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OBIIAS] XAPAKTEPUCTHUKA JEKAPCTBEHHOT'O HPERAPATA?

1. HAMUMEHOBAHME JIEKAPCTBEHHOI'O IIPEIIAPATA
Pusapokcaban-JI®, 2,5 Mr, TabneTKH, HOKPBITHIE TTICHOYHOH 000I09KO.

Mem]yﬂapomloe HENMATCHTOBAHHOC HAMMECHOBAHHE

Pusapokca6an (Rivaroxaban). 3134 B-2024

2. KAYECTBEHHBINA Y KOJIMYECTBEHHBIA COCTAB

Kaxxnas Tabnerka, MOKphITas IUICHOYHOU 0OOJIOUKOM, COIEPIKHT:

Oeticmeyloujee seujecmso. puBapokcaban — 2,5 Mr;

6cnomoz2amenvHble  6ewyecmeq, HAludue KOMOPLIX —Cledyem Y4umvléamv 6 COCmase
JleKapcmeenH020 npenapama: J1aKTo3a MOHOTHIpAT, HaTpUs Jiay puIICyNb(ar, KpocKapMeio3a
HaTpHL.

[TonHBIi CIHCOK BCIIOMOraTe/IbHBIX BEIIECTB CM. B paszene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKpHITHIE MIIEHOYHON 06OTOUKOH.
Kpyribie TabneTku IBOSKOBBITYKIION (OPMBI, TOKPHITEIE 060JI0UKO# PO30BOTO IBETA.

4. KIMHUYECKHUE JAHHBIE

4.1 Iloka3aHusi K IPHMEHEHHIO

— PuBapokcaban-JI® mokasan B KOMOMHAIMH TOJNBKO C AlETH/ICATMIMIOBON KHCIOTOH HIH C
ALETUJICATUIIUIOBOM KHMCIIOTOH B COYETAHWH C KIIOMUAOTPEIOM HIM THKIONUIHHOM JUIS
MPO(UIAKTHKH aTEPOTPOMOOTHYECKHX OCIOKHEHHH Y B3POCIBIX TAMEHTOB, [EPEHECIINX
OCTpEIH KopoHapHbIH cuaapom (OKC) ¢ moBkImeHeM KapAHOCTIeMUpUIECKHX GHOMapKepOB
(cMm. paspens1 4.3, 4.4 u 5.1).

— PuBapokcaban-JI® mnokasan B KOMOMHAUMH C AlETWICATHIMIOBOH KHUCIOTOI pu
NPO(GUIAKTHKE ATEPOTPOMOOTHYECKIX OCTIOKHEHHH Y B3POCIIBIX MALMEHTOB ¢ HIIEMUYECKOH
Gonesusro cepana (UBC) uimi cHMITOMHBIM 3a6071eBaHEEM MepH(EpPHIECKHX aprepuii (3[1A)
IIPU BEICOKOM PHCKE HIIEMHYECKUX OCIIOKHEHUI.

4.2 PesxuM 103HPOBAHHUSA H CII0CO6 NPHMeHeHHs]

Pesicum 0o3uposanun

Pexomenjyemas no3a npenapara — 1 Ta6netka Puapokca6an-JI® 2,5 mr 2 pasa B JICHb.
IIpogpunaxmuxa amepompombomuueckux ocnovcnenusi y 63pocivix nayuenmos, nepeHecuiux
ocmpuii koponapnuiii cunopom (OKC)

Hauuentam, npuaumMaromum Pusapokcabau-JI® 2,5 mr 2 pasa B JIEHb, TAKXKE CIIeyeT MPUHUMATh
alCTHIICATHIMIOBYIO KHCIIOTY B CYTOYHOM /103€ 75-100 MI MM aleTHICATUIMIIOBYIO KHCIIOTY B
CyTouHOH no3e 75-100 Mr B KOMOMHAIMH ¢ KIONMAOTPENOM B CyTOYHOH [03e 75 MT WM
THKJIOIUTNHOM B CTaH/IAPTHO# CYTOYHOM /103€.

IIpoBonmmoe neyenne ciexyer perysIspHO OLEHHBATH B HHIUBH/yaJIbHOM TOPSJIKE ¥ KaXI0ro
MalMeHTa ¢ TOYKH 3pEeHHs OanaHca MEXIY PUCKAMH Pa3BUTHS HIIEMHYECKUX OCIOKHEHHH U
KpoBOTeueHHH. Jleuenue JOKHO IpoiieBaThcs Ha mepuon Goiee 12  MecsueB B
MHIUBHITY aJIbHOM MOPSIKE, IIOCKOJIBKY OIIBIT IPMMEHEHHS OTPaHHYEH 10 24 MecsA1es (cM. paszien
1)

Haunnare nevenne mpenaparom Pusapoxcaban-JI® HeoOGX0IuMO Kak MOXKHO paHbILE TI0CTe
CTa0WJIM3aliH COCTOSIHES, cBszaHHOro ¢ OKC, BKmouas IPOLEAYPBI 10 PEBACKYJISPU3AIHH.
Hauunate mpuem Pusapoxcaban-JI® cremyer B Gumkaiimme 24 uaca mocne HOCTYTUICHHS
[TAlMCHTa B CTAMOHAP M KOI/Ja Tepamnus NapeHTepaIbHBIMH aHTHKOATY ITHTAMHE, KaK IPaBHIIO,
IIpeKpanaeTcs.
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Ipogpunaxmuka amepompombomuseckux 0CL0MUCHEHUI Y 83POCIbIX NAYUEHMOE € UMLeMUHeCKOU

Gonesnvio cepoya (MBC) unu cumnmomnvim 3abonesanuem nepupepuueckux apmepui (3114)

[Manuentam, npuaEMaroiuM PuBapokcaban-JI® 2,5 mr 2 pasa B JIeHb, TAKOKe ClIeTyeT IPHHAUMATh

AleTUICATUIMIOBYIO KUCIIOTY B CyTOUHOH 103¢ 75-100 Mmr.

V DanMeHTOB IIOCJIE YCIEIIHOW TPOLEIyphl PEBACKyJIApU3allMd HIKHEH KOHEYHOCTH

(XMpYypPrUYecKOi WM SHAOBACKYJISAPHOW, BKIIOYAs CMEIIAHHBIE IIPOLENYpPBI) II0 IIOBOIY

cumntomMHoro 3[TA nedenwe He CleayeT HAYMHATH OO TeX IIOpP, TOKa He OyJeT JTOCTUTHYT

remocra3s (cM. pazaen S5.1).

[TpoIOKUTENBHOCTE JICYEHUS CIIeAYeT ONPENeNATh Ul KaXXI0ro OTJAENBHOrO MalueHTa Ha

OCHOBE PeryJIsIpHBIX 00CIIeIOBaHMi U YYHTHIBATh PUCK TPOMOOTHYECKHX COOBITHH 10 CPABHEHHUIO

C PHCKOM KPOBOTEYEHHUSL.

OKC, HEC/3114

OoHoepemennoe npumeHeHue ¢ GHMUMpPOMOOYUMAapHoU mepanuet

VY manueHToB ¢ OCTPHIM TPOMOOTHYECKHM COOBITHEM WM COCYJMCTBIM BMEIIATEIbCTBOM H

HEOOXOJUMOCTBIO  JBOMHOM  AHTHTPOMOOLMTAPHOM  Tepamuu  IPOJOJDKEHHE  IIpHeMa

Puapoxcaban-JI® B mo3e 2,5 Mr 2 pasa B [JeHb CJIEAyeT OLEHHBATH B 3aBUCHMOCTH OT THIIA

COOBITHS MM MIPOLIETYPHI U PeXKUMa aHTUTPOMOOIIUTAPHOM TEPAITUH.

besomnacHocTs u 3¢ dekTHBHOCTS puBapokcabaHa B 103¢ 2,5 Mr 2 pa3a B CYyTKH B COYETAHHH C

JIBOWHOM aHTUTPOMOOLIUTAPHON Tepanueit u3ydaiu y MalueHTOB:

— ¢ HenasHo nepeHeceHHbIM OKC B komOunanuu ¢ ACK mmoc Ki1onuaorpes/THKIONHIRH (CM.
paznen 4.1), u

— TIOCJie HeJaBHEH NpOoIeayphbl PeBacKyIIPU3AlMH HI)KHEH KOHEYHOCTH M3-3a CUMIITOMHOTO
3IIA B coueranun ¢ ACK u, ecim NpHMEHMMO, KPaTKOBPEMEHHBIM I[IPUMEHEHHEM
Knonuaorpena (cM. paszgenst 4.4 u 5.1).

Y Nany@eHToB € OCTPHIM TPOMOOTHYECKHM SBJICHHEM I HEOOXOIMMOCTHIO BMEIIATEILCTBA HA

cocynax, KOTOpeIM TpeOyeTcsi JBOMHAS aHTHTPOMOOIMTApHAs Tepamus, CleayeT OIEHHThH

HeOOXOMMOCTh IIPOIOJDKEHHs TIpHeMa npenapara PuBapokcaban-JI® 2,5 mr 2 pa3a B JIeHb B

3aBUCHMOCTH OT THIA TPOMOOTHYECKOTO SBJICHUS WM TPOLEIYphl, a TakXe BHJA

AQHTUTPOMOOLIMTAPHOH TepaIHy.

Besonacnocts u s pexTHBHOCTS pHBapokcabana 2,5 Mr pu preMe 2 pa3a B IeHb B KOMOUHAIIUH

C AUETHIICATHIIUIOBOH KHUCIOTOH U KIOIMHIOTPENIOM HJIH THKJIOMHIHHOM OBLIH W3y4YEHBI TOJIBKO

y nanueHToB, HeasHo neperecumux OKC. [Tpumenenue 1BoiHOM aHTHTPOMOOIIMTAPHOM Tepauu

B KOMOMHANHUH ¢ IpHeMOM puBapokcabana 2,5 Mr 2 pasa B ieHb y nanuentoB ¢ UBC wmm 3I1A re

H3y4aJoch.

[lannentam, koTopeM auarsoctupoann MBC wmu 3I1A, neuenue npenapatoM Pusapokcaan-

JI® 2,5 mr 2 pasa B eHp B KOMOMHALMH C ALETHIICATHIIWIOBOM KUCI0TOR 75-100 Mr 1 pa3s B 1eHb

MOJKET OBITh HA4YaTO B JII000E BpeEMSL.

IIponyck npuema 003wl

B cmydae npomycka npuema TabieTkd HEOGXOAMMO MPONOKHTH DEryNSPHEIA IIpHeM

PEKOMEH/IOBaHHOH /10361 Npenapata PuBapokcaban-JI® 2,5 Mr B clieayrolee 3amiaHupoBaHHOE

Bpems npuema. Henb3s mpuHEMaTh ABOMHYIO 103y B Cily4ae MpOITyIEHHOH J035L.

Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na pusapoxcaban

IIpn nepexone manmentoB ¢ ABK Ha Puapokca6an-JI®, mocne mpuema Pusapoxcaban-JI®

sHagenuss MHO moryt 6b1th n0KHO moBBImeHHEBIMA. MHO He MOAXOMMT Ut OMpeIeeHus

AHTUKOATYJITHTHOM akTMBHOCTH PuBapokcaban-JI®, u 103TOMy He JOKHO MCIIONB30BAThCS C

3TOH LENbIo (CM. paszen 4.5).

