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MWHHUCTEPCTBO 3IPABOOXPAHEH POCCHHCKP ZE}IEPAU.MH .l
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UHCTPYKIIUA
110 MEJIMLIMHCKOMY [TPUMEHEHUIO JIEKAPCTBEHHOTO TPEITAPATA
BPHJIHHTA™

Perncrpammonsnsit nomep: JII1-003779
Toprogroe nanmenosaune: Bpuiunra’
MeaAYRAPOAHOE HENATEHTOBAHHOE HANMEHOBARNE: THKAIPEIOD

Jlexapcrsennas Gopwa : T1ablieTKR. NOKPLITHIC I1EROYHOR 0601049KOH

Cocras na 1 Tabaerky:

Jleticmayiowee sewgecmeo: Tukarpesop 60 Mr

Benosozamenvunie  eewecmsa.  manmuTon 84 wmr, kamsums  ruapodocdar 42 mr,
xapOOKCHMETHIKPaXMan Hatpua 6 Mr. rHnpoao3a 6 Mr, Margus creapar 2 wmr; oboaouxa
mabaemxu: ranpomennoza 4,4 Mr, twrana muokcua (E 171) 2.2 Mr. makporod 400 0.4 wmr,

KpacHTe b #eiesa oxc veprni 0,001 Mr, kpacHTenn Kenela okeH kpacusi 0,01 Mr.

Onucanne
Kpyribie, ABOSKOBLITYXTsie TAOACTEM, NOKphTEE NaéHouHod 000104K0H pO30BOTO UBETA, C
rpaseporkoit 60 na oanol cTOpOHC.

T

DAPMAKOTEPANERTHYECKAS TPYNNA: AHTHAIPCTAHTHOE CPEJICTBO
Koa ATX: BOIAC24

DapmaKoJorHyeckne caoiicrsa

Mexanuim deticmeun

[lpenapar Bpuamnta® COMCPMMT B CROEM COCTABE THKArPEIOp, NPEACTABHTENL XHMHYECKOro
KIACCA HEAONCHTHITPHAZONONHPHMHAHHOB, KOTOPhIH SBIACTCH NEPOPATEHBIM, CCNCKTHBHLIM
u obparumeiM antarommciom P2Yi2 penentopos NpAMOrO JIEHCTBHE M NPEAOTRpamacT
anesosuiamdochar-onocpenosasuyio  P2Y2-3aBHCHMYI0  AKTMBALMIO M ArperanHio
tpomGoumTon. THKArpeIOp He mMpeaoTBpailacy CRalbBaiHe aacHomHmidocdara (AJID), Ho
ero  miamMonedcteme ¢ P2Y5: peuenropom  tpomGoumros  npeaorspamact  AJlD-
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MHAYUMPOBEHHYIO TpaHcAyKumMio curHanos. Tak xax  TpOMOOUMTE!  yHacTBYWT B

HHHIMHPOBAHHH M/WIM DA3BHTHH TpoMOOTHUCCKMX OCIOKHeHHH atepockieposa, Guulo
nokazano, 910 HHrubuposanue QyHKIHH TPOMOOIHTOB YMCHBIIAET PHCK PasBHTHA CEPAEHHO-
COCYNMCTRIX ABNEHHH, TAKHX KaK CEPAEHHO-COCYIMCTaX CMEpTh, WHMAPKT MHOKapie WiH
HHCYJIBT,

THKArpenop HMeeT NOTOTHATENLHEIR MEXaHH3IM JEACTBHA, NOBMLIAS JTOKATLHLIE KOHICHTPAILHA
JHAOFEHHOID AIEHOIHHA NyTeM HHIHOHPOBAHHWA IHAOTEHHOTO PABHOBECHOTO HYKICOZHAHOIO
tparcnioprepa 1 Tana (ENT-1),

ANCHO3HH OOpA3yeTCA JIOKAIBHO B MECTAX [MIOKCHH H TOBPCHICHHA TKaHeH myTeM
pricnoboxaennrs w3 agcHosunrpruochara u AJD. [Mockonsky pacumienicHHe AIEHOIHHA B
CYNIHOCTH OFPaHMWMBACTCA BHYTDHKIETOUHLIM npoctpascrsoM, uurnGuposanme ENT-I
THKAIPENOPOM NPOJIEBAET NICPHO NOJTY BHIBEICHHA ANEHOZHHA M, TEM CAMBLIM, YBCITHYHBACT €r0
NOKAIBHYI0 BHEKJIECTONHYIO KOHUCHTPAIMIO, YCHIHBAA JIOKIbHBIH QJICHOIHHOBWIH OTBET.
THXarpesop He MMeeT KIHHAYCCKH 3HAYHMOI0 NPAMOT0 BIHAHHA HA Q/ICHOIHHOBLIC PEIENTOPR
(A1, Aza, Aza. A1) H He MeTabOMHIHPYETCA JI0 ANCHOZHHA. ANCHO3HH 0DIAACT HCCKONBKHMH
hbeKTaMH, KOTOPHIE BKMOUAOT B celf: BA3OAMIATALMIO, KAPIHONPOTCKUHIO, HHIHOHPOBAHKE
arperaii TPOMOOUHTOR, MOJIYIKIHIO BOCNANCHHR H BOIHHKHOBEHHE OILIIKH, KOTOPLIC MOTYT
BIHATE HA KIMHHYCCKHH POJHIL THXArpenopa.

BLIIO MOKa3aHo, 9T0 Y 3A0POBKIX J0OPOBOIBLEB M Y [MAIKEHTOB C OCTPhIM KOPOHAPHEIM
cunapomon (OKC) tuxarpesop ycuansan cieayiomue pOexTsl AIEHOIHHAT Ba30HIATAIIHIO
(OLEHHBAEMYIO KAK YBCAHYEHHE KOPOHAPHOIO KPOBOTOKA Yy 3AOPOBBDX A00pOBOMBUCE H Y
nanpenror ¢ OKC), wnruGuposanue Qynkumn TtpoMmbGoumtos (in vifro B UeNbHOH KpPOBH
qenomexka) W OABMNKY. TeM He MeHee, CBA3L [OBBIUCHHBIX NOKATLHLIX KOHICHTPAIHHA
ANEHOIHNA C KIHHAYECKHMH HCXONaMH (HanpuMep, nokasarens 3a60/1BaEMOCTH H CMEPTHOCTH)
HE JIOKA3AHA.

DapmMakoIHHAMHKA

Havano oeucmeaus

V nauMeHToB €O CTaDHABHBIM TeueHHeMm Wuemuyeckol Gonewmm cepaua (MBC) ua dome
HPHMEHEHHR aleTHICATHIIIOBOH KucnoTh (ACK) THkarpeiop Haunsact GmcTpo seficThoBaTS,
9T0 MOATBEPHIACTCE PEIY/IBTATAMM ONPENENEHHS CPEIHEr0 3HAYEHHS HHTHOMPOBAHHMA
arperanuys TpombGounTos (MAT): wepes 0.5 waca nmocie npuema Harpy3ouno#d nossi 180 mr
THKarpenopa cpeaee snadenne MAT cocramnser npumepso 41%, MakCHMANbHOC 3HAYEHHE
UAT 89% nocruraercs yepes 2-4 gaca nocie NpHeMa Mpenapara i NoJICPAHBACTCR B TCHECHHE
2-8 yacos. ¥V 90% nanmenToR OKoHuYaTenbHOC 3Hayenne MAT Gonee 70% socturaerca vepes 2

Yaca nocne NpHeMa npenapara.



Koney oeticmsur

[lpr nnanwpoBammy  aoprokopoHapsoro wyntuposarus (AKI) puek KPOBOTCHCHHH
BO3PACTAET, €C/TH MPHEM THKAIPEIOPA NPEKPAIIAIOT MeHEe, YeM 3a Y6 JacoB 10 1POUEYPhL.
Jlannwie 0 nepexode ¢ 60HO20 npenapama xa Opy2oi

[Tepexoa ¢ Kaonmuaorpena 75 Mr oIMH pa3 B CYTKH Ha npenapar Bpraunra® 90 Mr 1sa pata B
CYTKH MPHBOJHT K yBEAH49eHuI0 abcomoTrOro JHavenus UAT Ha 26,4%, a HIMEHCHHC TCpanuy
C THKArpenopa Ha KJOMHIOTPEN OPHBOAMT K CHIGKEHHIO abCoMOTHOIO IHAYCHHA AT na
24.5%. MOXHO MEHATH TEpanHio C KJHONWiOrpena Ha THxarpenop 0Oe3 npepeiBanii
anrTpoMBoTrucckoro pdexra (em. pazaen «Cnocod NPHMEHEHHA H 036D ).

Krununecxaa s¢phexmusnocms u Hezonachocms

Heeneoosanue PLATO (ocmpsiit Koponapusii cunopom)

B uccacaopanwn PLATO yuactsosaro 18624 nauments, y KOTOPHX 3a nocieaxue 24 waca
PAIBHAMCH CHMITTOMBI HecTabHaABHONR CTeHOKAp/HA, HEbapKTa MuoKapaa Ge3 moabeMa CerMenTa
ST nwan undapkra MHOKapJa ¢ NoabeMoM cermenta ST B KOTOphIE NEYHITHCE KOHCCPBATHEHO,
HITH TIOCPCACTBOM 4PeCKOXHOTO KoponapHoro smemarensersa (YKB). wm AKIIL Ha tone
exeanesnoit Tepanun ACK Takarpenop 90 Mr Ba#JIsl B CYTKH CPABHHBAICH C KIONKAOTPEIOM
75 MI' B CYTKH B OTHOICHHH H3)HEKTHEHOCTH B IPEAYIPEAICHNH PA3BHTHA KOMOHHHPOBAHHON
XOHEYHOH TOUKH CEPACHHO-COCYAMCTOH cMepTH, MHpApKTa MHOKApAa WM WHCYTBTA 38 CHET
RIHAHAA HA YACTOTY CEPACHHO-COCY IHCTHIX CMEPTCH M HHDAPKTOB MHOKAp/A.

Heeneoosanue PEGASUS (ungpaprm muoxapoa & anamuese)

Hceenenopanne PEGASUS TIMI-34 ¢ yvactem 21162 nausenToB NpOBOAMIOCH JUIA OLCHKH
npogHAAKTHKH aTepoTPOMBOTHYCCKHX OCIIOKHEHHH NPH NPHMEHEHHH THKArpeaopa 90 mr aBa
paza B CyTKH Wi 60 Mr 183 paza B CYTKH B KOMOHHAIMN ¢ HH3KOH 030l ACK no cpasneniio ¢
sororepanueit ACK y nauuentos ¢ HHQapKTOM MHOKAp/Ia B AHAMHEE.

B Hecneoranie BKNMOYATH NaHeHTOB 8 Bospacte S0 jieT u crapiue ¢ MudapKToM MHOKap/a B
asaMHese (B Tevenne 1-3 €T 10 PARHAOMHZAINAK), H ¢ KK MHHHMYM, OJHHM H3 CICIYIOUHX
(hakropos pHcka paisHTHR atepotpomGosa; sospact > 63 net, caxapusii amabet, TpeOylommi
ICKapPCTBCHHON TEPANTHK, BTOPO NpemectByIONMiA HHGApKT MMOKApA, NOXTBCPAICHHOE
MHOIOCOCYJIHCTOE TIOPAAEHHE KOPOHAPHBIX ApTEPHH WIH XPOHHHCCKOS HapymeHHE yHKIMH
MOYEK HeTCPMHHAILHON CTAIHH.

[Mpenapar Bpuansra® 60 wmr asa pasa B cyrxs u 90 Mr sa pasa B cyTxH 8 komOuraumy ¢ ACK
Gbut ddexTHEEH B TPEAOTBPALICHHH ATCPOTPOMOOTHYECKHX OCIOKHEHHH (KOMOHHHPOBAHHOM
KOMEYHOH TOYKH CEpACYHO-COCYAMCTON CMEpPTH, HA(ApKTa MMOKapia H HHCYILTa), ©
NOVIEPAAHAEN TOCTORHHOTO >(pdexra TEpanHi B TEUCHHE BCEIO NEPHOA HCCICAOBANHA, HTO

MPHBOJIAIO K CHHACHMIO oTHocHTeassoro pucka (COP) na 16% u cHmxenuio abcomoTioro
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prcka (CAP) na 1.27% npu npumenennn Txarpenopa 60 Mr u cmnkennio COP wa 15% u CAP
Ha 1,19% npu npumeresrs THRarpesopa 90 mr.

Ilpr conocrasumol fdexTusnocTn THrarpenopa 90 mr u 60 Mr JyqUIHe NEPEHOCHMOCT: H
npoduns 6e30MacHOCTH B OTHOMICHHH PHCKA PAIBHTHA KPOBOTEHCHHA M O/ILIIKH NOKasal
Tukarpenop 60 mr.

lMpenapar Bpummira® 60 Mr jaBa pala B CYTKM CYIIECTBEHHO CHHARI [EPBAYHYIO
KOMOHMHPOBAHHYIO KOHCYHYI) TOYKY CEpPACYHO-COCYAMCTON CMEpTH, HHpapKTa MHOKapaa M
WHCYNBTA, CO CHHKCHHOM Kaxaoro ee komnomnenta: COP cepaedHo-COCYJMCTOR CMEPTH Ha
17%, COP undapxra muokapaa xa 16% u COP nncynsta na 25%.

Tuxarpenop 60 mr B xomGunamnu ¢ ACK  cHxkan 4qdcno cryvacs CEPACUHO-COCY IMCTOR
CMEPTH H CMEDTH OT BCEX IPHYHH, XOTH CTATHCTHYECKAR IHATHMOCTD He ObLIA NOCTHIHYTA.
IdvpexTusHocTs npenapara bpuwiunra® 60 Mr Ba pala B CYTKH ObU1a NPOJIEMONCTPHPOBAKA ¥
PasTHYHEIX TOATPYIN NAUMEHTOR, HE3ABHCHMO OT MECCHI Tela, Noja, AHAMHE3A, PErHOHA, H HE
JABHCHT  OT  TPHMCHCHHR  JPYTHX  CEpACHHO-COCYJMCTHIX  CPEJICTR,  BKIIOYAR
MHOONHIHAEMHYCCKHE  LIpenaparsl,  Oera-anpeHobnoKaTophl, HHTHOMTOPH  AHTHOTCH3IMH-
npeppamaomero depmenta (HATID), anTaroHncThl peuenTopos anrsotensuna I1, droxarop
(MEUIEHHBIX? KATBIMCBHIX KAHANOB, HATPATH H HHrHOMTOPE! IPOTOMHOH MOMIE! (CM. pasaca
« BsaumoJieficTBHE C APYTHMY JCKAPCTBEHHLIME CPEICTBAMMY ).

Heeaeoosanue THEMIS (umemuveckan Gonesns cepoua u caxapnstit ouabem 2 muna)
Heeneposanwe THEMIS ¢ ywacrmem 19220 npanmeHToR [POBOJHAOCE [UIX  OHCHKH
npodrrakTike areporpoMOoTHYCCKHX COOLITHA NpH NPHMCHCHHM Npenapara Bpumnra® B
komGuHamy ¢ nr3Koi A030i ACK no cpasnenwio ¢ monotepanueit ACK y nauuentos ¢ UbC u
caxapuem Araberonm 2 Tana (CI12).

