICHI/IC 0 TOAO03PEBACMBIX HCXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo0mare 0 MMOA03peBaeMbIX HEXKENaTeNbHBIX pEaKIUsIX I[OCle pPerucTpanuu
JIEKapCTBEHHOTO Tpernapara ¢ 1eIbl0 00ecredeHrs HEMPEePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«IOJIb3a — PHUCK» JICKAPCTBEHHOTO Tmpemnapara. MeauIuHCKUM pabOTHUKAM PEKOMEHIYETCs
co00IIaTh O JIOOBIX TO/I03PEBAEMBIX HEKENATEIbHBIX PEAKIUAX JICKAPCTBEHHOTO IperapaTa
yepe3 HallMOHAJbHBIE CUCTEMBI COOOIIECHUS O HEKEIaTeNbHBIX PEaKIIHsIX TOCyIapCTB — YJICHOB
EBpa3uiickoro 53K0OHOMHUYECKOr0 COI03a.

Poccuiickas @enepanus

109012, r. Mocksa, CrnaBsiHCKas MIIoWap, 1. 4, crp. 1

®denepanbHas cryx0a 1Mo Haa30py B cdepe 3apaBooxpanenus (Poc3apaBuanzop)

Tenedon: +7 800 500-90-03

DnekTpoHHas nmovra: pharm@roszdravnadzor.gov.ru

https://www.roszdravnadzor.gov.ru
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 12.11.2025 N2 28206
(MOCNEQOBATENEHOCTE 0003)

4.9. Ilepeno3upoBka

CHMIITOMBI

[lepeno3upoBka KIOMHUIOTPEIOM MOKET MPUBECTU K YBEIIMYEHUIO BPEMEHHM KPOBOTCUECHHS C
MOCJICTYIOITUMHU OCJIOKHEHUSMH B BUJIC Pa3BUTHS KPOBOTCUCHHI.

JleueHue

[Ipy TOSBIIEHUH KpPOBOTCUYCHHSI TpeOyeTcs TMPOBEACHUE COOTBETCTBYIOMIMX JICYEOHBIX
MEPONpHUITHA. AHTHUAOT KJIOMUIOTpeNia He YyCTaHoOBIeH. Ecnum HeoOXxoamma ObicTpas
KOPPEKIUS YJIMHUBIIETOCS BPEMEHH KpPOBOTEYCHHS, TO PEKOMEHIYETCS IpPOBEICHUE

nepeauBaHusl TPOMOOIUTAPHOM MACCHhI.

5. PAPMAKOJIOTMYECKHUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

®dapmakoTepaneBTUYECKas TPYIa: aHTUTPOMOOTHYECKHE CPENICTBA; aHTHArpEraHThl, KpoMe
remapuHa.

Kox ATX: BOIAC04

Mexanuswm neiicteus, dapMakoauHaMmuueckue 3 dhexThl

Knonunorpen npencrasisier co00il MpOIEKapCTBO, OJUH M3 aKTUBHBIX META00IMTOB KOTOPOTO
SBIISICTCS. MHTHOUTOPOM arperanuud TpomMOomuToB. [[ns oOpa3oBaHus aKTUBHOTO MeTaboiuTa,
KOTOPBI MOAABIIAET arperamnuio TPoMOOIMTOB, KIOMHUIOTPEN AOHKEH MEeTaOOoJIM3UpOBaThCs C
nomoiiplo u3odepmenToB cuctembl nuroxpoma P450 (CYP450). AxTuBHBIA MeTaOOIUT
KJIOMUJIOTpeia CEJIEKTUBHO MHITUOMpYeT cBsi3biBaHUE aneHo3uHaudpocdara (AJD) ¢ P2Y12
peuenTtopoM TpOMOOIMTOB W mocheayromyo AJld-onocpeoBaHHYIO aKTHBAIMIO KOMILIEKCA
GPIIb/llla, mpuBoAs K TMOAABICHUIO arperanud TpoMOouuToB. biaromapss HeoOpaTHMOMY
CBSI3bIBAHUIO, TPOMOOLIUTHI OCTAIOTCSl HEBOCTIPUUMUYUBBIMU K cTUMYIsiuuu AJld B TeueHue Bcero
OCTABIIIETOCs CpOKa CBOEH >ku3HU (Tpubau3utensHo 7-10 nHel), a BOCCTaHOBIIEHHE HOPMAJIbHON
GYHKIUM TPOMOOIIMTOB MPOUCXOJIUT CO CKOPOCTHIO, COOTBETCTBYIOIIEH CKOPOCTH OOHOBJICHHMS
TPOMOOIIMTOB.

