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A / Jlannoe  nexkapcmeenHoe — CPeOCMBO  AGNAEMCA  npeOMemoM  OONONHUMENbHO20
MOHUMOPUPOBAHUA, KOMOPOe NO3601UM GBICIPO YCMAHOEUMb HOSYI0 UHpOpMmayuto 0 be3onacHocmu
npenapama. Ilpocvba epauam coobuiamsv o0 1100bIX NOOO3PEEACMBIX HENHCENAMENbHBIX PEAKUUAX.
ITopaook coobwenun o HedxcenamenvHbvlX peaKyuax onucan 6 pasoene «Ilobounoe doelicmeuey.

HHCTPYKIUSA
10 MEAUIIMHCKOMY NIPHMEHEHHUIO JIEKapCTBEHHOIO CPECTBA

PUBAPOKCABAH-TO ™ COTJIACOBAHO

MHWHUCTEPCTBOM 3IPABOOXPAHEHUS
Toprosoe nazBanne PECITYBJINKM BEJIAPYChH
Pusapokcaban-J1® IIpukas MunICTEPCTBA 34PAaBOOX PAHEHUS

Pecny6nmku Benapycn

MexxayHapoaHoe HeaTEHTOBAHHOE HA3BaHHE or «@»_%_2 A r. Ne
Rivaroxaban KacN._ b or XY OF 2@/
Onucanue

Kpyrisie TabneTku QBOSKOBBITYKIION HOpPMBI, MOKPBITEIE 000I0YKOM PO30BOTO LBETA.

Cocras

Axmugroe eéewecmeo: puBapokcadban — 2,5 mr;

6cnomMozamenvHeie 6eujecmeq: MarHus cTeapar, HaTpHs J1ay priCcyIb(art, THIPOMENLI03a, KpOCKapMelnosa
HaTpus, LEJUTI0N03a MUKPOKPUCTAJUTHYECKAs, TAKTO3a MOHOTHIPAT;

cocmag obonouku omanpait Il (po3oBBIH): MOJUBUHHIIOBBIA CIIMPT YacTHYHO THAPOJIH30BAHHBIH,
Mmakporos/II0I", Tanek, Turana muoxcun (E171), xenesa okcua kpacHsii (E172), xeneza OKCHI XEATHIH
(E172), marnerurt / xxene3a oxcun depHsii (E172).

®opma BbIMyCKa
TabneTkH, MOKPHITHIE MJIEHOYHOH 060I0UKOIH.

®apmakoTepaneBTHYECKAas rpynna
AnTtutpoMboTHyeckoe cpencTso. [Ipsamoit uurubutop daxropa Xa.

Kox ATX
BO1AFO1.

Papmako/JiorH4ecKne CBOicTBA

Dapmaxkoounamuxka

Mexarnuzm Oeiicmeus

PuBapokcaban — BBICOKOCENEKTHBHBIN NpsMoii HHruburop ¢akropa Xa, o6nagaromuil BBICOKOH
GHOIOCTYITHOCTHIO IIPH NIEPOPATBEHOM ITPUMEHEHMH.

Wuru6buposanue Xa hakTopa IpepblBacT BHYTPEHHHHA ¥ BHELIHHMH ITyTH KaCKaJa CBEpTLIBAHHSA KPOBH, YTO
IIPUBOOMT K ITOJABIICHHUIO, Kak 00pa3oBaHus TpoMOUHa, Tak U GopmupoBaHus TpoMOOB. PuBapokcaban He
UHrHOUpyeT TpoMOuH (akTHBUpOBaHHBIH II hakTOp) U He BO3AEHCTBYET Ha TPOMOOUHUTEL
Dapmaxodunamuueckue s¢)gexmol

WccnenoBanus Ha yenoBeKe MOKa3ald HaTHYKME J0303aBUCHMOrO YrHETEHHS aKTHBHOCTH Xa ¢akTtopa.
PupapokcabaH oka3biBaeT 10303aBUCHMOE BIIMSHUE HA IPOTPOMOHHOBOE BpEMsI U OITM3KO KOPPENHPYET C
KOHIleHTpauusiMu B miasme (r=0,98), ecnm s aHamusa wucnois3yetcs Hab6op Neoplastin. Ilpu
HCIIOJIE30BAHUY JPYTMX PEaKTHUBOB pe3yibTaThl OyayT OT/HYaThes. [IpoTpoMOMHOBOE BpeMs ClenyeT
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M3MEpAT B CEKYHIAX, TIOCKONBKY MEXYHapOMHOE HOPMANHAOBAHHOE JOTHOLIEHHE ;0TKATHOPOBAHO 1
BAIIHMPOBAHO TONEKO [UTS KYMapHHOB 1 He MOYKET IPHMenSThes A HPYTX antuKoary aTo.

' : Pl

Lol datil

B KIMHHKO-(apMaKOIOrHd9eckoM HCCIENOBAHHH OGDATHMOCTH : (hAPMAKOMMHAMHYECKAX s dexToB
puBapoxcabaHa Cpe/iu 30POBBIX B3POCIBIX CyGBEKTOB (n=22), OLEHHBATOCH BO3NEHCTE S €IMHUYHEIX JI03
(50 ME/kr) AByX pasiMYHBIX THHOB KOHIIEHTpATa npotpomOrHOBOro Kommiekca (KIIK): 3-pakTopHoro
KIIK (®Pakroper II, IX u X) u 4-¢paxroproro KIIK (@axtopet I, VII, IX u X). 3-dakropsrit KITIK causun
CpelHHE 3Ha4CHUS NpoTpomOuHOBoro Bpemenu (I1B) Neoplastin npubnusurensuo Ha 1,0 cexyHny B
TeueHHe 30 MHHYT, O CPaBHEHHIO ¢ MPUOIH3HTENBHO 3,5 CEeKYHAaMH, HaOIOAaeMbIMH B Cilydae 4-
taxropuoro KIIK. Jins cpasuenus, 3-dakropusii KIIK okasan Goree 3HaYUTEIbHOE U 6osee GbICTpoe
obuiee BO3AEHCTBHE Ha OOGPAaTMMOCTH HU3MEHEHHIl B 00pa3oBaHKM JHIOT€HHOro TpoMOHMHA, 4em 4-
daxropHsri KIIK (cM. paspen «Ilepenosuposkay).

Taxoke puBapokcaGaH H0303aBHCHMO YBEIHYHBAET aKTHBHPOBAHHOE YaCTHYHOE TPOMOOIIACTHHOBOE
Bpemst (AUTB) u pesynsrar HepTest; TeM He MeHee, nanabie 1TapaMeTphbI He pEKOMEHAYETCS HCTIONB30BATh
JUT OLEHKH papMakomHaMHuYecKuX 3¢ deKToB prBapokcabana.

Bo Bpems CTaHmapTHOrO KIMHHYECKOTO JICYEHHS C MCIIONB30OBAHHEM puBapokcabaHa NPOBOIMTE
MOHHTOPHHT [1apaMeTPOB CBEPTLIBAHUSA KPOBH He TpebyeTcst. OQHAKO MPH KIMHHIECKOH HEOOXOMMMOCTH
YPOBHH pHBapokcabaHa MOTYT GBITh U3MEPEHEI C TOMOLIBIO KaTMOPOBAaHHBIX TECTOB Ha aHTH-(akTop Xa.
Dapmarkoxunemuxa

Bcacwisanue u 6uodocmynnocme

Pusapoxcaban GBICTPO BCackIBaeTCs; MAKCHMAIbHbIE KoHUEHTpanu# (Cmax) DOCTHIAIOTCS Yepes 2-4 yaca
nocJje npuema TabIeTky.

BuonoctymHocTs puBapokcabana mocie IpueMa [03blI 2,5 Mr BeIcokas (80-100%), He 3aBHCHT OT preMa
nuiy. [IpueM mumy He oxassiBaet Bnusiaus ga AUC (ruTomane mox KpuBoit «KOHLEHTPAIHUS-BPEMS» ) HITH
Cmax (MakcHMallbHAs KOHIIEHTpALs) puBapokcabaHa B no3e 2,5 Mr. JlexapcTBeHHOE CpencTBoO
Pusapokcaban-JI® B no3ax 2,5 Mr u 10 Mr MO’HO Ha3HAYATE BO BPEMS €IbI HITH HE3ABUCHUMO OT IIpHEMa
AN,

‘DapMaKkOKHHETHKA PHBAPOKCabaHa HOCHT [OYTH JTHHEHHbIH XapakTep IpH IpHEME A03bI 10 15 Mr oxuu
pa3 B neHs. Ilpu Gonee BBICOKMX H03aX OTMeuaeTcs OrpaHHyeHHe abcopOuuu pHBapokcabaHa Co
CHHKCHHEM €T0 OHOIOCTYNHOCTH M CHHXEHHE CKOPOCTH abcopbuuy 0 Mepe BO3PACTAHHS O3bI
Tpenapata. ITH H3MEHEHUs GOJIee BRIPAKEHE! HATOIIAK, YeM IIPH TIpHEMe TTHIIIH.

DapMaKkOKHHETHKA pUBapoKcabaHa XapaKTEPU3YCTCs YMEPEHHON MHIMBUAYaNTbHON BapHabelbHOCTHIO;
MHIUBUIYyaNbHAsS BapuabenbHOCTh (BapHAIMOHHBIN Koo duument, %) cocrasnster or 30% mo 40%.
BcacpiBanne puBapokcaGaHa 3aBHCHT OT YHacTKa BBICBOOOXKHEHMS JIEKAPCTBEHHOTO CpPENCTBA B
KETyNOIHO-KHIIEYHOM TpakTe. Coobmraercs o cHieHHH AUC u Crax Ha 29% 1 56%, o cpaBHEHHIO ¢
TabNeTkaMy, KOTJa IpaHy/sl pHBapokcaGaHa BEICBOOOMIAIOTCS B NPOKCHMAIBHBIX OTHENAX TOHKO
KUIIKH. B nansaeiiieM BosnelicTeie yMeHbIIaeTCs, Korna JIEKapCTBEHHOE CPENCTBO BBICBOOOXKIAETCS B
MUCTaNbHBIX OTZAENaX TOHKOM KHIIKM MO0 B BOCXOMAINEH KHITKe. Cnemyer wusGerars BBemeHus
PUBapOKCcabaHa NUCTANBHO K JKEMYAKY, MOCKONBKY 3TO MOYXKET IIPUBECTH K CHMIKEHHIO BCACHIBAHUS U
BO3/ICHCTBH JIEKAPCTBEHHOTO CPEICTRA, CBA3AHHOTO C 3THM.

Bronoctymuocts (AUC 1 Crax) 6511a comocTanuma st 20 mr pHBapoKcabaHa, BBEIEHHOTO [IEPOPATBHO B
BHIe pa3apoOIIeHHOH TabNeTKY, CMEIIAHHOM ¢ A6T0OYHEIM IIIOPE MITH pa3daBIEeHHOTO B BOJE U BBEIEHHOTO
HePe3 XKCIYNOUHBIA 30HJ, [OCTE YETO CIENOBAN IIPHEM SKHIKOMN [IMIIY, [0 CPAaBHEHHUIO C LIEIBbHOMH
Tabnerkodt. C yueToM mpenckasyemoro, [IPONIOPIMOHATIBHOrO 103€ (hapMaKOKMHETHYECKOTO npoduns
pHBapoKcabaHa, 3HaueHHe GHONOCTYHHOCTH, HOTy9CHHOE B JAHHOM HCCIENOBAHUH, BEPOATHEE BCETO
IPUMEHUMO U K O0Jlee HU3KHM 103aM puBapoKcaGaHa.

Pacnpeoenenue

B opranmsme uenosexa 6onpuas 4acTs puBapokcabana (92-95%) cBs3ana ¢ 6enkamu ITa3MbI, OCHOBHBIM
CBASBIBAIOMIMM KOMIIOHEHTOM AB/IACTCS CHIBOPOTOYHBIN anbGyMUH. O6heM pacnpeeneHus — CpeaHuit, Vss
COCTaBJIsAeT NpUOIU3nTENsHO S50 1.

Memabonusm u évieedenue

PuBapokcabaH BEIBOIMTCS MPENMYIIECTBEHHO B (hopme mMeTabonuToB (MpUGIU3NTENBHO 2/3 OT IPHHATOM
R03bl) C MOYOH ¥ KalloM B ONMHAKOBBIX COOTHOIIEHHSX. 1/3 IPUHATON 03bI BBIBOAUTCS MOCPEICTBOM
TIOYEYHOM IKCKPELIMH HEM3MEHEHHOTO BEIECTRA.

Pusapoxcaban MertaGonusupyercs nocpenctsoM usopepmentos CYP3A4, CYP2J2, a Takxke 3a cuer
HE3aBUCHUMBIX OT CHCTEMBI HUTOXpoMa P450 MexanusmoB. OKUCIHTEIBHAS erpaganus MopGOIHHOHOBOMH
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TPYTIIBI ¥ THAPOJIU3 aMUAHBIX TPYIII SBIISIOTCA OCHOBHBIMHU ytlaE:T‘K , 6n0:rpaﬂccpopmaunu ;

CormacHo MoMy4eHHBIM in Vitro JaHHBIM puBapokcaban ABsetes:cyoLTpaToM A OeITKOB-TIEPEHOCYHKOB
P-gp (P-rimxonporenna) i Berp (6enka ycToH4MBOCTH K paKy MONOUHOK Kefe3sI). S
HensmeHHBIA pHBapokcaOaH ABIAETCS HauOONee BaXXHBIM COENMHEHHMEM B YCIOBEUECKOH IUIa3Me,
3HAYMMBIE WM aKTHBHBIE LUPKYNHPYIOHE METabONUTEl B IUIasMe He oOHapyXeHBl. PuBapokcabaH,
CHCTEMHBIM KIIUPEHC KOTOPOrO COCTaBNIAeT MNpUOMM3uTensHo 10 1/4, MOXeET OBITh OTHECEH K
JICKapCTBEHHBIM BEILECTBAM C HM3KMM YPOBHEM KiupeHca. [Ipu BbiBeneHuH puBapokca®aHa M3 MIasMbl
TEPMUHAIBHEIA IEPHOL IOJTYBEIBEACHHS COCTABIIAET OT 5 10 9 4acoB y MONOABIX MAIMEHTOB 1 oT 11 110 13
4acoB — Y NOXKWIBIX MTAIIHEHTOB.

IIon / noocunoti so3pacm

Y MOXWIIBIX NMALHEHTOB KOHUEHTPAlMH PHBapokcabaHa B Mla3Me BBIIE, 4eM y MOJOIBIX TAIHEHTOB,
cpennee 3snavenne AUC npubiisutensHo B 1,5 pasa npeBbIIaeT COOTBETCTBYIONMMUE 3HAYCHUS Y MOJIOZIBIX
IALHEHTOB, INIABHEIM 00pa30M, BC/IEACTBHE CHIDKEHHOTO OGLIEro | MOYeHOTo KIHpEHCa.

Y MyX4HH U XCHIIMH KIMHAYIECKH 3HAUYNMble Pa3Iuuus hapMaKOKHHETHKH He oOGHapy KEeHBI.

Macca mena

Crnumxom Majtas ¥ Gonbiuas Macca Tena (MeHee 50 kr u 6onee 120 KI') JUIIb HE3HAYHTEILHO BIHMSET Ha
KOHILEHTPAIlMK pHBapokcabaHa B I1asMe (pa3/Iiuie COCTaBIAET MeHee 25%).

OmHuyeckue paznuvus

KimHngecku 3HaunMBle pasnians (papMakOKHHETHKY U (GapMaKoIMHAMHKHI y MAllMEHTOB €BPOTICONIHOH,
apoamepHKaHCKOM, TaTHHOAMEPUKAHCKOH, STOHCKOM FIIM KUTAHCKON STHHUECKOH IIPHHAIEXHOCTH He
HaOMIODaTHCE.

Ileuenoynas nedocmamoynocme

Y GOJNBHBIX C UPPO30M IIEYEHH U JIETKOH [EUEHOYHOM HeI0CTATOUHOCTEIO (kmacc A o knaccuduKanyu
Yaitna-[let0) QapmakokuHeTHka puBapokcabaHa OTIHYAETCS HE3HAYMTEIBHO, YTO BBIPAKAETCH
yenmaeHneM AUC pusapokcabana B cpenHeM B 1,2 pasa U CONOCTABHMO C TOKA3aTeNeM B KOHTPONBHON
TPYIIIIE 30POBBIX HCIBITYEMBIX.

JUtst GONBHBIX NHPPO30M IEYEHH C YMEPEHHOM IEeYeHOYHOI HEJIOCTaTOYHOCThIO (Knmace B o
knaccudukanuu Yaiina-ITei0) XapakTepHEI CIENYIONIHE OKA3ATENH: 3HAURTEILHOE YBEJIMYEHHE CpenHei
AUC B 2,3 pasa 1m0 CpaBHEHHIO CO 34OPOBEIMU JOOGPOBONIBLAMH, H yBenuyenue csobonnoit AUC B 2,6
pa3a. Y 5THX IALMEHTOB TaK Xe OTMEeYaeTCs CHIKEHHE TOYEYHOM 3 THMUHAINH puBapokcabaHa, CXOIHOE
C MalMeHTaMH C YMEPEHHOH IOYEYHOM HEAOCTATOUHOCTEIO.

JlanHble y GONBHBIX C TSOKENOM IEYEHOYHON HEIOCTATOYHOCTBIO OTCYTCTBYIOT.

Y GONBHBIX C yMEPEHHON NMEYEHOUHON HeNOCTATOYHOCTBIO TIONABICHHE aKTHBHOCTH Xa (akTops! 65110
BBIPAXEHO CHIIBHEE (B 2,6 pa3a), 4eM y 3X0POBBIX J06POBOIBIES. [Iporpom6buHOBOE BpeMs Tak e, B 2,1
pa3a NpEeBBIINAIO TOKA3ATENH Y 3M0POBLIX J0GPOBOIBLEB.

Hanuentsl ¢ yMepeHHOH [EYeHOYHOH HENOCTATOYHOCTBIO GBUH 6ojee YYBCTBUTENBHBIMH K
puBapokcabaHy, 9TO BBIPAXanoCch B GoNee BHICOKOM (hapMaKOKHHETHYECKOH H dapmaxogHHAMHYECKOMH
B3aMMOCBA3M MKy KOHUCHTpalKeH puBapokcabata B MiIasMe U IPOTPOMOMHOBBIM BPEMEHEM.
Pusapokcaban-JI® npotuBomokazaH GOJBHBIM ¢ 3a60NeBAHHSME MIEYEHH, COIMPOBOXKIAIOIITMMHUCS
KOaryJlonaThe M PUCKOM DasBHTHS KIMHHYECKH 3HAYMMOTO KPOBOTEYEHMS, BKITIOYUAS NIaLIAEHTOB C
1uppo3oM nevenu knacca B u C o Yaitna-ITero (cM. paspen «IIpoTuBOTIOKa3aHHSY).

IToweunasn nedocmamounocmp

Y nmauueHToB ¢ NMOYEYHOM HENOCTATOYHOCTHIO HAGNIONAeTCS YBEIHYCHHUE SKCIO3HLIUKN pHBapokcabana,
KOppeJIpYyIomee CO CHIKCHHEM NOYETHOH (yHKIMH, OTIPEIEISIOeNCS T KITHPEHCY KpeaTHHHHA.

Y mauueHToB ¢ Jerkoi (KIupeHe kpeatunnHa 50-80 MJI/MHH), CPEIHEeTSOKENON (KITHPEHC KpeaTuHHHA 30-
49 MI/MMH) WM TSDKeNol (KIMpeHC KpeaTWHHHA 15-29 MII/MHH) TIOYEYHOH HEIO0CTATOYHOCTBIO
Habmoznanocs 1,4-, 1,5-, 1,6-xpaTHoe yBenmdeHue KOHIECHTpalu# puBapokcabana B mmasme (AUC),
COOTBETCTBEHHO, [0 CPABHEHHUIO CO 3H0POBBIMH J0GPOBONBLIAMH.

CooTBercTByIOIEE YBenUUeHHE (PapMaKOIHHAMUAYECKHX 3¢ dexToB GbLT0 Goslee BHIPAXKEHHBIM.

Y NalMeHTOB C JIETKOH, CpeNHETSKENION U TSKEIOH MOYeUHOH HENOCTATOYHOCTBIO OOIIee MMOJaBIEHHE
aKTUBHOCTH (akTopa Xa yBenuuuBanoch B 1,5, 1,9 u 2 pasa, 0 CpPaBHEHHIO CO 3JOPOBHIMH
A0GPOBOMIBLIAMH; [IPH COOTBETCTBYIOIIEM YBEIHUCHUH IpOTPOoMOHHOBOTrO BpeMeHH B 1,3, 2,2 u 2,4 pasa.
JlaHHBIe y MAIHEHTOB ¢ KIUPEHCOM KpeaTHHHHA <15 My/MuH OTCYTCTBYIOT.

BenencTeue BBICOKOTO CBA3BIBAHMS ¢ GEIKAMH I1J1a3MBI BEIBEICHHS puBapokcabaHa Ha (OHE AHATH3A HE
OXHUIaeTCs. ‘




§ MUEIOTR ¢

He pexomennyeTcss Ha3HaYaTh PHBAPOKCAOAH NANMEHTAM C KIHPEHCOM: KPEaTHHHH
Cnenyer co6mofaTh OCTOPOXXHOCTh TNPH HasHAYECHHH pnﬁﬁﬁéﬂéﬁﬁg}rw TIAITHEHTAM. .. ¢, . KITHPEHCOM
KpeaTHHHHA 15-29 Mi/MuH (cM. pa3gen «Mepsl TPeNOCTOPOKHOCTHN ). L
DapmaxokuHemuyeckue OAHHblE Y NAYUEHMOB

Y nauueHToB, NOJyYalOMX pHUBapokcabaH B 1o3e 2,5 Mr [Ba pasa B JAeHb IS NPOQUIAKTHKH
aTepOTPOMONYECKAX OCIOXKHEHHH HOCIE OCTPOrO KOPOHAPHOTO CHHAPOMA, CPEMHAS reoMeTpHYecKas
KOHIIEHTpalus (MHTepBal nporHosuposanus 90%) depes 2-4 yaca u okono 12 4yacoB mocie MpHeMa
npenapata (MaKCHMAaIbHAS U MHHMMATbHAS KOHIEHTPALMH, PUOIH3HTENBHO PACCYHTAHHEIE B MEPHON
npuema) cocraBun 47 (13-123) u 9,2 (4,4-18) MKr/1, COOTBETCTBEHHO.
Dapmaxoxuremuseckue/hapmakoouHamuseckue 63aumooelicmsus y nayueHmos

Ilpu onenke ¢apmakoxuHeTHIECKOH/HapMaKOTUHAMIYECKOH B3aHMOCBA3H MEXY KOHIEHTpaLueil
puBapokcabana (ot 5 Mr 110 30 Mr 2 pasa B [IeHb) B IL1a3Me KPOBH | IPoTpoMOHHOBoro Bpemeru (I1B), TIB
(pearent Neoplastin PT) coctasmio oxoino 13 cexynp, a yKiioH KpuBoit — 0koio 3-4 cexyHz Ha 100 Mxr/mi.
B 3aBucHMocCTH OT pearenta mns onpeneinenus [1B pasnndus no yKIOHy KpHBOi 3HAYHTENBHEIE.
Hemcxuii gospacm

BesonacHocTh 1 3 eKTHBHOCTS y MeTell ¥ TOAPOCTKOB Muanme 18 et He ycTaHOBNEHA.

IokaszaHus N MpUMeHeHUs

Pusapoxcaban-JI® nokasan B KOMOMHaIMH TONBKO C ANETHICATMIMIOBOH KHCIOTOM MIH ¢
aUCTHIICATUIATIOBON KHCIOTOM B COYCTAHMH C KIIOMHIOTPENIOM HIIH TUKIOMHIMHOM JUIS IIPOMUIAKTHKY
aTepPOTPOMOOTHYECKHX OCIIONHEHHH Y B3POCIIBIX IALMEHTOB, EPEHECIIMX OCTpPEIH KOPOHAPHBIH CHHAPOM
(OKC) ¢ noBeuuenueM kapauocnenupuaeckux 6HOMapKepos.

Pusapokcaban-JI® mnokasan B KOMOMHAIMM C aleTHICATMIHIOBON KHCIOTOM IpA NPOdHIAKTHKE
aTepPOTPOMOOTHYECKHX OCIOXKHEHHH Yy B3POCHBIX MALMEHTOB ¢ MIIEMHYECKONH GOJIE3HBIO cepana (UBC)

HJTH CHMITOMHBIM 3aboseBannemM nepudepudeckux aprepuit (3[1A) IIPH BBICOKOM PHCKE HIIEMHYECKUX
OCJIOKHEHUH.

