COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 20.05.2026 N= 10010

OBILAS XAPAKTEPUCTHKA JEKAPCTBEHIFOFO TIPEITAPATA “C05)

1. HAUMEHOBAHUE JTJEKAPCTBEHHOI'O IIPEITIAPATA
TUKAT'PEJIOP BEJI®APM, 60 mr, TaGaeTKH, TOKPBITHIE TUICHOYHON 000JIOUKOA.

2. KAUECTBEHHBIM 1 KOJITMYECTBEHHBIA COCTAB
JelicTBytollIee BEIIECTBO: TUKATPETIOP.
Kaxxnas Tabnerka, HOKphITas INIEHOYHOW 000JI0YKOM, coaepKUT 60 M THKarpenopa.

[TonHbIl epevyeHb BCIOMOTATEIbHBIX BEILIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTKu, MOKPHITHIE MNICHOYHOM 000I0YKOM.

Kpyrible 1BOSKOBBITYKIIbIE TA0IETKH, IOKPBITHIE IIJIEHOYHONW 000JI0UKON OEsI0ro 1BeTa.

4. KIMHUYECKHUE JJAHHBIE

4.1. Iloxka3aHusi K NPUMEHEHHIO

[Tpenapatr TUKAT'PEJIOP BEJI®APM, npumeHsieMblii OJJHOBPEMEHHO C alleTHJICAIUIIMIOBON
kuciotoit (ACK), mokazan K IpUMEHEHHIO:

- U MPO(QUIAKTUKHA aTEPOTPOMOOTHYECKUX OCIOXKHEHHH Yy B3pOCIBIX IAlUEHTOB B
BO3pacte oT 18 neT ¢ uapapkTOM MHOKap/a B aHaMHe3e (MH(apKT MUOKapa MepeHeceH O1H r'oJl
u OoJiee Haz3aj[) U BBICOKMM PHCKOM aTepoTpOMOOTHYECKHUX OCI0KHEHUIH;

- JU1s TPO(UIIAKTUKY aTePOTPOMOOTHYECKUX OCIIOKHEHHH y MalueHToB B Bo3pacte 50 et
U cTapie ¢ nmemuyeckoii 0onesnsio cepaua (MbC) u caxapusim quabdetom 2 Tumna, 6e3 nHpapkra
MHOKap/a 1 (WIK) HHCYJIbTA B aHaMHe3€e, IEPEeHECIINX YPECKONKHOE KOPOHAPHOE BMEIIATENBCTBO
(UKB).

4.2. Pe:xuM 103UPOBAHUS U CIIOCO0 NPUMEHEHUA

Pexum no3upoBanus

[Tepen nauanom npumenenus npenapara TUKATI'PEJIOP BEJI®APM (B kom6unanuu ¢ ACK)

NAIUEHTHI JOJKHBI IPEKPATUTh TEKYIIYI0 aHTHArPEraHTHYIO TePaIuIio.
[Tantuentsl, npuanmaronue npemnapat TUKATPEJIOP BEJI®APM, nomkHBI Takke €XKeIHEBHO
OpUHUMATh HU3Kyl0 noanepxupamomyo no03y ACK (75-150 wmr), eciu OTCYTCTBYIOT

CHCLII/I(I)I/I‘-ICCKI/IC IMPOTHUBOIIOKA3aHU.
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Hngpapxm muoxapoa 6 anammese

CMEPTHOMY OTUETY

[Tatmentam ¢ mHpapKTOM MHOKap/a B aHaMHe3e (MH(apKT MUOKapJa MepeHeceH OJWH roJ U
Oonee Hazam) He TpebOyercss Harpy3ouHas mgo3a mnpenapara TUKAT'PEJIOP BEJI®APM,
pexkoMeHryemast 1o3a — 60 Mr 2 paza B CyTKH.

Pexomennyercs putensHasa tepanusa npenapatom TUKAIT'PEJIOP BEJI®APM, kpome cityyaeB
KJIMHUYECKOH HEOOXOIMMOCTH B JIOCPOYHOM oOTMeHe mpemapara (cMm. pazzaen 5.1.). Ombir
NPUMEHEHHUs THUKarpejaopa CBBIIIE 3 JIET y NAlMEeHTOB ¢ MH(pApKTOM MHOKapAa B aHAMHE3e
OTCYTCTBYET.

[Tatiuentsl Moryt Hauvath Tepanuto npenapatoMm TUKAI'PEJIOP BEJI®APM 60 mr 2 pasa B
cyTkn dyepe3 1 rox mocine wuH(pApKTa MHOKapJa, HE3aBHCUMO OT TNPEAIIECCTBOBABIICH
aQHTHArperaHTHOM Tepanuu U OT HAJIMYUS IEPEPHIBOB B TEPAIIUU.

[TaruenTsl, HauaBmue npuem npenapara TUKATPEJIOP BEJI®APM 2 pa3za B cyTKH, B IEpUOJ
octporo koponapaoro cuaapoma (OKC), uepe3 1 rog MOTYT MPOIO/KUTH TEPAIHIO MPerapaTom
TUKAT'PEJIOP BEJI®APM 2 pa3a B cyTku 0€3 IepephIBOB.

UBC u caxapuwiii ouabem 2 muna y nayuenmos, nepernecuiux YKB

[Taruentam B Bo3pacte 50 net u crapiie ¢ MbC u caxapusim auaberom 2 tuma, 6€3 uHdpapkra
MUOKap/a U (WiIM) HHCYIbTa B aHaMmHe3e, nepenectinm UKB, He Tpebyercs HarpysouHas 1103a,
pexomenayemast 1o3a — 60 Mr 2 pa3a B CyTKH.

Pexomennyercs nnurensHas Tepanus npenapatom TUKAI'PEJIOP BEJI®APM, kpome ciayyaeB
KJIMHUYECKOH HEOOXOIMMOCTH B JJOCPOYHOM OTMEHE npemnapara (cM. paznen 5.1.).

IIponyck npuema 003wl

Cnenyer wu30erarb mepepplBOB B Tepanuu. llanueHT, NpomycTHBIIMHA NpueM Ipemnapara
TUKATPEJIOP BEJI®APM, momxkeH mpuHATH TONbKO 1 TabmeTky 60 Mr (ciemyromias 1o3a) B
HaMEYEHHOE BpeMS.

Ilpesicoespemennas ommena mepanuu

[IpexxneBpeMeHHass OTMEHa JII000W aHTHArperaHTHOM  Tepanuu, BKIIOYas —Ipernapar
THUKATPEJIOP BEJI®APM, MOXeT MOBBICUTH PUCK CEPACUYHO-COCYIUCTON CMEpTH, HH(pApKTa
MHOKap/Ja WJIM HMHCYJbTa B pe3yjlbTaTe OCHOBHOro 3aboseBaHus. HeoOxomumo wusberarsb
IIPEKIEBPEMEHHOT0 IPEKPAICHUs TpHEMa IIpenapara.

Ilepesoo na mepanuio

IIpn nepeBone mamumentoB Ha npenapar TUKAI'PEJIOP BEJI®APM nepByro no3y cieayer
Ha3Ha4YUTh uepe3 24 4 mocse npuema nocie Hel 1036l Ipyroro aHTHarperaHTHOr o Mpernapara.

Oco0ble rpyInbl NALKUEHTOB

HauueHmbl NnOJ2HCUTIOC0 803pacma

He Tpebyercs koppekiuu 10361 (cM. pasaen 5.2.).
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(NOCNEQCBATENEHOCTE 0006)

Ilayuenmul ¢ Hapywenuem yHKyuu novex

He TpebyeTcst KOppeKTHpOBaTh 03y Mpenapara y HalMeHTOB C HapylmlieHHeM (DYHKIMU MOYEK
(cm. pazzen 5.2.).
Tayuenmoi ¢ napywienuem ynkyuu neveru
He nmpoBoamnuck ucciaenoBaHus THKarpeiopa y MalUMeHTOB ¢ HapylIeHHEM (YHKLUU MEeYEHU
TSDKEJIOW CTENEeHH, IMPUMEHEHHUE Ipernapara y 3TUX NaldeHTOB IMPOTHBONOKA3aHO (CM. pa3Jeln
4.3.). Uadopmaryst o Tepanuy MAlMEHTOB C HapylIIeHUeM (DYHKIHMU TICYCHU CPEIHEH CTEeIeHH
TsOKecTH orpaHuueHa. He TpeOyercst Koppekuuu 103bl MpernapaTa HalUeHTaM ¢ HapylleHHEM
(GYHKIIUM TTEYEHU JIETKOW WM CPEeTHEH cTeneHu (cM. pasaensl 4.4. u 5.2.).

eTu
bezonacunocts n apdexruBHOCTh penapata TUKAT'PEJIOP BEJI®APM vy nerteii B Bo3pacte oT
0 o 18 ner He ycTaHOBiEHBI. JlaHHBIE OTCYTCTBYIOT.

Cnoco0 IIPUMCHCHUA

BnyTps.
[Tpenapatr TUKAT'PEJIOP BEJI®APM M0HO IpUHUMATh BHE 3aBUCUMOCTH OT IIPUEMA IUIIIH.

Jns manueHTOB ¢ 3aTpyAHeHueM rinotanus Tabnetky npenapata TUKAIPEJIOP BEJI®APM
cileflyeT HM3MEeNb4YUTh 10 COCTOSHUS MEJIKOrO IOpOLIKa, pa3MellaTb B IOJOBHMHE CTaKaHa
NUTHEBOM BOJABI M Cpa3y K€ BBIIUTh IMOJYyYEHHYIO cycneH3uto. OcTaTku cMelarbh C
JIOTIOJTHUTEIIFHON TIOJIOBUHOW CTaKaHa MHUTHEBOM BOIBI M BBIIHUTH IMOJYYCHHYIO CYCIICH3HIO.
CycrnieH3nio MOXKHO TakXke BBOJIUTH yepe3 HazoracTpaibHbii 3001 (CHS nnu Gosnbiiero pazmepa).
[Tocne BBeneHMs CyClEH3MM HEOOXOIUMO MPOMBITh HA30TacTpPalbHbIM 30HA BOAOHM Ui TOTO,
4yTOOBI J]03a Npenapara MOJHOCTHIO [ToNalla B )KeJIy10K NalueHTa.

4.3. IIlpoTuBONOKA3aAHUS

- I'unepuyBCTBUTENBHOCTh K TUKArpesopy WM K Jr000MY U3 BCIIOMOTATENIbHBIX BEIIECTB,
NIEPEYUCIICHHBIX B pa3zaene 6.1.

- AKTHBHOE MTaTOJIOIHYeCKOe KPOBOTEUECHHUE.

- BayTpuuepenHnoe KpoBOM3IHUSIHIE B aHAMHE3E.

- Hapymenne QpyHkInY ne4eHu TAKeNoi CTEeNeHu.

— CoBMecTHOE MNpPUMEHEHHME THUKarpeiaopa C MOUIHBIMU HHrHOWTOpaMu u30(hepMeHTa
nuroxpoma P450 (CYP) 3A4 (mampumep, KETOKOHA30JIOM, KIAPUTPOMHILIMHOM, He(a30J0HOM,
PUTOHABUPOM U aTa3aHABUPOM).

— bepemeHHOCTh U TIEpHO TPYIHOTO BCKaPMIIMBAHMUS.

4.4. OcoOble yka3aHUus U MePbI NPEAOCTOPOKHOCTH NPH MPUMEHEHU U

C 0CTOPOKHOCTBLIO

- [IpenpacnonaoKeHHOCTh K Pa3BUTHIO KPOBOTEUEHMs (HAIpUMEp, B CBSI3M C HEIABHO
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y . (NOCNENOBL HOCTh 0006
IMMOJIYYCHHON TpPaBMOM, HEAABHO ITPOBCACHHOK OHGD&L@IEI/T,'—IES%VLEIGMEHC'Be‘[;I_TBIIBaCMOCTI/I

KpOBHU, aKTUBHBIM WJIM HEAABHUM >KEIYJ0YHO-KUIIEYHBIM KPOBOTECUEHHEM) WJIM TOBBIIICHHBIN
PHUCK TPaBMBL.

- ConyrcTByronjasi Tepamnusi IpenaparamM, KOTOPbIE MOT'YT IOBBICUTb PHUCK Pa3BUTHS
KpOBOTEUEHHs]  (HAmpuUMep, HECTEPOUAHBIMU MPOTHBOBOCHAIUTEIBHBIMU  IIpENapaTaMy,
NepopaTbHBIMU AHTUKOATYJISIHTAMU U/ WU GUOPUHOIUTUKAMU ), IPUHUMAEMBIMU B TeueHue 24 4
nepea npuémom npenapara TUKAI'PEJIOP BEJIOGAPM.

- Panee nepeHeceHHbIH UIIEMUYECKUI WHCYIBT IPU JITUTEIBHOCTH Tepanuu 00Jiee OJHOTO
roja (s MalueHToB ¢ MH()APKTOM MHOKAp/a B aHAMHE3e).

- [TarueHTs! ¢ HapyIMIeHUEM (YHKIIMH ITEYCHU CPETHEH CTCTICHH TSKECTH.

- [TareHTs € pUCKOM  pa3BUTHS  Opaaukapauu  (HampuMmep, MalHeHTH  0e3
IEKTPOKAPAUOCTUMYIIATOPA C  CHHAPOMOM  ClIabOCTH  CHHYCOBOTO  y3lla WM C
aTpUOBEHTPUKYIsIpHOU Onokanoit |I-1I1 crenenn, oOMopokamu, CBI3aHHBIMU ¢ OpaauKapaueii);
COBMECTHOE MPUMEHEHUH ¢ MpernapaTamMu, BbI3bIBAIOIUME Opaaukapauio (cM. pasaen 4.4.).

— [TaruenThl ¢ OpPOHXHMAIBHON acTMOW W/MIU XPOHHYECKOH OOCTPYKTUBHOW OOJIE3HBIO
nerkux (XOBbJI) B anamuese.

- [TarmenTsl B Bo3pacTe 75 JIeT U crapiie.

- [TateHTsl ¢ yMEPEHHOM WU TSKEJION MOYEYHON HEJOCTATOYHOCTBIO.

- [TarmeHThl, MONMyYaKOMIME TEPANTUIO AHTATOHUCTAMH PELIENTOPOB aHTHOTEH3MHA 1.

- [TanieHTHI ¢ TUMIEPYPUKEMUEH UITH TIOTATPUUYECKUM apTPUTOM.

- ConyTcTByroIas Tepanusi JUTOKCHHOM; MOIIIHBIMU UHTHOUTOpamu P-rimkonporenna (P-
gp) u ymepeHHbiMH wuHTHOMTOpamu wu3opepmenta CYP3A4 (manpumep, BepamaMuil WIH
XUHUJUH); CEJCKTUBHBIMM HWHTHOUTOpaMH OOpaTHOTO 3axBaTa CEpOTOHWHA (HAMpUMED,
MApPOKCETUH, CEPTPAIIMH U IHUTAJIONpaM); IpernapataMu, BIMSIIONIMMUA Ha TeéMOCTa3 (CM. pasjen
4.5.).

Oco0ble yKazaHus

Puck pazsumus kpogomeuenus

[Tpu nasnauenuun npenapara TUKAT'PEJIOP BEJI®APM nanueHTaM ¢ HMOBBIIIEHHBIM PUCKOM
pasBUTHS KPOBOTEUEHHMH CJIEyeT OIEHUTh COOTHOLIEHHE TOJNb3bl OT MNPO(UIAKTHKH
aTepoTPOMOOTHUECKUX COOBITHI U PUCKA Pa3BUTUSL KPOBOTEUCHUH.

[Tpu wanmuuuum xnuHU4Yeckux noka3zanui mnpenapat TUKAI'PEJIOP BEJI®APM nomxen
MIPUMEHSATHCS C OCTOPOKHOCTHIO B CIAEAYIOIINUX CUTYaIUAX:

- IIPEPaCIOIOKEHHOCTh MALUEHTOB K Pa3BUTHI0 KPOBOTEUEHMS (HAlpuMeEp, B CBS3U C
HEJIaBHO TMOJY4EeHHOHM TpaBMOM, HEJABHO TMPOBEICHHOW oOlepauueil, HapylIeHUsIMHU

CBCPTHIBACMOCTU KPOBU, HAPYIICHUCM (bYHKI_II/II/I INCYCHU CpeﬂHeﬁ CTCIICHU TAXKCCTHU, aKTUBHBIM
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HJIN HCAABHUM KCJIYIOYHO-KHIICYHBIM K OBOTG‘IGHH@M)I: H}&:ﬂlﬁ%ﬁﬁg%kﬂﬁg;ﬂ;gll%&c&(OM
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TpaBMbl. [Ipumenenue npenapara TUKAI'PEJIOP BEJI®APM npotruBonoka3aHo y MalyueHTOB ¢
AKTHUBHBIM IIATOJOTMYECKUM KPOBOTEUEHHEM, BHYTPUUEPETIHBIM KPOBOM3JIUSIHUEM B aHAMHE3E,
HapymieHHeM (YHKIMN IEUYCHH TSKEION cTerneHu (M. pasaen 4.3.);

- COIIYTCTBYIOIIIEE NMPUMEHEHHME IIPENapaToB, KOTOPbIE MOTYT IOBBICUTH PHUCK DPAa3BUTHUSA
KPOBOTEUCHMs (HapuMep, HECTEPOUIHbIE POTUBOBOCHAIUTENbHBIC IIpenapaThl, epopaabHbIe
AQHTHUKOATYIISIHTH W/UiH (PUOPUHONUTUKY, IPUHUMAEMbIe B Te4eHue 24 4 710 mpuemMa mnpemnapara
TUKAT'PEJIOP BEJI®APM).

