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OBIIASI XAPAKTEPHCTHKA JIEKAPCTBEAHOT OTIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

PuBapoxcaban, 15 mr, TabneTKH, TOKPHITHIE TNIEHOYHOW 000JI0YKO.

PuBapokcaban, 20 mr, TabJI€TKH, MOKPHITHIC IJICHOYHONH 000JI0UKOMH.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JeiicTBytoliee BEIECTBO: pUBapOKcadaH.

Pusapokcaban, 15 mMr, TabJIeTKU, NOKPHITHIE ILIEHOYHOM 000J10YKON

Kaxxnast Tabierka, MOKpbITasi INIEGHOYHOH 000JI0UKOH, coAep UT 15 Mr puBapokcabaHa.
BcenomorarenbHble BeECTBA, HAJIMYHME KOTOPBIX HAJ0 YYHUTHIBATH B COCTaBE JIEKAPCTBEHHOI'O
npenapara: jlaktosa (cm. pasuen 4.4).

PuBapokcadan, 20 Mr, Ta0JIETKH, ITOKPBITHIE INIEHOYHON 000JI0YKON

Kaxxnas tabnerka, mOKpbITas IJIEHOYHOU 0007109KOM, coaepkuT 20 Mr puBapokcabaHa.
BcnoMorarenbHbie BElIECTBa, HAJTMYME KOTOPBIX HAJIO YYUTHIBATH B COCTaBE JICKAPCTBEHHOT'O
npenapara: jlaktosa (cMm. pasuen 4.4).

[TonHbIN IepevYeHb BCIOMOTATEIbHBIX BEIIECTB MPUBEICH B pasnene 6.1.

3. JEKAPCTBEHHAA ®OPMA

TabneTku, NOKPHITHIE MIIEHOYHOW 000I0UYKOM.

PuBapokcadan, 15 Mr, TabJIETKH, ITOKPBITHIE INIEHOYHON 000JI0OYKON

prr.]'lble ABOSKOBBIITYKJIBIC Ta6J'IeTKI/I, IOKPBITHIC IIJICHOYHOH 000JIOYKON OT CBETJIO-3KEITOrO a0
CBCTJIO-KCIITOTO C KOPUYHCBATBIM OTTCHKOM IIBCTA. Ha pas3pese TabJIeTOK AApPO Oenoro uiIu
0€JI0ro C KEJITOBAThIM OTTEHKOM OoBETa.

PuBapokcadan, 20 Mr, TaOJIETKH, ITOKPBITHIE TNIEHOYHON 000JI0YKON

Kpyribie 1BOSIKOBBITYKJIbIE TA0IETKH, TOKPHITHIE IIIEHOUHOW 000JI0YKOH OT CBETIO-PO30BOIO JI0

po3oBoro 1Beta. Ha pa3pese TabieTok saapo 6enoro uiu 6e1oro ¢ KeITOBaTHIM OTTEHKOM IIBETA.

4. KIMHNYECKUE JAHHBIE
4.1. Iloxka3aHusi K NPUMEHEHUIO
[Tpenapat PuBapokcaban moka3aH K IPUMEHEHHUIO KaK y JeTel U MOJIPOCTKOB B Bo3pacTe A0 18

neT ¢ macco tena ot 30 KT, Tak U Y B3pOCIIBIX.

Bspocasie

* npodMIaKTUKAa HMHCYJAbTa UM CHUCTEMHOM TpOMOOSMOONIMM Yy MalUeHTOB ¢ (QuOpuuisnueit
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MpeacepInuii HEKJIAITAHHOTO MTPOUCX 0K ACHUS;

COOTBETCTBYET ZKCNEPTHOMY OTUETY

* neyenne TpomOo3a rmy6okux BeH (TI'B) u tpomboambomuu nerounoit aprepun (TDJIA) u
npodmiaktuka peruansoB TI'B u TOJIA.

Jletn 1 moapocTku 1o 18 ner ¢ macco tema ot 30 xr

* JIeueHHe BEHO3HOH TpoMOoaIMboauu (BTD) u mpodrnaktuka penuanBos BTD nociie He MmeHee

5 IHel HayaJIbHOW MapeHTEPAIBHON aHTUKOATYJITHTHOM TEPAIUH.

4.2. Pe:kuM 103UPOBAHUS M CITOCO0 NMPUMEHEHUs

PexxuM 1o3upoBaHus

Ipogunaxmuxa uncynoma u CUCMmemMHOU MpomMOOIMOOIUU ) 83DOCTbIX

PexomennoBanHass no3a cocraBiaseT 20 Mr OIMH pa3 B JI€Hb, YTO TaKXe SBISIETCA
PEKOMEHI0BaHHON MaKCUMAaJIbHOW CYTOYHOM J1030M.

Tepanus npenaparom Puapokca®aH J0JKHA pacCMaTpUBATHCS KakK JIOJTOBPEMEHHOE JICUCHHE
IIPY YCIIOBHH, YTO MOJB32 OT MPO(PUIAKTHKHI HHCYJIBTa M CHCTEMHON TPOMOOIMOOIIHH IPEBBIIIACT
pHcK KpoBoTeueHus (cM. paszzen 4.4).

JlericTBMA IpU OPOITYCKE IpHeMa IIpenapara

Ecnn npuem ouepeaHoil 103kl NMPOIYIIEH, MAUEHT JODKEH HEMEUIEHHO MPHUHATh TaOJeTKy
npenaparta PuBapokcaban 1 Ha cle Iyl IeHb MPOI0IHKATh IPUEM IIperapara O/IuH pa3 B IeHb
KAaK PEKOMEHJIOBaHO. B 3TOT ke eHb He cieayeT NPUHUMATh JBOMHYIO 103y JUI KOMIIEHCAUU
IIPOIYILEHHON JO3BI.

Jleuenue TI'B u TOJIA u npogpunakmuxa peyuousos TI'B u TIJIA y 3pocnvix

PexomenoBanHas HadasbHas j03a npu JedeHu octpeix TI'B umm TOJIA cocrasnsier 15 mr nBa
pasa B JIeHb B TEUEHHE MEPBBIX 3 HEJENb C MOCIETYIOINM MIEPEX010M Ha 103y 20 MI oMH pa3 B
JIeHb Ul AajbHENIIero geueHnus u npoguinaktuku peruausos TI'B u TOJIA.

KopoTkast mpoIomKUTENbHOCTh Kypca JedeHHs (Kak MUHMMyM 3 Mecsila) JOJDKHa OBITh
paccmotpena Juist mauuenToB ¢ TI'B unu TOJIA, cipoBoliMpoBaHHBIX CEPhE3HBIMH 0OpaTUMBIMU
(dakTopaMu pucka (T. €. HeJaBHEeE CEpbe3HOE XUPYpPruuecKoe BMEIIaTelIbCTBO WM TpaBMa). bosnee
JUINTENIbHBINA TEPHOJ JIEYEHUS JOJKEH ObITh paccMoTpeH Juid nauueHToB ¢ TI'B wim TOJIA, He
CBSI3aHHBIMU C CEPbE3HBIMU 00PATUMBIMU (PAaKTOpaMU pHCKa, ¢ HeclipoBouMpoBaHHbIMU TI'B mnn
TOJIA, nnu ¢ TI'B unu TOJIA B aHamHese.

Korma nokazana npoiernas npodumiaktuka peuuauBoB TT'B wmm TOJIA (mocne 3aBeprieHus
Kak MUHUMYM 6 mecsneB nedueHus TI'B wim TOJIA), pexkomenoBanHas qo3a cocrasiseT 10 mr
OJIMH pa3 B JeHb. [lanentaM ¢ BeicokuM puckoM peuuausupyromero TI'B o TOJIA, Takum
KaK MalUeHThl C TSKEIBIMU COMYTCTBYIOIIMMU 3a00JIEBAHUSAMU WIH y KOTOPBIX pa3BHJICS

peruausupyomuid TI'B unu TOJIA npu npouienHo npoduinakTike npenapatom PuBapokcaban
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PuBapokcaban B 103upoBke 20 MT 0J1uH pa3 B JICHb.
[Tpom0IKUTETHHOCTD JICUEHHSI U BBIOOP /03I JOJDKHBI OMPEACISAThCS WHAMBUIYAIBHO IOCIE

TIHaTCHBHOﬁ OLICHKU ITOJIB3bI JICHCHUS IIPOTUB PHUCKA BOSHUKHOBCHUA KPOBOTCUCHUA (CM. pasacia

4.4).

Ilepuon BpeMeHu Cxema npuema CymmapHas
CyTOYHas 7103a

Jleuenue u Henp 1-21 15 mr nBa pasa B 30 mr
npoduIaKkTUKa JIeHb
peunauBoB TI'B wu C 22 gus 20 Mr oJivH pa3 B 20 mr
TOJIA ICHb
[Tpodunaktuka [Tocne 3aBepiieHust 10 mMr oguH pa3 B 10 mr unu 20 mr
peunauBoB TI'B wu KaKk MUHUMYM 6 neus wiu 20 Mr oguH
TOJIA MECSIIEB JICUCHHUS pa3 B JI€Hb

TI'B nmu TOJIA

JlericTBMA IpU OPOIYCKE MpHeMa Ipernapara

Ecnu npuem 10361 IPOMyINEH MU peKUME T03MpOoBaHus 15 Mr nBa pasa B jeHb (neHb 1-21),
NAIUEHT JIOJDKEH HEMEIJIEHHO MPHUHATH npenapar PuBapokcabaH 1 AOCTHXKEHUS CYTOYHOM
no3el 30 mr mpenapata PuBapokcaban. B nanHoM ciydae aBe TabieTku 15 Mr MoryT OBITh
MIPUHSATHI B OJIMH IpreM. Ha creqyroniuil 1eHb NaueHT T0JKEeH IPOI0JIKATh PETYJIIPHBII TpueM
npenapara 15 Mr J1Ba pa3a B IeHb KaK peKOMEHI0BaHO.

Ecnu npueM 10361 NPOMNYIIEH NpU PEeXUME TO3UPOBAHUS OJUH pa3 B JIEHb, MALUEHT JIOJDKEH
HEMEJUIEHHO MPUHATH TabNeTKy mpemnapata PuBapokcabaH M Ha CIeIyIOUIMH JeHb MPOa0JIKaTh
IIpYEM IIpernapaTta OJUH pa3 B IeHb KaK PEKOMEHI0BaHO. B 3TOT ke IeHb HE cIenyeT IPUHUMATh
JIBOMHYIO 03y JUIsl KOMIIEHCALUH ITPOIYIIEHHOH J103Bl.

ITepexox ¢ aurarouncroB Butamuua K (ABK) Ha npenapar Pusapokcaban

e [IpodunakTruka UHCYIbTAa U CHCTEMHOM TPOMOO3MOOIHNH:
cienyer npekparuth jedeHue ABK u Hauath seuenue npenaparom Puapokca®an mpu
3HaueHnn MHO (MexayHapoHOE HOpMaIM30BaHHOE oTHOMIEHHE) < 3,0.
e Jleuenue TI'B, TOJIA u npodmiakTuka peuauBOB Y B3pOCIbIX:
cienyer mnpekpatuth jeueHne ABK u HauaTh nedyenue npemaparom PuBapokca®aH mpu
spauenun MHO < 2.5.
[Tpu nepexoxne nanuentoB ¢ ABK na nmpenapat PuBapokcaban 3nauenns MHO OyayT omn6o4Ho
3aBBINICHHBIMU TIOCTIE pueMa Tmipenapara PuBapokcaban. MHO He moaxoauT jyuisi onpeneneHus
AQHTUKOATYJIIHTHOM  aKTUBHOCTU Ipemaparta PuBapokcaban ¥ MNO3TOMYy HE JIOJDKHO
UCIIOJIb30BATHCS C 3TOM 11eNbto (cM. paszzen 4.5).

[lepexon ¢ mpenapara PuBapokcaban Ha antaronuctsl BuTamuHa K (ABK)
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nepexone ¢ mnpenapara PuBapokcaban Ha ABK. HeoOxomumo oOecmeunTh HeENpephIBHBIN
JOCTAaTOYHBIM AaHTUKOATYJISHTHBIM 3(dekr Bo Bpems mepexoga Ha albTepHATHBHBIN
aHTuKoarynsHt. CremyeT OTMETUTh, 4TO mpenapar PuBapokcabaH MOKET CHOcOOCTBOBATh
nosbiiennro MHO.

[Tanmentam, nepexonsimuM ¢ mpenapara PuBapokcaban Ha ABK, cinegyer oaHOBpeMEHHO
npunuMath ABK, noka MHO ne nocturner > 2,0. B TeueHue nepBbIx IBYX JHEH MEPEXOJIHOTO
neprojia J0JKHA IPUMEHSThCS CTaHIapTHas HadaibHas q03a ABK ¢ nocnenyromei nozoi ABK,
omnpezaensieMor B 3aBUcUMOCTH OT BennunHbl MHO. Bo Bpemsi 0JIHOBpeMEHHOI0 MPUMEHEHUS
npenapata Pusapokcaban u ABK 3nauenne MHO nomkHO ompenensiTbess HE paHee, yeM 4epes
24 gaca mocJie mpepIIyIero nprueMa, Ho J10 mprueMa CIIeIyIomIei 10361 npenapara PuBapokcabas.
[Tocne mpekpaieHusi MpuUMeHeHUs mpemnapara Puapokcaban 3naueHne MHO wmoxeT ObITh
JIOCTOBEPHO OIpesieNieHo Yepes 24 yaca mociie mpruema mocieaHei 1o3sl (cM. pa3aensl 4.5, 5.2).

HCDGXOZ[ C MapCHTCPAJIBbHBIX aHTUKOAr'YJIAHTOB Ha NIpfriapar PI/IBaDOKC3,6aH

Y B3pOCIBIX, MONYYAOIINX MapEeHTEPATbHBIC AHTUKOATYJISIHTEI, CIICAYeT MPEKPATUTh BBEICHUC
HapeHTEePaIbHOTO aHTHUKOATYJISIHTA U HauaTh IIPUMEHEHHUE TpenapaTta PuBapokcaban 3a 0-2 yaca
JI0 BPEMCHH CIEAYIOIIEro IJIJAHOBOTO BBEJICHUS MApEeHTEPAIBHOTO Npemnapara (Hampumep,
HU3KOMOJICKYJSIPHOTO TeIapuHAa) WM B MOMEHT TIPEKpAIICHHUS HEMPEPHIBHOTO BBEICHHUS
MapeHTePALHOTO TpenapaTta (HampuMep, BHYTPUBEHHOTO BBEICHHUS HEPPAKIIMOHUPOBAHHOTO
renapuHa).

IIepexo ¢ mpenapara PI/IBaDOKCa6aH Ha NapCHTCPAJIBbHBIC aHTUKOAI'YIISAHTHI

Crnemyer OTMEHUTH Tmpermapar PuBapokcabaH W BBECTH TMEPBYIO 103y NapeHTEPaTbHOTO
AQHTHKOATYIISTHTAa B TOT MOMEHT, KOTJa HY)XHO OBLIO NMPHHSITH CIEAYIONIYIO 03y Iperapara
PuBapoxkcabaH.

Oco0bIe I'pynnbl DaMCHTOB

THayuenmor nodcunozo 6o3pacma

Koppeknus 10361 He TpedyeTes (cM. pasaen 5.2).

Tayuenmoi ¢ napywenuem hynkyuu novex

Nmeromuecst orpaHUYeHHbIE KITMHUYECKUE JIaHHbIE IEMOHCTPUPYIOT 3HAUUTENIbHOE MOBBILICHNE
KOHIICHTpaluii puBapoKkcabaHa B TUIa3Me KPOBH y TIAIIMEHTOB C TSDKEJIOHM CTETIEHBIO HAPYIICHUS
byukiuu nouek (kmuperc kpeatunuHa (KK) 15-29 mur/mun). BenenctBue 3toro, i JTaHHOM
KaTeropuu TNAalMeHTOB, mpenapar PuBapokcabaH cienyeT NPUMEHSATh C OCTOPOXKHOCTBIO.
[Tpumenenue He pekomenayercs y nanuenTon ¢ KK < 15 mu/muH (cM. pa3aenst 4.4, 5.2).

VY mamuentoB co cpemneidt (KK 30-49 mu/mun) wmm tsoxenoit (KK 15-29 mn/mMuH) creneHpro

HapyleHus QyHKINN TOYeK He0OX0UMO CIIeI0BaTh PEKOMEHAAIMSIM HUXKE:
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e [Ipu npodunakTrKe UHCYIHTA U CUCTEMHOM TDOM603Q[60:JT;IE% Em;re%%:BH bvrm'r';r;men

npecepanii HeKJIanaHHOTO IPOUCX0XKIEHUSI PEKOMEHIOBaHHAs /1032 COCTaBIIsIeT 15 Mr oauH
pa3 B JieHb (cM. pazzen 5.2);

e [lpu neuennu TI'B u TOJIA u mpodumnakrtuke peuumauBoB TI'B u TOJIA: nmamumentam
HE00X0MMO TpUHUMATh 15 Mr JBa pa3a B JIeHb Ha MPOTSHKEHUHU IEPBBIX TPEX HEIECIb.
BrnocnenctBuu, korga pekomenayemas go3a npenapara PuBapokcaban coctaBut 20 Mr oguH
pa3 B JIeHb, ClIeyeT NPeyCMOTPETh CHIKEeHHE A03bI ¢ 20 Mr 10 15 Mr ofuH pa3 B I€Hb, €ClIU
PUCK BO3HUKHOBEHHS KPOBOTEUEHHMS y MalMeHTa BbIlie pucka peunanBoB TI'B u TOJIA.
PexomeHnpganyst 1O TNPUMEHEHHUIO 103kl 15 Mr ocHOBaHa Ha (HapMaKOKHHETHYECKOM
MO/JICIMPOBAHUH U HE M3ydyaiach B KIIMHUYECKHUX HCCenoBanusaX (cm. pasmen 4.4, 5.1, 5.2).
Korna pexomennoBanHas no3a coctaBisier 10 Mr oAuH pa3 B J€Hb, KOPPEKIUH J03BI MO
CPaBHEHHUIO C PEKOMEHIOBaHHOM He TpedyeTcsl.

VY manueHToB ¢ Jerkoi creneHpio HapymeHus Gynakuun modek (KK 50-80 mu/MuH) KOppeKnus

10361 He TpebyeTtcs (cM. pazaen 5.2).

Tlayuenmsi ¢ Hapywenuem yuKyuu neveHu

[Ipemapar PuBapokcabaH mNpPOTHBONOKa3aH MallMeHTaM ¢  3a00JeBaHUSIMH  TICUCHH,

COIPOBOXKAAIOIIMMHUCS KOAryJoNaTueld U pUCKOM KIIMHUYECKU 3HAYUMOTO KPOBOTEUEHHUS, B TOM

YHUClIe MalMeHTaM ¢ Ippo3oM mnedeHn kimacca B m C mo wiaccupukammu Yaina-ITero

(cm. paznensr 4.3, 5.2).

Macca mena

Koppekiius 10361 y B3pocibix He TpeOyeTcs (cM. pazaen 5.2).

Llon

Koppekuust 10361 He TpebyeTcs (cM. pazaen 5.2).

Tayuenmsi, noogepearowuecs kapouosepcuu

Jleuenne mpenaparomM PuBapokcabaH MOXKET OBITH HA4YaTO WJIM MPOJODKEHO Y MAalMEeHTOB,

KOTOPBIM MOKET OTPEOOBATHCS KapAHOBEPCHSI.

[Ipu kapauoBepCHM IO KOHTPOJIEM YpecnuineBofgHou sxokapauorpapuu (YIIDOxo0-KI') y

MAIMEHTOB, KOTOpbIE paHee He TMOMy4Yald AaHTUKOATYISIHTHOM Tepamuu, Uid oOecreueHus

aJIeKBAaTHOM aHTHKOATyJSLMU JIeYeHHe TMpenaparoM PuBapokcabaH MODKHO HAYMHATHCA TIO

MeHbIIIeH Mepe 3a 4 yaca 710 KapauoBepcuu (cM. paszaensl 5.1, 5.2). Jlns Bcex ManueHToB nepen

KapAHOBEPCHEN JTOJKHO OBITH MOJY4YE€HO MOATBEPKICHUE O TOM, YTO NMAI[UEHT NMPUHSIT Ipenapar

PuBapokcaban B COOTBETCTBHH C Ha3HaueHHWEM Bpaua. [Ipu mpuHATHUM pelleHwil o0 Hayaie U

MPOJIOJKUTENBHOCTH JICUEHUS CIIEAyeT NPUHUMATh BO BHUMaHHE JACHCTBYIONINE PYKOBOJICTBA U

PEKOMEHIallMU TI0 aHTUKOAryJITHTHOM Tepanuy y MallueHTOB, MOABEPratoIMMCs KapIHOBEPCHH.

Hayuenmor ¢ Quobpuriayuer npeocepouti HeKIANaHHO20 NPOUCXOHCOCHUs. NepeHecuuue
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Hmeercst orpaHWYEeHHBIN ONBIT IPUMEHEHHUs npenapara PuBapokcabaH B yMeHbIIEHHOU 703€ 15
MT OJIMH pa3 B JieHb (nin 10 Mr ouH pa3 B ICHb JUIS MAIUEHTOB CO CPETHEH CTENICHbIO HAPYIICHUS
¢byakuun nouyek (KK 30-49 mur/munH)) B KOMOMHanuuM ¢ MHrubutopom perentopa P2Y12 B
T€YeHHEe MaKCUMyM |2 MecsleB y MauueHToB ¢ (GUOpMUIALMed HpeacepAuil HekJIanmaHHOTO
MIPOUCXOXKICHUS, KOTOPBIM HEOOXOJUM MPHUEM TEPOPATHHBIX aHTHKOATYISHTOB M IEPEHECIINX
UYKB co crentupoBanueM (cm. pazaenst 4.4, 5.1).

eTH
Jleuenue BTO u npogpunaxmuxa peyuoueos BTO y demeti u noopocmxos
Jleuenue npemnapatoM PuBapokcabaH y aerell U MOJAPOCTKOB B Bo3pacTe A0 18 jet MomKHO OBITh
HA4aTo I0cje HE MEHee 5 JHEeH HavyajJbHOW NMapeHTEepaJbHOM aHTHKOATYJISHTHOW Tepanuu (CM.
paszmen 5.1.).
Jlo3a 1t ieteit ¥ MoAPOCTKOB PACCUMTHIBACTCS B 3aBUCMOCTH OT MAacChl TeJa:
* macca Tena ot 30 kr g0 50 kr:
pexoMeHaoBaHHast 103a 15 Mr puBapokcabaHa OIWH pa3 B JIEHb, YTO SBISETCS MaKCHMAIbHOU
CYTOYHOM J1030H;
 macca Tena 50 kr unu 6oee:
pexomeHioBaHHas jo3a 20 Mr puBapokcabaHa OJMH pa3 B JICHb, YTO SBISETCS MaKCUMaTbHOU
CYTOYHOM J10301i;
* JUIs TIALIMEHTOB ¢ Maccoi Tena mMeHee 30 Kr HeoOX0IMMO MPUMEHITh pUBapokcabaH B Gopme
TpaHyIl JJi1 MPUTOTOBIEHUS CYCIIEH3UU AJIs TpUeMa BHYTPb.
Ha perynsipHoit ocHOBe HE00X0IMMO MOHUTOPUPOBATH BEC PeOCHKA U TIepecMaTpUBaTh J103y. ITO
HE00X0MMO, 4TOOBI 00ECTIeUnTh MOJIEPKAHUE TepArleBTUUECKON 103bl. KOppeKkTHpOBKa 1036
TOJI’KHA BBITIOJHATHCS TOJBKO HA OCHOBAHUH W3MEHEHHUS MACChI Tela.
Tepamnus y nereit U MOJIPOCTKOB JOJKHA MPOJIOJDKATHCS MO KpallHel Mepe B TeUeHHe 3 MecsIIeB.
JUTMTeTbHOCTh JIEYEHUS MOXKET OBITh YBENMYeHa J0 12 MecsleB B ciydae KIMHHYECKOU
HeoOxomuMocTH. JlaHHBIE B TOIJEPKKY CHMKEHHUS JI03bI y JETed Tocie 6 MECSIeB Teparmuu
oTcyTcTBYIOT. COOTHOIIEHHE TONB3a-PUCK MPU ATUTEIBHOCTH TEPalUU CBBINIE 3 MECSIEB
JOJKHO OIICHMBATHCSI MHIWBUIYadbHO, MPUHUMAs BO BHHMaHHE PHUCK peluanuBa Tpombo3a u
MOTCHIINATBHBIA PUCK KPOBOTCUCHHUSI.

Jeticmeus npu nponycke npuema npenapama

Ecnmu IMpUEM J03bI IPOIYIICH, HCO6XOI[I/IMO NPUHATH HNPOMYIICHHYIO JO03Y KaK MOXHO 6BICTpCe
IIOCJIC TOI'0, KaK 9TO 3aMCTHIIM, HO TOJIBKO B 3TOT XK€ ACHbD. Ecmu ato HCBO3MO>XHO, IAallUCHT

JOJDKCH HPOIYCTUTH 3TY A03Y U MPOAOJIKHUTH IMPUEM CO CHGJIYIOI]_[eﬁ J03bI B COOTBETCTBHUU C
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Ha3HAUYeHWEeM Bpaua. IJalMeHT He JOIKeH DHHHMdﬂI:I&EAE%L%ﬁBga I:AJ-II';r IT(EIE/'II‘Iel-II'C'aIHI/II/I

IIPOITYLICHHOW JTO3BI.

DddexTuBHOCTD U Oe30MaCHOCTH Mpenapara PuBapokcaban y nereit B Bo3pacte ot 0 1o < 18 ner
no nokazaHuioo «lIpodunakTika HMHCYIbTa M CHCTEMHOH TpPOMOO3IMOONIMM Yy NAlMEHTOB C
GuoOpmUsILMell Npencepauii HEKIalaHHOTO IPOUCXOXKICHHUS» HE YCTaHOBIEHBL. JlaHHBIE
OTCYTCTBYIOT. B CBsi3u ¢ 3TuM, puBapokcabaH HE PEKOMEHIYETCS K NMPUMEHEHHUIO y JeTel B
Bo3pacte a0 18 jer mo mokasanusM uHBIM, 4eM «Jleuenne BTD u mpodunakTtiuka penuanBoB
BTO».

[Ipenapar Puapokcaban, 15 mr, TaOJIeTKH, MOKPBITHIC IUICHOYHOW OOOJOYKOM, HE CIEIyeT
Ha3zHayaTh (IIPUMEHATH) y Aerel B Bozpacte oT 0 1o < 18 sier ¢ maccoil Tena menee 30 Kr Juist
JTAHHOM JIeKapCTBEHHOH (DOPMBI B CBSI3U C HEBO3MOXKHOCTHIO OOECIIEYUTh PEXHUM JA03UPOBAHUS.
Jlis ynoBIeTBOpEeHUsl NOTPEeOHOCTeW yKa3aHHOM IpyMNIbl MAalMEHTOB HEOOXOJUMO HPUMEHSThH
puBapokcabaH B (hopMe rpaHyi1 AJsl IPUTOTOBJICHUS CYCIIEH3UHU Ui IpUeMa BHYTPb JUIsl JETEH.
[Ipenapar PuBapokcaban, 20 mr, TabgeTKH, MOKPBITHIE IJIEHOYHOM 00O0JIOYKOM, HE cieayeT
Ha3zHayaTh (IPUMEHATH) y Aerel B Bozpacte oT 0 1o < 18 ser ¢ maccoil Tena menee 50 Kr Juist
JTAHHOM JIeKapCTBEHHOM (hOPMBI B CBSI3U ¢ HEBO3MOKHOCTBIO OOECIIEUUTh PEXHUM J03UPOBAHUSL.
Ilepexoo ¢ anmazonucmos sumamuna K (ABK) na npenapam Pusapoxcaban

[Tpu nevennu BTD u npoduiakTike penuanBOB y eTel cieayeT npekpatuth euenue ABK u
HayaTh JieueHue mpenapatoM PuBapokcaban npu 3Hauenun MHO < 2.5. Tlpu nepexone
nanuentoB ¢ ABK nHa nmpenapar Puapokcabaun 3nauenus MHO OynyT omm604YHO 3aBBIIIEHHBIMU
mocie mpuema mpernapata PuBapokcaban. MHO He moaxoauT Ui OmpeneNeHus
AQHTUKOATyJITHTHOM  aKTUBHOCTU Ipemnapara PuBapokcabaH ¥ MNO3TOMYy HE JOJDKHO
UCIIOJIb30BAThCS € ATOM Lebio (CM. pa3zaen 4.5.).

