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MMHUCTEPCTBO 3/IPABOOXPAHEHHWA POCCHUMCKOH ®EJEPALIVHA

HMHCTPVKIIMA
10 MEJULIMHCKOMY IIPUMEHEHHIO JIEKAPCTBEHHOT'O ITPEITAPATA

K.uonmxexc®

Perucrpauuonnsiit Homep: JII1-001246

Toproeoe Haumenosanue: Knormnexc®

MexayHapoaHoe HenaTeHTOBAHHOe HAHMEHOBaHNe: KJIONUOTpel
JlexapcTBennas ¢gpopma: TaGleTKH, MOKPHITHIE MIIEHOYHOM 06010uKOH

Cocras

Onua TabneTka, MOKPHITas INIEHOYHOM 060I0YKOMH, CONEPIKHUT:

Heticmeyrowee eewgecmeo: xnomuporpen 75,00 Mmr (B BuAe Kionuuorpena ruapocynbdara
¢opmsl-1 — 97,875 mr).

Bcnomozamenvuvie eewyecmea: rumponoza— 6,125 mr, mannuton — 120,175 mr, wemmonosa
mukpokpuctamdeckas (PH 102) — 17,150 mr, makporon-6000 — 2,450 mMr, kxacTopoBoe Macno
THAPOreHUsUpoBaHHoe — 1,225 Mr; obonouka mabnemku: onaapaii po3oBBIH  (J1aKTO3HI
MoHoruapat — 2,800 mr, runpomemnosa (15 CPS)— 1,921 mr, tutana auoxcup (E171)—
1,656 mr, tpuanetud — 0,560 mMr, kpacurens sxene3a okcup kpacHeiit (E172) — 0,063 mr) —
7,000 M.

Onucanue
JIBOSIKOBEINYKIIbIE KpPYTJIble TaOJeTKH, MOKPHITHIE IUIEHOYHOH O00OJIOUKOM, CBETIIO-PO30BOTO
1BeTa.

d)apmaKOTepaneBanecKaﬂ rpynma: anTuarpe€ranTHo€ CpEACTBO.

Kon ATX: BO1AC04
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®apmaxosoruiecKue CBoicTBa

DapMaKoOUuHamMuKa

Knonmpgorpen nmpeacraeisieT co6oil MpoJiekapcTBO, OJMH U3 aKTUBHBIX METabONUTOB KOTOPOIo
ABISETCS MHTUOMTOPOM arperanuu TpoMOonuToB. J[ns oOpa3oBaHMs aKTHBHOIO METabOJIMTA,
KOTOpHI MOAABJISET arperalyio TPOoMOOLMTOR, KIOMMAOrpeN AOJDKEH METabonM3MpoBaThCs C
NOMOIIBIO M30(epMEHTOB cucTeMbl LuToxpoMa P450 (CYP450). AxruBHBIA MeTaGomuT
KJIONMAOTPENia CENEKTHBHO MHrHOUpyeT cBs3bIBaHHE ajeHo3uHAMdocdata (AJlD) ¢
peuenropoM TpomOouutoB P2Y12 m nociemyromyio AJIP-omocpenoBaHHYIO aKTHBALMIO
komiviekca GPIIb/Ila, npuBoas X TOJAABACHMIO arperaiuy TpombouuTor. brnaropaps
HEeoOpaTUMOMY CBS3BIBAHHIO TPOMOOLMTH OCTAIOTCS HEBOCIPHUMYHBEIMH K CTUMYJIsaiuu AJID
B TE€YEHHE BCETO OCTABIIETOCH CpoKa cBoei >xu3HM (mpumepHo 7-10 aHeit), a BoccTaHOBIEHHE
HOpMaJIbHOH (HYHKIMM TPOMOOLMTOB IMPOUCXOAUT CO CKOPOCTHIO, COOTBETCTBYIOIIEH CKOPOCTH
OGHOBIEHUS TPOMOOLMTOB.

Arperanus TpoMOOIMTOR, BEI3BaHHAs arOHUCTaMH, OTIIM4YHBIMU OT AJI®, Taxke HHrubupyercs
3a cueT GJIOKaJB! YCHIIEHHOW aKTHBALMU TPOMOOIMTOR BEICBOOOXAEHHBIM AJID.

Tak kak oOpa3oBaHME AaKTHMBHOTO MeTabOIMTa NPOMCXOAMT HpH MOMOIMM H30(hepMEHTOB
cucteMsl uroxpoma P450, HekoTOpHle M3 KOTOPBIX MOTYT OTJIMYAThCA MOJUMOPGH3MOM MIH
MOI'YyT MHTMOMPOBATHCS JAPYTMMH INpenapaTaMH, HE Y BCEX NAallM€HTOB BO3MOXHO aJIeKBaTHOE
HMHrHOMpOBaHMe arperaliu TpOMOOLUTOB.

Ipu exxexHeBHOM IMpueMe Kionugorpena B 1o3e 75 Mr 1 pa3 B CyTKM ¢ IepBOro ke JHA NpueMa
OTMEYaeTCs 3HAuMTeNbHOe mojxapienue AJI®-unpynmpyemoit arperanuu  TpoMGOLHMTOB,
KOTOpO€ IIOCTENIEHHO YBEIMYMBAETCA M 3aT€M, B MHTepBajle Mexay 3 U 7 AHEM IpueMa,
BBIXOJJUT Ha TIIOCTOSHHBEIA ypoBeHb (IpH JOCTHXKEHHHM pAaBHOBECHOTO COCTOAHMs). B
PaBHOBECHOM COCTOSIHMM arperauus TpoMOOLMTOB nojaBisiercs B cpegHeM Ha 40-60 %. ITocne
IpeKpalleHus NpHeMa KIOMUIOoIrpena arperauus TPOMOOIMTOB M BpeMs Kponoreqeﬂﬁx

INOCTCIICHHO BO3BpallalOTCA K HCXOAHOMY YPOBHIO, OOBIYHO B TEYECHHE 5 JHEH.

Kinnnndeckas 3¢ heKTHBHOCTE B 6€30MacHOCTh

BeszomacHocTe UM 5(¢EKTUBHOCTh KJIONHAOTpENa OLEHUBAIUCH B 7 J[ABOHMHBIX CJIEMBIX
uccnenoBaHusax ¢ ydactueM Oonee 100 000 mamuentos: uccnegoanuie CAPRIE, cpaBHeHMe
wionuaorpena ¢ aneruncanaumiosoii kucnotoit (ACK), a Ttarke wuccinemoanus CURE,
CLARITY, COMMIT, CHANCE, POINT u ACTIVE-A, B XOTOpHIX CpaBHHUBaJIM KJIOHHIOTPEI
¢ miane6o; oba NeKkapcTBEHHBIX Ipenapara, Ha3Hauanuch B komOunaiuu ¢ ACK u ppyroit

~ CTaHJapTHOM Tepanuei.
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Hedasno _nepeHecennulli __uH@ApKm _MUOKAPOd, HeOdBHO NEPEeHEeCEeHHbll _UHCYIbM U

QuazHocmupoeantoe 3abonesanue nepugepuyeckux agmepm?

B uccnegoeanne CAPRIE 6pimn BmodeHsl 19 185 manueHTOB ¢ aTtepoTpoM6030M, KOTOPHIH
IpOABWICA B BHAE HEJAaBHO MNEPEHECCHHOro MHpapkra Muokapna (<35 naHei), HeNaBHO
TIEPEHECEHHOT0 HMINEMUYECKOro MHCYNbTa (0T 7 AHeH A0 6 MeCsAlEB) WIM YCTaHOBIEHHOIO
3abonesanua nepudepuyeckux aprepuit (3[1A). Ilamuentsl ObUIM paHIOMH3MPOBAHBI IO
IpynnaM, IOJy4aBIIMM KIONHAOrpen B cyTouHo#t noze 75 mr, min ACK B cyroyHod nose
325 Mr, M ocTaBanMCh NOA HaGmoneHHeM B TeueHue oT 1 roja o 3 ner. B moxrpymme
NALVEHTOB, NepeHecnX HH(apKT MuoKapia, GoNbIMHCTBO manueHTtoB monydand ACK B
TeUeHHE IEPBBHIX HECKONBKHMX JHeH mocie octporo HHbapkra Muokapaa. Knomuaorpen
3HAYUTENHHO CHIDKAJl YACTOTY HOBBIX HIIEMHYECKHX COOBITHH (KOMOMHMpOBaHHas KOHEYHas
TOYKA - MH(APKT MHOKap/a, UIIEMUYECKHI MHCYIBT M COCYAMCTas CMEPTh) IO CPABHEHHIO C
ACK. AHanuz oOmell CMEPTHOCTH KaK BTOPHMYHON KOHEYHOH TOYKHM HE BBIABHJI 3HAYMMOTO
paznuuus Mexay KiomaaorpenoM (5,8 %) u ACK (6,0 %).

IIpu aHanu3e MOATPYIII C IPHMEHEHNEM KauyeCTBEHHOMN OLICHKH COCTOSIHUSA (MH(bapKT MHOKap/a,
nmemudeckuii mHCYNbT ¥ 3[IA) HauGonemmii >ddexT Tepanuu Habmonancs y MalMEHTOB,
BKJIIOYEHHBIX B MccegoBanue B cBs3y ¢ 3[TA (ocoGeHHO TeX, y Koro B aHaMHese OBUT HHpapKT
MuoKapza) u Gosee ciabriif >ddexr (HesHaunTenpHo orTnuyarommiics or ACK) y nmanuenTos,
NEPEHECIINX MHCYJIBT. Y MallMeHTOB, BKIIOYEHHBIX B MCCIIE/IOBAHHE TOJBKO HAa OCHOBaHUH
HEJIaBHO IIEPEHECEHHOro MH(apKkTa MHUOKapAa, pe3yJsraT B IpyNne KIonuaorpena Opu1
YHCJIEHHO XyXe, HO cTatucTuyecku He orauyancsa oT ACK. KpoMe Toro, ananus moAarpynmn 1o
BO3DACTY I03BOIAET TIPEATIONOKUTH, YTO GIATONPUATHEIA ShdEKT KIONUIOrpeNa y NalHeHTOB
crapine 75 ner 65U1 MeHee BEIPaXKEH, YeM Yy NAlMEHTOB B Bo3pacTe < 75 5eT.

Ocmpbiyl KOPOHADHBLY CUHODOM

B uccnenosanue CURE 65110 BimoyeHo 12 562 naupenTa, nepeHeCINX OCTPHIM KOPOHApHBIi
cunapoM Ge3 noasema cermenta ST (HecTabunbHas cTeHOKapaus WM UH(papKT MUoOKapia Oe3
3ybua Q), y KOTOpEIX B TeUeHHe MocnefHUX 24 4yacoB nosBwiIack 6onp B 0OImacTu rbylmoﬁ
KIETKM WIM CHMIITOMBI, YKa3blBalOIIME Ha MIIeMUIO. [N BKJIIOYEHUA B MCCICJOBaHUE
TpeGoBaniock, YToObl y nauueHToB Opui mbo u3smenenus JKI, ykasbiBaiomue Ha HOBBIE
HIIEMHUYECKHE SBJIEHUs, JIMOO NOBHINEHHBINA YPOBEHb KapAHO(QEpMEHTOB, MO0 YpPOBEHb
tponionuHa | wnu T, no kpaliHel Mepe, B 2 pa3a NpEBHILAIOIMIA BEPXHHUH Npeesl HOPMBL
IManueHTH GBUTM paHZOMH3HMPOBaHB! B IPYNNEI JIEYEHHS KIJIOMUAOTPENOM (HarpysodHas [03a
300 mr, zarem 75 mr/cyr, N=6259) wiu mnane6o (N =6303), xoToprie npuHUMaIu B
koMOunaiuu ¢ ACK (75-325 mr 1 pas/cyT) 1 ApyruMH cTaHAApTHBIMU NpenaparaMu. I1anuenTsl

MNoJIydaln JICYCHHC B TCUCHHUC NEpHOAa MIUTCIIPHOCTBIO A0 OJHOr0 roja. B uccnenosaHum



ot 30.11.2023 N= 25265

(Bxopswmi M3 N=4270107

COOTBETCTBYET 2KCNEPTHOMY OTYETY

CURE 823 nauuenTa (6,6 %) nonyyany CONMyTCTBYIOUIYIO TEPAIMIO AHTArOHUCTaMU PELIENITOPOB
GPIIb/Illa. T'emapun BeoaumM Oosee uyeM 90 % maumentos. ComyTcTBYyIOlNas Tepamus
renapyHOM He OKa3blBajla 3HAYUMOIO BIHMAHHMA Ha OTHOCHMTEJIBHYIO WYaCTOTYy pa3sBHTHs
KPOBOTEYEHHM} IIpH IpyeMe KIONMUAOTpesa U miauebo.

KonuyecTBo MalueHToB, Y KOTOPHIX OBlIa MEpBMYHAs KOHEYHas TOYKa (CMEpPTh OT CEpPAEUHO-
COCYQMCTHIX 3a00JieBaHuMii, MH(pApKT MUOKapAa WM MHCYIBT), cocTaBuio 582 (9,3 %) B rpynme,
nojyuaseit kionuporpen, u 719 (11,4 %) B rpynme, nomydasineii miane6o, a OTHOCHTEBHEIHA
pHuck Gb11 cHIKeH Ha 20 % y rpynmsl, nojiy4aBmeil KJIonuaorpes (CHIKEHHE OTHOCHTEIBHOTO
pucka Ha 17 % mnpu KOHCEpBAaTUBHOM JI€YEHMM MAalMEHTOB, Ha 29 % IpH BHIOJHEHHH
YPECKOXHOM TPaHCIIIOMUHANIBHOM Kopbuapﬂox‘fl anruoruactukn (UYTKA) co crenrom umm 6e3
Hero U Ha 10 % mpu BeIMONHEHMH aoprokopoHapHoro myHTtupoBaHus (AKII)). Ifocne 3
MecHLIEB JIeYeHUs PenMyIecTBo, Habmoaasieecs B rpynne kinonuporpen + ACK, 6onbme He
YBEJIMYUBATIOCH, B TO BPEMsI KaK PUCK KPOBOTEUEHHs COXPaHAJICS.

KosmuecTBo manueHTOB ¢ KOMOWHHUPOBAHHOW NEPBMYHON KOHEUHOH TOYKOH (CMepTh oOT
CepAEYHO-COCYMCTHIX 3abonieBaHuii, UHGAPKTOM MHOKapAa, MHCYJIBTOM MM pedpaKTepHOH
uemueit) coctaswio 1035 genorek (16,5 %) B rpynne, nomydyarmei kionuporpen, u 1187
(18,8 %) B rpymme, nmojyuarmei mianedo. BiusHus Ha 4aCTOTY MOBTOPHBIX I'OCIHTANH3AHUHA 110
TIOBOAY HECTaOMIIbHOM CTEHOXapIMK He HabMIoAaIOoCh.

Honoxurensuele d¢dekTs, HabmoaaeMsle NMPU NPUMEHEHUH KJIONMAOrpena, He U3MEHAIUCh
IpH KPaTKOBPEMEHHOM WM JUIMTEIBHOM IPUMEHEHHUM JPYTMX CepAeYHO-COCYAUCTHIX
npenapatoB (takux kak remapun/HMI, apraromuctsl GPIIb/IIla, rumonuMnumeMuyecKue
npenapatbl, Oera-6nokaropsl U uHruoutopsl AllD). DddexruBHOCTE KIONMAOIpeNa He
3aBucena ot 1036 ACK (75-325 mr 1 pas/cyT).

V manueHToB ¢ OCTPHIM MH(APKTOM MHOKapAa ¢ noxbemoM cermeHra ST GesomacHocTs M
o deKTUBHOCTE  KJIONUIOrpeNia OLEHMBaJach B 2  paHAOMU3MPOBaHHBIX Iulane6o-
KOHTPOJIUpYeMbIX ABOMHBIX cienbix uccienoBanuax CLARITY n COMMIT.

B uccnepnoBanun CLARITY yuyactBoBan 3491 mamueHT, KOTOpHIE NOCTYNHIM B CTalMOHAp B
TeyeHue 12 yacoB nociie pa3BUTUA MH(apKTa MUOKap/a ¢ nmoaseMoM cermeHTa ST M KOTOpEIM
Oblna nokazaHa TpombonuTuueckas tepanus. [lanueHTs nomyyany Kinonuaorpel (Harpy3odHas
no3a 300 mr, 3atem 75 mr/cyt, n = 1752) unmn mnaune6o (n=1739), o6a B xombunauun ¢ ACK
(or 150 pmo 325Mr B KayecTBE Harpy3oyHOH J03Bl, 3areM OT 75 po 162 mr/cyt),
¢bubpuHOIUTHYECKUil Mpenapar M, NpH HeoOXOAMMOCTH, renapuH. [lanueHTOB HaOmopanu B
teyeHne 30 nanei. IlepBMYHOM KOHEYHON TOYKOH ABJANIOCH HAJIMYME OKKIIO3MM B MH(QApKT-
CBSI3aHHOM KOPOHApHOM apTepHM Ha aHTMorpaMMe Iepel BBIIUCKOH, CMEPTh MJIM NOBTOPHBIN

MH(papKT MUOKapZa A0 NpPOBEICHH KOpOoHapHOW aHruorpaguu. JIns naiueHTOB, KOTOPHIM He
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NPOBOAMNIACh aHTHOTpadus, NEPBHYHOM KOHEYHON TOYKOH OBlIa CMEpTh MIM PELHAUB
HH(papKTa MHOKapJa KO JHIO 8 U K BHITMCKE U3 OOILHUIBL.

