COOTBETC TEi"~'ET 3KCMEPTHOMY
0.03.2024 N2 5466
OBILASI XAPAKTEPUCTHUKA JI EKAPCTBWEQFQI@MAEATA 0003)

1. HAMMEHOBAHMHME JIEKAPCTBEHHOI'O IIPEITAPATA

Karunopukc, 90 mMr, TabneTKH, MOKPBITHIE IICHOYHONH 000JIOUKOH.

2.  KAYECTBEHHBIA U KOJTMYECTBEHHBIA COCTAB
JleficTBy1o1II€€ BEIIECTBO: TUKATrPEop.
Kaxxnas tabnerka cogepxkut 90 Mr THKarpenopa.

[TonHbIl IepeyeHb BCIIOMOTaTeIbHbIX BEIIECTB IPUBENIECH B pa3iene 6.1.

3. JIEKAPCTBEHHAS ®OPMA

TabneTK, MOKPHITHIE INICHOYHOU 000I0YKOM.

Tabnerku Kpyriaod (opMbl, JBOSKOBBINYKIIBIC, C PUCKOW Ha OJHOH CTOPOHE, IOKPBITHIC
000JIOYKOM OT KEITOTO JIO JKEJITOTO C CEPOBATHIM OTTEHKOM IIBETA.

Jlunus paznoma (pucka) He MpeHa3HAYEHA JIIsl pa3JIaMbIBaHUs TAOIETKH.

4.  KIMHHUYECKHUE JAHHBIE

4.1. Tloxka3aHusl K NPUMEHEHUIO

[Ipenapar Karuopuke, mpuMeHsIEMbIi 0JTHOBPEMEHHO ¢ aleTuicamunmioBoi kucinoroi (ACK)

[OKa3aH K IPUMEHEHMIO y B3pOCIBIX MALMEHTOB cTapuie 18 JIeT ¢ COOTBETCTBYIOIMMU

3a00JIEBaHUSIMH .

— 178 NpOo(PUIAKTUKH aTepOTPOMOOTHYECKUX COOBITHIH y MAIlMEHTOB C OCTPHIM KOPOHApHBIM
curzpomoM (OKC) (Hanpumep, HecTaOUIBHOI cTeHoKapauel, nHpapkroM Muokapaa (M)
6e3 mogpema cermeHta ST mmu MM ¢ momsemom cermenta ST [STEMI]), Bxmtouas
MAIMEeHTOB, IIOJNyYaBIIMX JIGKAPCTBEHHYIO TEpanuio, W IAalUEHTOB, MOJBEPTHYTHIX
YpECKOXKHOMY  KOpoHapHoMy  BMmematenscTBy (UKB) wuiam  aopTokopoHapHOMY
mryHTHpoBaHuto (AKIL);

— ansg npodWIAKTUKA WHCYNbTA y TAIHMEHTOB C OCTPHIM HIIEMHYECKHMM HWHCYIBTOM HITH
TpaH3uTOpHOU nemuueckoit arako (THA).

4.2. PeuM 103MPOBAHMA U CNIOCOO MPUMEHEHHUSs

Pexxum go3upoBaHus

[TaruenTsl, npuHUMaromue npenapat Katuinopukce, nomkHbel exenHeBHo npuHuMmars ACK (ot
75-150 Mr mpu MOCTOSSHHOM TpUEME), €CIIU OTCYTCTBYIOT clielu(UYecKrue MpOTUBOINOKA3aHUS.
[Tarmentam ¢ OKC, ocTtpbiM unmemuueckuM HHCYnbTOM uiau THA pekoMmeHayercs npuem

cTapToBOM Harpy3ouHoil 10361 ACK.
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OKC (NMOCNEOOBATENEHOCTE 0003)

Tepanuro mpenapatoMm KaTwiopukc cieayeT HauyMHATh C OJHOKPATHOM HArpy304HOM 03Bl
180 mr (nBe Tabsietku o 90 Mr) u 3aTeM Mpoa0KATh npueM 1o 90 Mr Ba paza B CyTKH.
Pexkomenyercss mpoBOaUTh Tepamnuio npernaparom Kartunopuke B TeyeHue 12 mecsieB, Kpome
ClIy4aeB KIMHHUYECKOH HEe0OXOIMMOCTH B JOCPOYHOW OTMeHe mpemapara (cM. pasgen S.1).
ITocne 12 mecsiueB Tepanuu MaMeHThl, IpuHUMaBiue npenapat Karunopukc B 103e 90 mr nsa
pa3a B CyTKH, MOTYT OBbITh IIEpEBEJICHBI Ha ITpueM npenapara Katmiopukc B 1o3e 60 mr 2 pasza B
CyTKHU 0€3 mepepsiBa B TEpaIuu.

Ocmpoui uwmemuyeckuti uncyiom unu THA

Tepanuto npenaparom KaTunopukc cienyer Ha3HayaThb C OJHOKPATHOM HAarpy3o4HOH 03Bl
180 mr (aBe Tabmerku mo 90 Mr) m 3aremM mpoaospKaTh HpueM mo 90 mr 1Ba pasza B CyTKU B
teuenue 30 guel (cm. pazgen 5.1).

IIponyck npuemMa Jio3bl

Cnenyer wuslerarb mepephlBOB B Tepanuu. l[lanueHT, NpomyCTHBIIMNA MpUEM Ipernapara
Karunopuke, 10mKeH NPUHATH TOJIBKO OAHY TabneTky 90 mr (ciemyromias 103a) B HAMEUEHHOE
BpeMsL.

IIpexxaeBpeMeHHAasl OTMEHA Tepanuu

JlocpoyHasi oTMeHa 000 aHTHAarperaHTHOW Teparnuy, BKIItoYas mnpenapat Katuiaopuke, MoxeT
HOBBICUTh PHCK CEPJCYHO-COCYIUCTOH cMepTH, MM uiM MHCynbTa B pe3yjbTaTe OCHOBHOTO
3a0oneBanus (cM. pazgen 4.4). HeoOxommmo uz0erath MpeXAEBPEMEHHOTO MpPEKpaIleHHS
npueMa Ipernapara.

IIepeBoa Ha Tepaluio

[Tarmentam ¢ OKC Harpys3ounyroo no3y mnpenapara Karunopuke B nose 180 mr ciemyer
HA3HAYUTh KaK MOKHO CKOpEe HE3aBHUCHUMO OT JIFOOOW MpEeIIIeCTBOBABIICH aHTHATrPETaHTHOU
tepanuu. [Ipu nepesone nanuentos, nepeHecmmx OKC, na npenapar Katunopukc nepByro 103y
ClelyeT Ha3HAuYuTh B TeueHue 24 dYacoB IIOCIE IpUEMa IMOCIEAHEW JI03bl JPYroro
AHTHArperaHTHOIro Npenapara.

Oco0ble TPVIIILI TAIMEHTOB

Ilayuenmui nodxcunozo 6o3pacma

He tpeOyercst koppekuuu 10361 (CM. pazzien 5.2).

Iayuenmel ¢ Hapywienuem @yHKYUU noyex

He Tpebyetcss KOppeKkTUpoBaTh 03y IMperapara y MalMeHTOB C MOYeYHOW HEJOCTaTOYHOCTHIO
(cm. paznen 5.2).

Tayuenmoi ¢ HapywieHuem yHKyuu neveHu
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He TpeOyeTcs KOppEKTUPOBATh 103y MPENapaTd y MalueHT0B O HEHeROIHOM HEMOCTaTgHHOLTHIO

JIETKOM M CpeHel CTeneHH! TsHKECTH (cM. pasznensl 4.4 u 5.2).
He nmpoBoaumnuch uccinepoBaHusi TUKArpesiopa y MalueHTOB C HapymieHHeM (YHKIHUU TEYCHH
TSDKEJIOW CTENEHH, MOATOMY NMPHMEHEHHE THUKArpeiaopa y 3THX NalMeHTOB MPOTHBOIIOKA3aHO
(cm. pasznmensr 4.3, 4.4 1 5.2).

eTH
BbezonacHocth u 3¢ (eKTUBHOCTh MPUMEHEHUs Ipenaparta y Aereil B Bo3pacte 10 18 mer He
yCTaHOBJICHBI. /laHHBIE OTCYTCTBYIOT.

Cnoco0 rmpuMeHeHus

Jns npuema BHYTph. [Ipenapar Katuinopukc MOXHO NPUHUMATh BHE 3aBUCUMOCTU OT BPEMEHU

pyeMa MUIIH.

JIJisT marMeHToB ¢ 3aTpyJHCHHEM TJIOTaHHsS TabneTKy (wim 2 TaOleTKu — B Ciaydae IpueMa

HArpy304YHOM J03bl) CIEAyeT U3MENbYHUTh IO COCTOSHHUS MEIKOTO IOpOIIKa, pa3Meliath B

MOJIOBUHE CTaKaHa MHUTHEBOM BOJBI U Cpa3y € BBIMUThH MOIYYCHHYIO CcycneH3ur. OcTaTku

CMeIIaTh C JIONOJHUTENIbHON IOJOBUHON CTaKaHa MUTHEBOM BOJABI U BBIIUTH IHOJYYEHHYIO

cycnen3uto. CyCHeH3HI0 MOKHO TakKe€ BBOJAUTH 4depe3 HazoracTpaibHbiil 30HA (CH8 wim

Oombirero pazmepa). [locne BBeaeHHs CyCIeH3UU HEOOXOAMMO IPOMBITH Ha30TacTPAJIbHBII 30H]T

BOJIOH JJIsl TOTO, YTOOBI 7032 MpernapaTa MOJTHOCTHIO MoMala B KeTyJOK MalueHTa.

4.3. TIIporuBomoka3zaHus

— ['unmep4yBCTBUTENBHOCTh K THUKArpelnopy WiIH K JOOOMY M3 BCIOMOTaTEIbHBIX BEIIECTB,
NEePEYUCIICHHBIX B pa3zaene 6.1.

— AKTHBHOE IIaTOJIOTMYECKOE KPOBOTEUEHNE.

— BHyTpuuepenHoe KpoOBOU3IHMSIHUE B aHAMHE3E.

— Hapymenue ¢pyHKIIUM TTE€YEHU TSHKEIOM CTETICHH.

— CoBMecTHOE NpUMEHEHHE TUKarpesnopa ¢ MomHbIMu nHruoutopamu CYP3A4 (nmanpumep,
KETOKOHA30JI0M, KJIapUTPOMUILIUHOM, HE()a30J0HOM, pUTOHABUPOM U aTa3aHaBUPOM).

—  BepemenHOCTH M epUOA TPYTHOTO BCKapMIIMBaHus (M. pazzaen 4.6).

4.4. OcoOble yka3aHUsA U MepPbI NPEA0CTOPOKHOCTH NPH NPUMEHEHUH

C 0CTOPOKHOCTELIO

— IlpenpacnonoxkeHHOCTh K Pa3BUTHIO KPOBOTEUEHHUs (HANpUMEpP, B CBA3M C HEIABHO
MIOJIy4eHHOM  TpaBMOW, HENAaBHO  MPOBEJCHHOM  OmNepanuei, HapyLIeHUsIMU
CBEPTBIBAEMOCTH  KPOBHM, aAKTMBHBIM WM  HEJABHUM  JKEIyJI0YHO-KUIIECYHBIM
KPOBOTEUCHHEM) MJIH TTOBBIIIEHHBIA PUCK TPABMBI.

— ConyrcrByloniasi Teparnus IpenapataMy, HOBBIIIAIOIMIMMUA PUCK KpPOBOTEYEHHH (T.e.

HECTepOMJIHble  MpoTHBOBOcnanutenbHble  mnpemnapatel  (HIIBII), mepopanbHbie
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AHTHKOATyJISIHTBI /Wi HUOPUHOIUTHKM), B TEYCHIE |24 HACOH O HIPAEMAL [TPerapaTa

KaTtunopuxc.

— TlaumenTsl ¢ HapymeHHeM (QYHKIIMH IEYEHU CPEIHEH CTENCHH TSHKECTH.

— TlanueHTsl ¢ MOBBIICHHBIM PUCKOM Pa3BHTHUS Opaaukapauu (HampuMmep, MalueHTsl 0e3
JNEKTPOKAPAUOCTUMYJISITOPA €  CHUHAPOMOM  CJa0OCTH  CHHYCOBOIO  y3la, C
aATPUOBEHTPUKYJIAPHON OJoKamo 2-0if m 3-eil cTerneHw, OOMOpPOKOM, CBSI3aHHBIM C
Opanukapiaueil); COBMECTHOE NpPUMEHEHHWE C  I[penaparami,  BBI3bIBAIOIIUMU
OpanukapIuio.

— TlammmenTsr ¢ OponxuanbHOM acTMoi (BA) M XpoHHYECKOW OOCTPYKTHBHOW O0JIE3HBIO
nerkux (XOBJI).

— [lanuenTsl B Bo3pacte 75 JIET U CTaplLe.

— TlaumeHTsl ¢ HapymeHHEeM (QYHKIIMH MTOYEK YMEPEHHOM WIIH TSDKEION CTENeHH TSHKECTH.

— TlanueHTsl, HOTyYaronye TePanui0 aHTaArOHUCTAMH PElenTOpoB aHruoreH3uxa 1.

— TlamueHTsl ¢ runepypuKeMUei UK MOJarPUIECKUM apTPUTOM.

— ComyTcTByIomas Tepanusi JUrTOKCHHOM; MOITHBIMA WHTHOUTOpAMU TIUKONpOTerHA P m
yMepeHHbIMH uHTHOUTOpamMu u3zodpepmenta CYP3A4 (mampumep, Bepanmamuia |
XUHHUJIMH); CEJICKTUBHBIMH MHTHOUTOpaMH 0OpaTHOrO 3axBaTa CEPOTOHHHA (HAMpHUMeED,
MapOKCETUH, CEPTPAIMH U IUTAJIONpaM); MpernapaTaMu, BIUSIOIIUMUA Ha TeMocTa3 (CM.
pasnen 4.5).

Puck pa3Butusg KpoBOTEUEHUN

[Ipn HasHaueHmn mnpenapata KaTWIOpUKC CIeAyeT OICHHTh COOTHOIICHWE IIOJB3bI OT
npoQUTAKTUKUA aTePOTPOMOOTHUECKUX COOBITHI M PHCKA y TAI[MEHTOB C MOBBIIICHHBIM PUCKOM
pa3BUTHS KPOBOTECUCHHIA.

IIpy HanuMuuM KIMHAYECKHX IIOKAa3aHMU Ipenapar KaTwiIopukc IOJDKEH INPUMEHSTBCS C
OCTOPOXKHOCTBIO B CIICIYIOIIHMX TPYIIAX MAIlUCHTOB:

— IlpenpacmnonoeHHOCTh MAlMEHTOB K Pa3BUTHIO KPOBOTEUYECHHs (HAIpUMeEp, B CBS3H C
HEJaBHO TIONYYEHHOW TpaBMOH, HENABHO IPOBEIEHHOW oOrmepanueii, HapyHIeHUSIMU
CBCPTBIBACMOCTHU KpOBH, AKTUBHBIM 501051 HCIaBHUM KCITYAOYHO-KHIICYHBIM
KpOBOTe‘-IeHI/IeM) WM MaOUCHTBI C TIOBBIMICHHBIM PHCKOM TpPaBMBIL. HpI/IMeHCHI/Ie
npenapata Katuiaopuke MpOTHBOMOKA3aHO Y MAlMEHTOB C aKTUBHBIM MATOJIOTHYECKHM
KPOBOTEUYEHHEM, BHYTPHUEPETTHHIM KPOBOU3IHMSIHIEM B aHAMHE3€, TSDKEIOW MeUeHOYHOM
HEJI0OCTaTOYHOCTHIO (CM. pazzen 4.3).

— ComnyrcTByroliee NMPUMEHEHHE MPENnapaToB, KOTOPbIE MOTYT MOBBICUTh PUCK Pa3BUTHUSA

KpoBoTeueHuss  (Hampumep, HIIBII, nepopaibHble  aHTUKOAryasHTBl  W/WIH
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(GuOpuHONMMTHKYM, TpUHMMaeMble B [reueHue|[124" THACOBE JIO- [THPMENAT LIpeIapaTa

Katuopukc).

B wuccnenoBanum ¢ y4yactueMm 370pOBBIX J0OpPOBOJBIEB TpaHCc(]y3uss TpPOMOOIMTOB He
MPHUBOJMIA K TPEKPANICHHIO aHTUTPOMOOIUTApPHOTO 3(deKTa TUKarpemopa ¥, BEpPOSTHO, HE
OKaXeT KJIMHUYECKOro 3(dexra y maueHToB ¢ KpoBoTeueHHeM. Tak Kak Mpu COMyTCTBYIOIIEM
NPUMEHEHUU TUKarpeiopa U JECMOINPECCHHAa HE YMEHBIIAIOCh CTaHIapTU3MPOBAHHOE BpeMs
KPOBOTEUCHHS, TO MAJIOBEPOSATHO, YTO JECMOIpeccuH OyzaerT 3((eKTHBHO KynupoBaTh
KpOBOTEeUEHHE (CM. pazzen 4.5).

AHnTudubpuHONUTHYECKas Teparus (aMUHOKAIPOHOBAsi KUCJIOTA WM TPaHEKCaMoOBas KHUCIIOTA)
u/unmu pekoMOuHaHTHBIM (akTtop VIla Moryr ycunmupath remocta3. I[locnme ycraHoBIeHUS
OPUYMHBI KPOBOTEUYCHUS W €ro KYyNHPOBAaHUS MOXHO BO300HOBUTH TEpANHIO IpenapaTom
Karwmiopuxc.

