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OBILIASA XAPAKTEPUCTHKA JIERAPCTBEHHOTO TIPEITAPATA

1. HAUMEHOBAHME JIEKAPCTBEHHOI'O IIPEITAPATA

PuBapokcaban benyno, 15 Mr, TabneTku, MOKPHIThIE TUIEHOYHONW 000JI0YKOM.
PuBapokcaban benyno, 20 Mr, TabaeTKH, MOKPHITHIE TUIEHOYHOW 000JI0YKOM.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBINA COCTAB

JleiicTBytolIee BEIIECTBO: PUBAPOKCAOaH.

PuBapokcabdan benyno, 15 mMr, TaOIeTKH, MOKPHITEIE IJICHOYHOH 000JI0YKOMH

Kaxxnas Tabnerka cogepkut 15 Mr puBapokcabana MUKPOHH3UPOBAHHOTO.
BcromoraTenbHbIC BEIIECTBA, HATHYME KOTOPBIX HAJ0 YYUTHIBATh B COCTABE JICKAPCTBECHHOTO
npemnapara: jakros3a (cM. paszaen 4.4.).

PuBapokcaban benyno, 20 mr, TaGleTKH, TOKPBIThIE INICHOYHON 000104KON

Kaxnas Tabnerka cogepxut 20 Mr puBapokcadana MUKPOHU3HUPOBAHHOTO.
BcnoMoraTenbHble BelecTBa, HAINYME KOTOPBIX HA/l0 YYUTHIBATh B COCTABE JIEKAPCTBEHHOTO
npemnapara: jakros3a (cM. paszaen 4.4.).

[TonHbIM IepeyeHb BCIIOMOTaTeIbHbBIX BEIIECTB MPUBENIECH B pa3aene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabyeTku, MOKPHITHIC TNIEHOYHOU 000JTIOYKOM.

Pusapokcaban benvio, 15 Mr, TabineTky, DOKPBITHIE [JIEHOYHOU 000JI0UYKOM

Kpyrible, NBOSKOBBITYKIIbIE TAOMETKH, MOKPBITHIE IUIEHOYHOM OOOJOYKOW KpacHOTO IBETa, C
IpaBUPOBKOI1 «15%» Ha OHON CTOpPOHE TAOIETKH.

Pusapokcaban benvyro, 20 Mr, TaGiaeTKy, DOKPBITHIE [JIEHOYHOU 000JI0YKOM

Kpyrmble, ABOSKOBBIMYK/blEe TaONETKH, MOKPBITHIE MJICHOYHOH O0O0JOYKOW KPacHO-KOPUYHEBOTO
IIBETA, C TPaBUPOBKOH «20» Ha OHOM CTOPOHE TaOJICTKH.

4. KIMHUYECKHUE JAHHBIE
4.1. [loka3zanusi K NPUMEHEHUIO

[Ipenapar Puapokcaban benymo moka3aH K TPUMEHEHHIO KaK y JIeTed W TOJAPOCTKOB B
Bo3pacte 10 18 et ¢ maccoii Tena ot 30 Kr, Tak U 'y B3pOCIbIX.

B3pocinbie
¢ 1poMIAKTUKA UHCYJIBTAa U CUCTEMHOU TpoMOO3IMOOINN y MAMEHTOB ¢ GpuOpHIuIALuei
npecepaAnii HEKJIaIaHHOTO IPOUCX0XKICHMS,;
e JjeueHue TpomOo3a rinyookux BeH (TI'B) u tpombGoamOonuu nerounoit aprepun (TDJIA)
u npodunakTiky peruauBos TI'B u TOJIA.

Jeru u noxpoctku 10 18 ner ¢ maccou Tesa ot 30 kr
e JeyeHHe BeHO3HOU TpomOoambommu (BTI) n npodunaktuxu peunanso BTD nocne He
MeHee 5 THEeW HadaJabHOM MapeHTepalbHOM aHTUKOATYJITHTHOM TEpaIlyH.
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4.2. Pe:kum 103MPOBAHUSA U CIOCO0 MPUMeEHeHT

PexxuM 103upoBaHus

IIpogpunaxmuxa uncynoma u cuCmemMHoOU mpomooIMO0IUU ) 83DOCIbIX

PexoMennoBanHas no3a cocraBiaser 20 Mr OAuH pa3 B JI€Hb, UYTO TaKXE SBISAETCS
PEKOMEHI0BAHHON MaKCUMaIbHOM CYTOYHOU JO30M.

Tepanus npemaparom PuBapokcaban bemymno moimkHa paccMaTpuBaThCS Kak JOJITOBPEMEHHOE
JIeYCHHE, TIPH YCIOBUH, YTO MOJb3a OT NPOPHIAKTUKY UHCYIbTa U CHCTEMHON TPOMOOIMOOIHH
MIPEBBINIACT PUCK KPOBOTEUEHUS (CM. paszaen 4.4.).

Helicmeus npu nponycke npuema npenapama

Ecnn nmpueM 03Bl NMpONyIIeH, MalMeHT JOJKEH HEMEJIEHHO NMPHHATh TaOJeTKy IMpernapara
PuBapokcaban benyno u Ha cienyronmii AeHb MPOJOJKATH PETYISPHBIM MpHUeM Ipernapara
OJIMH Pa3 B JACHb KaK PEKOMEHJOBAHO. B 3TOT ke NeHp He cieAyeT NPUHUMATh JBOWHYIO J03Y
JUIs1 KOMIIEHCALUX MIPOIYIEHHOM J03BI.

Jlewenue TI'B u TOJIA u npoghunakmura peyuousos TI'B u TOJIA y e3pocivix

PexoMeHnnoBaHHas HavyalibHas 103a npu JieueHu ocTpbix TI'B nnu TOJIA coctaBnser 15 mr nsa
pasa B JIeHb B TEUEHHUE MEPBbIX 3 HENENb C MOCIEIYIOUUM MEPEeX0/I0M Ha 103y 20 Mr OJIMH pa3 B
JIeHb JUTs TalibHenIero JedeHus u npodunaktuku peruansoB TI'B u TOJIA.

KopoTtkast mpofomKuTenbHOCTh Kypca JieueHuss (Kak MUHUMYM 3 Mecsia) JOJDKHA OBITh
paccmoTpena miis nmanueHToB ¢ TI'B unu TOJIA, cipoBoIMpOBaHHBIX CEPbEe3HBIMU 00PATUMBIMHU
dakropamu pucka (T.e. HEJaBHEE CEPHbE3HOE XUPYPTUUYECKOE BMEIIATEIHCTBO WIU TPAaBMA).
bonee mmmrenbHBIN TepUOa JIEUEHUS JNODKEH OBITh pacCMOTpEH i marueHToB ¢ TI'B wmmm
TDJIA, He CBSA3aHHBIMH C  CEpPbE3HBIMH  OOpaTUMBIMU  (aKTOpaMH  pHCKa, C
HecnpoBoupoBaHHbIMUA TT'B vn TOJIA, unu ¢ TI'B niin TOJIA B anamHese.

Korna nokaszana npoanennas npoguinaktuka peuuauBo TI'B umu TOJIA (mocne 3aBepiieHus
KaKk MUHUMYM 6 MecsieB JedeHus: TT'B wiam TOJIA), pekomenioBanHas 103a cocrasiser 10 mr
OJIMH pa3 B JeHb. [lanmentam ¢ BeIcOKUM puckoM penuausupymomero TI'B unu TOJIA, Takum
KaK MalUeHThl C TKENBIMU CONYTCTBYIOIIMMH 3a00JIEBAaHUSMH WJIM y KOTOPBIX Ppa3BHIICA
pemunuBupytomuii  TI'B wnu  TOJIA npu  mposuieHHONH NpoUIAKTHKE —IpernapaTom
PuBapokcaban bemyno B go3upoBke 10 mMr oawH pa3 B JeHb, HEOOXOJUMO pPacCMOTPETh
Ha3Ha4yeHue npenapara PuBapokcaban bemymno B qo3upoBke 20 Mr ouH pas B J€Hb.
[TpoaomKUTENEHOCTD JICUEHUS. U BBIOOP N103bI TOJKHBI OMPENENAThCS WHIUBUIYaIbHO IMOCIIE
TIIATETFHOW OIEHKH MOJIB3bI JICUSHUS IPOTHB PUCKA BOSHUKHOBEHHS KPOBOTEUEHUS (CM. pa3zen

4.4.)

Ilepuon BpeMeHu Cxema npuema CymmapHas
CyTOYHasi 1032
Hens 1 —21 15 Mr nBa pa3a B Aeap |30 mr
Jleuenue n npodunakTrka
permuanBoB TI'B u TOJIA C 22 nHs 20 Mr onuH pa3 B AeHb |20 Mr

ITocne 3aBepmienns kak |10 Mr oguH pa3 B AeHb |10 Mr
MHHUMYM 6 MecsIIeB WIH WK
neyennst TI'B wimu TOJIA |20 mMr onuH pas B I€Hb  |2() mr

[IpodunakTrka penuanBOB
TI'B u TOJIA

Heticmeus npu nponycke npuema npenapama

Ecnu mpuem 10361 TIpomyIeH Mpu pekuMe T03UpoBaHus 15 Mr nBa pasza B aeHb (AeHb 1-21),
MAIMEeHT JOJDKEH HEeMEUICHHO NPHHSTH mpenapar Puapokcaban benymo s mocTkeHuUs
cyrouHoit o361 30 mMr. B nmanHoM ciydae aBe TabneTkw 15 Mr MOryT OBITH IPHUHSTHI B OJUH
npueM. Ha cnenyromuil neHb MAalMEHT JOJDKEH MPONOJDKATH PETYJSIPHBIA IPHUEM IIpernapara
15 Mr nBa pasza B 1eHb KaK PEKOMEHOBAHO.
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Ecnu npueM A03bl MpOMyIIEH NMPU PEXKUME NO3UPOBAHIST OAWH pa3 B ACHB, IMANUCHT JOJDKCH
HEMEJJICHHO TPHUHATh Ta0leTKy mpemnapara PuBapokcaban benymnmo m Ha cieayrommuil J1eHb
MpOJIOJDKATh MPHUEM Ipernapara OJWH pa3 B JICHb KaK PEKOMEHIO0BaHO. B 3TOT ke neHb He

clenyeT MPUHUMATh JBOMHYIO 103y JUTsl KOMIIEHCAIMH MTPOTYIEHHOHN J035I.

Ilepexoo ¢ anmaconucmos eumamuna K (ABK) na npenapam Pueapoxcaban benyno
e [IpodunakTika UHCYIbTA U CHCTEMHON TPOMOOIMOOIINN:
cienyet npekpatuth JeueHne ABK u Hauath neuenue npenapatoMm Puapoxcaban bemymo
MIPHU 3HAYECHUU MEXIYyHapOJTHOT0 HOopManu3oBanHoro oTHomeHus (MHO) < 3,0.
e Jleuenuu TI'B u TOJIA u npodunakTuka peliuIMBOB y B3POCIBIX:
cienyet npekpatuth JeueHne ABK u Hauath neuenue npenapatoMm Puapoxcaban bemymo
npu 3Hayenun MHO < 2.5.
[Ipu nepexone mauuentoB ¢ ABK nHa npenapar PuBapokcaban benyno 3nayenns MHO Oynyt
omMOOYHO 3aBBINICHHBIMU TIOCJIE TpueMa Tmpenapara Puapokcaban benymo. MHO He
HOJIXOAUT JUISl OTIPENIeNIeHUs] aHTUKOATYJISIHTHOM aKTUBHOCTH mpernapara PuBapokcaban benymno
Y TIO3TOMY HE JIOJDKHO MCITOIB30BaThCS C ATOH 1eNbio (M. pasznuen 4.5.).

Ilepexoo ¢ npenapama Pueapokcaban benyno na anmazonucmol sumamuna K

Cy1iecTByeT BEpOSATHOCTh BOZHUKHOBEHHUS HEOCTATOYHOTO aHTUKOATYJISHTHOTO 3 dexTa mpu
nepexoje ¢ mpemnapata Puapokcaban benmyno wa ABK. Heobxogmmo obecrieunTh
HEMpEpPbIBHBIA  TOCTaTOYHBI  aHTUKOAryJasSHTHbIM 3¢¢dekT Bo Bpems Iepexoga Ha
aTbTEPHATUBHBIN aHTUKOAryasHT. CleayeT OTMETHTh, 4TO Tpemapar Puapokcaban bemymo
MOJKET criocobcTBOBaTh noBbiieHno MHO.

[Taniuentam, mepexomsmmMm ¢ Tpenapara PuBapokcaban benymo nHa ABK, cnegyer
onHoBpeMeHHO npuHuMark ABK, moka MHO He moctursmer >2,0. B TeueHue nepBbIX IBYX
JIHEW TEepexoJHOro IMepuojia N0HKHA TNMPUMEHATHCS CTaHAapTHas HadainbHas no3a ABK ¢
nociuenytoueit go3oii ABK, omnpenensiemoit B 3aBucumoctu oT BennmunHsl MHO. Bo Bpewms
OJIHOBPEMEHHOTO0 TNpHUMEHEeHHs mnpemnapara Pusapokcaban bemyno m ABK 3nauenne MHO
JIOJDKHO OIpEAEAThCS HE paHee, 4yeM uepe3 24 yaca Iociie NPEeIblayIIero mpuema, HO 10
npuema cienyromei 103el npemnapara PuBapokcadan bemymno. [locne mpekpamieHuss mpuMeHeHUs
npenapata PuBapokcaban benyno 3nasenne MHO MoeT ObITh JJOCTOBEPHO ONPEACTICHO Yepes
24 gaca mocye mpuema nocieaHen 10361 (cM. pa3aensl 4.5. u 5.2.).

Ilepexo0 ¢ napenmepanvbHbiX aHmMuKoa2yisHmos na npenapam Pusapokcaban benyno

VY B3pOCIIBIX, MOJIYYAIOIIKUX [TAPEHTEPAIbHBIE AHTUKOATYJISIHTBI, CIEAYET IPEKPATUTh BBEICHUE
NapeHTEepAIbHOTO aHTHKOATyJISTHTa U HayaTh MPUMEHEHUeE npernapara PuBapokcaban benymo 3a
0-2 waca 1m0 BpeMEHHU CIEAYIONIEro IUIAHOBOTO BBEACHHUS MAPEHTEPATLHOTO Ipenapara
(HampuMep, HU3KOMOJICKYIISIPHOTO TelapuHa) MM B MOMEHT TPEKPalICHUs HETpPEPhIBHOTO
BBEICHUS [IapEHTEPAIBLHOTO rpermnapara (manpumep, BHYTPUBEHHOI'O BBEICHUS
He()paKIIMOHUPOBAHHOTO TEIAPUHA).

Ilepexoo ¢ npenapama Pusapokcaban benyno na napenmepanvHvle aumukoazyisaHmol

Crnenyer orMeHuTh mpemnapat PuBapokcaban benyro u BBeCTH mepByIO 703y MapeHTEPaTIbLHOTO
AQHTUKOATYJITHTa B TOT MOMEHT, KOTAa HYKHO OBUIO HPUHSATH CIEAYIONIYIO 103y Iperapara
PuBapokcaban bemnyro.

Oco0ble rpyInel NALKMEHTOB

layuenmol ¢ napywenuem @yHKYuu nouex

Nmeroiuecss orpaHUYEHHbIE KIMHUYECKHUE TaHHBIE IEMOHCTPUPYIOT 3HAYUTEIbHOE MOBBIIIEHNE
KOHIIEHTpaluil puBapokcabaHa B IUIa3Me KPOBU y MAIMEHTOB C TSHKEJION CTENEHbIO HAPYIIEHUS
¢ynkuuu nouek (kmpenc kpearnnuHa (KnKp) 15-29 mn/mun). BenencrBue sToro ans naHHON
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KaTeropuu NalMeHToB npenapar PuBapokcaban Bemymmo CienyeT TPUMEHSITE C OCTOPOKHOCTBIO.
[Ipumenenue He pekomenayercs y nanueHToB ¢ KnKp < 15 mu/mun (em. paznenst 4.4. u 5.2.).
VY nanuentos co cpeaner (KiaKp 30-49 mu/mun) mnu tsoxenoit (KnKp 15-29 mi/MuH) crenenbio
HapyleHus GyHKIUY oYeK HeoOXO0IUMMO CJIeI0BaTh PEKOMEHJAINAM HIDKE:

e [lpu mpopuIaKTUKE MHCYJIbTa W CHUCTEMHOH TpOMOOAMOONMHM Yy TAIMEHTOB C
¢ubpmusiuueil mpeacepAnii HEKIAMaHHOTO MPOMCXOXKACHUS PEKOMEHIOBaHHAs [03a
cocTaBisieT 15 Mr oguH pa3 B AeHb (cM. pasnen 5.2.).

e [Ipu neuenuun TI'B u TOJIA u mpodunakruke peumauBoB TI'B um TOJIA: nmanmentam
HE0O0X0MMO NMPHHUMATh 15 Mr ABa pa3a B JE€Hb Ha NPOTSHKEHUU NEPBBIX TPEX HEJEIb.
BriocnenctBuu, korma pekoMeHayemasi no3a mpernapata PuBapokcaban bemymo coctaBuT
20 Mr OiMH pa3 B A€Hb, CIIEIyET IPELYCMOTPETh CHUXKEHUE 103bI ¢ 20 Mr 10 15 Mr oguH pa3
B JICHb, €CJIM PUCK BOSHUKHOBEHHS] KPOBOTEUEHHUS Y MAllMEeHTa BhIlle prcka peunausoB TI'B
u TOJIA. PekoMeHalusi mo mMpuMEHEHHUIO T03bI 15 M ocHOBaHa Ha (papMaKOKHMHETUYECKOM
MOJICIMPOBAHUHU W HE M3ydyajach B KIIMHUYECKUX HCCIEAOBaHUAX (cM. pasnensl 4.4., 5.1. u
5.2)).

Korpa pekomengoBanHas ao03a coctapiger 10 Mr oavH pa3 B JI€Hb, KOPPEKIHUH J103bI IO
CpaBHEHHIO C PEKOMEH/I0BaHHOH HE TpeOyeTcs.
Y mnammeHToB C Jerkod creneHbto HapymieHus QyHkiun modek (KnKp 50-80 wmu/mun)
KOppEKIHHU J03bI He TpedyeTcs (cM. pazaen 5.2.).

Tayuenmsi ¢ Hapywenuem QyuKyuy neveHu

[Ipenapar PuBapokcaban benymo mnpoTHBOIIOKa3aH MamMeHTaM ¢ 3a00JICBaHUSIMU TICUYCHH,
CONIPOBOKAAOIITUMHUCA KanyHOHaTHeﬁ " PUCKOM KIIMHUYCCKU 3HAYMMOTO KPOBOTCUYCHHS, B TOM
yucje TMalMeHTaM ¢ Iuppo3oM TedeHu kimacca B m C mo wmaccudukamum Yaitna-ITsto
(cMm. pazmensr 4.3. u 5.2.).

Tayuenmor noxcunozo eospacma
Koppeknus 10361 He TpedyeTes (cM. pasaen 5.2.).

Macca mena
Koppekrus 10361 y B3pocibIx He Tpedyercs (cM. pasaen 5.2.).

Lon
Koppeknus 10361 He TpedyeTes (cM. pasaen 5.2.).

Tayuenmsl, noosepzarowuecs Kapouosepcuu

Jleuenne mpenaparom Pusapokcaban benymo Moxker ObITh HayaTO WJIM MPOAOIDKEHO Y
NalMEHTOB, KOTOPBIM MOXET MOTPEeOOBATHCS KApAUOBEPCHSI.

[Ipu xapauoBepcuM TMOA KOHTPOJEM YpeCHuUIneBOAHON sxokapauorpapuu (UII9xo0-KI') y
NAalMEHTOB, KOTOpbIE paHee HE MOJy4ald AaHTUKOAryJasHTHOM Tepamuu, A oOecrneyeHus
a/ICKBaTHOM aHTUKOATYJISIMK JieueHue npenaparom PuBapokcaban benyno n1omkHO HauMHATHCS
10 MEHbBIIEH Mepe 3a 4 yaca 10 kapauoBepcuu (cM. pasaensl S.1. u 5.2.). J{ns Bcex manueHToB
nepea KapIuoBepcHel JTOMKHO OBITh MOJYYEHO MOATBEPXKACHHUE O TOM, YTO MAllMEHT MPUHSII
npenapar PuBapokcaban bemymo B COOTBETCTBMM C Ha3HaueHWEM Bpada. [Ipu mpuHATHH
pelleHni O Hayajle W NPOAODKUTEIBHOCTU JIEUEHMS CIEAyeT NIPUHHMAaTh BO BHUMAaHHE
JEUCTBYIOIME PYKOBOJCTBA M PEKOMECHIALUU II0 aHTUKOATYJISHTHOM TEPAllMM Yy IMAalUEHTOB,
[I0JIBEPTAIOINUMCS KapAHUOBEPCHH.

Hayuenmor ¢ udpuniayueii npedcepoull HeKIaANAHHO20 NPOUCXodicoeHus:, neperecuiue YKB
(4pecKodCHOe KOPOHAPHOe BMeUlamenbCmeo) coO CMEeHMUPOBaHueM

Nmeercst orpaHnYeHHBIN ONBIT IPUMEHEHHs puBapokcadaHa B yMEHbIICHHOI 103¢ 15 Mr 1 pa3 B
nenb (mnm 10 mr 1 pa3 B JaeHb JUIsl MAIMEHTOB CO CPEAHEH CTENEHBIO HAPYIICHHS (YHKIIMH
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noyek (KnKp 30-49 mn/mun)) B KOoMOMHaIMU € HHTHONTOPOM penernTopa P2Y 12 B TeucHne
MakcUMyM 12 MecsameB y manueHTOB ¢ (GuOpwUIIHMer mnpencepAauii  HEKJIalaHHOTO
IPOMCXOXKACHUS, KOTOPBIM HEOOXOAUM MPHUEM NEepOpaIbHBIX aHTUKOAryJISHTOB U MEPEHECHINX
YKB co crentupoBanuem (cm. pazaenst 4.4. u 5.1.).

CTH

Jleuenue BTO u npoghunakmura peyuousos BT y oemeii u noopocmrog
Jleuenune mpenapatom PuBapokcaban benymo y gereil W moapocTKOoB B Bo3pacTe 10 18 jer
JIOJDKHO OBITH HAa4YaTo IMOCIEe HE MEHee 5 IHel HayaabHOW MapeHTepaJbHON aHTUKOAryIsTHTHOM
tepanuu (cM. pazzgen 5.1.).
Jlo3a 11 ieTeit ¥ MOAPOCTKOB PACCUUTHIBAETCS B 3aBUCMMOCTH OT MAaccChl Tea:
e wMacca tena oT 30 kr go 50 kr:
peKoMeHa0BaHHas J1o3a 15 wMr puBapokcabaHa OJUH pa3 B JE€Hb, YTO SIBISETCS
MaKCUMaJIbHOW CYTOYHOH J030H;
e wmacca tena 50 kr unu 6onee:
pexkomeHaoBaHHas Jno3a 20 Mr puBapokcabaHa OJUH pa3 B JE€Hb, UYTO SIBISETCS
MaKCUMaJIbHOW CYTOYHOM JJO30M.
Ha perynspHoii ocHOBe HEOOX0IMMO MOHUTOPHUPOBATh BeC peOEHKa U IepecMaTpuBaTh J03Y.
310 HeoOX01UMO, 4TOOBI O0eCTIeUnTh MOJIEep)KaHhe TepaneBTHUYeckor 103bl. KoppekTupoBka
JI03bI IOJKHA BBIIOJIHATHCS TOJIBKO HA OCHOBAaHUH U3MEHEHUS MACCHI TEJA.
Tepanust y neredl M MOAPOCTKOB JAOJDKHA IPOJOJKATHCS, Mo KpalHEH Mepe, B TeYeHHE 3
MecseB. JTUTEeTbHOCTh JIeUeHHs] MOXKET OBbITh yBelIMYeHa g0 12 MecseB B ciydae
KIIMHUYECKOW HeoO0XoauMmocTu. JlaHHbIE B TMOANEPKKY CHUKCHHS 03Bl y JeTedl mocie 6
MECALIEB Tepanmuu OTCYTCTBYIOT. COOTHOILIEHHE NOJIb3a-pUCK MPU JIUTEIBHOCTH Teparuu
CBBIIIE 3 MECSLEB JOJDKHO OLIEHMBATHhCA WMHIMBUAYAIbHO, NPUHMMAs BO BHHUMAaHHE PHCK
peruanBa TpoM003a U MOTEHIMATBHBIN PUCK KPOBOTEUEHUS.

Heticmeus npu nponycke npuema npenapama

Ecnu npueM 10351 npomyIieH, He00X0JUMO IPUHATH MPOMYIIEHHYIO 103y KaK MOXHO ObICTpee
MOCJIE TOTO, KaK 3TO 3aMETWUJIM, HO TOJIbKO B ATOT K€ J€Hb. ECIM 3TO HEBO3MOXHO, MALUEHT
JOJIKEH MPOIYCTUTh 3Ty 103y U MPOJOJDKUTH MPHUEM CO CIEIYIOIIEeH J03bI B COOTBETCTBUU C
Ha3HauyeHWeM Bpada. [lamueHT He NOJDKEH NpUHHMMATh JBOMHYIO J03Yy Il KOMIICHCAlUU
MPONYIIEHHOMN JO3bI.

be3onacHocTh 1 3¢ dekTruBHOCTE npemnapaTta PuBapokcaban benymno y nereit B Bo3pacrte ot 0 10
< 18 et nmo nokazaHuio NPOPUIAKTUKA HHCYJIbTA U CUCTEMHONU TPOMOOIMOOIINH Y AIIUEHTOB C
¢ubpruianuel mOpeacepauil HEKJIAllaHHOTO IPOUCXOXKICHHWsT He YycTaHOBJIEHBI. JlaHHbIE
OTCYTCTBYIOT. B cBsizu ¢ atum, mpenapar PuBapokcaban bemymo He pekomeHayercs K
MPUMEHEHUIO y JIeTeid B BO3pacte 10 18 Jier mo moka3aHusiM HUHbIM, 4yeM JiedeHne BTO u
npodmiakTuka peuuausoB BTO.

[Ipenapar PuBapokcaban bemymo, 15 mr, He ciemyer Ha3HayaTh (MMPUMEHSTH) y JEeTeH B
Bo3pacte ot 0 10 <18 net ¢ maccoii Tena meHee 30 KT B CBSI3M C HEBO3MOKHOCTHIO 00ECTICUUTh
pexuM no3upoBaHud. s ynOBIETBOpPEHMsI MOTpeOHOCTEN yKa3aHHOM TpyNIbl MalUEeHTOB
HE00X0IMMO MPUMEHSATH pUBapokcadaH B (hopMe CyCIIeH3UHU I IpUeMa BHYTPb JUIS JIeTEH.

Ilepexoo ¢ anmaconucmos eumamuna K (ABK) na npenapam Pueapokcaban benyno

[Tpu neuenun BTD u npodunakTrke penuanBOB y IeTel cienyeT npekpatuth jJedeHne ABK u
HauaTh JieueHue npenaparom Pusapokcaban benymno npu 3nadvennn MHO <2.5.

[Tpu mepexone manuentoB ¢ ABK Ha mpemnapat PuBapokcabdan bemymo 3nadennst MHO Oyayt
OMOOYHO 3aBBIICHHBIMH TOCJe mpuema mpenapara Pusapokcaban bexyno. MHO He
MOIXOJUT ISl ONPEeNIeHNs aHTUKOAryJITHTHOM aKTUBHOCTH MpenapaTta PuBapokcaban bemymno
Y TIOPTOMY HE JIOJIKHO MCIOJIb30BAThCS C 3TOH 1eNblo (CM. pasaen 4.5.).



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.03.2025 Nz 7218

(NOCNEOOBATENLHOCTE 0002)

Ilepexoo ¢ npenapama Pusapoxcaban benyno na anmaconucmol gumamuna K

JletsiM, KOTOpBIe TepeBoaATcs ¢ mpernapara PuBapokcaban bemyno nma ABK, nHeob6xoanmo
MPOJIOJDKATh MpuUeM mpernapata PuBapokcaban benymo B Teduenme 48 dacoB mociie npuema
nepsoii 1036l ABK. Ilocne aByx aHel coBMecTHOro mpuMeHeHus ciuenyer usmeputs MHO no
npueMa CIenyIoel 3ariaHupoOBaHHON 1036l Tpenapara PuBapokcaban benymo. CoBmecTHOE
npuMeHeHue mpemnapara Puapokcaban bemyno m ABK pexomenayercst mpoaoinkarh, MOKa
MHO ne pocturner > 2,0. [Tocne npekparienus mpuMeHeHus npemnapara PuBapokcaban bemymo
3HayeHne MHO moxeT OBITh TOCTOBEpHO OmNpezeieHo yepe3 24 yaca rociie mpueMa nociae e
J03bI (CM. BBIIIE U paszaen 4.5.).

