ot 17.12.2024 N2 27898
OBILAS XAPAKTEPUCTHKA JEKAPCTBEHHOFO TIPERAPATA 77U1)

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Tuxarpenop, 90 mr, TaGieTKH, MTOKPHITHIE INIEHOYHOI 000I0UKOM

2. KAYECTBEHHBIN 1 KOJIMYECTBEHHBIA COCTAB

JlelicTBy1O1I€€ BEUIECTBO: TUKATPEIIOP.

Kaxxnas Tabnerka cogepxut 90 Mr THKarpenopa.

BcmoMoratenbHbIe BelIecTBa, HAMYHE KOTOPHIX HA/IO YYHTHIBATH B COCTABE JIEKAPCTBEHHOTO
npenapara: HaTpuid (cM. pazzaen 4.4.).

[TonHbIi IepeyeHb BCIIOMOTaTeIbHbBIX BEMIECTB MPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000I0UKOH.
Kpyrible nBOSKOBBIMYKJIbIE TAaOJIETKH, MOKPHITHIE TUICHOYHOH OOOJOYKOM KENTOTo IBETa; Ha

MOTIEPEYHOM pa3pese sSapo OEIoro Wik MoYTH OeJIoTo IBETA.

4. KIMHUYECKUE JAHHBIE

4.1. IToka3aHusl K IPUMEHEHHUIO

[Ipenapar Tukarpenop, Ha3Ha4YaeMbIi OJTHOBPEMEHHO C areTmicanuiuioBoi kucioroi (ACK),

MOKa3aH K MPUMEHEHUIO Y B3pOCIIBIX B Bo3pacTe OT 18 nert:

— 71 IpOoUIAKTUKN aTePOTPOMOOTHUECKUX COOBITHH Yy MAIMEHTOB C OCTPHIM KOPOHAPHBIM
cuapomoM (OKC) (HectabunpHON cTeHOKapauei, MH(papKTOM MHOKapaa 0e3 moabema
cermenta ST unu wH(papkToM Muokapnaa ¢ moabemoM cermeHTa ST [STEMI]), Brirouas
MAlMEHTOB, [MOJIyYaBIIMX JIEKAPCTBEHHYIO TEpamuio, W NaIlUEeHTOB, IOJBEPTHYTHIX
YpPECKO)KHOMY  KopoHapHomy  BMmematenbctBy (UKB) wumm aoproxkoponapHomy
LIYHTUPOBAHUIO;

— s npo(WIAKTUKA HMHCYJIbTa y TMAlUEHTOB C OCTPHIM HIIEMHUYECKUM HMHCYJIBTOM HITH

TPaH3UTOPHOU HiemMuueckoi arakoit (TUA).

4.2. PesxuM 103MpPOBaHNs U C1IOCO0 MPUMEHEHUs!

PexxuM 103upoBaHus

[TanenTsl, mpuHUMaONIME npenapar TUKarpenop, MOKHBI exenHeBHO npuHuMarh ACK
(or 75 Mr mo 150 Mr mpu TOCTOSIHHOM TMpHEME), €CIH OTCYTCTBYIOT CIeHU(pHUECKUe
npotuBonokasanus. [lanmentam ¢ OKC, ocTpsIM wuieMudeckuM HHCysnbToM uian THUA
pEKOMEHYETCs IPUEM CTapTOBOW Harpy3ouHoi 10361 ACK.

OKC

IIpumenenue mnpenapara Tukarpenaop clefyeT HayuHaTh C OJHOKPATHOM HArpy304YHOM [03bI

180 mr (nBe TabmeTku o 90 MT) U 3aTeM MpoAoKaTh IpreM 1o 90 Mr 2 pa3a B CyTKH B TEUEHHE
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12 mecsueB, KpoMe ciaydaeB KIMHUYECKOH Heo6xonnm&ﬁ-jBEg6_égﬁiMtﬁﬁgxﬂ;i%ﬁ%ma

(cM. paznen 5.1.). [locne 12 MecseB Tepanuu NayeHThl, IPUHUMABIIKE Mpenapar Tukarpeaop
90 mr 2 pasa B CyTKH, MOTYT OBITh II€pPEBEICHBI HA ITpHUeM NpenapaTta Tukarpenop 60 mr 2 pasa B
CyTKH 0e3 mepepbiBa B TEpanuu.

Ocmpouii uwemuyeckut uncynom uau THA

IIpumenenne mnpenapara Tukarpenaop cleqyeT HayuHaTh C OJHOKPATHOM HArpy304YHOM O3Bl
180 mr (nBe Tabnerku mo 90 mr) u 3ateM npoaoikath npueM 1o 90 Mr 2 paza B CyTKH B TCUCHHE
30 gueit (cm. paszmen S.1.).

IIponyck npuema 003vl

Crnenyer wu30eraTh mepepblBOB B Tepanuu. llanueHT, NpoONMyCTUBLIMI IpHEM Ipernapara
Tuxarpenop, JOHKEH NPUHSITH TOJIBKO OJIHY TAaOJETKY (Cenyromas 103a) B HAMEUECHHOE BpeMsl.
IIpeoicoespemennas ommena mepanuu

[IpexxneBpeMeHHass OTMEHa JII000H aHTHAarperaHTHOM Teparnu, BKJIoYas rpenapar Tukarpenop,
MOYET IMOBBICUTh PUCK CEPACYHO-COCYIAMCTOM CMepTH, MH(apKTa MHUOKapJa WM HHCYJIbTa B
pesynbprare  OCHOBHOTO  3aboneBanmsi (cM. pasmen 4.4.). Heobxomumo  u3beraTsh
MIPEXIEBPEMEHHOTO MPEKPALLECHU IPUEMa ITpenapara.

Ilepesoo na mepanuio

[Tammentam ¢ OKC narpy3ounyto ao3y npenapara Tukarpenop 180 Mr ciieyeT Ha3HAUUTh Kak
MOYKHO CKOp€e HE3aBUCUMO OT JIF00O0M Mpe/IIIecTBOBABIICH aHTHATPEraHTHON TepaIHH.

IIpu nepeBone nauuenTos, nepeHecmmx OKC, Ha npenapat Tukarpenaop nepByro 103y CIEAyeT
Ha3HAYuTh B TeyeHHWe 24 Y mociie nmpueMa NOocCIeAHEH A03bl JIPYyroro aHTHarperaHTHOro
npemnapara.

Oco0ble rpyInbl MALMEHTOB

Iayuenmul nodicuno2o 6o3pacma

He Tpebyercs koppekiuu 10361 (cM. pasnaen 5.2.).

Iayuenmel ¢ napywienuem GyHKYUU NOYeK

He TtpebyeTcst koppeKkTHpoBaTh A03y Ipernapara y MaueHToB ¢ HapylmIeHHeM (DyHKIMHM MOYeK
(cm. pasznmen 5.2.).

Tayuenmol ¢ napywenuem @yHkyuu nevyenu

He tpeOyercst KoppeKkTupoBaTh 03y Mpernapara y HalueHTOB C HapylleHHeM (QyHKIMU MEeYeHH
JETKOM M cpeaHel TskecT. He mpoBOAMIMCH HMCCIIENOBaHUS THUKArpeaopa y IAnHUEHTOB C
HapyleHueM (pyHKIUHU MEeUeHH TSKENIOH CTENEeHH TSKECTH, IO3TOMY €ro NPUMEHEHHE y 3TUX

MaIMeHTOB MTPOTHBOMOKa3aHo (cM. pasnen 4.3.).

CTH

be3onacHocTh u 3pdexkTnBHOCTS THKArpenopa y aerei B Bo3pacte 10 18 JeT He yCTaHOBJICHBI.
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Croco0 rmpuMeHeHus

BuyTpb, BHE 3aBUCHUMOCTH OT MpUEMa MHUIILIH.

Jlis manueHToB C 3aTpyAHCHHEM TIOTaHHsS TabneTky (wnm 2 TableTKu — B clydae Ipuema

HArpy304HOi 103bl) mpemnapata Tukarpenop clieyeT H3MEIb4YUTh JI0 COCTOSIHUSI MEJIKOTO

MOpPOIIIKA, pa3MellaTh B MOJOBUHE CTaKaHa MUTHEBOI BOJABI U Cpa3y K€ BBIUTH MOITYYECHHYIO

cycnensuto. OCTaTKu CMEIIaTh C JOMOJHUTEIBHOM MMOJIOBUHOW CTakaHa MUTHEBOM BOJBI U

BBIMIUTH MOJIYYEHHYIO CycrneH3u0. CyCleH31I0 MOXKHO TaKXKe BBOAUTH UY€pEe3 HA30TracTpalbHbIN

3o (CH8 wmm OGombmiero pasmepa). Ilocne BBeneHUsS CyCHEH3WHM HEOOXOIMMO IPOMBITH

HA30TacTpaJIbHBIN 30H1 BOJIOM AJ TOro, YTOOBI /103a MpernapaTa MOJHOCTHIO MoMala B KeIy 10K

HanyeHTa.

4.3. [IpoTuBONOKA3aAHUS

— ['unep4yBCTBUTENBHOCTh K THUKATPEIOpYy WM K JTHOOOMY M3 BCIIOMOTATENBHBIX BEIICCTB,
IIEPEUUCIIEHHBIX B pazzaene 6.1.;

— AKTUBHOE MaTOJIOTMYECKOE KPOBOTEUEHHUE;

— BHYTpPUYEPENHOE KPOBOU3IHUSIHNUE B aHAMHE3E;

— HapyuieHue QyHKUIUU NEUYEHHU TSKEIION CTENeH! TSHKECTH;

— COBMECTHOE NPHUMEHEHHE TUKarpenopa ¢ MoiHbiMH uHTuOHTOpamMu CYP3A4 (manpumep,
KETOKOHA30JIOM, KIIAPUTPOMUIIMHOM, HE(Pa30I0HOM, PUTOHABUPOM U aTa3aHABHUPOM);

— OepeMEeHHOCTh M TIEPHO/] TPYAHOTO BCKapMIIMBaHuUs (CM. pazzaen 4.6.).

4.4. OcoOble yka3aHMsl M Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

C OCTOPOKHOCTBIO:

[TpenpacmnonoxeHHOCTh K pa3BUTHIO KPOBOTEUEHHUS (HAIIPUMED, B CBSI3U C HEJJABHO MOJTYYEHHON
TpaBMOU, HEABHO MTPOBEJICHHOM Oomnepalyeil, HapyImeHUsIMUA CBEPTHIBAEMOCTH KPOBH, AaKTHBHBIM
WIH HEJJABHUM KETTyJOYHO-KHIIICYHBIM KPOBOTEUCHHEM ) WIIH MTOBBIIIEHHBIA PUCK TPABMBI.
ConyTtcTBytomasi Tepanusl IpenaparaMy, TMOBBIMIAIONIUMH PUCK  KpPOBOTEUYCHH  (T.€.
HECTEepOUIHbIE MTPOTHBOBOCTIaAyIUTENbHBIE npenapaThl (HIIBII), mepopanbHble aHTHKOATYIISTHTHI
n/unu GUOPUHOIUTHKH) B TeUueHUe 24 4 10 pueMa nmpenapara Tukarpesop.

[NanenTs! ¢ HapyeHneM (YHKINUU TIEYSHU CPEeTHEH CTETIeHU TSHKECTH.

[MammenTsl ¢ pucKOM  pa3BuTUs  Opamukapauu  (Hampumep, — HalUeHThl  0e3
INEKTPOKAPAUOCTUMYJIISTOPA C CUHAPOMOM CJIa00OCTH CUHYCOBOTO Y3714, aTPUOBEHTPHUKYJISIPHON
Osiokamont 2-oM wiaM 3-ei cTeneHdu, OOMOPOKOM, CBSI3aHHBIM C OpaaMKapaHei); COBMECTHOE
NpUMEHEHHE C MpernapaTaMu, CIOCOOHBIMU BBI3BATh OpaMKapauIo.

[TareHTsl ¢ OPOHXHMANBHOW ACTMOW W/MIM XPOHUYECKOH OOCTPYKTHBHOM OOJE3HBIO JETKUX
(XOBJD).

[TarmmeHTHI B BO3pacTe 75 JIET U cTapiie.
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[TanmenTsl, nosy4aromue Tepanuo aHTarOHUCTAMU PELENITOPOB aHrnoTeH3uHa I1.

[TanmeHTsI ¢ TUIIEpYPUKEMUEN WIIN OJArPUYECKUM apTPUTOM.

ConyrtcTBytomasi Tepanusi JWTOKCMHOM; MOIIHBIMM WHTHOWTOpaMu TiukonmpoTenHa P u
yMepeHHbIMH HHTHOUTOpamu u3odepmenta CYP3A4 (manpumep, BepanamMui W XUHHUJIWH),
CCJICKTMBHBIMUA MHTHOUTOpamu oOpatHoro 3axBata ceporoHuHa (CHMO3C) (mampumep,
NAapOKCETUH, CEpPTPAIMH M LUTaJoNpaM); IpenapaTaMy, BIMSIOUIMMM Ha TeMOCTa3
(cm. pazmen 4.5.).

Puick pa3BHUTHI KPOBOTCUCHUS

[Ipu ©Ha3HayeHuu mpenapara THKarpesop cieayeT OLEHUTh COOTHOIIECHHE TIOJb3bI OT
NpOPHIAKTUKN aTEPOTPOMOOTHUECKUX COOBITHI M PUCKA Y MAIUEHTOB C MOBBIIICHHBIM PUCKOM
pa3BUTHSL KPOBOTCUECHU .

[lpy HanmMyMKM KIMHUYECKUX I[IOKa3aHWW mpemnapaT Tukarpenop ITOHKEH NPUMEHAThCS C
OCTOPOKHOCTBIO B CIEAYIOMIUX CUTYALUSIX:

[IpenpacnonaoKeHHOCTh MAIlMEHTOB K Pa3BUTHIO KPOBOTEUEHHUs (HAIIPUMEp, B CBS3U C HEJIABHO
MOJYYEHHON TpaBMOW, HEAaBHO MPOBEICHHON omepanuei, HapyIIeHUSIMH CBEPTHIBAEMOCTH
KpPOBH, aKTUBHBIM WJIM HEIAaBHUM >KEITyJOYHO-KUIIEYHBIM KPOBOTEUEHHUEM) WIIM MHAIMEHTHI C
MOBBIIIEHHBIM PUCKOM TpaBMbl. [IpuMenenue mnpenapara Tukarpeiaop MNPOTHBOMOKA3aHO Y
NAIMEeHTOB C aKTHBHBIM MATOJOTMYECKUM KPOBOTECUYEHHEM, BHYTPHUEPEITHBIM KPOBOHM3IUSIHUEM
B aHaMHe3e, HapylieHueM (QYHKIMH MICYCHH TSOKEIION CTeTIeHH TshKeCTH (cM. pasaen 4.3.).
ConyrtcTByloliee MPUMEHEHHE IMPErnapaToB, KOTOpPbIE MOTYT TOBBICUTH PHUCK pPa3BUTHUS
kpoBoTeueHus (Hampumep, HIIBII, mepopanbHble aHTHKOATYJSHTHI W/WIK (UOPUHOIUTHKH,
IIPUHUMAaeMbIe B TeueHHe 24 4 10 npuema npemnapara Tukarpenop).

B wucciaemoBanmm ¢ ydyacTHEM 370pPOBBIX JOOPOBOJIBIIEB TpaHCHy3Us TPOMOOITUTOB HE
MPUBOAMIIA K TPEKPAIICHUIO aHTUTpOMOOIMTapHOro 3(dekra Tukarpeisopa M, BEpOSTHO, HE
OKa&KeT KIMHUYECKOTro 3(pdekra y manueHToB ¢ KpoBoTeueHueM. Tak Kak mpu COMYTCTBYIOLIEM
NPUMEHEHUH THUKarpesiopa M JECMONPECCHHA HE YMEHBIIAJIOCh CTaHIApTU3UPOBAHHOE BpEMs
KPOBOTEUYCHHS, TO MAJIOBEPOSTHO, YTO JecMomnpecchH OyaeT 3(PQeKTuBHO KymupoBaTh
KIIMHUYECKH 3HAaYUMOE KpoBoTeueHue (cM. pazaein 4.5.).

AnTHOUOpUHOIUTHYECKAS Tepanus (AaMHHOKAIIPOHOBAsi KUCJIOTa MM TPaHEKCaMOBasi KMCIIOTA)
u/mnm  Tepanus pekoMOumHaHTHBIM ¢akTtop VIla wmoryr ycunuBate remocrtas. Ilocne
YCTAaHOBJICHUS] MPUYUHBI KPOBOTEUEHHS] M €ro KyHNHUPOBAaHUS MOKHO BO30OHOBUTH TEpaIvio

THUKarpesiopoM.

XUpYpPruyecKue ornepannuu

[lepen 3annaHMpOBaHHOW oOmepalnMeld WM HadajaoM IIpUEeMa HOBBIX MPEnapaToB MNALUEHTY

4
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cienyeT mpouH(OpMHUpPOBaTh Bpaya O TOM, 4TO

B uccnenosannu PLATO y nanueHToB, MOABEPraBIIMXCS a0PTOKOPOHAPHOMY IIYHTUPOBAHHUIO
(AKIL), mpu mnpuMeHEeHMHM THKarpeiaopa ObuUIO OOJbIlle KPOBOTEYEHHWH B CpPaBHEHHH C
KJIONUIOTPEJIOM MPU MPEKPAILICHUH Tepanuu 3a | JeHb 10 XUpPYpPruueCcKOro BMEIaTeabCTBa, HO
4acTOTa Pa3BUTHS OOJBIIMX KPOBOTEUYECHHH IMOCIE OTMEHBI Tepaluu 3a 2 Wiu Oojiee THEH 10
XUPYPIUYECKOTO BMEIIATENbCTBA ObUIa CXOXKEW B CPAaBHEHMM C KIIOMMUIOTPENIOM (CM. pasjen
4.8.). Ecnu mamueHT nmojBepraercs IIaHOBOHM ONEpalii U HEXKEIaTelIeH aHTUTPOMOOTHUYECKHI
a3 dexT, To Tepanmuo mpenapaToM THKarpenop ciaeayeT MPEKpaTUTh 3a 5 AHEH 10 omepaiuu
(cm. pazmen 5.1.).

ITarmeHTHI ¢ paHee IepeHECEHHBIM MIIEMUYECKUM HHCYJIBTOM

[Mamenter ¢ OKC c paHee mnepeHECEHHBIM HIIEMMUYECKUM HHCYJIBTOM MOTYT IPUHHMMATH
tukarpesop a0 12 mecsies (uccnenoBanue PLATO).