Ilepexoo c pusapoxcabana na anmazonucmor sumamuna K (ABK)

CymecTByeT BO3MOXHOCT HEIOCTATOYHOTO AHTHKOATYJISHTHOTO 3(deKTa Ipu Iepexosie ¢

PuBapokcaban-JI® ma ABK. B cBs3u ¢ 3TuM, HeoGX0omuMo 06ECIEUHMTH HempephIBHBI

NOCTATOYHbIA AHTUKOAryJIsHTHBIH 3(GdekT BO Bpems NOJ0OHOrO mepexoga Ha ApYroi

aHTUKOarynsHr. Ciexyer OTMeTHTh, uTo PuBapokcaban-JI® Moxer croco6cTBOBATH

nossimenuio MHO. Ilpu nepexozne ¢ Pusapokcaban-JI® na ABK, Pusapokcaban-JI® ciemyer
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JUtst maIMeHToB, KOTOphIe He MOTYT MPOIJIOTUTH TabJIeTKH LelIHKoM, TabneTky PuBapoxcabaH-
JI® MoXHO pa3apoOMTh M CMENIaTh ¢ BOJON WM JIETKON IHINEH, Takod KaK A0J04HOE IIope,
HETIOCPEICTBEHHO Tepe]] IPUEMOM U IIPHHUMATH NIEPOPAIBHO.

Pa3ipo6ieHnyIo TabNeTKy MOKHO BBOAMTE Yepe3 JKeTyA0YHBIH 30H/ (CM. pasiensl 5.2 | 6.6).

4.3 IlpoTHBONOKA3aHUS
— TOBBIINEHHAS YyBCTBHTEJIBHOCTh K pHBApOKcadaHy MIM BCIOMOIaTebHbBIM KOMIIOHEHTaM
JIEKapCTBEHHOTO Tpernapara, IIepeYrucIeHHBIM B pazjene 6.1;
— aKTUBHOE KIIMHUYECKH 3HAYUMOE KPOBOTEUECHHE;
—  I1aTOJIOTHYECKOE HApYIIECHHE HITH COCTOSHUE, KOTOPOE CYMTACTCS 3HAUMMBIM (PAaKTOPOM pHCKa
MacCHBHOTO kpoBoTedyeHus. K HUM oTHOCSATCS:
— HMEIOLIAsACS WIH HEJJaBHO UMEBINAs MECTO SI3Ba XKEJTyA0YHO-KHIIEYHOT0 TPAKTa,
— HaJIMYHe 3JI0KaYeCTBEHHBIX HOBOOOPA30BaHUH C BHICOKMM PUCKOM KPOBOTEYEHHS,
— HeJaBHss TpaBMa I'OJIOBHOTO MJIM CIIMHHOTO MO3Ta;
— HeJaBHEE XHUPYPrU4ecKoe BMEIIATEIbCTBO Ha TOJIOBHOM, CIIMHHOM MO3re HIIH
riasax;
— HEJaBHEE BHYTPUYEPENHOE KPOBOU3IIUSHUE,
— JMarHOCTHPOBaHHOE WJIH IPE/IoIaraéMoe BapuKO3HO€E pacIIMPEHUE BEH IUIIEBO/IA;
— apTepHOBEHO3HBIC AaHOMAJIUH Pa3BUTHUS;
— COCYIHCTBIE aHEBPU3MBI HIIH NTATOJIOT U KPYITHBIX COCY/I0B CITHHHOTO HJIU T'OJIOBHOT'O
Mo3ra.

— CONYTCTBYIOIIash Tepamus JOOBIMM  JPYTMMH  AQHTHKOAryJsSHTaMH, HalpuMep,
HedpakuuoHupoBaHHb renapus (HOI'), HU3KOMONEKYISIpHBIE TeMapuHbl (IHOKCANapHH,
JanTenapud M T.J.), IPOM3BOAHbIE remapuHa (GoHmamapuHyKC U T.J.), HEepOpabHBIE
AHTUKOATYJIAHTHI (BapdapuH, faburaTpaHa STeKCUIAT, anukcabaH | T.I1.), 32 UCKITIOYEHUEM
0COOBIX ClTydyaeB IepexoJia Ha JIpyryl0 aHTHKOAryJISHTHYIO Tepanuio (cM. pasnen 4.2) uim
korna HO®I' BBOomuTCcs B m03ax, HEOOXOAMMBIX M8 OOECHEYEHUS MPOXOAUMOCTH
LEHTPAJIbHOTO BEHO3HOI'0 MM apTepUaIbHOro Karerepa (cM. pasaen 4.5);

— comyTcTByromas antTutpoMbonurapras tepanus OKC y nmanueHToB, nepeHecIuX HHCYIIBT
HJTH TPAH3UTOPHYIO HIIEMHUUYECKYIO aTaKy (cM. paszaen 4.4);

— comyrcrByromas tepanus MWBC/3[IA  anetuncamuiuioBod KHUCJIOTOH y MalMEeHTOB,
NEPEHECITNX T'eMOpPpPard4eCKUil MM JIaKyHapHbIA MHCYJIBT, @ TaKxe JI0OOH HHCYIBT B
Te4yeHue Mecsa (cM. pasznen 4.4);

— 3aboJieBaHKE NIEYEHH, COMPOBOXKIAIOIIEECs KOAryJIonaTHe, CBA3aHHOW C PUCKOM Pa3BUTHS
KITMHUYECKH 3HAYMMOI0 KPOBOTEUYEHHUS, BKIIIOYAsH TAIIUEHTOB C IIUPPO30M IeUeHH Kiaacca B
1 C no xnaccudpuxanuu Yainna-IIsio (cM. pasaen 5.2);

— Iepuoz OEpeMEHHOCTH M JIaKTaluH (cM. paszen 4.6);

— JICTCKHMH W IOJAPOCTKOBBIH nepuof 1o 18 ner (6e3omacHocTh U 3P (HEKTHBHOCTH B AaHHOM
BO3PAcTHOM IpyIIe HE YCTaHOBJICHEI).

4.4 Oco0ble yka3aHusi H MepPbI PEJOCTOPOKHOCTH IPH NPAMEHEHHH

Y nauuentos ¢ OKC spdexruBHOCTE U Ge3omacHOCT puBapokcabana B 103e 2,5 Mr 2 pasa B
CyTKH B KOMOMHAIMM C aHTUTPOMOOLMTAPHBIME MpenaparaMy u3ydaauch Toibko ¢ ACK mm
ACK nuroc KJIOTHAOrpes/ THKIIOMHTHH.

Y nanuentoB ¢ MBC/3ITA ¢ BBICOKMM PHCKOM MIIEMUYECKUX COOBITHH M3ydanu 3QPEeKTHBHOCTD
1 Oe30macHOCTh prBapokcabana B 03¢ 2,5 Mr 2 pasa B cyTky B KomOunaruu ¢ ACK.

V manueHToB moclie HeJaBHel MpoLe/Iyphl PeBaCKyJIAPU3AlMH HIKHUX KOHEYHOCTEH 110 TOBOIY
cumntoMHoro 3I1A usyyamu 3¢ (exkTHBHOCTh U G€30macHOCTh puBapokcabaHa B 103 2,5 Mr 2
pasa B neHb B KoMOuHanuu c aHtutpomOormrapHeiM mpemapatom ACK mmu ACK mmoc
KJIOTIAIOTPe KPaTKOBPEMEHHOTO NEHCTBHSL. [Ipu HEOOX0AUMOCTH JBOMHAs
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aHTHTPOMOONMTApHAS TEpands C KIOMHAOTPEIOM JOJDKHA OBITH KPaTKOCPOYHOM; CIETyeT
w36erath JUIMTEIBHON JBOMHON aHTUTPOMOOIMTAPHOM Tepamuy (cM. paszen S.1).

JledeHne B COYETAHHMH C JPYTUMH aHTUTPOMOOIMTAPHBIMH CPEICTBAMH, HalpUMEp, Mpacyrpein
WA THKArpesiop He M3y4asloch X HE PEKOMEH /LY €TCs.

B TeyeHMe BCETO MEpHO/a JIeYeHNUs] PEKOMEH Ty eTCsl KITHHHYECKOE HaOJII0/ICH)E B COOTBETCTBUHM C
HaJiIeXalel MpaKTHKOH aHTUKOAryISHTHON TEpaIiy.

Puck pazeumus kposomeueHus.

Kak ¥ TpW HpUMEHEHWM MAPYIHX AaHTHKOAryJssHTOB, Ha (oHe npuema puBapokcabaHa,
HEOOXOQMMO TIIATEIFHO HAOMIOAATE 3a MAIlMEHTaMH IS BBIABJICHHS IPU3HAKOB KPOBOTECYCHHMS.
PexoMeHnmyeTcs MCIONB30BaTh pUBApOKcabaH ¢ OCTOPOXKHOCTBIO IPH JIEYCHHH IAIHEHTOB C
NOBBIIICHHBIM PHCKOM KpoBoTe4deHHs. [Ipum pa3BUTUM TKEIOro KPOBOTCYCHUS NPHEM
puBapoxcabaHa 10/DKeH OBITh IpekpalieH (cM. pasaen 4.9).

[To pe3ynbrataM KIMHHYECKHX MCCIIENOBAHMN, KPOBOTEYEHHMS H3 CIU3HCTBIX 000JI0YEK
(HampuMep, HOCOBOE, JIECHEBOE, JKEeIlyJOYHO-KHUIIEYHOE W U3 MOYENOJIOBOTO TPAaKTa, BKIKOYas
[aTOJIOTHYECKOe BarnHATBbHOE 1 O0Jiee 00MITbHOE MEHCTPYaTbHOE KPOBOTEUEHHUE) H aHEMHSI 4acCTO
OTMEYAINCH NPH JTHTEIHHOM JICYSHUH PHBapOKcabaHOM Ha NMUKE MOHOTEPAIMH /M JIBOMHOM
aHTuTpoMboIMTapHOH Tepanuu. Cieq0BaTeNbHO, B IOTIOJHEHHE K CTAHAPTHOMY KIIMHHYECKOMY
HaOIIIOIEHHIO, M, €CIIU LeNeco00pa3Ho, MOXKET MMETh IIEHHOCTh JabopaTOpHOE OIpEe/Ie/ICHUE
YPOBHSI reMOrJI00MHa/TeMaTOKPHTA JUIsl BBISIBIEHHS CKPBITOT0 KPOBOTEUEHHUS H KOJIMUYECTBEHHAS
OLIEHKa KIIMHUYECKOH 3HAYMMOCTH SIBHOTO KPOBOTEYEHHUS.

Jlns HEKOTOpBIX MOATPYNI IAI[HEHTOB, YKa3aHHBIX HIDKE, CYINECTBYET IOBBINEHHBIH PHCK
pa3BUTHsl KpoBoTedyeHHs. CliefioBaTeNbHO, NMPH IPUMEHEHHHM pHBapokcabaHa B COYETAHHH C
JBOMHON AHTHTPOMOOLUTAPHON Tepamuedl y MalMeHTOB C M3BECTHBIM IOBBINEHHBIM PHUCKOM
KPOBOTEUEHHs JOJDKEH cOOMoIaThes Oananc Mex Iy pUCKOM KpPOBOTE€UEHHS U MPEUMYIIIECTBAMH
10 NpodHIAKTUKE HIIEMUYECKUX OCIOXKHeHHH. Kpome Toro, 3T mamueHTs ¢ MOMEHTa Havasa
JIEYCHHs JIOJDKHBI HaXOIMTBCS II0J TLIATEIbHBIM HAOIIOJEHHEM Bpaya Uil CBOEBPEMEHHOI'O
oOHapyKEHUsI TPU3HAKOB M CHMIITOMOB KpOBOTeYeHHS M aHemuu (cm. paszen 4.8). Ilpu
HEOOBSACHIMOM MAJCHHH YPOBHS TIeMOIIOOMHA WJIH apTEePHAIBHOTO [JaBICHUS HEOOXOIUMO
HCKaTh HCTOYHUK KPOBOTEUCHHSI.

