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(MOCNENOBATENEHOCTL 0005)

OBIIASA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA
Tukarpenop, 90 mr, TaGJIETKH, TOKPHITHIE TUIEHOYHOU 00OJIOUKOM.

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB
JelicTByrolIee BEMECTBO: TUKATPEIIOP.

Kaxnas Tabnerka cogepxut 90 Mr THkarpesopa.
[TosHbI epevyeHb BCIIOMOraTENIbHBIX BELIECTB IPUBEJEH B pasneie 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabyeTku, MOKPHITHIC TNIEHOYHOU 000TOUKOM.

Kpyrible, 1BOSKOBBIMYKIIbIE TaOJIETKH, MOKPHITHIE IUIICHOYHON 000JI0UKOM KENTOTO 1IBETA.
Ha nmonepeunom paspese sapo 0es10ro ui 6eoro ¢ po30BbIM OTTEHKOM IIBETA.

4. KIIMHUYECKUE JAHHBIE

4.1. [loka3zanusi K NPUMEHEHUIO

[Ipenapat Tukarpenop, IpUMEHSIEMbII OJTHOBPEMEHHO C alleTIIcaTuiioBoii kuciotoi (ACK),

MOKa3aH K MPUMEHEHHUIO Y B3pOCIBIX B Bo3pacte 18 siet u crapiie:

e i NpOoUIAKTUKHA aTepOTPOMOOTHUECKUX COOBITUH y MAlMEHTOB C OCTPBHIM KOPOHAPHBIM
CHUHJIpOMOM (HecTabuIbHOH cTeHoKapaue, nHpapkToM MHOKapaa 6e3 nogbema cermeHta ST
nin uHpapKTOM MHOKapnaa ¢ mogbemom cermeHta ST [STEMI]), Bkmrouass marmeHTOB,
MOJTy4aBIIUX JICKAPCTBEHHYIO TEpPanmuio, W MAIMEHTOB, TOJIBEPTHYTHIX YPECKOKHOMY
kopoHapHoMy BMemaTenbcTBY (UKB) nnn aoprokoponapuomy myaTupoBanuio (AKII);

e i NpOQUIAKTUKH HMHCYJIbTa Yy MAIMEHTOB C OCTPHIM HIIEMHUYECKUM HWHCYJIBTOM WU
TPaH3UTOPHOU HieMuueckon artakoi (THUA).

4.2. Pe:kum 103MpPOBAHUSA U CIOCO0 MPUMEHEHM I

Pexum no3upoBanus

[TaniueHnTHl, MpUHUMArOIIKE MpernapaT Tukarpenop, A0KHBI exeaHeBHO npuHuMath ACK (ot
75Mr no 150 Mr mpu TOCTOSHHOM TIpHEME), €CIH OTCYTCTBYIOT creuupuieckue
npotuBonoka3anus. [lamwenTam ¢ octpbiM  KopoHapHbIM cuHapoM (OKC), octpeim
UIIEMHUYECKUM HMHCYJIbTOM uin THUA pexkoMeHAyeTcsi NMpueM CTapTOBOM HArpy304HOM J03bI
ACK.

IIpogunaxmuxa amepompombomuyeckux codvimuil y nayuenmos 6 eospacme 18 rem u cmapuie
c OKC

Tepanuio mpenaparoM Tukarpeinop cieayer HauuMHaTh C OJAHOKPATHOW HArpy304HOH JO3bI
180 mr (nBe Tabnerku mo 90 Mr) u 3aTeM NpoJoKaTh npueM mo 90 Mr aBa pas3a B CyTKH.
PexoMeHnnyeTcst MpoBOUTh Tepanuio nmpenapatoM Tukarpenop B TeueHue 12 mMecsueB, Kpome
CIIy4aeB KIMHUYECKON HEOOXOIMMOCTH B JOCPOUYHOUM OTMEHE mpenapara (cM. pazaen 5.1).

Uepes 3 mecsma moclie Hayanga Tepaldd MOXHO pPacCMOTPETh BO3MOXKHOCTH OTMeHbl ACK
naiuentam ¢ OKC, nepeneciium UKB, 1 noBeilieHHBIM pUCKOM KpoBOTeueHUi. B ciayyae oTMeHbI
ACK TakuM mam@eHTaMm  CclelyeT MpOAOJDKHTH  IMPHEM  THKarpeiopa B KadyecTBE
AHTUTPOMOOLIMTAPHON MOHOTEepanuy B TeueHue 9 Mecsues (cM. paszaen 4.4.).

[Tocne 12 mecsues Tepanuu nauueHThl, IpuHUMaBIIKe npenapar Tukarpenop 90 mr 1Ba pasa B
CYTKH, MOTYT OBITh TIepeBeJICHbI Ha MpHeM Mpenaparta Tukarpenop 60 Mr 1Ba pa3a B CyTKH 0e3
nepepobiBa B TEpaIuu.
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uwemuyeckum uncyromom unu THA

Tepanuio mpenaparoM Tukarpeinop cieayeT HauvMHaTh C OJAHOKPATHOW HArpy304HOH JO3bI
180 mr (nBe Tabmetku mo 90 Mr) u 3areM MpojosLKaTh mpueM mo 90 Mr aBa paza B CyTKH B
teuenue 30 guel (cm. pazgen 5.1).

IIponyck npuema 003vl

Crnenyer wu30erath mepepblBOB B Tepanuu. llanueHT, NpoONMyCTUBLIMKA IpHEM Iperapara
Tukarpenop, 1oJKeH NPUHATH TOJIBKO 0HY TabseTky 90 mr (cieayromas 103a) B HAMEUEHHOE
BpEMSL.

Ipesicoespemennas ommena mepanuu

JlocpouHasi oTMeHa JIF0OOM aHTHArperaHTHOM Tepanuu, BKIItoUas mpenapar Tukarpenop, MOKeT
NOBBICUTh PHCK CEpACYHO-COCYTUCTON CMepTH, HH(papKTa MHUOKapJa WId HWHCYJIbTa B
pe3yiapTare  OCHOBHOTO  3aboneBanus (cM. pazgen 4.4). Heobxommmo  m3beraTh
MPEKICBPEMEHHOTO MPEKpaIIeHHs MpUeMa rpemnapara.

Ilepe6oo na mepanuio

[Tatmentam ¢ OKC Harpy3ouHyto n03y npenapara Tukarpenop 180 Mr cieayeTr Ha3HAYUTh Kak
MOYKHO CKOpee He3aBUCUMO OT JIF000i MPe/IIeCTBOBABIICH aHTHArPEraHTHON TeparyH.

IIpu nepeBone nanuenTos, nepeHecmux OKC, na npenapat Tukarpenaop nepByro 103y CIEAyeT
Ha3HAYUTh B Te4eHHE 24 4YacoB IOCIE MpHEMa MOCIEIHEH 03Bl IPYroro aHTHArperaHTHOIO
npenapara.

OcoOble rpynmnsl NayueHToB

Tlayuenmul nodcunozo eospacma

He Tpebyercst koppekiuu 10361 (M. pasnen 5.2).

Tayuenmoi ¢ HapyweHuem hyHKyuu novex

He tpeOyercs koppekTHpoBaTh /103y Ipenapara y MalMeHTOB C MOYEYHOW HEeIOCTaTOYHOCTHIO
(cM. pazmen 5.2).

Ilayuenmul ¢ nHapywenuem ynKyuu neveHu

He TpeOyeTtcst KoppeKTUpOBaTh 03y Mpernapara y MaiueHTOB ¢ IEYeHOYHON HETOCTATOYHOCTHIO
JIETKON M CpeJHel CTeNeHH TsokecTH (M. pazzaensl 4.4 u 5.2). He nmpoBoauiInch UcCien0BaHms
THUKarpesaopa y MaliueHTOB C MEYEHOUYHOM HEIOCTATOUYHOCTBHIO TSXKEIOW CTENEeHH, MO3TOMY €ro
MPUMEHEHHUE y TUX MAIlMEHTOB MTPOTUBOIIOKA3aHo (CM. pa3aensl 4.3. u 5.2.)..

€T’
besonacnocts u 3ddexTuBHOCT, mnpenapata Tukarpenop y naereil miamme 18 mer He
ycTaHOBJICHBI (cM. pazaensl 4.3. u 5.1.).

Crnoco0 npuMeHeHus

st mpuema BHYTpb.

[Tpenapat Tukarpenop MOKHO MPUHUMAThH BHE 3aBUCUMOCTH OT BPEMEHH MpHeMa MUIIIH.

Jlis marnueHToB C 3aTpyJHEHUEM TIIOTaHus TabneTky (wim 2 TabIeTKu — B Ciiydae IpuemMa
HArpy304HOM J03bl) cleAyeT H3MENbYUTh O COCTOSIHUS MEJIKOTO IOpOIIKa, pa3Meliarh B
MOJIOBUHE CTaKaHa MHUTHEBOW BOJBI M Cpa3y >K€ BBIIUTH MOIYYEHHYIO CycreH3uio. OcTaTku
CMeIIaTh C JIOMOJHUTENIbHON MOJOBMHOW CTaKaHa MHUTHEBOM BOJIBI U BBINUTH IOJIYYECHHYIO
cycnensuto. CyCHEH3UI0 MOXHO TaKXe€ BBOAUTH uepe3 HazoracTpaibHbld 30HI (CHS wim
Oosbiiero pasmepa). [locie BBeneHus CyCrieH3un HEOOXOAMMO MMPOMBITh HA30TaCTPATBHBIN 30H]T
BOJIOH /ISl TOTO, YTOOBI 032 MperapaTa MOTHOCTHIO MoTalia B KTy I0K MaIleHTa.
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e [unepuyyBCTBUTENBHOCTh K THUKArpeaopy WM K JII0OOMYy M3 BCIIOMOTAaTeNIbHBIX BEIECTB,
MepEUYUCIICHHBIX B pasjene 6.1.

AKTHBHOE NaTOJIOTHYECKOE KPOBOTEUEHHUE.

BuyTpuueperntnoe KpoBOU3IHUsIHUE B aHAMHE3E.

[leyeHOUHAsE HEOCTATOYHOCTD TSYKEIOU CTEIICHH.

CoBMeCcTHOE MPUMEHEHHE THUKArpeaopa ¢ MOIIHbIME HHTHOuTOpamu uzodepmenta CYP3 A4
(HampuMep, KETOKOHA30JI0M, KIAPUTPOMHUIIMHOM, HE(Pa30J0HOM, PHUTOHABUPOM U
aTa3aHaBUPOM).

e bBepeMeHHOCTH U MEPHO IPYJHOrO BCKApMIMBAHUSI.

4.4. OcoOble yKa3aHUs U MepPbI NPETOCTOPOKHOCTH NPH MPUMEHEHUN

C 0CTOPOXKHOCTBIO

e [IpenpacnonoK€HHOCTh K Ppa3BUTHI0 KPOBOTEUEHUS (HampuMep, B CBA3M C HEJABHO
IIOJIyYEHHOM TPaBMOM, HEAABHO IIPOBEICHHOU Ollepalueli, HapyLIEHUsIMH CBEPTHIBAEMOCTH
KPOBM, AaKTMBHBIM WM HEJABHUM JKEIIyJOYHO-KUIIEYHBIM KPOBOTEYEHHUEM) WU
MOBBIIIEHHBIA PUCK TPABMBI.

e ComnyrcTBylollasi Tepamnus TIpernapaTaMy, MOBBINAIOIIMMA PHUCK KPOBOTEUCHHH (T. €.
HECTEPOUAHbIE IPOTUBOBOCHIAIUTENBHBIE MPenapaThl, IepopalibHble AHTUKOATYJITHTBI W/WUIN
($uOpHUHOIUTHKN) B TeueHue 24 4acoB J10 preMa npenapaTta Tukarpenop.

e [lamueHTHI ¢ TEYEHOYHON HEIOCTATOYHOCTHIO CPEIHEN CTEIEHU TSAKECTH.

o [lamueHTHl ¢ TOBBIMICHHBIM PUCKOM pPa3BUTHs Opaavkapiuu (Harmpumep, MarUeHThl 0e3
JIEKTPOKAPANOCTUMYJIATOPA C CHHJPOMOM ciabocTu CHHYCOBOTO y3ia,
aTPUOBEHTPUKYIApHOW Onokamoi 2 wuimm 3 cTenmeHd, OOMOPOKOM, CBSI3aHHBIM C
Opaaukapueii); COBMECTHOE IPUMEHEHHUE C TIPermapaTaMu, BEI3BIBAIOIIMME OpaTuKapInio.

e [lanmenTsl ¢ OpOHXHMATBHOW ACTMOW M XPOHHYECKOH OOCTPYKTUBHOW OOJIE3HBIO JIETKUX
(XOBJI).

o IlanueHTsl B Bo3pacTe 75 J€T U CTaplle; MalUEeHThl ¢ YMEPEHHON WU TSKEJION MTOYEYHOU
HE/I0CTaTOYHOCTBIO; MAIMEHThl, MOJy4yalolllie TEePanui aHTArOHUCTAMU pPELENTOPOB
anruorensuHa IL.

e [lanmeHTs! C rUNEpypUKEMHUEN WIN NOAArPUYECKHM apTPUTOM.

e ComnyTcTByolIas Tepanus JUrOKCMHOM; MOLIHBIMM MHIHOUTOpamMu riukonporenHa P (P-gp)
U yMepeHHbIMH uHTHOMTOpamMu u3opepmenta CYP3A4 (manpumep, BepamaMuin WId
XUHUWH); CEJICKTUBHBIMM WHTHOWTOpPaAMU OOpAaTHOTO 3axBaTa CEpOTOHWHA (HaNpuMmep,
MApOKCETHH, CEPTPAMH M IUTAJIONpaM); MpernapaTamMH, BIUSIOUIMMHA Ha TeMocTa3 (CM.
pasnen 4.5).

Puck pa3BUTHS KPOBOTEUEHUS

[Ipn nHazHauenuu mnpenapara Tukarpenop ciaeAyeT OLEHUTh COOTHOILIEHHUE TIOJIb3bl OT

npoUIAKTUKYA aTepOTPOMOOTHUECKUX COOBITHI M PUCKA y MAlMEHTOB C MOBBIIIEHHBIM PUCKOM

pa3BUTHUSA KPOBOTECUYCHU.

[Ipy Hamuuuu KIMHUYECKUX NOKa3aHW mpenapar Tukarpenop IOMKEH MPUMEHSATHCS C

OCTOPOKHOCTBIO B CJIIEIYIOLIUX IPyNax MalueHTOB:

e [IpeapacnofioKEHHOCTh MAIMEHTOB K Pa3BUTHIO KPOBOTECUEHUS (HANpUMEpP, B CBS3U C
HEJIaBHO TIOJYYEHHOM TpaBMOM, HEJABHO MPOBEACHHOW oOMepalued, HapyleHUsIMU
CBEPTHIBAEMOCTH  KPOBH,  AaKTUBHBIM  WJIA  HEAABHUM  JKENyJAO0YHO-KUIICUHBIM
KPOBOTEUYEHHEM) UJIU MAlMEHTHI C MOBBIIICHHBIM PUCKOM TpaBMbl. [IpumeHeHune npemnapara
Tukarpenop nNpoTUBOIIOKA3aHO Y NAIMEHTOB C aKTUBHBIM MMATOJIOTUYECKUM KPOBOTEUEHUEM,
BHYTPUYEPEITHBIM KPOBOU3JIMSIHUEM B AaHAMHE3E, TSHKEJION MEYEHOYHON HEJOCTATOYHOCTBIO
(cMm. pazmen 4.3).

e ComyTcTBylolllee MPUMEHEHUE IMpEenaparoB, KOTOPbIE MOTYT MOBBICUTH PHUCK Pa3BUTHS
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NepopalIbHbIe aHTUKOATYJISIHTHI H/WIN (UOPHHONIUTUKY, TPUHIMAaeMble B T€UeHUE 24 4acoB

1o rpuema npenapara Tukarpenop).
B 1ByX paHIOMM3MpPOBAHHBIX KOHTPOJIHPYEMbIX KiuHHuYeckux uccinenopanusx (TICO wu
TWILIGHT) npu ormene ACK mamuentam ¢ OKC, nepenecmiumv UKB ¢ ycraHoBKO# cTeHTa ¢
JIEKapCTBEHHBIM IMOKPBITHEM, yepe3 3 Mecsa ABOWHON aHTuTpombormTapHoil Tepanmuun ACK u
TUKAarpeJopoM MU TMPOJNOJDKEHUM MpHeMa THKarpeiopa B KadyecTBE AaHTUTPOMOOIMTApPHOM
MOHOTEpanuu B TedeHHe 9 u 12 MecsneB COOTBETCTBEHHO, OBLIO MPOIEMOHCTPHPOBAHO
CHI)KEHHME PHCKa KPOBOTEUEHHMH INMPU OTCYTCTBHM YBEIMUYEHHUS PHCKA CEPhE3HBIX CEPACYHO-
cocynuctbix ocnoxxknennit (MACE) no cpaBHeHUIO ¢ JBOWHOM aHTUTPOMOOLIUTAPHON Teparueil.
Pemenue 06 ormene ACK uepe3 3 mecsia Tepanuu W TPOJOJDKEHUN TIpHEMa THKarpeaopa B
Ka4yecTBE aHTUTPOMOOIMTAPHOI MOHOTEpanuu B T€UEHHE 9 MecsIeB cienyeT NMpUHUMATh Ha
OCHOBaHUHU KIIMHUYECKOW OLIEHKH C yYeTOM pPHUCKAa KPOBOTEUYEHUU M pUCKA TPOMOOTHUECKHX
ocloxkHeHu# (cm. pazaen 4.2.).
B wuccnemoBaHmm ¢ yd4acTHeM 3I0pPOBBIX JOOpPOBOJIBIICB TpaHCHyY3Hsi TPOMOOIIMTOB HE
NPUBO/MJIA K TPEKPALICHUIO aHTUTPOMOOIMTAPHOTO 3((eKTa TUKarpenopa M, BEpOATHO, HE
OKa)XeT KJIMHUYECKOro 3(pQexra y maiunueHToB ¢ KpOBOTeueHUEM. Tak Kak IpH COMYTCTBYIOIEM
NPUMEHEHUH THUKarpeiopa M JeCMONPECCHHA HE YMEHBIIAJIOCh CTaHJApTU3UPOBAHHOE BpEeMs
KPOBOTEUCHHS, TO MAJIOBEPOSTHO, 4YTO JecMompeccrH OyaeT 3(PQeKTuBHO KymupoBaTh
KpOBOTEUEHHE (CM. pazzen 4.5).
AHTHOUOPUHOTUTHYECKAs Tepanus (aMUHOKAIIPOHOBAs KUCJIOTAa WM TPaHEKCaMOBasl KHCIIOTA)
u/wim pekoMOMHaHTHBIN (akrtop VIla Moryt ycuimBaTh remocrtas. [locie ycraHOBIeHHUS
NPUYMHBL KPOBOTEUEHHS M €ro KyHHUpPOBAaHUS MOKHO BO300HOBUTH TEPANUI0 Mpernaparom
Tukarpenop.