[Maraamuate npouentoB (15,0 %) nanuenToR B rpynmne xionuporpena U 21,7 % B rpymme
nnanebo AOCTHUINIM NEPBHYHON KOHEYHOM TOYKM, 4YTO NpPEACTaBIAeT coboii abcomoTrHoe
CHIDKeHHe Ha 6,7 % W pazHuly cHkeHHsA B 36 % B moss3y Kionuaorpeiia. 3To B OCHOBHOM
00YCIIOBJIEHO YMEHBINEHHEM OKKIIO3MM B HMH(ApKT-3aBHCUMBIX KOPOHApHBEIX apTepHsiX. IJTO
IPEUMYIIECTBO OCTABAIOCH NOCTOSHHEIM BO BCEX MPEBAPUTENLHO ONPEAETICHHBIX M0 BO3PACTY
U MOJy, JIOKanu3auuu WHpapxTa M THUIY HCTONB3yeMoro (HOpHMHOJIMTHKA WM TIelapuHa
HOArpYNIax MalyeHTOB.

Uccnepopanne COMMIT ¢ ¢akropusiM ausafinoM 2x2 Brmodano 45 852 mamuenra,
NOCTYNUBIIMX B Te4eHHWEe 24 4HacOB C MOMEHTa IOSBJICHHS CHMIITOMOB IIOJO3PEBaEMOrO
uH(papKTa MHOKapJa, YTo MOATBepxkAanock oTkIoHeHHAMH Ha JKI' (T.e. mojbeMoM cerMeHTa
ST, cumxennem cermenta ST win Giioxaoii neBoii HoxkM myyka ['vica). IlanueHTs moTyyamu
wionuporpen (75 mr/cyt, n=22 961) nmu mnanebo (n=22 891) B komOunamum ¢ ACK
(162 mr/cyT) B Teuenue 28 pHedl WM 10 BHIDMCKM M3 OGonbHHUBL. KoMOMHMpOBaHHBIMH
NepBUYHBIMM KOHEYHBIMU TOYKAaMHU OBUIM CMEPTh 10 JI0OOH NMpHYHHE U PasBUTHE IIOBTOPHOTO
nH(papkTa, MHCYIbTa WK cMepTh. [lonmynsuus Bxmoyana 27,8 % xenmmH, 58,4 % nauueHToB B
Bo3pacte 60 yiet u ctapme (26 % > 70 net) u 54,5 % nauKeHTOR, NOMYYaBMNX GUOPHUHOTUTHKYL.
Knonuporpen 35a4nTeNsHO CHIDKAN OTHOCUTENBHBIH PUCK CMEPTH Mo J060it npuyuHe Ha 7 % u
OTHOCUTEBHEIM pUCK KOMOMHAIMK NOBTOPHOro MHGapKTa, HHCYJIbTa WIM cMepTH Ha 9 %, uTo
coctaBnsano abconmorHoe cHwkeHue Ha 0,5 % u 0,9 % cooTBETCTBEHHO. JTO MPEMMYILECTBO
OCTaBaNoCh MOCTOSIHHBIM JJIA IPYIN NALMEHTOB pa3HOro BO3pacTa, I10J1a, NPHHUMAIOIMX HJIIH
He NpMHUMAKOIMX GHUOPHUHOIUTHKY, 1 HabIoAanocs yxe yepes 24 yaca.

Jesckanayus unzubumopos peyenmopog P2Y12 6 mepanuu ocmpoz0 KODOHAPHO20 CUHOPOMA

[Nepexon ¢ Tepamuu MOIIHEIM UHrHOMTOpOM penentopoB P2Y12 Ha nedeHue KIOMAIOrPeNoM B
coueranuu ¢ ACK mnocne 3aBepuieHus octpoil ¢asel octporo uHpapkra muokapaa (OMM)
u3yqajycs B JBYX PpaHIOMHM3UPOBAaHHBIX WHHLMHPOBAHHBIX MCCIEAOBATENEM KIMHUYECKHX
uccienoBanusax (TOPIC u TROPICAL-ACS). .

B paHIoMH3UpOBAHHOM OTKPHITOM KJIMHMYECKOM uccaenosanun TOPIC npuHuManu ydactue
nanyeHTsl, nepeHecmine OHMM, KOTOphIM  BHINONHANOCH YPECKOKHOE KOPOHapHOe
BMewatenseTBo (UKB). ITanuentsl, nonyyaBmue ACK u oquH 13 60ee MOIIHBIX HHTHOUTOPOB
perenTopoB P2Y12, y KOTOpBIX HE pa3BHIIUCH HEOJArONpUATHEIE COOBITUS B TEUCHUE OJHOIO
Mecsna, Wi OBIM nepeBeJeHsl Ha Tepanuio (¢ukcupoBaHHOH komOuHamueit ACK wu
KIonuaorpena (mesckanauus JABOHHOM  aHTUTpoMOouuTapHoit Tepamuu (JIAT)) wm

NpOJOJIKHUIN IPUHMMATh paHee Ha3HayeHHBle npenapathl (HeusmenHas [IAT).
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CoOBITHS, BKIIOYEHHHIE B KOMOMHMPOBaHHYIO NEPBHYHYIO KOHEYHYIO TOYKY (CMEPTH OT
OCJIOXHEHHH CepeYHO-COCYAUCTHIX 3a001€BaHu, MHCYIBT, SKCTPEHHAs PEBACKY/SIpU3alMd U
KpOBOTEYeHMs1 TUna 2 wii Ooynee Tsdkensle KpoBoTedeHus Mo mkane BARC
(MccnemoBaTenbCKOro aKaZeMHYecKOro KOHCOpPLMYyMa IO KPOBOTEYEHHAM)), YEPe3 OJHMH TOf
nocne nepesecensoro OVIM Grpinm 3apeructpupoBanbl y 43 wu3 322 mamwentos (13,4 %) B
rpymne aesckanauuu JJAT u 85 naumentoB m3 323 (26,3 %) B rpynme HemsMenHoit AT
(p <0,01).

CTaTHCTMYECKH 3HAYMMOE pa3iM4de B OCHOBHOM OOYCJIOBIEHO COKpaIUCHHEM KOJIHWYECTBA
CcllyJaeB KPOBOTEYEHHs, B TOM 4KCIe KpoBOoTedeHHMH, kotoprie mo mkane BARC 6Gonee wu
paBHHl 2 (4 % B rpynme jeackananuu u 14,9 % B rpynne, nomydasmed HeusmeHHyto JIAT), npu
5TOM HE€ HabOJanoch CYIIECTBEHHBIX pa3NIMYMii B 4YacTOTe HIIEMHMYECKUX OCJIOXHEHMMA
(p=0,36).

B paHIOMH3HPOBAaHHOE OTKPHITOE KIMHMYECKOE HCCIEN0BaHME ‘TROPICAL—ACS 93011
BKmoueHs 2610 manuentos ¢ OVIM, NOATBEpXIEHHBIM aHAM30M Ha OGMOMAapKephl, IHOce
nposenenns YKB. [TaupenTs! 66114 paHAOMH3HMPOBAHEI B IPYIIEI Ul MOJTy4YeHHUs Mpacyrpelna
(mam 0-14) unu npacyrpena (nuu 0-7), a 3aTem kionuporpena (auu 8-14) B kom6unanuu ¢ ACK.
Ha 14-ii neHp Gblia npoBejeHa oueHka GyHKIMH TpoMGouuToBs. TlanuenTs! U3 nepBoii rpymnIbl
Tepanuy TOJBKO IPACYrPeNoM IPOoIOIDKaIY IPUHUMATh Npacyrpen B Tedenue 11,5 mecsues.

V nanpeHTOB U3 IPYIIBI 3aMEHHl Tepanuy OBUT BHINOJIHEH aHalM3 Ha BEICOKYIO PEaKTHMBHOCTH
tpomGouuro (BPT). Ilamuents: ¢ BPT > 46 exunun Oblin CHOBa NEpEBE/EHBl HA Tei)anmo
IpacyrpeioM, Kotopyio noixydamu B TedeHue 11,5 mecsuer. Ilampentsr ¢ BPT <46 enunuiy
TIPOJOJDKUIIM JiedeHHe KIOMUIOrpenoM B jo3e 75 Mr/cyTku B TeueHue 11,5 Mecanes. Taxum
06pa3oM, B IpYIie YIpaBisAeMoil 3aMeHbI TEPalMH NaLMEHTH oMydanu i npacyrpen (40 %)
unn  xnomugorpen (60 %). Bcee maumentst nomydanu ACK, nocnemyromee HabmoneHue
HPOAOJDKAIOCH B TEUEHHUE OJJHOTO roja.

IlepBryHas KOHEYHas TOUKA BKJIIOYaia KOMOHHALMIO CEpAIEYHO-COCYAMCTOR CMEPTH, MH(apKTa
MMOKapja, UHCYJbTa U KPOBOTEYEHHs THIA 2 MM Ooliee THKENBIC KPOBOTEUEHHS IO LIKANC
BARC. Hccnenosanue NpoOLEMOHCTPUPOBANIO OTCYTCTBHE Pa3IMUMM MEXKIy TIpynnamu IO
IIEpPBUYHOM KOHEYHOI Toyke Mo KpuTepuro non inferiority. VmpasnseMmas 3aMeHa TepaluM He
npuBeja K MOBBIIEHHIO DHCKA DPa3sBUTHA HMIIEMMYECKHMX OCJIOXHEHMH (2,5 % B rpymnme
aesckananuy 1 3,2 % B KOHTPOJBHOM IpyIIe), a TakKe YaCTOTHl KPOBOTEYEHHH THMNA 2 WM

6onee no mxane BARC.
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Heounas anmumpomboyumapnas mepanus (JIAT) npu ocmpom Manom umemuieckom uHcybme

(UH) unu mpanzumopnoi umemuyveckou amaxe (THA) cpednezo unu 8ubicoxo20 pucka

Ouenxa JIAT B xombGunamum ¢ xinomuporpenoM M ACK ¢ nenmbio npoQuIakTHKH HHCYJIbTa
nocyie octporo majioro MM i THA cpennero i BEICOKOTO pHCKa MPOBOAMIACH B XOJIE ABYX
pasaomusupoBadHeX uccnenoanuii: CHANCE u POINT - ¢ nonydeHHeM JaHHEIX 10 MCXO4aM
JUIs KITMHAYeCKoH 6e30nacHOCTH M 3¢ eKTUBHOCTH.

Hccneoosanue CHANCE (npumenenue Kionuoozpena y NAYUEHMOB C 6bICOKUM PUCKOM
Pa36UMUsL OCHPLIX HAPYUWEHUL MO3206020 KPOBoOOpaujeHus be3 uHeanuou3ayuu)

B 3TOM paHIOMHM3HMPOBaHHOM JBOHHOM CIIENIOM MYJIBTHLEHTPOBOM ILIaneGo-KOHTPOJIUPYEMOM
KITHHUYECKOM HCCNeNOBaHMH NpHHAIM ywyacte 5170 maumenToB m3 Kutas ¢ octpoit TUA
(ouenka ABCD2 >4) unu octpeiM MansiM uHCynsToM (NIHSS <3). IMaumedts! B 06eux
rpynmnax B 1-i aens nomyuniu 103y ACK B OTKpEITOM pesxuMe (BETHYHMHA 03 BapbUPOBAJiach
B JuamazoHe or 75 pmo 300mMr, no3y ycTaHanMBan Jiedamuii  Bpay). IlanmeHTs,
PaHIOMM3UPOBAHHEIE B IPyNmy NpuMeHeHus kinonuporpena u ACK, mony4min Harpy3ouHyro
no3y 300 mr B 1-# fieHs, moce yero Mmoiyyand KIONuzorpen B fo3e 75 mr 1 pas B CyTKu B
nepuox co 2-ro aHs no 90-i nens BxmountensHo U ACK B noze 75 Mr 1 pa3 B CyTKH B IEPHOJ,
co 2-ro gHA mo 21-H AeHp BKMIOYUTENBHO. [lalMeHTH, paHIOMH3UPOBaHHBIE B TPYIIIY
npumeHenns ACK, nonmyyanu nnaue6o-Bepcuio Kionuaorpena B nepuox ¢ 1-ro gus mo 90-i
nens BkmountenbHo B ACK B no3e 75 Mr 1 pa3 B cyTku B mepuoj co 2-ro aus no 90-i aeHs
BKJIFOUUTENBHO.

IlepeuuHoii KOHE4YHOH TOUKOH 5S((EKTHMBHOCTH SBIANCA HOBHIA CHOyYail HMHCYJIbTA
(MIIEeMHYECKOro MM reMopparudeckoro) B neppele 90 aneil mociie octporo manoro UM umm
THA Bricokoro pucka. Takue ciayyam Obumu 3apeructpupoBansl y 212 mauuentos (8,2 %) B
rpymnne npumenenusa knonuporpena u ACK mo cpaBrenuio ¢ 303 naumentamn (11,7 %) B
rpynne npuMenesuss ACK. Cinyyan VM nrabmopamuck y 204 nanuentoB (7,9 %) B rpymme
npuMmenenns knonuporpena ¥ ACK no cpaBaenmro ¢ 295 manmenrtamu (11,4 %) B rpymme
npumenenns ACK. I'emopparuyeckuii MHCYNBT CIYYHICS Y 8 MamMeHTOB B KaXHOW U3 ABYX
rpynn uccneposanus (0,3 % B xaxzoii rpynmne). CpeHeTsIKENoe WK TDKETI0€ KPOBOU3IMSIHHIE
Habmopanoce y 7 nauuentoB (0,3 %) B rpynne mpumenenus xiomuporpena 1 ACK u y 8
naiuenToB (0,3 %) B rpynne npumeneHus ACK. YacToTa pa3sBUTHS KPOBOTEYEHHM COCTaBUJIA
2,3% B rpynne npumeneHus kiomuporpena 1 ACK no cpaeHenmoo ¢ 1,6 % B rpymne

npumenenus ACK.
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POINT (mpomboyum-opuenmuposantoe unzubuposanue y nayuenmos c Hogoimu cayvaimu THA
unyu manozo UH)

B 3TOM paHAOMHU3HPOBAaHHOM ABOMHOM CIENIOM MYJBTHLEHTPOBOM IIALE60-KOHTPOIHPYEMOM
KIMHUYECKOM MCCIENOBAHUY NpUHsAIM ydactre 4881 nmamuenTt u3 pasHeIx cTpaH ¢ octpoit TUA
(ouenxa ABCD2 > 4) wmm octpeiM ManeiM uHCyasToM (NIHSS < 3). Bee manpenTs B 06eux
rpynnax mojy4dand po3sy ACK B oTkpeiToM pexume B nepuof ¢ l-ro g mo 90-it ness
(BeuMHa JI03BI BapbHPOBANAch B AManasoHe oT 50 1o 325 Mr, 03y ycTaHaBnMBan JNevammi
Bpay). IlanMeHTHl, paHIOMH3UPOBAaHHEIE B TPYyNIy NPUMEHEHHsA KIOMHAOTpeNa, MOIy4HINn
Harpy3o4Hyro no3y wionugorpena 600 mr B 1-i AeHs, rocie 4ero mnoiy4aau KIONHAOTPEN B
noze 75 mMr 1 pa3 B cyTku B mepuoj co 2-ro AHa nmo 90-i aeHp BKMOUMTENbHO. IlalMeHTHI,
PaHOOMH3UPOBAHHEIE B [pyNIy IpHUMEHEHHMA IUlaunebo, mnoiay4yand Iuiane6o-BepcHio
KJIONHUOrpena B nepuox ¢ 1-ro xus no 90-i AeHb BKIIIOYMTENBHO.