Cnoco6 mpuMeHeHus B 103bI

Jlis npuema BHYTPE.

PuBapokcaban-JIP MOXHO IPUHHMATH HE3ABHCUMO OT HpHeMa ITHLIH.

J1f MauueHToB, y KOTOPBIX MNPOTNIATHIBAHHME TaONETKH ETHKOM BbI3BIBAET TPYIHOCTB, TabneTKy
Pusapoxca6an-JI® MoxHO pa3sapo6uTh M CMeIIaTh ¢ BOXOM HIIH JErKoi IHINEH, Takol Kak A0JI0YHOe
IOPE, HETIOCPEACTBEHHO MEPEA IPUEMOM M IIPUHUMATH IIEPOPATBHO.

PazpobrnenHylo Tab1eTky MOXKHO BBOAHTE Yepe3 KeTyLO4HBIA 301 Tabnetky puBapokcabana MOXHO
M3MEBIATE U IPUTOTOBUTE CycrieHsmio B 50 mu Bonwl Ilepen BBemenwem puBapokcabana clenyer
TNONTBEPANTE PAa3MEIICHHE 30HAA B Xenynke. Pasnpobnennyro TabneTky pusapokcabaHa ClIefyeT BBOAUTE
B 50 MJI BOZBI 4Yepe3 KeTyNOYHBIH 30H, MOCIE HEro ero HeoGXOTUMO IPOMBITE BoAo#. Ilockomeky
abcopOuus puBapokcabaHa 3aBUCHT OT MECTa BHICBOGOXIEHHS aKTUBHOTO BEIIECTBa, ClleNyeT u30eraTs
BBEIICHNS pUBAPOKCaOaHa NUCTATIbHEE XKEITyKa, TAK KaK 3TO MOXKET IPUBECTH K CHIKEHUIO abcopOruu H,
TakuM 06pa3oM, K YMEHBIIEHHIO BO3AEHCTBHS aKTHBHOTO BEIECTRA. OHTepanbHOe UTAHHUE He TpebyeTcs
cpasy Iocje BBeAeHHS TabIeToK 2,5 Mr.

Pexomennyemas nosa npemnapara — 1 Tabnerxa Pusapokca6an-JI® 2,5 mr 2 pasa B IeHs.

Pexxum o3upoBanus

IIpogunaxmura amepompombomuueckux ocroscHenuil Y 63pOCIbIX NAYUEHMOB, NepeHecUux OCmpelil
koponapHuwi cunopom (OKC)

[lanuentam, npunumaromum PusapokcaGan-JI® 2,5 mr 2 pasa B N€Hb, TAKXE CIIEAyeT NPUHUMATH
ANETUICATTHIMIIOBYIO KHCIIOTY B CYTOUHOM 103€ 75-100 Mr umu AlETHIICATTMIIUIIOBYIO KUCJIOTY B CYTOYHOM
moze 75-100 Mr B KOMOWHALMH C KIOMHIOTPENIOM B CYTOYHOM 103€ 75 MI MM THKJIOMHMAHHOM B
CTaHIapTHOH CYyTOUYHOMH mo3e.

IIpoBonMOE NeyeHHE CllenyeT PeryIspHO OLEHHBATD B HHIHBHAYAIBHOM TIOPAZIKE y KaXKAOTrO MalHeHTa
C TOYUKHM 3peHHs OajaHCa MEXAy DHCKAMH Pa3sBHTHS HINIEMHYECKHX OC/IOKHEHHH U KpOBOTEYEHHUI1.
Jleuenwe nomxHO mpozseBaThCs Ha neprox Goiee 12 Mecies B HHIUBHIYAIbHOM IOPAIKE, TOCKOIBKY
OTIEIT TPUMEHEHHUS OTPaHUYEH JI0 24 MECSIEB.

Hauano neuenus PusapoxcaGanom-JI® crenyeT MpOBOHTH KaK MOKHO paHblIe nocne cTabuau3aniu
COCTOSIHMS, cBA3aHHOro ¢ OKC, Bkmouas mnpouemypsl IO peBackKyispusauuu. HaumHath mpreM
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PuBapoxcabana-JI® crenyer He paHee ueM uepes 24 vaca HOCﬂeLr%dgri mgﬂaﬂnﬁﬂm ‘anHHOHap U
KOT'Zla Teparus MapeHTepabHBIMU aHTUKOATYJISHTAMH, Kak np&gﬁ'ﬁhc‘i;"pﬁé}{ﬁﬁﬂig@m& o
IIpogpunaxmuxa amepompombomuyeckux OCLOHCHEHU Y 63p0(:§1‘b‘wnawy/q@mqqic-meuyyeckoﬁ60ﬂe3Hbfo
cepoya (MBEC) unu cumnmomnbim 3a60nesanuem nepugepuueckux apmepuii (3[14)

[Ipuaumaronm PuBapokcaban-JI® 2,5 Mr 2 pa3a B [eHb NalHeHTaM CIEAYeT TAKKe NPUHMMATH
aleTHICATHIMIIOBYIO KHUCIIOTY B CyTO4HO#H m03e 75-100 Mr,

IIpoBozuMOe JIeUeHHE ClleayeT PETYIIPHO OLIEHUBATh B HHIMBHIYAILHOM NOPSAKE Y KaXIOTO MallUeHTa
C TOYKH 3peHHs Gaanca Mex/y pUCKaMH Pa3BUTHS HINEMHYECKHX OCJIOKHEHHH H KPOBOTEUEHHIL.

Y MarpueHToB ¢ OCTPbIM TPOMOGOTHYECKHM SBJICHHEM HIIH HEOOXOIMMOCTHIO BMENIATENECTBA Ha COCYax,
KOTOpBIM TpeOyeTcs [BOMHAd aHTHTPOMOOLHMTApPHAS Tepanus, CNELYeT OLECHHTh HeoGXOMMMOCTh
MpOJOKEHUA NpHeMa npenapara Pusapokcaban-JI® 2.5 mr 2 pasa B JeHb B 3aBHCHMOCTH OT THIA
TPOMOOTHYECKOr0 SIBJICHHS. HUTH TIPOLIEITYPHI, @ TAK)KE BHIA AHTUTPOMGOIUTAPHON TEPAITHH.
BesonacHocTs 1 9¢heKTHBHOCTL MpenapaTa pHBapokcabaH MpH MpreMe 2 pasa B AEHb B KOMOUHALMH C
AUETHICATHIIMIOBOH KHCIOTOH ¥ KIONMAOrPENOM MM THKIONMAMHOM OBUIM HM3YYEHBI TONBKO Y
manuenTos, HenasHo mepeHecmux OKC. Ilpumenenwe mBoiiHOM aHTHTpoMGOIMTAapHOH Tepamuu B
KOMOWHAIIMH C IPUEMOM TIpenapara puBapokcaGaH 2,5 Mr 2 pasa B IeHb y nanuesToB ¢ UBC unu 3I1A ne
H3y4aJock.

[TanmenTam, xoTopsmM muarHoctuposany UBC umu 3I1A, nevenue npenapatoM Pusapokcaban-JI® 2,5 Mr
2 pasa B NIeHb B KOMOMHAIMH C alleTHICAMIIHIOBOH KUCIOTOH 75-100 Mr oqun pa3 B J€Hb MOXeET OBITH
HayaTo B J110060€ BpeMdl.

IIponyck npuema 003w

B cnyuae nponycka npuema TaGneTkn HeoGXOAUMO IPONOIIKUTE peryIIspHbI IIPUEM PEKOMEHOBAHHON
Ro3bl Tipenapata PuBapoxcaban-JI® 2,5 Mr B clieyioulee 3amTaHHpOBAHHOE BpeMs mnpuema. Hemp3s
PHHUMATD ABOMHYIO J03Y B ClIy4ae MMPOMYIIEHHOM q03bI.

Ilepexo0 ¢ anmazonucmoe sumamuna K (ABK) na pusapokcaban

IIpn nepexone nanuentoB ¢ ABK Ha Pupapoxcaban-JI®, mocne npuema PuBapokcabau-JId 3xauenus
MHO wmoryT 65ITh 70XHO nosbimerHsMu. MHO He momxomuT mis OTIpENENCHUS aHTUKOATyIAHTHOU
aKTUBHOCTH PuBapokcaGan-JI®, u mo3TOMy HE HOMKHO HCIOIB3OBATHCA C 3TOH LENBIO (cM. pasgmen
«B3anMOIEACTBHE C NPYTUMH JIEKAPCTBEHHBIMU CPENCTBAMMY).

Ilepexo0 ¢ pusapoxcabana na anmazonucmul sumamuna K (ABK).

CyIecTByeT BO3MOXHOCTh ~HEZOCTATOYHOTO —AHTHMKOATYISHTHOTO s3bdexta mnpH mepexome ¢
Pusapoxca6an-JI® Ha ABK. B cBfsu ¢ 3THM, HEOGXOIMMO O6ECIIEUnTE HENPEPBIBHEIA NOCTATOYHBIN
AHTUKOArYJNSAHTHBIH ShQeKT BO BpeMs MOJOGHOro mepexonma Ha APYroi aHTHKOarynsHT. Cremyer
OTMETHTh, 4TO PuBapokcabaH-JI® Moxer cmoco6cTBOBath mopemmenmio MHO. ITpu nepexome ¢
Pusapoxca6an-JI® na ABK, Pusapokca6an-JI® crexyer IpHHHUMATh ofHOBpeMeHHO ¢ ABK no tex mop,
noka MHO ue nocturrer nokasatens > 2,0. B Teuenue mepsoix ABYX JHEH MEPEXOHOro NEPHOa ClIeayeT
IIPUMEHATE CTAaHAAPTHYIO HavanbHyto 103y ABK ¢ nocnenyrommm HazHauerneM 10361 ABK Ha 0CHOBAaHHK
onpeneneruit MHO. Bo Bpems 0nHOBpeMeHHOro mpHema Pusapoxcaban-JI® u ABK, MHO cnenyer
OTIPENENIATE HE PaHee YeM Hepe3 24 yaca 10cyie IpHeMa IpebIAyIel T035! H Iepes IIPUEMOM CIIEAYIOLIEH
nossl  PuBapokcaban-JI®. Ilocne mpekpamenus npuMeHeHns PuBapokcaban-JI® moctosepHoe
onpenenekne MHO MoXHO NpOBOANTL MHHHMyM uepes 24 waca mocie IIpHeMa TOC/IEAHEN 035l
Ipemnapara.

Ilepex0d ¢ napenmepansublx aHmukoazyiaHmos Ha pusapoxcaban.

/i MalHeHTOB, MOMyYaIOHX NapeHTEPANLHEIE aHTHKOAIY/ISHTDL, CJIEAYET OTMEHUTh MapeHTEPaIbHBIA
aHTUKOArynsHT, PuBapokcaban-JIP crenyer npunuMare 3a 0-2 4aca 10 MOMEHTA CJIEIYIOLIETO MIaHOBOTO
BBCIICHNS TNapEHTEPANILHOTO Ipenapara (HalpUMep, HU3KOMONEKYIAPHOTO TelapHHA) WA B MOMEHT
TpEKpallCHHs HENPEPEIBHOTO BBENCHHUS ApEHTEPATLHOTO Ipemnapata (HAmpHMED, BHYTPHUBEHHOTO
BBEJICHHA He(PAKIMOHMPOBAHHOIO FeNApHHA).

Ilepex00 ¢ pusapoxcabana na napenmepanshbie AHMUKOAZYIAHMb

Cnenyer oTMeHHTH PuBapokcaban-JI® u BBecTH NEPBYIO 103y MapeHTEPANbHOIO aHTHKOAryIISHTA B
MOMEHT, KOT/ia I0/DKHA Oblia GbITh IPUHATA CeAyIOmas no3a PeapokcaGan-JIo.

OmoenvHule epynnvl nayuenmos

Lemu

Krnunuyeckue TaHHBIE 10 IPUMEHEHHIO Y TeTel U TIOZPOCTKOB 1O 18 jieT 0TCYTCTBYIOT (3 PEKTUBHOCTE
¥ GE3011aCHOCTE /IS MALMEHTOB IAHHON BO3PACTHOM IPYIIIL He yctanosneHsl). [TosTomMy nekapersennoe
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cpenctBo PuBapoxcaban-JI® He pexoMeHIyeTcs K npnMeHeH@g% {Q%ﬁlhv-no
Iayuenmoi ¢ nevenounot HedOCMamMoO4HOCMbIO ST e
IIpumenenne Pupapokcaban-JI® mnpoTHBomokasaHo y GONBHBIX “C ~-3a00fA€BaHHAMH IICYEHH,
COTIPOBOXAIOIMMHCS KOAryJiolaTHe W PUCKOM Pa3BHUTHS KIHHHYECKH 3HAYMMOTO KPOBOTEYEHHS,
BKIrOYas nUppo3 neueHy kinacca B u C o knaccudukanun Yaitna-Ilsro.

Ilayuenmul c noyeunoli HedocmamouyHoCmobio

OrpaHu4eHHbIC KIMHAYECKHE JaHHBIE O IPUMEHEHHH PUBAPOKCAa6aHa y GONBHBIX C THKENON TIOYeYHOH
HEeJIOCTaTOYHOCTBIO (KIMHPEHC KpeaTHHHHA 15-29 MII/MMH) yKa3bIBAIOT HAa 3HAYMTEHHOE TOBLIIEHHE
YpoBHEH puBapokcabaHa B Iuasme. B oToH CBS3M HEOOXOZUMO C OCTOPOXXHOCTBIO IIPHMEHSTH
Pusapoxcaban-JI® B stoit rpynne GombHbix. Ilpumenenue PupapokcaGan-JI® He pEKOMEHAyeTCS Y
OOJIEHBIX C KJIMPEHCOM KPEaTHHHHA <15 MII/MUH.

He tpebyercs koppexnus no3sl PuBapokcaban-JI® y 60IbHBIX C JErKOi MOYEUHOM HEIOCTATOYHOCTHIO C
KIIMpeHcoM KpeaTHHHHA 50-80 MI/MHH WM YMEpEeHHOM MOYEeYHOM HENOCTATOYHOCTBIO C KJIIHPEHCOM
kpeatuHuHa 30-49 mi/mMuH.

ITooicunvie nayuenmor

He Tpebyercs koppexius 10351 PHCK KPOBOTeYeHHUS BO3PACTAET C IIOBLINIEHUEM BO3pacTa NalHeHTa.
Macca mena

He tpebyercst koppekius A03HL.

Ilon

He tpeGyeTcs xoppexmums 1035

§ MIEIOT

OB}

}

0 18 7er.
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IIporuBonokazanus
- HOBBIICHHASA 1yBCTBUTENBHOCTE K PHBApOKCA0aHy HIIH BCTIOMOTATeIbHBIM BEMIECTBAM NEKAPCTBEHHOTO
CpencTBa.
- aKTHUBHOE KJIMHUYECKH 3HAYHUMOE KPOBOTEUECHHE.
- TaTOJIOTHYECKOE HADYINCHHE MM COCTOSHHME, KOTOPOE CUHTACTCS 3HAYUMBIM (aKTOpOM pHCKa
MacCHBHOI'0 KpoBoTedeHus.. K HuM oTHOCATCS:

- HMEIOINAsICs NI HEAABHO MMEBLIIasi MECTO A3Ba JKEITYIOYHO-KHIIEYHOTO TPaKTa;

- HATHE 3710Ka4ECTBEHHBIX HOBOOOPA30BaHHI! ¢ BEICOKUM PHCKOM KPOBOTEUEHHS;

- HEIaBHSS TpaBMa rOJIOBHOTO MITH CIIHHHOI'O MO3Ta;

- HEJaBHEE XUPYPrU9IECKOe BMENIATENBCTBO Ha TOJIOBHOM, CIIHHHOM MO3Te HIIH TJIa3ax;

- HelaBHEE BHYTPUYEPETIHOE KPOBOU3IIUSAHHUE;

- AMarHOCTHPOBAHHOE UK MIOXO3PCHYE HA BAPUKO3HOE PACIIMPEHHE BEH ITHINEBO/A,

- APTCPHOBEHO3HBIE AHOMAIIMH PA3BUTHS;

- COCYIHCTBIC aHEBPU3MBI MIIH MTATOJIOTHS KPYITHBIX COCYIOB CITMHHOTO HITH FOJIOBHOI'O MO3TA.
- COMyTCTBYIOIIast TEPANUs JIOOBIMH ADYTHMH aHTHKOATYIISHTAMH, HATPHMED, HebpaKIMOHHPOBAHHEIH
renapuH (HOT), Hu3KOMONEKyISpHBIE remnapHHbI (3HOKCamapuH, HanTenapud U T.1.), TPOH3BOLHBIE
renapuHa (oHIanapuHyKc u T.A.), IEPOPATbHbIE AHTHKOATYJIAHTHL (BaphapuH, naburaTpana 3TEKCHAT,
anmuKcadaH H T.I1.), 32 UCKITIOYEHHEM 0cobbIX CITydaeB Iepexoa Ha APYTYIO aHTHKOAryJIsHTHYIO TEPaIlHIO
(cM. pasnen «Croco6 MpUMeHeHHS W T03bI») WiH Korma HOI BBOJUTCH B [103aX, HEOOXOMMMBIX IS
obecrneyeHus. NPOXOMUMOCTH MEHTPANLHOTO BEHO3HOTO HIIH apTepHaNbHOTO KaTeTepa (CM. pasien
«B3anMone#cTBrE C APYrUMH NeKapCTBEHHBIMU CPEACTBaMMY);
- COmyTCTBYIOIas aHTHTpoMOouuTapHas Tepanus OKC y manumenTos, [IEPEHECIINX HHCYJIBT HIIH
TPaH3UTOPHYIO HIIEMHYECKYIO aTaKy;
- comyrctBytomas Ttepanus HMBC/3IIA  anetuncanmmnunosoit xucmotoit y MAIHEHTOB, IEPEHECIIHX
TeMOPPAaru<eCKUH WK TaKYHAPHbIH MHCYNBT, @ TAKKe TG0 HHCYIBT B TeueHHe Mecsa,;
- 3a00/IeBAHME MIEUCHH, CBS3AHHOE C KOATY/IONATHEH ¥ KIHHHYECKH 3HAYNMBIM PHCKOM KPOBOTEYEHHS,
BIIIIOYad IIAMEHTOB C LMPPO30M ITedeHy kitacea B u C no knaccudukanun Yaitna-sio;
- 6EPEMEHHOCTD U NIEpHO] NAKTALIHY,

- AETCKUH U MOAPOCTKOBEIN mepuox mo 18 ner (6e3omacHOCTs 1 3b(EKTHBHOCT B JAHHOW BO3PACTHOH
TPYIIIE HE YCTaHOBJIEHEI),

IloGouHnoe neiicTBHE

YauThIBast HapMaKoIOTHUECKH MEXaHU3M NeHCTBHS, IPUMEHEHHE puBapokcabaHa MOXeT ObITh CBA3aHO
C MOBBIMIECHHBIM PHCKOM BO3HWKHOBEHHS CKPBHITOrO MM SBHOTO KPOBOTEYEHHMS M3 MIOOBIX TKaHe# H
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CUMITTOMBI H TSKECTD
€HJ, TSDKECTH HIH

OpraHoB, KOTOPO€ MOXXET IIPUBOJMTE K HOCTreMoppamquKg)ﬁiﬁﬁéi%? © Tpusuarci;
(BKIIIOYAA JIETANBHBIN HCXOM) BapbHPYIOT B 3aBHCHMOCTH ©F, JJOKATH3AUHE 1.
MacCCHBHOCTH KPOBOTEUCHHS /MM aHEMUH. oot e,
B K/IMHIYECKHX HCCIENOBAHAAX KPOBOTEUECHHS U3 CITU3UCTHIX 060J104eK (HAapuMep, HOCOBOE, IECHEBOE,
KEITYNOYHO-KHIIEYHOE, U3 MOYEMOJIOBOrO TpakTa, BKIIOYAs NATOSOTMYECKOE BArMHAIBHOE M Ooliee
OOHMJIEHOE MEHCTpyalbHOE KPOBOTEYEHHE) M AHEMHS HYACTO OTMEYAIMCh IIPH JUTHTENEHOM JIEYEHHH
pUBapoKcabaHOM B CPaBHEHHH C JICYCHHEM AHTATOHMCTAMM BHTaMMHa K (ABK). CnenmosarensHo, B
AOTOJIHEHAE K a[ICKBATHOMY KIMHHYECKOMY OCMOTDY, NPH HEOGXOMMMOCTH, [Isl BHIABIEHHS CKPBHITOTO
KPOBOTEYCHHUS MOXKET HMETh 3Ha4CHHE 1aGOPAaTOPHOE ONpPEEEHHE YPOBHS TeMOTI00NHA/TEMaTOKPHTA
KOJIMECTBEHHAS OLCHKA KITMHHYECKOH 3HAYMMOCTH IBHOTO KPOBOTEUESHHS.

Puck pa3sBHTHS KPOBOTEUYEHHUI MOKET YBEIHIHBATECS B OTpPEJETICHHbIX IPYIINaX NallueHTOB, HAPUMED, Y
IAIMEHTOB C HEKOHTPOJIMPYEMOH TSKEIOH apTepHaNsHOM IMepTeH3uel W/HIM y NaLKeHTOB, KOTOpEIE
OMHOBPEMCHHO  NPUHMMAIOT ~MpENapaThl, BIHSIONME HA TIeMOcTa3 (CM.  pasfien "Meprt
IPENOCTOPOXXHOCTU").  MeHCTpyalbHEIE KPOBOTEUCHHS Moryr OBITh GOjlee IIMTENbHBIMH H
MHTCHCHBHBIMU. ['eMOpparndeckne OCIOXKHEHHS MOTYT IIPOSIBIATECS clnabocThio, OJEeIHOCTHIO,
TOJIOBOKPY>XCHUEM, TOJIOBHOM GONbIO, HEOOBACHUMOM MPUITYXIOCTBIO, OIBIIKOM HIH HeOGbICHHMEIM
ITOKOBBIM COCTOSIHUEM. B HEKOTOPBIX cllyyasx, BCIENCTBHE aHEMHH HABGTIONATHCH CHUMIITOME HIIEMHH
MHOKap/la TakKHe KaK GOJM B IPyIU I CTEHOKAPIHS.

Ipu nipueMe puBapokcaGaHa coo6Imanocs 06 H3BECTHDIX OCJIOXXHEHHSAX, BTOPUYHBIX 110 OTHOIUEHHIO K
TSHKEIOMY KPOBOTCHUCHHIO, TAKUX KaK CHHAPOM CHABIEHUS M IOYEYHAs HENOCTATOYHOCTH 0 IIpHYHHE
HENOCTaTOYHOH nepdysuu. B cBsisu ¢ 3TuM, IpH oLeHKe COCTOSHUS JEO6Or0 HalMeHTa, NOJIYYaIOIIEro
AHTHKOATyIISHTBL, CIIEYET PACCMATPUBATL BO3MOXKHOCTE KPOBOH3IIHSIHHUS,

HacToTa BCTPEYaeMOCTH HEXeNaTeNbHBIX PEaKIni, 3aperuCTPUPOBAHHEIX IIPH NpHEMeE puBapokcabaHa B
KIHAMYCCKAX HCCIICNOBAHUAX, NIPUBENICHA HIDKE. BHYTPH Kamoll 9acTOTHON IpYIIBI HeXeNaTeNbHbIe
PCAKIHMH TIPE/ICTABICHE! B MOPSIKE YMEHBIICHAS CEPhE3HOCTH. YacTOTa BCTPEYaEMOCTH ompenensercs
Kak: 04eHb 4acTo (21/10), gacto (ot >1/100 mo <1/10), HeuacTo (ot 21/1000 mo <1/100), peaxo (>1/10000
1o <1/1000), Hen3BeCTHO (HENB3 YCTAHOBUTD, HCXONT 13 JNOCTYITHBIX JaHHBIX):

Hapywenus co cmopoust xposu u AUMPAMULECKOT  CUCMEMbI: YaCTO — aHEMHUS (B TOM wuHCIne
COOTBETCTBYIOIIHE J1a0OpaTOPHEIE [OKA3aTEeNH); HEYacTo — TPOMOOIIMTO3 (BKJIIOYAS MOBEIIICHHE
KOJIM4YecTBa TPOMOOIUTOR*, TPOMBOIUTOIEHH S,

Hapywenua co cmoponsl ummynnosi cucmemvr: HewacTo — QJJICPTUYECKHE PEaKIUM, ajIepPrHYeCcKHit
nepMaTUT, 0TeK KBHHKe U amiepruvdeckuii OTeK, 0UeHb penKo — aHaQUIAKTHYECKHE PeaKLHH, BKIIOYAs
aHaQHIIaKTHYECKHH IIOK.