B uccnenoBanuu ¢ yuactueM 340pOBBIX 10OPOBOJIBIEB TPAHC(HY3HsI TPOMOOLMTOB HE IIPUBOINIIA
K MpEeKpalleHHIo aHTUTpoMOonuTapHoro 3¢ddekra THKarpeaopa U, BEpOSATHO, HE OKaXKeT
KIMHHYEeCKoro 3¢ @dekra y ManueHToB ¢ KpOBOTEYEHHEM. Tak Kak NpU COMYTCTBYIOIIEM
INPUMEHEHUN THKarpeiopa U JeCMONPECCHHA HE YMEHbIIAJIOCh CTaHAApTU3MPOBAHHOE BpeMs
KPOBOTEUEHMsI, TO MAJIOBEPOSTHO, YTO JecMolpeccuH Oyzaer 3((eKTHBHO KynupoBaTh
KJIMHUYECKH 3HaYMMOe KpoBoTeueHue (cM. pa3zaen 4.5.).

AnTHQUOpUHOIUTHYECKAs Tepanus (aMUHOKAIPOHOBAsl KUCIIOTAa WM TPaHEKCaMOBasi KUCIIOTA)
u/wim  Tepanus pekoMOMHaHTHBIM (akrtopam VIla wmoryr ycwimBate rTemocras. llocie
YCTAHOBJIEHUS] NPUYUHBI KPOBOTEUEHMS] M €ro KyNHpPOBaHUS MOXKHO BO30OHOBUTH TEPAIUIO
TUKarpesopoM.

Xupypeuueckue emewamenbcmea

[lepen 3ammaHupoBaHHOM oOllepallMed WIM HAyajJoM IpHEMa HOBBIX IPENaparoB IMAlUEHTY
cienyeT TpouH(POPMUPOBATH Bpaya O TOM, uTo OH mnpuHuMaer mpenapar TUKAT'PEJIOP
BEJI®APM.

B uccaenosannu PLATO y nanueHToB, MOABEPTaloOLUIMXCs A0PTOKOPOHAPHOMY HIYHTHPOBAHHUIO
(AKII), mpu mnpyUMEHEHWH THUKarpenopa ObUIO OOJIbIIE KPOBOTEYCHUI B CPaBHCHHU C
KJIOTHJIOTPEJIOM TpHU MPEKPAIlEHUH TepaIluy 3a OIUH JIeHb J0 XUPYypPruuecKOoro BMENIaTeabCTBa,
HO 4acTOTa pa3BUTHUs OOJBIIMX KPOBOTEUEHUH MOCIE OTMEHBI Tepanuu 3a 2 wiu 0ojee 1HEH 10
XUPYPTUYECKOr0 BMEIIATEIbCTBA ObLIa CXOJHOW B CPaBHEHHMHU C KIIOMUIOTPENIOM (CM. pasjeln
4.8.). Ecnu manueHT noasepraercs IUIaHOBOM oNepaliy U He KeJlaTeleH aHTUTPOMOOTHYECKHIA
a¢dext, To Tepanuto npenapatom TUKAT'PEJIOP BEJI®APM cnenyet npekpaTtuts 3a 5 1He# 10
orepanuu.

Tayuenmoi ¢ panee nepeneceHHbIM UUEMUYEeCKUM UHCYIbINOM

[TarmenTtel ¢ OKC ¢ npeamecTByOMMUM HIIEMUYECKUM HHCYJIBTOM MOTYT MIPUHUMATh Mpenapar
TUKATPEJIOP BEJI®APM g0 12 mecsties (uccnenoanue PLATO).

B uccnenosanus PEGASUS (undapkr muokapaa B anamuese) 1 THEMIS (MBC u caxapHbiit

I[I/IaGGT 2 TI/IHa) He OBUIM BKJIIOYEHBI ManucHTbl € pPaHEC TCPCHCCCHHBIM HMIICMUYCCKHUM
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JUTUTETTLHOCTHIO OoJiee 1 rofa (11 marueHToB ¢ HHPAPKTOM MUOKap/ia B aHAaMHE3e).

THayuenmoi ¢ Hapywenuem hyHKyuu nevyeHu cpeoneli cmenenu maxcecmu

OnbIT MpUMEHEHHs TUKArpenopa y MalueHTOB ¢ HapyIIeHHneM (QyHKIIMH IIeUeHU CPEHEH CTereHn
TSOKECTH OTPAaHUYEH, MO3TOMY CJEeNyeT COOJII0/IaTh OCTOPOXKHOCTh. llpuMeHeHue mpemapata
TUKAT'PEJIOP BEJI®OAPM npoTHBOMOKA3aHO y MAlMEHTOB ¢ HAPYIIEHUEM (PYHKIIMH TCUEHU
TsDKENoN crenenu (cM. pasnenst 4.2., 4.3. 1 5.2.).

bpaouapummus

[Ipu cyrounoM MoHUTOpHUpOBaHUU IekTpokapauorpamMmbl (OKI') mo Xontepy oTmedeHO
MOBBILICHUE YacCTOThl, B OCHOBHOM, OECCUMITOMHBIX JKEIYAOYKOBBIX May3 BO BpeMs Tepaluu
TUKarpeJiopoM IO CpaBHEHHIO C KionuaorpenoM. B wuccrnemoBanusix ¢assl 3 mo omueHke
Oe3omacHOCTH U 3(PPEKTUBHOCTH TUKArpenopa SBICHUS OpaguapuTMUU PETHUCTPUPOBATH CO
CXOXEH 4acTOTOM ISl TUKArpeaopa v mpenaparoB cpaBHeHUs (1uianebo, kinonugorpen u ACK).
[TarueHTsl € MOBBILIEHHBIM PUCKOM pa3BUTHS Opaiukapauu (Hanpumep, MalMeHThl 0e3
AIIEKTPOKAPANOCTUMYIISTOPA, Y KOTOPHIX JUArHOCTUPOBAH CUHJIPOM C1a00CTU CHHYCOBOTO Y311a,
aTPUOBEHTPUKYJISIpHAs OJI0Kada cep/a 2 Uiy 3 cTerneHu, 0OMOPOK, CBSA3aHHBIN ¢ Opajukapauei)
OBLIM MCKIIIOUEHBI U3 MCCIEIOBAaHUI THKArpenopa mo u3y4yeHuro ucxoaoB. [losTomy, B cBsi3u C
OTpaHMYEHHBIM KJIMHUYECKUM OINBITOM NPUMEHEHHs Ipernapara y JTHX THalleHTOB,
PEKOMEHIYETCSl C OCTOPOKHOCTRIO Ha3HAYaTh UM THKarpenop (cM. pazaen 5.1.).
JlononHUTENbHAS MPEAOCTOPOXKHOCTh JIOJDKHA COOMIOJAThCS NPU COBMECTHOM INPUMEHEHUH
npenapata TUKAT'PEJIOP BEJI®APM c npenaparamu, CioCOOHBIMH BBI3BATh OpaMKapiMIo.
OpHako HE OTMEYaJoch KIMHUYECKHM 3HAYUMBIX NOOOYHBIX 3((EKTOB IMPU COBMECTHOM
NPUMEHEHUH ¢ OJHMM Wi OoJiee MpernapaTaMHd, KOTOpPble MOTYT BbI3BaTh OpaJMKapIuio
(Hampumep, 96 % nanMEeHTOB OJHOBPEMEHHO NpPUHUMAIM OeTa-ajapeHoOsokaTopsl, 33 % —
0JI0KaTOPbl «MEUIEHHBIX» KaJbLIMEBBIX KaHAJIOB, IWITHA3eM M BepamaMui, U 4 % — TUTOKCUH)
(cm. paznmen 4.5.).

B xone nomuccienopanust PLATO ¢ mcronb3oBanreM cyroyHoro MoHuTopupoBanus DKI' o
XonTepy B rpylIe TUKAarpeiaopa 1o CpaBHEHUIO ¢ KIOMHUIOTPEIOM OOJbIIe MallueHTOB B OCTPOH
daze OKC umenn xemynoukoBble May3bl >3 cekyH. [loBblIeHHE Yncaa KemyT0YKOBBIX Iay3,
3apErUCTPUPOBAHHBIX C TOMOUIBIO CYTOYHOI'O MOHUTOPHUPOBAHUS M0 X0ATepy, Ha OHE MpruemMa
TUKarpeaopa 0TMeUanaoch yalle y MalueHTOB C XPOHUUYECKOI cepIedHON HEeA0CTaTOYHOCThIO 10
cpaBHeHMIO ¢ 001elt nomyssuel B octpoit paze OKC, HO He B mepBbIi MecsI Tepanuy WU 110
CPaBHEHHMIO ¢ KionuaorpenaoM. Ilay3sl y 3THX MalMEHTOB HE CONPOBOXKIAIMCH MOCIEAYIOIUMUI
HE)KENaTeIbHBIMU  KIIMHUYECKUMH  TOCHEACTBUSIMH  (BKJIIOYasi OOMOPOKM M yCTaHOBKY

3IEKTOKApIUOCTUMYJIISTOPA).
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[Ipy NMOCTMapKETUHIOBOM MPUMEHEHHUU THUK enopa': %'—;k;;elgp;k; Eéﬁmt%b—z{n;a_blrﬁnh u

aTPUOBEHTPUKYIISIPHOHN O10KaabI (cM. pazzaen 4.8.), mpeumymiecTBeHHO y nanuenToB ¢ OKC, mpu
KOTOPOM HIIIEMHsI MUOKapAa U CONYTCTBYIOIIMH MPUEM IMpenapaToB, CHUKAIOIIUX YacTOTY
CEp/ICUHBIX COKpPAILEHUIN WM BIUAIOIIMX HA IPOBOJMMOCTH, IOTEHIMAIBHO MOIJIM OKa3bIBaTh
BIusHUE. KIMHUYECKOe COCTOSIHME MalMeHTa M COMYTCTBYIOIIME JIEKAPCTBEHHBIE Ipenaparsbl
CJelyeT OLICHMBATh B KAUECTBE MOTCHIIMAIBHBIX MPUYUH O KOPPEKTUPOBKU TEPAIUH.

Oovluika

CooOmranoch 0 pa3BUTHUU OJBIIIKY Y MAIMEHTOB, IPUHUMABIIUX TUKArpesnop. Oaplinka 0ObIYHO
OT ¢1a00i1 10 yMEpEeHHOM 10 CBOei HHTEHCUBHOCTH YacTO MPOXOIUT Oe3 MpeKpalieHus TePauu.
Y nanuenToB ¢ OporxuanbHoi actMoi/ XOBJI MoxkeT ObITh TOBBITIICH a0COIIOTHBIN PUCK OJTBIIITKH
Ha npueme npemnapata TUKAT'PEJIOP BEJI®APM (cm. pasnen 4.8.). Tukarpenop ciemayer
NPUHUMATh ¢ OCTOPOXKHOCTBIO y MAIIMEHTOB ¢ OponxuanbHOi actmoii u/wmun XOBJI B anamuese.
MexaHu3M OJIBIIIKK HA MPUEME THKArpesiopa He BbIACHEH. Eciu y manueHTa pa3BUiICS HOBBIM
AMU30J] OJABIIIKH, COXPAHSIETCS WM YCWIHJIACh OJIBIIIKA BO BpeMsl NMPUMEHEHHUs IMperapara
TUKAI'PEJIOP BEJI®APM, TO HE06X0AMMO ITPOBECTHU MOTHOLEHHOE 00CIEI0OBaHHE, U B Cllydae
HEIMEPEHOCUMOCTH, IIPUEM IIpenapara ciaeayeT NPeKpaTUuTh.

Llenmpanvnoe annos cna

CooOmanioch 0 ciyyasix IIEHTPalbHOIO alHO® CHa, BKitouyas JpixaHue Yeitna-Crokca, mpu
MOCTMApKETUHIOBOM NIPUMEHEHUHU Tukarpesopa. [Ipu mogo3peHnn Ha 1EHTpaJbHOE aliHOd CHA
CJIeIyeT OIIEHUTh He0OXOIUMOCTh JAIbHEUIIET0 KIIMHUYECKOTO 00CIeIOBaHUS.

Togvluenue konyenmpayuu Kpeamununa

Ha done tepanuu npenapatom TUKAT'PEJIOP BEJI®APM koHI1eHTparysi KpeaTUHHHA MOYKET
yBeNMUUThCSA. Mexanusm 3toro 3¢¢exra HensBecTeH. OLEHKY (QYHKUIMH MMOYEK HEOOXOAMMO
MPOBOJIUTH B COOTBETCTBUU C PYTUHHOW KIMHUYECKOUN mpakTukoi. Y namueHToB ¢ OKC oueHky
GYHKIIMM TOYEK PEeKOMEHAYeTCs TakyKe MPOBOJUTH dYepe3 MecsI] Moclie Hayala Teparnuu
TUKarpeaopom, oOpaias ocoboe BHHUMaHME Ha MAalUMEHTOB B Bo3pacTe 75 JeT U crapiie,
MAIMEHTOB C YMEPEHHOW WJIU TSKEION MOYEYHON HETOCTATOYHOCTHIO U MOTYYAIOIIUX TEPAUIO
AHTarOHUCTAMHU PEIeNTOPOB aHTHOTeH3uHa |1.

Tlosviuenue xonyenmpayuy Mo4egou KUCi10mul

Ha ¢one tepanuu npenaparom TUKAI'PEJIOP BEJI®APM koH1ieHTparusi MOYEBOM KHUCIOTHI
MOKET MOBBITIATECS (cM. paszzaen 4.8.). Heo6xoaumMo co6mroaTh OCTOPOKHOCTD y TAIIMEHTOB C
TUTNIEPYPUKEMHEN UM MOJAarpUYeCKUM apTPUTOM B aHaMHe3e. B kauecTBe MpeBEHTUBHOW MEpPbI
clenyeT n30eraTh MPUMEHEHUS TUKArpeliopa y MalueHTOB C TUIIEPYPUKEMUYEeCKOl HepomaTuei.
Tpombomuueckas mpomoboyumonenuuecxas nypnypa (TTI1)

TTII na doHe mpuemMa THUKarpegopa oTrMedanach o4eHb peako. TTII sBisercs cepbe3HBIM
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COCTOSIHHEM U Tpe6yeT HE3aMCJIMTCIIBPHOI'O JICYCHMU .

Bausnue na pezynomamul 1abopamopnozo ananuza

Ananuz mp0M60uumapH0ﬁ qbyHKuuu 6 pamkKax OUACHOCIMUKU eenapuH-uHO)/uupoeaHHoﬁ

mpomboyumonenuu (I UT)

VY nmanueHToB, NPUHUMABIIMX THKArpesaop, ObUIM MOJyYeHbI JJOXKHOOTPHULATEIbHbIE PE3yIbTaThl
aHanmu3a TpoMmMOonuTapHoil (¢yHkuMM B pamkax amarHoctuku [MT. Drto cBszaHo ¢
MHTUOMPOBAHUEM THKArpeaopoM peuentopoB P2Yi12 TpoMOOIMTOB 310pOBBIX JIOHOPOB MpU
IIPOBE/ICHUHN TeCTa B CHIBOPOTKE/IJIa3Me€ KPOBU NalMeHTa. [Ipu uMHTeprnperanuu pe3yabTaToB
aHanu3a TpoMOouuTapHOH (QyHKUMU B paMkax auarHoctuku ['MT cnenyer yduThiBaTh
MH(POPMALIUIO O COMMYTCTBYIOWIEH TEParuu TUKArPeIOpOM.

[lepen paccMoTpeHHEM BO3MOKHOCTH OTMEHBI IIpUEMa THKArpeiaopa clieyeT OUEHUTh MO0JIb3y U
PHCK TNPOJOJDKEHUS Tepalnuy, NPUHUMAas BO BHUMAaHHE U NPOTPOMOOTHYECKOE COCTOSIHHE
Benencteue I'MT, M MOBBIIEHHBIH PUCK KPOBOTEYEHHUS Ha (POHE COBMECTHOIO NPUMEHEHUS
AQHTUKOAryJIsiHTa ¥ TUKarpesopa.