B nccnenoBanuss PEGASUS He Obut BKITIOUEHBI MAIIMEHTHI ¢ HH(PApPKTOM MHOKap/ia B aHaMHE3¢
C paHee NMePEeHECEHHBIM UIIIEMUYECKUM UHCYJIBTOM. [1o3TOMY, MpU OTCYTCTBUU JAHHBIX CIIETYET
C OCTOPOKHOCTBIO TIPOBOJIUTH TEPAIUIO UTUTEIBHOCTRIO OoJiee 1 roxa.

ITanpeHTHl ¢ HapyIIEHHEM d)VHKHI/II/I ICYCHU

[Tpumenenue npenapata TuUkarpeaop MPOTUBOINOKA3aHO Yy MAIIMEHTOB C HapyIlIeHHEeM (QYyHKLIUU
NeUeHN TsDKeNoM crtemeHu (cMm. pasgensl 4.2. u 4.3.). Cnemyer coOnmogaTh OCTOPOXKHOCTH Y
NAIMEeHTOB C HapyIIeHUEM (YHKIHHU NEYEHU CPEAHEN TSKECTH, YUUTHIBAst OTPAaHMUEHHBIN OIBIT
MIPUMEHEHUS TpernapaTa y MalueHTOB 3TOW rpymnmbl (cM. pazaenst 4.2. u 5.2.).

bpaanaputmus

[Ipn cyrounom MonutopupoBanuu OKI' mo XonTepy OTMEUEHO NOBBIIIEHME YacTOTHI, B
OCHOBHOM, OECCHMIITOMHBIX JKETYJOYKOBBIX Iay3 BO BpeMsl TEpaluud THKArpeaopoM o
CpaBHEHMIO C KionujorpenoMm. B wuccnenoBanusx ¢assl 3 1o OLEHKE O0€30MacHOCTH U
3 PEKTUBHOCTH THKArpeopa SBICHHUS OpaJuapuTMUU PETHUCTPUPOBAIN CO CXOXKEH YacTOTOM
JUISL TUKArpesiopa U mpenapaToB cpaBHeHus (1wiane6o, kionunorpen u ACK).

[lanieHTHl ¢ TOBBIIMIEHHBIM PHCKOM pa3BUTHUS OpaaukapAuy (Hampumep, MMalUEHTH 0e3
JIEKTPOKAPAUOCTUMYJIATOPA Y KOTOPBIX TUArHOCTUPOBAH CHHIPOM CJIA0OCTH CUHYCOBOIO y37a,
aTPUOBEHTPHKYJIApHas OJ0Kaa 2-0i Wi 3-ei cTereHn, 0OMOPOK, CBSI3aHHBIN ¢ OpajuKapauei)
ObUIM UCKIIIOUEHBI M3 MCCIIEIOBAHUI THKArpeaopa Mo U3ydeHHro ucxozoB. [loaTomy, B cBs3H ¢
OTPaHMYEHHBIM KJIMHUYECKMM ONBITOM IPUMEHEHMs IIpernapaTa y OTUX [AIMEHTOB,
PEKOMEHAYETCsI ¢ OCTOPOKHOCTHIO Ha3HAYaTh UM THUKArpesiop. (cM. Takxke pasaein 5.1).

Taxoxe ciemyer coOMOaTh OCTOPOKHOCTh IPU COBMECTHOM INPUMEHEHUHM THKarpeiaopa ¢
npenapatami, CIOCOOHBIMH BbI3BaTh Opamukapauio. OnnHako B uccnenoBanun PLATO He

OTMEYAJIOCh KIMHUYECKH 3HAYUMBIX MOOOYHBIX 3(()EKTOB NMPU COBMECTHOM INPHUMEHEHHH C
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COOTBETCTEY ET SKI
ot 17 2

ONHMM WK OoJjiee TmpernapaTaMu, KOTOPbIE MPTYT BBfSIEaTB @ﬁ&a&ﬁﬂ# IZIHangvrMép',ﬂ% %

NAalMEeHTOB OJHOBPEMEHHO MpUHUMaNu Oera-agpeHoOnokatopsl, 33 % — OIoOKaToOpsI
«MEIJICHHBIX» KAJIbIIUEBBIX KaHAJNOB, AWITHA3eM U Bepanamui, U 4 % — JUTOKCHH)
(cm. pazmen 4.5.).

B xone moguccnenoBanus ¢ mpuMeHeHueM cyToyHoro mouutopupoBanusi JOKI' mo Xonrepy B
IpyMIie TUKArpenopa Mo CpaBHEHUIO C KIOMHUIOTPeIoM 0oJblie marueHToB B ocTpoil ¢paze OKC
UMEN  JKEIyJOYKOBble Tmay3sl > 3 cek. IlloBblieHHe 4YHClIa JKETyAOYKOBBIX TMay3,
3apErUCTPUPOBAHHBIX C MTOMOUIBIO CYTOYHOIO MOHUTOPUPOBAHUS 10 X0NTEpPY, Ha GoHE MpuemMa
TUKarpeaopa 0TMEUaioch Yalle y MalueHTOB C XPOHUUYECKOM cepIeYHON HEeJ0CTaTOYHOCTHIO IO
CpaBHEHHIO ¢ 001elt nomynsuei B octpoit paze OKC, HO He B mepBbIil Mecsll Teparuy WId Mo
CpaBHEHMIO ¢ KionuaorpenaoM. [lay3sl y 3THX MalMEHTOB HE COMPOBOXKAAIMCH MOCIETYIOIIIMH
HE)KelaTeIbHBIMU KJIMHUYECKUMHU MOCIIEACTBUSIMU (o6Mopoku U YCTaHOBKY
AJIEKTPOKAPANUOCTUMYJISATOPA).

[Ipy MOCTMAapKETMHTOBOM NPUMEHEHHWH THUKarpeiopa OTMEYEHBl ciy4yau OpaauapuTMHH H
aTPUOBEHTPUKYISIpHOU Onokanel (cM. paszmen 4.8.), nmpeumymiecTBeHHO y namueHtoB ¢ OKC,
IpU KOTOPOM HIIEMHsI MUOKap/ia U COMYTCTBYIOIIUNA IPUEM IPENapaToB, CHIXKAIOUIUX YacTOTY
CEpJEYHBIX COKpPAUICHUH WM BIMSAIOMIMX HA MPOBOAMMOCTH, MOTEHIIUAIHLHO MOTJIM OKa3bIBATh
BiusHUEe. KiMHUYeckoe COCTOsHME MallMeHTa M COMYTCTBYIOILIME JIEKAPCTBEHHBIC MPENapaThl
CJIEZlyeT OLICHUBAThH B KQUECTBE MOTEHIIUAILHBIX IPHUYUH 10 KOPPEKTUPOBKH TEPAIIUH.

Onpliika

Coo0mranocs 0 pa3BUTUU OJBIIIKHA y NAIIUEHTOB, MPUHUMABLINX THKarpenop. Oapliika 00bIYHO
c1aboil MM yMEpEeHHOW HHTEHCHBHOCTH, YacTO MPOXOAUT MO MEpe MPOAOIDKEHHS TEparuu
npernapaToM. Y ManueHToB ¢ OponxuanbHOW actMoi w/mmu XOBJI MoxeT OBbITh MOBBINICH
aOCOJIIOTHBIA PUCK OJBIIIKK Ha Tpreme mpenapara Tukarpenop (cm pasaen 4.8.). Tukarpenop
cleayeT MPUHUMATh C OCTOPOXKHOCTBIO y TAIMEHTOB ¢ OpoHxuanbHOM acTmoi n/miu XOBJI.
MexaHu3M OJBIINIKA Ha TpUEMe TUKarpeiopa He BhISICHEH. Ecnu y marueHTa pa3BHIICS HOBBIMA
SMM30]] OJBIIIKH, COXPAHAETCS WM YCWIMJIACh OJBIIIKa BO BpeMs IMPHUMEHEHHs Ipernapara
Tukarpenop, TO HeoOXOIUMO TMPOBECTH TIOJHOLIEHHOE OOcieloBaHWe, U B  Cllydae
HENEPEeHOCHUMOCTH, TPUEM Mpernapara cielyeT NPeKpaTUTh.

IleHTpasabHOE aITHOD CHA

CooOmanoch 0 cinydasx IEHTPaJIbHOTO alHOd CHA, BKIIOYas nbixanue Yelna-Crtokca, mpu
MOCTMapKETUHIOBOM MPUMEHEHUHU TuKarpenopa. Ilpu mogo3peHun Ha LEHTpalIbHOE alHOd CHA
CJIeTyeT OLICHUTh HEOOXOIMMOCTh JaIbHEHUIIIEro KIMHUYECKOTO 00CIeIOBaHHUSI.

IToBbIIEHNE KOHIICHTPALIMU KPSaTUHUHA

Ha ¢one tepanuu npenapatoM Tuxarpenop KOHIEHTpalMs KpeaTMHHHA MOXKET YBEIMYHTHCA
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OMY OTUETY

MOYeK HEOOXOIMMO MPOBOIUTH Yepe3 MECSAI] OT Havaia IpreMa Ipemnapara, a B ocjaeayromeM B
COOTBETCTBUH C PyTHUHHOW KIMHHUYECKOW MPAKTUKOM, oOparias ocoboe BHUMaHUE Ha TalliEeHTOB
B BO3pacTe 75 JeT W cTrapiie, NAalUEHTOB C YMEPEHHOW WIM TSHKEIOW MOYEYHOM
HEJ0CTAaTOYHOCTBIO U MOJTyYarOIUX TEPANHIO AHTarOHUCTAMU PELEeNTOPOB aHrHoTeH3HHa I1.

IloBBIIlIEHNE KOHIIEHTPAIIUY MOYEBON KHUCIOTEI

Ha ¢one Ttepanumu mnpenaparom Tukarpenop KOHIEHTPALUS MOYEBOH KHUCIOTHI MOXKET
noBeImatbest (cM. pazaen 4.8.). Heobxomummo coOiromgaTh OCTOPOKHOCTh Y TAIMEHTOB C
TUIEepYpUKEMHUEN WM NOJarpudeckuM apTpUTOM B aHaMHe3e. B kauecTBe NpeBEHTUBHOMN MephI
cieyer wu30eraTh IMPUMEHEHHs THKarpeiopa y MAalHEeHTOB C TUIEPypUKEMHYECKOM
HedpomnaTueil.

TpomboTryeckast Tpombormroneauueckas nypmuypa (TTII)

TTII na ¢one npumenenus Tukarpemopa orMedanach o4eHb peako. TTII sBaseTcs cepbe3HbIM
COCTOSTHUEM M TPeOyeT He3aMeTUTEILHOTO JICUCHUS.

Bimsane Ha pe3yabTaThl HaGODaTODHOI‘O aHajan3a

Ananuz  mpomboyumapHnou QyHKyuu 6 pamkax OUACHOCMUKU 2eNnapuH-uHOYYUPOBAHHOU
mpomooyumonenuu (I'UT)

VY nmanueHToB, MPUHUMABIIUX THKArpeaop, ObUIM MOIYyYEHBI JIOKHOOTPULIATEIIbHBIE PE3yIbTaThI
aHanmu3a TpoMmOonuTapHoi ¢yHKIMM B paMmkax guarHoctuka [MT. Drto cBszaHo ¢
WHTUOMPOBAHUEM THKArpeaopoM perentopoB P2Y > TpoMOONHMTOB 3I0POBBIX JOHOPOB IpHU
IPOBE/ICHUM TecTa B CHIBOPOTKE/IIa3Me€ KPOBU MNalueHTta. [Ipm MHTEepnpeTanuu pe3ynbTaToB
aHanmu3a TpoMOouuTapHOH (QYHKUMH B pamkax auarHoctuku [UT crenyer yduThIBaTh
UH(OPMAIIMIO O COMYTCTBYIOIIEH Teparnuu THKarpeaopoMm.

[Iepen paccMOTpeHHEM BO3MOKHOCTH OTMEHBI IIpHEMa TUKArpesaopa ClIeLyeT OUEHUTh N0JIb3y U
PUCK TPOJOJDKEHUS Tepaluu, IpUHMMAas BO BHHMMAaHUE IPOTPOMOOTHUYECKOE COCTOSHUE
BenenctBue 'UT u MOBBIIEHHBI PUCK KPOBOTEUYEHHS HAa ()OHE COBMECTHOI'O NMPUMEHEHHUS
AQHTHKOAryJIIHTa U THUKarpesiopa.

[dpyrue

Ha ocHoBannm HaGmomaemoit B uccinenoBann PLATO cBsizu Mexay moanep KuBaromend 10301
ACK u oTHOCHTENBHOH A(PPEKTUBHOCTHIO THKArpeyiopa MO CPaBHEHHIO C KIIOMHUIOTPEIIOM,
COBMECTHOE TPUMEHEHHME THKarpeimopa M BbICOKOW mnojaepxkuBaromeit no3sl ACK (6onee
300 MT) HE pEKOMEHIYETCS.

CoBMecTHOE NpHUMEHEHHE Tmpenapara Tukarpemop ¢ MomHbIMH wuHTHOUTOpamu CYP3A4
(HampuMep,  KETOKOHA30JI0M,  KJIAPUTPOMHUIIMHOM,  He(a30JOHOM, PpPUTOHABUPOM U

aTa3aHaBUPOM) IMPOTHBONOKa3aHo (cMm. pazaen 4.3), Tak Kak OHO MOXET NPHUBECTH K
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CoBMecTHOE NpUMEHEHHME Ipemnapata Tukarpenop ¢ MowHbIMM uHAykTopamu CYP3A4
(HanmpuMmep, pudaMOuIMHOM, (EHUTOMHOM, KapbamaszenmuHoM U (eHoOapOuTamoM) He
pEKOMEHAyeTCs, TaK Kak HuX COBMECTHBIH IPUEM MOXKET CHIXKATh HKCHO3HULUIO U
s dexTuBHOCTH TUKArpesnopa (cM. pazaen 4.5.).

CoBmecTtHOe mpuMeHeHue mpemnapara Tukarpenop u cyOctpatoB CYP3A4 ¢ y3kum
TEpaeBTUYECKUM HHIEKCOM (HampuMmep, Lu3alpuaa W ajlKaJlOuAOB CIIOPbIHBU) HE
PEKOMEHAYETCsl, TaK KaK TUKarpeaop MOXKET YBEIMUUTh SKCIO3UILIMIO ITUX MPENapaToB.
CoBMecTHOE NPUMEHEHME NpenapaTa THKarpeaop ¢ CUMBAacCTaTUHOM M JIOBACTATHMHOM B J03€
6onee 40 Mr He pekoMeHayeTcs (cM. pasnen 4.5.).

[Ipy coBMecTHOM IpPUMEHEHMM JUIOKCMHAa U Mpenapara TuKarpeiaop peKOMEHAO0BaH
THIATENHHBIA KITMHUYECKUN W 71a00paTOPHBI MOHHUTOPUHT YaCTOTHI CEPACUYHBIX COKPAIICHUNA H
MIPY HAIMYUU KIMHUYECKUX noka3anuii, DKI' 1 KOHIEHTpaluu AUTOKCHHA B KPOBH.

Her naHHBIX O COBMECTHOM MPHMEHEHHHM THKarpeiaopa ¢ MOLIHBIMH HHTUOUTOpaMH
rnukonporenHa P u ymepennsimu uaruouropamu CYP3A4 (manpumep, BepanaMuil U XMHUIMH),
KOTOPbIE MOTYT MOBBICUTh SKCIO3UIMIO TUKarpenopa. Eciau Henb3st u30exars UX COBMECTHOIO
IPUMEHEHHS, OHO JOJDKHO OCYIIECTBIIATHCS C OCTOPOXKHOCTBIO (CM. paszen 4.5.).

IIpexkpallienne Tepanuun

JlocpouHasi oTMeHa J1000i aHTHArperaHTHOW Teparuu, BKIoYas npenapaTr Tukarpenop, MOXeT
MOBBICUTh PHUCK CEPACUHO-COCYIUCTOM CMEpTH, HHGpapKTa MHUOKapJa WIM UHCYJIbTa B
pe3yabpTare OCHOBHOTO 3a0osyeBanus. HeoOxoammo n3berats mpekaIeBPEMEHHOT0 PEKPAIICHHS
pueMa mpenapara.

BcrnoMorarenbHBIE BEIIECTBA

JauHbIil ipenapat coaepkuT MeHee 1 mMmoib (23 Mr) HaTpus Ha OJHY TaOJIETKYy, TO €CTh, IO

CYTHU, HE COACPKUT HATPHSI.

4.5. B3amMmopeiicTBHe ¢ JPYTMMH JICKAPCTBEHHBIMH IIpenapaTamMM M JApyrue BHIABI
B3aNMOJEHCTBUSA

Tukarpenop, riaaBHbBIM 00pa3om, sBiseTcsi cyoctparom uzodepmenta CYP3A4 u cnabwim
uHruouropom nzopepmenta CYP3A4. Tukarpenop takxke siBisieTcst cyoctparom P-gp u cabpim
UHrUOUTOPOM P-gp 1 MOKET yBEIMUMBAThH HKCIO3UIIUIO cyOcTpaToB P-gp.

BausiHue Apyrux jekapcTBEHHBIX NpenapaToB Ha nmpenapar Tukarpeaop

Hneubumopor CYP3A44

Mormunsie uaruouropsl CYP3A4: coBMmMecTHOE NpUMEHEHHE KETOKOHA30Jla C THUKarpesopom
yBeMUUUBAET Cmax (MaKCUMabHYIO KOHLEHTpauuioo B 1uiasme kpou) u AUC (muomanp non

KPUBOM 3aBUCUMOCTH KOHIIGHTpAallMd OT BpeMeHW) Tukarpeaopa B 2,4 u 7,3 paza



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 17.12.2024 N= 27858

co0TBeTCTBEHHO. Cmax M AUC akTHBHOTO MeTa66%£:-1%}%¥a_l I:fﬂ":: '%5 :'f;f: ':516" %

cooTrBeTcTBeHHO. Jlpyrme wMomable wuuruoutopsl CYP3A4 (xmapurpomunuH, Heda3oloH,
pUTOHABUp W arazaHaBUp) OyayT OKa3blBaTh Takue k€ 3((eKTbl, MoITOMYy HX COBMECTHOE
MpUMEHEHHUe ¢ IpenaparoM Tukarpenop npoTuBonokasaHo (cM. pazzaensl 4.3. u 4.4.).
Ymepennbie unruoutopel CYP3A4: coBMecTHOE NMPUMEHEHHE AWITHA3eMa C THUKArpeIopoM
yBenuuuBaeT Cmax TUKarpenaopa Ha 69 %, a AUC B 2,7 pa3a, cHWXKaeT Cmax aKTHBHOIO
metabomura Ha 38 %, a AUC He wmensercs. Tukarpemop HE BIHMSIeT Ha IUTa3MEHHBIC
KOHIIGHTpanuu nuiaTtuazema. Oskupaercs, 4To Apyrue ymepeHHole uHruoutopel CYP3A4
(HampuMmep, aMIpeHaBUp, alPENUTaHT, SPUTPOMHUIINH, (IIYKOHA30J1) OKa3bIBAIOT aHAJIOTUYHBIN
3 eKT, 1 UX TaKKe MOXKHO Ha3HauaTh OJHOBPEMEHHO C IpenaparoM Tukarpenop.