XUpYpPrudeckue onepanuu

[lepen 3amnaHUpOBAHHOW ONEpalME WM HA4yaJloM IOpHEMa HOBBIX NPENApaTOB NALUEHTY
cienyeT nponH(GOPMHUPOBATH Bpaya O TOM, YTO OH MPUHUMAET npenapar Karunopuke.

B uccnenoanuu PLATO y nmauuenTos, noaseprasmuxcs AKIL, npu npumenenun tukarpenopa
ObLI0 0OJBIIE KPOBOTEUCHHUM B CPaBHEHHM C KJIOMUJOTPENIOM IPH MPEKPAIleHUU Tepanmuu 3a
OJIMH JIHb JI0 XUPYPTUYECKOr0 BMEUIATENLCTBA, HO YACTOTA PAa3BUTHUS OOJBIINX KPOBOTECUEHUN
B Cly4yae OTMEHBI Tepamuu 3a 2 Uiy Oosiee JHEH [0 XUPYypruuecKoro BMeIIaTeNbCTBa Oblia
CXOJIHOM B Tpymmax THKarpeimopa u kionuaorpena (cm. pasumen 4.8). Eciu namueHt
MOJIBEpraeTcs MJIAHOBOW OIepaly U HeXeNnaTeleH aHTUTPOMOOTHYECKHH 3P (PEKT, TO Tepanuio
npenapatoM KaTuiaopuke cienyer npekpaTtuTh 3a 5 JHEH 10 ONEepalty.

[TanMeHTHl ¢ OPEANIECTBYIOIINM HITEMUYECKUM HHCYIETOM

[Tatiuentsl ¢ OKC C mpeAmecTByOmuM UIIEMUYECKUM HHCYJIBTOM MOTYT MPUHUMATH IIpernapar
Karunopukc B Teuenue 10 12 mecsues (uccnenosanue PLATO).

B wuccnenoBanmsix PEGASUS (MM B anamHe3e) He ObUIM BKJIIOYEHBI MAalUEHTHI C
MPEAIIECTBYIOIIUM HUIIEMUYECKUM HHCYIbTOM. [lo3TOMY, MpH OTCYTCTBUM NAaHHBIX CIEOYET C
OCTOPOKHOCTBIO TIPOBOJIUTH TEPANUIO JUTMUTEIBHOCTHIO OoJiee 1 roma (ms mamuentoB ¢ UM B
aHaMHe3e).

[TaneHTHl ¢ HApYIIIeHUEM (bVHKHI/II/I NICUYCHU CPEAHEN CTEIEHH TKECTHU

[Tpumenenue npenapara KaTuiopukc mpoTHBOMOKA3aHO y MAIIMEHTOB ¢ HapyIIeHHeM ()yHKITUH
MIEYCHU TSKEJION CTENeHU TsokecTr (eM. pazzaensl 4.2 u 4.3). Cneayer cobroaaTh OCTOPOKHOCTD
y MalMeHTOB C HapylmieHueM QYHKIUM TI€YEeHU CPEIHEH CTENEeHM TSHKECTH, YYUThIBas
OTPaHWYEHHBIN OMBIT MPUMEHEHUs Mpenapara y MalueHTOB TOW rpymnmsl (cM. pasznensl 4.2 u

5.2).
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bpannapurmus (MOCNEOOBATENEHOCT : 0003)

[Ipu cyrounoM MoHUTOpUpOBaHWUU IekTpokapauorpammbl (OKI) mo Xonrepy oTmedeHO
MOBBIIIIEHUE YacTOThI, B OCHOBHOM OECCHMIITOMHBIX >KETYJOYKOBBIX Iay3 BO BpeMs TEparuu
TUKarpeJiopoM IO CPaBHEHUIO C KIOMHIOTpesoM. B kimmHudeckux ucciepoBaHusx (assl 3 1o
olleHke  Oe3omacHoCTH M 3(G(GEKTUBHOCTH  THUKarpesiaopa, SBJICHHS  OpaauapuTMUU
PETUCTPUPOBAIA CO CXOXKEH YacTOTOW JUIs TUKarpejaopa M MpernapaTtoB cpaBHeHHs (Iuiainedo,
kionuaorpen u ACK). ITanneHTs! ¢ MOBBIIIEHHBIM PUCKOM Pa3BUTHUS OpaguKapIuu (Harpumep,
HAIMEHTHl 0e3 AIEKTPOKAPIUOCTUMYIIATOPA, Y KOTOPBIX THArHOCTHPOBAH CHHAPOM CIabOCTH
CHUHYCOBOTO Yy3J1a, aTpUOBEHTPUKYJspHas Oyiokaga cepaua 2-oi wiau 3-ed CTENeHu, WIu
00OMOpOK, CBSI3aHHBIN ¢ Opaaukapaueil) ObLIM HCKIIOYEHBI U3 MCCIEIOBAHUN THKAarpenopa Io
U3YYEHHI0 UcXo0B. IloaTOMY, B CBSI3U C OrpaHMYEHHBIM KJIMHUYECKUM OIIBITOM MPUMEHEHUS
mnpernapara y 3THX IAlMEHTOB PEKOMEHJYETCS C OCTOPOXHOCTHbIO Ha3HayaTb UM Ipenapar
Karunopuke (cm. pazmen 5.1).

Takxe cienyer coOm0IaTh OCTOPOXKHOCTH IPH COBMECTHOM NPHMEHEHUHU Ipernapara
Kartmopuke ¢ mpenaparamu, CIIOCOOHBIMH BBI3BaTh Opaaukapauto. OJHAKO B HMCCIEJOBAaHUHU
PLATO nHe oTMeyanoch KIMHUYECKU 3HAYUMBIX HEXKEIATeIbHBIX PEAKIIUN TP COBMECTHOM
NPUMEHEHUU C OHMM wWiu Ooyiee mMpenapaTaMu, KOTOpble MOTYT BBI3BaTh OpauKapIuio
(nampumep, 96% naMEHTOB OJHOBPEMEHHO NpPUHUMANH OeTa-aapeHoOnokaropel, 33% —
0JIOKaTOpbl «MENJICHHBIX» KalbIMEBbIX KaHAJOB, BKIIIOYas IMITHA3eM W Bepamamui, u 4% —
JurokcuH) (cM. paszen 4.5). B xome mnoauccienoBaHUsi C NPUMEHEHHEM CYTOYHOI'O
mouutopupoBanus JKI' mo Xonrtepy B rpymne THKarpeiopa o CpaBHEHHUIO C KIIOMHIOTPEIOM
6osble nmanueHToB B ocTpoit ¢aze OKC nmenu xemyao04ukoBble nay3sl > 3 cekyH. [loBbienne
qucila JKEITYAOYKOBBIX I1ay3, 3apETMCTPUPOBAHHBIX C MOMOLIBI0 CYTOYHOTO MOHMTOPHPOBAHMS
no Xonrepy, Ha (OHE MpHeMa THUKarpeiopa OTMEYalloCh Yalle Y MAIlMeHTOB C XPOHHYECKOMN
Cep/IEUYHOM HEJOCTAaTOYHOCTHIO IO CPAaBHEHHIO ¢ 001Iel monyssnueit B octpoit ¢paze OKC, Ho He
B TIEPBBII MECSALl TEpallMy U HE IO CPABHEHMIO ¢ KionuaorpenoM. [layssl y 3Tux manueHToB He
CONPOBOXKAAINUCH  MOCIHEAYIOIMMHU  HEKENATEIbHBIMU  KJIMHWUYECKHMHU  IOCJIEIACTBUAMHU
(0OMOPOKH M YCTAaHOBKA JEKTPOKAPAHUOCTUMYIISITOPA).

[Ipy mOCTMapKEeTMHIOBOM NPUMEHEHHUU THKarpeiaopa OTMEYEHbl cilydaun OpaJuapuTMUU U
aTPUOBEHTPUKYIAPHON O5oKabl (cM. pa3zaen 4.8), npeumyiiecTBeHHO y nanueHToB ¢ OKC, npu
KOTOPOM MILEMHUSI MHUOKap/Ja M CONYTCTBYIOUIMI NPHUEM IpPENapaToB, CHMKAIOIIUX YacTOTY
cepaeunbix cokpamenuii (HCC) unM BAMSIOIIMX Ha TMPOBOJUMOCTb, MOTEHIMAIBHO MOTIJIN
OKa3bIBaTh BiMsAHUE. KiMHHYecKkoe COCTOSHME MalMeHTa M COIMYTCTBYIOLINE JIEKapCTBEHHbIE
IpenapaTsl CIEAyeT OLEHUBAaTh B KadeCTBE IOTEHLUMAIbHBIX NPUYMH 10 KOPPEKTUPOBKHU

TCpaIrunu.
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OppImika (MOCNEOOBATENEHOCT .:. 0o03)

CooOmranioch 0 pa3BUTUM OJBIIIKH y HAIMEHTOB, MPUHUMABIIMX THUKarpenop. Omplmika mnpu
NPUMEHEHUN Tpernapara OOBIMHO cliadas WM yMEpeHHas MO CBOSH HMHTEHCHBHOCTH YacTO
MPOXOUT MO Mepe MpojoukeHus Tepanuu npenapatom. [lanuentsr ¢ BA/XOBJI MoryT umeTh
MOBBIIICHHBIA a0COTIOTHBIA PUCK OABINIKM TIpH TpueMe Tukarpenopa (cm. pasgen 4.8). YV
nanueHToB ¢ BA w/wm XOBJI B aHamMHe3e THKarpeiaop MODKEH HCIONb30BaThCs C
OCTOPOKHOCTBIO. MexaHu3M OJIBIIIKY MPU IPUEME TUKarpesnopa He BbisicHeH. Ecnu y narnuenTa
Pa3BWIICS. HOBBIM 3MHU30/1 OJIBIIIKH, COXPAHSAETCS WA YCUITUIIACh OJBIIIKA BO BPeMs IPUMEHEHHUS
npenapata KaTtunopukc, To HEOOXOAMMO MPOBECTH MOJHOLEHHOE 00CIeI0BaHUE, U B Clydae
HEIEPEHOCUMOCTH IIPUEM IIpenapara ciaeayeT NPeKpaTuTh.

IlenTpanbHoOE anIHOd cHA

Coo0manocs 0 ciydasx MEHTPaJbHOTO alHoOd CHA, BKJIIO4Yas apixanue YeitHa-Crokca, mpu
MOCTMAapKETUHTOBOM MPHUMEHEHUHU TuKarpesnopa. [lpu momo3peHnn Ha IEeHTpaJbHOE almHOd CHa
CJIeIyeT OIICHUTh HeOOXOIMMOCTh JAIbHEUIIET0 KIMHUYECKOTO 00CIeIOBaHMUS.

IloBBITIIEHHE KOHIICHTpAIIU KPCaTUHUHA

Ha ¢one tepanuu TukarpeaopoM KOHLEHTpALUs KpeaTUHUHA MOXET YBEIMUUTHCA (CM. paszien
4.8). Mexanusm 3toro >¢dekra HeusBecteH. Y manueHToB ¢ OKC omeHky QyHKuMHM modex
HEOOXOIUMO MPOBOJUTH Yepe3 MecAll OT Hayalla ImpueMa mpernapaTra, a B IOCIEAYIOUIEM B
COOTBETCTBUU C PYTUHHOW KIIMHUYECKOM MPAKTUKOM, oOpaias 0oco00e BHUIMaHUE Ha MAI[IEHTOB
B BO3pacTe 75 JeT M CTapuie, IalMEHTOB C YMEPEHHOW WIH TSDKEIONM IOYeYHOH
HEJ0CTATOYHOCTHIO U MOTYYaIOUINX TEPANNI0 aHTarOHUCTaMH PELIENTOPOB aHrHoTeH3uHa 1.

IIoBEIlIEHNE KOHLIGHTPAIIMH MOYEBOM KUCIOTHI

Ha ¢one Tepanuu THKarpeaopoM KOHIEHTpalMs MOYEBOH KHCIOTHI MOXET MOBBIMATHCS (CM.
pazzen 4.8). HeoOxoqumo coOnrofaTh OCTOPOKHOCTh Y MAIlMEHTOB C THIIEpypUKEMUEH HIIN
MOJIarpUYECKUM apTPUTOM B aHamHe3e. B kauecTBe NMpeBEHTHUBHOM Mepbl cieayeT u30erarhb
NPUMEHEHUs THKarpeaopa y MalueHToB ¢ THIepypukeMudeckoit HedpomnaTtueil.

TpombGoTryeckas Tpombonuronenuueckas myprypa (TTII)

TTII na ¢one npuMeHeHus: TUKarpejaopa orMedanach oueHb peako. TTII sBnsercss cepbe3HbIM
COCTOSIHUEM U TpeOyeT He3aMeAIUTENbHOIO JICUEHHU.

BausHue Ha pe3yabTaThl J'Ia6ODaTODHOTO aHajJIir3a

Ananuz mpomboyumapHou GyHKyuu 8 pamkax OUASHOCMUKU 2enapuH-uHOYYUPOBaAHHOU
mpomooyumonenuu (I'UT)

VY manueHToB, MPUHUMABIINX TUKATPEJIop, ObLUTH IMOTYYCHBI JIOKHOOTPHUIIATSILHBIC PE3yIbTaThl
aHanm3a TpoMOouuTapHod QyHkuuu B pamkax guarHoctuku [HUT. Drto cBszaHo cC

MHTUOMPOBAHUEM THKArperopoMm peuentopoB P2Y12 TpoMOOLMTOB 370pPOBBIX JOHOPOB NpHU
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IMPOBCACHNHN TECTa B CI:IBOpOTKe/HJ'IaSMC KpOB H&HHW@L:MEW,@WEW?@ Tp_@m_b:ﬁaTOB

aHanm3za TpomOonuTapHo GyHKIMM B pamkax guarHoctukd [UT crnemyer y4yuThiBaTh
UH(POPMALIMIO O COMYTCTBYIONIEH TEPaNuu TUKATrPEIOPOM.

[Tepen paccMOTpeHHEM BO3MOKHOCTH OTMEHBI IIPUEMA THKArpesaopa cleyeT OUEHUTh I10JIb3Y U
PUCK MPOJOJIKEHHSI Tepanmuu, NMpPUHUMAas BO BHUMAHUE U MPOTPOMOOTHYECKOE COCTOSHUE
Beiencteue 'UT, u moBBIIEHHBIH PUCK KPOBOTEUYEHHs] HAa ()OHE COBMECTHOTO MPUMEHEHHS
AQHTUKOAryJIsiHTa U TUKarpeaopa.

[pyrue

Ha ocnoBanuu Habmromaemoit B uccienoBanuu PLATO B3auMOCBs3M MEXTy TOICP KUBAIOIIEH
no30ii ACK u 3¢ ¢heKkTUBHOCTBIO THKarpenopa Mo CpaBHEHHUIO C KIJIOMHIOTPEIOM, COBMECTHOE
NpPUMEHEHHE BBICOKON moaaepxkuBatomiei mo3esr ACK (6omee 300 Mr) m Tukarpemopa He
peKOMEeHAyeTCsl.

CoBMecTHOE TMpUMEHEHHE TuKarpenopa ¢ MouHeiMu uHruouropamu CYP3A4 (mampumep,
KETOKOHA30JI0M,  KIAPUTPOMHIIMHOM, He()a30JJOHOM, pUTOHABUPOM U  aTa3aHaABUPOM)
IPOTUBONOKa3aHO (cM. paszen 4.3), Tak Kak OHO MOYET IPUBECTH K 3HAYUTEIbHOMY
MOBBIIICHHUIO YKCIIO3UIIMK TUKarpesopa (cm. paszaen 4.5).

CoBMecTHOE TpHMEHEHHE THKarpenopa ¢ MouHbiMH uHAykTOpamu CYP3A4 (Hampumep,
pudamMnumHOM, (HPEeHUTOMHOM, KapOama3enruHoM U GeHoOapOUTaIoM) HE pEeKOMEHAYETCs, TaK
KaK MX COBMECTHBIN MpPHUEM MOXKET CHIXKATh AKCIO3UIUIO U 3((HEKTUBHOCTh THKArpenopa (cum.
pasnen 4.5).

CoBMecTHOE mpuMeHeHHe THukarpenopa u cyocrpatoB CYP3A4 ¢ y3kuM TepaneBTUYECKUM
WHACKCOM (HampuMmep, IU3ampuia U alKaJIOWJ0B CIOPBIHBM) HE PEKOMEHIOBAHO, TaK Kak
THUKAarpejaop MOXET YBEIUYHUTh DSKCHO3ULMI0 3TUX npenaparoB. COBMECTHOE NpPUMEHEHUE
THUKarpesjaopa ¢ CMMBAaCTaTHHOM WJIM JIOBaCTaTUHOM B 03¢ Oosiee 40 Mr HE pexomMeHayeTcs (CM.
pasnen 4.5).

[Ipy coBMECTHOM NPUMEHEHHWU JIMTOKCMHA W THUKarpeiaopa pPEeKOMEHJOBaH THIATEIbHBIN
KIuHU4eckuit u nadopatopusiii MOHUTOPUHT (UCC U, mpu HAMMYUU KIMHUYECKUX MOKa3aHUM,
taroke DKI' 1 KOHIIeHTpaIluu JUTOKCUHA B KPOBH).

