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OBILASI XAPAKTEPUCTHUKA JEKAPCTBEHHOFO TIPEITAPATA 7010

1. HAMUMEHOBAHUE JTEKAPCTBEHHOI'O IIPEITAPATA
PUBAPOKCABAH BEJI®APM, 2,5 mr, TaGIETKH, TOKPHITHIE TIICHOYHOH 000JIOYKOH.

2. KAYECTBEHHBIA 1 KOJTMYECTBEHHBI COCTAB

JleiicTByroliee BeecTBO: puBapoKcadaH.

Kaxxnas TabneTka, HOKphITas IIIEHOYHOW 000JI0YKOM, COACPKUT 2,5 MI puBapoKkcadaHa.
BcrnomorarenbHble BelecTBa, HaJU4YKME KOTOPBIX HA0 YYUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O
npemnapara: Jakros3a (cM. paszaen 4.4).

[TonHbIif mepedeHs BCIIOMOTATENbHBIX BEIIECTB MPUBEACH B pazjene 6.1.

3. JEKAPCTBEHHAS ®OPMA
TalneTku, MOKPHITHIE TNICHOYHO 000JIO0UKOH.

Kpyriibie 1BOSIKOBBITYKIIBIE TAOIETKH, TOKPHITHIE IJICHOYHOM 000J104K0ii Oes1oro 1Bera.

4. KIMHUYECKHUE JAHHBIE

4.1. IToka3aHus1 K NPUMEHEHHUIO

[Ipenapatr PUBAPOKCABAH BEJI®APM noka3aH kK IpUMEHEHHIO Y B3POCIBIX B BO3pacTe OT
18 ner.

- [Ipodunaktrka cMepTH BCIEICTBUE CEPACUHO-COCYIUCTHIX IPUYMH, HH(AapKTa MUOKapAa
1 TpoMOO3a CTEHTA y MaIMEHTOB Tocie ocTporo kopoHapHoro cuuapoma (OKC), mporekasiiero
C TIOBBIIICHHEM KapAHOCTICIU(PUUECCKUX OHUOMApKEpPOB, B KOMOMHUPOBAHHOW Tepamuu ¢
AUECTWICAUIMIUIOBOM KHCIOTOM WIM C aUEeTWICAUIUIUIOBON KHUCIOTOM W THUEHONMUPUIUHAMU
KJIIOTTHIOTPEJIOM HITA THKJIOMHIITHOM.

- [Ipodunaktuka uHCYNbTa, MHPAPKTa MHOKApAa M CMEPTU BCIEACTBHE CEpICHHO-
COCYIUCTBIX TPHYUH, a TaKXke MNPO(UIAKTHKA OCTPOH HIIEMUH KOHEYHOCTeW U oOien
CMEPTHOCTH y TAIMEHTOB ¢ wuIeMu4eckoil Oone3nwsto cepana (MbC) wmmm 3aboneBaHuemM
nepudepudeckux aprepuii (3[IA) B KOMOMHMpPOBAHHOW TEpanmuu C alETUIICATHITUIOBON
KUCJIOTOM.

4.2. PexxuMm 103MpOBaHNs U C1IOCO0 MPUMEHEeHUs!

PexxuMm no3upoBanus

Pexomennyemas no3za npernapata PUBAPOKCABAH BEJI®APM 2,5 mr (1 tabnetka) 2 pa3a B

CYTKHU.

Ocmpuuii koponapuwiii cunopom (OKC)
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[Taniuentam, mpuHUMAarOmUM 10 1 TabneTke mpgnapara '%&AME& W&Fﬂ;f B:]S MT

IIBa pa3a B JIeHb, TAKXKe HEOOXOJMMO MPUHUMATH CYTOUYHYIO 03y alleTHICATUIIMIOBON KUCIOTHI
75-100 Mr WM CYTOUHYIO 03y aleTWICAIULMIOBOM KuciaoThl 75-100 Mr B codeTraHuu ¢
CYTOYHOM 10301 KJIONUa0Tpesna 75 MI WM CTaHAAPTHON CYyTOYHOM 10301 THUKJIOMUIUHA.
[TpoBoaMMOE JleueHNE TOJKHO PEryJIsIPHO OLIEHUBATHCSA C TOYKU 3peHusi coOmoaeHus OanaHca
MEXIYy PHCKOM pPa3BUTHUS HIIEMHUYECKHX COOBITUH W PUCKOM KpOBOTeueHHs. Pernenwme o
MPOJUICHUY JICUYEHUS CBBIIIE 12 MecsleB JOHKHO OBITh MPUHSATO WHIUBUAYAIBHO JJIS KaXKIOTO
MAlMEHTA, TOCKOJIbKY OIBIT IPUMEHEHUS Tpenapara BIUIOTh A0 24 MECSIEB OTPaHUYEH.
Jleuenue npenapatom PUBAPOKCABAH BEJI®APM crneayer HauMHATh Kak MOKHO paHbIIE
nociae crabunuzanuu  manumeHTa B xozae  Tekymero OKC  (Bkirouas  mporenyphl
pEBACKYIISIpU3aLHN).
Jleuenue npenaparom PUBAPOKCABAH BEJI®APM crnenyer HaunHath MUHUMYM uepe3 24
yaca nocie rocnutanu3anuu. I[Ipuem npenapara PUBAPOKCABAH BEJI®APM cnenyer
HAYMHATH TOTJA, KOT/Ia MApeHTEPaTbHOE BBEICHNE aHTHKOATYISTHTOB OOBIYHO MPEKPAIACTCSI.
Hwemuueckas 6one3nv cepoya (MBC) unu 3abonesanue nepugepuuecxkux apmeputi (3114)
[Tantuentam, mpuauMatomuMm 1o 1 tabnerke npenapara PUBAPOKCABAH BEJI®APM 2,5 mr
JIBa pa3a B JIeHb, TaKXKe HEOOXOJUMO MPUHUMATh CYTOYHYIO 03y alleTHICATUIIOBON KUCIOTHI
75—-100 mr.
[Tanpentam 1OC/IE YCHEIIHOM IPOLEAYPbl PEBAaCKYJSIPpU3ALMU  HUDKHUX KOHEYHOCTEH
(XUpypruyeckoil WM OHHAOBACKYISIPHOM, BKJIIOYass TUOpUIHBIE TNPOIEAYpbI) BCJIEICTBUE
cumntoMHoro 3I1A crnenyeT HaUMHATB JIEYEHUE TOJIBKO MOCIE JOCTUKEHUS TEMOCTAa3a.
JIMUTEeNbHOCTh JIEYEHUsI JOJDKHA ONPEAENATbCS WHAUBUAYAIbHO JUIsl KaXKJIOr0 MalMeHTa Ha
OCHOBaHUH PETYJSIPHBIX OlleHOK. HeoO0X0MMO B3BEIIMBATH PUCK BOSHUKHOBEHHS TPOMOMYECKHIX
COOBITHIA 1O CPAaBHEHUIO C PUCKOM KPOBOTEUEHHS.
Ocmpwiii koponapHwiti cunopom (OKC), uwemuueckas 6onesnsb cepoya (MBC) unu 3abonesanue
nepugepuuecxux apmeputi (3114)
Y manueHToB ¢ OCTPBIM TPOMOOTHYECKUM COOBITHEM MITH BMEIIATEILCTBOM Ha COCYIaX, KOTOPBIM
TpeOyeTrcs JABOWHAas AaHTUTPOMOOLMTApHAs Tepamus, CIeAyeT OLEHUTh Heo0XOIUMOCTh
npoaopkenus: npueMa npenapara PUBAPOKCABAH BEJI®APM 2,5 mr nBa pa3a B JIeHb B
3aBUCHUMOCTH OT THUIA TPOMOOTHYECKOTO COOBITHSI WJIM BMEIIATEIhCTBA, a TAKXKE CXEMbI
aHTUTpOMOOIIMTapHOH Tepanuu. besonacHocTs U a3 dexTuBHOCTH Npenapata PUBAPOKCABAH
BEJI®APM 2,5 mr npu iprieme J1Ba pasa B ICHb B KOMOWHAIIUHU C JBOMHOW aHTUTPOMOOITUTAPHOM
Tepanuen ObLIN U3y4YEeHBI y MAllUEHTOB:

— wHemaBHo mnepeHecmux OKC, B koMOMHaNMM ¢ aleTHICAIHIUIOBONW KHUCIOTOW |

KJIOMUOTPEJIeM/ TUKJIOMUAUHOM (cM. pazaen 4.1.), u
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o (NOCHNENOBATENBHOCTE 0010) ..
— TIOCIe HEIaBHO IMEPEHECCHHOH MpoLelyphl PEBACKYIIs PR EHRHRC TR A0 oy

BCieACTBHE cuMITOMHOrO 31TA, B KOMOMHAIINM C alleTUIICATHUIIMIOBON KUCIOTOM U, €CIIN

IPUMEHUMO, KPAaTKOCPOUYHBIM IPUMEHEHUEM Kilonuorpena (cM. paszaen 4.4.).
Iponywennas 0o3a
Ecnu no3a mpomyieHa, manueHT J0JKeH MPOAOJDKUTEH MPUEM Mpernapara B OOBIYHON J103€, TO
€CTh B CIIEAYIOLIUH 3allJIJaHMPOBaHHBINA B COOTBETCTBUH C peKoMeHanusaMu npuem. He cnegyer
MPUHUMATh JBOMHYIO 03y JUIsl KOMIIEHCALUU MTPOMYIIEHHOM J103bI.
Ilepexoo ¢ anmaeconucmos sumamuna K (ABK) na npenapam PUBAPOKCABAH BEJI®APM
ITpu nepexone nauuentoB ¢ ABK na npenapatr PUBAPOKCABAH BEJI®APM 3nauennss MHO
Oynyt ommnOo4HO 3aBbIIeHHBIMU Tocie mpuema mpernapata PUBAPOKCABAH BEJIOAPM.
MHO He nDoaxoauT [uisl ONpEAENeHUs AaHTUKOAryJIsSHTHOW AaKTUBHOCTH IIpernapara
PUBAPOKCABAH BEJI®APM u no3romMy He JODKHO MCIOJB30BAaThCS C ATOM LENbIO (CM.
pazmen 4.5.).
Ilepexoo ¢ npenapama PUBAPOKCABAH BEJI®APM na anmazonucmol sumamuna K (ABK)
Cy1iecTByeT BEpOATHOCTh BO3HUKHOBEHHUS HEJOCTATOUYHOTO aHTHUKOAryIssHTHOTO 3¢ dekra npu
nepexone c¢ tepanuu npenapatom PUBAPOKCABAH BEJI®APM na ABK. Heo6xomumo
o0ecreunTh HeMpephIBHBINA JOCTATOYHBIA aHTHKOATYISHTHBIA () (EeKT BO Bpems mepexoia Ha
aJbTePHATUBHBIA aHTUKOAryJasaHT. Crenyer oTtMmeruth, uto npemnapatr PUBAPOKCABAH
BEJI®APM moxet ciocodcTBoBaTh noBeimenuo MHO.
[Taunentam, nepexomsamum c npenapata PUBAPOKCABAH BEJI®APM na ABK, cinegyer
onHoBpeMeHHO ABK, noka MHO ne nocturaer >2,0. B reueHue nepBbIx AByX JHEN IEPEXOJHOTO
neproja J0JKHA MPUMEHSAThCS CTaHIapTHas HadaiibHas q03a ABK ¢ nocnenytromeit no3oit ABK,
omnpezaensieMor B 3aBucuMocTH OT BennunHbl MHO. Bo Bpemsi 0IHOBpEeMEHHOTIO MPUMEHEHUS
npenapata PUBAPOKCABAH BEJI®APM u ABK MHO nomxHO onpenensTbest He paHee, ueM
yepe3 24 yaca nocie npekpauienus npumeHenus npenapara PUBAPOKCABAH BEJI®APM
sHauenne MHO MoxeT OBITh TOCTOBEPHO OIPEACIICHO HE paHee, YeM uepe3 24 yaca mociie npuemMa
nocJIeTHeH 0361 (cM. pasaensl 4.5. u 5.2.).
Ilepexoo ¢ napenmepanvrvix anmukoazyraumos na npenapam PUBAPOKCABAH BEJIPAPM
VY nanueHToB, MoiIy4yarolux MapeHTepaibHble aHTUKOATYJISHTBI, CIe1YyeT MPEKPATUTh BBEICHHE
MapEeHTEPAIbHOTO aHTUKOAryJissHTa U HauuHath npuMeHeHue npenapata PUBAPOKCABAH
BEJI®APM 3a 0-2 yaca 10 BpeMEHHM CIEAYIOLIETO IIAHOBOTIO MApEHTEPAIbHOTO BBEICHUS
npernapara (HampuMep, HU3KOMOJICKYJISIPHOTO TeMaphHa) WIM B MOMEHT MpEeKpamleHus
HENPEPHIBHOTO MApEHTEPAIILHOTO BBEICHUS Tpernapara (HampuMep, BHYTPHUBEHHOTO BBEIICHUS
He(DpaKIIMOHUPOBAHHOTO TETIAPUHA).

Ilepexoo ¢ npenapama PUBAPOKCABAH BEJI®APM na napenmepanvHvle AHMUKOA2YSAHMbL
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CrnenyeT BBECTH MEPBYIO 103y MapEHTEPATHLHOTA aHTHKOQI;%;H—JIE‘;Q&%’p—rell:v&%';u%wi}a%'Lmo

IpUHUMATH cienyromyto no3y npenapata PUBAPOKCABAH BEJI®APM.

Oco0ble rpyInel NAKUEHTOB

Tlayuenmul ¢ Hapywenuem ynKyuu novex
Hmeronyecs: orpaHMueHHbIE KIMHUYECKUE TaHHBIE IEMOHCTPUPYIOT 3HAUUTEIHLHOE MOBHIIICHNE
KOHIIGHTpaluil puBapokcabaHa B IJIa3Me€ Y MAaLMEHTOB C TSKEJIOW CTENEHBI0 HapyLICHHS
¢yHKUIMYU 1oYeK (KJIMpeHc KpeatnuHuHa 15-29 mu/mMun). BeneactBue 3Toro ajst 3TOM Kateropuu
nanueHToB npenapat PUBAPOKCABAH BEJI®APM crnenyer npuMEHSTh C OCTOPOKHOCTBIO.
[TpumeHeHue npenapaTa He PEKOMEHIyeTCs y MAallMeHTOB C KIMPEHCOM KpeaTHHUHA <15 mi/MuH
(cM. pazmensr 4.4. u 5.2.).
VY manueHToB ¢ HapylIeHueM (PYHKIIMH MTOoYeK JIerko (knupeHce kpearnHuHa 50—-80 mu/MuH) uiam
cpenneit (knmpenc kpeatuanHa 30—49 M/MUH) CTETICHU TSHKECTH HE TPEOYyeTCs KOPPEKITUU 03B
(cm. paszmen 5.2.).
THayuenmoi ¢ HapywieHuem QYHKYuU neveHu
[Ipenapar PUBAPOKCABAH BEJI®APM mnpoTHBONOKa3aH MalUeHTaM C 3a00JIeBaHUSAMU
MEYCHHU, COMPOBOXKIAIOUIMMUCS  KOaryjlomaTHeil W  pHUCKOM  KIMHUYECKH 3HAYMMOIO
KPOBOTEYEHHMsI, B TOM YHCJE MalueHTaM ¢ HUppo3oM mneueHu kinacca B u C nmo kinaccudukanuu
Yaiing-IIsto (cM. pasnens 4.3. 1 5.2.).
Tlayuenmui nodcunozo eospacma
Koppexknuu 10361 He Tpedyerces (cM. pazaensl 4.4. u 5.2.). PUCK KpOBOTEUCHUS YBETMYHBACTCS C
MOBBIIICHHEM Bo3pacTta (cM. pazaen 4.4.).
Lon
Koppekuuu no3st He TpeOyercs (cM. pasaen 5.2.).
Macca mena
Koppeknuu no3e1 HE TpedyeTcs (cM. pasaensl 4.4. u 5.2.).

eTH
Bezonacnocts n adpdexruBaocts npenapata PUBAPOKCABAH BEJI®APM, tabnerku 2,5 Mr'y
nereit B Bo3pacte ot 0 1o 18 et He ycraHOBJEHBI. JlaHHBIE OTCYTCTBYIOT.
B cBs3u ¢ atum, npenapatr PUBAPOKCABAH BEJI®APM Tabnetku 2,5 Mr He peKOMEHTYEeTCs
K IPUMEHEHUIO Y JIeTel B Bo3pacTte A0 18 ser.

Cooco0 nnpuMeHeHus

BnyTtps.

[Ipenapar cnegyer NpUHUMATHh HE3aBUCHMO OT MpueMa Uiy (cM. pazaensl 4.5. u 5.2.).
Hzmenvuenue mabnemox

Ecnu manumeHT He cmocoOeH MpOrjoTUTh TaOJNeTKy I[EeTUKoM, TabJjeTka mpemnapara
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PUBAPOKCABAH BEJI®APM MoKeT GbITh H3Me/IbubHi i Ceiara’ ¢ Bogot 1o s 610atbim

MIOpE, HEMTOCPEACTBEHHO NIEPE]] IPUEMOM BHYTPb (CM. pazzensl 5.2 u 6.6).

N3menbueHHas TabeTKa MOXKET OBITH BBEJICHA YePEe3 KEIYyAOUHBIN 30H (CM. pa3aenst 5.2. u 6.6).
4.3 IIpoTuBONOKA3aAHUA

- ['unepuyyBCTBUTENBHOCT, K pHUBApOKcabaHy WM K JI0OOMY M3 BCIIOMOTaTENbHbBIX
BEILIECTB, IEPEUUCIICHHBIX B pazjeine 6.1.

— KnuHandeckn 3HaYMMbIe aKTUBHBIC KPOBOTCUCHHSL.

- [loBpexxaeHne WM COCTOSHHUE, CBS3aHHOE C TOBBIIIEHHBIM PHUCKOM OOJIBIIOTO
KpoBoTedueHus. Hanpumep, uMmeromascs Ui HeJaBHO TIepeHeceHHas KellyJ0YHO-KUIIIeuHas sI3Ba,
HaJIMYue 3JI0KAaYECTBEHHBIX HOBOOOPA30BaHMI C BBICOKUM PHUCKOM KPOBOTEUEHHS, HEIaBHUE
TpaBMbI TOJIOBHOTO HJIM CIUHHOTO MO3Ta, HEJAaBHIE OTNIEPATUBHBIC BMEIIATEIILCTBA HA TOJIOBHOM,
CIIMHHOM MO3T€ WJIM TJIa3aX, HeJaBHEe BHYTPUUEPEITHOE KPOBOUBIHUSHUE, JUATHOCTHPOBAHHOE
WIM TpelnojiaraeMoe BapuUKO3HOE pacHIMpeHue BEeH MHUIIeBOJA, apTepUOBEHO3HbBIC
Manb(QopMaIi, aHEeBPU3MbI COCYJOB WM CEPhE3HbIE IMATOJIOTMU COCYIOB TOJOBHOTO WU
CIIMHHOTO MO3Ta.

- ConyrcTByromasi Tepanus KaKUMU-THOO APYTMMU aHTUKOAryJISIHTAMH, HAlpuMep,
HEe(PAKIIMOHUPOBAHHBIM TEMAPUHOM, HHU3KOMOJIEKYJISIPHBIMH —TenapuHaMu  (9HOKCAIapHH,
JanTemapuH M Jp.), NPOM3BOJHBIMU TenapuHa ((GOHIAMapuHYKC U JAp.), NEpOpaTbHBIMH
aHTUKOAryJIssHTaMH (BapgapuH, maduraTpaHa STEKCHIIAT, alMKca0aH W Jp.), KpOME CIIydaceB
mepexoja ¢ WIM Ha puBapokcabaH (cMm. pazgen 4.2.) WIM TPH  NPUMCHCHHH
HEe(PAKIMOHUPOBAHHOTO  TeMapWHa B /033X, HEOOXOMUMBIX Ui oOecrleueHus
(GYHKIMOHUPOBAHUS LIEHTPATHHOTO BEHO3HOTO WIIM apTEpUAIBbHOTO Karerepa (cM. pa3zaen 4.5.).
- Jleuenne OKC npu moMoniu aHTHArperaHToB y MAllMEHTOB, MEPEHECIINX UHCYJIbT WJIU
TPAH3UTOPHYIO UIIEMUYECKYIO aTaky (cM. pazaen 4.4.).

— [IpumeHeHne B COYETaHUHU C AUETHJICAIMIIMIOBON KHUCIOTOM y marueHtoB ¢ MBbC umm
3I1A, paHee mepeHEeCHInX TeMOPPAruvyeCKUid WU JIAKYHapHBI HHCYJIBT, a TAaKK€ B TEUCHHUE
MEePBOTO MecsIIa Mmocie J100ro nHCyNbTa (cM. pasaen 4.4.).

- 3abosieBaHUs TIEYCHU, MPOTEKAIONIHE C KOATyJIOMaTHEN i PUCKOM KIIMHUYECKH 3HAYUMOTO
KpOBOTEUCHHMS, BKJIIOUas 1uppo3 neueHu kiacca B u C mo knmaccudukanuu Yaitna-ITeo (cm.
paszzmen 5.2.).

- bepemeHHOCTB U TIEpHOA IPyIHOTO BCKapMIIMBaHUs (CM. paznen 4.6.).

4.4. OcoOble ykazaHHusl M Mepbl NPeI0CTOPOKHOCTH NPH NPUMEHEHUH

VY namuentoB nocne OKC s¢dextuBHocTs U Oe3onacHocts mnpenapata PUBAPOKCABAH
BEJI®APM nBa pa3a B feHb ObUTH W3Y4YeHBI B KOMOMHAIIMM B aHTHATPEHTAaTHBIMH CPEACTBAMU

alleTUICATUIINIIOBOU KHUCIIOTOHU WA C aAlETUICATUIINIIOBOM KHUCIIOTOH Hu
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(NOCNEOCBATENEHOCTE 0010)

KJIOMTUOTPEIIOM/ TUKJIOTTATUHOM.

COOTBETCTBYET 2KCNEPTHOMY OTYETY

VY mauueHToB ¢ BBICOKMM pHcKoM Hmemuueckux coObituii ¢ UBC nmm 3ITA >¢dexTuBHOCT U
0e301acHOCTh pHBapokcabaHa 2,5 MI JABa pa3a B J€Hb OBbUIM H3Yy4eHbl B KOMOHMHALUMHU C
AleTUWICATUIIMIIOBOU KUCIOTOM.

Y nauuMeHTOB IMOCI€ HEAABHO IEPEHECEHHOW NpOLENypbl pPEBACKYISAPU3ALUM HUKHUX
KOHeuHocTel BeaenctBue cumntoMHoro 3I1A sddexruBHOCT, M OGe30macHOCTh pUBapoKcabaHa
2,5 Mr aBa paza B JIeHb OBbUIM M3y4eHbl B KOMOWHAIIMM C aHTHArpEraTHBIM CpEICTBOM
AlETHWJICATUIIUIIOBOM KUCIOTOM WM C alleTUIICATUIIAIIOBOM KUCITOTOM U KPAaTKOCPOUHOM Tepanuei
kiaonuaorpenoM. Ilpm  HeoOXxoauMocTH, [JBOWHAs  aHTUTpoMOOoLMTapHas  Tepamus ¢
KJIOMUAOTPENIOM JIOJDKHA OBITh KPAaTKOCPOYHOMW; cieqyeT u30erarb UIMTEIbHOW BOWHOM
AHTUTPOMOOIIUTAPHOH Teparuu.