XUPYPruyecKue onepanuu

Ilepen 3amnaHMpOBaHHOW oOmNepalMed WM HayajaoM IIPUEMa HOBBIX MPENapaToB MNALUEHTY
cienyet mpouH(OpMHUPOBATH Bpada O TOM, YTO OH IPUHUMAET Mpemnapar Tukarpemnop.

B uccnenoanuun PLATO y nanuenTos, noaseprasmuxcs AKII, npu npumMeHeHn TUKarpeaopa
OBLIO OOJBIIE KPOBOTECUCHHI B CPaBHEHHH C KIIOMHIOTPENIOM IMPHU TMPEKPAIICHUH TEpanuu 3a
OJIMH JIEHb J0 XUPYPTUYECKOr0 BMEUIATENbCTBA, HO YAaCTOTa Pa3BUTHS OOJBIIMX KPOBOTEUECHUN
mociie OTMEHBI Tepamuu 3a 2 WU Oojiee JHEH J0 XUPYPrUYECKOTrO BMEIIATEeNhCTBA ObLIa
CXOHOM B Tpymnmax THKarpemopa u kimonugorpena (cMm. pazaen 4.8). Eciam manueHt
MOJBEpraeTcs IUIAHOBOM OIEpaliy U HE JKeIaTeleH aHTUTPOMOOTHYECKUH 3P eKT, TO Teparnuio
npenaparoM Tukarpenop ciemyeT IpeKpaTuTh 3a 5 THeH 10 onepaiuu (cM. pazaen 5.1).

[TanueHTh! ¢ NPeNIeCTBYIOMUM HIIEMUYECKUM HHCYIbTOM

[ManmenTe! ¢ OKC ¢ npeamecTBy0MMUM UIIEMUYECKUM MHCYJIBTOM MOTYT IPUHUMATh Ipenapar
Tukarpenop no 12 mecsues (uccnenoBanue PLATO).

B uccnenoanue PEGASUS He ObUiM BKIIIOYEHBI MAMEHTHI ¢ HHPAPKTOM MUOKap/ia B aHaMHE3e
C MPEIIECTBYIOIUM UIIEMUYECKUM MHCYJIbTOM. [103TOMY, IpU OTCYTCTBUM JAHHBIX CIEIYET C
OCTOPOKHOCTBIO IIPOBOJUTH TEPATIHIO JUTUTEIBHOCTBIO Oosee 1 roza.

[MarnmeHTsl ¢ HapyIIeHHeM QYHKIIUU TeUYeHU

[Ipumenenue mnpenapata Tukarpesop NPOTUBOMOKA3aHO Y TMAIMEHTOB C TMEYEHOYHOM
HEJOCTAaTOYHOCTRIO TsDKENoW creneHu (cMm. pasnensl 4.2, 4.3 u 5.2). Cuenyer coOmroaath
OCTOPOXHOCTh y TAlIMEHTOB C IEYEHOYHOW HEJOCTaTOYHOCTBIO CpPEIHEH CTENeHU TAKECTH,
YYUTHIBAs OTPAHUYCHHBIA OIBIT MPUMEHEHHsI TUKArpeiopa y MalueHTOB 3TOW TpyHmbl (CM.
paznmensi 4.2 u 5.2).

bpaguaputmus
[Ipn cytouyHOM MOHHUTOpUPOBaHMM 3IieKkTpokapauorpaMMbl (OKI) mo Xonrepy oTMedeHO

4



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 21.11.2025 N= 2302

inoc OB, HOCTE 0005
IMOBBIICHHUE YaCTOThl, B OCHOBHOM, 6eCCI/IM1'IT MHBIX }KQJTVZ[(]-ET@B'LB'( Eg);”:éj 'BDA—M'SI'TGDHHI/II/I

TUKarpeJiopoM IO CpaBHEHHUIO ¢ KiomuporpenoMm. B wuccnenoBanusx 3 a3l mo oreHke
O6e3omacHOCTH U A(()EKTUBHOCTH THKArpesnopa SBICHUsSI OpaguapuTMHUU PETUCTPUPOBAIH CO
CXO’KEH 4acTOTOH AJIsl TUKarpenopa U mpemnaparoB cpaBHeHus (rutane6o, kiaonuaorpen u ACK).
[TarueHTHl € TMOBBILIEHHBIM PUCKOM pPa3BUTUS Opagukapauu (HampuMmep, HAIUEHTHl 0e3
AIIEKTPOKAPINOCTUMYJISTOPA, Y KOTOPBIX AUAarHOCTHPOBAH CHHJIIPOM c1a00CTH CHHYCOBOTO Y3714,
aTPUOBEHTPHUKYJIIpHAs OJI0Kazaa 2 uiu 3 CTEereHu, 0OMOPOK, CB3aHHBINA C OpaauKapaveii) Obumm
UCKJIIOYEHBl W3 HCCIIEIOBAaHUI THUKAarpenopa o HM3ydeHuro ucxonoB. [loaTomMy B cBsizu ¢
OTPaHUYEHHBIM KJIMHAYECKUM OIBITOM TPUMEHEHHs Tpenapara y OJTUX NaIMEHTOB
PEKOMEHAYETCS C OCTOPOKHOCTHIO Ha3HAUaTh UM npenapar Tukarpenop (cM. Taxxe paszgein S.1).
Takxe crnegyer coOi0aTh OCTOPOKHOCTH IPU COBMECTHOM IPHUMEHEHMM THKarpeiaopa ¢
npenapaTtamMi, CIIOCOOHBIMH BbI3BaTh Opanukapauio. OmpHako B uccnenoBanuun PLATO He
OTMEYAJIOCh KIIMHUYECKU 3HAYMMBIX HEXeJIaTeIbHBIX PEaKIUil P COBMECTHOM MPUMEHEHHUH C
OIHUM WM OoJyiee TpenapaTamMH, KOTOpbIE MOTYT BBI3BaTh Opamukapauto (Hampumep, 96%
NAlMEHTOB  OJHOBPEMEHHO NpUHUMaIM OeTa-agpeHobnokatopel, 33% —  OjokaTtopsl
«MEIJICHHBIX» KaJbLIMEBBIX KAaHAJIOB, JUJITHA3eM M BeparnaMui U 4% — AUTOKCHH) (CM. pasfen
4.5).

B xozxe cybananuza B uccinenoBanuu PLATO ¢ nmpuMeHEHHEM CyTOYHOTO MOHHUTOPUPOBAHMS
OKI mo Xonrepy B rpyIie TUKarpeiaopa mo CpaBHEHHIO ¢ KIOMUAOTPEIIOM OOJIbIIE MAIMEHTOB B
octpoii (aze OKC wumenu kemymodkoBble may3sl > 3 cekyHA. [loBellieHune dmcna
KEITy0UKOBBIX May3, 3apETUCTPUPOBAHHBIX C MOMOIIbIO cyTOYHOro MoHuTOopupoBanus DKI' no
Xontepy, Ha (oHE MpHeMa TUKarperopa OTMEYaJloCh Yalle Yy IMalUeHTOB C XPOHUYECKOM
Cep/IEYHOM HEJO0CTAaTOYHOCTHIO IO CPaBHEHUIO ¢ 001Iel momyssiiueii B octpoit haze OKC, Ho He
B TEPBBIA MecAll Tepanuy WIK N0 CPaBHEHHIO ¢ KiIonmuaorpenoM. [lay3sl y 3THX ManueHTOB He
COTIPOBOXKAAIUCH MOCIEIYIOIMIMMH HEeKeIaTeIbHBIMU KIMHUYECKUMHU MOCIEICTBUSMU (BKIIIOYast
0OMOPOKH U YCTaHOBKY 3JICKTPOKApIHUOCTHUMYJIATOPA).

[Ipy mOCTMapKETMHIOBOM NPHMEHEHUU THKarpeiaopa OTMEUYEHbl Cilydau OpaguapuTMUU U
aTPUOBEHTPUKYIISIpHOU Ostokanbl (cM. paszaen 4.8), npeumyiiectBeHHo y nmanueHToB ¢ OKC, mpu
KOTOPOM HILIEMHUSI MHUOKapJa U CONMYTCTBYIOUIMI NpHUeM MpenapaToB, CHIKAIOIIUX YacTOTY
CepACYHBIX COKpAIICHUH MU BIMSIOIIUX HAa MPOBOJUMOCTh, OTEHIIMAIBHO MOTJIM OKa3bIBAaTh
BIUsSHUE. B KadecTBe BO3MOXHBIX NPUYMH JI0 KOPPEKIUU TEepamuu CleAyeT OLICHUTh
KIIMHUYECKOE COCTOSIHUE MALMEHTa U COMYTCTBYIOIINE JIEKAPCTBEHHBIE MPENapaThl.

Oppllika
Coo0mmajioch 0 pa3BUTHH OJIBIIIKHK y TMAIMEHTOB, MPUHUMABIIUX TUKarpesiaop. ObIKa mpu

NPUMEHEHUH THUKarpeigopa OObIYHO ciabas WM yMEpeHHas MO CBOEH MHTEHCHBHOCTH, YacTO
NPOXOJUT MO Mepe TPOJODKEHHS Tepanuu TpermaparoM. llammeHTsl ¢ OpOHXHAIBHON
actMoit/XOBJI MoryT umeTh NOBBIIIEHHBIH aOCOMIOTHBIM PUCK OJIBIIIKKM Ha (OHE IMpHeMa
tukarpenopa (cMm. pazgen 4.8). Y mamueHToB ¢ OponxuanbpHOU actmoit/XOBJI Tukarpemnop
JIOJDKEH MCIIONB30BaThCs C OCTOPOKHOCTHIO. MeXaHU3M OJIBIIIKM Ha MpHEeMe THUKarpenopa He
BeIsICHEH. Ecii Bo BpeMsl MprMeHEeHHs Tpernaparta Tukarpesop y manueHTa BO3HUKIIA OJIBIIIKA,
WINA SMU30/bl paHee CYyIIECTBOBABLICH OMBIIMIKH CTAHOBATCSA 0ojee MPOJODKUTEIbHBIMUA WIIH
BBIDAKCHHBIMH, HEOOXOAMMO TPOBECTH IMOJHOIEHHOE oOciefoBaHne, W B Ciydae
HEMEePeHOCUMOCTH MIPHEM IpernapaTa cieayeT NPeKpaTuTh.

IlenTpanbHOE aTHOD CHA

Coo0manocs 0 ciayyasx LEHTPaJIbHOTO amHod CHa, BKiroYas aeixanue Yeina-Crokca, mpu
MOCTMApKETUHIOBOM IPUMEHEHUHU TUKarpesiopa. [Ipu mogo3pennn Ha LEHTpaJIbHOE alHOd CHA
CJIeIyeT OICHUTh HE0OXOAMMOCTD JTaTbHEHIIIETO KITMHUYECKOTO 00CIIeTIOBAaHMUS.

[ToBbINICHNE KOHLIIEHTPALMY KPEAaTUHUHA
Ha ¢one Tepanuu TUKarpenopoM KOHIICHTpalMs KpeaTHHUHA MOKET MOBBIIATHCS (CM. pa3ien
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HE0O0XOIMMO TPOBOJIUTH Yepe3 MecAll OT Hayaja Mpuema Ipernapara, a B IOCIEAYIOUIeM B
COOTBETCTBUM C PyTUHHON KIMHUYECKOW MPAKTUKOM, oOpalas 0co60e BHUMAHNE Ha MAallUEHTOB
B BO3pacTe 75 JeT M CTaplle, IAalMEHTOB C YMEPEHHOW WIHM TSDKEION I0YEYHOU
HEJ0CTaTOYHOCTBIO U MOJYYaOIUX TEPANHIO AHTarOHUCTAaMH PELEeNTOPOB aHrMoTeH3HHa 1.

IToBblllIeHNE KOHIIEHTPAIIMA MOYEBOM KHUCIOTHI

Ha ¢one Tepanuu TUKarpenopoM KOHLEHTPAIMSI MOYEBOW KHCIOTHI MOKET IMOBBIIMIATHCS (CM.
pazmen 4.8). HeoOxomumo coOirofaTh OCTOPOXKHOCTh Y TAIMEHTOB C TUIEPYPUKEMHUCH HWIIH
NOJarpuuecKuM apTPUTOM B aHaMHe3e. B KkadecTBe MPEBEHTHMBHOW Mephl cienyeT u3berarb
IPUMEHEHHUS TUKarpesaopa y NalleHToB ¢ TUIlepypUKeMudeckoi HedponaTuei.

Tpombotnyeckas Tpombonuronennyeckas nypnypa (TTIT)
TTII Ha QoHEe mpUMEHEHUsl TUKarpejaopa oTMedanach oueHb peako. TTII sBusercs cepbe3HbIM
COCTOSIHUEM U TPeOyeT He3aMeIJIUTENIbHOTO JIEUEHHUS.

BausHue Ha pe3yabTaThl 7a00paTOPHOTO aHaNIKU3a

Ananuz  mpomboyumapHnou QyHKyuu 6 pamkax OuacHOCMUKU 2enapuH-uHOYYUPOEaHHOU
mpomoboyumonenuu (I' UT)

VY nmanueHToB, MPUHUMABIIUX THKArpeaop, ObUIM MOIYyYEHBI JIOXKHOOTPULIATEIbHBIE PE3YyIIbTAThI
aHanu3a TpomOoruTapHoi GyHkuM B pamkax guarHoctukd [UT. D10 cBsazaHo ¢
MHTUOMPOBAHUEM THKArpeaopoM peuentopoB P2Y1> TpoMOOIMTOB 30pOBBIX JTOHOPOB MpU
IIPOBE/ICHUHU TeCTa B CHIBOPOTKE/IJIa3Me€ KPOBU MalueHTta. [Ipu MHTepnperanuu pe3ynbTaToB
aHanmu3a TpoMOouuTapHOH (QYHKIMM B pamkax nauarHoctuku ['UT crnenyer yduThIBaTh
MH(POPMALIKIO O COMYTCTBYIOIIEH Tepanuy TUKarpeaopoM.

IIepen paccMOTpeHHEM BO3MOYKHOCTH OTMEHBI IIpYEMa TUKArpenopa ciaeayeT OLEHUTh I0JIb3Yy U
PUCK NPONOJKEHUs TEepanuM, MPUHUMas BO BHUMAaHME U HPOTPOMOOTHYECKOE COCTOSHHE
Beiencteue 'MT, M MOBBIIEHHBIH PUCK KPOBOTEUEHHUs HA (POHE COBMECTHOTO MPUMEHEHHS
AHTHKOAryJIIHTa U TUKarpesopa.

QI[ZYFI/IC

Ha ocnoBanuu nabmonaemoii B uccnenoBanun PLATO cBsi3u Mexay OIIEpKUBAIOIIEH 030
ACK u 530(heKTUBHOCTBIO THKarpeiopa MO CPaBHEHHIO C KIIOMUIOTPEIOM COBMECTHOE
NpUMEHEHHE BBICOKOH moanepskuBatomeii 10361 ACK (6onee 300 mr) u npenapara Tukarpemnop
HE PEKOMEHIYeTCSl.

CoBmecTHOE TpHUMEHEHHE mpenapara Tukarpeaop ¢ MouHbIMEH uHruoutopamu CYP3A4
(HampuMep, KETOKOHA30J, KIAPUTPOMHIIMH, He(da30J0H, PUTOHABUP U  aTa3aHABUD)
NpOTUBOMOKa3aHo (cM. pasmen 4.3), Tak Kak OHO MOXET MPHUBECTH K 3HAYUTEIHLHOMY
MOBBIIICHHUIO YKCIIO3MIINH THKarpesopa (cM. pazzaen 4.5).

CoBMecTHOE mpUMEHEHHME Ipenapata Tukarpenop ¢ MowHbIMH uHAykTOpamu CYP3A4
(manpumep, pudamnuiuH, GEeHUTONH, KapOamazenuH u GeHobapOuTaI) He peKOMEHIYETCs, TaK
KaK UX COBMECTHBIA MPHUEM MOXKET CHIKATh 3KCIO3UIHNIO U 3((HEKTUBHOCTh THKarpeiaopa (cm.
pasnen 4.5).

CoBmecTtHOe mnpuMeHeHue mpemnapara Tukarpenop u cyOctpatoB CYP3A4 ¢ y3kum
TEpaneBTUYECKUM HHJEKCOM (Hampumep, LM3alpu]] U  aIKAIOWAbl CHOPBIHBH) HE
PEKOMEH/I0OBAHO, TaK KaK THUKAarpejop MOXET YBEIUYHUTb HKCIO3ULUI0 3TUX IPEnaparos.
CoBMecTHOE TpUMEHeHHe npenapara Tukarpenop ¢ CMMBaCTaTUHOM WJIM JIOBAaCTaTUHOM B J103€
6onee 40 Mr HEe pekoMeHIyeTcs (CM. pasnen 4.5).

[Ipy coBMeCTHOM NpPUMEHEHMM JUTOKCHHA U mpenapara Tukarpeirop peKoMeHA0BaH
TIIATEIbHBIA KIMHUYECKUI 1 Ta00paTOPHBI MOHUTOPHHT (4aCTOThI CEPACYHBIX COKpAICHUH U,
MIPU HAIMYWU KIIMHUYECKHUX MoKa3aHui, Takke DKI' 1 KOHIIEHTpaluu TUTOKCHUHA B KPOBH).

Her nmaHHBIX O COBMECTHOM MPUMEHEHMHM THKAarpenopa ¢ MOIIHBIMU HHTUOWTOpamu P-gp u
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KOTOpBIE MOTYT TOBBICUTH IKCIO3UIINIO THKarpenopa. Ecnu Henb3s n3bexarh UX COBMECTHOTO
MPUMEHEHHUS, OHO JIOJKHO OCYIECTBIISITHCSI C OCTOPOKHOCTBIO (CM. pazjen 4.5).

[Ipexpaienue Tepanuu

JlocpouHasi oTMeHa 000 aHTHArperaHTHOW Teparuu, BKII0Yas npenapaT Tukarpeaop, MOXeT
IOBBICUTh PHCK CEpAECYHO-COCYIUCTOM CMepTH, HH(papKTa MHUOKapJa WIM HUHCYJIbTa B
pe3yabTare OCHOBHOTO 3abosieBanus. Heobxomumo n3berars npexaeBpeEMEHHOTO PEKpaIieHus
IIpreMa Ipernapara.

4.5. B3aummopaeiicTBMe ¢ [PYrHMH JIEKAPCTBEHHbIMH MNpenapatamMu W JApyrue BHAbI
B3aUMOJAeHCTBUSA

Tukarpenop, riaaBHBIM 00pa3om, sBisieTcsi cyoctparom uzodepmenta CYP3A4 u cinabbim
unruouropom nzopepmenta CYP3A4. Tukarpenop takxke siBisiercst cyoctparom P-gp u cnabpim
UHrHOUTOpOM P-gp 1 MOKeT yBenuuMuBaTh SKCIO3ULINIO cyocTpaToB P-gp.

