COOTBETCTBYET ZKCNEPTHOMY OTUETY

o1 23.06.2025 N= 15453

OBILASI XAPAKTEPUCTHKA JIEKAPCTBEHIFOFO TIPEITAPATA “02)

1. HAMMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Tukarpenop-AMEJIAPT, 60 mr, TabieTKH, TOKPBITHIE TUICHOYHOW 000JI0UKOM

2.  KAYECTBEHHBIN U KOJIMYECTBEHHBI COCTAB
JlelicTByrOIII€E€ BEMIECTBO: TUKATPETIOP.
Kaxxnas Tabnerka, HOKphITas INIEHOYHOW 000JI0YKOM, coaepKUT 60 M TUKarpenopa.

[TonHbIi IepeyeHb BCIOMOTaTEeIbHBIX BEIIESCTB MPUBEIEH B pazjerie 6.1.

3. JIEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE MNIEHOYHOU 000T0YKOM.
Kpyribie OBOSIKOBBIMYKIIbIE TAONETKH, MOKPHIThIE TUIEHOYHON 000JI04YKOW Oenoro Wid MOuTH

OeJIoro 1BeTa.

4.  KIIMHUYECKHUE JAHHBIE

4.1. Tloxka3aHus1 K NPUMEHEHUIO

[Ipenapar Tukarpenop-AMEJ/IAPT, npumeHsieMblii OZHOBPEMEHHO C aleTHJICAIULINUIOBON
kucnoroit (ACK), nokasas:

. JUTS PO HIIAKTUKH aTePOTPOMOOTUYECKUX OCIOKHEHHH y MallueHTOB B Bo3pacte 18 et u
cTapiue ¢ MH(papKTOM MUOKap/a B aHaMHe3e (MH(papKT MHUOKap/ia MepeHeceH OJUH Toj 1 boee
Ha3aJ]) U BBICOKMM PUCKOM aT€pOTPOMOOTUYECKUX OCIIOKHEHUI;

. TSt TPO(DHITAaKTUKY aTepOTPOMOOTUUYECKHUX OCIIOKHEHUH Y MallueHToB B Bo3pacte S50 jeT u
crapiie ¢ uiemudeckoit 6onesnsio cepamna (MBC) u caxapusiM quaberom 2 tuma (CJ] 2 tuma),
6e3 nHpapkTa MUOKapJa U (WIM) UHCYJIbTa B aHAMHE3€e, IIEPEHECHINX YPECKOXKHOE KOPOHApHOe

BmemareabcTBo (UKB).

4.2.  Pe:xxum 103UPOBAHUS U COCO0 MPUMEHEHUS

PexxuM 103upOBaHUs

[lepen nawamom mpumenenus: mnpenaparta Tukarpenop-AMEIAPT (B xomOunammu ¢ ACK)
NAIUEHTHI JOJKHBI IPEKPATUTh TEKYIIYI0 aHTHArPEraHTHYIO TePaIuIio.

[TatmenTel, npuHUMaromue npenapat Tukarpenop-AMEJIAPT, 10/KHBI €KeTHEBHO NPUHUMATh
ACK B Hu3ko#l momaepxkuBatomieir go3ze (75-150 Mr), eciu OTCYTCTBYIOT CrHEIM(pHUECKUE

IMPOTHUBOIIOKA3aHUA.
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IIpogunaxmuxa amepompombomuueckux ocid ofcnenudW:Il;ayz:zg!i;%é'TbEggjgg;;Jz:'i:g U u

cmapuie ¢ UHGpaApKmom MuoKapoa 8 aHamuese (UHGapkm muoxkapoa nepenecer 00uH 200 u bonee
HA3a0) U 8bICOKUM PUCKOM AMEPOMPOMOOMULECKUX OCTIOHCHEHUL

[Tpuem Harpy3ouHoit m03bl npenapara Tukarpenop-AMEJIAPT e TpeOyercs, pekoMeHIyemast
no3a — 60 mr J1Ba pa3a B CyTKH.

Pexomennyercss jummrenbHas Tepanus npernapatoM Tuxarpenop-AMEJIAPT, kpome ciyuyaes
KJIMHUYECKOH HEOOXOJMMOCTH B JIOCPOYHOW OTMeHe mpemnapaTta (cM. paszen 5.1.). Ombir
pUMEHEHHUs TUKarpenop 60 Mr cBbIIIE TPEX JIET y MAIIMEHTOB ¢ HH(APKTOM MUOKap/a B aHAMHE3¢e
OTCYTCTBYET.

[TaruenTs! MOTYT HauaTh Tepanuto npenaparom Tukarpenop-AMEJIAPT 60 mr aBa pa3a B cyTku
yepe3 OAMH TroJ Tmociae uHapKTa MHOKapjaa, HE3aBUCHUMO OT TpeAIIecTBOBAaBIIEH
aAHTHArperaHTHOM Tepanuu U OT HATMYUS IEPEPHIBOB B TEPAIIUU.

[Tanuentsl, HauaBmue npueM mnpenapara Tukarpenop-AMEJIAPT 90 mr aBa pasa B CyTKu B
nepuo octporo koponapHoro cunjapoma (OKC), uepe3 oauH rog MOTYT IPOJOJDKUATE TEPATTUIO

npenapatoM Tukarpenop-AMEJIAPT 60 mr nBa pa3a B CyTkH 0€3 IIepephIBOB.

Ipogunaxmuxa amepompomboOmMuyeckux OCLONCHeHUll y nayuenmos 6 gozpacme 50 nem u
cmapue ¢ UBC u C/] 2 muna, 6e3 ungapkma muokapoa u (uiu) uHcyibma 6 aHamuese,
nepenecuiux YKB

[Tpuem Harpy3ouHoit 103bl npemnapara Tukarpenop-AMEJIAPT ne tpeOyercs, pekoMeHayeMas
no3a — 60 Mr Ba pasza B CyTKH.

Pexomennyercss muurenbHas Tepanus npernapatoM Tuxarpenop-AMEJIAPT, kpome ciyuaes
KJIMHUYECKON HEOOXOMUMOCTH B IOCPOUHOM OTMEHE mpemnapata (cM. pazaen 5.1.).

IIponyck npuema 003wl

Cnenyer wu3beraTh TNEpephbIBOB B Tepanuu. llanmueHT, NpONMyCTUBIIMK TpUEM MperapaTa
Tukarpenop-AMEJIAPT, nokeH npuHSATH TOJIBKO OJHY Ta0ieTky 60 Mr (CIeayromyio 103y) B
HaMEUYEHHOE BpeMs.

Ipesicoespemennas ommena mepanuu

[IpexxneBpeMeHHasi OTMEHa 000 aHTHArperaHTHOM Tepanuu, BKIIoYas rpenapar Tukarpenop-
AMEJIAPT, MOXeT MOBBICUTh PHUCK CEpPJECYHO-COCYIUCTON CMEPTH, WH(]ApKTa MHOKapJa WIH
WHCYJbTa B pe3yJbTaTe OCHOBHOTO 3aboneBaHusi (cMm. pasnmen 4.4.). Heobxomumo wuzberaTth
MPEXIEBPEMEHHOTO MPEKPAILEHUS ITPUEMa Ipenapara.

Ilepesoo na mepanuio

IIpu nepeBoge mnanweHToB Ha mpemnapar Tukarpenop-AMEIAPT nepByro no3y ciemgyer

HAa3HAYUTDH UCPEC3 24 qaca mocie npucma MOCJIEIHEN TO035I APYroro aHtTuarpe€raHTHoOroO npcerapara.
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(NOCNEQCBATENEHOCTE 0003)

Oco0nie T'pYHOIIbI TAaMEHTOB

Tlayuenmul nodcunozo eospacma

Koppekuust 10361 He TpeOyeTcs (cM. pazaen 5.2.).

Tayuenmsi ¢ HapyweHuem QyHKyuy novex

He tpeOyercs koppekTupoBaTh 03y Npenapara y HalieHTOB ¢ HapyleHueM (G YHKIIUHU MTOYEeK (CM.
paznen 5.2.).

THayuenmoi ¢ HapywieHuem yHKyuu neveHu

UccnenoBanus mpemapara Tukarpenop-AMEJIAPT y namueHToB ¢ HapymieHHeM (QyHKIIUU
MEYCHU TSKEJION CTENeHW HE MPOBOJWIINCH, MPUMEHEHHME IpernapaTa y TaKuX I[allueHTOB
npoTHBONOKa3aHo (cM. pasgensl 4.3. u 5.2.). Madopmanus o MpUMEHEHMH y TAIMEHTOB C
HapymeHneM (QyHKIUH IIEYSHN CPEeTHEeH CTeNeHH TsKeCTH orpannyeHa. He tpedyeTcst koppekuus
J03bI TIperapaTa MalueHTaM C HapylleHHeM (DYHKIHUU MEYEeHU JIeTKOW WM CpelHEd CTeleHu

TspKecTH (cM. pazaensl 4.4. u 5.2.).

eTH
bezonacHocTh 1 3 dexTuBHOCTH npenaparta Tukarpenop-AMEIAPT y nereit mnaame 18 net He

yCcTaHOBJEHBI (cM. pa3aenst 4.3. u 5.1.).

Cnoco0 IIPUMCHCHUA

s npuema BHYTpb.

[Tpenapat Tukarpenop-AMEJIAPT MoxHO npuHUMaTh BHE 3aBUCUMOCTHU OT IIPHEMa MULIH.

JIjis manueHToB ¢ 3aTpyJHEHUEM IIoTaHus TabneTky npenaparta Tukarpenop-AMEJIAPT 60 mr
CIeNyeT H3MENbYUTh JO COCTOSHUS MEJKOrO IIOPOIIKA, pa3sMellarh B II0JOBHHE CTaKkaHa
NUTHEBOM BOJABI M Cpa3y K€ BBIIUTh MOJYyYEHHYIO cycneH3uto. OcTaTku cMelarbh C
JIOTIOJIHUTEIIbHOM TIOJIOBUHOM CTaKaHAa NMUTHEBOM BOABI U BBIIUTH IOJYYEHHYIO CYCIICH3HIO.
CycrnieH3nio MOXKHO TakXke BBOJUTh Yepe3 HazoracTpaibHblil 3001 (CHS win Gomnbiero pasmepa).
[Tocne BBeneHMs CyCIEH3MM HEOOXOIUMO MPOMBITh HA30TacTpPalbHbIM 30HA BOAOHM Ui TOTO,

YTOOBI A03a Mpemnapara nmoJIHOCTBIO IoIiaia B KCJIYA0K IMalluCHTA.

4.3. TIpoTuBomoOKa3aHusi

® FI/IHCp‘{yBCTBI/ITCJ'IBHOCTB K THKarpejaopy Wjinh K J'IIO6OMy U3 BCIIOMOTAaTCIBHBIX BCIICCTB,

IIEPEYUCIIEHHBIX B paszaene 6.1.

. AKTHBHOE NIaTOJIOTHYECKOE KPOBOTEUEHHE

. BuyTpuuepenHoe KpoBOM3IUSHUE B aHAMHE3€E

. [leyeHOUYHAsA HETOCTATOYHOCTD TSAKEIOW CTEIIEHU

: CoBMecCTHOE IPUMEHEHHE ¢ MOIIHBIMU HHTHOUTOpaMu m3ohepmenta CYP3A4 (Hampumep,
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KETOKOHA30JI, KJIApUTPOMUIINH, He(a3010H, PUTOHABUD 'I/w'r'étzz—tllgd;h'tﬁ'“'TEﬂt'H"-' CTh 00

. Hetckuit Bozpact a0 18 et (06e3onmacHOCTh U 3PPEKTUBHOCTD Mpernapara y JaHHOW TPYIIIIbI
NalMCHTOB HE YCTAHOBIICHBI).

. bepemenHnocTh u nepuoa nakTanuu (cM. pasuen 4.6).

4.4. Ocobble ykazaHHsi U MepPbl NPEI0CTOPOKHOCTH MPH NMPUMEHEHUH

C 0CTOPOKHOCTBIO

. IIpenpacnonokKeHHOCTh K Pa3BUTHIO KPOBOTEUEHMs (HAaIpuUMeEp, B CBS3UM C HEIAABHO
IIOJIy4eHHOM TpPaBMOMW, HEJABHO IIPOBEACHHOW oOllepanyed, HapyLIEHUSMH CBEPTHIBAEMOCTHU
KpPOBH, HapylIeHHEM (DYHKIMHM NEUYEHU CPEeTHEH CTENEHU TSHKECTH, aKTHUBHBIM WM HEJaBHUM
ey JOYHO-KUIIEYHBIM KPOBOTEUEHUEM) MIIM HOBBIILIEHHBIN PUCK TPABMBI.

. ConyrcTBytomas Tepanusi HpenapaTamMy, MOBBIIAIOUIMMU PUCK KPOBOTE€YEHHH (T.e.
HECTepOMIHbIE IpOoTUBOBOCHaNUTeNbHbIe npenaparsl (HIIBII), nepopanbHble aHTUKOATYIISIHTBI
u/wim GUOPHHOIMTHKY) B TeueHne 24 yacoB 10 npuema npenapara Tukarpenop-AMEJIAPT.

. [TaneHThI ¢ HapylIeHueM (YHKLUHU IEYEeHHU CPEHEN CTETIEHHU TSXKECTH.

. [laneHTl C€  pHUCKOM  pa3BuUTHS  Opagukapauu  (HampuMep, MalueHThl  0e3
AIIEKTPOKAPANOCTUMYIISITOPA C CHHIPOMOM CJ1a00CTU CUHYCOBOTO y3J1a, C aTPUOBEHTPHUKYJISIPHON
Omokanoit 2-oif mnm 3-eil cremeHH, OOMOPOKOM, CBSI3aHHBIM C OpaaMKapauei); COBMECTHOE
HpUMEHEHHE C pernapaTamMu, ClIOCOOHBIMH BbI3bIBATh Opamukapauio (cM. pasaern 4.4).

. [TarmenTs! ¢ OponxuanbHOM actmoit (BA) u/miu XpoHUUECKoi 0OCTPYKTUBHOM OOJIE3HBIO
nerkux (XOBbJI) B anamHese.

. [TanmenTts! B Bo3pacTe 75 €T U crapiue; MalueHThl ¢ YMEPEHHOW MM TSHKEJION MOYeuHOU
HEJIOCTaTOYHOCTBIO; MAIMEHTHI, TOJyYaloIMe TePAHI0 aHTarOHUCTaMH PELENTOPOB aHTMOTEH3HHA
.

. [TanueHTs! ¢ runepypukeMuen Wi NoJarpu4eCKUM apTPUTOM.

. ComnyTtcTByto1as Tepanusi AMTOKCHHOM; MOIITHBIMU MHIHOUTOpaMu riukonporenHa P (P-
gp) u ymepennsiMu uHruOuTOpamu m3opepmenta CYP3A4 (Hanpumep, BepanaMul ¥ XMHUINH);
CEJICKTUBHBIMU HMHTUOMTOpaMH OOpaTHOrO 3axBaTa CEpOTOHMHA (HAampUMep, MapOKCETHH,

CEpTpaJIvH U IUTAJIONpaM); penapaTtaMu, BIUSIOIMIUMU Ha TeMocTa3 (cM. pazjaen 4.5).

Puck Pa3BUTHUI KPOBOTCUCHUS

[Tpn naznauennu npenapara Tukarpenop-AMEJIAPT nanuenTam ¢ HOBBIIIEHHBIM PUCKOM Pa3BUTHS
KPOBOTEUEHUH CIIENyeT OLEHUTb COOTHOLICHME MOJIb3bl OT MPO(QMIAKTUKU aT€pPOTPOMOOTHUECKUX
OCJIOXKHEHUH M PUCKA Pa3BUTHS KPOBOTECUEHUN.

[Tpu Hanmmumym kMHUYECKUX nokasanuil npenapat Tukarpenop-AMEJIAPT nomken npuMeHSITBCS C

OCTOPO’KHOCTBIO B CIEIYIOIIUX CUTYaIHUAX:
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. [IpenpacmonokeHHOCTh MAIIMEHTOB K Pa3BUTHIO Kp(‘)ELJTG"{ggl’J[ (QHE%HB-CBQQ c Hez[dBHo

MOJIYYEHHOW TpaBMOW, HEAABHO NMPOBEACHHOUN OmNepanyeid, HapyIIeHUsIMA CBEPTHIBAEMOCTH KPOBH,
HapyHuICHUCM (bYHKL[I/II/I IICYCHHU CpeﬂHefI CTCIICHU TAXKCCTHU, aKTUBHBIM WJIM HCAABHUM KCITYJOYHO-
KHIIEYHBIM KPOBOTEUEHHEM) WJIM NAlWEHTHl C TOBBIIICHHBIM PUCKOM TpaBMbl. [IpumMeneHue
npemapata Tukarpenop-AMEJIAPT npoTtuBomnokasano y manieHTOB ¢ aKTHBHBIM ITaTOJIOTUIECKUM
KPOBOTEYCHHEM, BHYTPHUYEPEITHBIM KPOBOM3IMSIHUEM B aHAMHE3€, HapylleHHeM (YHKUIUHU MEeYSHU
TSDKETION cTerneHu (cM. pazzen 4.3.).

. ConyrcTByloniee NMPUMEHEHHE MPENapaToB, KOTOPbIE MOTYT IOBBICUTH PUCK Pa3BUTHUS
kpoBoTeueHus (Hampumep, HIIBII, mepopanbHble aHTHKOATYISHTH W/WIK (PUOPUHOIUTHKH,
npUHUMaeMble B TeueHre 24 4acoB 10 npuema npemnapara Tukarpeaop-AMEJIAPT).

B uccrnenoBanuu ¢ yyactuem 310pOBBIX 100pOBOJIBIEB TPpaHCHY3Usi TPOMOOIIMTOB HE MPUBOAMIIA
K TPEKpameHnio aHTHTpOMOoIuTapHOro 3(ddekra THKarpesopa H, BEpOSTHO, HE OKaXeT
KIMHUYECKOro 3(d@dekra y MNalMeHTOB C KpPOBOTEUEHHEM. TaKk Kak MPH COIYTCTBYIOIIEM
MPUMEHEHUN THKarpeaopa M JECMONPECCHMHA HE YMEHBILIAJIOCh CTaHAAPTHU3UPOBAHHOE BpeMs
KPOBOTEUYEHHsS, TO MAJIOBEPOSATHO, YTO JiecMompeccuH OyaeT 35()(eKTUBHO KymHUpPOBaTh
KJIIMHUYECKH 3HAaYMMO€ KpoBoTeueHue (cM. paszaen 4.5).

AHTHQUOpHHOIUTHYECKAS Tepanusi (aMHHOKAIIPOHOBAs WJIM TpPAaHEKCaMOBasl KHCJIOTA) W/WIA
Tepanusi pekoMOMHaHTHBIM (hakTopoM Vlla Moryt ycunuBath remocras. [locie ycraHoBieHus
MPUYMHBI KPOBOTEUEHUS U €T0 KYTUPOBAHUS MOKHO BO30OHOBHUTH TEPANHIO THKATPEIOPOM

XUPYPruyecKkue BMENaTeaIbCTBA

Ilepen 3amnaHUMpOBAHHOW ONEpalMEN WM HAa4daJoM IIpMEMa HOBBIX IPENApaToB HALUEHTY
cienayer NpouH(OpPMUpPOBaTH Bpaya O TOM, YTO OH MNpPUHMMaeT mnpemnapar Tukarpenop-
AMEJIAPT.

