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Memynapo;moe ﬂenaTeHTOBaHHoe HANMEHOBAHHE: Knommorpen
JIeKapCTBeHﬂaﬂ q)opma Ta6neTKu l'[OKpblTbIe MJIEHO4HOH 060110111(0[4
CocTas Ha 1 Taﬁnengy:'

He#cTayrotuee BEILIECTBO: Knonuﬁbrpena ,rmpocymd)aTé 97,86 wr, K‘ITO‘ _éoorBeTCTByeT
Knonnuérpena 75 wr; .Bcri(;MOFaTehLHble ' BemeéTBa: _ yeamonosa KpéMHileeaﬂ
MquOKpucmamuuecrca}z 1 98,20 me: uenmono3a MHKpOKpI/lCTaJUIPHeCKaSI 194, 236 M, KpemHus
nnoxcpm KOJUTOMHBIH 6e3BoHBI 3,964 Mr; mnpono3a 12 mr, KIemeBUHbI 06bIKHOBeHHOI/I CeMsIH
Macno mnpnposaﬂﬂoe 12 mr, obonouxa Onad_pau Y-1-7000 Gewii 1 0 mz: mnpOMenno3a 6,25 Mr,
TUTaHa zmor(cpm 3, 125 wr, MaKpomn 4000 625 M. o

Onucaﬂne.

" Benble WM MouTH 6em>1e prmbxe }lBOHKOBbIHyKJIbIC Ta6nen<n noxmeme nneHquon o6onoq1<on ,
g I‘paBI/lPOBKOI/I «E 181» Ha OHOM CTOpOHe Ta6neﬂ<u 6e3 wm mouty Ge3 anaxa:
'mapmaKOTepanéﬁaneckaﬁ rpynmi: aHTI;lTpo,MGO'TuqeéKne ‘cpe'ncma; aHTHArpPeraHThl, KpoMe
renapm{a ‘ - o . | -

Kol( ATX: BOlAC04 L. ; p '

" @apmaxosornyeckue ceoficrea I
‘d)apMdKobuuaﬂtuka" .
Knonuﬂorpen npencrasnﬂeT co6ou HpOIICKapCTBO OlIUH M3 AKTUBHBIX. MeTa6OHMTOB KOTOpOFO :
ABNSETCA ° uﬂm6mopom arperauuu TpOMGOuWrOB I[nﬂ O6pa3OBaHMH aKTHBHOTO MeTa6onuTa
KOTOprI/l no;{aBnﬂeT arperaumo TpOM6OLU/ITOB ‘Kjaonuzorpen [LOII)KGH MeTa6onn3yxpoaaTbc;1 (1
| HOMOLIJ,HO nzorbepMeHTos -CHCTEMBI uuToxpOMa P450 - (CYP450). AxrusHbIi MeTa6onuT,
Knommorpena CENEKTHBHO . I/IHFHGP!pyeT CBA3bIBAHUE anenozuuamboubam (AIICI)) ¢ P2Yp a
peuenTopOM TpOMGOLmTOB e nocne}ly}ouly}o AI[CD onocpenosauny}o aKTMBALMIO Komnnexca'
GPIIb/IIIa TIPUBOZIA K MOJABICHHUIO arperaumi TpOM6OLII/ITOB. Bnarouaps( Heo6paTumomy .
' CBABBIBAHUIO, TpOM6OL1HTI>I ocTaroTC, HeBocnpnanuBblMu K ctumynssuud AJI® B TeueHue Bcero
.0cTaBLierocs cpoxa csoen KH3HHU (npumepﬂo 7—10 AHei), a BOCCTaHOBJIEHHUE HopMaanou byHKUMH
TpOM6OLI,PITOB TPOUCXOIHUT CO cxopocn:ro COOTBBTCTBy}OHLeI/I cxcopocm 06Hosneﬂm Tp0M60umos

Arperaumx Tp0M60unTOB BbI3BAHHASA aFOHHCTaMH oTnuuHbiMU 0T AJID, TaloKe HHm6preTcx 3a

”\ L : ' . ‘ . it



'duazrlocmupoeaunoe 3abonesanue nepuqbepzmec;cux apmepuu (3HA )

T .a :?iTE:TlThwET’““
' ’ i ) : ||T,__i_:‘

) L—. XOOALL i 4

cuer 6HOKa,llbl yCHJ'ICHHOPI aKTHBaLUH Tp0M60LIIdTOB BBICBOOOKIAEMBIM AZ[(D

‘Tax Kak 06pa3osam4e aKTPIBHOFO MeTa6onnTa npoucxonm npu nomoum nzo(bepmeHTOB CHCTEME

umoxpoma P450,. HeKOTopre M3 KOTOPBIX MOTYT 0Tnuanbq;1 nonumopd)pBMOM -

_l/IHFl/I6l/IpOBaTbC${ llpyI‘HMI/l npenapataMyd, HE Y BCEX IMNAUMCHTOB BO3MOXHO aJ€KBaTHOE

uHmGupOBaHue arperauuu TpOM6OLLI/ITOB
[Tpu EIKEIHEBHOM TIPHEME Knommorpena B 103¢ 75 MI ¢ nepBoro Ke JHS IpUeMa OTMEeYaeTCs

3Haqmenbﬂoe no/ua}meﬂne AI®-unHayuMpyemoii arperaunu TpoMGOLHTOB (AI[CD -UAT), KOTOpOe

) HOCTCHCHHO yBe.ﬂl/l‘{l/IBaeTCS{ B TC‘{eHI/IC 3—-7 OHEH U BaTeM BBIXOOWUT Ha HOCTOSIHHbII/I YPOBE€Hb (ﬂpl/l

ILOCTPI)KCHPII/I paBHOBCCHOFO COCTOHHI’ISI) B paBHOBCCHOM COCTOSIHI/H/I arperauux TpOM6OLLl/ITOB‘

nojiaBnseTCs B cpenHeM Ha 40— 60% [Tocne npexpameﬂnﬂ npnema KJIOnuAaorpena arperauus
TPOMGOLIMTOB ¥ BPeMs KPOBOTEUEHH IOCTEIIEHHO BO3BPAIIAIOTCS K HCXOHOMY YPOBHIO B CPEAHEM
B TeueHUe 5 RHEH.

Knuﬂuqccxaﬂ B(beCKTl/IBHOCTb )5 6€30l'laCHOCTb

Be3OHaCHOCTB u 3(b<bexmsﬂocm Knonymorpena ouennsanncs B 7 IBOMHBIX CIEMBIX nccnezxosaﬂmx
c yqacmeM 60nee 100 000 nauueHTOB' HCCHG}IOBaHHe CAPR-IE CpaBHeHHe KJonuorpena ¢

auemncanmmnomﬂ KHCTIOTOH- (ACK) a TaKxe nccneﬂosaﬂwx CURE CLARITY; COMMIT,

-CHANCE "POINT u ACTIVE-A, B KOTOPBIX CpaBHI/IBaIIPI Knommorpen ¢ rmrauebo; oba
_neKapCTBeHHng npernapara, Ha3HauaJuch B KOMGHHALIK ¢ ACK u npyron CTaHILap’I‘HOPI Teparuen.

Hec)deno g nepeHeceHan”i qubame “Muoxapoa (I/IM) He()aeﬂo nepeneceynbzu lchyIlbm u

B nccnenosamde CAPRIE GLUm BKmoueHsl 19 185 NalUEeHTOB ¢ aTepOTp0M6030M KOTOpBIA.

npo;mnnca B BUE HCILEIBHO HepeHeceHHOFO "m (<35 nHen) HeﬂaBHO nepeHeceHHoro

HIIEMHYECKOro MHCYIbTa (OT 7 LLHeM 1o 6 Mec;lueB) WK yCTaHOBJ'[eHHOFO 3HA HaHI/IeHTbl 661K

PaHIOMH3UPOBAHEI 11O rpyrmaM nonyanmuM KﬂOI‘IPI,IIOFpGH B cyTquou aoze 75 MI‘ umt ACK B

cyTquou Ao3e 325 Mr, U OCTaBam/le ron Ha6moneHMeM B Teyenue oT | roja a6 3 Jer, B moArpymnme
nauueHTOB nepeHecwnx UM, GOHLHIHHCTBO MalyeHToB nonyqanu ACK B Teuenue nepnmx
HECKOJIbKHUX AHGH IOCJIe OCTPOro umbaplcra Muox(apu,a (OUM). Knonn,uorpen 3HAUYUTENILHO CHPDKaH
L1aCT0Ty HOBle MLIEMHYECKHX conmn (xoMBuHUpOBaHHas KOHeqHax Touka - M, MLIEMUYECKHiA
MHCYJIBT M COCleI/ICTa}I cmepr) 1o cpaBHeHmo c ACK AHannz ob1eit CMEPTHOCTH Kak BTOPHYHOM
KOHEYHOH TOUKM HE BBISIBU/I 3HAUUMOTO pa3nw{m Me»my monunorpenom (5,8%) u ACK (6,0%).

[Tpu ananuze nonrpyrm C IPHUMEHEHUEM KauYecTBEHHOM OLEHKe COCTOsIHMS (I/IM umeMqucxnu
ymcyan ‘u 3IIA) Han6om>umu 3(1)(1)61(1? Tepanuy . Ha6m011ancsx y. nauueHTOB _BKJIOYEHHBIX . B
uccnenosanne B CBSI3U C 3HA (oco6eHHo TeX, Y KOro B aHaMHe3e 61:111 I/IM) U 6onee cna6bm ad ekt

(mmaymenwo ormimyaroiuiicss or- ACK) y nauueHToB, nepeHeciunx ymcyan. Y NauueHTos,

BKJIIOYEHHBIX B MCC/IENOBAHME TOJIBKO HA OCHOBAHMM HE@BHO mepeHeceHHoro MM, pesysbtat B,
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rpynne Knonunorpena 6I>IH ‘{I/ICIICHHO XYX€, HO cramcmqecxn HC omuqanm oT ACK KpOMC TOrO,

aHanus ‘MOArpyn. no BOSpaCTy n03BONAET npennonommb .4TO 6naronmeHbm a(b(i)exr.

. KJIonujorpena y [aLMeHTOB craplue 75 fieT Gl MeHee BLIPAXKEH,; YeM Y NMaUUEHTOB B Bo3pacte <75

JICT.

Ocmpbzu Kopouapubzu cum)pOM (OKC) ‘ | ) L | . .

«‘B uccnepopanue CURE 61>mo BKJIIOYCHO 12 562 NALUUEHTa, | nepeHecwnx OKC 6e3 nom:ema

cermenTa ST (HeCTa6HHbHaH CTeHOKapﬂ,I/Iﬂ unu UM 6Ge3 3y6ua Q) Y KOTOpbIX B TeueHue MoCNeJHUX

24 4aCOB IosABUJIACH 60.T1b B 06J’IaCTl/l prﬂHOH KIICTKM HIH CMMHTOMbI yKa3bIBalOLuMe Ha HLICMHIO.

Jlnst BKIIOYEHUS B MCCNENOBAHHE TpeGOBaHQCb, 4TOGbL y nauuemosﬁbmu nun6o usmenenus K,

YKa3bIBaroumue Ha HOBBIe HIIEMUYCCKUE SIBHGHPIX JII/[60 HOBBIIHGHHaH AKTUBHOCTD -

’

Kap/1o(hepMeHTOB, m/16o KOHLI,BHTpaLI,I/IH Tponomma [ mm T, mno KpaI/IHCI/l Mepe B 2 pa3a

i l'IpeBbIIHa}OHIHI/I B€pXHI/IH npeuen HOpMLI. HauHeHTLI 6BIHH paH}lOMl/I?:,PLpOBaHBI BpryrIl'II:I HequI/lﬂ

: Knonymorpenom (Harpy3quas{ 103a 300 Mr, 3aTemM 75 MF/CyTKI/I, n=6259) unmu rmaue60 (n 6 303),

f

 KOTOpBIE npnmdmann B KOM6HHaLLI/IH c ACK (75- 325 mr l- pa3 B CyTKI/I) u ;(pymMu CTaHAAPTHBIMU
; npenapaTaMH HauneHTm rlonyqamd neYeHue B TC‘iCHPlC nepno;(a IUIHTCJ'KBHOCTHO Ao ozmoro FOJA.

,B HCCJICIIOBaHPII/I CURE 823 naygueHTa (6 6%) 1 nonyqanu COHyTCTBy}OLIIle Teparuio aHTaFOHHCTaMM-

peuenTopos GPIIb/IIIa. Fenapuﬂ BBOAMIH 6onee gem 90% HauI/IeHTOB. ConyTCTByxomaﬂ Tepam/m

FeHapHHOM HC OKa3plBaJia 3Ha’~IHMOFO BIII/I?[HHH Ha OTHOCHTCJH)H}’}O qacToTy passmml KpOBOTe‘[eHHH .

"HpI/I npneMe Knommorpena H rmaue60

'KOIIH‘{GCTBO l'IaU,PIeHTOB y KOTOprX 65ma neanqHaﬂ KOHCYHass TOYKa (CMepr OT cepneqﬂo-

COC}’E,HCTLIX 3a6oneBaH1414 (CCS) UM WM HHcyan) COCTABHIIO 582 (9,3%) B rpynne nonyanmen

» Knonmlorpen n719 (1L 4%) B rpynne MosTyyaBIIe rmaue60 a OTHOCHTGHBHHI/I pHCK GELT CHUOKeR

Ha 20% y rpynmnsl, nosiy4aBlIei KIOMUAOTpen (cHumqmde OTHOCHTENBEHOTO pucka Ha 17% npu

KOHCEPBATUBHOM JI€YEHHH IALMEHTOB, Ha 29% NPH BBINOTHEHHH YPECKOKHOM TPAHCIIOMUHATBHOM

. kopoHapHoi anruoriactuku (YTKA) co crentom minu 6e3 Hero 1 Ha 10% npu BbINOAHEHUH 20PTO-

KopoHapHoro uryHTHposaHus (AKIL)). ITocsie 3 MecsLeB neyenus NperMyIIECTBO, HabMoAaBIIEECS
s ) ) ) , ’ i :
B rpynne knonuporpen + ACK, Gonbuue He yBENMYMBANOCh, B TO BPeMs KaK PUCK KPOBOTEUEHHS.

coxpammcx

v

‘ KOJ]PHECTBO MalLUEHTOB ¢ KOM6HHl/lpOBaHHOM nepmeou KOHEYHOM TOUKOI (cmepTh OT CC3 HM,
“MHCYJIbTOM WIH pe(ppaKTepHou muemuen) cocraBmio 1035 uenosex (1 6,5%) B rpynne, nonyanuJeu‘

Knonmxorpen u 1187 (18,8%) B rpynme, nonyanmen nnaue6o. Bnmmml Ha '-{aCTOTy nOBTOprIX o

rocnmanusauuu 110 NOBOALY | HeCTa6ymbHon CTeHoxapnuu He Ha6m011anocx>
HOIIO)KI/ITeHBHLIe .-9(1)(1)5:}@51 Ha6monaebee npu npnMeHeHuu KJOMMIOrpena, He U3MEHSIMCh TPH.

KpaTKOBpeMeHHOM nin }J,HldTeJleOM npumeﬂeﬂuu JApYTUX cepueqﬂo COC}/ILI/ICTBIX TperapaTos

"(Tax(ux 'KaK, Tenapud/ HU3KOMOJEKYNApHbIE renapuHbl (HMF ), auntaronuctsl GPIIb/IIIa,
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rnnonhnnz{emﬂqecxuc ripenaparu Oeta-6/10KkaTopsl 1 ide6mopm aHTMOTCH3UHIIPEBPALIAIOLIEr0

¢depmeHTa (AH(D)) B(bq)exmsﬂocn) Knonnﬂorpena He 3aBuceJ1a oT 110351 ACK (75-325 mr1 pa3 B.I

CyTKI/l) - . o . S S v

'

v MaLMEHTOB ¢ OI/IM c. HO,IL’bCMOM CerMeHTa ST 6B3OHaCHOCTb u 9(1)(1)eKTuBHOCTb Knonymorpena

oueHuBanacb B 2 pannommuposaﬂﬂb;x rmaue6o KOHTpOJ‘II/lpyeMle JBOHMHBIX  CIIEMbIX

uccnenosammx‘ CLARiTY U COMM_IT. ‘

B nccnenosaﬂnn CLARITY yqacmosan 3491 [IALMEHT, KOTOpbIE. HOCTyl'll/l.Tll/l B CTALMOHAp B

Tevenue 12 qaCOB nociie pasBUTUA M © MOZBLEMOM CerMeHTa ST U KOTOPHIM . 6bma roxasaHa

‘TpOM6OHI/ITI/I‘{eCKaSI Teparnus. Haunemu nonyqamd Knommorpen (Harpy3oqﬂaﬂ J03a 300 MT, 3aTeM
75 Mr/cyT n =3 1752) uin nauebo (n = 1739), oba 8 K0M614Ham/m & ACK (ot 150 no 325 MT B
KaquTBe HanySO‘{HOH 110351 3aTeM OT 75 no 162 Mr/cyT) (bMGpMHonmuqecxcnu npenapaT H, [pY

~Heo6xonnmocm, renaprdH. ITauuenTros Ha6mo;1ann B TeueHue 30 JHEH. HepBuquu KOHEYHOM

TOUKOM SABJISANOCH HAJIMYKME OKKIIIO3UM B MHPAPKT-CBSI3aHHOM KOPOHAPHO apTepPHH Ha AHTMOFpaMMe

Jiepel BHIIMCKOM, cMepTh unﬂ nosTop‘Hmﬁ UM no nposénenusr KOpOHAapHOM ax—imorpa@ﬂn. Ona

- MIAUMEHTOB, KOTOPBIM He- nposonunacs aHmorpa(bI/m HepBI/I‘{HOI/I KOHEYHOH TO'{KOPI ObL1a cmepr

. WK peumms I/IM KO mﬂo 8 WK K BBHINKMCKE M3 6OHBHPILLLI

.' 15 0% HauHeHTOB B rpynne KJjonuaorpena u 21 7% B rpynne rmaueGo JOCTHUTIIH HepBH‘IHOH‘

KOHEUHOI TO‘{KI/I 4TO MpPeJCTABISAET co6on a6comoTHoe CHIDKEHHE Ha 6 7% u. pa3Hnuy CHIDKEHHS B
36% B nonbsy Knommorpena Dt0 B OCHOBHOM oGycnosneHo yMeHL[HeHI/leM oxxmoavm B an)apKT—

.3aBUCHMBIX KOpOHaprIX‘ apTepuﬂx. 9TO npeumymeCTBo OCTaBaHOCb MOCTOSIHHBIM BO  BCEX

HpC,[lBapI/ITCHbHO QHpCLICJ’[CHHbIX no Bopacty ‘u oy, fIOKaTM3aLMN uHbapKTa U TUMY .