Ilepexo0 ¢ napenmepanvHbix anmukoa2yisHmos na npenapam Pusapokcaban benyno

Y nered, MOIydarolUX IAapEHTEPAIbHBIC AHTUKOATYJISIHTBI, CIEAYET IPEKPAaTUTh BBEICHUE
NapeHTEePAIbHOTO aHTHKOATyJISTHTa U HayaTh MPUMEHEHHUe npernapara PuBapokcaban bemymo 3a
0-2 waca 1m0 BpeMEHHU CIEAYIONIEro IUIAHOBOTO BBEACHUS MAPEHTEPATLHOTO Ipenapara
(HampuMep, HU3KOMOJICKYIISIPHOTO TelapuHa) MM B MOMEHT TNPEKPalICHUs HETpPEPhIBHOTO
BBEICHUS [IapEHTEPAIBHOTO npernapara (manpumep, BHYTPUBEHHOI'O BBEICHUS
He(paKIIMOHUPOBAHHOTO TeMIAPUHA).

Ilepexoo ¢ npenapama Pueapoxcaban bBenyno na napenmepanvhvie aHMuKoazyaIsiHmol

Crnenyer oTMeHHUTH mpernapaT PuBapokcaban bemyno u BBeCTH MepBYIO 103y MapeHTEPATHLHOTO
AQHTHUKOATYJIIHTAa B TOT MOMEHT, KOTJa HYXHO OBLJIO NPHUHATH CIEAYIOIIYIO 03y Iperapara
PuBapokcaban bemymo.

Tayuenmol ¢ napywenuem GyHKYuU noex
e JleTh W TOIPOCTKM C JIETKOM CTENEHbIO HapymleHUs (YHKIMM TOYeK (CKOPOCTh
KIIy60uKoBoil (uastparmu 50-80 wmur/mun/1,73 M°): KOppekumsi 103bl He TpeOyercst Ha
OCHOBAHMHU JAHHBIX BO B3POCIOH MOMYJISILMKA M OTPAaHMYCHHOTO KOJHMYECTBA IAHHBIX B

JETCKOW MOMyJIAuH (CM. pasaen 5.2.).
e JleTm M MOAPOCTKU CO CpEeNHEH WM TSKEIOW CTENEHbIO HapyIIeHUs (YHKIMH IOYEK
(cKOpOCTh  KITy604KOBOH rmbTpamuu < 50 mu/mun/1,73 M°) mpenapar PuBapokcaGan
benymno He peKOMEHAYEeTCsI B CBSI3M C OTCYTCTBHEM KIMHHYECKHMX JaHHBIX (CM. pazzen 4.4.).

Iayuenmol ¢ napywenuem @yHKkyuu neyenu
Jns nereit ¢ HapymeHreM (QYHKIMY TIeYeHH KIMHUYECKUE TaHHbBIE OTCYTCTBYIOT.

Macca mena
Ho3a y nereli onpenensiercs: B 3aBUCUMOCTH OT MaccChl Tena.

Croco0 IIpuMeHeHus

Bspocnvie
BryTps, BO Bpems npuema nuiu (cM. pazzaent 5.2.).

Uzmenvuenue mabnemox

Ecnim manmeHT He CmocoOCH TMPOTJOTHTH TaOJIETKy IIEJIMKOM, TaOJjeTKa Tperapara
PuBapokcaban benyno moxeT ObITh M3MeENbYEHA W CMeEIlaHa C BOAOH WM SOJIOYHBIM IIOpe
HETIOCPECTBEHHO TIepeA NPUMEHEHHEM W TIepopanbHeIM mpuemoMm. Ilocie mpuema
U3MeNbYCHHON TabneTrku mpemnapara PuBapokcaban benynmo 15 mr mmm 20 mr Heob6xomumo
HE3aMeIUTEIbHO OCYIIECTBUTH MIPUEM ITHIIH.

W3menbueHHas TabieTka Takke MOXeT ObITh BBeIEHa depe3 KETyJOUYHBIH 30H[ (CM. pa3Jielibl
52.16.6.).
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Hemu ¢ maccoii mena ne menee 30 ke

BuyTpsb, Bo BpeMsl npuema nuuy (cM. paszaen 5.2.).

[TarueHTy HYXHO PEKOMEHJIOBaTh MPOTJIAThIBaTh TaOJIETKY C KHUAKOCThIO. TablmeTku ciexyer
IPUHUMATDH C MHTEPBAJIOM IpUMEpPHO 24 yaca.

Ecnyn manueHT cphIrMBaeT MPHUHATYIO 103y HEMEMJIEHHO WJIM y HEro HauyMHaeTcs pBOTa B
tedenne 30 MUHYT MOCie TMpUeMa [03bl, HEOOXOAWM TMpHEeM HOBOH 103bl. OgHAKO eciu
nanueHTa BbIpBasio nmo3gHee 30 MUHYT MMOcCie IpueMa JA03bl, MOBTOPHOTO INpHeMa J103bl He
TpeOyeTcs, U cleayromas 103a J0JKHA ObITh MOTyYeHa 110 PacHCaHUIo.

Henb3s genuth Ta0NETKY C 1ENIbIO MOTYYEHUS YACTH J103bI OT TaOJIETKH.

Hzmenvuenue mabnemox

Ecniu mnamueHT He cmoco0eH MpOrjaoTUTh TaONeTKy IEeMKOM, CIIeAyeT HCIO0Jb30BaTh
puBapokcabaH B popMe CyCIIEH3UH JUIs TpreMa BHYTpb. Eciu cycriensus i npuemMa BHYTpb He
JIOCTYITHA Cpa3y, KOTJla Ha3HauYeH pUBapokcabaH B J03UpoBKe 15 wmm 20 Mr, 3TH T03UPOBKH
MOTYT OBITH MOJIyYEHBI ITyTeM H3MeNbYeHus TabseTku 15 mr uiau 20 Mr U CMEIIMBaHUS ee ¢
BOJIOHM WM SI0JIOYHBIM MIOPE HEMOCPEACTBEHHO Mepe IPUMEHEHHEM U MEPOPATbHBIM IPUEMOM.
W3menbueHHas TabneTka MOKET OBITh BBEJCHA Uepe3 HA30TacTPaJIbHBIN WM KTy TOUHBINA 30H
(cm. paznensr 5.2. 1 6.6.).

4.3. [IpoTuBONOKA3aAHUS

e [UnepuyBCTBUTEIBHOCTh K pUBapOKcabaHy WIH K JIIOOOMY M3 BCIOMOTAaTEIbHBIX BEIECTB,
MEepEUYUCIICHHBIX B pazzene 6.1.

¢ AKTHUBHOE KJIMHHYECKU 3HAYNMOE KPOBOTCUCHHE.

e [loBpexieHne Uil COCTOSIHUE, CBA3aHHOE C MOBBIIIEHHBIM PUCKOM OOJIBIIIOTO KPOBOTEUEHUS,
HaIpUMep, UMEIOIAsACA WIM HEJaBHO MEpPEHECEHHas KeNylIO0YHO-KUIIeYHas 53Ba, HaIU4Yue
3]I0Ka4€CTBEHHBIX HOBOOOPa30BaHMI C BBHICOKHMM PHUCKOM KPOBOTCUCHUS, HEIABHUE TPABMBI
TOJIOBHOTO WJIM CIIMHHOTO MO3Ta, HEJaBHHME ONEpaldyd Ha TOJIOBHOM, CIIMHHOM MO3re WId
ryla3ax, HeJaBHEE  BHYTPUYEPEIIHOC  KPOBOWM3JIUSHUE, JUArHOCTUPOBAHHBIA WU
IpeJoiaraéMblii BapuKo3 BEH MUINEBOJA, apTEPUOBEHO3HbIE Malibhopmaluy, aHEBPU3MBI
COCYJIOB MJIM CE€PbE3HbIE NMATOJIOTHH COCYIOB I'OJIOBHOTO UJIM CTUHHOT'O MO3Ta.

e ConyrcTByromiasi Tepanus KakKMUMU-THOO JPYrUMH  aHTHUKOAryisHTaMu, HampuMep,
He(paKIIMOHUPOBAHHBIM T'E€NAapPUHOM, HU3KOMOJEKYJISPHBIMU TIenapuHaMu (SHOKCAmapuH,
JMANTENapuH W Jp.), TPOU3BOAHBIMU TemapuHa (GoHIAMapuHYKC U JZIp.), MepOpaIbHBIMU
AHTUKOATyJsIHTaMH (BapgapuH, 1aduraTpaHa dTEKCHIAT, alluKcabaH, v JIp.), KpOME CIydacB
mepexoga C WIM Ha puBapokcaban (cMm. pasmen 4.2.) wWiIM Tpd  [NPUMEHEHHH
He(DpaKIIMOHMPOBAHHOTO  TeMapuHa B  J03aX, HEOOXOJAMMBIX [UIsI  OOECTeUCHHS
(GYHKIIMOHUPOBAHMS LEHTPAILHOTO BEHO3HOTO WM apTePUAILHOTO KaTerepa (CM. pasjen
4.5.).

e 3a0oneBaHus MEYCHH, MPOTEKAIOIINE C KOAryJlIomaTHe W PUCKOM KIMHHYECKH 3HAYUMOTO
KPOBOTEUEHHMSI, BKJIFOYAsl MMAIMEHTOB C MUPPO30M TedeHu kiacca B u C mo kimaccudukanuu
Yaitna-ITeto (cMm. pa3aen 5.2.).

e BepeMeHHOCTh U epuo/] IPYAHOTO BCKapMIIMBaHUs (CM. pa3zen 4.6.).

4.4. OcoOble ykazaHHusl M Mepbl NPeJOCTOPOKHOCTH NPH NPUMEHEHUH

B TedeHune Bcero nepuosa JeueHUs: peKOMEHAYeTCs KIMHUYECKOe HAOII0IeHUE B COOTBETCTBUU
C KJIIMHUYECKOU ITPAKTUKOU IPUMEHEHHUS AHTUKOATyJISIHTOB.

Puck xpoBOoTEUYECHUSA
Kak u npu npueme Apyrux aHTUKOAryJasHTOB, HEOOXOAMMO TIIATEILHO HAOIIOATh MAI[MEHTOB,
NpUHUMAIOIUX Tpenapar PuBapokcaban bemyrio, st BBISIBIEHHS MPU3HAKOB KPOBOTECUCHHS.

7
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[Ipenapar pexoMeHayeTcsi MPUHUMATh C OCTOPOKHOCTHIO TIPH COCTOSHIIX C ITOBBIIICHHBIM
PUCKOM KpOBOTEeYeHHs. B ciyuae Tspkenoro KpoBoTeueHMs MpueM npenapaTta Pusapoxcaban
Benyno nomxken ObITh mpekparieH (cM. pa3zaen 4.9.).

B kiIMHMYECKMX MCCIEIOBAHUAX KpPOBOTEUEHHUS M3 CIM3UCTBIX 000J04YeK (a MMEHHO:
KPOBOTEUEHHE M3 HOCA, JAECEH, JKEIYJOYHO-KHMIIEYHOI'O TPAKTa, MOYEIOJIOBOM CHUCTEMBI,
BKJII0Yasi aHOMAJIbHOE BarMHAJIbHOE WM YCUJIIEHHOE MEHCTpPYyalbHOE KPOBOTEUEHME) U aHEMUs
HaOJII0AaMMCh Yalle NMpH JUIMTEIBHOM JICUCHHH PHUBAPOKCA0AHOM IO CPAaBHEHHIO C JICYCHHEM
ABK. Takum o00pa3om, B JOMOJHEHHWE K HAJICKAINIEMy KIMHHYECKOMY HaOII0EHUIO,
1abopaTopHOE HCCIEIOBaHUE TEeMOTJIO0MHA/TeMATOKPUTA MOXKET OBITh 3HAYUMBIM IS
BBISIBJICHHSI CKPBITBIX KPOBOTEYEHUH M KOJUYECTBEHHOH OLIEHKM KIMHUYECKOM 3HAYMMOCTHU
SIBHBIX KPOBOTEUCHHH B CITy4yasiX, KOTJaa MPUMEHUMO.

Heckonabpko mOArpynn NanueHToB, yKa3aHHbIE HUXKE, UIMEIOT MOBBILICHHBIH PUCK KPOBOTEUEHHUSL.
Heo6xoaumo TmiatenbHO HAOMIONATh TAaKUX MAIlMEHTOB IOCIIE Hayasla JICYCHUS Ha MPU3HAKU U
CHUMIITOMBI OCJIO)KHEHHH B BUJIE KPOBOTCUCHUM U aHeMUH (CM. pas3jen 4.8.).

I[Ipu m000M HEOOBACHUMOM CHHKEHHH TeMOIJIOOMHAa WIM apTEpUaNbHOTO  JaBIICHHS
HE00XO0IMMO UCKAaTh UCTOYHUK KPOBOTEUEHHUS.

[Ipu Tepanuu puBapokcabaHoMm He TpeOyeTcs pyTHHHBIM MOHUTOPHUHI €ro SKCHo3uuuu. Tem He
MEHee, M3MEpEHUE KOHLEHTpallMd pHUBApOKcabaHa € IMOMOILBI0 KaJMOpPOBAaHHOIO TecTa s
KOJINYECTBEHHOT'O  ONpEAETICHUA AaHTU-Xa AaKTHMBHOCTH MOXKET OKa3aThCsl II0JE€3HBIM B
UCKITIOUUTENBHBIX CIIydasx, Korga uHpopMaims o0 3KCIO3UIUN pUBapokcabaHa MOXKET OBbITh
UCMOJb30BaHA IPU MPUHATUM KIMHUYECKM 3HAYMMBIX pEIIEHHWH, Hampumep, B Ciydae
NEPEJ03UPOBKHU MU SKCTPEHHOTO XUPYPru4ecKoro BMeIaTenbeTBa (cM. paszaenst 5.1. u 5.2.).

Hapymenne QyHkimu mouek

VY manueHToB ¢ TspkenbM HapymeHueM ¢yHkiuu nodek (KnKp <30 mu/mMuH) KOHIIEHTpaus
puBapokcabaHa B IJ1a3Me MOXET OBITh 3HAYUTENILHO MOBBIMIEHHOM (B 1,6 pa3a B cpeHeM), 4ToO
MOJKET MPUBECTHU K MOBBILICHHOMY PUCKY KPOBOTEUEHUH.

[Ipenapar PuBapokcaban benymno pomKkeH NPpUMEHATHCS ¢ OCTOPOKHOCTHIO y narueHToB ¢ KinKp
15-29 mn/mun. [Ipumenenne npemnapata y nmanueHToB ¢ KnKp < 15 mi/MUH HE peKOMEHIyeTCs
(cm. pazmensr 4.2. u 5.2.).

[Ipenapar PuBapokcaban bemymo ciemyeT NPUMEHSTh C OCTOPOXXKHOCTBIO Y TAIMEHTOB C
HapylmieHneM (QYHKIMHM TOYeK, TMONyJYalolIuX COMYTCTBYIOIIME TIpernaparbl, KOTOpBIe
YBEJIUYMBAIOT KOHIICHTPALIUIO pUBapokcabana B miasme (cM. pasaen 4.5.).

BzaumoneiicTBue ¢ ApyruMu JeKapcTBEHHBIMU MpenaparaMu

[Ipumenenne npenapara PuBapokcaban benymno He pekoMeHyeTcs y MalueHTOB, MOTyYaroIuX
COIIYTCTBYIOILIEE CHUCTEMHOE JIeYeHHE MPOTUBOIPUOKOBBIMH IpernaparaMyd a30J0BON TPYIIbI
(TakMMH Kak KETOKOHA30JI, UTPAKOHA30JI, BOPUKOHA30J W I03aKOHA30J) WJIM HHTHOUTOpaMU
BUY-nporeas (Hampumep, puTOHABUPOM). ITH TIpenapaThl SBJISIFOTCS MOITHBIMU WHTHOUTOpaMU
kak CYP3A4, tak u P-rmukonporenna. Takum oOpazom, 3TH mpenapaTbl MOTYT MOBBIIIATH
KOHIIEHTPAIMI0 pUBapokcabaHa B MJIa3Me€ KPOBU J0 KIMHUYECKH 3HAUYMMBIX 3HayeHuil (B 2,6
pasza B CpeTHEM ), UTO MOKET MPUBECTU K MOBBIIIEHHOMY PUCKY KPOBOTEUEHUH.

CrnenyeT co0ionaTh OCTOPOKHOCTh, €CIIU MAIlMeHT OJHOBPEMEHHO MOJYy4aeT JIeKapCTBEHHbBIE
npenapaThl, BIUSIOIMIME HAa TEeMOCTa3, TaKHe KaK HECTEPOUIHbIE MPOTHBOBOCIAIUTEIbHbIC
npenaparsl (HIIBII), aneruncanmunuioByr0 KUCIOTY W MHTHOMTOPHI arperaiud TPOMOOIIUTOB
WINA CEeJEeKTUBHbIE MHrHOMTOpHl oOpaTtHOro 3axmara ceporoHuHa (CHMO3C) u cenexkTUBHBIC
WHTUOUTOPHI OOpaTHOro 3axBaTa ceporoHmHa W HopanuHeppuna (CHMO3CH). IManmuentam c
PUCKOM  513BOOOpAa30BaHUS B JKEIYJAOYHO-KHIIEYHOM TPAKT€ MOXKET OBIThb Ha3HAYEHO
COOTBETCTBYIOIIECE MPOodUIaKTHIECKOE JiIedeHue (cM. pasnen 4.5.).
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Ipyrue akTopbl prucka KpOBOTEUEHUH
PuBapokcabaH, Kak 1 Apyrue aHTUTPOMOOTHYECKHE CPEJICTBA, HE PEKOMEHYETS K IPUMEHEHHIO
nalyveHTaM, UMEIOIIUM MOBBIIICHHBIH PUCK KPOBOTEUEHHH, B TOM YHCIIE:

e BPOXJICHHAs WJIM IPUOOpPETEHHAs CKIIOHHOCTh K KPOBOTECUCHUSIM;

® HEKOHTpOJIMpyeMast TSDKENask apTepHanbHas THIIEPTEH3 U,

e pyrue 3a00J1eBaHUs KEIYIOYHO-KUIIEYHOTO TpakTa 0e3 aKTHBHOTO M3BA3BICHHS, KOTOPHIC
NOTEHIMATBHO MOTYT NPUBECTH K OCIOKHEHUSIM B BHJAE KPOBOTECUECHHUH (Hampumep,
BOCTIAJIUTENIbHOE 3a00JieBaHWE KHUIIEYHMKA, 330()aruT, TacTpUT U TacTpodszodareanbHas
pedtokcHas 00JIe3HB);

® CoCyaHcTasi peTHHONATHS;

e OpOHXO’KTAa3bl WU JIETOYHOE KPOBOTEUCHHUE B AaHAMHE3E.

[TanMeHThI ¢ paKom

HaI_II/IeHTBI CO 3JIOKAYC€CTBCHHBIM 3360H€BaHI/IeM MOTYT OJHOBPCMCHHO IOABCPIraTbCAa 60.]'[66
BBICOKOMY PUCKY M KPOBOTEUEHHUS, U TpoMOo3a. UHaIuBHyanbHas MOIb3a aHTUTPOMOOTHYECKON
TCpaIu J0JIKHA GBITB COMMOCTAaBJICHA C PUCKOM KPOBOTCUCHUSA Y MALITUCHTOB C AKTUBHBIM pPaKOM
B 3aBUCHMOCTH OT JIOKQJM3allUd OIyXOJH, MPOTHUBOOIYXOJIEBOM Tepamuu U CTaIuu
3a6OJ'IeBaHI/I}I. OHYXOHI/I, PACIOJIOKCHHLIC B KCIIYAOYHO-KUIICYHOM WJIM MOYCIIOJIOBOM TPAKTE,
ACCOLIMHMPOBAIIUCH C TIOBBIIIEHHBIM PUCKOM KPOBOTEUYEHHSI BO BpeMs Tepanuy pUBapoKcadaHOM.
Y IIallTUCHTOB CO 3JIOKAYECCTBCHHBIMU HOB006p3.30BaHI/I}IMI/I C BBICOKHMM PUCKOM KPOBOTCUCHUSA
MpUMEHEHHEe pUBapoKcabaHa MPOTUBOIIOKa3aHo (CM. paszzen 4.3.).

[anMeHThI ¢ MICKYCCTBEHHBIMHU KJIallaHAMK CepIIa

PuBapokcaban He cieqyeT MNPUMEHATh Uil NPOQWIAKTUKH TpOMOO30B y TMAIMEHTOB,
NepEeHEeCINX HEJaBHIOK TPAaHCKATETEPHYIO 3aMEHY aopTalbHOTO KiamaHa. be3omacHocTh U
3¢ (heKTUBHOCTh pUBapokcabaHa HE W3ydajach y MAlMEHTOB C MCKYCCTBEHHBIMHU KJIallaHAMU
CepAla, CIIeOBaTeIbHO, HET JaHHBIX, MOATBEPKIAMOIINX, YTO NMPUMEHEHHE pHBapoOKcabaHa
o0ecreynBaeT JOCTaTOYHBIH AHTUKOATYISHTHBIM 3(QQEKT y AaHHOM KaTeropuu MaIMEHTOB.
[Ipumenenue mnpemapara PuBapokcaban benymo He peKOMEHIyeTcs Yy NaHHOW KaTeropuu
HaIMEeHTOB.

ITanmenTs! ¢ aHTHGOCHOIMIUIHLIM CHHAPOMOM

[TpruMeHeHHEe MepopabHBIX aHTUKOATYJISTHTOB MPSMOTO JACHCTBHS, BKJIIOYas pUBapoOKcabaH, HE
PEKOMEHIYETCS y MAalMeHTOB, UMEIOIINX TPOMOO3bI B aHAMHE3€, Y KOTOPBIX JHATHOCTHPOBAH
aHTU(POCHOTUMUIHBIA CHHIPOM. B 4YacTHOCTH, y MAaNMEHTOB C TPOWHBIM TO3UTHBHBIM
aHTU(GOCYOTUMHUIHBIM CUHAPOMOM (HATUYHME BOMYAHOYHOTO AHTHKOATYJISHTA, AHTUTEN K
KapAWOJIWIIMHY ¥  aHTUTeNl K OeTa-2-TIuKompoTewHy [) Tepamus  TepopaabHBIMU
AHTUKOATyJISTHTAMH TPSIMOTO JIEHCTBUST MOMET COMPOBOXKIATHCS TIOBBIIICHHONH YacTOTOU
PEIUIMBOB TPOMOOTHYECKUX COOBITHI B CPAaBHEHUU C TepalMel aHTaroHucTaMu BuTamMuHa K.

[MarmenTsl ¢ GubpUILIAIMEN NpeAcepaArii HEKJIaaHHOTo NpoucxoxkieHus, neperecie YKB co
CTCHTHPOBaHUEM

Hmerorcss naHHbIE MHTEPBEHLMOHHOTO KIMHUYECKOTO HCCIEIOBaHUS, MEPBUYHOM IIENbI0
KOTOPOTO SIBJISIACH OLIEHKA MpoQuis 6€30MaCHOCTH Y MAllMEHTOB ¢ GUOpMIIAINeN peacepani
HEKJanaHHoro mnpoucxoxaeHus, nepeHecmux YKB co crentupoBanuem. JlanHbpie 110
3¢ (HEeKTUBHOCTH Y JAHHOUW MOMYIISAIUKA OTpaHUYeHBI (cM. pasnensl 4.2. u 5.1.). JlaHHbBIE IO TaKUM
MalydeHTaM C HWHCYJbTOM/TpaH3UTOpHOM wumemudeckoi arakoi (THMA) B aHamHese
OTCYTCTBYIOT.
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[TanmeHTHl ¢ TeMOIMHAMUYECKU HECTAOWIBbHOU TPOMOOIMOOINEN JerOYHON apTepun (1 OHA)
WIYM TalMEHTbl, KOTOPBIM TpeOyeTcs NpPOBEJECHUE TPOMOONM3MCAa WIM 3MOOIIKTOMHM U3
JIErOYHOU apTepuu

[Ipenapar PuBapokcaban benynmo He pekomeHayeTcs B  KaueCTBE  alIbTEPHATHBBI
HE(PPaKLIMOHUPOBAHHOMY TeNapuHy Y MAaIMEeHTOB C TpoMO03IMOOIMEH JerouyHOW apTepHH,
KOTOpPbIE T€MOJIMHAMUYECKH HECTAOMIIbHBI MJIM MOTYT HYX/aThCsl B IPOBEJCHUH TPOMOOIM3HCa
Wi 3MOOJIPKTOMUU M3 JIETOYHOM apTepHu, IOCKOJIbKY Oe3omacHOCTh U 3(P(PEeKTHUBHOCTH
puBapokcabaHa P TaKUX KIMHUUYECKUX CUTYallUsAX HE yCTAaHOBJICHA.

CnuHanbHas / suuaypaibHas aHeCcTe3us WK MYHKIUS

[Ipu BeIMONIHEHNH HEHPOAKCHATBHON aHeCTe3UH (CIMHAIBHON / SMUAYPATbHON aHECTE3UH) UITH
COMHAIBHON / SOUAYpaJbHOM MYHKIMM Y TAIMEHTOB, MOJIyYalolUX AaHTUTPOMOOTHYECKHE
npenaparsl ¢ IeNbl0 NPOPHIAKTUKA TPOMOOIMOOIMYECKHX OCIOXKHEHUH, CYIIECTBYET PHUCK
pa3BUTHS SUUAYPATBHON WM CHOUHAJIBHOM TIeMaTOMbl, KOTOpas MOXET NPHUBECTH K
JUTUTEIIbHOMY WJIH ITOCTOSITHHOMY Mapajindy.

Puck 3Tux coOBITHI MOXET MOBBIIATHCA MPHU MOCICONEPAIUOHHOM MPUMEHEHUU MOCTOSHHBIX
AMUIYpPaATbHBIX KAaTETEePOB WM COIYTCTBYIOLIEH Tepamuu JIEKapCTBEHHBIMHM IpenapaTami,
BIMSIOUIMMH Ha remocras. TpaBMaTuU4Has WIM TOBTOpHAas SNHAypalbHas WIH CHUHAJIbHAs
MYHKIUS TaK)K€ MOTYT MOBBIIIATh PUCK. [[allMeHThI JOMKHBI HAXOAUTHCS 1O HAOII0ACHUEM ISt
BBISIBJICHHSI TIPU3HAKOB U CUMIITOMOB HEBPOJIOIMYECKHX HapyIIeHUH (HarpuMep, OHEeMEHUE WIIN
cnabocte HOT, MUCHYHKIMS KUIIEYHWKA WM MoueBOoro Imy3pips). Ilpu oOHapyxkeHUU
HEBPOJIOTHYECKUX PACCTPOICTB HEOOXoauMa CpodYHasi TUarHOCTUKA M JiedeHue. Bpau momxen
COMOCTaBUTh MOTEHIMAJIBHYIO IOJIb3y M PHCK Tepel MpPOBEIACHHEM HelpoakcHuaibHOro
BMEINATENFCTBA TMALMEHTaM, TMOJIYYaIOUMM AaHTUKOAryJIsHTBI, WM KOTOPBIM IUIAHUPYETCS
Ha3HAaYeHHE AHTUKOAryJISIHTOB C LENbI0 MNPOPMIAKTUKH TPoMO030B. OMNBIT KIMHUYECKOTO
NpUMEHEeHHUs pHBapokcabaHa B JM03UpoBKax 15 Mr u 20 Mr B ONMCAaHHBIX CHUTYaIUsIX
OTCYTCTBYET.

C uenpl0 CHIDKEHHS TOTEHIMAJIbHOTO pPHUCKAa KPOBOTEYEHHUS, AaCCOIMUPOBAHHOTO C
OIHOBPEMEHHBIM  TPUMEHEHHEM pHBapoKkcabaHa M  BBIIOJIHEHHEM HelpoakcHuaibHOU
(onuaypanbHOl / CHMHAIBHON) aHECTE3WH WM CIUHAIBHOW IMYHKIMH, CIEIyeT YYUTHIBATh
dbapmMakOKMHETHYECKUN Tpoduib puBapokcabaHa. YCTaHOBKY WM YAQJICHHE SMUIYpPaTbHOTO
KaTeTepa WM JIIOMOATbHYI0 MYHKIHIO JyYIlle MPOBOJUTH TOTAA, KOTJa aHTUKOATYJISTHTHBINA
addexT puBapokcabaHa oreHHWBaeTCS Kak cialObiii. OIHAKO TOYHOE BpEeMS IS JOCTHIKEHUS
JIOCTAaTOYHO HU3KOTO aHTUKOATyJASHTHOTO 3P QeKTa y KaKI0ro MareHTa HEeM3BECTHO U JJOJKHO
OLICHUBATHCS B CPABHEHUH CO CPOUHOCTHIO JMATHOCTUYECKON MPOLIETYPHI.

