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WHCTPYKIIMA
110 MEJJMLIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPETIAPATA
BPUJIMHTA®

Perncrpanuonnsiit Homep: JII1-003779
Toprosoe HauMeHOBaHHE: BpunuaTa®
MexIyHapoHO€e HeMATeHTOBAHHOE HAUMEHOBaHHE: THKarpeiop

JlexapcTBennas gopma: TaGIETKH, TOKPHITHIE IIEHOYHON 000I09KOH

CocraB Ha 1 TabuaerKy:

Jleticmeylowee éeugecmeo: THKarpenop 60 Mr

Bcnomozamenvhvie  6ewjecmeéa: MaHHMTON 84 Mr, Kambuus ruapopocdar 42 M,
KapOOKCHMETHIIKpaxMal HaTpus 6 Mr, THIpojio3a 6 Mr, MarHus creapar 2 wmr; obonouka
mabnemku: Tanpomeiosa 4,4 mr, turaHa auokcuna (E 171) 2,2 mr, makporon 400 0.4 mr,

KpacuTels xemne3a okcua dyepHsii 0,001 mMr, kpacHTeNb JKejle3a OKCHI kpacHbi 0,01 Mr.

Onucanue
Kpyrible, JBOSKOBBIMYK/IbIE TaGIETKH, MOKPHITHIE MIEHOYHOM OOOJIOYKOH PO30BOrO LBETA, C
rpaBupoBKoi 60 Ha OJHOM CTOPOHE.

T

®dapmMakoTepaneBTHYeCKasi IPyNINAa: aHTHArPETaHTHOE CPEJICTBO

Kox ATX: BO1AC24

dapMaKoI0rH4ecKre CBOMCTBA

Mexanuzm oevicmeus

IIpenapar BpumuaTa® CONEPKMT B CBOEM COCTaBe THKArpesiop, MPEICTABHTENb XHMHUYECKOTO
Kj1acca IMKJIONEHTHITPHA30JIONAPUMUIMHOB, KOTOPBIM ABIISETCS NMEPOPATbHBIM, CEIEKTHBHBIM
¥ 06paTMMBIM aHTaroHMcToM P2Y|2 pelenTopoB NpsAMOro JEHCTBHS M IIpeaoTBpallacT
anenosuHaupochar-onocpenoBanHyo  P2Y2-3aBHCHMMyI0  aKTHBallMIO M arperaiuio
TpoMOouuTOB. THKarpenop He NpPeIOTBpAINACT CBA3BIBAHHE anenosurmupocoara (AJD), HO

ero B3amMomeiictBue ¢ P2Y)» pemnentopom TpomGouutoB —mpenoTspamaer AJID-
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VHIyIIMPOBAaHHYIO TPAHCAyKIMIO CHTHAlOB. Tak Kak TpPOMOOLMTHI ~ y4acTBYIOT B
WHALMMPOBAHWH W/WIM Pa3BUTHH TPOMOGOTHYECKHX OCIOKHEHHMH aTepockieposa, Oblio
I0Ka3aHo, YTO MHIHOUpOBaHHE (GYHKIMHM TPOMOOIMTOB YMEHBINAECT PHCK Pa3BHTHsA CEPACYHO-
COCYIMCTHIX SBICHHH, TaKMX KaK CepAeYHO-COCYIMCTas CMepTh, MH(ApKT MHOKap/a Wi
WHCYJIBT.

Tuxarpenop ©MeeT JOMOTHATEIbHbIH MEXaHU3M JEHCTBHS, IIOBBILIAS JIOKATbHBIE KOHICHT Pl
SHIOTEHHOTO aJICHO3MHA ITyTeM HWHIHOWPOBAHHUS SHJIOTE€HHOIO0 PaBHOBECHOIO HYKIIEO3HIHOTO
tpancnoptepa 1 Tuna (ENT-1).

AeHO3WH 00pasyercs JOKalbHO B MECTaX TI'MIOKCHM H TIOBDEX/ICHHS TKaHEH IIyTeM
BBICBOGOXIeHUs M3 aneHosuHTpudochara u AJI®. IlockoibKy pacIIeIICHHE aJC€HO3HHA B
CYIIHOCTH OIPaHMYMBAETCS BHYTPHKJIETOYHBIM IIPOCTPAHCTBOM, WHIHOMpOBAHHE ENT-1
THKArpeJopoM IpOJIeBaeT MEPHOJ TOTyBBIBEICHHS aICHO3MHA U, TEM CaMbIM, YBEIINIHBACT €0
JIOKAJIBHYIO BHEKJIETOYHYIO KOHIEHTDAIMIO, yCHIMBas JIOKAIbHBIA aICHO3HHOBBIH OTBET.
Tukarpenop He UMeeT KIIMHAYECKH 3HAYUMOTO IIPSMOr0 BIIMSHHUS Ha aICHO3HHOBBIE PELICITOPRI
(A1, A2a, A2p, A3) B He MeTabOJIM3MPYETCA O aACHO3MHA. AZICHO3MH 00J1aaeT HECKOIbKAMH
3beKTaMu, KOTOphIe BKITIOUAIOT B ce6si: Ba30MNIATAIIMIO, KapIHONPOTEKIIMIO, HHIHOHPOBAHHE
arperaiyu TpOMOOIMTOB, MOITYJIALUIO BOCIIATIEHHs] ¥ BOSHUKHOBEHHUE OJIBIIIKH, KOTOPBIC MOTYT
BIIMATH HA KJIMHAYECKUH POQUIIb THKArpesopa.

BBUIO TOKa3aHO, YTO y 3J0POBBIX JOOPOBOJBLEB M Y IALMEHTOB C OCTPBIM KOPOHAPHBIM
cunpomMoM (OKC) Tukarpesnop ycuimmsan cieayromue 3QGexTsl afieHo3uHa: Ba30JUIIaTALKIO
(OLlEHMBaeMyIO KaK yBEIMYEHHE KOPOHAPHOTO KPOBOTOKA y 3J0POBBIX [0OPOBOJBIEB H Y
nanuentoB ¢ OKC), murubupoBanume (QyHKIMH TPOMOOLMTOB (in Vilro B LENBHOM KPOBH
yeloBeKa) M OJBINKY. TeM He MeHee, CBS3b IOBBINEHHBIX JOKAIbHBIX KOHIEHTPAIIWHA
aIeHO3MHA C KIIMHAYECKHMH HCXOJIaMH (HaIpUMep, MoKa3aTely 3a601eBaeMOCTH B CMEPTHOCTH)
HE JJ0Ka3aHa.

®apmakoIHHAMHKA

Hauano oeucmeus

YV NalyMeHTOB cO CTabMIbHBIM TeyeHHeM HimeMmuueckoi Gonesnu cepana (MBC) Ha domne
TIPUMEHEHHs alleTHICATAIIMIOBOH KucnoThl (ACK) THKarpenop HaunHaeT ObICTPO NEHCTBOBATD,
9TO TMOATBEPKIAETCH pe3ydbTaTaMH OINpENeNeHUs CPEJHEro 3HAYeHHs WHIHOMPOBAHHSA
arperauun TpombonuToB (UAT): yepes 0,5 gaca mocie mprema Harpy3odHod jo3el 180 mr
THKarpenopa cpendee 3HadeHue MAT cocraBnser npumepHO 41%, MakCHMalbHOE 3HAYCHHE
UAT 89% nmocturaercs yepe3 2-4 gaca mocje npuema mnpemnapara u noAIepKUBacTCs B TCICHUE
2-8 yacos. Y 90% nanueHToB OKOH4aTenbHOe 3HaueHHe MAT Gonee 70% mocturaercs depes 2

gaca I10CJI€ IIprueEMa Ipemnapara.



Koney oevicmsus

[Ipy mnaHupoBaHMM aopToKopoHapHoro myHtupoBanus (AKIL) puck KPOBOTEYEHHH
BO3PACTAET, €CIIH IIPUEM THKArpenopa MpeKpamaroT MeHee, 4eM 3a 96 4acoB 10 MPOLELy PbL.
Jlanuuvie o nepexode ¢ 00H020 npenapama Ha Opy2ou

I[Tepexoxa ¢ KIomuaorpena 75 Mr OJMH pa3 B CyTKH Ha Ipenapar BpumuaTa® 90 Mr xBa pasa B
CYTKH IPUBOJIHT K yBelr4eHuo abcomorHoro 3Hadenus MAT Ha 26,4%, a U3MEHEHHE TepalluH
C THKarpeaopa Ha KIJONMIOTPEN NMPUBOAMT K CHHIKEHMIO aOCOIIOTHOIO 3HAYCHHUS HUAT na
24.5%. MOKHO MEHSTh TEpalMIO C KIONMIOrpesa Ha THKarpeaop 6e3 mpepeBaHHsA
aHTHTPOMOOTHYECKOTO 3 dekTa (cM. pasaen «Crocob MpUMEHEHUs U 03bD»).

Knunuyeckas s3¢hgpexmuenocmsb u b6e3onacnocms

Hccneooseanue PLATO (ocmpbtii KopoHapHblii CUHOPOM)

B uccnenoanuu PLATO yuactBoBano 18624 mamueHTa, y KOTOPBIX 32 IOCICTHHC 24 4aca
pa3BHJIACH CHMIITOMBI HECTAGHIIBHOM CTEHOKap/IHH, HH(papkTa Muokap/ia 6e3 o/ibeMa CErMeHTa
ST unm uHapKTa MHOKapza ¢ mogbeMoM cermenta ST W KOTOpBIE JIEYHIIHCh KOHCCPBATHBHO,
MM TIOCPEICTBOM YPECKOXHOro KopoHapHoro Memarenbctsa (UKB), wmm AKIII. Ha done
exceraeBHOM Tepanuu ACK Trkarpenop 90 Mr JBa/Ibl B CyTKH CPaBHHBAJICA C KIOMHOTPEIOM
75 MI' B CyTKH B OTHOIIEHHH Y)PEKTUBHOCTH B MPEIYNPEXACHAN PA3BUTHSL KOMOWHHUPOBaHHOM
KOHEYHOHM TOYKHM CEpEYHO-COCYAMCTOM CMepTH, MH(apKTa MHOKap/ia WM HHCYJIbTA 3a CHET
BIIMSIHUS HA 9aCTOTY CEPIEYHO-COCYIUCTBIX CMepTel ¥ MH(pApKTOB MHOKap/a.

Hccneooeanue PEGASUS (ungpapkm muokapoa é anamuese)

UccnenoBanne PEGASUS TIMI-54 ¢ yyactuem 21162 manueHTOB IMPOBOJMIIOCH IS OLCHKH
NpO(UIAKTHKA aTepOTPOMOOTHYECKHX OCIIOKHEHHH MU NMPUMEHEHHH THKarpenopa 90 Mr nBa
pasa B CyTKd Wi 60 Mr Ba pa3a B CyTKH B KOMOMHAIIMH C HU3KOX 10304 ACK 1o cpaBHEHHIO C
monotepanueit ACK y nmarueHToB ¢ ”HGapKTOM MHOKap/ia B aHaMHe3e.

B ucclieioBaHKe BKITIOYATH MAMEHTOB B Bo3pacte 50 JieT U crapiie ¢ HHGapKTOM MHOKapia B
aHamHe3e (B TeyeHue 1-3 JleT 0 paHIOMHM3AIMHK), U C KaK MHUHUMYM, OJHHM M3 CICIyIOIIHX
(haKTOpOB pHCKa Pa3BHTHs aTepoTpoMGo3a: BO3pacT > 65 JeT, caxapHbli Auabet, TpeOyromuH
JNIEKapCTBEHHOM TepanuM, BTOPOM MpPENINECTBYIOIMHA HMH(APKT MHOKap/a, MOATBEPXKACHHOC
MHOTOCOCYIMCTOE TOpaKeHHe KOPOHAPHBIX apTepHil WM XPOHHYECKOE HapylleHHe (QyHKIMH
NOYeK HETEPMHUHAIBHON CTa/luH.

Ipenapar Bpumuata® 60 Mr aBa pasa B cyTkd u 90 Mr JBa pa3a B CyTKM B KOMOHHAIIHH C ACK
65601 3 PEKTHBEH B MPEIOTBPAIIEHAH aTEPOTPOMOOTHIECKHX OCIOXKHEHHH (KOMOHHHPOBAHHOM
KOHEYHOM TOYKHM CepIeYHO-COCYJHCTOM cMepTH, HH(apKTa MHOKapia W HHCYIbTa), C
NoJIepKaHUeM TTOCTOSHHOTO 3¢ dexTa Tepanuu B TEYCHHE BCErO NMEPHOJA MCCIIENOBAHUS, YTO

IIPUBOIWIO K CHHKEHHIO oTHOcUTenbHOro pucka (COP) Ha 16% u CHMXXCHHIO abCOIOTHOTO
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pucka (CAP) Ha 1,27% npu npumenenny Tukarpenopa 60 mr u carmkennto COP Ha 15% u CAP
Ha 1,19% npu npuMeHeHnn THKarpenopa 90 Mr.

Ilpu comoctaBuMoi s dexTuBHOCTH THKarpenopa 90 Mr u 60 Mr JiyduIHe NEpeHOCHMOCTD H
npoduas Ge30NaCHOCTH B OTHONIEHHH PHCKa PasBUTHS KPOBOTEYEHHS M OJBIIIKH IMOKa3all
TukKarpenop 60 mr.

IIpenapar BpumunTa®

60 Mr maBa pasa B CYTKH CYIIECTBEHHO CHHXXal TEPBHYHYIO
KOMOHHHPOBAHHYIO KOHEUHYIO TOUKY CEpACYHO-COCYNMCTOH CMepTH, MH(apKTa MHOKap/a
MHCYJIbTA, CO CHWKEHHeM Kaxaoro ee kommonenTa: COP cepneuHo-COCYIMCTOH CMEpTH Ha
17%, COP unbapkra Muokapzaa Ha 16% u COP uncyi1bTa Ha 25%.

Tuxarpenop 60 mr B xombunamuu ¢ ACK CHMKal YHCIO CITy4YacB CepIeYHO-COCY IUCTOM
CMepTH H CMEPTH OT BCEX IIPUYMH, XOTS CTATHCTHYECKAs 3HAYMMOCTH He ObLIa JOCTUTHYTa.

b dexTrBHOCTH Mpenapata bpumnta® 60 Mr 1Ba pasa B CyTKH ObUIa IPOAEMOHCTPHPOBAHA Y
Pa3IMYHBIX MOATPYII MAIHEeHTOB, HE3aBHCHMO OT MAcchl Tella, MoJla, aHaMHe3a, PErHOHa, U HE
3aBUCUT  OT  NpPHMEHEHHS  JPYTMX  CEPAEYHO-COCYIHCTBIX  CPEACTB,  BKIIOYad
THIIONMIAIEMHYECKHe TIpenaparbl, 0era-aJpeHOOIOKaTOpbl, HHIHOMTOPbI ~aHTHOTEH3MH-
npespammatomero dgepmenta (MAII®), aHTarOHUCTHI PeNenTopoB anrmoreHsuna Il 6110KaTOPBI
«MEJUTEHHBIX» KAJIbIMEBBIX KAHATOB, HUTPAThl M HHTMOMTOPH! IIPOTOHHON MOMIIBI (CM. paszien
«B3auMoIeHCTBHE ¢ IPyTHMH JIEKAPCTBEHHBIMU CPENICTBAMMIY ).

Hccneoosanue THEMIS (umemuueckan 6onesns cepoya u caxapusiii ouabem 2 muna)
Uccnenopanne THEMIS ¢ yuactwem 19220 mnanueHTOB TMPOBOAMIOCH JJIA  OLCHKH
NpO(UIAKTHKA aTepOTPOMOOTHUECKHX COOBITHH MpH IPUMEHEHWH IIpernapara BpumunTa® B
xoM6uHaIMK ¢ HA3KoM 1030 ACK 1o cpaBuenuto ¢ monotepanueit ACK y manuentos ¢ UBC u
caxapHbM quaberoM 2 tuna (CI12).