HCHOIII:3yeMOI‘O CI)H6pPIHOJIHTHKa I/UII/] renapm{a nonrpyrmax NagUCHTOB.

I/Iccnenosa}me COMMIT ¢ pakTopHBIM Imsaymom 2x2 Bmoyano.45 852 nauueHTa HOCTyHHBHII/IX

B Teqem/le 24 YacoB- C. MOMCHTa [TOABJICHUS CHMHTOMOB nono3peBaeM0ro I/IM 4To nomsepmnanocs :

OTKJIOHEHWSIMH_Ha 3KF (tee. I'[OII’beMOM cerMenTa ST, cumkeHnem CerMeHTa ST wm .6n01<a,uon
JIEBOH HOXKH ny'u(a [uca). Haunembx ToJ1yvau Knonn,uorpen (75 Mr‘/CyTKH =22 961) 1

nnaue6o (n—22 891) B KOMGHHauuu ¢ ACK (162 mr/cyTku) B Teqe}me 28 nneit mm 1o BbII‘lI/ICKI/l u3

60anmu>x KOMGMHupOBaHHmMH l'ICpBPI'-IHBIMI/I KOHeqHMMM TOYKAMHU 65mn CMEpTh 10 mo60u .

nputmﬂe U pa3BUTHE NOBTOPHOrO MH(APKTA, HHCYIbTA MM CMEPTb. Honynﬂuuﬂ meoqana 27,8% .

KEHUWH, 58,4% NauueHToB B Bo3paCTe 60 ner u CTapLue (26% > 170 neT) 1 54,5% nauueHTos,

v

~ nonyqasumx (bn6puﬂonum1m ;
KNOTHMAOrpeN 3HAUMTENbHO CHIDKAM omocm‘enbﬂbm pUcK CMepTH Mo 060 npyYvHe Ha 7%
_ OTHOCUTEJIbHBIH PHUCK KOMOMHALMH HOBTOpHOFO uH(bapKTa ymcyana WM CMEPTH Ha 9%, 4TO

COCTaBJISLIIO a6comoTHoe CHIDKEHHE Ha 0 5% 1 0,9% COOTBETCTBEHHO, TO IPEMMYLIECTBO OCTaBaHOCb

v
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HOCTOSHHBIM Ans rpynn TaLMeHTOB pa:moro BO3paCTa nona, npnﬂnma}oumx Wi He NPUHAMAIOLIHX
(bu6pnﬂonmum, u Ha6m011anam; y>i<e qepe3 24 aca.”

Heascxanauus. nHFMGMTODOB PELIENTOPOB P2YI2 8 Tepanuu OKC . « L8,

Tlepexon c'Tepanuu MOILHBIM MHTUOUTOPOM pelienTopos P2Y12 Ha neueHue KIONMIOTPENOM B
couetanunu.c. ACK noce 3aBepiueHust ocTpoit (ba31>1 OI/IM H3y4ascs B ABYX paHJAOMH3MPOBAHHBIX
MHHLLHHpOBaHHbIX HcCTe10BaTeNeM KITHHUYECKUX HCCIEN0BaHMIX (TOPIC u TROPICAL-ACS)

.B pannomusnposaﬂﬂom OTKpblTOM KITMHHYECKOM uccneuosaﬂnn TOPIC npunumanu yqaCTne

\

NauuEHTEI, HCpCHCCLUl/lC OI/IM KOTOpPbLIM BblﬂOIlHSUlOCb qpecxoxmoe KOpOHapHO€ BMCLUaTCHbCTBO‘

(‘JKB) l'IaLmeHTu nonyqasmue ACK % onym n3 Gosee Moumblx nﬂm6mopos peuenTopOB P2Y¥12,

y KOTOpBIX He pasBuITHCE He6naronpmmble coObITHSA B TeueHue o;moro Mec;ma pv OBLIM -

NepeBeEeHBI Ha | TEparuio (bnx(cnposafmou K0M6uﬂaunen'ACK U Knommorpena'(,uescxanaum

: msomxon aHTI/lTpOM6OLLHTapHOI/I teparuu (JTAT)) wiu npo,uonxcunu npmmmaﬂ; paHee Ha3Ha4YEHHEIE

_Tpenaparsl (HE:PBMeHHaSl HAT) ' ' , =

Cobprtus, BKHIO'—IGHHBIC B KOM6HHPIpOBaHHyIO nepBuqHy}o KOHEHHYIO TOHKY (CMepTB oT’

:OCJ'[O)KHCHI/II/I CC3, nheynsr, 9KCTpeHHaA pesacxynxpmauuﬂ M KpPOBOTEUCHHUs THNA 2-UIH 6onee‘

. TSDKENBIE KpOBOTC'{eHHH no mkane BARC (I/IccnenosaTenbcxoro aKaJleMHYeCcKOro KOHCOpLII/IyMa o

'KPOBOTEYEHUSAM), '-IepCS OZIHH rOJ1 ITOCJTE IEPEHECEHHOTO OI/IM 6bIHI/I 3aperucTpUpoBansl y 43 u3 322

_ naunemos (13, 4%) B rpynne JeacKanauuu AT un 85 nauneHTOB u3 323 (26,3%) B rpyrme
HensmenHoit AT (p <0,01).
CTaTncmqecm 3HauUMMoe paznmue B OCHOBHOM o6ycnosneHo coxpameHMeM KONMUeCTBa cnyqaeB
‘ KpOBOTequnﬂ B TOM 4HCIIE KpOBOTequuu KOTOlee o uIKajue BARC Gonee win paBHEI 2 (4% B
rpynne ieacKanauny . 1 14 ,9% B rpymnrme, nonyt{alamen HenzmeHeHHym JIAT) TIpU. STOM 'HE
Ha6moaanoc5 CYILECTBEHHBIX pa3nwmu B qaCTOTe MLIEMHUYECKHX OCIIOKHEHHI (p—O 36).

B panaoMu3HpoBaHHOE OTKPBITOE Knun_pmecx(oe nccneaosaﬂue TROPICAL-ACS 6b111 BKITIOYEHBI

© 2610 nauuentos ¢ OWM, HOﬂTBep)KIL'é'HHbIM aHaJM30M Ha GMOMapKepm, nocne nposeneﬂ'uﬁ YKB.

‘HauneHTbx Q387 panaommnpoxaaﬂm B rpynnbi s nonyqéﬂmi npacyfpena (nen 0-14) wm

npacyrpena (auu 0-7), a 3aTem: Knonuaorpena (anu 8-14) B xoMOuHaLMM C ACK

Ha 14 -H JeHb 6bma MPOBEAEHE OLIeHKA byHKUMH Tp0M6ouuTOB Haunembl M3 MepBOil Ipynmnel

Tepaniu TOJIbKO npacyrpenom IPO0JDKANM HpHHHM&Tb npacyrpen B TeyeHue 11,5 Mecsma

N4 NalUEHTOB U3 I‘pyflﬂbl 3aMeHbI Tepamm Ob10 BbIHOHHCH aHanu3 Ha BblOOK)’X'O pCaKTl/lBHOCTb

Tp0M60LudTOB (BPT). Hauueﬂ’rbx ¢ BPT.> 46 enunuu Gbltu cHOBa nepeseneﬂbx Ha TEparuio -

rlpacyrpeHOM KOTOPYIO - nonyqamd B TeyeHne 11,5 mecaua. Ilaumentsr c BPT < 46. CAMHHULL
npononmunn JieYeHue KHOHI/I,ZLOFpCHOM B n03e 75 MI/CYTKH B TeyeHue 11 5 Mecsaua. TaKI/IM 06pa30M

B rpymnne praBHHCMOI/I 3aMEHbI Tepanuu nauyerTu momyuan WM Tpacyrpen (40%) Wi

Knommorpen (60%) Bcee TIALWMEHTEI TIOMTyya/Iu ACK, nocnenyrowee Ha6moneﬁne npononmanocs B
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I'IeanqHaﬂ KOHe‘lHaﬂ TOYKa meoqana KOM6HHaLU/l}O CCp,ILC'-lHO COC)’,ILI/ICTOH CMEPTH, I/IM uHcyana

M KpOBOTEYEHHs TUMA 2 unu Gonee Tsm(enble KPOBOTEUYEHHs T10 LIKaE BARC Hccnenopanue

\

HpOﬂeMOHCTpI/IpOB_aHO OTcyTCTBPIe pasnwmu MCXAY- rpynnaMu no HGpBH‘{HOH KOHC‘lHO[/I TOYKE [0 .

KPUTEPUIO KON infeﬁority 'anaBnﬂémaﬂ 3aMEHa TCPAallud “HE MPHMBENA K MOBBIWEHAIO PUCKA

passumﬂ HILIEMMUYECKHMX OCIIOMKHEHHIA 2, 5% B rpynne AescKanauuu u 3,2% B KOHTpOHbHOH rpyrme)

- & TAKXKE YacTOTbl KpOBOTe‘{CHHM THIA 2 ui Goneé no LKane BARC

,ZZAT npu OCI’I’IDOJW JW(UEOJW llltleJWIHGCKOJW llHCVJmee (HH) unu mpamumopﬂoz? llLtt@MlHBéKOﬁ amake

N4 TP[A) cpedneeo WL 6bICOKO20 puczca

8

v

'

Ouenka JAT B KoMOMHAUWK c Knonmxorpenom H ACK C LeNbIO npo@unaxmxn nﬂcymﬂa noce

OCTpOI‘O Majioro 1505 wi TI/IA cpe,uﬂero unn BBICOKOTO pHCKa - HpOBO}lI/lHaCB B xone JBYX

paHJIOMI/BI/IpOBaHHbIX UCCIEN0BAHMIA: CHANCE u POINT - ¢ MOJTyUYeHHEM naHme 1o nconaM

s Knumdqecxoﬁ 6€30M1aCHOCTH 1 3(1)(1)6KTHBH00TH

I/Iccnenosaﬂﬂe CHANCE (npu.weneuue monu()ozpeﬂa Y nayuenmos ¢ 6bICOKUM puCKOM pa3eumwl

ocmpolx HapYULeH ULl MO3206020 Kposoo6pau;enwz (4 OHMK) ve3 un@wzudwaz/uu) ' ’

B 3TOM paHIlOMPBHpOBaHHOM JBOHHOM CHCHOM MyHbTI/ILlCHTpOBOM nnaueGo KOHTpOHI/IpyeMOM

K/IMHAYECKOM ACCIIEI0BAHMHI npmmmd ydacrue 5170 naunemos 3 Kmaﬂ ¢ octpoit THA (ouenka

ABCD2 >4) MJIM OCTPBIM MasbM MHCYJIBTOM (NIHSS <3). [aiueHTs! B o6enx rpynnax B 1-ii neHs

MOy M 103y ACK B 0oTKpBITOM pexmme (Bennqm{a J03BI BAPBUPOBANACD B nmanasose ot 75 110

300 wmr, mosy yCTaHaBIIl/IBaII neqamm/[ Bpaq) Hauuemm

PaRNIOMUSHPOBAHHEIE B rpyrmy

: ‘npumeHeHle ‘KIOTHAorpena u ACK, nonyqymn Harpy304HyI0. )103y 300 Mr B 1-i1 fieHs, rocne . Hero |

%3

nonyqann Knonn,uorpen B 7103¢ 75 wr | pas B CYTKH B nepuon co 2- ro Aus mno 90-i aeHp

"BKmoquTeano u ACK'B gose 75 wmr 1 paz B CYTKH B nepuon co 2-ro mm no 21 -i AeHb

BKITIOYHTEITEHO. nauHCHTbI pannommnposauﬂble B rpymniy npnmeneﬂm ACK, nonyqamd rmaueGo- =

BEPCHIO Knommorpena B nepuon ¢ 1-ro mus mo 90- -i AEHD meoqmenbﬂo uACKs ﬂ,ose 75wmr 1 pas -

B CYTKH B NEPUOJL CO 2-ro AR TIO 90-it nenp BKH}Olll/lTCIIBHO

' .Hepmeou KOHB‘*!HOH TO‘{KOI/I 3(1)(1)CKTHBHOCTH ﬂBHﬂHCﬂ HOBBIH cnyqau HHCYJIbTA (I/ILUCMI/ILIGCKOFO

unu reMoppamqecx(oro) B MEPBbIC. 90 ,HHCH focne OCTpOFO masoro MU nnm TI/IA BbICOKOI'O pUCKa.

Takue cnyqau ObLH 3aperu0TpnpOBaHb1 y, 212 l'IaLLPIeHTOB (8,2%) B rpyrme MPUMEHEHMS

- knonuporpena 1 ACK no cpaBHeHmo ¢ 303 HauMEHTaMI/I (11,7%) B F,pynrle npumeHenus: ACK.

Cnyyau VU naGniopanuck y-204 nauuentos (7,9%) B rpynne npumenenus kinonugorpena 1 ACK-

10 CPAaBHEHHUIO C 295 naﬁueHTaMH (11 4%) B rpynne NpUMEHEHHS ACK. I'emopparn4ecKuii UHCYNbT

CIyHMICH Y 8 nauueHTOB B K@KIOH M3 msyx rpyrm MCCJIe)lOBaHI/IH (0,3% B KaXAOH rpynne).

CpeuHeTmKe;noe WM TSOKENOe KpOBOHSHPIﬂHl/Ie Ha6monan005 y 7 [aLMEHTOB (0, 3%) B rpymme

npnmeHeHym Knonn}lorpena uACKuy8 HauldCHTOB (0, 3%) B rpymnmne npuMCHeHuﬂ ACK. qaCTOTa

6
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A3BUTHS K OBOTEUEHHI . COCTABUIIA 23% B TIpynme 1 umeHeHm KJTOH[/III,OI‘ ena u ACK, o
p

cpaBHeHmo ¢ 1,6% B rpymnne npumenenus ACK.