B uccnenoBanuun PLATO y nanueHTOB, MOABEpraBUIMXCS AOPTOKOPOHAPHOMY HIYHTHPOBAHUIO
(AKII), mpum mnpuMeHEHHH TUKarpeaopa ObuUIO Oosbllleé KPOBOTEUYEHHWH B CpPaBHEHUU C
KJIONIUIOTPEJIOM IIPU IIPEKPAIICHUH TEPANNH 33 OAWH ACHb J0 XUPYPTHYECKOr0 BMEIIATENIbCTBA,
HO 4acTOTa pa3BUTHUS OOJBIIMX KPOBOTEUEHUH MOCIE OTMEHBI TE€paIuy 3a 2 win Oosee AHEH 10
XUPYPTUYECKOr0 BMEIIaTeIbCTBA ObLIa CXOHOM B CPABHEHUH C KIJIOMUAOTpENIoM (CM. pazjien 4.8).
Ecnu nanpeHT nosisepraercs jaaHOBON ONEpalliy U HeXKeJlaTeJIeH aHTUTPOMOOTHYECKH I AP deKT,
To Tepanuto npenapatoM Tukarpenop-AMEIAPT caengyer npekpatuTs 3a 5 1HER 10 onepanuu
(cM. pasnen 5.1).

ITaneHTHl ¢ paHee IepEeHECEHHBIM HIIEMHUISCKUM MHCYIHTOM

[Tanmenter ¢ OKC ¢ paHee mNepeHECEHHBIM HWIIEMUYECKHM HMHCYJIBTOM MOTYT IPUHUMATh
npenapat Tukarpenop-AMEJIAPT B Teuenue 1o 12 mecsues (uccienoanue PLATO).

B uccnenoanus PEGASUS (nmaumentsl ¢ uH(papkToM Muokapaa B aHamuese) U THEMIS
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UIIEMHYECKUM HHCYIbTOM. [l03TOMY, MpU OTCYTCTBHH NaHHBIX CIEIYyEeT C OCTOPOKHOCTBHIO
MPOBOAMTH TEPANHUIO UTUTEIBLHOCTRIO Ooiee 1 roxa (A manmueHToB ¢ MHPApPKTOM MHUOKapaa B
aHaMHe3e).

ITaueHThl ¢ HApYIIEHUEM d)VHKHI/II/I MICYCHU CPEJHEN CTEIEHU TXKECTHU

Onwir mpumenenust npenapara Tukarpenop-AMEJIAPT y namuentoB ¢ HapymieHHeM (YHKITUH
NEeYeHH CPeJHEN CTENeHM TSDKECTH OTpaHUueH, MOATOMY CIEAYeT COONII0JaTh OCTOPOKHOCTH (CM.
pazmensl 4.2. m 5.2.). Ilpumenenue mnpenapara Tukarpenop-AMEIAPT mnportuBomokazano y
MAIMCHTOB C HapylIeHHeM (DYHKIINU TICUeHU TsDKEIoH cTernenn (M. pasaenst 4.2.,4.3. u 5.2.).

Bbpaanapurmus

[Ipu cyrounoM MoHUTOpHUpOBaHUHU IekTpokapauorpamMmbl (OKI') mo Xontepy oTmedeHO
MOBBIIICHHE YaCTOThl, B OCHOBHOM OECCHMIITOMHBIX JKEIYJOYKOBBIX Tay3 BO BpeMsl Teparuu
TUKarpeJiopoM IO CpaBHEHHWIO C KionmuaorpenoM. B wmccrnemoBanusix ¢assl 3 mo omueHke
6e3omacHOCTH M A(PPEKTUBHOCTH THKArpeiaopa, SBICHUS OpaguapuTMHU PETUCTPUPOBAIHA CO
CXOXeH 4acTOTOM JIJIsl TUKArpenopa U mpenaparoB cpaBHeHus (ruianedo, kiaonugorpen u ACK).
[TarueHTHl € TOBBIMIEHHBIM PUCKOM pa3BUTHS Opaiukapauu (HampuMep, MalHueHThl 0e3
AIIEKTPOKAPANOCTUMYIISTOPA, Y KOTOPHIX JUArHOCTUPOBAH CUHJIPOM C1a00CTH CHHYCOBOTO Y311a,
aTPUOBEHTPUKYJIApHAs OJoKajga cepAma 2-od wiM 3-eid CcTeneHu, OOMOpPOK, CBSI3aHHBIN C
Opanukapaueil) ObUTM MCKIIIOUEHBI U3 HMCCIEAOBAHUN THKArpenopa Mo H3YYEHHUI0 HCXOOB.
[ToaTOMYy, B CBSI3W C OTPAaHUYEHHBIM KIMHHUYECKUM OIBITOM IPUMEHEHUs Ipenapara y 3THX
MAIMEHTOB PEKOMEHIYETCS C OCTOPOKHOCTBIO Ha3HAaYaTh UM TUKarpenop (cm. paszgen 5.1).
Takxe cienyer coOM0aTh OCTOPOXKHOCTH IPU COBMECTHOM IPUMEHEHMM Ipernapara
Tuxarpenop-AMEJIAPT ¢ mnpemaparamu, crnocoOHBIMHM BbI3BaTh Opaaukapauio. OIHAKO B
ucciaenoBann PLATO He oTMeuanoch KIMHMYECKH 3HAUMMBIX HEXKENATENbHBIX PEaKIUi Mpu
COBMECTHOM NPHMEHEHHH C OJHHUM UM Oojee MpemnapaTaMd, KOTOpbleé MOTYT BBbI3BaTh
Opanukapauio (Harpumep, 96 % nanueHToB OJHOBPEMEHHO MPUHUMAIK OeTa-aapeHOo0I0KaTOPHI,
33 % — OnoKaTopbl «MEIJIEHHBIX» KalbIIMEBbIX KaHAJOB, AWJITHA3eM U Bepamamuid, u 4 % —
JTUTOKCHH) (cM. paznen 4.5).

B xone cybananuza B uccienosannu PLATO c ucnonszoBanuem cyrouHoro Mmouutopuposanust DKI°
no XoJiTepy B IpyIle TUKarpeiopa Mo CpaBHEHUIO C KIOMUAOTPEIOM OOJIbIle MAllMeHTOB B OCTPOH
daze OKC mmenu kemyqoukoBbIe Tay3bl > 3 cekyH[. [IOBBIIIEHHE YHWCIIa JKETYyJA0YKOBBIX Tay3,
3apEerHCTPUPOBAHHBIX C TIOMOILBIO CyTOYHOro MoHUTOpHUpoBaHus DKI' mo Xonrepy, Ha hoHe nmpuema
THKarpenopa OTMEYaJoCh Yalle y MAlHEeHTOB C XPOHMYECKOM CepleYHOM HEeIO0CTAaTOYHOCTHIO MO
cpaBHEHHIO ¢ 00mIeil momynsnued B octpor gaze OKC, HO He B MEpBbI MecsI TEpanuyd UIH 0

CPAaBHCHUIO C KIIOIIUIOTPCIIOM. Hay3BI Y 9THUX MAOUCHTOB HE COIPOBOXAAIMCH IOCICAYIOIIUMU
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HCXKCIAaTCIbHBIMU KIMHUYCCKUMU IMOCJICACTBUAMU (IHIUIFO&%:L %6'1\}_(%15”&)[-' T )’JZ‘TaHéBKy

3JEKTPOKAPANOCTUMYJIIATOPA).

[Ipy NOCTMAapKETMHIOBOM IIPUMEHEHHM THKAarpeiaopa OTMEYEHbl Ccllydyau OpaauapuTMuUu U
ATPUOBEHTPUKYJISIpHOU Osokazpl (cM. paszmen 4.8.), mpeumymiecTBeHHO y namueHToB ¢ OKC, mpu
KOTOPOM HILIEMHUS MHOKapAa M CONYTCTBYIOIUMN IPUEM MPENapaToB, CHWKAIOUIMX YacTOTYy
CepJECUHbIX COKpAIlCHUH WM BIMAIOLMX Ha IMPOBOAMMOCTb, MOTEHIMATbHO MOIJIM OKa3bIBaTb
BIMsHUE. [0 KOppEeKLMU Tepaluy B Ka4€CTBE BO3MOXKHBIX IPHUYUH CIIEAYET OLEHUTh KIMHHUYECKOE
COCTOSIHUE MallMEHTa U COMyTCTBYIOLINE JIEKAPCTBEHHbIE PENaparsl.

Oppiika

Co001manoch 0 pa3BUTUHU OJBIIIKH Y MMAlMEHTOB, MPUHUMABIINX THKAarpeaop. Opplinika 00bIYHO
CJ1aboi WM yMEPEHHOW BBIPAKEHHOCTH, YAaCTO MPOXOAUT 0€3 MPEKpalIeHUs] Tepanun. Y MalueHTOB
¢ 6ponxuanpHOi acTMOI/XOBJI MokeT ObITh MOBBIIMIEH A0CONIOTHBIA PUCK OJBILIKU IPU IpUEME
tukarpesop (cm. paszen 4.8.). Tukarpenop ciaenyer NpUMEHSATh C OCTOPOKHOCTBIO y MALIUEHTOB C
OponxuanbHOi actmoit w/umu XOBJI B anamHe3e. MexaHW3M OJBIIIKH TIPU MPUEME THKArpeiopa He
BeIsicHeH. Ecnii Bo Bpemsi mpumeneHus npenapata Tukarpenop-AMEJIAPT y manuenTa Bo3HHKIA
OJIBIIIIKA, VIJTH ATIU30/1bI PaHee CYIECTBOBABIICH OBIIIKYA CTAHOBSATCS 00Jiee MPOIOJHKUTEIIbHBIMU UITH
BBIPa)KEHHBIMH, HEO0XOIUMO IIPOBECTH IOJIHOLIEHHOE 00CIIeI0BaHKE, U B ClIyyae HEIIEPEHOCUMOCTH,
IpUEM IIpernapaTa cienyeT IPEeKPaTUTh.

IHeuTpaabHoe arrHoOd cHA

Coo0manoch 0 ciydasx [EHTPaJbHOrO alHoOd CHA, BKJIIOYas apixanue Yeitna-Crokca, mpu
MOCTMapKETUHIOBOM MPUMEHEHUU Ipenapara Tukarpenopa. [Ipu nmogo3peHnu Ha HEeHTpalbHOE
aIHOd CHA CIEAYeT OLEHUTh HEOOXOAMMOCTh JAadbHEHIIero KITMHNYECKOro 00CIeI0BaHusl.

IToBuITIIEHNE KOHIICHTpAaIlUU KPpCaTUHUHA

Ha ¢one Tepanuu TukarpesopoM KOHIICHTPAIMS KpeaTHHUHA MOKET

noBbIlIathes (cM. paszaen 4.8.). MexanusMm 3toro 3¢dexra HensBecteH. ONEHKY QYHKIIUU MOYEK
HEOOXOUMO MPOBOJIUTH B COOTBETCTBUU C PYTHHHOW KIIMHUYECKOM MPAKTUKOU. Y MAlMEHTOB C
OKC oueHKy (QyHKIMHM MOYEK PEKOMEHAYETCS TaKKe MPOBOAMUTH 4Yepe3 MecdAll Mociie Haudaja
Tepanuu TUKArpeJIopom, oopaias 0co00e BHUMaHHUE Ha MAllMEHTOB B BO3pacTe 75 JIET U cTapiie,
MAlMEHTOB C YMEPEHHOW WJIM TSAXKEJIOM MOYEYHON HEIOCTATOYHOCTHIO U MOJYYAKOUIUX TEPATHIO
AHTArOHUCTAMU PELENTOPOB aHrnoTeH3uHa II.

IIoBBINIEHHE KOHIIGHTPAIIMH MOYEBOM KUCIIOTEI

Ha done tepanuu TUKarpeiaopoM KOHIICHTPAIMS MOYEBOW KHUCIOTHI MOXKET TOBBIMIATHCS (CM.
pa3nen 4.8). Heo6xoaumo coOurofaTth OCTOPOKHOCTh Y MAllMEHTOB C THIEpypUKEMHUEH HIIN
NOJarpuyecKuM apTpUTOM B aHamMHe3e. B kauecTBe NMpPEeBEHTHMBHON Mepbl cieqyeT u30erarb
IPUMEHEHHS THKarpeaopa y MaueHToB ¢ THIepypUuKeMUyeckoi HedpornaTHen.

TpomboTrueckas TpomoOormroneHuueckas nypiypa (TTII)
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TTII na dhoHe MpUMEHEHHUs THKarpeaopa OTMeHaIach d@gﬁ:a&%g ETFI%QEJBIIQCI %é%%%;!ﬁLIM

Y OTYETY

COCTOSTHUEM W TPeOyeT He3aMeTUTEILHOTO JICUCHHUS.

Bausuue Ha PE3YIBbTATHI Ha6ODaTODHBIX I/ICCJIGZLOBEIHI/Iﬁ

Ananuz mpomboyumapHou QyHKyuu 6 pamkax OUASHOCMUKU 2eNnapuH-uHOYYUPOSAHHOU
mpomboyumonenuu (I' UT)

VY nauueHToB, IPUHUMABIINUX TUKArpesnop, ObUIN MOIYYEHbI JIO)KHOOTPULATEIbHbIE PE3YIbTaThI
aHanmu3a TpoMmOonuTapHoi ¢yHkuMM B pamkax auarHoctuku I'UT. Ot1o cBszaHo ¢
MHTUOMPOBAHUEM THKarpeaopoM peuentopoB P2Yi12 TpoMOOLMTOB 310pOBBIX JIOHOPOB IpU
IIPOBE/ICHUHN TeCTa B CHIBOPOTKE/IJIa3Me€ KPOBU HalMeHTa. [Ipu MHTeprnperanuu pe3yibTaToB
aHaim3a TpoMmOomuTapHoW GYHKIMU B pamkax guarHoctukun [UT crnemyer yduThIBaTh
UH(OPMALIUIO O COMYTCTBYIONIEH TEPaNuu TUKArPEIOPOM.

ITepen paccMOTpeHHEM BO3MOYKHOCTH OTMEHBI IIPUEMA TUKArpesnopa ClefyeT OUEHUTh I0Jb3y U
PHUCK TNPOJOJDKEHUS Tepalnuy, NpUHUMAas BO BHUMAaHHE U NPOTPOMOOTHYECKOE COCTOSIHHME
Beaencteue 'UT, u noBBIIEHHBIH PUCK KPOBOTEUEHMs] Ha (POHE COBMECTHOIO NPUMEHEHUS
AQHTUKOATyJISIHTA U TUKarpenopa.

IIpouas I/IH(bODMaI_II/IH

Ha ocHoBanuu HaOmronaemoit B uccienoBannu PLATO B3auMocBsi3u Mexy MoAepKUBaroIei
no3oit ACK 1 oTHOCHTEIbHOH 3()(hEeKTUBHOCTHIO THKArpeIopa Mo CPaBHEHHUIO C KIOMUIOTPEIIOM,
coBMecTHOe mpuMeHenue tukarpenopa u ACK B BbICOKOW mojepxuBaromieii no3e (Ooiee
300 Mr) HE peKOMEHTyeTCs.

CoBmectHOe npuMeHeHue mnpenapara Tuxarpenop-AMEJIAPT ¢ MomHBIMH HHrHOUTOpamMu
CYP3A4 (mampumep, KETOKOHA30J, KIAPUTPOMHIIMH, He()a30/l0H, PUTOHABHP W aTa3aHABUP)
MPOTHUBOIIOKA3aHO (CM. pa3nen 4.3), Tak Kak OHO MOKET MPUBECTH K 3HAYUTEILHOMY MTOBBIIIICHUIO
HKCIO3ULIUY TUKarpenopa (cM. paszaen 4.5).

CoBMecTHOE TpUMEHEHHE THKarpenopa ¢ MolHbIMH uHAyKTopamu CYP3A4 (manpumep,
pudaMnunuH, EeHUTOMH, KapbamazenuH U (QeHodapOuTall) HE pEeKOMEHAYEeTCs, TaK Kak HuX
COBMECTHBIN MPUEM MOKET CHMXKATh AKCIO3ULUIO U 3P(EKTUBHOCTh THKArpesnopa (CM. pasjen
4.5).

CoBmecTHOE MpHMeHeHHe Tukarpenopa u cyocrpatroB CYP3A4 ¢ y3kuMm TepaneBTHYECKUM
MHACKCOM (HampuMmep, LU3alpHA W alKaJOMJIbl CIOPbIHBM) HE PEKOMEHAYeTcs, TaK Kak
TUKarpeaop MOXKEeT YBEIMYUTh OHKCHO3MIMIO 3TuUX mpernapaTtoB. COBMECTHOE MNpPUMEHEHHE
TUKarpesiiopa ¢ CHMBAaCTaTHHOM HJIM JIOBaCTaTUHOM B 03€ Ooisiee 40 Mr He peKoMeHIyeTcs (CM.

pazznen 4.5).
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[Ipy CcOBMECTHOM NPUMEHEHUM JUTOKCHHA |HU THKE{}‘?;;%UBEJ&%GBI@HBQ;II -ll_'ﬁia'lrelullﬁhmﬁ

KIMHUYeCcKHi 1 JabopaTtopHbiii MoHUTOpUHT (UCC M, MpyU HANWYMK KIMHUYECKUX IMMOKa3aHHIA,
taroke DKI' 1 KOHIIEHTpaIuu AUTOKCUHA B KPOBH).

Her naHHBIX O COBMECTHOM NpPHUMEHEHUHU THKArpeiopa ¢ MOUIHBIMH HMHTHOuUTOpamu P-gp u
ymepeHHbiMu uHrHOUTOpaMu CYP3A4 (Hampumep, BepanaMuil U XHHHJIUH), KOTOPbIE MOTYT
MOBBICHTB AKCIIO3UIUIO TUKArpenopa. Eciau Henb3s n30exars MX COBMECTHOTO IPUMEHEHUS, OHO
JIOJKHO OCYIIECTBIISITHCS C OCTOPOKHOCTBIO (CM. pazaen 4.5).

JlocpodyHoe mpeKpanieHue Tepaluu

Jocpounas oTMeHa 11000 aHTHArperaHTHOM Teparuu, BKIYas TUKArpeaop, MOKET MOBBICUTH
PHCK CepACYHO-COCYUCTOM CMEPTH, HH(APKTa MUOKAp/Ia UIIM MHCYIJIbTA B PE3yJIbTaTe OCHOBHOTO

3aboneBanusa. HeoOxonumo u3berars MpexIeBPeMEHHOT0 IPEKpaIleHHs IIpHUeMa IpenapaTa.

4.5. B3aumoneiicTBHe ¢ JAPYrMMH JIEKADCTBEHHBIMHU IMpenaparamMd W JApyrue BHJbI
B3aUMO/1eCTBUSA

Tukarpenop, rmaBHeIM o00Opa3om, sBisercs cybcrparom uzopepmenta CYP3A4 u cnaObim
unruoutopom m3odepmenta CYP3A4. Tukarpesnop Taxxke aBisercs cyoctparom P-gp u cnabbim
uHrHOUTOpOM P-gp M MOKET yBeTHUMBATh SKCIO3ULIKIO cyOcTpaTtoB P-gp.

