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MUWHUCTEPCTBO 3/IPABOOXPAHEHUA POCCUIMCKOM ®EJIEPALIUA

HUHCTPYKLIMA
10 MEJJMLIMUHCKOMY I[TPUMEHEHMUIO JIEKAPCTBEHHOI'O TIPETTIAPATA

Kinanurakce

PerncrpaunoHHbIH HOMeEp:

Toprosoe HanMeHoBaHue: Kianurakc.

Memynapozmoe HenaTeHTOBAaHHOE€ HAMMEHOBAaHHe: KJIOMUA0rpel.

JlexapcrBennas popma: TabIeTKH, IOKPHITHIE MIEHOYHON 060I04KOH.

CocraB Ha 1 TabieTky:

KoauuecTBo, MI

Komnonenr 75 Mr 150 mr 300 mr
Jleticmsyowee eujecmso
Knonuaorpena 6ucynsdar 97,875 195,75 391,50
(B mepecyeTe Ha KJIOMHMAOTPE) (75,0) (150,0) (300,0)
Bcnomozamenvhvle sewyecmea
MaHHHUTON 36,125 72,25 52,00
Kpocnosuion 20,00 40,00 52,00
[leumon03a MUKpOKpHrcTautnyeckas M102 67,00 134,00 79,50
['unpoJio3a (HU3KO3aMelLIeHHas ) 4,00 8,00 8,00
Makporon 6000 8,00 16,00 20,00
KpeMHMs1 JMOKCH KOJIJIOUIHBIN 3,00 6,00 6,00
[IuHka cTeapar 12,00 24,00 32,00
IInenounas obonouka
Onajpaii po3oBbIit* 7,44 - -
Onajipaii Genbrii** - 14,88 19,23
Bock kapHayOckuit crepl clie/ipl crepl

* Onagpait po30Bblii COACPIKUT: JIaKTO36l MOHOTMApPaT — 39,5 Y%; runpomesnnosy - 39,25 %;
turana auokeua (E171) — 10 %; tpuanerun — 10 %; KpacuTelb xKene3a OKCul kpacHbiii (E172)

- 1,25 %.

** Onazpaii Genblii coaepXKUT: JaKTO3bl MOHOTMApaT — 40 %; rUnpoMenosy — 40 %; TuTaHa

auoxeun (E171) — 10 %; tpuauerus — 10 %.

Onucanue

Jlosupoeka 75 Me: KpyTjible ABOSKOBBIMYKIIbIE TabNETKH, TOKPHITHIC MIICHOYHOH 0007104KOi

PO30BOI'0 IIBETA.

Jlosuposka 150 mz: Kpyrible JBOSKOBBIMYK/IbIE TaONETKH, MOKPBITBIC MICHOYHOH obonoukoi

6e10ro 1BETa C PUCKOM Ha OJIHOM CTOPOHE.
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Jlosuposka 300 m2: Kpyribie JBOSKOBBIMYK/IbC Ta0NETKH, MOKPBITEIC MICHOYHOH 060104KO#
Genoro uBera.

®dapmakoTepaneBTHYeCKasi FPyNna: aHTHarperaHTHOe CPeACTBO.

Kox ATX: BO1AC04.

dapmaKoJIorHuecKoe JeicTBre

DapmakoOuHamuKa

KJIomuzorpesn mpecTaBiseT co60i MpoJIeKapeTBO, OIMH M3 aKTUBHBIX METabONIMTOB KOTOPOTo
ABJSeTCs MHrHOMTOPOM arperatu TpomGouwTos. Ui 06pa3oBaHMs aKTMBHOIO MeTaboJIMTa,
KOTOPBIii TOJIAB/IsIET arperaluio TPOMOOLMTOB, KIOMUIOTPEN NODKEH METa0HIM3MpPOBATLCS C
noMolpio  M3odepMenToB cucteMmsl uroxpoma P450 (CYP450). AxruBHBIH mMeTaboUT
KJIOMIMIOTPENa CENeKTHBHO MHIHOMpYeT CBsi3biBaHMe aieHosunaudocpara (ALD) c P2Y 12
pelenTopoM TpoMGOLMTOB M mnocieaytomryto AJld-ornocpe1oBaHHYIO aKTHBALMIO KOMILICKCa
GPIIb/Illa, mpuBoAs K TOJABIEHMIO arperauuu TpomGouutos. braromaps HeobpaTHMOMY
CBS3BIBAHHIO TPOMOOLIMTBI OCTAKOTCS HEBOCTIPHMMYMBBIMH K CTUMYJIALMA AJI® B TeueHHe BCero
OCTaBIIErocsi Cpoka CBOeH ku3HM (npuMmepHo 7-10 nHei), a BOCCTaHOBIEHHE HOPMANbHOM
YHKIMH TPOMOOLIMTOB MPOMCXOAMT CO CKOPOCTBIO, COOTBETCTBYHOLIEH CKOPOCTH OOHOBIICHUS
TPOMOOLIUTOB.

Arperaiys TpOMGOLMTOB, BBI3BaHHAs arOHMCTaMH, OTJIMYHBIMA 0T AJI®, Takoke UHrHOUpyeTcs
3a Cy&T GII0KAIbl YCHIICHHOM aKTHBaL|MK TpPOMOOLIMTOB BhIcBOOOKAaeMbIM AJID.

Tak Kak 0Opa3oBaHHE AKTHBHOTO METAabOJIUTa MPOMCXOAMT MpH TMOMOWM H30(EpPMEHTOB
cucTeMbl LMTOXpoMa P450, HeKOTOpble W3 KOTOPBIX MOTYT OTIHYAaThCA MOIUMOPHU3MOM HITH
MHIMOMpOBAaThCS JPYTHMH TIperapaTaMM, He Y BCeX MalMeHTOB BO3MOXHO aJICKBaTHOC
MHTUOMpOBaHKe arperaluy TpOMOOLIMTOB.

I[Ipu exelHEBHOM TMpHEMe KIIOMMAOrpena B JO3MPOBKE 75 MI € MEPBOro ke JHA mpueéMa
OTMeuaeTcsi 3HauuTenbHOe rmojaBneHHe AJID-MHIyUMpyeMOi arperaumm TpOMOOLMTOB,
KOTOpOE MOCTENEHHO YBEIMYMBAETCS B TedeHHe 3-7 JHeH M 3aTeM BBIXOAMT HA MOCTOSHHBIM
ypoBeHb (MpH JOCTHKEHUH PABHOBECHOTO COCTOSHMSA). B paBHOBECHOM COCTOSIHWM arperauus
TpoMGOLMTOB MoAaBisercs B cpeaneM Ha 40-60%. [locie npekpaleHus npueMa Kionuaorpena
arperauis TPOMOOLMTOB M BpeMsi KPOBOTEYEHHMs MMOCTENEHHO BO3BPAIIAIOTCA K HCXOIHOMY
YPOBHIO, B CpPE/IHEM, B TEUEHHUE 5 THEM. |
B xome xmuHuueckoro uccienoBanusi ACTIVE-A| mokasaHo, 4Yro Yy TMAUMEHTOB €
hubpobpunnaLMeit Npeacepauii, KOTOPbIC MMENH, KaK MUHUMYM, OJIMH (haKTop pHCKa pasBUTHSA
COCYIMCTBIX OCJIOKHEHHH, HO OBLIM HECNOCOOHBI NMPUHUMATH HEMpSAMbIE AHTHKOAryJISAHTHI,
KJIOMHMIOTPEN B COYETAHUM C aleTHIcaTHLunoBoi kucnoroi (ACK) (o cpaBHEHHIO € IPHEMOM
tonbko ogHoM ACK) yMeHbIIan 4acTOTy BMECTE B3ATHIX HMHCYNbTa, WH(papKra MHOKapia,

CHCTeMHOH TpoM605M60MK BHe UeHTpaibHOM HepBHOH cuctembl (LIHC) umm cocymucroin
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cMepTH, B O0JibLIeH CTEMeHH 3a CYET YMEHBILICHHS PUCKA Pa3BUTHSA HHCYIIbTA.

D dekTuBHOCTH NMprema kionuaorpena B coderanuu ¢ ACK BbIABIANIACH PAHO M COXpaHA/IACh
10 5 ner. YMeHblLUEHME DHMCKa KPYMHBIX COCYIMCTBIX OCJIOKHEHHH B TpYMIE MNalMEHTOB,
npuHuMaBLIMX Kionuaorpen B couetannu ¢ ACK, Habmozanack B OCHOBHOM 3a CHET 6onpLIero
YMEHBIICHHUsS YacTOThl WHCYJBTOB. PHCK pa3sBUTHs MHCYIbTa JHOOOH TSKECTH MNpU MpUEMe
kionuaorpena B couetanun ¢ ACK cHmkancs, a Takke Hab/roAanach TeHACHUMS K CHIKEHHIO
YacTOTHl Pa3BMTUs MH(pApKTa MHMOKapJa B IpyIme, MoJyyaBUIeH JIEYEHHE KIIOMUIOrpesoM B
couetanuu ¢ ACK, Ho He Habmoaanoch pasznuuuii B yactore Tpomboambonuii BHe LTHC umm
cocymucToit cMepTu. Kpome atoro, nprem kiionuaorpena B coyerannn ¢ ACK ymeHpiman obuiee
KOJMYECTBO JHEM rOCIUTAIN3ALMH 110 CEPAEYHO-COCYIUCTBIM MPUYHHAM.

Hesckanayuonnas mepanus

Ilepexos Tepanuu MOLIHBIM HHTHOUTOpOM pelenTopoB P2Y(2 Ha sieyeHHe KIIOMHMIOTPEioM B
coueranuu ¢ ACK rmocne 3aBepmenus octpoii dassl octporo uHdapkra muokapaa (OUM)
u3yyanacs B [JBYX pPaHIOMH3MPOBAHHBIX WHMLMMPOBAHHBIX HCCIIEJOBATENEM KIWHUYCCKUX
uccnenopanusx (TOPIC u TROPICAL-ACS).

B paHIOMH3MPOBAaHHOM OTKpBITOM KiMHMYeckoM uccienosanni TOPIC npunnmanu yyactue
naumentsl, nepeHecue OHMM,  KOTOpBIM  BBIMOJNHANOCE — YPECKOKHOE  KOpOHapHOe
pmemaresetso (UKB). IManuents:, nonyyasmue ACK u ouH U3 60see MOIIHBIX HHTHOMTOPOB
petentopos P2Y2, y KOTOpBIX HE Pa3BUIMCH HEONAronpusTHbIC COOBITHSA B TEYCHHE OJHOTO
Mecsla, WM OBUTA TepeBeleHB Ha Tepanuio (ukcupoBaHHOKH komOunauued ACK u
Kaonuaorpena  (mesckanauus —ABOWHOM — aHTUTPOMOOUMTApHOM  Tepanuu (IAT)) wumm
TPOIOJLKMITH PUHMMATh PaHee Ha3HauYeHHBIe penapathl (HensmenHas JJAT).

CoGBITHS, BKIIOYEHHBIE B KOMOMHMPOBAaHHYIO KOHEYHYIO TOYKY (CMEPTh OT OCIIOXKHEHHH
cepieyHo-cocyauctoix 3abonepanui  (CC3), HHCYNBT, OKCTPEHHas pPEBACKyJsipu3alus U
KpoBOTeYeHHss 2 THna wuiM  Oojee  TsDKenble  KPOBOTEYEHHMsA MO IKae BARC
(Mcene10BaTeIbCKOTO aKaieMMYeCKOro KOHCOPLMYMa 10 KPOBOTEYEHHSM)), 4Yepe3 OIMH rof
nocne nepexecenHoro OMIM 6bin 3apeructpupoBasl y 43 u3 322 nauuentos (13,4 %) B
rpynne aesckanaumu JIAT u 85 maumentos u3 323 (26,3 %) B rpynie HeH3MEHHOH JAT (p <
0,01).

CTaTMCTMYECKM 3HAYMMOE pasjdyhe B OCHOBHOM OOYCIIOBJIEHO COKpAIUCHHE KOJIM4ECTBA
CllyyaeB KpOBOTEYEHHs, B TOM YHMCIe KPOBOTEYEHWH, koTopeie no mkane BARC Gonee umm
pasHbl 2 (4% B rpynne aesckanauuu u 14,9% B rpynne, nonyyasueii HensmerHyio JIAT), npu
5TOM He HaONIONANOCh CYIIECTBEHHBIX pa3IMuMii B YacTOTE MIIEMHMYECKHX OCJIOXHEHHH
(p=0,36).

B  paHIOMH3MpOBaHHOE OTKpHITOe KiuHu4eckoe uccienosanne TOPICAL-ASC Ob1H

pkmodeHsl 2610 maupentoB ¢ OMM, NoATBEp)KIACHHBIM aHAIM30M Ha OHOMapKepbl, mocie
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nposenenus YKB. [NauueHTs! Obl1M paHIOMU3MPOBaHbl B IPYNNBI A MOJIy4EHHUs Npacyrpeia
(am 0-14) wm npacyrpena (auu 0-7), a 3atem kionuaorpena (inu 8-14) B koMOHHaLMH ¢ ACK.
Ha 14-ii nenb Gblna npoBeaeHa oueHKa GyHKUMH TPOMOOUMTOB. [1auMeHTBI U3 NEPBOH IPYIIIbI
Tepanum TOJILKO MPacyrpesioM Npo0DKaIN IPUHUMATB Mpacyrpel B Tedenne 11,5 mecaua.

Y NauMeHTOB M3 IPYINBI 3aMEHBl TEPanuyu Obll BHINOJHEH aHAlIN3 Ha BBICOKYIO PEAKTUBHOCTD
tpomboumtos (BPT). [Maunentsl ¢ BPT > 46 enunuu Obuii CHOBA MEPEBE/ICHBI HA TEPAIHIO
npacyrpesiom, Kotopywo noaydand B tedenue 11,5 mecsaua. INaumentst ¢ BPT < 46 enuHUL
MPOJIOIKMIIA JIeYEHHe KIOMHMAOrpeoM B 1o3e 75 mr/cyTku B Teyenue 11,5 mecsua. Takum
06pa3oM, B Ipymie YIpas/iseMOR 3aMeHbl Tepaliy MaLMEeHTH Noydanu uiu npacyrpen (40 %)
umn knonugorpen (60 %). Bee maumentsl nomydann ACK, mocnenyrowmee HabioneHue
MPOJIOJDKAIOCH B TEYEHHE OJIHOTO rojia.