Arperaiust TpOMOOIIMTOB, BbI3BaHHAs arOHUCTaMH, OTIIMYHBIMU 0T AJ[D, Taxke MHrHOUpyercs
3a cueT OJIOKA/Ibl YCUJIEHHOW aKTHBAIIMU TPOMOOIIMTOB BEICBOOOKHaeMbiM AJ[D.

Taxk kak 00pa3oBaHHE aKTUBHOT'O META00JINTA TPOUCXOUT IPU MOMOIIN U30()epMEHTOB CUCTEMBbI
mutoxpoma P450, HekoTOopple U3 KOTOPBIX MOTYT OTJIMYAaThCid MOTUMOPPHU3MOM  HIU
UHTUOMPOBATHCS JPYTUMH IIperapaTtaMHd, HE Y BCEX MAIMEeHTOB BO3MOXHO aJeKBAaTHOE
MHTMOMPOBAaHKE arperaiuyu TpoOMOOLIUTOB.

IIpn exxeqHEeBHOM INpHeMe KIONMMAOIpesa B JO3UPOBKE 75 MI € IEpPBOro K€ AHS IpueMa

OTMeUaeTcsl 3HaUMTeNbHOE noAaBieHrne AJ{O-uHaAyIpyeMoii arperaiiuu TpoMOOIIUTOB, KOTOPOE
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JOCTH)KEHUHM PABHOBECHOTO COCTOSIHMA). B paBHOBECHOM COCTOSIHUM arperanusi TpOMOOIIUTOB
noaasisieTcst B cpeaHem Ha 40-60 %. Ilocie mpekpanieHus: npuemMa KJIONMUIOTpeia arperamus
TPOMOOIIUTOB U BpeMsl KPOBOTEUEHHs] IOCTENEHHO BO3BPALIAIOTCA K HUCXOAHOMY YPOBHIO, B
CpeZHEM, B T€UCHHUE 5 THEH.

B xone kimmanueckoro uccneaopanuss ACTIVE-A mokazaHo, 4To y ManueHTOB ¢ GUOpHILIAIICiH
npefcepaAnid, KOTOpble HMMENH, KaK MHHUMYM, OAMH (aKTOp PHCKA Pa3BUTUS COCYIHCTBHIX
OCJIOXKHEHUH, HO ObUIM HECHOCOOHBI MPUHUMATh HENPSMbIE aHTUKOATYJSHTHI, KJIOMUIOIpeN B
couetannu ¢ ACK (mo cpaBHeHut0 ¢ nmpueMoM Toabko oH0M ACK) yMeHbIIaa 4acToTy BMECTE
B3STBIX MHCYNIbTA, MH(apKTa MUOKapaa, cucTeMHoi Tpom6oamobonun Bae LIHC mnu cocynuctoit
CMEpTH, B OOJIBIICH CTETIEHH 3a CYET YMEHBIICHUS PUCKA PAa3BUTHUS HHCYJbTA.

O dexTnBHOCT NpHEMa Kitonugorpena B coueranuu ¢ ACK BbIBIIsIIaCh paHO U COXPaHsIIAch 10
5 ner. YMeHbIIEHHWE pHCKA KPYIHBIX COCYIUCTBIX OCJIOXHEHUIl B TpyIlle M[alueHToB,
IpUHUMABIIKX Kionuaorpen B couetanuu ¢ ACK, HaOnroganoch B OCHOBHOM 3a CYET OOJIBIIETO
YMEHbBILIEHUSI YacCTOThl MHCYJIbTOB. PHCK pa3BUTHS MHCYJIbTa JIOOOW TSXKECTH HpPHU IpUEMeE
kionuaorpena B couetanuu ¢ ACK cHuxkaics, a Taxoke HaOlr01anach TEHICHLUS K CHUKECHUIO
4acTOThl pa3BUTUS HMH(pApKTa MHUOKapja B TpylIe, MOJydYaBLIeH JieYeHUE KIIOMUAOIPEIOM B
couetannu ¢ ACK, HO He HaOIIOAATOCH pa3muuuii B wactore TpomOosIMOomii BHe [ITHC wmu
cocynucroit cmeptu. Kpome storo, nmpuem kiomuaorpesna B couerannu ¢ ACK ymensian obiee
KOJINYECTBO JHEH rOCHUTAIM3ALNUHU 10 CEPAECYHO-COCYUCTBIM IPUUMHAM.

Hesckanayus mepanuu

[lepexon ¢ Tepanuu MOIIHBIM UHTUOUTOPOM perienTopoB P2Y 12 Ha nedyeHne KIOMUA0rpeaoM B
couetannn ¢ ACK mocne 3aBepuieHusi octpoid (a3sl octporo uHpapkra muokapaa (OMM)
U3ydajcs B JBYX paHAOMU3MPOBAHHBIX HWHHUIMMPOBAHHBIX MCCIEAOBATENEM KIMHUYECKHUX
uccienosanusx (TOPIC u TROPICAL-ACS).