XoTs JnedeHHe puBapokcabaHOM He TpeOyeT PpYTHHHOTO MOHHTOPHHIA OKCIO3HMIHH, B
UCKITIOYMTENIBHBIX CUTyalUsaX, KOrja 3HaHue 00 3KCIIO3HIMHU pHBapoKcabaHa MOXET IOMOYb B
NPUHATHH KIIHHUYECKOrO PELIEHHs], HAlPUMED, MIPHU MEPENO3UPOBKE M IKCTPEHHOH Omepanu,
U3MEPEHHE pUBapokcabaHa ¢ MOMOINBIO KaTHOPOBAaHHOTO KOJMHYECTBEHHOTO TECTa aKTHBHOCTH
npoTB Xa (hakTopa MOXKET OKa3aThCsl MMOJIe3HBIM (CM. pasaenst 5.1 u 5.2).

Ilayuenmul ¢ napywenuem @ynkyuu novex

Y NanMeHToB € NMOYEYHOH HEOCTATOYHOCTHIO TSDKEIOW CTeneHH (KIupeHc kpeaTHHuHA <30
MJI/MHH) MOXKET OBITh 3HAUUTEIEHO MOBBIIIIEHA KOHIIEHTPAIs pABapoKcabana B I1a3Me KpOBH (B
cpenHeM B 1,6 pasa), 4To, B CBOIO OYepesib, MOXKET OOYCIIOBHTh yBEIMYEHHE PUCKA PA3BHTHS
KPOBOTEYEHHS.

PuBapokcaban ciefyeT ¢ OCTOPOXHOCTBIO HAa3HAYaTh MNAlMEHTaM, Y KOTOPHIX KIMPEHC
KpeaTHHHHA cocTaBisgeT 15-29 mu/muH. JlaHHBIN IpenapaT He pPEKOMEH/IYeTcs Ha3Hayarh
[IAllMEHTaM, y KOTOPBIX KJIMPEHC KpeaTMHHHA cocTaBisieT <15 mi/MuH (cM. pa3nenst 4.2 u 5.2).
Pusapokcaban cieyeT ¢ 0CTOPOKHOCTBIO Ha3HAYATH MALUEHTAM C ITOYEYHOH HEIOCTATOYHOCTBIO
YMEPEHHOH cTeneHu (KiMpeHe kpeatTnHuHa 30-49 Mi1/MHH), KOTOpBIE OHOBPEMEHHO IIPUHUMAIOT
Apyrue  JIEKapCTBEHHBIC Mpenaparbl, O00yCIaBIMBAIOIIME YBEIHYCHHE KOHIECHTpAILMH
puBapokcabaHa B Imiasme Kposu (cM. paszen 4.5).

Bsaumooeiicmeue ¢ Opyeumu rekapcmeeHHbIMU npenapamamu

PuBapokcaban He peKOMEHJyeTCs Ha3HayaTh MAIlHEHTaM, IIOJYYalOIIUM COITYTCTBYIOMIEE
CHCTEMHOE JIEYEHHE C MIOMOIIBIO IPOTHBOIPHOKOBBIX ITPErapaToB a30JI0BOM IPYMITEI (HAIIPUMED,
KETOKOHA30JI0M, HTPAKOHA30JI0M, BOPHKOHA30JIOM U I103aKOHA30J10M) MK uHruoutopoB BHUY-
NpoTeassl (HanpuMep, PUTOHABUPOM). JlaHHEIE IpenapaTs! SBISIOTCS CHIIBHBIME HHIHOMTOpaMH
CYP3A4 u P-rmukonpoTrerHa, MO3TOMY OHH MOTYT OOYCJIOBHTEH NOBBLIIIEHHE KOHLEHTPALMH
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pHBapokcabaHa B IIa3Me KPOBH /10 KITMHHYECKH 3HAYMMOTO YPOBHS (B cpeiHeM B 2,6 pasa); uto

MOJKET TIPUBECTH K YBETHYEHHIO PUCKA PA3BUTHS KPOBOTEUEHHUs (CM. pa3en 4.5).

Cremyer coOIOaTh OCTOPOXKHOCTH B CIIydasX, KOIJa MAallMEHTHl MOJIy4YaloT COIyTCTBYIOLIEE

JIEYEHHE JIEKAPCTBEHHBIMHE ITperapaTaMy, BIUSIOIUME Ha IeMOCTa3, TAKHMH KaK HECTEPOUIHBIE

nporuBoBocnanutensupie  npenaparsl  (HIIBIT), anerwncamuununosas kucrnora (ACK) u

MHTHOMTOPBI arperanid TPOMOOLWTOB HIIM CEJIEKTHBHBIE HWHTMOMTOpPHI 0OpaTHOro 3axBara

ceporonuna (CUO3C) u wHruGUTOpHI OOPATHOrO 3axBaTa CEpOTOHHHA M HOp3MHHE(pHHA

(CHUO3CH). Kpome Toro, cieayeT paccMOTpPEeTh HEOOXOJUMOCTH IIPOBEEHUSA COOTBETCTBYIOLIETO

IpOQHIAKTHYECKOTO JICYEHHS Ul MAlMEHTOB, Y KOTOPBIX CYIIECTBYET PUCK Pa3sBUTH A3BEHHOU

OoJ1e3HN JKeITy JOYHO-KUIIEYHOT 0 TpakTa (cM. pa3aensl 4.5 u 5.1).

[TanuenTsl, npuHUMatoIue puBapokcaban B couetannu ¢ ACK unm puBapokcaban u ACK mimoc

KJIOTIMAOT PEJI/ THKJIOMMANH, JO/DKHBI MOdy4aTh mmurensHyro Tepanuto HIIBIT Tomeko B Tex

CllydasiX, KOr/ia 1oJjib3a NpeBBIIIacT UMEIOIIHICS PUCK KPOBOTCYECHHUSI.

Hpyeue ¢hakmopul pucka pazeumus kposomeueHus

PupapokcabaHn, Tak e, Kak ¥ IpyrHe aHTUTPOMOOTHYECKHE IIpernapathl, He PEeKOMEH.IyeTCs

HCII0JIb30BATh IIPH JIEYEHHH IALMEHTOB C IOBBIIIEHHBIM PHCKOM KPOBOTEUYEHHS, & UMEHHO C

TaKUMH COCTOSHHSIMH KaK:

— BPOX/IEHHBIE WU NPUOOPETEHHBIE HAPYIIIEHHUS, CBA3aHHbIE C KDOBOTECUEHUSIMH;
— HEKOHTpOJMpyeMas TsDKenasi apTepHaIbHas THIePTeH3U;

— Jpyrue 3a00/IeBaHMs JKeyOYHO-KUIIEYHOro TpakTa 6e3 aKTHBHOTO H3bA3BIECHUS, KOTOPBIE
MOTYT OCJOXHATHCS KPOBOTE€YEHHSIMH (HAmpUMep, BOCHIAIUTEIbHBIE 3a00JIeBaHUSA
KHIIEYHHUKA, 930()aruT, raCTpUT, racrpossodareanbHas pedrokcHas 60J1e3Hb;

—  COCyJHUCTasi peTHHOIIATHS,
— OpOHX03KTa3bl HIIH JITOYHOE KPOBOTEYEHHE B aHAMHE3E.

Heobxomumo cobmonaTh 0CTOPOXKHOCTH IIpU HasHaueHWH Pusapokcaban-JI® y manueHToB ¢

OKC u UBC/3IIA:

— B Bo3pacte >75 jet, nomyydaomux TobK0 ACK umu ¢ ACK B codeTaHHH ¢ KIIOMHIOTPEIOM
WM THKIIOMHAMHOM. ClIeTyeT peryisipHO OLlEHUBATh COOTHOIIEHHE IT0JIb3bI M PUCKA JICUECHHS;

— ¢ 6osee Hu3Ko# Maccoit Tema (<60 kr), nomydaromux Toasko ACK umm ¢ ACK B coueranuy ¢
KJIOIIMIOTPEJIOM HITH THKJIOTTHHHOM;

— ¢ UBC ¢ Tmxenolf CHMITOMHON CepeYHOM HENOCTATOYHOCTBIO. JlaHHBIE MCCIEIOBAHHUS
MOKAa3bIBAIOT, YTO Yy TaKMX IAIIUEHTOB MOXET OBITh MEHBINAs I0JIb3a OT JIeYEHHs
puBapokcabanoMm (cM. paszzen 5.1).

ITayuenmor co 3n0kavecmeennvimu 3a6onesanusmu

[lauuenTsr co 370KaYeCTBEHHBIM 3a00JICBAHHEM MOTYT OJHOBPEMEHHO TNOJBEPraThcs Golee

BBICOKOMY PHCKY KPOBOTEUYEHH s M TpoMO03a. MHIMBH Iy aIbHYIO 1107163y OT aHTHTPOMOOTHUYECKOH

TEPAIMH CJIElyeT COMOCTAaBJIATh C PHCKOM KPOBOTEYEHHS y MAIllHEHTOB C AaKTHBHBIM PAKOM B

3aBHCHMOCTH OT JIOKAJIM3AIMH OIyXOJIH, IPOTHBOOITYXOJIEBOM TEpAIliK M CTa UK 3a00JIeBaHMus.

Ormyxonu, pacrosioeHHbIe B JKeJyJOYHO-KUIIEYHOM HIH MOYETONOBOM TPAKTE, CBS3aHBI C

NIOBBINIEHHBIM PUCKOM KPOBOTEYEHMs BO BpEMs TEpallMd pUBapokcabaHoM. Y IalMeHTOB cO

3JI0KaYECTBEHHBIMH HOBOOOPAa30BaHHSMU C BBICOKHM PHCKOM KPOBOTEYEHHs IPMMEHEHHE

puBapokcabaHa MpOTHBOIOKa3aHo (cM. paszaen 4.3);

Tayuenmet ¢ uckyccmeeHHvimM Kiananom cepoya

PuBapokcaban He crieqyer mpuMeHsTh Uist IpouIaKTHKE 06pa3oBaHus TPOMOOB y NALUEHTOB,

HEZIABHO MEPEHECIIHNX YPECKATETEPHOE MIPOTE3NPOBAHKIE A0PTATBHOTO Kianana. D HeKTUBHOCTD

¥ 0e3011aCHOCTh pUBapoKcabaHa He H3ydalach y MAlMeHTOB ¢ HCKYCCTBEHHBIM KIIallaHOM Cepiila,

CICI0BATEIbHO, HET NAaHHBIX, MMOATBEPXKIAIOMNX aJeKBaTHOCTh AHTHKOATYJISHTHOM Tepanuu B

JaHHOH MOMYJISUMHA MALMEHTOB NIPH MpUeMe puBapokcabaHa. He pekoMeHyeTcs npuMeHeHHe

JIEKapCTBEHHOTO npenapara PuBapokcaban-JI® s yka3aHHBIX MAlHEHTOB.