Ilepexoo ¢ npenapama Pusapoxcaban na anmazonucmol eumamuna K

Jetsim, koTopble TiepeBoasTes ¢ npenapara PuBapokcaban Ha ABK, Heo6xoaumo mpoaomkarhb
npueM npenaparta PuBapokcaban B TeueHue 48 gacoB nocie npuema nepsoit 10361 ABK. [Tocne
JBYX JIHEH COBMECTHOrO NpHUMEHeHus cueayerT usmepute MHO 1o npuema cnepyromei
3alJIaHUPOBAaHHOM 03Bl mpemnapata PuBapokcabaH. CoBMecTHOE MPUMEHEHHME Ipernapara
PuBapokcaban n ABK pexomennyercst nponomxars, noka MHO ne nocturaer > 2,0. [locne
npeKpalleHus IpuMeHeHus npenaparta PuBapokcaban 3nauenne MHO MoseT ObITh 10CTOBEpHO
ofpeieNieHo yepe3 24 yaca mocie rnpuemMa mocieaHen 10361 (CM. Bblle U paszzen 4.5.).

Ilepexo0 ¢ napenmepanvubvix anmukoazyisanmos na npenapam Pusapokcaban

VY nereil, monydamIMX MapeHTepalibHble AHTUKOATYJSHTHI, CIEAYyeT MNPEKpaTUTh BBEACHUE
HapeHTepaIbHOTO AHTUKOATYJISIHTa U HauaTh IPUMEHEHue npenapara PuBapokcaban 3a 0—2 yaca

A0 BpPEMCHHU CJIICAYIOLICTO INIAHOBOTO BBCACHHA IMAPCHTCPAJIBHOIO IIpCliapara (HaHpI/IMep,
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NapeHTepAILHOTO Tpenapara (Hampumep, BHYTPUBEHHOTO BBEICHUS HE(PPaKIMOHHPOBAHHOTO
renapuHa).

Ilepexoo ¢ npenapama Pusapoxcaban Ha napeHmepanbHble AHMUKOA2YISAHNbL

Crnemyer OTMEHUTH Ipernapar PuBapokcabaH W BBECTH IEPBYIO JI03y MapeHTEPaTbHOTO
AQHTUKOATYJITHTa B TOT MOMEHT, KOTJa HY)KHO OBbUIO HPHUHSTH CIEIAYIOIIYIO /03y Ipenapara
PuBapokcabas.

Tayuenmoi ¢ Hapywenuem yHKyuu novex

e JleTd ¥ MOJPOCTKH C JIETKOW CTENEHBIO HAPYIICHUS (PYHKIIUH MOYEK (CKOPOCTh KIIyOOYKOBOM
dunpTparmu 50—-80 mia/Mun/1,73 M?): koppekuus 10361 He TpeOyeTcs Ha OCHOBAHMH JAHHBIX BO
B3POCJION MOMYJISIIIMU M OTPAaHUYEHHOTO KOJIMYECTBA JAHHBIX B JIETCKOM MOMYJISIHU (CM. pa3jien
5.2.).

* JleTy ¥ OAPOCTKH CO CPEIHEH HMITH TSKEIIOW CTETICHBIO HAPYIICHUs (YHKIIUU TIOYEK (CKOPOCTh
KIy00uKoBO# (umbTpamuu < 50 Min/mun/1,73 M?): npenapat PuBapokcaban He peKOMEHIyeTCs B
CBSI3U C OTCYTCTBUEM KIIMHUYECKUX JAHHBIX (CM. paznen 4.4.).

THayuenmoi ¢ Hapywenuem QyHKyuu neveHu

s nereit ¢ HapymieHHeM (YHKIIUU TICYCHH KIIMHUYECKHUE JaHHBIC OTCYTCTBYIOT.

Macca mena

Ho3a y nereii onpenensiercss B 3aBUCUMOCTH OT MAaccChl TeJa.

Cnoco6 IIPUMCHCHUA

Bspocnvie
BuyTpsb, Bo BpeMst mpuema nuuy (cM. paszaen 5.2.).

Hsmenvuenue mabaemox

Ecnu manueHT He criocoOeH MpOorIoTHTh Ta0JIeTKY IenKoM, TabneTka npemnapara PuBapokcaban
MO’KET OBITH M3MeJNbUEHA U CMEIIaHa C BOJOW WM sIOJIOYHBIM MIOPE HETOCPEICTBEHHO Tepes
MPUMEHEHUEM U TepopalibHBIM npueMoM. [locne mpuema M3MenbueHHON TaOJeTKH Mperapara
PuBapokcaban 15 mr wim 20 Mr HeoOXOAUMO HE3aMEIJIUTEIBHO OCYIIECTBUTH MPHUEM ITHIIIH.
H3menpueHHas TabIeTKa TakKe MOXKET ObITh BBEICHA Uepe3 JKeTyAOYHBINA 30H (CM. pa3aensl 5.2.
u6.6.).

Jlemu ¢ maccoii mena ne menee 30 ke

BHyTpb, BO BpeMs mprema numuiu (cM. pasaen 5.2.).

[TarueHTy HYXXHO PEKOMEHJIOBATh MPOTIAThIBaTh TaONETKY C KHAKOCThIO. TabnmeTku cremyer
MPUHUMATh C UHTEPBAJIOM MPpUMEpHO 24 yaca.

Ecnu manuyeHT cphirMBaeT MPUHSTYIO 103y HEMEIJICHHO WM Y HETO HAYMHAETCS pBOTA B TEUEHUE

30 MUHYT TIOCJIE TIpUEMa J103bI, HEOOXOIUM TTPUEM HOBOM 703bI. OTHAKO €CIIM MAIlMEeHTa BBIPBAIIO
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71032 JI0JKHA OBITH TOJTY4€eHa 110 PacHCaHuIo.

Henp3s nenuth Ta6JICTKy C ICJIBIO MOJTYUYCHUS 4YaCTU OO3bI OT TaOJIETKHU.

Hsmenvuenue mabaemox

Ecmu IMIallMCHT HCE crocobdeH IMPpOIJIOTUTDb Ta6J'IeTKy LHEJIUKOM, CICAYET MCII0JIb30BATh

puBapokcabaH B (opMe TpaHynbl JUIs MPUTOTOBICHUS CYCIIEH3MU AJIsi TpuemMa BHYTpb. Eciu

CYyCITeH3WUs JIJIsl IPHEeMa BHYTPb HE JOCTYITHA Cpasy, KOTJa Ha3HAYeH puBapoKcabaH B JJO3UPOBKE

15 mr wim 20 Mr, 3TH JO3UPOBKHA MOTYT OBITH MOJYYEHBI ITyTEM HU3MEJIbUeHUs TaONeTKu 15 mr

mwm 20 Mr m cMeNIMBaHUS €€ C BOI[Of/i WIH  SI0JIOYHBIM IMIOPE HENMOCPEACTBCHHO IICPEN

NPUMEHEHHEM U MEePOpaTbHBIM MpHeMoM. M3menbueHnHas TabjaeTka MOXKeT ObITh BBE/IEHA Yepe3

HA30racTpaJIbHBIN WM JKeTyI0OYHbINA 30H] (cM. pazaen 5.2.).

4.3. IIpoTHUBONOKA3AHHS

['unep4yyBCcTBUTENBHOCTD K pUBAapOKCcadaHy WM K JIFOOOMY U3 BCIIOMOTaTEIbHbBIX BELLIECTB,
MepeUYrCICHHBIX B pazjene 6.1.

Knunuueckn 3HauuMMBble aKTHBHBIE KpPOBOTEUEHHs (HampuMep, BHYTPHUEPEITHOE
KPOBOUBJIUSHUE, )KETYJOUHO-KUIIEYHOE KPOBOTEUCHHUE).

[loBpexnenne uIM NATOJOTUYECKOE COCTOSHHE, CBS3aHHOE C IIOBBIIIEHHBIM PHUCKOM
00JIBILIOr0 KPOBOTEUEHUS! (HAIIpUMEP, UMEIOLLASICSl MIIM HEJITAaBHO NIEPEHECEHHAs JKeTy0YHO-
KUIICYHAs $3Ba, HAIMYHME 3JIOKAYECTBEHHBIX HOBOOOPA30BAHUII C BBICOKUM PHCKOM
KPOBOTEUEHHSI, HEIaBHUE TPABMbI TOJIOBHOTO WJIM CIIMHHOTO MO3Ta, HEJJaBHUE OTNIepaTHBHbIC
BMeIIaTeNbCTBA HA TOJOBHOM, CIMHHOM MO3I€ WIM TJa3aX, HeJaBHEE BHYTPHUEPEITHOE
KPOBOM3JIUSHUE, TUAarHOCTUPOBAHHOE WM MPEANOIaraéMoe BapuKO3HOE pacIIUpeHUe BEH
MUIIEBO/Ia, ApTEPUOBEHO3HBIE Malb(POpMalliK, aHEBPU3MBI COCY0B MJTH IATOJIOTUHU COCYI0B
TOJIOBHOT'O WJIM CIIMHHOT'O MO3ra).

ConyrcTBytomasi  Tepanusi KaKAMHU-THOO JPYTMMU aHTHUKOATYISIHTAMH, Hampumep,
He(PPaKIIMOHUPOBAHHBIM TEMAPUHOM, HU3KOMOJEKYJSIPHBIMU TemapuHaMH (dPHOKCaMapuH,
JanTenmapuH U Ap.), TPOU3BOIHBIMU TrenapuHa ((oHIamapuHyKC W Jp.), TEepopaTbHBIMU
aHTUKoAaryJisiHTamu (Bapdapun, anukcabaH, JaburaTpaHa dTeKCUaT U JIp.), KpOME CIIydaeB
nepexoga ¢ WIM Ha puBapokcabaH (cM. pazgen 4.2) wiId TpU NPUMEHEHUU
He(paKIIMOHUPOBAaHHOTO TeHmapyMHa B  JI03aX, HEOOXOAUMBIX s oOecredeHHs

(I)YHKL[I/IOHI/IpOBaHI/IH HCHTPAJILHOI'O BCHO3HOI'0 WJIM apTCPHUAIBHOI'O0 KaTCeTCpa (CM. pasacin

4.5.).
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KPOBOTEUCHHMSI, BKJIFOYAs MMAIMEHTOB ¢ UPpo3oM nedeHu (kiaace B u C mo kimaccupukanmm
Yaitnn-I1e10) (cM. pazaen 5.2).

. bepemennocts u nepuoa naktanuu (cM. pasaen 4.6).

4.4. OcoOble yka3aHusi 1 MePbI NPeI0CTOPOKHOCTH MPH MPUMeEHEeHUH
IIpakTHka TpUMEHEHMsI AHTUKOAryJsSHTHOW  TEpallMM  IIOKa3blBaeT, YTO IAlUECHTOB
PEKOMEHIyeTC sl Ha0IFO1aTh Ha POTSHKCHUH BCETO TIEPHOA JICUCHUS.

Puck KkpoBoTCUEHHS

Kak u npu npueme Ipyrux aHTUKOATyJISHTOB HEOOXOMMO TIIATEIbHO HA0NI0aTh MAI[UEHTOB,
IPUHUMAIOIIMX pHUBapoKcabaH, JJs BbIABICHUS MpPU3HAKOB KpoBoTeueHus. Ilpemapat
PEKOMEHAYETCSI IPUHMMATh C OCTOPOKHOCTBHIO IPH COCTOSIHUSIX C TIOBBIIMIEHHBIM PHCKOM
KpoBOTeUeHHs. B ciydyae Tspkenoro KpoBOTeueHHUs MpHeM Mpernapara PuBapokcabaH HOKEH
OBITH MpekpaiieH (cM. pazaen 4.9.).

B kiMHMYECKHMX HCCIEIOBAaHUSAX KPOBOTEUEHHUS U3 CIM3UCTBIX 000J0YeK (a MMEHHO:
KpOBOTEUYEHHE U3 HOCA, JECEH, KEITYA0YHO-KUILIEYHOI'O TPAKTa, MOYEII0JIOBOI CUCTEMBI, BKIIIOYast
AHOMAaJbHOE BarMHAJIbHOE WJIM YCUJICHHOE MEHCTpPYyaJbHOE€ KPOBOTEYEHHE) M aHEeMUs
HAOMIOIATKCh Yallle MPH JUIUTEIFHOM JICYeHUH PUBApOKCA0aHOM IO CPABHEHUIO C JICUCHUEM
ABK. Takum o00pa3om, B JOMOJHEHHWE K HAUICKAIIEMy KIMHUYECKOMY HaOII0IEHUIO,
n1abopaTopHOE HCCIEeI0BAaHNE TEMOTIO0MHA/TeMaTOKPUTA MOXKET UMETh 3HAUCHHE JIJISl BBISIBIICHHS
CKPBITBIX KPOBOTEUEHHMH U KOJUYECTBEHHOH OLIEHKM KIMHUYECKONH 3HAUYMMOCTH SIBHBIX
KPOBOTEYEHHI B CiIydasiX, KOrja IpUMEHUMO.

Hekotopsle moAarpymnnsl NAalMEHTOB, YKa3aHHbIE HUXKE, MOABEPKEHbI MOBBIIIEHHOMY PHUCKY
kpoBoTeueHus. Heo6xoaumo TiaTesibHO Ha0JIt01aTh TAKUX MAIIMEHTOB [10CIIe Hayala JICUEeHHS Ha
MPU3HAKU U CUMIITOMBI OCJIO)KHEHUN B BUJIE KPOBOTEUEHUH U aHeMUU (cM. pazzaen 4.8.).

[Tpu 11060M HEOOBSICHUMOM CHIXKEHUH T'eMOTJIOONHA WK apTepUaIbHOT0 AaBJICHHUS HEOOXOMMO
MCKaTh UICTOYHUK KPOBOTECUEHHUSI.

Tepanus puBapokcadaHoM He TpeOyeT pyTMHHOI'O MOHUTOPUHTA €ro 3KCIOo3UIMH. TeMm He MeHee,
U3MEpEeHHe KOHIEHTpaluu pHBapokcabaHa C MOMOUIbIO KaJlWOpPOBAaHHOIO TecTa s
KOJIMYECTBEHHOTO OIPENEICHHUs] aHTU-Xa aKTHUBHOCTH, MOJKET OKa3aTbCs IIOJIE3HBIM B
UCKITIOYUTENBHBIX CIIydasx, Korga uHdopmamms 00 SKCIO3UIMU pUBapoKcabaHa MOKET OBITh
UCIIOJIb30BaHA IMPH NPUHATUM KIMHUYECKH 3HAYUMBIX pEIIEHUM, HampuMmep, B Cilydae
Nepe03UPOBKH UITU SKCTPEHHOTO XUPYPrU4ecKoro BMenaTenbcTBa (cM. paszaenst 5.1., 5.2.).

Hapymienue d)VHKUI/II/I NOYECK
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puBapokcabaHa B IJIa3Me KPOBU MOKET OBITh 3HAUYMMO TOBbIIIEHa (B 1,6 paza B cpenHem), uTo
MOYKET NPUBECTH K MOBBIIMIEHHOMY PHUCKY KpoBoreueHuil. [Ipemapar Puapokca®an nomxeH
MIPUMEHATHCSI C OCTOPOXKHOCTBIO y marueHToB ¢ KK 15-29 mu/mun. Ilpumenenue npemnapara
PuBapokcaban He pekomenayercs y nanuentos ¢ KK <15 mu/mun (cMm. pasgens: 4.2., 5.2.).
[Ipenapat PuBapokcabGaH ciieayeT ¢ OCTOPOXKHOCTHIO HPUMEHSTH y TMAlUEHTOB CO CpeaHEn
crenienpio HapymeHus: pyakmuu noyek (KK 30-49 mur/mMuH), momydaronmx COIYTCTBYIOIINE
npenaparsl, KOTOpble MOTYT IIPUBOJIUTH K MOBBIIIEHUIO KOHIIEHTPAIMU pUBapokcabaHa B Iia3me
KpoBH (cM. pazzaen 4.5.).

[Tpenapat PuBapokcaban He peKOMEHAYeTCsl K IPUMEHEHHUIO Y IeTei M TOJPOCTKOB CO CpeIHei
WITH TSOKEIOH cTernenbio Hapymenus dynkiuu nouek (CK® < 50 mn/mun/1,73 M%) B cBasu ¢
OTCYTCTBHEM KIIMHUYECKUX JTAHHBIX.

BzanmoeiicTBrE ¢ IpYTMMH J€KaApCTBEHHLIMM CPEICTBAMH

[IpumeHneHue puBapokcabaHa HE PEKOMEHAYETCs y MallMEHTOB, MOJYYaIOLUX COMYTCTBYIOLIEE
CUCTEMHOE JICUEHUE a30JI0BbIMU IIPOTUBOIPUOKOBBIMHU NpenapaTaMu (TaKUMHU Kak KETOKOHA30J1,
UTPAaKOHA30J, BOPUKOHA30JI M T03aKoHa30.1) wuin uHruoutopamu BUY-mporteas (Hampumep,
PUTOHABUPOM). OTH Tpenaparbl SBISIOTCA MoOIIHBIME uHTuOuTOopamu CYP3A4 u P-
TIIMKOTIpOTeMHAa. TakuM 00pa3oM, OTH TMpemaparbl MOTYT IOBBIIIATH  KOHIICHTPAILUIO
puBapokcabaHa B 1mjia3Me KPOBH JJ0 KIIMHUYECKH 3HAUUMbIX 3Ha4eHH (B 2,6 pa3a B CpPeTHEM ), UTO
MOJKET MPUBECTHU K MOBBIICHHOMY PUCKY KPOBOTeUeHUH (cM. pa3zaen 4.5.).

Knunudeckre naHHbIE O COMYTCTBYIOIIEM CHCTEMHOM JICUEHUH JeTel MOITHBIMU HHTHOUTOpAMU
onHoBpeMeHHO CYP3A4 u P-rmukonporenHa oTCyTCTBYIOT (CM. pasaen 4.5.),

Cnenyer co0iro1aTh OCTOPOKHOCTh, €CIM MAallMeHT OJHOBPEMEHHO IMOJy4aeT JEeKapCTBEHHbIE
npenaparbl, BIMSIOLIME HA TEMOCTa3, TAKUE KaK HECTEPOMJIHbIE IMPOTHBOBOCHAIMTENIbHbBIC
npenapatsl (HIIBII), antetuncanuimioBas KUCI0Ta 1 HHTUOUTOPBI arperaiuyd TpOMOOIIMTOB UITH
CEeJIEKTHBHbIE HMHIHOUTOpHl OOpaTHOro 3axBata ceporoHuHa (CHO3C) u cenekTUBHBIE
WHTHOUTOPBI 0OpaTHOTO 3axBaTa cepoToHrHa 1 HopanuHedpuHa (CUO3CH).

VY manueHToB ¢ PUCKOM s13B000pa3oBaHus B kenyaouHo-kumedHoM Tpakte (KKT) moxer ObITh
Ha3HAuY€HO COOTBETCTBYOIIEE MPO(pUITAKTUYECKOE JIeueHue (cM. pa3zaen 4.5).

Jlpyrue haxkTopsl pUCKa KPOBOTEUEHUN

PuBapokca®aH, Kak M Jpyrue aHTUTPOMOOTHYECKHE CpEACTBA, CIENYET C OCTOPOKHOCTBIO
IIPUMEHSTH PYU JICYEHNUH NTALlUEHTOB, UMEIOIINX MTOBBIIEHHBIN PUCK KPOBOTEUEHUH, B TOM YHCIIE!
e BpOXJIEHHAas WM PUOOPETEHHAas! CKIIOHHOCTb K KPOBOTEUCHMSM;

® HCKOHTpPOJMpPYEMas TsKEJas apTepralibHasd THIICPTCH3UA,
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NPUBECTH K OCIOXXHEHUSIM B BHUJAE KPOBOTEUEHHH (HANpHMEp, BOCHAIUTEIbHOE
3a0o0JieBaHNEe KHILIEYHUKA, 330()aruT, racTpur W racrpos3odareanbHas pedaroKcHas
00J1e3HB);

® COoCyaucCTas peTHHOIIATHA,

L4 6pOHX03KTa3BI HJIN JICTOYHOC KPOBOTCYCHNEC B aHAMHC3C.

IlanMeHTrI ¢ paKkoM

[TarieHTHI €O 3JI0KAYeCTBEHHBIM 3a00JIeBaHUEM MOTYT OJIHOBPEMEHHO IMOJBEpraThbcs Oojiee
BBICOKOMY PUCKY U KPOBOTECUEHHsI, U TpoMOo03a. HaMBHyanbHAs T10J1h3a aHTUTPOMOOTHIECKOM
TCpaIiu J0JKHA OBITH COIIOCTABJIEHA C PHUCKOM KPOBOTCUCHUA Yy NAIMCHTOB C AKTUBHBIM paKOM
B 3aBHCHMOCTH OT JIOKQJIM3AIMH OITYXOJIH, TPOTUBOOITYX OJICBOM TePAITUU M CTAINH 3a00JICBaHHUS.
Onyxonu, pacloNIOKEHHBIE B JKETyJOYHO-KUIIEYHOM HWJIM  MOYENOJIOBOM  TPaKTe,
ACCOIIMMPOBAJIMCH C TIOBBIIICHHBIM PUCKOM KPOBOTCUCHHS BO BPEMSI TEPANUU PUBAPOKCAOAHOM.
[IpumeneHne puBapokcabaHa y TAIMEHTOB CO 3JIOKAYECTBEHHBIMH HOBOOOpa30BaHUSMHU U
BBICOKMM PUCKOM KPOBOTEUYECHHS TPOTUBOIIOKA3aHO (cM. pasaen 4.3).

ITameHThl ¢ MCKYCCTBEHHBIMU KIaaHaMU cepAlla

PuBapokcaban He pekoMeHJyeTcs Ul MpO(UIAKTUKA TPOMOO30B y HAlMEHTOB, MEPEHECLINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHY aopTalbHOro Kianana. be3omacHOCTh U 3(pPEeKTHBHOCTD
IPUMEHEHHUS pUBapOKCabaHa HE 3Y4allUCh y NAIUEHTOB C UCKYCCTBEHHBIMU KJIallaHAMU Cep/iLa,
ClIeZIOBAaTEeNIbHO, HET JAaHHBIX, [OATBEPXKAAIOLINX, YTO NPUMEHEHHE puBapokcabaHa
o0ecreynBaeT JOCTAaTOYHbIM AHTHKOATYISIHTHBIA 3((eKT y TaHHOM MNOMyNALUU MalHMEeHTOB.
JleyeHnue Takux manueHTOB npenapaToM PuBapokcabaH He peKOMEHyeTCs.

ITarneHTs!l ¢ aHTH(OCHOIUIUIHLIM CHHIPOMOM

[TpuMeHeHHe nepopalbHbIX AaHTUKOATYJISHTOB MPSIMOTO AEWCTBUS, BKJIIOYas pUBApOKcabaH, HE
pEeKOMeHyeTcsl Y MallMeHTOB, UMEIOIIUX TPoMOO3bl B aHAMHE3€, Y KOTOPBIX JMAarHOCTHPOBAH
aHTU(GOCPOIUNUIHBIN CUHAPOM. B 4YacTHOCTH, y MalUMEHTOB C TPOWHBIM MO3UTUBHBIM
aHTU(POCPOIUNUIHBIM CUHAPOMOM (HAaJM4YME BOJYAHOYHOIO AaHTHKOAryJsiHTa, AHTUTENl K
KapIMOJUMHUHY W  aHTUTeN K OeTa-2-rmuKonpoTenHy 1) Tepamus  mnepopanbHbIMU
AQHTUKOAryJssHTaMU HPSIMOro JEHCTBUS MOYKET COINPOBOXKAATHCS IOBBIIMIEHHON 4YacTOTOM
PElUINBOB TPOMOOTHYECKUX COOBITUI B CpaBHEHHUU C Tepanued aHTaroHucramu BuTtamuHa K
(ABK).

OnepaTuBHBIC BMEIIATEIBCTBA IIPU IIEPEIOME 6CHD6HHOf/'I KOCTH

HpI/IMeHeHI/IC pHBapOKcaGaHa Ipru OINCPATUBHBIX BMCIIATCIILCTBAX II0 IIOBOAY II€pCiioMa

6e)1peHH0171 KOCTH HC U3Yy4aJIOCh B MHTCPBCHIMOHHBIX KIIMHUYCCKNX UCCICAOBAHUAX JIA OLICHKN
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B Ha6JIIOI[aTeJIBHBIX HUCCIICAOBAHUAX, Yy TMAIMCHTOB, MOABCPrarOMuxcsa OINCpaTUBHbBIM
BMCIIATCIIbCTBOM TIIpHU TMECPCIOME HHIKHHUX KOHC‘IHOCTGFI, B TOM 4YHUCIIC, IIpU TMCPCIOMC
IMPOKCHUMAJIbHBIX OTACIIOB 6enpeHH0171 KOCTH.

[NamuenTsl ¢ GuOPHWIUIANKEN IpEACEPINN HEKIANAHHOTO MporucxoxaeHus, neperecmue YKB co

CTCHTHUPOBAHUECM

HmeroTcss AaHHbIE MHTEPBEHLUMOHHOIO KIMHUYECKOI'O HCCIIEIOBaHUS, I[EPBUYHON LENIbIO
KOTOPOTO SIBJISUIACh OI[EHKA MPoduis 6€30MacHOCTH Y MAMEHTOB ¢ PUOpHILISIUEl Ipeacepauit
HEKJIAIIAaHHOTO0 NpoucxoxaeHus, nepeHeciux YKB co crentupoBanuem. J[lanHble 110
3¢ (HEeKTUBHOCTH Y JAHHOH MOMYJISAIUN OrpaHYeHHBI (cM. pa3aenst 4.2 u 5.1). JlaHHbBIE O TAaKUM
HalyreHTaM ¢ MHCYJIBTOM/TPAaH3UTOPHON UIIEMHUYECKOM aTaKoW B aHAMHE3€ OTCYTCTBYIOT.

[ManueHThl ¢ reMOJIMHAMUYECKHA HECTAOMIBHOM TpoMOosMOomuei terounoit aprepuu (TDJIA) u

NanMrcHThI, KOTOPBIM TD66VCTC$I IIPOBCACHHUC TDOM6OHI/I3I/Ica 50044 TDOM63KTOMI/II/I

PuBapokcabaH He peKOMEH1yeTCs B KAU€CTBE aJIbTEPHATUBBI HEPPAKIIMIOHUPOBAHHOMY F€lIapUHY
y MaIMEHTOB C TeMOMHAMUYECKH HECTAOMIBHON TPOMOOIMOOINEH JIETOUHOM apTepHH, a TaKxKe
y HNalUeHTOB, KOTOpPbIE MOT'YT HY)XJAaTbCci B IPOBEIEHUH TPOMOOIM3MCA WM TPOMOSIKTOMUH,
IOCKOJIbKY 0€30MacHOCTh U 3P PEKTUBHOCTh PUBAPOKCAOaHA NIPH TAKUX KIMHUYECKUX CUTYaIUSIX
HE yCTaHOBJICHA.

DnuaypajabHas/COMHAILHAS AHECTE3U WIH ITYHKIUS

[Ipy  BBINONHEHUH  HEUPOAKCHANBLHOM  (SMUAYpallbHOW/CIIMHANBHON)  aHECTe3MH WU
CIMHAJIBHON/AMUAYPATbHOM  MYHKUMHM MalKMeHTaM, MOJYYalolUUM aHTUTPOMOOTHYECKHE
npenaparsl ¢ LeNbl0 TPO(HUIAKTHKA TPOMOOIMOOINUYECKHX OCTIOKHEHHUM, CYIIECTBYET PHUCK
Pa3BUTHS SIUAYPATBHON UM CIIMHAJIBHOW FeMaTOMBbI, KOTOpasi MOKET MPUBECTHU K UIUTEILHOMY
WIA TIOCTOSSHHOMY napaiauuyy. Puck 3TuX coObITHH B JajbHEWIIEM MOBBIIIAETCS NpHU
WCIIOJIb30BAHUN TIOCTOSIHHBIX KaTETEPOB WJIM COIYTCTBYIOIIEM IPUMEHEHHM JIEKAPCTBEHHBIX
[pernapaToB, BIUSIOIIMX HAa TreMocTa3. TpaBMaTHYHOE BBINOJIHEHHWE OSIUAYpPAJbHON WIH
CHUHAJIBHOM MYHKIWU WM TOBTOPHAs MYHKIIMS TaK)KE€ MOTYT MOBBIIIATH PUCK.

[TatMeHTh! JOKHBI HAXOAUTHCS MO HAOIIOJCHUEM JUIsl BBISIBJICHUS IPU3HAKOB UJIM CUMITOMOB
HEBPOJIOTUYECKUX HapylIeHUH (Hampumep, OHEMEHHME WM cJabocTb HOT, JUCOYHKIUSA
KHUIIEYHUKA WJIA MO4YeBOro my3bips). I[lpu oOHapyXeHHH HEBpPOJIOTHUECKUX pPacCTPONCTB
HeoOXxouMa CpoyHasi AMArHOCTHKA U JIeUEHUE.