Her pmaHHBIX O COBMECTHOM TIPUMEHEHHWU THKarpeiopa ¢ MOIIHBIMH WHTHOUTOpaMU
rukonporenHa P u  ymepeHHeiMu wuHruOutopamu usopepmenta CYP3A4 (mampumep,
BepanaMuil U XWHUJIMH), KOTOPbIE MOTYT IMOBBICUTH 3KCIO3ULHMIO TUKarpenopa. Eciu Henb3s
n30exarb UX COBMECTHOI'O MPUMEHEHHUS, OHO JIOJIKHO OCYIIECTBISTHCA C OCTOPOKHOCTHIO (CM.
paznen 4.5).

[IpekpaleHne Tepanuu

I[ocpqua;[ OTMEHa 1000 aHTHanCFaHTHOﬁ TCpalinu, BKIIIOYasA TUKArpeiaop, MOXKET ITOBBICUTH
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PHCK CEpIEUHO-COCYAuCTON cMepTh, UM uim BHCYIbTE[BPEIYHBIATE OUHOBHOTQ A0 OIEBAHMS.

HeoOxoaumo n3berath nNpexIeBpeMeHHOI0 MPEeKpalleHus prueMa npernapara.

4.5. BzaumojeiicTBHEe ¢ JPYrMMH JIeKAPCTBEHHBIMHU MpenaparaMud W JApyrue BH/bI
B3auMOJeiCTBUS

Tukarpenop, riaaBHBIM 00pa3om, siBiseTcss cyocrparom uzodepmenra CYP3A4 u cnabeim
uaruoutopom m3odepmenta CYP3A4. Tukarpemop Takke sBiaserca cyocrpatom P-
rimkornporenHa (P-gp) u cnabeim wHTHOMTOpOM P-gp M MOXKET yBENIWYMBATH OSKCIIO3UIUIO
cybcrparoB P-gp.

BausHue Ipyrux JIeKapCTBEHHBIX IPENapaToB Ha THKArpeaop

Jlexapcmeennvle npenapamot, memabonuzupyemole uzopepmenmom CYP3A4

Hneubumopwvr CYP3A4

— Mouneie  unruoutopel  CYP3A4: coBmMecTHOE TIpUMEHEHHE KETOKOHA30Jla C

TUKarpenaopoM yBenuunBaeT Cmax 1 AUC Tukarpenopa B 2,4 u 7,3 pa3za coorBercTBeHHO. Cmax
u AUC aktuBHOro MeTtabonurta noHmxarotcs Ha 89% u 56% cooTBeTcTBEeHHO. [[pyrue mMouiHbie
unruoutopel CYP3A4 (xmapurpoMunuH, Heda3oqOH, PUTOHABUP U aTa3aHaBUp) OyayT
OKa3bIBaTh TaKWe K€ J(PQPEKThI, MOITOMY HUX COBMECTHOEC NPHUMEHECHHE C THKArpelopoM
MIPOTHBOIIOKA3aHO (cM. pasnensl 4.3 u 4.4).

—  VYwmepennble uHruOuTOphl  CYP3A4: coBMeCTHOE TIpUMEHEHHE JWITHa3eMa ¢

TUKarpeiaopoMm yeennuuBaer Cmax tukarpenopa Ha 69%, a AUC B 2,7 pa3, u cHuxaer Cpax
akTuBHOTO MeTabonuta Ha 38%, a AUC He mensiercsi. Tukarpenop He BIUSET Ha IUIa3MEHHBIC
KOHIEeHTpauuu auintuazema. Jlpyrue ymepennsle unruouropsl CYP3A4  (mampumep,
aMIOpEeHaBHUp, AaMpenuTaHT, »JOPUTPOMUIIMH, (PIYKOHA307) TakkKe MOXKHO Ha3HayaTh
OJIHOBPEMEHHO C TUKArPEJIOPOM.

Unoykmopwor CYP3A44

CoBMecTHOE MpuMeHeHue pudaMnuirHa ¢ TUKarpeaopoM cHukaeT Cmax 1 AUC Tukarpenopa
Ha 73% u 86% cooTBeTCTBEHHO. Cmax AKTMBHOTO MeTabonuTa He MeHseTcs, a AUC moHmKkaeTcs
Ha 46%. pyrue unaykropsl CYP3A4 (nanpumep, penutonH, kapbamazenus u penodapouran),
MO-BUJIUMOMY, OYAYT CHI)KaTh SKCIO3UIMIO THKarpenopa. Momnbsie uHaykrtopel CYP3A4
MOTYT YMEHBIIATh SKCMO3ULINIO0 U 3((HEKTUBHOCTh TUKATPENIOpa, MO3TOMY CIIEyeT U30eraTh Ux
COBMECTHOT'O IIPUMEHEHUS C TUKATPEIOPOM.

Huxnocnopun (uneubumop P-gp u CYP3A4)

CoBMecTHOEe npuMeHeHHe nukiocnopuHa (600 mr) ¢ Tukarpenopom yBennduBaeT Cmax 1 AUC
ThKarpenopa B 2,3 m 2,8 pa3 coorBeTrcTBeHHO. lIpn 3tomM ormeuaercsa ysenmuenne AUC
akTUBHOTO Mertabonuta Ha 32% wu cHmwkeHue Cpax Ha 15%. Tuxarpenop He BIHsSeT Ha

IMJIa3MCHHYIO KOHIOCHTPAUIO MUKJIOCIIOpHUHA.
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Hpyaue (NOCNEQCBATENEHOCTE 0003)

[To pesyapTaTaMm (apMaKOIOTHUSCKUX HWCCICOBAHUNA B3aUMOJCHCTBUS COITYTCTBYIOIIEE
IPUMEHEHHUE THKarpenopa ¢ remnapuHoM, 3HokcanapuHoM M ACK wmiam necmonpeccMHOM He
BIMET Ha (PapMAaKOKMHETHUKY THKAarpeiopa, ero akTUBHOro merabonura u AJlP-3aBucHUMyIo
arperanuio TpoMOouutoB. B ciayyae Hanuuus KIMHUYECKUX T[IOKAa3aHWM K Ha3HAYEHUIO
MIpEenaparoB, BIUSAIOIIMX HAa TEMOCTa3, OHM JIOJDKHBI MCIOJIb30BaThC C OCTOPOXKHOCTBHIO B
KOMOWHAIIUK C TUKArpeiaopom (cM. pasnen 4.4).

Her paHHBIX O COBMECTHOM NPHUMEHEHMHM THKarpeiopa ¢ MOIIHBIME HHTHOMTOpaMu
rukonporenHa P u ymepenasimu uaruouropamu CYP3A4 (manpumep, Bepamamimt U XUHUAIUH),
KOTOpBIE MOTYT MOBBICUTh 3KCIO3UIIMIO TUKarpenopa. Eciu Henb3s n30exarh UX COBMECTHOTO
MIPUMEHEHHUS, OHO JIOJKHO OCYIIECTBIISITHCS C OCTOPOKHOCTBIO (CM. pazzein 4.4).

OTMmeudeHo 3aMeJIEeHUE U CHU)KEHUE SKCIIO3ULINU MepopaibHbIX HHIHOUTOpoB P2Y 12, BKiItouas
TUKArpeIop W ero akTHBHBIA METaOOJHUT, Y MAIMEHTOB, IOJIyYaBIIUX TEpPAmui0 MOP(PHUHOM
(CHIKEHUE SKCIO3UIMU THUKarpeinopa mnpuOnusutensHo Ha 35%). JlaHHoe B3auMoJIEHCTBUE
MOXET OBITh CBSI3aHO CO CHW)XCHHEM MOTOpPHWKHU >kenynouHo-kumeuHoro Tpakrta (OKKT) u
[I03TOMY IPUMEHHUMO K ApYyruM onuouaaMm. KinuHudeckast 3HaUMMOCTh HEU3BECTHA, HO JaHHbIE
YVKa3bIBAalOT Ha BO3MOXHOCTh CHIKEHHUA H(P(GEKTUBHOCTH THUKArpeiopa y NalleHTOB,
OJIHOBPEMEHHO TMoJlydaromux Tukarpenop u mopdun. Y mnamueHtoB ¢ OKC, y koTopsix
npUMEeHeHHe Mop(uHA HENb3sl OTCPOUUTh M ObicTpoe uHruOupoBanue P2Y12 cumrtaercs
KPUTHYECKH Ba)XKHBIM, MOYKHO PpAacCMOTPETb BO3MOXKHOCTb IIPUMEHEHHUS MapeHTEepabHOTO
uHruourtopa P2Y12.

BausHue TUKarpeaopa Ha IpYrue JeKapCTBEHHBIC NpenapaThl

Jlexapcmeennvie npenapamul, memaboauzupyemule usogpepmenmom CYP3A4

— CHMBacTaTUH: COINYTCTBYIOLIEE NMPUMEHEHHE TUKArpeaopa U CUMBACTaTHHA IMOBBIIIAET
Cmax 1 AUC cumBacratuHa Ha 81% m 56% cooTBeTcTBeHHO, M yBenmmuuBaeT Cp,, 1 AUC
CUMBACTaTMHOBON KHUCIOTHI Ha 64% u 52% COOTBETCTBEHHO, IIPU 3TOM B HEKOTOPBIX CIIydasx
3TH MOKAa3aTeu MOBBIAIOTCS B 2-3 paza. CoBMECTHOE IPUMEHEHNE CUMBACTaTHHA B J103€ BBILLIE
40 Mr/cyr ¢ THUKarpeiopoM MOXET MNPUBOAMTH K Ppa3BUTHUIO HEXKENATEIbHBIX peaKlui
CUMBACTaTHMHA, U HEOOXOJUMO OLEHUTh COOTHOUIEHHE IOTEHIMAJBbHOTO PUCKA U IMOJIB3BI.
CuMBacTaTUH HE BIMAET Ha IUIA3MEHHYIO KOHIIEHTpaluio Tukarpeinopa. Cxoxee BIHSHHE
TUKarpegop MOXKET OKa3blBaTh Ha JIOBAaCTaTWH. He pexkoMeHnyeTcsi COBMECTHOE NPUMEHEHHE
THKarpesiopa ¢ CAHMBAaCTATUHOM M JIOBACTAaTUHOM B J103€ CBbIIIe 40 MT.

- ATODBaCTaTI/IHI COIIYTCTBYIOLICC MMPUMCHCHHUEC aTOPBACTaTHHA U TUKArpejopa MOBbIIIACT

Cmax 1 AUC atopBactatnHOBOM KuCIOTBI Ha 23% u 36% coorBercTBeHHO. [lomoGHOE
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yBenuuenue 3HaueHuil Cmax 1 AUC Habmomagres Juis [RCEX METaqoiH OBl ATOPBACTATHHQBOM

KHUCIIOTHI. DTH U3MEHEHHUS TPU3HAHBI KIMHUYECKH HE3HAUNMBIMH.

- Cxoxee BIMsSHUE Ha APyrHe CTaTUHBI, MeTabonu3upyemblie nzopepmentom CYP3A4, ne
MOKeT ObITh uCcKIOUeHO. B wmccnemoBanuu PLATO mnamueHThl, TOTyYaBIIME THUKArpesop,
NPUHUMATIU Pa3jMyYHble CTATUHBI HPU OTCYTCTBHM KaKUX-THOO OMAceHWH OTHOCHUTEIHHO
6e3omacHOCTH y 93% nanueHToB, IPUHUMABIINX 3Ty IPYIILY IPEnapaToB.

Tuxarpenop — cnabeiii uaruburop CYP3A4. CoBMecTHOe NpUMEHEHHE THKarpeimopa u
cyocrparoB uzodepmenta CYP3A4 ¢ y3kum TepaneBTHUeCKUM HHIEKCOM (HarpuMep, u3arpu
WIM alKaJIOWAbl CIOPbIHBM) HE PEKOMEHIYETCs, TaK KaK TUKAarpelop MOXKET YBEJIWYHBATh
9KCIIO3ULIMIO 3TUX MPernapaToB.

Cyocmpamul P-gp (sxnrouas oueoxcun, yukiocnopum)

ComnyTcTByIolIee TPUMEHEHUE AUTOKCUHA ¢ TUKArpeaopoM MOBbIIAN0 Cpax 1 AUC nuroxcuna
Ha 75% n 28% cooTBeTcTBEHHO. IIpH COBMECTHOM IIpUEME C THUKArpeJIopoM CpeJHEE 3HAUECHUE
caMOil HH3KOM KOHLIEHTpaluMW JWroKkcuHa yBenuuuBaiocb Ha 30%, B HEKOTOPBIX
MHAMBUAYAJIbHBIX cllydasx B JBa pa3a. Cmax 1 AUC TuKarpenopa v €ro akTUBHOro MeTabosnra
Opyu NPUMEHEHMHM JUNOKCMHA HE MeHsuch. [loaTomMy pexomeHnayeTrcs IpOBOIUTH
COOTBETCTBYIOIIMN KIMHUYECKUN u/mnu nadopatopublii MoHUTOpUHT (UCC u, mpu Hanuyuu
KJIMHUYECKHX TMoKa3zaHui, Ttakwke OKI' M KOHLEHTpaluM JWUTOKCMHA B KpPOBH) IpHU
OJIHOBPEMEHHOM TPUMEHEHHH THUKarpejiopa u P-gp-3aBUCHMBIX MpenapaTtoB ¢ y3KUM
TEpaneBTUYECKUM UHAEKCOM, Hanoo0ue AUroKCuHa U HUKIIOCIIOPHUHA.

He oTmeueno BiMsiHMS THKarpenopa Ha KOHIIEHTpAlMIO IUKJIOCIOpPMHAa B KpoBWU. BinsHue
TUKarpesiopa Ha Apyrue cyoctpaTsl P-gp He u3y4anocs.

Jlexapcmeennvie npenapamul, memaboauzupyemuie usogpepmenmom CYP2C9

ConyrcTByloliee NpPUMEHEHHWE THUKarpeiopa M ToJ0yTamMuaa HE MEHSJIO IUIa3MEHHbIe
KOHIEHTPAallud HU OJHOTIO W3 3THX IpenapaToB, YTO TOBOPUT O TOM, YTO THUKArpeaop He
aBisieTcs nHruouropom uzodepmenta CYP2C9, u manosepostHo, uro oH Biauser Ha CYP2C9-
OTIOCpeI0BaHHbBIN MeTaboJIN3M MPEenapaToB, NOJOOHBIX BappapuHy U TOIOyTaMUTY.

OpanvHhvle Konmpayenmuebol

CoBMecTHOE NMPUMEHEHHE THUKarpeiopa, JEBOHOpPrecTpenaa M 3TUHUIICTPAANONIA YBEIUUMUBAET
HKCMO3ULMIO 3TUHWIACTpaauona npuMmepHo Ha 20%, HO He BiuMseT Ha (PapMaKOKUHETHKY
JgeBoHoprecTpena. He okumaercst KIMHUYECKM 3HAYUMOIO BO3ZIEWCTBUS Ha 3(PPEKTHBHOCTH
KOHTpALEMIIUU TpPU OJHOBPEMEHHOM IPUMEHEHHH JIEBOHOpIecTpesa, ATHHWIACTpaauoia u
TUKarpesnopa.

Jlexapcmeennvie npenapamol, cnocoOHbLE 8b136AMb OPAOUKAPOUID

11
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B cBsA3M ¢ BBIABICHHWEM B OCHOBHOM O€CCHMIITOMHBIX [JKETY/OHKOBBIX [Tay3 M (Opa uKapuumy,

ClleflyeT C OCTOPOXHOCTbIO TNPUHMMATh THUKAarpeiaop OJHOBPEMEHHO C JIEKapCTBEHHBIMU
npernapaTamMi, KOTOpbIE CIOCOOHBI BbI3BaTh Opamukapauio (cMm. pasgen 4.4). OpHako B
uccienoBanu PLATO He HaOmo1an0ch KIMHUYECKH 3HAYUMbIX HEXKEIATEIbHBIX peakUuil pu
COBMECTHOM IIPUMEHEHHHM C OJHMM WM Oosiee IpenapaTamMy, CIOCOOHBIMU BBI3BaTh
Opaaukapauto (Hanpumep, 96% nanueHToB 0OJTHOBPEMEHHO NPUHUMAIK OeTa-apeH00I0KaATOPHI,
33% — OJ0KaTOPBI «MEIJICHHBIX» KaJbI[MEBBIX KaHAJOB, BKIIOYAs AMITHA3EM U BeparmaMui, U
4% — TUTOKCHH).

Hpyeasa conymcmsylowas mepanusi

B knmuHMuYecKuX ucciieoBaHUsIX THKArpeaop NpeuMyllecTBeHHO HazHauancsa coBMecTHo ¢ ACK,
MHTUOMTOpAaMHU TPOTOHHOW TIOMIIBI, CTaTHHAMH, OeTa-aJpeHOOJIOKAaTOpaMu, HHTHOMTOpaMu
AQHTMOTEH3WHIPEBpaIaoImero (GepMeHTa M aHTarOHUCTAMU PELeNnTOpoB aHrHoTeH3uHa Il B
paMKax JUIMTEJIBHOTO IpueMa JAjsl JIeYeHHs] CONYTCTBYIOUIMX 3a0o0jieBaHMM, a Takxke ¢
rernapuHoM, HU3KOMOJIEKYJISPHBIMU IelapuHaMM, MHrHOuTOpamu riavkonpoTenHoBbix IIb/I1Ia
PELenTopoB JUIsi BHYTPUBEHHOTO BBEACHHUS B paMKaX KpaTKOCpO4HOM Tepanuu. [1o pesymnpraram
ATHX MCCIIEOBAHUH HE BBISABICHO KIMHUYECKH 3HAUMMBIX HE)KEJIATEbHBIX B3aNMOACHCTBUIA.
CoBMmecTHOE TPUMEHEHHE TUKArpesiopa ¢ renapuHoM, SHOKCAlapUHOM WM J€CMOIIPECCUHOM He
OKa3blBaJO BJIMSHHE Ha AaKTHBUPOBAHHOE YacTHUHOE TpomobomiactuHoBoe Bpems (AUTB),
aKTUBUpOBaHHOE BpeMs cBepThiBaHusA (ABC) u uccnenoBanue gaxropa Xa, 0lHAKO BCIEACTBUE
NOTEHIMATIBHOTO  (papMaKOJMHAMUYECKOTO  B3aMMOACUCTBUS ~ TpeOyercs  coOmomarh
OCTOPOYKHOCTH TPH COBMECTHOM IIPUMEHEHHH C TIperiapaTaMu, BIUSIOMIUMHI Ha TEMOCTa3.