Iayuenmer ¢ anmugpocgorunudnvim cundpomom

IlepopasnbHble aHTHKOATYIISTHTBI IIPSIMOTO JIEHCTBHS, BKITIOYas pUBapoKcabaH, He PEKOMEH/LYIOTCS

JUIsl TTALMEHTOB C TPOMOO30M B aHaMHe3€, Y KOTOPBIX AHATHOCTHPOBAH aHTH(OCHOIHITH IHEIH
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CHHApPOM. B uacTHOCTH, Ui MAlMEHTOB C IIOJIOXXHTEIbHBIM pE3yNBTATOM TpPEX TECTOB
(BOJTYAHOYHBIN AHTHKOATYJISHT, AHTHTENA K KApIHOMIIHY, aHTUTeNA K 6eTa-2-TJIMKOTPOTeHHY -
1) nedeHue mepopagbHBIMH AHTHKOATYJITHTAMH IPSMOTO JNEHCTBHSA MOXET OBITH CBS3aHO C
MOBLIIIEHAEM YacTOTHl PELUIMBOB TPOMOOTHYECKHX SBJICHHH IO CPaBHEHMIO C TepalueH
aHTaroHucramu ButamuHa K.
Ilayuenmul ¢ UHCYTLIMOM W/ UMY MPAHZUMOPHOU UULEMULECKOU AMAKOU 8 AHAMHE3e
Hayuenmor ¢ OKC u uncynsmom unu mpanzumopHou uwemuyeckoti amaxou (THA) 6 anamnese
[Ipumenenne puBapokcabana 2,5 Mr mpoTHBONOKa3aHo B JyiedeHnu mnanueHToB ¢ OKC m
MHCYJIbTOM HJIM TPAaH3UTOPHOH HUINEMHUYECKON aTakoi B aHamHe3e (cM. paszen 4.3). Umeromuecs
OrpaHHYeHHBIE JaHHBIE y HeOonbioro konmuyecta nanueHToB ¢ OKC u uncynsTom umu TUA B
aHaMHE3€ YKa3bIBalOT HAa TO, YTO TAKHE IALMEHTHl MOTYT HE IIOJyYHTh NPEUMYIIECTBA OT
JICYCHHUSI.
Ilayuenmvr ¢ HBC/3IIA, nepenecuiue 2emoppazudeckuti uiu JIAKYHAPHBIU UHCYIbM  UIU
UMeMUYeCcKul, HelaKyHapHulil UHCYIbM
[Tanmenter ¢ MBC/3IIA, mepeHecme reMOppardyecKdil WM JIAKyHAPHBIA HHCYJIBT WK
UINIEMUYCCKHN, HEJTAKYHapHBIA MHCYJIBT B T€YEHHE NPEABIAYIIEro Mecsla, He H3ydalauch (CM.
paszzen 4.3).
[lamuenTsI MOCNIE HEJABHUX IPOLEAYP PEBACKYJIAPH3AMA HHKHUX KOHEYHOCTEH I10 IIOBO.Y
cumnromuoro 3[IA ¢ npemmectByromuM uHCYyIbTOM Win THUA He uccnenoBanuce. JleueHus
puBapokcabanoM 2,5 Mr ciemyer u3berarh y O3THX ITAlMEHTOB, MOJIYYAIOIMX JBOMHYIO
AHTUTPOMOOLUTAPHYIO TEPAIIHIO.
Kooicnvie peaxyuu
B Xone mocTMapkeTHHroBOro HaGMIOJEHHMS BO BPEMEHHON B3aMMOCBS3M C IIPHMEHEHHEM
puBapokcabaHa coo0IIanoch O CIydasX CEphe3HBIX KOXHBIX pEaKIdi, BKJIIOYas CHHIPOM
Crusenca-/[)OHCOHA/TOKCHYECKUIA SIUAEPMATLHEINA Hekpoau3 (cM. paszen 4.8). TlanueHTs! ¢
BBICOKHM PHUCKOM Pa3BUTHS JaHHBIX PeaklMi Ha HAYaJIbHOM JTalle Tepallii: Peaki[ii BOSHHKAIOT
B OOJIBIIMHCTBE CIIy4aeB B NepBble Hezlelu jedeHus. HeoGXomuMo MpeKpaTHTh MpUMEHEHHE
puBapokcabaHa B CiIy4ae INEpBHIX INPOSBIICHHH CEPhE3HBIX KOKHBIX BBICHIIAHMH (Takue Kak
PacIpoCTPaHIOMIMECS], BBHIPAKEHHBIE W/WIM IIy3bIpYaThle), WIH JHOOBIX JAPYrHX peaKiui
TUNIEPYYBCTBUTEIBHOCTH B COYETAHUHU C MOPAKEHHSIMHU CIH3HCTHIX 000JI0Y€EK.
Hetipoakcuanvhas (3nudypansHas/cnunanbyhas) anecmesus uii nyHKyus
IIpu npoBenenuu HelpoakcHaIbHON aHecTe3WH (CHIUHATLHON/AMHIYPATbHOM AaHECTE3HH) MM
CIIHHAIBHOW/ SNUTypaTbHON ITyHKIHMH Ul MAlUeHTOB, MOJIYYalomMX aHTHTPOMOOTHYECKHE
TNpenapaTel ¢ LENbI0 NPOQUIAKTHKM TPOMOOIMOOTHIECKHX OCIOKHEHHH, CYLIECTBYET PHCK
Pa3sBUTHS MUY PATbHON HITH CIIMHATBLHOM reMaToOMbl, KOTOpast MOYKET MPHBECTH K JUTATEIEHOMY
HJTH CTOMKOMY Hapajudy.
PHCK pa3BuTHS MaHHBIX SBICHHI MOXeT ObITh TOBHINEH B CIydYae IOCIEONEPALHOHHOTO
HCIIO/Ib30BaHUs IOCTOSHHBIX OSMUAYPAIBHBIX KAaTETEPOB HIIM COIYTCTBYIOLIETO MPUMEHEHMUS
JICKapCTBEHHBIX IPENapaToB, BIMSIOMMX HA reMocTas. PHCK Takke MOXKET NOBBILIATHCS IIPH
TPaBMaTHYECKOH MM MHOTOKPATHOM 31U Ty paIbHON WM CIIHHATIBHOM ITyHKITHH.
[TarieHTh! 10TKHBI HAXOIUTHCS IO/ IOCTOSHHBIM HAGIIONIEHHEM C IEIBIO BHIBIICHHS [IPU3HAKOB
H CHMIITOMOB HEBPOJIOTHYECKUX HApyLIEHWH (HaIpuMep, OHEMEHHEe HIIH Cj1aboCcTh B HOrax,
JMCOYHKIHMS KUIIEYHHKA HIM MOYEBOTro Iy3wIpst). IIpu oGHapyseHHH HEBPOJOTHYECKHX
OTKJIOHEHHH, HEOOXOIMMO MPOBECTH CPOYHYIO AUATHOCTHKY M JICUCHHE MTAI[HEHTA.
Bpau fo/KkeH yunTEIBATH NMOTEHIMATHHYIO TONB3Y IO OTHOLIEHHIO K PHCKY, INpeXIe 4YeM
IPOBOJUTE HEHPOAKCHATIBHOE BMEMIATEIBCTBO Y MAIUEHTOB, IPHHAMAIOIINX AHTHKOATY ISHTHI,
NAUEHTOB, KOTOPHIM TPeOYyeTCs aHTUKOATY ISHTHAS TepaIus [UIs IpoQUIaKTHKH TpoMb03a.
Knnungeckuit oneiT mo nmpumeHenuto pusapokcabana 2,5 mr ¢ ACK mwm ACK B koMOuHawmu ¢
KJIOITUIOTPEJIOM MIIH THKJIOMHIMHOM B TAKHX CHUTYalMUsAX OTCYTCTBYET.
WHruGuropsl  arperanu  TPOMOOLMTOB CJETYeT OTMEHHTH COTVIACHO HHCTPYKIHH IIO
MPAMEHEHHIO OT IIPOU3BOIUTEIS.
J1st CHIDKEHMS IOTEHIMATBHOTO PUCKA PAa3BUTHS KPOBOTEUEHHS, CBA3aHHOTO C OHOBPEMEHHBIM
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NpYMEHEHHEM puBapokcabaHa u MPOBEAECHUEM HEHPOAKCHAIBHON (smHTy pasIbHOM/CITHHATBHOH)
AHECTe3WH WM CIIMHATIBHOH ITyHKIWH, CIIEyeT IPUHAMATh BO BHUMaHHE (apMaKOKHHETHYECKUH
npoduns puBapokcabaHa. YCTaHOBKY JHMOO yJaleHHE SIHIYpPabHOIO KateTepa MM
MOMOAbHYIO0 IMyHKIHIO JTydllle NPOBOAWTH TOIZA, KOIZJa IPOTHBOCBEPTHIBAIOIIECE JCHCTBHE
puBapokcabaHa olieHHBaeTCs Kak HU3Koe (cM. paszaen 5.2).
OpiHaKo TOYHOE BpeMsl JUIsl IOCTEIKEHHS IOCTATOYHO claboro aHTHKOAryJIsHTHOro sddexra y
Ka)XXJIOTO MAllHeHTa HE U3BECTHO.
Pexomenoayuu no 003upoéKe NpuU  UHBA3UBHBIX NPOUEOypax U  XUpypUHecKux
eMeuamenscmeax
B cmyuae, ecmm TpeOyercs mNpoBeNeHHE WHBA3HBHOM MIPOLEIYPhl MM XHPYPrHYECKOTO
BMeIIATeNILCTBA, IPUEM pUBapokcabaHa 2,5 Mr Clie[yeT NMpeKpaTuTh, N0 KpaifHe# Mepe, 3a 12
4acoB 10 BMENIATENbCTBA, IIPU 3TOM HEOOXOQMMO NMPUHHUMATh BO BHHMAHHE KIMHHYECKYIO
OLIEHKY, IIPOBEICHHYIO BPauoM.
Ecmu mamuent ¢ OKC roTtoBuTcs K IUIAHOBOM ONEpaliid W aHTUTPOMOOIMTApHBIH 3 dexT
HEXeJlaTelIeH, IPUEM MHTHOUTOPOB arperaiiii TPOMOOIIUTOB HEOOXOIMMO IPEKPATHTh COTIACHO
yKa3aHHUsAM B MHCTPYKIHHU 110 IIPHMEHEHHUIO OT IIPOU3BOAUTEIIS.
Ecnu nmponenypy Henmb3si OTJIOKHTH, MOBBIIIEHHBIA PUCK KPOBOTEUYEHHs CIIE/IyeT OLEHUBATH B
CPaBHEHHH C HEOOXOJMMOCTBIO CPOYHOro BMelmaTenscTBa. [IpueM puBapokcabaHa ciemyer
BO300HOBHTH II0 BO3MOXKHOCTH CKOpE€ II0C/Ie MHBA3HBHOM IIPOLEAYPHI HIH XHPYPrHYECKOro
BMEIIATEIbCTBA, ECIIH MTO3BOIAET KIIMHUYECKAst CATyallus U JJOCTUTHYT a/IeKBaTHBIA IreMocTas o
MHEHHMIO JIeYallero Bpayva (cM. paszaen 5.2).
Ilayuenmur nosicunozo eo3pacma
Prck pa3sBUTHS KDOBOTEUEHHSI MOXKET yYBEIINYMBATECS C BO3pacToM (CM. paszensi 5.1, 5.2).
Bcnomoeamenvuvie eujecmea
JlexapcTBEHHBIH IIpemapar COACPXKHT JIaKTO3y. IlalMeHTaM C peaKoO BCTpEYarommieics
HaCJIC/ICTBEHHON HENEPEHOCHMOCTBIO IaJIaKTO3bl, A€()UIIMTOM JIaKTa3bl JIONApEeil WM TIIOK030-
raJlakTO3HOM MayibabcopOrueil He crelyeT MPUHUMATh 3TOT Mpernapar.
JlekapcTBeHHBIH IIpemapar COXEpXXHT MeHee 1 Mmoab (23 Mr) HaTpus Ha 03y, TO €CTh
IIPaKTUYECKH HE COJCPIKUT HATPHSL.

