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OBILASI XAPAKTEPUCTUKA JIEKAPCTREHHOTO IPEHAPATA "2

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITIPEITAPATA

Puapoxkcaban, 2,5 mr, TabJIeTKH, MOKPBITHIEC MTICHOYHOM 000T0YKOM.

2. KAUECTBEHHBIN Y KOJIMYECTBEHHBII COCTAB

JlelicTByro1IIee BELIECTBO: pUBapoKcabaH.
Kaxxnas TabieTka, mOKphITast INIEHOYHOM 000JI0UKOM, COACPIKUT 2,5 MI puBapokcabaHa.

BcniomorarenbHbIe BCIICCTBA, HAJIMYUC KOTOPBIX HAJA0 YYHUTHIBATL B COCTABC JICKAPCTBCHHOI'O
npemnapara: 1akrosa (cm. pazaen 4.4.).

[Tonublii nepeyeHs BCIIOMOTaTeIbHbIX BEIIECTB NMPUBEIEH B pasaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MIICHOYHOH 000JI0UKOIA.

Kpyribie nBOSKOBBIMYKIIbIE TaOJETKH, TMOKPBITHIE IJICHOYHON 000J04Kkoi Oenoro 1mBera. Ha
U3IIOME SJIPO OENIOro Wik OETIoTro ¢ )KEeITOBATHIM OTTEHKOM I[BETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHHus1 K IPUMEHEHHIO

[Tpenapar PuBapokcabaH mokaszaH K IPUMEHEHUIO Y B3POCIIBIX:

o [IpodunakTrka cMepTH BCIEACTBHE CEPACYHO-COCYIUCTBIX MIPUYMH, HH(APKTAa MUOKapaa U
TpoMOO3a CTEHTa Yy MAIMEeHTOB IIOCie OCTporo KkopoHapHoro cuaiapoma (OKC),
MPOTEKABIIETO C MOBBIIEHUEM KapAHOCTIEM(PUISCKUX OMOMapKepoB, B KOMOMHUPOBAHHON
Tepanvu C aleTUICATUUWIOBOM KUCIOTOM WJIM C aleTWICATUUMIOBOM KHUCIOTOW U
TUEHOMUPUIUHAMH — KJIOMHUIOTPEIOM HIIH TUKIOTMUIAHOM.

o [Ipodunaktuka wHCYNbTa, WH(MAPKTa MHOKApJa W CMEPTHU BCIEACTBHE CEPACUHO-
COCYIUCTBIX MPHUYUH, a TAKKE MPOPHUIAKTHKA OCTPOM HIIEMHUU KOHEYHOCTEH W oOIei
CMEPTHOCTH Yy MAaIMEHTOB C uiemMudeckoit O6onesnnio cepamna (MBC) unm 3aboneBanuem
nepudepudeckux aprepuii (3[IA) B KOMOMHUPOBAHHOW Tepamuu C aleTHICATUIIUIOBON
KHUCJIOTOM.

4.2. Pe:kuM 103MPOBAaHNUS M CIOCO0 MPUMeEHEHUsI

PexxuM o3upoBaHus

PexomenaoBanHas 703a COCTaBIAET 2,5 MI JBa pa3a B JICHb.
Ocmpuwiii koponapusiii cunopom (OKC)

[Tanmentam, nmpuHuMmaromuM 1o 1 Tabnerke npenapata PuBapokcaban, 2,5 Mr 1Ba pas3a B JICHb,
TaKke HEOOXOIUMO MPUHUMATHh CYTOUHYIO JI03Yy aleTHICATUIIIOBONH KuciaoThl 75—-100 mr wmm
CYTOUHYIO JI03y aleTHWICAIUIIIOBONH KucaoThl 75-100 Mr B couyeTaHWM C CYTOYHOW 030
KJIONIUJOTpeEIa 75 MI MU CTAaHAAPTHOM CYTOYHOU 0301 THUKJIONUAWHA.



COOTBETCTEY
oT 28 11._'_|._.: Nz 2

[IpoBonuMoOe JieueHUE AOKHO PETYISIPHO OLIEHUBATBHCS C bk yf_agf&l& CB%%EEHH;I '6;151

Y OTYETY

MEX1y PUCKOM Pa3BUTHUS UIIEMUYECKUX COOBITUI U PUCKOM KpOBOTeueHus. Perienue o l'IpOI[J'IeHI/II/I
JICYCHUs CBBINIE 12 MecAleB JOKHO OBITh MPUHATO WHIUBUAYATBHO IS KaXIOTO IAlMEHTA,
MTOCKOJIbKY OIIBIT IPUMEHEHHUsI ITpenapara BIUIOTh 10 24 MecsI1eB OrpaHUYeH.

Jleuenue puBapokcabaHoM B JO3UPOBKE 2,5 Mr cleAyeT HauyWHATh KaK MOXKHO DPaHbIIE IMOCIe
crabunm3anuu namnueHta B xone Tekymero OKC (Bkirouas mpoleaypbl peBacKyJsSpHU3aIUu).
Jleuenune mnpenaparom PuBapokcabaH cleayeT HauWHATP MHHHEMYM uepe3 24 yaca mocie
rociimtanu3anuu. [lpuem mnpemapara PuBapokcaban, 2,5 Mr ciieaqyeT HadyWHATh TOTJa, KOraa
MapCHTCPAJIbHOC BBCACHUC AHTUKOAT'YJITHTOB O6I:I‘-IHO npeKpamacTecs.

Hwemuueckas o6oneznuwv cepoya (MBC) unu 3abonesanue nepupepuuecxkux apmeputi (3114)

[Tanmentam, mpuHumaromuM 1o 1 Tabnerke npenapata PuBapokcaban, 2,5 Mr 1Ba pas3a B JICHb,
TaKke He0OX0IMMO TPUHUMATh CYTOYHYIO 103y alleTHIICATUITUIOBOM KUCIOTHI 75—100 mr.

[Tanpentam 1mocie  yCHEIIHOM  NPOLEAYphl  PEBACKYIAPU3AaLMM  HUKHUX  KOHEYHOCTEH
(XMpypruueckod WM 9SHAOBAaCKYJSIPHOW, BKIIOYas THOpHUIHBIE MPOLEAYpPbI) BCIEACTBHE
cumnToMHoro 3I1A crnenyer HauMHATD JIEUEHUE TOJIBKO MOCIE JOCTUKEHHUS TeMOoCTasa.

JITMTENNbHOCTh JICUCHHS JIOJDKHA OMNPEACNATbCS HWHAMBUAYATbHO IJIs KaXKIOTO TalMeHTa Ha
OCHOBAHUU PETYJSPHBIX OIIeHOK. HeoOX0aMMOo B3BEIINBATH PUCK BO3ZHUKHOBEHUS TPOMOOTHIECKIX
COOBITUH TIO CPAaBHEHHIO C PUCKOM KPOBOTECUCHUSI.

Ocmpuiii koponapuwiii cunopom (OKC), uwemuueckasn 6onesus cepoya (MBC) unu 3abonesanue
nepughepuueckux apmepuii (3114)

Ilpuem oonospemenno ¢ aHmump0M60uumapHOL7 mepanueil

VY manuMeHToB ¢ OCTPHIM TPOMOOTHYECKUM COOBITHEM WJIM BMEMIATEIHCTBOM Ha COCYJIaX, KOTOPHIM
TpeOyercst JBOWHAs AHTHUTPOMOOLMTAapHas Tepamus, CJIeIyeT OLEHUTb HEOOXOIUMOCTb
MPOJIOJDKEHMS TIprieMa Tipenapara PuBapokcaban 2,5 Mr aBa pa3a B JICHb B 3aBUCHMOCTH OT THIIA
TPOMOOTHUYECKOTO COOBITUS HJIM BMELIATENbCTBA, & TAKXKE CXEMbl aHTUTPOMOOLIUTAPHON TepaIHH.

be3onacHocTh 1 3heKTHBHOCTH pUBapoKcabaHa B JO3UPOBKE 2,5 MI IpH IIpHieMe JIBa pas3a B JICHb
B KOMOWHAIIMHU C IBOMHOI aHTUTPOMOOLIMTApHON Tepanuel ObUIM U3yUYEeHBI Y MallueHTOB!

e mHemaBHo mnepeHecmux OKC, B KoMOMHAIMM C ameTWICATUIIWIOBOW KHCIOTOH W
KJIOMTUOTPEIIOM/TUKJIONUANHOM (cM. pasnen 4.1.), u

® JI0CJIE€ HEIABHO IEPEHECEHHOM MNPOLENYPhl PEBACKYISIPU3ALMU HUXHUX KOHEYHOCTEHN
BClIeACcTBUE cUMITOMHOrO 3ITA, B KOMOMHAIIMK C alleTHUICAIUIIAIOBOM KHUCIIOTOM M, €CIU
MPUMEHNUMO, KPAaTKOCPOUYHBIM MPUMEHEHUEM Kionuaorpena (cm. pasnen 4.4.).

IIponywennas 0oza

Ecnm no3a npomyrieHa, ManueHT A0HKEH MPOIOJDKUATE MPUEM Tpernapara B 00BIYHOM J03€, TO €CTh
B CJENYIOUIMNA 3allJIAHUPOBAHHBI B COOTBETCTBUM C peKOMeHAauusimMu npuem. He cremyer
MPUHUMATD JTBOMHYIO 03y ISl KOMITEHCAIIMH MTPOTYIIEHHOHN J03BI.

Ilepexoo ¢ anmaeonucmog sumamuna K (ABK) na npenapam Pusapokcaban

IIpu mnepexone mnamuentoB ¢ ABK nHa puBapokcaban 3nHauenus MHO (MmexmyHapomgHoe
HOPMAaJM30BaHHOE OTHOIIEHHE) MOTYT OBITh OIMUOOYHO 3aBBINICHHBIMH TIOCIE TIpHeMa
puBapokcabana. MHO He mnomxomut I ONpENeieHUs aHTUKOATYJISSHTHOM aKTHBHOCTH
puBapokcabaHa U IOITOMY HE JTOJDKHO MCIIONIB30BAaThCA C 3TOM 1ebio (M. pasnen 4.5.).

Ilepexoo ¢ npenapama Pusapoxcaban na anmazonucmol sumamura K (ABK)

Cy1iecTByeT BEpOSATHOCTh BO3HHKHOBEHHSI HEJIOCTATOYHOI'O AHTHKOATYISHTHOTO 3d¢ekra mpu
nepexoje c Tepanuu puBapokcabaHom Ha ABK. HeoOxomumo obecnednTh HENpPEpBIBHBIN
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aHTuKoarynsHT. Crenyer OTMETHTb, YTO PHUBApOKCA0AH MOXKET CIHOCOOCTBOBATH IOBBILLIEHHUIO
MHO.

[Tanimentam, nmepexonsmuM ¢ puBapokcadbana Ha ABK, cienyer ognoBpemenno npuaumaTth ABK,
noka MHO nHe nocturner >2,0. B TedyeHue NepBBIX OBYX IOHEM MEPEXOJHOrO Mepuona JOJDKHA
NPUMEHAThCS cTaHAapTHas HadanbHas no3a ABK ¢ mocnenyromeit nozoii ABK, onpenensemoii B
3apucuMocTd oT BenmunHbl MHO. Bo Bpemsi 0HOBpEMEHHOTO NMpPHUMEHEHHs pUBapokcabaHa u
ABK MHO nomxHO onpenenarscsi HE paHee, yeM 4yepe3 24 yaca nociie NpeaplAyliero npuemMa, Ho
70 TpHeMa CJenyromie no3el puBapokcabana. [locrme mpekpaleHus MpUMEHEHHs Ipenapara
PuBapokcaban 3nauenne MHO moskeT ObITh JOCTOBEPHO OTPEIETICHO HE paHee, ueM uepes 24 yaca
mocJjie mpreMa MmocyIeAHel 10361 (CM. pazaensl 4.5. u 5.2.).

Ilepexoo ¢ napenmepanvbHbIX aHMUKoazynsAHmMo8 Ha npenapam Pusapokcadban

VY nmanueHToB, MOJIyYarONIMX MapeHTEepaJbHbIE aHTUKOATYJISHTHI, CIEAYET NMPEKpPaTUTh BBEACHHUE
MapeHTepaIbHOT0 aHTUKOATYJISIHTA M HAaUWHATh NIPUMEHeHHe npenapaTta PuBapokcaban 3a 0-2 yaca
70 BPEMEHHU CIEAYIOIIEro IIJJAaHOBOTO IMApPEHTEpaTbHOIO BBEACHHS TMpemapara (Hampumep,
HU3KOMOJIEKYJISIPHOTO TeMapuHa) WM B MOMEHT IpeKpalleHus HeMpPepbIBHOTO MapeHTEPaIbHOTO
BBEJICHUS TIpernapara (HanpuMmep, BHYTPUBEHHOTO BBEJICHUSI HEPAKITMOHUPOBAHHOTO TeIIapUHA).

Ilepexoo ¢ npenapama Pusapokcaban na napenmepanbHvle AHMUKOA2YIsaHmbl

CrnemyeT BBeCTH NEPBYIO J03Y MAPEHTEPATHHOTO aHTHKOATYJSHTA B TO BPEMs, KOT/1a HY»KHO OBLIO
MPUHUMATH CJIEIYIONIYIO 103y MpenapaTta PuBapokcabaH.

Oco0ble rpynibl MalueHTOB

J]uua nooaicus1oco eo3pacma

Koppekuust 10361 He TpeOyercs (cm. pasaensl 4.4. u 5.2.). PUCK KpOBOTCUEHUSI YBEIHMUHUBACTCS C
MOBBIIIICHUEM Bo3pacTa (cM. pasnen 4.4.).

HauueHmbl C NOYEeUHOU HeOOCMAamoO4HOCMbIO

Wwmerommecs: orpaHUYeHHbIC KIMHUYECKHE JAHHBIE AEMOHCTPHPYIOT 3HAYUTEIILHOE TTOBBIIICHHE
KOHIIEHTpAalluii puBapokcadaHa B TUIa3Me y MAIIMEHTOB C TsDKEJIOW CTETEeHBI0 HapyIIeHUs ()YHKIIHH
novek (xkmupeHc kpeatrmHuHa KnKp 15-29 mn/mun). BeneactBue 3TOro st 3TOM KaTErOpUH
ManUeHToB mpemnapatr PuBapokcabaH cieayeT NPUMEHSITh C OCTOPOXKHOCTHIO. [IpumeHeHwme
puBapokcabaHa He pekoMeHoBaHo y narueHToB ¢ KnKp <15 mu/mun (cMm. pasznenst 4.4. u 5.2.).

VY nmanuentoB ¢ HapymeHueMm pyHkuuu nouek serkoit (KnKp 50-80 mu/mun) umn cpenneii (KiaKp
30-49 mur/MHUH) CTETIEHU TSHKECTH HE TpeOyeTcst KoppeKiuu 10361 (cM. pasaen 5.2.).

Hab}ueHMbl C NeYeHOYHOl HeOOCMAMmoO4YHOCMbIO

[Ipemapar  PuBapokcabGaH  TpPOTHBONOKA3aH  NAaIllMCHTaM C  3a00JIcBaHUSAMH  IICUYCHH,
COMPOBOXTAFOITUMUCS KOAryJonaTUeHd W PUCKOM KIMHHYECKH 3HAYMMOTO KPOBOTCUCHHS, B TOM
YHUCJIe MalMeHTaM ¢ Iuppo3oM medeHu kiacca B m C mo kmaccudukanuu Yaitnmga — Ilsio (cm.
paznensi 4.3. 1 5.2.).

Macca mena
Koppekuust 1o3s1 He TpeOyetcs (cM. pa3aenst 4.4. u 5.2.).
Ilon
Koppekuust 10o3s1 He TpeOyeTcs (cM. pa3aen 5.2.).
eTH

bezonacHocts 1 3¢ dexkTuBHOCTS npenapara PuBapokcaban y aereit B Bozpacte ot 0 10 18 et Ha
TaHHBI MOMEHT HE YCTaHOBJIECHBI. /laHHBIE OTCYTCTBYIOT.
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(NOCNEQCBATENEHOCTE 0002)

Cnoco0 mpuMeHeHus

BHyTpb, HE3aBUCUMO OT Iprema muim (cM. pasaensi 4.5. u 5.2.).
Hzmenvuenue mabnemox

Ecnm manueHT He crmocoOeH MporJIOTUTh TAaOJIETKY IeTuKoM, TabjeTka mpemapara PuBapokcaban
MOXKET OBITh M3MENbYeHa W CMEIIaHa C BOJON WU sIOJOYHBIM MIOPE HEMOCPEACTBEHHO MEpe]
MPUMEHEHHEM U ITEPOPATHHBIM IPHEMOM.

N3menvueHHas TabsieTka Tak:Ke MOXKET ObITh BBEACHA Yepe3 KENTYA0OUHBINA 30H (CM. pasnensl 5.2. u
6.6).

4.3. IlpoTuBONOKA3aAHUS

e [ UnepyyBCTBUTEIBHOCTh K pHUBapoKcabaHy WM K JHOOOMY M3 BCIIOMOIaTEIbHBIX BEILECTB,
NIEPEYUCIIEHHBIX B pazzaene 6.1.

e KIMHMYECKHM 3HAUMMOE aKTHBHOE KpPOBOTCYCHHUC.

e [loBpexxaeHne WM COCTOSIHUE, CBSI3AHHOE C  TOBBIIIEHHBIM PUCKOM  OOJBIIOrO
KpoBoTeueHMs. Harmpumep, umMeromascs Wik HeJaBHO NEPEHECEHHAs! KETYJOYHO-KHUILIEYHas
s3Ba, HAIMYHME 3JI0KAYECTBEHHBIX HOBOOOPA30BaHUN C BBICOKUM PHUCKOM KPOBOTECUYCHHMS,
HEJJaBHUE TPABMbI T'OJOBHOTO WJIM CIHMHHOTO MO3Ta, HEJABHUE OIEpalMyd Ha TOJOBHOM,
COMHHOM  MO3r€  WIM  [Ja3aX, HEJaBHEE  BHYTPUUEPENHOE  KPOBOM3IMSHHUE,
JUAarHOCTUPOBAHHBI WJIM TPEAINOJIAraeMblil BAPUKO3 BEH MHUIIEBOAA, apTEPHOBEHO3HBIE
Malib(hOpMaIliK, aHEBPU3MBI COCYJOB HIIM CEPbE3HBIE MAaTOJOTHH COCYAOB T'OJOBHOTO HIIH
CIIMHHOI'O MO3ra.

e ComyrcTByromasi Tepanus KaKUMU-TMOO JPYTMMU aHTUKOATYJISIHTaMH, HamlpuMep,
He(PAKIIMOHUPOBAHHBIM TEMAapUHOM, HU3KOMOJICKYJSIPHBIMH TenapuHaMu (PHOKCAIapHH,
JaNTeNapuH W JIp.), MPOW3BOAHBIMH TernapuHa (dhoHAAmapUHYKC W JIp.), MEPOPaTbHBIMU
aHTHUKOAryJsiHTaMu (BapdapuH, qJadurarpana STEeKCHIAT, aluKcabaH u Jap.), KPOME CIydacB
nmepexoja ¢ WM Ha puBapokcabaH (cM. paszmen 4.2.) Wi TOpH  OPUMEHEHUHU
HEe(PAKIMOHUPOBAHHOTO TeMapuHa B  JI03aX, HEOOXOAMMBIX [UIsI  oOecreueHus
(YHKIIMOHUPOBAHUS IIEHTPATHHOTO BEHO3HOTO WM apTepHALHOTO KaTerepa (CM. pasfeln
45)).

e Jleuenue OKC mpu moMoniu aHTHArperaHToOB Y MAIMEHTOB, MEPEHECIINX WHCYJIbT WU
TpaH3UTOpHYIO uiemMudeckyro ataky (THUA) (cMm. paznen 4.4.).

e [IpumeHeHue B COYETAHUU C AllETHIICATULIUIOBON KucinoTor y nauueHToB ¢ UBC unu 3I1A,
paHee TMEPEeHeCHINX TeMOpPparuyecKuidl WM JIAKyHapHBIM WHCYIbT, a TAaKKe B TCUCHHE
MEepPBOTO MecsIIa Mmocie J1b0oro HHCYNbTa (CM. pasnen 4.4.).

e 3aboyieBaHUs TEUCHU, MPOTEKAIONINE C KOATYJIOMAaTHEH M PUCKOM KIIMHUYECKH 3HAYUMOTO
KpPOBOTEUEHHMsI, BKJIIOYasi ppo3 neueHu kinacca B u C no knaccudpukanuu Yaiinga — I1bio
(cm. paszmen 5.2.).

e bepemenHocTh U niepuoa NakTauu (cM. pazuen 4.6.).
4.4. Ocodble ykazaHusi 1 MepPbl MPEI0CTOPOKHOCTH NMPH NMPUMEHEHUH

VY nanuentoB nocie OKC s dextuBHOCTS M 0€30MaCHOCTh pUBapOKcabaHa B JO3UPOBKE 2,5 Mr /iBa
pasa B JieHb ObUTH M3YYE€HBI B KOMOMHAIIUY C aHTHATPEraHTHBIMH CPEICTBAMH alleTHIICATHITMIIOBON
KHCIIOTOH WIIY C alleTUIICATUITAIOBON KUCIIOTOW U KIIOMUIOTPEIIOM/ THKIOMUAMHOM.
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0e30macHOCTh puBapokcabaHa B IO3UPOBKE 2,5 MT J1Ba pasa B JICHb ObLTH M3yYCHHI B KOM6I/IHaI_[I/II/I c
aleTUICAIMIIUIOBOU KUCIOTOM.

VY nmanueHToB Mociie HeJJaBHO NMEPEeHECEHHON MPOLEAYPbl PEBACKYIAPU3ALUN HUKHUX KOHEUHOCTEH
Bcaencteue cumnToMHoro 3ITA sddexkTuBHOCT, M 0€30MacHOCTh pHUBapoOKcabaHa B JO3UPOBKE
25Mr ngBa pa3a B JeHb OBUIM HM3ydyeHbl B KOMOWHAIIMM C AaHTHArPETaHTHBIM CPEJICTBOM
ALECTWICAUTULIMIOBOM KUCIIOTOM WJIM € alleTUICATMIUIOBOM KUCIOTOW U KPaTKOCPOYHOM Tepanuen
kionunorpenom. [lpu Heo6xoauMocCTH, ABOMHAS aHTUTPOMOOLIUTApHAS TEpaIus ¢ KIOMUIOTPEIOM
J0JDKHA OBITH KPaTKOCPOYHOM; cienyeT u30eraTh JUIMTENbHOM JTBOMHOM aHTHUTPOMOOLMTapHOU
TEparnuu.

[IpumeHeHne B KOMOWHUPOBAaHHOH Tepanmuu C JPYTMMH aHTUArpeTaHTHBIMH CPEICTBAMU
(HampuMep, pacyrpesioM WU TUKArpeJIopoM) He OBIJIO M3YUE€HO U HE PEKOMEHI0BAHO.