BausHue Apyrux jekapcTBEHHBIX NpenapaToB Ha mpenapar Tukarpenaop

Uneubumopwvr CYP3A4

e Momnsie narudutopsl CYP3A4: coBMecTHOE IpUMEHEHHE KETOKOHA30JIa C THKAarpeIopoM
yBenU4INBACT Cmax (MAKCUMATIBHYIO KOHIIEHTpAIHIO B 11a3Me kKpoBu) u AUC (tutomaas mof
KpUBOM 3aBUCHUMOCTH KOHIIEHTpallMM OT BpeMEeHW) Tukarpeiaopa B 2,4 u 7,3 pasa
coOTBETCTBEHHO. Cmax M AUC akTtuBHOro Merabonura cHukaroTcs Ha 89% u 56%
cooTBeTCcTBeHHO. [lpyrue mormnbie uHruouropsl CYP3A4 (xmapurpoMuiins, Heda3oIoH,
PUTOHABUP U aTa3aHaBHp) OyAyT OKa3bIBaTh Takue k€ dPQPEKThI, MOITOMY UX COBMECTHOE
IIPUMEHEHHE ¢ TpenaparoM Tukarpenop npoTuBONoKa3aHo (cM. paszzensl 4.3, 4.4).

e VYmepennsie UHTHOUTOpsl CYP3A4: coBMecTHOE MpUMEHEHHE AUITHA3EMa C THKArpeIopoM
yBenuunuBaeT Cmax THKarpenmopa Ha 69%, a AUC B 2,7 paza, cHukaeT Cmax aKTUBHOTO
metabonmura Ha 38%, a AUC He Mensercs. Tukarpeiaop He BiIHMSET Ha IJIa3MEHHbBIE
KOHIIGHTpauuu aunTtuazeMa. Jlpyrue ymepennsle unruburopst CYP3A4 (manmpumep,
aMIIpeHaBUP, alPEIUTAHT, SPUTPOMHULIMH, (DITYKOHA30J1) OKA3bIBAIOT aHAJIOTUYHBIN 3G (DEKT, u
UX TaKXKe MOKHO Ha3HA4aTh OJHOBPEMEHHO C MpernapaToM TuKarpenop.

e [lpu exenneBHOM ymnoTpeOieHUH OOJBIIMX 00BbEMOB rpeindpyroBoro coka (mo 200 mi
3pa3za B JeHb) OBIJIO OTMEYEHO 2-KpPAaTHOE YBEJIWYEHUE OSKCIO3ULUU THUKArpenIopa.
Oxupaercsi, 4TO TaKOE€ YBEJIMYEHHME DKCIO3MIMM THUKAarpesiopa HE HMMEET KIMHUYECKOTO
3Ha4eHUs AJ1s1 OOJIBIIMHCTBA MAIUEHTOB.

Hnoyxkmopwr CYP3A

CoBmecTHOE MpUMEHEHHe pudaMIuIrHa ¢ TUKarpeaopoM cHmkaeT Cmax 1 AUC Tukarpenopa
Ha 73% u 86% cooTBeTCTBEHHO. Cmax aKTUBHOTO MeTabonuTa He MeHseTcs, a AUC moHmkaercs
Ha 46%. [pyrue unaykropsl CYP3A (nanmpumep, penutonH, kapbamaszenut u penodbapOutan),
MO-BUAUMOMY, OyIyT CHI)KATh SKCIIO3UIINIO THKarpeaopa. Mormrasie nHAYKTOphl CYP3A MoryT
YMEHBIIATh JKCHO3MIMI0O U  3(P(EKTUBHOCTh THKArpeiaopa, I03TOMY OJHOBPEMEHHOE
MPUMEHEHNE MOIIHBIX UHAYKTOPpOB CYP3A ¢ THKarpeiaopoM He peKOMEHTyETCA.

Luxnocnopun (uneubumop P-gp u CYP3A)

CoBmectHOE puMeHeHHe Iukinocnopuna (600 Mr) ¢ TukarpeaopoM yBeaHuuBaeT Cmax 1 AUC
Tukarpesnopa B 2,3 u 2,8 pa3 coorBeTcTBeHHO. [Ipu 3TOoM oTmeuaercss yBenuuenne AUC
akTuBHOro Metabonmuta Ha 32% u cHWKeHHE Cmax Ha 15%. Tuxarpemop He BIUSET Ha
TUTa3MEHHYIO KOHIICHTPALUIO ITUKJIOCTIOPHHA.

Het naHHBIX O COBMECTHOM MPHUMEHEHHMM THKarpejaopa ¢ APYTMMH MOIIHBIMA MHTHOWTOpaMH
P-gp u ymepenasiMu unrunoutopamu CYP3A4 (Hanmpumep, BepamamMuil U XUHUIUH), KOTOPBIC
MOTYT TOBBICHTH 3KCIO3UIMIO THKarpeiaopa. Ecim Henb3s u3bexaTb HMX COBMECTHOTO
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1y OTUETY

CMEPTHON

Lpyaue npenapamoi
[lo pesynbraTam (apMaKoJOTHUECKUX HCCICIOBAHUN B3aMMOJEHCTBHS COMYTCTBYIOLIEE

MPUMEHEHUE THKarpejaopa ¢ remnapuHom, sHokcamapuHoM U ACK wim aecMonpeccMHOM He
BIMSET Ha TMapaMmeTpsl (HapMaKOKMHETUKHA THUKArpejaopa, €ro akTHUBHOIO MeTabonutra u
aneHo3uHaudochar-zapucumyto (AJld-3aBucumyro) arperamuio TpoMOoruTOB. B ciydae
HATMYUS KIMHUYECKHUX TMOKAa3aHUM K HAa3HAYCHHUIO IMPENapaToB, BIUSIONUX HAa T€MOCTa3, OHU
JOJIKHBI HCIIOJIB30BAThCS C OCTOPOXKHOCTHIO B KOMOMHAIMM C mpernaparoM Tukarpenop (cM.
paznen 4.4).

OTMeueHO 3aMeNIJICHHEe U CHIDKCHHE DKCITO3UIIUU TEePOPATbHBIX MHTHOUTOPOB P2Y 12, BKIIOUas
TUKArpelop M €ro aKTHBHBIA MeTa0OJUT, Yy MAalMEHTOB, IMOJYYaBIIUX TEParuio MOPPUHOM
(CHMKEHHE SKCIO3ULUU THUKarpeinopa npubnusutensHo Ha 35%). JlaHHoe B3auMoJIeHCTBUE
MOKET OBITh CBSI3aHO CO CHMIKEHHEM MOTOPHUKHU JKETyJOYHO-KUIIEYHOTO TPAaKTa U TOITOMY
OpUMEHUMO K JpyruMm omnuougaMm. KinHuueckas 3HAUYMMOCTh HEHM3BECTHA, HO JaHHBIE
YKa3bIBalOT HA BO3MOXKHOCTH CHWXEHHS J((OEKTHBHOCTH THKArpeiopa y MalueHTOB,
OJIHOBPEMEHHO TMOJydYalimux Tukarpeaop u mopduH. Y mammertoB ¢ OKC, y KoOTOpbIX
OpUMEHeHHe MOp(HHA HEIb3s OTCPOUUTh, W OblcTpoe wuHrHOUpoBanue P2Yi> cumraercs
KPUTHYECKH Ba)XHBIM, MOXKHO PacCMOTPETh BO3MOXXHOCTh MPHUMEHEHHUS MapeHTepaIbHOro
uHruouropa P2Y1,.

Bausnue npenapara Tukarpesnop Ha Ipyrue JeKapCTBEHHbBIEC CPEICTBA

Jlexapcmeennvle npenapamol, memabonuzupyemole usopepmernmom CYP3A4

e (CuMBacTaTHH: COIyTCTBYIOILIEE MPUMEHEHUE TUKArpeaopa U CUMBAcCTaTUHA MOBBIIAET Crmax
n AUC cumBactatuHa Ha 81% u 56% cooTBeTCTBEHHO U yBeNUYUBAET Cmax U AUC
CUMBACTAaTUHOBOW KHCIOTBI Ha 64% u 52% COOTBETCTBEHHO, NPU 3TOM B HEKOTOPBIX
CiIyyasix 3TH IOKa3aTelid noBblmaTcs B 2—3 pa3a. COBMECTHOE NPUMEHEHHE CUMBAaCTaTUHA
B j103¢ BhIe 40 MI/CyT C THKarpejiopoM MOKET MPUBOAMUTH K Pa3BUTHIO HEXeJlaTeIbHbBIX
peakiuii Ha CUMBACTaTHH, U HEOOXOIUMO OI[CHUTh COOTHOIICHHUE MOTEHIHMAIBHOTO PUCKA U
nmosb3bl. CUMBAacTaTUH HE OKa3blBaj BIMSHMS Ha KOHLIEHTPALMIO TUKArpesiopa B ILIa3Me.
Tukarpenop MOXeT OKa3bIBaTh aHAJIOTMYHOE BIMsSHME Ha JioBacTaTuH. He pekomenmyercs
COBMECTHOE NMPHUMEHEHUE Mpenapara Tukarpenop ¢ CMMBAaCTaTUHOM WM JIOBAaCTaTUHOM B
no3e cbliie 40 Mmr.

e ATOpBacTaTUH: CONMYTCTBYIOIIEE MPUMEHEHHE aTOPBACTATHMHA W THUKArpeaopa MOBBIIIAET
Cmax 1 AUC aropBactatuHOBOM KHCIOTHI Ha 23% u 36% coorBercTBeHHO. [lomoOHOE
yBenunuenue 3HaueHuil AUC 1 Cmax HaOMIOKaETCA U151 BCEX METa0OJIUTOB aTOPBACTAaTHHOBOM
KHUCJIOTBI. DT U3MEHEHHUSI IPU3HAHBI KIIMHUYECKU HE 3HAYUMBbIMHU.

e (Cxoxee BIUsAHHME Ha Apyrue cratuHbl, mMetabonusupyembie CYP3A4, He MoxeT OBITh
uckimoueHo. B nccnenoBanun PLATO mauueHThl, MOIy4yaBIIME THKArpenop, IPUHUMAIU
pa3IMyYHbIe CTATUHBI IPU OTCYTCTBUU KAaKUX-TMOO OMACeHU OTHOCUTEIHHO 0€30MacHOCTH Y
93% nanueHToB, IPUHUMABIIUX ATy IPYIILy [IPENapaToB.

Tukarpenop — cmnabeiii uarHONTOp CYP3A4. CoOBMECTHOE NpPHUMEHEHHWE THKarpemopa u

cyocrpatoB CYP3A4 ¢ y3kuUM TepaneBTUYECKUM HWHACKCOM (HAampUMep, LM3alpUl WIH

QIKaJIOUAbl CIIOPBIHBM) HE PEKOMEHAyeTCs, TaK Kak THKarpeiop MOKET YBEIMYMBATh

AKCIO3ULUIO ATUX IIPENapaToB.

Cybcmpamul P-gp (8xntouas oueokcun u yukiocnopum)

ConyTcTBylOIII€E MPUMEHEHHE TUTOKCHUHA C TUKArpeaopoM NOBBIIAIO0 Cmax 1 AUC gurokcuna
Ha 75% u 28% cooTBeTcTBEHHO. IIpU COBMECTHOM NpueMe ¢ TUKArpeaopoM CpellHee 3HAaUCHUE
MHUHUMAJIbHOW KOHIIEHTpAllMU JUTOKCHHA yBeInunBajaoch Ha 30%, B OTAENBHBIX CIy4asx B JiBa
paza. Cmax U AUC Tukarpeisopa Npud NPUMEHEHUU JIUTOKCMHA HE MEHsUIMCh. lloaTomy
peKOMEHAyeTCsl  MPOBOJUTH  COOTBETCTBYIOUIMI  KIMHUYECKUH  W/MiaM  JabopaTopHBIiL
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MY OTUETY

IIPENApaToOB € Y3KUM TEPANEBTUYECKUM UHAEKCOM, TAKUMHU KaK TUTOKCHH U [IUKJIOCIOPHH.
He ormeueHo BIMsSHMS THUKarpenopa Ha KOHIIEHTPAIMIO LUKIOCIOpUHA B KpoBU. BiusHue
TUKarpesiopa Ha apyrue cyoctpatsl P-gp He u3y4anocs.

Jlexapcmeennvie npenapamwl, memaboausupyemole uzogpepmenmom CYP2C9

ConyTcTBylonee TNPUMEHEHUE THKAarpeiaopa W ToJOyTaMuaa HE MEHSUIO IIJIa3MCHHBIC
KOHIIGHTPALMM HHU OJHOTO M3 3THX IPErnaparoB, YTO T'OBOPUT O TOM, YTO THUKArpeiop He
spisieTcst uHTHOUTOpOoM M3odepmerta CYP2C9, u manoBepositHo, uTo oH BiuseT Ha CYP2C9-
OTIOCpEI0OBAaHHBIN MeTaboJIN3M MPEenapaToB, TAKUX Kak BappapuH U TOJIOyTaMUI.

Posysacmamun (cyocmpam 6enxa pezucmenmuocmu paxa monoynou xcenesvl (BCRP))

[lpy coBMECTHOM TpHeMe THKarpeiopa M po3yBacTaTHHA OBbLIO OTMEUEHO TIOBBIIICHHE
KOHICHTpAaluK po3yBaCTaThHa 3a CYCT CHUIKCHHA Cro BBIBCACHUSA IMOYKaMH, IPHU KOTOPOM
BO3MOXXHO YBEJIMUYEHHE PHCKA MUOIATHH. B HEKOTOPHIX ciydyasX OJHOBPEMEHHOE MPUMEHEHHE
TUKarpesiopa M poO3yBacTaTHHA MPHUBOIMIO K CHIDKEHHIO (YHKIHMH TOYEK, MOBBIIICHHIO
AKTHBHOCTH KpeaTHH(GOCHOKUHAZHI U PAOIOMUOIH3Y.

Cne;[yeT OLOCHUTH COOTHOIICHUE II0JIb3bI Hqu)I/IJIaKTI/IKI/I OCHOBHBIX CCPACUHO-COCYAUCTBIX
OCJIOXKHEHUH TIPU TIpUEMe pO3yBacTaTHHA U PUCKOB, CBSI3aHHBIX C TIOBBIIICHHON KOHIICHTPAITUEH
po3yBacTaTWHa B TUIa3ME KPOBH.

Opanvhvie KoHmpayenmugvl

CoBMecTHOE NPUMEHEHHE TUKarpesopa, JIEBOHOprecTpeiaa U 3TUHWIACTPAIUOa YBEIUYMBAET
HKCMO3ULMIO 3TUHWIACTpaanona npumepHo Ha 20%, HO He BiIuseT Ha (HapMaKOKMHETHKY
neBoHoprecTpena. He okupaercss KIMHUYECKM 3HAUYMMOIO BO3JCHCTBHA Ha 3(PQPEKTUBHOCTD
KOHTpALENIUU IIPY OJHOBPEMEHHOM IIPUMEHEHUH JIEBOHOPIECTPENa, STUHWIACTPAAUOIa U
TUKarpesopa.

Jlexapcmeennvie npenapamul, CHOCOOHbIE 8bI136AMb OPAOUKAPOUIO

[Ipu coBMecTHOM MpUMEHEHUH mpenapaTta Tukarpenop ¢ npenaparamu, CHOCOOHBIMU BBI3BATh
OpaauKapauio, CIeayeT cOOM0IaTh OCTOPOXKHOCTE (cM. pazaen 4.4.). OgHaKo B MCCIEIOBaHUU
PLATO ne HaOmoaaioch KIWHWYECKH 3HAYUMBIX HEXKEJIATEIbHBIX SIBICHUW MPH COBMECTHOM
OpUMEHEHUH C OJHMM uiau OoJjiee mpemapaTaMu, CIIOCOOHBIMH BBI3BATh OpaJUKapAHIO
(Harmpumep, 96% nDanMEHTOB OJHOBPEMEHHO NpUHUMAIHM OeTa-aapeHobsnokatopel, 33% —
0JIOKATOPBI «MEIJICHHBIX)» KabIIMEBbIX KAHATIOB, JUJITHA3EM U BeparmaMuil u 4% — TUTOKCHH).

lpyeas conymemayrowas mepanust

B knMHMUYECKHX MCCIIEIOBAHUAX TUKArpeIop NPEeUMYIIeCTBEHHO HazHavaicsi coBMecTHO ¢ ACK,
WHTUOMTOpaMU TIPOTOHHOW TIOMIIBI, CTaTMHAMH, OeTa-aapeHO0JI0KaTOpaMu, WHTHOUTOpAMHU
AQHTMOTEH3WHIPEBpalalomero (GepMeHTa M aHTarOHUCTAMU PELeNTOpoB aHruoTeH3uHa Il B
pamMKax JUINTEIbHOTO TMpHeMa, a TakKe C TemapuHOM, HU3KOMOJIEKYJSIPHBIMH TelapuHaMH,
uHruouTropamu rimkonporenHoBbix IIb/Illa penentopoB [isi BHYTPUBEHHOTO BBEICHHS B
paMKax KpaTkocpouHod Ttepanuu. [lo pe3yiapTaTam STUX UCCIACAOBAHMI HE BBISBICHO
KJIMHUYECKH 3HAYMMBIX HEKEIaTeIbHBIX B3aUMOJICHCTBUH.

CoBMecTHOE TPUMEHEHHE TUKArpesiopa ¢ remapuHoOM, SHOKCAIaPUHOM WIIH JIECMOTIPECCHHOM He
OKa3plBaJIO  BIMSHME HA AaKTUBUPOBAHHOE YAaCTHMYHOE TPOMOOIIACTMHOBOE  BpeMs,
aKTHBUPOBAaHHOE BpEMs CBEpPThIBaHUS U HccleaoBaHue QakTopa Xa, OJHAKO BCJEICTBUE
NOTEHIMATIBHOTO  (apMaKOJUHAMUYECKOTO  B3aUMOZCWCTBUS ~ TpeOyercs — coOmonarh
OCTOPOKHOCTB IIPU COBMECTHOM MPUMEHEHUH C MpernapaTaMu, BIUSIONIMMU Ha TeéMOCTa3.

B cBs31 ¢ COOOMIEHUSIMU O TIOAKOXKHBIX KPOBOMBIHUSAHUAX Ha (POHE MPUMEHEHUS CEJICKTHBHBIX
WHTHOMTOPOB OOpAaTHOrO 3axBaTa CEPOTOHWHA (HANMpUMEp, IAPOKCETUH, CEPTPAIMH U
IIUTAJIONpaM) PEKOMEHYeTCsl COOII0aTh OCTOPOKHOCTh MPHU UX COBMECTHOM NPUMEHEHUH C

THUKarpesopoM.
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1y OTUETY

CMEPTHON

4.6. ®epTHIBHOCTb, 0€PEMEHHOCTD U JAKTALMS

JKeHIMHBI pePOAYKTUBHOTO BO3PACTa

)KeHI_I_II/IHaM PCIPOAYKTUBHOI'O BO3pacCTa CJICAYCT HCIOJIB30BATH COOTBCTCTBYIOMIUC MCTO/bI
KOHTpAIEMIINU, YTOOBI H30€KaTh OEPEMEHHOCTH BO BPEMsI TEpAIHH MpernapaToM Tukarpesnop.

bepemeHHOCTD
JlaHHBIE O MPUMEHEHHH THKarpenopa y 0epeMeHHBIX KEHIUH OTCYTCTBYIOT HJIM OTpPaHUYCHBI.