Biusinue Apyrux jgexkapcTBEHHBIX MPENapaToB Ha THKArPesIop

Hneubumopor CYP3A44

. Momnsie uarn6utopsl CYP3A4: coBMecTHOE MpUMEHEHUE KETOKOHA30J1a C THKArperIopoM
yBenuuuBaeT Cmax (MAaKCUMaJIbHYIO KOHIIEHTpaluio B miazme kpoBu) 1 AUC (rutommanpe noa KpuBon
3aBUCHUMOCTH KOHIIEHTpALMM OT BpeMeHH ) TUKarpenopa B 2,4 u 7,3 pa3a coorBeTcTBeHHO. Cmax 1 AUC
aKTHBHOIO MeTaboyuTa cCHIXaTCs Ha 89% u 56% cooTBeTCTBEHHO. [lpyrue MOIIHbIE HHTHOUTOPBI
CYP3A4 (xnaputpoMuiuH, He(a3oJOH, PUTOHABHP M aTa3aHaBHUp) OyAyT OKa3bIBaTh TAaKHE K
3¢ eKThl, M03TOMY COBMECTHOE NpHUMeHeHHe MOIIHBIX HHruouropos CYP3A4 c¢ Tuxarpemopom
MIPOTUBOIIOKA3aHo (cM. paznensl 4.3. u 4.4.).

. Ymepennsie uHru6uTopsl CYP3A4: coBMecTHOE MpUMEHEHUE AUITHA3EMa C THKArPEIOpoOM
yBenmuuuBaeT Cmax THKarpenopa Ha 69 %, a AUC B 2,7 pa3a, u cHWKaeT Cmax aKTHBHOTO
MmeTtabonuta Ha 38 %, a AUC He MeHseTcs. Tukarpenop He BIUsSeT Ha IU1a3MEHHbIE KOHLEHTPALUN
muntrazema. [pyrue ymepenusie HHruoutopsl CYP3A4 (Hampumep, aMIipeHaBUp, alpenuTaHT,
IPUTPOMUIINH, (PIyKOHA301) OYyAYT OKa3bIBaTh CX0XkHE dPPEKThI, M X TaKKe MOKHO Ha3HAYATh
OJIHOBPEMEHHO C TUKAIPEIOPOM.

. [Tpu exxemHeBHOM yrTOTpeOIIeHUH O0IBIIUX 00BEMOB TpeindpyTroBoro coka (o 200 mi 3 paza

B HCHB) OBIJIO OTMEYEHO 2-KpaTHOC YBCJIMYCHUC SKCIIO3UIINU THUKArpejaopa. O)KI/II[aeTCH, YTO TaKO€
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YBEJIMUEHHE HKCHO3UIMM THKArpenopa HE HMEET Knnﬁ%&gﬁﬂ%‘?ﬁ&ﬁﬂt%' SGhbmrtTea

HalUeHTOB.
Hnoyxmopwr CYP3A

CoBMmecTHOE TpuMEHeHHe prudaMITUIMHA ¢ TUKarpesopoM cHkaeT Cmax 1 AUC Tukarpeinopa Ha
73 % u 86 % cooTBeTcTBEHHO. Cmax aKTUBHOTO MeTabonuTa He MeHseTcs, a AUC moHmkaeTcs Ha
46 %. Npyrue ungykropsl CYP3A (nanpumep, ¢penurouH, kapdamasenut u peHodapobura), mo-
BUAMMOMY, OyyT CHIKATh SKCHO3HULNIO THKarpeaopa. CoBMECTHOE MPUMEHEHHE THKAarpeaopa ¢
MomHbIME  MHAYKTOpaMu CYP3A Moxer yMeHbIIATh OKCHO3UIMID H 3 (HEKTUBHOCTH
TUKarpenopa, modToMy ciieyeT u30eraTb MX COBMECTHOTO IPUMEHEHUS C TUKArpesiopoM.
Huxnocnopun (uneubumop P-gp u CYP3A)

CoBMecTHOE ITpuMeHeHHe LukiocnopuHa (600 Mr) ¢ TukarpenopoM yBenuuuBaeT Cmax 1 AUC
Tukarpenopa B 2,3 u 2,8 pa3 coorBercTBeHHO. [Ipum sToM ormeuarorcs yBennuenue AUC
akTUBHOIrO MetabonuTta Ha 32 % u cHkeHue Cmax Ha 15 % B NpUCYTCTBUU LIUKJIOCIIOPHHA.

Her maHHBIX O COBMECTHOM NMPHUMEHEHUH THKArpesiopa ¢ ApyruMi MOIIHBIMHA UHrHOHTOpamu P-gp u
ymepenHbiMu uHTHOMTOpamMH CYP3A4 (Hampumep, BepanmaMuwi W XUHHIWH), KOTOPbIE MOTYT
IMOBBICUTH J3KCIIO3ULHUIO THUKArpejopa. Ecnu Henp3s n30exars MX COBMECTHOIO MMPUMEHCHU, OHO
JIOJKHO OCYIIECTBIISITHCSI C OCTOPOXKHOCTBIO (CM. pazfen 4.4.).

pyaue npenapamoi

[Io pe3ynbTaram wHccneAOBaHUN (PapMaKOIOTHUYECKUX B3aUMOJICHCTBUN COMYTCTBYIOIIEE
IPUMEHEHUE THKarpeiopa ¢ remnapuHoM, 3HokcarnapuHoM M ACK wmiam necmonpeccMHOM He
BIIMSAET Ha TMapaMeTphl (PapMaKOKUHETHKH THKAarpeiopa, €ro AakTUBHOTO MeTabojauTa |
aneHosuHaudochar-unaympoBannyo (AD-uHayIMPOBaHHYIO) arperanuio TpomoOoiuToB. B
Clly4yae HaJu4Ms KIMHUYECKUX MOKa3aHUI K Ha3HAaYEHUIO IPenaparoB, BIMUSIOUMX HA FEMOCTa3,
OHU JIOJKHBI TPUMEHATHCS C OCTOPOKHOCTHIO B KOMOMHAIIMM C TUKArpeiaopom (cMm. pasnen 4.4).
OTMeueHO 3aMeIJIEHNE W CHIDKEHHUE YKCIO3UIIUU MEePOPATbHBIX MHTHOUTOPOB P2Y 12, BKITtOUas
TUKArpeIop U ero akTHBHBIA MeTaOOJHUT, Y MAIMEHTOB, IMOJYYaBIIUX TEPANUi0 MOPPHUHOM
(CHIKEHUE SKCIO3UIIMK THKarpenopa npubnuszutenbHo Ha 35 %). JlaHHoe B3ammojeicTBHE
MOKET OBITh CBSI3aHO CO CHIDKEHHEM MOTOpPHUKH kemyaouHo-kuineuyHoro tpakta (OKKT) u
MOATOMY MPUMEHUMO K JAPYTUM omnuougaMm. KnuHudyeckas 3HAYMMOCTh HEU3BECTHA, HO JIaHHbBIC
YKa3bIBalOT HA BO3MOXKHOCTh CHWXEHUS J(P()EKTHUBHOCTH THKArpeiopa y TMalHeHTOB,
OJIHOBPEMEHHO TMolNydaromux Tukarpenop u mopdun. Y mnamueHtoB ¢ OKC, y KoOTOphIx
npuMEeHeHne Mop(HuHAa HeIb3s OTCPOUUTh U ObIcTpoe uHruOMpoBanwe P2Y1» cumraercs
KPUTUYECKH BaXXHBIM, MOXXHO pPacCMOTPETh BO3MOXKHOCTh TPUMEHEHHSI TapeHTEPaTbHOTO
uHruourtopa P2Y12.

BausHue THKarpenopa Ha Apyrue JeKapCTBEHHEIE IpenapaThl
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® Cumsacmamun. COHYTCTBYIOH.IGG OPpUMCHCHUC TUKArpeiopa U CMMBACTATHHA IOBLIIIACT

Cmax 1 AUC cumbactatuna Ha 81 % u 56 % coOTBETCTBEHHO, U yBeIMUUBAECT Cmax 1 AUC
CUMBAaCTaTHHOBOW KHUCIIOTHI HA 64 % 1 52 % COOTBETCTBEHHO, IPU ITOM B HEKOTOPBIX CIydasx
9TH MOKAa3aTeNu MOBbIIaTcs B 2—3 paza. CoBMECTHOE MPUMEHEHUE CUMBACTaTUHA B JI03€ BhIIIIE
40 Mr CyTKM C THUKarpejopoM MOXKET NPUBOAUTH K PA3BUTHIO HEXKENATEIbHBIX pPEaKUUil Ha
CUMBACTaTHH, II0O3TOMY HEOOXOAUMO OLIEHUTh COOTHOLIEHUE NOTEHLUAIBHOIO PUCKA U MOJIB3BI.
CuMBacTaTUH HE BIMSUI Ha IUIA3MEHHYIO KOHIIEHTpalMio Tukarpeiopa. Cxoskee BIUsSHUE
TUKarpeaop MOKET OKa3blBaTh Ha JioBacTaTWH. He pexomMeHayeTcsi COBMECTHOE NMPUMEHEHUE
TUKarpeaopa ¢ CHMBACTaTUHOM MJIM JIOBACTATUHOM B J103€ cBbIle 40 MT.

® AmopeacmamuH. COHYTCTBYIOH.ICG IMPUMCHCHUC aTOPBACTATHHA U TUKAI'PCIOpa MOBLIIIACT

Cmax 1 AUC aropBactatuHOBOM KuCiHOTHI Ha 23 % u 36 % coorBercTBeHHO. IlomoGHoe
yBenuueHue 3HaueHU Cmax 1 AUC Habmromaercs Ui Bcex MeTa0OJIMTOB aTOpBacTaTHHOBOM
KHUCJIOTBI. DTO MOBBIIICHUE MPU3HAHO KIMHUYECKH HE3HAUYNMBIM.

. Cxoxee BIMSAHUE Ha Jpyrue cratuHbl, meradbommsupyembie CYP3A4, He MOXeT OBITH
uckimoueHo. B wuccrnenoBannn PLATO mnanueHTtsl, Mojdy4aBIIMe THUKarpejaop, NPUHUMAIN
pa3IMyYHbIe CTATUHBI IPU OTCYTCTBUH KaKHX-THOO0 OMaceHU OTHOCUTENbHO Oe30macHocTh Y 93 %
MAIUEHTOB, IPUHUMABIIUX MPENapaThl 3TOW TPYIIIIHL

Tuxarpenop — cnabeiii wHrHONTOP mM30(epmenta CYP3A4. CoBmecTHOE IpHMEHEHHE
Tukarpenopa u cyoctparoB uzopepmenta CYP3A4 c y3kuM TepaneBTUYECKUM HHAEKCOM
(Hampumep, MHU3ANpPUl UK alKaJOWuJbl CHOPHIHBHM) HE PEKOMEHIYETCs, TaK KaK THKarpenop
MOKET YBEITMYMBATH SKCIIO3UIMIO ITUX TPEIapaToB.

Cyocmpamul P-gp (6xntouas OueoKcuH, YUKI0CHOpuH)

ConyrcTByloliee MpUMEHEHHE TUKarpeaopa ¢ JUrOKCHHOM MOBbIMAn0 Cmax 1 AUC nurokcuna
Ha 75 % u 28 % cooTBeTcTBEHHO. [Ipy COBMECTHOM NpHUEME C TUKArpeIopoM CpelHEe 3HAUCHUE
MHUHHUMAJIbHOW KOHIICHTPAIUM JUTOKCUHA YBenn4uuBaaoch Ha 30 %, B OT/IETBHBIX CIIy4asX B JBa
pa3za. Cmax 1 AUC Tukarpenopa u €ro akTUBHOTO METa0OJIMTa NMPU MPUMEHEHNUN JUTOKCHHA HE
U3MEHSUCh. [loATOMY peKoMeHAYyeTCsS MPOBOAUTH COOTBETCTBYIOIIMN KIWHUYECKUM W/UITU
1ab60paTOPHBII MOHUTOPHUHT TIPU OJTHOBPEMEHHOM MPUMEHEHHH TUKarpenaopa u P-gp-3aBucuMbIxX
MPEnapaToB ¢ Y3KUM TEPANEBTUICCKUM WHIEKCOM, TAKUX KaK TUTOKCUH U ITUKIIOCTIOPHH.

He oTmeueHo BiausHUS THKarpeiopa Ha KOHIIGHTPAIIMIO IMKIIOCIIOpUHA B KpOBU. BrnmsHue
TUKarpenopa Ha JIpyrue cyoctpatsl P-gp He n3y4anocs.

Jlexapcmeennvie npenapamol, memaboausupyemole uzogpepmenmom CYP2C9

ComyTcTByIOIIIeE TMPUMEHEHHE THUKArpeiaopa W ToJa0yTaMujaa HE MEHSUIO IUIa3MEHHBIS

KOHIICHTpAalluK HU OAHOI'O U3 3TUX IIPCIapaToB, YTO CBUACTCIBCTBYET O TOM, UTO TUKAIr'pCJIOp HE
5
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OTIOCpEI0OBAaHHBII MeTabo0JIN3M IPEenapaToB, TAKUX Kak BappapuH U TOJIOyTaMUI.
Pozysacmamun

Tukarperop MOXeT BIMSATh Ha BbIBEJICHHWE pO3yBacCTaTUHA IIOYKAMH, YBEJIMYMBAs PHCK
KyMYJSIUU po3yBacTaThHA. XOTS TOYHBIA MEXaHH3M HE HM3BECTEH, B HEKOTOPBIX CIIydasx
OJTHOBPEMEHHOE NMPUMEHEHHE TUKArpesiopa U po3yBacTaTUHA NPUBOANIO K CHIDKEHUIO (PYHKIIUU
MOYEK, MOBBIIICHUIO aKTUBHOCTH KpeaTHH(POCHOKHHAZHI U padIOMHUOIIU3ZY.

OpanvHole KOoHmMpayenmugol

CoBMecTHOE NMPUMEHEHHE THUKarpesiopa, JeBOHOPrecTpesaa M 3TUHUIIICTPAANUONIA YBEIHMYMUBACT
HKCMO3ULMUIO ATHHWIACTpaauona npumepHo Ha 20 %, HO He BiuseT Ha (HapMAKOKUHETHKY
aeBoHoprecTpena. He okupgaercs KIMHAYECKH 3HAYMMOTO BIMSHUS Ha A(PQPEKTUBHOCTD
KOHTpALICTIIUU TpPU OJHOBPEMEHHOM TMPUMEHEHUH JI€BOHOPrecTpesa, STUHWIAICTPAAUONa U
TUKarpenopa.

Jlexapcmeennvle npenapamol, cCnocobHbvle 8b136aMb OPAOUKAPOUIO

B cBs3u ¢ BBISIBICHHEM, B OCHOBHOM, OECCUMITOMHBIX JKEITYJIOYKOBBIX IMay3 U OpaguKapIu,
clenyeT C OCTOPOXKHOCThIO IpuHUMAaTh npenapar Tukarpenop-AMEJIAPT oxHoBpemeHHO ¢
JICKapCTBEHHBIMHU CPEJICTBAMHU, KOTOpBIE CIIOCOOHBI BbI3BaTh Opamukapauio (cMm. pasnen 4.4).
Opnnako B mccnenoBanuu PLATO He HaOMr0Manoch KIMHHYECKH 3HAYMMBIX HEKEIATEeIhHBIX
SIBJICHUW TP COBMECTHOM NPUMEHEHHWH C OJHUM WiH OoJiee mpenapaTamMy, KOTOPBIE MOTYT
BbI3BaTh Opanukapauio (Hampumep, 96 % mNanueHTOB OJHOBPEMEHHO NpUHUMANH Oera-
aapeHoOnokatopsl, 33 % — OJOKATOpHl «MEIJICHHBIX» KalbIMEBbIX KaHAIOB, AUITHA3eM U
Bepanamui, u 4 % — TUTOKCHH).

pyzas conymcmeyiowas mepanusi

B KIMHHYECKUX MCCIIEN0BAHUAX TUKArPEJIoOp NMPEUMYILECTBEHHO Ha3Haudacst coBMecTHO ¢ ACK,
WHTHOUTOpAaMU TPOTOHHOM TOMIIBI, CTaTHHAMHU, OeTa-aJpeHOOIOKaTOpaMH, HWHTHOUTOpaMU
AQHTMOTEH3WHIIPEBpaIIaoIero pepMeHTa U aHTarOHUCTAaMU PEIenTOpoB aHruoreHsuHa Il B
paMKax JUIMTEIbHOrO IprueMa JUIsl JIeYEeHUS COIYTCTBYIOIINX 3a00JIEBaHMM, a TAKXKe C FeMapruHOM,
HU3KOMOJIEKYJISIPHBIMH TelapuHamMu, uHruOuTopamu rimkonporenHoBsix [Ib/Illa penenTopos
JUIsT BHYTPUBEHHOTO BBEJCHHS B paMKax KpaTKoCcpoyHoW Tepamuu. [lo pesymbratam 3THX
WCCJIEIOBAaHUM HE BBISIBIICHO KJIMHUYECKH 3HAYUMBIX HEKEIaTebHbIX B3aUMOIEUCTBHIA.
CoBMecTHOE MPUMEHEHHE THKArpeaopa ¢ renapuHoM, SHOKCAapuHOM WM JECMOIIPECCUHOM He
OKa3bIBAJIO BJIHMSHUE HAa AaKTUBUPOBAHHOE YACTHYHOE TpomborutactuHoBoe Bpems (AUTB),
aKTUBUpOBaHHOE BpeMs cBepThiBaHusa (ABC) u uccnenoBanue gaxropa Xa, 0lHAKO BCIEACTBUE
NOTEHLMAIbHOTO  (papMaKOAMHAMUYECKOTO  B3aUMOJEWUCTBUSA  TpeOyercs  coOoaaTh

OCTOPOKHOCTE TP COBMECTHOM IMTPUMCHCHHUHU C ITpCIapaTaM, BIIUAIOIIMMHU Ha T€MOCTA3.
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B cBsi3u ¢ COOOIICHUSIMU O TTOAKOKHBIX KPOB 3nHﬂHyfgg:}%mg %Jﬁ%ﬁﬁz&nm’m%ﬁmx

UHTUOUTOPOB OOpaTHOTO 3axBaTa CEPOTOHMHA (HAmpUMeEp, MAPOKCETHH, CEepTPaIMH U
LUTAJIONpaM) PEKOMEHIyeTCs COOMI0IaTh OCTOPOKHOCTh IPU UX COBMECTHOM IIPHUEME C

TUKarp€IopoM, IMOCKOJIBKY BO3MOKHO IMOBBIIICHHUE PUCKA PA3BUTUA KPOBOTCUCHHUS.

4.6. @epTHIBLHOCTb, 0€PEMEHHOCTDb M JIAKTAIIUSA

>K€HH_[I/IHLI C ACTOPOAHBIM IMOTCHIIMAJIOM

>K€HH_[I/IH3,M PEIPOAYKTHUBHOT'O BO3pacTa CJICOAYCT HUCIIOJIB30BaATh HaaCXHBIC METOABI
KOHTpALIEMUHU, YTOObl n30exkaTh OEpeMEHHOCTH BO BpeMs Tepamuu IpernapaToM Tuxarpenop-
AMEJIAPT.

bepemenHoCTh

JlaHHbIE O IPUMEHEHUU TUKArpeaopa y 0epeMEeHHBIX )KEHILUH OTCYTCTBYIOT WJIM OTPaHUYEHBI.