Hpyeue

Ha ocnoBanuu Habmonaemoii B uccienopannu PLATO B3auMocBsi3u MEXIy MOAIEPKUBAIOIIEH
no3oit ACK u oTHOCHTEIbHOM 3()(hEeKTUBHOCTBIO TUKArpeaopa Mo CPaBHEHHUIO C KJIOMUIOIPENIOM,
COBMECTHOE NNPUMEHEHHE TUKArpesopa U BbICOKo# nozaaepxxusatoiied 10361 ACK (0onee 300 mr)
HE PEKOMEHIyeTCsl.

CosmectHoe npumenenue npenapara TUKAT'PEJIOP BEJI®APM ¢ MOmHBIMU HHTHOUTOpaMU
CYP3A4 (nampumep, KETOKOHA30JIOM, KJIAPUTPOMHUIIMHOM, He()a3070HOM, PUTOHABUPOM U
aTa3aHaBUPOM) TIPOTHUBOIIOKa3aHO (cM. pazaen 4.3.), Tak KaKk OHO MOXET TPHUBECTH K
3HAYUTEIILHOMY MOBBIIIEHUIO KCIIO3UIIMU TUKarpenopa (cm. pazaen 4.5.).

ComectHOe npumMeHeHue npenapata TUKAI'PEJIOP BEJI®APM ¢ MOLIHBIMH MHAYKTOpaMU
CYP3A4 (manpumep, pudamnunuHom, GeHUTOMHOM, KapOama3enuHoM U (heHoOapOuTaIoM) He
PEKOMEH/IyeTCsI, TaK KaK UX COBMECTHBIN IIPUEM MOKET CHIDKATh SKCITO3UIHIO U 3P PEKTHBHOCTD
TUKarpesnopa (cm. pazaen 4.5.).

CosmectHoe npumenenue npenapata TUKAT'PEJIOP BEJI®APM u cy6erparoB CYP3A4 ¢
yY3KUM TEparneBTUYECKUM HHAEKCOM (Hampumep, LM3alpHIa M alKaJOWJIOB CIOPBIHBU) HE
PEKOMEHIyeTCsl, TaK KaK TUKArpesrop MOKET YBEJIMYMBATh SKCIO3HUIIMIO 3TUX MPENapaToB.
CosmectHoe mnpumeHenue mnpemnapata TUKATPEJIOP BEJIOAPM c¢ cumBacTaTMHOM WA
JoBacTaTUHOM B J103e 6osee 40 Mr He pekoMeHayercs (cM. pasaen 4.5.).

IIpu coBmecTHOM mnpuMeHeHun aurokcuHa u npemnapata TUKAI'PEJIOP BEJIOAPM
PEKOMEH/I0BaH TINATENIbHBIA KIMHUYECKUH U 1a00paTOPHBIII MOHUTOPHHT (YAaCTOThI CEPAEYHBIX

COKpAILIEHUH U, P HAJIMYNUH KIMHUYECKUX MOKa3aHui, Takke DKI' 1 KOHLEHTpaluu AUTOKCUHA
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B KPOBH).

Her naHHBIX O COBMECTHOM NPHUMEHEHUHM THKAarpejiopa ¢ MOIIHBIMH HMHTHOHTOpamMu P-gp u
ymeperHbiMu uHrnouropamu CYP3A4 (Hampumep, BepanaMuiIoM M XHHUIUH), KOTOPBIE MOTYT
MOBBICUTH IKCIO3UIMIO THKarpenopa. Eciiu Henb3s n36exath UX COBMECTHOTO MPUMEHEHHUSI, OHO
JIOJI’KHO OCYIIECTBISITHCS C OCTOPOKHOCTBIO (CM. pazzen 4.5.).

Locpounoe npekpawenue mepanuu

Jocpounasi orMeHa Jt000i aHTHArperaHTHOM Tepamuu, BkItodas mnpernapatr TUKAI'PEJIOP
BEJI®APM, MOXeT MOBBICUTH PUCK CEPACUYHO-COCYAUCTOM CMEpPTH, MH(apKTa MHOKap/Ja WA
MHCYJIbTa B pe3yjbTaTe OCHOBHOro 3abosieBanus. HeoOxonumo uzberaTh MpexaeBpEeMEHHOTO
IIpEKpaLeHUs IprueMa mpernapara.

4.5. B3amMmopeiicTBMe ¢ IPYrHMH JIEKAPCTBEHHBbIMHM MpenapartaMH H Jpyrue BHIbI
B3aNMOJAeHCTBUSA

Tukarpenop, riaBHbIM o0Opa3om, sBisgercs cyoOctparom uzodpepmenta CYP3A4 u cnaboim
unruoutopom CYP3A4. Tukarpenop taxxe siBisieTcst cyocrpatom P-gp u ciiabbiM HHrHOUTOpOM
P-gp 1 MokeT yBenn4YMBaTh 3KCHO3ULINIO cydocTpaToB P-gp.

Bausinue npyrux jgekapctBeHHEIX npenapatoB Ha openapar TUKAT'PEJIOP BEJIGAPM

Jlexapcmeennvie npenapamol, memaboauzupyemole uzogpepmenmom CYP3A4

Hneubumopwvr CYP3A4

- Mownvle  uneudbumopvr  CYP3A4: coBMecTHOEe TNPUMEHEHHE KETOKOHA30ja C

TUKArpeJiopoM YBEIHUYHMBACT MaKCHMAIbHYIO KOHIEHTpAui0 (Cmax) ¥ IUIOMIATL  TIOJ
(dhapMaKOKHMHETHYECKON KpuBOH «koHIeHTpauus-Bpems» (AUC) tukarpenopa B 2,4 u 7,3 pa3sa,
cooTBeTCcTBEHHO. Cmax ¥ AUC aktuBHOro Merabomura noHmxkarorca Ha 89 % u 56 %,
cootBeTcTBeHHO. /[lpyrue w™ormnable uHruoutopsl CYP3A4 (xmaputpomuiini, HedazomoH,
PUTOHABHp M ara3aHaBHp) OYyAYT OKa3blBaThb Takue k€ A(PQEKTbl, MOITOMY COBMECTHOE
npuMeHeHre MoiuHbiXx uHruoutopoB CYP3A4 c¢ mpemapatom THUKATIPEJIOP BEJI®APM
MPOTUBOMOKAa3aHo (cM. pasaen 4.3.).

- Ymepennvie _uneubumoper  CYP3A4: coBMecTHOe NpHUMEHEHHE JWiITHA3eMa C

TUKarpesopoM yBeianuuBaeT Cmax THKarpenopa Ha 69 %, a AUC B 2,7 paza, u cHuxkaeT Cmax
akTuBHOrO Merabonura Ha 38 %, a AUC He MmensieTcs. Tukarpenaop He BIUSET Ha IUIa3MEHHBIE
KOHIIGHTpanuu auituaszema. Jlpyrume ymepennsie wuHruoutopsl CYP3A4  (mampumep,
aMIIPEHABHP, alPENUTAHT, 3PUTPOMHIINH, (PIYKOHA3011) OyIyT OKa3bIBaTh CXOXKHE IQDEKThI, U HX
TaK)K€ MOYKHO Ha3HauaTh ogqHoBpeMeHHO ¢ npenapatoM TUKAI'PEJIOP BEJIGAPM.
Hnoyxkmoper CYP3A4

CoBMmecTHOE TpUMEHeHHe prudaMITUIIMHA ¢ TUKarpesopoM cHkaeT Cmax 1 AUC Tukarpenopa Ha

73 % u 86 %, coorBeTcTBEHHO. Cmax akTUBHOr0O MeTabonnuTa He MeHseTcs, a AUC moHmxkaeTcs

9
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Ha 46 %. [pyrue wunrubutopsr CYP3A4 (Hanﬁgﬂ;éﬁ-:lE . 'fowtﬁé;)ﬁgﬁhgleﬁ‘}/rﬁ u

dbenobapOuTan), mo-BUIUMOMY, TAKXKe OYyAYyT CHIKATh SKCIO3HIMIO TUKarpenopa. CoBMECTHOE
NpUMEHEHHE THKarpenaopa ¢ MomHbsiMu uHruouropamu CYP3A MoXKeT yMeHbIIATh SKCIO3HUILINIO
U 3QPEeKTUBHOCTh THUKArpenopa, Mo3ToMy cienyeT u30eraTb MX COBMECTHOI'O IPHUMEHEHHs C
npenaparoM TUKAT'PEJIOP BEJIGAPM.

Luknocnopun (uneubumop P-gp u CYP3A)

CoBmectHOe puMeHeHue 1uknocnopuna (600 Mr) ¢ Tukarpenopom yBenuuuBaeT Cmax 1 AUC
Tukarpeigopa B 2,3 u 2,8 pas, coorBercTBeHHO. IIpu sTom oTmewaercs yBenmueHue AUC
akTUBHOrO MeTtabonuta Ha 32 % u cHmxkeHne Cmax Ha 15 % B mpuUCyTCTBUM LIUKJIOCTIOPHHA.

Her naHHBIX 0 COBMECTHOM NPUMEHEHUU TUKArpeiaopa ¢ ApyruMU MOIIHBIMU MHIHOUTOpamu P-
gp u ymepenusiMu naruoutropamu CYP3A4 (Hanpumep, BepanaMuiIoM U XHHUAMHOM ), KOTOpPbIE
MOTYT HOBBICUTH 3KCIO3UIMIO TUKarpeiaopa. Ecium Henb3st u30exkarb HX COBMECTHOTO
HOPUMEHEHHUS, OHO JIOJPKHO OCYILECTBIIATHCS C OCTOPOKHOCTBIO.

Lpyeue

[To pesynpTatam wucciaenoBaHW (PApMaKOJOTHUECKUX B3aMMOJACHCTBHI COMYTCTBYIOIIEE
OPUMEHEHHE THUKarpeiaopa ¢ remapuHoMm, sHokcanapuHoM U ACK wunm jgecMompeccMHOM He
BIMsIET Ha (apMaKOKUHETUKY THKArpejaopa, ero akTUBHOIO MeTaboiauTa U ajgeHo3uHaudocdar
(Al®)-uHayuMpoBaHHYIO arperamnuio TpomMOouuToB. B ciyyae Hamuuus KIMHUYECKUX
MOKa3aHUN K HAa3HAYEHUIO MPErapaToB, BIUSIOUIMX HAa F€MOCTa3, OHU JIOJKHBI IPUMEHSTHCS C
OCTOPOKHOCTBIO B KOMOMHALIUYU C TUKATIPEIOPOM.

[Tpu exeqHeBHOM ynoTpeOieHnn 60mbIMX 00beMOB TpeindpyroBoro coka (o 200 mr 3 pasza B
JIeHb) OBLJI0O OTMEUEHO 2-KPAaTHOE YBEIUYCHHUE IKCIIO3UIINH THUKarpenopa. OKuaaeTcs, 4To TaKoe
YBEJIMUYEHUE HKCHO3UIMHN THKArpenopa He MMEET KJIMHUYECKOrOo 3Ha4eHMs Ajsi OOJIbLIIMHCTBA
HaIMEeHTOB.

OTMeueHO 3aMeIeHHe U CHMKEHHE KCIO3MIIMU NepopasIbHbIX MHTHOUTOpoB P2Y12, BKITIOUas
TUKarpegop M €ro akTHBHBIA MeTaOOJHT, Y MAlUEHTOB, IMOJyYaBIIUX TEpPAmui0 MOP(QUHOM
(CHMKEHHUE SKCIO3ULIMK THKarpenopa npubiausutenbHo Ha 35 %). [lanHoe B3ammopeicTBue
MOXET OBITh CBS3aHO CO CHIKEHHEM MOTOPHUKH JKEJyIOYHO-KHUIIEYHOIO TPaKTa U MOITOMY
IPUMEHHUMO K JpyruM onuouaaM. KinmHuueckas 3Ha4MMOCTh HEU3BECTHA, HO IaHHBIE YKa3bIBAIOT
Ha BO3MOXXHOCTh CHHXEHMSI 3(PGEKTHUBHOCTH THKarpeiopa y TMalUeHTOB, OJHOBPEMEHHO
MoJTyyarolmx Tukarpenaop u Mopdus. Y mauumento ¢ OKC, y KOTOpbIX npuMeHeHne MoppuHa
HEJb3sl OTCPOUYUTh U ObICTpoe MHrHOMpoBaHue P2Y12 cuMTaeTcs KpUTHUECKH BAKHBIM, MOXKHO

paccMOTpeTh BO3MOKHOCTh PUMEHEHHS TapeHTEpaTbHOTO HHIHOUTOpa P2Y 12,

10
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Bimsaue npenapara TUKATPEJIOP BEJI®APM Ha apYiic siokapet BeHme e apaibs -/

Jlexapcmeennvie npenapamsi, memaboauzupyemole uzogpepmenmom CYP3AL

- Cumsacmamun. CONMYTCTBYIOLICC MPUMCHCHHUC TUKArpejiopa 1 CMMBACTATHHA ITOBLIIACT

Cmax 1 AUC cumBacratuaa Ha 81 % u 56 %, cooTBeTcTBeHHO, M yBennuuBaeT Cmax 1 AUC
CHMBACTaTUHOBOM KUCIOTHI HA 64 % 1 Ha 52 %, COOTBETCTBEHHO, PU 3TOM B HEKOTOPBIX CIIydasx
9TH TIOKA3aTeln MOBKIMATCS B 2—3 pa3a. CoBMECTHOE MPUMEHEHUE CHMBACTATHHA B JI03€ BBIIIIC
40 Mr/cyT ¢ TUKarpeiaopoM MOXeT NMPUBOJUTH K Pa3BUTHIO MOOOYHBIX 3(p(PEeKTOB cMMBacTaTHHA,
¥ He0OX0IMMO OIIEHUTh COOTHOIICHUE MOTCHIIMAILHOTO PUCKA U TT0JIb3bl. CHMBACTATHH HE BITUSI
Ha TUTa3MEHHYIO0 KOHIICHTpAIMIo TUKarpesiaopa. Cxokee BIUSHUE THKATrPEIOpP MOXKET OKa3bIBaTh
Ha JjoBacTaTuH. He pekoMeH1yeTcs COBMECTHOE MPUMEHEHUE TUKarpeaopa ¢ CHMBaCTaTHHOM HITH
JIOBACTaTMHOM B J03¢ CBbIIIE 40 MT.

- AmopeacmamuH: CONNYTCTBYIOLICC IPUMCHCHUC aTOPBACTATHHA U TUKATr'pCiopa MOBLIIIACT

Cmax 1 AUC aropBacratuHOBOW KHUCIOTHI Ha 23 % m 36 %, coorBercTBeHHO. [lomoOHOE
yBenuueHnue 3HaueHu Cmax 1 AUC HaOmomaercs A BceX MeTabOJIMTOB aTOPBACTATHHOBOM
KHUCITIOTHI. DTO MOBBIIICHUE TPU3HAHO KIIMHUYECKH HE 3HAYUMBIM.

— CxonHoe BIUsSIHUE Ha JIpyTHe cTaTuHBI, MeTabonusupyembie uzopepmentom CYP3A4, ne
MoOkeT ObITh uckimoueHo. B uccnenoBanuu PLATO mnanueHTsl, moiy4yaBIIME THUKarpenop,
NPUHUMANM PA3JIM4YHble CTATHHBI NPU OTCYTCTBUM KAaKHMX-JIMOO OMACEHUH OTHOCUTEIHHO
6e3omacHocTH y 93 % ManueHToB, IPUHUMABIIMX 3TY TPYIITY IPEenaparos.

Tuxarpenop — cna0eiii wHTHONTOP m30(epmenta CYP3A4. CoBmecTHOE mpHMEHEHHE
Tukarpesniopa u cyoctpatoB uzopepmenta CYP3A4 ¢ y3kuM TepaneBTHUYECKUM HHIEKCOM
(HampuMep, IM3aNpH WM aJKaJOWIbl CIIOPbIHBM) HE PEKOMEHAYETCs, TaK Kak TUKarpeiop
MOYKET YBEITMYUBATH IKCIIO3UITUIO TUX MPETIapaToB.

Cyocmpamul P-gp (8xnrouas Oueoxkcu, Yyukaiocnopum)

ConyTcTBYlOIIEee MPUMEHEHNE TUKArpesnopa ¢ AMTOKCUHOM MOBBIIAN0 Cmax 1 AUC nurokcuna
Ha 75 % u 28 %, cooTBeTCTBEHHO. [Ipy COBMECTHOM IpHEME C TUKArpeIopoM Cpe/lHee 3HaUYCHHE
MUHHMAaJIbHOH KOHIIEHTpAIMH TUTOKCHHA YBEIMYHMBaJIOCh mpuMepHO Ha 30 %, B HEKOTOPHIX
WHIMBHTyIbHBIX CIy4asx B 1Ba pa3a. Cmax 1 AUC THKarpenopa u ero akTHBHOTO METa0OINTa
Opd TNPUMEHEHUH JUTOKCHMHAa He MEHsuch. lloaToMy pekomeHIyeTcss IpOBOAUTH
COOTBETCTBYIOIIMI KIMHUYECKUHA W/WIKM JTa00paTOpHBI MOHHMTOPUHT (YacTOTHI CEpACYHBIX
COKpAILIEHUH, U, PY HAJTMYUU KIMHUYECKHUX MToKa3zaHuil Takxke DKI' 1 KOHIEHTpaluy JUTOKCUHA
B KpOBH) NPH OJHOBPEMEHHOM INPHUMEHEHHH THUKarpeiopa u P-gp-3aBHCHUMBIX TpenapaToB ¢
Y3KUM TeparneBTUYECKUM UHIEKCOM, Harmoa00ue AUroKCHHA.

