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OBLIASI XAPAKTEPHCTHKA 1 KAPC‘ﬁﬂ:iﬁEélFé ATREAPETR 0005)

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITIAPATA
Basupusa, 15 mr, TabneTkH, MOKPHITHIC TIJICHOYHON 000I0YKOH

Baszupusa, 20 Mr, TabaeTKH, MOKPHITHIC TIJICHOYHON 000JI0YKOH

2. KAUECTBEHHBIN U1 KOJIMYECTBEHHBIN COCTAB
JlelicTBy1o11Ie€ BEIIECTBO: PUBApOKCaOaH.

Pusapokcabad, 15 mr, TaOJIETKH, ITIOKPLITHIE INIEHOYHON 000JI0YKOH

Kaxxnast Tabnerka, MOKphITasi INICHOYHON 000JI0UKOM, CONEpKUT 15 Mr puBapokcabaHa.

Pusapokcaban, 20 Mr, TabJIETKU, HOKPHITHIE ILICHOYHO 000J10YKON

Kaxxnas Tabnerka, moKpbITasi INIEHOYHOM 000710UKOH, conepkuT 20 Mr puBapokcadaHa.

BemiectBa, Hann4re KOTOPHIX HAZ0 YUYUTHIBATH B COCTAaBE JIGKAPCTBEHHOTO Ipenapara: JaKTo3a,
HaTpuii (cM. pa3nen 4.4.).

ITonHbI MNEPCUCHb BCIIOMOT'ATCIIbHBIX BCHICCTB ITPUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA
TabneTku, MOKPBITHIE TNICHOYHOH 000IOYKOH.

Basupuba, 15 mr, Ta6J'IeTKI/I, MHOKPLIThIC MIICHOYHOMN 000JI0YKOH

Kpyrible ABOSKOBBINTYKJIbIE TaOJI€TKH, MOKPBIThIE IUIEHOYHON 000JI0UKOHM, ceporo IBera ¢
rpaBupoBKoil «R22» ¢ ogHOM cTopons! U «H» ¢ Apyroit cTOpOHBI.

Basupusa, 20 mr, Ta0JI€TKH, HOKPBITHIE IIJIEHOYHOW 000JI0UYKOM

Kpyriibie 1BOSKOBBINMYKJIbIE TA0JIETKH, TOKPBITHIE IUIEHOYHONH 000JI0YKOM, CBETIIO-CEPOro IBETA,

¢ rpaBupoBKoi «R23» ¢ onHOM cTopoHsbl 1 «H» ¢ 1pyroi cTOpoHs.I.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHus1 K IPUMEHEHHUIO
[Tpenapat BazupuBa nokasaH K IPUMEHEHUIO y B3pPOCIbIX, JETEH U MOIPOCTKOB.

B3pocausie ctapuie 18 et

e [IpodunakTka UHCYJIbTa U CUCTEMHON TPOMOOIMOOINH y AIUEHTOB ¢ (GUOpHILISAINeH
npescepaInii HeKJIanaHHOTO IPOUCX 0K ICHHUS.
e Jleuenue Tpom0Oo3a riyookux BeH (TI'B) u tpomGosamOonuu nerounoit aprepun (TOJIA)

u npodunaktrka peunausos TI'B u TOJIA.



COOTBETCTBYET 3KCMEPTHOMY OTUETY
25.02.2026 N= 3571

OT L2 UL 20

(NOCNENOBATENLHOCTL 0005)

JleTH ¥ OAPOCTKU Mytajie 18 jet

® Basupusa, 15 me, mabremxku, noKpbimbie NIeHOYHOU 000I0YKOU
Jleuenne BeHO3HOW TpoMOOdMOommu (BTD) m mpodunaktuka peuuguBoB BTD y nereit u
IIOJIPOCTKOB B Bo3pacte 10 18 ner ¢ maccoit tena ot 30 xr go 50 xr mocie He MeHee 5 JHeH
HAYaJIbHOM MMapeHTepalbHON aHTUKOATYJITHTHOU Teparuu.

e Basupusa, 20 me, mabaemku, NOKpblmble NieHOYHOU 000104KOU
Jleuenne BeHO3HOUW TpomOodmOomuu (BTD) m mpodunaktuka pernuauBoB BTD y nereét u
MOJAPOCTKOB B Bo3pacte 10 18 siet ¢ maccoii Tena 6omee S0 Kr mociie He MeHee 5 THEe HavabHOU

[IapEHTEPAIBHON aHTUKOAr'yJITHTHOW TE€paIuu.

4.2. Pexxum 103MpOBaHNs U C1IOCO0 MPUMEHEeHUs!

Pexxum 103upoBaHus

IIpogpunaxmuka uncynoma u cucmemHou mpomooIMO0IUU ) 83DOCTbIX

PexomennoBannass no3a cocraBiaser 20 Mr oauH pa3 B JI€Hb, 4YTO TaKXKe SBISIETCA
PEKOMEHI0BAaHHON MAaKCUMaJIbHOM CYTOYHOU J1030M.

Tepanus npenaparom Basupua noikHA paccMaTpUBaThbCs Kak JIOJTOBPEMEHHOE JICYEHHE MPU
YCIOBHMH, YTO I0JIb3a OT NPOGUIAKTUKUA MHCYJIbTa M CUCTEMHONH TPOMOOSMOOJIUM IPEBbILIAET
pHUCK KpoBoTeueHus (cM. pazzaen 4.4.).

ﬂeﬁcmeuﬂ npu nponycke npuema npenapama

Ecnu nmpueM 03Bl MpONyIIeH, MalUeHT J0JDKEH HEMEIJICHHO MPHUHATh TAabJeTKy mpemnapara
BasupuBa u Ha cienyromuid J€Hb NPOAOJDKATh IPUEM Ipenapara OJUH pa3 B JI€Hb, Kak
PEKOMEHI0BaHO. B 3TOT ke JIeHb He CieyeT NMPUHUMATh JBOWHYIO 103y JUISl KOMIIEHCALIMHU
IIPOITYLLIEHHOM J103BI.

Jleuenue TI'B u TOJIA u npogpunakmuxa peyuousos TI'B u TIJIA y é3pocivix

PexoMennoBaHHas HadanpHas A03a 1pu JiedeHuu ocTpbix TI'B nnm TOJIA cocrasnser 15 mr nBa
paza B JIeHb B T€YEHHE MEPBBIX 3 HEJENb C MOCIEAYIOININM NepexoaoM Ha 103y 20 Mr oJuH pa3 B
JIeHb JUIs TalibHenIero aeueHus u npodunaktuku peruansos TI'B u TOJIA.

KopoTkass mpogomKuTenbHOCTh Kypca JiedeHus (Kak MHUHUMYM 3 Mecsilia) JIOJDKHA OBITh
paccmotpena aiis nanueHToB ¢ TBI win TOJIA, cipoBOIIMPOBAHHBIX CEPHE3HBIMU OOPATUMBIMU
(baxTopamu pucka (T.e. HeJaBHEee CepPbe3HOE XMPYPruIecKoe BMEIIATENbCTBO WK TpaBMa). bonee
JUTUTEIBHBIA TIEPHO/T JICYCHUS TOJDKEH OBITh paccMoTpeH s marnueHToB ¢ TI'B unm TOJIA, He
CBSI3aHHBIMU C CEpbE3HBIMU 00paTUMBIMU (PaKTOpPaMU pUCKa, C HeclpoBolrpoBaHHbIMU T1'B min
TOJIA, nnu ¢ TBI' unmu TOJIA B anamHue3e.

Korna nokaszana npoanenHas npogmiaktuka peunauBoB TI'B umn TOJIA (mocne 3aBepiieHus

KaKk MUHUMYM 6 MmecsitieB Jedenus: TI'B umu TOJIA), pekomennoBanHas 103a cocrapiser 10 mr
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KaK TalHUeHTHl C TSDKEIBIMH COIYTCTBYIOIIUMH 3a00J€BAaHUAMU WM y KOTOPBIX Pa3BUIICH
peunguBupyomuii TI'B un TOJIA npu npoanenHol npodunaakTuke npenapatom Basupusa B
no3upoBke 10 Mr ojuH pa3 B JieHb, HEOOXOAMMO pacCMOTPETh Ha3HaUeHME Ipenapara Basupusa
B J103UpoBKe 20 MI OJIMH pa3 B JICHb.

[Tpom0KUTETHHOCTD JICYEHHUS U BEIOOD JT03BI ONPEACIISIOTCS HHIMBUAYAIBHO ITOCIIE TIIATEIbHOM

OLICHKH I10JIb3bI JICYEHUS IPOTUB PUCKA BO3SHUKHOBEHMS KpOBOTeUeHus (cM. paszaen 4.4.).

Tabmuma 1
IIepnon BpemeHnu Cxema npuema CymmapHas
CyTOYHas J103a
Jleuenue u Henb 1 — 21 nas 15 mr nBa paza B ieab | 30 mMr
poQUITaKTHKA C 22 nus 20 Mr ouH pa3 B ieHb | 20 mr

peunausoB TT'B mimn

TOJIA

[Tpodunaktuka [Tocne 3aBepieHust 10 mr oquH pa3 B geHb | 10 mr
peuuaueoB TI'B u KaKk MUHUMYM 6 U WA
TOJIA MECALIEB JICUCHUS 20 mr oauH pa3 B AeHb | 20 mMr

TI'B umu TOJIA

ﬂeﬁcmeu}l npu nponyckKe npuema npenapamada

Ecnu mpuem 10361 IponylleH Opu pexxuMe 103upoBaHus 15 Mr aBa pasza B AeHb (IeHb 1—21),
MAIMEeHT JI0JHKeH HeMEeUIEHHO TIPUHSATH Ipernapat Basupusa s TocTHXEeHUs! CyTOYHOM 10361 30
Mr npemnapara Basupua. B nanHom ciyuae e TabineTku 15 Mr MoryT ObITh MPHUHATHI B OJUH
npueM. Ha crenyromuil 1eHb ManeHT J0JDKEH Mpoa0JKaTh PEeryJsipHbIA MpueM mpenapara 15
MT J[Ba pa3a B JIeHb KaK peKOMEHIOBAHO.
Ecnmu mpueM 03B TPOTyIEH MPH PEeXUME JTO3UPOBAHUS OJWH pa3 B JCHb, MAIUCHT JOJDKCH
HEMeJUIEHHO PUHSATH TabJeTKy npenapara Bazupua u Ha cieayromuil JeHb Ipo10JKaTh pUEM
npenapara OJUH pa3 B J€Hb KaK PEKOMEHJ0BaHO. B 3TOT ke NeHb He ciieayeT NpUHUMATh
JIBOMHYIO 103y JUJIsl KOMIIEHCAIIMY MPONYIIEHHON JO3BI.
Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na npenapam Basupusa
— IIpodunaxTrka UHCYIBTa U CUCTEMHOIN TPOMOOIMOOTUY:
cinenyer mnpekpatuth jedeHne ABK u Hauare nedenue mnpenapatroM BasupuBa mnpu
3HaYeHUU MEXIYHapOJHOro HopManu3oBaHHoro otHouenus (MHO) < 3,0.

— Jleuenue TI'B, TOJIA u npodunakTuka peluIMBOB y B3POCIBIX:
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3nauenun MHO < 2.5.
[Tpu nepexone mauuentoB ¢ ABK na mpemapar Basupusa 3nauenuss MHO OynyT ommbo4Ho
3aBBILICHHBIMU TOCNIEe INpueMa npenapara BaszupuBa. MHO He moaxomuT ayisg onpeneneHus
AQHTUKOATYJIIHTHOM aKTMBHOCTHU IIpenapara BasupuBa v mosToMy HE JOJKHO MCHOJIB30BAaThCS C
3TOM 1eIbIo (cM. pasnen 4.5.).
Ilepesoo ¢ npenapama Baszupusa na anmazonucmel sumamuna K
Cy1iecTByeT BEpOATHOCTh BOZHUKHOBEHHUS HEJOCTaTOUYHOTO aHTHUKOATyJISHTHOTO 3¢ dexra npu
nepexoje ¢ mnpenapara BasupuBa Ha ABK. HeoOxomumo oOecrieuyuTh HeENpepbIBHBINA
JIOCTAaTOYHBIM AaHTUKOATYJSHTHBIA 3(dexr Bo Bpems mepexoga Ha albTepHATHBHBINA
anTukoarynsaut. Cleayer OTMETUTh, YTO TnpenapaT BasupuBa MoOXeT crnocoOCTBOBATH
noBblienro MHO.
[Tanuenram, nepexoaauum ¢ npenapara Basupusa Ha ABK, cienyer oqiHOBpeMEHHO IPUHUMATH
ABK, noka MHO ne pocturner > 2,0. B TeueHune nepBbIX ABYX JHEW MEPEXOIHOTO MEepuoaa
JIOJDKHA TPUMEHSThCSA CTaHaapTHas HadanbHas go3a ABK ¢ mocnemyromeidt moszoit ABK,
onpenensieMoil B 3aBucuMocty oT BenuunHbl MHO. Bo BpeMsi 0JHOBPEMEHHOIO MPUMEHEHUS
npenapara Basupua u ABK 3nauenue MHO noimxHO onpenenstbes He paHee, ueM uepes 24 yaca
MocJe IMpeAblIylero npruemMa, Ho J0 Mpuema cieayrouien no3el npenapara Baszupusa. Ilocne
IpeKpalleHusl npuMeHeHus npenapara Basupusa 3nauenne MHO MoxeT OBITH J1OCTOBEPHO
ompeenaeHo yepe3 24 yaca mociie mpuemMa mocyieiHen 10361 (cM. pasaenst 4.5. u 5.2.).
Ilepexo0 ¢ napenmepanbHbIX AHMUKOAZYISAHMO8 Ha npenapam Basupusa
VY B3pOCIHbIX, MONYyYaOIMIUX NapeHTEepalbHble aHTUKOATYJISIHTBI, CIEIyET NMPEKPaTUTh BBEACHHE
MapeHTepaIbHOTO aHTUKOATyJISIHTa U HayaTh IPUMEHEHUe npenapara Basupusa 3a 0—2 yaca 10
BPEMEHH CJIEIYIOIIET0 IJIAHOBOTO BBEACHHS MapeHTEPANbHOrO TMpenapara (Hampumep,
HU3KOMOJIEKYJISIPHOTO TeMapuHa) WJIM B MOMEHT MpPEKpalleHUs HEMpPepbhIBHOTO BBEICHUS
NapeHTepaIbHOTO TpenapaTa (HanpuMep, BHYTPUBEHHOI'O BBEACHMS He(paKIMOHUPOBAHHOIO
renapuHa).
Ilepexoo ¢ npenapama Basupuea Ha napenmepanibHble AHMUKOAZ)ISIHMNbL
Cnenyer oTMeHUTH npenapaT BasupuBa W BBECTH TMEpBYIO 03y MapeHTEPATBLHOIO
AQHTUKOAryJIiHTa B TOT MOMEHT, KOTJa HY)XHO ObUIO MPHUHATH CIEIYIONIYI0 J03y IMpernapara
Bazupusa.

Oco0bIe I'pynnbl DaMCHTOB

Hauuenmbl C NOYEYHOU HedOCMAMOYHOCbIO
I/IMGIOHH/IGCH OIrpaHNMYCHHBIC KIIMHUYCCKUEC NAaHHBIC JCMOHCTPHUPYIOT 3HAYHUTCIbHOC ITOBBINICHUEC

KOHIICHTpaIuid puBapokcabaHa B TuIa3Me KPOBH Y MAITUEHTOB C TSKEJIOW CTETICHBIO HAPYIICHUS
4
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KaTeropuu MalueHToB NpenapaT Bazupusa cieayer NpuMeHsTh C OCTOPOXKHOCThIO. [IpruMenenne

He pekoMenayeTcs y nanueHToB ¢ KnKp <15 mn/mun (cMm. paznenst 4.4. 5.2.).

VY nanuenTtoB co cpenneit (KnKp 30—49 mu/mun) unu tsoxenoit (KnKp 15-29 mu/mun) crenensio

HapyuICcHUA (bYHKI_[I/II/I ITOYECK HCO6XO,I[I/IMO CJICA0BAaTh PCKOMCHAAIUAM HHXKE!

e Ilpu mnpodwmiakTuke UHCYIbTa M CHUCTEMHOM TpOMOOAMOOIMM Yy TALUEHTOB C

¢ubpmusinueil npeacepAnii HEKJIAAHHOTO MPOMCXOXKACHUS PEKOMEHIOBaHHAs 1032

cocTaBisieT 15 Mr oguH pa3 B AeHb (cM. pazuen 5.2.).

e [Ipu neyenun TI'B u TOJIA u npodumnaktuku peruauoB TI'B u TOJIA: nmanuentam

H€O6XO[[I/IMO MNPpUHHUMATDH 15 mr JBa pa3a B ACHb Ha MPOTSIKCHUU ICPBLIX TPCX HCACIIb.

BHOCJ’ICI[CTBI/II/I, Koraa p€KOMEHAYyEMas J03a Iperapara BaBI/IpI/IBa coctaBut 20 mMr OJHH

pa3 B JIeHb, CIelyeT MpeayCMOTPeTh CHUKEeHHE 10361 ¢ 20 Mr 70 15 Mr oiMH pa3 B JI€Hb,

€CJIM PUCK BO3HUKHOBCHHUSA KPOBOTCUCHHUA y IMAMCHTA BBIIIC PHUCKAa PCUHIHNBOB TI'B u

TOJIA. Pekomenganust o MPUMEHEHUIO 710361 15 M ocHOBaHa Ha (papMaKOKHHETUIECKOM

MOZACIIMPOBAHUHN U HC U3YyHaAJIaCh B KIMHUYCCKUX UCCIICAOBAHUAX (CM. pa3aciibl 44, 5.1.

us.2.).

Korna pekomennoBannas 103a coctasisier 10 Mr ofuH pa3 B JI€Hb, KOPPEKIIUU JO3BI 10

CPaBHEHHIO C PEKOMEHIOBaHHOI He TpeOyeTcsl.

Y manueHToB ¢ Jierkoii creneHbio HapyeHus yHkipu nouek (KinKp 50-80 mn/Mun) koppekuus

103bI HE Tpedyercs (cM. pazaen 5.2.).

HauueHmbl C NeYyeHoYHOoU HeOOCMAMmoOYHOCHbIO

IIpenapar  BasupmBa  mpOTHMBOIIOKA3aH

nanueHTam C 3a00JICBaHUSIMHA IICYCHHU,

COIIPOBOKAAOIITUMHUCA KOal"y.]'IOHaTI/ICI\/’I 1 PUCKOM KIIMHUYCCKU 3HAYUMOTI'O KPOBOTCUCHUS, B TOM

YUCJIC MalMCHTaM C HOUPPO30OM IICUCHU KJacCa B u C mo KJIaCCI/I(I)I/IKaI_[I/II/I Yaitna-IIsro (CM.

paznmensr 4.3. 1 5.2.).

ﬂuua NnOJ2HCUTIOC0 803pacma

Koppeknus n1o3e1 He TpedyeTtcs (cM. pazaen 5.2.).

Macca mena

Koppexkuust 10361 y B3pocibix He TpeOyercs (cM. pasaen 5.2.).

Ion

Koppeknus m1o3e1 He TpedyeTtces (cM. pasaen 5.2.).

Tayuenmoi, noosepearowuecs kapouosepcuu

JleueHue npemnaparomM BaSI/IpI/IBa MOKET OBITh HAUaTO WIIN OpOAOJIKCHO Y NAIUCHTOB, KOTOPBIM

MOXKET MOTPEOOBATHCS KapIUOBEPCHS.
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MAIMEHTOB, KOTOphIC paHee HE TONydYald AHTUKOATYJISHTHOW Tepamuu, JUisi OOecrieueHus
aJICKBATHOM aHTUKOATYJISIIIUY JISYCHHE TTpermapaToM BaszupuBa T0JDKHO HAYMHATHCS 110 MEHBIIICH
Mepe 3a 4 yaca 10 KapauoBepcuu. [l Bcex MalMEHTOB Mepe] KapAHOBEPCHEH MOIKHO OBITh
MOJIy4YEHO MOATBEPKACHUE O TOM, YTO MAlMEHT MPUHSUII NpenapaT BasupuBa B COOTBETCTBHUH C
Ha3Ha4YeHWeM Bpada. [Ipu mpuHATHY peleHnit 0 Hadalle u IPOJOHKUTEILHOCTH JICYCHHUS CIICTyET
NPUHUMATH BO BHUMAHHE JCHCTBYIOIINE PYKOBOJICTBA U PEKOMEHIAINH 110 aHTUKOATYJISTHTHON
Tepanuu y MalrueHToB, OABEPraroIIuMCcs KapAHOBEPCHH.
Tayuenmvr ¢ ubpuiiayuet npedcepouti HeKIAnaHHo20 Npoucxodcoerus, nepeunecuiue YKB
(upecKodiCHOe KOPOHAPHOE BMEUlamenbCmeo) co CMEeHMUpo8aHuem
HmeeTcst orpaHUYEHHBIN ONBIT IPUMEHEHHUS IpenapaTa Basupusa B ymeHbIIeHHOHN 103¢€ 15 Mr 1
pa3 B aeHb (uau 10 mr 1 pa3 B AeHb ISl MALIUEHTOB CO CPEeIHEN CTENEHbIO HApyIICeHU (PYHKIIMH
nouek (KnKp 3049 mu/muH)) B KOoMOMHAIMU ¢ MHrHOMTOpOM perentopa P2Y12 B TedeHue
MakcUMyM 12 wMecsmeB Yy TamUeHToB ¢ (UOpWULIIHEH Mpeacepanid HEKIanaHHOTO
MIPOUCXOXKICHUS, KOTOPBIM HEOOXOJUM MPHUEM TIEPOPATHHBIX aHTHKOATYJSTHTOB U TIEPEHECIIHX
YKB co crenTupoBanuem(cm. pazaen 4.4.).
eTH
Jleuenue BTO u npoghunakmuxa peyuousos BTO y demeti u noopocmkos
Jleuenune npemnapatom BasupuBa y nereil M mOJPOCTKOB B Bo3pacTe 10 18 JeT HOMKHO OBITH
HAYaTo Tocje He MEeHee 5 JHeW HavyadbHOW MapeHTepalbHON aHTHKOATYJSHTHOW Tepamuu (CM.
pazzgen 5.1.).
Jlo3a asist mereit ¥ moJpOCTKOB PACCUUTHIBACTCS B 3aBHCHUMOCTH OT MACChI Tela:
° macca tena ot 30 kr g0 50 kr:
peKoMeHJoBaHHast 1o3a 15 Mr puBapokcabaHa OAMH pa3 B JI€Hb, YTO SIBISIETCS
MAaKCHUMaJIbHON CyTOYHOMU JT030M;
o Macca tena 50 kr uiam 6onee:
pexoMeHmoBaHHast no3a 20 Mr puBapokcabaHa OAMH pa3 B JI€Hb, YTO SIBISETCS
MAaKCHUMAaJIbHOM CyTOYHOMU JT030MH;
o JUIS TIAIIUEHTOB ¢ Maccoil Tena meHee 30 Kr HE0OXOAUMO MPHUMEHSTh PUBapOKcadaH B
(dbopMe TpaHys A IPUTOTOBJICHHS CYCIICH3UU ISl IpreMa BHYTPb.
Ha perymnsipHoii 0cHOBE HEOOXOIIMO MOHHTOPUPOBATH BEC peOCHKA U TIEPeCcMaTPUBATh J103y. DTO
HE00X0IUMO, YTOOBI 00ECIICUHTh MOIeP)KaHue TePaleBTUISCKOM J103bl. KOoppekTHpoBKa 10361
TOJI’KHA BBITIOJHATHCS TOJBKO HA OCHOBAHUH W3MEHEHHUS MACChI TEJa.
Tepamnus y gereil U MOJPOCTKOB JOJKHA MPOIOJDKATHCS MO KpaliHel Mepe B TeueHHe 3 MecsIIeB.

JlnmutenbHOCTh JiIeUYeHUs MOXKeT ObITh yBeNuYeHa 10 12 MecsleB B cllydae KIMHUYECKOU

6
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oTCcyTCTBYIOT. COOTHOIIEHHE IOJB3a-PUCK IMPU JIJIUTEIBHOCTH TEPANMU CBBILIE 3 MECSLEB
JIOJDKHO OIICHMBATHCS MHIMBHUAYaTbHO, MPUHUMAas BO BHMMaHHE PHCK peluanBa TpomOo3a u
HNOTEHIUATIbHBIN PUCK KPOBOTEUEHHUS.

Jlelicmeusi npu nponycke npuema npenapama

Ecnu mpuem 10361 poIyIieH, He00X0AUMO MPUHATH MPOMYIICHHYIO 103y KaK MOKHO ObICTpee
I0CJie TOTO, KaK 3TO 3aMETWJIM, HO TOJBbKO B 3TOT k€ JeHb. ECiiM 3TO HEBO3MOXHO, MALUEHT
JOJDKEH IIPOIIYCTUTBH 3Ty O3y U NPOJNOJDKUTH IIPHEM CO CIEAYIOIIEH 03Bl B COOTBETCTBUM C
Ha3HaycHWeM Bpaya. [lanMeHT He JOJDKEH INpUHUMAaTh JABOMHYHIO J03Y I KOMIIEHCAlUuU
IIPOITYLLIEHHOM J103bI.

BbesomacHocth U 3¢ (eKTUBHOCTh puBapokcabana y jgereid B Bo3pacte or 0 mgo <18 mer mo
[IOKa3aHUI0 TMPO(UIAKTUKA HWHCYJIbTa W CHUCTEMHOH TpomMOO3MOOIMM Yy MALUEHTOB C
Gubpwusiuuell npeacepAuii HEKJIAAHHOTO IPOMCXOKICHUS HE YCTaHOBJIEHbI. JlaHHBIE
OTCYTCTBYIOT. B cBsi3u 3TuM, npenapar BaszupuBa He pekoMeHAyeTCsl K IPUMEHEHUIO y JETel B
BO3pacte 70 18 neT mo mokasaHusM UHBIM, 4eM siedenne BTD u npodunaktuka perunusos BTD.
[Tpenapat Basupuga, 15 mr, TabiaeTku, HOKPBITHIE INICHOYHOM 000JI0UKOI, HE ClleyeT Ha3HavyaTh
(mpumensTh) y nereit B Bo3pacte oT 0 go <18 ner ¢ maccoit tena menee 30 Kr JUisl TaHHOM
JICKapCTBEHHOH ()OPMBI B CBSI3U C HEBO3MOXXHOCTBHIO OOECHEUUTHh PEXHM I03UpoBaHus. [liis
YIOBJICTBOPEHHUSI TOTPEOHOCTEH yKa3aHHOW TpPYyNIbl MAIEHTOB HEOO0XOAWMO MPUMEHSTH
puBapokcabaH B (hopMe rpaHyi1 AJisi IPUTOTOBJICHUS CYCIIEH3UH U1 IpUeMa BHYTPb s JIeTeH.
[Tpenapat Basupusa, 20 mr, TabaeTKH, HOKPBITHIE INICHOYHOM 000JI0UKOM, HE ClleyeT Ha3HavaTh
(mpumensTh) y nereil B Bo3pacte oT 0 mo <I8 ner ¢ maccoit tena menee 50 Kr Juisi TaHHOM
JIEKapCTBEHHOM ()OPMBI B CBSI3U C HEBO3MOXHOCTBIO 00€CIIEUUTh PEXXUM JO3UPOBAHUS.

Ilepexoo ¢ anmaeconucmos sumamuna K (ABK) na npenapam Ba3zupuea

[Tpu neyenun BTD u npodunaktuke peuIuBOB y AeTel ciemayeT npekpatuth jeuenue ABK u
HayaTh JeueHue npenaparom Basupusa npu 3Hauenun MHO < 2.5.

[Tpu nepexone namuentoB ¢ ABK na npenapar Basupusa 3nauennss MHO Oynyt ommbouyHO
3aBBILICHHBIMU TIOCJE Npuema mnpenapata Basupua. MHO He moaxomut [uis ompeneseHus
AQHTHKOAryJIIHTHOM aKTHBHOCTH IIpenapaTta BasupuBa u Mo3TOMy HE OJDKHO MCIOJIb30BaThCS C
9TOM 1enbio (cM. pasznaen 4.5.).

Ilepexoo ¢ npenapama Bazupusa na anmazonucmel sumamuna K

JletsiM, KoTophbIe epeBoIsATCs ¢ penapata Basupusa Ha ABK, He00X011MMO Npo10iKaTh MpUEM
npenaparta Basupusa B Teuenue 48 yacos nocie npuemMa nepsoit 1o3sl ABK. Ilocne nByx nuei
COBMECTHOr0 npuMeHeHus cieayeT usmeputs MHO 1o npuema ciegyroieil 3ariaHupOBaHHON

no3el  mpenapara Basupusa. CoBmecTHOe mnpuMeHeHue Tmpernapata BasupuBa u ABK
7



COOTBETCTBYET 3KCTEPTHOMY OTHETY

oT 25022026 Nz 3571
pEKOMEHyeTCs MPoAoIKaTh, moka MHO He 1o¢TUrHET Q_E'b' ﬂ%a'[ %J]EJHIIJ-I 9 HB‘DI/I’MG‘HéHI/IH

npenapata Basupusa snadvenne MHO MosxeT ObITh TOCTOBEPHO ONpeieNieHO uepe3 24 yaca nmocie
npuemMa nociiefHen 1036l (CM. BbIlIe U pasnen 4.5.).