Hapywenua co cmoponst nepenoii cucmemvi: gacto — TONIOBOKPYXEHHE, TOJNI0OBHAas 00Jb, HEYacTo —
BHYTPHYCPETHOE KPOBOUIIHUAHKE, KDOBOHMITHSIHEE B MO3T, OGMOPOK.

Hapywenuﬂ CO CmopoHbl oOpzaHa 3peHus. 4acto — KPOBOU3IHUSIHHE B TKAaHHU IJla3a (B TOM 4YHCIIE
KOHBHOHKTHBAJIBHEIC KpOBOH3HH5{HH$I).

Hapywenus co cmoponsr cepoya: nevacto — TaxuKapaus.

Hapywenus co cmoponwt cocydos: wacto — TUIIOTEH3H, TeMaToMa.

Hapywenus co cmoponwt Ovixamensuvix nymeii: 4acTo — HOCOBOE KPOBOTEUEHHE, KpOBOXapKaHHe.
JKenyoouno-xuuteunvie Hapywenus: dacto — KPOBOTCYEHHE H3 [IECEH, XETYIOYHO-KUIIEYHOE
KPOBOTEHYEHHE (B T.Y. PEKTATBHOE KPOBOTEYEHHE), GONM B KHBOTE U GonH, CBA3aHHBIE C KETYIKOM U
KUIICYHUKOM, AUCIENCHS, TOIIHOTA, 3anmop*, IOHOC, pBoTa*; HEYacTo —~ CYXOCTB BO PTY.

Hapywenusa co cmoponwt nevenu u JCeNYesbl800AUX Nymell: YACTO — TIOBBIIIEHHE YPOBHS TpaHCaMHHa3,
HEYaCTO — MNCYCHOYHAs HENOCTATOYHOCTh, MOBBILICHHE YPOBHS OunMpy6uHa, MOBBILEHHE YPOBHS
Weno4YHoH ocdatassl B kposu*, noBLIIIEHNE ypoBHs ramma-I"T®; penko — xenTyxa, MOBHILIEHHE YPOBHS
IpAMOro GHIMpyOHHa (C COMYTCTBYIOIMM MOBbIIIEHUEM ypoBHst AJIT nu6o 6e3 Hero), xonecTas, rematut
(BKIMIOYAs MOpaXKeHHUE renaTtoOUIMapHo CHCTEME).

Hapywienus co cmoponsr koxcu u nodxosicroii Knemuamxu: 9acTo — 3y[ (B TOM YHCIIE HEYacThle CIydan
TCHEPATM30BAHHOTO 3y[a), ChIllb, 3KXMMO3, KOXHEBIE M [OIKOYKHEIE KPOBOU3JIMSAHHUS; HEYacTo -
KpallUBHHULA; OYCHb PENKO — CHHApoM CrtuBeHca-I>KOHCOHA/TOKCHYEeCKHiH 3MHUIEPMANBHBIR HEKPOJIH3,
DRESS cunmgpom.

Hapywenus co cmoponvr muviwmeunosi, crxenemuosi u COCOUHUMENbHOU MKAHW: 4acT0 — GONH B

KOHC‘IHOCTXX*, HCYaCTO — reMapTpos, PCOKO — MBIIIIEYHOE KPOBOH3JIMSIHUE; HEU3ZBECTHO — KOMIIapTMEHT-
CHUHIAPOM BTOPHYHBINH IO OTHOINEHUIO K KPOBOTECYCHUIO.

Hapywenus co cmopouv nouex u mouesbi800suyux nymeti: 4acTO — KpPOBOTEYEHHs, CBSI3AHHBIE C
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YPOTE€HUTAIBHBIM TPAKTOM (B T.4. FeMaTypHs U MeHoppamng‘f!‘a);me?ggm
T.Y. IIOBLIIIEHHE YPOBHS KPEATHHHHA, MOUEBHUHEI B KPOBH) "ﬁ.“imm‘f%‘;{‘:% e
Obuwjue Hapywienus u peakyuu 6 mecme 66e0enus: HacTo — IMXopajka*, NepHbepuitckue orexw,
CHHXKEHHE (HU3MYECKMX CHI M BANOCTH (BKNIOYas oOwIyro cnabocTh M acTEHHIO), HEYACTO — IIOXOE
CaMOYyBCTBHE (B T.4. HEZJOMOTaHHE); PEIKO — MECTHBIE OTEKU™,
Jlabopamophuie u uncmpymenmansHble OanHble: HEYacTO —TIOBbINEHHe ypoBHs JIJ™, moBsimenue
YPOBHS JIMINIa3bl*, MIOBHIIEHAE YPOBHA aMHIIA3HI;
Tpasmei, ompagnenus u nocmnpoyedyprble 0CI0NCHeHUA: YACTO — IIOCTIPOLETYPHOE KPOBOTEHEHHE (B T.4.
TNOC/ICONCPAllOHHAs aHEMHUA W KPOBOTEUYCHHE W3 DaHEBI), KOHTY3HS, paHEBas CEKPELHA*; peiko —
cocyaucTas IceBoaHeBpu3Ma* **,
* — naOmoznaeMble IpH MPOQUIAKTHKE BEHO3HOH TPOMG0IMGONHH y B3POCIBIX MALKEHTOB, KOTOPBIM
IPOBOJMJIOCH 3JICKTUBHOE ITPOTE3MPOBAHKE Ta300€APEHHOTO HIIU KOJEHHOTO CYCTaBa.
** — nabmonaemeie nipu nedennn TI'B u TOJIA u poGUIaKTHKE PEUINBA KAK OYEHB YaCThIe cpenu
JKEHILHH B Bo3pacTe <55 ner.
*** - HabMIONanMCh KaK HEeYacThle B paMKax NpO(HIaKTHKH OCIOKHEHHIA npu OKC (mocne upeckoxHbIx
KOPOHAPHBIX BMEIIATEILCTB).
CoolIenne o Moa03pEBAEMBIX HEXETATENBHBIX PEAKIIHIX
BaxHO coofwars 0 mono3peBaeMBIX HEXeNaTeNbHBIX PeaKLUSX MOCie PEruCTpaliy J1eKapCTBEHHOTO
Ipenapara C NENbI0 O0OCCHEYEHHs HENPEPHIBHOTO MOHHTOPHHTA COOTHONIEHMS «IONb3a - PUCK»
JIEKApCTBEHHOTO TpemapaTta. MenuuuHCKuM paGoTHHKAM peKoMeHAyeTcss cooGWaTh o JmoGhIX
TIOO3pEBACMBIX HEXENATE/BHbIX PEAKIUAX JICKAPCTBEHHOrO TIpeNapaTa Yepe3 HAlMOHATHHYIO CHCTEMY
coolImeHust 0 HexenatenbHbIX peakuuax (YIT «Llentp OKCIICPTH3 U UCIBITAHUH B 3APaBOOXPaHEHHH,
http://www.rceth.by).

as, iig@;ga’roqnocrs (B

IlepenosupoBka

3aperuCTpHpOBaHEl PEIKHE CIIyYay Nepeno3upoBKH (10 600 MT — Ge3 Pa3BUTHSA KPOBOTEYEHHUS U IPYTHX
NOOOYHBIX pPeaKInii). ,

B cBSfI3M ¢ OrpaHWYEHHEIM BCACHIBAHMEM OXHIACTCS PA3BHTHE HU3KOYPOBHEBOTI'O IIaTO KOHIEHTpPALHH
npernapaTa 0e3 NaJbHEHIIEro YBEIHYeHHS €r0 CpeHeit KOHIIEHTPallUK B [J1a3M€ KPOBH IIPH IPUMEHEHHH
203 50 Mr ¥ BBIIIIE, IPEBHINAIOLINX TEPAIEBTHYECKHE. ’

Jeuvenue: crnenmdudyeckuil aHTHHOT puBapoKcabaHa OTCYTCTBYeT. B cnyuae mepenosuposku s
CHIDKCHMSI BCAaChbIBaHMS pHBapokcabaHa MOXKHO HCHONB30BATH aKTUBHPOBAHHBLIM YTONIb. YUHUTHIBaS
MHTCHCHBHOE CBSA3BIBAHME C O€JKaMH IUIa3MBI KPOBH, OXHIACTCS, YTO puBapokcaban He 6yner
BBIBOJMTECS NIPH IIPOBENCHHUH THAIIH3A.

Taxmuxa npu kpogomeuenusx

Ecim y manwenTa, momydaromero puBapokca®aH, PasBHIIOCE KPOBOTEYEHHE, CIENYET OTIONKUTD
CICAYIOIMMA IpPHEM MHIHM, INIPH HEOOGXOOMMOCTH, OTMEHHTb JICUCHHE. [lepuon monyswiBeRECHUS
puBapokcabaHa COCTaBIAeT MpHOIM3UTENBHO 5-13 wacos. JleyeHue MOIDKHO GHITE HHIMBUAYAILHBIM B
3aBUCAMOCTH OT TSDKSCTH U JIOKATM3alMKU KPOBOTEUeHHUs. [Ipu HeoGXOMUMOCTH MOXHO HCIIONB30BATE
COOTBCTCTBYIOIIEE CHMIITOMATHYECKOE JICYCHHE, TAKOEe KAaK MEXaHMYeCKass KOMIPECCHS (Hanpumep, mpu
TAKEIBIX HOCOBBIX KPOBOTEYCHHSX), XHPYPIHYECKHH TIeMocTas ¢ OIEHKOH ero 3bdexTHBHOCTH,
MHQY3MOHHA! Tepanmus M IeMOJUHAMHUYECKAs NIOANCpKKA, TNPUMEHEHHE IIPENapaToB  KPOBH
(3pHTPOLMTAPHOMH MaCcChl HIIH CBEXKE3AMOPOKEHHORMH [I1a3MBI, B 3aBHCHMOCTH OT TOT'0, BO3HHKIIA aHEMHUS
HJIH KOaryJIonaTHs) Uik TPOMOOLUTAPHOH! MacCEL.

Ecmu nepevucieHHBIe BBIE MEPONPUATHS He IIPUBONAT K OCTAHOBKE KPOBOTEYECHHS, MOTYT OBITh
HA3HAYEHB! CNICHU(HICCKUE MPOKOAryISHTHbIE IPEIapaThl, TAKHE KaK KOHIIEHTPAT NpOTPOMOHHOBOTO
kommekca (KIIK), KOHIEHTpaT akTHBMpPOBaHHOrO nporpoMbuHoBoro kommiekca (KATIK) wmm
pexomOuHanTHEIH VIla dakrop (pVIIa). Opmako B HaCTOAILIEE BPEMs OMNBIT NPUMEHEHHS NAHHBIX
TIpeniapaToB y MalMeHTOB, MONTYYalOIUX PUBApOKcabaH, OrpaHuyeH. PexoMeHaus TakkKe OCHOBAHA Ha
OTPaHUYCHHBIX HCKIUHMYECKMX NaHHBIX. [loBTOpHOe BBemenme pVIla momxHO paccMaTpuBaThCAd U
THTPOBATBCA B 3aBHCHMOCTH OT MOJIOKHTENBHON IHHAMHKH 10 KPOBOTEUEHMIO. B 3aBHCHMOCTH OT
AOCTYIIHOCTH HA JIOKANBHOM YPOBHE, B CITy4ae MacCHBHOTO KPOBOTEUEHHS CIELyeT PEIIHTH BOIIPOC 0
KOHCYJIPTALMH CIICNHaNTHCTa- Koarynonora. He oxunaercs BnusHus npotamuna cynsdara u Butamuna K
Ha aHTHKOATyJISHTHYIO aKTUBHOCTh pHBapoKkcabana.

VIMeeTcs orpaHuyeHHbI! ONBIT IPUMEHEHHS TPAHEKCAMOBO KHCJIOTBI, OTCYTCTBYET OIBIT IPUMEHEHHS
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aMUHOKANPOHOBOM KUCIOTE ¥ aPOTHHUHA Y NIALMEHTOB, IOAyHHigH X prBapoKcaban.

Her nayuynoro o6ocHOBaHuS 1eec006pa3HOCTH MU om:rrémpnmeuaﬁm1oncIeMthg;,_mMocTamqecxnx
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NPENaparoB, TAKUX Kak [IECMONpPECCHH, y MNaIMeHTOB, MONyYaiSimyY’ piBapokcaban. YuuTbBas
WHTCHCHBHOE CBA3bIBAHHME C GelkaMu IUIa3MBI KPOBM, OXXHAA@ETCS, UTO pHBAapoKcaGaH He Gyget
BBIBOJMTECS C TIOMOIIBIO JHAJH3A.

BsaumopeiicTBre ¢ APYrHMH J1€KapCTBEHHBIMH CPEACTBAMHU

Bsaumodeticmeue c uneubumopamu CYP3A4 u anuxonpomeuna P

CoBMecTHOE pHMeHeHHe puBapokcabaHa H KeTOKOHa3071a (400 mr 1 pa3 B nes) unu putonasupa (600
MT [1Ba pa3a B JICHb) IPHBOIMIIO K IOBBIIIEHHUIO CpeHel paBHOBecHOH AUC puBapokcabana B 2,6/2,5 pasa
H yBENUYCHHUIO cpetHelt Cmax puBapokcabana B 1,7/1,6 pasa, ConpoBOXIAOMEMES 3HAIUMEIM YCHIICHHEM
tapmakonrHaMuUYecKuX 9B (DEKTOB Mpenapata, COCOOHBIX TIPUBECTH K MOBBIIIEHHOMY PHCKY Pa3BHTHS
kpoBoTeueHu#. Crenosarensho, npumenenne Pupapoxcaban-JI® He PEKOMEHAyETCS MallUeHTaM,
TMOTIYHAIOMHUM  CHCTEMHYIO TEpAIAI0 a30JI0BHIMH HPOTHBOIPUOKOBEIMU IIperapaTaMy, TAKHMH KaK
KCTOKOHA30/, MTPAKOHA30J, BOPUKOHA30N M I103aKOHA30], WM HHTHOMTOpaMH nporeassl BUY. DOtu
BELICCTBA ABJIAIOTCS CHIIbHBIMU HHTUOUTOpamMu CYP3A4 u TIIMKOIpoTenHa P.

Osunaercs, uTo JIEKapCTBEHHBIE BEIECTBA, CHIBHO YTHETAIOMME TOIBKO ONHH M3 MyTeH BHIBEACHHSA
puBapokcabaHa — ¢ yyactueM CYP3A4 umm TIMKONpPOTenHa P — B MeHbIIIeH cTerenu GYAyT IOBBIIIATE
KOHIIEHTPAIHIO pUBapoKcabaHa B IIIasMe.

K npumepy, xnapurpomunma (500 Mr 2 pasa B J€Hb), KOTOPHI CUMTACTCH CHIIBHBIM HHIHOHTOPOM
CYP3A4 u ymepeHHBIM HHTHOHTOPOM TIMKONpOTenHa P, BbsbiBan yenuuenue cpenneit AUC B 1,5 pasa
1 Cmax puBapokcabana B 1,4 pasa. Takoe nossimenne AUC u Crax CUNTAETCS KIIMHMYECKH HE3HAIMMBIM.
Spurtpomunun (500 Mr 3 pasa B 1eHs), yMepeHHo nonasnstomuit CYP3A4 u raukonporeun P, soi3sBan
yBemuuenue cpeaneit AUC u Cmax puBapokcabana B 1,3 pasa. 1o YBEIIMYCHHE CUMTAETCS KIIMHUYECKH
HE3HaYHUMBIM.

Y TmalMeHToB C JETKol MOYeyHO! HELOCTATOYHOCTHIO Tpuem spurpomunuHa (500 Mr Tpu pasa B neHs)
BBISBIBAIL TOBRIIEHNE cpennelt AUC puBapokcaGana B 1,8 pas u CriaxB 1,6 pa3s 110 CPaBHEHMIO C JIMLIAMH C
HOPMaIBHOH (QyHKUHEN Movek. Y MauueHToB ¢ YMCPEHHOH NOYEYHOH HENOCTATOYHOCTBIO IPUMEHEHHE
SPHTPOMHIIMHA BBI3BIBANIO MoBEIIeHHe cpenHedt AUC B 2,0 pasa u Cma B 1,6 pa3 no cpaBHeHHIO C
TAHCHTaMH C HOpManbHOH (yHKIMel nouek. Ddoext SPUTPOMUIIMHA JONONHSET BIMSHUE MOYSUHON
HEIOCTATOYHOCTH.

®rnykonason (400 Mr ofuH pa3 B JeHB), CIMTAIOIIHICS ymepennbm uHruduTopoM CYP3A4, mpusonur K
ypenuiaenuto cpenert AUC pusapokcabana B 1,4 pasa u yBenmnyenue cpensert Cmax B 1,3 pasa. Takoe
noBbIIECHAE AUC 1 Crax CUMTAETCS KIMHAYECKY HE3HAYHMEIM.

Hmerommuecs KIHMHWYECKME OaHHBIE IO PUMEHEHHUIO [POHENAPOHA OTPAHUYEHBI, [OITOMY CIENyeT
136erarhb ero COBMECTHOTO MPHMEHEHHS C Pusapokcaban-JId.

Bsaumooeiicmsue ¢ anmuxoazynsnmamu

ITocne XOMOUHHPOBAHHOTO HAa3HAYEHHS SHOKcanapuHa (OZHOKpaTHOH 03wl 40 Mr) u pHBapokcabaHa
(omHOKpatHOH mo3bl 10 Mr) Habmomamock YCHJICHHE JNEHCTBUS mpoTHB Xa (akTopa, uTo He
COIPOBOKAAIOCH NOTIONHHUTENBHEIMH H3MEHEHUAMH TECTOB Ha CBEPTHIBAEMOCT KpOBH (IIPOTPOMOHHOBOE
Bpemst, AUTB). DHokcanapun He BIUST Ha (hapmMaKOKHHETHKY pUBapoKcabana.

B CBSi31 ¢ NMOBBINEHHBIM PHCKOM KpOBOTeueHHi TIALHCHTAM CIEMYeT COOMOAaTh OCTOPOXKHOCTE MpH
npuMerernu Puapokca6an-JI® cosmecTHO ¢ Apyramu aHTHKOAry/ISHTaMH.

B3aumooeticmesue ¢ HIIBC/unzubumopamu azpezayuu mpomboyumos

Ilocne coBMecTHOro HasHayeHHs puBapokcabana 15 Mr u Hampokcena B noze 500 mr KIHHUYECKH
SHaYMMOro yIUIMHCHHS BPEMEHH KPOBOTEYCHHS He HaGmomanoch. Tem He MEHEE, y OTAENbHBIX JHI
BO3MOXeH Goliee BRIpaXeHHBIH (hapMakoIMHAMUYECKIH OTBeET.

Ilpu coBmMecTHOM mnpuMeHeHUN puBapokcabaHa M aueTHICATHLIMIOBOR KHCIOTHI B noze 500 wmr
KIMHEUYCCKE  SHAYMMBIX  (PapMAaKOKMHETHYECKAX K (hapMaKoIMHAMUYECKHX B3aUMOZEHCTBUH He
Habnronanoce.

He ofnapyxeHo ¢dapMakoKuHETHIECKOTO B3aUMOZCHCTBUS MEXTY pHBapokcabaHoM 15 Mr u
knonuaorpenom (ynapuas nosa 300 Mr ¢ TOCTENYIONM Ha3HAYCHHEM IOIIEPXKHUBAIOMUX 103 75 MT),
OIIHAKO y HEKOTOPBIX MAUMEHTOB OBLIO OOHAPYKEHO 3HAUMMOE YBETHUECHHE BPEMEHU KPOBOTEUEHHUS, He

KOppEIHpOBaBILEe C arperanueif TpoMOOLUMTOB M ypoBHEM P-ceNleKTHHA HIH YPOBHEM DpELENTOPOB K
GPIIb/I]a.
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COTJIALC
Cnemyer coOmomaTb  OCTOPOXHOCTB  IIPH onnoapemﬁmmmmmmm;
alleTHJICATHITHIIOBYIO KHCIIOTY) H HHTMGMTOPOB arperamuy TpOMGQ{HH%ﬂéT&K
IIPaBUJIO, IOBBIIIAIOT PUCK KPOBOTEYEHHUS. o o
Cenexmugnviti  uneubumop  obpammHoz0  3ax6ama  CepOMOHUH cepomoHuna-Hopsnunepuna
(CHO3C/CHO3CH)
Kax n B cmydae ¢ ApYrMMEH aHTHKOAryJSHTaMH, CyINECTBYET BEPOSTHOCTH TOTO, 9TO MAIHEHTHI
TIOABEPratoTCs MOBEIIEHHOMY PHCKY KPOBOTEYEHHS B CiIydae cOueTaHHOro npumenenus ¢ CUO3C wm
CHUO3CH wm3-3a uX BIMAHUS Ha TpoMGouuTel IIpu OIHOBPEMEHHOM HCIIOJIB30BAaHUH B KIHHHYECKOH
IporpamMMe puBapokcabana Bo BCeX IpyTIax JeYeHHs OTMedeHa Gojtee BHICOKAS YaCTOTa MACCHBHEIX HITH
HE MaCCUBHBIX, KIIMHHYECKH 3HAYUMBIX KPOBOTECUEHHUIA.
Bapgapun
ITepexox mauuenTos ¢ anTaronrcra Butamuna K Bapdapuna (MHO ort 2,0 1o 3,0) na pusapokca6an (20
MI) Wi ¢ puBapokcabana (20 Mr) Ha BapdapHH yBenMUMBAN nporpombunosoe BpemMs/MHO (uabop
Neoplastin) B Gonpimeif cremenn, YemM 3TOro MOXHO GBUIO GBI OXKHIATE IIPH IIPOCTOM CYMMHPOBaHUH
sddexros (ornenpuble 3HaueHus MHO moryT mocrturarts 12), B 1o Bpems kak BnusHume Ha AYTB,
NOZaBJICHNE aKTHBHOCTH Xa (pakTopa U 3HAOrEHHOTO NOTEHIMATA TPOMOUHA GBUTO A TUTHBHEIM.
B cnyyae neoGxomuMocT mccnenoBanus (apMaKOLMHAMEYECKHX ab¢exToB puBapokchaHa BO BpeMs
TaKkoro IEpEXONHOro Mepuola, B Ka4eCTBE HEOOXOIUMEIX TECTOB, HA KOTOpHIE HE OKA3HIBAET BIIMSHHE
BapGbapuH, MOXHO HCIIONBE30BATh ONPE/E/ICHNUE AKTHBHOCTH nportus Xa ¢akropa, PiCT u HepTest.
Haunnas ¢ 4-ro nms nocne ormens! Bapdapuna, Bee pe3ynpTaThl aHau30B (B ToM yucie [1B, AYTB,
MHTHOMpOBaHKe aKTHBHOCTH Xa daxropa u DIIT (SHK0reHHbIi IIOTCHLHAT TPOMOHHA)) OTPaXKatOT TOJIHKO
abdexT puBapokcabana.
B cioyyae HeoGXOOMMOCTHM HCCIEHOBAHUS dapmaxomvHamMuyeckux 3¢hexTon BapdapuHa BO Bpems
TEPEXOMHOr0 NEpHoaa MOXKHO UCIONTb30BaTh onpeaenenne MHO Ha done Co pusapokcabana (qepes 24
aca rocie npruema npeabIayLiei no3sl puBapokcabana), Tak Kak B 3TOT MOMEHT puBapokcabaH OKa3bIBAeT
Ha 3TOT TECT MMHHUMAIILHOE BIIMSHHE.
Mexny Bapdapunom u pusapokcabaHoM He OTMEYCHO (hapMaKOKMHETHYECKHX B3aUMOJIEHCTBHIL.
Huoyxmoper CYP3A4
CoBMecTHOE Ha3HaYeHHE pUBAPOKCA0aHA U CHIBLHOTO uaaykropa CYP3A4 pudamnuuuna mpuBoguio x
cHmwxeHuto cpenHeit AUC puBapokcabaHa nIpuOIH3UTENBHO Ha 50% i IIapaieIbHOMY YMEHBIIEHHIO €r0
apmaxonuHAMITIeCKUX 3¢dextoB. CoBMECTHOE NIPUMEHECHUE pUBApOKcabaHa C APYTHMH CHIbHBIMH
uHnykropamu CYP3A4 (manpumep, deHHTOHHOM, kapbamasennHoM, heHoGapGUTaOM HTH 3BepO6OeM
NPOJBIPSABICHHBIM) TAK)XKE MOKET IIPUBECTH K CHUKEHHIO KOHIIEHTpalui puBapokcabana B mia3me.
IloaToMy He cnemyer HasHauaTs puBapokcaban-JI® cOBMECTHO ¢ CUIbHBIMH HHAYyKTOpamu CYP3A4 no
TEX TOp, I10KA MANUCHT TINATENBHO HE OCMOTPEH Ha IPH3HAKH H CHMIITOMEI TPOMG03a.
Apyzoe conymcemeyiowee neuenue
He oTMewanock KkiuMHMYECKHM 3HAYMMBIX $apMaKkOKMHETHYECKHX WIH  (hapMaKoJMHAMHYECKHX
B3aHMOACHCTBUH MEXIy pUBapoKcabaHOM ¢ MUIA30IaMOM (cyberpar CYP 3A4), nuroxcuHoM (cybeTpar
rimkonporenHa P) uimu aropsacratunoMm (cy6erpar CYP 3A4 u TTIMKONpOTeHHa P) mmm omenpasonom
(MHrMOUTOp MPOTOHHOM NOMIIEI). PuBapokcaban He uHrHOMpyeT W He HHOYLUHPYET OCHOBHEIE
usopepmenTs muroxpoma CYP, takue kak CYP3A4. Kinnudeckn 3HaunMoro B3amMomelcTBHSA
puBapoxcabaHa ¢ numiei He HabIIOaaI0Ch.
Jlabopamopneie napamempu:

Oxwunaercs, 4To puBapokcabad BIHSET Ha TTapaMeTpel cBepThIBaeMocTH KposH (I1B, AUTB, HepTest)
Gnaromaps ero MeXaHusMy AeHCTBHAL.