B uccieioBanye BKIIOYAIM MAlHeHToB B Bospacte 50 net u crapme ¢ UBC, ompezensieMoi Kak
YKB B anamsese (58% mnomymsuuu uccienosanus) win AKII B aHamuese (29%), wiu 6e3
KODOHApHOM peBAaCKy/spH3allii B aHaMHe3e, HO C AHTHOrpauyecKd TMOATBEPKICHHBIM
cTeHo30M mpocBeta > 50% He Menee 1 koponapHoi# aprepum (20%), u ¢ C/I12, momy4aBmmx
TepanMIO TMIIOTIMKEMHYECKAM IIpErnapaToM He MeHee 6 MecCsieB O Hayana HCCIEI0BAHHMA.
I[NanuenToB ¢ HHGAPKTOM MHOKap/a WA HHCYJIHTOM B aHAMHE3€ HE BKIIIOYAIH B HCCIIEIOBAHHUC.
B o6bmed momynsuuu ucciaenoBanus THEMIS npemapar Bpuwimmata® 1Ba pasa B CYTKH B
kombunammu ¢ ACK 6bu1 >(pdexTuBeH B TPOQHUIAKTHKE aTepOTPOMOOTHYECKHX COOBITHH
(KOMOHHHpOBAaHHAs KOHEYHas TOYKA: CEPIEYHO-COCYIHMCTas CMEpTh, MH(ApKT MHOKapia H

MHCYIIBT) 1o cpaHerHIo ¢ ACK: otHomenue puckos (OP) 0,90 (95% moBeputesbHbIi HHTEPBAT

(IA): 0,81, 0,99, p=0,0378), uto coorBerctByeT COP Ha 10% u CAP Ha 0,73%. DddexT 6bL1
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0GYCIOBNEH CHIKEHHEM OT/IENbHBIX KOMIOHEHTOB KOMOMHMDOBAHHOW KOHEYHOH TOUKH,
uH(bapKTa MEOKAp/Ia M HHCYJIbTa, 63 pas/Inuns B OTHONIEHHH CEP/IEIHO-COCY IUCTOH CMEPTH.

V namuentoB uccienoBanus THEMIS, nepenecumx YKB (n=11154), Tepanus mpemaparom
Bpumunta® B komGuHaumu ¢ ACK 1o cpaBHEHHIO ¢ MOHOTEpamueH ACK mnpusoguna K
NpOHUIAKTHKE ATepOTPOMOOTHYECKHX COOBITHH (KOMOMHMpOBaHHas KOHEYHAs —TOYKa:
CeplIeYHO-COCyIUCTas CMepTh, HH(ApKT MHOKapaa u HHCYIbT): OP 0,85 (95% JIN: 0,74, 0,97,
HoMuHabHOe 3Hadenue p=0,0133), uro coorerctByer COP Ha 15%, CAP Ha 1,19% c Honee
GIIarONpUATHEIM COOTHOLIEHHEM II0Nb3a-pPHCK, 4YeM B OOIIeH MOMmyJAlMM HCCIIEOBAHHA
THEMIS. Ilpu Tepanuu npenapaTom Bpumuata® B komGuuamuu ¢ ACK mo cpasHeHHIO C
monoTepanueit ACK GbUIO 3aperHCTpHPOBaHO MEHBIIE COOBITHH IS KaXI0TO W3 KOMIIOHCHTOB
KOMGHHHDPOBAHHON KOHEUHOM TOYKH (CepedYHO-COCyaucTas cMepTh: 174 (3,1%) mpoTus 183
(3,3%), OP 0,96 (95% JIA 0,78, 1,18); urdapkr muokapaa: 171 (3,1%) npotus 216 (3,9%), OP
0,80 (95% JIA 0,65, 0,97); uncynst: 96 (1,7%) npotus 131 (2,3%), OP 0,74 (95% U 0,57,
0,96)).

SdexT Tepanuu npenaparoM bpumuHTa® GBUI COMOCTABMM B MOATPYNNAX MallHEHTOB,
cOPMHMpPOBAHHBIX HA OCHOBAHMM XapaKTEPUCTHK IALMEHTOB, BKIOYas Maccy Tena, IOl,

MEMIIMHCKHM aHaMHe3 ¥ reorpaduuecKuil pErMoH.

DapMaKOKHHETHKA

Tukarpeop IEMOHCTPHPYET JMHEHHYIO (hapMakOKHHETHKY, M SKCIIO3MIHMs THKarpenopa H
akTuBHOTO MeTabomuta (AR-C124910XX) npuMepHO NpONOPUHOHATBHA 03¢ BILIOTH A0 1260
MT.

Abcopbyus

Tuxarpenop 6bicTpo abcopbupyercs ¢ MemuaHod Tmax mpuMmepHO 1,5 yaca. POPMHPOBAHHE
OCHOBHOTO IHpPKy/IMpyomero B Kposu mera6omura AR-C124910XX (Takke aKTUBHOIO) M3
THKArpenopa NpPOMCXOMMT OBICTpO ¢ MexuaHod Tmax mpuMepHo 2,5 waca. Ilocme npuema
HaTtomak THkarpenopa B 703e 90 Mr Cmax cocrasmser 529 mr/mn u AUC — 3451 Hr ¥ 9/MI1.
Cootnomenne Cmax u AUC Merabonura k THKarpenopy cocraBmser 0,28 u 0,42,
COOTBETCTBEHHO.

Cpennss abcomoTHas GHOMOCTYIHOCT THUKarpeiopa coctaBiseT 36%. Ilpuem xupHOH NMHIIHA
IPHBOJMT K moBbimenuio Ha 21% AUC Ttukarpenopa # CHHkeHHIO Ha 22% Cmax aKTHBHOTO
MeraGonuTa, HO He BiHseT Ha Cma THKarpenopa i AUC akTuBHOro MeraGoiwra. OTH
He6OJbIINE H3MEHEHH UMEIOT MUHUMATBHYIO KIIMHUYECKY IO 3HAYMMOCTB; I03TOMY THKarpeiop

MOXXHO Ha3Ha4daTh BHE 3aBUCHUMOCTH OT IIpUE€MaA IMHUIIH.
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TuKarpenop B BHJE CYCNEH3MM M3MENbYEHHBIX TabIIETOK B MUTHEBOH BOJE, MIPUHSATOH BHYTPh
WM BBEJICHHOM B JKEIyJOK uYepe3 Ha3oracTpaibHBIA 30HJ, OMOSKBMBAJICHTEH THKAarpeiopy,
IPUHATOMY BHYTph B BHJE TabJETOK Iperapara Bpumuata® (AUC B Cmax THKarpenopa
akTHBHOro Metabonura B auanazone 80-125%). B ciiydae npueMa CycCrieH3uH NepBOHaYalbHas
skcno3unus (depes 0,5 u 1 yac mocne npuema) Oblia BhIIE, YeM NPH MPHEME THKArpenopa B
BuJe TabieTok mpenapara Bpumnta®, HO B mambHedimeMm (ot 2 mo 48 acoB) mpoduib
KOHIIEHTpAIKi ObLT MPaKTHYECKH OJJUHAKOBBIM.

Pacnpeoenenue

OG6BeM pacnpe/IeIeH)s THKArpesiopa B PABHOBECHOM COCTOsHHH cocTtapiser 87,5 i1 Tukarpenop
¥ aKTHBHBIHA MeTaGO0JIUT aKTHBHO CBA3BIBAIOTCA C GelkaMu mia3Mbl KposH (> 99,0%).
Buompancpopmayusa

CYP3A4 sBisieTcs OCHOBHBIM M30()€pPMEHTOM, OTBEYAIOIIMM 3a MeTaboJM3M THKarpeiopa u
hopMHpOBaHHe aKTHBHOTO MeTaGOJINTa, M X B3aWMOJICHCTBHS C IPyrMMHU CyOCTpaTaMH CYP3A
BApHHPYIOT OT aKTHBAIIMH 10 MHrMOMpoBaHus. THKArpenop W aKTHBHBIA METAOONHT ABIIAIOTCS
cnabbiMu HHrEOMTOpaMu rimkonpotensa P (P-gp).

OcHOBHBIM MeTabomuToM TuKarpenopa ssisiercs AR-C124910XX, xoTOpbIiA TaKKe aKTHBEH,
YTO IOATBEpXKIACTCS pe3yNbTaTaMHM OUEHKH CBs3biBaHHA ¢ P2Y12 peuentopom AJI®
TpoMGOIHUTOB in vitro. CHCTEMHAs SKCIIO3HMIHA aKTHBHOTO MeTaboJHTa COCTABJISET NPUMEPHO
30-40% OT KCIO3HMILIMHU THKArpenopa.

Buvigeoenue

OCHOBHO#M IyTh BBIBEJICHHS THKarpejopa — 4epe3 MeYeHOUHbIH MeTaGonusM. IIpu BBEJICHHH
MEYEHHOTO W30TONOM THKArpeliopa B CPEIHEM BbIIEISETCS IpUMEPHO 84% pafrOaKTHBHOCTH
(57,8% ¢ dexamusmu, 26,5% ¢ Modoi). BriBeieHHEe THKArpenopa ¥ aKTHBHOIO MeTabonuTa ¢
MOUO# cocTaBisieT MeHee 1% J03bl. B OCHOBHOM aKTHBHBIH METaOOIMT BBIBOJHUTCS C XKEITYBIO.
CpeHuii TIepHO/ MOMyBBIBEIEHAS THKArpenopa W aKTHBHOTO METabOJMTa COCTaBIIAN 7 u 8,5
9acoOB, COOTBETCTBEHHO.

Ocobvle nonyrayuu nayuenmoe

Iooicunvie nayuernmol

V MOXHIBIX ManHeHToB (B BozpacTe oT 75 yer u crapime) ¢ OKC ormedena Gosee BBICOKas
skcno3uims THKarpenopa (Cmax 1 AUC mpuMepHO Ha 25% BBIIE) M aKTHBHOIO MeTaboJIHTa IO
CPaBHEHHIO C MOJIOJBIMU MAlHEHTaMH. DTH Pa3jIdyMsl HE CYMTAIOTCS KIMHUYECKH 3HAYMMBIMH
(cm. pasgen «Croco6 MPUMEHEHHS U 103D ).

Jlemu

He npoBouiack oneHka THKarpesiopa y AeTer (CM. paszen «ITpoTHBOMOKA3aHHN ).
Ilon
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V JeHIMH OTMedeHa Goliee BBICOKAs JKCIO3HMIMA THKArpenopa ¥ akTHBHOTO MeTaboiuTa 110
CPaBHEHHMIO C MY)XYAHAMH. DTH Pa3IduMs HE CUMTAIOTCS KIWHAYECKH 3HAUMMbIMH.

Hapywenue ¢ynxyuu novex

JKCIIO3MIKSA THKArpenopa npumepHo Ha 20% HEXe, a ero akTHBHOTO MeTaboIMTa MPUMEPHO Ha
17% Bbllle y NAlHEHTOB ¢ HapylleHWeM G(YHKIMH [OYEeK TSKENOH CTemeHu (KIMpEHC
KpeaTHHHHA < 30 MJI/MHH) 10 CPAaBHEHHIO C MAlMEHTaMHI C HOPMAIbHO! (QyHKIMEH ITOYEK.

V NanueHTOB ¢ TEPMHUHAIBHOM MOYEYHOU HEAOCTATOYHOCTHIO, HAXOASIIUXCS Ha N€MOIHANN3E,
AUC u Cmax npenapata bpuwmnta® 90 Mr, momydeHHoro B JeHb 6e3 nuamusa, Obumd
COOTBETCTBEHHO Ha 38% 1 51% BbIIIe 1O CPABHEHHIO C MAMEHTaMH C HOPMAIbHOH QyHKIHEH

moyek. Cxoxee YBEJIMYCHHE SKCIO3UIHAU OTMEYECHO IIPH NIpUMEHECHUH Mperiapara BpI/IJ'II/IHTa®

HENOCPEICTBEHHO INepe]] JUAIN30M, IT0Ka3biBas, YTO Ipenapar BpumnTa® He MUATH3UPYETCH.
"JKCIO3MIMS AKTHBHOTO MeTabONHTa yBEJIMYMBAIACH B MEHBIIEH CTENEHH. Y TNALUEHTOB C
TEPMHHAJIBHON IOYEYHOH HEJOCTaTOYHOCTBIO BIMSHHE Ipenapara Bpumata® Ha UAT He
3aBHCEN0 OT [MaIM3a ¥ OBUIO AHATOTMYHO HAGMOJaeMOMy y MAllMeHTOB C HOPMAaJbHOH
dynximeit mogek (cM. pasaen «Crnocob MPUMEHEHHS | J035D)).

Hapywenue ¢ynkyuu nevenu

Cmax ¥ AUC Ttukarpenopa 6suti Ha 12% u 23% Bbllle y MAMEHTOB C HApYHMICHHCM byHKIMH
[IEYeHH JIETKOH CTENEeHH IO CPABHEHHWIO CO 3J0POBBIMH J0OPOBOJIBI[AMH, OJHAKO BIMSIHHC
npenapata bpumuata® Ha UAT Gbuto comoctaBuMbiM B obenx rpymmax. He Tpebyercs
KOPPEKIIMH 03Bl Tpenapata y NAlMeHTOB ¢ HapylleHHeM (YHKIMH NEYCHH JIETKOH CTENeHH
TsoKkecTd. He IIpOBOIMIHCE HCCIIEIOBAHHS THKATPEIOpa y MAIMEHTOB C HapyIleHHEeM (yHKIIHH
TIeYeHH TSDKEJION CTENEeHH, M OTCYTCTBYeT MH(OpMauus o mnapaMeTpax (papMaKkOKHHETHKH Yy
NAlMEHTOB C HapylleHHeM (QYHKIHH [E€YEHH CpeIHeH CTENeHHM TKECTH (CM. pasjielibl
«ITTpoTHBOMOKa3aHU», «Croco6 NpUMeHeHHs | 036D B «Ocobble yKazaHHUs» ).

DOmuuueckue 2pynnbvi

Cpenusis GHOIOCTYIIHOCTH Npenapara y NalHeHTOB-a3uaToB Ha 39% BIllIe, 9eM y NalHEHTOB-
eBpOIEOH/IOB. BHOIOCTyHOCTL THKarpenopa Gbita Ha 18% HiKe y MAlMEHTOB HErPOMIHOM
pachl 0 CPaBHEHHMIO C TAIMEHTAMH EBPONEOMIHOH Pachl, a B MCCIIEJOBAHUAX KIMHAYECKOH
apmakonorun skcno3umus (Cmex 1 AUC) TuKarpenopa y sroHuer 6bita npumepHo Ha 40%
(20% mocyie KOPPEeKIMH Ha MacCy Tella) BhIIIE, YEM y €BPOIECOMI0B. JKCIO3UIHS Y MAlMEHTOB-

MCIIaHIIEB HIIM JIATHHOAMEPHKAHIIEB ObLIa CXOKEH C TAKOBOM y €BPOIICOHM/IOB.

IToka3zanus K NPUMEHCHHIO

[Tpenapar BpunueTa®, TIpHMEHAEMBIH OJHOBPEMEHHO C AlETHJICAIMIAIOBOM KUCIIOTOH,

IIOKa3aH:
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e i1 TMPOQHIAKTHKH aTepOTPOMOOTHYECKUX OCIIOKHEHHMH Y B3POCHIBIX MAIMEHTOB C
nH(apKTOM MHMOKapja B aHamHe3e (MHGApKT MHOKapja MEepeHeceH OIMH roi U Oonee
Ha3aJl) ¥ BBICOKAM PUCKOM aTepOTPOMOOTHYECKHX OCIIOKHEHHUH,

e U1 IpOQHUIAKTHKHA aTepPOTPOMOOTHYECKHX OCIIOKHEHHH Yy MalMEeHTOB B Bo3pacte 50 jer
W CcTaplle C MIIEMHYECKOHW GOJIE3HBIO Cepiua U caxapHbM auaberoM 2 Tuma, Oe3
uH(papkTa MHOKapaa W (WIM) HHCYIbTa B aHaMHE3€, IIEPEHECIIAX YPECKOKHOE

KopoHapHoe BMemarenscTBo (UKB).

[IporuBonokazanus

[ToBplIEHHAs YyBCTBHTEIBHOCTH K THKArpelopy HIA JHOOOMY BCIOMOIaTelIbHOMY
BEINECTBY Ipemnapara.

AXTHUBHOE ITATOJIOTHYECKOE KPOBOTEYEHHE.

BHyTpHYepenHoe KpOBOM3IUSHUE B aHAMHE3E.

Hapymenue QpyHKIMH IEYEHH TKEIOH CTENEHH.

CoBMeCTHOE TIpHMEHEHHE THKarpenopa ¢ MOIIHbIME HHrHGHTOpaMu u3ohepmenta CYP3A4
(HanpuMep, KETOKOHA30JI0M, KJIADUTPOMHIMHOM, He(ha30JOHOM, PpHTOHABHPOM H
aTa3aHaBHPOM).