4.5 BsaumoneiicTBHe ¢ APYIHMH JIEKADCTBEHHBIMH NpeNapaTaMd H JApyrHe BHIBI
B3aMMO/JEHCTBHA

Hnzubumoper CYP3A4 u P-2nuxonpomeuna

CoBmecTHOE TpMeHEHHe prBapoKcabana u ketokoHasoua (400 Mr 1 pas B IeHb) MM PHTOHABHPa
(600 mr 2 pa3sa B 1eHb) IPUBOHIIO K MOBBIIEHUIO CpejiHeli paHoBecHoi AUC puBapokcabana B
2,6/2,5 pasa u yBemnueHuio cpeHeil Cmax puBapokcabana B 1,7/1,6 pa3sa, cOnpoBOXKIAIOMEMCS
3HAYMMBIM yCHJIEHHEM (apMaKoJIMHAMH4YecKuX 3¢ (eKToB mpemnapara, CiocOOHBIX IPUBECTH K
MOBBIIIEHHOMY PHCKY pa3sBHTHs KpoBoTedeHHH. CrieoBarenbHO, MpuMeHeHne PuBapokcabaH-
JIO He pexomenayercs manMeHTaM, IMOJIYYAlOUMM CHCTEMHYIO TEPANHIO  a30JI0BBIMH
IPOTHBOTPHOKOBBIMA TIpENapaTaMy, TaKUMH KaK KETOKOHA30JI, MTPAKOHA30J], BOPHKOHA30] H
I03aKOHA30JI, WM HWHrubuTropamu mnporteasbi BUY. DTu BemecTa SBIASIOTCS CHILHBIMH
unruduropamu CYP3A4 u P-rimkonporenna (cm. paszen 4.4).

Oxmupaercs, 4To JIeKapCTBEHHBIC BEINECTBA, CHUJIBHO YTHETAIONIME TOJNHKO ONMH M3 MyTei
BbIBEJICHUS prBapokcabana — ¢ yuactueM CYP3A4 wiu P-rimkonpoTenHa — B MEHbIIEH CTENECHHA
OyyT mOBBIIATH KOHIEHTPALMIO pUBapoKcabaHa B TIa3Me.

K npumepy, kmapurpomumms (500 Mr 2 pasa B 1eHb), KOTOpPEIH CUMTACTCS CHIBHBIM HHTHGHTOPOM
CYP3A4 u ymepenHbIM HHTHOUTOPOM P-rimvkonporenna, Be3bBan yenuuenne cpenneii AUC B
1,5 pasa u Cmax puBapokcabana B 1,4 pa3a. BzaumoneicTBre ¢ KIapUTPOMHUIIMHOM, BEPOSTHO, HE
SABJIACTCS KIMHUYECKH 3HAYMMBIM ULl OOJIBIIHHCTBA MAUEHTOB, HO MOXET OBITh MOTEHI[MAIBHO
3HAYHUMBIM VIS MAIIUEHTOB C BHICOKUM PHCKOM (U1 MALIMEHTOB C IMOYEYHOH HEI0CTATOYHOCTHIO:
cM. paznen 4.4).
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Dputpomunua (500 mr 3 pasa B neHb), ymepeHHO noxapimommii CYP3A4 u P-rimkornporens,
BbibBan ypeimyenue cpeaneii AUC u Cmax puBapokcabana B 1,3 pasa. Bsammoneiictue ¢
5PUTPOMHIIMHOM, BEPOSATHO, HE HMEET KIMHAYECKOTrO 3HaueHHUs Y OOJIbIIMHCTBA MAIIUEHTOB, HO
MOYET OBITh IIOTEHI[HATHHO 3HAYUMBIM y MAI[HEHTOB C BEICOKHM PHUCKOM.

V HaIMeHToB C JErkoi oYe4HoH He0CTaTOYHOCThIO preM spuTpomunuHa (500 Mr Tpu pasa B
JIeHb) BbI3bIBaT ToBbIIeHMe cpeaneii AUC puBapokcabana B 1,8 pas u Cmax B 1,6 pas mo
CPaBHEHHIO C JMIAMH C HOPMAIbHOH (yHKIMEH modek. Y MalMEeHTOB ¢ yMEPEHHON MOYeIHOM
HEJIOCTaTOYHOCTHIO IPUMEHEHHE SPHTPOMHUIIMHA BhI3bBaIO noBbimenue cpennei AUC B 2,0 paza
# Cmax B 1,6 pa3 10 CpaBHEHHIO C TAIMEHTAMH C HOPMAaIbHOM (yHKIHeH moyek. DPdext
SPUTPOMHIIMHA JIOOJHSAET BIMSHHE OYEYHON HETOCTaTOYHOCTH (CM. pasjen 4.4).

®nykonaszon (400 mr 1 pas B jeHs), cumTarommiics ymepenHsiM uHruburopom CYP3A4,
IpPUBOIUT K yBenmueHuto cpenneit AUC pusapokcabaua B 1,4 pasa u yBenuueHue cpeHel Cmax
B 1,3 pa3a. B3aumopeiictBue ¢ (IykoHa3010M, BEPOATHO, HE SABIAETCA KIMHMUYECKH 3HAYMMBIM
IUIss GONBIMMHCTBA TAIMEHTOB, HO MOXKET OBITh MOTEHIMAIBHO 3HAYMMBIM JUIS IALMEHTOB C
BBICOKMM PHUCKOM (IS MMAI[HEHTOB C MOYEYHON HEJOCTATOYHOCTBIO: CM. paszen 4.4).
Wmeromuecss KIMHUYECKHE [aHHBIE 10 IPUMEHEHHIO JPOHEJapOHAa OrPaHUYEHBI, IMOJTOMY
cienyer u3beratb €ro COBMECTHOrO MpuMeHeHus ¢ PuBapoxcaban-JIO.

Aumukoaeynsnmol

ITocne KOMOMHMpPOBAaHHOTO Ha3HAYEHUS OJHOKcamapuHa (OZHOKpaTHOH mo3bl 40 Mr) |
puBapokcabana (omHOKpaTHOM 103kl 10 Mr) HaGIOIANOCH YCHJICHHE NEHCTBHS HpPOTUB Xa
¢akTopa, 4TO HEe COMPOBOXKAAIOCH AOMOHUTEILHBIME H3MEHEHHSIMH TECTOB Ha CBEPTHIBAEMOCTh
KpoBH (mporpomOuHOBOoe Bpems, AUTB). DHokcamapuH He BIMsI Ha (apMaKOKHHETHKY
pHuBapokcabaHa.

B CBf3M ¢ NOBBINEHHBIM PHCKOM KPOBOTEYEHHH ClieyeT COONIONaTh OCTOPOKHOCTb IpPH
npumeHennu PuBapokcaban-JI® coBMECTHO ¢ APYTHMH aHTHKOATYITHTAMH.

Hecmepouonwvie npomusosocnanumenvivie npenapamer  (HIIBII)/uneubumopur  azpezayuu
mpomboyumos

[Tocne coBMecTHOro Ha3HaueHUs puBapokcabana 15 Mr i HampokceHa B 1o3e 500 MI KITHHHYECKH
3HAQYUMOr0 yJJIMHEHMs BPEMEHH KPOBOTEYEHHUs He Habmopanock. TeM He MeHee, Y OTAEIbHBIX
JIAI[ BO3MOXKEH DoJiee BhIpaKeHHBIH (hapMaKoAHHAMUUECKUI OTBET.

[Ipr coBMECTHOM IMpPHMEHEHWH pHBapokcabaHa M AleTHICATHIIMIOBON KUCIOTHI B 103¢ 500 Mr
KJIMHAYECKH 3HAYMMBIX (hapMaKOKHHETHYECKHX U (hapMaKOAMHAMUYECKHX B3aHMMOJCHCTBHH HE
Ha0JII01aJI0Ch.

He o6napyeHO (apMaKOKMHETHYECKOrO B3aUMOJEHCTBUS MEXAY pHBapokcabaHoM 15 mr u
KionuaorpenoM (yaapHas 1o3a 300 Mr ¢ mocie Iy 'ouM Ha3HaueHHEeM MO IEPIKHBAIOIINX 103 75
MI), OZIHAKO y HEKOTOPBIX ITAalHEHTOB ObLUIO OOHAPYKEHO 3HAUMMOE YBEJIHYEHHE BPEMEHH
KPOBOTEYEHHS, HE KOPPEIHPOBABILEE C arperaniei TpoMOOIMTOB U YpOBHEM P-cenexkTiHa Win
ypoBHeM penentopoB Kk GPIIb/II]a.

Crnemyer cobmopmath OCTOPOXHOCTH NpH OAHOBpeMeHHOM HasHadenuu HIIBIT (Bxmoyas
AleTUIICATUIMIIOBYIO KHCJIOTY) M HMHTMOMTOpPOB arperamid TPOMOOLHMTOB, TaK Kak JaHHBIE
Ipenaparsl, KaK paBHuiIo, HOBBINAIOT PUCK KPOBOTeUeHHs (CM. pasnen 4.4).

Cenexmuenvie unzubumoper 06pamHo20 3ax6ama cepoMOHUHA/CEPOMOHUHA-HOPINUHEPPUHA
(CHO3C/CHO3CH)

Kax ¥ B ciyyae ¢ ApyruMH aHTHKOATyJIAHTAMH, CYIIECTBYET BEPOSATHOCTh TOTO, YTO HAIHEHTHI
IIOZIBEPratOTCsl MOBBIIEHHOMY PHCKY KPOBOTEUEHHMsI B CIydae COYETAHHOIO MPUMEHEHHS C
CHO3C umu CUO3CH u3-3a ux Biausiaus Ha TpoMGOIHUTEL [Ipi 0THOBPEMEHHOM HCIONB30BAHAH
B KJIMHMYECKOU IIPOrpamMMe pruBapokcabaHa BO BCeX IpyIIax Je4yeHus oTMeueHa 0oJjiee BEICOKas
YaCTOTa MAaCCUBHBIX HJIM HE MACCUBHBIX, KITMHUYECKH 3HAYUMBIX KPOBOTEYECHHUH.

Bapgpapun

IIpn mepeBoze manueHToB ¢ aHTaronucra Butamuna K Bapdapuna (MHO ot 2,0 mo 3,0) Ha
puBapokcaban (20 mr) wnmm ¢ puBapokcabana (20 mr) Ha BapdapHH yBEIHYHBAIOCH
nporpom6uHOoBOe BpeMss/MHO (nabop Neoplastin) B Gosblieit cTernenn, 4eM 3TOro MoxHO ObLI0
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6B OXHAATH HPH IpocToM cymmupoBanud 3hdekToB (oraenbrsie 3navenus MHO mormu
mocturath 12,0), B To BpeMs Kak Biusaue Ha AUTB, nonasnenue aktuBHOCTH Xa hakropa u
3HJIOTEHHOTO TOTEeHIHaTa TpoMOuHa OBLIO aJIHTHBHEIM.

B ciryuae HeOGXOMMMOCTH HCClIe0Banus hapMaKoanHaMIdeckuX ¢ dexToB puBapoxcabana Bo
BpeMsi TAKOro MEPEXOJHOr0 MEepHoja, B KadecTBE HEOOXOMMMBIX TECTOB, Ha KOTOphIE HE
OKa3bIBAaeT BIMSAHME BaphapHH, MOXHO HCIIOJIB30BaTh ONpENEICHHE aKTMBHOCTH IIPOTHB Xa
¢axropa, PiCT u HepTest.

Hauunas ¢ 4-ro 1Hs I0Cie OTMEHBI BapdapuHa, BCe pe3yibTaThl aHanu3oB (B ToM yucie [1B,
AYTB, unrubupoBanre akTHBHOCTH Xa ¢akropa U DIIT (3HIOTeHHBIH IOTEHIHAN TPOMOKHA)
OTpaXKaroT TOJIBKO 3¢ dekT puBapokcabaHa.