[lpumeHeHHe B KOMOMHUPOBAaHHOM Tepanmuu C JAPYrMMH aHTHArperaHTHbIMU CPEICTBAMU
(HampuMep, mpacyrpesioM Uik THKArpeIopoM) He ObLJI0 U3y4eHO M HE PEeKOMEHI0BaHO.

B Teuenwne Bcero neproia ieueHUs] pEKOMEHAYETCS KITMHUYECKOE Ha0II0/IEHHE B COOTBETCTBHH C
KJINHAYECKOU MTPAKTUKON PUMEHEHUS aHTUKOAT'yJITHTOB.

Puck xpoBOTEeUYEHUSA

Kak u npu npueme Apyrux aHTUKOAryJISIHTOB HEOOXOJUMO THIATEIHO HAONI0ATh MAI[MEHTOB,
npuauMaromux npenapatom PUBAPOKCABAH BEJI®APM, mig BbISBICHHSI INPU3HAKOB
KpoBoTedueHus. IIpemapar pexomeHayeTcss NPUHMMATh C OCTOPOYKHOCTBIO IPH COCTOSIHUSAX C
MOBBIIICHHBIM PUCKOM KpOBOTEYEHUs. B ciydae Tskenoro KpoBOTEUYEHHMS MPHUME Ipenapara
PUBAPOKCABAH BEJI®APM nomxken ObITh IpekpariieH (cM. paszuen 4.9.).

B KIMHMYECKMX HCCIENOBAaHMAX KPOBOTEUEHHUS M3 CIM3UCTBIX 000J04YeK (a2 HMMEHHO:
KpPOBOTEUYEHHE U3 HOCA, AECEH, KEITYA0YHO-KUILIEYHOTO TPAKTa, MOYEII0JIOBOM CUCTEMBI, BKJIIOUas
QHOMAJIbHOE€ BarvMHAJbHOE WM YCUJIECHHOE MEHCTPyaJbHOE KpPOBOTEYEHHE) U aHEeMus
HaOJI0IATMCh Yallle NPy JUIUTETbHOM JICYeHUH pUBApOKCa0aHOM B JOIMOJIHEHHE K MOHOTEpaIruu
WIN JIBOMHOHM aHTUTpOMOOIMTapHOH Tepanuu. TakuM oOpa3oMm, B JONOJHEHUE K HaUIekKaIEMy
KJIMHUYECKOMY HaOJIIOJICHHIO, Ta0OpaTOpHOE HCCIIeI0OBAaHUE TeMOTI00MHA/TeMaTOKPUTA MOXKET
ObITh 3HAYUMBIM JUUISl BBISIBIICHHS CKPBITBIX KPOBOTEUEHUN U KOJIMYECTBEHHOW OIEHKU
KJINHAYECKOW 3HAYMMOCTH SIBHBIX KPOBOTEUYEHHM B CIIy4asiX, KOrga MPUMEHUMO.

Heckonbko noarpynn nanyeHToB, yKa3aHHbIE HU)KE, UMEIOT MOBBIIIEHHbIN PUCK KPOBOTEYEHMUSL.
B cBs3u ¢ atum, npu npumenenun npenapara PUBAPOKCABAHA BEJI®APM B komOuHaIMu
C JIBOMHOM aHTUTPOMOOIIMTAPHON Tepamuel y MalMeHTOB C W3BECTHBIM MOBBIMICHHBIM PUCKOM
KpPOBOTEUYCHHH, NTaHHBIH PHUCK JOHKEH OBITh COOTHECEH C TOJIb30M OT TpeaOoTBpaICHUS
aTepoTpoMOOTHIECKIX cOObITUH. Takxke HEOOXOAMMO TIIATENFHO HAOIIOATh TAKUX MAIlICHTOB

IMMOCJIC HavuaJIa JICUCHUS Ha MPU3HAKU U CUMIITOMBIL OCJIOKHECHUM B BUIC KpOBOTe‘IeHI/Iﬁ U aHEMHUU
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(cm. pazpen 4.8.). IIpu mr000M HEOOBICHUMOM CHI/I}KéII—;Ul'}/II:FE%B'GJ}B%EEB%];@DQIHQI&OFO

JIaBJIeHUS] HEOOXOJMMO MCKATh UCTOYHUK KPOBOTECUCHHUS.

Tepanus puBapokcabaHoM He TpeOyeT pyTHHHOTO MOHUTOPUHTA €0 SKCIO3UIMU. TeM He MeHee,
U3MEpeHNE KOHICHTPAIlMM pHBapokcabaHa C TIOMOINBIO KalnOpOBAaHHOTO TecTa s
KOJIMYECTBEHHOTO OMNpEACICHUS] AaHTH-Xa AaKTHBHOCTH MOXKET OKa3aTbCs IOJIC3HBIM B
UCKJTIOUUTENBHBIX CIIydasx, Korna uHpopMaims o0 3KCIO3UIUN pUBapokcabaHa MOXKET OBITh
UCMOJIb30BaHA TIPU MPUHATUM KIMHUYECKH 3HAYMMBIX pEIIeHUH, Hampumep, B CiIydae
MepPEe03UPOBKHU MIIH SKCTPEHHOTO XUPYPIHUECKOTO BMeIIaTenbCTBa (cM. pazaen 5.1. u 5.2.).

Hapyimieane yHKIIMN HOYEK

Y [anmueHToB € TSKENIOW CTENEHbI0 HapylleHus (QYHKIUM Mo4yeK (KIUPEHC KpeaTHHUHA
<30 MuI/MUH) KOHIIEHTpALUsl puBapokcabaHa B IJIa3Me MOXKET OBITh 3HAYMTEIHHO MOBBIIICHHOM
(B 1,6 paza B cpeiHEM), UYTO MOXKET MPUBECTHU K MOBHIIIICHHOMY PUCKY KpoBoTeueHus. [Ipemapar
PUBAPOKCABAH BEJI®APM nomkeH NPUMEHSTHCS C OCTOPOKHOCTBHIO Yy MAIMEHTOB C
KJIMpeHcoM KpeatuHuHa 15-29 mu/mun. [IpuMeHenue npenapara He peKOMEH]TyeTCsl y TallueHTOB
C KJIIMPEHCOM KpeaTuHuHa <15 mur/mMuH (cM. pa3aenst 4.2. u 5.2.).

[Ipenapatr PUBAPOKCABAH BEJI®APM crnenyet ¢ OCTOPOKHOCTBIO MPUMEHATh y MAllMEHTOB
CO CpemHel CTeNeHbI0 HapylmeHus (QYHKIUU Movek (kiaupeHc kpeatnHuHa 30—49 mu/mun),
NOJYYalOIUX  CONYTCTBYIOUIME IpernapaTbl, KOTOPbIe  YBEIMYMBAIOT  KOHIICHTPALHUIO
puBapokcabaHa B rua3me (cM. pasnen 4.5.).

BzanmoeiicTBHE ¢ IPYTUMH ISKapCTBEHHLIMH IIpenapaTaMu

[Ipumenenue puBapokcabaHa He PEKOMEHAYETCs y MAIlMeHTOB, MOJYYaloIIUX COMYTCTBYIOIIEE
CHCTEMHOE JICYCHHE a30JI0BBIMH MPOTHBOTPUOKOBBIMHU TpenapaTaMu (Harmpumep, KeTOKOHA301,
UTPAaKOHA30J, BOPUKOHA30JI M T03aKOoHa305) win uHruOuTopamu BUU-mporeas (mampumep,
PUTOHABUPOM). OTH TpemnapaThl SBIAIOTCS MoOIHbIMA uHTHOUTOpamu CYP3A4 u P-
rdkonporenHa. Takum oOpa3oMm, 3T mpemapaTbl MOTYT MOBBIIATH KOHIEHTPALUIO
puBapokcabaHa B I1a3Me 10 KIMHUYECKU 3HAYMMBIX 3HaueHUH (B 2,6 pa3a B CpeHEM ), UTO MOKET
IPUBECTHU K MTOBBIILIEHHOMY PUCKY KPOBOTEUEHUH (cM. pa3zaen 4.5.).

Cnenyet co0ionaTh OCTOPOKHOCTh, €CIIU MAaIlMeHT OJHOBPEMEHHO MOJYy4aeT JIeKapCTBEHHbBIE
npenaparsl, BIMSIOIIME Ha TIEMOCTa3, TAKWE KaK HECTEPOUJHBIE MPOTHBOBOCHAIUTEIbHBIC
npenapatsl (HIIBII), aneTmicanuuuioByto KUCIOTY U MHTUOUTOPBI arperaiuy TPOMOOIIUTOB WU
CEeNIEKTUBHBIE HMHTHOUTOpBHl oOpaTHOro 3axpara cepoToHuHa (CHO3C) u cenekTuBHBIC
WHTHOUTOPHI OoOpaTHOro 3axBaTa ceporoHmHa W HopanuHeppuna (CHMO3CH). IManmuentam c
PHUCKOM 513B000pa30BaHUs B JKEIYJOYHO-KUIIIEYHOM TPAKTE MOXKET OBITh HA3HAYEHO
COOTBETCTBYIOIIIEE MpodUIaKTHIeCcKoe JeueHue (cM. pazaen 4.5.).

Ecnu nanuents! nonyyatot npenapar PUBAPOKCABAH BEJI®APM u antuTpoMOOUUTapHBIE
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npernapaThl, UCIOIB30BATh COMYTCTBYIOIIYIO Iepanmo':lﬂfﬁ%ﬁﬁ&%&&&?@&ﬂ%& Lo idhza

MEPCBCUINBACT PUCK KPOBOTCUCHUS.

Jlpyrue GakTopbl pUCKA KPOBOTEYECHUN

PuapoxkcabaH, Kak 1 Apyrue aHTUTPOMOOTUYECKHE CPEICTBA, HE PEKOMEHIYeTCsl K IPUMEHEHUIO

nmanueHTaM, HMCIOIIUM MTOBBIIIICHHBIN PHUCK KpOBOTC‘IGHHfI, B TOM YHCIJIC:

o BPOXKJICHHAs! UJIM TPHUOOPETEHHAs! CKIIOHHOCTh K KPOBOTCUCHHSIM;
o HEKOHTpPOJIMpYyeMas TskKellas apTepruallbHas TUIIEPTEH3HSL:
o Apyrue 3a0o0jieBaHMs JKENIyIOYHO-KUIIEYHOIO TpakTa 0e3 aKTUBHOIO W3bA3BICHMS,

KOTOpBIE MOTEHLHAIBHO MOTYT MPHUBECTH K OCJIOXHEHUSIM B BHUJE KPOBOTEUEHUH (Hampumep,
BOCHAJIMTENIPHOE  3a00JIeBaHUE  KHUIIEYHHMKA, 930(arut, TracTpuT ractpodsodareanpHas
pedokcHas 60J1e3Hb);

. COCYIUCTasi pETUHOMATHS;

. OpOHXO03KTa3bl UJTU JIETOYHOE KPOBOTECUCHHE B aHAMHE3E.

Hcnons3oBatk ¢ octopoxxkHocThio y nanuentoB ¢ OKC u UBC/3I1A:

. BO3pacT =75 JeT, eclii NPUHUMAETCA BMECTE C ALETUIICATULUMIOBONM KHUCIOTOM WMIIA C
AETUJICATUIIMIIOBOM KHCIOTOH M KJIOMUIOTPETIOM/THKJIONUAMHOM. HeoO0Xoaumo perynspHO
WHJUBUIyaJIbHO OIIEHUBATH COOTHOILIEHUE MOJIb3bl U PUCKA OT JICUCHHUS;

. HU3Kasg Macca Tena (<60 Kr), eclii MPUHUMAETCS BMECTE C alleTHIICATUITAIIOBOM KUCIOTOM
WIH C alleTHIICATHIIMIOBON KHCIOTON M KIIOMHIOTPEIOM/TUKIIOIHINHOM;

° nanueHTsl ¢ MbC u Tskenoil CMMITOMHOM CEpIeYHOM HEOCTAaTOYHOCTHIO0. MccnenoBanus
MOKAa3bIBAIOT, YTO TaKWE€ TMAlMEeHThl MOTYT TOJYYUTh MEHbIIE TMOJb3bl OT JIeUEHUs
pYBapoKcabaHOM.

IlanueHTsl ¢ paKoM

[TaneHTHl CcO 370KAaYeCTBEHHBIM 3a00JIEBaHMEM MOTYT OJHOBPEMEHHO MoJBepraTbcs Ooliee
BBICOKOMY PUCKY M KPOBOTEUEHHUsI, U TpoMOo3a. UHauBHyanbHas M0Ib3a aHTUTPOMOOTHYECKOM
Tepanuu J0JKHA ObITh COMOCTaBJIEHA C PUCKOM KPOBOTEUEHHMSI y MAllMEHTOB C aKTUBHBIM PaKOM
B 3aBHCHUMOCTH OT JIOKQJIU3AIMH OITYXOJIH, TPOTUBOOITYXOJICBOM TepaNuu U CTAANH 3a00JIeBaHU.
Onyxonu, pacrhojioKEHHbIE B KEJIYJOUHO-KUIIEYHOM WM  MOYEIMOJIOBOM  TPAaKTe,
ACCOLIMHPOBAIIUCH C TIOBBIIIEHHBIM PUCKOM KPOBOTEUYEHHSI BO BpeMs Tepanuy pUBapoOKcadaHOM.
[Ipumenenue puBapokcabaHa y TAalIEHTOB CO 3JI0KAYECTBEHHBIMH HOBOOOpa30BaHUSIMU U
BBICOKMM PHUCKOM KPOBOTEUEHUSI MPOTUBOMOKa3aHo (cM. pazzaen 4.3.).

ITarmeHTHl ¢ NICKYCCTBEHHBIMM KJIAITaHAMM cepia

PuBapokcabaH He celyeT IPUMEHSTh JUIsl IPOPHIAKTHKH TPOMOO30B y MALIUEHTOB, IEPEHECIINX
HEJIaBHIOIO TpaHCKaTeTepHYI0 3aMmeHy aopTtanmbHoro kimamaHa (TAVR). beszomacHocts u

3¢ (peKTUBHOCTh MpPUMEHEHUsl pruBapokcabaHa He HM3Y4allUCh y MAIlMEHTOB C WCKYCCTBEHHBIMU

8
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puBapokcabaHa o0ecreyrBaeT JOCTaTOYHBIH aHTUKOATYISIHTHBIA 3QQEKT y JaHHOW MOMyISAIHH
nanueHToB. Jleuenne Ttakux mnauueHtoB npenapatoM PUAPOKCABAH BEJI®APM He
PEKOMEHYeTCs.

[NarmenTsl ¢ aHTUGOCHOTUIUIHLIM CHHIPOMOM

[IpumeHeHne mepopanbHBIX AaHTHKOATYISHTOB MPSMOTO JCHCTBHS, BKIIOYasi pUBapoKcabaH, HE
PEKOMEHIyeTCsl y TAIMEHTOB, UMEIOIINX TPOMOO3bl B aHAMHE3e, Y KOTOPhIX JMAarHOCTHPOBAH
antudochomunuaHelii cHHAPOM. B YacTHOCTH, y MAaIMEHTOB C TPOWHBIM TO3UTHBHBIM
anTuocHomUMUIHEIM CHUHIPOMOM (HAJIMYME BOJIYAHOYHOTO AHTHKOATYJISHTA, AaHTHTEN K
KapAHOJIWIIMHY ¥ aHTUTeN K Oera-2-rmukomnpoTenHy [) Tepamus mepopaabHBIMU
AHTUKOAryJIIHTaMU NPSMOI0 JAEHUCTBUS MOKET COINPOBOXKAATHCA IOBBIIIEHHOW YacTOTOMU
pelUINBOB TPOMOOTHYECKUX COOBITUI B CpPaBHEHWHU C Tepamueld aHTaroHucramu BuTtamuHa K
(ABK).

IManmenTs! ¢ nacynsToM H/m TUA B aHaMHE3€E

Tayuenumwvr ¢ OKC

ITpuem npenapata PUBAPOKCABAH BEJI®APM B fo3e 2,5 Mr npOTHUBONIOKA3aH JIJIs JICYEHUS
nanuenToB ¢ OKC, umeronux nacynbT uin TUA B anamuese (cM. pazaen 4.3.). beiio mpoBeaeHo
UCCIeI0BaHME JIUIIb HECKOIbKUX nanueHToB ¢ OKC, nMeromux B aHamHe3e HHCYNbT win TUA,
HO TIONyYeHHBIC OTPaHWYCHHBIE NaHHBIE MO S()(PEKTUBHOCTH JEMOHCTPUPYIOT OTCYTCTBHE
KJINHAYECKOW BBITOJIbI OT JIEUECHHUSI Y TAKUX MAlUEHTOB.

Tayuenmuor ¢ UHC/3I1A

[NManmentel ¢ UBC nnu 3IIA ¢ HainyueM B aHaMHE3€ T'€MOPPArvyecKoro Wi JIaKyHapHOIO
WHCYJbTa, WM Y KOTOPBIX HAOMIOJANICAd MINEMUYECKHA HENaKyHapHBIM WHCYIhT B TEUYCHUE
MPEANIECTBYIONIETO MECsIa, HE U3YJaIuCh (CM. pasaen 4.3.).

[TanpeHTHI OCIIE HEJABHO NIEPEHECEHHOM MPOLEAYPhl PEBACKYIISIPU3ALUN HUKHUX KOHEYHOCTEN
BeaencTBre cuMntomMHoro 3I1A ¢ npeamecTByromuM HHCYIbTOM uinn THUA He nzydanuce. Y aTux
MAIUEHTOB, MOTYYAIOIIUX TBONHYIO aHTUTPOMOOIIUTAPHYIO TEPAIUIO, CIIEyeT U30eraTh JeUeHUs
npenapatoM PUBAPOKCABAH BEJI®APM 2,5 mr.

CHI/IHaJIBHaH/SHI/IHVDaJ'II)HaH AHCCTC3WA MJIW TYHKINA

[Ipy  BHINONHEHWH  HEWPOAKCHAIBHOW  (CIIMHAIBHON/AMUAYpaTbHON)  aHECTe3MH  WIH
CIMHAJIBHON/AMUAYPATbHON  NYHKUMU TMalKdeHTaM, TMOJYYalolUM  aHTUTPOMOOTHYECKHE
npenaparbl ¢ LeIbl0 NPO(HIAKTHKA TPOMOOIMOOIUYECKUX OCIOKHEHHM, CYIIECTBYET PHCK
Pa3BUTHS STUAYPATBHOMN UM CIIMHAILHOM reMaToOMbl, KOTOpasi MOKET MPUBECTHU K UIUTEIHLHOMY
WIH [IOCTOSSHHOMY Napajaudy.

Puck 5THX COOBITHI MOKET IOBBIIIATHCS IIpu IOCJICONnCpanuoOHHOM NPUMCHCHUU MMOCTOAHHOI'O
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SMHIYPATBHOTO KaTeTepa M COMyTCTBYIONeil TepHilii HeRapCTiEmhbni npeithpativ,

BIUSIONIMMH Ha TreMocTa3. TpaBMaTUYHOE BHITIOJHEHHUE SMUIYPATIbHON WM CHUHHOMO3TOBOM
OyHKIIUM WJIA TOBTOPHAS MYHKIUS TaK)K€ MOTYT TMOBBIMAThE PUCK. [larueHThl TOMKHBI
HAXOJUThCS MO HAOIIOACHUEM JUIsl BHISBICHUSI IPU3HAKOB WJIM CUMIITOMOB HEBPOJOTHYECKUX
HapylIeHU! (HampuMmep, OHEMEHUE WIH C1a00CTh HOT, NUCHYHKIUS KUIIEYHUKA UM MOYEBOIO
my3bips). [Ipu 0OHapyKeHUU HEBPOJIIOTUUYECKUX PACCTPONUCTB HEOOXOUMA CPOYHAs TMAarHOCTUKA
U JedeHue. Bpau OMKEH COMOCTaBUTH MOTEHIUAIBHYIO TMOJb3y M PUCK IEpe]l MPOBEICHUEM
HelipoakcHaabHOrO BMENIATEIbCTBA MALMEHTaM, MMOJIYYalolUM aHTUKOATYJISHTBL, WJIK KOTOPBIM
IUTAHUPYETCSl Ha3HAYeHHE aHTUKOATYJISIHTOB C LIEJbI0 MPO(PUIAKTUKH TPOMOO30B.

Oneir knuHu4eckoro mnpumeHenust npenapara PUBAPOKCABAH BJIEGAPM 2,5 mr c
AHTHArpeTaHTHBIMU CPEJICTBAMU B OMMCAHHBIX CUTYAIHSIX OTCYTCTBYeT. IHTMOUTOPHI arperaiuu
TPOMOOLIUTOB HEOOXOJMMO OTMEHUThH B COOTBETCTBUU C UHCTPYKLIUEH MTPOU3BOIUTEIIS.

C 1nenpi0 CHUXKEHHMS MOTEHLMAJIbHOTO pHUCKA KPOBOTEUYEHMS, aCCOLMHUPOBAHHOTIO C
OTHOBPEMEHHBIM  TIPUMEHEHUEM pHUBapOKcabaHa W  BBIMOJHEHHWEM  HEHpOaKCHATBHON
(AU aypaIbHOM/CIUHAIBHON) aHECTe3WH WU CIUHAIBHOW IMYHKIHUH, CIEAYeT YYHUTHIBATh
dbapmMakOKMHETHYECKUN Tpoduiib puBapokcabana. YCTaHOBKY WM YIAJICHHUE SIUTYPaTLHOTO
KaTeTepa WM JIIOMOAJbHYI0 MYHKIHIO JIydlle MPOBOAUTH TOTJA, KOTJAa aHTUKOATYJISHTHBIN
s ekt puBapokcabaHa OleHUBAETCS Kak CinadbIi (cM. pasmen 5.2.). OqHaKko TOYHOE BpeMs st
JOCTYIKEHHUSI JIOCTAaTOYHO HH3KOTO AaHTUKOATYISIHTHOTO J¢¢deKkra y KaKIOro MarueHTa
HEU3BECTHO.

PekoMeHanmy mo mpHeMy Ipemnapara JI0 M MOCJe¢ MHBA3HBHBEIX MPOICAYP M XHPYPTHUSCKUX

BMEIIATEILCTB
Ecnu HEOOX0AMMO MpoBeIeHNe HHBA3UBHOM MPOLEAYPHl HIIM XUPYPTUYECKOTO BMEIIATENHLCTBA,
npuem npenapara PUBAPOKCABAH BEJI®APM 2,5 mr cienyeTr npeKpaTuTh Mo KpatHeH Mepe
3a 12 4yacoB 1O BMEWIATENbCTBA, €CIM 3TO BO3MOKHO, U Ha OCHOBAHMM KIIMHMYECKOW OIICHKH
Bpada. Eciu manmeHTy mpoBOAMTCS IUIAHOBOE OMNEPATHBHOE BMEIIATEIHCTBO M HEXKeENaTelIeH
AHTUTPOMOOIMTAPHBIN 3¢ deKT, mpuMeHeHre WHTHOUTOPOB arperanuyd TPOMOOIIMTOB CIIEAyeT
IPEeKpaTUTh, KaK YKa3aHO B MHCTPYKIMHM IO MPUMEHEHUIO Ipernapara, NpeaocTaBiIsieMoin
MIPOU3BOTUTEINIEM.