Ilepeu4HON KOHeyHOH TOuUKOH d>(deKkTMBHOCTH sABIANACH KOMOMHAIMA  MAaCCHBHBIX
nimeMudeckux ocioxkHenuit (MM, unbapkT MHOKapia MIH NETaNbHBI MCXON B pe3yJbTaTe
MIIEMHUYECKOTO  COCYAMCTOTO  OCNOXHEHusi) k 90-my pmio. Takue cnyyam OGputn
3aperucTpupoBanbl y 121 manuenta (5,0 %) B rpyﬁne npuMeHeHns kionuaporpena u ACK mo
cpaBHeHMIO ¢ 160 nmanuentamu (6,5 %) B rpynmne npumenenus tonsko ACK. MU, sensrompuiics
BTOpPHMYHON KOHEYHOH ToukoM, Habmopancs y 112 mnanuentoB (4,6 %), monyyapmumx
xnonuporpen U ACK, mo cpaBHenuto co 155 maumenrtamu, monyyapummmu ACK (6,3 %).
Bonemoe kpoBoTeyeHue, sBIAOLIEECS NEPBUYHON KOHEYHOW TOYKOW OLEHKH O€30IacHOCTH,
ciryqunocs y 23 u3 2432 nanuenTtos (0,9 %), nonyyasumx knonugorpen 1 ACK, u y 10 uz 2449
narpenTos, nomydamux ACK (0,4 %). HesHauntenbHoe KpOBOMBIHSAHHE CIyuywiocs y 40
naipenToB (1,6 %), nomyyapmux kinonuporpen u ACK, u y 13 nanuentos, nmonyyasmux ACK
0,5 %).

Ananus nepuoda Oeiicmeus npenapamoe & pamxax ucciedosanuti CHANCE u POINT

He 6r1n0 npeumymectea B ToM, 4yTo6sl npoaonxate JAT Gonee 21 qus. Knuunueckas nonssa
ot nponomxeHust JIAT 6onee 3 Henens npopeMoHcTpupoBaHa He 6buta. Ilenpto pacnpenenenus
MacCHUBHEIX MIIEMHMYECKHMX OCJIOXKHEHHMH M ClydacB MAaCCHBHOTO KPOBOMBIHSAHHS IO IpyIIaM
NeYeHus B nephone AEeHCTBHUs NpenapaToB OBUI aHANM3 BIUAHMA KPaTKOCPOYHOTO Iepuoja
pevcreus JIAT.

Dubpuayus npedcepoui

B xone ximnnyeckoro uccnenosanus ACTIVE-A nokasano, 4to y nanueHToB ¢ pubpuisnueit
npeacepaMi, KOTOpble MMENH, Kak MHHUMYM, OIMH (aKTop pHCKa pa3BUTHSA COCYIHMCTHIX
OCJIO)KHEHMH, HO ObUIM HECTIOCOOHBI NPUHMMATH HETPSIMBIE aHTUKOATYJISHTHI, KJIOMUAOIPEN B

couetanun ¢ ACK (no cpasneHuio ¢ npuemoM Toisko ofaHoit ACK) yMeHpman cyMMapHyIo
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YacTOTy MHCYNbTa, HH(bapKTa MHOKapAa, CHCTEMHOH TpoMO03MOOIMH BHE LEHTpPAIBHOM
HepBHoifl cuctemsl (ITHC) mnau cocymucToit cMepTH, B 60:IBIIEH CTENEHH 3a CYET CHUKCHUS
pHCKa pa3BUTHA HHCYNETA.

D¢ dexTUBHOCT MpueMa Kionugorpena B codetaHun ¢ ACK BBIBIANACE PaHO H COXPaHAIACh
10 5 ner. YMEHBIICHHE PHCKa KPYMHBIX COCYAMCTBIX OCJIOXHEHHMH B TIpyIIe NalHeHTOB,
npUHUMaBmKX Kiomuaorpen B coderanun ¢ ACK, Geo B OCHOBHOM 32 cueT GOJBINEro
yMEHBIIEHHs. YaCTOTH MHCYNBTOB. PHCK pasBUTHA MHCYIbTa JIIOOOH TSKECTH NPU IpHeme
knonuyorpena B codetanun ¢ ACK cHmwxancs, a TakkKe MMeNach TCHACHIMSA K CHIKCHHIO
yacTOTHl pa3BUTHS HH(paApKTa MHOKapiaa, HO HEe HabmMoJanoch pasinM4uii B 4YacToTe
tpoMGoambonuii BHe ITHC mnm cocyaucrod cmeptd. Kpome sTOro, nmpuem Kionuiorpena B
couetaund ¢ ACK ymeHbmman obmiee KOJIMYECTBO JHEH TOCHMTANM3alMH II0 CEPACYHO-

COCYIMCTBIM IIPUYHHAM.

DapmaKoKuHemuxka

Bcacvisanue

I[Ipy OJHOKPAaTHOM M TOBTOPHOM IpHEMe BHYTPb B JI03€ 75 MI' B CYTKM KJIONMHOTpen GBICTPO
BcaceiBaeTca. CpeaHee 3HaueHHe MakcuMaybHOM KOHIEHTPAIMHM (Cpax) HEHM3MEHEHHOTO
KJIONMOTPENA B IIa3Me KPOBH (MPUOTU3UTENBHO 2,2-2,5 HI/MI MOCie OJHOKPAaTHOTO NpHeMa
BHYTPb J03B 75 Mr) nocturaercsi npumepHo uepe3 45 muH mocne npuema. Ilo maHHEIM
BBIBEIEHMS MeTabOJIMTOB XIIONMHUAOTpeNa OYKaMu, abcopOIMs KIONUAOrpeNa COCTaBIET OKOJIO
50 %.

Pacnpeoenenue

In vitro KJIOTHAOTPEN M €ro OCHOBHOW IMPKYIHPYIOIMII B KPOBM HEAaKTUBHBIA MeTabOIMT
0OpaTUMO CBS3HIBAIOTCA ¢ GenkaMu mia3Mbl KpoBH (Ha 98 % u 94 % cOOTBETCTBEHHO), NaHHAsA
CBA3b ABJIAETCA HEHACHIAEMOH 10 KoHIeHTpaumy 100 Mr/mir.

Memabonusm

Krnonmuaorpen akTHBHO Merabonusupyercs B IedeHH. In vitro M in Vivo KIONMAOrpen
MeTaGonu3upyercs ABYMs IIYTSMM: NEPBHI — C MOMOLIBIO 3CTEpas, NMPUBOAUT K TMAPOIM3Y
KJIONUO0rpeNa ¢ 00pa3oBaHUEM HEaKTUBHOIO IPOU3BOJHOTO KapOOKCHIBPHOM KHCIIOTHI (85 % ot
UMPKYJIHPYIOIKX MeTabOMUTOR); BTOPOii — € MOMONIBIO H30(epMeHTOB LIuToXpoMa P450.
Kionuporpen cHagana Merabonu3upyercs [0 IPOMEKYTOYHOTO MeTabojuTa 2-OKCo-
knoruporpena. Iocnenyronmii MeTabonusM 2-0KCO-KIOMUAOrpeia NPUBOAKT K 0Opa3oBaHMIO
aKTHBHOTO MeTabojIMTa — THOJBHOIO NPOM3BOAHOrO Kiomuaorpena. In vitro 3TOT aKTHBBEIH
MeTabonuT o6pasyercs, IMaBHEIM o6pa3oM, ¢ noMolnso uzopepmenta CYP2C19 npu yyactun

TaKXKe HEKOTOPBIX APYrux uszogepmenTos, Bxmouasi CYP1A2, CYP2B6 u CYP3A4. AKTuBHEIHA
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THOJBHEIH MeTaGoIHT KIIONHIOTPENa, KOTOPBIHA OBLT BHAEIIECH B HCCIIE0BAHUAX in Vitro, OBICTPO
¥ HEOOPATHMO CBS3BIBAETCS C PELIENTOPAMHM TPOMOOLMTOB, TEM CaMBIM GIOKHpYs arperanuro
TPOMOOLIUTOB.

Cuax AKTHBHOTO METabOJMTA KJIOMMAOTpENa Mocjie NpHUeMa OJHOKPaTHOM Harpy3o4HOW HO3EI
300 Mr B 2 pasa Bellle, YeM Iocie 4-X JHEH npueMa MOJIEPKUBAIOIIEH 03B KIONHAOTpENa
75 Mr. Cpmax AOCTHIaETCS NPUOIH3UTENBHO yepe3 30-60 MuH.

Buigeoenue

Oxono 50 % mpenapara BBHIBOOMTCS IOYKaMHM M OKoJo 46 % uepes KHUIICYHUK B TEYCHHE
120 yacor mocne TnpueMa BHYTpPh YEJIOBEKOM C-meuenoro xmommporpena. Ilocre
OJHOKPATHOTO MpveMa BHYIpb H03Bl 75 Mr nepuop momysmBepenus (T1,) kmonmporpena
coctaBjsieT npuMepHo 6 uacoB. Tj, OCHOBHOIO IMPKYJIHPYIOIIETO B KpPOBH HEAKTHBHOI'O
MeTaboJIuTa 110Ce OAHOKPATHOTO 1 MOBTOPHOTO NPYEMA COCTABJISAET 8 YacoR.
Dapmaxozenemuxa

Hsopepment CYP2C19 BoBneyeH B 06pa3oBaHHME, KaK aKTHBHOIO MeTabonuTa, TaK M
IPOMEKYTOYHOr0 MeTabonura — 2-0Kco-Konuaorpena. ®apMakoKHHETHKA U aHTHArpEraHTHOe
neficTBHE AaKTHBHOrO MeTabonuTa KIOMUIOrpeNa, HCCIEJOBAHHBIE IOCPEICTBOM arperauyu
TPOMGOLIUTOR ex Vivo, OTJIMYAaroTCss B 3aBHCHMOCTH OT reHortuma msopepmenta CYP2CI9.
Annens rena CYP2C19*1 coornercfnyer TOJIHOCTHIO (DYHKIIHOHAIBHOMY MeTabonu3My, Toraa
kak autenu resop CYP2C19*2 u CYP2C19*3 spnsrorcs HeYHKUMOHANBHBIMH. OTH ajljIey
ABJIAIOTCA NpPUYMHOM CHIDKeHMs MeTabonu3ma npumepHo y 85 % mpeacraBureneit
eBponeouaHoON pacel ¥y 99 % mnpexncraButeneidl MOHrogouMaHOH packl. [lpyrue amnens,
CBA33aHHEIE C OTCYTCTBYIOLIMM MJIM CHIDKEHHBIM METabolM3MOM, BCTPEYAlOTCA pexe Hu
- BKIIIOYAIOT, HO HE OrpaHM4MBaoTCst, amnensiMu reHoB CYP2C19*4, *5, *6, *7 u *8. IlauueHTs ¢
HM3KOM akTuBHOCTHIO M3odepmenta CYP2C19 momxHsl obnagaTh ABYMs YKa3aHHBIMM BHILIE
aIenaMu reda ¢ notepeil ¢pyHkimu. OmyGIMKOBaHHBIE YacTOTH BCTPEYaeMOCTH (EHOTHIIOB
nu ¢ Hu3KoM akTtuBHOCcTBIO u3odepmeHTa CYP2CI9 cocTaBmAioT y NpeACTaBUTEINEH
eBpONICOMIHON packl — 2 %, y mpeicTaBuTeNeil HerpouaHoM pacei— 4 % Wy MOHIOJOMIHON
pacel — 14 %. ®apMaKkOreHeTHYECKOE TECTUPOBAHME I03BOJIAET ONPENENUTh TEHOTUI ¢
BapualbeILHOCTEI0 aKTUBHOCTH M3odepmenta CYP2CI9.

IMo pmanHBIM TepekpecTHOro uccienopaHus (40 noOpoBONBHEB) € y4YacCTHEM JHMIl € O4YEHb
BBICOKOM, BEICOKOM, NPOMEXYTO4HOM 1 HU3KOH akTUBHOCTHIO m3odepmenta CYP2C19, kakux-
nubo CyIECTBEHHBIX ba3npmm‘»’x B SKCIIO3MIMH aKTHBHOTO METabOJIMTa U B CpEIHHUX 3HAYEHMSIX
uHru6uposanus arperapn tpombouuror (MAT) (uunyuuposansoii AJI®) y no6poBobLEB ¢
OYEHB BHICOKOM, BEICOKOM U MPOMEXYTOYHOM akTUBHOCTEIO u3odepmenta CYP2C19 BrigBncHO

He Obuto. YV 100poBOMNBIER ¢ HU3KOH akTHBHOCTHIO M3odepmenta CYP2C19 skcnosuums

10



ot 30.11.2023 N= 25265

(Bxopswmi M3 N=4270107

COOTBETCTBYET 2KCNEPTHOMY OTYETY

aKTHBHOTO METaboNMTa CHMXanack Ha 63-71 % mno cpaBHeHMIO ¢ AOOPOBOJIBLIAMU C BEICOKOM
akTUBHOCTEIO M30depmenta CYP2C19.

IIpu wucnons3oBanuy cxemsl JeyeHus 300 Mr Harpy3oyHas [03a/75 MI NoAAepXUBaromas /103a
(300 mr/75Mr) y nmoGpoBoibleB ¢ HH3KOJ akTuBHOCTBIO m3odpepmenta CYP2C19
aHTUTPOMOOLMTApHOE HeHCTBHE CHIDKAJIOCh €O cpeiHuMHU 3HaueHHaMH UAT, cocrapistommmu
24 % (uepe3s 24 4) u 37 % (Ha 5 neHp uccnenopanus) no cpasHenmio ¢ AT, cocrasmsromumu
39 % (4epe3 24 1) u 58 % (Ha 5 neHb UcCNEOBaHNUA), Y 10OPOBOJIBIEB ¢ BEICOKOH aKTHBHOCTBIO
nzodepmenta CYP2C19 u 37% (uepes 24 u) u 60% (ma 5 neHs HccneqoBaHHA) Y
J0GPOBOJIBLER € NMPOMEKYTOUHOH aKTUBHOCTEIO M3odepmenTa CYP2C19.

Koraa ,uo6poson$u51 ¢ Hu3Ko# akTMBHOCTHIO M3odepmenTta CYP2C19 nonyyanu npenapar 1o
cxeme 600 Mr HarpysouHas jo3a/150 Mr noanepxxuparomas o03a (600 mr/150 mr), akcno3unys
aKTMBHOrO MeTabonura Gpula BHINE, YeM npu npueme mo cxeme 300 mr/75 mr. Kpome storo,
HAT cocrasisno 32 % (uepe3 24 4) u 61 % (Ha 5 meHp MccneoBaHHS), uTo OBUIO OonbIe
TAKOBOIO Yy JIMI[ C HU3KO# akTHBHOCTHIO M3opepmenTa CYP2C19, nonyyaBmux npenapar Io
cxeme 300 mr/75 mMr, u GBUIO HOAZOOHO TaKOBOMY B IpyNNax ITalMeHTOB ¢ OoJiee BHICOKOM
akTMBHOCTHIO H30depmenta CYP2C19, momyyaBmux npenapat no cxeme 300 Mr/75 mr. OxHako
B MCCIIEOBAHUAX C YYETOM KIMHHYECKUX HCXOJIOB PEXUM HO3WPOBAHUS KIONMMIOIpena s
NAIlMEHTOB STOM IPYIIHl (TAIMEHTOB ¢ HU3KO# aKTUBHOCTHIO H3ohepMenTa CYP2C19) noka He
YCTaHOBJIEH.

AHaNOTMYHO pe3yNbTaTaM JaHHOTO MCCJECJOBaHUA METa-aHalM3 INECTH HCCIIEJOBaHUM, B
KOTOpBIH BOLIK AaHHEIE 335 n0OpOBOJNBIEB, MONYyYaBIIMX KJIONMAOTPEN M HAaXOJUBLIMXCS B
COCTOSIHMM JOCTIDKEHHMs pABHOBECHOW KOHLEHTpalMy, IOKa3ak, YTO IO CpPaBHEHHIO C
A06poBosiblIaMl ¢ BeICOKOM akTuBHOCThIO M3oepmenta CYP2CI9 y moGpoBonmsuer c
IPOMEXYTOYHOH akTUBHOCTRIO M30(pepmeHTa CYP2C19 sKkcroszunus akTHBHOIO MeTaboiaMTa
cHmKanack Ha 28 %, a y 10OpOBONBLER ¢ HU3KOH akTHBHOCTHIO m3odepmenta CYP2C19 — Ha
72 %, B 10 BpeMs kak AT OBINO CHIKEHO € pasinyusaMy, cocTaBissomumu 5,9 % u 21,4 %
COOTBETCTBEHHO.

He npoeoaunoce ouenku BnusHus reHotuna CYP2C19 Ha ximHMYeCKHE HCXOB! Y NAlUEHTOB,
HOJIy4aBIIMX KJIONMAOIpeN, B IPOCHEKTHUBHBIX paHAOMU3HPOBAHHBIX KOHTPOJIHPYEMBIX
uccnenopanuax. OfHAKO Ha HACTOAIIMA MOMEHT MMEETCS HECKONBKO PETPOCIEKTUBHEIX
aHaJIM30B. Pe3yNpTaThl I€HOTUNMpPOBAaHUS IONYYEHBl B XOA€ CHEAYIOUMX KIMHHYECKHX
uccnenopanuii: CURE, CHARISMA, CLARITY-TIMI 28, TRITON-TIMI 38 u ACTIVE-A, a
TAKOKE B HECKOJIBKUX ONYOJIMKOBaHHBIX KOTOPTHBIX UCCIIEAOBaHMSX.

