COOTEBETCTBYET ZKCNEPTHOMY OTUYETY
ot 16.02.2026 N= 2801

(MOCNEOCBATENEHOCTE 0010)

OBIIAA XAPAKTEPUCTUKA JIEKAPCTBEHHOI'O ITIPEITAPATA

1. HAMUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEITAPATA

PuBapoxkcusi, 20 Mr, TaONETKH, TOKPHITHIE MJICHOYHOM 000I0UKOM

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBIN COCTAB

JleficTByroIIee BEMECTBO: puBapoKcabaH.
Kaxxnas rabnerka cogepxut 20 Mr puBapokcabaHa.

[TonHbIi IepedeHb BCIIOMOraTeIbHbIX BEIIECTB NMPUBENIEH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHOU 000T0UYKOMA.

Kpyrnbie cierka ABOSKOBBIMYKIIbIE Ta0JIETKH, OKPBITHIE IJICHOYHOW 000JIOUKON OT PO30BOTO JI0
TEMHO-PO30BOT'0 IIBETA C TPaBUPOBKOI «20» Ha OHOW CTOPOHE TAOJIETKH.

4. KIMHUYECKUE JAHHBIE

4.1. IloxazaHusl K IPUMEHEHHUIO

B3spociibie

[IpenapaTt PuBapokcus nokaszaH K MpUMEHEHUIO Y B3pOCIbIX B Bo3pacTe oT 18 ser amus:

® TNpPOPHUIAKTUKHA HMHCYIbTa M CHUCTEMHOW TpPOoMOOSMOOIMM y ManueHTOB C (Gubpmsiuen
IpeacepaInuii HEKJIAMaHHOTO POUCX0KICHUS;

e JjedeHus TpomOo3a riybokux BeH (TI'B) u TpomOGoamOonuu nerounoit aprepun (TDOJIA) u
npodunaktuka peruausoB TI'B u TOJIA.

JleTr ¥ MOAPOCTKH B BO3PACTE JI0 18 net ¢ maccoi Tena ot 50 kr

[Ipemapat PuBapokcus moka3zaH K MPUMEHEHHUIO Yy JIeTeH W MOAPOCTKOB B Bo3pacte A0 18 et ¢
maccoi tena ot 50 Kr mid:

e JedeHusi BeHO3HOW TpoMOosMbOomuu (BTD) u npodunaktuku peunauBos BTD y nereit u
MOJIPOCTKOB B Bo3pacte 10 18 mer ¢ maccoil Tema or 50 kr mocie He MeHee S aHei
HayYaIbHOM MapeHTepaTbHON aHTHKOATYJISTHTHON Teparuu.

4.2. Pexxum 103UPOBaHUS M CTIOCO0 MPUMEHEHUA

PexxuM no3upoBaHus

Bspocnvie

HDO&M]ZCZKWIUKCZ UHCYIbMA U CUCTEMHOU I’I’lDOM603M6OJZMM Y 63DOCNIblX

Pekomennyemas no3a mpemapata PuBapokcusi cocraBisier 20 Mr OAMH pa3 B CYTKH, UTO TaKxke
SIBIIIETCS PEKOMEHAYEMOW MaKCUMaIbHOW CYTOYHOM J030M.

[TpoIOKUTENBHOCT JIEUCHUS: Tepanus JOJDKHA ObITh JJIMTENBHOM IIPU YCIOBHUHM, YTO IOJb3a
npoWIAKTUKYA UHCYIbTa U CUCTEMHON TPOMOO3MOOIMH MIPEBHIIIAET PUCK PA3BUTHUS KPOBOTEUECHHUS
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(cm. paznen 4.4.).
JeiicTBUs IpH MpoIycKe NMpreMa mpernapara

Eciu mpuem odepenHoil 03Bl MPOMYIIEH, MAUEHT JOKEH HEMEUIEHHO TPHUHATH TalJIEeTKY
npenapara PuBapokcusi u Ha CIEAYIONIMNA JEHb MPOJOJDKUTH PETYSIPHBIA NpUEeM IpernapaTra B
COOTBETCTBUHU C PEKOMEHTyEMbIM PEKUMOM (OJIMH pa3 B CyTKH).

B TOT X€ neHb He cienyeT yJaBauBaThb MPUHUMAEMYIO /103y, 4TOObI KOMIIEHCHPOBATh paHee
MIPOIYILIEHHYIO J103Y.

Jlevernue TI'B u TOJIA u npodunraxmuxa peyuousos TI'B u TOJIA

Pexomennyemas HayanpHas 1o3a npu jedeHun octpelx TI'B mnm TOJIA coctasnser 15 mr iBa pasza
B CYTKU B TE€YEHME NIEPBBIX 3 HEJENb C MOCIEAYIOIUM IEPEX00M Ha 103y 20 MI OIMH pa3 B CyTKHU
JUTSL TaJIbHEHIIero JeueHus u npodmiaktuku peuuausos TI'B u TOJIA.

KopoTkass mpomomkuTensHOCTh Tepanuu (MHHUMYM 3 Mecsilia) JOJDKHA OBITh paccMOTpeHa y
naueHToB ¢ TI'B wim TOJIA, cipoBOIMpoBaHHBIMU CEPHhE3HBIMU 00paTUMBIMU (DAaKTOpaMu pUCKa
(HampuMep, MpeaIIecTBYOIee OOMUPHOE XUPYPrUYECKOEe BMEIIATENbCTBO WM TpaBMa). bonee
JUTUTEIBHBIN TEPHO JICYCHHS JOJDKEH OBITh paccMOTpeH s manueHtoB ¢ TI'B wmu TOJIA, ne
CBSI3AHHBIMH C CE€PHhE3HBIMH OOpaTHMBIMHU (DaKTOpaMH pHCKa, ¢ HecrmpoBonupoBaHHbIM TI'B wmmun
TOJIA nnm y mariuenToB ¢ TI'B wnu TOJIA B anamHue3e.

[Tpu HeoOxonumMocTu JyuTenbHON npodmiaktuku peruanoB TI'B u TOJIA (mocie 3aBepiueHus
kak MuHAMYM 6 MecsteB jedenns TI'B unu TOJIA) pexomenayemas mo3a npemnapara PuBapokcus
coctasiger 10 Mr oguH pa3 B cyTku. [lanrienTam ¢ BbICOKMM puckoM penuauBupyomiero TT'B unm
TOJIA, TakuM Kak MalUEHTbl C TKEJIBIMH COMYTCTBYIOIIMMHU 3a00JIEBaHUSMH WIH Y KOTOPBIX
pazBuiics peunauBupyomuid TI'B nimmn TOJIA npu anutensHOM npoduiakTUKe puBapoKcabaHOM B
no3upoBke 10 Mr oauH pa3 B CyTKH, HEOOXOJIMMO PacCMOTPETh BO3MOKHOCTh HA3HAYHUTH IIpernapaT
PuBapokcus B 1o3upoBke 20 Mr OJJUH pa3 B CYTKH.

[TpooKUTETFHOCTD JIEUCHHSI M BBIOOP JI03bI OMPEICSISIIOTCS WHANBUYaIbHO TIOCIE THIATeThLHOM
OIICHKH T0JIb3BI JICUCHUS OTHOCUTEIBLHO PUCKA PAa3BUTHS KPOBOTEUCHHMM (CM. pazaen 4.4.).

Ta0auna 1.
IIpono/KuTENIbHOCTD Cxema npuema Cymmapuas
CYTOYHas /1032
Jleuenne n mpodmnaktuka | C 1 mo 21 mus 15 mr aBa pa3a B CyTKH 30 mr
petpimeos ITH m T21IA C 22-ro nust 20 mMr onuH pa3 B cyTku | 20 mr

[IpodunakTuka pernuIuBOB

ITocne 3aBCPUICHHA KakK

10 Mr* omuH pa3 B CyTKU

10 mr wiu 20 mr

TI'B u TOJIA MHHUMYM 6 MecsieB

neyenus TT'B wnu TOJIA

nmu 20 Mr oIuH pa3 B
CyTKHU

JlelicTBus Mpu MPOMYyCKe MpueMa mpernapara

Eciu mpuem odepenHoii 10361 POMYIICH MPH peXUMe 03UpoBaHus 15 Mr aBa pa3a B cyTku (1-—
21 neHp), TANMEHT JOJDKEH HEMEJICHHO NpUHATH TabJjeTKy mnpemapara PuBapoxcus s
JocTukeHus: cyrouHoi 10361 30 mr. Takum oOpa3om, aBe TaGaeTku 15 M MOTyT ObITH IPUHSATHI B
oauH npueM. Ha crnegyromuil JeHb MallMEHT JOJHKEH MPOJOJDKUTH PEryJIpHBIA MPUEM Mpernapara
15 mr nBa pasa B CyTKH B COOTBETCTBUU C PEKOMEHIYEMBIM PEXXUMOM.

Ecnun npueM odepenHON A03BI MPOIYILEH NIPU PEXKUME JTO3UPOBAHUA ONHMH pa3 B CyTKH, HAl[UEHT
JIOJDKEH HEMENJICHHO MpHUHATH TabjleTKy npenapara PuBapokcuss ¥ Ha CIHEAYIONIMHA JEHb
MIPOJIOJKUTE PETYISIPHBIN MIPUEM IIpenapara B COOTBETCTBUU C PEKOMEHIyEMbIM peXUMOM. B aToT
e JICHb HE CIIeyeT yABauBaTh MPUHUMAEMYIO 103y B OMH JEHb 1JI1 KOMIIEHCALIMY IPONYIIIEHHON
JIO3BL.
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COOTEBETCTBYET ZKCNEPTHOMY OTUYETY

Ilepexoo ¢ mepanuu anmazonucmamu eumamuna K (ABK) na mepanuio npenapamom Pusapoxcus

e V nanueHToB ¢ GUOpMILIALNEH MpeacepInii HEKITAaHHOTO MTPOUCXOXKICHHS, TOTyJaroIuX
TEpanui0 TO TOKA3aHUI0 «IPOQUIAKTHKA HWHCYJIbTa M CHCTEMHOM TpoMO03MOOIHI»,
nedenne ABK HeoOXommMo MpekpaTuTh W Ha4aTh JICUYCHHE IpermapaToM PuBapokcus mpu
MoKasatelie MeXAyHapoJHOTro HopManu3oBaHHoro otHomenus (MHO) < 3,0.

e [Ipu neuenun TI'B m TOJIA wim npodwmnakruke peruanBoB TI'B u TOJIA y B3pocibix
MAaLKUEHTOB cienyeT npekpatuth jeueHue ABK u Hauath nedyenue npenaparom PuBapokcus
npu Bennunae MHO < 2.5.

IIpu nepexone nanuentos ¢ tepanuu ABK Ha Tepanuto npenapatom Pusapokcus 3nauenuss MHO
OyznyT omMOOYHO 3aBBIIEHHBIMU IOCIE NpHeMa npenapara Pusapokcus. MHO He moxxoaut mns
ONpE/EICHNs] AHTUKOArYJIIHTHOM AaKTUBHOCTU Ipemnapara PuUBapokcHs M IOITOMY HE JOJDKHO
WCTIONIB30BAThCSI C ATOM TENbI0 (CM. paszmen 4.5.).

Iepexoo ¢ mepanuu npenapamom Pusapoxcus na mepanuro ABK

CymiecTByeT BEpOSTHOCTb BO3HHKHOBEHHS HEIOCTATOYHOTO AHTHUKOATYISHTHOTO 3(deKra mpu
nepexojie ¢ Tepanuu mnpenaparom Pusapokcus Ha Tepanuio ABK. B cBs3u ¢ 3TuM HeoOXxoaumo
o0ecreunTh HENPEepPhIBHBIA JTOCTATOYHBIM aHTUKOATYISHTHBIH 3(PQEeKT BO Bpems MOZ0OHOTO
nepexojia ¢ MOMOIIBIO AJIbTEPHATUBHBIX AHTHUKOATYJISHTOB. CllelyeT OTMETUTh, YTO MPHU NEPEX0/Ie
c Tepanuu npenaparoM PuBapokcus Ha Ttepamuio ABK mpemapar PuBapoxcuss MoxkeT
croco6cTBOBaTh NoBbIIIeHNI0 3HaueHnss MHO.

VY B3poCIBIX MAlMEHTOB, KOTOpBIE MEPEXOIAT C TepaluM IpernapaTtoM PuBapokcus Ha Tepanuio
ABK, crnenyer omnoBpemenno mnpuHuMath ABK 1o Tex mop, moka 3Hauenne MHO He
JocturHer > 2,0. B TeueHue nepBbIX OBYX IOHEH MEPEXOAHOIO MEpUoJa JOJKHA MPUMEHATHCS
cranjaptHas HadanpHas no3a ABK, B nanbneiimem noza ABK ompepensieTcst B 3aBUCUMOCTH OT
BennuuHel MHO. Bo Bpemsi omHOBpemeHHOro mnpuMmeHeHus mnpemapara Pusapokcus m ABK
3HaueHrne MHO nomxHO onpenensaTeecs HE paHee, yeM depe3 24 Jaca rnocie npeaslayniero npuema,
HO J0 IpueMa clefyromeid no3bl npenapara Pusapokcus. Ilocne mpexpaiieHuss nNpUMEHEHUs
npenapata PuBapokcus 3Haduenne MHO MoxeT OBITH JOCTOBEpHO ONpENEIeHO HEe MEHee, 4eM
yepe3 24 vaca rocie npuema nociueanen 103el (cM. pazaenst 4.5. u 5.2.).

Ilepexoo ¢ mepanuu napeHmeparbHLIMU AHMUKOAZYIAHMAMU HA Mepanuto  npenapamom
Pusapoxcus

Y B3pOCHBIX W JETEH, MOJydalolIMX ITapeHTEepPAIbHbIC AHTHKOATYJISIHTHI, CIEIYeT IMPEKPaTUTh
BBEJICHUE MapEeHTEePAIbHOIO aHTHKOATYJISHTa M HauaTh NpUMEHEHHe npenapara PuBapokcus 3a 0—
2 yaca 0 BPEMEHHU CIIEAYIOUIEr0 TUIAHOBOTO BBEJCHMS MApeHTEPaIbHOIO mpemnaparta (Hampumep,
HU3KOMOJICKYJIIDHOTO TelapuHa) WJIA B MOMEHT NPEKpAIICHHs HETNPEPhHIBHOTO BBEICHUS
NapeHTepaJIbHOTO Ipenapara (HanmpuMep, BHYTPUBEHHOTO BBEIEHHS He(PPaKIMOHUPOBAHHOTO
rernapuHa).

Ilepexoo ¢  mepanuu  npenapamom  Pusapoxcuss Ha  mepanuto  napeHmepanibHbLIMU
AHMUKOAZYIAHMAMU

Cnenyer oTMeHUTh Impernapar PuBapokcuss U BBECTHM IEPBYIO 103y IapeHTEPAIbHOTO
AQHTHKOATYJISIHTAa B TO BpeMs, KOTJa HYKHO OBbUIO MNPUHATH CIEAYIOUIYI0 103y IpernapaTa
Pusapoxcus.

Ocobrie T'pynnsbl TanMCHTOB

Hauueﬂmbz C NOYeYHOl HedOCMAMOYHOCHIbIO

Nmeromuecs orpaHUYeHHbIE KIMHUYECKHE JTAHHBIE JEMOHCTPHPYIOT 3HAYHMTENBHOE ITOBBIIICHUE
KOHIICHTpallMM pHBapokcabaHa B IUIa3Me€ KPOBHM y MAIMEHTOB C HapylmieHHEeM (YHKIMHA MOYeK
Tsokenoi creneHu TsokecTn (kimupeHc kpearnHuHa (KK) 15-29 mu/mun). [Inst nedenust 3Tou
KaTeropuy MalueHToB Mpenapar PuBapokcus cieyeT IpUMEHSITh ¢ OCTOPOKHOCTBIO.
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[Ipumenenune puBapokcabana He pekoMeHayeTcs y nanuenToB ¢ KK < 15mn/mun (cm. pazaenst 4.4.
us.2.).

VY manuenToB ¢ HapymenneM ¢yHkmun nodek cpenneit crenenn (KK 30-49 mur/mMun) nnm Tsokenoi
creniean Tspkectd (KK 15-29 mur/MHuH) peKOMEHIOBAHO CIIETYIONIee TO3UPOBaHHE:

e [IpH Ha3HAYCHUH Tpenapara PUBapokcus ¢ IENbI0 MPOPHIAKTUKN HHCYIIBTa M CHCTEMHOM
TpOoMOOSIMOONIMY TAlMEHTaM C HEKJIanmaHHOW (QUOpWILISAIMEN mpencepauil peKoMeHayeMas
7103a COCTaBIseT 15 Mr oMH pa3 B CyTKH (CM. paszaen 5.2.);

e [Ipu Ha3HaueHWu npenapata Pusapokcus c¢ wuenvto Jedenus TI'B wmm TOJIA u
npodminakTiuku peuuanBoB TI'B mmu TOJIA pexoMmeHayemasi mo3a coctaBiseT 15 Mr nBa
pa3a B CyTKM B mepBble 3 Helenu. 3aTeM, KOrjla peKoMeHyemas 103a cocTaBuT 20 Mr oJiuH
pa3 B CYTKH, CIAEAYET PaCCMOTPETh CHIDKEHHUE A03bI ¢ 20 Mr 10 15 Mr oiuH pa3 B CyTKH, €Clu
OLICHUBAEMBI PHUCK Pa3BUTHs KPOBOTEUEHWH VY TAIMEHTa MPEBBIIAET PUCK Pa3BUTHUSA
peumauBa TI'B unmu TOJIA. PekoMeHmanuu 1o TPUMEHEHHIO JO3bI 15 M OCHOBaHBI Ha
(hapMaKOKMHETUYECKOM MOJCIIMPOBAaHUU U HE OBLIM HM3y4YEHbl B JAHHOW KIMHUYECKOU
cutyaruu (cM. paszaenst 4.4., 5.1. u 5.2.).

[Tpu npumenennu npenapata PuBapoxcus B 103upoBke 10 Mr KOppeKIuu 1035l He TpeOyeTcs.

He Tpebyercst xoppekuusi A03bl y MAallMEHTOB C HapylleHHEeM (DYHKIHMU IMOYEK JIETKOW CTENeHH
Tsxectd (KK 50-80 mn/mun) (em. paznen 5.2.).

Hauuenmbl C NEUEeHOYHOU HedOCMAMOYHOCHIbIO

[Ipemapar PuBapokcusi mpoOTUBOMOKA3aH MAaIieHTaM C 3a00JIeBaHUSMH TEYSHH, MPOTEKAIOIIUMHU C
KoaryJonatueii M PHUCKOM KIMHMYCCKH 3HAYMMOTO KpPOBOTCUCHHS, BKIIOYAs ITAlIACHTOB C
IMPPO30M IMEUCHH M HapyleHneM (GyHkiuu nedenu kiaacca B u C no knaccudukanuu Yaina-I1sro
(cm. paznmenst 4.3. 1 5.2.).

Jluya nosrcunoco so3pacma

Koppekunu 10361 B 3aBUICHMOCTH OT BO3pacTa He TpeOyercs (cM. pasmen 5.2.).
Macca mena

Koppexkiius 10361 B 3aBUCHMOCTH OT Macchl Tesia He TpeOyercs (cM. pazmen 5.2.).
Ilon

Koppekiust 70361 B 3aBUCMMOCTH OT T10J1a He TpeOyeTcs (cM. pasnen 5.2.).
THayuenmul, Komopbvim nPOBOOUMCS KAPOUOBePCUs

Jleuenue npernapaTomMm PI/IBaPOKCI/ISI MOJKET OBITH HAYATO WU IMMPOJOJIKEHO Yy NAlIMCHTOB, KOTOPBIM
MOXET HOTpGGOBaTBCSI KapaAnuoBEpCusl.

[Ipu xapamoBepcuu TMOJ KOHTPOJEM HpecnuiieBoHoi sxokapauorpaduu (YIIDxo0-KI) y
MAIMeHTOB, KOTOpbIE paHee HE MOoJyJyald AaHTUKOAryJISHTHOM Tepamuu, JUid oOecreueHus
aJICKBaTHOW aHTHKOATYJISAIMH JICYCHUE TperapaToM PUBapoKcHs TOMKHO HAYMHATHCS 110 MEHbBIIEH
Mepe 3a 4uaca g0 KapauoBepcuu (cM. pazzmensi 5.1. m 5.2.). Jlnsg Bcex mMalMeHTOB mepes
KapAHOBEpCHEH TOHKHO OBITh MOJYYEHO MOATBEP)KICHHE O TOM, YTO MALMEHT HPUHSI Mpenapar
PuBapokcus B COOTBETCTBHH C HA3HAUYEHUEM Bpaya.

Pemenne o Havyame W TPOAODKUTENIFHOCTH JICYCHHUS JOJDKHO TIPUHUMATBCS C  yIETOM
CYLIECTBYIOIIMX pPEKOMEHJAUMUH [0 AaHTUKOATyJSHTHOW Tepanuu Yy MalUeHTOB, KOTOPbIM
MIPOBOJIUTCS KapIHOBEPCHSI.

THayuenmul ¢ nexnananuol Qubpuniayuell npedcepoutl, NePeHecUlux YpecKON*CHOe KOPOHAPHOe
emeuwamenvcmeo (4KB) co cmenmuposanuem

NmeeTcst orpaHUYeHHBIN ONBIT NPUMEHEHHUs] CHUKEHHOM J103bl puUBapokcabaHa 15 Mr oauH pas B
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CyTKH (niu puBapokcabana 10 Mr oIuH pa3 B CyTKH Yy NAIlMEHTOB C HapylIeHHEM (PYHKIIMU MOYEK
cpenneii crenenu Tsoxkecty (KK 30-49 mn/mun)) B kKOMOMHALIMU ¢ HHTHOUTOpPOM perenitopa P2Y 12
B TEUCHHE MAaKCHUMyM |2 MecsIeB y MalueHTOB C HEKJIANaHHON (UOPWILIAINEH Tpeiacepanid,
KOTOpBIM TpeOyeTcs Tepanusi aHTHUKOArylssHTaMH JUIs npuema BHYTph U nepeHecmmx YKB co
CTEHTHUpOBaHUEM (cM. paznensl 4.4. u 5.1.).

eTH
Jleuenue BTO u npoghunaxmuxa peyuousos BTO y demeii u noopocmkos

Jleuenne mpenapaToM PuBapokcHs y IeTel W MOAPOCTKOB B Bo3pacTe a0 18 meT MOKHO OBITh
HayaTo IIOCJIE HE MeEHee 5 AHeM OT Hadaja IapeHTEpAJbHOM AaHTHUKOATYJSIHTHOM Tepamnuu
(cm. pasmen 5.2.).

Jlo3a mns netel  MOAPOCTKOB B BO3pacTe N0 18 JeT paccUMThIBA€TCS B 3aBUCHMOCTH OT MacChl
Tena:

e mMacca Tenma ot 30 kr go 50 kr: pekomeHmyeMas jo3a 15 Mr puBapokcabaHa OIWH pa3 B
CYTKH, YTO SIBJISIETCSI MAaKCUMaIbHON CyTOYHOM 10301;

e wmacca tena 50 kr unm Gonee: pexkomeHayemas go3a 20 Mr puBapokcabaHa OJUH pa3 B
CYTKH, YTO SIBJISIETCS] MAaKCUMaJIbHOM CYTOYHOM [1030i1;

e wmacca Tena MeHee 30 KI — peKOMEHI0OBaHO MPUMEHEHHE pHUBapoKcabaHa B JIEKapCTBEHHOU
(dbopMe TpaHyIIbl TSl IPUTOTOBIICHHSI CYCTICH3UU TSI TpHeMa BHYTPb.

Ha perynspHoil ocHOBe HEOOXOAMMO MOHHTOPHPOBATH MaccCy Tella peOeHKa W IepecMaTpuBaTh
703y. DTO HEO0O0XOAMMO, YTOObI OOECeunTh MOJJIEpP)KaHUE TepaneBTUUYECKOM 103bl. Koppekius
JI03bI JIOJDKHA BBITIOMHATHCS TOJIBKO HA OCHOBAaHUHM M3MEHEHHSI MacChl Teja.

Tepanus y nerell U MOAPOCTKOB JOJDKHA MPOJOJDKATHCS MO KpalHE Mepe B T€YEeHUE 3 MECSLEB.
JUINTENbHOCTh JIEUEHUS MOXKET ObITh YyBenMueHa 10 12 MecsneB B cioydyae KIMHUYECKOH
HeoOXoauMocTH. JlaHHbIe B MOJAEPKKY CHMKEHHMS J03bl y JeTe mocie 6 MecsueB Teparnuu
0oTCyTCTBYIOT. COOTHOILIEHUE «II0b3a — PUCK» IPHU JUIMTEIBHOCTH TEPAllUU CBBIIIE 3 MECSLEB
JOJDKHO OLIEHUMBAThCS HMHIUBUAYAIBHO, NPUHMMAas BO BHUMaHHME PUCK penuanBa TpomOo3a Hu
MOTEHUAIBHBIN PUCK KPOBOTEUEHHUS.

eticmeus npu nponycke npuema npenapamd

Ecnu npueM 103bl IpoIyIleH, HEOOXOAUMO MPHUHATH MPOIYIIEHHYI0 03y KaK MOXKHO ObICTpee
[OCJIE TOr0, KaK 5TO 3aMETWIIM, HO TOJBKO B OTOT XK€ JIeHb. ECIM 3TO HEBO3MOXKHO, IAIIMEHT
JOJDKEH IPOIYCTUTh 3Ty 03y M IPOJOJDKUTH IIPUEM CO CIEAYIOLIEH 103l B COOTBETCTBHU C
Ha3HayeHHeM Bpada. llanueHT He [MOKEH NpUHUMATh ABOKWHYIO J03y UI1 KOMIIEHCAaluu
MIPOITYILEHHON JO3BI.

Ipounakmuka unCyibmda U __CUCMEMHOU _MpPomMOoIMOOIUU Y NAYUeHmos ¢ ubpuiiayueu
npeocepoull HeKIanaHH020 NPOUCXOHCOCHUSL

besonacHocTh 1 3 pekTUBHOCTEL puBapokcabaHa y nereid B Bo3pacte oT 0 1o 18 yiet mo nmokazanuto
npoUIaKTHKa WHCYIbTa W CHCTEMHOHM TpOMOOAMOONMM Yy TManueHToB ¢ (ubpuusanueit
npeacepAuil HeKJIanaHHOTo MPOUCXOXKICHUS HE yCTaHOBJICHA. [laHHbBIE OTCYTCTBYIOT.

B cBs3u aTuM, npenapat PuBapokcust He peKOMEHIyeTcsl K IPUMEHEHUIO y JieTeil B Bo3pacte oT 0
1o 18 ner mo apyrum nokaszanusaMm, kpome snederns BTD u npodunakruku peruausos BTO.

[Ipemapar PuBapoxcusi, 20 Mr, TaOIeTKH, TOKPBHITHIE IJICHOYHOH OOOJOYKON, HE CleayeT
NMpUMEHATh y JeTeil B Bo3pacte oT 0 g0 18 smer m maccoit Tena menee S50 Kr Juis JaHHOM
JeKapCTBEHHOW ()OpPMBbI B CBS3M C HEBO3MOXKHOCTBIO OOECHIEUUTh PEXHUM J03UpoBaHus. Jlis
YAOBIIETBOPEHMS TMOTpeOHOCTEW y nerelt B Bo3pacte oT 0 jgo 18 yer ¢ maccoii Tema go 30 kr
HEOOXOJMMO TPHUMEHSTh pHUBapokcabaH B (opMe TpaHyN UIsl TPUTOTOBIICHHUS CYCHEH3UH IS
npuemMa BHYTPb AJIs JieTel; y neteit B Bo3pacte oT 0 qo 18 ner ¢ maccoii tena ot 30 mo 50 kr —
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puBapokcabaH B ¢popMe TabIETOK, MOKPHITHIX TNICHOYHON 000I09KOH, 15 Mr.
Ilepexoo ¢ mepanuu ABK na mepanuio npenapamom Pusapoxcus

[Ipu neuenun BTD u mpodunakTtuke penuanBoB y NeTei cienyer mpekpatuth sedenne ABK u
Hay4aTk JiedyeHue npemnaparoM PuBapokcus npu 3Hauenun MHO <2.5.

[Tpu nepexone manmentoB ¢ tepanuu ABK Ha Tepanuto npenapatom Pusapokcus 3nauenuss MHO
OyayT omMOOYHO 3aBBILICHHBIMU IOCHIE pueMa npenapata PuBapokcus. MHO He moaxonuT amst
ONpECaACIICHUA aHTI/IKanyJISIHTHOﬁ AKTUBHOCTH IIp€riapara PI/IBapOKCI/IH U IIOOTOMY HE€ JOJIKHO
WCTIONIB30BAThCSI C ATOM TEIbI0 (CM. pazmen 4.5.).

Ilepexoo ¢ mepanuu npenapamom Pusapokcus na mepanuto ABK

JletsiM, KoTopble mepeBonsATcs ¢ mpenapara PuBapokcuss Ha Ttepanuio ABK, HeobGxoaumo
MPOJIOJIKATh MIpUeM Ipenapara PuBapokcus B TeueHue 48 yacos nocie npuema nepBoit 10361 ABK.
[Tocne aByx mHel coBMECTHOTO mpuMeHeHus cieayer mameputb MHO no mpuema criemyroieit
3anJaHupOBaHHOM 1036l penapara PuBapokcus. CoBMecTHOE IpUMEHEHue npenaparta PuBapokcus
u ABK pexomenayercs mnpogomxarb, nmoka MHO nHe mocturaer > 2,0. Ilocne mnpekpalueHus
npuMeHeHus npemnapata PuBapokcns 3Hasenne MHO MoxeT ObITh JJOCTOBEPHO ONPENEIECHO Yepes3
24 yaca nocne mpuemMa rnociueHen 1036l (cM. pasnen 4.5.).