Ecnu nponenypy Henb3si OTJIOXKHUTbH, TIOBBIIICHHBI PUCK KPOBOTEYCHHUS CIIEIYET OIICHUBATH B
CPaBHEHHH C HEOOXOUMOCTHIO CPOYHOTO BMEIIATEIbCTBA.

[Tpuem npemapara PUBAPOKCABAH BEJI®APM cnenyer BO300HOBUTH, KaK TOJIBKO 3TO OyeT
BO3MOXXHO. TII0CJI€ WHBAa3UBHOM MpOLEAYpPhl WJIM XUPYPTUYECKOrO0 BMEIIATENbCTBA, €CIIU
MO3BOJIICT KJIIMHHWYECKAs CHUTyallsl W JIOCTHTHYT aJeKBaTHBIA TeMOCTa3, YTO OMPEIENIeTCs

JIeYaIuM BpadoMm (cMm. pazzaen 5.2.).
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(NOCNEOCBATENEHOCTE 0010)

IToxxno# Bo3pacT

Puck KpoBOTEUEHHSI MOKET YBEJIIMUMBATHCS C MOBBIIICHUEM Bo3pacTa (cM. pazaen 5.2.).

KokHpie peakimu

[Tpu mpoBeneHUH MOCTMAPKETUHTOBBIX HAOMIONEHUN COOOINAIOCh O CiIydasX BO3HUKHOBEHUS
CEPhE3HBIX KOXXKHBIX peaknuii, Bkiaro4as cuHapoM CtuBeHca-/[)KOHCOHAa / TOKCHYECKUU
snuepManbHblii Hekpoian3 u DRESS-cunnpom, Ha ¢oHe npuMeHeHHs puBapokcabaHa (CM.
pazznen 4.8.). IlauueHTsl, MO-BUAUMOMY, MOABEPIalOTCs HAUOOJbIIEMY PUCKY BO3HHKHOBEHHS
9TUX peaklMii Ha paHHUX dTarax JIEYeHUsI: Ha4ajo peakluy B OOJIBIIMHCTBE CIIy4aeB IPOUCXOIUT
B TEUEHHE MEPBBIX HeJeNb eueHus. [Ipy nepBoM NOSIBIEHUH TSDKEION KOKHOM ChINU (Harmpumep,
IIPU €€ pacrpOCTPAHEHUH, HHTEHCU(PHUKAIIMKA H/UIK 00pa30BaHUM BOJIIABIPEN) WK MPU HATUYHH
JPYTUX CUMIITOMOB THIIEPYYBCTBUTEIBHOCTH, CBSI3aHHBIX C MOPAXKEHUEM CIHM3UCTON 00OJIOUKH,
CJIeIyeT MPEKPATUTh TEPANUI0 PUBAPOKCAOAHOM.

BcnomorarenbHble BellecTBa

[Ipenapar PHUBAPOKCABAH BEJI®APM coxpepxutr nakro3y. Ilammentam c¢ penko

BCTPEUAIOIICICs HACIEICTBEHHOW HEMEPEHOCHMOCTRIO TaTaKTO3bI, Ne(DUIIMTOM JIAKTA3bI JIoTapei
WM TJII0KO30-TaJIaKTO3HOM MalibabcopOuuel He clielyeT MPUHUMATh 3TOT Mpemnapar.

4.5. B3aumopaeiictTBue ¢ JPYrHMH JIEKAPCTBEHHbBIMH MNpenaparaMM W JApyrue BHAbI
B3aUMOJACHCTBUSA

Wuarubuposanve CYP3A4 u P-rnukonporenna

CoBMmecTHOE MpUMEHEHUE pUBapoKcabaHa u kerokoHasoa (400 Mr 1 pa3 B IeHb) WM PUTOHABUPA
(600 mr 2 pa3a B neHb) MpuBOAWIIO K moBbimeHuto cpenneid AUC puBapokcabana B 2,6 paza/2,5
paza u yBenmueHuo cpenHeil Cmax puBapokcabana B 1,7 pasa/l,6 paza co 3HAYUTEIBHBIM
ycusieHneM (papMakoJnHAMHUECKUX 3((EKTOB JaHHOTO IMpernapara, 4To MOKET NMPUBOJUTH K
YBEJIIMUEHUIO pUcKa KpoBoTeueHus. B cBs3u ¢ atum npenapat PUBAPOKCABAH BEJI®APM ne
PEKOMEHAYETCS K MPUMEHEHHIO Y MAlIMEHTOB, MOTYYaOINX COMYTCTBYIOIIEE CUCTEMHOE JIEUEHHE
a30JI0BBIMH TPOTHBOTPHOKOBBIMU TIpeNapaTaMH, TAaKUMH KaK KETOKOHA30JI, UTPAKOHA30I,
BOPUKOHA30J1 M I03aKOHA30J, WIM MHTHOMTOpaMu mpoTea3sl BUY. DTH akTHBHBIE BelecTBa
ABIISTFOTCSE MOIITHBIMHA MHTHOUTOpamu 1 CYP3 A4, u P-rimukonporenna (cMm. pazaen 4.4.).
AKTHBHBIE BEILECTBA, CHJIBHO HWHTHOUpPYIOIIME TOJNBKO OJWH W3 IyTe BbIBEICHUS
puBapokcabana, unmu CYP3A4, nnu P-rnmukonporenH, BEpOSTHO B MEHbLICH CTENEeHH OyayT
MOBBIIIATH KOHIIEHTPAIMIO pUBapoKcadaHa B IIa3Me.

Hampumep, kimaputpomunus (500 mr 2 pa3a B IeHb), KOTOPBIH CYUTAETCSI MOIIIHBIM HHTHOUTOPOM
CYP3A4 u ymepeHHBIM HHTUOUTOpPOM P-rimmkonporenHa, BeI3biBai yBenuueHue cpeaneir AUC
puBapokcabana B 1,5 pa3a u yBenuuenue Cmax B 1,4 paza. B3aumoneiicTsue ¢ KIIapuTpOMUITTHOM

CUMTACTCA KIMHHMYCCKHM HC3HAYUMMBIM OJIA OOJIBIITMHCTBA NanuceHTOB, HO MOXKCET OBITE
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HapyleHneM (yHKIHUU TOYeK cM. paszen 4.4.).

Oputpomuid (500 Mr Tpu pasa B AeHb), ymepeHHbIH nHTHOUTOp CYP3A4 u P-rnukonporenna,
BbI3bIBaN yBenmmueHue 3HaueHui cpenneid AUC u Chax, puBapokcabana B 1,3 pasa.
B3aumopeiicTBie ¢ 3pUTPOMUIIMHOM CUUTAETCS KIMHUYECKH HE3HAYUMBIM ISl OOJIBIIMHCTBA
MAIMEHTOB, HO MOXET OBITh MOTEHIIMAILHO 3HAYMMBIM JUTSI MAlMEHTOB W3 TPYIIBI BHICOKOTO
pHCKa.

VY nanueHToB C JIETKOW CTEeNeHbI0 HapymeHus GyHKIuu nouek sputpomunina (500 mr 3 pasa B
JIeHb) BBI3bIBAN yBenuueHue 3HaueHui cpeareit AUC puBapokcabana B 1,8 paza u Cimax B 1,6 paza
[0 CPaBHEHHMIO C MAalMEHTAaMH C HOPMaJbHOH (yHKIMEH mouyek. Y NalMeHTOB CO CpeaHen
CTETIEHBIO HapyIIeHUs! (QYHKIIMH MOYEK SPUTPOMULIMH BbI3bIBAJ YBEIHMUEHUE 3HAUCHUI CpeaHen
AUC puapoxkcabana B 2,0 pa3za 1 Cmax B 1,6 paza mo CpaBHEHHUIO C MAIMEHTAMH ¢ HOPMaJIbHOMN
dbyHKIHeH modek. DPGEeKT IPUTPOMULIMHA ABIISCTCS AITUTUBHBIM K HAPYIIEHUIO (DYHKIIHH ITOYECK
(cMm. paznmen 4.4.).

®mykonazon (400 Mr ouH pa3 B IeHb), KOTOPBINA cuuTaeTcst yMepeHHbIM HHruouTopom CYP3A4,
BbI3bIBAN yBenuueHue cpeaneit AUC puBapokcabana B 1,4 pasza u yBenudenue cpeqaeit Cmax B 1,3
paza. BzaumosaeiictBue ¢ pryKoHa30J0M CUUTACTCS KIMHUYECKHU HE3HAYMMBIM 7151 OOJIbLIIMHCTBA
MAIMEHTOB, HO MOXET OBITh MOTEHIIMAIBLHO 3HAYMMBIM JUISI MMAlMEHTOB U3 TPYIIBI BHICOKOTO
pucKa (11 TallMEeHTOB C HapyIIeHueM (PYHKIIUH MOYeK CM. pas3zen 4.4.).

Ha ocHOBaHMHM HMEIOIIMXCS OrPAaHWYEHHBIX KIMHMUYECKUX JaHHBIX HE0O0XoauMo u30erarb
COBMECTHOI'O IPUMEHEHUS pUBapoKcabaHa ¢ APOHEIAPOHOM.

AHTHKOArVIISHTEI

[locne opHOBpeMEHHOrO TPUMEHEHHs OHHOKcamapuHa (onHoOkpaTHas Jo3a 40 wmr) wu
puBapokcabana (ogHoKkpaTHas ao3a 10 mr) Habmromancs cyMMarmoHHBINA 3G (EKT B OTHOIICHUHN
aHTH-Xa aKTUBHOCTH, 0€3 KaKOro-1100 JOMOIHUTEIBHOIO BIMSHUS Ha TOKA3aTeIN CBEPThIBAHUS
(IIB (mporpombunoBoe Bpemsi), AUTB (akTUBUpOBaHHOE YacCTUYHOE TPOMOOIIACTHHOBOE
BpeMs1)). DHOKCANapHH HE U3MEHSI (papMaKOKHMHETUKY pUBapoKcabaHa.

B cBsI3u ¢ NOBBIIEHHBIM PUCKOM KPOBOTEUEHHS] HEOOXOAUMO COOIIIOJIaTh OCTOPOKHOCTh IPH
COBMECTHOM MPUMEHEHHUH C JIIOOBIMH JIPYTUMHU aHTUKOATYJITHTaMH (CM. pasnensl 4.3. u 4.4.).

HIIBII/uHrubutopsl arperaiu TpoMOOIIMTOB

[locne coBmecTHOro mnpuMeHeHHs puBapokcabana (15 mr) m HampokceHa B no3e 500 mr
KJIMHUYECKH 3HAYMMOTI'0 YBEJIMUEHNS] BPEMEHHU KPOBOTEUEHUS HEe Ha0IoAanock. TeM He MeHee, Yy
OTJEJIbHBIX JIUI] BO3MOKEH 00Jiee BIPAaXKEHHBIN (hapMaKOAMHAMUYECKUN OTBET.

He naGmonanoch KIMHUYECKH 3HAYMMBIX (PapMaKOKMHETHUYECKHX WM (hapMaKOJAWHAMHYECKUX

B3aMMOJICHCTBUI NP COBMECTHOM NPUMEHEHUH puBapokcabana u 500 MTI aneTuICanuiuiIoOBOM
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.01.2026 N= 945

(NOCNEOCBATENEHOCTE 0010)

KUCJIOTHI.

Knonunorpen (narpyzounas go3a 300 mr, 3a KOTOpO# clielyeT MoAep>KuBaromias g03a 75 mMr) He
MPOJEMOHCTPHPOBAT (hapMAKOKHHETHIECKOTO B3aUMOACHCTBHSI ¢ puBapokcadbanom (15 mr), HO B
MOJArpPYIIe NallMeHTOB Ha0II0AaI0Ch 3HAYMMOE YBEIHMUEHUE BpEMEHU KPOBOTEUEHHSI, KOTOPOE HE
KOPpEIUPOBAJIO CO CTENEHbIO arperanuud TPOMOOIIMTOB U coAep)KaHueM P-cenexTuHa win
GPIIb/I1a-peuenTopa.

Heo6xoaumo co0mronaTh OCTOPOXKHOCTh Mpu coBMecTHOM npuMmeHenun c¢ HIIBII (Bkimrowas
AlETHICATUIWIOBYIO KHCJIOTY) M HMHTUOUTOpaMHM arperaudd TPOMOOILIMTOB, MOCKOJBKY
MIPUMEHEHHUE ITUX MPEerapaToB OOBIYHO MOBBIMIAET PUCK KPOBOTEUEHUS (CM. paszaen 4.4.).

CHO3C/CUO3CH

Kak w B ciydae mnpuMeHEHHS APYTrUX AaHTUKOATYISIHTOB, BO3MOXKHO YBEIMYEHHE pHCKA
KPOBOTEUYEHHsI y TMAlUEHTOB, OJHOBPEMEHHO MPUMEHSIOIIUX PUBApOKCa0daH C CENIEKTUBHBIMU
uHruouTopamu odpartHoro 3axpaTta ceporoHnHa (CMO3C) unm ceneKTUBHBIMU MHTHOUTOpPaMHU
oOparHoro 3axBara ceporoHwHa u HopamuHedppuHa (CHMO3CH), BcieacTBue BIMSHHUS ITHX
mpermapaToB Ha TPOMOONUTHL. Pe3ynbTaThl KIMHHYECKUX HCCIEAOBaHUN puBapokcabaHa
MPOJEMOHCTPUPOBAIN YHCIEHHOE MOBBIIICHHE OONBIINX U HEOOJIBIINX KIMHUYECKH 3HAUMMBbIX
KPOBOTEUYEHH BO BCEX IpyIMIax JeueHus: Ipu COBMECTHOM MPUMEHEHUH, 3TUX MPEnapaToB.
Bapdapun

[lepexon manueHToB ¢ aHtaronucra ButamuHa K Bapdpapuna (MHO or 2,0 mo 3,0) nHa
puBapokcaban (20 mr) wiam ¢ puBapokcadana (20 mr) ma Bapdapun (MHO ot 2,0 go 3,0)
yBenuuuBan mnporpomOunoBoe BpeMs/MHO (Neoplastin) Oosbmie, dYemM TpH  MIPOCTOM
cymmupoBanuu 3QdextoB (oraenbubie 3HadeHnss MHO moryt nocturats 12), B TO BpeMsi Kak
BrusiHUe Ha AUTB, nogasieHrne akTHBHOCTH (akTopa Xa U BIUSHUE HA YHIOTCHHBIN MOTEHITHAI
tpombuHa (DI1T) ObuH aTTUTHBHBIMU.

Ecnmu HeoOxommmo uccrnenoBarh (hapMakognHaMmuueckue 3()@eKThl puBapokcabaHa BO BpeMs
MEPEeXOIHOTO TEPHUO/a, B KaueCTBE HEOOXOIUMBIX TECTOB, Ha KOTOPHIE HE OKA3bIBACT BIIMSHUE
BappapuH, MOXXHO WCIONBh30BaTh OIpPENCICHHEe aHTHU-Xa AaKTUBHOCTH, MHPOTPOMOMHA30-
unaynupoBanHoe Bpems cBepthiBanus (PiCT) u HepTest. Haunnast ¢ 4-ro nHs mociie mpuema
nocyienHe a036l BapdapuHa Bce sabopatopHblie mTokazatenu (B ToM uucie [IB, AUTB,
UHTuOMpoBaHue akTUBHOCTH (pakropa Xa u DIIT) oTpaxkanu TOIBKO BIUSHHE pUBapokcabaHa.
Ecnmun nHeoOxomumo wuccnenoBath (papmakoguHamudeckue 3¢¢exTsl BapapuHa BO BpeMs
NEPEXOIHOTO Teproaa, MOKHO ucnoib3oBaTh 3HadueHHe MHO npu Cipowexyr, puBapokcabaHa
(uepe3 24 yaca mocie MPEBIIYIIET0 MpHeMa puBapokcabaHa), Tak Kak B JIaHHBIH MOMEHT
BPEMEHH PUBapOKCca0aH MPAaKTHUECKU HE OKA3bIBACT BIUSHUS HA 3TOT IMOKA3aTeIb.

Mexnay BappapuHOM W pHUBAapOKcabaHOM HE OBUIO  3apETUCTPUPOBAHO  HUKAKUX
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(NOCNEOCBATENEHOCTE 0010)

(hapMaKOKMHETUICCKUX B3aMMOJICHCTBHIA.

HNuanykropsl CYP3A4

CoBmecTHOE TIpUMEHEHHME puBapokcabaHa U pUpaMIUIUHA, SBISIOMIETOCS MOIIHBIM
unaykropom CYP3 A4, npuBoauio k cHmkenuto cpeaneit AUC puBapokcabana mpuOIU3UTEIIBHO
Ha 50 % ¥ mapamienbHOMYy YMEHBUICHHIO ero ¢apMmakoguHamuueckux 3¢ ¢dexktoB. CoBMecTHOE
OpUMEHeHHe pHBapokcabaHa ¢ JApyruMu MoIIHbIMH uHAyKTopamu CYP3A4 (mampumep,
¢enuronHom,  kapOamazenuHoMm,  (eHoOapOMTAaIOM  HJIM  TpemapatamMd  3Bepobost
nponbipsiBiieHHOT0  (Hypericum  perforatum)) Takke MOXKET TIPUBECTH K CHHKCHHIO
KOHIIGHTpaluii  puBapokcabana B 1asme. (CregoBaTenbHO, HEOOXOauMO  H30eraTh
OJIHOBPEMEHHOI'O TpPUMEHEHMS] MOIUHBIX HHAYKTOpoB CYP3A4, kpome ciydaeB, korma y
HalyeHTa TUIaTeIbHO KOHTPOJIUPYIOT MPU3HAKU U CUMIITOMBI TPOMOO03a.

[Ipoyas cONyTCTBYIOIIAs TCPAIIHS

Knunnuecku 3HaunMbIX (apMakKOKMHETUYECKUX WU (hapMaKoJWHAMUYECKUX B3aUMOJIEHCTBUI
Opd COBMECTHOM NIPUMEHEHMHM pHBapokcabaHa c¢ MugasoigamoMm (cyoctpatr CYP3A4),
TUTroKCMHOM (cyOctpar P-rmmkomporenna), atopactatuHoM (cyoctpar CYP3A4 u P-
TJIMKONIPOTEHWHA), WJIM OMEMNpa3ojoM (MHTHOMTOpP NPOTOHHOM TOMITBI) HE HaOII01aI0Ch.
PuBapokcaban He MHTHOUPYET W HE MHIAYNHPYET HUKAKWE W3 OCHOBHBIX n3odopm CYP, Takmx
kak CYP3A4.

KnuHnuecku 3HAYMMBIX B3aUMOCWCTBUH C MHUIIEBBIMH TMPOJYKTaMH HE HaOJI0OJAIoCh (CM.
pazmen 4.2.).

Brnusgaue Ha 1abopaTopHEIE ITOKA3ATEIN

PuBapokcabaH OKa3bIBaeT BIMSHUE Ha IOKAa3aTeIH CBEPTHIBAEMOCTH KpoBH (Hampumep, 11B,
AUTB, HepTest) B cBsi3u CO CBOMM MEXaHU3MOM JieicTBuUs (cM. pasaen 5.1.).

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

bepemeHHOCTD

BbezonacHocts u 3¢ dekTuBHOCT puBapokcabaHa y OepeMEHHBIX JKEHIIMH HE YCTaHOBJICHBI.
JlaHHbIe, TOJYYEeHHBIE y XHBOTHBIX, MOKAa3aJd PENPOAYKTUBHYIO TOKCHYHOCTh. Bcnenctue
BO3MOXHON pPENpOAYKTUBHON TOKCHYHOCTH, PUCKA PA3BUTUS KPOBOTEUYEHHUS M CIIOCOOHOCTH
puBapokcabana mnpoHukarh uepe3 rmaneHty npenapar PHUBAPOKCABAH BEJI®APM
IPOTHBOIIOKA3aH MU OepeMeHHOoCTH (cM. pa3zaen 4.3.).

JKeHIMHBI AETOPOTHOIO BO3pacTa MOJDKHBI H30eratb OEpeMEHHOCTH BO BpEeMs Tepanuu
pYBapoKcabaHOM.

Jlakranus

BbezonacHocts u 3¢ pekTBHOCTD pUBapOKcabaHa y KEHIIKH B IEPHO IPYIHOTO BCKapMIMBAHUS

HC YCTAaHOBJICHBI. I[aHHBIG, IMOJIYYCHHBIC Y JKMBOTHBIX, IIOKAa3bIBAIOT, YTO pI/IBapOKC3.6aH
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BBIJICTISICTCSI C TPYIOHBIM MOJIOKOM. [loaToMy npen" %3%%%75@15&% TB‘]%%&J%PM

MPOTUBONOKA3aH B MEPUOJ TPYJHOTO BCKapMiuBaHus (cM. pazaen 4.3.). HeoOXxoaumMo npuHATH
peleHrne 00 OTMEHE TPYTHOTO BCKaPMIIMBAHUS WIH O TPEKPAIICHUN TEPATTUH.

DepTUILHOCTE

CrneunuyHbBIX HCCIEOBAaHUM BIMSHUS pUBapokcabaHa Ha (EpPTHIBHOCTh Yy 4YellOBEKa He
poBOAMIOCH. MccnenoBanus mokasaliy, 9TO puBapoKcabaH He BIUSET HA MYKCKYIO U KEHCKYIO
(bepTHIIBHOCTD Y KPBIC.

4.7. BausiHue Ha CMOCOOHOCTH YNPABJATH TPAHCMOPTHBLIMH CPeACTBAMH M PadoTaTh €
MeXaHU3MaMH

PuBapokcaban oka3bpIBaeT HE3HAUUTEIHHOE BIUSHUE HA CIOCOOHOCTH YIPaBIATh TPAHCIIOPTHBIMH
CpeICTBAMU W MEXaHU3MaMHU. BbUIM 3aperucTpUpOBaHBl TAKHE HEKEIATEIbHBIC PEAKIUU KaK
00MOpOK (4acToTa: HEYAaCTO) U TOJOBOKPYKEHHE (dacToTa: 4acTo) (cM. pasnen 4.8.). [larueHTs,
y KOTOPBIX BO3HHUKAIOT IMOJO0OHBIE HEXKeJaTelbHble peaklUWu, HEe JOJDKHBI YIPaBIATh
TPAHCTIOPTHBIMU CPEACTBAMH WU IPYTUMHU MEXaHU3MAaMHU.