B Tedenne Bcero mepuojia J€UeHUS PEKOMEHIYeTCs KIMHUYECKOe HAOIIOIEHUE B COOTBETCTBUH C
KJIIMHUYECKOW MPAKTUKON MPUMEHEHHsI aHTUKOATYJISTHTOB.

Puck kpoBoTeUEeHUA

Kak u npu mpueMe Opyrux aHTHKOATYJISIHTOB, HCOOXOMMMO TINATEIHLHO HAOIONATh MAIMCHTOB,
NPUHUMAIOIIMX  pUBapokcabaH, JUid BBISBJICHUS TPH3HAKOB KpoBoTeueHus. IIpemapar
PEKOMEHIyeTCsl MPUHUMATh C OCTOPOKHOCTBIO MPH COCTOSIHUSIX C ITOBBINICHHBIM PHCKOM
KpPOBOTEUEHMsI. B ciydae TsDKEIOrO KPOBOTEYCHHs IPHEM pHUBapoOKcabaHa [OJDKEH OBITh
npekpaiies (cMm. paszaen 4.9.).

B xinmuHU4eckux HCCIICAOBAHUAX KPOBOTCUCHHUA U3 CIIM3UCTBIX O6OJ’IO‘I€K (a HMCHHO: KPOBOTCUYCHUC
U3 HOCA, JIECEH, JKEIYIO0YHO-KHIIEUYHOTO TPAaKTa, MOYEIIOJIOBOW CHUCTEMBI, BKJIIOUYAs aHOMAlIbHOE
BarMHaJIbHOE WM YCUJICHHOE MEHCTPYaJbHOE KPOBOTEUEHHE) U aHEMHs HaONIOJaIMCh yalle Impu
JUTATETFHOM JICYCHUH pPUBAapOKCa0aHOM B [IONOJIHEHWE K MOHOTEpAlMH WIA JIBOWHOU
aHTUTpOMOOIMTAapHOI Tepanuu. Takum 0Opa3oM, B JOMOJIHEHHE K Ha/UIekKaIIeMy KIMHUYECKOMY
HaOII0JICHUIO, JTAOOPAaTOPHOE MCCIEIOBAaHUE TeMOTJIOOMHA/TEMAaTOKPUTA MOXET OBITh 3HAYUMBIM
AJI1 BBIABJIICHUS CKPBITBIX KpOBOTe‘IeHI/Iﬁ U KOJIMYECTBECHHOU OLCHKHU KIIMHUYECKON 3HAYMMOCTU
SIBHBIX KPOBOTCUCHHH B CITydasiX, KOTJa MPUMEHUMO.

Heckonbko MOATPYIIIT MAlIUCHTOB, YKA3aHHBIC HUIKC, UMCIOT MOBBIIICHHBIN PHUCK KpOBOTCUCHHUA. B
CBSI3U C 3THM, NPH MPHUMEHEHUH PUBapOKcabaHa B KOMOMHAIIMY C JBOMHON aHTHTPOMOOIMTApHOU
Tepanﬂeﬁ Yy NallMCHTOB C U3BCCTHBIM IMOBBIIICHHBIM PUCKOM KpOBOTC‘ICHHﬁ, ,Z[aHHBIﬁ PUCK JOJIZKCH
OBITh COOTHECEH C TIOJMB30M OT TMPEAOTBPAIIECHUS aTEPOTPOMOOTHUYECKUX COOBITHI. Takxke
HGOGXOZ[I/IMO TIIATCIIbHO HaGHIO,Z[aTB TAKUX MAOUCHTOB IIOCJIC HadadJla JICHCHHA Ha NPU3HAKU U
CUMIITOMBI OCJIO)KHEHWH B BHJE KpoBoTeueHWH W aHemuu (cMm. pazgen 4.8.). Ilpu mobom
HGOGB}ICHHMOM CHHKCHUUN I‘GMOI‘JIOGI/IHa WM apTCPUAIBHOTO OaBJICHUSA HGO6XO,Z[I/IMO HUCKaThb
WCTOYHHUK KPOBOTCUCHHUSI.

Tepanus puBapokcabaHoM He TpeOdyeT pyTMHHOTO MOHUTOPHHTA €ro AKCIO3UIMH. TeM He MeHee,
U3MEpeHUEe KOHIEHTpAllMu pHBapokcabaHa C TOMOINbIO KadMOpOBaHHOrO TecTa JUid
KOJINYCCTBCHHOT'O OIMPCACIICHUSA aHTU-Xa AKTHUBHOCTHU MOXKET OKa3aThbCAa IIOJIC3HBIM B
HCKJIFOYHMTENIBHBIX Clydasx, Korjma wHbopmarus o0 SKCIO3WIMK puBapokcabaHa MOXKET OBITh
UCIIOIb30BaHA IIpU IPUHATHUM KIMHUYECKH 3HAYMMBIX pPELICHUM, Hanpumep, B cCilydae
MepeA03UPOBKHU UM SKCTPEHHOTO XUPYPrUIECKOTO BMEIIATENhCTBA (CM. pa3aeinsl 5.1 u 5.2).

IlanueHThl ¢ TOYEYHOH HETOCTATOYHOCTLIO

VY mamueHToB C TsokenbiM HapymieHneMm (QyHkiuu modek (KnKp <30 mu/muH) KoHIEHTpamus
puBapokcabaHa B IIa3Me MOKET OBITh 3HAUYUTEIHHO MOBBIIICHHOW (B 1,6 pa3a B cpemaHeM), 4TO
MOJKET TIPUBECTH K TOBBIIICHHOMY PUCKY KpPOBOTE€UCHHH. PuBapokca®aH JOKEH MPUMEHSTHCS C
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pekomenayercs y naruentoB ¢ KinKp <15 mu/mun (cm. pasgenst 4.2. u 5.2.).

MY OTUETY

G
JeiP0g.

PuBapokcabaH ciielyeT ¢ OCTOPOXHOCTHIO TPUMEHSTh Y TMAalMEHTOB CO CpPEOHEH CTENeHBIO
Hapymenuss Gpyakiun nodek (KnKp 30—49 mu/mMuH), momydaronx COIMYyTCTBYIONIME Ipernaparsl,
KOTOPBIC YBEIMYMUBAIOT KOHIICHTPAIIMIO pUBapoKcadaHa B mia3Me (cM. pazaen 4.5.).

B3aumoaelicTBre ¢ APYTUMH JIEKAPCTBEHHBIMU IIpenapaTaMu

[Ipumenenue puBapokcabaHa HE PEKOMEHJIYEeTCs Yy MalUeHTOB, MOJYYarONIMX COMYTCTBYIOIIEE
CUCTEMHOE JICUEHUE a30JIOBHIMH IPOTHUBOTPHUOKOBBIMU TMpermapaTamMu (HAmpuUMep, KETOKOHA3O0I,
WTPAKOHA30JI, BOPUKOHA30J W TMO3aKOHA30j) Wik uHruomropamu BUY-npoteas (Hampumep,
PUTOHABHPOM). OTH TMpenaparbl sBISAIOTCS MoOIHbIME uHrHOuTopamu CYP3A4 wu P-
ridkonporenHa. Takum  oOpa3oM, OTH mpenaparbl MOTYT MOBBIIAThH  KOHIEHTPAIUIO
puBapokcabaHa B IJia3Me 10 KIMHUYECKH 3HAYMMbIX 3HaYeHU (B 2,6 pa3a B CpPEHEM), YTO MOXKET
MIPUBECTHU K MOBBIIIIEHHOMY PUCKY KPOBOTEUCHHH (CM. pa3aen 4.5.).

Crnenyer cobOmofaTh OCTOPOXKHOCTb, €CIIM IAlUEHT OJHOBPEMEHHO IMOJy4aeT JIeKapCTBEHHBIE
mpernapaThl, BIUSIOIIME HAa TEMOCTa3, TaKhMe KaK HECTepOHJHbIE IPOTUBOBOCIAIUTEIbHbIC
npemapatsl (HIIBII), anmetuncaiuuuaoByo KHCIOTY U MHTHOUTOPBI arperaiui TPOMOOIIMTOB WIIH
CEJICKTUBHBIC MHTHOUTOPBI 0OpaTHOTO 3axBata cepoToHrHa (CMO3C) u celeKTUBHBIE HHTHOUTOPBI
oOparHoro 3axBara ceporoHuHa u HopamuHehpuHa (CHO3CH). Ilanmwentam ¢ puCKOM
S3BO00PA30BaHUS B JKEITYJOUYHO-KUIIEYHOM TPaKTe€ MOKET OBbITh HAa3HAYEHO COOTBETCTBYIOIIEE
npoduIakTHYecKoe JeueHue (cM. paszaen 4.5.).

Ecnum manumeHTsl MOMydYarOT pUBAapoOKcabaH M aHTUTPOMOOLMTApHBbIE MpenapaTthbl, MPUMEHSThH
comyrcrByromyo tepanuto HIIBII ciemyer, TONBKO eciau IOJb3a IIEPEBELIMBAECT PUCK
KPOBOTCUYCHHUS.

Jlpyrue haxTopsl pUCKa KPOBOTEYEHUI

PuBapoxcabaH, Kak U Ipyrue aHTUTPOMOOTUYECKUE CPEJCTBA, HE PEKOMEHAYETCS] K MPUMEHEHHUIO
MalKUeHTaM, UMEIOIIUM MOBBIIIEHHBIN PUCK KPOBOTEUEHU, B TOM YHCIIE:

® BpOXKIEHHAs WK NpUOOpeTeHHAas! CKIOHHOCTh K KPOBOTEUEHUSIM;
® HEKOHTpOJHMpYyeMas TsKesas apTepuanbHas TUIepTEeH3US;

e pyrue 3a00JE€BaHUS JKEIYJOYHO-KUIIEYHOTO TPAaKTa 0€3 aKTUBHOTO W3BA3BICHUS, KOTOPHIC
NOTEHIMAIBHO MOTYT MPHUBECTH K OCIOXHEHHMSM B BHJE KpPOBOTEUEHHUH (Hampumep,
BOCTIAJIUTEIbHOE 3a00JIeBaHME KHUIIEYHMKA, 330()arut, racTpUT U ractpos3odareanbHas
pedtokcHas 00JIe3HB);

® COCYIHUCTas PEeTUHOIATHS;
e OpOHXOIKTa3bl WM JETOYHOE KPOBOTEUCHUE B aHAMHE3E.
[TpumensTs ¢ ocropoxkHocThIO Y manueHToB ¢ OKC u UBC/3I1A:

e Bospact >75 ner, eciu NpUHUMAETCS BMECTE C alCTHWICAIMIUIOBOM KHUCIOTOH WA C
aIleTUJICATUIIMIIOBOM KHCIOTOM 1 KIOMUAOTpesioM/ TuKIonuanHoM. Heo6xonumo peryssipHo
WHJIUBUIYaJIbHO OIIEHUBATh COOTHOIIICHUE TOJIh3bI M PUCKA OT JICUCHHS.

e Huskas macca Tena (<60 Kr), eciii MPUHUMAETCS BMECTE C allCTUJICAIULIMIIOBON KUCIOTOU
WIH C alleTHJICATHIIMIOBON KUCIOTON U KIIOTHIOTPEIOM/TUKIIOTHTUHOM.

e [laumentsl ¢ UbC u TsHbKeno CUMOTOMHOM CEpACYHOM HEAOCTAaTOUYHOCThIO. MccnenoBanus
MOKa3bIBAIOT, YTO TAaKHE IMAIMEHThl MOTYT TIOJYYUTh MEHBINE IIOJNB3bI OT JICUCHUS
puBapokcabaHOM.
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ITarmMeHTHI cO 310KAYeCTBEHHBIMU HOBOO6DaBOBaHI/I}IMI/I

[TaneHTBl CO 3JI0KaYeCTBEHHBIM 3a00JE€BAHMEM MOIYT OJHOBPEMEHHO IOJBeprarbcs Oolnee
BBICOKOMY PHCKY M KpPOBOTEUeHHs, U TpomOo3a. MHAuBHyanbHas MOJIb3a aHTUTPOMOOTHYECKON
TepaIruy JOKHA OBITh COMOCTABIEHA C PUCKOM KPOBOTEUEHUS Yy MAI[EHTOB C AKTUBHBIM PAKOM B
3aBUCUMOCTH OT JIOKAQJIHM3allMKU OMYXOJIH, MPOTHBOOITYXOJIEBOM Tepamuu U CTAAUU 3a00JICBaHMUA.
Onyxoiu, pactoIOKEHHBIE B )KEIIyT0YHO-KUIICUHOM WJIA MOYEIIOJIOBOM TPAKTe, aCCOLIMUPOBAIINCH
C MOBBIIICHHBIM PUCKOM KPOBOTEUEHUS BO BpeMs TEpATUN pUBAPOKCAOaHOM.

[lpumenenne puBapokcabaHa y TAIMEHTOB CO 3J0KAYeCTBEHHBIMH HOBOOOpA30BaHMSMU |
BBICOKMM PUCKOM KPOBOTEUEHHUS IPOTUBONOKa3aHo (cM. pa3zaen 4.3.).

IlanmmeHTHl ¢ MCKYCCTBEHHBIMM KJIallaHAMM CepJIra

PuBapokcaban He cienyeT NpUMEHSTH Ul MPO(UIAKTUKE TPOMOO30B Y MAIlMEHTOB, EPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTalbHOro kiamaHa. be3omacHocTs M 3((eKTHBHOCTH
NpPUMEHEHHs puBapoKkcabaHa HE M3YYaJIHCh Y MALMEHTOB C UCKYCCTBEHHBIMH KJIallaHAMM Cep/lia,
CJIEZIOBATENbHO, HET JaHHBIX, MOJTBEPXKAAIOLINX, YTO NPUMEHEHUE puBapoKkcabaHa oOecreunBaeT
JOCTaTOYHBIA AHTHKOATYJISHTHBIA A(QQEKT y AaHHOW KaTeropuu mamueHToB. JledeHue Takux
MAIMEHTOB pUBApOKCA0aHOM HE PEKOMEHAYETCH.

[ManumenTsl ¢ aHTUHOOCHOIUIUIHBIM CUHIPOMOM

[IpumeHeHne nepopaibHBIX AHTUKOATYJISHTOB MPSMOTO JAEWCTBUSA, BKIIOYas pHUBapokcabaH, He
PCKOMCHAYCTCA Y MAallMCHTOB, HMCIOIIUX TpOM6OBBI B AaHAMHC3C, Yy KOTOPbLIX AUArHOCTUPOBAH
anTuGochoNUNUIHBIN cUHAPOM. B dacTHOCTH, Yy MAallMEHTOB C TPOHHBIM TO3UTHUBHBIM
aHTI/I(I)OC(bOJII/IHI/I,Z[HBIM CUHAPOMOM (Hannqne BOJIYaHOYHOTO AHTUKOAryJIssHTa, aHTUTCII K
KapAUOJUIHUHY U aHTUTEN K OeTa-2-TaukonpoTenny I) Tepanus nepopaibHbIMU aHTUKOATYJISTHTAMU
MPSIMOTO JIEHCTBUSL MOKET COIMPOBOXKAATHCS MOBBIMICHHONW YaCTOTOW PEIMINBOB TPOMOOTHUIECKUX
cOOBITHH B CPaBHEHUH C TEpamnueil aHTaronncraMu ButamuHa K.

IManumenTsl ¢ uaCcYIbTOM Wwiu TUA B aHamHese
Hayuenmuvr ¢ OKC

[Ipuem puBapokcabaHa B J03MpPOBKE 2,5 MI' IPOTUBOMOKA3aH Ui JiedeHus manueHTtoB ¢ OKC,
nMeromux HHCYIbT uiau TUA B anamuese (cM. pazzaen 4.3.). beuto mpoBeneHo uccieoBaHue JUIh
Heckonbkux mnanueHTtoB ¢ OKC, umeromux B aHamHe3e MHCYIbT win THUA, HO momydeHHbIE
OrpaHUYEHHbIE JaHHBIE 1O () (PEKTUBHOCTU IEMOHCTPUPYIOT OTCYTCTBUE KIMHUYECKON BBITOJBI OT
JIYEHUS y TaKUX MAIleHTOB.

Tayuenmwvr ¢ UBC/311A

[Maumentsl ¢ UBC wnm 3IIA ¢ HaiMumeM B aHaMHE3€ TEeMOPPArMYEeCKOTO WM JaKyHapHOIO
WHCYJbTa, WIM Yy KOTOPBHIX HaOJIOJascs HIIEMUYECKHUH HEJTaKyHApHBIM HWHCYJIbT B TEUYEHHE
MPEIIECTBYIOUIETO MecsIa, He U3yJaauch (cM. pasnen 4.3.).

[TanueHTsl TIOCIIE HEJABHO NEPEHECEHHOM NMPOUEAYPhl PEBACKYJISAPU3ALMN HUKHUX KOHEUHOCTEHN
BcneacTBue cumntomMHoro 3I1A ¢ npeamecTByommum UHCYIbTOM uinu TUA He uzydanucek. Y 3TuX
MAIMEHTOB, MOJIYYalOIIUX IBOMHYI0 aHTUTPOMOOLIMTAPHYIO TEpamuio, cieayeT U30erath JeUeHUs
pUBapoKcabaHOM B JO3UPOBKE 2,5 MT.

CHI/IHaJ'II)Haﬂ/BHI/IHVDaHBHaﬂ AHCCTE3WA NN ITYHKIWSA

[Ipy  BBIMOJIHEHWH  HEHpPOAKCHANBHOW  (CIMHATBHOW/AMUAYpPAIbHON)  aHeCTe3Ud  WIH
CHUHAJIbHOM/AMHUIypabHON MyHKIIUU MAUEHTaM, MOJIY4aloIM aHTUTPOMOOTHYECKUE TTPenapaThl
C Ienbl0 NPOPUIAKTHKHA TPOMOOIMOOIMYECKHX OCIIOKHEHUN, CYIIECTBYET PHUCK pPa3BUTHUS
SNUAYPATFHOM WM CHUHAJIBHON TeMaToOMbl, KOTOpas MOXET MPUBECTH K JJIUTEIbHOMY WIH
MOCTOSIHHOMY TIapajndy.
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AMHUIYPATLHOTO KaTeTepa WM COIMYTCTBYIONIEH Tepamuy JIEKAPCTBEHHBIMU IIperaparamH,
BIIMAIOIIIMUMHU Ha IeEMOCTas. TpaBMaTI/I‘-IHOG BBITIOJIHCHUEC BHHHypaHBHOﬁ WA CIIMHHOMO3I'OBOH
MYHKIAW WM TIOBTOPHAS IYHKIIHMS TAK)KE€ MOTYT MOBBIIATH PUCK. [laliMeHThl JOKHBI HAXOJUThCS
1o Ha6JHOI[eHI/I€M AJI1 BBIABJICHHA IIPHU3HAKOB HMJIM CHUMIITOMOB HCEBPOJIOTHYCCKHX HapyHleHI/Iﬁ
(Hanpumep, OHEMEHUE WU C1ab0CTh HOT, MUC(YHKIUS KUIIEUHUKA WM MOYEBOTO IMy3bIps). [Ipu
OOHapyKEHHH HEBPOJOTHYECKHX PACCTPONCTB HEOOXoIMMa CpoYyHas TUATHOCTHKA W JICYCHHE.
Bpau gomkeH COMOCTaBUTH TOTCHIMAIbHYIO TIONB3y M PHUCK TepeA  MPOBEICHHEM
HeﬁpoaKCHaanoro BMCIIATCIIbCTBA MAMCHTAM, HNOJYYAOIUM AHTHKOAryJIsIHTbI, WJIM KOTOPBIM
TUTAHUPYETCsl Ha3HAUCHHE aHTHKOATYIISTHTOB C TIEJTBI0 IPOPHIIAKTHKH TPOMOO30B.

OneIT KIMHUYECKOTO TPUMEHEHUsI puBapokcabaHa B JO3UPOBKE 2,5 MI' ¢ aHTHArperaHTHBIMU
CpPEeICTBAaMH B OIHMCAaHHBIX CHUTyallUsIX OTCYTCTBYeT. MHrubGuTopsl arperaiiuu TpPOMOOLIMTOB
HE00XO0IMMO OTMEHHUTh B COOTBETCTBUU C HHCTPYKITUEH MPOU3BOIUTEINS.

C uenbo CHMKEHUS MOTEHIIMATBHOTO PUCKA KPOBOTEUEHHSI, ACCOIIMMPOBAHHOTO C OTHOBPEMEHHBIM
MIPUMEHEHHEM pUBApOKCabaHa M BHINIOJHEHUEM HEHPOaKCHaIbHOW (IIUIypalbHON/CIUHAIBHON)
aHecTe3MM WM CIUHAJIbHOW MYHKIUHU, CIEAYeT YUYUTHIBaTh (apMaKOKHMHETHUYECKUH Mpoduin
puBapokcabaHa. YCTaHOBKY WJIHM yAaJleHUE SMUTYPATBHOTO KaTeTepa WK JTIOMOATbHYIO MYHKIIUIO
Jy4lle MPOBOJAUTH TOTNA, KOTJAa aHTUKOATYISHTHBIA 3(QeKkT puBapokcabaHa OLIEHHBAETCS Kak
cmabpiii (cM. pasmen 5.2.). OmHako TOYHOE BpeMsl IS JOCTHIKCHHS JIOCTAaTOYHO HHU3KOTO
AHTUKOAryJIsIHTHOTO 3(pdekTa y Kaxa0ro naeHTa HEn3BeCTHO.

PexoMenmanuy mo IIpUEMY Mpenapara JIO0 M II0CIE MHBA3MBHBIX NPOLSAYP M XHUPYPTUUYCCKHX
BMEIIATCIILCTB

Ecnu HEoOXoauMo MpoBeleHWE WHBA3UBHOW MPOIEAYpPHl WM XHPYPTHUECKOTO BMEIIATEIbCTBA,
npueM puBapokcabaHa B JO3UPOBKE 2,5 MT cleAyeT MPeKpaTUTh 1Mo KpaiiHed mepe 3a 12 gacoB 110
BMEIIATENLCTBA, €CIH 3TO BO3MOXHO, MU Ha OCHOBAaHHWHM KIMHHYECKOW OIICHKH Bpada. Ecnm
MAIMeHTy  TPOBOJMWTCS  IUIAHOBOE  ONEPATHBHOE  BMEMIATENLCTBO M HEXKENIATEJCH
AaHTUTPOMOOIUTAPHBIA 3(PPEKT, MPUMEHEHWE WHTHOUTOPOB arperamuu TPOMOOIUTOB CIIEAYyeT
MPEeKpaTHTh, KaK yKa3aHO B WHCTPYKIMH 1O TPHUMEHEHHWIO TMpernapara, NpeoCTaBlIseMOn
MIPOU3BOIUTEIICM.

Ecnu mpouenypy Henb3sl OTIOXKHTh, MOBBIIMICHHBIM PHUCK KPOBOTEUEHHUS CIIEyeT OLEHUBATh B
CpPaBHEHUHU C HEOOXOJMMOCTHIO CPOYHOTO BMEIIATENILCTBA.