Bpau [omkeH CcONOCTaBUTh NOTEHUMAIbHYIO IIOJB3Y M PHUCK TEpe] IPOBEAECHUEM
CIIMHHOMO3IOBOI'O ~ BMEIIATENIbCTBA  NAIMEHTaM, IOJIYYAIOIIUM  AHTUKOAryJsHTbl — WJIU

INIAaHUPYEMBIM K IMOJYYCHHUIO AHTHUKOATrYJIAHTOB C IICJIBIO HpO(bI/IJ'IaKTI/IKI/I TpOM6030B. OngeIT
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CUTYaIUsX OTCYTCTBYET.

C 1enpl0 CHIDKEHMSI TOTEHIMAJBbHOTO pPUCKA KPOBOTEUEHHUS, AaCCOLIMUPOBAHHOTO C
OJIHOBPEMEHHBIM  TPUMEHEHUEM puUBapokcabaHa U  BBIIOJHEHHEM  HeipoakcHanbHON
(>nMaypanbHOW/CIIMHAIBHON) AQHECTe3MH WM CIHHAIBHONW MYHKIMH, CIIEAYeT YYUTHIBATH
(dapMaKOKMHETHYECKUN MPOQIIIb puBapokcabaHa. YCTaHOBKY WM YAAJIEHUE SMUAYPATLHOTO
KareTepa Wik CIIMHHOMO3TOBYIO MYHKIUIO JIy4Ille TPOBOJIUTH TOTJA, KOT/Ia aHTUKOATryISTHTHBIN
s dexT puBapokcabaHa OLIEHUBAETCS KaK CJIa0bIil (cM. pasnen 5.2).

OnuaypalibHbIA KaTeTEp U3BJIEKAIOT HE paHee yeM yepe3 18 4acoB nocie npuema nociaeHe 10351
puBapokcabana. [Ipuem cienyrouieii 10361 puBOpOKcabaHa ClIEAYeT OCYIIECTBIATh HE paHEEe YeM
yepe3 6 4acoB MOCIIE M3BJICUCHHS SMUAYPATILHOTO Karerepa. B ciiyyae TpaBMaTH4YHON MyHKIIUU
IPUMEHEHUEe pUBapoOKcabaHa cleyeT OTIOXKUTh Ha 24 yaca.

JlanHple MO BpEeMEHH YCTAaHOBKM WM yJaJeHHs HEHpoaKkCHalbHOTO Karerepa y JeTeH,
MPUHUMAIOIINUX PUBAPOKCA0aH, OTCYTCTBYIOT. B Takux ciydasx cienyeT MpeKpaTHUTh MpUeM
puBapokcabaHa U pacCMOTPETh BO3MOXKHOCTh MPUMEHEHHS MAPEHTEPATHHOTO aHTUKOATYJISTHTA
KOPOTKOTO ACHCTBHS.

PexoMeHganMyu 10 JO3MPOBAHMIO [0 W TIOCJAE HWHBA3MBHBIX NPOLEAYP W XHUPYPTUUYECKHX

BMEIIIATEILCTB
Ecnu HeoO6xoaumo mpoBeicHNEe WHBA3UBHOM MPOLIETYPHl MJIM XUPYPTUUECKOTO BMEIIATEIhCTBA,
npuem npenapara PuBapokcaban 15 mr u 20 Mr cneayeT npekpaTuTh, 1o KpaitHeil mepe 3a 24 yaca
JI0 BMEIATeNIbCTBA, €CJIM 3TO BO3MOKHO, 1 HA OCHOBAHUH 3aKJIFOUECHHS Bpaya.

Ecnu nmponenypy Hemb3sl OTJIOKWTb, MOBBIIICHHBI PUCK KPOBOTEUEHUSI CIEAYET OIICHUBATH B
CPaBHEHMHU C HEOOXOJUMOCTBIO CPOYHOTO BMEIIATENIbCTBA.

[Tpuem mpenapara PuBapokcabaH cienyer Bo30OHOBUTH IMOCIE WHBA3HUBHOW MPOIENYpHl WIN
XUPYPrUUYECKOr0 BMEIIATENIbCTBA, MPU YCIOBUU HAJIWYUS COOTBETCTBYIOIIMUX KIMHUYECKUX
MoKa3zaTeJIe U aJleKBaTHOTO TeMOCTa3a, YTO OMpeAeIIIeTCs JIeHaluM BpadoM (cM. pazzaen 5.2.).

[Tosxkuiion Bo3pact

Puck KPOBOTCUYCHUSA MOXKET YBCIIMYUBATHCA C BO3pACTOM (CM. pasaei 52)

JlepMaToOI0rMYeCK1E PEAKIINU

[Tpu mpoBeneHNH MOCTPETUCTPALIMOHHBIX HAOIIOACHUH COOOIIANOCh O cly4yasiX BOZHUKHOBEHUS
CEpPBhE3HBIX KOXXHBIX peaknuii, BKmMo4as cuHapoMm CrtuBeHca-/[KOHCOHA / TOKCHYECKUU
AMUJIEPMANIBHBIM HEKPOJIN3 U JIEKaPCTBEHHO-MHAYLIMPOBAHHYIO PEAKLHI0 C 303MHO(UINEH U
cucreMHbiMu cumntoMamu (DRESS-cunapom), Ha ¢oHe npuMeHeHHs puBapokcabaHa (cM.
paznen 4.8.). IlanuenTsl, MO-BUANMOMY, MOJBEPralOTCsl HaUOOJbIIEMY PUCKY BO3HUKHOBEHUS

OTUX peaKuHﬁ Ha paHHUX 3Tallax JCYCHHA: Ha4aJl0 p€aKlIuu B OOJILIIINHCTBE CJIYy4acB ITPOUCXOOUT
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IIPH €€ PaclpOCTPaHEHUH, HHTCHCHU(PHUKAITUHN W/Wir 00pa30BaHUM BOJJIBIPEN) WM TIPH HATUYUU
KaKuX-TH00 IPYrHX CUMITOMOB TUIIEPUYBCTBUTECIILHOCTH, CBSI3aHHBIX C TIOPAXKEHUEM CIIM3UCTON
000JI0YKH, CIIeIyeT MPEKPATUTh Teparmio npenapatoM PuBapokcadan.
eTu

HmeroTcs orpaHUYCHHBIC JaHHBIE TI0 MPUMEHEHUIO0 pUBapokcabaHa y aereil ¢ TpoMO030M BEH
TOJIOBHOTO MO3Ta M BEHO3HBIX CHHYCOB, Y KOTOPBIX €CTh MH(EKIHUS MEHTPATbHOW HEPBHOU
cucrembl (ITHC) (cm. pasmen 5.1). HeoOxonuMo TmiaTenbHO OIICHHUBATH PUCK KPOBOTECUCHUS
niepe/l HA3HAYCHUEM U BO BpEMsl TEPAITUU pUBAPOKCAOAHOM.

BcrnomMorarennHble BEIECTBA

Jlakmosa
[TaimeHTaM C peaKo BCTpEUarolIelcss HACIEeICTBEHHOM HENEPEHOCHMOCTRIO TajlaKTas3bl,
JIAKTa3HOM HEJAOCTATOYHOCTHIO WIIM TIIFOKO30-TalaKTO3HOM ManbaOcopOIueit He cleayer

MPUHUMATh 3TOT IIpenapar.

4.5. B3aumopeiicTBue ¢ JAPYrMMH JIEKAPCTBEHHBIMHM IIpeniapaTaMM W JApyrue BH/IbI
B3aNMOJAeHCTBUSA

CrerneHb MEXJIEKapCTBEHHBIX B3aMMOJEWUCTBUN Yy JeTell He u3BecTHa. [IpuBeneHHbIE HUXKE
JIAHHBIE O B3aUMOJCHCTBUY, IIOJYYEHHBIE Y B3POCIIbIX ITAIIMEHTOB, U IIPEAYIIPEKIACHNS B PA3LCIIE
4.4 nomxHbI OBITh IPUHATH BO BHUMAHUE I IEJMATPUUECKON TOMYJISALHH.

Nuaruduropsl CYP3A4 u P-rmukonporenHa

CoBMecTHOE NpuMeHeHe puBapokcadbana 1 ketokoHasoza (400 mr 1 pa3 B ieHb) WM pUTOHABHpA
(600 mMr 2 pasa B JeHb) mpUBOAWIO K TOBBImIeHHIO cpenneir AUC (Tuiomaaps moj KpUBOH
«KOHIEHTpalMs-BpeMs») pHuBapokcabaHa B 2,6 paza/2,5 pa3za u yBenudeHHto cpegHed Cmax
(MakcuMasibHasi KOHIEHTpauus) puBapokcabana B 1,7 pasza/l,6 paza co 3HAYUTEIBHBIM
ycusieHueM (hapMakoAMHaMHUYEeCKOTro AEUCTBUS Mperapara, YTO MOXKET IPUBOJIUTH K YBEITHUUEHUIO
pUCKa KpOBOTEYEHHs. B CBsi3u ¢ 3TUM puBapokcabaH HE PEKOMEHIYeTCs K NPUMEHEHUIO Yy
NalMEeHTOB, IMOJIyYalolUX CHUCTEMHOE JIeYeHHEe MPOTHBOIPHOKOBBIMM MpenapaTaMu a30J0BOH
IpyNIbl, TaKUMU KaK KETOKOHA30J, WTPAKOHA30J, BOPUKOHA30J M II03aKOHA30J, WIU
uHruOutopamu nporeazsl BHUY. DOtu  neiicTByromue BellecTBa SBISIOTCS  MOIIHBIMU
uaruoutopamu 1 CYP3A4, u P-rimuxonporenna (cm. paznen 4.4.).

Oxwunaercs, 4To Ipyrue JIEKapCTBEHHBIE BEIIECTBA, MOIIHO YTHETAIOUINE TOJIBKO OJUH U3 IyTel
BbIBEJICHUsI puBapokcadbana — ¢ yuactueM CYP3A4 unu P-rinuxonporenHa, OyAyT yBelIn4UBaTh

KOHIICHTPAIIMIO pUBapoKkcadaHa B MIa3Me KPOBH JI0 MEHEE 3HAYNMBIX 3HAYCHHUI.
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YMEPEHHbI MHTuOMTOp P-rimmMkompoTenHa, BbI3bIBaN yBenWueHUe 3HadeHui cpenneit AUC
puBapokcabana B 1,5 pa3a u Cmax B 1,4 paza. BaumonelictBue ¢ KIapUTpOMULIMHOM CUMTAETCS
KJIMHUYECKH HE3HAYMMbIM JJisi OOJBIIMHCTBA MAllMEHTOB, HO MOXET OBbITh MOTEHLHATbHO
3HAYUMBIM JIJIS TALIMEHTOB U3 IPYIIb BBICOKOTO PUCKA (ISl MAIUEHTOB C HapyIlIeHueM (pyHKIUU
nouek (cm. paszzuen 4.4.).

Oputpomuiud (500 mr 3 pasa B Ac¢Hb), yMepeHHO noaaBistonii uzohpepment CYP3A4 u P-
TJIMKOIIPOTEHH, BhI3bIBaN yBeanueHue 3HaueHui cpeaHeit AUC u Cmax puBapokcabana B 1,3 pasa.
B3aumopeiicTBie ¢ 3pUTPOMUIIMHOM CUUTAETCSd KIMHUYECKHM HE3HAYMMbBIM JUIsl OOJBIIMHCTBA
NAIMEHTOB, HO MOXET OBbITh MOTEHIMAIBLHO 3HAYUMBIM I NALMEHTOB U3 IPYIIBI BBICOKOTO
pucka. Y HalueHTOB C JISTKOW CTENEHbI0 HapymeHus (GYHKIMU moveK sputpoMuiimH (500 mr 3
pa3a B JIeHb) BbI3bIBaJl yBenuueHue 3Hadenuii cpeaneid AUC puBapokcabana B 1,8 paza 1 Cmax B
1,6 pa3za 1o CpaBHEHHIO C MMAlMEHTAMH C HOPMaJIbHOU (YHKIIMEH oueK. Y MalrueHToB co CpeaHei
CTENEHbIO HAapyLIeHUs (QYHKIUU [TOYEK IPUTPOMHULIMH BbI3bIBAJ YBEJIIMUEHUE 3HAUEHUHN CpelHen
AUC puBapoxkcabana B 2,0 paza u Cmax B 1,6 pa3a 1o CpaBHCHHIO C MAUEHTAMH C HOPMaJIbHOU
byHkue mouek. DPPEKT SPUTPOMUIIMHA SIBISETCS AATUTHUBHBIM BCJIEACTBUE HApPYIICHUS
byHkuyn movex (cm. pazzaen 4.4.).

®ykonazon (400 mr 1 pa3 B aeHs), ymepenHo nogasisitoniuii u3opepment CYP3A4, Be3pIBal
yBenuueHue 3HaueHuit cpenner AUC puBapokcabana B 1,4 pasa u Cmax B 1,3 paza.
BzaumopeiictBue ¢ (IykOHA30J10M CYHTAETCS KIMHUYECKH HE3HAYMMbIM Ui OOJIBIIMHCTBA
NalMEeHTOB, HO MOXXET ObITh MOTEHIMAIbHO 3HAYMMBIM JUIS HAIlMEHTOB U3 TPYIIBI BBICOKOTO
pHcKa (I TAMEHTOB ¢ HapylIeHneM (DYHKIIMHU MoYeK cM. paszaen 4.4.).

Crnenyer n3beratb OJJHOBPEMEHHOTO MPUMEHEHHUsI pUBapokcabaHa ¢ APOHEAAPOHOM B CBS3H C
OTPaHMYEHHOCTHIO KIIMHUYECKUX JaHHBIX O COBMECTHOM IIPUMEHEHHH.

AHTHKOAryIsSHTHI

[Tocne oOIHOBpPEMEHHOIO NPUMEHEHHs SHOKcamapuHa (ogHOkpatHas po3a 40 wmr) u
puBapokcabana (ogHokpaTHas ao03a 10 mr) Habmronancs CyMMarmoHHBIA 3Q(EKT B OTHOIICHUH
aKTUBHOCTH aHTU-(pakTOpa Xa, HEe CONPOBOXKJIABIIMUCSA JAOMOJHUTEIbHBIMU CYMMAIlMOHHBIMU
3pdexTaMu B OTHOIIEHHMH IpPOO0 HAa CBEPTHIBAEMOCTb KpPOBH (IPOTPOMOMHOBOE BpeMs,
AKTUBUPOBAHHOE YacTHYHOE TpomOoriactuHoBoe Bpems (AUTB)). DHokcamapuH He M3MEHSIT
(bapMaKOKMHETHKY pUBapoKcabaHa.

B cBs3u ¢ MOBBIIEHHBIM PUCKOM KPOBOTEUEHHUs] HEOOXOAUMO COOJIIOJIaTh OCTOPOXKHOCTH MpPHU
COBMECTHOM NMPUMEHEHUH C JTIOOBIMU APYTUMH aHTHKOATYJIIHTaMH (CM. pa3zensl 4.3. u 4.4.).

HIIBII/vHrHOuTOpSEI arperaiinu TpOMOOIIMTOB
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KJIMHUYECKH 3HAUUMOTO YIIJIMHCHUSI BPEMEHU KPOBOTCUCHHUS HE HAOI0AaI0Cch. TeM He MEHee, Y
OT/ICNIbHBIX JIUI] BO3MOKEH 00Jiee BhIPaKCHHBIN (hapMaKOUHAMHUCCKUI OTBET.

He HaOmomanoch  HUKAKMX ~ KJIMHHYECKH  3HAYMMBIX  (DAPMAKOKMHETHYCCKHX  HIIH
(apMaKoIMHAMUYECKMX B3aMMOJICHCTBHI NP COBMECTHOM IPUMCHCHHHM pHBapoKcabaHa W
500 Mr aleTHIICAIMIIUIOBON KHCIIOTHL.

He oOHapysxeHO GpapMaKOKHHETHIECKOTO B3aUMOICHCTBHS MEXK 1y PUBAPOKCa0aHOM B J103¢€ 15 MT
U KJIOMUI0rpesioM (Harpy3ouHas 103a 300 Mr ¢ mocieayonuM Ha3HaYeHUEM T10IICPyKUBAOIIEH
JI03BI 75 MT'), HO y YaCTH ITALIMEHTOB 0OHAPYKEHO 3HAYMMOE YBEIIMYCHHE BPEMEHH KPOBOTCUCHU S,
HE KOppEIUpOBaBIIee C arperamueii TpPOMOOIMTOB W COJICp)KaHHEeM P-celekThHa WiH
rimkornporenHoBbIX [Ib/I1Ia-penienTopos.

Heo0xoaumo co01r01aTh 0CTOPOKHOCTD P COBMECTHOM NPUMEHEHUH puBapokcadbana ¢ HIIBIT
(BKJIFOUAS alleTHIICATTUIIMIIOBYIO KUCIIOTY) M MHTUOMTOPAaMH arperaiui TPOMOOIIUTOB, TOCKOJIBKY

NPUMEHEHHE ITUX MPETapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTEUCHHS (CM. paznen 4.4.).

CHO3C / CUO3CH

Kak u B ciydae NpUMEHEHHs IPYIMX aHTUKOAryJIsHTOB, BO3MOJKHO YBEIMYEHHE pPHCKa
KPOBOTEUCHMsI Y MALMEHTOB, OJHOBPEMEHHO NPUHHUMAIOLUIMX PHBApOKCa0aH C CEJEKTUBHBIMU
uHruoutopamu oOparHoro 3axBara cepoToHnHa (CHMO3C) u ceneKTUBHBIMH HMHIMOMTOpaMU
obOparHoro 3axBarta ceporoHmHa u HopanuHeppuHa (CMO3CH) BciencTBue BIMSHHUS ITHX
penapaToB Ha TpoOMOOLMTHL. Pe3ynbTaThl KIMHUYECKUX HCCIEI0BaHUNM puBapokcabaHa
IPOIEMOHCTPUPOBAIM YUCICHHOE MOBBIIIEHHE OOJIBIINX U HEOOIBIINX KIMHUYECKH 3HAUMMBIX
KPOBOTEUYEHMH BO BCEX IpyMIax JeueHus! Ipu COBMECTHOM MPUMEHEHUH 3TUX MPEnapaTos.
Bapdapun

[TepeBon mammeHnToB ¢ anTtaronucra ButamuHa K Bapdapuna (MHO ot 2,0 go 3,0) Ha
puBapokcaban (20 mr) umm ¢ puapokcabana (20 mr) nHa Bapdapun (MHO ot 2,0 no 3,0)
yBenuuuBai nporpomoOunoBoe Bpemsi/MHO (Neoplastin) B OobIeit CTeeHu, 4eM 3TOT0 MOKHO
ObLI0 ObI 0XKMJIATh MPHU MPOCTOM cyMMHpoBaHUH 3¢ dekToB (oTAenbHble 3HaueHuss MHO moryt
nocturath 12), B To Bpems kak BinusHue Ha AUTB, nonasneHue aktuBHOCTH (akTopa Xa u
SHIOTEeHHBIN noTeHIan Tpomouna (3I1T) OblTH aITUTHBHBIMU.

Jns ouenku QapmakoguHamMuueckux 3(P¢eKToB pHuBapokcabaHa B TEPEXOIHBIM INEpUOJ B
KayecTBe HEOOXOJIMMBIX TECTOB, Ha KOTOpbIE HE OKa3bIBAE€T BIMSIHHE BappapuH, MOXKHO
UCIIOJIb30BaTh ONpeieiieHrne akTuBHOCTH aHTH-(akTopa Xa, PiCT u HepTest. Haunnas ¢ 4-ro aus
nocje mpuema mocienHei 103bl BapdapuHa Bce aHanusbl (Bkitouas 1B, AUTB, nonaBnenue

akTuBHOCTH (axTopa Xa u OIIT) oTpakanu HCKIIOUNTENBHO BIUSHUE pUBapoKcabaHa.
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ucnonb30Bath nokazarenb MHO, u3mepeHHblit B MOMEHT JOCTHKEHUS Crpomexyr. PUBapOKcabaHa
(uepe3 24 yaca mocie MpeAbAYIIero IprueMa puBapokcadbana), TaKk Kak B ’TOT MOMEHT BPEMECHH
BJIIMSTHUE pUBapokcabaHa Ha pe3ysibTaThl aHAIM3a MUHUMAIBHO.

DapMaKOKMHETUYECKOTO B3aUMOJCHCTBUS MeXAy Bap(apuHOM U pUBapOKcabaHOM He
00HApYKEHO.

Nunykropsr CYP3A4

CoBMecTHOE TMpUMEHEHHE pHUBapokcabaHa ¢ pudaMIUIUHA, SBISIOMIETOCS MOIIHBIM
unaykropom CYP3 A4, npuBoauno k cHmwkenuto cpeaneit AUC puBapokcabana mpuOIM3UTEIbHO
Ha 50 % ¥ mapaielbHOMY YMEHBIIIEHUIO ero dapMakoguHaMudeckux g dexkroB. CoBMECTHOE
OpUMEHeHHe pHuBapokcabaHa ¢ ApyruMu MomHbIMH uHAyKTOpamu CYP3A4 (manmpumep,
dbenuTonHoMm,  kapOamasenuHoM,  (QeHOoOapOMTaTIOM — WIM  TIpemapaTaMu  3Bepo0os
MPOJBIPSABICHHOI0) TAaKK€ MOXKET MPUBECTH K CHIDKEHHIO KOHLIEHTpalUW pHBapokcabaHa B
iasme kposu. CienoBaTeslbHO, HEO0OXOAUMO U30€raTh 0JJHOBPEMEHHOTO TPUMEHEHUSI MOLITHBIX
uHaykropoB CYP3A4, kpome citydaeB, KOrja TIIATENIbHO KOHTPOIUPYIOT IPU3HAKU U CUMIITOMBI
TpombO3a.

ConyrcTByIoniee IpuMEHEHHE IPYTHX IIpenapaToB

He orMedanoch KIMHMYECKH 3HAYMMBIX (DapMaKOKMHETHUECKUX WM (hapMaKoIMHAMHYECKUX
B3aMMOJECHCTBUI NIpU OJHOBPEMEHHOM IIPUMEHEHUU pHBapokcabaHa C MHJIA30JIaMOM
(cyoctpatom CYP3A4), nurokcunom (cyOctparom P-rmmkomnporenHa), aTOpBaCTaTMHOM
(cyoctpatom CYP3A4 u P-gp) unu omemnpaszoioMm (MHTHOUTOPOM MPOTOHHON TIOMIIBI).
PuBapokcaban He HHTHOUPYET U HE UHAYLIMPYET HUKaKkue ocHOBHbIE n30hopmbl CYP, nonobHbIe
CYP3A4,

KnuHnyecku 3Ha4MMBbIX B3aUMOJICHCTBUIN C MPOAYKTAaMH IMUTaHUs HE HaOII0Jaoch (CM. pasen

4.2.).

Brausaune Ha 1a00paTOpHBIE TAPAMETPEI

BnusiHue Ha pe3ynbTaThl Mpo0O Ha mapameTpbl cBepThIBaHUS (mpoTpoMOnHOBOE Bpems, AUTB,
HepTest) cooTBeTCTBYeT OKMAAeMOMY C Y4ETOM MEXaHHW3Ma JEHCTBHs pHBapokcabaHa (CM.

pazzgen 5.1.).

4.6. DepTUIBLHOCTD, 0EPEMEHHOCTDH M JTAKTALHSA

bepemeHnHoCTL

besomacHocth U 3 PeKTUBHOCTH TpPUMEHEHHUs puUBapokcabaHa y OEpeMEHHBIX KCHIIWH He
YCTaHOBJICHBL. JlaHHBIE, TIOJy4YEHHbIE HA OKCIEPUMEHTAIBHBIX IKUBOTHBIX, TMOKa3alIn

BBIPAKEHHYIO PENPOAYKTUBHYIO TOKCHYHOCTb. BcienctBue BO3MOXHOM pPENpONyKTUBHOM
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puBapokcabaH IMPOTUBOINOKA3aH BO BpeMsi OepeMeHHOCTH (cM. pazzen 4.3).

JKeHIMHBI AETOPOTHOTO BO3pacTa JODKHBI M30erath OEpeMEHHOCTH BO BpeMs Tepamuu
pHUBapoKcabaHOM.

Jlakranus

O¢ddexTrBHOCTH N 6E30MACHOCTh MPUMEHEHUS pUBapoKcabaHa y KEHIIUH B NEPUOJ TPYIHOTO
BCKapMJIMBaHHUS HE YCTAHOBJICHBI. JlaHHBIE, MOJMYYCHHbIE HA SKCIEPUMEHTAJIBHBIX KUBOTHBIX,
IIOKa3bIBAIOT, YTO PUBAPOKCA0aH BBIACISAETCS C IPYIHBIM MOJIOKOM. [IpenapaT nmpoTuBoIoKkasaH
B [IEPUOJI IPYIHOr0 BCKapMiIMBaHus (cM. pa3zein 4.3.). Heo6xo1umo NpuHATh pereHre 06 OTMEHe
IPyIHOTO BCKapMJIMBAHUS WM IPEKPAICHUH TEPATTHH.

DdepTUabHOCTD

HccnenoBanus IIOKasaJjinu, 4TO pHBapOKca6aH HC BJIMSCT HA MYXKCKYIO U KCHCKYIO Q)epTHHbHOCTL
Y KpPEIC. CHGI_[I/IaJ'IbHBIX I/ICCJ'ICIIOBaHI/Iﬁ BIINSAHUA pHBapOKca6aHa Ha q)epTI/IJ'ILHOCTb Y 4CJIOBCKA HC

IIPOBOJIUIIOCH.

4.7. BiusiHHe HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeICTBAMHM M padoTarh ¢
MeXaHHU3MaMH

[Tpu npumMeHeHnH puBapokcadaHa OTMEYAIUCh CIydyal OOMOPOKOB U IOJIOBOKPYKEHHU S, KOTOPbIE
MOTYT BIIMATH Ha CIHOCOOHOCTb YIPABJIEHUS TPAHCIOPTHBIMU CpPEACTBAMHU WU JAPYTUMHU
MexaHuzMamu (cM. paszen 4.8.). [lanueHtam, y KOTOPBIX BO3HHMKAIOT JIaHHBIC HEXeJIaTelbHbIe

pCaKkiuu, HE CIICAYCT YIIPABJIATH TPAHCIIOPTHBIMU CPEACTBAMUA WK JPYT'UMHU MEXAHU3MAMU.

4.8. Hexkes1aTelbHbIE peaKIUM

Pesrome mpoduis 6e3onacHOCTH

be3zonacHocTh puBapokcabaHa OLlEeHMBAJIAaCh B TPUHAALATH OCHOBHBIX Hccienoanusx III ¢assl
(cm. Tabmumy 1).

CymmapHo 69 608 B3pocCIbIX MAalUEHTOB B AeBsATHAATH uccienoBanusx I das3er u 488 nereii B
nByx uccnenopanusx Il ¢assr u aByx nccnenoBanusx 11 gpassl npuHuManu puapokcadas.
Tabmuua 1. Yucno manueHToB, y4acTBOBABIIMX B MCCIIEOBAHUSAX, CyMMapHas CyTO4Has J103a U
MakCHMajbHasi MPOJODKUTEIBHOCTh JIEUeHUS B KIMHMYecKuX uccienoBanusx Il dassr ¢

Y4aCTUEM B3POCIIBIX U NIEAUATPUUCCKUX MAITUCHTOB

MakcumaabHas
Yucio CymmapHas
IToxazanue % NPOI0IKHTEILHOCTh
MAIHEHTOB CyTOYHAas 1032

JeYeHHsd

IIpodmnaxktuka BTD o

pod Y| 6097 10 mr 39 ueit
B3POCIBIX MalMEHTOB,

Crpanwnma 19 u3 54



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 25122025 N 3

- -

- o Bl o BN o e o ol o B B O Ly

MEePEHECIINX IIAHOBYIO R AR TEFIr = i e T VUM
omepanyil [0  3aMEHe
Ta300€IPCHHOTO WIH
KOJICHHOT'O CycTaBa
[Ipopmnaktuka BTD vy
MAIUEHTOB,
TOCHUTAIU3UPOBAHHBIX  C 3997 10 mr 39 nuei
OCTPBIM MEIUIIMHCKUM
COCTOSIHUEM
Jleueane TI'B, TOJIA wu Jenn 1-21: 30 mr
npoduakTUKa PEIUINBOB Hauunas ¢ 22 gus:
6 790 20 wr 21 mecsn
ITocne MuUHUMYM
6 Mecses:
10 mr wim 20 mr
Jleuenue BTD u Ho3a,
npouiakTHKa  PEUIUBOB CKOPPEKTUPOBAHHAS B
BTD y HOBOpOXIEHHBIX U 3aBHCHUMOCTH OT
neTelt B Bozpacte 10 < 18 jer MacChl Tela, IS
nocie HAYaJIbHOU JOCTHKEHUS
CTaHJapTHOU } 329 OKCTIO3ULH, 12 Mecsen
AHTUKOAryJISTHTHOM Tepanuu HaOo1aBIIeiiCcs Y
B3POCJIBIX,
nonyyaBmux 20 mr
puBapokcabaHa oJuH
pa3 B JICHb IS
neyenus TT'B
[Ipodunaktuka WUHCYIBTA H
CUCTEMHOH TpOMO0IMOOHH
y HauH‘EHTOB S 7 750 20 mr 41 mecsn
¢ubpusiuuel npeacepauii
HEKJIaaHHOTO
TTPOUCXOXKICHHUS
[Tpodunaktuka 5 mr unmm 10 mr
aTepPOTPOMOOTHYECKUX COOTBETCTBEHHO, B
COOBITHH Y AIIMUEHTOB MOCIIEe KOMOHMHAIINH C
OCTpOTo KOPOHApHOI'0 aleTUIICAITUIIUIIOBOM
cunapoma (OKC) 10 225 KHUCJIOTOM WIIN 31 mecsn
Al ETUJICATUIIMIIOBON
KHUCJIOTOH C
KJIOTIHJIOTPEJIOM HIIN
TUKJIOTHIHHOM
[Ipodunaktuka 5 Mr B KOMOMHAIUH C
aTepOTpE)M6OTI/ILIeCKI/IX 18 244 auemncuannuﬂnomﬁ 47 Mecsties
COOBITUH y TAIMEHTOB C kuciorou miu 10 mr B
UIIIEMHYECKOl  OOJIe3HBIO MOHOTEpaNHu
cepaia (MBC) i 5 Mr B KOMOWHAIIUHA C
3a00JieBaHUEM .
o 3 256** aleTUICAIUIINIOBOH 42 Mecsara
nepudepruyeckux — apTrepuit .
(3TIA) KHUCJIOTOM

* [laniMeHTHI, TOJYYUBIIIKE IO MEHBIIIEH MEpe OJIHY /103y pHBapokcabaHa.
** N3 uccaenosanusts VOYAGER PAD.
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puBapokcabaH ObUIM KpoBoTe€deHHUs (cM. HIKe «OmHcaHue OTIENbHBIX HEeXeIaTeIbHbIX
peakiuu», cm. paspen 4.4) (Tabnuma 2). Haumbomee YacTo perucTpupoBaINCh TaKHe
KPOBOTEYEHHMsI, KaK HOCOBOe KpoBoTeueHue (4,5 %) U KelnyAoYHO-KHUIIEYHOE KPOBOTEUEHUE
(3,8 %).