Ilepexoo ¢ napenmepanvbHbix aumukoa2yiaHmos na npenapam Bazupuea

VY perei, MoylydarOlIMX IApeHTEpalbHble AHTUKOATyJSHTHI, CJIEIyeT NPEKPaTUTh BBEICHHE
[AapEHTEepaIbHOTO aHTUKOAryJIsIHTa U HayaTh IpUMEHEHue npenapara Bazupusa 3a 0—2 gaca 1o
BPEMEHM CIIEYIOIIETO IIJJAHOBOTO BBEACHUS IApPEHTEPAJbHOTO Ipernapara (Hampumep,
HU3KOMOJIEKYJISIDHOTO TelapuHa) WJIM B MOMEHT IPEKpAIleHUs HENpEepbIBHOTO BBEICHUS
[apeHTepalIbHOro IMpenapara (HanpuMmep, BHYTPUBEHHOI'O BBEICHMs HE(PPaKIMOHHPOBAHHOIO
renapuHa).

Ilepexoo ¢ npenapama Bazupusa na napenmepanvhblie AHMUKOA2YIAHNMbL

Cnenyer oTMeHUTb IpernapaT BasupuBa U BBeCTH MEpBYIO 103y IapeHTEpabHOI'O
AQHTUKOATyJIIHTA B TOT MOMEHT, KOTJa HYXXHO ObLIO NPHHATH CIEIYIOIIyI0 03y Ipernapara
Basupusa.

THayuenmoi ¢ HapyweHuem hyHKyuu novex

o JleTh ¥ TOAPOCTKU C JIETKOW CTENEHbI0 HapylmeHUs (QYHKIUH IOouYeK (CKOpPOCTh
K11y60ukoBoi GpuiabTpamuu 50—80 mi1/mMun/1,73 M?): KOppeKuus 1036 He TpeOyeTcsl Ha OCHOBAHHU
JAHHBIX BO B3POCJION MOMYJISIMK U OPAaHUYEHHOTO KOJIMYECTBA JAHHBIX B I€TCKOW MOMYJISALUU
(cm. paszzmen 5.2.).

o JleTn ¥ TOAPOCTKU CO CPEAHEW WM TSHKEJOW CTENEeHBbI0 HApyUIeHHs (YHKIMH MOYEK
(ckopocTh  KIy6oukoBoit uibTpamuu <50 wma/mmu/1,73 M?): npemapar BasupuBa He
pPEKOMEHIyeTCs B CBSI3U C OTCYTCTBHEM KJIMHUYECKUX JaHHBIX (CM. paznen 4.4.).

Tayuenmor ¢ Hapyuenuem QyHKyuu nevenu

s neteii ¢ HapymieHneM (YHKIIMY IEYeHN KJIMHUYECKHUE JaHHbIE OTCYTCTBYIOT.

Macca mena

Ho3a y nereit onpenensieTcsi B 3aBUCUMOCTH OT Macchl TeJa.

Crioco0 nmpruMeHeHus

BuyTpb, HE3aBUCUMO OT ITpHEMa MULIH.

Hzmenvuenue mabnemox

Ecnu nauueHT He crmocoOeH NpOrjoTHTh TaOJETKy LENMKOM, TabieTka mpenapata Basupusa
MOJKET OBITh M3MeNIbYeHa M CMEIllaHa C BOJOW WMJIM KUAKUM MUTaAHHEM, HarpuMmep, A0JI0YHBIM
IIOpE, HEMOCPEICTBEHHO IIEpe] IPUEMOM BHYTDb.

N3menbuenHas tabnerka mnpenapara Basupua MoxeT ObITh BBEIEHA Uepe3 JKEIyAO0UHBIM 30HA

(cM. pazzmen 5.2. 1 6.6.).
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4.3. [IpoTuBONOKA3aAHUS

e [ unepuyBCTBUTENBHOCTh K pUBAapOKCabaHy WM K JIIOOOMY M3 BCIIOMOTATENIbHBIX BEIECTB,
IIEPEYUCIICHHBIX B pa3zaene 6.1.

e KuiuHuueckn 3HAUMMBIE AKTUBHBIE KPOBOTEUEHHs (HAampuUMep, BHYTPHUYEPEITHOE
KPOBOM3JIUSHUE, KEIyT0UHO-KUIIEYHOE KPOBOTCUCHHUE).

e [loBpexxaeHne WIM MATOJOTMYECKOE COCTOSHHE, CBSI3aHHOE C IOBBIIICHHBIM PHCKOM
3HaYMMOTO KPOBOTEUEHHs (HAIIPUMEp, IMEIOIIAsICsI WIIM HEJJABHO MEPEHECCHHAs YKy 109HO-
KUIIeYHast $3Ba, HAJUYME 3JI0KAYECTBEHHBIX HOBOOOPA30BaHMI C BBICOKHMM PHCKOM
KPOBOTCUCHHSI, HEIABHUE TPABMbI TOJIOBHOTO WJIM CITMHHOTO MO3Ta, HEIaBHUE ONIEPATHBHbBIC
BMEIIIATEILCTBA HA TOJIOBHOM, CIIMHHOM MO3T€ WIJIM IJIa3aX, HEJaBHEE BHYTPHUYEPEITHOE
KPOBOM3JIHUSHUE, AUATHOCTHPOBAHHOE WM TPEAINOaracMoe BapUKO3HOE pacIIUpEeHUE BEH
NUINEBO/IA, APTEPHOBEHO3HBIE MaJb(OpPMAllK, AHEBPH3MBI COCYJOB WJIH CEPHbE3HBIE
NaTOJIOTUU COCYJIOB F'OJIOBHOTO WJIM CITMHHOTO MO3Ta).

e ComyTcTByMIIas Tepanus KaKUMU-THOO JPYTUMH aHTUKOAryJIsSHTaMH, Hampumep,
HeppakunoHUpOBaHHBIM  remapuHoM  (HOI'), HHU3KOMOJIEKYJISApHBIMH  TelIapHHAMU
(PHOKCcamapuH, NaiTenapuH U 1p.), NPOU3BOAHBIMU remapuHa (dhoHAamapuHyKC U Ap.),
NEepOpPANbHBIMUA  AaHTHUKOAryJsIHTaMu  (BapdapuH, anukcabaH, maburatpan ©u 1p.), 3a
UCKJTFOUEHHEM TEeX CIIy4aeB, KOTJa TAalMEHT IEePEBOAMTCA C TEpaluu WM Ha TEparuio
puBapokcabaHom (cM. pasnen 4.2.), win xe korga HOI' HazHauaeTcs B HU3KHX J103aX IS
NOJICPIKaHUs MPOXOAMMOCTHU IICHTPAJIBHOTO BEHO3HOTO WIIM apTePHAIILHOTO KaTeTepa (CM.
pasznmen 4.5.).

e 3a0oneBaHMS TEYCHHU, MPOTEKAIOIINE C KOAryJIOMaTuell M KIMHUYECKH 3HAYUMBIM PHCKOM
KPOBOTEUCHHS, BKJIFOUAs MAIIMEHTOB C IIUPpo30oM neueHu kinacca B u C mo kimaccudukanum
Yaiina-I1eto (cM. paznmen 5.2.).

e bepeMeHHOCTh M MEPUOJI TPYTHOTO BCKapMiIMBaHus (cM. pazzen 4.6.).

4.4. OcoOble yka3aHusl M MepbI NPEeJI0CTOPOKHOCTH NPH NPUMEHEHUH
B Teuenue Bcero nepuoja geueHusi peKOMEHIyeTCsl KIMHUYECKOe HAOI0eHNE B COOTBETCTBUU C
KIMHUYOECKOM MPaKTUKON NPUMEHEHUS! aHTUKOAryJITHTOB.

Puck kpoBoTeueHus

Kak n Ipu OpueMe IPyrux aHTUKOAr'yJIsIHTOB HCO6XOI[I/IMO TIDATCIBHO Ha6J'IIOI[aTB NaluCHTOB,
MPUHHUMAIOUX pI/IBapOKCEl6aH, IJI1  BBIABJICHUSA  TPHU3HAKOB KPOBOTCUCHUS. HpenapaT
PEKOMEHAYECTCA IMPUHHUMATE C OCTOPOXHOCTHBIO IIPU COCTOAHHAX C IIOBBIIICHHBIM PHCKOM
KPOBOTCYCHUSI.

B CJIy4dac TSXKCJIOTO KPOBOTCUCHUS IPUEM pHBapOKca6aHa JOJIKEH OBITh MMPEKpaIICH.
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KPOBOTEUYECHHE U3 HOCA, IECEH, )KEIIyJOUHO-KUIIEYHOTO TPAKTa, MOUYEIIOJIOBOM CHCTEMbI, BKIFOUast
AHOMAJIbHOE BarvHaJbHOE WJIM YCWICHHOE MEHCTPYaJlbHOE KpPOBOTEUEHHE) U aHEMUSs
HaOMIOJAIMCh Yallle MPH JUIUTEILHOM JICYCHHH PUBApOKCa0aHOM IO CPABHEHHUIO C JICYCHUEM
ABK. Takum o00pa3om, B JOMOJHEHHWE K HaJUICKAIIEMy KIMHHYECKOMY HaOJI0ICHHUIO,
1abopaTopHOE HCCIEAOBAaHUE TEeMOTJIO0OMHA/TEMAaTOKPUTA MOXET OBITh 3HAYMMBIM IS
BBISIBJICHUSI CKPBITHIX KPOBOTEYEHUH M KOJIMYECTBEHHOW OLIEHKU KIMHUYECKON 3HAYMMOCTHU
SIBHBIX KPOBOTCUYCHHH B CIIydasX, KOrJaa MPUMEHUMO.

Heckonbko moArpyIn MaueHToB, YKa3aHHBIX HUKE, UMEIOT TIOBBIIICHHBIH PUCK KPOBOTCUCHHS.
HeobxomuMo TmaTeibHO HAOMIOATh TAKMX MAIUCHTOB IMOCIIE Havaja JICYCHHs HAa MPU3HAKHA U
CUMIITOMEBI OCIIO’)KHEHUH B BUJIE KPOBOTeUeHUH 1 aneMuu. [1pu 1r060M HeOOBICHUMOM CHIKEHUU
reMorjIoOOMHa WM apTepUaJbHOTO JaBJICHHUS HEOOXOIMMO HMCKaTh MCTOYHUK KPOBOTCUCHHS.
Tepamnus puBapokcabanom He TpeOyeT pyTHHHOTO MOHUTOPHHTA €ro 3Kcno3unuu. Tem He MeHee,
W3MEPEHHE KOHIIGHTpPAllMU pUBapokcabaHa C TOMONIbI0 KaJuOpPOBAHHOTO TeCTa JJIA
KOJJMYECTBEHHOTO OIPEICICHUS] aHTH-Xa aKTUBHOCTH MOXET OKa3aThCsl TOJIE3HBIM B
UCKITIOYUTENBHBIX CIIy4asx, Koraa uHpopmamus 00 SKCIO3UIMU pUBapokcabaHa MOXKET ObITh
UCIIONIb30BaHA MPH NPUHATUM KIMHUYECKH 3HAYUMBIX pEIIEHUM, Hampumep, B Ciydae
MepPe03UPOBKHU MIIH SKCTPEHHOT'O XUPYPrUIECKOT0 BMEIIATEIbCTRA.

HapymeHHe d)VHKIII/II/I IIOYCK

Y namueHToB ¢ Tskenoil creneHbto HapymeHus ¢yHkimun nodek (KnKp <30 wmu/mun)
KOHIIEHTpaLusl puBapokcabaHa B MjIa3Me MOXKET ObITh 3HAaUMTENIbHO MOBBIIEHHOH (B 1,6 pa3za B
CpEIHEM), UTO MOYKET MPUBECTU K MOBBIILIEHHOMY PUCKY KpoBOTeueHUN. PuBapokcaban noimkeH
IPUMEHSTHCS C OCTOPOKHOCTHIO y nanueHToB ¢ KnKp 15-29 mn/mun. Ilpumenenue npenapara y
narueHToB ¢ KnKP <15 mn/MuH He pekomMeHayeTcs..

PuBapokcabaH cienyeT NpUMEHATh C OCTOPOXXHOCTBIO y MAIMEHTOB C HapylleHHeM (YHKIHUU
MOEK, MOJYYarolIMX COMYTCTBYIOIIME IpenapaThl, KOTOpPbIE YBEIMYMBAIOT KOHIIEHTPAIUIO
puBapokcabaHa B IJIa3Me.

PuBapokcaban He peKOMEHyeTCsl IPUMEHSTh y AeTell U MOAPOCTKOB CO CpeAHEN MIH TSHKeIon
CTETIEHBIO HApYLIeHUsI PYHKLIUHU MOUYeK (CKOpOCTh KIyOoukoBoi ¢unbTpannu <50 mi/mun/1,73
M%) B CBA3M € OTCYTCTBUEM KJIMHHYECKHX JAHHBIX.

HDI/IMeHeHI/Ie CONYTCTBYIOIMIMX IIPETIapaToB

[TpumeHenue puBapokcabaHa He PEKOMEHIYETCsS y MAallMeHTOB, MOJIYYaIOUUX COMyTCTBYIOIIEE
CHUCTEMHOE JIeYeHHE MPOTHUBOTPUOKOBBIMHM IMperapaTaMHM a30JIOBOW TPYIIbl  (Hampumep,
KETOKOHA30JI, UTPAKOHA30JI, BOPUKOHA30J1 W M03aKOHa30J1) Wiu uHruouropamu BUY-mporeas

(Hampumep, pUTOHABUPOM). DTH TIpemapaThl ABISIOTCS MOITHBIMA HHTHOUTOpamu CYP3A4 u P-
10
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IIMKONPOTenHa. TakuM 00pasoM, STH  I)EnapaThl

puBapokcabaHa B IUIa3Me KPOBH 10 KJIMHUUECKH 3HAUMMBbIX 3HaueHUH (B 2,6 paza B cpeiHEM), UTO
MOJKET IIPUBECTHU K MTOBBILIEHHOMY PUCKY KPOBOTEUEHUH (CM. pazaein 4.5.).

KnuHuueckue qaHHbIE O COMyTCTBYIOIIEM CUCTEMHOM JIEYEHUH J1€Tei MOIIHBIMUA HHTUOUTOpaMU
CYP3A4 u P-rnmukonporenHa OTCyTCTBYIOT.

Crnenyer coOmogaTh OCTOPOKHOCTh, €CJIM MAIlMEHT OJHOBPEMEHHO MOIyYaeT JICKapCTBEHHBIE
Ipernaparsl, BIUAIOIIME Ha IEMOCTa3, TaKue KaK HECTEPOUJHBbIE MPOTUBOBOCHAIUTEIbHBIC
npenapats! (HIIBII), anermicannuuioByro KUCIOTY U HHTHOUTOPBI arperaiiii TpOMOOLUTOB WU
CEJICKTUBHBIC HMHTUOMTOpHI oOpaTHOro 3axBara ceporoHnHa (CHUO3C) u cenekTUBHBIC
WHTHOUTOPBI 00paTHOTO 3axBaTta ceporoHuHa u HopanuHedpuHa (CUO3CH) (cm. pazaen 4.5.).
VY manueHToB C PUCKOM Pa3BUTHUS SA3BEHHON OOJIE3HM KemyaKa U 12-IepCTHON KUIIKA MOXKET
ObITh HA3HAYEHO COOTBETCTBYIOIIEE NMpodUIaKTHUECKOe leueHue (cM. paznen 4.5.).

HmeroTcs OorpaHWYeHHbIE KIMHUYECKUE JaHHble O IMPUMEHEHHM YMEPEHHBIX WHIHOUTOPOB
CYP3A4 y nereit. OnHako a30J0BbIN POTUBOIPUOKOBBIN Npenapar (HIyKoHa30J, YMEPEHHbIN
unruoutop CYP3A4, oka3piBaeT MeHee BbIpa)KEHHOE BIIMSHUE Ha SKCIIO3ULIMIO pUBapoKcadaHa u
MOYKET IPUMEHATHCS ¢ HUM OJTHOBPEMEHHO.

Jpyrue d)aKTODBI pHCKa KPOBOTCYCHUM

PuBapoxcabaH, kak u Jpyrue aHTUTPOMOOTUYECKUE CPEACTBA, HE PEKOMEHIyEeTCS K IPUMEHEHUIO
IIalEeHTaM, UMEIOIIMM ITOBBIIIEHHBIM PUCK KPOBOTEYEHUH, B TOM YHCIIE:

- MAIlMEHTaM C BPOXKJIEHHON WM IPHOOPETEHHOM CKJIOHHOCTBIO K KPOBOTEUECHUSM;

- MALMEHTaM C HEKOHTPOJIUPYEMOH TSAKEIOU apTepPUAIBHON TMIIEPTOHUEH;

- manueHtaMm c apyrumu 3aboneBaHusiMu JKKT 0e3 akTUBHOrO U3BA3BIEHUS, KOTOpHIE
NOTEHLIMAIbHO MOTYT MIPUBECTH K OCJIO)KHEHHSM B BHJE KpPOBOTEUEHUH (HampuMmep,
BOCTIAIMTENbHOE 3a0o0jieBaHME KHIIEYHHMKA, 330(aruT, racTpuT M racrpodsodareaibHas
pedirokcHas 60J1e3Hb);

- MAIMEHTaM C COCYAUCTON PETUHONATHEN;

- MalMeHTaM ¢ OPOHXO0’KTa3aMHU WM JIETOYHBIM KPOBOTEUYEHUEM B aHAMHE3E.

[TaneHTHI cO 310KaY€CTBEHHBIMU HOBOO6Da3OBaHI/I${MI/I

[TatMeHTHl CO 3JI0KaYeCTBEHHBIM 3a00JIeBaHMEM MOTYT OJHOBPEMEHHO MOJBeprarbcs Oosee
BBICOKOMY PUCKY M KPOBOTEUEHHUS, U TpoMO03a. UHauBUAyanbHas M0Ib3a aHTUTPOMOOTHUECKOMN
Tepanuu J10JKHA ObITh COTMOCTaBJIEHA C PUCKOM KPOBOTEUEHHUSI Y MAllMEHTOB C aKTUBHBIM PaKoM
B 3aBUCHMOCTH OT JIOKQJIM3ALIMHU OIYXOJIH, TPOTUBOOIYXOJIEBON Tepanuu 1 CTaiuu 3a00J1eBaHMs.
Onyxonn, pacrnoJIOKEHHBIE B JKEIYJOYHO-KMIIEYHOM WM  MOYENOJIOBOM  TPAaKTe,

ACCOLIMHPOBAIIUCH C TIOBBIIIEHHBIM PUCKOM KPOBOTEUYEHHSI BO BpeMSs Tepaluy pUBapOKCcadaHOM.
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BBICOKMM PUCKOM KPOBOTEUYEHHS IIPOTHUBOIIOKA3aHO (CcM. pazzen 4.3.).

HaL[I/IeHTLI C UICKYCCTBCHHBIMM KJlallTaHaMH CEpAlla

[Ipumenenue puBapokcabaHa HE peKOMEHAYETCs A MPO(UIAKTUKHA TPOMOO30B y MAIEHTOB,
MEPEeHECHINX HEJABHIOI TPAHCKATETEPHYIO 3aMEHy aopTalbHOro KiamaHa. be3omacHocTh u
3¢ (HEeKTUBHOCTh MPUMEHEHHS pUBapoOKcadaHa HE W3YyYallCh y MAIUEHTOB C MCKYCCTBEHHBIMU
KJIallaHAMH  CEepJilla, CJIEIOBATEIbHO HET JAaHHBIX, MOATBEPXKIAIOIMIUX, YTO MpPUMEHEHUE
puBapokcabaHa oOecrneurnBaeT JOCTaTOYHBIA aHTUKOATYJISIHTHBIN QQEeKT y JaHHBIX KaTeropui
nanueHToB. [Ipumenenue puBapokcabana He peKOMEHYeTCsl y JaHHOW KaTeropuy MalueHTOoB.

INanuenTs! ¢ aHTUHOCHOIUIUIHBIM CUHJIPOMOM

[IpuMeHeHnEe NEepOopaTbHBIX AaHTHKOATYJISIHTOB MPSIMOTO JICHCTBUS, BKJIIOYas pUBapoKcadaH, HE
pEKOMEH/IyeTcs Y MalMeHTOB, UMEIOIIMX TPOMOO3bl B aHAMHE3€, Y KOTOPBIX JUarHOCTUPOBaH
aHTU(OCHOMUNUIHBIA CUHAPOM. B YacTHOCTHM, Yy HAaIMEHTOB C TPOWHBIM IO3UTHBHBIM
aHTH()OCHOTUIUIHBIM CHHAPOMOM (HAJIMYHE BOJYAHOYHOTO AHTHUKOATYJSHTA, aHTUTEN K
KapAMOJIUIIMHY M aHTUTEN K Oera-2-INIMKONpOoTeTHY [), MOCKOJIBbKY Tepamnusi HepopaibHbIMU
AQHTUKOAryJIIHTaMU IPSIMOrO JEHCTBUS MOJKET CONPOBOKIACTCS IIOBBIIIEHHONM 4YacTOTOU
pPEeLUIMBOB TPOMOOTHYECKUX COOBITUI B CpaBHEHHHU C Tepanued aHTaroHuctamu BuUTamuHa K
(ABK).

[ManuenTtsl ¢ GuOprILIANKEN NIPEACEDANN HEKIANAHHOr0 npoucxoxaeHus, nepenecmme YKB co

CTCHTUPOBAHUECM

Nmerorest naHHbIE MEXIYHAPOIHOIO KIIMHUYECKOTIO UCCIIEN0BaHUs, IIEPBUYHOM LIETBIO KOTOPOTO
ABIIANaCh OLEHKa mpoduias Oe30MacHOCTH y TMaluueHToB ¢ GulOpwusiuue mnpencepauit
HEKJanaHHOro mnpoucxoxaeHus, nepeHecmx YKB co creHtupoBanuem. J[laHHbIE 110
3¢ (HEeKTUBHOCTH Y JaHHOW MOMYJSIMUA OTpaHu4YeHbl (cM. pazaensl 4.2. u 5.). JlaHHbIe IO TaKuM
MaUeHTaM ¢ HHCYJIBTOM/TPAaH3UTOPHON UIIEMUYECKON aTakoi B aHaMHE3€ OTCYTCTBYIOT.

[TanmmeHTsl ¢ TEMOAMHAMUYECKH HECTAOWIBHONM TpoMO0odIMOomedt serognoi aprepuun (TOJIA)

WJIN TTAMEHTHL, KOTOPBIM TPeOVETCs MOBEIEHINE TPOMOOJIN3UCA WU TPOMOIKTOMUY M3 JIETOYHOM

apTepuun

PuBapokcabaH He peKOMEH/yeTCsl B KaueCTBE albTePHATUBBI HE(PPAKIIMOHUPOBAaHHOMY rellapuHy
y HAlUeHTOB TpoMO0oIMOoIHel JIErOYHON apTepuu, KOTOpble TeMOIMHAMUYECKH HECTaOUIIbHBI
WJIM MOTYT HY>KJIaThCS B IPOBEIEHUU TPOMOOIIM3HCA WIIH TPOMOOIKTOMUH U3 JIETOYHOM apTepuu,
MOCKOJIbKY 0€30MacHOCTh U 3P PEeKTUBHOCTh PUBAPOKCAOaHA NPH TAKUX KIMHUYECKUX CUTYAIHIX
HE YCTaHOBJICHA.

CrnunanpHas/ nuaypajJdbHasd aHECTC3U HUJIN ITYHKITUA
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CHUHAIBHON/AMUIYpaTbHOW TYHKIMH Y IAIUEHTOB, MOJNYYAOIMUX aHTUTPOMOOTUTHYCCKUE
npemnapaTsl ¢ HENbI0 MPOPUIAKTHKHA TPOMOOIMOOIMYECKUX OCIOKHEHUH, CYIIECTBYET PHCK
pa3BUTHUSA SIUAYPATBLHOM WM CIMHAIBHONU FeMaTOMBbI, KOTOpask MOXET MPUBECTH K JJIUTEIBHOMY
WM [TOCTOSIHHOMY Hapajnyy.

Puck 3THX COOBITHII MOXET MOBBIIIATHCS TPU MOCICONICPATMOHHOM NMPUMEHEHHH TTOCTOSTHHBIX
AMUAYPATBHBIX KATETEPOB WM COMYTCTBYIOMIEH Tepanmuu JIEKapCTBEHHBIMU TIperiapaTamMu,
BIMSIOUIMMH Ha remocra3. TpaBMaTH4Has WJIM IOBTOpPHAas SMUIypaibHas WIM CHUHAJIbHAs
MYHKIUHU TaK)K€ MOTYT MOBBIIIATH PUCK.

[TarueHTHl TOMKHBI HAXOTUTHCS MOJ HAOIIOJACHUEM [Tl BBISIBJICHUS MPU3HAKOB M CHMIITOMOB
HEBPOJIOTUYECKUX HApYyIIEeHUH (HampuMmep, OHEMEHHEe WIH CJIa00CTh HOT, TUCHYHKIUU
KHUIIEYHUKA WJIA MO4YeBOro my3bipsi). [lpu oOHapyXeHMM HEBPOJIOTHUECKUX PACCTPONCTB
Heo0X0IuMa CpoYHasi AMATHOCTHKA U JICUCHHE.

Bpad fomkeH COMOCTaBUTh TOTCHIUAIBHYIO TIOJNB3Y M PUCK TIepe]] IMPOBEJACHUEM
HEHpoaKkCcHaIbHOTO BMEIIATEIHLCTBA MAIIMEHTAM, ITOYYArOIIUM aHTHKOATYJISTHTBI, WA KOTOPBIM
IUTAHUPYETCA Ha3HAYCHHE aHTUKOATYJISIHTOB C IIeIbI0 MPO(PUIAKTUKA TPOMOO30B.

OnpIT KIMHUYECKOTO MPUMEHEHHsI puBapokcabaHa B A03UpPOBKax 15 mr u 20 Mr B OMUCaHHBIX
CUTYaIlUSX OTCYTCTBYET.

C T1enpl0  CHWKCHHSI TIOTCHIMAIBHOTO PHUCKA KPOBOTCYCHHUS, AaCCOIMHUPOBAHHOTO C
OJIHOBPEMEHHBIM IPUMEHEHHEM pHBapoKcabaHa U  BBIIIOJIHEHHWEM HeHpoaKkCUManbHON
(omIMaypanbHOM/CIMHAIBHON) aHeCTe3UH WM CHOUHAIBHON MYHKIWHU, CJIEAyeT YYUTHIBATh
(dhapMakOKMHETHYECKUN Mpoduis puBapokcadaHa. YCTaHOBKY WM YAAJICHHE SIUAYPaTbHOTO
KaTreTepa WU JIFOMOATBHYIO MYHKIHIO JIydIle TPOBOJUTH TOTJA, KOTJA AHTUKOATYJISTHTHBIN
s ekt puBapokcabaHa OLIEHUBAETCS Kak ciadblid (cM. pazaen 5.2.). OqHako, TOYHOE BpeMsl st
JOCTHIKEHHUSI JIOCTATOYHO HHU3KOTO AaHTHUKOATyJSIHTHOTO dS(dekra y KaxJAoro maiueHTa
HEU3BECTHO U JIOJDKHO OIICHUBATHCS B CPABHEHHH CO CPOYHOCTHIO JTMATHOCTHYECKOM MPOIICTYPHI.
OcHOBBIBasiCh Ha 0O0MHUX (HAPMAKOKUHETHUCCKHX XapPaKTEPUCTHKAX, SMUAYPATBHBIA KaTeTep
U3BIIEKAIOT TI0 UCTEYEHUU KaK MUHUMYM JIBYKPaTHOTO TIEpUO/Ia MOTYyBBIBEICHUS, T. €. HE PaHee,
yeMm depe3 18 vacoB mocie Ha3HA4YeHHS MOCIEIHEro MpueMa puBapokcabaHa AN MOJOIBIX
B3POCIJIBIX TTAITUECHTOB U HE paHee ueM depe3 26 9acoB IS MOKUIIBIX ITAIIHSHTOR.

[Tocre M3BIEUECHHS MUY PATHHOTO KaTeTepa JOKHO MPOUTH KaKk MHHHMYM 6 9acoB JI0 preMa
CIeyFoIIel J03bl pUBapoKcabaHa.

B cnyuae TpaBMaTH4YHON MYHKITMH MPUEM pUBapokcabaHa clieqyeT OTIOXKUTh Ha 24 Jaca.
JlaHHBIE 1O BpEMEHW YCTAaHOBKH WJIM YAAJCHUS HEHPOaKCHMAIbHOTO KareTepa y JeTeH,

MPUHUMAIOIIMX PUBapoKcadaH, OTCYTCTBYIOT. B Takux ciydasx cienyeT MpeKpaTuTh MpueMm
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KOpPOTKOT'O JEHCTBUSL.