He ormedeHo BIusSHHUS THUKarpejgopa Ha KOHIIGHTPALMIO LUKIOCIOpPHHA B KpOBH. BriusHue

TUKarpesiopa Ha apyrue cyoctpatsl P-gp He u3y4anocs.
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Jlexapcmeennvie npenapamuol, Memaboausupyemule u30(ﬁ%é%ogl;éﬁf&9‘:|_| OCTE 0006)

ConyrcTByIOlllee TNPUMEHEHHWE THKAarpeliopa M Tol0yraMuja HE MEHSJIO IUTa3MEHHbBIC
KOHIIEHTPAIIUU HU OJTHOTO U3 3TUX MPENaparoB, YTO CBUAETEIHCTBYET O TOM, YTO TUKATPEIOp HE
sBisieTcs: uHruouTopom m3opepmenta CYP2C9, u, manoBeposaTHO, uTo oH BimsieT Ha CYP2C9-
OMOCpeI0BaHHBIA MeTabO0IN3M MpenapaToB, MOJOOHBIX BappapuHy U TOIOyTaMUIY.
Pozysacmamun

Tukarpenop MOXET BIMATh Ha BBIBEICHHWE pO3YyBAaCTaTHMHA TIOYKAMHU, YBEIUYHUBAS PHCK
KyMYJSIUKM PO3yBacTaTWHA. XOTS TOYHBIM MEXaHHU3M HEU3BECTEH, B HEKOTOPBIX CIIydasx
OJIHOBPEMEHHOE MPUMEHEHHUE THKArpenopa U po3yBacTaTiHa MPUBOIUIO K CHUKEHHUIO (DYHKIHUN
MOYEK, MOBBIIICHUIO aKTUBHOCTH KpeaTHH(POCHOKHHAZHI U padIOMHUOIU3Y.

OpanvHvle Konmpayenmuebol

CoBMecTHOE MPUMEHEHHE THUKarpeiopa, JeBOHOPrecTpesaa M 3TUHUIICTPAAUONA YBEIHMUYHUBACT
9KCIO3ULUI0 STUHWIACTpaauona npumepHo Ha 20 %, HO He BiuseT Ha (PapMaKOKUHETUKY
JeBoHOprecTpena. He oxumaercss KIMHWYECKH 3HAYMMOTO BO3JEHCTBUS Ha 3()(PEKTUBHOCTH
KOHTpALICTIIIUU TPH OJHOBPEMEHHOM IPUMEHEHHH JICBOHOPTECTpENa, STUHWIAICTPAIUOIA U
TUKarpenopa.

Jlexapcmeennvle npenapamol, cCnocooOHbvle 8b136aMb OPAOUKAPOUIO

B cBsi3M ¢ BBIABIIGHHEM, B OCHOBHOM, OCCCHMIITOMHBIX JKEIYJAOYKOBBIX IMay3 W OpaguKapInd,
cienyer ¢ octopoxkHocteio mnpuHuMath TUKAI'PEJIOP BEJI®APM opHOBpeMeHHO ¢
JIEKapCTBEHHBIMHU CPEJCTBAaMH, KOTOPHIE CIIOCOOHBI BBI3BIBATh Opamukapauio (cM. pasaen 4.4.).
Opnnako B uccnenoBanuu PLATO He HaOmromanoch KIMHHUYECKH 3HAYMMBIX HEKeIaTelbHBIX
peaknuii IpU COBMECTHOM TIpHEMa C OJHUM WM OoJiee IMpermapaTamMu, CIIOCOOHBIMH BBI3BATh
Opanukapauio (Harpumep, 96 % nanueHToB OJHOBPEMEHHO MTPUHUMAIH OeTa-aapeHO0I0KaTOPHI,
33 % — OmoKaTophl «MEIJICHHBIX» KalbIIMEBBIX KAaHAJIOB, NWITHAa3eM M Bepamamui, 4 % —
JIMTOKCHH).

Hpyeas conymcmeyowas mepanusi

B KIMHUYECKHX UCCIEN0BAHNUIX TUKArpeaop MPEeUMYIIEeCTBEHHO Ha3Hadaicsi coBMecTHO ¢ ACK,
WHTHOUTOpAaMU TPOTOHHOW TMOMIIBI, CTaTMHAMHU, OeTa-aApeHoOIoKaTOpaMH, WHTHOUTOpaMU
aHTHOTeH3UWHIpeBpaaromiero gepmenta (MAIID) u anTaroHHCcTaMu PEENTOPOB AHTHOTEH3WHA
Il B paMkax JIATETHRHOTO TIpHEMa IS JICYEHHUS COMYTCTBYIOIIMX 3a00J€BaHUM, a TaKXKe C
rernapuHOM, HH3KOMOJICKYJISIPHBIMU TelapuHaMu, WHruOuTopamu riaukonporerHoBbix |1b/111a
PENenTopoB Jisl BHYyTPUBEHHOTO BBEACHHSI B paMKaX KpaTkocpouHoi Tepanuu. [1o pesynbpratam
ATHUX UCCIICIOBAHHUI HE BHISIBIICHO KIMHHYECKU 3HAYMMBIX HEXKEIATeIbHBIX B3aUMOICHCTBUA.
CoBMecTHOE MPUMEHEHHE TUKarpesiopa ¢ rermapuHoM, SHOKCAIapUHOM WIN JECMOIIPECCUHOM He

OKa3bIBAJIO BIMSHHE Ha AKTMBHPOBAHHOE YacTUUHOE TpomOorutactuHoBoe Bpems (AUTB),
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MOTCHIIMATBHOTO  (papMaKOJMHAMHYECKOTO  B3aMMOJEHCTBHUS,  TpeOyercs  coO0IaTh
OCTOPOIKHOCTH IIPpHU COBMCCTHOM IMTPUMCHCHUHM C IIpCriapaTaM, BIIUAIOIIMMU HA TCMOCTA3.

B cBs13u ¢ co0OOIIEHUSIMU O TOJKOKHBIX KPOBOM3IUSIHUAX Ha (DOHE MPUMEHEHUS! CEJIEKTHUBHBIX
UHTHOUTOPOB OOpaTHOrO 3axBaTa CEPOTOHMHA (HAMpUMeEp, TMAPOKCETHH, CEepTPauH U
[UTAJIONPaM), PEKOMEHIYeTCsl COONI0IaTh OCTOPOKHOCTh MPHU HMX COBMECTHOM IIpHEME C
THUKarpeaopoM, MOCKOJIbKY BO3MOKHO MOBBIIIEHUE PUCKA PA3BUTHUSL KPOBOTCUCHHUS.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTb U JIAKTALMS

JKeHIITUHEI ¢ IETOPOJHBIM MOTSHIIUAIOM (KOHTDaI_IeHHI/ISI N )KeHI_HI/IH)

KenmyHaMm penpoayKTUBHOTO BO3pacTa CIEAYET HCIOJIb30BaTh COOTBETCTBYIOIIHUE METOMbI
KOHTpaLEeNnuuy, 4ToObl n30exarb OepeMeHHOCTH BO BpeMs Tepanuu npenaparom TUKAT'PEJIOP
BEJIOAPM.

bepemeHHOCTD

JlaHHBIE O TPUMEHEHUH THKAarpesaopa y 0epeMeHHBIX KEHIUH OTCYTCTBYIOT UM OTPAaHUYCHBI.

B unccnenoBaHusx Ha KMBOTHBIX THKAarpesiop BbI3bIBAJ HE3HAYUTEIIBHOE CHM)KEHUE NMpPUOaBKU
MAacchl TeJla y CaMOK, CHIDKEHUE KU3HECIIOCOOHOCTH HOBOPOKICHHOTO JKUBOTHOTO M €r0 MAacChl
tena, 3amemnenue pocra. [Ipenapar TUKAI'PEJIOP BEJI®APM npoTuBONoOKa3aH BO BpeMs
OEpEeMEHHOCTH.

JlakTanus

JoctynHble (hapMakoInHAMUYECKUE, TOKCUKOJIOTHYECKHE JaHHbIE Y KUBOTHBIX MOKa3aiH, YTO
TUKArpesIop M ero akTUBHBIE METa0OIUTHI BBIACTSIOTCA C MOJIOKOM. He MOXeT ObITh UCKIIOUYEH
PHCK U HOBOPOXKJIEHHOI0/MJIa/ieHIIa. Perienne o npekpamieHny rpyIHOro BCKapMJIMBaHUs WIH
ormeHe tepanuu npenapatoMm TUKAT'PEJIOP BEJI®APM Heo0Xx0aUMO NMPUHUMATH C YUYETOM
MOJIb3BI TPYTHOTO BCKApMIIMBaHUs Ui peOeHKa U MOB3bl TEPANTUU TSl MaTepH.

DepTUabHOCTD

Tukarpenop He 0Ka3blBajl BIMSHNUE HA PEPTUIHHOCTh CAMIIOB U CAMOK >KUBOTHBIX.

4.7. BuusiHue Ha CIOCOOHOCTH YINPABJATHL TPAHCIOPTHBIMHM CPEACTBAMH U padorarh C
MeXaHHU3MaMH

He mnpoBogminoce wuccnenoBanmii BnusHug npenapara THUKAI'PEJIOP BEJI®APM nHa
ylpaBjeHUEe TPAHCIOPTHBIMU CpeACTBaMH U paboTy ¢ mexaHu3mamu. [Ipeamomaraercs, yTo
npenapar TUKAI'PEJIOP BEJI®APM He BiauseT Win B HE3HAYUTENIbHOW CTENEHU BIIMSIET Ha
CHOCOOHOCTh YIPAaBIIATh TPAHCHOPTHBIMH CPEJICTBAMM M paboTaTh ¢ MeXxaHW3MaMu. Bo Bpems
tepanun  npenapatroMm TUKAI'PEJIOP BEJI®APM coobmanoch O TOJIOBOKPYXKEHHH |
CIyTaHHOCTH CO3HaHMA. B cilyuae pa3BUTHS AAaHHBIX peakUUil MallMeHTaM CieAyeT cOOI0AaTh

OCTOPOKHOCTh IIPU YIIPaBICHUH TPAHCIIOPTHBIMH CPEACTBAMHU U PabOTE C MEXaHU3MaMH.
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4.8. HexkennaTeibHbIe peakunu

Pesrome npoduiist 6e3onacHocT

[Ipoduns Ge3omacHOCTH THKArpenopa OmeHWBaW B NIBYX uccienoBanusx ¢asel 3 (PLATO,
PEGASUS u THEMIS), BxmrovaBmux 6onee 58 000 marueHToB, u3 kKotopbix Oojee 32 000
OpUHUMAIU Tukarpenop (cMm. pazgen 5.1). Huxke mpencraBieHbl HexelnaTelbHbIE pEakluu,
OTMEYaBIIHNECS B ATUX KIMHUYECKUX UCCIIETOBAHUSIX.

B uccnegoanun PLATO manueHTsl, MojrydaBIIne THKArpenop, yalie MpeKpamaim Tepanui 13-
3a pa3BUTHS HEXeNaTeNbHbIX PEaKIuil, YeM MHalleHThl, noyydaBimue kionuaorpen (7,4 % mo
cpaBuenuo ¢ 5,4 %). B wuccnegoBanuun PEGASUS uactora mpekpaieHusi JedyeHUs H3-3a
pa3BUTHS HEXeNaTeNbHBIX peakiuil Oblla BBIIIE MPH IPHEME THKArpeiaopa, 4YeMm IpH
monotepanuu ACK (16,1 % B rpynne tukarpenopa 60 mr + ACK o cpaBaenuro ¢ 8,5 % B rpymie
monotepanuu ACK). B uccnenoBanun THEMIS y namnuentos, nepenecmux YKB, uactora
MPEKpaIECHUS TepATuH U3-3a PA3BUTHSI HeXKeENaTeNbHBIX peakuuii coctaBuna 21,3 % npu npueme
tukarpenopa B komOouHanuu ¢ ACK mo cpaBaenuto ¢ 13,0 % npu monorepanuu ACK.

Hamnboinee yacto oTMEUaBIIMMUCS HEXKETATEIBHBIMU PEAKIUSIMH y MAMEHTOB, TPUHUMABIINX
TUKarpenop, ObUIM KPOBOTEUESHHUSI U OJIbIIIKA (CM paznen 4.4.).

TabanuHoe pE3IOME HEXKENaTEIbLHBIX PEaKIUH

HexenarenpHble peakiiuy, IpecTaBIeHbl B Tabmuiie 1 B COOTBETCTBUU C IMMOPAKEHUEM OPTaHOB
U CHCTEM OpPraHOB B IOCJICIOBATSIILHOCTH MEIUITMHCKOTO CIIOBAps IS HOPMATHBHO-TIPABOBOM
nesitenbHOCcTH (MedDRA). Yacrtora BO3HMKHOBEHHSI pacHpelensiiach B COOTBETCTBHU CO
CIEeYIOIIUMHU KaTeropusMu: o4eHb acto (>1/10), gacto (>1/100, Ho <1/10), HewacTo (>1/1000,
Ho <1/100), peaxo (>1/10000, o <1/1000), ouens peaxo (<1/10000), vactora HeusBecTHa (Ha
OCHOBaHWUHW UMEIOIINXCS JJAHHBIX OIICHUTH HEBO3MOXKHO).

Tadoauua 1. YacToTa BOSHUKHOBEHHS HeKeJIaTeJIbHbIX peaKkuuid

CucremMHo-
. OyeHb 4YacTo Yacro Heuacro YacToTa HEM3BECTHA
OpraHHbIi KJIace

JobOpokavecTBeHHbIE, KpoBoteuenue u3
37I0KaYeCTBECHHBIC omyxoiu ?

Y HEYTOYHCHHbIC
HOBOOOpPAa30BaHHUS
(BKJTFOYAST KHCTHI U
TIOJIHTIBI)

Hapymenus co KpoBoteuenus, TpomboTHueckas
CTOPOHBI KPOBH CBSI3aHHBIC C TpOMOOLITONIEHH-
1 muMpaTnIecKon 3a00JIeBaHUSIMA yekas mypmypa ©

CHCTEMBI KpoBH

Hapymenus co Peakiuu
CTOPOHBI UMMYHHOM TUTNEPYYBCTBUTEIBHO

CHUCTCMBI CTH, BKJIIO4Yas
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T o B W o B Oy L
AT IE QOBSTENRHOCT o U]
AHITOHEBPOTHYCCKIH
oTexk ©
Hapywmenus T'unepypuxemus 9 [onmarpa/momarpudaec
MeTtabomu3ma u KHUH apTpUT
TUTaHUSA
Ilcnxnaeckue CroyTaHHOCTB
HapyIIECHUs CO3HaHUsA
Hapymenus co T'onoBokpysxeHue, BuyTpuuepennoe LenTpansHO€E arHo?
CTOPOHBI HEPBHOM 00MOpOK, TOJIOBHAsL ~ [KPOBOM3IHSHHE ™ CHa, BKIII04ast
CHUCTEMBI 00JIb neixanue Yeina-
Croxca ©
Hapymenus co KpoBousznusnue B
CTOPOHBI OpTaHa rnas ®
3peHust
Hapymenus co Bepruro YuHoe KpoBOTe4YeHHE
CTOPOHBI OpraHa
ciryxa u 1abupuHTa
Hapymenus co bpanuapurmus ©
CTOPOHBI cepAla aTPUOBEHTPUKYIISP-
Has Onokana ©
Hapymenus co AptepuanbHas
CTOPOHBI COCY/IOB THIOTEH3USA
Hapymenus co Oppika KpoBoTeuenus u3
CTOPOHBI OpraHoB
IBIXaTeIbHOM JIBIXaTeIbHOM
CHCTEMBI, OPraHOB cuctemsl f
TPYAHOU
KIIETKH U
CpenoCTeHus
Kenynouno- Kenynouno- Perponeputone-
KHIIIEYHBIE KHIIEYHOE aIIbHOE KPOBOTEUCHUE
HapyIIECHUs KpoBoTeueHue 9,
Jauapes,
TOILHOTA, JUCTICICHS,
3arop
Hapymenus co [onkoxxHOE MK
CTOPOHBI KOKHU KOXKHOE
U TOJKOKHBIX kposoTeuenue ",
TKaHeu KOXHBIN
3yA, KOKHAas ChIIb
Hapymenus co Mpleunsie
CTOPOHBI MBIIIEYHOH, KpOBOTEYEHHS |
CKEJEeTHOU U
COEIMHUTEIILHOMN
TKaHU
Hapymenus co KpoBoteuenue
CTOPOHBI OYEK 13 MOUYEBBIBOAAIINX
¥ MOYEBBIBOIAIINX nyreii )
nyTeu
Hapymenus co KpoBoteuenue u3
TOJIOBBIX OPraHoB
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CTOPOHBI

pPEnpOaYKTUBHON

CHCTEMBI U MOJIOYHBIX

Kenes

JlabopaTopHsie [NoBrIenne

Y HHCTPYMEHTAJIbHBIC KOHLICHTPALIH

JIaHHBIE KpeaTHHHHA B KpoBH ¢

TpaBMmbl, KpoBoteuenue

WHTOKCHKAIUN U I0CJIe MaHHITYJISIINH,

OCJIO)KHEHUS TpaBMaTHYeCKOe

poueayp KpoBOTeUeHHUE '
TIpumeuanus:

? Hanmpumep, KpOBOTEUEHHUE U3 OIYXOJU MOYEBOTO ITy3BIpPs, U3 OIYXOJHU KEIYAKa, U3 OIyXOJIu
TOJICTOM KMIIIKH.

b Hanprmep, HOBbIIIEHHAS CKIOHHOCTH K 0OPa30BaHHIO KPOBOIIOATEKOB, CIIOHTAHHAS FeMaTOMa,
reMopparu4ecKui JuaTes.