Tabmuua 2. YactoTa BOSHMKHOBEHHSI KPOBOTCUCHMH™ M aHEMHMM Y MAIMEHTOB, MOIYYaBIIMX
JIeYeHUEe pUBApOKCAO0AHOM B 3aBEPIICHHBIX KIMHUYeckuX uccienoBanusx 111 ¢asel ¢ yuactuem

B3POCJIBIX U NEAUATPHUYCCKUX IMAIIUCHTOB

J100oe
KPOBOTeYeHHE

IToxkazanmue AHeMusn

[Tpodpunaktuka BTD y B3pOCIBIX NalMEHTOB,
IIEPEHECIINX IUIAHOBYIO OIEPALAIO IO 3aMEHE
Ta300€PEHHOT0 MJIM KOJICHHOTO CyCTaBa
[Ipodunaktuka BTO y MalEeHTOB,
rOCHUTAIU3UPOBAHHBIX c OCTPBIM
MEIUIIMHCKUM COCTOSIHUEM

Jlewenne TI'B, TOJIA u npoduirakTuka
pELUANBOB

Jlewenne BTD um mnpoduiaktuka penuauBOB
BTO y HOBOpOXIEHHBIX M JI€TE€d B BO3pacTe
<18 gner mocie HayalbHOW CTaHJAPTHOM
AHTUKOAryJIIHTHOU Tepanuu

6,8 % manueHToB 5,9 % manueHToB

12,6 % manueHToB 2,1 % nanueHToB

23 % manueHToB 1,6 % manueHToB

39,5 % manueHToB 4,6 % manMeHTOB

[MIpodunaktuka WHCYIbTa W  CHCTEMHOMN

. 28 Ha 100 2,5na 100
TpOoMO03MOO0INY Y MATUEHTOB ¢ HGUOpUILISIIINEH
. HalMEeHTO-JIET HalUeHTO-JIeT
Ipeicepinii HEKJIAIaHHOTO IPOUCXOXKICHHUS
[Tpodunaktuka aTepoTPOMOOTHUYECKUX 22 Ha 100 1,4 va 100
coObITu#t y manuerToB nociae OKC MAIMEHTO-JIET MAIMEHTO-JIET
Hpoq)nnvaKTHKa aTepOTPOMOOTHYECKHX 6,7 na 100 0.15 Ha 100
coObITuit y nanuenToB ¢ UbC umu 311A ok
MAUEHTO-JIET MAUEHTO-JIET
8,38 Ha 100 0,74 na 100

HanUueHTO-JIET HalyueHTo-jer ***
* Bo Bcex KIIMHMYECKUX UCCIIEIOBAHMIX pUBapoKcabaHa Bce cilydan KpOBOTEUEHHS COOUparOTCs,

PETUCTPUPYIOTCS U OLIEHHUBAIOTCH.
** B wuccnenoanun COMPASS wuacrora BCTpeyaeMOCTH aHEMHUU HH3Kas, ITOCKOJBKY
IPUMEHSUICS BBIOOPOYHBIH MMOAX0/] K cOOPY aHHBIX 110 HEXKEIaTeIbHBIM SIBICHHUSM.

*** [1pu cOope NaHHBIX O HEXeNATeIbHBIX SBJICHUSIX MPUMEHSIICS BHIOOPOUHBINA MOIXOI.

* U3 ncenenosanns VOYAGER PAD.

TabanuHoe pE3IOME HEXKENATSIILHBIX PECaKINH

YacroTa BCTpE4aeMOCTH HEXKEIATENbHBIX PEAKIUI, 3apErMCTPUPOBAHHBIX Y E€TEN M B3POCIBIX
Opd TPUMEHEHUHM pHBapokcabaHa, mpuBeneHa B Tabmuie 3 HUXKE C pasJesieHHeM Io
cucTeMHO-opraHHbiM Kiaccam (MedDRA) u o yacrore.

YactoTra BCTpeuaeMOCTH Onpeaensercs Kak: ouensb uacmo (> 1/10); uacmo (> 1/100, vHo < 1/10);
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neuacmo (> 1/1000, vHo < 1/100); peoxo (= 1/10000, H'A_'Qiﬂ%&d;'f'ﬁqggﬂbbb%b -EE' E!H%UO);

yacmoma Heuzgecmna (HE MOKET ObITh OLIEHEHA HA OCHOBE UMEIOLIUXCSI JAHHBIX ).
Tabmuua 3. Bce HexenarenabHbIE PEAKIMH, 3apPErHCTPUPOBAHHBIC Y B3POCIBIX HAIMEHTOB B
KIMHUYeckux uccienoBanusax III ¢a3pl wim B Xole NMOCTPErMCTPALIMOHHOIO MPUMEHEHUs™® a

TaKKe y MeMaTpUIeCKUX MalMeHTOB B IBYX uccienaoBanusax I ¢as3er u nByx nccnenopanusx 111

dazsr
Yacto Heuacto Peaxo Ouensb penko Yacrora
HEM3BeCTHA
Hapywenus co cmoponul kposu u iumgamuieckou cucmemol
Anemus (Bxmoyas | TpomboruTo3
COOTBETCTBYIOIIUE | (BKIItOUas
nabopaTropHbie MOBBIIIICHHE
MOKAa3aTeNH) KOJMYECTBa
TPOMOOLUTOB)",
TPOMOOIIMTONICHUS
Hapywenus co cmopoHnvl umMmynHou cucmembl
Annepruyeckas AHadunaktuyeckue
peaxuus, peaxkiuu, BKI04as
aJuIeprudecKui aHa(UIAaKTHICCKUI
JI€pMaTuT, LI0K
AHTHOHEBPOTUYECK
Wi OTEK U
aJuIeprudecKui
OTEK
Hapywenus co cmopoHul HepaHoll cucmembl
I'onoBokpyxenue, | BHyrpumosrosoe u
rojioBHasi 00Jb BHYTPUYEPEIIHOE
KpOBOM3JIUSHUE,
00MOpOK
Hapywenus co cmoponul opeana 3penust
KpoBouznusinue B
rnas (BKItouas
KPOBOM3JIUSIHUE B
KOHBIOHKTHBY)
Hapywenus co cmoponul cepoya
| Taxukapaus
Hapywenus co cmoponwl cocyoos
CHmxeHue
apTepHaIbHOTO
JaBJICHUSA,
reMaroma
Hapywenus co cmopoHbl ObixamenvHoul cucmembl, 0p2anos 2pyOHOU KIemKU U cpedoCmeH sl
Hocosoe Do3uHO(pUIbHAS
KpOBOTEUYEHHE, MTHEBMOHHUSI
KPOBOXapKaHbe
Hapywenus osrcenyoouno-kuweuno2o mpakma
KpoBorounBocTs CyxocTb BO pTY
JIECEH,
KEJIyT0YHO-
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KHUIIICYHOE
KPOBOTEUYCHHE
(BKITIOUAs
peKTalIbHOE
KPOBOTEUYEHHUE),
oonu B oOnacTu
XKKT u B KHUBOTE,
JIACIICTICHS,
TOLIHOTA, 3amop’,
nuapes, poTa’

JCREQOBATENGHOC T 0003)

Hapywenus co cmopoHbl neyeHu u sceniesblgooauux nymet

IloBb1IEHTE
AKTUBHOCTH
TpaHcaMHHa3

Hapymenue
(GyHKINU TIEYCHH,
MIOBBIIIICHUE
KOHIIEHTPAIIUN
owpyoOuHa,
MTOBBIIIICHHUE
AKTUBHOCTH
LIEJIOYHOU
dhocdarasbl
KpOBH,
MOBBIIIICHUE
aktuBHocTH I'TTA

A

Kenryxa,
MTOBBIIIICHUE
KOHLIEHTpALlUU
KOHBIOTHPOBAHHO
ro OunupyOuHa
(pu
COIYTCTBYIOIIEM
MTOBBIIIICHUT
aktuBHocTH AJIT
i 0e3 Hero),
XOJIeCTa3, renaTuT
(BKITIOUAst
remnaToneUTIONSpH
0€ TMOBPEKICHUE)

Hapymeﬂuﬂ CO CNOPOHbL KOJWCU U NOOKOINCHBIX MKAHell

KoxHb1i1 3yn | KpanuBauna Cungpom CruBeHca-

(BKITIOUAS J>KOHCOHA/TOKCHYEC

HEYacTble CIy4au KM DSIHIepMaIbHBIN

reHepaJIn30BaHHOT HEKpOJIu3,

0 3yna), KOXHas CHUHIPOM

CBIIIb,  DKXMMO3,

KOXHbBIE u

IIOJIKOYKHBIE

KPOBOM3JIHSHUS

Hapywenus co cmopoHbl MbluieuHol, KOCMHOU U COeOUHUMENbHOU MKAHU

bosb B I'emaptpo3 KpoBouznusinue B KommaptmenT-

KOHEYHOCTAX " MBILIIY CHUH/IPOM KakK
CIIEJICTBUE
KPOBOTEYEHHUSI

Hapywenus co cmopoHbl nouex u Mouesbleoo0suux nymeu

KpoBoreuenne wu3 [Touyeunas

YPOT€HUTAJIBHOTO HEJ0CTaTOYHOC

TpakTa (BKJIIOYas Tb/ ocTpas

reMaTypHIo 1 MIOYEYHAs

MeHopparuio®), HEJI0CTaTOYHOC

HapylIeHHE Th KaK

(GYHKIIUH TOYeK CJIE/ICTBUE

(BKITIOUAst KpOBOTEUYEHMS,

MOBBILICHHE JIOCTaTOYHOTO

KOHLEHTpaLnuu JUISL TOTO, YTOOBI

KpeaTHHUHA BBI3BaTh
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MTOBBIIICHHE
KOHIICHTPALIUU
MOYEBHHBI KPOBH)

Obwue napywenus u peakyuu 8 mecme 86e0enus

.HI/IXOpaI[KaA, VYxyauienue JlokansHbIH oTeK
nepudepuyeckuii | obmero

OT€K, CHHXXEHHUE | CAMOYYBCTBUS
o01Ie MbITIeYHOW | (BKITIOYast

CHJIBI U TOHYCA HEJIOMOTaHHUe)
(BKITIOUAs
c1a00CTh u
ACTEHHUIO)
Jlabopamopuvie u uHcmpymenmanbHvie OaHHbIE
IToBeIIEHHE
aKTUBHOCTH JII[FA,
MOBBIIIEHHUE
AKTUBHOCTH
aunaser,
MOBBIIICHHE
AKTUBHOCTH
aMmIaser
Tpasmvl, unmoKCUKAYUU U OCTIOHNCHEHUSL NPOYEOYD
KpoBoteuenue Cocynucras
IocJie TICEeB/I0AHEBpU3MA
MEIULIMHCKON ¢
MaHUITYJISIIUN
(BKITIOUAS
MOCJIeONepauOHH

VIO aHEMHIO U
KPOBOTEUEHHE 13
paHkI1), reMaToMa,
BBIJICJIICHUC
ceKpeTa U3 paHbl®

A pabmoganuck npu npodunaktuke BTD y B3pOCIBIX MAlMEHTOB, MEPEHECHIMX IIAHOBYIO
OTepaluIo Mo 3aMeHe Ta300eAPEHHOr0 MM KOJICHHOTO CyCTaBa;

B nabmonanuce npu neuennu TI'B, TDJIA n npoduiakTHKe PEMAMBOB KaK OYEHb YaCTHIE Y
JKEHIITMH MOJIOKE 55 nerT;

€ Habmojanuch Kak HeyacThle B paMKaX IPO(QUIAKTHKH aTepoTPOMOOTHYECKHX COOBITHH y
nanuertoB mocie OKC (mocie UKB);

* IlpumeHsuics TpelBapUTENbHO 3aJaHHBIA BBHIOOPOYHBIA MOAXOJA K cOOpY JaHHBIX I10
HE)KeNaTeNIbHbIM SBJIEHUSM B OTAeNbHBbIX HcchenoBanusax III ¢aszpl. Ha ocHoBanum ananusa
JAHHBIX ATUX HCCIEAOBAHMN YacTOTa HEXKEIATENIbHBIX PEAKIUN HE IMOBBICWIIACh, U HOBBIX

HCIKCJIATCIIbHBIX JICKAPCTBCHHBIX peaKLII/Iﬁ I/I,Z[CHTI/I(I)I/II_[I/IpOBaHO He OBLIO.

Onucanye OTACIbHEIX HeXKENIaTSAbHBIX PeaKIIUN

VYuuTeiBas (papMaKoJIOTHYECKU MEXaHM3M JIEUCTBHS, NMPUMEHEHHWE pHUBApOKca0aHa MOXKET
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CONIPOBOKAATHCA MOBBINICHHBIM PUCKOM CKPBITQI'O MJIN HI]J»;IC_)I;)'-II(%JB E’qu%ﬁ:

U TKaHEU, KOTOPOE MOKET IIPUBOAUTH K IIOCTreMopparudeckou anemuu. [IpusHaku, CMUMITOMBI U
CTENEHb TSYKECTH (BKJIIOYas BO3MOXKHBIN JIETAIBHBI MCXOJl) BapbUpPYIOT B 3aBUCHUMOCTH OT
JIOKAJIM3alluY, CTETeHU TSHKECTU WIHM MPOJOJKUTEILHOCTH KPOBOTEUYEHUS W/WIM aHEMHUHU (CM.
pasznen 4.9.).
B KIMHMYECKMX MCCIENOBAaHMUAX KpPOBOTEUYEHHUS W3 CIHM3UCTBIX O000J0YeK (a MMEHHO:
KPOBOTEYEHME U3 HOCA, JECEH, KEIYJOUYHO-KAILIEYHOI O TPAKTA, MOYEIIOJIOBOM CUCTEMBI, BKIIIOUYas
AHOMAJIbHOE€ BarvMHAJbHOE WJIM YCUJICHHOE MEHCTPyaJbHOE€ KPOBOTEUEHHE) U aHEMHS
HAOJIOIATMCh Yallle MPH JUIUTEILHOM JICYeHUH PUBApOKCa0aHOM IO CPABHEHUIO C JICUCHUEM
ABK. Takum o0pa3om, B [OTNOJHEHHWE K HJEXKAMIEMy KIMHHYECKOMY HAaOJIOICHHUIO,
7abopaTOpHOE HCCIIEOBAaHHE TE€MOTIOOMHA/TEMAaTOKpUTAa MOXKET OBITh 3HAYUMBIM IS
BBISIBJICHUSI CKPBITBIX KPOBOTEUEHUH M KOJIMYECTBEHHOW OLICHKM KIMHUYECKOM 3HAYMMOCTHU
SBHBIX KPOBOTECUEHUH, KOTOPbIE OYAYT COUYTEHBI AOMYCTUMBIMU. PUCK pa3BUTHS KPOBOTECUCHHIA
MOJKET YBEJIMYUBATHCS Yy OIPEIEICHHbIX TIPYII MAlUEHTOB, HalIpUMEp, y MalUEHTOB C
HEKOHTPOJIMPYEMOH TSKEIION apTepruabHON THIIEPTEH3UEH U/WIIH TIPH COBMECTHOM IIPUMEHEHUHT
C TpernaparaMmy, BIUSIONMMH Ha remocrta3 (cM. pazaen 4.4.). MeHCTpyalbHOE KPOBOTEUEHUE
MO3KET ObITh 00JIee MHTEHCUBHBIM W/UJIH MIPOJOJIKUTEIBHBIM.
['emopparuueckue OCIIO)KHEHHS MOTYT THpOSIBISATbCS B BUJE ciabocTd, OJieHOCTH,
TOJIOBOKPY>KEHHUS, TOJIOBHOW OOJM WM HEOOBSICHUMBIX OTEKOB, OJBIIIKU WM II0Ka, pa3BUTHE
KOTOPOTO HeJb3s OOBSCHUTH JPYTMMU MPUYUHAMHU. B HEKOTOPBIX Cllydasx BCJIEICTBUE aHEMUU
pa3BUBAINCH CUMIITOMBI HIIIEMUU MUOKap/ia, TaKue Kak O0JIb B TPYAU U CTEHOKAapIMSL.
[Ipy npumeHeHMH pHUBapokcabaHa pPETUCTPUPOBATUCH M TaKW€ H3BECTHBIE OCIOKHEHUS,
BTOPUYHBIE IO OTHOLIEHHIO K TSDKEJIBIM KpPOBOTEUEHHUSIM, KaK CHHAPOM IOBBIIIEHHOTO
cyOdacunanbHOro 1aBjieHus (KOMIApTMEHT-CUHIPOM), TOYeUHasi HEJOCTaTOYHOCTD BCIIE/ICTBHUE
runonepdy3uy WM HeppomaTus, acCOLUMUPOBAHHAS C NPUEMOM AaHTUKOAryiasHTOB. Takum
o0pa3oMm, cielyeT Yy4WUThIBaTh BO3MOKHOCTb KPOBOTEUEHMS IPU OLIEHKE COCTOSHUS JII0O0T0
MALAEHTA, OJIY4arOIer0 aHTUKOATyJISTHTHI.

€TH
Jleuenue BTO u npogunaxmuxa peyuousos BTO
Ornenka 6€30MacHOCTH Y JACTEH M MOJPOCTKOB OCHOBAaHA HA JJAHHBIX 1O O€30MaCHOCTH OTKPBITHIX
UCCJIEIOBAaHUM C aKTHBHBIM KOHTpojeMm (aByx uccienoBanuil Il ¢assl u omnoro III ¢assl) c
y4JacTHeM JieTeil B Bo3pacTe OT poxaeHus 10 < 18 ner. JlanHble Mo 6€30macHOCTH OBbUIH B LIEJIOM
COITOCTaBUMBIMHU JJIs1 pUBapoKcabaHa U Iperapara CpaBHEHUS B pa3IMYHBIX BO3PACTHBIX IPYMIIax
neteit. B emom mpoduns 6e3omacHocTy y 412 1etei u moapoCTKOB, MOTYYaBIINX PUBApOKcadaH,

Obl1 aHasornyeH npouiIro Oe30MacHOCTH, HAONI0AAEMOMY BO B3pOCIOW TMONYJISUUU, U
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OUIH‘IG'CTBOM

MMaluCHTOB.

["onoBHas 60k (04eHb HacTo, 16,7 %), muxopaska (oueHs gacto, 11,7 %), HOcOBO€ KpOBOTEUECHUE

(ouens vacto, 11,2 %), pBota (o4yeHs vacto, 10,7 %), Taxukapaus (dacro, 1,5 %), moBwIIEHNE

KOHIIeHTpauuu Omnupyouna (dacto, 1,5 %) v MOBBIIIEHHE KOHIIEHTPAIMH KOHBIOTHUPOBAHHOTO

omnmmpyouna (peako, 0,7 %) perucTpupoBaINCh y MEAUATPHUSCKUX MAIUEHTOB Yalle, YeM Y

B3pocibiXx. Kak u BO B3pocioil mnomynduuu,

ACBOYCK-IIOAPOCTKOB  IIOCIIE  MCHApXCE.

TpomMOormuTONIeHNMS,

MeHopparus Habmogamace y 6,6 % (uacto)

Ha6moz[aeMa>1 B paMKax

MOCTPETrUCTPAIUOHHOI'O MOHUTOPHUHT'A BO B3p0CJ'IOI>i IIOITYJIAIUHU, B KIHMHUYCCKUX UCCIICAOBAHUAX

cpeau  NEeIUaTpUYECKON  MONYJISIUU

HaO0II01AJ1ach

gacto (4,6 %). HexenarenbHble

JIEKAPCTBEHHBIC PEAKIIUU Y JIeTel ObUIM B OCHOBHOM OT JIETKOM /10 YMEPEHHOM CTENEHH TSHKECTH.

COO6H.I€HI/IC O IMOA03PECBACMBIX HCKCIATCIbHBIX

PCAKIUAX

Baxxno COO6H_IaTB 0 IOHO3pEBACMBIX HCKCIATCIBbHBIX pPCaKIUuAX IIOCJIC PCrucrpaluu

JICKApCTBCHHOT'O IMperiapara € LCJIbIO obecrneueHuUs HCIIPEPBIBHOI'O MOHUTOPHHI'a COOTHOIICHUSA

«I10J1b3a — PHUCK» JIEKapCTBEHHOIO Ipenapara. MeOuIMHCKUM pabOTHUKAaM PpPEKOMEHAYETCS

COO6H_IaTB 0 JII00BIX IMOAO3PCBACMBIX HECIKCIIATCIIbHBIX PCAKIHAX JICKAPCTBCHHOI'O IIpCIiapara

4Cpe3 HAIIMOHAJIBbHBIC CHUCTCMbI COO6H_I6HI/IH O HCXKCJIATCIIbHBIX PCAKIUAX IOCYAapCTB — YJICHOB

EBpa3uiickoro 3K0HOMHYECKOTr0 COI03a.

Poccniickas @enepanys

OenepanibHas ci1yx0a 1Mo Ha3opy B cdepe 31paBOOXpaHEHUs

109012, r. MockBa, CinaBsHCKas IUIomanb, 1. 4,

Tenedon: +7 800 550-99-03

ctp. 1

DnexTponHas moyra: pharm@roszdravnadzor.gov.ru wu npr@roszdravnadzor.gov.ru

Cair B

https://www.roszdravnadzor.gov.ru/

4.9. llepeno3npoBka
CuMOTOMBI

VY B3pocibIX ObUIM 3aperucTpUpOBaHbl pellKHe

UH(POPMALMOHHO-TEIEKOMMYHUKAITUOHHON

CCTHU ((I/IHTepHeT))Z

cilydau nepeno3upoBku a0 1960 mr. B ciygae

MepeI03UPOBKH  HEOOXOAMMO TIATEIBHO HAOMI0MaTh MalMeHTa Ha TMPeaIMeT pa3BUTHS

KPOBOTEUEHHH WUJIH IPYTUX HEXKeNaTeNIbHbIX peakiuil (cM. moapasaen «Jledenne KpoBOTEUEHUI»

pa3aciia 49) B cBsa3u ¢ OrpaHUYCHHBIM BCACBIBAHUCM OKHIACTCA q)OpMI/IpOBaHI/IC IJ1aTo

KOHICHTpALUHX IIperiapaTa oe3 JanbHEHIIero YBCJIUYCHUS €O CpC,Z[HCﬁ KOHICHTpAallH B IJIa3MC

KpPOBH IPH NMPUMEHEHHH /103, TPEBIIAIONINX TeparneBTuYecKre, paBHbIX 50 Mr puBapokcabaHa

HJIN BBIIIC Y B3POCIIbIX.
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COOTBETCTEYET 3Kl
oT 25.12.202

st B3pOCIHBIX CYIIECTBYET CHELH(PUUECKUI aHTHHO%n(géﬁlﬁ&géu'E%ﬁ:

dapmakonmHamMuueckuii 3¢ ekt puBapokcadbaHa.
B ciydae mepeno3upoBKM puBapokcabaHa JUIsi CHMKEHHUS BCACBIBAHUS MOXKET MPUMEHSTHCS
aKTMBUPOBAHHBIN YTOJIb.

JleueHre KPOBOTEUEHUN

Ecnu y manuenTa, moxydaroniero puBapokcadaH, BOZHUKIIO OCIIOKHEHHE B BUJIE KPOBOTCUCHHUS,
CIICAYIONIMNA MPHUEM pHUBAapOKcabaHa CIEAYET OTJIOKUTH WIIH, MPH HEOOXOJAWMOCTH, OTMEHUTh
nedenue. [lepuon momyBbIBeeHUSI pUBapoKcabaHa y B3pPOCIBIX COCTaBIIAET MPUOIUZUTEIBHO
5—13 wu4acoB. JleueHue MAOKHO ObITh UHAMBHAYAJIbHBIM B 3aBHCHUMOCTH OT TSDKECTH H
JOKaJu3alMu KpoBoTeueHHs. llpu HEOOXOIUMOCTH MOMKHO MPHUMEHSTh COOTBETCTBYIOIIEE
CUMIITOMATUYECKOE JICUCHUE, TAKOE KaK MEXaHHUYECKash KoMIpeccus (Hampumep, MpU TSHKEIbIX
HOCOBBIX KPOBOTEUEHHUSIX), XUPYPIrHUECKHUI TeMOCTa3 C MpoLeaypaMi KOHTPOJIS KPOBOTEUEHUS,
WH(Y3UOHHAS Tepanus U TeMOJWHAMUYecKas MOJIepPKKa, MPUMEHEHHE MpernapaToB KpPOBU
(SpUTPOIIUTAPHON MACCHI WIIM CBEXKE3aMOPOKEHHOM IIJIa3Mbl, B 3aBHCUMOCTH OT TOTO, BO3HHKIIA
aHEMUS WIN KOoaryJionaTHsi) Ui TpOMOOIIUTOB.

Ecnu nmepeuuncrneHHble BBIIIE MEPONPUATUS HE MPUBOJAT K YCTPAHEHUIO KPOBOTEUEHUS, MOKET
OBITh HA3HAYEH CIICM(PUICCKUN aHTHIOT HMHTHOUTOpa (hakTopa Xa (aHaeKcaHeT aabda), KOTOPbIH
Ookupyer  ¢apmakoguHamMudeckuii  3hdekT puBapokcabaHa, WM  crnenuduyuecKkue
MPOKOATYJISIHTHBIE — Mpenaparbl, HampuMep, KOHIIGHTPAT MPOTPOMOMHOBOTO KOMILICKCA,
KOHIIEHTPAT aKTHUBHUPOBAHHOTO MPOTPOMOMHOBOTO KOMIUIEKCAa WM PEKOMOMHAHTHBINA (akTop
Vlla (r-FVIla). Ogxako B Hacrosiiee BpeMs ONBIT NMPUMEHEHHs MTaHHBIX JIEKAPCTBCHHBIX
IpenapaToB y B3pOCHBIX, TONYYalONIMX pHBAapoKcabaH, BechMa orpaHuyeH. JlaHHbIE
PEKOMEH/TAIINNA TAaKKe OCHOBAaHbI HA OTPAHWYCHHBIX HEKIMHHUYECKHX JIaHHBIX. BO3MOXHOCTH
MOBTOPHOTO BBeJEHHUS pekoMmOuHaHTHOro dakropa VIla u TuTpoBaHume 03Bl ClEAyeT
paccMaTpuBaTh B 3aBHCHUMOCTH OT CHIDKEHHS aKTHBHOCTH KpOBOTeueHHUs. B 3aBucuMOCTH OT
MECTHOH JIOCTYITHOCTH, B CJIydae OOJIBIIOTO KPOBOTEUCHHS CIIEAYET PaCCMOTPETh BO3ZMOKHOCTh
KOHCYJIBTAIIMM CO CHEIHAIMCTOM 1o Koarymsiuuu (cMm. paszmen 5.1.). Ilpemamomaraercsi, 4to
npotamMuHa cynb(ar u BuTaMuH K He OKa3bIBalOT BIUSHUS Ha aHTUKOATYJISIHTHYIO aKTUBHOCTD
puBapokcabaHa. MMeercs OrpaHHYEHHBIM ONBIT MPUMEHEHHS TPAHEKCAMOBON KHCIOTHI U
OTCYTCTBYET OMBIT NMPHUMECHECHHS aMHHOKAIIPOHOBOW KHCJIOTHI M AaNpOTHHWHA Y B3POCIBIX,
MoJTyJaronux puBapokcadban. Hayanoe 060cHOBaHME 11€71€CO00Pa3HOCTH WITH OTBIT TPUMEHEHUS
CHUCTEMHOTO Te€MOCTATHYECKOro Tperapara JAECMONPECCHH Y TMAlUMEHTOB, TMOIYYaroIInX
puBapokcabaH, OTCYTCTBYeT. YUHTHIBas WHTEHCHUBHOE CBS3bIBaHHME C O€JIKaMu IUTa3MBbl,

OXHNOacTCA, 4YTO pI/IBaPOKca6aH HE 6y)1eT BBIBOAUTHCS TP NPOBCACHUN JUAIN3a.