B uccrnenoBaHusX Ha KUBOTHBIX THKArpelop BBI3bIBAT HE3HAYMTEILHOE CHIDKCHHE MPHOABKH
Macchl Tella y CaMOK, CHW)KCHHE »KHM3HECIIOCOOHOCTH, MAacChl Tella W 3aMEUICHHE pPOCTa
HOBOPOXJICHHOTO  moToMmcTBa. [Ipemapatr  Tukarpemop TMpPOTHUBOMOKA3aH BO  BpeMs
OepEeMEHHOCTH.

JlakTanus
HoctymnHple papMakoIMHAMHYECKHE, TOKCUKOJIOTHYECKUE JaHHBIC Y )KMBOTHBIX MOKA3aJld, YTO

TUKarpesiop M ero akTUBHbIE METa0OJIUTHI BBIACISIOTCS ¢ MOJIOKOM. He MoxkeT ObITh UCKIIIOUECH
PHCK Ul HOBOpOXAEHHOTo/MuaneHna. I[Ipemapatr Tukarpenop NpOTHBONOKa3aH B TEPHOX
KOpMJICHHUSI peOeHKa IPyIbIO.

DdepTUabHOCTD
Tukarpenop He oKa3bIBaj BIUSHUA HAa (DePTUIHLHOCTh CAMIIOB M CAMOK JKMBOTHBIX.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATHL TPAHCMOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHNU3MaMu

He mnpoBoausnoch wuccieqoBaHUN BIMSHUAA THUKAarpeiopa Ha CIOCOOHOCTh K BOXKJIEHUIO
aBTOTPAHCIIOPTA U YNPABICHUIO MEXAHU3MaMU. THUKarpenop He BIUSAET WIM B HE3HAYUTEIbHOU
CTEMEeHH BJIMSET Ha CIIOCOOHOCTh YIPABIATh TPAHCIOPTOM M MexaHu3MaMu. Bo Bpemst Tepanuu
mpernapaToM COOOIIAOCh O TOJOBOKPY)KEHUU U CIyTAHHOCTH CO3HAaHWS. B ciydae pa3BuTHs
JaHHBIX SIBICHUNM TalUeHTaM CcJeayeT coOJliolaTh OCTOPOKHOCTh MpU  yNpaBICHUU
aBTOMO6I/IHeM " JPYruMHu MCXaHHU3MaMU.

4.8. He:xkesnaTesibHbIE peaKIUU

Pestome npoduiist 6e3onacHOCTH

[Ipodpunp Oe3zomacHOCTH THKAarpeaopa M3ydayics B MAacCIITaOHON mHporpaMMe KIMHHYECKUX
HCCIIeI0BaHMi, B KOTopoi Oosiee 58000 mamweHTOB W 370POBBIX JOOPOBOJIBIIECB MOJTYYaIHd
TUKarpenop. Hrbke TpencTaBieHbl JaHHBIE O HEXKENATEIbHBIX JICKAPCTBEHHBIX PEAKIUSX,
OTMEUEHHBIX B KJIMHUYECKHUX HCCIEIOBAHUSAX WIM NIpPU MOCTMAapPKETUHIOBOM MPUMEHEHUU
TUKarpemnopa, BKIOYas WHQOOPMAIMI0O W3 KIMHUYECKUX MCCIEAOBAHUN, OTHOCSIIMXCA K
onobpernsiM mokazanusM (PLATO, PEGASUS u THALES). Hudopmamus o006 »3Tux
MCCJIEI0BAHMSX MPUBEIeHa B paznene S.1.

B uccnenoannu PLATO nmanueHTsl, Toy4YaBIlIke TUKArpesiop, Yyaile NpeKpanaim Tepanur u3-
3a HeXKENATeIbHBIX SBJICHHM, YeM MAIMEeHTHI, MoTy4aBinue kionuaorpen (7,4% 1mo cpaBHEHUIO ¢
5,4%). B uccnenoanuu PEGASUS y nmanueHToB, MOIy4yaBIIMX TUKArpeaop, 4acToTa OTMEHBI
TEepanuu W3-32 HEXKENATENbHBIX SIBICHUN OblIa BHIIIE, YeM Yy MAIMEHTOB, MOIyYaBIINX
monotepanuio ACK (16,1% B rpynne tukarpenopa 60 mr B komOunauuu ¢ ACK u 8,5% B
rpynne MoHotepanuun ACK). B wuccnenoBanum THALES y mnanumeHToB, NOJydYaBIINX
tukarpesnop B komOuHanuu ¢ ACK, gacTora OTMEHBI Tepanmuu H3-3a HEXKETATEIbHBIX SBJICHHI
ObLy1a BBIIIE, YEM y MAIMEHTOB, nmoiay4aBimux MoHotepanuio ACK (9,7% B rpymme Tukarpenopa
90 mr B komOuHarmu ¢ ACK u 7,6% B rpymnme monotepanuu ACK).

CaMbIMH YaCTBIMH HEXEJIATEIhbHBIMU SIBICHUSMHU Yy MAalMEHTOB, MPUHUMABIIUX THKArpeyiop,
OBLTH KPOBOTEUYCHHMS M OJIbIIIKA (CM. pasnen 4.4).
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TabnuuHOE pe3oMe HeKEIATSILHBIX PEaKITHi (NOCNEOCQBATENBHOCTL 0003)

HexenarenbHble pCaKknunu, OTMCUYCHHBIC B KIIMHUYCCKUX HCCIIEA0BaHUAX NN npu
MIOCTMApKETUHTOBOM TNPHUMEHEHUH THKAarpeiopa, TEepPeUnCIICHbl TI0 CHCTEMHO-OPTaHHBIM
KJIacCaM W 4YacToTe pa3BUTHS. YacToTa pa3BUTHS HEXKEIATENbHBIX PEAKIMN OINMpEAesieTcs ¢
WCIIOJI30BaHUEM CIICIYIONIUX Kareropuid: odeHb 4acto (>1/10), wacto (>1/100, o <1/10),
Hewacto (>1/1000, mo <1/100), penxo (=1/10000, o <1/1000), ouenp pemko (<1/10000),
94acTOTa HEM3BECTHA (Ha OCHOBAHUHW MMEIOIIUXCS TaHHBIX OIICHUTh HEBO3MOKHO).

Taéauna 1. HexesaTeJibHbIE peakIMU MO YacTOTe PAa3BUTHA U CHCTEMHO-OPraHHbIM
KJaccam

CucremHno- Ouennb Yacro Heuacto Yacrora
OpraHHbI| KJjacc 4acTo HeH3BeCTHA
Hobpokauecmeennbvie, KpoBoreuenue
3710Ka4uecmeeHmble U 3 OMyXOJIn>
HeymouHeHHble
H08000pa306aHUs
(8xar0uas Kucmol u
nounbl)
Hapywenus co | KpoBoTeuenu TpomboTuueckas
CMOpOHbl  KpO8U U | €, CBS3aHHOE TPOMOOIIMTONIEHU
aumghamuyeckoll C yeckas myprypa’>
cucmemol 3a0o0JieBaHUA
MH KpOBH®
Hapywenus co ['unepuyBcTBUT
CMOPOHbL UMMYHHOU €JIbHOCTb,
cucmemol BKJIIOYast
AHTMOHEBPOTUY
eckuit orek!?
Hapywenus lNunepypukemy [Tomarpa/
Memabonuzma u a! NoJlarpuyecKuit
NUMAaHus apTpur
llcuxuyeckue CnyTaHHOCTb
HapyweHus CO3HAHUS
Hapywenus co I'onmoBokpyxeuun | Buyrpuuepennoe| LlenTpanbHoe
CMOPOHbL HEPEHOU e, 00MOpOK, KpoBom3IUaHue 2| anHOd cHa,
cucmemul rojoBHast 00Jb BKJTIOYAst
neIixanue YeiiHa-
Crokca'?
Hapywenus co KpoBouznusaue
CMOPOHbL Op2ana B riaz®
3penus
Hapywenus co Bepturo KpoBousnusuue
CMOPOHbL Op2ana B yXO
cnyxa u 1abupunma
Hapywenus co Bpannapurmus >,
CMOpOHbL cepoya aTPUOBEHTPUKYJT
sapHas 61okaga’’
Hapywenus co AptepuanbHast
CMOPOHbL COCY008 TUIOTEH3HUSI
Hapywenus co Oppimka KpoBoreuenue

CMOpOHbL U3 OpPraHoB
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CucremHo- Ouenb Yacro 7" 'Hewacro =T qacrora’
OpraHHbI| KJjacc 4acTo HEeH3BeCTHA
OblxamenvbHou JIbIXaTeIbHOMN
cucmemvl, Op2aHo8 CHUCTEMBI’
2PYOHOU KNemKU U
cpedocmenust
Kenyoouno- Kenynouno- Perponeputone
Kuuieutvle KHILEYHOE anbHOE
HapyweHus KpoBoTeueHne®, | KpoBoTeueHHe
nuapes,
TOIIIHOTA,
JTUCTIETICHS,
3amnop
Hapywenus co ITonkoxxHas unu
CMOPOHBL KONCU U KOXKHAsI
NOOKOJCHBIX MKAHel remopparus’,
KOKHBIN 3y,
KO’KHasi ChInp '
Hapywenus co KpoBouznusaue
CMOPOHbL MbIULEYHO, B MBILIIEL
CKelemHoU U
CcoeOuHUmenbHouU
MKaHU
Hapywenus co KpoBorteuenne
CMOPOHbL NOYEK U u3
MOYEeBbIBOOAUUX MOUYEBbIBOISAIIN
nymei x nyTteit’
Hapywenus co KpoBorteuenne
CMOopoHbl U3 MOJIOBBIX
PenpoOyKmMueHoU opranos!®
cucmemul u
MOJIOUHBIX dHcene3
Jlabopamopmvie u [ToBbilIeHHE
UHCMPYMEHMATbHbLE KOHIIEHTPAIUU
oamnHvle KpeaTUHHUHA B
KkpoBu'
Tpasmeol, KpoBoTteuenne
UHMOKCUKaYUuu u nocie
OCIOCHEHUSI NPOYEOYp POBECHUS
MaHUIYJISIUUH,
TpaBMaTHYECKOE
kpoBoTeueHue!' !

' TIpusenena yacToTa OTKIOHEHMiT 1aGOPATOPHBIX MOKa3aTeneil (IOBBIIEHHE KOHIEHTPALUHU

MOYEBOH KUCIIOTHI BBILIE BEPXHEH IPaHUIIBI HOPMBI OT UCXOJHOTO 3HAYCHHS, KOTOpOE OBLIO B
npenenax HOPMbl MM MEHEe HIDKHEH TpaHUIbl HOPMBI; MOBBIIIEHHE KOHIUEHTpPaLUuu
kpeaTuHuHA > 50% OT MCXOIHOTO 3HAYEHMS), a HE YacTOTa COOOIICHHUI O HEXKENaTeIbHBIX
SBJICHUSX.

Hanpumep, kpoBoTeueHHE U3 OMYXOJH (PaK) MOUEBOTO Iy3bIPsl, U3 ONYXOJIH (paK) >KeIyIKa,
U3 OIyXOJIH (paK) TOJICTON KHIIKH.
Hanpumep, CKJIOHHOCTH K  00pa3oBaHUIO
reMopparu4eckuii auares.

KpOBOIIOATCKOB, CIIOHTaHHAasA TICMaTOMa,
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4 Hanpumep, KOHBIOHKTHBAIILHOE, PETUHAIBHQE, BHVT]D‘EP%&THEQI?D%EJPE%&%& Tb 0005)
5

Hamnpumep, sanucrakcuc (HOCOBOE KPOBOTEUECHHE), KPOBOXapKaHbE.

Hanpumep, kpoBoTeueHHE M3 JECEH, PEKTAIbHOE KPOBOTEUYEHHE, KPOBOTEUEHHE M3 SI3BBI

KEITyAKa.

Hanpumep, 3kXx1mMo3, KO>KHas reMopparusi, neTexus.

Hamnpumep, reMapTpo3, KpOBOU3IMSAHUE B MBILIILY.

Hanpumep, rematypusi, reMOpparnuecKuid [IUCTUT.

Hanpumep,  BarmHaibHOE€  KpOBOTEUYEHHE, TIE€MaroCHepMHsi,  MOCTMEHOIAy3aJlIbHOE

KPOBOTEUYEHHE.

Hampumep, ymm6, TpaBMaTuyeckas reMaromMa, TpaBMaTH4eCKOe KPOBOTEUCHHE.

12 T.e. cnonTaHHoe, CBS3aHHOE C MPOLEAYPAMH MM TPAaBMATUYECKOE BHYTPUUYEPEITHOE
KPOBOU3JIUAHUC.

13, OTMedeHO U TOCTMAPKETHHIOBOM TIPUMEHEHNH.

10

11

Omnucanre HEKOTOPBIX HEXKENaTEIbHBIX PEAKITUM

Kposomeuenue

Cnyuau xkposomeyuernuii 8 uccaedosaruu PLATO

CoBOKyINHbBIE JTaHHBIE O 4YacToTe KpoBoTeueHud B uccienoBanun PLATO mnpencraBieHsl B
Tadauue 2.

Taoaunma 2. Yacrora kpoBoredenuit B ucciaenoBanum PLATO (oumenka mo Kamuany-
Meiiepy k 12 mecsiny)

Tuxarpeaop 90 mr | Kinonugorpen | 3nadyenue p*

2 pa3a B CyTKH N=9186
N=9235
OOmas yacToTa OOIBIINX 11,6 11,2 0,4336
KPOBOTEUECHH 110 OIPEICTICHHIO
PLATO
YacToTa OOJIBIINX 5.8 5.8 0,6988
JICTATLHBIX/yTPOKAIONTUX HKU3HU
KPOBOTEUECHHI 110 OIPEICTICHHIO
PLATO
YacroTa 00JIBIINX KPOBOTCUCHHI 110 4,5 3.8 0,0264

onpexaenenuto PLATO, e
cBs3anHbIx ¢ AKII

Yactora 60JbIINX KPOBOTCUECHUHN 10 3,1 2,3 0,0058
onpenenenuto PLATO, ne
CBSI3aHHBIX C MTPOIIETypaMH

OO0m1as yacToTa OOIBIINX U MaJIbIX 16,1 14,6 0,0084
KPOBOTEUECHHUH 10 OMPEACIICHUIO

PLATO

YacToTa OOJIBIINX U MaJbIX 5.9 43 <0,0001

KPOBOTEUYECHHI MO OMpPEIETICHUIO
PLATO, He cBSI3aHHBIX C
npoueaypamu

Yactora 60JBIINX KPOBOTCUECHUH 10 7,9 7,7 0,5669
onpeaenenuo TIMI

YacTtoTa OONBIINX ¥ MAJIBIX 11,4 10,9 0,3272
KPOBOTEUECHHUH 10 OMPEACIICHUIO
TIMI
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COOTBETCTBYET :

OnpenesieHnsi KaTeropuii KPOBOTEYECHUIA:

Boabmoe JeranbpHoe/yrpoxamiiee KU3HH KpoBoTedyeHHe Mo onpenejgennro PLATO:
KJIMHUYECKH  SIBHOE KpPOBOTEUEHHE, CONPOBOXKIAIOLIEECS]  CHIDKEHHEM  KOHIEHTpaluu
remorjoouna Oonee yem Ha 50 1/ miam TpaHcdysued 4 mnm Oosiee €AMHUI] SPUTPOLMTHOM
Macchl; WM JIETAIbHOE KPOBOTEUEHHE; WM BHYTPUUEPENHOE KPOBOUBIUSHUE; WU
KPOBOTEUYEHHE B IOJIOCTh NEPUKAp/a C TAMIIOHAA0M CepAlla; WIU THIIOBOJEMUYECKUM IIOK WU
TsDKeNnass  TUIOTEH3Us, BbI3BAHHBIE  KPOBOTEUEHHMEM U  TpeOyloue  MPUMEHEHHUS
Ba30KOHCTPUKTOPOB/UHOTPOIHBIX IPENapaToB WK MPOBEACHUS ONEPATUBHOIO BMEIIATEIbCTBA.
Boabmoe unoe kpoBoredyenue no onpeneeHuro PLATO: k1uHUYeCKH IBHOE KPOBOTEUCHHE,
COIIPOBOKIAOIIEECS] CHIDKEHUEM KOHIIEHTpauuu remorioouHa Ha 30-50 r/n umm tpebyroiiee
TpaHchy3un 2-3 eAMHMI] DSPUTPOIMTHON MAacChl, HJIM BBI3BIBAIONIEE CYIICCTBEHHYIO
HE/IeeCIIOCOOHOCTh MaIlUeHTA.

Mauioe kpoBoTedenne no onpenenenno PLATO: kpoBoTeuenue, TpeOyromiee MEIUIIMHCKOTO
BMEIIATEIbCTBA JJIsl OCTAHOBKH WJIM JIEYEHUSI KPOBOTCUCHHUSI.

boabmoe kpoBoreuenne mno ompeneseHuro TIMI: kiIMHUYECKH SBHOE KPOBOTEUEHHE CO
CHI)KCHMEM KOHIICHTpAIlMu remMorioomHa Oonee vem Ha S50 T/10; WIM BHYTPUYEPEITHOE
KPOBOUBJIUSHUE.

Maiioe kposoreyenue mno omnpeneneHuro TIMI: kinuHUYECKH $BHOE KPOBOTEYEHHUE CO
CHIDKEHHEM KOHIIeHTpanuu remoriioonHa Ha 30-50 r/i.

* 3HaueHHe p, pacCUMTAHHOE MO MOJETH MNPOMOPLHUOHATIBHBIX puUcKOB Kokca, ¢ rpymmoit
JICYECHUS B KAUECTBE €IMHCTBEHHOW HE3aBUCUMOMW ITEPEMEHHOM.

B rpymnmax Tukarpenopa ¥ KJIONUIOTpesia He ObLIO BBIABICHO PA3JIMYUI MO YacTOTe OOJBIINX
JIeTaIbHBIX/yTPOXKAIOIUX KU3HU KpoBOoTedeHUH 1o ompexaeneHuto PLATO, oOmieit yacrote
Oonpmux KpoBoTedeHH 1o ompeaeneHutro PLATO, dgacrore OonbIIMX KPOBOTCUEHUW TIO
onpenenenuto TIMI unm yactore Manbix KpoBoTeueHHi 1o omnpeneneHuto TIMI (cm. Tabnuiry
2). OgHako o01mas yactoTa O0JIBIIMX U MaJIBIX KpoBOoTedeHUH 1o omnpeaeneHnio PLATO Obuia
BBIILIE B IPYIIIE TUKArpeaopa Mo CPaBHEHUIO C TPYNIoHN Kionuaorpena. OTMEUYEHO HECKOJIBKO
ciy4aeB JieTaldbHBIX KpoBoreueHuil: 20 (0,2% mauuentoB) B rpymnme tukarpenopa u 23 (0,3%
MAalMEeHTOB) B IPyIIE KIOMUAOTPea.