B cBsi3u ¢ cOOOLIEHUAMHU O MOAKOXHBIX KPOBOM3IUAHUAX Ha (POHE MPUMEHEHHUs CEJIEKTUBHBIX
UHTUOMTOPOB OOpaTHOrO 3axBaTa CEpPOTOHMHA (HAmpuMep, NapOKCETUH, CEePTPAIUH U
[IUTAJIONPaM) PEKOMEHIYeTCs COONII0aTh OCTOPOKHOCTH TIPH WX COBMECTHOM TIpHEME C
TUKarpeiopoM, TOCKOJIbKY BO3MO>KHO TTOBBIIIIEHNE PUCKA PA3BUTHUSI KPOBOTEUCHHUSI.

['pelindpyTOBBIA COK

[Tpu exxenHeBHOM ynoTpeOieHnu 0osbIx 00beMoB rpeinpyroBoro coka (mo 200 mi 3 paza B
JIeHb) OBLJIO OTMEUEHO 2-KPAaTHOE YBEIUYCHHE IKCITO3UIIMK TUKarpenaopa. OXuaaeTcs, 9To Takoe
YBEIMYCHUE DKCIIO3UIUH THUKArpenopa He MMEeT KIMHHYECKOTO 3HA4YeHHs JUIsl OOJBIIMHCTBA
HaIMEeHTOB.

4.6. @epTUIbHOCTH, 0€PEMEHHOCTH U JAKTALUS

>KeHHII/IHI)I PEIPOAYKTHUBHOI'O BO3pacTa

JKeHmmHaaM penpoayKTHBHOTO BO3pacTa CIEAyeT HCIOIb30BaTh COOTBETCTBYIOIINE METOJbI

KOHTpAIEIINH, YTOOBI N30eKaTh OEpEMEHHOCTH BO BpeMs Tepanuu npenaparoM Katumopuke.

bepemeHHOCTD
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JlaHHBIE O TPMMEHEHNH THKArpesnopa y 6epeMERHBIX JKEHTUHH [OTCYTCTB YO T|WAH QT PaHHAHSHbI.

B uccnenoBaHusx Ha KMBOTHBIX THKArpesiop BBI3BIBAJI HE3HAUYMUTEIBHOE CHIKCHHE MPHUOAaBKH
MAacChl TeJla y CaMOK, CHIDKEHUE KU3HECTIOCOOHOCTH HOBOPOXKACHHOTO KUBOTHOTO U €0 MacChl
Tena, 3amejyieHne pocta. [Ipenapar Karuinopuke npoTUBOIOKa3aH BO BpeMsi OEpEeMEHHOCTH.
JlakTamus

JocTynHbie (hapMaKoIMHAMHUYECKUE, TOKCHKOJOTHYCCKUE TaHHbIC y >KMBOTHBIX IOKAa3ajH, YTO
TI/IKaneJ'IOp 1 €I'0 aKTHUBHBIC MeTa6OJII/ITBI BBIACIIAOTCA C MOJIOKOM. He MOXKET 6BITB HNCKJIKOYCH pI/ICK
JUTSI HOBOPOJXKJCHHOTO/MJIa/ieHIa. PelieHre o mpekpanieHuy rpyHOT0 BCKaPMIIMBAHUS HIIM OTMEHE
Tepanuu TpernapatoM KaTWIOpHKC HE00XOAMMO TNPUHUMATh C YYETOM IOJIb3bI TPYIHOTO
BCKapMJIMBaHMsA JJs1 peOeHKa © TOJb3bl Tepanuu aiusi  marepu. llpemapar Karwiiopukc
MIPOTUBOIIOKA3aH B MEPHO] KOPMIICHHUS peOEHKA TPY/IbIO.

DepTUabHOCTD

Tukarpenop He OKa3bIBajl BIMSHUS HA PEPTUIIBHOCTH CAMIIOB M CAMOK JKHBOTHBIX.

4.7. BiusinMe HAa CHOCOOHOCTH YNPABJAATH TPAHCHOPTHBIMHM CpeACTBAMHU M padoTaTh €
MeXaHMu3MaMH

TI/IKaneJIOp HE OKa3bIBAaeT BIMSHHS WIIM OKa3bIBAET HE3HAUUTEJILHOE BIHMSHHE HA CIIOCOOHOCTH

YIpaBJIATh TPAHCHIOPTHBIMU CPEACTBAMU U paboTaTh ¢ MexaHu3MaMu. CoolIanoch o ciydasx

pa3BUTHUS TOJOBOKPYKEHHUS M CIIYTAHHOCTH CO3HAHMS IPU Tepamuu TUKarpeiropom. Ilostomy

NannuEHTHhI, HCIIBITHIBAIOIIINEC HOZ[O6HI)I€ CHUMIITOMBI, OOJIZKHBI CO6JIIOI{21TI) OCTOPOKHOCTH IIpU

YIIPaBJICHUHU TPAHCIIOPTHBIMU CPEACTBAMU U IPYTMMU MEXaHU3MAaMMU.

4.8. HexenateJbHble peaKIuu

Pesome HDOd)I/IJ'IH 0€30IMacHOCTH

[Ipopune Oe3omacHOCTH THKarpenopa M3y4alicsi B MacIITaOHOM MNporpaMMe KJIMHHUYECKUX
uccienoBaHuii, B KoTopoil ©Oosee 58000 mamueHTOB M 310pPOBBIX JTOOPOBOJIBIEB IOJydYasn
tukarpenop. Hwke mnpencTaBieHbl JaHHBIE O HEXENATENbHbIX JIEKAPCTBEHHBIX PEAKIMX,
OTMEUEHHBIX B KIMHMYECKHUX MCCIEAOBAHUAX WIM NPU [OCTMAPKETUHIOBOM MPUMEHEHHUH
THKarpesopa, BKJI04as HHPOPMAIUIO U3 KINHUYECKUX HCCIIeI0OBAHNH, OTHOCSIIUXCS K O0OPEHHBIM
nokazanusim (PLATO, PEGASUS u THALES). Mudopmarnust 06 3TUX UCCIIeAOBAaHUSX NPUBEACHA B
paznene S.1.

B uccnenoannn PLATO nmauueHTsl, nojiy4aBIIe TUKArpesIop, yalle NpeKpallail Tepanuio n3-3a
pa3BUTUSL HEKENATEeNbHBIX pEaKIHi, YeM MalMeHThbl, MoinydaBmue kiaonugorpen (7,4% mo
cpaBHeHmio ¢ 5,4%). B uccnenosanun PEGASUS y manueHToB, NOIy4aBIINX THKArpesnop, 4acToTa
OTMEHBI TEpANMU N3-32 HEXENAaTeJIbHbIX pEeakiuil Obula BbINIE, YEM Y IAlMeHTOB, MOJIYYaBIIUX
monotepanuto ACK (16,1% B rpynne tukarpenopa 60 mr B komOunamuu ¢ ACK u 8,5% B rpymnme
moHoteparnun ACK). B wuccnenoanuu THALES y mnanueHToB, MONMy4YaBIIMX THUKarpeiop B

komOuHanuu ¢ ACK, gactota OTMEHBI Tepanuu U3-3a HEe)KeJIaTeNbHBIX PeakIyii Oblia BhIIIE, YEM Y
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MAIMEeHTOB, mosrydaBmux MoHotepanuio ACK (9J7% B FPYHW:IHE?HH_@EQWE?QHFT@IZ‘PMWEKH c

ACK u 7,6% B rpynne moHotepanuu ACK).
Hanbonee yacTeiMu HeXeNaTEeIbHBIMHU PEAKLIUSAMH y HNAMEHTOB, IPUHUMABIINX THKArpeaop, Obum
KPOBOTEUEHHMSI U OJIbIIIKA (CM. pas3jen 4.4).

TabauyHoe pe3toMe HeKeIaTEIbHBIX PEaKIIHMA

HexenarenbHble  peakiud, OTMEYCHHbIE B  KIMHMYECKMX  HMCCIACIOBAHUAX  WIH  IPH
MOCTMApKETHHIOBOM TPUMEHCHHH THKArpenopa, paclpelesieHbl M0 KJIAcCy CHCTEM OpPIraHOB M
qaCTOTC pa3BHTHA. YacroTa Pa3BUTUA HCKCIJIATCIIbHBIX peaK]_lI/Iﬁ OomIpeaCIACTCA C UCIIOJIBb30BaAHUEM
CIIIyIONIMX KaTeropuii: oueHb 4yacto (>1/10), wacro (>1/100, o <1/10), mewacto (>1/1000, HO
<1/100), peako (>1/10000, Ho <1/1000), ouenp penko (<1/10000), yacrora Heu3BecTHa (Ha
OCHOBaHMH NUMCHOIIHNUXCA JAaHHBIX OLICHUTH HCBO3MO)KHO).

Tabauunoe PE3IOME HEXKENATCIILHBIX PEaKIUH

HexenarennHele p€akiuy, OTMCUYCHHBIC B  KIMHHYCCKHUX  HCCIICAOBAHUAX HIIKM  IIPU

MMOCTMAPKETUHI'OBOM IPHUMCEHCHUU THUKAIrpeiopa, pacClpCAaCICHbI M0 KJIACCYy CUCTEM OpPraHOB U

YaCTOTC  pa3BUTHA. Yacrora Pa3sBUTUA HEXCIIaTCIIbHBIX peaKHI/Iﬁ OIpCACIIACTCA C

WCIIOJIb30BAaHUEM CJICIYIOIIMX KaTeropwii: odeHb 4dacto (>1/10), gacto (>1/100, mHo <1/10),
Hevyacto (>1/1 000, vo <1/100), penko (>1/10 000, Ho <1/1 000), ouenp peaxo (<1/10 000),

4aCTOTa HCU3BCCTHA (Ha OCHOBaHHMH UMCIOIIUXCA JAaHHBIX OLICHUTD HCBO3MO)I(HO).

Kaace cuctem opranos Ouenb yacTo Yacrto HeuacTto YacToTa HeM3BECTHA
Jobpokayecmsennvie, KpoBoreuenue u3
3710KavecmeenHble u OITYXOJIH
HeymouneHHble
HOB000PA3068aHUS (BKAIOUAS
KUCHIbL U NONIUNBL)
Hapywenus co cmoponwl kposu KpoBoteuenue, TpomboTuueckas
u IuMgbamuyeckoll cucmeml CBSI3aHHOE C TPOMOOIUTOIICHNIECKast
3a60/1CBAHUAMH KPOBH® nyprnypa®®
Hapywenus co cmoponwt l'unepuyBCTBUTENBLHOCTS,
UMMYHHOUL CUCTEMbL BKJIFOUast
AHTMOHEBPOTHUECKUI
orék™
Hapywenus co cmoponvl oomena THnepypuKemMus IMTopmarpa/
sewjecms u nUmanus MOJArpUYECKU apTPHUT
Tlcuxuueckue Hapyuienus CIyTaHHOCTb CO3HAHUs
Hapywenus co cmoponbi T"onoBokpyxeHnue, Bayrpuuepennoe LlenTpanbHoe anHO3 CHa,
HepeHOll clcmeMbl 00MOpOK, TOJIOBHAs KpoBOM3THAHKE BKJIIOYAs! AbIXaHUE
601b Yeiina-Crokca®
Hapywenus co cmoponul opeana Kposousnusaue B rias’
3penus
Hapywenus co cmoponst opeana Bepruro KpoBoreuenue u3 yxa
cyxa u 1abupunma
Hapywenus co cmoponul cepoya BpaanaputMus,
ATPHOBCHTPHKYIISIPHAS
Gnokama®
Hapywenus co cmoponut ApTepuanpHas
cocydog THIOTEH3UsI
Hapywenus co cmoponwt Opplmka KpoBoreuenns u3

ObIXAMENbHOU CUCTHEMBI,
0p2ano6 2pyOHOll KNemKu u
cpedocmenus

JBIXaTCIbHBIX nyTeﬁS

JKenyoouno-kuweunvle
Hapyuenus

JKeynouHo-kumeyHsie
KpOBOTEUEHHS', THapes,
TOMIHOTA, AUCIICTICHS,
3arnop

PerponepuroneansHoe
KPOBOTEUECHHE

Hapywenusi co cmoponwl kodcu
U NOOKOJNCHBIX MKAHeLl

IToakosxHas UK
KOXKHast reMopparm7,
KOXKHBIH 3yJ1, KOJKHas
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Hapywenus co cmoponwt T T Thporomsnparme g | — | = S
MbLULEYHOU, CKeNemHOU U MBILILIBL

COCOUHUMENLHOU MKAHU

Hapywenus co cmoponwl nouex u

KpoBoreuenus u3

MOUeBbIBOOSAWUX nymell MOYEBBIBOJISIIIX

nyreii’®
Hapywenus co cmopoHbl KpoBoreuenus u3
PENPOOYKIMUBHOU CUCTEMbL U 11010BBIX myTeii'®
MONOUHYIX Jicene3
JlabopamopHvie u IoBbiIeHNE
UHCMpYMEeHmanbHble OaHHble KOHLICHTPAL[HHI

KpEaTMHHHA B KPOBU'

Tpaemel, unmokcuxayuu u
OCNOIICHEHUSL MAHUNYAAYULL

KpoBoreuenue nocie
MPOBECHHS
MaHUIYJISALMH,
TpaBMaTH4YECKUE
KpoBoTeueHHs ™"

! MMpuBenena yacToTa OTKIOHEHHIT 1AGOPATOPHBIX MOKA3aTeNeil (OBBIIEHHE KOHIIEHTPAIMH MOYEBOM KHCIIOTHI BHIIIE BEDXHEH IPAHUIIBI HOPMBI
OT MCXOJHOI0 3HAYeHHs, KOTOpOe ObLIO B IpEieaaXx HOPMbI HJIM MEHEe HW)KHEH IPAaHHI[bI HOPMBI; MOBBIIICHAEC KOHLEHTPALUMN KPEaTHHHHA
> 50% OT HCXOIHOTO 3HAUCHHs), a HE YaCTOTa COOOIIEHHI O HeKeIaTeNbHbIX SBICHHSAX.

2 HanpuMep, KpOBOTEUEHHE 3 OMyXOITH (PaK) MOYEBOTO My3bIPs, H3 ONYXONH (PaK) XKeJy/IKa, U3 OMyX0/u (PaK) TONCTON KHIIKH.

® Hampumep, CKIIOHHOCTb K 06Pa30BAHUIO KPOBOIIOATEKOB, CIIOHTAHHAS TeMATOMa, FeMOPPArkuecKuil TuaTes.

* HanpuMep, KOHBIOHKTHBAIILHOE, PETHHAILHOE, BHYTPHIVIA3HOE KPOBOM3IHSAHHE.

® Hanpuwmep, smucTakcic (HOCOBOE KPOBOTEUEHHE), KPOBOXAPKAHbE.

® Hanpumep, KpoBOTEUEHHUE U3 JIECEH, PEKTATLHOE KPOBOTEYEHHE, KPOBOTEUEHHE M3 A3BBI JKEIMYJIKA.

" Hanpumep, 5KXHMO3, KOKHAs FeMOPPATHS, TIETEXH.

8 Hanpumep, reMapTpo3, KpOBOU3/THSHHIE B MBIILIILY.

° Hanpumep, reMaTypHys, reMOpParHueckuii UCTHT.

% Hanpumep, BarnHaibHOE KPOBOTEUEHHE, TEMATOCTIEPMHS, TOCTMEHONAY3alIbHOE KPOBOTEUCHHE.

" Hanpumep, ymu6, TpaBMaTHUeCKas reMaToMa, TPABMATHYECKOE KPOBOTEUEHHE.

12 T.e. criouTaHHOE, CBA3AHHOE C IPOLEAYPAMHU M TPABMATHUECKOE BHYTPHUEPEITHOE KPOBOU3IUSHHE.

¥ OrMedeHO MpH MOCTMAPKETHHIOBOM IIPHMEHEHHH.

Onucanue OTACIBHBIX HCXKCIATCIIbHBIX DeaKIII/If/'I

Kposomeuenue
B uccnenoBanusix PLATO, PEGASUS u THEMIS ucnonb3oBanuce cienyomue onpeaeneHus
KPOBOTCUYCHHUS:

bonvuoe ﬂemaﬂbH0€/V2D09iCCllOL{4€€ HCU3HU KpoeomeueHue no onpe()ejzel-mio PLATO: JCTAJIBHOC,

Wik JIF000€ BHYTPUYEPEITHOE KPOBOWBIHUSHUE, WJIM KPOBOTCUECHHE B TIOJOCTh TEpUKapaa C
TaMIOHAJION cepana; WUId C TUIOBOJIEMHUYECKHMM IIOKOM WM TSDKENIOW apTepuaibHOU
TUINOTEH3UEeH, TpeOyrolue MPUMEHEHHUS Ba30KOHCTPUKTOPOB/MHOTPOMHBIX MPEmnapaToB WU
MPOBEJICHUS  ONEPATUBHOTO BMENIATEIbCTBA, WM KIMHUYECKH SBHOE KPOBOTEYCHUE,
COTIPOBOXIAIOIIEECS] CHUKEHUEM KOHIIGHTpalluu TeMmorjioOuHa Oosiee yem Ha S50 r/m, wim
Tpancdysueii 4 unu 6oiee eqUHUI] SPUTPOIIUTOB.