Crpanwia 27 u3 54



oT 25.12.2025 N= 3.

(NOCNEQCBATENEHOCTE 0003)

€TH

COOTBETCTBYET ZKCNEPTHOMY OTUETY

JlanHble y nereil orpaHuyeHsbl. J[aHHBIE O 103aX, NPEBBILIAIOIIMX TEPANEBTUUYECKUE, Y NETEU
OTCYTCTBYIOT. Criermudrueckuit AHTUOT (annexcaner anbda), OJIOKHpYIOLIUI
bapmakoguHamuueckuii 3 pexT puBapokcabaHa, He pa3pelleH K IPUMEHEHUIO Y JeTeH.
Jleuenue kposomeuenuti

[lepuon mnonyBBIBENEHUS Y JETEH, CIPOTHO3UPOBAHHBIM C IOMOUIBIO MOMYJSLHOHHOTO
(hapMaKOKMHETHYECKOTO MOJICIIMPOBAHUS, KOPOUE, YEM Y B3POCIBIX (CM. pa3aern 5.2.).

OnpIT npUMEHEHUsl crenu(PUUecKux MPOKOAryJISHTHBIX IpenapaToB (HampuMep, KOHIEHTpAT
MPOTPOMOMHOBOIO KOMILIEKCA, KOHIIEHTPAT aKTHBHUPOBAHHOIO MPOTPOMOMHOBOTO KOMILIEKCA
wii pekomOuHanTHRIA (akrop Vlla (r-FVIla)) y nereid, momyyaromux puBapokcadaH, BeCcbMa
OrpaHHYEH.

OTCcyTCTBYET OMBIT MPUMEHEHHS NMPOTaMUHa cyibdaTa, BuTamMmuHa K, TpaHekcaMoBO#l KHCIIOTHI,

aMHHOKaHPOHOBOﬁ KHCJIOTBI U alIpOTUHUHA Y z[eTeﬁ, MOJIYHaroInux pI/IBaPOKC8.6aH.

5. DPAPMAKOJIOTMYECKUE CBOMCTBA

5.1. ®apmakoauHaMuyecKne CBOiCTBA

®dapMakoTepaneBTUYECKas TPYIa: aHTUTPOMOOTUYECKUE CPEICTBA, MPSMbIE HHTUOUTOPHI
daktopa Xa.

Kox ATX: BO1AFO1

Mexanusm neiicTBus

PuBapokcabaH - BBICOKOCEIEKTUBHBIN MpsMoil HHTHOUTOp (hakTopa Xa, 0061aaar0il BEICOKOM
OMOOCTYIHOCTBIO NPH ITPUEME BHYTPb.

WurubupoBanue ¢akropa Xa HapyllaeT BHYTPEHHUM M BHEUIHMM IyTH KOAryJISIIIMOHHOTO
Kackaga, MHruOupys oOpazoBaHue TpomOMHa u (opmupoBaHue Tpomba. Puapokcaban He
UHTUOMpYeT TPOMOUH (akTUBUpPOBaHHBIHN (akTop II), a Takke HE MPOAEMOHCTPUPOBAI BIUSIHUSA
Ha TPOMOOIUTHI.

dapmakoagnaammudeckue YO P EeKTol

VYV dgenoBeka HaOmogaercs [0303aBHCUMOE HHIMOMpOBaHME aKTUBHOCTH (pakTopa Xa.
PuBapokcabaH oka3bIBaeT 10303aBUCHUMOE BIMSHUE HA POTPOMOMHOBOE BPEMs, KOTOPOE XOPOIIIO
KOppeNnupyeT ¢ KOHLEHTPAIMsIMU puBapokcabana B miazme kposu (r = 0,98), ecnu 1 aHanusa
ucnonsizyercst Habop Neoplastin. [Ipu ucnonb3oBaHUM APYTUX PEaKTUBOB PE3YJIbTaThl OyIyT
ornuyatbed. [IporpoMOuMHOBOE Bpemsi ciieqyeT H3MepsATh B CeKyHAaX, nockoiabky MHO
(MeXlyHapOoJHOE HOPMAJIM30BaHHOE OTHOIIEHUE) OTKATMOPOBAHO U BAJIMAUPOBAHO TOJBKO JIJIS
IIPOU3BOJHBIX KyMapyuHa U HE MOKET IPUMEHATHCSA AJIs APYTUX aHTUKOAryJISTHTOB.

VYV marueHToB, MOJYYaOIIMX puBapokcaban aiis JieueHus u npodriaktuku peuunuos TI'B u
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COOTBETCTBYET ZKCINEPTHO

ot 25.12.2025 Nz 3228

TOJIA, 5/95 npoueHTHIH 711 TPOTPOMOMHOBOLO BpeMEH'p;' éx?%ﬂié&ﬁ?%%‘—l ﬁé:(lfa':ﬁ%cne

1y OTUETY

o -

npuema TabyeTKu (T.e. Ha MakcuMmyMme 3¢ dekra) BappupytoT ot 17 10 32 cexyHa npu rnpueme 15
MT' puBapokcabaHa JiBa pa3a B JieHb, U oT 15 n0 30 cexyHn npu npueme 20 Mr puBapokcadaHa
OJIMH pa3 B JicHb. B mpomexyTke depe3 8—16 yacoB mociie mpuema TabiaeTku 5/95 mpoueHTrIn
BapbUPYIOT OT 14 1o 24 cexynn npu npueme 15 Mr aBa pasa B ieHb, U yepe3 18—30 yacoB nocne
npuema Tabsetku — ot 13 1o 20 cekynn npu npueme 20 Mr oJIMH pa3 B JICHb.

VY nauueHToB ¢ GUOpHUIALKEH Mpeacepauil HEKIAmaHHOTO MPOUCXOXKICHHS, TPUHUMAIOIINX
puBapokcabaH sl TpoGUIaKTUKA UHCYJIbTA U CUCTEMHON TpoMO0aMOoIuu, 5/95 mpoueHTrIv
st mporpomMbuHoBoro BpeMeHnu (Neoplastin) yepes 1—4 vaca mocie npuema tabieTku (T.€. Ha
Makcumyme 3 dekra) Bappupyrot oT 14 1o 40 cekyH y NAlMeHTOB, TpUHUMAOINX 20 MT OJIUH
pa3 B ieHb, 1 oT 10 10 50 cexyH[ y NAaIMeHToB ¢ HapylleHueM (yHKIIUY IOYEK CPEIHEH CTENeHH,
NpUHUMAKIKX 15 Mr onuH pa3 B neHb. B mpomexyrtke yepe3 16—36 yacoB mocie nmpuema
TabseTku 5/95 mpoueHTHIN BapbUPYIOT OT 12 10 26 ceKyHA y NalleHTOB, MpUHUMAOIMUX 20 Mr
OJIUH pa3 B JICHb, U OT 12 110 26 ceKyHJ y MalMEeHTOB C HapylmieHHeM (pYHKIUHU MOYEK CperHei
CTENEeHM, IPUHUMAIOIIUX 15 M OJIUH pa3 B JICHb.

B xinHHYeckoM  (apMakoIOrHUYeCKOM  HCCIECJOBAHMM W3MEHEHHsS (apMaKoJMHAMHKU
puBapokcabaHa y 370pPOBBIX B3pOCIBIX OO0OpPOBOJIBIEB (n = 22) ObUIO HM3Yy4YEHO BIIMSHUE
onHOKpaTHBIX 703 (50 ME/Kr) AByX pa3iM4HBIX THIIOB KOHIIEHTpaTa MPOTPOMOWHOBOTO
komruiekca: 3-¢pakropHoro (paxtops! 1, IX u X) u 4-pakropuoro (pakropst 11, VIL, IX u X). 3-
(bakTOpHBIII  KOHIIEHTpAT MNPOTPOMOMHOBOTO KOMILJIEKCA CHU3HWJ CpEelHHE 3HAueHUs
npotpombuHoBoro Bpemenu (Neoplastin), npumepHo Ha 1,0 cexkyHnay B TeueHue 30 MHHYT 1O
CpPaBHEHHUIO CO CHIDKEHHMEM MPUMEPHO Ha 3,5 ceKyHbl, HaOII0IaeMbIM TIPU UCIOJIb30BAaHUU 4-
(aKTOpHOTO KOHIIEHTpaTa MPOTPOMOMHOBOTO KOMIUIeKca. Hampotus, 3-pakTopHbIi KOHIICHTPAT
IpPOTPOMOMHOBOIO KOMILIEKCa OKa3al 0Oosiee BBIpaKEHHOE W ObIcTpoe oOlee BIMSHHUE Ha
00paTUMOCTh U3MEHEHHUH B Fe€HEpalliu SHAOT€HHOI0 TPOMOMHA, YyeM 4-(haKTOpHBIA KOHIIEHTpAT
MPOTPOMOMHOBOTO KOMIUIEKCa (cM. paznen 4.9.).

Takxe puBapokcaban no3o3aBucumo yBennuuBaeT AUTB u pesynbrar HepTest; ogHako 3tu
napaMeTpsl He PEKOMEHJIyeTCsl MCIOJIb30BaTh JJIS OLEHKU (apMakoanHamuueckoro s¢gdekxra
puBapokcabaHa. B mepuoj sedeHuss puBapokcabaHOM HPOBOJUTH MOHUTOPHUHI IapamMeTpoB
CBEPTHIBAHUS KPOBH B PYTUHHOM KIIMHUYECKOW IpaKTHKE HE Tpedyercs. OqHaKo, eciu Uit 3TOro
€CTh KJIMHMYEeCKoe 00OCHOBaHHE, KOHIEHTpalusi puBapokcabaHa MOXeT ObITh HM3MEpeHa IMpHU

noMouiu KaJII/I6p0BaHHOF0 KOJUYECTBEHHOI'0 TECTa aHTH-Xa aKTUBHOCTH (CM. pasaci 52)

Knuanueckas 3¢ dekTBHOCTE 1 0€30ITaCHOCTh

Ipogpunakmuxa uncyroma u cucmemHou mMpomoOOIMOOIUU Y NAYUeHMO8 ¢ Guopuiiayuel
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npeocepouti HeKIanaHHO20 NPOUCXONHCOEHUS

COOTBETCTBYET ZKCNEPTHOMY OTUETY

[TporpaMMa KIMHHUYECKUX MCCIEJOBAHUN pHUBapokcabaHa ObLia pazpaboTaHa AJsi TOTO, YTOOBI
noka3ath 3(Q(HEKTUBHOCTh pUBapOKcadaHa B OTHOIICHUH MPOPMIAKTHKY UHCYIbTA U CUCTEMHON
TPOMOO03MOOJINY y MAIMEHTOB ¢ GUOPUILIALIMEH MTpeIcepAnid HeKJIaIaHHOTO MPOUCXOKaeHUs. B
0azoBoMm nBonHOM ciernoM uccienoBannu ROCKET AF 14264 nanuenrta ObuiH
paHIOMHU3UPOBaHbI Ha TipreM 20 MI puBapokcabaHa OJIMH pa3 B JeHb (15 Mr oauH pa3 B eHb A1
MAIUEHTOB ¢ KIHpeHCOoM KpeatnHuHa 30-49 mi/MuH) Win Ha pueM BapdapuHa, 103y KOTOPOTro
TUTPOBAJIH JI0 TOCTHXKEHUS 1ieneBoro 3HadyeHus MHO 2,5 (TepaneBTudeckuii quana3on ot 2,0 10
3,0). Menuana NIuTEIBHOCTH JICYCHHS COCTaBMia 19 mecsieB, a o0mas MpoI0DKUTEIbHOCTh
nedeHus — 1o 41 mecsua.

34,9 % mnanueHTOB MOJy4yaad TEpanuio aleTUJICAIUIMIOBOM kuciotou, 11,4 % - momydanu
Tepanuio aHTHAPUTMUUYECKUMU Tpenaparamu kiacca 1, Bkirouas aMmuoapoH.

PuBapokcaban He ycTyman BapdapuHy MO MEPBUYHOW KOMOMHUPOBAHHOM KOHEYHOW TOYKE
MHCYJbTa U CHUCTEMHON TpOMOO3MOOJIMHM, HE CBSI3aHHOM C LIEHTPaJbHOM HEPBHOW CHUCTEMOM
(IHC). B nmonynsuuu, nojyyaBlield JIEUEHUE COIVIACHO MPOTOKOJIY, MHCYJIBT WM CUCTEMHAs
TpoMO03MOomus mpousonuiy y 188 manueHToB, nomyyaBimmx puBapokcadas, (1,71 % B roxg) u 'y
241 nanuenTa, npuHUMaBIiero BapdapuH, (2,16 % B ron) (otHomenue puckos (OP) 0,79; 95 %
AU, 0,66-0,96; p < 0,001 mns rumore3sl «He ycrymnaeT»). Cpenu BceX paHAOMH3WPOBAHHBIX
MalMEeHTOB, MPOAaHAJIM3UPOBAHHBIX B COOTBETCTBHHM ¢ Ha3zHaueHHbIM BMmeriarenbctBoM (ITT),
MEPBUYHBIE COOBITUS IPOU3OILIH Y 269 MalMeHTOB, MOTyYaBIIUX puBapokcadan, (2,12 % B rox)
u y 306 manueHToB, nony4aBimux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % AU, 0,74-1,03;
p < 0,001 mnst rumotessl «He ycrynaer»; P=0,117 s runmoTessl «IIpeBOCXOaUT»). Pe3ynbTarh
JUIST BTOPUYHBIX KOHEYHBIX TOYEK, MPOBEPEHHBIE B HEPAPXUUYECKOM TMOPSIKE B aHAIU3E B
COOTBETCTBUU C Ha3HAUYEHHBIM BMEIIATENILCTBOM, MOKa3aHbl B Tabmuie 4.

Cpenu marueHtoB B rpymie Bapdapuna 3HaueHus MHO Haxomuiauch B TepamneBTHUECKOM
nuanasone (ot 2,0 mo 3,0) B cpennemM 55 % Bpemenu (meauana 58 %; MeKKBapTUIbHBIN THANa30H
ot 43 o 71). DddexT puBapokcabana He paziuyaics Ha ypoBHe 1eHTpaabHoro TTR (Bpems B
nmuana3one nenesoro MHO ot 2,0 mo 3,0) B kBapTmisx oauHakoBoro pasmepa (P=0,74 ans
B3auMojieicTBUs). B mpeaenax caMoro BEICOKOTO KBapTHIIS 110 OTHOIIEHHIO K IEHTPY OTHOLIEHUE
puckoB (OP) puapokcabana mo cpaBHeHHUI0 ¢ Baphapunom cocrasisuio 0,74 (95 % U, 0,49—
1,12).

YacTtoTa BOZHUKHOBEHHS OCHOBHOI KOHEYHOW TOUKHM 0€30MacHOCTH (OOMBbIINE W KIMHHUYECKU
3HauUMMbIC HEOOJbIINE KPOBOTEUYEHHUS) ObLIa COMOCTaBUMAa B OOCHWX TpyIMax JICYeHHS (CM.

Tabnuy 5).
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Tabmuna 4. Jlanabie

COOTBETCTBYET ZKCNEPTHOMY OTUETY

o1 25.12.2025 N= 32286

no mpodmwio 3hPEeKTUBHOCTH B '%ﬁﬂ%@“ﬁ@ﬂgﬂﬁga{nﬁﬁ iﬂ' a)"asm

ROCKET AF
Hccaenyemas ITT anmamu3 3¢Q¢PeKTHBHOCTH Y NANUEHTOB ¢ GuUOpULIAUUEe
NonyJsinus npeacepaAnii HEKJIANAHHOTO MPOUCXO0KIEHUsI
TepaneBTnueckasi | PuBapokcadan 20 wmr | Bapgpapun B 103e, | OTHOIIEHHE PHCKOB
a03a 0MH pa3 B JeHb (15 Mr | THTPOBaHHOM o | (95% JAN)
OJUH pa3 B JeHb /UIf | LleJIeBOMY YPOBHIO | p-3HaUYeHHe, TeCT Ha
MalHeHTOB ¢ | MHO 2,5 | npeBOCX0ACTBO
YMepPEeHHO#l TMOo4Ye4YHO# | (TepaneBTHYeCKH
HEJ0CTATOYHOCTHIO) auana3on ot 2,0 g0
Yacrora cooniTuii (100 | 3,0) YacrTora
NaNueHTOo-JIeT) cOOBITHI (100
NalMEeHTO-JIeT)
WNucynsT 51 269 306 0,88
cCHCTEMHast (2,12) (2,42) (0,74-1,03)
TPOMO03IMOOITHS, 0,117
HE CBs3aHHAs C
ITHC
Wncynsr, 572 609 0,94
cHCTEMHasI (4,51) (4,81) (0,84-1,05)
TpoMO0IMO0ITHS, 0,265
HE CBS3aHHAs C
OHC, wu cMmepth
BCJIC/ICTBHC
CepIe4HO-
COCYIHCTOTO
3a0071eBaHUs
Wncymner, 659 709 0,93
cucTeMHasl (5,24) (5,65) (0,83-1,03)
TpoMO0IMO0ITHS,
HECBsI3aHHAS C
HHC, CMEpTh
BCJIE/ICTBUE
CepJICYHO-
COCYAHCTOTO
3a00s1eBaHus u
nH(}apKT MHOKapa
WNucynsT 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucreMmuas 20 27 0,74
TpOMOOIMOOITHS, (0,16) (0,21) (0,42-1,32)
HE CBS3aHHasg C 0,308
ITHC
WNudapkr 130 142 0,91
MHOKap/ia (1,02) (1,11) (0,72-1,16)
0,464
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Tabmauma 5. JlanHbie

mo mpodwio Oe3omacH

COOTBETCTBYET ZKCNEPTHOMY OTUETY

o1 25.12.2025 N

bern_p_iintdEckon cchiidhhmi 11 daser

el
12

1 I_I'_
ot i il

ROCKET AF
Hccaenyemas MapumenTsl ¢ GuOpWLIAUMEd  mpeacepAuili  HEKJANAHHOIO
NonyJsinus NPOMCXOKIEeHHs
TepaneBTnueckasi | PuBapokcadan 20 wmr | Bapdapun B 103e, | OTHOIIEHHE PHCKOB
a03a OMH pa3 B JieHb (15 Mr | THUTPOBaHHOM o | (95% JAN)
OMH pa3 B JeHb /JIsl | IeJIeBOMY YPOBHIO | p-3HAYeHHe
NalMEeHTOB ¢ | MHO 2,5
YMEPEeHHOIl MOoYe4HOH | (TepanmeBTHYECKUIl
HEJ0CTATOYHOCTHIO) auanazoH ot 2,0 xo
Yacrora coowiTuii (100 | 3,0)
NManueHTo-JieT) YacToTta CcOOBITHII
(100 nanmueHTO-JI€T)
Bomnbime u 1475 1449 1,03
KIMHHYECKU (14,91) (14,52) (0,96 - 1,11)
3HAYUMbIE 0,442
HeOOJIbIIINE
KPOBOTCUYCHHS
Bosnpme 395 386 1,04
KPOBOTCUCHHS (3,60) (3,45) (0,90 -1,20)
0,576
CMmepTh 27 55 0,50
BCJIEJICTBHE (0,24) (0,48) (0,31-0,79)
KPOBOTCUCHUS * 0,003
KpoBoteuenus wu3 91 133 0,69
KM3HCHHO Ba)KHBIX (0,82) (1,18) (0,53-0,91)
Opranop™ 0,007
BuyTtpuuepenHoe 55 84 0,67
KPOBOMBIIHsIHHE ** (0,49) (0,74) (0,47 —-0,93)
0,019
[Tanenue  ypoBHs 305 254 1,22
reMorjaoonHa* (2,77) (2,26) (1,03-1,44)
0,019
[lepenuBanue nByX 183 149 1,25
i OoJiee eIMHUIL (1,65) (1,32) (1,01 -1,55)
SPUTPOIIUTAPHOU 0,044
MAaccChl 17001
1[eJIbHON KpOBH™
Knuanueckn 1185 1151 1,04
3HAYUMbIE (11, 80) (11,37) (0,96-1,13)
HeOOJIbIINE 0,345
KPOBOTCUCHHS
CMepth  OT  BCeX 208 250 0,85
NpUIUH (1,87) (2,21) (0,70-1,02)
0,073

a) MOMmyJiAuA JJIsd U3YyYCHUA 6630HaCHOCTI/I, B ICpUOMI JICUCHUA

* HOMUHAQJIBHO 3HAUYNMOE

B nomonmnenue k uccnepoanuio ¢asel [II ROCKET AF, Obuto mpoBeneHO MpOCHEKTHBHOE,
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COOTBETLC TEM'ET SKCNEPTHO
oT 2512 2025 Nz 3228

1y OTUETY

o =

HEKOHTPOJIUPYEMOE  TOCTPETUCTPAMOHHOE HeHHTe{JEeHLr;Jgﬂ;I—'I '“T%I}lme -KéropTHoe

uccnenoBanrie (XANTUS) ¢ 1eHTpanbHOW  OIEHKOW KOHEYHBIX TOYEK, BKIIIOUas
TpoMOoIMOOIMUecKrue coObITHS M OousbiMe KpoBoTeueHus. 6704 mamuenrta ¢ GubOpusIMen
npencepaInii HEeKJIamaHHOTO MPOUCXOXKIACHHsI ObUTM BKIIIOUEHBI B HCCIEAOBAHUE KIMHUYECKON
MPAKTUKHU, B KOTOPOM H3yUYaJUCh 10 NPOGUIAKTUKE UHCYIbTA U CUCTEMHONU TPOMOOIMOOIINH, HE
ces3anHoi ¢ [THC. Cpennue nokazarenn CHADS, u HAS-BLED B uccnenoBanun XANTUS
cocraBuwi 1,9 u 2,0 nmo cpaBHenuto co cpenuumu nokazarensimu CHADS, u HAS-BLED,
paBabiMu 3,5 u 2,8 B ucciaegoanun ROCKET AF, coorBercTBeHHO. Boibiioe KpoBOTeUEHHE
npom3onuio B 2,1 cmydaee Ha 100 manmeHto-iner. CmepTenbHOE KPOBOTEUCHHE OBLIO
3apeructpupoBaso B 0,2 ciydaeB Ha 100 nmanueHTo-JIeT, a BHYTPUUYEPEIIHOE KPOBOU3IIUSHUE — B
0,4 ciydaeB Ha 100 marueHTo-ner. MHCYNbT Wi cucTeMHasi TpOMOOIMOOINS, HE CBsI3aHHAsS C
I[IHC, 6b111 3apeructpuposansl B 0,8 cinydaeB Ha 100 nmarueHTo-Jer.

Ot HAOMIOJEHUST B KIMHUYECKOM TMPAKTUKE COTJIACYIOTCA C YCTaHOBIEHHBIM Mpoduiem
0€30MaCHOCTH 110 3TOMY [TOKa3aHUIO.

B mocTpeructpalinoOHHOM HEWHTEPBEHIIMOHHOM HccienoBaHun Oonee 162000 mamueHTOB ¢
bubpusuianuei mpencepauii HEKJIANaHHOTO IPOUCXOXKICHHSI M3 YEThIpEeX CTpaH MOJIydalu
puBapokcabaH i NpOoPUIAKTUKH HMHCYJIbTa U CHUCTEMHOW TpomOosMOonuu. Yacrtora
umemMudeckoro uHcynpta cocraBmwia 0,70 (95 % AU 0,44-1,13) wa 100 manueHTO-JET.
KpoBoreuenus, npuBealne K rocnuTalu3alvy, BOZHUKAIU CO cienyromei yactoro Ha 100
naruenTo-net: 0,43 (95 % AU 0,31-0,59) nns BHyTpruepenHbix kpoBousnusinui, 1,04 (95 % U
0,65-1,66) mnia >kexygOYHO-KHMIIEYHBIX KpoBoTeueHudt, 0,41 (95 % AW 0,31-0,53) nmns
yporeHutanbHblx KpoBoTeueHud u 0,40 (95 % AU 0,25-0,65) mig apyrux KpOBOTEUEHM.

Hayuenmeur, 1’1006617262}01/1/!%80}1 KCID()MOGQDCHH

bbu10 IIpOBEAEHO MPOCNEKTUBHOE PAaHIOMU3MPOBAHHOE OTKPHITOE MHOTOLIEHTPOBOE MOMCKOBOE
WCCIIEIOBAaHNE C 3aclielJIeHHOW olleHKol koHeyHbIXx Touek (X-VERT) c¢ ywactuem 1504
NAlUEeHTOB (KaK TeX, KOMY JI€YeHHE NEepOPaJbHBIMU AHTUKOATYJISIHTAMU OBLIO HAa3HAYEHO
BIIEPBBIE, TaK M YK€ IMOJyYyaBLUIMX paHee) ¢ (puOpwuIsAMed mnpencepanii HEKJIAMaHHOTO
IPOMCXOXKAEHHUS, KOTOPBIM IOKa3aHa KapAHOBEpCHUs, C IIeNbI0 CpAaBHEHHs pHBapokcabaHa U
antaronuctoB BuTamuHa K (ABK) B moze, momobpannoit mo MHO (panmomuzanus B
COoOTHOWIEHUH 2:1), TNpUMEHSEeMBIX [UIsI NPOPUIAKTUKU CEPAEYHO-COCYAMCTHIX SIBICHUM.
[IpumeHsanuch Clenyrone CTPAaTeTuu: YPEeCHuIeBOAHas dXxokapauorpadus mocie 1-5 mHei
MpeABapUTENIbHONM aHTUKOATYJITHTHOM Tepanuy WK TPAAUIIMOHHBINA OIX0/1 K KapUOBEPCHH (HE
MeHee TpeX HeJelb MpeABApUTENbHOro jJeueHus ). [leppuunas koHeuHas Touka 3(pPpeKTuBHOCTH
(Bce cimyyau MHCY/bTA, TPAH3UTOPHOW HIIEMHUYECKON aTaku, CUCTEMHOM TpoMOo3MOonuu, He

cesa3anHoi ¢ [THC, undapkra Muokapia u cMepTH BCJIEICTBUE CEPAEUHO-COCYAUCTBIX MPUYMH)
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COOTBETCTEBYET JKCNEPTHOMY OTYETY
oT 25,12 2025 Nz 32286
0003

npomsonuia y 5 (0,5 %) narueHToB B TpyImIe p apoxcaéggzlij(l—llgﬁ fé)E'r/'I‘;]/_ %J_(”I'H ":/('f) Bﬁm/r'emx')B B

rpynne ABK (n=492; OP 0,50; 95 % AW 0,15-1,73; momudummpoannas nomynsiius [TT).
OcHoBHasi KOHeUHAasi Touka Oe3onacHoCTH (Ooubioe KpoBoTeueHue) npousonnia y 6 (0,6 %) u 4
(0,8 %) mauurenToB B rpymmnax puapokcadbana (n=988) u ABK (n=499) coorserctsenno (OP 0,76;
95 % N 0,21-2,67; nmonynsamnus 0e30MacHOCTH). B 1aHHOM MOMCKOBOM MCCIICIOBAHUU OBLITH
IPOIEMOHCTPUPOBAHBI COMOCTaBUMBIE A(PPEKTUBHOCTh M 0OE€30MAaCHOCTh B TPYMINAX JICYCHUS
puBapokcabana u ABK npu npoBeneHun kapJiuoBepcuu.

Tayuenmur ¢ pubpunriayuel npedcepouti HeKIANAHHO20 NPOUCX0dicOeHus, neperecuue YKB co
cmeHmuposanuem

beiio mpoBeneHO paHIOMU3UPOBAHHOE OTKpPbITOe MHOroueHTpoBoe uccienoBanue (PIONEER
AF-PCI) nns cpaBHeHHS O€30MAacHOCTH JBYX PEXHMOB JO3MPOBAHHS pHBapoKcadaHa B
CpaBHEHMHU C OTHUM pekuMoM no3upoBanus ABK ¢ yyactuem 2124 maunentoB ¢ hpubpusuisiiuen
npecepauii HeKJIanaHHOTo MpoucxoxaeHus, nepeHecmnx YKB co creHTHpoBaHUEM O TOBOAY
aTepocKIepoTHyYecKoro 3adonesanus. [lanneHTs! ObUTH paHAOMU3UPOBAHBI B cOOTHOMIEHHH 1:1:1
uist 12-mecsiuHoi Tepanuu. [lanMeHTsl ¢ MHCYJIBTOM WM TPAaH3UTOPHOM MIIEMMUYECKOHN aTakoi
(TUA) B anamHe3€ HE BKJIIOYAJIKCh B HCCIIEIOBAHUE.