OcHOBBIBasgich Ha OOMMX (apMaKOKMHETUYECKUX XapaKTEPHCTUKAX, SMUAYpPAIbHBIA KaTerep
U3BJIEKAIOT 110 UCTEYEHUH KaK MUHHUMYM JBYKPAaTHOTO IEpHOJia TOJYBbIBECHUS, T.€. HE paHee
yeM depe3 18 yacoB mocie MOCIEAHEro NpUeMa puBapokcabaHa Uil MOJOIBIX B3POCIBIX
MalMeHTOB U HE paHee 4yeM depe3 26 4acoB I MOXKWIBIX MalueHToB (cM. pasznaen 5.2.). [Tocne
U3BJICUCHUS SMUAYPAJIBHOTO KaTeTepa MOJDKHO NPOMTH KaKk MHHHMYM 6 4YacoB JI0 NpHeMa
cleayrolen 1036l puBapoKcadbaHa.

B ciydae TpaBMaTHYHON MYHKIIUYU IPHEM PUBAapOKcabaHa CleAyeT OTJIOKUTh Ha 24 yaca.

PeKOMeHI[aHI/II/I IO JO3UPOBAHUIO 10 W TIOCJIC HWHBA3WBHBLIX MIPOLICAYP MW XHUPYPIrHUYCCKUX
BMEIIATEIbCTB

Ecnu Heo6xoauMo npoBeeHre HHBAa3UBHOW MPOLEAYPhl WK XUPYPrHYECKOTO BMEIIATEIbCTBA,
Ha OCHOBAaHMHM 3aKJIFOYCHHS Bpaya MpueM mnpernapata Puapokcaban bemymo 15 mr m 20 mr
clenyeT IpeKpaTUTh Mo KpaitHel mepe 3a 24 yaca 10 BMEIIaTeIbCTBA, €CJIM 3TO BO3MOXKHO.
Ecnu nponenypy Henb3si OTJIOKHUTbH, TOBBIIICHHBIN PUCK KPOBOTEUEHHUS CIEIYET OLICHUBATH B
CpaBHCHHHU C HGOGXO,Z[I/IMOCTBIO CpOYHOI'0 BMCIIATCILCTBA.

[Ipuem mpenapara PuBapokcaban bemymo ciemyeT BO300OHOBHUTH KaK MOXHO CKOpee TOCIe
MHBa3UBHOU npoucaypel HJIM XHUPYPrudeCKOro BMCHIATCIILCTBA, CCIIM JICHAIUM BpadyoM
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YCTaHOBHeHO, YTO 3TO MO3BOJILCT KIMHHUYCCKAA ChlyalinAd M JJOCIUIHY1 dJ.LClﬁBlebll\/ll ICMOCTds5
(cm. paszmen 5.2.).

IToxxnno# Bo3pacT
Puck KpoBOTEUEHHSI MOKET YBEJIIMUMBATHCS C MOBBIIICHUEM Bo3pacTta (cM. pazaen 5.2.).

JlepMaTonornyeckue peakiumum

[Tpu mpoBeaeHNH MOCTPETUCTPALIMOHHBIX HAOMIOACHUH COOOIIANIOCH O Cly4yasX BOZHUKHOBEHUS
CEPbE3HBIX KOXHBIX peakuui, BKIOYass cuHApoM CtuBeHca-/[)kKoHCOHA / TOKCHYECKUN
SnuAepMalIbHBIA HEKPOJIU3 M JIEKaPCTBEHHO-MHAYIIMPOBAHHYIO pPEaKLHI0 ¢ 303MHOMUINEH U
cucreMHbiMu cumntoMamu  (DRESS-cunapom), Ha ¢Qone mnpumeHeHus puBapokcabaHa
(cm. pazmen 4.8.). ITlamueHTh, TO-BUAMMOMY, TIOJBEPralOTCsl  HAWOOJBIIEMY  PHCKY
BO3HMKHOBEHUS 3TUX PEAKUUH Ha paHHMX dTarnax JICYEHHUsS: HA4yajo peakUud B OOJBIIMHCTBE
CIIy4aeB NMPOUMCXOJUT B TEUEHHUE MEpPBbIX HezAenb JieueHHs. [Ipu mepBoM MOSBIECHUU TSHKETON
KOXKHOM ChIM (HampuMep, MpH €€ pachpOCTPaHEHUH, MHTEHCHU(PHUKAIMKA W/WIH 00pa3oBaHUU
BOJIIBIpEH) MM TpPU HAJIMYMK KAaKUX-THOO JPYrMX CHMIITOMOB THIEPYYBCTBUTEIBHOCTH,
CBSI3aHHBIX C TMOpaXEHHEM CIU3UCTOM  OOOJIOYKH, ClIEeAyeT MpPEeKpaTHTb TEparuio
pYBapoKcabaHOM.

CTH

HmeroTcst orpaHuYeHHbIE JaHHBIE O IPUMEHEHHUH Y JIeTeil ¢ TpOMOO30M BEH IOJIOBHOI'O MO3Tra U
BEHO3HBIX CHHYCOB, Y KOTOPBIX €CTh MH()EKLHUs LEHTPaJIbHON HEPBHOH CHUCTEMBI (CM. pasfeln
5.1.). HeoOxonuMo TiiaTeiabHO OLIEHUBATh PUCK KPOBOTEUEHUS Mepe/l Ha3HAUEHUEM U BO BpeMs
TEpanuy puBapoKcabaHOM.

[Ipenapar PuBapokcaban bemyro He pekOMEHIyeTCsl K TPUMEHEHHUIO Y JIETeH U TOJIPOCTKOB CO
CpeHEeW WIM TSDKENOW CTENEHBI0 HapymeHHs (QYHKIUM IO0YeK (CKOPOCTh KIyOOYKOBOM
dunpTpammn < 50 Mir/Mun/1,73 M%) B CBSI3H C OTCYTCTBHEM KITHHHYECKUX JaHHBIX.
Knunuueckue JaHHBIE O  CONMYTCTBYIOIIEM CHCTEMHOM JICYEHUH JIeTed  MOUIHBIMH
uaruouTopamu ogHoBpeMeHHO CYP3A4 u P-rimukonporenHa oTCyTCTBYIOT (CM. pazaen 4.5.).
JlaHHBIE 110 BpEMEHM YCTAHOBKHM WIM YNAJICHUS HEUPOAKCUAIBHOIO KaTrerepa y MACTeH,
NPUHUMAIOIINX PUBapoKcabaH, OTCYTCTBYIOT. B Takux ciydasix cienyeT MpeKpaTuTh MpueM
puBapokcabaHa U pacCMOTPETh BO3MOXKHOCTh IMPUMEHEHHUS NMAapEHTEPaTbHOIO aHTHKOATYJISHTA
KOPOTKOTO JEHCTBUSI.

BcenomorarenbHbIe BeECTBa

[Ipenapar PuBapokcaban benymno comepxut nakro3y. Ilanmentam ¢ peako BcTpedaromieiics
HACJICICTBEHHON HENEPEHOCUMOCTBIO TajlakTO3bl, 1e(UIIMTOM JIaKTa3bl JoNapel WIN TIHK030-
rajJjakTo3HON MaibabcopOuueit He clieayeT MPUHUMATh 3TOT Ipenapar.

4.5. B3auMmopgeiicTBHMe ¢ JPYrHMHM JIEKAPCTBEHHbIMH MNpenaparamMu W JApyrue BHIbI
B3aUMO/JAeHCTBUSA

Hurnéuropst CYP3A4 u P-rmukonporenHa

CoBMecTHOE TpUMEHEHWE puBapokcabaHa W KeTokoHazona (400 mr 1 pa3 B JeHb) WM
putoHaBupa (600 mr 2 pasa B J€Hb) NPUBOAWIO K MOBBIIMICHUIO CPEIHEH KOHILIEHTpPAIIUH
puBapokcabana B miazme kpoBu (AUC) B 2,6 paza / 2,5 pa3za W yBEIUYCHHUIO CpeaHEH
MakcuManbHON KoHIeHTpauuu (Cpay) puBapokcabana B 1,7 pasza / 1,6 pa3za co 3HaUUTENbHBIM
ycusieHueM ¢dapMakoInHaMU4eckux 3(PQeKToB, YTO MOXKET NMPUBOAUTH K YBEITHYECHUIO pUCKA
KpPOBOTECUCHHS. B CBSI3W C 3TUM NIpUMEHEHUE puBapokcabaHa HE PEKOMEHIYETCS MalKeHTaM,
MOJIYYaAIOLIUM COIYTCTBYIOIIEE CHCTEMHOE JIEYeHHE MPOTUBOTPUOKOBBIMU TIperapaTamu,
TaKUMHU KaK KETOKOHA30JI, UTPAKOHA30J, BOPUKOHA30J M I03aKOHA30J, WJIU HHTHOUTOpAMHU
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nporea3sl BUYU. DT akTUBHBIE BELIECTBA SIBIAFOTCS MOIIHBIMA HHTHOUTOpamMu 1 CY P3A4,
P-rimuxonporenna (cm. pazuen 4.4.).

O>xupaercs, 4TO OpyTryue aKTUBHBIC BEIIECTBA, CUIBHO MHTMOMPYIOUIME TOJIBKO OJUH U3 IyTeH
BBIBeJIeHUs puBapokcabana, wiu CYP3A4, wmm P-rimmkonporenH, B MeEHBIIEH Mepe
YBEJIMYMBAIOT KOHIEHTPALUIO puBapokcabana B miuazme. Hampumep, xkinapurpomurud (500 mr
2 pa3a B JI€Hb), KOTOPBIM CUHMTAEeTCs MOIIHBIM HHTHOUTOpOoM wu30pepmenta CYP3A4 wu
YMEPEHHbIM HMHTUOMTOpOM P-rimkomporenHa, BbI3bIBall — yBenudeHue cpeaneit AUC
puBapokcabana B 1,5 pa3za u yBemuueHue Cpnx B 1,4 pasza. BzaummopeiictBue c
KJIQPUTPOMHUIIMHOM CYHMTACTCS KIMHUYECKH HE3HAYUMBIM I OOJBIIMHCTBA IMAIIMEHTOB, HO
MOKET OBITh MOTEHUHUAIbHO 3HAUYMMBIM Ui TAlMeHTOB M3 TPYMIbl BBICOKOTO pHCKa (A
NAIMEeHTOB ¢ HApyIICHWEM (YHKIUH IOYeK cM. pa3zen 4.4.).

Oputpomuid (500 mr 3 pasa B aeHb), ymepeHnHblii uaruoutop CYP3A4 u P-rnukomnporenHa,
BbI3bIBaNl yBenudenne 3HaueHWi cpemner AUC u Cp,x puBapokcabana B 1,3 pasa.
B3aumopeiicTBie ¢ 3pUTPOMUIIMHOM CUUTAeTCSd KIMHUYECKH HE3HAYUMBIM JUJIsl OOJBIIMHCTBA
NAIMEeHTOB, HO MOXXET ObITh MOTEHIMAIbHO 3HAYMMBIM [UIS MAIMEHTOB U3 TPYIIBI BHICOKOTO
pucka.

VY ManueHToB ¢ JIETKOW CTENEeHbI0 HapylleHus: GyHKIuN noyek sputpoMuiid (500 mr 3 pasa B
JIeHb) BBI3bIBaN yBenuueHue 3HaueHuit cpemaHeit AUC puBapokcabana B 1,8 pa3za u Cyax B
1,6 paza Mo CpaBHEHHWIO C MAIlMEHTAMH C HOPMAJIbHOW (PYHKIMEH IMOYEeK. Y TaIMEeHTOB CO
CpeIHEe! CTeNeHbI0 HapyIeHHUs (PYHKIUHU MMOYEK SPUTPOMUIIMH BBI3BIBAI YBEIUYCHUE 3HAUYCHUN
cpenneit AUC puBapokcabana B 2,0 paza u Cyax B 1,6 pa3a mo cpaBHEHHIO C MAllMEHTaMH C
HOpMalibHOU (hyHKIMEH mouek. DPPeKT spuTpoMHUIIHA ABISETCA aJIUTUBHBIM K HAPYIICHUIO
byHKIMH MoYek (cM. pazzaen 4.4.).

Onykonazon (400 mMr omuH pa3 B JI€HB), KOTOPBIH CUUTAETCS YMEPEHHBIM HHTHOUTOPOM
CYP3A4, Bei3piBan yBenuuenue cpenneidr AUC puBapokcabana B 1,4 paza u yBenuueHue
cpenaeit Chax B 1,3 paza. BzaumopeiictBue ¢ (prIyKOHA3070M CUUTACTCS KIMHUYECKU
HE3HAYMMBIM 711 OOJIBIIMHCTBA MAIlMEHTOB, HO MOET OBbITh MOTEHIUAIbHO 3HAUYMMBIM JIs
NAIMEeHTOB U3 TPYMIBI BHICOKOTO pHCKa (VIS MAIMEHTOB C HapylIeHHEeM (YHKIHU TOYEK CM.
pasznmen 4.4.).

Ha ocHOBaHMM MMEIOUIMXCS OTPAHWYCHHBIX KIMHUYECKHX TaHHBIX HEOOXOAMMO H30eraTh
COBMECTHOI'O IPUMEHEHUS pUBapoOKcabaHa ¢ JPOHEIAPOHOM.

AHTHKOAryJIsIHTBI

[locne opHOBpeMEHHOrO TPUMEHEHHs OHHOKcamapuHa (onHOKpaTHas Jo3a 40 wmr) wu
puBapokcabaHa (ogHOKpaTHas fo3a 10 mr) Habmromancs cymMMarmoHHbIA 3 (PEKT B OTHOIIICHUH
aHTH-Xa aKTUBHOCTH, HE COMPOBOXKIABIIUICS TOMOTHUTENbHBIMH d(PPEKTaMyd B OTHOIICHUU
npo0 Ha CBEPTHIBAEMOCTh KpoBHU (mpoTpoMOuHOBOe Bpems (I1B), akruBupoBaHHOE YacTHUHOE
TpomboruiacTuHoBoe Bpems (AUTB)). DHokcamapun He BIusI Ha (DapMaKOKUHETHKY
puBapokcabaHa.

B cBs3u ¢ NOBBIMIEHHBIM PHCKOM KPOBOTEUEHHUS HEOOXOAMMO COOIIONATh OCTOPOKHOCTH IPH
COBMECTHOM MPUMEHEHHUH C JIIOOBIMH JIPYTUMHU aHTUKOATYJITHTaMH (CM. pasnensl 4.3. u 4.4.).

HIIBII / uHruOuTOophl arperaiii TpPOMOOIIMTOB

[locne coBmecTHOro mHpuUMEHEHHUs puBapokcabana (15 mr) m Hampokcena B go3e 500 wmr
KJIIMHUYECKH 3HAUMMOTO YBEJIMUYEHHUSI BPEMEHU KpOBOTEUEHHs He Habmoganocs. TeM He MeHee,
y OTAENBHBIX JIWI] BO3MOXKEH 00Jiee BBRIPAXKECHHBIN (hapMaKOTUHAMHUYECKHI OTBET.

He nabnioganocs KIMHUYECKH 3HAUMMBIX (PapMaKOKMHETUYECKUX WU (hapMaKOIUHAMUYECKUX
B3aMMO/ICHCTBUI P COBMECTHOM NPUMEHEHUH puBapokcadana u 500 Mr aneTuIcaIuIuIoBON
KHCIIOTHI.

He obnapyxeHo (papMakKOKMHETHYECKOTO B3aMMOICHCTBHS MEXIy puBapokcabanom (15 mr) u
KkionuaorpenoM (HarpysodHas go3a 300 MT ¢ MOCIEaYIOIIMM Ha3HAYCHHEM TIOIIEPKUBAIOIEH
7036l 75 Mr), HO B TMOATPYIMIE MALUEHTOB HAOJIOJAIOCh 3HAYMMOE YBEIMUYCHHE BpPEMEHH
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KPOBOTEUCHHSI, HE KOPPEIUPOBABILIEE CO CTENCHBIO arPerannyt TPOMOOIUTOB U CONCPKAHIEM
P-cenextuna unmn GPIIb/Ila-penenTopa.
Heo6xoaumo co0mroaTh OCTOPOXKHOCTh MpU coBMecTHOM npumeHenun ¢ HIIBII (Bkimrouas
aleTUWICAIUIMIOBYIO KHUCJIOTY) M MHIHMOMTOpaMH arperanuu TPOMOOLUTOB, HOCKOJBKY

NPUMEHEHHE HTUX MPETapaToB OOBIYHO MOBBIIIAET PUCK KPOBOTEUCHHS (CM. pasnen 4.4.).

CHUO3C / CUO3CH

Kak u B ciydyae mpuUMEHEHMsI [PYrMX aHTUKOATyJISHTOB, BO3MOKHO YBEIHMYEHHE pHCKa
KPOBOTEUECHHS] Yy TAIMEHTOB TMPH OJHOBPEMEHHOM TMPUMEHEHHH C CEJIICKTHBHBIMU
uHruouTopamu odpatHoro 3axpata ceporoHnHa (CMO3C) wnu ceneKTUBHBIMH WHTHOMTOpaMHU
oOpatHoro 3axBaTta cepoTroHuHa u HopanuHeppuna (CHMO3CH) BciencTtBue BIHMSHHS ITHX
npernapaToB Ha TpoMOOIUTHL. Pe3ynbTaThl KIMHMYECKUX HCCIEIOBaHUN puBapokcabaHa
MPOJEMOHCTPUPOBAIH YHCICHHOE MOBBIMICHUE OONBIITNX U HEOONBIINX KIMHUYECKH 3HAYUMBIX
KPOBOTEUYEHH BO BCEX IpyMmax JeueHus: Ipu COBMECTHOM IPUMEHEHUHU ITUX TperapaToB.

Bapdapun

Ilepexon manueHToB ¢ aHtaronucra ButamuHa K Bapdpapuna (MHO or 2,0 mo 3,0) Ha
puBapokcaban (20 mr) wiam ¢ puBapokcabana (20 mr) ma Bapdapun (MHO ot 2,0 go 3,0)
yBenuuuBai nporpombunoBoe BpeMss/MHO (Neoplastin) B 60mbI11e# CTENEHH, YeM TPHU IPOCTOM
cymmupoBanuu 3gdextoB (oraenbHbie 3HadeHnss MHO moryt nocturath 12), B TO Bpemsi Kak
BinusHue Ha AUTB, nonaBnenne aktuBHOCTH (hakTopa Xa W YHAOTECHHBIN MOTEHIIMAT TPOMOUHA
(OI1T) ObLIM axIUTUBHBIMH.

B cirygae HeoOxoaumMocTH uccieaoBanus papmakoauHaMuieckux 3 pexToB puBapokcabaHa BO
BpeMsl TEPEXOJHOT0 TMEepHoJa, B KAueCTBE TECTOB, HAa KOTOPHIE HE OKa3bIBAeT BIIHSHHE
Bap(dapuH, MOKHO HCITOJIH30BaTh onpeaeneHrne antu-Xa aktusHocTH, PICT u HepTest. Haunnas
¢ 4-ro mHS mocIe TpueMa MocleAHel 103kl BapdapuHa Bce JlabopaTOpHBIC MOKa3aTelu (B TOM
gucne [1B, AUTB, uarnbupoBanue aktuBHOCTH (aktopa Xa u DI1T) orpaxkanu TOIbKO BIUSHHAE
puBapokcabaHa.

B cnydae HeoOxomammocTu wuccienoBanus (apmakoaunHamudeckux 3¢ dexToB BapdapuHa BO
BpeMs TIEPEXOJIHOTO TMEPHOa, MOXET OBITh MCIOJIB30BaHO W3MepeHue BenmumuuHbl MHO mpu
Cupomexyr. pUBapokcabaHa (cmycTss 24 dYaca mocjie IpeAblIylIero INpHeMa pHBapokcabaHa),
MIOCKOJIBKY pHBAapOKca0aH OKa3bIBA€T MMHUMANbBHBIA 3()(EeKT Ha 3TOT MOKa3arenb B JaHHBINA
MOMEHT BPEMEHH.

DapMaKOKHHETUYECKOTO B3aUMOJICHCTBUS MEXIy BappapuHOM U puUBapoKcabaHOM He
HaOJIFOJAJIOCh.

HNuaykropst CYP3A4

CoBMecTHOE TIpUMEHEHHE puUBapokcabaHa ¥ pudaMIUIKHA, SBISIFOMIETOCS  MOIIHBIM
uaayktopom CYP3A4, mnpuBoguno k cHmwkeHuto cpeaneit AUC  puBapokcabaHa
npubmm3utenbHo Ha 50 % U OAHOBPEMEHHOMY YMEHBIIIEHHIO €ro (papMaKoIUHAMUYECKHIX
3¢ dexroB. CoBMECTHOE NMPUMEHEHHE pPHUBAapOKca0aHa C JAPYTMMH MOIIHBIMH WHIYKTOpaMHU
CYP3A4 (manpumep, QeHuTonHoM, KapOamazenuHoM, (eHoOapOUTaIIoOM WM NpenapaTamu
3Bepobost mpoabIpsBiIeHHOTO (Hypericum perforatum)) Takke MOXET MPUBECTH K CHUKCHHIO
KOHIIEHTpalluii puBapokcabana B IutazMe Kposu. CremoBaTelbHO, HEOOXOAMMO U30erarhb
OJHOBPEMEHHOI0 MPUMEHEHHS MOIIHBIX HHAYKTOpOoB CYP3 A4, kpoMe ciydaeB, KOorjga naydeHT
HAXOJUTCS TOJ| TIIATEIbHBIM HAOMIOJEHHNEM Ha MPEAMET Pa3BUTUS MPU3HAKOB U CHMIITOMOB
TpombO3a.

[Ipoyas conyTCTBYIOMIAs Tepanus
Knunnuecku 3Ha4MMBIX (papMaKOKMHETUYECKUX MM (hapMaKOJAWHAMHYECKUX B3aHMMOACHCTBUIMA
MpH COBMECTHOM TNPUMEHEHHHM puBapokcabaHa ¢ wmugaszonamoMm (cyoctpar CYP3A4),
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JTUTOKCMHOM  (cyOctpar P-rmukomporenna), —aropsactarnHoM — (cyocrpar— CYP3A4—n
P-rimmkxonporenHa) uinm oMenpa3onoM (MHTHOUTOP IPOTOHHOM IMTOMITHI) HE HAOJI01aI0Ch.
PuBapokcaban He unruupyer u He uaaynupyer CYP3A4.

BrusHnue Ha 1a6opaTopHbIe mapamMeTphl
PuBapokcaban oka3bpIBaeT BIMSHHE Ha TOKa3aTenw cBepTbiBaeMoctu Kpou (IIB, AUTB,
HepTest) B cBsi3u cO CBOUM MEXaHU3MOM JeicTBUS (CM. pazaen S.1.).

eTu
HccnenoBanus B3auMOJEHCTBUS MPOBEACHBI TOIBKO y B3pOCIbIX. CTENeHb MEXIEKapCTBEHHBIX
B3aUMOJICUCTBUM Yy JeTel Hen3BecTHA. lIpuBecHHbIE JaHHBIE O B3aUMOJCHCTBUH, IIOJyYCHHBIE
y B3pOCIBIX MALMEHTOB, W MpeaynpexaeHus B pasgene 4.4. NOIKHBI ObITh HPUHATHL BO
BHUMAaHUE IS I€IUAaTPUIECKON MOIYJISALUH.

4.6. DepTHIBLHOCTD, 0EPEMEHHOCTH U JIAKTALMS

bepemeHHOCTD
BbezonacHocTh M 3P HEKTUBHOCTH NPUMEHEHHS pHUBapoKkcabaHa y OEpeMEHHBIX XCHIIUMH He

yCTAQHOBJIEHBI. JlaHHBIE, T[OJyYE€HHBbIE B UCCICIOBAaHMSIX HAa JKUBOTHBIX, I0Ka3aJH
PENpPOAYKTUBHYIO TOKCUYHOCTb. BCaencTBue BO3MOKHON PENPOLYKTUBHON TOKCUYHOCTH, PUCKa
pa3BUTHUS KPOBOTEUEHHS U JTAHHBIX O CIOCOOHOCTH pUBAapOKcabaHa MPOHUKATh Yepe3 IUIALEHTY,
npenapat PuBapokcaban benymno mpoTuBomoka3as Bo BpeMsi OepeMeHHOCTH (cM. pa3zaen 4.3.).
JKeHIMHBI AETOPOJHOrO BO3pacTa JODKHBI H30eratb OEpeMEHHOCTH BO BpeMs Tepanuu
puBapokcabaHOM.

Jlakramus
be3onmacHocth W 3 dexkTUBHOCTH pHBapokcabaHa y JKEHIIMH B TEPUOA TPYIHOTO

BCKApPMJIMBaHHUsI HE YCTAHOBIIEHBbI. J[aHHBIE, IOJIyYEHHBIE B HCCIIECJOBAHMSIX Ha YXUBOTHBIX,
[IOKa3bIBAIOT, YTO pPHUBApPOKCA0aH BBIAEISETCA C TPYAHBIM MosIokoM. Ilostomy mnpemapar
PuBapokcaban benymno npoTuBomnokaszan B epuoJl IpyAHOTO BCKapMiIMBaHus (cM. pasnen 4.3.).
Heob6xonuMo  npuHATH  pelieHMe 00  OTMEHe  TIPYAHOrO  BCKapMJIMBaHMUS WX
IpeKpalleHNH/ IIPUOCTAHOBKE TEPAITHH.

DepTUILHOCTD

CrernuanbHBIX UCCIICIOBAHMM TI0 OIEHKE BIMSHUS pUBapoKcabaHa Ha (EePTUILHOCTh y YEIOBEKa
HE TPOBOAMIIOCH. MccrmenoBaHus TMOKa3aid, 4TO pUBapokcabaH HE BIMSIET HA MYXKCKYIO U
YKEHCKYIO (PE€PTHIIBHOCTD Y KPBIC.

4.7. Bausinne HAa CHOCOOHOCTH YNPABJATH TPAHCIMOPTHBIMH CpPeACTBAMHM M padoTath ¢
MeXaHU3MaMH

PuBapokcaban  oOka3piBaeT HE3HAYUTEIBHOE BIMSHUE Ha  CIIOCOOHOCTh  YIPaBJISATh
TPAHCTIOPTHBIMU CPEJCTBAMH U MEXaHU3MaMH. BTN 3aperucTprupoBaHbl TAKHE HEXKENATEIbHBIC
peakiu Kak OOMOpOK (4acToTa: HEYacTO) M TOJIOBOKPYKEHHE (JacToTa: 4acTo) (CM. paszen
4.8.). IlamueHTsl, y KOTOPHIX BO3HHUKAIOT MOJOOHBIC HEXKENAaTeIbHBbIC PEAKIUU, HE OJIKHBI
YIOPABISITH TPAHCTIOPTHBIMH CPEJICTBAMU WJTH JPYTUMHU MEXaHU3MaMH.

4.8. He:xennaTesibHbIE peaKIUU

Pestome npoduiis 6e3onacHoCTH
BbezonacHocTh prBapokcabaHa OllEHHMBANACh B TPHHAAIATH OCHOBHBIX HccienoBanusax 111 ¢a3zer
(cm. Tabmwuy 1).
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OTEETCTEYET 3KCTNEPTHOMY OTYETY

7218

(NOCNEQCBATENEHOCTEL 0002)

Cymmapno 69608 B3pOCIbIX MANIMEHTOB B ICBSITHAMIATH UCCIECHOBaHmIX 1 (a3sr w488 meTeit B
nByx uccnenoBanusx Il ¢aszer u nByx uccnenoBanusx Il dha3er mpuHUManu puBapokcadaH.

Ta@zuua 1. Yucno nayuenmaoe, ydacmeosasuux 6 uccxzedoeaHuﬂx, CymMmapHrast Cymo4Has 0o3a u
MAKCUMAIbHAA npOOOJZ.?lCMme./ZbHOCWlb AeyeHus 6 KAuHuyeckux ucciredosarnusx I ¢a3bl C
yacmuem 63pocCilblx U neduampuuecmtx nayuermaoe.