B neeneionanie BRIOYANH TAHEHTOR B poipacte S0 zet u crapie ¢ UBC, onpeneaseMol kax
YKB B anampese (58% nonyamumn wccaesosannus) wnn AKI B anavuee (29%), wim bea
KOPOHAPHON PEBACKYNAPHIAIHM B AHAMHE3IE, HO C AHIHOTPAQUUECKH NOJTBEPAICHHBIM
cTeHO30M npoceeta > 50% ne menee | koposapHo#d aprepun (20%), n ¢ CJI2, momyuasumx
TCPANTHIO THIOITIHKEMHYECKHM MPEeNapaToM HE MeHee 6 MecsileB JI0 HA4ana HCCIeN0BAHWA.
TanmenTos ¢ KH(APKTOM MHOKEPAA HIIH HHCYJIETOM B AHAMHCIC HC BKIIOYAIH B HCCICA0BAHHE.
B ofmeit nonynsumm wecaesosanus THEMIS npenapar Bpuiuuta® 1Ba pasa B CYTKH B
xombunamme ¢ ACK Guur »pextusen B npoduraxtike areporpoMGOTHHECKHX CODMTHHA
(KOMOMHHPOBAHHAR KOHEYHAA TOYKA: CepPAENHO-COCYAMCTAd CMepTh, WH(pApKT MHOKapaa M
HHCYALT) 10 cpasHennio ¢ ACK: otnowenne pucxos (OP) 0,90 (95% nosepureabHbii HHTEpPBAN
(JIW): 0.81, 0,99, p=0.0378), uro cootsercrayer COP Ha 10% u CAP na 0,73%. Sddext Gnin
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OBYCTOBICH CHWKEHHEM OTACIHBHBIX KOMIIOHEHTOB KOMOMHMPOBAHHOH KOHCUHOH TOWKH,
uHdapkTa MHOKApaA K HHCYIBTA, 622 PAsTHYHA B OTHOIEHHH CEPAEYHO-COCYIMCTOH CMEPTH.

YV naumentor wuccnenosanus THEMIS, nepesecumx YKB (n=11154), Tepanus npenaparon
Bpumnma® B kombumausn ¢ ACK no cpassenmio ¢ mosorepanuedt ACK npusoiwia x
npodunaxTuke  areporpoMGoTHuecknx  coObTHA  (KOMOMHHpOBAHHER KOHEUHaR TOHKA:
CEPACMHO-COCY AHCTAA CMePTS, HiapkT Muokapaa i mucyanT): OP 0.85 (95% JIH: 0,74, 0,97
HOMHHATBHOE Hagenwe p=0,0133), uto coorsercreyer COP ua 15%, CAP na 1,19% ¢ Gonee
GAaronpHATHHIM COOTHOUIEHHEM TNONL3a-PHCK, 4eM B OOWIECH MONYJISIHH HCCHCAOBAHHA
THEMIS. Tlpu tepanun npenapatom Bpuimmta’ B xomOunaman ¢ ACK no cpabHCHHIO C
monorepanieli ACK GLino 3aperncTppoBano Mensine CoObITHIA JUId KaAZ0r0 H3 KOMIOHEHTOR
KOMOWHMPORANHON KoHewHo# TOMKM (cepiesno-cocymucTar cMeprs: 174 (3.1%) npotus 183
(3.3%), OP 0,96 (95% JIX 0,78, 1,18); undapkr muoxapaa: 171 (3,1%) npotus 216 (3.9%). OP
0,80 (95% JTM 0,65, 0.97); mucynst: 96 (1,7%) npotre 131 (2,3%), OP 0.74 (95% JIN 0.57,
0.96)).

Jdupext Tepanuu npenapatom bpumunra® GhUl CONOCTABMM B NOAIPYNNAX NALKCHTOB
cOPMHPOBAHHBLIX HA OCHOBAMHH XaPAKTCDHCTHK DALMEHTOB, BIMIOYAS Maccy Tena, Mo,

METHIHHCKHIE aHAMHE3 H reorpaduyeckiil peruoH.

DapMaKOKHHETHKA

THKarperop AEMOHCTPHPYET JIHHEHHYIO (apMaKOKHMHETHKY, W SKCHOZHIMR THXKArpenopa w
axTHeHOro MetabonuTa (AR-C124910XX) npuMepHo NponopuHoHAiLia A03e BIaoTs 40 1260
MI,

Abcopbyua

Tuxkarpenop Guictpo abcopbupyercs ¢ Meamanoi T npumepno |5 waca. DopMmupoBaHHe
OCHORHOTO IHpKyIHpyiomero B kposu Merabomura AR-C124910XX (raxxe aKTHBHOTO) W3
THKAIPEOPE NPOMCXOJHT ObicTpo ¢ MeamaHoi Tuww npuMepno 2,5 waca. [Tlocne npuema
watomax Tukarpesopa B a03e 90 Mr Cua coctasager 529 ur/mn u AUC — 3451 ar®wma,
CoorHomeiue Cmee # AUC wmeraBonmra ® THxarpenopy cocrasaser 028 u 042,
COOTBETCTREHHO.

Cpeanaa abcomorHas GHOZOCTYNHOCTE THKArpenopa coctapnger 36%. TlpueM XHPHOH nHuM
MPHBOIMT K moBbumenmio Ha 21% AUC Tuxarpenopa u camkehHuio Ha 22% Cpe BKTHBHONO
metabonura, HOo He BamAeT Ha Cpw THxarpenopa wim AUC aktmesoro merabonwra. i
HEDOBITHE HIMCHCHHA HMEKT MHHHMAILHYIO KIHHHUCCKY IO SHAYHMOCTL, TO3TOMY THKArpeaop

MOIKHO HA3HAYATL BHE 3ABHCHMOCTH OT NPHEMA [MTHIIH.
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THKArpenop B BHJC CYCTCH3HM HIMETLYEHHBIX TabneToK B NHTLEBOH BOJE, IPHHATON BHYTPSL
MM BBEJCHHON B METYJOK 4epe3 Ha3OracTpANLHLIA 30H1. DHOIKBHBANCHTCH THKArpesiopy,
APHHATOMY BHYTph B BHae TabaeTox mpenapara Bpumura® (AUC # Cuu THKarpenopa u
axTHeHOro MeraboauTa B auanazone 80-125%). B cayuae npuema CyCNeHIHH NepBOHAYANLHAR
ykenozums (depes 0.5 u | wac nocne npuema) ObiTa BBIC, YEM NPH NPHEME THEArpeaopa B
pune rtaGneTox npenapara Bpuamwra®, WO B jasesedmenm (o1 2 g0 48 wacos) npoduib
KOHUEHTpalKi OB NPAKTHYCCKH OIHHAKOBBIM.

Pacnpeoenerue

OfBeM PACTIPENEIEHHS THKAIPEIOPa B PABHOBCCHOM COCTORNME cocTasiset 87,5 . Tukarpeaop
¥ aKTHBHBIH MeTabOIHT AKTHBHO CRAILIBAIOTCS C GenkaMi nuiaaMel kposH (> 99,0%).
Buompancghopmayus

CYP3A4 spnfercs OCHOBHEIM H30(EPMEHTOM, OTBEYAIOMIMM 38 METabOMHIM THKAIPeIopa
dopMHpoRaHHe AKTHBHOTO MCTAbOIMTA, M HX BIAMMOJICHCTEHA C APYIHMH CyGCTpaTamy CYP3A
BAPBMPYIOT OT AXTHBALAH 10 HErMOHpoBanus. THKAIPENOp H AKTHBHLI METAbOTHT RRIAIOTCA
cnabpiMu warnbuTopami raukonpotenta P (P-gp).

OcroBabiM MeTabosmrom THkarpenopa ssiagercs AR-CI124910XX, koTopeifl Takke aKTHBCH,
9TO TOMTBEPAJIACTCA PeryNbTAaTaMu OUCHKH ceaswBanns ¢ P2Y peuenropom AJl®
TpoMBouHTOB in vitro. CHCTEMHAR IKCHOIMIMA AKTHBHOTO METAbOIMTA COCTARIAET MPHMCEPHO
30-40% o1 IKCNOZHIHHA THKAIPEIopa.

Bugeoenue

OCHORHOH NYTL BLIBEICHHA THKAIPENOpE — dYepes meucHowHbl Metabomuam. [lpn eeeaenun
MEYEHHOTO HIOTONOM THKAIPENOpd B CPEJHEM BHUIEARETCA NMPUMEPHO 84% paiMoaKTHRHOCTH
(57.8% ¢ dexanmami, 26,5% ¢ MovoRt). BriBeieHHe THKArpeIopa M aKTHBHOrO MeTaboIHTa ¢
Moot cocrannser Menee 1% mo3p. B OCHOBHOM aKTHBHbLIA METADOMHT BLIBOAMTCA C KEMYLIO.
Cpestuii Neproa NONYBLIBEACHHA THKAIPENOPa K aKTHBHOTO MetaboiuTa coctapian 7 # 8.5
4acoB, COOTRETCTRERHO.

Ocofivie nonyasiyuu nayuenmos

Toxcursie nayuenmes

V noxuasx nanuenTor (B pospacte ot 75 aer w crapme) ¢ OKC ormedena Gonee BRICOKaR
axcnonmaa Tararpenopa (Copw # AUC npamepno na 25% Bbillie) W aKTHEHOTO merabonuTa no
CPABHCHHIO © MOIOABIMH NAUHEHTAMH. ITH PasIHYHA HE CHHTAIOTCH KITHHHMCCKH THAYHMBIMH
(e, pasaen «Cnocod npuMEHEHHS B 035D ).

Jemu

He nposoarnacs onenka THKarpesopa y aered (em. paaaen « [Iporusonokazanus ).
Hoa
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Y KCHUMH OTMeYeHa Gonee BHICOKAR IKCIOHIMA THKATPEJIOPA M aKTHRHOrO Metaboaura mo
CPABHEHHIO C MYAKUHHAMN. ITH PAVUTHYHR HE CHUHTAIOTCH KNIHHHYSCKH SHATHMbIMH.

Hapywenue hynxyuu novex

IKCHOIMIMA THKATpeNopa NpUMepHO Ha 20% Hike, a ero akTHBHOIO MeTaboNHTa PUMEPHO Ha
17% BbNE Y NANHEHTOB C HapymchueM OQYHKIMH TOYCK TRAKCJIOR CYCNeHH (KIHpEHC
kpearHHEna < 30 MA/MHH) 110 CPABHEHHIO C NAIMEHTAMH ¢ HOPMATLHON (yHKUWEH noYex.

V NanMeHTOR ¢ TEPMHHATLHON MOYEUHOH HCAOCTATOYHOCTBIO, HAXOARIIMXCA HA IEMOAHATHIC,
AUC #u Cpg npenapata Bpumauta® 90 mr, noayuewnoro B acub Oes awanwsa, OGbuin
CODTRETCTBEHHO Ha 38% M 51% REIDE 10 CPABHCHMIO ¢ NAIMEHTAMH ¢ HOPMAILHOH QyHKIHEH
noyek. Cxoee yBETHUCHHE KCNOIHIMH OTMEYCHO NMPH NPAMEHEHHH nperapara bpumuata”
HENOCPEJACTRENHO Nepel IHATNIOM, NOKA3HIBAA, 4TO npenapar Bprimia® He AHATH3IHPYETCS.
IKCNOMUMA AKTHRHOrO MeTaboMHMTa YBCIMYHMBANACH B MEHBUCH Crenend. Y NalMeHTOBR C
TCPMHHATLHOR NOYEYHOH HEJOCTATOMHOCTHIO RIMAHHE Npenapata bpuaenra® na UAT ne
JABMCEA0 OT JHANM3A # ORINO GHANTOTHYHO HAOMIOJaeMOMY Y NAUHMEHTOB C HOPMANLHOW
byuxume#t nogex (cm. pazaen «Cnocol NPUMEHEHHA H 03B ).

Hapywenue ghynxyuu nevenu

Cone # AUC THKarpesiopa 6summ na 12% u 23% Bhillle Y NAIHEHTOR ¢ HAPYWEHHEM DYHKUMH
NeYeHH ACrKOil CTCNCHM M0 CPABHEHMIO CO 3MOPOBHIMH AOOPOBOJIBLLAMH, OJHAKO BIMAHHE
npenapata bpuanura® sa MAT Gwino conoctapumeim B obenx rpynnax. He Tpebyercs
KOPPEKIHH 1035 NMPCNAPETa Y NANHEHTOR ¢ HApYIICHHEM (DYHKUHH NCUCHH JIETKOR CTEncHH
TakecTH. He MPOBOMMAMCH HCCIE/I0BAHAS THKATPEIOPE Y NAUHENTOB ¢ HapYUICHHEM (yHKIHN
MEYeHH TAACN0N CTENeHH, M OTCYTCTBYET HHGOPMAUMA O napamerpax (papMaKOKHHETHKH Y
MAIMEHTOR C HapymenueM OQYHKUMM [IEYEHH CpPEJHed CTCHCHM TAKECTH (CM. pasjiednl
«Tporssonokazanusy, «Cnocob npumeneHna # A0 B «Ocobrie yKasaHuay ).

Imuunecxue 2pynnii

Cpeanas SHOAOCTYNHOCTS NpenaparTa y NauHeHToB-a3uatos Ha 39% Bblllle, YeM Y MaluHCcHTOR-
eBpONCONIoR. BHOJOCTYIHOCTL THKarpeaopa Obiia Ha 18% HHAC Y NAIMEHTOB HETPOMIHOH
PACH M0 CPABHCHWIO ¢ NAUMEHTAMH EBPOTCOHIHON PACHL, & B HCCACJAOBAHMAX KIHHHYECKOH
papmakonorun xenosnmns (Cume # AUC) THxarpenopa y snonues Gsuia npumepro nva 40%
(20% nocie KOPPCKIMH HA MACCY TENa) BHINE, 9eM Y CBPONCOMAOB. FKCIOZHIHA ¥ MAUHEHTOB-

HCTIAHLIER WM JaTHHOaMepHKaHLeB Gbula CXOXCH ¢ TAKOBOH Y €BPOIICOHIOB.

IMokatanus K NPHMEHEHHIO

lpenapar Bpramnta®, TPHMCHACMBIA OJHOBPEMEHHO C AUCTHICANMUKIOBOH KHCAO0TOR,

MOKa3aH



o A npodQHIAKTHKH aTepoTPOMOOTHYCCKHX OCHOKHCHMH Y B3POCILIX MALHEHTOB ©
undapkToM MHMOKapaa B asamHese (MHGApPKT MHOKapaa MepeHeceH OJMH roj W Gonee
HA34J1) ¥ BEICOKHM PHCKOM GTCPOTPOMBOTHHECKHX OCIOKHERH!

o 0% MpOQHIAKTHKH &TepoTpOMBOTHYECKHX OCTOKHCHHA Y NauueHTon B Boipacte 50 aet
M crapme ¢ wmemudeckod Gonensio cepaua M caxapHsiM aMaberom 2 tuna, Ges
uadapkTa MMOKapaa M (HIH) HMHECYILTA B A&HAMHT3IC, [CPCHECUIHX YPECKOKHOC

KopoHapHoe BMernareascTro (YKB).

[IporuBonoxkaianus

[lopuennas YYBCTBHTCABHOCTH K THKAIPEIopy MM moboMy BCIOMOTATEILHOMY
BEIIECTRY Npenapara.

AKTHEHOE NATONOIHYecKoe KPOBOTEUCHHE,

BHYTPHYEPENHOE KPOBOHUIHAHHE B AHAMHC3IC.

Hapymwenne QyHKiny nedend Tkenoi cTeneHH.