['pynmna 1 momyvana 15 mr puBapokcabana oauH pa3 B 1eHb (10 Mr oiuH pa3 B IeHb Y MAIlIEHTOB
¢ xmpencom kpearnHuHa KK 30—-49 mn/muu) m mHrHOurop peunentopa P2Y12. I'pymnma 2
noJsiyyana 2,5 Mr puBapokcabaHa JiBa pa3a B J€Hb U JBOWHYI0 aHTUTPOMOOIIMTAPHYIO TEpAIHIO
(r.e. 75 wmr xnomnmuporpena (WIM albTepHATUBHBIM HMHruOuTOp peuenrtopa P2Y12) wu
alleTUICAIUIIMIIOBYIO KUCJIOTY B HU3KOM J03€) B TeueHue 1, 6 uiu 12 mecsues ¢ nocaeayromum
nepexosoMm Ha 15 mr puapokcabana (10 mr ogus pa3 B nenp y narueHToB ¢ KK 30—49 mn/Mun)
OJIMH Pa3 B JIEHb C alleTUJICAIMIIMIOBON KUCIOTONW B HU3KOW fo3e. ['pynna 3 nmomyuana ABK B
CKOPPEKTUPOBAHHON [103€ M JBOHHYIO aHTUTPOMOOLMTApHYIO Tepamnuio B TeyeHue 1,6 wim 12
MecsleB ¢ nocaenyroumMm  nepexonom Ha ABK B ckoppexkTMpoBaHHOM  103€, C
ALETUIICAUIMIIWIIOBOM KACIIOTOW B HU3KOH JI03€.

[lepBuuHas KoHE4Has TOYKa O€30MaCHOCTH, CIy4yau KIMHUYECKH 3HAYUMOTO KpOBOTEUEHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nanuentos B rpymrme 1, rpymnmne
2 u rpynne 3, cooTBeTcTBEeHHO (oTHOMeHue puckoB [OP] 0,59; 95 % nosepurenbHbII HHTEpBA
[AN] 0,47—0,76; p<0,001, u OP 0,63; 95 % AU 0,50—-0,80; p <0,001, cOOTBETCTBEHHO).
Bropruunas koHedyHass TOuka (CymMMapHas 4acTOTa CEpAECYHO-COCYIUCTBIX COOBITHM: CMEpTh
BCJIEJICTBUE CEPJICYHO-COCYAUCTHIX MPUUMH, MHPAPKT MUOKAp/Ia WIH UHCYIBT) pa3Buiach y 41
(5,9 %), 36 (5,1 %) u 36 (5,2 %) manuenToB B rpynme 1, rpymnme 2 u rpymnie 3, COOTBETCTBEHHO.
Kaxnaplii u3 pexuMoB puBapokcabaHa TOKa3aJl 3HAYUMOE CHHIKEHHE 4YacTOThl CIIy4aeB

KJIMHAYECKH 3HAYMMOI0 KpOBOTEYEHHMs IO cpaBHeHHIO ¢ Tepanueil ABK y manueHToB ¢
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HEeKJIaTaHHOW (GUOPMILIALIMEH pecepanid, mep Hecnmx %ﬁlg%ﬁf%%gﬁ]_ -

[Tepuunoii nenpio uccnenoBanuss PIONEER AF-PCI sBnsutack onienka 6e3omacHoctd. JlaHHbIC
110 3¢ (eKTUBHOCTH (BKJIIOYAst TPOMOOIMOOINYECKHE COOBITHS) B 3TOW MOIMYJISLUN OTPaHUYCHBI.

Jleuenue TI'B, TDJIA u npocpunaxmuxa peuuousos TI'B u TOJIA

[TporpaMMa KIMHUYECKHUX UCCIIEOBAaHUN prUBapokcabaHa Obliia pa3paboTaHa JJisi AeMOHCTpaluu
s (heKkTUBHOCTH puBapokcabana B Hauwane JjedeHus octporo TI'B u TOJIA, mpomomkeHun
Tepanuu u npodmiaktuke peruanoB TI'B u TOJIA. bonee 12800 manneHTOB NpUHSIIN yyacTue
B UEThIpEX PAHIOMH3UPOBAHHBIX KOHTPOJUPYEMBIX KIMHUYEeCkuX ucciaenoanuax Il ¢a3zbr
(EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension u EINSTEIN Choice); kxpome Toro, 6611
MPOBEJCH JIOTIOJTHUTEIBHBIA TIPEIBAPUTEIHLHO CIUIAHWPOBAHHBIN OOBEAMHCHHBIN aHAIN3
uccaenoanuii EINSTEIN DVT u EINSTEIN PE. MakcumanbHasi JUIMTEIbHOCTh JICUEHUS BO
BCEX UCCJIEIOBAHMIX cocTaBuia 21 Mecsil.

UccnenoBanne EINSTEIN DVT npoBoaunocs ¢ yuactuem 3449 naumentoB ¢ octpbiM TI'B ¢
LEJIbI0 U3y4YeHUs NMPUMEHEHUs puBapokcabana st jedeHuss TI'B u npodunakTuku peruanBoB
TI'B u TOJIA (manueHTtsl, y KOTOpHIX Obuta cuMntoMHas TOJIA, HCKIIOYAINCh U3 TAHHOTO
uccienoBanus). JIUTeNbHOCTh JeueHus: cocTaBisuia 3, 6 win 12 MecsieB B 3aBUCUMOCTH OT
KJIMHUYECKOW OLEHKH UCCIIEA0BATEIS.

B teuenue nepBbix Tpex Heaenb jedeHus: octporo TI'B npumensiics puapokcadban 15 mr nsa
pasa B JI€Hb, C TMOCJIEAYIOIIHUM TEPeXOoJoM Ha puBapokcaban 20 Mr OauH pa3 B JICHb.
UccnenoBanne EINSTEIN PE npooaunocs ¢ ywactuem 4832 manumeHtoB ¢ octpoit TOJIA ¢
nenbto u3ydenus aeueHuss TOJIA u mpodunaktuku peruauBos TI'B u TOJIA. [nutensHoCTh
JeYeHUsT cocTaBisia 3, 6 wiam 12 MecsdleB B 3aBUCUMOCTH OT KIMHMYECKOW OIICHKHU
uccienoBarenss. B TedeHWe MEpBBIX TpeX HENedb HadalbHOTO JieueHus octpor TOJIA
MPUMEHSIICS puBapokcabaH 15 Mr 1Ba pasa B IeHb, C MOCIEAYIOIIUM MEPEX0I0M Ha pUBapoKcadaH
20 mr ogun pa3 B aeHb. B oboux uccnenoBanusx EINSTEIN DVT u EINSTEIN PE cxema
JIeYEHHUsI B TpyNNe Mpenapara CpaBHEHUS BKIKOYaja BBEICHUE JHOKCAapvHa B TEYEHUE IO
KpailHEel Mepe 5 JHEH B COYETaHWM C Tepanueld aHTaroHMCToM BUTamMuHa K 10 mocTrkeHus
TepaneBTHYecKoro ypoBHs mokazarens [IB/MHO (>2,0). [lanee neuyeHwe MpoOa0IIKAIOCh
aHTaroHUcToM BuTamuHa K, m03a KOTOpOro ObuIa CKOPPEKTHpPOBAaHA TaKUM 00pazoM, YTOOBI
noanepxuBath 3HaueHus [IB/MHO B TepaneBTudeckom auamazone ot 2,0 g0 3,0.
UccnenoBanme EINSTEIN Extension mpoBogmiock ¢ ydactuem 1197 mamumentoB ¢ TI'B unum
TOJIA ¢ nenbio u3ydenus npopuaaktuku peruuausos TI'B u TOJIA. JIuTensHOCTh JeUeHUs IS
MAIMEHTOB, 3aBEPIIUBIINX OT 6 10 12 MecsieB JeueHus: BEHO3HON TPOMOOIMOOINH, COCTaBUIIa
JIOTIOJTHATEIILHO OT 6 10 12 MecsIeB B 3aBUCHMOCTH OT KIIMHWUYECKOM OIIEHKH HMCCIIeqOBaTEN .

[TpoBoamiiocs cpaBHeHUE puBapokcabaHa 20 MI OJIMH pa3 B I€Hb U I1aLe00.
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COOTBETCTBYET 3KCNEFPTHO
ot 25.12.2025 N= 3224

1y OTUETY

o -

B nccnenosanmsx EINSTEIN DVT, PE [u EINSTEIN!ErtH6insotarinin™ bimikopsic

IpeBapUTENILHO OIpeIe/IeHHbIC MEePBUYHBIE M BTOPUYHBIC KOHEYHBIE TOYKU 3(PPEKTUBHOCTH.
[lepBuyHOii KOHEYHOHW TOYKOM HPQeKTHBHOCTH OBLT CHUMNTOMHBIM perunu BTDO,
OTpEeNIeABIINKCA KaK COBOKYMHOCTh pennauBa TI'B wim daransHoit uinu HedaTanpHO TOJIA.
BropuyHas koHeuHas TOYKa ONpeaeNsjach Kak COBOKYMHOCTh peruauBa TI'B, medarambpHOU
TOJIA u cmeptu ot Bcex mpuuuH. B uccrnepoBanun EINSTEIN Choice 3396 manumeHTOB €
noaTBepkIeHHbIME cuMITOMHBIME TT'B w/mmu TOJIA, 3aBepmmBmux 6—12 MecsieB JedeHUS
AHTUKOAryJIssHTaMU, U3Y4alluCh Ha MpeaMeT npoduiakTuku ¢patanbHoi TOJIA unu HedaTanbHbIX
cuMnToMHBIX peuuanBoB TT'B wiu TOJIA.

[TateHTh, KOTOPBHIM OBUIO MMOKA3aHO MPOJODKEHHUE AHTHKOATYJISIHTHOW Tepanud B
TEpaNeBTUUECKUX J03aX, MCKIIOYAIMCh U3 HcciaenoBaHusA. [IpoloIKUTENBHOCTh JIeUeHUs
cocTapisia 10 12 mMecsIeB B 3aBUCUMOCTH OT UHIUBUIYATbHON JaThl PaHIOMHU3AIUH (MeIuaHa:
351 nenn). PuBapokcaban B no3e 20 Mr oJiuH pa3 B CyTKH U puBapokcadan B 1o3e 10 Mr oauH pa3
B CYTKM CpPaBHMBAJIU C aUETWICAIUIMIOBOM KuciIOoTOM B o3¢ 100 Mr onmH pa3 B CyTKH.
[lepBuyHoii KOHeYyHOHW TOYKOW dSddexkTnBHOCTH OBUT CHUMITOMHBIA penuauB BTD,
OTIpeIeNABIIUICS KaK COBOKYMHOCTh peruanBa TI'B unu dartansaoit unu HedaransHoit TOJIA.
B wuccnegoBanuu EINSTEIN DVT (cm. Tabnuny 6) ObUIO MNpPOAEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycrynaeT sHoKcanapuny/ABK o nepBuuHo# KoHEUHOH TOUKE AP HEKTHUBHOCTH
(p<0,0001 (Tect Ha He MeHbIyio 3ddexkruBHOCT); OP: 0,680 (0,443-1,042), p=0,076 (TecT Ha
npeBocxocTBO)). [IpenBapuTenbHO ompeneieHHas 4HcTas KIMHUYECKas BbIroja (mepBUYHAs
KOHEYHast Touka 3PPEeKTUBHOCTH U ClTyyaH OOJIBIIOTr0 KPOBOTEUEHUS ) ObLIa 3apeTUCTPUPOBAHA C
OP 0,67 ((95 % AU: 0,47-0,95), HomuHanpHOE 3HaueHue p = 0,027) B monb3y puBapokcadaHa.
3nauenuss MHO Haxoauiuchk B TepaneBTHUECKOM Juana3zoHe B cpegHeMm 60,3 % BpemeHH Ui
CpenHel MpoIoKUTENbHOCTH JieueHus 189 nueit u 55,4 %, 60,1 % u 62,8 % BpeMeHu B rpymnmnax,
IPOJAJICHHOTO Ha 3, 6 1 12 MecsueB jeueHusl, COoOTBeTCTBeHHO. B rpynne snokcanapun/ABK He
OBLII0 UETKOH CBSI3U MEX Y ypoBHEM cpeanero neHTpaibHoro TTR (BpeMs B tuana3zoHe 1e1eBoro
MHO 2,0-3,0) B TepTHIIIX OJUHAKOBOro pazMepa u yactotod peuuansos BTO (P = 0,932 nns
B3aMMOJEHCTBYs). B mpenenax caMoro BBICOKOTO TEPTWIIS OTHOCHTENbHO LeHTpa OP s
puBapokcabaHa 1o cpaBHEHHIO ¢ BapdaprHoM coctapisuio 0,69 (95 % JIU: 0,35-1,35).

YactoTra BOZHMKHOBEHHUS MEPBUYHON KOHEYHOW TOYKM O€30TMaCHOCTH (Cliydaw OOJBIIOTO WITH
KJIMHUYECKH 3HAYUMOT0 HEOOJBIIOr0 KPOBOTEUEHHS), a TaKKe BTOPUYHOM KOHEUHOH TOYKHU
6e301macHOCTH (ciTyyau OOJIBIIOTO KPOBOTEUEHUS ) ObLIa CXOXKEH 7151 00enX IpyIII JICYESHHUSI.
Tabmuua 6. lanusle no npoduio 3¢dexruBHocTH U O6e30nacHocTy B uccnenaoBanuu 11 dasbr

EINSTEIN DVT

‘ Hccaenyemasi monyasinus ‘ 3449 nauMeHTOB ¢ CHMIITOMHBIM OCTPbIM ‘

Crpanwia 36 u3 54



COOTBETCTBYET 2K

ot 25.12.2025 N° 32286

CMEPTHOMY OTUETY

TpoMGo3IGM TIYooRn Ben -~ -~
TepanesTH4ecKkasi 1032 H PuBapokcadan® Iuokcanapun/ABKP
MPOJOJIKUTENbHOCTD JIeYeHUS 3, 6 niam 12 mecsinen 3, 6 uim 12 mecsinen
N=1731 N=1718
CumnToMHbBIN peruauB BTO* 36 (2,1%) 51 (3,0%)
Cumnromusiii perpaus TOJIA 20 (1,2%) 18 (1,0%)
Cumnromusiid penuaus TT'B 14 (0,8%) 28 (1,6%)
Cumnromusie TOJIA u TT'B 1 (0,1%) 0
@datanpHass TOJIA/ cmepth, mpu
KOTOpOM Heb3s UCKIUNTh TOJIA 4(0.2%) 6 (0,3%)
BoutbImoe wiu KITHHUYECKH 3HAYUMOE 139 (8.1%) 138 (8.1%)
HeOOoJIbIII0e KPOBOTEUCHUE
Ciy4an 60JIBIIOTO KPOBOTEUECHHUS 14 (0,8%) 20 (1,2%)

a) PuBapokcaban 15 Mr 7Ba pa3a B JIeHb B TCUCHHE 3 HECIb, C MTOCIECAYIONUM Iepexo1oM Ha 20
MT OJIVH pa3 B J€Hb

b) DHOKcamapuH B TEYCHHE MO MEHBIICH Mepe 5 IHEH, ¢ OJIHOBPEMEHHBIM H TOCIEAYIONTUM
npuemom ABK

* p <0,0001 (e mensbinas 3¢pdexTuBHOCTD I 3apaHee ompeneneHHoro OP 2.0); OP: 0,680
(0,443-1,042), p=0,076 (1peBOCXOACTBO).

B uccnenoannu EINSTEIN PE (cMm. Tabmuity 7) ObLI0 MPOIEMOHCTPUPOBAHO, UTO pUBAPOKCcabaH
He ycrymaer sHokcanapuny/ABK mo mepBuuHOi koHEYHOH Touke >ddexruBroctu (p=0,0026
(rect Ha He MeHbIyl0 3pdextuBHocts); OP: 1,123 (0,749-1,684)). IlpenBaputenbHO
ompejieNieHHasl YUCTasi KJIMHUYeCKas BbIroja (MEepBUYHAs KOHEUHas Touka A(P(GEKTUBHOCTH U
citydau 00JIBIIIOT0 KPOBOTEUYEeHHUsT) ObliTa 3apeructpupoBana ¢ OP 0,849 ((95 % J1U: 0,633-1,139),
HOMMHaNbHOE 3HaueHue p=0,275). 3nauenns MHO Haxonunuch B TEpareBTUYECKOM JHAIIa30He
B cpeaHeM 63 % BpemMeHU Uil CpeHel MPOIOKUTENbHOCTH Jeuenus 215 nueit u 57 %, 62 % un
65 % BpeMeHHu B rpymnnax, NpoajIeHHOro Ha 3, 6 1 12 Mecs1eB 1e4eHns: COOTBETCTBEHHO. B rpymmne
sHokcanapuH/ABK He ObL10 4eTKoM CBA3M MeX1y ypoBHEM cpeaHero neHTpaisHoro TTR (Bpems
B nuanasone nenesoro MHO 2,0-3,0) B TepTUIISX OJIMHAKOBOTO pa3Mepa U YaCTOTOU PEIUINBOB
BTD (p = 0,082 nns B3aumopeiicTBusi). B mpeaenax camoro BHICOKOTO TEPTHIISE OTHOCHUTEIBHO
nertpa OP st puBapokcabaHa 1Mo cpaBHeHHIO ¢ BapdapuHom coctasisuio 0,642 (95 % JU:
0,277-1,484).

YactoTra BOZHMKHOBEHHUS MEPBUYHON KOHEYHOW TOYKHU O€30TMaCHOCTH (Cliydaw OOJBIIOTO WITH
KJIMHUYECKH 3HAUMMOT0 HEOOJBIIOr0 KPOBOTEUEHHS) ObljIa HECKOJIBKO HUXKE B TPYIIIE JICUEHUS
puBapokcabanom (10,3 % (249/2412)), yem B rpymme nedenus >HokcanapuaoM/ABK (11,4 %
(274/2405)). Yacrota BTOpPUYHON KOHEUHOW TOYKM Oe30macHOCTH (ciydaw OOJBIIOTO
KpoBOTeUeHMsI) Oblla HIDKE B rpymnmne puBapokcabana (1,1 % (26/2412)), uem B rpymme

sHokcamapuHa/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % [AU: 0,308-0,789).

Crpanwnma 37 u3 54



COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 25.12.2025 N° 32286

(MOCNEQOBATENEHOCTE 0003)

Tabmuna 7. Hannaeie o npodmmo 3ddextuBHocTH U Oe3onacHocTH B uccnenoBanuu 111 ¢azbr

EINSTEIN PE
Hccaenyemas nonyJisuus 4832 naumenra ¢ ocTpoii cumnToMuoi TIJIA
TepanesTHueckasi 1032 H PuBapoxcatan® Iuokcanapun/ABKP
MPOJOJIKHUTENbHOCTD JIeUCHUS 3, 6 uiam 12 mecsinen 3, 6 uim 12 mecsinen
N =2419 N=2413
Cumnromusiid penuaus BTO* 50 (2,1%) 44 (1,8%)
Cumnromusiii perpaus TOJIA 23 (1,0%) 20 (0,8%)
Cumnromusiid penuaus TT'B 18 (0,7%) 17 (0,7%)
Cumnromusie TOJIA u TT'B 0 2 (<0,1%)
@atanpHass TOJIA/ cmepth, mpHu o o
KOTOpOM Heb3s UCKIOUNTh TOJIA 11(0.5%) 7 (0.3%)
Bonbiioe unm KIMHUYECKU 3HAYNMMOE 249 (10,3%) 274 (11,4%)
HeOO0JIbIII0e KPOBOTEUCHUE
Ciygan 6OJIBIIIOT0 KPOBOTECUYEHHSI 26 (1,1%) 52 (2,2%)

a) PuBapokcaban 15 mr aBa pasa B JIeHb B T€UCHHUE 3 HEEIb, C TIOCIEAYIONUM TIepexo1oM Ha 20

MT OJIUH Pa3 B JICHb

b) DHOKcamapuH B T€YEHHME MO MEHBIIEH Mepe 5 IHEeH, ¢ OJIHOBPEMEHHBIM U MOCIEAYIOUIUM

npuemom ABK

*p <0,0026 (re menbmas 3¢ hekTHBHOCTS TSI 3apanee onpeneneanoro OP 2,0); OP: 1,123 (0,749

-1,684).

bein IMPOBCACH IPCABAPUTCIIBHO CHJ'IaHI/IpOBaHHHﬁ O6L€,Z[HHCHHLII>1 aHaJIn3 KOHCYHBIX TOYCK

uccienosannii EINSTEIN DVT u PE (cm. Tabnuity 8).

Tabmuna 8. Jlanasie o npoduiio 3ppekTuBHOCTH U 0€30MacHOCTH 00BETMHEHHOTO aHAIN3a B

uccinenoanusx I ¢pazer EINSTEIN DVT u EINSTEIN PE

Hccaenyemass momyassuus

8281 mauuenTa c ocTpriMu cumnromusivu TI'B

wiu TOJIA
TepaneBTHYecKas 1032 U Pusapokcaéan® Jnoxkcanapun/ABKY
MPOIOJIKHUTENTbHOCTD JIeYeHU S 3, 6 uiu 12 mecsinieB 3, 6 uiu 12 mecsineB
N = 4150 N=4131

CumnToMHBIN peruaus BTD* 86 (2,1%) 95 (2,3%)
CumnTomubIi perau TOJIA 43 (1,0%) 38 (0,9%)
Cumnromubii perunus TI'B 32 (0,8%) 45 (1,1%)
Cumnromusie TOJIA u TT'B 1 (<0,1%) 2 (<0,1%)
®daranpHas TOJIA/ cmepTth, mpu
KOTOPOW HEJb351 I/ICKJ‘IIO‘—II/ITI; TSHAp 15(0.4%) 13(0.3%)
BouibIioe uiu KITMHUYECKU 3HAYUMOE 388 (9,4%) 412 (10,0%)
HeOOJIbII0e KPOBOTEUYECHHE
Cnyuyan 60JIBIIIOTO KPOBOTEUCHUS 40 (1,0%) 72 (1,7%)

a) PuBapokcaban 15 mr aBa pasa B ieHb B Te€UeHUE 3 HeJelb, C TOCIEIYIONINM mepexoaoM Ha 20

MI' O/IUH pa3 B ACHb
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b) DHOKcamapuH B TE€YCHHE MO MEHbIIECH Mepg S zmefi,n E'éﬂ@g&h‘égﬁﬁﬁﬂ/i-

npuemom ABK

* p <0,0001 (e menbmias 3ppeKTUBHOCTD A 3apaHee omnpeneneranoro OP 1,75); OP: 0,886
(0,661 — 1,186).

[IpenBapuTenbHO OmpeNeieHHas 4YHCTas KIMHUYECKas BBIMOJA IMEpBUYHAS KOHEYHAs TOYKa
3¢ (HEeKTUBHOCTH IUTIOC Clydad OOJBIIOrO KPOBOTECUEHUS) OOBEAMHEHHOTO aHaln3a Oblia
3apeructpuposana ¢ OP 0,771 ((95 % AU: 0,614—0,967), nomunansnoe 3Hauenue p=0,0244). B
uccienoBannu EINSTEIN Extension (cm. Ta6nuiy 9) puBapokcaban mpeBOCX0 Ui miarnedo mo
NEPBUYHBIM M BTOPUYHBIM KOHEYHBIM TOukaM 3(QexTuBHOCTH. YactoTa BCTpeyaeMOCTH
NEPBUYHON KOHEYHOH TOUKM 0€30MacHOCTH (Ciiydau OOJBIIMX KPOBOTEUECHHUI) YMCICHHO ObLIa
HE3HAYMTENIFHO BBIIIE Y MAIIMEHTOB, MOTYYaBIINX TEPANHIO puBapokcadanoM B f03e 20 Mr ouH
pa3 B JIeHb, 110 CPAaBHEHHUIO ¢ TU1ane00. Bropuunas koHeuHas Touka 6e30macHOCTH (O0JIbIINe WK
KIIMHUYECKH 3HaylMble HEOOIbIINE KPOBOTEUECHHUS) IOKa3ala OoJjiee BBICOKYIO YacTOTy Yy
NAlUEHTOB, MOJYYaBIIUX TEpanuio puBapokcabaHoM B 03¢ 20 Mr OAMH pa3 B JI€Hb, IO
CpaBHEHHIO C 11aredo.