[Ipuem puBapokcabaHa cleayeT BO300HOBHTh, KaK TOJIBKO 3TO OyAeT BO3MOXKHO, IOCTE
HHBa3UBHOU npoucaypbl HIM XUPYPTHYCCKOIO BMCIIATCIIBCTBA, CCJIM IIO3BOJIACT KIMHHUYCCKAA
CHTyalluss W JIOCTHTHYT aJCKBAaTHBIH TEMOCTa3, YTO OINPEACISIeTCs JeYallldM BpadyoM (CM.
paznen 5.2.).

JInIa moKMUJIoro Bo3pacra

Puck kpoBOTEUEHUS MOKET YBEIMUMUBATHCA C TIOBBILIEHUEM BO3pacTa (cM. pazzen 5.2.).

KoskHble peakimu

[Ipy mpoBeneHUM MOCTMAPKETUHTOBBIX HAOMIOACHHH COOOLIAOCh O CiIydasX BO3HUKHOBEHHS
CEPHhE3HBIX KOXKHBIX peaknuii, BKItoudas cuHApoM CtuBeHca — J[PKOHCOHA / TOKCHYECKHM
snuaepManbHbii Hekponu3 1 DRESS-cunnpowMm, Ha ¢one npumenenus puBapokcadbana (cM. paszen
4.8.). IlanueHThbl, TO-BHIUMOMY, IOIBEPralOTCS HAMOOJBIIEMY PHCKY BO3HHKHOBEHHS ATHX
peakiMii Ha paHHHX JTanax JEYCHHs: HAayajlo PeakUUH B OOJNBIIMHCTBE CIIy4aeB MPOHCXOIUT B
TE€YEHHE MEePBBIX HeNenb JeueHus. [Ipy mepBoM MOSIBICHUU TSDKEIOW KOXKHOM ChIMHM (HAampUMep,
IIpU €€ paclpoCTpaHEHUH, WHTCHCU(UKAIMK W/WiK 00pa30BaHUU BOJABIPEH) WM MPU HAIUYUU
JOPYTUX CHUMIITOMOB THMIIEPUYBCTBUTEIBHOCTH, CBA3AHHBIX C MOPAKEHUEM CIM3UCTON O0OJIOUKH,
CIIEAYET MPEKPATUTh TEPANTUIO PUBAPOKCAOAHOM.
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BcrnomorarennHEIC BEIIECTBA

Jlakmosa

[Ipenapatr PuBapokcaban coiepkuT JakTo3y. JlaHHBIN JeKapCTBEHHBIM mpenapaT He Cileayer
IIPUHUMATH MALMEHTaM C PEAKO BCTPEYarOIIeHcs HACIEACTBEHHON HEMTEPEHOCUMOCTBIO TaJIaKTO3BI,
JAKTa3HON HEOCTATOYHOCTHIO WK TIIFOKO30-TAIAKTa3HON MaTbaOCOPOITHEH.

4.5. B3aumojeiictBie ¢ JPYrdMH JIeKAPDCTBEHHBIMH TMpenapaTaMd W Jpyrue BHAbI
B3aNMO/IEeHCTBUA

Nuruduropsl CYP3A4 u P-imkonporensa

OpHOBpeMEHHOE TMpUMEHEHHE puBapokcabaHa u ketokoHazona (400 mr 1 pa3 B JeHb) WiIn
putoHaBupa (600 Mr 2 pa3a B JIeHb) MpHUBOAWIO K ToBhImeHHIO cpeanert AUC (mmomans mon
KPUBOH «KOHIICHTpAIUsl — BpeMs») puBapokcabana B 2,6 paza / 2,5 paza U yBEIUUYCHUIO CPEIHEH
Cmax (MakcumanbHasi KOHIICHTpalus) puBapokcabana B 1,7 pasa / 1,6 pa3sa co 3HaYUTEILHBIM
ycuneHueM (papmakoguHaMu4decknx 3((EeKTOB TaHHOTO Mperapara, 4TO MOXET NPUBOAUTH K
YBEJIMUEHHUIO pHUCKAa KpoBOoTeueHus. B cBsA3u ¢ 3TuM puBapokcabaH HE pPEKOMEHAYeTcs K
NPUMEHEHUIO y TAIMEHTOB, IMOJYYalOUIMX COMYTCTBYIOIIEE CHCTEMHOE JICUEHUE a30JI0BBIMU
MIPOTUBOTPUOKOBBIMU TIperapaTaMH, TaKUMH KaK KETOKOHA30Jl, MUTPAaKOHA30JI, BOPUKOHA30J H
M03aKOHA30JI, WK MHTUOUuTOpamu nporeassl BUY. DTH akTHBHBIC BEIIECTBA SBISIOTCS MOIIHBIMU
naruouTopamu 1 CYP3A4, u P-rimukonporenna (cm. pazaen 4.4.).

AKTHBHBIC BEIIECTBA, CUIBHO HHIMOUPYIOIIME TOJIBKO OJUH U3 IyTeH BBIBEJCHUS puBapoKcabaHa,
nmu CYP3A4, wimm P-ramkonmpoTenH, BEpOSTHO B MEHBIIEH CTeNeHH OyAyT IMOBBINIATH
KOHIIEHTPAIIMIO pUBapOKcabaHa B Ma3Me.

Hampumep, knapurpomutiua (500 mr 2 pasza B JeHb), KOTOPBIA CYUTAETCS MOIIHBIM UHTHOUTOPOM
CYP3A4 u ymepeHHbIM WHTHOUTOpOM P-TmukompoTewHa, BhI3bIBaNl yBenudeHue cpemneir AUC
puBapokcabana B 1,5 pasza u yBenuueHue Cpax B 1,4 paza. BzaumonelicTBue ¢ KJIapUTPOMUIITUHOM
CUMTAETCS KIWHUYECKH HE3HAYMMBIM JUIsi OOJBIIMHCTBA MAIIMEHTOB, HO MOXET OBITh
MOTEHLIMAJIbHO 3HAYUMBIM JJIsl MAllMEHTOB M3 TPYNIbl BBICOKOTO pUCKa (A7 MalMEeHTOB C
HapylieHueM (YHKIIUH OYeK cM. pasaen 4.4.).

OputpomuiuH (500 mr Tpu pasa B neHb), ymepeHHbIH nHruoutop CYP3A4 u P-rmukonpotenHa,
BbI3bIBaN yBenuyeHue 3HaueHuit cpenneit AUC u Cha puBapokcabana B 1,3 paza. Bzaumoneiicteue
C OPUTPOMUIIMHOM CUYHMTACTCS KIMHMYECKH HE3HAUYMMBIM JIJIsl OOJBINIMHCTBA MAIIMEHTOB, HO MOXKET
OBITh MOTEHIIUAILHO 3HAYUMBIM JJIs1 TAIIUEHTOB U3 TPYIIBI BELICOKOTO PHCKA.

VY manuMeHToB ¢ JIETKOW CTENeHbI0 HapyiieHus (QyHKmuu mouek sputpomunud (500 mr 3 pasa B
JICHb) BBI3BIBAJ yBenuueHue 3HaueHuit cpenneit AUC puBapokcabana B 1,8 paza u Cya B 1,6 paza
10 CPaBHEHUIO C TAIMEHTaMH C HOPMalbHOW (YHKIHMEH TMOdYeK. Y TaIlMeHTOB CO CpeaHei
CTCTICHBIO HapyIIeHUs (DYHKIHUU MOYEK IPUTPOMUIIMH BBHI3BIBANl yYBEIWYCHHE 3HAYCHUU CpemHei
AUC pusapokcabana B 2,0 pa3a u Cmax B 1,6 paza mo cpaBHEHHUIO C MAllMEHTaMH C HOPMaJIbHON
¢bynkuueit movek. IH ekt F3puTpOMHULIMHA SBISCTCS AAMUTUBHBIM K HAPYHICHUIO (DYHKIIMM MOYEK
(cm. paznmen 4.4.).

®dnykonaszon (400 Mr ovH pa3 B JACHB), KOTOPBIA cUuUTaeTCsl yMepeHHbIM uHruoutopom CYP3A4,
BbI3bIBANT yBenuueHue cpenneid AUC puBapokcabana B 1,4 pasa u yBenuwdeHue cpeaHeid Cpax B
1,3 paza. BzaumopeiictBue ¢ (IyKOHA30JIOM CUUTACTCS KIMHUYECKHM HE3HAYUMBIM IS
OOJIBIIMHCTBA MALMEHTOB, HO MOET ObITh MOTEHIUAIBHO 3HAYUMBIM JJISl MAIMEHTOB U3 TPYIIIbI
BBICOKOTO pHCKa (JIJ1s1 MAMEHTOB C HapyIlIeHueM (DYHKIHH MOoYeK cM. pasnen 4.4.).

Ha ocHOBaHMM UMEIOIIMXCS OrpaHUYEHHBIX KIMHUYECKUX JaHHBIX HEOoOXOAMMO u30erarb
OJTHOBPEMEHHOT'0 MIPUMEHEHHSI PUBAPOKCca0aHa C IPOHEAAPOHOM.
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[Tocne ogHOBpEeMEHHOTO MPUMEHEHMsI SHOKcarmapruHa (oHOKpaTHas fo03a 40 Mr) u puBapokcabaHa
(omHokpatHass mo3za 10 wmr) Habmogancs CyMMalnUOHHBIA J(PQEKT B OTHOIICHHH aHTH-Xa
aKTUBHOCTH, 0€3 Kakoro-in0o JIOMOJHUTEIBHOIO BJIMSHUS Ha MoKazarenu cBepThiBanusa (1B
(mporpombuHoBOe Bpemsi), AUTB (akTuBHpoBaHHOE YaCTUYHOE TPOMOOIUTACTHUHOBOE BpEMS)).
DHOKcanapuH He U3MEHsT (apMaKOKHHETHKY puBapokcabaHa.

B cBs3u ¢ HOOBBINIEHHBIM PUCKOM KPOBOTCUCHUA H€O6XO,Z[I/IMO COG.HIO,Z[aTI: OCTOPOXKHOCTH IIpH
OJTHOBPEMEHHOM MTPUMEHEHUH C JTIOOBIMH IPYTUMH aHTUKOATYJISTHTaMu (CM. pasnensl 4.3. u 4.4.).

HIIBII/uHruOuTOpsl arperauu TpoMOOIIUTOB

[Tocne omHOBpeMEHHOTO NpUMEHEHHs puBapokcabana (15 mr) m HampokceHa B mo3ze 500 mr
KIIMHUYCCKU 3HAYUMOT'O YBCIIMYCHUSA BPCMCHU KPOBOTCUYCHUSA HC Ha6JHOI[a.HOCB. Tem He MCHEC, Y
OTIEIBHBIX JIMII BO3MOXKEH 00Jiee BEIPaKEHHBIN (hapMaKOJANHAMHYECKUI OTBET.

He naGmonanoch KIMHUYECKH 3HAYUMBIX (PapMaKOKHMHETHYECKUX WM (apMaKoIMHAMHYECKHX
B3aUMOJICMCTBUI  TNpH  OJAHOBPEMEHHOM  TNPUMEHEHHWHM  puBapokcabana u 500 mr
aleTUIICATUIIMIOBON KHCIIOTHI.

Knonunorpen (Harpyzounas go3a 300 mr, 3a KOTOpO# cieayeT MOAACPKUBAIOIIAs 1032 75 Mr) He
MPOJIEMOHCTPHUPOBAT (hapMAKOKMHETHUECKOTO B3aUMOJICHCTBUSI ¢ puBapokcabanom (15 mr), HO B
MOJIPYIITE MAlMEHTOB HAOIIOIAIOCh 3HAUMMOE YBEJIMUEHHE BPEMEHU KPOBOTCUCHHS, KOTOPOE HE
KOPpPEIUPOBAIO CO CTEMEHBI0 arperaud TPOMOOIMTOB M COJepKaHueM P-cenekTuHa wiH
GPIIb/1lla-penenropa.

HeobOxomuMo co0itoiaTh OCTOPOXKHOCTh TIpu ogHOBpeMeHHoM mnpumeHennn ¢ HIIBIT (Bxirouas
alleTWICAIMLIMIOBYIO  KUCJIOTY) M HWHTMOMTOpaMHM arperaiMd TPOMOOIUTOB, IOCKOJBKY
MPUMEHEHHE ATUX MPETapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTeUEHHS (CM. pasnen 4.4.).

CHO3C / CUO3CH

Kak m B ciyyae mNpuMEHEHHUs JAPYrUX AaHTUKOATyJIsIHTOB, BO3MOXHO YBEIMYEHUE pPHCKa
KPOBOTEUEHHsI y TMAIMEHTOB, OJHOBPEMEHHO NPHMEHSIOMNX PHUBAPOKCA0aH C CEIEKTUBHBIMU
uHruOuTOpamMu obparHoro 3axBaTa ceporoHnHa (CHMO3C) mnu ceneKTHMBHBIMM HMHTHOUTOpaMu
oOpatHoro 3axBara cepoTroHnHa u HopanuHehpuHa (CHUMO3CH), BciencTtBue BIMSHHUS ITHX
IpernapatoB Ha TPOMOOIUTHL. Pe3ynpTaThl KJIMHUYECKUX HCCIEAOBAaHMM puBapokcabaHa
IPOJIEMOHCTPUPOBAIM YHCIEHHOE MOBBIMICHHE OONBIIMX M HEOONBIINX KIMHUYECKH 3HAYHMBIX
KPOBOTEUEHHH BO BCEX IPYMIAX JICYEHUS MPU OJHOBPEMEHHOM MPUMEHEHUH 3THX IPEnapaToB.

Bapdapuu

[lepexon manueHToB ¢ aHTaroHucra BuTammHa K Bapdapumra (MHO ot 2,0 mo 3,0) Ha
puBapokcaban (20 mr) wim c¢ puBapokcabana (20 mr) ma Bapdapun (MHO ot 2,0 mo 3,0)
yBenuuuBan nporpombuHoBoe Bpems/MHO  (Neoplastin)  OGombmie, dWem mpu mpocToMm
cymmupoBaauu dddexroB (otaenpHbie 3HaueHus MHO moryt gocturate 12), B TO Bpemsi Kak
Brnusinue Ha AUTB, mogaBneHne akTUBHOCTH ¢akTopa Xa M BIMSHHE HA YHAOTCHHBIN MOTEHIHAI
tpombuHa (DI1T) ObuTH AT TUTUBHBIMHU.

Ecimu HeoOxomumo wuccienoBath ¢apmakoguHamMudeckue 3(Q¢eKThl puBapokcabaHa BO BpeMms
MEPEXOTHOTO TEpHoJa, B KauecTBE HEOOXOAMMBIX TECTOB, Ha KOTOPbIE HE OKAa3bIBACT BIIMSHHE
BaphapuH, MOXXHO WCIOJB30BaTh ONpPEJCICHHEe aHTU-Xa AaKTUBHOCTH, MPOTPOMOMHA30-
uuaynupoantnoe Bpemsi cBeprbiBanus (PICT) u HepTest. Haunnas ¢ 4-ro aHs mocie mpuema
nocneaHe no3el BapdapuHa Bce maboparopHble mmokaszarenu (B ToM uucie [1B, AYUTB,
WHTUOMpOBaHME aKTUBHOCTH (hakTopa Xa u DIIT) orpaxkanu TOIBKO BIUSHUE PUBapOKcabaHa.

Ecnmu HeoOxomumo wuccienoBath (¢apMakoanHamuueckue 3¢dekTsl BapdapuHa BO BpeMms
HEPEXOTHOr0 Nepruoaa, MoxkHo ncnonb3osathk 3HaueHHne MHO npu Crpovenyr. pUBapokcadaHna (uepes
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pI/IBaPOKca6aH IMPAKTUYCCKH HE OKA3bIBACT BIIUMAHUA HA 3TOT IOKA3aTCIIb.

Mexny  BappapuHOM W pHBapokKcabaHOM He  ObUIO  3apeTUCTPHPOBAHO  HUKAKUX
(hapMaKOKMHETHYECKUX B3aMOICHCTBUH.

Wanykropet CYP3A4

OpHOBpeMEHHOE MpPUMEHEHHE pHBapokcabaHa U pudaMIIMIUHA, SBISIONIETOCS MOIIHBIM
uaaykropoM CYP3A4, npuBonuio k cHmwkeHuio cpenneit AUC puBapokcabana mpuOIN3UTENEHO
Ha 50 % u mapasieIbHOMY YMEHBILIEHUIO ero GpapMakoguHamMuueckux 3¢ dexktoB. OqHOBpEeMEHHOE
IpUMEHEHHE pHBapokcabaHa ¢ JpyruMu MoulHbIMH  HHAyKTOopamu CYP3A4  (mampumep,
(dheHuTonHOM, KapbamazenuHoM, heHoOapOUTaAIOM WIIH TIperapaTaMu 3Bepo00s IPOILIPSIBICHHOTO
(Hypericum perforatum)) taxyke MOXeT NMPUBECTH K CHUXKCHUIO KOHIICHTpAIMK prBapokcabaHa B
mwiazme. CrieoBatenbHO, HEOOXOAUMO U30eratb OJHOBPEMEHHOTO TNPUMEHEHHS MOIIHBIX
unaykropoB CYP3A4, kpome ciaydaeB, KOraa y HMalMeHTa TIIATEIFHO KOHTPOJIUPYIOT MPU3HAKU U
CHUMIITOMBI TpOMOO3a.

IIpouas conmyTCTBYIOIIAS TepaIIns

Knunnyeckn 3HauMMBIX (hapMaKOKHHETHYECKUX WK (apMaKOoIMHAMHUYECKUX B3aMMOJCHCTBHIMA
Ipy  OJHOBPEMEHHOM TMPUMEHEHHH puBapokcabana c¢ wmumazonamom (cyoctpar CYP3A4),
murokcuHoMm  (cyoctpat  P-rmukomporeuwna),  aropBactatuHoM  (cyoctpar  CYP3A4 wu
P-rmukomporenna), wid oMemnpa3ojgoM (MHTHOUTOP MPOTOHHOW TMOMIIBI) HE HAOIIOJANIOCH.
PuBapokcaban He MHTUOMpPYET ¥ HE HHAYIIMPYET HUKaKue 3 ocHOBHBIX m30hopm CYP, Takux kak
CYP3AA4.

KiuHMYeCKH 3HAYMMBIX B3aUMOJCHCTBUN C TMHIICBBIMH IMPOAYKTAMH HE HAOI0JAI0Ch (CM.
paznen 4.2.).

Bnusgnue Ha 1abopaTopHEIE TApaAMETPHI

PuBapokcabaH oka3piBaeT BIUSHUE Ha TOKA3aTEM CBEPTHIBAEMOCTH KpoBH (Hampumep, [1B,
AUTB, HepTest) B cBsA3U CO CBOUM MEXaHU3MOM JICUCTBUS (CM. pazaen 5.1.).

4.6. DepTUIBLHOCTD, 0EPEMEHHOCTD U JAKTALHSA

bepemeHHOCTH

besomacHocth U 3¢ (eKTHBHOCTh pUBapokcabaHa y OEpEeMEHHBIX JKEHIIMH HE YCTAHOBIICHBI.
JlaHHBIC, TIONYYEHHBIE Y JKUBOTHBIX, IOKA3aJd PENPOAYKTHBHYIO TOKCHYHOCTh. Bciencteue
BO3MOXXHOW PEMPOTYKTUBHOW TOKCHYHOCTH, PHUCKA PA3BUTHS KPOBOTEUEHHUS U CIOCOOHOCTH
puBapokcabaHa MPOHUKATh 4Yepe3 IJIAIEHTY pUBapoKcabaH MPOTHUBOIOKA3aH MpH OEpEeMEHHOCTH
(cm. paznen 4.3.).

JKeHIIMHBI eTOPOJHOrO BO3pacTa JOJDKHBI H30eraTb OEpEeMEHHOCTH BO BpeMsl Teparuu
pHUBapoKcabaHOM.

JlakTamus

bezonacHocTh 1 3()(heKTUBHOCTH pUBApPOKCabdaHa y JKEHIIMH B MEPHUOJ TPYAHOTO BCKapMIIMBAHUS
HE YycTaHOBIIEHB. JlaHHBIE, TOJYYCHHBIE Yy JKHBOTHBIX, IIOKa3bIBAIOT, YTO pPHUBapOKCaOaH
BBIJICJIACTCS C TPYJHBIM MoOJIOKOM. [losTOMy puBapokcabaH MpOTHUBOIIOKAa3aH B MEPUOJ IPYIHOTO
BckapwimBaHus (cMm. pasgen 4.3.). HeoOxomumo mnpuHATH pernieHue o0 OTMEHE TPYAHOTO
BCKapMJIUBAHUsI WJIH MTPEKPAIICHUH Teparuu.
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(NOCNEQCBATENEHOCTE 0002)

DepTHIbHOCTD

CrenuduuHbIX HWCCIICAOBAHUIA BJIMSHUS pUBapokcabaHa Ha (QEpTHILHOCTh Y 4YellOBeKa He
MPOBOAMIIOCH. VccrieoBanms TOKa3aiy, 9TO PUBapOKCca0aH HE BIUSET HA MYKCKYIO U JKEHCKYIO
(hepTUIBHOCTD Y KPBIC.

4.7. BiusiHHe Ha CHOCOOHOCTH YNPaBJATH TPAHCHOPTHBIMHM CpeACcTBAMH W padorarh C
MeXaHM3MaMH

PuBapokcabaH oka3bpIBaeT HE3HAUUTEIHHOE BIMSHUE HAa CIIOCOOHOCTH YNPABIATH TPAHCIOPTHBIMU
cpeactBaMu W paboTaTh C MeEXaHW3MaMH. BBUIM 3aperiucTpUpOBAaHBI TaKWE HEXKENATebHbIC
peakiuu Kak 0OMOpPOK (Y4acToTa: HEYaCTO) U TOJIOBOKPYX)EeHHE (4acToTa: yacTto) (cM. pasnen 4.8.).
[TareHThI, Y KOTOPBIX BO3HUKAIOT TOJO0HBIC HEXKEIATEIbHBIC PEaKIMU, HE JOJDKHBI YIPABISTH
TPaHCHOPTHBIMU CPEACTBAMU WIH APYTUMU MEXaHU3MaMHU.

4.8. HexenaTebHbIE peakuu

Pesrome mpoduiist 6e300acHOCTH

be3onacHocTh puBapokcabaHa OIEHHWBAJIAaCh B TPUHAMAIATH OCHOBHBIX ucchefoBaHusx Il dazsr
(cm. Tabmumy 1).

CymMmaphuo 69 608 B3pocibIX NAIMEHTOB B AeBATHAAIATH uccnenoBanusx Il dhas3er u 488 nereii B
nByx uccienosanusx Il ¢aser u aByx uccnenoBanusx Il gpassl npuauManu puBapokcadas.