. POINT '(mpom601;ztm¥opueymzq)06auyoe uHzubUposanue y nayuenmos ¢ nogeimu cayyaimu THA

wnu Manozo PH/I)

B 3TOM paHZIOMPIBHpOBaHHOM HBOHHOM cnenom MyﬂbTHuCHTpOBOM nnaue6o KOHTpOJ'alyeMOM
KIIMHAYECKOM uccnenosaﬂuu [PUHSNM yHacTe 4881 HaLLPXCHTOB u3 pa3m>1x CTpaH ¢ octpoii TUA
-(oueHka ABCD2 >4) nu OCTpPbIM MajlbIM uHcyanOM (NIHSS <3) Bce NAUMEHTBI B obeux rpynmnax
ToJIyyanu ,u,03y ACK B OTKprTOM pexmme B nepuo,u, c 1 -ro JHs no 90-it JE€Hb (Benuqnﬂa JLO3bI

BapbuposanaCb B JMANa30HE OT 50 mo 325 wr, 103y ‘yCTaHaBJII/IBa.ﬂ nevaiunit Bpau). [lauueHTsl,

PaHIOMH3UPOBAHHEIE B IPYIMIy ~NPUMEHEHHMS KIONMIOrpeNa, ‘MOMyuniIn Harpy3odHyIO JO3Y

Knonmxorpena,600‘M1‘ B I-i JII€HB, 110C/IE Yero Noyyany KIOMUAorpesn B xose 75 mr 1 pas B CyTKU B
nepuog co 2- -ro ausa mo 90-i JIEH . BKJTIOUATEIBHO. l’IauueHTm paﬂaomnznpoaaﬂﬂme B -TpyNITy
NpUMEHEHUS Male6o, noMydanu nnaue60 -BEPCHIO Knommorpena B nepnon ¢ 1-ro jHs 110 90-# aenp

BKJI}O‘II/ITGHBHO

" TlepBUYHOM KOHEYHOH TOUKOM s pekTHBHOCTH ABIIIACH KOMOMHALMA MACCHBHBIX MILEMUYECKHX

_ocnoxmemm (I/II/I UM unu NeTaNbHEIA ucxon B. pesyanaTe ULIEMHUYECKOTO cocyzchOPO‘

OCHO)KHGHI/IH) K 90 -My JHIO. Taxne cnyqau 65um 3apemcrpup013am>1 y 121 nauneHTa @, 0%) B

. rpynne npumeHeHm Knonmxorpena u ACK no cpaBHeHmo c 160 nauneHTaMH (6 5%) B rpymme -

TIPHMEHEHHS TOJIBKO ACK 15150 ﬂannoman;l BTOpl/I‘{HOH KOHEYHOMH TO'{KOI/I Habmopnancs y 112

naunem‘oa (4 6%), nonyanmux KJIONUAOTpen ACK no cpaBHeHmo co 155 nauHeHTaMn

TIONY4aBLIMMH. ACK (6, 3%) Eom;moe KPOBOTEUEHHE, ﬂBnmomeecx neanquu KOHEYHOH TO4KOH

OLEHKH 6630HaCHOCTPI cnytmnocs 'y 23 u3 2432 nauueHToB (0 9%), noMy4aBUIMX KIonuaorpen u

.ACK " y- 10 u3 2449 naunem‘oa nonyanmux ACK (0, 4%) He3Haqmen5Hoe KpOBOH3III/I$(HI/I€:

cnqulocs y 40 nmauuentor (I, 6%) nonyqasmnx Knonnnorpen n ACK 'y 13 nauneHTOB

-nonyqasmux ACK (0, 5%) C 5

Ananuz nepuoda aeucmng npenapamoe 8 paMKax uccneoosanui CHAN CE u POIN T

He 6b110 npeumym,eCTBa B TOM, UTOOB! | npo,uomKaTb HAT 60nee 21 mm Knuuuueckas Mofb3a OT

nponomkenus AT Gonee 3 Henens rIpO,U,eMOHCTpldeBaHa He Gbma. Uenbio pacnpenenenus
MACCHBHBIX MIIEMHYECKHMX OCIOXKHEHWH M Clly4aeB MAaCCUBHOTO KDPOBOM3IMAHMA IO Ipymnam

JNeYeHus B Ieprojie AeHCTBUA NpenapaTos -Obll aHAU3 BIMSHUS KPATKOCPOYHOTO IEPUOAA JEHCTBUS

Dubpunnayus npedcepduu

- B xoze KJIMHUYECKOr0 uccnenosaﬂm ACTIVE—A TIOKa3aHo, YTO y MALUMUEHTOB C (bn6punn;1uneu

HpCILCCp,IIPIl/l KOTOpblC l/lMCJIPl KaK MI/IHI/IMyM O,HI/XH (baKTOp pucxa pa3BHUTHA COC}’ZIMCTI)IX

OCHO)KHGHMPI,. HO 6BIHH HeCﬂOCO6_HBI NpUHUMATD, HeanMbIe, AHTUKOAryJIdHThI, Knorllxmorpen, B
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- couetannn ¢ ACK (no cpaBHeHmo c HpHeMOM TONBKO OILHOI/I ACK) ymeHbman ‘laCTOTy BMECTE

" B3ATBIX uHcyana MM, cucremHoit TpOM603M60Hl/lld BHE UEHTpallbHOH HepBHOI/l cucrems! (L{HC)

I/IJIH COC)’}IHCTOH CMEPTH, B 6OIIbI_Ilel/I CTCHCHHU 33 CHET yMeHLLHGHPUI puUcCKa pa3Bume mxcym;ra

_ 9¢¢)eKTnBHOCTb [puema KIonuuorpena B couetannu ¢ ACK BbisBasnack paxo u COXpaHHJIaCb Ao E

JICT. VmeHbmexme pUCKa. prHHbIX COC}’}IHCTbIX OCHO)KHGHHH B rpyrme HaHHeHTOB npuﬂumasmux )

KHOHPIH.OFpCH B CO‘leTaHH[/I .C ACK Ha6m011anoc5 B OCHOBHOM 3a C‘IET 60I11>LU€FO YMCHBLHCHHH ’

YaCTOTH! . MHCY/IbTOB. PHCK pasBuTHs MHCYsibTa mo6oy1 TSHKECTH TIPH npueme KIonuzorpena B.
couetanun ¢ ACK cHmxaics, a Tawke Ha6monana0b TEH/ICHLS K CHIDKEHHIO YACTOTHI Pa3BUTHS

M B rpynne nonyqasmeu nieyeHune Knonu,uorpenom B coueranuu ¢ ACK, Ho He Ha6monan001>

.paznuqnn B qaCTOTe TpOM603M6OJII/H/I pue [THC wm cocy;mcmu cmepm Kpome 5TOTO, MpUEM

Knommorpena B CO‘[eTaHI/II/I C ACK }'MCHLLHaH 06H1€6 KOJII/I'{CCTBO JHen FOCIATAIU3aLNHU 1o

. cepneqﬂo cocy;mchM l'IpI/I‘{I/IHaM .

Dapmaxoxkunemuxa

Bcacwvigarnue

IIpu omHOKpaTHOM M IOBTOPHOM preMe BHYTPL B 03¢ 75 MI' B CYTKH KJIOMHAOTPEN OBICTPO -

. CpCHHCC 3HanHPI€ MAaKCHMAaJIbHOM KOHL[CHTpaLH/lPI (Cmax) HCHSMCHGHHOX‘O Knonnnorpena B rmazme

,’KpOBH (npu6nu3menbﬂo 2,2 2 5 "r/mn nocne npuema BHYTpb pa3030u ;10351 75 Mr) ,uocmraeTcx

npn6nﬂ3meano qepez 45 MuH Tiocsie Tprema npenapara. [Io JaHHBIM BKCerI_lI/II/I MeTaboJIMTOB
Knommorpena qepe3 TIOUKH €r0 3600p6um{ COCTaBJISAET HpI/I6III/I3PITCIIbHO 50%
‘Pacnpegenenue -

In vitro KONMAOTPEN U €10 OCHOBHOPI unpxynnpy}ouum B KpOBH Hearcmsﬂbm MeTaGOHMT o6pamM0 B

* CBA3BIBAIOTCA C GENKAMH [1a3Mbl KPOBH (Ha 98% U 94%, COOTBeTCTBeHHO) W JaHHAS CB;I35 HBIISICTCH

%

HCHaCbImaCMOI/I J10' KOHLICHTPALIMH 100 M[‘/MJI

Memaoonuww

Knonymorpen l/IHTeHCl/IBHO MeTa6OHI/l3l/lpyeTCﬂ B nequu Il’l vitro W in VZVO Knonx/morpen

f

MCTa6OI11/131/IpyeTCﬂ ABYMs MYTAMU: MEPBLIH OCYLLECTBIIAETCS C HOMOIle}O 3CTepa3 M NPUBOAUT K .

rmxponnzy KJIONMAorpena ¢ O6pa30BaHHeM HEaKTHBHOTO nponzsonﬂoro Kap6OKCHﬂbHOI/I KHCJIOTBI
(85% .ot mel(ymdpy}oumx MeTa6onuT03); BTOPO# myTh OCYILIECTBIAECTCA C TOMOILBIO

u3o¢>epmem‘os uuroxpoma P450. . o P ;

HepBOHaqaanO KIOMUAOrpen MCTa6OHl/I3I/lpyCTCH 10 2-0KcCo- Knonunorpcna " sBNIAOLIErocs

npomemyroqﬂmm MCTa60HldTOM l’Iocneny}omnu 'MCTaGOHPBM- 2-0Kco—1<nonmxorpena npidsonm K.

v

o6pa303aHmo aKTHBHOFO MeTa6onm‘a Knonmxorpena — TI/IOHBHOFO HpOl/I?;BO}IHOFO KHOHH}IOFPCJ'[&

In Vitro 3TOT aKTHBHbI# MeTaGONAT o6pa3yeTcsI IaBHBIM 06pa30M c nomombxo uzo(bepmema
. . .
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‘ CYP2C19 HO B €ro 06pa3013amm TaKoKe yqaCTBy}OT HCKOTOpre apyrue Mzo(bepMCHTbl BKIIOYAS -

CYPIA2 -CYP2B6 n CYP3A4 AKTHBHbIPI TI/IOJIbeIl/I MeTa6OHI/IT Knonuaorpena 'BbIJENEHHBI B -

I/ICCHGIIOBaHI/IﬂX in wtro, OpICTPO W Heo6paTuM0 'CBSIBbIBACTCS € peLENTOpamu Tp0M60uMTOB,

. G0KHpYs1, TAaKMM 06pa30M arperaumo TPOMOOLIMTOB. |

Cmax aKTUBHOIO ‘MeTtaGonuta Knonuaorpena nocne OﬂHOKpaTHOFO npuema Harpysoqﬂou no3b1 300

Mr B 2 paza HpeBblLuaeT TaKOBle rocie 4-x IIHBI/I npuema nounepmnsa}omeu 110351 KJIOMuaorpena
75 mr. Cmax JIOCTHFaeTCSI B TeYeHUe 30 60 MuH.
Bbteedenue

‘

B Teuenne 120 Y nocse- npuemMa BHyTpb uenopekom C- MequHoro Knonmorpena okono 50%

A paIH/IoaKTHBHOCTI/I BBIBO,ZH/ITCX 4epes3 MOYKH H..HpH6HH3HTeHLHO 46% pPaanOaKTUBHOCTH BBIBOIUTCA

qepe3 kumednuk. [Tocne OfHOKpATHOTO IpHeMa BHYTpb 103Kl B 75 MT NIEpHO| MONYBLIBE/ICHUS (Tl/,)

Knonmlorpena COCT&BJ’IHCT HpH6HI/I3I/ITCHI>HO 6 ‘{ ITocne OJIHOKpaTHOFO npneMa PI npuema

HOBTOprIX ,[IO3 KHOHPI,ZIOFpCIIa Tl/, ‘€ro OCHOBHOI'O uupxynnpy}omero B KpOBI/I HeaKTHBHOFO

~MeTabosuTa cocTapsseT 8 .

cDapMaKozeHemuKa.l -

npomexcyfoi{i{bxﬁ- MeTa60nwr — 2-0Kco- Knonmxorpen q)apmaxoxuﬂemxa u aHTHaneFaHTHOC

: IlCI/ICTBI/Ie aKTUBHOIO MGTaGOHHTa Knommorpena l'[pl/l HCCHCIIOB&HI/{I/I arperaunn TpOM6OI_U/ITOB ex

Vivo, BApbUPYIOT B 3aBHCHMOCTH OT F€HOTHII n30(bepMeHTa CYP2C19.- S

N

AIUICHB reHa CYP2C19*1 COOTBeTCTByeT HOJIHOCTBIO (byHKuMOHaanOMy MeTa6on143my, TOrAa Kak

ajyieNd .TeHOB CYP2C19*2 R CYP2C19*3 HBHH!OTCSI HC(byHKLlPIOHaIIBHbIMPl ANIenu TeHoB

' .CYP2C19"T2" n- CYP2C19*3 sBIoTCS _l'lpH‘IHHOH‘CHI/I)KeH.l/IH MeTa6onn3ma_ y GoNbLIMHCTEA

I'IpC)_'(CTaBl/lTe'neﬁ eaponeoﬂgﬂoﬁ (85%)-n MOHTOJIOUJHOH pacel (99%). Hpyrue annent, ¢ 'KOTopmMu

CB;I33.HO OTCyTCTBI/IC HJIN CHPDKCHI/IC MCTa6OIIH3Ma BCTPECHAIOTCA pe>x<e H BKJIK)‘{a}OT HO HE

orpaHuanaxoTcsx annenﬂmu reHOB CYP2C19*4 *5, *6 *7 14 *8. HauueHTm C anxou aKTl/lBHOCTb}O

u3odepmeHTa CYP2C19 JOTDKHBI 00NaJaTh ABYMs YKa3aHHBIMH BEILIE a/IENAMH TeHa ¢ nm‘epen

$yrkumn.

OnyGnuMKOBaHHBIE 4aCTOTHI - BCTPEYaeMOCTH (EHOTUIIOB MALMEHTOB C HU3KOH aKTUBHOCTBIO -
uso@epmema CYP2C19 COCTaBnﬂ}dT ¥ mt eBpo-neounHoii pacbi 2%,-11111 HErpouHOI packt — 4% -

n MOHFOHOHI{HOH paCbl — 14%. CyLLlCCTB}'XOT CHCLLH&J'IbelC TECThbl ,EUlﬂ onpcnenem/m HMCIOUJ,CFOCFK

!

I1o naHHBIM nepexpecmoro MCCIIeI0BAHUS (40 no6posonbues) c yl{acmeM ,ILOGpOBOIIbLLCB C OYeHb

_BBICOKOM, BLICOKOH, HpOMe)KYTO‘{HOI/I 1 HU3KOH aKTI/I-BHOCTblO u3o<1)epMeHTa CYP2C19 KaKPIX-HH6O

3 CyuleCTBeHHbIX pasnuyui B 9Kcn03uunu aKTl/IBHOFO MeTabonuTa u B cpenHux 3Ha‘{eHMﬂX AI[(I)—

I/IAT y ILO6pOBOJIbLICB C OI{GHb BbICOKOI/l BBICOKOI/I U l'IpOMC)K)’TO‘{HOI/I aKTPlBHOCTHO nso(bepmeHTa
2 9.

C nomompto i3opepmenta CYP2C19 o6pa3yroTcsx' KaK aKTHBHBIH MeTa6onm TAaK M




CYP2C19 BBISIBJICHO HE 6b110. V noGpoaonbueB C HU3KOW aKTHBHOCTBIO nso(pepmema CYP2CI9

‘BKCHOBI/ILLI/IH aKTUBHOTO MeTa6onma CHX/I)KaJIaCb Ha 63- 71% no cpaBHeHmo G IlOGpOBOIlbLLaMH c
BbICOKOI/l aKTHBHOCTBIO usoQ)epmeHTa CYP2CI9.
: Hpu MCIIONb30BAHUU CXEMbL neyeHus 300 mr Harpyaolmasx 1103a/75 MT nozmepmuBalomasx 1032 (300

) ‘MF/75 mr) y no6posonbue3 C HU3KOIA aKTHBHOCTb}O nso@epmema CYP2C19 aHTnTp0M6ouuTapH0e

neicTBue! cmzm(anocs co cpenHuMJA 3naueHusamu VAT, COCTaBnﬂxomuMu 24% (qepe3 24 q) u 37%

(Ha 5-# newb MCCIIEI0BAHMA) MO cpaBHeHmo c I/IAT COCTaBnmoumMpl 39% (uepe3 74 q) U 58% (Ha

- 5-if II,eHb neqeﬂnﬂ) y noGpOBonbueB C_BbICOKOI AKTHBHOCTBIO u30(1)epMCHTa CYP2C 19 u 37% (uepes

24 4) u 60% (Ha 5-é IleHb I/ICCJICILOBaHldﬂ) y no6p030nbue3 c npomemyTquou aKTMBHOCTblO

-'mo(bepMeHTa CYP2C19

Koma IIO6pOBOJILLIbI C HHU3KO! aKTHBHOCTBIO uso(bepmeHTa CYP2C 19 nonyqajm npenapaT 110 cXeMe

NeyeHus 600 M Harpy3o4Has no3a/ 150 Mr nomepmnsammaﬂ 1103a (600 Mr/150 Mr) 3KCIO3ULHUs

* aKTHBHOT0 MeTabonuTa 6I>ma BBILIE, YEM IIpH npueMe mo cxeme nedenns 300 MF/75 M, Kpome 3TOTO,

HUAT coctagnsno 32% (qepes 24 4)n 61% (Ha 5-i zxeub HCCJIC,E[OB&HHSI) YTO 61>mo 6obLue TaKOBOFO_

'y ILO6pOBOJIbI_leB C HU3KOH aKTHBHOCTBIO H30(pepMenTa CYP2C19 nonyanmnx neqeﬂue rno cxeme

300 Mr/75 M, 1 ObLII0 NTIOXOOHO TaKOBOMY B rpyrmax MaLUEHTOB ¢ bontee. BbICOKOH HHTeHCIdBHOCTblO

CYP2C19 MeTa6onn3ma MOy YaBLIKX JIEYEHHE 110 cxeme 300 Mr/75 mr. O,ILHaKO B uccnenosaﬂnﬂx

B € YyUYETOM KIII/IHPI‘{CCKHX UCXOJ0B pemnM BO3UPOBaHUA KJIonuaorpesa s nalueHToB 3TOM Fp}’HHbI

(MauMeHTOB ¢ HU3KOH aKTMBHOCTHIO n3odepmenta CYP2C19) TIOKa HE YCTAHOBJCH.
AHajtorudto pesyNIbTaTam [aHHOTO uccnenosanm MeTa-aHaJu3 WeCcTH I/ICCIICIIOBaHI/II/I B KOTOPBIH

BOUIJINA llaHHble 335 }IO6pOBOHbu€B nonyanumx KIIOHI/I[IOFpCII " HaXO,[Il/IBIIII/IXCH B COCTOSHMH

\

’ LIOCTH)KCHI/U[ paBHOBeCHOl/I KOHLEHTpALUH (CSS) ImoKasali, 4To I10 CpaBHeHI/IlO C ﬂOGpOBOJ’[BuaMH C

BBICOKOH aKTHBHOCTBIO uzoepmeHTa CYP2C19 y no6poson5uea c IPOMEXYTOUHON aKmBHOCTmo
Id30(bepMeHTa CYP2C19 5KCNO3HLHA AKTURHOTO MeTa60nma CHIDKAIIaCh Ha 28%, ay no6p030nbues

¢ HH3KOI/I aKTPlBHOCTblO 1/13o<1)epMeHTa CYP2C19 —Ha 72%, B TO BpeMH ‘kak VAT 651110 CHIDKEHO ©

'paznw{mnvm B I/IAT COCTaBAOMUMY 5, 9% u 21 ,4%, COOTBETCTBEHHO.