B uccrnenoBaHusaxX Ha >KUBOTHBIX THKArpesiop BbI3bIBAI HE3HAYMTENbHOE CHUKEHHE MPHOaBKU
Macchl Tella y CaMOK, CHIIKEHHE »KH3HECIIOCOOHOCTH, Macchl Tella M 3aMeIUIeHHE pocTa
HOBOpOXXJEHHOro motoMctBa (cM. paszaen 5.3). Ilpenmapar Tukarpenop-AMEJAPT
IIPOTUBOIIOKA3aH BO BpeMsi OEpEMEHHOCTH.

JlakTanuys

HoctynHble (hapMakoAUHAMUYECKUE, TOKCUKOJIOTUYECKUE JaHHbBIE Y KUBOTHBIX MOKA3aJId, YTO
TUKArpesiop M €ro aKTHBHBIC METa0OJUTHI BRIJICISIFOTCS ¢ MOJIOKOM (cM. paszzmen 5.3). He moxer
OBITh MCKIIIOYEH PHUCK JUIi HOBOPOXIEHHOTO/MiIajeHna. PemieHue o mpekpameHud TPYIHOTO
BCKapMJIMBaHMs WJIM OTMEHE TepalHuM IpernapaTtoM THKarpeiaopa HEoO0XOAWMO MPHUHUMATh C
Y4€TOM MOJIb3bl TPYAHOI0 BCKapMIIMBAHUS JJIs1 peOCHKA U MOJIb3bI Teparuu JJIs MaTepH.

DdepTUabHOCTD

Tukarpenop He oka3bplBaJl BIUSHUS Ha (GEPTUIBHOCTh CAaMIIOB M CAMOK JKMBOTHBIX (CM. paszel

5.3).

4.7. BuusiHHe Ha CNIOCOOHOCTH YNPABJIATH TPAHCIIOPTHBIMM CPeICTBAMH U padoTaTrh ¢
MeXaHM3MaMH

He npoBoauinock uccnenoBanuii Bnusaus npenapata Tukarpenop-AMEJIAPT na cnoco6HOCT K
BOXK/ICHMIO aBTOTPAHCIOPTa M YHpaBIeHHIO MexaHusMamu. Ilpeamonaraercsd, 4ro mpemnapar
Tukarpenop-AMEJIAPT He BiauseT win B HE3HAYHTENBHOH CTENEHH BIMSET Ha CIIOCOOHOCTH
YIpaBIIATh TPAHCIIOPTOM U MexaHn3Mamu. Bo Bpems tepanuu npenaparom Tukarpenop-AMEJIAPT
COOOLIATIOCh O TOJOBOKPYKEHUM M CIIyTAHHOCTH CO3HaHUA. B cilyyae pa3BUTUS JaHHBIX ABICHUI
HalnyeHTaM CJeayeT COOM0AaTh OCTOPOKHOCTh NMPH YHPABICHWH TPAHCIIOPTHBIMHU CPEICTBAMH U

APYruMU MEXaHU3MaMHU.
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(NOCNEQOBATENEHOCTE

4.8. HexenarejibHble peakIul

Pesrome npoduiist 6esonacHocT

[Ipodunp Oe3o0macHOCTH THKarpenopa OlEeHWBaIW B Tpex ucciaeaoBanmsx 3 ¢asel (PLATO,
PEGASUS u THEMIS), Brirouapmmx 6osiee 58000 marueHToB, U3 KoTophix 6osee 32000 mpuHuMamu
Tukarpenop (cM. paszaen 5.1.). Hiwke npeacTaBieHbl HeXenaTelbHbIe PeaKIiy, OTMEYaBIINECs B 3TUX
KJIMHUYECKHUX MCCIEIOBAHUSX.

B uccnenoanuu PLATO nanueHThl, OJNy4YaBIIde TUKArpesop, Yaile MpeKpaiiail Tepanuio u3-3a
Pa3BUTHS HEXKENATEIbHBIX SIBJICHUN, YEM NALIUEHTHI, ody4aBiune kinonuaorpen (7,4% no cpaBHEHUIO
¢ 5,4%). B wuccnegoBanuu PEGASUS wuyactora mnpekpaimieHusi J€UYeHUs u3-3a pPa3BUTHUS
HE)KeNaTeNIbHBIX SBJICHUH Obljia BhIILIE IPH IPUEMe TUKarpenopa, yem npu monorepanuu ACK (16,1%
B rpynne tukarpesnopa 60 mr u ACK no cpaBuenuto ¢ 8,5% B rpynne moHotepanuu ACK). B
uccnepopanu THEMIS y maumentos, nepenecmnx YKB, yactora npekpaiieHusi Tepanuu u3-3a
pa3BUTHS HEXKeNaTeNbHBIX SBIEHUH cocTaBmwia 21,3% mpu mpueme TUKarpenopa B KOMOMHALIUHU C
ACK 1o cpasnenuto ¢ 13,0% mpu monorepanuu ACK.

Haubonee yacTo OTMEUaBIIMMHUCS HEXKENATEIbHBIMH PEaKUUsSIMU y TalUueHTOB, MPUHUMABIIUX
THUKarpesop, ObUIM KPOBOTEUEHHS U OJIbIIKa (cM. pasaen 4.4.).

TabanuHoe pE3IOME HEXKENaTCIbLHBIX PeaKIUH

HexenarenbHble peakuuM, OTMEYEHHbIE B KIMHUYECKUX MCCIECIOBAaHUAX WIM IpU
MMOCTMApPKETUHIOBOM IMPUMEHEHHH TUKArpesopa,

NEPEYUCIICHbl 10 CUCTEMHO-OPTaHHBIM KJIacCaM W 4YacTOTe pa3BuUTHA. YacToTa pa3BUTHSA
HE)KEJATENIbHBIX PEaKLUi ONpeNeNsieTcsl ¢ MCIOIb30BAHUEM CIICAYIOIINX KAaTerOpHil: OYeHb YacTo
(>1/10), gacto (>1/100, o <1/10), Heuactro (>1/1000, Ho <1/100), peaxo (>1/10000, no <1/1000),
oueHb penko (<1/10000), gactora Hew3BecTHa (HAa OCHOBAaHMHM HMEIOIIUXCS TAHHBIX OIEHHUTH
HEBO3MOIKHO).

Ta6aunna 1. HexkesiaTeJibHbIe peaKIMy M0 YaCTOTE PA3BUTHA M CHCTEMHO-OPraHHbIM KJjlaccam

CucremHo-opransublii OuyeHb 4yacTo Yacro Heuacro Yacrora
KJI1acc HEU3BEeCTHA
JlobpokauecmeenHul KpoBoteuenue u3
€, 3Jl10Ka4ecme€eHHble OI'IYXO.]'II/I1

U HeymouHeHHble
HO8000PA308aHUs
(6xnrouas Kucmol u
nounst)
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Hapywenus co | Kposoreuenu R TEER TR BT ) SMb0THY
CMOpOHLL KpoGU U | €, CBI3aHHOE C eckast
qumMpamuyeckou 3a00JI€eBaHUAM TPOMOOIIMTO
cucmemul 1 KpOBU> NeHU
yeckas
mypmypa’
Hapywenus co Peaxnus
CMOPOHbL UMMYHHOU TUIEPYYBCTBUTE
cucmemul JBHOCTH,
BKJIIOUast
aHTHOHEBPOTHYE
CKHii 0TeK®
Hapywenus I'unepypukem | Ilomarpa/momarpu
Memabonuzma u ust YEeCKUM apTpUT
NUMAHUs
Icuxuueckue CryTaHHOCTh
HapyuwieHus CO3HAHUS
Hapywenus co l'onoBokpyxxeuu | Buyrpuuepenno | LlenTpansHo
CMOPOHbL  HEepBHOI e, 00OMOpOK, | € € almHo) CHa,
cucmemul rojoBHast 00Jib KpoBom3HsaHMe! | BKIIOUas
3 JIbIXaHUE
Yeina-
Hapywenus co KpoBouznusnue
CMOPOHbL Op2aHa B I71a3’
3penust
Hapywenus co Bepruro Kposousnusauue
CMOpOHbL  Op2aHa B yX0°
cuyxa u
nabupunma
Hapywenus co bpannapumu
CMOpOHbL cepoya T,
aTPUOBEHTPHU
KyJspHas
6rokaa’
Hapywenus co AptepuanbHast
CMOPOHBL COCYO08 TUTIOTEH3US
Hapywenus co Oppiiika KpoBoTeuenue
CMOPOHbL u3 OpraHoB
ovblxamebHou JIBIXaTELHON
cucmemvl, OpeaHos CHCTEMBI®

2PYOHOU KIemKu u
cpedocmenst
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Pttt
JKenyoouno- Kenymouno- ' FPETpdneprronear - - Y
Kuuieunvle KHIIIEYHOE bHOE
HapyweHus KpOBOTeUeHHe', |KpOBOTEUEHHE
nuapes,
TOILIHOTA,
JTUCTICTICHS,
3arnop
Hapywenus co [Tonkoxxnast wim
CMOPOHbL  KOJMCU U KOXKHast
NOOKONCHBIX reMopparus®,
mKauetl KOKHBIH 3y,
KOXHAsI ChITTb
Hapywenus co KpoBomsnusinue B
CMOPOHbL MBIIIIIBI
MbIUUEYHOT,
CKelemHoll u
COCOUHUMENILHOTL
MKaHU
Hapywenus co KpoBoreuenue
CMOpPOHbL NOYeK U u3
MOUEBbIBOOAUUX MOUYEBBIBOIAIINX
nymeu myTeiil”
Hapywenus co KpoBoteuenue
CMOPOHbL u3 MOJIOBBIX
PenpoOyKmuHoU opranop!!
cucmemul u

MOJIOYHbBIX JHcejie3

Jlabopamophvie u [ToBbieHME
UHCIMPYMEHMANbHYL KOHIEHTpaluu
e damnHvle KpeaTMHUHA B
kpoBu*
Tpasmul, KpoBoteuenue
UHMOKCUKayuu U nocie
OCTLOJCHEH U MaHUITYJISIIUH,
npoyeoyp TpaBMaTHYECKOE
KpoBoTeueHue!?

Hanpumep, kpoBoTeueHHe U3 OMyXoiH (paK) MOYEBOTO MY3bIps, U3 OIMYXOJIH (paK) Kemy/Ka,
13 OIMYXOJH (paK) TOJICTON KHIIKH.

Hanpumep, moBBILIEHHas CKJIOHHOCTh K OOpa3oBaHHMIO KPOBOMOJATEKOB, CIIOHTAHHAs
reMaTroma, reMopparudeckuil 1uares.

OTMeueHo npu NOCTMAPKETUHTOBOM IIPUMEHEHUH.

[TpuBeneHa yactoTa OTKJIOHEHHH J1abOopaTOPHBIX MOKa3aTesel (NMOBBILIIEHHE KOHIIEHTPAIUU

MOYEBOM KHUCIOTHI BEIIIIE BerHeﬁ TpaHULbI HOPMBI OT HCXOJHOT'O 3HAYCHU A, KOTOPOC OBLIO B
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npeaciax HOPMBbI HWJIN MCHEC HIDKHEH “DaHI/II_[BfI-Ill-;(l)l?j'lqﬁ::l'I%%EBYBMCIEOE&'IICFQ%&IHH

KpeaTuHUHA > 50% OT MCXOJHOTO 3HAYEHUS), a HE YacTOTa COOOIICHUI O HEeXelaTeIbHbBIX
SIBJICHUSIX.

Hanpumep, KOHbIOHKTHBAJIbHOE, PETHHAJILHOE, MHTPAOKYJIIPHOE KPOBOU3IUSIHHUE.
Hanpumep, snucrakcuc (HOCOBOE KPOBOTEUEHHE), KPOBOXAPKAHBE.

Hanpumep, ruHruBanbHoOe KpOBOTEUEHHUE, PEKTAIBHOE KPOBOTEUECHUE, KPOBOTCUCHUE U3 SI3BbI
KelysKa.

Hanpumep, 5kXuMo3, KO’KHasi TeMOpparusi, NeTexus.

Hanpumep, remapTpo3, KpOBOU3IHUSIHUE B MBIIIILY.

19 Hanpumep, remaTypusi, reMOpparuueckuii HUCTHT.

1L HaHpHMep, BarnHaJlbHOC KPOBOTCYCHHUC, reMmarocrnecpmus, IMOCTMCHOIIAaYy3aJIbHOC

KpOBOTCUYCHUC.

12 HaHpHMep, y'H_II/I6, TpaBMaTUYCCKasa remMaTomMa, TpaBMaTH4YCCKOC KPOBOTCUYCHUC.

13 T. e. cnontaHHoe, CBA3aHHOE ¢ TPOLEAYPAMH WM TPaBMATHYECKOE BHYTPHUYEPENTHOE

KPOBOU3JIUAHUC.

OnpncaHne HEKOTOPHIX HEKENIATEIbHBIX peaKIINi

Kposomeuenus

Cnyuau kposomeyenuil 6 uccaedoganuu PLATO

CoBOKyIHbIE JaHHBIE O YAaCTOTE KpoBoTeueHUi B uccaenoBanu PLATO npencrasiens! B Tadbauue 2.
Taoauua 2. lannblie o ciay4dasix kpoBotredennii B uccjegqopanun PLATO (ouenka mo Kannany-

Meiiepy k 12 mecsiiy)

Tuxarpesaop 90 mr Kaonugorpen 3Hauenme p*
2 pa3a B CyTKH N=9186
N=9235
OO0mas JacToTa OO0JIBIINX
KPOBOTEUYECHHI MO ONPEICIICHUIO 11,6 11,2 0,4336
PLATO
Yactora 0OIBIINX
JIeTaJbHBIX/yTPOKAIOIINX  KU3HH
KpOBOTequ}I:II;‘?Ip M0 OMpeJEICHUI0 58 58 0,6988
PLATO
YacroTa GONBIIMX KPOBOTEUEHUI
mo onpeneneanto PLATO, He 45 3,8 0,0264
cBs3anHbIx ¢ AKII
YacroTa GONBIIMX KPOBOTEUEHUI
mo onpeneneanto PLATO, He 3,1 2,3 0,0058
CBSI3aHHBIX C MPOIEypaMu
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ey e
OT £33 '_|:

OO6mas 4yacToTa OONBUIMX U \[TWJTEAUEATE
MaibIX KPOBOTEUCHHI o 16,1 14,6
onpenenenuto PLATO

YacTora OOJNBIIMX U  MalbIX
KPOBOTEUEHUN IO OMPENECIECHUIO

PLATO, wHe CBS3aHHEIX C 59 4.3 <0,0001
npoueaypamMu
YacroTa OONMBIIMX KPOBOTCUCHUI

7,9 7,7 0,5669
no onpexaeneHuto TIMI
Yactora OONBIIMX ©  MAaJbIX
KPOBOTEUEHUN IO OMPEHECIECHUIO 114 10,9 0,3272

TIMI

Onpenenenusi KaTeropuii KpOBOTEYECHHIA:

Boabmoe JeranbHoe/yrpoxamiiee KM3HH KpoBoTedeHHe 1o omnpeneaeHurd PLATO:
KJIIMHUYECKH  SIBHOE KPOBOTEUYEHHUE, CONPOBOXKIAIOLIEECS  CHMXKEHHEM  KOHLEHTpaluuu
remoryiobnna 6osee yem Ha 50 1/ uinu Tpancdysueit 4 win 60s1ee eAMHULL SPUTPOLIUTHON MACCHI;
WM JIETAJbHOE KPOBOTEUEHUE; WM BHYTPUUYEPENIHOE KPOBOM3IIMSIHHUE; WIM KPOBOTEUEHHE B
IIOJIOCTh IIEpUKapAa C TaMIIOHAIOM CepAla; WM TUIIOBOJIEMUYECKHN IIOK WIHM TsKemas
TUIIOTEH3US, BbI3BaHHbBIC KPOBOTEUYEHUEM u TpeOyromiue MIPUMEHEHUS
Ba30KOHCTPUKTOPOB/MHOTPOMHBIX MPENapaToB WIK MIPOBEICHUS OMEPATUBHOIO BMEIIATEIHCTRA.
BoJsbmoe unoe kpoporeueHue no onpeaenennio PLATO: kinHnuecku sBHOE KPOBOTEUEHHUE,
COIPOBOKIAIOIICECS CHMKCHHEM KOHIeHTparuu remorioonHa Ha 3050 r/m wim Tpebyromiee
Tpanchy3un 2-3 eIUHMI] DSPUTPOIMTHON MacChl; WJIM BBI3BIBAIOIIEE CYIICCTBEHHYIO
HEJ/1eeCIIOCOOHOCTh MaIUeHTA.

MaJioe kpoBoTeuenue no onpeneeHuro PLATO: kpoBoTeueHue, TpeOyromiee MeIUIIUHCKOTO
BMEIIATEIbCTBA JUIsl OCTAHOBKH WJIM JICYEHUSI KPOBOTCUCHMS.

boabumoe kposoreyenue mno ompeneneHuro TIMI: kimuHUYECKH SIBHOE KPOBOTEYEHHUE CO
CHI)KCHHMEM KOHIIGHTpaIlMu Tremoriobonna Oonee dem Ha 50 T1/71; WIM BHYTpPUUYEPETTHOE
KPOBOU3IIUSHHUE.

Mausioe kposoredyenue mno ompegegeHuro TIMI: xinHHMYECKM $BHOE KPOBOTEUEHHE CO
CHU)KEHHMEM KOHIEHTpaluu remorinoorna Ha 30—50 r/m.

* 3HayeHue P, paCCYNTAHHOE 110 MOEIU MPOMOPIMOHATBHBIX prckoB Kokca, ¢ Tpymnmoit neueHus

B KQUeCTBE €IUHCTBEHHOM HE3aBUCUMOM HCpCMeHHOﬁ.

B rpynnax tuxarpenopa U KJIONUJOTpeNna He ObLIO BBIIBICHO PA3IUYMUA MO0 YaCTOTE OONBIIUX
JIeTaIbHBIX/YTPOXKAIOUMX KU3HU KpoBoTeueHui 1o ompenenenuto PLATO, oOmeit wacrore

Oonpmux KpoBoTedeHWi 1o ompeaeneHntro PLATO, dgactore OONbIIMX KPOBOTCUEHUW TIO

18



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 23.06.2025 N2 15453

onpenenennto TIMI unm yacToTe MaabIX KPOBOTEUECHUM HB'&J&;%@%%EHMT' '&'MT%Q@J‘IH&{I 2).

Opnnako o6mrast yactora OOJBIIMX U MaJIBIX KpoBoTeueHui o onpeaeneanio PLATO Obiia Bbime
B IPYIIIE TUKArpenopa 1o CpaBHEHMIO C TPyMIoi kiaonugorpena. OTMEUEHO HECKOIBKO CIIy4aeB
netanbHbIX KpoBoTeuenuii: 20 (0,2% naruentoB) B rpymie Tukarpesnopa u 23 (0,3% nauueHTos)
B IPYIIIE KJIOMHUI0Tpena.