TepBuuHas KOHEYHas TOYKa BKIIOYANa KOMOMHALMIO CEPICYHO-COCYUCTONH CMEPTH, nHbapKTa
MHOKAp/la, WHCYJIbTa ¥ KPOBOTEUEHHMs THNa 2 uiau Gosiee TsDKelble KPOBOTEUEHHMs MO IIKaje
BARC. HccnenoBanue NpPOJEMOHCTPUPOBANO OTCYTCTBME DasIMYMid MEXAYy TIpynnamu o
NepBUYHOM KOHEYHOW TOYKe MO KpUTepuio non inferiority. Ympasisemas 3aMeHa Tepanvy HE
npyBeNa K TOBBIEHMIO PHCKA Pa3BUTHA WIIEMHYECKMX OClIOXHeHu#d (2,5 % B rpymme
Je3CKanauMu U 3,2 % B KOHTPOJIBHOI TpYIINE), a TAaKKe YacTOThl KPOBOTEYEHMH THMA 2 WM
6onee no mkane BARC.

DapmakoKuHemuKa

Bcacvisanue

IIpu OJHOKPAaTHOM M TOBTOPHOM MpHEME BHYTPb B J03UPOBKE 75 MI' B CYTKH KIIOMHIOTpEN
OBICTPO BCACBIBAETCS.

CpenHee 3HaueHHEe MaKCHMaIbHON KOHIEHTPALMH (Cyax) HEU3MEHHOTO KJIOMHMOTpEa B I1asme
KpoBHM (IPUGIM3UTENBHO 2,2-2,5 HI/MII IOC/IE IPHEMa BHYTPh Pa3oBOi 10351 75 Mr) 0CTHIaeTCs
npubIM3KTENBHO Yepe3 45 MUH 1ocsie npuema npenapara. [1o J1aHHBIM dKCKpeLHH MeTaboJIUTOB
KJIOMHMIOrPeia Yepe3 NMoyYKH ero abcopOuust cocTaBnseT npubausutensHo 50 %.

Pacnpeoenenue

In vitro KIOTMMIOTPEN W €ro OCHOBHOW LMPKYJTHPYIOIMHA B KPOBH HEAKTHBHBIH MeTabOoIUT
06paTHMO CBA3BIBAIOTCS C Gesikamu I1a3Mbl KpoBH (Ha 98 % 1 94 % cOOTBETCTBEHHO), M IaHHas
CBSI3b SABJAETCSA HEHACKIIAEMOM 10 KoHUeHTpatwmu 100 Mr/mi. ‘
Memabonusm

Knonuaorpen MHTEHCHBHO MeTabOJM3UpYyeTCs B MEYeHH. [n vitro W in Vivo KIOMHAOTPel
MeTaboIM3MUPYeTCs ABYMsI ITyTSMH: TIEPBBIil OCYLIECTBIAETCS C OMOLIBIO 9CTEpa3 ¥ NPUBOJIUT K
PHAPONM3Y KJIOMMAOrpena ¢ oOpa3oBaHMEM HEAaKTHBHOTO TMPOM3BOJHONO KapOOKCHIIBHOM
KUCIOTHI (85 % OT UMPKYJIHPYIOMMX METabO0IUTOB); BTOPOM MyTh OCYLIECTBIIACTCS C MOMOLILBIO

n3opepMeHToB 1uTOXpoma P450.
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IlepBoHauanbHO KJIOMUZOrpeN MeTaboiu3upyeTcs [0 2-OKCO-KJIOMMJOrpena, ABJIAIOLICTo
MpOMesXyTouHBIM MeTabomnuToM. Tlocnenyromuii Merabonm3m 2-0KCO-KIOMHMAOrpeNia NpUBOIUT
K 00pa3oBaHMIO aKTHBHOro MerabonuTa KJIOMMAOrpena — THOJBHOrO IMPOM3BOAHOTO
Kionuaorpena. In vitro 5ToT akTUBHBIN MeTaGoIUT 06pasyeTcs, raBHbIM 00pa3oM, ¢ MOMOLIBIO
modepmenta CYP2C19, Ho B ero 0o0pa3soBaHMM TaKKe y4aCTBYIOT HEKOTOPBIH Jpyrue
usodepmentsl, Brmouas CYP1A2, CYP2B6 u CYP3A4. AKTHMBHBIA THOJIbHBIH meTaboauT
KJIOMMAOrPeNa, BhIIEIEHHBIH B in Vifro uccieJoBaHUAX, OBICTPO M HEOOPAaTUMO CBSI3BIBACTCA C
peLenTopaMu TpOMGOLUTOB, GIOKHPYs TaKMM 06pa3oM arperalyro TpOMOOLMTOB.

Cmax a@KTMBHOTO MeTabOJIMTa KJIOMMIOrpeNa Mocjie OJHOKPATHOrO MpHeMa ero Harpy3o4HoH
10361 300 Mr B 2 pa3a MpeBBILIAET TAKOBYIO MOCTE 4-X JIHEH Mpuema Moep)KUBAIOLIEH 036l
konuporpena 75 Mr. Cmax JOCTHraeTcst npubam3uTensHo B TeueHuu 30-60 MUH.

Buviseoenue

B teuyenue 120 4 mocie npuema BHYTPh Y€JOBEKOM 14C-meuenoro konuaorpena okono 50 %
PaJIMOAKTUBHOCTH BBIBOAMTCS 4epe3 MOYKM W TMpUOIM3MTENBHO 46 % paHOaKTHBHOCTH
BBIBOAMTCA uepe3 KMIeyHWK. [locie OJHOKPAaTHOrO TNpHeMa JO03MPOBKH 75 MI MEpHON
nonyseiBenenus (T1z2) Kionumorpena cocrapiser npubausutensHo 6 4. Ilocne oaHOKpaTHOrO
npyeMa ¥ NpuUeMa MOBTOPHBIX 103 Kionuaorpena Tiz ero oCHOBHOrO LMPKYJIMPYHOIIEro B
KPOBH HEaKTHBHOTO MeTab0/IMTa COCTaBIIAET 8 Y.

dapmakozenemuka

C mnomompso modepmenta CYP2C19 oOpasyroTcss Kak akTHBHBIA MeTabonuT, Tak H
MPOMEXYTOYHBIH MeTaboNuT — 2-0Kco-Kionuaorpes. ®apMakOKMHETHKA M aHTHArperaHTHOe
JefiCTBHE aKTHBHOTO MeTaboJuTa KJIOMUAOTpea, MPU MCCIIEIOBAaHUH arperaly TpPOMOOLMTOB
ex Vvivo, BapbMpYIOT B 3aBUCHMOCTH OT reHotuna uzodepmenra CYP2CI19. Amnens rexa
CYP2C19*1 cOOTBETCTBYET MOJHOCTBIO (PyHKIMOHATIBHOMY MeTab0/M3My, TOrAa Kak ajuiesy
reso CYP2C19*2 u CYP2C19*3 spnsercst HedyHKuMOHabHBIMH. Asienu reHoB CYP2C19*2
1 CYP2C19*3 sBnsiioTcs NpUUMHON CHIDKEHHs MeTabonu3Ma y GOoJbIIMHCTBA NpeICTaBUTeNeH
eBponeonaHoi (85 %) u MoHronouaHo# pacel (99 %). Jlpyrue ajienu, ¢ KOTOPHIMH CBA3aHO
OTCYTCTBHE WJM CHIDKEHHE MeTabo/M3Ma, BCTPEYalOTCs pexe U BKIKOYAIOT, HO HE
orpanuumBarotcs, awiensmu resoe CYP2C19*4, *5, *6, *7 wu *8. Ilaumentsr ¢ HU3KOH
aktuBHOCTEIO M30pepmerta CYP2C19 nomkHel 06naaath AByMs YKa3aHHBIMHU BbILIE aJlIC/IAMH
reHa ¢ notepeit GpyHkuuu. OnmyGIMKOBaHHbBIE YACTOTHI BCTPEYAEMOCTH (PEHOTHUIIOB MALIUEHTOB C
HU3KOM akTHBHOCTHIO M3opepmenta CYP2C19 y nmanmeHToB eBpONEOUIHOM packl COCTABISAIOT
2%, y NalMeHTOB HErpoMaHOi pacel- 4% M y MOHronouaHo# pacel - 14%. CymecTytoT
crielMasbHBle TecThl /I ONpeleNeHHss MMEIOLIerocs y TNalMeHTa FeHOTHNa HM30(pepMeHTa
CYP2C19.

[To JaHHBEIM MepeKpecTHOro MccienoBanus (40 10OPOBONBIEB) C yyacTHEM A0OPOBOJIBLEB C
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OueHb BBICOKOM, BBICOKOH, MPOMEKYTOUHOM M HU3KOH akTHBHOCTHIO M30pepmenta CYP2C19,
KaKMX-THOO CYIIECTBEHHBIX Pa3iMyMii B OKCIIO3ULMH AKTUBHOTO MeTaboNMTa M B CPEAHHX
3HAaueHHsX WHrubuposanus arperauuu tpomboumtoB (MAT), umayuuposannoit AHQD, y
J0GpOBONIBLEB C OYEHb BHICOKOM, BHICOKOH M MPOMENKYTOYHOH aKTMBHOCTBIO M30(epMeHTa
CYP2C19 BoisiBieHo He Obuto. Y 106pOBOJIBLEB € HHM3KOM AKTHBHOCTBIO M30(epMeHTa
CYP2C19 5Kkcro3uuus aKTHBHOro Merabosiura cHibkanack Ha 63-71 % 1o cpaBHEHHIO ¢
106pOBOIBLIAMH ¢ BBICOKON akTHBHOCTHIO M30depmenta CYP2C19. Ilpn MCronb30BaHHH CXEMBI
nedennss 300 Mr HarpysouHas n03a/75 Mr noazepxkusatomas josa (300 mr/75 wr) y
06pPOBOIBLIEB € HU3KOH akTHBHOCTBIO H3odepmenTa CYP2C19 anTuTpoMOoLKMTapHOE IEHCTBHE
CHIKANOCh cO cpeiHuMH 3Hauenusamu AT, cocrapmsiommmu 24 % (depe3 24 4) u 37 % (Ha 5
JieHb ucceoBanus) no cpaBHenuio ¢ UAT, cocrasstoummu 39 % (uepes 24 1) u 58 % (na S
JeHb HcClieOBaHus), Y 106POBOJIBLER C BBICOKOH akTHBHOCTBIO M30odepmenta CYP2CI9 u 37
% (depe3 24 u) u 60 % (Ha 5 AeHb HCCIEOBaHMsA) Y N0OPOBOJBLEB C MPOMEXKYTOYHOH
akTuBHOCTHIO H3odepmenta CYP2C19.

Korzna 106poBosiblibl ¢ HU3KOi akTuBHOCTBIO M3odepmenta CYP2C19 nomydanu npenapat o
cxeme neyenns 600 Mr HarpysouHas 103a/150 mr nopaepxusaiomas no3a (600 mr/150 wmr),
SKCTIO3UIMS aKTUBHOMO MeTaboiuTta Obula BBIIE, YEM NP MpPUEME MO CXeMe JIeHEHHs
300 mr/75 mr. Kpome storo, UAT cocrasisino 32 % (uepes 24 u) u 61 % (na 5 neHb
WicceoBaHusA), uYTO ObLIO GOJbLIE TAKOBOTO Yy J0OpPOBOJIBLEB C HU3KOW aKTHBHOCTBIO
msopepmenta CYP2C19, nonyuaBmux nevenne no cxeme 300 mr/75 mr, u Gbuio moao6HO
TaKOBOMY B IpYMNIaxX MalMEHTOB ¢ 6osee BHICOKOH MHTeHCHBHOCTBIO CYP2C19-Merabonusma,
nonyyaBmmx Jedenne mo cxeme 300 mr/75 wmr. OaHako B HCCICNOBAHMAX C  y4ETOM
KJIMHMYECKUX MCXOJ0B PEXHM J03UPOBaHHs KJIOMHIOrpeNna Ui NMalMeHTOB 3TOW TPYIIbI
(nauueHToB ¢ HHM3KoW akTMBHOCTBIO H3odepmenta CYP2C19) moka He yCTaHOBICH.
AHaJIOTHYHO pe3yJibTaTaM [aHHOrO HCCIEIOBAHUS METa-aHajiu3 INECTH HCCIIeOBaHUH, B
KOTOpPBIN BOLLTMA AaHHbIE 335 106pOBOJBLEB, MOJYYaBIIMX KIOMHIOrPEN W HaXOAMBLIMXCS B
COCTOSIHUM JIOCTH)KEHHMs PaBHOBECHOW KOHLEHTpALMH, TII0Ka3al, YTO M0 CPaBHEHHIO C
106poBONBLIAMH ¢ BBICOKOH akTuBHOCTBIO n3odepmenta CYP2CI19, y nobposonbues c¢
MPOMEXYTOUHOM akTHBHOCTBIO M30(epmenta CYP2C19 skcnosuuus akTHBHOTO MeTabo/uTa
cHIKanach Ha 28 %, a y 106poBoIbLIEB ¢ HU3KOM akTHBHOCTBIO M30depmenta CYP2C19 - Ha 72
%, B To BpeMs kKak MAT Gbuto cHibkeHo ¢ pasnuuuamu B MAT wa 5.9 % u 21,4 %,
COOTBETCTBEHHO.

He nposoaunock ouenku Biausius reHotuna CYP2C19 na kiMHMYECKHe HCXOBI Y NALMEHTOB,
MOJy4YaBIIMX KJIOMUAOTPENd. B TPOCTIEKTUBHBIX PaHIOMHM3MPOBAHHBIX KOHTPOJIUPYEMBIX
uccnenoBanusx. OJHAaKO Ha HACTOSIIMM MOMEHT MMEETCSl HECKOJBKO PETPOCIIEKTHBHBIX

aHAaJIM30B. Pe3yJH>TaTLI FCHOTUIIMPOBAHUA IIOJIy4€HBI B XOA€ CICAYHOLIHUX KIIMHHYECKUX
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uccnenopanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TaK)Xe B HECKOJIbKMX OMyOIMKOBaHHBIX KOTOPTHBIX HCCIICIOBAaHUAX.