PGKOMeHI[aI_[I/II/I IO AO3HUPOBAHHMIO JO MW TIIOCJIIC HMHBA3HMBHLIX TIPOLHCAYP W XHPYPIrHYCCKHUX

BMEIIATEJILCTB

Ecnn Heo6xoanMo npoBeieHHe MHBa3UBHOM MPOLEAYPhl WIIM XUPYPrHYECKOro BMELIATENbCTBA,
Ha OCHOBAHUU 3aKJIIOUEHUS Bpaua IpueM puBapokcadana 15 mr u 20 mMr cieayeT npeKpaTuTh 10
KpaiiHeil Mepe 3a 24 yaca /10 BMEIIATeNbCTBA, €CIIM 3TO BO3MOXKHO.

Ecnu mpouenypy Henb3sl OTIO0XKHTb, IOBBILIEHHBIH PUCK KPOBOTEUEHHUS CIEIyeT OLEHHBATh B
CPaBHEHHMH C HEOOXOJUMOCTbIO CPOYHOI'O BMEIIATEIbCTBA.

IIpuem puBapokcabana ciaegyeT BO30OHOBUTH Kak MOKHO CKOpPee [10C/Ie HHBA3UBHOM MTPOLIETYPbI
WIM XUPYPIHUUECKOTO BMEUIATENbCTBA, €CIIN JIeHalllUM BpadyOM YCTaHOBJIEHO, YTO 3TO IO3BOJISET
KJIMHUYECKasi CUTyalusl U JOCTUTHYT aJIeKBaTHBIN remocTas (cM. paznen 5.2.).

IHoxxnnoi Bo3pact

Puck kpoBOTEUEHHS MOXKET YBEIMYMBATHCS C TIOBBIIIEHUEM BO3pacTa (cM. pazzaen 5.2.).

JlepMaTOJI0rnyecKie peakinuu

[Tpu mpoBeseHUM MOCTMAPKETHHIOBBIX HAOIIOAEHUH COOOINANIOCh O CilyyasiX BO3HUKHOBEHUS
Cephe3HBIX KOXXHBIX peakuuii, BriIoyas cuHiapoMm CruBeHca-/[KOHCOHA/TOKCHYECKHUH
AMHJIEPMATBHBIA HEKPOJIU3 U JICKapCTBEHHO-MHIYIMPOBAHHYIO PEAKIHIO C DO3HUIOPHIUCH, U
cucTeMHbIMU cuMIitoMaMu (Dress-cuaapom), Ha GoHe mpuMeHeHus puBapokcabana. [lanuenTsr,
HO-BUAMMOMY, HOJBEPraloTcs HauOOIbIIEMy PUCKY BO3HHMKHOBEHHUS ITUX pEakUUil Ha paHHHUX
JTanax JIeYeHUs: Hayajlo PeaKkIMHU B OOJILIIMHCTBE CIIy4aeB MPOUCXOIUT B TEUYEHUE MEPBBIX
Heznenb JiedeHus. [Ipu mepBoM MOSBIEHMM TSKEIOM KOXKHOM ChiMM (Hampumep, Hpu ee
pacnpocTpaHeHUH, UHTEHCU(DPUKAIIUKY W/WIIH 00pa30BaHUN BOJABIPEN) WM IPU HATTMYUU JIPYTHX
CHUMIITOMOB TMIIEPUYBCTBUTEIBHOCTH, CBSI3aHHBIX C MOPAKEHUEM CIM3UCTOM 000I0UKH, CIeTyeT
NPEKPaTUTh TEPaAIMIO pUBAPOKCAOAHOM.
eTH

HmeroTcst orpaHUYeHHbIE JaHHbIE O IPUMEHEHUHU Y JETe ¢ TpoMOO30M BEH T'OJIOBHOIO MO3ra U
BEHO3HBIX CUHYCOB, y KOoTopbIX ecTh HHpekuus [THC. Heo6xoaumo TiaTenbsHO OLIEHUBATh PUCK
KPOBOTEUECHHMS MIEpe]] Ha3HAYUEHUEM U BO BpEMsl T€pAIUU pUBAPOKCAOaHOM.

BcnoMorarensHble BEIECTBA

IIpenapam Bazupuea cooepoicum 1akmosy

[TauenTaMm ¢ peako BCTpeYarolIelcs HACIEICTBEHHOM HENEPEHOCUMOCTBIO TallaKTO3bl,
NeGUIUTOM JIaKTas3bl Jomaped WM TJIIOKO30-TaIaKTO3HOH MajbaOcopOuueit He criemyer
MPUHUMATD ITOT IIpernapar.

IIpenapam Baszupusa cooepoicum nampuii
14
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€CTb, [10 CYTH, HE COJIEP>)KUT HATPUS.

4.5. B3anMojgeilicTBMe C JAPYrHMH JIeKAPCTBEHHbIMH TMpenapaTaMd M JApPyrue BHJbI
B3aHNMOJAEeHCTBUSA

CreneHb MEXIJIEKApCTBEHHBIX B3aUMOJICMCTBUM y neTell He u3BecTHa. [IpuBeneHHBbIE HUXKE
JIAHHBIE O B3aUMOJICHCTBUU, IOJYUCHHBIE Yy B3POCIIbIX MMAIIMEHTOB, U MPEAYIIPEKACHUS B pa3eiie
4.4. NOJKHBI OBITH IPUHSITH BO BHUMAHUE IS IEAUATPUICCKON TTOMYIISIIIHH.

Nuruduropsel CYP3A4 u P-riukonporenHa

CoBMecTHOE TNpUMEHEHHE pHUBapokcadaHa UM a30JI0BOrO IPOTHBOIPHOKOBOrO  CpeACTBa
ketokoHaszoisa (400 mr 1 pa3 B cytku) unu putonasupa (600 mr 2 pasza B JI€Hb) NPUBOJUIIO K
noBeimeHnio cpenneii AUC puBapokcabana B 2,6 pa3a/2,5 pa3a u yBeau4eHUIO cpeaHel Cmax
puBapokcabana B 1,7 pa3/1,6 pa3a co 3HAUMUTENBHBIM YCHJIEHHEM (hapMaKOJANHAMHUYECKUX
3¢ ($eKToB, UYTO MOXKET NPUBOJIUTH K YBEIMYEHHIO PUCKA KpoBOTeueHUs. B cBs3u ¢ 3THM
puBapokcabaH HE PEKOMEHJIyeTCs K MPUMEHEHHUIO y MalMEHTOB, IMOJYYaloLUX CUCTEMHOE
JICYEHUE Aa30JI0BBIMM IPOTUBOTPUOKOBBIMU  IIpemapaTamMH, TaKMMH KakK KETOKOHAa30l1,
UTPAKOHA30J1, BOPMKOHA30JI U 1103aKOHA30J1 WM UHIHOUTOpaMu npoteassl BUY. Ot akTuBHBIE
BEIeCTBa SABJIAIOTCS MOIIHbIMU HHTHOUTOpamu u CYP3A4, u P-rnukomnporenna.

Oxwunaercs, YTO aKTUBHbBIE BEILIECTBA, CUJIHO YTHETAIOLIUE TOJIBKO OJIMH U3 IyTEH BBIBEICHUS
puBapokcabana, win CYP3A4, wnu P-rnuxonporenH, B MEHbILIEH CTENEHU YBEIMYHUBAIOT
KOHIIEHTPALMIO puBapokcabaHa B Ija3me.

Hanpumep, xnapurpomuiud (500 mr 2 pasa B CyTKH), MOIIHBI HMHTHOUTOp H30(epMeHTa
CYP3A4 u ymepeHnsslii uHruourop P-riamkonporenHa, BbI3bIBad yBenuueHue cpenneir AUC
puBapokcabana B 1,5 pa3a u yBennueHue Cmax puBapokcabana B 1,4 pasza. Bzaumopeiictsue c
KJIAQpPUTPOMHULIMHOM CYMTAETCS KIMHUYEKCH HE3HAYMMBIM JUIsl OOJIBIIMHCTBA MAllMEHTOB, HO
MOXET OBbITh MOTEHLUAIBHO 3HAUYMMBIM JUIS TALMEHTOB W3 TPYIHIBl BBICOKOTO pucKa (s
MAIMEHTOB C HapyIIeHneM QYHKIUH IT0YEK).

Oputpomuit (500 mr 3 pasza B cyTku), ymepeHHblid uHruoutop CYP3A4 u P-rnukonporenna,
BbI3bIBaNl yBenudenue 3HaueHuil cpeaneii AUC u Cpax puBapokcabana B 1,3 paza.
B3aumMoneiicTBre ¢ 3pUTPOMUIITHOM CUUTACTCS KIMHUYECKH HE3HAUUTEIbHBIM /17151 OOJIbIIMHCTBA
MAIMEHTOB, HO MOET OBbITh MOTEHIMAIBLHO 3HAUYMMBIM JUISl MMAlMEHTOB W3 I'PYIIBI BBICOKOTO
pHCKa.

VY namMeHToB ¢ Jerkoil creneHbto HapymeHus ¢ynkimun mnouek (KnKp 50-80 mu/mun)
sputpomuniuH (500 mr 3 pasa B JeHb) BBI3bIBANl yBeJWYeHHE 3HaueHUU cpeaneit AUC

puBapokcabana B 1,8 paza U Cmax B 1,6 pa3a mo CpaBHEHHUIO C NAlMEHTaMH C HOPMaJIbHOU
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49 MJ1/MHMH) SpUTPOMHIIMH BBI3bIBAJ yBeanueHue 3HaueHuit cpeaneit AUC puBapokcabana B 2,0
paza 1 Cmax B 1,6 pa3a 1o cpaBHEHHIO C MallMEHTaMU C HOpMaJbHOU (pyHKIMEH mouek,. DPPexT
SPUTPOMHUIIMHA SBIISETCS Al TUTUBHBIM K HapYLICHUIO QYHKIUH TOYECK.

®nykonazoin (400 mMr 1 pa3 B cyTKH), KOTOpBIM cuuTaeTcss ymepeHHbIM uHruouropom CYP3A4,
BbI3bIBAN yBenuueHue cpeanet AUC puBapokcabana B 1,4 pa3a u yBenuueHue cpenHend Cmax
puBapokcabana B 1,3 pasa. B3aumogeiictBue ¢ (IyKOHA30JIOM CUHTACTCA KIMHUYECKU
HE3HAYUMbIM JUJIs1 OOJIBIIMHCTBA MAIIMEHTOB, HO MOKET OBITh MOTEHIMATBbHO 3HAYUMBIM JIJIS
MAIMEHTOB U3 IPYII BBICOKOTO pUCKa (J1s1 HAI[UEHTOB C HapylIeHueM (YHKIUH ITOYEK).

Ha ocHOBaHMHM MMEIOMIMXCSI OTPAaHUYEHHBIX KIMHUYECKHUX JaHHBIX HEoOXomumo wu3berarb
COBMECTHOT'O IIPUMEHEHUS puBapoKkcadbaHa ¢ APOHETAPOHOM.

AHTHKOAryJISIHTBI

[Tocne OXHOBPEMEHHOTO TPUMEHEHUS OSHOKcamapuHa (omgHOKpaTtHas Jjo3a 40 wMr) wu
puBapokcabana (ogHOKpaTHas qo3a 10 mr) HabIIOANICS CyMMaIMOHHBIN () ()EKT B OTHOIICHUN
AKTUBHOCTH aHTH-(hakTopa Xa, HE COMPOBOXKIABIIUICS JOMOJHUTEIBHBIMI CYMMAaIlMOHHBIMHU
a¢dexramMu B OTHOIIEHWH TPOO HA CBEPTHIBAEMOCTh KpoBHU (mpoTpoMOuHOBOe Bpems (IIB),
aKTUBHPOBAaHHOE dYacTHUyHOe TpombOorutactuHoBoe BpeMs AUTB). DHokcanmapuH He BIHI
(apMaKOKMHETHKY pUBapoKcadaHa.

B cBsI3u ¢ TOBBIIIICHHBIM PUCKOM KPOBOTEUEHHUS HEOOXOIMMO COOII0IATh OCTOPOYKHOCTH TPU
COBMECTHOM TPUMEHEHUH C JIFOOBIMH JAPYTUMH aHTHKOATYJISTHTAMHU.

HIIBII/uHruOuTOpsl arperaiiy TPOMOOILIMTOB

[Tocne coBMecTHOro Ha3HA4YeHHUsS! puBapokcabana B o3¢ 15 mr m HampokceHa B jgo3e 500 mr
KJIIMHUYECKH 3HAUMMOT0 YBEJIMUEHUS BPEMEHHU KPOBOTEUEHUS HE HaOMoAanoch. Tem He MeHee, y
OTJIENIBHBIX JIUI] BO3MOKEH 00Jiee BhIpaXKEHHBIN (hapMaKOAMHAMHUECKUI OTBET.

He nabmofiasioch KIIMHUYECKH 3HAYMMBIX (papMaKOKMHETHYECKUX MM (apMakoJUHAMUYECKUX
B3aMMOJICHCTBUI MTPH COBMECTHOM NPUMEHEHUH puBapokcabana u 500 Mr aneTuscalniunioBOn
KHUCIIOTBI.

He o6Hapy>keHO (papMaKOKMHETHUECKOTO B3aUMOACHCTBUS MEXy pUBapokcabaHOM B j103¢€ 15 mr
U KJIONHJI0rpesioM (Harpy3ouHas 1o3a 300 Mr ¢ mocieyonuM Ha3HaueHueM M0 PKUBAIOIIUX
03 75Mr), HO B TOATPYMIE TMAIMEHTOB HAOIIOMATIOCh 3HAYMMOE YBEJIMYEHHUE BPEMEHHU
KPOBOTEUYEHMsI, HE KOPPETNPOBABILIEE CO CTETIEHbIO arperanu TpoOMOOIIMTOB U cosepkanneM P-
cenextuHa uian GPIIb/IIa-peuenTopa.

Heo6xoanmMo coOmoaTh OCTOPOKHOCTh NMpU coBMecTHOM npumeHenuu ¢ HIIBII (Bkirouas
ANETUJICAIHMIIMIIOBYIO KUCIIOTY) M WHTHOWTOpaAMH arperaiud  TPOMOOITUTOB, MOCKOJIBKY

MIPUMEHEHHNE ITUX MPerapaToB OOBIYHO MOBKIMIAET PUCK KPOBOTEUEHUS (CM. pazaen 4.4.).
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CHO3C/CUO3CH (MOCNEOOBATENEHOCTE 0005)

Kak u B ciyuae npuUMEHEHHs [pYrMX AaHTHUKOATYJSHTOB, BO3MOXXHO YBEIMYCHHE pHUCKa
KPOBOTEUCHMSI Y TAIIHCHTOB TP OJTHOBPEMEHHOM MPUMEHEHUH C CeJICKTUBHBIMH HHIHOUTOpaMHU
obpatHoro 3axmata cepoToHnHa (CHMO3C) wnm CelneKTUBHBIMM HMHTHOUTOpPAMH OOpPaTHOTO
3axBara ceporoHrHa u HopanuHeppuna (CMUO3CH), BciencTBue BIMSHUS THX IperapaToB HA
TPOMOOIHTHI. Pe3yabTaThl KIMHUYECKUX HCCIEIOBAHUN pUBapoKcabaHa MpOAEMOHCTPUPOBAIH
YHCJICHHOE MOBBIIICHUE OOJIBIINX M HEOOIBIINX KIMHUYECKN 3HAYMMbIX KPOBOTEUEHHH BO BCEX
rpynmnax jeueHusi Ipu COBMECTHOM MPUMEHEHUH 3TUX MPEnaparoB.

Bapdapun

[lepeBon mamumeHtoB ¢ antaronucra ButamuHa K Bapdapuna (MHO or 2,0 mo 3,0) Ha
puBapokcaban (20 mr) wiu ¢ puBapokcabana (20 mr) mHa Bapdapun (MHO ot 2,0 go 3,0)
yBenuuuBai nporpomobunoBoe BpeMsi/MHO (Neoplastin) B Oosnbliieit CTeneHu, 4eM pu IpocToM
cymmupoBanuu 3QdexroB (oraenbubie 3Hadennss MHO moryTt nocturath 12), B TO BpeMsi Kak
BiusiHue Ha AUTB, nmonasnenne aktuBHOCTH (DakTopa Xa M SHAOTCHHBIN MMOTEHIIMA TPOMOHMHA
(OIIT) ObUIM AU TUBHBIMH.

B cnydae HeoOxonumMocTu uccneaoBanus dapmakoguHaMudeckux 3 pexToB puBapokcabaHa BO
BpeMsl IIEPEX0THOTO MEePHO/Ia, B KaYeCTBE TECTOB Ha KOTOPHIE HE OKa3bIBaeT BIUSHUE BapdapuH,
MOYKHO MCIIOJIb30BaTh onpezeneHne aHTu-Xa akruBHoctd, PICT u HepTest.

Hauwnnas ¢ 4-ro aas mocie npremMa mocieaHel 10361 BaphaprHa, Bce J1adopaTopHbIe TOKAa3aTelH
(Bxrouas 1B, AUTB, unrubupoBanune aktuBHOCTH (hakTopa Xa u OIIT) oTpakanu TOIBKO
BIIUSTHUE pUBapoKcabaHa.

B cmyuae HeoOxomumocTu uccienoBaHus ¢apmakoguHamMuueckux 3¢ @dekToB BapdapuHa BO
BpeMsI MEPEXOHOTO IMEPHO/a, MOXKET OBITh HMCHOJB30BaHO M3MepeHue BenmnunHbl MHO mpu
Cupovexyr pUBapokcabana (cmycts 24 daca moclie MpeAbLAyIIero NpueMa puBapokcabaHa),
MOCKONIbKY pHUBapoOKca0aH OKa3bIBA€T MUHUMAIBHBIN 3 (EeKT Ha 3TOT Moka3aTeslb B JaHHBIN
MOMEHT BPEMEHH.

DapMaKOKHHETHYECKOTO B3aUMOJICHCTBHS MeXay BappapiHOM U pHBApOKcabaHOM He
0oOHapyXKeHO.

HNuanykropsl CYP3A4

CoBMecTHOE Ha3HaYeHHE pUBapoKcabaHa u pudaMIIULKHA, SBISIOMIEr0CsS MOITHBIM HHAYKTOPOM
CYP3A4, npuoauio k camxenuto cpeaneir AUC puBapokcabana npubnusutensHo Ha 50 % u
napajielIbHOMY YMEHBIICHUIO ero papmMakouHaMudeckux 3¢ pextoB. COBMECTHOE MPUMEHEHHE
puBapokcabaHa C JpyruMH MOIIHBIMH HHAykTopamu CYP3A4 (nampumep, (EeHUTOMHOM,
kapbamazenuHoM, (penobapobuTasoM wiu npenaparamu 38epodos npoasipsiBieHHoro (Hypericum

perforatum)) Takke MOKET MPHUBECTH K CHI)KEHHIO KOHIIEHTpalMil puBapokcabaHa B Iia3zMe
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unaykropoB CYP3A4, kpome ciaydaeB, Korja MalMeHT HAXOAUTCS TOJ TIHIATEIbHBIM
HAOJI0/ICHUEM Ha MPEJMET Pa3BUTHS MPU3HAKOB U CUMIITOMOB TPOoMO03a.

[Ipoyas conyTCTBYIOIIAs TCPAIIKS

Knunndecku 3HauMMbIX (apMaKOKMHETUYECKUX WU (apMaKoJIMHAMUYECKUX B3aUMOJCHCTBUI
pH OJHOBPEMEHHOM TNPHUMEHEHUW puBapokcabaHa ¢ Mumazonamom (cybcrparom CYP3A4),
JTUTOKCHHOM (cyOcTpaTtoM P-rmukomnporemna), aropsactatunom (cyoctpatom CYP3A4 u P-
TJIMKOIIPOTEHHA) UM OMETPa30jI0M (MHTHOUTOPOM IIPOTOHHOM MOMITBI) HE HaOJII01a710Ch.
PuBapokcaban He naruoupyet u He uaaynupyetr CYP3A4.

Bausnue Ha Ha6ODaTODHBIe nmapaMcCTphl

PuBapokcaban Oka3pIBaeT BIMSHUE Ha IOKA3aTeNd CBEPTHIBAEMOCTH KPOBHU (IIPOTPOMOMHOBOE
Bpems, AUTB, HepTest) B cBs3u cCO CBOMM MEXaHU3MOM JCHCTBUS (CM. pazzaen 5.1.).

4.6. DepTHIBLHOCTH, 0€PEMEHHOCTH U JIAKTALMS

bepeMeHHOCTB

bezonacHocth u 3(pPEKTUBHOCTD NMPUMEHEHUS pHBAapOKcabaHa y OCpeMEHHBIX >KEHIIWH He
YCTaHOBJIEHbI. JlaHHBIE, TIOJYYEHHbIE B HCCICAOBAHUSAX Ha JKMBOTHBIX, I[OKa3aJH
PENpPOIYKTUBHYIO TOKCUYHOCTb.

BcenencrBue BO3MOXKHOW pPENPOTYKTUBHOM TOKCHYHOCTH, PHCKA PAa3BUTHUS KPOBOTECUEHUS U
JaHHBIX O CIIOCOOHOCTM pHUBapokcabaHa [POHMKATh 4epe3 IUIALUEHTY puUBapokcadaH
IPOTUBOINOKA3aH BO BpeMsi bepeMeHHOoCTH (cM. pazaen 4.3).

JKeHIMHBI AETOPOTHOrO BO3pacTa JODKHBI H30eratb OEpeMEHHOCTH BO BpeMs Tepanuu
puBapokcabaHOM.

JlakTanus

O¢ddexkTnBHOCTH U 6€30MAaCHOCTh NMPUMEHEHHs] pUBapoKcadaHa y *KEHIUH B MEepHOJ] TPYIHOTO
BCKapMJIUBaHUsl HE YCTAHOBJIEHbI. JlaHHBIE, MOJYYEHHBIE Y JKUBOTHBIX, IOKAa3bIBAIOT, YTO
puBapokcalaH BBIIENSIETCA C TPYJHBIM MoJIOKOM. [loaTOMy puBapokcabaH MPOTHMBOIOKA3aH B
nepuoj, TrpyJaHOro BcKapmiuBaHusi. HeoOxoaumo mNpuHATH pelieHue 00 OTMEHEe TIpYyIHOTO
BCKapMJIMBaHMs WM IPEKpaIeHUH/TIPUOCTAHOBJIEHUH Tepanuu (cM. paszaen 4.3).

DepTUabHOCTD

CriennanabHBIX HCCIEA0BaHUMN MO OLIEHKE BIUSHUS puBapokcabaHa Ha (epTHIBHOCTD Y YeJIOBEeKa
He mpuBojwiIock. MccrnenoBaHusi moka3aiM, YTO pUBApOKcabaH HE BIMSET HA MYXKCKYI U
KEHCKYIO (PepTHIIBHOCTD Y KPBIC.

4.7. Bausinne Ha CHOCOOHOCTH YNPABJIATH TPAHCHOPTHBIMH CPeACTBAMH H padoTaTh ¢

MEXaHU3MaMHu
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(Mo B HOC TR O005)
PuBapokcaban oka3bIBaeT HE3HAYUTEIILHOEC BIMS{HUE Ha c&cﬁﬁggﬁ; %p%@%ﬁ TPARCIOPTHBIMK

CpeACTBaMU M MeXaHU3MaMH. BbUIM 3aperucTpupoBaHbl TaKUE HEXKEJAaTeIbHBIC PEaKIUU Kak
00OMOpOK (4acToTa: HEYacTO) M TOJOBOKPY)KEHHE (4acToTa: yacto). I[lanueHTsl, y KOTOpBIX
BO3HHUKAIOT TOJOOHBIC HEXKENATeIbHbIC PEaKIWU, HE JOJDKHBI YIPaBISATh TPAHCIIOPTHBIMHU
CpeACTBaMH WJIU IPYTHMHU MEXaHHU3MaMH.

4.8. HexenarejbHbIe peaKuMu

Pesrome npoduiist 6e3onacHocT

be3zonacHocTe puBapokcabaHa OLEHMBAJIACh B TPUHAALATH OCHOBHBIX nccienaoBanusx 11 ¢asbr
(cm. Tabmuiy 2).

Cymmapno 69608 B3pocibIX MAMEHTOB B AeBsITHAAIATH uccnenoBanusx 111 ¢as3er u 488 nereit B
nByx uccienosanusix Il ¢aser u aByx nccnenosanusix 111 passl npuHuManu puBapokcadaH.
Tabnuua 2. Yucno mauueHToB, yyacTBOBABILIMX B MCCIIEJOBAHUAX, CyMMapHasi CyTouHas J103a U
MaKCHUMaJbHasi MPOJOJDKUTEIBHOCTh JIEUEHMs B KIMHUYeCKUX wuccienoanusax III daser ¢

Y4acTUEM B3POCIIbIX U NICAUATPUUCCKUX MAIIUCHTOB!

Iloka3anue Yucio Cymmapnas cyrouHasi | MakcumaJibHasi
NalUeHTOB* | 103a NPOI0KUTEJbHOCTh
JIeYeHH s
[Ipodpwmnaktuka BeHO3HOM | 6 097 10 mr 39 nueit

TpoMO03MOonuu (BTDI) y
MAIMEHTOB, IEPEHECIINX
TUTAHOBYIO OTEPAIUIO 10
3aMeHe  Ta300eApEeHHOro

HJIN KOJICHHOT'O CyCTaBa

[Ipodunaktuka BeHO3HOMH | 3 997 10 mr 39 nuei
TpoMb0o3Mbonuu (BTO) y
MAIUEHTOB,

TOCIUTAIU3UPOBAHHBIX C

OCTPbIM MCIUIIMHCKHUM

COCTOSIHUEM

Jleuenune Tpombo3a | 6 790 Henn 1-21: 30 mr 21 mecs
rnyookux BeH (TI'B), Hauunas ¢ 22 gus:
TPOMOOIMOOTIUY JIETOUHOI 20 mMr

apTepun (T2JIA) )51

npodunakTuKa peruiuBoB
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Ilocne

OCOEAORATENSHOCTS

(R T I

mecdies: 10 mr wim 20

Mr
Jleuenue BTD u | 329 Jo3a, 12 mecsieB
NpopUIAKTUKA PELHIUBOB CKOPPEKTUPOBaHHAsI BB
BTO y HOBOpOXIEHHBIX U 3aBUCUMOCTU OT MAacCChl
Jereid B Bo3pacte 0 <18 Tena, IS JOCTHIKCHUS
JeT Toclie  HavyalbHOMN HKCIIO3UINH,
CTaHapTHOU HaOJIr01aBIIEICS y
AQHTUKOATyJITHTHON B3POCJIBIX, OTYYaBIINX
Tepanuu 20 Mmr puBapokcabaHa
OIUH pa3 B JeHb JUISA
neyenus TT'B
[Ipodpunaktuka wunCcynsTa | 7 750 20 mr 41 mecs
u CUCTEMHOM
TpoMO03MO0IINHU y
MalUEeHTOB C
bubpmsIIHIeit
npeacepaui
HEKJIaIaHHOTO
MIPOUCXOKIACHUS
[Ipodunaktrka 10 225 5 mr wm 10 wmr |31 mecsan
aTepoTPOMOOTHUECKUX COOTBETCTBEHHO, B
COOBITHII y TAalMEHTOB KOMOMHAIINH c
nocie OCTpOro aleTUJICATUIIMIIOBON
KOPOHAapHOr0  CHHJApPOMA KUCJIOTOM 158051
(OKO) aleTUJICATMITUIIOBOM
KUCIOTOMU c
KJIOMUJIOTPEJIOM  WJIU
TUKJIOTTATAHOM
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A

[Ipodunakruka

aTepOTPOMOOTHUYECKUX
COOBITUH y MAalMEeHTOB C
UIIEMHYECKOl  0O0JIe3HBIO
(UBC)

cepaua WIn

18 244 5

e 5 RONGHTR o Tﬁﬂ\ﬂ-&l;ﬁeg 5 00053)

MOHOTEpAIIUU

aAllETUICAITULIMIOBOM

kuciorod wiu 10 Mr B

3a00JIEBaHUEM
nepuepUYECKUX apTepHid

(3TIA)

3 256**

KHUCJIOTOM

5 Mr B KOMOMHAIIUHA C

aAllETUICAIIUIINIIOBOM

42 mecsra

*[larueHTsl, TOTYYHUBIIHE 110 MEHBIIIEH Mepe OJIHY 103y pUBapoKcadaHa.

** N3 uccaenosanust VOYAGER PAD.

Haub6onee uacto PEruCTpupyeMbIMU HEKEIJIATCIIbHBIMH PCAKIUAMU Y MMAOUCHTOB, IMOJYyYaBIINX

puBapokcabaH, 0putn KpoBoTeueHus (Tabmmmua 3). Hambosee yacTo perucTpupoBaInch Takue

KPOBOTEUCHHS, KaK HOCOBOE KpoBoTeueHHue (4,5 %) U KelyJOUYHO-KUILIEYHOE KPOBOTECUCHUE

(3,8 %).