COBMECTHOE NPHMEHEHHE THKArPEIopa ¢ MOUTHBIMK HHIHOHTOpamy uiodepmenta CYP3IA4
(HANPHMED,  KETOKOHAIONOM, KNAPHTPOMHLHHOM, HE(a30A0HOM, PHTOHABHPOM H
ATAZAHABHPOM ).

Jlerckuit sospact 20 18 zer (B CBAIM C OTCYTCTBHEM JaHHBIX 00 >(eKTHBHOCTH H
6C30NACHOCTH IPHMEHEHRS Y NAHHOR IPYNILI NAHCHTOB).

BepeMEHHOCTD ¥ NEPHOJ FPYIHOID BCKAPMIMBAHHA.

C 0CcTOPOKHOCTEIO

[lpeApacnionOXEHAOCTE K PRIBHTHIO KPOBOTEYEHHA (HAmpHMep, B CBA3H C HEQEBHO
NONYHMEHHON TPABMOM, HEIABHO NPOBEIEHHOA onepanseH. HAPYICHHAMM CBEPTRIBACMOCTH
KpOBH, HapymeHHeM (yHKUMH MNCYCHM CpeiHedl CTeNeHHM THKCCTH, AKTHBHBIM HIH
HEJABHHM KEYA0YHO-KHIICYHBIM KPOBOTEYEHHEM ) HIIH MOBLIICHHBIH PHCK TPABMEL
ConyTcTBYIOIIas TCPanus MPENapaTaMy, NOBLINAIIMME PHCK KpOBOTEYeHHH (T.e.
HECTEPOHIHBIC NPOTHROBOCHIATHTENLHEIE NPENaparhl, MNCPOPAILHBIC AHTHKOAIYIAHTH
w/nmn GUBPHHONHTHKN) B Tedenne 24 4acoB 70 mpueMa npenapara Bpuianta®,

Panee nepenecenini HINEMHYCCKHA HHCYILT NPH JUIHTENLHOCTH Tepamiud Goaee OJHOI0
roaa (Juis NaHeHTOB ¢ HHGAPKTOM MHOKApIA B AHAMHESE).,

ManmenHTrr ¢ HapymeHueM QYHRKIMHM IEYEHN CpeIHed CTeTICHH TIKCCTH.

[laumenTss C  PHCKOM  pasBHTHA  Opaamkapaue  (Hanpumep. mamumeHTel  6e3

INCKTPOKAPAHOCTHMYIATOPA c CHHAPOMOM cnabocTH CHHYCOBOIO yana,
arproseHTpuKyasproit Grokanolt 2-oif wim 3-eit crencHM, 0GMOPOKOM, CBA3AHHBIM C
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OpaMKkapiMei); COBMECTHOE NPHMEHEHHE C (penaparamMd, CrnocobHLIMH  BHI3BATH
Gpamnkapamio (cM, paiaen «Ocobbie ykazaHndy ).

o [launenTsl c GporxBanbHOM aCTMOR H/MIH XpOHHYECKOH 0GCTPYKTHBHON GOJIC3HBIO IErKHX
(XOBJI) B anammese.

e [lauMenTsl B Bo3pacTe 735 NET W CTAPIIE: NALMCHTH C YMEPEHHOR HIH TRKEIOH MOUCHHOA
HEJIOCTATOMHOCTRIO, MAIMEHTH, [MOTYHAIONIHE TCPANHIO AHTArOHHCTAMH  PEUCHITOPOR
anrnoreninna Il

o  [lanMenTsl C rRNEpypHKEMHEH MK NOJATPHICCKHM aPTPHTOM,

e Conyrcreyiomas TepamHs JHTOKCHHOM; MOUIHBIMK WHIMOHTOpaMu ramxonporenHa P ou
YMEPEHHBIMH HErHOHTOpaMi wiodepmenta CYP3IA4 (nanpumep, sepanaMuil M XMHHIMH);
CCACKTHBHBIMH MHIHOKTOpaMH oDpaTHOrO 3aXBaTa CCPOTOHHHA (HANpPHMED, MAPOKCETHH,
CepTPANHMH W LMTAIONPAM). lIpenaparaMM, BIHAOMHMH Ha remocras (oM. pasaen

«B3auMoaeHCTBHE ¢ APYIHMH JICKAPCTREHHBIMH CPECTBAMMY ).

[Ipumenenne B nepsoa HEPEMEHHOCTH H IPYAHOI0 BCKAPMIHBAHMA

Henwpoum penpooyrmuenozo 803pacma

JenmmnaM penpoAyKTHBHOTO BO3PAcTa CAEHyeT HCNONLIOBATH COOTBETCTRYIOUIME METOIM
xouTpaneniwy, 9Tobu mibexars GCPEMEHHOCTH BO BPEMS TEPAIHH TPCIAPATOM BprannTa”.
bepemennocmsn

JIanHBIE 0 NPHMEHEHHH THKArpeiopa y GepeMCeHHBIX KCHIHH OTCYTCTBYIOT HIH O paHHYEHLL

B HCCACNOBAHMAX HA KMBOTHEIX THKArpeiop BLI3LIBAN HE3HAYHTENBHOE CHHKEHMC IPHOARKH
MACCH! TENA Y CAMOK, CHHKEHHE KHU3IHEeCnoCOOHOCTH HOBOPOAICHHOIO KHBOTHOTO H €r0 MACChI
Tena, jameienne pocra. Ipenapar Bpuinnta™ ne peKoMenZ0BaH BO BpEMA DepeMennocTH.
TTepuoo zpyORo20 BCKAPMAUSANUA

Jloctynusie GapMakoIHHAMAYECKHe, TOKCHKOIOTHYSCKHE JAHHLIC ¥ KHBOTHEIX MOKA3AM, Y10
THKAIPENOP H €0 aKTHBHLIE METabOIHTLI BRICTAIOTCH ¢ MOJIOKOM. He MoxeT BEITh HCKITIOUCH
PHCK JUIS HOBOPOMACHHOrOMaena. Pelnente o NPEKPAICHHH IPYAHOIO BCKApMIHBAHHA
WIH OTMEHE Tepanuu npenaparoM Bpimnra® HeoOXOQMMO NPHHMMATH ¢ YYETOM NONb3bI
IPYAHONO BCKAPMIHBAHKS 1% pedeHka H NONL3k! TEPAITHA [UIS MATepH.

Depmuasnocmn

Tuxrarpenop He OKAILIBAT BAHAHHA HA (PEPTHALHOCTE CAMIOB H CAMOK HKHBOTHBIX.

Cnocoll npumeHenns W 10361
Jlnz npuema suyTps. [lpenapar BpuaunTa® MOKHO MPHHHMATE BHE JABHCHMOCTH OT NpHEMA

TTHIIH.
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JI1s nauMeHToB ¢ 3AaTPYAHCHHCM TnoTaHMA TableTky mpenapara bpumanta® 60 Mr cneayer
HIMETLYHTE 0 COCTORHHA MEJTKOTO MOPOLIKA, PAIMEIIATE B TIONOBHHE CTAKAHA NHTLEBON BO/IKI
H Cpasy &e BRIIHTb NOMyHeHHYyI0 cycnenimo, OCTarku CMemars ¢ J0n0aHHTeNLHOH MOJIOBHROM
CTAKAHA NHTLEBOH BOARI M BHIMHTE MOTYYCHHYIO cycnenidio. CyCneH3uio MOKHO TaKae
BROANTH vYepes Hazoractpanbhbii soma (CH8 wmnm Goawwero pasmepa). Tlocae sseacHHR
CYCIEH3HH HEOOXOAMMO TPOMEITH HA3OTACTPANBHEI 30H1 ROJOH JUis TOro, YToOu Jos3a
NPENapaTa NOJHOCTRIO NONANa B AKCTY 0K NalHenTa,

Hozuposanue

[lepen HauanoM NpHMEHEHHA npenapata Bpumnta” (B komGumaumn ¢ ACK) nammenThl
JOKHBI IPCKPATHTH TEKYIIYIO AHTHAIPErAHTHYHO TEPanHio.

[aumenTsi, NpHHAMAIONIME Npenapar Bpuimeta®, JOMAHE CKCIHCBHO NPHHEMATE HAIKYIO
nojiepausaomylo  aosy ACK  (75-150  mr), ecam  OTCYTCTBYHOT criennduyecKne
NPOTHBONIOKATAHHS.

Hudpapxm smuoxapoa & anamnese

Maunentam ¢ undapkToM MHOKapaa B anamuese (MHQApPKT MHOKapaa NEPEHECEH OMMH roj |
Gonee nasal) He TpeOyeTCR HAIPY30YHAA 034 Tpenapata BpraniTa”, pEKOMEHIyeMan 1038 —
60 Mr JIBa paia B CyTKH.

PexoMenyerca JUIMTEIBHAR TCPAHA NpenapaToM Bpuaunta®, KpoMe crayuacs KIHHHYECKOH
HeoGXOAHMOCTH B JOCPOMHON OTMeHe npenapara (oM. pasnen «Mapmaxommsamukar). Onwr
NMPHMEHEHHA TIpenapara Bpumuura’ 60 Mr cBhOne TpeX NeT Yy MAlMEHTOB C uH(papKTOM
MHOKap/Ia B aHaMHE3Ie OTCYTCTBYCT.

[MaumeHTs MOTyT HAYaTL TEPAITHIO MPEHAPATOM Bpuauuta® 60 Mr /iBa paza B CyTKH YePE3 OJIHH
O/ noclie HHHApPKTa MHOKAPA, HE3ABMCHMO OT NPEIICCTBOBABIICH aHTHAIPEraHTHOH TCpanHH
M OT HANHYHA IEPEPLIBOB B TEPAITHH,

[NaumenThl, HauaBmme nprem npenapara Bpuanura® 90 mr sa paza s cytkn B nepnoa OKC.
4epes OHH NoJ MOTyT NPOAGIKMTE TEPANHIO NpenapaToM Bpuaunta® 60 Mr Ba pasa B CYTKH
bes nepepuiBos.

Hwemueckan botenn cepoya U caxapuniii ouabem 2 muna y RAyuenmos, hepenecuiux
UPECKONCHOE KOPORAPHOE EMEUAMETLLMEO

[Nanwentam 8 Bospacre 50 ner u crapme ¢ MBC n CJ12, Ge3 undapkra Muokapaa u (Win)

HHCYIbTA B asamuese, nepenecimn YKB, ne tpefyerca narpysousas no3a, pexkoMeHjyeMas
nosa — 60 Mr gea paia B cyTKH. PexoMeHIYETCH JUTHTEABHAS TEPATHA NMPEnapaToM Bpmmura"‘.
KpOME ClIyYaes KIHHHYECKOH HeoOXOAMMOCTH B JIOCPOYHOH OTMEHC npenapara (CM. pasacn
«DapMaxoIHHAMHK ).
lponyck npuema 003



Cneayer wiberats nepepsisos B tepanuu. [laument, nmponycTHBIME npHeM npenapara
Bpraunta®, J0O/KEH NPHAATL TONBLKO oHY Tabnerky 60 Mr (CACayOmad J03a) B HAMCHCHHOE
BpeMA.

lpexcoespemennas ommena mepanuu

MpexnerpemMensas oTMeHa MoOOH aHTHAIPEraHTHOH TCPAIHM, BKIIOYAR npenapar Bpunmrra“.
MOMKET MOBLICHTL PHCK CEPAEUHO-COCYHCTON CMepTH, HHdapKTa MHOKapIa HIM HHCY/ILTA B
pesyabtare ocHorxoro sabonesanus. HeoGxoaumo niberars NpeaIeBpeMEHHOro MpeKpalienia
NPHEMA Npenapara.

llepesoo na mepanuw

[lpn nepesoac NanMCHTOB HA Npenapar Bpuanura® nepeyio 03y CHEAyeT HATHAYHTH UCpes 24
4aca Mocie IpHeMa NMocHeaHeR 1036l APYroro aHTHAIPCIaH THOTO Npenapara.

Ocobple rpynnsl NanHeHTOR

Hoxcuwime nayuenmni

He tpebyerca koppekin 10361 (cM. payien « DApMaKOKHHETHKA» ).

ITayuenmut © napywenuem Gynxyuu novex

He TpefyeTcs XOppekTHPOBATE 03y NPENAPATa ¥ NAMEHTOR ¢ HAPYIICHREM (QYHKIHH 10YEK
(cM™. pazaen « DapMakOKHHETHKAY ).

Tayuenmst ¢ napywenuesm gynxyuu nevenu

He nposoamimuch Hecienosanus npenapara bpuaunra” y NAlHeHTOB C HapylieHHeM QyHKIMA
MeUCHH TRARCJIOH CTENEHH, NPHMEHENHE NPENapara y THX NAlHeHTOB NPOTHBONOKAAHO (CM.
payaen «[Iporusonokazanns» ). Hudopmanss o Tepanuy NaiHenToR C HAPYIICHHCM hynKiHn
nevYeHH cpeamedl creneH TikecTH orpandyena. He tpebyercs koppexiH 103k npenapara
NAIMENTAM C HapymenueM (DyHKUMM NEYEHM Jerkodl HWIH CpeAHel CreneHd (CM. pasaeisbl
«®apmakokuneTHKa), «OcobBIC YKazanus» ).

Hemu

Beromacwocte M bdexTHsHocTs nNpenapara Bpmammra® y jereit mnamme 18 et no

0A06PEHHOMY Y BIPOCIBIX OKAAHHIO HE YCTaHORIEHE! (CM. pasae) «[IpOTHBONOKaZaHHA) ).

[MoGownoe neiicrane

Kparkuii o630p npoduns HezonacnocTs

IMpoduae GesonackocTr npenapata BprunmeTta® OUCHHBAM B TpeX HCChcmoBanmax ¢aet 3
(PLATO, PEGASUS 1 THEMIS), sxmouasmmx Gonee 58000 nammuenton, W3 KoTophix Gonee
32000 npusuMans THKarpeaop (oM. pasaen «®Dapmaxonormyeckwe cpoicrsar). Hue

NPeCTABICHMN HEKCIATCIbHEBIE PDEAKIIHH, OTMEYABILHCCH B FTHX KIHHHYECKHX HCC/ICI0BAHHAAX.
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B uccnenosasun PLATO namueHtTsi, NOJyYaBIi#e npenapar BpummiTa®, Hame npexpamaig
TEPANHIO W33 PA3BMTHA HEXENATeThHBIX SRICHHA, 9eM NMALMCHThI, NI0TYHABIHE KIOMHIOrPEl
(7.4% no cpasrchmio ¢ 5.4%). B nccnegopanun PEGASUS vactoTa npexpamenss 1eHeHHS Hi-
34 PAIBHTHA HEXXENATC/IBHBIX SRICHHH OLINa BRI NPH NPHEME Tpenapata BprauaTa”, Yem npH
monotepanun ACK (16,1% s rpymme tuxarpeaopa 60 mr + ACK no cpassenmio ¢ 8,5% B
rpynne monotepanun ACK). B necnenosanun THEMIS y nannedToB, NEpeHECIIHX HKB,
YACTOTA NPEKPAIICHAR TEPAITHA H3-3 PA3BHTHA HEKCTATCALHBIX FBICHHHA COCTABHIA 21,3% npu
npHeMe Ipenapara bpummnta® B8 komGunammm ¢ ACK no cpasHesHK) ¢ 13.0% npu
moroTepanin ACK.