B uccnenosanuu TRITON-TIMI 38 u 3-x xoropraeix uccienosanusx (Collet, Sibbing, Giusti)
MalMeHThl KOMOMHHMPOBAHHOW TIPYIMBI € TPOMEXYTOYHOM HIM HHM3KOM aKTHBHOCTBIO
usodepmenta CYP2C19 umenu Gosiee BBICOKYIO YACTOTY CEPAEYHO-COCYAMCTEIX OCIOKHEHHH
(cMepTh, MHGAPKT MHOKAapAa U MHCYIBT) WIM TPoMOO3a CTCHTA 110 CPaBHEHHIO C TAKOBBIMH Y
MaLMEHTOB C BEICOKOM akTuBHOCTBIO M30pepmenta CYP2CI9.

B uccnenosanui CHARISMA U 0JHOM KOropTHOM HccieaoBaHMM (Simon), yBelHYeHHE
YaCTOTBI CEPIEYHO-COCYAMCTHIX OCIOXHEHHI HaOII0NaNoch TOJNBKO y MAaUWeHTOB C HU3KOH
akTiBHOCTBIO M3odepmenta CYP2C19 (npy MX CpaBHEHMHM C MalMEHTaMH C BBICOKOH
akTHBHOCTHIO M3odepmerta CYP2C19).

B wuccnenosanun CURE, CLARITY, ACTIVE-A W OfHOM W3 KOTOPTHBIX MCCJIEJOBaHUH
(Trenk), He HabmOAANOCH YBENWYEHHs YaCTOTHl CEPAEYHO-COCYMMCTHIX OCIOKHEHHH B
3aBrcMMOCTH OT uHTeHcHBHOCTH CYP2C19-MeTabonusma.

Ocobule 2pynnvl nayueHmos

dapMaKOKMHETHKA aKTMBHOTO MeTabosuTa KJIOMMIOrpena B OCOOBIX IpyMIax MalMEeHTOB HE
M3y4anace.

Ilayuenmuvr cmapwe 75 nem

Y 106poBosblEB cTapuie 75 €T MpM CPaBHEHHH C MOJIOJABIMH 100pOBOJNBLAMH He OBLIO
TMOJIyYEHO pa3IMuMii 10 MOKa3aTesM arperaluu TPOMOOLMTOB M BPEMEHH KPOBOTCYEHHH.
Koppekuus 103bl He TpeOyeTcs.

Hemckuti 6o3pacm mnaowe 18 nem

KiuH1yecKue JaHHBIE OTCYTCTBYIOT.

Iayuenmol ¢ Hapyuienuem GYHKYUuU novex

[Toce MOBTOPHBIX MPUEMOB KJIOMUAOrPEia B IO3UPOBKE 75 MI/CYTKH y MALUEHTOB C TSKEIBIMH
HapyleHusaMH QyHKuuM nodek (knmpenc kpearunuHa (KK) ot 5 ma/mun go 15 mi/muH)
uHru6uposanure AJIO-MHAYUMPOBAHHOW arperalun TpomOoLMTOB ObLIO HIKe (Ha 25 %) Mo
CPaBHEHHMIO C TAKOBBIM Yy 3710pOBbIX 1006POBOJIBLEB, OHAKO YUTMHEHHE BPEMEHH KPOBOTEUCHHUA
61710 M0J0OHBIM TAKOBOMY Y 3I0POBBIX 100POBOJIBLIEB, MOTY4YaBLIMX KJIOMHIOTPeN B JO3UPOBKE
75 Mr B CYyTKH.

Iayuenmyi ¢ napywenuem yHKyuu nevexnu
He GbII0 3HAUMMBIX OTJIMUMM B cTerneHH MHrubupopaHus AJID-WHAYLMPOBAHHOW arperauuu
TPOMGOIIMTOB MOCJIE €KeHEBHOTO TIPHeMa KJIOTHAOrPesia B CyTOUHOH 03¢ 75 mr B TeueHne 10
JIHEH Yy TALMEHTOB C TSDKEIBIMU HapyLIeHUMH QYHKLMH NEYEHH 110 CPAaBHEHUIO CO 3/10POBBIMH
no6pososbuamu. CpejiHee BpeMsi KpOBOTEUYEHHs TAKXKE CONOCTaBUMO B 0O€HMX Ipyrmax.

Pacoeas npunaonexcrnocms
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PacnipoctpanenHocts  amneneif  resoB  usodpepmenta CYP2CI19,  ofycnaBimBaromux
MPOMEXYTOYHYIO M HM3KYKO aKTHBHOCTh 3TOTO M30()epMEHTa, OT/IHYAETCs y NpeACTaBUTEICH
pa3iMYHBIX pAcoBBIX TIpynm. MMeroTcs OrpaHMueHHbIE JMTEpaTypHble JAaHHble 00 KX
PacrpOCTPaHEHHOCTH Y MpeJICTaBUTENEH MOHIOJOMAHON packl, YTO HE MO3BOJACT OUCHUTH Y
HUX 3HayeHue reHorunupoBanus usodpepmenta CYP2CI9 s pasBuTvs HIIEMHYECKHX

OCJI0)KHEHMH.

IToka3zaHusi K IPHMEHEHHI0

Bmopuunas npogunakmuka amepompomMOOmMuyeckux —OCNONCHeHun (8  KomOunayuu ¢

ayemuncanuyuno6oti KUCI0mot) y nayueHmos ¢ 0CMpbiM KOPOHAPHHIM CUHOPOMOM.

e YV B3pOCIBIX MALKEHTOB MOC/E HEIABHO MEPEHECEHHOro HH(papKTa MHOKapaa (C 1aBHOCTBIO
OT HECKONBKHX AHEi 10 35 aHei), HEJABHO MEPEHECEHHOTO MIIEMMYECKOro MHCYJbTa (C
JaBHOCTBIO OT 7 JHEH 10 6 MecALEB) WK NPH AMArHOCTUPOBAHHON OKKIIIO3MOHHOM G0e3HH
nepudepuyecKuX apTepuil NpHeM KIOMMIOTPesa CHIKAN YacToTy KOMOMHMPOBAHHOM
KOHEYHOM TOYKM, BKJIFOYABILIEN MOBTOPHBIA HIIEMHYECKUH MHCYJBT (C JIETaTbHBIM HCXO/I0M
w63 Hero), MOBTOPHBEIA MH(APKT MUOKapza (C JeTalbHBIM MCXOA0OM MM 06e3 Hero) u
MHYIO CEpAEYHO-COCYANUCTYIO CMEPTh.

e YV B3pOCIIBIX MALMEHTOB C OCTPHIM KOPOHAPHBIM CHHIPOMOM:

— OoCTphlii  KOpOHapHBI  cuHapom Ge3 moasema cermeHta ST (HecrabuibHas
creHoKapaus/uHbapkT Muokapaa 6e3 3ybua Q), BKiOuYas NALMEHTOB, KOTOPBIC AOJKHBI
MoJyyaTh MEIMKAaMEHTO3HOE JIEYEHHE M TMALMEHTOB, KOTOPBIM IOKa3aHO YpPECKOKHOE
KOPOHapHOE BMELIATENBCTBO (CO CTEHTHPOBAHWEM MM 0O€3  CTEHTHPOBAHWS) MM
aoprokopoHapHoe mmyHTHpoBaHue (AKIL). Ilpuem knomuporpena CHWKal —4YacToTy
KOMOHHMPOBAHHOM KOHEYHOMN TOYKH, BKIFOYABLICH CEPACYHO-COCYUCTYIO CMEPTh, MH(ApKT
MHOKap/1a WK UHCYIIBT, @ TAKXKe 4aCTOTY KOMOMHMPOBAaHHON KOHEYHOHM TOYKH, BKIIFOYABLICH
CEPIIEYHO-COCYAUCTYIO CMEPTh, MH(APKT MHOKAp/a, MHCYJIBT, pepaKTEPHYIO HIIEMHIO;

— ocTpeiii uHbapkT Muokapaa c¢ noabemoMm cermenta ST. [lpuem knomuporpena cHikan
CMEPTHOCTh OT JIIOOBIX MPHYMH, a TAaKXKe YacTOTy KOMOMHHMPOBAaHHOW KOHEYHOM TOUKH,
BKJIOYABILIEH CMEPTh, MOBTOPHBIH MHPAPKT MHOKAp/Ja UIIH UHCYJIBT. |

e [Ipogunakmuxa amepompombomuieckux u mpomooIMOOIUYECKUX OCLONCHEHUT Y B3POCIIbIX
n:m;ueumoe ¢ pubpunnayueti npedcepouii (MepyamenbHoO apummuen)

[TokazaHo, 4TO y mnauMeHTOB ¢ GuOpUNNALMEd mnpeacepAui C MOBBILIEHHBIM PUCKOM

COCYIIMCTBIX ~ OCJIOKHEHWH  Teparus  HENpsMBIMH  aHTUKOAryJsiHTaMu,  SIBJISFOLMMHCS

a"taronucramu ButamMuHa K (ABK), cBsizaHa ¢ Gosbineii KITMHUYECKO MOJIb30M 10 CPaBHEHHIO

¢ npuMeHeHneM TobK0 ACK v kom6unaumu kionuaorpena ¢ ACK B OTHOIIEHWH CHHKEHHS
pHCKa pa3BUTHS MHCYJIbTA.

[Taunentam ¢ GubpuUIsSLMeld mnpeacepAni (MepLATENbHOM apUTMHUEH), HMMEIOLIMM, Kak
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MHHHUMYM, OAMH (aKTOp pHCKa Pa3BUTHS COCYAMCTBIX OCJIOKHEHWH, KOTOpbIE HE MOTYT
npunuMate ABK (HanpuMep, Npu MMelOLIEMCs OCOOOM pHUCKE pa3BHTHS KPOBOTEUECHHS,
HEeCroCOOGHOCTH MALMEeHTa, 110 MHEHHMIO JIeyallero Bpaya, ajeKBaTHO KoHTpoiauposatb MHO
(MeXIyHapOJHOE HOPMATM30BAHHOE COOTHOINEHWE) WIM B Cily4ae HENpPUATHA MalMCHTOM
neuenuss ABK), ans npenoTBpalieHusi arepoTPOMOOTHYECKMX M TPOMOOIMOOIMYECKHX
OCJI0XKHEHHIA, BKIIOYas MHCYJIBT, MIOKa3aH npueM kionuaorpena B komounauuu ¢ ACK.

[Toka3ano, uyto kiomuaorpen B KombuHaumu ¢ ACK cHMKanm 4acTtoTy KOMOWHMPOBaHHOM
KOHEYHOM TOYKH, BKJIFOYABLIEH MHCYJIBT, MHPAPKT MUOKAp/Ia, CHCTEMHYIO TPOMO0IMO0IIHIO BHE
[IHC wuau cepaeyHO-COCYAMUCTYIO CMEpTh, NPEMMYIIECTBEHHO 3a CYET CHMXKCHHA YacTOThI

pa3BUTHsS MHCYIIbTA (CM. pasjen «DapMaKoJMHAMHKa).

IIporuBonokasanus

— TloBbIIEHHAs 4YYBCTBMTENBHOCTh K KIOMUIOTPENY WM JHOOOMY M3 BCIOMOraTelbHBIX
BEILECTB Mpernapara.

— Tsokenas neyeHOYHasi HEOCTaTOYHOCTb.

— OcTpoe KpOBOTEYEHHE, HANPUMEpP, KPOBOTEYEHME M3  MENTHYECKOH  SA3BBl  MIIM
BHYTPHUYEPENHOE KPOBOU3IIUAHHE.

— Peskas HaclleICTBEHHas HENEPEHOCHMMOCTh TalaKTo3bl, AEQUIMT JIaKTasbl M [JIHOKO30-
rajiakto3Hasi Manbabcopouus.

— BepeMeHHOCTb U MepUoJ TPYHOTO BCKapMIIMBaHHs (CM. «bepeMeHHOCTh U MEPHOJL FPYIHOTO
BCKapMJIUBAHUS).

— Jlerckuit Bospact o 18 ner (GezomacHocTh M 3(Q(MEKTHBHOCTH TPUMEHEHHS HE

YCTaHOBIICHBI).

C 0CTOPOKHOCTBIO

— Ilpu  yMepeHHOM  MEYEHOYHOW  HEJOCTATOYHOCTH,  MPH  KOTOPOH  BO3MOXKHA
MPEIPACTIONOKEHHOCTb K KPOBOTEUECHHIO (OrpaHHYEHHBIH KITMHUYECKHH OBIT IPUMEHEHH).

— Tlpu noyeuHo# HeJOCTATOYHOCTH (OrPaHMYEHHBIH KITMHHYECKUH OBIT IPUMEHEHHMS).

— Tlpu 3aGosieBaHMsAX, TpPH KOTOPBIX HMEETCS MPEAPACTONOKEHHOCTh K  Pa3sBUTHIO
KpOBOTeUEHHIA (B 0COBGEHHOCTH HKeITyJ0UHO-KMIIEYHBIX MIIH BHYTPUIIIA3HBIX) U Y MALUEHTOB,
OJIHOBPEMEHHO ~TMPUHUMAIOIIMX JIEKAPCTBEHHBIE CPEICTBA, KOTOpBIE MOTYT BhI3BAaTh
TMOBPEXK/IEHUsS  CIIM3UCTOM  OOOJIOYKH  KETyJOYHO-KMIIEYHOTo  Tpakra (TakuX, Kak
auerwicanuuunonas kuciora [ACK] u HecTepouaHBIE MPOTUBOBOCIAIUTENIBHBIE MPErnapaThl
[HIIBII], B TOM umcIie, CeJeKTUBHBIE HHIMOMTOPBI LMKIOOKCcUrcHassl-2 LIOI-2]).