[Ipu exxeqHeBHOM ynoTpebieHun 60bIINUX 00heMOB TpelindpyToBoro coka (mo 200 mi 3 pa3a B
JIeHb) ObLIO OTMEYEHO 2-KpaTHOE YBEIMUYEHUE SKCIO3UINH TUKarpenopa. OxXuuaercs, 4To Takoe
yBEJIMYEHUE HKCIO3UIUN THKarpeiaopa He MMeeT KIMHMYECKOTO 3HAauYeHHs Jig OOJIbLIIMHCTBA
HAlEHTOB.

Hnoyxmopvr CYP34

CoBMecTHOE MpUMEHEHHE pUdaMIUIIHA ¢ TUKarpeaopoMm cHUkKaeT Cmax 1 AUC Tukarpenopa
Ha 73 1 86 % cooTBeTCTBEHHO. Cmax aKTHBHOTO MeTa0oHuTa He MeHsaeTcsa, a AUC nmoHmxkaeTcs
Ha 46 %. pyrue unaykropsl CYP3A (Hanpumep, ¢penuronH, kapbamazenus u gpenodapOurain),
HO-BUAUMOMY, OYAyT CHIDKATh SKCIO3UIMIO mpemnapara Tuxarpenop. MOIIHbIE HHIYKTOPHI
CYP3A moryT ymeHbIIaTh IKCMO3UNHIO U 3()(PEKTUBHOCTH mpemnapaTta Tukarpenop, mosromy
OJHOBPEMEHHOE TMpUMEHeHHe MouHbIX uHAyKTopoB CYP3A ¢ TuKarpemopom He
pEKOMEHAYETCS.

Luxnocnopun (uneuoumop P-gp u CYP3A)

CoBmecTHOE NTpuMeHeHne nukiaocnopuHa (600 mr) ¢ TukarpenopoM yBenuduBaeT Cmax 1 AUC
tukarpesnopa B 2,3 u 2,8 pa3 coorBercTBeHHO. [Ipu sToM otmewarorcs ypenumueHue AUC
akTuBHOro Metabonmuta Ha 32 % u cHmwkeHHe Cmax Ha 15 %. Tuxarpenmop He BIUSET Ha
IUIA3MEHHYI0 KOHILIEHTPAaLMIO LMKJIocnopuHa. Her gaHHBIX O COBMECTHOM NPUMEHEHUU
TUKarpeaopa ¢ JAPYTUMU MOIIHBIMH HMHrUOUTOpamMu P-gp W yMepeHHBIMH HMHTHOUTOpAMU
CYP3A4 (manmpumep, BepamaMuil W XWHHUJWH), KOTOPBIE MOTYT TOBBICUTH JKCIIO3HIIHIO
Tukarpesnopa. Ecnmum  Henmp3s u30exaTb HMX COBMECTHOTO MPHUMEHEHHs, OHO JIOJDKHO
OCYILECTBISITHCSA C OCTOPOKHOCTBIO (CM. paznen 4.4.).

Jlpyeue npenapamsi

[To pesynapTaTam ¢apMaKkoOIOTHYECKUX HCCICIOBAHUM B3aUMOJCHCTBUS  COITYTCTBYIOIIEE
IPUMEHEHHUE THKarpesjaopa ¢ remapuHoM, sHokcamapuHoM u ACK unm necMompeccuHOM He

BIMAET Ha mapamMeTpsl (apMaKOKMHETHKH THKarpeiopa, €ro axkTHUBHOTO MeTraboiuTta u
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HAIMYUS KIMHUYECKUX TOKAa3aHUM K HA3HAYCHHUIO MPENaparoB, BIUSIOIMIMX HAa Te€MOCTa3, OHU
JIOJDKHBI MCIIONIB30BAThCS C OCTOPOXKHOCTHIO B KOMOMHAIMM C mpernaparoM Tukarpenop (cm.
paznmen 4.4.).

OTMeueHO 3aMeJICHUE U CHIDKEHHE DKCITO3UIIUU TIEPOPATbHBIX HHTHOUTOPOB P2Y 12, BKITIOUas
TUKArpelop M €ro aKTHBHBIA METAa0OJUT, Y MAlMEHTOB, IMOJYYaBIIUX TEPAMUI0 MOPPUHOM
(CHIKEHWE SKCIO3UIUU THKarpejopa npubausurenbHo Ha 35 %). JlaHHOEe B3amMoneHCTBUE
MOKET OBITh CBSI3aHO CO CHHKEHHEM MOTOPHKHU >KEIyJTOYHO-KHIIEYHOTO TpakTa U MOITOMY
OpUMEHUMO K JpyruMm onuougam. KinHuueckas 3HAUYMMOCTh HEHM3BECTHA, HO JaHHbBIE
YKa3blBalOT Ha BO3MOXHOCTh CHIDKEHHS S((EKTUBHOCTH THKarpeiopa y MaIHeHTOB,
OJTHOBPEMEHHO TOJy4Yalouux Tukarpesop U Mmopdua. Y mnammentoB ¢ OKC, y KoOTOpbIX
npuMeHeHne MoppuHA HENIb3s OTCPOUYUTh, W ObIcTpoe HHrHOWMpoBaHWe P2Yi>» cuurtaercs
KPUTHYECKH Ba)XXKHBIM, MOXXHO PacCMOTPETh BO3MOXHOCTh MPHUMEHEHHUS MapeHTepaIbHOro
uHruouropa P2Y1,.

Bimsgumne npenapara Tukarpenaop Ha JIpyTrue JeKapCTBEHHLIC CPEeACTBA

Jlexapcmeennvle npenapamot, memabonusupyemole usopepmenmom CYP3A4

CumBacTaTUH: COMYTCTBYIOIEE MPUMEHEHUE THKArpeaopa U CUMBAcTaTUHA MOBBIIACT Cmax U
AUC cumBactatuHa Ha 81 u 56 % coorBercTtBeHHO U yBenuuuBaeT Cmax u AUC
CUMBACTaTMHOBOM KUCJIOTHI Ha 64 1 52 % COOTBETCTBEHHO, IIPY 3TOM B HEKOTOPBIX CIyyasxX 3TU
IIOKa3aTeNny MOBBIIAKTCSA B 2-3 pa3za. COBMECTHOE NPUMEHEHUE CHMBACTAaTHHA B JJ03€ BBIILE
40 Mr/cyT. ¢ THKarpeiopoM MOXKET MPUBOAUTH K Pa3BUTHUIO HEKEJIATEeJIbHBIX pPEaKIuil Ha
CUMBACTaTHH, M HEOOXOIMMO OLEHHUTbh COOTHOILICHHE IMOTCHIMAIBHOTO PHUCKA M TOJb3BI.
CuMBacTaTMH HE OKa3blBaJl BIMSHUS Ha KOHIEHTPALMIO THKarpejaopa B Iula3Mme. Tukarpeiaop
MOXKET OKAa3bIBaTh AHAJIOTMYHOE BIIMSHUE Ha JioBacTaTMH. He pekomeHayercss COBMECTHOE
IIpUMEHEHNeE Ipenapara TUKarpeaop ¢ CHMBACTaTUHOM WJIM JIOBACTATUHOM B J103¢€ CBbIIIe 40 M.
ATopBacTaTHH: CONYTCTBYIOLIEE IPUMEHEHUE aTOPBACTATUHA M TUKArpesiopa MOBHIIAET Cmax U
AUC aropBactatuHoBoW KHCIOTBI Ha 23 u 36% coorBercTBeHHO. [lomoOHOe yBenmmueHue
3Ha4eHUH Cmax 1 AUC HaOmrogaeTcs i BceX METaO0OJIUTOB aTOPBACTATUHOBOW KHCIJIOTHI. DTH
WU3MEHEHUS TPU3HAHBI KIMHUYECKHU HE 3HAUMMBIMH.

Cxoxee BIMsSHHE Ha JApyrue cratuHbl, MeTtabomusupyembie CYP3A4, He Moxer OBITh
uckmoueHo. B uccnenoBanun PLATO nanueHTtsl, nody4aBIIME THUKarpeaop, NPUHUMAIN
pa3IUyYHbIE CTaTHHBI MPH OTCYTCTBUHM KaKUX-TUOO ONMAaceHUH OTHOCUTENIbHO O€30MacHOCTH Yy
93 % manreHToB, MPUHUMABILINX 3Ty IPYIITY IPENapaToB.

Tuxarpenop — cna0siit uarHONTOp CYP3A4. CoBMECTHOE TpUMEHEHUE penapaTa Tukarpenop

u cyocrparoB CYP3A4 c y3kuM TepameBTUYECKMM HHIEKCOM (HampuMep, LU3anpui WIH

10
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HKCTIO3UIINIO STUX MPENapaToB.
Cybocmpamul P-gp (8xntouas oueokcun u yukiocnopum)

ConyTcTByOIII€E MPUMEHEHUE TUTOKCUHA C TUKArpeaopoM MOBBIIAIO0 Cmax 1 AUC aurokcruna
Ha 75 u 28 % cooTBeTCTBEHHO. [Ipy COBMECTHOM IpueMe ¢ THKarpeaopoM CpeaHee 3HAUYEHUE
MUHUMAIBHON KOHIICHTpPAIUU JAWTOKCUHA yBenuuuBasioch Ha 30 %, B OTHENBHBIX CIydasx B
2pa3a. Cmax © AUC THKarpenopa npu HPUMEHEHHHM [UIOKCHMHA HE MeHsIUCh. llosTtomy
peKOMEHAyeTCsl  MPOBOJUTH  COOTBETCTBYIOUIMM  KIMHUYECKHH  W/WiauM  1abopaTOpHBI
MOHMTOPHHI TIPU OJHOBPEMEHHOM NpHUMEHEHUHU mpenapata Tukarpenop u P-gp-3aBHCHMBIX
MPErnapaToB ¢ y3KUM TEPANEBTUYECKUM UHACKCOM, TAKUMHU KaK TUTOKCHH U ITUKJIOCIIOPHH.

He oTmedeno BIMSIHHMS THKarpeinopa Ha KOHIIGHTPAIMIO IUKIOCIOPHHA B KPOBH. BiusHue
TUKarpenaopa Ha Jipyrue cyocrpatsl P-gp He u3yuanocs.

Jlexapcmeennvle npenapamot, memabonusupyemuie uzogpepmernmom CYP2C9

ConyTcTBytolliee MPUMEHEHHWE THKArpenopa MW ToJOyTaMHuIa HE MEHSJIO IUTa3MEHHbBIC
KOHIIEHTPAllMU HU OJHOTO M3 ATHX MpEnaparoB, YTO TOBOPHUT O TOM, YTO THUKArpeiop He
sBisieTcs: uHruouTopoM m3opepmenta CYP2C9, u, manmoBeposaTHo, uro oH BiuseT Ha CYP2C9-
OTIOCPEIOBAaHHBIN METa0OIM3M MpenapaToB, TAKUX Kak Bap(apuH u TonOyTamMuI.
Poszysacmamun

Tukarperop MOXET BIUSATh Ha BBIBEJICHHWE pO3yBAaCTaTHHA TIOYKAMHU, YBEIUYMBAs PHCK
KyMYJISILIMKM pO3yBacTaThHA. XOTS TOYHBI MEXaHM3M HE H3BECTEH, B HEKOTOPBIX CIIydasx
OJIHOBPEMEHHOE MPUMEHEHHUE TUKarpeaopa U po3yBacTaThHa MPUBOJIMIO K CHIKEHUIO (pyHKINUN
MOYEeK, MOBBIIICHNIO aKTUBHOCTH KpeaTHH()OCHOKUHA3HI U PaOIOMHOIN3ZY .

OpanvHvle Konmpayenmugol

CoBMecTHOE MPUMEHEHHE THUKarpeiopa, JEBOHOpPrecTpesaa U 3TUHWIICTPAANO0Ja YBEIUYUBACT
9KCIO3ULMIO 3TUHWIACTpanuosa npumepHo Ha 20 %, HO He BiausSeT Ha (apMAKOKHMHETHKY
neBoHOprecTpena. He okumaercss KIMHUYECKH 3HAYMMOTO BO3JIEUCTBUA Ha 3(PPEKTUBHOCTH
KOHTPALICTIIIUU TP OJHOBPEMEHHOM TMPUMEHEHUU JICBOHOPreCTpesa, STUHWIACTPAAUONIA U
npenapara Tukarpenop.

Jlexapcmeennvle npenapamol, cCnocooOHbvle 8b136aMb OPAOUKAPOUTO

[Ipu coBMecTHOM NpHUMEHEHWH TpemnapaTta Tukarpenop ¢ mpemnaparaMmu, CIOCOOHBIMU BBI3BATh
OpaauKapauio, cIeayeT cOONII0IaTh OCTOPOKHOCTE (cM. pazzaen 4.4.). OqHaKko B MCCIIECIOBAHUN
PLATO ne HaOmomaioch KIWMHWYECKH 3HAYMMBIX HEXKENATEIBHBIX SBICHUNW MPH COBMECTHOM
NpUMEHEHWH C OJHUM WM Oojiee TMpenapaTaMu, CIIOCOOHBIMH BBI3BAaTh OpaguKapIuio
(mampumep, 96 % NaIMEHTOB OJHOBPEMEHHO NpUHUMANH OeTa-aapeHobmokaTopsl, 33 % —

6JIOKaTOpr CMCIOJICHHBIX» KaJIbIIUCBBIX KAHAJIOB, AWUJITUA3EM U BEpallaMuil, 1 4% — ,Z[I/IFOKCI/IH).
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lpyeas conymemeyrowas mepanust

B xnMHMUYECKHX UCCIIEOBAHUAX TUKArpeIop NPEeUMYIIeCTBEHHO HazHavaicsi coBMecTHO ¢ ACK,
WHTHOUTOpAaMU TIPOTOHHOM TOMIIBI, CTaTHHAMH, OeTa-aApeHOOIOKaTOpaMH, WHTHOUTOpAMU
AHTMOTEH3WHIIPEeBpallaoero GepMeHTa U aHTaroHHUCTaMU pelenTopoB aHruoteHsuHa II B
paMKax JUIMTEIbHOTO TpHeMa, a TakKe C TenapuHOM, HU3KOMOJIEKYJSIPHBIMHU TelapuHaMH,
uHruouropamu rimkonporenHoBbix IIb/Illa penenTopoB st BHYTPUBEHHOTO BBEICHHS B
paMKax KpaTtkocpouHou Tepanuu. [lo pe3yiapraram 3THX UCCIECAOBAHHM HE BBISBICHO
KJIMHUYECKH 3HAUUMBIX HEXKeJlaTeIbHbIX B3aUMOJICHCTBUI.

CoBMecTHOE MPUMEHEHHE TUKArpesiopa ¢ rernapuHOM, SHOKCATaPUHOM WIJIA IECMOIIPECCUHOM He
OKa3plBAJIO  BJIMSHME HA AKTUBUPOBAaHHOE YAaCTHUYHOE TPOMOOIIAaCTMHOBOE  BpeMs,
aKTUBUPOBAaHHOE BpeMs CBEPTHIBAHMS M HccienoBaHue (axkropa Xa, OJHAKO BCIEICTBHE
[MOTEHIIHAIIEHOT'O (hapmMakoTMHAMHUYECKOTO B3aUMOJICHCTBUSL  TpelyeTcs coOIro1aTh
OCTOPOKHOCTBH IIPU COBMECTHOM MPUMEHEHUH C NpernapaTaMu, BIUSIOIMIMMU HAa TEeMOCTa3.

B cBs131 ¢ cOOOLIEHUSMH O TOJKOXKHBIX KPOBOMBIHUSIHUAX Ha (pOHE MPUMEHEHHs CECKTHBHBIX
UHTUOMTOPOB OOpaTHOTO 3axBaTa CEpPOTOHMHA (HAmpUMeEp, MAPOKCETHH, CEePTPAJIUH H
UTAJIONPaM), PEKOMEHIyeTCs COOII0AaTh OCTOPOKHOCTh MPH UX COBMECTHOM MPUMEHEHUH C

npemnaparoM Tukarpenop.

4.6. DepTUIBLHOCTDH, 0EPEMEHHOCTH U JIAKTALMS

JKeHIITUHEI ¢ JIETOPOIHBIM MOTSHITATIOM

JXKeHmuHaM penpoayKTUBHOTO BO3pacTa CJEIyeT HCIOIb30BaTh COOTBETCTBYIONIME METOJIBI
KOHTpAILICTIIINH, 4TOOBI H30€KaTh OEPEMEHHOCTH BO BpeMsi Tepaluu mpemnaparoM Tukarpenop.
bepemeHHOCTD

JlaHHBIE O TPUMEHEHHH THKArpesiopa y 0epeMeHHBIX KEHIIUH OTCYTCTBYIOT HJIH OTpaHHUYCHBI.

B uccnenoBaHusxX Ha >KMUBOTHBIX THKArpesiop BBI3bIBAJ HE3HAYUTEIHHOE CHW)KCHUE NMPHOABKU
Macchl Tella y MaTepH, CHI)KCHHE >KM3HECIIOCOOHOCTH HOBOPOXKIACHHOTO M €r0 MAacChl Tela,
3ameierne pocra. [Ipenapar Tukarpenop mMpoTHBOMOKa3aH BO BpeMsi 0EpeMEHHOCTH.

Jlakranms

JocTtynHble (hapMakoAMHAMUYECKHE, TOKCUKOJIIOTUIECKHE JaHHBIC Y )KMBOTHBIX MOKA3aJIH, YTO
TUKArpesiop M ero aKTUBHBIC METaOOIUTHI BBIACISIOTCS C MOJIOKOM. He MOXKeT OBITh UCKITIOUYCH
PHUCK Ui HOBOPOXKICHHOTO/MJIaJIeHIa. PemieHne o mpeKpaiieHuH TPYyJHOTO BCKapMIIMBAHHUS
WIA OTMEHe Tepanuu mpenapatoM [Ipemapar Tukarpemop mTpOTHBOIIOKa3aH B MEPHUOJ
KOpMJICHHS peOeHKa TPy IbIO.