4.8. HexxenaTesibHbIE peaKIUU

Pesrome mpoduist 6e3onacHoOCTH

be3onacHocTh puBapokcabaHa OIleHUBAJaCh B TPUHAAIATH OCHOBHBIX MccienoBanusax III dass
(cm. Tabmuty 1).

Cymmapno 69608 B3pocTbIX MAMEHTOB B AeBATHaAUATH uccnenoBanusx 111 ¢a3er u 488 nereii B
nByx uccnenoBanusx Il ¢aszer u nByx uccnenoBanusx Il ¢ha3el mpuHUManu puBapokcadaH.
Tabnuya 1. Yucno nayuenmos, y4acmeosasuiux 6 uccied008aHusx, CyMMApHAas CymodHdas 003a U
MAKCUMANbHAS NPOOOINCUMENbHOCb JledeHUs 6 KIuHuyeckux uccredosanusax Il ¢aszwr c

yuacmuem 63p0ocCiblx U neduampuqecmtx nayuermoe

MaxkcumannHas
HpO,Z[O.H)I(I/ITeJIBHOCTB
JICYEHUS

Yucno CymmapHas cyTo4Hast

IToxazanue *
MaIMEHTOB 032

[IpodunakTrka BeHO3HOM
TpombosIMOosuu (BTD) y
B3POCIIbIX MAIUEHTOB,
MEPEHECIINX TUIAHOBYIO 6 097 10 mr 39 nueit
OTIEepaLIMIO MO 3aMEHe
Ta300€IPEHHOTO W
KOJICHHOTO CyCTaBa

[Ipodunaktuka BTD y
MalMEHTOB,
TOCIUTAIM3UPOBAHHBIX C 3997 10 Mr 39 el
OCTPBIM MCIUITMHCKUM
COCTOSIHUEM
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T 5 5 (MO CHEQOBATENBHOCTE 00T
CUCHUC TpOM 03a Ty OKHUX ﬂeHB 1 — 21 30 MT
BeH (TI'B), poMGoaMO0THHN Hauunas ¢ 22 qus: 20
i MT
nerouHoit aprepun (TOJIA) u 6 790 21 Mecs
[Tocnie MuHUMYM 6
npoUIaKTUKA PEIIUIUBOB
MECSIICB TePAITUH:
10 mr mnu 20 Mr
Jleuenue BTO u Hoza
po(UIAKTHKA PELIUBOB CKOPPCKTHPOBaHHAA
B 3aBHCHUMOCTH OT
BTO y HOBOpPOXAECHHBIX U
Macchl Tejia, s
neTel B Bozpacte A0 <18 ner JOCTIKEHUS
[IOCJIE HAYaJIbHON (hapmMaKkoIOTHIECKOTO
7 elicTBUA
CTaHJapTHOU 329 A i 12 MmecsieB
. SKBUBAJIEHTHOI'O
AHTUKOATyJISTHTHOH Tepanuu
TaKOBOMY Y
B3POCIIBIX,
nosyyaBmmnx 20 mMr
puBapokcabaHa OJIUH
pa3 B JICHb IS
neueHus TT'B
[IpodunakrTruka HHCYNIbTA U
CHUCTEMHOH TPOMO0IMOOINH Y
MAIUEHTOB ¢ GUOpUIIISIIUEH
IpecepIuH HEKIAIaHHOTO
becep 7750 20 Mr 41 mecst
MIPOUCXOKICHHUS
[Tpodunaktuka S mr wm 10 mr
aTepOTPOMOOTHIECKHIX COOTBETCTBEHHO, B
COOBITHIA y MAIMEHTOB TOCIE KOMOMHAIIHH C
OKC aleTUJICAIUIIAIIOBOU
10 225 KHUCIIOTOH MIIN 31 mecsrg
aleTUJICAIUIIAIIOBOU
KHCIIOTOM C
KJIOMUOTPEIIOM HITH
THUKJIOIMUAUHOM
[Ipodunakruka 5 Mr B KOMOMHAIINY C
aTEPOTPOMOMNUECKUX COOBITHUI aleTUICATUIIMIOBON
poTp 18 244 HETHIICATHIT 47 mecsnes
y nauueHToB ¢ UBC nnm 31TA kuciotor miu 10 mr B
MOHOTEpAIHH
5 MI' B KOMOWHAIAH C
3 256%** areTUICAIUIIMIIOBONR 42 mecsana
KHUCIIOTOH

* — [larueHThl, MOTYYUBIIKE 110 MEHBIIIEH MEpe OJHY 103y puBapokcabaHa.
** _ U3 uccinenosanust VOYAGER PAD.
HaH60Hee JaCTO PCTUCTPUPYCMBIMU HCKCIATCIBbHBIMU PCAKIUAMHA y MALMCHTOB, MOJYYaBIIUX

puBapokcabaH, ObUIM KpoBoTeueHHs (cM. pasgen 4.4 u Humxke «OnucaHue OTIACIBHBIX
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HeXenaTtenbHbIX peakiuiiy) (Tabmuma  2). Han6oﬁggijlgl%': %&Mﬁ%ﬁ&iwa{me

KPOBOTEUEHHS, KaK HOCOBO€ KpoBoTeueHue (4,5 %) u KelyJouHO-KUIIEYHOE KPOBOTECUEHUE
(3,8 %).

Tabnuya 2. Yacmoma 603HUKHOBEHUs KpOBOMEUEeHUU™ u anemMuu y nayuenmos, noayu4asuiux
JleyeHue pueapokcabaHom 8 3a8epuieHHbIX KauHuyeckux uccireoosanusx Il ¢azvl ¢ yuacmuem

B3pPOCIIbIX U neduampuuecmtx nayuenmoes

Jlro6oe
[Tokazanue AHemus
KPOBOTECUYCHHE
[Ipodunakrrka BeHO3HOI TpoMOOoIMOouu (BTI) y 6.8 % 590,
(V] 0
B3POCJIBIX MALIMEHTOB, MIEPEHECIINX [IAHOBYIO OTIEPAIUIO0 ’ ’
MaIMEHTOB MalUEHTOB
10 3aMeHe Ta300ePEHHOr0 MJIM KOJICHHOTO CyCTaBa
[TpodunakTrka BeHO3HOH TPOMOOIMOOINH Y TAIIUEHTOB, 12.6 % 21 %
0 0
TOCTIUTATH3UPOBAHHBIX C OCTPHIM METUITUHCKUM ’ ’
MAIMEHTOB MAlUEHTOB
COCTOSTHUEM
Jleuenne TI'B, TOJIA u npodunakTuka peuauBoB 23 9% 1,6 %
MAIMEHTOB MAIMEeHTOB
Jleuenne BTD u npodunakruka peunausos BT y . o
HOBOPOXXJICHHBIX U JIETE B Bo3pacTe A0 <18 jer mocie 39,5% 4.6 %
HAYaILHOM CTaHIAPTHOM aHTHKOArYJISHTHON Teparyu HalMeHTOB TalMCHTOB
[TpodunakTuka HHCYIBTA U CUCTEMHOU TPOMOOIMOOTIUHN
pod 4 P Y1 28ua100 2,5 na 100

NalMeHToB ¢ GUOpHLIILMEH TpecepAnii HeKIanaHHoro

NaluEeHTO-JICT HaluEHTO-JICT
IMPOUCXOKACHUA

[IpodunakTrka aTepOTPOMOOTHIECKUX COOBITHH Y 22 Ha 100 1.4 1a 100

TNalMCHTOB 1O0CIe OKC HaluCHTO-JICT HalucCHTO-JICT

[IpodunakTrka aTepOTPOMOOTHIECKUX COOBITHH Y

nauuenTos ¢ MBC nmn 3ITA 0.15 1a 100
6,7 na 100 ’
MaIueHTO-JIeT TATHCHTO-
aer**
0,74 na 100
8,38 na 100 ’
4 | TAIUEHTO-
MaUEeHTO-JIeT J—
* — Bo Bcex KIMHHYECKHUX HCCICIOBAHUSX pUBAapoKcabaHa BCe CiIydaW KPOBOTCUCHHS
COOMPAIOTCS, PETUCTPUPYIOTCS U OLIEHHBAIOTCS.
** — B wuccmemoBanun COMPASS dactoTa BCTpeUaeMOCTH aHEMUW HHU3Kas, IOCKOJIBKY

HNPUMEHSUIICSA BBIOOPOYHBIH MOIX0 K cOOPY JaHHBIX 110 HEXKENIATETbHBIM SIBICHHSIM.
*#% _ JIpu cOope NaHHBIX O HEeXENATEeIbHBIX SBJICHUAX MPUMEHSJIICS BEIOOPOUHBINA TOIXOI.
U3 nccnemoanust VOYAGER PAD

TabauyHOE PEICTABIEHNE HEXKEIATENbHBIX PEAKIIAI

HexxenarensHbIe p€akuuu MnpeaACTaBJICHBI B COOTBETCTBHUH C IMOPAXXKCHHUEM OpPraHOB U CHUCTEM
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cxoro Aokapir i hopRIaTeho-ipasesoii

nestenbHOCTH (MedDRA). Yactora BO3HUKHOBEHHS ONPENENsIach B COOTBETCTBHH CO

CIEIYIOIUMHU KaTeTOpUsIMHU: O9eHb dacTo (>1/1

0), gacro (>1/100, Ho <1/10), Hewacto (>1/1000,

Ho <1/100), peaxo (>1/10000, o <1/1000), ouenn penko (<1/10000), yacTora Hen3BecTHA (Ha

OCHOBAaHHMH UMCHOINUXCSA JaHHBIX OICHUTH HGBOSMO}KHO).

Ta@zuua 3. Bce neoxcenamenvuvie peakyuu, sapecucmpupoeannsvle y 63pOoCiblx nayueHmoes 6

KIuHu4eckux ucciredoganusx Il ¢gazel uiu 6

xoo0e nocmpecucmpayuoOHHo2co I’lpuMEHEHu}l*, a

makce y neouampuyeckux NayueHmos 6 08yX KiuHudeckux ucciedosanusx Il ¢aszvr u 0eyx

uccneoosanusix Il ghaszvl

Yacto Heuacto

YacrtoTta

Penxo O4YeHs peIKo
a pe HEWU3BECTHA

Hapywenus co cmoponuvl kposu u tumgamuyeckou cucmemsl

Anemus (Bkmoyas | TpomOonuTos
COOTBETCTBYIOIIHME | (BKJIIOUAs

nabopaTopHbIe MIOBBIIIEHHOE

MOKa3aTeIIN ) coJiepKaHue
TPOMOOLIUTOB)™,
TPOMOOIIUTONICHUS

Hapywenus co cmopoHvl uMMYHHOU cucmembl

Anneprudeckas
peakuus,
aJIeprudecKui
JEPMaTHT,
AHTMOHEBPOTUYECK
Wi OTEK U
aJIepruYecKui
OTEK

Anadunaktuuec
KHE peaKIuH,
BKJIIOYast
aHa(uIaKTH4ec
KMl 110K

Hapywenus co cmoponul HepeHoli cucmemvl

['onoBokpykenune, | Bayrpumosrosoe
roJIoBHAsI 00JTb A BHYTPUUYEPEITHOE
KPOBOM3IIUSIHUE,
0OMOpOK

Hapywenus co cmoponvl opeana 3penus

KpoBousznusnue B
a3 (BKJIro4ast
KPOBOUBJIUSHUE B
KOHBIOHKTHUBY)

Hapywenus co cmoponwvl cepoya

Taxukapaus

Hapywenus co cmoponul cocy0og
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(MOGRAEOCBATERBRQCTE 0010)

CHuxenue

apTepuaIbHOTO
JaBJICHUS, reMaToMa

Hapywenus co cmopoHul ObixamenvHotl cucmemsl, 0peanos 2pyOHOU KIemKU U cCpe0oCmeHUsl

Hocosoe Do3uHaduIbHAas
KPOBOTCUCHHE, ITHEBMOHHS
KpPOBOXapKaHbe

Kenyoouno-kuuieunvie HapyuleHus

KpoBoTounBocTh CyxocCTb BO pTY
JIECEH, KEeIy-
JTOYHO-KHUIIIETHOEC
KPOBOTCUCHHE
(BrITIOUAsS
peKTanbHOe
KpOBOTEUE-

Hue), 60Ib B
00J1aCTH KEITyI0YHO-
KHIIIEYHOTO TPAKTA U
B )KHBOTE,
TUCTICTICHSI,
TOILIHOTA, 3amop”,
nuapes, ppota’

Hapywenus co cmoponul neuenu u scenuesvi800awux nymet

IloBbI1IEHNE Hapywenue Kenryxa,
aKTUBHOCTH (GYHKIUY MIE€YeHH, | IOBBILLICHUE
MEYCHOYHBIX MOBBILIICHHE KOHIIEHTPAIUN
TpaHCaMHHa3 KOHLEHTPALUU KOHBIOTHPOBaH
ounnpyOuHa, HOTO
MTOBBIIICHHE ounupyouHa (¢
aAKTUBHOCTH COOTBETCTBYIOII]
IIECJIOYHOU UM
docarazsr® TIOBBIIIEHUEM
MOBBILICHHE AKTUBHOCTHU
aktupHOocTH I TTA | AJIT unu Ge3
HETro),
XoJecras,
renaTur
(BKITIOUAst
MOBPEXKIACHHE
remaToNeILTIONS

PHOM CHUCTEMBI)

HapyweHuﬂ CO CIMOPOHBL KOJHCU U NOOKOJNCHBIX MKAHel

KoxHnblii 3yz Kpanusnuna Cungpom
(BKJIIOUAs HEUACThIE CruseHca-
ciyyau JlxoHcona/
TeHEPATN30BAHHOTO TOKCHUYECKHI
3yzAa), KO>KHas AnuAepMaIbHbIN
CBIIIb, SKXUMO3, HEKPOJIN3,
KOXKHBIE U
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e e py

(HOGRELL "E.-l-.TEJ'_ii:-H'”_.L T 0010)
IIO/IKO>KHBIC SS-

KPOBOHM3JIUAHU S CUHAIPOM

Hapywenus co cmoponuvl mvluieunotl, ckelemHou u COeOUHUMENbHOU MKAHU

bonsb B I'emapTpo3 KpoBouznusiaue Komnapt™meHnT-
KOHEYHOCTSX" B MBIIIITY CUHJIPOM,
BTOPUYHBIN K
KPOBOTCUCHHIO
Hapywenus co cmoponbl nouek u Mouesbigo0AWUx nymet
KpoBoteuenue u3 [Toueunas
YPOTEHUTATHHOTO HEJ0CTaTOYHO
TpakTa (BKJIHOYast CThb / oCTpas
reMaTypHIo u MOoYeYHAs
MeHopparuio®), HEJI0CTATOYHO
HapyIICHUE CTb,
GyHKIINH TOYeK BTOpUYHBIE K
(BKITIOUAst KPOBOTEUYECHUIO
MOBBILICHHE u
KOHIIEHTPAILUN JIOCTaTOYHBIE,
KpeaTHHHHA, 4TOOBI
MOBBIIIICHHE MPUBECTH K
KOHIEHTpaluu runonepdy3uu
MOYEBUHBI KPOBHU) , He(pomartus,
acCOLMHPOBaH
Hasi C IPUEMOM
AHTUKOAryJsiH
TOB

Obwue HapyweHnus u

peaxkyuu e mecme 66e0¢eHUs

anopaz[KaA VYxyaumenue JlokanbHBIN
nepudepudeckuii | 00IIEro oTex”

OTCK, CHUKCHHUE CaMOYyBCTBHS

oO1mel MpIIIeYHON | (BKIJTFOYAst

CHWJIBI ¥ SHEPTUU HEJIOMOTaHHUE)

(BKITFOUAst c1Ta0OCTH
1 aCTCHHIO)

JlabopamopHvle u uncmpymenmanbHble OaHHble

IloBbimieHue
axtuBHOcTH JIJITA,
TIOBBI-

IIEHHEe aKTUBHOCTH
umaser’,
TIOBBIIIICHUE
aKTHBHOCTH
aMmIasser

Tpasmsl, unmoxcukayuu u 0Cl10*CHeHUs. nPoyeoyp

KpoBoteuenue nocie Cocynucras
nporeayp (BKirouas IICEBJI0aHEBPU3
TIOCIIEOTIEPAITOHHYIO ma®

AHEMHUIO U
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REQOBATEREHDCTE 001

§ e
T TR

KPOBOTEUYEHHE U3
paHbl), ymo,
BbIJIEJICHHE CEeKpeTa
13 paHbI’

A _ pabmomanuce npu npodunaktuke BTD y B3pOCTBIX MAIMEHTOB, TEPEHECIINX IIAHOBYIO

OTIepaITUIO TI0 3aMEHE Ta300€IPEHHOT0 WIIH KOJICHHOT'O CyCTaBa.
B ma6bmopamice npu nevennu TI'B, BTD M npoduiakTHKe PelMAMBOB KaK OYEHb YaCTHIE Y
JKEHIIITH MOJIOXKE 55 JIeT.

€ _ Habmomanuch KaK HEYacThle B PaMKaxX NMPO(UIAKTHKH aTepOTPOMOOTHYECKHX COOBITHI Y
nanuenToB nocie OKC (mmocie 4peckokKHOro KOpOHAPHOTO BMEIIATEIHCTBA).

* — TlpumeHsuics TpEABAPUTEIBHO 3aaHHBIM BBIOOPOUYHBIA MOAXOA K COOpPY MaHHBIX IO
HEXeNaTeIbHBIM SIBJICHUSM B OTACNHbHBIX HccienoBanusx III ¢aspl. Ha ocHoBanum anammza
JAHHBIX STUX HCCIEJOBAHUNM YacTOTa HEXKEJAaTeNIbHbIX pPEaKlMil He MOBBICHUJIACh, U HOBBIX

HE)KEJaTEeNIbHBIX JIGKAPCTBEHHBIX PEaKIMii UACHTUPHUIIMPOBAHO HE OBLIO.

OnucaHue OTACIBHBIX HEXKEIATCIbHBIX PECAKIIMI

YuursiBas (hapMaKOJIOTHUECKUMA MEXaHH3M  JICUCTBUA, NpUMEHEHUE  Tpernapara
PUBAPOKCABAH BEJI®APM MoXeT COMpOBOXKAATHCS MOBBIIIEHHBIM PUCKOM CKPBITOTO WJIN
SIBHOTO KPOBOTEYEHUS W3 JIOOBIX OpPraHOB M TKaHEH, KOTOPOE MOXKET MPHUBOIUTH K
IocTreMopparndyeckor anemuu. [IpusHaku, CUMIITOMBI U

CTeNeHb TKECTH (BKJIIOYas BO3MOXKHBIN JIETAIBHBIN HMCXOJl) BapbUPYIOT B 3aBUCHUMOCTH OT
JIOKAJIM3aluY, CTETIeHU TSKECTU WM MPOJOJIKUTEIbHOCTH KPOBOTEUEHMS W/UIU aHEMUHU (CM.
paznen 4.9., noapaznen «Jleuenne KpoBOTEUEHUN).

B KIMHMYECKHMX WCCIEIOBAaHUSAX KPOBOTEUYCHUS U3 CIU3UCTHIX O000JI0YeK (a2 WMEHHO:
KPOBOTEUYEHHE U3 HOCA, JIECEH, KEITYAOYHO-KUILIEYHOTO TPAKTa, MOYEIIOJIOBOM CUCTEMBI, BKIIIOUast
AQHOMAaJIbHOE BarvMHAJbHOE WJIM YCUJICHHOE MEHCTPyaJbHOE KpPOBOTEYEHHE) U aHEeMus
HAOIOIAKMCh Yalle MPH JIUTEILHOM JICYCHHH PUBAPOKCA0AHOM IO CPAaBHEHHUIO C JICUCHUEM
ABK. Takum o0pa3om, B [ONOJHEHHE K HIEKANIEMy KIMHHYECKOMY HAOIIOJACHHUIO,
7abopaTOpHOE HCCJICOBAHME TEeMOIVIOOMHA/TEMAaTOKPUTA MOXKET OBITh 3HAYUMBIM IS
BBISIBJICHUSI CKPBITBIX KPOBOTEUEHHI U KOJMYECTBEHHOM OLIEHKM KIMHMYECKON 3HAYUMOCTHU
SIBHBIX KPOBOTEYEHUU, KOTOPBIE OYIyT COUTEHBI JOMYCTUMBIMU. PUCK pa3BUTHUS KPOBOTECUEHUI
MOXXET YBEJIMYUBATHCS Y OMNPENEICHHBIX TPYyNN NalUEHTOB, HAlpUMEp, y MNaIMEeHTOB C
HEKOHTPOJIUPYEMOMU TSIKEION apTepruaaIbHON THTIEPTEH3UEH /WU P COBMECTHOM ITPUMEHECHUN
C MpernapaTamu, BIHUSIONIMMU Ha TeMocTa3 (cM. pazzaen 4.4., moapasnen «PUCK KpOBOTEUEHUS»).
MeHcTpyallbHOE KPOBOTEUECHHE MOKET ObITh 00Jiee MHTCHCHBHBIM W/WITH TTPOJIOJIKUTEILHBIM.
I'emopparudeckrie  OCIOXHEHHS MOTYT TMPOSIBIATECS B BUAE clabocTH, OIeaHOCTH,

TOJIOBOKPYKCHUA, TFOJIOBHOM 00JIM MM HEOOBICHUMBIX OTCKOB, OJBINIKK HWJIM IIOKa, Pa3sBUTHUC
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KOTOPOTO Helb3s O0BSCHUTH JPYTMMU NpuunHamu. B d@é@ﬁ%‘@%ﬂﬁﬂk&‘[%&a@ Bt

pPa3BUBAINCH CUMIITOMBI HIIIEMUU MHOKAp/1a, TAaKKE KaK O00JIb B TPYAH U CTEHOKAPIHSL.

[Ipn npumenenun npenapata PUBAPOKCABAH BEJI®APM perucrpupoBaiuch M Takue
U3BECTHBIE OCJIOKHEHUS, BTOPUYHBIE IO OTHOLIEHUIO K TSKEIBIM KPOBOTEUEHHSIM, KaK CHHIPOM
MOBBIIICHHOTO  CyO(dacuualbHOTO  JaBJICHWs  (KOMIApPTMEHT-CHHAPOM) H  TOoYedHas
HEIOCTaTOYHOCTh  BCleACTBUE rumonepdy3uu. Takum oOpazom, clenyeT Yy4uThIBAaTh
BO3MOXXHOCTh KpPOBOTEUEHHUS IPH OICHKE COCTOSIHHSA JI000r0 MAaIMeHTa, MOJy4Yarollero
AQHTUKOAryJISHTHI.

COO6H_IGHI/IG 0 ITOAO03PEBACMBIX HEXKCIIATCIbHBIX PCAKIINAX

BaxxHo coo01maTh 0 1Mo103peBaeMbIX HeXeIaTeIbHBIX PEaKLUAX 0CTe PErUCTPalli Mpernapara ¢
[EeNbI0  O0ECIEeYEeHUs] HEMPEpPhIBHOTO MOHHUTOPHHIA COOTHOUICHHS «IIOJb3a — PHCK»
JIEKapCTBEHHOTO TIpenapara. MeauIMHCKUM paOOTHUKAM PEKOMEHYEeTCS COOOIaTh O JII0OBIX
M0JI03PEBAEMbBIX HEKENAaTEIbHBIX PEaKIMSIX JIEKApCTBEHHOTO Ipenapara 4yepe3 HalMOHAJbHbIE
CHCTEMBI COOOIICHHS O HEXeNaTeNbHBIX peaKIHsIX TOCYAapcTB — wWIeHOB EBpa3zuiickoro
HKOHOMHYECKOTO COI03a.