Tonwsko nst uccnenoanust THEMIS. B cinyuae kpoBoreuenus, cBsizannoro ¢ AKII: neranpHOE
KPOBOTCUCHHE WJIM IEPHOICPAIIMOHHOEC BHYTPUYCPEITHOC KPOBOTCUCHHUE, WM ITOBTOpPHAS
orepamusi TOCe 3aKpBITUS pa3pe3a MPH CTEPHOTOMHH JUISS KOHTPOJS KPOBOTCUCHUS, HIIU
Tpancy3ust > 5 eOUHUI] LEeTbHOW KPOBU WU JPUTPOIMTAPHOM Macchl B TeueHue 48 u.
(Tpancdy3us uepe3 cuctemy Cell Saver me Oynmer yumThIBaThCS NpU pacdeTe MPernapaToB

KpPOBH), WJIM BbIACJIEHUE U3 IPEHAKHOH IIeBpalIbHOM TpyOKU > 2 11 B TeueHue 24 u.

bonvwoe unoe kposomeuenue no onpedenenuio PLATO: BbI3BIBAIOLIEE CYHIECTBEHHYIO

HCI[CCCHOCO6HOCTB MManuceHTa, WJIHW KIWHUYECKU SABHOC KPOBOTCUCHHC, COIIPOBOXKIANOUICCCA
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CHH)KEHWUEM KOHIEHTpauuu remornoduna Hg 30-50y/my rpmmw (mpanchy3ueii 2=3) [gmHul

SPUTPOLIUTOB.

Manoe kposomeuenue no onpedenenuio PLATO: TpeOyeT MEAMIIMHCKOTO BMEIIATEILCTBA IS

OCTAaHOBKHU HJIM JICUCHU A KPOBOTCUCHUS.

bonvwoe xkposomeuenue no onpedenenuro TIMI: netanpHOE, WU JIFOO0E€ BHYTPHYEPEITHOE

KPOBOUBJIMSHUE, WM KJIMHUYECKU SBHBIC MPU3HAKH KPOBOTEUEHUS, CBSI3aHHOTO CO CHUXKEHUEM
KOHIIEHTpaluu remMornoonHa Ha 50 1/m wmnm Oonee, WM, €ClU JaHHBIE O TEeMOTJIOOMHE
OTCYTCTBYIOT, TO CHUKEHHME reMaTokpuTa Ha > 15%.

Tonbko mist uccaenoanus THEMIS. B ciiyqae kpoBoTeuenus, ceszannoro ¢ AKI: neranbHOe
KPOBOTEUEHHE WM I[EPHOINEPAllMOHHOE BHYTPUYEPENIHOE KpPOBOTEUEHHE, WM IOBTOpHAs
orepamnusi TOCie 3aKphITUS pa3pe3a MPH CTEPHOTOMHH I KOHTPOJIS KPOBOTCUCHHS, WU
TpaHchy3ust > 5 eIUHUIl HENbHOW KPOBU WM DPUTPOLMTAPHON Macchl B TedeHue 48 u.
(tpancdys3us depe3 cucremy Cell Saver me Oymer yuumThIBaThCA MpPU pacdeTe MPEMapaToB
KpPOBH), WJIH BbIJICTICHUE U3 IPEHAKHOM MIIeBpalIbHOM TpyOKU > 2 11 B TeueHue 24 u.

bonvwoe unoe kposomeuenue no onpedenenuro TIMI: He neTalbHOE, HE BHYTPUUYEPEIIHOE

OombI10€e KpoBoTeueHue 1o onpezaeneHuto TIMI.

Manoe _xkposomeuenue no onpedenenuro  TIMI: KIUHUYECKH SBHOE KPOBOTCUEHUE,

COITPOBOXKIAKOIIEECS] CHUKEHUEM YPOBHS remoriioonna Ha 30-50 r/i.
Tonvko 0ns uccneoosarnuss THEMIS.

Manoe kposomeuenue no onpedenenuro  TIMI: KIMHUYECKU SBHOE KPOBOTEUEHHUE,

COTIPOBOXAIOIIEECS] CHIDKEHHEM YypoBHA TemornoouHa Ha 30-50 1/71 WM CHUIKEHUEM
rematokputa Ha > 10% 10 < 15%, unu npu oTCyTCTBUM HaOII0aeMON KPOBOIIOTEPHU, CHUKEHHE
KOHIIEHTpAIlMU TeMorio0rHa Ha > 40 /11 Wi CHUXKEHHe reMaTokpuTa Ha > 12%.

Kposomeuenue, mpebyrowee meduyunckoeo emewamenvcmesa, no onpedenenuto TIMI: tTpeGyet

MCOUIIMHCKOIO BMCIIATCIIBCTBA WA HpI/IBOZII/IT K Trocnuralu3alnunu, HWiIn HCOTHO)KHOMy
00CIe10BaHHIO.

Jlemanvrnoe kposomeuenue. NPpUBOAUT K CMCPTHU MMALIUCHTA B TCUCHUC 7 CYTOK.

Jannvie o cnyuasx kpoeomeuenuil 8 ucciedosanuu PLATO (oyenxa no Kannan-Metuiep (%) x 12
mecayy)

Tuxarpenop ¥ KJIOMUJOTPeNl HE Pa3IHyaIUCh O YacTOTe OOJBIINX KPOBOTEUEHUH B IEJIOM IO
kputepusm PLATO (11,6% wu 11,2%, COOTBETCTBEHHO), NETANbHBIX/YTPOKAIOUINX KU3HU
kpoBoteuenuit no kpurepusim PLATO (5,8% B o6enx rpynmnax). O1Hako 4acTOTa COBOKYIHOCTHU
0onbpImIMX W Majbix KpoBoTedeHHi no kputepusiMm PLATO Obuta Beilie B rpymnmne TUKarpeiaopa

(16,1%) mno cpaBuHenuto c kinonuaorpenom (14,6%, p=0,0084). OTmedeHO HECKOIBKO
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ciydaeB JieTanbHOro kposoredenus: 20 (0,2% naudgHTOB)CB](TPYINIE|LUKarpenopa;y 23

(0,3% manueHToB) B rpyImIe KIONUAOrpena.

Bospacr, mon, macca Tenma, paca, reorpaUuecKuil peruoH, COMYTCTBYIOIIME 3abosieBaHUS,
COITYTCTBYIOILIAsl TEPAINs, aHAMHE3, BKJII0Yasl peAlecTByomui nucyasT 1 TUA, He Bausiinu Ha
4acTOTy OOJBIIMX KPOBOTEUEHHI B IIEJIOM M HE CBSI3aHHBIX C MPOLEAYpaMH MO KPUTEPUIM
PLATO. He 65110 BBISIBJICHO TPYIII C TTOBBIIICHHBIM PUCKOM KPOBOTEUYCHHIA.

Kposomeuenue, ceazannoe ¢ AKII: B uccnenoBanuu PLATO y 42% mnanuentoB u3 1584

(12% w3 xoroptsl), moasepruytbix AKIL, pa3BuBamuch OoJblne JeTalbHbIEC/yTPOKAIOIINE
JKU3HM KpOBOTEUEHHs Oe€3 3HAaYMMbIX paziuyuii B o0eux rpynmnax JjeudeHus. JleraiabHoe
KpoBoTeueHue, csizanHoe ¢ AKII, ormedanoch y 6 ManveHTOB B KaXKIOW TPYIIE JCYEHUS
(cm. paznen 4.4.).

Kposomeuenue, ne cesazanmnoe c AKLL[, U Kposeomeuernue, He C6iA3dHHoEe C npouedypa/wu:

TUKArpenop W  KJIOMUJOTpeNl HE OTIHYaINCh IO  4YacTOT€  CcllydaeB  OOJBIIOrO
JIETabHOTO/yrPOKAIOIIET0 KU3HU KpoBoTedeHus, He cBsizaHHoro ¢ AKII mo kputepusm
PLATO, HO npy NpUMEHEHNHU THKArpesaopa yalle pa3BUBaIUCh O0NbIINE KPOBOTEUEHHUS B LIEJIOM
no kputrepusim PLATO (4,5% mno cpaBuenuto ¢ 3,8%; p=0,0264). Eciu ymanute ciayyau
pa3BUTHS KPOBOTEUYECHMI, CBSI3aHHBIX C MPOIEIypaMu, B TPYIIE THUKAarpeiopa OTMeyasnaoch
6ombiie kpoBoreueHuit (3,1%), uem B rpynne kinonugorpena (2,3%; p=0,0058). [Ipexpamenue
JIeYeHUsl BCJIEICTBHE KPOBOTEUYECHUM, HE CBSI3aHHBIX C IMpoleaypamH, ObLIO Oojiee YacThiM Ha
¢done Tukarpenopa (2,9%) no cpaBuenuto ¢ kionuaorpenom (1,2%, p<0,001).

Brympuuepennoe Kpoeousauirue. B rpynre THUKarpeiopa Pa3BUBAJIOCH OoubIIIe

BHYTPUYEPENHBIX KPOBOMBIUSHUN, HE CBSI3aHHBIX C Mporenypamu (n=27 KpPOBOUBIUSHUHN Y
26 manuenTtos, 0,3%), yem B rpymnmne kiaonugorpena (n=14 kposousnusiuuii, 0,2%), U3 KOTOPBIX
11 xpoBousnusiHUI Ha TUKarpenaope U 1 Ha kiIonuaorpene ObuK JeTanabHbBIMU. OJIHAKO HE OBLIO
3HAYMMBIX Pa3IMuuil 10 O0IIEeMy YHCITY JIeTaIbHBIX KPOBOTeUCHUH. [IpOLIeHT BHYTpHUYEpETHBIX
KPOBOMBJIMSHUNA OBUT HU3KUM B 00€MX TpyINax J€YeHUs, YYUTHhIBas 3HAYUTEIbHBIE
COITYTCTBYIOIIME 3a00J€BaHUsl U (aKTOPBI pUCKa Pa3BUTUS CEPAECUHO-COCYAUCTHIX OCIOKHEHUN
B HCCJIEYEMOW MOMYJIALINY.

Jaunvie o cayuasx kposomeuenul 6 uccieoosanuu PEGASUS (oyenka no Kannan-Meiiep (%)
Ha 36 mecsy)

B uccnenosanun PEGASUS Gonbine kpoBoTeueHus no onpenenenuto TIMI npu npumeneHnu
Ttukarpenopa 60 Mr nBa paza B CyTKM Bo3HuKanu yaiie (2,3%), yem npu moHotepanuun ACK
(1,1%). He wnabmomanoch TMOBBIIEHUS pPHUCKA JIETAIBHBIX KPOBOTEUEHUH; a TOJIBKO
HE3HAUUTENIbHOE YBEJIMYEHHE YacTOThl BHYTpuuepenHoro KpoouznusHus (0,6%) 1o

cpaBHeHuto ¢ wmonorepanued ACK (0,5%). OTMe4eHO HECKOJIBKO CIIy4aeB JeTalbHBIX
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kpoBoteuenuii: 11 (0,3%) B rpynme tuxarpengpa 60 mprm12H0,3%), Borpymme MoHOTEpATHH

ACK. TloBbIlIeHHBIN PHUCK pa3BUTHA OOJBIIMX KpoBOTEeUeHUH Mo ompenencHuto TIMI mpu
OpUMEHeHUH TuKarpeiaopa 60 Mr Obu1 0OycNOBIIEH, TJaBHBIM 00pa3oM, Oosiee BBICOKOMH
4acTOTOM JpYyrux OOJbIIMX KpoBoTeueHuM no onpeneneHuto TIMI 3a cuer siBieHuil co CTOPOHBI
KKT.

Ha ¢done npumenenus tukarpenopa 60 Mr OTMEUE€HO MOBBIIIEHHE YACTOThI OOJBIINX MIIM MaJIbIX
kpoBoreueHuid 1o ompexneneHutro TIMI (3,4% npu npumenenun Ttukarpenopa 60 Mr 1o
cpapaeHnio ¢ 1,4% mnpu monotepanuun ACK), OonpmMX KpPOBOTEYCHHHA IO OIMPEACTICHUIO
PLATO (3,5% o cpaBaenuto ¢ 1,4%) 1 OONbIINX WK MaJBIX KPOBOTEUEHHI MO OINpPEIEICHUIO
PLATO (15,2% mno cpaBHenuto ¢ 6,2%). [Ipekpaienue jeueHus BCIEACTBHE KPOBOTECUEHUM
ObLIO Oosiee "acThIM pu npueme Tukarpenopa 60 mr, yem npu MoHorepammu ACK (6,2% u
1,5%, COOTBETCTBEHHO). BONBIIMHCTBO JTHX KPOBOTEUCHHI OBUTM MEHEE TSDKEIBIMU
(kmaccuuIUpoBaid KaKk KpPOBOTEUEHHS, TpeOyrolue MEIUIIMHCKOTO BMEIIaTeIbCTBa, IO
onpezaenenuto TIMI), Hanpumep, HOCOBOE KPOBOTEUEHHE, KPOBOTIOATEK, FTEMAaTOMBI.

[Ipodune OGonpimoro kpoBoreueHuss 1o omnpexneneHutro TIMI, Oonbmioro wian Majioro
KpoBoTeueHus no onpenenacHuto TIMI u 6onpmioro kpooteuenus no onpenenenuo PLATO y
Tukarpenopa 60 Mr ObUT COMOCTaBUM B HECKOJIBKMX 3apaHee OMpEeeNICHHBIX MOJArpYyIImax
(Hampumep, B 3aBUCMMOCTH OT BO3pacTa, MOJia, MacChl Tela, pachl, reorpaduyeckoro peruoHa,
COITYTCTBYIOIIMX 3a00JI€BaHM, COMMYTCTBYIOIIEH TEparuu U UICTOPUU OOJIE3HN).

Brympuuepennoe kposousnuanue. CIOHTAHHOE BHYTPHUYCPCIIHOC KPOBOUIJIMAHHUEC OTMCUAIU CO

CXOXeH YacToToW mpu NMpUMEHEHHH THKarpesnopa B no3ze 60 mr u monorepanuu ACK (mmo 13
ciyuaeB, 0,2% B Kaxaod rpymnme JedeHus). Yactora BHYTPUYEPEIHBIX KPOBOM3IMSIHUN
BCJIEJICTBHE TPaBMbI WM MPOLEAYPHI ObLIa HEMHOTO BBIIIE NPH TE€PANIUN TUKArpeiopoM B J103€
60 mr (15 cimygaes, 0,2%) no cpaBuenuto ¢ Monotepanueir ACK (10 cinyuaes, 0,1%). OTmeueHo
6 neTaNbHBIX BHYTPUYEPEIHBIX KPOBOU3IUAHUN NIPU MpuemMe TuKarpenopa 60 Mr u 5 neTaibHbIX
BHYTpUYEpPENHBIX KpoBom3iusHUNA — npu MoHoTepanuu ACK. Yacrora BHyTpHYepeNmHBIX
KPOBOM3IMAHUN ObUla HU3KOM B 00€MX TIpynmax JIeYeHUs, YYUThIBasg 3HAUYUTEIbHbIE
COITYTCTBYIOIIME 3a001€BaHMsI U (PaKTOPhl pUCKa PA3BUTHUS CEPAECUHO-COCYIUCTBIX OCIIOKHEHUN
B HCCJIEYEMOW MOMYJIALINY.

Hannvie o cnyuasx kposomeuenuii 8 uccieoosanuu THALES

OO6ue na"Hble Mo kpoBoTeueHUsM B uccinenoann THALES npencraBnens Huxke.

AHa/u3 cjy4aeB KPOBOTEYEHHH: YAaCTOTAa KPOBOTeYeHHMH B rpynnax repamum 4depe3 30

nueii, onenka no Kamman-Meiiep (THALES)®

TukarpeJsop 1Ba pa3sa Monotepamusa ACK
B cyTkn +ACK N=5493
N=5523
Koneunbie TOUKkH IManueHTsl ¢ | KM% | OtnHomenue | IManueHTsI ¢ | KM% | p-3HaueHue
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0e3omacHoOCTH cOOBITHAMU PHCRDB [~ [ E}‘_‘IEFEEL‘.’FE’H EHOCTL 0003)
(95% JIN) :

Kareropumn kpoBotedenuii mo onpenejenno GUSTO

Tspkenoe KpOBOTCUCHHE TI0 28 (0,5%) 0,5% 3,99 7 (0,1%) 0,1% 0,001

omnpenenenno GUSTO (1,74, 9,14)

Tspxenoe uiam ymMepeHHOE 36 (0,7%) 0,6% 3,27 11 (0,2%) 0,2% <0,001

KPOBOTEUCHHE TIO OTPEACICHHUIO (1,67, 6,43)

GUSTO

Tlomymsiuust  UIsl  MOJIHOTO —QHAIM3a — AHAIM3 COIVIACHO HA3HAYCHHOMY JICUCHHIO: BKIIIOYAl BCEX

pPaHAOMU3UPOBAHHBIX MAIIMEHTOB HE3aBUCHUMO OT COGJ’IIOZ[CHI/IH HMH TPOTOKOJIa W TMPOAOJLKCHHUA Y4YaCTHUd B
HCCIICOJOBAHUU.