Ta6muma 9. lannbie o npoduitto 3¢heKTUBHOCTH U Oe3onacHOCTH B mccienoBanuu 11 ¢asser

EINSTEIN Extension

Hccnenyemasi momyasinus 1197 nanueHTOB, MPOIOIKUBIINX JIeUeHHE H
npopuIaKTUKY pelnIMBOB BEHO3HOI
TPOMO0IMO0 UM
TepaneBTHYecKas 1032 U PuBapokcaban® ITnanedo 6 wuam 12
MPOI0TKUTETHLHOCTD JIeYeHUsl 6 uim 12 mecsineB MecsieB
N =602 N=594
CumnTomHBbIH peruauB BTO* 8 (1,3%) 42 (7,1%)
CumnTomubIi peruau TOJIA 2 (0,3%) 13 (2,2%)
Cumnromusii peraus TT'B 5 (0,8%) 31 (5,2%)
@aranpHas TOJIA/ cmepTs, mpu
KOTOpOM Heb3s UCKIOUNTh TOJIA 1(0,2%) 1(0,2%)
Ciyuan OOJIBIIIOTO KPOBOTEYCHHUSI 4 (0,7%) 0 (0,0%)
Knuanueckn 3HaunMoe HeOoJbIIoe 32 (5.4%) 7 (1,2%)
KPOBOTEUCHHE

a) PuBapokcaban 20 Mr oJuH pa3 B IeHb

*p <0,0001 (mpeBocxomactso), OP: 0,185 (0,087 - 0,393)

B uccrnenoBanun EINSTEIN Choice (cm. Tabmumy 10) puBapokcaban B mo3zax 20 mr u 10 mr
npeBocxoaui aneTwicaauiioByto kucioTy (ACK) B goze 100 mr mo mepBUYHON KOHEUHOM
Touke dpdextuBHOCTH. (OCHOBHAs KOHEUHAas Touyka Oe3omacHOCTH (ciydan OOJIBIIOTO
KpOBOTEUEeHHMsI) OblIa CXOKel y MalMeHTOB, MOJyYaBIIMX puBapokcadaH B g03ax 20 mr u 10 mr

OJMH pa3 B JIeHb, IO cpaBHEHUIO cO 100 Mr aneTHICATMITUIOBON KHCIIOTHI.
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Ta6muma 10. laaasie mo npoduinio 3¢GHEeKTUBHOCTH U 6@3&a@§9€¥1§'§%%ﬂ6—ﬂagﬁh&ﬁ' a)"a:«sm

EINSTEIN Choice

Hccaenyemasi nomyasiuust 3396 nauueHTOB, MPOXOLKUBIINX MPOPUIAKTUKY
peunanBOB BeHO3HOH TPOM003MO0JMHU
TepaneBTu4eckas 103a PuBapokcaban PuBapokcadan ACK 100 mr
20 mr 1 pa3 B aeHnb 10 mr 1 paz B 1 pa3 B neHb
N = 1107 JIeHb N=1131
N=1127
Menunana
MPOIOIDKUTEILHOCTH § 349 [189-362] et 353 [190-362] 350 [186:362]
JICUSHUSI [ MEXKBAPTUIBHBIH TTHS JTHEH
JIAara3oH |
g?\:;HTOMHHf;I peLIHB 17 (1,5%)* 13 (1,206)%* 50 (4,4%)
ggﬁrXOMHHH peLHINB 6 (0.5%) 6 (0,5%) 19 (1,7%)
Cumnromusiii penuaus TT'B 9 (0,8%) 8 (0,7%) 30 (2,7%)
®aranpuas TOJIA/ cmepTs, 2 (0,2%)
OpH  KOTOPOH  HEINb3s 2 (0,2%) 0 (0,0%)
uckmounTh TOJIA
CUMITOMHBIN peuuuB 56 (5,0%)
BTD, undapkr muokapna,
UHCYJIBT WM CHUCTEMHAs 19 (1,7%) 18 (1,6%)
TpoMO0IMO0ITHS, HE
cesizanHas ¢ [JTHC
Cryuan 0O0JIBIIOrO 6 (0.5%) 5 (0,4%) 3 (0,3%)
KPOBOTCUCHHSI
Knuanuecku 3HAYMMOE 30 (2,7) 22 (2,0) 20 (1,8)
He0O0JIbII0€ KPOBOTEUYEHHE
CUMIITOMHBIN peruInB 53 (4,7%)
BTD WA 0oJIBIIIOE 23 (2,1%)" 17 (1,5%)"
KpPOBOTEUEHHE (uucras
KJIMHHYECKAs BHITO/1a)

* p<0,001 (mpeBocxoacTBO) puBapokcadan 20 Mr oJiuH pa3 B JieHb 110 cpaBHeHUI0 ¢ ACK 100 mr
oauH pa3 B aenb; OP=0,34 (0,20-0,59)

** p<0,001 (mpeBocxoacTBO) puBapokcadban 10 Mr oauH pa3 B 1eHsb 1o cpaBHeHHo ¢ ACK 100 mr
oJH pa3 B jeHb; OP=0,26 (0,14-0,47)

* PuBapokcaban 20 Mr ouH pas B JieHb 1o cpasrernto ¢ ACK 100 mr oxuH pas B nens; OP=0,44
(0,27-0,71), p=0,0009 (HoMuHATBHOE)

™ PuBapokcaban 10 mMr oaus pa3 B aeHb mo cpaBaernto ¢ ACK 100 mr oxus pas B nens; OP=0,32
(0,18-0,55), p< 0,0001 (HOMUHaATHHOE)

B nononnenne k mnporpamme wuccienoBanuit Il ¢aszer EINSTEIN Obuto mpoBeneHo
MPOCHEKTUBHOE HEMHTEPBEHIIMOHHOE OTKpBITOe KoropTHoe wuccienoBanue (XALIA) c

HCHTpaHBHOﬁ OLIECHKOM KOHEUYHBIX TOYCK, BKJIIOYasg pCUHUANB BTB, 0O0JIBIIIOE KpOBOTCUYCHUC U
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1y OTUETY

o -

cMepTh. B uccnenoBanne KIMHAYECKOW MPAKTHKU 6LIHW&JEIEEQ%;1E'51E§%H&$H¥E (',:l :;)I—CI':F!‘E)BIM

TI'B 1t u3yueHus 10JIrocpovHoOi 6€30nacHOCTH puBapokcabaHa o CPaBHEHUIO CO CTaHIapTHOU
AHTUKOATyJISIHTHOU Tepamnueir. YacTtora 6onbIoro kKpoBoredueHwus, peruaua BTD u cmepTtu ot
BCEX MPUYMH Jyis puBapokcabana cocraBmia 0,7 %, 1,4 % u 0,5 % coorBercTBeHHO. bputn
paznuuusl B MCXOJHBIX XapaKTEPUCTUKAX IALMEHTOB, BKJIKOYAs BO3PACT, pak M HapyLIEHUE
byHKIMM ToYeK. {71 KOPPEeKTUPOBKM HUCXOAHBIX MEKIPYIIOBBIX Pa3IMYUN HCIOJB30BAJICS
3apaHee CIUIAHUPOBAHHBIN CTPATH(PUIIMPOBAHHBIN MTOI00P IO UHIEKCY cOOTBeTCTBHS. HecmoTpst
Ha 3TO, OCTATOYHOE HCKA)KEHHWE MOIJIO BIUATH Ha pe3ynbTaThl. CkoppexktupoBaHHble OP,
CpaBHMBAIOIIME pUBAapOKcabaH W CTAaHAAPT JICUYECHUS B OTHOLICHHH OOJIBIIOTO KPOBOTEUEHUS,
peuuausa BTO u cmeptu ot Beex npuuns, coctaBuiu 0,77 (95 % AU 0,40-1,50), 0,91 (95 % A1
0,54-1,54) u 0,51 (95 % AN 0,24—1,07) COOTBETCTBEHHO. DTHU PE3YNbTATHl KIMHUYECCKON
MPAKTUKU COTJIACYIOTCS C YCTAaHOBJICHHBIM IpoduieM 6e30MacHOCTH sl TaHHOTO TIoKa3aHus. B
MOCTPETUCTPALIMOHHOM HEWHTEPBEHIIMOHHOM uccienoBanuu Ooniee 40000 manueHToB u3
YeThIPEeX CTpaH 0e3 paka B aHAMHE3e MOJIyJaay PUBAPOKCAOAH NI JICUCHUS WM TPOPUITAKTHKA
TI'B u TOJIA. Yacrora coObituii Ha 100 manmueHTO-JET ISl CHUMIITOMHBIX/KIMHHYECKA
BbIpaxeHHbIX BTO/TpomMO03MO0NIMYecKuX COOBITUH, MNPHUBOIAIIMX K TOCHUTAIU3ALINY,
BapbupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benukobpuranuu 1o 2,30 (95 % AU 2,11-2,51) B
I'epmanun. KpoBoTeueHwus, MPUBOASAIINE K TOCIHTAIMA3AIIMU, BO3HUKAIU CO CIEIyIOUIen
yactorod Ha 100 mammento-ner: 0,31 (95 % AU 0,23-0,42) mis BHYTpPUYEPEITHBIX
kpoBomsnusHui, 0,89 (95 % AN 0,67-1,17) mia xenyno4HO-KUIIEUHBIX KpoBoTeuenuii, 0,44
(95% AN 0,26-0,74) nns yporeHuTanbHbix kKpoBoTeueHuid u 0,41 (95 % AU 0,31-0,54) nns
JIPYTrUX KPOBOTEUEHHUH.
eTH

Dapmaxoounamuieckue 3¢hghexmot

[TporpombuHOBOE Bpems (Neoplastin), AUTB u antu-Xa akTHUBHOCTh, U3MEPEHHAsI C TOMOILBIO
KaJIMOPOBAaHHOTO KOJIMYECTBEHHOT'O TECTa, TECHO KOPPETUPYIOT ¢ KOHIICHTPALUSIMHU B TUIa3Me
KpoBu y gaeredl. Koppemsuus mMexnay aHTH-Xa aKTHBHOCTBIO M IIJIA3MEHHOW KOHIIEHTpaluen
SBIIIETCS JIMHEWHON C TaHT€HCOM yIiila HakKJIOHa MpsMo#, Oiam3kuM K 1. Moryr BO3HUKATh
WHAVBHUAYalIbHbIE pPACXOXKICHHUS Oojiee BBICOKUX WM Oojiee HM3KUX 3HAYCHMH aHTH-Xa
AKTHBHOCTH TI0 CPaBHEHHIO C COOTBETCTBYIOIMMHU KOHIIEHTPAIMSAMH B I1a3Me KpoBu. B mepuon
JIeYeHUsT puBapokcabaHoM He TpeOyeTcss MPOBOIUTH MOHUTOPUHT TIApPAMETPOB CBEPTHIBAHUS
KpoBH. OHAKO, €CITU JIJIsl STOTO €CTh KIMHUYECKOe 000CHOBAaHUE, KOHIIEHTPAIIMU pUBapoKcabaHa
MOTYT OBITH U3MEPEHBI B MKT/JI TIPH MIOMOIIIM KaTHOPOBAHHBIX KOTUYECTBEHHBIX TECTOB aHTH-Xa
akTUBHOCTH (cM. Tabmumy 13 B pasgene S5.2. Ui IUana3oHOB HAOIIOAAEMbIX KOHIIEHTpPAIAN

puBapokcabaHa B 1mj1a3Me KpoBu y feteil). [Ipu ncnonb3oBaHUM TecTa aHTU-Xa aKTUBHOCTH IS
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l-.
KOJINYECTBEHHOW OIEHKU KOHLIEHTpAIUi pHBapOKca6aH%_ﬁg%%oﬂ_yE@Ih'élren IIEO‘%X;)-I[.I/IMO

YVUUTHIBATh HIDKHHUN TpeNeN KOJMMYECTBEHHOW OIeHKH. [loporoBbie 3HaUeHUs ISl KPUTEPUEB
3¢ (HEeKTUBHOCTH WM OE€30MIACHOCTH HE YCTAHOBIICHBI.
Knunuueckas aghgpexmuenocme u 6e3onacnocmes

Jleuenue BTD u npodpunrakmuxa peyuousos BT y nauuenmos 0emcko20 803pacma

Bou10 npoBesieHo 6 OTKPBITBIX MHOTOLIEHTPOBBIX MUCCIIEAOBAHUN C Y4aCTUEM JETEH, B KOTOPHIE B
obmeM ObUTM BKIIFOYEHBI 727 neTeil ¢ MOATBEP)KICHHOH OCTpOWl BEHO3HOW TpomO03MOonmen
(BTD), u3 xotopsix 528 moaydanu puBapokcadaHn. Jlo3a puBapokcabana, KOTopas IpUMEHsIaCh
y Aerei oT poxzaeHus a0 <18 ner, OblIa CKOpPpEKTHpPOBaHA MO Macce Tejda M MPHUBOJIWIA K
JIeMCTBUIO puBapoKcabaHa, aHAJOTHYHOMY TIpU npreMe 10351 20 Mr puBapokcabaHa OJUH pa3 B
JIeHb y B3pociibIx nanueHToB ¢ TI'B, uro noarBepxnaeHo B uccnenoBanuu 111 ¢aser (cm. pazgen
5.2.).

EINSTEIN Junior — paHIOMH3UPOBAHHOE OTKPBITOE MHOTOIICHTPOBOE KIMHHYECKOE
uccienoanne III ¢as3pl ¢ akTUBHBIM KOHTposieM ¢ ydactuem 500 mamueHToB (B BO3pacTe OT
poxxaenus 1o < 18 ser) ¢ moarsep:xkaeHHOM ocTpoit BT, u3 kotopsix 276 aereii Obuin B BO3pacTe
ot 12 mo < 18 ner, 101 pedberok — ot 6 o < 12 net, 69 nereit — ot 2 10 < 6 jeT U 54 pedeHka B
BO3pacTe 10 2 JeT.

BTD xnaccudummpoBanack kak karerep-accornuupoBannas BTD (90/335 namuentoB B rpyrie
puBapokcabana, 37/165 maueHToB B TpyIIIe Mpernapata CpaBHEHHS), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra u cuHycoB (74/335 mauueHTOB B rpymne puBapokcabana, 43/165 manueHToOB B rpymmne
npenapata cpaBHeHuMs) uiau kak apyrue BTO, Bkmouas TI'B u TOJIA (He karetep-
accounupoBanHasg BTJ, 171/335 mauuenToB B rpymnmne puBapokcadana, 85/165 manueHToB B
rpynne npenapata cpaBHeHus). Haubonee pacnpoctpanennoit BTD y nereit ot 12 no < 18 ner
ObL1a He KarteTep-acconuupoBanHas BTO y 211 gereii (76,4 %); y nereit ot 6 1o < 12 net u ot 2
10 < 6 1eT — TpoM0O03 BEH I'0JOBHOIO MO3ra U cMHYcoB y 48 nereit (47,5 %) u 'y 35 nereit (50,7
%) COOTBETCTBEHHO; Yy JeTel Miaie 2 JeT — kaTeTep-accormupoBannas BTO y 37 nereii (68,5
%)). B rpynme puBapokcabana He ObLIO AeTel mitanaiie 6 MecsIeB ¢ TPoMOO30M BEH TOJIOBHOTO
MO3ra i CUHYCOB. Y 22 NallueHTOB ¢ TPOMOO30M BEH I'OJIOBHOT'O MO3Tra M BEHO3HBIX CHHYCOB ObliIa
unpexuus [{HC (13 mamueHToB B rpynmne puBapokcabana u 9 maiyieHToB B TPYIIE Mpernapara
CPaBHEHHUS).

BTD Obuta crnpoBOIMpOBaHAa TOCTOSHHBIMH WJIM BPEMEHHBIMH (AKTOpaMH pUCKA WIH WX
COBOKYITHOCTHIO Y 438 (87,6 %) nereii.

[TanMeHTH! MOTydanu HavyalbHOE JICYEHHE TePareBTUYECKUMHU J103aMHU He(ppaKIIMOHUPOBAHHOTO
renapvHa, HU3KOMOJIEKYJISIPHOTO reraprHa Wik poHJanapuHyKca B TEUEHHE M0 KpaiiHel Mepe 5

JTHEH, TToCIIe Yero ObUTH PaHIOMU3UPOBAHBI B COOTHOIICHHH 2:1 UK B TPpyIITy pUBapokcabaHa B
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1y OTUETY

B TE€UEHUE OCHOBHOTO MEPUO/JIa JICUEHHUs, cocTaBuBIlero 3 Mecana (1 mecsu 11 aereit miasmie 2
JeT C Karerep-acconuupoBaHHoil BTD). B ciydae KIMHMYECKOW OCYIIECTBUMOCTH B KOHIIE
OCHOBHOTO IepHoJa JICYCHHs NPOBOAUIACH IMOBTOpPHAS BH3yalU3allds COCYIOB; MEpBUYHAS
NPOBOAMIIACH HA JTale BKIIOYEHUS B HccienoBaHue. llocime 3Toro mpuem wuccieayemMoro
Ipernapara Mor ObITh IPEKPALIEH UK, [10 PELICHUIO UCCIIEI0BATENs, IPOAODKAIICS CYMMAapHO /10
12 mecsaueB (mns gered miaiamie 2 JeT ¢ Karerep-accouuupoBaHHod BTD no 3 mecsues).
[TepBruuHO# KOHEYHOUW TOYKOH 3(h(HEKTUBHOCTH ObLIa YacTOTa CUMITOMHOTO penuaua BTD.
[lepBuuHO#l KOHEUHOUM TOUKOW Oe30macHOCTH OblLla KOMOMHHpPOBaHHas 4acToTa OOJIBLIMX U
KIIMHUYECKH 3HAYMMBIX HEOOJBIINX KpOBOTeUeHWH. Bce koHeuHble TOYKH 3((HEKTHUBHOCTH U
0€30MaCHOCTH LIEHTPAIN30BAaHHO OLIEHUBAIUCH HE3aBUCUMBIM KOMHUTETOM, JIJIsl KOTOPOTO OBLIO
3acJemieHO pachpefielieHne MalUeHTOB Mo TpymnaM JedeHus. Pe3ynbpTatel 3QpexkTuBHOCTH U
0e30macHOCTH IpHUBeACHBI B Tabmumax 11 u 12 Hike.

Petmmue BTD npowusomen y 4 u3 335 manueHTOB B rpymie puBapokcabaHa u y 5 u3z 165
NAIMEeHTOB B Trpymme cpaBHeHus. KomMOuWHUpoBaHHas dYacTora OOJBIIOrO KPOBOTCYCHHS U
KIIMHUYECKH 3HAYMMOT0 HeOONbIIOro KpoBoTeueHus: otmeuanach y 10 u3 329 namuentos (3 %),
MOJTy4aBIINX puBapokcadan, u'y 3 u3 162 nanuentos (1,9 %), nonyyaBunx npenapar cCpaBHEHUSI.
Uucras kIMHMYECKas BbIrofa (KOMOMHMpPOBaHHAs 4acToTa CUMNTOMHOro peuuausa BTD u
00JIBIIOr0 KPOBOTEUEHUS) OTMEUeHa Yy 4 n3 335 nmanueHToB B rpynmne puapokcabanau'y 7 usz 165
NAlMEHTOB B TpYIEe CpaBHEHWsA. PexaHanmuzaius BEHbI MPU TOBTOPHOM BHU3yalH3alluu
HaOmronanack y 128 u3 335 nanueHToB MpH JIeYeHUH puBapokcabaHoM u 'y 43 u3 165 nmauueHToB
B IpyIIIE IpernapaTa CpaBHEHUS. DTU pe3yJIbTaThl ObLIN B IIEIOM COITOCTABUMBIMU Yy IETEN pa3HbIX
BO3pacTHhIX rpymn. B rpynme puBapokcabana Obuio 119 gereét (36,2 %) ¢ mo0bIM
KPOBOTEYEHHEM, BO3HUKIIUM Ha (hOHE Tepamnuu, a B TpyMIe mpenapara cpaBHeHUs — 45 nereit
(27,8 %).

Tabmuna 11. lannasie no npoduiato 3pPeKTUBHOCTH pUBapoKcabaHa U IpernapaTa CpaBHEHUS B

KOHIIC OCHOBHOTI'O I€PUOJa JICHCHUA

CoObITHE PuBapoxcadan IIpenapar cpaBHeHuUs
N = 335* N = 165*
Peunus BTD (nmepBuyHas KOHEUHast 4 5
To4Ka 3 (PEKTUBHOCTH) (1,2%, 95% AU (3,0%, 95% AU
0,4% - 3,0%) 1,2% - 6,6%)
KoMOuHMpOBaHHAS KOHEYHAS TOYKA!
CUMIITOMHBIN  peuuaus BTD + o 6
0ECCHUMIITOMHOE  yXyILIEHHE MpHU (1,5 %, 95 % JI (3,6 %, 95 % JI
o 0,6 %-3,4 %) 1,6 %-7,6 %)
MTOBTOPHOM BHU3YyaIH3aIlul
KoMOuHMpoBaHHas KOHEUHas! TOUKa: 21 19
CUMIOTOMHBIN  peumaus BTD  + (6,3 %, 95 % AU (11,5 %, 95 % 11
0ECCUMNITOMHOE  yXY/IIEHHE  + 4,0 %-9,2 %) 7,3 %-17,4 %)
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HOBTOpHOﬁ BU3YyaJIU3allun

(38,2 %, 95 % JI
33,0 %-43,5 %)

ot 25.12.2025 N= 3.
v O CAEQOEAETERERCOCTE 0003
OTCYTCTBHE WU3MEHEHUN pu A P AL T E T Th WS
MOBTOPHOW BU3YyaIn3alluu
Pexananuzanus BEHBI npu 128 43

(26,1 %, 95 % T
19,8 %-33,0 %)

KoMOuHnpoBanHas KOHeYHasi TOYKa:
CUMIOTOMHBIM  peumaus BTO  +
0oJpIIIOe  KpOBOTEYCHHE  (UUCTast
KJIMHUYECKasi BhIr0J1a)

4
(1,2 %, 95 % TN
0,4 %-3,0 %)

:
(4,2 %, 95 % JI1
2,0 %-8,4 %)

TpoMO03MOOIUST JIETOYHOW apTepuun
co CMEpPTETbHBIM WA
HECMEPTEIbHBIM HCXO0JIOM

1
(0,3 %, 95 % JI1
0,0 %-1,6 %)

1
(0,6 %, 95 % JI1
0,0 %-3,1 %)

* 1osiHas BBIOOPKA JJIs aHAJIM3a, T. €. BCE A€TU, KOTOPbIE ObUIM PaH10MU3UPOBAHbI

JAW = noBepuTebHbIA HHTEPBAI

Tabmuma 12. JlanHeni mo npoduiato 0e30MacHOCTH puBapokcabaHa W Mperapara CpaBHEHUS B

KOHIIC OCHOBHOT'O II€PHOJa JICUCHUA

KJIAHWYECK 3HAYMMOE HeOOJIBIIOE
KpOBOTeUcHHE (IIEpPBUYHAS KOHCUHAS
TOYKa 0€30IaCHOCTH)

(3,0 %, 95 % JI1
1,6 %-5,5 %)

CobbiTHE PuBapokcadan IIpenapar cpaBHeHuUs
N = 329* N = 162*
KoMOuHMpOBaHHAS KOHEUHAs TOYKA!
Bonwmioe KPOBOTEUYCHHUE + 10 3

(1,9 %, 95 % J1
0,5 %-5,3 %)

bonpmioe kpoBoTeueHue

0
(0,0 %, 95 % [N
0,0 %-1,1 %)

2
(1,2 %, 95 % TN
0,2 %-4,3 %)

JIroboe KpoBOTEYEHHE, BO3HHKIIEE
Ha (oHE Tepanuu

119
(36,2 %)

45
(27,8 %)

* BpIOOpKaA i aHayimM3a OE30TMaCHOCTH, T.€. BCE JETH, KOTOpbIe OBUIM PaHJIOMU3UPOBAHBI U
MOJIYYMIIH 110 KpaifHel Mepe OJIHY /103y UCCIIEyeMOro JIEKapCTBEHHOTO Mpernapara.

[Tpoduns >dpdexTuBHOCTH U OE30MaCHOCTH pUBapokcabaHa ObUT B IIEIOM COMOCTAaBUMBIM Y
neauarpudeckoit nonyssuu ¢ BT u B3pocnoit nonynsauuu ¢ TT'B/TOJIA, onHako cooTHOIIEHHE
MAIMEHTOB C JIIOOBIM KPOBOTEUYEHHEM OBLIO BBINIE B NeauaTpudeckoil momymsiauu ¢ BTO mo
cpaBHEeHHIO co B3pocioi nonynsueit ¢ TTB/TOJIA.

[TanMeHTHI ¢ TPOMHBIM IMO3UTHUBHBIM aHTI/Id)OC(bOJ'II/IHI/IHHBIM CUHAPOMOM BBICOKOT'O PUCKa

B cmoHcumpyemMoMm wucciemoBaTeNieM — PaHIOMH3HPOBAHHOM OTKPBITOM MHOTOIEHTPOBOM
WCCJIEIOBAHHUH C 3aCJIETNIEHHOM OI[EHKOM KOHEUHBIX TOUYEK puBapokcabaH U3ydascs B CpaBHEHUU
¢ BappapuHOM Yy TMAalMEHTOB C TpoMOO30M B aHaMHe3e, y KOTOPbIX JHAarHOCTHPOBAH
aHTU(GOCPOTUMHUIHBIA  CHHAPOM C BBICOKUM PHCKOM TPOMOOAIMOOTHYECKHX COOBITHI
(TTOJTOKUTENBHBIN PE3YNIbTAT IS BCEX TPEX TECTOB Ha aHTU(HOCHOIUTTUIHBIA CHHIPOM: HATTMINE

BOJIYaHOYHOT'O AaHTHUKOAryJIsiHTa, aHTUTECI K KapJAUOJIUIIMHY U aHTUTEI K 6eTa-2-FJ'II/IKOHpOTeI/IHy
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I). ITocne Brimrouenus 120 marueHTOB MCCIICTOBAHUE 61;'15%%13@%9&&1‘3&_ Eg@d{;ﬁoﬁfb%&%m

MOBBIIICHHOW YacTOThI COOBITUH y TMAlMEHTOB B Trpymnmne puBapokcabana. CpemHsis
MPOJODKUTEILHOCTh TIepuoaa HaOmIoAeHus coctaBmwia 569 mHel. 59 manueHToB ObLTH
pPaHIOMU3HUPOBAHbI B TPYIIy puBapokcadana B o3¢ 20 mr (15 Mr ais nmauueHToB ¢ KIUPEHCOM
kpeatnauHa < 50 mur/muH) 1 61 — B rpynny Bapdapuna (MHO 2,0-3,0). TpomOGoamboandeckue
coObITus mpou3onud y 12% mNanueHToB, paHAOMH3UPOBAaHHBIX B TpYNIy puBapokcabaHa (4
UIIEMUYECKUX MHCYIbTa U 3 nH(papKTa MHOKapaa). Y MarueHToB, paHA0MU3UPOBAHHBIX B TPYIIITY
BapdapuHa, coObITHsI He ObUIM 3aperUCTPUPOBAHBI. boiblioe KpoBOoTeueHue mpowusouuio y 4

naiueHToB (7%) u3 rpynnsl puBapokcadana u 2 nanueHToB (3%) u3 rpynmsl BapdapuHa.

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

AGcopbuus

[IpencraBnennas Huxe WH(pOpMalnMs OCHOBaHA Ha JaHHBIX, IMOJIYYEHHBIX BO B3pPOCIOHN
HOMYJISILIUH.

PuBapoxcaban ObicTpo BcachiBaeTcst; Cmax JOCTHraeTcs dyepes 2-4 yaca mocie npruema TaOleTKy.
[Tpu mpueme BHYTph B BUjE TabIeTok B A03upoBKe 2,5 mr u 10 Mr puBapokcabaH BcachlBaeTCs
MPAKTUYECKH MOJIHOCTHIO, IIPH 3TOM €ro 0moaocTynHocTh Beicokas (80-100 %) nezaBucumo ot
npuema num. COBMECTHBIH ¢ MUIIEH mpueM puBapokcabana B go3e 2,5 mr u 10 Mr He BiIHsIeT HA
AUC u Cmax puBapokcadaHa.

B cBsI3u CO CHIKEHHOW CTENEHBIO BCACHIBAHUS, NpHU IMpueMe TalbJIeTOK J03upoBKoi 20 mr
HaToIlak HaOmojanack OuomoctynmHocts 66 %. Ilpu mnpueme TabneTok puBapokcabaHa
n03upoBKOM 20 MTr BO BpeMst €16l oTMedasiochk yBenuuenue cpeaneid AUC Ha 39 % mno cpaBHEHUIO
C IpUEMOM TalJIETKM HATOIIAK, MOKa3bIBas MPAKTHYECKH IOJHOE BCACHIBAHUE U BBICOKYIO
6uonocTynHocTh. PuBapokcaban B 1o3upoBkax 15 Mr u 20 Mr cieayeT IpuHUMaTh BO BpeMs €/1bl
(cM. pazzen 4.2).

dapmMaKkOKMHETHKA pUBapoKcabaHa MPaKTUYECKU JIMHENHA B 103aX /10 15 Mr oAuH pa3 B ICHb NPU
npueMe HaTomak. B ycioBusix mpuema puBapokcabaHa B Buje TabieTOK 1o3upoBkor 10 wmr,
15mr u 20 Mr Bo Bpems enpl HaOdromaeTcst 10303aBUCUMOCTb. [Ipu Gojee BBICOKHX 033X
pHuBapokcabaH JEeMOHCTPUpPYET aOCcopOLHI0, OrpaHUYEHHYIO PAaCTBOPEHHMEM, C YMEHBIIEHHOU
OMOJOCTYMHOCTBIO U CHUKEHHOM CKOPOCThIO abcopOuMM TpH  TMOBBIIIEHUH O3B
dapMaKOKMHETHKA pHBapokcadaHa XapaKTepU3YeTCsl YMEPEHHOH  MEeXUHAMBHUAYaJIbHOMN
BapHabeIbHOCTHIO (BapHaLlMOHHBIN KodpduuneHT) B auanazone ot 30 10 40 %.

BcaceiBanue puBapokcabana 3aBucut ot Mecta BeicBoOOKAeHUS B KK T. CHikenrie AUC 1 Crmax
Ha 29 % u 56 % COOTBETCTBEHHO HAOIIOAIOCH MTPU BHICBOOOKICHUY TPaHyJIATa puBapokcadaHa

B MIPOKCUMAJIbHOM OT/ieJIe TOHKOM KHUILKY B CPaBHEHUH C IPUEMOM I1€JI0H TaOJIeTKH. DKCIO3UIUs
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npernapara emie 00Jiee CHUKACTCS MPU BBEICHHH pHBad&égaﬁgﬁa];Eﬁc%ﬂ

KHUIIKA WU BOCXOMSIIYI0 000M0YHYIO KHINKY. TakuM oOpaszom, cienyer u3beraTh BBEICHUS
puBapokcabaHa JUCTaNIbHEE KENyAKa, TOCKOJIbKY 3TO MOXET MOBJIEYb CHI)KCHHE BCACBIBAHUS U,
COOTBETCTBEHHO, IKCIO3UIMHN puBapoKcadaHa.

buonoctymuocts (AUC u Cmax) puBapokcabana 20 Mr npu mprieMe BHYTPb B BUJI€ U3MEJIbUCHHON
TaOJICTKH B CMECH C SIOJIOYHBIM TIOPE WU CYCIEHIMPOBAHHOW B BOJIE, a TAaK)Ke NIPHU BBEICHUU
yepe3 KENYAOUYHBIH 30HJ C MOCIEAYIOUUM IMPUEMOM MKHUIKOrO MHUTaHUS Oblla CpaBHHUMA C
OMOJOCTYMHOCTBIO  IEJNOM  TaOJeTKu.  YUHWThbIBas  NPEICKa3yeMbli  J10303aBUCHUMBIN
dbapmMakoKMHeTHUECKUNH TNpoduiIb puBapokcabaHa, pe3ynbTaTbhl JaHHOTO HCCIIEAOBAHUS

OMOOCTYITHOCTH MTPUMEHUMBI TAK)Ke M K 00Jiee HU3KUM J103aM puBapokcadaHa.

Pacupenenenue

Cas3biBaHUE C O€IKaMH IUIa3Mbl Y B3POCIBIX BBICOKOE M COCTaBIIseT NpuOau3uTensHo 92-95 %,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMITOHEHTOM SIBJISIETCSI CBIBOPOTOYHBIM anbOymuH. OO0bem

pacnpenelieHus — YMEPEeHHBIH, Vss cocTaBiseT npuoau3uTeapbHo S0 1.

BI/IOTDaHCd)ODMaHI/IH W 3JIMMHHAaIAg

Y B3pOCIBIX MAIMEHTOB MPH MIPHEMe pUBapoKcadaHa MpUOIU3UTENHHO 2/3 1036l TOABEPratoTCs
METa0oIM3My U B JaJbHEWUIIEM BBIBOJATCS PaBHBIMU YaCTSIMH MOYKAMHU M UY€pe3 KHIICYHUK.
OcraBmascs 1/3 mpuHATOM 10361 BEIBOJAUTCS TOCPEACTBOM IPSIMOM MMOYSYHOM SKCKPEIUU B BHJIC
HEM3MEHEHHOr0 JIeHCTBYIOIIETO BELIeCTBAa IJIaBHBIM 00pa3oM 3a CYET aKTUBHOM MOYeyHOMH
CEKpEeLHH.