Hepexod C napeamepaibHblX aHmuKoazyJaAaARmoe8 Ha npenapam PMG‘CZDOKCME

VY gnerell, mNony4yarolMX MapeHTEpalbHbIE AHTUKOATYJSHTBI, CIEIyeT IpPEKpPaTUTh BBEACHUE
MapeHTepaJIbHOr0 aHTHUKOATYJIIHTa U HayaTh MpUMEHeHHue npenapata Pusapokcus 3a 0-2 gaca 1o
BPEMEHU  CIIEAYIOLIET0 IUIAHOBOTO BBEACHUS IIAPEHTEPAJIBbHOrO Ipermaparta  (Hampumep,
HU3KOMOJIEKYJSIDHOTO TeMapyHa) HWIM B MOMEHT IPEKPALICHUs HEMpPEepbIBHOTO BBEICHUS
NapeHTepaJbHOro Ipenapara (HampuMmep, BHYTPUBEHHOI'O BBEACHUS He(PaKIMOHUPOBAHHOTO
rernapuHa).

Ilepexoo c npenapama Pueapokcus na napenmepanvhvie AHMUKoazyisiHmbl

Cnenyer oOTMEHHMTh mpenapaT PuBapokcuss U BBECTM IEPBYIO 03y IapeHTEPAIbHOTO
aHTUKOAryJIsiHTa B TOT MOMEHT, KOIJa HYXHO OBUIO NIPUHATH CIEAYIOUIYI0 A03y Ipenapara
PuBapoxkcus.

Ocobvle epynnvl nayueHmos
Tlayuenmul ¢ noueunol HeOOCMAMOYHOCHILIO

JleTh ¥ TOAPOCTKU C JIETKOH CTEMEHBI0 HapyIICHHS (YHKIUH MOYEK (CKOPOCTh KIIyOOYKOBOM
unsTpanun (CK®) 50-80 mn/mun/1,73 M? momaay MoBepXHOCTH Teja): Ha OCHOBAHUM JaHHBIX
BO B3POCJION MOMYISIIIAA ¥ OTPAHUYEHHOTO KOJIMYECTBA TAHHBIX B JIETCKOW MOIYISAIIUN KOPPEKIIUU
J103bI HE TpebyeTcst (cM. pasaen 5.2.).

JleTh M TOAPOCTKH CO CpegHeH WM TSOKENIOM CTeNeHbl0 HapymieHus (YHKIUM IoYeK
(CK® < 50 m/mMun/1,73 M>  niomanad — HOBEPXHOCTH — Tela): IpemapaT PuBapokcus — He
PEKOMEH]IyeTCs B CBSA3H C OTCYTCTBHEM KIMHUYECKUX JAHHBIX (CM. pasnen 4.4.).

Hlayuenmul ¢ neueHoyHol HEOOCMAMOYHOCHBIO
g nereli ¢ HapylieHrneM (QYHKIIMH TIEYCHU KJIMHUYECKUE TaHHBIC OTCYTCTBYIOT.

Cnocob npruMeHeHns

B3pocasie

Bayrps. Tabmetku, MOKpHITHIE TUIEHOYHOW 0001104K0id, 20 M cjlexyeT NpUHUMATh BO BpEMs
MpueMa HIIH, 3a1Basi BOJON WM COKOM (cM pazaen 5.2.).

Hszmenvuenue mabiemok

Ecnu mauumeHT He cnocoOeH MpOrjoTUTh TAaONETKy LEIUMKOM, TalleTky mnpenapara Pusapoxcus
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MOXKHO M3MENIbYUTh M CMEIIaTh C BOJOM WM SOJOYHBIM MIOpPE, HEMNOCPEICTBEHHO Mepen
MpUMeHEeHUuEeM (BHYTph WJIM BBEIACHHMEM 4Yepe3 HaszoracTpaibHbiii 30H7A). [locme mpuema
M3MeTbUCHHONW TabneTku mpemapara PuBapokcusi 20 Mr HEOOXOIUMO HE3aMEIIUTEIHHO TPUHSATH
NUTy.

[IpenBaputensHO M3MenbUeHHAs TableTka mpenapata PuBapokcusi MOXeT ObITh BBEJCHA depes
HA30TacTpalibHBIM 30HJ TOJBKO TIOCNIC TOATBEPXKJCHUS TIOJOKEHUS 30HJa B IKEIyIKe
(cm. paznmenst 5.2. 1 6.6.).

Ilemu ¢ maccoit mena om 50 ke

BuyTtps, Bo Bpems npuema numy (cM. paszaen 5.2.). [lanuenty Hy)kKHO peKOMEH/10BaTh MPOIJIOTUTh
TabNETKy ¥ 3aIHUTh KUAKOCTHIO. TalneTku cienyeT NpuHUMATh ¢ MHTEPBAJIOM MpUMEpHO 24 yaca.

Ecnu manmeHT cphIrnBaeT NpUHATHIA BHYTPB MpemnapaT Wi Y HeTo pBoTa B TeueHune 30 MUH mocie
npuema IpemnapaTa, HEOOXOAMM IpHeM HOBOW m03bl. OnHAKoO, €ciaM MalMeHTa BBIPBAJIO Yepes3
30 MuH moce MmpHeMa npemnapara, HOBTOPHOTO MpHeMa J103bl He TpeOyercs, U ciedyrouas 103a
JIOJKHA OBITH ITOJTy4eHa COIIAaCHO PEKOMEHALUsAM Bpaya.

Henn3s JCIINTh Ta6f[eTKy JJId TOJIYYCHU S 4aCTU 03561 OT TaOJIETKH.

Hzmenvuenue madbnemox

Ecau nauueHT He crocobeH HIPpOTJIOTUTDb Ta6J'I€TKy LCJIUKOM, CICAYCT UCIIOJIb30BATH pI/IBapOKca6aH
B (bopMe r'panyJibl AJId IIPUTOTOBJICHUA CYCIICH3UU JIA IpHUEMaA BHYTPb.

Ecnu cycniensust ans npriema BHYTpb (B A03e 20 Mr) He AOCTYyIHA, BO3MOXHO MOJTYyYEHUE ITUX 103
puBapokcabana myreM u3MenbueHus Tadnerku 20 MT mpemapara PuBapokcus W CMEIIMBaHUS €€ C
BOJOW WM SOJIOYHBIM TMIOpPE HENOCPEACTBEHHO TMiepe] TNpUMEHEHHeM (BHYTpb WJIM 4epes
HA30TacTPaJbHBINA 30HN).

Hpe;[BapI/ITeano U3MCJIbYCHHAA Ta6JICTKa MOXET 6BITL BBCACHA 4YCpE3 HaSOFaCTpaﬂbHBIﬁ NN
JKETyJOUHBIN 30H (CM. pa3aenst 5.2.1 6.6.).

4.3. [IpoTuBONOKA3aAHUA

e [UnepuyBCTBUTEIHHOCTh K pUBApOKCA0aHy WM K JIIOOOMY M3 BCIIOMOTATEIbHBIX BEIIECTB,
MepevncieHHbIX B paszzene 6.1.

o KimHudecku 3HAYMMOE aKTUBHOE KPOBOTCYCHUE.

e [loBpekIeHUEe WM COCTOSIHHE C BBICOKAM PHUCKOM pa3BUTHS OOJBIIOTO KPOBOTCUCHHS.
Hamnpumep, nmeromasicsi WM HEIaBHO MEPEHECEHHAs! JKENYIOYHO-KHILIEYHas! s13Ba, HAJINUME
37I0Ka4€CTBEHHOT0 HOBOOOpa30BaHMsI C BHICOKUM PHCKOM Pa3BUTHUSI KPOBOTEUECHUN, HETABHO
MIOJyYEHHBIE YEPEMHO-MO3roBasg TpaBMa WIM TpaBMa CIOWUHHOTO MO3ra, HEAABHO
IIPOBEACHHOE XMPYPIMUECKOE BMELIATENICTBO Ha TOJIOBHOM MO3r€, CIMHHOM MO3I€ WM
o(ragpmMoorHUecKas omnepanus, HEJlaBHEE BHYTPHUYEPETHOE KpOBOU3JIMSIHUE,
JIUAaTHOCTUPOBAHHOE BAapHKO3HOE PAaCIIMpPEHUE BEH IMMINEBOAA WM IIOJO3PEHHE Ha HETO,
apTepHOBEHO3Hasl MaJb(popMallysi, aHEBPU3MbI COCY/I0B WJIM Cepbe3Has NMaTOJOTHs COCYOB
TOJIOBHOTO WIM CIIMHHOTO MO3Ta.

e ComyrcTByIOIIass Tepamnusi KaKUMH-THOO JPYTMMH aHTHKOAryJasHTaMH, Hampumep,
He(PaKIIMOHUPOBAHHBIM T'EMAPUHOM, HU3KOMOJICKYJIIPHBIMU TelMapuHaMu (SHOKCAIaphH
HATpHs, JANTENapuH HATPUS U Jp.), TPOU3BOJHBIMU TenapuHa ((poHIanapuHyKC HATpHUS H
1p.), IEpopajIbHBIMU aHTUKOAryJasHTamMu (BapdapuH, anukcabaH, jaburatpat u zip.), Kpome
CllyyaeB TepexoJla ¢ WIM Ha puBapokcabaH (cM.pasgen4.2.) WM TpU TPUMEHEHHU
HE(QPAKIMOHUPOBAHHOTO  TelMapuHa B  J03aX, HEOOXOAMMBIX s OOecreueHHs
(YHKIIMOHMPOBAHUSI ~ IIGHTPAIBHOTO  BEHO3HOTO  WJIM  apTepHaJbHOTO  Karerepa
(cm. pasnen 4.5.).
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e 3a0osieBaHUs MEYCHH, MPOTEKAIOIINE C KOATyJOMAaTUEH U PUCKOM KIMHUYECKH 3HAYMMOTO
KPOBOTEUEHUs, BKIIIOYasi IUPPO3 MEUYeHH C HapylieHueM ¢QyHKuH nedenu kiaacca B u C mo
knaccuduxanuu Yana-Isto (cMm. pazgen 5.2.).

e bepeMeHHOCTh U epro/1 IPYHOTO BCKapMIIMBaHU (CM. pasfen 4.6.).
4.4. OcoOble ykazaHus U Mepbl MPEAOCTOPOKHOCTH MPU NMPUMEHEHU

B xoxe nedeHwus PEKOMEHIOBAHO KIMHHUYECKOC HaGJ’IIOIIGHI/IC B COOTBETCTBUM C KIMHHYECKOM
HpaKTHKOﬁ MNPHUMCHCHUS AHTUKOATI'yJIAHTOB.

Puck pa3BUTHSI KDOBOTEUYEHUN

Kak u npu npueme Apyrux aHTHKOAryIsiHTOB, HEOOXOAMMO TILATEIbHO HAOJIOAATh MALUEHTOB,
INPUHUMAIONINX Mpenapar PuBapokcus, A BBIABICHWS IIPU3HAKOB KpoBoTedeHud. IIpemapar
PEKOMEHAYETCSl IPUHUMATD C OCTOPOKHOCTBIO IIPU COCTOSTHUAX C IOBBIIIEHHBIM PUCKOM Pa3BUTHS
KPOBOTEUEHHU.

B ciyuae Tspkenoro KpoBOTEUEHHS HpHUEM IMpernapara PuUBapokcHs IOJDKEH OBITh MpeKpaiieH
(cm. pasnen 4.9.).

B kmmHUYECKHX MCCIeT0BaHUSIX KPOBOTCUEHUS M3 CIIM3UCTHIX 000JI0UeK (2 UMEHHO: KPOBOTEUCHUE
U3 HOCA, NIECEH, JKEJIYIOYHO-KHUIIEYHOr0 TPaKTa, MOYENOJIOBOW CHCTEMBI, BKIIIOUYas aHOMAJbHOE
BarMHaJbHOE WM YCHUJICHHOE MEHCTPYaJIbHOE KPOBOTEUEHHUE) M aHEeMHs HAONIONaIHMCh yalle Mpu
JUTNTETHHOM JICYeHHH pHUBapokcabaHoM mo cpaBHeHuto ¢ siedeHnem ABK. Takum oOpaszom, B
JOMOJTHEHNE K HaJUIeXkalleMy KIMHUYECKOMY HaOIIoneHuo, JabopaTOpHOE HCCIeJOBaHHE
reMorjao0MHa/TeMaTOKpUTa MOKET OBITh 3HAUYMMBIM JJISl BBISBICHUS CKPBITBIX KPOBOTEUEHHH U
KOJIMYECTBEHHON OLICHKM KJIMHUYECKOW 3HAUYMMOCTH SIBHBIX KPOBOTEUEHUH B Clydasx, KOrna
MPUMEHUMO.

HekoTopple moArpynmsl MAlMEHTOB, YKa3aHHBIE HUXKE, WMEIOT TOBBIIICHHBIA PHCK Pa3BUTHS
KpoBoTeueHui (cM. paznen 4.8.).

[Ipu m1060M HEOOBSICHUMOM CHWXXCHHHM TE€MOTJIOOWMHa Wi aprepuanbHoro naBieHus (AJl)
HEOOXOAMMO MPOBOJUTH MOUCK UCTOYHUKA KPOBOTECUCHHS.

Tepanust puBapokcabaHoM He TpeOyeT PyTHHHOTO MOHHMTOPWHTIA €ro 3KCMO3UIMU. TeM He MeHee,
U3MEpeHHe KOHLEHTpAllMd pUBapoKcabaHa C IOMOINBIO  KaIMOpPOBAaHHOTO TecTa  JUIs
KOJIMYECTBCHHOTO  OINpENENICHHs aHTH-Xa aKTUBHOCTH MOXKET OKa3aThCsl TIOJIE3HBIM B
UCKJIIOUUTENBHBIX Cly4asX, Korja HHpopMmauus o0 SKCIO3UIMHM pUBApOKcabaHa MOXKET ObITh
WCTIOJIB30BaHA TIPH TPHHATAW KIMHWYECKH 3HAYMMBIX pEUICHWH, HampuMmep, B Cllydae
NepeI03UPOBKH WIH AKCTPEHHOTO XUPYPIUYECKOTO BMeNIaTenbeTBa (cM. pazaenst 5.1. u 5.2.).

IToyeyHas HEAOCTATOUYHOCTD

PuBapokcabaH ciefyeT ¢ OCTOPOXXHOCTBIO NPUMEHSTh y TAl[MEHTOB C HapylIeHHeM (GYHKIUH
IMOYCK, IMOJyYaromuX COMYTCTBYIOIIMUC IIpC€IIapaTbl, KOTOPBIC MOI'YT HPHUBOAWUTL K ITOBBIIICHUIO
KOHIIEHTpAIlUU puBapokcabaHa B I1a3mMe KpoBH (cM. pa3zaen 4.5.).

VY manueHToB ¢ HapymeHnneM QyHKIuU modek Tsokenoi crenenn (KK < 30 mu/mMuH) KOHIIEHTpaIus
puBapokcabaHa B Mia3Me KPOBH MOXKET ObITh 3HAYMTENIHLHO TMOBBIIIEHHOU (B 1,6 pa3a B cpenHem),
YTO MOKET MPUBECTH K MOBBIIIIEHHOMY PUCKY KpoBoTeueHHs. PuBapokcabaH 10KeH MPUMEHATHCS
€ OCTOpOXKHOCTHIO Yy naruenToB ¢ KK 15-29 mi/mun.

PuBapokcaban He pekomMeHAyeTcs K mpuMeHeHuio Yy mamueHtoB ¢ KK <15 mu/mun
(cm. pazmenst 4.2. 1 5.2.).

BzaumoaencTBre ¢ APYTUMH JICKAPCTBEHHBIMU CPEICTBAMU

HpI/IMCHeHI/IC pHBapOKca6aHa HEC PCKOMCHAYCTCA Yy MNAaOMCHTOB, IMOJYyYarOlIUX COIMYTCTBYIOIICC
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CHUCTEMHOE JIeYeHHE TMPOTUBOIPUOKOBBIMU IpenapaTaMHM a30JIOBOM Tpymmbl  (Hampumep,
KETOKOHA30J, WTPAaKOHA30JI, BOPUKOHA30J M II03aKOHA30J) WM MHIUOMTOpaMM BHpYyca
nmmyHozaedurra yenoseka (BUY)-nporeas (Hampumep, puTOHABUP). DTH Mpenapatsl SBISIOTCS
MomHbIMU HHTHOUTOpamu n3odpepmenta CYP3A4 u P-rmuxonporenna (P-gp). Takum oGpazom,
9TH Tpenaparbl MOTYT MOBBIIATH KOHIIEHTPAIMIO pUBapokcabaHa B TUIa3Me KPOBU JI0 KIMHUYECKU
3HAUYMMBIX 3HaYeHuW (B 2,6 paza B CpeIHEM), YTO MOKET MPUBECTH K TOBBIIIEHHOMY PHCKY
KpoBoTeueHui (cM. pazzaen 4.5.).

Crnenyer coOnroaTh OCTOPOXKHOCTh, €CIM IMAlUEHT OJHOBPEMEHHO MOJYy4aeT JIEKapCTBEHHbIE
mpenaparbl, BIMSIOIIME HAa TEeMOCTa3, TaKHEe KaK HEeCTepOHIHBbIE MPOTUBOBOCIIAIUTEILHBIE
npemapatrel  (HIIBIT), anermncamummoBas kucinota (ACK) wu  mHrHOMTOpBHI — arperanuu
TPOMOOITUTOB, WM CEJEKTUBHbIE HMHTHOMTOPHI oOpaTHoro 3axBara cepoTonwHa (CHUO3C) u
CEJICKTUBHBIE WHTHOHUTOpPHI oOpaTHOro 3axBata cepoToHWHa W HopanuHedpuHa (CHMO3CH). ¥V
MAIMICHTOB C PUCKOM Pa3BUTHS S3BOOOPA30BaHUS B JKEIYAOYHO-KUIICYHOM TPAKTE MOXKET OBITh
Ha3HAa4€HO COOTBETCTBYIOIIEE NMPOPHIaKTHUECKOe JiedeHHue (cM. pa3zaen 4.5.).

Jpyrue hakTophl MOBLIIMIEHHOTO PUCKA PA3BUTHS KPOBOTEUCHUS

[Ipenapar PuBapokcus, kak W Apyrue aHTUTPOMOOTHUYECKHE CPEACTBA, HE PEKOMEHIYETCS K
MPUMEHEHUIO y TAIIMEHTOB, UMEIOIINX TOBBIIIEHHBIA PUCK Pa3BUTHSI KPOBOTCUCHHS, B TOM YHCIIE:

® BpOXKIACHHAsA WA HpI/IO6pCTCHHaH CKIIOHHOCTB K KPOBOTCUCHU M,
® HCKOHTpOJUpPYEMas TAXKEIad apTCpraJIbHas TUIICPTCH3UA,

e pyroe 3a00JeBaHUE KETYIOUHO-KHUIIIEYHOTO TpakTa 0e3 aKTHBHOTO M3BS3BICHHUS, KOTOPOE
MOXET TMOTCHIMAJIbHO TPUBECTH K OCJIOKHECHHIO B BHJAC KPOBOTECYCHHUS (Hampumep,
BOCMIAIUTENIbHOE 3a00JIeBaHME KHIICYHHKA, 330(aruT, TacTpUT M ractpods3odarcanbHast
pedmarokcHas 00JIe3Hb);

® COCyaucCTast pCTUHOIIATHA;
o 6pOHX03KTa3BI HJIN 31301 JICTOYHOI'O KPOBOTCYCHHA B AHAMHE3C.

ITanmeHTHI CO 310KaY€CTBEHHBIM HOBOO6DaSOBaHI/IeM

[TareHTH! CO 370KaYeCTBEHHBIM HOBOOOpPA30BaHMEM MOTYT OJHOBPEMEHHO IOABEpraThcs Ooiee
BBICOKOMY PUCKY M KpOBOTE€YEHHUs, U TpomOo3a. MHaMBHyanbHAs MOJb3a aHTUTPOMOOTUYECKOMN
TEpanuu J0JDKHA OBITh COMOCTAaBJIEHA C PHUCKOM KpPOBOTEUEHHS Yy TAIMEHTOB C AaKTHBHBIM
3JI0KQYeCTBEHHBIM  HOBOOOpa3OBaHMEM B  3aBUCUMOCTH  OT  JIOKQJIM3allMd  OITyXOJIH,
MIPOTUBOOIYXOJIEBOW Tepanuu M cTaguu 3abosieBaHusa. OINyXoJid, pacloyoKEHHBIE B JKEIyJOYHO-
KHUIIEYHOM WJIM MOYEINOJOBOM TpPAaKTe, ACCOLUMUPOBAINUCH C MOBBIIMIEHHBIM PHUCKOM pa3BUTHUS
KPOBOTEUEHHS BO BpPEMSI TEpAK PUBAPOKCAOAHOM.

[Ipumenenue puBapokcabaHa y IMAaMEHTOB CO 3JI0KAY€CTBEHHBIM HOBOOOPA30BAaHHEM M BBICOKUM
PHCKOM KpOBOTEUEHHS MTPOTHUBOIIOKA3aHo (cM. pasfaen 4.3.).

ITanmeHThl ¢ KICKYCCTBEHHBIM KJIaaHOM CepJlia

PuBapokcaban He cienyeT NPUMEHATh Uil NPOQUIAKTUKH TPOMOO30B y MAalMEHTOB, HEAABHO
MEepEeHeCIINX TPAHCKAaTeTEpHOE MPOTE3UPOBAHME AopTajIbHOro KianaHa. be3omacHocTs
3¢ PEeKTUBHOCTh NPUMEHEHHs pHBApOKcabaHa HE H3y4aaHCh y MAIMEHTOB C MCKYCCTBEHHBIM
KJIalaHOM CEepJlLla, CJIEJOBATENbHO, HET JaHHBIX, MOJITBEPXKIAIOIIUX, YTO €ro NPUMEHEHHUe
o0ecrnieunBaeT I0CTaTOYHBIA aHTHKOATYJISTHTHBIA A(PEKT y NaHHOW KaTerOpHH MAIlMeHTOB. Takum
MaleHTaM He peKOMEHIyeTCsl IpUMEHEeHMe Ipenapara PuBapokcus.

Ha!!I/ICHTI)I C aHTI/HhOC!l)OHI/IHI/IZ!HHM CUHAPOMOM 1A(DC’

HpI/IMeHeHI/Ie NEpOopalbHbIX AHTUKOAr'yJIdHTOB IPAMOIO IleflCTBPIS[, BKJIrO4as pI/IBapOKCEl6aH, HC
PEKOMCHAYCTCA Yy MAaIUCHTOB, MMCIOIINX TpOM6OSLI B AaHAMHE3€, Y KOTOPBLIX AUArHOCTUPOBAH
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A®DC. B yacTHOCTH, Yy MalMEHTOB C TPOWHBIM cepono3uTUBHBIM ADC (Hamuuue BOITYAHOYHOTO
AQHTHKOATYJISIHTA, AaHTUTEN K KapAWOJIMIUHY W aHTUTeNl K Oera-2-rmukomnporeuny I) Tepamus
MepopaIbHBIMA AHTUKOATYJISTHTAMH TPSIMOTO JEHCTBUS MOMET COMPOBOXKIATHCS TMOBBIIICHHOM
YacTOTOM peluIMBOB TPOMOOTUYECKUX COOBITHI B cpaBHEeHUH C Tepanueit ABK.

[Manmentsl ¢ GubOpwIALMENd Ipeaceparuii HeKnanaHHoro mpoucxoxkaeHus, nepedecure YKB co
CTEHTHPOBAHUEM

NmeroTcst maHHBIE HHTEPBEHIIMOHHOTO KIIMHUYECKOTO HCCIICIOBAHMUS, TIEPBUYHON IETBI0 KOTOPOTO
ABISUIACh OLEHKa mnpoduias Oe30macHOCTH Yy TNauuMeHToB ¢ (GUOpWwUIAIUed mpencepanit
HEKJIAIaHHOTO  mpoucxoxaeHus, nepeHecux YKB co creHTupoBaHueM. JlaHHble 110
3¢ (}EeKTUBHOCTH Yy JTaHHOUW TMOMYJSINH OrpaHUYeHbl (cM. pasnensl 4.2. u 5.1.). [lanHble O TakuM
MaMeHTaM ¢ MHCYJIBTOM/TPaH3UTOPHOM niemuueckoit arakoit (TMA) B anaMHe3e OTCYyTCTBYIOT.

IlanmenTsl ¢ remoauHaMuyecky HecTaOwipHOW TOJIA wWiaM  HauMEHTHl, HYKOAIOIIHWECS B
POBEIEHUN TPOMOOIN3KUCA WU SMOOIIKTOMUU

[Ipemapar PuBapokcusi HEe pPEKOMEHIOBAaH B KAaueCTBE AJbTEPHATUBHI HEPPAKIMOHUPOBAHHOMY
rermapuHy y NalMeHTOB C TeMoInHAMIYecKn HectabmibHoi TDJIA, a Takke y MarueHToB, KOTOPhIe
MOTYT HY)XJAaTbCsl B MPOBEICHUN TPOMOOJH3KCa WIN SMOOIIKTOMUH, TIOCKOJIBKY 0€30IacHOCTh U
3¢ (eKTUBHOCTD prBapoKcabaHa B JaHHBIX KIMHUYECKUX COCTOSIHUAX HE YCTAaHOBIICHBI.

CHI/IHaJII)HaH/SHI/IIIVDaHI)HaH AHCCTC3UA WJIN CIIMHHOMO3IroBas INYHKITUA

[Ipu BBIMONHEHNM HEHpPOAKCHANBbHOW (CHMHAIBHOW/ SHUAYpaTbHON) aHECTE3NMH WM CIIMHAIBHOI/
SMUIYPadbHON MYyHKUUH y MALUEHTOB, MOJYYaIOIIUX aHTUTPOMOOTHYECKUE MpPENnapaTsl C LEIbIO
NpOQUIAKTUKH TPOMOOIMOOTUYECKUX OCJIOKHEHUH, CYIIECTBYET PHUCK Pa3BUTHS SMHUAYpPaTbHOMN
WM CIIMHHOMO3IOBOM IéMaTOMBI, KOTOpasi MOXET NPUBECTH K JUIMTEIbHOMY WM IOCTOSHHOMY
napaauuy.

Puck 3THX 0CNOKHEHWH MOKET MOBBIIATHCS IIPU MTOCIEONEPALUOHHOM IPUMEHEHNUHN ITOCTOSTHHOTO
SNUAYPAIBHOIO KaTeTepa WM COIYTCTBYIOLIEH Tepanuu JEKapCTBEHHBIMU IIperapaTaMy,
BIMSAIOIIMMHU Ha reMOCTa3. TpaBMAaTUYHOE BBIOJHEHHE CIMHAIBHON WIM SIUAYPAIbHON ITyHKIUU
WM TIOBTOPHOE €€ BBINOJIHEHUE TaKKE MOTYT IOBBIIIATH PUCK OCIOXKHEHUU. ITaliueHThl TOJKHEI
HAaXOAMTHCS TOJ HAONIOJECHUEM /JISl BBISBICHHUS NPU3HAKOB WM CHUMIITOMOB HEBPOJOTHYECKHX
HapyuieHni (Hampumep, OHEMEHHE WM cIa0oCTh HOT, AMCHYHKIUS KUIICYHUKA HIH MOYEBOTO
ny3sips). [Ipu oOHapyKeHUN HEBPOJOTMUYECKUX PACCTPONUCTB HEOOXOAMMAa CpOYHasi AMATHOCTUKA U
aedeHue. Bpad JOJDKEH CONOCTaBUTh NMOTEHUUAIBHYIO I0Jb3y M OTHOCUTEIIBHBIM PUCK IEPEN
IIPOBEJCHUEM CIMHHOMO3IOBOTO BMEIIATENbCTBA NALIUEHTaM, IOIY4alOUM aHTUKOATYJISIHThI, U
KOTOPBIM IUTAHUPYETCSI Ha3HAUYEHHE aHTUKOATYJISIHTOB C IIEJIbI0 MPOGHIAKTHKH TPOMOO30B.

C 1enbio CHUKEHUS MMOTEHIIMAIBLHOTO PUCKAa KPOBOTEUECHHUSI, ACCOLIMUPOBAHHOTO C OJTHOBPEMEHHBIM
MPUMEHEHUEM pHBapoKcabaHa M BBIOJHEHUEM HEHpOaKCHaTbHOM (3MUIYpabHON/CIIMHAIBHOM)
AQHECTEe3WH WM CIHHAJIBHOW MYHKIWH, CIEAYeT YYWUTHIBaTh (HapMaKOKHHETHYECKHH mpoduib
puBapokcabaHa. YCTaHOBKY WJIHM yJAJICHHE SMUAYPATBHOTO KaTeTepa WIN JIOMOAIBHYIO ITYHKIIHIO
Jydille MPOBOJUTH TOTJA, KOIJAa AHTUKOATYJASHTHBIA 3(PQeKT puBapokcabaHa OLIEHHMBAETCS Kak
cnabprii  (cm. paszmen 5.2.). OngHako TOYHOE BpeMs  JOCTIOKECHUS  JIOCTATOYHO — CJIA0OTro
AHTHUKOATyJISIHTHOTO 3(dekTa y KaKI0T0 OTIEIBHOTO MallueHTa HEU3BECTHO.