B uccnenopanun TRITON-TIMI 38 u 3-x koroprHeix uccinepopanusax (Collet, Sibbing, Giusti)

NalrCHTHI KOM6HHHp0BaHHOI71 rpymnmnsl ¢ HpOMCX(YTO‘lHOﬁ WIM HH3KOH aKTHBHOCTBIO
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mzodepmenta CYP2C19 umMenn Gonee BEICOKYIO YACTOTY CEPAEYHO-COCYAMCTHIX OCIOXHEHUH
(cMepTh, UHGAPKT MHOKApAa M MHCYIBT) MM TpoMOO3a CTEHTA 10 CPABHEHHIO € TaKOBEIMH Y
NALMEHTOB ¢ BEICOKOI akTBHOCTEIO M30depmenTa CYP2C19. ‘

B wuccinenopannn CHARISMA u OHOM KOFOPTHOM MCCIefoBaHHMM (Simon) yBelMYeHHe
YacTOTHl CEPAEYHO-COCYUCTEIX OCIOXHEHHI HabIroAanock TONBKO y MAlMeHTOB ¢ HHU3KOH
akTUBHOCTEIO H30(epmenta CYP2C19 (hpn UX CpaBHEHHWM C MalMeHTaMHM C BBICOKOIA
akTHBHOCTHIO H3othepmenta CYP2C19).

B wuccnenoanun CURE, CLARITY, ACTIVE-A u ogHOM M3 KOTOPTHBIX HCCIIEIOBaHMI
(Trenk), He HaOJOAANOCH YBEMMYEHMS YacCTOTHl CEPAECYHO-COCYAMCTHIX OCJIOXKHEHUH B

3aBMCHMOCTH OT aKkTHBHOCTH M3odepmenta CYP2C19.

Oco0ble rpyInel NallMEHTOB

DapMaKkOKMHETHKA aKTHBHOTO MeTaboJHTa KIONMHAOIpeNa B OCODOBIX IpyNNax MNalMeHTOB HE
U3y4aJach.

Iayuenmor cmapwe 75 nem

Pasnuuuii B mokasaressX arperaiid TPOMOOLMTOB U BPEMEHH KPOBOTEYEHHS MEXIY JHMIAMM
IOXKMIIOro Bo3pacta (crapuie 75 5ieT) ¥ MONOABIMH R0OpoBoiblaMy He Habmopanock. He
TpebyeTcs KOpPeKIMH 103l KIONUAOTpena IS JIUL IOKHUIIOro Bo3pacTa.

Hemckuii go3pacm 0o 18 nem

Kimanyeckue JaHHBIE OTCYTCTBYIOT.

Ilayuenmui ¢ napywieHuem GyHKYUU no4ex

Ilocne MOBTOpHBIX IPUEMOB KIONMUAOrpena B 03¢ 75 MI/CYTKH Yy MaIlUEHTOB C TKEIBIMU
HapymeHusMu GpyHKipn novek (kmupenc kpeatuHuHa (KK) ot 5 go 15 Mn/mMun) uarubuposanue
AJI®-uHynpoBaHHOM arperanyy TpoMOoIuTOB OBINO Hmke Ha 25 %, 4YeM y 3[0POBBIX
JOGPOBONBLEB, O/{HAKO YAJIMHEHUS BPEMEHH KPOBOTEYEHHS HE OTMEYAJIOCh.

Iayuenmu: ¢ Hapywienuem QyHKyuu nevenu

Cpeanee BpemMa KpoBOTedeHMA UM HHruOmpomanue AJID-mHAYNMPOBaHHOM arperaluu
TpoMGOLUTOB NpPH NpPUMEHEHUH KIONUJorpena B jAo3e 75 mr/cyrku B TeueHue 10 gmeii y
NAlEHTOB C TSDKENBIMM HapyIICHUAMU -QYHKUMM I€YEHH CONOCTABUMO CO 3IO0pOBHIMH
JI0GPOBOJIBEIIAMM.

Pacoeas npunaonescnocmeo

PacnpocrpanenHocts  ayieneit  remoB  m3opepmenta CYP2C19, orBeyaromux 3a
IPOMEXYTOUHEIA MJIM CHWJKECHHBIA METaGOoNM3M, OTJIMYAaeTcs y IpPEeACTAaBUTENel pasiudHBIX

PacoBEIX rpyii. FIMeroTcs orpaHM4eHHEbIE IUTEpaTypHEIE JaHHble 00 UX paclpOCTPaHEHHOCTH Yy
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IpeACTaBUTENEH MOHTOJIOUIHOM Packl, YTO HE MO3BOJIAET OLEHUTH 3HAYEHHE FeHOTUIIMPOBAHMA
n3zodepmenta CYP2C19 ains pa3BUTHS HIIEMHYECKHX OCIOXKHEHHM.

Iloxa3zaHus K NpHMEHEHHIO

Bmopuunas npogunaxmuxa amepompombomuieckux 0CROHCHEH U

e V¥V B3pOCHBIX NAIMEHTOB IOCTE HEJABHO NMEPEHECEHHOTo MH(apKTa MHOKapAa (C JaBHOCTEHIO

OT HECKOJIBKMX OHe#l no 35 nHeit), HEIAaBHO NMEPEHECEHHOTO HMINEMHMYECKOTO HMHCYNBTa (C

JaBHOCTHIO OT 7 JHel 10 6 MecsleB) WIM IpPH JAUarHOCTUPOBAHHOM 3a00JICBaHUH

nepudepudeckux aprepuii (3[1A).

e ¥ B3pOCIEIX NAIMEHTOB C OCTPHIM koponapHmM CHHIPOMOM:

— OCTpHIi KOpoHapHKIH cuHApoM 6e3 momgsema cermenTa ST (HecTaOmiibHas cTeHOKapaus
Wi nHpapKT MUokapaa 6e3 3ybua Q), BKIOYas MALHMEHTOB, KOTOPBIE HOJDKHBI HOJIy4aTh
ME/IMKAMEHTO3HOE JIeYEHHE, ¥ TAlMeHTOB, KOTOPHIM MOKa3aHO YPECKOXKHOE KOPOHApPHOEe
BmemarensctBo  (UKB) (co  crenupoBanweM MaM  0e3  CTGHHpOBaHMA) MM
aopTokopoHapHOe 1yHTHpoBaHue (AKIII).

— ocTphlii MHpAapKT MHOKapAa ¢ moabeMoM cermeHtra ST, BKIIOYas TAIMEHTOB,
HOJYYaOUX MeMKaMEHTO3HOE JIEYEHHE, B TOM YHCIIE TPOMOOTUTHIECKYIO TEPAIIHIO.

IIpogpunaxmuxa amepompombomuyeckux U mpomMOOIMOONULECKUX OCNONCHEHUU Y B3DOCITbIX
nayuenmoe ¢ pubpunnsyueti npedcepouti (MepyamenvHou apummuet)

— V¥V B3poCHBIX NalMEHTOB ¢ GuOpwIIALMeil mnpencepanii (MeplaTeNsHON apUTMuEi),
AMEIOIIMX XOTA OBl OTMH (PaKTOp pHUCKa pa3BUTHSA COCYNHUCTHIX OCIOXXHEHHH, KOTOPHIE He
MOTyT npHHMMaTh aHTaroHucTHl BHTaMHHa K (ABK) u wuMmeor Hu3kuit puck
KpOBOTEUSHHMH, KIIOMUAOTpEN B coueTaHUH aneTnicannumioBoi kucnoroit (ACK) nokaszan
s pOQMIIAKTUKY aTePOTPOMOOTHUYECKUX U TPOMOOIMOONHUECKUX COOBITHI, BKIIOYAs
MHCYJIBT. '

V e3pocnvix nayuenmoe ¢ mpanzumopnou umiemudeckoii amaxoi (THA) cpeonezo unu 6v1coko2o
| pucka unu ¢ manvim umemuyeckum uncynomom (UH) (6 kombunayuu ¢ ACK)
Knonuooepen 6 kombunayuu ¢ ACK noxasan:
— Bspociem nauuentam ¢ TUA cpeanero unm BEICOKOro pucka (oLenka no mxane ABCD2*

> 4) unu ¢ mansiM W (NIHSS** < 3) B Teuenne 24 yacos nocie THA unu UN.
*[1Ixasa Juii OLCHKM pHCKa paHHero uHCyinbTa nocine THA, Gasupyercs Ha CIEAYHOIIMX NapameTpax: BO3pacT,
apTepHanbHOE AaBlICHUE, KIIMHUYECKAE CHMOTOMEIL, IPOAOKUTENsHOCTE THA U caxapHsIit inaler.

**][Ikana MHCYHTAa HALIUOHANIBHOTO MHCTHTYTA 3[0POBbS.
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

IIpoTnBonokazanus

['MnepyyBCTBATENLHOCTE K KIONMAOTPENY WM K JIOGOMY M3 BCIIOMOTATENILHEIX BEIECTE
npemnapara;

Tspxenas neyeHoYHas HEJOCTATOYHOCTE;

Octpoe KpoBoTeueHME, HampUMep, KPOBOTEYEHHE M3 TENTHUYECKOH S3BEH MM
BHYTpHYEPEITHOE KPOBOU3IIUSHME;

Peikas HaclleACTBEHHAs HEMEPEHOCHMMOCTH TaNaKTo3bl, AEQUIMT JIAKTA3Hl M CHHIPOM
TIFOKO30-TaNaKTO3HOM MaibabcopOLmu (B CBA3H ¢ HATTMYHEM B COCTABE JIAKTO3E]);
BepeMEeHHOCTh U [EPHOA IPYAHOTO BCKApMIHMBaHMs (CM. paszen «IIpuMeHeHue npu
GepeMEHHOCTH U B IIEPHOJ IPYTHOTO BCKAPMIIMBAHHS»);

Herckuii Bospact 10 18 et (3¢dexTHBHOCTS 1 6E30IIACHOCTE HE YCTAaHOBIIEHEI).

C ocTopoxHOCTBIO

yMepeHHast NEYECHOYHas HEJOCTaTOYHOCTH, npu KOTOpOi BO3MOXHa
NpeJpaclioyIOKEHHOCTE K KPOBOTEYECHMIO (OMBIT  KJIMHMYECKOTO  NPHMEHEHHMS
OTpaHUYeH);

NoYeYHast HEOCTATOYHOCTE (ONBIT KIIMHMYECKOTO NIPUMEHEHHUS] OTPaHUYEH);
3a6oseBanus, 1P KOTOPEIX HMEETCS IPEAPACIIONOKEHHOCTE K Pa3BUTHIO KPOBOTEUESHHI
(B YACTHOCTH IKENYJOYHO-KMIIEYHEIX MIM BHYTPHMIVIA3HBIX), M OCOGEHHO IpH
OZHOBPEMEHHOM TPHUMEHEHUM JIEKAPCTBEHHBIX CPENCTB, KOTOPHIE MOTYT BHI3BaTh
TIOBPEXCHHS CIIM3UCTOH 060J0YKH JKeITyI0YHO-KUIIIeYHOro TpakTa (Takux kak ACK u
HeCTepOM/HEIE IPOTHBOBOCHIANMTENbHEIE npenaparsl (HIIBIT));

y NalMeHTOB, Y KOTOPHIX MMEETCs MOBBINEHHBIA PUCK Pa3BUTHSA KPOBOTEUEHHS: M3-32
TPaBMB], XUPYPTAYECKOTO BMELIATENBCTBA MM APYTHX MATOJOTMYECKMX COCTOSAHHM, a
TAalOKe y TnalueHToB, mnoiyyaiomux gedenue ACK, remapuHoM, BapdapunoM
uHruburopamu rmkonporenta IIb/Illa, HIIBIL, B ToM 4HCle CeleKTUBHEIMU
uHruburopamMu  uukaooxcureHasel-2  (LIOI-2), W JApyruMM  JIeKapCTBEHHHIMH
CpPE/CTBaM¥, NPUMEHEHHE KOTOPHIX CBA3aHO C pPHUCKOM pa3sBUTHUA KPOBOTEYEHHH,
CEJIEKTHBHEIMUM MHrHOMTOpamMu obpaTHoro 3axsarta ceporoHuna (CHO3C) (cm. paszensl
«B3anmonieficTBHE ¢ IPYyrUMU JIEKAPCTBEHHBIMU CPEACTBaMuUY, «OcobbIe YKa3aHHA»);
NpH OJHOBPEMECHHOM MNPUMEHEHHMHM C JIEKAPCTBEHHBIMM CPEACTBAMH, SBIISIOIIUAMUCS
cy6erpatamm  m3odepmenta CYP2C8  (penarnmHuj, naKiMTakcen) (M. pasfel

«B3auMOJIEHCTBHE C IPYTHMU JIEKAPCTBEHHEIMM CPELICTBAMEIY);

14
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® Yy DAalMeHTOB ¢ HHU3KOM akTuBHOCTHIO m3odepmenTa CYP2C19 (cm. pasgen
«®apmakokuHeTHKay nofapasjen «PapmakoreHeTHKa», pasgensl «Cnocod NpHMEHEHU
1 10351y, «Ocobble yKa3aHuA»);

¢ [IpY YKa3aHWSX B aHAMHE3€ Ha aJUIEPrUYecKHe M eMaTONOTHYECKHE PEAKIMU Ha Jpyrue
THEHONUPUMHEl (TaKkue KaK THKJIONUIMH, Npacyrpen) (BO3MOMXKHOCTb IEPEKPECTHBIX
aJIEPrUYECKUX ¥ reMaTOJIOrHYECKHX peakuuid, cM. paszien «Ocobple yKa3aHu»);

® IIpH HEJABHO NEPEHECEHHOM MPEXOAIeM HapyIIeHHH MO3rOBOTO KpOBOOOpaIeH s M1

nemuaeckoM uHcynpTe (ripu coderanuu ¢ ACK, cm. pazaen «Ocobpie ykasaHHA»).

IIlpnmeHenne npu GepeMeHHOCTH H B NIEPHO/] IPYAHOI0 BCKAPM/IMBAHHS

bepemennocmo

HccnepoBanns Ha JKMBOTHBIX HE BBUBWIM HH NPSAMBIX, HM HENpAMBIX HEOIaronpHATHHIX
a¢¢dexroB Ha TeueHHEe OEpPEeMEHHOCTH, SMOPHOHANBHOE Pa3BUTHE, POABI M IOCTHATANBHOE
pasButue. Tak Kak He Bcerja Io pe3yJsTaTaM MCCIeA0OBaHNH Ha JKMBOTHBIX MOJKHO NIpEACKa3aTh
peaKuMio Yy 4eNioBeKa, M BCIEJACTBHE OTCYTCTBHMS AAHHBIX KOHTPOIMPYEMBIX KINHHUYECKHX
HCCIICZIOBaHUI 10 TpHeMy Kionujorpena OepeMEHHBHIMH JKEHIIMHAMH, B Ka4yecTBE MeEpHI
DPEIOCTOPOXKHOCTH HE PEKOMEHAYEeTCS NpHeM KIONUIOrpena BO BpeMs OepeMEHHOCTH, 3a
UCKIIOYEHHEM TeX CIIy4aeB, KOrja, IO MHEHMIO Bpaya, €ro IPUMEHEHHE HaCTOATEIBHO
HeoOX0aMMO.

I'pyonoe ecxapmnusanue

B uccienoBaHusx Ha Kpbicax noxaaaﬁo, YTO KJIONUAOTPEN /UK ero MeTaboNIUTHl BBIIEIAIOTCS
C FPYAHBEIM MOJIOKOM.

HeusBecTHO, BBIAENAETCS M KIOMUAOTPEN ¢ IPYAHBIM MOJIOKOM 4ejioBeka. Tak Kak MHOTHe
JIEKapCTBEHHBIE CPENICTBA BEIAEIAIOTCS € TPYAHBIM MOJIOKOM, H CYHIECTBYET PUCK pa3BUTHs
TOTCHIMANBHEIX HEONArompUATHRIX SBICHUA Yy peOeHKa, HaXxoJMIIErocs Ha TIpyJHOM
BCKapMIIMBaHHH, CIEAYET NPUHATE PEIICHHE O NPEKPALeH!y [PYHOro BCKapMIIMBaHUs WK 00

OTMCHE npcnapara ¢ yud€ToM HCO6X0].IPIMOCTPI €ro NpuMEHECHU IJIs1 MaTCpH.