Haubonee 49acTo OTMCHABIIMMHCE HEKCNATCABHEIMH PEAKIHAMM Yy NAUNHEHTOB, NPHHHMABIIAX
THKArpenop, GLUTH KPOBOTEYEHHA W OJLIIKa (cM, paten «Ocobbie yKasanHs ).

CrMeoK HeACIATELILX peakuuii B pule Tabmiun

HexenarensHule  pPeakumu, OTMCYEHHBIE B KIMHHYCCKHX HCCICAOBAHHSX HIH - [pH
MOCTMAPKCTHHIOBOM TpPHMEHeHHH npenapara BprimuTa®, MAIOKEHL N0 KNACCY CHCTEMI
OPraHOB W YACTOTE PAIBHTHA M [IEPEUHCAEHB! B NMOPAAKE YOBIBAHHA CCPHE3HOCTH. Yacrora
Pa3BHTHA HEKEATENBHLIX PEAKIHH ONPENENRETCH € HMCTIO/NLIOBAHHEM CACTYIONMX YCAOBHLIX
ofo3Inavennit: ogens gacto (>1/10), wacro (21/100, <1/10), wedacro (=1/1000, <1/100), peako

(Z1/10000, <1/1000), ogens peaxo (<1/10000), HeyTOYHEHHOR JACTOTHI (HEBOIMOKHO OLUCHHTE

10 NONYHEHHEM JAHHEIM ).

Tabanua 1. HexeaareasHbie peaKumy 110 44CTOTE PATBHTHA M KJACCY CHCTEMB! OPranos
Kasce cucrem O4ens vacro Yacro ' Heaacto Yacrora
opranos . HEHIBECTHA

Jobpoxavecmeenubie, KpoBoTeyeHHs
FINOKAYECMBEHNEE U M3 onyxouH’

HEYMOVHEHHKBIE

HO80OBPATOSAHUR

(exaONaR Kucmn u

noxuNs)

Hapywenur co Kposonqcnnn, 'm
CMOPONBL KPOBU U CRAZARHBIE C cKan
auMcpamuieckou - sabonepaHHAMH TPOMBOIHTO
cucmembi ' kporu” NeHHYCCKaR

| mypriypa’

' Hapywenus co | ' Peakumn 1
CMOPOHE UMMYHHOU ‘ IHNEPYYBCTBHTE J
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| cucmemit LHOCTH, BK/TIOYAS
AHTHOHEBPOTHYE
CKWH oTex”
Hapywenus co I'unepypuxemus’ INogarpa/nogarps
emoponst obmena YecKHi apTpHT
GEUJECTNE U NUMAHUA
Hapywenus ncuocuxu CnyrassocTs
| COMAHHA
Hapywenus co Ionosokpy#enne, Buyrpuyepennoe, Llentpaisroe
CMOPORBL HEPEHOU obMOpOK, KpOBOHY/IHAHKE™ | anHO? CHA,
cucmeMbi ronosxas Honk BKITIOYEA
JiLIXanue
Yena-
| Croxca’
_ﬁdb}ucnm co Kposousananue
CMOPONK Op2ana B rnas*
IPEHUR
‘}Iapymcnux co Bepuro | Ymnoe
CMOpPOKBL Opeana KPOBOTEHEHHE
cayxa u
aAabupunmuwie
Hapyuwenus
Hapywerwsi co bpanuapuT
CMoponsL cepoya MHA®,
aTPHOBEHTP
HKYJIAPHAA
Haoxana®
Hapywenus co AprepHanbHas
CMOPONBL COCYOOs I'HOOTEH3HA
Hapywenus co Onwmka KposoTeuenus u3
cmopont Opranos
OnXameILHou JILIXATENLHON
CUCTNEMBL, OP2AHOS cHeTeMBt'
ZPYOHOU KIEMKU U
Cpedocmenus
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Hapywenus co Kenynouno- - Perponcpuronea A
CMopons | KHIIEYHOE nLHOE
HCERYOOUHO- KpOBOTEYCHME®, | KPOBOTEYEHHE
KUWEYHOZ0 mpakma JARapes, TOLUIHOTA,

JUMCTIETICHA, 3anop

- Hapywenun co MMoako#HOe HIH

CMOPOHBL KOXCU U KOXHOE
NOOKONCHIX MKAREN - kposoTeyenue’,

KOWHBIH 3YI1,

KOKHAaA Chillb
Hapywenun co Muinessne
CMOPONBL CRETEMHO- KPOBOTCHCHHA'
MbUUEYHON U
COLOUNUMERBNON
mxanu
Hapywenus co Kposoteyenue w3
CMOPOHEE NOYEX U MOYCBRIBOASAIIHX
MOYEEBIBOORUJUX myTeil
nymei
Hapywenus co Kpowr_éﬁérmc =
CMOPORB NOROEHIX W3 NOJIOBBIX
OP2aANOE U MOTOYNO oprasos*
aHcenesbl
Jabopamopusie u IMoswinenue n
UNCMPYMEHMANbHBIE KOHIICHTPRUHM
oannme KpeaTHHHHA B

xposn"
-Tpaa.uu, Kporoteyenne
UNMOKCUKAYUU U nocne
OCRONCHENUA MaHHITY AAHHA,
MAHURYARYUU TPaBMATHHCCKOC

kposoTedeHHe’

* HanpumMep, KpoBOTEYEHHE K3 ONMYXOIH MOUCBOTO My3hipd, H3 ONYXOTH AEay/IKa, H3 onyxomi

TOJNCTON KHIIKH.



15

" HanpEMep, NOBBINICHHAS CKIOHHOCTL K 00pa3oBaHHI0 KPOBONOJTEKOB, CIOHTAHHAR reMaToMa,
rEMOpPpardyecKuil Iuares,

© OTMEYEHO [IPH NTOCTMAPKETHHIOBOM MPHMCHCHHH.

4 npueencna vactoTa OTKIOHeHMH NabopaTopHbIX nokalaTesnedl (MOBHIICHHE KOHIEHTPALAK
MOYEBOH KMCIOTBI BBILE BEPXHEH IPAHHLLI HOPMBI OT HCXOJHOTO IHAYEHHA. KOTOpoe OBUIO B
npejenax HOPMBL WM MCHEC HHKHER TpaHHusl HOpMbl, [lOBRIIEHHE KOHUCHTPAIHH
kpearvimna > 30% OT HCXOAHOIO IHAYCHMR), @ HE YacTOTa COODUICHHH O HEXCTATCIBHAIX
ABICHHAX,

© HANPUMEP, KOHBIOHKTHBAILHOE, PETHHANLHOC, HHTPAOKYIAPHOE KPOBOHITHAHKE.

! HanpHMep, FMHCTAKCHC (HOCOBOE KPOBOTEYEHHE ), KPOBOXAPKAHEE.

¥ HanpHMCEp, MHHIMBAILHOE KPOBOTEYEHHE, PCKTATBHOC KPOBOTEYECHHC, KPOBOTCHCHAE H3 A3BM
AeITy/IKa.

" HanpHMep, MKXHMO3, KOKHAR FEMOPPATHS, NETEXHI.

' HAIIPHMED, TeMapTPO3, KPOBOH3ITHAHAC B MAILLILLY.

! HANPUMED, NEMATYPHSA. FEMOPParHyucCKui HCTHT.

' HanpuMep, BarMHATBEHOE  KPOBOTCHCHME,  IEMATOCHEPMHA,  MOCTMEHONAYIATBHOE
KPOBOTCHEHHE,

' nanpumep, yiums, TPABMETHUSCKAN FEMATOME, TPABMATHYECKOE KPOBOTEYEHHE.

™ re. CHOHTAHHOE, CBAZAHHOE C NPOLCOYPAMH MM TPABMATHYCCKOC BHYTPHUECPEIHOC

KPOBOH3THAHKE,

Onucanye HEXOTOPLIX HEKCTATC/ILHBIX PeaKiuii

Kponoreuenue
B nccneaopannsx PLATO, PEGASUS w THEMIS nenoas3osaaucs caeayloie Onpeic/eHHs

KPOBOTEYEHHR:

. Boaswoe Aemaisnoe yepoxcaouee musnu Kposomesenue no onpeoerenwo PLATO:
neranbHoe, HWIH moboe BHYTPHYCPENHOE KPOROHUIHAHHE, WIH KPOBOTEYCHHE B MOAOCTH
MEPHKApAA C TAMMOHANOW CCPMA; HAM C THIOBONEMHYCCKHM [HOKOM HIH TSKeENOH
apTepHanbHOR  runoTeHanell, TpebylomKe NPHMEHEHHA BA30OKOHCTPHKTOPOR/HHOTPOIHBIX
NPENapaTtos MM NPOBEJCHHS ONEPATHBHOIO BMCIIATEALCTRA, HIH  KIHHHYCCKH HBHOE
KPOBOTEYECHHE, CONPOBOAIAONICECH CHIKCHHEM KOHUCHTpaMK remoriobuna 6oace, Hem na 50
/11, win Tpaschysnei 4 win Gonee eAHHHI YPATPOLHTOR.

Tonwko ans necnenosanua THEMIS, B cayuae kposotedenns, cassannoro ¢ AKLL neranbnoe
KPOBOTCHCHHE WM MNEPHONEPALMOHHOE BHYTPHUEPCNHOC KPOBOTEYEHHE, HWIH NOBTOPHAS

ONEPAlMs NOCAE 3AKPLITHA Paspe3a NpPH CTCPHOTOMHH 1A KOHTPONA KPOBOTCHCHHA, HIIH
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TpanchyIHA =5 CAMHHI UCARHON KPOBM WIH IPHTPOLHTApHOH Maccs! B Tedenwe 48 u.
(tpancdysus ueper cucremy Cell Saver me Oyjner yUYWTHBATECA NPH pacucte Mpenaparos
KPOBH ), HIH BhIICIEHHE 3 ApeHaxHOi nueBpaabHoit Tpy6ku >2 1 B Teyenne 24 4.
. Boavwoe unoe xposomenenue no onpeoerenwo PLATO: ghiinBaionee CymecTBCHHYO
HEZIeeCcnocoDHOCTL MAlMEHTd, WM KIMHHYECKH SBHOC KPOBOTCHCHHE, CONPOBOXIAIOMICCCH
CHHACHHEM KOHHEHTpammH remornobusa wa 30-50 r/n, wm Tpaschysuwed 2-3 eaunui
IPHTPOLIHTOB.
. Manoe xposomevenue no onpeoenenuio PLATO: 1pebyer MeAHIHHCKOrO BMEMIATENECTBA
J1% OCTAHOBKH MIIH JIeYeHHS KPOBOTCUCHMHA.
. Boaswoe — kposomesenue no onpederewwo TIMI:  nerarsnoe, Wi moGoe
BHYTPHHMEPENHOEC KPOBOHUIHAHHE., HWIM KIHHWYCCKH NBHEIE NPHIHAKH KPOBOTEYCHHN,
CBA3AHHOIO CO CHIKEHHeM Konuentpaumn remoriaobuma wa 50 r/n wmm Sonee, WK, ecnn
JAHHBIC O FeMOTA06HHE OTCYTCTBYIOT, TO CHHKCHHE reMartokpuTa Ha =15%.
Tomsxo ans ueenenosanua THEMIS. B cioywae kposoreyenna, caasannoro ¢ AKII: reramnoe
KPOBOTCHYCHHC WIH MCPHONCPAHOHHOE BHYTPHYEPCNTHOC KPOBOTEYEHHE, MM MNORTOpHAA
OTEpPAlHA 1IOCHC 3AKPHITHA pazpesa [pH CTCPHOTOMHH JUIA KOHTPOIR KPOBOTCHCHHMA, HIH
TpanichyIns =5 COMHHI UEALHON KPOBH WIH OPHTPOLMTAPHOH Macchl B TeucHue 48 4.
(tpascy3us uepez cucremy Cell Saver we Oyaer yUMTHBATLCA IPH pacycTe MpCnapaTos
KPOBH ), HIIH BLIIENICHHE B3 APCHAKHON neBpankHoil TpyOku =2 1 B Tevenne 24 4.
. boavwoe unoe kposomevenue no onpeoerenuro TIMI ne neTanbHOE, HE BHYTPHUCPCITHOC
Bostkinoe xposoTedenne no onpeaencunio TIMIL
. Manoe xposomevenue no onpederenwo TIMI KIHHHYCCKH ABHOE KPOBOTCHCHHMC,
CONPOBOAAIONICECHE CHUACHACM KOHUCHTpaIM remoriobana na 30-50 r/a.
Tomsko ans wmccnenosamms THEMIS, Mawoe xposomevenue no onpedexenwo TIMI
KIMHHYECKH ABHOC KPOBOTCHCHHC, CONPOBOXKIAIOMIEECA  CHHKCHHCM  KOHUEHTpALHH
remornobusa ua 30-30 /a1 WM cuwxenweMm remarokpura ua =210% go <15%, wiM np
OTCYTCTBHH HabmoaaeMoll KPOBONIOTEPH, CHHACHHC KOHIECHTPAIHH remornobuna wa =40 rin
HIIH CHIKEHHE reMaToKpuTa Ha >12%.
. Kposomeuenue, mpebyioujee Meouyunckozo emewameincmea, no onpeoerenwo TIMI
TpefyeT MCAMIMHCKOTO BMCINATENLCTRA HIH NPHBOIHT K MOCITHTAIM3ANMK, HIH HEOTIOKHOMY
00caeI0BAHKIO.

. Jemansnoe xposomeuenue: NPHBOAKT K CMEPTH NAIMEHTA B TeucHHe 7 aHed.

Jlannwe o cayvasx xposomevenuii 6 uccreoosanuu PLATO (oyenxa no Kanan-Meiiep (%) x 12

MeCRYY)
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BpwiMHTa" B KIONHAOIPEN HE PANTMHATMCH N0 YacTOTe GOILITHX KPOBOTEYEHHH B HENOM NO
kpurepuam PLATO (11.6% m 11,2%, COOTBCTCTREHHO), JNETATLHBIX/YTPOKAIOUHX AKHIHH
kposoteucHuit no kpurepusam PLATO (5,8% B obenx rpynnax). Oanako 4acToTa COBOKYNHOCTH
DONLIIHX B MAILIX KposoTeyeHuit no kpurepuaM PLATO Gpuia Bhille B rpynne THKAIrpea0pa
(16,1%) no cpasrenmio ¢ xionuaorpeion (14,6%, p=0.0084). OTMCYCHO HECKONLKO CIydacs
neransHoro kpoportesenns: 20 (0.2% naudentor) B rpynnme THkarpesopa w23 (0,3%
NAUMEHTOR) B IPYIINE KIONKAOIPEna.

Bospact, moj, Macca Tena, ITHHYECKAs TPHHALICAHOCTh, Teorpaduueckuit  PErHoH,
comyTcTylommMe  aboncBaHus,  CONMYTCTBYIOMIAR  TCPAMA,  anamies,  BRIOYad
NPEIECTEYIOMMI HHCYABT M TPAHIHTOPHYIO HINEMHUYECKYIO ATaKy, HE RIHAIH Ha HacToTy
GONBITHX KPOBOTCHCHHH B IENOM H HECBRIAHHMX C npoucaypamy no kputepuam PLATO. He
OBUI0 BEIARIEHO FPYIIT C MOBLILICHHLIM PHCKOM KPOBOTEYCHMH.