DdepTUAbHOCTD

Tuxarpenop He oKa3bIBaJl BIUSHHS HA PEPTHILHOCTh CAMIIOB U CAMOK >KHBOTHBIX.
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4.7. BausiHue Ha CMOCOOHOCTH YNPABJIATH Tpaﬂcnﬂ&'ﬁm"e‘ %‘ﬁzg%ﬂi-:h]_ﬁh'éoﬁh c

MeXaHM3MaMH

He nmpoBoauiock uccieqoBaHuil TUKArpenopa Ha CIOCOOHOCTh K BOXKICHHIO TPAHCHOPTHBIMH
CpelCTBaMU U paboTy ¢ MexaHU3MaMH. THKarpeaop He BIUSET UM B HE3HAUUTEIHHOU CTENEHU
BJIMSIET HA CIIOCOOHOCTH YIPABIISATH TPAHCHIOPTHBIMU CPEACTBAMU M PabOTy ¢ MexaHu3MaMu. Bo
BpeMsl Tepaluy THUKArpeliopoM cOOOLIaNoch O TOJIOBOKPYKEHHH W CIIyTaHHOCTH CO3HaHHs. B
cillydyae pa3BUTHS JAaHHBIX HEXKENaTeJIbHBIX pEaKUui MalueHTaM CcileayeT coOJroaaTh

OCTOPOKHOCTh IIPU YIPABICHUH TPAHCIIOPTHBIMU CPEACTBAMH U paboTe ¢ MEXaHU3MaMH.

4.8. HexxesaTesibHbIE peaKIIUU

Pesrome nmpoduist 0e3onacHOCTH

[Ipodunp Oe30mMacHOCTH THUKarpejaopa HM3y4alics B MacIITaOHOM MporpaMMe KIMHUYECKHX
uccneoBaHuid, B kotopoir Oonee 58000 mamuMeHTOB M 370POBBIX JOOPOBOJIBIEB IMONyYaTH
Tukarpeiaop. Huke mnpencraBieHbl MaHHbIE O HEXKENATEIbHBIX JEKAPCTBEHHBIX PpEAKIIUSX,
OTMEYEHHBIX B KIMHUYECKUX HCCIACAOBAHUSAX WM MPU MOCTMAPKETUHTOBOM MPUMEHEHUU
TUKarpenopa, BKIOYas HWHGOPMAIUIO W3 KIMHUYECKUX MCCIEAOBAHUN, OTHOCSIIMXCS K
onobpernsiM mokazanusM (PLATO, PEGASUS u THALES). Hudopmamus o006 31X
MCCJIEIOBaHMSIX IIPUBEAEHA B paszaene 5.1.

B uccnenoanun PLATO nauueHTsl, nony4aBIine TUKArpeaop, Yalle NpeKpaliaiy Tepanuo 13-
3a HeXKeJaTeJbHBIX SIBJICHUM, YeM MalMeHThI, ody4aBiire kionunorpen (7,4 % mo cpaBHEHUIO
¢ 5,4 %). B uccnenosanuu PEGASUS y nanueHToB, moay4yaBIIMX TUKAarpeaop, 4acToTa OTMEHBI
TEepamuyu W3-32 HEXKENATENbHBIX SIBICHUN OblIa BBHIIIE, YeM Yy TMAIMEHTOB, MOJyYaBIINX
monotepanuio ACK (16,1 % B rpynmne tukarpenopa 60 mr B komOunanuu ¢ ACK u 8,5 % B
rpynme MmoHoTepanmu  ACK). B wuccnmemoBanmm THALES y mnammeHTOB, mMOMy4YaBIIUX
tukarpesop B komOuHanuu ¢ ACK, gyacTora OTMEHBI Tepanuu H3-3a HEKEJIATCIbHBIX SBJICHUM
ObLJ1a BBIIIE, YeM Y TAIUEHTOB, noxy4aBmux MoHoTepanuio ACK (9,7 % B rpymme Tukarpenopa
90 mr B kombunanuu ¢ ACK u 7,6 % B rpynmne monorepanuu ACK).

CaMbIMH 4YaCTBIMHM HEXEJaTeIbHBIMU SIBICHUSMHU Yy MAalMEHTOB, MPUHUMABIIUX THKArpenop,
OBLTH KPOBOTEUYCHHE U OFBIIIKA (CM. pa3zen 4.4.).

TabauyHOE PE3IOME HEXKENATEIbHBIX DEAKIIUN

HexenarenpHple peaknuu, OTMEYCHHBIE B KIMHUYECKHMX UCCICJOBAHMSIX WIA TpU
MMOCTMAapPKETUHTOBOM TMPUMEHCHHHM THUKarpejaopa, IEPEYUCIICHbl 10 CHCTEMHO-OPTaHHBIM
KJlaccaM W YacToTe pPa3BUTHA. YacToTa pa3BUTHSA HEXKEIATCIbHBIX PEAKIMHA OINPEaeiseTcs ¢
UCIIOJIb30BaHUEM CIIEIYIOIIMX KaTeropuii: oueHb dacto (>1/10), gacto (>1/100, vHo <1/10),
Hewyacto (>1/1000, wo <1/100), penko (>1/10000, Ho <1/1000), ouenp peaxo (<1/10000),

qacToTa HEU3BCCTHA (Ha OCHOBAaHHUH UMCKOIINUXCSA JaHHBIX OICHUTH HGBOSMO)KHO).
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Taoauna 1. HexxenarenbHble peakinuu Mo 4acT
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Te pasBAIA 7 CricteMH oAb RifAccam

ol

OMY OTUETY

SR

YacToTa BOSBHUKHOBEHUHA

HeskenarenbHble peakunu

ﬂ06p0Ka’~I€Cl’}16€HHbl€, 310KA4YeCmeerHble U HEYMOUYHEHHbLE H06005pa306aHuﬂ (GKJZIOllaﬂ Kucmol

u noaunvt)

Heuacro:

KPOBOTEUYEHHE U3 OMyXOJIHN>,

Hapywenus co cmoponul kpo

euu JzuquamuueCKoﬁ cucmemysl

OueHn 4acTo:

KpPOBOTCYCHUE, CBA3aHHOC C 3200JIeBaHUSIMU KpOBI/I3.

YacToTa HEU3BECTHA:

TpoMOOTHUECKAs! TPOMOOIUTONIEHYecKas mypmypa'>.

Hapywenus co cmoponbl uMMYHHOU cucmembl

Heuacro:

THICPUYYBCTBUTCIbHOCTDL, BKIIFOYAA aHFI/IOHeBpOTI/I‘ICCKI/Iﬁ 0T€K13.

Hapywenus memabonuzma u

numanrus

QueHs 4acTo:

runepypukemus’.

Yacro:

nmojarpa/moaarpu4ecKuii apTpur.

Tcuxuueckue HapyuieHus

Heuacto:

CIIYTAaHHOCTb CO3HAHUH.

Hapywenusa co cmoponvl Hep

8HOU CUCHEMbL

Yacro:

TOJIOBOKPY’KEHHE, 0OMOPOK, TOJIOBHAS OOJIb.

Heuacrto:

BHYTpHMUEpenHoe KpoBou3musHue ',

YactoTa HEU3BECTHA:

LIEHTPAJILHOE allHO3 CHA, BKIIFOYasl IbIXaHUE Yeitna-Crokca'>.

Hapywenus co cmoponvl opeana 3penus

Heuacrto:

KPOBOU3JIUSAHUC B rna34.

Hapywenus co cmoponul opeana ciyxa u rabupunma

Yacro:

BEPTHTO.

Heuacto:

KpPOBOU3JIUAHUC B YXO.

Hapywenus co cmoponul cepoya

YacToTa HEU3BECTHA:

OpaanapuTMus >, aTpHOBEHTPHUKYJIApHas 6okana'>.

Hapywenus co cmoponul cocyoog

Yacro:

apTepuaabHas TUIIOTCH3HUS.

Hapywenus co cmoponbl ObixamenbHoU cucmemsl, Op2aHo8 2pyOHOU KIemKU U CPeOOCMeHUs

QueHs 4acTo:

OJIBIIIIKA.

Yacro:

5

KpPOBOTCYCHUC U3 OPraHOB ,Z[LIX&TGHLHOfl CHUCTCMbI

Kenyoouno-kuuieunvie HapyuieHus

Yacro: JKeJTyJIOUHO-KUIIEYHOe  KpoBoTeueHue®,  juapes,  TOIIHOTA,
JUCTIETICHS, 3a110p.
Heuacro: peTporepuTOHEATbHOE KPOBOTEUEHHE.
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o |Hl_l.-, _"__‘I_.F STETTE T, TE IFI,__I_IJ |
Hapywenus co cmopoHul Kodcu u nOOKOXMCHBIX fiKaHeu JIITERVEA TENBHUL Th TVT
Yacro: TNOJIKOKHAS MM KOKHAs TeMOpparusi’, KOXKHBIA 3yj, KOXKHas
CHIIIb.
Hapywenus co cmoponul muiuieunotl, ckelemHoti u cOeOUHUMENbHOU MKAHU
Heuacro: KPOBOU3JIUSHUE B MBIIIIBL .
Hapywenus co cmopoHuvl nouex u Mouesvbi8o0sauux nymetl
Yacro: KPOBOTEUYEHHUE U3 MOYEBBIBOISAIINX nyTefI9.
Hapywenus co cmoponvl penpo0yKmueHoU cucmembl U MOJIOYHBLX JiCENe3
Heuacro: KPOBOTEUEHHUE U3 MOJIOBBIX opraHos '’
Jlabopamophvie u uncmpymenmanbHvle OaHHbIe
Yacro: TIOBBINIEHNE KOHIEHTPAINK KPEATHHUHA B KPOBH' .
Tpaemvl, unmoxkcuKayuu u OCL0HCHeHUs NPOYeoyp
Yacro: KpPOBOTEUECHHUE nocine MPOBEJICHUS MaHUITYJISIUHA,
TpaBMaTHYeCcKOe KpOBOTEUeHHs .

10.

11.

12.

[IpuBenena yacToTa OTKIOHEHHH JTaOOPATOPHBIX MOKa3aTeseil (MOBBIIICHNE KOHIICHTPAIMH
MOYEBOHM KHUCIIOTHI BBIIIE BEPXHEH TPAHHIIBI HOPMBI OT MUCXOJHOTO 3HAYCHUSI, KOTOPOE OBLIO
B Ipejesiax HOPMbI WJIM MEHEE HWXXHEH TpaHUIlbl HOPMBI, IMOBBIIICHUE KOHIICHTPALMU
kpeatuHuHa > 50 % OT MCXOIHOTO 3HAYEHUS), @ HE YaCTOTa COOOIICHUH O HEXKEIATeIIbHBIX
SIBIICHUSX.

Hanpumep, KpoBoTeueHHE U3 OMYXOJH (PaK) MOYEBOTO Iy3bIps, U3 OMYXOJH (PaK) KelyKa,
13 OIyXOJH (paK) TOJICTON KHILKH.

Hanmpumep, CKkJIOHHOCTH K OOpa3OBaHHIO KpPOBOMOJTEKOB, CIIOHTaHHAs TreMaToMa,
reMOpparuvyecKuii 1uaTes.

Hanpumep, KOHbIOHKTUBAIBLHOE, PETUHAIBHOE, BHYTPUTIIA3HOE KPOBOUBJIUSHUE.

Hanpumep, snncrakcuc (HOCOBOE KPOBOTCUCHHE ), KPOBOXAPKAHbBE.

Hanpumep, kpoBoTeueHue M3 J1eC€H, PEKTalbHOE KPOBOTEUEHHUE, KPOBOTCUEHHUE M3 SI3BBI
KelyaKa.

Hamnpumep, 3xxumo3, KokHasi TeMOpparus, NeTexusl.

Hanpumep, reMmapTpo3, KpOBOU3IHUSHUE B MBIIIIILY.

Hanpumep, rematypusi, reMOpparudecKuid [UCTUT.

Hanmpumep,  BaruHampHO€  KpPOBOTEYEHHE, TIE€MAaTOCHEpMHUs,  IOCTMEHOMNAy3aJbHOE
KPOBOTEYECHHE.

Hanpumep, ymu0, TpaBMaTuyeckas TeMaTomMa, TPaBMaTHIECKOE KPOBOTEUCHHUE.

T.e. crHoHTaHHOE, CBSI3aHHOE C TMPOLEAypaMU WM TPaBMATHUYECKOE BHYTPUUYEPETTHOE

KPOBOU3JIUSAHUC.
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reppm. OCNEOOBATENBHOCTE 0001)

13.

OTMeudeHo npu NOCTMAaPKETUHTOBOM IPUME

Onucanue OTJICILHBIX HEXKEIATCIbHBIX PEaKIIUMi

Kposomeuenue

Cavuau kposomeuenuil 8 uccieoosanuu PLATO

CoBOKyIIHBIE JaHHBIE O 4YacToTe KpoBoTeueHuil B uccienoBann PLATO mnpexncrtaBieHbl B
TaomIie 2.
Ta6auua 2. Yactota kpoBoreueHuil B uccnenosanuun PLATO (ouenka no Kammany-Meiiepy k

12 mecsiry)

Tuxarpeaop 90 mr
Knomuaorpea
2 pa3a B CYTKH 3HaueHue p*

N=9186
N=9235

Oo6mmas 4acToTa
OONBIITUX KPOBOTCUCHHIMA
11,6 11,2 0,4336
o OTIpeICIICHUIO

PLATO

YacrtoTa OOJIBIINX
JICTAJIbHBIX/YTPOXKAIOLIHX
o 5,8 5,8 0,6988
JKU3HU KPOBOTEUCHUH TIO

onpenencanio PLATO

Yactora OOJIBIITHX
KPOBOTEUECHUI o
4,5 3,8 0,0264
onpeaenennio  PLATO,

He cBs3aHHbIX ¢ AKII

Yacrora OOJTBITTNX
KPOBOTEUYCHUI o
onpeneneanio  PLATO, 3,1 2,3 0,0058
HE CBSI3aHHBIX c

MPOIEAYpaMU

OOmas 4acToTra
OOJIBIINX 51 MaJIbIX
. 16,1 14,6 0,0084
KPOBOTEUYCHUI 110

onpeneneanio PLATO

Yactora OoNpmIUX H
MaJIbIX KPOBOTEUYEHUH IO
onpenenenuto  PLATO, 5,9 4,3 <0,0001
HE CBSI3aHHBIX c

MpoLEAYypaMU

YacrtoTa OOJIBIINX
KPOBOTCUCHHHA 1o 7,9 7,7 0,5669

onpeneneHuto TIMI
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ot 17.12.2024 N2 27858
Trxcarpenop 90 wir (MOCHEAOBATENEROCTE 000T)
Kuromaporpen
2 pa3a B CYTKH 3HauyeHue p*
N=9186
N=9235

Yacrtota OOJBIIMX U
MaJIbIX KPOBOTCUCHUH T10 11,4 10,9 0,3272
onpeneneHuto TIMI

Omnpenenenns KaTeropuii KPOBOTEYEHUM

Boabmioe JierajbHOe/yrpoxkawinee SKU3HU KpoBoTedeHue mo onpeaesenuro PLATO:
KJIMHUYECKH  SIBHOE KPOBOTEUEHHE, COMPOBOXKJIAIOIIEECS CHI)KEHHEM  KOHLEHTpaluu
remorjobouna Oonee yem Ha 50 1/m mnm TpaHcysued 4 wnm Oosiee €AMHUIL] SPUTPOLMTHOM
MacCCbl; HWJIHU JICTAJIBHOC KPOBOTCUCHUC, WX BHYTPHUUYCPCIIHOC KPOBOU3JIUAHUC, HIHA
KPOBOTEUYEHHE B IMOJIOCTh NMEPUKAp/Aa ¢ TAMIIOHAA0M Ccepila; WK TUITOBOJEMHUYECKHI IOK WIN
TsDKeNas ~ TUIOTEH3Us, BbI3BAHHBIE  KPOBOTEUEHHMEM U  TpeOylouiue  NpUMEHEHUs
Ba30KOHCTpI/IKTOp0B/I/IHOTpOHHLIX nperapaToB WK NPOBCACHUA OIICPATUBHOI'O BMCIIATCIILCTBA.
BoJabmoe nHoe kpoBoTeueHne mo onpenejeHnio PLATO: kiuHu4ecku IBHOE KPOBOTEUEHHE,
COTIPOBOXKIAIOIIEECS] CHUKEHUEM KOHIIEHTpaIuu remoryioonHa Ha 30-50 r/nm wim Tpebyromiee
TpaHchy3un 2-3 eAMHMI] DSPUTPOIMTHONH MAacChl; WJIM BBI3BIBAIONIEE CYIICCTBEHHYIO
HEIEeeCIOCOOHOCTh MAIUeHTA.

MaJioe kpoBoTeuenue no onpeneneHuro PLATO: kpoBoTeuenue, TpeOyromiee MEIUIIMHCKOTO
BMCIIATCIILCTBA AJIA OCTAHOBKH HJIN JICHCHUA KPOBOTCUCHUA.

boabmoe kpoBoreuenne mo omnpenenenuto TIMI: KIMHUYECKHM SBHOE KPOBOTEUEHHE CO
CHIDKEHHWEM KOHIICHTpallui Temorio0uHa Oonee uyem Ha S50 T/, WM BHYTPUYEPETTHOE
KPOBOU3JIUSAHUC.

Maiioe kposoredyenue mno omnpenenenuro TIMI: xiuHHYECKM $BHOE KPOBOTEUEHUE CO
CHIDKEHHEM KOHIIeHTpanuu remorioouna Ha 30-50 r/m.

* 3HadyeHHWE p, pACCUYUTAHHOE IO MOJEIH IPOMOPIIMOHAIBHBIX pUCKOoB Kokca, ¢ rpymmoi

JIEYEHUsI B KQUECTBE €IMHCTBEHHON HE3ABUCUMOM IEPEMEHHOM.

B rpynmax Tukarpenopa ¥ KIOMHIOTPENa He ObLIO BBISIBJICHO PA3IMYUN MO YaCTOTE OOJBIINX
JIETANBHBIX/YTPOKAIONTNX JKU3HU KpoBoTeueHWU mo ompeaenennro PLATO, oOmieit gactore
Oonpmux KpoBoTedeHW 1o ompeaeneHntro PLATO, dgactore OonbIIMX KPOBOTEUEHHUU TIO
onpeaenenuto TIMI wim wyacrore Manelx KpoBoTedeHMH 1o omnpexneneHuo TIMI (cm.
tabmuiy 2). OgHako oOmias 4acTtoTa OONBIIMX M MAaJbIX KPOBOTCUECHUH IO OIMpEICIICHUIO
PLATO Obuta BbIIle B Tpynme THKArpeiopa MO CPaBHEHUIO C TPYIMIOW KIIOMUIOTPENa.
OTMe4eHO HECKOJIBbKO ciydaeB JjeTanbHbIX kpoBoTeueHuil: 20 (0,2 % mauueHTOB) B TpyIie
tukarpenopa u 23 (0,3 % marnueHToB) B TpyIIe KIOMUI0Tpena.