Cnocod npuMeHeHMs U 103b1

BHyTpb, HE3aBHCHMO OT NpHEMa ITHIIH.
Heoasno nepenecennviti  ungpapxkm muoxapoqa, HeOA6HO NEPEHECEeHHbLd UHCYTbm U

OuazHocmuposanHoe 3a6onesanue nepugepuieckux apmepuii

Pexomennyemas qo3a — 75 mr 1 pas B CyTKu.
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Ocmputii koponapHbulil cuuépbm Oe3 noovema cezmenma ST (HecmabunbHAs CMEHOKAPOUSL UMY
uHgapxm muoxapoa 6be3 3yoya Q)

JleyeHue mnpenapaToM HAYMHAIOT ¢ OJHOKPATHOro IpueMa Harpy3ouHo# mo3sl— 300 mr umm
600 mr. Harpyzounyro mo3y 600 Mr MoxHO Ha3HayaTh NAalMEHTaM B BO3pacTe MeHee 75 JieT,
KOrja IUIaHUPYeTCs IIPOBEJICHHME YPECKOXKHOIO KOPOHApHOIo BMEINATENLCTBA. JleyeHue
KJIONUJIOTPEIOM CIIEAYET NPOJOKUTE B No3upoBke 75 Mr 1 pa3 B cyTku coBmectHo ¢ ACK B
nose 75-325mr B cytku. Ilockoneky Gonee Bpicokue ao3sl ACK Osutn cBf3aHEl ¢ Gonee
BHICOKMM PHCKOM KpOBOTeYeHHMs, pekoMeHayercs, uTobnl no3a ACK ne npesbimana 100 mr.
OnTtuMaibHas . MPOJOJDKHTENBHOCTE  NIeYeHHs oQuuIManbHO He ycTaHoBlieHa. [laHHBIE
KITMHUYECKUX HUCCIEA0BaHHM MOATBEPKAAIOT BO3MOXKHOCTh NPOAOIDKUTENBHOCTH JIEUeHHs 10 12

MecsLEeB; MaKCUMabHast 3¢ ¢GeKTHBHOCTh Tepanuy Habmoaanack yepes 3 Mecsla JIeYeHHUs..

Ocmpuuii ungpapkm muoxapoa ¢ noovemom ceemenma ST

Knonmuaorpen Ha3HavdaloT B o3¢ 75 Mr 1 pa3 B cyTku ¢ win 6e3 HarpyzoyHo# no3el 300 mr B
xoMbuHammu ¢ ACK, a Tak jxe ¢ TpoMOOTUTHIECKAMH NpernapaTaMy WM 6e3 HuX. V naluyeHToB
cTapiie 75 NeT JieueHHe KIOMHMAOrPENIoM JOJDKHO HAYHHAThCA 63 mpHeMa Harpy3o4HO# HO3bl.
KoMOMHMpOBaHHYIO TepanMio CIEAYeT HAYWHATH KaK MOXHO paHplLIe I0C]e IOSBICHHUS

CHUMIITOMOB U IIPOAOJIKATh HE MCHEE YCTHIPEX HEAECIIb.

Dubpunnayus npedcepouti
Knonuporpen cneayer npuHUMaTh B CyTOYHOM A03€ 75 M.
B xombuHanuu ¢ xionumorpenoM Heobxoaumo npunumate ACK B cyTouHo#t qo3e 75-100 mr

exeIHeBHO (cM. pa3zen «DapMaKkoIUHAMHUKAY).

Bspocneie nayuenmuor ¢ THA cpednezo unu evicokozo pucka unu ¢ manviv HU

Bapocnem nmanuentam ¢ THA cpenHero witi BHICOKOro pucka (oleHka no mxane ABCD2* > 4)
wii ¢ ManeiM A (NITHSS** < 3) nasnayaroT Harpy3ouHyto o3y knonuaorpena 300 mr, nocie
KOTOpO# HazHayaroT wionujorpen B go3e 75 mr 1 pa3 B cyrku u ACK (75-100 mr 1 pa3 B
cytku). Tepanuro kinonuporpenoM u ACK crneayer HauMHaTe B TedeHHE 24 4acoB moclne
coGBITHA M NPOJOKAaTs B TedeHue 21 [IHi, MOCNEe HEro Ha3HAYAIOT TEPANMIO OJHUM

aHTHArperaHTHBIM [IPENapaToM.
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Ilayuenmur ¢ 2enemuyecku 0bycnoenennvimM cHudicenueMm Qynrkyuu usogpepmenma CYP2C19

Huskas aktuBHOCTE H3ogepmeHTa CYP2C19 cBf3aHa ¢ yMeHBIIEHHEM aHTHArperaHTHOIO
AeficTeys KiIonuporpena. Pexxum npumenenus 6onee Boicokux 103 (600 Mr - HarpysouHas 103a,
3aTeM 150 Mr 1 pa3 B CyTKM €XeHEBHO) Yy NAIlMEHTOB C HU3KOH aKTHBHOCTHIO M30(depMeHTa
CYP2C19 ymenmuumBaeT aHTHAarperaHTHoe JeiicTBMe  xyonuugorpena (CM.  paszgen
«DapMaKkOKHHETHKa» nojpazaen «DapMakoreHeTHKa»). Y MallMeHTOB ¢ HH3KOH aKTHMBHOCTBIO
nso(bépMeHTa CYP2C19 moxHO paccMOTpeTs BONIPOC O IMpPUMEHEHHH OoJiee BBICOKHX 03
Knonujporpena. B HacTosimlee BpeMs B KJIMHHYECKHX MCCIICOBAHUAX, YYHMTHIBAIOIIMX

KIIMHUYECKUE UCXOBI, ONITUMAJILHEIN PCXHUM N03UPOBAHUSA Y TAKMX NNAJUCHTOB HE YCTAHOBJICH.

IIponyck 10361

Ecnu npomyimen npueM npenapara B TeUeHHe:
e MeHee 12 4acoB Mocie 3aIUIAHMPOBAHHOTO BPEMEHH: NALMEHTH JIODKHBI PHHATE 103y
HEMEJUIEHHO, a 3aTeM IIPUHATH CEAYIOILYIO 03y B 0OBIYHOE 3aIIAHUPOBAHHOE BPEMS;
e Gonmee 12 wacoB mocne 3amJaHMPOBAHHOTO BPEMEHM: NALMEHTHl JOJDKHEI IPUHATH

CJICAYIOIIYIO JO3Y B o0BIuHOE 3aIIaHUPOBaHHOE BPEMA U HE NOJDKHEI YABAUBATE 103Y.

Oco0sie rpymmel NalHEHTOB

Iayuenmor cmapue 75 nem

s nmomydenus MHGOpMaLUM 0 Harpy304HO} f03€ Ul MALKEHTOB CTapiue 75 JeT CM. pasjen
«Oco6rlie yKazaHUs.

Iayuenmyr ¢ Hapywienuem yHKyuu novex

Koppexuuu 10351 He Tpebyercs (cM. pazaen «Ocobble yKazaHum»).

Iayuenmyi ¢ Hapywienuem QyHKyuu nevenu

Koppexuun no3s1 He Tpebyercs (cM. pazaen «Ocobrle yKazaHUum»).

Hemcxkuii eospacm 0o 18 nem |

BesomacHocTs M 3¢¢QeKTUBHOCTE NMPUMEHEHHUs Npenapara y jeTeil B Bospacte 1o 18 jer He

YCTaHOBJICHEL.

IToGounoe aeiicreue

Pesrome npoduis 6e30macHOCTH

BezonacHocTs knonuaorpena 6puia u3ydeHa 6oinee yeM y 44 000 maipenTos, B TOM 4ucie Gojee
gyeM y 12000 namueHToB, NONy4aBMMX JIEYEHHE B TEYeHHMe roja uiud Oonee. B nemom
MEPEeHOCUMOCTD KJlonyorpena B go3e 75 mr/cyrku B uccnenosannn CAPRIE coorseTcTBOBaNA

nepeHocumoctn ACK B no3e 325 MI/cyTKH, HE3aBHCMMO OT BO3pacTa, Iojla W pPacoBoi
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NIPUHAJIEXHOCTH MNalueHToB. Hidke NEpevrciIeHs! KIMHUYECKH 3HAUMMBIE HEXEIATE/IBHBIC
peakuuu, HaGMONABIINECS B NATH OONBIIMX KIMHMYECKUX HCCICAOBaHMAX: CAPRIE, CURE,
CLARITY, COMMIT u ACTIVE-A.

KpoBoTeuenne sBiserTcss Hambojee 4acTOM peakuueH, o KOTOpo# coobmanock Kak B
KIMHUYECKHUX MCCIIE0BAHUAX, TaK W IIPU NOCTPErUCTPALlMOHHOM NIPHMEHEHMH MIpernapaTa.

Yarme Bcero coobIIanoch 0 KpOBOTEUEHHUSAX B TEYEHHE NEPBOTO MeCsLa JISUEHH.

B xmunuyeckom uccinenosanuu CAPRIE o0mas 4dacToTa BceX KPOBOTEYEHMH Y NALMEHTOB,
NPYHAMABIIKX KJIOMKUAOrpe), U y maluenTos, npuaumasinux ACK, cocrauia 9,3 %. YacroTa
TSKENBIX KpOBOTEUEHHMIA Tipy npumeneHuH Kiomugorpena 1 ACK 6sina conocrapumoit: 1,4 % u
1,6 % COOTBETCTBEHHO.

B LIeJIOM YacTOTa pa3BATHS JKEIyIOYHO-KUIIEYHBIX KPOBOTEYEHHH Y MALIMEHTOB, NPUHAMABIIHX
KJIOMMIOTpeN, U y nanueHToB, npuaumasmmx ACK, cocrasnana 2,0 % u 2,7 % coOTBETCTBEHHO.
OO61ast 4acTOTa KPOBOTEYEHUM JAPYTO# JIOKaTM3alMH [IPU NpUeMe KIONMMIOrpeia no CpaBHEHHIO
¢ mpuemoM ACK 65uta Beiue (7,3 % npotue 6,5 % cooreTcTBEHHO). OIHAKO YaCTOTA TDKENBIX
KpoBOTeYeHHi py npuMeHeHnH xionuporpena 1 ACK 6rna conocrasumoii (0,6 % wmu 0,4 %
cooTBeTCTBEHHO). HamGonee yacTo cooOIalock O pa3sBHTHH CHEAYIOIIMX KPOBOTCUCHHI:
IypI1ypa/KpOBONOATEKH, HOCOBOE KpOBOTEUEHHE. Pexe coobmanock O pasBUTHHM IEMAToM,
reMaTypyH U TJIa3HBIX KPOBOU3IMSAHUM (TIaBHBIM 00pa3oM, KOHBIOHKTHBAJIBHEIX).

YacToTa BHYTpPUYEPENHBIX KPOBOM3NUSHMIA NpH npuMeHeHun knomuporpena u ACK Gsua
conocraBumoii (0,4 % unu 0,5 % cOOTBETCTBEHHO).

B xnusHmyeckom uccnegosanny CURE y maunenroB, npunuMaBuux knonuporpen + ACK mo
CPaBHEHMIO ¢ NauueHTamy, npuHuMasmmmu manebo + ACK, mabmoganock ysenuyeHue
4acTOTHl pa3BUTHs Gompmux kpoBoredyeHui (3,7 % mpotus 2,7 %), u Ménmx KpPOBOTEUEHHIA
(5,1 % npotue 2,4 %). B oCHOBHOM, HCTOYHMKAMH OONBLIMX KPOBOTEYECHHH SBIIHCH
eIy JOYHO-KUIIEYHBIH TpaKT ¥ MECTa IIYHKIIMH apTEpH.

YacroTa pasBUTHA YrpPOXKAMOMUX JKM3HM KPOBOTEYEHMH Y IAlMEHTOB, NPUHAMABLIMX
xnomugorpen + ACK mno cpaBHeHHiO ¢ nanueHTam#, npuHuMasmumu nnjane6o + ACK,
JOCTOBEPHO He pasynmuanack (2,2 % u 1,8 % coOTBETCTBEHHO), YacTOTa pa3BUTHUs (aTalbHBIX
KpoBoTeueHu# 6511a onHakoBoii (0,2 % npu o6oux BUAAaX Tepanuu).

YacToTa BO3HMKHOBEHMS HE YIPOXKAIOIIMX JKHU3HU GONBIIMX KPOBOTEYEHHH ObUIa JOCTOBEPHO
BHIE y MMAUMEHTOB, NpuHuMaBumx kionugorpen + ACK no cpaBHEHMIO C NalMeHTaMu,
npunnmaBummu  wiane6o + ACK (1,6 % u 1% COOTBETCTBEHHO), HO YacTOTa pPasBUTUA
BHYTpHYEPEIHBIX KPOBOU3IMsHUI Gbina oguHakoBol (0,1 % npu obGoux BuAaX Tepanuu).
YacroTa pazBuTHs GONBINX KpoBoTeyeHHH B rpynmne xionugorpen + ACK 3aBucena oT 1o3bl

ACK, KaK ¥ 4acToTa pa3BuTHs OOJIBIINX KPOBOTeYeHMIt B rpynne mianebo + ACK.
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V malpeHTOB, NMpeKpaTHBIIMX Tepamuio kiaomuporpenom + ACK Gonee yem 3a 5 pHeit 1o
aopTokopoHapaoro myHTHpoBaHus (AKI), He oTMedYanock y4allleHHs CIIy4acB pasBUTHA
GONBIINX KpOBOTEYEHMH B TeueHwe 7 JHell mocne BMeINaTelNbCTBA. Y  IALUEHTOB,
TPOJIOJDKABIIMX AHTHTPOMOOLIMTAPHYIO TEPAnMIO B TEYEHHE MOCHEAHMX IATH JHEH mepen
AKII, yacToTa STHX COOHITHI MOC/E BMeLmATeNsCTBa cocTapana 9,6 % (B rpyme Kiomuxorpen
+ ACK) u 6,3 % (8 rpynne nnanedo + ACK).

B xmunuyeckoM uccnenosaduu CLARITY yactota GonbIIMX KpOBOTEUEHMH B 00eMX rpymmax
6ruta comnoctaumoit (1,3 % B rpynme kinonunorpen + ACK u 1,1 % B rpynme mwrane6o + ACK).
Ona O6BlIa OAMHAKOBOM B MOArpyNnax IALMEHTOB, pasJENCHHBIX IO  HCXOTHBIM
XapaKTEPUCTHKAM U 10 BHAaM GUOPHHOIMTUYECKOH Tepaliy WK renapuHOTeparuH.

YacToTa BO3HHKHOBEHHUs (paTanbHeIX kpoBoTeyeHuit (0,8 % mportus 0,6 %) U BHyTpHUYEPEITHBIX
xposomznusnuii (0,5 % nporus 0,7 %) npu nevenun knomaporpenom + ACK u mane6o + ACK,
COOTBETCTBEHHO, ObllIa HU3KOM U CONOCTaBUMO#! B 00€HX Ipynnax JeYeHHs.

B xiuHmueckom uccnenosanuu COMMIT of6mass wacToTa HeLepeOpanpHBIX —OONBIINX
KPOBOTEYEHH MK LiepeOpaibHbIX KPOBOTEUEHHUH Obina HU3KoH 1 oaunakosoii (0,6 % B rpymme
kinonuaorpen + ACK u 0,5 % B rpynne nnane6o + ACK).

B xmunuueckom uccnenoBaHun ACTIVE-A wyacroTa pa3BuTHA GONBIIMX KPOBOTEYCHHM B
rpynne knonugorpen + ACK 6rina Beime, yeM B rpymnme miauebo + ACK (6,7 % npotus 4,3 %
COOTBETCTBEHHO). BoJbIINe KPOBOTEUEHH B OCHOBHOM OBUIM BHEUEPEIHBIMU B 00EUX Ipynmax
(5,3 % npotuB 3,5 %), rIaBHEIM 00pa3oM, M3 JXKeIyNOYHO-KHINEYHOro Tpakta (3,5 % npoTHs
1,8 %). B rpynne kionugorpen + ACK BHyTpHYEpEHHEIX KPOBOM3IMAHMH OBLI0 Gospwie 1o
cpasHenmto ¢ rpymno#i rane6o + ACK (1,4 % npotus 0,8 % coOTBETCTBEHHO). OTCYTCTBOBAIU
CTATUCTHYECKM 3HAYMMEBIE pa3jM4Msd MEXAYy OTUMU TIpylNnamMHM JIeYeHMs B YacTOTe
BO3HMKHOBeHMs (aransHbix KpoBoreueHuii (1,1 % nporus 0,7%) M remMoppard4eckoro

nHcynbta (0,8 % npotus 0,6 %).