B pannomusupoBaHHOM OTKpbITOM KiuHH4YeckoM uccieaoBanun TOPIC npunumanu ydactue
nanuentsl, nepeHecmme OWM, KOTOPBIM  BBITIOJIHSUIOCH — YPECKOXKHOE  KOpPOHApHOE
BMeratenscTBo (UKB). [Tanmentsl, nomydasmme ACK u oguH u3 60siee MOIIHBIX HHTHOUTOPOB
peuentopoB P2Y12, y KOTOpBIX HE pa3BHWIINCH HEOIArONpPHUSATHBIE COOBITHS B TEYEHUE OJHOIO
Mecsia, WM ObUTM TepeBelleHbl Ha Tepanuio (ukcupoBaHHo komOuHanuedn ACK u
KJIOMUJIOTpeia (JieacKananus ABoHoN antutpoMmoouutapHoi tepanuu (IAT)) niau npoaomxuim
NpUHUMATh paHee Ha3HaYeHHbIe npenapathl (HensmeHHas [1AT).

CoObITHS, BKIIOUYEHHbIE B KOMOMHHPOBAHHYIO MEPBUYHYIO KOHEYHYIO TOYKY (CMEpPTh OT
OCIIO)KHEHUH  ceplredyHo-cocyaucThix  3aboneBanuid  (CC3),  HHCYIBT,  OKCTpEHHas
PEBACKYJISIpU3AIIMS M KPOBOTEUEHUS TUTIA 2 UITK O0Jiee TshKelble KpoBoTeueHus o mkaie BARC
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nocie nepeHecenHoro OMIM Obuu 3apeructpupoBansl y 43 u3 322 namuenTtos (13,4 %) B rpymnme
neackananuu JJAT u 85 mauuentos u3 323 (26,3 %) B rpynne Heusmennoit JIAT (p < 0,01).
CraTtucTudecky 3HAUMMOE pa3jMuhe B OCHOBHOM OOYCJIOBIIEHO COKpAIIEHHEM KOJIMYeCTBa
CIIy4aeB KPOBOTEUCHHUS, B TOM YHCJIE KPOBOTEUEHUH, KoTophIe 1o mkaine BARC Goiiee mim paBHBI
2 (4 % B rpynne neackanauuu u 14,9 % B rpynne, nonyuasuieil Hensmenennyto J{AT), npu aTom
HE Ha0JI01a/TOCh CYIIIECTBEHHBIX Pa3JInYMid B YaCTOTE MIIEMHUYECKUX ocioxuenuit (p = 0,36).

B pangomusupoBanHoe oOTKpbiToe KiauHHYeckoe wucciaenopanue TROPICAL-ACS Owutn
BKiroYeHbl 2610 mammenToB ¢ OVIM, moATBEp)KICHHBIM aHAJIW30M Ha OMOMAapKephl, IOCie
nposenenuss YKB. [anuenTs! ObUIM paHIOMU3UPOBAHBI B TPYIIIEI IS MOJyYEHHs Tpacyrpena
(maum 0-14) wm npacyrpena (qau 0-7), a 3aTem kionuaorpena (qau 8-14) B komOunauu ¢ ACK.
Ha 14-ii nenp Obina npoBeneHa oleHKa GYHKIUU TPOMOOIHUTOB. [lanieHThl U3 MepBoii TPYIIbI
Tepanuu TOJIBKO MPacyrpesioM MPOoA0JBKAIN IPUHUMATh Ipacyrpen B TeueHue 11,5 mecsiies.

VY manueHTOB W3 TPYMIBI 3aMEHBI TEPANMU ObUT BBHIIOJIHEH aHAJIH3 Ha BBHICOKYIO PEaKTHBHOCTH
tpoMbonuToB (BPT). IMarmenter ¢ BPT > 46 enunanil ObTM CHOBa TNEpeBEICHBI HA TEPAIUIO
npacyrpesoM, Kotopyto nonydanu B teueHue 11,5 mecsues. Ilanmentel ¢ BPT < 46 equnun
MPOJODKUIIN JICYCHHE KIOMHUAOTpENIoM B a03e 75 mr/cyTku B Teuenue 11,5 mecsues. Takum
o0pa3oMm, B IpyIIie yrnpaBiasieMOl 3aMeHbl TEpaNuy MalUeHTh! Moxy4anu uiM npacyrpen (40 %)
win kaonuuporpen (60 %). Bce mauments nonydann ACK, nocienyromiee HaOroaeHUE
MPOJI0IHKANIOCHh B TEYCHHE OJIHOTO TO/a.