Ta6JII/ILIa 3. YacTtoTra BO3HHKHOBEHHS KpOBOTequHﬁ* U aHCMHUH Yy IMAIIUCHTOB, NOJYYArOMIUX

JICYCHUC pI/IBapOKca6aHOM B 3aBCPHICHHBIX KIIMHUYCCKHUX HCCIICOOBAHUAX III (1)3351 C ydaCTuem

B3POCJIbIX U NICAUATPHUYCCKUX IMALITUCHTOB.

Iloka3zanue

JIro0oe KpoBOTEUEHH

AHeMus

IIpodunaktuka  BEHO3HOH
TpoMbo3Mbouun  (BTD) 'y
B3POCJIBIX MTallHECHTOB,
MIEPEHECIINX IIJIaHOBYO

ornepanunro oo 3aMCHC

Ta300eIpeHHOTO 1507051

KOJICHHOT'O CyCTaBa

6,8 % manueHToB

5,9 % manueHToB

IIpopunaktuka  BEHO3HOMH
TpoM603IMO0INHU y
MallHECHTOB,

TrOCIIUTAIM3UPOBAHHBIX C
OCTPbIM MCIUIIMHCKHUM

COCTOSAHHEM

12,6 % manueHToB

2,1 % manmeHToB
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Jleuenne TI'B, TOJIA wu | 23 % nanueHTOB LSS 'E@'%':i‘r“ahﬁé%ﬁ':i' o Uu]

npoUIaKTUKA PELUIUBOB

Jleuenune BTO u | 39,5 % nanueHToB 4.6 % manueHTOB
npouIaKTUKa PElUIUBOB
BTD y HOBOpOXIEHHBIX U
netelt B Bo3pacte 10 <18 et
rmocie HadaJbHOU
CTaHJIapTHOU

AQHTUKOAryJITHTHOM TEpauu

[Ipodpunakrtuka uncynpTa u | 28  coObituit ©Ha 100 | 2,5 coObitusa Ha 100 mamuenTo-
CHCTEMHOW TPOMOOAMOOJIHNH | TTALUEHTO-JIET aeT
y NalMeHTOB c

bubpuUIsIIHeH Tpencepauit

HEKJIalIaHHOTO

MIPOUCXOXKICHUS

[Tpodunaktuka 22 cobbitus  Ha 100 | 1,4 coObitus Ha 100 manueHTO-
aTePOTPOMOOTHICCKHUX MAIMEeHTO-JIET aer

COOBITHH Y MAIMEHTOB TIOCTIE

OCTpPOTO KOPOHAPHOT'O

cuapoma (OKC)

[Ipodunaktrka 6,7 cobbrtuss  Ha 100 | 0,15 coObiTust Ha 100 nanueHTo-
aTepOTPOMOOTHUECKHUX MalHUEeHTO-JIEeT aer**

COOBITHI y TAaIUEeHTOB C
HUIIEMUYECKON 00JIE€3HBIO

cepana (UBC) W1

3a00/IeBaHUEM 8,38 COOBITHS Ha | 0,74 na 100 marueHTO-IeT***
. #
nepudepuyeckux aptepuit | 100 manueHTO-IET

(3T1A)

* Bo BceX KIIMHUYECKUX UCCIIEIOBAaHMIX pUBapoKcabaHa BCe CIydyan KPOBOTEUCHUs COOMPAIOTCH,
PETUCTPUPYIOTCA U OLIEHUBAIOTCS.

** B wuccnemoBanun COMPASS wyactora BcTpedaeMOCTHM aHEMHHM HH3Kas, IOCKOJIBKY
MIPUMEHSIJICS BRIOOPOYHBIN TTOAXO0 K COOPY TAHHBIX M0 HEXKEJIaTeTbHBIM SIBICHUSM.

*#* [Ipu cOope TaHHBIX O HEXEJIATeNbHbBIX SBICHUSAX MPUMEHSIICS BHIOOPOYHBINA MOIXO/I.
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# U3 uccrenoarms VOYAGER PAD. (MOCHELOBATENBHOCTE 0005)

Tabauunoe IIPEACTABICHNE HEXKEIATSIbHBIX pPeaKIIMi

YacToTa BCTpEeYacMOCTH HEXKENATEeIbHBIX PEaKIUi, 3apETUCTPUPOBAHHBIX Y JAETEH U B3POCIBIX
NpY PUMEHEHUH pUBapoOKcadaHa, MpuBe/ieHa B Ta0iuIe 4 HIKE C pa3iAeiCHUEM 10 CUCTEMHO-
opranubiM kiaccam (MedDRA) u o wacrore.

YacroTa BCTpE4aeMOCTH ONpPEAeIseTCs KaK:

oueHb vacto (>1/10).

gacto (>1/100 no <1/10),

Hevacto (>1/1000 mo <1/100),

penko (=1/10000 o <1/1000),

oueHb peako (<1/10000),

YacTOTa HEU3BECTHA (HEBO3MOXHO OLICHUTh HA OCHOBAHUH JIOCTYITHBIX JTaHHBIX).

Tabmuna 4. Bce HexenarenbHbIC PEaKIMU, 3apETUCTPUPOBAHHBIC Y B3POCIBIX MALUEHTOB B
KuHUYecknXx uccienoBanmsx 111 ¢a3pl wim B X0/l MOCTPETUCTPANIMOHHOTO MPUMEHEHHS*, a
TaKKe y TEIUATPUYECKUX MAIMEHTOB B JBYX KIMHWYECKHX uccienoBaHusx 11 ¢aser m aByx

uccienoBanusx I daszbr

Yacro Heuacto Peako Ouenb peako Yacrora

HEHU3BECCTHA

Hapyme}mﬂ CO CTOPOHBI KPOBHA M JII/IMq)aTI/I‘ICCKOﬁ CHUCTEMBbI

AneMmus (BkJroyasi [TpoMOouuTO3 - - -
COOTBETCTBYIOIINE ((BKIIOYAS
nabopaToOpHble  |IOBBILICHUE
oKa3aTesm) KOJINYECTBA
rpoMOOLUTOB)™,

TPOMOOLIUTOIICHUS

Hapymemm CO CTOPOHBI I/IMMyHHOﬁ CHUCTEMBbI

- Asiepruueckas - AHadunakTuiec -
[peaKuus, KH€E peakiuu,
QIIIEPrUYeCKUI BKJIIOUAs!
NIEPMATUT, aHaduIaKTHUeC-
QHTMOHEBPOTUYECK KU1 10K
Wi OTEK U
Q/IeprU4eCKui
OTEK
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Yacto

Heuacto

CIKO

y
TR

TR SRR

O

HEHU3BECCTHA

Hapyuienunsi co cTOpOHbI HEPBHOM CH

CTEMBbI

[ '0JI0BOKpYKEHHE,

roJIOBHAs O0JIb

BryTtprMo3rosoe u
BHYTPUYEPEIIHOE
KPOBOU3JIUSHUE,

00OMOpOK

Hapymenusi co ¢t

OpPOHBI OPraHa 3peHus

KpoBousznusHue B
a3 (BKIIOYas
KPOBOU3BIIUSHUE B

KOHBIOHKTHBY)

HapyuieHusi co CTOPOHBI cepaIa

Taxukapaus

Hapymenus co ¢t

OPOHLI COCY10B

CHIKeHNE
ApTEepUATILHOTO
naBJICHUS,

reMaromMa

Hapymemm CO CTOPOHBI JAbIXaTeJbHOM CUCTEMDI, OpPraHoB pr)IHOﬁ KJIETKHN U

cpeaocTeHHUs!

Hocosoe - - J03UHOpUIbHAS |-
KPOBOTECUCHHE, MTHEBMOHUS
KPOBOXapKaHbe

HapyuieHus co cTOPOHBI 2KeJTyJ0YHO-KUIIEYHOT0 TPAKTA

24




COOTBETCTBYET 3KCNEPTHOMY OTUYETY

A AT TE Rl TETT
oT 259 I T & J 15 ‘I
B P B A s = oA

Yacrto Heuacro enko - O4ens penks | - -YUacrora
HEHU3BECTHA

KpoBotounBocth |[CyXoCTh BO PTY
neceH,

PKEITy IOYHO-
KHAIIICYHOE
KPOBOTCUCHHE
(BKiTIOYAS
PEKTaITbHOE
KPOBOTCUCHHE),
0071b B 00nacTu
PKEITYJOYHO-
KUIIICYHOTO
TpaKTa U B
PKUBOTE,
TUCTICTICHSI,
TOIIHOTA. 3amop”,

nuapes, ppoTa’

Hapymeﬂml CO CTOPOHDLI NMEYCHH H KECJTIECBBIBOAAIINAX nyTeﬁ
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Yacro Heuacro e1KO (o ‘ﬂggeﬁ‘nri'ﬁgﬁg'd:” ot Ilﬁc"ro"f;'
HEeM3BEeCTHA
[loBbIIIEHNE Hapymenue JKentyxa, - -
AKTUBHOCTH (YHKIIUY TTIEYEHH, [TOBBIIICHUE
TpaHCAMUHA3 [OBBILICHHE KOHIIEHTpaLUU
KOHIEHTPALlUU KOHBIOTHPOBAHHOTO
OounupyOuHa, OounnpyOuna (ipu
[OBBIIICHHUE COITYTCTBYIOIIIEM
AKTHBHOCTH [OBBILICHUEM
[IECJIOYHOH axTuBHOCTH AJIT
docdarassr WIn 6e3 Hero),
KpOBU, MTOBBIIICHHUE [X0JIECTa3, TeMaTUT
aktuBHOCTH I TTA  |(BKITIOUAs
rernaToleUTI0IIPHOE
[HOBPEXKICHUE)

Hapyme}ma CO CTOPOHBI KOYKH U IMMOAKOKHBIX TKaHel

KoxHbIil 3y KpanuBauna - Cunapom -
(BKITIOYAS CrtuBeHca-
HEYacThle CIy4yau J[>xoHCOHA /
TeHEPaAIN30BaHHOT TOKCHYECKHI

0 3y/1a), KOXKHAas PIUIEPMATBHBIN
CBIITb, DKXHUMO3, HEKPOJIU3,
KOXKHBIE U DRESS-
[10JIKOKHBIC CUHIPOM
KPOBOUBITUSHUS

HapymeHnus co CTOpoHbl MBIIIEYHOM, KOCTHOM H COCAUHUTEIbHON TKAHH

bounb B ['emapTpo3 KpoBousnusHue B |- KomnapTMmeHT-

KOHEYHOCTAX" MBILLITY CUH/IPOM KakK
CJIE/ICTBUE
KPOBOTEUYEHMS

HapymeHml CO CTOPOHBI MOYEK H MOYEBBIBOAAIIINX HyTeﬁ
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TpakTa (BKJIOYAs
reMaTypHIo |
MeHopparuio®),
HapYIICHHE
(GYHKIHMH ITOYEK
(BKITFOUAS
MOBBIIICHHE
KOHI[CHTPAIIUU
KpeaTHHUHA
KPOBH,
MOBBIIICHHE
KOHI[CHTPAIIUU

MOUYEBHUHBI KPOBHU)

|.HI_I.: - — —1IJ—:|- .;'l-l_l_|l .| |I:F:I:F T IFi:H-I-I-:-I
Yacro Heuacro eaxo """ O4enk pekcs’ | - -Yacrora
HEeH3BeCTHA
KpoBoreuenue u3 |- - - [loueuHas
YPOT€HUTAJIbHOTO HE0CTaToY-

HOCTB/ OCTpas
moueyHast
HE/I0CTaTOu-
HOCTb,
BTOpUYHBIE K
KPOBOTEUYCHHIO U
TOCTaTOYHBIE,
4TOOBI IPUBECTU
K
runoneppysuu,
Hedponartus,
aCCOIIMUPOBAH-
Hasi C IPUEMOM
AQHTHKOATyJISTHTO

B

OO01ue HAPYLICHNUSI U PeaKIMU B MeCTe BBeIeHUs

JTuxopaka®,
nepupepuyecKuii
OTEK, CHIDKCHHE
o0mein
(bu3nUECKOil CUITBI
U SHEPTUH
(BKITIOYAS
cnabocTh U

ACTEHUIO)

YXyaueHue
00111eTO
CaMOYyBCTBUS
(BKJTIOYAS

HEJOMOTaHUE)

JTokanbHBIH OTeK”

JIaGopaTopHble M MHCTPYMEHTAJIbHbIE JaHHbIE
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Yacrto Heuacro eIKO0 ) Ouenk pexkd | - -Haerora’

HEHU3BECCTHA

- [IoBbIIICHHE - - -
axTusHOCTH JIJT™,
[MOBBIIIICHHUE
AKTHUBHOCTH
nmumaser’,
[MOBBIIICHHE
AKTHUBHOCTH

aMI/IJ'Ia3I>IA,

TpaBMLI, HHTOKCUKAIUHU U O0CJTO0KHECHUS NPOUHEaAyp

KpoBoTeuenue Cocyaucras - -
10CJIE TIPOLIELYP rceB0aHeBpu3Ma”
(BKITFOUAS
MoCJIeOnepaIoH-
HYI0 aHEMHIO U
KPOBOTCUCHHE U3
panbl), yuo,
BbIJICIICHUE

CeKkpeTa U3 paHbl"

A: Habmonanock npu npodunaktuke BT y B3pocnbix manMeHToB, MEPEeHECIINX MIIAHOBYIO

oTepaluio 1o 3aMEeHe Ta300€IPEHHOI0 WJIM KOJIEHHOT'O CYCTaBa.

B: Habmoaanuck npu gedennn TI'B, TOJIA u npodunakTiuke peruInBoB Kak O4eHb 4acThle
y KEHIIMH MOJIOXKE 55 JIeT.

C: Ha0JII01aTMCh KaK HEYacThle B paMKax MPO(UIAKTUKKN aTepOTPOMOOTHYECKUX COOBITHH Y
nanuenToB nocye OKC (mmocie 4pecko HOr0 KOPOHAPHOTO BMENIATEIHCTBA).

* [Tpumensics mpeaBapUTENbHO 3aJaHHbBIM BBIOOPOUHBIA MOJIXOA K cOOpY AAHHBIX IO
HE)KEJIaTeNbHbIM SBJICHUSAM B OTHeNbHBIX ucciepoBaHusx III ¢asel. Ha ocHoBanuum ananmza
JAHHBIX 3TUX HCCIEJOBAHUNM YacTOTa HEXKEJaTeNbHbIX peaklMi He MOBBICKUIACh, M HOBBIX
He)KeJaTeNIbHbIX JeKapCTBEHHBIX Peakuil HIeHTUPUIIUPOBAHO HE OBLIO.

Omnucanye OTICNbHEIX HSXKEIATSIbHBIX PEAKIINN

YuuteiBas (bapMaKO.HOl" WYECKUM MEXaHH3M ﬂeﬁCTBHH, IIPpUMCHCHUC pHBapOKca6aHa MOXCT
COIIPOBOXKAATHCA MOBBIIICHHBIM PHUCKOM CKPBITOT'O UJIX AIBHOI'O KPOBOTCUCHUA U3 JIFOOBIX TKaHEH

H OPraHoB, KOTOPOC MOXET MPHUBOJINUTH K HOCTFCMOppaFquCKOﬁ aHEMUMU. HpI/ISHaKI/I, CHUMIITOMBI
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JOKaJIU3alMi, UHTEHCUBHOCTH WJIHM TMPOJODKUTEFHOCTH KPOBOTECUCHUS W/WIM aHEeMUHU (CM.
pa3znein 4.9.). B KIMHUYECKUX UCCIIEOBAHUSIX KPOBOTCUCHUS M3 CIM3UCTHIX 000I0YEK (2 MMEHHO:
KPOBOTEUYEHHE U3 HOCA, JECEH, KEIYyAOYHO-KUILIEYHOT'O TPAKTa, MOYEIIOJIOBOI CUCTEMBI, BKIIIOYast
AHOMAJIbHOE€ BarMHAJbHOE WJIM YCHJIEHHOE€ MEHCTpyallbHOE KpPOBOTEYEHHE) U aHEeMUs
HaOJIOAaIHMCh Yale MpH JUIMTEIBHOM JICUCHHH PHBAPOKCA0AHOM IO CPAaBHEHHIO C JICYCHHEM
ABK. Takum o0pa3oMm, B [OTNOJHEHHE K HISKANIEMy KIHHHYECKOMY HAOIIOACHHUIO,
nabopaTopHOE HCCIEAOBaHUE TeMOTJIO0MHA/TeMATOKPUTa MOXKET ObITh 3HAYUMBIM IS
BBISIBJICHUSI CKPBITBIX KPOBOTEUEHHH M KOJIMYECTBEHHOW OLEHKHU KIMHUYECKOW 3HAYMMOCTHU
SIBHBIX KPOBOTEYEHHUI B ClydyasX, KOIrJla MPUMEHUMO. PUCK pa3BUTHUS KPOBOTCUCHHH MOXKET
YBEJIMYMUBATECS Y OIPENENCHHBIX TPYNI IAlMeHTOB, HAlpPUMEP, y MAIUEHTOB C TSKEION
HEKOHTPOJIUPYEMOH apTepUaNbHON TUNEPTEH3UeH W/MIW TMPH COBMECTHOM TPUMEHEHHH C
npenapaTami, BIUSIOIMIMMU Ha reMocTas (cM. pazzaen 4.4.). MeHcTpyaibHOE KPOBOTEUECHUE MOKET
OBITH O0JIee OOMITBHBIM W/WIIH TIPOIOJKUTEIHHBIM.
['eMopparnmueckue OCIIOKHEHUS MOTYT TMPOSBISATBCS B BUAE CIIa0OCTH, OJIGTHOCTH,
TOJIOBOKPY>KEHHUS, TOJIOBHOW OOJM MM HEOOBSICHUMBIX OTEKOB, OJIBIIIKH WA HEOOBSICHUMOIO
1IoKa. B HEKOTOPBIX cilydasX BCIEACTBHE aHEMUHU HAOII0OJAINCh CUMIITOMBI HIIIEMUU MUOKap/Ia,
TaKue Kak 00JIb B TPYIH WIH CTCHOKAPIHSL.
[Tpu npuMeHeHnn puBapoKkcadaHa peruCTpUPOBAIHNCH TAKUE N3BECTHBIE OCTIOKHEHHUSI, BTOPHYHBIC
M0 OTHOILIEHHUIO K TSKEIBIM KPOBOTEUCHMSIM, KaK CHHAPOM IOBBIIIEHHOTO CyOdaciualibHOTO
JlaBJIeHUs] (KOMIAPTMEHT-CUHJIPOM) U MOY€YHask HEeAOCTATOUHOCTh BCIEJCTBHE rHUronepdys3uu.
Takum 00pazom, cleayeT YYHTHIBATh BO3MOXKHOCTH KPOBOTEUYEHHS IPH OLEHKE COCTOSHUS
JTF000TO MAlMEeHTa, TOTYYa0IeT0 aHTHKOATYJISTHTHI.

eTu
Jleuenue BTO u npogunaxmuxa peyuousoe BTO
Ornenka 6e30MMacHOCTH Y I€TeH U TIOJPOCTKOB OCHOBAaHA Ha JJAHHBIX MO OE€30MTAaCHOCTH OTKPBITHIX
UCCJIEIOBAaHUM C aKTMBHBIM KOHTpojeM (aByXx uccienoBanuil Il ¢as3sl u omnoro III ¢assl) c
ydacTHeM JieTel B Bo3pacTe oT poxaeHus 10 <18 net. JlaHHbIe MO 6e30MacHOCTH OBIIH B LIEJIOM
COIIOCTAaBUMBIMHU JUIs1 pUBapoKcabaHa U Ipernapara CpaBHEHUS B pa3IMUHbIX BO3PACTHBIX IPyIHIax
neteit. B nemom npoduins 6e3omacHocTu y 412 aeteit u moapoCTKOB, MOTyYaBIINX pUBapoOKcabaH,
Obl1 aHasorvyeH npo¢uiIro Oe30MacHOCTH, HAONI0AAEMOMY BO B3pOCIOW TMOMYJSALUU, U
COXPaHSJICS B pa3HbIX BO3PACTHBIX IPYIIIAX, XOTS OLIEHKA OrpaHUYeHA HEOOIBIINM KOJIMYECTBOM
NaIMEeHTOB.
['onoBHas 601k (oueHb yacto, 16,7 %), nuxopaaka (o4eHs gacto, 11,7 %), HOCOBOE KpOBOTEUEHNUE

(ouens wacrto, 11,2%), pBora (ouenp yacto, 10,7%), Taxukapaus (dacto, 1,5%), MOBBIIICHUE
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KOHIEHTpaluu Owinnpyouna (dacto, 1,5%) u OBbImeﬁué'lkbqi%g}H%aJMA_}llBlo I/IT)OBaTHHOFO

omnmmpyouna (peako, 0,7 %) perucTpupoBaUCh y MEIUATPUUYSCKUX TAIMEHTOB Yallle, YeM Yy
B3pociibiX. Kak v BO B3pOCIION MOy sy, MeHOpparus Habmonanack y 6,6 % (4acto) AeBOYEK-
MOJPOCTKOB ~ TIOCJIE  MEHapXxe. TpomOouuronenusi,  HaOmogaemMass B paMKax
MOCTPErUCTPAIIMOHHOTO MOHUTOPUHTA BO B3POCIION MOMYJISIIIMA, B KIIMHUYECKUX UCCIIETOBAHMSIX
cCpeau TeAMaTpUYecKod Tmomyisinuu  HaOmonanack yacto (4,6  %). HexenarenbHble

JICKapPCTBEHHBIE PEAKIIUU y JIETeH ObLTH B OCHOBHOM OT JIETKOW JJO YMEPEHHOW CTETICHH TSKECTH.

COO6H_IGHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PECAKIINAX

BaxxHo coo0mmaTe 0 mo103peBaeMbIX HeXKeIaTeIbHBIX PEAKLIUAX MOCTIe PErUCTPALUU TIpernapara ¢
LeNbl0  OOEcreueHusT  HENpPEepbIBHOITO  MOHUTOPUHIA  COOTHOLIEGHUS  «I10Jb3a-PUCK»
JIEKapCTBEHHOT0 Ipenapara. MeInIuHCKUM pabOTHUKAM PEKOMEHAYETCsl coOOLIaTh O JII0OBIX
[I0JI03PEBAEMBIX HEXKENIATEIbHBIX PEAKLMAX JIEKAPCTBEHHOIO Ipernapara 4epe3 HalMOHaJIbHbIE
CUCTEMBl COOOIIEHUS O HEXEeNAaTeIbHBbIX pEaKUUsIX TIocyAapcTB-uieHoB EBpasuiickoro

9KOHOMHUYECCKOI'o COro3a.

Poccuiickasa ®@eoepayus

OenepanibHas ciryx0a 1Mo Ha3opy B chepe 3ApaBOOXpaHeHUs
Anpec: 109012, r. Mocksa, CiaBsiHCKasl III0IIaab, 1. 4, ctp. 1
Tenedon: +7 800 550 99 03

DnekTpoHHas rmoyra: pharm@roszdravnadzor.gov.ru wim npr@roszdravnadzor.gov.ru
Caiit B UH(OPMAITMOHHO-TEIIEKOMMYHUKAITMOHHON ceTn «HTepHeT:

https://www.roszdravnadzor.gov.ru

Pecnybnuxa benapyco

PecnnyOnukanckoe yHuTapHoe mnpeamnpustue «lLleHTp oSkcmeptus W MCOBITaHMA B
3/IpaBOOXPaHEHUM»

Anpec: 220037, r. Munck, ToBapurieckuii miep., 2a

Tenedon: +375-17-242-00-29

OnexTpoHHas noyra: repl@rceth.by

CaiiT B MUH(QOPMALIMOHHO-TEIEKOMMYHUKAIIMOHHOM ceTn «IHTepHeT»: https://www.rceth.by

Pecnyonuxa Kazaxcman
«HannoHnanbHelil LleHTp 3KCHIEepTH3bl JIEKAPCTBEHHBIX CPEICTB M MEAUIHUHCKHUX W3JCIIHI
Komutera MeaumuHCcKoro u (hapmMarieBTH4eCKoro KOHTPOIs MHHHCTEPCTBA 3paBOOXpaHEHUS
Pecniy6nuku Kazaxcran
Anpec: 010000, r. Actana, yn. A. Imanosa, 13
Tenedon: +7 (7172) 78-98-28
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OnektponHas noura: pdlc@dari.kz (MOCHELOBATENBHOCTE 0005)

CaiiT B M"HQOpPMaLMOHHO-TEIIEKOMMYHHUKAIIMOHHOH cetn « MHTepHeT»: https://www.ndda.kz

4.9. Ilepeno3npoBka

CumMnOTOMBI

VY B3pOCIHBIX OBLIM 3aperHCTPUPOBAHBI PEIKHE Caydau mepeno3upoBku 10 1960 mr. B ciayuae
MEPeI03UPOBKH  HEOOXOAMMO THIATEIBHO HAOMIOIaTh MMAlMEHTAa Ha MPEAMET Pa3BUTHUS
KPOBOTEUECHHH WIIH JIPYTUX HEXEJaTeIbHbIX peaklnii (cM. mojapasien «JleyeHue KpoBOTECUCHUI
pasnena 4.9.). B cBs3u c orpaHHMuEHHBIM BCAaChIBAaHHEM OKUJACTCs (OPMUPOBAHUE IIIATO
KOHIIEHTpAlUU IpernapaTta 6e3 JalbHEHIIero yBeJIMYEHHUs ero cpeiHel KOHLIEHTPAlUK B I1a3Me
KPOBH TP MIPUMEHEHHUH J103, TIPEBHIIAIONINX TEPANEBTUYECKUE, paBHBIX 50 Mr puBapokcabaHa
WM BBIIIC Y B3POCTIBIX.

Jist B3pOCHBIX CyLIEeCTBYeT crheruuyeckuii aHTUAOT (aHaekcaHeT anb(a), ONIOKUPYIOIIUN
dbapmakoguHaMuueckuii 3 ekt puBapokcadaHa.

B cnyuae mepeno3mpoBKM puBapoKcaOaHa ISl CHMIKCHHS BCACBIBAHUS MOXET NPHUMEHSATHCS
AKTUBHPOBAHHBIN YTOJIb.

JleueHne KpOBOTCUCHUM

Ecnu y nanuenTa, moxy4aroniero puBapokcadbaH, BOZHUKIIO OCJIOKHEHHE B BUJIE KPOBOTECUCHMS,
CIICAYIOUINIA MPHEM pHUBapOKcabaHa CIIEAYET OTJIOKUTH HIIH, MPH HEOOXOAWMOCTH, OTMEHUTh
nedyenue. [lepuon mosyBbIBeieHHS pUBapoKcabaHa y B3POCIBIX COCTAaBIISET NMPHOIN3UTEIHHO
5—13 w4acoB. JleueHue AOMKHO OBITH HMHIUBHIYaJbHBIM B 3aBUCUMOCTH OT TSDKECTH U
JOKaJau3alMu KpoBoTeueHHs. Ilpu HEOOXOTUMOCTH MOMKHO MPHUMEHSATh COOTBETCTBYIOIIEE
CHUMIITOMAaTHYECKOE JICUCHUE, TAKOe KaK MEXaHW4YecKass KOMIpeccHsl (HampuMmep, MPH THKENbIX
HOCOBBIX KPOBOTECUCHHSIX ), XUPYPTHUIECKAN TeMOCTa3 C MPOLEAypaMyd KOHTPOJISI KPOBOTCUCHHS,
UHQY3MOHHAs Tepanus M TeMOAMHAMHUYEcKas IOAJEpXKKa, MPUMEHEHHE INpenapaToB KpOBU
(3pUTPOLIUTAPHON MAcCChl MIIM CBEXE3aMOPOKEHHOM IJ1a3Mbl, B 3aBUCUMOCTU OT TOT0, BO3HUKJIA
aHEMUS WM KOoaryJonaTHsi) Ui TPOMOOIIUTOB.