Bospact, mon, macca Ttena, paca, reorpaduUyecKuil pervoH, CONMYTCTBYIOIIHE 3a00JieBaHUs,
COMYTCTBYIOIIAs TepaIiusi, aHaMHe3, BKIIIOYas mpeaecTByomuid nuucyinsT 1 TUA, He Biusiiin Ha
4acTOTy OOJBIIMX KPOBOTEUEHHUIl B IIEJIOM M HE CBSA3aHHBIX C MPOLEIYpaMH IO KPUTEPUSIM
PLATO. Takum 00pa3oM, He ObUIH BBISABICHBI TPYIIIBI OBBIIIEHHOTO PUCKA KPOBOTEUECHUH.
Kposomeuenue, ceasannoe ¢ AKII: B uccnenoanuu PLATO y 42% namuentoB u3 1584 (12%
u3 koroptsl), nepenecmux AKII, pasBuBamuch OoJbllue JETaabHBIE/YIPOXKAIONIIME KU3HH
KpoBoTeueHus 1o onpenencHuio PLATO 6e3 3HauMMBIX pa3nuyuil B 00€WX Tpymnmax JICUCHHUS.
JleransHoe kpoBoTeueHue, cBsizanHoe ¢ AKII, Obpi0 oTMEedeHO y 6 TAIMEeHTOB B KaXKIOM
rpytire JedeHus (cM. pasnen 4.4.).

Kposomeuenue, ne ceazannoe ¢ AKIL, u kpogomeuenue, ne cesazannoe ¢ npoyeoypamu: TPyIIIbl
TUKarpeaopa U KJIOMUJOrpesa He OTIMYAIMCh MO YacTOTe OOJBIINUX JIETATbHBIX/yTPOKAIOLINX
XKU3HN KpoBoTeueHui, He cBa3aHHbIXx ¢ AKIIl no ompenenenuto PLATO, HO B rpymnme
TUKarpejgopa oOTMeJaliach Oojiee BBICOKas oOmas dYacTtoTa OOJBIIUX KPOBOTCUYCHHH TIO
onpenenenuto PLATO, Gonpmux kpoBoreueHuil no ompeneneHuto TIMI, Gompmmx u Manbix
KpoBoTeueHu 1o onpeneneHuo TIMI. AHaloruyHo, e€cid yAaJIuTh BCE CIIydyald pPa3BUTHS
KPOBOTEUCHH, CBSI3aHHBIX C IMPOLEIypaMH, B TPYIIEe THKarpeiaopa oTMeueHa 0oliee BBICOKAs
4acToTa KpOBOTEUEHUH, YeM B rpyIe kionujaorpena (cMm. tabmumy 2). Ilpekpaiienue nedeHus
BCJICJICTBHE KPOBOTEUECHHMS, HE CBS3aHHOIO C MpoleaypamH, ObUlo Oojee YacThIM B TpyIIe
Tukarpesnopa (2,9%) no cpaBHeHuto ¢ rpymnmnoii kinonugorpena (1,2%, p<0,001).
Brympuuepennoe  Kkposousnuaumue: B TPyNIe  THKarpeiopa  pa3BUBAJIOCh  OoJblie
BHYTPUYEPEITHBIX KPOBOM3IHUSIHUHN, HE CBSI3aHHBIX C MpoleaypaMu (n=27 KpOBOM3IUSHUN y 26
narueHToB, 0,3%), ueM B rpymnme kionuaorpena (n=14 kpoBousnusauii, 0,2%), u3 KoTopbix 11
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ClIydaeB KpOBOM3IUSHUN Ha (poHe THKarpenopalu | Ha &BHG K TJ(JJ:TQ I-SHJTI/I' GTaTJTb'H'LIMI/I

OpHako He OBUIO 3HAUMMBIX PA3IMYHiA 10 00IIEMY YUCITY JeTaTbHBIX KPOBOTCUCHHH.

Cnyuau kposomeuenuil 6 uccreoosanuu PEGASUS
CoBOKyIIHBIE JJaHHBIE O YacTOTe KpoBoTeueHUU B uccienoBanuu PEGASUS mnpencraBieHbl B
Tabnure 3.

Tadauna 3. Yacrora kpoBoreueHuii B ucciaenopanuu PEGASUS (ouenka mo Kamuany-
Meiiepy k 36 mecsiny)

Tuxarpesaop 60 mr 2 paza | MoHoTepanus

B cyTku + ACK ACK
N=6958 N=6996
KoHeuHnble TOUKH OLIEHKH Oruomenue 3HaueHne
0e30macHOCTH KM% plcwon KM% P
(95% JIN)

Kareropuu kposoredenuii no onpeaejaennro TIMI
Yacrtora OOJBIINX KPOBOTCUCHUMN 2,3 2,32 1,1 <0,0001
1o onpeaeneanio TIMI (1,68, 3,21)

JleranbHble KPOBOTEUEHUS 0,3 1,00 0,3 1,0000

(0,44, 2,27)

BnayTtpuuepennbie 0,6 1,33 0,5 0,3130

KPOBOUBJIUSHUS (0,77, 2,31)

Hpyrue 6ompime 1,6 3,61 0,5 <0,0001

KPOBOTEUCHHSI 110 (2,31, 5,65)

onpeaeneHuo TIMI
YacToTa OOJNIBIINX WIIA MaJIbIX 34 2,54 1,4 <0,0001
KPOBOTEUECHHI 110 OIMPEICICHHIO (1,93, 3,35)
TIMI
Yacrora OONBIINX, WJIM MAJBIX 16,6 2,64 7,0 <0,0001
KPOBOTCUYCHHH, WJIH TPEOYIOIINX (2,35,2,97)

MCOUIIMHCKOI'O BMCIIATCIILCTBA 110
onpeaeneHuo TIMI

Kareropuu kpoBoredenuii no onpegejaennio PLATO

Yacrtora OOJBIINX KPOBOTECUCHUMU 35 2,57 1,4 <0,0001
no onpenenenuto PLATO (1,95, 3,37)
JleranbHbIe/ 2.4 2,38 1,1 <0,0001
YTPOKAIOIINE KU3HH (1,73, 3,26)
bonpmme nabIe 1,1 3,37 0,3 <0,0001
KPOBOTEUCHHSI 110 (1,95, 5,83)
onpeaenenuo PLATO
YacroTta OONBIIMX HWIA MAaJbIX 15,2 2,71 6,2 <0,0001
KPOBOTEUYCHHI TI0 OMPEIEICHUIO (2,40, 3,08)
PLATO

[Ipumeuanue: I — noBepurensHelii nHTEpBal, KM — onienka no Kamnany-Meliepy.

Omnpenenenns KaTeropuii KPOBOTEYeHUI:

Boabmoe kpoBoTeueHue no onpeaeaenuro TIMI: neranpHoe; wim a1000€ BHYTPUUYEPETTHOE
KPOBOU3JIMSHNE; WIH KIMHUYECKH SIBHBIE IIPU3HAKU KPOBOTEUEHUS, CBA3AHHOIO CO CHM)KEHUEM
KOHIIEHTpauuu remorigobuHa Ha 50 r/n wim Oosiee, WM, €cad JaHHbIE O KOHLEHTpAIUH
reMOTJI00MHa OTCYTCTBYIOT, TO CHIKEHHE TeMaTOKpuTa Ha > 15%.
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HOCTE 0005]
JletanbHoe kpoBoTedyenue mo omnpeaesenuro TIMI: Ebosojref;eﬂne rrpnléozmmee K “CMepTH

MalUEHTA B TEUEHUE 7 CYTOK.

boabmoe nHoe kpoBoredenue no onpenesennto TIMI: He netanbHOE, HE BHYTPUYEPETHOE
OosbI10€ KpoBOTEUeHHE 10 omnpeneneHuto TIMIL

Manoe kpoBoredeHue mno onpeaededHuro TIMI: kIuHUYECKHM SBHOE KpPOBOTEUYEHHE,
COIIPOBOKIAOIIEECS CHIYKEHUEM KOHIIEHTpauu remoryioonna va 30—50 r/m.

KpoBoTeuenune, Tpelymouiee MeIHUUMHCKOI0 BMeHmIaTeJbCTBa, N0 omnpeneidenuro TIMI:
KpPOBOTEUYCHHE, TpeOyroliee MEAUIIMHCKOTO BMEIIATENbCTBA; WU TpeOyrolee TOCIUTAIH3alHH;
WIH TPEOYIOIIee HEOTI0KHOTO 00CIeIOBaHUS.

Boabmoe JeranbHoe/yrpoxamiee KU3HH KpoBoTedyeHHe Mo onpenejgennro PLATO:
JeTabHOE KPOBOTEUEHUE; UIU BHYTPUUYEPEITHOE KPOBOMBIUSHUE; WIH KPOBOTEUYEHHE B TIOJIOCTh
nepukapja ¢ TaMIIOHAJOM cepila; WIM THUIIOBOJIEMHYECKUN IIOK WM TSKENas TUIIOTEH3HS,
BbI3BaHHbIE KPOBOTEUYEHHWEM U TpeOylolle NPUMEHEHUS Ba30KOHCTPUKTOPOB/MHOTPOIHBIX
NpenaparoB WM TPOBEACHUS ONEPaTUBHOTO BMEIIATEIbCTBA;, WM KIMHUYECKH SBHOE
KPOBOTEUYEHHE, COMPOBOXK/IAIONIEECS] CHUKEHHEM KOHIICHTpAlMu remMoriioonHa Oosee yeM Ha
50 r/n, unu Tpancdy3ueit 4 wim 6oiee eIUHUL] IPUTPOIUTHON MACCHI.

boabmoe mHoe kpoBoTedeHue mno omnpeneaenno PLATOQO: kpoBoTedueHHE, BbI3BIBAIOIICE
CYUIECTBEHHYIO HEIEECIOCOOHOCTh TMAIMeHTa; MM KIMHUYECKH SIBHOE KpPOBOTECUCHHE,
COTIPOBOXKIAIOIIEECS] CHIDKCHHEM KOHIIeHTpaluu remorioouna Ha 30—50 r/n; uiau Tpebytomee
TpaHchy3un 2—3 eMHULL S3PUTPOLIUTHON MACCHI.

Mauioe kpoBoTedenne no onpeneiaenno PLATO: kpoBoTeuenue, TpeOyromiee MEIUIIMHCKOTO
BMEIIATEIbCTBA JJIsl OCTAHOBKH WJIM JIEYEHUSI KPOBOTCUCHHUSI.

B uccnenoannu PEGASUS-TIMI 54 Gonpmme kpoBoTeueHus mo ompenenenuto TIMI mpu
IIpUMEHEHNUN Tukarpesnopa 60 Mr aBa paza B CyTKHM BO3HHUKAJIM 4Yalle, YeM MPHU MOHOTEpAIUU
ACK. He HaGmonanoch MOBBIIICHUS pPUCKA JICTAIBHBIX KPOBOTEUEHUH; OTMEUEHO JIMIIb
HE3HAUUTEJIbHOE YBEJIIMYEHHWE YacTOThl BHYTPHUYEPENHBIX KPOBOM3IMSHUM IO CPABHEHUIO C
MoHoTepanued ACK. OTMe4eHO HECKOJIBKO CilydaeB JieTalbHbIX KpoBoreueHuil: 11 (0,3%) B
rpynne Ttukarpenopa 60 mr u 12 (0,3%) B rpynne monotrepanun ACK. I[loBbimieHHBINH puck
OonbmMx KpoBoTeueHHH mo ompenenenuto TIMI npu nmpumeneHun tukarpenopa 60 mr Obut
00yCJIOBJICH, TJIaBHBIM 00pa3oM, 0oJiee BHICOKOM YaCTOTOW OOJBIIUX WHBIX KPOBOTECUCHHUH TIO
onpenenenuto TIMI 3a cyer xeny109YHO-KUILIEUYHBIX KPOBOTEYEHU M.

AHanmorndHo OOJBIIMM KpoBOTEUeHUsIM 1o ompeneneHuto TIMI, wHa ¢oHe npuMeHeHHs
TUKarpesnopa 60 Mr OTMEUeHO MOBBIIIEHHE YacTOTHI OOJIBIIMX MM MajbIX KPOBOTEUEHHH IO
onpenenenuto TIMI, 6onapmmx kpoBoTeueHuit mo onpeneneanio PLATO u 607bmMX WM Maibix
kpoBoredeHuit o onpeneneauro PLATO (cm. Tabnuiy 3). [lpekparienne Tepanuu BCISICTBUE
KpOBOTEUYECHHI ObUTIO O0Jiee YacThIM MpU IpHeMe TUKarpeiaopa 60 mr, 4eM mpu MOHOTEpAITUU
ACK (6,2% u 1,5% COOTBETCTBEHHO). BONBIIMHCTBO A3TUX KPOBOTCUEHUN OBUIH MEHEe
TSOKEJBIMU (OTPEENISIIUCh KaK KPOBOTEUEHHUsI, TPEOYIOIIHe MEAUIIMHCKOTO BMEIIATENbCTBRA, 10
onpenenenuto TIMI), Hanpumep, HOCOBOE KPOBOTEUEHHE, KPOBOIIOATEKH, TEMATOMBI.

[Tpoduns 60X KpOBOTEUEHUH 110 onpeaeneHnio TIMI, 6oibmuX UK MaIbIX KPOBOTCUCHUM
no omnpenenenuto TIMI u 6onbmux kpoBoreuenuit nmo onpeneneHuo PLATO mns tukarpenopa
60 Mr ObUI CONMOCTaBUM B HECKOJBKHX 3apaHee OIpeAeleHHBIX MOArpymnmnax (Hampumep,
3aBHUCUMOCTHM OT BO3pacTa, II0Jla, MAacChl Tella, pachl, reorpauyeckoro peruoHa,
COIYTCTBYIOIINX 3a00JI€BaHM, COMYTCTBYIOIIEH Tepanuu U aHaMHE3a).

Brympuuepennoe kpogousnusHue: CIOHTAaHHOE BHYTPUYEPENIHOE KPOBOUBIUSHUE OTMEUYAIH CO
CXOJKeH 4acToTOM mpu npuMeHeHun Tukarpesnopa 60 mr u monoreparnuu ACK (mo 13 ciydaes,
0,2% B Kaxao rpynme JjedeHus). YacTtora BHYTPUUEPENHBIX KPOBOM3JIMSIHHUM BCIEICTBUE
TpaBMBI WJIM TIPOLETYPHl ObLTa HEMHOTO BBIIIEC TP Tepanuu TUKarpesopom 60 mr (15 cioydaes,
0,2%) mo cpaBuenuto ¢ monorepanueit ACK (10 cmywaes, 0,1%). OTmeueHO 6 JeTambHBIX
BHYTPUUYEPENHBIX KPOBOMBIMUSIHUNA MpH TpueMe Tukarpeiaopa 60 Mr u S5 JeTaabHbIX
BHYTPUYEPEIHbIX KpoBoM3iusHUNM — mpu MoHoTepanuu ACK. Yacrtora BHYyTpHUYEpEITHBIX
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KPOBOU3JIMAHUN OblJIa HU3KOM B 00euX rpyInax nequnﬁn{;gﬁ;L%g:%{Légﬁﬂﬁy bjdnyfbrlss'r'};iune

3a00sieBaHUs B (AKTOPHI PUCKA PA3BUTHSI CEPACUHO-COCYTUCTHIX OCIOKHEHUHN B HCCIEIyeMOU
MOITYJISILIUH.

Cnyuau kposomeyenuil 6 uccnedosanuu THALES
CoBokynHBIE JJaHHBIE O yacToTe KpoBoTeueHui B ucciaenoBannn THALES npencraBneHsl B
Tabymue 4.

Taoauna 4. Yacrora kposoreuenunii B ucciaenopannum THALES (omenka mo Kamany-
Meiiepy k 30 auio)!

Tuxarpesop 90 mr nBa pasa B

cyricn + ACK Mono;:gg:;a; ACK
N=5523 -
Koneunnie ITanuenThl OtHomenune | ITanmenrnl 3HaYeHIe
TOYKH c KM%? PHCKOB c KM%?
0€30MACHOCTH | COOBITHAMU (95% JAN) | coObITUSIMU p
Kareropuu kposoredenuii no onpegejaenno GUSTO
Yacrora
TAXKCIIbIX 3 99
KPOBOTEUYCHH I 28 (0,5%) 0,5% ’ 7 (0,1%) 0,1% 0,001
(1,74, 9,14)

10 OIpPEACIICHUIO
GUSTO
YacrtoTa
TSOKEJIBIX WJIN
i§§§§f§$é§HH 360.7%) | 06% | 63;”267, 43 | 1102%) | 02% | <0001
0 OIpPEACIICHUIO
GUSTO

! HOHyH}IHHﬂ JJIA ITIOJIHOI'O aHaJIn3a (aHaﬂI/I?) COTJIaCHO Ha3HAYCHHOMY HequI/HO) BKJIFO4YaJia BCEX
PaHIOMU3MPOBAHHEIX MAIMEHTOB HE3ABHCHMO OT COOMTIOEH S MU TIPOTOKOJIA M MPOIOIKEHHS
y4dacTuda B UCCIICAOBAHUU.

2 Ouenka no Kannany-Meiiepy.

OnpenesieHnsi KaTeropuii KPOBOTEYECHUI:

Tsxenoe kpooreuenue no onpeneaenuro GUSTO: mo0oe U3 mepedrcIeHHbIX COCTOSHHIMA:
JeTallbHOE KPOBOTEYEHHE; BHYTPHUUEPENHOE KPOBOMNIUSIHHUE (UCKIIIOYash OecCHUMIITOMHbBIE
reMopparuueckue TpaHcopManuy — UIIEMHYECKUX HH(PAPKTOB TOJOBHOTO MO3ra H
MUKpPOKpOBOU3IUSHUSA < 10 MM, BBISBIIIEMbIE TOJIBKO MIPU MarHUTHO-PE30HAHCHOM ToMorpaduu
C TPaJUEHTHBIM 3XO0); KPOBOTEUCHHE, KOTOPOE BbI3BAJIO HAPYLICHWE TEMOIMHAMUKH, TpeOyroliee
MEAMIIMHCKOTO BMEIIATeIbCTBA (HampUMep, CUCTOJIMYECKOe apTepuanbHoe naBieHue < 90 mMm
pT. CT., 4TO HOTpGGOBaHO BOCIIOJIHCHHUA KPOBOIIOTCPU HIIM KOPPCKIHUU THUIIOBOJICMHU, WA
Ba30IPECCOPHON/MHOTPOITHOM MOJACPKKH, UITU XUPYPTUUECKOTO BMEIIATEIbCTBA).

Ymepennoe kpoBotedeHue mno onpeaeiennrw GUSTO: kpooreueHue, Tpedyroliee
TpaHcQy3UM IEJbHONH KpPOBU WJIM SPUTPOLIUTHOM Macchl, 0€3 HapylIeHUs TeMOJIUHAMUKU
(cormacHO OTpeENICHUIO BHIIIIE).