HHBC i:; (BKITIOUAs

Mepe1 npexocropo:kHOCTH

ObdexTHBHOCTD U 6€30MacHOCTE puBapokcabana 2,5 Mr y nanmentoB ¢ MBC 6bita uccienosana B
KOMOHMHAIMK C TaKHMH aHTHTPOMOOLMTAPHBIMH CPCACTBAMH, KakK aleTHIICANHIMIOBAS KUCIOTa WM
AUCTHNICATIHIIOBAS. KUCIIOTA ILTIOC KIIOMMAOT Pesy/ THKIonuauH. [IpuMeHeHue puBapokcabaHa ¢ IpyruMu
AHTUTPOMOONUTAPHBIMH  CPEACTBAMM, TAKHUMHM Kak Npacyrpesl W THKarpelnop He H3ydaioch,
CIIENOBATENBHO, HE PEKOMEHIYETCS.

Y nauuentos ¢ MBC/3IIA ¢ BEICOKHM pHCKOM Pa3BUTHA UIIEMHYECKHUX OCIIOXHEHHUH 3()peKTUBHOCTD U
6e30macHOCTs puBapokcabana 2,5 MI H3yyanach TOMBKO B COYSTAHHH C ALIETHJICATTMIAIIOBOM KHCIOTOH.
Ha npotsxennu Bcero mepuona neuenus neo6xommmo TPOBOJMTH KIIMHHYECKOE HAOMIOJCHHE B paMKax
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YCTaHOBJICHHOM aHTHKOAryJISHTHOM [PaKTUKH. j ‘ .
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Kax # TIpi NIpHMCHCHWH MIpYTHX aHTHKOAryIAHTOB Ha oM NpHeMa  PHBAPOKCAGAHa, HEOBGXOMMMO
TIIATENBHO HAOMONATh 32 NAMEHTAMM JUIS BBIABAEHHS IPH3HAKOB KPOBOTEUYEHHs. PexomeHmyercs
HCTIONB30BAaTh PUBApOKCabaH C OCTOPOXXKHOCTHIO TPH JICYEHHW NANUEHTOB C IIOBBIIIECHHEIM PHCKOM
KpoBoTeueHH. IIpy pasBUTAK TAKETOTO KPOBOTEUCHHS IPHEM PHBAPOKCAGAHA OMKEH BHITH TIpeKpalleH.
Ilo pesymbTaTam KIHHHYECKHX HCCIEHOBAHUHN, KPOBOTEYEHHS W3 CIM3HCTBIX OGONOYEK (Hanpumep,
HOCOBOC, IECHEBOC, XKEITYNOYHO-KMIIEYHOE W M3 MOYENONOBOTO TPaKTa, BKJIOYAS MATONOTHYECKOe
BarMHAIBHOE M OoJiee OOMIIBHOE MEHCTPYAIbHOE KPOBOTEUCHWE) W aHEMHS YAaCTO OTMEYaTHch pH
JTTEIEHOM JICYEHHH DPHBAapOKCabaHOM Ha ITHKE MOHOTEpAllHH WM JBOMHOR aHTUTPOMOOLIUTAPHOM
Tepanud. CrneoBaTe/IbHO, B NOMOJHEHHE K CTAaHNIApTHOMY KIIHHHYECKOMY HaOIIONEHHIO, U eCIH
LeIeco06pasHo, MOXKET HMETh LIEHHOCTh TaG0paTOPHOE OIpENICTIEHNE YPOBHS reMOTIOOHHA/ rTeMaTOKpHTa
AT BBISBIICHHS CKPBITOTO KPOBOTCYEHHS M KOJIMIECTBEHHAS ONEHKA KIMHHYECKOH 3HAYMMOCTH SBHOLO
KPOBOTEYEHHSL.

JI1 HEKOTODHIX IMOATPYIN TAIMEHTOB, YKa3aHHBIX HIXKE, CYIIECTBYET IMOBBINIEHHBIH PHCK Pa3BUTHS
kpoBoTe4yeHus.. (renoBaTeNbHO, NpH  IIPHMEHEHHH puBapokcabaHa B COYETAHHM C JBOMHOM
aHTUTPOMOOLMTAPHOM Tepanuell y NanueHTOB ¢ M3BECTHBIM NOBBIIEHHbIM PHUCKOM KPOBOTEUEHHUS JOIKEH
cobronaTbes Gananc Mex /Ly PUCKOM KPOBOTEUEHHUS 1 TIPEUMYIUECTBAMH 110 PO UIIAKTHKE HITEMUYECKUX
ocnoxxneHud. Kpome Toro, aTH mauueHTHl ¢ MOMEHTAa Hadala JieueHHS JOJDKHBI HAaXOAWTBCA II0J
TIIATENBHBIM HAOMIONCHHEM Bpadya Ui CBOEBPEMEHHOTO OOHapyXEHUsI NPU3HAKOB H CHMIITOMOB
KpoBOTEHCHHs. W aHeMHH. Ilpn HEOOBACHHMOM NaJeHWH yPOBHS TeMOTNIOGHHA HITH apTEPUAIBLHOTO
JaBJICHAS HEOOXOMMMO MCKaTh HCTOYHUK KPOBOTEUYEHHH.

Xors seuenne puBapoKcabaHoM He TpeGyer PYTHUHHOI'O MOHMTOPHHTA 3KCIIO3UIMH, B UCKITIOIUTEBHBIX
CHTYallUsX, KOrha 3HaHWE 00 JKCIIO3HMIMH pUBapoKcabaHa MOXKET OMOYL B INPUHATHY KIMHHYECKOTO
PCIICHHSA, HANPUMEp, TIPH IEPEJO3UPOBKE M IKCTPEHHOH oIlepauuy, HU3MEpEHHE pHBapokcabaHa c
IIOMOIIBIO KATHOPOBAHHOTO KOJMYECTBEHHOTO TECTA AKTUBHOCTH npoTuB Xa (akTopa MOXKET OKa3aThes
MIOJIE3HBIM,

Ilayuenmu! ¢ napywienuem QyHKYUuU nouex

Y NauveHToB ¢ MOYEYHON HENOCTATOYHOCTHIO TSKEIOH CTEmeHHM (kmupeHc kpeaTuHuHA <30 MI/MHH)
MOXeT OBITh 3HAYUTENHHO OBLIMIEHA KOHIEHTPALUS puBapokcabana B miasMe KpoBH (B cpexHeM B 1,6
pasa), 9TO, B CBOIO OYepelb, MOXET OGYCIOBHTE YBEIHYCHUE DPHUCKA Pa3sBHTHS KPOBOTEYEHHS.
PuBapokcaban ciefiyeT ¢ oCTOPOIKHOCTBIO HA3HAYATEH [IAUMEHTaM, y KOTOPBIX KIIMPEHC KPEaTHHHHA
cocTaBiseT 15-29 mn/mun. JlanHbii npemapar He PEKOMCHIYeTCS Ha3sHa4YaTh MalMeHTaM, Y KOTOPBIX
KIMPEHC  KpeaTHHWHA  cocTaBisleT <15 Mu/mMuH (oM. pasaensr  "®dapmakomuHamHuka" u
"®apmakokuHeTHKA").,

PuBapokcaban ciemyer ¢ oCTOPOXHOCTBIO HA3HAYATH TMalMEeHTaM ¢ II0YEYHOH HeI0CTATOYHOCTHIO
YMEPEHHOM CTeneHH (KNUpeHc kpeaTuHuna 30-49 MII/MHH), KOTOPBIE OHOBPEMEHHO IPUHUMAIOT ApYTHE
JICKapCTBCHHBIE CPENCTBA, O0YCIABIHBAIOIIME YBENHYCHHE KOHLCHTpallM¥ pUBapoKcabaHa B Iia3Me
KpoBH (CM. pasfien "Bsaumoneiictsue ¢ npyrumu JIEKapCTBEHHBIMH CpencTBaMu™).

Bsaumooeiicmeue ¢ dpysumu NIEKapCMEEeHHbIMU CDeOCMEamu

PuBapokcaban He pekomeHIyerTcs Ha3HAaYaTh [TaINCHTaM, TNOJYYalOI¥M COIYTCTBYIOIIEE CHCTEMHOE
JICHCHHC C TIOMOIIBIO IPOTHBOIPUOKOBBIX IIPENAPaTOB a30JI0BOM TPYNns! (HapHMep, KETOKOHA301a,
HTpaKoHas3oJla, BOPHMKOHA30/1la ¥ I[I03aKOHA307a) MM uHruduTopos BUY-mpoteass (Hampumep,
puTOHaBHpa). JlaHHBIE NEHCTBYIOLIHE BEINECTBA SBISIOTCS CUNbHBIMH HHruOutopamu CYP3A4 u P-
TTIHKONIPOTEHHA, MTO3TOMY OHH MOTYT O0YCIIOBHTE MOBBIILICHHE KOHIIEHTpAallMK pHBapokcabaHa B mia3me
KpOBH 110 KIIMHIIECKH 3HAYMMOTO YPOBHS (B CpeIHeM B 2,6 pasa), 4To MOXKeT IPHUBECTH K yBEITHYEHHIO
PUCKa DpasBUTHS KpOBOTE€YeHHs (cM. pasnen "BzaumopelicTBHe c JPYTHMH  JIEKapCTBEHHBIMU
cpenctBamu'").

Crenyer cobmomars 0CTOPOKHOCTE B CydasX, Korjia MalueHTHl 1101y4aloT COIYTCTBYIOLIEE JeYeHHe
JICKAPCTBCHHBIMU  CPEACTBAMHM,  BIMAOMMME  Ha  TeMOCTa3, TaKMX  KaK HECTEPOUIHBIE
IpoTHBOBOCTIaNUTENEHbIE cpeactsa (HIIBC), amermncamumunosas xuciorta (ACK) u wmHrHOHTODHI
arperaluyd TPOMOOIIMTOB HJIM CEJEKTHBHBIE MHTHOUTOPB! 06PaTHOTO 3aXBaTa CEPOTOHHMHA (CHO3C) u
MHTHOMTOPBI 0OpaTHOrO 3axBaTa CEPOTOHHHA H HopanuHedpuna (CHO3CH). Kpome Toro, cienyer
PacCMOTPETh HEOOXOAMMOCTE TPOBEJEHUS COOTBETCTBYIOLIETO NpOMHIAKTHYECKOr0 JIEUEHUS IS
[IAHMEHTOB, Y KOTOPBIX CYLIECTBYET PUCK PasBHTHS S3BEHHOIO 3a00JIeBAHMS XKeJTy JOYHO-KHIIEYHOTO
TpaxTa (cM. pasnen "Bsaumopeiictsue ¢ npyrumu JIEKapCTBEHHBIMU CpeacTBaMHu").

IMaupentsl, npuauMaromue pusapokcaGad B couetanuu ¢ ACK wmm puBapokcaban u ACK mmoc

11




R
40 8%

Rax

KJIOMHIOT PN/ THKIIOU IAH, OJDKHEI TIOTY4aTh JUTHTENTBHYIO TE g.nmo”“HﬂBC;md‘nsmm-mxjfiﬁ'y’ifaxx, Korjga
T0J1b3a MPEBBIIAET HMEIOIUHCS PUCK KPOBOTEUEHHS.  Hicna Misyiersperss o
IIpouue gpaxmopul pucka paszeumus kposomeuenus o o
PuBapoxcaban Tak xe, Kak U IpyrHe aHTHTPOMGOTHYECKHE IIpenaparhl, He PEKOMEHYETCS HCIIOIb30BAaTh
TIpH JICYCHMH IAIMCHTOB C MOBBIIIEHHBIM PHCKOM KPOBOTEUEHHS, & HMEHHO C TAKHMH COCTOSHHSAMH KaK:

- BPOXICHHbIE WK IPHOOPETEHHEIE HAPYLIECHHUS, CBI3aHHBIE C KPOBOTEYEHHSAMH;

- HEKOHTpOJHMpyeMas TsKelas apTepUanbHas THIEPTEH3US,

- Apyrue 3a007eBaHus KeTyJOUHO-KHIIEYHOTO TPaKTa 6e3 aKTHBHOIO H3BA3BIICHHS, KOTOPBIE MOTYT
OCIIOXHATBCS KPOBOTCYCHUSIMH (HATIpUMEP, BOCHAIMTENBHBIE 3360JICBAHUS KUINEYHHKa, 330(arur,
raCTpHT, TacTpo330¢areabHeli pedmokc);

- COCYAMCTAas PETHHOIATHS,

-  OPOHXO9KTa3Bl HIH JIETOYHOE KPOBOTEYEHHE B AHAMHE3E.

HeoGxomumo cobimonate octopoxHOCTS Ip¥ HasHaveHnH Pusapokcaban-JI® y mamuentos ¢ OKC u
HBC/3I1A:

- B BO3pacTe 75 JIET ¥ CTapIIle, Oy YarOuIX PHBAPOKCAGAH B COUSTAHHMI C alleTHJICATTMIIUIIOBOM KHCIOTORH
HIX B COYCTaHHH C aUETWICANHIMIOBOM KHCIIOTOH U KJIOIMHI0T PE/IOM/ THKIOMUINHOM.  OLIeHKY
COOTHOLICHHS IIOJIB3a-PHUCK CIICAYET OLEHUBATh PETYIAPHO B MHIUBHIYaTbHOM IOpPSI/IKE.

- € HU3KOH Maccolt Tena, IPHHAMAOIINX PUBAPOKCAOAH B COYETAHMH ¢ AETHJICATTMIIUIIOBOM KMCIIOTOH HITH
B COYCTAHNH C AUCTHIICATUIMIOBOH KHCIOTOH M KIOHIOTPETOM/THKIOMM IHHOM.

Ilayuenmul ¢ uckyccmsennvim xnanarom cepoya

PuBapokcabaH He cienyer npumensTs s NPO(QUIAKTHKH 0GpasoBaHus TpOMGOB y MAlUEHTOB, HEIaBHO
ICPEHECIINX PE3KATETEPHOE NPOTE3UPOBAHUE A0PTANBHOTO K/IalaHa, Db dexTHBHOCTS ¥ 6e30macHoCTb
JIEKapCTBEHHOTO CcpencTBa PuBapokcaban-JI® He usyyanacs Y NallMEHTOB C MCKYCCTBEHHBIMH KIIallaHAMH
CEpANa, CIENOBATENBHO, HET JAaHHBIX, IIOATBEPXKIAIOIINX ANEKBATHOCTE AHTHKOAry/IJHTHOH Tepanuu B
J@HHOH TONY/IALMH TMAalMEeHTOB NPH IpPHEME JICKapCTBEHHOIO cpencTsa Pusapokcaban-JI®. He
PEKOMEHIYeTCS IPUMEHEHHE JIEKAPCTBEHHOTO CPENCTBA Pusapokcaban-JI® nms ykazaHHbIX MaHEHTOB,
Ilayuenmer ¢ anmughocgponunudnvim CUHOPOMOM ‘ ,
ITepopansHele aHTHKOATrYIAHTE! IPAMOro IEUCTBHS, BKIIOYAs pHBapoKcabaH, He PEKOMEHIYIOTCS IS
MAalMCHTOB ¢ TPOMOO30M B aHaMHe3e, Y KOTODBIX AMArHOCTUpOBaH aHTHGOChOMMIHAHEI cuEmpoM. B
HacTHOCTH, M1 IALHCHTOB C MOJIOXKHTENBHEIM Pe3yIBTATOM TPEX TECTOR (BOTYaHOYHEI aHTHUKOATYJIAHT,
aHTHTEa K KapAMOJMIIUHY, aHTHTeNa K Oeta-2-rmukonporenny-1) nevenne IIEpOPATLHBIMH
AHTHKOATYJIAHTAMH [PSAMOTrO NCHCTBHS MOXET OBITH CBSI32HO ¢ MOBBIIICHHEM YacTOThl PELUIMBOB
TPOMOOTHYECKHUX ABJICHHUM 11O CPABHEHHUIO C TE€panued aHTarOHUCTaMK BUTaMKHa K.

Hayuenmul ¢ uncynomom w/unu MPAHIUMOPHOU UMEMUYECKO amaKoil 8 aHaMHese

Hayuenmer ¢ OKC u uncynomom wnu MPAH3IUMOPHOU umemuyeckoti amaxoii (T. HA) 6 anamuese
Ilpumenenne pusapokcabana 2,5 mr IIPOTHBOIOKA3aHO B JIeYeHUH naruentos ¢ OKC u HHCYJIBTOM HIIH
TPaH3UTOPHOH HINeMHYeCKot aTakoil B anaMHese. Umerommuecs OTPaHHYEHHBIE JaHHBIE Y HEGONBIIOro
KonmyecTsa nanueHToB ¢ OKC u macynsTom mmi TUA B anamuese YKa3BIBAIOT Ha TO, YTO TAaKHeE MAlHEHThI
MOTYT HE [IOJYYUTh IPEUMYIIECTBA OT JICUCHHUS.

Iayuenmvr ¢ HEC/3I1A, Nepenecuiue 2eMoppazuteckuil unu 1aKkyHapHwli UHCYIbM UMY UeMUYeCKUT,
HeNAaKYHaPHBIL UHCYIbM

Hanuenter ¢ UBC/3I1A, nepenecime TEMOPParteCKui WM NaKyHAPHBIA HHCYIBT WK HIIEMUYECKHIA,
HeNaKyHAapHBIH HHCYJIBT B TEUEHHE IPEABIAYILEro Mecslla, He H3yYaaucs.

Koorcnvie peaxyuu

B xozne moctmapketunroBoro Ha6monenus so BPCMEHHOM B3aHMOCBSI3H C IPUMEHEHHEM puBapokcabana
COOOINANOCE O  CIy4adX  CEphE3HBIX  KOYKHEIX peakum¥, BMOYas cumHapoM CTHBeHca-
JDKOHCOHA/TOKCHYECKHH SMHIepMATLHbII HEKpO/HU3. [IalMeHTHI ¢ BEICOKEM pHCKOM PasBHTHS MaHHBIX
PeaKIui Ha HaYaTbHOM 3Talle TepaIHy: PCaKIlMK BOSHUKAIOT B GONBIIMHCTBE ClTyyaes B HEePBLIE HeNlen
nevenus. Heobxomumo mpekpaTuts TPUMEHCHHE pHBapoKca0aHa B Ciy4ae MepBBIX IIPOSIBIICHHUH
CEPHE3HBIX KOXKHBIX BEICHIIAHMM (TaKHe Kak PacCTIpOCTPaHSIOIIHNECS, BHIPaKEHHBIE /MU y3BIpYaThIe),
UK JOOBIX APYTHX peakiuit THIIEPTYBCTBUTENBHOCTH B COYETAHWHM C TOPKEHHAMH CITH3HCTAIX
obosouex.

Cnunanenas / snudypanvhas anecmesus iy NYHKYUS

Ilpu npoBemennn HeitpoakcnanbHOM aHecTe3UM (cnuHanbHON/  snumypanBHOlH AHECTE3NM) HIH
CIHHANBHOM/ SHIypanbHOR IIyHKIHH [T TTALHEHTOB, MOJyYAIOIINX aHTHTPOMOOTHYECKHE TIPENapaThl ¢
IENIBI0 HPOQUIAKTUKH TPOMOO0IMOOIHIECKHX OCJIOXKHEHHUH, CYINECTBYET PHCK PA3BHTHS SHHLYDATBHOMN
MIIH CIMHAIBHOH IeMaTOMEI, KOTOpas MOXET IIPHBECTH K NPONO/DKHTENBHOMY HIIH IOCTOSHHOMY
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PPII;K pali«x}l;mnﬂ JaHHBIX SBICHHH MOXET OBITH MOBBIIIEH B cltydae muneo.mpaﬂnomﬁﬂfg“P’I'ciﬁonszo};anm
MOCTOSIHHBIX JMHIYPATLHEIX KAaTETEPOB HIIH conwcmyrot@é’f‘l‘)”‘ffp%g@ggﬁgn"mpmﬁ%ﬂmx CPEnCTB,
BIMSIOIIMX Ha IeMOCTa3. PHCK Tak)e MOXET IOBHILATHCS ~HOEHE ~FPEBMATHIHON K. IIOBTOPHOM
SMUIYPAIbHON MM CIIHHANBHOM MYHKIHH.

ITar;eHTs! NOMMKHEl HAXOTUTBCS NOX TOCTOSHHBIM HAGMIONEHMEM C LEJBI0 BLIBICHHS IIPU3HAKOB U
CHMITTOMOB HEBPOJIOTHYECKIX HAPYNICHWH (HAalpHUMEp, OHEMEHHE MM claboCTb B HOTAX, nucyHKus
KHIICTHUKA UIIH MOYEBOrO My3eIps). Ilpy 06HApYXEHMH HEBPONOTMYECKHX OTKIOHEHHH, HEOGXOLHMO
IIPOBECTH CPOYHYIO JUArHOCTHKY M JICYEHHUE MTAI[HEHTA.

Bpau noiDkeH y4qUTEIBATH NMOTEHUMANBHYIO NOMB3Y MO OTHOLICHHIO K PHCKY, IPEXIE YEM IPOBOIHUTEH
HEHPOAKCHANBHOE BMEIIATENECTBO Y MAMEHTOB, NPUHHMAFOIIHMX AHTHKOAryJISIHTBI, M IIal[MEHTOB,
KOTOPBIM TpeOyeTCs aHTHKOATYJISHTHAS TEPAITHs JUIs NpoGHIaKTHKA Tpombo3a.

Knunuyeckuit onelr mo nmpuMerenuo puBapokcabana 2,5 mr ¢ ACK umn ACK B xomGumamuu ¢
KJIOMMAOTPEIOM HIIH TUKIOMHIMHOM B TaKHX CHTYaLlHAX OTCYTCTBYET.

JIns CHMXEHHS TOTEHUMANbHOTO PHCKA pPAa3BUTHS KDOBOT€YEHHS, CBA3AHHOIO C OJHOBPEMEHHEIM
MPUMCHCHHEM pHBapokcabaHa H HPOBEACHHEM HEHpOAKCHATIBHON (onuaypanbHOM / CHMHANBHO)
AHCCTE3NH HIIH CNUHATBPHOM INYHKIHWH, CIEXYeT NPHHHMATh BO BHUMAHHE ¢apmaKokHHeTHYECKH i
mpoduis puBapokcabana. YCTaHOBKY JH60 YRANCHUE SMUIYPANBHOTO KaTeTepa HIH JTIOMOATbHYIO
MYHKIHIO JIydmle TPOBOJMTR TOTAA, KOTJAA IIPOTHBOCBEPTHIBAIOMIEE NCHCTBHUE puBapokcabana
OLICHUBACTCS KaK HU3Koe (cM. paszen "d®apMakokuneTHKa'").

OnHaxo, TOUHOE BpeMst ISl JOCTHXKEHHUS JOCTATOUHO ClIaboro AHTHKOATYJISIHTHOTO 3 deKta y Kaxmaoro
MAI[HEHTa HEe H3BECTHO.

WHrubuTops! arperaunus TpoMGOLHTOR CACAYET OTMEHUTL COITIACHO MHCTPYKLMH 110 MPUMEHEHHIO OT
IIPOU3BOTUTEIIS.

Pexomenoauuu no 003uposxe npu uneazuensix npoyedypax u xupypzuueckux emeumamenscmeax

B crnyuae ecnu TpeGyertcs mpoBeneHue MHBa3HBHOM TIpONeNyphl Ml XHUPYPTHYECKOTO BMELIATENLCTBA,
NpHeM puUBapoKcabaHa 2,5 Mr cliefyeT MpeKpaThTs, Mo KpaiHe# Mepe, 3a 12 gacos 10 BMEIIATENBCTRA,
DY 9TOM HEOOXOUMO IIPUHHUMATE BO BHUMAHHE KIIMHAYECKYIO OLEHKY, TPOBEAEHHYIO BPAdOM.