Ecnu mepeuunciieHHbIe BBIIIE MEPOTIPUSATHS HE MPUBOJIAT K YCTPAHEHUIO KPOBOTEUYEHUS, MOXKET
ObITh Ha3HAUEH crienu(UUECKUi aHTUIO0T HHTHOUTOpa (hakTopa Xa (aHaeKkcaHeT anbda), KOTOpPbIH
Oonmokupyer  QgapmakoguHaMH4yeckuil  3QQexT  puBapokcabaHa, WM  cHenuduUuecKue
NPOKOAryJISHTHBIE —TIpenapaThl, HalpuMep, KOHIEHTPAT MPOTPOMOMHOBOTO KOMILIEKCa,
KOHIICHTPAT aKTUBHPOBAHHOTO MPOTPOMOMHOBOTO KOMITIEKCA WM PEKOMOMHAHTHBIN (hakTop
VIla (r-FVIla). OnHako B HacTodllee BpPEMsl OINBIT NPUMEHEHHUS AAHHBIX JIEKAPCTBEHHBIX
IpenapaToB y B3pOCHbIX W JAETel, MoNydarouMx puBapokcabaH, BechbMa orpaHuyeH. [laHHble

PEKOMEHAAINU TAKKXEC OCHOBAHBI HAa OTPaHUYCHHBIX HCKIMHHYCCKUX JaHHBIX. Bos3moxHOCTD
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paccMaTpuBaTh B 3aBHCHUMOCTH OT CHM)KEHHUS aKTHBHOCTH KpOBOTE€UeHHUs. B 3aBHCHMOCTH OT
MECTHOM JOCTYIHOCTH, B CiIydae OOJIBIIOTO KPOBOTEUCHHS CIEAYET PACCMOTPETh BO3ZMOKHOCTh
KOHCYJIBTAIlH CO CHEIMaINCTOM O KoaryJysiuu (cM. paszgen 5.1.).
[Ipenmonaraerca, 4ro mpoTramMuHa cyibpaT W BUTaMHMH K HE OKa3blBalOT BIMSHUS Ha
AHTUKOAryJISHTHYIO aKTUBHOCTH puBapokcabaHa. VMeeTcsi OrpaHUYeHHBIA OMBIT MPUMEHEHUS
TPaHEKCaMOBOM KHCJIOTHI M OTCYTCTBYET ONBIT IPUMEHEHHS AMHUHOKAIIPOHOBOM KHUCIIOTHI U
anpoOTUHMHA Yy  B3pOCIBIX, MOJydyalolUMX  puBapokcabaH. Hayuynoe oOocHoBaHue
1EJIeCO00Pa3HOCTH WJIM OMBIT MPUMEHEHHUS CHUCTEMHOI0 TeMOCTaTHMYeCKOTo Ipemnapara
JECMOIIPECCUH Yy NAIMEHTOB, IIOJIYYalOIIUX pHUBapokcadaH, OTCYTCTBYET. YUHUThIBas
MHTCHCUBHOE CBSI3bIBAHHE C OelKaMM IJ1a3Mbl, OXKUAAETCsS, 4YTO pHUBapokcabaH He Oyxaer
BBIBOJAUTHCS ITPU MPOBEICHUN JUAIH3A.

eTH
JanHble y nereil orpaHuyveHsbl. JJaHHBIE O J103aX, MPEBBIIAIOIIMX TEPANEBTHUYECKUE, Y JETEH
OTCYTCTBYIOT.
Cneuuduueckuit aHTUAOT (aHIeKcaHeT anbda), OmoKupyromui hapMakoInHAMUIECKHi 2P PeKT
puBapokcabaHa, He pa3pelleH K MPUMEHEHHIO Y JeTEH.
Jleuenue kposomeuenuu
[lepuon mnosyBBIBEIEHUS Yy JE€TE€H, CIPOTHO3UPOBAHHBIM C MOMOUIBIO MOMYJSLMOHHOIO
(bapMaKOKMHETHYECKOTO MOJICIMPOBAHUS, KOPOYE, YEM Y B3POCIBIX (CM. pazzaen 5.2.).
OneIT mpUMEHEHUsl crenu(PUUecKux MPOKOArYISHTHBIX IMpenapaToB (HampuMep, KOHIEHTpPAT
IPOTPOMOMHOBOIO KOMILIEKCA, KOHIIEHTPAT aKTHBHPOBAHHOI'O MPOTPOMOMHOBOTO KOMILIEKCA
win pekoMOuHaHTHBIN (akTop VIla (r-FVIla)) y nerelt, monydaromux puBapokcadbaH, Becbma
OTpaHUYEH.
OTCcyTCTBYET OMBIT MPUMEHEHHS NMPOTaMUHa cyibdaTa, BuTamMmuHa K, TpaHekcaMOBO#l KHCIIOTHI,

aMUHOKAIPOHOBOM KUCJIOTHI M allPOTUHUHA Y JIETEH, TOIyJaloluX pUuBapoKcadaH.

5. PAPMAKOJIOTHYECKUE CBOMCTBA

5.1. ®apmakoaMHaAMHYeCKHe CBOCTBA

®apMakoTepaneBTUYECKas TpyIIa: aHTUTPOMOOTHYECKHE CPEJCTBA; MPSMble HHTUOUTOPHI
daktopa Xa.

Kon ATX: BO1AFO1

Mexannsm geficTBus

PuBapokcabaHn — BEICOKOCEIIEKTUBHBIN MPsMON HHTHOUTOp (akTopa Xa, 001aaaroiil BEICOKOH

OMO0CTYTHOCTBIO MpH MpuemMe BHYTphb. HrnubupoBanue ¢pakropa Xa HapylaeT BHyTPEHHUHN U
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Tpomba. PuBapokcaban He MHruOMpyeT TpOoMOMH (aKTUBUpOBaHHBIN ¢axTop II), a Takxke He
IPOIEMOHCTPUPOBAJ BIUSHUS HA TPOMOOIIUTHI.

dapmakogngamuyeckue 3P HeKTel

VY denoBeka HAOMIOJAETCs J0303aBUCMMOE HWHIMOMpPOBAHHME aKTUBHOCTH ¢akTopa Xa.
PuBapokcaban oka3bIBaeT J0303aBUCUMOE BIMSIHHUE HA TPOTPOMOMHOBOE BPEMsI, KOTOPOE XOPOIIIO
KOppenupyeT ¢ KOHLUEHTpalusMy puBapokcabaHa B muiazme kposH (r = 0,98), ecin 115 aHanusa
ucnonb3yercss Habop Neoplastin. IIpu Hcronb30BaHUM IPYTHUX PEAKTHBOB PE3yibTaThl OyIyT
ornuuatbes. IIpoTpoMOuMHOBOE Bpems cielyeT H3MepATh B CEeKyHJax, mockoirky MHO
(MEXIyHapOJHOE HOPMATM30BAHHOE OTHOIIEHUE) OTKATMOPOBAHO U BATUIUPOBAHO TOJIBKO JIJIS
IIPOU3BOIHBIX KyMapuHa U HE MOKET IIPUMEHATHCSA )i APYTUX aHTUKOAryJISTHTOB.

VY nanueHToB, MOJIyYaloIUX PUBAapOKcabaH Juid JieueHus ¥ npoduiuakTuku peuuansoB TI'B u
TOJIA, 5/95 npouentunu st mpoTpomobuHoBoro Bpemenu (Neoplastin) yepe3 2—4 gaca mocie
nprema TabsieTku (T.e. Ha MakcuMyme 3ddekra) Bappupyrot ot 17 1o 32 cexyna npu npueme 15
MT' puBapokcabaHa JiBa pa3a B JieHb, U oT 15 n0 30 cexyHn npu npueme 20 Mr puBapokcadaHa
OJIUH pa3 B JieHb. B npomexyTke yepe3 8—16 yacoB nocie npuema TadneTku 5/95 npoueHTmIn
BappUpyIOT OT 14 10 24 cexynn npu npueme 15 Mr aBa pasza B JieHb, U uepe3 18—30 yacoB nocie
npuema Tabsnetku — ot 13 10 20 cekynn npu npueme 20 Mr oMH pa3 B I€Hb.

VY nanueHToB ¢ GUOpPHIUIANKEH TpeacepIuil HEKJIAIaHHOTO MPOUCXOXKICHHS, MPUHUMAIOIINX
puBapokcabaH Juisl NPO(UIAKTUKH UHCYJIbTa U CUCTEMHOU TpoMO03MOOIMH, 5/95-NpOLeHTHIN
Ui mpoTpoMOuHOBOro BpemeHu (Neoplastin) uepe3 1—4 vaca nocne nmpueMa TabiaeTku (T. €. Ha
Makcumyme 3¢ dexta) BapbupyroT oT 14 10 40 cexyH y MalyMeHToB, TpuHUMaromux 20 Mr oJIuH
pa3 B JieHb, 1 oT 10 10 50 cekyH[ y MallMeHTOB ¢ HapylIeHueM (PyHKIIMU IOYEK CPEHEN CTENeHH,
IpUHUMaIUX 15 Mr onuH pa3 B neHb. B mpomexyTtke uepe3 16-36 yacoB mocie mpuema
TabneTku 5/95 npoueHTHIN BapbupyloT OT 12 10 26 ceKyH[ y NalMeHToB, NpuHUMaomux 20 mr
OJIMH pa3 B JIeHb, U OT 12 10 26 ceKyH] y MalKUeHTOB C HapylleHHueM (QYHKIUU MOYEK CpeiHen
CTEIEHU, IPUHUMAIOIIUX 15 MI OuH pa3 B ACHb.

B  ximmHMYeckoM  (apMakoJIOTHYECKOM  HCCIIECOBAaHUM M3MEHEHHUs (apMakoJIUHAMHUKH
puBapokcabaHa y 3/J0pOBBIX B3POCIBIX J00poBOJbLEB (n = 22), ObUIO H3Y4YEHO BIIUSHHE
onHokpaTHbIX 1103 (50 ME/Kr) ABYX pa3iuyHBIX THUIIOB KOHIIEHTpaTa MPOTPOMOMHOBOIO
komiuiekca: 3-akropHoro (dakropst II, IX u X) u 4-pakropuoro (pakrops 11, VIL, IX u X). 3-
(GakTOpHBI  KOHLEHTpAT MPOTPOMOMHOBOTO KOMIUIEKCA CHHU3MJ CpEIHUE  3HAYEHUS
npotpombuHoBoro Bpemenu (Neoplastin) npumepno Ha 1,0 cekynay B Teuenue 30 MUHYT, MO
CpPaBHEHHUIO CO CHIDKEHHMEM NMPUMEPHO Ha 3,5 CEeKyHIbI, HaOII0JaeMbIM TIPH UCIIOJIB30BAaHUHU 4-

(aKTOpHOTO KOHIIEHTpaTa MPOTPOMOMHOBOTO KoMIUIeKca. HampoTus, 3-pakTopHbIi KOHIICHTPAT
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00paTUMOCTh U3MEHEHHH B F€HEpaldy SHAOT€HHOTO TPOMOHHA, YeM 4-(haKTOPHBIA KOHIICHTPAT
IPOTPOMOMHOBOTO KOMIUIEKca (cM. paszaen 4.9.).

Takxe  puBapokcabaH  J10303aBUCHMO  YyBEJIIMYMBACT  aKTUBUPOBAHHOE  YaCTUYHOE
tpombormactuHoBoe Bpemsi (AUTB) u pesynprar HepTest; omnako 5TH mapameTpsl He
PEKOMEH TyeTCsI UCIIOJIb30BaTh /IS OLleHKH (hapMakoanHaMudeckoro dddexra puBapokcadana. B
NEpUO/T JICYSHUSI pPUBAPOKCAOAHOM MPOBOJIUTH MOHUTOPUHT MApaMETPOB CBEPTHIBAHUS KPOBU B
PYTHHHOM KJIMHHYECKON MpakTHKe He Tpedyercs. OAHAKO, eciau AJis 3TOr0 €CTh KIMHUYECKOoe
000CHOBaHME, KOHIIGHTpalMsl pUBapokcabaHa MOXeT ObIThb M3MEpeHa MpH I[OMOIIU
KaTMOpOBAaHHOTO KOJIMYECTBEHHOTO TECTa aHTH- Xa aKTUBHOCTH (CM. pasnen 5.2.).

Kinnnanueckas 3¢ dekTUBHOCTL U 0€3011aCHOCTh

Ilpogpunaxmuxa uncyrbma u CcUCMeMHOU MpPOMOOIMOOIUU Y NAYUEHMO8 ¢ uopuriayuert
npeocepouti HeKIanaHHO20 NPOUCXONHCOEHUSL

[TporpaMMa KJIIMHUYECKUX HCCIEAOBAHUN puBapokcabaHa Oblia pa3paboTaHa IJjIs TOTO, YTOOBI
noka3ath 3(Q(HEKTHBHOCTh pUBapOKcadaHa B OTHOIICHUH MPOQPIIAKTHKN UHCYIIbTa M CHCTEMHOMN
TPOMOOSMOOINY Y TAIMEHTOB ¢ GUOPHWIIIALIMEH TpecepIril HEKIIAaHHOTO MPOUCXOKICHUSI.

B o0OasoBom naBoiiHoMm cienoM wucciaegoBanuun ROCKET AF 14264 manuedra ObLn
paHaoMu3MpOBaHbl Ha pueM 20 Mr puBapokcadaHa oJMH pa3 B JeHb (15 Mr oauH pa3 B I€Hb I
MAIUEHTOB ¢ KJIIMPeHCOM KpeaTuHuHA 30—49 MiI/MUH) WK Ha TpueM BapdapuHa, 103y KOTOPOTO
TUTPOBAJIH JI0 JOCTHXKEHUS 1eneBoro 3Hauenus MHO 2,5 (TepaneBrudeckuit nuamnasoH ot 2,0 10
3,0). MenuaHa ATUTENBHOCTH JIEYeHUs cocTaBuia 19 mecsues, a obmas NpoJoDKUTEIbHOCTh
jeyeHus — 10 41 mecsna.

34,9 % mnanueHToOB MOJydYaad TEpanuio aleTUICAIUIIOBON Kuciotou, 11,4 % - momydanu
Tepanuio aHTHAPUTMUUECKUMU Tipenaparamu kinacca III, Bkirouas aMmuoiapoH.

PuBapokcaban He ycTyman BapgapuHy IO NEPBUYHOM KOMOMHHMPOBAHHONW KOHEYHOW TOYKE
MHCYJIbTa U CUCTEMHOH TpOMOO3MOOJIMHU, HE CBSI3aHHOM C LIEHTpaJbHOM HEpPBHOW CHCTEMOM
(ITHC). B nmomynsuuu, noiyyaBlleld J€UEHHWE COTIACHO MPOTOKOJY, MHCYJIbT WM CHUCTEMHAs
TpoMO03MO0IHs pou3ouLUTH y 188 nmanueHToB, noiay4yaBmux puBapokcadas, (1,71 % B ron) u'y
241 nanumenTa, npuHUMaBIero Bapdapus, (2,16 % B ron) (otHomenue puckon (OP) 0,79; 95 %
AU, 0,66-0,96; P<0,001 nns rumore3sl «HEe ycrymaer»). Cpend BCeX paHIOMH3UPOBAHHBIX
NAIMEHTOB, MPOAHAIU3UPOBAHHBIX B COOTBETCTBUM C HazHadeHHbIM BMemaTtenbcTBoM (ITT),
NEepBUYHBIE COOBITHS MPOU30LLIN Y 269 MalMeHToB, MoayJyaBIIuX puBapokcadaH, (2,12 % B ron)
u y 306 nmanuenToB, nonyuaBimux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % AU, 0,74-1,03;

P<0,001 mns rumoressl «He ycerynaer»; P=0,117 mist runoTe3sl «ipeBocxoauT»). Pe3ynbrarsl mis
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(I =1 HOCTE O005]
BTOPUYHBIX KOHEYHBIX TOYEK, IPOBEPECHHBI¢ B Hepgpng" Jcﬁ)g)li'fé- BTdHaamze B

COOTBETCTBUU C Ha3HAUCHHBIM BMEIIATEIILCTBOM, IMOKA3aHbI B TAOIUIE 4.

Cpenu marueHTtoB B rpymme Bapdapuna 3naueHus MHO Haxogunmch B TEparneBTHYECKOM
nmuanazone (ot 2,0 1o 3,0) B cpenneM 55 % Bpemenu (Meauana 58 %; MeKKBapTHIIbHBIN AUana3oH
ot 43 o 71). DddekT puBapokcabana He pazinyaics Ha ypoBHe neHTpaabHoro TTR (Bpems B
nuanaszone meinesoro MHO ot 2,0 no 3,0) B xkBapTuisix oaunakoBoro pasmepa (P=0,74 nns
B3aMMOJICHCTBHS). B mpeenax caMoro BBICOKOTO KBAPTUIIS 10 OTHOIICHHIO K IICHTPY OTHOIICHHE
puckoB (OP) puBapokcabana o cpaBHeHuto ¢ Bappapunom cocrasisuio 0,74 (95 % AU, 0,49—
1,12).

YacTtoTa BOSHMKHOBECHHSI OCHOBHON KOHEYHOW TOYKH 0€30MacHOCTH (OOJBbIIME W KIMHHYECKU
3HaUYMMBbIC HEOOJIBIINE KPOBOTEYCHHUsS) ObLIa COMOCTaBMMAa B OOCHMX Tpynmax JIeYeHUs (CM.
Tabmuny 6).

Ta6muma 5. Jlanaple mo npoduiao 3PGEeKTHBHOCTH B KIMHUYECKOM HucciaeaoBanuu 111 ¢asbr

ROCKET AF

Hccnenyemasn ITT ananu3 3¢ppeKTUBHOCTH y NALMEHTOB ¢ GuOpHLIAIMe

NOMYJIsIIus npejacepAnii HeKJIANAHHOTO PO CXO0K/IEHHUS

PuBapokcatdan 20 mr Bapdapun B n03e,

OIMH pa3 B JeHb (15 mr TUTPOBAHHOM 110 OTHoweHune
OJMH pa3 B AeHb IS LeJeBOMY YPOBHIO puckoB (95 %
TMANUEHTOB C MHO 2,5 JAN)

TepaneBruyeckas 1032
YMEpPEeHHOM NMoYe4YHoll | (TepaneBTHYECKHH |p-3HAYEHHE, TECT

HEJI0CTATOYHOCTHIO) | AMama3oH ot 2,0 10 3,0) Ha
YacroTa coObITHIH YacroTra coObITHH NPEeBOCXO0ACTBO

(100 naueHTO-JIET) (100 nanueHTO-JI€T)

MHCYIBbT U CUCTEMHAs 0,88
TpoMO0IMOOTHS, HE 269 306 (0,74-1,03)
cBszanHas ¢ [{THC (2,12) (2:42) 0,117
WHCynbT, cHCTEMHAst
TPOMO0IMOOIHS, HE

0,94
cBszanHas ¢ [THC, u 572 609 (0.84-1.09)
CMEpTh BCJIE/ICTBUE (4,51) (4,81) 0,265

CEep/ICYHO-COCYJUCTOTO

3200J1€BaHUSA
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MHCy BT, CHCTEMHAS (HOCHEQUEATENEHOCTE 0005
TPOMOOIMOOIHS, HE
cesa3anHas ¢ [THC, 659 709 0.93
CMEpTh BCIIE/ICTBUE (5,24) (5,65) (0.83-1.0%)
0,158
CepAEeYHO-COCYTUCTOTO
3a0oneBaHus U HH)APKT
253 281 0,90
WuCynpT (1,99) (2,22) (0,76-1,07)
0,221
CucremHast 20 27 0,74
TpOMO0IMOOHS, (0,16) (0,21) (0,42-1,32)
HE CBsI3aHHAs C 0,308
[IHC
130 142 0,91
Wudapkt Muokapia (1,02) (1,11) (0,72—-1,16)
0,464

Tabmuna 6. JlanHsie o mpod o 6€30MaCHOCTH B KIIMHHYECKOM ucciienoBanuu 111 dazbr

ROCKET AF

IMauuenTsl ¢ puOpUILIALKEi NpeacepaAnii HEKIATIAHHOTO
Hccnenyemasi momyasinus
NPOMCXOKIAEHH?

Bapga o3e
Pusapokca6an 20 mr Papun & 103¢,

TUTPOBAHHOM 1O
OIMH pa3 B JeHb (15 mr

1eJIeBOMY YPOBHIO

OJIMH pa3 B JeHb A OTHoueHnune
MHO 2,5
NanUueHToB ¢ PHCKOB

TepaneBTuyeckasi 103a . 5 (TepaneBTHYECKHUIH
P 8 YMEpPEeHHOH NM0YeYHOMI 95 % AN)

auanasoH ot 2,0 1o
HE0CTATOYHOCTHIO) p-3HauYeHue

3,0)

YacroTa COOBITHH

Yacrora coObITHI
(100 manueHTO-J1€T)

(100 nauueHToO-J1€T)

bosbire n KIMHUYECKH 1,03
3HaYMMbIe HEOOIbIINE 1475 1449 (0,96-1,11)
KPOBOTEUECHUS (14.91) (14,52) 0,442
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oT 2o ] ]
-t e L N

(ACOCAEQOBATEREBHDCTE ':i%g:]
395 386 o
bosbne KpoBOTEUECHUS (0,90-1,20)
(3,60) (3,45) 0576
0,50
CwmepTh BClleICTBUE 27 33 (0.31-0,79)
KPOBOTCUEHUS * (0,24) (0,48) ’ ’
0,003
KpoBoteuenus uz 01 0,69
JKM3HECHHO  Ba)KHBIX| 133 (0,53-0,91)
; 0.82) (1.18)
OpraHoB 0,007
0,67
BuyTtpuuepennoe 55 84 (047-0.93)
KPOBOM3IHAHHE™* * (0,49) (0,74) ’0 01;
1,22
[Magenue ypoBHs 305 254 (1.03-1.44)
reMmoryioOuHa* (2,77) (2,26) 0.019
[lepenuBanue 1BYX
win  Oojiee CIMHUIIL 1,25
1 14
SPUTPOIUTAPHOU 83 ? (1,01-1,55)
Macchl WM LEIbHOU (1,65) (1,32) 0,044
KpoBu™
Knuauyecku 3HaUMMBbIE 1185 1151 1,04 (0,96
HEOOJIBIINE KPOBOTEYECHHS (11,80) (11,37) 1,13) 0,345
0,85
208 250
CMepTh OT BCeX MPUUUH (0,70-1,02)
(1,87) (2,21) 0,073

a) TIOMYJISITHS JIJIsT U3y4YeHHs 0€30MacHOCTH, B TIEPUO/] JICUCHUS

* HOMHHAJIBHO 3HAYMMOC

B nononuenmne x uccnenoBanuto ¢asel [II ROCKET AF, 6bi0 mpoBeAeHO MPOCIEKTUBHOE,
HEKOHTPOJIMPYEMOE  TIOCTPETHCTPAIMOHHOE HEMHTEPBEHIIMOHHOE  OTKPBITOE  KOTOPTHOE
ucciaenoBanre (XANTUS) ¢ 1eHTpanbHOM  OIEHKOM KOHEYHBIX TOYEK, BKJIOYAs
TpoMOodMOoIUecKue coObITHS U OonblMe KpoBoTeueHHs. 6704 maunueHta ¢ GuOpHILIAIIUEH
npecepaAnii HEKJIAaHHOTO MPOMCXOXKIEHHUS ObLIM BKIIOUEHBI B HCCIEIOBaHHE KIMHUYECKON
NPaKTUKHA, B KOTOPOM HU3YYAIHCh TI0 POPHIAKTHKE HHCYJBTa U CHCTEMHON TPOMO0IMOOINH, HE

ces3annoi ¢ IIHC. Cpennue nokazarenu CHADS2 u HAS-BLED B uccnenoBanuun XANTUS
Jd/
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coctabmii 1,9 u 2,0 mo CpaBHEHUIO CO CPEIHUMH ané{ééréﬁ&{nE'cﬁ%@ﬂi':ﬂr -ﬁ%é-ﬁi'ED

paBubiMu 3,5 u 2,8 B uccinenoBanuu ROCKET AF, coorBerctBeHHO. bosbioe kpoBoTeueHue
npomzonuio B 2,1 cimyyaee Ha 100 mamuenrto-nmer. CMeprenbHOE KpOBOTEUYEHHE OBLIO
3apeructpupoBano B 0,2 ciyuyaeB Ha 100 manueHTo-JeT, a BHYyTPUUEPEITHOE KPOBOU3IUSIHUE — B
0,4 cnydae Ha 100 manueHnTo-yier. MHCYIbT WM CUCTEMHAs TPOMOOIMOOIIHSI, HE CBSA3aHHAs C
LIHC, Obu 3apeructpupoBansl B 0,8 cirydaes Ha 100 manueHTo-nerT.

Ot HAOMIOJEHUS B KJIMHUYECKOW TMPAKTUKE COTIACYIOTCS C YCTaHOBICHHBIM Mpoduiem
0€30MacCHOCTH 110 3TOMY [TOKa3aHHUIO.

B mocTtpeructpaiinoHHOM HEWHTEPBEHIIMOHHOM HccienoBanuu Oojsee 162000 mamueHTOB ¢
bubpuuIAIUel Tpencepanii HEKJIANMaHHOTO IPOUCXOXKIACHHS W3 YETHIPEeX CTpaH MOTydalH
puBapokcabaH Juisi TNpPO(WIAKTUKH WHCYJIbTa W CHCTEMHOM TpoMmOosmbommu. Yacrora
unieMuyeckoro uHcyneta coctaBuna 0,70 (95 % AU 0,44-1,13) ma 100 mnamueHTO-JeT.
KpoBoreuenus, npuBeAlne K rocluTald3aluy, BO3ZHUKAIU CO cienyromie yactoroil na 100
nanuento-yet: 0,43 (95 % AU 0,31-0,59) nyst BHyTpruepenHbix KpoBom3nusinui, 1,04 (95 % AU
0,65-1,66) st xenmyqouHO-KUIIEYHBIX KpoBoTeweHudt, 0,41 (95 % AU 0,31-0,53) nusa
yporeHutaibHbIx kpoBoTeueHuit u 0,40 (95 % AU 0,25-0,65) nns npyrux KpoBOTEUEHUH.

HGMMEHmbl, n006€DZClIOIMM€Cﬂ Kapduoeepcuu

Bb110 MpOBEACHO MPOCHEKTUBHOE PAaHAOMHU3UPOBAHHOE OTKPHITOE MHOTOIIEHTPOBOE MOUCKOBOE
UCCJIEIOBAHUE C 3aclielUIeHHON omueHkol koHeuHbiX Touek (X-VERT) c ywactmem 1504
MalUeHTOB (KaK TeX, KOMY JieYeHHWE MEepOpalbHBIMH AHTUKOATYJISHTaMH ObLIO Ha3HAYEHO
BIIEpBbIE, TaK W YXKe INOJy4yaBIIMX paHee) c (uOpwLIAIMEeNd npeacepauil HeKIarnaHHOro
IIPOMCXOXKICHHUS, KOTOPBHIM IIOKa3aHa KapAHOBEPCHs, C IENbI0 CpaBHEHHs pHBapoKcabaHa W
antaronucroB BuTamuHa K (ABK) B noze, nmomobpannoii mo MHO (panmomuzauus B
COOTHOIIEHUN 2:1), TpUMEHSIEeMbIX i1 NPOPUIAKTUKUA CEpJCUYHO-COCYAUCTBIX SIBICHUIL.
[TpuMeHsIIUCH CleayIOLUe CTpAaTeTHH: YPECNUIIEBOAHAsA 3XOoKapauorpadus mocine 1-5 nHei
npeIBapUTeNIbHOW aHTUKOATYIITHTHOM Tepaniy WK TPaJAUIIMOHHBIN ITOIX0]] K KapIMoBepCcHH (HEe
MeHee TpeX Hellelb MpeABapuTeNbHOro JiedeHus ). [lepBuunas koHeuHast Touka 3 PEeKTUBHOCTU
(Bce cilyuyau MHCYJIbTa, TPAH3UTOPHOW HILIEMHUYECKOW aTaku, CUCTEMHOM TpomMO03MOOINH, HE
csizanHoi ¢ IITHC, nHdapkra Muokapa U cMepTH BCIEACTBUE CEPIACUYHO-COCYAMCTHIX MPUUUH)
npomsonuia y 5 (0,5 %) maruenToB B rpymnie puBapokcadbana (n=978) u'y 5 (1,0 %) nanueHToB B
rpynne ABK (n=492; OP 0,50; 95 % AW 0,15-1,73; moauduuuposannas nomymusuus [TT).
OcHoBHas KOHEUHasi Touka 0e3onmacHocTH (Oobioe kpoBoTeueHue) npousonia y 6 (0,6 %) u 4
(0,8 %) manmenToB B rpymmnax puBapokcabana (n=988) u ABK (n=499) coorserctBerno (OP 0,76;

95 % W 0,21-2,67; momynsiiiusi 6e€30MacHOCTH). B TaHHOM MOMCKOBOM HCCIIEIOBAHUU OBLITH
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puBapokcabana u ABK npu npoBeneHnn kapJuoBepcuu.

Hayuenmor ¢ hubpunrayuell npeocepOuti HeKIaANAHHO20 Npoucxoxcoenus, nepenecuiue YKB co
CMeHmuposanuem

be110 TIpOBEACHO paHAOMH3WPOBAHHOE OTKpBITOe MHOTOILEHTpoBoe uccieaoBanue (PIONEER
AF-PCI) nmns cpaBHeHHS O€30MAacHOCTH JBYX PEXHMOB JO3MPOBAHHS pHBapoKcabaHa B
CpaBHEHHH C OHUM peskumoM no3upoBanust ABK ¢ yuactuem 2124 nanuenTtos ¢ Gpubpumsiuen
IpeAcepauil HEKJIAMIAaHHOTO IPOUCX0XKIeHus, nepeHecux YKB co cTeHTHpoBaHuEM 110 TOBOAY
aTepOCKJIePOTHUECKOT0 3aboneBanus. [lanrienTs! ObLIN paHI0MU3UPOBaHbI B cOOTHOIIEHUH 1:1:1
Uit 12-mecsuHoi Tepanuu. IlanMenTsl ¢ MHCYJIBTOM WM TPaH3UTOPHOM MIIEMHUYECKON aTakou
(TUA) B anamHe3€e HE BKJIIOYAJIKNCh B UCCIICIOBAHUE.