Bospacr, mon, macca Tenma, paca, reorpauuecKuil perMoH, COMYTCTBYIOIIWE 3a00JeBaHMUA,
COILYTCTBYIOILIAsl TEPAINs, aHAMHE3, BKJII0Yas npeAuecTByomuii uucynsT u TUA, He Bausun Ha
4acTOTy OOJBIIMX KPOBOTEUEHHI B IIEJIOM M HE CBS3aHHBIX C MPOLEAYpaMH MO KPUTEPUIM
PLATO. Takum 06pa3om, He ObUTH BBISIBJICHBI TPYIIIIBI TIOBBIIIEHHOTO PUCKA KPOBOTCUCHUM.
Kposomeuenue, ceaszannoe c AKIII: B uccnenoBanuu PLATO y 42% nanuentoB u3 1584 (12% u3
koroptel), nepeHecmux AKII, pa3BuBaiuch OoJbIINE JETAIbHBIC/YIPOXKAIOUINE HKU3HH
KpoBoTeueHus no onpeneneHnto PLATO 6e3 3HauMMBIX pa3inuuuii B 00€UX TpYIIax JeueHUs.
JleransHoe kpoBoTeueHue, cBsgzanHoe ¢ AKIII, 6b110 0OTMEUYEHO y 6 MAIIMEHTOB B KaXI0H TpyIIe
nedyeHus (cm. pasnen 4.4.).

Kposomeuenue, ne ceazannoe ¢ AKIL, u kposomeuenue, ne ceazannoe ¢ npoyedypamu.: TPYIIIbI
THKarpenopa U KIOMUJOrpesia He OTJIMYAIUCh MO YacTOTe OOJNIBIIUX JIETATbHBIX/yTPOKAIOIINX
JKU3HU KpoBoTedeHuil, He cBs3aHHbIX ¢ AKUI nmo onpenenenuto PLATO, HO B rpymme
TUKarpejgopa oTMevaiach OoJjiee BbICOKas o00mIas 4acTtoTra OOJBIIMX KpPOBOTEUEHUH IIO
onpenenenuto PLATO, Gonpmmx kpoBoTedeHui no omnpenenenuto TIMI, Gonbmux u Maibix
KpoBoTeueHHid 1o omnpeneneHno TIMI. AHajgoru4Ho, eciu yJaluTh BCE CIIy4au Pa3BUTHS
KPOBOTEUCHMH, CBS3aHHBIX C MPOLEAYpPaMu, B IpyIIe THKarpeiaopa oTMedeHa Oojiee BBICOKas
4yacToTa KpOBOTEUEHUH, UeM B rpyIire kionuaorpena (cMm. Tadbmuny 2). Ilpekpaiienue igeuenHus
BCJIE/ICTBUE KPOBOTEUEHHMs, HE CBSI3aHHOIO C MpoleaypaMu, Obulo Oosiee 4acThbIM B Ipymme
Tukarpesnopa (2,9%) no cpaBHeHuto ¢ rpynnoii kinonunorpena (1,2%, p <0,001).
Brympuuepennoe kpogousnusnue: B TpyIIe TUKarpeaopa pa3BUBajIoch 00JIbIe BHYTPUUYEPEITHBIX
KPOBOM3JIMSHUMN, HE CBSI3aHHBIX C ITpoueaypamu (27 KpoBOM3IUsSHUM y 26 manueHnTos, 0,3%), uem
B rpynne kionunorpena (14 kpoouznusuuii, 0,2%), n3 kotopbix 11 ciydyaeB KpOBOM3NUSHUNA Ha
¢done Tukarpenopa u 1 Ha poHe knonuaorpena ObuTK JeTanbHBIMA. OHAKO HE OBUIO 3HAYUMBIX
pasnnyuii mo oOIIeMy YHCITy JeTalbHbIX KPOBOTEUEHUH.

Cayuau kposomeyernuil 8 uccreoosanuu PEGASUS

CoBOKyIHBIE JaHHBIE O YacToTe KpoBoTreueHuM B uccinenoBannu PEGASUS npexncraBneHsl B
tabmuie 3.
Ta6auna 3. JlanHble 0 caydasix KpoBoredeHuid B uccienopannu PEGASUS (ounenka mo

Kannany-Meiiepy k 36 mecsiiy)
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—

Tuxarpendp 60 mr'2 - = T Monotepamusy | = 0=
pa3a B cyTku + ACK ACK
N=6958 N=6996
Koneunble TOYKH OLEHKH KM% Otnomenne | KM% 3Hauenne
0e30macHOCTH PHUCKOB p
(95% J1N)
Karteropuu kpoBoreuennii no onpenejnenuro TIMI
YacToTa 00JIbIIUX KPOBOTEUCHUM 2,32
2,3 1,1 <0,0001
o onpeneneauro TIMI (1,68, 3,21)
JleTanbHbIe KPOBOTCUCHUS 1,00
0,3 0,3 1,0000
(0,44, 2,27)
BryTtpuuepernnsie 0.6 1,33 05 0.3130
KPOBOH3JIUSHUS (0,77, 2,31)
Bosnbive nHbIe KPOBOTEUYCHUS 110 3,61
1,6 0,5 <0,0001
onpenenenunio TIMI (2,31, 5,65)
YacTtoTa OONBIIAX WIIM MAaJIBIX 254
KPOBOTEUYCHHH 1O OTPEICTICHUIO 34 ’ 1,4 <0,0001
(1,93, 3,35)
TIMI
YacToTa OOJIBIINX, UM MaJIbIX
KPOBOTEUYEHMM, NI TPEOYIOIIHX 16,6 2,64 70 <0,0001
MEIULMHCKOTO BMEIIATEIbCTBA (2,35, 2,97)
no onpexaeneHuto TIMI
Kateropnu kpoBoteuenuii no onpenenennio PLATO
UacToTa 60IbITNX KPOBOTEUCHUI 2,57
o omnpenenennio PLATO 35 (1,95, 3,37) 14 <0,0001
Jletansubie/ 2,38
YIPOKAIOIINE KU3HH 24 (1,73, 3,26) 11 <0,0001
Bosnbiime nHble KPOBOTEUSHUS IO 3,37
onpezaenennio PLATO 11 (1,95, 5,83) 0.3 <0,0001
Yacrora OOJBIINX MIA MaJIBIX 271
KPOBOTEUYCHHI IO OTIPEICIICHUIO 15,2 @ 40' 3,08) 6,2 <0,0001
PLATO e

[Tpumeuanue: JIN — nosepurensHsiii uHTEpBai, KM — onenka no Karutany-Meliepy.

OmnpenesieHus1 KaTeropuii KPOBOTEYECHUI:

Boabmoe kpoBoredenue mo ompenenenuto TIMI: neranbHOe KpoBOTeueHHE; WM JH000€
BHYTPUUYEPEIIHOE KPOBOM3IUSAHUE;, WU KIMHUYECKHU SBHBIC IPU3HAKKM KPOBOTEUEHUSA CO
CHIDKEHHEM KOHIIeHTpauuu remorsiobouHa Ha 50 r/n winm Oonee, WM, €ClIM JaHHbIE O
KOHIEHTPALMU TeMOTJI00MHA OTCYTCTBYIOT, CO CHIPKEHHEM T'eMaToKpHuTa Ha > 15%.

JleranbHoe KpoBoTedyeHue mo ompegejgeHuro TIMI: kpoBoTedeHue, NpUBOAAIIEE K CMEPTH
MAlMEHTA B T€YEHUE 7 CYTOK.

Boaboe nnoe kpoBoteyeHue no onpenesenuto TIMI: ve neranbHOe 00BIIOE KPOBOTEUEHHUE

o onpeznenennto TIMI, He BHyTpruepenHoe KpOBOU3IUSHUE.

20



COOTBETCTBYET :

ot 23.06.2025 N2 ‘l':-i':':

MaJjioe KpoBOTedYeHHE TI0 OIpenaeeHHI0 TIME: | e ok Tiase! Ok KpO‘BOTequHe

SKCMEPTHOMY OTYETY

COIIPOBOKIAIOIIEECS CHUYKEHUEM KOHIIEHTpauu remoriodruna va 30—50 r/m.

KpoBoreuenne, Tpelymomiee MeIMIMHCKOr0 BMeHIATelbCTBa, N0 omnpeaenenuro TIMI:
KpOBOTeUeHHE, TpeOyrolllee MeIUIIMHCKOTO BMEIIATEIbCTBA; WK TpeOyrolllee rOCIUTAIN3allNu;
WK TpeOyroliee HeOTI0KHOTO 00CIIeIOBaHMUS.

Boabmoe JeranbHoe/yrpoxamuiee KM3HH KpoBoTedeHHe 1o omnpeneneHurd PLATO:
JIETaJIbHOE KPOBOTEUYEHUE; UJIM BHYTPUUEPEIIHOE KPOBOMBIIUSHUE; WIM KPOBOTEUYEHHUE B MOJIOCTh
nepuKapia ¢ TaMIIOHAJOM cepAla; WIM TMIOBOJEMHUYECKHHM IIOK WM TshKeNlas T'MIOTEH3Us,
BbI3BaHHBIE KPOBOTEUYEHHWEM U TpeOyromye NPUMEHEHUS Ba30KOHCTPUKTOPOB/MHOTPOMHBIX
[IPENapaToB WM MPOBEACHUS ONEPAaTUBHOIO BMEIIATEIbCTBA; WM KIMHUYECKH SBHOE
KPOBOTEUCHHE, COTIPOBOXKIAIOIIEECS] CHIDKEHHEM KOHILEHTpAIMK reMorioouHa 6onee yem Ha 50
r/n, unu Tpancdysueit 4 unu 6osee eAMHUL] SPUTPOLIUTHON MACCHI.

Boubmoe nHoe kpoBoTeueHue mo omnpenenennio PLATO: kpoBoTeueHHe, BBI3BIBAIOLIECE
CYIIECTBEHHYIO HEJIEECIIOCOOHOCTh MAIMEeHTa; WM KIMHWYECKH SBHOE KPOBOTEYCHHE,
COIPOBOKIAIOIICECS CHIKEHUEM KOHIICHTpaIuu remoriaoouna Ha 30—50 r/n; wim tpedyromiee
TpaHncy3uu 2—3 eIUHULl IPUTPOLUTHON MACCHI.

MaJioe kpoBoTeuenue no onpeneneHuro PLATO: kpoBoTeuenue, TpeOyromiee MeIUIUHCKOTO

BMCIIATCIILCTBA AJIA OCTAHOBKH HJIN JICHCHUSA KPOBOTCUCHUA.

B uccnenoannun PEGASUS-TIMI 54 Gonpmue kpoBoTeueHust mo ompeneneHuo TIMI mpu
IIPUMEHEHNN TUKarpesnopa 60 Mr 1Ba pa3za B CyTKH BO3HUKAIM Yalle, yeM 1pu MoHorepanuu ACK.
He mHaOmomanock TOBBINIEHHS pUCKA JIETAIbHBIX KPOBOTEUEHUH; OTMEYEHO JIMIIb
HE3HAYUTENIbHOE YBEJIIMYEHUE YacTOThl BHYTPUYEPENHBIX KPOBOMBIUSHUN 10 CPAaBHEHUIO C
moHoTepanueid ACK. OTMedeHO HEeCKOJIbKO cilydaeB JeTalbHbIX KpoBoreuenuii: 11 (0,3%) B
rpynne Tukarpenopa 60 mr u 12 (0,3%) B rpynne monotepanuu ACK. IloBblmieHHBINH puCK
OonbMX KpoBoTeueHHH mo omnpenenenuto TIMI mpu nmpumeHeHun Tukarpenopa 60 Mr Obul
00YyCIJIOBIIEH, TJIaBHBIM 00pa3oM, 0oJiee BHICOKOW YaCTOTOW OOJBIIUX MHBIX KPOBOTEUEHUU IO
onpenenenuto TIMI 3a cyer keny104HO-KUIIEYHBIX KPOBOTEUEHUM.

AHaJIOTMYHO OOJBIIMM KpOBOTeUeHUsM 1o ompeneneHuto TIMI, Ha ¢one npumeHeHus
TuKarpesiopa 60 Mr OTMEYEHO MOBBIIIEHHE YacTOTHI OOJBIIMX MM MaJbIX KPOBOTEUEHHH MO
onpenenenuto TIMI, 6onpmux kpoBoTeueHut mo onpeaeneanio PLATO u 60nbpmux Uil Majbix
kpoBoTeueHuil mo onpeneneHuto PLATO (cMm. Tabnumy 3). [Ipexpaimienne tTepanuu BCIeACTBUE
KpPOBOTEUEHMH ObII0 O0JIee YacThIM IpH IpreMe Tukarpenopa 60 mr, uem npu moHotepanun ACK

(6,2% u 1,5% cooTBeTCTBEHHO). BONBIIMHCTBO 3TUX KPOBOTEUYECHMI OBUTH MEHEE TSHKEeIbIMU
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(OTpeneNsNCh KAk  KPOBOTEUEHHMS, TpeOYoIe 'D{'ezllr/ragr—‘pck E%T%%Eﬁd%ﬁyf ' 110

onpexaenenuto TIMI), Hanmpumep, HOCOBOE KPOBOTEUEHHE, KPOBOIIOATEKH, TEMATOMBI.

[Tpoduns 60abIKX KpoBOTeUEHUH 10 onpeeneHnto TIMI, 60abpIIMX MM MaTBIX KPOBOTCUCHUN
no onpeaenennio TIMI u 6onbpmmx kpoBoTeueHuit mo onpeneneHuto PLATO mis Tukarpenopa
60 Mr ObUI CONOCTaBUM B HECKOJBKHMX 3apaHee OIpe/eleHHbIX MOArpymnnax (Hampumep, B
3aBHCHUMOCTH OT BO3PAcCTa, M0JIa, MacChl Tela, Pachl, reorpauueckoro peruoHa, COMmyTCTBYIOLIIX
3a00JI€BaHU, COMYTCTBYIOIICH Tepanuy U aHaMHE3a).

Buympuuepennoe kpoeousnuanue: CIOHTaHHbIE BHYTPUYEPEIIHbIE KPOBOU3IUSHUS OTMEYAIIA CO
CXOJKeW 4acTOTOMU MpH MPUMEHEHUH TpernapaTa Tukarpenopa 60 mr u moHorepanuu ACK (o 13
ciayuaeB, 0,2% B kaxigod rpynne JseudeHus). Yactota BHYTPUUEPENHBIX KpPOBOU3IUSHUN
BCJIE/ICTBUE TPaBMbl WJIM IMpOLEAYpbl OblLIa HEMHOIO BBIIE MPU TEpanuU IpernapaToM
tukarpesnopa 60 mr (15 cmygaes, 0,2 %) no cpaBHenuto ¢ monorepanueit ACK (10 cmyuaes,
0,1 %). OtMedyeHo 6 JeTaldbHBIX BHYTPUUEPENHBIX KPOBOM3IHUSHUI MpU MpHEME Ipernapara
Tukarpesnopa 60 Mr u 5 neTanbHbIX BHYTPUYEPEIIHBIX KPOBOU3NUSAHUM - pu MoHOoTepanuu ACK.
YacToTa BHYTpHUYEpEIHBIX KPOBOUBIUSIHUM ObLJIa HU3KOW B 00€UX TPYIIAX JICUCHUS, YIUThIBAs
3HAYMMBIE COMYTCTBYIOLIHE 3a00jieBaHUs W (PAKTOPHI PUCKA PA3BHUTHUS CEPACYHO-COCYIUCTHIX
OCJIOKHEHUH B UCCIIEAYEMON MONYJISLIAH.

Cayuau kposomeuernul 8 uccreoosanuu THEMIS v nauuenmos, nepenecuux YKB

CoOBOKyIHbIE JaHHBIE O 4YacToTe KpoBoTedeHUuM B wuccienoBanuu THEMIS y mnaunueHros,
nepenecinx YKB, npuenens! B Tadbnune 4.
Tabauua 4. Yacrora KpoBoTeyeHUil B rpynmax ucciegoBanum THEMIS y nanuenros,

nepenecminx YKB (onenka no Kaniany-Meiiepy k 36 mecsiny)

Tuxarpeiop asa pa3a B Monorepanus
cyrku + ACK N=5536 ACK N=5564
KoHneunsbie TOYKH Ornowenue
6e30MACHOCTH KM % PHCKOB KM % 3Hauenmue p
95 % AN)
Karteropum kpoBoreuenuii mo TIMI
Yacrora OOJBIINX 503
KpOBOTEUYEHH I 1o 2,4 % ' 1,3% < 0,0001
(1,48, 2,76)
onpenenenuto TIMI
YacroTa OOIBIINX WITH MaJIBIX 593
KPOBOTEYEHHIA o 34 % ' 1,7% < 0,0001
(1,70, 2,92)
onpeaenenuto TIMI
YacroTa 60JBIIMX WU MaJBIX 528
KPOBOTEUYEHUH, 503051 13,1 % 1 99’ 2.62) 6,3% < 0,0001
TpeOYIOIUX  METUIUHCKOTO T
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BMOIIATCILCTE o (OCREOQOBATERBROCTE 0003)
onpenenenuto TIMI

Karteropun kpoBoteuenuii nmo onpenenenuro PLATO

YacroTa OO0JIBIIINX 599

KPOBOTEYCHHI 1o 3,8% 1 72’ 2.86) 1,9% < 0,0001
onpenenenuio PLATO B

Yacrora 210

JIETaIbHBIX/yTPOKAIOIINX 2,5 % (15 4’ 2.86) 1,3% < 0,0001
’KU3HH KPOBOTCUCHHIA A

Yacrtota  OOJBIIMX  HHBIX 953

KPOBOTEYCHHI 1o 1,5% 1 64’ 3.93) 0,6 % < 0,0001
onpenenenuio PLATO e

Onpenesnenue KaTeropuii KPOBOTEYECHMIA:

Boabioe kpoBoTeuenue mo ompenejeHuro TIMI: nmeraapbHOE KPOBOTEUCHHE, WM JIFOOOE
BHYTPHUYEPEITHOE KPOBOM3IUSHUE;, WIM KIWHUYECKH SIBHbIE MPHU3HAKM KPOBOTEUYEHUS CO
CHIDKEHHEM KOHIIeHTpauuu TremoriobmHa Ha 50 r/m wim Oonee, WM, €CIM JaHHBIE O
KOHIICHTPAIlUU TeMOTJI00MHA OTCYTCTBYIOT, CO CHUKEHUEM TremMaTokpuTa Ha > 15%.
Kposomeuenue, ceazannoe ¢ AKIL: netanbHOE KPOBOTEUYECHHWE WM TMEPUONEPAIMOHHOE
BHYTPHUYEPEITHOE KPOBOMBIUSHUE, WIM MOBTOPHAs OMNEpalvs IOCIE 3aKPBITUA paszpesa IMpU
CTEpPHOTOMUU I KOHTPOJISI KPOBOTEUEHUS, WM TpaHCPy3us > 5 eIMHHULl HENbHONH KPOBH WU
OPUTPOLIUTHOW Macchl B TeueHue 48 dwacoB (TpanHcdysus depe3 cuctemy Cell Saver He
YVUUTBHIBAeTCSI MpH Yydere oObemMa MpenaparoB KPOBU), WU BBIACICHHE U3 APEHANKHOU
IUIeBpalIbHON TPpYyOKH > 2 11 B TeueHHue 24 4acoB.