B ciyyae HeoOXOQMMOCTH HCCIENoBaHus (hapMakoauHaMHueckuX d(dexToB BaphapHHa BO
BpeMsi IepexXOJHOr0 Mepuoia MOXHO wucmoib3oBarh onpeneneane MHO na ¢ome Co
puBapokcabana (depe3 24 yaca rmocie mpreMa IpeIbyIy el 1035l puBapokcadbana), Tak Kak B 3TOT
MOMEHT pHBapokcabaH 0Ka3bIBaeT Ha 3TOT TECT MUHHMAJIbHOE BIIUSHHE.

Mexny BapdapuHOM B pHBapoKcabaHOM He OTMEUYEHO (apMaKOKHHETHIECKHX B3aHMOICHCTBHH.
Hnoyxmopwr CYP3A4

CoBmecTHOEe Ha3HayeHHe puBapokcabana W cuibHOro uuaykropa CYP3A4 pudamnununa
npuBoamiI0 K cHkeHuto cpenneit AUC puBapokcabana mnpubnusurenbHo Ha 50% wu
napajulelIbHOMY YMEHBIIECHHIO ero apMakoauHaMuueckuX 3¢ ¢exroB. CoBMECTHOE IPUMEHEHHE
puBapokcabana ¢ JApyrumu CHIbHBIMH HHAyKTopaMH CYP3A4 (mampumep, (hEHUTOMHOM,
KapbamasenuHoM, peHobapOuTanoM Uil 3Bepob0oeM POIBIPSIBICHHBIM) TAK)KE MOXKET IPUBECTH
K CHMDKEHMIO KOHIICHTpaluii puBapokcabaHa B IJIa3me.

ITostomy He cnenyer HasHauaTh PuBapoxcaban-JI® COBMECTHO C CHIIBHBIMH HHIYKTOpaMH
CYP3A4 o tex mop, moka MAalMeHT TIIATEJIFHO HE OCMOTPEH Ha MPHU3HAKA M CHMIITOMBI
Tpombo3a.

Hpyz0e conymemesylowee nevenue

He oTmeuanoch KIMHHYECKH 3HAYMMBIX (papMaKOKMHETHYECKHX HIIH (papMakoJIMHAMHYECKHX
B3aUMOJICHCTBHH MeXIy puBapokcabanom ¢ mupazonamoM (cyberpar CYP3A4), muroxcuHoM
(cyberpar P-rimkonporenna), aropsactatuHoM (cy6erpar CYP3A4 u P-rimkonpoTenHa) i
OMENpa30JIoM (MHrHOUTOp IPOTOHHON MOMIIEI). PHBapokcaban He HHTHOMPYET U HE HH/IYHPYET
ocHoBHbIE H30(pepmenTsI uToxpoma CYP, takue kak CYP3A4.

KitiHuYecky 3HaYMMOro B3aMMO/IHCTBHS puBapoKcabana ¢ nuiel He HabIroaaIoCh (CM. paszien
4.2).

Jlabopamopnvie napamempol

Osxupaercs, 4To puBapokcabaH BIMSET Ha IapameTphl cBepThiBaeMoctd kposH (IIB, AUTB,
HepTest) 6naronaps ero mexauusmy aeiictsus (cM. paszaen 5.1).

4.6 ©®epTHIBLHOCTD, (€PEMEHHOCTD H JIAKTAIIHSA

bepemennocme

OddexTuBHOCT, M Ge3omacHOCTs pHBapoKcaGaHa y JKEHIIMH B MEpPHOJ OEpPEeMEHHOCTH He
yCTaHOBJIEHBI. Mccrie1oBanys y )KMBOTHBIX [IOKA3a/lM HAIMYHE PENPOYKTHBHOM TOKCHYHOCTH. B
CBS3H C BO3MOJKHOCTBIO PENPOAYKTHBHOM TOKCHYHOCTH, PUCKOM KPOBOTEYEHHS M MPU3HAKAMH
NPOHMKHOBEHHS pHBapokcabaHa uepe3 IUIAalleHTy, PuBapokcaGan-JI® mnpoTHBONOKa3aH
KCHIIUHAM B niepro/] OepeMeHHOCTH (cM. paszen 4.3).

JKeHImmHAM penpoOIYKTHBHOTO BO3pacTa CIEIyeT HCIONb30BaTh d(p(EKTHBHBIE METOIBI
KOHTpPALENIIUH B IEPHOJ JICYEHHUSI pUBAPOKCAOAHOM.

Jlakmayus

O dexruBHOCTS M G€30MACHOCT pHBapOKCcabaHa y KEHIIMH B IIEPHOJ TPYIHOTO BCKApMITHBAHHS

HE YCTAaHOBJICHBL JlaHHBle, MOydYEHHBIE Y JKHBOTHBIX, YKa3blBAalOT HA IPOHUKHOBEHHE
puBapokcabaHa B TpyIHOE MOJIOKO.
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PuBapokcabaH MPOTHBOIOKA3aH BO BpeMsl KOPMIIEHHs Tpyabio (cM. paszen 4.3). Heobxommmo
TIPHHSTH PElIeHHE O IPEPLIBAHME TPYIHOTO BCKAPMIIMBAHHS THOO O IIPeKpalleHHH/BO3IePKaHHI
OT JICYEHHUSL.

DepmunvHocmy

CrienuaibHBIX MCCIIEI0OBaHMH puBapokcabana y ofel Ui OLEeHKH BIUSHUS Ha (EPTHIIBLHOCTD
HE MPOBOAMJIOCH. B HCCIENOBaHMM y CamIOB M CaMOK KpHIC BIIMSHHS pHBAapoKcabaHa Ha
bepTrIBEHOCTE He Habmoxanoch (cM. paszaen 5.3).

4.7 Bamsinde Ha CHOCOGHOCTH YNPABJSATH TPAHCIOPTHBIMH CpeJCTBAMH H pabdorarh ¢
MeXaHH3MaMH

PuBapokcabaH 0ka3pIBaeT HE3HAYMTEIFHOE BIHSHUE HA CIIOCOOHOCTD YIIPABIIAThH TPAHCIIOPTHHIMH
cpeacTBaMH M paborarh ¢ MexaHm3maMu. CooOmanoch O ciiydasx TOJOBOKPYXKEHHS HIIH
obMopoyHoro coctostHust (cM. paszpen 4.8). [lanmeHtam, y KOTOpBHIX HaOMOMalOTCS MOA0OHBIE
peaKluH, clelyeT BO3JepXKaThCs OT YIPABICHHS TPAHCIOPTHBIMH CPEICTBaMH M paboTHI C
MEXaHH3MaMH.

4.8 HexkennarebHbIE peaKkiun

Ceo0Hvle Oannbie no bezonacHocmu

Onenka Ge3zonacHocTH puBapokcabana nposezena B 13 uccnenoBanusx 11 ¢assr (em. Tabmumy
1)

B 19 wuccnepoBanusx III ¢aser ywactBoBano 69608 B3pOCHBIX NAMEHTOB, IOJYYUBIINX
puBapokcabaH.

Tabnuya 1: Yucno nayuenmos, NPUHAGUIUX YHACHIUE 8 UCCIE008AHUAX, 0OWAA CYMOYHAA
003a U MAKCUMAIbHAA NPOOOICUmMENbHOCHL mepanuu 6 uccredosaruu 111 gazvr

Ilokazanue Yucao Ob6mas cyrounas | MakcumaiabHas
NanHeHToB* | q03a NPOI0/KUTEIbHOCTH
Tepanuu

[Ipodunakruka BeHO3HOH | 6097 10 mr 39 nueit
tpoMboambomn  (BTD) y
B3pOCJIBIX  MAllUEHTOB  C
IUIAHOBBIM IIPOTE3UPOBAHUEM
Ta300eApEeHHOr0 WIH
KOJICHHOTO CyCTaBa
[TpodunakTuka BEHO3HOH | 3997 10 Mr 39 nuen
TpoMO03MOOITHH Y TAIIHEHTOB
C COMATHYECKOM aToJIOruei
Jleuenne TI'B um TOJIA, a | 6790 Jlens 1-21: 30 mr. 21 mecsrg
TaKKe npopuIaKTUKa Hens 22 u panee: 20
nosropHoro TI'B u TOJIA MT.

Ilocne ne menee 6

MmecsiteB: 10 mMr wimm

20 mr.
IIpodpunaxtuka wuucynsra u | 7750 20 mr 41 mecs
CHUCTEMHOH  smbomuu vy
NAllMEHTOB C HEeKIJIAaHHOM
Gubpumnsauueit npexcepaui
[TpodunakTrka 10225 S mr wm 10 wmr | 31 mecsn
aTepoTPOMOOTHYECKUX COOTBETCTBEHHO,
OCIIO)KHEHHH Yy TIalHeHTOB COBMECTHBIH IIpHEM
nocie OKC ¢ ACK wm ACK

IUTIOC  KJIOIMIOT eI
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HJIM THKJIOTTH/IMH.
[TpodunakTuka 18244 5 mr B koMOuHaIuu ¢ | 47 mecsies
aTepoOTPOMOOTHYECKUX ACK 5017
OCJIOXKHEHHUH y TAIMEHTOB C MoHoTepanus 10 Mr.
UBC/3I1A 3256** 5 mr B koMOuHanuu ¢ | 42 mecsna
ACK

*ITareHThl, TIOIBEPIIIHECS BO3AEHCTBHIO, TI0 MEHBIIIEH Mepe, OIHOH 1035l puBapokcabaHa.
**[To naraemM uccnenoanuss VOYAGER PAD.

Haubonee yacTeIMu HeXenaTeIbHBIME PEAKIUsIMHU Y ITAl[HEHTOB, IPHHUMAIOLIUX pUBapoKcadaH,
ObutH KpoBOTeueHHUs (cM. paszen 4.4 u « Onmucanue OTAEIbHBIX HEXKENaTeIbHBIX Peaklliiiy HUXKe
(cM. Tabmaumy 2). CaMbIMH 4YacTBIMH KPOBOTEYEHHSIMH ObLTH HOCOBOE (4,5%) M jKelry04HO-
KHIIeYHOoe KpoBoTeueHue (3,8%).

Tabnuya 2: Yacmoma cnyyae KposomeueHUA™ U AHEMUU ) RAUUCHMO8, NPUHUMAGUIUX
usapoxcaban, no 3asepuwienuro uccnedosaru I11 ghazv

Iloka3zanue JIroboe Anemus
KPOBOTe4YeHHe

IIpodunaktuka BeHo3HOU TpoMbosMbouu (BTD) | 6,8% mamuenTtos 5,9% nanyenToB

Yy  B3pOCIHBIX  MAIMEHTOB C  IUIAHOBBIM

MPOTE3UPOBAHHEM Ta300epeHHOro WA

KOJICHHOT'O CYCTaBa.
[Ipo¢unaktuka BeHO3HOH TpombGosMbomuu y | 12,6% nanuentoB | 2,1% nanueHToB
NAIMEHTOB C COMAaTHYECKOM aTOJIOTHEH

Jleuenne TI'B u TDJIA, a Taxke npodunakTuka | 23% NanueHToB 1,6% nanueHTOB
nostopHoro TI'B u TOJIA

[IpodunakTHka HHCYIbTA B CUCTEMHOM 3Mb0Hn y | 28 Ha 100 | 2,5 Ha 100
NAllHEHTOB €  HEKJamaHHOH  (UOpHIUIAIUEH | TALMEHTO-JIET HAIlUEHTO-JIET
npencepaui

[Ipodunakruka areporpomMboTHueckux | 22 Ha 100 | 1,4 Ha 100
OCJIOKHEHUH y manueHToB nociae OKC HaIEeHTO-JIET HAIUEHTO-JIET
[Tpodunaxruka arepoTpoMboTHUYECKHX | 6,7 Ha 100 | 0,15 Ha 100
oclokHeHu# y nanuenToB ¢ MUBC/3ITA MAlMEHTO-JIET ManueHTo-yer**

8,38 Ha 100 | 0,74 Ha 100
nanueHTo-er’ NanUeHTo-eT** **
Jlist Bcex wmccnenoBaHmii  puBapokcabaHa BCe CIydyad KPOBOTEUEHHS COOMpAIOTCH,
PETHCTPHUPYIOTCS U pacCMaTPUBAIOTCA.