Poccuiickas ®@eoepayus

109012, r. Mocksa, CnaBsiHCKas 1iomansp, 1. 4, ctp. 1

DdenepanbHas ciry:x0a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBuanzop)

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

e-mail: pharm@roszdravnadzor.gov.ru

WNuTtepuer-caitT: https://roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

CuMOTOMBI

beinu 3aperucTpupoBaHbl peKue ciiydau nepeao3upoBku 10 1960 mr. B cinyuyae nepeno3upoBku
HE0O0XO0IUMO TIIATEIbHO HAOMI0JaTh MAlIMEHTA Ha TPEIMET Pa3BUTH KPOBOTEUEHHI MU IPYTHX
HE)KeNaTeNIbHBIX peakiuil. B cBs3M ¢ OrpaHUMYeHHBIM BCACHIBAaHHEM OXXHIaeTCsi (OPMUPOBAHUE
ITaTO KOHIIGHTpAauu 0e3 NalbHEeHWIIero yBeIuIeHHs CpeIHeH KOHIICHTPAIlMh pruBapoKkcabaHa B
I1a3Me Mpy IPUMEHEHUH CyIpaTepaneBTHUYEeCKUX 703, paBHBIX 50 M WM BBIIIIE.

Jleuenue

CymiecTByeT crerupuIecKuit AHTUOT (aHmekcaHeT anbda), OJIOKUPYIOLTHIT
dapmakonuHamMuueckuii 3¢ ekt puBapokcadbaHa.

B cnydae mepeno3upoBku puBapokcabaHa MOXKHO TNPUMEHSITh AKTHBUPOBAHHBIA YroJib st
YMEHbILIEHUS BCAChIBaHMSI ITpernapara.

Jleuenue kposomeuenutl

Ecaun Yy nangyueHTa, MoJIy4arouiero pHBapOKcaGaH, BO3HHUKIJIO OCJIO’KHCHUC B BUJIC KPOBOTCUCHUA,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY

JedYeHUEe JAaHHBIM TpenaparoM. llepuon TONYBBIBENEHUS pHBapoOKcadaHa COCTABIISET
npubau3uTenbHo 5 — 13 yacoB (cM. pasgen 5.2.). JledeHue MODKHO OBITh MHAMBUAYAIBLHBIM B
3aBHCHUMOCTH OT TSDKECTH M JIOKadu3aluu KpoBoTeueHUs. [lpu HeoOXoauMocTH MOXKHO
UCIIOJIb30BaTh COOTBETCTBYIOIEE CHMIITOMATHYECKOE JICUEHHE, TaKoe KaK MeXaHW4yecKas
KoMIIpeccus (HampuMep, MPU TSHKEIBIX HOCOBBIX KPOBOTEUCHHUSX), XUPYPTUISCKUI TeMOCTa3 ¢
MPUMEHEHHUEM TIPOIeAyp KOHTPOJIS 332 MPOAOKEHUEM KPOBOTEUCHHUs, MH(DY3MOHHAS Tepamnus U
reMoJuHaMH4ecKas MoAAepKKa, MPUMEHEHUE MpenapaToB KPOBU (SPUTPOLIUTAPHON MacChl HIIN
CBEKE3aMOPOKEHHOM IUIa3Mbl, B 3aBUCUMOCTH OT TOTO, BO3HUKJIA aHEMHs WJIM KOAryJornaTus)
WIN TPOMOOLIUTOB.

Ecnu nepeuncieHHble BbIllIe MEPONPUITHS HE MPUBOAAT K YCTPAHEHHUIO KPOBOTEUCHHS, MOKET
OBITh Ha3HAYCH crielUUIECKU aHTHAOT dakTopa Xa (aHaeKcaHeT abda), KOTOPBIA OJOKHUPYeT
dbapmakoguHaMuuecknii dpdexkt puBapokcabaHa, WIM Ccrenu(PUUIECKU TPOKOATYISHTHBIN
mpernapar, HampuMep, KOHIIEHTPAT TPOTPOMOMHOBOTO KOMITJIEKCA, KOHIIEHTPAT aKTUBHPOBAHHOTO
MPOTPOMOMHOBOTO KOMIUIEKCa WM pekoMOmHaHTHBIM Qaktop VIla (r-FVIla). Omnako B
HACTOALIEE BpeMsl ONBIT NPUMEHEHHUS JaHHBIX IPernaparoB Yy MalHWEHTOB, MOJyYaOUIUX
puBapokcalaH, BecbMa orpaHuyeH. JlaHHbIe peKOMEHJAIIUU TaKKE OCHOBAHBI HA OIPaHUYCHHBIX
JOKJIMHUYECKUX JaHHBIX. BO3MOXHOCTH MOBTOPHOTO BBEACHHUS PEKOMOWHAHTHOTO (hakTopa
¢daxTopa VIla u TuTpoBaHME 03Bl CJIEIyeT pAacCMAaTPUBATh B 3aBUCUMOCTH OT CHHIKCHHUS
AKTUBHOCTH KPOBOTEUEHUSI.

[Ipenmonaraerca, uyro mnpoTraMuHa cynbpar W BuUTamMHMH K He OKa3blBalOT BIMSHUE Ha
AHTUKOATyJISIHTHYI0 aKTUBHOCThH puBapokcabaHa. MmeeTcss OorpaHUYeHHBIA OMBIT MPUMEHEHUS
TPAHEKCAMOBON KHCIOTHI M OTCYTCTBYET OMBIT MPUMEHEHHUS aMHHOKAIIPOHOBOW KHCIOTHI H
anpoTWHHUHA y nanreHToB, noiaydatromux npenapat PUBAPOKCABAH BEJI®APM. Hayunoe
000CHOBaHHE 11€JIeCO00Pa3HOCTH MM ONBIT NPUMEHEHUSI CHCTEMHOr0 TI'€éMOCTaTHYECKOIo
npernapara 1eCMOIPECCUH y MalUeHToB, nonayyatouux npenapat PUBAPOCABAH BEJI®APM
OTCYTCTBYeT. YUUTHIBasi MHTCHCHUBHOE CBS3bIBAaHHE C OCIKAMH IIJ1a3Mbl, OXKHUIAETCS, YTO

pYBapokcabaH HE BEIBOAUTCS JAHAIINA3A.

5. DPAPMAKOJIOTTYECKUE CBOMCTBA

5.1. ®apmakoauHaMHuYecKHe CBOHCTBA

dapMakoTepaneBTUYECKas TpyIa: aHTUTPOMOOTHYECKHE CPENCTBA; MPSMble HHTUOUTOPHI
daktopa Xa.

Kon ATX: BO1AFO1.

Mexanusm geiicTBus
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PuBapokcabaH — BEICOKOCEIIEKTUBHBIN MPSIMOU HHrH6H1lgB:H;aEEO%'§ %T%H%Jﬁqﬂgdmﬁ

OMOJOCTYHOCTBIO IIPU MpHeMe BHYTph. IHruObupoBanue ¢akropa Xa HapyuiaeT BHYTPEHHHH U
BHEIIHUH MYTH KOAryIsIUOHHOTO Kacka/ia, MHruoupys oopa3zoBanue TpoMOuHa U (hopMupoBaHue
Tpomba. PuBapokcaban He mHrHOUpyeT TpoMOuH (akTHBUpoBaHHBIM (aktop II), a Takxke He
IIPOIEMOHCTPUPOBAJ BIUSHHS HA TPOMOOLIUTHI.

dapmakoauHamuyeckue d3PpPeKTol

VY 4enoBeka HaOmOgaeTcs [10303aBUCMMOE WHTMOMpPOBaHME aKTUBHOCTU (hakTopa Xa.
PuBapokcabaH oka3bIBaeT 10303aBUCUMOE BIMSHAE HAa IPOTPOMOMHOBOE BpEMsl, KOTOPOE XOPOILIO
KOppEJIUpPyeT ¢ KOHIEHTpaIlMsAMH puBapokcabana B 1uiazme (1=0,98), ecam nius aHanm3a
ucnonb3yercss Habop Neoplastin. [Ipy HcroNb30BaHUM IPYTUX PEAKTHUBOB PE3yJbTAThl OyIyT
ornnuathes. IIpoTpoMOuMHOBOE Bpemsi cienyeT H3MepsTh B CEeKyHOaX, mHockoibky MHO
(MEeXITyHApPOIHOE HOPMAJIM30BAaHHOE OTHOIICHHE) OTKATUOPOBAHO U CEPTUHHUIIUPOBAHO TOJIHKO
JUI IPOM3BOJIHBIX KyMaprHa U HE MOXKET IPUMEHSThCA AJIs IPYTUX aHTUKOATyJISTHTOB.

B kinuHMueckoM  (apMakoJIOTHYECKOM  HMCCIEJOBAHMU M3MEHEHUS  (papMaKoJIUHAMUKH
puBapokcabaHa y 3IO0pPOBBIX B3pOCIBIX JOOpOBOJIBLIEB (N=22) ObUIO M3YYEHO BIUSHUE
OMHOKpaTHBIX 103 (50 ME/Kr) AByX pasIWyHBIX THUIIOB KOHIIEHTpaTa MPOTPOMOWHOBOTO
koMmriuiekca: 3-gakroproro (pakropst 11, IX n X) u 4-pakropnoro (pakropst 11, VIL, IX u X). 3-
(GakTOpHBI  KOHLEHTPAaT MPOTPOMOMHOBOIO  KOMIUIEKCA CHHM3WJ CpEAHHME 3HAYCHUS
npotpombuHoBoro Bpemenu (Neoplastin), npumepHo Ha 1,0 cekyHay B Teuenue 30 MUHYT 1O
CpPaBHEHHUIO CO CHIDKCHHMEM NMPUMEPHO Ha 3,5 CeKyHIbI, HaOII0IaeMbIM TIPU UCIOJIB30BAaHUU 4-
(baKTOpHOTO KOHIIEHTpaTa MPOTPOMOMHOBOTO KoMIUIekca. Hampotus, 3-pakTopHbIN KOHIIEHTPAT
MPOTPOMOMHOBOTO KOMIUIEKCa OKa3ayl Ooliee CHIIBHOE H ObIcTpoe oOIee BIHMSHHE Ha
00paTUMOCTh U3MEHEHHH B FeHEepalluy SHIOTC€HHOTO TPOMOMHA, YeM 4-(haKTOpHBIA KOHIIEHTpAT
MPOTPOMOMHOBOTO KOMIUTEKca (cM. pasznuen 4.9.).

Taxxe  puBapokcabaH  JJ0303aBUCMMO  YBEJIMYMBACT  aKTUBUPOBAaHHOE  YaCTHYHOE
tpomboruiactuHoBoe BpeMsi (AUTB) u pesynbrar HepTest; omHako 3Tu mapamerpsl He
PEKOMEHYETCS MCTIOJIb30BaTh IJIs OIIEHKH (hapMakoanHamMuueckux 3¢dexroB puBapokcabana. B
HepUOJ] JIEUCHHs pUBApPOKCA0aHOM MTPOBOJIUTH MOHUTOPHUHT IAPAMETPOB CBEPTHIBAHUS KPOBH HE
Tpebyercs. OnHaKo, €ciu Ui 3TOr0 €CThb KJIMHUYECKOE OOOCHOBAaHUE, KOHLEHTpalUs
puBapokcabaHa MOXKET OBITH M3MepeHa MPHU MOMOIIU KaTMOPOBAHHOTO KOJIMYECTBEHHOI'O TECTa
aHTHU-Xa aKTUBHOCTH (CM. paznen 5.2.).

Knunnyeckast 3¢ (hekTuBHOCTD M 6€3011aCHOCTh

OKC

Knunnueckass mporpamma puBapokcabaHa Obuta pa3paboTaHa ¢ LEIbI0  JEMOHCTpAIHH

3 PEKTUBHOCTH pUBapoKcabaHa i NpOPHIAKTUKNA CMEPTH BCIECACTBHE CEPIACUHO-COCYIUCTHIX
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NpUYMH, HH(ApKTa MUOKapa WM UHCYJIbTA Y HaHHeHT()Iy(IZ:l}:;EH%;IIEI& OW%&DE? QééQépaa

¢ momseMoM cermenTta ST, nHpapktr muokapaa 6e3 moabema cermenta ST winu HecTabuibHAs
creHokapaus). B kmoueBoM nBoriHOM cieniom uccinenoBanuu ATLAS ACS 2 TIMI 51 15526
MalMeHTOB OBLIM CIIy4aliHBIM 00pa3oM pacmpenesieHbl B cooTHomeHuu 1:1:1 B omHy U3 Tpex
TPYIII JICYCHHS: pUBapoKcabaH 2,5 Mr mepopajabHO JIBa pas3a B JICHb, 5 MT TIEpOPAJIBHO J1Ba pa3a B
JieHb, B koMOuHanuu ¢ MoHotepanuei ACK nim n1BoitHoil antuTpombormrapHoii Tepanuei (ACK
U THeHOTMpuAnH (kionuaorpen wim tukinonuauH)). [amuentsr ¢ OKC B Bo3pacte g0 55 ner
JIOJDKHBI OBUTH UMETh JTMOO caxapHbId Auader, b0 mepeHeCeHHbI paHee HHPAPKT MUOKap/a.
Cpennee BpeMms JIeUe€HUs COCTaBWIIO 13 MecsiieB, a MAKCUMaJIbHBIA CPOK JICUEHUSI JOCTUT AT TOYTH
3 roaa. 93,2 % mauuenToB nonay4danu geueHne ACK o1HOBpeMEHHO ¢ THEHONUPUANHOM U 6,8 %
tonbko ACK. Cpenu manueHTOB, MOJNy4YaBIIMX JBOWHYIO aHTUTPOMOOLMTAPHYIO TEparuio,
98,8 % nonyuanu knonuaorped, 0,9 % — tuknonuaus u 0, 3 % — npacyrpen. [lanuenTs nonryganu
MIEPBYIO /103y puBapokcabana MUHUMYM udepe3 24 yaca u 10 7 aHen (B cpexneM 4,7 IHS) Tocie
IOCTYIUICHUsI B OOJIBHMILY, HO KaK MOYKHO CKOpee Mocje CTAaOWIM3alliM MaleHTa B XO7e
tekymero OKC (Bkimoudas mnpoueaypbl peBacKylspu3allMiM) M KOIZla IapeHTepalbHas
AQHTUKOAryJISIHTHAs Teparus 0ObIYHO MPEeKpaIaeTcs.

Kak pexum 2,5 mr puBapokcabaHa /iBa pa3a B JIeHb, TaK U 5 MT' puBapokcabaHa JBa pa3a B J€Hb
ObuTH (P PEKTUBHBI B TaTIbHEUIIIEM CHHXKEHHH YaCTOTHI CEPACYHO-COCYIUCTHIX COOBITHI Ha (hoHe
CTaHJapTHOW aHTUTpoMOouuTapHOi Tepanuu. Ilpu npueme 2,5 Mr aBa pas3a B JIeHb CHIIKAIACh
CMEPTHOCTb, U OBLIO JOKa3aHO, YTO IpU OoJiee HU3KOM /103€ PUCK KPOBOTEUEHUN HUXKE, TOITOMY
peKoMeHayeTCcsl Ha3HayaTh puUBapokcabaH B Jo3e 2,5 Mr JBa pa3a B J€Hb COBMECTHO C
monotepanueit ACK unu aBoiiHol antutpomOonurtapHoit Tepanueii (ACK u xnonunorpen win
TUKIIOHINH ) JUTS IPOPUIAKTHKI aTEPOTPOMOOTHIECKIX COOBITUH Y B3POCIIBIX TAIIHEHTOB MOCIIE
OKC ¢ noBbIIIIEHHBIMU CEPACYHBIMUA OMOMapKEpaMH.

[To cpaBHeHuIO ¢ TIae060 puBapoKcadaH 3HAYUTEIBHO CHIYKAJ MEPBUYHYI0 KOMOMHUPOBAHHYIO
KOHEYHYIO TOYKY, BKJIIOYAIOLIYI0 CMEPTh BCIEACTBUE CEPACUHO-COCYAUCTHIX MPUYMH, HHPAPKT
MHOKap/a WIM HHCYIbT. llpemmymiecTBO Tepanuu, OOYCIOBICHHOE CHIDKEHHEM CMEpPTH
BCJIE/ICTBUE CEpIEUYHO-COCYIUCTBIX COOBITUN M WH(papKTa MHOKapAa, MPOSBISIIOCH PaHO U
COXpaHsJIOCh B T€UEHHWE BCEro mepuoja JieueHus (cMm. tabnuiy 4 u pucyHok 1). Taxxe Obuta
3HAUUTENBHO CHWKCHA TepBas BTOPUYHAS KOHEYHAS TOYKA, BKJIIOYAIOIIAs CMEPTh OT BCEX
NpUYWH, HH()APKT MUOKAP/Ia WIIA HHCYIBT. JJOTOTHUTENBHBIN PeTPOCIIEKTUBHBIN aHAIN3 MTOKa3all
HOMHUHAJIBHO 3HAYMMOE CHIDKCHHE YacTOThI TPOMOO3a CTEHTA MO CPaBHEHHUIO C IUianedo (CM.
tabmuity 4). Yactora OCHOBHOM KOHEYHOM TOYKHM O€30MacHOCTH (HE CBS3aHHBIX C
aopTokopoHapHbeiM ITyHTHpOoBaHUEeM (AKII) Gompmux kpoBoTeueHuit mo mkaine TIMI) Owuia

BBIIIIE y MALMEHTOB, MOJYYaBIIUX pUBApPOKCAOaH, YeM y MAIMEHTOB, MOJIYYaBIIMX M1anedo (CM.
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Tabmuiy 6). OIHAKO YACTOTA CMEPTENbHBIX _KPOBO Lq'eﬁag‘]"dg‘r'éﬁﬁgﬁuéf{: -Ii"ﬁfpd‘rygr'spm,

TpeOyroleil JiedeHUusT BHYTPUBEHHBIMH HHOTPOIHBIMU CpPEIACTBAMH, M XHUPYPTrHYECKOTO
BMEIATENBCTBA MPH MPOJIOHDKAIOIIEMCsl KPOBOTCUSHHH ObLiIa OIMHAKOBOM JJIsl puBapoKkcabaHa u
wiane0o.

B tabnune 5 npencrabineHsl pe3ynbTaThl 3 (HEKTUBHOCTH Y MALUEHTOB, IEPEHECIINX YPECKOKHOE
kopoHapHoe BMmematenscTBO (UKB). Pesynprarsl 6e30macHOCTH B TMOATPYIIE MAIEHTOB,
neperecmnx YKB, Obtn comoctaBuMbl ¢ OOIIMMHU pe3yiabTaTaMu Oe3onmacHOCTH. [lanueHTsl ¢
MOBBIICHHBIMA ~ OMoMapkepamu  (TporonnH wim CK-MB) wu  06e3 mpenmecTBYIOMEro
uHcynbTa/TUA cocraBnsiim 80 % wuccnenyemoil momynsuuu. Pe3ynapTarsl 3TOW MOMyNsSLUU
NAIMEHTOB TaKXKe COOTBETCTBOBAIIM OOIIUM pe3ynbTaraM 3(PpPeKTUBHOCTH U 0€30MacCHOCTH.

Tabauya 4. Pe3yromamst 3¢hpexmuernocmu uz uccieooganus I gpazor ATLAS ACS 2 TMI 51

TlanuenThl ¢ HEIABHUM OCTPBIM KOPOHAPHBIM
Hccaenyemasi monyJ asiust
CHHIPOMOM ¥

TepaneBTnueckasi 103a PuBapoxcaban 2,5 mr, 1Ba

pa3a B neHb, N=5114 IInaneodo
n (%) N=5113
OtHomenne puckos (OP) n (%)
(95 % W) p-3nauenue »
CwmepTh BCIieICTBUE
CEPJICUHO-COCYAUCTHIX 313 (6,1 %)
376 (7,4 %)

MPUYKH, HTHPAPKT MUOKap/Ia 0,84 (0,72, 0,97) p=0,020*

HJIN UHCYJIBT

CmepTh BCIIeICTBUE JTIOOBIX
320 (6,3 %)

MPUYKH, HTHPApKT MUOKapa
0,83 (0,72,0,97) p=0,016*

386 (7,5 %)

HJIN UHCYJIBT

CmepTb BClleICTBUE
CepIEUYHO-COCYIUCTBIX

MPUYUH

94 (1,8 %)
0,66 (0,51, 0,86)
p = 0,002%*

143 (2,8 %)

CMepTh BCIIEICTBUE JTFOOBIX

MPUYUH

103 (2,0 %)
0,68 (0,53, 0,87)
p = 0,002%*

153 (3,0 %)

Wudapkt muokapaa

205 (4,0 %)
0,90 (0,75, 1,09) p = 0,270

229 (4,5 %)

HNucynbt

46 (0,9 %)

41 (0,8 %)
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Tpom603 cTeHTa 61 (1,2 %)
0,70 (0,51, 0,97) 87 (1,7 %)
p = 0,033%*

a) W3MEHEHHBIH Mmoaxon o0paboTku Habopa aHamM30B (MOAXOA ¢ 0O0pabOTKOW MOIHOTO
Habopa aHaIN30B MPU TPOMOO3E CTEHTA)
b) 1o cpaBHEHUIO ¢ MIaIe00; TorapuGMUIEcKoe 3HAUCHUE P-3HAYCHHS
* CTaTUCTHYECKH MTPEBOCX OIS
** HOMUHATBHO 3HAYMMBIN
Tabauya 5. Pe3ynemamwl 2¢pchexmusnocmu uz uccaedosanus 111 ghaszor ATLAS ACS 2 TIMI 51 y

nayuenmos, neperecuiux YKB

Hccnenyemas nonyasiums IanueHTHI ¢ HEJABHUM OCTPHIM KOPOHAPHBIM

cunapoMoMm, nepenecuue YKB

PuBapokca0an, 2,5 mr, 1Ba pa3a B

Ilnanedo
TepaneBTn4eckas 103a aenn, N=3114
N=3096
n (%)
n (%)

OP (95 % JIN) p-3navenue »

CwmepTh BCIIEICTBUE CEPACUHO- 153 (4.9 %)
COCYAMCTBIX MPUYUH, HHPAPKT 165 (5,3 %)

0,94 (0,75, 1,17) p = 0,572
MHOKapaa Wi UHCYIIbT

CwmepTh BClleICTBHE 24 (0,8 %)

45 (1,5 %)
CCPACUHOCOCYAUCTBIX TPUYNH 0’54 (0,33’ 0,89) p= 0,013**
CMepThb BCIIEICTBUE JTIOOBIX 31 (1,0 %)

49 (1,6 %)
TpAHH 0,64 (0,41, 1,01) p= 10,053
NudapkT muokapma 115 (3,7 %)