Kposomevenue, cessannoe ¢ AKII: B ueenenosasnn PLATO y 42% naumentos w3 1584 (12%
#1 Koroprel), nomsepruyteix AKILL passusamics GoabiuHe JeTATLHBIC YIPOAKAOUIMNE KHIHH
KpopoTeueHus Ge3 paznryKi B obenx rpynmax neqeHns. JleTarkHoe KpOBOTCHCHHE, CRAIANHOC C
AKII, orMewanocs y 6 nanuentop B Kawkaod rpynne neuenus (cM. pasaen «Ocobbie
YKa3aHHA» ).

Kposomeuenue, we ceszannoe ¢ AKI, u xpoeomevenue. ne ceazannoe ¢ npoyeoypamu:
bpunanTa® W KnomMIOrpen  He  OTAMMATHCE 1O Hactore  caydacs  Goabuworo
JIETAILHOTO/YTPOKAIOIIET0 JKH3IHKH KpopoTeueHHs, He chmannoro ¢ AKI mo kputepuaM
PLATO, o Np# NpHMEHEHHHA THKAIPE/IOpa Yallle pa3RHBaIucs GObIIMC KPOBOTEYEHHA B UCIOM
no xpurepuam PLATO (4,5% no cpasuennio ¢ 3.8%; p=0.0264). Ecau yjanute cayyad
PaIBMTHA KPOBOTEYEHHIl. CRAIAHMEIX C MPOUCAYDAMM, B FPYNIE THKArpe/I0pa OTMEHanocs
Goabme xkposoreyenuit (3,1%), yem B rpynne kronmaorpena (2.3%; p=0,0058). lNpexpamense
ACHEHHS BCIEACTRHE KPOBOTEUEHMIl, HE CBA3AHHLIX ¢ npoueaypamu, Guuo Gosee HacThIM Ha
done THrarpesopa (2,9%) no cpasrennio ¢ Kaomraorpesom (1,2%, p<0.001).

Buympuvepennoe  xposousiuanue: B rpynne THKarpenopa  passupaiock  Gombine
BHYTPHHCPCITHBIX KPOROHUIHAHMH, HE CBA3AHHLIX C MPOUEAYpamMH (n=27 KPOBOMIIMAHKI y 26
nanmentor, 0,3%). yem & rpynne xronuaorpena (n=14 kposonsansuuii, 0.2%), u3 koropsix 11
KPOBOHIMHANKH Ha THKarpenope ¥ | Ha Kaonmjorpese OuUH JeTanbHbIMK. OaHaKo He ORUIO
THAYHMEIX PasTHIHil M0 06IIeMy YHCITY NETAILHEIX KpOBOTeYeHHH, [IPOUCHT BHYTPHYCPCIIHBIX
KpOBOM3THAHKA Obl1 Hu3kMM B ofeMx rpynnax JleueHHs, YYHTEIBAY IHAYHTEILHBIC
conyrerayroume 3aboesanns # (PaKTOPhl PHCKA PA3BHTHA CCPACHHO-COCY ARCTRIX OCIOMHEHHHA
B HCCJIEMYEMOH MOy IALHH.
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Jlannsie o cayvasx xposomenenuii 6 uccreoosanuu PEGASUS {oyenxa no Kanrau-Meuep (%)
Ha 36 mecay
B neenepopanun PEGASUS Gonsume kposoteyctus no onpeaenennio TIMI npyn npumenennn
npenapara bpuaunra® 60 Mr ABa pata B CyTKH BOZHMKATH Haute (2.3%), 9em IpH MOHOTCPAINA
ACK (1,1%). He nabmoaanocs NOBLINEHHSA PHCKA JICTATBHBIX KPOBOTEYEHHH, & TONBKO
HEIHAUMTENLHOE YBEIHWCHHC WYACTOTHI  BHYTpHuepenHoro xposowiiuanus (0.6%) no
cpassennio ¢ monorepanueii ACK (0,5%). Ormedeno HCCKONBKO Cay4aes ACTAIbHBIX
kposotedenui: 11 (0,3%) B rpynne npenapara Bpwmmura® 60 mrow 12 (0,3%) 8 rpynne
monorepanui ACK. llopuimennsi#i puck passuTHA GONBIIAX KPOBOTCUCHHA MO ONPEACIEHHIO
TIMI npu npumenenun npenapara bpuwmsura® 60 mr 6pu1 obycnomaen, raasHeM 06pazoM.
fonee BHICOKOH wacToToR Apyrux Gonbmmx kposoredcHmi no onpeaencumio TIMI 3a cuer
ABJICHHUHA CO CTOPOHK! AKENY AOYHO-KHIIEYHOr0 TPaKT4.
Ha done npumenenna npenapara bprannta® 60 Mr 0TMEHCHO NOBBILICHHE JaCTOTH HONBIIHX
WM MaduX KposoreueHnit no onpejenenmio TIMI (3.4% npu npeenenuws npenapara
Bpuausra® 60 Mr no cpasiennio ¢ 1,4% npi monorepanun ACK), Gosbiumx KxposoTeHcHHH 110
onpeaenennio PLATO (3,5% no cpasrenmio ¢ 1.4%) # GONLIIAX HAM MANLIX KPOBOTEYCHHH N0
onpepenenmio PLATO (15.2% no cpassennio ¢ 6.2%). [lpekpalicHue ACHEHHA BCACACTBHC
KkpoBoTesennil Guuio Gonee uacTmM npH npueme npenapara Bpuimara® 60 Mr, uem npw
monotepanii ACK (6.2% u 1.5%, cooTsercTiesH0). BONBIIARCTBO ITHX KpOBOTEYeHHHA GbiM
MEHEC TAACIWMH (KIACCHOMUMPOBATH KaK KpOBOTCHCHHS, Tpebylompe MEMIMHCKOrD
BMEIIATCILCTRA, N0 onpeaenenmio TIMI), sanpaMep, HOCOROE KPOBOTEYCHHE, KPOBOMOATEK,
reMATOMBI.
[podun, Gonbmoro kposoredeHns no onpeseacsuo TIMI, Gonsmoro win  Manoro
KpoBoTeyeHHs no onpeacnenuio TIMI i Goasmoro kposoteserns no onpeaetennio PLATO y
npenapata Bpunuura® 60 Mr ObUl CONOCTABHM B HCCKOJBKHX 3apasec ONPSIC/HCHHbIX
NoATpynnax (HampuMep, B 34BHCHMMOCTH OT BO3PAcCTa, MO/&, MAacChl Tesia, Ppackl,
reorpaHYecKoro PEruoHa, CONMyTCTBYIOMMX 3abonesanui, CONYTCTBYIOUICH TCpanHH M
neropun Gonesnum).
Buympuvepennoe xpoeouziusnue; COHTAHHOE BHYTPHYEPENHOC KPOBOHLIHAHHE OTMCHATH CO
cxoxeit 4acToTOl NpH npuMeneny npenapara bpummaura® 60 Mr u Mosotepaman ACK (n=13
kposoHHARKH, 0.2% B obenx rpynmax neycHus), Hacrora BHYTPHYEPEIHOrO KPOBOHIITHAHKA
BCACACTBHE TPaBMbl W npoueayphl Oblla HEMHOro BhINE NPH NPHMEHEHWH [Npenapara
Bprmanta® 60 Mr (n=15 xposowymmannit, 0,2%) no cpassenmio ¢ Mosorepanuei ACK (n=10
kpoBou3THARHA, 0),1%). OTMeUCHO 6 JCTATLHAIX BHYTPHYEPRITHRIX KPOBOHIIMAHHH IPH IpHEMCE

npenapara Bpuanura® 60 mMr v 5 ~ npa mosorcpanun ACK, Yacrora BHYTpHHYEPENHOIO
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kpoBouuMsHEA Owpina Hu3kod B obeMX TIpynnax NevueHHs, YHHTHIEAS IHAYHTCALHBLIC

conyTersyomme abonesanns ¥ GaKTophl PHCKA PABHTHA CEPAEIHO-COCYIHCTBIX OCIOKHENHH

B MCCACAYEMOR NOMYNALHM.

Jlannwie 0 ciyvasx xposomexenuti 6 uccreoosanuu THEMIS y nayuenmos, nepenecuux "1KB

Jlannue no xposoreuchuaM B uccaenosanun THEMIS y naumenros, nepenecumx YKB,

npusenens B Tabauue 2.

Tabanua 2. AHAIH3 CIy9ReB KPOBOTEHEHMI: YACTOTA KPOBOTEYEHHA B IPYNNAX TEPANHH

qepes 36 mecuuen, ouenka no Kanaan-Meiiep (nanmenter ¢ YKB, necaenosanne THEMIS)

Koneunnie Toukn H€301acHOCTH

Bpuamnra® aBa pasa B 4 Mouotepanml{—:
eyrikn + ACK ACK
N=5536 N=5564
| OrHomenne
KM% PHCKOB KM% p-INAYuCHHE
(95% JH)

Kareropus kposoresennit no TIMI

bonsmoe kposoTeyenue no

|

onpenenennio 1IMI 24% 2,03 (1,48,2,76) 1,3% < 0,0001

' BOBIIOE WIH MAIOE KPOBOTEYEHHE 1T = il
no onpeacacanio TIMI 3.4% 223 (1,70.2.92)1,7% < (.0001
bonsmoe win Manoe 71T ]
ixpoaomueuue. Hin Tpebyiomee

MEAHIHHCKOrD BMEINATEILCTRA 110

onpeaenenuio TIMI 13,1% 2.28(1.99, 2,62) 6,3% < 0,0001
Kareropus kposoreqcunii no PLATO

BosLIoe KpoBOTeYeH e O |

ionpenenenmo PLATO 3,8% 12,22 (1,72, 2,86) 1,9% < 0,0001

| JleTanbHOS/YTPOKAIOMICE KHIHH | |
 KpOBOTEHCHHE 2,5% 12,10(1,54, 2.86) 1.3% < 0,0001

f bonnmoe HHOE KPOBOTEYEHHE 110 7
?lonpcncncnmo PLATO 1.5% 2,53 (1,64, 3.93)0.6% l< 0,0001

OTME9EHO HECKOMBKO CYYaes NETANBHEIX KPOBOTCHEHHMH: 6 B rpynie npenapara bpumnra® 8

komburamsn ¢ ACK u 6 B rpynne wmonorepanii ACK. Koawwectso nanqedtos ¢



20
BHYTPHUCPEITHEIM KPOBOWIMHAHMEM B rpynne npenapara Bpuwmknta" B xomGumamms ¢ ACK

cocTasnno 33, a g rpynne monorepanis ACK —31.

TpeKpalcHHE NEYEHHs BCIEACTBHE KpoBOTCHcHHMi y nauuenton, nepenecmmx YKB, Owuio
fonee 4acThiM NPy Tepanui npenapatom bpummita’ B KomGuHanks ¢ ACK no CpasHEHHIO ©
monotepanueit ACK (4.7% wm 1,3%, coorsercteenno). Haubonee vacTuiMB THOAMM
KPOBOTEYEHHH, NPHBOAHBIIHMH K NPCKPANCHHIO NPHMEHEHHS npenapara Bpumanta”, Gnuim

HOCOROE KPOROTEYEHHE H CKIOHHOCTE K 00pasoBaHmIio KPOBONOATEKOB.

Oanimxka

B mccnenoparun PLATO mesmensrencuiie fBjIeHHs B BUAC OABIUKA paisupamuch y 13.8%
NAIKEHTOB, NONYuaBUMX THKarpesop 9% Mr asa paza B cytkw, W Yy 7.8% naumcHTos,
NPHAKMABITHX KIOMHAOTPET 75 MI' OMH pas B CYTKH. BONBLIIHHCTBO C/Iy4aes OXMIIKY OhUIH
c1abo# M yMepeHHOH HHTCHCHBHOCTH M HACTO pajperansch 6e3 OTMCHBI NIPOBOIHMOMN TCPAITHH.
O6b4HO OBINKA patBHBATACL B Hauane Tepanud W y 87% naumeHTon npeicrasiiia cobod
OZHOKPAaTHRIA W30/, (JILIIKA B BHAE CEPHCIHOIO HEKENATENBHONO SBACHHA OTMEYaNach y
(1.7% nanueHTOB, NOTYHaBIIKX THKArpeaop, # y 0.4% nanucHTOR, NPHHAMABIIHX KIOMHAONPEL
[lauMenTsl, ¥ KOTOPBIX OTMCHATH PaiBHTHE OaLinkH, Ghumn Gojnece MOAHILIME H 384ACTYIO
HCXO/IHO © OJBINKOK, 3acToMHO# cepaecdnoit nepoctarounocteio, XOBJT nin GporxHaTbHOR
acT™oii. Jlanume wecnesopanus PLATO He CEHAETENLCTBYIOT O TOM, 410 Oonee BICOKas
YACTOTA PAIBHTHA OJLIIKH Ha PoHe npenapara BpUAHHTA" CBAIAHA C PAIBUTHEM HOBOTO WIH
yXy/INeHHeM WMelomerocs 3abonesanns cepaua win serxux. [lpenapar Bpuimnta® He BIHACT
Ha noKa3aTean GYHKUHH BHEMHEro auxanis (em. pasaen «Ocobbie ykaszanns» ).

B wuccnenopanun PEGASUS oasmuka ormedanace y 14.2% nauMeHtos, NPMHMMABIIHX
npenapat Bpuanara® 60 Mr asa pasa 8 cyrxu, By 5,5% namsentos va monotepanuy ACK. Kax
# B weenenopannn PLATO. GONLmMHCTBO caydacs OAbUNKH Obumi cnaGoli M ymepeHnodH
HHTCHCHBHOCTH (cM. pazaen «Ocobuie ykazanua» ).

B ucenesonannn THEMIS cpeam nepenecimx YKB nanmenton osinka omveuanacs y 22,0%
MAIMCHTOR, MPHHUMABLIKNX npenapar bpuusnta® 18a pasa B cyTen & koMbunamms ¢ ACK, uy
7.5% naumenron, noaydarumx Monotepamuio ACK. BojsmmacTeo coyyaes oapunxs Osum

caabol B yMepeHHOH HHTeHCHBHOCTH (oM. pasnen «Ocoduie yrasanusy ).