[TepBruyHas KOHEYHas TOYKa BKIIHOYajga KOMOMHAIMIO CEpAEYHO-COCYIUCTON CMepTH, HH(papKTa
MHUOKap/la, MHCYIbTa U KPOBOTEUEHUS TUNA 2 WM Oojiee TsKeNble KPOBOTEUEHHUS IO IIKaie
BARC. HccnenoBanue NpoAEMOHCTPUPOBAIO OTCYTCTBHE pPa3IUYUil MEXIy TpyHnamu 1o
NEepBUYHON KOHEUHOW TOYKe MO Kputepuio non inferiority. Ympapisemas 3aMeHa Tepanuu He
OpuBeia K TOBBIIIEHUIO PUCKA Pa3BUTHUS HIIEMHUYECKUX oOcloxHeHud (2,5 % B rpymme
nesckananuu 1 3,2 % B KOHTPOJIbHOM IPYIIE), a TAKXKE YaCTOThI KPOBOTEUEHUH TUNa 2 uiu donee
no mkaine BARC.

5.2. ®apmakoKMHeTHYECKHE CBOIiCTBA

Abcopbrus

IIpn OMHOKpAaTHOM M NOBTOPHOM NpPHEME BHYTPb B JO3UPOBKE 75 MI' B CYTKH KIIOIUJOTPEIN
OBICTPO BCACBIBAETCSI.

Cpennee 3HaYeHHE MaKCUMaIbHOM KOHLEHTPAlUH (Cmax) HEM3MEHEHHOIO KIONMHMJOrpesa B
ia3Me KpoBU (MPpUOIM3UTENBHO 2,2-2,5 HI/MIJ MOCie NMpueMa BHYTPbh Pa3oBOW J03bI 75 MT)
JoCTUTaeTcs NpUOIM3UTENbHO Yepe3 45 MuH nocie npuema npenapara. [1o jaHHBIM 3KCKpenuu
MEeTa0O0JIMTOB KJIOMUOTPEIIa Yepe3 MOUYKH ero abcopOIus cocTaBisieT mpuoan3uteasHo S0 %.
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Pacnopenenenue

In vitro xionmumorpen W ero OCHOBHOW LUPKYJIUPYIOUIMHA B KPOBH HEAKTUBHBIH METa0OJUT
0o0paTuMO CBSI3BIBAIOTCS ¢ Oenkamu 1mia3Mbl KpoBu (Ha 98 % u 94 %, COOTBETCTBEHHO), U IaHHAs
CBSI3b SIBJIACTCS HEHACHIIAEMOH 10 KoHeHTparuu 100 mr/mot.