© OTMEYEHO NpU NOCTMAPKETUHIOBOM IPUMEHEHHH.

d TIpuBeseHa 4acToTa OTKIOHEHHil JIAGOPATOPHBIX MOKA3aTelIel (IOBBIMICHUE KOHI[CHTPALIUH
MOYEBOM KHCJIOTHI BBIIIE BEpXHEH T'PAHMIIBI HOPMBI OT MCXOJIHOTO 3HAYCHHS, KOTOPOE OBLIO B
npejesiax HOpMbI HJIM MEHEe HUYKHEH TpaHuIlbl HOpMBI. [10BBIIIIEHHE KOHIIEHTPAIlMK KpeaTHHUHA
>50 % OT UCXOAHOTO 3HAYCHUS ), @ HE YACTOTa COOOIIECHUI O HEXKENaTeIbHbIX PEeaKITUsIX.

¢ HanmpuMep, KOHBIOHKTHBAIBHOE, PETUHATILHOE, HHTPAOKYJISIPHOE KPOBOUBIIUSHHE.

f Hampumep, snucrakcuc (HOCOBOE€ KPOBOTEUECHHE), KPOBOXapKAHbE.

9 HampuMep, THHTUBAIbHOE KPOBOTEUYEHHE, PEKTATBHOE KPOBOTECUECHHE, KPOBOTCUCHHE U3 SA3BBI
KEeTyIKa.

" Hanprmep, 5KXMMO3, KOJKHASI TeMOPPATHs, ETEXUS.

i Hanpumep, remapTpo3, KPOBOU3IHUSIHUE B MBIIIIILY.

J Hanpumep, remaTypusi, reMopparudeckuil IUCTHUT.

K Hanprmep, BarnHabHOE KPOBOTEUEHHE, TeMATOCTIEPMUS, TOCTMEHOIAY3aIbHOE KPOBOTEUEHHE.
' Hanpuwmep, ymm6, TpaBMaTHUecKasi reMaToMa, TPaBMaTHIECKOe KPOBOTEUCHHE.

MT.e. CHOHTaHHOE, CBS3aHHOE C MPOIEAYPaMH WM TPaBMAaTHYECKOE BHYTPHUEPEITHOE
KPOBOU3IIUSHHE.

Omnmcanue OTACIBHBIX HECXKCIATCIbHBIX DCaKHI/Iﬁ

Kposomeuenue
B uccnenosanusix PLATO, PEGASUS u THEMIS ucnonp3oBanuck clieayroomue onpeaeieHus
KPOBOTCUCHUS:

- Boavuwoe aemanvroe/yeposicarowiee scusuu kposomeuernue no onpeoenenuro PLATO:

JCTAJIbHOC, WJIH 1000¢e BHYTPHUYCPCIIHOC KPOBOU3JIUAHUC, UM KPOBOTCUCHUC B IIOJIOCTH
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TUIOTeH3UEH, TpeOyIolIe NPUMEHEHUS! Ba30KOHCTPHUKTOPOB/MHOTPONHBIX IPENapaToB WM
IIPOBEJCHUS  ONEpPATUBHOIO BMEIIATENbCTBA, WM KIMHUYECKH SIBHOE KPOBOTEYEHUE,
COIIPOBOKIAIOIEECS] CHM)KEHUEM KOHIIEHTpaluuu remorioOuHa Oonee, yem Ha 50 r/n, wnu
TpaHcdy3uen 4 nnm 6osee eAUHUL SPUTPOLIUTOB.

Tonbko mist uccnenoBanus THEMIS. B ciiyuae kpoBoTeuenust, csizannoro ¢ AKIL: neransHOe
KPOBOTEUEHHE WM IE€PUOINEPALlMOHHOE BHYTPUYEPENIHOE KpPOBOTEUEHHE, WM IOBTOpPHAs
omnepauus I0CIE 3aKpbITUSA pa3pe3a IPU CTEPHOTOMHMH Ul KOHTPOJIS KPOBOTEUEHUS, WIIU
TpaHchy3us >S5 eAMHUIL IETHHON KPOBHU WJIH SPUTPOIIUTAPHOM MacChl B TeUeHUE 48 4 (TpaHCchy3us
yepe3 cuctemy Cell Saver He Oymer y4uThIBaThCS NpH pacyeTe MpEnapaTroB KPOBH), WU
BBIJICJICHUE U3 PEHAKHOM IJIEBpAIbHOM TpYOKH >2 11 B TeueHue 24 4.

— bonvwoe unoe kposomeuenue no onpedenenuro PLATO: BbI3bIBaIolIee CYIIECTBEHHYIO

HEIEeCIOCOOHOCTh MAalMeHTa, WM KIMHUYECKH SBHOE KPOBOTEUEHHUE, COMPOBOXKIAOIIEECS
CHIKeHHEM ypoBHS reMornoduna Ha 30—50 r/n unu tpancdysueii 2—3 eIuHUL IPUTPOLIUTOB.

— Manoe kposomeuenue no onpedenenus PLATO: TpeOyeT MEIUIIMHCKOTO BMEIIATEIbCTBA

JJIA OCTAHOBKH MJIM JICUCHHA KPOBOTCUCHU .

- bonvuwoe kposomeuenue no onpedenenuro TIMI: neranbHoe, WK T1000€ BHYTPUIEPEITHOE

KPOBOM3JIUSHUE, WIN KIMHUYECKH SBHBIE NIPU3HAKH KPOBOTEUEHUS, CBSI3aHHOTO CO CHUKEHUEM
KOHIIEHTpanuu remorjoOuna Ha 50 r/m wnam Oonee, WM, €CIM JaHHBIE O KOHIEHTPAIUU
reMorJIo0MHa OTCYTCTBYIOT, TO CHU)KEHUE reMaToKpuTa Ha > 15 %.

Tonpko mist uccnenosanuss THEMIS. B cinydae kpoBoredenust, cBsizanHoro ¢ AKII: neransHoe
KPOBOTEUYEHHME, WJIU MEPUONEPALUOHHOE BHYTPHUEPENHOE KPOBOTECUEHHME, WIIM ITOBTOpHAs
orepanusi TOCJe 3aKpbITUS pa3pe3a MpPU CTEPHOTOMMM Ul KOHTPOJSL KPOBOTEUEHUS, WIIU
TpaHcy3ust >S5 eTUHUL LEIbHON KPOBH I SPUTPOLIUTAPHON Macchl B TeueHue 48 4 (Tpancdysust
yepe3 cucreMmy Cell Saver He Oyner y4duThIBaTbCcs NPH pacdyeTe IpernaparoB KPOBH), WIU

BBIJICJIEHUE U3 IPEHAXKHOM IIeBpasibHOM TpyOKH >2 11 B TeueHue 24 4.

- bonvwoe unoe kposomeuenue no onpedenenuro TIMI: He neranbHOE, HE BHYTPUUYEPETTHOE
6osb110€ KpoBOTEUeHUE 1o omnpeneneHuto TIMI.

— Manoe kposomeuenue no onpedenenus TIMI: KkIMHUYECKH SBHOE KpOBOTEUEHUE,

COITPOBOJKIAOIIEECS CHHKEHUEM YpOBHs remorioOuna Ha 3050 r/m.

Tonbko mist uccnenoBanus T HEMIS. Manoe kpoBoTeuenwue o onpexaeneanto TIMI: knmuHnYeckn
SBHOE KPOBOTEUEHHE, CONPOBOXKIAIOIIEECS CHIKEHHEM KOHLEHTpaluu remorsioonHa Ha 30—
50 r/n wim cHmxenueM remarokpura Ha >10 % no <15 %, unu npu OTCYTCTBUM HAOIIOAEMOM
KPOBOIIOTEPH, CHUKEHUE KOHIEHTpAUK TeMoriodrnHa Ha >40 /11 uiu CHUKEHHE TeMaTOKpHUTa

Ha >12 %.
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- posomeuenue, mpeoyiouee MeOUYUHCKQ20 ememameﬂbc 64, no_onpeoénenuio TIMIL:

TpeOyeT MEIUIMHCKOIO BMEIIATEILCTBA MIIM MPUBOJUT K TOCHUTAIU3ANNUN WM HEOTI0KHOMY
00cIe10BaHHIO.

- JlemanvHoe kposomeueHue. MMPUBOJUT K CMCPTHU IMALITUCHTA B TCUCHUC 7 CYTOK.

Jannvie o cayyasax kposomevernuu 6 uccaeoosarnuu PLATO (oyenxa no Kannan-Metiep (%) k

12 mecayy)

TI/IKaI‘pCHOp H KJIOIMUAOIpEl HE pa3IndyalIuCh I10 4aCTOTC OONBIINX KpOBOTC‘ICHI/Iﬁ B ICJIOM IIO

kputepusm PLATO (11,6 % u 11,2 %, COOTBETCTBEHHO), JIETAJIbHBIX/YIPOXKAIOLUIUX KUZHU
kpoBoTeueHuii o kpurepusm PLATO (5,8 % B 06eux rpynmax). OnHako 4acToTa COBOKYITHOCTH
0ONBIIMX W MaNbIX KpoBoTeueHHH mo kputepusiMm PLATO Obuia Bbilie B Tpymie THKarpeiopa
(16,1 %) o cpaBHenwuto ¢ kinonuaorpenom (14,6 %, p=0,0084). OTMeueHO HECKOJIBKO Cly4aeB
netansHOro KpoBoreuenus: 20 (0,2 % nmauuenton) B rpymime Tukarpenopa u 23 (0,3 % nanueHToB)
B IPYIIIE KJIOMHUI0Tpena.

Bozpact, mom, wMacca Tema, OSTHHYECKas MPHHAUICKHOCTh, Te€OTpaQHUUECKUl PETHOH,
COIIYTCTBYIOIIIE 3a00JI€BaHUs, COMTYTCTBYIOIIAs Tepanus, aHaMHe3, BKJIIOYas MIPEAIIECTBYIOMNN
WHCYJIBT U TPAH3UTOPHYIO MIIEMUYECKYIO aTaKy, HE BIUSUIM HA 4YaCTOTY OOJBIINX KPOBOTEUCHUH
B LIEJIOM M HECBSI3aHHBIX C npouenypamu no kpurepusim PLATO. He Obu1o BBISIBIEHO IpyII C
MOBBILIEHHBIM PUCKOM KPOBOTEUEHHH.

Kposomeuenue, cesazannoe ¢ AKIII: B uccnenosanuu PLATO y 42 % nauuentoB u3 1584 (12 %

u3 koropthl), noaBepruyTeix AKIL, pa3zBuBanuch OoiblIMe JETadbHBIE/YIPOKAIOIINE KU3HU
KpOBOTEUEeHMsI 0€3 pa3nuuuii B 00eux rpynmnax jedeHus. JleranbHoe KpOBOTEUEHHE, CBA3aHHOE C
AKIII, otmedanock y 6 malieHToOB B KaXKA0U rpymme jgedeHus (cM. pasaen 4.4.).

Kpoeomequue, HE C6A3AHHoE C AKH[, U KpoeomedeHue, He CBA3dHHOoE C npouedypcmu:

TUKarpeJiop M  KIOMUIOrpeNl HE OTIMYaIMCh IO  YacToTe  ciy4yaeB  OOJBLIOro
JIeTaTbHOTO/yrPOKAIOIIETO KU3HU KpoBoTeueHus, He cBsizaHHOoro ¢ AKII mo kpurepusm PLATO,
HO IpU NPUMEHEHUHU THKarpeiopa yamie pa3BUBAJIUCH OOJbIINE KPOBOTEYEHHS B ILIEJIOM IO
kputepusim PLATO (4,5 % no cpaBrenuro ¢ 3,8 %; p=0,0264). Ecau yaanuTs cirydan pa3BUTHUS
KPOBOTEUCHMH, CBS3aHHBIX C MpOLEAYpaMH, B TpYIMIE THUKAarpeiopa OTMEYanioch OoJblie
KkpoBoTeueHuii (3,1 %), uem B rpynmne kionugorpena (2,3 %; p=0,0058). [Ipexparienue iedeHus
BCJIE/ICTBUE KpPOBOTEUEHUH, HE CBS3aHHBIX C TMpoleaypaMu, OblIo Oosiee yacTbiIM Ha (oHe
tukarpesnopa (2,9 %) no cpaBHeHuro ¢ kiaonuaorpenom (1,2 %, p <0,001).

Brympuuepennoe kposousnusnue. B TpYIIIC TUKArpeJIOopa pa3BUBaJIOCh OoJIbIIIE BHYTPUYICPCIIHBIX

KpPOBOM3JIUSHUN, HE CBSA3aHHBIX € Ipoueaypamu (N=27 KpoBou3IUsAHUN y 26 nanuenTos, 0,3 %),
yeM B rpymnmne kionugorpena (N=14 kpoousnusuui, 0,2 %), u3 kotopsix 11 kpoBOM3NMUIHUN Ha

TUKarpenope u 1 Ha kinonuaorpesne OpuTH JeTalbHbIMU. OAHAKO HE ObLTO 3HAYUMBIX Pa3IUUUN 1O
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oluieMy 4Mciy JeTaJbHBIX KpoBoTeueHui. [IporeHt ﬂ%%&%ﬁ%%%ﬁﬁhﬂyfﬁ 130)1

HU3KUM B 00€UX TPYIIAax JCUCHUs, yUUTHIBAS 3HAYUTEIBHBIC COMYTCTBYIOIINE 3a00ICBaHUS U
(bakTOpbI pUCKA PA3BUTHS CEPICUHO-COCYIUCTHIX OCTIOKHEHUHN B UCCIEAYEMOU MOMYISIUH.
JHannwvie o cayuasax kposomeyernuil 8 ucciedosanuu PEGASUS (ouenxa no Kannan-Meiiep (%) na

36 mecsau)

B uccnenosanun PEGASUS Gonbine kpoBoTeueHust o onpeaeneauto TIMI npu npumeneHnn

Tukarpesopa 60 mMr nBa pa3za B CyTKH Bo3HUKaiM dauie (2,3 %), ueM npu moHotepanuu ACK
(1,1%). He HnaOnromanoch TMOBBINICHUS PHUCKA JICTAJIbHBIX KPOBOTEUCHHH, a TOJBKO
HE3HAUUTENIbHOE YBEJIIMYEHNE YaCTOThI BHyTpHuepenHoro kpoBousnusuus (0,6 %) no cpaBHeHUIO
¢ monotepanueit ACK (0,5 %). OTMedeHO HECKOJBKO ClIy4yaeB JIeTadbHbIX KpoBOTeueHwmit: 11
(0,3 %) B rpynme tukarpenopa 60 mr u 12 (0,3 %) B rpynme monotepanuu ACK. TToBbIieHHBI#H
PHCK pa3BUTHUs OOJBIINX KpOBOTEeUEeHUH Mo omnpenenenuto TIMI npu npuMeHeHun TUKarpenopa
60 mr Obu1 OOyCNOBIIEH, TJIAaBHBIM 00pa3oM, 0Oojiee BBICOKOW YacTOTOH JpPYrux OONBIINX
KpoBoTeueHHi 1o onpeneneHuo TIMI 3a cuer sBIIEHHI CO CTOPOHBI KEITYJOYHO-KHUIIEYHOIO
TpaKxTa.