He nposommocr; OUEHKH BHMHH[/IH reHOTuna CYP2C19 Ha KJIMHUYECKHE HCXOIIbI y nauueHTOB‘ -
MOJly4aBIUMX - Knommorpen, B npocnexmsumx,l ._paﬂnqmusuposaﬂublx, KOHTponupyeMblx
l/.lC'(;JIe,ELOBaHHﬂX. OzaHako Ha HacTOALMHA MOMEHT MMEeTCs HECKOJIbKO PETPOCTIEKTHBHbBIX aHANIU30B.
PesynbraTbl FeHOTUMHPOBAHMS noﬁyq’emﬂ B CIEAYIOIMX KIMHUYECKHX uccnenosauuﬂX: CURE,

CHARISMA CLARITY-TIMI 28 TRITON TIMI 38 u ACTIVE A a TakKe .B HeCKOIIbKPlX :

. 0Hy6ﬂl/lKOBaHHbIX KOFOpTHbIX I/ICCJIeZlOBaHI/IHX

B I/ICCJICILOBaHHI/I TRITON-TIMI 38 u 3-x KOI‘OpTHBIX MCCIEAO0BAHUAX (Collet Slbbmg, Glustl)'

MALMEHTE KOMOUHAPOBAHHOI prHHbI c npOMexcyTquQu WK HU3KOH aKTMBHOCTBIO H30(DepMEHTa

CYP2C19 umenu Gonee BLICOKYKO YAaCTOTY CEpIEUHO-COCYAUCTBIX OC/OXHeHu# (cmepTs, UM u



1430(1)epMeHTa CYP2CI9.

qY OTUHETY

' MHCYJIBT) MIIM TPOMOO3a CTEHTA 110 CPaBHEHHIO C TAKOBBIMH y MALMEHTOB C BHICOKOH AKTUBHOCTHIO,

B uccnezxosaﬂuu CHARISMA u OZIHOM KOI‘OpTHOM MCCTEN0BaHUK (Slmon) yBenﬂquMe 4aCcTOTBI

. cepneqﬂo-cocynucnﬂx OCHO)KH@HI/II/I Ha6monanocr> TOHbKO Yy, I'laU,l/leHTOB C HU3KOM aKTHBHOCTb}O

H30(bepM6HTa CYP2CI9 (npn ux CpaBHeHI/II/I C MaluueHTaMu c BbICOKOI/I AKTMBHOCTBIO n30(bepmeHTa

vCYP2Cl9) - -

MHTEHCHBHOCTH CYP2CI 9 MeTa6onnsma

Ocobvie epynnsi nauueHmoe

o B MCCIEI0BAHMAX CURE CLARITY ACTIVE Au OnHOM 3 KOFOpTHle uccnenosaﬂuu (Trenk) He

_Ha6n}011anocx> yBenme}m;{ ‘-laCTOTbl cepﬂ,equ COC}’ILHCTBIX OCJIO)KHCHI/IH B 3aBl/lCP1MOCTl/I oT

(DapMaKOKI/IHCTI/IKa aKTI/IBHOFO MeTa60nma Knommorpena B 3THX rpyrmax ﬂaHHCHTOB He l/l3y‘laﬂaCI>

Haz;ueumbz cmapme Fo nem

% ,uo6posom>ueB crapme 75 net npn CpaBHeHHI/l c MOJIOJBIMK IlOGpOBOHbLIaMIA He GBuIo0 HOTYHEHO

Tpebyercs:
Hemckuii 6ospacm oo 18 nem
Knunnueckue JlaHHELE OTCYTCTBYIOT.

Hauueumbz c Hapymeﬂuem (pymcuuu noyek

\

’ pasnnqgm I10 noxcasaremmarperauun TpOM60uHTOB )44 BpCMCHPI KpOBOTe‘{CHHH. KoppeKumi AO3bl HE

’

Tlocne I'IOBTOprIX TIPUEMOB Knonnnorpena B no3e 75 MF/CyTKI/I y HauI/ICHTOB c TH)KCHBIMI/I
'Hapymeﬂmmn (byHKuym TIoYeK (KHI/IpeHC KpeaTHHUHA (KK) 5-15 MJI/MI/IH) I/IHI‘I/IGHpOBaHHe AlD-

' HAT 6b110 Hl/DKe Ha 25% no cpaBHeHmo C TaKOBBIM y 3[0pOBBIX 1106p0130m>ues o,uHaKo, yannﬂeﬂue -

BpCMCHPI KpOBOTeqCHHH 651)'[0 HOIIOGHO TaKOBOMy y S,HOPOBBIX LLO6pOBOJIbLI,CB nonyqaamnx

Knonmlorpen B [Lo3e 75 MIr'B cyTKn

Hayuenmst ¢ Hapyuienue . (j)yHm;uu nelleHu

'He 6b110 3HaYMMBIX omwmu B CTEIIEHHU AII(D—I/IAT I10CJIe €KEHEBHOTO NpUeMa KJIOMUAorpena B

cyTquon nose 75 mr B Tevenne 10 IHeH Y MALMEHTOB C TAKENBIMHU Hapymeﬂmmn q)yHKm/m MeYeH:.

n y 3IIOpOBbIX uo6posom>ue3 Cpennee BpeMﬂ KpOBOTequm{ Taloxce COMOCTAaBUMO B obeunx rpyrmax

Pacoeas NPUHAONEIHCHOCb

PacnopocrpaneHHocTs  annenedd  reHoB

uzodepmeHTa

CYP2C19,

~ 00yCnaBIMBAIOLIMX

MPOMEXKYTOUYHYIO M HH3KYI0 aKTUBHOCTH 3TOrO H30(EpMEHTa, OTIMYAETCA -y MpeIcTaBUTENe

pasiM4HBIX  pacoBHIX-- rpynn. MmeroTes oOrpaHuueHHbIC JIMTEPATYPHBIE.

JaHHEBIE

06 mx

pacrpoCTPaHEHHOCTH Y MPEACTABUTENEH MOHIOJOUAHON Pachl, YTO HE MO3BOJAET OLEHUTh Y HUX

3HAYeHMs FeHOTHIMpPOBaHus n3odepmenta CYP2C19 st pasBUTHA MIIEMUUYECKUX OCTOKHEHHIL.

i




"‘EPTH
3 Ne 19063
M3 Ned 254474

BExogawmi

. Hokazanus x npnmeuemuo
Bmopu!ma;z npoqbu/za;cmuxa amepompo/w6omutzecrcux OCNOCHEHUII:

. Y B3POCIBIX MaLKeHTOB MOCHe He[l,aBHO nepeHeceHHoro mﬂbapKTa Muoxapna ((I/IM) c
llaBHOCTB}O oT HeCKOHBKI/lX m{en no 35 ,[(HCH) HEJABHO NepEeHECEHHOTO Hmemnqecxoro‘
MHCYNIBTA ((I/II/I) c JIaBHOCTHO oT 7 IHel 1o, 6 MecsmeB) mm npu lII/IaI‘HOCTI/IpOBaHHOM
' 3a607eBaHuH nepmbepnqecmx apTepuit (BHA) ' )

o Y B3pocnmx NaLMEHTOB ¢ OCprIM KOpOHapHBIM CHH}IpOMOM (OKC)

- OKC 6e3 nogbema cermeHTa’ ST (HCCTaﬁl/IﬂbHaﬂ CTCHOKap,ZU/ISI win UM 6e3 3y6ua Q) BKITIOUas

MalYeHTOB, KOTOPbIE TOHKHEI nony4arh MeﬂHKaMeHTOSHOC' sevenue, u nauneHTOB KOTOPBIM

noxa?,aﬂo qpecxomﬂoe KOpOHApHOE BMemaTeHbCTBO ((qKB) CO- CTEHTHPOBAHHMEM M1 6e3

CTeHTMpOBaHHH) WITH 20PTOKOPOHAPHOE IHyHTI/IPOBaHPIe (AKIH) '

‘.

OI/IM c HOII’LGMOM CCFMCHTa ST Bl(moqaﬂ HauI/ICHTOB nonyqa}omnx Menukamemowoe -

. IeveHue, B TOM YHCIe Tp0M6onnmqecxyro TEPATTHIO.
Hpogbwzarcmurca amepomponmomuuecrcux u mpomooant6ommecr<ux ocgoo/cueyuu yv 33p00ﬂbzx
nayuUeHmos ¢ 4)u6pmﬂﬂz;ueu npedcep@uu (MepyamenvHoU apummueu (MA ))

- V B3pOCJ'lI>IX HauHeHTOB ¢ pubpunnsumei npencepzu/m (MA), I/IMC}OULI/IM x0T 651 ONMH "
(baKTop pucka pa3BuTm COCYHHMCTBIX OCIOXKHEHHI, KOTOphIE He MoryT npuﬂumaTb_
AHTAroHMCTHl BUTaMMHA K (ABK) M UMEIOT HU3KU pUCK KpOBOTC'{eHI/IH KJIOTH/I0Tpen B
COYeTaHMHM c. ALETHICAULIMIOBOM Kncnomu (ACK) noKasaH - s npO(buﬂaKTuKu -
aTepOTpOM6OTl/l'-ICCKHX 1/1 Tp0M603M6OHH‘{eCKMX COGLITI/IPI BKIIFOUas uHcyan '

o 8 espowzbzx nayuenmos ¢ mpamumopuou uutemutleczcou amakoil ( THA) CpeOHe20 Unil 6b1CO0K020
pucrca WU ¢ MANBIM umeMuqec;cuM uHch'lmeM (HH) (6 K0M6uﬂa14uu c ACK) -
R'Jzonuaoeperz 6 Ko/wéunaz;uu ¢ ACK nokazan: ; ‘

- B3pocibim naumentam ¢ THA cpezmero WIM BLICOKOTO pHCKa (ouéHKa no wxane ABCD2*

>4) yinu'c mansiM U (N [HSS** <3) B TeueHHe 24 yacos nocne cobbiTust TUA umu M.

LHKa_na Ans OLUEHKH PUCKA PAHHErO WHCYMLTA mocne THA, 6a3upyeTcx Ha cneny}omux napameTpax: BO3pacT,
apTepua_anoe nasnenue (A1), KJIHHI/NCCKH& CHMIITOMBI, npononmmenbﬂocn, THA caxapHslii 1uaber.

** [Lkana HHCYbTA HALMOHANLHOIO HHCTHTyTa 3[OpOBBA.

Hpornsonoxasannﬂ X

~ HOBLIHICHH&S[ ‘{yBCTBl/ITCHbHOCTB K K.IIOI'IHILOI‘pCHy HHI/X H}O60My ‘M3 BCHOMOFaTeIIBHbIX
BELIECTB npenapaTa

- Tsaxenas He‘{CHOQHaH HeHOCTaTO‘{HOCTb

- Octpoe KpOBOTEYEHHE, Hanpumep ‘KPOBOTEYEHME M3 [ENTUYCCKOM A3BBI . MAM .

A

BHYTpUHYEPENHOE KPOBOM3NUAHME] - .t

¢



' I/II/I (npu COMETaHNH ¢ ACK, CM paszen Ocoﬁbxe yKaza}mﬂ)

3 Ne 19063
M3 Ned 254474

- s o Exons _uz»' A

BepemeHHocm " nepuon FpyAHOTO chapmnusaﬂnﬂ (cM. pasgen Hpnmeﬂenue npn

. 6epemenﬂocm n B [IEPHOJ IPYAHOIO chapmnusannﬁ) : e -

Jletckuit  BospacT g0 18 ner (6e3omacHocTh 1 5pPeKTHBHOCTb 'PUMEHEHHs He

YCT@HOBJIEHbI).

C ocropoxksocreio . - . "

[pu - ymepermon MEYCHOYHON '  HEJOCTATOYHOCTH,  IPH KOTo'poﬁ BO3MOJKHA

I 4ﬂpe}1paCI'[0.ﬂO)KCHHOCTb K KpOBOTe‘{eHH}O (Ol"paHl/l‘{eHHbll/l KIIMHH‘{CCKPIH OIIBIT ﬂpHMGHGHMﬂ)

: an HO‘l@‘«lH_OH- HeﬂOCTaTO‘{HOCTM-(OFpaHM‘iCHHbIM KHMHH‘-IGCKHPI OIBIT ﬂpl/IMQHCHl/IH).,

Ilpu 3aConeBaHusX, NPH KOTOPBIX HMMEETCS TPEAPACTIONOKEHHOCTE K  PA3BHTHIO

'KPOBOTEYCHMIA (B YaCTHOCTH, JKEITyAOYHO-KHIUCYHEIX MM BHYTPUIJIA3HBIX), 1 0COOEHHO NpH
> : ! R ik

O/IHOBPEMEHHOM TIPUMEHEHHH JieKapcTBeHHBIX cpeacts (JIC), KOTOpeIé MOrYT BBI3BATh

NMOBPEXACHUs CIM3UCTOM 060104KH sxenymouHo-kuweuHoro Tpakra ((JKKT), Takux kak

ACK u HecTepoHaHEIE TIPOTUBOBOCTIANUTENBHEIE npenapatsl (HIIBIT);

'y nauueHTOB' Y 'KOTOpBIX HMeeTcs noBmmeHHblﬁ PUCK PasBUTHA KPOBOTEHCHHUA: u3-32

N

TpaBMbI XprpFPl‘lCCKOI“O BMCUJ&TCHBCTB& nnu ﬂpyI‘MX HaTOHOFH‘{CCKHX COCTOHHHH a TaK)KC

'y HauHeHTOB NONYYaIOKX JIeYeHHE ACK FCHapI/XHOM Bapd)apymom nHrn6nTopaMM
-rukonportenna  11b/Il1a, HHBH, B TOM UYHCJE. CEJIEKTUBHBIMU HHFHGMTopaMM

‘umkinookeurenassl-2 (L{OI-2), a tawke Apyrumu JIC, mphMeHeHHE KOTOPBIX CBSI3AHO C -

PHMCKOM paziamm'KpOBOTe!ieHnﬁ cenexfﬂéhmmn I/IH‘FHGMTOpaMI/I obpaTHOro 3axBaTa
CCpOTOHHHa (CHO3C) (cM." pazpensl Bsaumoneucmue c npymwm JleKapCTBeHHblMH 2
CpeAcTBaMH, OcoGbie ykazauns); o

[Tpu ’OﬂHOBpeMCHHOM TIPUMEHEHHUH c‘ JIC, ﬂsnﬂbmuMMCﬂ cyberpatamu uao(bepMéHTa
CYP2C8 i(peh'arnnﬂnn,r MaK/TUTaKCeN) (cm. " pazpen -BsaumopeiicTBue ¢ ApyrumMu
.nelcapcn;ennbmn cpe,ucmanm) S

v nauueHTOB ¢ . HH3KOl aKTI/lBHOCTb}O n3o¢)epmeHTa CYP2C19 (cMm. pasnensl

. PapMaKOKHHETHKA nojipazen @apma;coeenemum, Cnoc06 npnmenemm H 110351‘

Ocobble ykazanus);

N

le/l yKasavax B aHaMHe3€ Ha annepmqecxue U reMatoJiornyeckKue peaxuuu Ha apyrue

Tneﬂonupmmnbl (Taxue Kak TuKnonymnH npacyrpen) " (BO3MOXKHOCTD nepexpecmblx

, annepmqecmx u FCMaTOIlOI‘PHCCKI/IX peaKuuu cM. pas,uen Ocobbie yKa3aHml)

lefl He,ﬂaBHO HepeHeCCHHOM npexonﬂmeM Hapymeﬂun MO3rOBOI0 KpOBOO6an_lCHI/IH 120)07 O



+ Jleuenne xnonuuorpenom CJIELyeT Ha4MHATE C o;(HoKpaTHoro npuema Harpy3ouHoi 103l 300 Mr

© Ocmputii ungapxm mzoxap%)q ( OH.M) ¢ nodvemom cezmenma ST )

| 'COOTBETCTBYET 3KC

OT £0.U.
(Bxopgawmit M3

E“ THOMY OTYETY
2 19063
=4254474)

w A

IIpumenenne npu GepeMeHHOCTH H B IIEPHO/L PYAHON0 BCKAPMJIMBAHHUA |,

bepesennocme

' Mccnenosanus Ha XUBOTHBIX HE BEIABHITH HU NIPAMBIX, HH HEMPAMEIX He6naronpm{mux aq)(pemos

‘

Ha TEYEeHHUE 6epemeﬂﬂocm 9M6pu0Haanoe pa33ymde pOJIbl M TOCTHATANLHOE paszrme Tax kak
. HE BCEraa HO pe3yanaTaM uccIleI0BaHuii Ha JKHBOTHBIX MO)KHO npencx<a3aTb peaKuuIO y 4elloBeKa,
u Bcnencmue OTCYTCTBUS JJaHHBIX KOHTpOHprCMbIX KJIMHHYECKUX uccnenosaﬂuu no npuemy
Kionuporpena  GepeMEHHbIMH )KeHIlLI/IHaMH B Ka4yecTBE MEPHI . npenomopomuocm He
' pekoMenayercs’ fiprem Knonnaorpena BO BpeMﬂ 6epeMeHHOCTM 38 UCKIIOYEHHEM TeX Cllyyacs,
| KO/, 10 MHEHHIO Bpaqa ero ucnonb?,osal-me HacTOATENEHO HEOOXOAUMO. *

1lepuod 2PYOHO20 BCKAPMAUBAHUS S ) e e

B MCCTENOBAHUAX Ha KpBlcaX OBII0  MOKa3aHo, HTO KJIOMUAOTPEN W/WIK €ro MeTaGOHm‘bI
BBIACHSIIOTCS € rpy};u{blM MOJIOKOM. ’ ‘
Hemsecmo BbmeﬂﬂeTCﬂ % Knonymorpen C IpyAHBIM Monoxom yenopeka. Tak kak mHorue JIC

BBIACTAKOTCA C pr}],HI:IM MOHOKOM I’I CyI.U,CCTByeT PHUCK passumn ﬂOTCHLIPlaJ'[LHbIX He6naronpmxmmx»

SIBJICHUH y pe6em<a HaXO}lﬂIIICMCﬂ Ha . pr}lHOM BCKapMHI/IBaHPIPI cneﬂyeT HpI/IHHTb peme}me 0

npexpamemm prILHOFO BCKapMHPIBaHPIH uiu 06 OTMCHC npenapaTa C y4€TOM HeO6XOHPIMOCTPI €ro-

IPUMEHEHHE [T MATEPH.