113 (3,6 %)
1,03 (0,79, 1,33) p = 0,829

NucynbT 27 (0,9 %)
21 (0,7 %)
1,30 (0,74, 2,31) p=0,360
Tpom0603 cTeHTa 47 (1,5 %)
71 (2,3 %)

0,66 (0,46, 0,95) p=0,026**

a) HW3MEHEHHBIN MOAX01 00padoTKN Habopa aHAIHU30B (MOAX0A ¢ 00paboTKOI MOIIHOTO Habopa
aHAJIM30B MIPH TPOMOO3€ CTEHTA)

b) mo cpaBHEHHIO ¢ MIaEe0o; JOrapuPMUIECKOE 3HAUCHUE P-3HAUCHHS
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(NOCNEOCBATENEHOCTE 0010)

** HOMHHAJIBbHO 3HAUYNMBIH

Tabauya 6. Pezyromamsr 6ezonacnocmu u3 uccaedosanus I gpazor ATLAS ACS 2 TIMI 51

Hccaexyemast momyJasinust IMauueHTHI ¢ HETABHUM OCTPBHIM KOPOHAPHBIM
cuHApOMOM ¥
PuBapoxkcadan 2,5 mr, 1Ba pasa
Inanedo
TepaneBTnueckasi 103a B JeHb, N=5115
N=5125
n (%)
n (%)
OP (95 % JIN) p-3nayenue »

Bosbiioe kpoBoTeueHue o
mkane TIMI, He cBA3aHHOE C 65 (1,3 %)

19 (0,4 %)
40pTOKOPOHAPHBIM 3,46 (2,08, 5,77) p=<0,001*
IIYHTUPOBaHUEM
CmepTrenbHOE KPOBOTEUEHHE 6 (0,1 %)

9 (0,2 %)

0,67 (0,24, 1,89) p = 0,450

CuMIITOMaTHYECKOE 14 (0,3 %)

5(0,1 %)
BHYTPUUEPEITHOE KPOBOU3IUSHUE 2,83 (1,02, 7,86) p=10,037
['mnoten3us, TpeOyromas JIeueHus
BHYTPUBEHHBIMU UHOTPOITHBIMU 3 (0,1 %) 3 (0,1 %)
npernapaTamu
XUpypruueckoe BMeIaTeIbCTBO
10 TOBOJTY MPOAOKAIOLIETOCS 7 (0,1 %) 9 (0,2 %)
KPOBOTCUCHHSI
[epenuBanue 4 wnu 60mee
€JIMHUI] KPOBU B Te€UeHUE 48 19 (0,4 %) 6 (0,1 %)
4acoB

a) TMOMyJsIUs OE30MaCHOCTH, MOIYJa0Iasl TEPAMUIO
b) 1o cpaBHEHHIO ¢ TIAIE00; JorapuHMUIECKOE 3HAUCHHUE P-3HAUCHUS

* CTATUCTUYECKU MPEBOCXOIAIINN
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Pucynox 1. Bpems 0o nepsoco nmacmynienus

COOTBETCTBYET KCNEPTHOMY OTYETY
ot 22.01.2026 N= 945

nepeuulbtt’ kol tiok il Spermitehbemu

(cmepmsb 6credcmaue cepOeyHo-coCyOUCTbIX NPUYUH, UHDAPKIM MUOKAPOA UIU UHCYIbI)

Kcapenro 2,5 Mr asa pasa B AeHb

N3 Inanebo «========-
<
“ 13 4
12 4 o o
'
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1" o '
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2 31 s~
S ~ Ornomenne puckos: 0,84
N 95 % JIH: (0,72, 0,97)
’
: 4 P-anavyenne~0,020*
0 T T Y Y T T
0 90 180 270 360 450 30 630 720 810
OTHOCHTEABHBIC JIHH ¢ MOMEHTA PAHAOMHIAIHH = anaslinn Siow

KonnuecTBo manueHToB U3 TPYIIIbl pUCKa

PupapokcaGan | 5114 | 4431 3943|3199 2609 | 2005 | 1425 878 415 89
Inane6o 5113 | 4437 3974 | 3253 2664 2059 | 1460 878 421 87
UEC/3114

Uccnenosanue I ¢azsr COMPASS (27395 maumentoB, 78,0 % myxuns, 22,0 % >KeHIIMH)

MIPOJIEMOHCTPUPOBATIO d(PPEKTUBHOCT, M 0OE30MaCHOCTh pUBapoKcabaHa st MPOPUIAKTUKHI

HEOJIAroNpHUATHBIX COOBITUH, BKIIIOYAIOUINX CMEPTh BCIIEICTBUE CEP/IEUHO-COCYAUCTHIX MPUYHH,

uHpapkT MuOKapaa, MHCYIbT, Y nmarueHToB ¢ UBC wnmu cumnroMubiM 3ITA ¢ BRICOKUM pUCKOM

uIeMu4Yeckux coopiTuii. Habmonenne 3a manueHTaMu MpoaobKaJIoch B CpeaHeM 23 Mecsia u

MakcuMyM 3,9 rona.

HaHI/IeHTBI, HC HY)XXJAaBIIHWECA B IMTIOCTOAHHOM JICUCHUU I/IHFI/I6I/ITOpaMI/I HpOTOHHOﬁ IIOMIIbI, ObLIH

paHAOMU3HMPOBaHBl HA NpPHUEM IMAHTONMpa3zoia WM Iulanebo. 3areM Bce MalueHThl ObLIN

paHIOMHU3HPOBaHbI B coOoTHOIIEeHNH 1:1:1 Ha mpuem puBapokcabana 2,5 Mr iBa pasa B 1eHp/ACK

100 mr ovH pa3 B IeHb, puBapokcabana 5 mMr aBa pasa B aeHb win Tojbko ACK 100 mr oguH pas

B ICHb U COOTBCTCTBYIOIIINEC UM Hnaue6o.

VY namuentoB ¢ UBC 6p11a MEOTOCOCYAucTast UBC n/unmu npeamecTByronui nHGapKT MUOKap/a.

Jlnst manueHToB B Bo3pacTe <65 JeT TpeOOBaIOCh HAIMYKE aTepOCKIIEPO3a, MOPAKAIOIIETO M0

KpailHel Mepe JBa COCYAUCTBIX pycia, WM MO0 KpailHeld Mepe ABa JOMOJIHUTEIbHBIX CEplI€UYHO-

COCYIHCTHIX (haKTOpa pUCKa.
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[TatmenTsl ¢ 3ITA panee nepeHecIn Takue BMe aTenLCT'i_Q::E;Ig %‘ﬁgﬁﬂlﬁg‘ %&Tﬁg&wHaﬂ

TPAHCIIOMUHATIbHAS AHTUOIUIACTHKA, WU aMITYyTal[il0 KOHEYHOCTH WJIM CTOMBI 1O TOBOIY
3a00JIeBaHNs apTEePUATBHBIX COCYIOB MM UMEJH MEPEMEKAIONIYIOCS XPOMOTY € COOTHOILICHHEM
apTepUaIbHOTO JaBICHUS JTOABDKKH/pYkH <0,90 M/vUau 3HAYUTEIBbHBIA CTEHO3 MepudepudecKux
apTepuid, WM MPEIIICCTBYIONIYIO PEBACKYJISIPU3AIMI0O COHHOM apTepuH, UM OECCHMITOMHBIN
CTeHO3 COHHOU apTepuu >50 %.

B wuccnenoBanue He BKJIIOYAIMCh IAallMEHTHI, KOTOPbIM Obula HEOOXOoquMa JBOIHAs
AHTUTPOMOOIUTapHAsl WK JApyras aHTUTpoMOouuTapHasi Tepanus, He cBazaHHas ¢ ACK, wim
IpUEM NEPOPATBHBIX aHTUKOATYJISTHTOB, a TaK)K€ MAllMeHThI ¢ BBICOKUM PUCKOM KPOBOTEUEHHS,
CepJIeYHON HEIOCTaTOYHOCTHIO ¢ (pakuueii Beiopoca <30 % wmum I wnu IV xknaccom o Hero-
MopkcKoit KapHoNorndeckoil acCOHUAIIH, TOOBIM HITEMUYECKHM HeIaKyHAPHBIM HHCYJITOM B
TedeHue | Mecsa WK JIIOOBIM TeMOpPPAaruyecKuM WM JIaKyHapHBIM HHCYJIBTOM B aHaMHeE3e.
PuBapokcaban B 103e 2,5 mr nBa pasza B neHb B komOuHanuu ¢ ACK B goze 100 mr oauH pa3 B
nenb npeBocxoana ACK B go3e 100 Mr B OTHOIIEHUU CHUXKEHHS MTEPBUYHON KOMOMHHPOBAHHOM
KOHEYHOW TOYKHM, BKJIIOYAIOIIEH CMEPTh BCIEICTBUE CEPJCUHO-COCYIUCTHIX MPUYHMH, UH(APKT
MHOKapJa ¥ MHCYJBT (CM. TabnuIly 7 U pUCYHOK 2).

VY manueHToB, MOJy4YaBIInX PUBApOKcadaH B /103€ 2,5 MT JIBa pa3a B JieHb B komOuHanuu ¢ ACK
B 03¢ 100 Mr onuH pa3 B JIeHb, HAOII01ATI0Ch 3HAYUTEIBHOE YBEIMUEHHE COOBITHI MEPBUYHOM
KOHEYHOU TOYKU 0e30MacHOCTH (OOJbIINEe KPOBOTEUCHUS 10 MOAM(PHUIMPOBAHHBIM KPUTEPHIM
ISTH) mo cpaBHenuto ¢ manueHtamu, noigydapmmmu MoHoTepanuio ACK B moze 100 mr (cm.
Tabnuiy 8).

[To mepBUYHOM KOHEYHOH TOUKE FPPEKTUBHOCTH HAOIIOJaeMOE IPEUMYIIIECTBO PUBApOKcabaHa
B 103€ 2,5 Mr 11Ba pa3a B AeHb B couetanuu ¢ ACK 100 Mr oguH pa3 B 1eHb 1o cpaBHeHuto ¢ ACK
100 mr oaus pa3 B aeHb coctaBmio OP=0,89 (95 % AU 0,7-1,1) y nauuentoB >75 net (yactora
BcTpeuaemoctu: 6,3 % npotus 7,0 %) u OP=0,70 (95 % AU 0,6-0,8) y matmentos <75 net (3,6 %
npotuB 5,0 %). Yactora OOMpIIMX KpPOBOTEUEHUH MO Moau¢puipoBaHHbM Kputepusim ISTH
cocraBuna OP=2,12 (95 % U 1,5-3,0) y maumentoB >75 net (5,2 % npotus 2,5 %) u OP=1,53
(95 % AU 1,2—-1,9) y natmentoB <75 et (2,6 % npotus 1,7 %).

[Ipumenenue manTompazona B o3¢ 40 Mr oIMH pa3 B J€Hb B JIONOJHEHHE K HM3y4aeMOMY
AHTUTPOMOOTHUYECKOMY Ipernapary NalMeHTaMH, He UMEIOIUMH KIMHUYECKOH HEOOXO0IMMOCTH
B MHTHOMTOpPE NPOTOHHOM MOMITBI, HE TMOKa3aJl0 HUKAKOH MOJb3bl B MPEJOTBPALICHUU
OCJIO’)KHEHUH CO CTOPOHBI BEPXHUX OTJEIOB >KEIyIOYHO-KHIIEYHOTO TpakTa (T.e. coUyeTaHue
KPOBOTEUEHHM M3 BEPXHUX OTJIEJIOB KEIYyJAOYHO-KUIICYHOTO TPAKTa, U3bS3BICHUI BEPXHUX
OTJIEJIOB JKEJIYI0YHO-KUIIEYHOTO TPaKTa, OOCTPYKUMH HIU Tepdopalnuud BEPXHHUX OTAEIOB

KCITYAOYHO-KHUIICYHOT'O TpaKTa); YacTOTa BO3HHUKHOBEHHUS OCIIOXKHEHUM CO CTOPOHBI BCPXHUX
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COOTBETCTBYET KCNEPTHOMY OTYETY

ot 22.01.2026 N= 945

apna_0.39 A= H00° ndintdiTd-et % Thhme,

NoJIyyaBLIEH MaHTonpason B 1o3e 40 Mr oauH pas B AeHb, U 0,44 Ha 100 nanueHTo-yeT B rpymnie,

noJy4aBiieil rmiamne6o ouH pa3 B I€Hb.

Tabauya 7. Pezynomamot a¢pgpexmuenocmu uz uccreoosarus 111 gpazer COMPASS

Hccaenyemasi
HMauuentsl ¢ UBC/3IIA 2
nonyJasiuus
PuBapoxcadan
TepanesTH4ecKas 2,5Mr 1BapasaB | 4 K 100 mr oqun
JeHb B COYeTAHUM
Ao03a pa3 B 1eHb
¢ ACK 100 mr
N=9126
OJMH pa3 B IeHb
N=9152
ITanueHThI ITanueHThI oP
KM KM
c c (95 % | p-3navenue®
% %
COOBITUSIMH COOBITUSIMH JAN)
WucynbTt, nHPapKT 076
MHUOKap/ia WA CMEPTh
379 (4,1 %) | 5,20 % | 496 (5,4 %) | 7,17 % | (0,66; | p=0,00004*
BCJIE/ICTBUE CEPJIEUHO-
0,86)
COCYAMCTBIX MPUYMH
0.58
- Uncynbt 83(0,9%) | 1,17% 142 (1,6 %) 2,23 % |(0,44; p=0,00006
0,76)
0,86
- Undapkr muokapaa 178 (1,9 %) | 2,46 % | 205 (2,2 %) | 2,94 % | (0,70; | p =0,14458
1,05)
- CmepThb BClleICTBUE
CEPJIEYHO-COCYAUCTBIX 0,78
MIPUYUH 160 (1,7 %) | 2,19 % | 203 (2,2 %) | 2,88 % | (0,64; | p=0,02053
0,96)
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IF IJ-hIJ-h
i el ol

TEETCTEBYET 3KCNEPTHOMY OTHYETY

(MOCAERORTEMHOCTE0010)

CMEPTHOCTE OT BCEX| 313 3 40, 1450 % 378 (4,1%) | 5,57% (071
NPUYHH 0.96)

0,55
Octpas HUWMIS | ) (5 00y 027 % 40 (04%) 0,60 % | (032
KOHCYHOCTHU

0,92)
a) aHaJIU3 TOMYJISIMK 110 Ha3HAYEHHOMY JICUCHHIO, IEPBUYHBIN aHAIIH3

b)

o cpapHeHuto ¢ ACK 100 mr; torapudmudeckoe 3HaUCHNUE P-3HAYCHUS

* CHIDKEHHE TIEpBUYHON KOHEUYHON TOUKU 3PPEKTUBHOCTH OBLIIO CTATUCTUYECKH 3HAYMMO BIIIIE.

JA: noeputenbHblii uHTEpBas; KM %: OLIGHKM COBOKYITHOTO pHCKa 3a00JIeBa€MOCTH IO

Kannany-Meiliepy, paccuntannbie Ha 900 nHei.

Tabauya 8. Pezynomamst 6e3onacnocmu uz uccaedosanus 111 gpazoer COMPASS

n (Kym. puck %)

Hccnenyemasi momyasinus Manuentsl ¢ UBC/3IIA »
PuBapokcaban
2,5 mr 1Ba pasa B ACK 100 mr OTHoLIEeHHe
TepaneBrnuyeckas 103a G B CORETAMIN € OHI;}:}I:: 3B PHEKOB
ACK 100 mr onnn N=9126 95 % JIN)
pPa3 B 1eHb,
N=9152 n (Ky:;.)pncx p-3uavenue »
(1)

bonbmoe kpoBoTeyeHUE 10

288 (3,9 %)

170 (2,5 %)

1,70 (1,40; 2,05)

XUPYPrUYECKOTO
BMEIIIATEIILCTRA,
TpeOyroIee MOBTOPHOMA
orepanuu
(HEecMepTenbHOE, HE B
KPUTUYECKOM OpraHe)

MOJIU(PHUIIMPOBAHHBIM p <0,00001
kputepusm ISTH

-KpoBoTeuenue co 15 (0,2 %) 10 (0,2 %) 1,49 (0,67; 3,33) p
CMEPTENBbHBIM UCX0JI0M =0,32164

- CuMnroMatuyeckoe 63 (0,9 %) 49 (0,7 %) 1,28 (0,88; 1,86) p
KPOBOTEUCHHE B =0,19679
KPUTHYECKOM OpraHe

(HECMEpTENBbHOER)

- KpoBoteuenue B Mecte 10 (0,1 %) 8 (0,1 %) 1,24 (0,49; 3,14) p

=0,65119
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- KpooTeueHue, 208 (2,9 %) 00 59 (LA 2 4T p
MPUBOJIAIIIEE K < 0,00001
TOCIUTAIH3AIHN
(HECMepTeNnbHOE, HE B
KPUTUYECKOM OpraHe, He
TpeOyroIee MOBTOPHOM
OTEepaLINH )
- C HOYHBIM IpeOBIBAaHHEM 172 (2,3 %) 90 (1,3 %) 1,91 (1,48; 2,46) p
<0,00001
- be3 HouHOTO 36 (0,5 %) 21 (0,3 %) 1.70 (0,99; 2,92) p
npeObIBaHMS =0,04983
CunbHoe 140 (2,0 %) 65 (1,1 %) 2,15 (1,60; 2,89) p
KEITYAOYHOKHUIIIEYHOE <0,00001
KPOBOTECUYCHHE
CuiibHOE BHYTPUYEPEITHOE 28 (0,4 %) 24 (0,3 %) 1,16 (0,67; 2,00) p
KpPOBOTEUECHHE =0,59858
a) aHaJIN3 TOMYJISIIMY TAIIMEHTOB [0 HAMEPEHHIO JICUUTh, IEPBUYHBIN aHAIN3
b) no cpaBHeHuto ¢ ACK 100 mr; norapupmMudeckoe 3HaUCHHE P-3HAYCHUS

JU: noseputenvHblii uHTepBal; Kym. puck: KymynsaTtuBHbBIN puck 3a001eBaeMOCTH (OIEHKH

Kammana-Metiepa) uepe3 30 wmecsies; ISTH: Mexaynaponnoe o0OmectBo mo TpomMO03y u

reMocTasy
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Pucynox 2. Bpems 0o nepsoco nmacmynienus
(uncynem, um@apkm Muoxapod,

uccneoosanuu COMPASS

10.0 4

9.0

8.0
pa3 B aeHs: 5.2 (4,7 - 5.8)
7.0~
6.0
5.0
4.0

3.0

2.0 4

CoBOKYIHasl BEPOATHOCTD (%)

ACK 100 mr oamn pas B acus: 7,2 (6,5-79)

COOTBETCTBYET KCNEPTHOMY OTYETY
ot 22.01.2026 N= 945

nepeuulbtt’ kol tiok ikt Sfpermitehbemu

cmepmb  gcnedcmeue  CepOeyHO-COCYOUCbIX  NPUYUH) 6

Kcapenro 2,5 mr asa pasa 8 aens + ACK 100 Mr ouH pa3 B AcHb

ACK 100 mMr o111 pa3 B 1eHb

Oucnxn Kannana-Mciicpa (%) 3a 30 mecancs:
Kcapenro 2,5 mr apa pasa B ieHb

+ ACK 100 mr oauu ..-""

Ornomenne puckos (95 % JIH)

0,76 (0,66-0.86)
0.0 £ T - T - - .
0 180 368 sS40 ™0 900 1095
JIHH ¢ MOMEHTa paH IOMH3ALIHH
KonnvecTBo manueHToB U3 rpymniibl pucka

PuBapokcaban 2,5 Mr iBa pa3a B | 9152 9026 7898 6352 3911 2302 658
JIeHb +
ACK 100 Mr oauH pa3 B ieHb

ACK 100 mr oguH pa3 B ienb | 9126 8982 7798 6233 3860 2253 668

JAU: noBepUTEIbHBINA HHTEPBAI

Ilayuenmoi nocne medasHeli npoyedypvl pesacKyIApU3AYUY HUNMCHEl KOHEeYHOCMU 8Cle0Cmaue

cumnmommnozo 3114

B xitoueBoMm aBoiinom cienom uccienoanuu 11 ¢pazet VOYAGER PAD 6564 nanuenta nocie

He/laBHEH yCHemHo! Mporeyphl peBacKyIsIpU3allii HIXKHEH KOHEYHOCTH (XUPYPrHYECKON MITH

SHJIOBACKYJISIPHOM,

pPaHAOMHU3HPOBAHbl CIydallHBIM 00pa3oM B

BKJIIOYas THOpPUIHBIE TpONEAyphl) u3-3a cuMmnromMHoro 3IIA Owutn

cooTHomeHun 1:1 B omHy uW3 ABYX TIpynn

AHTUTPOMOOTHUYECKOTO JICUCHUS: pUBapoKcabaH 2,5 Mr /1Ba pasza B jeHb B komOuHaiun ¢ ACK

100 mr omun pa3 B aenb wim ACK 100 mr omun pa3 B neHb. [lanuentam ObIIO pa3pemieHo

JOTIOTHUTEIBHO MOJIy4YaTh CTaHAAPTHYIO 103y KJIONMUAOrpeia OJMH pa3 B J€Hb B TEUEHUE CPOKaA

oo 6 MecsleB.

Llenpto wmccremoBaHus OBUIO TPOJEMOHCTPUPOBATH S(PPEKTHBHOCTH |

6e30macHOCTh puBapokcabana B komOuHauuu ¢ ACK ans npoduinaktuku uHpapKTa MUOKap/a,

HIIECMHUYCCKOI'0 UHCYJIbTA, CMCPTHU BCICACTBUC

CEPAEYHO-COCYAUCTBIX NIPUYUH, OCTPON UILIEMUHU

KOHEYHOCTH WJIM OOJBIION aMIyTalluk COCYJIMCTON 3THUOJIOTHH Yy MAIlUEHTOB IMOCJE HEJAaBHHUX

YCIELIHbIX MPOLIEAYP PEBACKYIAPU3ALNN HUKHUX KOHEUYHOCTEN BCIIeICTBUE CUMIITOMHOTO 311TA.

bbinu BKITIOYEHBI TAIIMEHTHI B Bo3pacte >50 net

C IOKYMCHTAJIbHO NOATBCPIKACHHBIM YMCPCHHBIM

34



o1 22.01.2026 N= 945

HJIn TAXKEJIBIM CUMIITOMHBIM aATCPOCKIIC )OTI/I‘IGCIIQHII\;l :-l:ﬁ_ﬂ&j EHH%&' : %?IQ%{-B%!TGI\/JL

COOTBETCTBYET 2KCNEPTHOMY OTYETY

MOATBEPKIECHHBIM BCEM W3 IEPEYHUCICHHOrO: KIUHUYECKH (T.e. (QYHKIHOHATHHBIMU
OTpAaHUYEHUSIMU), AHATOMHYECKH (T.e. BHU3yalu3anued, noarBepxpatomed Hamuume 3I1A
JUCTallbHEEe HAPYKHOM MOJB3/IOIIHON apTepuu) U TeMOJUHAMUYECKH (JIOABIKEUHO-TIICUEBON
nagexc [JIIIM] <0,80 wmm mamsie-maeueBor wmHACKC [[IIIN] <0,60 nns mamueHTtoB 0Oe3
peBackyJisipu3annu KoHeuHoctel B anamuese win JIIIN <0,85 wnu [N <0,65 ans nanueHTos ¢
peBacKyIspu3alell KOHEUHOCTE B aHaMHe3€). Bl MCKITFOUEHBI MAlUeHThI, HYKIABIIHECS B
JIBOWHOW aHTUTPOMOOITMTAPHOM Tepanmud B TeueHHe Oosiee 6 MecAleB WM B OO0
JIOTIOJTHUTEILHON aHTHTpoMOOoUHMTapHON Tepanuu, oTimuHoM oT ACK m kmomumorpena, wiau
NEpOpPaTbHON  AaHTUKOAryJISSHTHOM Tepamuu, a TakKe TMalueHThl C BHYTPHUYEPEITHBIM
KPOBOM3JIUAHUEM, HHCYNbTOM uin TUA B anamuese, unu nauueHTs ¢ pCK® <15 mi/mun.