Jlerckmii BospacT 10 18 jer (B CB3M C OTCYTCTBHEM MAaHHBIX 00 3(QEKTHBHOCTH H
0€30I1aCHOCTH IIPUMEHEHHS Y JAHHOU IPYIIIbI TAlIUEHTOB).

BepeMeHHOCTB M IIEPUOJ T'PYAHOT'0 BCKapMJIMBAHHUS.

C 0CTOPOXKHOCTBHIO

ITpeapacnoNoKeHHOCTh K DPa3BHTHIO KPOBOTEYEHMsl (HalmpuMep, B CBS3M C HEJABHO
MOJTy4YeHHOU TPaBMOM, HEJJABHO NPOBEJCHHOM Olepallie, HapyIIeHUsIMH CBEPTHIBAEMOCTH
KpPOBH, HapylleHHeM (QYHKIUH TI€4EHU CpPEJHEH CTENeHH TSDKECTH, AKTHBHBIM HIIH
HEJABHUM €Ty I0YHO-KUIIEYHBIM KPOBOTEUEHUEM ) MIIM TTOBBIIIEHHBIA PUCK TPABMBI.
ComyTcTByIOIas Tepanmusi NpernapaTtamy, I[OBHIIAIONIAMHA DPHCK KpOBOTEYEHHH (T.e.
HECTEPOMIHBIE MPOTHBOBOCHIAIMTENBHBIE IIpENapaThl, IE€POpalbHbIE AHTUKOAryJIAHTBI
u/uu GUOPUHOIMTUKHU) B TeUeHHE 24 4acoB 0 IpHEMa Ipernapara BpumiaTa®.

Panee NepeHECEHHBIH HIIEMMYECKHH MHCYJIBT IPH JUTHTEIBHOCTH Tepanuu 6ojiee OfHOro
rozia (71si MAMEeHTOB ¢ HH(APKTOM MHUOKAp/a B aHaMHE3E).

[TanueHTH ¢ HapymeHHeM (pyHKIIMU IE€YEHU CPETHEN CTENIEHH TSHKECTH.

[lamueHTHI C  pPHCKOM  pas3BUTHsl  Opaaukapaud  (HampuMmep, MAlMEHTHl  0e3
9JIEKTPOKAPAUOCTUMYIATOPA 6 CHHIIPOMOM cnaboctu CHHYCOBOI'O y3ia,

aTPMOBEHTPHUKYJIIPHOM OJIOKamoN 2-0¥ WiM 3-ed cTeneHH, OOMOPOKOM, CBS3aHHBIM C
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GpaguKapauel); COBMECTHOE NpPHMEHEHHe C IIperapaTaMH, CIIOCOOHBIMH BBI3BaTh
Opaaukapauio (cM. paszaen «Ocobble yka3aHUsS» ).

o [TlanMeHTH ¢ GPOHXHATBLHOM ACTMOM HM/HJIH XPOHMYECKOH 0OCTPYKTUBHOM OOJIE3HBIO JIETKHX
(XOBJI) B anaMHe3e.

e [lanmeHTHI B Bo3pacTe 75 JIET M CTApIle; MAUeHTHl ¢ YMEPEHHON MM THKEIIOW MOYeIHON
HENOCTATOYHOCTBIO, IAIMEHTHI, MOJyYalollUe TEpalHui0 AaHTAarOHMCTaMH pPELENTOpOB
aHruoreHsuHa Il.

e [lanueHTHI C rUNMepypUKEMUEH HITH OAarPUYECKUM apTPUTOM.

e ComyTCTByIOIIas Tepanusi JMIOKCMHOM; MOIIHBIMH HHTHOMTOpaMH IiMKonporenHa P u
yMepeHHBIME HHru6uTopaMu u3ohepmenta CYP3A4 (HampuMep, BepanaMul M XUHH/AH);
CENEKTUBHBIMH MHIMOMTOpAaMH OOpaTHOTO 3axXBaTa CEPOTOHHHA (HApuUMep, MapOKCETHH,
CepTpalMH M LMTaloNpaM); IpenaparaMy, BIHAIONMMMH Ha TIeMocTa3 (CM. paszen

«B3auMoIeHCTBHE C APYTHMH JIEKapCTBEHHBIMH CPEICTBAMMY ).

IlpumMeHeHHe B nepHo/] GepeMeHHOCTH H IPY/HOr0 BCKAPMJIHBAHUA

JKeHwunvl penpooykxmueno2o eospacma

XenmpHaM penpoayKTHBHOTO BO3pacTa CIEMYET MCIOIb30BaTh COOTBETCTBYIOIIME METOJBI
KOHTpAIIEIIIHH, 9TOObI n36exaTh 6epeMEHHOCTH BO BPEMsI TEPANTUH NIPEIapaToOM BpumunTa®.
bepemennocmyo

JlaHHBIE O TPUMEHEHHH THKArpesopa y 6epeMeHHBIX KEHIIUH OTCYTCTBYIOT HIIM OTPaHUYEHBI.

B HcClIeIOBaHUAX Ha KMBOTHBIX THKArpeNop BHI3bIBAJ HE3HAUMTENHHOE CHM)KEHHE NPUOABKH
MacChl Tejla Y CaMOK, CHIJKEHHE KHU3HECTIOCOOHOCTH HOBOPOXKIEHHOI'O JKHBOTHOTO ¥ €r0 MacCChI
Tena, 3aMe/UIeHHe pocta. [Ipenapar BpumuaTta® He peKOMEHIOBaH BO BpeMsi 6epeMEHHOCTH.
Ilepuoo 2pyonoeo eckapmnueanus

JloctynHble (hapMakoJAHHAMHYECKHE, TOKCHKOJIIOTHYECKHE JaHHbIE Y XMBOTHBIX MOKA3alld, 4TO
THKArpejiop 4 €ro akTHBHBIE METabOIMThI BBIIEISIOTCS C MOJOKOM. He MoKeT GBITh MCKITIOYeH
PHCK JUIi HOBOPOXIEHHOTO/MIIaJieHIa. Permenue o NpeKpaleHuM TpyIHOr0 BCKapMIIMBaHHS
WM OTMEHEe TepaluM IpenapaToM BpumueTa® HEOGXOAMMO NPHHUMATH C YYETOM IIOJB3BI
IPYAHOTO BCKapMJIMBaHHs U1 peGeHKa U MOJIB3bI TEPANUH U1 MaTEPH.

Depmunvrocmy

TI/IKaneJ'IOP HEC OKa3hbIBaJl BJIUSIHHUS Ha (I)epTI/IJILHOCTL CaMIIOB U CaMOK >KHMBOTHBIX.

Cnoco® npuMeHEeHHUs H 103bI

Jlns mpuema BHYTpb. [Ipenapar BpununaTa® MOKHO NMPHHHAMATH BHE 3aBHCHMOCTH OT IpHEMa

ITHIIH.
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JIns TalMEeHTOB ¢ 3aTpyAHEHHEM IJIOTaHHs TabJeTKy mpemapara BpumuaTa® 60 Mr Clexyer
M3MEJIBUMTH JI0 COCTOSHHS MEJIKOTO TIOPOIIKA, pa3MeNlaTh B MOJIOBHHE CTaKaHa MATHEBOX BOJIBI
¥ Cpa3y e BHITHTH MONyYeHHYIO CycleH3uio. OCTaTKH CMEIaTh C AOMONHHTETbHO! MTOJIOBUHOM
CTaKaHa THUTHEBOM BOABI M BBIIHTH IONyYeHHYIO cycneH3uio. CyCmeH3WIO MOXHO TaKKe
BBOAMTH dYepe3 HaszoractpanbHbii 3oux (CH8 wmmm Gombuero pasmepa). ITocne BBeneHUs
CycleH3MH HeoGXOIMMO IPOMBITH HA30TaCTPalbHBIA 30HA BOJOH A TOrO, 9yT0OBI /1032
npemnapara MoJIHOCTBIO T0MNajia B XKEIy 0K MalueHTa.

llozupoeanue

[Tepen HavaloM IPUMEHEHHs Mpenapara BpuwmnTta® (B kombunaumu ¢ ACK) nauueHTh!
JIOJKHBI TIPEKPATHTh TEKYIIyIO aHTHArPETaHTHYIO TEPaIHIo.

[TanueHThl, TPUHUMAIOIIKE Ipenapar BpumuaTa”®, JO/DKHBI €KETHEBHO TPUHAMATH HH3KYIO
noagepxupaomyo  go3y ACK (75-150 wMr), ecid  OTCYTCTBYIOT crerudpuyecKue
POTHBOIOKA3aHHUS.

Hnchapkm muokapoa 8 anamuese

[laruentaMm ¢ MHGAPKTOM MHOKapia B aHaMHe3e (MH(GapKT MHOKapja NMEpPEeHECEeH OAHMH roj U
Gosee Ha3am) He TpebyeTcs Harpy3o4Has J103a Ipenapara BpumuaTa®, peKOMeHayeMas 103a —
60 Mr 1Ba pa3a B CyTKH.

PekoMeHIyeTcs JUIUTENbHAs Tepalus IpernapaToM BpumunTa®, KpoMme CiiydaeB KIMHHYECKOH
HEOOXOIMMOCTH B JOCPOYHONM OTMeHe Tpemapara (cM. paszen «®PapmakoauHamukay). OmbIT
npuMeHeHus npenapata BpumuaTa® 60 Mr CBBINE TpeX €T y TAlMEHTOB C uH(papKTOM
MHOKap/ia B aHaMHe3€ OTCYTCTBYET.

TTaupMenTs MOIYT HaYaTh TEpanuio mpenapatoM BpumuaTa® 60 Mr [IBa pasa B CYTKH 4epe3 OJMH
roJ1 mociie HH(papKTa MHOKAp/ia, HE3aBUCKMO OT [PEIIIECTBOBABIIEH aHTHATPErAHTHON TEepaliy
¥ OT HAJIMYHUS [IEPEPHIBOB B TEPAIHH.

TlanmenThl, HayaBImKe npreM npenapara bpumaata® 90 Mr aBa pasa B CyTKH B nepuos OKC,
Yepe3 OJIUH T'OJl MOTYT IPOJOJDKUTH TEPAIHIO IpenapaToM Bpumunta® 60 Mr 1Ba pasa B CyTKH
6e3 nepepsIBOB.

Hwemuveckas 6one3Hb cepoyd U caxapHvii ouabem 2 muna y NAYUeHmos, NepeHecuiux

YPECKOIAHCHOE KOPOHAPHOE eMeuameibCmeo

ITammentam B Bo3pacte 50 et u crapme ¢ UBC u CJI2, Ge3 mHbapkTa MHMOKapaa U (WIiH)
WHCYJIbTa B aHamHue3e, nepeHecimuM UKB, He Tpebyercs Harpys3odHas /103a, peKOMEHIyeMas
no3a — 60 Mr aBa pasa B CyTKH. PekoMeHyeTcs [UIMTENNbHAs Tepanus penapaToM BpununTa®,
KpOMe ClIyyaeB KIMHMYECKOH HEOGXOIMMOCTH B JIOCPOYHON OTMEHE mpemapara (CM. pasien

«DapMaKkOIMHAMHUKAY ).

IIponyck npuema 003bi
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Cnemyer wu3berarh TnepepsiBOB B Tepanmuu. [lammeHT, NpONMyCTHBIIMH IIpHEM Mpenapara
BpumunTa®, I0JKEH MPUHATH TOJNBKO OfHY TabneTky 60 Mr (ciexyrommas J103a) B HAMEYEHHOE
BpEMSL.

IIpesicoeepemennas ommena mepanuu

[IpexaeBpeMeHHas OTMEHa JTI000H aHTHarperaHTHOW Tepaliy, BKIIXOYas Ipenapat BpunuaTa®,
MOYET IIOBBICHTh PHUCK CEPIEYHO-COCYAMCTOM CMepTH, MH(papKTa MHOKap/a MM MHCYIbTa B
pesynbTaTe OCHOBHOTO 3a6oieBanus. Heo6xonumo u3beraTs MpekIeBPEMEHHOIO MPEKPAIICHHA
npUeMa Ipernapara.

Ilepe6oo na mepanuio

[Tpu nepeBojie NAMEHTOB Ha Ipenapar BpunuaTa® TNIEpBYIO 03y CIIEAyeT Ha3HAYMTh depes 24

gaca I10CJI€ IIpueMa MOCJIETHEN J103BI Jpyroro aHTHArperaHnTHOro npenapara.

Oco6ple rpymibl MalHEeHTOB

Tooicunvle nayuenmul

He TpebyeTcs KoppeKu# 1036l (CM. pasaen « DapMakOKHHETHKA ).

ITayuenmul ¢ HapywieHuem QYHKYuU novex

He TpeGyeTcsi KOPPEKTHPOBATh [03y IMpelapara y MAlHeHTOB ¢ HapymleHHeM (QYHKIHH TOYeK
(cM. paspen «DapMaKOKHHETHKA ).

Ilayuenmol ¢ Hapywenuem GYHKYuu neyeru

He nmpoBoauiIMch MCCIEeNOBaHMs Ipenapara BpumuaTa® y NAIMEHTOB C HapyIIeHHeM (QyHKIMH
TEYeHH TOKENOM CTENeHH, MPUMEHEHHe TIpenapara y 5THX I[AllHeHTOB IPOTHBOIOKA3aHO (CM.
pasnen «IIpotuBomnokasanus»). MapopManys o Tepanuy MAlMEHTOB C HapyIICHHEM GbyHKIHH
TMeYeHH CpEJHEH CTENeHH TsOKEeCTH orpaHudeHa. He TpeOyercs KOppeKIMH 03Bl Ipenapara
MAlMeHTaM C HapylleHHeM (YHKIMH [EYEHH JIETKOW WM CpelHeH CTeneHH (CM. pasZienbl
«®apMaKoKuHETHKa), «OcoObIe yKa3aHHs ).

Jlemu

besonmacHocTh ¥ 3 deKTUBHOCTL IpemnapaTa BpumaTa® y gmereit wmuamme 18 jer mo

0I06PEHHOMY y B3pOCIBIX TOKA3aHHUIO HE YCTAHOBIEHHI (CM. pasen «[IpoTHBOIOKa3aH s ).

IToGouHoe elicTBHE

Kparkuit 0630p npoduiis 6€301macHOCTH

IIpoduis GesomacHOCTH mpenapata BpuimMHTa® OLEHMBAIA B TpeX HccienoBaHHsX Gassl 3
(PLATO, PEGASUS u THEMIS), BkmouaBmux 6onee 58000 manueHTOB, W3 KOTOPBIX bonee
32000 mnpuHEManM THKarpenop (cM. pasgen «®apmakonormdeckue cBoucTsa»). Hmke

MIpeJICTaBJIEHBI HEXKEIATEIIbHBIC PEAKIIUHA, OTMEYABIIHECA B 3THX KIIMHUYECKUX HUCCIICIOBAaHUAX.
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B uccnenoanuu PLATO mamueHThl, MOJIy4YaBIIME Mpenapar BpunuaTa®, yame mpekparai
TepaIuIO W3-3a Pa3BUTHA HEXENATeNbHBIX SBJICHHM, YeM MAlMEHTRI, Oy 4aBIINC KIOMHIOTPE
(7.4% 1o cpaBHenHMIO ¢ 5,4%). B uccnenopanuu PEGASUS 4acToTa npexpamenus JeIeHus 13-
3a Pa3BUTHs HEXKENIATEIbHBIX ABJICHUM ObLIa BBIIIE IPH IIPUEME Npenapara BpumuaTa”®, 9eM 1pH
monoteparmu ACK (16,1% B rpynne Tukarpenopa 60 mr + ACK mo cpaBHEHHIO C 8,5% B
rpymne monotepanuu ACK). B uccnenosanuu THEMIS y manueHTOB, NEpeHECIIHX YKB,
4acTOTA MPEKpAIleHUs TEPAIMK W3-3a PA3BUTHS HEKENATEIbHbIX SBICHHH COCTABHIIA 21,3% npu
npUeMe Ipernapara Bpumnta® B kombunammu ¢ ACK 1o cpaBHeHHIO ¢ 13,0% mpu
monotepanuu ACK.