Manoe kpoBoreyenue mno omnpeneneHuro TIMI: kimuHUYECKH SBHOE KpPOBOTEUCHHE,
COTIPOBOXIAIOIIEECS] CHUKEHUEM KOHIIEHTpaluu reMoryioonHa Ha 30-50 r/m win CHUKEHHueM
rematokputa Ha >10% 1o <15%, wnu, npu OTCYTCTBUM HaOII0JaeMOIl KPOBOIIOTEPH, CHUKEHHE
KOHIIEHTpAIlMU TeMoriao0uHa Ha > 40 /11 uiM CHUKEeHHe reMaTokpuTa Ha > 12%.
KpoBoTreuenne, tpedymomee MeIMIIMHCKOr0 BMeNIATeIbCTBa, N0 omnpeaeaennto TIMI:
KpOBOTEUYEHHE, TpeOyrolllee MEIULMHCKOIO BMEIIATEIbCTBA; WU TpeOyIollee roCuTalIn3aluy;
WK TpeOyroliee HEOTI0KHOTO 00CIeJOBaHuS.

Boabmoe JerajbHOe/yrpoxkammiee KHM3HHM KpoBoTedeHue mno ompenejaennio PLATO:
JeTalbHOE;, WM JH000€ BHYTPUUEPENMHOE KPOBOU3IHMSHHE, WM KpPOBOTEYEHHE B IIOJOCTH
nepukap/a ¢ TaMIOHAI0M cep/Ala; Wil THIOBOJIEMUYECKUN IOK UITH TsDKeasi THIIOTEeH3HS,
BbI3BaHHbIE KPOBOTEUEHHWEM M TpeOyrolue NPUMEHEHUS Ba30KOHCTPUKTOPOB/MHOTPOITHBIX
IIPENapaToB WM TPOBEACHHUS OINEPATUBHOIO BMEUIATENbCTBA, WM KIWHUYECKH SIBHOE
KpOBOTEUYEHHE, COMPOBOKIAIOIIEECS CHUKEHHEM KOHIIEHTPAllUK reMoryioonna 6osnee, yem Ha 50

/1, uiu Tpancdys3uei 4 wim 6oJiee eTUHUIL SPATPOITUTHON MACCHI.
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Kposomeuenue, cesazannoe c¢ AKII: neranbHOE Kﬁ%iel%E'igﬁﬂhég;le@ahﬁbﬁHoe

BHYTPUYEPENIHOE KPOBOTEUEHUE, WJIM IIOBTOPHAs ONEpanus IOCIE 3aKpbITHS pas3pe3a IpU
CTEpPHOTOMHUU JJISi KOHTPOJISI KPOBOTCUCHHSI, WIIM TpaHCHY3Us > 5 eAMHHUL] IIETbHONH KPOBU HIIH
SPUTPOLIUTHON Macchl B TedeHHe 48 yacoB (Tpancdysus depes cucremy Cell Saver He Oyner
YUUTBHIBATHCS MPU pacueTe MpernapaToB KPOBH), WIHM BbIIEICHUE U3 IPEHAXKHOM IUIeBpajIbHOU
TpyOKH > 2 11 B TeueHue 24 4acos.

Boabmoe mHoe kpoBoreyenne mo omnpenejgeHnro PLATO: xpoBoreueHue, BbI3bIBaroIIEe
CYIIECTBEHHYIO HEJEECIOCOOHOCTh TMAlMEHTAa; WJIM KIMHUYECKH SBHOE KpPOBOTEUYCHHE,
COIPOBOKAAIOIIEECS CHUKEHUEM KOHIeHTpauu remoriaoouna Ha 30—50 r/n; wnu tpedytomiee
Tpancy3un 2—3 eAUHUL SPUTPOLUTHON MACCHI.

OTMEYEHO HECKOJBKO CIIydyaeB JIETAJbHBIX KPOBOTEUYEHUU: 6 B TIpylIe THUKarpeiopa B
komMOuHatmu ¢ ACK u 6 — B rpynne monorepanuun ACK. KonndyecTBo mnamueHTOB ¢
BHYTpUYEPEIHBIM KPOBOU3IUSIHUEM B rpynie Tukarpenopa B komOuHarmu ¢ ACK cocrasuio 33,
a B rpymme monotepanuu ACK — 31.

[TpexpaiieHue geueHus BCIEACTBUE KPOBOTEUEHHH y anueHToB, nepeHecux YKB, Obuio 6omee
YacThIM IpU Tepanuu Tukarpenopa B komounanuu ¢ ACK no cpaBHenuto ¢ monotepanueit ACK
(4,7% u 1,3% cootBercTBeHHO). Hanbonee yacThiMu TUIAMH KPOBOTEUEHMI, MPUBOJAUBIIUMU K
IPEKPALICHUIO TPUMEHEHHS] THUKarpenopa, ObLIM HOCOBOE KpPOBOTEUEHHE U CKIOHHOCTh K
00pa3oBaHUIO0 KPOBOMOATEKOB.

Ooviuka

B uccnenoBannu PLATO HexenaTeNnbHbIE SIBICHUS B BUJIE OJIBIIIKH (OJBIIIKA, OJBIIIKA B TIOKOE,
oJlblllIKa Npu (pU3MUECKON Harpyske, MapoKcU3MallbHas HOYHAs OJbIIIKA W HOYHAs OBIIIKA)
pasBuBanuchk y 13,8% mnarnueHToB, moigy4yaBmux tukarpenop 90 mr 2 pasa B cytku, u 'y 7,8%
NAUEHTOB, IPUHUMABIINX KJIOMUAOTpeN 75 Mr oauH pa3 B cyTku. [lo oneHke nccnenosarenei,
y 2,2% nanueHToB u3 rpymmsl Tukarpenopa u 'y 0,6% nanueHToB U3 Ipynisl KIONUAOIpeaa B
uccinenoBannn PLATO oppiika Oblla CBsi3aHa C  Tepamnueid; HECKOJBKO ClydaeB ObLIH
cepresnbiMu (0,14% B rpynme tukarpenopa u 0,02% B rpynme kimonugorpena) (cMm. pazzaen 4.4.).
B OGonbiimHCTBE ciydaeB OfblIKa ObUTH CJA0ONH WM YMEPEHHOH BBIPAKEHHOCTH M YacTo
paspemiangach 0e3 OTMEHBbI MPOBOIUMON Tepanuu. OOBIYHO OJBIINIKA pa3BUBANACh B Hauaie
Tepanuu U y OOJBIIMHCTBA MAIMEHTOB BO3HHUKANA B BUJE OJHOKPATHOTO 3IU30/4a.

[To cpaBHEHHIO ¢ Tepanmuel KIOMUIAOTPENIOM, Y MaMeHTOB ¢ OpoHxuanbHON acTMoi i XOBJI
Ha (hOHE Teparnuu TUKarpeIopoM MOXKET ObITh 00Jiee BBICOKMH PUCK BOZHUKHOBEHHUS OJIBIIIKH KaK
Hecepbe3HOol HexenarenpbHol peakuuu (3,29% B rpynne tukarpenopa u 0,53% B rpymnme
KJIIOMUJIOTPENIa) U KaK Cepbhe3HON HexenatenbHou peakiuu (0,38% B rpymnme Tukarpenopa u

0,00% B rpymnme kinonuaorpena). B abcomoTHOM BBIPaXKEHUH 3TOT PUCK OBLI BBIIIE, YeM B 00IIeH
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nonyysinuu uccienosanus PLATO. Tukarpeijop cnehgle}::c-l %%&I(E%ﬂg '%ﬁﬁeﬁlﬂlﬁ \%

MaueHToB ¢ OporxuanbHoi actMoit wim XOBJI B anamuese (cM. pasznen 4.4.).

Oxko:o 30% 3nu30/10B OJBIIIKK pa3peluinch B TeueHue 7 aaeit. B uccnenoanue PLATO 6bin
BKJIFOUCHBI MAIIMEHTHI ¢ 3aCTOMHOU cepAedyHOr HemocTaTouHOCThI0, XOBJI mnu OpoHXxuanbHON
acTMOM. DTH TMalMEHThl, a TaK)Ke MAIMeHThl 0ojiee MOXKWIJIOrO BO3pacTa yamie coolmanu o6
onplike. B rpynne tukarpenopa 0,9% nanuentoB u 0,1% mauueHToB B rpynme KIONUIOTpena
MpPEKPaTUIN MPUMEHEHHUE UCCIIeIYeMOTo Mpernapara u3-3a pa3BUTHs OJbIIKK. bojiee BbICOKas
4acTOTa BO3HUKHOBEHUS OJIBIIIKHU Ha (JOHE MPUMEHEHHS TUKArpesiopa He CBsI3aHa C MOSIBIICHUEM
HOBBIX WJIM YXYJIICHHEM TeUeHUs MMEIOIIMXCS 3a00JeBaHUI CepAeYHO-COCYIUCTON CHUCTEMBI
wia Jerkux (cMm. pasmen 4.4.). Tukarpenop HeE BAHMSIET Ha MOKazaTelnw (PYHKIIMH BHEITHETO
JIBIXaHHUSL.

B uccnenoannu PEGASUS onpiika otmevanacs y 14,2% nanueHToB, NOTy4aBIIMX THKArpeaop
60 Mr naBa pasa B cyTku, U y 5,5% mnanueHtoB, nosydaBmux moHotepanuio ACK. Kak u B
uccienopannu PLATO, B OONBIIMHCTBE CITy4aeB OJBINIKA ObUIa cIa00H WM YMEPEHHOH CTETICHH
BBIpaXEHHOCTH (cM. pasnen 4.4.). [TauueHTsl, y KOTOPBIX 0TMEUYAIOCh PA3BUTHE OJIBIIIKH, ObLTH OoJiee
MOXHJIOTO BO3PAcTa, 3a4acTyl0 y HHMX [0 Haudaua Tepaluyd TUKarpeiopoM HaOroaanzach OJbIIIKa,
XpOHUYEcKas cepaeuHas HenocTatouHocTh, XOBJI unn OpoHxuanbHas acTMa.

B uccnenosanun THEMIS opnpimka 6pi1a otmeuena y 22,0% nanuenTos, nepenecnx YKB u
MPUHUMABIIUX THKarpenop 1Ba paza B cyTku B koMmOuHammu ¢ ACK, u y 7,5% mnauueHros,
nonydaBimux MoHoTepanuio ACK. B OonbinHCTBE ciiydaeB ojpiiika Obutd c1ab0i U yMEpEeHHOH

CTCIICHU BBIPA)KCHHOCTH.

Jlabopamopnvle u uncmpymenmanbHvle OaHHblE

Togviuenue ronyenmpayuu mouesou kuciomsi: B uccienoBanu PLATO koHueHTpanms
MOUEBOI KHCIIOTHI B CBIBOPOTKE MOBBILIANIACH BBIIE BEPXHEN I'paHUIIbl HOPMBI Yy 22% NaIMeHTOB,
MOJIyYyaBUIMX THUKarpeyiop, Mo CpaBHEHHIO ¢ 13% mnanueHTOB, MOJIYYaBIIMX KIIOMHIOTPEIL.
CootBerctBytomiee konnuectBo B uccnegoanuu PEGASUS cocraBumno 9,1%, 8,8% u 5,5% B
rpynnax tukarpeiaopa 90 mr, 60 mr u miane6o cooTBeTcTBeHHO. CpenHsis KOHIEHTpauus
MOYEBOI KHCIIOTHI B CBIBOPOTKE IMOBBIIIATACh MPUMEPHO HA 15% npu npuMeHeHNH THKarpenopa
M0 CPaBHEHHWIO C MpUMEpHO 7,5% Tpu NMPUMEHEHWH KJIOMHUIOTpEea, W TOCIe MpeKpanieHus
TEpanuy TO MPEBBIIIEHUE YMEHBIIUIOCH IPUMEPHO 110 7% B IpyIie TUKarpenopa 0e3 CHUKEHUs
nokasaress B rpymmne kionuaorpena. B uccnenosanuu PEGASUS 6but0 oTMeueHO oOpaTumoe
MOBBILICHHE CPEJHEH KOHIEHTpalUd MOYEBOW KHUCIOTHI B ChIBOpOTKe Ha 6,3% u 5,6% mnpu
pUMeHeHUU Tukarpenopa 90 Mr u 60 Mr cooTBETCTBEHHO IO CPABHEHUIO CO CHIDKeHHeM Ha 1,5%
B rpymmne miane6o. B uccnenoBanum PLATO wyacrora pa3BUTHS IMOAArpUYECKOTO apTpuTa

cocrasuna 0,2% npu npumenenuu tukarpenopa npotus 0,1% npu npuMeHEeHUN KIOMHUI0Tpena.
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Yacrora pa3BUTHsS TOJATPHI/TIOJArPUIECKOT0 dPTPUTA QTIL;'CCJ;LE'QB;EﬁII %@A;Sbgzcécll"aﬂma

1,6%, 1,5% u 1,1% B rpynnax tukarpenopa 90 mr, 60 Mr u mianedo cOOTBETCTBEHHO.

COOGH.ICHI/IC 0 TOA03PEBACMBIX HCXKCIATCIbHbBIX PCAKIINAX

Baxno COO6I_HaTB 0 IIOAO3PE€BACMBIX HEXKCIATCIBHBIX PEAKIUAX II0CJIIC PErucTpanuu
JICKApCTBCHHOT'O IIpfriapaTra C LECJIbIO obOecrieyeHus HEMIPEPBIBHOI'O MOHUTOPHHI'a COOTHOIICHUSA
«I10JIb3a — PHUCK» JICKAPCTBCHHOI'O IIpcriapara. MeauIuHCKUM pa60THI/IKaM PECKOMCHAYCTCA
COO6H_IaTB 0 JIFOOBIX oAO3pCBACMbIX HCKCIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIpCriapara
Yepe3 HAIMOHAJIBHBIC CUCTEMBI COO6H_I€HI/I5I 0 HCXKCJIATCIBHBIX PCAKIUAX I'OCyaAapCTB — YJIICHOB

EBpaSHﬁCKOFO 9KOHOMHUYECCKOI'o COro3a.

Poccuiickas @enepanus

®OenepanbHas Ciryx0a 1o Haa30py B cepe 3ApaBOOXpaHEHUs
Anpec: 109012, r. MockBa, CnaBsiHcKasi 1iomiaib, a. 4, ctp. 1
Tenedon: +7 (800) 550-99-03

DnekTponHas moyra: pharm@roszdravnadzor.gov.ru

Caiit B UHGOPMAITMOHHO-TEIEKOMMYyHHUKAITIOHHOM ceTH «HTEpHET!

http://www.roszdravnadzor.gov.ru/

4.9. Tlepeno3upoBka

CumMnromsl

Tukarpenaop Xopouio NepeHoCUTCsl B OJTHOKPATHOM 03¢ nmpenapata 10 900 mr. B eauHCTBEHHOM
HCCJIEIOBAaHUM C YBEJIMYEHUEM J03bl HEOJIaronpusTHOE BO3AEUCTBHE HA KEITYTOUHO-KUIIEYHBIN
TpakT OBUIO AO30JIMMHUTHUPYIOIIUM. [IpyruMHM KIMHUYECKM 3HAYMMBIMU HEXKeNIaTeIbHbIMU
peakuMsMH, KOTOpble MOIYT HaOMIOIaThCsl NpPU NEPeAO3UPOBKE, SABISIOTCS OJbIIIKA U
KeNyJouKoBble may3bl (cM. pasznen 4.8). B cimydae nepeno3MpOBKH ClIEAYeT OCYILIECTBISThH
HaOJII0/IeHUE /1715 BBISIBIICHUS 9TUX HEXXeNaTeNIbHbIX peakiuii ¢ MoHuToprpoBanuem OKI'.
Jleuenune

B HacTosiiee BpeMst aHTHIIOT JUIsl ycTpaHeHUs 3(h()EeKTOB THKarpenopa HeM3BECTEH, THKArpeaop
HE BBIBOJAUTCS NpU remojuanuse (cMm. pazzgen 5.2). Ilpu mepeno3upoBke cieayeT MpPOBOIUTH
CUMIITOMaTUYECKYI0 TEpalui0 B COOTBETCTBHM C JIOKaJIbHBIMM CTaHAapTamMu. B cBsa3u ¢
UHTMOMPOBAaHUEM TPOMOOIIMTOB YBEIUYEHHUE MPOJOKUTEIBHOCTH KpPOBOTEUEHHS SBIISETCS
OKUIaeMBbIM  (papMaKOJIOTUYECKUM A(PPEKTOM TNepeo3upoBKU MpenapaTtoM Tuxarpenop-
AMEJIAPT. Ilpu pa3BUTUH KpPOBOTEUEHHUS HEOOXOJMMO IPOBOAUTH COOTBETCTBYIOIIHE

MO//IEPKUBAIOIINE MEPOIIPUATHS.

5.  ®APMAKOJOTWYECKHE CBOMCTBA
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(NOCNEQOBATENEHOCTE

5.1. dapmakoamHaMUYecKHe CBOICTBA

dapmakoTepaneBTHUECKasi TpyINIa: aHTUTPOMOOTHYECKUE CPEICTBA, AHTHArPETaHThl, KpoMe
renapuHa.
KonATX: BOIAC24

MexaHu3M IeHCTBUS

[Ipenapar Tukarpenop-AMEJIAPT conepkuT B CBOEM COCTaBE€ TUKarpeiop, MpeacTaBUTEIb
XUMHUYECKOTO KJIacCa IUKIIONMCHTUITPUAZ0JIONUPUMUIUHOB, KOTOPBIN SIBISICTCS TEPOpPaTbHBIM
CCJIGKTUBHBIM M OOpaTUMBIM aHTaroHucroM P2Y1; peuentopoB mnpsMoro AeicTBUS U
npenoTBpamiaer  ageHo3uHaudocdar-onocpenoBanHyo P2Yio-3aBUCMMYI0  aKTHUBalUMI0 U
arperanuio TpoMOomuToB. TUKarperop HE NpPeIOTBpaIIaeT CBs3bIBaHUE aneHo3mHAHudochara
(AD), Ho ero B3aumoneiictBue ¢ P2Y1, pemenrtopom TpomOouuToB mpemorBpamiaet AJ[D-
WHAYIUPOBAHHYIO TPAHCAYKIIUIO CUTHANIOB. Tak Kak TpPOMOOIMTHI y4aCTBYIOT B MHULIMMPOBAHUU
W/WIA  Pa3BUTHM TPOMOOTHYECKUX OCIOKHEHHH aTepockiepo3a, ObLI0 MOKa3aHO, YTO
WHTHOWpOBaHWE (YHKIIMH TPOMOOIIMTOB YMEHBIIACT PUCK PAa3BUTHS CEPACUYHO-COCYAUCTHIX
SIBIICHUH, TAKMX KaK CEPACYHO-COCYTUCTASI CMEPTh, HHPAPKT MUOKAP/Ia UM UHCYJIBT.
Tukarpenop uMeeT AOMOJIHUTEIbHBIA MEXaHNU3M JICHCTBUS, MMOBBIIAs JTOKAIbHBIE KOHIIEHTPALUU
SHJOTC€HHOIO aJICHO3MHA TyTeM UHTHMOMPOBAHUS YHIOT€HHOTO PABHOBECHOTO HYKJICO3HIHOTO
tpancnoptepa 1 tuma (ENT-1).