Tabmuma 1. Yuciao manuMeHToB, y4acTBOBABIIMX B MCCIEAOBAHUSAX, CYMMapHas CyTOUYHas J03a U
MaKcHUMaJbHas POAOHKUTEILHOCTD JICUCHUs B KIIMHUYECKUX uccnenoBanusx 111 ¢a3el ¢ yuactuem
B3POCIBIX U MEAUATPUYCCKHUX MMAIIUCHTOB.

IMokazanue Yuciio CymmapHas cyTouHass | MakcumalibHas
NalnueHToB* |/103a MPOI0JKUTENb-
HOCTB JIeUeHHUst
[IpodunakTrka BeHO3HOH TpoMOo3IMOoaHK |6 097 10 mr 39 nueit
(BTD) y B3pOCIBIX MAICHTOB,
MEepEeHeCUINX MJIAHOBYIO ONEPAIUIO 110
3aMeHe Ta300eIPEHHOr0 TN KOJIEHHOTO
CycTaBa
[Mpodunakruka BT y nanuenTos, 3997 10 mr 39 nueit
TOCHHUTANA3UPOBAHHBIX C OCTPBIM
MEJIUITUHCKAM COCTOSTHHEM
Jleuenue Tpombo3a riyookux e (TT'B), |6 790 Henn 1-21: 30 mMr 21 Mmecsi
TpOoMO03MOO0INH JIETOUHON apTepUH Haunnasg ¢ 22 nus:
(TOJIA) n mpodunakTHKa PeUUANBOB 20 mMr
ITocne muaIMYM 6
MECSIIIEB Teparnuu:
10 mr wium 20 mr
Jleuenne BT u npodunaktuka penuausos | 329 [Ho3a, 12 mecsneB
BTD3 y HOBOPOXACHHBIX U IETCH B CKOppPEKTUPOBaHHas B
BO3pacTe 10 <18 ner nocie HavanbHOMI 3aBHCUMOCTH OT MacChl
CTaHJIAPTHOI aHTUKOAryJISTHTHON Teparuu Tena, Uil AOCTHXCHUS
(hapMaKoJIOrHIeCKOro
JICHCTBHS,
9KBUBAJICHTHOTO
TaKOBOMY Y B3POCIIBIX,
nosrygaBmmx 20 Mr
puBapokcabaHa OJUH pa3
B JcHB g neueHus TT'B
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gt
IMoxa3zanue Yuciao Cymmapias cyrounan  TMakcnvarbaas
NalnueHToB* |/103a MPOI0JKUTENb-
HOCTb JI€YEHHS

[IpodunakTika HHCYIbTa U CUCTEMHOMN 7750 20 mMr 41 mecsan
TPOMOOIMOOJINH Y MAIUSHTOB C
(udprIIAIIUeH Ipeacepanii HeKJIaaHHOTO
MTPOUCXOXKICHUS
[IpodunakTHKa aTepOTPOMOOTHIECCKHIX 10 225 5 mr wiun 10 mr, 31 mecsn
cobpITH# y marmenToB nociae OKC COOTBETCTBECHHO, B

KOMOWHAIIH C

AlETIIICATAIIUIOBOM

KHUCJIOTOW WU

AleTIIICATAIINIOBOM

KHUCIIOTOMU C

KJIOMUIOTPEIOM HITH

TUKJIOIHJITHOM
[Ipodunaktrka aTepoTPOMOOTHIECKUX 18 244 5 Mr B KOMOMHAIIUH C 47 mecsneB
coOwrtuil y marpienToB ¢ UBC umm 3[1A arneTHICATUITHIIOBOH

kucaoToi uinu 10 Mr B

MOHOTEpAITUN

3 256** 5 Mr B KoMOMHALIMH C 42 mecsma
AlETHIICATAIIUIOBOM
KHCJIOTOU

* TTareHThI, OJTyYUBIIUE TI0 MEHBIIICH Mepe OJIHY 103y pUBapoKcabaHa.
** I3 uccnenosannst VOYAGER PAD.

Haubonee yacto perucTpupyeMbIMU HEXKENATSIbHBIMU PEAKIHMSIMH Yy TAIUEHTOB, MOIYyYaBIINX
puBapokcabaH, Obut KpoBoTedeHHs (cMm. pasgen 4.4 u Hmwke «OnucaHue OTIEIBHBIX
HeXenaTeNnbHbIX  peakmuiiy) (Tabmuma 2). Haumboiee YacTo pPEerUCTPUPOBAIUCH  TaKHE
KpOBOTEUYEHHs, KaKk HOCOBOe KpoBoTeueHue (4,5 %) U KelyqoyHO-KHIIEYHOE KpPOBOTECUYEHHE
(3,8 %).

Tabnuna 2. YacTtoTa BO3HUKHOBEHHS KpPOBOTCUEHHH™® W aHEMUHM Yy MAIMEHTOB, MOJIy4aBIIUX
JieyeHre pUBapoKcabaHOM B 3aBEPILICHHBIX KIMHUYeCKuX uccienoBanusx I ¢aszel ¢ ydyactuem
B3POCIBIX U NEAUATPUUECKUX MMALIUEHTOB.

IToxka3zanue JIrooe AHemust
KpOBOTeUYeHHe
[Ipodunaktrka BeHo3HOH TpoMOoIMOomuu (BTD)y | 6,8 % nmanuenTtos 5,9 % manueHToB

B3pOCJIBIX MAIUEHTOB, MIEPEHECIITHNX MIAHOBYIO
OTIepaIuIo 1o 3aMeHe Ta300eIPEHHOTO WIN
KOJICHHOT'O CyCTaBa

[Ipodunaktrka BeHO3HOH TpoMO0IMOOINH Y 12,6 % nanueHToB 2,1 % nauneHToB
[AIMEHTOB, TOCIUTAIU3UPOBAHHBIX C OCTPBIM
MEAUIUHCKUM COCTOSHHEM

Jleuenue TI'B, TOJIA u npodunakTika peruanBoB 23 % manueHToB 1,6 % manueHToB

Jleuenne BTO u npodunakruka pernuansos BTD y 39,5 % manueHToB 4,6 % manueHToB
HOBOPOXICHHBIX U JIeTeH B Bo3pacTe 1o <18 jer
MOCJi€ HaYaabHON CTaHJAPTHON aHTUKOATYJISTHTHOM

Tepanuu
[IpodunakTika UHCYIbTa U CUCTEMHOMN 28 na 100 matmenTo- | 2,5 na 100 manuenro-
TPOMO0IMOOJINY Y MALMEHTOB ¢ GUOPHILIAIMCH JIET JIET
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MpeicepIuii HEKJIAMTAaHHOTO TPOUCXOKICHHS UMTULTTELIBATENBAUL T UULL)
[IpodunakTrka aTepOTPOMOOTHUCCKHUX COOBITHIH y 22 na 100 marmmenTo- | 1,4 ma 100 marueHTo-
naredToB nociae OKC JeT JeT
[Ipodunaktrka aTepoTpOMOOTHUECKUX COOBITHI Y 6,7 na 100 nmarmento- | 0,15 na 100
nanuenTos ¢ UbC mmm 3ITA JeT ManueHTo-JIeT**

8,38 Ha 100 0,74 na 100 narmeHTo-

HALMEHTO-TIET Jer**E?

Bo Bcex KIMHHYECKHX MCCIICAOBAHUSIX PUBapOKcabaHa BCE CIydad KPOBOTEUECHUSI COOMPAIOTCS, PETHCTPUPYIOTCS
U OLICHUBAIOTCSL.

B wuccnenopannn COMPASS wactoTa BCTpeuaeMOCTH aHEMHMH HH3Kasl, MOCKOJBbKY HMPUMEHSUICS BBIOOPOYHBIH
MOAXO0A K cOOpY NaHHBIX 110 HEXKENAaTEIbHBIM SIBICHUSIM.

*** Tlpu cOope JaHHBIX O HEXKEJAaTEIbHBIX SIBICHUAX IPUMEHSUICS BBIOOPOYHBIN MOJIXOI.

# M3 uccnenosanust VOYAGER PAD.

*%*

TaOnuyHOE pe3roMe HEXKENATENbHbIX PEAKIINNA

YacroTa BCTpeyaeMOCTH HEXENaTeNIbHBIX peaklnii, 3aperucCTpUPOBAaHHBIX Y JETEH U B3POCIBIX MPU
MPUMEHEHUH pUBapokcabaHa, MpuBeAeHa B Tabmuie 3 HIKE C pa3lelieHueM IO CHUCTEMHO-
OpPraHHBIM KJIaccaM U IO 4acToTe.

YacToTa BCTPEYaeMOCTH OMPEIEISETCS KakK:

oueHb yacto (>1/10);

gacto (>1/100, Ho <1/10);

Heuacto (>1/1000, vHo <1/100);

penko (>1/10 000, o <1/1000);

oueHb peako (<1/10 000);

JacTOTa HEM3BECTHA (Ha OCHOBAHWH MMEIOIINXCS TAHHBIX OI[CHUTH HEBO3MOYKHO).

Tabmuma 3. Bce HexenmaTenbHBIE PEAKIMH, 3apETHCTPUPOBAHHBIC Yy B3POCIbBIX MAlMEHTOB B
KIuHU4Yeckux uccnenoBanusx 11 gassl unm B X0z MOCTPErucTpaliMOHHOTO MPUMEHEHUA*, a TaKkKe
y TeauaTpudyecKuX MalUeHTOB B JBYX KIMHHYeCKMX wuccienoBanusx Il ¢assr m  aByx
uccnenoBanusx 11 ¢azpl.

CucreMHO-opransblii kjaacc | Yacrora HeskenarenbHas peakuus
Hapymenuss co  croponsl | YacTo AHemus (BKITFOUAST COOTBETCTBYIOILINE
KpOBU U  JTUMQaTHYECKON 1a00paTOpHBIE MOKA3aTEIN)
CUCTEMBI Heuacto TpombounTO3 (BK/IIOYAs MOBBIIIEHHE KOJIMYECTBA
TpoMGoIuTOB)", TPOMBOLUTONCHUS
Hapymenuss co  croponsl | Heuacto Anneprudeckas peaxuusi, aJIepruYecKui
MMMYHHOM CHUCTEMBbI JIEpMaTuT, AQHT'MOHEBPOTUYECKUI OTEK U
AJUIEPTUYECKUN OTEK
Ouenb AnadunakTuyeckue peakuuy, BKJIFOYast
peaKo aHa(pUIAKTHYECKUN IIOK
Hapymenuss co  croponsl | HacTo I"onoBoKpy>KeHUe, roJI0oBHAs O0JIb
HEPBHOM CUCTEMBI Heuacrto Buaytpumosrosoe u BHYTPHUYEPEITHOE
KPOBOU3JIMSIHUE, 0OOMOPOK
Hapymenust co  cropons! | Yacro KpoBouznusuue B ri1a3 (BKIOYass KPOBOM3IHUSIHUE
opraHa 3peHus B KOHBIOHKTHBY)
Hapymwiennst co  cropons! | Hewacto Taxukapaus
cepana
Hapymenust co  cropons! | Yacto CHuxeHmne apTepuanbHOro JaBJIeHUs, TeMaToma
COCYJIOB

14




COOTBETCTBYET 3KCNEPTHON

o1 28.11.2025 N= 25

Hexdaare nnar Sehrmnnp 1 cHbHoTo 00U2]

My OTHETY

CucreMHo-opranublii kjace | Yacrora
Hapymenuss co  croponsl | HacTo HocoBoe kpoBoTeueHne, KpOBOXapKaHbE
JbIXaTeIbHON cucTteMsl, | OdeHb Do3uHO(MIbHAS THEBMOHUS
OpPraHOB TPYJHOM KIETKH H | PeIKO
CPEIOCTEHUS
Hapymenuss co  croponsl | Yacto KpoBoTounBOoCTh JA€CEeH, KEITYJOUYHO-KUIIEYHOE
KEITYJOYHO-KHUILIEYHOT O KpOBOTEYEHHUE (BKITIOUAst pEeKTaIbHOE
TpakTa KpOBOTEUYCHHE), O0Jb B 00JACTH JKEIYI0YHO-
KHMIIIEYHOTO TpakTa W B JHKUBOTE, JHUCIEIICHS,
TOIIHOTA, 3anopA, qmapesi, ppota’
Heuacrto Cyx0oCTb BO PTY
Hapymenuss co  croponsl | HacTo [ToBbiIeHNE AKTUBHOCTU MEYEHOYHBIX
IIEYEHU M IKETYEBBIBOIALINX TpaHCaMUHA3
ImyTen Heuacto Hapymenne ¢GyHKIMM TI€YEeHH, TIOBBIIICHUE
KOHIICHTPAIIUH OowmpyOuHa, MOBBIIICHHE
AKTHBHOCTH IIEJIOYHON (ocdaTassl”, MOBIIICHHE
AKTHBHOCTH FAMMA-TITyTAMHNITPaHChe-passl’
Penxo Kenryxa, MHOBEIIIEHUE KOHIICHTpaINU
KOHBIOTUPOBAHHOTO omnmpyouHa (c
CONYTCTBYIOIIMM TMOBBIIIIEHHEM aKTUBHOCTH AJIT
unu  0e3 Hero), xoJsecras, TrenatuT (BKIIOYas
renaToLeUTIONSPHOE MOBPEKICHUE)
Hapymenuss co  croponsl | HacTo Koxupii 3ym (BkIIOYas HeEYacThle Clydau
KOKU Y TTOJIKO’KHBIX TKaHE! TeHEepaIM30BAHHOIO 3Y/a), KOXKHASI ChIIb, 3KXUMO3,
KOJKHBIE M MOJIKOYKHBIE KPOBOU3JIHSHUS
Heuacto Kpanusnuna
Ouenb Cungpom CtuBeHca — J[KOHCOHA / TOKCHYECKUI
peIKo snUAepMalIbHBIN Hekpoau3, DRESS-cunapom
Hapymenuss co  croponsl | HacTo BoJIb B KOHEYHOCTAX'
MBIIIEYHOMH, KOCTHOM n | Hewacro ['emaptpo3
COCTMHUTEIIbHON TKAHH Penko KpoBousznusHue B MBIILILY
Yacrora KomnaptmeHnTt-cunipom Kak CJIe/ICTBUE
HEN3BECTHA | KPOBOTEUYEHUS
Hapymienuss co  croponsl | Yacto KpoBoTeuenne ©3  ypOr€HHTAIBHOIO  TpakTa
IMOYeK M  MOYEBBIBOIAIINX (BKITIOYAst reMaTypHuro u MeHopparnio®),
nyrei HapyllIeHue byHKIIUN RS (BKITIOUAs
MOBBIIICHUE KOHLIEHTPALlUW KpEaTMHUHA KpPOBH,
MOBBIIICHUE KOHIIEHTPAIIM! MOYEBHHBI KPOBH)
Yacrora [ToyeuHnass HemOCTATOYHOCTH/ OCTpas IOYECUHAS
HEU3BECTHA | HEIOCTATOYHOCTh, BTOPUUYHBIE K KPOBOTCUECHHUIO U
JOCTaTOYHBIE, YTOOBI PUBECTH K THUMONEpdy3uH,
Hedpomarus, acCOIUMUpPOBAaHHAS C  MPHEMOM
AHTUKOAryJsHTOB
Ob6mue HApYLLIEHUS u | Yacro anopanKaA, nepudepuyecKkuil OTeK, CHUKCHHE
pEeaKIu B MECTE BBEIICHUS oOmel (U3MYECKON CHIIBI M SHEPruu (BKIIOYas
c1ab0CTh U aCTCHUIO)
Heuacto VYxynmenue 00mero camMo4dyBCTBHs —(BKJIIOUas
HEJIOMOTaHUE)
Penxo JIoKambHBI OTEK
JlaGopaTopHbie u | Hegacto IloBbIIlIEHNE aKTUBHOCTH naKTaTnerH;{pore-HazzmA,

HHCTPYMCHTAJIBHBIC JTAHHBIC

A
MHOBBIIICHUEC AKTUBHOCTH JIMIIa3bl , IIOBBINICHUC
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AKTUBHOCTH aMHUJIA3bI
TpaBmbl, uHTOKCHKauMu | | YacTo KpoBoTeuenne mocne  mporenyp — (BKIrouas
OCJIO’KHEHUS IPOLEYP MOCIEONEPALUOH-HYI0 aHEMUIO U KPOBOTEUCHUE U3
paHbl), IO, BHILCICHHE CEKPETa U3 PaHbl'
Penko CoCy/IHCTast ICeBI0AHEBPU3MA
A: Habmoaanoch npu npodunaktuke BT y B3poCbIX MalMEHTOB, MEPEHECIINX MIAHOBYIO ONEPALUIO [0 3aMeHe
Ta300eJPEHHOr0 I KOJIEHHOTO CyCTaBa.
B: HaOmomanuch npu JedeHun TI'B, TOJIA u npodunakTuke peruanBOB KaK OYEHb YAaCcThIE Y KEHIIUH MOJIOXKE
55 rner.
C: HaOJIIOIATCh KaK HEYacThlie B paMKax MPOQPWIAKTHKU aTepOTPOMOOTHUECKHX COOBITHH y TAlMEHTOB ITOCIIE

OKC (mocie ypecKoHOr0 KOPOHAPHOTO BMEIIATEIILCTBA).

[IpumeHsIcs IpeIBapUTENBHO 3aJaHHbBIH BEIOOPOYHBIHN 1MOIX0/ K COOpPY AaHHBIX IO HEXENaTeIbHBIM SBJICHUSIM
B otraenbHbIX wuccnenoBanusx III ¢aspl. Ha ocHoBaHmM aHanm3a JaHHBIX 3THUX HCCIENOBaHMN dacToTa
HEXKeNaTeNbHBIX pEeakuuMil He TMOBBICWIACh, M HOBBIX HEKEJIATENBHBIX JICKAPCTBEHHBIX  pEaKIUi
UICHTU(HULIMPOBAHO HE OBLIO.

OnucaHue OTACIBHBIX HEXKEIATSIbHBIX PEAKIIMU

VYyureiBass (papMakoJIOTHUYECKH MeXaHM3M JeMCTBHs, NPUMEHEHHE pHUBapoKcabaHa MOXKET
COIPOBOXAATHCS TIOBBIIIIEHHBIM PHCKOM CKPBITOTO WJIH SIBHOTO KPOBOTEUYCHHUS U3 JIOOBIX TKaHEH U
OpPraHoB, KOTOPO€ MOKET IMPUBOJUTH K MOCTreMOpparndyeckoid anemuu. lIpu3HaKu, CUMOTOMBI U
CTCTIEHb TSDKECTH (BKJIIOYAsl JIETadbHBIM MCXOA) OyayT BapbUpOBaTh B 3aBUCUMOCTH OT
JIOKaJIU3alMH, UHTEHCUBHOCTHU WUJIU TPOAOKUTEIHHOCTH KPOBOTEUSHUSI M/UIIM aHEMUH (CM. pa3fen
4.9., monpazzien «JleueHre KpOBOTEUCHUIT»). B KIMHMUYSCKUX HCCIICAOBAHUSX KPOBOTCUCHUS W3
CIIM3UCTBIX 000JI0UEK (2 MMEHHO: KPOBOTEUEHUE U3 HOCA, JECEH, KEIyI0YHO-KUIIEUHOTO TPaKTa,
MOUYEIOJIOBOM CHCTEMBI, BKJIIOYas aHOMAJIbHOE BarMHAIBHOE WJIH YCHICHHOE MEHCTPYalbHOE
KpOBOTEUYEHHE) M aHEeMHUs HaOJIoNalKCh 4Yalle MpU JJIUTEIbHOM JIEYeHHH PHBapoKcadaHOM IO
cpaBaeHuto ¢ jeueHneM ABK. Takum oOpa3om, B JOMONHEHHE K HAIJICXKAIIEMy KIMHUYECKOMY
HaOII0JICHUIO, JTAOOPATOPHOE MCCIEIOBAaHUE TeMOTJIOOMHA/TEMAaTOKPUTA MOXET OBITh 3HAYUMBIM
JUTSL BBISIBIICHUSI CKPBITBIX KPOBOTCUCHUH W KOJIMYECTBEHHOW OIEHKU KIMHUYECKOW 3HAYUMOCTH
SBHBIX KPOBOTEUYEHHUH B cIydyasx, Korja NpPUMEHUMO. PHCK pa3BUTUS KPOBOTEUEHHH MOXKET
YBEIMUMBATLCSA Y OMNPEACICHHBIX TPYNN MAlMEHTOB, HANpUMEpP, Yy TMAIHEHTOB C TSHKEIOH
HEKOHTPOJIMPYEMOM apTepUAIbHONW THUIIEPTEH3UEH W/WIW TPU COBMECTHOM NPUMEHEHUU C
npenaparamu, BIMSIONIMMU Ha Temocrta3 (cMm. pasnen 4.4., moapaszgen «PUCK KpOBOTEUEHUS).
MeHcTpyalibHOE KPOBOTEUEHHE MOYKET OBITh 00Jiee OOMIIBHBIM W/WITH TTPOIOJKATEIBLHBIM.

I'emopparnueckue  OCIOKHEHHUS MOTYT TMPOSIBISATHCS B BUAE  cHabOCTH, OJEIHOCTH,
rOJIOBOKPY’KEHUS, TOJOBHOW OOJMM WM HEOOBSICHUMBIX OTEKOB, OJIBIIIKM WU HEOOBSICHUMOTO
oKa. B HEKOTOpBIX Clydasx BCIEACTBHE aHEMHH HAOIIONATUCh CHMIITOMBI MIIEMUU MHOKapAa,
Takue Kak 00J1b B TPYAH UM CTCHOKAPAUSL.

[Tpu mpuMeHeHUU puBapoKcabaHa PETHCTPUPOBAIKNCH TAKUE M3BECTHBIC OCIOXHECHHSI, BTOPHYHBIC
[0 OTHOUICHUIO K TSDKEIBbIM KPOBOTEUEHHUSM, KaK CHHIPOM IOBBIIMIEHHOTO cyOdacuuaabHOro
JaBJICHUS (KOMITAPTMEHT-CHHAPOM) M TMOYEYHas HEAOCTATOYHOCTh BCIICJCTBHE THIIONEP(Y3HH.
TakuMm 00pa3oM, cienyeT yYUThIBaTh BO3MOXKHOCTb KPOBOTEUEHHS MPU OIIEHKE COCTOSHUS JTI000T0
MALMEHTA, MTOIYYAOIIEr0 AHTUKOATYJISIHTHI.

COO6I.HGHI/IG 0 MOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo0mare O TMOA03pEBAaEMBIX HEKENATEIbHBIX PEAKIUAX TIOCIEe PETUCTPALUU
JIEKapCTBEHHOI'0 TIperapara C Ledbl0 O0ecreueHus: HEeMpPepbIBHOIO MOHUTOPHHIA COOTHOIICHUS
«oNib3a — PHCK» JIEKAPCTBEHHOTO Tpernapara. METUIIMHCKUM pa0OTHUKAM pPEeKOMEHIYEeTCs
CO00IIaTh O JIOOBIX MOI03PEBAEMbBIX HEXKENATEbHBIX PEaKIHIX JIEKAPCTBEHHOTO Mpernapara uepes
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EBpa3uniickoro 3k0OHOMHUYECKOTO COI03a.