Bospacr, mon, macca Tenma, paca, reorpauuecKuMil peruoH, COIYTCTBYIOIIME 3a00JieBaHMUS,
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COMYTCTBYIOIIIAs TEpaIvsi, aHaMHE3, BKIIFOYas T )enmecf@%ﬁaﬁ‘;{g‘%ﬁlgg ITTIIFA', Je-_'éﬁn'f'f}lh Ha

4acTOTy OOJIBIINX KPOBOTEUYEHHUI B LIEJIOM M HE CBSI3aHHBIX C MPOLEAYPAMHU IO OMpPEICIICHHIO
PLATO. Takum 00pa3oM, He ObUIH BBISABICHBI TPYIIIHI OBBIIIEHHOT'O PUCKA KPOBOTEUCHUH.
Kposomeuenue, cesazannoe ¢ AKIL: B uccnenopannu PLATO y 42 % namuenToB u3 1584 (12 %
n3 koroptel), nepeHecmmx AKII, pa3BuBanuch OOJBIINE JIETATbHBIE/YTPOXKAIOIINE >KU3HU
KpoBoTeueHus 1o onpexaeneHnio PLATO 6e3 3HauMMbIX pa3nuuuil B 00eHX rpynmnax Je4eHusl.
JleranpHoe kpoBoTeueHue, cpsizaHHoe ¢ AKIII, orMeuanocs y 6 manueHTOB B KaKJOW Tpymiie
nedenus (cm. pasznen 4.4.).

Kposomeuenue, ne ceazannoe ¢ AKI, u kposomeuenue, ne céazannoe ¢ npoyedypamu.: TPYIIIbI
TUKarpesiopa U KJIOMUJOTpeila He OTIMYAIUCh MO YacTOTe OONBLIMX JIETAJIbHBIX/YTPOKAIOIINX
XKU3HU KpoBoTeueHuil, He cBa3aHHbIX ¢ AKIIl no ompenenenuto PLATO, HO B rpymnme
THKarpejgopa OTMeYaliach Oojiee BBICOKas oOmas dYacTtoTa OOJBIIUX KPOBOTCUYCHHH TIO
onpenenenuto PLATO, Gonpmmx kpoBoTedeHUi mo ompeneneHuio TIMI, OGompmmx W Mambix
KpoBoTeueHM 1o omnpexneneHuto TIMI. AHanormysHo, ecinm yJalnuTh BCE Cilydau pPa3BUTHUSA
KPOBOTEUCHHH, CBS3aHHBIX C MPOLEAYpaMH, B TPYIIE TUKArpeiopa oTMedeHa Oojiee BBICOKas
4acToTa KPOBOTEUEHHUH, UeM B IpyIe kionuaorpena (cMm. tabmauny 2). Ilpekpaiienue nedueHus
BCJIE/ICTBUE KPOBOTEUEHHMS, HE CBSI3aHHOTO C MIpoleAypamH, ObUIO Oojee YacThiM B TpyIINe
Tukarpesnopa (2,9 %) no cpaBHeHu1o ¢ rpynnoit kinonugorpena (1,2 %, p <0,001).
Brympuuepennoe Kposousnusuue: B TpyINIe THKarpeinopa Oblga oTMedeHa OoJiee BBICOKas
4acTOTa BHYTPUYEPETHBIX KPOBOMBIHWSHHUM, HE CBSI3aHHBIX C mOpornenypamu (n=27
KPOBOM3JIUAHUN Yy 26 manueHntoB, 0,3 %), yem B rpymnme kionugorpena (n=14 kpoBoTedeHHid,
0,2 %), 3 xotopbix 11 kpoBoM3MUAHUI Ha PoHe TuKarpenopa u 1 Ha ¢oHe KIonmuaorpena ObuUIH
aetanbHbIME. OnHaKo He OBUIO 3HAYMMBIX pa3IMyYMid MO 0OLeMy YHCIYy JIeTaJbHBIX
KPOBOTEUECHHIA.

Cnvuau kposomeuenul 8 uccneoosanuu PEGASUS

CoBoKynHbIE AaHHBIE O yacToTe KpoBoTeueHuM B uccienoBanun PEGASUS mnpencraBieHsl B

Tabnure 3.

18
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MY OTUETY

Taoauna 3. Yacrora KpOBOTEUEHUI B UCCIICIOBAHUU P%A:Si%j(gﬁbﬁ-ﬁgjﬁbH(Faf;ﬂ;lﬁ}'rl-i'/féﬁepy

K 36 MecsIy)

Tukarpemaop 60 mr 2 paza B

Monortepamusa ACK
cytku + ACK
N=6996
N=6958
KoHeuHble TOYKH OIEHKH OTHoOILIIEHHE PUCKOB 3HaueHuUe
KM % KM %
0e3omacHoOCTH 95 % IN) D
Karteropuu kpoBoreueHunii no onpeaeseauto TIMI
YacroTta OOJIBIIHIX 532
KPOBOTEUEHHIH 1o 2.3 ’ 1,1 <0,0001
(1,68, 3,21)
onpeneneHuto TIMI
1,00
JleTanbHble KPOBOTECUCHUS 0,3 0,3 1,0000
(0,44, 2,27)
BuyTtpuuepennsie 1,33
yTpuiep 0,6 0,5 0,3130
KPOBOU3TUSHUS 0,77, 2,31)
Hpyrue Oonpuine 3.61
KPOBOTEUCHHUS 1o 1,6 ’ 0,5 <0,0001
(2,31, 5,65)
onpeneneHuto TIMI
Yacrota  OOJBIIMX WU 254
MajblX KpPOBOTEYEHUH IO 34 ’ 1,4 <0,0001
(1,93, 3,35)
onpeaeneHuto TIMI
Yactorta  OOJBIIMX, WU
MaJIbIX KPOBOTCUCHHM, WIH 2 64
TPeOYIOMNUX  METUIIMHCKOTO 16,6 ’ 7,0 <0,0001
pebyiott A (2,35, 2,97)
BMeEIIATeILCTBA 1o
onpeaeneHuto TIMI
Kareropnu kpoBotedenmii mo onpenenenuio PLATO
YacroTa 0O0BIINX 557
KPOBOTCUCHHUIA 110 3,5 ’ 1,4 <0,0001
(1,95, 3,37)
onpenencanio PLATO
JleTanbHbBIE/yTpOKAIOIITE 2,38
YIPOAION 24 11 <0,0001
JKU3HHU (1,73, 3,26)
Bosnbine VHbIE
3,37
KpOBOTEUYEHHS o 1,1 0,3 <0,0001
(1,95, 5,83)
onpeneneanio PLATO
Yacrora  OOJBIIMX  WIH 971
MajJbIX KPOBOTEUCHHH 10 15,2 ’ 6,2 <0,0001
(2,40, 3,08)

onpeaeneHuo PLATO

[Ipumeuanue: Il — noseputenbHblil uHTEpBaL, KM — onenka no Kamnany-Meiiepy.

Onpenesiennsi KaTeropuii KPOBOTEYEHHUI:

Boabmoe kpoBoreuenue no onpenenennto TIMI: neranpHoe; win J1000€ BHYTPUUEPETTHOE

KPOBOU3JIUAHUC, UJIIN KIIMHUYCCKHU ABHBIC IPHU3HAKU KPOBOTCUYCHUS, CBA3AHHOTO CO CHUKCHHUCM
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reMOTJI00MHa OTCYTCTBYIOT, TO CHIXKEHHE TeMaTOKpuTa Ha > 15%.

JleranbHoe KpoBoTeyeHue mo ompenaeaenuro TIMI: kposoredeHue, npuBondiee K CMEPTH
MALMECHTA B TEYEHUE 7 CYTOK.

Bboabmoe uHoe kpoBoTedenue mo onpeaesednuy TIMI: He netanbHOE, HE BHYTpUYEPETHOE
OosbI10€ KpoBOTEUeHKE 110 orpenenenuto TIMI.

Maisioe xpoBoreyenue mno omnpegegeHuro TIMI: kIMHUYECKH SBHOE KpPOBOTCUCHME,
COTIPOBOXIAIOIIEECS] CHUKEHNEM KOHIIEHTpanuu remoriaoouna va 30-50 r/m.

KpoBoTeyenne, Tpedymomiee MeIUIIMHCKOr0 BMeLIaTeJbCTBA, MO onpeaedenuo TIMI:
KpPOBOTEUYCHHE, TpeOyrolee MEIUIIMHCKOTO BMEIIATENbCTBA; N TpeOyrolee TOCIUTAIN3aIIH;
WK TpeOyloliee HEOTIIOKHOTO 00CIeJOBaHUSI.

Boabioe JierajbHOe/yrpoxkawinee SKU3HH KpoBoTedeHue Mo onpeaesenuo PLATO:
JI€TAIbHOE KPOBOTEUEHNE; WIM BHYTPUUEPEITHOE KPOBOUBIIUSHNAE; WIH KPOBOTEUEHHUE B MOJIOCTh
nepuKapia ¢ TaMIOHAJOW cepaua; WM TUIIOBOJEMUYECKHI LIOK MM TspKeas TMIOTEH3Hs,
BBI3BAaHHbIC KPOBOTEUCHHWEM M TpeOyrolue NPUMEHEHUS Ba30KOHCTPUKTOPOB/MHOTPOIIHBIX
IpenaparoB WA MPOBEACHUS ONEPaTUBHOTO BMEIIATEIbCTBA; WJIH KIMHUYECKH SIBHOE
KPOBOTEUYEHHE, COMPOBOXKIAIOIIEECS CHUKEHHEM KOHIIEHTpallMM reMoriobnHa Ooliee, 4eM Ha
50 r/n, unu Tpancdy3ueit 4 wim 6oliee eIUHUI] IPUTPOITUTHON MACCHI.

Boabmoe mHoe kpoBoreuenne mo omnpenejgeHuo PLATO: kpoBoreueHue, BbI3bIBAIOIIEE
CYLIECTBEHHYIO HEJIEECHOCOOHOCTh MAallMeHTa; WIM KIWHUYECKH SBHOE KpPOBOTEUYCHHE,
COTIPOBOXKIAIOIIEECS] CHIDKCHHEM KOHIIGHTpanuu remoryioonHa Ha 30-50 r/n; unm tpedyromee
TpaHchy3un 2—3 eJMHUL SPUTPOLIUTHON MACCHI.

MaJioe kpoBoTeuenue no onpeneneHuro PLATO: kpoBoTeuenue, TpeOyromiee MeIUIIMHCKOTO

BMCIIATCIILCTBA AJIA OCTAHOBKH HJIM JICYCHUSA KPOBOTCUCHUA.

B uccnegoanuu PEGASUS-TIMI 54 6onpmme kpoBoreueHus mo ompenenenuto TIMI mpu
IPUMEHEHUHU TUKarpesaopa 60 Mr 2 pa3a B CyTKM BO3HUKaJIM 4aule, yeM npu MoHotepanuu ACK.
He wHabmiogamoch TOBBIIEHHUS pPUCKA JIETANBHBIX  KPOBOTEUCHMI; OTMEUEHO JIMIIb
HE3HAYUTEIIBHOEC YBEJIMYEHUE YacTOThl BHYTPHYEPEIHBIX KPOBOMBIIMSHUN II0 CPaBHEHHUIO C
moHoTepanueid ACK. OTMeueHO HECKOJbKO ciy4yaeB JeTalbHbIX kpoBoTeueHuit: 11 (0,3 %) B
rpynne tukarpesnopa 60 mr u 12 (0,3 %) B rpynne monorepanuun ACK. IToBbimeHHBINH puck
Oonpmux KpoBoTeueHHi mo ompexaenenuto TIMI npu nmpumenenun tukarpenopa 60 mr Obul
00yCJIOBJICH, TJIaBHBIM 00pa30oM, 00Jiee BHICOKON YacTOTOW APYTrUX OOJBIIMX KPOBOTECYCHHH IO
onpeaeneHuto TIMI 3a cuet xenyn0YHO-KHUIIIEYHBIX KPOBOTCUECHUH.

AHaJIOTMYHO OOJBIINM KpOBOTEUeHUAM 10 ompenenenuto TIMI, Ha ¢one mnpuMeHeHus

TUKarpesnopa 60 Mr OTMEUeHO MOBBIIIEHHE YacTOTHI OOJIBIIMX HMIM MajbIX KPOBOTEUEHHH IO
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onpenenenuto TIMI, 60apmux KpoBOoTEUESHUH T10 onpen@&M%%ﬁ%Bﬂﬂn% -_f/IHH ':ﬂ/[ ITBIX

kpoBoredeHuii o onpenenenuto PLATO (cm. Tabmuny 3). Ilpekpaiienne tepanuu BCiaeACTBHE
KPOBOTEUCHH ObUIO OoJiee yacThbIM IpU MpueMe THkarpenopa 60 Mr, 4eM mpu MOHOTEpAIHH
ACK (6,2 u 1,5 %, cooTBeTcTBeHHO). BOJBIIMHCTBO 3THX KPOBOTEUYEHUU OBLIM MEHEe
TSOKENBIMU (OTIPENEIISIIUCH KaK KPOBOTEUEHHUSI, TPEOYIOIIe MEIUIIMHCKOTO BMEIATENbCTRA, IO
onpenenenuto TIMI), Hanpumep, HOCOBOE KPOBOTEUEHUE, KPOBOMIOATEKH, T€MATOMBI.

[Ipoduns Gonpmx KpoBoTeUeHUH MO onpenencHuio TIMI, GOIbIINX UIN MaTBIX KPOBOTECUCHUIA
no onpeaeneanto TIMI u 6onpmmx kpoBoTedeHuit mo onpeneneHuto PLATO mis tukarpenopa
60 Mr ObUI COMOCTaBUM B HECKOJIbKMX 3apaHee OIpeAeNeHHBbIX MOArpynmnax (Hampumep, B
3aBHUCUMOCTH OT BO3pacTa, I0jla, MAacchl Tella, pachkl, Treorpauyeckoro peruoHa,
COITyTCTBYIOIMX 3a00JI€BaHUH, COIY TCTBYIOIIECH Tepaly ¥ aHAMHE3A).

Buympuuepennoe kpogousnusHue: CIOHTaHHbIE BHYTpUYEPEIIHbIE KPOBOU3IUSHUS OTMEYAIIH CO
CXOJKeW 4acTOTOHM npu npuMeHeHun tukarpesnopa 60 mr u moHoteparuu ACK (mo 13 ciydaes,
0,2 % B Kaxao¥ rpymnie jedyeHusd). YacTora BHYTPUUEPENHBIX KPOBOU3IUSHUN BCIEICTBHE
TPaBMbI WIX MPOLEAYPHI ObLIa HEMHOTO BBILIE TIPU Tepanuu Tukarpenopom 60 mr (15 cinyuaes,
0,2 %) no cpaBuenuto ¢ moHorepanueit ACK (10 cmyuaes, 0,1 %). OTmeueHo 6 neTambHBIX
BHYTPUUYEPEIHBIX KPOBOMBIMUSIHUN MpU TpueMe Tukarpeiaopa 60 Mr w5 JeTalbHBIX
BHYTPUYEPEIHbIX KpoBou3iausiHui — npu MoHorepanuu ACK. Yactora BHyTpHUEpEHmHBIX
KPOBOUBJIUSHUN OblJIa HU3KOHM B 00€UX IpyIIax JECUYCHUs, yUUTHIBAs 3HAYHMbIE COIMyTCTBYIOIINE
3a0osieBaHusl U (PAKTOPHI PUCKA PA3BUTUS CEPACUHO-COCYIUCTHIX OCIOKHEHHUI B HCCIeIyeMOn
MOIYJISILIUH.

Cnyuau kposomeuenuii 8 uccneoosaruu THALES

CoBoKynHBIE JJaHHBIE O 4yacToTe KpoBoTeueHui B uccienoBannu THALES npencrasieHsl B
Tabimue 4.

Tadauua 4. Yacrora kpoBoTeuennit B uccienoanuun THALES (onenka mo Kammany-Metiepy k

30 gHIO0)'
Tuxarpesaop 90 mr 2 pa3a B CyTKH +
Monortepanusa ACK
ACK
N=5493
N=5523

ITanueHTHI OTHoIeHne IManueHTHI

KoHeuHbIe TOUKH 3HaueHue
c KM %? PHCKOB c KM %?
0e30macHOCTH p
COOBITHSIMU 95 % AN) COOBITUSIMHU

Kareropnu xkpoBotedenmii mo onpenenenuro GUSTO

YacToTa TIKEIBIX

KPOBOTCUCHUI IO 28 (0.5 050 3,99 010 oo 0001
OIIPE/IETICHUIO 0.5%) D % (1,74,9,14) 7(0,1 %) 1% ,
GUSTO
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INEOOBATENBHOCT 000T)

[ToH
Tukarpenop 90 mr 2 pa3a|B cyTkH Y = ot r
lVlUHUlealll/lfl ACURN

ACK
N=5493
N=5523
IManueHTHI OTHomeHne ManueHTHI
KoHeuHble TOUKH 3HauyeHue
c KM %? PHCKOB c KM %?
0e30macHOCTH D
COOBITUSIMU 95 % AN) COOBITUSIMU

YacToTa TIKEIBIX

I YMCPCHHBIX

KpOBOTeUeHU 10 | 36 (0,7 %) 0,6 % (1,637’,267,43) 11 (0,2 %) 0,2 % <0,001
OTIPEICIICHHIO
GUSTO

L. HOHyJISII_[I/IH JJI IIOJIHOI'O aHaInu3a (aHaJII/B COrJiIaCHO HAa3HAYCHHOMY He‘IeHI/IIO) BKJIO4ajia

BCEX PaHJAOMHU3UPOBAHHBIX MAIMEHTOB HE3aBHCHUMO OT COOJIIOJIEHUS MMM IPOTOKOJIA U
MIPOJOJIKEHHSI Y4acTHUsI B UCCIIEJOBAHUH.

Onenka no Kannany-Meiiepy.

Omnpenenenus KaTeropuii KPOBOTEYEHUMH

Tsxenoe kpoBoTeueHue no onpeneseHuro GUSTO: moboe u3 mepeunucieHHbIX COCTOSHUMN:
JeTaJbHOE KPOBOTEYEHHE; BHYTPHUUEPENHOE KPOBOM3NUSHUE (MCKIIOYash OecCUMIITOMHbIE
reMopparuueckue TpaHcopManuy — WIIEMHYECKUX  HH(PApPKTOB TOJOBHOTO MO3ra H
MHUKPOKPOBOM3IUAHUS < 10 MM, BBISIBIIIEMbIE TOJIBKO MPU MarHUTHO-PE30HAHCHOW TOMOTpadpuu
C TPaIMEHTHBIM 3X0); KPOBOTEUEHHE, KOTOPOE BBI3BAJIO HAPYILIEHHE TeMOIMHAMUKHU, TpeOyroliee
MEAMIIMHCKOTO BMEUIATeIbCTBA (HAMpUMep, CUCTOJIMYECKOe apTepuanbHoe naBieHue < 90 Mm
pT. CT., 4TO MOTPeOOBaIO BOCIOJHEHHS KPOBOMOTEPH WIM KOPPEKLUUU THIIOBOJIEMHH, HIIH
BA30MPECCOPHOI/MHOTPOITHOM MOIACPIKKH, WIIM XUPYPTUUECKOTO BMEIIATEIbCTBA).