AneHO3uMH o00pa3yercss JOKaJbHO B MECTax TIMIIOKCMM M TOBPEXKICHUS TKaHEH IyTeM
BbICBOOOXKIeHUST u3 aaeHosunTpudochara u AJ[P. [lockonbky paciierieHue aJeHO3WHa, B
CYIITHOCTH, OTPAaHWYHMBAECTCSI BHYTPUKIETOUHBIM MPOCTPAHCTBOM, uHruOupoBanue ENT-1
TUKarpesopoM IMpoJyIeBaeT Nepro/l OJyBbIBECHUS aIEHO3MHA U TEM CaMbIM YBEITUYHUBAET €ro
JIOKaJbHYIO BHEKJIIETOYHYIO KOHIIEHTPAIMIO, YCHIIUBAS JIOKAJIbHBINA aJIEHO3WHOBBIN OTBET.
Tukarpenop He UMeeT KIMHHYECKH 3HAYUMOTO MPSIMOTO BIIMSHUS Ha a/ICHO3WHOBBIC PELIETITOPHI
(A1, A2a, A2B, A3) 1 He MeTaOOIM3UPYETCS 10 aIeHO3MHA. AJIGHO3WH 001aJaeT HECKOJIbKUMU
s¢dexkTamu, KOTOpbIE BKIIOYAIOT B ce0s: Ba30AMIaTalllI0, KApAUOIPOTEKIINIO0, MHTMOMpPOBaHNE
arperamnuy TPOMOOIIUTOB, MOIYJISIIIMIO BOCITAJICHUS ¥ BOSHUKHOBEHHE OJIBIIIKH, KOTOPHIC MOTYT
BIIUATH HAa KIIMHUYECKUI MPOQIIIb THKArpeIopa.

bruto mokazaHo, 4TO y 3I0pOBBIX A00poBoiblieB U y nanueHToB ¢ OKC Tukarpenop ycumusai
cnenyromue 3hPexTsl aeH03MHA: Ba30AUIATAINIO (OLIEHHBAEMYIO KaK YBEJINYEHNE KOPOHAPHOTO
KPOBOTOKa y 370pOBBIX J00poBOJbileB U y mamueHToB ¢ OKC), mHrHOmpoBanune (QyHKIIUN
TpomMOoruToB (iN VItr0 B 1ETbHOW KpPOBHM UYEJIOBEKa) M OJBIIIKY. TeM HE MeEHee, CBS3b
MOBBIIICHHBIX JIOKAJIBHBIX KOHIIEHTPAIUN a/leHO3WHA ¢ KIWHUYECKHUMH HUCXOJaMH (Hampumep,
MoKasaTesii 3a00J1€BaeMOCTH M CMEPTHOCTH ) HE JI0Ka3aHa.

dapmakoagnaammuueckue YO HeKTol
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Hauano oevicmeus

VY mnamueHTtoB €O CTaOWIBHBIM TeyeHueM wumemuyeckor Oonesnu cepamna (MBC) na ¢one
npumenennss ACK Ttukarpenop HauyuHaeT OBICTPO JACWCTBOBATh, 4YTO IOATBEPKIACTCS
pe3ylbTaTaMi OINpeeNieHUs] CPEeIHEro 3HA4YeHWs HMHTUOMPOBAHHS arperaudd TPOMOOIMTOB
(UAT): uepes 0,5 gyaca mociie mpuemMa Harpy304Hoi 0361 180 Mr THKarpenopa cpeaHee 3HaueHue
HAT cocrasnsier npumepro 41 %, makcumansroe 3Hauenue MAT 89 % nocturaercs yepes 2—4
yaca MocJie Impuema Ipenapara u nojjaepxxupaercs B TeueHue 2—8 yacoB. Y 90 % manueHtoB
oxonuatenbHoe 3HaueHue AT 6omnee 70 % ngocturaercs yepes 2 yaca mociie mpuemMa npernapara.
Oxonuanue deticmeus

Puck kpoBoTeueHuU BO3pacTaeT, €CIM TEPAHUI0 TUKArpeIopoM IPEKpalaloT MeHee, 4eM 3a 96
4acoB J0 3ariaHupoBaHHoN mpouenypst AKILIL

Hannvie o nepexode ¢ 00H020 npenapama Ha Opy2ou

[lepexon ¢ kmonumorpena 75 Mr OMH pa3 B CyTKU Ha TUKArpesop ABa pa3a B CyTKH MPUBOIUT K
yBenuueHuto abcomtotHoro 3HaueHuss UAT nHa 26,4 %, a u3mMeHeHue Tepanuu ¢ TUKarpeiopa Ha
KJIOMUOTPEN MPUBOJUT K CHIDKEHMIO a0comoTHOro 3Hauenust UAT nHa 24,5 %. MoxHO MEHSTh
Tepanuio ¢ KIONUAOrpesa Ha TUKAarpenop 6e3 mpepbriBaHus aHTUTpoMOoTHYeckoro 3ddexra (cM.
pasnen 4.2).

Kinunanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Hccneoosanue PLATO (nayuenmsi ¢ ocmpoim KOPOHAPHBIM CUHOPOMOM)

B wuccnenoBanun PLATO yuactBoBanu 18624 nanueHTta, y KOTOpBIX B TeueHue 24 daca,
NpPEIIECTBOBABIINX BKIIOYEHUIO B HWCCIEIOBAHME, pPAa3BUINCh CUMIITOMBI HECTaOMILHOU
CTeHOKapuH, H(papKTa MHOKapaa 6e3 noabeMa cermenTa ST vy nHpapkTa MHOKapaa ¢ IOAbEMOM
cermenta ST, U KOTOpbIe JIeUnIHCh KOoHcepBaTHBHO WM nocpeactsom UKB, wmun AKII. Ha ¢done
exxeqneBHoi Tepannu ACK tukarpenop 90 Mr aBa pasza B CyTKH CpaBHUBAIIU C KJIOMUIOTPETIOM 75 MT
B CYTKHM B OTHOIICHHUHU 3((HEKTUBHOCTH B MPEIYIPEKIECHUH PA3BUTHSI KOMOMHUPOBAHHON KOHEUHON
TOYKH, BKJIIOYAIOIIEH CEpAECYHO-COCYAUCTYI0 CMEpTh, HH(APKT MHOKApAA WM WHCYJBT, 32 CUET
BJIMSIHUS HA YaCTOTY CEPJCYHO-COCYUCTON CMEPTH U MH(]apKTa MUOKapAa.

Hccneoosanue PEGASUS (nayuenmul ¢ ungpapkmom muokapoa 6 anamuese)

UccnenoBanne PEGASUS-TIMI-54 ¢ yuactuem 21162 manueHTOB MPOBOAWIOCH ISl OLIEHKH
npPOQUTAKTUKHA aTEPOTPOMOOTHUECKUX OCIOKHEHHM MPU MpUMEHEeHUHN Thkarpenopa 90 mr asa
pasa B cyTku win 60 mr 1Ba paza B cyTku B komOuHarmu ¢ ACK B HM3KO# 7103€ IO CPaBHEHHIO C
moHoTtepanueir ACK y marueHToB ¢ mHGApKTOM MHOKap/a B aHAaMHE3E.

B uccnenoBanue BKiIrOYa y MmaiueHToB B Bo3pacte 50 neT u crapiie ¢ HHPapKTOM MHOKapia B
aHamHe3e (B TeueHue |-3 meT M0 paHAOMHU3AIMU) U KaK MUHUMYM OJHHUM U3 CIEIYIOIIUX

(haKkTOpOB pUCKA pa3BUTHSA aTepOoTpoMO03a: BO3pacT > 65 yer, caxapHblil AuadeT, TpeOyrommil
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MHOT'OCOCYJIUCTOE TOPaXKEHUE KOPOHAPHBIX apTepuil MM XPOHUYECKOE HapyIIeHue (QyHKIUU
[IOYEK HETEPMHUHAIBHON CTaJNHU.

Tukarpenop 60 mr aBa paza B cytku U 90 mr nBa paza B cyTku B komOumHarmu ¢ ACK Obut
3 dexTuBeH B TPEIOTBPAIICHUH aTePOTPOMOOTHUYECKHX OCIOXHEHHH (KOMOWHHUPOBAHHOMN
KOHEYHOW TOYKH, BKIIOYAIOIIEH CepCUHO-COCYAUCTYIO CMEPTh, UH(APKT MUOKAp/a U UHCYJIBT),
C TOJ/Iep’)KaHUeM TOCTOSTHHOTO 3¢ eKTa Tepanuy B TEYCHHUE BCETr0 Iepruoia UCCIeI0BaHus, YTO
MPUBOJMIO K CHUXKEHHIO OTHOcuTesbHOro pucka (COP) Ha 16 % u cHMKEHHIO aOCONIOTHOTO
pucka (CAP) na 1,27 % npu npumenenuu tukarpesnopa 60 mr, COP na 15 % u CAP na 1,19 %
[IpU IPUMEHEHUHU TUKarpesnopa 90 mr.

[Tpu conoctaBumMoii a3 pextuBHOCTH TUKArpenopa 90 mr u 60 mMr y Tukarpenopa 60 mr Obljia OTMEUEHA
Oosee xopomas TEPeHOCUMOCTh W Tpodwib 0e30macHOCTH B OTHOIICHWH pHUCKA Pa3BUTHS
KPOBOTCUCHHUS M OJIBIIIKH.

Tukarpenop 60 Mr 1Ba pa3za B CyTKM 3HaYMMO CHUIKaJ IEPBUYHYIO KOMOMHUPOBAHHYIO KOHEUHYIO
TOUYKY, BKJIIOUYAIOIIYI0 CEPJIEYHO-COCYAUCTYI0 CMEpPTh, HMH(pApKT MHOKapJa U HWHCYIbT, CO
CHIKeHueM Kaxzaoro ee kommnoHeHta: COP cepaeuno-cocynucroit cmeptu Ha 17 %, COP
uHpapkra muokapaa Ha 16 % u COP uncynbra Ha 25 %.

Tukarpenop 60 mr B komOuHanuu ¢ ACK cHUX)al 4uCcio ciydaeB cep/IeYHO-COCYAUCTON CMEPTH
U CMEpTH OT BCEX NMPUYMH, XOTS CTATUCTUYECKasi 3HAUYMMOCTh He ObllIa JOCTUTHYTA.
OddexTuBHOCTH TUKArpenopa 60 Mr ABa paza B CyTKU ObLIa IPOJEMOHCTPUPOBAHA Y PA3IMUHBIX
MOJArPYNI MallMEeHTOB, HE3aBUCUMO OT MaccChl Tella, 110J1a, aHaMHEe3a, PErMOHa, U HE 3aBUCUT OT
NPUMEHEHHUs JPYTruX MpenaparoB, AEHCTBYIOMIMX HA CEPAEUHO-COCYIUCTYIO CUCTEMY, BKIIIOUas
TUIOJIUIINIEMUYECKUE Ipernaparsl, 6era-aIpeH00I0KaATOPHI, UHTUOUTOPBI
aHruoTeH3uHNpeBpamaromero Gepmenra (MAIID), aHTaroHUCTH peLenTopoB aHruoTeHsuHa II,
0JIOKaTOpbl «MEJJIEHHBIX» KaJlbIIMEBBIX KaHAJIOB, HUTPATHl U MHTUOUTOPBI MPOTOHHOM MOMIIBI
(cm. paznen 4.5).

HUccneoosanue THEMIS (M5C u C[ 2 muna)

HccnenoBanne THEMIS ¢ yyactuem 19220 nanueHToB IpOBOIMIOCH TSl OLEHKU MPOGUIAKTUKN
aTepOTPOMOOTHYECKHUX COOBITUH IPU MPUMEHEHUU TUKarpesnopa B komouHanuu ¢ ACK B Hu3KoM
no3e 1o cpaBHeHHIO ¢ MoHOTeparmueid ACK y maruenTo ¢ UBC u CJ] 2 tuma.

B uccnenosanue Brirovanu nanueHToB B Bozpacte 50 ser u crapie ¢ UBC, onpenensiemon kak
UYKB B anamHuese (58 % momymsmuu uccienoBanus) uian AKII B anamuese (29 %), umm 6e3
KOPOHApHON peBacKyJspU3allMi B aHAMHE3€, HO C MOJTBEPXIECHHBIM JaHHBIMU aHTHOTpaduu
cTeHo30M mpocseta > 50 % He meHee 1 koponapHoii aprepun (20 %), u ¢ CJ1 2 Tumna, moay94aBIImx

TEPAINNIO THUIIOTTTMKEMUYCCKUM IIPEriapaToM HE MCEHEC 6 MecsIeB J0 HaydalJla HCCIICAOBaHHA.
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[TarueHTOB ¢ MH(APKTOM MHOKap/a WM UHCYJIBTOM B . ;%I@Erlflﬁ'hcgﬁézliﬁéﬁhne.

B o00mieit nomymauuu uccnenoBanus THEMIS Ttukarpenop nBa pasa B CyTKH B KOMOMHAIMU C
ACK 6511 3¢pdexTuBeH 111 TPOPHIAKTHKH aTePOTPOMOOTHIECKUX COOBITUI (KOMOMHUPOBAaHHAS
KOHEYHas TOYKa: CEpJCYHO-COCYIUCTasi CMEPTh, UH(PAPKT MUOKap/Ia U MHCYJIBT) IO CPABHEHHUIO C
ACK: ortnomenue puckoB (OP) 0,90 (95 % noseputensubiii untepsan (AW): 0,81, 0,99, p =
0,0378), uro cootBerctByer COP Ha 10 % u CAP na 0,73 %. Dddext Obu1 00ycrnoBieH
CHIDKEHHEM OT/IeTIbHBIX KOMITOHEHTOB KOMOMHUPOBAHHOW KOHEYHOM TOUKH, HH(apKTa MHOKapaa
U MHCYNbTA, 0€3 pa3inyusl B OTHOLIEHUH CEPACUYHO-COCYTUCTON CMEPTH.
VY namnuenTtoB uccienosannu THEMIS, nepenecmmmx UKB (n = 11154), Tepanus Tukarpeaopom B
komOuHammu ¢ ACK mo cpaBHenuto ¢ monorepanueit ACK mpuBogmia K mpopUIIaKTHKE
aTepOTPOMOOTHUECKUX COOBITHI (KOMOMHUpOBaHHAs KOHEYHAs TOYKA: CEPACYHO-COCYTUCTast
cMepTh, HHGApKT MUOKapaa u uHCyabT): OP 0,85 (95 % [AU: 0,74, 0,97; HoMHHANIbHOE 3HAUCHUE
p = 0,0133), uro coorBerctByer COP nHa 15 %, CAP na 1,19 % c Gonee OnaronpusiTHbIM
COOTHOILEHHUEM I10JIb3a-pUCK, YeM B o01el nonynsauuu ucciaenosanus THEMIS. Ilpu Tepanuu
tukarpesopom B KomOuHaumu ¢ ACK mno cpaBHenuto ¢ Monorepanuen ACK ObL10
3apETUCTPUPOBAHO MEHbBILE COOBITHH MM KaXIOr0 U3 KOMIIOHEHTOB KOMOWHHUPOBAHHOMN
KOHEYHOHM TOUKH (cepaeuHo-cocyauctas cmeptsb: 174 (3,1 %) npotus 183 (3,3 %), OP 0,96 (95
% AN 0,78, 1,18); uadapkr muokapaa: 171 (3,1 %) nporus 216 (3,9 %), OP 0,80 (95 % AU 0,65,
0,97); uacynwT: 96 (1,7 %) npotus 131 (2,3 %), OP 0,74 (95 % AN 0,57, 0,96)).
OddexT Tepanuu TUKarpeIopoM ObLIT COMIOCTABUM B MOATPYIIaX MalUeHTOB, CHOPMUPOBAHHBIX
HA OCHOBAaHUU XapaKTEPUCTHUK MAIIMEHTOB, BKIIOYAs Maccy Tela, MoJ, MEIUIIMHCKUNA aHaMHe3 U
reorpapuueckuil peruoH.

eTn
B paHnoMu3MpoBaHHOM JIBOMHOM CIIENIOM ILIale00-KOHTPOIMPYEMOM HCCIENOBAaHUU 3 (a3bl
OCHOBHas 11€JIb B CHPKEHUH 4aCTOThI Ba30OKKIIIO3MOHHBIX KPU30B Y JIeTel B Bo3zpacte oT 2 10 18

JIET C CEPIIOBUIHOKIIETOUHOM aHeMuel He Obula JOCTUTHYTA.

5.2. ®dapMakoKHHeTHYeCKHE CBOWCTBA

Tukarpenop A1eMOHCTpUPYET JUHEHHYIO (papMaKOKHHETHKY, U SKCIIO3UIIMS TUKArpeaopa U akTUBHOTO
metabomnurta (AR-C124910XX) npumepHO IpONOPIHMOHAIBHA /103€ BIIOTH 10 1260 Mmr.

Abcopbuus

Tukarpenop ObicTpo abcopOupyercss ¢ MeAHMaHONH Tmax (BpeMsi JOCTHKEHHUS MaKCHMalbHON
KOHIEHTpanuu) npuMmepHo 1,5 yaca. ®opmupoBaHHE OCHOBHOI'O LUPKYJIUPYIOLIIETO B KPOBU
metabomura AR-C124910XX (Takke aKTHBHOTO) M3 THKArpeiopa MPOUCXOTUT OBICTPO C
MeanaHol Tmax puMepHO 2,5 yaca. Ilocne npuema Haromak Tukarpenopa B 103€ 90 Mr Cmax

cocrasiisteT 529 ar/mit u AUC — 3451 ar*u/mir. Coornonrenus 3Ha4eHN Cmax 1 AUC meTabosnmra
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(noe OB A HOCTE 0003
K QHQJOTUYHBIM IapaMeTpaM THKarpeaopa COCTaBJIQ}OT' -k? e T@@: HC(SO'IBE':TCTBGHHO.

dapmakokHHEeTHYECKHE apameTpsl Tukarpenaopa u AR-C124910XX y nanueHToB ¢ HHPapKTOM
MHOKap/ia B aHaMHe3¢ ObUIM B LIEJIOM CXOJHBI ¢ TaKOBBIMU B nomyssinuu nanuentos ¢ OKC. Tlo
pe3ynbTaTaM TMOMYJISIMOHHOTO (hapMaKOKMHETHYECKOTO aHanu3a wuccienaoBanus PEGASUS
MeauaHa Cmax THKarpenopa cocrabisia 391 ur/min, a AUC — 3801 ar*u/mMia B paBHOBECHOM
COCTOSIHMM IIpH npuMeHeHuH B Jo3e 60 mr. s tukarpenopa B 103e 90 Mr Cmax coctaiisiiia 627
Hr/mi, a AUC — 6255 ur*u/mMi B paBHOBECHOM COCTOSIHUH.