OpHako TOYHOE BpeMs AJIS JOCTHXKEHHSI JOCTATOYHO HM3KOIO aHTHUKOATYJISHTHOro 3ddexra y
KaXJO0ro IIallMeHTa HEHW3BECTHO M JIOJDKHO OLICHUBAaThCS B CPABHEHHH CO CPOYHOCTBIO
JIIMarHOCTUYECKOW MPOLETYPHI.

OcHOBBIBasICh Ha 00mMX (apMaKOKHHETHYECKUX XapaKTEPUCTHUKAX, SHUAYpPaJbHBIN KaTeTep
U3BJIEKAIOT 110 UCTEUCHUN KaK MUHMMYM JABYKPAaTHOro nepuona nonayseiBeeHus (T)2), To ecTb He
panee yem uepe3 18 yacoB mociie MOCIEIHEro mpueMa puBapokcabaHa A MOJOABIX B3POCIHbIX
MAIEHTOB M HE paHee 4eM uepe3 26 4acoB JUIsl MALMEHTOB MOXKUIIOr0 Bo3pacTa (CM. pasaen 5.2.).
ITocne u3BneUeHHs SMUAYPAIBHOTO KaTeTepa AOJDKHO MPOWTH KaK MUHMMYM 6 4acoB 1O IpHeMa
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cienyroueil 1035l puBapokcadaHa.
B cnydae TpaBMaTuyHON MyHKIMU NpUEM npenapaTta PuBapokcus cieayeT oTiIoKUTh Ha 24 gaca.

PeKOMCHI[aHI/II/I OO JO3MPOBAHUIO JO MW TIOCJIC HWHBA3WBHBIX TIPOHCAYP M XHPYPIrU4YCCKOIO
BMCIIATCIbCTBA

[Tpr HEOOXOIUMOCTH TPOBEICHHUS WHBA3UBHOM MPOIETypHl N XUPYPrHYECKOro BMEIIaTelbCTBA
10 BO3MOXKHOCTH IpUeM npenapata PuBapokcus, Tabnetku 20 Mr ciieyeT NpeKpaTuTh Mo KpaiHei
Mepe 3a 24 yaca 10 BMELIATENIbCTBA, €CJIM 3TO BO3MOXHO, U HA OCHOBaHMU KIMHUYECKOW OILCHKH
COCTOSIHHS TTAITUCHTA BPAUOM.

ITpuem mpemnapara PuBapokcus cieayeT BO30OHOBUTH, KaK TOJBKO 3TO OyAeT BO3MOXKHO IOCTE
WHBAa3UBHOM MpOLENYyphl WIM XUPYPrHUECKOTO BMEINATENbCTBA, MPU YCIOBHUM HAIUYUS
COOTBETCTBYIOIIMX KIMHUYECKUX IIOKa3zaTeleil M aJeKBaTHOTO TIeMOCTa3a, 4YTO OIpenernseTcs
JieqaiumM BpadoMm (CM. pazzaen 5.2.).

JInia noKuiioro Bo3pacra

Puck pasBuTHS KpPOBOTEYEHHS MOKET IMOBBIIATHCS C YBEJIHYCHHEM BO3pacTa MallHeHTa
(cm. pasmen 5.2.).

Tspxenaple KOXKHBIC pEaKIIuu

[Ipyn mpoBeseHUH MOCTPETHUCTPALMOHHBIX HAOMIOACHUI COOOIIANOCh O CIydasX BO3HHKHOBEHHS
TSOKENBIX ~ KOXHBIX — peakuuid, Biioyas cuHapoMm  CruBeHca-/[)KOHCOHA,  TOKCHUYECKUH
SMUJACPMAIBHBIA HEKPOJIM3 U JIEKApPCTBEHHYIO PpEaKkIHMI0 B COUYETaHUM C 303uHOGMINel u
cucremMabiMu  cumntomMamu  (DRESS-cunapoM),  accOmMMpOBaHHBIX C  IPUMEHEHHEM
puBapokcabana (cM. pazzaen 4.8.). PUCKk BO3HUKHOBEHHS KOXKHBIX PEaKIMN y MAIMEHTOB HanOolee
BBICOK B Hauaje JICUCHUs; B OOJBIIMHCTBE CIIydyacB KOXKHBIE PEAKLUM pPa3BUBAIOTCA B TEUEHUE
NEepBBIX Hexenb Tepanuu. llpuMmeHeHue puBapokcabaHa cieqyeT NpeKpaTuTh IpU IEPBOM
MOSIBJICHUN TSDKEJIOM KOXKHOM ChIM  (HalpUMep, HpU €€ PACIpOCTPAHEHHH, HapacTaroLen
WHTEHCUBHOCTH W/MJIM 00pa30BaHUM BOJJBIpEH) WM TpPH HATUYUK JAPYrHX CUMITOMOB
TUIIEPYYBCTBUTEIBHOCTH, CBA3aHHBIX C TOPAXKEHUEM CIIM3UCTOIN 000JIOUKH.

BcroomorarensHble BenecTBa

Hampuii

JlaHHBI NeKapCTBEHHBIM Mpenapar coaepkuT MeHee | mmonbs HaTtpus (23 mr) B 1 Tabnerke,
MOKPBITON TJIEHOYHOU 000JI0UKOM, TO €CTh, 110 CYTH, «HE COJIEPKUT HATPHID».

CTHU

HmeroTesi orpaHUYeHHBIC JAaHHBIE O MPUMEHEHHH Y JIETeH ¢ TPOMOO30M BEH TOJIOBHOTO MO3ra W
BEHO3HBIX CHHYCOB, Y KOTOpPBIX ecTh HH(eKnus UeHTpanbHoii HepHOW cuctembl (IJHC)
(cM. paznen 5.1.). HeoOxoauMo TIIaTeIbHO OLEHUBATH PUCK KPOBOTECUCHHs Mepe] Ha3HAYCHUEM U
BO BpeMs TEpaIriui puBapoOKcabaHOM.

[Ipemapar PuBapokcaban He peKOMEHAyeTcs K MPUMEHEHHIO y JIeTe W MOAPOCTKOB CO CpemHei
WIN TSXKENOH cTemneHblo Hapymienus ¢Qyakuuu nodek (CK® <50 mn/mun/1,73 M* miomagu
MOBEPXHOCTH T€Ja) B CBSI3U C OTCYTCTBUEM KIMHUYECKUX JaHHBIX.

Kimmnanueckue JaHHBIC O COIIYTCTBYIOIIEM CHUCTCMHOM JICHCHUU HCTCﬁ MOIIIHBIMHA I/IHFI/I6I/ITOpaMI/I
onHoBpeMeHHO ¢ m3opepmerTom CYP3A4 u P-gp orcyreTByroT (cM. pasnen 4.5.).

[laHHBIE TI0 BPEMEHM YCTAHOBKM HIM YIOAJICHHWs HEWPOAKCHAJIbHOIO KaTeTepa y JeTel,
MPUHUMAIOUINX pHUBapoKcabaH, OTCYTCTBYIOT. B Takux ciydasx cieayeT NpeKpaTHTb NpUEM
puBapokcabaHa M paccMOTPETh BO3MOXXHOCTh MPHUMEHEHHS IMapeHTEepPaTbHOTO AHTHKOATYISHTA
KOPOTKOTO IEVCTBUA.
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4.5. B3anmojeiicTBHe ¢ JAPYrMMH JIEKAPDCTBEHHBIMH NpenapaTaMd # Jpyrue BHUAbI
B3aUMO/IeiicTBUS

Nurndurops! uzodpepmenra CYP3A4 u P-gp

OnHOBpEeMEHHOE TIPUMEHEHHE puBapokcabaHa ¢ KeTokoHazonoMm (400 Mr oawH pa3 CyTKH) HIIH
putonaBupoM (600 Mr nBa paza B CyTKH) NPHUBOJIWIO K YBEIWYEHHUIO CPEAHETO IMOKazaTens
IUIOMIAIM 1O KpuBOHM «koHIeHTpanus-spems» (AUC) B 2,6 pa3a wiu 2,5 paza COOTBETCTBEHHO U
YBEIUUEHHUIO CpelHed MakcuMaibHOW KOHHIEHTpanuu (Cmax) pUBapokcabaHa B IuIa3Me KpPOBH B
1,7 paza nnu 1,6 pasa COOTBETCTBEHHO, CO 3HAYUTEIbHBIM YCHJICHHEM (hpapMaKoIMHAMHUECKUX
3¢ ¢deKToB JAaHHOTO MIperapara, YTO MOXKET MOBBIMIATh PUCK pa3BUTUS KpoBoTeueHus. [loaromy
pUBapoKcabaH HE PEKOMEHAYeTCsl TNPHMEHSATh y TMAIMEeHTOB, IOJYYaIOIIUX COMYTCTBYOIEE
CHUCTEMHOE€ JIEYEHHE a30JI0BBIMU INPOTUBOTPHUOKOBBIMM IpenapaTamMH (HampuMep, KeTOKOHa30ll,
UTPAaKOHa30J1) WM uHruOuTopamu mporeazsl BUY. Otu mnpemapaTbl SBISIOTCS MOILIHBIMHU
uHruoutopamu u nzopepmenra CYP3A4, u P-gp (cMm. pasnen 4.4.).

AKTHBHBIC BENIECTBA, CHJILHO YIHETAIONINE XOTs ObI OJIMH W3 MyTeH dJIMMHHAIMN pUBapoKcadaHa,
onocpeaoBanHblid win nzopepmentom CYP3A4, wiu P-gp, BeposTHO, B MeHbILIEH CTENEHU OyayT
MOBBIIIATH KOHIICHTPAIMIO pUBapoKcabaHa B IIa3Me KPOBH.

Knapurpomumma (500 Mr gBa pasa B CYTKH), KOTOPBIH CUMTAeTCS MOIIHBIM WHTHOUTOPOM
mzodpepmenta CYP3A4 u ymepeHHbIM MHrHOMTOpOM P-gp, MpHBOAMI K YBEIMYECHUIO CpEIHEH
AUC puBapokcabana B 1,5 pasa u yBenuueHuto ero cpennedl Cmax B Iu1azme kposu B 1,4 pasa.
BepostHo, 4TO B3amMOCHCTBHE C KIAPUTPOMHUIIMHOM OyneT KIMHUYECKH HE 3HAYUMBIM Y
OOJIBIIMHCTBA NAIlMEHTOB, HO MOKET OBITh NOTEHIHMAIBHO 3HAYMMBIM JJIsl NAIIMEHTOB U3 TPYIIIIbI
BBICOKOT'O pUCKa (/1715 MallMEHTOB ¢ HapylmIeHHeM (PyHKIIMH MOYeK — cM. pa3zaen 4.4.).

Opurpomuriud (500 Mr Tpu pasa B CyTKH), KOTOPBI ymMepeHHO uHruoupyer nzopepmentr CYP3 A4
u P-gp, mpuBonun k yBenuuenuro cpeaneiit AUC u Cmax puBapokcabana B 1,3 pasa. Bepositho, 4to
B3aMMOJICUCTBUE C SPUTPOMULIMHOM OyJIeT KIMHUYECKH HE 3HAaYMMbIM y OOJIbIIMHCTBA MALIUEHTOB,
HO MOXET OBITh MOTCHLUUAIbHO 3HAYMMBIM Uil TAIMEHTOB M3 TPYIIbI BBICOKOTO pHCKa. Y
MAIMEHTOB C HapymeHueM (YHKIIMH TOYEK JISTKOW CTeNeHH TshkecTH sputpomunmH (500 Mr Tpu
pasa B cyTku) BbI3biBan yBenuuenue 3HaueHuit AUC puBapokcabana B 1,8 paza u Cmax B 1,6 paza
M0 CPAaBHEHUIO C MAIMEHTAMHU C HOPMAJIbHOM (yHKIMEW MOoYeK. Y MalueHTOB C HapylleHHEM
(GYHKIMH TIOYEK CpEeTHEH CTENeHW TSHKECTH SPUTPOMHUIIMH BhI3bIBaN yBenmueHue 3HadeHmin AUC
puBapokcabana B 2,0 paza U Cnax B 1,6 paza mo cpaBHEHHUIO ¢ TaIlMEHTaMH C HOPMAaJIbHOMN
¢bynkuueit movex (cM. pazaen 4.4.). Dddext 3pUTpOMHUILIMHA SIBISAETCS aJAUTUBHBIM K HapyLIICHUIO
¢byHKIMH ouek (cM. pazzien 4.4.).

Onykonazon (400 Mr oauH pa3 B CYTKH), KOTOPBIM CUYHMTAeTCSI yMEPEHHBIM HMHTHOUTOPOM
nzopepmenta CYP3A4, npuBoaun k yBenuueHuto cpenneit AUC puBapokcabana B 1,4 paza u
yBenuueHHio cpefHelt Cmax B 1,3 paza. BeposiTHO, 4uTo B3amMojeicTBUE C (IIYKOHA30JI0M OyIeT
KJIMHAYECKU HE 3HAYMMBIM y OOJIBIIMHCTBA MAI[EHTOB, HO MOXET ObITh NOTEHIUAIBHO 3HAYUMBIM
y MAlUEHTOB TPYIMIbl BBICOKOTO pUCKa (A7 NAlMEHTOB C HapylleHHeM (QYHKIMH IOYEeK —
cM. pazaen 4.4.).

Ha ocHOBaHMH HMEIONIHXCS OrpaHWYCHHBIX  KIMHUYCCKUX  JAaHHBIX  CJIIEAYCT n30erarnb
OAHOBPEMCHHOT'O ITIPUMCHCHU pHBapOKC&6aHa C APOHCIApOHOM.

AHTHKOATryIISIHTBI

[Tocne ogHOBpEeMEHHOTO NPUMEHEHHUs HHOKcamapuHa (40 Mr OJHOKpAaTHO) C pUBapOKcabaHOM
(10 Mr ogHOKpaTHO) HaOMIOMANCS CyMMAaIMOHHBIN 3((eKT Ha aKTUBHOCTH aHTH-Xa 0e3 KaKoro-
100 JIOTIOIHUTEIBHOTO BIMSHUS HA MOKa3aTeln cBepThiBaeMocTH (mporpombunoBoe Bpems (I1B),
aKTUBUPOBAHHOE yacTHYHOE TpomOorutactuHoBoe Bpems (AUTB)). DHokcamapun He BIMsAET Ha
(bapMaKOKHMHETHKY pUBapoKcabaHa.

B cBsI3M C MOBBIIIEHHBIM PUCKOM Pa3BUTHSI KPOBOTEUEHHS CIIETYET COOOAATh OCTOPOKHOCTD TPH
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OJTHOBPEMEHHOM MPUMEHEHUH C APYTUMHU aHTUKOAryiassHTamu (cM. pasnens 4.3. u 4.4.).

HIIBII/uHrnouTopsl arperaiui TpoMOOIINTOB

KiuHanuecku 3HAYMMOTO YAJIMHCHUSA BPEMEHU KPOBOTCUCHUSA I10CJIC OAHOBPEMCHHOI'O IIpHEMa
puBapokcabana (15 mr) m 500 Mr HampokceHa He oTMedanoch. OIHAKO y HEKOTOPBIX IMAIUEHTOB
MOXeT Ha0IoaaThcs 0oJiee BhIpakeHHbIH (papMakoAMHAMUYECKUN OTBET.

He orMmevanuch KJIMHUYECKH 3HAYMMbIC (DapMaKOKUHETHYCCKUE WM (DapMakoIuHAMHUYECKUE
B3aUMOJICHCTBHUS MPHU TIpHieMe puBapokcadbaHa ogHoBpeMeHHo ¢ 500 mr ACK.

Knomunorpen (Harpy3ounas no3a 300 Mr ¢ mocieayromM Ha3HAYEHUEM TTOICPKUBAIOIICH 1036
75 Mr) He MpPOAEMOHCTPUPOBAT (HapMaKOKMHETHYECKOTO B3aUMOICWUCTBHS C pHBApOKcabaHOM
(15 mr), onmHako B MOATpyHIe MMALMEHTOB OTMEYAJIOCh CYIIECTBEHHOE YJUIMHEHUE BpPEMEHHU
KpPOBOTEUYEHHUS, KOTOPOE HE KOPPEIHPOBATIO CO CTENEHBIO arperanuu TpOMOOLUTOB, KOJIMYECTBOM
P-cenextun- wm GPIIb/Ila-penienitopos.

Cnenyer co0ioaTh OCTOPOXKHOCTB, €CIH MaIlMeHThl ogHoBpeMeHHO npumMensitor HIIBII (B Tom
yucine ACK) um MHrHOUTOpHI arperanuu TPOMOOLMTOB, MOCKOJIBKY JAaHHBIE JIEKaPCTBEHHBIE
IpenapaTsl, Kak IPaBUIIo, MOBHIMAIOT PUCK Pa3BUTUS KpOBOTeueHH (cM. paszen 4.4.).

CHO3C/CUO3CH

Kak u B cimyuae nmpuMeHeHHs JPYruX aHTUKOAryJIsHTOB, BO3MOXHO YBEJIMYEHHUE PUCKA Pa3BUTHUS
KpOBOTEUYEHHS Yy TMALMEHTOB, OJHOBpPEMEHHO mpuMeHstoumx pusapokcaban ¢ CUO3C wumm
CHUO3CH, BcreacTBHe BIMSHUS STHX NpPENapaToB Ha TPOMOOIMTHL. Pe3ynmbTaThl KIMHHUYECKUX
HCCIIEIOBAaHUH MPOJIEMOHCTPUPOBAIN YHCIIEHHOE TTOBBIIICHUE OOJIBIINX M HEOOIBIINX KIMHHYECKH
3HaYUMBIX KPOBOTEUEHHH BO BCEX TIpynmax JEYeHUs NpU OJHOBPEMEHHOM INPUMEHEHUH ATHX
[Ipenaparos.

Bapdapun

Ilepexon mammentoB ¢ Tepamuu ABK — Bappapunom (MHO = or 2,0 mo 3,0) mHa Tepamnmio
puBapokcabanoMm (20 Mr) unm ¢ Tepanuu puBapokcabanoM (20 Mr) Ha Tepanuio BapdaprHOM
(MHO = ot 2,0 o 3,0) yBennuuBaiuch nokasarenu nporpomounoBoro spemeHn/MHO (Neoplastin
Habop) OoJbIle, YeM TpHU MPOCTOM cymMmupoBaHnuu 3PdextoB (oraenbHbie 3HadeHns MHO moryT
yBenUUuBaThCs 70 12), B TO Bpems kak BiusiHue Ha AUTB, nogaBnenne akTuBHOCTH (akTopa Xa u
BIIMSHHUE HA HIOTEHHBIN nmoTeHuuan TpoMouna (3I1T) 6110 aATuTHBHBIM.

B ciyyae HEoOX0aUMOCTH HCClieoBaHus (papMakoguHAMUYeCKUX 3(PQeKkToB pruBapokcabaHa BO
BpeMs TEPEXOJHOTO IEpHoAa B KadecTBE HEOOXOJWMBIX TECTOB, Ha KOTOPHIE HE OKa3bIBaeT
BIIMSIHUE Bap(apuH, MOXXHO HCIIOJNB30BaTh OINpEJeNICHHe aHTHU-Xa aKTHBHOCTH, NMPOTPOMOHMHA30-
unaynupoBanHoe Bpems cBeprtbiBanus (PiCT) u Hep-tect. Haumnas c¢ 4 nHa mocne npuema
mocieHel 1036l BapdapuHa Bce JIabOpaTopHBIE TOKa3aTrend (B TOM YHCIE TPOTPOMOMHOBOE
Bpemsi, AUTB, unrubuposanne aktuBHOCcTH (pakTopa Xa u OIIT) oTpakanu TONBKO BIHSHHE
puBapokcabaHa.

Ecnmun  meoOxomuMmo wuccienoBaTh (apMmakoauHamuueckue dS(PQexTsl BapdapuHa BO BpeMs
MEPEXOTHOTO TEePHOIa, MOKHO HCTIONb30BaTh 3HaueHHe MHO nipu Crpovexyr prBapokcadbana (depe3
24 gaca moclie TPEABUIYIIETO IMpHEeMa pUBapokcadaHa), TaKk KaK B JIAaHHBI MOMCHT BpPEMEHU
puBapokcabaH MPaKTHYECKU HE OKA3bIBAeT BIUSHUS HA 3TOT IMOKA3aTelNb.

Mexny BapbapuHOM W puUBapoKcabaHOM  He  OBUIO  3apEeTUCTPUPOBAHO  HUKAKHX
(hapMaKOKHHETUYECKHX B3aUMOJICHCTBHIM.

HMunykrops! nzodpepmenra CYP3A4

OpnHOBpeMEHHOE NpPHUMEHEHHE pHBapokcabaHa ¢ MOLIHBIM HMHAYKTOpoM u3opepmenta CYP3A4
pudamnumHoM npuBoamio K ymenbimeHno AUC puBapokcabana B cpeHeM MPHUOIM3UTEIHHO Ha
50 % c¢ mapayjuleTbHBIM CHIDKEHHEM ero QapmaxkoanHamMudeckux 3¢ ¢dextoB. OXHOBpEMEHHOE
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MpUMEHEHUE puUBapoKcabaHa ¢ JAPYrUMH MOIIHBIMM MHAyKTOpamu u3zodpepmenta CYP3A4
(mampumep, ¢(enuTonHoM, KapOamazenuHoMm, ¢(eHoOapOuTaoOM WM Tpenapatamu 3BepoOos
MIPOBIPSIBIICHHOTO) TaKXKE MOXKET MPUBECTH K CHIKCHHUIO KOHIICHTPAIIMK PUBapoOKcabaHa B Tia3mMe
kpoBu. [loaTomy cienyer u3beraTb OJHOBPEMEHHOTO NMPUMEHEHHUs pUBapoKcabaHa C MOLIHBIMHU
uaaykropamu CYP3A4, ecnu TONbKO MallMeHT HE HAXOAUTCS MOJ TIIATEIbHBIM MEIUIIMHCKUM
HaAOJIOJICHNEM Ha TIPEAMET BBISBICHUS CUMIITOMOB TPOMO03a.

ConyTcTBYyIONIas TeEpaus

He orMeuanoch KIMHMYECKH 3HAUYUMOTO (papMaKOKMHETHYECKOro WM (hapMaKkoJAWHAMUYECKOTO
B3aMMOJICHCTBUS MPU OJHOBPEMEHHOM IMPHUMEHEHUHU pHBapokcabaHa ¢ Muaazosamom (cyOctpar
nzopepmenta CYP3A4), nurokcunom (cyOctpar P-gp), aropBacraturoMm (cydcTpar uzodepMenTa
CYP3A4 wu P-gp) mubo omenpaszonoM (MHTHOMTOpP TPOTOHHOM TOMITbI). PuBapokcabaH He
MHrHOUpyeT OCHOBHBIE H30(opMbl 1UTOXpoMma (Hampumep, uszopepment CYP3A4) u He
WHIYIUPYET UX.

Knuanueckn 3HAaYMMBIX — B3aUMOJICHCTBHIA C  MPOAYKTaMW TUTaHWS HE  HAOII0IAIO0Ch
(cm. paznen 4.2.).

Bausgnaue Ha 1ab0paTopHbBIEe TapaMeTphl

YyurteiBas MECXaHH3M HeﬁCTBHH, pI/IBapOKCB.6aH OKa3bIBACT BJIUSITHHUC Ha II0Ka3aTcCiIn
cBepThiBaeMoCcTH KpoBH (Hanpumep, [1B, AUTB, HepTecr) (cm. pazmen 5.1.).

CTH

UccnenoBanusi B3auMOCHUCTBHSI MIPOBEACHBI TOJNBKO y B3pOCHbIX. CTENEHb MEXIEKApPCTBEHHBIX
B3aUMOJICUCTBHI y JieTell He u3BecTHa. [IpuBeneHHbIC JaHHBIC O B3aMMOJICHCTBUH, TIOTYyIEHHBIC Y
B3pOCJ'IBIX anueHTOB, U HpeI[pre)KI[CHI/IH B pa3z[ene 44 JOJIZKHBI 6BITI) HpI/IHHTBI BO BHHUMAHHC
IS JeTeH.

4.6. ®epTHIBHOCTD, 0€PEMEHHOCTD M JIAKTALMS

bepemeHHOCTD

besomacHocTh M 3(QEKTUBHOCTH, TNPHMEHEHUS pHBapoKcabaHa y OCpEMEHHBIX JKEHIIWH He
YCTaHOBJIEHBbI.  JlaHHBIE, TOJy4YEHHblE Ha HKCHEPUMEHTAJIBHBIX JKMBOTHBIX, IOKa3alu
PENpOyKTUBHYIO TOKCHUYHOCTb. BceiencrBue BO3MOXXKHOM pPEnpoOAyKTUBHOM TOKCUYHOCTH, pPHUCKa
pa3BUTUS KPOBOTEUEHHUS] M  CIIOCOOHOCTH TPOHMKATh dYepe3 IUIANICHTY pHUBapoKcabaH
MIPOTHUBOIIOKA3aH Mpu OEpeMEHHOCTH (cM. pazzen 4.3.).

JKeHImMHBI JETOPOAHOIO BO3pacTa JOJDKHBI H30eratb OEpeMEHHOCTH CIIEAYeT HCIOIb30BaTh
3¢ (heKTUBHBIE METO/IbI KOHTPAIETIIIMH) BO BPEMS TEpAIK PUBAPOKCAOAHOM.

JlakTanus

besonacHocTh U 3P PEKTUBHOCTh PHBApOKCabaHa y KEHIIUH B NEPUOJ IPYIHOTO BCKapMIIMBAHUS
HE ycTaHOBJIEeHbl. DapMaKoJUHAMHUECKHE JaHHbIE, MIOJIy4YEHHbIE HA JKUBOTHBIX, CBUAETEILCTBYIOT
0 IIPOHMKHOBEHMHU pUBapokcabaHa B rpyaHoe Moioko. Ilpemapar PuBapokcus mpoTHBONOKa3aH B
Nepuoj, TIpyaHOro BckapmiMBaHus (cM. pasnen 4.3.). HeoOxomuMo NpHHATE pelIeHHE o
IPEKpaLCHUU TPYAHOrO BCKapMIMBaHuUs 1100 00 OTMEHE Tepanuu npenaparoM Pusapokcus.

DepTUILHOCTD

Crenuduyueckux HCCIEIOBaHUN pHUBapokcabaHa IO OLEHKEe (QEpTWIBHOCTH Y YelOBeKa He
MpOBOAMIIOCK. VcciemoBanus moKa3and, 4To puBapoKkcabaH He OKa3bIBACT BIMSHUS HA MYKCKYIO U
KEHCKYIO (DepTUIIBHOCTB Y KpBIC.

4.7. Biusinue HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CpelcTBAaMH M padoTaTbh ¢
MeXaHu3MaMH
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[Mpenapar PuBapokcus oOKa3bIBaeT HE3HAYHUTENBHOE BIHMSHHE HA CIHOCOOHOCTh YHPAaBIAThH
TPAHCIIOPTHBIMU CpPEACTBAMU M paboTaTh ¢ MexaHu3Mamu. llpu mpumeHeHuMu puBapokcabaHa
OTMEUAINCh TaKHe HeXKelaTeJbHbIE PeakIMM KakK Ciydyan OOMOpPOKOB (C YacTOTOI: HeyacTo) |
TOJIOBOKPYKEHHS (C uacTOTOM: yacTo) (cM. pazaen 4.8). [lanuenTsl, y KOTOPBHIX BO3HUKAIOT JaHHBIC
HEe)XeNaTeNbHbIe PEeaKIuh, He JOJDKHBI YIPaBISATH TPAHCIOPTHBIMU CPEACTBAMH WU APYTUMH
MEXaHU3MaMH.

4.8. HexkennaTesibHbIE peakuu

Pesrome npoduiisa 6€3011acHOCTH

besomacHocTh puBapokcabaHa OIEHMBAIM B TPUHAIIATH OCHOBHBIX ucciemoBaHusx Il dasbr
(cm. Tabaury 2).

Cymmapno 69 608 B3pocibix manueHToB B AeBsaTHaANatu uccinenosanusx I das3er u 488 nereii B
nByx uccnenoBanusx Il ¢assr u nByx nccnenoBanusx I ¢aspr npuaMan puBapokcadaH.