B uccnenoBanun THALES uacrota Tsbkenbix kpoBoTeueHuilt mo ompeaenennto GUSTO B
rpymme Takarpenopa B 1o3e 90 mr aBa pasa B cyTku B komOuHanmu ¢ ACK Obuia Bblle, yeMm B
rpynne moHotepanuu ACK. Cxokas kapTuHa Habmoganach [Uisl KaTETOPUM TSDKEIBIX N
yMepeHHBIX KpoBoTeueHud mo ompeneneauio GUSTO (cm. tabmuiy 2). BBuay HeOO0JBIIOTO
ymclia TsKeNbIX KpoBoteueHuil no onpenenennto GUSTO Henw3s caenarh Kakux-JIn0o BbIBOJOB
OTHOCHUTEIIBHO pPHCKAa KPOBOTEUYEHHs B PAa3IMYHbIX moArpymnmax. llpekpamenue Ttepanun
BCJIE/ICTBHE KPOBOTEUECHHUS OBLJIO O0Jiee YacThIM MpU MPUMEHEHUU TUKarpenopa B 03¢ 90 mr ¢
ACK, ueMm nipu moHoTepanuu ACK (2,9% u 0,6% cooTBETCTBEHHO).

Brympuuepennoe KpOoBoUusiuirue u _ JjemajlbHoe KpoeomedeHue. BCETO MMpon3011J10

21 BHyTpuuepenHoe kpoBouznusHue (19 cnonTanHbix, 1 TpaBmaruueckoe, 1 cBs3aHHOE C
npoueaypamu) B rpynme Tukarpenopa 90 mr ¢ ACK u 6 BHYTpUYEPENHBIX KPOBOU3IUSHUI
(3 cnoHTaHHBIX, 2 TpaBMaTUYEeCKUX, | cBsI3aHHOE C MpoleaypaMu) B rpymie MoHoTepanuu ACK.
JleranpHblie kpoBOTEUeHUS Mpon3onuin y 11 manuento (10 JeTanbHBIX BHYTPUUYEPETHBIX
KPOBOU3JIMSAHUHN, | JleTaibHOE >KEITyAOYHO-KMILEYHOE KPOBOTEUEHHUE) B IpyIIE TUKarpeaopa
90 mr ¢ ACK u y 2 nmauueHToB (2 JeTaabHBIX BHYTPUUEPENHBIX KPOBOU3IUSHUS) B TpYIIe
moHotepanuu ACK.

Oovluka

B wuccnenoBanun PLATO HexenaTenbHbIE pEaKIMU B BUAEC OJBIIIKUA (OJABIINIKA, OJBIIIKA B
MOKO€, OJbIIIKAa NMpHU (PU3MUECKON Harpy3ke, MapoKCHU3MajibHash HOYHAs OJBIIIKA W HOYHAas
OJIBIIIKA) pa3BUBAIUCH Yy 13,8% maiueHToB, MOTyYaBLUIMX TUKArpenop B no3e 90 mr aBa pasa B
CYTKH, U 'y 7,8% NalMeHTOB, MPUHUMABIINX KJIOMUIOTPEN B 103€ 75 Mr onuH pa3 B cyTku. Ilo
OIICHKE uccieaoBarene, y 2,2% NalyMeHToB U3 TPYIIIBI TUKAarpeyiopa OJblliKa Obulia CBsi3aHa ¢
Tepanuel. bBONBIIMHCTBO CilydaeB OJABIIKK ObUIM CIIa0BIMU M YMEPEHHBIMH 10 CBOEU
MHTEHCUBHOCTH M 4acTO pa3pelajuch 0e3 OTMEHBI MpoBOoAMMON Tepanmuu. OOBIYHO OBIIIKA
pa3BHBaJIach B Hayaje Tepanuu U 'y 87% NalnnueHTOB BO3HUKAJIA B BUAE OJHOKPATHOIO AIHU30/a.
Oppllka B BHUJAEC CEPHE3HOM HEXENATeIbHOH peaknuu oTtMmedanack y 0,7% TanueHToB,
MOJTy4yaBUINX TUKarpesop, Uy 0,4% manueHToB, NPUHUMABIIMX KIOMHUIOTPEI.

[TatMeHTh, Yy KOTOPBIX OTMEYalIM pPAa3BUTHE OMBIIKH, ObUTH Oojiee MOXKHIOrO BO3pacTa,

3a4aCTy0 y HUX OO0 Hadajla TCpalluh THUKArpeJIopoM ObllIa OTMEUYEHA OJbIIIKa, XpOHUYCCKAA
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cepmeunas HenmocratoyHocth, XObJI wmm| BA. [lammsie frecacropasust - PLATO, ne

CBUJIETEIBCTBYIOT O TOM, YTO OoJiee BBICOKAsl YaCTOTA OJBIIIKK Ha (JOHE TUKArpesopa CBA3aHa C
Pa3BUTHEM HOBOIO WM YXYJIIUICHUEM MMEIOUIErocs 3a0o0JieBaHUs cepAlla WM  JIETKHUX.
Tuxarpenop He BIMAET HAa MOKa3aTeau (PyHKIMHM BHEIIHETO AbIXaHus (CM. paszzuen 4.4).

B wuccnenoBanmum PEGASUS oppimka otmevanack y 14,2% manueHTOB, MOJTydYaBIIAX
TUKarpesop B Ao3e 60 mr aBa pa3a B CyTKU, U Y 5,5% NanUEeHTOB, MOJyYaBIINX MOHOTEPAIHUIO
ACK. Kak u B uccinenoBanuu PLATO, B OONbIIMHCTBE cllydaeB OJBIINIKA Obuta cinaboil win
YMEPEHHOM CTENEH! BBIPaXKEHHOCTH (CM. pazien 4.4).

B uccnenosannu THALES pa3BuTue OJbIIIKK MPUBEIO K OTMEHE UCCIEAYEMOro Ipenapara y
1,0% wu 0,2% nanueHToB, MOJYYHBIIMX THKarpeiaop B no3e 90 mr B komoOmnHamuu ¢ ACK, u
MoHoTepanuio ACK, COOTBETCTBEHHO.

Jlabopamopnvie u uncmpymenmanvHule OauHble

Llosvluenue KOHUyermpauuu MOYEBOU KUCAONIbL

B uccnenoBanun PLATO koHueHTpaiyst MOYEBOM KHMCIOThI B CHIBOPOTKE IOBBIIIAIACH BBIIIE
BEPXHEH rpaHUIbl HOPMBI Y 22% MalMeHToB, MOy4aBIINX THKArpeaop, mo cpaBHeHuto ¢ 13%
NAIUEHTOB, MOJy4aBIIUX Kionujaorpesn. COOTBETCTBYIOLIEE KOJIMYECTBO B HCCIEAOBAHUU
PEGASUS cocraBumno 9,1%, 8,8% u 5,5% B rpynnax tukarpenopa 90 mr, 60 mr u mnaie6o
COOTBETCTBEHHO. CpelHsAs KOHLEHTpALUs MOYEBOW KHUCIOTHI B CBHIBOPOTKE IOBBIIIATACH
npuMepHo Ha 15% mpu NpUMEHEHMM TUKarpesiopa Mo CpaBHEHUIO ¢ IpuMepHo 7,5% mpu
IPUMEHEHUN KJIOMMJIOTPENa, U IOCJIEe MPEKpaleHUs] Tepalluy CHU3WIACh IpUMEpPHO 10 7% B
rpynmne Tukarpenopa, 0e3 cCHWXeHMsI B rpymme kionujporpena. B uccnemoBanun PEGASUS
ObUIO OTMEYEHO O00paTHUMOE IMOBBIIIEHHWE CpeIHEell KOHIEHTpallud MOYEBOM KHUCIOTHI B
celBOpoTke Ha 6,3% u 5,6% npu npuMeHeHuu Tukarpenopa B no3ze 90 mr u B no3e 60 mr
COOTBETCTBEHHO, [0 CPAaBHEHHUIO cO CHIDKeHHeM Ha 1,5% B rpynne mane6o. B nccnenoanun
PLATO wacrora pa3BuTHSl Tomarpudeckoro aprputa cocraBwia 0,2% mpu NpUMEHEHUH
tukarpeaopa mnpotuB  0,1% npum npuMeHeHum  kionugorpena. Yacrora  pa3BUTHA
nojarpsl/nogarpuueckoro aprpura B uccinenoanuu PEGASUS cocrasuna 1,6%, 1,5% u 1,1% B
rpynnax tukarpesnopa 90 mr, 60 Mr u mianedo COOTBETCTBEHHO.

Takorce npu npumerenuy muxazpenopa Obliu OMmeyeHbsl:

— HEeXXeJaTelNbHbIe PEaKIMM, CBS3b KOTOPHIX C IPUEMOM IpenapaTa HE MOXET OBITh
UCKJIIOYEHa C YYeTOM MeXaHu3Ma JIeHCTBHS THKarpeiaopa: TPOMOOIMTONEHHUs, MMMYyHHas
TPOMOOIIUTONIEHUYECKAs TypIypa, TPOMOOIMTO3, KOAryJomaTusi, TPOMOOIMOOHUsS JIETOYHOU
apTepuu;

— HE)XeJaTeNbHble  peaklWH, BEpOSTHO, TMPEACTaBIAIONIME  COOOH  MPOSBICHUS

THUIICPYYBCTBUTCIBHOCTHU K IIpCHapary: KpalluBHULA, ICPMATUT,
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- HEXKETATENBHBIE PEAKIMH, CBA3b KOTOPBIX C [PHAEMOMI|INEHIPATA, e YCTdHOBICHA:

TeMOKOHIICHTpAIMSA, IIOBBIICHNE T'€MaTOKPHUTA, CHIKEHHE TEMOIJIOOMHA, TPEBOXKHOCTB,
0ecroKONCTBO, OECCOHHMIIA, UIIEMUYECKUN WHCYIBT, TPEMOp, adoHuUs, TUCHOHMS, TaXUKAPIAUS,
apTepuanbHas THUIEPTEH3Hs, OO0Jb B TPYydW, HApPYUICHHWs pHUTMa cepana (B TOM 4HCIE,
GuoOpwIIsAIMsa TpencepaAnii, KEIyAOYKOBas AKCTPACHUCTONIUS), HApYIIEHHE IPOBOJAUMOCTH
cepaua, mnepudepudeckue OTEKH, Kallenb, acTMa, OpPOHXOCHa3M, TacTpuT (B TOM YHCIE,
SPO3UBHBIN), s3Ba JKEIyldKa, OOJb B DJIHWracTpUM, MAHKPEATUT, OCTpas IoYeuHas
HEIOCTaTOYHOCTh, apTParvs, MHUAITUs, acTCHUs, HEJOMOTaHHWE, yBEJIHMYEHHE KOHICHTPALUU
OmMpyOrHa B KPOBH.

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HCXKCJIATCIBbHBIX PCAKIINAX

Baxxno coobmiath 0 mo03peBaeMbIX HEXENaTeIbHBIX PEaKIUAX MOCJe PEerucTpalluy mpenapara
C Ienplo 00eCredYeHHsT HENPEePhIBHOIO MOHHUTOPHUHTA COOTHOIICHHUS <II0JIb3a — PHCK»
JICKapCTBEHHOTO Mpernapara. MeIuIuHCKUM pa0OTHHUKAM PEKOMEHIYeTCs COOOIIaTh O JHOOBIX
MOJI03PEBAEMBIX HEXKENATEIbHBIX PEAKIMAX JICKAPCTBEHHOTO Iperapara yepe3 HallMOHAJIbHBIC
CUCTEMBI COOOIIEHUS O HEXKENIATeIbHBIX pPEAKIMIX TOCYIapCTB — WICHOB EBpasuiickoro
SKOHOMMYECKOTO COI03a.

Poccuiickas ®@enepanus

OenepanbHas ciryx0a 1o Hax3o0py B cdepe 3apaBooxpanenus (Poc3apaBuanzop)

Anpec: 109012, r. MockBa, CnaBstHcKasi 1iiomaib, a. 4, ctp. 1

Temedon: +7 800 550 99 03

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru

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

Pecny6nmka benapychb

PVII «ldeHTp 3KCIEPTU3 K UCIIBITAHUI B 3IPAaBOOXPAHEHU)
Anpec: 220037, r. Munck, niep. ToBapuieckuii, 2a
Tenedon: +375 17 231 85 14

®axkc: +375 17 252 53 58

Onekrponnast moyra: repl@rceth.by

Caii: www.rceth.by

Pecniy6nuka Kazaxcran

PecniyOnvikaHCKkoe TOCYJapCTBEHHOE MPEANPUATHE Ha TpaBe XO3SWCTBEHHOTO BEJCHHS
«Hanuonanbueiii L{eHTp JKCHepTH3bl JIEKAPCTBEHHBIX CPEICTB M MEIUIIMHCKUX HW3JIETHID)
Komutera MmequiuHckoro u apmareBTrHueckoro kKontposs M3 PK

Anpec: 010000, r. Acrana, yi. Mmanosa, 13

Temedon: +7 7172 78 98 28
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OnektponHas mouta: farm@dari.kz (MOCNEOOBATENEHOCTE 0003)

= R

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Caiit: www.ndda.kz

PecniyOnuka Apmenus

AO3T «HayuHblil IEHTp KCIIEPTU3BI JIEKAPCTB U MEAULIMHCKUX TEXHOJOTUN UM. aKajJeMuKa O.
["abpuensnay»

Anpec: 0051, r. Epesan, nip. Komuraca 49/5

Tenedon: +374 60 83 00 73

Caitt: www.pharm.am

Ksipreizckas PecryOnmka

JlenapTaMeHT JEKAPCTBEHHBIX CPEACTB M MEAUUMHCKUX M3Jenuil 1npu MuHHCTEepCTBE
3npaBooxpaneHust Keipreizckoit PecrryOnuku

Anpec: 720044, r. bukex, yiu. 3-a Jlunus, 25

Tenedon: 0800-800-26-26, + 996-312-21-92-88

Onekrponnas moura: dlomt@pharm.kg

Caiit: www.pharm.kg

4.9. Tlepeno3upoBka

CumMnromsl

Tukarpenop XopoIo NIepeHoCUTCs B OAHOKpaTHOU fo3¢e npenapara 10 900 mr. B ennHCTBEHHOM
UCCIICIOBAHUM C YBEJIMYEHHMEM J103bl HeOnarompusitHoe BozaeiictBue Ha JKKT Obuio
JO30JUMUTUPYIOIIUM. JIpyrumMu KIMHMYECKM 3HAUMMBIMM HEKEJIAaTEeJIbHbIMU PpEaKLUsIMU,
KOTOpBIE MOTJIM HAOMIOAATHCS MPH MEPEA03UPOBKE, ObUIN OJIBIIIKA U KENTyI04YKOBbIE May3bl. B
cillyyae Nepef03UpPOBKM PEKOMEHIYeTCsl OCYIIECTBIATh HAOIIOACHHE Ha TNpPeAMET ITHX
HE)KEJIaTEJIbHBIX PEaKUil U IPOBOJUTh MOHUTOpUpoBaHue JKI'.

Jleuenune

B nacrosiiee BpeMst aHTUJIOT A7l ycTpaHeHHs 3((EKTOB TUKArpeaopa HEU3BECTEH, TUKArpesIop
HE BBIBOAUTCS NpH remoauanuse (cM. paszaen 5.2). Ilpu nepeno3upoBke cieayeT MPOBOAMTH
CUMITOMAaTUYECKYIO TEpalMI0 B COOTBETCTBUU C JIOKAJBHBIMM CTaHZapTaMH. B cBsizu ¢
MHTMOMPOBAHUEM TPOMOOLIMTOB YBEIMYEHUE NPOIOKUTEIBHOCTH KpPOBOTEUEHMS SIBIISIETCS
OKHJaeMbIM (papMaKOJIOTHUYECKUM AeHcTBHEM Mepeno3upoBku mpenaparom Katunopukc. [Tpu
pPa3sBUTHM KPOBOTEUYEHMsT HEOOXOIUMO TMPOBOAMTH COOTBETCTBYIOIIME IOJIEPKUBAIOIINE

MEPOIPUSTHS.

5.  ®APMAKOJIOTMYECKHUE CBOMCTBA
5.1. dapmakoanHaMH4YeCKHe CBOICTBa

q)apMaKOTepaHeBTI/ILICCKaSI rpyimia: aHTI/ITpOM6OTI/ILICCKI/IC CpeACTBA, AHTHUAIPETaHTBI, KPOMC
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relapuHa. (NOCNEQCBATENEHOCTE 0003)

Kon ATX: BO1AC24

Mexanuszm neiicTBus

[Ipenapar Katumopukc COAEpKUT B CBOEM COCTABE THUKArpenop, MpeACTaBUTEIb XUMUYECKOTO
KJ1acca IUKJIONEHTUITPUA30JIONUPUMHUIMHOB, KOTOPBII SIBISETCS NEPOPaTbHBIM, CEIEKTHBHBIM
U 00paTuMbpIM aHTaroHUcCToM P2Y12 penentopoB NpsMoro AEUCTBUS W MPEAOTBpPAIIACT
ageHosuHaudocdar-onocpenoBanuyr0  P2Y12-3aBucuMyi0  aKkTHUBalMi0O W arperamuio
TpoMOonHuTOB. THKarpenop He MpenoTBpaliacT CBsi3piBaHUE aneHosuHaupocdara (ALD), HO
ero B3aumojeiicteue ¢ P2Y12 peunentopom TpomMOomuToB mpenorBpamaer  AJD-
UHAYUUPOBAHHYIO TPAHCAYKLHIO CcUTHalOB. Tak Kak TpoMOOIUTH  y4yacCTBYIOT B
WHUIIMUPOBAHUU W/WIA PA3BUTUU TPOMOOTHYECKHX OCIOKHEHUH aTepoCKiepo3a, ObLIo
MOKA3aHO, YTO MHTHOMpOBaHUE (DYHKIIUU TPOMOOIIUTOB YMEHBIIACT PUCK PAa3BUTHS CEPIICUHO-
COCYAMCTBIX IBIICHUH, TAKUX KaK JIETAIbHBIN ncxoa, UM unu uHCYINbT.