B uccnenoanun THALES wuacrora Ttspkenbix kpoBoTedeHuid mno omnpeneneHuto GUSTO B
rpymrme Tukarpenopa 90 mr aBa pasza B cyTku B komOuHanuu ¢ ACK Obuia BhIlie, yeM B TpyIine
monotepanuu ACK. Cxoxas kapTuHa HaONIOAanach A KaTETOPUH TSOKEIBIX MM YMEPEHHBIX
kpoBoTeueHui mo onpeneineHuto GUSTO (cm. Tabnuiy 4). BBuay HEOOIBIIOTO YKCIIa TSHKEITBIX
kpoBoTeueHuil o omnpeneneHuto GUSTO He mpenctaBiisieTcsi BO3MOXKHBIM C/elaTh BBIBOJ B
OTHONIIEHMH pHUCKA KPOBOTEUEHUS B pa3NuyHbIXx noiarpynmnax. IIpekpamienue Tepanuu
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BCJICZICTBHE KPOBOTEUCHUS ObLIO OOJiee YaCThIM IIPH HDEI\EG;IM%KJIFDQME '96 r '(:I:IJK'CK,

MY OTUETY

yem npu MoHoTepanuu ACK (2,9% u 0,6% coOTBETCTBEHHO).

Buympuuepennoe kposousnusanue u 1emanbHoe Kpogsomeuenue: B Tpynie Tukarpenopa 90 mr c
ACK 65110 0T™MeueHo 21 BHyTpHuepenHoe KpoBousnusinue (19 cionTanHbiX, | TpaBMaTHueckoe,
1 cBs3aHHOE C mpoleaypaMu) U 6 BHYTPHUEPENHBIX KPOBOM3IUSHUN (3 CIIOHTAaHHBIX, 2
TpaBMaTHUYECKUX, | cBA3aHHOE ¢ mHpouenypamu) B rpymnne MoHorepanuun ACK. JleranbHble
KpoBoTeueHHs pon3onuin y 11 mamuerToB (10 meTaapHBIX BHYTPUUYEPEITHBIX KPOBOM3IUSHUH, |
JIETAJIbHOE JKEITyI0YHO-KHUIIIEYHOE KpOoBOTeUeHHE) B rpymnme Tukarpenopa 90 mr ¢ ACK u y 2
MaIKeHTOB (2 JIeTaTbHBIX BHYTPUYEPEITHBIX KPOBOM3IMIHUS) B Tpynnie MoHoTepanuu ACK.

Oovuuxa

B uccnenoannu PLATO HexenarenbHbIC sIBISHUS B BUAC OJBIIIKH (OJIBIIITKA, OJIBIIIKA B TTOKOE,
OJbIIlIKa MpU (PU3UUYECKON Harpy3ke, MapoKCHU3MallbHasi HOYHAs OJbIIIKAa M HOYHAs OJIbIIIKA)
paszBuBaiuch y 13,8% mnanumenTos, nomyuyaBmux Tukarpenop 90 mr 2 pasa B cyTku, u'y 7,8%
MalMEHTOB, MPUHUMABIINX KJIOMUAOTPEN 75 Mr oauH pa3 B cyTku. [lo olieHKe nccienoBarene,
y 2,2% nanueHToB M3 Irpynmsl THKarpenopa u 'y 0,6% nanueHToB U3 IPYNIbl KIOMUIOTpeEna B
ucciaenoBann PLATO oppimka Obula CBsi3aHa C  Tepamued; HECKOJIBKO CIydaeB ObLIN
cepre3nbiMu (0,14% B rpynmne tukarpesnopa u 0,02% B rpymnme kinonugorpena) (cm. paszaen 4.4.).
B OonbmimHCTBE Ccily4yaeB oOJbllliKa ObUIM CJIa0OW WM YMEPEHHOH BBIPaXEHHOCTH W YacTo
paspemianach 6e3 OTMEHBI MPOBOAWMON Tepanuu. OOBIYHO ONBIINIKA pa3BUBANIACH B Hadaje
Tepanuu U 'y OOJBIIMHCTBA MAIMEHTOB BO3HHUKAJA B BUJE OJHOKPATHOTO 3IH30/a.

[To cpaBHEHMIO C Tepamuel KIOMHUIOTPETIOM, y MallueHTOB ¢ OpoHxuanbHoi actMoi i XOBJI
Ha (poHE Tepanmuu THKArpelopoM MOXKET ObITh 0ojiee BHICOKMI PUCK BO3HUKHOBEHUS OIBILIIKU
KaK Hecepbe3HoW HexenarenbHOU peaknuu (3,29% B rpymnme tukarpenopa u 0,53% B rpymme
KJIOMMJIOTpeNia) U Kak cepbe3Hod HexenatenbHoM peakiuu (0,38% B rpymme Tukarpenopa u
0,00% B rpymme kironuaorpena). B abcomrOTHOM BBIpAXKEHHWH 3TOT PHUCK OBLT BHINIE, YEM B
obmeit nomymsiuu uccnenoBanus PLATO. Tukarpenop ciieyeT ¢ 0CTOPOKHOCTBIO TPUMEHSTh
y ManueHToB ¢ OporxuanbHoi actMoi miu XOBJI B anamuese (cMm. pazaen 4.4.).

Oxkomo 30% 51r30/10B OJBIIIKY pa3penIminch B Teuenue 7 quei. B uccnegopanue PLATO Obun
BKJIIOUCHBI MAIMEHTHI ¢ 3aCTOMHON cepaeuHoi HenoctaTouHocThio, XOBJI mnn OpoHxuanpHOU
acTMOM. DTH TAalMEHTHI, a TaK)Ke MaIlMEeHTHI 0OJiee MOXKUIIOTO BO3pacTa, Jaime coolmanu o0
onpiike. B rpynne tukarpenopa 0,9% nanuentos u 0,1% nanueHToB B TpyIIe KIONHUIOTpea
MPEKpaTUIM NIPUMEHEHHE UCCIENyEeMOro npemnapara u3-3a pa3BUTHUS OJBINKU. boiiee BbICOKas
4acTOTa BO3HUKHOBEHUS OJIBIIIKY Ha ()OHE MPUMEHEHHS TUKArpeiopa He CBs3aHa C MOSBICHHEM
HOBBIX WJIM YXYAIIEHHEM HMEIOIUXCs 3a00JIeBaHUN CEepAEUYHO-COCYIUCTOM CHUCTEMBl WU
aerkux (cm. paszzen 4.4.). Tukarpenop He BIUSET HA TOKa3aTeI (PYHKIIMHA BHEIIHETO JIbIXaHMUS.
B wuccnenoBanuun PEGASUS oppimika otmewanack y 14,2% manueHToB, MOTYy4YaBIIMX
tukarpesop 60 Mr nBa pasza B CyTKH, U y 5,5% nanueHToB, noaydaBmmx MoHorepanuio ACK.
Kak um B wucciaenoBanmu PLATO, B OOJBIIMHCTBE CiydyaeB OJbIIIKA ObuTa CIa0OM WIH
YMEpPEHHOU CTENeHU BBIPAKEHHOCTH (cM. pazaen 4.4.). IlanuMeHThl, y KOTOPBIX OTMEYajaoch
pa3BUTHE OJIBIIIKH, ObUIM OOJee MOKUIOTO BO3pacTa, 3a4acTyl0 y HUX 10 Haydaja Teparnuu
TUKarpeaopoM HabIoaIack OABIIIKA, XPOHUUECKas cepaedHas HenoctaTouHocth, XOBJI wun
OpoHxuanbHas acTMa.

B uccnenosannn THALES pa3Butne oabpllIKu NPUBEIO K OTMEHE MCCIEAYEMOTO IIpernapara y
1,0% wu 0,2% mnanuedToB, moiydaBmux Tukarpenop 90 mr B komOuwHamuu ¢ ACK, u
MoHoTepanuio ACK cOOTBETCTBEHHO.

Jlabopamophule u uncmpymeHmansHvle OaHHbLE

llosviwenue ronyenmpayuu mouesou kuciomol: B ucciaeaoBanun PLATO xoHueHTpanus
MOYEBOM KHCJIOTHl B CHIBOPOTKE IIOBBIIIAJIACH BBIIIE BEPXHEH TIpaHUIBl HOPMBI Yy 22%
NAIUEHTOB, IOJIY4YaBIIMX THKAarpeyiop, Mo CcpaBHEHHIO ¢ 13% manueHTOoB, IOJIy4YaBUIMX
xionuporpen. CoorBeTcTByrolee koiaudectBo B uccienosanuun PEGASUS cocrasmiio 9,1%,
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8,8% u 5,5% B rpynmax tukarpemnopa 90 mr,_60 MF'E%@%Q%&J’@Q%%%{E& %blerﬁﬁﬂﬂ

KOHIIGHTpalls MOYEBOM KHCIOThl B CBHIBOPOTKE MOBBIIANACh MpuMepHO Ha 15% mpu
IIPUMEHEHNN TUKAarpesopa Mo CPpaBHEHUIO C TPUMEPHO 7,5% Ipu NPUMEHEHUU KJIONUIOTPENa, U
MOCJIe MPEKpalIeHUsl TEepanuu 3TO MPEBBILICHUE YMEHBIIWIOCH MPUMEpPHO 10 7% B rpymnie
TUKarpejgopa 0e3 cHwkeHus B Tpymme kionugorpena. B uccnemoBanmun PEGASUS 6wuto
OTMEUEHO 00paTHUMOE TOBBIIICHHE CPeIHEH KOHICHTPAIMU MOUYEBOW KHUCIIOTHI B CHIBOPOTKE Ha
6,3% u 5,6% npu npuMeHeHnn tukarpenopa 90 Mr u 60 Mr COOTBETCTBEHHO IO CPAaBHEHMIO CO
camkenneM Ha 1,5% B rpymnme mnane6o. B wuccnemoBanmm PLATO wactora pa3ButTus
noaarpudeckoro aprpura cocrasuia 0,2% npu npumeHeHun tukarpenopa npotrus 0,1% npu
OPUMEHEHUH KiIomuaorpena. Yactora pa3BUTHS MOJNArphI/TIOJATPUYECKOr0  apTpUTa B
uccnenosannu PEGASUS cocrasuna 1,6%, 1,5% u 1,1% B rpynmnax tukarpenopa 90 mr, 60 mr
U TUT1a1e00 COOTBETCTBEHHO.

Taxoke npu IPUMEHEHNHU TUKArpeaopa ObUIM OTMEUEHBI:

® HEXKeNaTeIbHbIC PEaKINH, CBsI3b KOTOPBIX C MPUEMOM IpernapaTa He MOXKET ObITh HCKIIIOUEHA
C ydYeToM MeXaHu3Ma JICHCTBHS  THUKarpeiopa: TpPOMOOLMTONEHHUS, WMMYHHas
TPOMOOIIUTONIEHUYECKAS MypITypa, TPOMOOITUTO3, KOAryJIomaTus, TPOMOOAIMOOIHS JIeTOYHOM
apTepuu;

® HCXKCIIATCIbHBIC pCaKknunu, BCPOATHO, MMpCaACTaBIAOIINUC CO6OI>'I IMPOSBJICHUA
THIIEPYyBCTBUTEIBHOCTH K TIpENapaTy: KpanuBHALA, TEPMATHT;

® HeXKeJaTelbHBIC PEaKIMH, CBA3b KOTOPBIX C TIPUEMOM TIpenapaTa HE YCTaHOBJICHA:
TCMOKOHICHTpALIUA, TMOBBIIICHUC TI'CMAaTOKPHUTA, CHUXXCHUC I‘GMOI‘HOGI/IHa, TPCBOXHOCTD,
OCECIOKOMCTBO, OECCOHHWIIA, WINEMHUYECKUN HWHCYNBT, Tpemop, adoHus, auchoHusd,
TaXWKapaus, apTepuanbHas TUIIEpTeH3us1, O0JIb B TPy, HapyIICHUsT pUTMa cepaua (B ToM
yucie, (GuUOpWUIAIUS  TpeacepAauii, JKeTyI04YKOBas OAKCTPACHUCTONHS), HapyIICHHE
MPOBOJAMMOCTH Cep/Ia, nepudeprudeckue OTeKH, Kallelb, acTMa, OpOHXOCIa3M, TacTpUT (B
TOM YHCJIE, SPO3HBHBIN), 5I3Ba JKEIy/AKa, OOJb B SMUTACTPHH, TAHKPEATUT, OCTPasi MOYCHHAS
HEAOCTAaTOYHOCTD, apTpalrus, Muajirus, aCTCHusA, HCAOMOTaHUC, YBCIIMUCHUC KOHIICHTPAlUN
OMMpyOrHA B KPOBHU.

CooOu1eHus 0 10103PEBAEMbIX HEXKEJIaTeIbHbIX PEaKIUIX

BaxxHo cooOmarh 0 TOM03PEBAEMBIX HEXKENATEIbHBIX PEAKIUAX TIOCIEe PETUCTPAINH
JIEKapCTBEHHOI'0 Tperapara ¢ 1efbio 00ecredeHns] HePepbIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«TMOJbh3a — PHUCK» JIEKAPCTBEHHOTO Tpernapara. MeTuIuHCKUM pa0OTHUKAM PEKOMEHIYeTCs
coo01aTe O JIIOOBIX MOJ03pPEBAEMbIX HEXKeNIaTeIbHBIX PEeaKIUAX JIEKapCTBEHHOIO Ipernapara
4yepe3 HAIMOHAIBHBIE CHCTEMbI COOOIICHHS O HEXKENATEIbHBIX PEaKIUIX rOCyJapCTB — YJICHOB
EBpa3zuiickoro 5KOHOMHUYECKOTO COK03a.

Poccuiickas @eoepayus

denepanpHas cnyx0a mo Haa30py B chepe 3npaBooxpanenus (PocsnpaBaanzop)

Anpec: 109012, r. Mocksa, CriaBsiHCKasl miiomiaib, 1. 4, ctp. 1

Tenedon: +7 800 550 99 03

OnexTponHas noyra: pharm@roszdravnadzor.gov.ru

Caiit: https://roszdravnadzor.gov.ru/

Pecnybnuka Apmenus

«lIeHTp AKCIEPTU3BI JIEKAPCTB U MEAUITMHCKUX TexHosorui»y ['HKO

Anpec: 0051, r. EpeBan, np. Komuraca 49/5

Tenedonst: (+374 10) 20-05-05, (+374 96) 22-05-05

OnexTpoHHas noyra: vigilance@pharm.am

Caiit: http://pharm.am/

Pecnybnuxa benapyco

VII «IleHTp 3KCcnepTU3 U UCHBITAHUHN B 3JPaBOOXPAHECHUN)

Anpec: 220037, r. MuHck, niep. ToBapuiueckui, 2a
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Tenedon: +375 (17) 242-00-29 (MOCNEACBATENLHOCTE 0005)

®axc: +375 (17) 242-00-29

DnekTpoHHas nmoyrta: repl@rceth.by

Caiit: https://rceth.by/

Pecnyonuxa Kazaxcman

PI'TI na [IXB «HaunoHanbHBIA LEHTP 3KCIEPTU3BI JIEKAPCTBEHHBIX CPEACTB U MEAULMHCKUX
uznenuit» Komutera MemumuHCKOro M (apMaleBTUYECKOro KOHTposii MuHucTepcTBa
3npaBooxpaneHust Pecny6omuku Kazaxcran

Anpec: 010000, r. Actana, paiion baitkonsip, yi. A. UmanoBa, 13

Tenedon: +7 (7172) 235 135

OnekTponHas noyta: farm@dari.kz

Caiit: https://www.ndda.kz/

Keoipevizckas Pecnybauka

JlemapramMeHT  JIGKAPCTBEHHBIX CPEACTB M MEAMUMHCKUX  u3aenud  MuHucrepcrsa
3npaBooxpaneHus Keipreizckoit PecryOmmku

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

Tenedon: 0800 800 26 26

OnexTponHas noyra: pharm@dlsmi.kg

Caiit: https://dlsmi.kg/

4.9. [lepeno3upoBka

CuMITOMBI

Tukarpenop Xopouio NepeHOCUTCs B OJHOKpAaTHOU 103¢e mpenapara 10 900 mr. B ennHCTBEHHOM
HCCJIICAOBAHUU C YBCIMYCHUCM J103bI HGGH&I‘OHpI/I}ITHOG BOBHGﬁCTBHe Ha )KG.HYI[O‘IHO-KI/IH_IGLIHEJﬁ
TPakT OBUIO JO30JMMHUTHUPYIOIIMM. JIpyrumMu KIMHUYECKH 3HAYMMBIMU HEXelaTeIbHbIMU
peakuiaAMH, KOTOPLIC MOIJIN Ha6JIIOI[aTI>C$I npu nepecao3npoBKE, 6I>I.HI/I OJbIINIKa "
JKEITYJIOUKOBBIe Tay3bl (cM. pazzen 4.8). B cimydae mepemo3upoBKH CIIEIyeT OCYIIEeCTBIATH
HaOJI0IeHNe Ha IPEMET 3TUX HEXeIaTeIbHBIX Peaklui U MPOBOANTH MOHUTOpUpoBaHue JKI .

Jleuenue

B nHacrosiiee BpeMst aHTHAOT Ui yCTpaHeHUs 3P PEKTOB TUKArpeaopa HEU3BECTEH, THUKArpenop
HE BBIBOJUTCS IpH remoauanuse (cMm. paszznen 5.2). Ilpu mepeno3upoBke ciaenyeT HNpOBOAWUTH
CUMITOMAaTUYECKYI0 TEpamnui0 B COOTBETCTBUM C JIOKaJIbHBIMU CTaHmapTamu. B cBs3u ¢
MHTUOMPOBAHUEM TPOMOOLMTOB YyBEIUYEHHE MPOJOJIKUTEIBHOCTH KPOBOTEUEHUS SIBISETCA
OXXKHuIaeMbIM (apMakoJoTuueckuM d(pdekToM mepeno3upoBku TUKarpeaopom. [Ipu passutum
KPOBOTEUECHHSI HEOOXOAUMO MTPOBOIUTH COOTBETCTBYIOIINE TIOJIEPKUBAIOIINE MEPOTIPHUSTHS.

5. PAPMAKOJIOTHYECKHUE CBOMCTBA

5.1. ®apmakoauHaMHYeCKHe CBOMCTBA

dapmakoTepaneBTHUECKasi TPYINa: aHTUTPOMOOTHYECKHE CPEJCTBA; aHTHArPEraHThl, KpOMe
renapuHa.