Cnoco6 npuMeHeHns H 103bI

BuyTps, He3aéngu1»10,_0T npﬁeMa MM, ‘ A
Hedasto ,nepeHeceﬁHbz;Y ungpapxkm  muoxapoa (HM), HedasHo nepéHeceHHb.z'ﬁ_ UHCYIbIN U
()ziaeyocmzmoeayyoe 0K101}03uoyHbe 3d6oﬁeeaHzlé hepll(f;eplllleCKllx apmepuii (3114) " |
PeKomeHzxyemaﬂ no3a- 75 mr 1 pas B CyTKH." , '

Ocmpbzu KOpOHaprlll czmdpmt (OKC) be3 noa'bema cezmeuma ST (Hecmamwbnaﬂ cmenoxap()wz .

HM6e33yoz;aQ) _ * o s " e .' -

wiu 600 mr. Harpy3quy}o no3y 600 Mr MOXKHO Ha3HauaTh nauueHTaM B BOSpaCTe meHee 75 NET, "

~.KOrza rmaﬂnpyeTc;[ nposene&me YKB. Heqerme Knonmlorpenom ceayer npouonxcmb B JJO3UPOBKE

75 Mr 1 pa3 B cyTkn COBMeCTHO ¢ ACK B noze 75-325 mr. Hocxonbxy 6onee Bbicokue 10361 ACK -
GLUM CBA3AHbBL ¢ 60JIEe BHICOKHM pUCKOM Kposoreqeﬂug, pexomeﬂnyeTcx, yro6bl mo3a ACK ne .
npepbluana 100 mr. OnTumanbHas NPOLO/DKUTEILHOCTD JeUeHHS opULMANBHO HE YCTAHOBJIEHA.

JIaHHBIE KIMHUYECKHX MCCIEN0BAHMH MOATBEPXKAAIOT BO3MOXKHOCTh POJIO/IKUTENBHOCTH JIeHeH s .

1o 12 MecsieB; MakcumasbHas 3G (EeKTHBHOCT Tepaniyu Haboanach uepes 3 Mecsaua JeueHHs.

" 14



Knonmxorpen HA3HAYAIOT B A03€, 75 mr 1 pa3 B'CYTKH C miu 6e3 Harpyzotmou JI03Bl 300 Mr B

»"K0M6uﬂauym c ACK, a Taioke ¢ TpOM6OIII/ITI/l‘-ICCKPIMI/I npenapaTaMM unu 6e3 Hux. Y HauHeHTOB

craptie 75 et neqeﬂue monunorpenom JIOJDKHO HauMHATBCS 663 npnema ero Harpy3oqﬂou LO3BIL.
’KOM6I/lHl/IpOBaHHy}O Tepanmo cneuyeT HauMHAaTh KaK MOXKHO paﬂbme nocne NOSIBJICHS: CUMIITOMOB
u ﬂpOIlOJ'I)KaTb HE MCHEE YeThIPeX HCILCJH: -

: (Du6pu/1 nAYUA npedcepduu

Knommorpen cresyer npuHuMaTb B cyTquon nose 75 M.

B KOM6I/IHaLLI/lM c Knonmlorpenom HCO6XOILI/1MO NPYHUMATE ACK B ﬂoze 75 100 MTD emezmesno (cMm.

paszgen (I)apmalco.rlomqeckne cBoncTBa)
B3p00ﬂbze naz;ueHmbz ¢ mpaH3umopH0u umewtuttec;cou amaxkou ( THA) cpednezo unu 6b1C0K020 pucka
wzu c MaflblM uteMu4yecKum uucy%mozw (HH) ) ) R .
: B3pOCJII>IM HalUeHTaM ¢ THA CpeaHero uiu BLICOKOFO pucka (oueHKa 1o Kane ABCD2* >4) 1700:8
+ ¢ MaJBIM uu (NIHSS** <3) Ha3HaakoT HanySO‘{Hle 03y KHOHI/I[LOFpCJ‘[a 300 MT, T1ociie KOTOpOH
Ha3HAYyaloT Knorm,uorpen B nose 75 mr | pas B cyTKn u ACK (75 100 mr 1 pa3 B CyTKI/I) Tepanmo
Knommorpenom u ACK cne;[yeT HaLIPIHaTI)’B Teqeﬂue 24 vacos nocine co65m/m 17§ npononmaTb B
TedeHue 21 JIH51, TIOCJIE Yero HaSHa‘{a}OT TepaIMIO OHUM AHTHATPETAHTHEIM npenapaTOM
o @apmakozeyemuxa (nat;ueumbz ¢ zenemuyecku 06yCﬂ06ﬂeHHOll “CHUDICEHHOU axmuenocmblo
' ~ usoghepmenma CYP2C19) LT - - ‘ /
Hu3Kast aKTHBHOCTB H30(bepmeHTa CYP2C19 CBA3aHA C ymeﬂbmeﬂnem AHTnarperaHTHoro zxencnamx

Knonwlorpena PemnM rxpnMeHeHm 6onee BBICOKHX 1:03 (600 Mr — Harpy3ouHas noznpOBKa 3aTeM

— 150 mr 1 pa3 B CYTKH e}KeIIHCBHO) y rxauneHTOB C HU3KOH aKTUBHOCTBIO n30(bepMeHTa CYP2C19

. VYBeHI/I‘{I/IBaeT AHTHArperaHTHOC BO3}1€I/IC’I‘BHC Knonnnorpena (CM. paznen (Dapmalconornqecxme~

CBOiiCTBa, MOApPa3/en @ap,waxozeyemuxa) V NanuMeHToB ¢ HU3KOM aKTPIBHOCTBEO m3odepmeHTa
' CYP2C19 MOXHO PACCMOTPETH BONIPOC O npumeﬂeﬂuu BoJee BEICOKUX 1103 Knonnaorpena Tounsijt
'peme ,ZlO3l/lpOBaHI/m VIS “JIAHHOIA - nonym{uym nauueHTOB B KnuHuqecmx HCCHCL[OBaHHHX

qumsaxomux KIMHUYECKHE HCXOJIBI, He yCTaHOBJ'[eH ST o

1

Hponycx g031>1

 Ecam’ nponymeﬂ npuem npenapaTa B TEYEHHUE:! R

i Meuee 12 ‘laCOG I1ocCJeC SaHHaHI/lpOBaHHOFO BpeMCHI/I Halll/leHTBI ﬂOH)KHbI HpI/IHﬂTb ﬂ03y
HeMellHeHHO a SaTCM [IPAHATH CHC,ILyPOLIly}O ,IIO3y B OGI::I'—IHOG 3aHHaHPlpOBaHHO€ BpeM}I'

M 60!16@ 12 qacoe rnocnie 3aHHaHHpOBaHHOFO Bpemeﬂu .I'IaLLI/ICHTbl ,B,OJ'DKHbI HpI/IHHTb

. CIICLIy}OIH}’lO ,ZIO3y B O6bl‘iHO€ 3ar1na}mposaHHoe BpeMﬂ N HE ILOJDKHBI yZIBaI/IBaTb ﬂ03y

Oc061>1e FDVHHLI nauuemos

Hayuenmu cmapwe 75 nem

\




[

My O TUETY

I[nﬂ nonyqemm HH(bopmaunu o Harpy301mon n03e JuiA nauueHTos cmpme 75 TIET CM. pa.snen ,
'Ocobble yxazamm ' ' ’ ' v
Haz;uenmbz ¢ Hapywienueim Ppyuryuu novex - - | . C
Koppekuuu JO3bI He Tpebyetcs (cM. pa:men Ocoﬁble ylcasamm) | R ‘
Hauuenmbzcyapymenuem (j)yumluu nevewi . S , e
Koppemmn JI03HI He, Tpe6yeTCﬂ (CM pa311en Oco6|>1e ylcasaﬂml) P |

eTu L o - = Tt e B
Eezonacnocm H 3¢)(beKTuBH00Tb npumeuenuﬂ npenapaTa y Zeteil B ~BO3pacTe 710 18 ner Hf;,
| YCTaHOBIEHbI.

ITo6ounoe aeiictBre

Pesrome npOdmn;i 6e3onac'Hocm‘ : ’ _ E o

BGSOHaCHOCTB Knonymorpena ObLa u3yveHa 6onee uemy 44000 MalHeHTOB; B TOM HHCIIe 6onee yem
y 12000 nmanueHTOB, nonyanumx neqeﬂue B TEYEHHE roga um Gosnee. B’ LETOM l'ICpeHOCPIMOCTb
Knc;nw:[orpena B 03¢ 75 Mr/cyTKn B nccneﬂosaﬂnn CAPRIE’ cOOTBeTCTBOBana HCpCHOCPIMOCTH
ACK B JI03¢ 325 Mr/cyTKn HCSaBI/lCI/IMO OT BO3pacTa, noJa u pacosou HpI/IHaﬂHC)KHOCTH NALHEHTOB
Hixe nepequcneﬂm KIIMHMYECKH 3HAYMMBIE HEXE/IATebHbIE PeaKiiny (HP) HaGHEOI[aBlHHeCS[ B
MATH GOHLHIHX KIII/IHI/I‘{CCKI/IX VICCJ‘I@I{OBaHI/lﬂX CAPRIE CURE CLARITY COMMIT ACTIVE A ‘
KpOBOTC‘{CHI/IC ABNSIETCA Han6onee yacToit peaxunen 0 KOTOpOI/X coo6manocr> KaK B I(HPIHI/I‘{ECKI/IX
nccne)losaﬂmx TaK M npn nc)CTpermTpaumHHOM I‘lpPlMeHeHHI/I npenapaTa Yarme - Bcero ‘
coo6manocs 0 KpOBOTequmx B TeucHHe nchoro Mecsma JICUCHHS. " ‘ |
B KJIMHUYECKOM uccnenosaHun CAPRIE 061ua51 qaCTOTa BCEX KpOBOTequHn y nauueHTOB )
anHnmaanx KJonuaorpen, 1 y nauueHTos TIPUHUMABILHX. ACK, cocraBuna 9,3%. ‘-IaCTOTa
TDKENBIX' KpOBOTequHM npu npnmeﬂel-mn Knommorpena 1 ACK 6bma conocmsnmon 1 4% U 1 6%
COOTBeTCTBeHHO

B ueHOM ‘4acToTa pazsmml menyaoqno Kmneqﬂmx KpOBOTe‘{eHI/m y MauyeHToB, npmmmasmux ;
Knonuﬂ.orpen 7} y nauHeHTOB MpUHMMABLUKX ACK, cocmBmma 2,0%mn2, 7% COOTBETCTBEHHO.

O6uwias yacToTa KpOBOTe‘-IeHPlI/I Apyroi noxanmaunn [py npueMe KJIOMPIOTpENa 0 CPABHEHMIO C
TpUEMOM ACK 6le13 BEILLIE (7 3% npOTuB 6 5% COOTBCTCTBCHHO) OnHako YacToTa TKENBIX
KpOBOTEUEHUii TIpHU npumeﬂeﬂnu K)Ionu,uorpena u ACK Obuta conocmsumou (O, 6% U 04% :
COOTBeTCTBCHHO). Han60nee 4acTo c006u1an001> 0 patnamuu CHEAYIOIMX KpOBOTC'-IeHI/Il/IZ
nypnypa/KpOBononTexn 'HOCOBOE KpOBOTC‘{CHI/IC Peme coo6Lanoc, O pa3BUTUH I‘eMaTOM,,- )

remaTypym M [Ja3HBIX Kposousnmmnu (I‘JIaBHbIM o6pasom; KOH”L}OHKTHBaJILHBIX)

‘YacTtoTa BHYTpHYEpEnHbIX KpQBouanmmuu npu npuMeHeHuu knonunorpena u ACK. Opina |

corioctaBumoii (0,4% u 0,5% COOTBETCTBEHHO).

\
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B KIMHUYECKOM HCCNEe0BaHUHU CURE y nauuemo& npnﬂumasmnx KJ‘IOHI/IILOI“peH + ACK, no
cpaBHeHmo ¢ MaLMEeHTaMH, npuﬂnmaamnmu nnaue60 i ACK Ha6monanoc1> ysenuqeﬂue 4acTOTBI
.pa3BUTHA 60MbIIMX KPOBOTEUEHMUI (3, 7% 1o cpaBHeHmo c2 7%) 1 MallbIX KpOBOTelIGHldH (5 1% no
‘ cpaBHeHmo c2,4%). B OCHOBHOM I/ICTO‘{HI/IKaMl/l HobKX KpOBOTC‘{CHI/lI/l SIBIISUTHCH }KKT U MeCTa
HyHKLLPlI/l apTepHii. »
Yacrora pa3Bm“wI yrpomaromux KM3HU KpOBOTequun N nauueHTOB MpAHHMABLIHK Knonunorpen
et ACK 1o cpaBHeHmo c ﬂaLlI/IeHTaMH HpPlHPIMaBLHPlMM miaue6o + ACK, JOCTOBEPHO He
pa3ﬂuqanacxa (2,2% n-1 8% COOTBCTCTBCHHO) 4acToTa Pa3BUTH (baranbﬂbng.KpOBOTequuu Oblna
ommaxosou (0,2% npn o6oux Bﬂnax Tepanym) ' A |
Hacrora BO3HPII(HOBCHPI$I He yrpo;xa}oumx JKH3HH GOIBLINX KPOBOTEUYEHHUH. 6bma JOCTOBEPHO BEIILIE
y HauHeHTOB, npmmmasmux Knonu,uorpen + ACK no cpaBHeHmo C MalMeHTaMH, TNPUHUMABIIMMU
nnaueGo + ACK- (1,6% un 1% COOTBGTCTBCHHO) HO  4acToTa pasBHTm BHyTleIepeHHbIX
Kposomnmﬂnu 6b1na ofuHaxkoBoii (0, 1% npu oboux Buuax Teparnuu).

I{aCTom pa3BUTHS 6om>umx KpOBOTequMn B rpynme KHOHHLLOI‘peH + ACK 3aBI/Icena oT [(0351 ACK,

KaK ¥ 4acToTa pasBHTH 6om>mnx KpOBOTC'-IeHI/IPI B [pyIIe. nnaue6o + ACK..

V nauueHTOB MpeKpaTHBLIMX Tepanmo Knonnnorpenom+ACK 6onee yeM 3a 5 II,HCPI J0 AKLLI He e

OTMEYasoCh yqameunﬂ cnyqaes passymm 6om>umx KPOBOTEUEHMUI B TEYCHHE 7 [HEH nocne

BmemaTenbcnaa vy nauneHTos npo,uomKaanx aHTHTp0M60HI/lTapHyl0 Tepanmo B Teqeﬂne

nocnemmx TSITH AHEH nepen: AKII, ‘{aCTOTa 3THX CO6BITI/II/I nocie BmemaTenbcma cocraBisia 9, 6%.. ,

(B rpymme Knorm,aorpen + ACK) 1 6,3% (B rpynne rmaue6o + ACK)

- B Knnﬂnqecxom HCCHeILOBaHPH/I CLARITY wuactora 6o.rn>umx KPOBOTEUCHHH B. o6enx rpyrmax

(Knommorpen + ACK u rmaue6o + ACK) 65ma COMOCTaBUMON' B. OGenx rpyrmax neueHus (1 3%:

‘mipotus 1,1% B prnne Knommorpen +ACK u rpyrme rmaueGo +ACK, COOTBCTCTBCHHO) OHa Oblna

O,H,MHaKOBOI/I B MOArpYIMMax’ naunemos pasIeNeHHbIX 110 HCXOHBIM xapamepucmxam M 10 BUaM

(bu6puﬂonumqecxou TEPANMH UK renapuHOTepanun o

Hacrora mosBreHus (baTaanbe kpoBoTeueHuit (0, 8% HpOTPIB 0 6%) n BHyTpuqepenglx_

Kposomnmmuu (0,5% npotus 0 7%) npu nequI/m Knonnaorpen + ACK I/I nnaue6o + ACK,
, COOTBCTCTBeHHO Gbina HU3KOI 1 conocTaBuMoii B 06enx rpyrmax ne4yeHus.

B xnuHuueckom HceIeI0BaHNM -COMMIT, 061ua;1 LlaCTOTa Heuepe6panbﬂblx 60nbmnx

KpOBOTC‘-ICHI/IId 170 1% L(epe6paflebIX KpoBoTeueHui Oblia HU3KOH M OL{HHaKOBOH (0,6% B’ rpynume

Knonn,uorpen +ACK u 0,5% B rpynne nnaue6o + ‘ACK).