Poccuiickas @enepanus

®denepanpHas cayx0a o Haa30py B cdepe 3apaBooxpanenus (PoczapaBaanzop)
109012, r. Mocksa, CinaBsiHcKasi muiomaib, 1. 4, ctp. 1

Tenedon.: +7 (800) 550-99-03

OnekrponHas noura: info@roszdravnadzor.gov.ru

Wnu npr@roszdravnadzor.gov.ru

CaiiT: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBka

boimn 3apeructpupoBaHbl pefkue ciiydan nepeao3upoBku 10 1960 mr. B cinydae nmepeno3npoBKU
He0oOXO0IMMO TIATENBHO HAOJ0IaTh MAlMEHTa Ha MPEAMET Pa3BUTHsI KPOBOTEUEHUN WIIM APYTUX
HEeXeaTellbHbIX peakiui (cM. moapaszzen «JleueHue KpoBoTeUeHUI»). B cBsi3u ¢ orpaHnYeHHBIM
BCachIBaHHEM OHaeTcsi (GOPMUPOBAHME IIATO KOHIIEHTpAluu Oe3 JanbHEWINEero yBeTU4eHHUS
CpeIHel KOHIICHTpAIllu pHBapokcadaHa B IJIa3Me MPH NPUMEHEHUU CyNpaTepaneBTUYSCKUX /103,
paBHBIX 50 MT WM BBILIE.

CymectByet crenupuIecKuit AHTUJOT (anmexcaner anbda), OIOKUPYIOLTHIT
(dhapmakognHaMuueckuii 3G hekT puBapokcadaHa.

B cnyuae mepemo3upoBKH pHUBAapOKcabaHa MOXKHO MPUMEHSITh AKTUBUPOBAHHBIMA Yroib MJis
YMEHBIIIEHHUS BCACBIBAHUS MIpENapara.

JleueHue KpoOBOTEUEHUN

Ecnm y manmenTa, monydaromero puBapokcabaH, BOSHUKIO OCIOKHEHHE B BUJIE KPOBOTCYCHHS,
CIIEYIOIUNA TpUEeM pHUBapoKkcadaHa CJeIyeT OTIOXKUTh WU MPH HEOOXOIUMOCTH BOOOIIE
OTMEHHUTH JICUCHHUE IAHHBIM mpernapaTtoM. [lepros monyBbIBEACHUS pUBAapoOKcabaHa COCTABIISICT
npubmu3uTenbHo 5—13 dacoB (cMm. pazmen 5.2.). JleyeHuwe MOIKHO OBITh WHAWBUAYAJILHBIM B
3aBUCHMOCTH OT TSDKECTH U JIOKAJIHM3allud KpoBoTeueHus. [Ipu HeoOX0AMMOCTH MOKHO MPUMEHSITh
COOTBETCTBYIOIIICE CHMIITOMATHYECKOE JICUCHUE, TAKOE KaK MEXaHHYECKask KOMIIpeccus (Harpumep,
MIPU TSDKEIBIX HOCOBBIX KPOBOTCUCHMSIX), XHUPYPTUUECKHH TEMOCTa3 C MpOIeaypaMU KOHTPOJISI
KPOBOTEUCHHUS, MH(Y3HOHHAS Tepalus U FreMOJIMHAMHYeCKas IOJIep KKa, IPUMEHEHHE MTperapaToB
KpOBU (IPUTPOIMTAPHON MacCChl WM CBEXKE3aMOPOXEHHOHM IUIa3Mbl, B 3aBUCHMOCTH OT TOTO,
BO3HHUKIIA aHEMUSI HITM KOAryJIOTaTHsI) UJIH TPOMOOIIMTOB.

Ecnu nmepeunicieHHble BBILIE MEPOINPHUATHS HE NMPUBOAAT K YCTPAHEHUIO KPOBOTEUEHHUS, MOXKET
OBITh Ha3HAYEH CIEU(PUUECKUI aHTHIOT UHruOUTOpa (hakTopa Xa (aHAeKcaHeT aibda), KOTOPBIN
onokupyer  (apmakommHamMudeckuid  3¢pdekT  puBapokcabaHa, WM CHCHUPUUECKHMA
MPOKOATYJISIHTHBIN Tperapar, HalpuMep, KOHIIEHTPAT MTPOTPOMOMHOBOTO KOMIUIEKCa, KOHIIEHTPAT
AKTHBHPOBAHHOTO MPOTPOMOMHOBOIO KOMILICKCa WM pekomOuHaHTHBIA (akrop VIla (r-FVlla).
OpHako B HACTOSIIEE BPEMsI OMBIT MPUMEHEHHS JTaHHBIX MPEMapaToB y MAIIMEHTOB, MOTYYAOIINX
puBapokcabaH, BecbMa OrpaHudeH. Jl[aHHbIE pEKOMEHAALUH TaK)K€ OCHOBAHbI HA OrPaHUYECHHBIX
JOKJIIMHUYECKUX JaHHBIX. BO3MOXHOCTh MOBTOPHOTO BBelIeHUsI peKoMOMHAHTHOTO (hakTopa Vlla u
TUTPOBAHHWE [O3bl CJIEAYyeT paccMaTpUBaTb B 3aBHCHUMOCTH OT CHHIKEHHUS aKTUBHOCTH
KpOBOTEUEHHsI. B 3aBUCUMOCTH OT MECTHOH [OCTYIHOCTH, B CiIy4ae OOJIbIIOrO KPOBOTEUYECHHUS

CJIEyeT pacCMOTPETh BO3MOXKHOCTh KOHCYJIbTAIIMM CO CHEIHAIIMCTOM IO KOAryysiiuu (CM. paszien
5.1.).

[Ipenmonaraercsa, 4ro mpoTramMuHa cyinbpar U BUTaMUH K He OKa3pIBalOT BIMSHHE Ha
AHTHKOATyJIsSHTHYI0 aKTUBHOCTh pHBapokcabaHa. MMeercs OTrpaHUYCHHBIN OIBIT TPUMEHEHUS
TPAHEKCAMOBOM KHUCJIOTBI M OTCYTCTBYET OIBIT NPUMEHEHUsS AaMHHOKAPOHOBOM KHCIOTHI W
anmpoOTMHWHA Y  MAalHMeHTOB, TNONy4yalolmMxXx  puBapokcaban. Hayunoe  oOocHoBaHue
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JIECMOIIPECCUH Y MAIlMeHTOB, MOJy4YaloUINX pUBapoKcabaH, OTCYTCTBYET. YUUThIBas NHTEHCUBHOE
CBSI3bIBaHHME C O€JKaMH IUIa3Mbl, OXXKHIAETCs, YTO pUBapokcabaH He OyIeT BBIBOJUTHCS NpHU
MPOBEACHUY AUAIIA3A.

5. PAPMAKOJIOTMYECKUE CBOHCTBA

5.1. @apmakoauHaMHYecKHe CBOIiCTBA

dapmakoTepaneBTHUECKasi Tpylna: aHTUTPOMOOTHYECKHUE CpEICTBA; MpsSMble HHTHOUTOPHI
¢dakTopa Xa.
Kon ATX: BOIAFO1.

MexaHu3M IeUCTBUS

PuBapokcaban — BBICOKOCENEKTUBHBIN MpsiMOil MHrHOUTOp (hakTopa Xa, 00JIaAatoNfil BRICOKON
OMOIOCTYIMHOCTRIO TpU TIpueMe BHYTphb. MHTHOMpoBaHue dakTopa Xa HapyliaeT BHYTPEHHHH U
BHEIIHUI MyTH KOAryJIsLMOHHOTO Kackasia, MHrHOupys oOpa3zoBaHue TpoMOuHa U (hopMupoOBaHHE
Tpomba. PuBapokcaban He wHTHOUpyeT TpoMOWH (akTBUpOBaHHBIA (akTop Il), a Takke He
MIPOAEMOHCTPHUPOBAJ BIUSHUS Ha TPOMOOLIUTHI.

dapmarkogmnHamMuyeckue 3O HEKTHI

VY denoBeka HaOmIOmaeTcss 10303aBUCHMMOE MHIHOMpOBaHME aKTUBHOCTH (akropa Xa.
PuBapokcabaH oKka3bIBaeT 10303aBUCUMOE BIIMSHHUE HA MPOTPOMOMHOBOE BpeMs, KOTOPOE XOPOLIO
KOppelIupyeT ¢ KOHIIGHTpalusMu puBapokcabana B mnazme (1r=0,98), ecnu s aHamuza
ucrionb3yercss Habop Neoplastin. [lpu wucmons30BaHMM JIPYruX PEaKTUBOB PE3YNbTAThl OYIyT
ornnyatbed. [IpoTpoMOMHOBOE BpeMmsi cileayeT H3MepsATh B CEKyHAax, mockonbky MHO
OTKaJIMOpPOBaHO M CEpTU(UUUPOBAHO TOJNBKO JUIsl MPOM3BOAHBIX KyMapMHa W HE MOXET
MPUMEHSTHCS JUIA APYTrUX aHTUKOATYJISTHTOB.

B knuHmyeckoM  (apMakoJOTHYECKOM  HCCIIEIOBAaHUM  WU3MEHEHHUs  (hapMaKoJWHAMUKH
puBapokcabaHa Yy 3J0pPOBBIX B3pOCHBIX I0OpOBONBIEB (n=22) OBUIO M3YyYEHO BIUSHUE
omHOKpaTHBIX 103 (50 ME/Kr) nByX pa3iu4HBIX THIOB KOHIICHTpaTa MPOTPOMOMHOBOTO
komruiekca: 3-¢pakropHoro (¢axrops! I, IX u X) u 4-pakropuoro (paxropst I, VII, IX u X). 3-
(GakTOpHBII ~ KOHLEHTpAaT MPOTPOMOMHOBOTO  KOMIUIEKCA  CHHM3WJI  CpEJHHE  3HAYCHUS
nporpomOuHoBOoro Bpemenu (Neoplastin), mpumepno Ha 1,0 cekyHny B Tedenue 30 MHHYT 1O
CpPaBHEHHUIO CO CHWIKEHHEM MPUMEPHO Ha 3,5 CeKyHIbl, HAOJIIOJaeMbIM MPH HCIOJIb30BAaHUU 4-
(akTOPHOTO KOHIIEHTpaTa MPOTPOMOMHOBOro KoMmiuiekca. Hamportus, 3-(hakTOpHBIH KOHIIEHTpAT
MIPOTPOMOMHOBOTO KOMILJIEKCAa OKa3ay 0ojiee CUIIbHOE B OBICTpOE 00IIee BIMSHUE Ha 00PaTUMOCTh
W3MEHEHMI B TeHepalu SHAOTCHHOro TpoMOMHA, 4YeM 4-(hakTOpHBI  KOHIEHTpAT
MIPOTPOMOMHOBOTO KOMIUIEKca (cM. paszaen 4.9.).

Taxxke puBapokcabaH mo3o03aBucumo yBenunuuBaeT AUTB wu pesynprar HepTest; omnako stu
napaMeTpbl HE PEKOMEHAYETCS HCIONb30BaTh JUIsl OLIEHKH (apMakoJAMHAMUYECKUX 3((PEeKToB
puBapokcabana. B mepuosn nedeHuss puBapoOKCcaOaHOM MPOBOAUTH MOHUTOPHHI MapaMETPOB
CBEpPThIBaHUS KpOBH He Tpedyercs. OAHAKO, €CM JUIsl 3TOTO €CTh KIMHHYECKoe OOOCHOBAaHME,
KOHIIGHTpaLlusi pUBapokcabaHa MOXET ObITh HW3MEpPEeHa IMpH MOMOIIM  KaJTuOpPOBaHHOTO
KOJIMYECTBEHHOTO TECTa aHTU-Xa aKTUBHOCTH (CM. pazzern 5.2.).

Kimmanueckas 3 dhekTUBHOCTE ¥ 0€30I1aCHOCTD
OKC

Knuauueckast mnporpamma puBapokcabaHa Obuta paszpa0oTaHa ¢ LEIbI0  JEMOHCTpaIuu
s dexTuBHOCTH puUBapokcabaHa T MPO(PMIAKTUKA CMEPTH BCIEIACTBUE CEPICYHO-COCYIUCTHIX
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NPUYHH, HH(PAPKTa MUOKAP/A WM UHCYIbTA Y AIIMEHTOB C Hgﬂ%ﬁﬂﬁ%ﬁ:@“&'ﬁlﬂéﬁé 'MEG&(A Ha'l c

nogbemMoM cermeHta ST, uH(papkT mMuokapaa 0e3 momabema cermeHta ST i HecTaOwiIbHas
creHokapaus). B kimoueBom nBoitHoMm cnenom wuccienqoBanun ATLAS ACS 2 TIMI 51 15526
MaIMEHTOB OBUTH CIIy9aifHBIM 00pa30oM pachpe/ieieHbl B cooTHOImeHuu 1:1:1 B oy U3 Tpex rpynm
JICUCHUs: pUBapokcabaH 2,5 M IepopaibHO JBa pa3a B JIeHb, 5 MI' IEPOPATBHO J[Ba pa3a B JCHb
Wy 1anebo JaBa pa3a B JeHb, B KoMOuHanumu ¢ MoHotepanued ACK wmm  nBoiHOM
antutpomobormrapaoii tepanueir (ACK u THeHONMMpHAWH (KJIOMUAOTPEN WM TUKJIOMUANH)).
[Tarmenter ¢ OKC B Bo3pacTe A0 55 neT AOMKHBI OBUTM WMETh JIMOO caxapHbIH auadeT, o
MepeHeceH bl panee MHGapKT Muokapaa. CpemHee BpeMs JIEUCHHs] COCTaBHIIO 13 mecsies, a
MAaKCUMAaJIbHBIN CPOK JIEYEHUS AOCTUTAI OYTH 3 rona. 93,2 % nanueHToB nojaydaiu jedenne ACK
OJTHOBPEMEHHO ¢ THeHonupuauHom u 6,8 % tompko ACK. Cpeau nanueHTOB, MOJy4YaBIIMX
JIBOMHYIO aHTUTPOMOOIIMTapHYIO Tepanuio, 98,8 % nomyuanu kimonunorpen, 0,9 % — TukiIonuANH
u 0,3 % — npacyrpe:n. [anueHTs! MOTy4any MepByko 103y puBapokcabaHa MUHUMYM uepe3 24 yaca
u 10 7 aHe# (B cpemHeM 4,7 IHS) TOCHE MOCTYIUICHHS B OOJBHHUILY, HO KaK MOXHO CKOpee IOCIe
crabmin3anuu namuenta B xoje Tekymero OKC (Bkimrouass mpoueaypbl peBacKyssipu3aluu) U
KOTI'/la MapeHTepalibHas aHTUKOAryJIIHTHas Teparus 0ObIYHO MpEeKpaIiaeTcs.

Kak pexxum 2,5 mr puBapokcabaHa JBa pa3a B JeHb, TAK U 5 MI' puBapoKcabaHa JiBa pa3a B JICHb
OblTH 3(h(PEKTUBHBI B TAIbHEHUINIEM CHMDKCHHHM YaCTOTHI CEPJIEUHO-COCYAUCTHIX COOBITUN Ha (oHE
CTaHJApTHOW aHTUTpoMOonHMTapHOH Tepamuu. Ilpu mpueme 2,5 Mr nBa pasa B JI€Hb CHIIKalIach
CMEpPTHOCTb, U OBIJIO OKa3aHO, YTO MpH OoJiee HU3KOM /103€ PUCK KPOBOTEUEHUHN HUXKE, TOITOMY
peKOoMeHayeTCcs Ha3HayaThb pHUBapoOKcabaH B Jo03e 2,5 Mr JABa paza B JCHb COBMECTHO C
moHoTteparmueit ACK umu aBoitHoi anTuTpoMOormTapHor tepanuei (ACK um kimomumorpen wiu
TUKIIOMHUANH) I TPO(UIAKTUKHA aTEPOTPOMOOTUIECKIX COOBITHI Y B3POCIHBIX MAlMEHTOB MOCIE
OKC ¢ noBBIIIICHHBIMU CEPACYHBIMU OMOMapKEpamHu.

ITo cpaBHeHmIO ¢ 1uIanebo puBapokcadaH 3HAYUTEIHHO CHMYKAJI MEPBUYHYI0 KOMOMHHUPOBAHHYIO
KOHEYHYIO TOYKY, BKJIIOYAIOLIYI0 CMEPTh BCIEACTBHE CEPAEYHO-COCYAMCTBIX MPHUYMH, MH(APKT
MHUOKap/ia WId WHCYIbT. IIpeumyinectBo Tepamuu, OOYCIOBICHHOE CHIDKEHHEM CMEPTH
BCJIE/ICTBUE CEPACYHO-COCYTUCTBIX COOBITHMM M HHpapKTa MHOKap[a, NPOSBISUIOCH PaHO H
COXPAHSJIOCh B TEUEHHE BCEro mepuopa yeueHus (cM. tadbmuny 4 u pucyHok 1). Takxke Obuia
3HAYUTENIbHO CHU)KEHA MepBasi BTOpUYHAs KOHEYHAasl TOUYKA, BKIIFOYAIOLIasi CMEPTh OT BCeX MPUYHH,
MHOGApKT MHOKapAa WIA UHCYJIbT. JIOTMONHUTENBHBIA pPETPOCIEKTUBHBIM aHAIW3 IoKa3all
HOMHUHAJIFHO 3HAYMMOE CHIDKEHHME YacTOThl TpoM0OO3a CTEHTa MO CpPaBHEHHIO ¢ Tuianebo (cwm.
tabmuiy 4). YacTtora OCHOBHOW KOHEYHOW TOYKM Oe30macHOCTH (HE CBS3aHHBIX C
aopTokopoHapHbIM 1ryHTHpoBanueM (AKIII) Gonpmmx kpoBoTeueHuit no mkaine TIMI) Oblna Beiie
y MAIMEHTOB, MOJYYaBIINX pUBapokcabaH, 4eM y MAlMEeHTOB, MOTYYaBIIMX MIanedo (cM. Tabmuiry
6). OmHaKO 4YacToTa CMEpPTEIbHBIX KpPOBOTCUCHHH, apTepUaIbHON THIOTCH3WH, TPEOYIOIIeH
JICYCHUs] BHYTPUBEHHBIMH HHOTPOMHBIMU CPEICTBAMHU, U XUPYPrHYECKOIO BMEIIATENLCTBA TPH
MPOJIOJDKAIOIIEMCST KPOBOTEUCHUH ObLTa OJMHAKOBOM ISl puBapokcabaHa u 1miareoo.

B Tabnuue 5 npencraBneHsl pe3ynbTaThl 3 (QEKTUBHOCTH Y MALMEHTOB, MEPEHECIINX YPECKOKHOE
kopoHapHoe BwmemarenbcTBo (UKB). Pesympratel 0Oe3omacHOCTH B TOATPYIIE TMAIlUEHTOB,
nepenecmux YKB, Obutn comocTaBUMBI ¢ OOIMMH pe3yibTaTamMu Oe3omacHOCTH. IlammueHTsl ¢
MOBBIICHHBIMEA OnoMapkepamu (TporonuH uiau CK-MB) u 6e3 npenmectBytomero uHcyabTa/ TUA
coctaBistin 80 % wuccneayeMol momynsnuu. Pe3ynbraThl 3TOH HOMyNSIUHN MAlMEHTOB TaKXKe
COOTBETCTBOBAJIM OOIIMM pe3yabTaTtaM 3(h(HEKTUBHOCTH U O€30MaCHOCTH.

Tabnuua 4. Pesynbrate! addextuBHocT u3 uccnepoBanus 111 ¢pazet ATLAS ACS 2 TIMI 51.

Hccnenyemas nonyasiuust ITanueHTHI ¢ HEAABHUM OCTPBIM KOPOHAPHBLIM
cuHIpoMOM”

TepaneBTnueckas 103a PuBapokcaban 2,5 mr, 1Ba pa3za | Ilname6o
B AeHb, N=5114 N=5113
n (%) n (%)
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— Ly o

OTtHomenne puckos| (OP) (95"%‘"

- mees
1D UUUL)

CAEQCBATEREHOC

JN) p-3ﬂaqeﬂueb)

Cwmeprts BenenctBue cepaeuno- | 313 (6,1 %) 0,84 (0,72, 0,97) 376 (7,4 %)

cocymucTeix mnpuuuH, wuHpapkT | p=0,020*

MHOKAp/1a WJIH HHCYJIBT

Cmeptes  Benmeactsue  mobwix | 320 (6,3 %) 0,83 (0,72, 0,97) 386 (7,5 %)

npuunH, uHpapkT Muokapna win | p=0,016*

MHCYJIBT

Cwmepts Benencteue cepaeuno- | 94 (1,8 %) 0,66 (0,51, 0,86) 143 (2,8 %)

COCYMCTBIX IPUYHH p=0,002**

Cmepte  BecnmenctBue — moowix | 103 (2,0 %) 0,68 (0,53, 0,87) 153 (3,0 %)

MPUYUH p=0,002**

Hudapkr Mmuokapaa 205 (4,0 %) 0,90 (0,75, 1,09) 229 (4,5 %)
p=0,270

Wucynbt 46 (0,9 %) 1,13 (0,74, 1,73) 41 (0,8 %)
p=0,562

Tpomb603 cTeHTa 61 (1,2 %) 0,70 (0,51, 0,97) 87 (1,7 %)

p=0,033**

10 CpaBHCHUIO C rmaue6o; J'IOl"apI/I(l)MI/ILIeCKOC 3HAYCHUC Pp-3HAYCHUA

a)

TpoMOO3€e CTeHTA)

b)

c) * CTATUCTHYECKH TIPEBOCXO AN
d) ** HOMUHAJIBHO 3HAYMMBbIA

HM3MEHEHHBIH 1M0/1X0/1 00paboTku Habopa aHanmn3oB (MOIX0X ¢ 0O0pabOTKOW IMOJHOro HaOOpa aHAIM30B INPH

Tabnuua 5. Pesynbrate! apdextuBHocT U3 nccnepoBanus 111 ¢pazer ATLAS ACS 2 TIMI 51y

MaIMeHTOoB, nepenecmmnx YKB.