Ecnu manuent ¢ OKC roToBuTCs K MIaHOBOM ONEpaliH U aHTHTPOMOOUHUTAPHEIH 3 deKT HexenaTenex,
IPHEM HMHTHOHWTOPOB arperaiuyl TPOMGOLHUTOB HEOBXOMHMO IIPEKPATUTh COTNaCHO YKa3aHHSM B
HMHCTPYKIHH 110 IPUMEHEHHIO OT [TPOU3BOUTEIIS.

Eciu niponenypy Henb3s OTIOXUTh, MOBBIIEHHbIH PHUCK KPOBOTEYEHHS CIIEIYET OLIEHUBATH B CPABHEHUH
C HEOOXOOUMOCTBIO CPOYHOTO BMEINATEbCTRA. Ilpuem puBapokcaGana ciesyer Bo30GHOBHTD [0
BOSMOXHOCTH CKOpE€€ IOC/Ie HMHBA3UBHOM IIPOLENYPH! HIH XHPYPIUYECKOTO BMEIIATENbCTBA, €CIIH

TIO3BOJIACT KIIMHUYECKAs CUTYalHsl ¥ JOCTUTHYT aNeKBaTHBIA TeMOCTas TI0 MHEHHIO JIEYAlIero Bpaya (CM.
paznen «CDapMaKOKHHeTHKa»).

Honynayus nayuenmos nosicunozo 6ospacma

Puck passutnst kposoTeueHus Moxer YBCIIUYHBATBCA C BO3PACTOM (CM. pasfen "(PapmakokuHeTHKa").
Hnpopmayus o ecnomozamenvuvix sewyecmeax

Ilockoneky nexapcTeeHHOE CcpemcTBO CONEPXKHUT J1aKTo3y, PuBapokcaban-JId me cremyer TIPUHUMATD
TIalMCHTaM C DENKMMH HAaCJENCTBEHHBIMH HapyLICHHSIMH NICPEHOCUMOCTH JIaKTO3bI MJIM TallaKTO3b
(nanpumep, neduuut naxrase Jlanmna win TTIFOKO30-TaNaKTo3Has ManbabcopOmus).

Ilpumenenne npu GepemenHOCTH U B TIepHOA KOPMJIEHHS IPYAbI0
bepemennocme
ObdexTHBHOCTE U 6e30macHOCTD puBapokcabana npu GepeMeHHOCTH He ycTaHoBlIeHbl. JKeHmunam

PETIPORYKTUBHOIO BO3pacTa ClelyeT HCIIONb30BaTh 3¢ (EeKTUBHEIE METOJBI KOHTPALENIHH B HEPHOL
JIeYeHHs pUBapoKcabaHOM.

Jakmayus

OdbexTuBHOCTE 1 He30macHoCTs puBapokcabaHa y KOPMSLIMX MaTepei He yCTaHOB/IEHEL. PuBapokcaban
TIPOTHBOIIOKA3aH BO BpPeMs KOpMIIeHUS Ipyasro. Heo6xomumo TIPHHATE PEIICHUE O IPePhIBAHHH IPYAHOTO
BCKapMITUBAHUSA JTHOO O MpeKpaIeHHH/BO3AEP)KAHNY OT JIEUCHHS.,

Depmunvrocme

CrenmanbHble WCClIeNOBaHUsA puBapoKcabana Y JIONEH IS OUEHKM BIHAHHA HAa (EPTHIBHOCTS He
IIPOBOIUITHCE.
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| TTEOTHACDBAES
BausiHue Ha CHOCOOHOCTL K yNpaBJEHHIO TpchnopTH’g:mm,( eerBANT ﬁ({mﬂﬂﬂ”l‘e’imnanbuo
’ PECIHIVEIMIK APVCH
ONMaCcHBIMH MEXaHH3IMaAMH { Npaicas Missmeranes o BN ARG

JlekapcTBeHHOe cpenctBo Puapokcaban-JI® umeer HEKOTOpOe BITHSTHITe < B CIIOCC 06HOCTB BOIHUTH
aBTOMOOHIIb U YNPABIATH MEXaHH3MAaMH. Hoﬁoqﬂme peakiyH, TaKHe KaK OOMOPOK H TONOBOKPYKEHHE,
onucansl B pasnene "[lobounoe nericteue". INanueHTsI ¢ TakuMH MOGOYHBIMH PEAKIMAMM HE TOJKHBI
BOJUTH aBTOMOOHIIb U YIIPaBJIATE MEXaHH3MAMH.

YcioBust XpaHeHUs

B 3amuineHHOM OT Baru ¥ CBeTa MecTe IPY TeMIeparype He poime 25 °C.

XpaHHTH B HEAOCTYITHOM JJIS HETEH MECTE.

p—

Cpoxk rogHoctTn
2 rona.
He ncrions30Bats mo HCTEYEHHH CPOKa TOXHOCTH, YKA3aHHOTO Ha YIIAKOBKE.

YnakoBka
ITo 10 TabneTok B KOHTYPHOM SYEHKOBOI YIIaKOBKE U3 IIJIEHKH IIOJTUMEPHOH U Gonbru amoMuuneBoil. [To

TPH KOHTYPHBIE TICHKOBBIE YIIaKOBKU BMECTE C HHCTPYKIIHEH [0 MEJUIIMHCKOMY IPHMEHEHHIO B ITAKE H3
KapToHa.

YcnoBus ormycka
ITo peuenry.

HNndopmanus o npoussoauTele

COOO «Jlexdapm», Pecniy6nuka Benapycs, 223141, r. Jloroiick, yi. Musnckas, 1. 2a/4,
Ten./pakc: (801774)-53801, www.lekpharm.by
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MVHUCTEPCTBO 3APABOOXPAHEHI PECITYBJIMKY BEJIAPYCh

\4 Hannoe  nexapcmeennoe  cpedcmeo  AGNACMCA  NpPeOMEmMOM — OONONHUMENbHOZO
MOHUMOPUPOBAHUA, KOMOPOe NO3601UM ObICMPO yCMAHOBUMb HOBYI0 UH(OpMaYLIo 0 BesonacHocmu
npenapama. Ilpocs6a eépavam coobuiamb 0 N10GbIX NOOO3PEBAEMBIX HEHCENAMETbHBIX peakyuax.
ITopadok coobujenus o HedcenamensHblx peakyuax onucan 6 pasdene «Ilo6ounoe deiicmeuey.

HMHCTPYKIUA
[0 MEMUIVHCKOMY NPHMEHEHHUIO IEKapCTBEHHOTO CPeaCTBa

MUHUCTEPCTBOM 3/IPABOOXPAHEHUS
PECITYBJIMKH BEJIAPYChH

Ilpuxa3 MuHUCTEpCTBa 3APAaBOOXPaHEHUT
Pecnybnuxu Bemrapycs

Toprosoe Ha3BaHHe
Pusapokcaban-JI®

MekayHapoaHoe HENATEHTOBAHHOE HA3BAHME or &_» % 202(_/“ Ne ffj
Rivaroxaban KJIC N\e K orT «M> 060 2(%_____[‘.
Onucanue

Kpyribie TabneTkn DBOSKOBBITYKIOH GOPMEI, TOKPBITHIE 060T0YKOMH KpacHOBATO-KOPUYHEBOTO L[BETA.

Cocras

Axmusnoe sewecmso. puapoxcaban — 10 Mr; ,

6cnomozamenvhble 6€uecmea: Marlus CTeapat, HaTPHUs JaypHIICYIb(ar, THIPOMEILIO3a, KpocKapMenIosa
HaTpHsl, HEIITI0N03a MUKPOKPHCTAIINYECKAS, TaKT03a MOHOTH/IPAT;

cocmas obonouxu omnanmpait Il (kpacHBIH): NONMBHHHIOBBIN CIIUPT YaCTHYHO THAPOIH30BAHHEIM,

makporo/TIST, Tanek, Tutana auokcun (E171), xenesa okcun KpacHelif (E172), xenesa okcun senToIit
(E172), marneTnr / xenesa oxcun yepseii (E172).

®opma BeIyCcKa
Tabnetku, MOKPHITHIE IIEHOYHOM 060I0YKOIA.

®apmaxoTepaneBTHYeCKAas FPyNNa
AHTHTpOMOOTHYECKOE CpencTBO. [IpsiMolt HHTHEHTOp daxTopa Xa.

Kong ATX
BO1AFO1.

®apMaKoJOrH4ecKue cBOHCTBA

DapmakoOuHamuKa

Mexanuzm Oeticmeus

PuBapokcaGan — BBICOKOCENEKTHBHBIH IPIMON MHITHOuTOp daktopa Xa, obnamarommil BHICOKON
OMOMOCTYIIHOCTEIO IIPH I1€POPATEHOM IPHMEHEHHH,

AxrtuBanusi paxropa X KpoBH ¢ 06pa3oBaHHEM thakTopa Xa yepes BHYTpeHHHI! U BHEIIHMIL IIyTH UIpaeT
UCHTPATIbHYIO POJIb B KOAryJIAUMOHHOM Kackafe. daktop xpoBr Xa HENOCPENCTBEHHO IpeBpaaeT
IpOTPOMOUH B TPOMOMH dYepe3 MPOTPOMOHMHASHBIM KOMILTEKC, ¥ 3Ta PEaKuHs, B KOHEUHOM CYeTe,
NPUBOIUT K 00pa3oBaHmio PHOPHHOBOTO CTYCTKA M aKTHBAIIMH TpoMOOUKTOB TpoMGuHOM. Braromaps
aMITHQHUIAPYIOWEH NIPUPOAe KOAryasIHOHHOTO KAacKaia OIHa Morekyna daktopa Xa crnocoGCTByeT
obpasopanuio 6onee vem 100 monexyn Tpom6uma. Kpome Toro, CKOPOCTb PEaKLHH, ONOCPENOBAHHOM
taxTopom Xa, CBA3aHHEIM C IPOTPOMOMHA30H, Bo3pactaeT B 300000 pa3 Mo CPaBHEHHIO CO CKOPOCTHIO
PEaKLKH, OTIOCPENIOBaHHOH CBOGOAHEM HakTOpoM Xa, i IIPUBOLUT K YCHIEHHOMY «B3pPBIBONIONOOHOMY»



3 ey

yBenHueHue obpazoBaHus TpomOuHa. Kak CHe[ICTBHE, PHB3POKCAOAH BIHMAET Ha  HEKOTOpBIe
cnenuuyeckue M OOIIHE KOaryJsUMOHHBIE TeCTHl. VY YenoBeka - HAO/HOHANIOCE [0303aBHCHMOE
HHTHOUPOBAHHE aKTHBHOCTH (hakTopa Xa.

DapmarxoOunamueckue aghghexmui

HccnemoBanns Ha 4denoBeKke MOKA3any HAIMYHE H0303aBHCHMOTLO YTHETEHHUs aKTHBHOCTH Xa ¢axTopa.
PuBapoxcabaH Oka3bIBaeT 10303aBHCHMOE BIUSHKE Ha IIPOTPOMGHHOBOE BpeMst U OJIM3KO KOPPETHpYET ¢
KOHICHTpalMsIMKH B masme (r=0,98), ecmu mns awanusa wucmomssyertcs HaGop Neoplastin. IIpu
MCIIONIL30BAHUH JIPYTHX DEAKTHBOB PE3yNbTaThl OYAYT OTIMYATHCA. IIpoTpoMGuHOBOE Bpems crnenyet
M3MEPATE B CEKYHJAX, IOCKONBKY MEXIYHAPOAHOE HOPMATH3IOBAHHOE OTHOILICHHE OTKaNMMOpOBaHO 1
BATTMIMPOBAHO TONBKO ANIS KYMApUHOB M HE MOXET IPHMEHATBCA JUIL APYTHX AHTHKOAryJIsHTOB, Y
NAlMEHTOB, KOTOPhIM IIPOBOAMJIACE OOLIMPHAs OpTONEHYecKas XHpyprudyeckas onepamus, 5/95-
TIPOLEHTHIN ISl IPOTPOMOHHOBOTO BpEMEHH (Neoplastin) cnycts 2-4 yaca mocne nmpuema TabneTky (T.e.
Ha MOMEHT MaKCHMaIbHOTO 3¢ dexra) cocrasnsmu ot 13 o 25 CEeKyHI.

B xnuHHKO-GapMaKoIoruueckoM WCCIENOBAHHH 00paTUMOCTH  (hapMaKOLHHAMHYECKIX addexton
puBapoxcabaHa Cpe 3TOPOBLIX B3POCIBIX Cy0BeKTOB (n=22), oneHuBanocs BO3/I€HCTBHE EQHHUYHEIX 103
(50 ME/Kr) nBYX pasnmu4HBIX THIIOB KOHLEHTpAaTa IpoTpoMOHHOBOTO Komitekca (KITK): 3-axtopHoro
KIIK (®axtoper II, IX u X) u 4-paxroproro KIIK (®akroper IT, VII, IX u X). 3-cbaxropsiit KIIK camamr
CpelHUE 3HAYeHHUs mpoTpoMbunoBoro Bpemeru (IIB) Neoplastin npu6musurenszo Ha 1,0 cexynny B
TedeHHe 30 MHHYT, O CPAaBHEHHIO C MPUOIH3HTENLHO 3,5 CexyHmamu, HaGMIOOAeMBIMH B Ciryyae 4-
daxroproro KIIK. [ing cpaBHenus, 3-¢axroprent KIIK okasan Gomee 3HaYuTENbHOE U Gonee OBIcTpoe
ofiee BO3NEHCTBHE Ha OGPaTHMOCTh H3MEHEHHH B 00pa3oBaHMy SHOOTEHHOrO TpoMOuHa, yem 4-
daxropusit KIIK (cm. pasnen «Ilepeno3npokay).

Taxxe puBapokcabaH NO303aBHCHMO YBEIMYUBAET AKTHBHPOBAHHOE YaCTHYHOE TPOMOOIIIACTHHOBOE
Bpems (AUTB) u pesynerar HepTest; Tem He MeHee, nannnie IIapaMEeTPBI HE PEKOMEHIYETCS UCIIONb30BATh
AU OLCHKH hapMaKOIHHAMHYECKUX 3G (HEeKTOB puBapokcabana.

Bo Bpemsa CTaHNapTHOrO KIMHWYECKOTO JEYEHHS C HCIONB30BAaHNEM = pHBapoKcabaHa MTpPOBOMHTE
MOHHTOPHHI 1apaMeTPOB CBEPTHIBAHUSA KPOBH He TpeGyeTcs. OnHaxo TIPY KITMHHYECKOH HeOGXOAUMOCTH

YPOBHHM pHBapokcabaHa MOTyT OBITE H3MEPEHE! C TTOMOIIBIO KanuOpOBaHHEIX TECTOB HA antu-(axtop Xa.
DapMaKoKuHemuKa

Bcacwisanue u 6uodocmynnocme
Pusapoxkcaban GBICTPO BeackIBaeTCst,; MAKCHMATbHbIE KOHICHTPAUH (Cmax) NOCTHTaAKOTCA Yepes 2-4 yaca
ocJie mpHemMa TabneTkH.
BuonoctynHOCTE puBapokcabana nocne npueMa 1036l 10 MT BRICOKas (80-100%), ne 3aBuCHT OT IpuemMa
nuiny. [Ipuem numm He okxassmaeT Biusaus Ha AUC (mnomans nox KpHUBO#t «KOHIIEHTPAHUSA-BPEMS) ) HITH
max (MaKCHMallbHas KOHIEHTpalks) puBapokcabada B mosze 10 wr. JlexapcTBennoe CPENCTBO
Pusapokca6an-JIQ B mo3ax 2,5 Mr u 10 MI MOXHO Ha3HAYATE BO BPEMS SIBI MITH HE3aBHCHMO OT MpHeMa
THIIH.
DapMaKkOKHHETHKA pHBapokcabaHa XapaKTepU3yeTCs yMEPEHHOH HHIWBHIyaIbHOM BapHaOeNbHOCTLIO;
VHIUBUIYaIbHAs BapHaOeNnbHOCTh (BapHAIlMOHHBIN KoabdumueHT) cocrasnser or 30% o 40%.
BcacriBanue puBapokcabGaHa 3aBHCHT OT y4dacTKka BBICBOOOXKIEHHS TIEKapCTBEHHOTO CpEeNCTBA B
KETyNOHO-KUIIe HOM TpakTe. Coobmaetes o cHmxeHuHn AUC u Cpay Ha 29% 1 56%, o cpaBHEHuUIO ¢
TabeTKaMu, KOTHa IpaHyiibl pHBapoKcabaHa BBICBOOOXIAIOTCS B MPOKCHMATBHBIX OTAENaX TOHKOMH
KUKy, B nanbuefimem BosneiicTsue yMeHbIIaeTes, Korna JIEKapCTBEHHOE CPENCTBO BRICBOOOKIACTCS B
AUCTANIBHBIX OTHENAX TOHKOM KHIOKH 1HOO B BOCXOISINEH KHLIKe, Crenyer wusGeraTb BBemeHus
puBapokcabaHa OHUCTATBHO K HKETYIKY, TIOCKOIIbKY 3TO MOXET NPUBECTH K CHWKCHHIO BCACBIBAHHS M
BO3JCHUCTBHS] JIEKAPCTBEHHOTO CPENCTBA, CBSI3AHHOTO C THM.
Bronoctymrocts (AUC u Crmay) 65112 comocTaBuMa anst 20 Mr puBapokcaGana, BBeeHHOro TIEPOPAITHHO B
BHE pa3apoOIeHHOM TablIeTKy, CMEIAaHHOM ¢ 56109HBIM IFOpE UK pa3baBIeHHOrO B BOJE M BBEICHHOTO
HMepe3 KEMyNOYHBIH 30HI, TOCTE Yero CIEeHOBaN IpPHeM KHIKOM MHIIH, 10 CPAaBHEHHIO C LeNbHOH
TabneTkoi. C yd4eToM mpenckasyemoro, IIPOTIOPIHMOHAIBHOTO J103€ (hapMaKOKMHETHYECKOTO poduns
puBapokcabaHa, 3Ha4eHHe GHOLOCTYNHOCTH, HONYYEHHOE B AaHHOM HCCIIEIOBAHUM, BEPOSITHEE BCErO
MPUMEHUMO U K 60JIee HE3KUM [103aM pHBapoKcabaHa.
Pacnpedenenue
B opranusme yenoseka Gonpuias 4acThb puBapokcabana (92-95%) cBsizana ¢ 6enkamu T171a3MB], OCHOBHBIM

oOpasoBaHmIO TpomOuHA. CeneKTHBHbIE MHTHOMTOPEI (akToparXad ‘CIIOCOBHLI’ IPEKPaTUT YCHIIEHHOE
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Memabonusm u evieedenue O

PuBapoxcabaH BeIBogUTCS [PEIMYINECTBEHHO B hopMe MeTaboMHTOR (pubnusurensyo 2/3 ot IIPUHSATOM
MO3BI) C MOYOH M KalloM B OJMHAKOBEIX COOTHOLIEHHsX. 1/3 IIPHHATOM JI03BI BEIBOXUTCA MOCPEICTBOM
ITOYEIHOM IKCKPEIMH HEM3MEHEHHOrO BEIECTRA.

PuBapoxcaban mertabonusupyercs HocpencTeoM uzodepmentos CYP3A4, CYP2J2, a Taxxe 3a cuer
HE3aBHCHMBIX OT CHCTEMEI IUTOXpoMa P450 mexanusmor. Oxuciurepaas HETpaganus MophOITHHOHOBO
TPYIIEI X THPOIIA3 AMHIHBIX IPYIIII SIBISIOTCS OCHOBHBIMU YYACTKAMH GuoTpanchopmammy.

CornacHo Hoy4eHHbIM in Vitro JaHHEM puBapokcaban sBnseTcs cy6eTpaTom ms OeNKoB-NepeHoCUnKOB
P-gp (P-rmuxonporenna) n Berp (6enka yeroitunBocTy K PaKy MOJIOYHOM xenesrr).

Hewsmennsiit puapokcaGan sBnseTcs Haubomee BOXHBIM COCIMHEHHEM B YeNOBEYECKON ILIa3Me,
SHATMMBIC HIIM aKTHBHBIE HUDKYJIHPYIOIIME METaGONHTHl B Iia3Me He OOHapyseHbl. PuBapoxcaGan,
CHCTEMHBIHl KJIMPEHC KOTOPOTO COCTABNSET IIPUONHM3UTETLHO 10 n/4, Moxer 6vITH OTHeceH «
JIEKApCTBECHHBIM BELIECTBAM C HH3KMM YPOBHEM KIIHpEHCa. Ilpu BEIBemEHUM pHBapokcabaHa M3 Ij1a3MEl
TEPMHHANBHBIH [IEPHOS IOy BEIBEAEHHS COCTABIIAET OT 5 10 9 4aCOB Y MOJIOBIX IALMEHTOB | OT 1 ] no 13
9acoB — y IIOXKHIIBIX MTAIHEHTOB.

ITon / noscunoti gospacm

Y MyXHUH ¥ SKEHIIMH KIMHAYECKH 3HAYHMEIE PasnuYus papMakOKUHETHKH He 0OHapyXEHEL

Macca mena

CnumkoM Manas u 6oJbinas Macca Tea (meree 50 kxr u Gonee 120 KT) UG HE3HAYUTENBHO BIMSET Ha
KOHICHTpAlH pHBapoKcabaHa B mIasMe (pasiuume COCTaBIfeT Menee 25%).

Hemcxuii 6o3pacm

JIaHHEIE 110 3TO BO3pacTHOH KaTerOpHUH OTCYTCTBYIOT.

Omuuneckue pasnuyus

Knunnuecky 3sHaunMele pazmimaus (bapMaKoOKMHETHKH U (hapMaKoIMHAMYKH y HaIHeHTOB €BPOTICOUIHOH,
a(poaMEpHUKAHCKOM, JIATHHOAMEPHKAHCKOR, STIOHCKOMH I KHTaHCKOH STHIYECKOH MpUHANTEXHOCTH He
HaOIIONaIHUCE.

Ileuenounas nedocmamoynocme

Y GOJIBHBIX € IMPPO30M MEUEHH U JETKOi MeYeHOuHO} HEIOCTaTOYHOCTEIO (Kiace A 1o KaccuQuKanuu
Haitna-ITero)  apmakoxuneTHKA puBapokcabaHa oOTnHuaercy HE3HAUUTENBHO, YIO BHIpaXaeTcs
ysenuueHneM AUC puBapokcabana B cpenHeM B 1,2 pasa u comocraBumo ¢ II0Ka3aTeseM B KOHTPOJIBHOH
TPYTIIE 300POBEIX UCIBITYEMBIX.

Hns GOMBHBIX LHPPO30OM meYeHH ¢ YMEPEHHOH INEYEHOYHOH HeLOCTATOUHOCTEIO (kmtacc B no
knaccudukanmy Yaitna-ITero) XapaKTEPHBI CNENYIOINHE MTOKa3aTENH: 3HAUNTEIBHOE YBENHYEHHE CpemHedt
AUC B 2,3 pasa o cpaBHeHHIO €O 300POBEIMH NOGPOBOILIAMY, U yBenuieHune csobomnoit AUC B 2,6
pasa. ¥ 9THX MaIlHEHTOB TaK e OTMEUAETCA CHIDKEHHe TIOYE€YHOH 3MMUHAIIHT puBapoxcabana, cxomHoe
C IAlHCHTaMH C YMEPEHHOM! IOYEeYHOM HENOCTATOUHOCTRIO,

JaHHbIe y G0BHBIX ¢ TOKEOM TeYeHOUHONR HENIOCTATOYHOCTBIO OTCYTCTBYIOT.

Y GONBHBIX ¢ YMEPEHHOM MeYeHOYHO} HENOCTATOIHOCTBIO MOJABIIEHHE aKTUBHOCTH Xa daxTops! 65110
BBIPAXKEHO CHJIBHEE (B 2,6 pa3a), ueM y 3MOPOBEIX no6poBOIBIIEB., ITporpom6unOBOE BpeMS Tak e, B 2,1
pasa IIPEBBILIAIIO [T0KA3aTeN Y 3M0POBEIX 106POBONBIER,

[TaunenTsr ¢ yMmepeHHOH mNeveHOYHOM HENOCTATOMHOCTEIO OBUIM  GONee  YyBCTBHTENbHEIMH K
PHBapoKcabaHy, YTO BHIPAXANOCh B GOJee BBICOKORH bapmakokuHETHYECKOH 1 bapmakoauHaMIYeckoit
B3aUMOCBA3M MEXNY KOHIEHTpaluell puBapokcabana B mIasMe i IPOTPOMOUHOBBIM BpeMeHeM.
PHBapOKCEtGaH:H(D IIPOTHBOMOKa3aH OONBHBIM ¢ 3aGoJeBaHUSMU [ICYCHH, CONPOBOXIAIOIITMMHUCS
KOarylonaTHent ¥ pHCKOM pa3sBUTHS KIMHHYECKH 3HAYHMOLO KPOBOTEYEHHS, BKIIOYAsS NALHMEHTOR ¢
LHppo30M me4yeHu Knacca B u C mo Yaitnn-ITeko (e, paznen «Hpomsonoxaaaﬂm»).