Ymepennoe kpoBotedenue mo onpeneienunto GUSTO: xkpoBoreuenue, TpeOyroree
TpaHcy3uM NEJIbHONH KpPOBU WJIM DSPUTPOLIUTHOM Macchl, 0e3 HapylleHUs TeMOJUHAMUKU

(coryiacHO OompeIeICHUIO BBIIIE).

B uccnenoBanun THALES wuactrora Ttspkenbix kpoBoreueHud mno omnpeneneHuto GUSTO B
rpynmne tukarpenop 90 mr 2 pasza B cyTku B koMmOuHanmu ¢ ACK Obuia Bblie, 4eM B rpymIe
moHotepanuun ACK. Cxoxast kapTuHa HaOII01aMaCch I KATETOPUHU TSKEIBIX I YMEPEHHBIX
kpoBoTeueHui 1o onpeneneHuto GUSTO (cm. Tabnuiy 4). BBuay HEOONBIIOT0 YnCiia TSHKEITBIX
kpoBoTeueHuil o omnpeneneHuto GUSTO He mpeactaBisieTcsi BO3MOXKHBIM CJielaTh BBIBOJ B
OTHONIICHWHM pHUCKA KPOBOTCUEHHUS B pa3NMWYHBIX moarpynmnax. [IpekpamieHue Tepamuu
BCJICZICTBHE KPOBOTEUYEHUSI ObUIO OoJiee 4acThiM IpH npuMeHeHuu Tukarpenopa 90 mr ¢ ACK,
yem nipu MmoHoTepanuu ACK (2,9 u 0,6 % cooTBETCTBEHHO).

Brympuuepennoe kposousnusnue u iemanvbHoe Kpogomedenue: B rpynne Tukarpenopa 90 mr c

ACK 65110 0T™MeueHo 21 BHyTpHuepenHoe KpoBousnusinue (19 cnonrannbix, 1 TpaBMaTuieckoe,
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TpaBMaTHUYECKUX, | cBs3aHHOe ¢ mHpouenypamu) B rpynne MoHorepanuu ACK. JletanbHble
KpoBOoTedeHHMsI Mpou3onuin y 11 maunentos (10 neTanbHBIX BHYyTPUUYEPENTHBIX KPOBOU3INAHNUH, |
JIETATBHOE JKEITYJOYHO-KUIIIEYHOE KpOoBOTeueHue) B rpymme Tukarpenopa 90 mr ¢ ACK n y 2
MaIMeHTOB (2 JeTadbHBIX BHYTPUYEPEITHBIX KPOBOM3JIMSIHUSA ) B Tpynne MoHoTepanuun ACK.
Ooviwka

B uccnenoannu PLATO HexenaTenbHbIC SIBJCHUS B BUJIE OJIBIIIKH (OJIBIIIKA, OJBIIIKA B TIOKOE,
OJbIIlIKa MpU (PU3MYECKON Harpyske, MapoKCU3MaibHas HOYHAs OJbIIIKA M HOYHAs OJIbIIIKA)
pa3BuBanuch y 13,8 % manueHToB, nosy4yaBmmx Tukarpenaop 90 mr 2 pasza B cyTku, u'y 7,8 %
NAlUEHTOB, IPUHUMABIINX Kionugorpen 75 mr 1 pa3 B cytku. Ilo onenke uccienosareneii, y
2,2 % mnauueHToB U3 rpymnmnsl THkarpenopa u 'y 0,6 % manueHToB M3 IpyIIbl KIONUAOTpeaa B
ucciaenoBannn PLATO opplmka Obula CBsi3aHa C  Tepamued; HECKOJIBKO CIydaeB ObLIN
cepbe3nbiMu (0,14 % B rpynmne Tukarpenopa u 0,02 % B rpynme kionugorpena) (cM. pasaen
4.4.). B GONBIIMHCTBE CITyyaeB OJBIIIKA ObUTH c1a00i MM YyMEPEHHON BBIPAXKEHHOCTH M 4acTO
paspemanach 0e3 OTMEHBI NpoBoaWMON Tepanmuu. OOBIYHO OJBIIIKA pa3BHUBajach B Hadyaje
Tepanuu W y OOJIBIIMHCTBA TMallMEHTOB BO3HHMKAalda B BHJAE OJHOKpaTHOro jsnuzona. Ilo
CpPaBHEHUIO C Tepamuei KIOMHUIOTPEsIOM, V MaueHTOB ¢ OpoHnxuanpHo actMoi wim XOBJI Ha
¢doHE Tepanmuu TUKATPEIOPOM MOXKET OBITH 0OJiee BHICOKUN PUCK BO3HUKHOBEHUS OJIBIIIKH KaK
Hecepbe3HOW HekenarenbHol peakumu (3,29 % B rpynne tukarpenopa u 0,53 % B rpymnme
KJIOTHUJIOTpelia) U Kak cepbe3Hoil HexenatenbHOU peakuuu (0,38 % B rpymme THkarpenopa u
0,00 % B rpymnme kimomnuaorpena). B abcomoTHOM BbIpaXKEHHH 3TOT PUCK OBLI BBILIE, YEM B
obmelt nmomysiuuu uccienaoBanust PLATO. Tukarpenop cieayer ¢ 0OCTOpOXKHOCTBIO IPUMEHSTh
y ManueHToB ¢ OporxuanbHoi actMoit mnu XOBJI B anamuese (cMm. pazaen 4.4.).

Oxkono 30 % 5nu3010B OJBIIIKH pa3peminianuch B TeueHue 7 nHeil. B uccnegoBanne PLATO
ObTM BKIIOUCHBI TMMAIIMEHTHI C 3aCTOMHOW cepaeyHor HemaoctatrodHocThio, XOBJI wmum
OpOHXMANBbHON acTMOW. DTH MAIMEHTHI, a TaK)Ke MAIMEeHTHI OoJiee MOKUIIOTO BO3pacTa, dalle
cooburanu 00 oxplike. B rpynme tTukarpenopa 0,9 % nanuentoB u 0,1 % nanueHToB B rpymre
KJIONUOTpeNa MPEeKpaTWId NPUMEHEHUE HCCIEAYyEeMOro Ipenapara M3-3a pa3BUTHS OJBIIIKH.
bonee BbicOokass yacTOTa BO3HUKHOBEHHS OJBIIIKKM Ha (OHE NpPHUMEHEHUs THKarpejaopa He
CBSi3aHA C TOSIBIICHMEM HOBBIX WIM YXYALICHHMEM HMEIOIIMXCS 3a00JIeBaHUN CepaeuHO-
COCYAMCTON cUCTEMBl WM JeTKUX (cM. paszen 4.4.). Tuxarpenop He BAMSET HAa MOKa3aTeld
dbynkuun BHemHero abixaHus. B uccmenoBanuu PEGASUS oppimka otmewamacs y 14,2 %
MAlMEHTOB, MOTy4YaBIuUX TUKarpeaop 60 Mr 2 pas3a B CyTKH, U y 5,5 % NanueHToB, NOJIyYaBIINX
monotepanuio ACK. Kak u B uccnenoBanuu PLATO, B 60nbIIMHCTBE CIy4acB OJBINIKA OblLa

c1aboil MM yMEPEHHOH CTEeNeHU BBIPAKEHHOCTH (cM. pasaen 4.4.). IlaumeHTsl, y KOTOPBIX
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TEepanuu THUKArpeaopoM HaOIIoJanach OJBIINIKA, XPOHUYECKas CepAeyYHasi HEJO0CTaTOYHOCTD,

XOBJI nnu 6poHXHANIBHAS aCTMA.

B uccnenosannu THALES pa3BuTre oIbIIIKK MPUBEIO K OTMEHE HCCIEAYEMOro Ipernapara y

1,0% u 0,2 % mnamuentoB, nony4aBmux tukarpesop 90 mr B kxomOunauumum c¢ ACK, u

MoHoTepannio ACK cOOTBETCTBEHHO.

JlabopamopHule u uncmpymenmanbHvle OaHHble

llosviwenue ronyenmpayuu moyesou xuciomsel. B ucciaegoBann PLATO koHueHTpanus

MOYEBOM KHUCJIOTBI B CBIBOPOTKE MOBBIIIATACH BBIIIE BEPXHEH TrpaHULbl HOpMBI y 22 %

MAlMEeHTOB, MOJYYaBIIUX THUKArpeaop, Mo cpaBHeHHIO ¢ 13 % mMaMeHToB, MOJyYaBIIMX

xionuorpen. CoorsercrBytouiee konudectBo B uccinenosanuu PEGASUS cocrasuio 9,1 %,

8,8% u 5,5 % B rpynmax tukarpeiopa 90 mr, 60 mr u miane6o, cooTBeTcTBeHHO. CpemHsis

KOHLIGHTpAllMss MOYEBOM KHCIIOTBI B CBIBOPOTKE IMOBBIIANACH NpUMEPHO Ha 15 % mpum

MPUMEHEHUU TUKArpesiopa 1o CpaBHEHUIO ¢ IpUMEPHO 7,5 % mpu NPUMEHEHHH KJIOMUI0Tpena,

U TOCJIEe MPEKpalIeHUsl Tepanuu 3TO MPEBBIIICHUE YMEHBUIWIOCh IPUMEPHO 110 7 % B rpyrmre

TUKarpejgopa 0e3 cHwkeHust B Tpymnme kionuporpena. B ucciaemoBanmun PEGASUS 6wuto

OTMEUYEHO 00paTHUMOe MOBBILICHHE CpPelHEeN KOHIEHTPALMU MOYEBOM KHUCIIOTHI B CHIBOPOTKE Ha

6,3 % u 5,6 % npu npuMmenenun tukarpeaopa 90 mMr u 60 Mr COOTBETCTBEHHO 110 CPAaBHEHHUIO CO

cHmwkenneM Ha 1,5% B rpymme miane6o. B wuccnemoBanmm PLATO wactora pa3BuTus

noaarpudeckoro aprpura cocraswia 0,2 % npu npumeHeHun tukarpenopa npotus 0,1 % npu

OpUMEHEHUH Kiomuaorpena. Yacrora pa3BUTHS MNOJNArphl/IMOJArpUueckoro apTpura B

uccinenosanun PEGASUS cocraBuia 1,6 %, 1,5 % u 1,1 % B rpynnax tukarpenopa 90 wr,

60 Mr u r1ane60 COOTBETCTBEHHO.

Takxke npu NpUMEHEHUHU THKarpenopa ObUTH OTMEUYEHBI:

— HeXKeNaTellbHbIe peaklHH, CBA3b KOTOPHIX C TIPUEMOM Ipernapara HE MOXKeT ObITh
UCKITIOUEHA C YYeTOM MEXaHW3Ma JIEHCTBUS THUKArpelropa: TPOMOOIUTOINEHHUS, UMMYHHAas
TPOMOOIMTONIEHNYECKas MypIypa, TPOMOOILIUTO3, KOAryJIoMmaTusi, TPOMOOIMOOIHS IETOYHON
apTepuu;

— HeXeNaTelbHble  peaklMH,  BEpPOATHO,  MPEJACTaBJSAIONIMEe  COOOHW  MpOSBICHUS
TUIEPUYBCTBUTENIBHOCTH K MperapaTy: KpanuBHULIA, JEPMATHT;

— HEeXeNaTeNlbHbIE pEaKIMH, CBA3b KOTOPBIX C NPHEMOM TMpernapaTta HE YCTaHOBJICHA:
T€MOKOHIIEHTpPAlKs, TOBBIIICHHE TE€MaTOKPHUTa, CHIKEHHE TIeMOrJIOo0MHa, TPEBOXKHOCTH,
OECIOKOMCTBO, OECCOHHUIA, WIIEMHYECCKHUN WHCYJIbT, TpeMmop, adonus, auchoHwus,
TaxWKapaus, apTepuaibHas TUIEPTEH3UsI, 00Nb B TPYAH, HAPYIICHUS pUTMa cepira (B TOM

yucne, (GuOpwuALUSA TpeAcepAui, OKETyAOYKOBas OSKCTPACUCTONMSA), HapylICHHE
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MIPOBOJIMMOCTH Cep/Iia, NepruepruiecKue OTeKu, Kd]!ﬂ%éj%'ﬁ%%@ﬁ%&ﬁfﬁ&bﬁT (B

TOM 4YHCJIe, SPO3UBHBIN), s13Ba JKeNTyAKa, O0JIb B SIUTAaCTPUH, TAHKPEATHT, OCTpasi MOYeYHAS
HCAOCTATOYHOCTD, apTpalirusia, Muajirusa, aCTCHHA, HCAOMOT'aHNUC, YBCIIMYCHUC KOHICHTPAllUN
OmMpyOrHa B KPOBH.

COO6H.[€HI/IG O ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxHo coo0mare 0 MOA03peBaeMbIX HEXKENATENBbHBIX PEaKIHUsIX TIOCIe PErUCTpaIliu
JIEKapCTBEHHOTO Iperapara ¢ LesIbl0 00eCIeYeHrsl HePEPhIBHOIO MOHUTOPUHTAa COOTHOILICHHS
«T10J1b3a-PUCK» JIEKAPCTBEHHOTO TMpenapata. MeIUIUMHCKUM paOOTHUKAM pPEKOMEHIYyeTcs
coo0IaTe O JIIOOBIX MO03pPEBAaEMbIX HEXKEJATEIbHBIX PEaKIUAX JEKapCTBEHHOIO IMpernapara
YCpe3 HAIMOHAJIBHBIC CUCTCMBI COO6H.I€HI/IH 0 HCXKCJIATCIIbHBIX PCAKIUAX TOCYAAPCTB — YJICHOB
EBpa3uiickoro 53KOHOMHUYECKOI'0 COK03a.

Poccniickas @enepanys

®denepanpHas ciyx0a mo Haa30py B cdepe 3apaBooxpanenus (PocsnpaBHanzop)

Anpec: 109012, r. MockBa, CnaBsiHcKas miomazis, a. 4, ctp. 1.

Tenedon: 8 (800) 550 99 03

OnexTpoHHas noyra: pharm@roszdravnadzor.gov.ru

Caiur B HH(POPMAITMOHHO-TEIIEKOMMYHHUKAITMOHHOM ceTu «HTEepHET»:

https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMOTOMBI

Tukarpenaop XopoIio NEPEeHOCUTCsI B OJTHOKPATHOM 103e npenapata 10 900 mr. B equHCTBEHHOM
UCCIICIOBAaHUU C YBEIMUYEHHUEM J103bl HEOIAroNpUsATHOE BO3ACHCTBUE HA JKEITYJO0YHO-KHILIECYHbIH
TPAaKT OBUIO O30JUMHUTUPYIOUIMM. JIpyruMH KIMHUYECKH 3HAUYUMBIMU HEXKEIaTeIbHBIMU
peakius MM, KOTOpbIE MOIJIM HAOMIONaThCsl TpPU  TEPEelOo3UPOBKE, ObUIM OABINKA U
KeNmyIoukoBble Tmay3el (cM. pasgen 4.8). B ciyuae mnepeno3MpOBKH pPEKOMEHAyETCS
OCYILECTBJIATh HAONIOJEHUE [UI BBISBICHHMS 3THX HEXKEJATENIbHBIX peakluil U MpOBOJUTH
MoHutopupoBanune JKI'.

Jleuenue

B nacrosiiiee BpeMst aHTHAOT AJIsL yCTpaHEHUs 3PPEKTOB TUKArperIopa HEN3BECTEH, TUKArpesop
HE BBIBOAMTCS TpHu remoauanmi3e (cMm. pazaen 5.2.). Ilpu mepeno3mpoBke CiemyeT MPOBOIUTH
CUMIITOMAaTUYECKYIO0 TEpalui0 B COOTBETCTBUM C JIOKAJIbHBIMH CTaHIapTramMu. B cBs3u ¢
MHTUOMPOBAHUEM TPOMOOIMTOB YyBETHMYEHUE MPOJOJKUTEIBHOCTH KpPOBOTEUEHUS SIBISETCA
OKu1aeMbIM  (papMakoJoruueckuM 3(PQPEKTOM Mepero3upoBKU mpenapara Tuxarpenop. Ilpu
pa3BUTHM KPOBOTEYEHHUS HEOOXOAMMO TPOBOAUTH COOTBETCTBYIOIIME IOAJCPKHUBAIOIINE

MEPONPHUSITHUSL.
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5. DAPMAKOJIOTMYECKUE CBOMCTBA (NOCNEOOBATENEHOCTE 0001)

5.1. ®apmakoauHaMHUYecKHe CBOHCTBA

dapMakoTepaneBTUYECKas TPyNa: aHTUTPOMOOTUYECKUE CPEICTBA; AHTHATPETAHTBI, KpPOMe
renapuHa.

Kon ATX: BO1AC24.

Mexannszm aeficTBus

[Ipenapar Tukarpenop COAEpKUT B CBOEM COCTaBE THUKArpesop, MpeICTaBUTENb XUMHUYECKOTO
KJ1acca IMKJIONEHTUITPUA30JIONUPUMUIUHOB, KOTOPBIN SBISETCS MEPOPAIbHBIM, CEIEKTUBHBIM
U oOpaTUMBIM aHTaroHUcToM P2Yi» penentopoB mpsSMOro ACHCTBUS W MPEIOTBpAIIacT
aneHosuHaudocdar-onocpenoBannyo  P2Y12-3aBUCMMYI0O  aKTHBAaLMIO U arperamuio
TpomOo1HTOB. THUKarpenop He NpeAoTBpalIaeT CBA3bIBaHue afeHo3unaudocdara (AP) Ho ero
B3aumojeiicteue ¢ P2Y 1, peuentopom TpomboiuToB mpenoTBpaiiaet AJ[D-uHIYyIMPOBAHHYIO
TPAHCIYKIUIO CUTHANIOB. Tak Kak TPOMOOIIMTHI yYacCTBYIOT B MHUIIMMPOBAHUU W/WIH Pa3BUTHUU
TPOMOOTHUYECKUX OCIIOKHEHUH aTepoCKiIepo3a, ObIIO MOKa3aHO, YTO MHTHOMpPOBaHHUE (PYyHKIHH
TPOMOOIIMTOB YMEHBIIIAET PUCK PA3BUTHUS CEPACUYHO-COCYAUCTHIX SBICHUH, TAKUX KaK CEpACYHO-
CoCyAMCTas CMEPTh, HH(MAPKT MUOKap/a UM UHCYJIbT.

Tukarpenaop uMeeT JOMOJIHUTEIbHBIA MEXaHNU3M JIEHCTBUS, MOBbIIIAs JOKAJIbHbIE KOHLIEHTPAIUU
SHJIOTEHHOTO aJICHO3MHA IyTeM HHTHOMPOBAHUS HHJIOTEHHOTO PABHOBECHOTO HYKIICO3HIHOTO
Tpa"cnoprepa 1 Tuna (ENT-1).