— V NaluMeHToB, Y KOTOPHIX HMMEETCS TOBBILIEHHBIA PUCK Pa3sBUTHS KPOBOTEYCHMA: M3-3a
TPaBMBbI, XMPYPrHY€ECKOr0 BMELIATEILCTBA MM JIPYTHX MAaTONOTHYECKHX COCTOSHUM, a TaKike

y mnauuentos, nomydaromux nedenne ACK, remapuHom, BapdapvHOM, HHIHOMTOpPaMH
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riukonporerHa 1Ib/Illa, HIIBII, B Tom umcie, CeneKTUBHBIMU uHruduropamu LIOI'-2, a
TaK)Ke JPYTMMH JIEKAPCTBEHHBIMM CPEACTBAMM, NPUMEHEHHE KOTOPBIX acCOLMHMpYeTCs C
PMCKOM Pa3BUTHS KPOBOTEYCHMI, celeKTHBHEIMU MHruouTopamu LIOI'-2, a Taioke Apyrumu
JIEKAPCTBEHHBIMU CPEACTBAMM, NPUMEHEHHE KOTOPBIX aCCOLUMHPYETCS C PUCKOM pa3BMTHA
KPOBOTEUYEHMH, CeNeKTMBHBIMM MHrHOWTOpamMu oOpaTHoro 3axsara cepotonuna (CHO3C)
(cM. pasgens «BsauMoseiicTBME C APYTMMH JIEKapCTBEHHBIMM cpeiacTBamm», «Ocobble
yKa3aHUs»).

— Ilpy OJHOBPEMEHHOM TNPHUMEHEHHH C JIEKAPCTBEHHBIMH CPEICTBAMH, SBIIAIOIMMHUCA
cybctparamu  usodepmenta CYP2C8  (pemarnmnmi, —makiurakcen) —(CM.  pasjen
«B3auMoeCTBHE C APYTMMH JICKAPCTBEHHBIMU CPEICTBAMHY).

— V  naudeHToB ¢ Hu3KoW  aktuBHOCThIO  m3odepmenta CYP2C19  (cm. paspen
«®DapmakokuHeTHkay moapasaen «PapmakoreHetHka», pasziensl «Criocod NpUMEHEHHs H
103b1», «OcoOble yKazaHUs»).

— Ilpu ykasaHusX aHamHe3a Ha aJUIEPrUYeCKME M IeMAaToJIOTHYECKHE PeaKUWH Ha Jpyrue
TMEHONMPUIMHBI (TaKkke KaK THUKJIOMUIAMH, npacyrpen) (BO3MOXHOCTh TMEPEKPECTHBIX
aIeprudeckux U reMaTtoorHyeckuX peakimi, cM. pasaen «Ocobble yKasaHus»).

— Tlpu HeNaBHO MEPEHECEHHOM MPEXOJleM HapyIIEHHH MO3TOBOIO KPOBOOOpALICHHMs I

umemudeckom uucysste (npu coyerannn ¢ ACK, cM. paszen «Ocobrie yKasaHus»).

BepeMeHHOCTb H NEPHOJ FPYIHOr0 BCKapMJIHBAHHS

bepemennocmo

HccrenoBaHUs Ha JKMBOTHBIX HE BBISBHIM HHM TPSMBIX, HM HENPAMBIX HEOJaronpusATHHIX
>pdekToB Ha TeuyeHHe OEPEeMEHHOCTH, SMOpPHOHANBHOE pPasBUTHE, POJbI W TOCTHATaJIbHOE
passuTHe. Tak Kak He BCerja 1o pe3yabTaTaM UCClIeJOBaHUM Ha XXUBOTHBIX MOXKHO NPE/ICKA3aTh
peakuMio y 4eloBeKa, M BCIEACTBME OTCYTCTBHS JaHHBIX KOHTPOJIMPYEMBIX KJIMHMYECKHX
MCCIIEIOBAaHMI 110 TMpUEMY KJIomuaorpesna OepeMEHHBIMM JKEHIIMHAMH, B KayeCTBE MepBbl
MpPe0CTOPOKHOCTH HE PEeKOMEHJYeTCs NpHeM KIOMMIOrpena Bo BpeMs OepeMEHHOCTH, 3a
MCKJIIOYEHHEM TeX ClydyaeB, KOrja, M0 MHEHHMIO Bpaya, €ro MNpUMEHCHHE HACTOSTE/IbHO
HEeoOX0IUMO.

Ilepuoo 2pyoHo2o 6ckapmiueanus

B uccneioBaHusIX Ha KpbIcax MOKa3aHo, yTo| KJIOMHUIOTPEIT WK ero MeTaboIUThI BBIAEISIOTCS
C TPYAHBIM MOJIOKOM.

HeunzBecTHO, BBIJENSETCS JIM KJIOMMIOTPEa ¢ rPyAHbIM MOJIOKOM 4ejoBeKa. Tak Kak MHOrue
JIEKapCTBEHHBIE CPEICTBA BBIACIAIOTCS C TPYAHBIM MOJIOKOM M CYIIECTBYET PHCK pPa3sBHUTHA
NOTEHIMANBHBIX HeOnaronpuaTHeiX 3(¢dexToB y pebeHKa, HaXOIAIErocs Ha TIpyIHOM
BCKapMJIMBAHHUH, CIIEAYET MPUHATH PELIEHHE O MPEKPALIEHUH IPYJHOTO BCKApMIIMBAHUs MM 00

OTMECHE Iperapara ¢ y4€TOM HCO6XOIII/IMOCTI/I €ro NpUMEHEHHUA AJI1 MaTCpH.
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Cnoco® npuMeHeHHs! H 103bl

BHyTpb, HE3aBUCUMO OT MpHEMa MULIH.

Jlo3upoBka 300 Mr KJIonuaorpesna npeiHasHauyeHa A MPUMCHCHHA B Ka4CCTBE Harpy304HOM
110351 NALMEHTAM C OCTPBIM KOPOHAPHBIM CHHAPOMOM (cM. «IToKa3aHus K IPUMEHEHHUION).
Hedaeno nepenecennvlii UHGApkm MUOKAPOA,  HEOABHO nepeHeceHHblll  UHCYIbM U
OUAZHOCMUPOBAHHAS OKKNIOUOHHAS 601e3Hb NepugepuecKux apmepuil.

PexomeHnayemas 103a 75 MI' O/IMH pa3 B CYTKH.

Ocmpetii KopoHapHwlii cuHopom 0e3 noovema ce2menma ST (necmabunvHas cmeHOKapous,
unghapkm muoxapoa 6es 3ybya Q).

Jleuenue KIOMHMAOTPENIOM ClEAyeT HAYMHATH C OJHOKPATHOTO NMPHeMa Harpy304HOH /03Bl 300
M, a 3aTeM TpOJOJDKATh ero MpHeM B J03WPOBKE 75 MI OIMH pa3 B CYTKH. OJIHOBPEMEHHO €
Kkionuzorpenom Heobxoaumo npuaumars ACK B 103upoBke oT 75 110 325 mr 1 pa3 B cytku. B
kmuHuyeckom wuccnenoBanud CURE  GONBIIMHCTBO MAlMEHTOB C OCTPBIM  KOPOHAPHBIM
CHHIPOMOM JIOTIOJIHUTENBHO MOJy4alIi JISYCHHE IeNapuHOM.

Ocmpwiii ungapkm muokapoa ¢ nodvemom ceemenma ST.

PekoMeHIOBaHHas CyTOYHas J103a KIOMMIOTpena COCTaBiseT 75 MI  OJHOKPATHO, W
npuaumaetcst BMecte ¢ ACK ¢ npuveHenuem uin 6e3 NpUMEHEHHs tpombonuTHKoB. [Iprem
KJIOTMAOTpeia MOXKHO HauMHaTh Kak C Harpy304HOM J103bl, Tak M Oe3 Hee (B Mccnea0BaHUH
CLARITY npunuManach Harpy3ouHas jgo3a 300 mr). ¥ mauueHTOB CTapiue 75 ner nedeHue
KJIOMMAOTPENOM JIOJDKHO HaYMHATECS 63 MpHeMa ero Harpy304HoM J103bl.

Dubpunnayus npedcepouti

Kromuaorpesn ciiefyeT NPMHUMATh B CYTOYHO#H B 103€ 75 MT.

B kombuHauuu ¢ KiomumorpenoM Heobxomumo nputuMate ACK B posuposke 75-100 mr
exeqHEBHO (cM. pasjen «DapMakoIMHAMUKAY).

Dapmakozenemuxa _(nayueHmvl_c_2eHemuyecku 00VCI08NeHHOU CHUNCEHHOU AKMUBHOCNIbIO

uzochepmenma CYP2C19).

Huzkast aktuBHocTh u3odepmenta CYP2CI9 cBs3aHa ¢ yMEHBIICHWEM aHTHArperaHTHOro
feiicTBus Kionuaorpena. Pexum npumeneHns Gonee BbICOKMX 103 (600 Mr - Harpy3o4Has 1032,
3ateM 150 MI OJIMH pa3 B CYTKH €XKEIHEBHO) Y MALIMEHTOB C HU3KOM aKTHBHOCTBIO m3odepMeHTa
CYP2C19  yBenuuMBaeT aHTHMArperaHTHOE  JCHCTBUE  KJIOMMIOrpelna (cm  paspen
«DapMaKOKMHETHKa» nojpasjel «PapMaKoreHeTHKay). ¥ NaUMEHTOB ¢ HH3KOH aKTMBHOCTHIO
msopepmenta CYP2C19 MOXHO paccMOTpeTh BOMpPOC O NMPUMEHEHHH Goliee BBICOKMX /03
kiaonuaorpena. TOYHBIA PeXHM JO3MPOBAHMA Ui [aHHOW MOMY/IALMH MalMCHTOB B
KJIMHHUYECKUX MCCIIEJOBAHMAX, YUUTHIBAIOLIMX KIMHUYECKHE UCXO/IBl, HE YCTAaHOBJICH.

Ocobble zpynnsl nAYUEHMOE

11
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Jlemckuii 6o3pacm 0o 18 nem: Ge3omacHOCTh U 3(QQEKTHBHOCTL NPUMEHEHUS MNpenapata B
NeIMaTPUYECKHUX MOMY/IALMAX He YCTaHOB/ICHBI.

[ayuenmyr cmapuwie 75 nem: KOPpeKUKs 103bl He Tpebyercs. ¥ 1100pOBOJIBLIEB cTapiie 75 JeT
[P CPaBHEHMM C MOJIOABIMH 100pOBOJIbLAMM HE OBLIO MOTY4EHO pasiuuMii Mo MoKa3aTelisiM
arperauuy TPOMOOLIMTOB ¥ BPEMEHH KPOBOTEUCHMA.

Iayuenmul ¢ HapywieHuem QYHKYuU noYex

TTocie MOBTOPHBIX TIPUEMOB KJIOMKMAOrPeia B JO3MPOBKE 75 MI/CYTKH Yy NALUMEHTOB C TSKE/IHIM
nopaxenrem mnoyek (KK or 5 gmo 15 mi/mun) uHrubupoBanue AJI®-uHIyUMPOBAHHOM
arperauuy  TpomGouMTOB (25%) OBUIO HKXKE 0 CPaBHEHMIO € TAaKOBBIM Yy 3/10pOBBIX
106POBOIBLEB, OJHAKO YATMHEHHE BPEMEHH KPOBOTEHYEHHMS CPaBHUMO C JaHHBIMH y 3/10POBBIX
106POBOJIBIIEB, MOJTYYaBLIMX KJIOMHIOTPEN B J03¢ 75 MI' B CYTKH.

ITayuenmol ¢ HapywieHuem QyHKyuu nevenu

Tocie exkeaHEBHOro mMpueMa Kionujorpena B TeueHue 10 mHei B CyTOYHOH 03¢ 75 mr y
MALMEHTOB ¢ TSOKEJbIM MOpaKEHMEM TneveHn WHruOupopanue AJIQ-uHIyUMpOBaHHOH
arperaru TPOMOGOLMTOB CPaBHAMO C JAHHBIMH Y 3/10POBBIX J0OPOBOJIBLEB. CpenHee BpeMs
KpPOBOTEUYEHHs TAK)Ke CONOCTaBUMO B 00eUX rpymnmax.

Iayuenmyl pazniuyHoU SMHUYECKO NPUHAONICHCHOCMU

PacnipoctpaHeHHocTh  amieneii  reHoB  usopepmenta  CYP2CI9,  orpewarommx 32
MPOMEXYTOYHBIA M CHIDKEHHBIH MeTabo/M3M KIOMHAOrpe/a 0 €ro aKTHBHOrO MeTaboHTa,
pazivuyaeTcs y  NpPEACTAaBUTENEH  pasiMyHBIX  OTHHYECKMX  TPYII (cm.  paszen
«DapmakokuHeTHKay mnogpasjen «®PapmakoreHeTukay). Mwmerores JMlb  OrpaHHYCHHBIC
JIaHHbIE /s TIpeCTaBUTEIeH MOHIOJIOM/JHOM PaCkl 10 OLICHKE BIMAHUA F€HOTHIIA u3odepmMeHTa
CYP2C19 Ha KIMHMYECKHE PE3YIBTHPYIOIINE COOBITHS.

Ilon

B He60/Ib1IOM HCCIIE0BaHUH, CPaBHUBAIOIIEM (hapMaKoMHAMHUYECKHE CBOUCTBA KIIONKIOTpeia
y MyXKYMH M OKCHIOWH, Yy OJKEHIIMH HaOI0[anoch MeEHbLIee unrubuposanue AJ1P-
VH/LyLIMPOBAHHOM arperauiy TpOMOOLMTOB, HO pa3/niHil B yIVIMHEHHH BPEMEHH KPOBOTCHCHHA
He 6b110. B GOMBLIOM KOHTpOIMpyeMoM KiiuHu4YeckoM uccnenoanuu CAPRIE (knonmaorpen B
cpaBHenun ¢ ACK y maimeHTOB ¢ PUCKOM pa3BHTUsA HMIIEMHYECKHX OCJIO)KHEHHUH), YacToTa
KJIHHAYECKMX MCXOJIOB, APYrMX MOOOYHBIX JEHCTBUH W OTKJIOHEHMH OT HOPMBI KIMHHMKO-

na6opaTopH1>1x nokasareJei Obljia OJIMHAKOBOM KaK Y MYXX4YHH, TaK U y )KCHIIIHAH.