CpenHsisi TPOJIOJDKUTENILHOCTh HAOMIONEHUsT cocTaBuiaa 24 Mecslla, a MaKCHUMAaJbHBIH CpPOK
HaOmoaeHus — 4,1 roga. CpeHU BO3pacT BKIFOUEHHBIX B MCCIIEIOBAHUE MAIMEHTOB COCTABHII
67 ner, a 17 % nauuenTtoB Obutu crapuie 75 ner. CpenHee BpeMs OT MPOLEAYphl MHIEKCHOU
pEeBACKyYJISIpU3aliK 0 Hadaia UCCIIEeyeMOro JIeUeHUs B 00IIel MOMyIISAIUNA COCTaBUIIO 5 THEH (6
JIHEW TOocIe XUPYpruueckom u 4 NIHS TMOcie 3HAOBACKYJISIPHOW PEBACKYJISIPU3AINU, BKIIOYAsS
rubpuanble npouenypsl). B nemom, 53,0 % nanueHToB moiydanu KpaTKOBPEMEHHYIO (DOHOBYIO
TEpaNnuio KJIOMUJIOTPEIOM CpeAHEN NpOAOKUTENbHOCTBI0O 31 neHb. CorylacHO IPOTOKOIY
WCCJICIOBAHMSI, JICUCHNUE MOXKET OBITh Ha4aTo KaKk MOXKHO CKOpee, HO He To3/Hee, yeM yepe3 10
JTHEH MMOCJIe YCTeIIHON HaIIeKaIlIed IpoleIypbl PeBACKYJIIIPU3AINN U 00€CTICUeHHs TeMOCTasa.
PuBapokcaban 2,5 mr nBa paza B aeHb B komOuHanuu ¢ ACK 100 mr onun pa3 B JA€HBb ObLI
3ppeKTUBHEE B CHIDKCHHHM NEPBUYHOM KOMOMHMPOBAHHOW KOHEYHOH TOYKH, BKJIIOYAIOLICH
uH(papPKT MUOKap/1a, UIIIEMHYECKUN HHCYIBT, CMEPTH BCIECJCTBUE CEPICTHO-COCYAUCTHIX MPUIHH,
OCTPYIO MILIEMHUIO0 KOHEYHOCTH U OOJBIIYIO aMITyTallUIO0 COCYAMCTOM 3TUOJIOTMH 110 CPAaBHEHUIO C
npueMoM Toibko ACK (cMm. Tabnuiy 9). [lepBudnast KoHeUHas TOUKa 0€30MMacCHOCTH TTO0 OOJIBIIUM
KpoBoTeueHHsM 110 1mkaige TIMI Obuia BbIlIe y manMeHToB, moay4yaBiux puBapokcadban u ACK,
0e3 yBeIMUYEHHs YMCIIa CMEPTEIbHBIX WM BHYTPUYEPEMHBIX KpoBoTeUeHUH (cM. Tabmuiy 10).
Bropuunsie koHeuHbIEe TOUKU 3D (PEKTUBHOCTH OBUTH MPOTECTUPOBAHBI B 3apaHee OMpPe/IeICHHOM

HUepapXuuecKoM MopsiIKe (CM. TadmuIry 9).
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Tabnuya 9. Pesynomamol 3¢pghexmusrnocmu u3 uece ﬂﬂﬁml:efr'lllf;ll:; ?ﬁ ‘,2;';5;";5@5%;5 1’;33: 10)

IHanueHTHI MOC/IE HEJaABHEH NMPoUEeTYPhI PeBaCKYJISPU3ALNH
Hccaenyemas nonyasauus .
HMKHel KOHEYHOCTH BCJeAcTBHe cuMnToMHoro 3ITA
PuBapoxcadan 2,5 mr
ABAa pa3a B [IeHb B ACK 100 mr
couerannu ¢ ACK OHH pa3 B 1€Hb Ornowenne
TepaneBTH4eckas 103a 100 wr oun pas B N=3278 PHCKOB
eHb n (Kym. puck 95 % An) 9
N=3286 %)
n (Kym. puck %)°
HepBI/I'lHaﬂ KOHCYHasA 0.85 (0 76: 0 96)
Touka dpdexTuBHOCTH 508 (15,5 %) 584 (17,8 %) p = 0,0043 %
- Mndapxr muoxapaa 131 (4,0 %) 148 (4,5 %) 0,88 (0,70; 1,12)
- MimemMuueckunii HHCYJIbT
71 (2,2 %) 82 (2,5 %) 0,87 (0,63; 1,19)
- CMepTh BCIEACTBHE
CEPIIEYHO-COCYAUCTBIX
NPT 199 (6,1 %) 174 (5,3 %) 1,14 (0,93; 1,40)
- Octpas uieMus
KOHEYHOCTH 155 (4,7 %) 227 (6,9 %) 0,67 (0,55; 0,82)
- bonpmas amnyranus
COCYJUCTOM 3TUOJIOTUN 103 (3,1 %) 115 (3,5 %) 0,89 (0,68; 1,16)
Bropuynasi kKoHeuHas
TOYKA 3(P(PEeKTUBHOCTH
Hesannanuposannas
WHJIEKCHAas
peBacKyJspu3aius
KOHCYHOCTH IIPpHU 0,88 (0,79; 0,99
peunanBUpyoLIeH 584 (17,8 %) 655 (20,0 %) =(0 0140 9% P
WIIEMUN KOHEYHOCTH ’
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o W B ol ol e Wt ol s a1 s
ML E DR ITEITRER TD U]

I'ocmuranusanyst mo

MpUINHE
CEPICUYHOCOCYTUCTHIX
COOBITHH U COOBITHI CO
CTOPOHBI KOHEYHOCTEH

(J1r000M M3 HUKHUX 0,72 (0,62; 0,85)

. 0 0 b b b b p
KOHEYHOCTEH) 262 (8,0 %) 356 (10,9 %) <0,0001 o%*
TPOMOOTHYECKOTO
Xapakrepa

CMepTHOCTH OT BCeX
NPUYUH 321 (9,8 %) 297 (9,1 %) 1,08 (0,92; 1,27)

CoObrtusa BTD
25 (0,8 %) 41 (1,3 %) 0,61 (0,37; 1,00)

a) aHanu3 MOMYJSALUUU MAlUEHTOB MO HAMEPEHMIO JICYUTh, MEPBUYHBIA aHAJIN3; YCTAaHOBJIEHO
He3aBucumbIM KOMUTETOM 10 BbIHeceHUIO kiuHuueckux pemenuid (Independent Clinical
Adjudication Committee, ICAC)

b) coBokymHOCT, uWH(}APKTAa MHOKapJa, HIIEMHUYECKOTO WHCYJIbTA, CMEPTH BCIICJCTBUE
CEpJAECYHOCOCYAUCTHIX MPUUYHH (CMEPTh BCIEICTBUE CEPACUHO-COCYAUCTHIX IPUUMUH U CMEPThH MO
HEU3BECTHON NPHUYMHE), OCTPON HIIEMHH KOHEYHOCTH M OOJBIION aMmyTallud COCYIUCTOU
STHOJIOTUHI

C) IIPU aHAJIM3€ YYUTHIBAECTCS TOJBKO MEPBOE MOSABIEHUE COOBITUS KOHEYHON TOYKHU B IMpenenax
o0beMa JaHHBIX OT CyOBeKTa

d OP (95 % JW) ocHOBaHO Ha MOJAENU MPOMOPLUUOHAIBHEIX pHUCKOB Kokca,
CTpaTU(UIMPOBAHHON [0 THUITY MPOLEAYpPHl, ¥ MPUMEHEHUH KIOMHUAOTPENa C JICYCHHEM B
KayeCcTBE €IMHCTBEHHOM KOBAPUAHTHI.

e) OpHocTopoHHEE p-3HAUEHHWE OCHOBAHO Ha JIOTApU(MUYECKOM PAHTOBOM  TECTE,
CTpaTU(HUIMPOBAHHOM TIO TUITY IPOLEAYPHI U PUMEHEHHUIO KIIOMHUIOTPEla C YIETOM JICUCHUS B
KadyecTBe paxTopa.

f) ocTtpas umemusi KOHEYHOCTEH OMNpeAenseTcss KaK BHE3alHOE 3HAYUTENIbHOE YXYIIEHHE
nepdy3ud KOHEYHOCTEH, JUOO C HOBBIM JePHUIIMTOM Tyibca, JUOO0 Tpelyromiee IedeOHOTO
BMEIATeNbCTBA (HapuMep, TpoMOoIn3nca, TPOMOIKTOMUHU HITM CPOYHOM PeBACKYIISIpU3AIUN ), 1
NPUBOAALICE K TOCIUTAIN3ALNN

* CaHmxenne 3QGeKTHBHOCTH ObUIO CTATUCTUYECKUA 3HAYMMO BBIIIIE.

JW: noBepuTeNbHBINA HHTEPBAI
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cacooadinia 11 Gz VOTAGER PAD "Y1V

Hccnenyemas
MOMYJIS S

IManueHTHI MOCJIE HeaABHElH NMpoueTyPhl PeBaCKYJISIPU3aANUU
HHMKHell KOHeYHOCTH BeJjeacTBHe cuMnToMHoro 3I1A 2

PuBapoxcadan 2,5 mr

ACK 100 mr

ABa pa3a B I€Hb B OTtHowenne
coueranun ¢ ACK OJ4H pa3 B 1CHbL PHCKOB
TepaneBTHyeckas 103a _
100 mMr ogun pa3 B N=3248 95 % JIN) ©
JeHb n (Kym. Puck
N=3256 %) p-3nayenne 9
n (Kym. puck %)Y
Bosnbiioe kpoBoTeueHue
o mkane TIMI
(cBsi3aHHOE / HE 1,43 (0,97; 2,10)
CBSI3aHHOE C 62 (1,9 %) 44 (14 %) p =0,0695
A0PTOKOPOHAPHBIM
ITYHTHPOBAHUEM )
- CmeprenbHOE
KPOBOTEYCHHE 6 (0,2 %) 6 (0,2 %) 1,02 (0,33; 3,15)
- BHyTpuuepennoe
KPOBOUBIIMSHHE 13 (0,4 %) 17 (0,5 %) 0,78 (0,38; 1,61)
- SIBHOE KpOBOTEUCHME,
CBSI3aHHOE C MaJieHUEM
remoro6una Hb 46 (1,4 %) 24.(0,7 %) 1,94 (1,18; 3,17)

>5 1/nn / remaTokpuTta
Hct >15 %

Bosnbiioe kpoBoTeueHue

1,42 (1,10; 1,84)

o 0

no kpurepusam ISTH 140 (4,3 %) 100 (3,1 %) p=0,0068
- CmeprenbHOE

6 (0,2 %) 8 (0,2 %) 0,76 (0,26; 2,19)
KpOBOTEUYEHHE
- HecmeprenbHoe
KpOBOTEUYEHHE U3

29 (0,9 %) 26 (0,8 %) 1,14 (0,67; 1,93)

KPUTHYCCKU BAXXHBIX

OpraHoB
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IO CAEQOBATEREROC TS 0010

Knnanuecku 3HaunMoe

HE3HAYUTCIBHOC

246 (7,6 %) 139 (4,3 %) 1,81 (1,47; 2,23)
KpPOBOTCYCHHEC 10

kputepusm [STH

a) AHaIu3 NOMYJISIIAY 10 0€30MacHOCTH (BCE paHAOMU3HPOBAHHBIC CYOHEKTHI, TOTYYUBIIUE 110
KpaiiHeil Mepe OJHy 703y HUCCIIEyeMOro Ipernapara)

b) n = KOTUYECTBO CYOBEKTOB C COOBITUAMH, N = KOJIMUYECTBO CyOBEKTOB M3 TPYIIBI PUCKA,

% =100 * n/N, n/100 mam-i1etr = COOTHOIIICHHE YnCcia CyOhEKTOB C MHIMICHTHBIMU COOBITUSMU /
KyMYJISITUBHOE BpeMsi [TOJIBEpraHUsl PUCKY

c) OP (95 % [JU) ocHOBaHO Ha MOJAEIM MPONMOPIUOHAIBHBIX puCKOB Kokca,
CTpaTU(UIMPOBAHHON [0 THUITY MPOLEAYpPhl, ¥ MPUMEHEHUH KIOMHUAOTPENa C JICYCHHEM B
KayeCcTBE €IMHCTBEHHOM KOBAPUAHTHI.

d) JIBycTOpoHHEe p-3HaUCHHE OCHOBAaHO Ha JIOTAPU(PMUYECKOM PAHTOBOM  TECTeE,
CTpaTu(UIMPOBAHHOM TIO THUITY IPOLEAYPHI U PUMEHEHHUIO KIIOMHUIOTPENa C YIETOM JICUCHUS B
KayecTBe paxkTopa.

UBC ¢ cepoeunou nedocmamouHoCmbio

B wuccienoBanue COMMANDER HF O6putn  Britouensl 5022 marueHTa ¢ cepACYHOU
HEJOCTAaTOYHOCTHIO W YCTaHOBIEHHOW wimeMudeckoir Oonesnpto cepauna (MbC) mocne
TOCMIUATATH3AIIH TI0 TIOBOAY JEKOMIIEHCUPOBAHHOM CEPICYHON HEJJOCTATOYHOCTH, KOTOPhIE OBLITH
PaHAOMU3HPOBAHBI CIydyallHBIM 00pa3oM B OAHY M3 IBYX TPYIII JICUEHUs: puBapokcadban 2,5 Mr
nBa paza B geHb (N=2507) wmm mmane6o (N=2515), coorBercTBeHHO. OOmas menuana
MPOJOKUTEILHOCTHU JICUSHUS B MICCIIEOBaHNUU cocTaBuia 504 qHs.

[ManueHTh! JOMKHBI OBUTH UMETh CHMIITOMATHYECKYIO CEPIICYHYI0 HEJOCTATOYHOCTh B TCUCHHE
He MeHee 3 MecsleB U Qppakiiio BeIOpoca jieBoro xenynouka (OBJIK) <40 % B TeueHne ogHOTrO
rojia ¢ MOMeHTa BKJIIOUeHUs. Vicxomno Meauana (pakiuu Beiopoca coctasisiia 34 % (IQR: 28—
38 %), u 53 % yuactHukoB otHocuiuch K III mim IV knacey cornmacHo kinaccudukanuu Hero-
ﬁOpKCKOﬁ KapJAHOJIOTHYECKON aCCOLIMALUH.

[TepBuunblii ananu3 3¢GGHEKTUBHOCTH (T. €. COBOKYITHOCThH IOKa3aTejel CMEPTHOCTH OT BCEX
IpUYMH, UHQAPKTa MUOKApJa WIM UHCYJIbTa) HE BBISBHJI CTATUCTUYECKU 3HAYMMOW Pa3HUIIBI
MEXIy TpYNIOH, MmojyyaBieil puBapokcabaH 2,5 Mr JBa pas3a B JIeHb, U IPYINIOH Iuianedo ¢
OP=0,94 (95 % U1 0,84—1,05), p=0,270. Uto KacaeTcs CMEPTHOCTH OT BCEX MPUUYUH, TO MEXKIY
pYBapokcabaHoOM U TuTare0o He OBLIO pa3IMunid B KOJMYECTBE COOBITHI (YacToTa coobITHiA Ha 100
nanuento-iet; 11,41 nporus 11,63 (OP: 0,98; 95 % AU: 0,87-1,10; p=0,743). YHacTtoTa pa3BUTHA
uHpapkTa Muokapaa Ha 100 mauuenTo-set (puBapokcabaH Mo CpaBHEHUIO ¢ TIaedo) cocTaBuiIa

2,08 nporus 2,52 (OP 0,83; 95 % AU: 0,63—1,08; p=0,165), a yactora cnydaeB uHcysnbta Ha 100

39



COOTBETCTBYET 2KCNEPTHOMY OTYETY
o1 22.01.2026 N= 945

nanueHTo-yuet cocrasuia 1,08 nporus 1,62 (OP} 0,66; 95”);%1}@?/&'—{}5%%%%;)3ééﬂgéHaﬂ

KOHEYHasi TOUKa 0€30MacHOCTH (T.€. COUEeTaHHE CMEPTENHLHOI0 KPOBOTCUCHHS MIIM KPOBOTECUCHHUS
B KPUTHYECKYI0 00JacTb C TOTEHUUAIbHOW TOCTOSHHOW TMOTepeill TPyHOCIOCOOHOCTH)
Habmonanack y 18 (0,7 %) mauueHToB B Tpymnie puBapokcabaHa 2,5 Mr aBa pas3a B IeHb U y 23
(0,9 %) nanmenToB B rpymmne mianebo, coorserctsenHo (OP=0,80; 95 % AN 0,43—1,49; p=0,484).
B rpynme puBapokcabaHa HaOJIOJANIOCh CTATHCTUYECKH 3HAYMMOE YBEIMYCHHE YaCTOTHI
6onpmux KpoBoTeueHuid o kpurepusMm ISTH o cpaBhenuro ¢ mane6o (yacrora coObITHI Ha
100 mauuenTo-net: 2,04 npotus 1,21, OP 1,68; 95 % JAU: 1,18-2,39; p=0,003).

VY manueHToB ¢ cep/IeYHON HEOCTAaTOYHOCTHIO JIETKON M CpelHel cTeneHu d(PQeKThl JeUeHUs B
noarpynne uccinepoBanust COMPASS Obin cxoxumu ¢ 3¢pdexramu neueHus Beeit nccieayemMon
nonyasun (cM. myHKT «BC/3ITA»).

Tlayuenmol ¢ mpouiHbIM NOZUMUBHBIM AHMUGDOCHOTUNUOHBIM CUHOPOMOM 8bICOKO20 PUCKA

B cnoncupyemoM wuccienoBaTteneM paHIOMH3UPOBAHHOM OTKPHITOM MHOTOLIEHTPOBOM
UCCIICIOBAaHHUH C 3aCJICTUIEHHON OLIEHKOW KOHEYHBIX TOUEK PUBAPOKCA0aH U3ydyascs B CPAaBHEHUH
¢ BapdapuHOM y TAIUMEHTOB C TpoMOO30M B aHaMHe3¢ M C BBICOKMM PHUCKOM
TPOMOOIMOOIMUECKIX COOBITHH, Y KOTOPBIX AHMArHOCTUPOBAH aHTU(OCHOIUTIUIHBII CHHIPOM
(MOMOXKUTENBHBIN pe3yNbTaT AJI BCEX TPEX TeCTOB Ha aHTU(HOCPOTUNUAHBIN CUHIPOM: HATHYUE
BOJIYAHOYHOTO aHTUKOATyJISIHTa, aHTUTEN K KapIUOIUIUHY ¥ aHTUTEN K 0eTa-2-TITUKOIPOTEHHY
1). Iocne BxmoueHust 120 manueHToB UCCIeI0BaHUE OBLIO MPEKPAIIEHO JOCPOYHO 10 IPUYHHE
MOBBIIICHHOW YacTOThl COOBITUH Yy TAIMEHTOB B rpymme puBapokcabaHa. CpemHsis
MIPOJIOJDKUTENIBHOCTh TIEpHoJia HaOMIoAeHUS cocTaBmwia 569 nHei. 59 manueHToB ObuH
PaHIOMM3HPOBAHbI B IPyIIly puBapokcadana B go3e 20 mr (15 Mr 11 HanueHToB ¢ KIMPEHCOM
kpearuHuHa <50 mu/muH) u 61 — B rpynny Bapdapuna (MHO 2,0 — 3,0). Tpombosmbonnyeckue
coObITus mpou3onuin y 12 % manueHToB, paHIOMU3HPOBAHHBIX B IPYyMIy pUBapokcabaHa (4
UIIeMUYECKUX UHCYIbTa U 3 uH(papKTa MUOKap/a). Y NalleHTOB, PaHI0MU3UPOBAHHBIX B IPYIIITY
Bap(dapuHa, coObITUS He OBUTM 3aperucTpHpOBaHbl. bonblioe KpoBOTeueHHE MPOU30LLI0 y 4
narueHToB (7 %) u3 rpynmsl puBapokcadbana u 2 nanueHToB (3 %) u3 rpynmnsl BapdapuHa.

5.2 PapmakokuHeTHYECKHE CBOMCTBA

Abcopbuus

PuBapokcaban ObICTpO BcachBaeTCs; MakcuMalbHasi KOHIEHTPAHS (Cmax) JOCTHTAETCS Yepe3
2—4 gaca nocJie npruemMa TabJIeTKH.

[Ipu nmpueme puBapokcabaHa BHYTPh B BHJE TaOJIETOK M03upoBKOM 2,5 Mr u 10 mr mpemnapar
BCAChIBACTCS IMPAKTUYECKH TOJIHOCTBIO M XapaKTEPH3YETCs BBICOKOH OMOAOCTYmHOCTBIO (80—
100 %) He3zaBucuMo OoT mpuema mumy. COBMECTHBIN C MUIIEH MpHEeM pUBapokcadaHa B J103€

2,5 mr u 10 mr ze Bausier Ha AUC u Ciax. TabneTku puBapokcabana B 1o3upoBke 2,5 mr u 10 mr
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dapMakOKHMHETHKA pUBapOKcabaHa MPAKTUYECKH JMHEWHA B J03aX 0 15 MI oiuH pa3 B JIEHb.
[Ipn Oosee BBICOKHMX J103aX pHUBApOKCcabaH JIEMOHCTPUPYET aOCOpPOIUI0, OrpaHUYCHHYIO
pacTBOpPEHUEM, C YMEHBIICHHOW OMOJOCTYIMHOCTBIO M CHHXKEHHON CKOPOCTHIO abcopOummu mpu
MOBBILICHUH J103bl. DTO O0Jiee BRIPaXEHO MPH NMPUEMe HATOIAK, YEM MPU IPUEME BO BPEMS €/Ibl.
dapMakOKHMHETHKA pUBapoKcabaHa XapaKTepU3yeTcst yMEpEeHHOW BapruaOeIbHOCThIO B IMAIIa30HE
(BapuannoHHbIi koapunment) ot 30 o 40 %.