Hccnenyemas nomysasimust

IauuenTsl € HEIABHHM  OCTP
nepenecine YKB?

bIM KOPOHAPHBLIM CHHIPOMOM,

TepaneBTHueckas 103a PuBapokcaban, 2,5 mr, 1Ba pa3a | Ilname6o
B leHb, N=3114 N=3096
n (%) n (%)
OP (95 % AN) p-3ﬂaqeﬂueb)
Cwmeptp BeneactBue cepueuno- | 153 (4,9 %) 0,94 (0,75, 1,17) 165 (5,3 %)
cocyaucThix mnpuuuH, uH(papkT | p=0,572
MHUOKAap/ia WM WHCYJIBT
Cwmepts Benenctsue cepaeuno- | 24 (0,8 %) 0,54 (0,33, 0,89) 45 (1,5 %)
COCY/IHCTBIX IPUYHH p=0,013**
Cmepte  BcnmenctBue — mro0wix | 31 (1,0 %) 0,64 (0,41, 1,01) 49 (1,6 %)
MIPUYUH p=0,053
Hudapkr Mmuokapaa 115 (3,7 %) 1,03 (0,79, 1,33) 113 (3,6 %)
p=0,829
Wucynbt 27 (0,9 %) 1,30 (0,74, 2,31) 21 (0,7 %)
p=0,360
Tpomb6o3 cTeHTa 47 (1,5 %) 0,66 (0,46, 0,95) 71 (2,3 %)

p=0,026**

a) I3MCHEHHBIH M0AX0]] 00paboTKU Habopa aHAIK30B (IMOX0 ¢ 00pabOTKOI MOJIHOTO HA0OPa aHAU30B MPH TPOMOO3e

CTEHTA)

b) no cpaBHEeHHUIO ¢ TUIaNEe00; JorapuGMIUIecKoe 3HAUCHHUE P-3HAUCHUS

** HOMHHAJIBLHO 3HAYUMBIH

Ta6nuua 6. Pesynbratsl 6e3onacHoctu u3 uccnepoBanus 11 ¢pazet ATLAS ACS 2 TIMI 51

Hccnenyemas nomysasimust

ITanuenTsI € HCAABHUM OCTPBIM KOPOHAPHBLIM CUHAPOMOM

a)

TepaneBTH4eckas n03a PuBapoxcaban 2,5 mr, nsa pasa | [Li1ane6o
B AeHb, N=5115 N=5125
n (%) n (%)
OP (95 % JIN) p-3naqenue”

Bonbmoe KPOBOTEUYCHHUE no | 65 (1,3 %) 3,46 (2,08, 5,77) 19 (0,4 %)
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[ |

mikane TIMI, He cBszanHoe c | p=<0,001* TV TEAVEA TENBAUL Th UUUZ]

A0PTOKOPOHAPHBIM

IIYHTHPOBAHHEM

CmepTenbHOe KPOBOTEUCHHE 6 (0,1 %) 0,67 (0,24, 1,89) 9 (0,2 %)
p=0,450

CHUMIITOMaTHYECKOE 14 (0,3 %) 2,83 (1,02, 7,86) 5 (0,1 %)

BHyTpuiepenHoe kpopomsnusiaue | p=0,037

I'unotensus, TpeOytomas neuenus | 3 (0,1 %) 3(0,1 %)

BHYTPUBCHHBIMH  WHOTPOITHBIMU

npenaparamu

Xwupypruueckoe BmematenabetBo | 7 (0,1 %) 9 (0,2 %)

MO TMOBOXY IPOJOJDKAIOMIETOCS

KPOBOTCUCHHUSI

IlepenuBanne 4 wma  ©6omee | 19 (0,4 %) 6 (0,1 %)

COUHUI] KpOBU B TeueHue 48

4acoB

a) oy 0€30IIacHOCTH, MOTYYaroIIasi TePAInIo
b) mo cpaBHEeHHIO ¢ TWIaNe00; JorapuMIIecKkoe 3HAUCHUE P-3HAUCHUS
* CTATUCTUYECKH MPEBOCXOSIINI

Pucynok 1. Bpemst 10 mepBoro HaCTYIUICHUS IEPBUYHON KOHEUHOUN TOUYKH 3P PEKTUBHOCTH (CMEPTH
BCJIE/ICTBUE CEPJIEYHO-COCYAUCTHIX MPUUMH, HHPAPKT MUOKap/Aa UIH UHCYJIBT)

PueapokcabaH 2,5 MT IBa paza B JIcHb

Mnane6o_
13
12 (===
I
.

11 1
S a= =t
é 10 . l‘_
= = " ¢
E 7 o
e -
© 8 - .-
8 e
] - Y
g 7 ———r
2 -
g ¢ -
-0 ) W
= S
s -
E 4 A -
z e
8 3 'l’
3 - Ornomenue puckos: 0,84

21! 95 % IH: (0,72, 0,97)

r
- P-3nayenne=0,020*
0 T T T T T T T 1
0 90 180 270 360 450 540 630 720 810

OTHOCHTEIBHBIC JAHH C MOMCHTA paHJIOMH3alHH

KonuuectBo NalMCHTOB U3 I'PYNIILI pUCKa

PuBapokcaban 5114 4431 3943 3199 2609 2005 1425 878 415 89

[nane6o 5113 4437 3974 3253 2664 2059 1460 878 421 87

HUEBC/311A

Uccnenoanme I ¢azer COMPASS (27 395 mamnuentos, 78,0 % wmyxumn, 22,0 % >KCSHIIUH)
MPOJIEMOHCTPUPOBAIO 3(PHEKTUBHOCT, M 0O€30MacHOCTh pUBapoKcabaHa i MPOPUIAKTUKH
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HEOJIarONPUATHBIX COOBITHIA, BKIIOYAIOIINX CMEPTh Bcneacfﬁg%g&%%fg&gmgﬂmTﬁpﬁ%

COOTBETCTBYET ZKCNEPTHOMY OTUETY

nHpapKT MHOKapaa, UHCYAbT, y nanueHToB ¢ MBC wimm cumnromubiM 3ITA ¢ BBICOKUM PHCKOM
UIIeMHYeCKUX coObITHii. HabmioneHune 3a manmMeHTaMu MPOJNOJDKANIOCh B CpenHeM 23 Mecsla u
Makcumywm 3,9 rona.

[TarueHTHI, HE HYXKIABIIKECS B MOCTOSHHOM JICUEHUU MHTUOMTOPAMH MPOTOHHOW MOMITBI, OBUTH
paHIOMHU3UPOBAHbI HAa TIPHEM I[IaHTOIpa3oja WM Iuianedo. 3aTeM BCEe MAalMEeHTHl OBLIN
PaHIOMU3HPOBAHbI B cooTHOIIeHnH 1:1:1 Ha mpuem puBapokcabana 2,5 mr nBa pasza B aeHb/ACK
100 mr oxuH pa3 B AeHb, puBapokcabaHa 5 Mr ABa pa3a B 1eHb win Toiabko ACK 100 Mr oguH pas B
JICHb ¥ COOTBETCTBYIOIINE UM TUTane0o0.

V¥ namnuentoB ¢ MBC 6p11a maOTOCOCcyauctas MBC w/unmm npenmecTByronmi nHGApKT MUOKap/a.
Jlns marueHToB B Bo3pacTe < 65 meT TpeboBanochk HAIMYUE aTEePOCKIEPO3a, MOPAKAIOIIEro IO
KpailHed Mepe JBa COCYAMCTBIX pyclla, WIM 10 KpailHed Mepe JBa JOMOJHHUTEIbHBIX
CepICYHOCOCYANCTHIX (hakTOpa puckKa.

[TarmmenTsl ¢ 3I1A paHee mepeHecn Takhe BMEIIATENbCTBA, KaK IIYHTUPOBAHUE HIIM YPECKOKHAS
TPaHCIIOMMHAJIbHAS AHTMOIIACTHKA, WIM aMIyTallMl0 KOHEYHOCTUM WJIM CTOIBI IO IOBOIY
3a00JieBaHUs apTEepPUATIbHBIX COCYIOB HJIM MMENU MepeMeXarollylocs XpOMOTY C COOTHOIIEHHEM
apTepUANbHOTO JIaBJICHUS JOABDKKH/pykH < 0,90 m/mnu 3HAYMTENBbHBIM CTEHO3 nepudepruuecKux
apTepuid, WIM TPEAMICCTBYIOMYIO PEBACKYISPU3AIMIO COHHOW apTepud, WM OCCCUMITOMHBIN
CTeHO3 COHHOM apTepun > 50 %.

B uccnegoBaHMe He BKIIOYAJIWCh MAlIMEHTHI, KOTOPbHIM OblTa HeoOXoauma JBOMHAA
aHTUTPOMOOIIMTApHAs WIH JIpyras aHTHUTpoMmOommTapHas Tepanusi, He cBsizaHHas ¢ ACK, wm
MpUEM TMEepOpaTbHBIX AHTUKOATYJISHTOB, @ TaK)K€ MAI[UEHTHI C BHICOKMM PHUCKOM KpPOBOTEUYEHHMS,
CepJICYHON HeNOoCTaTOYHOCThI0 ¢ (pakuumeidt BeiOpoca <30 % wmm Il wmm IV kiaccom mo
HbrollOpKeKOif ~ KapIuOTOTHYECKOH — acCOLMALMH, JEOOBIM — MINEMHYSCKHM  HEIAKyHAPHBIM
WHCYJTBTOM B TeueHHE | Mecsma WM JIOOBIM TeMOppParudecKuM WU JIAKyYHAPHBIM WHCYJIBTOM B
aHamHese. PuBapokcaban B o3e 2,5 mr aBa pasa B AeHb B komOunanuu ¢ ACK B mo3ze 100 mMr onun
paz B geHp mnpeBocxogun ACK B poze 100 Mr B OTHOIIEHUM CHUKEHUS MEPBUYHOU
KOMOMHHPOBAaHHOM KOHEYHOW TOYKH, BKIIIOYAIOLIEH CMEpPTh BCJEACTBUE CEPlIEYHO-COCYIAUCTHIX
NPUYHMH, UHPAPKT MUOKApIa U HHCYIBT (CM. TaOIMIly 7 U PUCYHOK 2).

VY marnueHToB, MOyYaBIIUX prUBapokcabaH B g03e 2,5 Mr 1Ba pasza B AeHb B komOuHarmu ¢ ACK B
noze 100 Mmr oguH pa3 B JieHb, HAOJIOAAJIOCh 3HAYUTEIHHOE YBEIUYEHUE COOBITUN NEepBHUYHOU
KOHEYHON TOYKH 0€30macHOCTH (OOJbIIME KPOBOTEUCHUS] MO MOIUMDHUIIMPOBAHHBIM KPUTEPHUIM
ISTH) no cpaBHeHuto ¢ mnanueHTamu, nosydaBmmmu MmoHoTepanuto ACK B goze 100 mr (cm.
TabuILy 8).

ITo mepBUYHON KOHEYHOH TOuke 3((EKTUBHOCTH HAOII0aeMOe MPEHMYILECTBO PUBApOKcabaHa B
no3e 2,5 mr 11Ba pas3a B JieHb B couetanuu ¢ ACK 100 mr onun pa3 B aeHb no cpaBHeHuio ¢ ACK
100 mr omuH pa3 B neHb cocraBmwino OP=0,89 (95 % AU 0,7-1,1) y mauuentoB > 75 ner (4actoTa
BcTpeuaemoctu: 6,3 % npotus 7,0 %) u OP=0,70 (95 % AU 0,6-0,8) y naruentos < 75 net (3,6 %
npotuB 5,0 %). Yactora OONBIIMX KPOBOTEUCHMH MO MoaupuuupoBaHHbIM Kputepusim ISTH
cocraBuia OP=2,12 (95 % AU 1,5-3,0) y nanmentoB > 75 ner (5,2 % npotus 2,5 %) u OP=1,53
(95 % AU 1,2-1,9) y nanmenTtos < 75 net (2,6 % npotus 1,7 %).

[Ipumenenne mnanrtomnpaszona B no3e 40 Mr oaMH pa3 B JIEHb B JONOJHEHHE K H3y4aeMOMY
AHTUTPOMOOTHUYECKOMY TpenapaTy MalleHTaMH, He UMEIOIIUMHU KIMHUYECKOH HEO0OXOANMOCTH B
MHTUOMTOpPE MPOTOHHON MOMIIBI, HE MOKA3aJl0 HUKAKOH MOJb3bl B MIPEJOTBPALLCHUH OCIIOKHEHUH
CO CTOPOHBI BEPXHHUX OTJEIIOB KETyJOYHO-KUIIEYHOTO TPaKTa (T.€. COUETAaHHE KPOBOTEUECHUH U3
BEPXHUX OT/EJIOB JKEIYJA0YHO-KMIIEUYHOTO TPAKTa, M3bS3BICHUN BEPXHUX OTAEIOB KEIYA0YHO-
KHUIIEYHOTO TPakTa, OOCTPYKIHMHM WK Tepdopanuyd BEPXHHUX OTIENOB >KEIYI0YHO-KHUIIECUHOTO
TPaKTa); 4YacTOTa BO3HUKHOBEHHUS OCJIOKHEHUH €O CTOPOHBI BEPXHHMX OTHAEIOB >KEIYAOYHO-
kumeyHoro tpakra cocraBuia 0,39 Ha 100 mauueHTo-n€T B IpymIe, MOJydaBlIed NaHTONPa3oJl B
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no3e 40 mMr onuH pa3 B aeHb, U 0,44 va 100 maumnento-iet B'ZQ%EE%&M%FH;%GQ B‘ﬁﬁh

pa3 B JI€Hb.
Tabnuma 7. PesynpraTsl addexkruBaoctu n3 uccneposanus 11 pazer COMPASS
Hccaenyemas Maunentsl ¢ UBC/3MA?
OIS
TepaneBTndeckas no3a | PuBapokcadan 2,5mr | ACK 100 Mmr onmH pa3 B JeHb | P-
ABa paza B jgeHb B | N=9126 3HayeHne”
coyveranmu ¢ ACK
100 Mr oguH pa3 B 1eHb
N=9152
Hamuentsr ¢ | KM% | Ilanuentsr ¢ | KM% | OP
COOBITHAMH COOBITHAMH (95 %
AN)
Hucyner, urdapkr | 379 (4,1 %) 5,20% | 496 (5,4 %) 7,17% | 0,76 p=0,00004*
MHOKapJa WIH CMEPTh (0,66;
BCIICJICTBUE  CEPACYHO- 0,86)
COCY/IUCTBIX MPUYNH
- Uncynpr 83 (0,9 %) 1,17 % | 142 (1,6 %) 2,23% | 0.58 p=0,00006
(0,44;
0,76)
- Mudapxr Muokapaa 178 (1,9 %) 2,46 % | 205 (2,2 %) 2,94% | 0,86 p=0,14458
(0,70;
1,05)
- Cwmeptp Bcnmeactsue | 160 (1,7 %) 2,19% | 203 (2,2 %) 288% | 0,78 p=0,02053
CepAEYHO-COCYAUCTRIX (0,64;
MIPUYMH 0,96)
CMmeptHocTh  OT  Bcex | 313 (3,4 %) 450% | 378 (4,1 %) 557% | 0,82
MPUYIMH (0,71;
0,96)
Ocrpas umremus | 22 (0,2 %) 0,27 % | 40 (0,4 %) 0,60% | 0,55
KOHEYHOCTH (0,32;
0,92)

a) aHaJIM3 NOMYJISALUK [0 Ha3HAYEHHOMY JICUCHUIO, IEPBUYHBINA aHAIN3

b) no cpasrenunto ¢ ACK 100 mr; morapudmudeckoe 3HaUCHHE P-3HAUYCHUS

* CHIKEHHWE TIePBHYHOW KOHEYHOW TOYKH d(PPEeKTUBHOCTH OBLJIO CTATUCTHYECKH 3HAYWMO Bbime. U —
noBepuTenbHbIN uHTepBan; KM% — OLEHKH COBOKYIHOTO pucka 3aboneBaemMoctu mo Kammany — Meiiepy,

paccuntanusie Ha 900 nHeit

Ta6mmma 8. Tabnuna 8. Pesynbrarsl 6e3onacHoctu u3 uccaegoanus 111 daser COMPASS

Hccaenyemast monyasimust Maunentsl ¢ UBC/3MA?

TepaneBTHYecKasi 1032 PuBapoxcaban 2,5mr | ACK 100 mr omaun | OTHOLIEHHUE
ABa pa3a B JieHb B | pa3 B IeHb PHCKOB
couetanmu ¢ ACK | N=9126 95 % AN)

100 mr omun pa3 B | n (Kym. puck%)

JeHb, p-3nauenne”
N=9152

n (Kym. puck%)

Bombmioe  kpoBoreuenne 1o | 288 (3,9 %) 170 (2,5 %) 1,70 (1,40; 2,05)

MOIU(PHUINPOBAHHBIM KPUTEPHSIM p <0,00001

ISTH

- KpoBoteuenne co | 15(0,2 %) 10 (0,2 %) 1,49 (0,67; 3,33)
CMEPTEIBHBIM HCXOIOM p=0,32164

- CUMHITOMaTH4ECKOE 63 (0,9 %) 49 (0,7 %) 1,28 (0,88; 1,86)
KpPOBOTE€YEHHE B KPUTHUECKOM p=0,19679
oprane (HeCMEpTEIThHOC)

- KpoBoteuenne B mecre | 10 (0,1 %) 8 (0,1 %) 1,24 (0,49; 3,14)
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XUPYPTrUYECKOIr0 WTAJTEAUEAT '-'déé,@é-l‘_td D W)

BMEIIIATEIILCTBA,  TpeOyromee

MOBTOPHOM ornepanuu

(HecMepTenbHoE, HE B

KPUTHYECKOM OpTaHe)

- KpoBoreuenne, npusomsmee k | 208 (2,9 %) 109 (1,6 %) 1,91 (1,51; 2,41)

rOCIUTAIN3aLH p < 0,00001

(HecMepTenbHoE, HE B

KPUTHYECKOM  OpraHe,  He

TpeOyroree TTOBTOPHOM

onepauun) 208 (2,9 %) 109 (1,6

%) 191 (1,51, 241) p

< 0,00001

- C HOYHBIM MTpeOBIBAHHEM 172 (2,3 %) 90 (1,3 %) 1,91 (1,48; 2,46)

p <0,00001
- Be3 HounOTrO NMpEGHIBAHUA 36 (0,5 %) 21 (0,3 %) 1.70 (0,99; 2,92)
p=0,04983

CunpHOe  sxenmynouHo-kumeynoe | 140 (2,0 %) 65 (1,1 %) 2,15 (1,60; 2,89)
KPOBOTCUYCHHE p <0,00001
CunbHoe sBuytpudepentoe | 28 (0,4 %) 24 (0,3 %) 1,16 (0,67; 2,00)
KPOBOTCUYCHHE p=0,59858

a) aHaJIK3 MOMYJIALUY [0 HA3HAYEHHOMY JIEUEHUIO, TIEPBUYHBINA aHAIH3

b) no cpasuennto ¢ ACK 100 mr; torapudmuueckoe 3Ha4U€HUE P-3HAYSHUS

JI1 — nosepurensHblit nHTEpBai; KyMm. Puck — KyMynsaTUBHBIH puck 3abosieBaeMoctH (oueHkn Kamana — Meliepa)
yepe3 30 mecsiues; ISTH — MexnynapoiHoe 001iecTBo 1o TpoM003y 1 reMocTasy

Pucynox 2. Bpemss 10 mepBOro HACTYIUICHUS TEPBHYHONW KOHEYHOW TOYKUA SPGHEKTUBHOCTH
(uHCYNBT, UWHGAPKT MHOKApAa, CMEPTh BCJIEICTBHE CEPACYHO-COCYAUCTHIX TPHYMH) B
nccinenosaunu COMPASS

10.0 PuBapokcaban 2,5 mr f8a pasa B gens + ACK 100 mr o pas B 1ieHs

ACK 100 mMr ogun pa3 B JIeHb
9.0
Ouenku Kannana-Meiiepa (%) 3a 30 Mecaues:
Pusapokcaban 2,5 mr sa pasa B genb + ACK 100 mr oann
pas B neub: 5,2 (4,7 - 5,8) =

704 ACK 100 mr omun pa3 B aeub: 7,2 (6,5 - 7,9) -

8.0 4

6.0

Cos OKYyIIHadA BEPOATHOCTE (%)

5.0

4.0

3.0

2.0

1.0 Ornomenne puckos (95 % [H)
i 0,76 (0,66-0,86)

0.0 : . : ; :

T
0 180 365 540 730 200 1095

Jlnu ¢ MOMEHTa paHIOMH3AHH

Kosn4ecTBO MAIMEHTOB W3 TPYIIIBI PUCKA

Kcapenro 2,5 mr aBa pasa B geap + ACK | 9152 | 9026 7898 6352 3911 2302 658
100 mr oauH pas B JCHb
ACK 100 Mr ouH pa3s B I€Hb 9126 | 8982 7798 6233 3860 2253 668

JAW — noBepuTenbHBIN HHTEPBAT
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

cumnmomnozo 3114

B xmroueBom nBoitHOM ciieriom uccienoannu 11 ¢passr VOYAGER PAD 6564 nanuenrta mocie
HEJIJaBHEW YCIENTHOW TPOIEAyphl PEeBACKYISIpU3AllMA HIKHEW KOHEUYHOCTH (XUPYPTrHYECKON WU
SH/IOBACKYJISIPHOW, BKJIIOYash THOpHIHBIE TMpoueaypbl) wu3-3a cumnromHoro 3IIA  Obum
pPaHIOMHU3HUPOBAHBI CIIyYallHBIM 00pa3oM B COOTHOmieHWH 1:1 B OJHY U3 JBYX Tpynn
AHTUTPOMOOTHUYECKOTO JICUYCHHS: pUBapokcabaH 2,5 Mr 1Ba pasza B JeHb B komOuHauuu ¢ ACK
100 mr ogun pa3 B aeHb wiam ACK 100 Mr oamH pa3 B neHb. [larmentam ObUTO pa3pemieHo
JIOTIOJTHUTEIBHO MOTYYaTh CTAHJAPTHYIO 03y KJIOMUOTPeNia OJUH pa3 B JICHb B TEYCHHUE CPOKA JI0
6 mecsreB. Llenpro uccnenoBanuss OBLIO TPOAEMOHCTPUPOBATH IPHEKTUBHOCTH U 0OE€30MaCHOCTH
puBapokcabana B komOunaruu ¢ ACK st npodunaktuku nHpapKkra MUOKap/aa, UIIEMHYECKOTO
MHCYJIbTa, CMEPTH BCJIEACTBUE CEPACUYHO-COCYIAUCTHIX MPUYNH, OCTPON HIIEMUU KOHEYHOCTH WM
OOJIBIION aMITyTallud COCYAUCTON STHUOJOTUH Y MAIMEHTOB MOCIE HEJJABHUX YCICIIHBIX MPOIEIYP
peBacKyIsIpU3allui HUKHUX KOHEYHOCTEH BCaeACTBHE CUMIITOMHOTO 3ITA.

boin BKIIOYEHBI TAMEHTHI B Bo3pacTe > 50 JIeT ¢ JOKYMEHTaJIbHO MOATBEPKICHHBIM YMEPEHHBIM
WO TSDKEIbIM ~ CUMIOTOMHBIM  arepockiiepornueckuM  3IIA HMKHMX ~ KOHEYHOCTEH,
MOATBEPKICHHBIM  BCEM W3  MEPEUUCICHHOrO: KIMHWYeCKH (T..  (YHKIMOHATBHBIMH
OTpaHWYCHUSIMU), AHATOMHYECKH (T.€. BHU3yaJu3alMeW, moaTBepxkmaroniei Hamuune 3I1A
JMCTalbHEee HApY)KHOM MOJB3IOIIHONW apTepuH) U TEeMOJUHAMUYECKH (JIOJIBDKEYHO-TUICYEBOU
nagexc [JIIIM] <0,80 wam mnameue-ruredeBo muAekc [IIIIA] < 0,60 nms manweHTOB 063
peBacKysspu3anny KoHeuHocted B anamuese win JIIIN < 0,85 nnu [N < 0,65 ans nanueHToB
peBacKyispu3alnueldl KOHEYHOCTEeH B aHaMHe3e). BbulM MCKIIIOYeHBl MalUeHThl, HYXKIaBIIUECS B
JBOWHOW aHTHUTPOMOOIMTAPHOM Tepamuu B TeueHHe Oonee 6 MecsmeB WM B JIIOOOH
JOTIOJTHUTEILHOW aHTUTpOMOOIMTapHOi Teparnuu, oTiaudHo ot ACK wu knommpmorpena, wiam
MepopajbHON  AHTHKOAryJISHTHOM  Tepanmuu, a TaKXke MalueHThl ¢ BHYTPUUEPEIHBIM
KpOBOUM3IIMSHUEM, HHCYIbTOM Wi TUA B anamuese, niu narueHTsl ¢ pCK® < 15 mu/mMuH.