Tabdnuma 2. Yuciao wuccienyeMbIX MNalUeHTOB, 00mIasi CyTOYHasl [03a Ipenapara u
MaKCHMMAaJIbHAsl MPONOJIKMTEIBLHOCTh JedyeHusa B mucciaenoBanusx III ¢pa3el ¢ ydactuem
B3POCJIBIX U AeTel

MaxkcuMaJIbHast
Yucio CymmapHasi cyTouHast
IHoxazanue " MPOAOJIAKUTEIBHOCTD
NalUeHTOB a03a
JieyeHust
IMpodpunaktuka BTD 'y B3pocmsx|6 097 10 mr 39 nueit
MAIEeHTOB, MEPEeHECIINX IUIaHOBYIO
XUPYPIUYECKYIO OIeparmIo ()
MPOTE3UPOBAHUIO Ta300€IPEHHOIO WIIH
KOJICHHOT'O CycTaBa
[podunaktuka BTD y mnamnuenTos,|3 997 10 mr 39 nueit
TOCIIUTATIM3UPOBAHHEIX €  OCTPBHIM
MEIMLMHCKUM COCTOSTHUEM
Jleuenune TI'B, TOJIA u npodunaktuka|6 790 Hens 1-21: 30 mr 21 mecsn
PeLIUBOB Hauunas ¢ 22 gus: 20 mr
ITocne MHUHHMYM
6 mecs1eB Teparnuu:
10 mr unu 20 mr
Jleuenne BTD wu mnpodunaxtuka|329 Ho3a, 12 mecsineB
petuauBoB BTD y HOBOPOXIEHHBIX U CKOPPEKTHUPOBAaHHAS B
nereit B Bo3pacte ot 0 1o 18 net mocne 3aBUCUMOCTH OT MAacChl
HavyaJbHOU CTaHJIapTHOM Tena, U1 JOCTHKEHHS
AHTUKOATYJISTHTHOU Teparuu (hapMaKkoJIOTHIECKOTO
JIeUCTBHUS,
9KBHUBAJIEHTHOTO
TakOBOMY Y B3POCIIBIX,
TTOTYYaBIINX 20 mr
puBapokcabaHa OIuH pa3
B 1eHb 11t neuenust TI'B
[podunakTrka HHCYNbTA H CHUCTeMHO# |7 750 20 mr 41 mecsn
9MOOJIMY Yy TIAIIMEHTOB C HEKJIATIAaHHOM
bubpmsiumeit npeacepauit
IIpodunaxtuka ateporpomboruueckux|10 225 SwMmr Uiy 10 mr|31 mecsan
coObITHH y manmenToB nocie OKC COOTBETCTBEHHO, B
koMmOuHaimu ¢ ACK win
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ACK + xnonuporpen min

TUKJIOTHIWH
IIpodunaxktuka aTeporpomboTHueckux |18 244 SwMmr ipu |47 mMecsies
coOwiTh#i y marmentoB ¢ MUbC wmm 31TA COITYTCTBYIOIIEM

npumeHeHnn ¢ ACK wnnm
10 Mr npu MOHOTEpanHUH

3 256%* 5 Mr B KoMOuMHamuu c|42 Mecsma

ACK

* MaIMeHTHl MOTYYUITH, KaK MUHIMYM, OJTHY 103y pPUBapoKcabaHa

** p3 uccnenosanuss VOYAGER PAD

Haubonee 9acTto perucTpupyeMbIMH HEKENATENbHBIMH PEAKIUSMH y MAIMEHTOB, MOIy4YaBIIUX
puBapokcabaH, ObTH KpoBoTeueHUs (cm. pasgen 4.4. u pasgen 4.5., noxapasgen «Onucanue
OTJIENTBHBIX HEXXeTaTeIbHBIX peakiuiy Hiwke) (Tabmuma 3). Hanbonee vacTeiMu perucTpupyeMbIMU

KpOBOTCUYCHHUAMU 6BIJ'II/IZ HOCOBOC KPOBOTCUCHUC (4,5 %) " KCITYJOUYHO-KUIICYHOC KPOBOTCUCHHUC
(3,8 %).

Tabdnuma 3. Yacrora pa3BuTHs KPOBOTEYCHHUI™ M aHEMHHM Yy NANMEHTOB, MOJYYaBIIMX
puBapokcadaH, B 3aBeplleHHbIX KJnHMYeckuX wucciaegopanusx III ¢passl ¢ yuyacTnem
B3pOCJBIX U JeTeil

Iloka3anue Jlio6oe kpoBOTEUEHHE Anemust

[Mpopunaktuka BTD y B3pocibix MalHMeHTOB, | 6,8 % MalleHToB 5,9 % manueHToB
MIEPEHECIINX TUTAHOBYIO XHPYPTHUECKYIO
OIlEpallUI0 MO0 MPOTE3UPOBAHUIO TA300€IPEHHOTO

WJIM KOJICHHOT'O CyCTaBa

[podunakTrka BTD y NanueHTos, | 12,6 % nauueHToB 2,1 % nanueHToB
TOCITUTATTN3UPOBAHHBIX o MEUIUHCKUAM

MOKa3aHUsIM

Jleuenne TI'B, TOJIA wu mnpodunakruka | 23 % manueHToB 1,6 % manueHToB

permansos TI'B, TOJIA

Jleuenne BTD u npodunakruka penmausoB BTO y | 39,5 % nanuenTos 4,6 % manueHToB

HOBOPOXKJIEHHBIX W Jered B Bo3zpacte oT 0 1o

18 ner nocJje HadaJbHOU CTaHJapTHOU
AHTHKOATYJISIHTHOH Tepanuu
[IpodpunakTrka HWHCYJIbTA u CHUCTEMHOM | 28 coOBITHH Ha | 2,5 coObITHiA Ha
TpoMOAMOOIMK Y TanueHToB ¢ HekinamanHoi | 100 manmenro-ier 100 manuenro-ner
bubpmisiumeit npeacepauit
[MpodunakTuka aTrepoTpoMOOTHYECKHX SIBICHUH y | 22 COOBITHA Ha | 1,4 coObrTuit Ha
namuenToB nociie OKC 100 nmarmeHTO-JIeT 100 marmenTo-ner
[MpodunakTrka aTepOTPOMOOTHUCCKUX COOBITHH Y | 6,7 COOBITHIA Ha | 0,15 cobprruii Ha 100
nanuentoB ¢ UBC unn 3ITA 100 marnmenTO-J1€eT MaruexHTo-jaer**

8,38 cobbITHit Ha | 0,74 coObrTHii Ha

100 naruenTo-ner”

100 marpenTo-nmer™***

* Bo Bcex KIMHWYECKHX MCCIENOBAHMAX C MPHUMEHEHHEM prBapokcabaHa BCE CIIy4an KPOBOTEUEHHS COOHMPAIOTCs,

PETUCTPUPYIOTCS U OLICHUBAIOTCS

** B nccmenoBanun COMPASS wacroTa pa3BuTHsS aHEeMHH OBLTA HU3KOH, ITOCKOJNBKY IPUMEHSIM BBHIOOPOUYHBIN

noaxona K C60py JJAHHBIX 110 HCXKCIATCIIbHBIM SABJICHUAM

*#* [Ipu cOope JaHHBIX O HEXKEJIATEIbHBIX ABJICHUAX IPUMEHSIICS BBIOOPOUHBIN ITOIXOL

* U3 uccnenosanns VOYAGER PAD
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TabanaHoe PE3OME HEKCIATCIIbHBIX [)eaK!!I/If/i

YacroTa BCTpeuaeMOCTH HEKENaTeIbHBIX PEaKIiil, 3aperucTpUPOBAHHbIX Y I€Tel U B3POCIBIX MPU
MPUMEHEHUN pHUBapoKcabaHa, mpuBeaeHa B TaOmuie 4 HUKE C pas3lelieHHeM IO CHCTEMHO-
opranueiM kimaccaM (COK) m mo uacrore. YacToTa BCTpEHaeMOCTH OIpejeNieHa CIIETyIOMUM
obpazoM:

o4eHb yacto (> 1/10);

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

Hevacto (> 1/1 000, Ho < 1/100);

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

oudeHb peako (< 1/10 000);

YacTOTa HEU3BECTHA (HA OCHOBAHUU MMEIOIIMXCS JAHHBIX OIICHUTh HEBO3MOXKHO).

Tabuimua 4. HesxxesareabHble peaklWH, 3apericCTPHPOBAHHBIC Y B3POCJbIX NAalMEeHTOB B
KJInHn4YecKux ucciaenosanusax I ¢pa3pl mim B xo1e NOCTPEerncTpaMOHHOr0 MPUMEHEHUs*, a
TaK:Ke y NallMEeHTOB JAeTCKOro BO3pacTa B ABYX KJIHMHHYecKUX HcciaenoBanusax II m aByx
ucciaegopanusx Il ¢passl

YacroTa

Yacro Heuacto Penxo Ouensb peako
HEeN3BEeCTHA

HapyuieHusi co cTOpoHbI KPOBH M JTUM(AaTHYECKOH CHCTEMBI

Anemus  (Bkmouas | TpomGonuTos - - -
COOTBETCTBYIOIIME  |(BKIJItOYAs TOBBIIICHUE
nabopaTopHbIe yycaa TPOoMOGOLMTOB)”,
MOKA3aTeIH) TPOMOOITUTOTICHHSI

HapyuieHusi co CTOPOHbI HMMYHHOI CHCTEMbI

- Annepruueckas - AHaduiakTnueckue
peaxuus, peakuuu, B TOM 4YHCIE
alJIepruYecKuit aHa(UIAKTHYECKUH 10K
JepMaTuT,
AHTMOHEBPOTHYECKUN
OTEK WU AJJIEPTHYECKUI
OTEK

HapyuieHusi co CTOPOHBI HEPBHOIi CHCTEMBI

TonoBokpyxenue, |BHyTprMo3roBoe ul- - -
roJIoBHast 00116 BHYTpPHYEPEITHOES

KPOBOU3IHUSIHHE,

00MOpOK

HapyuieHusi co CTOPOHBI OpraHa 3peHus

KpoBomznusiane  B|- - - -
a3 (B TOM 4YHCJIC B
KOHBIOHKTHBY TJ1a3a)

Hapymenus co cTOpOHBI cepaua

- Taxukapaus - - -

HapyuieHusi co CTOPOHBI COCY/I0B

AprepuanbpHas - - - -
TUIOTCH3US,
reMaToMa

Hapymel-mﬂ CO CTOPOHBI JAbIXaTeJbHOMi CHCTEMBbI, OPraHoB rpyzmoii KJIETKH U CPEIOCTCHUSA

Hocoroe - - DosuHODUIbHAS -
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KpOBOTEUYEHHE, ITHEBMOHUS
KPOBOXapKaHbEC
HapyiueHusi co CTOPOHBI 3KeJTy10YHO-KHIIIEYHOT0 TPAKTA
KposoTounBocTs CyxocTb CIM3UCTOH |- - -
IIECEH, JKENMYIOYHO- |000I0YKHY ITOIIOCTH PTa
KHIIIEYHOE
KpOBOTEUEHHUE (B
TOM qrcie
peKTaNbHOe
KpPOBOTECUYCHHE),
KTy I04HO-
KumeyHass 0oip U
00db B JKUBOTE,
TUCTICTICHS,
TOWHOTA,  3amop”,
amapest, psora’
HapyuieHust co cTOPOHBI NeYeHH U jKeTYeBbIBOAANINX MyTeil
[ToBbiIEHUE Hapymenne ¢dynxiuum |XKenryxa, - -
aKTHBHOCTH NICYCHH,  IIOBBIIICHHE | IOBBIIICHIE
TpaHCaMUHa3 B|KOHIICHTPALIUU KOHIICHTpalun
1a3Me KpOBH OwmupyOWHA B IUIa3Me|KOHBIOTHPOBAHHOTO
KpOBH, MOBBITICHHUE | OUIHpYOHHA (c
AKTHBHOCTH MIEJOYHOH | COITYTCTBYFOIITHM
(docdarazpl B 11a3Me|MOBBIICHUEM
KpOBU”",  TOBBIIIEHHE |AKTHBHOCTH
KOHIICHTpAIlUA TaMMa-|aJaHHHAMHUHOTpPAaHC-
rirytamunTpancdepassl |depazer (AJIT) wm
(I'TT) B nasme kposu™ |6e3 TaKoBOTO),
XoJiecras, renatur (B
TOM qrcie
renaToLeIUTIoNSIpHOe
MTOBPEXK/ICHHE)
HapyuieHusi co CTOPOHBI KOKH U MOJAKO0KHBIX TKAaHeil
Koxnbiit 3ya (B Tom|Kpanusuuia - Cungpom CruBeHca-|-
qrcie HEYacThIe J>xoHCOHA/TOKCHYECKUI
ciy4au SMUACPMaTbHBIN
TeHEPaTN30BaHHOTO HEKPOJIN3, DRESS-
3yZa), KOKHas CHIIb, CHUHIIPOM

OKXHMMO3, KOXXHBIC H
IIOJAKOXXHBIC
KPOBOM3JIHUAHUA

Hapymenusi co cTop

OHBbI MBbIILIEYHOM, KOCTH

0ii M COeINHHUTEJIbHON TKAaHU

Bonb B|I'emaptpo3 KpoBouznusnue  B|- Komnaprment-
KOHEYHOCTAX " MBILIITY CHUHIIPOM
BCJIEJICTBHE
KPOBOTEUECHHUS
HapyuieHust co CTOPOHBI 0OYeK M MOYeBbIBOASIIIUX MyTeii
KpoBoteuenue u3|- - - IToueunas
YPOT€HUTAIIBHOTO HEJJ0CTaTOYHOCTH/
TpakTa (B TOM 4YHCIIe ocTpas IO4YeuHas
reMaTypust u HEJI0OCTaTOYHOCTh
MeHOpparus’), KaK  CIIEICTBHE
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HapyllIeHHe KpPOBOTEUEHHUS,
¢yHKOIUN TIOYeK (B JIOCTaTOYHOTO,
TOM qrcie 9T0Obl  BBI3BaTh
MOBEIIIICHUE ruronepdy3uro
KOHIICHTpAIU{ MOYEK
KpeaTHHUHA B
IazMe KpOBH,
MOBBIIICHUE
MOYEBHHBI B ILIa3Me
KpPOBH)

O01ue HAPYUIEHUS ¥ PeaKIMU B MecTe BBeJeHUsl

anopaJ:[KaA, Yxynienne o61ero | JIokanu3oBaHHBII - -
nepudepuyecKuit CaMOYyBCTBHUS orex®

OTEK, OOIIMiA yaJIoK |(BKIJIoYast oo1ee

CuI U DBHepruu (B|HEJOMOTaHHE)

TOM qpciie

YTOMIIIEMOCTh u

ACTCHU)

JlaGopaTopHble 1 HHCTPYMEHTAJIbHbIE JaAHHbIE

- TloBeImeHne - - -
aKTHBHOCTH
JaKTaTJIETUPOTeHa3bI
(JIAT)®,  moBsImIeHHE
AKTHBHOCTH  JIMIIA3bI",
ITOBLIIIIEHHE
aKTHBHOCTH aMHIa3bl"
B TUTa3Me KPOBH

TpaBMbl, HHTOKCHUKALIMH H OCJI0KHEHUS POLENYP

KpoBoteuenue - Cocynucras - -
1ocie  MpPOBEACHUS TceB/l0aHeBpU3Ma”

npouexyp (B TOM

qucie

MOCIICOTIEPAI[OHHAS

aHeMust "

KPOBOTEUEHHE u3

paHsl), ymuo,

paHeBoe

otyensemoe”

A — gabmromanmu npu npodunaktrke BTD y B3pOCHBIX MALMEHTOB, IEPEHECINNX [UIAHOBYO XHPYPTHUECKYIO ONEPALIUIO
I10 IPOTE3UPOBAHHUIO Ta300€IPEHHOTO WIIH KOJEHHOIO CyCcTaBa

B _ wa6monanu npu neyennu TIB, TOJIA u npu npodunakruke peuunrsos TTB/TOJIA kak 0YeHb YacThi€ y KEHIUH
MoJoxe 55 ner

€ — mabmomany HeYacTO MpU MPOMUIAKTHKE PA3BUTHS aTepPOTPOMOOTHUECKHX SBJIEHMH y mamuenTtoB nocie OKC

(mociie UKB)

* — MPUMEHSNIN NpeIBapUTENbHO 3aJaHHBI BBIOOPOYHBIH MOAXOX K cOOPY DaHHBIX MO HEXeJIaTeNbHbIM SBJICHHSM B
otaenbHbiX uccnenoBanusx 11l ¢asel. Ha ocHOBaHMM aHaidM3a IOAHHBIX 3THX HCCIICNOBaHMN YacTOTa Pa3BUTHUS
HEXXENaTeNbHBIX Peakluil He YBETHIMIACH U HOBBIC HEXKeNaTeIbHbIe PEaKIM OTMEUYEHBI He ObLIH

Onucanue OTACIBHBIX HEXKEIATCIILHBIX PEaKIINI

[Tpumenenue puBapokcabaHa, B CBSI3U C €ro (hapMakoIOTHUYECKUM MEXaHH3MOM JIeHCTBUS, MOKET
ObITh CB3aHO C MOBBILICHHEM pHUCKA PA3BUTHS CKPBITOIO MM SBHOTO KPOBOTEUEHHS 000
JIOKAJIM3ali, YTO MOXKET MPUBOAMUTH K MOCTreMopparundeckor anemuu. lIpu3Haku, CUMITOMBI U
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CTEeNEHb TSKECTH (B TOM YHCIE JETaldbHBbIA HCX0J) OyayT BapbHpOBaTh B 3aBUCHUMOCTH OT
JIOKaNM3alui, UHTEHCUBHOCTH WJIHM JUIUTEIbHOCTH KPOBOTECUCHHS W/WiHM aHeMuH (cM. paszzaen 4.9.
«Jledenne KpoBOTeUCHHS»). B KIMHHYECKUX WCCIECAOBAHUSAX KPOBOTEUYCHUS W3 CIM3UCTBIX
o0oyouek (a MMEHHO: KpOBOTEUYEHHE M3 HOCA, JECEH, JKeIyIOYHO-KUIIEYHOIO TPaKTa,
MOUYEMOJIOBOM CHUCTEMBbI, BKJIIOYAsi MATOJOTHYECKOe KPOBOTEUCHHME W3 BIIArajuila WiId OOMIbHOE
MEHCTPYaJlbHO€ KpPOBOTEUYECHHE) M aHEMHs dYallle BO3HUKAIA TpPU JUIUTEIIEHOM TNPUMEHEHUHU
puBapokcabaHa no cpaBHeHuto c¢ JiedeHueM ABK. Iloatomy Uil AMAarHOCTUKHM CKPBITOrO
KPOBOTEUEHHUS M KOJIMYECTBEHHON OLIGHKH KIMHMYECKOW 3HAYMMOCTH SIBHOTO KPOBOTEUEHUS
MMOMUMO  HaJISKAIETO0 KJIMHHYECKOTO HAONIOJCHHUS MOXET OBITh BaXKHO JIaOOpaTOpHOE
HCCIIEIOBAaHNE YPOBHS I'eMOTJIO0MHA/TeMAaTOKpUTa B CIIydasiX, KOTAa MPUMEHUMO. PHCK pa3BUTHS
KPOBOTEUEHUI MOXKET OBbITh BBIIIE B OMpPEEICHHBIX IPYMNAax MalueHTOB, HAPUMEp, Y HallMeHTOB
C HEKOHTPOJIHMPYEMOU TSKENOW apTepHabHOW TUIEPTEH3UEH W/WIN Yy MalHueHTOB, MOTyJYaroIlInX
COTMYTCTByIOIlee JieueHWe, Biustonee Ha remoctad (oM. pazgen 4.4. «Puck pa3BUTHA
KpOBOTEUCHHUS»). MEHCTpyallbHOE KpOBOTCUEHHWE MOXKET ObITh OoJiee OOWUIBHBIM  W/WIH
MPOJOKUTEIBHBIM.

FeMopparanCKHe OCJIO’)KHCHHSA MOIYT MPOSABJATBCA TaKUMHU CHMITOMAaMU KakK CJIa6OCTI),
6J'ICIIHOCTI) KOJKHBIX ITOKPOBOB M CIIM3HUCTBIX O6O.]'IOLI€K, TOJIOBOKPY’KCHHEC, TI'OJIOBHAs Oonb WIn
HEOOBSACHUMBIH OTCK, OJBbIIIKAa MW IIIOK HESICHOM 3THoJIoTHH. B HCKOTOPBIX CJIy4dasaX BCJIICACTBHC
aHCMHUHU Ha6monam/1cr, CUMIITOMBI MIIEMHUH MHUOKapJa, TAKHUE KaK 60Jb B rpyau Wi CTCHOKapaus.

ITpu npumeneHnn puBapokcabaHa ObLIM 3apErHCTPUPOBAHBI OCIOXKHEHUS, BO3HUKAIONINE Ha (OHE
TSDKEJIOT0 KPOBOTEYEHHUS, TaKHME€ KaK CHHAPOM IOBBIIIEHHOIO [aBJIEHUs BHYTpPH (DaclMaibHOIO
IPOCTPaHCTBA  (KOMIAPTMEHT-CUHAPOM) M IOYeYHas  HEJOCTaTOYHOCTb,  BbI3BAaHHAs
runoniepdysueir. IlosToMy TIpu OIEHKE COCTOSIHUS JIFOOOTO TAILMEeHTa, I0JIy4aolero
aHTUKOATyJISIHTHYIO TEPAIHUIO, CIEAYET YUUThIBATh BOZMOKHOCTb Pa3BUTHsL KPOBOTECUEHHUS.

eTH
Jleuenue BTO u npogunaxmuxa peyuousoe BTO

OneHka 6e30MacHOCTH Yy JeTel U MOJPOCTKOB OCHOBaHA HA JAHHBIX MO O€30MaCHOCTU OTKPBITHIX
HCCIICIOBAaHNN € aKTHBHBIM KOHTposieM (aByx wuccienoBanuil II paser m omnoro III dasser) c
y4JacTHeM JeTeil B Bo3pacTe oT poxieHus no 18 ier. JlaHHble o Ge30macHOCTH ObUIM B IIEIOM
COIIOCTaBMMBIMHU JJIsl pUBapoKcabaHa M Ipernapara CpaBHEHUS B Pa3IMYHBIX BO3PACTHBIX IpyHmax
nereii. B memom npodwmine 6e3omacHocTH y 412 meteit 1 MOJpOCTKOB, MOMYYaBIINX PHUBapOKCadaH,
ObLI aHAJIOrW4EeH MPOoQUII0 6€30aCHOCTH, HAOII0AaeMOMY BO B3POCIION MOMYISILIUK, U COXpaHAICs
B Pa3HBIX BO3PACTHBIX IPYIIAX, XOTS OL[EHKA OrpaHMYeHa HEOOJIBIINM KOJIMYECTBOM NAllUEHTOB.

l'onoBHas 6ok (oueHs yacto, 16,7 %), nuxopanka (ouenp vacto, 11,7 %), HOCOBOE KpOBOTEUEHHE
(ogenp uacto, 11,2 %), pBora (ouenp wacto, 10,7 %), Taxukapmus (dacro, 1,5 %), moBbIIIEHNE
KOHLEHTpauu OunupyouHa (yacto, 1,5 %) u NoBBIIEHHE KOHUEHTPALMM KOHBIOTHPOBAHHOTO
ounupyouna (peaxo, 0,7 %) B mna3Me KpOBH PETUCTPUPOBAIHNCH Yy MEIUATPUUECKUX MAIIMEHTOB
gaine, 4eM y B3pocibiX. Kak u Bo B3pocioii momyssiium, MeHopparusi Habmromanacs y 6,6 % (dacto)
JIeBOYEK-TIOJJPOCTKOB ~ TOCNie  MeHapxe. TpomOomuromenusi, Habmromaemas B paMKax
MOCTPETUCTPALIMOHHOTO MOHUTOPHUHIA BO B3POCIION MOMYJALMH, B KIMHUYECKUX HCCIECTOBAHUAX
cpenu nereli HaOmroaanack dacto (4,6 %). HexxenaTenbHbIE peakivuy y JETeH OBIIIM B OCHOBHOM OT
JIETKOW IO YMEPEHHOMN CTEMEHH TSHKECTH.

Coo01ienue 0 moa03peBaeMbIX HeKEIATESAbHBIX PEAKITHIX

BaxHo cooOmare O TOA03pEBAEMBIX HEXKENATEIbHBIX PEAKUUSAX IOCIE  PErHcTpaluu
JIEKapCTBEHHOI'O Ipernapara ¢ LENbl0 00eCeyeHus HENpPephIBHOIO MOHUTOPHUHIA COOTHOIIEHUS
«T0NIb3a — PHCK» JIEKAPCTBEHHOTO mpenaparta. MeTunuHCKUM pabOTHHKAM pPEKOMEHIyeTCs
co00IIaTh O JIFOOBIX MO103PEBAEMbIX HEXKENATENIbHBIX PEaKIHAX JEKapCTBEHHOI'O Ipenapara uepes
HallMOHAJIBbHBIC CHCTCMbI C006LLIGHI/I$I O HCKCIATCIbHBIX PCAKIUAX TIOoCydapCTB — UYJICHOB
EBpa3uiicKoro 3KOHOMHUYECKOTO COI03a.
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Poccuiickas ®enepanus

®denepanpHas ciyx0a o Haa30py B chepe 3apaBOOXpaHEHUS

109012, r. MockBa, CnaBsiHCKasl IIomas, a. 4, ctp. 1

Tenedon: +7 800 550 99 03

Anpec >nekTpoHHON mouThl: pharm@roszdravnadzor.gov.ru wiu npr@roszdravnadzor.gov.ru

Caiit B MHPOPMAITIOHHO-TEIEKOMMYHHKAIIMOHHON ceTu «HTepHETY:!
https://roszdravnadzor.gov.ru

Pecnybnuka benapychb

VII «lleHTp 3KCTIepTU3 U UCHBITAHUN B 31PAaBOOXPAHEHUI

220037, r. Munck, ToBapuiieckuit niep., 1. 2a

Tenedon: +375 (17) 242 00 29

®axc: +375 (17) 242 00 29

Anpec sneKkTpoHHON oUTH: repl@rceth.by

CaiiT B mH(pOpMaIIMOHHO-TEICKOMMYHHKAIIMOHHOHU ceTn «MHTepHe™: https://www.rceth.by

Pecnyonuka Kazaxcran

PI'TI wa IIXB «HamumoHanbHBIA TEHTP 3KCHEPTU3BI JIEKAPCTBEHHBIX CPEJCTB U MEIUIIMHCKUX
m3nemniny  Kommrera MemumuHCKOro ¥ (apMalieBTHYECKOTO0  KOHTPOJIS ~ MMHHCTEpCTBa
3npaBooxpaHeHus Pecnyonuku Kazaxcran

010000, r. Acrana, paiion baiikonslp, yi. A. Imanosa, 1. 13, BL] «Hypcayner 2»

Tenedon: +7 7172 235 135

Anpec snektpoHHor nouThl: farm@dari.kz

CaiiT B MH(pOpPMAaLIMOHHO-TEIEKOMMYHHUKAIIMOHHOU ceTn «HTepHeT»: https://www.ndda.kz

PecriyGnuka Apmenus

I'HKO «LleHTp 3KCIEpTU3BI IEKAPCTB U METULMHCKUX TEXHOJIOTHI

0051, r. Epesan, np. Komuraca, a. 49/5

Tenedon: (+374 10) 20 05 05, (+374 96) 22 05 05

Anpec 3reKTpoHHOI mouTsl: vigilance@pharm.am

CaiiT B mH(QOPMaIMOHHO-TEIICKOMMYHHKAIIMOHHOH ceTh «HTepHeT: https://pharm.am

Keipreizckas PecryOnvka

JlemapTaMeHT JIEKapCTBEHHBIX CPEACTB U MEAUIIMHCKUX M3EITHIA

720044, Uyiickas obnacts, T. bumkex, yn. 3-s Jluawus, 1. 25

Tenedon: +996 (312) 21 92 86

Anpec snexTponHoi mouThl: pharm@dlsmi.kg

Caiit B nH(OpMaAIIMOHHO-TEIEKOMMYHUKAIMOHHOM ceTH «MHTepHeT»: https://www.dlsmikg

4.9. llepeno3npoBka

CUMIITOMBI

Coo0manock 0 peaKux cCiydasx Tepeao3upoBku go 1960 mr. B ciiydae mepemo3upoBKU
HEOOXOIUMO TIIATEIbHO HAONIONATh 33 COCTOSHUEM TMAlMeHTa Ha MpPEAMET pPa3BUTHS
KPOBOTEUEHUH WIIM JPYTUX HEXETaTeIbHBIX peakuuid (cM. moapasnen «JledeHne KpoBOTEUECHUS»).
B cBf3um C OrpaHMYECHHBIM BCAaChIBAHHMEM TIperapara OXuaaercss (QOpMHpPOBAaHWE IIJIATO
KOHLIEHTpaIMKu 0e3 JalbHEWIIero MOBBIIICHUS CpPEeJHEeW AKCIO3WIUH pHBAapoOKcabaHa B IUIa3Me
KpPOBH IIPH IPUMEHEHUH CYIpaTepaneBTUUECKUX /103 puBapokcabaHa, paBHbIX 50 MI U BbIILIE.

Jis  B3pOCTBIX CYIIECTBYET CHEIU(PHUUECKU aHTUAOT (aHAeKcaHeT aibda), OJOKHPYIOUIHil
(bapmakogHaMuuecKuii 3¢ pexT puBapokcadaHa.

B cnyyae mepeno3upoBKH pHUBApOKCAOAHOM JJIsi YMEHBIICHHS BCACHIBAHUS MOKHO TPUMEHSTHCS
AKTUBUPOBAHHBINA yrojb.

JleueHne KPOBOTEUEHUSI
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Ecnu y mamueHTa, MojydaroIiero puBapokcabaH, BOSHUKIO OCIO)KHEHHE B BHJE KPOBOTCUCHUS,
CIIEYIONMH TIpHEeM TIperapara CleIyeT OTIOXKHUTh WU NPH HEOOXOJAMMOCTH BOOOIE OTMECHHTH
JeYeHne JaHHBIM IpenapaToM. T%2 puBapokcabaHa COCTaBIsAET MPHONNU3UTENHHO OT 5 10 13 yacos
(cM. pazgen 5.2.). JleueHune AOMKHO OBITH WHAMBUIYAJIBHBIM B 3aBUCUMOCTH OT TSDKECTH U
JOKanu3auuu KposoTeueHus. [Ipu HeoOXoAMMOCTH MOXKET OBITh IPOBEIEHO COOTBETCTBYIOLIEE
CUMIITOMATHYCCKOE JICHCHUC, TAKOC KAaK MCXAaHHWYCCKasl KOMIIPECCCHUA (Haan/IMep, IpU  TSAKEIIBIX
HOCOBBIX KpPOBOTEUEHMAX), XUPYPrHUECKHHI TIeMOCTa3 ¢ IPUMEHEHHEM MpOoLEeaAyp KOHTPOJII
KpOBOTCUCHUA, I/IH(by31/IOHHaH TCpanursa U ICMOANHAMHNYCCKAs MMOAACPIKKA, IPUMCHCHHUC IIPLEIIapaToB
KpOBH (9pUTpOLMTapHAas Macca WM CBEXE3aMOpPOXKEHHas II1a3Ma, B  3aBHCUMOCTH  OT
COIYTCTBYIOILEH aHEMHUM WM KOAryJIONaTuH) WM TPOMOOLIMTapHOIl MacChl.