B muﬂuquKOM nccneuosaﬁuu ACTIVE A 4acToTa pazsmym 60n1>umx KPOBOTEUYEHUI B rpyInne
: Knommorpen + ACK 6blna BBILLIE, HYeM B rpyrme nnaue60‘ + ACK (6,7% l’IpOTIdB 4,3%

COOTBCTCTBCHHO) Bonbume KpOBOTequm{ B OCHOBHOM EbuTH BHC‘{epeHHLIMl/I B obeux rpymnnax

(5 3% npotuB 3,5%), TNIaBHBIM o6pa30M u3 XKKT (3,5% nporus 1 8%) B rpynne Kjonuaorpen + -
17
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ACK BHyrpnqepenﬁblx xposonénﬁsmnﬁ 651116 Gonblue 1o cpaBHeHuio c-rpynnqﬁ miaueéo ,+_ACK
('1 4% npOTuB‘ 0,8% coéréeTCTBeHHo). OTcyTCTBOBaﬂu: CTATUCTHYECKH 3HAUUMBIE pa3huquﬂ MLy :
3TUMH rpynnaMu Jle4eHHs B 4aCTOTe: MOABNCHHS (baTaanblx KpOBOTequnu (1 1% MpOTHB O ,7%) 1
remoppamqecxoro HHCYNbTA (0,8% nporus 0 ,6%).

TabnuyHoe DCB}OMC He)i(eﬂaTeﬂbelX DCaKLII/IH

HP, KOTOpre BO3HUK/IU BO Bpems KJIMHUMECKHX -MCCIICA0BaHM i o KOTOprX coo6u1anoc1>
. CIIOHTAHHO," HpeﬂCTaBHeHbl B Ta6.mdl_le Hwke. Mx YacToTa OHpC,HCIIHCTCH C MCIIOJIL30BaHHEM
' cnezxyxoumx YCJIOBHBIX 0G03HaUCHHiT: YatTO (or>1 /100 no <1/ 10); HeqaCTo (or>1/ 1000 1o
<1/100) peaxo (ot > 1 / 10 000 1o <I/1000) O4€Hb PeaKo (<I/10 000); 4aCTOTa HEU3BECTHA
‘(HCBOSMO)KHO OLICHUTb 1o nmexommwc;x JaHHBIM). B Ka}KLLOM CHCTEMHO- OpFaHHOM Knacce HP

HpeﬂCTaBHGHLI B nopsxm(e y65113am/m CCpBCSHOCTH

. . 3 I ) Ouens peako -
Yacro . Heuacro Peako YacroTa

' - HeH3BeCcTHa*
TpomGoTuueckas
TPOMGOLMTONEHHYECK| - .
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' AruiacTrueckas |
" aHeMMUs ,
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Tsokenas -
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cucmemel: . : 90314}10(1)?11114;{ :| HeHTpomeHuIO

Cunapom Koynuca

(Bazocnacruueckas
ajulepruyecKast ,
' creHokapaus/
Hapyuienusa.co ‘ -
‘ , anneprudeckuii UM),
CMOpPOHbL cepoya 00yCnoBIEHHEIH

peakuuei rumnep-
4yBCTBUTENIHOCTH Ha |’

\ ‘ o . ktonigorpes*
) AHa(bl/lHaKTOl/IﬂHbIC "
,‘ _ peaxLuu '

— ' ; L o CeiBopoTOUHas

Hapyu/tenwz co : " | Gonesus ot

cmoporbL , o TlepexpecTHble
 UMMYHHOTL . ' , \ T R——

cucmensl reMaToJIOTHYECKHUE

| T I S peaKlnu ¢ APYTUMHU
F - TUEHONUPHIHHAMU
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 Mereopusm

3a0prOLIMHHEIE
KPOBOTEHEHHS

XKenynouno-
KHIIEUHbIE U -
3a0pIOLINHHBIE

' KPOBOTEUEHHS C

JIeTalbHBIM HCXOIIOM
ITankpeaTut

| Konur (Bxntouas .

SI3BEHHBbIA WIN
JUMQOUHTApHBIH
KomuT)
CromaTut

Hapymeuuﬂ co -
CIMOpOHbL NeyeHu u
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E nymeu

OcTtpas neueHouHas
HEJOCTAaTOYHOCTD
[enatut (He ‘
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($YHKIHOHATBHOTO
COCTOSIHMSA TIEYEHH

Hapywenus co
CmopoubL KoJicU
U NOOKOJICHBIX
mKaneu . '

\

o

|'KpoBonoarexu

Kosknast chiilb
KosxHsiit 3y
KoxHoe -

KPOBOM3IIHUSHHE

(nypniypa)

. Bynnesusiit nepmarur
" (ToKcHuecKui

SIHAEPMAIBHBIA
HEKPOJTH3, CHHIPOM
Crueenca-JDxoHcoHa,
MHOroopmHas '

apuTeMa, oCTpbIH .

reHepaM30BaHHbIA °
3K3aHTEMATO3HbIH
HycTynes (AGEP))
AHrMOHeBpornqecmu '
oTeK

Cunzipom

JIEKapCTBEHHOH
rnnept&)}BcTBmenL- _
HOCTH, JIeKapCTBEHHasI
CHITIB C 203MHO(UINEH
¥ CHCTEMHBIMH -
NPOSBICHUAMU
(DRESS-cunapom)
DpHUTEMATO3Has CHIIb
OxkcdonuarusHas

. CBIIb ,
- Kpanusruua .
Ox3ema

v

ITnockuit numaii
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s I:] TL“'E T-" <

Hapywenusa co
CMOPOHbL '

| penpodyxmuenoii

cucmemol U
' MOJIOYHBIX JHCee3

I'muexoMactus

‘ 'Hapymemiﬂ co-

'| CkeneTHO-MblLIEYHbLE

‘CMOpPOHbL . KpOBOTEYeHHM
MBILUEUHOT, (remaptpo3)
ckenemHo U Aptpur
COCOUHUMENLHOT  Aprpanrus
MKAQHU. + Muanrus
Hapywenus co , |- T'nomepysonedput
CMOPOHYL NOYEK U ‘ IoBbieHHE
. T'emaTypus
Mouesbzeoa;m;ux _ _ KOHLICHTpalNY
nymeii : KpeaTHHUHA B KPOBH
Obuyue - .
Pl enuﬂu KporoTteuenue : ,
rapyut B'MECTE JIuxopamka
peaxyuu 6 mecme |. i
MHBEKLMH a ,
66e0eHUs : ; ‘
_ VBejMueHue
' BpEMEHH
e KPOBOTEUEHHs
Jlabopamopnuie u P 5o
. CHKeHHe * Huchal ‘
UHCMPYMEHMANbH . .
1. ' © HelTpoduoB -
ble OaHHble ; . ‘
- v CHwkeHue
!
\ . KonMyecTna :
Tp0M6OLIPITOB

OHHC&HI/IC OT)lCJ'[bHBIX HOXCJIATCIBHBIX peaxuun

' Heumponeuufl

B Hccnenosamm CAPRlI'.E TsKeas He#TponeHns (<0,45 « 1109/n) HaGmoganack y 4 naI'LP‘I‘Ye"HTOB.

(0, 04 %), npuﬂnmasmux Knonvmorpen ny 2 HaU,I/IeHTOB (0,02%), npnﬂnmaanx ACK

v msyx nu3 9599 nauneHTOB npymnmasumx Knommorpen Ha6m011an005 HOIIHOC OTcyTCTBHe

E HenTpO(meOB B nepmbepnqecxou KpOBl/I, KOTOpOFO He Habmopanoch HU y ozHoro u3 9586

‘HaHHCHTOB, npmmmasmux ACK HCCMOTpﬂ Ha TO, '-ITO pl/lCK pazsnmﬂ MHeHOTOKCI/l‘ICCKOFO '

,HCI/ICTBI/IH le/l npneme Knonn,uorpena SABIIAETCSA I[OCT&TO‘{HO HUBKUM, B cnyl{ae CCIII/I y nauneHTa

npunumammero KJTOHI/I,HOFpCJ'I Ha6ﬂ10,[laCTCH HOBLI[UGHI/IC TemnepaTypbx UK TIOABJIAIOTCA

Hel/lTpOHCHl/IIA

Amzacmuttec_lca;z AHEMUA

5 =

21

;_,upyme HpI/I3HaKl/I I/lH(beKLII/II/l cnenyeT O6CIIC,£[OBaTL l'IaI_IPICHTa Ha I'IpCILMCT BOSMO)KHOPI

Ipu neYeHUy KIONUIOTPESIOM B'OJIHOM Cllydae HaOIoAa10Ch PA3BUTHE AMIaCTHYECKOH aHEMUH.




IN:19063
(24254474) .

Tpo/w6oz;umonemm ' - ‘ Co
qaCTOTa BO3HMKHOBEHMS TSDKENON TpOMGOuMToneHnu (< 80*109/n) cocmBnna 0 2% y
HauI/ICHTOB npnﬂumasmux Knom/morpen n 0, 1% 'Y - MALMeHTOB, npuﬂumasmnx ACK
cooGw,anocx: 00 OY€eHb peaKUX CITyH4asX: CHIDKCHHA 4HC/Ia’ Tp0M60LIIdTOB <30* 109/n

B uccnemBame CURE u CLARITY Ha6mo;1an00b conocmsnmoe KonnquTBo nauueHTOB c

TR R B BYET 3KCMEPTHC rhroILET?“

TpOM6OLlHTOH€HHeH 1 20)05¢ HCPITpOﬂeHI/leM B O6CI/IX rpyrmax JICYCHU.

‘ ‘Hepeq():w,lponua
-Cimnmontol h o P . S B -
Hepe)losnpOBKa Knommorpeﬂa MOXKET TNPUBECTH K YBEIHYCHHIO Bpemeﬂu KpOBOTe‘lCHYIﬂ c
nocneﬂyroummn OCJIOXHEHUSMH B BUE Pa3BUTH KpOBOTequun
JZetteHue

- Ilpu nosisenny KpOBOTeqeﬂnﬁ,Tpe6yeTéx ﬁposeﬁéﬁne COOTBeTCTBy}dmnxnéqeGbex Meponpﬁﬂfmﬁ.

' AHTPI,U;OT Knonunorpena ‘HE yCTaHOBHeH Ecnn neobxonuMa: 6510Tpa51 KOpPeKLHs yﬂnuﬂnsmeroc;l

BpeMeHPI KpOBOTe‘-IeHPIH pCKOMCHJIyeTCH HCpCHI/IBaHI/XC TpOM6OLIl/lTapHOI/I MaCCBI . .

v i o

‘

Bsaumonencmnﬂ c upyrmm JleKapCTBeHHblMﬂ CpeacTBaMH '.
JIC, npwweHeHue Komopbzx ce;zs'ano c pucrcom pa3eumwz KposomeyeHus
Vmeetcst HOBBIIIICHHBIM pncx Pa3sBUTHS  KPOBOTCHCHMS . BC/ICACTBHE  HX noreﬂunanbﬂoro
", a/UIMTHBHOTO 3(1)(beKTa ¢ Knonvmorpenom Heqeﬂue cneayeT nposonmb c ocmpoxcﬂocmro (cm.
_paznen OcoBble ykasanust). ‘ )
Hepopaﬂbybze aHmllKOClzleﬂHMbl (Hanpszzep, eaquapuy)
OI[HOBpeMeHHOG npmweHeHne Knonm(orpena 7 nepopam,ﬂmx aHTHKQarynﬂHTOB He pexomex—myeTcsl
- TaK Kak JaHHas KOMGMHaum{ MO)KCT yCI/lHPITB KpoBOTeH€HH e (cm. paszen Ocoﬁue yKa3aﬂml) XOTﬂ'
| | npuemM Knonymorpena 75 MI/CYTKH He U3MeH ¢>apma1<oxuue'rm<y Bap(papyma (cy6CTpaTa
usopepmeHTa CYP2C9) nm MEXTYHAPOHOE HOpMaJ'lI/IBOBaHHO€ OTHOLIEHHE (MHO) ¥ nauuemos
;muTe‘ano -+ [0J1y YarOLIMX neyeHue BappapuHOM, OJHOBPEMEHHbIH . npuem Knonmlorpena
yBehyianaeT ‘pucx KpOBOTEUCHMU B CBSI3H C €ro HésésnchblM ,ﬁOl’IOﬂHl/ITCHLHbIM BnnﬂﬂneM Ha :
CBeprIBaeMOCTb KpOBH. l’Ioaromy cnenyeT CO6J‘I}O,ZIaTb OCTOpOX(HOCTb HpH om—xospemeﬂuoml
: le/lMeHeHl/IPl Bap(bapm{a u Knonnnorpena .
BﬂOKamopbl eﬂukonpomeuua Ib/Mla -. B ’ o o
. B CBA3N ¢ BO3MO)KHOCTI>}O (bapmaxoauﬂamuqecxoro BsanMoneucrsm Memxy monmorpenom 14
6n0KaTopaMH FHI/IKOHpOTePIHa IIb/IIIa ux ogﬂospemefmoe HpHMCHCHI/Ie Tpedyer OCTOPOYHOCTH, .

oco6eHHo y nauneHTOB MMC}OLH,PIX TNOBBILUEHHBIHA pucx pa3BUTHSA KpOBOTEUCHHS (npﬂ Tpasmax n



COOTBETCTBY

ot 28 '_5_. ;

XOAALLM

MY OTHETY

\

xnpypmqecmx BMELLATENbCTBAX HIH npymx l'IaTOHOT‘l/HeCKI/IX cocmﬂmmx) (cM. paszen Ocoﬁble

yKa3aHHs).

LACK

ACK ne nsmensier AJIO-UAT shdexra KIONM0rpena, HO KIOMMAOTPEN NOTEHUMPYET BIUAHHUE

ACK' Ha KoJIareH-MHAYLHPYEMYIO arperauuio, Tpombountos. Tem He MeHee, -0IHOBPEMEHHbIH ¢

KJIOMM0TPEIOM 'npneM ACK. B 1103e‘500 mr 2 pasa:B ACHb B TEUCHHE 1 cyTox He BbI3bIBaJ

CyLLLCCTBCHHOI‘O yBeHPI‘{eHI/lH BpeMeHl/l KpOBOTC‘{eHHﬂ BbI3bIBaCMOF0 HpHeMOM Knonnnorpena le/l

om—xospemeHHOM ApueMe KIonuorpesa-u ACK cnenyeT co6mo;1a'rb OCTOPOXKHOCTb, TaK KaK MEXAY

HHMHU BO3MOXKHO (bapmaxozmﬂamnqecxoe B3al/lMOIlCl/lCTBMC KOTOpOC HpHBO,IIl/lT K MOBBILIEHUIO

pncxa KPOBOTEYEHHSI (CM pa3nen OcoOble yxcasanuﬂ) TeM He MeHee,

B KJIIMHHYCCKUX

nccneuosaﬂmx nauneHTm nonyqamd K0M6MHMpOBaHHym Tepanmo Knonuaorpenow 144 ACK (75-325

Mmr 1 pa3 B CYTKH) npoaonmmenwocn}o 110 I roaa

'
B

Tenapun

e

v

"TTo maHHBIM KHHHH'-!GCKdFO I/ICCHCL_[OBaHHH, IPOBEACHHOI'O C y‘{aCTHC-M 300pPOBBIX LLO6pOBO.TIbHeB,

‘TIpM NipueMe KJIOMWIOorpena He TpeGoBanoch U3MEHEHHMs M03bI TeNapHUHa W HE M3MEHANOCH €ro

' aHTUKOAryJISHTHOE  JeHCTBHE.

OILHCBpCMéHHOC_

NMPUMEHEHHE - TerapvHa - HE . M3MEHSIO

aHTUArperaHTHoE ' ﬂCﬁCTBHC Kjionuaorpena. - MC)KJJ,y KHOHI/IILOI‘peHOM H- renaanOM BO3MOXHO

B3aHMOﬂCﬁCTBl/IC ’

’

i q)apmaxozmﬂammecxoe

KOTOpOC

MO)KCT YBCHH‘{HBaTb pHUCK paésuma,

KPOBOTEUYEHHIA. Hpu OllHOBpeMeHHOM npumeﬂeﬂnu cnenyeT CO6H}O,ILaTb OCTOPOXKHOCTH (CM. pazien

'

OcoOble ykazanus).
1 pom oonumury

5

BCSOHaCHOCTb OILHOBpeMeHHOFO HpI/XMCHCHH}I Knonunorpena

dbubpun-cneuuduueckux 1

qm6pm-1 Hecneuuqmqecxux TPOMOOIHTHYECKHX HC " renapuﬂa ObL1a M3yueHa y naunem‘os &

OI/IM qaCTOTa KIIHHH‘{eCKId 3Ha‘~IHMbIX KpOBOTC‘-lCHI/lld Obla ananorw—ma TOM,,

'KoTopas

Ha6m011anacr> B.CJlyuaé COBMECTHOTO MIPUMEHEHUS TPOMOOIUTHIECKHX JIC u rerntaputa ¢ ACK (cm.

paszien IloGounoe neficraue).

HIIBIT

B KJIMHUYECKOM HCCIIEJOBAHUM, HPOBENEHHOM C y4aCTHEM 3[A0POBLIX A0OPOBOBLEB, COBMECTHOE

NpUMEHEHHE KITOMMAOrPesia M HANPOKCEHA YBE/IMYHBAIO CKPBITHIC MOTEPH ‘KpoBH depes JKKT.