Ha ¢one npumenenus tukarpenopa 60 Mr oTME4eHO MOBBILIEHUE YaCTOThI OOIBIINX MIIM MAJIbIX
kpoBoteueHuit no ompenenenuro TIMI (3,4 % npu npumenenuu Ttukarpenopa 60 mr mo
cpaBueHuoO ¢ 1,4 % nipu monotepanuu ACK), 60ip1mmx kpoBoTeueHuii o onpenenaeHuto PLATO
(3,5 % mno cpaBuenuto ¢ 1,4 %) u 60IBIINX WM MAJIBIX KpOBOTeUeHHI 1o onpeneneHuto PLATO
(15,2 % no cpaBHenuto ¢ 6,2 %). Ilpekpaienne ieueHus BClIeACTBUE KpOBOTEUEeHUH OblIo Ooee
4qacTeIM Ipu mpueMe Tukarpeiaopa 60 mr, yem npu MoHotepanuun ACK (6,2 % u 1,5 %,
COOTBETCTBEHHO).  BOJIBIIMHCTBO  3TUX  KPOBOTEUEHUH  OBUIM  MEHEE  TSKEIbIMHU
(kmaccuuUUpOBAIM KaKk KPOBOTEUEHHUS, TPeOYyIOIIME MEIUIIMHCKOTO BMENIATENbCTBA, II0
onpenenenuto TIMI), HanmpumMep, HOCOBOE KPOBOTEUEHHE, KPOBOIIOITEK, F€MATOMBI.

[Tpopune OGonbmioro KpoBoTeueHHss 1o omnpeneneHutro TIMI, OGonbmioro wiaM Manoro
KpoBoTeueHus o onpeneiaeHuto TIMI u 6ombmioro kpoBoteuenus mo onpeneneanio PLATO y
Tukarpesopa 60 Mr ObUI COMOCTaBUM B HECKOJIBKMX 3apaHee OINpEeeNIeHHbIX MOArpymmax
(HampuMep, B 3aBUCMMOCTH OT BO3pacTa, I0Jja, Macchl Teja, packl, reorpaguueckoro peruoHa,
COITYTCTBYIOIIUX 3a00JI€BaHUMN, COMYTCTBYIOIIEH TEpAalK U UICTOPUU OOJIE3HU).

Brympuuepennoe xkposousnuanue: CIOHTAHHOE BHYTPHUYCPCITHOC KPOBOUIIMUAHHUE OTMECUAIU CO

CXOXell dacToToM mpu npuMeHeHuu Tukarpesopa 60 mr u monotepanuu ACK (n=13
KpoBou3usaHui, 0,2 % B 00eux rpynmnax jedenus). Yacrora BHYTpUUYEPEITHOTO KPOBOU3IUSHUS
BCJIEJICTBHE TPaBMBI U MPOLEAYPHl OblIa HEMHOTO BBIIIE TPU MPUMEHEHUH TUKarpenopa 60 mr
(n=15 xpoBousnusanuii, 0,2 %) no cpaBHeHuto ¢ mMonotepanueir ACK (n=10 xpoBousnusHui,

0,1 %). OtmeueHo 6 neTajdbHBIX BHYTPUUYEPETHBIX KPOBOM3IMUSHUNA MpPU MpHUEME THKarpeiaopa
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60 mr u 5 — mpu monotepanuu ACK. Yacrora B]JVTqueﬁgﬁd;%ﬁgbﬁg%ﬁh’%ﬂﬁ HIB3ROM B

o0enx rpynmax JICYCHHs, yUUTHIBAsI 3HAUYUTEIbHBIE COMYTCTBYIOMIME 3a00sieBaHUs U (DAKTOPHI
pHUCKa Pa3BUTHUS CEPICUYHO-COCYAUCTBIX OCIOKHEHUIN B UCCIEYEMOM MOMYJISLHH.

Jannwvie o cayvuasx kposomeyernuil 8 uccreoosarnuuy THEMIS vy nauuenmos, nepenecuwux YKB

Hannbpie mo kpoBoTeueHusiM B wuccieaoBanuun THEMIS y mamuentoB, nepenecmux YKB,
npuBesieHbl B Tabmuie 2.
Tadauua 2. AHAJIU3 cIy4aeB KPOBOTEYEHMIi: YACTOTA KPOBOTEUYEHHIl B TPynnax Tepanuu

yepe3 36 mecsineB, ouenka nmo Kamnan-Meiiep (KM) (manuentsl ¢ YKB, uccienoBanue
THEMIS)

Tukarpenop 60 mr nBa

Mounorepanus
+ ACK
pws lan_YSTI;IZG) ACK (n=5 564)
Koneunsle TOUKH
6€30IIaCHOCTH Ornouenue p-3HaueHue
o,
KM% puckoB (95 A)u KM%
JIOBEPUTEIBLHBIH
UHTEPBa)

Kareropuu xposoreuenuit no TIMI

Bonbiioe kpoBoTeueHue
1o 2,4 % 2,03 (1,48; 2,76) 1,3% <0,0001
omnpeaenenno TIMI

Bbonbmoe unu manoe
KPOBOTEUEHHE TIO 34% 2,23 (1,70; 2,92) 1,7 % <0,0001
onpeaenenno TIMI

Bonpuroe win manoe
KPOBOTEUCHHUE, WITH
Tpebyromee
MEIHLIHCKOTO
BMELIATENBCTBA 10

13,1 % 2,28 (1,99; 2,62) 6,3 % <0,0001

onpeaenennto TIMI

Kareropuu xpoBorteuenuii mo PLATO

Bosbiioe kpoBoTeueHue

o 3,8% 2,22 (1,72; 2,86) 1,9% <0,0001
onpenenenuto PLATO

Jleransroe/yrporatonee 25 % 210 (1,54: 2,86) 1.3% <0,0001
JKHU3HU KPOBOTEUEHHE

Bosnbiioe nHoe

KPOBOTEUEHHUE 15% 2,53 (1,64; 3,93) 0,6 % <0,0001

TI0 OTIPEAEICHUIO
PLATO

OTME4YeHO HECKOJBbKO CIIy4yaeB JeTalbHbIX KPOBOTEUEHUH: 6 B TIpylme TUKarpeiaopa B
komMOuHaimu ¢ ACK wum 6 B rpynnme wMmonotepanuu ACK. KonmuectBo manueHToB ¢
BHYTpPHUUYEPETHBIM KPOBOMU3IUSHUEM B rpymIe THKarpenopa B komounamuu ¢ ACK cocrasuio 33,
a B rpynme moHotepanuu ACK — 31.

[IpekparieHue nedeHus BCISACTBUE KPOBOTEUEHUH Y alueHToB, nepenecux YKB, 6b110 6ostee

YaCcTBIM IIPH Tepanuu TUKarpenopom B komouHanuu ¢ ACK no cpaBaenuto ¢ moHorepanueit ACK
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(4,7 % u 1,3 %, coorBeTcTBeHHO). Hanboee yacThiMu ﬁ%ﬁ%&?ﬁ% ';IbIJI_BT('))JlHﬁ"mhMH

K IpPEKpaIleHUI0 NMPUMEHEHHs] TUKarpesiopa, ObLIM HOCOBOE KPOBOTEYEHHME M CKIOHHOCTH K
00pa3oBaHUIO0 KPOBOMOATEKOB.

Oovluika

B uccnenopanuu PLATO HexenaTenbHbIC PEaKIIMK B BUJIE OJIBIIIKH (OJIBIIIKA, OJBIIIKA B TIOKOE,
OJIBIIIIKA TpU (PU3UYECKON Harpy3ke, MapoKCH3MallbHasi HOYHAs OJBIIIKA M HOYHAS OJIBIIIKA)
pa3zBuBanuch y 13,8 % narmenTos, nosy4aBmux tTukarpenop 90 mr asa pasza B cyTku, u'y 7,8 %
NAIMEHTOB, MPUHUMABIINX KIOMUIOTpeNl 75 Mr OJUH pa3 B CYTKHU. BONBIIMHCTBO SBIICHUI
OJIBIIIKK OBLTM cHabol M yMEpEeHHOM WHTEHCHMBHOCTHM M YacTO pa3peliaguch 0e3 OTMEHbI
npoBoauMoi Tepanuu. OOBIYHO OABIIIKA pa3BUBajach B Hadaie Tepanuu Uy 87 % maiueHToB
npeJcTaBsia co0oi 0AHOKpaTHBIN A11M30/. OJIbIIIKA B BUJIE CEPbE3HON HEXKENAaTeIbHON peakliuu
otmeuanack y 0,7 % manueHToB, Moxy4yaBIIUX TUKarpesnop, 1y 0,4 % nanueHToB, IPUHUMABIIHNX
KJIOTTHIOTPEJL.

[TarueHTsl, Y KOTOPBIX OTMEYaad Pa3BUTHUE OJBIINIKH, ObLIM 0Oo0Jiee MOXKWIBIMU M 3a4acTylo
MCXOJHO C OJBIIIKOW, 3aCTOMHON cepieyHoi HepocTaTouHocThio, XOBJI nnn OpoHxuanbHON
actmoi. [lannsie uccienoBanusi PLATO He cBUAETEILCTBYIOT O TOM, YTO O0Jiee BHICOKAs YacTOTa
pa3BUTHUSA OJBIIIKU Ha (hOHE MpHeMa THKarpeaopa cBsi3aHa ¢ pa3BUTHEM HOBOTO WM YXY/IIEHUEM
MMeEIOLIerocs 3a00eBaHus cep/la iK JIETKUX. TUKarpeaop He BIMSIET Ha ToKa3aTesnu QyHKIUU
BHEIIIHETO JIbIXaHus (CM. pasnen 4.4.).

B wuccnegosanun PEGASUS oppimka ormedanacs y 14,2 % nDanueHTOB, NPUHUMAaBIIMX
tukarpesop 60 Mr nBa pasa B cyTkH, U y 5,5 % nauuenroB Ha moHotepanuun ACK. Kak u B
uccienoBanun PLATO, OonpIIMHCTBO ciydyaeB OJBIIIKA ObUIM c€1abol W yMEpeHHOH
WHTEHCUBHOCTHU (CM. pazzen 4.4.).

B uccnegosannu THEMIS cpeau nepenecmnx YKB nanueHnToB oapimika otmedanacs y 22,0 %
NalMEeHTOB, MPUHUMABIINX THKarpeiaop ABa pa3a B cyTku B komOuHauuu ¢ ACK, uy 7,5 %
ManueHToB, noiydaBmux MoHoTepanuio ACK. BoasmmHCTBO ciiydaeB OABIIIKA OBLITN CITAa00H U
YMEPEHHOW MHTEHCUBHOCTH (CM. pa3zen 4.4.).

Jlabopamopnvle u uncmpymenmanvHvle OaHHbIE

Hosvluenue xouyenmpayuy Mo4esoll KUCiomvl. B HUCCICJ0OBaHUHN PLATO KOHICHTpalud

MOYEBOI KHCIIOTHI B CHIBOPOTKE KPOBH MOBBILIAIACH BBIIIE BEPXHEH I'paHULlbl HOPMBI Y 22 %
MAalMeHTOB, TOJYYaBIIMX THUKArpenop, Mo cpaBHeHWIO ¢ 13 % manuMeHToB, MOJyYaBIINX
kionuorpen. CoorsercTByromee konnuectBo B uccienosannu PEGASUS cocrasuio 9,1 %,
8,8 % u 5,5 % B rpynnax tukarpenopa 90 mr, 60 mr u miamne6o, cooTBeTcTBeHHO. CpemHsist
KOHIIEHTpallsl MOYEBOM KHUCJIOTHI B CHIBOPOTKE KPOBH IOBBIIIAIACH MpUMEpHO Ha 15 % mnpu

MIPUMEHEHNHN TUKArpenopa no CpaBHEHUIO C MPUMEpHO 7,5 % npu NPUMEHEHUH KJIONUJOTpena, U
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nociie MpeKpaleHus Teparnuy CHU3UIAaCh IPUMEPHO JI0 7%% :;pmﬁﬁh“ ll%gﬁ(ﬁ)e—t 61;3' CHI/I7II'5éHH51

B rpynne kionuporpena. B uccaenosanuu PEGASUS Obuio oTMeueHO 00paTUMOE MOBBIIICHUE
CpelHEl KOHILIEHTpallMM MOYEBOM KHUCIIOTHI B CBHIBOPOTKE KpoBH Ha 6,3 % u 5,6 % npu
npuMeHeHun Tukarpenopa 90 mr u 60 Mr, COOTBETCTBEHHO, IO CPABHEHHUIO CO CHM)KEHUEM Ha
1,5 % B rpynrme miane6o. B uccnenosanuu PLATO yacTtoTa pa3BUTHS OJIArpUYECKOro apTpuUTa
cocraBuna 0,2 % npu npumeHeHuH Tukarpenaopa npotus 0,1 % rnpu npuMEHEHUH KJIOMHIO0TPEa.
Yacrora pa3BuTHs mojarpsl/monarpuaeckoro aprpura B uccienosanun PEGASUS cocraBuna
1,6 %, 1,5 % u 1,1 % B rpynmnax Tukarpenopa 90 mr, 60 Mr u miamne6o, COOTBETCTBEHHO.

COO6H.I€HI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

BaxxHo coo01m1aTh 0 M0103peBacMbIX HEXENIATENbHBIX PEaKUAX [10CIEe perucTpaluy rnpemnapara ¢
LeNbl0  O0ecleyeHus] HENPEPHIBHOTO MOHUTOPUHIA COOTHOILIEHHUSI «IOJb3a — PHUCK»
JIEKapCTBEHHOT'O TMpernapara. MeIuMHCKUM pabOTHUKAM PEKOMEHIYeTCs COOOIaTh O JFOOBIX
MOJI03PEBACMbBIX HEKEIATEIbHBIX PEaKIUIX JICKAPCTBEHHOTO Ipernapara uyepe3 HalMOHAIbHbIE
CHUCTEMBI COOOIICHUS O HEXENATEeIbHBIX PEAKIUAX TOoCyAapcTB — uieHOB EBpaswuiickoro
HKOHOMUYECKOTO COI03a.

Poccuiickas ®@eoepayus

OenepanbHas ciryx0a mo Haa3opy B chepe 3apaBooxpanenus (Poc3apaBHaazop)

109012, r. MockBa, CrniaBstHCKas TUIOIIab, 1. 4, CTp. 1

Temedon: 8 800 550-99-03

E-mail: pharm@roszdravnadzor.gov.ru

WnutepHer-caiit: https://roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

CuMIITOMBI

Tukarpenop XopoIio NepeHoCUTCsl B OTHOKPATHOM 103e mpemnapaTa 10 900 mr. B eauHCTBEHHOM
WCCIIETOBAaHUH C YBEIMYEHHEM J03bl HEOIAronpusTHOE BO3ACUCTBHE HA JKETYJOYHO-KUIICYHBIN
TPaKT OBLIO A030JIMMUTHPYIOLIUM. prrI/IMI/I KIIMHUYECKN 3HAYUMBIMHU HCKEIATCIbHBIMAU
pC€aknusaMHn, KOTOPBIC MOI'yT Ha6J'IIO}IaTI)CSI npn nNepE€aAO3UPOBKE, ABJIAIOTCA OAbIIIKA H
KeNyJouKoBble may3bl (cMm. pazzmen 4.8.). B ciaydyae mepemo3upoBKM CiieqyeT OCYLIECTBISThH
HAONO/IeHUE Ha TMpeIMeT OSTUX NOTEHIMATbHBIX HEXKEIATeNbHBIX PEAKIUi C BO3MOXKHBIM
MoHuTOprUpoBanueM OKI'.

Jleuenue

B nHacrosiiee Bpemst aHTUAOT [Tl yeTpaHeHus 2PPEKTOB TUKArpeIopa HEU3BECTEeH, TUKATrPeIop
HE BBIBOAUTCS Npu reMoauanuse (cMm. pasgen 5.1.). Ilpu nmepeno3upoBke ciaeayeT MpOBOIUTH
CUMITOMATUYECKYI0 TEpamnui0 B COOTBETCTBUM C JIOKAJIbHBIMU CTaHAapTaMH. B cBs3u ¢

I/IHFI/I6I/IpOBaHI/IeM Tp0M6OHI/ITOB YBCIUYCHUE TMPOAOIKUTCIBHOCTH KPOBOTCUCHUSA ABJIACTCA
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KpPOBOTCUYCHUA HCO6XOI[I/IMO IpOBOANUTH COOTBCTCTBYIOIINC IMOAACPKUBAOINE MCPOIIPUATUA.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA

5.1. ®apmakoaMHaMHYeCKHe CBOMCTBA

dapMakoTeparneBTUYECKass TPYIIA: aHTUTPOMOOTHYECKUE CPEICTBA; AHTUATPETaHTHI, KPOMeE
renapuHa

Koxg ATX: BOIAC24

MexaHu3M IeHCTBUS

[Tpennapat TUKAI'PEJIOP BEJI®APM coniepXuT B CBOEM COCTaBE TUKArpenop, NpeaCcTaBUTENb
XUMHUYECKOI'0 KJlacca IUKJIONEHTUITPUA30JIONUPUMUIUHOB, KOTOPBIM SIBISETCS MEepOpaIbHbIM
CEJIEKTUBHBIM M OOpaTUMbIM aHTaroHuctoM P2Y12 peuentopoB mpsMoro JneMcrBus H
npenotepamaer  AJ[d-onocpenoBanHyto  P2Yi2-3aBHCHMYI0  aKTHUBAlMIO UM arperauuio
TpomOonTOoB. TuKarpenop He mpenorBpamaet cBsizbiBanne AJ[P, HO ero B3aUMOJCHCTBUE C
P2Y1> penentopom TpoMOOnMTOB mpeaoTBpamaet AJ[@-uHAYIUPOBAHHYIO TPAHCIYKIIHIO
curHasoB. Tak Kak TPOMOOIMTHI y4acTBYIOT B MUHULIMMPOBAHUM U/UIU PA3BUTUU TPOMOOTHUYECKHX
OCJIOXKHEHUH aTepocKiiepo3a, ObUIO MOKa3aHO, YTO HMHIMOMpoBaHME (DYHKIMH TPOMOOLUTOB
YMEHBILIAET PUCK PA3BUTHUS CEPACYHO-COCYIUCTBIX SBIIEHUH, TAKMX KaK CEpJE€YHO-COCYAUCTas
CMepTh, UHPAPKT MUOKAP/AA WU UHCYJIBT.