Jlaoparopunie ¥ MHCTPYMENTAILHLIE JAHNbIE

loswiwenue rxonyenmpayuu moveeou xucaomes: B Heenenosanuw PLATO  xoHueHTpanus
MOYCBOW KHCJAOTHI B CHIBOPOTKE IOBLINANACH BBINC BCPXHCH rpasuibl HopMuel y 22%
MAUMEHTOR, MOMYYABIIKX THKArpenop, mo cpaBHeHHio ¢ 3% nauHedToB, nNOMy4aBlHX

gnomanorpen. CooTsercTByionmiee Komwtscetso & uecnenosanun PEGASUS cocrasuno 9.1%,
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-

8.8% u 5.5% B rpynnax tHkarpetopa 90 mr, 60 mr u nuane6o, coorsercrsenno. Cpeanas
KOHIEHTPAlMA MOUCBOH KMCHOTEI B CHIBOPOTKE TNOBhUUATAck npumepuo Ha 15% npH
NPHMEHEHHH THKAIPEI0pa 110 CPABHEHHIO ¢ NpHMepHO 7,5% npH NpHMEHEHHHE KNOMMIOIPena, H
noche NpeKpalieHHs TepanHM CHUIWNAch npuMepHo o 7% B rpynme THxarpenopa, 0Oe3
CHWXEHHA B rpynne xnomwuorpena. B necnepopanun PEGASUS Guuio omvedseno obparumoe
MOBBICHHE CPEIHEH KOHUEHTPAIHH MOUYCBOH KHCHOTH B CRIBOpoTKe Ha 6,3% u 5.6% npu
npuMeHeHuH THKarpeaopa 90 Mr # 60 Mr COOTBCTCTBCHHO, 110 CPABHCHHMIO CO CHHKCHHEM HA
1,5% » rpynne nnaue6o. B uccneaopanun PLATO yactora pasBHTHA NOJArpHYCCKOro apTpHTa
coctapuna (,2% npu npuMeHcHrK THRKarpeiopa npotes (,1% npu (pUMEREHHR KIOMHIONpEIa.
YacToTa pAIBHTHA NOJArphY/TIOAAIPHYECKOro apTpHTa B Hecaeoranni PEGASUS cocramina

1,6%., 1.5% u 1,1% B rpynmax Tuxarpenopa 90 mr, 60 Mr u nnancho cooTBETCTBCHHO.

lMepenosuponka

THKArpenop XopoIo NEPEHOCHTCA B OHOKPATHOH 03¢ npenapata 1o Y mr. B epHCcTBEHHOM
HCCTIEIOBAHHH C YBEIHUYCHHEM /1035 HeGIAronpHATHOC BOICHCTRHE HA AETYI0MHO-KHIIEIHbIA
1paKT OBNO  ACIOAMMHTHPYIOWMM. JIpYrHMH KIHHHYCCKH 3HAYHMMEIMH HEKCIATCILHLIMH
PEAKUMSMHE, KOTOphle MOryT Halmoaarscs 0NpH  [Eepeo3HpOBKE, ARIAIOTCH  ObIIKA W
meayaouxonste naysst (cM. pasaen «[Tobounoe peficrnuen ). B cnyuac nepe/losHpoBKE CleayeT
OCYMIECTRANTE HAGMOAEHHE HA MPEAMET FTHX NOTEHIHATBHBIX HCKCIATEARHEIX PCAKIHA ¢
BO3IMOKHEIM MOHHTOpHpOBamHeM KT

B HacTosINee BPEMS aHTHIOT JUis yeTpaHeHns »)exTor THKarpenopa HeH3BeCTeH, THKArpenop
HC BBIBOJAMICA NpH remoamamdie (cM. pasgen «@apmakoxunernxar). [lpu nepenoinposke
CAGAYET IPOBOJMTE CHMITOMATHYECKYID TEPaNMi0) B COOTHETCTBHH € JIOKAIBHLIMK
cranzapraMi. B ceasn ¢ murubuposanseM TpoMOOUMTOB yBEIHYEHHE NPOAOIKHTEILHOCTH
KPOBOTCUCHKA SRISCTCH  OXWIAeMBIM  (GapMakoNOTHHECKHM  JIEHCTBHEM  [ICPCIOIHPOBKH
npenapatom  bpuwimama”.  TlpM  paIBMTHH  KpOBOTCHCHMA  HEODXOIMMO  NMPOBOJHTE

COOTBETCTBYIONUINE NOLIEPHHBAIONTHE MEPOTIPHATHA.

BiaumoaeiicTBHE € APYTHMH ICKAPCTBEHHLIME CPEICTRBAMM
Tuxarpesop, rnasHbeiM obpasom, amugercs cyberpatom wiopepmenta CYP3A4 n crnaduiM
uarnGuTOpoM  Wiodepmenta CYP3A4, Tukarpenop 7takke spnserca  cyberparom  P-
rauxonporenna (P-gp) u cnabuiM warnburopom P-gp, B MOXET yBeAHYMBATL IKCHOIHIHIO
cyberparos P-gp.

MX JIeKa HHLIX IPENAPaTo ar b wra’

Jlexapemeennnie npenapams, Memaborusupyemsie usodepmenmom CYPIA4



Hueubumopes CYP3A4

e Moumsie uaruburopu CYP3A4: coBMecTHOC NPAMEHEHHE KETOKOHA30ME ¢ THKArPeIopoM
yoeanynsaer Cmw B AUC maxarpenopa B 2,4 1 7.3 pasa. cooTercTBeHH0. Cm # AUC
axTHenoro Mmerabomura nonmxalorces Ha 89% u S6%, coorercTBeHHO. [JIpyrHe MoOMHLIC
unrubuTopet CYP3A4 (knapuTpoMuumi, nedasoio, PHTOHABHD M artasaHasup) OyayT
OKa3BBaTh TAKHC &e HPHEKTH, MOITOMY COBMECTHOC NPHMEHEHHE MOLIHBIX WHIHOMTOPOR
CYP3A4 ¢ npenapatom Bpuausra’ nporueonokasano (cM. pasaen «[Iporreonokasanna» ).

o Vmepenusie unrubutopst CYPIA4: coBMECTHOE NPHMEHCHHC JAHITHAIEMA C THKAIPEIOpOM
yBeanunBaer Cme THKarpenopa Ha 69%, a AUC B 2.7 pasa, 0 CHHKEET Cray aKTHBHOIO
merabomura ma 38%, a AUC He wmensercd. THkarpenop HE RIMAET Ha NIA3MCHHBIC
KOHUEHTpauWn muaTHasema. Jlpyrwe ymepennnie unrubutopet CYP3A4  (manpumep,
AMIIPEHABHD, ANPENHTANT, HPHTPOMHIIKH, (IyKoHas0n) GyIyT oKkaspiBats cxoxue HpdekTsl,
M HX TAKHAKE MOMHO HAIHAYATE OJHOBPEMEHHO ¢ npenaparom bpumuuta®,

Huoyxmopew CYP3A4

COBMECTHOE NPUMEHEHHE PHOAMIHIHHA C THKAIPEIopoM cHrkaeT Caw 1 AUC THKarpenopa

Ha 73% u 86%, coorsercraenno. Cmw axTuaHOro Metabosnta He Mengercs, a AUC nonwxaeTcs

na 46%. Jlpyrue unayxropst CYP3A4 (sanpumep. perantont, kapbamatenun u genobapburan),

NO-EHAMMOMY, Takke GyIyT CHHKATH IKCHOIMIHIO THEArpeaopa. COoBMECTHOE MPHMCHCHHE

THKarpenopa ¢ MOmHMH MHayxTopaMd CYP3A  MomeT yYMCHBIATE IKCIOHIUMIO H

SODCKTHBHOCT THKAIPCAOPE, N0YTOMY clieayeT Hiberats MX COBMECTHOIO NPHMCHCHHA ¢

npenapatom BpuamaTa”.

Luxaocnopun (unzubumop P-gp u CYP3A)

CoBMeCTHOE TIPHMEHEHHE HKA0CTIOPHHA (600 Mr) ¢ THKarpeaopoM ypeanynpaeT Cua # AUC

tuxarpenopa B8 2.3 u 2.8 pas. cootsercreenxo. [Ipu orom orveuaerca ysenndenne AUC

axTHBHOrO MeTabonuTa Ha 32% u cHHACHHE Chuy HA 15% B IPHCYTCTBHH LHKJIOCNOPHHA.

Her AaMHBIX O COBMCCTHOM NPHMCHCHHH THKAIPEIOpPa C APYTHMH MOIIHBIMH HHIHOHTOpaMH

raukonporensa P u ymepennsvy unruburopamu CYPIA4 (nanpumep. BCpanaMuil H XHHHIHH),

KOTOPBIE MOTYT MOBBICHTH IKCHO3HIMIO THKarpeaopa. Ecau nensis #ibexats X COBMECTHOIO

NPHMEHEHHS, OHO J0/DKHO OCYIECTRAATHCH ¢ OCTOPOKHOCTRIO.

Hpyeue

[lo pesynsTataM HCCACAOBAHWE  (PAPMAKONOIHYECKHX BIAMMOJCHCTBHA  CONYTCTBYIONLICC

NPUMCHCHHC THKArpeaopa ¢ remapuuoM, sHoxcanapuioM ¥ ACK miam jecMOnpeccHHOM He

RIMSET HAa  (DAPMAKOKMHETHKY THKArpenopa. ero akTeHoro seraboumra u AJlO-

HEIYUHPOBAHHYIO Arperannio TpoMOOUHTOB. B Cayqae HATHUHA XIHMHHYCCKHX NOKMAHHA K
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HA3HAYCHHIO NPCMAPATOR, WIHAIONIHX HA rCMOCTA3, OHH  JIOMDKHEI  IPHMEHATECH C
OCTOPOAHOCTEIO B KOMOHHAIIHH C THKAIPEIOPOM.
[Mpn exeanesron ynorpetnenun Gonbumx obpemon rpefingpyTosoro coka (no 200 Ma 3 paza 8
NeHb) GRLI0 OTMEHEHO 2-KpaTHOE YBeTHISHHE IKCHOZHIIMN THKArpenopa. OKHIaCTCH, Y10 TaKoe
YBCIHUCHHE IKCIOSHIMKA THKArPEIopa He HMCCT KIMHHYCCKOrO 3HadeHHA i GonbUuIMHCTBA
NalHEeHTOR,
(OTMEYEHD IaMEUICHHE H CHIAXCHME IKCIOIHIMN Nepopanbibix HHraOKTOpoB P2Y 2, Brmovas
THKAIPENOp W €r0 aKTHBHELIT MeTabOJXHT, Y NAUMEHTOB, MONYMABIIMX TEPANHio MOPHHHOM
(CHMKCHME IKCNOIHIMK THKarpenopa npubmuimtensno na 35%). Jlannoc BiamMmoneicTBHC
MOXET OBITH CBA3AHO CO CHHAEHHEM MOTOPHKH KCJAYJOYHO-KHUIEUHOrO TPAKTA W MOITOMY
NPHMEHMMO K apyrum  onxongam. KimMHEYeckas 3HAYMMOCTL HCHIBCCTHA, HO  JIAHHLIC
YEQILBAIOT HA BOIMOKHOCTL CHIDKEHHA MPPCKTHBHOCTH THKarpenopa y NANHEHTOB,
OJHOBPEMEHHO NOJNYYalomMx THkarpenop B mopdun. Y nausentos ¢ OKC, y xoropnix
npHMeHeHHe MopHHA HENB3A OTCPOYMTE M GuicTpoe uHruOMpomamme P2Y): cauTaeTca
KPHTHYECKH BAKHBIM, MOKHO DAacCMOTPETE BOIMOKHOCTL [PHMCHCHHA MapeHTCPAILHOIO
wurubuTopa P2Y 2.

Bansnue npenapara Bpuanira® na Apyrue J1eKapCTBENLIE NPENADATHI

Jexapemeennnie npenapamm, memaborusupyemuie wsogepmenmom CYP3A4

o  CHMBACTATHH: COMYTCTBYIOUICE IPHMCHEHHE THKAIPEIOPa B CHMBACTATHHA NOBLINAET Crux
# AUC campacratuna na 81% n 56%, coorsercreenno, W yBeiHuuBaer Cumw # AUC
CHMBACTATHHOBOH KHCIOTH HA 64% W 52%, COOTHETCTBEHHO, IPH ITOM, B HEKOTOPLIX
CITyYasX ITH NOKA3ATETH NOBHINAITCH B 2-3 paia, ConMecTHOE MPHMEHCHHE CHMBACTATHHE
B 03¢ Beime 40 MI/CyT. C THKarpe/iopoM MOKET NPHBOJMTE K PaiBHTHIO MOOOYHBIX
hPeKTOB CHMBACTATHHA, B HEODXOAHMO OLIEHHTH COOTHOLICHHE NOTEHIHATLHOTO PHCKA H
nonkasl. CHMBACTATHH HE RIHAI HA MIA3MCHHYIO KOHUCHTpaUWio THxarpenopa, Cxoxee
BIMAHHE THKAIPENOP MOXET OKAILIBATL Ha JoBacTatuH. He pekoMenayerTcs COBMECTHOC
NPHMEHEHHE THKATPEIOPA C CHMBACTATHHOM HIIH JIOBACTATHHOM B J03e cabime 40 Mr.,

e ATOPBACTATHH: CONYTCTRYIOUICE IPHMEHEHHE ATOPBACTATHHA M THKAIPEIOpa MOBLINACT
Cmax # AUC atopsacrarisosoé kmcnotsl #a 23% u 36%. cooreercrsenno. [Tonobuoe
ysennucnne 3mavcHu# AUC u  Cupa  waGmopaerca  ana seex  meraboawnTosn
aTOPBACTATHHOBOH KHCIIOTHL ITO MOBKIICHUE NPHIHAHO KIHHHYECKH HE IHAYMMBIM.

e Cxomee BIMAHHC Ha APYIMC CTaTHHEL Mctaboansupyemuie wiodepmertom CYPIA4L, ue
Mo#eT DTk HekmoucHo, B uccneaosannn PLATO namuenTsl, NOJAyYaRUIHE THEAIPEIop,
NPHHAMAIH PAIHYHBLIE CTATHHEL NPH OTCYTCTBHH Kakux-1uDO OnaceHHi OTHOCHTEIBHO

BesonacHocTH y 93% NanHeHTOB, NPHHHMABIIKX 3Ty IPYIITY NPenaparos.
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Tukarpesiop - chabuit wuruburop miopepmenta CYP3IA4, CosmectHOt npHMeHenHe
makarpenopa u cyGerparo m3ofepmenta CYP3A4 ¢ yIkHM TCPAUCHTHYECKHM HHICKCOM
(HanpuMep, UH3IANDH WIH ATKAT0HIObl CHOPHIHLH) HE PEKOMCHIYCTCH, TaK KaK THKarpeaop
MOKCT YBCIHYHBATE IKCIIOTHLIHIO YTHX ITPEeNapaTosn.

Cybecmpamu P-gp (6K10%GR OUZOKCUN, YUKIOCNOPUR)

ConyTCTBYIOmEe NPUMEHEHKE THKATPeIopa ¢ AHroKCHHOM NOBLIIano Coy # AUC aurokcna
Ha 75% u 28%. coorBeTcTBEHHO. TIpH COBMECTHOM NPHEME C THKAIpeIopoM CpeIHce 3HAYCHHE
MHHHMANLHOH KOHIEHTPAUMK JMIOKCHHE YBEIHUHBANOCH NPUMEpHO Ha 30%, B HCKOTOPBIX
HHAMBHAYATRHBIX CTyqasx & asa pasa. Cuax 0 AUC THEArpenopa u ero aktusnoro Metaboaura
NpH  NPHMEHEHHH JMrokcHHa He Menmmmch. [losroMy  pexoMenayercs  NMPOBOJHTH
COOTHBETCTRYIOIMA  KiHHHYeckHid W/ran naboparopusll MOHHTOPHHI (HacTOThl CEPACHYHBIX
COKDAINEHAN, W, NpH HANHIHH KIHHMYeckux nokazanwit. Taroke DKIT #  KOHIEHTpALMH
JMIOKCHHA B KDOBH) (PH OJHOBPEMCHHOM NPHMEHEHHH THKarpeaopa W P-gp-3aBHCHMBIX
NPCHAPATOR € Y3KAM TEPANERTHYECKHM HHICKCOM, HaNoI00He THroKCHHA,

He OTMEHEHO RIMSHMA THKAIPENOpa HA KOHUCHTPAUMIO UHKIOCHOPHHA B KpoBH. Bimsmne
THEArpenopa na apyruc cyberpars: P-gp He H3y4anocs,

Jlexapcmaennme npenapamsi, mematioausupyemnie usogepmenmom CYP2CY

ConyrcTsylomiee NPHMCHCHHC THKAIpenopa M TondyTaMHaa HE MEHANO MIa3MCHHBIE
KOHIEHTPAIHHE HH OJHOTO H3 JTHX NPENAPATOs, 9T0 CBHACTCIBCTBYET O TOM, YTO THEArpEIop He
aniseTca HuruoHTopoM Hiodepmerta CYP2CY, 1, ManoBepoaTHO, 4ro oH miuuser Ha CYP2C9-
onocpenoBanubii Merabommam npenapartos, noaodueX saphapuny # Ton0y TaMHIY.