Iloka3zanue Yucno CymMmapHas cyToyHas n1o3a | MakcumMajJbHast
NalUEeHTOB* NPOI0JKHTEb-
HOCTb JieYeHHs
[IpodunakTrka BEeHO3HOI 6 097 10 mr 39 nmueit
TpomMOo3MO0nu (BTD) y B3pocibix
MAI[EHTOB, MIEPEHECIITNX TUIAHOBYIO
OTIepAaIIHIO 110 3aMeHe Ta300eIPEHHOTO
WM KOJICHHOTO CyCTaBa
IIpodunaktuka BTD y narueHTos, 3997 10 mr 39 nmueit
TOCHHUTAIM3UPOBAHHBIX C OCTPBIM
MEANIUHCKUM COCTOSTHUEM
Jleuenne TpomM603a TITyOOKMX BEH 6 790 Henp 1-21: 30 mr 21 mecsitg
(TI'B), TpoMO03MO 0TI JIETOTHOM Hauwnnas ¢ 22 gus: 20 mr
aprepuu (TOJIA) u npodunakrTuka Ilocne MuHHMYM 6 MecsILEB:
peUMANBOB 10 mr wiu 20 mMr
Jleuenne BTO u npodunaktuka 329 [o3a, ckoppekTupoBaHHasi B |12 MecsneB
peunauBoB BTD y noHomeHHbIX 3aBHCHUMOCTH OT MacChl Tena,
HOBOPOXJICHHBIX U JIETEH B BO3pacTe 10 JUTSL TOCTHYKEHHS SKCITO3UIIHH,
< 18 et mociie HaYaIbHON HaOJIFOTABIICHCS Y B3POCIIBIX,
CTaHJapTHOHN aHTUKOAryJIssHTHOU nosrydaBmux 20 mr
Tepanuu puBapokcabaHa OJIiH pa3 B
neHb it nteuenus TT'B
IIpodunaktuka HHCYNbTa U cucTeMHOM |7 750 20 mr 41 mecsitg
TpoMO03IMOOINH Y TALUEHTOB C
¢$bubpuuALuel npeacepauit
HEKJIAITAaHHOTO TMPOUCXO0XKICHUS
IIpodunaktuka areporpomboTHyeckux |10 225 5 mr wm 10 mr 31 mecsit
COOBITHH y TTAIIIEHTOB TIOCJIE OCTPOTO COOTBETCTBEHHO,
kopoHapHoro cusapoma (OKC) B KOMOHMHAIIUY C alleTHIICAIIN-
ITUJIOBOM KUCJIOTOM HITH
ALETUICATULIAIIOBOM
KHCIIOTOH ¢ KIIONUAOTPEIoM
WIH THUKJIONUAUHOM
[Ipodpunaktika ateporpomOoTHUecKuX |18 244 5 wmr B KoMmOumHaumuu c|47 Mecsies
COOBITHH y MAIIMEHTOB C UIIEMHYECKON aleTUICATUIINIIOBOM
6omnesnnpio cepana (MbC) wmu kuciotor wm 10 Mr B
3a0oJeBaHreM nepuepuIecKux MOHOTEpAINu’
aprepuid (311A) 3 256%* 5 wmr B xoMmOmHamuu c|42 mecsna
aleTUIICATULMIIOBOM
KHUCIIOTOU

* TlarpieHTHI, TOTYYUBIINE, TI0 MEHBIIIEH Mepe OAHY 103y pUBapoKcadaHa.

** 13 uccnenoBanus VOYAGER PAD.

Hawuboiee gacto PETUCTPUPYCMBIMHU HCKCIATCIbHBIMU PCAKIUAMHA y MALMCHTOB, MOJYYaBIIUX

puBapokcabaH,

ObTH  KPOBOTCUYCHHS

(cm.

HHWXKE

oIpas e

«Onucanue

OTACIBHBIX

HEXXeNaTeNbHBIX peakiuit», cM. pasznen 4.4.) (Tabmuma 2). Haubonee yacTo perucTpupoBaluch
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

e
ot 15.03.2025 Nz 7218

(NOCNEAQCBATENEHOCTE 0002)
Takhue KPOBOTEUYCHHS, KaK HOCOBOE KpOB ;5% =
kpoBoteuenue (3,8 %).

Tabnuya 2. Yacmoma 603HUKHOBEHUs KPOBOMEUEHUN™ u anemuu y NayueHmos, Nnoayydeuiux
JleyeHue pueapokcabaHom 6 3a8epuieHHbIX KiuHuyeckux uccireoosanusx Il ¢azvl ¢ yuacmuem
83POCIBIX U NeOUAMPU1EeCKUX NAYUEHMO8.

IToxazanue Jloboe AHeMus
KpPOBOTEYEHHE
[Mpodunaktika BeHO3HOH TpoMOoIMOOIMK (BTD) v 6,8 % manrueHToB 5,9 % manueHToB

B3POCIIBIX MAIMEHTOB, IEPEHECIINX MITAHOBYIO
OTIEPAIIUIO TI0 3aMEHE Ta300€JPEHHOTO HIIH KOJIEHHOTO
CycTaBa

[podunaktika BeHO3HOH TPOoMO0IMOOINH Y 12,6 % marueHToB 2,1 % manmeHToB
HaIUCHTOB, TOCTIUTAIM3UPOBAHHBIX C OCTPBIM
MEIUIUHCKUM COCTOSTHHEM

Jleuenne TI'B, TOJIA u npodunakTHka peluInBOB 23 % marmeHToB 1,6 % manneHToB

Jleaenue BTO u npodunaxTtuka peruansoB BTO y 39,5 % marueHToB 4,6 % manueHToB
JIOHOIICHHBIX HOBOPOXKJICHHBIX U AETEH B BO3pACTE
< 18 ner mocie Ha4aIbHOW CTaHIAPTHOM
AHTHUKOATyJISTHTHOW Teparnuu

[IpodunakTruka HHCYJIBTAa U CUCTEMHOU TpoMO03MOomuu | 28 coObituit Ha 100 | 2,5 coObitus Ha 100
y MaIMeHTOoB ¢ pubpuIsAImeit npeacepanii MaIMUeHTO-JIeT MaIMeHTO-JeT
HEKJIAMaHHOTO MPOUCXOXKICHHS

[Ipodpunaktika aTepoTpOMOOTHYECKUX COOBITHI Y 22 na 100 1,4 12 100
nanueHToB nocie OKC HalUEHTO-JIeT HalUEHTO-JIeT
[Ipodpunaktika aTepoTpOMOOTHYECKUX COOBITHH Y 6,7 Ha 100 0,15 na 100
nanueHToB ¢ UbC wm 3I1A HalUEHTO-JIeT HalueHTo-1eT™*
8,38 na 100 0,74 1a 100
MALMEHTO-TIET MAUEHTO-eT****

* Bo Bcex KJIMHMYECKHX MCCIEIOBAaHMIX pHBapOKcabaHa Bce CIydaW KPOBOTEUEHHUS COOUPAIOTCS,
PETHCTPUPYIOTCS M OLICHUBAIOTCS.

** B wmccnenoBanmum COMPASS dactoTa BCTpedaeMOCTH aHEMHHM HU3Kasl, MMOCKOJIBKY TMPUMEHSIICS
BBIOOPOYHBIN MOJAXO K COOPY NaHHBIX MO HEXeNaTeIbHBIM SBICHUSM.

**% JIpu cOope JaHHBIX O HEKENIATENbHBIX SBICHUSIX NPUMEHSIICS BBIOOPOUHBIN TTOAXO.

# 13 uccnenoBanus VOYAGER PAD

TabnuuHOE pe3roMe HeXKeIaTSIIbHBIX PEaKIui

YacroTa BCTpEUaeMOCTH HEKeJIaTeNbHBIX peakiiii, 3aperuCTPUPOBAHHBIX Y JI€TE€H U B3POCIBIX
py IPUMEHEHUU puBapokcadaHa, mpuBeneHa B Tabmuie 3 HUXKe ¢ pa3felieHueM M0 CUCTEMHO-
opranubiM kiaccaMm (MedDRA) u o wacrorTe.

YacToTa BCTpEYaeMOCTH OMpeesieTcs Kak:

o4deHpb yacto (>1/10),

gacTo (ot >1/100, HO < 1/ 10),

Hevacto (ot >1/1 000, HO <1/100),

peaxo (ot >1/10 000, o <1/1 000),

oudeHb peako (<10 000),

4acTOTa HEM3BECTHA (HA OCHOBAHUU MMEIOIINXCS TaHHBIX OIICHUTh HEBO3MOXKHO).
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 18.03.2025 N= 7218

(NOCNEQCBATENEHOCTE 0002)

Tabnuya 3. Bce nexcenamenvhvle peakyuu, 3apecUCTIPUPOGAHABIC ) G3POCTEIX NAYUCHINOE 8
KAuHUYeckux uccredosanusx Il gazvl unu 6 xode nocmpecucmpayuoHHo20 npumerenus™, a
makoice y neduampuyeckux nayuenmos 8 08yx uccieoosanusx Il gpazol u 08yx uccnedosanusx 111
gasol.

Yacro Heuacto Penxo O4enb penko Yacrora
HEU3BECTHA

Hapymienusi co cTopoHbI KpoBH 1 JINMpaTHUECKOIi CHCTeMBbI
Anemust TpomboruTo3
(BKITFOUAS (BKITFOUAS
COOTBETCTBYIOIINE |TTOBBIIIICHHUE
nabopaTopHEIE KOJTMYICCTBA
MTOKA3aTeIH) TpOoMGOIUTOB)",
TPOMOOIIUTOTICHUS

Hapymiennsi co cTOpoHbI HMMYHHOI CHCTEMBI

Annepruueckas Amnadunaxtaye-
peaxuus, CKHUE peaKLuy,
aJuIeprudecKui BKJIIOYAst
JEpMaTHT, aHaUIaKTHYeCKU
aHTHOHEBPOTHYE- HI0K

CKHI OTEK U
aJIepPruaecKuit
OTEK

Hapymiennsi co cTOpoHbI HEPBHOI CHCTEMBI
l'onoBokpyxenue, |BryTpumosrosoe n
roJI0BHast 00Jb BHYTpUYEPETHOE
KPOBOM3JIUSHUE,
00MOPOK

Hapyuienusi co cTOpoHbI OpraHa 3peHus
KpoBouznusinue B
a3 (BKIto4as
KPOBOUBIIUSHUEC B
KOHBIOHKTHBY)

Hapyuienus co cTopoHsI cepana
Taxuxapaus

Hapymenus co cTopoHbI coCy10B

CHmxenue
apTepUAILHOTO
JaBJIEHUS,
reMaToma

Hapymeﬂml CO CTOPOHBI JAbIXaTeJIbHOM’ CHUCTEMbI, OPraHoOB pr,IlHOﬁ KJIETKH U CPEAOCTCHUSA

Hocosoe Do3uHopHIBHAS
KpPOBOTEUCHUE, MTHCBMOHHUS
KPOBOXapKaHbe
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CMEPTHOMY OTYETY

ot 18.03.2025 N= 7218
(NOCNEAOBATENBHOCTS 0002)
Yacro Heuacto Penro O4ens penro Hacrora
HEU3BECTHA
KesynoyHo-KHM1IeYHbIe HAPYLICHUSI
KpoBorounsocts | CyxocCTh BO pTY
JIECEH, KEyJOIHO-
KHLIEYHOE
KpOBOTEYEHHE
(BKITIOYAS
peKTaIbHOe
KpOBOTEYCHHE),
Oonu B obnactu
KEITyT0YHO-
KHIIEYHOTO TPaKTa
U B )KUBOTE,
JUCTIETICHS,
TOMHOTA, 3amop’,
nmapes, pBoTa’
Hapymenusi co cTOpOHbI MEYEeHH H KeTUeBBIBOAAIINX MyTeil
[ToBeimenue Hapymenne Kenryxa,
aKTUBHOCTU (YHKLUY [T€YEHHU, |IIOBBIIICHUE
TpaHCaMHHA3 MOBBIILICHHE KOHILIEHTpAIUU
KOHIICHTPALH KOHBIOTHPOBaHHOTO
OwupyOuHa, OmupyOunHa
TIOBBIIIICHAE (pu
AKTUBHOCTHU COITyTCTBYIOIIEM
LIETI0YHON MOBBIILICHUN
docdaraser kposu”, |akTuBHOCTH AJIT
MOBBLIIIEHHE i 0e3 Hero),
aktusHoctd ['TT* XO0JIECTAa3, TeNaTuT
(BxITIOHast remaro-
HEJUTIOISIPHOE
MIOBPEKCHUE)
Hapymienusi co CTOPOHBI KOKM M OAKOKHBIX TKaHel
KoxHnslit 3y1 Kpanusnauna Cunapom
(BKIMIOUAst HEYACTHIE CruseHca-
ciydau JI>xoHCcOHa /
TeHEepaIN30BaHHOIO TOMNYECKUN
3yna), KoKHas SMHAEPMATEHBIN
CBlIIb, IKXHMO3, HEKpPOJIN3,
KOXKHBIC H DRESS-cunapom
MOJIKOKHBIE
KPOBOM3IUSHUS
Hapymiennsi co cTOpOHBI MBIIIIEYHOM, CKeJICTHOH M COeTHHUTEIbHOM TKAHU
Bons B I'emaptpo3 Kposousnusuue B KomnaptmenT-
KOHEUHOCTAX MBILIIY CHUHIPOM Kak
CJIEJICTBHE
KpOBOTEUYEHHUS
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

ot 18.03.2025 N= 7218
(NOCNEOCBATENEHOCTES 0002)
Yacro Heuacto Penro O4ens penro Hacrora
HeH3BeCTHA
Hapyuienus co cTOPOHBI MOYeK ¥ MOYeBBIBOASIIIINX MyTel
KpoBoteuenue u3 IToueunas
YPOT€HHUTAIBHOTO HEJIOCTATOYHOCTB /
TpakTa (BKJItOYas ocTpas moveyHast
reMaTypuro u HEZO0CTAaTOYHOCTh
MeHopparuio®), KaK CJICIICTBHE
HapylICHUE KPOBOTCUYCHHUS,
(hyHKITH ITOYEK JIOCTATOYHOTO JJIS
(BKITIOUAs TOTO, YTOOBI
MTOBBIIIICHHE BBI3BaTh
KOHIICHTpAIIIH runonepdysuto;
KpeaTHHUHA B He(ponaTus,
KpPOBH, TTOBBILIICHHE aCCOLIMMPOBAHHAs C
KOHIICHTpAIIH MPUEMOM
MOYEBHHBI B KPOBH) AHTHKOATYJISTHTOB
OO0mue HApYLIeHUA M PeaKIii B MecTe BBeleHUs
JIuxopamxa®, Yxyamenue JlokaneHEIii oTeK”
nepugeprudeckuii | odmiero
OTEK, CHI)KCHHE CaMOYyBCTBHSA
o011eit pusuueckoil | (BkiIoyas
CWJIBI M SHEPTUH HEJIOMOTaHUE)
(BKIHOYas ¢1a00CTh
Y ACTCHUIO)
JlaGopaTopHble M MHCTPYMEHTANbHbIE TaHHbIE
[ToBbIIEHHE
aKTHUBHOCTH HI[FA,
MTOBBIIIICHHE
AKTUBHOCTH
nunaser’,
MOBBIIIICHHE
AKTUBHOCTH
aMuaser”
TpaBMbl, THTOKCHMKAIINU U OCJI0KHEHUS NMPOLexyp
KpoBoteuenue Cocynucras
nocJje npoueayp TCeBIOAHEBPU3MA”
(BKITIOUAS TTOCITE-
OTIEPAIIIOHHYIO
AHEMHUIO H

KPOBOTCUCHHUE U3
paHbl), yIumo,
BBIJICICHUE CEKpeTa
W3 paHbl

A: HaOmoganmuck npu npopuiakTuke BTD y B3poCHbIX MAIMEHTOB, MEPSHECHINX TUIAHOBYIO OTEPAaIUI0
0 3aMEHE Ta300eAPESHHOT0 I KOJICHHOTO CyCTaBa.

B: nabmomanuchk npu neuenund TI'B, TOJIA u npodunakTuke pelydaMBOB KaK OYCHb YacCThIC Y JKEHIIHUH
MOJIOXKE 55 JeT.

C: HaOmOJaIMCh KaK HEYacThIe B paMKax MPO(UIAKTHKU aTepPOTPOMOOTHUECKUX COOBITUH Y MAIUCHTOB
nocite OKC (mocie 4peckoXKHOTO KOPOHAPHOTO BMEIIATEIHCTBA).

* TIpuMeHsyICcsS TpeIBApUTEIbHO 3a/IaHHBIN BEIOOPOYHBINA MOJIXOA K COOpY JIAHHBIX 10 HeXellaTeIbHBIM
SBIICHUSAM B OTHEIbHBIX nccnenoBanusx Il ¢as3el. Ha ocHOBaHuM aHanmM3a NaHHBIX 3TUX WCCIEIOBAHUN
qacToTa HEXKEJIaTCIbHBIX peaKHI/Iﬁ HE TOBBICUJIACH, 1 HOBBIX HCXKCIIATCIbHBIX JICKAPCTBECHHBIX peaKHI/Iﬁ
UACHTU(UITUPOBAHO HE OBLIO.
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COOTBETCTE '1~"!ET _E_I‘i' CMNEPTHOMY OTYETY

ot 18.03.2025 Nz 7218

(NOCNELOBATENBHOCTE 0002)

OnucaHye OTAENbHBIX HEXKEJIATEAbHbIX PEAKIIN

YuuteiBasg (papMakoJOTHUECKUN MeXaHH3M JAEHCTBHS, NPUMEHEHUE pUBapoKcabaHa MOXKeT
COTIPOBOKAATHCSI MOBBIIIEHHBIM PUCKOM CKPBITOTO WJIHM SIBHOTO KPOBOTEUEHUS U3 JIIOOBIX TKaHEH
Y OpraHoOB, KOTOPOE MOXKET IPUBOANUTH K IOCTIEMOpPparuueckoi anemuu. IIpu3Haku, cMMIITOMBI
U CTENEHb TSHKECTU (BKJIIOYAsl JIETANbHBIM MCXOZ) OyAyT BapbUpOBaTh B 3aBHUCHUMOCTH OT
JOKaJU3allMM, WHTEHCUBHOCTH WM TPOJOJKUTEIBHOCTH KPOBOTCUCHHS] W/WIM aHEMHUH
(cm. mogpaznen «JleyeHue kpoBoTedeHHi» pazaena 4.9.). B KIMHMYECKHX WCCIIETOBAHUIX
KPOBOTEUCHHS M3 CIIM3HUCTHIX 000JI0UeK (2 MMEHHO: KPOBOTEUEHHE U3 HOCA, IECEH, KeNyI0UHO-
KHMIIIEYHOTO TPaKTa, MOYENOJIOBOM CHCTEMBI, BKJIOUYas AHOMAJIBHOE BarMHAJIBHOE WIIN
YCUJICHHOE MEHCTpYaJbHOE KPOBOTEUCHHE) M aHEMHUs HAONIONANMCh Yallle MPH UIUTEIbHOM
JIeYCHUHN puBapokcabaHnoM 1o cpaBHeHHIO ¢ JieueHneM ABK. Takum o0pa3om, B TONOJIHEHHE K
HaJUIeKaIEMY KIIMHUYECKOMY HaOJII0ICHUIO, nabopaTopHoe UCCIIEJOBaHKE
reMOrJIoOOMHa/TeMaTOKPUTa MOKET ObITh 3HAUUMBIM JIJISl BBISIBIIEHUSI CKPBITBIX KPOBOTEUEHHUH U
KOJINYECTBEHHON OIICHKM KJIMHUYECKON 3HAUYMMOCTH SIBHBIX KPOBOTEYEHHMH B Cllydasx, KOrJa
IPUMEHUMO. PUCK pa3BUTHS KPOBOTEUEHUN MOXKET OBITh MOBBIIICHHBIM Y OMPENEICHHBIX TPYIIII
NAlMEHTOB, HAIpUMeEp, Y MALUEHTOB C TSHKEIOM HEKOHTPOIMPYEMOM apTepUabHOU
TUIEepTEeH3UeN W/WIKM MPU COBMECTHOM MPUMEHEHUH C IpernapaTamMy, BIUSIOIIMMU Ha TeMOCTa3
(cm. monpasnen «Puck kpoBoTeueHms» pazjaena 4.4.). MeHCTpyallbHO€ KPOBOTEUECHHUE MOXKET
ObITH O0JIee OOMIBHBIM W/WIIH TIPOIOJKUTEIHHBIM.

['emopparuueckue OCIOXHEHHMSI MOTYT TpOSBIATHCA B BHAe ciabocTv, OJeIHOCTH,
TOJIOBOKPY>KEHUS, TOJIOBHOW OOJIM MM HEOOBSCHUMBIX OTEKOB, OJBIIIKH MM HEOOBSICHUMOTO
nIoka. B HEKOTOpBIX ciyyasx BCIEACTBHE aHEMUHU HAOJI0aliCh CUMIITOMBI HIIIEMUH MUOKap/a,
TaKue Kak 00JIb B TPYAH U CTEHOKAPIHSL.

[Ipu npumeHeHun puBapokcabaHa pPETUCTPUPOBAINCH TaKHE€ M3BECTHBIE OCIOKHEHUS,
BTOPUYHBIE 110 OTHOLICHUIO K TSKEJIBIM KPOBOTEUEHUSM, KaK CHHIPOM IOBBILIEHHOIO
cyodacimanpbHoro  gaBiaeHUs  (KOMIApPTMEHT-CHHIPOM) H  TIOYeYHAas HEIOCTATOYHOCTH
BCJIEZICTBHE TUTONEPPY3UN WK HePpOIaTHsi, aCCOLMMPOBAHHAS C TPUEMOM aHTUKOATYJISTHTOB.
Takum o0pa3oM, cieayeT y4YUThIBaTh BO3MOXKHOCTh KpPOBOTEUEHHS IMPH OLIEHKE COCTOSHUS
JT1000T0 MalUEeHTa, MOTYYaOIer0 aHTUKOATYJISHTHL.

eTu
Jleuenue BTO u npogpunakmuxa peyuoueos BTI

Onenka 6e30MMacHOCTH Y I€TeH U OJPOCTKOB OCHOBAHA Ha JAHHBIX MO O€30MacCHOCTH OTKPBITHIX
WCCJICIOBAHUI C aKTHBHBIM KOHTpoJieM (aByx ucciemoBanuii 11 ¢a3er m omnoro Il daser) ¢
y4JacTHeM JieTeil B Bo3pacte oT poxaeHus 10 < 18 ner. JlaHHble Mo 6e30nacHOCTH OBUIH B IIEJIOM
COTIOCTaBUMBI Ul pUBapoKcadaHa M Mpenapara CpaBHEHUS B Pa3IMUHBIX BO3PACTHBIX Ipymmax
nereii. B memom mpodwmib OezomacHoctH y 412 gerell M MOAPOCTKOB, MOJMYYaBIIUX
puBapokcabaH, ObUT aHajgoruyeH Npoduito OE30MacHOCTH, HaOIIJaeMOMY BO B3pOCIIOi
MOMYJISIIIAA, W COXPAaHSJICS B pPa3HbIX BO3PACTHBIX TPYIAX, XOTA OIEHKa OrpaHUYeHa
HEOOJIBIINM KOJTMYECTBOM IMAllUEHTOB.

lonoBuast Gonb (oueHb uacto, 16,7 %), nmxopamka (odenp dyacto, 11,7 %), HocoBoe
KpoBoTedueHue (oueHb yacrto, 11,2 %), pota (ouenp yacro, 10,7 %), Taxukapaus (dacro, 1,5 %),
NOBBIIIEHUE KOHILEHTpanuu Owinpyouna (dacrto, 1,5%) ¥ TOBBbIIEHHE KOHLEHTpAIUU
KOHBIOTHpOBaHHOTO Ounupybuna (peako, 0,7 %) perucTpupoBaluch y MeAUATPUUECKUX
MAIMEHTOB YaIlle, YeM y B3pocibiX. Kak v BO B3pOCIOi monmymsSiuu, MeHopparus Haboqanach
y 6,6 % (4acto) NeBOYEK-MOJPOCTKOB MOcie MeHapxe. TpomMOouuTONeHus, HaOmomaeMas B
pamMKax TOCTPETUCTPAIMOHHOTO MOHUTOPHUHTA BO B3POCION TOMyNISANHWH, B KIMHUYECKUX
WCCIICOBAHMUAX  CpelM  TeAuaTpUYecKol momyssinuu  HaOmomamack dacto (4,6 %).
HesxenarenbHble JIeKapCTBEHHBIE PEaKIUK y JIeTei ObUTM B OCHOBHOM OT JIETKOM 0 YMEPEHHOM
CTETEeHH TSKECTH.
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Co0011IeHHE 0 TT0/I03PEBACMBIX HEKEJIATESIbHbBIX PECAKITINX

BaxHo coo0maTs 0 MOA03PEBAEMBIX HEXKENATEeIbHBIX PEAKUUAX I[OCIE PErucTpanuu
JIEKapCTBEHHOTO Tperapara ¢ 1esibl0 00eCeyeHns HEMPEPbIBHOTO MOHUTOPUHTAa COOTHOILICHHS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOrO Mpenapara. MeAMIUMHCKUM pPAaOOTHUKAM PEKOMEHAYeTCs
coolmiate O JOOBIX MOJO3PEBACMBIX HEKENATENbHBIX PEaKIMAX JIEKAPCTBEHHOTO Ipernapara
Yyepe3 HAIMOHAIBHBIE CUCTEMbI COOOIICHUS O HEXKENATENbHBIX PEAKIMAX TIOCYAapCTB-WIEHOB
EBpa3uiickoro 53K0HOMHUYECKOr0 COI03a.

Poccuiickas @eoepayus

109012, r. Mocksa, CrnaBsiHCKasl muomap, 1. 4, crp. 1.

DdenepanbHas ciry:x0a 1o Haa30py B cdepe 3apaBooxpanenus (PoczapaBuanzop)
Tenedon: +7 (800) 550-99-03

Email: pharm@roszdravnadzor.gov.ru

www.roszdravnadzor.gov.ru

Pecnyonuxa Kazaxcman

010000, r. Acrana, yn. A. imanosa, 13.

PI'TI na [1XB «HauuoHanbHBIA LEHTP SKCHEPTU3BI JICKAPCTBEHHBIX CPEICTB U MEAUIIUHCKUX
m3nenuit» Komurera MEIUIMHCKOTO U (apMareBTUYECKOTO KOHTpoisi MUHHCTEpPCTBA
3npaBooxpanenus Pecny6onmuku Kazaxcran

Tenedon: +7 (7172) 23-51-35

Email: farm@dari.kz

www.ndda.kz

4.9. Ilepeno3npoBka

CumMnOTOMBI

VY B3pochbIX OBUIM 3aperUCTPUPOBAHBI PEKHE Claydau mepeno3upoBku 10 1960 mr. B cioyyae
NEepe0O3UPOBKM HEOOXOAMMO TIIATENbHO HAOMI0OJaTh MAlMeHTa Ha TMpeAMET pa3BUTHUS
KPOBOTEUCHHI UITH IPYTUX HEXKENATEIbHBIX peakiuii (cM. mopaszen «Jledenne KpoBOTCUCHHIN»
pasmena 4.9.). B cBsa3u ¢ orpaHWYEHHBIM BCAChIBAHHEM OXKHIAeTCs (HOpMUPOBAHHUE TLIATO
KOHIIGHTpaLuH IpenapaTa 0e3 JanbHEHIIero yBelIMYeHUsl €ro CpeJHel KOHIEHTPAIH B TUIa3Me
KpPOBH IPH MPUMEHEHHUHU /103, IPEBHIIIAIOIINX TeparneBTHYecKre, paBHbIX 50 Mr puBapokcabaHa
WIM BBIIIE Yy B3pOCIBIX, OJHAKO y JETEH OTCYTCTBYIOT HaHHBIE O /033X, IMPEBBIIAIOIINX
TE€paneBTUYECKHE.

JUisi B3pOCIHBIX CYIIECTBYET CreHU(pUUECKU aHTUAOT (aHIeKcaHeT anb(a), OJOKHPYIOLIHiA
dbapmakoguHaMuueckuii 3g ekt puBapokcadaHa.

B cnydae mepeno3upoBKH puBapokcabaHa Jsl CHH)KEHUS BCACBIBAHHUS MOXET MPUMEHSTHCS
AKTUBUPOBAHHBINA YTOJIb.