Iloueunas nedocmamounocme :

Y TalMeHTOB C IMOYEYHOH HENOCTATOTHOCTHIO Hab/monaeTcs yBennyenue OKCTIO3ULMK PHBapOKcabaHa,
KOppE/MPYIOIIEe CO CHHXKEHUEM TTOUEHHOM QyHKIIHH, ONIPEACILIOMEHCS 110 KITHPEHCY KpeaTHHHHA.

Y NauMeHTOB C JIerkod (KIupeHe kpeaTuHuHa 50-80 Mn/Mug), CPERHETKENION (KIMpPEHC KpeaTHHMHA 30-
49 MII/MHUH) MIH TOKeIoi (KTHpeHC KpeaTHHWHA 15-29 MJI/MHH) TOYEYHOH HeZOCTATOYHOCTEIO
Habmopanoce 1,4-, 1,5-, 1,6-kpatHoe YBEIMHCHNE KOHUEHTpAlMH pUBapokcabGaHa B [ia3zMe (AUQ),
COOTBETCTBEHHO, 10 CPABHEHHUIO CO 3I0POBBIMH HOGPOBOIBLAMH.

JELS SIS
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CootsetctBytomee ysenuuerue hpapmakoanHaMueckux shthekrol 650 Gosies BhpAKeHHbM.

Y MauMeHTOB C JIETKOU, CPeAHETSKENON U TSKETOH TI04eYEOH - HEROCTATOYHOCTHIO 06iTee OIaBNeH e
aKTHBHOCTH ¢akropa Xa ysenwausanock B 1,5, 1,9 u 2 pasa, 16 cpasenmio co 3[I0POBBIMH
I0GPOBOJIBLIAMH; IIPH COOTBETCTBYIOUIEM YBETMICHUM NPOTPOMOMHOBOTO BpeMeHH B 1,3, 2,2 u 2,4 pasa.
JlaHHbBIE y HAIMEHTOB C KIHPEHCOM KpeaTHHHHA <15 MJI/MHH OTCYTCTBYIOT.

BenencTere BEICOKOTO CBSI3BIBAHMSA C GeNKaME MITA3MEI BEIBEIEHS puBapokcabaHa Ha (oHe AMamM3a He
OXHJAEeTC.

He pexomeHmyeTcst HasHAYaTh puBapokcabaH MAUEHTaM C KITMPEHCOM KpeaTHHHMHA <15 MJ1/MuH.
Cnenyer cobmonaTts OCTOPOKHOCTh IIPH HA3HAYEHHH pHBapokcabaHa MalMEHTaM ¢ KIHPEHCOM
KpeaTHHHHA 15-29 mi/mun (cM. paspgen «Mepsr [IPEOCTOPOXKHOCTHY).

Cosmecmmuoe npumenenue ¢ mowrviMuy unoykmopamu CYP3A4

B ncnerranuu daser I, seenenue pupapoxcabana COBMECTHO ¢ MOIIHBIM HHAYKTOpoM CYP3A4 u P-
TTIHKONIPOTEHHA PUGAMIUIIHHOM [PHBENO TIPHOTU3UTENBHO K 50%-My CHHXKEHHIO CpEHEro 3HAYeHHs
AUC pusapokcabaHa IIpH OAHOBPEMEHHOM CHIKEHHH €10 dbapmakonuaaMuyecKux apdexTos.

B ncnbrrannu ¢asw Ila, papmakoxunernka/bapmakonmaamuka 4MalTHPOBAHHOTO PEXHMA HO3MPOBAHHUS
puBapokcabana (30 Mr qBaXkIb! B IEHE B TEYCHUE TIEPBBIX 3 HeNeNb JleueHns, 3ateM 20 Mr OBAX/IEI B ICHB)
U3YJalIHCh cpeu 19 manuenTos, KoTopeix neuunu ot TI'B wmy TOJIA, 1 koTOpEIE COBMECTHO IPUHUMAITH
MOWIHEIH MHAYKTOp CYP3A4 u P-rnmuxonporenna (pudamnunun wmm denuToun). ANanTHPOBaHHEIIH
PEXHM NO3UPOBAHKA A AAHHBIX NIALEHTOB NIPOLEMOHCTPHPOBAT AHAJIOTHYHYIO BENMUYUHY BO3AEHCTBHS
¥ (apMaKoIHHAMUKY 110 CPaBHEHHIO C NallACHTaMH, KOTOPBIX Neuunu oT TI'B (15 mBakmsl B mems
TEUCHUE EPBEIX 3 HEMENb JIeYeH s, 3aTeM 20 MI O IHH a3 B IeHb) 6€3 CONYTCTRYIOIIEr0 BBETEHHS KaKoro-
m6o momuoro uHaykTopa CYP3A4,

IokazaHus /ISt npUMeHeHus

PuBapoxcaban-JI® nokasan s mpoduIIakTHKY BEHO3HO TpomOoaMGomuu (BTD) y B3pochsix manuenTos
C INTaHOBBIM IPOTE3UPOBAHUEM Ta300€APEHHOTO HITH KOJIEHHOro cycrasa.

PuBapokca6an-JI® nokaszan mia neveHus TpoM603a rmy6okux Ber (TI'B) u TPOMOOIMOONTHY TErOYHON
aprepuu (T3JIA), a Taxke nis npodunaxtiku nosToproro TI'B u TOJIA y B3POCJIBIX (CM. TIOIpPa3fien o
FEMOIMHAMUECKH HECTAOUITBHEIX nanuenTax ¢ TOJIA B pasgene «Mepbl Ipe0CTOPOKHOCTHY ).

Cnioco6 npuMeHenns u K031

Pexxum mosuposanus
Ipogdunaxmuxa eenosmoii mpomboamboruu (BT3) y 83POCNIBIX NAYUEHINOE C NAAHO8bLM npome3uposarem
Ma306e0peHHO20 UNU KONeHHO20 CYCmasa.

B nensx npodunaktuxu BT mpu Gonsmrmx OPTONIEIUYECKHX OMEPALMIK PHBAPOKCaOaH PEKOMEHTyeTCs
HazHayaTk 10 1 Tabnetke 10 Mr 1 pa3 B cyTky.

IIpOnOKUTENEHOCTE  Tepamuu  3aBUCHT OT  THoa KPYIHOH  OpTOTemMuecKol  omepauu.
[IpomomxUTeNbHOCTD NIeUeH s

- 5 Helens mocne GoMbLIoH onepanuy Ha Ta300eIpeHHOM CycTage;

- 2 Hegenu nocite GOJNBIION ONMEpaNHK Ha KONEHHOM cycTage.

JlexapcTeennOE cpencTso PuBapokcaban-JId MoxHO TIPHHUMATE HE3aBHCHMO OT [IPHEMA MHIIH.
IlepByro mosy cnenmyer npwmaTs uepes 6-10 wacos mocre ONCpaluy, NPHU YCIOBHH HOCTHTHYTOrO
remocTasa.

B cmyuae mpomycka nosel mamuenty cuenmyer TIPHEATE JIEKapCTBEHHOE CPEeNCTBO Puapoxcaban-JId
HEMCUICHHO U Ha CIIeAIOWIHH NeHb IIPOJODKHTE JIEYEHHE 110 | TabeTke B CYTKH, KakK 10 IIPOIycKa O3B,
Jlevenue mpombosa znyboxux een (T B) u mpombosmbonuu nezounoi apmepuu (TOJIA), a maxoce
npogunaxmuxa nosmoprozo TI'B u T3.JIA Y 83pocavix.

PexomennoBannas moza Pusapoxca6an-JI® a1 wauambmoro neyenus octporo TIB wmm TDJIA
COCTABIIACT 15 MI [1Ba pa3a B IeHb B TEYEHHUE [IEPBBIX 3 HEZICIE, C IIOCNENYIOIMMM IPHEMOM PHBApOKcabana
20 Mr OZIHH pa3s B AEHb IS IPOKOIKEHHS TEPAIIHH H npodunaxTHky nosTopHOro TI'B 1 TOJIA.
KpaTtkoBpemeHHyI0 Tepamuio (MHHEMYM 3 Mecsna) CICAYET pacCMOTPETH Y manueHToB ¢ TIB u TOJIA,
CHPOBOLMPOBAHHEIMH OOMBLIMMH TPAH3UTOPHBIMHU baKTOpamMu PUCKa (Hanpumep, HellaBHUE OTIepaTHBHEIE
BMEIIATENIbCTBA WM TpaBMa). Bonee MIHTENbHYo Tepamuio CIIENYET pacCMOTPETH y MAIMeHTOB CO
CrpoBOUHPOBaHHEIMH TI'B umu TOJIA, He CBA3aHHBIMY ¢ 6O/IbITHME TPaH3UTOPHBIMH (haKTOpaMH pHCKa,
¢ HecrrpoBOoUMpOBaHHbIMU TT'B unu TOJIA unu Hannunem B anamuese peunnvea TI'B unu TOJIA.
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ITpy Hamv9My ToKa3aHUH K TIPOMJICHHON MpOGUIAKTHKE penﬁm B o TOJIA (mocre nevenus TI'B
i TOJIA B TeueHHe Kak MHHAMYM 6 MECSIIEB) pexomemd}a_@ggagmos&ch'Taaneir, 10 Mr.onuH pas B
nens. IanuwenTsl ¢ BeicOkUM puckoM penumusa TI'B wmm T3JIA, TakyM KaK HamHuHe OCHOKHEHHBIX
COMYTCTBYIOIIMX 3a0oneBanuit wmu peuuaus TIB wnu TIJIA Ha (pone npomnenuoit Tepamuu
puBapokcabaHOM B NpodunakTaieckoif fose 10 Mr omuu pas B gens, CJIENyET paCCMOTPETh IIPUEM J03bI
puBapokcabana 20 Mr ofIvH pa3 B JIEHb.

IIpoMOMmKHTENIBHOCT JIEYEHHs M [03a JOJIKHEI OAOUpaThCs WHAMBUAYANBHO — MOC/E TIIATENbHOMN
OLEHKH IOJIB3bI JICYCHHS [0 OTHOMEHHIO K PUCKY KPOBOTEUEHHUS.,

JnurensHOCTH PexuM nosuposanus Obmras cyrounas nosa
Jleuenne u}Orl po2l gus 15 Mr nBa pasa B nens | 30 Mr
mpodunakTHKa 1-21 pens
mosropHoro  TI'B  m | IMocne 22 nus 20 Mr oz pas B news | 20 mr
TOJIA 22 neHs u nocne
IIpodunaxtuka Iocne xax munuMyM 6 | 10 Mr uma 20 mr omms | 10 Mr wim 20 Mr
nosropHoro  TI'B  u | mecanes neuenus TI'B | pa3 B gens
TIJIA umu TOJIA

Ecmy npueM odepenHo# mo3sI pomyIeH npy mpHeMe K036 15 Mr a8a pasa B eHb (1-21 guu neyenus),
MalMeHT AO/KEH HEMEMICHHO NPUHATH PMBAPOKCAbaH IIf TOro, YTo6bl OGECHEeunT: IIOCTYTLICHHE
CyTO4HO# 1035l 30 Mr. [/ 9TOrO MOKHO NPHUHATE ONHOBPEMEHHO 2 TabneTku pusBapokcabana B 103e 15
Mr. Ha crexyromuit IeHs clienyeT IpoIoKUTE PETyJIAPHBIH NpUeM npenapata B 103e 15 mr 2 pasa B IeHb
B COOTBETCTBUH C PEKOMEHIOBAHHBIM PEXUMOM.

B cny4ae nponycka no3sr npu npreme mpenapata 1 pas B nens MAUHEHTY CNEAYET HEMEUIEHHO NPHUHATH
PuBapokca6an-JI® u Ha crenyomuit IeHb IPOXOIIKATE TeYeH e IpHeMOM 1 pa3 B JIEHb B COOTBETCTBUM
C PEKOMEHIOBAHHBIM PEKHMOM.

He crenyer ynsausaTh MpuHEMaeMyro 103y AU KOMITEHCAIHH NIPONYINEHHOH paHee MO3bL.

ITepexo0 ¢ anmazonucmos sumamuna K (ABK) na puseapoxcaban

IIpu nepexone manuentos ¢ ABK Ha Pusapoxcaban-JI®, nocne mpuema Pusapoxcaban-JI® 3nauenus
MHO wmoryT 6bITE nOXHO moBEIMIEeHHEEME. MHO He TONXOMUT IJIA OTNpEeNeNeHHs aHTHKOATYIIIHTHOH
aKTHBHOCTH PuapokcaGan-JI®, u [IO3TOMY HE IOJIXHO HCIIONB30BATHECS C 3TOM ILETBIO (cM. pasmen
«B3aumoneHCTBHE C APYTUMH TeKapCTBEHHBIME CPEOCTBaAMMY).

Ilepexo0 c pusapokcabana na anmazonucmu: eumamuna K (ABK)

CymecTByeT BO3MOXKHOCTh HEIOCTATOYHOTO aHTHKOATYNSHTHOrO 3bdekTa mnpu mepexome ¢
Pusapokca6an-JI® ma ABK. B cBa3u ¢ 3THM, HeOGXOIHMO 00€CTIETUTh HENPEPHIBHEIA [OCTATOYHbIH
AHTHKOAryJISIHTHEIH 3(dekT BO Bpems NomoOGHOTO Tepexona Ha Apyro# aHTHKoarymsHT. Cremyer
OTMETHTB, 4TO PuBapokcaban-JI® MoxeT crmoco6CTBOBaTh moBbImeHMIo MHO. [Ipu mepexome ¢
Pusapokca6an-JI® Ha ABK, PupapoxcaGau-JId CIICNYeT MPHHUMATh OXHOBPeMeHHO ¢ ABK fo Tex mop,
noka MHO ne mocturser nokasarens > 2,0. B Teuenne TIEPBBIX IBYX THEH [IEPEXONHOTO IEPHOMA CTEMYET
IPUMEHATE CTAHOAPTHYIO HadanbHyto 103y ABK ¢ nmocnenyromum sasnauennem no3el ABK Ha ocHOBanuu
onpeneneunit MHO. Bo Bpems onzoBpemenHOro npuema Pusapokcaban-JI® u ABK, MHO crnenyer
OTPENE/IATE HE paHEee YeM uepe3 24 yaca 1ocie IpHeMa IpebIayInel 035! i NEPEN IPHEMOM ClIeyIOMest
mossl  PupapokcaGan-JI®. Tlocne mpekpatnenus puMeHenus  PusapokcaGan-JI®  mocToBepHoe

onpeneneane MHO MoXHO mpoBomUTE MuHEMYM uepe3 24 dyaca mocle mpHeMa mocnemHed Ko3bl
npernapara.

Ilepexod ¢ napenmepansnoix anmuroazynsnmos na pusapoxcaban

JUist MauKeHToB, MOMYYalomKX MapeHTepanbHEE AHTUKOATYNAHTEL, ClIeNyeT OTMEHHTh MapeHTepasbHbH
aHTUKOAryJaHT, PuBapoxca6an-JI® cnenyer mpuHEMATE 32 0-2 gaca 0 MOMEHTA CJIEAYIOLIErO TTAHOBOTO
BBEJICHUS NapeHTEPabHOTO MpemapaTa (HAalpHMep, HHU3KOMONIEKYIIPHOTO TrerapHHa) HIM B MOMEHT
IIPCKpallCHUsA HCIPEPBIBHOTO BBENEHMSI IMApEHTEPAIbHOrO npenapara (HanpuMep, BHYTPHBEHHOTO
BBEICHHA HeQPAKIIMOHHPOBAHHOTO TeNapyHa).- ‘
Ilepexo0 ¢ pusapoxcabana na napenmepanvhvle AHMUKOA2YNSHMbL

Cnenyer otmenuTh Pusapoxcaban-JI® u BBecTH TI€PBYIO [03Y NMapeHTEPaNbHOTO AHTHKOAryISHTA B
MOMEHT, KOrfia A0/KHa Oplna OBITh IpUHSTA CIEIYIOMAs 1032 Purapoxcaban-J1d.

Omoenvrvie epynner nayuenmos

ITayuenmol ¢ nevenounoti Hedocmamounocmupio

[Ipumenenne Pusapokcaban-JI® IIPOTHBONOKA3aHO y OONBHBIX C 3a00JIEBAHUIMHU TIeYeHH,
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COMPOBOXAAIOIIMMHCS KOATYIONATHEH M PHCKOM DAa3BUTHSA | mnmiﬁ%mwsgasnMoro KPOBOTEUEHHH,
BKJIFOYas LMPPO3 MeveHu Kkiacca B u C no xnaccubnkamun Yadtpe-Terg, ™ 7
Iayuenmui ¢ noveunoii nedocmamoynocmoio T e e
OrpaHuyeHHbIE KITHHHYECKHE NaHHBIE O IPUMEHEHHH puBapokcabaHa y GONBHBIX C TSKENOH MOYEYHON
HEJOCTATOYHOCTBIO (KIMPEHC KpeaTHHHHa 15-29 MII/MHH) YKa3bIBAIOT HAa 3HAYHTENHHOE IIOBEILICHUE
ypOBHEH puBapokcabana B mmasme. B 3TOH cBM3M Heo6xomMMO c OCTOPOXXHOCTBIO IPHMEHSATH
Pusapoxcaban-JI® B s10M rpymne Gonmpueix. IIpumenenue PuBapoxcaGan-JI® ne PEKOMEHIyeTCS ¥
GONBHBIX C KIIMPEHCOM KpeaTHHHHA <15 Mi/MHUH.

He tpebyetcs xoppexuus nossr PusapoxcaGan-JId Y BOBHEIX ¢ JIErKoit TOYEUHOH HELOCTATOUHOCTLIO ¢
KIMpeHCOM KpeaTHHHHA 50-80 MI/MHH WM YyMEpEeHHOM moYeyHOH HEJIOCTATOYHOCTBIO C KJIHPEHCOM
kpeaturauHa 30-49 mu/mMun.

- [l mpornakTHKH BEHO3HOM TpoMGoaMGoIuK (BT3) y B3pocnsIx nanuenTos ¢ 3aITaHUPOBAHHbIM
IPOTE3NPOBAHUEM Ta300€APEHHOTO WM KONEHHOTO CycTaBa He TpeOyeTcs KOppeKIHs O3bl
Pusapokcabana-JI® y nanueHToB ¢ jerxoi (xmupeHc kpeatnuuua 50-80 MJI/MHH) WM CPERHETSKENOM
(wmupeHc KpeaTuruHa 30-49 MIV/MUH) TOYETHOM HEOCTATOYHOCTRO,

- [lnst nevenus tpombo3a riyGokux ser (TI'B) u TPOMGOIMOONHH TerouHoi aptepus (TOJIA), a Taroke
npodunaxktuky nosroproro TT'B u TIJIA He TpebyeTCst KOPPEKIUS 03B Y MallUEeHTOB C JIEFKOM I0YeYHOMH
HEIOCTaTOYHOCTHIO (KIHPEHC KpeaTuHuHa S0-80 MJI/MHUH).

IIpn yMmepenHolt modeuHoi HemOCTATOYHOCTH (knvperc kpeatwnmHa 30-49 MJI/MHH) HIH C THKEIOH
OYETHOH HEAOCTATOYHOCTEIO (KIMPEHC KpeaTHHHHA 15-29 MJI/MHH) IAIUEHTH! JOIKHBI IpUHUMATE 13
MI' IBa pa3a B [ICHb B TEYCHHE NEPBLIX 3 HENENb. 3aTeM peKOMeHOBaHHas no3a coctasiieT 20 Mr onuH
pa3 B neHb. CHrKeHHe 035! ¢ 20 MI OXMH pa3 B ZeHb 10 15 Mr OIIMH pa3 B IEHb CIEyeT pacCMaTpUBATh,
KOrja OUCHHBAEMBIN PUCK KPOBOTEUEHHS Yy IAllHEHTA IpeobiafaeT Ham pHCKOM noBTopHOTO TI'B M
TOJIA. Pexomennanus ucnons3oBaHus 15 Mr omun Pa3 B NICHb OCHOBaHA Ha (apMaKOKHHETHUIECKOM
MOACITMPOBAHHM 1 HE M3y4EeHA B KITMHHIECKUX YCIIOBUSX TIPY JAHHOM COCTOSHIL

IIpu pexomeHnOBaHHOM exXeNHEBHOM T03e mpen pata 10 Mr 1 pa3s B nens He Tpebyetcs KOPPEKILUS TO3bI
pHBapokcabaHa. '

Ioorcunvie nayuenmer

He TpeGyeTcs xoppexuust 10351, Puck kpoBoTedenms BO3pacTaeT C NOBHIIEHHEM BO3DACTA MALUEHTA.
Macca mena

He tpebyetcs xoppeknus mo3sl.

Ilon

He tpeGyetcs xoppexnus noser.

Hemu

KnuHudeckue fanHble 0 NpUMEHEHHUIO y feTelt n TIONPOCTKOB M0 18 11eT oTCYTCTBYIOT (3hbeKTHBHOCTD
¥ 6€30MaCHOCTE 11 MAlMeHTOB JaHHOH BO3PACTHOH IPYIIIIEI HE YCTAaHOBMNEHE). [TosTomy nexapcTBeHHoe
cpenctso Pusapokcaban-JI® He pexoMenayeTes K IIPHMCHEHHIO y NeTeH U MOAPOCTKOB 10 18 yreT.
Croco6 npuMeHeHus

Jns npuema BHYTpb.

Pusapokca6an-JI® 10 Mr MOXHO IIPHHMMATE HE3aBUCHMO OT IIpHeMa TTHIIH,

JII1 TalMeHToB, y KOTOPBIX INpOIIATHIBAHHE TAaBIETKH UCITUKOM BBISBIBACT TPYHHOCTb, TabBNeTKy
Puapokcaban-JI® moxuo Pa3sIpPOOUTE M CMEIIATh ¢ BONOH WM Jerkof TIHINEH, Takod Kak sOI0YHOe
IOPE, HENOCPENCTBEHHO NEPEN IPHEMOM U IPHHUMATE NEPOPATLHO.

Paznpo6rennyio TabneTky MOXHO BBOAMTE HICPe3 XKETYNOuHbI 30HA. TabneTky pUBapoKcaGaHa MOKHO
M3MEILIHTE ¥ MPHIOTOBUTE CYCHEH3WIO B 50 M BObL. ITepen BBenenmem pupapoxcaGama clenyer
TMOXTBEPANTE PASMEILEHHE 30H/A B XKemynKe. Pasnpo6ennyro TabIeTKy puBapokcabana CieyeT BBOIHTS
B 50 M1 BOOBI Yepe3 KeNyMOUHBIA 30HA, TMOCHE Yero €ro HeOOXOIMMO POMBITH BOJIOIL. ITockoneky
abcopbuus pHBapokcabaHa 3aBHCHT OT MecTa BBICBOOOXIEHHS aKTHBHOTO BELIECTBA, crenyeT usberarh
BBENICHH pUBApOKCcabaHa NUCTaNbHeE KETyIKa, TAK KK 3TO MOKET NPUBECTH K CHUXKEHHIO abCOpOIHuH H,
TaKUM 00pa3oM, K YMEHBIIEHHIO BO3AEHCTBHSA aKTHBHOTO BEINECTBA. DHTEPANLHOE THTAHUE He Tpebyertcs
Cpa3sy mocse BBeAeHUs TabneTok 10 mr.

IIpornBonokazanus

- TIOBBILICHHAA 1YBCTBUTENBHOCTE K PUBAPOKCAOaHY HIHM BCIOMOTATeTbHBIM BELIECTRAM JNIEKApCTBEHHOTO
CpencTBa.