O}lHaKO B CBJA3H C OTCyTCTBH@M‘ HCQHC)J,OBaHHﬁ 0 B3aUMOIAEUCTBHIO Kjionmuaorpeia ¢ JpyruMu

’

HIIBII, B HacTosmee BpeMﬂ HEH3BECTHO, UMeeTCA s nosumeﬂﬂmﬁ PHCK eIy I0MHO-KHIIEHBIX

KpOBOTequnn TpH- HpHMCHCHHH Kﬂom/morpena BMecTe’ ¢ IpyrUMH HIIBII.. HoaTomy -TIpH

OJJHOBPEMEHHOM npnmeﬂeﬂun HIIBII,: B TOM YHCIIE HHm6mopOB LIOF 2, ¢ Knonunorpenom

clenyeT co6mozLaTr> OCTOpOX(HOCTLPO (CM pazzaen Ocobbie ylcazaﬂuﬂ)
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' OCTOPOXKHOCTE.

RN | COOTBETCTBYET 3KC

oT 28058 ;
" (Bxopomwmit M3

OMY OTUYETY

CHO3C A
Tak kak CHUO3C HapywaioT aKTMBaLMIO TPOMOOUMTOB M YBENHUMBAIOT PUCK . PA3BUTHSA
_Kp-OBOTeH.eHI/Iﬂ, npu onHoBpemenHoM npuMenednd CUO3C ¢ KIOMUOOrpeoM clepyer cobmomath

Hnoyxmopoi u3011)epmenma CYrP2C19

Tak KaK Kjomnuaorpen MeTa6onu3npyeTcsI o 06pazoBaHm{ CBOET0 aKTHBHOIO MeTa6onuTa qacmqﬂo ;

npu l'lOMOLLLl/l moepmenta CYP2C19, oxunaercs, 41O npumeHeHMe JIC, KOTOpble MH,D,yLLPIpy}OT

aKTPIBHOCTb 3TOFO usod)epmeHTa MOXCT l'IpPlBO}ll/ITb K TOBBIUEHHUIO KOHueHTpauHH AKTHBHOI'O

N

: _Hneu6umopbl usogbepmeﬂma CYP2C19

MeTa60nnTa Knonmlorpena L L T

Pudamnuuun, ABJIAACE MOIIIHLIM PIHIIyKTOpOM n3odepmenTa CYP2C19 npH” O,II,HOBpeMCHHOM

.HpHMeHCHI/lI/I LY KIIOI'IH,HOI‘pCHOM, I'IpPIBOILPIT' KaKk K yBeHl/I‘ICHI/I}O KOHUCHTpAaLUHHU aKTI/IBHOFQ

MeTaGouTa KIOMMAOrPeNa, TaK U K HHIHOMPOBAHHMK) TPOMBOLMTOB, YTO MOXKET MOBBIIATE PHCK

BO3HMKHOBEHMs KDOBOTEYEHH. s

’

B kauecTse Mepsl MpEAOCTOPOXKHOCTH «He‘peKomeHuyeTca Hp‘HMeHﬂTb OIHOBPEMEHHO MOMIHEIE

mmyKTopr I/Izo(bepmeHTa CYP2C19 u Knonmlorpen (cM. paznen Ocoﬁble yKa3amm)

N
'

TaK Kak KJIOMHI0Tpe MeTa6onu3npyeTcsx /10 06pa30BaHus CBOEr0 aKTUEHOTO META00IUTA YACTHYHO

" npu oMoty uzopepmenta CYP2C19, npumenenue JIC, HHTHOMPYHOUIMX 3TOT H30()EPMEHT, MOXKET

NpPUBECTH K' YMEHbIIEHUIO 00pa3oBaHWs aKTUBHOro meTabomurta kinomuporpena. Knunuueckoe
3HAYEHUE STOrO B3aAUMOJCHCTBIS HE YCTaHOBCHO. B KauecTse MepHI NPENOCTOPOXKHOCTH CAC/YeT

I/I36€FaTB OJHOBPEMEHHOI'O ﬂpl/IMeHeHI/lﬂ Knonnaorpena I/l MOI_L[HLIX HIJIU yMepeHHbIX I/IHFH6I/ITOpOB

'n30(bepM6HTa CYP2C19 MOMmHBIMI 1 yMepeHHbIMl/l HHmGHTopaMM nm3odepmMeHTa CYP2C19

ﬂBIIHlOTCS[ omenpa30n 330M6npa30n (bnysoxcamnﬂ ¢yokceTHH, Mom06emmx, BOPHMKOHA3011,

,¢nyK0Ha30n, THKJTOMHIHH, Lmnpocpnoxcaunn, UMMETHANH, KapbamasenuH, oKckapOaseruH,

* XJ10paMEHHUKOI.

Hneubumopwvt npomoHHoU noMnbvl

Onéospem’@éx—ibm NPHEM KJOMMAOTPENa C OMENPA30JIOM B,zx-oze 80. MI,‘A(.(‘)lILHOBpeMeH.HO Wi ‘c,
nep_epbléom B 12 ‘q"iv'lexmy rpuemMamu - 11ByX , [PENaparos) c'HmKag:T YKCIO3ULMIO AKTHBHOIO.
Mé";a60nma<l<n—0nn,udrpena' Ha 45%. npu npueme Harpy3oqﬂbi’1 ‘nosbl M Ha 40% npu mpueme
noaaepxuBatomielt 103bl. CHKeHUe ObII0 CBA3AHO C yMEHbIUCHUEM unranposaHgﬂ arperauuuh
tpomM6ounTOB Ha 39% hpn npuemé'uarpywqﬂoﬁ 103pl 1 Ha 21% npu npueme ﬁomepx’ms'aromeﬁ

no3pl. [Ipeanonaraercs, 4To '330Mf_:r1pa30n, B3aUMOJEHCTBYET € KJIOMHWAOIPEIOM aHaJIOTMYHbIM

~ obpasom.

'
.

‘,HaHHblC Ha6JIX*O,£leHl/ll/I n K.IIHHPI‘!CCKI/XX HCCHCILOBaHHM 0 KH[/XHI/I‘{CCKMX HOCHCHCTBI/IHX OTHX

‘(bapMaKOKI/IHCTH‘{eCKHX n (bapMaKOILPIHaMW{CCKIdX BSaHMOILePlCTBPm C TOYKH 3pel-m;1 paSBI/ITI/IH
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COOTBETC T: El'3

i EPTHOMY ’ lTl—é ETY
T , ot 28.0 Nz 19063
( E; XOAALLA =4254474)

ot

: OCHOBHBIX KapII,HOBaCKyJ'IHprIX CO6BITI/II/I HpOTl’IBOpC'—IHBLI B. Ka'-ICCTBe Mepm ﬂp@ﬂOCTOpO)KHOCTPI»

HE pEKOMeHﬂ,yeTCﬂ OﬂHOBpCMeHHblH aneM Knonmlorpena C omenpa:;onom I/IHl/I azomenpasonom

Menee BHIPBKEHHOE ‘CHIDKEHHE 3KCH03P1LLI/IM MeTa6onnTa Ha6m011anocx> Npu MpUeMe npernapara c

' [IaHTOMNPAa30JI0M WIH nauconpwonom
‘Hpu OJHOBPEMEHHOM NpHEME naHTonpa3ona B 103¢ 80 mr | pa3’ B CYTKH KOHLIEHTpaLus aKTHBHOTO

- MeTabosuTa Knonymorpena CHM)KaJach ‘Ha 20% npu npueme "Harpy3ouHoii 1036l 1 Ha 14% npu -

npueme nomepmusa}omen 1103},1 T10 conpoaomnano& CHmKeHueM CPENHEro ypoBHs I/IAT Ha 15%

K 11% COOTBCTCTBEHHO. HonyquHble peB}’ﬂbTaTbl yKaSblBa}OT ‘Ha BO3MO)KHOCTb COBMECTHOTIO

HpHMCHCHMH Knommorpena H naHTonpa30na

BBIH HpOBC}_ICH pﬂﬂ KIII/IHPI‘ICCKPIX I/ICCIIC,[IOBEIHI/II/I C KJZOI’IMOO?[)@JZOJVI U Opyzw\tu O()HOBpeﬂleHHO

anlLMeH}ZeMblMu JTC . C -LleJ[I:I'O H3y‘{CHI/l5{‘ BOSMO)KHBIX Q)HPMaKOIIHHaMI/l‘IeCKI/IX Rt

(bapMaKOKHHeTuqecxnx B3aMMOJIEHCTBHH, KOTOpble TOKa3aJH, 4TO: _
© npu OHHOBpeMCHl-IIOM npnmeﬂeﬂnu KIOTMAOPENa COBMECTHO' C AMEHONONOM  u/unu
HugbeaummOM KIIMHMYECKH 3HAYMMOTO (hapMaKOJWHAMHYECKOrO B3aUMOLCHCTBHS He'
HaOTI0AJI0CH; | v | | " ‘ o
- O,IIHOBpeMeHHOC npmv[eHeHue qbeuo6ap6umava u 3cmpozenoe HE OKa3bIBao cymeCTBeHHoro
" BIMAHMA Ha (bapmaxo,unﬂamnxy Knommorpena ‘
- (bapmar(oxnﬂemqecme noxasa’renu Qu2OKCUHA U meoduinuna He H3MEHATHCH pH uX
COBMECTHOM HpHMCHeHHH c monnuorpenom o el ' '
- J0Ka3aTeNbCTB TOro, O ):prme JIC, nounxcafoume Kucnomocn B >1<eny,r_u<e TaKue KaK
‘Gnokamoper Hz—zucmaMuyoebzx ' pez;enmopoe o aHmcn;uabz npenﬂTCTBymT
aHTUTPOMOOLMTAPHOM AKTUBHOCTH KJIOTIMAOTPENa; HeT anmauudnbze cpeacmea ‘HE
'CHWKAIOT abCopOLMIO KIOMUAOTpena; '
- gpenumoun u ;ln‘o'fl6yma/wud MOXHO € 6e_30na_cHOCTI>K‘)f MPUMEHSTH OﬂHOBpéMeHHO c
: KIIOHHLIQI‘péJIOM (uccnenosanue CAPRIE):.MandsepOﬂiHo, uTo Kndnmxorpeﬂ MOXET
BIMATE Ha MeTabosm3m apyrux JIC, ;FaKHX.KaK (enutoun u 10n6yfaMuﬁ, a taoke HIIBII,
" KOTOpBIE MeTa6oq1u3upy}oTcﬁ C TIOMOILbIO usopepmenta CYP2C9 LuMTOXpoMa P450;
Tunzu6i1mopw' AIID, Ouypelhukzt "5éma—a6peyo6ﬂoxamopbz 6fzo;<am0pbl (MeOTeHNbIXY
KANbY11eebIX Kanaﬂoe 2unounudemMudecKkue cpeacmea KOpOHapHble easo()uﬂamamopbz
- 2UNoZUKeMUYECKUe cpedcmea (e m.y. uHchlllH) npomueoammenmuqecmze cpeacmea )
zopmoyosamecmumeﬂbHaﬂ mepanus u 6/10Kam0pbz eﬂuKonpomeuHa IIb/IIIa B KTMHUYECKUX
| uccnenosaﬂmx HE BBIABJIEHO KIIMHMYECKH 3HAYMMBbIX HEXKENATe/bHbIX B3aMMOACHCTEHIL.
- JIC, fzeﬂmou;uem cy6cmpamajvtu u3oqbepmeuma CYP2C8

Hoxazaﬂo 1{TO Knonuaorpesn yBenntuan Cl/lCTeMHy}O 3KCH03PIU,H}O penaemmuda M 3)10pOBbIX

: I[OOpOBOHbLlCB. I/I(;CHC}lOBaHHH in VltI’O noxa3am/1, 4YTO- YBCIHYCHUE CHCTCMHOH 3KCﬂO3HuHM )
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KOHUEHTpaLuit (EM. paszen C 0CTOPOKHOCTHIO).

. npenapaTa y naunemos ¢ OKC, Tpe6yromhx OﬂHOBpeMeHHOI‘O HpI/IMCHGH[/Iﬂ Mop¢HHa UIH npymx »

COOTBETC TBYET 3

- oT £
" (Bxopawm

' M2 19063

'-4J54=r ’4)

EPT ﬁhtﬁﬁﬂTFETf

'

penarnnﬂvma SIBJISIETCS cnezLCTBneM I/IHI‘HGHPOBaHI/Iﬂ uzodepmenta CYP2C8 rmoxyporxmmbm

MeTa6omATOM Knommorpena Cnenyer co6mona1‘b OCTOPOXHOCTh _ NIPH OJIHOBpeMeHHOM

_npmvleﬂeﬂnu ;_Knoxgnnorpena u JIC, merabosusupyromuxca ¢ nomompto usodepmenta CYP2C8

(Hanpumep, penariuHuja, NAKIMTAKCENa), B CBA3W C .PUCKOM YBEJMYEHMS HX MJ1a3MEHHBIX
Onuoudnsie azoHucmel L
KaK H B -Cllyyae ,upymx nepopabHbIX imm6mopoa P2Y12, oanoBpemenHoe NPUMEHEHHE

OHI/IOI/IILHBIX ArOHHUCTOB MO}KCT Saﬂep)l(l/lBaTb 14 yMeHbLI.IaTb a6cop6umo KJIOIMHUAOIpea, BEPOATHO,

* U3-3a 3ame}1neHHoro OHOpO)KHCHHH )KGHYJIKEI KJ]P[HH‘!CCKOG 3Ha4YCHUC" ,lIaHHOl"O B3a[/lMOlICl/lCTBl/l§I‘,

HeI/BBeCTHO CneayeT paCCMOTPETB BO3MO>KHOCTI) Ha3Ha’~l€HPl5{ HapCHTCpaJ'[BHOI‘O aHTl/IaneFaHTHOFO

OITHOMHBIX ATOHHUCTOB.
Po3yeacmamuH

Bbuio mokasaso, uTO, Knommorpen yBenu4uBaET C-)KCI'IO?:I/ILII/HO po3yBacTaTHHa B 2 pasa (AUC) U B

1,3 pasa (Cinax) roce mpHema Knonuzxorpena B fo3e 300 mr u B 1,4 pasa (AUC) 6e3 BNUSHUS Ha

wr

nokazatens Cnax 1ocIie OBTOPHOTO npyema KJIOMuaorpena B ;Lo3e 75 wr.

Ocobble yKazaHus .

‘KPOGOMBHEHM u 28)\1(1)’)10]1021[”607(”6 H'apyutem/ﬂ

B cBs3u ¢ PHCKOM Pa3BUTHs KPOBOTCHCHUS HHENKENATENbHBIX SBICHUH CO CTOPOHBI KPOBHU (CM.

paz,uen HOﬁO‘lHOG l]e"CTBHe) B cnyqae I'lOﬂBJ'leHPlﬂ B X0AC J'[C‘{CHI/Iﬂ K.IIPIHP[‘*I@CKI/[X CHUMIITOMOB,

: rIO}103pPITCm>HbIX Ha Bo3HnKHOBeHne KpOBOTequm{ cne,uyeT ©poHHO CAENaTh OOHIHHI KITHHUECKUH
. aHaNnu3 KpOBH, onpe,uenmb aKTHBPIpOBaHHOC YacTUYHOE TpOM601’IJ‘laCTHHOBOC BpeMs (AqTB)

.KOIIPI'-ICCTBO TpOM6OIll/ITOB [IoKa3aTenn q)yHKIlHOHaHbHOH aKTI/IBHOCTI/I TpOM6OLlHTOB I/l l'IpOBCCTI/I

npyme HCO6X0,HI/IMble I/ICCHGJlOBaHPUI )

Kunornorpern, kak u npyrue'aHTqu0M6ounTapHme JIC, cnefyeT. NpUMEHSITh C OCTOPOXKHOCTBIO Y

NaLUMEHTOB, MMEIOLIMX IIOBBLILUEHHBIA PHUCK Pa3sBUTUS KPOBOTEYEHUs!, CBS3aHHBIA C TpaBMaMH,

XMpprM‘{CCKI/lMI/l BMELIATE/IbCTBAMU WJIKW APYTUMHA NaTOJIOrHYECKMMHU COCTOAHUAMH, a. TAKKE Yy

n‘aumeHTOB n‘phﬂuma}omux ACK, HITBII (B ToM uncne uuruburopsl LIOT-2), renapun, 610Katophl

FﬂMKOHpOTCPlHa IIb/I1la, CHO3C n Moumble l/IH,[IyKTOpr 1/130(bepM6HTa CYP2C19. B cBs3u ¢

MOBBIILIEHHBIM pUCKOM . Kposoreqeﬂuﬂ " “tpoiinas aHTqu0M6oumapHa;1 Tepanmf

(xnonmxorpenJrACKﬂmnylpymamon) npnmeuﬂemaﬂ 27151 BTOPUYHON npocpunalmdxm uHcyana He

- PEKOMEH/yeTCs MALMEHTaM ¢ OCprIM HeKap,uu03M6onuqecxuM I/IM wiu THA.

‘

-Hpu JICYCHMH  KIIOMMAOTPEIIoM, 0co6eHHo B TEUEHME MEPBEIX HEC/b. JECUEHHs u/mm nocue

I/lHBaSI/IBHLIX KapJ_II/IOJIOFl/l‘-ICCKl/IX ﬂpOU,CIIyp/XPlpprl/l‘{CCKOFO BMCHIaTeIIbCTBa HGO6XOILI/IMO BeCTl/l
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(CMEPTHO
3 “.j__' 150.