Jleuenune KpoBOTEUEHUN

Ecnu y manueHTa, MoJiyqaroiiero puBapokcadat, BOSHUKIO OCIOXHEHHE B BHIE KPOBOTEUCHUS,
CIEIYIOIUNA MpPUEM puUBapokcabaHa cielyeT OTJIOXKHUTh WU, IpU HEOOXOIUMOCTHU, OTMEHUTH
neuyenue. [leproa moayBbIBeIeHHSI pUBapOKcabaHa y B3POCIBIX COCTABISIET MPUOIU3UTENBHO 5-
13 yacos. JleueHne 1OKHO OBITH MHIMBUIYaJbHBIM B 3aBUCUMOCTH OT TSDKECTH U JIOKAJIU3alUuU
KpPOBOTCUYCHUSI. HpI/I HGO6XOI[I/IMOCTI/I MOKHO ITPUMCHATH COOTBCTCTBYIOIICC CUMIITOMATUYCCKOC
JeYeHue, TaKoe KaK MeXaHM4yecKas KoMIpeccus (Hampumep, MpU TSHKEIbIX HOCOBBIX
KPOBOTEUEHMSIX), XUPYPIUYECKUMH TE€MOCTa3 C MPOLEAYpaMU KOHTPOJIS KPOBOTEUEHUS,
uH(QY3UOHHAsT Tepanusi W TeMOAMHAMUYECKas MOJJepXKa, MPUMEHEHHUE IpenapaTroB KpOBU
(9pUTPOIUTAPHON MACCHI UM CBEKE3aMOPOKEHHOM TUTa3Mbl, B 3aBUCUMOCTH OT TOTO, BO3HUKJIIA
aHEeMUS WM KOaryJjomnaTus) WX TPOMOOIIUTOB.
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Ecnn nepeuncieHHble BbIILE MEPONPUATHS HE ITPUBOT K yCTPAHCHUIO KPOBOTCUCHIS, MOKET
ObITh Ha3HaueH crenuduueckuid aHTUAOT MHTHOMTOpa (akTopa Xa (aHmekcaHeT anbda),
KOTOpBII OnokupyeT (apmakoguHamuueckuid 3¢ ekt puBapokcabaHa, WM creuuduyeckue
IPOKOAryJISIHTHBIE TpenapaTsl, HalmpuMmep, KOHLEHTpaT MPOTPOMOMHOBOIO KOMILIEKCA,
KOHIIGHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMILIEKCAa WJIM PEKOMOMHAHTHBIA (hakTop
VIla (r-FVIla). Ognako B HacTosIIee BpEeMs ONBIT NMPUMEHEHHS MaHHBIX JICKAPCTBEHHBIX
IpenapaToB y B3pOCHbIX, IOJYYalOUIMX pHUBAapoOKcabaH, BecbMa oOrpaHuyeH. JlaHHbIe
PEKOMEHJALNN TaK)K€ OCHOBaHbl HAa OTPAaHMUYCHHBIX HEKJIMHUYECKUX JaHHBIX. BO3MOXKHOCTBH
MIOBTOPHOTO BBEIEHUS peKoMOMHaHTHOrO ¢aktopa VIla u THUTpOBaHME MdO3bI CIEAyeT
paccMaTpuBaTh B 3aBUCHUMOCTH OT CHIDKEHHUSI aKTMBHOCTH KpPOBOTE€UCHMs. B 3aBuCMMOCTH OT
MECTHOM JOCTYMHOCTH, B CiIydae OOJIBIIOT0 KPOBOTEUCHHS CIIEAYET PACCMOTPETh BO3MOXKHOCTh
KOHCYJIBTAIIMM CO CHELMAIMCTOM MO Koaryssuuu (cM. paszaen 5.1.).
[Ipennonaraercs, 4yrto mnporamuHa cyinbhaT W BUTaMHH K He OKa3bIBAalOT BIUSHHUS Ha
AQHTUKOATYJITHTHYIO aKTUBHOCTb pHUBapokcabaHa. VIMmeeTcs: orpaHMUYEHHBIN ONBIT NPUMEHEHHUS
TPaHEKCAMOBOIM KHCIIOTBI M OTCYTCTBYET ONBIT NPUMEHEHHS aMHUHOKAIIPOHOBOM KHCIOTHI H
anpoTMHUHA Yy  B3pOCIBIX, MOJy4alomuX  puBapokcabaH. HayuHoe  oOocHoBaHME
1eN1Ieco00pa3sHOCTH  WJIM  ONBIT TMPUMEHEHHs] CHCTEMHOI0 TI'e€MOCTaTHMYEeCKOro Iperapara
JIECMONPECCUH Yy MAalMEeHTOB, MOJIyYalOIIMX pPHUBApOKcadaH, OTCYTCTBYET. YYMThIBas
UHTCHCUBHOE CBfA3bIBaHME C OelKaMM IUIa3Mbl, OKHAAETCS, YTO pHUBapokcabaH He Oyzaer
BBIBOAMTHCS TPU MPOBEACHUM U ATH3A.

eTu
JlanHble y nereil orpaHuydeHsbl. JJaHHBIE O J03aX, MPEBBIIAIONIMX TEPANEBTUYECKHUE, Y NETEH
OTCYTCTBYIOT.

Crermuduuecknii aHTHAOT (aHACKCaHET anb(da), Onokupyromuii GpapmMakoanHAMUIECKUN 3P et
puBapokcabaHa, HE pa3pellieH K IPUMEHEHHIO Y JETEH.

Jleuenue kposomeuenut

[leprion monyBBIBeEHUSI Yy JE€TEH, CIPOTHO3UPOBAHHBIM C MOMOIIBIO TMOMYISIIHOHHOTO
(bapMaKOKMHETHIECKOTO MOJICTTUPOBAHUS, KOPOUE, YeM Y B3POCIBIX (CM. pasaen 5.2.).

OneIT pUMEHEHHUsT CHenu(PUUECKUX MPOKOATYISHTHBIX MpEnapaToB (HAIpUMep, KOHIEHTpPAT
IPOTPOMOMHOBOIO KOMILIEKCA, KOHIIEHTPAT aKTHBUPOBAHHOTO MPOTPOMOMHOBOTO KOMILJIEKCA
win pekomOuHanTHeIA (aktop VIla (r-FVIla)) y nereii, momyuaromumx puBapokcabaH, BecbMa
OTpaHHUYEH.

OTCyTCTBYET OMBIT MPUMEHEHUS MPOTAMUHA Cyib(aTa, BuTaMuHa K, TpaHekcaMOBOH KUCIIOTHI,
aMUHOKAINPOHOBOM KUCJIOTHI U aIPOTUHUHA Y JIeTeH, MOTyJarolluX puBapokcadaH.

5. DPAPMAKOJIOTHMYECKUE CBOMCTBA
5.1. ®apmakoauHaMHuYecKHe CBOHCTBA

dapmakoTepaneBTHUECKas TpyIa: aHTUTPOMOOTHYECKHE CPE/ICTBA; MPSAMbIE HHTUOUTOPHI (hak-
Topa Xa.
Koxg ATX: BOIAFOI.

MexaHu3M IeHCTBUS

PuBapokcabaH — BEICOKOCETIEKTUBHBIN MpsiMOil MHTHOUTOp (hakTopa Xa, o0agaromuii BEICOKOM
OMOIOCTYIMHOCTHIO TP NprueMe BHYTpb. MIHTnOupoBanue dakropa Xa HapyiiaeT BHYTPSHHHUH U
BHEIIHUH TyTH KOAryJsUOHHOTO Kackaja, MWHIuOMpys oOpa3oBaHME€ TpPOMOHMHA U
dbopmupoBanne TpoMmOa. PuBapokcaban He HHTUOMpPYET TPOMOUH (aKTUBUpPOBaHHBIN (akTop 1),
a TaKk)Ke He POIEMOHCTPUPOBAI BIUSHHS HA TPOMOOITUTHI.
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dapmakoauHamuyeckue d3PPeKTol

VY demoBeka HaOMIOJAETCs J10303aBUCHUMOE HWHTHOMpOBaHHWE aKTUBHOCTH (akTopa Xa.
PuBapokcabaH oOKa3bIBaeT J0303aBUCHUMOE BIMSHHE Ha MPOTPOMOMHOBOE BpeMs, KOTOpPOE
XOPOIIIO KOPPEIUPYyeT ¢ KOHIEHTPAIMsIMU puBapokcabana B mia3me kposu (r = 0,98), ecnu as
aHanmu3a ucnosb3yercs Habop Neoplastin. Ilpu ucronb30BaHUM IPYTUX PEaKTHBOB PE3YNIbTAThI
Oynyt ornuuathes. [IpoTpoMOMHOBOE BpeMs ClIeyeT U3MEPATh B CeKyHnax, mockoinbky MHO
(MeXIlyHapOJHOE HOPMAJIM30BaHHOE OTHOIIEHUE) OTKATMOPOBAHO U BAIUAMPOBAHO TOJBKO JJIS
MPOU3BOJHBIX KyMapuHa U HE MOXKET IPUMEHSTHCA JUISl IPYTHX aHTHUKOAryJIsSHTOB.

VY manueHToB, MOJIyYarolIuX PUBApOKcabaH Ul JiedeHUs U npoduiakTuku peunanBo TI'B u
TOJIA, 5/95 nponentunu 1isi mporpomOuHOBOoro Bpemenu (Neoplastin) uepe3 2-4 daca mocie
npuema TabseTku (T.e. Ha MakcumMyMe 3(dexTa) BapbupyioT oT 17 10 32 cekyHAa NpH mpueme
15 mr puBapokcabana niBa pasza B JeHb, 1 OT 15 10 30 cexyna npu npueme 20 Mr puBapokcabaHa
OJIMH pa3 B JIeHb. B mpomexyTke yepe3 8-16 yacoB mocie npuema TadieTku 5/95 mporeHTIIm
BapbUPYIOT OT 14 10 24 cexyHn npu npuemMe 15 mr aBa pasa B JieHb, 1 yepe3 18-30 gaco nmocie
npuema TabneTku — ot 13 no 20 cexyna npu npueme 20 Mr OIMH pa3 B JICHb.

VY namueHToB ¢ QuUOpWLILMEH NnpeacepAnii HEKJIAaHHOTO MPOUCXOKICHUS, MPUHUMAIOIINX
puBapokcabaH Al NPOPUIAKTUKYA UHCYIbTa U CUCTEMHON TpoOMO0sMOo0nu, 5/95 npoueHTuIun
st mporpombuHOoBOoro BpemeHu (Neoplastin) uepes 1-4 gaca mocie npuema TabneTku (T.e. Ha
Makcumyme 3¢ dekTa) BapbupyroT oT 14 10 40 cexyHa y TalMeHTOB, TpuHUMatomux 20 Mr oJIuH
pa3 B neHb, U oT 10 o 50 cekyH[J y MalMEHTOB C HapylleHHEM (YHKIHMU IMOYEK CperHEH
CTENEeHHU, MPUHUMAIOKUX 15 Mr oguH pa3 B JeHb. B mpomexyTtke yepe3 16-36 ywacoB mocie
npuema TabneTku 5/95 mpoleHTWIM BapbUpYIOT OT 12 10 26 cekyHA y TNAalMeHTOB,
npuHuMaromux 20 Mr oavH pa3 B JA€Hb, U OT 12 10 26 CeKyHZ y MAaIMEHTOB C HapyLICHUEM
(GyHKINU TOYEK CpeTHEH CTeNeHr, MPUHUMAIONINX 15 MI O/1MH pa3 B JCHb.

B ximHMYeckoM  (apMaKoJIOTHYECKOM HCCICAOBAaHWM H3MEHEHUS  (hapMakoJMHAMHUKH
puBapokcabaHa y 3IO0pOBBIX B3pOCIBIX JTOOPOBOJBIEB (n=22) OBUIO H3YYEHO BIIUSHUE
omHOKpaTHBIX 1103 (50 ME/KT) AByX pasaudHbIX THIOB KOHIIEHTpaTa MPOTPOMOWHOBOTO
komruiekca: 3-gpakropHoro (daxropsl 1I, IX u X) u 4-¢paxropnoro (dpaxrtops! I, VII, IX u X).
3-paKkTOpHBIII KOHLEHTPAT MPOTPOMOMHOBOTO KOMIUIEKCA CHU3WI CpEJHHE 3HAYCHUS
npotpombuHoBoro Bpemenu (Neoplastin), mpumepHo Ha 1,0 cekyHay B TeueHue 30 MUHYT 1O
CPaBHEHHUIO CO CHIDKCHHEM TNPHUMEPHO Ha 3,5 CeKyHIbl, HaOMI0JaeMbIM MpPU HCIIOJIB30BAHUH
4-pakTOpHOrO  KOHILIEHTpaTa MPOTPOMOMHOBOrO KoMIiulekca. HampoTus, 3-(axTopHBIA
KOHIIGHTpAT MPOTPOMOMHOBOTO KOMILJIEKCAa OKa3ajl Oojiee BBIpAKEHHOE U OBbICTpoe oOiee
BJIMSIHAE HAa OOpaTUMOCTh U3MEHEHUH B T€HEPALMU SHAOT€HHOr0 TPOMOMHA, yeM 4-(hakTOpHBIN
KOHIIEHTpPAT MPOTPOMOMHOBOTO KOMILTEKca (cM. pasaen 4.9.).

Taxoxe puBapokcaban no3o3aBucumo ysenuunBaeT AUTB u pesynbrat HepTest; ognako stu
napamMeTpsl He PEKOMEHJIyeTCsl MCIOJIb30BaTh AJIS OLIEHKU (hapMakoAMHaMHuecKkoro 3¢ddekra
puBapokcabana. B mepuon neueHus puBapokcabaHOM IMPOBOJUTH MOHUTOPHHI MapaMETPOB
CBEPTHIBAHUS KPOBU B PYTHHHOM KIIMHUYECKOM MpaKkTUKe He Tpedyerca. OMHAKo eciu JUIsl 3TOro
€CTh KJIMHUYECKOe OOOCHOBaHME, KOHIICHTpALlMsl pUBAapOKcabaHa MOXKET ObITh M3MEpeHa Ipu
MOMOIIN KATMOPOBAHHOTO KOJIMYECTBEHHOTO TECTa aHTH-Xa aKTUBHOCTH (CM. paznen 5.2.).

Knuanueckas 2dbdekTUBHOCTE U 0€30I1aCHOCTE

Ipopuraxmuxa uncyrbma u CUCMEMHOU MPOMOOIMOOIUU Y NAYUEHMO8 ¢ @uopuiiayuell
npeocepouti HeKIAnaHHO20 NPOUCXOIHCOEHUS

[Iporpamma KJIMHUYECKHUX HCCIEIOBaHMN puBapokcabaHa Obuia pa3paboTaHa sl TOrO, YTOOBI
nokasaTh 3(Q(PEKTUBHOCTh pUBapOKcadaHa B OTHOIIEHUN MPOPUIAKTUKN WHCYJIbTA U CHCTEMHOMN
TPOMOOIMOOIINH Y MAITUEHTOB ¢ HUOPMILIAIMEN peAcepAnii HEKJIATAaHHOTO POUCX 0K ICHHS.
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B o0aszoBoM paBOiHOM ciieroM ucciaenoBaHny — ROCKET—AF—14264—tamnenata Ob0In
paHIOMHU3HpOBaHbl Ha TiprieM 20 Mr puBapokcabaHa OIWH pa3 B AeHb (15 Mr onuH pa3 B JACHBb
JUTST TIAIUEHTOB C KJIHpeHcoM KpeatwmHuHa 30-49 Mi/MuH) uiau Ha mpueM BapdapuHa, 103y
KOTOPOTO THUTPOBAJIM JI0 JOCTMOKeHHS I1eneBoro 3HaueHus MHO 2,5 (tepameBTudeckuit
nuamnazon ot 2,0 mo 3,0). Menuana JUIMTEIBHOCTH JICUCHHMS cocTaBmia 19 mecsieB, a oOmias
MPOAOJKATEIIBHOCTH JIeueHus: — 10 41 mecsria.

34,9 % mnauueHToB NOJy4YalHu TEPANUI0 aleTUICATUIIOBON kuciaoroi, 11,4 % — mnomydanu
TepaInuio aHTHAPUTMUYECKUMH MpenapaTtamu kiacca 11, Bkiatodas aMmuogapoH.

PuBapokcaban He ycryman BapdapuHy MO NEPBUYHONM KOMOWHUPOBAHHOM KOHEYHOH TOUKe
WHCYJIBTAa U CUCTEMHON TPOMOOSMOOJIMH, HE CBS3aHHOW C IEHTPAJIBHOW HEPBHOM CHCTEMOM
(IHC). B nmonmymsiuuu, mosydaBliel JeUeHHE COTIACHO MPOTOKOIY, WHCYJIbT WM CHUCTEMHAas
TpoMO03MOomus mpousonuin y 188 manuenTos, nomyyaBumx pusapokcadan, (1,71 % B rog) u 'y
241 manumenra, npuHuMaBinero Bapdapus, (2,16 % B rox) (otHomenue puckos (OP) 0,79; 95 %
U, 0,66-0,96; P<0,001 mns rumorte3sl «He ycrymaer»). Cpenw BCeX paHIOMHU3HPOBAHHBIX
MAalKMEeHTOB, MPOAHAIU3UPOBAHHBIX B COOTBETCTBUHU C Ha3HaueHHbIM BMematenbcTBOM (ITT),
MEPBUYHBIE COOBITUS TIPOU3ONLIH Y 269 ManueHToB, Nody4yaBIINX puBapokcadaH, (2,12 % B ron)
u y 306 manueHToB, nonyuyaBmux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % AU, 0,74-1,03;
P<0,001 mns runoressl «He yctymaety; P=0,117 ans runore3sl «mpeBoCXOAuT»). Pe3ynbrars
JUIsE BTOPUYHBIX KOHEYHBIX TOYEK, IPOBEPEHHBIE B HEPAPXMUECKOM IOpPSIKE B aHAINU3E B
COOTBETCTBUU C Ha3HAUEHHBIM BMEIIATEIILCTBOM, IMOKa3aHbl B Tabmuie 4.

Cpenu mamueHToB B Tpynne Bapdapuna 3nadeHus MHO Haxomunuch B TepamneBTHYECKOM
nuanaszone (ot 2,0 mo 3,0) B cpeanem 55 % Bpemenu (Mmeanana 58 %; MEKKBapTUIbHBIM
nuaraszoH ot 43 mo 71). Dddekt puBapokcabaHa He pa3auyvalcs Ha ypoBHE IeHTpanbHOro TTR
(Bpems B auamnasone nenesoro MHO ot 2,0 o 3,0) B kBapTuisix oguHakoBoro pasmepa (P=0,74
JUIsl B3auMoJielcTBUsA). B mpenenax camMoro BBICOKOTO KBAapTHIISA IO OTHOIIEHHIO K IIEHTPY
otHomienue puckoB (OP) puBapokcabana no cpaBHeHuto ¢ Bapdapunom cocrasisuio 0,74 (95 %

1, 0,49-1,12).

YacTtoTa BOSHHKHOBEHHSI OCHOBHOM KOHEUHOUW TOUYKHM 0€30macHOCTH (OONbIINE U KIMHUYECKH
3HaUYMMbIe HEOOJbIINE KpPOBOTEYCHHS) ObLIa COMOCTaBUMAa B OOEUX TPYIIAx JICUYCHUS
(cm. Tabmuty 95).

Tabauya 4. /launvie no npoghunto s¢hghexmuenocmu 6 Kiunuveckom uccieoosanuu Il ¢ghasv
ROCKET AF

Hccnenyemasi monyasiuust ITT anaau3 3¢(PeKTHBHOCTH Y NAIUEHTOB ¢ (pUOpHILIAIMEN
npeacepanii HEKJIAMAHHOTO MPONCXOKIEHHUA
PuBapoxcadan 20 mr Bapdapun B 103e, OTtHomeHue
OJMH Pa3 B /IeHb TUTPOBAHHOM MO PHCKOB
(15 Mr onuH pa3 B 1eHb |ueaesomy yposuio MHO | (95 % AN)
JUISL IAIUEHTOB C 2,5 (TepaneBTHYeCKUA | p-3HAYEHHE,
TepaneBTnueckas 103a N .
yMepeHHOoii moyeyHoii | guama3oH ot 2,0 10 3,0) TeCcT Ha
HEJ0CTATOYHOCTHIO) YacToTa coObITHIT NMPeBOCX0/ICTBO
YacroTa codbITHIl (100 nanueHTO-71€T)
(100 manueHTO-J1€T)
HHCYIBT B cCHCTEMHAsI 269 306 0,88
TpoMO03MOOINHS, HE CBSI3aHHAS C (2,12) (2,42) (0,74-1,03)
HC 0,117
WHCYyNBT, cucTeMHAs 572 609 0,94
TpoMO0IMOOIHS, HE CBSI3aHHAS C 4,51) (4,81) (0,84-1,05)
IIHC, u cmepTh BecneacTBUE 0,265
CEPJICYHO-COCYUCTOTO
3a00sieBaHus
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WHCYNBT, cucTeMHAs 659 769 0,93
TPOMOOAMOOIIHSI, HE CBsI3aHHASI C (5,24) (5,65) (0,83-1,03)
IIHC, cmepTh BeneacTaue 0,158
CEPJIEYHO-COCYANCTOTO
3a0osieBaHus U UH(PAPKT
MHUOKapJa
HNuCcynbT 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucremHast TpOMO0IMOOITHS, 20 27 0,74
He cBszanHas ¢ [{THC (0,16) (0,21) (0,42-1,32)
0,308
Wndapkt muokapaa 130 142 0,91
(1,02) (1,11) (0,72—-1,16)
0,464
Tabnuya 5. JQannvie no npogunio 6OezonacHocmu 6 KiuHuweckom ucciedosanuu Il ¢a3zvl
ROCKET AF
Hccnenyemasi monyasiuus IMauueHTHI ¢ GUOPUIISIIUEH MpeAcepAnil HEKJIANIAHHOTO
IIPOMCXOKICHHS"
PuBapoxcadan 20 mr Bapdapun B 103e, OTtHomeHue
OJMH Pa3 B /IeHb TUTPOBAHHOM MO PHCKOB
(15 mr oauH pa3 B 1eHb |1eaeBomy ypoBHio MHO | (95 % [AN)
QIS IAIUEHTOB C 2,5 (TepaneBTHYeCKH | p-3HAYEHHE,
TepaneBTHyeckas 103a N N
yMepeHHOoii mo4yeyHoii | guama3oH ot 2,0 10 3,0)
HeA0CTATOYHOCTBIO) YacToTa coObITHI
YacroTa codbITHIl (100 nanueHTO-71€T)
(100 nanueHTO-J1€T)
Bonbiye v KIMHUYECKU 1475 1449 1,03
3HAYMMBIC HEOOJBITTHE (14,91) (14,52) (0,96-1,11)
KPOBOTCYEHHUS 0,442
Bonsmue kpoBoTeueHUs 395 386 1,04
(3,60) (3.45) (0,90-1,20)
CMepTh BCIIEACTBHE 27 55 0,50
KpOBOTECUCHHUS ™ (0,24) (0,48) (0,31-0,79)
0,003
KpoBoTeuenwust u3 >KH3HEHHO 91 133 0,69
Ba)KHBIX OPraHoB™* (0,82) (1,18) (0,53-0,91)
0,007
BayTtpudaepemntoe 55 84 0,67
KpOBOUM3IHUAHUE ** (0,49) (0,74) (0,47-0,93)
0,019
[Tagenue ypoBHA 305 254 1,22
remoriiobnHa* (2,77) (2,26) (1,03-1,44)
0,019
[lepenuBanue aByX niu donee 183 149 1,25
€AMHHUL SPUTPOLIUTAPHON (1,65) (1,32) (1,01-1,55)
MacChl WIH IEeTLHON KpoBH™ 0,044
Knnandecku 3naunmMbie 1185 1151 1,04
HEOOIBIINE KPOBOTCUCHHS (11,80) (11,37) (0,96-1,13)
0,345
CMepThb OT BCEX MPUIHH 208 250 0,85
(1,87) (2,21) (0,70-1,02)
0,073

a) MOMmyJiauua IJIsd U3Yy4CHUA 6630HaCHOCTI/I, B ICprUoOa JICUCHUA

* HOMHUHAJIBHO 3HAYNMOE
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B nomonuenue k uccrnenopanuio (aszel [II ROCKET-AF, 65010 TIpOBEIEHO TIPOCIIEKTHBHOT,
HEKOHTPOJIUPYEMOE  MOCTPETUCTPALMOHHOE HEHWHTEPBEHLIMOHHOE  OTKPHITOE  KOTOPTHOE
ucciaenopanne (XANTUS) ¢ ueHTpanbHOM  OLEHKOM KOHEYHBIX TOYEK, BKJIIOYas
TpoMOOIMOOIMUECKHE COOBITHS M OOJbIINe KpoBoTeueHus. 6704 marmuenTta ¢ GuOpHILIALIACH
npencepanii HEKIAaHHOTO MPOUCXOXKIACHHS ObUTM BKIIFOUEHBI B HCCIEAOBAHUE KIMHUYECKOU
MPAKTUKHU, B KOTOPOM H3y4YaJUCh MO NPOGUIAKTUKE UHCYIbTa U CUCTEMHOU TPOMOOIMOOINH, HE
cesa3anHoi ¢ [THC. Cpennue nokazarenu CHADS, u HAS-BLED B uccnenoBanun XANTUS
coctapmii 1,9 m 2,0 mo cpaBHeHuto co cpennumu nokazarensimu CHADS, u HAS-BLED,
paBubiMu 3,5 u 2,8 B uccinenoBannn ROCKET AF, coorBercTBeHHO. boibiioe kpoBoTeueHue
npom3onuio B 2,1 cimydaee Ha 100 mammenTo-ier. CmMepTenbHOE KPOBOTEUEHHE OBLIO
3apeructpupoBaHo B 0,2 caydyaeB Ha 100 manueHTo-1eT, a BHyTpUYEPEIHOE KPOBOU3IUSIHUE — B
0,4 cnygaeB Ha 100 manueHnTo-yier. UHCYIbT WM CUCTEMHAs TPOMOOSIMOOIIHSI, HE CBA3aHHAS C
IHHC, Ob11u 3apeructpupoansl B 0,8 cirydaeB Ha 100 manueHTO-J1IeT.

Oty HAOMIOAEHUS B KIMHUYECKON MpaKTUKE COTJacyloTCi C YCTAHOBJIEHHBIM MpoduiieM
0€30I1aCHOCTH 10 3TOMY MTOKa3aHHIO.

B mocTperncrpalimnoHHOM HEWHTEPBEHIIMOHHOM HccienoBanun Oosee 162000 mammeHTOB ¢
bubpuuAIuel TpencepaAuil HEKJIANaHHOTO TPOUCXOXKICHHUS M3 YETHIPEX CTPaH MOJIydaan
puBapokcabaH mis NpodUIAKTUKKA HHCYJIbTA W CHCTEMHOW TpoMOo3MOommu. YacroTa
unieMuyeckoro uHcynpta coctaBmwia 0,70 (95 % AU 0,44-1,13) nma 100 mamueHTO-JET.
KpoBoteuenus, npuseniye K rocnuTaiv3aliy, BOSHUKAIA cO ciaeayroueil yactoroi Ha 100
naruenTo-ner: 0,43 (95 % AU 0,31-0,59) nns BHyTpudepenHsix kpoBoumsnusauii, 1,04 (95 %
AN 0,65—1,660) nns kenyqouHO-KUIIEYHBIX KpoBoTeuenuit, 0,41 (95 % AU 0,31-0,53) mus
yporeHuTtanbHbIX kpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) nist npyrux KpoBOTEUEHUH.

Llayuenmul, noogepzarowuecs kapouosepcuu

bruto nmpoBeseHO MPOCNEKTUBHOE PaHIOMU3HPOBAHHOE OTKPHITOE MHOTOIIEHTPOBOE MOMCKOBOE
UCCJIEIOBAHUE C 3aclieIUICHHOM OleHKoN KoHeuHblXx Touyek (X-VERT) c ywactuem 1504
NalUMEeHTOB (KaK TeX, KOMY JICYeHHE MEepOpaIbHBIMH AaHTHKOATYJISHTaMH ObUIO Ha3HAa4YeHO
BIIEPBBIC, TaK M YK€ TMONydYaBIIUNX paHee) c¢ (GuOpwIsAIMeil npeacepanii HEKIATaHHOTO
MPOUCXOXKICHUS, KOTOPHIM IMOKa3aHa KapAHOBEPCHs, C IENbI0 CpaBHEHHUs pHUBapokcabaHa u
antaronucroB BuTamuHa K (ABK) B nmo3e, momoOpannoit mo MHO (pamgomm3anus B
cOoOoTHOWIEHUH 2:1), TpUMEHSEeMBIX Uil NPOPUIAKTHUKU CEpIeYHO-COCYAUCTHIX SIBICHUM.
[IpumMensMCh clenylomue CTpaTeruu: YpeCcHHIEeBOHAs 3XoKapauorpadus mocie 1-5 nHei
MpeBapUTENbHON aHTUKOATYJISTHTHOW Tepanuy WM TPAAUIMOHHBIA MOAXOA K KapIUOBEpCUU
(He MeHee TpexX HeNeNnb MpeABApUTENbHOrO JeueHUs). [lepBuuHas KOHEYHas TOYKa
sdexTuBHOCTH (BCE CIlydaW WHCYJIbTA, TPAH3UTOPHOW HWINEMHUYECKONW aTaKh, CHCTEMHOMU
TpoMOoaMOoH, He cBa3anHoi ¢ IIHC, nndapkra MuoOKapia U CMEPTH BCIEICTBUE CEPIEUHO-
COCYAMCTHIX Mpu4KH) npousonuia y 5 (0,5 %) nanueHToB B rpymne puBapokcadbana (n=978) u 'y
5 (1,0 %) marmenTos B rpynmne ABK (n=492; OP 0,50; 95 % AU 0,15-1,73; mogudunupoBanHas
nonymsiuust [TT). OcHoOBHas KOHeYHass Touyka Oe3omacHOCTH (00JbIIOe KPOBOTCUCHHE)
npouszonuia y 6 (0,6 %) u 4 (0,8 %) maumenToB B rpynmnax puBapokcabana (n=988) u ABK
(n=499) cootBerctBenHo (OP 0,76; 95 % AN 0,21-2,67; nonynauus 6e3omnacHoctu). B nannom
MOWCKOBOM HCCIIEIOBAHUM OBUIM TMPOJEMOHCTPUPOBAHBI COMOCTAaBUMBIE A(P(HEKTUBHOCTh U
0e30macHOCTh B Tpynmnax JiedeHus: puBapokcadbana 1 ABK npu npoBeneHnn kapimoBepCcu.