['pynma 1 nmomyyana 15 mr puBapokcabana onuH pa3 B 1eHb (10 Mr oJiuH pa3 B JIeHb y MAllUEHTOB
¢ xiupeHcom kpeatuHuHa KnKp 30—49 mn/mun) u unrubutop peuentopa P2Y12. I'pynma 2
noiyyana 2,5 Mr puBapokcabaHa Ba pa3a B JICHb U JIBOMHYIO aHTUTPOMOOLUTAPHYIO TEPAITUIO
(re. 75 wr xmonuuporpena (WiM anbTEpHATUBHBIM wuHruoutop peuenropa P2Y12) wu
AlETUIICATUIIMIIOBYIO KUCIOTY B HU3KOM /103€) B TeueHue 1, 6 win 12 mecsies ¢ mocaeayomum
nepexoioM Ha 15 mr puBapokcabana (10 mr ogus pa3 B aenb y nanuentos ¢ KnKp 30—49 mun/mun)
OJIMH Pa3 B JIEHb C alleTUJICAIIMLUIOBON KUCIOTOW B HU3KoW fo3e. ['pynna 3 nmonyyana ABK B
CKOPPEKTUPOBAHHOM J103€ M JBOMHYIO aHTHUTPOMOOILIMTAPHYIO Tepanuio B TeueHue 1, 6 wmm 12
MecsaleB ¢ nociuenyromuM nepexogom Ha ABK B ckoppekTHpoBaHHOW  j103€, C
AUETWICAIUIUIOBOM KUCIIOTON B HU3KOM J03€.

[lepBuuHas KOHE4Has TOYKa O€30MaCHOCTH, CIydau KIMHUYECKH 3HAYUMOTO KpOBOTEUEHUS,
3apeructpupoBana y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) nmauueHToB B rpymre 1, rpymnme
2 u rpynne 3, cooTBeTcTBeHHO (oTHOmeHue puckoB [OP] 0,59; 95 % noBeputenbHbII HHTEpBA
[A1] 0,47—0,76; p<0,001, u OP 0,63; 95 % A1 0,50—0,80; p<0,001, coorBeTcTBeHHO). BTOpuuHas
KOHEYHas ToYka (CyMMapHasi 4acToTa CEpAEYHO-COCYIUCTBIX COOBITUH: CMEpPTh BCJENICTBUE
CePICUYHO-COCYAUCTHIX MPUYMH, UHPAPKT MUOKapAa UK WHCYNIBT) pa3Buiack y 41 (5,9 %), 36
(5,1 %) n 36 (5,2 %) nanmenTtoB B rpynne 1, rpynmne 2 u rpynmne 3, COOTBeTCTBEHHO. Kakblit 13
PEeKUMOB pHBapokcabaHa TIOKa3zal 3HAYUMOE CHIKEHHME 4YacTOThl CIy4YaeB KIMHUYECKU
3HAYMMOI0 KpPOBOTEYEHMs IO CpaBHeHHIO ¢ Tepanueidl ABK y manmeHTOB ¢ HEKJIalmaHHOU
bubpumauueit npencepaui, nepeHecux YKB co crenTupoBanuem.

[Tepsuunoii nenpio uccnenoBanuss PIONEER AF-PCI sBnsutack onienka 6e3omacHocTd. JlaHHbIC
1o 3¢ dexTuBHOCTH (BKIIOYAst TPOMOOIMOOINYECKHE COOBITHS) B 3TOM MOMYJISAIUN OTPAHUYECHBI.

Jleuenue TI'B, TOJIA u npocpunraxmuxa peyuousos TI'B u TOJIA
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

s (heKTUBHOCTH pHuBapokcabana B Hauwane JjedeHus octporo TI'B u TOJIA, mpomomkeHuun
Tepanuu u npodunaktuke peruausos TI'B u TOJIA.

bonee 12800 manueHTOB NPUHSIIM YYaCTHE B YETHIPEX PAHIOMU3UPOBAHHBIX KOHTPOIUPYEMBIX
kimandeckux uccnenoBanusax I ¢gazer (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension
u EINSTEIN Choice); kpome TOro, OBLI MPOBENEH JJOMOJHUTEIBHBIN MPEABAPUTEIHHO
CIUIAaHUPOBaHHbIM oO0beauHeHHbIH aHanu3 uccienoBanuii EINSTEIN DVT u EINSTEIN PE.
MakcumanbHasi JJINTEIbHOCTD JICUEHUS BO BCEX UCCIENOBAHUAX cocTaBuia 21 Mecsll.
Uccnenoanue EINSTEIN DVT npooauiocs ¢ ydyactruem 3449 mauueHtoB ¢ octpeiM TTB ¢
[EJbI0 M3yUeHUs] IPUMEHEHUsI puBapokcabana ais jedeHuss TI'B U mpoduinakTHKy peruanBoB
TI'B u TOJIA (maumeHTtbl, y KOTOpHIX Obuia cumntoMHas TOJIA, MCKIIOYAINCh U3 TAHHOTO
uccienoBanus). JIUTeNbHOCTD JieueHus: cocTaBisuia 3, 6 win 12 MecsieB B 3aBUCUMOCTH OT
KJINHUYECKOW OLEHKH UCCIIEA0BATEI.

B teuenue nepBbix Tpex Hexenb JiedeHust octporo TI'B npumensiics puBapokcaban 15 mr nBa
pasa B JIcHb, C TIOCIICAYIONIUM TePEX00M Ha puBapokcadan 20 MT OJHH pa3 B JICHb.
UccnenoBanne EINSTEIN PE npooaunocs ¢ ywyactuem 4832 nanumeHtoB ¢ octpoit TOJIA ¢
nenbto uzydenus sedenuss TOJIA u npodunaktuku peunausoB TI'B u TOJIA. [[nuTenbHOCTD
JeYeHUsT cocTaBisia 3, 6 wiam 12 MecsdleB B 3aBUCUMOCTA OT KIMHUYECKOW OIICHKHU
UCCIIEN0BATEIs.

B TedeHue nepBhIX TpeX Heledb HAYaIbHOTO JiedueHus ocTpoit TOJIA nmpumenssics puBapokcadaH
15 mr 1Ba pasa B IeHb, C MOCIEAYIOMIMM EPEX0I0M Ha puBapokcaban 20 Mr OJJuH pa3 B JICHb.

B o6oux uccnenopanuax EINSTEIN DVT u EINSTEIN PE cxema neuenus B rpymnmne npemnapara
CpaBHEHHs BKJIIOUYasa BBEJICHUE SHOKCAIIAPHUHA B TEUEHHUE 10 KpallHEel Mepe 5 THEW B COYETaHUU
C Teparuel aHTaroHUCTOM BUTaMUHA K 10 TOCTHKEHUSI TepareBTUYECKOr0 YPOBHS MOKa3aTens
[IB/MHO (>2,0). Jlanee nedyeHne mMpoA0IKAIOCh aHTarOHUCTOM BHTamuHa K, 71032 KOTOpOro
OblJTa CKOPpPEKTHpOBaHAa TakuM oO0Opa3oM, dYTOOBl mojaepkuBaTh 3HaueHus [IB/MHO B
TepaneBTUYecKoM auanaszone ot 2,0 mo 3,0.

HccnenoBanne EINSTEIN Extension mpoBoawioch ¢ yyactuem 1197 naumentos ¢ TI'B umm
TOJIA ¢ nenbto u3yuenus npopuaaktuky peuuausos TI'B u TOJIA. /InuTensHOCTh IeUeHUs [Uis
MAIMEeHTOB, 3aBEPIIUBIIUX OT 6 10 12 MecsIeB JeYeHHUS BEHO3HOW TPOMOOIMOOIINH, COCTAaBHUIIA
JOIOJHUTENEHO OT 6 0 12 MecseB B 3aBUCHMOCTH OT KIIMHUYECKOM OIIEHKH HCCIIEIOBATEIIS.
[TpoBoamIOCH cpaBHEHUE pruBapokcabana 20 Mr OJIMH pa3 B ICHb U TLIA1e0o0.

B wucciaenosanmax EINSTEIN DVT, PE u EINSTEIN wucnonn3oBaduch OJWHAKOBEIC
MIPEABAPUTEIILHO OTPE/ICTICHHBIC TTEPBUYHBIE U BTOPUYHBIC KOHEYHBIE TOYKU A(()EKTUBHOCTH.

[lepBuuHOil KOHEYHOM TOUKOW HS(PQPEKTUBHOCTH ObUT CUMOTOMHBIM peungu BTO,
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BropuuHas koHEYHasi TOYKa OMpeAeNsiach Kak COBOKYMHOCTh peuumuBa TI'B, HedaranpHOU
TOJIA u cMepTH OT BCEX IPUUUH.

B uccnenoanun EINSTEIN Choice 3396 manueHTOB ¢ MOATBEP K ACHHBIMUA cUMIITOMHBIMU TI'B
u/unmu TOJIA, 3aBepmmBIINX 6—12 MECSIIEB JICUSHUS] aHTUKOATYJISTHTAMH, U3y4YaIuch Ha MPEIMET
npodmiaktuku paranbHoil TOJIA nnm HedartanbHBIX CUMITOMHBIX peruanBoB TI'B umu TOJIA.
[TarueHTsl, KOTOPHIM OBUIO IOKA3aHO MPOJOJDKEHHE AHTUKOAryJIsHTHOM Tepanmuu B
TEpaneBTUYECKUX J03aX, MCKIIOYAINCh U3 HcciaefoBaHusA. [IpoNOKUTENBHOCTh JIeUueHUs
cocTtapisia 10 12 mecsiieB B 3aBUCUMOCTH OT MHIUBUYaJIbHON JaThl paHIOMHU3aluU (MeInaHa:
351 nens). PuBapokcaban B 1o3e 20 Mr OZIH pa3 B CyTKU U puBapokcadaH B j1o3e 10 mr onuH pa3
B CYTKHM CPAaBHUBAJIM C alleTUICAIUIMIOBON KUCIOTOM B 103€ 100 Mr oiuH pa3 B CyTKHU.
[lepBuuHOil KOHEYHOM TOYKOW dS(PQPEeKTUBHOCTH ObUT CHUMOTOMHBIA peunauB BTDO,
OTIpeIeIABIIUICS KaKk COBOKYMHOCTh peruanBa TI'B wiu datanbHol min HedaTansHoit TOJIA.
B wuccnenmosanun EINSTEIN DVT (cm. Tabmuiy 6) ObUIO TPOAEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycrymnaeT sHoKkcanapuny/ABK mo nepBu4HoO# KOHEYHOH TOUKE 3P HEKTUBHOCTH
(p<0,0001 (Tect Ha He MeHbIIyIO Y dekTuBHOCTh); OP: 0,680 (0,443-1,042), p=0,076 (Tect Ha
npeBocxoacTBo)). [IpenBapuTenbHO ompeneseHHas 4HCTas KIMHUYECKas BbIroja (mepBUYHAsS
KOHEYHas ToYKa d3(h(HEKTUBHOCTH U CITydan OOJIBIIIOr0 KPOBOTEUCHHS ) OblIa 3aperuCTPUPOBAHA C
OP 0,67 ((95 % AU: 0,47-0,95), nHomunainbHOe 3HaueHue p = 0,027) B mosias3y puBapokcadaHa.
3nauenuss MHO Haxoaunuch B TepaneBTUYECKOM Juarna3zoHe B cpeaHeMm 60,3 % BpemeHu s
CpenHel MpoaoKUTeNbHOCTH JieueHus 189 nueit u 55,4 %, 60,1 % u 62,8 % BpeMeHu B rpynnax,
IpOJUIeHHOTO Ha 3, 6 1 12 mecs1eB jgedeHus, COOTBETCTBEHHO. B rpynne sHokcanapun/ABK He
OBLIIO UETKOH CBSI3U MEX Ay ypoBHEM cpeanero neHTpaibHoro TTR (Bpems B tuana3zoHe 1e1eBoro
MHO 2,0-3,0) B TepTHIsiX OJJMHAKOBOI0 pa3Mepa u yactotoil peuuausos BTD (P = 0,932 nns
B3aMMOJEICTBUs). B mpenenax caMoro BBICOKOTO TEPTWIS OTHOCUTENBHO LieHTpa OP mis
puBapokcabaHa 1o cpaBHeHHIO ¢ Baphapunom cocrasisuio 0,69 (95 % JAU: 0,35-1,35).

YacToTa BOBHUKHOBEHHS MEPBUYHONW KOHEUHON TOUYKH 0€30MacHOCTH (CiIydau OOJBIIOTO HIH
KJIMHUYECKH 3HAYMMOT0 HEOOJIBIIOro KpOBOTEUEHHS), a TaKKe BTOPUYHONW KOHEYHOM TOYKH
6e30macHOCTH (ciryyau 0OJIBIIOr0 KPOBOTEUEHUs ) ObUIa CXOKeH JU1st 00euX TPy JIeUEeHHUS.

Ta6muma 7. Jlanasie o npoduito s dextuBHOCTH U Oe30macHOCTH B ucciuenoBanuu 11 daszer

EINSTEIN DVT

3449 nauMeHTOB ¢ CHMIITOMHBIM OCTPBIM TPOMO030M
HUccaexyemasi momyJasinus
rJy0OOKHX BeH
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TepaneBTu4eckas 1032 U Pupapokcaban® |- - IS bk aniapi A BK D )
MPOA0/KMUTEIbHOCTD JiedeHus: (3, 6 uiu 12 mecsinieB 3, 6 wim 12 mecsilen
N=1731 N=1718
36 51
CumnToMHbIN peruauB BTO*
(2,1 %) (3,0 %)
Cumnromusiii peuugus 20 18
TOJIA (1,2 %) (1,0 %)
Cumnromusii peungus |14 28
TI'B (0,8 %) (1,6 %)
Cumnromusie TOJIA n 1 0
TI'B (0,1 %)
daranpaas TOJIA/ 6
CMEPTb, MPU KOTOPOH
(0,2 %) (0,3 %)
HeJb3s UCKITIOUNTL TOJIA
boinbnioe min KJIMHUYECKU
139 138
3HAYUMOE HEOOIIBIIIOE
(8,1 %) (8,1 %)
KPOBOTCUCHHE
Ciydan 00JIBIIIOTO 14 20
KPOBOTCUCHHSI (0,8 %) (1,2 %)

a) PuBapokcaban 15 Mr 1Ba pasa B IeHb B TEUCHHE 3 HEJIEINb, C MOCIEAYIONIUM MEPEX0I0M Ha

20 Mr oJIvH pa3 B JICHb

b) DHOKCcamapuH B T€UEHHE 110 MEHbIIIEH Mepe 5 THEH, ¢ OTHOBPEMEHHBIM U MOCIETYOIINM
npuemom ABK

* p<0,0001 (e menwimas r3¢dexTuBHOCTD 1St 3apanee onpeaenennoro OP 2,0); OP: 0,680
(0,443-1,042), p=0,076 (1peBOCXOCTBO).

B nccnenoanuu EINSTEIN PE (cMm. Ta6nuity 7) 66110 IpoA€MOHCTPUPOBAHO, YTO pUBapoKcadbaH
He ycTymnaeT ’HokcanapuHy/ABK mo mepBuuHOl koHeuHO# Touke 3ddextuBHOCTH (p=0,0026
(tect Ha He wMeHbmylo 3ddextuBHocts); OP: 1,123 (0,749-1,684)). IlpenBapurensHo
ompesieNieHHasT YUCTasl KIWHUYeCKas BhIrojaa (MepBUYHAS KOHEYHAas ToYka I(P(HEKTHBHOCTH U
cirydau 60JIBIIIOTO KpoBOTEeUeHUs ) Oblita 3apeructpupoBana ¢ OP 0,849 ((95 % AU: 0,633—1,139),
HOMHHANBHOE 3HaueHue p=0,275). 3nauennss MHO HaxoauiIuch B TEpareBTUYECKOM JIHANIa30HE
B cpeaHeM 63 % BpeMeHU TSl CpeHel MPOIOKUTENIbHOCTH jedenust 215 nueit u 57 %, 62 % u

65 % BpeMeHU B TpynIax, IpoICHHOTo Ha 3, 6 1 12 MecsIieB JeYeHust COOTBETCTBEHHO. B rpymme

sHOoKcanapuH/ABK He Obl10 4eTKOM CBS3U MeX 1y ypoBHEM cpenHero neHtpanbsHoro TTR (Bpems
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B nuanasone mneaesoro MHO 2,0-3,0) B TepTuigix onnné&%&r&%ﬁg qué&['&r'og '_[')Ier'll;l/ll—'lf;'::l/}BOB

BTO (p = 0,082 nnsa B3aumoneiicTBusi). B mpenenax camoro BbICOKOTO TEPTHIISI OTHOCUTEIBHO
nentpa OP mns puBapokcabaHa 1Mo cpaBHEHHUIO ¢ BapdapuHoMm coctaBisuio 0,642 (95 % IAU:
0,277-1,484).

YacToTa BOSHUKHOBEHHS MEPBUYHON KOHEYHOH TOUYKM O€30macHOCTH (ciaydaw OOJBIIOTO WA
KJIMHUYECKH 3HAYUMOTO HEOOJBIIOT0 KPOBOTEUCHHS) ObljIa HECKOJIBKO HUXKE B TPYIIIE JICUCHUS
puBapokcabanom (10,3 % (249/2412)), uem B rpymme nedenus 3HokcanapuaoM/ABK (11,4 %
(274/2405)). Yacrota BTOpPUYHON KOHEUHOM TOYKHM Oe30macHOCTH (ciydaw OOJIBIIOTO
KpoBOTeUeHMs) Oblla HIDKE B rpymme puBapokcadbana (1,1 % (26/2412)), uem B rpymnme
snokcanapuna/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % JAU: 0,308-0,789).

Tabnuna 8. dannabie o npodmmo 3ddextuBHoCTH U Oe3onmacHOCTH B uccnenoBanuu 111 ¢azbr

EINSTEIN PE

Hccaenyemas nomyissuust 4832 maumenTa ¢ ocTpoii cumnromuoin TIJIA
PuBapokcadan® Auokcanapun/ABK®
TepaneBTu4yeckasi 103a
3, 6 nam 12 mecsiueB 3, 6 nau 12 mecsiueB
MPOAOJIKMTETbHOCTD JIeYeHH sl
N=2419 N=2413
50 44
CumnToMHBIN peruanB BTO*
2,1 %) (1.8 %)
CUMIITOMHBINA pelUaNB 23 20
TOJIA (1,0 %) (0,8 %)
CUMITOMHBIN PEIUINB 18 17
TI'B (0,7 %) (0,7 %)
Cumntomusle TOJIA n 0 2
TI'B (<0,1 %)
@aranpHas TOJIA/ cmepTs,
IIpU KOTOPOM HENb3 i /
0 0
uckiIrounTs TOJIA (0,5%) (0.3 %)
bobiIoe Win KIMHUYECKU
249 274
3HAYMMOE HEOOIBIIIOE
V)
KpPOBOTEUEHHE (10,3 %) (11,4 %)
D6 52
Cryqan 00JIBIIIOTO KPOBOTEUECHHS
(1,1 %) (2,2 %)
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a) PuBapokcaban 15 Mr 1Ba pasza B JIcHb B TCUCHHE 3 Hezfgfg,: %%ﬁv%ﬁﬁﬁ"ﬁéﬁ& _',Zi'(l)l\/II'II;EIL 20

MT OJIMH pa3 B JIEHb
b) DHOKCamapuH B TeUEHHE 10 MEHbBILIEH Mepe 5 THEH, C OAHOBPEMEHHBIM U MOCIE Ty OIUM
npuemom ABK

*p <0,0026 (He menbIas 3¢ GHeKTUBHOCTH A1 3apanee onpeneneaHoro OP 2,0); OP: 1,123
(0,749-1,684)

Bbut npoBenieH npeBapuTEIbHO CITIAHUPOBAHHBINA 00bEIMHEHHBIN aHATN3 KOHEYHBIX TOYEK
uccienoBaariit EINSTEIN DVT u PE (cMm. Tabnumy 8).

Ta6muma 9. Jlanasie o npoduitto 3pPeKTUBHOCTH U O€30MACHOCTH 00BEAMHEHHOTO aHAIHM3a B

uccnenoBanusx 1l ¢pazer EINSTEIN DVT u EINSTEIN PE

8281 naumeHT ¢ octpbiMu cuMNTOMHbIMU TT'B nim
Hccnenyemasi nonyasius
TIJIA
PuBapokcadan® Iuokcanapun/ABP
TepaneBTnuyeckas 103a u
3, 6 nau 12 mecsaueB 3, 6 nau 12 mecsiueB
MPOAOLKHTEILHOCTD JIeHeHH s
N=4150 N=4131
86 95
CumnTomHbIN peruauB BTO*
(2,1 %) (2,3 %)
CHUMIITOMHBIN PEIHUIUB 43 38
TOJIA (1,0 %) (0,9 %)
CHMITTOMHBIN PEIHIUB 32 45
TI'B (0,8 %) (1,1 %)
Cumnromusie TOJIA u 1 2
TI'B (<0,1 %) (<0,1 %)
@aranbHas TOJIA/ cmepTs,
. 15 13
IIPU KOTOPOIl HeNb3s
0 0
uckimounTs TOJIA (0.4 %) (0.3 %)
bonbioe uiu KIMHUYECKU
388 412
3HaYMMOe HeOObIIoe
(9,4 %) (10,0 %)
KPOBOTEUCHHE
40 72
Ciydan 601b1IOT0 KPOBOTEUECHHUS
(1,0 %) (1,7 %)

a) PuBapokcaban 15 mr aBa pa3a B IeHb B T€UeHUE 3 HeJlelb, C MOCIeAYIOMNM Iiepexo1oM Ha 20
MT OJIVH pa3 B JCHb
b) DHOKcamapyH B T€YeHHE MO MEHbLIEH Mepe 5 N1Hed, ¢ OJTHOBPEMEHHBIM M MOCIEAYIOIUM

npuemom ABK

4



COOTBETCTBYET SKCTIEPTHOMY OTYETY
SN e e

* p <0,0001 (me menbmas 3pGEKTUBHOCTD I sapaﬁegonvggé;}e}ﬁ{olg%w:%{ C)IP“O 886

(0,661-1,186)

[IpenBapuTenbHO OMpENEICHHAs YHCTas KIMHUYECKas BBITOJA TMEPBUYHAS KOHEYHAS TOYKA
3O PEKTUBHOCTH TUTIOC CiIy4daun OOJIBIIIOIO KPOBOTEUEHHUS) OOBCAMHEHHOTO aHaiau3a ObLia
3apeructpupoBana ¢ OP 0,771 ((95 % AU: 0,614-0,967), nomunanbHoe 3HaueHue p=0,0244).

B uccnenopanuu EINSTEIN Extension (cMm. Tabnuity 9) puBapokcabaH mpeBOCXO U TUIANE00 110
MEPBUYHBIM M BTOPUYHBIM KOHEYHBIM ToukaMm 3(ddextuBHocTH. YacToTa BCTPEYAEMOCTH
MEPBUYHON KOHEYHOW TOYKH O€30MacHOCTH (Ciydar OONBIIMX KPOBOTEUCHHUI) YUCIECHHO OblIa
HE3HAYMTEINILHO BHIIIE Y MAIIMEHTOB, MOJYYaBIINX TEPANUIO puBapokcadanoM B o3¢ 20 Mr ouH
pas3 B JIeHb, 110 CPAaBHEHHMIO ¢ 11aiie00. Bropuunas koHeyHas Touka 6e30macHOCTH (O0IbIINe Win
KJIMHUYECKH 3HAUYMMBbIe HEOONbIIME KPOBOTEUEHHS) IOKazaja Ooyiee BBICOKYIO YacTOTy Y
NAIMEHTOB, IOJIyYaBIIMX TEPanuio puBapokcabaHoM B jgo3e 20 Mr oIuWH pa3 B JieHb, 10
CpaBHEHHIO C TUTaIEeoo.

Tabmuna 10. Jlanuabeie o npoduito 3G dexkTuBHOCTH U Oe3onacHOCTH B uccienoBanuu 111 ¢gazbr

EINSTEIN Extension

1197 naumeHTOB, NPOAOKMBIIHNX JIeYeHHE U
Pccaenyemas nony.isuus NpopUIAKTUKY PelHIMBOB BEHO3HOI TPOMO0IMO0 UM
PuBapokcatan® 6 wim 12 Ia1aune6o
TepanmeBTu4ecKasi 103a "
MecHLeB 6 niu 12 Mecsnes
MPOA0JIKMTENbHOCTD JIeHeHH sl
N=602 N=594
8 42
Cumnromusiii peuugus BTO*
(1,3 %) (7,1 %)
CUMIOTOMHBINA pEeUINB 2 13
TOJIA (0,3 %) (2,2 %)
CHUMITOMHBIN peLUIUB 5 31
TI'B (0,8 %) (5,2 %)
@aranbHas TOJIA/ cmepTs,
1 1
IIpY KOTOPOM HENb3
nckirounTs TOJIA (0,2 %) (0,2 %)
4 0
Crryqan 00JIBIIIOTO KPOBOTEUECHHS
(0,7 %) (0,0 %)
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32 7

KinHnyecku 3Ha4NMOE

HeOOJIbIIOE KPOBOTEUECHHE (5,4 %) (1,2 %)

a) PuBapokcaban 20 Mr ouH pa3 B 1€Hb

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

B nccnenoanuu EINSTEIN Choice (cm. Tabmuy 10) puBapokcaban B go3zax 20 mr u 10 mr
npeBocxoaun anetwicanuiuioByro kucioTy (ACK) B go3e 100 mMr mo mepBUYHOW KOHEUYHOU
touke dpdextuBHOCTH. OCHOBHAS KOHEYHAs TOYKAa O€30MacHOCTH (Ciaydaun OOJIBIIOTO
KPOBOTEUECHHSI) OblIa CXOXKEH y MalMeHTOB, MOMy4YaBIInX puBapokcadban B go3ax 20 mr u 10 mr
OJIH pa3 B JIEHb, 10 cpaBHEHUIO cO 100 MTI alleTUIICATUITMIOBON KUCIIOTHI.