Tukarpenop uMeeT JOMOJIHUATEIbHBIA MEXAHNU3M JEHCTBUS, TOBBIIIAs JOKAJIbHbIE KOHLIEHTPALUU
HHJIOTEHHOTO aJICHO3UHA ITyTeM HMHIHMOMPOBAHMS 3HJOTC€HHOTO PAaBHOBECHOTO HYKJIEO3UIHOIO
tpancnoptepa 1 tuma (ENT-1).

AneHo3uH oO0pa3yercsi JOKaJbHO B MECTaX THIOKCHMM U TOBPEXKICHUS TKaHEH IyTeM
BBICBOOOXKJIEHUST U3 aneHo3uHTpudochara u AJ[D. Tuxarpemop wunrubupyer ENT-1 u
IpojJieBaeT Mepuo/] moyBbiBeaeHus (11/2) afeHO3MHA, TEM CAMbIM YBEIUYMBasl €ro JOKAIbHYIO
BHEKJIETOUYHYIO KOHIEHTPAIMIO, YCUJIMBAas JIOKAJbHBIA a/leHO3MHOBBINA OTBET. THKarpeiaop He
UMEeT KIMHUYECKH 3HAaYMMOIO MPSIMOTO BIIMSHKS Ha aJleHO3WHOBBIC perenTopsl (A1, Aza, A2s,
A3z) u He Merabonu3upyeTcs 10 aJeHO3MHA. ANCHO3MH 00JalaeT HEeCKONbKUMHU 3(]dexramu,
KOTOpPbIE BKJIIOYAIOT B ceOs: Ba30AMJIATALUIO, KapAHOMPOTEKIMIO, HHTHOUPOBAHUE arperanuu
TPOMOOILIMTOB, MOAYJISILIMIO BOCHAJICHHS] U BO3SHUKHOBEHHE OJIBIIIKH, KOTOPbIE MOTYT BIUSATH Ha
KIIMHUYECKHUH Mpo(uIIb TUKarpenopa.

Bruto mokazaHo, 4TO y 310pOBBIX J0OpoBOJbIEB U y nauueHToB ¢ OKC THKarpenop ycuiausan
cienytomme 3 (eKTh aICHO3UHA: Ba30IUIATAINIO (OLICHUBAEMYIO KaK YBEIMYEHNE KOPOHAPHOTO
KPOBOTOKa y 30pOBBIX J00poBOJbileB M y mamueHToB ¢ OKC), mHrnOmpoBanue (¢GyHKIIUN

TpoMOOIUTOR (iN VItro B ebHON KPOBH Y€IOBEKa) U OJBINIKY. TeM He MEHee CBSI3b MOBBIIICHHBIX
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3a00J1€Ba€MOCTH U CMEPTHOCTH) HE JJOKA3aHA.

dapmakoauaamuyeckue d3PHeKTol

Hauano oeticmsus

VY nanuenTtoB co ctabuibHbM TedeHueM BC Ha ¢one npumenenus ACK tukarpenop HaunHaeT
OBICTPO NIEHCTBOBAaTh, YTO MOATBEP)KIAAECTCS PE3yJbTaTaMM ONPEIEIICHUS CPEIHEr0 3HaueHUs
uHruouposanus arperaiuu TpomooruToB (MAT): uepes 0,5 4 mocne npuema Harpy304HOM 103561
180 mr Ttukarpenopa cpennee 3HaueHue MAT cocraBisger mpumepHo 41 %, makcumalibHOE
3HaueHne AT 89 % pocruraercs yepe3 2—4 4 nocie nprueMa npenapara U nojaiepKUBaeTcs B
teuenne 2—8 4. Y 90 % manuenTos okonyarensHoe 3HaueHue MAT Gomnee 70 % mocturaercs uepes
2 4 mocJie mpueMa mpemnapara.

Komney oeticmeus

[Tpu nnanupoBanuun AKII puck KpoBoTeUeHHMU BO3pacTaer, €clid MpHEeM TUKarpeiopa
MpeKpaIiaroT MeHee, 4eM 3a 96 4 110 mpoueypsl.

lannvie o nepexooe ¢ 00H020 npenapama Ha Opy2ou

[lepexon ¢ kiomuaorpena 75 Mr oguH pa3 B CyTKM Ha Tukarpenop 90 Mr nBa pasa B CYTKHU
OPUBOJIUT K yBeIUYeHHUI0 aOcomtoTHoro 3HaueHus WAT na 26,4 %, a u3MeHeHue Tepanuu C
TUKarpeaopa Ha KJIOMHUIOTPe MPUBOANT K CHUKEHUIO abcomtoTHoro 3HaueHus:t UAT Ha 24,5 %.
MoxxHO  MEHSATh Tepamuilo ¢  KIONMJOrpena Ha  TUKarpenop 0e3  mpepbiBaHUs
aHTUTpOMOOTHUYECKOTO A dekTa (cM. paznen 4.2.).

Kinuanueckas 3¢ dekTUBHOCTE U 0€301aCHOCTh

HUccneoosanue PLATO (ocmpuiii kopoHapHblti cUuHOpOoM)

B wuccnenosanun PLATO yuactBoBanmo 18 624 mamuenrta, y KOTOpBIX 3a mocienHue 24 4
Pa3BUIIUCh CUMIITOMBI HECTAOUIILHOW CTEHOKap UK, HH(apKTa MUOKapa 6e3 moJbeMa CerMeHTa
ST wnn undapkra Muokapaa ¢ mogbemMom cermenta ST 1 KOTopbie TeUUTUCh KOHCEPBATUBHO, UIIH
nocpenctsoM UKB, nmn AKII. Ha pone exxeqneBnoit tepanuu ACK tukarpenop 90 Mr aBakabt
B CYTKH CPaBHUBAJICA C KIOMUIOTPEIOM 75 MI' B CYTKM B OTHOIIEHWU 3(PPEKTHBHOCTH B
MPEIyNpekRICHUN Pa3BUTHS KOMOWHUPOBAHHON KOHEYHOW TOYKH, BKIIOYAIOIICH CeplIeYHO-
COCYAHCTYIO CMEPTh, HHGAPKT MUOKap/ia MU WHCYJBT, 32 CUET BIUSHUS HA YACTOTY CEPJEHYHO-
COCYJIMCTOM CMEPTH 1 HHPAPKTOB MUOKAp/a.

Uccneoosanue PEGASUS (unghapkm muoxapoa 6 anammese)

UccnenoBanne PEGASUS-TIMI 54 ¢ ywyactuem 21 162 nmauueHTOB NPOBOAWIOCH AJI OLICHKU
npPOQUITAKTUKHA aTEPOTPOMOOTHIECKUX OCIOKHEHHI MPH MpUMEHEHUHU Thkarpenopa 90 mr nsa
pasa B cyTku win 60 Mr 1Ba paza B CyTKH B KOMOMHaIMu ¢ HU3Ko# 10301 ACK mo cpaBHeHHUI0 ¢

moHoTtepanueir ACK y marueHToB ¢ mHGApKTOM MHOKap/a B aHAMHE3E.
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B uccienoBanue BKiIOYaay MalMEHTOB B BO3pdcTe S0 legllj:}/l:a%%(ﬁéd EE@M%MTI\;I'H(')I&{D,IIM B

aHamHe3e (B TedeHue -3 neT 10 paHJoMHU3aluHu), U C KAK MUHUMYM OJHHMM U3 CIEIYIOIIUX
(dakToOpoB pucKa pa3BUTHsSL aTepoTpomO03a: BO3pACT >65 NeT, caxapHbId AuabeT, TPeOyromHii
JICKapCTBEHHON Tepamnuu, BTOPOM NpeaIecTBYOMU HH(APKT MHOKapAa, MOATBEPKICHHOE
MHOT'OCOCYJIUCTOE TMOpaXCHHE KOPOHAPHBIX apTepUil WM XPOHHYECKOE HapylleHue (PyHKIIHH
[IOYEK HETEPMHUHAIBHON CTaJNHU.

Tuxarpenop 60 mr 2 pa3a B cytku u 90 mr nBa pasa B cyTku B komOuHammu ¢ ACK Obun
3 dexkTUBeH B NPEIOTBPAIICHUH aTEPOTPOMOOTHUYECKHX OCJIOKHEHHH (KOMOMHUPOBAHHOM
KOHEYHOM TOYKH, BKJIIOYAIOIIEH CepIeUHO-COCYIUCTYIO CMEPTh, MHPAPKT MUOKap/ia U UHCYJIBT),
C TOJ/Iep’)KaHNEeM TTOCTOSTHHOTO 3¢ deKTa Tepanuy B TEYCHUE BCETO NepHoJIa UCCIEIOBAHUS, YTO
IPUBOJIMIIO K CHMKEHHMIO OTHOcUTesbHOTro pucka (COP) Ha 16 % u cHMKeHUto aOCOJIIOTHOTO
pucka (CAP) na 1,27 % npu npumenenuu tukarpesnopa 60 mr u camxennto COP na 15 % u CAP
Ha 1,19 % npu npumenennn tukarpenopa 90 mr.

[Tpu comocraBumoi 3¢dpdexrnBHOCTH THKarpeiaopa 90 mr m 60 Mr mydmue MepeHOCHMOCTh U
npoduiab OG€30MaCHOCTH B OTHOLIEHMM PHUCKA Pa3BUTHUS KPOBOTEUEHHUS U OJBILIKK ITOKa3aj
TuKarpesnop 60 mr.

Tukarpenop 60 mMr nBa pa3za B CYTKH CYIIECTBEHHO CHIDKAI MEPBUYHYI0O KOMOMHHUPOBAHHYIO
KOHEYHYIO TOUKY, BKJIIOUAIOLIYIO CEP/I€YHO-COCYIUCTYIO CMEPTh, MHPAPKT MUOKap/ia U UHCYJIbT,
CO CHIKeHHeM Kaxjaoro ee kommnoHeHTta: COP cepneuno-cocymauctoit cmeptu Ha 17 %, COP
uHpapkTa muokapna Ha 16 % u COP uncynbra Ha 25 %.

Tuxarpenop 60 mr B komO6uHamu ¢ ACK cHkan 4mcio ciiydaeB cepAeyHO-COCYIUCTON cMepTH
Y CMEPTH OT BCEX NMPUYMH, XOTS CTATUCTUYECKAsi 3HAUUMOCTh HE Obljla IOCTUTHYTA.
OddexTuBHOCTH TUKArpenopa 60 Mr 1Ba pa3a B CyTKU Oblja IPOJIEMOHCTPUPOBAHA Y Pa3IMUHBIX
MOJArPYNI MallMEHTOB, HE3aBUCUMO OT MAcChl TeJla, 110J1a, aHaMHE3a, PETMOHA, U HE 3aBUCUT OT
IPUMEHEHHS JIPYTMX CEpPAECYHO-COCYJUCTBIX CPEICTB, BKJIIOYas TUIOJUNUACMUUYECKUE
npenaparbl, OeTta-aapeHoOsokatopel, HWAIID, aHTAaroHWCTHI penenTopoB aHruoTeH3wHa I,
0JIOKaTOpbl «MEJICHHBIX)» KaJlbIIMEBBIX KaHAJIOB, HUTPAThl U MHTUOUTOPHI MPOTOHHOM MOMIIBI
(cm. paznmen 4.5).

Uccneoosanue THEMIS (uwemuueckasn 6one3nsb cepoya u caxapuviii ouabem 2 muna)
UccnenoBanne THEMIS ¢ yuactuem 19 220 mnamueHTOB TIPOBOIWIOCH [IJIST  OIICHKH
npoUIAKTUKN aTEpOTPOMOOTHUECKUX COOBITHI ITPU MPUMEHEHNHU TUKarpeiopa B KOMOWHAIUY C
Hu3koi no3oit ACK no cpaBrHenuto ¢ moHotepanueil ACK y maunenroB ¢ MUbC u caxapHbIM
nuadeToM 2 THIIa.

B uccnenosanue Brimovain nanueHToB B Bo3pacte 50 net u crapuie ¢ UBC, onpenensemoit kak

YKB B anamuese (58 % mnonymsiuu uccinenosanusi), unu AKI B anamuese (29 %), unu Ge3
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KOpPOHApHOW pEeBAacKyISIpU3alliii B aHaMHe3d, HO ¢! rlcll;'[myl?‘t;a&)ﬁffe@g I:HOTHITJG_D)Il(,HICIHILIHM

cTeHo3oM mpocBera >50 % He meHee | xoponapHoit aprepun (20 %) u ¢ caxapHbIM TUaOETOM
2 THIA, MOJYYaBIIMX TEPAIUIO TUTIOTJIMKEMUYECKUM MIPETapaToM He MeHee 6 MecsIIeB 0 Havaa
uccienoanus. [lanieHToB ¢ HHPAPKTOM MUOKaAp/ia WM UHCYJIHTOM B aHAaMHE3€ HE BKIIIOYANIH B
UCCJIEJIOBAHHUE.
B o0meit nomynsiun uccnenoanust THEMIS tukarpenop 2 pasza B cytku B komOunammu ¢ ACK
Obl1 3(]dexTuBeH B TPODUIAKTUKE aTEPOTPOMOOTHYECKHX COOBITHH (KOMOMHHpPOBaHHAS
KOHEYHas TOYKa: CEPJICYHO-COCYAUCTasi CMEPTh, MHPAPKT MUOKAp/Ia U UHCYJIBT) IO CPABHEHUIO C
ACK: ornomenue puckoB (OP) 0,90 (95 % noseputenbubiii untepsan (AM): 0,81, 0,99,
p=0,0378), uro coorBerctByeT COP Ha 10 % u CAP na 0,73 %. Dddext Obu1 00yciOBICH
CHW)KCHHEM OT/CIIbHBIX KOMITOHEHTOB KOMOMHUPOBAHHON KOHEYHON TOYKH, MH(papKTa MUOKap/a
U MHCYNbTa, 0€3 pa3inyusi B OTHOLIEHUH CEPACUYHO-COCYTUCTON CMEPTH.
VY nanuentoB uccnenoBanuss THEMIS, nepenecux UKB (n=11 154), Tepanusi TuKarpeiopom B
komOnHammu ¢ ACK mo cpaBHeHuto ¢ monotepanueid ACK mpuBommia k mnpoduIaKTHKe
aTePOTPOMOOTHUYECKIX COOBITHI (KOMOWMHHpPOBAHHAs KOHEYHAs TOYKA: CEPICUYHO-COCYAMCTAs
cMepTh, HHGApKT MUoKapaa u uHcyabT): OP 0,85 (95 % AU: 0,74, 0,97; HoMHHANbHOE 3HAUCHUE
p=0,0133), uyro coorBerctByer COP Ha 15 %, CAP na 1,19 % c Oonee OmaronpusTHbIM
COOTHOILEHUEM I10JIb3a-pUCK, YeM B o0miel nomynsauuu ucciaeaosanus THEMIS. Tlpu tepanuun
tukarpenropom B KomOuHaumu ¢ ACK mno cpaBHenuto c¢ Monorepanuer ACK ObL10
3apEruCTPUPOBAHO MEHbBINIE COOBITUH UIS KaXJOTO W3 KOMIIOHEHTOB KOMOMHHMPOBAHHOM
KOHEYHOH TOUKH (cepaedHo-cocynuctas cmepth: 174 (3,1 %) mpotus 183 (3,3 %), OP 0,96 (95 %
N 0,78, 1,18); uadapkr muokapna: 171 (3,1 %) nmporus 216 (3,9 %), OP 0,80 (95 % AU 0,65,
0,97); uncyast: 96 (1,7 %) npotus 131 (2,3 %), OP 0,74 (95 % /A1 0,57, 0,96)).
OddexT Tepanuu TUKarpeIopoM ObLIT COMOCTABUM B MOATPYITAX MAIIMEHTOB, CPOPMUPOBAHHBIX
HA OCHOBAaHUHU XapaKTEPUCTHUK MAIIMEHTOB, BKIFOYAs Maccy Tela, MoJI, MEIUIIMHCKANA aHaMHe3 U
reorpapuueckuii peruoH.

eTH
B pannoMu3upoBaHHOM JABOWHOM CIETIOM IIarie00-KOHTPOIUPYEMOM HCCIeAoBaHUU 3 (a3sl
OCHOBHAs 11€JIb B CHUKEHUHU YacCTOThI Ba300KKIIO3MOHHBIX KPHU30B y JIeTE€H B BO3pacte OT 2 10
18 neT ¢ cepmoBHIHO-KIIETOYHOM aHeMHUel He OblIa JJOCTUTHYTA.
5.2. ®DapmakoKMHeTHYECKHE CBOMCTBA
Abcopbrus
Tuxarpenop ObIcTpo abcopOupyeTcsi ¢ MeIMaHON BPEMEHHU JOCTIKEHHS MaKCUMalbHOU
KOHIIEHTPAIUHU (tmax) TpUMepHO 1,5 4. @opMUpOBaHUE OCHOBHOTO IHMPKYIUPYIOIIETO B KPOBU

Merabomura AR-C124910XX (Takke aKTHBHOTO) W3 THUKAarpejaopa IMPOUCXOIUT OBICTPO ¢
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MeIMaHON tmax TpuMepHO 2,5 u. Ilocne mpuema nardila T peibpa & Aose 190 M CE na

cocraBisieT 529 ur/mn u AUC — 3451 arxu/mi. CootHomenne Cmax 1 AUC merabonura K
tukarpenopy cocrasiser 0,28 u 0,42, COOTBETCTBEHHO.