Opanbusie konmpayenmuen

COBMECTHOE NPHMCHCHHC THKAIPEIOpa, JEBOHOPrecTpesia H THHHINCTPAIHONA YBETHTHBACT
IKCTIOIHIHIO ITHHHAKCTPAINONA npuMepHo Ha 20%. Ho He BIMReT Ha (QapMaKOKHHETHKY
nesonoprectpena. He OKHIACTCS KIMHMMCCKM 3HAYHMOTO BOIICHCTBHA Ha PHeXTHBHOCTH
KOHTPAUCIUHH NPH OJHOBPEMEHHOM NPHMEHCHHM JICBOHOprecTpena, ITHHHICTpaIHona #
THKArpesiopa.

Jexapemeennwie npenapamet, cnocobusie 6536ame Gpaouxapouo

B CBAIH C BEIABIEHHEM. B OCHOBHOM, GECCHMITTOMHBIX AETyAOYKOBEIX Nay3 W Opaguxapinu,
cleflyeT C© OCTOPOAHOCTRIO NPHHMMaTh  penapar  bpuwmmmura®  OJHOBpeMeHHO ¢
NIEKAPCTBEHHLIMM CPEACTBAMM, KOTOpmt crocobuel sensars Opagmxapamio (eM. pasaen
«Ocobwe ykazawnsr). Oamaxo B wuccnegosanmu PLATO me nabmonanock KIMHWYECKH
HAYMMBIX HEKENATEeNLHLIX SRICHWH NDH COBMCCTHOM NpHMEHEHHH ¢ oaHmMm WM Oonee

npenapaTaMH, KOTOphiC MOryT Bhissats Opaaukapamio  (manpumep, 96% naneHTos
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O/IHOBPEMEHHO TpHHMMaTH Oerta-anpenobnokaropel, 33% — OIOKATOPE  «MEANEHHEIX?
KTHIMEBLIX KAHATOB, HTTHAZEM W BepanaMu, # 4% — JIIFOKCHH).

Jpyeas conymemeyouar mepanus

B KIMHMUCCKAX WCChefoBamMsx npenapar Bpuimnta'  NPEMMYIIECTBCHHO HAIHAYANCA
conmectHo ¢ ACK, mHrHOHTOPAMA TPOTOHHON NOMITEL CTATHHAMM, GeTa-aapenodIokaTopamy,
HHIHOMTOPEMH  AHTHOTEHIHHNPEBPAIIAIOMICrO  (EepMEnTa M AHTAIOHHCTAMH  PELCITOPOR
anrnorersiua Il B paMKax JUTHTEILHOTO TPHEMA JUIA JICYEHHS COMY TCTRYIOUIHX 3a00/1eBaHHH, 2
TaKAKe C TeNapHHOM, HHIKOMOJIEKYISPHBIMH FCIIaPHHAMH, WHIHOHTOPAMH [IHKONPOTCHHOBBIX
lib/llla penentopoB I BHYTPHBEHHOTO BBCICHHA B PAMKAX KPATKOCPOYHOH TCpanui. o
PEIYNBTATAM JTHX HCCHEAOBAHWA HE BEIARICHO KIHHWYECKH 3HAUYMMBIX HEXENaTCAbHBIX
BIaUMOACHCTRHA.

CoBMeCTHOC NpHMeHeHHe mnpenapata BpHIMHTA® C  [ENADHHOM, OJHOKCANIADHHOM HIH
JICCMONPECCHHOM HE OKAa3BIBAIO BIMAHHE HA AKTHBHPOBAHHOEC YACTHYHOE TPOMDONIACTHHOBOC
spema (AYTB). axTusspoBannoe speMs ceepramanns (ABC) W weenenosanne (Qaxropa Xa,
OMHAKO BCAEJICTEHE TOTCHUMATLHOrO (APMAKOIHHAMHUCCKOIO BIaHMOZeHCTBHA, Tpedyercs
cobmOAaTh OCTOPOAHOCTE IPH COBMECTHOM NPHMEHEHHH C NPENaparaMH, BIHAIOUMMH Ha
reMocTas.

B cBAIM ¢ COOBMCHUAMM O NOAKOKHEIX KPOBOHIIHSHHAX HA (OHE NPHMCHECHHA CENEKTHBHBIX
uHreOHTOpos OOpaTHOIO 3axXBaTa CEPOTOHHHA (HANPHMEpP, MNapOKCCTHH, CEPTPAIHH M
HHTATONPAM), PEKOMEHAYETCE CoBMOaaTh OCTOPOAHOCTE NPH WX COBMECTHOM MNpHEME C

THEAIPCIOPOM, NOCKOJIBKY BOIMOKHO MOBBIICHHAC DHCKA DAIBHTHA KpPOBOTCHCHHA.

Ocobbie yralanus

Puck pazeumus xposomeyenus

lpu Hasnauewd npenapara bpuwimpta® nauMcHTaM € NOBBINEHHBIM PHCKOM DABHTHA
KPOBOTCHCHMI  IEAYET  ONEHHTH  COOTHOWICHHE  NOABIBI  OT  NPOQHIAKTHKH
arepoTPOMBOTHYECKHX OCIOXHEHHH H PHCKA PAIBHTHA KPOBOTEHEHHHA.

[Mpy HaIM9MM KIMHWYECKHMX Noxasauuit npenapar Bpwmmpra® NOMKEH NPHMCHATHCR €
OCTOPOKHOCTBIO B CIEAYVIONIHX CHTYAIIHAX:

o [lpeJpacnionoKeHHOCTs NAUMEHTOB K Pa3BHTHIO KPOBOTEYCHHA (HANPHMCD, B CBEIH C
HEJIABHO MONYYeHHOH TPaBMOM, HEQ4BHO TNPOBEJCHHOH ONepalMed, HapymeHHIMH
CBEpPTLIBAEMOCTH KPOBH, HAPYIICHHEM QYHKIMH NCYECHH CPEIHEH CTCICHH THXECTH, AKTHBHEIM
WIH HEAABHAM KETYIOYHO-KMINCHHBIM KPOBOTEYEHHEM) WM [NMAUHEHTH € MOBBINCHHLM

puckoM Tpasmbl. [lpumencnue npenapara bpramnTa® NPOTHBONOKAIAHO Y MAUMEHTOR C
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AKTHEHLIM NATOJIOMHYECKHM KPOBOTEYCHHEM, BHYTPHUCPCIIHEIM KPOBOMIIHAHHEM B aHnamMuese,
HapyureHHeM QYHKIHE TeUeHN TORCI0H crenenn (em. pazaen «[IpoTHsonoxasanusy ),

e Conyrcrsylomee NPHMCHCHHC NPCNAPATOB, KOTOPHIC MOIYT HOBBLICHTL PHCK PasBHTHA
KPOBOTEYEHHA (HAMPHMED, HECTEPOHAHLIC MPOTHROBOCHIANMTEALHEIC NPENAPATEL, NEPOPANbHBIC
AHTHKOAIYIAHTR W/HIH (QHOPHHONMTHKH, NPHHHMAcMBIC B TCYCHMC 24 4acoB 0 npHeMa
npenapara Bpumira®).

B HCClCNOBAaHMM € yMacTHeM 10poskix AoGposoieies Tpancdyiuws TpomGouMTOR HE
NPHBOAMAA K mNpeKpameHmio anTurpomGounraphoro pdexra npenapata Bpwmmpra® m,
BEPOATHO, HE OKAKET KAMHHYCCKOro 3ddexta y NalMeHTOR C KpoBoTeucHHeM. Tak Kak npH
COMYTCTBYIOMEM TpHMEHEHMH npenapara Bpuaupta® M JIeCMOTIpECCHHA HE YMEHBIIANOCH
CTRH/IAPTHIMPOBAHHOE BPeMs KPOBOTEYEHHSA, TO MAIOBEPONTHO, YT0 jecMonpeccun Gyaer
HhHEKTHBHO KYNMPOBATE KIHHHYECKH THAYHMOE KpoBOTeUeHHE (CM. paijen «BlaumozeHcTBye
C JIPYIHMH NTEKAPCTBEHHBIMH CPEICTRAMKY ).

AHTHOHOPHHOAMTHYCCKAR Tepanid (aMHHOKANPOHOBAA KHCIOTA WM TPAHEKCAMOBAA KHCIOTE)
wumm tepanua  pexomOumanTHeM daktopom VIla moryr yewampars remocras. [locne
YCTAHOBJICHHA TPHYHHBI KDOBOTCHYCHMA M €r0 KYNHPOBAHHA MOXHO BOIOGHOBHTL TEPANHIO
THKAIPEJIOPOM.

Xupypeuveckue emewamenncmea

[Mepen 2annanHpoBanHOR onepanded HIH HAYATIOM NPHEMA HOBBLIX NPENaparos MNalHCeHTY
cneyer mpoHiOPMHPOBATE BPAda O TOM, WTO OH TPHHMMAET npenapar bpuimuma®,

B uccnesopannu PLATO y nammentos, noasepraiommxes AKIIL nps npumencann npenapara
Bpuamnta® Geuio Gonbme KPOBOTEYEHWH B CPABHCHHM C KJAONMAOIPEIOM NPH NPEKPAICHHH
TEPAIMM 38 OJMH JCHS 10 XHPYPrH4ECKOr0 BMEIIATENLCTBA, HO HACTOTA PAIBHTHA GOabIIMX
KPOBOTCHYCHHI TOCAC OTMCHBI Tepanum 2a 2 win Oonee amed 10  XMpYprudeckoro
BMEIIATEILCTBA OhiNia CXOWeH B cparHenun ¢ xuomugorpenom (cm. pasaen «lloGounoe
gcicTeMe» ), Ecnmm  nauMeHT nOABCPracTcs  IUIAHOBOH  ONEpPALMH M HC  KEJaTeneH
anTHTpOMGOTHUCCKII ddeKT, TO Tepanuio npenapatoM BpraunTa® creayeT NPEKpATHTL 3a 3
nHe# a0 onepandd (oM. pasaen « DapMaKoAHHAMHE ).

[Mayuenme: ¢ panee NEPeHeceHNBIM UMIEMUNECKIM UNCYILMOM

[Naunents ¢ OKC ¢ panee nepeHeceHHLIM HINEMHYCCKHM HHCYJILTOM MOIYT NPHHHMATH
npenapat Bprnunta® B Teuenue 1o 12 Mecanes (neenenosanue PLATO).

B uccnenosanmua PEGASUS (nudapxr muokapaa B anamuese) u THEMIS (MBC u Cl12) ne
OBUTH BKTIOYEHEI MAIMERTH ¢ PAHee NEPCHECCHHBIM HINEMHYCCKUM HHCYabToM. [TosTomy, npw
OTCYTCTBHH JAHHBIX CACAYET ¢ OCTOPOXKHOCTLIO NPOBOAKTE TEPANHIO UTHTENBHOCTLIO Donee 1

roja (AN NAUKHEHTOR ¢ HHpApKTOM MHOKApPA B aHAMHEIE).
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Hayuenmut ¢ napywenues hynxyuu nevenu Cpeonen cmenenu maNcecmu

OnbiT npuMerenus npenapara bpuinara® y naunsentor ¢ mapymenneM (GyHKIMH [EYEHH
CPC/HCH CTENCHH TRKCCTH OFPAHHYMCH, MO3TOMY Cleiyer codmojaTs OCTOPOKHOCTD.
[lpumenenue npenapara bpuiMAaTa" NPOTHBONOKA3AHO Y NAUMEHTOR C HAPYIIEHHEM (YHKIIHH
neYeHn TAKeI0H cTenenk (cM. pasaensl «Crnocol mpuMeHEHNA U 1036y, «[IpoTHBONOKA3AHHN !
H «DApMAKOKHHETHKA) ).,

bpaouapummus

IMpu cyrouHoM smouutopuposadun DKIT no Xosrrepy OTMEYEHO TOBBINCHHE HACTOTHL, B
OCHOBHOM, OCCCHMITOMHBIX HCAYAOYKOBBIX [1ay3 BO BpeMA TEpanHH THEArpeJopoM 1o
CpaBHEHHIO ¢ KaommaorpenoMm. B mccnepopanmsax daiel 3 mo onenke HE30MACHOCTH M
sbdextusrocT npenapata Bpuannta" ABncHus OPAIMAPHTMHE PETHCTPHPOBATH €O CXOKER
9acTOTON /Ui THKArpenopa W npenaparos cpasHesus (nnaunebo. wionugorpen # ACK).
[MausenTs! ¢ NOBLINEHHLIM PHCKOM pasBHTHA Opaguxapanu (nanpwmep, nammceHTH Ge3
MEKTPOKAPAHOCTHMY INTOPA, ¥ KOTOPEIX AHAIHOCTHPOBAH CHHAPOM CHaboCTH CHHYCOBOTO Y314,
ATPHOBEHTPHKYISpHas Onokana cepaua 2-oif mam 3-cit crenchn, OOMOPOK, CBA3AHHBIA C
Gpankapaneit) GLUM HCKMOYEHB! W3 WecheaoBanmid npenapata bpwmnta® no myueHMio
uexoaos. Mo3roMy, B CBA3H € OIPAHHYEHHEIM KIHHHYCCKHM ONBITOM IIPHMEHEHNR IperapaTa y
ITHX NAlHEHTOB, PEKOMCHAYCTCH ¢ OCTOPOXHOCTHIO HA3HAYaTh MM THKAIPEAOp (CM. Takxe
pazaen « DapMaKoHHaMHKa ).

JlononHUTENLHAs NPEJOCTOPOKHOCTE A0MAHA COOMONATECE NPH COBMECTHOM NPHMEHEHHH
npenapata bpuamnta® ¢ npenaparamm, criocobHuMK BEBaTh Opammkapmmio. Oanaxo He
OTMEYANOCh KIHHHYECKH JHAYMMBIX NMOGOMHBIX PDEKTOR NpH COBMECTHOM MPHMEHEHHH C
oJNHM Wik Gonee npenapataMM, KOTOPHIC MOTYT Bhi3BaTe Opamikapanio (Hanpumep, 96%
NAUMEHTOB  OJHOBPEMEHHO npHHHMany Oeta-aapenobaokaropst, 33% ~  GrOKATOPHI
(MCUICHHBIX? KAILIUHEBLIX KAHANOR, JIM/ITHAIEM W BepanaMuil, # 4% — AMIoKCHH) (CM. pasnen
« B3anMoAeHCTBHE C IPYTHMH NCKaPCTBEHHLIME CPEICTBAMHY ).