Kon ATX: BOIAC24

MexaHu3M J1eHCTBUS

[Ipenapat Tukarpenop coAepKHUT B CBOEM COCTaBE TUKAarpesiop, MPeACTaBUTEIb XUMHUYECKOIO
KJIacca LMKJIONEHTUITPUA30JIONMUPUMHUINHOB, KOTOPBIM SBIIAETCS NEPOPATbHBIM, CEIEKTUBHBIM
U o0OpaTuMbIM aHTaroHucToM P2Y > pernentopoB mnpsMoro MAEUCTBUS W IPEIOTBpAIIACT
aneHo3uHaudochar-onocpeoBanuyro  P2Yi2-3aBUCHMYI0  aKTHBAallMIO M arperamuio
TpoMOonuToB. TuUKarpenop He MperoTBpallacT CBs3bIBaHUE aneHo3uHaupocdara (AJD), HO
ero B3aummojmeiicteue ¢ P2Yi2 penenrtopom  TpoMOomuToB mpemorBpamaer  AJID-
UHAYIMPOBAHHYIO  TPAaHCAYKIHUIO CHUTHAJIOB. Tak Kak TpOMOOLMTHI  Y4YacTBYIOT B
WHUIUUPOBAHUU W/WIK Pa3BUTUU TPOMOOTHYECKUX OCIIO)KHEHHMH aTepocKiiepo3a, ObLIo
NOKa3aHO, YTO MHIHOMpOBaHHE (PYHKIUM TPOMOOLMTOB YMEHBIIAET PUCK PA3BUTHUS CEPIEUHO-
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COCYJIUCTBIX SIBJICHHH, TAKUX KaK JICTATbHBIA UCXOJI, I/IHd)I;.III;II(’l-"JIEf;ll& faTm%é\}ﬁEf' 0005)

Tuxarpenop UMeeT JOMOIHUTEIbHBIA MEXaHU3M JI€HCTBUSA, TIOBBIIIAs JIOKAJTbHbBIE KOHLIEHTPAIIUH
9H/IOTEHHOI'0 aJCHO3MHA IyTeM WHTMOMPOBAHUS SHAOT€HHOIO PaBHOBECHOI'O HYKJIEO3UIHOTO
tpa"cnoprepa (ENT-1).

AneHo3uH o0pasyercs JIOKalbHO B MECTaX THMIIOKCMM M IOBPEXICHHUS TKaHEH IyTeM
BBICBOOOXKIeHUST U3 aneHo3uHTpudochara u AJ[®. Tuxarpenop wunrubupyer ENT-1 nu
IPOJAJIEBAECT MEPHOJ] IMOMYBBIBEACHUS AaJCHO3MHA, TEM CaMbIM YBEJIWYHMBAs €ro JIOKAJIbHYIO
BHEKJICTOYHYI0 KOHLEHTPALWIO, YCUJIMBAs JIOKAJIBHBIA aJCHO3UHOBBIM OTBET. THKarpeinop He
UMeeT KIMHUYECKH 3HAaYMMOTr0 MPSIMOTO BIUSHUA Ha aJeHO3MHOBBIE penenTopsl (A1, Aza, Az,
A3) u He MeTabonM3upyeTcs A0 aJeHO3WHA. ANCHO3MH oOyiamaer clieayrmuMu dddexramu,
KOTOpPbIE BKJIIOYAIOT B ceOsl: Ba30JMJIATallMIO, KapIUONPOTEKINI0, NHIMOMPOBAaHHUE arperanuu
TPOMOOIIMTOB, MOJTYJISILIMIO BOCIIAJICHUS M BOZHUKHOBEHHUE OJIBIIIKU, KOTOPBIE MOTYT BIMATH Ha
KJIMHUYECKHH NpoQuib TUKarpenopa. bbulo mokazaHo, 4TO Yy 370pPOBBIX OOPOBOJIBLEB U Y
narenToB ¢ OKC Ttukarpenop ycunuBan cieayronme 3G¢GeKTsl aeHO3MHA: Ba30HIATaLNIO
(oIleHMBaEMYI0 KaK YBEIMUYEHHE KOPOHAPHOIO KpPOBOTOKA Yy 3J0POBBIX JOOPOBOJIBLEB;
TOJIOBHYIO 00J1b), MHTHOUPOBaHUE PYHKIIMH TPOMOOIUTOB (i71 Vitro B IIETbHOW KPOBH YEIOBEKA)
U oAbllKy. TeM He MeHee, CBA3b IOBBIINIEHHBIX JIOKAJIbHBIX KOHIIEHTPALMH aJeHO3MHa C
KJIMHUYECKHMMH UCXO0/1aMU (IToKa3aTen 3a00J1eBaeMOCTH U CMEPTHOCTH ) HE JJOKa3aHa.

DdapmakonrnHamugeckue G HeKThl

Hauano oeticmsus

VY manueHToB co CTaOWIBLHBIM TEYCHHEM HIIEMHYECKO Ooyie3HH cepiana Ha GOHE MPUMEHEHUS
ACK Tukarpenop HauWHaeT OBICTPO JEUCTBOBaTh, YTO TMOATBEP)KIACTCA PpE3yJIbTaTaMH
OTIpeNieNIeHUs] CpeHero 3HaueHus: uHruouposanus arperauu TpomOouutoB (UAT): uepes 0,5
yaca Mocie TmpueMa Harpy3odHoul no3bl 180 Mr tukarpenopa cpegHee 3Hauenne HAT
coctaBisieT nmpumepHo 41%, makcumanbHoe 3HaueHue MAT 89% nocrturaercs yepe3 2—4 ydaca
nocjie TMpueMa IMpernapaTa U NOAJEpKUBaeTcs B TeueHue 2—8 wyacoB. Y 90% mnaunueHToB
oxonuatenbHoe 3HaueHue AT Gonee 70% mocturaercs yepes 2 yaca 1nocje npuema rnpemnapara.
Oxonuanue oeticmeus

Puck kpoBoTeUeHU BO3pACTAET, €CIM TEPAINUI0 TUKArpeopoM MPEKpaIlaloT MEeHee, 4eM 3a 96
4acoB JI0 3aIylaHupoBaHHOM npouexypsl AKIII.

Jlanmnvie 0 nepexode ¢ 00H020 npenapama Ha Opy2oll

[Tepexon ¢ kjomumorpena Ha TUKATPEIOp MPUBOJIUT K YBEIWYCHHIO a0CONTIOTHOTO 3HAYCHUS
AT na 26,4%, a U3MEHEHHE TEpaUu C TUKArpesopa Ha KIOMUAOTPEN IPUBOJNUT K CHUKEHUIO
abcomorHoro 3HaueHuss MAT na 24,5%. MOXHO MEHSATh Tepamuio C KIOMUIOTpeNna Ha
TUKarpesop 0e3 mpepbIBaHus aHTUTPOMOOTHUECKOTO 3 deKTa.

Knunuueckas 3ppexTuBHOCTD

Uccneoosanue PLATO (nayuenmol ¢ ocmpuimM KOPOHAPHLIM CUHOPOMOM)

B uccnegoBanun PLATO yuactBoBain 18624 mamueHta, y KOTOPBIX B Te€ueHHE 24 4acoB,
MPEIIIECTBOBABIINX BKJIIOYCHUIO B HCCIICIOBAaHUE, PA3BUJINCh CHUMIITOMBI HECTaOMIBHOMN
CTEeHOKapAuHu, WHpapKkTa MHOKapjaa 0e3 moabema cermeHTa ST wiam mHpapkTa MHOKapaa ¢
noabeMoM cerMeHTa ST, W KOTOpBIE JICUMIIUCh KOHCEpBAaTHBHO JMO0 mocpenctBom UKB mnm
AKIII. Ha ¢one exxenneBHoit Tepanuun ACK tukarpenop 90 Mr nBa pasa B CyTKH CPaBHUBAJH C
KJIOMHIOTPENIOM 75 MI' B CYTKHM B OTHOIIECHUU dPPEKTUBHOCTH B MPEAYyNPEIKIACHUH PA3BUTHUS
KOMOWHHUPOBAaHHON KOHEYHON TOYKH, BKJIIOYAIONIEH CEPIACYHO-COCYIUCTYIO CMEpPTh, MH(MAPKT
MHUOKap/la WK UHCYJIBT 33 CUET BIMSIHHSI Ha YACTOTY CEpACUHO-COCYTUCTON CMepTH U uH(papKTa
MHUOKap/a.

Dddext THKarpenopa mposBisuics paHo (Ha 30 AeHh OTMEYANOCh CHIDKEHHE aOCOIIOTHOTO
pucka (CAP) Ha 0,6% u cumxenune otHocurenabHoro pucka (COP) na 12%), ¢ nogaepxkanuem
NOCTOSIHHOTO 3(dekTa Tepanuu B Tedenue 12 mecsies, uro npuBoamio k CAP na 1,9% u COP
Ha 16% B TeueHwne rona.
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COCyIUCTas CMEPThb, MH(PAPKT MUOKapJa M MHCYNbT) HAa 16% (oTHOmEHUe puckos (OP) 0,84;
95% noseputenbHblit nHTEpBaN ([AWN) 0,77-0,92; p=0,0003), cepaedHo-cocyAUCTOI CMEPTH Ha
21% (OP 0,79; 95% AU 0,69-0,91; p=0,0013), nadapxra muokapaa Ha 16% (OP 0,84; 95% AU
0,75-0,95; p=0,0045).

O} PexTUBHOCTh THUKArpenopa MokazaHa y pa3IMYHBIX MOJATPYNN MAallMeHTOB, HE3aBUCHUMO OT
Macchl Tena, MoJa, HAJU4Yus B aHaMHe3€ CaxapHOro avadera, TPaH3UTOPHOW HIIEMHYECKOU
aTakd WIA HEreMOpparuyeckoro HHCYNbTA, PEBACKYJSPHU3AIMHM, COMYTCTBYIOIIEH Tepanuu
(BitOyasi TemapuH, HMHruouTopsl rimkonporenHoBbix IIb/Illa penenTtopoB, HHrHOUTOPHI
MPOTOHHOM TMOMITBI (CM. paszmen 4.5)), OKOHYaTEeNbHOTO JuarfHo3a (MHGapKT MUOKapaa 0Oe3
nogbema cermenta ST, uHpapkT MuOKapna ¢ moabemoMm cermeHTa ST u HecraOuibHas
CTCHOKAapAus) M JIEYCHMs, 3alJIAaHUPOBAHHOTO TMpU paHIAOMH3alUUU (MHBa3WBHOE WIIU
KOHCEPBATHUBHOE).

Tukarpenop npoaeMoHCTpUpoBai cTaTucTuuecku 3HaunMoe COP 1o COBOKYITHOMY KPUTEPHIO:
CepACYHO-COCYTUCTas CMEPTh, HH(PAPKT MUOKapAa ¥ UHCYIbT — y nanuenToB ¢ OKC, xotopeim
3araaHupoBaHo WHBa3uBHOe BMemarenscTBO (COP 16%, CAP 1,7%, p=0,0025). B nouckoBomM
aHAJIN3E THUKarpeaop Takxke npoaeMoHcTpupoBad COP 1mo nepBUYHOM KOHEYHOM TOYKE Yy
naiueHToB ¢ OKC, koTopsiM HazHayanach KoHcepBatuBHas Tepamnus (COP 15%, CAP 2,3%,
HOMMHaNbHOE 3HaueHue p=0,0444). V nmauueHTOB IOCI€ CTEHTUPOBAaHUS NP NPUMEHEHUU
TUKarpeaopa 0TMEUYanoch CHUKEHHE YaCTOThI OATBEPKIeHHOro Tpombo3a creHToB (COP 32%,
CAP 0,6%, nomunansHoe 3HaueHue p=0,0123).

Tukarpenop Bb3bBan cratuctuuecku 3Hauumoe COP na 16% (CAP 2,1%) no coBokynmHOMY
KPUTEPUIO CMEPTh OT BCEX MPHUUMH, HHPAPKT MUOKAP/Ia U MHCYJIBT.

COP cmepTH OT Bcex IpUYUH Ha (OHE MpHeMa TUKarpesiopa coctaBuiio 22% mpu HOMUHAIBHOM
ypoBHe 3Haunmoctu p=0,0003 u CAP — 1,4%.

Cosokynnblii Kpumeputi 06vedunenHou dghdexmusnocmu u bezonacuocmu

CoBokynHblii kpuTepuid A(QPEeKTUBHOCTH U 0€30MacHOCTH (CepIeUHO-COCYUCTasi CMEPTh,
WH(pApKT MHUOKapaa, HHCYJILT WIM O0JbIIoe KpoBoTedeHHe 1o ompeaenennio PLATO)
NOATBepXKIaeT, 4To B TeueHue 12 mecsuen nocie OKC nonoxutenbHblid 3G QeKT TUKarpenopa
He HelTpanusyerca ciayyasmMu Oonbimux KpooreueHuid (COP 8%, CAP 1,4%, OP 0,92;
p=0,0257).

HUccneoosanue PEGASUS (nayuenmul ¢ unghapxmom muoxapoa 8 aHamtese)

Uccnenosanue PEGASUS-TIMI 54 ¢ yyactuem 21162 manmueHTOB MPOBOAUIIOCH ISl OLIEHKH
npOQUTAKTUKHA aTePOTPOMOOTHIECKUX OCIOKHEHHI MPU MPUMEHEHUH THKarpeiopa 90 mr nsa
pasa B cyTku uiau 60 Mr aBa pa3a B cyTku B koMOnHanuu ¢ ACK B HU3KO# /103€ 10 CpaBHEHUIO C
monotepanueit ACK y nanneHToB ¢ HH(papKTOM MHOKap/ia B aHaMHe3e€.

B uccnenoBanue BKIIOUAIM MaeHToB B Bo3pacte S50 jeT u crapiie ¢ HHPapKTOM MHOKap/aa B
aHamHe3e (B TeueHue 1-3 yieT 10 paHIOMH3AlUH), U KaK MUHUMYM, C OJTHUM M3 CJIEIYIOIINX
(akTOpOB pHCKa pa3BUTHUS aTepoTPOMOO3a: BO3pacT > 65 jer, caxapHblii 1uabder, Tpedyromui
JIEKapCTBEHHOW TEpaIuK, BTOPOH paHee MEPEHECEHHBIM MH(APKT MUOKap/Aa, MOATBEPKIECHHOE
MHOT'OCOCYIUCTOE TIOpaKEHHE KOPOHAPHOTO pyClia WIM XPOHMYECKOe HapylmeHHe (QyHKIHH
MOYEK HETEPMHUHAIILHOM CTaJHH.

Tuxarpenop 60 mr nBa pa3a B cyTku u 90 Mr nBa pasza B cyTku B komOuHaimu ¢ ACK Obun
3 dexTuBeH B TPEAOTBPAIICHUH aTEPOTPOMOOTHUYECKHX OCIOXKHEHUH (KOMOWHHUPOBAHHOMN
KOHEYHOW TOUYKH, BKIIIOYAIOIIEH CepJIeUHO-COCYIUCTYIO CMEPTh, HH(APKT MHOKAP U UHCYJIBT),
C mojJep>KaHueM MOCTOSHHOTO 3¢ deKTa Tepanuy B TEUEHUE BCETO MEeproia UCCIEI0BaHuUs, YTO
npusoauio kK COP na 16% u CAP na 1,27% npu npumenennn tukarpeiopa 60 mr, COP Ha 15%
u CAP na 1,19% npu npumenennn tukarpenaopa 90 mr.

Uccneoosanue THALES (nayuenmol ¢ ocmpoim utemudeckum uncyivomom uiu THA)
Uccnenoanne THALES — panaoMu3upoBaHHOE JIBOMHOE cIenoe mianedo-KOHTPOIUPyeMOoe B
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uccnenoBanue 3 ¢aspl ¢ ygactueM 11016 manneHTOB — MPOBOIMIOCH Uil IPOBEPKU TUIIOTE3BI,
gyto TtHKarpemop 90 mr B komOunammu ¢ ACK mpeBocxogutr MoHotepanuio ACK B
MPEeA0TBPALIEHUN MHCYJIbTA U CMEPTHU Y MAIMEHTOB C OCTPHIM MIIEMUYECKUM HHCYJIBTOM HIIU
TUA.

B uccnenoBanue BKIIOYalu ManyeHToB B Bo3pacte 40 JeT u crapiie ¢ HeKapIuodIMOOINIeCKUM
OCTPBIM HIIEMHYECKUM HMHCYNbTOM (oueHka mo Illkane nHCynbTa HAalMOHAJIBLHOTO WHCTUTYTA
3nopoBest (NIHSS) < 5) umn TUA Bwicokoro pucka (ouenka mo mxage ABCD? > 6 wm
UIICHUJIATEPAIIBHBIA  aTEPOCKIEPOTUYECKUNA CTeHO3 > 50% BHYTpEHHEW COHHOM apTepUH WA
WHTPAaKpaHUATbHOW aprepuu). llalMeHTOB, KOTOPHIM OBLI BBIMOJHEH TPOMOOIH3UC WIN
TPOMOAIKTOMMSI B Te€UeHHE 24 4acoB JI0 paHIOMHU3allMH, HE BKJIIOYAJIN B HCCIIEI0BAaHUE.

B unccnenoBaHuM y4acTBOBaNIM INMAIMEHTHI, PAaHAOMHU3MPOBAHHbIE B TE€YEHHE 24 4YacoB IOCIIE
Hayayia ocTporo umeMmudeckoro uHCyibTa i TUA. Tlaruentsr momydanu Tukarpenop (90 mr
JIBa pa3a B CyTKH cO cTapToBoi Harpy3ouHou no3oi 180 mr) u ACK nnu tonsko ACK B TeueHue
30 nueit. Pexomennyemas noza ACK cocraBmsiia 75-100 Mr oauH pas B CyTKH, a CTapTOBast
Harpy3o4Has 103a — 300-325 mr. Menunana npoaoKUTEIbHOCTH JICUCHUS! COCTaBWIIa 31 IeHb.
Tuxarpenop 90 mr nBa pasa B cyTku B komOuHaimu ¢ ACK npeBocxoamin monotepanuio ACK B
MPEAOTBPAIIEHUN COOBITHH KOMOMHUPOBAHHOW KOHEYHOW TOYKHW, BKIIIOYAIOIICH WHCYIBT H
cmepth (OP 0,83; 95% I 0,71-0,96; p=0,015), uto coorBercTBOBasio COP Ha 17% u CAP nHa
1,1%. Dddexkr Obul 00YyCIOBIEH CHIKEHHEM YacTOThl DPa3BUTHUS HHCYJIbTA, KOMIIOHEHTa
nepBuuHOil koHeuHo Touku (COP 19%, CAP 1,1%).

OTMEYEHO CTaTHUCTUYECKU 3HAUYMMOE CHMI)KEHHE YaCTOThl Pa3BUTHUS HUIIEMHYECKOIO HHCYJIbTA
pu NMpuUMEeHEeHUH Tukarpeiopa B komOuHanuu ¢ ACK mo cpaBHenuto ¢ moHorepanuein ACK
(COP 21%, CAP 1,2%).

B 3amiannpoBaHHOM MOMCKOBOM aHAJIM3€ Y MalMeHTOB, moyyyaBmux Tukarpenop 90 mr ¢ ACK,
no cpaBHeHHI0O ¢ MoHoTepanued ACK oTmeueHO MeHbIIE CilydaeB IOBTOPHOI'O HMHCYJbTA,
MPUBOSAIIECTO K WHBATMAU3AMH (OIleHKA 110 MoauduImpoBaHHon mkaine PankuHa (mRS) > 2)
(150 (2,7%) mportus 188 (3,5%) COOTBETCTBEHHO).