PuBapokcaban merabonusupyercs nocpeactsom uzopepmentoB CYP3A4, CYP2J2, a Takxe npu
IIOMOIIM MEXAaHU3MOB, HE3aBHCHUMBIX OT CHUCTEMBI LHUTOXPOMOB. OCHOBHBIMHM Y4acTKaMH
O6uoTpaHCHOPMALINY ABISIFOTCS OKUCIEHUE MOP(QOIMHOBOM IPYIIIBI M THPOJIN3 AMUIHBIX CBA3EH.
CoryiacHO JaHHBIM, TIOJIy4CHHBIM IN  VItro, puBapokcabaH sBIsSETCS CyOCTpaToM JUIs
6enkoB-nepeHocunkoB P-gp (P-riukomnporenna) u Berp (6enka ycTOMYMBOCTH paka MOJOYHOMN
xene3pl). HeusMeHeHHBIH pHUBapokcabaH SABISETCS CaMbIM BaXXHBIM COEAMHEHUEM B
YeJI0BEYECKOM IJIa3Me, OCHOBHbBIE WM aKTHBHBIE LUPKYIHUPYIOIIME METa0OJUTHI B IUIa3ME HE
oOHapyxeHbl. PuBapokca®aH, CHUCTEMHBIH KIHPEHC KOTOPOTO COCTaBISET MPHUOIU3UTEIBHO
10 n/a, MoxeT OBITh OTHECEH K JIEKapCTBEHHBIM BEIIECTBAM C HH3KUM KimpeHcoMm. [locme
BHYTPUBEHHOro BBeJeHHs 1 wmr puBapokcabana Tiz cocraBmser okono 4,5 yacoB. Ilocie
[EpOPANLHOTO TpHEeMa JIIMMHUHALIMS OTpaHWYeHa CKOpoCThio abcopbumu. IIpu BbIBeneHHM
puBapokcabaHa 13 TUIa3Mbl KOHEYHBINA T1/2 COCTaBIsAET OT 5 10 9 4acOB y MOJIOJIBIX MAIIMEHTOB U

oT 11 10 13 4yacoB y MOKUJIBIX MAIUEHTOB.
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DapMaKOKMHETUYECCKHE JJAHHBIC YV ITAIIUCHTOB

Y B3pOCIBIX MAIlMEHTOB, MOTYYarONuX puBapokcadan B qo3e 20 mr 1 pa3 B J€Hb Ui JeUCHUs
octporo TI'B, reomerpuueckoe cpeanee koHueHtpanuii (90 % npeauKTUBHBIN UHTEPBAI) Yepe3
2—4 yaca u mpuMmepHO yepe3 24 yaca mociie IpHeMa J03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOM M MHUHHUMAJbHON KOHIIGHTpAIlMsSIM B WHTEpBajC JO3UPOBAHMS) COCTaBWIO 215

(22—535) mxr/m 1 32 (6—239) MK/, COOTBETCTBEHHO.

(DaDMaKOKI/IHeTI/IquKaﬂ-(baDMaKOHI/IHaMI/ILIeCKaﬂ 3aBUCHUMOCTD

CootHomienrne (apMakKOKMHETHUYECKUX MapaMeTpoB U  ¢apMakoguHAMHYECKUX 3(PQPEKToB
(DOK/D]]) Mexmy KOHILIEHTpalKel puBapokcabaHa B MiIa3Me KPOBU U HECKOJIBKHUMH KOHEUHBIMH
(dapMakoIMHAMHYECKUMH TOYKaMH (MHrHOMpoBaHue (akropa Xa, mpoTpoMOMHOBOE BpeMs,
AUTB, HepTest) onierrBanock mocjie npueMa myapoKoro auamna3oHa 103 (ot 5 1o 30 mr 1Ba pasa
B CyTKH). B3aumocBs3p Mex1y KOHIIEHTpalueil puBapokcabaHa M aKTUBHOCTHIO ¢akTopa Xa
HaWJIy4dliuM  00pa3oM MpPOAEMOHCTPHPOBAHA C UCIOJNB30BAaHUEM MOJEHH Emax. s
IPOTPOMOMHOBOTO BPEMEHHU MOJIENb JIMHEHHOW PErpecCHU B IEJIOM JIYUIIIe ONMUCHIBAET JaHHBIC.
YrioBoit Ko3hGUIIUEHT 3HAYUTEILHO MEHSJICS B 3aBUCUMOCTH OT PEaKTHBOB, HCIIOIb3yEMbIX JJIs
ornpezeneHus nporpoMOnHoBOro Bpemenu. [Ipu ncnons3oBanuu Habopa Neoplastin PT ncxomgnoe
3Hau€HUe NMPOTPOMOMHOBOIO BPEMEHHM COCTABHJIO OKOJIO 13 cek ¢ HAaKJIOHOM JIMHUU OKojo 3—4
cek (100 mkr/m). Pesynbrarel ananmsa cootHomeHuss OK/DJ] B uccnenoBanusx 11 u III ¢azer

COOTBECTCTBOBAJIN aHAJIOTUYHBIM ITOKA3aTCJIsIM Y 3JOPOBLIX MTAITUCHTOB.

Llon

VY B3pocibIX HE ObLTO KIIMHUYECKH 3HAYMMBIX pa3inyuil papMakOKHHETUKU U (apMaKoIUHAMUKU
Cpeay MY>KYMH U JKEHILUH.

Tayuenmur nodxcunozo 6ozacma

VY MOXWIIBIX MAIMEHTOB KOHIIEHTPAIMK pUBapoKcabaHa B TUIa3Me KPOBH BBIIIE, YEM Y MOJIOJIBIX
nanueHToB; cpennee 3HaueHrne AUC npubnnsutensHo B 1,5 pa3a npeBbIIIaeT COOTBETCTBYIOIINE
3HaYeHUs y MOJIOJIBIX MAIMEHTOB, TJIaBHBIM 00pa3oM, BCJIEJICTBHE CHUXKEHHS (BEPOSTHOIO)
o0111ero 1 moyeyHoro KiaupeHca. [armenTaM moxxusaoro Bo3pacta KOppeKIus 1036l He TpeOyeTcs..
Pasznuunas macca mena

VY B3pocibix KpuTHueckast Mmacca Tena (menee 50 kr u 6onee 120 Kr) TUiIb HE3HAYUTENIBHO BIIUsIIA
Ha KOHIICHTPAIMIO pUBapokcabaHa B mia3Me KpoBu (MeHee 25 %). Koppekuus 10361 mpemnapara
He TpeOyercs.

Mesxcomnuueckue paznuuus

Knunuueckn 3HAaYMMBIX paznuuyuil (apMakOKMHETUKM M (QapMaKOJUHAMHMKU Yy B3POCIBIX
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MalMeHTOB  €BPONECOMIHOM, adpoaMepruKaHCKOM, HEQﬁm%h@dﬁzmlf

KATACKON 3THUYECKOH MPUHAIJICKHOCTH HE HAOII0Ia0Ch.

Hapywenue ¢pynkyuu nevenu

VY B3pOCIBIX MAUEHTOB C UPPO30M MEYEHHU U HapylleHHeM (QYHKIUHU MeYeHH JIETKON CTEleHU
(xmacc A no Yaitna-ITeto) papmakokrHeTnka puBapokcabaHa JIMIIb HE3HAYUTENIHO OTINYAJach
OT COOTBETCTBYIOLIUX IOKa3aTesiel B KOHTPOJIbHOM I'pyIIe 30POBbIX UCHBITYEMBIX (B CPEIHEM
otmeuanoch ysennuenne AUC puBapokcabana B 1,2 paza).

VY nmanuueHToB ¢ LUPPO30OM MEYEHH U HapylleHueM (PYHKIHUU MEeUeHU CPEHEH CTETEeHU TSHKECTU
(xmacc B mo Yaiina-IIsio) cpennsisi AUC puBapokcabana Obuta 3HAYUTENBHO MOBBIIIEHA (B 2,3
pa3a) 1o CpaBHEHHIO CO 30pOBBIMU JT0OpoBobiiaMu. Hecpsizannas AUC yBenmuuBanace B 2,6
pa3a. ¥ 3THX NAUEHTOB TaKXe ObLIIO CHUKEHO BBIBEIEHUE pUBapoKcabaHa IMOYKaMHU, CXOKEE C
TaKOBBIM y MAIMEHTOB C HapylIeHHeM (hYHKIUHU MTOYEK CpeiHel cTeneHu. JJaHHble Mo manueHTam
C TSOKENbIM HapylieHueM (YHKIUU OTCYTCTBYIOT. [lomaBieHue akTuBHOCTH (akTopa Xa y
NAIMEeHTOB C HapylIeHWeM (YHKIHMH MEYeHU CpeaHe cTeneHu ObUI0 BBIpaAXXKEHO B 2,6 pasa
CHIJIbHEE, YEM Y 3JIOPOBBIX JOOPOBOJIBLIEB; YBEINYCHHUE TPOTPOMOMHOBOTO BPEMEHH B CXOXKEH
cTerieHu Bo3pactaino B 2,1 pa3za. [lanuenTsl ¢ HapymeHueM (pYHKIIMM NIEYEHU CPEeTHEHN CTerneHu
ObuTM OoJiee YYBCTBUTENBHBI K pUBAapOKcabaHy, UTO SBISIETCA CJIEACTBHEM Ooliee TECHOMH
B3aUMOCBSI3M (papMaKoIuHAMUYECKHX dPPEKTOB U (PapMaKOKHHETUIECKUX MapaMETPOB MEXKIY
KOHLEHTpaluel 1 NpoTpoMOMHOBBIM BpeMeHeM. PuBapokcabaH MpOTHBONOKA3aH MAallMEHTaM C
3a00JIeBaHUSMU TEYCHH, MPOTEKAOIIMMH C KOAryJOoMaTueld U PUCKOM KIMHHYECKHU 3HAUMMOTO
KPOBOTEUECHHMsI, BKJIIOYasl MAlMEHTOB ¢ IUPpo3oM neuyeHu kiacca B u C mo kiaccuduxanun
Yaitnn-ITeto (cm. paznmen 4.3.).

Hapywenuem ¢pynkyuu novex

Y B3poCHBIX  MAIMEHTOB  HAOMIOAAJIOCh  yBEJIMYEHHE HKCIO3MLMHU  pHBapokcabaHa,
KOppENUpPOBaBIlIee CO CHUKEHHEM MOo4YeyHOHW (YHKIMM, KOTOpas OLEHMBAJach H3MEpPEHHEM
KIupeHca kpeatnuHuHa. Y nanueHTos c jerkoil (KK 50—80 mu/mun), cpenneit (KK 30—49 mun/mun)
u 1sokenod (KK 15-29 mi/mMuH) creneHbpro HapylmieHUS (QYHKIMM IOYEK KOHLEHTpaluu
puBapokcabana B miasme kpoBu (AUC) 6butn noBsimieHs! B 1,4, 1,5 u 1,6 pa3a cOOTBETCTBEHHO.
CooTBeTcTBYIOIIEE YBENUYEHUE (hapMaKoAUHAMUUECKuX 3(pPeKToB ObL10 Oosiee BhIpaKEHHBIM. Y
MAalMeHTOB C JIETKOH, CpeaHEed M TSHKEJIOW CTeNeHbI0 HapymieHWs (PYHKIUU TMoYek ooliiee
MO/IaBJICHUE aKTUBHOCTHU (akTopa Xa yBenuduBaioch B 1,5, 1,9 u 2,0 pa3a cOOTBETCTBEHHO IO
CPaBHEHHIO CO 370POBBIMHU JJOOPOBOJIBIIAMU; IPOTPOMONHOBOE TaKXke yBeIMUUBaioch B 1,3, 2,2
u 2,4 pa3a cootBeTcTBeHHO. J[anHbIle 0 nmaruenTax ¢ KK <15 Ma/MuH OTCyTCTBYIOT.
[Ipenmnonaraercs, 4To puBapokcadaH He MOABEPraeTCs JUAIN3Y B CBSI3U C BBICOKUM CBSI3bIBAHUEM

¢ Oenkamu mia3mbl. He pekomenayetcs npuMeHsaTh npemnapar y nauuenton ¢ KK < 15 mu/musn.
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Mi1/MuH (cM. pasznen 4.4.).

eTH
bezonacHocTh U 3¢h(hekTHBHOCTL puBapokcabaHa y 1eTei u MoAPOCTKOB B Bo3pacTe /10 18 jer no
[OKAa3aHUI0 TMPO(UIAKTUKA HHCYIbTa M CHCTEMHOH TpOoMOOSMOOIMM Yy TALUEHTOB C
¢ubprIsiIKeit mpencepauil HeKJIanaHHOTro IPOUCXOXKACHUS HE YCTaHOBJICHBI.
Abcopbyus
Jletn nonydanu puBapokcabaH B Bue TaOJETOK MM CYCIIEH3UU JUIsl IpUeMa BHYTPb BO BpeMs
WIN cpa3y Mocjae KOPMIJIEHUS WM IpUeMa IUILM, BMecTe ¢ OOBIYHON MOpLUEH >KUAKOCTH IS
oOecrnieueHns HalJIeKaIEero Jo3upoBanus y aeteil. Kak y B3pocibix, Tak M y ieTell puBapokcadaH
OBICTPO BCACKIBAETCS MTOCIIE EPOPATBHOTO IIpHEMa IpenapaTa B JIeKapCTBEHHOH (popme TadieTku
WIY TPaHyJIbl AJIs IPUTOTOBJIEHUS CYCIIEH3UU JUIsl IpreMa BHYTpb. He oTMeuanock pa3HuUIbl HU B
CKOpPOCTH, HU B CTEIICHH BCACBIBAaHUS MEX]Y JICKapCTBEHHBIMH (popMaMH TaOJIETKU U I'PaHYJIbI
JUTSL TIPUTOTOBJICHUS CYCIICH3UU JUTS IpueMa BHYTpPb. JlaHHbBIE 0 (hapMaKOKWHETHKE Yy JIeTeH TocIie
BHYTPUBEHHOT'O BBEJICHUSI OTCYTCTBYIOT, [I03TOMY a0COJIIOTHAsi OMOAOCTYITHOCTh pUBapoKcabaHa
y JAeTed HeusBecTHa. BbIIO OOHApYXKEHO CHUKEHHE OTHOCHTENbHOM OMOAOCTYHMHOCTH HpHU
YBEJIMYEHUH 103 (B MI/KI' Macchl Tejla), HA OCHOBAaHUH Y€ro MOXHO CAEIaTh MPEAINOoIoKeHHE 00
orpaHuyeHusIx abcopOumu 115t 60s1ee BHICOKHUX 103, TaXe MpU Ipueme ¢ nuieid. PuBapokcadan B
BUJIE TA0JIETOK JO3UPOBKOM 15 mr uim 20 Mr cieayeT NpUHUMAaTh BO BpEMsI KOPMJICHUS! U BO
BpeMs efbl (cM. paszaen 4.2.).
Pacnpeoenenue
CrneunduyHble B OTHOILIEHUU JIeTel JTaHHBIE O CBA3BIBAHUU pUBapoKcabaHa ¢ OelKaMU IJ1a3Mbl
OTCYTCTBYIOT. JlaHHBIE O (apMaKOKMHETUKE Y JeTeld Ioclie BHYTPUBEHHOI'O BBEJEHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y JeTel (Bo3pacTHO# nuamnason ot 0 no < 18 jer) mocie
NEepOpPAILHOTO MpHeMa pHBapokcabaHa, CIPOTHO3UPOBAHHBIM C MOMOUIbIO MOMYJISIIIMOHHOTO
(bapMaKOKMHETHYECKOTO MOJEIUPOBAHUs, 3aBUCUT OT MacChl Tela U MOXKET ObITh OMMCAH C
MOMOIUIbIO AJNIOMETPUYECKON (PyHKIMU cO cpeAHMM 3HaueHueM 113 i1 st cyObekTa ¢ Maccoit
Tena 82,8 Kr.
buompancgopmayus u snumunayus
Cnemuduynbie B OTHOIIEHWW JETeH JaHHBIE O METab0oJM3Me OTCYTCTBYIOT. [laHHBIE O
(bapMakOKMHETHKE y JAETed Mocjie BHYTPUBEHHOTO BBEJIEHUS pUBapOKcabaHa OTCYTCTBYIOT.
Knupenc y nmereit (BospacTHoi amamnazoH oT 0 mo < 18 meT) mocie mepopalibHOTO TpueMa
pHuBapokcabaHa, CIPOTHO3UPOBAHHBIM C MOMOIIBIO MONYJISIIIMOHHOTO (hapMaKOKMHETUYECKOTO
MOJIEJTMPOBAHUS, 3aBUCUT OT MacChl Te€ja U MOKET ObITh ONMKCAH C MOMOIIBIO AJTIOMETPUUYECKOM

GYHKIIMM CO CpeJHUM 3HayeHueM 8 /4 sl cyObekTa ¢ Maccoil Tena 82,8 kr. CpenHue
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MOMYJISIIIHOHHOTO  (DAPMAKOKMHETUYECKOTO MOJISIUPOBAHMSI, YMEHBIIAIOTCS C YMEHBIICHUEM
BO3pacTa U BapbUpYIOTCs OT 4,2 yaca y HOJPOCTKOB /10 IPUMEPHO 3 4acoB Y JIeTEH B BO3pacTe
2—12 ner, no 1,9 u 1,6 yaca y nereit B Bo3pacre 0,5—< 2 jet u menee 0,5 roa, COOTBETCTBEHHO.
DapmaxokuHemuyeckue OaHuvle y NayueHmos

['eomeTpuyeckoe cpennee kormenTpanuii (90 % uHTEepBaI) B HHTEPBAIAX BPEeMEHU 0TOOpa mpoo,
MPUMEPHO COOTBETCTBYIOIIMX MAKCUMAJIbHON M MHUHMMAJIbHOW KOHIIEHTPALIMM B HMHTEpBAJIC
JIO3UPOBaHUs, y AeTelt ¢ octpoit BTD, momydaroniux puBapokcadaH B 103€, 3aBUCAIICH OT MacChl
TeJa, JUIs TOJYYEHHUs DKCIIO3UIMU, COOTBETCTBYIOIIECH TAKOBOM y B3pOCIbIX manueHToB ¢ TI'B,
nosrydaronux 103y 20 mr 1 pa3 B ieHs, npeactasiensl B Tadmuie 13.

Tabmuna 13. CBoxHas cratuctuka (reomerpuueckoe cpennee (90 % uHTEpBait)) paBHOBECHBIX

KOHIIEHTpalluii puBapokcabaHa B 1jia3Me KpOBHU (MKI/J) B 3aBUCHMOCTH OT peXHMa JO3UPOBaAHUS

U BO3pacTa
BpeMennsie
HHTEPBAJIbI
Onuu pa3 B N ot 12 N oT 6 1o
eHb hi (1) <12 ger
<18
JieT
2,5-4 yaca 171 2415 24 229,7
CITyCTS (105- (91,5-777)
484)
20-24 gaca 151 20,6 24 15,9
CITYCTSI (5,69- (3,42-
66,5) 45,5)
/lBa pa3a B N ot 6 10 N oT 2 110 N ot 0,5
JIeHb <12 < 6 ger a0 <2
JieT Jer
2,5-4 yaca 36 145,4 38 171,8 2 H.p.
CITYCTSI (46,0- (70,7-438)
343)
10-16 vacos 33 26,0 37 22,2 3 10,7
CIyCTsI (7,99- (0,25-127) (a.p.-
94,9) H.p.)
Tpu paza s N ot 2 10 N oT N ot 0,5 N oT
JAeHb <6 POXKICHUS no <2 POXKICHUS
Jer oo < 2 Jjer Jer n0<0,5
J1eT
0,5-3 yaca 5 164,7 25 111,2 13 114,3 12 108,0
CITYCTS (108- (22,9-320) (22,9- (19,2-320)
283) 346)
7-8 yacoB 5 33,2 23 18,7 12 21,4 11 16,1
CITyCTS (18,7- (10,1- (10,5- (1,03-
99,7) 36,5) 65,6) 33,6)

H.p. — HE PaCCYUTHIBAIOCH
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

1/2 HITKO nis pacuera craructuku (HITKO = 0,5 mkr/m).
DapmaxokuHemuueckas-papmakoOUHAMU4ecKas 3a8UCUMOCTb

Lon

AHaJIM3 TOJYYEHHBIX JIAaHHBIX HE BBISBHJI CYIIECTBEHHBIX PpAa3JIMYMH B OKCIIO3HUIUU
puBapokcabaHa y JeTeil pa3Horo Imouia.

Paznuunas macca mena

V nereit 1o3a puBapokcabaHa 3aBUCUT OT MAcChl Tela. AHAIN3 JIaHHBIX, TOJYYEHHBIX IS ICTEH,
HE BBISBIJI 3HAYUMOTO BJIMSHUS HEIOCTATOYHOW MAacChl Tella WIM OXHMPEHUS Ha SKCHO3UIHIO
puBapokcabaHa.

Meosicomuuueckue paziuyus

AHanu3 NOJyYEHHBIX JAHHBIX HE BBIIBUJI 3HAYUMBIX MEXKITHUUYECKUX PA3IUUYHMMA B IKCIIO3ULIMU
puBapokcabaHa y JeTel AMOHCKOM, KHTaCKOM WM a3MaTCKON STHUYECKON MPHHAJJICKHOCTH 32
npenenamu SAnonnn u Kutas o cpaBHEHUIO ¢ 0011l IeIMaTpUIeCKOM MOMyIIsuei.

Hapywenue d)VHKZ/{Z/lu nevyeHu

Knnnnueckue JaHHBIC 141 ,I[CT€I71 C HApYUHICHUEM q)YHKHI/II/I INNEYCHU OTCYTCTBYIOT.

HapymeHue d)VHKl/ﬂ/ll/l no4ex

JlanHbIe KIMHUYECKUX HMCCIEIOBAaHUN y JeTel B Bo3pacTe | roja u crapiue co CpeaHe Wiu
TSDKEJIOW CTETEHBI0 HapymeHHs] (PYHKIUU TOYeK (CKOpOCTh KiryOoukoBoi (umbrpammu < 50

Mi/mus/ 1,73 M%) OTCYTCTBYIOT.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. Ilepeuenb BcoMoOraTe/ibHbIX BelIECTB

PuBapokcadan, 15 Mr, TabJIETKH, ITOKPHITHIE INIEHOYHON 000JI0OYKON

[emron03a MUKpPOKPUCTAIIIMYECKAs
JlakTO3B1 MOHOTH AT
Kpockapmennosza HaTpust
['unipomernosza 3cll3

Maruus creapar

Harpus naypuncynsdat

CocraB 00010YKH

I'mmpomernosa 6¢l13
Maxkporo-4000
Turtana quokcun (E171)

Kpacurens xene3a okcup xentsiit (E172)
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PuBapoxkcaban, 20 mMr, TaOJETKH, TOKPLITHIE IIGHOYHON 'gggm-'olll:t%' BATEIb H': CTb "l w3

[em05103a MUKPOKPHCTAITHYCCKAS )
JlakT0361 MOHOTHAPAT
Kpockapmemnnosa Hatpust
I'unpomennosa 3cll3

Maruus creapat

Hatpus naypuicynsgar

CocraB 00010YKH

I'unpomenosa 6¢113

Maxkporon-4000

Turana quokcun (E171)

Kpacutens xenesza okeu sxentbiii (E172)

Kpacutens xenesza okcup kpacHsiid (E172)

6.2. HecoBmecTUMOCTD

He npumennmo.

6.3. Cpok rogHocTu (CpOK XpaHeHUs1)

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHEHUHU

XpaHutb 1pu Temmneparype He Boiie 25 °C.

6.5. Xapakrep u coepkaHue NEPBUYHON YIIAKOBKHU

ITo 10, 14, 15, 20, 25, 30 TabneTok B KOHTYPHYIO SYEHKOBYIO YIAKOBKY H3 IUICHKU
MOJIMBUHWIXJIOPUAHON, JHOO TMJICHKU IOJMBUHUIXJIOPUIHON/TIOJIMBUHUINICHXIOPUIHON U
(boJIbru aMIOMHUHNEBOM NMEYaTHON JTAKUPOBAHHOM.

1, 2, 3,4, 5 6, 7 uiu 10 KOHTYpPHBIX SYEHKOBBIX YIMAaKOBOK BMECTE€ C HMHCTPYKIUEH IO
MEIUIUHCKOMY MTPUMEHEHHIO (JIMCTOK-BKIJIAJIBIII) TOMEIIAIOT B KAPTOHHYIO YIAKOBKY (TaYKy).
[To 50 TabneToK B KOHTYPHYIO STYEMKOBYIO YHNAKOBKY M3 IUJIEHKU MOJIMBUHWIXJIOPUIHON, THOO0
IUIEHKH TOJIUBUHWIXJIOPUIHOW/ TIOTUBUHWINACHXIOPUAHON U (POJIBIY aTIOMUHUEBOM MEeYaTHON
JIAKUPOBAHHOM.

1, 2, 3, 4 KOHTYpHBIX SYEHKOBBIX YHNAKOBOK BMECT€ C HHCTPYKIMEH IO MEAULUHCKOMY

MPUMEHEHHUIO (JTUCTOK-BKJIAJIBINT) TTOMEIIAIOT B KAPTOHHYIO YITAKOBKY (TIAUKY).

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MNPH  YHMYTOXKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOr0 mpenapara WJH OTXO0JA0B, TMOJYYeHHBIX TMOcCJde NPUMEHEHUs!
JIEKAPCTBEHHOT0 MpenapaTa u JIpyrue MaAaHUMYJISIIIAN C PenapaToM

Becw ocraBmmiics HeKapCTBeHHBIﬁ npemnapar 1 OTXO0AbI CJICAYET YHUUYTOXKUTE B YCTAHOBJICHHOM
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MOPSIZIKE.

H3menpuyeHue TabneTok

TabneTkn puBapokcabaHa MOKHO U3MEIbYUTh, CyCIIEHIUPOBaTh B 50 MII BOJBI U BBECTH Yepe3
HAa30TacTPaJIbHBIN WJTU KETYJOUYHBIN 30H/1 MTOCJIE TIOITBEPKIACHUS MOJOKEHHUS 30H1a B )KEIYIKE.
[Tocie 3TOoro HeOOXOMMO MIPOMBIThH 30H]] BOAOW. B CBs3M ¢ TeM, uTo abcopOIus puBapokcabaHa
3aBUCUT OT MECTa BBICBOOOKEHUS ACHCTBYIOIIETO BEUIECTBA, HEOOXOAUMO M30eraTh BBEICHUS
puBapokcabaHa JUCTAIbHEE KETYJIKa, B IPOTUBHOM CIIy4ae 3TO MOXET MPUBECTH K CHUKCHUIO
abcopOIMu M, CIeJOBaTEeIbHO, K CHIDKEHHIO JKCIIO3MIIMM JICHCTBYOIIEro BemecTBa. [locie
BBEJICHHUS HW3MEIBbUYCHHONW TabjeTku puBapokcabana 15 mr wmwmm 20 Mr HeEoO0XOIuMO

HE3aMCAJIUTCIIbHO OCYIICCTBUTL MTPUCM SHTCPAJIbHOI'O ITUTAHUA.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

Poccus

000 «PUD»

445351, Camapckas oOnactb, r.o. JKurynesck, r.Xwurynesck, yn. 'mapocrpouteneit, 1. 6,

nomelt. 272.

7.1. IlpeacTaBUTeJIb J€PAKATEJIsI PErHCTPALMOHHOIO YI0CTOBEPeHUs

[IpeTen3uun noTpeduTENeH HAPABIATH 110 AAPECY:

Poccns

000 «O308»

445351, Camapckas 0011., T.0. Kurynesck, r. XKurynesck, yi. ['uapocrpourenei, 1. 6.
Ten.: +79874599991, +79874599992

E-mail: ozon@ozon-pharm.ru

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JATA TMNEPBUYHOM PEIUCTPAIIMU (IIOATBEPXKIEHUSI
PET'UCTPALIUU, IEPEPEI'UCTPALIUN)

Jlata nmepBoii peructpanumu:
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(NMOCNEOOBATENEHOCTE 0003)

10. JATA IEPECMOTPA TEKCTA

OO0mast xapakTepUCTHKA JIEKapCTBEHHOTO Ipenapara PuBapokcaban JOCTyIIHA B €AMHOM peecTpe
3apEruCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEICTB EBpasuiickoro 3KOHOMHUYECKOTO COI03a W Ha
opUIATIEHOM caiite YIIOJTHOMOYEHHOTO oprana (axcnepTHOI OpraHu3aIlix)

https://Ik.regmed.ru/Register/EAEU_SmPC.
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