Hayuenmoi ¢ ubpuniayueri npedcepouii HeKIANAHHO20 NPoucxodicoerus, nepenecuie YKB co
CmeHmuposanuem

Bruto mpoBeneHo paHIOMU3MPOBAHHOE OTKPBITOE MHOroueHtpoBoe uccienosanue (PIONEER
AF-PCI) nns cpaBHeHHMsT 0O€30MacHOCTH JBYX PEXKHUMOB JO3WPOBAaHUS puUBapokcabaHa B
CPaBHEHMHM C OJHUM pexumoM pao3upoBanuss ABK ¢ ywactuem 2124 nanueHTOB C
bubpwuianue mpeacepauii  HEKJIAamaHHOTO TpoucxoxkaeHus, mnepeHecmux YKB co
CTCGHTUPOBAaHHEM [0 TMOBOJY AaTEepOCKIEpOTHYECKOro 3aboieBaHus. llanmeHTsl ObuIH
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paHaoMu3upoBaHbl B cooTHoueHuu 1:1:1 nns T2=mecsanoit Teparnmi. TamueHTs ¢ THCYIIETOM
WJIM TPaH3UTOPHOM uimemudeckont arakoit (TA) B aHaMHe3€e HE BKIIIOYAJIUCH B HCCIICIOBAHUE.

I'pynna 1 momywana 15 mr puBapokcabana oguH pa3 B aeHb (10 Mr oguH pa3 B J€Hb Y
nanueHToB ¢ kiupencom kpearnanHa KinKp 30—49 mu/mun) m uHrn6utop peunenropa P2Y12.
I'pynna 2 nonyvana 2,5 Mr puBapokcabaHa JiBa pa3a B JI€Hb U JIBOIHYIO aHTUTPOMOOLIUTAPHYIO
Tepanuto (T.e. 75 Mr ximonugorpena (WM albTepPHATUBHBIA MHTUOUTOp perentopa P2Y12) u
AlETUJICAIHUIIMIIOBYIO KUCIOTY B HU3KOM 7103€) B TeueHue 1, 6 unu 12 mecsieB ¢ mocienyroumm
nepexogoM Ha 15 mr puBapokcabana (10 mr omuH pa3 B geHb y marmueHToB ¢ KuKp
30—49 ma/MHH) OAMH pa3 B JIeHb C alETHJICAIMIIMIOBONW KUCIOTON B HM3KOH moze. ['pymma 3
nonydasia ABK B ckoppeKkTHpOBaHHOW 703€ M JBOWHYIO aHTUTPOMOOIIMTAPHYIO TEPANHIO B
teueHue 1, 6 wim 12 mecsues ¢ nocnenyromum nepexogom Ha ABK B ckoppekTupoBaHHOil 103€,
C alleTHICAIUIIMIIOBOH KHUCJIOTOU B HU3KOH JI03€.

[lepBuyHast KOHeuHasi TOYKa OE30MACHOCTH, CIydyad KIMHUYECKH 3HAYMMOTO KpPOBOTECUCHHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nanuenTos B rpymre 1, rpymnre
2 u rpynne 3, cooTBeTcTBeHHO (oTHOmeHue puckos [OP] 0,59; 95 % nosepurenbHbIN HHTEpBA
[A1] 0,47-0,76; p<0,001, u OP 0,63; 95 % AU 0,50—0,80; p<0,001, cOOTBETCTBEHHO).
BropuuHas koHeuHas Touyka (CyMMapHasi 4acToTa CepleYHO-COCYAMCTBIX COOBITHH: CMEpTh
BCJIE/ICTBUE CEPJICYHO-COCYAUCTHIX MPUUMH, HHPAPKT MUOKap/a WIH WHCYIbT) pa3Buiach y 41
(5,9 %), 36 (5,1 %) u 36 (5,2 %) nmauueHToB B rpymnmne 1, rpymnmne 2 u rpymnmne 3, COOTBETCTBEHHO.
Kaxnapii u3 pexuMoB puBapokcabaHa TIOKazal 3HAYMMOE CHH)KEHHE 4YacTOThI CIydaeB
KJIMHUYECKH 3HAYMMOI'0 KpPOBOTEUEHHUs] MO cpaBHeHUIO ¢ Tepanueid ABK y mamueHTOB C
HeKJIanaHHou ¢uoOpuuanueit npencepauii, nepenecunx YKB co cteHTHpOBaHHEM.

[TepBuunoii nensto uccnenoanuss PIONEER AF-PCI sBmsinace onienka 6e3onacHocth. J[aHHBIC
1o 3 exTuBHOCTHU (BKITIOYAst TPOMOOIMOOINYECKUE COOBITHSI) B 3TON MOMYISIIUN OTPAHUYCHBI.

Jleuenue TI'B, TOJIA u npogunaxmuxa peyuousos TI'B u TOJIA

[IporpamMma  KJIMHUYECKMX  HUCCIEIOBaHMI  puBapokcabaHa Obula  pa3paboTaHa IS
neMoHcTpanuu 3¢GGEKTUBHOCTH pHBapokcabaHa B Havaie JiedeHuss octporo TI'B u TOJIA,
IPOIOJDKEHUHU Tepanuu U npodunaktuke peuuausos TT'B u TOJIA.

bonee 12800 manueHTOB NPUHSIIN y4aCTHE B YETHIPEX PAHIOMH3UPOBAHHBIX KOHTPOJIUPYEMBIX
knuanuecknx uccnenoBanusax 11 ¢gaser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, OBLI NPOBEAEH JOMOTHUTEIBHBIA MPEABAPUTEIBHO
CIUTaHUpOBaHHBIN 00BeauHeHHbIN aHanmu3 uccienoBannii EINSTEIN DVT u EINSTEIN PE.
MaxkcuMmanbHast IUTENTbHOCTD JICUEHUs BO BCEX UCCIIEOBAaHUIX cocTaBuia 21 mecsll.

Uccnenosanue EINSTEIN DVT nposogunocs ¢ ydactueM 3449 nanuentos ¢ octpsiM TI'B ¢
LENbI0 U3y4eHUs! IpUMEHEHUsl puBapokcadbana aid jeueHuss TI'B u nmpodunakTukyu penuiuBoB
TI'B u TOJIA (mauueHTbl, y KOTOpHIX Obuta cumnTomHas TOJIA, MCKIIOYAIUCh M3 JAaHHOTO
uccienoBanus). JIMTETbHOCTh JICUeHUsI cOCTaBisa 3, 6 wiam 12 MecsieB B 3aBUCUMOCTH OT
KJIIMHUYECKON OLIEHKH UCCIIE10BATENS.

B teuenue mepBbIX Tpex Hezenb JiedeHus octporo TI'B mpumensiics puBapokcaban 15 mr aBa
pasa B JIeHb, C MOCJIEAYIOUINM MEPEeX0o0M Ha puBapokcadan 20 Mr OJ1H pa3 B JICHb.

Uccnenosanue EINSTEIN PE mpoBogunocs ¢ ydactuem 4832 manueHToB ¢ octpord TOJIA ¢
nenbio u3ydenus aeueHust TOJIA u npodunakruku perunuBoB TI'B u TOJIA. JnurensHOCTH
JIUeHHsI cocTaBisia 3, 6 umiam 12 MecsaleB B 3aBHCHMOCTH OT KIMHHYSCKOM OICHKH
UCCIIEI0BATEIS.

B TeueHuwe mepBBIX TpexX HemeNlb HadajdbHOro JedeHuss octpoil TOJIA mnpumensics
puBapokcaban 15 Mr 1Ba pa3a B J€Hb, C MOCJIEAYIOIIMM TEPEX00M Ha puBapokcaban 20 mr
OJIMH Pa3 B JICHb.
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B o60oux uccnenopanusx EINSTEIN DVT u EINSTEINPE txema reaeHmst B TPyIIIE TIperapara
CpaBHEHUS BKJII0YaJia BBEICHUE SHOKCAINlapMHA B TEYEHHUE MO KpalHel mepe S5 THEH B COUYETaHUU
C Tepamueil aHTarOHNUCTOM BHUTaMHHA K 710 JOCTM)KEHHS TEPareBTUYECKOTO YPOBHS MOKa3aTels
[IB/MHO (>2,0). [lanee neueHue MpoaoJDKaIoch aHTarOHUCTOM BUTamuHa K, m03a KOTOpOro
OblTa CKOPPEKTHpOBaHA TaKUM oOpa3oM, dYTOOBl moanepkuBaTh 3HadeHws [IB/MHO B
TepaneBTUYeCKOM Auamnaszone ot 2,0 1o 3,0.

UccnenoBanne EINSTEIN Extension mpoBoauinock ¢ yuactueM 1197 manumentoB ¢ TI'B nnm
TOJIA ¢ uenvro mzydenus npodriraktuku peruauBoB TI'B u TOJIA. JInutensHOCTh JIeUeHUS
JUTSE TIAI[UEHTOB, 3aBEPIIMBIIUX OT 6 10 12 MecsneB Je4eHHs BEHO3HOW TPOMOOIMOOIHH,
COCTaBWJIa MOMNOJHUTEILHO OT 6 g0 12 MecsaleB B 3aBUCHMOCTH OT KIMHHUYECKOH OIIEHKU
uccienosarens. [[poBoaunock cpaBHeHHE puBapokcadana 20 Mr ouH pa3 B JIeHb U IU1areoo.

B wuccnemoBammax EINSTEIN DVT, PE wu EINSTEIN w#cmons30Banuch OJWHAKOBBIC
MpeBAPUTENLHO OIPEICIICHHBIE IIEPBUYHBIC M BTOPUYHBIEC KOHEYHBIE TOUKU Y (HEKTUBHOCTH.
[lepBuuHOil KOHEYHOW TOUYKOW AP(PEKTUBHOCTH OBLT CHMOTOMHBIA penuauB BT,
OTIpeNIeNABIIUICS Kak COBOKYMHOCTh peruauBa TI'B mnu ¢aranbhoii mnm nepatansHoit TOJIA.
Bropuunas koHeuHass TOYKa OMpeaessijach Kak COBOKYIHOCTh peruauBa TI'B, nedarambHOI
TOJIA u cMepTH OT BCEX IPUUUH.

B nccnenoBanun EINSTEIN Choice 3396 nmarnueHTOB ¢ MOATBEp)ACHHBIME cuMITOMHBIME TT'B
w/umu TOJIA, 3aBepmBmUX 6—12 MecsIeB JeYeHUS AHTUKOATYJISHTAMH, H3y4ajuCh Ha
npeamer npodunaktuku ¢patanbHoi TOJIA mnm HedaTambHBIX CUMITOMHBIX permauBoB TI'B
nnn TOJIA. TlanmeHThI, KOTOPBHIM OBLJIO TTOKA3aHO MPOI0JDKEHUE aHTUKOATYJISTHTHON Teparuu B
TEpaNeBTUUECKUX [03aX, HCKIIOYAINCh U3 HcciaefoBaHUA. [IpOomOIKUTENBHOCTh JI€UEHUs
cocTapisia 10 12 mMecsIeB B 3aBUCUMOCTH OT MHJMBUyaIbHON aThl paHAOMU3aLNN (MEIMaHa:
351 nens). PuBapokcaban B n03e 20 Mr oaMH pa3 B CyTKU M puBapokcabaH B no3e 10 mr onun
pa3 B CYTKHM CpaBHHUBAJIM C allETHUJICATUIIMIOBOM KUCIOTOM B 103€ 100 MT OJIUH pa3 B CYTKH.
[lepBuyHOi KOHEUHOW TOUYKOH APQPeKTUBHOCTH OBLT CHUMNOTOMHBIM peruau BTD,
OTIpeNIeABIINNCS KaKk COBOKYIHOCTh pennauBa TI'B unu daransroit nnn Hedatanpaoi TOJIA.

B wuccnenopannu EINSTEIN DVT (cm. Tabmumy 6) ObUIO MPOAEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycrymaeT SHokcanmapuHy/ABK 1o mepBHYHOW  KOHEYHOM  TOYKE
apdextuBHocTH (p<0,0001 (Tect Ha He MeHbInyIO 3¢ dexTuBHOCTE); OP: 0,680 (0,443-1,042),
p=0,076 (Tect Ha mpeBOCXOACTBO)). [IpenBapuTenbHO OmNpeeIeHHas 4YHCTas KIWMHUYECKas
BBITO/1a (TIepBUYHAsI KOHEYHAs TOUKa 3()(HEKTUBHOCTHU U Cllyyau OOJIBIIOr0 KPOBOTEUCHHMS) ObLIa
3apeructpupoBana ¢ OP 0,67 ((95 % AU: 0,47-0,95), nomunanbHoe 3Hauenue p = 0,027) B
noJb3y puBapokcabana. 3HaueHuss MHO HaxonuiInch B TEParieBTUYECKOM JHAMa30HE B CPEIHEM
60,3 % BpemMeHH I CpeIHEW MPOIOLKUTEIbHOCTH JeueHust 189 aueit u 55,4 %, 60,1 % u
62,8 % BpeMeHHU B rpymmax, NpoajgeHHoro Ha 3, 6 u 12 mecseB JedeHusi, COOTBETCTBEHHO. B
rpynie sHokcanmapud/ABK He ObUTO YETKOHM CBS3M MEXIY YPOBHEM CPEIHETO IEHTPAIBHOTO
TTR (Bpems B nuanazone neinesoro MHO 2,0-3,0) B TepTuisix OAMHAKOBOIO pa3Mepa u
gactoror peruauBoB BTD (P = 0,932 nns B3ammopeiictBusi). B mpenenax camMoro BBICOKOTO
TEPTUIISL OTHOCUTENbHO IieHTpa OP nmns puBapokcabaHa mO cpaBHEHUIO ¢ BaphapuHOM
cocrassuio 0,69 (95 % AN: 0,35-1,35).

YacTtoTa BO3HHKHOBEHHS MEPBUYHON KOHEYHON TOYKM OE30MACHOCTH (CIIy4aw OOJBIIOrO WIIH
KJIMHUYECKH 3HAUYMMOTO HEOOJBIIOr0 KPOBOTEUEHHMS), a TaKKe BTOPHUYHON KOHEYHOW TOYKHU
0e301macHOCTH (ciryyan OOJIBIIOTO KPOBOTEUEHUS ) ObLIa CXOXKEH 7151 00erX IPYIII JICYSHHUS.
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Tabauya 6. Hanusie no npogunto 3¢hghexmusnocm - 6e30NACAOCTIN 8 ucceovsanu 11 ghaser

EINSTEIN DVT

Hccaenyemas nonyasauus 3449 nanMeHTOB € CHMNITOMHBIM OCTPbBIM TPOMOO030M
rJ1y00OKuX BeH
TepaneBTuyeckas 103a U PuBapokca6an * Iuokcanapun/ABK ”
MPOAOJIKUTETBLHOCTD JedyeHus: | 3, 6 uiam 12 mecsiuen 3, 6 uwau 12 mecsieB
N=1731 N=1718
CumnromHbli peruaus BTO* 36 51
(2,1 %) (3,0 %)
Cumnromusiid peuuaus TOJIA | 20 18
(1,2 %) (1,0 %)
Cumnromusiii peuuaus TI'B 14 28
(0,8 %) (1,6 %)
Cumniromusie TOJIA u TI'B 1 0
(0,1 %)
@aranbHas TOJIA/ cmepTs, 4 6
IIPU KOTOPOM HENb3 (0,2 %) (0,3 %)
uckmounth TOJIA
Bosnbiioe nnm KIMHUYECKH 139 138
3HaYUMOE HeOOJIbII0e (8,1 %) (8,1 %)
KPOBOTECUCHHE
Cnyuau 6onbiioro kpooteuenus | 14 (0,8 %) 20
(1,2 %)

a) PuBapokcaban 15 Mr aBa pasza B JcHb B T€UCHHUE 3 HENENb, C MOCIEAYIOIIMM TIEPEX0A0M Ha
20 Mr oJIvH pa3 B JICHb

b) DHoKcamapuH B TE€YCHHE MO MEHBIICH Mepe 5 THEH, C OJHOBPEMEHHBIM M TOCICAYIOIIUM
npuemom ABK

* p<0,0001 (me menpmas 3¢dEeKTUBHOCTL s 3apaHee ompeneiaeHHoro OP 2,0); OP: 0,680
(0,443-1,042), p=0,076 (mpeBOCXOACTBO).

B wuccnenopanun EINSTEIN PE (cm. Tabmumy 7) ObLIO HPOAEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycrymaeT dSHokcanmapuHy/ABK 1o mnepBUYHON KOHEYHOM  TOUKe
sapdextuBHoCcTH (p=0,0026 (TecT Ha He MeHbmIyIO 3 dexkTuBHOCTh); OP: 1,123 (0,749-1,684)).
[IpenBapuTenbHO oOmMpeelieHHas YUCTas KIWHUYECKas BhIroja (NMEpBUYHAs KOHEYHAs TOYKA
3 dexTuBHOCTH W ciaydad OOJBIIOr0 KpOBOTeUeHMs) Oblna 3apeructpupoBana ¢ OP 0,849
((95 % AU: 0,633-1,139), nomunansHoe 3HaueHue p=0,275). 3nauenus MHO Haxomunmuce B
TEpareBTUYECKOM Auana3oHe B cpeaHeM 63 % BpeMeHu Uil cpeaHed MPOAOIKUTEIBHOCTH
neuenus 215 nueit u 57 %, 62 % u 65 % BpeMeHu B rpynmax, npoajgeHHoro Ha 3, 6 u 12
MECSIIEB JICUCHHs] COOTBETCTBEHHO. B rpymme snokcanapua/ABK He ObLTIO YeTKOW CBSI3H MEXKTY
ypoBHeM cpenHero uentpainsHoro TTR (Bpems B numanazone nenesoro MHO 2,0-3,0) B
TEPTUIISIX OJIMHAKOBOTO pa3dMepa U yactoTor peuuauBoB BT (p = 0,082 mist B3aumoneiicTBus ).
B mpenemnax camMoro BBICOKOTO TEpTWJIA OTHOCHTENbHO meHTpa OP s puBapokcabana 1o
cpaBHEHHUIO ¢ BapdapuHoM coctasisuio 0,642 (95 % AU: 0,277-1,484).

YacTtoTa BOSHHUKHOBEHHS MEPBUYHON KOHEYHON TOYKM OE30MACHOCTH (CIIy4an OOJBIIOrO WIIH
KJIMHUYECKH 3HAYUMOTO HEOOIBIIOTO KPOBOTEUEHUS) ObljIa HECKOJIBKO HIDKE B TPYIIE JICUeHUs
puBapokcabanom (10,3 % (249/2412)), yem B rpymnme nedenust yHokcamapuHoM/ABK (11,4 %
(274/2405)). Yactora BTOpUYHONH KOHEYHOW TOYKH O€30macHOCTH (Cirydau OOJIBIIIOTO
KpOBOTEUeHHsI) Obula HIDKE B Tpymnmne puBapokcadbana (1,1 % (26/2412)), yem B rpymme
sHokcanapuna/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % JAU: 0,308-0,789).
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Tabauya 7. Hanusie no npogunto 3¢hghexmusno

COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 18.03.2025 Ne 7218

(NOCNELOBATENBHOCTb 0002)

N\ 1
CITI 1T OC30NACHOCTI 8 CCAC008URI 11T @pasol

EINSTEIN PE
Hccaenyemasi nonyJisuus 4832 nauuenTa ¢ ocTpoit cumnromuoii TIOJIA
TepaneBTHYecKas 1032 U PuBapokcaban 2) JHokcanapun/ABK o)
NMPOJA0J/KUTENbHOCTD JedeHus: | 3, 6 wim 12 mecsiuen 3, 6 mwun 12 mecsineB
N=2419 N=2413
Cumnromusii peruaus BTO* 50 44
(2,1 %) (1,8 %)
Cumnromusiii peuugus TOJIA | 23 20
(1,0 %) (0,8 %)
Cumnromusiii peungus TT'B 18 17
(0,7 %) (0,7 %)
Cumnromusie TOJIA u TI'B 0 2
(<0,1 %)
®datanpHas TOJIA/ cmepTs, 11 7
IIPH KOTOPOI HETB3sI (0,5 %) (0,3 %)
uckmounts TOJIA
Bosbiioe nnm KIMHUYECKU 249 274
3HAYMMOE HEOOJIBIIIOE (10,3 %) (11,4 %)
KPOBOTEUYECHHE
Cny4an 601b1I0T0 KPOBOTEUCHHUS | 26 52
(1,1 %) (2,2 %)

a) PuBapokcaban 15 Mr nBa pa3a B JICHb B T€UCHHE 3 HEJENb, C TIOCIEAYIONIUM TIEPEX00M Ha

20 Mr OoMH pa3 B J€Hb

b) DHoOKcamapuH B T€YEHHE N0 MEHBLICH Mepe 5 THEH, ¢ OJHOBPEMEHHBIM U TOCIEIYIOUIM

npuemom ABK

* p <0,0026 (me mensbinas 3pdexTuBHOCTD ISt 3apaHee omnpeneiaernoro OP 2,0); OP: 1,123

(0,749-1,684)

Bout mpoBeneH npenBapUTENbHO CIIAHUPOBAHHBIA OOBEAMHEHHBIH aHAIM3 KOHEYHBIX TOYEK
uccienoBanniit EINSTEIN DVT u PE (cMm. Tabnuy 8).

Tabauya 8. /lannvie no npoghunio s¢pgpexmusnocmu u 6e30nacHocmu 06beOUHEeHHO20 aHANU3A 8

uccneoosanusix Il ¢pazer EINSTEIN DVT u EINSTEIN PE

Hccaenyemass momyiauus 8281 mamuenT ¢ ocTpbiMu cumnroMHbiMu TI'B wim
TIJIA
TepaneBTuyeckas 103a U PuBapokca6an * Inokcanapun/ABK ”
NMPOAOJIKUTETLHOCTD JedyeHus: | 3, 6 uam 12 mecsiuen 3, 6 uau 12 mecsineB
N=4150 N=4131
CumnToMHBIi peruanB BTO* 86 95
(2,1 %) (2,3 %)
Cumnromusiii peungus TOJIA | 43 38
(1,0 %) (0,9 %)
Cumnromusiii peungus TT'B 32 45
(0,8 %) (1,1 %)
Cumnromusie TOJIA u TI'B 1 2
(<0,1 %) (<0,1 %)
@aranbHas TOJIA/ cmepTh, 15 13
IIPU KOTOPOIl HETIB3SI (0,4 %) (0,3 %)
uckmounTs TOJIA
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COOTBETCTBY ET_-'I' I' _EF'TH JMY OTUETY

ot 18.03 = 7218
(NOCNENC 1Eu-TEJ_II: H': CThb 0002)
bosbiioe nim KIMHAYECKU 388 412
3HaYUMOE HeOOJIbII0e (9,4 %) (10,0 %)
KPOBOTECUCHHE
Cnydan 60sbIioro kpoBotedeHus | 40 72
(1,0 %) (1,7 %)

a) PuBapokcaban 15 Mr aBa pasza B JcHb B T€UCHHUE 3 HENENb, C MOCIEAYIOIINM TIEPEX0A0M Ha
20 Mr oJIMH pa3 B JICHb

b) DHoKcamapuH B TE€YCHHE MO MEHBIECH Mepe 5 THEH, C OJHOBPEMEHHBIM M TOCICAYIOIINM
npuemom ABK

* p <0,0001 (mHe menbmas 3¢ heKTUBHOCTE IS 3apanee omnpeneiaeHHoro OP 1,75); OP: 0,886
(0,661-1,186)

[IpenBapuTenbHO ONpeACTCHHAs 4YHCTas KIMHWYECKas BBITOAA (MEpBUYHAs KOHEYHAs TOYKa
3G (HEeKTUBHOCTH IUTIOC Clydad OOJBIIOr0 KPOBOTEUEHHUS) OOBEAMHEHHOTO aHaln3a Oblia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), nHomunanbHoe 3HaueHue p=0,0244).

B uccnenoanuu EINSTEIN Extension (cm. Tabnuiy 9) puBapokcaban mpeBOCXOAMI TUIAE00
10 TIEPBUYHBIM W BTOPUYHBIM KOHEYHBIM TOYKaM 3(PQPEKTUBHOCTH. YacToTa BCTpEYaeMOCTH
MEPBUYHON KOHEYHOW TOYKHM Oe30macHOCTH (Ciiydan OONBINNX KPOBOTCUCHHI) YUCIEHHO Oblia
HE3HAYMTEINIFHO BHIIIE Y MAIIMEHTOB, MOMYYaBIINX TEPAMTUIO PUBAPOKCcaOaHOM B 1103¢ 20 MT OfHH
pa3 B JieHb, O CpaBHEHHUIO C ranebo. BropuuHas xoHeuHas Todyka Oe3omacHOCTH (OOIbIIHe
WIA KIMHUYECKHA 3HAUYMMbIC HEOOJbIINE KPOBOTCUCHHS) ITOKa3aja 0ojiee BBICOKYIO YaCTOTY Y
MAIMEHTOB, TMOJYYaBIIMX TEpanmuio puBapokcabaHoMm B go3e 20 Mr oawH pa3 B JCHb, IO
CpPaBHEHHIO C 1Iaeoo.

Tabauya 9. Hanusie no npogunto s¢hghexkmusnocmu u 6ezonacnocmu 8 uccreooganuu 111 ¢haset
EINSTEIN Extension

Hccaenyemass momyisuus 1197 nanueHTOB, MNPOAOLKHBIIUX  JIeYeHHMEe H
NpopUIAKTHKY pelIMBOB BEHO3HOI TPOM0O0IMO0IUN
TepaneBTuyeckas 103a U PuBapokca6an * IInane6o
MPOJOJIKUTEIBLHOCTD JeueHus | 6 miau 12 mecsiueB 6 niau 12 mecsitieB
N=602 N=594
CumnromHbIi peruaus BTO* 8 42
(1,3 %) (7,1 %)
Cumnromusiii peungus TOJIA | 2 13
(0,3 %) (2,2 %)
Cumnromusiii peuugus TT'B 5 31
(0,8 %) (5,2 %)
®daranpHas TOJIA/ cMepTh, 1 1
MIPU KOTOPOH HENb3S (0,2 %) (0,2 %)
uckmounTs TOJIA
Cnydan 60mb110TO KpOBOTEUCHHMS | 4 0
(0,7 %) (0,0 %)
Knununuecku 3Haunmoe 32 7
HeOO0JIbII0E KPOBOTEUEHHE (5,4 %) (1,2 %)

a) PuBapokcaban 20 Mr ouH pa3 B IcHb
*p <0,0001 (mpeBocxoactro), OP: 0,185 (0,087 - 0,393)

B uccnenoanuu EINSTEIN Choice (cm. Tabnuny 10) puBapokcaban B go3zax 20 mr u 10 mr
npeBocxoaui anetwicanuiioByo kuciaoty (ACK) B goze 100 Mr mo mepBUYHOM KOHEUYHOU
Touke dpdextuBHOCTH. (OCHOBHAs KOHEUHAs TouYkKa Oe3omacHoCTH (ciydad OOJBIIOTO
KPOBOTEYCHHS) ObIJIa CXOKEH y MallMeHTOB, TOJyYaBIINX puBapokcadan B mo3zax 20 mr u 10 mr
OJIVH pa3 B JIEHb, 110 cpaBHEHUIO cO 100 MTI alleTUIICATUIIUIOBOM KUCIIOTHI.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 18.03.2025 N= 7218

(NOCNEQCBATENEHOCTE 0002)

Tabauya 10. /lannvle no npoghunio 3¢hchexmusHOCIT W GE30NACHOCTNT 8 UCCe0osant 1 ghaser
EINSTEIN Choice

Hccnenyemas nomyasinus 3396 nauMeHTOB, MPOAOKUBIINX NMPOPUIAKTHKY PellUAUBOB
BEHO3HO# TPOM003MO0IMHU
PuBapoxcaban 20 mr |PuBapokcadan 10 mr |ACK 100 mr
TepaneBTHueckas 103a 1 pa3 B aeHb 1 pa3 B neHb 1 pa3 B aeHb
N=1107 N=1127 N=1131
Menunana mpoA0KUTETEHOCTH
JICYCHUS [ MEKKBAPTUIILHBIN 349 [189-362] nueit 353 [190-362] nus 350 [186-362] nueit
JTAATIa30H |
CumnromHubIH peruaus BTO 17 13 50
(1,5 %)* (1,2 %)** (4,4 %)
Cumnromuslil peuuaus TOJIA |6 6 19
(0,5 %) (0,5 %) (1,7 %)
CumrnroMustit peruaus TT'B 9 8 30
(0,8 %) (0,7 %) (2,7 %)
daranpnas TOJIA/ cmepTsb, 2 0 2
e 02% 00% 02%
CumntoMHsbIi perunus BTO,
MHOAPKT MHOKAPAA, HHCYJIBT 19 18 56
WIN cucTeMHast TpoMOoaMOous, |(1,7 %) (1,6 %) (5,0 %)
He cBa3anHas ¢ [{THC
Cayvaun 605b1IOTO 6 5 3
KPOBOTEUEHHSI (0,5 %) (0,4 %) (0,3 %)
Knuandecku 3Haunmoe 30 22 20
HEOO0JIBIIIOE KPOBOTECUCHUE (2,7) (2,0) (1,8)
CumnroMmHsbli peuuaus BTO unu
0oJTBIIIOE KPOBOTEUCHHE (UHCTASI 23 + 17 ++ 53
(2,1 %) (1,5 %) (4,7 %)
KIIMHUYECKask BBITO/IA)

* p<0,001 (mmpeBocxoacTBo) PuBapokcaban 20 Mr onuH pa3 B ieHb 1o cpaBHeHUto ¢ ACK 100 mr
oauH pa3 B aenb; OP=0,34 (0,20-0,59)

** p<0,001 (mpeBocxonctBo) PuBapokcaban 10 mr omuH pa3 B geHb 1o cpaBHeHHI0O ¢ ACK
100 mr oquH pa3 B nens; OP=0,26 (0,14-0,47)

" PuBapokcaban 20 mr oauH pa3 B jaeHb nmo cpaBHeHutro ¢ ACK 100 mMr ogun pas B JeHb,
0OP=0,44 (0,27-0,71), p=0,0009 (HomMuHANTEHOE)

o PuBapokcaban 10 mr omun pa3 B neHb no cpaBHeHuto ¢ ACK 100 mMr oguH pa3 B JICHb,
0OP=0,32 (0,18-0,55), p <0,0001 (HOMHUHATBHOE)

B nmomomnenne k mporpamme wuccinenoBanuii Il ¢aser EINSTEIN 6wputo mpoBeneHo
IPOCIIEKTUBHOE HEHMHTEPBEHLIMOHHOE OTKPBITOE KOropTHoe wuccienoanue (XALIA) c
[EHTPAITHHOM OIEHKOW KOHEUHBIX TOYEK, BKJIIOUas penuauB BTD, Gombmioe KpoBoTeueHue U
cMepTh. B uccnenoBanune KIMHUYECKOH MPAKTUKU ObUIM BKIIIOYEHBI 5142 mammeHTa ¢ OCTphIM
TI'B nnst w3ydeHuss JOJNTOCPOYHOM O€30MacHOCTH pHBapokcabaHa IO CpPaBHEHHUIO CO
CTaHJApTHOW aHTUKOATyJISHTHOM Tepanueil. Yactora OonbIIoro KpoBoTeueHus, peuuansa BT
U CMEpPTH OT BCeX MNpUYMH Juis puBapokcabana coctaBuwia 0,7 %, 14 % u 05 %
COOTBETCTBEHHO. BBl pa3inuuns B HCXOJHBIX XapaKTEPUCTHKAX MAallMEHTOB, BKJIIOYas BO3PACT,
pak U HapyuieHHe QYHKIMHU no4eK. [ KOPPEeKTUPOBKU MCXOTHBIX MEKIPYIIOBBIX Pa3InYHi
UCTIOJB30BAJICA  3apaHee CIUIAHMPOBAHHBIA CTPAaTU(UIIMPOBAHHBIA 1MOAOOP MO HMHICKCY
cooTBeTcTBUs. HecMOTpss Ha 3TO, OCTATOYHOE HUCKAKEHHE MOIJIO BIMATH HA PE3YyJIbTaThl.
CkoppekrupoBannbie OP, cpaBHuBarolue puBapokcabaH M CTaHAAPT JICYEHUS B OTHOLICHUU
OombiIoro KpoBoteueHus, penuana BT u cmeptu ot Bcex npuunH, coctasuiu 0,77 (95 % AU
0,40-1,50), 0,91 (95 % AN 0,54-1,54) u 0,51 (95 % AN 0,24-1,07) cooTBETCTBEHHO. DTH
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY
o T IN0E "'J-. —:-IEl

oT 1803 2025

(NOCNELOBATENBHOCTb 0002)

pe3yJII>TaTI>I KﬂHHquCKOﬁ HpaKTHKe COFHacyIO A C ybldHUBJlCHHblM llpU(i)l/lJlCM VCS011IdCHOCTH
JUTSL JAHHOTO MMOKAa3aHUsI.