N

1Y-OTYETY

TLIATEIBHOE HAOJII0IeHHE 3a MALMEHTaMHU Ha MIPEAMET HCKITFOHEHHMS IPU3HAKOB KPOBOTEUCHHUS], B TOM

YHCIIE, M CKPHITOro. He pexkoMeHayeTca ofHOBPEMEHHBIH NpueM KIOMuAorpena ¢ nepopaibHbIMHU

AHTHMKOAry/IHHTAMHU, TOCKONIbKY 3TO MOXET YBEIUUUTh MHTEHCUBHOCTb KPOBOTEUEHHH (CM. pasien

Bsanmoaeﬁcmne'c.apymmn nexapcmennbmu cpeacreamu). OJHOBPEMEHHOE MPUMEHEHUE

KJIOTMJorpesa ¢ Baptbapymom MO)KCT ycunmb pHCK KpOBOTC‘{CHl/IH MO3TOMY CIeRyeT cobnonathb

~OCTOPOXKHOCTS npu OIIHOBpeMeHHOM TIPUMEHEHUH KJIOMKIOrpea u_ BapapiHa (CM. paznen

Bsanmoueucnme C }Ipyl"llMH HEKapCTBeHHblMl/l Cpe}lCTBalel)

Ecnu nauneHTy l'IpC}J,CTOPlT [IJlaHOBaH xupypmqecxaﬂ onepaul/m H IIpH 3TOM 'HET HCO6XOD,1/IMOCTI/1

B aHTqu0M6oumapH0M 3<b¢)eKTe TO 3a 7 AHEH mo onepau,nu npueM Knonunorpena cnezxye'r

nperaTmb

\

KHOHH}IOFpCH }’LUII/IHXCT BpeMsL KpOBOTﬁ‘ICHHﬂ u JOJIKCH HpHMCHHTBCH C OCTOPO)KHOCTB}O Yy

HauI/ICHTOB C 3360J’IeBaHI/lHMH npezxpacnonaraxomnmn K pa3sBUTHIO KpOBOTC'{eHHH (OCOGCHHO

¥

meﬂyﬂquo KALICYHEBIX n BHyTpnmaSHbe) HpenapaTbl KOTOpEIE MoryT BBI3BIBATD nospemnemfm
cnmu(:Tou 060104KH )KKT (TaKI/le Kak ACK HHBH) Yy NaLMEHTOB, npuﬂnmammux Knommorpen
cnefyer npnmeHﬂTb cowopom—xocmro .- s ' ) S o

'

HauneHTm JOTDKHEL GBITH npeﬂynpexcneﬂm 0 TOM, 4TO npu npueme KJonuaorpena (ozmoro Wi B

- KOM6HHaLIHI/I ¢ ACK) mm OCTAaHOBKH KPOBOTEUECHHS MOXET r10Tpe6osaTI>csx 6oblIe BpeMeHH, a

T&K)KC 0 TOM ‘ITO B cnyqae BO3HMKHOBEHHA Yy HHX HCO6BI‘{HOFO (I'IO noxanmaunu i

HpOIIOJDKHTCHBHOCTI/I) KpOBOTC‘{CHI/IH UM CHC[IyCT COO6U_II/ITB ‘00 3TOM CBOCMy neqameMy Bpayy.

' Hepen IIIO6OPI npe,ucmﬂmen onepaunen H nepea Haqanom npnema H}O6OF0 HOBOFO JIC HaHHeHTbI,

AOIDKHEL COO6IIlaTb Bpasy (BKIHO‘{aSI CTomaTonora) 0. npueme Knonunorpena.

'HauneﬂTaM c OKC 6e3 nogseMa cermenra ST B Bo3paCTe crapuie 75 et He peKOMeHI{yCTCﬂ

Ha3Ha'-laTB Harpy3o'{m>1e J_IO3I>I KIIonmuaorpena 600 mr I/l3—3a HEAOCTATKa ,IlaHHbIX [¢) lICI/ICTBI/H/I
Knonn,norpena U HU3- 3a nosmme}mﬂ pI/ICKa pa3BI/ITPIH KpOBOTC‘lCHPIH y 3TOI/I rpynrsl Haul’IeHTOB

TDOM6OTI/l‘leCKa${ TDOMGOumoneHuqecx(aﬂ nypnypa (TTH)

O“IGHB pe)mo I1oCJIE le/lMeHeHI/lﬂ Knommorpena (HHOF}la Jaxe Henpononmmenworo) OTMan.TII/ICB )

.cnyqau pazBpm/m TTH KOTOpaH xapaKTepmyeTCH TpOM6OLlHTOHCHI/IeM H MMKpO&HFMOl’IaTM‘{CCKOPI,

v

FCMOJ’IHTI/I‘{GCKOH aHeMl/lel/l : COHpOBO)KLlalOUJ.I/lMHCH HeBpOIIOI‘l/ILleCKHMPI paCCTpOI/ICTBaMI/I

HapymeHHeM (bym(mm ToYeK U TUXOPaaKOH. TTH ABJISIETCA nmex—xuuanbuo yrpoxcaroumM AKU3HU

COCTOHHI/ICM TpC6y}OI_LlHM HeMe,LUlCHHOl"O HC‘lCHI/lﬂ BKJ'I}O'-laﬂ mlasma(bepe3

' HpnoGpeTcHHaﬂ remodunus

- Coob1anocs o cryyasx passmuﬂ npqupeTeHHOM reModunun npu npueme Knonu,aorpena Hpu
‘no,uTBepxcneHHOM 'U30/MPOBAHHOM yBemAqumd A‘{TB conposoxcnaromemcx ‘WM HE
COHpOBO)K}I‘a}OLHCMCSI passu'meM KpOBOTequym cne,uyeT paccmorpeTb BOTIPOC .0 BO3MOMKHOCTH -

pa3BHTHA npqupewnuowremo@mun. TTaLMEHTDI ¢ TIO/TBEPIKACHHBIM UATHO30M npuo6peTeHHon:
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v

remopuINu nomxim ﬂaGmQaaTbcsx U JIEUUTHCS
l'lperaTl/lTb npueM Knonnaorpena

HeﬂaBHO HCDCHCCCHHLIH MLIEMHYECKUI I/lHC\LIIbT

Haqaﬂo mepanuu -

(CMEPTHOMY OTYETY
e 19063

M3 N=4254474]

-{BxonAuwmi

CﬂeuHaHHCTaMH Ino - 3TOMy 3a6OHCBaHl/IlO 158

Vv nauneHTOB c OCprIM MaJnbIM I/II/I win ¢ TUA cpenﬂero HIIM BBICOKOTO pncxa ABOHAs

aHTUarperaHTHas. Teparnus (monnﬂorpen n ACK) momxna HauaTbes He MO3/IHEE UeM uepes3 -

24 4yaca rociie rosiBieHus CHMIITOMOB CO6blTl/lS[.

i N

j. HaHHLIC 0 COOTHOHICHI/II/I HOJII:BI)I H pucxa KpaTKOCPO'{HOPI ILBOI/IHOH aHTI/laneFaHTHOH

Tepamm y HauI/ICHTOB ¢ octpeiM ManeiM MM unn ¢ THA cpeuHero MJTH BBICOKOTO PUCKA C

BHyTpI/l'-IepeHHBIM KpOBOH?.HPIHHI/IeM (HeTpaBmaTuqecng) B aHaMHC3e OTcyTCTBy}OT

R MOHOTep,anm KJIOTIMAOTPENIOM Y l'IaLlI/IeHTO‘B, ¢ UM, He sABNsOlMMCS MabiM, JOJDKHA

HayaThkCs Yepes 7 JHel nocie Havana coOBITHS.

i

Hajuenmor ¢ MU, ne sénsowumcsa manviv (NIHSS > 4)

[

" BBUAY OTCYTCTBMA /[aHHBIX HE PEKOMEHAYETCsS Ha3Ha4aTh [BOWHYIO AHTHAFPEraHTHYEO

TepanuiQ. o "

‘

"
B

HaL[lleHmbl Heaaeyo nepenecmue Majlblu HI/I unu THA cpednezo unu 6blCOK020 pucrca -

KO!’)’lOpblM norca3ano uny KOI’)’IOpblM 3anﬂaHupoeaH0 smeutameﬂbcmeo

HaHHHC B nozmepxmy HpI’IMeHCHHH JIBOPIHOI/I aHTI/Ial‘peI‘aHTHOH Tepamm y HaLII/IeHTOB KOTOprM

noxa3aﬂa KapoTuaHas BHIIapTep3KTOMPl$I HJIW BHYTpHCOCyI{I/ICTaH TpOM63KTO\/XI/lﬂ Wi 'y

. MALKEHTOB,
. OTCYTCTBYIOT. B yxazax—mmx

AHTHArperaHTHYIo Tepanmo :

cn’ryaunﬂx HC

KOTOPBIM 3annaanOBaH51 TpOMGOHHSHC PIJII/I aHTHKoaI‘yHﬂHTHaﬁ ~ Teparin, -

.peKOMCHIlyeTCH A HaSHa‘-IaTB ILBOHHy}O

'

@ynm;uouaﬂbnaﬂ axmusnocmb usogbepMeHma CYP2CIL9

Y NALUEHTOB ¢ HU3KO# aKTI/IBHOCTHO mocpepmema CYP2CI19 npu npuMeHemm Knonunorpena B

‘ peKOMCHﬂyEMbIX 033X o6pa3yeTc;1 MeHblle aKTuBHoro MeTa6onnTa Knonuuorpena u cnabee

Bpra)KeHO €ro aHTI/Ianef‘aHTHOC ILGHCTBl/Ie B CBHSM C ‘{CM [1pHu ﬂpI/ICMC O6bl‘-lHO pCKOMGHILyCMbIX }103

Knonmxorpena npu OKC wnu YKB Bo3MosKHa 60J1ee BBICOKAs YacTOTa - PasBUTHA cep,aeqx—lo—

: cocynucn{x OCJIOMNHEHMI, uem y NalXeHTOB ¢ Hopmaanou aKTI/lBHOCTb}O nsoq)epmema CYP2C19.

O){(l/lﬂaeTCﬂ YTO npnmeHcHue JIC, KOTopre PlH,[lyLlPlpy}OT AKTUBHOCT u30(bepmeHTa CYP2C19,

MOXET NPUBOIUTH K’ ysenuqeﬂmo KOHU,CHTpaLlldl/l aKTMUBHOro MerabosuTta Knonpmorpena l/I'

NOBLILIATE PHUCK BO3HHUKHOBEHHSA KpOBOTﬁ‘-ICHMH. B .Ka‘{CCTBegMCpr NpeaoCTOPOXHOCTH HE

pexoMeHnayercs - IPUMEHATb OAHOBPEMEHHO MvOUJ,Hblye HH}iyngopbl uzodepmenta CYP2CI9 u

KJIONMUAOTrpeI.

28
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I/IMCPOTCSI TECTBI IS onpeﬂeneﬂmx FCHOTHI’Ia CYP2C19 KOTOpBIe MoryT OBITb HCTIONB30BAHBI [T

TNIOMOILIM B Bl:l60pe TepaneBTuquKon CTpaTCFI/IH CnenyeT paCCMOTpeTb BOHPOC 0 HpHMCHCHI/Il/l

_ Gonee BbICOKI/lX 103 Knonup,orpena y nauueHToB ¢ Hu3kod akrusHocThio CYP2CIL9 (CM. pasaen

Y(I)apmalconomqeclme CcBOiicTBA, -oapaszaen CDapM(zKoeeHemuKa H pas,aen Cn0c06 npnmeﬂemm :

. HCDCKDGCTHble annepmqecxue u/nan remaTonomqecxue DeaKU,V[H MC)KHV Tl/IeHOHI/lDl/IHI/IHaMH

'V nauueHToB CreyeT cobupaTh aHAMHE3 Ha npe;weT MMEBLIMXCS paHee annepmt{ecxux n/nnn

reMaToJIOrH4eCKHUX peaKuun Ha npyme TVIGHOHHpH}lHHbI (TaKl/lC\'Ka»K THKJIOIMMHUANH, npacyrpe_n), TaK

-, KaK -coo0LAanoch O HalIMYMN NEPEKPECTHbIX alNIEPrUYeCKUX W/WN [eMAaTOJNOrHYECKHX peakuuii
- MexJy THeHonupuauHaMu (cM. paszen IloGounoe aeiicteae). THEHONMMPUAMHBL MOTYT BEI3BIBATH
. YMEpEHHBIE U TSKENble aﬁnepmqecme peakuuu (TaKWe KaK KOXHas CBIMb, aﬂrl}xoue‘spomqecmﬁ

" OTEK) Wi remaTonomquKne peaKqu (TaKHe KaK Tp0M6ouuToneHnﬂ H HenTponeHuﬂ) HauneHTm ‘

y KOTOprX paHee Ha6monanncs annepmqecrme I/I/PUIPI reMaToJIOrH4CCKHUe peaKuI/m Ha O,HHH H3
npenapaTOB TpYIIIbL TI/ICHOHHPYI}IHHOB MOFyT I/IMETB HOBBIIIICHHBIPI pHCK pa3BPlTPI5I HO,[IOGHBIX

peaKuuii. Ha Jpyro#l -mpemapar’ IPYNIbl - THEHONMPHAMHOB. PeKoMeHayeTcs MOHUTOPHHF,

. TIEPEKPECTHBIX a/lIEPrUYECKUX ¥ FEMATOJIOTHIECKUX PEAKLIMH.

Hoqelmaﬂ HEIOCTATOYHOCTh

- OmsIT TNPUMEHCHMS Knommorpena y. TalMEHTOB ¢ TH)KCIIOI/I MOHEHHON HCILOCTa"I‘O‘-IHOCTb}O

‘orpan{eH HOSTOMy CIICAYyET o OCTOpO)KHOCTbEO HpHMCHHTb KJ'[OHI/I}],OI‘pCJ'[ y 3TOI/I prHHBI

IleveHouHas HEAOCTATOUHOCTD * o -

' nauneHTOB

.I/ImeeTcx OI‘paHI/l‘{CHHbII/I OIMBIT ﬂpHMeHCHHﬂ K.nonmlorpena Yy HauHeHTOB ¢ Tﬂ)KCHbIMPI

3a60J’IeBaHHﬂMH [MEYCHH, KOTOpB]e MOTyT 6BITI> npenpacnonomeﬂm K pa313mm0 remoppamqecxom

",H,I/laTC?;a HOSTOMy cllegyer c- OCTOPO)KHOCTHO le/IMCHﬂTb KIIOHI/IIIOFpeII y ,HaHHOl/l rPYyNIIbI

MalyUeHToB. =

~BenomoraTeNbHbIE BCUICCTBa o

Popma BbIDYyCcKa

Ipenapar 3mTp0M6 COTIEPIKUT KaCTopOBoe Maco (KnemeBqul 06beHOBeHHou CeMsIH Maclo,

i 4

FHﬂpI/IpOBaHHOC) KOTOpO€ MO}KGT Bbl3BaTb paCCTpOl/ICTBa >1<enym<a H zmape}o

v

Baunsinue Ha criocoGHOCTD ynpaBn’m‘b TpaﬂcnopTHban cpencTBaMH, M‘exaﬂmmaMﬂ‘

Knonmxorpen HE OKAa3bIBAET cyuwCTBeHHoro BITMAHMA HA cnoco6Hocm Heo6Xc);1ubee“ s

) y[lpaBJ'ICHHﬂ aBTOMO6l/IIIeM WJIN 3aHATHA ,IlpyI‘I/IMH HOTeHuHaHbHO OnacHbIMH BHﬂaMH ILS?[TCJI!:HOCTP[

TabneTku NOKpHITEIE MIEHOUHOM 0601104K0 75 M. a . ; 4
_ . —_—
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_COQTBETCTBYET 3KC NEPTHOMY OTY ETY

7 TabaeTok B 6ucTep u3 KOMGUHHPOBaHHOM metky «cold» OTTA /amomunuesas -gonbra /TIBX //

amomunueBas ¢onpra. [To 2 unn 4 6nuctepa B KapTOHHYIO MayKy BMECTE ¢ MHCTPYKLMEH 110 -

_ IPAMEHEHHUIO.

' chosuﬂ xpanemm

XpaHuTb npu TEMIEepaType He Bhille 25° °C.

XpaHWUTb B HELOCTYITHOM 15 AeTell MecTe.

Cpok roaHocTH

5 net. : LT ' o e

~ He npuMensaTs nocine 0KOHYaHUst CpoKa roJHOCTH, YKa3aHHOTO Ha YIIaKOBKe.

-Ycnosust oTnyckKa

OTIyCKAKOT 110 PEeLenTy.:

& Bnaneﬂeu pemcm‘paunouﬂoro yuocTOBepemm

3A0 «<I)apmaueBmt{ecmn 3aBo,a OI'UCy, Lo e

1106 bynaneuwr, yn. cheCTypn 30-38, Benrpust

OnexrpoHHas Touta: mailbox@egis.hu

HpomBoImTenb

3AO «DapMaleBTHUECKUI 3313011 SFI/IC BeHrpmx/EGIS Pharmaceutlcals PLC;
1165, BynanemT YL BeKeHb(benbnu 118-120, BeHrpym
(1165 Budapest Bokenyfold1 ut 118-120, Hungary)

" (Bce cTagun npomsoncma)

Opranunsanus, npmmiwal(')maﬂ NpeTeH3HH OT.MmoTpebuTesied

000 «ATUC-PYCy

121552 r. Mockga, ya. }IpueBCKaﬂ I 19 6HOKB atax 13.

‘Tenedon: +7 (495) 363-39-66

' 3neKTp0HHaﬂ roura: pharmacov1g11ance@egls ru

PyKOBOAUTENb TPYIIEl PErUCTPaLiK

000 «ITUC-PYC» Fanranosa EB. -