Ta6muma 11. darasie o npoduiato 3¢dHEeKTUBHOCTH U Oe3omacHoCTH B uccienoBanuu 11 ¢asser

EINSTEIN Choice

3396 nauMeHTOB, NPOJOIKMBIINX NPOPUIAKTHKY PellIMBOB

Hccaenyemas nomyasiuus .
BEHO3HOH TPOMO0IMOO MU

PuBapoxcatan 20 mr [PuBapokcabdan ACK 100 mr 1 pa3z B
TepaneBTHYecKasi 103a 1 pa3 B 1eHb 10 mr 1 pa3 B ieHb |1eHBb
N=1107 N=1127 N=1131

MenuaHa
[IPOAOJIKUTEIIBHOCTH

. 349 [189-362] mmeit  [353 [190-362] nust 350 [186-362] nmeit
JICUCHU S [MC)KKBapTI/IHBHBII/I

Mana3oH |

CUMITOMHBINA PEIUIUB 17 13 50

BTD (1,5 %)* (1,2 %)** (4,4 %)
CHUMIITOMHBIN 6 6 19
peraus TOJIA (0,5 %) (0,5 %) (1,7 %)
CHUMIITOMHBIN 9 8 30
peunaus TI'B (0,8 %) (0,7 %) (2,7 %)
®daranpuas TOJIA/ 0 b
CMEpTh, IPU KOTOPOi
Henb3s ucKIounTh (0,2 %) (0,0 %) (0,2 %)
TOJIA
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CUMITOMHBIN pELUIUB

BTD, undapkr muokapua, (19 18 56
HHCYJIBT UJIM CUCTCMHAaA

TPOMOOIMOOIHS, HE (1,7%) (1,6 %) (5,0 %)
cBsi3anHas ¢ [ITHC

Citydau GOIBLIOrO 6 5 3
KPOBOTCUCHHS (0.5 %) (0.4 %) 03 %)
KiuHudeckn 3HaUNMOe 30 22 20
HEeOO0JIbII0E KPOBOTEUEHUE @.7) 2.0) (1.8)

CumnroMmHslid peuuans BTO
WM OOJIBIIIOE KPOBOTCUCHHE
(4ncras KIMHAYECKAs (2,1 %)* (1,5 %)™ (4,7 %)
BBITO/1A)

23 17 53

* p<0,001 (mpeBocxoacTBO) PuBapokcaban 20 mr oauH pa3 B aeHb 1o cpaBHeHuto ¢ ACK 100 mr
oauH pa3 B aeHb; OP=0,34 (0,20-0,59)

** p<0,001 (mpeBocxoactBo) PuBapokcaban 10 mr ogun pa3 B aeHsb o cpasHenuto ¢ ACK 100 mr
oauH pa3 B aenb; OP=0,26 (0,14-0,47)

" PuBapokcaban 20 Mr oauH pas B JieHb 110 cpaBHennio ¢ ACK 100 mr oaus pa3 B aens; OP=0,44
(0,27-0,71), p=0,0009 (HoMuHATLHOE)

" Pupapokcaban 10 mr oquH pas B geHb 1o cpasHenuo ¢ ACK 100 mr oaun pas B aens; OP=0,32
(0,18-0,55), p <0,0001 (HomMHuHANTBHOE)

B nononnenne k mnporpamme uccienoBanuit Il ¢a3sr EINSTEIN Obuto mpoBeneHo
MPOCMEKTUBHOE HEMHTEPBEHIIMOHHOE OTKpBITOe KoropTHoe wuccienoBanne (XALIA) ¢
[EHTPaJbHON OIIEHKOW KOHEYHBIX TOYeK, BKIouas peuuauB BTD, Gombiioe KpoBoTeueHUE U
cMmepTh. B uccrienoBanyne KIMHUYECKON NMPAKTHKU OBbLIM BKJIIOUYEHB! 5142 mamueHra ¢ oCTpbIM
TI'B nnst u3ydeHust JOJITOCPOUHOM 0€301MacHOCTH pUBapoKcadaHa Mo CPaBHEHHUIO CO CTaHIAPTHON
AHTUKOAryJISIHTHOM Tepanueil. Yactota GonbIoro kpoBoteueHus, peruaua BTO u cmepTtu ot
BCeX MpUYHMH AJs puBapokcabana coctaBmia 0,7 %, 1,4 % u 0,5 % coorBercTBeHHO. bpinu
paznuuMs B MCXOJHBIX XapaKTEPUCTHKAX IMAIMEHTOB, BKJIOYAs BO3PACT, PaK W HapyIICHUE
GyHKIUH 1o4eK. [ KOPPEeKTUPOBKH HUCXOIHBIX MEKTIPYMIIOBBIX Pa3IUYUi HCIOJIE30BAJICST
3apaHee CIUIAHUPOBAHHBIN CTPaTH(PUIIMPOBAHHBIN MTOI00P MO0 UHAEKCY cOOTBeTCTBUs. HecmoTpst
Ha JTO, OCTaTOYHOE HCKa)XKEHHE MOTJIO BIUATh Ha pe3ynbrarhl. CkoppektupoBaHHbIe OP,
CpPaBHUBAIOIINE PUBApPOKCAOaH W CTAHIAPT JICUEHWUS B OTHOIICHWU OOJBIIOTO KPOBOTCUEHUS,
permauBa BTO u cmeptu ot Bcex mpuunH, coctaBuiu 0,77 (95 % AU 0,40-1,50), 0,91 (95 % A1
0,54-1,54) u 0,51 (95 % AN 0,24-1,07) cOOTBETCTBEHHO. DTH pE3yJbTaThl KIMHUYECKOU

MMPAKTHUKE COTIIACYIOTCS C YCTAHOBJICHHBIM HpO(I)I/IJICM 0€30IMaCHOCTH JJIA JAHHOI'O IIOKa3aHus.
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

YeThIpeX CTpaH 0e3 paka B aHAMHE3€ MOJydalr pUBapoKcabaH JIsl JICUCHUS WIH MPOPUITAKTHKI
TI'B u TOJIA. Yacrora coObituii Ha 100 manmueHTO-IET JUISi CHUMITTOMHBIX/KIMHHYECKU
BbIpaxkeHHBbIX BTO/TpomMO0sMO0IMUecKUX COOBITUN, MPUBOMALIMX K TOCHUTAIM3ALNH,
BapbupoBaia ot 0,64 (95 % AU 0,40-0,97) B Benukobpuranuu no 2,30 (95 % AU 2,11-2,51) B
[I'epmanun. KpoBoTedeHHs, NPUBOASIIME K TOCHUTAIM3ANNHA, BO3ZHHKAIM CO CIEAYIOMIEH
gactoroi Ha 100 mnamuenro-ner: 0,31 (95 % AU 0,23-0,42) nns  BHYyTpUUEPENHBIX
kpoBousnusauid, 0,89 (95 % AW 0,67-1,17) miis keayno4HO-KHMIIEUYHBIX KpoBoTedeHuH, 0,44
(95% AN 0,26-0,74) nns yporeHutanbHbix kpooTeueHuid u 0,41 (95 % AU 0,31-0,54) nns
JIPYTUX KPOBOTECUCHHUH.

eTH
Dapmaroounamuyeckue 3¢hphexmol
[TporpomOuHOBOE Bpems (Neoplastin), AUTB n anTi-Xa akTHBHOCTb, U3MEPEHHAsS C IIOMOIIBIO
KaTMOPOBAaHHOTO KOJIMYECTBEHHOTO TECTa, TECHO KOPPEIUPYIOT C KOHIECHTPAHUSIMH B TUIa3Me
KpoBu y nered. Koppemsuuss Mexay aHTU-Xa aKTHBHOCTBIO M IIIA3MEHHOW KOHILIEHTpaluen
ABIISIETCS JIMHEWHON C TaHIe€HCOM yrja HakJIOHa mpsMo#, Oiau3kuM K 1. MoryT BO3HUKATh
WHAVBUAYAIbHBIE PACXOXKICHHUS Oojiee BBICOKUX WM Oojiee HM3KMX 3HAYCHMH aHTH-Xa
AKTUBHOCTH TI0 CPABHEHHIO C COOTBETCTBYIOIIMMHU KOHIICHTPAIIMSAMH B IIa3Me KpOBU. B mepuos
JICYCHUsI PUBAPOKCA0AHOM HE TpeOyeTcs MPOBOIAUTH MOHHUTOPHHT TapaMETPOB CBEPTHIBAHUS
KkpoBH. OHAKO, €CIU JIJIsl STOTO €CTh KIMHUYECKOe 000CHOBAaHUE, KOHIIEHTPAIlMU puBapoKcadaHa
MOTYT OBITh U3MEPEHBI B MKI/JI TIPH MOMOIIIM KaTHOPOBAHHBIX KOJTUYECTBEHHBIX TECTOB aHTH-Xa
akTuBHOCTH (cM. Tabnuity 6 B pasmene 5.2. misi Auana3oHOB HAOIOJAEMBIX KOHIIEHTpAIU
puBapokcabaHa B 1u1a3mMe KpoBH y aereit). [Ipu ucnonb3oBaHUM TecTa aHTH-Xa aKTUBHOCTHU ISt
KOJIMUECTBEHHOW OLIEHKH KOHIIEHTpaIluil puBapokcabaHa B IIa3Me KpOBH Y JIeTell He0OX0AUMO
YYUTHIBAaTh HWKHHUN TIpeleN KOJMMYECTBEHHOW OleHKU. [loporoBbie 3HaueHus sl KPUTEPUEB
3¢ pexTHBHOCTH MM 0€30MACHOCTH HE YCTAHOBJICHBI.
Knunuueckas s¢pgpexmuenocms u 6e3onacnocms

Jleuenue BTD u npodhunrakmuxa peuuousos BTD y nauuenmos 0emcko20 803pacma

Bb110 npoBesieHo 6 OTKPBITHIX MHOTOLIEHTPOBBIX MCCIIEJOBAHUN C y4acTHEM JIeTel, B KOTOpbIE B
oOuiemM ObUIM BKJIIOYEHBI 727 fneTedl ¢ MOATBEPXKIEHHOM OCTpOll BEeHO3HOW TpomOo3MOonei
(BTD), u3 xoropeix 528 noxyyanu puBapokcabaH. Jlo3a puBapokcabaHna, KOTopas NpUMEHsIach
y jaereil oT poxnaeHus ao <lI8 ier, ObuUIa CKOPPEKTHUpOBaHA IO Macce Tela U MPHUBOAMIA K
JeMcTBUIO puBapoKkcabaHa, aHaJOTHYHOMY IIpU npueMe 1036l 20 Mr puBapokcabaHa OJUH pa3 B
JieHb y B3pocibix manueHToB ¢ TI'B, uto moarBepkneno B uccnegoBanuu I ¢aszer (cm. pazmen
5.2).
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EINSTEIN Junior — paHIOMU3HpPOBaHHOE OTKDBHOTG:'—%;&JGEE&EHC: ]IIH/I -é .

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

uccnenoBanue Il ¢as3pl ¢ akTuBHBIM KOHTpOsieM ¢ ydactueM 500 mamueHToB (B BO3pacte OT
poxnenus 1o <18 ser) ¢ moaTBepkAeHHOM ocTpoit BT, n3 xotopeix 276 nereii OblIN B BO3pacTe
ot 12 mo <18 nert, 101 pebenok — ot 6 mo <12 ner, 69 nererr — oT 2 10 <6 neT u 54 pedOeHKa B
BO3pacTe 10 2 JieT.

BTD knaccudumnmpoBanack kak karerep-accoruupoBannas BTD (90/335 manueHToB B rpyrime
puBapokcabana, 37/165 manmueHTOB B TpyIIe MpernapaTa CpaBHEHHUs), TPOMOO3 BEH T'OJIOBHOTO
Mo3ra ¥ cuHycoB (74/335 mamueHTOB B Tpymne puBapokcabana, 43/165 manueHTOB B TpyIie
npenapara cpaBHeHus) win kak apyrue BTO, Bkmouas TI'B u TOJIA (He karerep-
acconuupoBanHas BT3, 171/335 mauuentoB B rpymme puBapokcabana, 85/165 mamueHToB B
rpymme npenaparta cpaBHenus). Haubonee pacnpocrpanennoit BT y nereit ot 12 no <18 ner
ObL1a He KaTeTep-accoruupoBanHas BTO y 211 nereii (76,4 %); y nereii ot 6 g0 <12 net u ot 2
10 <6 1eT - TpoM0O03 BEH IOJIOBHOT'O M0O3ra U cuHYcoB y 48 neteit (47,5 %) u'y 35 nereit (50,7 %)
COOTBETCTBEHHO; y JIeTel muaiie 2 JIeT - kateTep-acconmupoBannas BTD y 37 nereii (68,5 %)).
B rpynne puBapokcabana He 6110 JeTel Miaaie 6 MecsIeB ¢ TPOMOO30M BEH I'OJIOBHOI'O MO3ra
U CUHYCOB. Y 22 TalMeHTOB C TPOMOO30M BEH I'OJJOBHOI'O MO3Ta M BEHO3HBIX CHHYCOB ObLia
unpekuus [{HC (13 manueHToB B rpymnmne puBapokcabaHa ¥ 9 maiyieHToOB B TpyMIe Mpernapara
CPaBHEHHS).

BTD Oputa cnpoBoLMpoBaHa IOCTOSIHHBIMH WM BPEMEHHBIMU (aKTOpaMH PHCKA WIH HUX
COBOKYNMHOCTHIO y 438 (87,6 %) nerei.

[TarueHTH! MOMyYaId HavyadbHOE JICYCHHE TEPANEeBTUUECKUMHU J103aMU HEPPAKITMOHUPOBAHHOTO
renapvHa, HU3KOMOJIEKYJISIPHOTO refaprHa Wik poHJanapuHyKca B TEUEHHE M0 KpaiiHel Mepe 5
JTHEH, TTocIie Yero ObUTH PaHIOMU3UPOBAHBI B COOTHOIICHNH 2:1 WM B TPYIITy puBapoKcabaHa B
J103€, CKOPPEKTUPOBAHHOM MO Macce Tela, WK B TPYIy Ipemnapara cpaBHeHus (renapunbl, ABK)
B TE€UEHHE OCHOBHOI'O IIepro/ia JieueHus!, coctaBuBIiero 3 mMecsma (1 mecsi i aeteit muaame 2
JeT ¢ KaTtetep-accormupoBaHHo BTD). B ciayuae KIMHWYECKOW OCYIIECTBUMOCTH B KOHIIE
OCHOBHOTO I€pHOJa JICYEHUs NPOBOAMUIIACH IMOBTOpPHAS BHU3yallM3allis COCYJIOB; MEpBUYHAs
IIPOBOAMJIACh Ha JTalle BKIIOYEHHsA B HccaenoBaHue. llocnme sToro mpuem ucciaeayemoro
npemnaparta Mor ObITh IPEKpaIleH UITH, IO PELISHUIO UCCIIeI0BaTeNs, IPOI0JIKAIICS CyMMapHO /10
12 mecsmieB (s AeTeit mutasiie 2 JeT ¢ KaTeTep-acconunpoBannoi BT no 3 mecsien).
[TepBuuHO#l KOHEUHOU TOukOW 3¢ (eKTUBHOCTH ObUIa YacTOTa CUMITOMHOrO penuausa BTO.
[TepBuyHOll KOHEYHOH TOuUKOil Oe3zomacHOCTH Oblla KOMOMHMpPOBAaHHAs 4acTOTa OOJNBIIUX U
KJIMHUYECKH 3HAUYUMBIX HEOOJNBIINX KpoBOTeueHH. Bce koHeuHble TOUkHM 3¢dexkTuBHOCTH U

0e301macHOCTH HEHTPAIN30BAHHO OLCHUBAJINCHL HC3aBUCHUMBIM KOMUTETOM, IJIA KOTOPOTO OBLIO
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3aCJICINICHO paclpeesieHue MalueHTOB 110 TpyIaM H‘GQ&;IQE%;S%&ZI%EMBE&AHHEI!H 1
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

Oe3omacHOCTH MpuBeAcHBI B Tabnumax 11 u 12 Hmke.

Peunmus BTD mpomsomen y 4 u3 335 manueHTOB B rpymme puBapokcabana 'y 5 u3 165
NAlMEeHTOB B rpyIme cpaBHeHUs. KoMOuMHMpoBaHHas dYacToTa OOJBUIOTO KPOBOTEUEHUS U
KIIMHUYECKH 3HAaYMMOI0 HeOONIbIIOro KpoBoTeueHus: otMeuanach y 10 u3 329 nanuentos (3 %),
MoJIy4yaBIINX puBapokcadan, n'y 3 u3 162 nanuentos (1,9 %), mosy4yaBuiux npenapar CpaBHEHUSI.
Uucras KIMHUAYECKas BbIroja (KOMOMHMpOBAaHHAs 4acToTa CHUMOTOMHOro peuuanBa BTD u
0OJIBIIIOTO KPOBOTEUEHHST) OTMEUeHA Y 4 13 335 manueHToB B Tpymie puBapokcadbanauy 7 uz 165
NAlMEHTOB B TpyMIe CcpaBHEHMs. PexaHanuzanusi BeHbl IPU HOB TOPHOM BH3yalW3aluu
Habmronanack y 128 u3 335 mauueHToB Ipu JIeYeHUH pUBapoKcabaHoM u 'y 43 u3 165 manueHToB
B IpYIIIIE [Tpenapara CpaBHEHUs. DTH pe3yabTaThl ObLIN B IIEJIOM COMIOCTABUMBIMH Y J€TEH Pa3HBIX
BO3pacTHhIX TIpynn. B rpymme puBapokcabana Owuio 119 nereit (36,2 %) ¢ mo0biM
KPOBOTEYEHHEM, BO3HUKIIUM Ha (hOHE Tepamnuu, a B IpyIIe mpenapara cpaBHeHUs — 45 nereit
(27,8 %).

Tabmuua 12. Pe3ynbraTs! o mpodmito 3¢pGeKTUBHOCTH pUBapokcadaHa U mpernapaTta CpaBHEHUS

B KOHIIC OCHOBHOTI'O II€pHUOJa JICUHCHUS

CoObiTHE PuBapoxcadan IIpenapar cpaBHeHUs
N=335* N=165*
Peunmue BTD (mepBuuHas KOHEYHas TOYKA 4 5
A HEKTHBHOCTH) (1,2%, 95 % U (3,0 %, 95 % AU
0,4 % — 3,0 %) 1,2 % — 6,6 %)
KomOunupoBaHnHas KOHEYHas TOYKA!

CUMIITOMHBIN peruauB BTD + GeccumnromHoe

YXyALIEHUE NPU TIOBTOPHOM BU3YyaJIN3allMH

5
(1,5%, 95 % JIN
0,6 % — 3,4 %)

6
(3,6%, 95 % JIN
1,6 % — 7,6 %)

KOM6I/IHI/IpOBaHHa$I KOHCYHasn

CUMIOTOMHBIN penuauB BTD + GeccumnToMHoe

yXyJIleHue + OTCYTCTBHE€ HW3MEHEHUN IpH

HOBTOpHOfI BU3yaJIn3aliuu

TOYKa:

21
(6,3 %, 95 % JIN
4,0 % — 9.2 %)

19
(11,5%, 95 % N
7.3 % — 17,4 %)

Pexananuzanuss ~ BEHBl  IIpHU

BU3yaJIn3allun

MMOBTOPHOM

128
(38,2 %, 95 % JI1
33,0 % — 43,5 %)

43
(26,1 %, 95 % TN
19,8 % — 33,0 %)
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KomOnHUpOBaHHAS KOHEYHAas TOYKA (i I:éll':'_i EHOBATENBHOC ];:' B005)
CUMOTOMHBIA  peuuauB  BTO  + Oomemoe|  (1,2%, 95 % JAU (4,2 %, 95 % 1N
KpPOBOTEUECHHUEC (LII/ICTa}I KJIIMHUYECKas BI)Il"OI[a) 0,4% —-3,0 %) 2,0% -84 %)
TpoMO0OMOOIMST  JIETOYHOM  apTepuM  CO 1 1
CMEPTENBLHBIM UJIM HECMEPTENILHBIM UCXOA0M (0,3 %, 95 % A1 (0,6 %, 95 % AN
0,0 % — 1,6%) 0,0 % —3,1 %)

* MoJIHas BBI60pKa IJIg aHalin3a, T.€. BCC AC€TU, KOTOPHIC ObUIH PAaHAOMHU3UPOBAHDBI

JAW = noBepuUTEIIbHBINA HHTEPBAI

Tabmuna 13. PesynpTraTsl o npoduiio 6e30macHoCTH puBapokcadaHa U rpernaparta CpaBHEHUS B

KOHIIC OCHOBHOI'O IICPpHOAA JICUCHHA

Co0ObiTHE PuBapokcadan IIpenapar cpaBHeHuUs
N=329* N=162*
KoMmOnHMpOBaHHAs KOHEUHAs TOYKA: OOJIBIIIOE 10 3
KPOBOTEUCHHE + KIMHUYECKU 3HAYMMOE (3,0%, 95 % AU (1,9%, 95 % AU
HEOOJIBIIIOE KPOBOTEUCHUE (TIEpBUYIHAS 1,6 % — 5,5 %) 0,5 % — 5,3 %)

KOHEUYHasl TOYKa 0€30MaCHOCTH)

boJibiioe KpoBOTEUEHUE 0 2
(0,0 %, 95 % AU (1,2%, 95 % 1A
0,0 % — 1,1 %) 0,2 % — 4,3 %)
JIro00e KpoBOTEUCHHE, BO3HUKIIEE Ha (DoHE 119 (36,2%) 45 (27,8 %)
Tepanuu

* BBIOOpKA JIJIs1 aHAIM3a 0€30MaCHOCTH, T.€. BCE JIETH, KOTOpPbIE OBUTH paHIOMHU3UPOBAHBI 1

TIOJTY4HIIM TI0 KpaiftHel Mepe O/IHY JI03y UCCIIeyeMOro JISKapCTBEHHOTO MpernapaTa.

[Tpoduns >dpdexTuBHOCTH M OE30MACHOCTH pUBapokcabaHa ObLT B IIEIOM COMOCTABUMBIM Yy
neauarpudeckoit nomyssuuu ¢ BTO u B3pocnoit nonynsiuuu ¢ TT'B/TOJIA, onHako cooTHOIIEHHE
MAIMEHTOB C JIIOOBIM KPOBOTEUYEHHEM OBLIO BBINIE B MeIUaTpUUecKoi momymsuu ¢ BTO mo
CpaBHEHHIO co B3pocioi nomynsauueit ¢ TTB/TOJIA.

[TalMeHTHI ¢ TPOMHBIM IMO3UTHBHBIM aHTI/Id)OCd)OJ'II/IHI/IHHLIM CHHAPOMOM BBICOKOI'O pHUCKa

B cmnoncupyemoM wuccienoBaTeneM paHIOMH3UPOBAHHOM  OTKPHITOM MHOTOLIEHTPOBOM
UCCJIEIOBAaHUM C 3aCJICTUIEHHOM OLIEHKOW KOHEYHBIX TOYEK pHUBapoKcabaH wu3ydasics B
CpPaBHUBHEHMM C Bap(papMHOM Yy TMAIMEHTOB C TpPoMOO30M B aHaMHe3e, y KOTOPBIX

JTMarHOCTUPOBaH AaHTU()OCHOIUMUIHBIA CUHAPOM C BBICOKHM PUCKOM TPOMOOIMOOIHMUECKUX
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COOBITHI (TIOJIOKUTENBHBIN pe3ynbTaT AJis BCeX|TPeX TeCJf-!)B i EQm OCME%HLH CI/IHIIDOM

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

HaJIMYME€ BOJYAHOYHOI'O AHTHUKOATYJISHTA, aHTUTENl K KapAMOJMIIMHY M aHTUTEN K Oera-2-
rimukonporenny I). Ilocme Bkmiowenuss 120 manuMeHTOB HCCiIEOBaHUE OBUIO TMPEKPAICHO
JIOCPOYHO IO NMPUYMHE MOBBIIIEHHON YacTOThI COOBITHH y MAalMEeHTOB B IpyIIe puBapokcabaHa.
CpenHsst mpoI0JDKUTEILHOCTD TTeproia HaboieHnus coctaBmia 569 qHei. 59 nmanueHToB ObLTH
paHIOMU3HMPOBaHbI B TPYIIy puBapokcadana B 03¢ 20 mr (15 Mr a1s nauueHToB ¢ KIMPEHCOM
kpeatuHuHa <50 Mu/mMuH) U 61 — B Tpynmy Bapdapura (MHO 2,0-3,0). Tpombosmbonmueckue
coObITUs mpousonun y 12 % nauueHToB, paHAOMH3UPOBAaHHBIX B IpyIIy puBapokcabaHa (4
UIIEMUYECKUX UHCYJIbTa U 3 MH(apKTa MHOKapaa). Y NalUeHTOB, PaHAOMU3UPOBAHHbIX B TPYIIILY
Bap(dapuna, coObITUS He OBUTH 3aperucTpupoBaHbl. bonblioe KpoBoTeueHHe mpousonuio y 4

naruenToB (7 %) u3 rpynmnsl puBapokcabana u 2 nanuenTos (3 %) u3 rpymnmnsl BapdapuHa.

5.2. DapmakoKuHeTHYECKHE CBOMCTBA

AOGcopbuus

[IpencraBneHHas Huke HWH(OpMalnMs OCHOBaHA Ha [JaHHBIX, IOJIYYEHHBIX BO B3POCION
HOITYJISILIUH.

PuBapokcaban ObicTpo BcachiBaeTcsl; MakcuMalibHasi KOHIEHTPALUs (Cmax) JOCTUTAeTCs yepes 2—
4 yaca nocJie npueMa TalJIeTKH.

[Tocne mpueMa BHYTph B BUJI€ Ta0JIETOK B 103UpOBKe 2,5 Mr 1 10 Mr puBapokcabaH BcachIBaeTCs
IPAKTUYECKH MOJHOCTBIO, IIPU 3TOM €ro 6uoaocTynHocTh Bbicokas (80—100 %) He3aBucHUMO OT
npuema nuiy. CoBMECTHBIH ¢ nuIel npuem puBapokcabaHa B 103e 2,5 Mr 1 10 Mr He BIMseT Ha
AUC 1 Cmax puBapokca0ana.

B cBsI3u cO CHMKEHHOM CTENEHBIO BCACHIBAHUS, NMpHU NpueMe TabIeToK 103upoBkoi 20 Mr
HaToIIaK Habmomanace OuogoctynmHocte 66 %. Ilpu npueme TabneTok puBapokcabana
n03upoBKoi 20 Mr Bo BpeMs e1ibl oTMeuanock yeenndenue cpeqaeit AUC Ha 39 % no cpaBHEHUIO
C IpueMOM TabJeTKH HATOIAK, MOKa3blBas MPAKTMYECKH IOJHOE BCACHIBAHME U BBICOKYIO
O6uogoctynHocTh. PuBapokcaban B 1o3upoBKax 15 mr u 20 Mr cienyeT NpuHUMAaTh BO BpeMs €bl
(cm. paznmen 4.2.).

dapMakOKMHETHKA puBapokcadaHa MPaKTUYECKU JIMHEIHA B 103axX 710 15 MI 0JiH pa3 B JIeHb MIPH
npueme Hatolak. B ycnoBusix npuema puBapokcabaHa B BUzie TabsIeToK 103upoBKoit 10 mr, 15 mr
u 20 Mr BO BpeMs eibl HabJro1aeTcst 10303aBUCUMOCTh. [1pu 6oiee BRICOKHX A03aX puBapoKcadaH
JEMOHCTpHUPYET abcopOLIHI0, OTPAHUYEHHYIO PACTBOPEHHUEM, C YMEHbBILIEHHOW OMOJOCTYTHOCTHIO
U CHHKEHHOM CKOPOCThIO0 a0COPOIIMH NIPY TOBBIIICHUH J03bI.

dapMakOKHMHETUKAa pHUBapokcabaHa XapakTepU3yeTCs YMEPEeHHOH MEXUHIWBUIYAIbHOM

BapHa0eIbHOCTHIO (BapHallMOHHBINA Koa(dunneHT) B quana3one ot 30 xo 40 %.
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

(KKT). Cumxenne AUC u Chax Ha 29 % u 56 % COOTBETCTBEHHO HAOMIOJANOCh IpU
BBICBOOOXKJICHHM TpaHyJisAiTa pHUBApOKca0aHa B MPOKCUMAIBLHOM OT/AEIEC TOHKOM KHUIIKH B
CPaBHEHHMH C MPHUEMOM IIeJI0i TabyieTku. DKCHO3UIMsS Mpenapara eile 0ojee CHUXKAeTCs MpU
BBEJICHUU pUBApOKcabaHa B JUCTAIbHBINA OTJEN TOHKON KHUIIKH MU BOCXOJAIIYI0 000JI0YHYIO
kumky. Takum oOpasoM, cienyeT m30eraTtb BBENCHHMS pUBapoKcabaHa TUCTalbHEE KEIylKa,
IIOCKOJIBKY 3TO MOXKET IIOBJIYb CHUKEHHE BCAChIBaHMSI U, COOTBETCTBEHHO, SKCIIO3ULIUU
puBapokcabaHa.

buonoctynmaocts (AUC 1 Ciax) puBapokcabana 20 Mr npu mpueMe BHYTPb B BUEC U3METbYCHHON
TabJETKN B CMECH C S0JIOUHBIM MIOPE WM CYCIIEHAMPOBAHHOW B BOJIE, a TAK)XKE MPU BBEJCHUU
yepe3 JKEITYyAOYHBIM 30HA C TMOCIEAYIOUMM MPHUEMOM >KHAKOTO NHUTaHUs Oblla CpaBHHUMA C
OMOJOCTYNMHOCTBIO  IENOM  TaOJeTKu.  YYHWThbIBas  NPEACKa3yeMbI  J10303aBUCHUMBIN
dbapmakokMHeTHUECKUH MpoduiIb puBapokcabaHa, pe3yibTaThl JAaHHOTO HCCIEAOBAHUS
OMOOCTYTHOCTH IPUMEHUMBI TaK)Ke U K 00Jiee HU3KUM J103aM pUBapoKcadaHa.

Pacnpenenenne

Cas3piBaHme ¢ OeTKaMU I1a3Mbl Y B3POCIIBIX BBICOKOE M COCTABIISIET MPUOIU3UTEIBHO 92—95 %,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMIIOHEHTOM SIBJISIETCS  CBIBOPOTOYHBIM  anmbOymuH. OObeMm
pacrpeiesieHust — yMEPEeHHBIN, Vs COCTABISIET MPUOIN3UTENHHO S0 JI.

EI/IOTDaHCd)ODMaIII/Iﬂ U DJIMMUHAIINA

VY B3poCIBIX NAIMEHTOB MU MIpHeMe pUBapokcabaHa MpUOIU3UTENBHO 2/3 103l IOJABEPraoTCs
MeTa0oaM3My U B JajJbHEWIIEM BBIBOJSATCS PaBHBIMU YacTSIMM MOYKAMHU M UYepe3 KHUILICYHUK.
OcraBmascs 1/3 npuHATON 103bl BEIBOJUTCS OCPEICTBOM MPSMOI MOYEUHOM 3KCKPELUH B BUJIE
HEU3MEHEHHOT0 JICHCTBYIOLIEro BELIECTBA IVIABHBIM 00pa3oM 3a CYET aKTUBHOM MOYEYHOMH
CEKPELIH.