TabauuHoE pe3lOMe HEXKENATEIbHEIX peaKIui

HexenarensHele peakiid, KOTOpHIE BO3HMKIM BO BpeMs KJIMHHYECKHX HCCJICNOBAaHUM WM O
KOTOPHIX COOBIIANOCH CIIOHTaHHO, NpecTaBleHs! B Tabiune Hmke. Mx yactora onpenensercs ¢
HCTIOIB30BaHUEM CIIEAYIOIMX YCIOBHEIX 0003Ha4yeHuit: yacto (ot > 1/100 mo < 1/10), HeuacTo
(ot >1/1000 mo < 1/100), peaxo (ot >1/10000 mo < 1/1000), ogens peaxo (< 1/10000),
4acTOTa HEM3BECTHa (He MOXET OBITh OlLlEHEHa Ha OCHOBE MMEIOLIMXCs AaHHBIX). B kaxaom
CHCTEMHO-OPraHHOM KJIacCe HeXeNlaTelbHble PeakUUM IPEACTaBICHB B INOpSAAKE yOBIBaHUA

CEPbEe3HOCTH.
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CucremHo-
OPraHHBIA KjIace

Yacro

HeuyacTo

Peaxo

OueHr peako
YacToTa HEM3BECTHA*

Hapyutenus co
CMOpOoHbL Kposu U
numpamuyeckoii
cucmemol

TpombonuTonesus
JlefikoneHus

Sozunodunus

HeiiTponenus,
BKJTIOYas
TSDKENYIO
HEATPOIIEHUIO

TpomboTHieckas
TpoMOOLIUTONIEHNYEeCKast

Irypiypa

ATlacTHYeCcKas aHeMUs
[lannuToneHu
ATpaHyJIOLHUTO3

Tspienas TpoMOOLUTONIEHNS
IpnobpeTennas remodumma A
["paHynonuToneHNua

AHeMHS

Hapywenus co
cmoponwl cepoya

Cunzpom Koynuca
(BazocmacTu4eckas
alepruyeckas CTeHOKapxaus /
ajyiepruyeckuii uHGapKT
MHOKapja), OOYCIOBIEHHBIH
peaxknuen
THIEPYyBCTBUTENHEHOCTH Ha
Kionuporpen*

Hapywenusa co

cucmembol

CIMOPOHBL  UMMYHHOU,

AHaduIaKTONHBIE PeaKILAK
CriBopoTOYHas Gole3Hs

IlepexpecTHrle
aJlepruieckue u
reMaToJIOrH4ecKue
peaKuuy ¢ ApyTUMH
THEHONUPUANHAMHA
(Tax¥MU KaK THUKIONHUAKH,
opacyrpen)* (cM. pasgen
«OcoObble yKka3aHHI»)

AyTOMMMYHHBIH
HHCYJTHHOBEI CHHAPOM
(MOXeET MIPUBOJAUTE K
cepbe3HoOi CHHOITIHKEMHH,
ocobeHHo y mauneHToB ¢ HLA
DRA4 cepotunom)*

Hapyutenua ncuxuxu

'|CnyranBocTs CO3HaHus

ammonyHanuu

Hapywenua co
CMOPOHBL HEPEHOU
cucmembul

BHyTpHuepenHsle
KPOBOM3IUAHUA
(B HEKOTOPEBIX
ClyJasx ¢
NeTaNBHBIM
HCXOIOM)

TosioBnas 6ok
I"onoBokpyxeHue

INapecTe3us

Hapymenus BkycoBoro
BOCIIPUSITHSA

AreB3us
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5

Hapywenus co
CHOpOHbL Op2ana
3penus

["nazHrle
KPOBOM3IHAAHUA
(KOHBIOHKTHBAIE-
Hble, B TKaHU H
CETYaTKy I7a3a)

Hapywenua co BepTturo
CMOpOH©BL Opzana
cnyxa u rabupunma
Hapywenusa co I'emaToma Ciy4au cepre3HBIX
CMOpOHbL COCY008 KPOBOTEYEHMIA
KpoBoTeyeHus n3
HOCJIEONIEPAIOHHEIX PaH
Backynur
ApTepuanbHas rUnoTeH3Hs
Hapywenus co HocoBoe _ IKpoBoTteueHue u3
CIMOpOHUL KpPOBOTEYECHHE JIBIXaTeNBHbIX Iy Teif
ObIXamenvHot (KpoBOXapKaHbe, JIETOYHOE
cucmembot, op2anog KPOBOTEYECHHUE)
2pyOHOIl KNemky u
Py Bponxocnasm
cpedocmerus
HuTepcTunmnansyas
[THEBMOHUA
D03UHOPHIBHAS [THEBMOHHS
Kenydouno- Kemynouno- |S3Ba xenymka 3abpromuHHble [ JKenyA0qHOo-KUIIEeYHBIE 1
KuuieyHvle KUIIEUHBIE KPOBOTEYEHHs |3a0pIOIIMHHEIE
S3Ba ABeHamuaTH-
Hapyuienus KpPOBOTEUEHHA ., : KPOBOTEUEHHUS C NIETATBHBIM
HEePCTHOH KAHIKH
HCXOIOM
Huapes
["acTput
ITankpeatut
Bois B xxHBOTE
TomHoTa N
Komur (BKimoyasd si3BEHHEIH
Jlucnencus o
Prora UM TUMGOLUTAPHBIN KOJIMT)
3anop CromaruT
MeTeopusm
Hapywenus co OcTpas neueHoyHas
CMOPOHbL NEeYeHU U HEJOCTaTOMHOCTh
JHCENYEBBIBOOAUUX .
N “ [enatut (He HHGEKIMOHHEIH)
nymeii
OTKIOHEHME  OT  HOpPMEI
na0OpaTOpHBIX  IIOKasaTeneit
GyHKIMOHATBHOIO COCTOSHUS
MeYeHH
Hapywenua co Kposonoxrexu |[KoxHas ChIIb BynnesHsiit nepMaTut
cmoponwl Kodicu u N (Tokxcnyecknii
. KoxxHBIH 3y]1 .
NOOKOJCHBIX MKAHEH SIMAEPMATIBHEIN HEKPOJIN3,
KoxHoe CHHOPOM
KPOBOU3NUIHAE CruBeHca-/>xoHCOHa,
(nypmypa) MHOroopMHas 3puTeMa,

OCTpBIﬁ l"eHepaHHSOBaHHBIﬁ
3K3aHTEMATO3HBIN IIyCTyJNE3
(AGEP))

AHTHOHEBPOTHYECKHH OTEK
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Cunapom JIEKapCTBEHHOM
THNEPYYBCTBUTENBHOCTH,
JIEKapCTBEHHast  CBIIb €
903MHOGUIHNEH U CHCTEMHBLIMU
nposieneHusMu (DRESS-

CHHZIpOM)
OpUTEMaTO3Has CHINb
OxcgonuaTUBHAS CHIITb
Kpanuenauna

Ok3ema

TInockuii sumaii

Hapywenua co I'iHexoMacTus
CMOpOHbBL
[DENPOOYKIMUBHOT
cucmemul u
\MonouHbIX Jicenes
Hapywenusa co CxeneTHO-MbILIEYHBIE
cmopoHwl KpOBOTEYEHHs (FeMapTpo3)
Mutueyno, ‘
CKenemHou u
COeOUHUMENbHO ApTpanrus
mkany

ApTpur

Mnuanrus

Hapywenus co I'ematypus I"nomepynonedpur
CMOPOHYL HOYEK U
MOUegvIg00AYUX
nymeil

Obuwue napywenus u|KpoBotedenus Jlnxopanka
[peaxyuu 6 mecme  |B MecTe
68edeHus UHBEKIUH

[ToBbIIEHNE KOHIICHTPaUHH
Kpe€aTHHUHA B KPOBM

Jlabopamopnuie u VBenuuenue
UHCMDYMEeHmMAanbHble BpEMEHH
OaHHble KpOBOTEYEHHUS

CHmxenve 4yucia
HelTpodunor

CHimxeHnue
KOJIMYECTBA
TpOoMOOIIUTOB

OnycaHye OTIEeNBHEIX HEXENATENLHBIX peakun

Heiimponenus

B uccnenosannn CAPRIE, Tsxenas Helirponenus (< 0,45-10%/1) Ha6mopanace y 4 nanueHToB
(0,04 %), npuHumaBmuMX Kiomanorpen, 1y 2 nauuentos (0,02 %), npuauMasmmx ACK.

Y nByx u3 9599 manueHTOB, NIPHHUMABIUKX KIOMMIOTPEN, HAGIIOHANOCH TIONHOE OTCYTCTBHE
HeHATPoGMIOB B Nepudepuyeckoil KPOBH, KOTOPOrO He HabMoJanoch HH y OAHOrO u3 9586
naiyenToB, npuHuMaBmux ACK. HecMoTpst Ha To, YTO PHCK pa3sBUTHS MHEIOTOKCHYECKOTO

JEeHCTBUS IIPHA TIPUCME KJIOTIMAOTrpeNia ABJIACTCA JOCTATOYHO HU3KUM, B ClIydac €CJIM y nNalii€HTa,
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NIPMHUMAIOIIEr0 KJIONMAOTPE)N, HablIofaeTcs MOBBILEHHE TEMIEPATYPH WM IOSBISIOTCS
Apyrue NpU3HAKK HHQEKIMH, cleAyeT oOcneoBaTh MNAlMeHTa Ha IPeJMET BO3MOXKHOM
HEHUTPOIIEHUH.

Annacmuyeckas anemus

[lpy nedeHUM KIONMAOTPENOM B ONHOM Clydae HabNIOAanoch pPasBHUTHE AaIlJaCTHYECKOH
aHEMMH. ‘

Tpomboyiumonenus

YacToTa BO3HHKHOBEHMs TSDKENOH TpombonuroneHuu (< 80-10°/1) cocrapmia 0,2% y
NanMeHToB, npuHuMaBmux Kinonumgorpen u 0,1 % y mnaumuentos, npunumasmux ACK,
coobmanock 06 OYeHb PeKUX Cydasx CHIKEHHs yncia TpoMbouuros < 30- 10°/n.

B uccnenosanusax CURE u CLARITY Habmoaanochk COMOCTaBUMOE KOJHYECTBO MALIUEHTOB C

TPOMOOLIUTONIEHHEH UK HEHTpOTIeHNei B 00eHX Ipynnax JeyeHHsl.

Ilepeno3npoBka

Cumnmomwl

Bo3MOXHO YANMHEHHE BpPEMEHM KpPOBOTEYEHHUS C IIOCIEAYIOIIMMH OCJIOXHEHUAMH B BHIE
Pa3BUTHS KPOBOTECYEHHIA.

Jleuenue

I[Tpu nosiBjIeHMH KPOBOTEUECHHS AOJDKHO OBITH NPOBEICHO COOTBETCTBYIOLIEE JIedeHKE. AHTHAOT
Kionuaorpena He ycraHoBieH. Eciu HeoOxonuma OBICTpas KOppeKUMs —YATMHHUBIIErocs

BpEMEHH KPOBOTEUESHNs, PEKOMEH/IyeTcsl IIepeIMBaHie TPOMOOIIUTapHOR MacCHl.

BzaumopeiicTBHE ¢ JPYTHMH JIEKAPCTBEHHBIMH CPEACTBAMH

Jlexapcmeennvle cpedcmea, npuMeHeHUe KOMOPbIX CES3AHO C PUCKOM PA3EUMUS KPOBONEUeHUS.
Hmeercs NOBBILIEHHBI PHCK pa3BUTHs KPOBOTEUEHMs BCIEACTBME MX IOTCHLHAIBLHOIO
aJuTHBHOrO 3¢ ¢eKTa ¢ KIonuaorpeaoM. JledeHue cneayeT NPOBOJUTE C OCTOPOKHOCTBIO (CM.
paszgen «Ocobrle yKka3zaHu»).

Ilepopanvrvie anmuxoazynsHmel (Hanpumep, eapgapun)

OnHOBpeMEHHOE MpPUMEHEHHE KJIONMMAOrpena M MEPOpalbHBIX  aHTMKOAryJsHTOB He
PEKOMEHAYeTCs, TaK KaK JaHHas KOMOHHAIMA MOXET YCHINTh KPOBOTEUEHHE (CM. pasjen
«Oco6rle ykazaHua»). XOTs IpUEM KIONHJoTpesa 75 MI/CyTKy He M3MEHAN HapMaKOKUHETHKY
Bapdapuna (cybctpata msodepmenta CYP2C9) unM MexayHapogHOE HOPMaIHW30BaHHOE
otHomenve (MHO) y mnauMeHTOB, JUIMTENBHO IONYYAIOMUX JIEYEHHE Bap(apHHOM,

OJIHOBpCMCHHBIi;I OpHEM KIONHUAOIpeiia YBCJIWYUBACT PUCK KPOBOTCUCHHA B CBI3H C €ro
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

HE3aBHUCHMBIM JIOTIONIHUTENFHEIM BJIMSHHEM Ha CBEpThIBaeMOCTh KpoBH. [losTomy cienyet
COBJIIOIATE OCTOPOXKHOCTH MPH OJHOBPEMEHHOM NPHUMEHEHHHU BapdapiHa U KIONUIorpena.
EBroxamoput 2nuxonpomeuna 11b/I1lla

B cBs34 ¢ BO3MOXHOCTBIO (papMaKoANHAMUYECKOTO B3aMMOJICHCTBYS MEXY KJIONMAOTPEIOM U
6nokaropamu  mmkonporeuna IIb/Illa, wx opmHOBpeMeHHOe IpUMeHEHHEe TpebyeT
OCTOPOXHOCTH, OCOOEHHO Y MALMEHTOB, UMEIOLIMX ITOBHIICHHBIA PUCK Pa3BUTH KPOBOTEUEHHS
(Mpu TpaBMax W XMPYPrUYECKHX BMEINATEbCTBAX WM APYTHX MATOJOTHYECKHX COCTOSHHSX)
(cm. pazpen «OcoOble yKa3aHUs»).

Ayemuncanuyunosas xucnoma (ACK)

ACK He wu3Mmenser uHrumbupyromee peiictBue ionuporpena Ha AJl®-unaynupyemyro
arperalyio TpoMGouMTOB, HO Kijomuuorpen ycunupaer BiusaHue ACK Ha komnareH-
MHAYLHPYEMYIO arperaliio TpoMOoLuTOB. TeM He MeHee, OJHOBPEMEHHEIH ¢ KIIOMUAOTPETIOM
-mpueM 500 mr ACK 2 pa3a B CyTKM B Te€4eHHE OJHOTO JHA HE OKa3blBall CYLIECTBEHHOTO
BIMSHMSA Ha YBEIWYEHHE BPEMEHH KPOBOTEYEHMS, BBI3BIBAEMOIO IIPUEMOM KIOMHJOTpea.
Mexny knomporpenom u ACK Bo3MoxHO (papMakoaMHaMuyeckoe B3auMOJEHCTBHE, KOTOpoe
NPUBOJNUT K TOBHIIIEHMIO PHCKa KpoBoTeuyeHHs (cM. paspen «Ocobkie ykazanusy). Ilostomy,
NPH MX OJJHOBPEMEHHOM MPHMEHEHHH CIIEyeT COOMOATh OCTOPOXKHOCTD, XOTS B KIHHHYECKUX
HCCIICIOBaHUAX MALMEHTH NOTy4Yand KOMOMHUpPOBaHHYIO Tepammo kinonuaorpenoM u ACK (75-
325 Mr oiuH pa3 B CyTKH) IO OAHOTO roja.

TI'enapun

Mo AaHHBIM KIMHMYECKOTO MCCIEA0BaHNUA, IPOBEICHHOTO C YYaCTHEM 3J0POBEIX 100POBOJIBLIEB,
IIpH npueMe KJIONMUIorpesa He TpeOOBaloCh H3MEHEHHUs J03bI ellapiHa U HE M3MEHSIOCH ero
AHTHKOArylsHTHoe JeiictBue. OIHOBpEeMEHHOE MpUMEHEHHE TrenapuHa He H3MEHAIOo
aHTHarperanTHoro s¢¢exra knonugorpena. Mexay KIONMAOTPENIOM M IelapMHOM BO3MOXHO
¢apMakoAMHaMHYECKOE B3aUMOJEHCTBHE, KOTOPOE MOJXKET YBENHYMBATh PHCK pa3BUTHA
KPOBOTEYEHHMH, IOITOMY NIPUMEHEHHE JaHHOM KOMOHHALMK TpeOyeT OCTOPOKHOCTH (CM. paszel
«OcobBle yKazaHUm»).