BcackiBanue puBapokcabaHa 3aBUCUT OT MECTa BEICBOOOKICHHUS B JKEIYJOYHO-KUIIIEYHOM TPAKTe
(OKKT). Camxenue AUC u Ciax Ha 29 % 1 56 %, COOTBETCTBEHHO, HAOIIOAAIOCH PU BBEICHUU
rpaHyssITa puBapokcabaHa B MPOKCUMAIBHBINA OT/EN TOHKOM KUIIKH MO CPAaBHEHHIO C MIPUEMOM
1eNI0M TabNeTKH. DKCIO3UIHS Mperapara Tak)Ke YMEHBIIIAETCsl IPH €0 BBEJICHUN B AUCTAIbHBIN
OTJIe]l TOHKOM KHILIKH WM BOCXOZSAIIYyI0 000omouHyro Kumiky. Crnenyer u3beraTh BBEIEHUS
puBapokcabaHa B KETyJOYHO-KUIIEYHBIA TPAaKT TUCTAIbHEE JKENMyJKa, MOCKOJIbKY 3TO MOXET
NIOBJICYb CHIKEHHE BCACBIBAHUS M, COOTBETCTBEHHO, SKCIIO3UIIMU IIpenapara.

buonocrynmaocTs (AUC u Crax) puBapokcabana 20 Mr mpu npueme 1esoi TablIeTKH COMoCTaBuMa
¢ OMOJOCTYMHOCTRIO Mpernapara, IPUHITOrO BHYTPh B BUJE U3MEIbLYEHHON TabJIeTKU (B CMECH ¢
sI0JIOYHBIM IIOPE WJIM CYCIICHIMPOBAHHOM B BOJIE), @ TAK)KE C OMOIOCTYIMHOCTHIO TIpenapara npu
BBEJICHUU Yepe3 KEJIYIOUHBIA 30H] C MOCIEAYIOUUM IPUEMOM KUIKOTO MUTAHUSA. YUUTHIBas
IpecKa3yeMblid 10303aBUCUMBIN (hapMaKOKMHETUYECKUN MPOUIb pUBapOKcadaHa. pe3ynbTaThl
JTAHHOTO MCCieI0BaHUs OMOAOCTYITHOCTH MPUMEHUMBI TaKkKe U K 0oJiee HU3KUM J103aM.

Pacnopenenenue

B opranm3me denoBeka Ooublasi 4acTh puBapokcabana (92-95 %) cBs3biBaeTcs ¢ OenkaMu
Ta3Mbl, OCHOBHBIM CBSI3BIBAIOIIIMM KOMITOHEHTOM SIBIISIETCS CHIBOPOTOYHBIN anbOymuH. OO0beM
pacrpenesieHusi — yMEPEeHHBIN, Vs COCTABISIET MPUOIM3UTEIHHO S0 JI.

Buorpancdhopmarimsg

[Ipu npueme BHYTpb NpUOIU3UTENBHO 2/3 OT Ha3HAYCHHOH J03bI pUBapOKcabaHa MOABEPraeTCs
MeTa0OoJIM3My U B JaJbHEUIIEM BBIBOAUTCS PABHBIMHM YacTAMHU MOYKAMH U Yepe3 KHUIICYHHK.
OcraBmasicst 1/3 10361 BBIBOJUTCS MOCPEACTBOM IIPSIMOM TTOUEYHOM IKCKPEIUU B HEU3MEHECHHOM
BU/IE, [JIABHBIM 00Pa30M, 3a CYET aKTUBHON MTOYEYHON CEKPELHH.

PuBapokcaban merabonmusupyercs nocpeactsom nzopepmentoB CYP3A4, CYP2J2, a takxke ripu
IIOMOIIIM MEXaHU3MOB, HE3aBUCHUMBIX OT CHCTEMBbl LUTOXpPOMOB. OCHOBHBIMH y4YacTKaMu
O6uoTpaHcpopMaliK SBISIFOTCS OKUCICHHE MOP(POIMHOBON IPYIIIBI U THAPOJIN3 AMUIHBIX CBSI3EH.
CornacHo NaHHBIM, IOJIYYEHHBIM in Vitro, puBapokcalbaH SIBISETCS CyOCTpaToM ajsi OelKOB-
nepenocunkoB P-gp (P-rmukomnporenna) u Berp (6enka ycTOHYMBOCTH paka MOJIOUHOM JKeTIe3bl).

HeusmeneHnuprit pI/IBapOKC3.6aH ABJIACTCA CAUMHCTBCHHBIM AKTHBHBIM COCAHMHCHHECM B ILJIA3MEC
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YCJIOBCKa, OCHOBHBIC HWJIM aKTHBHBIC HthVHHDVIOIIH{/;IG:W&%%ﬁII’EPEE‘é: EJ@M(‘}HH

PuBapokcabaH, CHCTEMHBIH KIMPEHC KOTOPOTO COCTaBIsAET NpruOim3nuTensHo 10 11/49, MOXKeT ObITh
OTHECEH K JICKapPCTBEHHBIM BEIIECTBAM C HU3KUM KIIMPEHCOM.

OIUMHUHALHS

[lepmon moONyBBIBEIEHHsI TIOCIE BHYTPHBEHHOTO BBEACHHS J03BI | MTI' COCTaBIsieT OKOJIO
4,5 vacoB. Ilocrne mepopanbHOTO MpHeMa BHIBEACHHE CTAHOBUTCS OTPAHUYCHHBIM CKOPOCTHIO
BcaceiBanus. [Ipu BbIBeeHHM pUBapoKcabaHa U3 TUIa3Mbl KOHEUHBIM MEPUOM TMOYBBIBEICHUS
COCTaBJISIET OT 5 10 9 4acoB y MOJIOABIX MAaMEHTOB U OT 11 10 13 4acoB y MOXKHUIIBIX MAIUEHTOB.
Tlon

Y MyXuynH ¥ OKEHIIMH KJIMHUYECKH 3HAYUMBIX pa3nuuuii  (HapMakOKWHETUKH U
(dapmakoIMHAMHUKHN HE OOHAPYKEHO.

JINIta MoKMUJIOro Bo3pacTa

VY NOXWIbIX MallMeHTOB KOHLEHTpalMs pHUBapokcabaHa B IJIa3Me BBILIE, YEM y MOJIOJBIX
nanueHToB, cpennee 3HaueHne AUC npubnusutensHo B 1,5 pa3a mpeBbIIaeT COOTBETCTBYIOIINE
3HAUEHUS Y MOJOJBIX IMAIIMEHTOB, TJIABHBIM 00pa3oM, BCIEACTBHE KaXKYIIETOCS CHIKCHUS
(BeposATHOT0) 001IIEro U MoYeuHoro Kimpenca. Koppekius 1031 He TpeOyeTcs.

Macca Tena

Crnumkom manas wim Oonbinas Macca tena (menee 50 kr u 6osee 120 kr) auIIb HE3HAYUTETHHO
BIMSET Ha KOHLEHTpAIMIO pHBapoKcabaHa B IIa3Me (pasiuuue cocTaBiseT MeHee 25 %).
Koppekius 10361 HE TpeOyeTcs.

MeXdTHHYECKHE pa3Indus

Kinandeckn 3HAUMMBIX pa3inuuuil (papMaKOKHWHETUKH U (papMaKkoOJAMHAMUKH Yy TAIEHTOB
€BpOIEONIHON, adpoaMepuKaHCKOH, JATUHOAMEPHKAHCKOHM, SMOHCKOW WM  KHUTAWCKOU
STHUYECKOW MPUHAJICKHOCTU He HAaOII0JalI0Ch.

IToueunast HeJ1OCTATOYHOCTD

YBenuueHre KCIO3UINH pUBapoKcadaHa KOPPETUPOBAIO CO CHIDKCHHEM (YHKITUH MOYEK, YTO
OIICHUBAJIOCH 110 KIMPEHCY KpeaTUHUHA. Y TAIMEHTOB C JIETKOW CTENEHbIO HapyIIeHUs (QYyHKIIUN
nouek (kaupeHc kpeatnHuHa 50-80 mu/MuH), cpelHel CTENEeHbIO HApyIICHHUs (YHKIIUH TOYEK
(xkmupenc kpeatuHuHa 30-49 MI/MUH) WIM TSDKEJIOM CTENEHBIO HApYIICHHS (DYHKIIMH TMOYEK
(knmupeHc KpeatnHuHA 15-29 Mu/MUH) HaOMOAanOCh COOTBETCTBEHHO 1,4-, 1,5- 1, 1,6-kpaTtHOE
yBEIIMYECHUE KOHILIEHTpanuii puBapokcabana B uiazme KkpoBu (AUC). CoorBercTByloOlIee
yBenudeHUe (dapMakoguHaMuueckKuX 3(P¢ekToB ObuI0 OoJiee BBHIPAKECHHBIM. Y MAIMEHTOB C
JIETKOHM, CpPEeNHEW M TSDKEIOW CTENEHBI0 HapylieHUs (QYHKIUU TOYEK OO0Iee IMOJaBICHUE
aKTUBHOCTH (pakTopa Xa yBeIHMUNBaJIOCh COOTBETCTBEHHO B 1,5, 1,9 1 2,0 paza mo cpaBHEHUIO CO

3I0POBBIMH JJOOPOBOJIBIIAMH; IIPOTPOMOMHOBOE BpeMsl Takxke yUIHHsIoCh B 1,3, 2,2 u 2,4 paza
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COOTBCTCTBCHHO. ﬂaHHI)Ie 0 IMPUMCHCHUU I[DCH&D&%@I$HﬂMMﬁG§€H£Am \'

MAIMEHTOB C KIIMPEHCOM KpeaTuHHHA <15 MJI/MUH OTCYyTCTBYIOT. He pekoMeHayeTcss IpUMEHSTh
mpermapar |y MalUMeHTOB C KIMPEHCOM KpeatnHuHa <15 wmi/muH. Cnemyer coOmroaath
OCTOPOXXHOCTh TIPH NPUMCHEHHH Ipernapata y MalMeHTOB C KIMPEHCOM KpeaTHHHHA 15—
29 MJI/MUH.

[Ipenmonaraercs, 4To puBapokcabaH He TOIBEPTraeTCs TUAN3Y B CBS3H C BRICOKOH CBSI3aHHOCTHIO
¢ OeJIKaMH IIJIa3MBL.

IleueHOYHAS HEAOCTATOYHOCTD

VY nanueHToB ¢ HUPPO30M IIEUEHH U HapyIIeHneM (DYHKIMH [IEYEHH JIETKOH cTeneHu (kiaacc A 1o
Yaiinn-Ileto) ¢dapMakoKMHETHKa puBapokcabaHa JHIIb HE3HAYUTEIbHO OTIMYANach OT
COOTBETCTBYIOLIMX IOKa3aTeleil B KOHTPOJBHON TpyIIe 3I0POBBIX TOOPOBOJBIEB (B CpEeAHEM
ormeuaniochk yBenudeHue AUC puBapokcabana B 1,2 pa3za). Y manueHTOB ¢ IUPPO30M MEUEHU U
HapymeHneM (YHKIMU TiedeHn cpeaHeil cremeHu (kmacc B mo Yaina-IIsio) cpennsst AUC
puBapokcabaHa Oblla 3HAUMTENBHO MOBBINIEHA (B 2,3 pa3a) MO CPAaBHEHHUIO CO 3/I0POBBIMHU
no6posorbiamu. HecBsizannas AUC yBenuunBanack B 2,6 paza. Y 3TUX NAI[UEHTOB TaKKe ObLIO
CHMIKEHO BBIBE/IEHUE pUBapOKcabaHa MOYKaMH. CXOXKEe C TAKOBBIM Y MALIUEHTOB C HapyIIEHHUEM
(GyHKLIMU MOYEK cpeHel cTeneHu. JJaHHbIe 10 ManueHTaM C TSKEIbIM HapylleHHeM (yHKLIHU
IIEYEHU OTCYTCTBYIOT.

[lonaBnenue akTMBHOCTH (pakTopa Xa y MalMEHTOB C HAapyIIEHWEM (YHKLIUHU MEYCHH CpeaHeH
CTEeNEeHU ObUIO BBIPAXKEHO B 2,6 pasza CHIIbHEE, YEM Yy 3/I0POBBIX TOOPOBOJIBLEB; YBEIUUYEHHE
MPOTPOMOMHOBOTO BPEMEHH B CXOXKEH CTETeHH Bo3pacTtajo B 2,1 pasa. [laniueHTsI ¢ HapyIieHueM
(GyHKLINY TeYeHN cpeiHel cTerneHn OblIN 00siee UyBCTBUTENBHBI K pUBapoKcabaHy, u4To SBISIETCS
cieAcTBueM  Ooiee  TeCHOW  B3aWMOCBS3M  (papmakoguHaMudeckux  3pdexkroB u
(apMaKOKMHETUYECKUX MapaMeTpOB MEXJTy KOHLEHTpauued M INPOTPOMOMHOBBIM BPEMEHEM.
PuBapokcabaH NpOTHBOIIOKAa3aH NallMEHTaM C 3a00JIEBaHUSMM II€YEHH, NPOTEKAIOUIMMU C
KOAaryJonaTUel M PpHUCKOM KIMHUYECKM 3HAYMMOIO KpPOBOTEUEHHS, BKJIOUAs NALMEHTOB C
uppo3oM nedenu kiacca B u C no knaccuduxanuu Yaitng-I1sto.

DdapMaKOKMHETUUECKHE JJAHHBIC V MAIIMCHTOB

Y mammenTos ¢ OKC, nmonyvaronux puBapokcadaH B 103¢€ 2,5 MT 2 pasa B IeHb JIJIsl TPOPUITAKTUKHI
aTepOTPOMOOTHUYECKNX COOBITUA B KOMOWHAIMU C  AlCTHICAIHIIMIOBOW  KHUCIOTOM,
reoMeTpuueckoe cpeanee KoHueHtpauusm (90 % npeauKTUBHBIN UHTEpBaN) uepe3 2—4 yaca u
pUMEpHO uepe3 12 gacoB mocie mpuemMa 1035l (4TO IPUMEPHO COOTBETCTBYET MAaKCUMAIILHOW U
MHUHHUMAJIbHOW KOHIIEHTPAIMSIM B UHTEpBaJIe 103upoBaHusi) coctaBmio 47 (13—123) mMxr/m u 9,2
(4,4—18) MKT/1I, COOTBETCTBEHHO.

q)aDMaKOKI/IHGTI/I‘-IGCKaﬂ-d)aDMaKO ANHaAaMHYCCKas 3aBUCUMOCTD
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COOTHOIIIEHHE (PAPMAKOKHMHETUYECKUX IapaMeTpoB U (apMakoIMHAMUYECKHX 3(PPEKTOB
(OK/® /1) mexny KOHLIEHTpaIMel puBapokcadaHa B IIa3Me M KOHEUHBIMU
dbapmMakoIUHAMUYECKUMH TO4YKaMu (MHTHOMpoBaHWEe ¢akTopa Xa, MPOTPOMOMHOBOE BpeMs,
aKTHBUPOBaHHOE YacTUyHOe TpomoOormiactuHoBoe Bpems (AUTB) u pesymbrar HepTest).
B3anMocBs3p Mex1y KOHIIEHTpauuel puBapokcabaHa U akTUBHOCTBIO (pakTopa Xa HauIydlInm
00pa3oM MPOJEMOHCTPUPOBAHA C HUCHOJIB30BAHUEM MOJEIH Emax. i1 mpoTpoMOHHOBOTO
BPEMEHU MOJENb JIMHEHHONW pErpeccud B ILIEJIOM JIydllle OMNMUCHIBAET JaHHBIC. YTJIOBOM
KOA(P(UIIMEHT 3HAUYUTEIbHO MEHSUICS B 3aBUCHUMOCTH OT PEAKTHBOB, HCIOJIB3YEMBIX IS
orpenesneHus: mporpomMouHoBoro Bpemenu. [Ipu ucnonb3oBanun Habopa Neoplastin mcxonHoe
3HaYeHHE MPOTPOMOMHOBOI'O BPEMEHHU COCTABUIIO OKOJIO 13 CeK ¢ HAaKJIOHOM JIMHUHU OKoJIo 3—4
cek (100 mxr/m). Pesynprarel anammsa cootHomeHus OK/DJ] B uccnenoBanusax 11 u I dassr
COOTBETCTBOBAJIM aHAJIOTMYHBIM [MOKA3aTENsAM Y 3/I0POBBIX MAI[IEHTOB.

eTH
BezonacHocTh 1 3 PeKTUBHOCTH puBapoKcabaHa y AeTeil U MOIPOCTKOB B Bo3pacTe 10 18 yiet mo
noKazaHusM OCTpbii kKopoHapHbIi cuaApoM (OKC) n nmemudeckas 6one3nb cepana (MbC) /

3aboneBanue nepudepudeckux aprepuit (3[1A) He yCTaHOBIICHBI.

6. DPAPMAIEBTHUYECKHUE CBOHCTBA
6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

Slapo TabieTkn

Hennrono3za MUKPOKPUCTAIITHYECKAs
Kpockapmennosa HaTpust

['unpomerniosa (OKCHIPONUIMETHIIIICIIITION03a)
JlakT03B1 MOHOTHIpAT (Caxap MOJIOYHBIN)
Marnus creapat

Hatpus naypuncynsgar

[1neHouHast 000JI0YKa TaOJIETKHU

Cyxas cMech IS INIEHOYHOTO IMOKPBITHS OEJIOTo I[BETa: TUIIpoMeIio3a, TuTaHa quokcua (E171),
MaKpOoroJ.

6.2. HecoBmecTUMOCTD

He npumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHUs )

2 roxa.

H3MenbpuyeHHbBIE TAOJIETKHA
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N3menpuennas tabnerka npemnapata PUBAPCO KCABAH'%%W‘T(EM%TE %&Q lu B

sI0JIOYHOM ITIOpE B T€UEHHUE 4 4acoB.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NPH XPAHEHUH

[Tpu Temnepatype Hrxe 25 °C.

6.5. Xapakrep M coaepkaHue NePBUYHON YIIAKOBKHU

ITo 7, 10 mnu 14 TabneTok B KOHTYPHYIO stueiikoByto ynakoBky u3 mieHku [1BX niau [IBX/TIBAX
¥ (OJIBTU ATIOMUHHUEBOH MEYaTHOM JTaKHPOBAHHOM.

ITo 7, 10, 14, 20, 21, 28, 30, 35, 40, 42, 49, 50, 56, 60, 63, 70, 77, 80, 84, 90, 91, 98, 100 Tabnerok
B OaHKY MOJIMMEPHYIO U3 MOJIUIIPOINUIICHA UITH TTOJIUATUIIEHA BBICOKOM TIIOTHOCTHU C OCYIIUTENEM
win 0e3 Hero, YKYIOpEeHHYI0 MEMOpaHOW U3 allfoOMUHUEBOH (HoJIbru uin 6e3 Hee, YKYIOPEHHYIO
HATSTMBA€MOW WJIM HAaBUHYMBAEMOW KPBIIIKOW MOJMMEPHOM I JIEKAPCTBEHHBIX CPEICTB U3
MOJIMIIPONMJIEHA WJIM TOJMATUICHA BBICOKOW WM HHM3KOW IUIOTHOCTH C KOHTPOJIEM IIEPBOIO
BCKPBITHSI WK 06€3 HEro, C YIUIOTHSIOLIUM 3JIEMEHTOM WM O€3 HEro, ¢ OCYIIUTEIeM HIH Oe3 HEro.
Kaxnyro 6anky wu 1, 2, 3,4,5,6,7,8,9, 10, 11, 12, 13, 14 KOHTYpHBIX sIMEHKOBBIX YITAKOBOK C
MHCTPYKLHEH MO MEIUIUHCKOMY NMPUMEHEHHUIO (JIMCTKOM-BKJIABIIIEM) TOMEIIAIOT B MAYKy U3
KapTOHa.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHHM HMCHOJb30BAHHOIO
JICKapCTBEHHOI0 Npenapara WJIM OTXOA0B, TMOJYYECHHBIX IOCjIe TNPHMEHEeHHus:
JIEKAPCTBEHHOI 0 Mpenapara, u Apyrue MAaHUILYJISIIHHU ¢ PenapaToM

HN3MmenpyeHre Ta0IE€TOK

Tabnerku puBapokcabaHa MOTyT OBITh U3MEJIBYEHBI, CYCIIEHAUPOBaHbI B 50 MJI BOJbI U BBE/ICHBI
Yyepe3 Ha3oracTpajJbHBIA WIN JKETYIOYHBIN 30H] MOCNe MOATBEP)KICHHS IMOJIOKEHHUS 30HIa B
xenynake. Ilocie sToro HeoOXOAMMO HPOMBITH 30HI BOMOH. B cBsi3um ¢ Tem, 4yro abcopOums
puBapokcabaHa 3aBUCHT OT MECTa BBICBOOOXKICHHUS JEHUCTBYIOIIETO BEIIECTBA, HEOOXOIUMO
n30eraTb BBEJCHMs PHUBApOKcab0aHa ANUCTAJIbHEE XKENyJKa, B MPOTUBHOM CIy4ae 3TO MOXKET
IPUBECTH K CHUKEHHUIO a0COPOIIMHU U, CIeI0BATENBHO, K CHUKECHUIO SKCIIO3UIIUU ICHCTBYIOIIETO
BemecTBa. [locnme BBenenus Tabimetku 2,5 Mr He TpeOyeTcs He3aMeIIUTEIbHBINH NpueM
SHTEPAILHOTO MUTAHUS.

VYrunusanus

Becsk ocTaBmniics nekapcTBEHHBIN IpenapaT U OTXO/bI CIIEAYET YHUUYTOXKUTh B YCTAHOBICHHOM

MOpsIZIKE.

7. AEPKATEJIb PETUCTPAIHMOHHOI'O YIOCTOBEPEHMUSA

Poccniickas @enepanvs
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124460, r. MockBa, BH.Tep.r. MyHununansHslii okpyr CHinHO, I. 3e1eHorpaj, np-kt I'enepana
Anekceesna, 1. 50
7.1. [IpencraBuTeib AepKaTeNsl PErHCTPALMOHHOIO Y10CTOBEPEHUS

[Iperen3un noTpeOUTEINEN HAIPABIIITH 110 aJPECY:

Poccuiickas @enepanvs

OO011ecTBO ¢ OTpaHUYEHHON OTBETCTBEHHOCTHIO «Bendapm» (000 «Bendapm»)
640008, Kypranckas o61., r. Kypran, npocniekt Korcturynun, 1. 11

Ten.: +7 (3522) 48-60-00, 55-51-80

e-mail: fsk@velpharm.ru

8. HOMEP PETUCTPAHMOHHOI'O YAOCTOBEPEHHUA

9. TATA TIEPBUYHOI PETUCTPAIIMH

JlaTa niepBo perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

O6mas xapakrepuctuka jgekapcteHHoro npenapata PUBAPOKCABAH BEJI®APM nocrynna
Ha MHGOPMALMOHHOM nopTane EBpa3niickoro 3KOHOMHMYECKOIO COK3a B HH(MOPMALMOHHO-

KOMMYHUKaIMOHHOU cetu «HTepHEeT» http://eec.eaeunion.org/.
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