Ecnmu He mpencTaBisieTcss BO3MOKHBIM KOHTPOJIMPOBATH KPOBOTEUSHHE C IOMOIIBIO MTPUBEICHHBIX
BBIIIE MEPONPUATHIH, ClIeyeT pacCMOTPETh BO3MOXKHOCTb BBEJEHMS CHELM(UYECKOr0 aHTHIOTa
uHrubutopa ¢axropa Xa (aHmekcaHeT aib(a), KOTOPHIH OJOKHPYET (apMaKoJMHAMUYECKHUIM
¢ dexT puBapokcadbana 1100 crenuGUIEcKoro MpOKOAryISTHTHOTO HEHTPAIN3YIONIETO MpernapaTa
00paTHOro AEMCTBUA TAaKOro Kak KOHIEHTpar nmporpoMmOuHoBoro komiuiekca (KIIK), konuentpar
AKTUBUPOBAHHOTO MPOTPOMOMHOBOTO KOMIUIEKCa WM pekomMOmHaHTHBIN (akrtop VIla (r-FVIla).
OpnHako B HacToOsIIIee BPEeMs OIBIT MPUMEHEHHS JaHHBIX MPENapaToB y MAMEHTOB, IMOJYyYarOIUX
puBapokcabaH, BeCbMa OrpaHMuY€H. OTa pPEKOMEHJalys TaKke OCHOBaHA Ha OrPaHMYCHHBIX
JOKJIMHUYECKUX JaHHbIX. ClexyeT paccCMOTpeTh BO3MOMKHOCTb IIOBTOPHOTO BBEACHUS H
TUTPOBAHU JI03bI peKOMOMHAaHTHOTO (hakTopa VIla B 3aBUCUMOCTH OT CHMKECHUS HMHTCHCUBHOCTH
KpOBOTEYEHHUs. B 3aBUCUMOCTH OT MECTHOM JJOCTYIHOCTHU MPH OOIIMPHBIX KPOBOTEUEHUSAX CIIETYET
paccMOTpeTh BO3MOXKHOCTh KOHCYJIbTAllUU remarosiora (cM. paszen 5.1.).

[Ipenmonaraercsi, 4ro mporamuHa cyiabdar u BuUTamMuH K He OyayT OKa3bIBaTh BIHMSHHE Ha
AHTHKOATYSIHTHYI0 aKTUBHOCTH pHBapokcabaHa. lMMeeTcsi OrpaHWYEHHBIH ONBIT MPUMEHEHUS
TPaHEKCAMOBOM KHCJIOTBI W OTCYTCTBYET ONBIT NPUMEHEHHS aMHUHOKAIpPOHOBOM KHCIOTHI W
anpOTHHMHA Yy  MAlNWEHTOB, TMOJy4YalomMxX  puBapokcaban. Hayunoe  oGocHoBaHme
[IeJIeCO00PAa3HOCTH WJIM OIBIT CHCTEMHOTO TEeMOCTAaTUYECKOTO TPHUMEHEHHS JIECMOIIPECCHHA Y
MAIMCHTOB, MOJyYaloIIUX PUBAPOKCaOaH, OTCYTCTBYIOT. YUUTHIBAasl BHICOKUN YPOBEHb CBS3bIBAHUS
¢ OerkaMu 1I1a3Mbl KPOBH, pUBapoKcabaH He OyIeT BEIBOJUTHCS C MTOMOIIBIO THATH3A.

eTH
[aHHbIE orpaHnueHbl. JlaHHBIE O 103aX, MPEBBIIAIOIINX TEPATIEBTUUECKHUE, Y JETEH OTCYTCTBYIOT.

Crierududecknid aHTUAOT (aHIEKCaHEeT anb(a), OJIOKUPYIOMM (apMakoIMHAMUYCCKHH dPPeKT
pHuBapokcabaHa, He pa3pelieH K IPUMEHEHUIO Y JeTeH.

Jleuenue kposomeueHuli

T2 y nereit, CHPOTrHO3MPOBAHHBIM C TIOMOINBIO MOMYJISIIUOHHOTO (hapMaKOKHHETHIECKOTO
MOJICIUPOBAHUS, KOPOUYE, YEM Y B3POCIHBIX (CM. pa3zaen 5.2.).

OnbIT mpUMEHEHUs cHenuu(UUECKHX IPOKOAryISHTHBIX MpernapaToB (HampuUMep, KOHILEHTpAT
MPOTPOMOMHOBOTO KOMIUIEKCA, KOHIIEHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCA WU
pexomOunanTHbi  (akrop VIla (r-FVIla) y nereit, momyuarommx puBapokcabaH, BecbMa
OrpaHHYeH.

OTCyTCTBYeT ONBIT NPUMEHEHMs NpOTaMHHA cyibdara, BUTaMuHa K, TpaHekcaMOBOW KHCIOTBHI,
aAMUHOKAIIPOHOBOW KHCJIOTHI U allpOTUHUHA Y JETEH, MOTyYaroluX puBapoKcadaH.

5. PAPMAKOJIOTHYECKHWE CBOMCTBA

5.1. ®apmakoguHaMHuYecKHe CBOIiCTBA

22



COOTBETCTBYET 3KCNEPTHOMY OTYETY
ot 16.02.2026 N= 2801

(MOCNEOCBATENEHOCTE 0010)

dapmakoTepaneBTHUECKass TpyIna: aHTUTPOMOOTHYECKHE CPEIACTBA; MPSMBIE WHTUOMTOPHI
¢dakropa Xa.

Kong ATX: BO1AFO1.

MexannsMm neicTBus

PuBapokcabaH — BBICOKOCEIIEKTUBHBIN MpsiMoli MHTHOMTOp (pakTopa Xa, oOiamarommii BEICOKOM
OMOJOCTYITHOCTBIO MU IpueMe BHYTpb. MHrubuposanue (axkropa Xa HapyliaeT BHYTPEHHUH U
BHEIIHUI MyTH KOAaryJsIMOHHOTIO Kackaja, MoAaBisis oOpa3oBaHHE TpoMOMHA M (opMHUpoBaHUE
TpomOOB. PuBapokcaban He uHruObupyer TpomOuH (akTuBUpoBaHHBIH (akrop II), a Tarke He
MIPOJEMOHCTPUPOBAJ BIUSHUS HA TPOMOOLIUTHI.

dapmakoanaamMmuyeckue 3OHEKTHI

Y denoBeka HaOmIOZAaeTCs  J0303aBUCMMOE WHTHOMpOBaHME aKTUBHOCTH  (akTopa Xa.
PuBapokcabaH oka3bIBaeT /10303aBUCHMMOE BIUSHHE HAa M3MEHEHHE MPOTPOMOMHOBOTO BPEMEHH,
KOTOPOE TECHO KOPPEIUpYyeT C KOHIIGHTpaluel puBapokcabaHa B IuiazMe KpoBu (koddduimeHt
koppensuu (1) = 0,98), ecnu s aHanu3a ucnosb3yercss Habop Neoplastin. [Ipu ucnons3oBanmu
JPYTUX PEaKTUBOB Pe3ylbTaThl OymyT oTiHyaThes. [I[poTpoMOMHOBOE BpeMs CiemyeT U3MepsTh B
ceKkyHaax, mockoibky MHO BamumupoBaHo M CEpTUGHUIIMPOBAHO TOJBKO JUISI TPOW3BOIHBIX
KyMapuHa 1 HEe MOXET MPUMEHSAThCA IS APYTrUX aHTUKOATYJISTHTOB.

VY manueHToB, MOMydYaIOUIMX pUBapokcabaH uid JiedeHus U npoduiaktuku perunuoB TI'B u
TOJIA, 5/95 mpouentunu s nporpomOuHoBoro Bpemenu (Neoplastin) gepe3 2—4 waca mocie
npreMa TabneTku (To ecTh Ha MakcumyMme 3¢ dekra) BappupytoT oT 17 10 32 ¢ npu npueme 15 mr
puBapokcabaHa aBa pa3a B cyTkH, U oT 15 mo 30 ¢ mpu npueme 20 Mr puBapokcabaHa OJIUH pa3 B
cytku. B mpomexxyTke gepe3 8—16 gacoB mocie mpuema TadneTku 5/95 mponeHTHIM BapbUPYIOT OT
14 no 24 c npu npueme 15 Mr aBa pasa B cyTku, U uepe3 18—30 gacoB mocie npuema TabJIeTKu — OT
13 no 20 ¢ npu npueme 20 Mr ouH pa3 B CyTKU.

VYV mnaumentoB ¢ GuOpwUIALMEll mpeacepauii HEKJIAMAaHHOTO MPOUCXOKICHHS, MPUHUMAIOIINX
puBapokcabaH I NpOQHIAKTHKH HHCYIbTA U CUCTEMHON TpoMmOoamOonun, 5/95 mponentunu s
nporpoMOuHOBOro Bpemenu (Neoplastin) yepe3 1-4 vaca mocne mpuema TadOneTKu (TO €CTh Ha
MakcumyMme 3¢ dekra) BapbupyioT ot 14 no 40 ¢ y mauueHToB, npuHuMaronux 20 Mr oiuH pa3 B
cytku, 1 or 10 mo 50c¢ y mamMeHTOB C HapymleHHeM (YHKIMH MOYEeK CpelHEeH CTemeHH,
npuHUMaronmx 15 Mr oauH pa3 B cyTku. B mpomexyrke uepe3 16-36 yacoB mocie mpuema
TabneTku 5/95 MpOUEeHTUIN BapbUpPyIOT OT 12 10 26 ¢ y manueHToB, NpuHUMaromux 20 Mr oguH
pa3 B CyTkd, M OT 12 1o 26 ¢ y MalMEeHTOB C HapylleHueM (YHKIWU TOYEK CPEeTHEeH CTETeHH,
MPUHUMAIONIMX 15 Mr oJIuH pa3 B CyTKH.

B ximHMuYeckoM  (apMakOJOTHYECKOM  HWCCIEOBAHMM  W3MEHEHUs  (apMaKoJMHAMHKH
puBapokcabaHa y 3I0pPOBBIX B3pPOCIBIX JOOPOBOJIBIEB (N = 22) BBHISBICHO BIMSHHE OJHOKPATHBIX
103 (50 ME/kr) nByX pasHBIX THIOB KOHIIEHTpara mnpoTpomOuHOoBoro komiutekca (KIIK): 3-
¢akroproro KIIK (dakropsr II, IX u X) u 4-dpakroproro KIIK (dpakropsr II, VII, IX u X). 3-
¢akropubiii KIIK cokpaman cpennue 3HadeHHs NPOTPOMOMHOBOTO BPEMEHH C PEAreHTOM
Neoplastin npumepro Ha 1,0 ¢ B Teuenue 30 MMH MO CpaBHEHHMIO C ~ 3,5 C NpH BBEIACHUHU 4-
¢dakropuoro KIIK. Hampotus, 3-dakropnsriii KITK oka3biBan 6osiee BeIpaxxeHHOE U Oosiee ObicTpoe
oluiee BIMAHHE HAa OOPaTUMOCTb HU3MEHEHHH B 00pa3oBaHMM DSHJOTCHHOIO TPOMOHMHA IO
cpaBHeHUIO ¢ 4-pakropubiM KIIK (cMm. pazmen 4.9.).

Taxke puBapokcaban mozozaBucuMo yeenmuuBaeT AUTB u pesynsrar Hep-tect; omnako 3TH
napaMeTpsl HE PEKOMEHIYETCsl HCIIONIb30BaTh ISl OLIEHKH (hapMakoAMHAMUYECKoro sddekra
puBapokcabaHa. B mepuon neueHus puBapokcabaHOM NPOBOAUTH MOHHMTOPUHI IIapaMeTpOB
CBEpPTHIBAaHMS KPOBU B PYTHHHOH KIMHMYECKOH NpakTuke He Tpedyercs. OQHAKO, €M IS 3TOro
€CTh KIMHUYECKOE OOOCHOBaHHME, KOHLEHTpAIMs pHBApOKCabaHa MOXKET ObITb M3MepeHa Ipu
MOMOIIY KaJIMOPOBaHHOIO KOJIMYECTBEHHOI'O TECTA aHTU-Xa aKTUBHOCTH (CM. pasjen 5.2.).
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Knunnyeckas 5 E€KTUBHOCTH M 0€30ITacHOCTh

Ilpogunaxmurxa BTO y e3pocavix nayuenmos, KOmopwviM NPOBOOUMCS NIAAHOB0E XUPYPUYecKoe
emMeuamenbCcmeo no NPOMe3UPOBaAHUI0 mazobe0peHHo20 Ul KOJeHHO20 CYCMasd.

[IporpaMma KJIMHUYECKHX HWCCIICIOBAaHMN pHUBapokcabaHa ObUla pa3paboTaHa ¢  IEJIBbIO
noATBepkaeHus 3 HekTUBHOCTH puBapokcabana ais npodpmiaktuku BTD, 1. e. mpokcuManbsHOTO
n auctanbHoro TI'B m TOJIA y manueHTOB, KOTOPHIM MPOBOAUTCS OOJIBIIOE OPTONEIUYECKOE
OTIepaTHBHOE BMEIIATEIHCTBO HA HUHKHUX KOHEYHOCTSX. B KOHTPOJIMPYEMBIX paHIOMU3UPOBAHHBIX
JIBOMHBIX CJICTBIX KIMHWYeCKuX wuccienoBanusx III ¢pa3er B pamkax mnporpammel RECORD
npussiin ydactue 9 500 maumentoB (7 050 — ToTampbHOE SHAONMPOTE3UPOBAHHE Ta300€IPEHHOTO
cyctaBa u 2 531 — TOTampHOE JHIOMPOTE3MPOBAHUE KOJIEHHOTO cycTaBa). PuBapoxcaban 10 mr
OJIUH pa3 B CYyTKH, NPUMEHEHHE KOTOPOr0 HAuMHAIM HE paHee 4YeM uepe3 6 4acoB Mocie
ONEpPaTHBHOIO BMEILATENbCTBA, CPaBHUBAJIM C OHHOKcamapuHoM 40 Mr oIuMH pa3 B CYTKH,
IIPUMEHEHNE KOTOPOro HauWHaiM 3a 12 4acoB 10 onepaluu.

Ilpogunakmuxa uucyroma u CUCMEMHOU MPOMOOIMOOIUY Y naAyuenmos ¢ Guopuiiayuel
npeocepouti HeKIANaHHO020 NPOUCXOIHCOCHUS

[IporpaMma KIMHMYECKMX HCCIICAOBaHUN pHUBapokcabaHa Oblaa pa3paboTaHa Ui TOTO, YTOOBI
rmokazath 3QQEKTUBHOCTh PUBapOKcabaHa B OTHOIICHUM MPOQUIAKTUKH WHCYJIbTA U CUCTEMHOM
TPOMOOIMOOIIHN y TTAIIMEHTOB ¢ GUOPMILTALINEH TTpeIcepanii HEKITAaHHOTO MTPOUCX 0K ICHUSI.

B o6azoBom gBoiiHoM cienoMm ucciaenoBanun ROCKET AF 14264 mnanuenta ObUH
paHgoMu3upoBanHbl Ha ipueM 20 Mr puBapokcabaHa OMH pa3 B CyTKH (15 Mr oauH pas B CyTKH JIst
manneHToB ¢ KK 30-49 mn/MuH) wnum Ha mnpueM BapdaprHa, 103y KOTOPOTO THUTPOBAIN JIO
noctwkenus neneBoro 3Hadenuss MHO 2,5 (tepaneBtuueckuii nuanaszon ot 2,0 go 3,0). Meauana
JUTUTEIILHOCTH JICUEHUs cocTaBwia 19 mecsnen, a oOmas MpoJOJDKUTEIBHOCTD JIEYSHHS — [0
41 mecsna.

34,9 % mnauuentoB nonyvanu tepanuto ACK, 11,4 % - nonyyanu Teparvio aHTHAPUTMHYECKUMHU
npemnapatamu knacca IIl, Bkatoyas aMuo1apoH.

PuBapokcaban He ycrynan BapdapuHy O NEPBHYHOH KOMOMHUPOBAHHOW KOHEYHOW TOYKE
WHCYJIbTa W CUCTEeMHOW TpomboamOonmu, He cBszanHod ¢ I[HC. B momynsiuu, momydaBuieid
JeYeHUE COTJACHO TPOTOKONY, HHCYJIBT WJIA CHCTEMHas TpPOMOOIMOOIUS TPOU3ONUTH Y
188 manumenToB, nonydaBmnx puBapokcadan, (1,71 % B ron) u y 241 nauuenTta, NpUHUMABIIETO
BapdapuH, (2,16 % B ron) (ornomenue puckos (OP) 0,79; 95 % AU, 0,66-0,96; P <0,001 nns
THIOTE3bI «HE ycTymaeT»). Cpenn BceX paHIOMHU3HPOBAHHBIX MAIIMEHTOB, MPOAHATH3UPOBAHHBIX B
COOTBETCTBHU C Ha3zHaueHHbIM BMemaTenabcTBOM (ITT), mepBuunbIe cOOBITHS mpou3ouuIH y 269
MAlMeHTOB, MOJIy4aBIIUX puBapokcadbaH, (2,12% B rox) u y 306 manueHToB, NOJYYaBIIUX
BapdapuH, (2,42 % B rox) (OP 0,88; 95 % U, 0,74-1,03; P < 0,001 mjis TUIIOTE3BI «HE YCTYIACT;
P=0,117 nmns THIOTE3BI «IIPEBOCXOAUT»). Pe3ymbTaThl IS BTOPUYHBIX KOHEUYHBIX TOYEK,
MPOBEPEHHbIE B HEPApXUUYECKOM TMOpsAKE B aHalu3e B COOTBETCTBUM C HAa3HAYEHHBIM
BMEIIATEILCTBOM, ITIOKa3aHbl B Tabmule 5.

Cpenn mammeHtoB B rpymme BapdapuHa 3HaueHus MHO Haxomwinwch B TepaneBTUYECKOM
nuamnasone (ot 2,0 no 3,0) B cpenneit 55 % Bpemenu (Meauana 58 %; MEKKBapTUIIbHBIN JUana3oH
ot 43 no 71). DpdexT puBapokcabana He paznuyancs Ha ypoBHe LeHTpainbHoro TTR (Bpems B
muanaszone 1enesoro MHO ot 2,0 mo 3,0) B xBapTuisix oxmHakoBoro pasmepa (P =0,74 mis
B3auMOJIecTBUsI). B mpenmenax camoro BBICOKOTO KBapTHIIA MO OTHOIIEHUIO K IeHTpy OP
puBapokcabaHa 1o cpaBHeHHUIo ¢ BapdapuHoM cocrasisuio 0,74 (95 % AU, 0,49-1,12).

YacTtoTa BO3HMKHOBEHHS OCHOBHOM KOHEUHOW TOUKHM Oe3omacHOCTH (OONbIIME W KIMHHUYECKU
3HaYMMble HEOONbIIMEe KpOBOTEYEHHs) ObIa COMOCTaBUMa B O0CHMX Tpynmax JeueHUs
(cm. Tabmuy 6).

Tabauua 5. Jlanabie no npodpusiio 3¢ ¢ekTHBHOCTH B KianHndeckoMm ucciaenopanun I ¢pasel
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ROCKET AF
Hccnenyemast ITT ananu3 3¢(PeKTUBHOCTH y NALMEHTOB ¢ PUOPHILIALUEH npeacepauii
NOMyJISIUS HEKJIANIAHHOI0 MPOUCXOKAEHUS
PuBapokca6an 20 mr
OJIMH Pa3 B CYTKHU Bapdapun B 103e,
(15 mr oauH pa3 B THTPOBAHHOM 1O
CYTKH /15l HALIMEHTOB 11eJ1IeBOMY YPOBHIO .
TepanmeBTHYeCKAasI ¢ noyedHoi MHO 2,5 OF 5% 1)
Y 03 HEAOCTATOYHOCTBIO (TepaneBTHYeCKHIi p-3HAYEHHeE, TECT HA
cpeaHeii cTeneHn auanasos ot 2,0 no 3,0) IIPEBOCXOICTBO
TSAKECTH) .
YacrtoTa codbITHIl
YacroTa coObITHIi (100 manuenTo-me)
(100 manueHTO-J1€T)
0,88
Hucynmer m cucteMHas | 569 306
TpoMO0IMO0ITHS, HE (0,74-1,03)
cBs3anHas ¢ [{THC (2,12) (2,42) 0.117
WncynpT,  cucreMHas
TpoMOoIMOOITHS, HE 0,94
ceszanHas ¢ [[HC, u 572 609 (0,84-1,05)
CMEpPTH BCIICZICTBHE | (4,51) (4,81) > >
CEPJEUYHO-COCYTUCTOTO 0,265
(CC) 3abonepanus
WncyneT,  cucTreMHas 0.93
TpoMO0IMOOITHS, HE | 659 709 ’
cesaanHas ¢ I[HC, (0,83-1,03)
cmepthb Benencteue CC (5,24) (5,65) 0.158
3aboneBanus u UM ’
0,90
253 281
Wucynpr (0,76-1,07)
(1,99) (2,22)
0,221
Cucremnas 20 27 0,74 (0,42-1,32)
TpoMO0IMO0ITHS, HE
ces3zannas ¢ [JTHC (0,16) (0,21) 0,308
130 142 0,91 (0,72-1,16)
um
(1,02) (1,11) 0,464
Tabauua 6. Jannuble no npodguiaw 0e3onacHoCTH B KJIMHMYeckoM ucciaeqoBanum 111 ¢asbl
ROCKET AF
Hccaenyemas IManuenTsl ¢ GpUOpHIIIsIIIUE MpeAcepANii HEKJIANIAHHOTO POUCX0 eHns®
NOMyJIsIUs " P ! peacepa P e
PuBapokca6an 20 mr Bapdapun B 103e,
OJIMH pa3 B CYTKH THTPOBAHHOI 10
1eJIeBOMY YPOBHIO
(15 Mr oauH pa3 B
TepaneBTuyeckas CYTKH JJIl HANIHEHTOB MHO 2,5 . OP (95 % 1H)
n03a N (TepaneBTHYECKHI
C MOYeYHOI p-3HaYeHHne
ananaszoH ot 2,0 1o
HEI0CTATOYHOCTHIO 3,0)
CpeHell cTeneHu ’
THAKECTH) YacTtoTa codbITHil
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Yacrora coObITHii (100 nanuenTo-JIeT)
(100 manueHTO-J1€T)
1,03
Bonpmime v KIMHUYECKH | | 475 1 449
3HaYMMble HeOOoIbIINe (0,96-1,11)
KPOBOTCUCHHS (14,91) (14,52) 0.442
395 386 Lod
Bonbime kpoBoTeueHus (0,90-1,20)
(3,60) (3.45) 0.576
27 55 030
CmepThb B(;JICI[CTBI/IC (0,31-0,79)
KPOBOTEUCHIISI (0,24) (0,48) 0.003
0,69
KpoBoteuenus u3 | 91 133
JKU3HEHHO BAYKHBIX (0,53-0,91)
opraHos* (0,82) (1,18) 0.007
55 84 007
BHyTquepenHo:* (0,47-0,93)
KPOBOMBJIHSHUE (0,49) (0,74)
0,019
305 254 122
CHmxeHne . YPOBHS (1,03-1,44)
reMoraoonHa (2,77) (2,26) 0,019
IlepenuBanue OBYX Wiu 1,25
Oonee eunn | 183 149 (1,01-1,55)
SPUTPOLMTAPHON MACCH | (] 65) (1,32) ’ ’
WJIM LEJNBbHOU KpoBH™ 0,044
1,04
KnuHnuecku 3HauMMBbIE | | 185 1151
HeOOoJIbIIHe (0,96-1,13)
KPOBOTEUCHHS (11,80) (11,37) 0.345
208 250 0.8
OO01mas cMepTHOCTh (0,70-1,02)
(1,87) (2,21) 0.073

2 MOy 11 U3YUCHHUA 6630H3.CHOCTI/I, B IICPpHUOL JICUCHU

* HOMHMHAJIHHO 3HAYHUMOE

B nonmonmnenne k wuccnenosanuto ¢asel [II ROCKET AF, Obuio mpoBeneHO HpPOCIEKTHUBHOE,
HEKOHTPOJIUPYEMOE  IMOCTPETUCTPALMOHHOE  HEUHTEPBEHLIMOHHOE  OTKPBITOE  KOTOPTHOE
nccinenoanne (XANTUS) ¢ meHTpalnbHOW  OIEHKOM  KOHEUYHBIX  TOYEK,  BKIIOUas
TpoMOOIMOOIMYECKHEe COOBITUSI W OOJbIIue KpoBoTeueHus. 6 704 manmenTta ¢ QuOpwLIsIIHEH
npeAcepanii HEeKJIAaHHOTO MPOMCXOXKJICHUS ObUIM BKIIOYEHBI B HCCIIEIOBAHUE KIMHUYECKOU
MPAKTUKH, B KOTOPOM H3Y4YaJIUCh MO0 NPOPUIAKTUKE MHCYIbTa U CUCTEMHOM TPOMOOIMOOINHU, HE
ceszanHoit ¢ ITHC. Cpennue moxazatenn CHADS2 u HAS-BLED B uccnemoBannu XANTUS
cocraBm 1,9 m 2,0 mo cpaBHeHuto co cpeanumu mnokazatensmu CHADS2 u HAS-BLED,
paBubiMu 3,5 u 2,8 B uccnenoBannu ROCKE mnpowmsommo B 2,1 ciiydyaeB Ha 100 manueHTo-IeT.
CMmepTenbHOE KpoBOTeueHHE Obulo 3apeructpupoBano B 0,2 ciaydaeB Ha 100 manumeHro-yer, a
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BHyTpudepenHoe kpoomsnusiaue — B 0,4 cimyuaeB Ha 100 manmeHTo-ner. MHCYJIBT WU cUCTEMHast
TpoMO0osMOonus, He cBs3anHas ¢ LIHC, Opumn 3apeructpupoBans B 0,8 ciyyaeB Ha 100 manmeHTO-
JeT.

Ot HaOmMOJeHHsT B KIMHUYECKOH NPAKTHKE COTJIACYIOTCS C YCTAaHOBJIEHHBIM HpoduieM
0€30MacHOCTH 10 ATOMY OKa3aHUIO.

B moctpeructpallioOHHOM HEHMHTEPBEHLIMOHHOM HccienaoBanuu Oonee 162 000 mauueHTOB ¢
¢ubpmsaMeil npencepauii  HEKJIAMAaHHOTO TPOUCXOXKIEHUS W3 YEThIpeX CTpaH TOTydaan
puBapokcabaH aus NpOQWIAKTHKK HHCYIbTa W CHCTEeMHOW TpomOosmOomuu. Yacrora
umeMudeckoro wuHcynbrta cocraBmna 0,70 (95% JIM 0,44-1,13) wa 100 manueHTO-JET.
KpoBoteuenusi, npuBenmme K TOCHUTAIU3ALWK, BO3HUKAIA CO CIEOYyIOIIEH YacTOTOW Ha
100 nmarmmenTo-ner: 0,43 (95 % AN 0,31-0,59) nns BHyTpuuepenHsix KpoBousnusaui, 1,04 (95 %
I 0,65-1,66) nns KelnynodyHO-KuIIeUHbIX KpoBoTeueHuit, 0,41 (95 % AW 0,31-0,53) nns
yporeHuTanbHbIx KpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) nnst npyrux KpOBOTEUEHHIH.

Tayuenmul, KOMOPLIM NPOBOOUMCS KAPOUOBEPCUSL

Bputo TpoBENEHO TPOCTIIEKTHBHOE PAaHIOMHU3MPOBAHHOE OTKPHITOE MHOTOIIEHTPOBOE ITOMCKOBOE
HCCTIEIOBAHKE C 3aclIeTTICHHOM orleHKoi kKoHedHbIX Touek (X-VERT) ¢ ygactuem 1 504 namuenTon
(kaKk Tex, KOMY JICUEHUE MEePOPATHLHBIMU AHTUKOATYJITHTAMH ObUIO HA3HAYEHO BIIEPBBIC, TAK U yXKe
MOJIy4aBIIMX paHee) ¢ QuOpwuLIIIHMeld mpeacepanii HEKJIAMaHHOTO IMPOHUCXOXKICHUS, KOTOPBIM
NoKa3aHa KapJIuOBEpCHsl, C 1IeJIbI0 cpaBHEHUs puBapokcabana u ABK B nose, monoOpanHoil mo
MHO (panmomuszanus B cooTHomieHuu 2:1), mpumenseMbix aiasi npodunaktuku CC sBICHHH.
[IpuMeHsTUCh CIeayIonIie CTpaTeTuu: YpeCHUINeBOAHAs dXoKapauorpadus mocie 1-5 mHei
MIpeIBapUTEIbHON aHTUKOATYJISHTHOM TEpanuyu WM TPAIULHOHHBIA MOJIXOJ K KapAHOBEPCUH (HE
MEHee TpexX HeJleNlb MpeABapUTeNbHOro JieueHus). IlepBuuHas koHedHas Touka H(PPEKTUBHOCTH
(Bce ciy4am HMHCYJIbTa, TPAH3UTOPHON HIIEMHYECKOW aTaKh, CHUCTEMHOW TpomMOo’MOoinu, He
cesazanHoi ¢ [THC, UM u cmeptu Beneacteue CC npuuunH) npousomna y 5 (0,5 %) nauueHToB B
rpymnme puapokcabana (n=978) nuy 5 (1,0 %) nauuenron B rpynne ABK (n=492; OP 0,50; 95 %
1 0,15-1,73; momudunmpoBannas nomymsiiust [TT). OcHoBHas koHeuHas TOYKa OE30MACHOCTH
(6ompmoe kpoBoreuenune) mpomzonuia y 6 (0,6 %) mw 4 (0,8 %) mamueHToB B TpyIIax
puBapokcabana (n=988) u ABK (n=499) coorserctBenno (OP 0,76; 95% 1AW 0,21-2,67;
nonynauus Oe30macHocTH). B JaHHOM MOMCKOBOM HCCIENOBAaHMM OBUIM TPOJEMOHCTPHPOBAHBI
cornoctaBuMble 3()(HEeKTUBHOCTD U O€30MacHOCTh B TPyNIax JieueHUs: puBapokcabana u ABK npu
MIPOBEJICHUH KapAHOBEPCHUU.