AneHo3uH oO0pa3yercs JOKaJlbHO B MeECTaX THUIOKCHMM M TOBPEXKIEHUS TKaHEH MyTeM
BBICBOOOXKIeHUsT n3 aneHosuHTpudochara u AJlD. IlockonbKy paciieryieHHne ajcHO3WMHAa B
CYUIHOCTH OTPaHMYUBACTCS BHYTPHUKJIETOUYHBIM MPOCTpaHCTBOM, uHTrHOMpoBanue ENT-1
TUKarpeJiopoM MpOJUIeBAET MEPUOJT MOYyBBIBEACHUS aJICHO3WHA, TEM CaMbIM YBEIMUYUBACT €TO
JIOKQJIbHYIO BHEKJIETOYHYIO KOHIICHTPALMIO, YCWIMBAs JIOKAJIbHBIM aJ€HO3MHOBBIN OTBET.
Tukarpenop He UMEeT KIMHUYECKHA 3HAUMMOTI'0 MPSIMOTO BIMSHUS Ha aIEHO3WHOBBIE PELIEHITOPHI
(A1, A2a, A2, A3) 1 He MeTabOIM3UPYETCS 0 aJleHO3WHA. AJICHO3WH 00JaaeT HeCKOIbKUMHU
s dexTamu, KOTOpble BKIIOYAIOT B ce0s: Ba30AMIATAINIO, KAPAUONPOTEKINIO, HHTHOUPOBaHHE
arperanyy TpoMOOIIUTOB, MOJYJISILIUIO BOCTIAJICHHUS U BOSHUKHOBEHHE OJIBIIIKH, KOTOPbIE MOTYT
BJIMSITH Ha KIIMHUYECKUI MPOQUIb TUKArpeaopa.

Bruto mokazaHo, 4TO y 310pOBBIX J0OpOBOJbIEB U y nanuenToB ¢ OKC Tukarpenop ycuiuBal
cienyromie  3(pQexTl  ajeHO3MHA: Ba3oqWiIATAlMI0  (OLECHMBAEMYIO KakK YBEJIMUYCHHE
KOPOHAPHOTO KPOBOTOKA Yy 370POBBIX JH00poBOJbIeB U y manueHToB ¢ OKC), narnbupoBanue
byHKIMH TPOMOOUIUTOB (in Vitro B 1IEIBLHON KPOBH YEJIOBEKA) M OABIIIKY. TeM He MeHee, CBA3b
MOBBIIIEHHBIX JIOKAJIbHBIX KOHLEHTPALMA aeHO3UHA C KIMHUYECKUMHU HCXOAaMu (Hampumep,

nokasarenu 3a00JIeBaeMOCTH U CMEPTHOCTH ) HE JIOKa3aHa.
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(NOCNEQCBATENEHOCTE 0001)

dapmakognHamMuyeckue PP eKTel

Hauano oeticmsus

VY mnamueHTtoB co CTaOWIBHBIM TeueHHeM wumemudyeckon Oonesnu cepaua (MBC) na ¢done
npumenenns ACK Tukarpenop HauymHAeT OBICTPO JCHCTBOBATh, UYTO IMOATBEPIKIACTCS
pe3ynbTaTaMu ONpEJNENICHUs] CPEAHEr0 3HAYeHHWsS HWHTUOMpPOBAHUS arperaiuu TPOMOOIUTOB
(MAT): gepes 0,5 4 mocne mpueMa Harpy3ouHoi 1036l 180 Mr TUkarpenopa cpeaHee 3HaAUCHUE
HUAT cocraBnser npumepHo 41 %, makcumanbHoe 3HaueHue MAT 89 % nocturaercs uepes
2—-4 4y mocne mpuema Mmpernapara ¥ nojaepkupaercs B TedeHue 2-8 4. Y 90 % nanmeHTOB
okxonuatenbHoe 3HaueHue AT Gonee 70 % mocturaercs yepes 2 4 nocje npuema mnpemnapara.
Komneuy oeticmeus

[Ipn nnanupoBanun aoprokopoHapHoro wmyHtupoBanus (AKII) puck xpoBoTedeHHi
BO3pacTaeT, €CIU IPUEM TUKArpeaopa NpeKkpaniaroT MeHee, 4eM 3a 96 4 10 npouesypsl.

Jlannwvie 0 nepexoode ¢ 00H020 npenapama Ha Opy2oll

[Tepexon ¢ kionmuaorpensa Ha TUKArpejaop MPUBOJUT K YBEIUYECHHUIO aOCOJIIOTHOTO 3HAUYEHUS
HAT Ha 26,4 %, a n3MEHEHHE Tepaliy C TUKArpenopa Ha KIOMUAOTPeNl MPUBOIUT K CHHIKEHUIO
abcomotHoro 3HaueHuss MAT nHa 24,5 %. MOXHO MEHSTh Tepamuio ¢ KJIOMUAOIpeNa Ha
THUKarpesop 0e3 mpepbIBaHus aHTUTpoMOoTHYecKoro 3ddekra (cM. pazaen 4.2.).

Knnanueckas 2dbdekTUBHOCTE U 0€30I1aCHOCTE

HUccneoosanue PLATO (ocmputii KOpoHapHblil CUHOPOM)

B wuccnenoBanum PLATO yuactBoBano 18624 mnanmeHTa, y KOTOpbIX B TedeHHe 24 u,
NPEIIECTBOBABIIMX BKJIIOUEHHIO B HCCIEIOBAaHHME, PA3BUIMCh CHMIITOMBI HECTaOMIIbHOM
cTeHOKapAuu, MHpapKTa MHOKapjaa O0e3 moabema cermeHTa ST wiam mHbapkTa MHOKapaa ¢
noagbeMoM cermeHTa ST, U KOTOpbI€ JIEUWINCh KOHCEPBATHUBHO, Wiu nocpeactsoM UKB wim
AKII. Ha ¢one exenneBnoit Tepammu ACK tukarpemop B no3e 90 Mr 2 paza B CyTKH
CPaBHUBAJICSA C KIOMUJOTPEJIOM B 03¢ 75 MI' B CYTKM B OTHOIIEHHH 3(P(PEKTUBHOCTH B
NpEeIyNpexaeHUU Pa3BUTUS KOMOMHHPOBAHHOM KOHEYHOM TOYKH, BKIIIOYAIOLIEH cepaeyHo-
COCYAMCTYIO CMEPTh, MHGAPKT MUOKap/ia WM UHCYJIbT, 32 CUET BJIMSHUSA HAa YaCTOTY CEPAECYHO-
COCYIIUCTBIX CMEpTeH 1 MH(PAPKTOB MUOKap/a.

DddexT THKarpenopa nposisics paHo (Ha 30 meHs cHkeHue abcomoTHoro prucka (CAP) Ha
0,6 % u cHmwxkenue otHocurensHoro pucka (COP) Ha 12 %), ¢ moaaep:kaHueM MOCTOSIHHOTO
a¢ddexra Tepanuu B TeueHue 12 mecsaues, yto npuBogmio kK CAP na 1,9 % u COP Ha 16 % B
TE€YEHHE roJa.

Tuxarpenop CHHUXKaeT OTHOCHTEIbHBIM PUCK KOMOMHUPOBAHHON KOHEYHOM TOYKH (CEpIedHO-
cocyaMcTas CMepTh, MHQApKT MUOKapaa M HHCYIbT) Ha 16 % (orHomeHue puckoB (OP)

0,84; 95 % nosepurensubiii unTepsan (W) 0,77-0,92; p = 0,0003), cepaeuHo-cocyaucTon
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cveptu Ha 21 % (OP 0,79; 95 % IV 0,69-0.01; p = 00013V irpapkra itokapm a6 %

(OP 0,84; 95 % 111 0,75-0,95; p = 0,0045).

D¢ deKkTUBHOCTH THKArpenopa MoKa3aHa y PasIMYHBIX MOATPYMI MAIlMEHTOB, HE3aBUCHUMO OT
Macchl Tena, 1MoJjia, HaJu4Ks B aHaMHe3e caxapHoro auadera, TUA wam He reMopparudecKoro
UMHCYJIbTa, PEBACKYJSPHU3AIUH, COMYTCTBYIOIIEH Tepanmuu (BKJIOYAsl TENaphH, HHTHOUTOPHI
riukonporenHoBbix 1Ib/Ila penenTopoB, HHTHOUTOPBI MPOTOHHOM MoMIIbI (cM. pasnen 4.5.)),
OKOHYATEeIbHOTO AMarHo3a (MHpapKkT MUOKapaa 6e3 noabema cermenta ST, nHpapkT Muokapaa
¢ nmogseMoM cerMeHTa ST u HecTaOuiIbHasE CTEHOKApAMs) U JICUSHHs], 3alUIaHUPOBAHHOTO MPHU
paHaOMU3aNKK (MHBa3UBHOE WM KOHCEPBATUBHOE).

Tukarpenop npoaeMoHcTpupoBan craructuiyecku 3HaunMoe COP 1o cOBOKYNMHOMY KPHUTEPHIO:
CepACYHO-COCYTUCTas CMEPTh, MH(PAPKT MUOKapAa 1 UHCYIbT — y nanuenToB ¢ OKC, xotopeiM
3alIaHUpoBaHO HHBa3uBHOe BMemarenbctBo (COP 16 %, CAP 1,7 %, p = 0,0025). B
MMOMCKOBOM aHaJIM3€ TUKarpeynop Takxe mnpojaeMoHcTpupoBa COP mo mepBUYHON KOHEYHOM
touke y nanueHToB ¢ OKC, koTopeiM HazHavanack koHcepBaTuBHas tepanus (COP 15 %, CAP
2,3 %, HomuHanpHOEe p = 0,0444). V mnanmeHTOB mOci€ CTEHTUPOBAHMSA NpPU NPUMEHEHUU
TUKarpeaopa 0TMEYaloCh CHUKEHUE YaCTOThI MOATBEPkKACHHOTO TpoM6O03a cteHToB (COP 32 %,
CAP 0,6 %, nomunansaoe p = 0,0123).

Tuxarpenop Be3bIBan cratuctudecku 3Haunmoe COP na 16 % (CAP 2,1 %) no coBokynHOMYy
KPUTEPHIO CMEPTh OT BCEX NPUYHH, HH(PAPKT MHOKapia U HHCYJIBT.

COP cmeptu oT Bcex MNpuuuH Ha (oHEe mpueMa Tukarpenopa cocraBwio 22 % mnpu
HOMUHaJIbHOM ypoBHE 3HaunMocTu p = 0,0003 u CAP — 1,4 %.

Cosokynubiil Kpumepuii 0bvedunennou dhdexmustocmu u besonacHocmu

CoBOKyIHBI KpUTepuil 00beauHEHHOW dS((EeKTUBHOCTH U 0e30MacHOCTH  (cepledHo-
cocyaucTas CMepTb, HH(GApPKT MHOKapJa, HWHCYJIbT WIA OOJbIIOE KPOBOTEUYEHUE IO
onpenenenuto uccienoanus PLATO) noarsepkaaet, uro B TeueHue 12 mecsues nocie OKC
MOJIOKUTEIBHBINA A(D(HEKT THKarpenopa He HEUTpaTU3yeTcs CIIydasMu OOJBIINX KPOBOTEUECHUU
(COP 8 %, CAP 1,4 %, OP 0,92; p = 0,0257).

Hccneoosanue PEGASUS (unghapxm muoxapoa 6 anammese)

UccnenoBanue PEGASUS TIMI-54 ¢ yuactuem 21162 manueHTOB MPOBOAMIOCH AJI OLEHKH
npoUIAKTUKA aTepOTPOMOOTHUECKUX OCJIOKHCHHW TpU MPUMEHEHHH THUKarpeiopa B J103€
90 mMr 2 pasa B cytku wim 60 mr 2 paza B cyTku B komOuHarmu ¢ ACK B HU3KO# 103€ 1O
cpaBHeHuto ¢ MoHoTepanueit ACK y manueHToB ¢ HH(papKTOM MHOKap/1a B aHaMHE3e.

B uccnenoBanue BKIIOYany manydeHToB B Bo3pacte S0 NeT u cTapuie ¢ nHPapKTOM MHOKapia B
aHaMHe3e (B TeueHue 1—3 JeT 10 paHAOMH3alUU), U C KaK MUHUMYM, OAHUM M3 CIEIYIOIINX

(GakTOpOB pHCKa pa3BUTHUS aTepoTPOMOO3a: BO3pacT > 65 JeT, caxapHbIi AuadeT, Tpedyromuit
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JIEKapCTBEHHOW Tepamnuu, BTOPOW MPEIIIEeCTBYOUINNA 'M@ﬁﬁb‘&%ﬁ&%ﬁ?&p&xﬂéﬁﬁoe

MHOTOCOCYIUCTOE TMOPAKEHUE KOPOHAPHBIX apTEepHil WM XPOHUYECKOE HapylleHue (pyHKIUU
IIOYCK HeTepMHHaHBHOﬁ craguu.

Tukarpenop B go3e 60 Mr 2 pasza B cyTku 1 90 mr 2 pa3a B cyTku B komOuHanuu ¢ ACK Obur
3 dexTuBeH B TPEAOTBPAIICHUH aTEPOTPOMOOTHUECKHX OCIOKHEHHH (KOMOMHUPOBAHHOM
KOHEYHOH TOYKH CEpJAEYHO-COCYIUCTOM CMepTH, HuH(papKTa MHOKapAa H UWHCYJIbTa), C
MOJIIEP)KAaHUEM TIOCTOSTHHOTO 3(deKkTa Tepanuu B TEUSHHE BCETO MEPHUOAA MCCIEAOBAHUS, YTO
npuBoawio k COP Ha 16 % u CAP na 1,27 % npu npuMenennn tukarpenopa B go3e 60 mr u

cHmxeHnto COP Ha 15 % u CAP na 1,19 % npu npumenenun tukarpenopa B 103e 90 mr.

Hccneoosanue THALES (ocmpuiit uwemuveckuni uncyaom unu THA)

UccnenoBanne THALES — pangoMu3upoBaHHOE ABOWHOE CIICTIOE TJIAIe00-KOHTPOIHPYEMOE B
HapajyieNIbHBIX ~ TPYyNIax MEXKIYHAapOJAHOE MHOTOLEHTPOBOE  YNPABIAEMOE COOBITHAMHU
uccnenoBanue 3 ¢asel ¢ yuactueMm 11016 manueHToB — MPOBOAMIIOCH U1l TPOBEPKH TUIIOTE3bI,
yro Tukarpenop B no3e 90 mr B xomOunanmu ¢ ACK mpeBocxoautr moHotepamuio ACK B
MPEIOTBPALCHUH UHCYJIbTa U CMEPTU Y MalMEHTOB C OCTPHIM HMIIEMUYECKUM HHCYJIHTOM WU
TUA.

B uccnenoBanue BKIIOYAIM MAMEHTOB B Bo3pacte 40 JeT U cTapiie ¢ HeKapIuodMOOIMYECKIM
OCTPBIM HIIEMHUYECKUM MHCYJIbTOM (omeHka no mkaine NIHSS < 5) unmu THA Bbicokoro pucka
(ouenka no mkane ABCD? > 6 unu uncunaTepanbHbIil aTepocKiepoTHUeckuii cTeno3 > 50 %
BHYTPEHHEH COHHOHN apTepWH WM HHTPAKpaHWAJIbHOW aprepuu). [lalineHTOB, KOTOPHIM OBbLI
BBITOJIHEH TPOMOOJIM3UC WM TPOMOOIKTOMHUS B TeueHHE 24 4 10 paHIOMHU3ALUH, HE BKIIOYAIH
B HCCJIEJOBAHHE.

B uccnenoBanum yyacTBOBajiu NAllMEHTHI, paHAOMU3UPOBAHHbIE B TeueHUE 24 4 IMocie Hayaia
ocTporo umeMmudeckoro nueynbTa win TUA. TlarmuenTtsl nomydamu Tukarpenop (90 mr 2 pasa B
CYTKH, cO cTapToBoil Harpy3ouHoi 103011 180 mr) u ACK nnu tonpko ACK B Teuenue 30 nHel.
Pexomennyemas noza ACK cocraBmsuia 75-100 Mr 1 pa3 B CyTkH, a cTapToBas Harpy304Has
no3a — 300-325 mr. Menuana npo10KUTEIbHOCTH JICUEHUS cocTaBuiia 31 AeHb.

Tukarpenop 90 mr 2 pasa B cytku B komOunanmu ¢ ACK npeBocxoann monoteparmmio ACK B
NPEOTBPALICHUN COOBITUA KOMOMHMPOBAHHOW KOHEYHOH TOYKH, BKIIOYAIOIEH HHCYIBT H
cmepts (OP 0,83; 95 % AU 0,71-0,96; p = 0,015), uto coorBercTBOBasio COP Ha 17 % u CAP
Ha 1,1 %. Dddexr Obul 00yCNOBIIEH CHMKEHHEM YacTOThl Pa3BUTHS WHCYJbTa, KOMIOHEHTA
nepBuuHOil koHeuHoi Touku (COP 19 %, CAP 1,1 %).

OTMEYEHO CTaTHUCTUYECKM 3HAYMMOE CHMIYKEHUE YacTOTHl Pa3BUTUS HMUIEMHUYECKOIO HHCYJIbTA
npu NpuUMeHeHuHn Tukarpenopa B komOuHaimu ¢ ACK no cpaBrHenuto ¢ monotepanueir ACK

(COP 21 %, CAP 1,2 %).
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B 3ammaHupoBaHHOM MOMCKOBOM aHAJIW3€e y Ta HCHTOBS'FIQ%&%&'%E%Q‘BH{SE -E:i[&é@f) MT

¢ ACK, no cpaBHeHuto c¢ MmoHorepanueid ACK OTMEYEHO MEHbBIIE CIIy4aeB IOBTOPHOIO
WHCYJIbTa, MPUBOMAIIETO K MHBAMUAU3ANUU (orleHKa mo mkaine mRS > 2) (150 (2,7 %) mpotus
188 (3,5 %) COOTBETCTBEHHO).

3annaHUpOBaHHBIM MOUCKOBBIM aHanmu3 ObUI MPOBENEH y NAleHTOB C HIICHUJIaTepaIbHbIM
ATEPOCKICPOTHUECKUM CTEHO30M > 30 %, Y KOTOPBIX OBLIO OTMEUEHO MEHbIIIEE YHCIO COOBITUI
NEPBUYHON KOHEUHOW TOYKH (KOMOMHMPOBAHHOW KOHEYHO TOYKH, BKJIIOYAIOUICH HHCYIBT H
CMepTh) Tpu Teparmuu TuKarpesopom B 1o3e 90 mr ¢ ACK mo cpaBrHenuto ¢ monorepanueit ACK
(92 (8,1 %) mpotus 132 (10,9 %) cOOTBETCTBEHHO).