PuBapokcaban merabonusupyercs nocpeactsom nzopepmentoB CYP3A4, CYP2J2, a takxke npu
MOMOIIM MEXaHHW3MOB, HE3aBHUCHUMBIX OT CHUCTEMbl HHUTOXPOMOB. OCHOBHBIMM Yy4YacTKaMH
O6roTpaHcpopMaIiK SBISIFOTCS OKUCIEHHE MOP(POIMHOBON IPYIIIBI U THAPOJIN3 AMUAHBIX CBSI3EH.
CornacHo NaHHBIM, NOJIyYEHHBIM in Vitro, puBapokcabaH siBiseTcs cyOCTpaToM aisi OeiaKoB-
nepeHocuukoB P-gp (P-riukonporenna) u Berp (6eka ycTOWYMBOCTH paka MOJIOYHOM jKee3bl).
HeusmenenHbli puBapokcabaH SBISETCS CaMbIM BaKHBIM COETUHEHHEM B UEJIOBEUECKOH IJ1a3Me,
OCHOBHbIE€ MWJIM AaKTUBHBIE LHUPKYJIUPYIOIIME MeTaOoNUThl B TIUIa3Me€ HE OOHapy>XEHBI.
PuBapokcabaH, CHCTEMHBIH KJIMPEHC KOTOPOTo cocTapisieT npudausutensHo 10 /4, MoxeT ObITh
OTHECEH K JIEKAPCTBEHHBIM BEIIECTBAM C HU3KUM KirpeHcoM. [Tocne BHyTpruBEeHHOrO BBEAEHUS 1
MTI' pUBapoKcabaHa Mepuo/ MOJIYBBIBECHHS COCTaBIsAeT oKoo 4,5 yacos. [locne nmepopaibHOro

pUeMa BBbIBEIEHUE CTAHOBUTCS OrPaHMYEHHBIM CKOpocThio abcopOuuu. Ilpu BbIBeneHun
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COOTBETCTBYET ZKCNEPTHOMY OTUETY

MOJIOJIBIX MAKUEHTOB U OT 11 10 13 9acoB y MOKMIIBIX MAIIUEHTOB.

q)aDMaKOKI/IHeTI/I‘-IeCKI/IC JAaHHBIC YV TITAaITMCHTOB

VY B3pOCIBIX MAllMEHTOB, MOIyYaroluX puBapokcadban B go3e 20 Mr 1 pa3 B eHb A JI€UCHUS
octporo TI'B, reomerpuueckoe cpeanee konuentpauuii (90 % npeauKTUBHBIA UHTEPBAN) Yepe3
2—4 yaca u mpuMepHO uepe3 24 wyaca mociie mpuemMa A03bl (YTO MPUMEPHO COOTBETCTBYET
MaKCUMaJIbHOM M MUHUMAJIbHON KOHLIEHTpAIMsSM B MHTEPBAJIE JO3UPOBaHUs) cocTaBWiIo 215
(22—535) mxr/n u 32 (6—239) MK/, COOTBETCTBEHHO.

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

CootHomenne (papMaKOKMHETHUECKUX TapamMeTpoB M QapmakoguHamMuyecknx 3hdexkTon
(DOK/D]]) Mex 1y KOHIIEHTpalKel puBapokcadbaHa B MIa3Me KPOBU U HECKOJIBKHUMH KOHEUHBIMH
dapMakoMHAMUUYECKUMHM TOYKaMM (MHruOMpoBaHue ¢akropa Xa, IpPOTPOMOMHOBOE BpeMH,
AUTB, HepTest) onieHrBanoch mocjie npuemMa mupokoro auanazoHa 103 (ot 5 1o 30 mr nBa pasa
B CyTKH). B3anMOCBS3b MEXIy KOHIIEHTpaLMel puBapokcabaHa W aKTUBHOCTBHIO (akTopa Xa
HaWIydliuM oOpa3oM MpPOJEMOHCTPUPOBAHA C HCIOJIb30BAHUEM MOJAEIH Emax. s
IPOTPOMOMHOBOIO BPEMEHHU MOJIEJIb JIMHEHHOM perpeccuu B LEJIOM JIy4llle ONUCHIBAET JAHHBIE.
VYr10BOH KOA(PPHUIHUEHT 3HAUUTEIBHO MEHSUICS B 3aBUCMOCTH OT PEAaKTUBOB, UCIIOIb3YEMBIX JUIs
ompezesieHus mpoTpoMOnHOBOTO BpeMmeHu. [Ipu ncnons3oBanuu Habopa Neoplastin PT ucxognoe
3Hau€Hue NMPOTPOMOMHOBOIO BPEMEHHM COCTABHJIO OKOJIO 13 cek ¢ HaKJIOHOM JIMHUU OKojo 3—4
cek (100 mkr/m). Pesynbrarel ananusa cootHoueHuss OK/DJ] B uccnenopanusax I u Il ¢azer
COOTBETCTBOBAJIN aHAJIOTMYHBIM [TOKA3aTENSAM Y 3J0POBBIX MALIUEHTOB.

Ilon

VY B3pocCibIX HE OO0 KIMHUYECKH 3HAYMMBIX pa3inyuil papMakOKWHETUKU U (apMaKoIUHAMUKU
CpeIy MYKYMH U KCHILUH.

Tootcunoti 6o3pacm

VY NOXWIBIX MAalMEHTOB KOHIEHTpalUsl puBapokcabaHa B MJIa3Me KPOBH BBIIIE, YEM Y MOJIOJBIX
nanueHToB; cpeaHee 3HaueHne AUC npubnusutensHo B 1,5 pa3a mpeBbIlIaeT COOTBETCTBYIOIINE
3HaYeHUs y MOJIOABIX MAIMEHTOB, IJIABHBIM 00pa3oM, BCIEJICTBHE CHUXKEHUS (BEPOSTHOIO)
o01iero 1 novyeyHoro kiupenca. Koppekuus 103sl He TpeOyeTcs.

Pasznuunas macca mena

¥V B3pociabix KpuTHueckasi Mmacca Tena (Menee 50 xr u 0osiee 120 Kr) numib HE3HAYUTENBHO BIIHsIIA
Ha KOHIIGHTpAllMI0 puBapokcabaHa B Ia3me KpoBu (meHee 25 %). Koppekuus m03b1 He

Tpebyercs.
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Mesicomnuueckue paznuuus

Knuanyeckn 3HAUYMMBIX paznuuuii (papMaKOKWHETHKH M (apMaKkOJWHAMHUKH Y TAlUeHTOB
€BPOIEONIHON, adpoaMepUKaHCKON, JTaTHHOAMEPUKAHCKOW, STMOHCKOW WM KHUTaHCKON
STHUYECKON NPUHA/JIEKHOCTH HE HaOIr01a10Ch.

Hapywenue ¢ynkyuu neuenu

Y B3pOCIHBIX MAIMEHTOB C IIUPPO30M MEUEHU U HapyIIeHUEM (YHKIIMU TEYCHHU JIETKON CTETIeHU
(xnacc A mo Yaitna-I1et0) hapmakokuHeTHKa puBapokcabaHa JIMIIb HE3HAYUTEIHHO OTINYAIACh
OT COOTBETCTBYIOIIMX IIOKa3aTeleld B KOHTPOJIBHOM IpyIIie 3J0POBIX UCHBITYEMBIX (B CpeHEM
ormeuanioch yBenuuenne AUC puBapokcabana B 1,2 paza).

VY manueHToB ¢ HUPPO30M MEYCHH M HapylIeHHeM (YHKIMU MEYeHU CpeaHel creneHu (kiacc B
no Yaiing-IIei0) cpeansisi AUC puBapokcabana ObUTa 3HAUYMTENHHO MOBBINIEHA (B 2,3 pasa) mo
CpaBHEHMIO CO 370pOBbIMH JoOpoBoibiiamu. Hecpsizannas AUC yBennuuBanack B 2,6 paza. Y
9THX MALMEHTOB TaK)Xe ObUIO CHU)KEHO BbIBE/ICHUE pUBapoKcabaHa MOYKaMH, CXOXKee C TAKOBBIM
y TAIMEeHTOB C HapylIeHHeM (QYHKIUHU IMOYEK CpeiHed creneHd. J[aHHBIE MO MalMEeHTaM C
TSDKEIIBIM HapylieHHeM (yHKIIUU OTCYTCTBYIOT.

[TonaBnenue akTUBHOCTU (hakTopa Xa y MALMEHTOB C HapylleHHUeM (DYHKIMM [EeYEeHU CpeiHel
CTerneHu ObLIO BhIpaXXeHO B 2,6 pa3za CHJIbHEE, YeM Y 3JI0POBBIX JOOPOBOJIBIIEB; YBEINUYECHUE
IPOTPOMOMHOBOTO BPEMEHH B CXOXKEH CTereHu Bo3pacTtaiio B 2,1 pa3za. [lanueHTs! ¢ HapymeHneM
(GYHKIMU TTEYeHU cpeiHel cTeTeHn ObLIN 00JIee UyBCTBUTEIBHBI K pUBapOKCabaHy, U4TO SBISIETCS
cieAcTBueM — Oojee  TeCHOM — B3auMOCBA3M  (hapMakoAMHaMUYecKuX  3PQPeKToB U
(apMaKOKMHETUYECKHUX MTapaMeTPOB MEXKAY KOHLIEHTpAIel U MPOTPOMOUHOBBIM BPEMEHEM.
PuBapokcaban npoTHBONOKa3aH NalMeHTaM C 3a00J€BaHUSMHU II€YEHH, NPOTEKAIOLUIUMHU C
KOaryjonaTueil M pHUCKOM KIMHUYECKM 3HAYMMOIO KpPOBOTEYEHMsI, BKJIIOYas MAllMEHTOB C
uppo3oM nevenu kiacca B u C no knaccudukanuu Yaiina-Isto (M. pazgen 4.3.).

Hapywenue ¢ynxyuu novex

Y  B3pocHBIX MAallMEHTOB  HAONIOAANOCh  YBEJIMYEHHE  OKCIO3MIMK  pUBapoKcabaHa,
KOPpEIMPOBABIIEE CO CHIKEHHEM MOYeYHOM (PyHKIMH, KOTOpas OLEHUBAJIACh HU3MEPEHUEM
KJIMpeHca KkpeaTuHuHa. Y mnauueHToB ¢ jerkoi (KnKp 50—80 mu/mun), cpeaneit (KnKp 30—49
mi/muH) U Tsokenod (KnKp 15-29 wmu/mub) cremenpto HapyiieHuss (QYHKIUH TOYEK
KOHIIEHTpaluu puBapokcabana B mia3me kpoBu (AUC) Obutu nosbimiens! B 1,4, 1,5 u 1,6 pasza
cooTBeTcTBEHHO. (COOTBETCTBYIOIIEE YyBEIMUEHUE (apMaKoguHAMUUECKUX 3(P(HEKTOB ObLIO
Oosiee BBIp@KECHHBIM. Y TMAIMEHTOB C JIETKOW, CpeIHEH M TSDKENOH CTENeHbI0 HapyIIeHUs
¢dyHKIMHU ToYeK obliee MoiaBIeHne akTUBHOCTH (hakTopa Xa yBenuuuBanocs B 1,5, 1,9 u 2,0 paza
COOTBETCTBEHHO IO CPaBHEHHUIO CO 3/I0POBBIMHM J0OpPOBOJIBLIAMH; MPOTPOMOMHOBOE TaKkKe

yBeInuuBaioch B 1,3, 2,2 u 2,4 paza COOTBETCTBEHHO.
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Hannbie o manuentax ¢ KnKp <15 mu/MmuH 0TCY[ICTBYIOT,

[Ipenmonaraercs, YTo puBapoKcadaH HE MOJIBEPraeTcs AUAINU3Y B CBSA3U C BBICOKUM CBSI3bIBAHHEM
¢ OesKaMy TUIa3MBl.
He pexomenayercs npumeHsATh npenapar y naueHToB ¢ KinKp <15 mn/mun. Cnenyer coOmoaTh
OCTOPOKHOCTh TPU MPUMEHEHHH Tpenapara y nanueHToB ¢ KinKp 15-29 mn/mMun (cMm. pazaen
4.4.).

eTH
be3zonacHocTh 1 3 heKTUBHOCTH puBapokcabaHa y JeTel U OoJPOCTKOB B Bo3pacte a0 18 ser no
MOKa3aHUI0 MpOQHIAKTUKA HMHCYJIbTAa M CHCTEMHOH TpOMOOSMOOIMH Yy TMAalHUEeHTOB C
¢ubpruIsiIKeit npencepauil HeKJIanaHHOTo IPOUCXOXKICHUS HE yCTaHOBIICHBI.
Abcopbyus
Jetu monyvanu puBapokcabaH B BUAE TAaOJIETOK WU CYCIEH3UU AJIS IpUeMa BHYTPh BO BpeMs
WIHM Cpa3y Iocjie KOPMIJICHUS WU MpHeMa MHIIK, BMECTe ¢ OOBIYHOMN MOpUUed KUAKOCTU IS
oOecrnieueHrs HaIJIeKaIero Jo3upoBanus y ereil. Kak y B3pocibix, Tak U y 1eTell puBapokcadaH
OBICTPO BCACKIBAETCS MTOCIIE IEPOPANBHOTO IIpHEMa TpenapaTa B JIEKapCTBEHHOH (opme TadIeTku
VI TPaHyIIbl U1l IPUTOTOBJICHHS CyCIIEH3UH JIsl ITpreMa BHYTpb. He oTMeuanochk pa3HUIIBI HU B
CKOPOCTH, HA B CTEIICHH BCACHIBAaHUS MEXY JIEKapCTBEHHBIMU (hopMaMu TaOJIETKU U TPaHyJIbl
JUTSL TIPUTOTOBJICHUS CYCIIEH3UU JUTS IpueMa BHYTpb. JlaHHbBIE 0 (hapMaKOKWHETHKE Yy IeTeH Tocie
BHYTPHBEHHOTO BBEJICHHS OTCYTCTBYIOT, IOITOMY a0CONIIOTHAsI OMOIOCTYITHOCTh pUBapOKcabaHa
y JeTeil Hews3BeCTHA. bbLIO OOHAPYKEHO CHUKEHHE OTHOCHUTENbHOM OMOIOCTYMHOCTH MpHU
YBEJIMYEHUH 103 (B MI/KI' Macchl Tella), Ha OCHOBAaHHM YEro MOXHO C/IeaTh MpearooKeHne 0o
orpaHuYeHusIX abcopOumu 115t 60Iee BBICOKHUX 103, TaXxe Mpu Ipreme ¢ nuieid. PuBapokcadaHn B
BUJIE TaOJIETOK JO3UPOBKOM 15 mr uim 20 Mr cieayeT NpuHUMAaTh BO BpeMsl KOPMJIEHUS! U BO
BpeMms eibl (cM. pasznen 4.2.).
Pacnpeoenenue
CrneunduyHble B OTHOILIEHUU JIeTel JTaHHBIE O CBA3BIBAHUU pUBapoKcabaHa ¢ OelKaMU IJ1a3Mbl
OTCYTCTBYIOT. J[laHHBIE O (QapMaKOKHMHETHKE Yy JeTed I0cie BHYTPUBEHHOI'O BBEJEHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y Jerell (Bo3pacTHOM nuamazoH ot 0 mo <18 ser) mocie
NEepOpPAILHOTO NpHeMa pHUBapokcabaHa, CIPOTHO3UPOBAHHBIM C MOMOUIBIO MOMYJISIIMOHHOTIO
(hapMaKOKMHETHYECKOTO MOJIETUPOBAHUS, 3aBUCUT OT MacChl Tela U MOXKET ObIThb OMHCAaH C
MOMOUIbIO AJNIOMETpUYECKO (PyHKIMU cO cpeaHUM 3HadeHueM 113 1 ans cyObekTa ¢ mMaccoi
Tena 82,8 K.
buompancgopmayus u snumunayus
Cnemnuduynble B OTHOIICHWW JETEH JaHHBIE O MeTabolM3Me OTCYyTCTBYIOT. JlaHHBIE O

(dbapMaKkOKMHETHUKE y JETell IMOcie BHYTPUBEHHOTO BBEIICHHsI pPHUBAapOKcadaHa OTCYTCTBYIOT.
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puBapokcabaHa, CIPOTHO3UPOBAHHBIM C IMOMOILIBIO MOMYJISIMOHHOTO (hapMaKOKHHETHYECKOTO
MOJICIIUPOBAHMSI, 3aBUCUT OT MACChI T€JIa U MOXKET OBITh ONMUCAH C TIOMOIIBIO ATTIOMETPUYECKOM
GyHKIMH CO CpeIHMM 3HadyeHWeM 8 J/4 s cyObekta ¢ maccor Tena 82,8 kr. CpemHue
reOMEeTpPUUYECKHE 3HAueHUs Iepuoja MoNyBbIBeAeHUS (ti2), paccCUUTaHHBIE C MOMOUIBIO
HOIYJIAUOHHOTO (papMaKOKMHETUYECKOTO MOJICIMPOBAHMS, YMEHBIIAIOTCS C YMEHBIICHHEM
BO3pacTa U BapbUpYIOTCs OT 4,2 yaca y IOJPOCTKOB /10 IPUMEPHO 3 4acoB y JETel B BO3pacTe
2—12 ner, no 1,9 u 1,6 yaca y nereit B Bo3pacre 0,5—<2 net u menee 0,5 rojia, COOTBETCTBEHHO.
DapmaxokuHemuyeckue OaHuvle y NayueHmos

['eomeTpuyeckoe cpennee kormenTpanuii (90 % uHTEepBaI) B HHTEPBAIaX BPEeMEHU 0TOOpa mpoo,
IPUMEPHO COOTBETCTBYIOUIMX MAaKCHMAaJbHOH M MHHUMAJIbHOW KOHIICHTPALMU B HWHTEpBAJe
JO3UpPOBaHus, y Aeteit ¢ octpoit BTD, monyuaronux puBapokcabaH B 703€, 3aBUCSILEH OT MacChl
Tena, AJ MOMyYeHUsl SKCIO3HUIMH, COOTBETCTBYIOINIEH TaKOBOW y B3poCIibIX manueHToB ¢ TI'B,
nosyyarouux 103y 20 Mr 1 pa3 B ieHb, IpeACcTaBiIeHbl B Ta0IULE 6.

Tabmuna 14. CBonHas cratuctuka (reomerpudeckoe cpennee (90 % umHTEpBai)) paBHOBECHBIX

KOHIIEHTpalluii puBapokcabaHa B 1mjia3Me KpOBH (MKI/J) B 3aBUCUMOCTH OT peXHMa JO3UPOBAHUS

U BO3pacra
BpemenHble
HHTEPBAJIbI
Onun pa3 B N ot 12 mo N ot 6 10 - -
eHb <18 aer <12 xer
2,5 —4 gaca 171 241,5 24 2297 - -
CITyCTSl (105 —484) (91,5-=777)
20 —24 yaca 151 20,6 24 |15,9 - -
CITyCTSl (5,69 —66,5) (3,42 —-45.5)
/IBa pa3za B 1eHbN  |0T 6 10 N |or 2 g0 <6 ger N ot 0,5 10 -
<12 jer <2 Jer
2,5 —4 gaca 36 |145,4 38 |171,8 2 H.p. -
CITyCTSl (46,0 —343) (70,7 —438)
10 —16 yacos 33 26,0 37 22,2 3 [10,7 -
CITyCTSI (7,99 —94.9) (0,25 -127) (H.p. —H.p.)
Tpu pa3za B N |or 2 no N ot poxgenusas N |or 0,510 (N |or poxaenust
neHb <6 JieT no <2 jer <2 J1eT mo <0,5 ger
0,5 —3 gaca S 164,7 25 (111,2 13 [114,3 12 {108,0
CIIyCTsI (108 —283) (22,9 -320) (22,9 —346) (19,2 -320)
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crycrs (18,7-99,7) (10,1-36,5) (10,5-65,6) | |(1,03-33.6)

H.p. — HE PaCCUUTHIBAIOCH

3HaveHHS HUKE HIDKHETO mpefena komuectBeHHoro onpeaenenus (HITKO) Obimu 3amMeHeHbI Ha
1/2 HIIKO muist pacuera cratuctuku (HITIKO = 0,5 mxr/m).
DapmaroKuHemuueckas-QapmaKxoOUHaMuyecKas 3a8UCUMOCmb

Llon

AHanu3 TONYYEHHBIX JaHHBIX HE BBIABWJI CYIIECTBEHHBIX pa3W4YUil B OSKCIO3ULUU
puBapokcabaHa y AeTell pa3Horo IoJia.

Paznuunas macca mena

V nereil 1o3a puBapokcabaHa 3aBUCUT OT MacChl Tela. AHAIN3 JaHHBIX, TOJYYSHHBIX IS JIETEH,
HE BBISBIJI 3HAUYUMOTO BJIMSHUS HEIOCTATOYHOW MAacChl Tella WIM OXHPEHHUS Ha SKCIO3UIHIO
puBapokcabaHa.

Meosicomuuueckue paziuyus

AHanu3 NOJyYeHHbIX JAHHBIX HE BBIIBUJI 3HAYUMBIX MEXITHHUECKUX Pa3JIMUMi B 3KCIO3ULIUU
puBapokcabaHa y JeTel SAMOHCKOM, KUTaCKOM MM a3MaTCKON STHUYECKON MPUHAJICKHOCTH 32
npenenamu SAmonnu u Kutas mo cpaBHEHUIO ¢ 0011l eANaTPUIECKON MOMyIISIIHCH.

Hapywenue d)VHKZ/{Z/lu nevyeHu

Knuauueckue qaHHble 715 1e€Tel ¢ HapyleHUeM (YHKINU IEYeHH OTCYTCTBYIOT.
Hapywenue ¢ynkyuu nouex JlaHHbIe KIMHUYECKUX MCCIIEOBaHUM y eTel B Bo3pacTe 1 roga u
CTapuie CcO CpelHeW WM TSDKEJIOM CTENeHbl0 HapyleHUs (QYHKIUU T04YeK (CKOPOCTh

KI1y60uKoBO# (uibTpanun <50 mi1/mMun/1,73 M%) OTCYTCTBYIOT.

6. PAPMAIEBTHYECKHUE CBOWCTBA
6.1. IlepeyeHb BCIOMOraTe/IbHbIX BELIECTB

Pusapokcabad, 15 mr, TaOJIETKH, IIOKPLITHIE INIEHOYHON 000JI0OYKOH

AHopo:

JIAKTO3bI MOHOTHU/IPAT;
HEJUTI0N03a MUKpOKpucTaunueckas (101);
MarHusi creapar;

KpOCKapMeJui03a HaTpus;

TUIIPOMEIIIO3a;

naypuicynbdar HaTpus

IInenounas obonouxa:

THIIPOMEILT03a;
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tutana quokeun (E171);

MaKpOoroJ;

KpacUTeNb xkese3a okcu xxentoiit (E172);

KpacuTenb xene3a okcu yepHbiil (E172).

Puapoxkca6an, 20 Mr, TaOJETKH, HOKPHITHIE INIEHOYHOH 000I0YKOH

AHopo:

JIAKTO3bl MOHOTHU/JIPAT;
1EJUTI0JI03a MUKpOKpHUcTasmndeckas (101);
MarHus creapar;

KpOCKapMeJul03a HaTpusl;

TUIIPOMEII03a;

naypuicynb(ar HaTpHsl.

Inenounas obonouxa:

TUIPOMEII03a;

tutana quokeun (E171);

MaKporoi;

KpacUTeJb xkene3a okcu sxentoiit (E172);

KpacuTenb xene3a okcu uepHbiil (E172).

6.2. HecoBMecTUMOCTD

He npumenumo.

6.3. Cpok rogHocT (CPOK XpaHeHHUs )

2 roja.

Hzmenvuennvie mabnemxu

H3menpuyeHHble TaOJNEeTKH pUBapokcabaHa CTaOWIBHBI B BOJAE U sIOJJOYHOM MIOpEe B TeueHue 4

qacCoB.

6.4. Oco0ble Mepbl NPEAOCTOPOKHOCTH IPH XPAHEHUH

XpaHuTb 1pu Temreparype He Bbiie 25 °C.

6.5. Xapakrep u coaepkaHue yNaKOBKH

ITo 10 TabGneTok B KOHTypHOU sSUeKOBOW ynakoBke U3 1uieHKH [IBX u ¢onpru amomMuHueBon
win [IBX/TIB/IX 1 ¢oabru antoMuHHUEBOM.

ITo 3, 6 wm 9 KOHTYpPHBIX STYEHKOBBIX YNAKOBOK BMECTE C JIMCTKOM-BKJIAJIBIIIEM B IMMAYKE U3

KapTOHa JJId l'IOTpe6I/ITeJ'ILCKOI71 Taphbl.
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6.6. OcoOble Mepbl MNPETOCTOPOKHOCTH npw_ﬁm3£m£ﬁﬂtﬂnmﬁ3wmoro

JIEKAPCTBEHHOI'0  Mpenapara WM OTX0A0B, TOJYYEHHBIX TOCJe NPUMEHEeHUs
JIEKAPCTBEHHOTI'0 NMpPenapara u Apyrue MaHUMYJIALIHUHU ¢ PenapaToM

TabneTtka puBapokcabaHa MOXET ObITH U3MeNbUEHA, CyclieHaupoBaHa B 50 MJI BOJbI U BBE/ICHA
yepe3 Ha30racTpalbHBIA WM SKEITyJOYHBIA 30H] MOCJHe MOATBEPKACHUS IOJOXKEHHS 30HIa B
xemyake. [locme 3Toro HEOOXOAMMO MPOMBITH 30HJA BONOM. B cBsi3u ¢ Tem, 4Tto abcopOuus
puBapokcabaHa 3aBHCUT OT MECTa BBICBOOOXIEHHUS ICHWCTBYIOIIETO BEIECTBA, HEOOXOAUMO
u30eratb BBEJIEHUS puUBapokcabaHa AMCTajbHEE >KEIyJKa, B MPOTHBHOM CIIy4ae 3TO MOKET
MPUBECTU K CHIKEHUIO aOCOpOLIMU U, CIIEA0BATEIBHO, K CHUKEHHIO SKCIIO3UIIMH JIEHCTBYIOIIETO
BemectBa. [lociie BBenmeHuss TabneTku puBapokcabana 15 mr wm 20 Mr HeoOXoaum
H€3aMeHHHTeHBHBIﬁ IIPHUEM SHTCPAJIbHOI'O TUTAHUA.

Jletu ¢ Maccoi Teaa He menee 30 Kr

BHyTpb, peKOMEHIyeTCsl MPOTJIaThIBaTh TAOIETKY C JKUAKOCTBHIO, BO BpEMsl MPUEMa MUIIHA (CM.
paszaen 5.2.). Tabnetku ciemayeT NpuHUMATh C UHTEPBAJIOM ITpUMEpHO 24 yaca.

Eciu narnuenT cppIruBacT NPUHATYIO 103y HEMEJICHHO WU Y HETO HAYMHACTCS PBOTA B TEUCHUE
30 MUHYT TIOCTIE TIPHEMA 103bI, HEOOXOUM MTpreM HOBOH 103bl. OJIHAKO, €CJIM MAIlMeHTa BBIPBAJIO
no3aHee 30 MHHYT MOCIIE TIpHUeMa JI03bl, TIOBTOPHOTO MPUEMa JI03bl HE TPEOYeTCsl, U CIICAYIONIast
71032 JI0JKHA OBITh TIOTYYeHa M0 PaCIHCAHUIO.

Henb3st nenuth TabIeTKy € 1EeNbI0 TOTYYSHUS YaCTH JT03bI OT TaOJIETKH.

HsmMmenpueHne TabIeToOK

TabneTka puBapokcabaHa MOXET OBITH U3MENbUEHA, CyclieHaupoBaHa B 50 MJI BOJbI U BBE/ICHA
4yepe3 Ha30racTPAIbHBIA WITH KEITYJOYHBIA 30H] TOCJE TMOATBEPKIACHHUS TMOJIOKEHUS 30H/A B
xkenynke. Ilocie 3Toro HeoOX0AMMO TPOMBITH 30HI BOJOH. B cBs3u ¢ Tem, uyto abcopOims
puBapokcabaHa 3aBUCUT OT MeCTa BBICBOOOXKICHHUS JEHCTBYIOIIETO BEIIECTBA, HEOOXOIMMO
u30eratb BBEJIEHUS pUBapokcabaHa AHCTajdbHEE >KEIyJKa, B MPOTHBHOM CIIy4ae 3TO MOKET
IPUBECTU K CHIKEHUIO aOCOpOLIMH U, CIIE0BATENbHO, K CHUKEHHIO SKCIIO3UIIMU EHCTBYIOIIETO
BemectBa. [locine BBemeHus TabieTku puBapokcabana 15 mr wm 20 Mr HeoOXoaum
HEe3aMeJINTEIbHbIN IPUEM SHTEPATbHOTO TUTAHUS.

Yrunuzauus

OcoOble TpeOoBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUSA
Poccuiickas @enepanns
000 «MAKU3-OAPMA»

109029, r. MockBa, ABTOMOOMJIBHBIN MPOE3, 1. 6 CTp. 5
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7.1. Hpe}ICTaBI/ITeJH) AepiKRaTeisd pErnCTpaiuoOHHOr0 yroCTOBEPpEHUSI HA TEPPUTOPUH Coro3a

[Iperen3uu norpeduTENe HAOPABIATh 10 AAPECY:

Poccuiickas ®@enepanus, Pecnybnuka benapycs, Pecriybnuka Kazaxcran
MocCKOBCKOE MPEeACTaBUTEILCTBO KoMITaHuu «XeTtepo Jladbe Jlumureny (Mumus)
Anpec: 109029, r. MockBa, ABTOMOOHIIBHBIN 1poe3, 4.0, cTp. 5

Ten./bakc: +7 (495) 981-00-88

Di1. moura: DrugSafety-Russia@hetero.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUS

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOT O ITPEITAPATA

.HeKapCTBCHHHﬁ npenapatr OTHOCUTCA K KaTCTOPUH OTITYCKa I10 PCLCIITY.

OOmast xapakTepHCTUKa JIEKApCTBEHHOTO Tpenapata BasupuBa IOCTymHa B €IMHOM pEecTpe
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPeJCTB EBpasuiickoro >KOHOMHUYECKOTO COI03a W Ha
OpUIATIEHOM caiite YHIOJIHOMOYEHHOT'O oprana (axcnepTHOI OpraHH3aIliH)

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