3aniaHUPOBAaHHBIM MOMCKOBBIM aHanmu3 ObUT MPOBENEH y NAlMeHTOB C HIICHUJIaTepalbHBIM
aTEPOCKICPOTHUECKUM CTEHO30M > 30%, y KOTOPBIX OBLIO OTMEUEHO MEHBIIIEE YUCIO COOBITUI
MEPBUYHON KOHEYHOM TOYKH (KOMOWHHUPOBAHHOW KOHEYHOW TOYKH, BKIIFOYAIOIICH WHCYJIBT U
cMepTh) nipu Tepanuu TukarpeaopoM 90 mr ¢ ACK no cpaBuenuto ¢ moHotepanueit ACK (92
(8,1%) mpotuB 132 (10,9%) cOOTBETCTBEHHO).

O dexr neuenns tukarpenopom B komOuHanuu ¢ ACK nmo cpaBHenuto ¢ monorepanueit ACK
OBLT CONOCTABUM B 3apaHee ONMpPEIeICHHBIX MOATPYINaxX MalueHTOB.

eTn
B panpomMu3upoBaHHOM JBOIHOM CIENOM IIane00-KOHTPOIUPYEMOM HCCIeIoBaHUU 3 (a3bl
OCHOBHAsl I1eJIb B CHIDKEHHH YacCTOTHI Ba30OKKIIIO3MOHHBIX KPH30B Y JIeTel B BO3pacTe OT 2 /10
18 neT ¢ ceprnoBUIHOKICTOYHOM aHeMHel He OblIa JOCTUTHYTA.

5.2. apmakokuHeTHYECKHE CBOHCTBA

Tukarpenop AeMOHCTpUPYET JHMHEWHYI (apMaKOKMHETHKY, M JKCHO3MIMS THUKarpeiopa u
aktuBHOoro merabomura (AR-C124910XX) npumepHO NpONOpLUUOHANbHA J103€ BIUIOTH [0
1260 mr.

AOGcopbuus

Tukarpenop OpICTpO aOCOPOUPYETCS] CO MEIUAHOU tmax (BPEMsS TOCTHIKCHHS MaKCHMaJIbHOU
KOHIIEHTpauuu) npumepHo 1,5 uvaca. dopMupoBaHHEe OCHOBHOTO IHUPKYJIHPYIOLIETO B KPOBH
merabomuta AR-C124910XX (Takke aKTUBHOTO) W3 THKarpeiopa MPOUCXOAUT OBICTPO CO
cpenHel tmax IpUMepHO 2,5 yaca. Ilocne mpuema HaTtomak tukarpenaopa B 103€ 90 Mr Ciax
cocraBnsier 529 ur/man u AUC — 3451 uar*u/mn. CootHomenus 3HaueHUH Cmax u AUC
MeTa0oJaNTa K AaHAJIOTWYHBIM TapaMmeTrpaM Tukarpenopa cocraBmaoor 0,28 u 0,42
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MAIMEeHTOB ¢ WH(ApKTOM MHOKapAa B aHaMHe3e ObUTM B I[EJIOM CXOAHBI C TAKOBBIMHU B
nonymsuuu nanueHToB ¢ OKC. [lo pesynpTatam momyJsiiMOHHOTO (DapMaKOKHHETHYECKOTO
ananu3a uccnenoBanusa PEGASUS, mennana Cmax THKarpenopa cocrasisuia 391 ur/mi, a AUC —
3801 Hr*u/mi B paBHOBECHOM COCTOSTHUHU TpU NpuMeHeHuu B no3e 60 mr. [[ns Tukarpenopa B
n03e 90 Mr Cmax coctaisuia 627 ur/mi, a AUC — 6255 Hr*u/Mi1 B paBHOBECHOM COCTOSTHUH.
Cpennsist abcomtoTHasi OMOIOCTYITHOCTh THKarpenopa cocrasisieT 36%. Ilpuem >xupHOM muIm
He BiauseT Ha Cmax THKarpenopa unu AUC akTHBHOTO METa0OJUTa, HO IPUBOIUT K MOBBIIICHUIO
Ha 21% AUC tukarpenopa u cHrkeHHI0 Ha 22% Cmax aKTUBHOTO MeTa0oauTa. JTU HEOOIbIINE
W3MEHEHUSI MMEIOT MUHUMAIbHYIO KIMHUYECKYIO 3HAUMMOCTb, MO3TOMY THUKAarpeiaop MOXKHO
Ha3HayaThb BHE 3aBUCHMOCTH OT BpEMEHHM IMpHeMa NuIM. Tukarpeirop W ero akTUBHBIN
MeTa0OJHT SABISIOTCS cyOcTpaTtamu P-gp.

Tukarpenop B BUAE CyCIEH3UU M3MENIbYEHHBIX TaOJIETOK B MUTHEBOW BOJE, MPUHATON BHYTPb
WIM BBEACHHOW B KEIYAOK 4Yepe3 Ha30TracTPallbHBIN 30H], OMOIKBHUBAICHTEH THKArpeiopy,
npuHsATOMy BHYTpb B BHuAe Ienblx TabmeTok (AUC u Cpax THKarpemopa U aKTHBHOTO
metabomura B guanazone 80-125%). B caydae mnpuema cycneH3uWd TepBOHAYalbHas
skcno3uius (uepe3 0,5 u 1 wac mocne mpuema) Obla BBINIE, Y€M MPU MPHUEME THUKArpeiopa B
BUJIE IIeNBIX TaONETOK, HO B AanbHeimeMm (ot 2 g0 48 wacoB) mpoduib KOHIEHTpAIWA ObLT
MPAKTUYECKH OJMHAKOBBIM.

Pacnipenenenue
OO0beM pacmpesieNieHus: THKarpeaopa B paBHOBECHOM COCTOSIHHH cocTaBiseT 87,5 1. Tukarpenop
Y aKTUBHBIM METa0OJIUT aKTUBHO CBA3BIBAIOTCS C OENKaMHU I1a3Mbl KpOBU (> 99%).

buotpanchopmanus

CYP3A4 saBnsercs OCHOBHBIM HM30()€PMEHTOM, OTBEYAIOIIMM 33 METabOJIM3M THUKArpeiaopa u
dbopMHpOBaHHE aKTUBHOT'O META0OJIMTA, U UX B3aUMOJICUCTBUS ¢ Apyrumu cyocrpatamu CYP3A
BapbUPYIOT OT aKTHUBAIMU 10 HHTMOUPOBAHHUSL.

OcHoBHBIM MeTabonmuTOM THKarpenopa sieisiercss AR-C124910XX, xkoTopblii Takke aKTHBEH,
YTO TIOATBEP)KIACTCSl pE3ysbTaTaMu OLEHKH cBs3bIBaHUA ¢ P2Y12 penentopom AJlD
TPOMOOLUTOB in Vvitro. CUCTEMHasl 3KCHO3HIMS aKTUBHOTO METabOJIUTa COCTAaBIISIET MPUMEPHO
30-40% oT 3KCNO3ULIMK TUKArpenopa.

OIMMUHALS
OcHOBHOW TyTh BBIBEICHUS TUKArpeiopa — uepe3 MeYeHOYHbIH MmeTabonm3Mm. [lpu BBeneHuu

MEUYEHHOT'O M30TOIIOM THKarpeiaopa oOHapyXuBajloch mnopsiaka 84% paauoakTUBHOCTH (B
cpeaHeM, npuMepHo 57,8% pannoakTHUBHOCTH BhAenseTcs ¢ (ekamusamu, 26,5% — ¢ MOYOR).
BriBenieHne THKarpenopa MU aKTUBHOTO MeTa0OJIMTa ¢ MOYOM cocTraBisieT MeHee 1% mo3el. B
OCHOBHOM AaKTHBHBII METaOOJUT BBIBOAWTCS C Kemubto. CpemHuil Mepuoj MONyBBIBEICHUS
THUKarpesaopa u akTUBHOTO MeTabO0IMTa COCTaBIIs1 7 U 8,5 4aCOB COOTBETCTBEHHO.

OcoOble monyJasSuu NalUueHTOB

Tlayuenmul nodcunozo eospacma

VY noxwieix manueHToB ¢ OKC (B Bo3pacte oT 75 neT u cTapiine) oTMeueHa 0oJiee BBICOKAs
skcno3uius Tukarpenopa (Cmax 1 AUC mpumepHOo Ha 25% BBINIE) U aKTUBHOTO METa0OIHTA TIO
CPaBHEHMIO C MOJIOJBIMH MALIMEHTAMU. JTU PA3JINYUS HE CUUTAIOTCSA KIMHUYECKH 3HAYMMBIMU
(cMm. pazmen 4.2).

llon

VY KeHIIMH oTMeueHa 0oJiee BBICOKAs DKCIO3UIMS TUKArpeliopa M akKTHBHOIO MeTaboyuTa 1o
CPaBHEHMIO C MY>KUMHAMHU. DTH pa3INuus HE CUUTAIOTCS KIMHUYECKH 3HAUUMbIMH.

Omuuueckue espynnoi

Cpennsisi OMOAOCTYIHOCTH Mpenapara y MalueHToB-a3uaToB Ha 39% Bblllle, YeM Yy MalueHTOB-
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€BpONEONI0B. BHOJOCTYITHOCTE THUKarpenopa 18% &B}éw-'ﬁa?iﬁéq%ﬁ%lﬂbénﬂ&iﬁ& 865 K

IIPEACTABUTENSIM HEIPOUIHOM pachl 10 CPAaBHEHUIO C IMAlMEHTAaMU €BPOIECOMIHOW pachl. B
WCCIIEIOBaHUAX KiIMHHYeCKor (apmakomorun HKCmo3uius (Cmax m AUC) Tukarpenopa y
arnoHneB Obita npuMmepHo Ha 40% (20% mocne KOppeKIMH Ha Maccy Tena) BBIIEe, YeM Yy
€BpOIEONIOB. ODKCIO3UIMSA Yy TAlMeHTOB, OTHOCHUBIIMX ce0s K HCIaHuaM  HId
JaTHHOAMEPHUKaHIIaM, OblJIa CXOXKel C TAKOBOH Y €BPOIICOUIOB.

lloueunas nedocmamounocms

DKCIo3uIMs TUKarpenopa npuMepHo Ha 20% HiKe, a ero akTUBHOTO MeTaboJInTa IpUMEPHO Ha
17% BbIlIe y TAIIUEHTOB C TSHKEJIOW MOYEYHOW HEJAOCTATOYHOCTHIO (KIUpeHC KpeaTuHuHa < 30
MJI/MHH) TI0 CPAaBHEHUIO C MAIIMEHTaMU C HOPMAIIbHOHN (PYHKIIHEH MOYeK.

VY nmanueHToB ¢ TEPMUHAIBHON MOYEYHON HEJOCTATOYHOCTHIO, HAXOIAUINXCS Ha FeMOJIUANN3E,
AUC u Cpax TuKarpenopa 90 mr, moiay4eHHOTo B JeHb 0e3 quain3a, ObLIM COOTBETCTBEHHO Ha
38% u 51% BbIlle MO CpaBHEHUIO C MAIMEHTaMHM C HOPMalibHOM (yHKIHell modek. Cxoxee
YBEJIMUEHUE DKCIIO3ULUU OTMEYEHO IpPU NPUMEHEHMH THKAarpenopa HEMOCPEACTBEHHO Iepen
muanu3oM (Ha 49% wu 61% COOTBETCTBEHHO), YTO CBUIECTENBCTBYET, UYTO THUKAarpeliop He
TUATA3UPYETCS. DKCIHO3UIMS aKTHBHOTO METa0OJIMTa YBEIMYMBAlach B MEHBIIEH CTENEHU
(AUC Ha 13-14% u Cpnax Ha 17-36%). VYV mnauumeHToB ¢ TEPMHUHAJIBHOM MOUYEYHOMN
HEJ0CTAaTOYHOCTHIO BIUsIHUE THKarpenopa Ha AT He 3aBucenno oT Auanu3a U ObUIO aHAIOTUIHO
HaOJII0JaeMOMY Y TIAITMEHTOB C HOPMaJIbHOUM (yHKIIMEH movek (cM. pazaen 4.2).

Ileuenounas neoocmamounocmo

Cmax 1 AUC Ttukarpenopa Obutn Ha 12% wu 23% Bblle Yy MNAlUMEHTOB C MEYEHOYHOMH
HEIOCTaTOYHOCTBIO JIETKOW CTENEHH 10 CPaBHEHHUIO CO 30POBBIMH JOOPOBOJIBIAMHU, TIPH 3TOM
sHaueHne MAT Tukarpemopa ObUIO aHaJOTHYHBIM B 00ewx rpymmax. Koppekuus 10361 y
MAIUEHTOB C IMEYEHOYHOW HEJIOCTAaTOYHOCTRIO JIETKOHM cTeneHu He Tpedyercs. He mpoBoauimch
MCCJIEIOBAHMSI TUKArpeaopa y MalueHTOB ¢ MEYEHOYHOM HEIOCTATOYHOCTHIO TSHKENIOM CTeNeHH,
U €ro IpUMEHEHME Y OJTUX MalMEHTOB IIPOTUBOMNOKa3aHO (cM. pasgensl 4.2 u 4.3).
dapMaKOKMHETUYECKME  TapaMeTpbl  THKarpeiopa y  HAlUMEHTOB € MEYEHOYHOH
HEJOCTAaTOYHOCTHIO CPEIHEH CTENmeHW TSDKeCTH He u3ydeHbl (cM. pazaensl 4.2 u 4.4). Y
MNAlUEHTOB C YMEPEHHBIM WM BBIPAKEHHBIM TIIOBBIIIEHUEM OJIHOTO WM HECKOJIBKHX
71a00paTOPHBIX MOKa3aTeae PYHKIMH MMeUYeHU KOHIICHTPAIIMN THKArpesiopa B Iia3Me B CPEIHEM
ObUIM TAaKUMH >K€ WJIM HECKOJbKO BBIIIE IO CPAaBHEHUIO C MalUeHTaMH Oe3 MOBBIIICHUS
nabopaTopHbIX mokaszareneil. Koppekiins 1036l y MAlMEHTOB ¢ HapylieHueM (QyHKIUU MeYCHH
CpPEIHEH CTETeHH TsHKECTH He TpedyeTtcs (cM. pasaensl 4.2. u 4.4.).

eTu

JloCTyIHBI OTpaHUYEHHBIC JaHHBIC Y JIeTel C CEPIIOBUIHOKIETOUHON aHeMuel (cM. pa3zensl 4.2.
us.1.).

B uccnepoBanuun HESTIA 3 nmamuentsl B Bo3pacTe oT 2 A0 < 18 ner ¢ maccoi tena > 12 go
<24 kr, > 24 no < 48 xr u > 48 Kr MoJIyJaJId THKarpeiop B BUAE AUCIEPTHPYEMBIX TaOJIETOK
st nereid no3upoBkoit 15 mr B moze 15, 30 u 45 Mr cooTBeTCTBEHHO JBa pa3a B cyTku. Ha
OCHOBAHUWU TMOMYJIAIMOHHOTO (papMakokuHeTHdeckoro aHaimsa cpeansss AUC BappupoBaia ot
1095 ur*u/mn no 1458 ur*u/mi, a cpenusas Cmax cocTaBimsuia ot 143 ar/mun go 206 Hr/mMa B
PaBHOBECHOM COCTOSTHUH. THKarpenop He rmoka3aH AeTsaM (cM. paznensi 4.2. u 5.1.).

6. ®PAPMALIEBTUYECKUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHBIX BelIECTB
MaHHUTOI

Kaneuus runpodocdar quruapar

['unponoza

Kanbuus kapOoKCHMETHUIIIEIITION03a

Maruus creapat

T'omosas nienounas obonouka
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['mnpomennosa

Makxkporoi 8000

Twurana muokcun E 171
Tanbk

Kemneza oxeun xxenteiid E 172

6.2. HecoBMecTHMOCTD
He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs1)
30 Mecs1EeB.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPH XPAHEHU U
[Ipu remneparype He Bbie 25 °C.

6.5. XapakTep u coaep:kaHue NePBUYHOH YIIAKOBKH

ITo 10 umm 14 TabeTOK B KOHTYPHYIO SIMEUKOBYIO YIIAKOBKY U3 TUICHKH TTOJIMBUHUIXJIOPUTHOM /
MOJTMBUHHWINICHXJIOPUIHON U (POJIBIH aJTIOMHUHHUEBOM MEYaTHON JIAKMPOBAHHOM.

[To 3 KOHTYpHBIX SUEHKOBBIX YMakoBKH 1Mo 10 Tabnerok wim mo 4 win 12 KOHTYPHBIX
STYCHKOBBIX YIIaKOBOK 1O 14 TabIeTok BMECTE C TUCTKOM-BKJIA/IBIIIIEM B AUKY M3 KapTOHA.

6.6. OcoOble Mepbl MNPeJOCTOPOKHOCTH TPH YHUYTOKEHHUH HCHOJIb30BAHHOIO
JIEKAapCTBEHHOr0 Tpenapara WJIH OTX0A0B, MOJYYEHHBIX TMOCJe TPUMeHEeHHs
JIEKAPCTBEHHOT0 MpenapaTa u Jpyrue MAaHUMYJISIIUN C PenapaTomM

Het 0co0bIX TpeOOBaHM K yTHIIM3AIUH.

7. JEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA
Poccus

AO «Hwmxdapm»

603105, r. Huwxuauit Hosropon, yn. Canranckas, 1. 7

Tem.: (831) 278-80-88

7.1. IIpencraBuTeib AepKaTessi periCTPAIIMOHHOI0 Y0CTOBEPEHUs
[Iperens3uu noTpeduTeNel HAMPABIATE MO ATPECY:

Poccuiickaa ®@eoepayus, Pecnyoruxa Apmenus, Pecnyonuxa benapyco
AO «Hwmxdapm», Poccus

603105, r. Huwxuuit HoBropon, yn. Canranckas, 1. 7

Ten.: (831) 278-80-88

e-mail: med@nizhpharm.ru

Pecnybnuka Kazaxcman

TOO «STADA Kazakhstany», Pecniy6nuka Kazaxcran

050044, r. Anmarsl, yn. Hypnana Kannaposa, 1. 408

ten.: (727) 2222-100

e-mail: almaty(@stada.kz

Keoipevizckas Pecnybauka

OcOO «IlItana Keipreizcrany, Keipreizckas Pecryommka

720005, r. bumkek, yia. Urembepauesa 1a, BL] "ABpopa", odpuc 604

8. HOMEP PETHCTPAIIMOHHOT'O YIOCTOBEPEHUS
JITI-Ne(008175)-(PT-RU)

9. JATA NEPBUYHOM PETUCTPAIIMA (IIOATBEPXJIEHUS PETMCTPAIIMN,
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NEPEPETCTPALIMN) (NOCNEOCBATENEHOCTE 0005)

Jlara nepBoii peructpanuu: 18 nexadbps 2024

10. JATA IEPECMOTPA TEKCTA

OOmast  xapakTepUCTHKa  JIEKAPCTBEHHOIO  Tpemapara  Tukarpenop  JOCTyIHAa  Ha
uH(OPMAIIMOHHOM TmopTane EBpa3suiickoro SKOHOMHYECKOTO CcO03a B HH(DOpPMAIMOHHO-
KOMMYHHUKaImoHHoM cetu «uTepHeT» http://eec.eaeunion.org/
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