Cpennsist abcontoTHas GMOIOCTYIHOCTh TUKarpenopa coctaisieT 36 %. Ilpuem >xupHOM nuiu
npuBoAUT K nosbilieHUto Ha 21 % AUC Ttukarpenopa u cHuxeHUIO Ha 22 % Cpyax aKTUBHOIO
MeTabonuta, HO He BiIUsAeT Ha Cmax TuKarpenopa wmm AUC akTuBHOro merafonurta. IOTH
HEOOJIbIIIME U3MEHEHUSI UMEIOT MUHUMAIbHYIO KJIMHUYECKYIO 3HAUUMOCTb, TO3ATOMY THKarpesiop
MO>KHO Ha3Ha4aTh BHE 3aBUCUMOCTH OT MpUeMa MHIIH.

Tukarpesnop B BUie CyCIIEH3UU U3MEIbUYEHHBIX TaOJIETOK B MUTHEBON BOJIE, IPUHATON BHYTPb WU
BBEJICHHOW B JKEIYJOK 4Yepe3 Ha30racTpajbHbI 30HJA, OWOSKBUBAJIEHTEH THUKAarpernopy,
npusstoMmy BHYTpb B Buje Ta0neTok (AUC u Cmax THKarpeaopa M akTMBHOIO MeTabonuTa B
nuana3one 80—-125 %). B ciyuae npuema cycrnieH3uu nepBoHavanbHas sxcrno3unus (uepes 0,5 u
1 4 mocie mpuema) Obla BbIIIE, YeM IMpU MPUEME THUKarpejiopa B Buae TabJIETOK, HO B
nanpHeneM (0T 2 10 48 1) mpoduiib KOHIIEHTPAUN ObLT MPAKTUYCCKU OTTHAKOBBIM.

Pacnpenenenne

O0beM pacnpezienieHus: THKarpeaopa B paBHOBECHOM COCTOSIHUU cocTaBisieT 87,5 1. Tukarpenop
Y aKTUBHBIM MEeTa00JIUT aKTUBHO CBSA3BIBAIOTCA € OeNKaMu I1a3Mbl KpoBH (>99,0 %).

buorpancdopmarms

CYP3A4 sBnsercss OCHOBHBIM H30()€PMEHTOM, OTBEHYAIOIIMM 3a METabOIM3M THKarpeigopa u
(dbopMHpOBaHUE aKTUBHOI'O METAOOJINTA, U UX B3aUMOJIEHCTBUS ¢ ApyrumHu cyoctpatamu CYP3A
BapbUPYIOT OT aKTHBAIMH 10 MHTUOMpOBaHUs. THKArpenop v aKTUBHBIM METAOOIHUT SIBISIFOTCS
cnabpiMu HHrHOUTOpamu P-gp.

OcHoBHbBIM MeTabonuToM THKarpeiopa sasisercs AR-C124910XX, koTopblil Tak)Ke akTUBEH, YTO
HOJTBEPXKIACTCS pe3ysibTaTaMU OLEHKH cBs3biBaHMs ¢ P2Y 12 penentopom AJI® TpomOonuToB
in vitro. CucreMHasi SKCIO3UIIASA aKTUBHOTO MeTabosuTa cocramiseT mpumepHo 30-40 % ot
9KCIIO3ULIMU THKarpenopa.

DJIMMUHALMS

OCHOBHOM TyTh BBIBEJICHUS] THKarpeiopa — depe3 MeyeHouHbl MetabosmsMm. Ilpu BBeneHuun
MEYEHOT'0 M30TOIIOM THKAarpenopa B CpeQHEM BblAesAeTCs NpuMepHO 84 % paauoakTHUBHOCTH
(57,8 % ¢ dexammsamu, 26,5 % ¢ Modoii). BeiBeenne Tukarpenopa U akTHBHOTO METa0oJuTa C
MOYOH cocrtaBisgeT MeHee 1 % mo3b6l. B OCHOBHOM akTHBHBINA META0OJIMT BEIBOAUTCS C JKEITUYBIO.
Cpennuii ty2 TUKarpenopa 1 akTUBHOTO MeTa0O0JIUTa COCTaBIsA 7 U 8,5 4, COOTBETCTBEHHO.

JIu"elHoCcTh (HEIUHENHOCTB)
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Tukarpenop IEMOHCTPUPYET JIUHEUHYIO @apIAaKOKHHig%j%J%g%E;l '::T'i;[ arl'*plenlt')ph U

aktuBHOro wmerabomuta (AR-C124910XX) nmpuMepHO MNPOMOPIHOHAIBHA J03€ BIUIOTH JIO
1 260 mr.

IloyeyHas HEJOCTATOYHOCTh

OKcno3ulys TuKarpesopa npumepHo Ha 20 % Huxe, a ero akTUBHOI'O METa0O0JIMTa IPUMEPHO Ha
17 % BbIIIE y NAIMEHTOB C HapylIeHHEM (QYHKIUU TOYEK TSDKEIOH CTemeHu (KIMpeHc
KkpeatnHuHa <30 MJI/MUH) IO CPABHEHUIO C MAIIIEHTAaMH ¢ HOPMAJIbHON (QYHKIHUEH MMOYeK.

VY nauuMeHToB ¢ TEPMUHAIBHON MOYEUHOW HEAOCTATOYHOCTBIO, HAXOIAIINXCS HAa IeMOJAUANN3e,
AUC u Cmax THKarpenopa B go3e 90 wr, MmoiaydyeHHOTO B JIGHb O€3 1uanu3a, ObuIH,
COOTBETCTBEHHO, Ha 38 % u 51 % BbIlIE 10 CPABHEHUIO C NMALMEHTAMH C HOpMaJIbHOU (PyHKIIMEN
MOYEK.

Cxoxee yBeJIMYEHHE HKCIO3MLIUU OTMEYEHO NMPH MPUMEHEHUHU THKarpeaopa HernocpeiCTBEHHO
nepesa JWaNu30M, TOKa3bIBas, YTO TUKArpelnop He IUalU3UpyeTcs. ODKCIO3ULUS aKTHBHOI'O
MeTa0oJINTa YBEIMYMBAJIACh B MEHBIICH CTENeHH. Y MAIMEHTOB C TEPMHHAIBHON MOYEYHOMH
HEJ0CTAaTOYHOCThIO BiUsiHUE THKarpesnopa Ha AT He 3aBuceno oT nuanu3a v ObLUIO aHAJIOTMYHO
Ha0II0TaeMOMY y MAIMEHTOB ¢ HOpMaIbHOU (yHKIUEH nmovek (cM. pazaen 4.2.).

IleyeHOUHAs HEIOCTATOYHOCTh

Cimax 1 AUC Ttukarpenopa 0butn Ha 12 % u 23 % BbIlIe y NAIIMEHTOB C HapylIeHUEeM (QYHKIUU
MEYECHU JIETKOM CTENEeHHM MO CPaBHEHHUIO CO 3JI0POBBIMM J0OpPOBOJIbLIAMH, OJIHAKO BIIMSHUE
tukarpesniopa Ha AT 6but0 conoctaBuMbIM B 00eux rpymmnax. He TpeGyeTcst KOppeKuuu 1036l
npenapara y MalUeHTOB C HapylleHHeM (QYHKIMM TEeYeHHM JIeTKOM cTemneHu Tshkectu. He
MPOBOAMIIMCH HCCIIEOBAHMSI THUKAarpeiopa y MalMeHTOB C HapylleHueM (QYHKIUU TMeYeHU
TSKEJION CTETEeHHU, U OTCYTCTBYET HH(pOpMalKs 0 mapameTrpax (papMakOKMHETUKH Y MAlUEHTOB C
HapyleHueM QyHKIHU TeYeHH CpeJHeN CTeneHn TsuKecTH (M. pasznensl 4.2.,4.3. u 4.4.).

JIniia moKMI0r0 BO3pacTa

VY noxunbix nanueHToB (B Bo3pacte oT 75 mer u crapue) ¢ OKC ormeueHna 6onee BbIcOKas
skcno3uis Tukarpenopa (Cmax 1 AUC npumepHo Ha 25 % BBIIIE) U aKTUBHOTO METa00JIUTA 110
CPaBHEHHIO C MOJIOJIBIMU TMAallUEHTaMHU. DTHU Pa3iniyMs HE CUUTAIOTCS KIMHUYECKH 3HAYMMBIMU
(cM. pazmen 4.2.).

Hon

VY JkeHIIUH oTMedeHa OoJiee BHICOKAsl SKCITO3UIMS THKArpeiopa W aKTHBHOTO METa0OJHTa TI0
CPaBHEHHIO C MYXYHHAMH. DTH Pa3IMUUs HE CUNTAIOTCS KIMHUYECKH 3HAYUMBIMH.

OTHHYECKHE TPYIINEI

Cpennsast OMOIOCTYIIHOCTH IIpenapara y HalueHToB-a31uaToB Ha 39 % BbIIlle, YeM y MAIlUEHTOB-
2

eBporeon10B. buogoctynHocTs THKarpenopa Obuta Ha 18 % Huke y MalueHTOB HETPOUIHON pachl
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o inoc OB HOCTE OO008).
[0 CPAaBHEHHIO C TMAIMEHTAaMH CBPOIECOMIHON pacm,n a“EEHmﬁ'en];%Mx ']IJH/IIHI/I"IGCIKOI/I

dapmakonoruu dkcno3uius (Cmax 1 AUC) TuKarpenopa y simoHueB Obuia npumepHo Ha 40 %
(20 % mocie KOppEeKIUU Ha Maccy Tella BBIIIE, YEM Y €BPOINCOUIOB). DKCIO3HIUS Y TTAlMCHTOB-
UCIIaHIICB WU JIATHHOAMEPHKAHIICB ObLIa CX0XKEH C TAKOBOW Y €BPOTICOHIOB.

eTu

He npoBoausnack onienka Tukarpesopa y aere (cMm. pasgenst 4.2. u 5.1.).

6. PAPMAIEBTHYECKHE CBOMCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

S npo TabiieTku

Manuaurton

Kanbuus rugpodocdara quruapar
KapOokcumernikpaxmaa HaTpust
I'unpomennosa

Maruus creapar

[Tnenoynas 06004YKa

Cyxast cMech ISl IUIEHOYHOT'O TIOKPBITHSI, COJepIKallasi THIPOMEIo3y, Tutana quokeun (E-171),
maxporos 6000

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok romHocTH (CPOK XpaHEHHs)

3 rona.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NPH XPAHEHUHU

XpaHuTh npHu Temnepatype Hwke 25 °C, B OpUTHHAIBHOM yIakoBKe (B Mayke) /Ui 3aIlUThl OT
CBeTa.

6.5. Xapakrep u coaepxkaHue NEPBUYHON YIIAKOBKHU

ITo 7, 10, 14 TabneTok B KOHTYpHYIO sSiuelikoByio ynakoBky u3 mieHku [I1BX wu [IBX/TIBAX u
(oBru aMIOMUHHEBOW TIEYaTHOM JTaKMpoBaHHOH (Tipu npou3BoacTBe Ha OO0 «Benpapm»).

[To 7, 10, 14 TabneTok B KOHTYpHYIO SUeHKOBYIO yrnakoBKy u3 mieHku [IBX wimn IIBX/TIB/JIX,
Wik (OJBI'M aFOMUHHUEBON MHOTOCIOMHON M (DONBIu adtOMUHUEBOM MEYaTHOW JTAKUPOBAHHOMN
(mpu mpouzBoactee Ha OO0 «Bendapm-M»).

ITo 10, 14, 20, 28, 30, 40, 42, 50, 56, 60, 70, 80, 84, 90, 98, 100, 112, 120, 126, 140, 154, 160,
168, 170, 180, 182 Tabnerok B 6aHKY NOTMMEPHYIO U3 MOJUIPONHICHA UITH TTOJIUITHIICHA HU3KOTO
JIaBJICHUS, YKYIOPEHHYI0 HATATMBAEMOM WM HABUHYMBAEMOW KPBIIIKOW MOJUMEPHON ISt

JICKAPCTBCHHEBIX CPEACTB U3 MMOJHIIPONUIICHA WUJIX MMOJIMITUIICHA HU3KOI'0 NI BBICOKOT'O JaBJICHUA
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(OCHEAOBATENREHOC T B 0006
C KOHTPOJIEM IIEPBOT0 BCKPBITUS MK O€3 HETO, ¢ VnnomﬂomnHeM'eHwM i 6eb Bero. !

JIOTIOTHUTENBHO JOMYCKACTCSl KCIIOJIB30BaTh BaTy MEIUIIMHCKYI) TUTPOCKOIMHYECKYIO HIIH
aMOpTHU3aTOP.

Kaxnyro 6anky wm 1, 2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13 KOHTYpHBIX SYEHKOBBIX YIaKOBOK C
JMCTKOM-BKJIQJIBIIIIEM TIOMEIIAIOT B TIAYKY M3 KapTOHA.

He Bce pa3mepbl ynakoBOK MOTYT OBITh JOCTYITHBI JIJIsl peaTn3aluu.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHUYTOKEHUH  HMCIOJHb30BAHHOIO
JIEKAPCTBEHHOT0 Mpenapara Wil 0TX00B, NMOJYYeHHBIX MOc/Je MPUMeHeHHusl TpenapaTa u
Apyrue MAaHUIMYJISIIIUM € IpenapaTom

Oco0ple TpeOOBaHUS OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanus

OO011ecTBO ¢ OTPaHUYCHHON OTBETCTBEHHOCTHIO «Bendapm-M» (OO0 «Bendapm-M»)

124460, r. MockBa, BH.T€p.I. MyHULIMNAJIbHBIH OKpyr CWIMHO, TI. 3eJIeHOrpaj, IpPOCHEKT
I'enepana Anekceena, 1. 50

7.1. IlpeacraBuTe/ib JepaaTesi periCTPALMOHHOIO Y10CTOBEPEHHUS

[Iperen3nn norpeduTENEeH HAOPABIATE 110 aIPECY:

Poccniickas @enepanns

O011ecTBO ¢ OrpaHUYEHHON OTBETCTBEHHOCTHIO «Benpapm-M» (OO0 «Bendapm-M»)

124460, r. MockBa, BH.Tep.I. MyHHLIMNAIbHBIA OKpYr CWIMHO, TI. 3€JI€HOrpaj, IMPOCIEKT
I'enepana Anekceesa, 1. 50

Ten.: 8 800 250-02-05; +7 495 780-00-70

E-mail mo Bonpocam 6e3onacHocTu 1 3ddexTuBHOCTH Mpenapata: safety@velpharm-m.ru

E-mail mo Bonpocam kauectBa rotoBoii npoaykuuu: quality@velpharm-m.ru

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. TATA NEPBUYHOM PEIMCTPAIIMM (ITIOATBEPXJIEHHNS PETHMCTPAIIVH,
HEPEPEI'NCTPALINN)

JlaTa niepBoi perucTpanuu:

10. JATA IEPECMOTPA TEKCTA
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mailto:quality@velpharm-m.ru

COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 20.05.2026 N= 10010

OO61mas xapakTepuCcTHKa JEKapCTBEHHOTO Mpenapara TM%‘EEJ%@IE' %%W EB’C"%’E/H%& Ha

UHPOPMALIMOHHOM TopTaie EBpa3suilckoro SKOHOMHYECKOTO COK3a B HH(POPMALMOHHO-

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