BI/IOTDaHC(bODMaHI/IH

Kionumorpen uHTEHCHMBHO Merabonu3upyercs B medeHd. In vitro m in Vvivo ximommmorpen
METa0OIM3UPYETCS ABYMS ITYTSAMU: TIEPBBIA OCYILIECTBIISICTCS C MOMOIIIBIO 3CTepa3 U NPUBOIUT K
THJIPONIM3Y KIONMIOrpenaa ¢ 00pa3oBaHMEM HEAKTUBHOIO IPOM3BOJHOIO KapOOKCHIIbHOW
KUCIOTHI (85 % OT LUPKYIUPYIOIUX METAO0JIUTOB); BTOPOM MyTh OCYILECTBIISAETCS C IIOMOIBIO
u3o0¢epMeHToB ruToxpoma P450.
[lepBoHaYaIbHO KJIOMUAOTPEN METabOIU3UPYETCsT A0 2-OKCO-KJIOMUIOTpeNa, SBISIOMIErocs
IPOMEXYTOUHBIM MeTaboauToM. Ilocnenyronuii MeTaboar3M 2-0KCo-KJIONUI0rpea NPUBOIUT K
00pa30BaHUIO AKTUBHOT'O METab0JINTa KIOMUA0TPella — THOIBHOTO IPOM3BOIHOTO KIIOMHIOTpeIa.
In vitro 3ToT aKTUBHBINA META0OIUT 00pa3yeTcs, IIIaBHBIM 00pa3oM, C MOMOIILI0 H30(hepMEHTa
CYP2C19, Ho B ero 00pa30BaHUH TAaKXKe YUACTBYIOT HEKOTOPBIE IPyTrre n30(hepMEHTHI, BKITFOUast
CYP1A2, CYP2B6 u CYP3A4. AKTUBHBIN THOJBHBIN METa0OIHUT KJIOMUIOTPEIIA, BBIICICHHBIN B
in Vitro uccienoBaHusX, OBICTPO M HEOOPATHMO CBSI3BIBACTCS C PELENTOPaMH TPOMOOILMTOB,
OJIOKHPYsI TAKUM 00pa30M arperaruio TpPOMOOITUTOB.
Crmax aKTUBHOT'O METa00JIUTA KIIOMUOTPEIIa IMOCIie OHOKPATHOTO MMPHEMa €0 Harpy304HOH 03B
300 Mr B 2 pasa mpeBblIa€T TAKOBYK Mocie 4-X THEH NpueMa NOAJEpKUBAIOLIEH 103bl
kjonuaorpena 75 Mr. Cmax 10CTUTaeTCs NPUOIU3UTENLHO B TeueHue 30-60 MuH.
OJIUMUHAINS
B Teuenne 120 4 mocyie mpueMa BHYTPh denoBekoM *C-MedeHOro KJIomuaorpena okono 50 %
pPaJMOAaKTUBHOCTU BBIBOAMTCS Yepe3 IMOYKM W HpubiusutensHo 46 % paavoakTUBHOCTH
BBIBOJIUTCS yepe3 KuleyHuk. [locne oqHOKpaTHOro nmpremMa BHYTpb JO3UPOBKH B 75 MI IEPHOL
nonyBbiBeieHUs (T12) Knonuaorpena cocrasiseT npubiusutenbHo 6 4. Ilocne ogHOKpaTHOTO
pHeMa U IpreMa NOBTOPHBIX /103 Kionuaorpena T12 ero 0OCHOBHOTO IUPKYJIUPYIOIIETO B KPOBU
HEaKTHMBHOI'O METaboJINTa COCTABISIET 8 4.
Dapmaxoeenemuxa
C nomompio wu3zodpepmenta CYP2CI19 oOpasyroTcss Kak aKTUBHBIM MeTabONMT, Tak U
MPOMEKYTOUYHBI METAa0ONHUT — 2-OKco-Kionuaorpen. dapMakoOKHHETHKA M aHTHATPEraHTHOE
JieicTBUE aKTUBHOTO METAa0OJIMTa KIIOMUOTpeNa, Py UCCIEIOBaHUM arperaiuy TpOMOOIIUTOB
eX VIVO, BapbuUpyIOT B 3aBHCUMOCTH OT reHoruna uzodepmenra CYP2C19. Amnens reHa
CYP2C19*1 cooTBeTCTBYET MOJHOCTHIO (DYHKIHMOHAIBLHOMY METAa0O0JIM3MY, TOT/la KaK ajulesu
reHoB CYP2C19*2 u CYP2C19*3 saastorcss HeQpyHKIMOHANBbHBIMU. AJutenu reHoB CYP2C19%2
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eBporeoniHoi pacel (85 %) u asmarckoil momynsauuu (99 %). [Adpyrue aminenu, ¢ KOTOPHIMU
CBSI3aHO OTCYTCTBHE WJIM CHIDKEHHE METa0OIM3Ma, BCTPEUAIOTCS PEeXe M BKIOYAIOT, HO HE
orpannuyuBarTcs, amwiensiMu reHoB CYP2C19*4, *5, *6, *7 m *8. I[laumeHThl ¢ HHU3KOU
akTuBHOCTBIO M30(epmenTta CYP2C19 nomxHbl 0071a7aTh IBYMsI YKa3aHHBIMH BBIIIE aJUICISAMU
reHa ¢ norepeit pynkuuu. OnyOIMKOBaHHBIE YaCTOTHI BCTPEUAEMOCTH (PEHOTHUIIOB MAIUEHTOB C
HU3KOW akTHBHOCTHIO m3o(epmenTa CYP2C19 y manueHToB eBpONEOUTHON PaChl COCTABISIOT
2 %, y nanueHToB HerpouHou pacsl — 4 % U y npeacraButesnei azuarckoit momynsuuu — 14 %.
Cy1iecTBYIOT CHEIUalbHBIE TECThl AJSl OMpEeNIeHUs HMEIOLIErocss y MalMeHTa TeHOTUIa
uzodpepmentra CYP2C19.