Hayuenmol ¢ ubpurnsiyueti npedcepouti HeKIANAHHO20 NPoOUCXodcoenus, nepernecuiue 4YKB co
cmenmupo8anuem

Bbu10 IpoBENEHO paHAOMU3UPOBAHHOE OTKPBITOE MHOroLeHTpoBoe uccienosanue (PIONEER AF-
PCI) nnst cpaBHeHust 0€30MAaCHOCTH JIByX PEXHMMOB JIO3UPOBaHMs pUBapoKcabaHa B CpPaBHEHHUM C
onHuUM pexumoM no3upoBanus ABK ¢ yuactuem 2 124 nmanuentoB ¢ pubpusuisanueit npeacepauit
HEKJIalaHHOTO  mpoucxoxiaeHus, mnepeHecimx YKB co creHTHpoBaHweM 1O  MOBOIY
aTepPOCKJIEPOTHUYECKOTO 3a0oseBanus. [lanuenTsl ObUIM paHIOMU3UPOBAaHbI B cooTHOmEeHHH 1:1:1
st 12-mecsaunoit tepanuu. IlanuenTsl ¢ uHCcynpToM uinu THA B aHamHe3e HE BKIIIOYAJINCh B
HCCIIe0BaHUE.

I'pynna 1 nmomygana 15 Mr puBapokcabana ofuH pa3 B cyTk# (10 Mr oauH pa3 B CyTKH MAIUEHTOB C
KK 30-49 mu/mun) u marHOUTOp perientopa P2Y12. I'pynna 2 monydana 2,5 Mr puBapokcabaHa
JIBa pa3a B CyTKU M JBOMHYIO aHTUTPOMOOLIMTAPHYIO Teparnuio (TO ecTh 75 Mr Kionuaorpena (Uiu
anpTepHaTUBHBIA MHruouTop peuentopa P2Y12) m ACK B Hu3KOH n03e) B TeueHue 1, 6 mm
12 mMecsmeB ¢ MOCIEAYIONMM TepexoaoM Ha 15 mr puBapokcabana (10 Mr omuH pa3 B CYTKH Y
narueHToB ¢ KK 3049 mu/mun) onun paz B cyrku ¢ ACK B Hu3koit nosze. ['pynna 3 nomygana
ABK B cKOppeKTHpPOBaHHOM /103€ U IBOMHYIO aHTUTPOMOOIIMTAPHYIO TEPAIHUIO B Te4eHue 1, 6 wiu
12 mMecsmer ¢ nmocnenyomumM nepexonom Ha ABK B ckoppektupoBanHoit m03e, ¢ ACK B HU3KOM
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Zo3e.

[lepBuunasi KoHeyHass TOYKa OE30MACHOCTH, ClIy4yal KIMHMYECKHM 3HAYMMOTO KPOBOTEUECHMS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nanmenTos B rpynne 1, rpynme 2 u
rpynne 3 coorBerctBeHHo OP 0,59; 95 % AU 0,47-0,76; p <0,001, u OP 0,63; 95 % 1AW 0,50—
0,80; p <0,001 coorBercTBeHHO). BrOpnuHas koHeuHas Touka (cymmapHas yactora CC coObITHil:
cmepTh Beaeacteue CC npuwumH, UM wminm mHCynbeT) pasBmiack y 41 (5,9 %), 36 (5,1 %) u 36
(5,2 %) nanuenroB B rpynne 1, rpynne 2 u rpymnme 3 cOOTBETCTBEHHO. Kaxabplii U3 peXUMOB
puBapokcabaHa IOKa3al 3HAYUMOE CHIDKEHHE 4YacTOThl CJIy4aeB KIMHUYECKH 3HAYMMOIO
KpOBOTEUYEHHS TO cpaBHEHHIO0 ¢ Tepamueid ABK y mamueHtoB ¢ HeknamanHoi (uOpuuianueit
npeacepauii, nepernecnx YKB co crentupoBanuem.

[TepBuunoii niensto uccnenoBanusi PIONEER AF-PCI sBisinace onenka 6e3omacHocTd. J[aHHbBIE 110
3¢ (deKTUBHOCTHU (BKIHOYAs TPOMOOIMOOINYECKUE COOBITHS) B ATON MOMYIISILIMA OTPAaHUYEHBI.

Jlevenue TI'B, TOJIA u npoguraxmuxa peyuousos TI'B u TOJIA

[Iporpamma KIMHHUYECKMX HCCIICIOBAaHUN puBapokcabaHa Obuta paspaboTaHa JjIs JIGMOHCTPAIMH
s dexkTnBHOCTH puBapokcabana B Hawaie jedeHus octporo TI'B u TDOJIA, npu mpoaomkeHun
Tepanuu u npodiakTuku peuuausos TI'B u TOJIA.

bonee 12 800 mauueHTOB NPHUHSUIM Y4acTHE B YETHIPEX PAHIOMHU3MPOBAHHBIX KOHTPOJIHUPYEMBIX
kmuangeckux uccnenopanusx I ¢aser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension u
EINSTEIN Choice); kpome Toro, OBUI TPOBEIEH JOMOJHUTEIBHBIA MPEIBAPUTEIHHO
CIUTAaHUPOBaHHBIN oO0beanHeHHBIH aHanu3 ucciuenoBanuii EINSTEIN DVT wu EINSTEIN PE.
MakcumainbHast JJIMTENIbHOCTD JIEUEHHUsI BO BCEX UCCIEA0OBaHMIX cocTaBuia 21 Mecsil.

UccnenoBanne EINSTEIN DVT mpoommnocs ¢ yuactueM 3 449 manumentoB ¢ octpeiM TI'B ¢
LEeNbI0 U3YyYEHHs] IPUMEHEHUs puBapokcabaHa ans jedeHus TI'B u mpodunakTuku penuamuBoB
TI'B u TOJIA (maumenTsl, y KOTOpbIX Obuia cumnromHas TOJIA, uCKIOYaIMCh U3 JAaHHOTO
HcclieioBanus). JIMUTeNbHOCTh J€YeHUsT cocTaBisuia 3, 6 wim 12 MecsIeB B 3aBUCHMOCTH OT
KIMHUYECKOW OLICHKHM HCclefoBaTens. B TedueHWe mepBBIX Tpex Henenb JiedeHus octporo TT'B
MpUMEHSJICS puBapokcabaH 15 Mr qBa pasza B CyTKH, C MOCJIEIYIOIIMM MIEPEX0I0OM Ha pUBapoKcadaH
20 Mr oJIMH pa3 B CYTKH.

Uccnenosanne EINSTEIN PE mposoamnocs ¢ yuactueM 4 832 mamueHtoB ¢ octpoil TOJIA ¢
nenbio u3ydenust nedeHuss TOJIA u nmpodunaktuku peruausoB TI'B u TOJIA. JInurensHOCTH
Je4eHus cocrasisia 3, 6 win 12 Mecs1eB B 3aBUCUMOCTU OT KIIMHUYECKON OLICHKU UCCIIEeI0BaTENs.
B TedeHue mepBBIX TpeX HEENb HauaabHOTO JiedeHus: ocTpoit TOJIA npumMeHsuics puBapokcadaH
15 mr nBa pasa B CyTKH, C IOCJIEAYIOIIMM IIEPEX0I0OM Ha puBapokcabad 20 MI OMH pa3 B CYTKH.

B o6oux nccnenoBanusx EINSTEIN DVT u EINSTEIN PE cxema nedenus B rpymme npemnapara
CpaBHEHUS BKJIIOYaJla BBEJCHUE SHOKCANlApUHA B TE€UEHHUE 10 KpaliHel Mepe 5 THeH B COUETaHUU C
tepanueii ABK no moctmkenust tepaneBruueckoro yposHs nokaszarens [IB/MHO (> 2,0). [lanee
neyenue mpoaonkanock ABK, no3a xoroporo Obiia CKOpPpeKTHpPOBaHa TaKHM OOpa3oM, YTOOBI
noaaepxkuBath 3HadeHus: [IB/MHO B tepanestnyeckom auamazone ot 2,0 1o 3,0.

Uccnenosanne EINSTEIN Extension mpoBommnocs ¢ ywyactuem 1 197 mammentoB ¢ TI'B umu
TOJIA ¢ nenbto nzydenus npodunaktuku peuuanBoB TI'B u TOJIA. [nurenpHOCTh TedeHus s
NalMeHTOB, 3aBepIIUBIINX OT 6 10 12 mecsues neyenus BT, cocraBuia JOMOIHUTENBHO OT 6 J10
12 MmecsilieB B 3aBUCUMOCTH OT KJIMHHYECKON OIEHKH HccliienoBarend. [IpoBoauiIock cCpaBHEHUE
puBapokcabana 20 Mr oIuH pa3 B CyTKHU H ILIane0o.

B wuccnegoBanmsix EINSTEIN DVT, PE wu EINSTEIN wucnoin30BaIiCh OJWHAKOBBIE
MIPEABAPUTEIHLHO OINpeIeNIEHHbIC TIEPBUYHBIC U BTOPUYHBIC KOHEUHBIE TOUYKH 3(P(EKTUBHOCTH.

[lepBuunoii  koHeYyHOW TOUKOH A(¢eKTUBHOCTH OBbLT  CUMNOTOMHBIM  peuuauB BTO,
OTIpEICTIAIONINICA KaK COBOKYMHOCTh permauBa TI'B wmm daranpHoit mmm HedaramsHoU TOJIA.
BropuuHas koHewHas TOYKa oOmperensiach Kak COBOKYMHOCTh penmamBa TI'B, HedarampHOMN
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TOJIA u o01iei CMEpPTHOCTH.

B uccnenoBanuu EINSTEIN Choice 3 396 mauueHnToB ¢ moATBEepKIeHHbIMU cuMnToMHbIMU TT'B
w/umn TOJIA, 3aBepmmBmnX 6—12 MecAleB JeYeHUsT aHTUKOATyJISIHTAaMH, W3y4aluch Ha MPEIMeT
npodmnakTuku ¢dataneHoi TOJIA wim HedaTanbHBIX cHMOTOMHBIX peruauBoB TI'B mmm TOJIA.
[TaneHTbl, KOTOPBHIM OBUIO [OKa3aHO TPOJOJDKEHHE AaHTUKOAryJsHTHOW Tepamuu B
TEpaleBTUYECKUX [103aX, MCKIIOYAINCh W3 HccnenoBaHus. lIpomospkuTensHOCTh  JIeueHus
cocTaBisula 10 12 MecsleB B 3aBUCUMOCTH OT MHAMBHIYalbHON NaThl paHAOMHU3ALMM (MeIuaHa:
351 nenn). PuBapokcaban B n03e 20 MT OJiuH pa3 B CyTKH U puBapokcabaH B o3¢ 10 Mr ojuH pa3 B
cytku cpaBHuBanu ¢ ACK B n1o3e 100 Mr oivH pa3 B CyTKH.

[lepBuuHOif  KOHEYHOHW  TOYKOM IPGPEKTUBHOCTH OBUT  CHUMNTOMHBIM  peuuauB BTD,
OTIpeICTISBIIMIACS KaK COBOKYIHOCTh peruanBa TI'B unu daranpHoi win HedarampHoi TOJIA.

B wuccnemoannn EINSTEIN DVT (cm. Tabmuiy 7) ObIIO  OPOAEMOHCTPUPOBAHO, HTO
puBapokcabaH He ycTynaeT 3Hokcanapuny/ABK mo nepBuuHoll KoHeUHOU Touke 3((EKTUBHOCTH
(p <0,0001 (trect Ha He MeHbIIyIO 3 dexTuBHOCTE); OP: 0,680 (0,443—1,042), p=0,076 (Tect Ha
npeBocxoAcTBO)). [IpenBapuTenbHO oOnpelereHHas YucTas KIMHUYecKas d3()(EeKTHBHOCTD
(mepBu4Hasgs KOHEYHass TOoYKa APPEKTUBHOCTH U Ciaydad OOJBIIOrO KpOBOTEUEHMs) Oblia
3apeructpuposana ¢ OP 0,67 ((95 % AU: 0,47-0,95), nvomunansHoe 3HaueHue p = 0,027) B moib3y
puBapokcabana. 3naueHuss MHO Haxonwinch B TepameBTHYECKOM auana3oHe B cpeaneM 60,3 %
BpEMEHHU JUIsl CpefHel mpoaopkuTensbHocTH JedeHust 189 muedt m 55,4 %, 60,1 % u 62,8 %
BpEMEHU B Ipymnmnax, NpoajeHHoro Ha 3, 6 u 12 MmecsieB JiedeHHus COOTBETCTBEHHO. B rpymme
sHOKcarmapuH/ABK He ObuT0O "eTKO# CBS3M MEXIy ypoBHEM cpeanero neHTpaibHoro TTR (Bpems B
nmuanaszone neiaesoro MHO 2,0-3,0) B TepTWIISIX OJAMHAKOBOTO pa3Mepa M YacTOTOW PEIUINBOB
BTO (p=0,932 nna B3aumonelictBusi). B mpemenax caMoro BBICOKOTO TEPTHIISI OTHOCHUTEIBLHO
nenTpa OP mst puBapokcabana 1o cpaBHeHHIO ¢ BapdapuHoM coctasisuio 0,69 (95 % HAU: 0,35-
1,35).

YacTtoTa BO3HMKHOBEHHUS MEPBUYHOM KOHEUHOM TOYKM O€30MacHOCTH (Ciaydad OOJIBLIOrO WU
KIMHUYECKA 3HAYUMOTO HEOOJBIIOr0 KPOBOTEYEHHS), a TaKKe BTOPUYHONW KOHEYHOH TOYKH
6e3onmacHOCTH (CiTydan OOJBIIOr0 KPOBOTEUSHHS) ObliIa CX0XKeH JUIst 00€UX TPYIII JISYSHUSI.

Tabauua 7. [Jlanubie no npopuiio 3¢pdexkTuBHOCTH M 6e3onacHocTH B ucciaenoBanuu 111 ¢azpl
EINSTEIN DVT

Hccaenyemasi mnonmyassuus 3449 nauueHToB ¢ cUMITOMHBIM ocTpbiM TI'B
Pusapokcaban® Duokcanapun/ABK”
TepanesTuieckan 103a u 3, 6 niiu 12 mecsaueB 3, 6 uiu 12 mecsaueB
NPOAO/KUTEIHHOCTD JeYeHHs
N=1731 N=1718
36 51
CumntoMHBIiH penuans BTO*
2,1 %) (3,0 %)
20 18
CumnroMusli peruaus TOJIA
(1,2 %) (1,0 %)
14 28
Cumnromusiil peruans TT'B
(0,8 %) (1,6 %)
1
Cumnromusie TOJIA u TTB 0
(0,1 %)
@aranenas TOJIA/cmepts, 1pu | 4 6
KOTOpOW  HENb3s  HCKIIOYHTH
TOJIA (0,2 %) (0,3 %)
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Bonpmoe  ummM  KIMHMYECKH | 39 138
3HAYNMOE HeOOJIBIIIOE . .
KpPOBOTCUCHHE (8,1 %) (8,1 %)
Ciyuan Gonpmoro | 14 20
KpOBOTe‘leHI/IH (0,8 %) (1’2 %)

9 puBapokcaban 15 Mr [Ba pa3a B CyTKU B TEUEHHE TPEX HEIENb, C TOCIEAYIONUM TIepexoqoM Ha 20 M O[MH pa3 B
CYTKH

b) OHOKCAIIapyuH B TCYCHUC 110 MEHBILICH MEpe 5 J.'[Heﬁ, C OAHOBPEMECHHBIM U NMOCICAYIOUIUM IIPUEMOM ABK

* p <0,0001 (se menbiast 3¢ pexTUBHOCTH Aist 3apanee onpenenentoro OP 2,0); OP: 0,680 (0,443—1,042), p= 0,076
(IPEeBOCXOACTBO).

B uccnenopanun EINSTEIN PE (cm. TaGmuiry 8) ObUTO MPOIEMOHCTPUPOBAHO, YTO PUBAPOKCcaOaH
He ycrynaeT sHokcanapuHy/ABK mo nepBuuHOi koneuHol Touke 3¢¢exrtuBHoctu (p = 0,0026
(rect Ha He wMeHbmyl0 d3¢dextuBHOCTE); OP: 1,123 (0,749-1,684)). IlpeaBaputensHO
YCTQHOBJICHHAs1  4YucTas  KiIMHUYecKas dS(dexkTUBHOCTh  (MepBUYHAs  KOHEYHas  TOYKa
3¢ ($EeKTUBHOCTU U cllyyan OOJILLIOIO KpoBoTeueHus) Obuia 3apeructpuponana ¢ OP 0,849 ((95 %
JAN: 0,633-1,139), HOMmHanbHOe 3HaueHue p=0,275). 3nauenus MHO Haxomgwmuch B
TEpaneBTUYECKOM JMala3oHe B cpeaHeM 63 % BpeMeHM Uil CpeOHEH IPOJOJDKUTEIBHOCTH
nedenuss 215 guet m 57%, 62% wum 65% BpeMeHu B TIpynnax 3aJaHUPOBAHHON
MPOAOIKUTENILHOCTH JieueHus 110 3, 6 u 12 mecsieB cooTBeTcTBEHHO. B rpynne snokcanapun/ABK
He ObUIO YeTKOW CBS3M MEXIy ypOBHEM cpeaHero nenrpaiabHoro TTR (Bpems B numamaszone
nenesoro MHO 2,0-3,0) B TepTWisIX OAMHAKOBOIO pa3Mepa M 4acToTod peuuauBoB BTO
(p=0,082 s B3aumoneicTBusl). B mpenenax camMoro BBICOKOTO TEPTUIISI OTHOCHTENBHO LIEHTPA
OP nnst puBapokcabaHa 1o cpaBHEHHIO ¢ BapdapuHoM coctapisuio 0,642 (95 % [AU: 0,277-1,484).

YacToTa BO3HHMKHOBEHHUS IEPBUYHOM KOHEYHOW TOUKM O€30MacHOCTH (CiiydaW OOJBIIOTO WU
KJIMHUYECKN 3HAYMMOI'0 HEOOJILIIOr0 KPOBOTEUEHHUs) OblIa HECKOJBKO HUXKE B IPYIIE JEUEHUS
puBapokcabanom (10,3 % (249/2 412)), yem B rpymme jneudeHus >HokcanapuHoM/ABK (11,4 %
(274/2 405)). UYactotra BTOPUYHOH KOHEYHOH TOYKH O€30MACHOCTH (Ciay4an OOJBIIOTO
KpOoBOTeUeHHUs) Oblma HiKe B rpynmne puBapokcabana (1,1 % (26/2412)), wem B rpymme
sHokcanapuHa/ABK (2,2 % (52/2 405)) ¢ OP 0,493 (95 % JU: 0,308-0,789).

Ta6auna 8. Jannbie mo npopuiaio 3¢ dexTuBHoCcTH U Oe30macHocTH B Hccjegopanum 111 ¢pazbl
EINSTEIN PE

Hccaenyemasi nonyasiuus 4 832 nanuenTta c ocrpoii cumnrToMmHoi TOJIA
PuBapoxcaban® Suokcanapun/ABK
Tepanesruyeckasn 103a n 3, 6 uim 12 mecsaneB 3, 6 niiu 12 mecsieB
MPOAOIKUTETHHOCTD JIEYEeHUS
N=2419 N=2413
50 44
Cumnromuslii peunaus BTO*
2,1 %) (1,8 %)
23 20
CumnromusIi peruans TOJIA
(1,0 %) (0,8 %)
18 17
Cumnromuslii peuuans TI'B
(0,7 %) (0,7 %)
2
Cumnromusle TOJIA u TTB 0
(<0,1 %)
QaraneHast TOJIA/cmepTs, Hpu 1 7
KOTOpOM  HENmb3s  HCKIIOYUTH
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T3JIA (0.5 %) (0.3 %)
bompimoe WM KIMHUYECKH | 949 274
3HAYMMOE HeOO0IbIIOoE . .
KPOBOTCUCHHE (10,3 %) (11,4%)
Cnyuyan 6ouboro | 20 52
KpOBOTequI/ISI (1,1 %) (2’2 %)

9 puapokcaban 15 MI Ba pa3a B CyTKM B T€UEHHE TPEX HENENb C MOCIEAYIOIMM IIEPEX0a0oM Ha 20 MI' OlMH pa3 B
CyTKH

®) 5HOKCAmapuH B TEUEHME 110 MEHbILEH Mepe 5 JHel, ¢ 0HOBpEMEHHBIM H MocIeAyIomuM mpueMom ABK

" p < 0,0026 (ae MeHbIIas 3pHeKTUBHOCTS AN 3apaHee onpeaenerHoro OP 2,0); OP: 1,123 (0,749-1,684)

b MNPpOBCACH MNPCABAPUTCIBHO CHJ'IaHI/IpOBaHHHﬁ O6’be,£[PIH€HHBII>i adHaJIn3 KOHCYHBIX TOYCK
nccnenosanuii EINSTEIN DVT u PE (cm. Ta6muiy 9).

Taoauna 8. lannbie mo nmpodpuiaio 3¢pPpeKkTUBHOCTH U 0€30MACHOCTH 00beINHEHHOT0 AHAJIN3a
B ucciaenopanusx 111 ¢paselr EINSTEIN DVT u EINSTEIN PE

Hccaeayemasi nonyasuus 8281 nanuent ¢ ocrpbiMu cumnToMHbiMEH TT'B niu TIAJIA
PuBapoxcaban® Suokcanapun/ABK”
Tepanesrueckast 1032 n 3, 6 miiu 12 mecsanieB 3, 6 miiu 12 mecsinieB
NPOIOJIKATETLHOCTD JIeYEeHHS
N=4150 N=4131
86 95
CumnromHsId peruaus BTO*
2,1 %) 2,3 %)
43 38
Cumnromuslit peruans TOJIA
(1,0 %) (0,9 %)
32 45
Cumnromuslii peuuans TI'B
(0,8 %) (1,1 %)
1 2
Cumnromusle TOJIA u TT'B
(<0,1 %) (<0,1 %)
@aranbnas TOJIA/cmepts, npu | 5 13
KOTOPOM  HENb3s  HCKIIOYUTH
TOJIA (0,4 %) (0,3 %)
Bonmpmioe MM  KIMHHMYECKH | 388 412
3HAYUMOE HEOOJIBIIIOE
KPOBOTEUEHHE (9,4 %) (10,0 %)
Cnyuyan 6ouburoro | 40 72
KPOBOTCUCHHSI (1,0 %) (1,7 %)

? puBapokcabaH 15 Mr 1Ba pa3a B cyTku Ha 20 MI' OUH pa3 B CyTKU

b) SHOKCAMapyH B TEUEHUE 110 MEHbBIIIEH Mepe 5 THEeH, ¢ OTHOBPEMEHHBIM U TocneayommmM npuemom ABK
*p <0,0001 (He menbias 3¢ HekTUBHOCTD 1is1 3apaHee onpenaenenHoro OP 1,75); OP: 0,886 (0,661-1,186)

[TpenBapuTenbHO yCTAHOBJIEGHHAs 4MCTass KiIMHUYecKas 3(QeKkTuBHOCTH (NMEepBUYHAS KOHEYHAsS
Touka 3(P(HEKTUBHOCTH W Cly4yan OOJBIIOrO KPOBOTEUYEHHs) OOBEIMHEHHOIO aHaiu3a Obuia
sapeructpuposana ¢ OP 0,771 ((95 % AU: 0,614-0,967), HomunanbpHOe 3HaueHue p = 0,0244).

B uccnenoBannu EINSTEIN Extension (cm. Tabmuiy 10) puBapokcabaH mpeBOCX0oIuII manedo mo
HNePBUYHBIM ¥ BTOPUYHBIM KOHEYHBIM To4ykaM 3(¢dekTuBHOCTH. YacToTa BCTPEYAEMOCTH
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MNEePBUYHON KOHEYHOH TOYKM 0e30macHOCTH (Caydad OONBIIUX KPOBOTEUCHMI) YUCICHHO ObLIia
HE3HAYMTEIbHO BBIIIE Yy MAIMEHTOB, MOJYYaBIIUX TEpanuio puBapokcabaHoM B go03e 20 Mr oauH
pa3 B CyTKH, 10 CpPaBHEHHIO C Iu1ane0o. BropuyHast koHeUHast Touka Oe30macHOCTH (O0JIbIIe Win
KJIMHUYECKH 3HAYMMble HeOOJbIIME KpPOBOTEYCHHMs) IIOKa3ajia Ooyiee BBICOKYIO YacTOTy Yy
MAIMeHTOB, MOJIy4aBIIMX TEpanuio puBapokcabaHoM B ngo3¢ 20 Mr oauH pa3 B CYTKH, IO
CpaBHEHHUIO C 1arefo.

Tabonauua 10. Jannsie mo npoduiaw >¢pdekTHBHOCTH U 0€30MACHOCTH B HCCJAETOBAHUU
111 ¢a3p1 EINSTEIN Extension

1 197 nauMeHTOB, NPOJOKUBLIMX JedeHUe U NPOPUIAKTUKY
Hccaenyemas monyasius .
peuuauBOB BEHO3HOH TPOMO0IMOO UM
PnBapOKcaﬁaH” Iaauedo
Tepanesriieckas 103a u 6 i 12 MecsneB 6 niau 12 MecsieB
NMPOIO/LKATEIHHOCTH JeUeHHs
N =602 N =594

8 42
CumnToMHubIl peuuaus BTO*

(1,3 %) (7,1 %)
CHUMNTOMHBIN peruanB 2 13
TOJIA (0,3 %) (2,2%)
CHUMITOMHBIN peruanB 5 31
TI'B (0,8 %) (5,2 %)
®aranpnas TOJIA/cmepts, mpu | | 1
KOTOPOH  HEeNb3sl  UCKIIOYHUTH
TDJIA (0,2 %) (0,2 %)
Cnyyan Goubuoro | 4 0
KPOBOTCUYCHU (0’7 %) (0,0 %)
Knuangecku sHaunMoe | 32 7
HEOO0JIBIII0e KPOBOTCUCHHE (5,4 %) (1,2 %)

a) puBapokcabaH 20 Mr o/ilH pa3 B CYyTKH
*p <0,0001 (mpeBocxoactro), OP: 0,185 (0,087-0,393)

B uccnenoBanun EINSTEIN Choice (cm. Tabmuiy 11) puBapokcaban B no3ax 20 Mr m 10 mr
npeBocxoam ACK B moze 100 Mr mo mepBHYHOH KOHEUHOW TOouke 3PdpekTuBHOCTH. OCHOBHAS
KOHEYHas TOYKa 0e30macHOCTH (Ciaydau OOJIBIIOrO KpOBOTEUEHHs) ObUIa CXOXKEH y MalueHTOB,
MOJIy4aBIIMX puBapokcabaH B go3ax 20 Mr u 10 Mr oxuH pa3 B CyTKH, IO cpaBHeHHIO co 100 mMr
ACK.