Hawu6oiee 94acTo OTMEYaBIIMMHCS HEXKEIATeIbHBIMYA PEaKIUAMH Yy NMAlMEHTOB, MPHHAMABIIMX
THKArpenop, GbUTH KpOBOTEUEHHs M OJIbIIIKa (cM. paszien « Ocobbre yKa3aHUA» ).

CHrcoK He)KellaTeIbHbIX PEeaklMii B BUIE TaOIUIIbI

HexenatenpHble pEakiMd, OTMEYEHHbIE B KIMHHYECKHX HCCIENOBaHHMAX HIM  IIpH
IIOCTMAPKETHHIOBOM IPUMEHEHHHM IIpernapara BpunuaTa®, W3I0XKEHBl MO KIAcCy CHCTEMBI
OpraHOB M 4YaCTOTE PAa3BUTUS M INEPEUYHCIECHB B TOpAJKe yOBIBaHHS CEPHE3HOCTH. YacroTta
Pa3BUTHs HEXEJATENbHBIX PEAKIHi ONMpENIENAETC ¢ MCIOIb30BaHMEM CIIEAYIOMIUX yCIOBHBIX
0603HaYeHHit: oueHs yacto (>1/10), gacto (>1/100, <1/10), Hewacro (=1/1000, <1/100), pemxo
(>1/10000, <1/1000), ouens peako (<1/10000), HeyTOUHEHHOH YACTOTHI (HEBO3MOXKHO OLEHUTH
TI0 TIOJTyYeHHBIM JaHHBIM).

Ta6auna 1. HexxenaTebHbIe peaKIMH [0 9YaCTOTEe PA3BUTHS M KJIACCY CHCTEMBI OPraHoOB

Kaace cucrem O4eHb 9acTo Yacro HeuacTto Yacrora
OpraHoB HEH3BECTHA
Jobpokxauecmeennuwie, KpoBoTeuenus
3/10KaA4ecmeeHHble U U3 OIyXOJIH"

Heymo4HeHHble

H08006pa306anUA

(éxnioyas Kucmol u

noaunst)

Hapywenusa co KpoBoteuenus, TpomboTuye

CMOPOHbL KPOBU U CBSI3aHHBIE C cKkast

numpamuyeckou 3a00JIeBaHUSIMHU TPOMOOIIUTO

cucmembl KpOBH" HeHHYeCKast
nypiypa’

Hapywenus co Peakuuu

CMOPOHBL UMMYHHOU TMIIEPYyBCTBHUTEN
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cucmemol BHOCTH, BKIJIIOYast
QHTHOHEBPOTHYE
CKHi OTEK"
Hapywenus co I'unepypuxemus’ | ITonarpa/monarpu
cmopoHvl 0bmena YeCKU# apTpUT
sewecme u NUMAaHus
Hapywenusa ncuxuku CryTaHHOCTB
CO3HAHHUS
Hapywenus co TonoBokpyxenue, | BuyTpuuepensoe| LleHTpanbHOE
CMOpOHbL HePEHOU 06MODOK, KpOBOM3IHsiHUE" | allHOD CHA,
cucmemol roJioBHast 60J1b BKJTIOYAs
JIbIXaHHE
Yelina-
Crokca®
Hapywenus co KpoBouznusaaue
CMOpOHbL Op2ana B riiaz®
3penus
Hapywenusa co Bepturo YHoe
CMOpOHbL Op2ana KPOBOTEYEHHE
cnyxa u
nabupurnmmbie
HapyweHus
Hapywenus co bpaguaput
CcMopoHbL cepoya MHUs°,
aTPUOBEHTP
HKYJISIpHAas
6okana’
Hapywenus co AptepuanbHas
CMOPOHBL COCYO08 TMITOTEH3Us
Hapywenus co Opprka KpoBoteuenus u3
CMOpOHbI OpraHoB
oblxamenbHou JIbIXaTeIbHOM
cucmembl, 0p2axoe CHCTEMBI'

2PYOHOU K1emKU U

cpedocmenus
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Hapywenus co Kerynodno- Perponepuronea
CcmopoHbl KHIIEYHOE JBHOE
2HCENYOOUHO- KpPOBOTEUYEHHE®, KpPOBOTEYEHHE
KUuweyHo20 mpakma Japesi, TOIHOTa,

JIACTIETICHUS, 3a110p
Hapywenus co [ToaxoxHOE UK
CMOPOHBL KOHCU U KOXKHOE
NOOKOIHCHBIX MKAHeU KpOBOTC‘IeHHeh,

KOXKHBIH 3y,

KO>KHasi ChIIIb
Hapywenus co Meimeynsie
CMOPOHbL CKENIeMHO- KPOBOTEUEHHUS
MblULEYHOU U
COeOUHUMENbHOU
mKaHu
Hapywenus co KpoBoTeuenue u3
CMOPOHbBL NOYeEK U MOYEBBIBOSIIMX
MOY€eBbIBOOAUJUX myTei
nymeu
Hapywenus co KpoBoTeuenue
CMOPOHbBL NONIOBbIX U3 TOJIOBBIX
0p2aH08 U MONOYHOU oprasos®
Jrcenesvl
Jlabopamopnvie u [ToBeiIeHUE
UHCMpyMeHmanoHvle KOHIIEHTpALUH
OoanHble KpeaTUHHWHA B

kposu’
Tpaemui, KpoBoteuenue
UHMOKCUKAYUU U nocie
OCNIOJACHEHUSA MaHHUITY JISALMHA,
MAaHUunynAyu TpPaBMaTH4YECKOE

KpOBOTeYeHHE'

® HanipuMep, KPOBOTEYEHHE U3 OMYXOJH MOYEBOTO ITy3bIps, U3 OIyXOJIH XKENIyJKa, U3 OIlyXOJH

TOJICTOM KHIIKH.
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® HampuMep, MOBBINEHHAs CKJIOHHOCTH K 00pa30BaHMIO KPOBOMOATEKOB, CIIOHTAHHAS IeMaToMa,
reMOpparMyecKui auates.

¢ OTMEUYEHO MPH MOCTMAPKETUHIOBOM IIPUMEHEHHH.

¢ mpuBeneHa YacToTa OTKIOHEHHH J1aGOPATOPHBIX MOKa3aTelled (NMOBBILIECHHE KOHIECHTPAIUHA
MOYEBO# KHCIIOTHI BBIIIE BEPXHEH I'PAaHMIGI HOPMBI OT HCXOIHOTO 3HAYeHHs, KOTOpoe ObUIO B
npefenax HOPMBI MM MeHee HIKHEH TIpaHuMIbl HOpMBL [IoBBIIIEHHE KOHLECHTpAIKMH
KpeaTuHMHa > 50% OT MCXOAHOTO 3HAYEHHUs), a HE 4acTOTa COOOIIEHHH O HeXelaTelbHbIX
SBJICHUSAX.

¢ HarlpuMep, KOHBIOHKTHBAIBHOE, PETHHATIBHOE, HHTPAOKYJIIPHOE KPOBOM3IIHMAHHE.

! HampuMep, sMHCTaKCHC (HOCOBOE KPOBOTEYEHHE), KPOBOXAPKAHBE.

¢ garpuMep, TMHTMBAIBHOE KPOBOTEYEHHE, PEKTATbHOE KPOBOTEYCHHE, KPOBOTCUCHHUE U3 S3BBI
KeyIKa.

M HampuMep, FKXMMO3, KOKHAs TeMOpparus, MeTeX .

! HanpuMep, TeMapTpO3, KPOBOM3IUSHHAE B MBILIITY .

J HampuUMep, TeMaTypHsl, FeMOpParn4eCKuii [IUCTHT.

K panpumep, BarMHAJIbHOE  KPOBOTEYEHHE, I€MATOCHEPMHs,  [OCTMEHONay3albHOE
KPOBOTEUEHHE.

! Hanpumep, ymm6, TpaBMaTHyeckas reMaToMa, TpaBMaTH4eCKOe KpOBOTEUCHHUE.

® Te. CIIOHTQHHOE, CBS3aHHOE C IpoleAypaMHd MM TpaBMaTH4YECKOC BHYTPHYEPEITHOC

KPOBOHU3JIUSAHHUE.

Onucanye HEKOTOPBIX HEXKETATEIbHBIX peaKIui

KpoBoTeuenue

B uccnenoBanusax PLATO, PEGASUS u THEMIS ucnonps3oBaMCh CICAYIOMHUE ONPEACTICHHS

KPOBOTCYCHHUS:

. Bonvuwoe nemansnoe/yzpodicaloujee dicusnu kpogomeyenue no onpeoenenuto PLATO:
JeTalbHOE, WM J000€ BHYTPHYEPEIIHOE KPOBOH3JIMSHME, HJIH KPOBOTEYCHHE B IOJOCTDH
mepuKapia C TAMIOHAIOM CepAla; WIM C THIOBOJIEMHYECKMM IIOKOM WM TSKEJIOH
apTepHalbHOM THIOTeH3WeH, TpeGyrolMe NPUMEHEHHsS Ba30KOHCTPUKTOPOB/MHOTPOIHBIX
npenapaTtoB WM TMPOBEAEHHS ONEPaTHBHOTO BMEMIATENLCTBA, HIIM KIMHUYECKH SABHOC
KPOBOTEUYEHHE, CONPOBOX/IAIONIEECS CHIKEHHEM KOHIIEHTpaluy reMornobuna 6onee, gem Ha 50
/11, uiy Tpancdy3uei 4 unu 6oiee eUMHULL SPUTPOLIMTOB.

Tonsko mus uccnenosanus THEMIS. B ciyuae kpoBoTedeHus, ceazannoro ¢ AKIII: neranbHOe
KPOBOTEYEHHE WIIM IEPHONEPAHOHHOE BHYTPHYEPENHOE KPOBOTEYCHHE, HIM IOBTOpHAs

omepanysl IOCJI€ 3aKpBITHSA pa3pe3a NpH CTEPHOTOMHH I KOHTPOJIA KpOBOTCUYCHUS, HIIH
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TpaHc(y3Hs >5 eIMHHMI MeNbHOM KPOBM MIIM SPHUTPOLMTAPHOM MacChl B TedeHuwe 48 d.
(tpanchysus udepe3 cuctemy Cell Saver He Oyner yuuTHIBATBCS IIPH pacueTe NpenapaToB
KPOBH), HJIH BhIIEJIEHHE U3 IPEHAKHOM IUIEBPAbHOM TpyOKH >2 11 B TeueHue 24 u.

. Bonvwoe unoe kposomeuenue no onpeoenenuto PLATO: BbI3BIBaIOIIEe CYMECTBEHHYIO
HEJIEeCIOCOOHOCTh MAllMEHTa, WM KIMHMYECKH $SBHOE KPOBOTEYCHHE, COIPOBOXKIAIOIIECECH
CHW)KEHHEM KOHIEHTpaluu remorobuna Ha 30-50 r/m, wmmm TpaHcdysued 2-3 enuHHI
PUTPOIUTOB.

. Manoe kposomeuenue no onpeoenenuio PLATO: TpebyeT MEUIIMHCKOTO BMEIIATEIbCTBA
JUIS OCTAHOBKH MJIH JIEYEHHSI KDOBOTEUEHHS.

. Bomvwoe «kposomeuenue no onpedenenuto TIMI:  neranpHOe, WM J0bOe
BHYTPHUYEPENHOE KPOBOM3IMSAHHE, WIM KIMHHYECKH SIBHbIE TIPH3HAKM KPOBOTCYCHHMS,
CBS3aHHOTO CO CHIDKEHHEM KOHIIEHTpauuu remorjobusa Ha 50 r/n unm Gonee, WM, eCIH
JIaHHBIE O TEMOTJTIOOMHE OTCYTCTBYIOT, TO CHI)KEHHE reMaToKpuTa Ha >15%.

Tonsko st uccnenosanuss THEMIS. B ciyyae kpoBoreuenus, cBszanHoro ¢ AKIIIL: neranpHoe
KPOBOTE€YEHHE WM IEPHONEPAIMOHHOE BHYTPHUYEPEIIHOE KPOBOTCYECHHE, HIM IOBTOPHASA
omepaiMsi IOC/ie 3aKpHITHS pa3pe3a IpPH CTEPHOTOMHH Ui KOHTPOJII KPOBOTCUCHHS, WM
TpaHchy3Ms >S5 eIMHMIl IENbHOH KDOBM WM 3PUTPOLMTApHOM Macchl B TedeHHe 48 .
(Tpancdysus gepes cuctemy Cell Saver He Oyner yudTBIBaTBCS IPH PacyeTe IPEMapaTroB
KPOBH), M BBIIEJICHHE M3 IPEHAKHOMN IIEBPATbHON TPYOKH >2 11 B TeyeHue 24 4.

. Bonvwoe unoe kxposomeuenue no onpeoenenuto TIMI: He neTabHOE, HE BHY TPUIEPETHOE
Gonbinoe kpoBoTeueHue no onpeneneHuo TIMI.

. Manoe kposomeuenue no onpedenenuto TIMI: XIAHHYECKH SIBHOE KPOBOTCYEHHME,
COIPOBOXK/IAIOMIEEC CHIKEHUEM KOHIIEHTpaluK reMoriobuna Ha 30-50 r/i.

Tonbko s wuccnemoBanuss THEMIS. Manoe kposomeuenue no onpeoenenuto TIMI:
KIMHHUYECKH SBHOE KpPOBOTEYEHHE, COIPOBOXKIAIOUIEECS CHH)KCHHEM  KOHIIEHTpAIMH
reMorio6ouna Ha 30-50 I/n1 MM cHuKeHHeM remarokputa Ha >10% gm0 <15%, wmu npH
OTCYTCTBHH HAbIIONAEMOl KPOBONIOTEPH, CHUKEHME KOHLEHTPALMK remMoriobuna na >40 r/n
WA CHH)KEHHE TeMaToKpuTa Ha >12%.

. Kposomeuenue, mpebylowee meouyunckozo emewamenscmed, no onpeoenenuto TIMI:
TpeOyeT MEIUIIMHCKOrO BMEIATENILCTBA MIIM IIPHBOJMT K IOCIUTAIM3AINH, HIH HEOTIOKHOMY
00CIIeJOBaHHUIO.

L Jlemanvhoe Kposomeyenue: IPUBOJUT K CMEPTH ITallTU€HTA B TCUCHHUC 7 mHEH.