Tukarpenop uMeeT JOMOJIHUTEIbHBIA MEXaHU3M JIEHCTBUS, MOBBIIIAS JOKAIbHBIE KOHIIEHTPAIUU
SHJOTEHHOTO aJICHO3MHA MYyTeM HUHTUOMPOBAHUS SHIOTCHHOTO PABHOBECHOTO HYKJICO3UIHOTO
tpancnoptepa (ENT-1).

AneHo3uH o0pa3yeTcsi JOKalbHO B MECTax THIIOKCHMM U TOBPEXICHHUS TKaHEH myTeM
BBICBOOOXKIeHUST u3 aneHo3uHTpudochata u AJlD. Tuxarpenop wunrudbupyer ENT-1 u
MPOJUIeBaeT TEPUOJ TMONYBBIBEICHUS a/lEHO3WHA, TEM CAaMbIM YBEIHYMBAs €ro JIOKAIbHYIO
BHEKJICTOYHYIO KOHIICHTPAILIMIO, YCHJIMBAs JIOKAJbHBIA aJICHO3MHOBBIA OTBET. THKarpeiop He
UMeeT KIMHUYECKH 3HAuYMMOro MpsIMOTO BIUSHHUS Ha a/JeHO3MHOBBIE penentopbl (Al, A2A,
A2B, A3) u He Merabonu3upyeTcss [0 aJaeHO3WHAa. AJCHO3MH o001alaeT HECKOJIbKUMU
sddekramMu, KOTOpbIe BKIIOYAIOT B ce0s: Ba30UIaTaIlMI0, KapAUOMPOTEKIIMIO, THTHOUPOBaHUE
arperauy TpoMOOIIMTOB, MOAYJISIIMIO BOCMAJICHUS! M BOSHUKHOBEHHUE OJIBIIIKH, KOTOPHIE MOTYT
BIUATh Ha KIWHAYECKHH Tpodmib THKarpemopa. bbulo TMoOKa3zaHO, 4YTO Yy 3J0POBBIX
nobpoBosbileB U 'y manueHToB ¢ OKC tukarpenop ycunuBain crienyromue 3QpQpexTsl aeH031uHa:
Ba30/MIaTAllMI0 (OIICHHBAEMYIO KaK YBEIMYEHHE KOPOHAPHOTO KPOBOTOKA Yy 370POBBIX
J0OPOBOJIBIIEB; TOJOBHYIO 00JIb), MHTHOMpOBaHUEe (GyHKIUU TpoMOOIMTOB (IN VILr0 B LeNbHON
YEJIOBEUECKOM KpOBHM) M OJNBINKY. TeM He MeHee, CBS3b IOBBIIMICHHBIX JIOKAJIbHBIX
KOHIIEHTpAllUi aJIeHO3WHA C KJIMHWUYECKUMH HWCXOoJaMH (MoKa3aTtenu 3a001eBaeMOCTH U
CMEpPTHOCTH) HE JIOKa3aHa.

dapmakonuaammueckue YOO EKTHI

Hauano oevicmeus
VY namnuenToB co crabmibHbIM TeueHueM UbC na pone npumenenuss ACK tukarpenop HadmHaet

6I>ICTpO IleﬁCTBOBaTB, 4TO IMOATBECPIKAACTCA pPE3yJibTaTaMH OIPCACIICHHUA CPCAHCTO 3HAUCHUA
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uHrubupoBanus arperauun tpomobouuTos (MAIT): uepey |05 qaca moeie-mpuema Harpy3oqHO

no3b1 180 mr tukarpenopa cpeanee 3HaueHne MAT cocrasisier npumepHo 41%, MmakcumanbHOe
3nHauenue AT 89% nocturaercs

yepe3 2-4 yaca mocie IpueMa Ipernapara U NOJIJEp)KUBaeTcs B TedeHue 2-8 4dacoB. Y 90%
MalKueHTOB oKoH4yaTenbHoe 3HaueHue AT Gomee 70% nocturaercs yepes 2 yaca mociie nmpuemMa
npernapara.

Koney oeticmeus

[Ipu mmanupoBanun AKII puck kpoBOTE€UEeHHN BO3pACTaET, €CIIM THUKArpeiaop MpeKpaliarT
MEHee 4eM 3a 96 4acoB 40 MPOLEAYPHI.

Jlaunvie o nepexooe ¢ 00H020 npenapama Ha Opy2oul

[lepexon ¢ kmomuaorpena Ha THUKArpejaop MPUBOIUT K YBEIMYCHHIO aOCOIIOTHOTO 3HAYCHUS
UAT na 26,4%, a u3MeHEHHE TEpauu ¢ TUKArpesiopa Ha KIOMUAOTPES MPUBOIUT K CHUKEHHUIO
abcomotHoro 3Hadenuss MAT Ha 24,5%. MoxHO MEHSATh Tepamui0 ¢ KIONUAOrpena Ha
THUKarpesop 0e3 mpepbIBaHus aHTUTPOMOOTHYECKOTO 3 deKTa.

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Hccneoosanue PLATO (ocmpuiti kopoHapHblti cUHOpOM)

B uccnenoanuu PLATO yuactBoBano 18624 nanueHTta, y KOTOpPBIX B TeueHUE 24 4acos,
MPEIIEeCTBOBABIINX BKJIIOUYEHHUIO B HCCIEIOBaHHE, PA3BUIMCh CHUMIITOMBI HECTAOMIBHOMN
creHokapauu, UM 6e3 mogbema cermenTa ST win UM ¢ moasemom cermenta ST u KoTopbie
JICYWIINCH KOHCEpBAaTHBHO, 00 mocpeactsom YKB mmu AKILL. Ha done exxenneBHOM Tepanuu
ACK Ttuxkarpenop B 103e 90 Mr 1Ba paza B CyTKH CPAaBHHBAJICS C KJIOMUIOTPENIOM B J103€ 75 MT B
CyTKH B OTHOWIEHUH OS(PPEKTUBHOCTH B MPEIYNPEKIACHUU PA3BUTUS KOMOWHHUPOBAHHOMN
KOHEYHON TOYKH, BKJIIOYAIOUIEH CEplIeYHO-COCYIUCTYIO cMmepTh, MIM wiM HMHCYnbT, 3a cuer
BIIMSIHUSL HA YaCTOTY CEPACYHO-COCYAUCTON cMepTh U IM.

DddekT THKarpenopa nposiBisuics paHo (Ha 30 neHp cHkeHue adcomoTHoro pucka (CAP) Ha
0,6% wu cumxenune otHocutenbHoro pucka (COP) ma 12%), ¢ mogmep:kaHueM MOCTOSHHOTO
sddekra Tepanuu B TeueHue 12 mecsaues, uro npuBoauio k CAP na 1,9% u COP Ha 16% B
TE€YEeHHE roja.

Tukarpenop CHM)KAaeT OTHOCUTENBbHBII PUCK KOMOWHHPOBAHHON KOHEYHOH TOYKU (CEpedHO-
cocynuctas cmeptb, MM wu wuHCynbt) Ha 16% (oTHOmeHnue puckoB (OP) 0,84;
95% nosepurensHbIid uHTEpBaT (JN) 0,77-0,92; p = 0,0003), cepiedHO-COCYAUCTON cCMEpPTH Ha
21% (OP 0,79; 95% 11 0,69-0,91; p = 0,0013), UM na 16% (OP 0,84; 95% JI1 0,75-0,95; p =
0,0045).

O} dexTUBHOCTh THKArpenopa MoKazaHa y pa3lIUYHBIX MOJTPYII MAIUEHTOB, HE3aBUCUMO OT

TCJIa, I10JiIa, HAJIMYWUA B aHAMHE3C CaXapHOTIo zu/Ia6eTa, TpaH3I/ITOpHOI>'I HUIIEMHUYECKOM aTaKu WU
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HETEMOPPArnY€ECKOTO MHCYIIBTA, PEBACKYIAPH3AINH, ([COMYTECTRYIOMIGH [TFepanmnL, (BKInQUas

renapuH, WHrHOUTOpHI TiauKonporenHoBbiXx IIb/Illa penentopoB, WHTHOUTOPBI MPOTOHHON
noMmIiel (cM. pazzaen 4.5)), okondarensHoro auarHoza (MM 6e3 moasema cermenta ST, UM c
noxseMoM cermMeHTa ST M HecTaOWIbHAs CTEHOKapAWs) U JICYEHMs], 3aIUIAHUPOBAHHOIO IIPU
paHzoMU3alny (MHBa3UBHOE UJIM KOHCEPBATHUBHOE).

Tukarpenop npoaeMoHCTpupoBai cratuctuuecku 3HaunMoe COP 1o COBOKYITHOMY KPUTEPHUIO:
cepaeuHo-cocyauctas cMeptb, UM u uncynet — y nauuertoB ¢ OKC, KoTopsIM 3araHupPOBaHO
unBasuBHoe BMmemarensbctBo (COP 16%, CAP 1,7%, p = 0,0025). B nouckoBom aHanusze
TUKarpesnop Takxke npoaemMoHcTpupoBan COP no nepBUYHONW KOHEUHOW TOYKE Y MAIIUEHTOB C
OKC, kotopsiM Ha3zHauanach koHcepBatuBHas Tepanus (COP 15%, CAP 2,3%, nomuHansHOe p
= 0,0444). Y nauMeHTOB IIOCJIE€ CTEHTUPOBAHUSA NPU NPUMEHEHUM THUKarpeiaopa OTMEYaloch
CHWIKEHHUE YaCTOThI MOATBEPKAeHHOTO Tpombo3a cteHToB (COP 32%, CAP 0,6%, HoMuHanbHOE
p=0,0123).

Tukarpenop BbI3biBan cratuctuuecku 3Hauumoe COP na 16% (CAP 2,1%) no coBokymHOMY
KPUTEPUIO CMEPTh OT BCeX NpuuuH, MM 1 UHCYIBT.

COP cmepTH OT Bcex IpUYUH Ha OHE MpHeMa THUKArpenopa cocTaBmio 22% mpu HOMUHATHLHOM
ypoBHe 3HaunmocTH p = 0,0003 u CAP — 1,4%.

Cogokynnblii Kpumeputi 06veouHeHHOU 3hGhexmusnocmu u be3onacHocmu

CoBokynHbIN  kputepuii o0beanHEHHON dddekTuBHOCTH U Oe3omacHOCTH  (CepledyHo-
cocyauctas cMmepTb, WM, wuHCYAbT wiu OOJIbIIOE KPOBOTEUEHUE 10  OIPEACICHUIO
uccienoBanust PLATO) mnonreepkgaer, uro B TeueHue 12 wmecsueB mnocie OKC
MOJIOKUTENBHBINA A((EKT TUKArpenopa He HEUTpaTU3yeTcsl ClydassMi OONBIINX KPOBOTEUECHUN
(COP 8%, CAP 1,4%, OP 0,92; p = 0,0257).

HUccneoosanue PEGASUS (MM 6 anamnese)

UccnenoBanne PEGASUS TIMI-54 ¢ yuactuem 21162 manueHTOB MPOBOIUIIOCH ISl OLICHKH
npOoQUTAKTUKHA aTepOTPOMOOTUYECKUX OCTIOKHEHUH MPH MPUMEHEHUU TUKarpeiopa B no3e 90
MT JIBa pa3a B CYTKH WM B J03e 60 Mr /1Ba pa3a B cyTku B komOuHanuu ¢ ACK B Hu3Ko# 103€ 1o
cpaBHeHHI0 ¢ MoHoTepanue ACK y narnuentoB ¢ UM B anamHese.

B uccnenosanue BKiro4anu nanueHToB B Bo3pacte 50 ser u crapuie ¢ UM B anamHese (B
TedeHue 1-3 JeT 10 paHIOMH3AINH) U C KAK MUHUMYM, OJHUM U3 CIEAYIoIuX (GakTOpOB pUCKa
pa3BUTHS aTEpPOTPOMO03a: BO3PACT > 65 jieT, caxapHblil 1uadeT, TpeOyrouuii

JIEKapCTBEHHOW  Tepamuu, BTOpPOM  paHee  mepeHeceHHbld MM,  moarBepxkaeHHOE
MHOT'OCOCYJIUCTOE TOPaKEHHE KOPOHAPHOIO pycia WM XPOHHYECKOEe HapylleHue (yHKIUU

IMOYCK HCTCpMHH&J’IBHOﬁ cTaguu.
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Tukarpenop B 103e 60 Mr Ba pasa B CyTK U B 03¢ 9 v aBa pasa BICyIki|B)KOMOAHAONH C

ACK ©Op1  »bdexktuBeH B  TPEeAOTBpAIlCHUH  aTEPOTPOMOOTHYECKUX  OCJIOKHEHUU
(KOMOMHHMPOBAHHOW KOHEYHOW TOYKHM, BKIIIOYAIOLIEH CEpIeYHO-COCYIHCTYI0 cMmepTh, MM u
UHCYIJIBT), C TOJJIEpPKAaHHEM MOCTOSHHOrO 3(¢eKTa Tepanuu B TEUCHHE BCEro Mepuoja
uccienoBanus, 4yTo npuBoauwio K cHkeHuto (COP) na 16% u cumxenuto CAP na 1,27% npu
npuMeHeHnn Tukarpesnopa B no3e 60 mr m cHmwxenntro COP nHa 15% u CAP na 1,19% npu
IIPUMEHEHUHU THKarpesiopa B 103¢ 90 mr.

Hccneoosanue THALES (ocmpwiiti uwemuueckui uncyiom uiu THA)

UccnenoBanne THALES — pangoMu3upoBaHHOE TBOMHOE CJEMNOE IUIAIe00-KOHTPOIUPYEMOE B
HNapajyieNIbHBIX ~ IPyNIax MEXIYHapOJHOE€ MHOIOLEHTPOBOE  YIPaBJIAEMOE COOBITHSAMU
uccnenoBanue 3 ¢aspl ¢ yaactiuem 11016 manueHTOB — MPOBOIMIIOCH Uil IPOBEPKU TUIIOTE3BI,
yro Tukarpenop B go3e 90 mr B xomOmHammu ¢ ACK mpeBocxoaut monotepanuio ACK B
IPEJOTBPALICHUN UHCY/IbTa U CMEPTH y MALMEHTOB C OCTPHIM HILIEMHUYECKUM HHCYJIBTOM WU
TUA.

B uccnenosanue BkiIoyaiy nmanueHToB B Bo3pacte 40 JieT U crapiie ¢ HeKapAHn0dIMOOIMYECKUM
OCTPBIM HMIIEMHUYECKUM MHCYIbTOM (oueHka o mkane NIHSS < 5) unmu TUA Bbicokoro pucka
(ouenka no mkane ABCD2 > 6 wiu uncunaTepaibHbI aTepocKiIepoTHdeckuii creHo3 > 50%
BHYTPEHHEH COHHOM apTepuM WM HMHTpaKpaHualibHOW apTepuu). [lanueHToB, KOTOPHIM OBLI
BBIIIOJIHEH TPOMOOJIM3MC WJIM TPOMOAIKTOMHUS B TedeHHE 24 4acoB 10 paHAOMM3allUd, HE
BKJIIOYAJIM B UCCIIEIOBAHUE.

B uccnenoBaHuuM ydacTBOBaNIM NAIlMEHTHI, PaHIOMHU3UPOBAHHBIE B TeUYeHHE 24 4YacoB IOCIE
Hayajga OCTporo uieMmuueckoro uHcynsra win THA. ITanuents: nonydanu tukarpenop (90 mr
JIBa pa3a B CYTKH, cOo cTapToBoi Harpy3o4yHoil mozoif 180 mr) u ACK wumm Tonsko ACK B
teuenue 30 nuei. Pexomenmyemasi noza ACK cocraBmsuia 75-100 mMr oguH pas B CyTKH, a
crapToBasi Harpy3o4Has no3a — 300-325 mr. Meanana npog0DKUTETFHOCTH JISYEHUST COCTaBHUIIA
31 neHs.

Tuxarpenop B 103e 90 mr 1Ba pa3a B cyTku B komOuHanmu ¢ ACK npeBocxo1uin MOHOTEPAITUIo
ACK B nipe1oTBpalieHu cOObITUI KOMOMHUPOBAHHON KOHEYHOM TOYKH, BKIIOYAIOIIEH HHCYIIBT
u cmepth (OP 0,83; 95% AU 0,71-0,96; p = 0,015), uto coorBercTBoBasio COP na 17% u CAP
Ha 1,1%. Dddext Obu1 00yCHOBICH CHIKEHHMEM YaCTOThl Pa3BUTHUS HMHCYJbTa, KOMIIOHEHTa
nepBudHOi KoHeuHOU Touku (COP 19%, CAP 1,1%).