[To manHbIM TepekpecTHOro uccienoBanus (40 MOOPOBONBIEB) C Yy4acCTHEM JOOPOBOIIBIIEB C
OUYEHb BBICOKOM, BBICOKOM, MPOMEXYTOYHOW M HU3KOU akTHBHOCTHIO M3odepmenta CYP2CI19,
KaKuX-T100 CYIIECTBEHHBIX PA3IUYMi B HKCHO3UIIMM AKTUBHOTO METAa0OJIMTa U B CPEAHUX
3HaYeHHUAX MHruoupoBanus arperammu TpomoOorutoB (MAT), umapymupoBannoit AJl®, y
TOOPOBOJIBIIEB C OYEHBb BBICOKOW, BBICOKOW W TPOMEKYTOYHOW aKTUBHOCTHIO H30(epMEeHTa
CYP2C19 BoisiBieHO HE ObLI0. Y JOOPOBOIIBLIEB C HU3KOM akTUBHOCTHIO n30(pepmenta CYP2C19
9KCIIO3UIIMS aKTUBHOTO METa00IUTa CHIKadach Ha 63-71 % mo cpaBHeHHIO ¢ JOOPOBOJIbLIAMU C
BBICOKOW akTuBHOCTHIO M3odepmernta CYP2C19. Ilpu ucnonszoBanuu cxemsl jedenus 300 mr
Harpy3ouHasi 103a/75 mr moanepkuBaromast go3a (300 mr/75 mr) y moOpoBOJIBILIEB C HU3KOH
akTuBHOCTHIO M30pepmenta CYP2C19 anturpomboruTapHoe AeiicTBUE CHUXKAIOCH CO CPETHUMU
3HaueHussMu AT, cocrapnstomumu 24 % (uepe3 24 1) u 37 % (Ha 5 JeHb HCCIeA0BaHuUsA) 1O
cpaBuenuto ¢ UAT, cocrasnstommmu 39 % (uepe3 24 1) u 58 % (Ha 5 neHb uccienoBaHus), y
JI0OpPOBOJIBIIEB C BBICOKOM akTUBHOCTHIO m3odepmernta CYP2C19 u 37 % (uepes 24 1) u 60 %
(Ha 5 neHp MccleloBaHUsA) y JA0OPOBOJBLEB C MPOMEXKYTOYHOW AaKTHBHOCTBIO H30(epMeHTa
CYP2C19.

Korna noOpoBonbiibl ¢ HU3KOM akTUBHOCTHIO M30odepmenTta CYP2C19 nonyuyanu npenapar mno
cxeme seuenust 600 mr Harpy3ounas ao3a/l150 mr momnepxwuBaromas no3za (600 mr/150 wmr),
HKCMO3MLMUS AaKTMBHOTO MeTaOonuTa ObUIa BhINIE, YeM IMpU NpUEME MO CXeMe JIeUEeHUs
300 mr/75 wmr. Kpome storo, UAT cocraBnsino 32 % (uepe3 24 4) u 61 % (Ha 5 neHb
UCCJIEIOBaHMsI), YTO ObUIO OOJbIIE TAKOBOrO Yy J0OpPOBOJIBIEB € HU3KOM aKTUBHOCTHIO
uzopepmenta CYP2C19, nonyuyaBmmx neyenue no cxeme 300 mr/75 mr, u Obl10 1M0JI00HO
TAaKOBOMY B TpyIIax MaileHToB ¢ Oosiee BbICOKOM MHTeHCHBHOCTBIO CYP2C19-MmeTabonu3ma,
noJy4aBiux Jedenue rno cxeme 300 mr/75 mr. OiHaKko B UCCIEIOBAHUSX C YIETOM KIMHHUYECKUX
HCXOJIOB PEKUM JI03UPOBAHMSI KJIIOMHIOTPea AJIsl HallHeHTOB 3TOM rpyNibl (TAIIMEHTOB C HU3KON
akTuBHOCTHIO M30pepmenta CYP2C19) noka He ycTaHOBIIEH.
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KOTOPBI BONUIM JaHHBIE 335 MOOpPOBOIBIEB, MOMYyYaBIIUX KIOMHAOTPET U HAXOIWBIIUXCS B
COCTOSIHUM JIOCTM)KCHHsS] PABHOBECHOW KOHIEHTpAIlMU, I[I0Ka3ajd, 4YTO IO CpPaBHEHUIO C
JTOOpOBOJIBIIAMH C BBICOKOM akTUBHOCTBhIO wm30depmenta CYP2C19, y noGpoBosblieB ¢
MPOMEXKYTOUHOH akTUBHOCTBIO m30depmenTta CYP2C19 skcno3unmsi akTUBHOTO METa0OJIMTa
cHIKanace Ha 28 %, a y 100pOBOJIBIEB ¢ HU3KOH akTHUBHOCTHIO M3opepmenta CYP2C19 — na
72 %, B To Bpemsi kak AT Obuto cHmwkeHo ¢ pazmuuusimu B MAT wa 59 % u 21,4 %,
COOTBETCTBEHHO.

He npoBoauinock onenku BiusiHusg reHotuna CYP2C19 Ha KIMHUYECKHUE UCXO/bI Y MAIlUEHTOB,
MOJIYYaBIIMX  KIJIOMUAOTPES, B IPOCIEKTUBHBIX PAHJAOMU3UPOBAHHBIX KOHTPOJIUPYEMBIX
ucciaenoBanusax. OJHAKO Ha HACTOSIIIMM MOMEHT HMMEETCSl HECKOJIBKO PETPOCHEKTHBHBIX
aHanu30B. Pe3ynbTaThl TEHOTHUMHPOBAHUS TOJIYYEHBI B XOJ€ CIEAYIOMUX KIMHHYECKUX
uccnegosanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)K€ B HECKOJIBKUX OITYOJIMKOBAHHBIX KOTOPTHBIX HCCIICTOBAHUSAX.