Jlannwie o cryvanx kposomeuenuii 6 uccnedosanuu PLATO (oyenxa no Kannan-Metiep (%) k 12

Mmecayy)
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BpunuHTa® ¥ KIONHMIOTPEN HE Pa3iMyaIiCh O 4acToTe GONBIIMX KPOBOTEYEHHH B LEJIOM IO
kpurepusm PLATO (11,6% wu 11,2%, COOTBETCTBEHHO), JETAbHBIX/YTPOXKAIOUIUX IKH3HH
kpoBoTedenuii o kputepusiM PLATO (5,8% B o6enx rpynnax). OnHako 9acToTa COBOKYITHOCTH
GONBIIMX M MaJbiX KpoBoTeyeHui mo kputepusM PLATO 6puia Bbime B rpymme THKarpeaopa
(16,1%) mo cpasrenuto ¢ kinonuporpenom (14,6%, p=0,0084). OTMe4eHO HECKOIBKO CIy4acB
neranpHOro Kpopoteuenms: 20 (0,2% mnanmentoB) B rpymme THKarpenopa 23 (0,3%
MAlMEHTOB) B TPyIIE KIOMUAOIPEIA.
BospacT, moji, Macca Tella, OSTHHYECKAas IPHHAIEKHOCTb, TeOrpapuyecKuil pervoH,
CONMyTCTBYIOIIKHE  3a0ojieBaHMS,  CONMYTCTBYIOIlas  TepamMs,  aHaMHE3,  BKIOYad
IIpEIIECTBYIOMMNA HHCYJIBT M TPAH3UTOPHYIO HIIEMHUYECKYIO aTaKy, HE BIMAIM Ha 4acTOTy
GONBIIMX KPOBOTEUEHHMH B IIEJIOM M HECBS3aHHBIX ¢ mpouenypamu no kpurepusm PLATO. He
OBUIO BBISABIIEHO IPYIIII C MOBBINIEHHBIM PUCKOM KPOBOTEUEHHH.
Kposomeuenue, ceazannoe ¢ AKII: B uccnenosanuu PLATO y 42% namuenTos u3 1584 (12%
u3 Koroprel), momseprayTeix AKIL, pasuBamuch GONbIIME JETalbHbIE/yIPOXKAIOIME KA3HHA
KpOBOTe4YeHHUs Oe3 pasiuumii B 00euX rpynnax jedenus. JleranbHoe KpOBOTEUCHHE, CBA3AHHOE C
AKIIl, orMeuanoch y 6 MalMeHTOB B Kakmod rpymme jedeHus (cM. pasgen «Ocobbie
yKa3aHHs» ).
Kposomeuenue, ne ceazannoe c¢ AKII, u kpoeomeuenue, He C6A3aHHOE C npoyeoypamu.
BpuwimaTa® ¥ KIONMHZOrpeN He OTIMYalMCh IO 4acToTe  ClydyaeB  OONBIIOro
JIETaTBHOI0/YTPOXKAIONIETO KHM3HM KpoBoTedeHHs, He cBssanHoro ¢ AKIIl mo kpuTepusM
PLATO, HO npu NPUMEHEHUH THKArpPeNIopa Jalle pa3BUBATKCH OONbIIME KPOBOTECUCHHUS B LIETIOM
no xputepusim PLATO (4,5% no cpasrenuio ¢ 3,8%; p=0,0264). Eciu ynamuth ciiydau
Pa3BUTUS KPOBOTEUECHHH, CBS3aHHBIX C MPOIENYpaMHd, B IpyIIe THKarpeiaopa OTMEYanoch
Goxnbme kpoBoTedeHui (3,1%), yeM B rpymnmne kinomuporpena (2,3%; p=0,0058). IIpekpamenue
JIe4eHUs BCIIEJCTBHE KPOBOTEUEHHMHA, HE CBS3aHHBIX C Ipoledypamu, Obuto Gosee 4acThIM Ha
done Tukarpenopa (2,9%) 1o cpasHeHuto ¢ kronunorpenom (1,2%, p<0,001).
Buympuuepennoe  kpoeousnusnue: B TIpymme THKarpeiopa  pasBHBalOCh  Oombine
BHYTPHYEPETTHBIX KPOBOM3IHAHHH, HE CBA3aHHBIX C MPOLEAypaMu (n=27 KpPOBOM3IHSHUA y 26
nanuentos, 0,3%), yeM B rpymne kionmaorpena (n=14 xposousnusauii, 0,2%), u3 KOTOpPbIX 11
KPOBOM3IIMSHMH Ha THKarpenope u | Ha kiomuzorpeie GbutH JeTanbHbIMA. ONHAKO HE OBLIO
3HAYMMBIX Pa3jIMuMi 10 OOLIEMY YHCITY JIeTaJbHBIX KPOBOTE€UEHHH. [IpOIEHT BHY TPHYEPENHAIX
KPOBOM3IIMSAHHM OBUT HU3KMM B 00€MX TIpynmax JI€YeHHsl, YYHUThbIBas 3HAYUTEIILHBIC
CONyTCTBYIOMHeE 3a60eBaHUs U HAKTOPBI PHCKA PA3BUTHS CEPACUHO-COCYTUCTHIX OCIOKHEHHH

B HCCIIEQY eMOH MOITYJIAIIHUH.
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Jlannwie o cuyuasx kpoeomeyenui 6 uccreoosanuu PEGASUS (oyenxa no Kannan-Metep (%)
Ha 36 mecay)

B uccnenosanun PEGASUS 6onbinme xpoBoTedenus mo onpeneneHuo TIMI npu npuMeneHun
npenapata bpumunTa® 60 Mr 1Ba pasa B CyTKH BO3HHKanH garme (2,3%), 4eM pu MOHOTEPANUH
ACK (1,1%). He Habmonanoch MOBBINEHHS DPUCKA JIETAIbHBIX KPOBOTEYECHHM, @ TOJIBKO
HE3HAUMTEIbHOE YBEIMYEHHE YacTOThl BHyTpHdepenmHoro kposowmsmusuus (0,6%) mo
cpasuenuto ¢ Monortepamuen ACK (0,5%). OTMe4eHO HECKOJNBKO CIIy4aeB JIETalbHbIX
kpoBoteueHui: 11 (0,3%) B rpymme npemapara Bpumnta® 60 mr u 12 (0,3%) B rpymme
monotepanuu ACK. TToBbIIEHHbBIH PHCK pa3BUTHs GOIBIIMX KPOBOTEYECHHH IO ONPEIECICHHUIO
TIMI npu npumenenus npemapara bpumunta® 60 Mr 6bU1 0GYCIIOBIEH, TIIaBHBIM 00pasoM,
Goyiee BBICOKOM 4YacTOTOM Apyrux GoiblMx KpoBoTedeHmit mo ompenenenuio TIMI 3a cuer
SIBJIEHUH CO CTOPOHBI eIy JOYHO-KUIIEYHOr 0 TPaKTa.

Ha ¢one npumenenus npenapata Bpumata® 60 Mr OTMEYEHO MOBBIIEHHE YACTOTHI GONBIIAX
WIM MajbiXx KpoBoTedeHud mno ompenenenuto TIMI (3,4% mpu mnpuMMEHEHHH Npenapara
Bpumunta® 60 Mr no cpasHenumio ¢ 1,4% mnpu MoHoTepanui ACK), 60/IbIIHX KPOBOTCUCHHH 10
onpenenenuio PLATO (3,5% no cpasrenuto ¢ 1,4%) 1 GONBIIMX MM MaTbIX KPOBOTCYCHHH 110
onpenenennio PLATO (15,2% mo cpaBHenuio ¢ 6,2%). IIpekpainenue jie4eHUs BCIEICTBHE
KpOoBOTeueHHH ObUI0 Oollee 4acThIM NpH IpUEMe Mpenapara BpumnTa® 60 Mr, 4eMm IIpH
monotepamun ACK (6,2% u 1,5%, COOTBETCTBEHHO). BONIBIIMHCTBO 3THX KPOBOTEYECHHH OBUIH
MeHee TSKEIbIMU (KIacCHQHIMPOBATA Kak KpOBOTEYEHHMs, TpeOyrolue MEIUIHHCKOIO
BMeIaTeNnbCTBa, Mo ompenenenuto TIMI), HanpuMep, HOCOBOE KPOBOTEYEHHE, KPOBOIOITCK,
reMaTOMBI.

[Ipoduns Gompmoro kpoBoTedenwus 1o ompeneneHuo TIMI, Gosbmoro HIM Manoro
KpoBOTedeHHs 1o onpenenenuio TIMI u 6onbimoro kpoBoTedenus 1o onpeaenenuio PLATO y
npenapata BpuiuaTa® 60 Mr GBUI CONOCTABAM B HECKONBKHX 3apaHee ONpeIeTeHHBIX
nmoarpynmnax (Hampumep, B 3aBHCHMOCTH OT BO3pacTa, IIOJia, MacChl Teja, packl,
reorpa@M4ecKOro pPerHoHa, COIYTCTBYIOIIMX 3aboeBaHMHM, CONMYTCTBYIOLICH Tepanuu H
UCTOpUHU OONIE3HN).

Buympuuepennoe kposousnusnue: CIIOHTAaHHOE BHYTPUYEPENIHOE KPOBOU3IUSHUE OTMEYAIH CO
CXOXeH JacTOTOM NpH IpAMeHeHHH npenapata Bpumnta® 60 Mr u MoHoTepamuu ACK (n=13
kpoBou3msaui, 0,2% B obeux rpynmnax jgedeHus). Yacrora BHYyTPHYECPEITHOTO KPOBOM3IIHIHHUS
BCIIEACTBHE TPaBMBI M MpoLeAyphl ObUIa HEMHOIO BBHINIE IpPH NPUMEHEHHH IIpenapara
BpHHHHTa® 60 Mr (n=15 xpoBomsmusuu#, 0,2%) no cpaBHeHuio ¢ MoHoTepanued ACK (n=10
kpoBou3usaHui, 0,1%). OTMeYeHO 6 JIeTAIbHBIX BHYTPHYEPENIHBIX KPOBOU3IIMSHUMA IIPH IIPHEME

npenapata BpummaTa® 60 Mr m 5 — npu monorepanuu ACK. YacToTa BHYTpHYEPEIHOIO
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KPOBOM3NIMSHHS ObUla HH3KOM B 00eMX TIpynmax JI€YEHHs, YYUTBIBAsS 3HAUMTEIIbHBIC
COMyTCTBYIOIHE 3a60/1eBaHus ¥ (AKTOPHI PHCKA Pa3BUTHS CEPAEIHO-COCYTUCTHIX OCIOKHEHHH

B UCCIIEAYEMOM IOITYJIALMH.

Jlannwie o ciyuasx kposomeyenuii 6 uccneoosarnuu THEMIS y nayuenmos, nepenecuux 9KB
JlanHBIE 1O KpoBoTeueHMsM B Mcciemoanuun THEMIS y manmenrtos, mepenecmmx YKB,
npuBe/ieHb! B Tabiuue 2.

Tabauna 2. AHAJM3 CJly4aeB KPOBOTEYEHHH: YacTOTa KPOBOTEYEHHH B rpynnax Tepanduy

gepes 36 mecsues, onenka no Kannan-Meiiep (manuentsi ¢ YKB, ncciienosanne THEMIS)

BpuaunTa® qBa pasa B MomnoTepanus
cytkn + ACK ACK
N=5536 N=5564
OTtHOomeHue
Koneunsie Touku 6e3onacaocrn | KM% PHCKOB KM% p-3HaYeHHe
(95% JIN)

Karteropuu xpoBoredenui mo TIMI

bonbmoe KPOBOTCYCHHUE 11O

onpenenenuto TIMI 2,4% 2,03 (1,48, 2,76)1,3% <0,0001

bonwimoe unmm Mainoe KPOBOTE€YCHHUE

no onpexenenuto TIMI 3,4% 2.23(1,70,2,92) 1.7% <0,0001

Bonbmoe uiu manoe
KpOBOTEYEHHE, WK Tpebyrolmee
MEIMIUHCKOT0 BMEIIATENbCTBA 110
onpenenenuio TIMI 13,1% 2,28 (1,99, 2,62) 6,3% <0,0001

Karteropun kpoBoredennit no PLATO

bonbmoe kpoBoTedyeHUE MO

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

JleranpHOE/yrpoXKaromee KHu3H!

KPOBOTeUeH e 2,5% 2,10 (1,54, 2,86) 1,3% <0,0001

Bonwimoe uHOE KPOBOTCYEHHUE 110

onpenenenuto PLATO 1,5% 2,53 (1,64, 3,93) 0,6% <0,0001

OTMeUYeHO HECKOJIBKO CJIy4acB JICTAJIBHBIX KpOBOTC'-ICHHfIZ 6B rpymnre npenapara BpI/IJII/IHTa® B

komOuHaiy ¢ ACK u 6 B rpynme wmonoreparuu ACK. KonmyecTBo mamueHToB C
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BHYTPHUYEPENTHBIM KPOBOM3IMSHUEM B IPyIIE Ipenapara Bpumnta® B xomGunaumu ¢ ACK

coctaBuio 33, a B rpymie MoHotepanuud ACK —31.

IIpekpaleHne JledeHHs BCIENCTBHE KPOBOTEYCHHH y MalueHToB, mepenecmmx YKB, Obuto
6osiee 4yaCTHIM IPU TEPAUH IIpenapaToM Bpumunta® B komGunaimu ¢ ACK 1o cpaBHEHHIO C
monotepanuein ACK (4,7% u 1,3%, COOTBETCTBEHHO). Haubonee 4acTBIMM THUIIAMHU
KPOBOTEUYECHHI, TPUBOJMBIIMMH K IMIPEKpalEHHIO NPMMEHEHHs Ipernapara BpumuaTa®, 6bUTH

HOCOBO€ KPOBOTECYECHHUE U CKIIOHHOCTD K 06pa3013aHmo KPOBOITOATEKOB.

Oapimka

B uccnenoBaunn PLATO HexenaTenbHblE SBIEHHS B BHAE OJBIIKA pa3BHBamuCh y 13,8%
TMalMEeHTOB, IONyYaBIIMX THKarpeaop 90 Mr 1Ba pasa B CyTkH, H y 7,8% malHeHTOB,
PUHAMABIIMX KJIOMMOTPEN 75 MI OMH pa3 B CYTKH. BONBIIMHCTBO CTyYaeB OMBIIKH OBLTA
cn1aboit ¥ yMEPEHHON MHTEHCHBHOCTH M 9acTO pa3peInaituch 63 OTMEHBI IPOBOAMMON TEpaluH.
OGBIYHO OBIIIKA Pa3BHBATACh B Hayajle Tepanmuu M y 87% MalMEeHTOB NpeJCTaBisia co0oH
OJIHOKpATHbIA 3mu304. OfBIIKa B BHIE CEPHE3HOIO HEXKEIATEIBHOrO SBICHHS OTMEYanach y
0,7% manUeHToB, MOJTy4YaBIIkX THKarpenop, 'y 0,4% nanueHToB, IPUHAMABIIUX KIOMUAJOIPEIL.
[JalyeHThl, Y KOTOPHIX OTMEYAld PA3BUTHE OMBINIKH, ObUIM 6ojiee MOXKUIBIME U 3a4acTyIO
MCXO/IHO C OJIBIIIKOHM, 3aCTOMHOM cepleyHol HemoctatoyHocThio, XOBJI umu 6poHxuanrbHONU
actMoii. Jlannele uccienoBanus PLATO He CBHAETENBCTBYIOT O TOM, 4TO OoJiee BBICOKas
4aCTOTA Pa3BHTHS OJIBIIKH Ha (oHe mpemapara BpumuaTa® CBs3aHa C Pa3BHTHEM HOBOTO HIIM
yXy/IIEHUEM HMEIOIIErocs 3abonieBanus cepAla WM jerkux. Ipemapar BpununTa® He BIHsET
Ha T0Ka3aTend (yHKIMH BHENIHETO AbIXxaHus (CM. paszien «Ocobble yKa3aHHs» ).

B wuccnenoBanun PEGASUS oxpnuka orMedanack y 14,2% nauuMeHTOB, NPHHAMABIIMX
npenapar BpumnTta® 60 Mr 1Ba pasa B CyTKH, U y 5,5% mnauuentoB Ha MoHoTepanuu ACK. Kak
u B mccienoBanud PLATO, GOJBIIMHCTBO CIIy4aeB OJBIIKH ObUIM clabod M yMEpEHHOH
WHTEHCHBHOCTH (cM. pasaen «Ocobble yKkazaHHs ).

B uccnenoanuu THEMIS cpemu nepenecnmx YKB maupmeHToB OffbllnKa oTMeyanacs y 22,0%
TALKEeHTOB, IPHHIMABIIHX TpenapaT bpumata® 1Ba pasa B cyTku B KomGuHanuu ¢ ACK, u 'y
7,5% mnaumeHToB, monydaBmmx MoHoTepanmuio ACK. BoNBIIMHCTBO CiTydaeB OJBIIKH ObUIH

c1abo¥ ¥ yMEPEHHON HMHTEHCHBHOCTH (cM. pazzen «Ocobble yKa3aHusD ).

JIaﬁogaTomn,le H HHCTPYMEHTAJIbHBIC TAHHBIC

Iogvimenue xonyenmpayuu moyeeou kuciomwi: B uccienoBanuu PLATO koHueHTpanus
MOYEBOM KHCIIOTH B CHIBOPOTKE MOBBINANACh BBINIE BEPXHEW TIPAaHHIBI HOPMBI y 22%
MalMEHTOB, MOJIyYaBIIMX THKArpejiop, MO CpaBHEHHIO C 13% DNalMeHTOB, IMOTy4YaBHIMX

knomuzporpen. CooTsercTByrommee konuyectBo B uccnenoBanud PEGASUS cocraBuiio 9,1%,
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8,8% u 5,5% B rpymmax tkarpeiopa 90 mr, 60 Mr u mmane6o, COOTBETCTBEHHO. Cpenusis
KOHI[EHTpALHs. MOYEBOM KHCIOTHI B CBHIBODOTKE IOBBINIAaCh NpuMepHO Ha 15% mipH
IPUMEHEHUH THKArpesopa 10 CpaBHEHHIO C IPUMEPHO 7,5% MpH NPUMEHEHHH KIIOMKIO0Tpena, !
OC/E NpEKpAIIeHHs Tepalud CHU3WIAch NPAMEPHO 10 7% B IpyNne THKarpenopa, 0es
CHIKeHHs B rpymme knonuaorpena. B uccnenosanuu PEGASUS 6buto oT™MedeHo obpaTuMoe
TOBbIICHAE CpPeJHEeH KOHIEHTPAIMH MOYEBOM KHUCIOTH B ChIBOPOTKE Ha 6,3% u 5,6% mnpu
npuMeHeHudr THKarpenopa 90 Mr u 60 Mr COOTBETCTBEHHO, IO CPAaBHEHHMIO CO CHHIKCHHEM Ha
1,5% B rpynne miane6o. B uccnenoBanun PLATO yactoTa pasBUTHs MOJarpuyeCKoOro apTpura
cocrapuna 0,2% mpu puMeHeHHH TUKarpenopa npotus 0,1% 1pu MpUMEHEHUH KIIOMUIOTpea.
YacToTa pa3BHTHs TOJArphy/Iojarpuyeckoro aprpura B uccnenopannn PEGASUS cocrapuna

1,6%, 1,5% u 1,1% B rpynnax tukarpenopa 90 Mr, 60 Mr u nianebo COOTBETCTBEHHO.