Dddext neuenus Tukarpenopom B komOuHarmu ¢ ACK no cpaBHenuto ¢ monorepanueir ACK

OBLI COIOCTABUM B 3apaHCcC ONPCACICHHBIX MOATPYIIIax MaluCHTOB.

eTu
B pannomMusupoBaHHOM JBOMHOM CIENOM IIanie00-KOHTPOJIUPYEMOM HCCIeloBaHUU 3 (a3bl
OCHOBHasl LE/b B CHW)KCHUU YacTOThl BAa300KKJIIO3MOHHBIX KpHU30B Yy JE€TEH B BO3pacTe

oT 2 110 18 JeT ¢ ceprnoBUIHO-KIETOYHON aHEeMUEeH He OblIa JJOCTUTHYTA.

5.2. apmakoknHeTHYECKHE CBOHCTBA

Tukarpenop AeMOHCTpUPYET JHHEHHYI (apMaKOKMHETHKY, W JKCIO3MIUS THUKAarpenopa u
aktuBHOTO MeTabonmuta (AR-C124910XX) nmpuMepHO mnpomopuuoHajgbHA J03€ BIUIOTH 0
1260 mr.

AGcopbuus

Tukarpenop ObicTpo abcopOHpyeTcs C MEAMAHOU tmax (BPEMS ITOCTHKEHUS MaKCHUMaJIbHOU
KOHIIEHTpaluu) mpuMepHo 1,5 gyaca. dopMupoBaHHE OCHOBHOTO HUPKYJIUPYIOIIETO B KPOBHU
metabomura AR-C124910XX (Takke aKTHBHOTO) W3 THUKarpejiopa MPOUCXOTUT OBICTPO CO
cpeaHel tmax mpumepHo 2,5 yaca. Ilocne mpuema nHatomak tukarpenopa B 03¢ 90 Mr Chax
cocraBnsier 529 wr/mn u AUC — 3451 ur*u/mun. CootHomieHus: 3HaueHUH Cmax 1 AUC
MeTabolMTa K AaHAJIOTMYHBIM TapaMmeTrpaM Tukarpenopa coctaBiasior 0,28 u 0,42
cooTBeTcTBeHHO. dapmakokmHeTHueckue mnapamerpbl Tukarpenopa u AR-C124910XX y
NAIMeHTOB ¢ WH(pApKTOM MHOKapAa B aHaMHe3e ObUTM B I[€JIOM CXOAHBI C TAaKOBBIMU B
nomyysinuy nanueHToB ¢ OKC. Ilo pesynbraTaM HOMyJsSIIUOHHOTO (HapMaKOKUHETHYECKOTO
ananmu3a uccnenoBanus PEGASUS, meanana Cmax tukarpesnopa coctasisiia 391 ar/mi, a AUC
— 3801 Hr*u/mMi B paBHOBECHOM COCTOSIHUHM TIPH MPUMEHEHHUH B f03¢ 60 mr. /{715 TUKarpenopa B
103€ 90 Mr Crmax coctaBisuia 627 ur/mi, a AUC — 6255 Hr*u/mit B paBHOBECHOM COCTOSIHUU.
Cpennsisi abcomoTHasi OMOIOCTYITHOCTh THKarpenopa cocrasiseT 36 %. Ilpuem >xupHoil nunm
He BiusAeT Ha Cmax TUKarpesopa nin AUC akTHBHOTO MeTa00JIMTa, HO TPUBOAMT K ITOBBIIIICHUIO

Ha 21 % AUC rtukarpenopa u cHuxkeHuto Ha 22 % Cpax aKTHBHOTO MeTabonurta. OTH
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MOKHO Ha3HA4aTh BHE 3aBUCHUMOCTH OT BPEMEHHU IpHeMa MUIIU. THUKarpenop u ero akTUBHBINA
METa0OJHT SABISIOTCS cyOcTpaTtamu P-gp.

Tuxarpenop B BUJE CYCHEH3UM H3MEIbYEHHBIX TaOJIETOK B MUTHEBOW BOJE, MPHUHITON BHYTpPb
WIN BBEJCHHOH B JKEIyAOK Yepe3 Ha30racTpalbHbIA 30HI, OMO’KBUBAJICHTEH THKAarpeiaopy,
OpUHATOMY BHYTph B Bujae uenbix Tabnerok tukarpenopa (AUC u Cmax THKarpemopa u
akTUBHOTrO MeTabonuTa B nuana3one 80—125 %). B ciydae npuema cycneH3un nepBoHavYaIbHAas
skcno3utus (uepe3 0,5 gyaca u 1 yac mocne npuema) OblIa BBIIIE, Y€M MPU MPUEME THKarperopa
B BHJE IIEJBIX TaOJIETOK THKarpesiopa, HO B ganbHedmem (oT 2 mo 48 yacoB) mpoduib
KOHIICHTPALUil ObLII MPaKTHYECKU OMHAKOBBIM.

Pacnpenenenue

O0nem pacnpeniesieHus] THKarpeaopa B paBHOBECHOM COCTOSIHMH cocTaBisieT 87,5 1. Tukarpenop
Y aKTUBHBIM METaOOJIUT aKTUBHO CBA3BIBAIOTCS € OEJIKaMH I1a3Mbl KpoBU (> 99 %).

Buorpancdopmarus

CYP3A4 saBnsercs OCHOBHBIM HM30()€PMEHTOM, OTBEYAIOIIMM 33 METAabOJIM3M THUKarpeaopa H
dbopMHpOBaHHE aKTUBHOTO META0OJIMTA, U UX B3aUMOJCUCTBUS ¢ Apyrumu cyocrpatamu CYP3A
BapbUPYIOT OT aKTUBALIUU JJO MHTHOMPOBAHUS.

OcHoBHBIM MeTabonuToM THKarpenopa sBisgercss AR-C124910XX, KOTOpbI Takke aKTHBEH,
YTO TIOATBEPKIAETCS peE3ysbTaTaMu OLEHKH cBs3biBaHus ¢ P2Y12 penentopom AJlD
TPOMOOLIUTOB in Vvitro. CUCTEeMHas 3KCHO3MIIMS aKTUBHOTO METabOJIMTa COCTAaBIISIET MPUMEPHO
30—40 % OT 3KCNO3MLINK TUKArpesopa.

DJIMMUHALMS

OCHOBHOIi MyTh BBIBEJICHHUS THKAarpeiopa — 4epe3 Me4eHOuHbl mertabonu3Mm. Ilpu BBeneHun
MEUYEHHOTO H30TOINOM THKarpeigopa oOHapyXuBasloch mopsiaka 84 % paanoakTUBHOCTH (B
cpenHeM, nmpumepHo 57,8 % paauoakTUBHOCTH BbIIENAETCSA ¢ Gpexanusmu, 26,5% — ¢ Mouoii).
BriBeienue THKarpenopa M akTHUBHOTO METa0OJMTa ¢ MOYOH coctaBiser menee 1 % no3sl. B
OCHOBHOM aKTHUBHBI METAa0OJHUT BBIBOIUTCS C >Kemubto. CpenHuii mepuoj IMOJyBBIBEIACHUS
THUKarpesaopa u akTUBHOTO MEeTa0O0IMTa COCTaBIs 7 U 8,5 4aCOB COOTBETCTBEHHO.

Oco0nie HOMYJIAIIMY IMAaITMEHTOB

Tlayuenmul nodxxcunozo eospacma

VY noxuneix nanueHToB ¢ OKC (B Bo3pacte oT 75 jer M crapiie) oTMe4eHa Oojiee BBICOKAs
skcno3unus Tukarpenopa (Cmax 1 AUC npumepHo Ha 25 % BbIIlIe) U aKTUBHOT'O METa0OIUTa 10
CPaBHEHMIO C MOJIOJBIMH MAllMEHTAMHU. DTU PA3IUYUs HE CUUTAIOTCA KIMHUYECKH 3HAYMMBIMU

(cMm. paznmen 4.2.).
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VY JKeHIIMH oTMe4yeHa OoJiee BBICOKAsl SKCIIO3UIUS THUKArpeiopa M akTUBHOI'O MeTaboyuTa Io
CPaBHEHUIO C MYXXYMHAMU. DTU Pa3IU4Ms HE CUUTAIOTCS KIMHUYECKU 3HAUMMBIMH.

Omuuyeckue epynnoi

Cpennsist OMOIOCTYITHOCTD IpernapaTa y MainueHToB-a3uaTtoB Ha 39 % Bbllle, YeM y MalueHTOB-
eBporeou10B. bruonoctynmHoCTh THKarpenopa Ha 18 % HIDKe y MalMeHTOB, OTHOCHUBIIMX ce0sl K
IIPEACTABUTENSIM HETPOUJHOM pPachl 10 CPAaBHEHUIO C IALUEHTAaMU EBPOINECOMAHOW pachl. B
HCCIeIOBaHUAX KiIMHUYecKor (apmakomorun HKCmo3umus (Cmax m AUC) Tukarpesnopa y
anoHIeB O0bi1a npuMepHo Ha 40 % (Ha 20 % mocie KOppeKLUUu Ha Maccy Tella) BbIIIe, YeM Y
€BPOMNECOUIOB. ODKCIO3UIMSA y TAalMEeHTOB, OTHOCHBIIMX ce0sf K HUCHaHLIAM WM
JaTHHOAMEPUKAHLIAM, OblIa CX0XKEH C TAKOBOW Y €BPOIICOUIOB.

lloueunas nedocmamounocms

DKcno3unus TuKkarpenopa npuMmepHo Ha 20 % Huxke, a ero akTUBHOTO MeTaboJIMTa MPUMEPHO Ha
17 % BbIIIE y NALUEHTOB C TSDKEJIOW MOYEUHON HEAOCTATOYHOCTBIO (KJIMPEHC KpEeaTHMHHHA
< 30 MJI/MUH) IO CPaBHEHUIO C MAIIEHTAaMH ¢ HOPMAaJIbHON (QYHKIHUEH MMOYeK.

VY nmanueHToB ¢ TEPMUHAIBHON MOYEYHON HEAOCTATOYHOCTHIO, HAXOAIIMXCS Ha FeMOIualln3e,
AUC u Cpax TuKarpemnopa 90 mr, moJiydeHHOTO B JeHb 0€3 Juanu3a, ObUIH, COOTBETCTBEHHO, HA
38 u 51 % BbIlIe MO CPABHEHHIO C MAIMEHTAMU C HOPMANbHOU (yHKIMEeH mouek. Cxoxee
YBEIMYEHUE SKCIIO3ULUU OTMEYEHO IPU NPUMEHEHMM THKarpeiaopa HENOCPEACTBEHHO IEpEN
muanu3oM (Ha 49 u 61 % COOTBETCTBEHHO), YTO CBHJETEIbCTBYET, YTO THKArpeiop He
TUATU3UPYETCs. ODKCHO3MIMS aKTUBHOTO MeTaboJUTa yBEIMYMBajlach B MEHbIIEH CTENEeHU
(AUC na 13-14 % u Cpax Ha 17-36 %). YV mnmanMeHTOB C TEPMUHAIBHONH MOYCYHOU
HEJOCTAaTOYHOCTHIO BIIMsIHUE THKarpenopa Ha AT He 3aBuceNo oT Auanu3a U ObUIO aHAIOTUYIHO
HaOJII0aeMOMY Y TIAITMEHTOB C HOPMaJbHON (yHKIIHEH moyek (cM. pazaen 4.2.).

Ileuenounasa neoocmamoyrnocmo

Cmax 1 AUC Ttukarpemopa Oputi Ha 12 um 23 % BbIlle Y MNAlMEHTOB C MEYCHOYHOU
HEI0CTaTOYHOCTBIO JIETKOW CTENEHH 0 CPABHEHHUIO CO 3J0POBBIMH JOOPOBOJIBIAMHU, IIPH 3TOM
sHauenne MAT Ttukarpemopa OBUIO aHaJOTHMYHBIM B 00ewx rpynmax. Koppekuus 10361 y
MAIMEHTOB C MEYEHOYHOW HEJIOCTAaTOYHOCTHIO JIETKOM cTeneHu He Tpedyerca. He mpoBoaunuck
MCCJIEIOBAHMSI TUKATPEIOpa y MalUEeHTOB € MEYEHOUYHOW HEAOCTATOYHOCTBIO TSKEJION CTENEHH,
U €ro INpPUMEHEHME Yy OTHUX NALUEHTOB NPOTHUBOMNOKa3aHO (cM. pasmensl 4.2. u 4.3.).
dapMakOKMHETUYECKHME  TapaMeTpbl  THKarpeiopa y  HAlUEHTOB € MEYEHOYHOH
HEJIOCTaTOYHOCTHIO CPEIHEW CTENMeHW TSHKECTH He u3ydeHbl (cM. pasmensl 4.2. u 4.4.). Y
MNAlMEHTOB C YMEPEHHbIM WJIM BBIPAXKEHHBIM TMOBBIIIEHHMEM OJIHOTO WM HECKOJIbKHUX

71a00paTOPHBIX NOKa3areael (PyHKIMH MMeYeHN KOHLIEHTPAIIMH TUKArpenIopa B Iia3Me B CPEeTHEM
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cpasuéhint = matted fai 685 [ mosbihlénus

nabopaTopHbIX Moka3zaTeneil. Koppekius 1036l y NallMeHTOB ¢ HAapyIICHHEM (YHKLIUU MEUYeHH

CpeIHEH CTeTeHH TsKecTH He Tpedyercs (cM. pazmenst 4.2. u 4.4.).

CTH

JlocTyTiHBI OTpaHUYEHHBIC TAHHBIE Y IETeH ¢ CEPIOBUAHOKICTOYHON aHeMHeH (M. pasznenst 4.2.

us.1.).

B uccnepoBanun HESTIA 3 mamuentsl B Bo3pacTte oT 2 A0 < 18 ner ¢ maccoit tena > 12 go

<24 kr, > 24 no < 48 xr u > 48 Kr nMoJIy4aJyld THKarpeiop B BUJIE AUCIEPTUPYEMBIX TaOJIETOK

st neret qo3upoBkoit 15 mr B nosze 15, 30 u 45 mr, cooTBeTCTBEHHO 2 pa3a B CyTku. Ha

OCHOBAHMU TOIYJIIHUOHHOTO (papmMakokuHeTHueckoro ananusa cpenusas AUC BappupoBaia ot

1095 ar*u/mn no 1458 ar*u/mi, a cpemusis Cmax cocTaBmsuia ot 143 Hr/mn mo 206 Hr/ma B

PaBHOBECHOM COCTOSTHUH. THKarpenop He moka3aH AeTsaMm (cM. pazaens 4.2. u 5.1.).

6. PAPMALIEBTUYECKUE CBOMCTBA
6.1. IlepeyeHb BCIOMOraTeIbHbIX BelIECTB

S npo TabieTKu:

MaHHUTONI;

Kanbuwms rugpodocdar;
KapbokcumeTunkpaxman HATPUS;
IMunposno3a (TuapoKCUITPONTHIILIEIITION03a);
Maruus creapar.

CocTaB IJIEHOYHOU 000JIOUKH:

l'inpomenosa (ruIpoKCUIIPONMIILEIIIIOI03);
Turana quokcun [E 171];

Tanbk;

Makporon 400 (monudTrnieHruKob 400);
Kpacurens xene3a oxcup xentoiit [E 172].
6.2. HecoBmecTHMOCTH

He npumenumo.

6.3. Cpok rogHocTu (CPOK XpaHeHHUs1)

2 roxa.

6.4. OcoOble Mepbl MPEI0CTOPOKHOCTH NMPU XPAHEHUU

Xpanutsb npu Temnepatype Huxe 25°C.

6.5. Xapakrep ¥ coaepkaHue NePBUYHON YIIAKOBKH

ITo 7, 10 nnu 14 TaGneTok B KOHTYPHOU SYEHKOBOM yIaKOBKE U3 IJICHKH IOJIMBUHUIXJIOPUIHOM
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1 (HOIBIH AFOMUHUEBON TMEYaTHOW JIAKMPOBAMHOMU it '1;'():1'5,‘3472?‘55 5L 168 Tashetdk Bo

¢akone nomumepHoMm u3 I[IOHJI ¢ HATSHKHOM KpBILKON € YMJIOTHSIOMIMM 3JIEMEHTOM U
KOHTposiieM mepBoro BckpbiTus u3 [IOBJI. Ha ¢nakoH HakneeHa 3THKeTKa W3 Oymaru
3TUKETOYHOM, I MTUCYEH, WINA STUKETKA CAMOKJIEAIIAsCS.

Ilo 1, 2, 3, 4,5, 6,7, 8 9 um 10 KOHTYpHBIX SYCHKOBBIX YIAKOBOK WM TO 1 ¢akoHy

MOJIMMCPHOMY BMCCTC C JIMCTKOM-BKJIQJIBIIICM B IMAYKE U3 KApTOHA.

6.6. OcoOble Mepbl NPeIOCTOPOKHOCTH TMPH YHUYTOKEHHHM HMCINOJb30BAHHOIO
JIEKAPCTBEHHOI'0 Mpenapara uiH 0TX0/10B, MOJY4YeHHBIX N0c/ie MPUMEHeHUs Npenapara u
JApyrue MAHUIIYJISLHUHU C PeNapaToM

Oco0ble TpeOOBaHMS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA

Poccniickas @enepanvs

AO «DapmnpoexT»

192236, r. Cankr-IlerepOypr, ya. Codwuiickas, 1. 14, mut. A.

Tenedon: +7 (812) 331 93 10

DnekTpoHHas novra: info@pharmproject.com

7.1. IlpencraBuTe/ib Jep:KaTesid PerucTPANMOHHOIO YAOCTOBEPEHUSI HA TePPUTOPUM
Coroza

IIperen3un norpeduTeiell HAOIPABIATE [0 AJIPECY:

Poccuiickas @enepanys

AO «DapMIpoeKrT»

192236, r. Cankrt-IletepOypr, yin. Coduiickas, a. 14, mut. A
Tenedon: +7 (812) 331 93 10

OnexTponHas noyra: info@pharmproject.com

8. HOMEP PEI'UCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

9. IATA NMEPBUYHOM PETMCTPAIIUA (IIOJATBEPXKJIEHHSI PETMCTPAIIUW,
INEPEPETUCTPAIIN)

JlaTa niepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OOmast  xapakTepUCTHKA  JIEKAPCTBEHHOro  mpemapata  Tukarpenop  JOCTyIHAa  Ha

UHPOPMALIMOHHOM TopTaje EBpa3suiickoro SKOHOMHUYECKOTO Cco03a B HWH(POPMAIMOHHO-

KOMMYHUKaIMoHHOU cetn «uTepHeT» https://eec.eaeunion.org/
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