Tpombonumuru

Be30macHOCTE COBMECTHOTO NpPUMEHEHMS Kionujaorpena, (uOpHH-crienupUUecKuX WM
¢pubpun-HecnenupUIeckKX TPOMOOJIMTHKOB M remnapuHa OblNa KCCIENOBaHa y MAallUEHTOB C
OCTpHIM MH(ApKTOM MHOKapAa. YacToTa pa3sBUTUSA KIMHMYECKH 3HAYUMBIX KPOBOTEYEHHUH Obl1a
aHaJIOrMYHa TOMH, 4TO ﬁa6mo;1anacr, B CIyYae COBMECTHOTO NPHMEHEHMS TPOMOOJIUTHUKOB M

renapuHa ¢ ACK (cm. pasgen «Ilo6ouHoe neicTBUeY).
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Hecmepouonvie npomusogochanumenvrole npenapamet (HIIBII)

B KIMHMYECKOM MCCIEJOBAHMM, INPOBEJEHHOM C YYacTHEM 3J0POBEIX JOOPOBOJBIIEE,
COBMECTHOE TIPUMEHEHHE KJIONHMAOTPEia ¥ HANPOKCEHA YBEIUYMBAIO CKPEITEIE HOTEPH KPOBH
yepes JKKT. OpHako, B CBS3H C OTCYICTBHEM HCCIICIOBaHMA TI0 B3aUMOJCHCTBHIO
knonuaorpena ¢ apyrumu HIIBII, B HacTosiinee BpeMsl HEM3BECTHO, MMEETCS JIM MMOBBIICHHEIN
PHCK JKeTyJ0YHO-KUINEYHBIX KPOBOTEUYCHHI NPH NpHUEME KIONHMIOrpeNa BMECTe C JAPYTHMH
HIIBII. ITostomy, HasHayenume HIIBII, B TomM umcne mHruburopos IOI-2, B coueraHuu ¢
KIIONMOTPEIIOM CIIEYET POBOIUTE C OCTOPOXKHOCTBIO (CM. pasfien «Ocobbie yKasaHus»).
Cenexmuenvie un2ubumopuvl obpammnozo 3axeama cepomoruna (CHO3C)

Tax xax CHO3C HapymaloT aKTHBaLMIO TPOMOOLMTOB M YBENMYMBAIOT PHUCK Pa3BUTHSA
KpoBoTeueHUs, ofHoBpeMeHHoe Npumenenne CUO3C ¢ k1omMaorpenoM A0JDKHO IPOBOAUTECS
C OCTOPOXKHOCTHIO.

Huoyxmopwr usogpepmenma CYP2C19

Tak Kak KIONMAOTpea MeTaboNM3MpyeTcs JO CBOEr0 aKTHMBHOrO MeTaboJIMTa 4YacTHYHO ¢
nomompio u3opepmenta CYP2C19, oxupaercs, 4TO NPHMEHEHHE JIEKApCTBEHHBIX CPEJCTB,
KOTOpble WHAYHMPYIOT aKTHBHOCTH 3TOr0 M30(EpMEHTa, MOXET NPHUBOAMTH K YBEJIHYEHHIO
KOHIIEHTPaL{K aKTMBHOTO MeTab0JIUTa KIONU0Tpena.

Pudamnuius, sensascs MombeM nHAykTopom CYP2C19, ripn OJIHOBPEMEHHOM IPHUMEHEHUH C
KJIOIMIOIPENIOM, IPUBOJUT KaK K YBEIMYECHMIO KOHIEHTpAalMH aKTMBHOro MetabonuTa
KJIONMAOrpeda, TaK M K WHIHOMPOBAHMIO TpOMOOLMTOB, YTO MOXET IIOBBILIATH PHCK
BO3HMKHOBEHMs KpPOBOTeYCHMsA. B KayecTBe Mephl IPEAOCTOPOKHOCTH HE DPEKOMEHIYETCHA
NPUMEHATH OJJHOBPEMEHHO MOIHBE HHAYKTOpH M3odhepmenta CYP2C19 n xionugorpen (cm.
pazzen «Ocobble ykazaHua»).

Hnzubumopur usogpepmenma CYP2C19

Tak xak xionumorpen Merabonausupyercs A0 0Opa3oBaHMsA CBOEr0 aKTHBHOro MeTabosuTa
yacTuyHo npu nomomu m3odepmenta CYP2C19, ucnons3oBaHMe JIEKAPCTBEHHBIX CPEICTB,
MHIHOUPYIOIIMX 5Ty CHCTEMY, MOXKET IIPUBECTM K CHIDKEHHMIO COJEPXAHUA aKTHBHOIO
MeTaboIuTa KIOMMAOrpea U yMEHBIICHHIO ero KIuHu4Yeckol addextupHocTH. KnrHuyeckoe
3HAYeHUE STOr0 B3aUMOJICHCTBUS OCTAeTCS HEU3BECTHBIM, OJHAaKO, B KadeCTBE MEpEI
NpeaOCTOPOIKHOCTH PEKOMCHAYCTCS n3beratp OJHOBPEMEHHOIO IIpUEMa KIONHUAOIpEia C
MOIIHEIMH WM yMepeHHBIMH uHruOuropamu usodpepmenta CYP2CI9 (omenpaszou,
330Menpaszoll, (IyBOKcamyH, (IyOKCETHH, MOKJIOOEMHJ, BOPUKOHa30J, (IyKoHa3ol,
THKJIOTIUAMH, UIpo¢IOKCaluH, LMMETH/IVH, KapOama3enuH, okckapOazenuH,

XJIopaM(eBHKOIT).
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Hnzubumopvr npomonHot nomnbl

OxHOBpeMeHHBIH NpUeM KIOMUIOTpesa ¢ oMenpaszoioM B jgo3e 80 Mr (0ZHOBPEMEHHO WM €
nepepsiBoM B 12 4 Mexay NpueMaMH ABYX I[pENapaToB) CHIDKAET SKCTO3MIHIO aKTHBHOTO
MeTabonuta Kionuaorpena Ha 45 % npu npueme Harpy3ouHod Jo3e M Ha 40 % npu npueme
HoJzepXuBaromeii 1036, CHIDKEeHUE OBIIO CBSI3aHO C YMEHBLICHUEM MHTMOUpPOBaHHUS arperalyu
TpoMboruTor Ha 39 % npu npueme Harpy3ouHoil o3l M Ha 21 % mnpu npueme
noanepxuBaomeit  po3sl.  [Ipeamonaraercs, 9Yro 330Menpa3ol  B3aUMOAECHCTBYET €
KJIOMUAOrPENIOM aHaJIOTHYHEIM 00pa3oM.

JlaHHBle HaOMOJNSHMH M KIMHMYECKHX HCCICJOBAaHUH O KIMHMYECKMX ITOCIEJCTBUAX 3THUX
(bapMaKOKUHETHYECKUX U (papMaKOJHMHAMUYECKMX B3aMMONEHCTBUM C TOYKH 3PEHHUS pa3sBUTHS
OCHOBHBIX  KapIHOBAaCKYJSIPHBIX  COOBRITHH  mNpoTHBOpeyMBEH. B KkadecTBe  MepHI
IPEJOCTOPOKHOCTH HE PEKOMEHAYETCS OJHOBPEMEHHBIN NPHEM KIOMUIOrpela ¢ OMENpPa3oIoM
WY 930MENpa3osioM.

MeHnee BBIpaXK€HHOE CHIKEHHE SKCIO3UIMHM MeTabosuTa HaboJanock Npy pueMe Ipernapara
C IJAHTOTPA30JIOM MY JIAHCONIPA30JIOM.

[Ipu ogHOBpEeMEHHOM NpHeMe MaHToIpa3oia B fo3e 80 Mr 1 pas/cyT KOHLEHTpauus aKTHBHOTO
MeTaboJIMTa KIOMUIorpeNa CHiKanack Ha 20 % npu npueMe Harpy3o4Ho# 1035l ¥ Ha 14 % npu
npueMe IOJIECPKUBAIOMEH J03bl. OTO CONPOBOXKIAIOCHE CHIDKEHHEM CPEIHEro YPOBHSA
UHruOMpoBaHus arperaiuy TpomboimToB Ha 15% u 11 % coorBercTBeHHo. IlonyyeHHsle
pe3yNbTaThl YKa3BIBAIOT Ha BO3MOXHOCTH COBMECTHOrO HpPHMEHEHMA KIONUAOIpena Hu
JaHTONpazoJa.

Hpyeas kombunuposannas mepanus

BriM mpoBeneHs! KIMHUYECKUE HCCIIEJOBaHUA ¢ KIOMMIAOTPENIOM M JAPYrMMHU OJHOBPEMEHHO
HazHayaeMBIMH IIperapaTaMi C LENbI0 H3Y4eHHs BO3MOXHBIX (papMaKoJUMHAMHUYECKHX H
(hapMaKOKMHETHYECKUX B3aUMOAEHCTBUI, KOTOPEIE NIOKa3aJIH, YTO:

- IpY NPUMEHEHUH KIONMJAOIPENa COBMECTHO C aTEHOJONOM, HupeaunuHoM M ¢ oboumM
npenapaTamMu OZTHOBPEMEHHO KJIMHUYECKH 3HaYHMOT0 (apMakoJMHAMHUYECKOTO
B3aUMOJICHCTBYS He HaOJIOAANOCK;

- OJHOBpEMEHHOe INpHUMeHeHue (eHoOapOuTala M SCTPOr€HOB HE OKAa3alo CYIIECTBEHHOIO
BJIMSHUS Ha (hapMaKoAMHaMHKY KJIOIMAOTpea;

- (apMakOKMHETHYECKHE IIOKa3aTeld IWrOKCMHA M TeoQUWIUIMHA HE M3MEHSINCh IIPH HX
COBMECTHOM IIPUMEHEHHH C KJIOIIHJOTPETIOM;

- JI0Ka3aTeJIbCTB TOTO, YTO JPYTUE JIEKAPCTBEHHBIE CPEJCTBAa, MOHIDKAIOME KHUCJIOTHOCTH B

XKeJIyAKE, TaKUC Kak 6J'IOKaTOpI>I H]-I‘PICTaMI/IHOBBIX PeUEnTOPOB WIN aHTalUAbl, NPCIATCTBYIOT
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aHTHTPOMOOLMTAPHON aKTMBHOCTH KJIOTIMAOIPENA HET, aHTALU/IHbIE CPEICTBA HE YMEHBIUAIH
abcopOIUK KIONIHIoTpena;

- G¢enutoMH M TONGYyTAMHI MOXKHO C 6e30NACHOCTHIO NPUMEHATE  OOHOBPEMEHHO ¢
KnonuporpenoM (uccnenosanne CAPRIE). ManoseposTHo, uto KJIOMHIOTPE MOXET BIIUATH Ha
MEeTaboM3M ApYruX JIEKAPCTBEHHBIX CPEJCTB, TAKHX KAK (benuTonH U TONGYTaMHUL, a TaKKe
HIIBII, xoTophie METaGOIU3UPYIOTCS ¢ IOMOIIBIO nsodepmenra CYP2CY uuroxpoma P450.

- uHrubutopet  AIl®, muyperuku, Gera-agpeHO6IOKATOPHI, ONOKAaTOPHl  «MEINIEHHBIX)»
KQJIbIMEBEIX  KaHAJIOB, ~TMIIONUIMACMHYECKHE CPEACTBA, KOPOHAHBIC —Ba3O[MIATATODH,
THIIOTIMKEMUIECKAE  CPEACTBA (B T.Y. MHCYIHMH), INPOTHBOSIMIENTHYECKHE CpPEICTBA,
FOpPMOHO3aMECTUTEIPHAs Tepanus U Gnokatopsl rimkonporennda GPIIb/Ia: B kiMHHYecKuX
MCCTICNIOBAHUSX HE OBUIO BBIABICHO KIMHUYECKH 3HAYMMBIX HEXENATENbHEX B3aMMO e HCTRMIL.
Jexapcmeennvie cpedcmea, aensiouguecs cybempamamu usogepmenma CYP2C8

Brio moxasaHo, 4TO KIOMHMIOTpeN YBETHYMBAN CHCTEMHYIO SKCTIO3HIMIO pelariMHHAA y
3I0pOBBIX H0GpoBoNbLEB. Mccnenopanus in vitro TNoKasalM, YTO YBEIMYEHHE CHCTEMHOM
SKCIO3HIUN penafnnnu,ua ABJNACTCS CIIEACTBMEM MHrubMpoBaHHs usopepmenta CYP2CS
TTIOKYPOHHIHBIM  METaboNuTOM Kionuaorpena. CrenyeT CoGMIOAaTs OCTOPOXKHOCTb IpH
OIXHOBPEMEHHOM NpUMEHEHHH KJIonyIorpena %4 JIEKapCTBEHHBIX CpelCTB,
MeTaboN3NPYIOMUXCS ¢ NoMomblo u3obepmenta CYP2CS (HampuMep, penariIudHUAA,
TNAKIUTAaKCeNa) B CBA3M C PHCKOM YBENMYEHHsS MX IUIa3MEHHBIX KOHIEHTpamumii (CM. pasjen
«C OCTOpPO>XKHOCTHION).

Onuouodnvie azonucmol

Kak n B cnyyae apyrux nepopansHex uHru6utopos P2Y12, omgHoBpemeHHOe IIPUMEHEHHe
ONMOWIHBIX AarOHMCTOB MOXET 3aJePXKUBaTh M yMEHBINATh aGCcOpOLMIO  KIONMAOrpea,
BEPOATHO, M3-32 3aMEJUICHHOTO OIIOPOXKHEHMA enyaka. KivHuueckoe 3HaueHWe JaHHOTO
B3aUMOJICHCTBUA  Heu3BecTHO.  Cnefiyer  paccMOTpeTh  BO3MOXKHOCTD  HAasHAYEHHUS
NapeHTEpaibHOr0  aHTHArpPEraHTHOrO IpenapaTa y MalMEeHTOB C OCTPHIM KOPOHAPHBIM
CHHJIPOMOM, TPEOYIOLIMX OZHOBPEMEHHOTO NPHMEHEHMs MOphHHA WM IPYIHX ONMOMIHEIX
aroHMCTOB.

Pozysacmamun

Bri10 10Ka3aHo, 4TO KIONHMAOTpeN YBETMUMBACT SKCIIO3ULIMIO pO3yBacTaTHHa B 2 pasa (AUC) u
B 1,3 pasa (Ciax) nocsie npuema xionuzorpena B goze 300 mr u B 1,4 pasa (AUC) 6e3 Bnusiuus

Ha noxasatelb Cax 110CJIE IOBTOPHOTO NIpHEMa KJIOIIMAOTpena B A03€ 75 MT.
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Ocobble ykazanus

KpoBoreuenus u r: CMaTOJIOrMYCCKHE HAapYIIIEHUS

B CBA31 ¢ pHCKOM Pa3BUTHA KPOBOTEUESHHS 1 HEXEIaTe bHEX peaKuuii Co CTOPOHBI KPOBH (CM.
paznen «IlobouHoe feHicTBHE) B CIIyYae MOSBICHHS B XO/E NEUSHHS KIHHUYECKIX CHMIITOMOB,
TOZIOSPUTEIIHEIX  HA  BOSHMKHOBEHME KPOBOTEYEHHs, CIEYET CPOYHO CAeNaTh oGumumil
KIWHAYECKMH aHalTH3 KPOBH, ONPEIEINTh aKTMBMPOBAHHOE YaCTHYHOE TPOMOOIIACTHHOBOE
BpemMa (AYTB), xommuecTBo TPOMOOLHMTOB, HOKa3aTeNH QYHKIMOHANBHON aKTHBHOCTH
' TPOMOOLMTOB U POBECTH APYTHe HEOOXOAMMEIE HCCIIEOBAHL.

Knomugorpen, xax u gpyrue AHTHTPOMOOLIMTAPHBIE CPENCTBA, CIEAYET NPUMEHATH ¢
OCTOPOKHOCTBIO |y NAMCHTOB, HMEIOMIMX IOBBIIECHHEI DPHCK DPA3BUTHA KPOBOTEUEHHS,
CBA32HHBIA C TPaBMaMH, XHPYPrUYECKUMH BMEIIATEICTBAMH HITH JIPYTHMH HaTOJOIMYECKUMHU
COCTOAHMAMH, 3 TakXe y NauueHToB, nonyyaromux ACK, HIIBII (B Tom uncie HUHTHOUTOPEI
HOI'-2), remapun, 6nokatoper raukompotemsa IIb/Illa, CHO3C wu MOIIHBIE HHAYKTOPHI
usopepmenta CYP2C19. B CBA3M ¢ HOBBIIEHHEIM PHUCKOM KPOBOTEYEHHS TpOMHas
aHTUTpOMOOLMTapHas — Tepanus (xnormmporpen+ACK+aunupunamon), npuMeHsemas s
BTOPMYHOM INPOGMIAKTHKM MHCYIbT4, He PEKOMEHAYETCS [AaLMEeHTaM ¢ OCTPBIM
HEKapAUO3MGOIMIECKIM HIIEMUYECKUM MHCYIBTOM umu THA.,

Ilpn nevennn KIOMMIOIrpeNnoM, 0COGEHHO B TEUCHHE IEPBBIX HENENb JNEUEHHS W/HIH MOCie
MHBA3UBHBIX KapAMONOrMYECKHX INpPOLEAYP/XUPYPrUYecKOro BMEINATEIBCTBA, HEOGXOAUMO
BECTH TIIATENbHOE HAOMIOACHME 32 IALMEHTAMM HA TPEIMET HCKIIOYEHUs NPU3HAKOB
KPOBOTCHUCHHA, B TOM 4MCI€ M CKphIToro. He pekoMeHAyeTcs OJHOBpEMEHHBIH mpHeM
Klomuzorpena ¢ NEpOpaIbHBIMA  AHTHKOAryJISIHTaMH, TIOCKOJNBKY 3TO MOMET YBETHYHTH
MHTEHCHBHOCTE KPOBOTEUCHHH (CM. pasien «B3auMOJCHCTBHE C APYrMMH NEKapCTBEHHBIMH
cpencTeaMu»). ONHOBPEMEHHOE IPUMEHEHHE KIOIMOTpeNa 1 BapdhapuHa ClleyeT NpOBOJUTE C
OCTOPOXHOCTBIO, TaK KaK OHO MOXCT YCWIMTh PHCK KpOBOTEYeHHs (CM. pasfein
«B3anMozelicTBYE C APYTHMH JIEKAPCTBEHHBIMH CPEZICTBAMMU).