CpenHsisi TPOJOKUTEIHHOCTh HAOMIONEHUST cocTaBuia 24 Mecsla, a MaKCHUMAIbHBI CpPOK
HaOmonenus — 4,1 roga. CpeaHuil BO3pacT BKIIOUYCHHBIX B HCCIEIOBAaHUE TAIMEHTOB COCTABUI
67 ner, a 17 % mnaumentoB Obun crapme 75 jer. CpeaHee BpeMs OT HPOIETypbl HHIEKCHOU
pEeBacKyJIIpU3aLMM 10 Hayajla UCCIeNYyeMOro JIeYeHHUs B OOIIe MOMyJNSIMM COCTAaBUJIO S5 AHEH
(6 nHelt mocne XUpypruvecko u 4 JAHS TOCIE DHIOBACKYJISPHON PEBACKYJSIPU3AIMU, BKIHOYAs
ruOpuanbie npoueaypsl). B nemnom, 53,0 % namnueHToB mosiydaiad KpaTKOBPEMEHHYIO (DOHOBYIO
TEepanuio KJIOMUJIOTPEIOM CpedHEN NpoAoKUTENbHOCTRI0 31 neHs. CorjzacHO MPOTOKOITY
UCCIIEIOBaHMs, JICUeHHEe MOXKET ObITh HAayaTO KaK MOXHO CKOpee, HO He TO3/Hee, YeM uepe3
10 gHeii mocne ycnemHoi Haaexariel mporeayphl peBacKyIsIpu3alui 1 00ecrieueHus TeMocTasa.
PuBapokcaban 2,5 Mr aBa paza B aenp B komOumHammu ¢ ACK 100 Mr onuuH pa3 B JeHb OBLIT
3¢ peKTHBHEE B CHUKCHMM MEPBUYHONH KOMOWHUPOBAHHON KOHEYHOH TOYKH, BKJIIOYAIOIICH
nH(}apKT MUOKap/a, UIIEMUYECKUN UHCYIbT, CMEPTh BCJEICTBUE CEPAECYHO-COCYAUCTHIX MPUYHH,
OCTPYIO MIIEMHIO KOHEYHOCTH U OOJBIIYI0 aMIyTaIlMIO0 COCYIMCTON STHOJIOTUU MO CPaBHEHHUIO C
npueMoM Tojibko ACK (cMm. Tabmumy 9). [lepBuuHas koHeyHast Touka 0€30MaCHOCTH O OOIBIIM
KpoBoTeueHHsIM 1o mkane TIMI Obuta BbIlIe y manueHToB, nmoixydaBimx puBapokcaban u ACK,
0e3 yBENMYCHHsI YMCIa CMEPTEIbHBIX WM BHYTPHUYEPEIHBIX KpoBoTeueHUU (cMm. Tabmuiy 10).
Bropuunbie KoOHEYHBIE TOUKH 3(PPEKTUBHOCTH OBLTU MPOTECTUPOBAHBI B 3apaHee OINpeaeIEHHOM
HepapXuuecKoM nopsake (cm. Tadmauiry 9).

Tabnuua 9. Tabnuna 9. Pesynbratsl 3¢ dexruBaoctu u3 uccnenoanus 111 gpasst VOYAGER PAD

Hccnenyemas nomysasimust IIanueHTHI MOC/IEe HeAaBHeH NMPOLeAYPbl PeBACKYISPU3ALNHA HUKHEH
KOHEYHOCTH BCJIEICTBHE cHMITOMHOro 3I1A?

TepaneBTHYecKasi 103a PuBapokcaban 2,5 mr asa | ACK 100 mr oauH | OTHOIIEHHE
pa3a B AeHb B COYETAHMM | pa3 B ieHb PHMCKOB
¢ ACK 100 mr oxun pa3 B | N=3278 (95 % JN)”
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 28.11.2025 N2 29676
e, n (%5@% E,F.TEﬂi:-HCl CTo 0002)
N=3286
n (Kym. puck%)®
IlepBuunas koneunasi Touka | 508 (15,5 %) 584 (17,8 %) 0,85 (0,76; 0,96)
rppexruBHOCTH” p=0,0043%"
- Mudapkt Muokapzaa 131 (4,0 %) 148 (4,5 %) 0,88 (0,70; 1,12)
- MmreMuyaecKuit HHCYIIBT 71 (2,2 %) 82 (2,5 %) 0,87 (0,63; 1,19)
- CmepTh Beaeactue | 199 (6,1 %) 174 (5,3 %) 1,14 (0,93; 1,40)
CeplIeYHO-COCY TUCTHIX
PUYUH
- Octpas ummemus | 155 (4,7 %) 227 (6,9 %) 0,67 (0,55; 0,82)
KOHEYHOCTH
- Bonpiras ammyrtanus | 103 (3,1 %) 115 (3,5 %) 0,89 (0,68; 1,16)
COCYIMCTOM 3THUOJIOTUH
BropuyHasi KoHe4YHasi TOYKa
3¢ dekTHBHOCTH
HesamnanupoBannas unnekcHas | 584 (17,8 %) 655 (20,0 %) 0,88 (0,79; 0,99)
PEBACKYJIAPH3AIUS KOHEYHOCTH p=0,01407"
OPH PELHIUBUPYIOIICH HUIIEMHN
KOHEYHOCTH
TlNocnimranusanusts mo mpuunde | 262 (8,0 %) 356 (10,9 %) 0,72 (0,62; 0,85)
CEPACYHOCOCYTUCTHIX COOBITHI p < 0,0001%"
WIX COOBITUA CO  CTOPOHBI
KOHEYHOCTEH (yro0oii u3
HIDKHUX KOHEYHOCTCH)
TPOMOOTHYECKOTO XapaKkTepa
CMepTHOCTB OT BCEX MPUYUH 321 (9,8 %) 297 (9,1 %) 1,08 (0,92; 1,27)
CoObrTust BTD 25 (0,8 %) 41 (1,3 %) 0,61 (0,37; 1,00)

a) aHaJIW3 MOMYJIALUH AIUEHTOB 0 HAMEPEHHUIO JICUNTh, TIEPBUYHBINA aHANN3; yCTaHOBICHO He3aBucHMBIM KOMUTETOM
1o BEIHeceHmIo knunHmdeckux pemennii (Independent Clinical Adjudication Committee, ICAC)

b) coBokynHOCTs MH(apKTa MHOKapJa, UIIEMUYECKOTO HHCYJIbTa, CMEPTU BCIEICTBHE CEPICUYHOCOCYANUCTHIX MPHUNH
(cMepTh BCIEACTBUE CEPACYHO-COCYNUCTBIX TNPHYMH W CMEPTh 10 HEM3BECTHOW IPHUYMHE), OCTPOH HIIEMUH
KOHEYHOCTH U OOJIBILION aMITyTallii COCYANUCTOH ATHOJIOTUU

C) MpH aHAJM3€ YYUTHIBAETCS TOJBKO NEPBOE IMOSBICHUE COOBITHS KOHEYHOH TOUKM B Hpejenax o0beMa JaHHBIX OT
cyOBeKTa

d) OP (95 % JU1) ocHOBaHO Ha MOJENM MNPONOPIHMOHANBHBIX pUCKOB Kokca, crpaTMduIUpOBaHHON O THIY
NpOLEAYPHI, U IPUMEHEHUH KJIONHUIO0IPesia C JICYEHNEM B KaueCTBE €JMHCTBEHHOI KOBapHAHTBHI.

e) OgHocTOpOHHEEe p-3HaYeHHWE OCHOBAHO Ha JIOTapHU()MHUECKOM PAaHTOBOM TECTE, CTPATH(GUIMPOBAHHOM IO THILY
MpoLeAYpH! M NPUMEHEHHUIO KJIOMUAOTPENa C yIETOM JICUEHHS B KadecTBe (hakTopa.

f) ocTpas mmeMuss KOHEYHOCTEH OMpeJeNseTcsl Kak BHE3aIIHOE 3HAYMTENBHOE yXy/IIeHHe Mepdy3un KOHEUYHOCTEH,
m00 C HOBBIM JeHUIHUTOM ITynmbca, JUOO TpeOyromee Jed4eOHOrO BMeEIIATENbCTBA (HAIpHUMeEp, TPOMOOIM3HCa,
TPOMOSKTOMUY MIIM CPOYHON PEBACKYJIIPU3ALNN), I IPUBOJSIIICE K TOCIUTAIN3ANN

* CHmkeHHE 3 PEKTHBHOCTH OBUIO CTATHCTUIESCKH 3HAYUMO BEIIIIE.

JW — noBepuUTeIbHBIN HHTEPBAI

Ta6mmma 10. Pesynbrarsl 6e3onacnoctu u3 uccaepaosanus 11 daser VOY AGER PAD

Hccaenyemasn IManueHTHI mMOCTEe HeNaBHell TMPOUEIYPbl PeBACKYJSIpH3AIMH HUKHEH
MOMYJISIIHS KOHEYHOCTH BCJIEICTBHE cuMIToMHOro 3ITAY
TepaneBTuyeckas 103a | PuBapokcadan 2,5 mr | ACK 100 mr oqun pa3 | OTHOmIEHUE PHCKOB
ABa pasa B JeHb B | B JeHb (95 % )"
couetanuu ¢ ACK | N=3248 p-3HaYeHHE
100 mr oxuu pa3 B aens | n (Kym. puck%)®
N=3256
n (Kym. pncx%)b)
Bonbmoe kposoteuenue | 62 (1,9 %) 44 (1,4 %) 1,43 (0,97; 2,10)
o HIKaje TIMI p=0,0695
(cBsi3aHHOE / HE
CBSI3aHHOE c
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(MOCHEQORATENBHOC T 0002]

A0pPTOKOPOHAPHBIM

IITyHTHPOBAHUEM )

- CMepTenbHOe 6 (0,2 %) 6 (0,2 %) 1,02 (0,33; 3,15)
KPOBOTCUCHHUE

- Buytpuuepennoe 13 (0,4 %) 17 (0,5 %) 0,78 (0,38; 1,61)
KPOBOM3JIHUSHUE

- SIBHOE 46 (1,4 %) 24 (0,7 %) 1,94 (1,18; 3,17)
KpPOBOTEUCHUE,
CBA3aHHOE C IMaJeHUEM
reMorIoonHa Hb
>51/mn / remaTokpuTa
Hct>15 %

Bonbmmoe kposoreuenune | 140 (4,3 %) 100 (3,1 %) 1,42 (1,10; 1,84)
o kpurepusm ISTH p=0,0068

- CMmepTenbHOe 6 (0,2 %) 8 (0,2 %) 0,76 (0,26; 2,19)
KPOBOTCUCHUE

- Hecmepreannoe 29 (0,9 %) 26 (0,8 %) 1,14 (0,67; 1,93)
KPOBOTEUCHHUE u3
KPUTHUYECKH  BaKHBIX
OpraHoB

Knunnueckn 3Haummoe | 246 (7,6 %) 139 (4,3 %) 1,81 (1,47; 2,23)
HE3HAYUTETBHOE
KPOBOTCUCHHUE 1o
kputepusim ISTH

a) AHanm3 TOMYJIAINUA 1Mo 0€30MacHOCTH (BCEe PaHJIOMHU3HPOBAHHBIE CYOBEKTHI, IMOJYYHBIINE M0 KpaHEeH Mepe OIHY
JI03y MCCIIeNyeMOro IpernapaTa)

b) n=konmyecTBO CyOBEKTOB C COOBITHSMM, N=KOJMYECTBO CyOBEKTOB M3 Ipymmsl pucka,%=100 * n/N, n/100 man-
JIET=COOTHOIIEHHE YnCiia CyObEKTOB C MHIMIAECHTHBIMH COOBITHAMHE / KyMYJISITUBHOE BPEMSI I10JIBEPIaHHs PUCKY

c) OP (95 % /1) ocHoBaHO Ha MOJEIM NPONOPLUOHAIBHBIX PHUCKOB Kokca, crpatuduuIupoBaHHOW MO THUILY
NpOLEAYPHI, U TPUMEHEHUH KOOI Peia C JICYCHNEM B KaueCTBE €JMHCTBEHHOI KOBapHAHTBHI.

d) /IBycTOopoHHEee p-3Hau€HHE OCHOBAHO Ha JIOTapH(MHYECKOM PAaHTOBOM TECT€, CTPAaTH()UIIMPOBAHHOM IO THUILY
MpoLEeAYPHl M NPUMEHEHHUIO KIIOMUAOTPEIa C y4eTOM JIeUEeHHs B KadecTBe (hakTopa.

UBC ¢ cepoeunoii HeOOCMamouHOCmvio

B wuccnenopanme COMMANDER HF O6pmn Brmtouensl 5 022 mamueHTa ¢ CepaeyHOM
HEJOCTAaTOYHOCTHIO W  YCTAaHOBIEHHOW wumemudeckoi Oonesnpto cepama (MBC) mocne
TOCMUTANIM3AINH TI0 MTOBOY JAEKOMIIEHCUPOBAHHOMN CEpJIEYHON HEJOCTaTOYHOCTH, KOTOpPbIE ObUIM
PaHIOMU3HPOBAHBI CIIY9allHBIM 00pa30M B OJHY U3 JBYX TPYIII JICUCHUs: pUBapoKcadaH 2,5 Mr aBa
paza B genp (N=2507) wumm mane6o (N=2515), coorBerctBeHHo. OOmas wmeauaHa
MPOJOJKUTENILHOCTH JICUCHHsI B McclieoBaHuu coctaBuia 504 mHs. [larueHTH! HOMDKHBI ObUTH
UMETh CHMIITOMAaTHYECKYIO0 CEpACUYHYI0 HEIOCTaTOYHOCTh B TEUEHHE HE MEHee 3 MecsleB U
dpakiuio BeIOpoca neBoro xkenymouka (OBJIDK) <40 % B TedyeHuwe OAHOTO roja ¢ MOMEHTA
BkimoueHus. Mcxoano meanana ¢pakuuu BeiOpoca coctapisiia 34 % (IQR: 28-38 %), u 53 %
yuacTHEKOB oTHocwmuch kK III mwm IV xmaccy cormacHo knaccupukanuu Huro-Hopkckoit
KapAHOJOTHYECKON acCOLUaIUH.

[lepBuynblii aHanmu3 >(QQEKTUBHOCTH (T.€. COBOKYIHOCTH IIOKa3aTeliedl CMEPTHOCTH OT BCeX
INpUYMH, MH(pApKTa MUOKapAa WM HMHCYJIbTa) HE BBIIBWJI CTaTHUCTUYECKH 3HAYMMOHM pa3HUIIBI
MEXIy TPYIIOW, MOdy4aBlIed puBapokcabaH 2,5 Mr nBa paza B JIeHb, U Tpymnmnoi uianedo c
OP=0,94 (95 % AU 0,84-1,05), p=0,270. Yto kacaeTcsi CMEpTHOCTH OT BCE€X HMPUYUH, TO MEXKIY
puBapokcabaHOM U Iane6o He ObLIO pa3iuyuil B KoauyecTBe coObITuil (dactora coObrTuit Ha 100
nanuento-net; 11,41 nporus 11,63 (OP: 0,98; 95 % AU: 0,87-1,10; p=0,743). YUactoTa pa3BuTHs
uHpapkra Muokapaa Ha 100 mamueHnTo-ier (puBapokcabaH Mo CpaBHEHUIO C IUIane0o0) cocTaBuiIa
2,08 npotus 2,52 (OP 0,83; 95 % AU: 0,63-1,08; p=0,165), a yactora ciydaeB uncynbTa Ha 100
nauuenTto-ier cocrasuna 1,08 npotus 1,62 (OP: 0,66; 95 % AU: 0,47-0,95; p=0,023). OcHoBHas
KOHEUYHasi TOUKa 0e30MacHOCTH (T.€. COYeTaHHE CMEPTEIbHOIO KPOBOTEUEHUS WIIM KPOBOTEUEHUS B
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y 18 (0,7 %) mauuentoB B rpymime puBapokcabana 2,5 Mr nBa pasa B aeHb u y 23 (0,9 %)
MarueHToB B rpynne mianedo, coorserctBenHo (OP=0,80; 95 % AN 0,43-1,49; p=0,484). B
rpyIIe puBapokcabaHa HaOIIOAAIOCh CTATUCTHYECKH 3HAYMMOE YBEIUYECHHE YaCTOTHI OOJBIITNX
KkpoBoTeueHni mo kputepusim ISTH mo cpaBHeHuto ¢ miane6o (dacrora coObrtmii Ha 100
nanuenTto-iet: 2,04 mporus 1,21, OP 1,68; 95 % JAN: 1,18-2,39; p=0,003).

VY NanueHToB ¢ CepACYHOM HEeIOCTaTOYHOCTBIO JIETKOM M cpeaHel crerneHH A(PQeKTh JeUeHUs B
noarpymme uccienoBanuss COMPASS Oputn cxoxumu ¢ ddpdexramMmu JIedeHUsT BCEH HCCIIeTyeMOM
nonynsauu (cM. myHKT «BC/3ITA»).

Tayuenmol ¢ mpounbimM NO3UMUSHBIM AHMUDOCPHOTUNUOHBIM CUHOPOMOM BbLCOKO20 PUCKA

B cmnoncupyemoM  mccienoBareneM — paHIOMHM3HPOBAHHOM — OTKPBITOM — MHOTOLIEHTPOBOM
MCCJIETIOBAaHUH C 3aCIIEIUICHHOMN OIIEHKOW KOHEUHBIX TOUYEK pUBapoKcabaH M3ydascs B CPAaBHEHUU C
Bap(apruHOM Y MalMEHTOB C TPOMOO30M B aHAMHE3€ U C BBICOKUM PHUCKOM TPOMOOIMOOIHUYECKUX
COOBITHH, Yy KOTOPBIX JHUarHOCTHPOBAaH aHTHU(GOCHONIUIHUAHBIA CHHAPOM (TIOJIOKHUTEIHHBINA
pe3yabTaT A BCEX TPEX TECTOB HAa AaHTU()OCHOIMNUIHBIN CHHAPOM: HAIWYHE BOJYAHOUHOTO
AQHTUKOATYJISIHTA, AHTUTEN K KapIUONMIHMHY M aHTHTeNl K Oeta-2-rmukonpotenny ). Ilocne
BKJIFOYeHHs 120 manueHToB ucciieIoBaHue ObLIO MPEKPaIEHO JOCPOYHO MO MPUYUHE MOBBIIICHHON
94acTOThI COOBITUH Y MAllMEHTOB B rpyIme puBapokcadana. CpeaHsisi MpoJOKUTEIbHOCTD epruoia
HaOmofeHuss coctaBuwia 569 pgHell. 59 manueHTOB ObUIM  PaHAOMH3UPOBAHBI B TPYIILY
puBapokcabana B o3¢ 20 mr (15 Mr 1715 ManueHToB ¢ KJIMPEHCOM KpeaTuHuHa <50 mur/MuH) 1 61 —
B rpynny Bappapuna (MHO 2,0-3,0). TpombGosmOonuueckue coObiTus mpomsounum y 12 %
MAlMEeHTOB, PaHIOMHU3UPOBAHHBIX B TPYIIY puBapokcabaHa (4 HIIEMHYECKUX HHCYIbTa U 3
uHpapKTa MHOKapnaa). Y MNalMEeHTOB, PaHAOMH3UPOBAHHBIX B IpyNIy BapdapuHa, COOBITUS HE
ObUTH 3aperucTpupoBanbl. bonbiioe kpoBoTeueHue npouszonuio y 4 mauueHtoB (7 %) U3 rpymnmsl
puBapokcabaHna u 2 manueHToB (3 %) u3 rpymmsl BaphapuHa.

5.2. apMaKkoOKHHeTHYECKHE CBOiCTBA

AOGcopOrms

PuBapokcaban ObICTpO BcachiBaeTcs; MakcuMaibHas KOHIEHTparus (Cmax) JOCTHTaeTcs depes
2—4 yaca mocJe rnpreMa TalOJlIeTKH.

[Ipu npueme puBapokcabaHa BHYTph B BUJE TaOJETOK B J03UpoBKe 2,5 Mr u 10 Mr puBapokcabaH
BCACBIBACTCSI MPAKTUYCCKH TOJHOCTBIO, MPHU 3TOM ero OuomoctynHocTh Bbicokas (80—100 %)
HE3aBUCHMO OT Ipuema nuim. CoBMECTHBIN ¢ MULIEH MpueM puBapokcadana B go3e 2,5 mr u 10 mr
He BiusieT Ha AUC u Chax puBapokcabana. TabieTku puBapokcabaHa B 103upoBke 2,5 Mr u 10 mr
MOTYT MPUHUMATHCS KaK BMECTE C MUIIEH, TaK U HATOIIAK.

dapMaKOKMHETHKA pUBapOKcabaHa MPaKTUYECKH JIMHEHHA B 103aX 10 15 Mr oauH pa3 B AeHb. [Ipu
OoJiee BHICOKHX J103aX pUBapOKcabaH IEMOHCTPUPYET abCOpOIHIO, OTPAHUYEHHYIO PACTBOPEHHEM,
C YMEHBIICHHON OMOJOCTYIMTHOCTHIO M CHM)KEHHOW CKOPOCTHIO aOCOpPOIMU TP MOBBIIICHUHN JI03BI.
Ot0 60iee BBIpAKEHO NPU IpUEMe HATOUIAaK, YeM IpU ImprueMe BO BpeMs enbl. DapMaKkOKHHETHKA
puBapokcabaHa XapaKTepH3yeTCsl YMEPEHHOW MEXHHIUBUAYAJTbHOW BapHaOEIbHOCTHIO B
nuana3one (BapuannoHHbNA kKoddduueHT) oT 30 mo 40 %.