IMoGounoe aeiicrBHe

JlaHHBIE MTOJYYEHHBIE B X01€ KIMHUYECKUX MCCIIeIOBAHUM

Be3onacHOCTb KIOMMIOrpena uzydeHa Gosee yem y 44000 nauueHTos, B Tom 4ucie Gosiee 4eM y
12000 maimeHTOB, MOJTyYaBLIMX JIEYEHHE B TEYEHHE roja i Gosee. B 1enom nepeHoCHMOCTh

kionuaorpena B 1o3e 75 mr/cytku B uccnenopanud CAPRIE cooTBeTcTBOBAjA NEPEHOCHMOCTH
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ACK B 03¢ 325 Mr/CyTKM, HE3aBUCHMO OT BO3pacTa, I0jia W PacoBOM MPHHA/JIEIKHOCTH
naumeHToB. Huke mepeduclieHbl KIMHUYECKM 3HAYMMBIE  HEXXelaTebHble  sSBJICHHS,
HabmonaBiyecs B naty bonbux kinHudeckux uccieposanusx: CAPRIE, CURE, CLARITY,
COMMIT u ACTIVE A.

KpoBoTeueHust U KpOBOU3JIUSHUS

Cpaenenue monomepanuu knonuoozpenom u ACK

B kiaunuueckom uccienoBanuu CAPRIE o6mas 4yactora BCceX KpPOBOTEUEHUH Yy MALMEHTOB,
MPUHMMABLIKX KJIOMUAOrpen, U y mauueHTtoB, npuaumasmux ACK, cocraBuia 9,3 %. YacroTta
TsDKEJBIX KPOBOTeUeHHH npu npumerennu kionugorpena u ACK 6bia conocrasumoii: 1,4 % u
1,6 %, COOTBETCTBEHHO.

B 1LieJI0M YacTOTa pa3BUTHS KENYI0YHO-KHIIEYHBIX KPOBOTEUYSHHH Y MAMEHTOB, NPUHUMABLINX
knonujaorpen, Wy mnauuentoB, mnpuHuMaBmux ACK, cocrasisiia 20 % wu 2,7 %,
COOTBETCTBEHHO), B TOM YMCJIE YaCTOTA JKENTYI0YHO-KHIIEYHBIX KPOBOTEYEHHH, MOTPEOOBABIIMX
rocnuranuzanuu, cocrabisna (0,7 % u 1,1 % , COOTBETCTBEHHO).

OGmas 4acToTa KpOBOTEYEHHUI APYroii JTOKaNIU3alMy NpU NpHeMe KJIOMUAOrpena 1o CpaBHEHHIO
¢ npuemoM ACK Gbuta Boime (7,3 % mnpotus 6,5 %, COOTBETCTBEHHO). Hanbonee yacTo
co06mAanoch O pasBUTHH CIIEAYIOLIMX KPOBOTEUYEHMid: Iyprypa/KpOBOIOATEKH, HOCOBOE
KpoBOTeueHHe. Pexe coobmanocs 0 pa3BUTHH reMaToM, FeMaTypHH M IV1a3HBIX KPOBOU3ITHSAHHUH
(rnaBHBIM 00pa3oM, KOHBIOHKTUBAJIBHBIX).

YactoTa BHYTPUYEPENHBIX KPOBOM3JIMSHMI NpH mpumeHennn kionuporpena u ACK Gbira
conocrasumoit (0,4 % wiu 0,5 %, COOTBETCTBEHHO).

Cpasnenue kombunuposantoti mepanuu knonuoozpen + ACK u naaye6o + ACK

B kimnnueckoMm ucciegopanun CURE y mauuenTtos, npuHuMaBmux kionuporpen + ACK, no
CPaBHEHMIO C TauveHTamyu, npuHuMasmuMu mnanebo + ACK, nabmopanoch yBenuyeHue
4acTOTHl pa3BUTHs GonbwMx KposoredeHwit (3,7 % mo cpaBHenmo 2,7 %), H MalbIX
kpoBoreueHuit (5,1 % mno cpaBHenuo 2,4 %). B OCHOBHOM, MCTOYHHKaMM OOMBIINX
KPOBOTEUEHHH ABJISIIUCH xeTyoyHo-kumeuHsii Tpakt (KKT) u Mecra nmyHKumuy apTepuii.
Yactora pa3BUTHs YrPOXKAIOIIMX JKU3HM KpPOBOTEYEHMH Yy MAlMEHTOB, TNPUHUMABIIHMX
kinomuaorpen + ACK, no cpaBHeHMio ¢ mauueHTamu, npuHumasmmmu mnane6o + ACK,
JIOCTOBEPHO He pasnuyanach (2,2 % u 1,8 % COOTBETCTBEHHO), 4aCTOTa pasBUTHs (aTabHBIX
KpoBoTeueHu# Obina orHakoBoii (0,2 % npu 060MX BUIaX Teparnuu).

YacToTa BO3HUKHOBEHMS HE YIPOXKAIOIIMX JKM3HU OOJBIIMX KPOBOTEYEHHH Oblia JOCTOBEPHO
BBIIIE Y MalMeHTOB, mpuHMMaBuX kionuaorpen + ACK, mo cpaBHeHHMIO C MalMeHTaMHy,
npunumaBumu wiane6o +ACK (1,6 % u 1 % COOTBETCTBEHHO), HO 4YacTOTa pPa3BUTHs
BHYTPHYEPEIHBIX KPOBOM3/HUsIHMIA Oblia 0imHakoBoii (0,1 % mpu 060MX BUIAX Tepanum).

YacroTa pa3Butus 6oblIMX KpoBoTeueHwid B rpynmne kiuonuaorpen + ACK 3aBucena ot no3sl
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ACK (<100 mr: 2,6 %; 100-200 mr: 3,5 %; > 200 mr: 4,9 %), kak U YyacTOTa pa3BUTHS GOIBIIMX
KpoBoTeueHuit B rpynne miaaue6o + ACK (< 100 mr: 2,0 %; 100-200 mr: 2,3 %; > 200 mr:
4,0 %).

VY nauMeHToB, NpPEeKpaTHBIIMX AaHTUTPOMOOLMTapHYIO Tepanuio 0ojee ueM 3a 5 aHel 10
AOPTOKOPOHAPHOI0 UIYHTHPOBAaHMsA, HE OTMEYAJOCh YYallEHHs CIy4aeB pa3BUTHS OOJIBIIMX
KpOBOTCYEHHUH B TeueHue 7 qHel nocie BMewarenbcTsa (4,4 % B rpynne kinonugorpen + ACK u
5,3 % B rpynne nnaue6o + ACK). VY naumeHTOB, MpOAOIDKABLIMX aHTUTPOMOOLMTAPHYIO
TEeparuio B TCYCHHE MOCIEAHUX MATH JHEH nepe] a0pTOKOPOHAPHBIM LIYHTHPOBAHMEM, YacTOTa
3TUX COOBITHH mocne BMelaTenbcTBa coctaBisiia 9,6 % (B rpynme knonumorpen + ACK) u
6,3 % (B rpynne riaue6o +ACK).

B knunnyeckom uccnenopanun CLARITY wactora Gonplinx KpoBOTEYeHHH (OMpenensieMbIX,
KaK BHYTpU4YEpEINHBIE KPOBOTEYEHHS MIIM KPOBOTEYEHHS CO CHIXKEHHEM reMoriobuna > 5 /)
B obeux rpynnax (knonuuorpen + ACK u miaue6o + ACK) Gbina comocraBuMoii B o6emx
rpynnax jedenus (1,3 % nporus 1,1 % B rpynne knonugorpen +ACK u rpynne miaune6o +
ACK, cooTBercTBeHHO). OHa ObUTa OJMHAKOBOW B MOATPYINNAx MAlMEHTOB, pa3/ieJeHHBIX MO
MCXOJHBIM  XapaKTepUCTHKaM M 1O  BUAaM  (UOPUHONMTHYECKOW  Teparnud WM
renapuHOTEPanyu.

Yacrora Bo3HMKHOBEeHMS (aTanbHBIX KpoBoTeueHui (0,8 % nportus 0,6 %) ¥ BHyTpHYEpENHBIX
kpoBousnusHui (0,5 % npotus 0,7 %) npu neyenun kionugorpen + ACK u mnane6o + ACK,
COOTBETCTBEHHO, OblJ1a HU3KOH U COMOCTAaBUMOM B 00€UX IpyIINax JieYeHH s,

B kinunuuyeckom wuccnenoBanun COMMIT ofmas uactora HeuepeOpanbHBIX OOJBIIMX
KPOBOTEYEHHH WM LepeOpaabHEIX KPOBOTEUEeHHH Obla HU3KOM U oquHakoBoit (0,6 % B rpyrme
knonuporpen + ACK u 0,5 % B rpynne miane6o + ACK).

B knunuueckom uccnenosanun ACTIVE A wacrora pa3BuThs GONBIIMX KPOBOTEYEHHH B
rpynne kinonuaorpen +ACK Grina Brie, yem B rpynme miaue6o + ACK (6,7 % npotus 4,3 %,
COOTBETCTBEHHO). bonblne KpoBOTEYEHHSI B OCHOBHOM OBLIM BHEYEPENHbIMU B 00€HMX IpyIa
(5,3 % mpotuBs 3,5 %), rnaBHEIM 06pa3oM, U3 XKelyJ04HO-KUIeyHoro Tpakra (3,5 % npotus 1,8
%). B rpynne xnonmuporpen + ACK BHyTpUYepenHBIX KpPOBOM3JIHMAHMI ObLIO GOJbIIE MO
cpaBHeHuu ¢ rpynmnoi miaue6o + ACK (1,4 5 nporus 0,8 %, cootBercTBeHHO). OTCYTCTBOBAIM
CTaTUCTUYUECKH 3HAYUMBIE pPa3/IMuusl MEXAy OTUMM TpYNNaMH JIEYEHHS B 4YacTOTe
BO3HMKHOBEHMs (atanbHeIX KpoBoTeueHuit (1,1 % mporus 0,7 %) u remopparuueckoro
uncynbta (0,8 % nportus 0.6 %).

Hapywenus co cmoponwl kposu

B uccnenoannn CAPRIE, Tsxenas Heitponenus (<0,45¢10°/n) nabmonanack y 4 nalmeHTOB
(0,04 %), npuauMaBIKX Knonuaorpen, Uy 2 nauuentos (0,02 %), npunumapiux ACK.

VY aByx u3 9599 naumeHTOB, NPHHUMABLIMX KJIOMHIOTpPeJ, Hab/FONANOCh MOJHOE OTCYTCTBHE
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HeHTpoduIoB B Mepupepudeckoil KpoBH, KOTOPOro He Habmoaanoch Hu y oaHoro u3 9586
nauuenTos, npuHumaBmux ACK. HecmoTps Ha TO, 4TO PHCK pa3BUTHsS MHUEIOTOKCHYECKOIO
NeHCTBUS TPU NPHEMe KJIOMU0rpena sBIAeTcs JOCTaTOYHO HU3KKMM, B CITydae eClii y MaleHTa,
NPUHMMAIOLIEr0 KJIOMUAOTpes, HabMoAaeTcs MOBBILICHUE TEMIEPAaTypbl MM MOSBIAIOTCA
Jpyrue Npu3Hakh MHGMeKuuH, clegyeT oOcnenoBaTh MAlMEHTa HAa MPEIMET BO3MOXHOM
HEUTPONICHHH.

[Ipy NedyeHMM KIONMAOTPEIOM B OJHOM Cilydae HaOJIOAANOCh pa3sBUTHE aMIaCTUYECKOH
aHEeMUHU.

YacToTa BO3HMKHOBEHMs Tsbkenodl Ttpombouutonenun (<80+10°/n) cocrasuna 0,2 % 'y
NMalMeHTOB, NpUHMMaBIWHKX Kiomuporped, u 0,1 % y naumentoB, npunumasmux ACK,
c0061manock 06 OUeHb PEIKHMX CIIy4asx CHIKEHHs YHciIa TPOMOOLMTOB <30+10%/n.

B uccnenopanusx CURE u CLARITY HaGmoaanock coOnocTaBUMOE KOJIMYECTBO MAIMEHTOB €
TPOMOOLIMTONIEHHEN UITH HEUTpOTIeHHEH B 00enX rpynmnax Jie4eHusl.

Jlpy2ue KIuHuuecKu 3HaYuMble HedcelamenbHble peakyuu, Habnooasuiuecs npu npogeoeHuu
knunuyeckux uccneoosanuii CAPRIE, CURE, CLARITY, COMMIT u ACTIVE A

YacToTa BO3HMKHOBEHHMs HEXeJaTeJlbHBIX peaKkuuil onpenenanack B COOTBETCTBHH C
knaccudukaimeit BeemupHoit Opranuzauuu 31paBoOXpaHEHHs:

oueHs yacTo (>1/10); yacto (2 1/100 u < 1/10); Hewacto (2 1/1000 u < 1/100); peako (2 1/10000
1 < 1/1000); ouens penko (< 1/10000), yactora Hen3BecTHa (HE MOXKET OBITH MOJCYMTAHA HA
OCHOBaHMH UMEIOIIUXCS JaHHBIX).

Hapywenus co cmoponbl HepeHOU Cucmembl. HEYacTo - royioBHas 00Jib, NOJIOBOKPYKEHHE,
NapecTe3usi; peIKO — BEPTHUIO.

Hapywenus co  cmoponvl  2#ceny00YHO-KUWEYHO20 — mpaKkma:  4YacTo —  JUCIENCHs,
aboMuHaNbHBIE 00K, JUapest; HeYacTo - TOLIHOTA, FACTPUT, B3AYTHE JXMBOTA, 3arop, pBOTa,
A3Ba JKEJIY/Ka, 3Ba JBEHAILIATUIIEPCTHON KUILKH.

Hapywenus co cmoponbl KOXCU U NOOKOJCHIX MKAHEll. HEYacTO — KOXKHAsl ChIIb, KOXKHBIA 3Y/1.
Hapywenus co cmoponbl Kposu u TuM@amuyeckoti Cucmembl; HEYacTo — yBEIUYEHHES BPEMEHH
KPOBOTEYEHHs, CHIDKEHHE KOJMYecTBa TPOMOOLMTOB B NepUPEPHIECKOH KPOBH; JIEHKOIICHHS,
CHWKEHHME YKCIIa HEUTPODHIIOB B epuepruyuecKoil KpOBH, S03UHOPUIIMS.