B uccnenoBannm TRITON-TIMI 38 u 3-x xoroptabix uccienoBanusix (Collet, Sibbing, Giusti)
NAlUEHThl KOMOWHUPOBAHHOM TpyHmbl C MPOMEXKYTOUYHOM WM HU3KOW aKTUBHOCTHIO
uzopepmenta CYP2C19 umenu 6oree BBICOKYIO YacTOTY CEPIEYHO-COCYIUCTBIX OCJIOKHEHHH
(cMepTh, MHGPAPKT MUOKApJa U WHCYIbT) WM TpoMOO3a CTEHTAa MO0 CPABHEHHUIO C TAKOBBIMHU Y
MAIUEHTOB C BHICOKOH akTUBHOCTHIO m3odepmenta CYP2C19.

B uccnenoBanuu CHARISMA u ogHOM KOropTHOM wHccieaoBaHuu (Simon), yBelHueHUE
YacTOTHl CEPJICYHO-COCYAMCTHIX OCIOXHEHHH HAOINI0/IajIoCh TONBKO Y TMAllMeHTOB C HHU3KOH
akTuBHOCThIO u30epmeHta CYP2CI19 (mpum uX cpaBHEHMM C TMAallMEHTaMU C BBICOKOH
akTuBHOCTHIO M30pepmenta CYP2C19).

B uccnenosannu CURE, CLARITY, ACTIVE-A u onHOM 13 KOTOPTHBIX UccienoBanuii (Trenk),
HEe HaOII0JANOCh YBETUYEHHS YACTOThI CEPACUYHO-COCYTUCTBIX OCIOKHEHUI B 3aBHCHUMOCTH OT
uHTeHcuBHOCTH CYP2C19-MeTabonuszma.

Oco0ble TPVIIILI TAIMEHTOB

dapMaKOKMHETHKA aKTUBHOTO MeTabonuTa KIOMUAOTpera B OCOOBIX TpyMMax MalUeHTOB HE
U3y4anach.

Tayuenmul nosxcunoeo sospacma (cmapuwe 75 nem)

VY noOpoBosbIIeB cTapiie 75 JIeT NpU CPaBHEHUHU ¢ MOJIOABIMU JOOPOBOJIbIIAMU HE ObLIIO OTYYEHO
pa3Iruuii Mo MoKa3aTelsM arperaiuu TpOMOOIIMTOB M BpeMeHH KpoBoTeueHus. Koppekuust 10361
He TpeOyercs.

Jemu (6o3pacm 0o 18 nem)

Kimmanveckue TaHHbIe OTCYTCTBYIOT.
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Ilayuenmul ¢ Hapywenuem yHKyuu novex

[Toce MOBTOPHBIX MPUEMOB KIIOMHUJIOTPENA B TO3UPOBKE 75 MI/CYTKH y MALMEHTOB C TSHKEJIBIMU
HapymeausmMu  QyHkuuu mouek (KK or 5 wmu/mMun go 15 mi/mMuH) uHTHOMpoBaHue
AJ1®-uHayIMPOBAaHHOM arperanuu TpoMOOIMTOB ObuIO0 HiKe (Ha 25 %) mo cpaBHEHHUIO C
TaKOBBIM Y 3JI0POBBIX JTOOPOBOJIBIICB, OJHAKO Y/UIMHEHHUE BPEMECHH KPOBOTCUYCHHUS OBLIO
0JOOHBIM TAKOBOMY Y 3/I0POBBIX TOOPOBOJIBIIEB, TOTYYABIIUX KIOMUAOTPEN B TO3UPOBKE 75 MT

B CYTKU.

Ilayuenmel ¢ napywenuem @ynKyuu nevenu

He Obuto 3HauMMBIX OTAMYM B creneHH MHruOupoBanus AJlD-uHIynIMpPOBaHHOW arperanuu
TPOMOOILIMTOB IOCIE €KEJHEBHOIO MpHUEMa KIIONMUIOIrpeNna B CyTOYHOU J103€ 75 MI B TedeHUe
10 nHell y MalMEHTOB C TSDKENbIMM HapyIIEHUSAMH (DYHKIMM IE€YEHU II0 CPaBHEHHUIO CO
310pOBBIMH  10OpoBOsbIaMu. CpenHee BpeMsi KPOBOTEUYECHHS TAKXKE COMOCTaBUMO B 00emX
rpynmnax.