[lepeno3npoBka

THKarpenop Xopomo EPeHOCHTCs B OJHOKpaTHO# o3¢ npenapara g0 900 mr. B enMHCTBEHHOM
HCCIIEJOBAHAH C YBEIMYEHHEM J03bI HEOIArONPUATHOE BO3JCHCTBHE Ha XKEITyI0YHO-KHIICTHBIH
TPakT OBUIO JO30JAMHTHPYIOMMM. JIpyrMMM KIMHAYECKH 3HAYMMbIMHM HEXKENATEIbHBIMH
peakuusMH, KOTOpble MOTYT HabmiomaTbCs IIPH IEPEIO3UPOBKE, SBIAIOTCA OJBINKA H
KeJTyJ04KOBbIe Tay3bl (cM. paszen «Ilo6odHoe nedcTBre»). B ciiydae mepeo3MpOBKH CIICyeT
OCYIIECTBIATh HaGMOJEHHE Ha TpPEAMET STHX IOTEHIHMANBHBIX HEKENATENbHBIX DPEaKUuH ¢
BO3MOXHBIM MOHUTOpUpOoBaHueM DKI'.

B HacTosIiee BpeMs aHTUIOT s yCcTpaHeHHs 3G (dEKTOB THKarpeiopa HeU3BeCTEH, THKAarpesiop
HE BBIBOJMTCA INpH reMomuanuse (cM. pasuen «@PapMakokuHeTHKa»). IIpu mepeno3HpoBKe
ClieqyeT MpPOBOJMTH CHMITOMATHYECKYIO TEPalMi0 B COOTBETCTBHH C JIOKAJIbHbIMH
CTaHJapTaMHi. B CBs3M C MHTHOMpOBaHHEM TPOMOOLMTOB YBEIHYCHHE NPOJOJLKHTEIBHOCTH
KPOBOTEYEHHsS SBISIETCS OXHIAaeMbM  (HapMaKOJIOrHYECKAM JICUCTBHEM IIEPENO3UPOBKH
npemapatoM  bpuimata®. [IpM  pasBUTHM  KpOBOTEYEHHMs HEOOXOMMMO  IPOBOJHUTH

COOTBETCTBYIOIIHUE MOAACPKUBAIOIIINE MEPOIIPHAATHS.

B3zaumoeiicTBHE ¢ IPYTrHMH JIEKAPCTBEHHLIMH CPEACTBAMH

Tuxarpenop, IIaBHEIM obpasoM, sBisercs cy6erpatom m3obepmenta CYP3A4 u crabemM
uarubuTopoM m3odepmenta CYP3A4. Tukarpenop Takxke sBuserca cyberparom P-
rimukonporenHa (P-gp) u cnabeiv wHrHGHTOpoM P-gp, M MOXET yBENWYHMBATh SKCIO3HIIMIO
cyberpaToB P-gp.

BinsinMe IPYIrUX JeKapCTBeHHBIX NPENapaToB HA Npenapar BpuniannTa®

Jlexapcmeennvie npenapamoi, memabonusupyembvie uzogpepmenmom CYP3A4
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Hnzubumoper CYP3A44

e Momusie uarubutopsl CYP3A4: coBMecTHOE NMpUMEHEHHE KETOKOHA30j1a C THKarpeaopoM
yBenuunBaeT Cmax 1 AUC THkarpenopa B 2,4 u 7,3 pa3a, COOTBETCTBEHHO. Cmax B AUC
aKTHBHOTO MeTaboiuTa moHMXKaoTcs Ha 89% u 56%, coOTBETCTBEHHO. Jlpyrue MOIIHBIE
urru6uTopsr CYP3A4 (knaputpomunuH, He(asofoH, PHTOHaBHp M arasaHaBup) OyayT
OKa3bIBaTh Takhe ke >h(EKTh, MOITOMy COBMECTHOE MPUMEHEHHE MOIIHBIX WHITHOHTOPOB
CYP3A4 ¢ npenaparom BpumiaTa® npotusomnokasaso (cM. paszen «[IpoTHBOMOKa3aHHs ).

o Vmepennsie uarubuTopel CYP3A4: coBMECTHOE NPUMEHEHHE TUITHA3EMa C THKAarpeiropoM
yBenuuuBaeT Cmax THKarpesnopa Ha 69%, a AUC B 2,7 pasa, u CHHXKAET Cmax aKTHBHOTO
Mmetabomuta Ha 38%, a AUC He MeHserca. Tukarpeiop He BIIMSeT Ha IUIA3MEHHBIC
KOHIIGHTpaIlMM junTHasema. Jlpyrue ymepenusie wunruburoper CYP3A4  (mampumep,
aMIPEHABH, aNPENHTAHT, SPUTPOMHIIKH, (ryKoHason) GyayT oka3kBaTh CX0KHUe dPPEKTHI,
¥ MX TaKKe MOKHO Ha3HauaTh OJHOBPEMEHHO C mpenapaTom BpuiuaTa”.

Hnoyxmoper CYP3A4

COBMeCTHOE TIpHMEHEHHE prUaMIMIKHA C THKAarpenopoM cHmKaeT Cmax B AUC THKarpemopa

Ha 73% u 86%, cOOTBETCTBEHHO. Cmax aKTMBHOTO MeTabosuTa He MeHsiercs, a AUC moHmKaeTcs

Ha 46%. Jlpyrue unaykropsl CYP3A4 (manpumep, henutout, kapbamasenun u penobapOuTan),

IO-BHAMMOMY, Takke OyIyT CHHMXKATh JKCHO3MIHMIO THKarpenopa. CoOBMECTHOE NMPHMEHEHHE

THKarpeiaopa ¢ MomHbBIMH HHAykTopamu CYP3A Moxer yMeHbIIaTh SKCIO3HLIHUIO H

3G (GEKTUBHOCTH THKArpesiopa, IMOITOMY ciefyeT u3berarb WX COBMECTHOTO NPUMEHEHHS C

npenapaToM BpumuaTa®.

IJuxnocnopun (uneubumop P-gp u CYP34)

CoBMecTHOEe TIpEMeHeHHe IuKocnopuna (600 Mr) ¢ TukarpenopoM yBeauduBaeT Cmax 1 AUC

THKarpenopa B 2,3 W 2,8 pa3, cooTBercTBeHHO. Ilpu 3TOM OTMeuaercs yemumuenue AUC

aKTMBHOIo MeTabonmuTa Ha 32% u cHuXKeHHE Cmax Ha 15% B IPUCYTCTBHH IIMKIIOCIIOPHHA.

HeT JaHHBIX O COBMECTHOM NPHUMEHEHHH THKAarpeliopa ¢ IPYTMMH MOIIHBIMH MHIHOHTOpamMH

rikonporensa P u ymepennsivu uaru6uropamu CYP3A4 (Hanpumep, BepanaMHl M XMHU/IUH),

KOTOphIE MOTYT MOBBICHTE SKCIIO3MIMIO THKarpenopa. Eciu Henb3s u36exars HX COBMECTHOTO

[IPUMEHEHHS, OHO JOJDKHO OCYIIECTBISTHCS C OCTOPOKHOCTBIO.

[pyeue

[To pesynbraraM WHCCIeAOBaHUM (HapMaKOIOTMYECKHX B3aUMOJECHCTBHM COIYTCTBYIOIIEE

NpUMEHEHHE THKarpejaopa ¢ remapuHoM, 3HokcanmapuHoM M ACK i [eCMONpECCHHOM HE

BIMseT Ha (APMAKOKMHETHKY THKarpeiopa, €ro akTuBHoro werabomura u AJlO-

HHIAYIAPOBAHHYIO arperaiuio TpOMGOI_IPITOB. B Clly4ya€ HaJIA4MsA KIIMHUYCCKHX MOKa3aHuK K
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Ha3sHAUEHWMIO T[IPEraparoB, BIMAIOMKX HA TIEMOCTa3, OHH JOJDKHBI TNPHMEHATBCA C
OCTOPOXHOCTBIO B KOMOMHAIMHU C TUKArpeIopoM.

[Ipu exeHEBHOM yroTpebnenuu 6ombumx 06bemMoB rpeindpyTosoro coka (mo 200 mi 3 pasa B
JIeHb) GBLIO OTMEYEHO 2-KPaTHOE YBEIMYEHHE SKCIO3UIHMH THKarpenopa. OXuaaeTcs, 9To Takoe
yBEJIMYEHHE JKCIO3MIMM THKArpeiopa He WMeeT KIMHHYECKOTO 3HaYeHMs /s OGONBLIMHCTBA
MAIUEHTOB.

OTMeY€eHO 3aMeUIeHAE W CHIDKEHHE KCIIO3UIMH TIepOpabHEIX HHrHOuTOpoB P2Y 12, BKIIOYas
THKAarpeiop W ero akTHBHBEIA MeTaGOIHMT, y MAUMEHTOB, IOJYYaBIIMX TEPANUI0 MOPHHHOM
(CHW)KEHHE SKCIO3MIMHM THKArpenopa NpubImM3uTensHO Ha 35%). JlaHHOE B3aUMOJCHCTBHE
MOXET OBITh CBA3aHO CO CHMDKEHHEM MOTOPHKH JKEIIyJOYHO-KMIIEYHOrO TpakTa H IOITOMY
IPUMEHMMO K JApYruM onuoupaM. Kimnudeckas 3HaYMMOCTb HEU3BECTHA, HO [IAHHBIC
YKa3blBAlOT HA BO3MOXHOCTh CHIDKEHHS 3(Q(EKTMBHOCTH THKarpeiaopa y IAlMEHTOB,
OJHOBPEMEHHO MOJydYalomux THKarpenop @ MopouH. Y mamuentoB ¢ OKC, y KOTOpBIX
IpUMeHeHHe MOpQMHA HeNb3s OTCPOYMTH M ObICTpoe HHruOMpoBaHue P2Y12 cumTaercs
KPUTHYECKH Ba)KHBIM, MOXXHO DAacCMOTPETh BO3MOXHOCTb NPUMEHEHHs IMapeHTEPATbHOTrO

uHruouropa P2Y1,.

Bansinue npenaparta BQHJIHHT&® Ha Ipyrue JeKapCTBeHHBIC NMpenapaTbl

Jlexapcmeennvie npenapamoi, memabonuzupyemvie uzopepmenmom CYP3A4

e  CHMBACTATHH: COMYTCTBYIONIEE IPUMEHEHHE THKArPeiopa ¥ CHMBAaCTaTHHA MOBBIIAET Crmax
u AUC cumsacratua Ha 81% u 56%, COOTBETCTBEHHO, ¥ yBenuuMBaeT Cmax ¥ AUC
CHMBACTaTHHOBOM KUCIOTHI Ha 64% u 52%, COOTBETCTBEHHO, NMPH 3TOM, B HEKOTOPBIX
CIlydasix 3TH I0Ka3aTelld MOBBImIaoTcs B 2-3 pasza. CoBMECTHOE IIPUMEHEHHE CUMBACTaTHHA
B 103¢ Bbme 40 MI/CyT. C THKArpejopoM MOMKET MPHBOAMTE K DPa3BUTHIO MOOOYHBIX
3} dekToB cMMBacTaTHHA, 1 HEOOXOIUMO OLEHUTh COOTHOLIEHHE IIOTCHIMAIBHOTO PUCKaA ¥
nons3sl. CHMBacTaTHH HE BIMSUI Ha IUIa3MEHHYIO KOHIIEHTpalMIO TUkarpenopa. Cxoxee
BIIMSTHAE THKArpejiop MOXET OKa3bIBaTh Ha JIoBacTaTHH. He pekoMeHIyercs COBMECTHOE
IpUMEHEHHE THKArpesiopa ¢ CMMBACTaTHHOM HITH JIOBaCTaTHHOM B J103€ CBbILIE 40 MT.

e ATOpBaCTaTHH: CONMYTCTBYIOIIEe NPUMEHEHHE aTOpBaCTaTMHA W THKAarpeyiopa MOBBIMAECT
Cmax 1 AUC aropBacTaTHHOBOM KHCIOTHI Ha 23% u 36%, coorBercTBeHHO. [logo6HOE
yBenuuenne 3HadeHHMH AUC u  Chax Habmomaercs Uil BCeX MeTaboTMTOB
aTOPBAaCTaTHHOBOM KUCJIOTHI. JTO MOBBIIICHUE IPU3HAHO KIMHHYECKH HE 3HAUUMBIM.

e (Cxoxee BIMSHME Ha JpyrHe CTaTHHBI, MeTabomusupyembie u3odpepmentom CYP3A4, He
MOKeT ObITh McKiroueHo. B uccinenoBannu PLATO mamueHTsl, 10JIy4aBIIHEe THKArpesop,
NPUHAMAIIA pa3/IMYHbE CTATHHBI MPH OTCYTCTBHHM KAaKHX-THMOO OIAaceHHH OTHOCHTEIBHO

6e3omacHOCTH Y 93% manMeHToB, IPUHUMABIIUX 3Ty I'PYIIIY IIPenaparos.
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Tukarpenop — cnabeii unruburop usopepmenta CYP3A4. CosmecTHOE NPHMEHEHHE
TuKarpenopa u cybcrparoB usodepmenta CYP3A4 ¢ y3kuM TepaneBTHYECKHM HHIEKCOM
(HanpuMep, IM3ANpU WIA AIKAIOHIbI CIOPBIHBHM) HE PEKOMEHIYETCs, TaK KaK THKarpesop
MOET YBEIMIABATH KCIO3UIIMIO ITUX IPENapaToB.

Cybcmpamur P-gp (8Kkn104as Ou20KCUH, YUKNOCROPUH)

ConyTcTRYyIOIIee IPEMEHEHHE THKArPeNopa ¢ JUrOKCHHOM MOBBIIAN0 Cmax B AUC 1urokcusa
Ha 75% u 28%, cooTBETCTBEHHO. [IpH COBMECTHOM IIPHEME C THKArpeJIOpOM CpPEIHEE 3HAYCHHE
MHHHAMAIBHON KOHIEHTPAllMM JMIOKCHHA yBEIMYMBAIOCH NpUMepHO Ha 30%, B HEKOTOPBIX
WH/IMBHIYATbHBIX CIy4asX B Ba pasa. Cmax 1 AUC THKarpenopa u ero akTHBHOTO MeTabONHTa
0p¥ NpPHMEHEHHH [JWIOKCHHA He MeHsIuch. [losToMy pekoMeHIyeTcs IpPOBOAUTH
COOTBETCTBYIONIMN KIMHAYECKHN W/WiM J1abopaTOpHbIi MOHHTOPHHI (YacTOTBI CEPIACYHBIX
COKpAllleHW#, W, NMpUd HAIWYUHM KIMHHYECKHX IIOKa3aHHH, TaKKe OKI' ¥ KOHIIEHTpaluu
JUTOKCHHA B KPOBH) IPH OJHOBPEMEHHOM IPHMEHEHHWH THKarpenopa # P-gp-3aBHCHMBIX
TIpenaparoB ¢ y3KHUM TepaIleBTHYECKHUM HHIEKCOM, HaloJ001e IUTrOKCHHA.

He OTMeYeHO BIHMSHHS THKAarpeiopa Ha KOHIEHTDAUMIO LHKIOCIOpHHA B KpoBH. Biushue
THKarpenopa Ha apyrue cybcrparsl P-gp He H3y4anocs.