Eciu mauuenty npexcTOMT IuaHOBas  XMpyprudeckas onepauds, U Npd 5TOM HET
HEOOXOAUMOCTH B aHTMTpoMGOUMTapHOM 3ddekte, To 32 7 AHeH 10 onepaluy NpUeM
KJIONMIOIpeNa CeAyeT IPEKPaTHTb.

Knonunorpen yanuuser Bpems KpOBOTEYEHHS M JO/KEH MPUMEHSTHCS C OCTOPOXKHOCTEIO ¥
TNalMEHTOB ¢ 3a00NeBaHUAMY, TIPEPACTIONATAIOIAMY K Pa3BHTHIO KpOBOTEYEHU (0COOEHHO,
KCIyJOIHO-KHIICYHEIX M  BHYTpUINasHbX). IlpemapaTsl, KOTOpElE MOryT BHI3BIBATE
nospexzaenus  ciusucroi  obonouku IKKT (takme xax ACK, HIIBII) Y TNalUeHTOB,

NIPUHAMAIOIHUX KJIOIIHUAOTpell, CIACAYET NIPUMCEHSATE C OCTOPOXHOCTEIO.
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TauueHTs! 10/KHEL GBITH IpeyNPEX/IEHE! 0 TOM, 4TO NIpH NipHeMe KNonuaorpena (B COYeTaHUK
¢ ACK nim Ges Hee) /st 0CTAHOBKH KPOBOTEYEHHS MOXKET notpeGoBarthcs 6olblue BpeMeHH, a
TAIOKE O TOM, 4TO, B Cllydae BO3HMKHOBEHHS y HHX HEOGBIMHOrO (110 JIOKANM3ALMM MM
NPOAOIDKUTENEHOCTH) KPOBOTEYEHHS, UM CJIELYET COOBIIUTE 06 3TOM CBOEMY JieUallleMy Bpauy.
Iepen mobGoii mpexcrosimeli omepanmeii u Nepea  HayajoM TIipueMa Jro6oro HOBOTO
/ICKApCTBEHHOTO NpeliapaTa MaLMeHTs JOMKHE COOOIAaTh Bpauy (BKIIOYAt CTOMATONOra) o
NpHeMe KIONUIOorpena.

Ianpenram ¢ OCTPHIM KOPOHAPHEIM CHHAPOMOM Ge3 MomseMa cermenta ST B BO3pacTe cTapiue
75 mer He pPEKOMEHIYETCS HA3HAYaTh HATPY30UHBIE /03Bl kinonuporpena 600 Mr u3-3a
HEJOCTAaTKa NAHHBIX O NEHCTBMM KIONMAOIpeNa M H3-3a IOBBINEHUS PHUCKA pPA3BHTHSA

KpOBOTCYCHMSA Y 3TOM T'PYIIIBI ITANUCHTOB.

Tpombornyeckas TpoMBoNUTONIEHHYECKAs IYPIYDa (TTII)

OueHs peaxo Ha ¢oHe mnpuema KioOMMIOrpena (MHOrNA Jaxe HETIPO/I0/DKUTENBHOTIO)
OTMEHanuck ciydad passutud TTIL. OTo cocrosHue Xxapakrepusyercs TpoMGonuTOneHMeH 1
MHKPOJHIHONIATUYECKOH TEMONMTHYECKOH aHEeMHell B COYETaHMH C HEBPOJOrMYECKHMM
TNpH3HAKaMH, HapymeHUeM (YHKUMM Touek M nuxopamkol. TTII sBiIseTcs MOTEHIMANBHO
KM3HCYTPOXKAIOIMM  COCTOSIHUEM,  TpeOYIOMM  HEMEIJIEHHOTO  JICYEHHs, BKIIOYas
masMadepes.

IlpuobpereHnas remoduwiys

Coobmanoce o ciryyasx passutus npuoGpeTeHHON reMo(uiMy npy npueme Kionuaorpena. [pu
TIOATBEPAK/ACHHOM ~ M301MpOBaHHOM  yBennmueHun AYTB, conpopoxaaromemcs wimum  He
CONPOBOKAAIOMIEMCsT PA3BUTHEM KPOBOTEUYEHHS, CIIEAYET PACCMOTPETH BOIPOC O BO3MOXKHOCTH
pa3BuTHs npuoOpereHHOM remo¢umuu. Ilanuentsr ¢ NOATBEPAICHHBIM  JMArHO30M
NpUOOPETEHHOH TeMOGUINK JOKHE HaGIONATECS M JIEYUTHCS y CHELMAIKCTOB IO 3TOMY
3abonesanuo. IIpuem kionugorpena Heo6XoaUMO [IPEKPaTUTh.

HenaBHo mepeHeceHHBIH MIleMUYeCKHit HHCVJIELT

Havano mepanuu

* V¥ nmanmenTos ¢ ocTpsM # MainsiM FIU umn THA cpexHero wim BEICOKOTo PHCKa BoiiHas
aHTHarperanTHas Tepanus (knonugorpen U ACK) mosokHa HagaThCsi He No3aHee deM
uepe3 24 yaca nocie NOSBIEHUS CUMIITOMOB COOBITHA.

* JlaHHEIE O COOTHONIEHHH IONB3BI M PUCKA KPaTKOCPOYHOMN ABOMHOI aHTHarperaHTHoi
Tepanyy y nauueHTos ¢ octpeiM ManbiM MU wim ¢ THA cpenHero niny BEICOKOTo prcka
C BHYTPHIEPETIHBIM KPOBOM3IUAHIEM (HETPABMaTHYECKUM) B aHAMHE3€ OTCYTCTBYIOT.

* MoHoTepanus Komiaorpenom y nmanuentor ¢ UM, He spasiomumMcs MaJbIM, AOJDKHA

Hayatecs yepe3 7 AHel nmocie Hayana coOBITHA.
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Hayuenme: ¢ HH, ne sensiowyumcs maneim (NIHSS > 4)

BBuay OTCYTCTBMS [aHHBIX HE peKOMeH}lyé'rcx Ha3HayaTh JBOMHYIO aHTHarperaHTHYIO
TEpaIuIo.

Iayuenmer, HedasHO nepeneémue manoiti MU unu THA cpeonezo unu 6bicoK020 pucka,
KOMOPbIM HOKA3AHO WU KOMOPLIM 3ANIAHUPOBAHO 6MeUamelbCmMeo

JlaHHBIE B TIOJIEPKKY NPUMEHEHYIS JBOMHON aHTHArpEeraHTHOM Tepanky Y MalMEHTOB, KOTOPEIM
TNOKa3aHa KAapOTHAHAs SHIAPTEPIKTOMHS MIM BHYTPHCOCYAMCTas TPOMOBKTOMMS, HIH Y
IAl[MEHTOB, KOTOPHIM 3all/IaHUPOBAHBl TPOMOONM3UC WIM aHTUKOAryJsHTHAas Tepamnus,
OTCYTCTBYIOT. B  yKa3aHHBIX CHUTyallUsiX HE pEKOMEHIYETCs Ha3HayaTh J(BOMHYIO
aHTHArperaHTHYIO TepaIuio.

dyHKIMoHaNRHAs aKTHBHOCTE M3odepmenta CYP2C19

V nauuenToB ¢ HU3KoH akTUBHOCTHIO H3odepmenta CYP2C19 npu nprMeHEHMH KIIONUI0rpena
B PEKOMEHZYEMBIX [103aX 00pa3yeTcs MEHBIIE aKTHBHOrO MeTabonuTa KIONUAOrpena u cnabdee
BBLIPXKEHO €r0 aHTHArPeraHTHOE JEeHCTBHE, B CBA3M € YEM IIPU NpueMe 00BIYHO PEKOMEHYEMBIX
103 KJIOIMIOTPENa MpH OcTpoM KopoHapHoM cuHapome unn YKB Bo3zMoxxkHa Goyee BEHICOKas
YacTOTa Pa3sBUTHA CEPIAECYHO-COCYAUCTHIX OCIOXHEHHWH, 4eM Yy NalMEeHTOB C HOPMaJbHOM
akTHBHOCTHIO M3odepmerta CYP2C19.

OxujaeTcs, YTO MPUMEHEHHE JIEKAPCTBEHHBIX CPEACTB, KOTOPhlE MHAYLHMPYIOT aKTHBHOCTh
mopepmenta CYP2C19, MoxeT NpUBOAWTH K YBEIMYEHUIO KOHUEHTpAlMH aKTUBHOIO
MeTaboJIuTa KIOMMO0IpeNa 1 NOBHIIATh PUCK BOSHUKHOBEHMS KPOBOTEYEHH. B kayecTBe MepEI
NPEJOCTOPOKHOCTH HE PpEKOMEHIYeTCs IPHUMEHATh OIHOBPEMEHHO MOIUHBIE HHIYKTODHI
mogepmenta CYP2C19 u xknonugorpen.

Hmerotcs Tecthl qia onpenenenus renorana CYP2C19, sTu TecTEl MOTyT OBITH MCIIOJIb30BaHEI
Ul MOMOIIM B BHIOOpe TepaneBTHYecKol crparerun. Creayer paccMOTpPETh BOINPOC O
HpuUMEeHeHUH bonee BLICOKHX‘JIO3 KJIOTIMJOTpeNia Y NalMeHToB ¢ Hu3Koi aktuBHocThI0O CYP2C19
(cM. pasmen «®apmakokuHeTukay nogpasgen «®PapmakoreHeTuxa», pasgen  «Cnocob
HpHUMEHEHUS U 103b1»).

IlepekpecTHEIE aJUIeprHYecKue /WY reMaToJIOrHueckye peakKilud MeXY THEHOHPHIAHMHAMU

CneyeT yTOYHATH HaJHYKME B aHAMHE3€ Y NAlMEHTOB aJUIEPrUYeCKMX H/AIM TeMaTOJIOTHYECKHX
peakuuii Ha Apyrue NPOU3BOJHEIE THEHONMUPHAMHA (TaKkue KaK THKJIONMIAMH ¥ Npacyrpe), Tak
KaK OIMCaHEl CJIy4aH MMePEKPECTHHIX alIEPIHYeCKMX M/HWIH FeMaTOJIOTHYECKUX PEaKMi MEKLY
TneﬂonhpmHHaMn (cMm. pazpen «IlobouHoe neiicTBue»). THEHONMPHUAMHEI MOTYT BEI3BIBATH
yMepeHHBle WM TSKeNble ajulepruueckue peakuud (Takue Kak KOXHas  Chillb,
AHIMOHEBPOTHYECKUH OTEK) WM FeMaTOJIOTMYeCKHe PeaKLUH (Taxhe KaK TpoMOoLMTONEHHU,

HeiiTponienns). IlalMeHTH, Yy KOTOPHIX paHee HaONIOJanMCh alUIEprUyYecKue W/HIK
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reMaToJIOTHYeCKHe PeaKM¥ Ha OJMH M3 NpenapaToB IPyNIsl TUEHONUPUIMHOB, MOTYT UMETh
NOBBHIIEHHEIA PUCK Pa3BUTHS TaKUX peakuuil NpH NpueMme ApYroro Iperapara U3 TPyNIsl
THEHONIMPUIUHOB. PEeKOMEeHIyeTcs MOHHMTOPMHT MEPEKPECTHHIX ANIEPrHYeCKMX W/HIH
reMaToJIOTHYECKUX peaKHil.

IloueuHasa HEAOCTATOYHOCTD

OnBIT MpUMEHEHHs] KIOMUAOrpeia Yy TNalMeHTOB € TSKENOH TNOYEYHOH HENOCTATOYHOCTBIO
orpannyed. 1109TOMYy ClELYET ¢ OCTOPOXKHOCTRIO NPUMEHATE KIONMHAOrPEN y ITOH IPYIIIBI
MalUeHTOB.

IleyeHoYHAs HENOCTATOYHOCTh

Vimeercsi OrpaHHMYEHHBI OMNBIT MPAMEHEHMA KIONMAOIpeNia Yy NALUEHTOB C THKEIBIMU
3a00jIeBAHMAMH  TICYEHH, KOTOphlE MOrYT OBITB IIPEAPACHONOXEHBH K  Pa3sBUTHIO
reMopparuyeckoro zuatesa. I103Tomy cieyeT ¢ oCTOPOXHOCTBIO NPUMEHATH monnnbrpen y
JaHHOH I'pYNIIH ALMEHTOB.

BcnomorarensHEle BEIIECTRA

[Ipemapar Knonunekc® comepxuT nakTo3y, II03TOMY IallMEHTaM C  HACJIEACTBEHHOM
HEIIEPEeHOCUMOCTBIO JIaKTO3BI, ACPMIMTOM JaKTassl M CHHIPOMOM IVIFOKO30-TallaKTO3HOM

MajpabcopOLMK MpenapaTt NPOTUBOIIOKA3aH.

Biiusinue Ha cIOCOGHOCTD YIIPABJIEHMS! TPAHCIIOPTHLIMH CPeJICTBAMM H MeXaHH3MaMH
penapar Kionuuekc® He OKa3bIBaeT CYLIECTBEHHOTO BJIMAHMA HA CIIOCOOHOCTH YNpPaBIECHHSA

TPaHCIIOPTHBIMHU CPCACTBAMH M MEXaHU3MaMH.

®opma BhINYCKa

Ta6neTku, NOKPHITHE IIIEHOYHOH 060/1049KOMH, 75 MT.

ITo 15 TabneToK, TIOXPHTHIX IUIeHOYHO# obonoukoii, B [IBX/TIB/IX//An 6mucrep. J{Ba, yeTrIpe
WM IECTE GIMCTEPOB BMECTE ¢ HHCTPYKIMEH 110 NPYMEHEHHUIO NIOMEINAIOT B KAPTOHHYIO MaYKy.
[To 14 TabneTox, MOKPHITHIX IUIEHOUHON obonoukoi, B IIBX/IIBAX//An 6mucrep. OnuH uiu

yeThIpe GNMcTepa BMECTE C HHCTPYKIHUEH N0 NPUMEHEHHMIO IOMEIIAIOT B KAPTOHHYIO MadKy.

YcaoBus XpaseHust
ITpu Temnepatype He Bbime 25 °C.

XpaHWTh B HEAOCTYIHOM 11 ieTel MecTe!

Cpok roanoctn

2 roja.
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He NPUMEHATE 10 UCTEYEHUH CPOKa M'OAHOCTH.

YeaoBus ormycka

Ornyckarot nmo peuenry.

Baajenen perncrpaunonsoro yaocroepenus

BEJIVIIO, nekapcta m kocmerwka a.4., Pecmybnuka Xopearus, 48000, . KonpugHuiia,
yn. Jlanuua, 5.

IIpouzBoauTenn

['otoBas nexapcreennas dopma: Bunum ®apmackroTrkans, Typums, I'e63e Opranuze Canau
benrecu (I'OCB), 1900 Cokak Ne 1904; nepeuunas/Bropuunas YNaKoBKa / BBIMYCKaIOLHUH
koHTponb kayectBa: BEJIVIIO, nekapctea m kocmernka a.1., Pecny6imka Xopsarus, 48000,

r. Konpuenuua, yn. Jlanuna, 5.

Opranusauusi, NpUHAMAlOWAs NPeTeH3UH NoTpeGHTeN el Ha TeppuTopun Poccuiickoii
Denepannn: IlpeacTaBUTENHCTBO KOMMAHMU BEJIVIIO, nekapctBa W kocMmeTHka [.1.,
Pecriy6nuka Xopsatus B Poccun

Mockasa, 119330, JlomoHocoBckmii npocr., . 38, k8. 71-72

Tenedon: +7(495)933-72-13, daxc: +7(495)933-72-15

F
PykoBoautens aenaprameHra . %/
PEruCTpalMy JIEKAPCTBEHHBIX CPE/ICTB Ennkeesa O.B.
[IpencraBuTenbcTBa KOMIAaHUK ’

BEJIVIIO, nexapcTBa u KOCMeTHKA A.1.,
Pecny6nuka Xopearus B Poccun
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