Pacosas npunaonesxcnocmeo

Pacnpoctpanennocts — amieneit  renoB  uzodepmenta CYP2C19, o0ycnaBnuBaromux
IIPOMEXYTOUHYI0 M HU3KYI0 aKTHBHOCTh 3TOr0 M30()€pPMEHTAa, OTIUYAETCSA y MpeACTaBUTENEH
pa3IMYHBIX PACOBBIX TIpymil. VIMEITCS OrpaHWYCHHBIE JHTEpaTypHbIE JaHHBIE 00 uX
pacpoCTPaHEHHOCTH Yy NPEACTABUTENIEH a3MAaTCKOM IMOMYJISILIMM, YTO HE IO3BOJISET OLICHUTDH Y
HUX 3HaueHus reHoTunupoBaHus uzopepmenta CYP2C19 s pa3BUTUS MIIEMHYECKHX

OCJIOKHEHUH.

6. PAPMAIIEBTUUECKHUE CBOMCTBA

6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIECTB
e ManHUTON
e Makporon-6000
e Ilemmrono3a mukpokpuctammyueckas (MKII-112)
e ['unpono3a HU3KO3aMeEIlIeHHAs
e Harpus creapundymapar

CocraB 000J0YKH:

e ['mumpomeruiosa
e Makporomn-4000

L4 KpaCI/ITeJ'IL KCJIC3a OKCHU KpaCHLIﬁ
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(MOCNEOCQBATENEHDC

e TuTaHa QUOKCHU

6.2. HecoBMecTUMOCTH

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHus1)

2 roja.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPU XPAHEHUU

ITpu Temneparype He Boiie 25 °C.

6.5. XapakTep u coepkaHue NePBUYHON YIIAKOBKHU

ITo 7, 10, 14 Tabmerok B KOHTYPHYIO  SUYCHKOBYIO VyIIAKOBKY U3  IUICHKH
MOJIMBUHUJIXJIOPUAHON/TIOTUBUHUIMICHXJIOPUIHOW U (POJBIM  aFOMUHHMEBOM  MEYaTHOMN
JTAKUPOBAHHOM.

ITo 7, 10, 14 TabneTok B KOHTYPHYIO STYCHKOBYIO YIIAKOBKY U3 MaTepHaia KOMOMHUPOBAaHHOTO Ha
ocHOBe (onbru (TPEeXCIOWHBIN MaTepuaj, BKIIOYAIOUINN aTIOMUHHEBYIO (DOJIBrY, IUICHKY W3
OPUEHTUPOBAHHOTO TMOJUAMHA, TMOJTUBHHWIXJIOPUIHYIO IUIEHKY) W (OJBIU alllOMMHHUEBOMN
MeYaTHOM JIAKUPOBAHHOM.

ITo 7, 10, 14, 20, 28, 30, 40, 50, 90 umu 100 TabiieTok B 0aHKY CTEKIISTHHYIO U3 KOPUYHEBOTO
CTeKJa Kjiacca 3, YKYNOPEHHYIO KpBIIMIKOW IOJIMMEPHOW C BIIArONOIJIOTUTENEM U KOJIbLIOM
KOHTPOJISI IEPBOTO BCKPBITHSL.

6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH NPH  YHMYTOXKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHBbIX IOcjde NPHMEHEeHHus:
JIEKApPCTBEHHOI'0 MpenaparTa u Apyrue MaHUILYJISIUM C IPenapaToM

Het oco6bIx TpeGoBaHUil K yTUIU3AIMH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccuiickas ®enepanus
000 «Artonn»

445351, Camapckas 0611, . XKurynesck, yi. ['uapoctpoureneit, a. 6.

7.1. IlpencraBuTe/ib AepKaTesisi peruCTPALIMOHHOIO Y10CTOBEPEeHM.

[Iperensnn moTpeOUTENIEH HAIIPABIIITH 110 AAPECY:

Poccuiickas @enepanus

000 «O308»

Poccus, 445351, Camapckast 0611, r.0. XKurynesck, r. JKurynesck, yi. I'uapoctpoutenei, a. 6.
Ten.: +79874599991, +79874599992

E-mail:ozon@ozon-pharm.ru
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8. HOMEP PETHCTPAIIMOHHOI'O YIOCTOBEPEHUA
JITI-Ne(001035)-(PT-RU)

9. JATA TEPBUYHOW PETMCTPALIMM (MMOATBEPKIEHUS
PETACTPAIIAU, TEPEPETVCTPALIAN)

Hata nepBuuHoi peructpanun. 18 uromns 2022 r.
10. JATA IIEPECMOTPA TEKCTA

OO0mass  xapakTepuCTHKa JIGKApCTBEHHOro nmpemnapara Kiomupgorpen  JoCTymHa — Ha
MHPOPMALIMOHHOM TIOpTaje EBpa3suilcKoro SKOHOMHUYECKOTO COK3a B HWH(POPMALMOHHO-

KOMMYyHHKaIMoHHOH cetu «utepuer» (https://eec.eaeunion.org/).
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