B moctperucrpaniioHHOM HEWHTEPBEHIMOHHOM wHccnenoBanun Oonee 40000 mamueHTOB U3
YeThIpex CTpaH 0e3 paka B aHaMHe3€ MOJIy4aly puBapoKcadaH Al JeueHus Uiu NpoduIaKTUKA
TI'B u TOJIA. Yacrtora coObituii Ha 100 mamueHTO-IET IS CHMIITOMHBIX/KIMHUYECKU
BBEIpaKEeHHBIX BTO/TpomMO0sMO0IMUecknx COOBITHH, MNPUBOIANIMX K TOCIUTAIU3AINH,
BapbupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benukobpuranuu no 2,30 (95 % AU 2,11-2,51) B
I'epmanun. KpoBoTedueHus, NPUBOIAIIME K TOCHHUTAIM3AMH, BO3HHKAIW CO CIEIYIOIICH
yactotod Ha 100 mnanwmenrto-ner: 0,31 (95 % AW 0,23-0,42) 11 BHYyTpUYEpPENHBIX
kpoBousnusauid, 0,89 (95 % AN 0,67-1,17) s Keayno4HO-KHMIIEUHBIX KpoBoTedeHui, 0,44
(95% AN 0,26-0,74) nns yporeHuTanbHbIX KpoBoTeuenuud u 0,41 (95 % AU 0,31-0,54) ns
JIPYTUX KPOBOTECUEHU .

CTH

Dapmaxoounamudeckue 3¢hghexmol

[TporpomOuHOBOE Bpems (Neoplastin), AUTB u anTn-Xa akTHBHOCTh, U3MEPEHHAS C IIOMOIIBIO
KaTuOPOBAaHHOTO KOJMYECTBEHHOTO TECTa, TECHO KOPPETUPYIOT C KOHIICHTPAIMSIMH B ILIa3Me
KpoBu y geredd. Koppensuuss Mexay aHTHU-Xa aKTUBHOCTBIO U IUIA3MEHHOW KOHIIEHTpALUEi
SBJISICTCSl JIMHEHHOW C TAaHTEHCOM yrjla HakKJIOHa MpsSMOH, Omm3kuM K 1. Morytr BO3HUKATh
WHAWBUAYAIbHBIE DPACXOXKICHUS OoJiee BBICOKMX WM OoJee HHU3KUX 3HAYCHUH aHTH-Xa
AKTUBHOCTH 10 CPaBHEHHIO C COOTBETCTBYIOIIMMHU KOHIIEHTPALMSIMU B TUIa3Me KpoBU. B mepuon
JIeYeHUsT pUBApOKCAOaHOM He TpeOyeTcss MPOBOAUTH MOHUTOPHHI TapaMETPOB CBEPTHIBAHUS
kpoBu. OJHaKO ecnu A JTOr0  ecTh KJIMHUYECKOe O0OCHOBaHHWE, KOHLIEHTPALUU
puBapokcabaHa MOTYT ObITh H3MEPEHBI B MKI/JI IPH TTOMOIIM KaTUOPOBAaHHBIX KOJIMYECTBEHHBIX
TECTOB aHTH-Xa akTUBHOCTH (cMm. Tabmumy 13 B pazgene 5.2. mis auana3oHOB HAOJI01aeMbIX
KOHIIEHTpaIluii puBapokcabaHa B mja3Me KpoBH y AeTeid). [Ipu ncmoib30BaHUM TeCTa aHTH-Xa
AKTUBHOCTH JJI KOJMYECTBEHHOW OIEHKM KOHIEHTpPAllMK pHBapokcadaHa B IUIa3Me€ KPOBU Y
nereil HeoOXOAWMO YYMTHIBATh HW)KHHUK TIpefeN KOJWYecTBEHHOW oueHku. [loporobie
3HAYCHUsI 7151 KpuTepueB 3 (HEKTUBHOCTH MK O€30MMACHOCTH HE YCTAaHOBJICHBI.

Knunuyeckas sghpghexmusnocmo u 6ezonacnocmo

Jleuenue BTO u npogpurakmuxa peyuousos BTO y nayuenmos demckozo o3pacma

Bru10 mipoBeieHo 6 OTKPBITBIX MHOTOIICHTPOBBIX MCCIEAOBAHUN C YIaCTHEM JIETEH, B KOTOPHIE B
obmeM ObUTM BKIIIOUEHBI 727 neTed ¢ MOATBEPIKIACHHOW OCTPOM BEHO3HOW TpoMOoIMOOMen
(BTD), u3 xoropsix 528 momydanu puBapokcadan. Jloza puBapokcabaHa, KOTOpasi MIPUMEHSIIACh
y AeTedl oT poxaeHus no < 18 mer, ObUla CKOPPEKTHpPOBaHA IO Macce Tella W MPHUBOAWIIA K
JIEHCTBUIO puBapoKcabaHa, aHaIorTHyHOMY Tpu niprieme 20 Mr puBapokcabaHa OJIMH pa3 B JIeHb y
B3poCibIX nanueHToB ¢ TI'B, uto moareepxaeHo B uccnenoBanuu 11 daswr (cMm. pazgen 5.2.).

EINSTEIN Junior — paHAZOMH3UPOBaHHOE, OTKPBITOE MHOTOIEHTPOBOE KIMHHUYECKOE
uccienoBanue Il ¢a3pl ¢ akTuBHBIM KOHTposieMm ¢ ydactuem 500 marmueHToB (B BO3pacTe OT
poxaenust 1o < 18 zer) ¢ moarBepkaeHHON ocTpoil BTD, u3 kotopeix 276 nereil Obun B
Bo3pacte oT 12 mo < 18 ner, 101 pebenok — ot 6 mo < 12 ner, 69 nereit — ot 2 g0 < 6 neT u 54
pebenka B Bo3pacte 10 2 JeT.

BTD xkmaccudummpoBaiack kak karerep-accoruupoanHas BTD (90/335 manueHToB B rpymime
puBapokcabana, 37/165 manueHTOB B IpyIIe Mpernapara CpaBHEHUs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra u cuHycoB (74/335 manueHTOB B Tpynme puBapokcabana, 43/165 manueHTOB B TpyIe
npernapata cpaBHeHMs)) wid Kak apyrue BTO, Bxmouas TI'B um TOJIA (me xarerep-
accormmupoBanHas BTO, 171/335 mamumenToB B rpymme puBapokcabana, 85/165 manueHTOB B
rpymnme npenapara cpaBHenus). Hanbonee pacnpoctpanennoit BTD y nereii ot 12 no < 18 ner
ObL1a He Karerep-acconuupoBanHas BTD y 211 gereii (76,4 %); y nereit ot 6 1o < 12 siet u ot 2
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COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 18.03.2025 Nz 7218

(NOCNEOOBATENLHOCTE 0002)

n0 <6 yer — TpoMOO3 BEH TOJIOBHOTO MO3ra M CHHYCOB y 48~ mereit (47,5 %)y 35 nereit
(50,7 %) cooTBETCTBEHHO; y AeTel Miaalle 2 JeT — Karerep-accouunpoBanHas BT y 37 nereit
(68,5 %). B rpynme puBapokcabaHa He ObUIO AeTel muanmie 6 MecsleB ¢ TpoMOO30M BEH
TOJIOBHOTO MO3Ta M CHHYCOB. ¥Y 22 TAIMEHTOB C TPOMOO30M BEH T'OJJOBHOTO MO3Ta W BEHO3HBIX
cunycoB Obuta uH$eknus [IHC (13 nmaumeHnToB B Tpymnme puBapokcabaHa W 9 MalueHToB B
TPYIIIe CPAaBHEHUS).

BTD Obuta copoBolMpoBaHa TOCTOSHHBIMUA WM BpPEMEHHBIMH (DakTOpaMu puCKa WU HX
COBOKYITHOCTBIO Y 438 (87,6 %) nereii.

[TanmeHTH IOMyYau HAYaIbHOE JICUCHUE TEPANCBTHUSCKUMHU J103aMH HE(PAKITMOHUPOBAHHOTO
renapvHa, HU3KOMOJIEKYJISIPHOTO renaprHa ui (GoHaanapuHykca B TEUEHHE, 110 KpaifHell mepe,
5 mHel, mocie Yero ObLIN paHIOMHU3UPOBAHBI B COOTHOIICHHUH 2: 1 WM B Tpynny puBapokcabaHa
B J103€, CKOPPEKTHPOBAHHOM IO Macce Tella, WM B IPYNIy Mpenapara cpaBHEHUs (TelapuHBL,
ABK) B TeueHue OCHOBHOIO mepuoja JjieueHus, coctaBuBliero 3 mecsua (1 mecsan mig perei
Miajame 2 JeT ¢ KaTeTep-acconmupoBanHoit BTD). B cinyuae KIMHUYECKOH OCYIIECTBUMOCTH B
KOHIIE OCHOBHOTO TMepHoJa JIEYEHUs MPOBOJAWJIACH TOBTOPHAS BHU3yalld3alus COCYIOB;
nepBUYHAas MPOBOAMJIACH Ha JTame BKIOYEHHS B wHccieaoBanue. llocime storo mpuem
UCCIIEyeMOTo TpemapaTta MOT OBITh TPEKpalleH WK, [0 PEUICHHI0 HWCCIeI0BaTes,
MIPOJIOJDKAJICS CyMMapHO 10 12 mecseB (uis AeTeit muaame 2 JIeT ¢ KaTeTep-acCOIMUPOBAHHON
BTD no 3 mecsies).

[lepBuyHOi KOHEYHON TOYKON 3PPEKTUBHOCTH OBLIA YaCTOTAa CHMIITOMHOTO perunuBa BTO.
[TepBuyHO KOHEYHOM TOYKOW OE€30MacCHOCTH OblIa KOMOWHHUpOBAHHAs 4YacTOTa OONBIIMX W
KIIMHUYECKH 3HAYMMBIX HEOONBIIUX KpoBOTeueHWi. Bce koHewyHble TOUkH 3()PEKTUBHOCTU U
0€30MaCHOCTH [EHTPAIN30BAaHHO OLICHUBAIUCH HE3aBUCUMBIM KOMHTETOM, JIJISI KOTOPOTO OBLIO
3acJeIJICHO paclpe/ielieHne MalueHTOB M0 rpynnaM JiedeHus. Pe3ynbraTsl 3ppekTuBHOCTH U
0e30macHOCTH IpHUBEACHBI B Ta0aumax 11 u 12 Hioke.

Peuugus BTO mpomsomen y 4 u3 335 manueHTOB B Tpymie puBapokcabana m y 5 u3 165
NalMeHTOB B rpymnne cpaBHeHHs. KoMOMHupOBaHHAs yacToTa OOJNBIIOIO KPOBOTEUCHMS MU
KIIMHUYECKH 3HAYMMOTr0 HeOOIbIIOro KpoBoTeueHust orMedanack y 10 u3 329 marmenTos (3 %),
NOJy4YaBIIUX puBapokcabaH, u y 3 u3 162 manuentoB (1,9 %), momyuaBmmx mnpemnapar
cpaBHeHMs. UYucras KIMHUYECKas BbIroAa (KOMOMHMPOBAHHAs 4acTOTa CUMITOMHOIO pelUANBa
BTD u 6onpmoro KpoBoTeueHHst) OT™MeueHa y 4 u3 335 manueHToB B rpyIie puBapokcadaHa u 'y
7 u3 165 mauneHToOB B rpymnne cpaBHeHUs. PekaHanu3aiusi BEHbI PU TOBTOPHON BU3YyalW3allun
Habmronanack y 128 u3 335 nanueHToB Mpu JeueHHH puBapokcabaHoM U y 43 u3 165 nanueHToB
B IpyIIE INpernapara CpaBHEHUsA. DTU pe3yibTaThl ObUIM B ILI€JIOM CONOCTABUMBIMHU Yy JeTel
pasHBIX BO3pacTHBIX Tpynn. B rpynme puBapokcabana Owbuio 119 nereit (36,2 %) ¢ mr00bIM

KPOBOTEUYCHHEM, BO3HUKIINM Ha (hOHE Tepamuu, a B TPYIIE Mpenapara cpaBHeHus — 45 nerei
(27,8 %).

Tabauya 11. Jlaunvie no npoghunio aghghekmusrnocmu pusapoxcabana u npenapama CpasHeHus: 8
KOHYe OCHOBHO20 Nepuood JleyeHusl

Coo0bITHE PuBapoxcatan IIpenapat cpaBHeHUs
N=335* N=165%

Pennmus BTO (mepBuiHas KoHEIHAs TOYKA 4 5

3¢ HEKTUBHOCTH) (1,2 %, 95 % U (3,0 %, 95 % I
0,4 % - 3,0 %) 1,2 % - 6,6 %)

KombOuHMpoBaHHas KOHEYHAs] TOYKA: 5 6

CUMITOMHBIN perauB BTD + OeccumnromHOe 1,5 %, 95 % AN (3,6 %, 95 % 1N

YXyAILlIeHUE PU MTOBTOPHOHN BU3yaTH3aIAN 0,6 % - 3,4 %) 1,6 % - 7,6 %)
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CoobITHE

N=335*

N=165*%

KoMOuHMpOBaHHAs KOHEYHAsl TOYKA!

CUMOTOMHEIN pemmauB BTD + OGeccummromHOe
yXyquieHue ~+  OTCYTCTBHE  W3MEHEHWH  IpH
MMOBTOPHOU BU3yalln3allul

21
(6,3 %, 95 % JIN
4,0 %-9.2 %)

19
(11,5 %, 95 % JIN
7,3 % - 17,4 %)

Pexananuzaiusi BEeHbI IPU MOBTOPHOM BU3YyalU3alluu

128
(38,2 %, 95 % A1
33,0 % - 43,5 %)

43
(26,1 %, 95 % JIU
19,8 % - 33,0 %)

KoMOuHHMpOoBaHHAas KOHEYHAs TOYKa:
CUMIITOMHBIH peruauB BTD + GomnbIiioe KpoBOTEYCHUE
("mcTast KITHHIYIeCKas BHITO/IA)

4
(1,2 %, 95 % A1
0,4 % - 3,0 %)

7
(4,2 %, 95 % TN
2,0 % - 8,4 %)

TpomO0IMO0IHS JTIETOYHOH apTepUU CO CMEPTEIILHBIM
WIH HECMEPTEIHHBIM HCXOIOM

1
(0,3 %, 95 % U

1
(0,6 %, 95 % JT1

0,0 % - 1,6 %)
* monHas BEIOOpKa JJIs aHaNu3a, T.€. BCE JeTH, KOTOpbIe OBUIH paHAOMH3HPOBAHBI.
JU — noBepuTenbHBIN HHTEPBAIL.

0,0 % -3,1 %)

Tabnuya 12. Janusie no npogunio 6ezonacHocmu pusapoxcabana u npenapama cpasHeHus 8
KOHYe OCHOBHO20 Nepuooa jleyeHus.

CobbiTHE PuBapoxcatan IIpenapat
N=329* cpaBHeHuss N=162*
KOM6I/IHI/Ip0BaHHa}I KOHEYHAas TOYKA: 10 3

OOJIBIIOE KPOBOTCUCHHE + KIHHUYCCKA 3HAYUMOC
HEOOJBIIIOE  KPOBOTCUcHHE (MICPBUYHAS — KOHEYHAS
TOYKa OE30MACHOCTH)

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

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

0
(0,0 %, 95 % A1
0,0 % - 1,1 %)
119 45
(36,2 %) (27,8 %)
* BRIOOpKA JUISI aHalM3a OE30IaCHOCTH, T. €. BCE JIETH, KOTOPBIC OBUTH PaHIOMHU3UPOBAHBI U TIOTYUHIIH,

10 KpaiiHeil Mepe OfiHy 103y MCCIIENYEMOro JIEKapCTBEHHOTO Iperapara.
JU — noBepuTenbHBIN HHTEPBAIL.

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

Bosnbliioe kpoBoTeueHUE

Jlro6oe KpoBOTEUCHHE, BO3HUKIIEE Ha (POHE TEpariU

[Mpodune >¢dexTnBHOCTH U Oe30mMacHOCTH pUBapokcabaHa ObBUT B I[EJIOM COMOCTABHMBIM Y
neauatpudecko momymsiuuu ¢ BTD wu B3pocmoit monmymsumu ¢ TI'B/TOJIA, omnako,
COOTHOIIIEHUE TAIIEHTOB C JIFOOBIM KPOBOTEUCHHEM OBLIO BBIIIE B MEIUATPUYECKON MOMYISIAN
¢ BTD mo cpaBHenuro co B3pocinoit nomynsiueit ¢ TT'B/TOJIA.

Tlayuenmol ¢ mpouHbIM NOZUMUBHBIM AHMUGDOCHOTUNUOHBIM CUHOPOMOM 8bICOKO20 PUCKA

B cnoncupyemMoMm wuccnefoBaTelieM  PaHIOMU3UPOBAHHOM  OTKPBITOM  MHOTOLEHTPOBOM
UCCIIEJIOBAaHUM C 3acJICTVIEHHOM OLIEHKOW KOHEYHBIX TOYEK puBapokcabaH wu3ydaics B
CpaBHEHHMH C Bap(hapHHOM Y MalUEHTOB ¢ TPOMOO30M B aHaAMHE3e, Y KOTOPBIX TUArHOCTUPOBAH

anTuochoTUMUAHBIA CHUHIPOM C BBICOKMM PHUCKOM TPOMOOIMOOIMYECKHX COOBITUI
(TTOJIOKUTENBHBINA PE3YNIbTAT UL BCEX TPEX TeCTOB Ha aHTU(HOCHONIUITUAHBINA CHHAPOM: HaTMUne
BOJYAHOYHOTO AHTHUKOATYJISIHTA, AaHTHTEN K KapIUOJNUIMHY H aHTUTeNl K Oera-2-

riukornporenny ). Ilocne Brmrouenuss 120 mammeHTOB wHccienoOBaHUE OBUIO TIPEKpPAICHO
JIOCPOYHO O MPUYNHE MOBBIIIEHHON YacTOThI COOBITUI Y MAIMEHTOB B IpyIIe pUBapoKcabaHa.
Cpenssist poJOHKUTETHFHOCTD MEPUO/Ia HAOMI0ICH!s coCTaBmiIa 569 nHell. 59 manueHToB ObUH
PaHIOMHU3UPOBAHbI B TpyNIy puBapokcadbana B go3e 20 mr (15 Mr aisa manueHToB ¢ KIMPEHCOM
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kpearunuHa < 50 mi/muH) u 61 — B rpynny Bapapura (MHO2;0-3;0)-TpomGosmGonmaeckue
coObITus mpouszonud y 12 % manueHToB, paHAOMU3UPOBAHHBIX B IPYIIYy puBapokcabaHa (4
UIIEMUYECKUX HMHCYIbTa M 3 WH(papKTa MHOKapaa). Y MalUeHTOB, PaHJAOMH3HPOBAHHBIX B
rpyniny BappapuHa, COObITHS He ObUIM 3aperucTpupoBaHbl. bosbIioe KpoBOTEUEHNE MPOU30LLIO
y 4 maruenToB (7 %) u3 rpynmnsl puBapokcadbana u 2 nauneHToB (3 %) u3 rpymnmnsl BapdapuHa.

5.2. ®DapmakoKHMHeTHYECKHE CBOMCTBA

AOGcopbuus

[IpencraBinenHas Huxe HH(OpPMAIMs OCHOBAaHA HAa JIaHHBIX, IIOJIYYEHHBIX BO B3pOCION
TOTTYJISITIHH.

PuBapokcaban ObICTpO BcachiBaeTcs; MakcuMaibHass KOHIEHTpausl (Cax) TOCTUTACTCS 4depes
2-4 yaca nocie npuemMa TabJIeTKH.

[Ipu mnpueme puBapokcabaHa BHYTPh B BHJE TaOJIETOK J03UpoBKOM 2,5 mMr m 10 wr
puBapokcabaH BCACHIBACTCS MPAKTUYECKHU MOJTHOCTHIO, PU STOM €r0 OMOJIOCTYIHOCTH BHICOKAS
(80-100%) He3zaBucumo oT mpuema nuiiyd. COBMECTHBIN ¢ MUILEH NpueM puBapokcadaHa B 103€
2,5 mr u 10 mr He Biusier Ha AUC u Cp,x puBapokcabaHa.

B cBsi3M cO CHMKEHHOHN CTETNEHBIO BCACBIBAHUS, NMPH MPUEME TaOJETOK J03UpOBKOM 20 mr
HaTolak HaOmoganack OuomoctynmHocTh 66 %. Ilpu mnpueme Tabnerok puBapokcabaHa
no3upoBkoi 20 mMr Bo Bpems enpl oTMmeuanock yeenumueHue cpeaHenn AUC na 39 % mo
CPaBHEHMIO C MPHEMOM TalJIETKH HATOUIAaK, MOKa3bIBas MPAKTHYECKH IOJHOE BCAachIBaHUE U
BBICOKYIO OnMotocTynHOCTh. PuBapokcaban B 1o3upoBkax 15 mr u 20 Mr cienyer NpuHUMaTh BO
BpeMs e/bl (cM. pa3aen 4.2.).

dapMakOKHMHETHKA pUBapOKcabaHa MPAaKTHUYECKH JIMHEHHa B 103ax 70 15 Mr oauH pa3 B JCHb
MIpHU IpHeMe HaTolak. B ycrmoBusx mpuema puBapokcabaHa B BUJI€ Ta0JIETOK J03UPOBKOM 10 mr,
15 mr u 20 mMr Bo Bpems enbl HaOmonaeTcs 10303aBUCUMOCTb. [Ipu Oonee BBICOKMX J103aX
pUBapokcabaH JIEeMOHCTPHPYET aOCOpOIMIO, OTpaHUYEHHYIO PAcCTBOPEHHEM, CO CHIDKCHHEM
OMOOCTYITHOCTH U CKOPOCTH a0COPOIIUH 110 MEpE MOBBIIIECHUS J103BI.

®dapMaKkOKMHETHKAa  pUBapoKcabaHa  XapaKTepuU3yeTcs  YMEPEHHOW  WHIMBUIYaJTbHOU
U3MEHYMBOCTHIO (BapuallMoOHHBIN K03 duiment) B quanasone ot 30 10 40 %.

BcaceiBanmne puBapokcabana 3aBucut oT mecta BbicBoOOXAeHUs1 B JKKT. CHmwxenne AUC u
Cmax Ha 29 % u 56 % COOTBETCTBEHHO HAOIIOANOCh TMPHU BHICBOOOXKICHUU TpaHyIsATa
puBapokcabaHa B MPOKCUMAILHOM OT/IENIE TOHKOW KHIIKH B CPaBHCHHWU C MPHEMOM LEJIOH
TabNeTKu. DKCIO3UIMs Tperapara eme Oojee CHIDKAeTcs IMpH BBEICHUM pHBAapoKcabaHa B
JMCTAIBHBIN OTJEN TOHKOW KHIIKHA WM BOCXOJSIIYI0 O0OJOYHYIO KHIIKY. TakuM oOpazom,
cienayer u30eratb BBEACHHUS pUBapoKcabaHa IUCTAJIbHEE KETYyIKa, MOCKOJIBKY 3TO MOXKET
TIOBJICYb CHIDKEHHE BCACBIBAHUS M, COOTBETCTBEHHO, SKCITO3UIIMY PUBAapOKCaOaHa.

buonocrynnocts (AUC u Cpax) puBapokcabana 20 Mr mnpu npueMe BHYTPb B BHJE
U3METBbYCHHON TaOJEeTKU B CMECU C SIOJIOUHBIM MIOPE WM CYCHEHIUPOBAHHOW B BOJIE, a TAKKe
Opyd BBEACHUU YEpe3 JKENyJOUHBIH 30HJ C MOCIHEAYIOIIUM TMPUEMOM SKUIKOTO MUTAHUSA
CpaBHMMA C OMOJOCTYMHOCTBIO IIE€JION TAaOJETKU. YUUTHIBAS MPEACKa3yeMbIil J10303aBUCUMBIN
(dapmakokuHeTHYecKuid npoduiab puBapokcabaHa, pe3yibTaThl JAHHOTO HCCIIEIOBAHUS
OMOIOCTYIMTHOCTH MMPUMEHUMBI TAaK)Ke U K 00JIee HU3KUM J103aM pUBapoKcabaHa.
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Pacrnpenenenue

Cas3piBaHme ¢ OeKaMH IUIa3Mbl Y B3POCIHBIX BBICOKOE U COCTaBIISIET MpUOIU3UTENnsHO 92-95 %,
OCHOBHBIM CBSA3BIBAIOIIIMM KOMIIOHCHTOM  ABJIACTCA CI:IBOpOTO‘IHI:II\/'I aJII:6yMI/IH. OG’bGM
pacrpeiesieHusi — yMEPEeHHBIN, Vs COCTABISIET MPUOIM3UTETHHO S0 JI.

Buorpancdhopmarims

VY B3pOCIBIX MAIMEHTOB P MpHEMe puBapoKkcabaHa MPUOIU3UTENBHO 2/3 0361 MOIBEPratoTCs
MeTabonu3My M B JaJbHEWIIEM BBIBOJATCSA PAaBHBIMH YacTSAMH MOYKAMH M 4Yepe3 KUIICYHUK.
OcrtaBmasicss 1/3 1036l BBIBOAMTCS IOCPEICTBOM MPSIMOIM IOYEYHOM OHKCKpPEUMH B BUIC
HEM3MEHHOTO JICHCTBYIOIIETO BEIIECTBAa TJIABHBIM 0O0pa3oM 3a CYET AaKTUBHOW IOYCHUHOU
CEKpeLH.