Tab6auna 11. /lannsie mo npoduiaw 3¢pdekTUBHOCTH U 0€30MACHOCTH B HCCJIEI0BAHUU
III ¢a3bl EINSTEIN Choice

3 396 nanuenToB,
Hccaenyemas Hccnenyemasn NMPOJOJLKUBIINX Hccaenyemast
TOMYJIAI U TOIYJIAI U NpopUIAKTHKY MOMYJISIIUS
peunausos BTD

PuBapoxcadan 20 mr PuBapokca6an 10 mr | ACK 100 mr oaun pa3 B

TepanesTuyeckas OJIMH pa3 B CYTKH O/IMH Pa3 B CyTKH CYTKH
1032
N=1107 N=1127 N=1131
Mepuara 349 [189-362] aneii 353 [190-362] st 350 [186-362] aneii
HPOJOJDKUTENBHOCTH
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JIe4eHHs
[MeXKBapTUIBHBIHA

JIMana3oH |

CumnroMublii  pemaus | 17 13 50

5 (1,5 %)* (1,2 %)** (4.4 %)
CUMIITOMHBIA peUuanB 6 6 19
To1A (0.5 %) (0.5 %) (L7 %)
CUMITOMHBI pelUAnB 9 8 30
1B (0.8 %) (0,7 %) (2,7 %)
®dartanbHas

TDJIA/cmepTs, mpu | 2 0 2
KOTOpOH HEIB3A | (0,2 %) (0,0 %) (0,2 %)

ACKITIOUNTE TOJIA

CHUMIITOMHBIA pEUUANB

BTO, UM, uncyneT uin | 19 18 56
CUCTEMHasI

TPOMO03MOOITHS, ne | (1,7 %) (1,6 %) (5,0 %)
ces3zanHas ¢ [JHC

Cnyyan 6ouboro | 0 5 3
KPOBOTCYCHHUA (0’5 %) (0’4 %) (0,3 %)
Knunnueckn 3HauuMoe | 3() 22 20
HeOOoJIBITIOE

KPOBOTEUYEHHE (2,7 %) (2,0 %) (1,8 %)
CUMIOTOMHBIA pEIUINB

BTO wm  Gonbmoe | 93 17 53
KpOBOTECUEHHE (YUCTas . N

KITMHUYECKas (2,1 %) (1,5 %) (4,7 %)
3¢ (EKTUBHOCTB)

* p < 0,001 (mpeBocxoxacTBO) prBapokcadan 20 Mr oauH pa3 B cyTku 1o cpaBHeHnto ¢ ACK 100 Mr oamH pa3 B CyTKH;
OP = 0,34 (0,20-0,59)

** p <0,001 (mpeBocxoncTBO) puBapokcadban 10 mMr onuH pa3 B cytku 1o cpaBHeHuto ¢ ACK 100 Mr oguH pa3 B CyTKH;
OP =0,26 (0,14-0,47)

* puBapokcaban 20 Mr oauH pa3 B cyTku 1o cpaBHenuio ¢ ACK 100 mr oxun pas B cyrku; OP = 0,44 (0,27-0,71),
p = 0,0009 (HomMuHANBEHOE)

" puBapokcaban 10 Mr oauH pa3 B cytku no cpaBHenuto ¢ ACK 100 mr omun pa3 B cyrku; OP = 0,32 (0,18-0,55),
p <0,0001 (HoMHHAIBHOE)

B nononnenue k nporpamme uccienoBanuii I1I ¢passr EINSTEIN 6bu10 mpoBeieHO MPOCTIEKTUBHOE
HEMHTEPBEHIIMOHHOE OTKpBITOe KOropTHoe uccienoBanne (XALIA) ¢ meHTpanbHOW OLEHKON
KOHEUYHBIX TOYeK, BKJItodas peuuauB BTD, Gonblioe kpoBoTeueHue M cMepThb. B uccienoBanue
KJIMHUYECKON MNpakTUKW Obuid BKItoueHbl 5 142 mamumenta ¢ octpeiM TI'B ans usyuenus
JOJATOCPOYHOM 0€30MacHOCTH puUBapoKcabaHa MO CPaBHEHHMIO CO CTAHIAPTHON aHTHUKOATYISHTHOM
tepanueid. Yacrora GonblIOro KpoBoTedeHus, peuuanBa BTD u cMeptu oT Bcex MpUYMH Ui
puBapokcabana cocraBuna 0,7 %, 1,4 % u 0,5 % coorBeTcTBeHHO. bbulM pa3nuyust B MCXOAHBIX
XapaKTepUCTHKAX IAalMeHTOB, BKJIOYAsi BO3PACT, 3JI0KAYECTBEHHOE 0OOpa30BaHHE M HapyLICHHE
¢byskun moyek. [ KOPPEeKTHPOBKHM HMCXOAHBIX MEXTPYIIIOBBIX PA3IUUUIl  HCIOIB30BANICS
3apaHee CIUIAaHUPOBAaHHBINA CTPAaTU(UIIMPOBAHHBIN MOAOOP MO MHAEKCY cooTBEeTCTBUSA. HecMoTps Ha
3TO, OCTaTOYHOE HCKAKEHHWE MOIJ0 BIUATH Ha pe3ynbrartel. CkoppektupoBaHHblie OP,
CpaBHHUBAIOIINE pPHUBAPOKCA0aH M CTAHAAPT JICYEHHs B OTHOIIEHHHM OOJIBIIOTO KPOBOTEUYEHUS,
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peuunuea BTO u o6meii cmeptu, coctasuiu 0,77 (95 % AU 0,40-1,50), 0,91 (95 % AU 0,54-1,54)
n 0,51 (95% W1 0,24-1,07) COOTBETCTBEHHO. OTHU pe3yJIbTaThl KIMHUYECKOH TPaKTHKE
COTJIACYIOTCS C YCTaHOBJICHHBIM IpoduiieM 6e30MacHOCTH [T JAHHOTO MOKa3aHUs.

B moctpeructpaniioHHOM HEWHTEPBEHIIMOHHOM HcciienoBannu Oosiee 40 000 mamuweHToB U3
YyeTbIpex CTpaH 0e3 paka B aHaMHE3€ MOJydajad puBapokca®aH JUIsl JIEYEHHs WK MPO(UIaKTHKU
TI'B u TOJIA. Yacrora cobOpitmii Ha 100 manmeHTO-JEeT Ui CHUMOTOMHBIX/KIMHHUYECKU
BBIpXKEHHBIX ~ BTO/TpoM00IMOONIMUECKUX  COOBITHH, TNPUBOMAMIMX K  TOCIHTATH3AINH,
BapsupoBana ot 0,64 (95 % AU 0,40-0,97) B Benukobpuranuu ao 2,30 (95 % AU 2,11-2,51) B
I'epmannn. KpoBoTeuenusi, NpuBOAIIME K TOCIUTAIM3AINN, BOSHUKAIU CO CIEAYIOIIEH 4acTOTOM
Ha 100 marmenrto-net: 0,31 (95 % U 0,23-0,42) nns BHyTpUdepenHbIX KpoBowm3musaui, (0,89
(95 % AN 0,67—-1,17) ans kenyno4HO-KUIIEYHbIX KpoBoTeueHui, 0,44 (95 % AU 0,26-0,74) nns
yporeHuTanbHbIx KpoBoTeueHuit u 0,41 (95 % AU 0,31-0,54) nnst ipyrux KpOBOTEUEHHHA.

eTH
Dapmaroounamudeckue dghghexmol

ITporpom6unoBoe Bpems (Neoplastin), AUTB n antu-Xa akTHBHOCTb, M3MEPEHHAs] C MOMOIIBIO
KaJTMOPOBAHHOTO KOJIMYECTBEHHOTO TECTa, TECHO KOPPEIUPYIOT C KOHUEHTpALUsAMH B IJIa3Me
kpoBu y xereid. Koppemsuuss mexny aHTH-Xa aKTUBHOCTBIO W IJIA3MEHHOM KOHLEHTpalueu
SBJSIETCS. JIMHEHHON C TAHIeHCOM YIja HAakKJIOHA MpsMoi, Omm3kuM K 1. Moryr BO3HHUKaTh
MH/IMBUyaJIbHBIE PACX0XKIEHUS O0siee BBICOKUX UM 00Jiee HU3KUX 3HAYCHUH aHTH-Xa aKTUBHOCTH
[0 CPAaBHEHMIO C COOTBETCTBYIOIIMMM KOHLIEHTpalMAMHU B IIJIa3Me KpoBu. B mepuopn nedeHus
puBapokcabaHoM He TpeOyeTcs NPOBOAWTH MOHMTOPHHI IApaMETPOB CBEPTHIBAHUS KPOBH.
Opnnako, ecnu Ui 9TOTO €CTh KIMHUYEeCKOe 0OOCHOBaHME, KOHLIEHTPALUU pUBapokcabaHa MOTYT
ObITb W3MEpPEHbl B MKI/JI IPU TOMOLIM KalUOPOBAaHHBIX KOJMUYECTBEHHBIX TECTOB aHTU-Xa
aktuBHOCTH (cM. Tabmuity 7 B paszene 5.2. ans AWana3oHOB HAOMIOZAEMBIX KOHIEHTpAIUi
puBapokcabaHa B miuazMe KpoBH y aereil). IIpu ucnosnb30BaHuM TecTa aHTH-Xa aKTUBHOCTH IS
KOJINYECTBCHHOM OLIEHKU KOHLEHTpaluil puBapokcabaHa B IUIa3ME KPOBM y JeTell He0OXOAMMO
YUUTHIBaTh HIDKHMMA TIpeen KOJMYECTBEHHOW OICHKU. [loporoBble 3HaueHUs Ui KpUTEpPHEB
3¢ (HEeKTUBHOCTH WM OE30MaCHOCTH HE YCTAHOBIICHBI.

Knunuueckas s¢pgpexmusnocmo u 6ezonacnocmeo

Jleuenue BTD u npodunaxkmura peyuousos BT v nayuenmos 0emcko20 603pacma

Bbrio mpoBeneHo 6 OTKPBITBIX MHOTOLIEHTPOBBIX HCCIIEJOBAaHUI C y4yacTUEM JeTed, B KOTOpPHIE B
o01eM ObUTH BKJIFOUEHBI 727 neTed ¢ moaTBepkIeHHON ocTpoit BTD, u3 kotopeix 528 monyyanu
puBapokcabaH. Jo3a puBapokcabana, KOTOpasi IPUMEHSIACh Y IeTel OoT pokaeHus 1o 18 ner, Oputa
CKOPPEKTHpOBaHa MO Macce Tela M MPUBOAMIA K JNEHCTBHIO puBapokcabaHa, aHAJIOTUYHOMY MPH
npueme 1036l 20 Mr puBapokcabaHa OIMH pa3 B CYTKM y B3pociblXx mamueHtoB ¢ TI'B, gro
nonTBepskaeHo B uccnempoBanuu 11 dhassr (cMm. paznen 5.2.).

EINSTEIN Junior — paHIOMH3UPOBaHHOE OTKPHITOE MHOTOIIEHTPOBOE KIIMHUYECKOE UCCIICIOBAHNE
III pa3bl ¢ akTUBHBIM KOHTpOJeM ¢ ydactueM 500 marueHToB (B Bo3pacTe OT poxaeHus 1o 18 jer)
¢ moaTBep:kIeHHOW octpoit BTD, m3 kortopeix 276 mereit Obimm B Bo3pacte oT 12 mo 18 ner,
101 pebenok — ot 6 mo 12 ner, 69 neteit — ot 2 1o 6 yieT u 54 pebeHka B Bo3pacTe J10 2 JieT.

BTO knaccudummposanach kak karteTep-acconmupoBanHHas BTD (90/335 mamueHnToB B TpyIme
puBapokcabana, 37/165 nanueHToB B TpyIIe Npenapara CpaBHEHHS), TPoMOO3 BEH TOJIOBHOTO
Mo3ra M cuHycoB (74/335 manmeHTOB B rpymme puBapokcabana, 43/165 mamueHToB B TpyIne
npenapara cpaBHeHusi) win kak gapyrue BTO, Brmowas TI'B wu TOJIA (we karerep-
accouuupoBanHas BTO, 171/335 naumentoB B rpymnmne puBapokcabana, 85/165 mamueHToB B
rpymrme npemnapara cpaBHenus1). Hanbonee pacnpocrpanennoit BTD y nereit ot 12 1o 18 ner Obua
He KateTep-accouuupoBanHas BTO y 211 nereit (76,4 %); y neteit ot 6 1o 12 ner u ot 2 1o 6 ner —
TpoM0OO3 BEH TOJOBHOIO Mo3ra W cuHycoB y 48 mereit (47,5%) u y 35 mererr (50,7 %)
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COOTBETCTBEHHO; Yy JIeTel miazue 2 jJeT — karerep-accounrpoBannas BTO y 37 nereit (68,5 %)). B
rpymme puBapokcabana He ObUIO JeTeil miaame 6 MecsIeB ¢ TPOMOO30M BEH TOJIOBHOT'O MO3Ta U
cUHYCOB. Y 22 mamueHTOB ¢ TpoMOO30M BEH TOJIOBHOTO MO3ra M BEHO3HBIX CHHYCOB ObLia
unpexmust [[HC (13 manueHntoB B rpymme puBapokcabana ¥ 9 mainyieHTOB B TpyIIe Mpernapara
CpaBHEHU).

BTD Obuta crpoBomypoBaHa TOCTOSHHBIMH WJIM BpPEMEHHBIMH (DaKTOpaMu pHCKa WIH HX
COBOKYMHOCTBIO y 438 (87,6 %) nerei.

[TanmeHTH! MONy4aay HAadalbHOE JIEYEHHE TEPAleBTUYECKUMHU 03aMH HE()PaKIHOHHUPOBAHHOTO
renapuHa, HU3KOMOJIEKYJSIPHOTO TenaphHa Wid (OHIanapuHyKca B TE€UEHHE IO KpailHel mepe
5 AHEH, mociie yero ObUTH paHIOMH3UPOBAHBI B COOTHOIICHUU 2:1 WM B TPyNIy puBapokcabaHa B
J103€, CKOPPEKTUPOBAHHOM 110 Macce Tella, UM B IpyNIy npenaparta cpaBHeHUs (renapunbl, ABK)
B TE€YEHHE OCHOBHOIO IMEpHOAA JIeUeHus, coctaBuBiiero 3 mecsaua (1 mecsu st nereil muaaie
2 5ieT ¢ Karerep-acconuupoBanHol BTD). Eciu 5T0 KIMHMYECKH BO3MOXHO B KOHIIE OCHOBHOTO
MeproJia JICYeHUsI TPOBOAMIIACH TTOBTOPHAS BU3YyalIH3allvsl COCYOB, MEPBUYHAS MPOBOAMIIACH HA
JTane BKIIOYEHHs] B HccienoBaHue. [locnme 3Toro mpuem uccieayeMoro Impemnapara Mor ObITh
MPEKpalIeH UK, MO PEIICHUIO UCCIIEI0BATES, IPOIOIIKAIICS CyMMapHO 10 12 mMecsues (ams nereit
Miaame 2 et ¢ karerep-accouuupoBanHot BT3 no 3 mecsien). [lepBruyHOl KOHEYHOM TOUYKOM
s pexTuBHOCTH ObLTa 4YacToTa cUMNTOMHOrO peruanBa BTDJ. IlepBuuHoll KOHEUHOH TOYKOM
Oe3omacHocTH OblJTa KOMOMHHMPOBAaHHAS YacTOTa OOJBIIMX M KIMHUYECKHA 3HAYUMBIX HEOOJBIINX
KpoBoTeueHuil. Bce koHeunble TOUYKM 3((EeKTUBHOCTM M 0E30MACHOCTH LEHTPAIN30BAHHO
OLICHUBAJKNCh HE3aBHUCHUMBIM KOMMTETOM, JJIsi KOTOPOro ObUIO 3acleIIeHO paclpeeseHne
NAaIMeHTOB MO Tpynnam JiedeHus. PesynbTarsl 3(QQeKkTUBHOCTH M 0€30MacHOCTH TPUBEICHBI B
Taomuuax 12 u 13 anxe.

Perumue BTD nponsomen y 4 u3 335 manueHTOB B Tpymie puBapokcabana uy 5 u3 165 marueHToB
B rpymne cpaBHeHus. KomOuHMpoBaHHas yacTtoTa OOJBIIOTO KPOBOTCUEHHS W KIMHHYECKH
3HAYUMOTr0 HeOOJIbIIOro KpoBoTeueHHs otMedanach y 10 u3 329 nmamuentoB (3 %), momydaBmmx
puBapokcaban, 1 y 3 u3 162 mammentoB (1,9 %), momyuaBmmx mpemapar cpaBHeHHs. Uwcras
KIHUYeckass 3>(PQeKTUBHOCTh (KOMOMHHMpOBAaHHAs YacTOTa CHMOTOMHOTO penuauBa BTD wu
00JIBIIOTO KPOBOTEUECHHsI) OTMedYeHa y 4 u3 335 manueHtoB B rpymne puBapokcabana m 'y 7 u3
165 marmeHTOB B TpyIIe cpaBHEHWs. PekaHanw3amus BEHBI IMPH TOBTOPHOW BHU3yaIH3aIluN
HaOmoanace y 128 u3 335 manueHToB IpH JICUeHUH puBapokcabanoMm u y 43 u3 165 manueHToB B
rpymIe mpenapara CpaBHEHHUS. DTU Pe3yibTaThl ObUTM B LEJIOM COMOCTaBUMBIMU y JETeH pa3HBbIX
BO3pacTHEIX Tpymil. B rpymme puBapokcabana 6s110 119 nereit (36,2 %) ¢ mo0bIM KPOBOTEUECHUEM,
BO3HMKIIUM Ha (OHE TepanuH, a B TpyIIe npenapara cpaBHeHus — 45 nereii (27,8 %).

Tabauua 12. [annsie no npoduiaio 3¢pdekTHBHOCTH pUBapoKcadaHa U Npenapara cpaBHeHUs
B KOHIIe OCHOBHOI0 NepHo/a JieYeHust

PuBapoxcadan IIpenapart cpaBHeHus!
Co0ObITHE
N =335* N =165*

Pernus BTD (mepBryHas | 4 3
KOHEYHast TOYKA (12 %, 95 % JIIT 0.4-3.0 %) (3,0 %, 95 % 1N
3¢ (HEKTUBHOCTH) < /0 ° YT,V /0 1,2-6,6 %)
Kom6unupoBannas KOHEYHAas 6
TOYKA: CHMITOMHBIA pPELUINB | §
BTD + 6eccuMnTtoMHOE . . . (3,6 %, 95 % AU
YXyAIUICHWE TPU  TIOBTOPHOM (1,5 %, 95 % 11 0,6-3,4 %) o

1,6-7,6 %)
BH3YaJIH3alUN
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KomOunupoBannas KOHEYHas
TOYKA: CHMIITOMHBIA pEIUINB

BTD + 6eccuMmToMHOE 21 19

YXY/UIEHHUE + OTCYTCTBHE (6,3 %, 95 % JIN 4,0-9,2 %) (11,5 %, 95 % A1 7,3-17,4 %)
W3MEHEHUM TpH  MOBTOPHOM

BHU3yaJIN3aINA

Pexananuzarmus BEHBI npu 128 43

TIOBTOPHOH BU3YaIH3aliH (38,2 %, 95 % 111 33,0-43,5 %) | (26,1 %, 95 % JAM1 19,8-33,0 %)
KomOunupoBanHas KOHEYHAas

TOYKA: CHUMIITOMHBIA PEIHIUB 4 7

BTD + Gospioe  KpoBOTEYECHHE (1,2 %, 95 % AN 0,4-3,0 %) (4,2 %, 95 % AU 2,0-8,4 %)

(4ucTast KIMHUYECKas BBITOJA)

TpombG03MO0Hs JIETOYHOH | | 1
apTepuud CO CMEPTEIbHBIM KU
HECMCPTCIIbHBIM NCXO0J0OM

(0,3 %, 95 % JI 0,0-1,6 %) (0,6 %, 95 % JIN 0,0-3,1 %)

* — moJyHas BLIOOpKA JUTS aHAITU3a, TO €CTh BCE JIETH, KOTOPBIC OBLTH PaHIOMU3UPOBAHbBI
JW — noBepuTenbHBIN HHTEPBAI

Tabamnua 13. /lanHble 1o npouI0 0e30MaCHOCTH PUBAPOKCcAdaHA M NpenapaTra CpPAaBHEHHUS B
KOHIIe OCHOBHOT'0 NEepPHO/a JeYyeHHUs

Co6 PuBapokcabaun IIpenapar cpaBHeHus
o0bBITHE
N =329* N=162*

KomMOuHMpOBaHHAas KOHEYHAas  TOYKa!
OobIIOEe KpOBOTEUYEHHE + KIMHUYECKH | |() 3
3HaYMMOE HEOOJNIbIIIOe  KPOBOTEUYCHHUE
(nepBuuHas KOHEUHAs touxa | (3,0 %, 95 % JIN 1,6-5,5 %) | (1,9 %, 95 % AN 0,5-5,3 %)
0e30MacHOCTH)

0 2
Bonbioe kpoBoTeucHue (1,2 %, 95 % N

(0,0 %, 95 % A1 0,0-1,1 %)

0,2 % - 4,3 %)

g;o}io:eplgﬁziomqeﬂne, BOSHHKIICE Ha | | o (36.2 %) 45 (27.8 %)

* — ppIOOpKa U1 aHanuM3a 0e30MacHOCTH, TO €CTh BCe AETH, KOTOpble ObUIM PaHAOMHU3UPOBAaHBI W TONYYHIH, IO
KpaiiHeil Mepe, OJ[Hy /103y MCCIIElyeMOro JIEKapCTBEHHOTO Ipenapara

[Ipopuns >ddexTuBHOCTH M O€30HmaCHOCTH pUBapokcabaHa ObUT B IIEJIOM CONOCTaBUMO Y
neanarpudeckoi momyssinuu ¢ BT u B3pocnoii momynsiiun ¢ TI'B/TDJIA, ogHako COOTHOIIEHHE
MAIMEeHTOB C JIIOOBIM KPOBOTEYEHHMEM OBUIO BBINIE B MeAMaTpudeckoi momyisimuu ¢ BTO mo
CpaBHEHUIO co B3pocioi nomynsuueit ¢ TTB/TOJIA.

ITanmenTs! ¢ TpoHBIM HO3UTUBHBEIM ADPC BLICOKOIO pHUCKA

B cnoncupyemoM  mccienoBaTeneM — PaHIOMH3HPOBAHHOM  OTKPBITOM — MHOTOIICHTPOBOM
HCCIICIOBAHNH C 3aCJICIUIEHHOHN OIEHKOW KOHEYHBIX TOUEK PUBApOKCabaH M3ydalcsl B CPAaBHEHHH C
Bap(aprHOM y MallMEHTOB C TPOMOO30M B aHaMHe3e, y KOTOphIX nuarHoctupoBaH ADC ¢ BICOKHM
PUCKOM TPOMOOIMOOTIHUYECKUX COOBITHH (TOJIOKUTENbHBIN pe3ylbTaT A BCEX TPEX TECTOB Ha
A®C: Hammure BOIYAHOYHOTO AHTUKOATYJSHTA, QaHTUTEN K KapIWOJIUIHMHY W aHTHTEN K Oera-2-
rinukornpotenny ). ITocne Bkiatouenus 120 manneHToB Hccie0BaHIe OBUIO MPEKPAIIEHO JOCPOYHO
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M0 MPUYMHE MOBBIIIEHHOM 4YacTOThl COOBITHI y MAallMEHTOB B Tpymnne puBapokcabaHa. CpeaHss
MPOJIOJDKUTEIBLHOCTh  TIEpUOAa HAONIOJICHUs cocTaBwia 569 jgHei. 59 manueHToB  ObUIH
pPaHIOMHU3UPOBAHBI B TpPYyNIy pHBapokcabana B po3ze 20mr (15SMr g manueHToB ¢
KK < 50 ma/mMun) u 61 — B rpynmy Bapdapuna (MHO 2,0-3,0). TpombosMOonnyeckrne COObITHS
npousonuin y 12 % manueHToB, paHJOMU3UPOBAHHBIX B TPYIIY pHBapokcabaHa (4 MIIeMHYECKHX
uHCcynbTa U 3 UM). ¥V manmeHToB, paHIOMU3UPOBAHHBIX B Ipymiry BapdapuHa, coObITHS HE OBLTH
3aperucTpupoBanbl. boibinoe kpoBoTeueHue mnpousonuio y 4 nmanueHtoB (7 %) w3 rpymnisl
puBapokcabana u 2 nanuenToB (3 %) u3 rpymnmnsl BapgapuHa.

5.2. ®apMakoKMHEeTHYECKHE CBOIICTBA

AOcopOrus

[IpencraBnennas Hike HHPOPMALIK OCHOBAaHA HA JAHHBIX, MOJYYEHHBIX BO B3POCIION MOMYJISIIUH.
PuBapoxcaGan 6bI1CTpO BcachIBaeTCsl; Cax IOCTUTACTCA Yepe3 2—4 yaca nocie npueMa TabJIeTKH.

IIpn npueme BHYTph B Buae TaOueTOK B 1o3upoBke 2,5 Mr u 10 Mr puBapokcabaH BcachIBaeTCs
MIPAKTHUYECKU MOJHOCTBIO, IPU TOM €ro 6uomoctynHocTh Bbicokas (80—-100 %) He3aBHCHMO OT
npuema numy. COBMECTHBIN ¢ MUILEH MpreM puBapokcabaHa B g03e 2,5 Mr u 10 Mr He BIUseT Ha
AUC u Cnax puBapokcabana.

B cBsi3M cO CHIKEHHOW CTETIEHBIO BCACHIBAHHS OMOJOCTYITHOCTD TOCTIE MPUEMa BHYTPh TaOJIETKU
20 mr HaToak cocrasisuia 66 %. [Ipu npueme puBapokcabana B Tabserkax 20 Mr BMecTe ¢ MHIEei
Habmoganoch yBenuuenue cpeasero 3nadenus AUC Ha 39 % 1o cpaBHEHHIO C IPUEMOM TalJIETOK
HATOIIAK, YTO CBHJIETEIICTBYET O MPAKTHYECKU TTOJTHOM BCACBIBAHUW M BBICOKOW OMOMOCTYITHOCTH
npenapaTta mpu npueme BHYTpb. llpemapar PuBapokcaban, TaOneTKu, MOKpHITHIE IUIEHOYHOM
00o0m0uko#, 15 Mr u 20 Mr crieayeT NpUHUMATH BO BpeMs e/1bl (CM. pasnen 4.2.).

dapMakOKMHETHKAa  pUBApOKCAa0aHA  XapaKTEPU3YeTCsl ~ YMEPEHHOW  MEXHHIIMBHIYaTbHOU
BapnabeIbHOCTHIO B auamna3zoHe (kodddunment BapuadensHocTn (CV%)) Bapeupyer ot 30 % mo
40 %.

BcacbiBanue puBapokcaOaHa 3aBUCUT OT MeECTa €ro BBICBOOOXKIEHHS B KEIyAO0YHO-KUIIEYHOM
TpakTe. Ilpy BBeJeHUM TpaHy/sATa pUBapoKcabaHa B MPOKCHUMANbHBIA OTJET TOHKOW KHIIKH
Habmonanocs cHmxenne Ha 29 % u 56 % B AUC u Cnax COOTBETCTBEHHO, B CPABHEHHUH C IPHEMOM
LeJIoi TabaeTKu. DKCIO3MLUS IpenapaTa TakkKe YMEHBINAETCs MPU €ro BBEACHUU B AUCTAIIbHBIHI
OTIEeN TOHKOM KHUIIKA WJIM BOCXOIAIIyI0 000704Hyl0 KumKy. Criemyer u30eraTh BBeIEHUS
pHBapOKca6aHa B )I(GHYJIO‘{HO-KPIHIGIIHBII}'I TPaKT AUCTAJIBHEC KEJIYyIKa, IMOCKOJIBKY 3TO MOXCET
TMOBJICYb CHUKEHHE BCACBIBAHUS U, COOTBETCTBEHHO, YKCIIO3ULIUH PUBapOKcabaHa.

buonoctynHocTh (AUC 1 Crax) puBapokcabana mpHu npueMe BHYTPb L0 TabIeTKu B JO3UPOBKE
20 Mr OBLTa COMOCTaBMMa C OMOIOCTYMHOCTHIO Tperapara B BHIE W3MEIbUYCHHOW TalbneTku (B
CMecH C S0JIOUHBIM IMIOpEe MIIM CYCIICHIAMPOBAHHOW B BOJIE) M BBEIEHHOI uepe3 Ha30racTpaibHBINA
30HA C TMOCJIEAYIOIUM HPUEMOM SHTEPAJbHOrO MUTAHUS. YUUTHIBAs MpeJICKa3yeMblil
JI0303aBUCUMBIA  (hapMaKOKMHETHYECKUi mpoduiab puBapokcabaHa, pe3yiabTaThl JTaHHOTO
WCCIIEIOBaHUS OMOIOCTYITHOCTH MPUMEHUMEBI TaKKe M K 00Jiee HU3KUM JI03aM.

Pacnopenenenue

B opranusme yenoBeka 6osbias 4acTh puBapokcabana (92-95 %) cBsa3biBaeTCs ¢ OeIKaMHy I1a3Mbl
KpOBH, B OCHOBHOM pHBapOKCca0aH CBS3BIBACTCS C CBIBOPOTOYHBIM ajdbOymMuHOM. OO0beM
pacnpenenenus (Vgs) yMEPEHHBIN U COCTABISET MPUOIM3UTENHEHO SO 1.

Buorpancdhopmanms v 3IMMUHALINAS

[Tpubnu3uTenbHO % OT MOJIYYEHHOH BHYTPH /03Bl pUBapoKcabaHa MeTabOIU3UpyeTcs M 3aTeM
BBIBOJIUTCS MMOYKAMU M Y€pe3 KHUIIEYHHUK B PaBHBIX COOTHOIICHUAX. OcTaBIIasCs 753 MOTYyYECHHOH
BHYTPb 03Bl BBIBOJUTCS TMOCPEACTBOM NPSMOM TOYEYHOW SKCKPEUMH B HEM3MEHEHHOM BHJIE
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T’ TaBHBIM o6pa30M 3a CUEeT aKTHUBHOU MOYEeYHOM CCKpeIHH.

PuBapokcaban metabonusupyetcs nocpenctsom uzopepmento CYP3A4, CYP2J2, a Taxxe npu
IIOMOIIM MEXaHW3MOB, HE3aBUCHUMBIX OT CHCTEMbl LUTOXPOMOB. (OCHOBHBIMH YYaCTKaMH
OouotpanchopmManny SABISIOTCS OKHCICHHE MOP(OIMHOBOM IpyNIbl U THAPOJIN3 aMHUIHBIX CBSI3EH.
CornacHO [aHHBIM, IOJIYYEHHBIM in Vitro, puBapokcabaH SsBJIseTCd CyOCTpaToM jsi OEJIKOB-
TepeHoCUnKoB P-gp u Oenka pe3sucTeHTHOCTH paka MoJiouHO# xxene3bl (BCRP).