[locTMapKETHHIOBBIM ONBIT IPUMEHEHUS IIpernapara |

Hapywenus co cmoponvl Kposu u Jumpamuyeckoli cucmemyl: 4acTOTa HEU3BECTHA — CIy4YaH
CEPbE3HBIX KPOBOTEYEHHH, MPEUMYLIECTBEHHO MOAKOMKHBIX, CKEJIETHO-MBIICYHBIX, TJIa3HBIX
KPOBOM3JIUSIHUN (KOHBIOKTUBAJIBHBIX, B TKAHM M CETYaTKy IJa3a), KPOBOTEYCHHH U3
JbIXaTeNbHBIX TyTel (KpOBOXapKaHbe, JIETOYHOE KPOBOTEYEHHE), HOCOBBIX KPOBOTEYCHHH,
reMaTypuH U KpOBOTEYEHHH U3 MOCIIEONEPAllMOHHBIX PaH U ClIy4ad KPOBOTEYEHH C JIeTalbHBIM

HCXO010M (B 0COOEHHOCTH BHYTPHUYEPCITHBIX KpOBOH3JIHHHMﬁ, KEITYAOYHO-KHUIICYHBIX
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KpOBOTEYEHHI M 3a0pIOLIMHHBIX KPOBOM3JIMAHMMH);, arpaHy/loUMTO3a, TIPaHyJIOLHUTONCHUH,
anacTUYECKOil aHeMHWM/TaHLUMTONEHUH, TPOMOOTHYECKOH TPOMOOLMTONEHHYECKOM MMypITyphl
(TTIT), npuobpereHHoi remoduamu A.

Hapywenus co cmoponsl cepoya: 4acToTa Heu3BecTHa — cunapom KoyHuca (Basocractuyeckas
ajlepruyeckas CTeHOKapus/anieprudeckuii MHGapKT MUoKapaa), o0yC/IOBIEHHbIH peakuuen
TUIEPYyBCTBUTEIBHOCTH Ha KJIOMUAOTPEIL.

HapyweHnus co cmopoHbi UMMYHHOU CUCHEMbl: YacTOTa HEM3BECTHA - aHAa(pUIAKTOM/HBIC
peaKL1u, CBIBOPOTOYHAsH 00JIe3Hb; NEPEKPECTHBIE AIJIEPIrUYECKUE M NeMATOJIOrMYECKUe peaKLuH
C IPYTMMH TMEHOMMpUIMHAMH (TaKWMH, KaK THKJIOMHMAMH, npacyrpen) (cm. pasaen «Ocobbie
YKa3aHMs»), ayTOMUMMYHHBIH HWHCYJIWHOBBI CHHIPOM (MOXET TPHUBOAMTH K CEPbE3HOM
TUTIOrIMKEMHUH, ocobenHo y naieHToB ¢ HLA DRA4 cepotunom).

Hapywenus ncuxuxu: 4acTOTa HEM3BECTHA - CITYTAHHOCTh CO3HAHHS, FAJUTFOLIMHALIMH.
Hapywenus co cmoponvl HepeHOUl cucmembl. YacTOTa HEM3BECTHA — HapyIICHHs BKYCOBOIO
BOCTIPUSITUS, areB3usl.

Hapywenus co cmopoHbl cocy0os. 4acTOTa HEM3BECTHA - BAaCKYJIUT, CHIDKCHHE apTepHalIbHOTO
JaBJICHHUS.

Hapywienust co cmoponbl 0bIXamenbHOl Cucmembl, OpP2aHo8 2pyOHOU KiemKku U cpe0OCmeHus.:
YacTOTa HEM3BECTHA - OPOHXOCMA3M, WHTEpPCTHLMANbHAS ITHEBMOHHA, J03MHOQHMIbHAs
ITHEBMOHMUS.

Hapywenus co cmoponbl y#ceny00uHO-KUuEeYH020 MpaKkma: 4acToTa HEM3BECTHA — KOJIUT (B TOM
YucIIe A3BEHHBINA KOJIMT WK TMMQOLMTAPHBIA KOJIUT), MAaHKPEAaTHT, CTOMATHT.

Hapywenus co cmopoHbl neveHu u Jcenyebl600SWUX nymeii. 4acToTa HEM3BECTHA - eMaTUT
(HerH(EKLMOHHEBIN), OCTpas NeY&€HOUHAas HEAOCTaTOUYHOCTb.

Hapywenus co cmoponbvl KOdcu U NOOKOJCHbIX MKAHel: YacToTa HEM3BECTHA — MaKyJe3HO-
namnyjie3Has OSpUTEMaTo3Hass MM SKC(OJIMATUBHASA Chillb, KpPalWBHHLA, KOXHBIM 3y,
AHTMOHEBPOTHYECKHI OTeK, Oy/ie3Hblid JepMaTUT (MHOroopMHas D>pHTEMa, CHHIAPOM
CruBeHa-J/[>KOHCOHA, TOKCHYECKHM SMUAEPMAIbHBIM HEKPOJIN3), OCTPhIA reHepaIu3upOBaHHBIN
9K3aHTEMaTO3HBIM MyCTYJe3, CHHAPOM JIEKApPCTBEHHOM TMIIEPYYBCTBUTENBHOCTH, JIEKAPCTBEHHAS
ChIlb ¢ 303MHO(UIKEH U cucTeMHbIMU TiposiBneHusMH (DRESS-cunzipom), sk3eMa, miockuit
JvLan.

Hapywenus co cmopoHbl cKeemHO-MbIUEeYHOU U COeOUHUMENbHOU MKAHU. YaCTOTa HEU3BECTHA
— aptpanrus (60b B cycTaBax), apTpUT, MUAJITHS.

Hapywenus co cmoponbl novyek U MOYe8bIGOOAWUX Nymeu: 4YacToTa HEU3BeCTHA -
riaomMepynoHedpuT.

Hapywenus co cmopoHbi nonoevix 0peaHo8 U MONOYHOU JiceNe3bl. 4YacTOTa HEM3BECTHA -

FTHMHEKOMAaCTHs.
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Obwue paccmpoiicmea u HapyuleHus 8 Mecme 66€0eHUs. YaCTOTa HEU3BECTHA - JIMXOPAJIKa.
JlabopamopHvie u uHcmpymeHmanvHvle 0aHHble: YaCTOTa HEU3BECTHA — OTKJIOHEHHE OT HOPMBI
nabopaTOpHBIX MoKa3aTeNell (yHKIHOHATBHOTO COCTOSHHUS NEYEHH, MOBBILIEHHE KOHUEHTPALUH

Kp€aTHHHHA B KPOBH.

IlepenosupoBka

Cumnmomol nepedo3uposKu

[lepeno3upoBKa KJIOMMAOTpESa MOXET BECTH K YBEJIMYEHHIO BPEMEHH KpOBOTCYCHHsS C
MOCJIEIYIOUIMMH OCIIOKHEHUSIMU B BUJIE Pa3BUTHUSI KPOBOTEYEHHH.

Mepwi no oxazanuro nomowu npu nepedo3uposie

[Ipy mnosABNEHMM KpPOBOTEYEHWs TpeOyeTcs MpPOBEACHHE COOTBETCTBYIOIIMX Je4eOHBIX
MEpONPHUATHI. AHTHIOT KJIONUOrpena He yctaHoBleH. Eciu HeobXxonuma GbicTpas KOppeKLus
YIJIAHUBILETOCS BPEMEHH KPOBOTEYEHHs, TO PEKOMEHIYETCs TNPOBEJCHHE MepeTMBaHUA

TPOMOOLIMTAPHOM MACCHI.

B3aumojeiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMH CPeICTBAMH

Jlexapcmeennvle cpedcmea, npumeHeHue KOMOPbIX C6A3AHO C PUCKOM PA3BUMUSL KDOBOMeYeHUs
MMeeTcss TOBBIMIEHHBIH PUCK Pa3BUTUS KPOBOTEYEHHs BCIIEACTBUE MX TOTEHLHATBHOTO
ajyiuTiBHOTO 3¢ dekta ¢ konuaorpenoM. Jiedenue cieayer npoBoAUTE ¢ OCTOPOIKHOCTHIO.
Tpombonrumuxu

Be30nacHOCTh OJIHOBPEMEHHOrO TMpPUMEHEHHUs Kionuaorpena, (GpuOpuH-cneuuMuyecKux Wi
pubpuH-HecTieMPUIecKUX TPOMOOTMTHYECKUX CPEICTB W remapvHa Oblla H3y4eHa Y
MalMEHTOB € OCTPbIM WH(APKTOM MHOKapaa. YacToTa KIMHMYECKH 3HAYMMBIX KPOBOTEYECHHH
Oblla aHaJOrMYHa TOM, KoTopas Habmojanace B CIy4ae COBMECTHOrO IPHMEHEHHUS
TpoMOOIUTHYECKUX cpeCcTB U renapuHa ¢ ACK.

Fnoxamopwr 2nuxonpomeuna I1b/Illa

B CBsI31 ¢ BO3MOXKHOCTBIO (papMaKoJUHAMHUYECKOTO B3aUMOAEHCTBHS MEXIY KIIOMHMIOIPEIOM U
Gnokaropamu  riukonporenHa IIb/Ila, WX  OJHOBpeMEHHOE NpUMEHEHHME  TpedyeT
OCTOPO’KHOCTH, OCOOEHHO Y MallMEHTOB, UMEIOIIMX MOBBIEHHEIA PUCK Pa3BUTHS KPOBOTECYEHHUS
(npu TpaBMax W XMPYpruvyecKUX BMELIATE]BCTBAX WIIM APYTHMX MAaTOJOTMYECKHUX COCTOSHHSX)
(cM. pazgen «Ocobble yKazaHUsA»).

HuvexyuonHnvie anmuxoazynanmol (Hanp@ep, 2enapum)

ITo aHHBIM KJIMHHYECKOTO MCCIIEI0BAHMUS, IPOBEIEHHOTO C YYaCTHEM 310POBBIX J0OPOBOJIBLEB,
Npy NpreMe KJIOMUaorpesa He TpeOOBalIoCh U3MEHEHHs /103bl IelNaprHa W HE W3MEHSJIOCH €ro
aHTHKOAry/sHTHoe JeiicTBue. OJHOBPEMEHHOE NPUMEHEHWE TIemnapyHa He HM3MEHJIOo
aHTharperanTHoro 3ddexra kiaonuaorpena. Mexay KIOMUAOTPEIOM M IeNapuHOM BO3MOXHO
bapMakogMHAMMYECKOE B3aUMOJACHCTBHE, KOTOPOE MOXET YBEJIMYHMBATH PHUCK Pa3BUTHs

KpoBoTeyeHui. [Ipy 0IHOBpEMEHHOM MPUMEHEHHH ClIeyeT COOI0NaTh OCTOPOXKHOCTb.
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Ilepopanvhvlie anmukoazyianmul (Hanpumep, 6ap@HapuH)

XoTs npueM Kionuaorpena 75 Mr/CyTKu He U3MeHsU1 papMaKOKMHETHKY BapdapuHa (cybcTpara
uzopepmenra CYP2C9) mnm MHO y nauueHTOB, JUIMTENBHO TOJyYarOUMX JICYEHHE
Bap(aprMHOM, OJJHOBPEMEHHBIN MPUEM KJIOMHMIOIPEia YBEJIMYMBAET PUCK KPOBOTEUCHHUS B CBA3M
C €ro He3aBMCHMBIM JIOTIOJIHUTE/IbHBIM BIIMSHUEM Ha CBEPThIBAEMOCTb KpoBH. [loaToMy crexyer
co6JIH01aTh OCTOPOXKHOCTH MPH OHOBPEMEHHOM Npueme BapdaprHa U KIoNUaorpea.
Ayemuncanuyunosas kucnoma (ACK).

ACK ne uzmensier unrubupyromero AJI®-uHIyLpyeMyio arperauuio Tpombouutos sddexra
KJIONUIOTpea, HO Kionuaorpen noteHuupyer BausHue ACK Ha KojulareH-uHIYUHMpYeMYIO
arperauuio TpomGouutoB. Tem He MeHee, OHOBpeMeHHBIH ¢ KinonuaorpenoM npuém ACK mo
500 Mr 2 pa3a B JeHb B TEYEHHE OJHHMX CYTOK HE BBI3BIBAJ CYLIECTBEHHOIO YBEIHYCHHA
BPEMEHM KPOBOTEYECHHMs, BBI3BIBAEMOro TNpUEMOM  Kiomuaorpena. Tak —Kak — Mexay
knonuporpenoM U ACK BO3MOXHO (apMakoJMHAMUYECKOE B3aMMOJICHCTBHE, KOTOpOE
NPHUBOIMT K MOBBILIEHUIO PHCKAa KPOBOTEUEHHS], O3TOMY NPH MX OJHOBPEMEHHOM MPUMEHEHUH
crneayer cobONaTh OCTOPOXKHOCTh. TeM He MeHee, B KIIMHMYECKUX MCCIIEIOBAHHUSX MallUeHThI
nosiyyany KoMOMHUpOBaHHYto Tepanuto kionunorpenom 1 ACK (75-325 mr ouH pa3s B CyTKH)
10 OZIHOTO roja.

Hecmepouonwie npomusosocnanumenshvie npenapamot (HIIBII)

B KIMHMYECKOM WCCNIEIOBAHKMM, TPOBEIEHHOM C YYacTHEM 30POBBIX J00pOBOJIBLEB,
COBMECTHOE NMPUMEHEHHE KJIOMMIOTPea U HAalpPOKCEHA YBEIMYMBAJIO CKPBITHIE MOTEPH KPOBH
yepe3 XKKT. OgHako B CBA3M € OTCYTCTBUEM HMCCJIEI0OBAHMM 110 B3aUMOJICHCTBHUIO KIIOMMOTpea
¢ apyrumu HIIBII, B Hacrosimiee BpemMs HEHM3BECTHO, MMEETCS JIM TOBBILIEHHBIH PHUCK
XKEJyJOUHO-KHMIIEYHBIX KPOBOTEUESHHH MpPHU Mpueme Kionujaorpena smecte ¢ apyrumu HIIBIT.
[TosTomy npu oaHoBpemeHHoM mnpumeHeHud HIIBII, B Tom umcne unruburopos LIOI-2 ¢
KJIOTUIOTPEJIOM ClIeyeT coOJIFoIaTh OCTOPOXKHOCTB (CM. «Ocobble yKazaHUA»).