** B uccnenosanunn COMPASS HabmroaeTcst HU3Kas 9aCTOTA aHEMHH, TaK KAk ObUT IIPUMEHEH
H30HMpaTeNbHEIH MOIXO0M K CO0pY HEKeNaTenbHBIX PeaKIHii.

*** BbLT MPUMEHEH H30UpaTeNbHBIN MOAX0M K CO0pY HeKelaTebHbIX peakuuii.

# ITo nanubvM uccnenosanns VOYAGER PAD.

%

Ilepeuens nesicenamenvuwix peaxyuii

HexenatensHble peakuud, o KOTOPBIX COOGIIAIOCH IpH INPHUMEHEHUH pUBapokcabaHa,
TIPE/ICTaBIICHBI HUKE [0 CHCTEMHO-OPraHHbIM KJ1accaM M YacTOTEe BCTPEYAEMOCTH.

Kareropuu wactotsr: ouyens wacro (>1/10), gacro (>1/100, mo <1/10), Hewacto (>1/1000, HO
<1/100), penxo (>1/10000, zo <1/1000), ouens penko (<1/10000), yactoTa Hew3BecTHA (uexoms
U3 UMEIOIIMXCS JAHHBIX, YaCTOTY BOSHUKHOBEHHS OIPEIETUTh HEBO3MOXKHO).

Hapywenus co cmoponvl kposu u aumgpamuveckoii cucmembl: 9acTo — aHeMHs (B TOM 9HCIE
COOTBETCTBYIOIIKE JIaOOPATOPHBIE MOKA3aTENHN); HEYACTO — TPOMOOILMTO3 (BKIIIOYAs MOBBIIIEHHE
KOJTMYECTBA TPOMOOLMTOB*, TPOMOOIMTONICHHMS ).

Hapywenus co cmoponer uMMyHHOU Ccucmembl: HEYACTO — alIEPrHYECKMe pEeaKIluHy,
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aUTeprUYecKuii IepMaTHT, aHTHOHEBPOTHYECKHI OTEK W AIUIEPTHYECKHH OTEeK, 0YEHb PEIKO —
aHa(hUIaKTHYECKHE PeaKIuy, BKIIoYas aHahUIaKTUIeCKUH 1IOK.
Hapyuwienust co cmopoHbl HepéHOT CUCMEeMbl: 9acTO — TOJIOBOKPYIKEHHUE, FOJIOBHAA 00/1b; HEYaCTO
— BHYTPUYEPEITHOE KPOBOU3TUSIHUE, KPOBOU3IUIHUE B MO3T, 0OMOPOK.
Hapywenusi co cmoponbl 0p2ana 3peHus: 9acTo — KPOBOM3IUSHEE B TKAaHHU IJa3a (B TOM YHCIIE
KOHBIOHKTHBAIbHBIE KPOBOM3IIUSIHHUA).
Hapywenus co cmoponel cepOya: HE4acTO — TaXUKapIUs.
Hapywenus co cmopoHbl cocy0o6: 4acTo — TUIIOTEH3Hs, TeMaToMa.
Hapywenus co cmoponvl OvixamenvHOll cucmemvl, 0p2aHO8 2pYOHOU KIEMKU U CPeOOCMEHU.:
4acTO — HOCOBOE KPOBOTEUEHHUE, KPOBOXapKaHHE.
Kenyoouno-xuweunvie Hapywienus: 4acTo — KpOBOTEUCHHE M3 JIECEH, JKEITyOYHO-KUIIEYHOEe
KPOBOTEYEHHE (B T.4. pEKTATBHOE KPOBOTEYEHHUE), GOJIU B IKUBOTE U OOJIH, CBA3aHHEIE C XKEITy IKOM
U KAIIEYHUKOM, JUCIEIICHs], TOIIHOTA, 3a0p™, MOHOC, pBOTa*; HEYaCTO — CyXOCTh BO PTY.
Hapywenus co cmoponbl nedenu u dcenyesvle00Auux nymei: 4acTo — TOBBINICHAE YPOBHS
TpaHCaMHHa3, HEYacTO — I€YEHOYHAs HEJI0CTaTOYHOCTh, MOBBIIICHHE YPOBHS OWIHpYyOUHA,
MOBBIIIEHHE YPOBHs IMEN04HOH (ocdaTassl B KpoBu*, mosbimerne yposHs ramma-I'T; pexko —
KENITYXa, MOBBIIIEHHE YPOBHS NPAMOro OuiupyOrHa (C COMYTCTBYIOMIUM MOBBIIIEHHEM YPOBHS
AJIT mu6o Ge3 Hero), xonecras, renaTUT (BKIIIOYAS TeNATOLE/LTIONSPHBIE TOBPEKICHHS).
Hapywenus co cmoponsl Kodicu u nOOKOJICHbIX mKaHeti: 9acTo — 3yJ1 (B TOM YMCIIE HEYacThle
Cllydyal Te€HEepaM30BaHHOTO 3y[a), ChIb, YKXUMO3, KOXHBIE M IOJKOXKHEIE KPOBOU3JIUSHHUS;
HEYacT0 — KpalnWBHHIA, O4YeHb peako — cHHApoM CruBeHca-/[KOHCOHA/TOKCHYECKHt
snuAepMabHbIi Hekpomu3, DRESS-cunapom.
Hapywenus co cmoponvt Muluieunot, ckenemnoti u coeOuHumensHol mKany: 9acTo — OOITH B
KOHEYHOCTSAX™*, HEUacTO — reMapTpo3, PeKO — MBIIIEYHOE KPOBOU3IIMAHUE; YACTOTA HEU3BECTHA
— KOMITAPTMEHT-CHHIPOM, BTOPHYHBIH 10 OTHOIIEHHUIO K KPOBOTEYEHHMIO.
Hapywenus co cmoponsl nouex u moue6bi600suyux nymeii: 4acTo — KPOBOTEUEHHS, CBA3AHHBIE C
YPOTCHUTAIBHBIM TPAKTOM (B T.4. TeMaTypusi H MEHOpparuu**), moyeynas HeJIO0CTATOYHOCTE (B
T.4. TIOBBIIICHUE YPOBHS KpEaTHHHHA, MOYEBUHBI B KPOBH)*; 4acTOTa HEM3BECTHA — IOYEYHAS
HEJI0CTATOYHOCT/OCTPast MI0YeYHas HEOCTaTOYHOCTh, BTOPUYHAS 110 OTHOMIEHHIO K 3HAUMMOMY
KPOBOTEYEHHMIO, 110 IIPHYHUHE TUTIONEP(Y3HH.
Obwue napywenus u peakyuu 6 mecme 66edenus: 4acTo — MUXopanka*, mepudepruecKne OTeKH,
CHIDKEHHE (M3MYECKUX CHIT ¥ BAIIOCTH (BKIIFOYast 0GUIYIO claboCTh H aCTEHHIO); HEYaCTO — IIIIOX0€
CaMO4YyBCTBHE (B T.4. HEIOMOTAHHE); PEJIKO — MECTHBIE OTEKH*.
Jlabopamopnvle u uncmpymenmanvhvie Oanmble: HEYacTO — TIOBBIIEHHe ypoBHs JIJII*,
MOBBIICHHE YPOBHS JIMIIA3bI*, TIOBBILICHHE YPOBHS aMH/Ia3bL.
Tpaembl, unmoxcukayuu u ocnodcHenus npoyedyp: 9acTo — NOCTIPOIELYPHOE KPOBOTEUEHHE (B
T.4. IOCJICONEPAHOHHAs aHEMHsI U KPOBOTEYEHHE M3 PaHBI), KOHTY3Hs, paHEBas CEKpelus™;
PeaKo — cocyqucTas ICeBJOaHeBpU3Ma™ * *
* — HaOmomamMch y B3POCIBIX MANMEHTOB IIPH IPOBELCHUH NpOGHUIAKTHKH BEHO3HOM
TPOMO0IMOOIHH TTOCTE SHIONPOTE3NPOBAHKS KONEHHOTO HITH Ta300eIPEeHHOr0 CyCTaBa;
** — mabmonanuce Kak «o4eHb acTele» npu nedernn TI'B, TOJIA u NpoHUIAKTHKE HX PEIH/IUBA
Y XKEHIIHH B Bo3pacTe <55 ner;
*** - HaOmonamuch KaK HevacThle B paMKaX MPOGHIAKTHKH OCIOKHEHHIA npu OKC (mocie
YPECKOXKHBIX KOPOHAPHBIX BMEINATEILCTB).

Onucanue omoensHvix HediceramenbHbIX peaxkyuii

YuuteBas hapMakonoruyeckuii MEXaHu3M JeHCTBHUS npemnapara, IpUMEHEHHE puBapokcabaHa
MOXET CONPOBOKATECS TOBBIIICHHBIM PUCKOM CKPBITOTO HITH SBHOTO KPOBOTEUEHHS U3 JIFOOBIX
OpPraHoB W TKaHEH, KOTOPOE MOXET MPUBOJUTH K MOCTTEMOppAardueckoi anemuu. IIpu3Haxw,
CHMITOMBI U TSDKECTH (BKJIIOYAsl JIETATBHBIA HCXOJ1) BAPEUPYIOT B 3aBHCHMOCTH OT JIOKATH3AI[HH
U CTCTICHM TsDHKECTH MM MACCHBHOCTH KPOBOTEUECHHUS H/WITH aHEMHH (CM. pasaen 4.9).

B kimHMYeCKHX MCCTENOBAHMAX KPOBOTEYEHHS M3 CIM3HCTBIX 000JI0UeK (HarmpuMep, HOCOBOE,
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JIECHEBOE, JKEJTYJOYHO-KHIIEYHOEe, K3 MOYENOJIOBOrO TpaKTa, BKIOYas IMaTOJIOIHYECKOe
BardHAIBLHOE ¥ 60Jiee 00HIIBHOE MEHCTPYAIbHOE KPOBOTEUEHUE) H AHEMHS YACTO OTMEYAIUCH IIPH
JUTHTENIHHOM JIEYEeHWH PHUBAPOKCAGaHOM B CPABHEHHH C JICYCHHEM aHTaroHMcTaMu BuTamMuHa K
(ABK). CremoBarensHo, B JOIOJNHEHHE K aJEKBaTHOMY KJIHHHYECKOMY OCMOTpY, IpH
HEOOXOUMOCTH, JIJIsl BBISIBJIEHHS] CKPBITOTO KPOBOTEUSHHS MOXKET HMETh 3HAUEeHHUE J1ab0paTopHOe
OIpeie/ieHHe yPOBHsS TIeMOrJ0OMHA/TEMAaTOKpPUTa M KOJNMYECTBEHHAs OLEHKa KIMHMYECKOH
3HAYUMOCTH SBHOTO KPOBOTEUCHHUSI.
Puck pa3BUTHS KPOBOTEUEHHH MOXKET OBITh IOBBIIIEH Y HEKOTOPBIX IPYIIII TAI[HEHTOB, HAIIPUMED,
y MAlMEHTOB C HEKOHTPOJIHUPYEMON TSHKEIONW apTepHaTbHON THIIEPTEH3UEH H/HIN Y TIallMeHTOB,
TIOJIyYalOIMX COIMYTCTBYIOLIEE JIYCHHE MperapaTaMy, BIHAIONIMMH Ha reMocras (CM. pasjiel
4.4). MencTpyaiabHble KpOBOTEYEHHS MOTYT OBITH Oosiee JIMTENbHBIMH M HMHTEHCHBHBIMH.
[emopparu4eckne  OCJIOKHEHHsS  MOTYT  HpOSIBIATBCS  cnabocThio,  OIEIHOCTHIO,
TOJIOBOKPY)KEHHEM, TOJIOBHOH OO0JbI0, HEOOBACHUMON NPHIYXJIOCTBIO, OIBIIKOH HIIH
HEOOBSACHUMBIM IIIOKOBBIM COCTOSHHEM. B HEKOTOPHIX Cly4asX, BCJIEACTBHE AaHEMHUH
HaOJIIOaIUCh CUMIITOMBI HIIEMUH MHOKap/a, Takue Kak 001 B IPyIN MM CTEHOKapIMs.
[Ipn mpueme puBapokcabaHa BCIEICTBHE TSHKEIOTO0 KPOBOTEUEHHS PETHCTPUPOBAINCH M TaKHE
M3BECTHBIE OCIIO)KHEHHUS KaK KOMIIApTMEHT-CHH/IPOM H II0YeYHAask HEIOCTATOYHOCTh B PE3YJIbTATe
runoniepdy3un. [losToMy mnpH oOIEHKE COCTOSHHUS JFOOOro MamueHTa, MOYYarolero
AHTHKOATYJISIHTBL, CIIeAyeT pacCMaTpUBAaTh BO3MOXKHOCTE KPOBOH3IIUSHUS.