B xone noamcenenopanns PLATO ¢ wenonsiosansem cytoyHoro mounropuposanna JKI no
Xonrepy & rpynne THKArpeiopa o CPaBHenHIo ¢ KAOMHA0Ipeaom Gokie NAHenToB B 0CTPOH
(aze OKC umenn xenynoukorsie nayisl = 3 cexyni. [TossineHne Yucna KemyaouxoBbix nays,
1APErHCTPHPOBAHILIX C NOMOMIBIO CYTOUHOTO MOHHTOPHpPOBaHKA N0 XonTepy, Ha GoHe npHeMa
THKArpeaopa 0OTMEYanoch JAIe y MALHCHTOB C XPOHHYECKOH Cep/IeuHOH HeAOCTaTOYHOCTRIO 0
cpaBHeHHIO ¢ obmel nonyasuneit B ocTpo#t daze OKC, HO He B NepBEli MECHIl TCPANHH HIH NO
CPABHCHHIO C Kaonuaorpenon, Ilayss y 51X nauueHTon He CONPOBOKIATHCH MOCHE/LY OMHME
HEKENATENEHEIMHE  KIHHHYECKHMH  NOCHEACTBHAMH (BKmIOYas OOMOpPOKM M YCTaHOBKY

WIEKTPOKAPAHOCTHMY IXTOPA).
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[lp#  NOCTMADKETMHIOBOM NpPHMEHEHHH npenapara bBpuadHTa  OTMEHEHHl  CTydaH
GpaHapHTMHH W ATPHOBCHTPHKYASpHOH Gnokaast (cM. pazten «[loGounoe nedcTaHes),
nperMymecTseHHo ¥ nauneHTos ¢ OKC, npy K0TOpoOM HINEMMA MHOKApAa H CONMYTCTBYIOMIMH
npHeM Npenaparoe, CHWKAIOMMX YHacTOTY CEPACYHBIX COKPAlCHMA HIM BIKHAIOUINX Ha
NPOBOJIHMOCTS, NOTEHIHANLHO MOIIH OKaILIBATE BIHAHNC. KIHMEHYCCKOC COCTORHME NALHEHTa
¥ CONYTCTRYIOMIHE JIEKAPCTREHHbIE NpenapaTsl CleayeT OUCHHBATL B KAYCCTBE NOTEHITHANLHBIX
NPHYAH J10 KOPPEKTHPOBKH TEPAITHH,
Oovnuxa
CooBIIANOCE 0 PAIBHTHM OABIMIKH Y NAUNEHTOB, IPHRHMABIIMX npenapar Bpuanara®. Ojsimka
06prHO cnaboil WK YMEPCHHONH HHTCHCHBHOCTH, HaCTO NPOXOAHT De3 mpeKpaiieHHs TEpaniH.
Y nammentos ¢ Gponxmaneroii actmoit/XOBJT momer Obire nossimen abcomoOTHLIR PHCK
OALIIKH Wa npHeme npenapara bpumnara® (oM. pasaen «IloGounoe aefictemen). Tukarpenop
clielyeT NPHHHMATE ¢ OCTOPOXHOCTEIO ¥ nauueHTos ¢ Gponxuansuoi acrmoit wum XOBJI 8
asaMHe’e. MexanuiM OILINKH Ha MpHeMe THKarpenopa He BhigcHed. Ecim y nauMesTa
PEIBHIICH HOBKIA W30/ OALIIIKH, COXPAHAETCH HIIH YCHIHIIACH OBIIKA BO BPEMSA NPHMECHCHAR
npenapara Bpuaunta®, 1o neobxomumo nposectH nomHoueHHOE ObC/ACOBANNE, H B Crydac
HETICPEHOCHMOCTH, MPHEM [IPEIAPATA CIENYET NPEKPATHTE.
L{ewmpanvnoe ankos cna
Coobmanock © cayuyasX HCHTPATBHOIO ANHO? CHa, BKOYas Abixanne Ychna-Crokca, npu
NOCTMAPKETHHTOBOM TIpHMEHeHHH npenapara bpuaunta®. TIpu NOAO3pPeHHH HA HEHTPANKHOE
AIHOY CHA CICAYET OUCHHTE HCOOXOAMMOCTD JRMBHCHIIEO KIIMHHYECKOro 0DCICA0BAHMA.
Hosviwenue Konyenmpayuu Kpeamununa
Ha ione Tepanun npenapatom BpuimnTa' KOHUCHTPAUMA KPEaTHHHHA MOMET YBCIHYHTHCA.
Mexaunim s1oro »pdexra nenisecten, Ouenxy QyHKUMH NOYCK HEODXOAHMO NMPOBOAMTH B
COOTBETCTEHH C PYTHHHOR xiMnHueckoit npaxtukoil. Y nammentos ¢ OKC onenky (ynkimu
OYEK PEKOMEHIYETCS TAKAES NPOBOJIMTL Hepe’ MEcHi MNocie HaYala TCPalHH THKArpenopomM.
ofpamas ocol0e BHHUMAHWE HA NAUMEHTOR B BO3pacTe 73 J€T H CTaplie, NAMEHTOB C
YMEPEHHOH WM  TAXENOR NoYeqHOH HEJAOCTATOYHOCTRIO M NOJYHAIOUHX  TEPanHio
aHTAarOHUCTaMH perenTopos anrnoTensnna Il
lossiuenye KoNYeRMpayuu MoOYesou KucIomsi
Ha ¢one Tepanun npenapatoM BprameTa’ KOHUCHTPALMA MOYEBOH KHCNIOTBI MOWMKCT
nopsimareca (cM. payzen «[lobounce peiicTenes ). Heobxommmo cobmosare OCTOPOXKHOCTE Y
NAIMCHTOB C TMOCPYPHKCMHCH HIM MOJAIPHYCCKHM apipioM B anamicsc. B kauecrse
NPeBeHTHRHOA Mephl  caeayer wiberars npUMeHeHHS THKATpesiiopa Y NAlMEHTOB C

rHNCpYpPHKeMHYCCKOH HedponaTHei.
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Tpombomuvecraz mpomboyumonenuvecxan nypnypa (TT11)

TTI1 na ¢one npuMenenns npenapata bpumuuta” ormesanacs ouent peako. TTTT saaserca
CEPLEIHBIM COCTORHHEM H TpeDyeT HeIaMeUTHTCILHOIO JICHCHHA.

Buusnue na pesyrsmamut 2abopamopinozo anatusa

Anaauz  mpomboyumapron hywxyuu & PAMKGx  OUASHOCTUKY  ZENAPUH-UHOYYUPOSANNOU
mpomboyumonenuu (I'HT)

Y nanueHToB, NPHHAMABIIMX THKAIPEAOp, OBLIH NOTYYeHEl JOXHOOTPHIATCIBHBIC PEIYILTATH
anania TpomGouuTapHO# QYHKIMH B PAMKAX JIHATHOCTHKH TeNapHH-WHYUHPOBAHHON
rpomGonmronenuyn (I'MT). J1o cemano ¢ unrnbuposanueM THKarpesopom penenropos P2Y
TPOMBOIHTOR 310POBLIX JOHOPOB NPH NPOBEACHHH TECTA B ChIBOPOTKE/ NIAIME KPOBH MAIMCHTA.
TIpH HHTEPNPETALMHE PE3YILTATOR aHanH3a TPOMOOIHTAPHOA QYHKUMM B paAMKaX JHAIHOCTHKH
AT cacayer yuuThiBats HHQOPMALKIO O CONYTCTRYIOMEH TCPANMK THKAI PEIOPOM.

[Mepe paceMOTPEHHEM BOIMOKHOCTH OTMEHE! IIPHEMa THKAIPE/Iopa CACAYET OUEHHTE NOIb3y
PHCK MNPOAODKCHHA TCPAHH, NPHHMMAS BO BHHManHe H MPOTPOMOOTHYECKOE COCTORHHE

scaencrane [UT, # nosmineHHb pUCK KpOROTEHEHHS Ha (OHE COBMCCTHOIO IIPHMEHEHHN

aHTHKOAry IAHTa W THKArpeaopa.

Hpyeue

Ha ocrosanuy nabmogaemoit s ucenenosanun PLATO s3auMOCEAZH MEXY NOMICPKHBAIOMICH
nosoh ACK  ®  ornocuTensHol  »pPEeKTHBHOCTBIO THKAIPEIOPE N0 CPaBHCHHIO C
KAONHIOTPENOM, COBMECTHOE NPHMEHEHHE THKArpenopa W BHICOKOR NOJEPAHBAOMEH 103
ACK (Gonee 300 Mr) He pEKOMEHIYETCH.

CosMmectHoe npuMenenne npenapara bBpwmmnta® ¢ smommsvi  waruGuropamn CYP3A4
(HANPUMED,  KETOKOHA30AO0M,  KIZDHTPOMHUMHOM,  He(aloZOHOM,  PHTOHABMDOM  H
TAIAHABMPOM ) NpoTHBONOKazano (oM. paiznen «llporHBonokazanus» ), TaK KaKk OHO MOXET
NPUBECTH K 3HAMMTCALHOMY MOBBINCHHIO IKCHOIMIMA npenapara Bpuwmanta® (oM. pasaen
«BianMoieHiCTBHE C APYTHMH JCKAPCTBCHHBIMM CPCACTBAMMY ).

CosMecTHOE mnpHMeHeHne npenapata bpwmnta® ¢ mommeiMe  wuaykropami  CYP3A4
(nanpumep, pudaMnHiMHOM, (enHTOHHOM, Kapbamasenusom M (enobapburanom) wHe
PCKOMCHIYCTCH, TAK KAK MX COBMCCTHRIR NPHEM MOKET CHHKETS OKCHO3HIHIO ©
wpdextHrHOCTE THRarpenopa (cM. pasnen «BlaumoneficTBHe C APYTHMH JICKAPCTBEHHLIMH
CpeaCTBAMM» ).

CosmecTHoe npuMenenwe npenapara bpummnta® u  cyberparos CYP3A4 ¢ yakmm
TCPANCBTHYCCKHM MHICKCOM (HANPHMEp, [HIANDHAA ©  AIKAI0MIOB  CHOPBIHBH) HC
PEKOMECH/IYeTCH, TAK KAK THKAIPENOp MOWET YBCAHYHTH IKCHOIMUMIO JTHX MPEHaparos.

CosMecTHOE NPHMEHEHHE npenapata bpuimita® ¢ CHMBACTATHHOM HAH JIOBACTATHHOM B 03¢
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Gonee 40 mr uc peroMeHAyeTeH (oM. pasaen «BiauMozelcTBRE C APYTHMH NCKAPCTBEHHLIMH
CPeICTBAMHY ).
[lpH  COBMECTHOM TIDHMEHEHMM JMIOKCHHA W npenapata bpwauHta®  pekoMeHzoBaH
TIATeALHLIR KAMHHIeCKHH H 1ab0paTOpHKI MOHHTOPHHT (HACTOTEI CEPACYHBIX COKPAIEHHH |,
NPH HATHYHE KIHHHYeCKHX nokazanui, Taiore DKI™ 1 kOHUEHTpAIHH AHTOKCHHA B KPOBH ).
HeT aammelX © COBMECTHOM [MPHMCHCHMM THKAIPEIOpE € MOIHKMH HHIHOHTOpaMH
raukonporensa P u ymepenasiMu marnburopamu CYPIA4 (nanpimvep, BCpamamMul # XHHHHN),
KOTOPEIE MOTYT MOBLICHTE JKCTIO3HIHIO THEArpenopd, Ecnn Heasas wibexarh MX COBMECTHOIO
NPUMEHEHHS, OHO JO/KHO OCYWICCTBANTBCR €  OCTOpOXHOCTBIO (cM.  pamgennt  «C
OCTOPOAHOCTHION, «B3auMoieHcTBHE ¢ APYTHMH TEKAPCTBCHHBIMH CPEICTRAMHY ).
Hocpoynoe npexpawjenue mepanuu
Jlocpounas ormena mobof aHTHAIPCraHTHONR Tepanuy, BXIoYas npenapar Bpwmnra®, Momer
NOBBICHTL PHCK CEPACMHO-COCYAMCTOR CMepTH, HHGQApKTa MHMOKapAa WIH HHCYILTA B
pesynsTare ocHoBHOrO 3abonesanus. Heobxonumo wiberats npekaeBpeMEHHONO NPEKpaleHHs

NpHeMa npenapara.

Bausnme wna cnocofHOCTS  yNpasiasTh TPAHCOOPTHHBIMH CPCICTBAMH M JIPYTHMH
MEXAHHIMAMM

He npoBoanIoch HeeaenoBasmui BingHng npenapata Bprmunta® Ha cnocobHOCTL K BOAIEHHIO
ABTOTPAHCIIOPTA M YNpABNeHMIO Mexannamami. [Ipeanonaraercs, yro npenapar bpuannra® we
BAMACT WK B HCIHAYMTCABHON CTCICHH BIMACT HA CNOCODHOCTL YNPaBRIsTH TPAHCHOPTOM M
mexannimami. Bo spems tepanuun npenaparom Bpumnta® coofmanock o roloBOKpYAKCHHH W
CHYTAHHOCTH co3HanuA. B ciyyac pasBuTHA JaHHLIX ARIeHHH naumenTaM creayer codmoaars

OCTOPOAKHOCTE IPH YIPARICHHH TPAHCIIOPTHRIMH CPEICTRAMMH W JPYTHMH MEXaHHIMAMM,

Dopma BINYCKS
Tabunerkn, nokpeITsie MIEHOYHOR 0DoN0UKOH, 60 M.
[To 14 rabaerox 8 Gancrepe w3 ANTIBXAIB/IX. 4 wan 12 OGaAMCTEPOB ¢ MHCTPYKUMER 10O

MEIHIHHCKOMY NPHMECHEHHIO B lt&p‘ﬂ)llllOﬁ MAaYKE ¢ KOHTPOJIEM TICPBOro BCKPLITHA.

Yeaosus xpanenus
[Npu Temneparype e seune 30 °C.
XpaHuTh B HEJAOCTYTHOM /UIA JeTei MecTe,

Cpox roanocryu

2 roga. He npuMensTs N0 HCTEYEHHH CPOKE MOJAHOCTH.
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Yceaosus oroycka

OTmycKaior no peuenty.

HAaHMEHOBANKE W OPDHIMYECKMI aApec JepaaTeas (BIaleabila) pPerHCTPAUHOHHOID
YAOCTOBEPEHHS

Actpadeneka Ab, SE-151 85 Coaepranse, llseums

AstraZeneca AB, SE-151 85 Sodertalje, Sweden

MponisoauTe b, GACOBMMK (NEPEHTHAR YHAKOBKA), YIAKOBIIHK (BTOPHYHAR
(noTpefHTENLCKAN) YIAKOBKA), BRINYCKAIOMHA KOHTPOIL KAaYecTBa
Actpa3enexa AB, laprynasarcn, 151 85 Coaepranse, llsemns

AstraZeneca AB, Gartunavagen, 151 85 Sodertalje, Sweden

Haumenopanne, aapec OPranm3ainH, YIOJIHOMOYCHHOH JepRATEIEM HIH BAAEILIEM
PErHCTPANHONKOIO YA0CTOBEPEHHN JeKAPCTBCHHOIO NPENAPATA /I8 MEAHIHHCKOIO
npHMeHeHMs Ha NPHHATHE NpeTeninil or moTpeburens:

IMpeacrasurenserno Acrpa3enexa KOK Jlumurea, BennkoGpuranua, s r. Mockse i

000 Acrpa3enexa DapMacklOTHKAT?

123100, r. Mocksa, 1-it Kpacuorsapaefickuii npoesa, a. 21, c1p. 1, yraw 30, komuars 13 n 14
ten. +7 (495) 799 56 99

daxc: +7 (495) 799 56 98

BpuiuuTa ~ TOBapHLIH 3HAK, CODCTBEHHOCTL IPYINLI KOMIaHHHA AcTpadeHeka.
© AstraZeneca 2015-2021
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Crapiuuil CHEUHATHCT N0 PErHCTPAlHK NPCHapaTos / A