Cenexmuenvie unzubumops obpammnozo 3axeama cepomonura (CHO3C)

Tak kak CHUO3C HapywarT aKkTHBAlLMIO TPOMOOLMTOB M YBEIHYMBAIOT PUCK Pa3BUTHS
KPOBOTEYEHHUS, MPH OHOBPEMEHHOM MPUMEHEHUH ClIelyeT COOM01aTh OCTOPOKHOCTb.
Hnoykmopwr usogpepmenma CYP2C19

Tak Kak Kionuaorpesl MeTaboJM3UpYeTCs IO CBOEr0 aKTHBHOrO MeTabOoJMTa YaCTUHMHO C
nomompto u3zodepmenta CYP2C19, oxupaercs, 4To NPUMEHEHHME JIEKAPCTBEHHBIX CPEICTB,
KOTOpBIE MHAYLMPYIOT aKTHMBHOCTH 3TOr0 M30()epMEHTa, MOXET NPHUBOAHTL K YBEIUYECHHIO
KOHLIEHTPaLM1 aKTUBHOIO MeTaboJIMTa KJIOMUA0rpea.

Pudamnuuus, sBussce MOmHbIM HHAYKTOpoM M3odpepmenta CYP2C19, npu onHoBpeMeHHOM
MPUMEHEHUH C KIIOMUAOTPEIOM, NMPUBOAMT KAK K YBEJIMYEHHIO KOHLEHTPAlLMH aKTHBHOTO

MeTaboJuTa KJIOnmuaorpena, Tak v K I/IHI‘I/I6I/IpOBaHPﬂO TpOMGOI.II/ITOB, YTO MOXKET IMOBBIIATE PHUCK
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BO3HMKHOBEHMs KpOBOTEe4YeHHMs. B KkauyecTBe Mephl NpPENOCTOPONKHOCTH HE PEKOMEHIYeTcs
NPUMEHSTH OHOBPEMEHHO MOLIHbIe MHAYKTOpbI M30hepmenta CYP2C19 u xnonvaorper.
Huzubumoput usopepmenma CYP2C19

Tak kak Kiomuaorpea MeraGoimsupyercss A0 0oOpa3oBaHHMs CBOErO aKTMBHOIO MeTabosuTa
yactiuHo npu nomoumu CYP2C19, npuMeHeHHe J1eKapCTBEHHBIX CPEICTB, HHIMOMPYIOUMX 9TOT
U30(EpPMEHT, MOXET TPUBECTH K YyMEHBLICHWIO 00pa3oBaHMs AaKTUBHOTO MerabonuTa
knonuaorpena. KinHuyeckoe 3HaueHHe STOr0 B3aUMOJCHCTBHMS HE YCTaHOBJIEHO. B kadectse
Mepbl TPEAOCTOPOXKHOCTH CcJleflyeT Mu30eraTh OJHOBPEMEHHOrO MpUeMa KJIONMAorpena H
MOLLHBIX MM yMepeHHbIX HHrubutopoB uzopepmenta CYP2CI19. MoOWHBIMA U yMEPEHHBIMU
uHrubuTopamu usopepmerta CYP2C19 sBistoTcst OMenpasol, 330Menpasol, (iyBOKCaMuH,
dyokceTHH, MOKI06eMHI, BOPHKOHA30J, (IyKOHA30J], THKJIOMUIMH, UMIPOdIIOKCaLKH,
LIMMETHIMH, KapbaMasenuH, okckapbasenut, XxaopaMeHUKOJL.

Cnenyer u3berath OJHOBPEMEHHOTO MPUMEHEHHS C KJIOMHMAOTPEIOM WHTMOUTOPOB MPOTOHHOM
TOMITBI, SIBJISIOIMXCS MOLIHBIMH MJIM YMEpeHHBIMH MHruoutopamu uzodepmenta CYP2C19
(HampuMep, oMenpazona, 33oMenpaszona) (cMm. pasaen «®PapMakOKMHETHKa, Moapasieln,
dapmakoreneTrkay, paszgen «Ocobble yka3zaHusa»). Ecnmv MHrMOMTOpBI NMPOTOHHOM TMOMIIBI
JIOJKHBI TIPMHAMATBCS OJHOBPEMEHHO C KIJIOMHMIOTPEIOM, ClefyeT NPUHMMATh WHTMOMTOp
MPOTOHHOW MOMIBI C HauMeHbIUM HHruObMpoBanuem uzodepmenta CYP2CI9, rtakoit kak
MAaHTOIPa30J U JJAHTOMPA30J1.

Bbu1 npoBeieH psifl KIMHUYECKUX MUCCIIEOBAHUM € KJIOMUIOIPENIOM U APYTUMH, OJHOBPEMEHHO
NPUMEHSIEMBIMH  JICKADCTBEHHBIMU ~ CPEJCTBAMHM, C  UEJBIO  M3Y4YeHHS  BO3MOXHBIX
(bapMakoJMHaMHYECKUX U (papMaKOKHHETUYECKUX B3aUMOJIEHCTBHUI, KOTOPBIE MOKA3aJH, YTO:

- [pM OJAHOBPEMEHHOM NPUMEHEHHH KIONUOOZpeNd C AMeHONONOM WU, HupeounuHom
KJIMHUYECKH 3HaYUMOro (apMakoIMHaAMHYECKOTO B3aUMOJEHCTBHS He HaO/IH01a/I0Ch;

- OJHOBpPEMEHHOEe TpUMEHeHHE @enobapbumana u  CmMpo2eHO8  HE  OKas3bIBAJO
CYILECTBEHHOTO BIUSHUS Ha (papMaKOJAMHAMUKY KJIOMUO0Ipeia;

- (hapMaKOKWHETHYECKHE MOKa3aTeNUu OUSOKCUHA U MeOPUINUHAG HE WU3MEHSJIMCh TPH MX
OJJHOBPEMEHHOM MPUMEHEHUH C KJIOTIMOTPETIOM;

- anumayuoHvie cpedcmea He yMEHbIIAIU abcopOLMHU KIIONHMAOTpeEa;

- genumoun u monbymamud MOXKHO ¢ O€30MACHOCTBIO TNPUMEHATH OJHOBPEMEHHO C
kionuaorpenom (ucciaenosanue CAPRIE). ManoBeposaTHO, 4TO KJIOMUIOTPEST MOXKET BIUATH Ha
MeTaboJIM3M JPYrHMX JIEKAPCTBEHHBIX CPEACTB, TAKMX KaK ghenumoun u moabymamuo, a TaKxe
HIIBEI, kotopsie MeTaGoau3upyroTes ¢ nomoiusto u3opepmenta CYP2C9 uuroxpoma P450;

- unzubumopvr AII®, Ouypemuxu, bGema-aopeHobr0KAmMOpbL, OLOKAMOPLL «MEONEHHBIX)
Kanbyueeblx KAHAI08, 2UNONUNUOEMUYeCKUe Ccpeocmed, KOPOHApHble —6a300ulamamopbl,

2UNOSNTUKEMUYECKUE cpec)cmsa (8 m.y. uncyﬂun), npomugosnuiienmu4ecKue cpedcmsa,
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2opmono3amecmumenvias mepanui u Gnokamopul enukonpomeuna IIb/Illa: B KIMHUYECKUX
MCCIeIOBAaHUSX KIMHMYECKH 3HAYMMBIX HEXXeJaTeIbHBIX B3aMMOEHCTBUI HE BBISABIICHO.
Jlexapcmeennvie cpedcmea, sensowuecs cyoempamamu usopepmenma CYP2C8

[Toka3aHo, 4TO KJIOMHMIOrPeN YBEIMYHMBAT CHCTEMHYIO SKCIO3MLMIO perarjinHuia y 370pOBBIX
nobposonbles. MccienoBanus in vitro ToKas3and, 4TO yBeJW4YEHWE CHCTEMHOH SKCIO3HLMH
penariuMHuaa SBJseTcs cleAcTBrHeM MHruouposanus usodepmenra CYP2C8 rimoKypOHUIHEIM
meTtaGonutom Kionuporpena. Cneayer co0mroaaTe OCTOPOXKHOCTH IMPH  OJHOBPEMEHHOM
NpUMEHEHUH KJIONHMAOrpeia U JIeKAPCTBEHHBIX CPEICTB, METabOIM3MPYIOLIMXCS C MOMOLIBIO
uzopepmenta CYP2C8 (Hampumep, penariMHua, NakIMTakcena) B CBS3H C  PHUCKOM
yBEJIMYEHHs MX T1a3MEHHBIX KOHIIEHTPALIMA.

OnuoudHvle a2oHUCMbl

Kak ¥ B cllydae Apyrux nepopaibHbeIX HHrHOUTOpoB P2Y 12, npu 0HOBPEMEHHOM NPUMEHEHHH
ONMOMAHBIX ArOHMCTOB MOXET yMeHbIIaThcs abcopOuus KIOMMAOrpesna, BEpOsATHO, H3-3a
3aMEIEHHOTO OMOPOXKHEHMs Jkenyaka. KiMHMYecKoe 3HauyeHHMe JaHHOTO B3aUMOJCHCTBHSA
HeusBecTHO.  ClielyeT  paccMOTpeTh  BO3MOXKHOCTb — Ha3HAa4yeHWs — MAapeHTepaTbHOro
AHTHArperaHTHOTO Mpenapara y MalMeHTOB ¢ OCTPEIM KOPOHApHBIM CHHIPOMOM, TpeOyromux

OJIHOBPEMEHHOI'O NMPUMEHCHHA MOp(i)PlHa WJIA IPpYTrUX OIMMAOUIHBIX arOHUCTOB.

Ocobble yka3aHus

IIpu NeYeHHH KIOMMIOTPENOoM, OCOOCHHO B TEYEHHME MEPBEIX HENENb JIEYCHHs W/WIM Tocle
MHBA3MBHBIX KapAMOJOTMYECKMX MPOLEAYp/XUPYPrUYecKOro BMEIIATENbCTBA, HEOOXOAUMO
BECTM TIUATENbHOE HaONIOZIeHHe 3a TMalMEeHTaMH Ha TMpEeAMET HCKIIIOYeHHs MpPU3HAKOB
KPOBOTEYEHMUS, B TOM YHCIIE, H CKPBITOTO.

Kposomeuenusa u cemamono2uveckue Hapyuwenus

B CBSA3M ¢ PUCKOM pa3BUTHs KPOBOTEUECHHMS W HEXKEJATeNbHBIX SBJICHUH CO CTOPOHBI KPOBH (CM.
pazaen «[ToGouHoe IeHCTBHE») B CITydae MOSBIECHHUS B XOJI€ JICYCHHs] KINHUYECKHX CUMIITOMOB,
BEPOSTHO CBHIETENBCTBYIOIIMX O BO3HMKHOBEHMH KPOBOTEYCHHs, CIEAYeT CPOYHO Cle]aTh
oOIMil  KJIMHMYECKWM  aHalu3  KPOBH,  OMNpPEAEIMTh  aKTUBMPOBAHHOE  YacTH4HOE
TpombornacturoBoe Bpemst (AUTB), KoMuecTBO TPOMOOLMTOB, MOKA3aTeIM QYHKUMOHAIBHOM
aKTMBHOCTH TPOMOOLIMTOB M MPOBECTH APYrue HeoOXoJuMble MccienoBanus. OIHOBpeMEHHOE
MpUMeHeHHe Kjonuaorpena ¢ BappapuHOM MOXET yCHIMTh PUCK KPOBOTEUEHHMs (CM. pasjeln
«BaauMoneﬁcrﬁue C JIPyrMMH JIEKApPCTBEHHBIMH CPEICTBAMMY), T03TOMY CJIEIyeT cOOIIONaTh
OCTOPOXKHOCTB NPU OJHOBPEMEHHOM TIPUMEHEHHH KIIOMHUI0rpena U BapdapuHa.

Knonuaorpen, Kak M Jpyrde aHTUTPOMOOLMTapHBIE CpPEJICTBA, CllelyeT MPUMEHATh C
OCTOPOXKHOCTBIO y MALMEHTOB, WMEIOLIMX T[OBBIIEHHBIA pPUCK pa3BUTHUS KPOBOTEYEHHMS,
CBSI3aHHBINA C TPaBMaMH, XUPYPrUueCKMMU BMELIATEIbCTBAMH MIIM JIPYTUMHU MaTOJOTHYECKUMHU

COCTOSIHMAMHY, a TaKke y nauuenTtos, npunumaronmx ACK, HIIBII (B ToM yKciie HHTHOUTOPBI
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110I'-2), renapun, 6nokatopel rmukonporerHa IIb/llla, CUO3C u MowHbBIE HHIYKTOPBI
uzopepmenta CYP2C19. Ecniv nauueHTy NpeAcTOUT MIaHOBasi XMpYPruyecKas onepauus, u rpu
5TOM HET HeoOXOAUMOCTM B aHTUTpoMboumTapHOM 3(dekre, To 3a 5-7 AHEH N0 OnepauuH
npYeM KJIOMMAOrpena ciefyeT npekpatuth. Kiomuporpen yanuHAET BPEMs KPOBOTEHYCHHsS H
JOKEH  TPUMEHAThCA € OCTOPOXHOCTBIO Y  MalMeHTOB ¢ 3abo/eBaHUAMH,
MpeapacrnoNaraloliMi K Pa3BUTHIO KPOBOTEYEHMH (OCOOEHHO, IKeTyJA0YHO-KMIIEYHBIX H
BHYTpUria3HbiX). [Ipenapartel, KOTOpse MOTYT BBI3BIBATh TMOBPEKEHHMS CIM3HUCTOH 000/I0UKM
XKT (rakue xak ACK, HIIBIT) y mnauueHTOB, NPUHAMAIOIMX KIOMMAOrPEN, CJIEAYET
MPUMEHATH C OCTOPOXHOCTBIO.