Cpennsist abcomtoTHasi OMOIOCTYHOCTh THKarpenopa cocrasiseT 36%. IlpueM xupHOW muim
npuBoAUT K noBeiieHUIO Ha 21% AUC Ttukarpenopa u cHuxkeHUt0 Ha 22% Cmax aKTUBHOIO
MeTtabonuta, HO He BiUseT Ha Cmax Tukarpenopa wmm AUC akTuBHOro merafonurta. IOTH
HeOO0JIbIINE U3MEHEHUS UMEIOT MUHUMAJIbHYIO KIIMHUYECKYIO 3HAUMMOCTh, [I09TOMY THKarpesiop
MO>KHO Ha3Ha4yaTh BHE 3aBUCHMOCTH OT MpHeMa MUIIU. TUKarpenop 1 ero akTMBHbIN MeTaboIUT
ABISAIOTCS cyOcTparamu P-gp.

Tuxarpenop B BHJIE CyCIIEH3UN U3MEJIbYCHHBIX TaOJETOK B TUTHEBOU BOJIE, MPUHATON BHYTPh WU
BBEJICHHOW B JKEIYJOK 4Yepe3 Ha30racTpajbHbI 30HJA, OWOSKBUBAJIEHTEH THUKAarpernopy,
MPUHITOMY BHYTPH B BUjI€ 1enbiX TabneTok tukarpeiopa (AUC u Cmax TUKarpenopa u akTUBHOTO
meTtabonuta B auamnazone 80—125%). B ciayyae npuema cycrieH3uu rnepBoHavyalibHas SKCIIO3UIUS
(uepes 0,5 yaca u | yac mocie npuema) OblIa BEIIIE, YeM IIPU TIPUEME THKArpesopa B BUAE LEeITbIX
TabJIETOK THKarpesiopa, HO B fanpHeimeM (oT 2 10 48 yacoB) mpoduib KOHLIEHTpAHMA ObLT
MPAKTUYECKH OJMHAKOBBIM.

Pacnpenenenue

O0beM pacnipeiesieHus: THKarpeaopa B paBHOBECHOM COCTOSIHUU cocTasiisieT 87,5 1. Tukarpenop
Y aKTUBHBIM METa0OJIMT aKTUBHO CBSA3BIBAIOTCA C O€JIKaMU T1a3Mbl KpoBH (>99,0%).

BI/IOTDaHC(bODMaHI/IH

CYP3A4 sBnsercs OCHOBHBIM M30()€PMEHTOM, OTBEYAIOIIUM 3a MeTabOJIM3M THKarpeiopa u
(dbopMupoBaHKE aKTUBHOTO MeTa00JINTa, U UX B3aUMOAeHcTBUs ¢ npyrumu cyocrtpatamu CYP3A
BapbUPYIOT OT aKTUBALMU 10 UHTHOUPOBAHUS.

OcHoBHBIM MeTabonuToM TUKarpesnopa sisgercs AR-C124910XX, koTopblil Takke aKkTUBEH, UYTO
HO/TBEPIKAACTCS Pe3yIbTaTaMH OLICHKH CBsi3bIiBaHus ¢ P2Y 12 petienrropom AJI® TpoMOOIUTOB iN
vitro. CucTeMHass SKCIO3MIMS aKTHBHOTO MeTabonuTta cocrtamisgerT mpumepHo 30-40% ot
9KCIIO3ULIMU THKarpenopa.

OIMMUHAIMA

OCHOBHO MyTh BBIBEJCHHS THKarpejaopa — uepe3 MeuyeHO4HbI merabonusMm. Ilpu BBeneHun
MEYEHHOT'0 U30TOINOM THUKarpenopa oOHapyKUBajoch NpuMepHO 84% paanoaKTUBHOCTH (OKOJIO

57,8% c ¢examuamu, 26,5% c Modoii). BeiBegenne Tukarpenopa U aKTHBHOTO METa0OJUTa C
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Y OTYETY

Cpennuil mepros MOMYBBIBECHHUS THKArpeiopa U akTHBHOrO MerabosuTa coctaBiusti 7 u 8,5
4aCcOB, COOTBETCTBEHHO.

Oco0nlie HOIMYJIAIIMH ITAaITUCHTOB

Tayuenmsi noscunozo 6ospacma

VY noxunbix nanueHToB (B Bo3pacte oT 75 ner u crapue) ¢ OKC ormedena Oosee BbIcOKas
skcno3utus TuKarpenopa (Cmax 1 AUC npumepHo Ha 25% BbIIIE) 1 aKTUBHOT'O METabO0IHMTA 110
CPaBHEHMIO C MOJIOJBIMH MALMEHTAMU. DTH Pa3IWyMs HE CUUTAIOTCS KIMHUYECKH 3HAUMMBIMU
(cm. pasznmen 4.2.).

Ilon

VY JKeHIIMH OTMe4YeHa OoJiee BBICOKAsl SKCIIO3UIMS THKArpeaopa U aKTMBHOTO METa0OJUTa IO
CPaBHEHUIO C MY>KUMHAMH. DTH pa3nuus HE CUUTAIOTCS KIMHIUYECKU 3HAYUMBIMHU.

Omuuueckue epynnsi

Cpennsisi OMOAOCTYITHOCTH Mpemnapara y MalydeHToB-a3uaToB Ha 39% BhIIIe, YeM y TAIUEHTOB-
€BpOoneonI0B. brogocTynmHoOCTh THKarpenopa Obia Ha 18% HIKE y MalMeHTOB, OTHOCHUBIIHMX
ce0st K MpeJICTaBUTENSIM HETPOUIHON PaChl, 10 CPABHEHHIO C MAIIMEHTAMU €BPOIEOUIHON Pachl.
B uccnenoBanusax knuHudeckor dapmaxonorun 3xcno3uims (Cmax 1 AUC) Tukarpenopa y
arnoHeB Obuta mpuMepHo Ha 40% (Ha 20% mocrie KOppeKIMU Ha Maccy Tejia) BBIIIE, YeM Y
€BpOIEONIOB. OJKCIO3ULMS Yy MAalMeHTOB, OTHOCHUBIIMX ce0s K HCIaHUaM WU
JaTHHOAMEpUKaHIIaM, ObljIa CXO0XKel C TAKOBOH y €BPOIIEOUIOB.

Ioueunas nedocmamounocms

DKCIMO3UIMs TUKarpenopa npumepHo Ha 20% Hike, a ero akTHBHOTO MeTa00JIuTa MPUMEPHO Ha
17% Bblllle y MAIMEHTOB ¢ HapylIeHHEM (YHKIIMHU OYEK TSHKEIOoN cTeneHu (KIMPEeHC KpeaTHHIHA
< 30 MJI/MHH) TIO CPaBHEHHIO C NAIIMEHTaMU ¢ HOPMaIbHOHM (PyHKIMEH moyek.

VY nanMeHToB ¢ TEPMUHAIBHOW MOYEYHOM HEJOCTATOYHOCTHIO, HAXOAALIMXCS Ha TeMOAMAIIM3E,
AUC 1 Cmax Takarpenop 90 Mr, moJly4eHHOT0 B JIeHb 0€3 Iraiini3a, OblIH, COOTBETCTBEHHO Ha 38%
1 51% BBIIIIE 110 CPABHEHUIO C MAIIMEHTaMH C HOpMaJIbHOM QyHKIIMEeH mouek. CXoxee yBeTnueHue
HKCMO3ULUU OTMEUYEHO NMPU NMPUMEHEHUM THKarpesjopa HEeMOoCPeACTBEHHO IMepe] OUalu3oM (Ha
49% u 61% COOTBETCTBEHHO), YTO CBHUJAETENBCTBYET, YTO THUKArpeslop HE AUAIN3UPYETCS.
OKCHo3ULMs aKTUBHOTO MeTabonuTta yBenuuuBaiach B MeHbleil crenenn (AUC Ha 13—-14% u
Cmax Ha 17-36%). YV TanueHTOB C TEPMHHAILHOW TOYEYHOH HEIOCTATOYHOCTHIO BIIMSHUC
tukarpenopa Ha AT He 3aBuceno oT 1uanu3a u ObLI0 aHAIOTUYHO HAOI0aeMOMY Y TallUEHTOB
C HOpMaJIbHOH (pyHKIMEN moyek (cM. pa3zaen 4.2.).

Ileuenounas neoocmamoynocme
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(CMEPTHOMY OTYETY

MEYCHU JIETKOW CTEMEeHH MO CPaBHEHUIO CO 3IOPOBBIMH JOOPOBOJIBLIAMH, OJHAKO BIIMSHUE
tukarpenopa Ha AT Obuto comocraBUMBIM B 00enx rpymmax. He TpedyeTcst KOppeKuu 103561
npernapara y nalydeHTOB C HapylleHneM (pyHKIUY TeYeHH JIETKOM CTeTIeHU TSXKECTH. Y MallMeHTOB
C YMEPEHHbIM WM BBIPRKEHHBIM TIIOBBIIIEHUEM OJHOTO WM HECKOJBKUX J1a00paTOPHBIX
nokasarenei (yHKIMH MeYeHH KOHIIEHTPAIMK TUKArpeiopa B Ijia3Me B CpeHEeM ObUIM TaKUMU
K€ WJIM HECKOJBKO BBIINIE IO CPAaBHECHHUIO C TAIlMEHTaMH O€3 TOBBIIMICHUS J1a00paTOPHBIX
nokasareneil. He mpoBogunuch ucciaenoBaHUs TUKAarpeiaopa y HAalHMEHTOB C HapylIEHUEM
GYHKIIMM  TI€YEHH TSKEJIOM CTemeHH, U OTCYTCTBYeT uHGopManus O mapaMerpax
(hapMaKOKMHETHKH y MMAIIMEHTOB C HapyIIeHHeM ()YHKIIMH IIEYEHU CPETHEN CTETICHH TSKECTH (CM.
paznensi 4.2.,4.3. u 4.4.).
eTH

JlocTynHbl orpaHUYeHHbBIC JaHHbIE Y AeTel C CEpIIOBUIHOKIETOUHON aneMuel (cM. pa3aenst 4.2.
us.1.).

B uccnenosanun HESTIA 3 mamuenTst B Bo3pacte ot 2 10 < 18 net ¢ maccoit Tena > 12 no < 24
KT, > 24 10 <48 kT 1 > 48 Kr nofry4aiau TUKarpeiaop B BUAE AUCIIEPTUPYEMbIX TaOJIETOK AJis IeTei
no3upoBkor 15 mr B no3e 15, 30 u 45 Mr cooTBETCTBEHHO JBa pa3a B cyTku. Ha ocHoBaHuu
HOMYJSIIIHOHHOTO (hapMakoKuHeTH4YecKoro ananu3a cpeausist AUC BappupoBana ot 1095 Hr*u/min
no 1458 svr*u/mi, a cpemssas Cmax coctaBimsia or 143 Hr/ma no 206 HI/MI B PaBHOBECHOM

cocTostHMH. THUKarpeaop He mokaszaH aetsm (cM. pasaensl 4.2.,4.3. u 5.1.).

5.3. /lanHbIe TOKJIUHUYECKOH 0€30MACHOCTH

JloxkmuHUYeCKre JaHHBIE B OTHOIIICHUH TUKArpeaopa U €ro OCHOBHOT'O METa00JIUTa, TOJIyYeHHBIC
B HCCIeAOBaHUAX (papMakonornueckoil 0e30MacHOCTH, TOKCHYHOCTH TPU OJHOKPATHOM U
MHOTOKPAaTHOM BBEACHUHM, a TaKXK€ T'€HOTOKCHMYECKOTO MOTEHIMala, HE CBHUAETEIbCTBYIOT O
HENPUEMJIEMOM PHUCKE pa3BUTHSI HEXeNaTeabHbIX () (PEKTOB y uenoBeka.

[Ipu COOTBETCTBYIONIMX KIMHUYECKH 3HAYMMBIX YPOBHSIX BO3JIEHCTBHS y HECKOJBKHX BHUIOB
YKUBOTHBIX HAOJIOIATIOCh Pa3ApaxeHHe KeNyA09HO-KUILIEYHOT O TpakTa (cM. pa3aen 4.8.).

[Tpu ncmoNb30BaHUU THKArpenopa B BRICOKUX JI03aX y CAMOK KpbIC Obll1a OTMEYEHA MOBBIIICHHAS
4acTOTa PAa3BUTHUs OMYyXOJIeW MaTKU (aJeHOKAPIIMHOMBI) M aJeHOM TeYeHH. MexaHu3MOM
Pa3BUTHS OMYyXOJIEW MAaTKH, BEPOATHO, SIBISICTCS TOPMOHAJILHBIN aucOaTaHC, KOTOPBI MOXKET
NPUBOAUTH K Pa3BUTHUIO OMYXOJeH y KpbiC. MeXaHM3M pa3BUTHUSL aJ€HOM IEYEHH, BEPOSTHO,
CBs3aH C WHAYKIMEW crheruduiecknx (EepMEHTOB TE€UYeHU TPhI3yHOB. [lodTOMy cumTaeTcs
MaJIOBEPOSATHBIM, YTO PE3YIbTaThl ATHUX MCCICIOBAHUNA KAHIEPOTEHHOCTH 3HAYUMBI IS

YCIO0BCKa.
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MaTepUHCKOTO opranu3ma (pesepB Oe3omacHoctu 5,1). YV kpoinkoB Habmoganack HeOOMbIIAs
3aJepKKa 3pENIOCTH TIeUYEeHH M Pa3BUTHUS CKeJleTa Yy IUIO/a MPH MCIOJIB30BAHUU Iperapara B
BBICOKOW 03¢ 0€3 TpOSBICHUS TOKCUYHOCTH JIIi MATEPUHCKOTO oOpraHusMa (pe3epB
6e3omacHocTH 4,5).

B wuccrmenoBaHuMsX Ha KpbicaX HM KPOJMKax OBUIO MOKa3aHO TOKCUYECKOE JeHCTBHE Ha
PENPOAYKTUBHYIO CUCTEMY C HE3HAUUTEIHHBIM CHIDKCHUEM MTPUPOCTA MACCHI Tella OepeMeHHOM
CaMKH, CHIDKCHHEM HEOHATAIbHOM )KM3HECTTOCOOHOCTH M MacChI TeJla IPU POKICHUH, 33ICPKKOM
pocta. Tukarpenaop BbI3bIBa HEPETYJISPHBIE MUKIIBI (B OCHOBHOM JUIUTEIILHBIC IUKIIBI) Y CAMOK
KpBIC, HO HE BJIMSUI Ha OOIIYI0 (DepTHIBHOCTh y CAMIIOB M CaMOK KpbIiC. DapMaKOKMHETHYECKUES
HUCCIICOAOBaHUA, IPOBCACHHBIC C TUKAI'PEJIOPOM, MCUYCHHBIM PAAUMOAKTHBHBIM U30TOIIOM, IIOKA3aJIk, YTO

npernapaT U €ro MeTaOOoJIUThI BBLAEISIOTCS C MOJIOKOM KpbIC (CM. pasnen 4.6.).

6. ®APMAIEBTHUYECKHWE CBOMCTBA

6.1. IlepeuyeHb BCIOMOTraTeJbHBIX BelIECTB

Snpo

MannuTon, Kanbius THapodocdaT, KapOOKCHUMETHWIKpaxXMal HATPHUs, THIIPOJIO3a, MarHHS
cTeapar.

[TInenoynas 06004YKa

[Monuuaunoserit coupt (E1203), tansk (E553b), turana awmokcua (E171), rammepuna

MOHOKarnpuiokarpar (Tun 1), HaTpus Jaypuicynbdar.

6.2. HecoBmecTuMOCTH

He npumenumo.

6.3. Cpok roaHocTu (CPOK XpaHeHHs)

3 roma

6.4. Oco0ble Mepbl NPEIOCTOPOKHOCTH NMPH XPAHEHUH

XpaHuTh 1pu TeMrieparype He Boime 25 °C.

6.5. XapakTep u coaep:kaHNe MEPBUYHOI YIAKOBKH

ITo 10 mm 14 Tabnerok B 6muctep u3 nonuuHIWIXIopuAa ([1BX) v monmBuHUIHACHXIIOpH 1A
(ITBAX) ruieHKH 1 aTrOMUHUEBOU (DOJIBTH.

[To 14 unu 56 TabneTok B OaHKY U3 MOJMATUIICHA BBHICOKOW TUIOTHOCTU C 3aBUHYUBAIOLTUMUCS
KPBIIIKaMU U3 TIOJIMATUJICHA BHICOKOW TUIOTHOCTH WJIM TIOJUIIPOIMIICHA, C OCYITUTEIeM Win 0e3

HEro, C MPOKJIAKOW-BKIAIBIIIIEM WK 0€3 Hee, C 3alIUTOl OT JeTel Wiu 0e3 Hee, C KOHTPOJIEM
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(MOCNEQOBATENEHOCTE 0003)

MEPBOr0 BCKPBITHSI UK O€3 HEro.

ITo 1 6anke wim o 1, 2, 3, 4 wim 6 61UCTEPOB BMECTE C TMCTKOM-BKIIAJIBIIIIEM TIOMEIIAIOT B [TAUKY

U3 KapTOHA.

6.6. QOcoOble Mepbl TMPEJOCTOPOKHOCTH TNPH YHHYTOKEHHMH  HMCIOJIb30BAHHOIO
JIEKAPCTBEHHOI0 mpenapara WM OTX0A0B, TMOJYYEHHBbIX IIOcjde NPHMEHEeHUus
JIEKAPCTBEHHOI0 Mpenapara, u Apyrue MaHUILYJISIIUU ¢ IPenapaToM.

Bech ocraBumiics iekapCTBEHHBIN Ipenapar U OTXObI CIEYeT YHUUTOXUTh B YCTAHOBIEHHOM

MOPSIZIKE.

7.  JEPXATEJIb PETUCTPAHMOHHOI'O YIOCTOBEPEHUSA
Poccniickas @enepanus

000 «<-AMEJJIAPT»

109316, r. MockBa, Boarorpajackuii mpocnekT, a. 42, k. 24, stax 2, koM. 11.1
Temn.: +7(495) 741-46-65

®dakc: +7(495) 741-46-65

Anpec snekTponHo# mouthl: info@amedart.ru

7.1. TlpencraBuTe/ib ep:KaTessi perucTPAllMOHHOIO YI0CTOBEPEHH s

IIpereH3un HOTDC6I/ITCJ'IGI71 HaIrpaBJIATh 110 aApPECy.

Poccniickas @enepanys

000 «<AMEJIAPT»

109316, r. MockBa, Boarorpaackuit mpocnexT, 1. 42, k. 24, stax 2, kom. 11.1
Ten.: +7(495) 741-46-65

daxc: +7(495) 741-46-65

Anpec snekTponHO# mouThl: info@amedart.ru

8.  HOMEP PETHCTPAIHMOHHOI'O YAOCTOBEPEHUSA

9. JIATA MEPBUYHOM PETUCTPAIIMA (IIOJATBEPXKJIEHHNS PETUCTPAILINU,
INEPEPETUCTPALIMN)

JlaTa niepBoii perucTpanuu:

10. JATA INIEPECMOTPA TEKCTA
OO0mas xapakTepucTuka JiekapcTBeHHoro mnpemnaparta Tuxarpenop-AMEJIAPT noctymna Ha
uH(GOPMAIIMOHHOM TmopTane EBpa3suiickoro HSKOHOMHYECKOTO COI03a B HWH(OPMAIMOHHO-

KOMMYHHKaIIMOHHOH cetu «HTepHeT» https://eec.eaeunion.org.
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