Coob1meHue 0 No103peBaeMbIX HeXKeIaTeIbHBIX PEeaKIuIX

Baxxno coobmare 0 MOJ03peBaeMBIX HEXKENATEeNbHBIX peakUsX I0CIe pPEerucTpaluu
JIEKapCTBEHHOT'O Ipemnapara ¢ Lelbio 00eCIeYeHNsT HEePEPHIBHOTO MOHUTOPUHIA COOTHOLIECHHUS
«I0JIb3a — PHCK» JIEKapCTBEHHOrO Ipenapara. MeIUIUHCKUM pabOTHHKAM PEKOMEHIYeTCs
coo0IaTh O IOJO03PEBAEMBIX HEXKENATEIbHBIX pPEeaKLUsIX JIEKapCTBEHHOIO Ipernapara 4epes
HAallMOHAJIbHBIE CHCTEMBI COOOLIEHWS O HEXENATeIbHBIX pPEeaKIUsX TOCYIapCTB-WICHOB
EBpa3uiicKoro 5SKOHOMHYECKOTO COK03a.

Pecny6sinka Benapycs

220037, Munck, ToBapummeckwuii mep., 2a

VII «IleHTp 3KCIEPTH3 U HCIIBITAHHN B 3[PABOOXPAHEHHH »
Tenedon: +375 (17) 242-00-29

Daxkc: +375 (17) 242-00-29

OnekTpoHHas rmoyra: repl@rceth.by

Caiit: https://www.rceth.by

4.9 IlepenosupoBka

Cumnmomvi

Coobmanock 0 peKux cliydasx nepefo3upoBku 10 1960 Mr. B ciydae nepe1o3upoBKH cieIyer
TIIATEIbHO HAOMONATh 3a IAIMEHTOM Ha HPEIMET OCIOKHEHMH B BHJE KPOBOTEUEHHS HIIH
ApyTuX MOOOYHBIX peakimi (cM. moapas/en « TakTHKa Ipd KPOBOTEYEHHSX ).

B cBA3sM ¢ orpaHMYeHHBIM BCACHIBAaHHEM OXHIAETCS PA3BUTHE HM3KOYPOBHEBOTO IIIATO
KOHIICHTpALMK Ipernapara 0e3 JalbHeHINero yBeIHYeHuUs ero SKCIO3UIUU B ILIa3Me KPOBH IIpH
NPHMEHEHHH /103, TPEBBINAOIIMX TEpaNeBTUYECKUE, PaBHBIX S0 MT ¥ BBIIIE.

Jlevenue

Umeercas  cmemubuueckuit  aHtHaor  (aHmekcaHer — anb(a),  NPOTHBOAEHCTBYIONIM
dapmaxomuHamMmdeckoMy sddexty puBapokcabaHa (CM. HHCTPYKIMIO MO HPHMEHEHHIO
aHznekcaner anbga). B cimyuae mepemo3MpoBKHM A CHI)KCHHs BCAchIBAaHHSI puBapokcabaHa
MOXXHO HCIIOJIb30BaTh aKTUBHPOBAHHBIN YToJb. YUUTHIBAsA HHTEHCUBHOE CBSI3bIBaHKE ¢ OelKaMu
TIa3MBI KPOBH, 0JKHAETCs, YTO puBapokcabaH He Oy1eT BEIBOJUTHCS HPH IPOBEACHUH IUATH3A.
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Ecnu y manueHTa, mojy4aromero pusapokcadad, BOZHUKIO OCIOKHEHHE B BUJIE KPOBOTECUCHHUS,
ClIeIyIOIIMI TIPHEM IIpernapara cleayeT OTI0NKUATE HIIH, IPY HE0OXOMMOCTH, OTMEHHUTD JICYEHHUE.
[lepron moTyBBIBEIEHAs pUBapoKcabaHa cOCTaBiseT NPHOIH3UTENBHO 5-13 4acoB (cM. paszen
5.2). Jleyenue NODKHO OBITH WHAMBHUIYATHHBIM B 3aBHCHMOCTH OT TSDKECTH M JIOKATU3alMH
KpoBoTeueHHs. [Ipy  HEoOXOAMMOCTH  MOXHO  HCIIONIB30BaTh  COOTBETCTBYIOILIEE
CHMIITOMATHYECKOE JICYEHHE, TAKOE KaK MeXaHW4ecKas KOMIIPeCCHs (HalpuMep, MPH TSOKEIBIX
HOCOBBIX KPOBOTEYEHHSX), XHPYPrHYECKHH TIeMocTa3 C OIEHKOH ero 3(QexTHBHOCTH,
UHQY3HOHHAs Tepanus ¥ TeMOJAMHAMH4YecKas IOJJIep)KKa, NMPUMEHEHHE IpernapaToB KpOBU
(3pUTpOLIMTAPHON MACChl UIIM CBEXKE3aMOPOXKEHHOH ILIa3Mbl, B 3aBUCHMOCTH OT TOT0, BO3HUKIIA
aHEMUS MJIH KOAryJIomaTHs) Wik TPOMOOIIUTAPHOH MacChI.

Ecnu nepedncieHHble BbIE MEPONIPUATHS HE NMPUBOJAT K yCTPAHEHHIO KPOBOTECYEHHS, MOTYT
OBITh Ha3HAYEHBI CHenU(pUUecKuil aHTUAOT HHruOuTOopa (akropa Xa (aHmexcaHer anbda),
KOTOpBI NpoTHBOAEHCTBYyeT (apmakoauHaMuueckoMy d¢dexty pusapokcabana, mmbo
crienuHUYecKre MPOKOAryJITHTHBIE Tpenaparsl 00paTHOro ASHCTBHS, TaKHe KaK KOHLEHTPaT
nporpombunoBoro komriekca (KIIK), koHIEHTpaT aKkTHBHPOBAaHHOIO IPOTPOMOMHOBOIO
xomiutekca (KAIIK) unu pexom6bunantHeni VIla dakrop (r-FVIla). Ognako B HacTosiee BpeMs
OIIBIT IPUMEHEHHS JaHHBIX NIPENapaToB y MAI[MEHTOB, OTyYaloUX puBapokcabaH, OorpaHHYeH.
PexomeHnmanus Taxke OCHOBaHA HAa OTPAaHUYEHHBIX HEKIIMHHYECKHX JaHHBIX. [loBTOpHOE
BBesieHue r-FVIla nomkHO paccMaTpuBaThCs M TUTPOBATHCS B 3aBUCHMOCTH OT IOJIOKHTEIBHOH
JUHAMMKH 110 KPOBOTEYEHHIO. B 3aBUCHMOCTH OT JOCTYITHOCTH Ha JIOKAJILHOM YPOBHE, B ClTydae
MacCHBHOIO KpPOBOTEUEHHS CJIEQyeT pelIMTh BONPOC O KOHCYJIbTAlMH CIEIHaIHCTa-
remocrasuosora (cm. paszgen S.1).

He oxwupaercs, uyro mporamuHa cyiabdara W BuTamuH K OyayT OKa3bBaTh BIIUSHHE Ha
AHTHKOAryJISTHTHYIO aKTUBHOCTh pUBapokcabaHa.

MMeercs orpaHWYeHHBIH ONBIT IPUMEHEHHS TPAHEKCAMOBOM KHCIIOTHI, OTCYTCTBYET OIIBIT
OPUMEHEHHs] aMHHOKAIPOHOBOH KHCIOTHI M aNpOTHHHHA Yy IIAlMEHTOB, IOJIyYarOIIHX
puBapokcabaH.

Her nayunoro oOocHOBaHMS I€1€COO0PA3HOCTH WJIM OIBITA [PUMEHEHHS CHCTEMHBIX
IeMOCTaTHYECKUX TMIPENapaTroB, TAKHUX KaK JECMOIPECCHH, y TMAIlMeHTOB, IOJyYarOIHX
puBapokcabaH. YUHuTEIBasi HHTEHCHBHOE CBS3BIBAHHE C OEJIKaMH ILT1a3Mbl KPOBH, OXKHU/IAETCS, YTO
puBapokcabaH He Oy1eT BEIBOJUTEHCS C IIOMOIIBIO JHAIH3A.

5. DPAPMAKOJIOTMYECKHUE CBOMCTBA

5.1 ®apmakoaHHAMHYECKHE CBOHCTBA

®dapmakoTepaneBTHYecKas rpynna: AHTUTPOMOOTHYECKOE CPEACTBO. IIpsMoii MHruGUTOp
daxTopa Xa.

Koa ATX: BO1AFO1.

Mexanusm oeticmeus

PuBapokcaban — BBICOKOCEIEKTHBHBIN MpsAMOii HHruGuTOp (hakTopa Xa, 061a1alomuii BEICOKOI
OHOMIOCTYIIHOCTBIO IIPH NIEPOPATBHOM ITPUMEHEHHH.

Nurnbuposanne Xa ¢axropa npepbiBaeT BHYTPEHHHMI ¥ BHEIIHMI MyTH KacKaja CBEPTHIBAHUS
KpOBH, YTO IPHUBOJMT K IOJABJIEHHIO, KaKk oOpa3oBaHHs TpoMOWHA, Tak U (HOPMHPOBAHHS
TpoMOOB. PuBapoxcaban He wuHrHOMpyer TpomOuH (akTuBMpoBaHHEIA II (akrop) u He
BO3/JIEHCTBYET HAa TPOMOOIIUTEI.

Dapmaroounamuyeckue s¢pghexmol

WccenenoBanust Ha 4enoBeKe MOKa3ald HAJIMYME J0303aBUCHMOIO YTHETEHHsS AKTHBHOCTH Xa
(axropa. PuBapokcaban OKa3bIBaeT [0303aBUCHMOE BIIMSHME Ha IPOTPOMOMHOBOE BpeMs H
Onu3K0 KOppenupyeT ¢ KOHIeHTpauusMu B masme (r=0,98), eciu Ui aHaiM3a MCIOJIb3YeTCs
Habop Neoplastin. [Ipy HcnoNB30BaHUM APYTHX PEAKTHBOB PE3yJIbTAaThl OYAYT OTIHYATHCS.
IIpotpoM6uHOBOE BpeMmsi clemyeT U3MEpsATh B CEKYHJAX, [OCKOJIBKY MEXIyHapOoIHOe
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