PuBapokcaban Merabonmmsupyercs nocpenctsoM uzodepmentoB CYP3A4, CYP2J2, a Takxke
Ipu nmomMomu MCEXaHU3MOB, HC3aBUCHUMBIX OT CHUCTCMbI LIUTOXPOMOB. OCHOBHBIMU yYuaCTKaMu
OonoTpaHcopmalu SBJISIOTCS OKUCICHHE MOPGOIMHOBOM TPYIIbI M THAPOIU3 aMHIHBIX
CBSI3EM.

CornacHo NaHHBIM, IOJIYYEHHBIM in Vitro, puBapokcal0aH SIBISETCS CyOCTpaToM Hajsi OelKOB-
nepenocunkoB P-gp (P-rmukonporenna) u Berp (6emka ycToMYMBOCTH paka MOJIOYHOM JKETIE3bl).

HensmeHeHHBIN puBapokcabaH SBISETCS €AMHCTBEHHBIM aKTHBHBIM COCAMHEHHEM B IIIa3Me,
3HAQUUMbIE WJIM aKTUBHBIC IMPKYIMPYIOIIME METa0ONUTHl B IUla3Me HE OOHApY)KEHBI.
PuBapokcabaH, CHCTEMHBIH KIMPEHC KOTOPOTO COCTaBisAeT MpuOIu3uTensHo 10 11/4, MoOXer
OBITH OTHECEH K JIEKAPCTBEHHBIM BEIIECTBAM C HU3KUM KIHMPEHCOM.

OIMMUHALNS
[Tepron monyBBIBEACHHS IMOCIE BHYTPUBEHHOTO BBEICHHS | MI puBapokcabaHa COCTaBIISET

okono 4,5 wyacoB. Ilocie mnepopanbHOro mnpueMa BBIBEICHUE CTAHOBUTCA OTpPaHUYCHHBIM
cKkopocThio abcopOmmu. Ilpu BeIBeneHMM pHBapokcabaHa W3 IUIa3Mbl KOHEUHBIM IEpHoJ
MOJTYBBIBEJICHHUS COCTABISIET OT 5 10 9 4acoB y MOJOJBIX manueHToB U oT 11 mo 13 wacoB y
ITOXKUJIBIX ITAITUCHTOB.

PapMaKOKMHETUYECKUE IaHHBIE Y MAIUEHTOB

YV B3pOCIBIX MAIMEHTOB, MOJIYYAONIUX puBapokcadan B go3e 20 mMr 1 pa3 B JIeHb IS JICUCHUS
octporo TI'B, reomerpuueckoe cpeanee konneHTpauuid (90 % npenuKTUBHBIA HHTEPBAI) Yepes3
2-4 yaca W TpuMEpHO uepe3 24 dYaca ToOcCle MpuUeMa J03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCHUMaJIbHOW M MHUHUMAJIbHON KOHLEHTPALUsAM B MHTEpBAJIEC NO3UPOBaHUs) cocTaBuio 215
(22-535) mkr/nm u 32 (6-239) MKT/11, COOTBETCTBEHHO.

PapMakokrHeTHYeCKas-hapMakoIMHAMUYecKas 3aBUCUMOCTD

CootHomenne (papMaKOKMHETHUECKUX TapaMeTpoB M (apMakoJAWHAMHUYECKUX I(PPEeKTOB
(OK/DM) mexay KOHLIEHTpalMel puBapokcabana B 1Ia3Me KPOBU M HECKOJBKMMHU KOHEYHBIMU
(dapMakoIMHAMHYECKUMH TOYKaMH (MHruOupoBaHue Qaxkrtopa Xa, MpOTPOMOMHOBOE BpeMs,
AUTB, HepTest) oriernBanoch mocjie nmpuema mupokoro auanazona 103 (ot 5 1o 30 mr nBa pasa
B CyTKH). B3anMoCBs3b MEXIy KOHIIEHTpauuedl puBapokcabaHa M aKTUBHOCTHIO (hakTopa Xa
HAaWIy4IIuM 00pa3oM MPOJEMOHCTPUpPOBAaHA C HCHoJb30BaHWeM Moaenu Ep,.. Mogens
JUHEUHOM pPEerpeccuy JIydllle JEeMOHCTPUPYET B3aMMOCBS3b MEXKAY KOHIICHTPALMEH
puBapokcabaHa ¢ 3HAaYC€HUEM MPOTPOMOMHOBOTO BpPEMEHH. YTJIOBOW  KOd(hHIIEHT
3HAYUTEIBHO MEHSUICS B 3aBUCUMOCTH OT pPEAKTUBOB, HCIIOJIB3YEMBIX ISl OIpeeSCHHs
npoTpoMOuHOBOTO BpeMeHu. [Ipu ncnons3oBanuu Habopa Neoplastin PT ncxomgHoe 3HaueHue
MPOTPOOMHHOBOTO BPEMEHHU COCTABHIIO OKOJIO 13 CeKyH/ C HAKJIOHOM JIMHHH OKOJIO 3-4 CeKyHI
(100 wmxr/m). Pesynpratel ananmu3a cooTHomeHuss PK/DJ] B ucciaemoBanusix II u Il dassr
COOTBETCTBOBAJIM aHAJIOTUYHBIM ITOKA3aTEIISIM Y 3/J0POBBIX MAlEHTOB.
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Oco0nIe I'pyHOIbl TaNMEHTOB

Llon
Y  B3pochabiX HE OBUI0O KIMHUYECKH 3HAUYMMBIX  pa3Iuuuii  (PAapMaKOKHHETUKH H
dbapMaKoIMHAMUKH CPEId MYKIHH U KESHIIKH.

Tlayuenmul nodcunozo eospacma

VY MOXUIIBIX MAallMEHTOB KOHIEHTpaIUsl puBapokcadaHa B IJIa3Me KPOBH BBIILIE, YEM Y MOJIOJIBIX
nanueHToB; cpennee 3Hadenne AUC npubnusutensHo B 1,5 pasza npeBbimiaeT COOTBETCTBYIONIUE
3HAYEHHUS y MOJOJBIX MAlMEHTOB, IJIaBHBIM 00pa3oM, BCIEJICTBUE CHUXKEHHUS (BEpOSTHOTO)
o011ero 1 nmo4eyHoro kimpenca. Koppekmus 103sl He TpeOyeTcs.

Macca mena

VY B3pocnbix KpuTHYeckas macca Tena (Menee 50 kr m Oonee 120 kr) Juimb HE3HAYUTEITHHO
BJIMsJIAa HA KOHIIGHTPALMIO puBapokcabaHa B miia3Me KpoBH (Menee 25 %). Koppekuus 10361 He
TpedyeTcs.

Medsicomnuueckue pasnudus

KnuHuueckn 3HauuMBIX pa3invuuil (apMakOKMHETUKHM U (papMakOJIMHAMHUKH Y B3POCIHBIX
NAlMeHTOB  E€BPONEOUAHOM, adpoaMepuKaHCKOM, JATHHOAMEPUKAHCKOW, SAMOHCKOH WiIH
KUTANCKON dTHUYECKOW MPUHAJICKHOCTA HE HAOIIOJAIOCh.

Hapywenue ¢pynkyuu neuenu

VY B3pOCIBIX MAIMEHTOB C UPPO30M MEYEHU U HApYIICHHEM (DYHKIIMH NEUCHH JIETKOW CTETeHH
(xmacc A nio Yaitna-ITst0) dpapmakoknHETHKA pUBapoKcadaHa JUIIh HE3HAYUTEIBHO OTIMYajIach
OT COOTBETCTBYIOIIMX TOKa3aTeiel B KOHTPOJIBHOM TPYIIe 3J0POBBIX UCIBITYEMBIX (B CpeaHEM
ormeuaniochk yBenudeHue AUC puBapokcabana B 1,2 paza). Y ManreHTOB ¢ IUPPO30OM NIEUCHHU U
HapymeHneM (YHKIUHM TmedeHu cpenHei crenenu (kimace B mo Yaiin-IIsio) cpenusis AUC
puBapokcabaHa ObUla 3HAYUTEIHHO TOBBINIEHA (B 2,3 pa3a) MO CPaBHEHHUIO CO 30POBBIMH
no6posonbiiamu. HecBsizannas AUC yBenuunBanack B 2,6 paza. Y 3TUX NAIMEHTOB TaKKe OBLIO
CHI)KEHO BBIBEICHHE pUBapoOKcabaHa MOYKAMHU, CX0Kee C TAKOBBIM Y MAIMEHTOB C HApyIIEHUEM
(GyHKIMU MOYEK cpeaHel cremneHu. JJaHHbIe M0 ManueHTaM ¢ TSHKETIbIM HapylieHneM (yHKIUU
MEYEHU OTCYTCTBYIOT.

[lonaBnenue akTUBHOCTH (pakTopa Xa y MalMEHTOB C HApyUIeHHEM (YHKIMU MEUeHH CperHeH
CTEeNeHU ObUIO BBIPAXKEHO B 2,6 pasza CHIIbHEE, YEM Yy 3/10pOBBIX TOOPOBOJIBIEB; YBEIUUYECHHE
OpPOTPOMOMHOBOTO BPEMEHHM B CXOKei cremeHn Bospactano B 2,1 pasza. IlanumeHTsl C
HapylieHueM (QYHKIMM TIeYeHH CpeaHed cTenmeHn Obuin  Oosiee  4YyBCTBUTENBHBI K
puBapokcalaHy, YTO SIBISETCA CIECACTBUEM Oosiee TECHON B3aMMOCBSI3U (hapMaKOAMHAMUYECKUX
3 dexToB 1 (HapMaKOKHHETHUECKUX MMAPaMETPOB MEXKIY KOHIICHTPAIUEH M MPOTPOMOMHOBBIM
BPEMEHEM.

PuBapokcaban mMpOTHBOIIOKAa3aH NalMeHTaM ¢ 3a00JIEBaHUSMH TICYCHH, MPOTEKAIONIMMHU C
KanyHOHaTHeﬁ U PHUCKOM KIIMHUYCCKHU 3HAYUMOI'O KPOBOTCUCHUSA, BKJIIOUAA MNMAIUCHTOB C
nuppo3om neuenu kiacca B u C no kmaccudukanum Yanna-I1eto (cm. pazmen 4.3.).

Hapywenue ¢pynkyuu novex

Y B3pOCHBIX MAIMEHTOB C HAapyIIeHUEeM (DYHKIIUH MOYEK HA0JII0JaIOCh YBEINYEHUE KCIIO3UITUH
puBapokcabaHa, KOppEJINPOBaBILee CO CHIKEHUEM MOYeUHON (YHKIMH, KOTOpas OLEHUBAIACh
U3MEpEeHUEM KIMpeHca KpeaTuHuHa. Y manueHToB ¢ jerkoil (KnKp 50-80 mu/mun), cpemneit
(KaKp 30-49 mu/mun) u Tsoxenoi (KnKp 15-29 mn/mun) crenensro HapymeHus: QyHKITUN TOYEK
KOHIIEHTpaluu puBapokcabana B tiazme kpoBu (AUC) Obutn noBsimens! B 1,4, 1,5 u 1,6 pasa
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COOTBCTCTBCHHO. COOTBeTCTByIOH_[ee YBCIIMYCHUT ll)dpMdKU/_Ll/lHdMMLiCLKM)& 3(1)(1)@1&105 OBbLIO
OoJiee BBIp@KEHHBIM. Y TAIMEHTOB C JIETKOW, CPEIHEW W TSDKEION CTENEeHBI0 HapyIICHUs
¢yHKIMU oYeKk oOIiee MoAaBIeHUe aKTUBHOCTH (akTopa Xa yBenuuuBajiocs 1,5, 1,9 u 2 paza
COOTBETCTBEHHO I10 CPAaBHEHHIO CO 3J0POBBIMU JOOPOBOJIBLIAMH; IPOTPOMOUHOBOE BPEMS TaKXKe
yBenmuuuBaiock B 1,3, 2,2 u 2,4 pasza coorBeTcTBeHHO. J[lanHble o manmeHtax ¢ KiuKp
< 15 MJI/MHH OTCYTCTBYIOT.

[Ipennonaraercs, 4ro puBapokcabaH HE TMOJBEPraeTcs IUAINU3Y B CBSI3U C BBICOKHM
CBSI3bIBAHMEM C OCJIKaMU IUIa3MBI.

He pexomennyercss mpumensth mnpenapar y mnanueHToB ¢ KunKp < 15 mun/mun. Crepyer
coOJII0/1aTh OCTOPOKHOCTh NMPU MpUMEHEHUH Tpenapara y marueHToB ¢ KnKp 15-29 mn/mun
(cMm. paznmen 4.4.).

CTH

be3onacHocTh M 3 (HEeKTUBHOCTH pUBapokcabaHa y JeTeld W MOAPOCTKOB B Bo3pacTe A0 18 ner
[0 TIOKAa3aHHWI0 NPOPHUIAKTUKA HMHCYJIbTa W CHUCTEMHOH TpOMOOAMOONUHM y MAIMEHTOB C
GuOpHILISIIAeH peIcepauii HEKIIAITAHHOTO MTPOUCXOXKACHUS HE YCTaHOBIICHBI.

Abcopbyus

Jletu mony4danu puBapokca®aH B BHAE TaOJIETOK WM CYCIEH3UHU I IpUeMa BHYTPh BO BpeMs
WIHM Cpa3y Mociie KOPMJIGHHS WM MpUeMa MUK, BMECTe ¢ OOBIYHOW MOPIHMEH >KUIKOCTH AJis
oOecrieyeHns HaJUIeXKAIIero J03UpoBaHUS y jnerel. Kak y B3pociblx, Tak W y JeTel
puBapokcabaH ObICTPO BcachIBaeTCsl MOCIE MepOpaIbHOTO MpHeMa Ipernapara B JIEKapCTBEHHOM
dbopMe TaONETKM WM TPaHYNbl AN MPUTOTOBIEHUS CYCIIEH3WH [UIs TpueMa BHYTph. He
OTMEYAJIOCh Pa3HMIIBI HU B CKOPOCTH, HM B CTENEHH BCACHIBAHUS MEX]Y JIEKapCTBEHHBIMU
dbopMamu TaOIETKU U TPaHYJIbl AJIsl MPUTOTOBJICHUS CYCIIEH3UH AJIS TIpUeMa BHYTpPb. JlaHHBIE O
(dapMakOKMHETHKE Yy JeTed TMocje BHYTPUBEHHOIO BBEIEHHUS OTCYTCTBYIOT, IO3TOMY
abcomoTHas OMOIOCTYNHOCTh pHUBapoOKcabaHa y JeTeil Heus3BecTHA. bbUIo 0OHapyXeHO
CHIDKEHUE OTHOCHTEJIbHOW OWOJOCTYMHOCTH TPH YBEIWYEHWU 1103 (B MI/KI Macchl Tejia), Ha
OCHOBaHHUU HYEr0 MOXKHO CJeNaTh MPEINOJIOKeHHEe 00 orpaHudeHusx abcopOuuu mns Gonee
BBICOKHUX /103, /XK€ TIPH MpuemMe ¢ nuield. PuBapokcaban B BHI€ TaOJIETOK JTO3UPOBKOM 15 mr
i 20 Mr ciieyeT IpUHUMATh BO BpeMsi KOPMIICHUS MJTH BO BpeMs eJlbl (cM. pasnen 4.2.).

Pacnpeoenenue

CrieruduuHble B OTHOIICHUH JIeTEl TaHHBIC O CBA3BIBAHMM pUBApOKcabaHa ¢ OelKaMu IJIa3Mbl
OTCYTCTBYIOT. JlaHHBIE O (¢apMaKOKMHETUKE Yy JeTeid I0cie BHYTPUBEHHOI'O BBEICHUS
puBapokcabaHa OTCYTCTBYIOT. Vs y JleTeil (Bo3pacTHoM amamazoH oT 0 mo < 18 mer) mocne
NEepopabHOTO MpHeMa puBapokcadaHa, CIHPOrHO3MPOBAHHBIA C MOMOIIBIO MOMYISIUOHHOTO
(apMaKOKMHETUYECKOTO MOJICIIMPOBAHUS, 3aBUCUT OT MAacChl Te€Jla U MOXKET OBITh OMHCaH C
MOMOIIBIO AJUIOMETPUYECKON (YHKIIMHM CO cpeaHuM 3HadueHweMm 113 n mis cyObekTa ¢ Maccoi
Tena 82,8 Kr.

buompancopmayus u snumunayus

Crneuuduynpie B OTHOIICHWH JAETEed MaHHBIE O METa0ONU3Me OTCYTCTBYIOT. [laHHBIE O
(dapMakOKMHETHKE y JAETei Iocje BHYTPUBEHHOTO BBEJIEHHS pHBapokcabaHa OTCYTCTBYIOT.
Knupenc y nereit (Bo3pactaoit auana3zoH ot 0 go < 18 yer) mociie mepopaibHOro Mpuema
puBapokcabaHa, CIPOrHO3UPOBAHHBIA C MOMOIIBIO MOMYISIUOHHOTO (PapMaKOKHMHETUYECKOTO
MOJICTTUPOBAHUS, 3aBHCHT OT MAcChl T€lla U MOXKET OBITh OMKCAH C MOMOIIBIO AITTIOMETPUIECKOMN
GYHKIMHE CO CpeIHMM 3HadYeHWeM § /4 1y cyObekTa ¢ maccoil tema 82,8 kr. Cpemnue
reOMETPUUYECKUE 3HAUCHHUs TMepuoja MoNyBbIBeNeHUs (tj»), pacCUYUTaHHBIE C MOMOIIBIO
MOMYJSIIMOHHOTO  (PapMaKOKMHETUYECKOTO MOJEIMPOBAHUS, YMEHbBIIAIOTCA C YMEHbIIEHUEM
BO3pacTa U BapbUpPYyIOTCs OT 4,2 yaca y MOJAPOCTKOB 10 IPUMEPHO 3 4acoB y J€Teil B Bo3pacTe 2-
12 ner, no 1,9 u 1,6 yaca y gereit B Bo3pacte 0,5-<2 netr u menee 0,5 roga, COOTBETCTBEHHO.

39



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 18.03.2025 N= 7218

(NOCNEQCBATENEHOCTE 0002)

Dapmaxokunemuueckue 0aHHvle Y NAYUEHMO8
['eomeTpuueckoe cpennee koHueHTpauuit (90 % wuHTepBas) B MHTEpBalax BpeMEHHU OTOOpa
npo0, TPUMEPHO COOTBETCTBYIONIMX MAaKCUMAIbHOW M MHHHMAIBHOW KOHIICHTPAIlUH B
WHTEpBajJe JO3UpPOBaHUA, y AeTedl ¢ ocTtpoir BTD, momywaromux puBapokcabaH B 03¢,
3aBUCAILLIEH OT Macchl Tena, Ui IOJy4EHMsS DSKCIO3ULIMM, COOTBETCTBYIOLIEH TaKOBOM Yy
B3pocibix nanueHToB ¢ TI'B, momywarommx po3y 20 mr 1 pa3 B J€Hb, NMPEICTABICHBI B
Ta6mume 13.

Tabnuya 13. Ceoonas cmamucmuka (ceomempudeckoe cpeonee (90% unmepsan)) pasHosecHvix
KOHYyeHmpayuii pueapoxcabana 6 niasme Kposu (MKe/1) 6 3a8UcCuUMoCmu Om pexcuma
003UpPOBAHUs U 8O3pACMA

Bpemennsie
HHTEPBAJIbI
OnuH pa3 B 1eHb N |or 12 N |oT6
mo <18 jer o <12 jger
2,5-4 gaca ciycts 171 |241,5 24 1229,7
(105-484) (91,5-777)
20-24 gaca cmyctss | 151 |20,6 24 (159
(5,69-66,5) (3,42-45,5)
/Ba pa3a B 1eHb N |or 12 N |ot6 N |or 0,5
o <18 ser o <12 jer o <2 jer
2,5-4 gaca crycTs 36 (1454 38 [171,8 2 |H.p.
(46,0-343) (70,7-438)
10-16 wacos coycts | 33 (26,0 37 22,2 3 |10,7
(7,99-94,9) (0,25-127) (H.p.-H.D.)
Tpu pa3a B JieHb N (ot 2 o N |or poxnenusi | N |or 0,5 N |oT poxaenus
<6 et J10 <2J1eT 0 <2 Jjer 1o <0,5 ger
0,5-3 gaca cmycTs 5 [164,7 25 [111,2 13 (1143 12 |108,0
(108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 gacoB crmycTs 5 (33,2 23 (18,7 12 (214 11 |16,1
(18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE PaCCUUTHIBAIIOCH
3HaueHUs HIKE HWKHEro mpeneria kojaudectBeHHoro ompezencHus (HIIKO) Obiiu 3ameHeHbl Ha 1/2
HITKO nns pacuera cratuctuku (HITKO=0,5 mxr/m).

Llon
AHanu3 TOJIY4YEHHBIX JAHHBIX HE BBIIBWJI CYIIECTBEHHBIX pAa3jMYUd B  AKCIO3ULIMHU
puBapokcabaHa y AeTeil pa3HOoTo moJa.

Macca mena

VY nereii no3a puBapokcabaHa 3aBUCUT OT MAacChl Tesla. AHAIIN3 TaHHBIX, MTOTYYCHHBIX JUIS IEeTeH,
HE BBISIBWJI 3HAYMMOIO BIIMSHHS HEIOCTATOYHOM MAaCChI Tejla WM OKUPEHHUS Ha IKCIIO3HITHIO
puBapokcabaHa.

Meorcomnuueckue paznuyus

AHanu3 NOJyYEHHBIX AAHHBIX HE BBIIBMJ 3HAUMMBIX MEXITHMUECKUX Pa3IM4YUi B 3KCIO3ULINU
puBapokcabaHa y JieTei SIMOHCKON, KUTAMCKON MIIM a3MaTCKON STHUYECKON MPUHAIC)KHOCTH 3a
npenenamu SAnonun u Kutas mo cpaBHeHUIO ¢ 001Iel neAnaTpuyecKoi MOnysiiuen.

Hapywenue ¢ynxkyuu neuenu
Knunnueckue nanHble 0 IPUMEHEHUH pUBapOKcabaHa y eTel ¢ HapylleHueM (QyHKIUU eUeHH

OTCYTCTBYIOT.
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Hapywenue ¢pynxyuu novex
JlaHHBIE KIMHUYECKUX HMCCIEAOBAaHUM y JeTed B Bo3pacte | rojia W crapuie co CpeaHed Wi
TSDKEJIOW CTENEHBbI0 HapyIIeHUs (YHKUUHU TMOYEK (CKOpPOCTh KiIyOoukoBoW ¢uibTpanuu <50
mi/Mue/ 1,73 M%) OTCYTCTBYIOT.

6. PAPMAIIEBTUYECKHE CBOMCTBA

6.1. [lepeuenb BcnoMorareJibHbIX BellleCTB

PuBapoxcaban benymo, 15 mMr, TaGJIeTKHU, MOKPBITHIC MICHOYHOU 000I0YKOMA
I'mnpomennosa,

Hemmtono3a mukpokpucramnudeckas PH101,
Hatpus naypuncynsdar,

JlakT03BI MOHOTHAPAT,

Kpockapmennosa Hatpus,

Marnus creapar.

Obonouxa madbnemxu:

Omnanpaii kpacusiii 03F250004:
['unpomennoza 2910 (E464),

Turtana nuokcun (E171),

Makporona 3350 (E1521),

Kpacurens xene3a okeup kpacusiit (E172).

PuBapoxcaban benymo, 20 mMr, TaOJIETKH, MOKPBITHIC MICHOYHOU 000I09YKOMA
['mnpomennosa,

Hemmtono3a mukpokpucramnndeckas PH101,
Hatpus naypuncynsdar,

JIakTO3BI MOHOTHAPAT,

Kpockapmennosa Harpus,

Marnus creapar.

Obonouxa madbnemxu:

Omnanpaii kpacusiii 03F250005:
['unpomennoza 2910 (E464),

Turtana nuokcun (E171),

Makporon 3350 (E1521),

Kpacurens xene3a okeup kpacusiit (E172).

6.2. HecoBMecTHMOCTEL

He npumenumo.

6.3. Cpok rogHocTu (CpOK XpaHeHHUs )

2 rona.

6.4. OcoOble Mepbl MPEAOCTOPOKHOCTH NPH XPAHEHUH

Xpanuts 1pu temrneparype He Boime 30 °C.
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6.5. XapakTep M coaepkaHue NePBUYHON YIAROBRHA

I[Io 14 Ttabnerok, TMOKPBHITHIX IUICHOYHOH 000JOYKOW, B Onucrepe U3  IJICHKH
MOJIMBUHUIIXJIOpUTHON U donbru amomuHueBoi (I[IBX/Am). JIa 6imctepa BMeCTe C JIUCTKOM-
BKJIQ/IBIILIEM ITOMEIIAIOT B KAPTOHHYIO MAUKY.

[To 10 TabGneTok, TMOKPHITHIX IUICHOYHOM 00O0JOYKOM, B OlHUcTepe W3  IUICHKU
NOJUBUHUIXJIOpUIHOW U ¢onbru amomunueBoir (IIBX/Am). [lecsats OnmcrepoB BMmecTe ¢
JMCTKOM-BKJIJIBIIIIEM TIOMEIIAIOT B KAPTOHHYIO MTAYKYy.

6.6. OcoOble Mepbl NPEIOCTOPOKHOCTH TPH YHUYTOKEHHMHM HMCIHOJb30BAHHOIO
JIEKAPCTBEHHOr0 Mpemapara WIM OTX0A0B, TMOJYYEHHBIX [M0OCJe MpPUMeHEHUs:
JIEKApPCTBEHHOI'0 Mpenapara, ¥ Apyrue MaHuIMyJIsiiHU ¢ NpenapaToM

Het oco06bix TpeGOBaHUH K YTHIU3AIUH.

H3menapuenune TabIeTOK

Tabnerku puBapokcabaHa MOTYT OBITh U3MEIBYCHBI, CYCTICHANPOBAaHBI B 50 MJI BOJIBI U BBEICHBI
4yepe3 Ha30racTPAIbHBIA WM JKETYAOYHBIA 30H MOCJIE MOATBEPXKACHUS IOJIOKECHHS 30HIA B
xenynke. Ilocie 3Toro HeoOXOAMMO MPOMBITH 30HJ BOMOH. B cBs3u ¢ Tem, 4ro abGcopOuus
puBapokcabaHa 3aBHCHT OT MECTa BBICBOOOXICHHs JCHCTBYIOIIETO BEIIECTBA, HEOOXOIUMO
n3berath BEJCHUS pUBapoOKca0aHa IHUCTAbHEE JKEIyAKa, B MPOTHBHOM CIydae 3TO MOXKET
MIPUBECTH K CHIDKEHUIO a0COpOILIMU U, CIIeOBATENHHO, K CHUKCHHIO SKCIIO3UIIUU JEHCTBYIONIETO
BemiecTBa. [locime BBemeHUsI W3MENbUCHHOW TablMeTku puBapokcabanHa 15 mr wmm 20 wmr
HEOOXO0IUMO HE3aMEeUTUTEIHHO OCYIIIECTBUTH MIPUEM SHTEPATLHOTO MUTAHUS.

7. AEPKATEJIb PETUCTPAIHIMOHHOI'O YJIOCTOBEPEHMUSA

PecniyOiinka Xopatwsi.
BEJIVIIO, nexapcTBa 1 KOCMETHKA 1. 1.
48000, r. KonpuBnauua, yi. /lanuia, 5.

7.1. [IpencraBuTeib AepKaTeNsl PErHCTPALMOHHOIO Y10CTOBEPEHUS

[IpereH3un noTpeOUTENEN HAIPABIIITH 110 aJPECY:

Poccuiickas @eoepayus

[TpencraButenscTBo kommanuu BEJIYIIO, nekapcTBa u kocMeTuka 1.4., Pecriyonuka XopBaTus
B I. Mockae.

Mockaa, 119330, JlIomoHocoBckuii npocit., 1. 38, kB. 71-72

Tenedon: +7 (495) 933-72-13

OnekTpoHHas rovra: belupo@belupo.su

Pecnyonuxa Kazaxcman

[IpencraBurensctBo kommanuu BEJIYIIO, nekapcTBa u kocMeTuka 1.1., Pecrybnika XopBaTus
B Pecny6nnke Kazaxcran.

r. Anmarsl, yi. Tumupsizesa 42, kopryce 15/1b, opuc 328.

Tenedon: +7 (727) 245-88-42, +7 (771) 701-41-14

OnexTpoHHas noyra: belupo@belupo.kz

8. HOMEP PEI'UCTPAIIMOHHOI'O YIOCTOBEPEHMUSA
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9. JATA TIEPBUYHOI PETMCTPAINH (HOATBEPKAEHMS PEFHCTPATT, —
NEPEPETMCTPAIIAH)

JlaTa nepBoii perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO0mas xapakTepuCTHKa JIEKapCTBEHHOTro Tmpenapara PuBapokcaban bemymo mgoctymHa Ha
uH(MOPMAIIMOHHOM TmopTane EBpa3suiickoro SKOHOMHYECKOTO CO03a B HH(OPMAIOHHO-
KOMMYHUKaIMoHHOU cetn «HTepHEeT» https://eec.eaeunion.org/
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