Jlexapcmeennvie npenapamet, memabonusupyemvie usogpepmenmom CYP2C9

ConyTcTBylolee IPUMEHEHHE THKarpeiaopa H TolnOyTaMuaa HE MEHSIO IUIa3MEHHBIC
KOHIIEHTPAIIMK HH OJIHOTO M3 9TUX IIPEMNapaToB, YTO CBUETEIBLCTBYET O TOM, YTO THKarpeiop He
sByseTcs uHruouropom m3odpepmerta CYP2C9, u, MaoBeposSTHO, YTO OH BIHMSAET Ha CYP2C9-
OIOCpEIOBaHHBIM METabOIM3M MPENApaToB, IOA0OHBIX BaphapuHy M TOJIOY TaMU/LY.

OpanvHeie kKonmpayenmugsl

CoBMECTHOE NMPUMEHEHHE THKarpeliopa, JJEBOHOPrecTpesla M 3THHHIICTPAAUOiIa yBEIHIMBACT
SKCIIO3HIMIO STHHMIIICTpaguona IpuMepHo Ha 20%, HO He BIMseT Ha (HapMaKOKHHETHKY
neBoHOprecTpena. He oXumaeTcs KIMHMYECKH 3HAYAMOTO BO3JIEHCTBUA Ha 3(pGEKTHBHOCTH
KOHTpAIIENIIIMA [pPH OJHOBPEMEHHOM NPHMEHEHHH JIEBOHOPreCTpesa, STHHHIICTpaaHola H
THKarpesiopa.

Jlexapcmeennvie npenapamei, cnocobHble 8bi36ame 6pAOUKAPOUIO

B cBsi3H C BBIABIEHHEM, B OCHOBHOM, GECCHMIITOMHBIX JKEIIyJ0YKOBBIX Iay3 M OpaavKapiud,
CleLyeT C OCTOPOXHOCTBIO TNpPMHAMATh TpemapaT bpuimHTa®  OJHOBPEMEHHO C
JNIEKapCTBEHHBIMH CPEJICTBAMHM, KOTOPBIE CIIOCOOHBI BBI3BaTh Opamukapamio (CM. pasien
«Ocobble ykasanus»). Omnako B wucciemoBanud PLATO He Habmonanoch KIMHHYECKH
3HAYMMBIX HEKEJATEIbHBIX SBIECHHH IIPH COBMECTHOM IPUMEHEHHH C OJHMM WM Goiee

npenapaTaMH, KOTOpPhIE MOIYT BhI3BaTh Opagukapauio (Hampumep, 96% manueHTOB
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OJHOBPEMEHHO TPHHMMATH 6eTa-aapeHoGnokaTopsl, 33% — OJIOKAaTOpBI «MELICHHBIX)
KaJIbIIMEBBIX KaHAJIOB, JUITHA3EM M BepanaMml, H 4% — TUTOKCHH).

Jpyeas conymcmeylowas mepanus

B KIMHHYECKHX HCCJEJOBAHMSX IpermapaT bpuiuATa® NpeHMYyIIECTBEHHO Ha3HAYalCs
coBmecTHO ¢ ACK, MHrHOUTOpaMH POTOHHOM IMOMIIbI, CTATHHAMH, GeTa-aIpeHo0I0KaToOpaMH,
MHIHOMTOpaMH aHTHOTEH3WHIIPEBpAINAIOMEro (epMeHTa W aHTarOHMCTaMH pEICNTOPOB
anruoTensuna I B paMKax JUTHTENBHOTO MPHEMa JUIs JICYCHHs COTYTCTBYIOIIMX 3200 IeBaHuH, a
TAK)Ke C TelapHHOM, HH3KOMOJIEKYIISPHBIMH TellapMHAMM, MHIHOUTOPAMH TTMKOIPOTEHHOBBIX
[Ib/Illa peuenTopoB Jjis BHYTPHUBEHHOIO BBEIEHHSA B paMKax KPaTKOCPOYHOH TEpaluy. Ilo
pe3ynbTaTaM d3THX WCCIENOBAaHHH HE BBIABIECHO KIMHHYECKH 3HAYMMBIX HEXKCIATCIbHBIX
B3aUMO/ICHCTBHM.

CoBMeCTHOE TIPUMEHEHHE IIpernapara BpumnTa®

C TemapyHOM, OHHOKCAllapMHOM WM
JIECMOIIPECCHHOM HE OKa3bIBAIO BIMSHME HA aKTHBHPOBAaHHOE YaCTUYHOE TPOMOOILIaCTHHOBOE
Bpems (AUTB), axtuBupoBanHOe BpeMs cBepThiBanHs (ABC) u mccienoBanue baxtopa Xa,
OJIHAKO BCJIEACTBHE MOTEHIMAIBHOIO (HapMaKOJMHAMHMYECKOrO B3aMMOJEHCTBHs, TpeOyeTcs
cobIoaTh OCTOPOXKHOCTH IIPH COBMECTHOM NPMMEHEHHH C NpenapaTaMy, BIMAIOMIMMH Ha
reMocTas.

B cBs13M ¢ COOGIIEHUSIMH O MOAKOMKHBIX KPOBOU3JIUAHHUIX Ha (OHE NPUMEHEHHS CEIEKTHBHBIX
MHTHOMTOpOB OOpaTHOro 3axBaTa CEPOTOHMHA (HANpMMep, MApPOKCETHH, CEPTPAIHH H

I_II/ITaJIOI'[paM), PEKOMEHAYETCS cobmoaarb OCTOPOJXHOCTh IIpA HX COBMECTHOM InmpueMe ¢C

THKarpejiopoM, IOCKOJIbKY BO3MOKHO ITOBBIIICHHE PUCKaA Pa3BUTHUA KPOBOTCUCHHUA.

Oco0ble yka3zaHus

Puck pazeumusa kpoeomeuenus

I[lpy Ha3HayeHMH INpenapata bBpuimHTa® nau¥eHTaM C IOBBINIEHHBIM DHCKOM Da3BHTHS
KPOBOTEUEHHH  CJlEAyeT  OLEHMTh  COOTHOIIEHHE  MOJNB3Bl  OT  MPOQHIAKTHKH
aTepOTPOMOOTHYECKHUX OCIIOKHEHHH U PHCKa Pa3BUTHA KPOBOTEYECHHH.

[lpy HaTWYMM KIMHUYECKUX IIOKAa3aHMM IIperapar BpuiuHTa® O/DKEH MPHMEHATBCH C
OCTOPOXHOCTBIO B CIEAYIOIMIMUX CUTYAIUAX:

e [IpeapacroioXeHHOCTh MAIMEHTOB K pa3BHTHIO KPOBOTEYEHMs (HAMpHMep, B CBS3H C
HEJIaBHO TIOJIyYEHHOM TPaBMOM, HEJaBHO IPOBEJECHHOW oONepalded, HapylICHUsIMH
CBEPTHIBAEMOCTH KPOBH, HapyIleHHEM (yHKLUH E€YEHH CPEHEH CTENECHH TSDKECTH, aKTMBHBIM
WM HEJAaBHHM KEJyJ0YHO-KHINEYHbIM KPOBOTE€UYEHHMEM) HIIM TMAIMEHTHl C MOBBINECHHBIM

pHCKOM TpaBMbL IIpuMeHeHHe npemapara BpuimHTa® IIPOTHBONOKA3aHO Y TANMEHTOB C
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AaKTHBHBIM TATOJIOTHYECKHM KPOBOTEUYEHHEM, BHYTPUYEPEIIHBIM KPOBOM3IMSHHEM B aHaAMHE3e,
HapyIlneHreM (yHKIIUM IeYeHH TSOKETION cTemneHH (cM. paszaen «IIpoTuBonokazanusy ).

e ComyTcTByIOIIee MPUMEHEHHE IpenaparoB, KOTOPbIE MOIYT IIOBBICHTh PHCK Pa3BUTHA
KPOBOTEYEHHs (HapUMep, HECTEPOUIHBIE TPOTHBOBOCIIAIMTEIBHBIE MIPENApaThl, MEPOPATbHBIC
AHTMKOATyJISSHTH W/WIH (UOPHHOIMTHKH, TPUHHMaeMble B TEYeHHE 24 4YacoB JI0 MpHeMa
npenapara bpumunTa®).

B HcCleIOBaHMM € YYacTHEM 3JI0POBBIX J0OPOBONBIEB TpaHChy3us TpOMOOLUMTOB He
NpUBOJMJIA K TNPEKpalleHHI0 aHTUTpoMbomuTapHoro shdexra mnpenapara BpumunTa® W,
BEPOSATHO, HE OKAKET KIMHMYECKOro 3()(eKTa y MalMeHTOB C KPOBOTEYEHHEM. Tak Kak IpH
COMYTCTBYIOIIEM NPHMEHEHWH NpenapaTa bpuiuHTa® M 1€CMONpEcCHHAa HE yMEHBIIANOCh
CTaHJIAapTH3HMPOBAHHOE BpPEMs KPOBOTEUYEHHs, TO MAJOBEPOSATHO, YTO JECMOIPECCHH Oyner
3G (GEKTHBHO KyMpOBaTh KIMHAYECKH 3HAYUMOE KpOBOTeUeHHE (CM. paszen «B3aumonencrue
C IPYTHMH JIEKaPCTBEHHBIMH CPEACTBAMM ).

AHTHGUOPHHOIATHYECKAS Tepanus (AaMMHOKAIIPOHOBAs KUCIIOTA MM TpaHEKCaMoBasi KHCIIOTa)
W/WIM Tepanmus peKkoMOMHAHTHBEIM Gakropom VIla Mmoryt ycumuBate remoctas. l[locie
YCTaHOB/IEHHS NPHYMHBI KPOBOTEYEHHMS M €ro KyNHPOBAHHUS MOXXHO BO30OHOBHTBH TEPAIHIO
THKarpeaopoM.

Xupypeuueckue emewamenscmea

Ilepen 3amIaHApOBAHHOW ONEpalMeil WM HadyaloM IPUEMa HOBBIX IPENapaToB MAlHEHTY
clleiyeT IpornH(pOPMHPOBATH Bpada O TOM, YTO OH IIPHHMMAET npenapat bpuiunra®.

B uccnenosanuu PLATO y manuenTtos, noasepraromuxcss AKIL, npyu npuMeHeHrH npenapara
BpunuaTa® 6B1T0 6OMIBIIE KPOBOTEYEHHM B CPAaBHEHHH C KIIOMMIOTPENOM IIPH IpPEKpalleHAH
Tepanuy 3a ONMH JE€Hb J0 XMPYypPrHYECKOrO BMELIATENHCTBA, HO YacTOTA Pa3sBHUTHs GONBIIAX
KPOBOTEUEHHM MMOCIE OTMEHBI Tepamud 3a 2 WM Oonee JHEH [0 XHPYpPrAYecKoro
BMeINaTebCTBa ObLIa CXOXKeW B cpaBHeHMH C KiomuorpenoM (cMm. pasgen «IloGounoe
neWicTBue»). Ecau mamMeHT mojBepraeTcs IUIAHOBOM  ONEpalldM M HE  JKeJIaTelieH
aHTUTpoMOOTHYeCKHH P deKT, To Tepanuio npenapaTrom BpumunTa® CreIyeT MpeKpaTuTh 3a 5
JHEe#H 1o ornepainuu (cM. pasaen « apMakoJUHAMHUKa» ).

Ilayuenmyl ¢ panee nepereceHHbIM UULEMUYECKUM UHCYIbMOM

[TarmmenTel ¢ OKC ¢ paHee mepeHECEHHBIM HINEMHYECKMM HMHCYJIETOM MOTYT NpUHUMATh
npenapat BpumaTa® B Teuenue m0 12 mecsnes (uccnenoanue PLATO).

B uccnenosanus PEGASUS (undapkr muokapna B anamuesze) ¥ THEMIS (MBC u CJI2) He
ObUTH BKJIFOYEHBI MAIMEHTHI C PaHee NepeHeCeHHBIM HINEMHYECKHUM MHCYIbTOM. [losToMy, npH
OTCYTCTBMH JIAHHBIX CIIEJYET ¢ OCTOPOXKHOCTHIO IIPOBOAMTH TEPAIHMIO JTHTEILHOCTBIO Gonee 1

roja (u1s MarueHToB ¢ HHGApPKTOM MHOKap/a B aHaMHe3e).



&l

Ilayuenmo ¢ Hapywenuem GyHKYuu neyeHu cpeoret CmeneHu maxicecmu

OnbIT NpUMeHeHHs npenapaTa bpuiuHTa® y NalMeHTOB ¢ HapylleHHeM (YHKIMH NeYeHH
CpEIHEH CTENEeHM TSHKECTH OrpPaHWYEH, I03TOMY CIeQyeT COONIIoAaTh OCTOPOXKHOCTS.
IIpuMenenne npenapata BpumuaTa® MPOTHBONOKA3aHO Y MAMEHTOB C HApyIIeHHeM (yHKIMHA
MIEYEeHH TSDKEION crerneHn (cM. pasaensl «Cnocob npuMeHeHus u A03bD», «[IpoTuBOmOKasaHus»
1 «DapMaKOKUHETUKAY ).

bpaouapummus

[Tpu cytounom MmonuTOopHpoBaHuM JKI' mo XonTepy OTMEYEHO MOBBIIIEHHE YaCTOTHI, B
OCHOBHOM, O€CCHMMITOMHBIX JKEyJOYKOBBIX I1ay3 BO BpeMs TEpallM¥ THKAarpejIopoM IO
CPaBHEHHWIO C KiomuaorpenoM. B wuccrnenoBaHusx ¢a3bl 3 1Mo omeHKe 0e30macHOCTH |
sddexTuBHOCTH Tpemapata BpunuHTa” SBIEHUS GpaJMAPATMHU PETHCTPHPOBAIA CO CXONKEH
9acTOTOM /i THKAarpeaopa M IpemaparoB cpaBHeHus (mrane6o, kiaomuporpen u ACK).
[TanMeHTEl C MOBBINEHHBIM PHCKOM pa3BHTHs Opajvkapaud (HalpuMep, NalMeHTHl Ge3
3JIEKTPOKAPAHOCTHMYJIATOPA, Y KOTOPBIX JHATHOCTHPOBAH CHHIPOM CIIab0CTH CHHYCOBOTO y3IIa,
aTPMOBEHTPHUKYJIspHas Olokana cepaua 2-od WM 3-ed CTelneHH, OOMOpOK, CBS3aHHBIA C
Opamukapaued) ObUTM HCKIIIOYEHBI U3 MCCIEJIOBAaHMM IIpernapara BpumeTa® MO M3yYeHHIO
ucxoz0B. [T03TOMy, B CBA3U C OrpaHHYEHHBIM KIIMHUYECKMM OIBITOM IPUMEHEHHs IIpenapaTa y
3THX TNAIMEHTOB, PEKOMEHIYETCS C OCTOPOXKHOCTBIO Ha3HAyaTh MM THKAarpenop (CM. Takxke
paznen «®apMaKoOIMHAMHUKAY ).

JlonomHUTENBHAS TPEIOCTOPONKHOCTh JOJDKHA COONIIOAATECS NPH COBMECTHOM IPUMEHEHHH
npenapara BpuwmmaTa® ¢ npenaparamu, CnocoOHBIME BbI3BaTh Opamukapauto. OnHako He
OTMEYAIOCh KIMHHYECKH 3HAUYMUMBIX MOOOYHBIX 3()(PEKTOB IPH COBMECTHOM IMPUMEHEHHH C
OJHHM WM Gonee NpenapaTaMH, KOTOpble MOTYT BbI3BaTh Opajgukapauio (Hampumep, 96%
NAlMEHTOB  OJHOBPEMEHHO NPHHMMAIX Oera-ajpeHobinokaropel, 33% —  6J0KaTopsI
«MEeIJIEHHBIX» KaIbIMEBbIX KAaHAJIOB, AMITHA3EM M BepamaMull, U 4% — IUIOKCHH) (CM. paszen
«B3aumoeiicTBHE C APYTUMH JIEKAPCTBEHHBIMH CPEICTBAMMUY ).