BcacbiBanue puBapokcabaHa 3aBUCUT OT MECTa BBICBOOOXICHUS B HKEIyIOYHO-KUIIIEUHOM TPAKTe.
Camxenne AUC u Cpax Ha 29 % 1 56 %, COOTBETCTBEHHO, HAOIIOIATIOCH TP BBEJICHUU TPAHYIISATA
puBapokcabaHa B TMPOKCUMAJIBHBIA OTNIE TOHKOW KHIIIKHA II0 CPaBHEHHUIO C TPUEMOM IIEJION
Ta0JIeTKH. DKCIIO3UIUSl PUBApOKcadaHa TAaK)KE YMEHBINACTCS MPH €ro BBEACHUU B JTUCTATBHBIN
OTJe]l TOHKOW KHIIKM WM BOCXOJAIIYI0 00040uHYyI0 KHIIKYy. Crenyer uz0eratb BBEIEHUS
puBapokcabaHa B JKETyIOYHO-KUIICUHBIA TPAKT AUCTATbHEE JKETyJIKa, MOCKOJBKY 3TO MOXET
MOBJIEYb CHH>KEHUE BCAChIBAHUS U, COOTBETCTBEHHO, SKCIIO3UIIMH pUBapOKcabaHa.
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COIocTaBUMa C OMOJIOCTYNHOCTBIO pUBapoKcabaHa, MPUHATOIO BHYTPb B BUAE H3MEIbUYEHHOU
TabneTkn (B cMmecu ¢ SIOJOYHBIM TIOpPE WM CYCHCHIUPOBAaHHOM B BOJAE), a TaKxke C
OMOIOCTYIIHOCTBIO PHUBApOKcabaHa MPH BBEJCHUM Ye€pe3 JKEIYAOYHBIM 30HJ C MOCIEAYIOIIUM
MPUEMOM KHJIKOTO MUTAHHs. YUUTHIBas MPEICKa3yeMblid 10303aBUCUMBIN (papMaKOKMHETUYECKUN
npoduib puBapokcabaHa, pe3yJabTaThl JAHHOTO HCCIEIOBaHUA OUOJOCTYIHOCTH NPUMEHUMBI
TaKXke U K 00ojee HU3KUM J103aM.

Pacopenenenune

B opranm3me uenoBeka Oonbinas 4yacTh puBapokcabana (92-95 %) cBsi3piBaeTcs ¢ Oenkamu
IJ1a3Mbl, OCHOBHBIM CBSI3BIBAIOIIMM KOMIIOHEHTOM SIBJISIETCSI CHIBOPOTOYHBIN anbOymuH. OO0beM
pacripenienieHust — yMepeHHbIH, Vs cocTaBisieT npuonmmu3uTenbHo 50 .

BI/IOTDaHCd)ODMaHI/IH W SJIMMUHAaNusA

[Tpu mpueme BHYTph NPUOIM3UTENBHO 2/3 OT MOJYYEHHOH 103l pHUBapOKcabaHa MOJBEPraroTcs
MeTaboIu3My M B JajJbHEWIIEM BBIBOAATCS PABHBIMHM YacCTSMM IMOYKAMH M 4Yepe3 KHUIIECYHHK.
OcraBmasics 1/3 momydeHHOW /103bI BBIBOAMTCS TOCPEACTBOM MPSIMOI MOYEUHOH SKCKpEIHH B
HEM3MEHEHHOM BHJIE, TJIaBHBIM 00pa30oM 3a CYeT aKTUBHON MOYEUHON CEKpEeLUH.

PuBapokcaban merabonuzupyercsa nocpeactsoMm uzopepmentoB CYP3A4, CYP2J2, a taxxke npu
MOMOILIM MEXAaHHU3MOB, HE3aBHUCHUMBIX OT CHUCTEMbl LHUTOXPOMOB. (OCHOBHBIMH Y4acTKaMH
OouoTpaHcGoOpMaLUH SBIISIOTCS OKHCICHHE MOP(OIMHOBON TPYINIBI U TUAPOIU3 aMHUIHBIX CBS3CH.
CoriacHO JaHHBIM, IMOJYYEHHBIM IN Vitro, puBapokca®aH SBISETCS CyOCTpaToM uiss OEIKOB-
nepenocunkoB P-gp (P-rmukonporenna) u Berp (6emka ycToiMUMBOCTH paka MOJIOYHOM JKeTe3bl).

HewnsmeneHnHbIit puBapokcabaH sBISETCS HanOoJiee 3HAYMMBIM COCIMHEHHEM B TIa3ME YEJIOBEKa,
OCHOBHBIC WM AaKTUBHBIC LUPKYIUPYIOIME METaboNUTHl HEe OOHapyKeHbl. PuBapokcabaH,
CHUCTEMHBIN KJIMPEHC KOTOPOTO COCTaBJISAET MpUONM3uTeabHO 10 /4, MOXKET OBITh OTHECEH K
JIEKApCTBEHHBIM BEILIECTBaM C HU3KUM KJIHpeHCcOM. [lepros monyBbiBeIeHHs TIOC]I€ BHYTPUBEHHOTO
BBeJICHUSI 103bl 1 Mr cocrtaBisier okosio 4,5 yacoB. [lociie mepopalibHOrO mnpuema BbIBEIACHUE
CTAaHOBUTCSI OTPAaHHMYEHHBIM CKOPOCTHIO BcachiBaHUs. [Ipu BhIBEJCHHH pUBapoKcabaHa M3 IUIa3Mbl
KOHEYHBIN MEepUO/ MOTYBBIBEICHHUS COCTABIISIET OT 5 10 9 4acoB y MOJIOJIBIX MAIMEHTOB U OT 11 110
13 yacoB y MOKUIIBIX NALIUEHTOB.

(DaDMaKOKI/IHeTI/ILIeCKaH'(baDMaKOHI/IHaMI/I‘IeCKaﬂ 3aBUCUMOCTD

[Tpu npueme puBapokcabaHa B IIMPOKOM AuarnazoHe 103 (5—30 Mr aBa pasza B CyTKH) OLEHHBAJIOCh
COOTHOIIICHUE (papMaKOKWHETUUYECKHUX MapaMeTpoB U (papmakoauHamudeckux dddexroB (OK/D/)
MEXJy KOHILIEHTpale puBapokcabaHa B IUIa3ME€ M KOHEUHBIMU (papMaKoJMHAMUYECKUMU
Toukamu (MHTHOMpoBaHue (hakTopa Xa, mporpomoOmHOBOe BpeMs, AUTB u pesynbrar HepTest).
B3auMocBs3p MEXIy KOHIGHTpalnuel puBapokcabaHa M aKTUBHOCTBIO (akTopa Xa HaWIydIIuM
00pa3oM MPOAEMOHCTPUPOBAHA C MCIIOJIb30BaHUEM MOAEIH Emayx. 11 IpoTpoMONHOBOrO BpeMeHU
MOJIeNIb JIMHEWHOW pPErpecCMM B LIEJIOM JIy4Ille ONKCHIBACT JaHHbIE. YTJIOBOH Ko3(p(uIueHTt
3HAYUTENbHO MEHSJICA B 3aBUCUMOCTH OT pPEaKTUBOB, HCIOJb3YEMBIX JUIsl ONpEAETICHUs
npoTpoMOuHOBOro BpemeHu. llpum wucnonpzoBanun Habopa Neoplastin HCXOAHOE 3HAYCHHE
MIPOTPOMOMHOBOTO BPEMEHHM COCTAaBUJIO OKOJO 13 cek ¢ HAKIOHOM JIMHUU OKoJio 3—4 cek
(100 mkr/m). Pesynbrarel aHamuza coortHomieHus DOK/DJ] B wuccnenoBanusx II u I ¢aser
COOTBETCTBOBAJIM aHAJIOTMYHBIM I10KA3aTENISIM Y 3[JOPOBBIX NAllUEHTOB.

TloyeyHas HENOCTATOUYHOCTD

VBenuueHne SKCIO3UINN PHUBapOKcabaHa KOPPEIMPOBAIO CO CHIKEHHEM (DYHKIMH TOYEK, YTO
OLIEHUBAJIOCH 110 KJIMPEHCY KPEaTHHHHA. Y TMAlMEHTOB C JIETKOW CTENEeHbI0 HapyIIeHUs (QyHKIHUU
nouek (KnKp 50-80 mu/mun), cpemneit crenenpro Hapymenus ¢yHkiun moudek (KnKp 30—
49 mn/MUH) WM TSOKETIOW creneHblo Hapymenus ¢yakiauu noudek (KnKp  15-29 mu/mun)
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puBapokcabana B miasme kpou (AUC). CoorBeTcTByIOIIee yBenndeHne (hapMaKoIMHAMHYECKUX
3¢ dekToB ObUTO OoJiee BBIPAKEHHBIM. Y MAIMEHTOB C JIETKOW, CPEAHEH U TSIKENON CTENEHBIO
HapymieHus (QYHKIIMA TOYeK oOIiee MoAaBiIeHUE aKTUBHOCTH (akTtopa Xa YBEIWYUBAJIOCH,
cooTBeTcTBeHHO, B 1,5, 1,9 m 2,0 paza mo CpaBHEHHIO CO 3J0POBBIMH JOOPOBOIBIIAMHU;
MIPOTPOMOMHOBOE BpeMs Takxke yumHsuiock B 1,3, 2,2 u 2,4 pa3a, cooTBeTCTBeHHO. [[aHHBIE O
npUMeHeHUH puBapokcabana y nanueHToB ¢ KnKp < 15 mn/mun orcyrcrBytor. He pekomenyercs
MPUMEHATH puBapokcadban y nmanueHToB ¢ KinKp < 15 man/mMun. Cnegyer co0at0/1aTh OCTOPOKHOCTh
IpU IpUMEHEeHUU puBapokcadana y nanuenTo ¢ KnKp 15-29 mu/mun (M. pazgen 4.4.).

[Ipenmosnaraercs, 4To puBapoKcadaH HE MOJBEPraeTCs JUATU3Y B CBSA3HM C BBICOKOM CBSI3aHHOCTBHIO
¢ OeJIKaMH TUIa3MBl.

IleueHOYHAS HEJOCTATOYHOCTh

VY nmanueHToB C HUPPO30M TEUCHH U HapylleHHueM (YHKIMM MeUeHH JIETKOW cTerneHu (Kiacc A 1o
kinaccudukanmu  Yaiinma — [Ipro) ¢dapmakokMHETHKA puBapokcabaHa UMb HE3HAYUTEIHHO
OTJIMYAJIaCh OT COOTBETCTBYIOLINX MOKa3aTeJe B KOHTPOJIBHOU TPYIIE 3A0POBBIX J100POBOJIBLIEB
(B cpenneM otmevaniock yBenmuenne AUC puBapokcabana B 1,2 paza). Y marmueHTOB C IUPPO30OM
MeYeHH W HapylmieHueM (QYHKIMM TIeYeHU cpeaHeil crenmeHu (kimacc B mo kiaccudukanmm
Yaitnna — IIeto) cpennsis AUC puBapokcabana Oblia 3HaYMTENBHO TOBBINIEHA (B 2,3 pasa) 1o
CpaBHEHHIO CO 3710pOBbIMU 0OpoBosbiiamMu. Heceszannas AUC yBennuuBanace B 2,6 paza. Y 3THX
MAlMEHTOB TakKe ObUIO CHUKEHO BBIBEJICHHE pUBAapoKcabaHa MOYKAMHU, CX0XKEE C TAaKOBBIM Y
MAIMEHTOB C HapylieHueM (DYHKIUU TOYeK CpeHel cTeneHu. J[aHHbBIE M0 MalueHTaM C TSHKEIbIM
HapylieHneM (QyHKIHU eYeHU OTCYTCTBYIOT.

[TomaBnenue akTUBHOCTH (akTopa Xa y MAIMEHTOB C HapylleHHEM (YHKLIHU MEYEHU CpeaHen
CTENEHU ObUIO BBIPAXEHO B 2,6 pa3za CWIbHEE, YeM Y 3J0POBBIX JOOpPOBOJBIIEB; YBEIUYEHHE
IPOTPOMOMHOBOTO BPEMEHHU B CXOXKEW cTeneHu Bo3pactano B 2,1 pasa. [lanueHTsl ¢ HapylnieHHEM
(GyHKIMM TIEYCHHU CpefHEl CTeneHu ObLIu 0oJiee YyBCTBUTEIBHBI K pUBapOKcabaHy, U4TO SBISETCS
cieacTBueM — Ooilee  TECHOW ~ B3aMMOCBSI3M  (apMakoJWHAMHYECKHMX  APQPEKTOB U
(bapMaKOKMHETHYECKHUX TApaMETPOB MEXy KOHLIEHTPALUEH U IPOTPOMOMHOBEIM BPEMEHEM.

PuBapokcabaH mpOTHBOIOKAa3aH MalMEHTaM C 3a00JEeBaHUAMHU TI€YEHHU, NPOTEKAIOUIMMU C
KOaryJonaTue M pHUCKOM KIMHUYECKM 3HAUYMMOIO KPOBOTEUYEHHMs, BKIIOUYAs MAIMEHTOB C
uppo3oM nevyenu kiacca B u C mo knaccuduxanun Yaitnga — Isto (cM. pa3zgen 4.3.).

JInIa moKMUJIOro Bo3pacra

VY IOXUIIBIX MalMCHTOB KOHIICHTpalWun pI/IBapOKC3.6aHa B IUIa3MC BbBINIC, YCM Y MOJIOABIX
nanueHToB; cpennee 3HaueHne AUC npubnusutenbHo B 1,5 paza mpeBbIIaeT COOTBETCTBYIOIINE
3HAYCHHUA Y MOJIOJABIX MAIUCHTOB, I''TABHBIM 06pa30M, BCJIICACTBUEC CHUKXCHUS (BepOHTHOFO) OGH.ICFO
W To4YevyHoro Kiuperca. Koppekuus 10361 He Tpedyercs.

Hpyrue 0Cco0bIE T'PpYHIIBI MAIIMCHTOB

Ilon

VY My>XYMH ¥ KCHIIMH KIWMHUYECKU 3HAUYUMBIX Pa3Iuunii (papMakOKMHETHKHU U (papMaKoJUHAMUKA
HE 00HApPYKEHO.

Macca mena

CrumikoM Maias win Oombinas Macca tena (Meree S0 kr u 6osee 120 Kr) nuimp HE3HAYUTETHHO
BIMSIET Ha KOHLEHTpAIMIO pHUBapOKcabaHa B IUIa3Me (pasyddyue cocTaBisieT MeHee 25 %o).
Koppexkuust 10361 He TpeOyeTcs.
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Meswcomnuueckue paznuuus

COOTBETCTBYET 3KCMEPTHOMY OTYETY
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(NOCNEQCBATENEHOCTE 0002)

KnuHuyeckn 3HAYUMBIX pa3nuuuil  (papMakOKMHETHKH U (papMaKOJUHAMHKU Yy TAIMEHTOB
€BPOIEOHIHOM, appoaMepruKaHCKOM, JTATHHOAMEPUKAHCKOM, ITOHCKOW MJIH KUTACKOM STHUYECKON

MPUHAJICKHOCTH HE HAOII01aIOCh.

@apMaKOKuHemull€CKue ()aHHbley nayuermoe

VY nmammentoB ¢ OKC, nonmydaromux puBapokcadaH B 103€ 2,5 Mr 2 pa3a B IeHb I TPOPUITAKTUKH
aTepoTPOMOOTHUYECKUX COOBITUI B KOMOMHAITUH € alleTUIICATHIIMIOBOM KHCIOTON, TeOMETPUYECKOe
cpenHee koHueHTpauuit (90 % mpeauKTUBHBIN MHTEpBai) uepe3 2—4 yaca U MpuUMEpHO yepe3 12
4acoB IIOCJIE IpuemMa J03bl (YTO HPUMEPHO COOTBETCTBYET MAKCHMAaJbHOM M MHHHMMAJIBHOU
KOHIICHTpAllUsSIM B MHTEpBajie no3upoBaHust) coctaBuiio 47 (13-123) mkr/n u 9,2 (4,4-18) mxr/m,

COOTBCTCTBCHHO.

6. PAPMAIIEBTUUECKHUE CBOVMCTBA

6.1. IlepeueHb BcoMoOraTeIbHbIX BelleCTB

Slnpo TabieTkn

JIakT03BI MOHOTHAPAT

[ennmono3a MUKPOKpUCTAIITNYECKAsT
Kpockapmennosa Hatpust
['unpomennosa

Maruus creapar

Harpus naypuncynsdar

[Inenounas 00o104Ka

I'unpomenosa 60,00 %
Makporon 20,00 %
Turtana muokcua E171 20,00 %

6.2. HecoBMeCTUMOCTH
He npumenumo.
6.3. Cpok roaHocTHu (CPOK XpaHeHusl)

3 roxa.

H3MenpyeHHBIE TA0JIETKHA

N3menbueHHBIC TAONETKH pUBapokcabaHa CTAaOMJIBHBI B BOJE M B S0JOYHOM TIOPE B TEUYCHHE

4 gyacos.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPH XPAHEHHU U

ITpu Temneparype He Bbie 25 °C.
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6.5. XapakTep U cofep:KaHMe NEePBUYHOI YTAKOBKHU

COOTBETCTBYET ZKCNEPTHOMY OTUETY

ITo 10, 14, 20, 28, 30, 50, 56, 60, 90, 98, 100, 112, 120, 168, 196 Tabnerok B OaHKKH HU3
NONMUATWICHTepe(dTaIaTa, YKYNOPEHHbIE KPBIIIKAMH W3 MOJUATUJICHA HHU3KOTO JaBJICHHUS C
KOJIBLIOM KOHTPOJIS IEPBOTO BCKPBITHS.

[To 1 6aHKe BMecTe ¢ JIMCTKOM-BKIIABIIIEM IMOMEMIAIOT B MAYKY U3 KapTOHA.

ITo 5, 7, 10, 12, 14, 15 unu 30 TaGneTOK B KOHTYPHYIO SYCHKOBYIO YIMAKOBKY W3 IICHKH
MOJTMBUHHWIXJIOPUIHON U (DOJIBIH aTFOMHUHHUEBOM M1€4aTHON JIAKUPOBAHHOM.

ITo 1, 2, 3, 6, 10 KOHTYPHBIX SIMEUKOBBIX YITAKOBOK 110 5 TabmeTok, mmuno 1,2, 3,4,5,6,7,8,9, 10
KOHTYPHBIX SYCHKOBBIX YIAKOBOK 1Mo 7 Tabmerok, wim mo 1, 2, 3,4, 5, 6, 7, 8, 9, 10, 12, 14
KOHTYPHBIX SYCHKOBBIX yMakoBOK 1Mo 10 wim 14 TaGneTok, Wi MO 5 KOHTYPHBIX SUYEHKOBBIX
ymakoBok 1o 12 tabnerok, wiu o 1, 2, 3, 4, 6, 7, 10, 12, 14 KOHTYpHBIX SYCHKOBBIX YIIAKOBOK IO
15 Tabnerok, wim 1o 1, 2, 3 KOHTypHBIEC sTYeHKOBBIC yrakoBKu 10 30 TabIETOK BMECTE C JIMCTKOM-
BKJIQJIBIIIIEM TIOMEILAIOT B TAYKY U3 KapTOHA.

He Bce pa3mepsl ynakoBOK MOTYT OBITh JOCTYIIHBI JISl pealn3aluu.

6.6. Oco0ble MepbI MPETOCTOPOKHOCTH NMPH YTHIM3AIUH MCIOJIb30BAHHOIO JeKAPCTBEHHOI 0
npenapara WiM OTX0A0B, NMOJYYEHHBIX IOCJe NMPUMEHEHHs JeKAPCTBEHHOI0 Ipenapara, u
Apyrue MAHUMYJISAIUHU ¢ TPenapaTomM

H3sMmenpuyeHne TabIE€TOK

TabneTku puBapokcabaHa MOTYT OBITh H3MENbUEHBI, CYCTICHAUPOBAaHBI B 50 MJI BOJBI M BBEACHBI
yepe3 Ha30TracTPalbHBIM WM SKETyJOUYHBIM 30HA TOCTE MOATBEP)KICHUS IOJOXKEHUS 30HIa B
xenynake. Ilocme 3Toro HEoOXOAMMO MPOMBITH 30HI BOAOW. B cBsizm ¢ Tem, uro abcopOuus
puBapokcabaHa 3aBHUCHUT OT MeCTa BBICBOOOXKIICHUS JCHCTBYIOIIETO BEIIECTBA, HEOOXOIMMO
n3beratb BBEJCHHUS pHUBApOKCabaHa IUCTANbHEE J>KENyJKa, B MPOTHBHOM CIy4ae ATO MOXKET
MPUBECTH K CHIKEHUIO aOCOpOIMH U, CIENOBATENbHO, K CHIKEHUIO SKCIIO3UIIUU JIEHCTBYIOIIETO
BemecTBa. [locie BBeneHus TabneTku 2,5 Mr He TpeOyeTcss He3aMeUINTENIbHBIA MpHeM
SHTEPAIbHOTO MUTAHUS.

Becw ocTaBImmiics JIEKapCTBEHHBIN MpenapaT U OTXOABI CIIEAYET YHUUTOXKUTh B YCTAHOBIEHHOM
MOPSAKE.

7. IEP)KATEJIb PETUCTPAIITMOHHOI'O YIOCTOBEPEHMUSA

Poccuiickas @enepanus

00O «OnkorapreT»

109316, r. MockBa, BH.TE€p.T. MyHUIIUNIAIBHBIN OKpYT [ledaTHuku, Bonrorpaackuii npocnexT, 1.42,
Kopr. 24, atax 2, kom. 193.

Ten.: +7 (495) 233 01 38

e-mail: info@oncotarget.pro

7.1. llpeacraBuTeNb AEprKATE/ISI PETHCTPALMOHHOIO Y10CTOBEPEHUS

[IpereH3uu norpeduTeseil HanpPaBJIATh 10 AIPECY:

Poccuiickas @enepanus

00O «OnkorapreT»

Opunnueckuit agpec: 109316, r. MockBa, BH.Tep.I. MyHUIIMNAIbHBIN OKpyT [leyaTHuKH,
Bonrorpanckuii npocnekr, 1.42, kopi. 24, atax 2, koM. 193.

Ten.: +7 (495) 233 01 38
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e-mail: info@oncotarget.pro (NOCNEOCQBATENBHOCTL 0002)

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITIPEITAPATA

JlexapcTBeHHBIH MpenapaT OTHOCUTCS K KaTerOpHH OTIYCKa MO pelenTy.

OOmrast XxapakTepHCTHKa JICKApCTBEHHOTO Tpenapara PuBapokcabaH JOCTyITHA B €IHHOM peecTpe
3apErHCTPUPOBAHHBIX JIGKAPCTBEHHBIX CPEACTB EBpa3miickoro SKOHOMHYECKOTO COK03a M Ha
ouIaILHOM caire YIOJTHOMOYEHHOTO opraHa (3KCcmiepTHOM OpTaHU3AIIHH )
https://Ik.regmed.ru/Reqgister/EAEU_SmPC
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