 ANTATLAT

- AKTHBHOE KJIMHHYIECKU 3HAYMMOE KPOBOTEUEHHE. MR A ‘
- TaTOJIOTHYECKOE HApYLICHHE MM COCTOSHHE, KOTOpOe é'{m;aﬁ:ma::magnmsmf{‘;gbamdﬁéﬁ pHcKa
MacCHBHOIr'0 KpoBoTeYeHHs. K HUM oTHOCATCS: L T T e

- MIMEIOIAsACA WK HE/IABHO MMEBLIAS MECTO S3Ba eIy AOYHO-KHITEUHOrO TPAKTA;

- HaJIHYHe 37I0KaYECTBEHHEIX HOBOOOPA30BAHMI C BEICOKHM PHCKOM KpPOBOTEYEHHS;

- HEJIaBHAA TpaBMa rOJIOBHOTO MIIM CIIMHHOTO MO3ra;

- HEIABHEE XMPYPriUveCKOe BMEIIATENBCTBO Ha FONIOBHOM, CITHHHOM MO3T€ HITH [J1a3aX

- HelaBHEE BHYTPUIEPETTHOE KPOBOU3JIUSHHE, \

- AMAarHOCTUPOBAHHOE HITH NIOJO3PEHHE HA BADUKO3HOE PACIIHPEHHUE BeH IHILEBO/A,;

- apTEPHOBEHO3HEIE aHOMAIIHH PA3BHTHA;

- COCYMCTLIE AHCBPU3MEI HITH [IATONOTHS KPYIHBIX COCY/OB CIIMHHOTO HITH TONOBHOIO MO3Ta.
- COIYTCTBYIOLUAS TEPANHs JEOOBIMH IPYTHMH aHTHKOATYIISHTAMH, HanpuMep, HedpaKIUOHUPOBAHHE
remapud (HOI'), Hu3KOMONMEKyIApHBIE TenapHHb! (3HOKCaMnapuH, HAITETIAPHH M T.A.), NTPOU3BOIHEIE
renapuHa (QOHAANAPUHYKC U T.A.), TIepOpabHEIE aHTHKOAryIIAHTH! (BapdapuH, naGurarpana 9TEKCHIIAT,
arukcabaH U T.I1.), 32 HCKITIOYEHUEM 0CODBIX CIyHaeB Nepexona Ha APYyryio AHTHKOArYJISIHTHYIO TEPAIHIO
(cM. pasnen «Crnocob mpuMEHEHHS M JO3BIY) MK xorna HOT" BBomuTes B 033X, HEOGXOMUMEIX hibi:
00eCIIeYeHus. POXOAUMOCTH LEHTPANbHOTO BEHO3HOTO MW 4pTCPUATIBHOTO KaTeTepa (CM. pasmen
«B3aumoneHcTBHE C IPYrUMU NEKAPCTBEHHBIMU CPeNCTBaMU»);
- 3a00sIeBaHNE TIEUEHH, CBSI3AHHOE C KOAryNloNaTuel i KIIMHMYECKH 3HAYMMBIM PHCKOM KPOBOTEUEHHS,
BKJIIOYast NAallHEHTOB ¢ IUPPO30M nedeHH kinacca B u C 1o knaccuduxarnun Yaitnn-IIsio;
- 6EPEMEHHOCTD U [IEPHOL JTAKTALIHH;
- DETCKHH W MOJPOCTKOBBI Nepron 1o 18 neT (6e3omacHocTs 1 3bdEeKTUBHOCTL B NaHHOl BO3pacTHOMH
TPYTIIIE HE YCTAHOBIIEHE).

¥

i

ITo6o4uHoe neitcTBHE

YunteBas GapMaKoNIOTHYECKHH MEXAHI3M NEACTBHS, HPUMEHEHHE puBapokcabaHa MOXET 6BITh CBA3aHO
C TIOBBIMICHHBEIM DHCKOM BO3HHKHOBEHWS CKDBITOTO MM SBHOIO KpOBOTEUEHHS U3 MOOBIX TKaHEH U
OpTaHOB, KOTOPOE€ MOXET HPUBOMUTD K IIOCTI€MOPPArHYeCcKoOll AHEMUH. [Ipu3Haxy, CHMOTOME! H TXeCTh
(BKJIFOYAs JIETANBHBIA HCXOM) BApPHHPYIOT B 3aBUCHMOCTH OT JIOKAHU3alUH ¥ CTENEHH TKECTH MWK
MacCHBHOCTH KDOBOTEYEHHUS H/UTH aHEMUH.

B KIMHHYECKHX HCCNENOBAHUAX KPOBOTEUCHHUS U3 CITH3HCTEIX 06oI04eK (Hampumep, HOCOBOE, JIECHEBOE,
KETYAOUHO-KHIICIHOS, U3 MOYETIONOBOTO TPAKTa, BKMIOYAS NATOIOTHYECKOS BaruHaneHOe u Oonee
OOHMITBHOE MEHCTPyalnbHOE KPOBOTEYEHHE) H AHEMHS HacTo OTMEYAIUCh MPH NIHUTENLHOM JI€YEHHU
PHBapOKCaOaHOM B CpPaBHEHHH C JE€YEHHEM AHTATOHHCTAMK ButamuHa K (ABK). Cnenosarenswo, s
ZOTIONHEHHE K aNCKBATHOMY KIHHHYECKOMY OCMOTPY, TIpH HEOOXOMUMOCTH, IS BBIABIEHUS CKPBITOTO
KpOBOTEHCHUA MOXKET HMETh 3HaYEHHE JTA00PATOPHOE ONpenenenHye YPOBHS reMOrIo6MHa/TeMaTOKpHTa U
KOIMIECTBEHHAS OLICHKA KITMHHYECKOH 3HAYNMOCTH SBHOTO KPOBOTEUYEHHS,

PHCK pa3sBUTHA KPOBOTEUeHHUIt MOKET YBETHIHBATCS B OIPENENCHHBIX IPYNNaX IANHEHTOB, HAITPHME, y
TMAIUCHTOB C HEKOHTPOIUPYEMOR TSXKENOH apTepHanbHON THIIEPTEHIMEH H/UIK ¥ MAlHeHTOB, KOTOpbIe
OJHOBPEMEHHO  NPMHMMAIOT [PENapaThl, BIMSIONIHE HA  eMOCTas (cM.  pasmen  "Mepst
MIPEAOCTOPOXKHOCTH"). MeHCTpyanbHEIE KpPOBOTEYEHHS MOTYT ObITE GoONee AMUTENBHBIMH U
MHTCHCHBHEIMH. ['eMopparudeckme ocmoxHeHUS MOTYT NpOSBAATECS cnabocThio, GIeNHOCTHIO,
TOJIOBOKPYXEHHEM, TOOBHOH GOINBI0, HEOOHICHHUMOM IIPHITYXTIOCTBIO, OIBIMIKON MIIH HEOOBICHHMBIM
IIOKOBBIM COCTOSHHEM. B HEKOTODHIX Cyyasx, BCIENCTBUE aHeMuy HaOIIIONATHCh CHMIITOMB! HITIEMUH
MHOKapZia TAKKE KaK GOMH B TPYIH HITH CTEHOKAP/IUS.

IIpu mpueme puBapokcabaHa cOOGIIATOCH 06 H3BECTHEX OCIIOXHEHHAX, BTOPHYHBIX 110 OTHOIIECHHIO K
TKEIIOMY KDOBOTCUCHHUIO, TAKHX KaK CHHOPOM CHABICHHA M IOYeqHAs HEIOCTaTOYHOCTh MO MpPHYHHE
HENI0CTaTOYHOH nepdysun. B cBasu ¢ sTum, TIPEL OLICHKE COCTOSHHUSA MOGOro ManMeHTa, TOJTy4aroIero
AHTHKOATYJIAHTBL, CIICAYET PACCMATPUBATD BO3MOXKHOCTD KPOBOU3MHSHHUS.

YacToTa BCTpE4aeMOCTH HeXenaTeNbHEIX PEaKIH, 3aPErHCTPUPOBAHHEIX IIpY IpHeMe puBapokcabana B
KITMHUMECKUX MCCNICOBAHMAX, NPUBEACHA HYXe. BHYTpH kaxmoi#t wacToTHoi TPYTIIEl HeXeNaTeNbHble
PCaKUMH NPELCTABCHBI B MOPSAKE YMEHBIIEHUS cepbe3HocTy. YacToTa BCTPEYAEMOCTH OIpenenseTcs
Kak: 04eHb 4acTo (21/10), yacto (o1 >1/100 mo <1/10), HewacTo (oT21/1000 mo <1/100), perxo (=1/10000
n0 <1/1000), HeM3BECTHO (HENMB3 YCTAHOBHTE, HCXOMS H3 JOCTYIIHEIX NaHHBIX).

Hapyuenus co cmoponer xposu u numgpamuuecxori CuCmemvl: 9acTO — aHeMHs (B TOM uHCle




COOTBETCTBYIOIIHE Ja6opaTOpHbIE [OKA3aTENH); HEYacTo -wtpbmﬁm;m
KOJIHYecTBa TpOMOOIMTOB*, TpoMGoLHTONEH S, T '
Hapywenus co cmoponst ummywHoll cucmembl: HEYacTO — AieprudecK: ' Peaxum,  anneprideckuit
AepMaThT, oTek KBUHKE U aiuleprideckuii oTek, OYeHb penKo — aHa(UIAKTHIECKHE PEaKUMH, BKITIOUAS
aHa(HNaKTHYECKHIH IIOK.

Hapywenus co cmoponsr nepenoti cucmemvi: dacto — TOJIOBOKPYXEHHE, TONOBHAS GONb; HEYACTO —
BHYTPHICPCIIHOE KPOBOU3NUAHNE, KPOBOU3NUSHHAE B MO3T, 06MOpOK.

Hapywenus co cmoponst opzana 3pewus: 9acTo — KpOBOW3IHSHUE B TKAHU rmasa (B TOM umMclie
KOHBIOHKTHBAJIBHBIC KPOBOU3JIHSAHHS).

Hapywenus co cmoponst cepdya: HedacTo — Taxuxapus.

Hapywenus co cmoponsl cocydoe: 4acTo — ruIIoTeH3H, reMaToMa.

Hapywenus co cmoponwr Obixamenvruix nymeii: 9acTo — HOCOBOE KpOBOTEUCHHE, KPOBOXAPKAHHE.
Kenyoouno-xuweunvie Hapywenus: 4€acTO — KpOBOTEYeHWE U3 AECEH, YKEMyN04HO-KUINEYHOE
KPOBOTEYEHHE (B T.Y. PEKTaIbHOE KPOBOTEUECHHE), GONMM B KHBOTE 1 bonu, cBA3aHHBIE C KeMymKOM K
KHINCHHUKOM, UCIICTICHS, TOLIHOTA, 3a10p™, IOHOC, PBOTa*; HEYACTO — CYXOCTb BO pTy.

Hapywenus co cmoporst neuenu u cenyegble0daugux nymeii: 9acto — TNIOBBLIIICHHE YPOBHS TPaHCAMHHA3,
HEYacTo — MEYCHOTHAS HENOCTATOYHOCTh, TOBHILEHHE ypOBHS OuiupyOuHa, MOBBImEHHE YpOBHS
enoIHOH hocdarassl B KPOBK*, OBBIIIEHIE YPOBHS raMMa-T" T®; penxo — xenryxa, nossImenue YPOBHSI

npsMoro Sunupy6uHa (¢ CONyTCTBYIOLINM ITOBBILIEHUEM YpoBHS AJIT mu6o Ge3 HETO0), XOJECTas, TeNaTHT
(BKITIOUAA OpaXkeHHE renatoOuIapHoil CHCTEMEI).

Hapywenus co cmoponsr koocu u nodkoxcHoil knemuamey: qacto — 3YR (B TOM YHCIIE HEYACTHIE Clydan
TEHCPANH30BaHHOTO 3YJa), CBIIb, JKXMMO3, KOXHBIE H IIOJKONKHBIE KPOBOM3NHSAHUS, HEYacTo —
KpallBHHIA; O4YCHb penko — cuHupoMm CTuBeHCa-IKOHCOHA/TOKCHUeCKHMi SMHUIEPMANIbHEIN HEKPOIH3,
DRESS cunapom.

Hapywenua co cmoponsr mbvuueunod, cxenemmnosi u COCOUNUMENbHOU MKANU: 9aCTO ~— GO B
KOHEYHOCTSAX ™, HEIACTO — reMapTpo3, PEKO — MBIIIEYHOE KPOBOM3IHUAHUE; HEH3BECTHO — KOMIIAPTMEHT-
CHHIIPOM BTOPHYHBIA 10 OTHOLIECHHIO K KPOBOTEYEHHIO,

Hapywenus co cmoponvr nouex u MOUe8bI800SUUX Nymeli: YacTo — KDOBOTEUYEHHUS, CBA3aHHBIE ¢
YPOTCHHTANBHBIM TPAKTOM (B T.4. TEMATyPHs X MEHOpparuu* *); HEYACTO — MOYeYHAs HENOCTATOYHOCT (B
T.14. TIOBBIICHUE YPOBHSA KPEATHHUHA, MOYEBHHBI B KPOBH) *.

Obwue Hapywenus u peaxyuu ¢ mecme 66edenus: wacTo — xopanka*, mnepugepuueckue otekw,
CHIDKCHHE (QH3MYECKHX CHI M BATOCTh (BKIIOYAS obmyro cnabocts u aCTEHHIO); HEYacTO — II0Xoe
CamOYyBCTBHE (B T.4. HENOMOTAHHUE); PENIKO — MECTHBIE OTEKH*.

Jabopamoprsie u uncmpymenmansuvie Oanmbie: HewacTo —TOBBIIEHNe ypoBHS JIJII'*, moBBImeHme
YPOBHS JIMNA3I*, IOBEINICHHE YPOBHS aMHIA3EL

Tpasmvi, ompasnenus u nocmnpoyedyprole 0CRONCHEHUR: H14CTO — MOCTIPONEYPHOE KPOBOTEYEHHE (B T.4.
TNOC/ICONCPAlIHORHAs aHEMHUS M KPOBOTEYEHHE M3 DaHbI), KOHTY3us, paHeBas CeKpemus*; pemxo —
COCYIMCTAs IICEBAOAHEBPH3Ma* **,

* — mabmonaemble mpu IPOGHUIAKTHKE BEHO3HOH TPoMG03MGoHE Y B3POCIIBIX MALUEHTOB, KOTOPHIM
TTPOBOAMIIOCE 3NICKTHBHOE IPOTE3HPOBAHHE Ta300€APEHHOTO HITH KOJIEHHOrO CycTaBa.

** — mabmonaeMsle npu nevenuu TI'B u TOJIA 1 IpodHUNaKTHKe PCIHINBA KAK OYEHb YaCTEIE Cpemu
XKEHIIUH B Bo3pacTe <55 Jjer.

*¥* - HaGMIONANTHCH KaK HEYacThIe B paMKax NpoQUNaKTHKY OCIOXKHeHHui npu OKC (nocre YPECKOKHBIX
KOPOHApHEBIX BMEINATEBCTB).

Coob1ueHne 0 MO03PEBAEMBIX HeKENATENBHEIX DEAKITHIX

BaxxHo coo6maTs 0 momospeBaeMbIx HexenaTeIbHLX PCAKIMAX TI0CIE PErHCTPAllMH JIeKapCTBEHHOrO
nperapata ¢ LEOblo O0ECHeYeHHS HENpepEIBHOLO MOHHTODHHTA COOTHOIUEHHS «IIONB3A - pHCK»
ICKapCTBCHHOro  IIperaparta. MemunuHckuM paGoTHHKaM PCKOMEHIYETCA COo0OOImaTh 0 ITOBBIX
TONO3PEBACMBIX HEXENATENbHBIX PEAKIUSIX JEKAPCTBEHHOTO Ipenapata Yepe3 HAMOHANBLHYIO CHCTEMY

COOOIIEHHS O HeXeNaTeNnbHbIX peakiusx (Y11 «LleHTp sKenepTHs u wcmbITanui B 34PaBOOXPAHEHUMY,
http://www.rceth.by).

Iepeno3nposka

3aperucTpHpOBaHBI PEAKHE CIIydan Tepeno3upoBKH (10 600 Mr — 6e3 paspuTus KPOBOTEYEHHS U APYTHX
OOOYHBIX peaKInir).

B cBasu ¢ OTPaHHYCHHBIM BCACBHIBAaHHEM, OKUIAETCH pa3BuTHE HH3KOYpPOBHEBOTO IINIATO KOHUCHTpauuu
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nperapara 6e3 JalbHeHIIero yBeHueHns ero cpefHeit KOHUEHEDAIH BilNA3ME KPOBH HIpH ‘HPUMEHEHHY
. i PECTIYE T HACERANREN

203 50 MT ¥ BbIIIIE, IPEBHINAIOMINX TEPAIEBTHUECKHE, I Lo N

Jlevenue: cnenuduueckudl aHTHAOT pHBapokcabana OTCYTCTBYET: < B CiTyHae . ‘TepeI03UPOBKH [Id

CHIOXCHHA BCACHIBAHHA DHBApOKCabaHa MOXKHO HCTIONB30BATE AKTHBHPOBAHHEIH yromb, YwmThimas
MHTCHCHBHOE CBA3BIBAHME C OeNKamMH IINIasMBl KpOBH, OXMIACTCHA, 4YTO puBapokcabaH He Oygmer
BBIBOIUTECS IIPH IPOBENCHHH THATH3A.

Taxmuxa npu xpogomeyenusx

Ecnu y nanmenta, momywaromero puBapokcabaH, passHIOCH KPOBOTEUEHHE, CIENYET OTIOXUTD
CNENYIOIIMA IPHEM MM, NPH HEOOXOZUMOCTH, OTMEHHTE neuenue. Ilepumon nonyssIBemenms
pHBapokcadaHa COCTABIAET NPHOIHUIMTENBHO 5-13 wacos. Jlewenue JOIKHO OBITH MHIWBHIYATbHBIM B
3aBUCHMOCTH OT TAKECTH M JIOKAIH3aUHK KpOBOTeueHus. [Ipn HeobxomumocTy MOXHO HCHOJIE30BaTh
COOTBETCTBYIOIEE CUMIITOMATHYECKOE JIEUEHHE, TAKOE KaK MEXAHHIECKAs KomrIpeccus (Hampumep, pu
TSXKCIIBIX  HOCOBBIX KPOBOTEYEHHSX), XHPYPIHYECKHH remMocTas o OUEHKOH ero 3ddexTusHOCTH,
MHQY3HOHHAS Tepamus M TeMOOHHAMUYECKAS TOZCPXKKA, TNPUMEHEHHEe TpENapaToB  KpOBH
(3pHTpOLUTAPHOM MacCHI UK CBEKE3aMOPOXKEHHOH I11a3MEl, B 3aBUCHMOCTH OT TOT'0, BO3HUKIIA aHEMHUS
HJTH KOAryJIoNaTHs) Uik TpPOMOOLMTAPHON MaCCHL.

Ecmu nepewncrennsle Beime MCPONPHATUSA HE NPHBONAT K OCTAHOBKE KPOBOTEYCHHS, MOTYT OBITH
Ha3HAYEHB! CICUUPUIECKHE POKOATYIIIHTHEIE TPCTIapaTEl, Takue, Kak KOHIEHTPAT MpOTPOMOHHOBOrO
xommekca (KIIK), KoHNeHTpar akTHBHpPOBaHHOTO IPOTPOMOMHOBOTO  KOMIIJIEKCA (KATIK) wumu
pexoMbuHauTHEIH VIla daxtop (pVIla). Omnako B HacTosmee BpEMS ONBIT NPUMEHEHUS NAHHBIX
[IPENapaToB y MallMeHTOB, NOMY4AIOMMX pHBapoKcabay, OTpaHuveH. PekoMeHnanus Takxke 0CHOBaHa Ha
OTPaHHYCHHEIX HEKIMHHYECKUX NaHHBIX. [loBTopHOe BBeneHue pVila nomxuo paccMaTpuBaThCs u
THTPOBATBCA B 3aBUCHMOCTH OT IOJOXHTENbHOM IHHAMUKH 110 KpoBoTeueHuto. B 3aBucuMoctu ot
HOCTYIHOCTH Ha JIOKATbHOM YPOBHE, B CIIy4ae MacCHBHOLO KPOBOTCUCHHS CIEAYET PENHTH BOIPOC 0
KOHCYJIbTAIIMY CIICLHANHCTA- Koarynonora. He oxunaercs Biusmms [IpoTaMHuHa cynbdara u BUTamuHa K
Ha aHTHKOAryJITHTHYIO aKTHBHOCTE PUBApOKCcabaHa.

VIMeeTcst OrpaHMYEeHHbIH OIEIT pHMeHeH s TPaHEKCAMOBOH KHCIOTEI, OTCYTCTBYET OIBIT TIPUMEHEHUS
AMUHOKAIPOHOBOH KHCIIOTHI H aI[POTHHUHA Y TIALHEHTOB, IONYYarOMMX pUBapoKcadaH,

Het nayunoro o6ocHoBanus 1enecoo6pasHOCTH HIIH ONbITA [IPHMEHEHHS CHCTEMHBIX T€MOCTATHYECKHX
TpeIIapaToB, TaKHX KaK JEeCMONDECCHH, y MalHeHTOB, MOJTy9alOIX pHBApOKCcabaH. YuUMTHIBAY
MHTCHCHBHOE CBS3bIBaHME C OeNkaMM IUIa3MBl KpOBH, OXHIACTCH, UTO pHUBAapokcaGaH He Oyger
BBIBOJHTHCS € IIOMOINBIO JHATH3A.

B3anmonelcTBHe ¢ IpyraMu leKapeTBeHHbIMH cpeacTBammu
Bsaumodeiicmeue ¢ unzubumopamu CYP3A44 u 2nuKonpomeuna P
CoBMeCTHOE NIpUMeHEHUE pHBapokcabaHa 1 KeTokoHasona (400 mr 1 Pa3s B I€Hb) WK pUTOHABHpA (600

KE€TOKOHA30JI, HTPAaKOHA30J, BOPHKOHA301 H TI03aKOHA30J, MM MHTHOUTOpaMH nporeasst BUY. Ot
BEIIECTBA ABJLIOTCA CUNBHBIMY MHTHGUTOpaMu CYP3A4 u TIIUKOIIpOTEHHa P.

OxupaeTcs, 9To NeKapcTBeHHbIE BEIIECTBA, CUJIBHO YTHETAIOLIME TOJBKO ONMH U3 NyTel BbIBENEHHS
puBapokcabana — ¢ yuactuem CYP3A4 umu TJIHKOTIPOTeHHa P — B MeHbImeit crenenu OyxyT nmoBemmats
KOHLICHTPAIIHMIO pUBapoKcabaHa B Ma3Me.

K mpumepy, xnapurpomunun (500 Mr 2 paza B AEHB), KOTOPBIA CUMTAETCS CHITBHBIM HHTHOHTOpPOM
CYP3A4 u ymepeRHBIM HHTHONTOPOM IMIHKONPOTeRHA P, Bh3bmAT ysemruenue cpenneit AUC B 1,5 pasa
¥ Cmax puBapoxcaGana B 1,4 pasa. Takoe HOBBIIEHKE AUC u Crax cCuBTaCTCS KTHHEHYECKY HE3HAYMMEIM.
Opurpomunud (500 Mr 3 pasa B [IEHb), yMEPEHHO IIONABIISIONTHI CYP3A4 u rnuxonporenn P, BrI3pBan
ysemrienue cpennet AUC u Crax puBapoxcaGana B 1,3 pasa. 310 YBEIHYECHUE CUMTACTCA KIMHHYECKH
HE3HAYNMBbIM.

Y NalMeHTOB C JIETKOH MoYedHol HCLOCTATOYHOCTBIO IIpHEeM SpUTpOMHUIHHEA (500 Mr TPH pa3a B JIeHb)
BBISBIBAT ITOBBIIIEHHE CpenHed AUC puBapokcabana B 1,8 Pa3 ¥ Cmax B 1,6 pas mo cpaBHeruUIO ¢ muami ¢
HOpMaNbHOM (QyHKIMEH nodyek. Y MauueHTOB C YMEDEHHOH NMOYEYHOM HEeMOCTATOYHOCTEIO IPUMEHEHHE
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SPUTPOMHUILINHA BBI3BIBAIO MOBhIeHUE cpenHelt AUC s 2\&11953&{{ Criax B 1,6/)pa3 16" cpaBHeruIo C
TaMEHTaMH C HOPMANbHOH ¢ynkuuelt mouek. Dddekr 39?1:30“@11%}1&1 ZOMOAHAET BANAHAE TOUeUHOH
HEOCTATOYHOCTH. Bermgas e e gbe

Oiyxonason (400 Mr oxuH pas B IeHb), CYHTAONIHIICS YMepeHHbBIM HHrHOMTOpoM CYP3A4, TIPUBOMIAT K
yBemuuerHuto cpenneit AUC pusapoxcaGana B 1,4 pasa u yBemnaeHue cpentedt Cmax B 1,3 pasa. Takoe
noBeeHue AUC u Crax CUMTACTCS KTHHHYECKY HE3HAYNMEIM.

MMerommecs KIMHUYECKHE AaHHEE MO IIPAMEHCHUIO IPOHENAPOHA OrPaHHYEHEL, TIO3TOMY ClexyeT
H30eraTh €ro COBMECTHOTO IPHMEHEHUS C Pusapoxca6an-JId.