B xozne momuccnenosanus PLATO ¢ ucnonb3oBanveM cyTodHoro MoHutTopuposanus JKI' mo
XoinTepy B IrpyIIe THKArpeaopa Mo CPaBHEHHMIO C KIOMHAOTPeIoM GoJIbile MallMEHTOB B OCTPOH
(aze OKC uMenn ey J0YKOBbIe nay3bl > 3 cekyH. [IoBbleHre Yrucia )emyJ0UKOBBIX 1ay3,
3apErMCTPUPOBAHHBIX C TIOMOIINBIO CYTOYHOI0 MOHHTOPHPOBaHHs 10 XONTepy, Ha (oHe npuema
THKarpeiopa 0TMEeYajioch Yalie y MalMeHTOB ¢ XPOHUYECKOH CEPAEYHOM HETOCTATOYHOCTBIO IO
CpaBHEHHIO ¢ o0mmei momysuei B octpor paze OKC, HO He B EPBEIA MECHIl TEPATHH UM 110
CPaBHEHHIO C KJIOMUAOTpeioM. [1ay3sl y STHX MAllMEHTOB HE COIPOBOXIAIUCH MOCIIEAYFOIMMHU
HEXeJIaTebHBIMA KIMHHYECKAMH IIOCIEJCTBUSAMH (BKIIOYas OOMOPDOKHM M YCTaHOBKY

NIEKTPOKAPIUOCTUMYIATOPA).
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[Ipd  IOCTMApPKETHHIOBOM IpPHMEHEHHH TpenapaTa bBpuiuHTa®  OTMEYeHBl  CIIydaH

OpaaiMapuTMHM W aTPHOBEHTPHKYJSpHOM Oiokamel (cM. pasgen «IlobouHoe neHcTBHEY),
npeuMyInecTBeHHO y nmanueHToB ¢ OKC, mpu KOTOpOM HINEMHsS MHOKapZa ¥ COIYTCTBYIOIIAM
NpUEM TMpenapaToB, CHUKAIOIMIMX YaCTOTy CEpJCYHBIX COKpAIlCHMH HIIM BIMSIONIHX Ha
IPOBOJJMMOCTD, MOTEHIIHATFHO MOTJIA OKa3bIBaTh BIHsHUE. KIIMHMYECKOE COCTOSHHE MAllHeHTa
¥ COIYTCTBYIOIIME JIEKapCTBEHHBIE Tpernapartkl ClIeIyeT OLEHUBATh B KAY€CTBE MOTEHIIHABHBIX
NPUYUH 1O KOPPEKTUPOBKH TEPAIUH.

Ooviuka

Co061Ianoch 0 Pa3sBATHHA OMBIIKH Y TAIMEHTOB, IPUHAMABIIMX npenapat bpumaTa®. Oapiuika
00BIYHO ¢J1a00 MM YMEPEHHOM WHTEHCHBHOCTH, YaCTO MPOXOAUT O€3 NpeKpalleHus TEparuy.
V mnanuentoB ¢ 6GponxuanbHOM acTMoi/XOBJI Moxer OBITH NOBBIIEH abCONIOTHBIM PHCK
OJIBIIIKH Ha TpueMe mpenapata bpumuata® (cMm. pasnen «Ilo6ounoe aefictue»). Tukarpenop
cieyeT NPHMHUMATh ¢ OCTOPOKHOCTHIO Y MAIMEHTOB ¢ GpoHxHanbHOM actMoi u/um XOBJI B
aHaMHe3e. MexaHuM3M OJBIIKM Ha TpHEMe THKarpenopa He BbLiCHEH. Ecim y mnamueHTta
Pa3BHIICS HOBBIM SITH30/1 OJIBIIIKH, COXPaHSETCS WM YCUIMIACh OJbIIIKA BO BPEMs IPUMEHEHHUS
npenapata BpumunTa®, To HEO6XOAMMO TIPOBECTH NOJHOLEHHOE OOCIENOBaHME, W B CIydae
HEMepeHOCHMOCTH, IIPUEM IIpenapara clielyeT IIPEKPaTHTh.

I]enmpanvnoe annos cna

Coobmanock 0 Cily4asdx IEHTPAIbHOTO amHo? CHa, BKMo4as AbixaHue Yeina-Crokca, mpu
I0CTMApKETHHIOBOM IPHMEHEHHH npenapata bpumunta®. IIpu MOJ03pEeHHN Ha LEHTPATLHOE
alHO? CHA CJIEAYET OLEHUTh HEOOXOIUMOCTD JaTbHEHIIEro KIMHUIECKOT0 06CIEI0BaHHS.
Ilogviwenue koHyenmpayuu KpeamurHuHa

Ha ¢one Tepanuu npenapatoM BpunmnTa® KOHIEHTpalMs KpeaTHHHHA MOXKET YBETMYHTEHCH.
Mexanusm storo s3¢dekra HeusBecteH. OneHKY (GYHKIHMH MOYEK HEOOXOIMMO NPOBOIHUTH B
COOTBETCTBHH C PyTHHHOM KIMHMYecKOM mpaktukoi. Y mammentoB ¢ OKC onenky QyHKimu
MOYEK PEKOMEHIYETCs TakKe MPOBOAMUTH 4Yepe3 MeCAl I0C/E€ Hayala TepalmuH THKarpeaopoM,
obpamas ocoboe BHMMaHWe Ha MAIlMEHTOB B BO3pacTe 75 J€T W CTapiie, MalUeHTOB C
YMEPEHHOM WM TSKEIOM IIOYEYHOM HEJOCTAaTOYHOCTBIO M IOJyYalolMX  TEpPaIuio
AHTAarOHUCTAMH PEIEeNTOPOB aHrHoTeH3MHa [I.

ITosvliumenue KoHyeHmpayuu Moyesol KUCI0mbl

Ha ¢one Ttepanuu mnpenmapatoM bpummata®

KOHIIEHTpAllUs MOYEBOH KHCIIOTHI MOXET
noBeimnarkes (cM. pasgen «Ilo6ounoe aeiictBue»). Heobxomumo cobmonare OCTOPOKHOCTD Y
NAlHEHTOB C TUIEPyPHKEMHEN WM IOJarpUYecKMM apTpHTOM B aHaMHe3e. B kadecrtBe
NPEBEHTHBHOM Mephl cileayeT u30eratb IPUMEHEHHMs THKarpeiaopa Yy IMallHeHTOB C

THIIEpYpPUKEMHUYECKOM HEPpomaTHeH.
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Tpombomuueckas mpomboyumonenuueckan nypnypa (TTII)

TTII na done mpuMeHeHus npemapara bpumiaTta® oTmeuanacs odenb peaxo. TTII sBnsercs
CEepBhE3HBIM COCTOSIHHEM H TpeOyeT He3aMeATUTEIBHOTO JIEYECHHS.

Bnusinue na pe3ynomamoi 1a6opamopHo20 ananusa

Ananuz  mpomboyumapHou QYHKYuu 6 pamKax OUAZHOCMUKU 2eNapUH-UHOYYUPOBAHHOU
mpomboyumonenuu (I'HUT)

V nan@eHToB, IPUHAMABIIMX THKarpeiop, ObUTH MOy4YeHBI JTOKHOOTPHIIATEIbHBIE PE3yIbTaThI
aHaIM3a TPOMOOLMTApHOM (YHKUMH B paMKax JUarHOCTHKH TIeNapUH-HHIYIHPOBAHHON
tpombouuTonenuu (TUT). 1o cBA3aHO ¢ MHIMOMPOBAHHEM THKArpenopoM penentopos P2Yi:
TPOMGOIMTOB 3J0POBBIX JOHOPOB IIPH IPOBEICHUH TECTA B CBIBOPOTKE/IJIa3M€ KPOBH MAl[MEHTA.
[Ipu WHTEpIpETALlMH PE3yJIbTATOB aHaM3a TPOMOOIUTApHOH QYHKIMH B paMKax AHarHOCTHKH
I'MT cnemyet yuyuThIBaTH HHGOPMAIHIO O COITY TCTBYIOIIEH TEpAlMK THKArpeJIOpoM.

I[Tepen paccMOTpeHHEM BO3MOXHOCTH OTMEHBI IIPHEMa THKarpesopa CiaeayeT OLEHUTh MOJb3y U
DUCK TIPOJIOJDKEHMsl TEpaldM, IPUHEMAasi BO BHUMAaHHE H IPOTPOMOOTHYECKOE COCTOSHHE
Bcaencteue I'MT, ¥ NMOBBINEHHBIH PHUCK KPOBOTEYEHHs Ha (POHE COBMECTHOIO MPHUMEHEHHS
AHTHUKOAryJIsTHTa U THKarpeaopa.

pyaue

Ha ocHoBanuu HabmonaeMoii B uccinenoBanuu PLATO B3aMMOCBS3U MEXITY MOJIEPKMBAIOLICH
mo3oii ACK wu orHocuTenbHOM A((EKTUBHOCTBIO THKarpeiaopa IO CpPaBHEHHIO C
KJIONUOTPEIOM, COBMECTHOE NMPMMEHEHHE THKArpenopa M BBICOKOH MOJIEPKUBAIOLIEH 03B
ACK (6onee 300 Mr) HE peKOMEH/Ty€ETCS.

CoBMeCTHOE TNpHMeHeHHe Ipemnapara bpumuata® ¢ MommbmMu unruburopamu CYP3A4
(HampuMep,  KETOKOHA30JI0M,  KJIaPUTPOMHMIMHOM, He(}a30JOHOM, DHUTOHABHPOM  H
aTa3aHaBUPOM) IMPOTHBOMOKa3zaHo (cM. pasgen «IIpoTHBOmoka3aHUs»), TaKk KaK OHO MOXET
MPHBECTH K 3HAYMTE]IHHOMY MOBBIIIEHHIO SKCIO3MIMH Tpemapata bpuimnta® (CM. paszen
«B3aumoe#cTBHE C IPYTUMH JIEKAPCTBEHHBIMH CPEICTBAMUY ).

CoBMECTHOE NpHMeHeHHe npenapata bpumuata® ¢ MommbeMH uHIykTopamu CYP3A4
(nampumep, pudaMIUIKAHOM, (GEHMTOMHOM, KapbamazemuHoM U (GeHobapbuTanoM) He
PEKOMEHIyeTCs, TaK KaK MX COBMECTHBIH IIPHEM MOXET CHHKAaTh OKCIIO3HWIHIO H
ddexTuBHOCTS THKarpenopa (cM. paszzen «B3aumMoneHCTBHE C JIPYTMMH JIEKAPCTBEHHBIMHU
CpEIICTBAMMI ).

CoBMECTHOE TIpHMEHeHHe npenapara bBpumuaTa®

u cyocrtpatoB CYP3A4 ¢  y3kuMm
TEpaleBTHYECKAM HHIEKCOM (HalmpuMmep, LHW3ampHAa M aJKAIOMIOB CIODPBIHBH) HE
PEKOMEHIyeTCs, TaK KaK THKarpejaop MOXET YBEIMYHTh SKCIIO3MIMIO 3TUX IPEIapaToB.

CoBMmecTHOE NpUMCHCHHUE IIpCIiapara BpHJIPIHTa® C CMMBAaCTaTHHOM MJIH JIOBAaCTaTHHOM B I03€
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6onee 40 Mr He pekoMeHayeTcs (cM. paszgen «B3auMOJEHCTBHE C JAPYTHMH JICKAPCTBEHHBIMU
CpEeACTBaMM» ).

[Ipy COBMECTHOM TIpUMEHEHMH [MIOKCHHAa M IIperapara BpunuaTa”

PEKOMEHI0BaH
TINATENbHBIA KIMHAYECKHH U 1aG0paTOPHBIH MOHHTOPHUHT (4acTOTHI CEPAEYHBIX COKPAIICHHUH H,
TIpY HAIMYUM KJIMHAYECKUX MoKasaHuii, Taxke DKI U KOHIEHTpallMi IUTOKCHHA B KPOBH).

Her maHHBIX O COBMECTHOM IIPMMEHEHMH THKarpeiopa C MOINHBIMH HHTHOUTOpaMH
rimKonpotensa P u ymepennsivu unrubutopamu CYP3A4 (HanpuMep, BepanaMHil U XMUHH/HH),
KOTOpBIE MOTYT MOBBICHTE JKCIIO3HIMIO THKarpenopa. Eciy Henb3s u3bexarh MX COBMECTHOTO
IPUMEHEHHs, OHO JIOIDKHO OCYIIECTBJATBCS C  OCTOPOXKHOCTBIO (cM. pasmenst  «C
OCTOPOXKHOCTBIO», « B3auMoIeiCTBHE C IPyTHMH JIEKapCTBEHHBIMH CPEICTBAMMY ).

Hocpounoe npexpawernue mepanuu

JlocpouHasi oTMeHa JIF0O0H aHTHArperaHTHOM TepaluH, BKIIIOYas MpernapaT BpunuaTa®, MOXKET
NOBBICHTh PHCK CEPIEYHO-COCYAMCTOM CMepTH, HHGpAapKTa MHOKapia WM HHCYJIbTa B

pe3yapTaTe€ OCHOBHOI'O 3aboneBanus. Heobxoaumo u3berarb NpeXIACBPEMEHHOIO0 MPEKPALICHHU S

npueMa Ipernapara.

Bausinue Ha COOCOOHOCTH YNPABJIATH TPAHCHOPTHLIMH CPEACTBAMH H /IPYTHMH
MeXaHH3MaMH

He MpoOBOIMIIOCH MCCIEIOBAHMI BIMAHUS Npenaparta BpuimnTa® Ha COCOGHOCTD K BOX/IEHHIO
ABTOTPAHCIIOPTA U YIPABICHHIO Mexanu3Mamu. [Ipemonaraercs, 4to mpenapat bpumunra® He
BIIMSICT WM B HE3HAUMTENILHOM CTENEHH BIMSET Ha CIOCOOHOCTH YNPaBIATH TPAHCIIOPTOM H
MexaHu3MaMH. Bo BpeMs Tepanuu mpenapaToM BpummnTa® coo61Ianocs o roloBOKpYKEHHH H

CITYTaHHOCTH CO3HAHHA. B Cliydyac€ pa3BUTHA JaHHBIX SIBJICHUH MalMeHTam CIIeay€T cobmroaaTh

OCTOPOXKHOCTD IIPH YIIPABJICHUM TPAHCIIOPTHBIMHU CPEICTBAMH U IPYTUMH MEXaHU3MAMHU.

®opma BbIIyCKa
Tabnerku, NOKpHITHIE TUIEHOYHOHK 060109K0M, 60 M.
[To 14 tabnetox B Gmuctepe w3 AW/TIBX/TIBAX. 4 wmu 12 GauctepoB ¢ HMHCTPYKIHMEH II0

MEIUIITUHCKOMY IIPUMEHEHHUIO B KapTOHHOﬁ IMa4Ke€ C KOHTPOJIEM IEPBOTO BCKPBITHA.

YcaoBus xpaneHust
[Tpu Temneparype ne Boime 30 °C.

XpaHUTh B HEJOCTYITHOM JJIs IETEH MECTE.

Cpok rogaocTn

2 roma. He INPUMEHSATH 110 HCTEYECHHUH CPOKA I'OJTHOCTH.
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YcaoBus oTmycka

OTmyckaroT 1o peuenry.

HanmeHoBaHHe W IOPDHIAMYECKHMH ajpec Aep:kaTejs (BJajeabla) PErHcTPalHOHHOIO
yI0CTOBepeHHs

Actpa3eneka Ab, SE-151 85 Copeprainse, llIsenus

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

Ipon3BoauTeb, pacoBmMHUK (MepPBHYHAS YIIAKOBKA), yIAKOBIIMK (BTOPHYHAS
(moTpebHTEIbCKasI) YIIAKOBKA), BLITYCKAIOMHA KOHTPOJIb Ka4eCTBa
Actpa3eneka AB, I'aprynasaren, 151 85 Conepranse, IlIBerms

AstraZeneca AB, Gartunavagen, 151 85 Sodertalje, Sweden

HanmenoBaHue, aipec OPraHu3al|Hy, YIOJHOMOYEHHOMH AepiKaTe/ieM HIIH BJIajieIbleM
PErucTPalHOHHOI0 YIOCTOBEPEHH JEeKAPCTBEHHOI'0 Npenapara Jisi MeIHIHHCKOro
NpUMEHEHHsI Ha NPUHATHE NPETeH3HH 0T MoTpedHTeNs:

IIpencraButensctBo Actpa3eneka FOK Jlumuren, Benuko6puranus, B r. Mockse U

00O Actpa3enekxa @apmMacblOTHKAI3

123100, r. Mocksa, 1-i KpacHorsapaeickuii mpoe3, 1. 21, cTp. 1, stax 30, KOMHATBI 13ul4
ten. +7 (495) 799 56 99

daxc: +7 (495) 799 56 98

BpuiMHTa — TOBApHKIN 3HaK, COOCTBEHHOCTH TPYIIbI KOMIIaHHK AcTpa3eHeka.
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