[TaLMeHTH! J0DKHEI OBITh MpeayNpeKIEHBl O TOM, YTO MPH NpHeMe KJIomuaorpena (OAHOro Wi
B koMGuHaiwu ¢ ACK) 1719 0CTaHOBKHM KPOBOTEUYEHHUs MOXET MOTPeOOBaThCs GOIbIIE BPEMEHH,
a TalKke O TOM, YTO, B ClIyyae BO3HUKHOBEHUS Y HUX HEOOBIYHOro (M0 JIOKANU3aLMH HIH
MPOJIOIKUTETBHOCTH) KPOBOTEUEHHS, UM CIIEIyET COOOMMTE 00 3TOM CBOEMY JieyallleMy Bpady.
Ilepen moboil mpeacToswell orepauueii ¥ Tepel HayaloM MpuHema J0O0ro  HOBOIO
JIeKapCTBEHHOTO MpenapaTa MalMeHTsl AO0DKHBI coo0maTh Bpady (BKIIOYAs CTOMATOJIOra) o
npueMe KJIOMUAorpena.

Heoasno nepenecennblil umeMu4eckutl UHCyibm

[Toka3aHo, YTO y MALMEHTOB C HEJABHO MEPEHECEHHBIM NMPEXO/IAIIMM HapYIIEHHEM MO3roBOro
KpOBOOOpAIlleHHss MM HMHCYJIBTOM, MMEIOIIMX BBICOKMA PHCK Pa3sBUTHS  MOBTOPHBIX
UIIeMHUYECKUX ocsioxHeHu, komOuHauus ACK u knonuzgorpena rnoBeIIaeT YacTOTY Pa3BUTHA
GonpmKMX KpoBoTeueHHit. [IoaToMy Takas KOMOMHMpOBaHHas Tepanus AO/DKHA MPOBOAMTECA C
OCTOPOXKHOCTBIO M TOJBKO B CIyyae JOKa3aHHOW KIMHWUYECKOH TMOJB3bl OT €€ NMPUMEHEHHS.
IIpuem KIOTMHMIOrpeNa He PEKOMEHAYETCs MPU OCTPOM MHCYNbTE C JIaBHOCTBIO MeHee 7 JHEH
(TaK KaK OTCYTCTBYIOT JIaHHBIE 110 €r0 MPUMEHEHHIO NIPU 3TOM COCTOSHHUH).

Tpombomuueckas mpomboyumonenuyeckas nypnypa (TTII)

OueHb peIKO TMocie NpPUMEHEHMs KIOMuAorpena (MHOTAA JaXe HENMpOAOJDKMTEIBHOIO)
OTMEYalIUCh CJIydad pa3BUTHs TpomGOTHYecKoi TpomGoumTonenuyeckod mypmypst (TTII),
KOTOpas XapakTepu3yeTcsi TPOMOOLMTONEHHEH M MHKPOAHTMOMAaTHYECKOH TeMONMTHYECKOH
aHeMHeH, COMPOBOXKIAIOIIMMHUCS HEBPOJIOrMYECKMMH PACCTPONCTBAMH, HapylieHHeM (QyHKIMH
noyek ¥ suxopaakoi. TTII sBnseTcs NOTEHUMANTBHO YrPOXKAIOUMM KM3HH COCTOAHHEM,
TpeOyIOLIMM HeMeIJICHHOTO JIeYeHUs, BKIIoyas niuasmadepes.

IIpuobpemennas zemogunus

Coo61manock o cydasx pa3sBUTHs NPUOOPETEHHOM reModuIIMK TPy npueMe kionuaorpena. Ilpu
MOJATBEPXKAECHHOM H307MpoBaHHOM yBenudeHnd AYTB, compoBoxparomeMmcs HWIH  HE
COIMPOBOXKAAIOIIEMCS Pa3BUTHEM KPOBOTEYEHHS], CIIEAYET PACCMOTPETh BOMPOC O BO3MOXHOCTH

pasBuTHs  npuoOpereHHONW remoduauMu. IlauMeHnTel ¢ MOATBEPXKACHHBIM  MarHO30M
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npuoOpeTeHHON TreMOQUINK NOKHBI HAOMIOAAThCS W JICYUTBCS CMELMANMCTaMH 110 STOMY
3a00JIEBAaHMIO M TIPEKPATUTh PHEM KIIONMIOIpea.

dynxyuonansuas akmugHocms usogepmenma CYP2C19

V nmauueHToB ¢ HU3KOM akTMBHOCTBIO H3opepmenTa CYP2CI9 npu npuMeHeHWH KIIOMMAOrpena
B PEeKOMEH/IYeMBIX JI03aX 06pa3yeTcs MeHbLUe aKTHBHOrO MeTafoNMTa KIonuaorpena u ciabee
BBHIPAXKEHO €r0 aHTHArPEraHTHOE JCHCTBHUE, B CBA3M C YEM NpPH NpUeMe 00BIYHO PEKOMEHIYeMBIX
7103 KJIOMMAOrpeja IMpH OCTPOM KOPOHAapHOM CHHJAPOME W/ YPECKO)KHOM KOPOHAPHOM
BMEIIATEILCTBE BO3MOXKHA 0oJiee BBICOKAas 4acTOTa Ppa3sBMTHA  CEepACYHO-COCYAMCTBIX
OC/IOKHEHHMH, 4YeM y TalMeHTOB C HOPMalbHON aKTHBHOCTBIO H3opepmenta CYP2CI9.
OXujaercs, YTo NMPUMEHEHHE JIEKapCTBEHHBIX CPEJICTB, KOTOPbIE WHIYLHMPYIOT aKTHBHOCThH
uzopepmenta CYP2C19, MoxeT NpHUBOAMTE K YBEJIMYCHHIO KOHLEHTpallMM aKTHBHOTO
MeTaboIUTa KJIOMUIOTPElia M MOBBILIATH PUCK BOSHUKHOBEHMS KpOBOTeUeHUs. B KayecTBe MepsI
MPeI0CTOPOKHOCTH HE PEKOMEHIYETCsl NPUMEHATh OJHOBPEMEHHO MOIIHBIE HHIYKTOPEI
uzopepmenta CYP2C19 wu knonuporpen. Mmerorcs TecThl U ONPEACNECHHMA TE€HOTHIIA
CYP2C19, xoTopkle MOTyT OBITh HCIOJB30BAaHBI JUIS MOMOIIM B BbIOOpE TepaneBTHYECKOH
crpateruu. CrielyeT pacCMOTPETh BOMPOC O NMPUMEHEHUH OoJiee BBICOKMX /103 KJIOMUIOrpena y
naumeHToB ¢ HU3Ko# aktuBHOCcThIO CYP2C19 (cm. paszgen «@®apMakOKMHETHKay MOApa3ie
«®dapMakoreHeTHKay, paseisl «C 0CTOPOKHOCTBION, «Crocob MPUMEHEHHS U A03BI»).
Ilepexpecmuble aniepzuyeckue wunu 2eMamono2uiecKue peaxyuu Mexicoy mueHonupuouHamu

V MaugMeHToB cleyeT cobupaTh aHaMHe3 Ha INpeAMeT UMEBLIMXCS paHee alIeprHYecKUX U/
reMaToJIOrMYecKUX peakuMil Ha Apyrue THEHONMPUIMHBI (TaKhe KaK THKJIOMHIMH, TIpacyrpen),
TaK Kak cooOIafoch O HAJIMYMK TEPEKPECTHBIX AJUIEPrHYECKMX H/WIM IeMaToJIOrHYECKHUX
peakuuii Mexay TheHonupuauHamu (cM. pasnen «IloGounoe aedcTBHe»). THEHONMMPUIAMHEI
MOTYT BBI3bIBATh YMEPEHHbIC W TsDKENbIC alJIeprHUECKHE PEakUWu (TaKhe Kak KOXKHas CBIMb,
AHTMOHEBPOTHYECKHMI OTEK) WJIM reMaToJIOrMYecKHue peakluy (Takue Kak TPOMOOLMTONEHHUs U
HefiTponenns). [lauMeHTbl, y KOTOpBIX paHee HaOJIONANUCh —aJIepruyecKue  W/Wim
reMaToJIOrM4ecKue peaklund Ha OJMH M3 NpPernapaToB IPYIIbl THEHONUPUAWHOB, MOTYT HMETh
MOBHILIEHHBIM PUCK pasBUTHUS MOJOOHBIX peaklMd Ha Jpyroi mpenapar rpyImbl
THEHOTIMPUIMHOB. PEKOMEHJyeTCcs MOHHTOPHHI TEPEKPECTHBIX — a/IEPrUYeCKUX — W/WiK
reMaToJIOrMYECKUX peaKLM.

Iloueunas Heoocmamo4Hocmo

OnBIT NpPUMEHEHHs KJIOMMIOrpeia y MAalMEeHTOB C THKEIOM MOYEYHOHW HEI0CTaTOYHOCTBIO
orpanuyeH. [103TOMy ClielyeT ¢ OCTOPOXXHOCTBIO MPHMEHATh KJIOMUAOTPEN y STOH TIPYMIIbI

MalMUECHTOB.
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Ileyenounas nedocmamoyHocms

MMeercss OrpaHMYEHHBIH OMBIT TPUMEHEHHMs KIOMHMAOIpesna y MAalKMEHTOB C TsKEIbIMH
3a00/IeBaHMAMHM  TI€YEHH, KOTOpble MOryT OBITb  TPEApACMONIOKEHBl K  Pa3sBUTHIO
reMopparuueckoro auaresa. [IoaToMy cieayer ¢ OCTOPOKHOCTBIO MPUMEHATH KIOMMAOTpen y

JIAaHHOM rpymnmel NalUE€HTOB.

Bausinue Ha cnnocoOHOCTH YHIpaBJsiTh TPAHCHOPTHBIMH CpeACTBAMH, MEXaHH3MaAMH
KHOI'II/LIIOFpCJ'I HC OKa3bpIBaCT CYLICCTBECHHOI'O BJIMAHUA Ha CHOCOGHOCTH, HeO6XOIII/IMbIe AJIA
yhpaBJICHUSA aBTOMOOMJIEM WJIM 3aHATUS JPYTMMHM TOTCHUMAJIBHO ONAacCHBIMH BHIaMH

ACATCJIBHOCTH.

®opma BbINyCKA

TabeTku, NOKPHITHIE TIEHOYHOM 06004K0i 75 Mr, 150 Mr 1 300 mr.

TabneTKu, MOKpPHITHIE TUIEHOYHOM 060710uK0# 75 Mr: no 7 uin 14 TabneTok B alrOMUHUEBbIA
crpun uim 6nucrep; no 1, 2, 4, 6, 8 unu 12 cTpunos, Uiy G1MCTEPOB BMECTE ¢ MHCTPYKIHUEH MO
MPUMEHEHHUIO B MTAUKy KapTOHHYIO.

TabneTku, MOKphIThIe MeHOYHOU o6onoukoi 150 Mr: mo 7 unu 10 TabneTox B alFOMUHHEBBINA
crpun uau Giucrep; mo 1, 2, 3, 4, 6, 8, 10 mmm 12 crpunoB mmm 6IMCTEPOB BMECTE C
WHCTPYKLIMEH M0 MPUMEHEHHIO B Ma4YKy KapTOHHYIO.

TabneTku, NOKpLITHIE MUIEHOUHOM 060s04uK0#t 300 Mr: o 10 TabneTok B aMOMHHMEBBIA CTPHII
wmi Givcrep; no 1, 2, 3, 6 wiu 10 cTpunoB wiu OGIUCTEPOB BMECTE C HHCTPYKUHMEH IO
NPUMEHEHHUIO B N1aYKy KapTOHHYIO.

KomOuHHpoBaHHas yIaKoBKa:

1 Tabnerka 300 mr + 28 TabneTok 75 mr:

[To 7 unu 14 TabeTok 75 Mr B aIFTOMUHHEBBIN CTPUI WK OaucTep;

no 1 ta6nerke 300 Mr B aTFOMHUHHEBBIN CTPUI WK OiMCTEp;

no 2 (no 14 ta6nerok 75 mr) wiu 4 (no 7 tabnerok 75 mr) crpuna unu 6aucrepa u 1 (300 mr)
CTpHMITY WK OJIMCTEPY BMECTE C MHCTPYKLIMEH 110 MPUMEHEHHIO B [TAYKy KapTOHHYIO.

TabieTku, MOKpPHITHIE MIIEHOYHO# 06010uK0i 75 Mr, 150 Mr 1 300 mr: no 28, 30, 40, 56, 60, 80,
84, 100, 120 u 164 Tabnetku Bo dakon u3 [IDBII ¢ 3aBuHuKBaromelics kpbimkoii 13 II9BIIL

[To 1 ¢pnakoHy BMecTe ¢ MHCTPYKLMEH 110 MPUMEHEHHIO B IAYKy M3 KapTOHa.

Cpoxk rogHoctu
3 roxa.

He NPUMEHATH IOCJIE UCTEYECHUS CPOKaA r'OJHOCTH, YKa3aHHOI'O Ha yHaKOBKe!

Yci0Busi XpaHeHHs!
XpaHuTh npu Temrnepatype He Boie 30 °C.

XpaHHTb B HEAOCTYITHOM AJisA JIETEe MecTe.
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JIT1-002947-081021

YcnoBusi oTnycka

OTmycKaroT 1o peuenty.

IIponsBoauTen

Oxkcdopa Jla6oparopus I1et. Jita, Muaus

Cypseit Ne 256/1, ITnot Ne D-19, D-20, Bunnamk: banna, Tanyka: [Mapau, nuctpukr: Bancan -
396 125, Unnus.

Baagenen PY u opranusauusi, npuHAMAIOLIAs PeTeH3HH NoTpeduTeIei:
000 «ECKO ®APMAY, Poccus
121471 Mockga, Moxaiickoe mocce, J1.29/2, ctp.1

[IpencraButens GUpMb Tkuors JlymGa
000 «3CKO ®APMA»
M3 PO

| 5 [ SRCTEPTHBIA OTUET E

| £ |REACTBHTEIEH JVIA IAHHON

| ® | mEpcUMpOKYMEHTA | §

: 00000000038
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