OTMEYeHO CTaTHCTUYECKH 3HAYUMOE CHMIKEHUE YacTOThl Pa3BUTHUS HUIIEMHUYECKOIO HHCYJbTa
npu npuMeHeHuu Tukarpenopa B komOuHanuu ¢ ACK no cpaBHenuto ¢ moHotepanueit ACK

(COP 21%, CAP 1,2%).
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B 3amiaHupoBaHHOM MOMCKOBOM aHAIM3¢ Y MalieHTOB Oy @BILHX THKATPEOp BLI03§)90 Mr

¢ ACK, no cpaBHenuro ¢ MoHorepanueili ACK oTmMedeHO MEHbIIE CIIy4yaeB IOBTOPHOIO
WHCYJIbTA, MPUBOJSIIETO K MHBAIMIU3AMK (OLeHKa 1o mkaine mRS > 2) (150 (2,7%) npotus
188 (3,5%) coOTBETCTBEHHO).
3arIaHUpPOBAaHHBIA IIOMCKOBBIM aHaaM3 ObUI IMPOBEAECH y NAlMEHTOB C HIICHIATepabHbIM
aTepOCKIEPOTUYECKUM CTEHO30M > 30%, y KOTOPBIX ObUIO OTMEYEHO MEHbIIEE YUCIO COOBITUM
NEPBUYHON KOHEYHOW TOUKHM (KOMOMHMPOBAHHONW KOHEYHOH TOYKH, BKJIHOYAIOIIEH HMHCYILT U
cMepTh) npu Tepanuu Tukarpenopom B go3e 90 mr ¢ ACK no cpaBHenuto ¢ moHotepanueii ACK
(92 (8,1%) mportus 132 (10,9%) COOTBETCTBEHHO).
DddekT neuenus tuxkarpeiaopom B komOunanuu ¢ ACK no cpaBHeHuto ¢ Monotepanueit ACK
OBLI COIOCTaBUM B 3apaHEE ONPEIEICHHbBIX TOATPYIIaxX MalueHTOB.

eTH
B pannoMu3upoBaHHOM JIBOMHOM CIlIENIOM IL1ale00-KOHTPOJIMPYEMOM HCCIENOBaHUU 3 (a3bl
OCHOBHas 11€JIb B CHUKEHHH 4acTOThl Ba300KKJIFO3MOHHBIX KPU30B Y JieTeil B Bo3pacrte OT 2 10
18 51eT ¢ cepnoBUIHO-KIETOYHON aHEMHEN He ObLIa JOCTUTHYTA.
5.2. dapMakoKHHeTHYeCKHE CBOWCTBA
AOGcopbuus
Tuxarpenop ObicTpo abcopbupyercs, ¢ meauaHoil Tmax mpumepHo 1,5 uyaca. dopmupoBaHue
OCHOBHOTO LHpKyIupymoimero B kpoBu metabonmutra AR-C124910XX (Takke aKTHBHOTO) W3
TUKarpesiopa MpOUCXOJUT OBICTPO, cO cpenHeil meamanoil Tmax mpumepHo 2,5 uvaca. Ilocme
npuema Haromiak Tukarpenopa B no3e 90 mr Cpax coctaBmser 529 ur/mn u AUC —
3451 ar*u/m.
CoornHomenne Cpax u AUC wmerabonmura k THKarpenopy cocrasiuser 0,28 u 0,42
cooTBeTcTBEeHHO. CpeHss abCcoM0THAs OMOJOCTYITHOCTh TUKarpenopa coctasisier 36%. [lpuem
KUpHOU nuIM He BiusieT Ha Cpyax TuKarpenopa win AUC akTHBHOrO MeTaboiuTa, HO MPUBOJUT
K nosbieHuto Ha 21% AUC Tuxarpenopa u cHkeHHIO Ha 22% Cpmax aKTUBHOTO MeTaboIuTa.
Oty HeOOJbIINE H3MEHEHHS HMEIOT MUHHMAJIbHYIO KIMHHYECKYI) 3HAUUMOCTh; IO3TOMY
TUKarpesop MOKHO Ha3HayaTh BHE 3aBUCUMOCTHU OT IIpHEMa MHULIH.
Tukarpenop B BUJ€ CYCHEH3UU U3MEbYEHHBIX TaOJETOK B MUTHEBOM BOJE, NIPUHATON BHYTPb
WIM BBEJCHHOM B JKEJNYIOK 4Yepe3 Ha30racTpajbHBI 30HJ, OMOIKBHBAJIEHTEH THKarpesopy,
OpUHATOMY BHYTph B Bujae Tabnetok Tukarpenopa (AUC um Cpax TUKarpenopa u akTUBHOTO
MetabonuTa B nuamnazone 80-125%).
B cnyuae npuema cycrieH3uu nepBoHauanbHas sxcno3unus (uepes 0,5 u 1 yac mocne npuema)
ObuTa BbINIE, YEM MPHU IpUEMe TUKArpenopa B BHUJE TaOJIETOK THKArpenopa, HO B JalbHeHIeM

(oT 2 10 48 yacoB) Mpod b KOHIIEHTPAILUI ObLIT MPAKTHYECKH OJAUHAKOBBIM.
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Pacnipenenenne (NMOCNEOOBATENEHOCTE 0003)

O0BeM pacnipenienieHus] THKarpeiaopa B paBHOBECHOM COCTOSIHMH cocTaBiisieT 87,5 1. Tukarpenop
Y aKTUBHBII META0OJIUT aKTUBHO CBS3BIBAIOTCS C OCJIKaMU T1a3Mbl KpoBH (> 99%).

Buorpancdopmarus

CYP3A4 sBnsercs OCHOBHBIM M30(DEpMEHTOM, OTBEYAIOIIMM 3a METa0OJIM3M THKarpeiopa u
dbopMupoBaHHE aKTUBHOTO METabOJMTa, W HMX B3aUMOJCHCTBHS C JAPYTUMHU cyOcTpaTamu
CYP3A4 BappupylOT OT aKTUBAIlMH J0 WHTUOMPOBaHUA. THKArpenop W akTUBHBIA METaOOIUT
SIBJISIFOTCS C1a0BbIMU MHTMOUTOpamu rimkornporenna P (P-gp).

OcHOBHBIM MeTabosmToM THKarpesopa siBiasercss AR-C124910XX, koTOpbIii Takke aKTHUBEH,
YTO TMOJATBEPXKAACTCS pe3yibTaTaMM OLEHKU CBs3biBaHus ¢ P2Y12 peuenropom AP
TpoMOOIUTOB IN Vitro. CucTeMHasi 3KCIO3HMLUS aKTHBHOTO METa0OJIHMTa COCTABISICT IPUMEPHO
30-40% OT IKCITO3UITUU THKATPeIopa.

DJIMMUHALNS

OcHOBHOM TyTh BBIBEJICHUSI THUKarpejaopa — uyepe3 Me4eHO4Hb MeTabonu3Mm. Ilpu BBeneHuu
MEYEHOI'0 M30TOIOM THKarpeiopa B CpeJHEM BbLAeseTcsl npuMepHO 84% paauoakTUBHOCTU
(57,8% c¢ dexammsamu, 26,5% ¢ Modoi). BeiBeneHne THKarpelopa u akTHBHOTO MeTaboJuTa C
MOuOi1 cocTaBisgeT MeHee 1% 103bl. B OCHOBHOM aKTHBHBINH METa0OIUT BBIBOAUTCS C KEIYBIO.
Cpennuii mepuo] MONTyBbIBEICHUS THUKarpejaopa U akTUBHOTO MeTaboyuTa cocTaBisul 7 u 8,5
4acOB COOTBETCTBEHHO.

JInHeNHOCTh (HEIMHEHHOCTS)

Tukarpenop HeMOHCTpUPYET JHMHEHHYI0 (apMaKOKHMHETHKY, M OSKCIIO3MIIMS TUKarpeiaopa M
metabonuta (AR-C124910XX) npumepHO NponopLroHaIbHA 103€ BILIOTH 0 1260 Mmr.

CDaDMaI(OKI/IHeTI/I‘IeCKaH'd)aDMaKOHI/IHaMI/ILICCKaSI 3aBUCHUMOCTD

Hapywenue ¢pynkyuu novex

DKCMO3UIIMs TUKarpenopa npumMepHo Ha 20% HIKe, a ero akTHBHOTO MeTa0oInTa TPUMEPHO HA
17% BblIIe y NAMEHTOB C HApyLIEHHEM (QYHKUIUHU IO0YEK TSKEeNOW CTemneHu (KJIMpEeHC
KpeatnuHuHa < 30 MJI/MUH) IO CPaBHEHUIO C MAIIMEHTaMU ¢ HOPMaIbHOHN (PyHKIMEH MoYeK.

VY nanueHToB ¢ TepMUHAJIBHBIM HApyLIEHUEM (PYHKIIMH MOYEK, HaXOJAIIMXCS Ha FeMOIualns3e,
AUC u Cpax THKarpenopa B jgo3e 90 Mr, moixyd4eHHOTOo B JeHb 0e3 auanu3a, ObLIN
COOTBETCTBEHHO Ha 38% u 51% BBIlIE O CPAaBHEHHIO C MAIUEHTaMU ¢ HOPMAJIbHOU (yHKIMEH
nouek. Cxoxee yBEIMYEHHE OKCIO3UIUMM OTMEUEHO IIPU IPUMEHEHUM THUKarpeaopa
HENOCPE/ACTBEHHO TIepesl JAMalu30M, I[IOKa3blBas, YTO THUKarpeiop He AUaJIu3upyercs.
OKCMO3ULMS aKTUBHOTO MeETa0OoJIMTa yBEJIWYMBANIACh B MEHbIIEH CTENeHu. Y NalMeHTOB ¢

TEpPMUHAJIBHBIM HapylleHHeM (YHKIUU NOYeK BiIMsHUE THKarpenopa Ha MAT He 3aBuceno OT

28



COOTBETCTEBYET ZKCNEPTHOMY OTUETY
ot 20.03.2024 N2 5466

avanusa W ObUIO aHAIOTHYHO HAONI0IaeMOMYy |y TalUgHTOB - HOPMATEHOH HPYHRIMEH QUK

(cm. paznmen 4.2).
Hapywenue ¢pynkyuu nevenu
Cmax 1 AUC tukarpenopa 6sui Ha 12% u 23% Bbllle y MalMEHTOB ¢ HapymeHHEM ()YHKIHH
MEYECHU JIETKOW CTENEeHW IO CPaBHEHHUIO CO 3J0POBBIMU A0OpoBosibllaMu. He mpoBoaumuch
MCCJIEIOBAHMSI TUKArpesiopa y NalleHTOB ¢ HapylieHueM (yHKIUU TIEYEeHU TSKEJION CTeNeHu, U
€ro UCIOJIb30BaHWE Yy OJTHUX TMAlKUEHTOB NPOTUBOIOKa3aHO (cM. paszzpensl 4.2 u 4.3).
DapMaKOKHMHETUYECKHE TTapaMeTphl TUKArpeaopa y MaiueHToB ¢ HapylIeHneM (GyHKIUHU IeYCHH
CpPEIHEH CTETeHM TsDKECTH HEe U3ydeHbI (CM. pasnensl 4.2, 4.3 u 4.4).
Jluya nooscunozo o3pacma
Y MOXUITBIX TAIMEHTOB (B BO3pacTe OT 75 JIeT U crapiie) oTMeueHa 00iee BRICOKAsT YKCIIO3UIIUS
tukarpenopa (Cmax 1 AUC npumepHo Ha 25% BBIIIE) M aKTUBHOTO META00JINTA 110 CPABHEHHIO C
MOJIOABIMH TMAllMEHTaMHU. DTH Pa3IU4us HE CUUTAIOTCA KIMHUYECKH 3HAUMMBIMH (CM. pasfien
4.2).
Ilon
VY JKkeHIIMH OTMe4YeHa OoJiee BHICOKAsl SKCIIO3UIMS THKArpeiopa M akKTHMBHOTO METa0OJIHTa T10
CPaBHEHUIO C MYKUMHAMH. DTH Pa3inuus HE CUUTAIOTCS KIMHHUYECKU 3HAYUMBIMHU.
Omuuueckue epynnbvi
Cpennsisi OMOAOCTYIHOCTH Mpenapara y nainueHToB-a3uaToB Ha 39% Bblllle, YeM y MalueHTOB-
eBporneon1oB. buogoctynHocTs THKarpenopa Ha 18% HuXe y malMeHTOB HETPOUIHOM Pachl 1O
CPaBHEHUIO C TAIIMEHTaMH €BpPOINEOMIHOM pacbkl. B  uccienoBaHUSAX  KIMHUYECKOU
dapmakonorun sxcno3unus (Cmax 1 AUC) Tukarpenopa y snoHueB Obuia npumepHo Ha 40%
(20% mocie KOPPEKIMU Ha MacCy Tela) BBIIIE, YeM Y €BPOIICOUIOB. DKCIO3UIHS Y MAIIUCHTOB-
WCIIaHIIEB WM JATUHOAMEPUKAHIIEB ObllIa CXOXKEeH C TAKOBOW y €BPOIIEOUIOB.

eTn

Tuxarpenop He noka3aH AeTsaM (cM. pazaensl 4.3 u 5.1).

6. ®APMAIEBTHUYECKHWE CBOWCTBA

6.1. IlepeyeHb BcOMOraTeJIbHBIX BelIECTB

Mannurton

Kanbius rugpodocdat 6e3BogHBIN

Kpockapmenno3za Hatpust

['unposnosa (rUAPOKCUTIPONIIILIEIIIION03a) HU3K03aMellleHHas
Marnus creapat

KOMHOSI/II_II/ISI JJI TINICHOYHOI'O TOKPBITHA:
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TonuBHHRIOBKIIH crMpT (NOCHEAOBATENBHOCTS 0003)
Turtana guokcun (E171)

Makxkporoi 3350/4000

Tanpk

Kpacurens xene3a okcu sxentoiil (E172)

Kpacurens xene3a okcu kpacusiil (E172)

6.2. HecoBMecTHMOCTH

He npumennmo.

6.3. Cpok roagHoctu (Cpok XpaHeHmusl)

2 roja.

6.4. Oco0ble Mepbl MPeI0CTOPOKHOCTH NPH XPaHEHUH

Xpanuts 1pu remrneparype He Boie 30 °C.

6.5. XapakTep u coaep:kaHHe NePBUYHOI YIIAKOBKH

[To 10, 14 TabneTok B KOHTYpHOH SUEHKOBON YNAaKOBKE, COCTOSIIEW U3 IUJICHKU
MOJTMBUHUIIXJIOPH/I/ TIOTMBHHUIHICHXIOPU B (DOJIBI'H ATFOMUHUEBOW NIEUYATHOHN JIAKHPOBAHHOM.
[To 4, 12, 14 KOHTYpPHBIX SYEHKOBBIX ymHakoBOK (mo 14 tabnerok) mmm mo 6, 16, 17, 20
KOHTYPHBIX SYEHKOBBIX yHakoBOK (1o 10 TabyieToK) MoMemarT BMECTe ¢ JTUCTKOM-BKJIaIbIIIEM
B MIAYKY U3 KapTOHA KOPOOOYHOTO.

Ha pbiake MoryT ObITh IPECTaBICHBI HE BCE 00BEMBI YITAaKOBOK.

6.6. OcobOble Mepbl MNPeIOCTOPOKHOCTH TPH  YHHYTOKEHHMH  HMCHOJH30BAHHOIO
JIeKAPpCTBEHHOr0  Tpenapara WJH  OTXO0JA0B, MOJYYeHHBIX TOCJe NpPUMEHEeHHUs
JIEKAPCTBEHHOI0 Mpenapara, Wi padoTbl ¢ HUIM

Bech ocraBmmiics JekapCTBEHHBIHN npenapaT U OTXOAbI CIEAYET YHUUTOXKUTh B YCTAHOBJICHHOM

TOPSIZIKE.

7.  JEPXATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccuiickas ®enepanus

000 «M3Bapuno dapmay

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-i (1. BuykoBckoe), asia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

DnexkTponHas moyra: info@izvarino-pharma.ru

7.1 TlpencraBureib Aep:KaTejsi perHCTPAIMOHHOIO YA0CTOBEPEHUsI

[Iperen3un HOTDC6HTCJ’ICI>1 HalnpasJIATH 110 aApECy:
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COOTBETCTBYET SKCNEPTHOMY OTHETY

o1 20.03.2024 N= 5466

Poccuiickas ®enepanmst, Keiproisekas Pecrjyonuka,|[Pecnybmaka /. Apmerus TRegnyonnka

benapych

000 «M3Bapuno ®apmay

Anpec: 108817, r. MockBa, km BHykoBckoe mocce 5-ii (. BuykoBckoe), asia. 1, ctp. 1
Tenedon: +7 (495) 232-56-55

dakc: +7 (495) 232-56-54

DnekTponHas noyra: info@izvarino-pharma.ru

Pecrrybnuka Kazaxcran

TOO «LEKARSTVENNAYA BEZOPASNOST (JIekapcTBeHHast 0€3011aCHOCTH )»

Anpec: 050047, Kazaxcran, ropoa AnmMarsl, Anatayckuil paiioH, Mukpopaiion Casbl, 1. 16,
KB. 8

Tenedon: +7 (777) 064 27 02; +7 (499) 504-15-19

OnekrponHas mouta: adversereaction@drugsafety.ru

8.  HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. JATA HEPBUYHOM PETUCTPAIIUW (IIOJATBEPXKIEHHUS PETUCTPAILIMN,
INEPEPETUCTPALIMN)

JlaTta nepBoii perucTpaiuu:

10. JATA NEPECMOTPA TEKCTA

OOmass  xapakTepucTHKa JIEKapCTBEHHOro  mpemnapara  KaTWIOpUKC — JIOCTyllHa  Ha

uH(pOpMallMOHHOM TmopTaje EBpa3suiickoro SKOHOMHMYECKOTO COr03a B HH(OPMALMOHHO-

KOMMYHHKaIMOHHOM cetn «HTepHeT» https://eec.eaeunion.org/
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