Hewnsmenennsiii puBapokcabaH sBIsieTCsl HamOoJjiee BaKHBIM COCJMHEHHWEM B IUIa3Me€ KpOBH,
OCHOBHBIE€ WJIM AaKTHBHBIE LUPKYJIUPYIOIIHME METaboJUTHl B IUIa3Me€ HE OOHAapYKEHBI.
PuBapokcabaH, CHCTEMHBIN KJIMPEHC KOTOPOro cocTaBisgeT npubiausutenbHo 10 /4, MoxkeT ObITh
OTHECEH K JICKAPCTBEHHBIM BEIIECTBAM C HHM3KUM KiIHpeHcoM. llocie BHYTPHMBEHHOTO BBEICHUS
no3sl 1 Mr T). cocraBisier mpumepHo 4,5 yaca. Ilocne mpuemMa BHYTpb BBIBEACHHE Ipernapara
OTPaHUYMBAETCS €ro CKOPOCThIO BcachiBaHUS. T'2 cocraBisieT oT 5 10 9 4acoB y MOJOABIX
ucnbITyeMbiX U 11-13 yacoB — y nalmeHTOB MOKUJIOT0 BO3pacTa.

JInHelHOCTh (HEJIMHEMHOCTB)

dapMakOKMHETHKa pUBapoKcabaHa MPaKTHYECKH JIMHEHWHa MpH J03ax 10 15 Mr onuH pa3 B CYTKH.
IIpu npumeneHun puBapokcabaHa B 0Ooyee BBICOKMX [03aX HAOIIONAETCs OrpaHHMYUBAEMOE
pacTBOPEHHEM BCACBIBAHUE CO CHM)KEHHEM OHMOJOCTYIHOCTH M CKOPOCTH BCachlBaHMs. JTO Oosee
3aMETHO IIPY NIPUEME HATOIIAK, HEXKEIIH IIPHU IIPUEME C ITUILIEH.

Oco0ble rpynnbl HaluEHTOB

Tlon

Y My)XUYWH ¥ KCHIUH KIMHUYECKU 3HAYUMBIX Pa3nuunii (hapMakKOKMHETUKH HE 0OHAPYKEHO.
Jluya nosxcunozo 6o3pacma (cmapuie 65 n1em)

VY nanuMeHTOB MOKWJIOTO BO3pacTa KOHIIEHTpAIMsl pUBapokcabaHa B IUIa3Me KPOBHU BbIIIE, YEM Y
MOJIOABIX TanueHToB; cpeanee 3HadeHme AUC mnpubmmsutensHo B 1,5 pasa mpeBbImaeT
COOTBETCTBYIOILME 3HAYEHUS y MOJIOJBIX MAllMEHTOB, INIaBHBIM 00pa3oM, BCIEACTBHE KaKyLIETrocs
CHIKEHHUs O0ILEero U mo4eyHoro kiaupeHca. Koppekiun 1o3b1 He TpedyeTcs.

Macca mena

CymecTBeHHBIE W3MEHEHHSI MacChl Tella y B3pocibix marueHtoB (menee 50 kr u Gosee 120 kr)
JMIIb HE3HAYUTEIbHO BIMSIOT HAa KOHLEHTpALMIO pHUBapoKcabaHa B IUIa3Me KpOBH (pasiauuue
coctapisieT MeHee 25 %). Koppekuuu 10361 He TpeOyeTcs.

Mesicomuuueckue paznuuus

Knuanueckn 3HauMMBIX pa3nuyuii  (papMaKOKMHETHKH U (GapMaKOAMHAMUKHA Y TAIlMEHTOB
€BPOIICOUTHON, aPpOaMEPUKAHCKOH, TATHHOAMEPUKAHCKOM, STTOHCKOW WJIM KUTAHCKOW 3THUYECKON
MIPUHAJUIEKHOCTH HEe HAOII01an0Ch.

Ileuenounasn nedocmamounocmo

VY ManueHToB ¢ IMUPPO30M TICUCHHU M JICTKOH CTENEHBIO TICUCHOYHON HE0OCTATOYHOCTH (Kiacc A 1o
knaccudurarmu  Yaina-I1pr0)  gapmakokmHeTHKa pHUBapoKcabaHa JIMIIb  HE3HAYHUTEIHHO
OTJINYANACh OT COOTBETCTBYIOIIMX MMOKA3aTeIeH B KOHTPOJIBHOU I'PYIIE 30POBLIX JTOOPOBOIBIICB
(B cpenneM ormeuanoch yBenuuenne AUC puBapokcabana B 1,2 paza). Y ManueHToB ¢ IUPPO30M
MIEYCHU U TIEYEHOYHON HEeIOCTaTOYHOCTHIO CpelHEH cTeneHn TsokecTH (kiaace B mo kimaccudukanmm
Yaitnn-ITeto) cpemusis AUC puBapokcabana Oblla 3HAaYMTENHHO TMOBBIMICHA (B 2,3 paza) Mo
CpaBHEHUIO CO 370poBbIMH jAoOpoBosbiiamMu. AUC HeCBA3aHHOTO TperapaTa IMOBBIIIATIACh B
2,6 pa3. Y TakuxX MAaIMEHTOB TAaK)Ke CHWKAJIOCHh BhIBEIEHUE pUBapoOKcabaHa MOYKaMH, aHAIOTUIHO
MAIMeHTaM C HapylleHueM (QYHKIIUHU MOYeK cpenHed creneHu. J[aHHbIe 0 MpUMEHEHHUH Tpernapara
y NAIIMEHTOB C HapylIeHHeM (DYHKIIMH MEYEHU TSHKETIOW CTENeHU OTCYTCTBYIOT.
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[MomaBnenne akTUBHOCTU (pakTopa Xa yBEIMYHMBAJIOCH B 2,0 pa3 y MallMEeHTOB C HapylIEHUEM
(GYHKIIMM TE€YEeHU CpefHell CTeNeHU TSDKECTH MO CPAaBHEHHMIO CO 30POBBIMU JOOPOBOJIBLIAMU;
MoKa3aTeiau MPOTPOMOMHOBOTO BPEMEHHM TakXke yBenuuuBaiuch B 2,1 pasa. [lamuents! ¢
NEYCHOYHOW HEJAOCTaTOYHOCTBIO CpEJHEH CTENeHH TsHKeCTH 0ojiee YyBCTBHTEIBHBI K
puBapokcabaHy, 4TO SIBJSIETCA CIEACTBUEM OOJiee TECHOM B3aUMOCBSI3M (hapMaKOJUHAMHYECKUX
3¢ dexToB U (apMaKOKHHETHYECKUX MAapaMeTPOB, OCOOCHHO MEX/1y KOHIIEHTpalHel npenapara u
MIPOTPOMOHMHOBBIM BPEMEHEM.

IIpenapat PuBapokcusi NpoTHBONOKA3aH MallMeHTaM ¢ 3a00JICBaHUSAMH [1€4YEHH, TPOTEKAIOUIMMU C
KO&FYHOHaTHCﬁ U PHCKOM KIMHUYCCKH 3HAYUMOI'0O KpPOBOTCUYCHHA, BKIIKOYAsd IIAIMCHTOB C
UPPO30M TEUCHH C MEYEHOYHOH HemocTaToyHOCThI0 Kinacca B m C mo knmaccuduxanum Yaina-
[Tpto (cm. paznen 4.3.).

Tloueunas nedocmamounocmeo

YBenuueHue SKCIIO3UIMA PUBApOKcadaHa KOPPETUPOBAIO CO CHUXKEHHEM (DYHKIIMM MOYEK, YTO
onennsaioch mo KK.

VY manueHToB ¢ HapymieHueM (yHKIuH modek Jjerkou crtemeHu TsokectH (KK 50-80 mu/muH),
HapylieHueM (QYHKIUHU Mmovek cpefaHeit crenenu Tsokectd (KK 30—49 mun/MuH) v HapymieHueM
¢bynkuun noyek Tsoxenoit crenenn (KK 15-29 mu/mun) nabmoganock coorBerctBeHHo 1,4-, 1,5- u
1,6-kpaTHOE  yBeIMUYCHHE KOHIEHTpAlMii puBapokcabana B 1wazmMe kpoBu (AUC).
CooTtBeTcTBytOIIee yBenuueHre hapmakognHaMuieckux d3hQexTor ObU10 O0ee BIPaKEHHBIM.

VY manueHToB ¢ HapylieHueM (YHKIUU TOYEK JIETKOH, CpeHEH W TSHKENOW CTEMEeHBIO TSAKECTH
o0IIee MmojiaBIcHUEe aKTHBHOCTH (hakTopa Xa yBenuduBaioch B 1,5, 1,9 u 2 pa3a nmo cpaBHEHHIO CO
3I0POBBIMHU JTOOPOBOJIBIIAMH; TIPOTPOMOMHOBOE BpEMsi BCIICACTBHE JCUCTBUS (PakTopa Xa Takke
yanuasinock B 1,3, 2,2 1 2,4 pa3a COOTBETCTBEHHO.

JlanHble o mpuMeHeHMH puBapokcabana y mnamueHToB ¢ KK < 15 mu/mMun ortcyrcrBytor. He
pEeKOMEHIyeTcsi mpuMeHsATh npemapar y mnamueHToB ¢ KK < 15 mu/mun. Crnenmyer coOmromath
OCTOPO’KHOCTD TIPH NTPUMEHEHUH npenapaTa y narueHToB ¢ KK 15-29 mn/muH (cM. pasaen 4.4.).

dapMaKOKUHETHUYSCKHUE JaHHBIC Y MAIMEHTOB

VY B3pocCibIX NAMEHTOB, MOJIYYaOUIMX puBapokcadaH B 03¢ 20 M OMH pa3 B CYTKH ISl JICUEHUS
octporo TI'B, reomerpuueckoe cpeanee konueHTpanuii (90 % npeauKTHBHBIN HHTEpBaN) yepes 2—
4 qaca u mpuMepHO dYepe3 24 yaca mocie npuema J03bl (YTO HMPUMEPHO COOTBETCTBYET Cmax H
MUHUMaJIbHON KOHIEHTpauuu (Cmin) B MHTEpBAJIE 103UpOBaHUs) cocTtaBuio 215 (22-535) mkr/n u
32 (6-239) MKT/JT COOTBETCTBEHHO.

dapmakoknneTnueckas-dbapmakoanaamuyeckas (PK/DJ1) 3aBucUMOCTE

Cootnomenne OK/OJ] mexay KOHIEHTpaIueil puBapokcabaHa B Tula3Me KPOBU M HECKOJIHKUMHU
KOHCUHBIMH (hapMaKOJMHAMHYCCKUMH ToukaMu (MHTHOMpoBaHue (akropa Xa, [1B, AUTB, Hep-
TECT) OLEHHUBAJIOCH MOCJE MpHUeMa IIUPOKOro AuanazoHa a03 (oT 5 mo 30 Mr aBa pasza B CYTKH).
B3anmocBs3p MeXIy KOHIIEHTpanued puBapokcabaHa W aKTUBHOCTBIO (akTopa Xa HaWIydIIuM
00pa3oM NPOJEMOHCTPUPOBAHA C HCIOJIb30BAaHUEM MOAETH Emax. Hdns 1B monens nuHeiHON
perpeccuu B IIEJIOM JIy4YIlle ONMMCHIBACT JaHHbIC. YTIOBOM KO3()PUIMEHT 3HAUUTENHHO MEHSICS B
3aBHCHUMOCTH OT PEaKTHUBOB, MUCTONBb3yeMbIX i ompenenenus [1B. Ilpu ncnons3zoBanuu Habopa
Neoplastin ncxonnoe 3nadenue IIB coctaBuio okono 13 ¢ ¢ HAKIOHOM JUHHMH OKOIO 3—4 c
(100 mkr/m). Pesynprathl ananuza cooTHoueHus DOK/DJ] B wuccnemoBanumsx I u I dazsr
COOTBETCTBOBAJIM aHAJIOTMYHBIM TIOKA3aTENSIM Y 3J0POBBIX MAIlEHTOB.

VY mamuentoB ¢ OKC, momydaromux puBapokcabaH B mo3e 10 Mr ogwmH pa3 B CYTKHA IS
npopunaktuku BT, reomerpuueckoe cpeanee koHueHTpauui (90 % mpeauKTUBHBIA MHTEpBA)
yepe3 2—4 yaca U mpUMEpHO uepe3 24 yaca mocie npuema J03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOW M MHHMMAJIBHOW KOHIIEHTpaIusaM) coctaBmio 101 (7-273) mxr/n u 14 (4-51) mxr/n
COOTBETCTBEHHO.
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CTH

be3onacHocTh 1 3 PeKTUBHOCTL puBapoKcabaHa y eTel U MoJpocTKoB B Bo3pacte oT 0 1o 18 set
[0 TOKa3aHHIO <«IIPOQHIAKTHKA HHCYJIbTa M CHCTEMHOM TpoMOOSMOOIMHM Yy MAIMEHTOB C
GubpmIALmeit npeacepauity HEKJIANaHHOTO POUCX0XK/ICHUS HE YCTAHOBIICHBI.

Abcopbyus

Jletn nony4anu puBapokcabaH B BUE TaOJIETOK MM CYCIIEH3UH JUIsl IPHEeMa BHYTPb BO BPEMsI MJTH
Ccpa3y IMocjie KOPMJIGHHS WIM TpueMa IMHUIIM, BMECTE C OOBIYHON MOpIHeH >KUIKOCTU s
o0ecriedeHusT HaAJIeKallero A03upoBanHus y aereil. Kak y B3pocibix, Tak Uy eTel puBapokcadaH
OBICTPO BCAChIBAETCs IMOCJE MEPOPAILHOTO MpHeMa IMpernapaTta B JEKapCTBEHHON (GopMe TabIeTKu
WM TPaHYJNbI 1751 IPUTOTOBJICHHSI CYyCIIEH3UHU JJIs pueMa BHYTph. He oTMedanock pa3HMIBI HU B
CKOPOCTH, HH B CTEIICHH BCACBHIBAHUS MEXIy JIEKAPCTBEHHBIMH (POPMaMU TaOJIETKU U TPAHYIBI IS
NPUTOTOBJICHUS] CYyCHCH3MM sl nmpuema BHYTpb. [laHHble 0 (papmakokumHeTHKe y Aereil mocie
BHYTPUBEHHOT'O BBEACHHUS OTCYTCTBYIOT, IIOATOMY abCOJIIOTHAsE OMOIOCTYTHOCTh pHBapokcabaHa y
JeTeli HeW3BeCTHA. bBUT0O OOHApY)KEHO CHIDKEHHE OTHOCUTENbHOW OWOJOCTYITHOCTH TpH
YBEIMUYEHHUH 103 (B MI/KI' Macchl Tella), HA OCHOBAaHHM YEr0 MOXKHO CJIENIaTh MPENNoiI0KeHHe 00
orpaHuyeHusx abcopOuuu i 6osee BBICOKUX 103, Jake Npu npueme ¢ nuiueid. PuBapokcaban B
BUJE TAaOJIETOK MO3UPOBKOW 15 Mr mmm 20 Mr ciieayeT mMpUHUMATh BO BpeMsi KOPMJICHHUSI WU BO
BpeMs efbl (cM. paznen 4.2.).

Pacnpeoenenue

CrnenuduyHble B OTHOLIEHUU J€TeH IaHHBIE O CBS3bIBAHMM PHBApOKCabaHa C OelKaMM ILIa3Mbl
KpOBH OTCYTCTBYIOT. J[aHHBIE O (apMaKOKHMHETHKE Y JIETEH ITOCe BHYTPUBEHHOTO BBEICHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y JneTei (Bo3pacTHOM sauama3zoH ot O no 18 ser) mocne
HEepOpaNbHOrO TpHeMa pHBApOKCadaHa, CHPOTHO3HMPOBAHHBIA C IOMOLIBIO MOMYNIAIHOHHOTO
q)apMaKOKI/IHCTI/I‘{GCKOFO MOACIMPOBAHUA, 3aBHUCHUT OT MACChl TC€JIa W MOXCT OBITH OITMCAaH C
MOMOIIBIO AJUIOMETPUUYECKON (QYHKIIMH CO CpeTHUM 3HadeHneM 113 i as cyObekTa ¢ Maccoil Tena
82,8 kr.

buompancgopmayus u snumunayus

Crnenuduvaple B OTHONICHWM JETEH JaHHble O METa0OMu3Me OTCYTCTBYIOT. JlaHHBIE O
(dapMakOKMHETHKE Yy JeTeil Tocje BHYTPUBEHHOTO BBEICHHS pPHUBapOKcadaHa OTCYTCTBYIOT.
Knupenc y nereéi (BozpactHoi nuamazoH or 0 mo 18 jer) mocne mepopanbHOTO mpHEMa
puBapokcabaHa, CHPOTHO3MPOBAHHBIM C MOMOIIBIO TMOMYJISIMOHHOTO (HapMaKOKHMHETHYECKOTO
MOJICTMPOBAHMS, 3aBUCUT OT MACChl Te€Jla U MOXKET OBITh ONMHCAH C MOMOUIBIO AJNIOMETPUIECKOM
GyHKIIMM €O CpeaHUM 3HadYeHueM 8 /4 g cyObekta ¢ Maccod Tenma 82,8 kr. CpemHue
reomerpuyeckue  3HaueHuss 1'%,  paccumTaHHblE € TIOMOLIBIO  MOMYJISILIUOHHOTO
(apMaKOKMHETHYECKOTO  MOJICIMPOBAHMUS, YMEHBIIAIOTCA C yMEHBIIEHHEM BO3pacTta |
BapbUpyrOTCs OT 4,2 yaca y NOJPOCTKOB 0 IPUMEPHO 3 4acoB y aerel B Bo3pacte 2—12 net, 1o 1,9
u 1,6 vaca y nereti B Bozpacte ot 0,5 1o 2 net u menee 0,5 roza COOTBETCTBEHHO.

Ocobvie epynnvl nayuenmos

I'eomerpuueckoe cpennee koHueHTpanuii (90 % wHTEpBaN) B MHTEpPBANIaX BpEeMEHH OTOOpa Mpoo,
MpUMEPHO COOTBETCTBYIOMIUX Crmax U Cmin B MHTEpBaJIC I03UPOBaHUS, y neTeil ¢ octport BTO,
MOJIyYaloIIUX pUBapoOKcabaH B J103€, 3aBUCALICH OT Macchl Tesa, Ul MOJY4YEHUs 3KCIO3MLHUU,
COOTBETCTBYIOILLEH TaKOBOH y B3pociblx nanueHToB ¢ TI'B, nonydarommx no3y 20 Mr oiuH pa3 B
CYTKH, IIpe/cTaBieHsl B Tabmure 14.

Tabauua 14. Cpoagnas cratucTuka (reomerpuuyeckoe cpeaHee (90 %  wuHTepBan))
PABHOBECHBIX KOHIIEHTPaluii puBapokcadaHa B mia3Me KpoBH (MKI/JI) B 3aBHCHUMOCTH OT
pe:kuMa I103UPOBAHMS U BO3pacTa

Bpemennsnie
HHTEpPBAJIbI
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Onun  pa3 B N or 12 5o N or 6 o | ) ) )
CYTKH 18 ner 12 ner
2,5-4 gaca 171 241,5 4 229,7
CIyCTs (105-484) (91,5-777)
20-24 gaca 151 20,6 24 15,9
cnyers (656659)‘ (3,42-45.5)

oT
ABa pa3za B N or 6 10 N oT 2 110 N 6 mec ) )
CYTKH 12 aer 6 aer 102 .11.eT
2,54 gaca 36 145.4 38 171,8 5

H.p. - -
CIyCTs (46,0-343) (70,7-438) P
10-16 wacon | _ 26,0 |22 . 10,7
cnyers (91’999)’ (0,25-127) I({Hl;)p)'
Tpu pa3a B oT 2 10 or or or

pH P N 100N poxaenuss | N 6 mec. N POXKACHUS
CYTKH 6 aer
o 2 et o 2 jer o 6 mec.
0,5-3 yaca s 164,7 55 111,2 3 114.3 . 108,0
—— (108-283) (22,9-320) 526’)9‘ (19,2-320)
7-8 yacoB 33,2 18,7 214 16,1
5 _ 23 ’ 12 _ | _

CIyCTs (9198’77) (10,1-36,5) 2150’65) g13,06?;

H.p. — HE PaCCUUTHIBAIOCH

3HaveHHs HIDKe HIDKHETO Mpeena koinmaectBeHHoro onpenenenus (HIIKO) 6pumn 3amenenst Ha Y2 HITKO mist pacyera
craructuku (HITKO = 0,5 Mxr/i).

Dapmarxoxunemuyeckas-papmaxoOuHamuyeckas 3a6UCUMOCb
Llon

AHanu3 MOJTy4eHHBIX JaHHBIX HE BBISBWJ CYIIECTBEHHBIX Pa3IMUuuil B OKCTIO3HUIIMK pUBapoKcabaHa
y JIeTeil pa3Horo mnouia.

Macca mena

VY nereii no3a puBapokcabaHa 3aBUCHT OT MacChl Tela. AHAU3 JaHHbBIX, MOJyYCHHBIX JUIS JeTeH,
HC BBbIIBWJI 3HAYUMOI'O BIIMAHUS HCZ[OCTaTOLIHOI‘/’I MacCChl TE€Ja WM OXUPCHHUA Ha OKCIIO3ULUIO
puBapokcabaHa.

Meocomnuuecxkue paziudus

AHanu3 NOJIyYEHHBIX AAHHBIX HE BBIABWI 3HAYMMBIX MEKITHHYECKUX Pa3IM4YMd B 3KCIO3UIUHU
puBapokcabaHa y JeTeil AMOHCKOM, KUTAaHCKOW WM a3uaTCKOW ATHUYECKOW MPUHAIICKHOCTH 32
npeaenamu Slnonun n Kuras no cpaBHeHuUIo ¢ o01mei meauaTpudeckoil momyssiuei.

leuenounas nedocmamounocmo

Knuandyeckue maHHbIC A1 TS C HapyHnIeHHUEM (bYHKI_II/II/I MNCUCHU OTCYTCTBYIOT.

Toueunas nedocmamounocmo
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JlaHHBIE KTUHUYECKUX UCCIEAOBAaHUN y IeTel B Bo3pacTe | roja u crapiiie co CpeaHeil U TAKEIou
crenenplo HapymeHus (yHkiuu mouek (CK® < 50 m/mun/1,73 M? miomagy moBEpXHOCTH Teja)

OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1 Hepeqeﬂb BCIIOMOraTeJIbHbIX BEIIECTB

ManHuTON

[ennrono3a MUKpPOKpUCTATIINYECKAS
Makporoxn 8000

ITomoxcamep 188

Hatpus naypuncynbdar

Kpockapmemnosa Hatpus

KpeMH#Hs THOKCH KOJIJIOWTHBIN O0€3BOTHBIN
Hatpus creapundymapat

IInenounas obonouxa

H]leHKOO6Da3V}0WCl}Z cmecnw.

I'mnpomennoza-2910 15 cP
Maxkporox 4000

Turana muokcun (E171)
XKenesa oxcua kpacHsiit (E172)

6.2. HecoBMecTuMOCTH
Henpumenumo.
6.3. Cpok roqHocTu (CPOK XpaHeHHs )

5 nert.

H3MenpueHHBIE TAOJIETKH

W3menbvuennble TabneTku mpemnapata PuBapokcust cTaOWiIbHBI B BOJAE€ U B SIOJOYHOM IIOpE B

TeueHue 4 4acos.

6.4. OcoObie Mepbl MPEAOCTOPOKHOCTH NPHU XPAHEHUH

XpaHuTh pu TemnepaType He Boie 25 °C, B OpuruHaIbHOM OJIiCTEpe.

6.5. XapaxkTep u cofepkaHue YNIaKOBKHU

I[To 10, 12 wm 14 Ttabnerok B OgUCTEpEe W3 TPO3PAYHOrO0 KOMOMHHUPOBAHHOTO Marepuaia
MTOJIMBUHWITXJIOPHIA/ TIOTMBUHIIIUICHXJIOPU I/ TIOTMBUHUIIXJIOPHU/IA U ATFOMUHUEBON (DOJIBIH.

ITo 3, 6, 9 unmu 10 6auctepoB (o 10 TabneTok) unu o 5 6iuctepos (1o 12 TabaeTok) wiu o 1, 2,
4,7, 12 wnu 14 6mucrepos (o 14 TabneTok) BMECTE C JIMCTKOM-BKJIABIIIEM MOMEIIAIOT B MAUKy

KapTOHHYIO.

He Bce pazMepsl ymakoBOK MOTYT OBITh JIOCTYITHBI JIJISl peain3aliiu.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPU YTHJIM3ALUMN MCIOJIb30BAHHOIO JIEKAPCTBEHHOI0
npenapara WJid OTX0J0B, MOJYYeHHBIX Moc/Je MPUMEHEHHs JeKapCTBEHHOI0 Mpenapara, u

APYIrue MaHUNYJAIIUMH C IIpernapaTom
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H3mMmenpueHre TaOISTKU U BBEJICHUE Yepe3 HAa30TacTPaIbHBIA 30HT

N3menbueHnHas TabseTka npemapata PuBapokcusi MOKeT ObITh BBEJCHA Yepe3 Ha30racTpabHBIN
30u1. [lepen BBenenuem npemnapara PuBapokcust He0OX0IUMO yOSIUTHCS, YTO 30H PaCIoaraeTcs
B skenmyake. Cremyer W3MENbUUTh TaONETKy M cMmemaTh ¢ 50 M BOIBI, 3aT€M BBECTH 4epe3
HazoracTpaibHbIi 30H1. [Tocie yero He0OX0AUMO BBECTH HEOOJBIIOE KOJIUYSCTBO BOBI JIJISl TOTO,
yTOOBI CMBITH OCTaTKM Ipenapara co CTeHOK 30Haa. [lockonbky abcopOnus puBapokcabaHa
3aBHCHT OT MECTa BBICBOOOXKICHHWS JICHCTBYIOIIETO BEUIECTBA, CIEAyeT H30eraTh BBEICHUS
puBapokcabaHa TUCTaIbHEE JKENyJKa, B IMPOTUBHOM CIIydae 3TO MOXKET MPHUBECTH K CHUKCHHUIO
abcopOIMM |, CJEeJI0BaTEIbHO, K CHIDKEHHUIO OKCIIO3HMIIMM JICHCTBYIOIIEro BemiecTBa. llocne
BBEJICHUSI M3MEJIbYCHHOW TalOjeTku mpenapata PuBapokcusi 20 Mr ciieiyeT HEMEUICHHO BBECTH
SHTEpallbHOE UTaHue (cM. pazaenst 4.2. u 5.2.).

Het ocoObix TpeboBaHuii K yTuiau3auuu.

7. AEPXKATEJIb PETUCTPALHIUOHHOI'O YAOCTOBEPEHUSA

CrnoBenus

AO «KPKA, n.1., HoBo Mmecto»
[maprenika necra 6, 8501 HoBo mecto
Tenedon: +386 7 331 21 11

®axkc: +386 7 332 15 37

Anpec snexktponHoi nouTsl: info@krka.biz

7.1. IllpencraBuTeb Aep:KaTessi pETHCTPANMOHHOIO YA0CTOBEPeHU

[Iperen3un norpeduTenelt HaMPaBIATh MO ATPECY:

Poccuiickas @enepauus

000 «KPKA-PYC»

143500, MockoBckas 00:1., T. Mctpa, yin. MockoBckas, 1. 50
Tenedon: +7 (495) 994 70 70

dakc: +7 (495) 994 70 78

Anpec snextponHoii mouthl: krka-rus@krka.biz

Pecnybnuka benapychb

[IpencraButensetBo AxmmoHepHoro obmiectBa «KRKA, tovarna zdravil, d.d., Novo mesto»
(Pecyonmka CnoBenusi) B Pecniy6nuke bemapych

220114, r. MuHck, yi. ®unumonoBa, 1. 251", oduc 315

Tenedon: 8§ 740 740 9230

dakc: 8 740 740 9230

Anpec amexTponHoi mouThl: info.by@krka.biz

Pecnyonuka Kazaxcran

TOO «KPKA Kazaxcran»

050040, r. Anmatsl, Mukpopaiton KOKTEM-1, nom 15A, oduc 601
Tenedon: +7 (727) 311 08 09

Anpec snextponHoii moutsl: info.kz@krka.biz

PecniyOnuka Apmenus
[MpencraButenscTBO «Kpka, 1.1., HoBo MecTo» B PecyOmike ApmeHust
0001, r. EpeBan, yn. Hanbangss, 1. 106/1 («CAAT-HOBA» BU3HEC-LIEHTP), oduc 103

Tenedon: +374 11 560011
Anpec smexTponHo# mouThl: info.am@krka.biz

Keipreizckas PecryOnuka
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[IpencrasutensctBo AO «KPKA, ToBapna 3apasuin, a.1., HoBo mecto» B Keipreizcrane
720040, Yyiickas obmnacts, r. bumkek, OynpBap IpKuHAMK, 1. 71, 610K A

Temedon: +996 (312) 66 22 50

Anpec snexktponHoi nouthl: info.kg@krka.biz

8. HOMEP PETUCTPAIIMUOHHOI'O YAOCTOBEPEHUSA

JITT-Ne(000716)-(PT-RU)

9. KATEI'OPHUSA OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

HeKapCTBeHHBIﬁ npenapaTt OTHOCUTCA K KaTCTOPHUH OTITYCKa «I10 PEUCIITY».

OOmiasi XxapakTepUCTHUKa JICKApPCTBEHHOro Tpernapara PUBapoKCcHsi JIOCTYIHA B €AMHOM peecTpe
3aperUCTPUPOBAHHBIX JIGKAPCTBEHHBIX CPEICTB EBpa3sMiiCKOro 3KOHOMHYECKOIO COK3a M Ha
oduIHaATEHOM caiite YIOJIHOMOYEHHOTO oprana (9KCTIepTHOI OpraHM3aIiHN)
https://lk.regmed.ru/Register/EAEU_SmPC.
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