Bsaumodeticmeue ¢ anmuxoazynsnmamu

[Tocne kKOMOGHUHUPOBAHHOrO HasHAueHUs SHOKCallapuHa (OXHOKPATHOH n035I 40 MTI) U pHBapokcaGana
(omHOKpaTHOM mo3e 10 Mr) HaBmomanocs YCUICHUE nedcTBUS mpoTHB Xa akropa, 4ro He
CONPOBOKAATIOCH NOTONHUTELHBIMH H3MEHEHMAMHE TECTOB Ha CBEPTHIBAEMOCTE KPOBH (IIpOTPOMOHHOBOE
Bpemst, AUTB). Droxcanapun e Busan na thapmakokuHeTHKy puBapoxcabana.

B cBsi3u ¢ momsnmeHHEM prckoM KPOBOTEUCHUH NALMEHTAM CIIElyeT COBTIONATE OCTOPOXKHOCTB TIpH
npuMeHeHnd PuBapoxcaGan-JID coBMecTHO ¢ APYTHMH aHTHKOATYJISHTaMH.

Bsaumooeiicmesue ¢ HIIBC/unzubumopamu azpezayuu mpomboyumog

[locne coBmecTHOro Hasmauenms puBapokcabana 15 mr u HanpokceHa B nose S00 Mr xmummuecku
SHaYIMOTO YIUTHHEHHS BPEMEHH KPOBOTEUECHHS He Habmonanocs. Tem me MEHEE, ¥ OTHEeNBHBIX JIHI|
BO3MOXEH 60JIe€ BhIpaXKEeHHBIH (bapmakonuHaMIYecKuit OTBET.

IIpu coBmecTHOM npuMeHeHUN PHBapoOKCcabana ¥ aleTHICATHIUIORO KHCIOTBI B Jo3e 500 Mr
KIMHAYCCKH  3HAYUMBIX  (apMakoKMHETHYECKUX | hapMakonHaMuYecKkux B3aUMOIECHCTBUI He
Habmonanoce.

He o6napyxeno dapmakoxuneTnueckoro B3AUMONCHCTBHS MeXNy puBapokcaGarom 15 ML |
KnonuporpenoM (ymapHas mosa 300 mr ¢ IIOCNIENYIOMMM Ha3sHauYeHHEM NoAnep)uBaroOmuX 103 75 mr),

1
. i

KOpPpEIHpOBaBIIEE C arperanuelf TPOMGOLUTOB H YPOBHeM P-cenexTuHa wmH yposHem PELENTOPOB K
GPIIb/I1Ia.

Cnenyer co6monats OCTOPOXHOCTb ~ IIPH  OJHOBPEMHHOM HasHayeHnn  HIIBC  (Bxmouas
AUCTUJICATUIIIOBYIO KHCIIOTY) H MHTHOUTODPOB arperamyy TPOMOOLHTOB, Tak KaK JaHHEIE TIPETapaTkl, KaK
IPaBHJIO0, MOBBIUAIOT PHCK KPOBOTEYEHHA.

Cenexmusnuiii uHeubumop  obpammuozo  3axeama cepomor-zuua/cepomoyuna-HOpanuHegbpuHa
(CHO3C/CHO3CH)

HE MAaCCHBHBIX, KIIMHUYECKH 3HAYUMBIX KPOBOTEUYECHHIL.
Bapgapun

s

Jaca rocjie ipuemMa NIpEOBIAYIEU NO3b] pHBapOKcaGaHa), TaK Kak B 3TOT MOMEHT puBapokcabdban OKa3bIBaeT
Ha 3TOT TECT MUHUMAJILHOE BIIHSHIE. g

Mexny Bapdapunom u pHBapokcabaHOM He OTMeYeHo hapmakoknHeTHYECKIX B3aHMOAEHCTBHUA.
Hnoyxmopur CYP3A44

10




A T D e T

Y

CoBmecTHOe Ha3HaYeHHe pUBapoKcabaHa ¥ CHIBHOTO Hnnyicﬁ‘dpa»ﬁYPﬁ ﬁi}ia@ﬁiﬁi{mdﬁpmoumo K
cHkeHHIo cpenHed AUC pusapokcabana mpHOIH3UTELHO %H_*_af}@Q%\,ﬁ:-ﬁ&pMH@HBHQM}I’WﬁH};IH@HHIO ero
bapmakonuHaMudeckux 3¢hdexToB. COBMECTHOE TIpUMEHEHNe pHBAROKcabana ¢ NPYTHMH CHTHHEMHE
unnykropamu CYP3A4 (manpumep, GenuTonHOM, kapbamasenuaom, denobapburanom umm 3BepoboeM
IIPONBIPSBICHHBIM) TAKKE MOXKET IPHBECTH K CHIDKEHHIO KOHIEHTpalui puBapokcabana B miasme,
Ilostomy He cnenyeT HasHawats puBapokcaban-JID coBMECTHO ¢ CHIIbHEMY ungykropamu CYP3A4 no
TeX TI0p, 1I0Ka MAUKCHT TINATE/IBHO HE OCMOTPEH Ha NPH3HAKH M CHMITTOME] TpoM603a.

Alpyzoe conymemeyrowee nevenue

He otMewanoce xmumuueckn 3HaumMBIX bapmakokuHeTHYECKHX WX bapmakomuramMuyeckx

B3aMMONEHCTBHH MEX Iy pUBapoKcaGaHOM ¢ MHa3onamMoM (cy6erpar CYP 3A4), nurokcuuom (cyGerpar

m3opepMentsl mutoxpoma CYP, Takume Kak CYP3A4. Knunnueckn 3HAYUMOTO B3aHMONEHCTBHS

Jlabopamopnwie napamempe:

Oxupaercs, 9To puBapokcabaH BIHSET Ha TTapaMeTPBI CBEPTHIBAEMOCTH KpoBH (IIB, AUTB, HepTest)
Garoxaps ero Mexauusmy meitcTBus

MepsI npegocToposkHocTH

Ha npotsixenmn Beero nepropa nevenus PCKOMEHIYETCS MPOBOAUTE KITHHNYECKOE HabMroIeHue B paMkax
YCTaHOBJICHHON IPAKTHKH aHTHKOATYJISHTHOMN Teparuny.

Puck paseumus kposomeuenus

H KOJIMYECTBEHHAS OlICHKa KITHHAYECKOR 3HAUUMOCTH SABHOTO KpOBOTEYEHUS,

Hn1 HekoTOpeIX moATpymm NalHEHTOB, YKA3aHHBIX HHKe, CYMECTBYET MOBBLIIEHHBIA DHCK DPA3BHTHS
KpoBoTeueHus. CrenosarensHo, mpu PUMEHCHUN  puBapokcaGaHa B coveTanmy c IBOMHOM

Xots nevenne puBapokcaGaHoM He TpebyeT pyTHHHOrO MOHHTOPHHTA 9KCTIO3ULMUH, B HCKITIOUHTEBHEIX
CHTyalllsX, KOTha 3HaHHe 00 JKCIO3HLMH pHBApOKcaGana MOXET NOMOYb B NMPHHATHH KIHHHYECKOro
PCLICHHA, HANpPUMEp, NIPH IEpPeNO3UPOBKE H IKCTPCHHOH omepanuy, u3mepene puBapokcabana c
MOMOIIEI0 KATHOPOBAHHOTO KOMHYECTBEHHOTO TeCTa aKTHBHOCTH IpoTHB Xa (akTopa Moxer OKa3aTbcs
TIOJIE3HEIM.

Hayuenmer ¢ napywenuem dyuxkyuu novex

Y nanueHToB ¢ moueyHol HEIOCTATOYHOCTBIO TSXKENOH CTemeny (kmupeHC KpeaTHHHHA <30 MIT/MUH)
MOXeT OFITh 3HAYMTENBHO MOBHIIEHA KOHLCHTpaUus puBapokcabaHa B miasme KpOBH (B cpenHem B 1,6
pasa), 4YTO, B CBOK OYepemb, MOXET 00yCIOBHTE yBemuueHue PUCKa pa3sBHTHS KPOBOTEUEHHS.
PuBapokcaban cnemyer c OCTOPOXHOCTBIO Ha3HA4aTh MalHMeHTaM, Y KOTOpPBIX KJIUPEHC KpeaTHHHHA
coctaBnseT 15-29 ma/Mun. {annsh TIp€napat He PeKOMEHIyeTcS Ha3HAYATE MAIIHEHTaM, y KOTOpPBIX
KJIMpEHC  KpeaTHMHHHAa  cocTaBiseT <15  wmu/Mun (cM.  pasmensr "®apMakonuHamuka' u
"PapmMakoKuHeTHKA'").

Pusapoxcaban crenmyer c OCTOPOXHOCTBIO HAa3HA4YaTh NAalHEHTaM C [OYeYHOH HEIO0CTaTOYHOCTRIO
YMEPEHHOMH CTeNeHH (KJIHPEeHC KpeaTHHHHA 30-49 MI/MHH), KOTOpbIe OIHOBPEMEHHO NPHHUMAIOT APYTHE
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JIEKapCTBCHHEIC CDE/CTBA, OOYCIABNMBAIOMNE YBENHUeHHE Kog}xeﬁmamm fiijﬁé{p()’_i@%@ﬁé“ﬁ “mnasme
KpoBH (cM. pasnen "B3auMozeiicTare ¢ npyriamu nexapcmemm&}ﬁ'%peaé@ann{’;)'.;." RN
‘Bsaumooeiicmeue c Opyeumu nexapcmeennvimu cpedcmeamu ¢ .. T -
PuBapoxcabaH He peKOMEeHIyeTcs Ha3HauaTh NalHCHTaM, MONYYaOIHMM COIYTCTBYIOIIEE CHCTEMHOE
JIEYEHHE C TOMOLIBI0 NPOTHBOrPHOKOBBIX TIPEIapaToB a30yI0BOH Ipymmbl (Hampumep, KETOKOHAa3011a,
MTpaKOHas3oJia, BOPHKOHA30Jla H M03aKOHA3071a) WK HHrHOHTOpOB  BUY-npoteass (Hanpumep,
puroHaBupa). [laHHEIE OEHCTBYIOMHE BEINECTBA SBISIOTCS CHIBHEIMH HHrHOuTOpamu CYP3A4 u P-
TTIMKOTIPOTEHHA, II0O3TOMY OHH MOTYT OGYCIOBHTH TIOBEILICHHE KOHICHTpAIINKM pUBapoKcabaHa B masMe
KpOBH 10 KIIMHUYECKH 3HAYHMOTO YPOBHS (B CPENHEM B 2,6 Pasa), YTO MOXKET [PUBECTH K yBENHUCHUIO
PUCKa pa3sBUTHA KpOBOTeUeHHS (CM. pasmesr "BsamMoneiicTsme o APYTHMH  JIEKapCTBEHHBIMH
cpeacreamu").

Crenyer cobMIONaTh OCTOPOXHOCTb B CIIydas, KOTla MalMeHTE! NOJYYalOT COMyTCTBYIOLIEE JICYeH e
TMeKapCTBEHHBIMU  CPEACTBAMH, BIHAIOINIMMH  Ha TEMOCTa3,  TakMX KaK  HECTEPOMMIHbIE
IpOTHBOBOCHIANHTENbHEIE cpencta (HIIBC), anertmncamumumnosas kucnora (ACK) u HHIHOHTOPEI
arperanuy TpOMOOIMTOB UM CeIeKTUBHEBIE HHIHOHTOPEI 06paTHOrO 3axBaTa cepororuna (CHO3C) n
UHTUOUTOPE! 0OpaTHOro 3axBara CEPOTOHMHA W HOpINHHEe(DpHHA (CHMO3CH). Kpome Toro, clenyer
PacCMOTPETE HEOOXOAMMOCTh IPOBENICHHUS COOTBETCTBYIOINETO MPOGUIIAKTHYECKOTO JIeYeHUs IUTst
[TAllMCHTOB, ¥ KOTOPEIX CYINECTBYET PHUCK PasBUTHS A3BEHHOLO 3a00NEBAHUS JKEMYNOYHO-KHIIIEIHOro
TpakTa (cM. paszen "BiaumoneiicTsre ¢ AAPYTHMH JIEKapPCTBEHHBIMHU cpencTBamu'")
ITpouue paxmopel pucka pazeumus kposomeuenus

Pusapokcaban Tax xe, Kak H IpyTHe aHTUTPOMBOTHYECKUe lIpenapatsel, He PEKOMEHAYETCS HCIIONBb30BATE
TIpH JICICHUH NAIMEHTOB C TOBBIIEHHBIM PHCKOM KPOBOTEHUCHHUS, 2 IMEHHO C TAKHMU COCTOSHUIMH KaK:

- BPOXICHHBIE UK IPHOOPETEHHEIE HAPYIIEHHUS, CBA3aHHEE C KPOBOTEUEHUSIMH,

- HEKOHTPOIpyeMas TsKelas apTepuabHas IUIEPTEH3US;

- Apyrue 3a60NeBaHus KETyI0UHO-KHIIEYHOTO TpaKTa 0e3 aKTHBHOTO H3BA3BNEHHS, KOTOpbIE MOT'yT
OCTIOXHATBCS KPOBOTEUCHUSIMH (HAIIPUMED, BOCTIATHTE ILHEE 3a00JIeBaHu KUIETHNKE, a3odarut,
TaCTPHUT, TaCTpod3odareanbHslil pedmoxc);

- COCYIHCTas PeTHHOIATHS,

- OpOHX09KTa3 MM Neroynoe KPOBOTEYEHHE B aHaMHese,

Hayuenmer ¢ uckycemeennvim krananom cepoya

PuBapokcaban He crnexyer mpumeHsTs g NPOGUINAKTHKH 06pa3oBanms TPOMOOB Yy MalMEeHTOB, HENABHO

.

PEKOMEHIYETCS IPHMEHEHHE JIEKAPCTBEHHOTO CPENCTRA Purapokcaban-JId mg YKa3aHHBIX MAl[HEHTOB,
Iayuenmor ¢ anmugocgonunudnvim CUHOPOMOM

IlepopanpHBle aHTHKOATYSHTEI IPSAMOr0 AEHCTBHSA, BKIIIOUAs PHBapoKcabaH, He PeKOMEHIYIOTCS s
MaOHEHTOB ¢ TPOMOGO30M B aHaMHese, Y KOTOpPBIX AHMarHOCTHpPOBaH aHTHhOCHONMUIUTHEII CHHIpOM. B
HaCTHOCTH, JUISt TALIMEHTOB C II0JI0KUTENBHBIM PE3YIbTATOM TPEX TECTOB (BOTYAHOYHBI aHTUKOATYIAHT
aHTHTe/la K KapOHOJHIIHHY, AaHTHUTeNla K 6eTa-2-rnnKonp0TeHHy-l) JIEYEHHE MepopanbHEIMH
dHTHKOAryJIAHTAMH NIPAMOrO [AEHCTBHSA MOXET OBITh CBS3aHO ¢ TIOBBILIEHHEM YaCTOTHI PELHIUBOB
TPOMOOTHYECKUX SBMEHHI [0 CPABHEHHIO C TepaNiel aHTarOHHUCTAMH BHUTaMuHa K,

Xupypauueckas onepayus ¢ cessu ¢ nepenomom beopennoii kocmu

Hzyuenne puBapokcabana ¢ eI OLeHKH 3¢ beKTHBHOCTH 1 6e3omacHocTH B PaMKaX HHTEPBEHLIMOHHEIX
KIMHIYECKAX UCTBITAHHH CPelM MAalMeHTOB, MOIBEpraeMbIX XHPYPTHYECKON OIepalyd B CBS3H C
NIEPENIOMOM GeNPEHHOM KOCTH, He TIPOBOAHIIOCH.

TI'emoounamuuecku necmabunvrie nayuenmur ¢ TOJIA, Hysrcoarowuecs g mpombonusuce unu ne20ynogi
smbonsxkmomuu

PuBapokcabar He pexomenmyercs IPUMCHATE B Ka4eCTBE albTepHATHBEI He(PallHOHUPOBAHHOTO
TCllapyHa y MamueHToB ¢ TOJIA u HeCTaGMIBHOCTBIO reMoTHHAMHKK HIIM Yy KOTOPEIX BO3MOXHO
NPOBEACHUE TPOMOOIIU3NCA U JIETOYHOI! 3MO0IIKTOMHH, TIOCKONEKY 6e30macHOCTh U 3 heKTHBHOCTD
puBapoKca®aHa IpH NaHHBIX KITHHUYECKHX CUTYyallUsIX HE YCTaHOBIIEHA.

Koorcruie pearyuu

B xome nocTtMapkeTMHroBoro HaGIIONEHHS BO BPEMEHHOH B3aHMOCBSI3H C IpUMEHEHHEM pHBapokcabaHa
CoOOWIANOCh O  CiIydYasX  CEephe3sHBIX  KOMKHBIX peaKuu#, Brmouas cuEmpoM CTHBeHCa-
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Cnunansuas / snudypansnas anecmesus wiy NYHKYUS
Ilpn mposenenun melpoaxcuansgolM AHECTE3UH  (CIHHAIBHOL/ SIMIYPANbHON aHECTE3UH) MM
CIIMHANBHON/ Sy paNBHON yHKLMH, [Ist TIAIMEHTOB, MOJTYYAIOMMX aHTHTPOMGOTHYECKHE Ipenaparsi ¢
LENBI0 MPO(QHIIAKTHKA TPOMG0IMBOTHIECKHX OCJIOXHCHHUH, CYINECTBYET PHCK Pa3BUTHS MUY PATBHOM
HITH  CIHHATBGHON TIeMaTOMBI, KOTOpas MOKET TIPHBECTH K NPOJOIDKMTENBHOMY M NOCTOSIHHOMY
napaguyy.

PHCK pa3sBUTHS NaHHEBIX SBIEHMI MOXET 6LITE TIOBBINCH B CIIy4ae M0CIE0NEpaHOHHOr0 HCIIOJIb30BaHMS

SMUAYPATEHOH HIIU CIIHHALHOM TYHKLHH.

[lanMenTEl MOMKHBI HAXOMUTBCS TION TIOCTOSHHBIM HAaONIONEHHEM ¢ IeNBio BBIABIICHHS IPU3HAKOB U
CHMIITOMOB HEBPOJIOTMYECKUX HAPYIIEHHEH (HanpuMep, oHeMeHnHe Wi c1abocTh B Horax, nuchyHKIusS
KHILICHIHAKA MM MOYeBOro myssips). Ilpn obHapyskermu HEBPOIIOTMYECKUX OTKIIOHEHUH, HEOBXOMUMO
IPOBECTH CPOYHYIO NHATHOCTHKY W JIEUCHHE MalleHTa,

Bpau nomxen yuntoisars TIOTCHUHANBHYIO [O/b3Y MO OTHOIIEHHIO K PHUCKY, TIPeXME 4eM MPOBOAUTH
HEHPOAKCHANIBHOE BMeEIIATeNbCTRO Y TamMeHTOB, NPUHHMAIOMIHX AHTHKOATYJIHTH, H MAUEHTOB,
KOTOPEIM TpeOYeTCsT aHTUKOAry/ITHTHAS TCpanus Ui NpodUIaKTHKY TpoME03a.

JUT CHMDKEHMS MOTeHIHaTbHOrO PHCKa Da3sBUTHA KPOBOTEUECHHS, CBA3AHHOTO ONHOBPEMEHHEBIM

npodurs puBapoxcabana. YeraHoBKYy 60 ynanemme STHAYPANIEHOTO KaTeTepa Wiy IOMGasbHy0
UYHKIHMIO JIydlll®é OPOBOAMTL TOTNA, KOI;a [IPOTHBOCBEPTHIBAIOIEE  fAEeiCTBHE pHBapokcabana
OLCHABACTCS Kak HU3Koe (cM. pasnen "dapmakoxuHeTika" .

ONHUIYPATBHEIHA KaTeTep MOKET GHITE YRalcH He panee, yeM uepes 18 yacos moce NIOCJIEIHETO BBEACHHS
puBapokcabana. Crnenyromas no3a pHBapokcabaHa MOXeT GBITh BBeIeHa He pamee, yem uepe3 6 yacos
IOCIIe YRAIleHHUs KaTeTepa.

B ciryuae tpaBmaTtuunoit HYHKIMY BBECHHE PUBAPOKCaGana NOMIKHO GHITE OTJIOXEHO Ha 24 yaca,
Pexomendayuu no 003uposanu0 0o u nocre NPOBEOCHUS UHBA3LGHBIX npoyueoyp u xupypeuueckozo

lIpeTIapara CleNyeT MPeKpaTuTh, o KpaiHei Mepe 3a 24 waca o BMemaTeLeTEa (o BO3MOXXHOCTH), ipH
3TOM HEO0XOMUMO IPHHIMATH BO BHHMAHHe KIHHHYECKYIO OLEHKY, TOBeeH Y0 BPaYoM.

B cnyuae, ecnn TIPOLERYpa HE MOXeET GBITH OTCPOUeHa, CIIENYET IPOBECTH OLEHKY IOBBIIEHHOLO pucka
Pa3BUTUS KPOBOTEYEHHUS C YUETOM HEOTIIOKHOCTH BMEINaTeLCTRA.

ITprrem puBapoxcaGana cremyer Bo306GHOBUTE KaK MOXHO paHbllle IOCIe WHBA3HBHOI NPOLIEAYPHI UK

AOCTHXXEHUS HOIDKHOTO TeéMOCTa3a, YTO HOJKHO GbITh TMOATBEPKACHO JledamuM BpauoM (cu. paszen
«DapMaKOKHHETHKAY ).

Honynayus nayuenmoes noxcunozo 803pacma

Puck pa3BuTHA KpoBOTEUEHNS MOKET YBEIHIUBATHCA C BO3PACTOM (CM. pasnen "CDapMaKOKHHGTHKa").
Hupopmayus o ecnomozamenvuwrx sewjecmeaax

Ilockonexy nmexapcrBennoe CPEACTBO COOCPIKUT NAKTO3Y, Pusapokca6an-JId we CIICRYEeT NMpPHUHHMATDH
[IAIIACHTaM C PENKMMH HAacIelCTBEHHBIMHU HApyICHUSAMH NIEPEHOCHMOCTH JIAKTO3bI MK ranaKTo3s!
(manpumep, neGuuuT naxTassl Jamnna wn TIIFOK030-TallaKTO3Has ManpabcopOuus).

IIpumenenue npu 6epeMentocTH 1 B MEPHOI KOPMIIEHHS TPYyAbI0

bepemennocmp

O hEeKTHBHOCTE U Ge30macHOCTE puBapoxcabaHa mpu GepeMeHHOCTH He yCTaHoBNeHs! JKeHInuHam
PCTIPONYKTHBHOTO BO3pacTa CIEAyeT HCIOJb30BATE 3 deKTHBHEIE MeTOmEI KOHTPaLENUHH B IEpHON
NIeYEHHs pUBapoKcabaHoM.
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Lot MG

IpOTHUBOIIOKA3AH BO BpeMst KOPMIIEHHUS Ipyasto. Heobxomume HPUHATE
BCKapMJIMBaHUs JIHOO 0 NpEeKpaIeHHN/BO3AEPKAHHIH OT ICUeHHs.
DepmunvHocmp

CrenuaneHele WccnenoBanus puBapokcabana y JHOREH JUIA OLEHKH BIHAHMS Ha beprunmeHOCTS HE
[IPOBOJYIIHCE.

Bausinue Ha CMOCOOHOCTL K YrupaBJjieHH1O TpaHCHOpTHblMH cpeacTBaMu MM MMOTEeHIHAILHO
ONMaCHBIMH MEXaHH3IMaMU

BOJIMTE aBTOMOOHIIE 1 YIIPaBISITh MEXaHH3MAaMH.

YcnoBus xpanenns
B 3amumenHoM oT Biary u cera mMecte I[IpK TEMIIEpaType He Bhime 25 °C.
XPpaHUTE B HENOCTYIIHOM Iia feTell MecTe.

Cpok roagHocTH
2 rona.
He ucnons3osate o uerewenuu CPOKa TOTHOCTH, YKa3aHHOTO Ha YIIAKOBKe.

Ynakoeka
ITo 10 Tabnerox B KOHTYDHOH S4EHKOBOM yIIaKOBKE U3 MiIeHKy TIOTHMEPHOH U Qombru amoMunmesoit. [lo

TPH KOHTYPHEBIE TYEHKOBBIE YIIAKOBKH BMECTE C MHCTPYKINEH TI0 MEIMIIMHCKOMY [IPHMEHEHHIO B TIayKe u3
KapToHa.

Ycnosus ornycka
ITo penenty.

Undopmanus o npoussogurene

COOQOO «JIexpapmy, Pecniy6muka Benapycs, 223 141, r. Jloroiick, yI. Munckas, 1. 2a/4,
Ter./paxc: (801774)-53801, www.lekpharm by
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