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OBIIASI XAPAKTEPUCTHKA JIEKAPCTBEHHOTO TIPEHAPATA" Y

1. HAMMEHOBAHUME JIEKAPCTBEHHOI'O IIPEITAPATA

Bapokca MJI, 15 mr, TaGneTku, MOKPHITHIC TIJICHOYHON 000JI0YKOM.
Bapoxca MJI, 20 mr, TaGIeTKH, MOKPHITHIEC INICHOYHOU 000TI0YKOM.

2. KAUECTBEHHBIN 1 KOJIMYECTBEHHBII COCTAB

JleiicTBytOIIIEE BEIIECTBO: pUBAPOKCAOAH.

Bapokca MJI, 15 mr, Ta0eTKH, MOKPLITEIE IIJIEHOYHON 000JI0YKOM

Kaxxnas Tabnerka, moKpeITas INICHOYHON 000JI0UKOM, COMEpKUT 15 Mr puBapokcabaHa.

BemecTBa, HaTM4YKMe KOTOPHIX HAJ0 YYMTBHIBATH B COCTABE JICKAPCTBECHHOrO IMperapara: JaKTo3a,
Hatpuii (cM. paznen 4.4.).

Bapokca MJI, 20 mr, Ta0JeTKH, MOKPLITEIE IIJIEHOYHON 000JI0YKOM

Kaxxnas Tabnerka, mokpeITas INICHOYHOH 000J109KOH, conepkuT 20 Mr puBapokcabaHa.

BemiectBa, Hajiuuue KOTOPBIX HAJ0 YYUTHIBATh B COCTaBE JICKAPCTBEHHOTO Iperapara: JIAKTo3a,
HaTpuii (cM. pazzaen 4.4.).

ITonubrit IEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCHICCTB ITPHUBCACH B Pa3aciic 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPHITHIE IJICHOYHON 000T0YKOM.

Bapokca MJI, 15 mr, TaOJIETKH, MOKPHITHIE INIEHOYHON 000JI0YKON
Kpyribie JIBOSIKOBBITYKIIbIC TAOJIETKH, IMOKPHITHIC IICHOYHOW OOOJOYKOW KPAacHOTO I[BETa, C
rpaBUPOBKOM «15%» Ha 0/IHOI cTOpOHE U 0€3 TPaBUPOBKHU HA JIPYTOii CTOPOHE.

Bapokca MJI, 20 mr, TaG1€TKH, HOKPBITHIE TNIEHOYHON 000T0UYKON
Kpyriible JBOSKOBBINMYKJbIE Ta0JIETKU, MOKPBIThIE IUIEHOYHON OOOJOYKOW KOPUYHEBO-KPACHOTO
1[BETA, C IPaBUPOBKOI «20» Ha OAHOMN CTOpPOHE U 0€3 rPaBUPOBKU Ha APYTO CTOPOHE.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3aHusl K NPUMEHEHHIO

IIpenapar Bapokca MJI nokasaH K IPUMEHEHHUIO Y B3POCIBIX, I€T€H U MOIPOCTKOB B BO3pACTe 10
18 net ¢ maccoii Tena ot 30 kr.

Bspocabie (crapmie 18 jger):

e [IpodunakThka WHCYJIbTa M CHUCTEMHOW TpPOMOOSMOONMM Yy NalMEHTOB C (uOpMILIAIen
npeJcepAnid HEKIIaaHHOTO MPOUCXOXKICHHS;

o Jleuenne TpombOo3a rimybokux BeH (TI'B) m TpomOGosmOonuu nerounoi aprepuu (TDJIA) u
npodunaktuka peruansoB TI'B u TOJIA.

Jletn u nosapoctku 10 18 ner ¢ maccoi Tena ot 30 Kr:

o Tabnemku Oo3uposxoui 15 me: nedeHue BeHO3HOW TpomOo3MOommu (BTD) m mpodunaktika
peunanBoB BTO y gereit m moapocTkoB B Bo3pacte 10 18 ser ¢ maccoi tena ot 30 kr g0 50 kr
[IOCJIE HE MEHEE S5 NHEN Ha4YalbHOM NIapEHTEPAIbHON aHTUKOATYJIIHTHOU Tepaluy,
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o Tabremku oosupogroti 20 me: JIedCHHE BEHO3HOKU TDOM&&%%JH%C’(%%%HPF I_ljlg&bTH:J'T;ﬁ'ﬁl!—Tl/iiKla

permauBoB BTD y nereit u moapocTkoB B Bo3pacte 0 18 et ¢ maccoit Tena 6onee 50 Kr mocie
HE MEHee 5 THEH HayaJIbHOW MapEeHTEPATbHON aHTUKOATYJISSHTHOU TepaIuH.

4.2. Pe:kxuM 103MPOBAaHHUS M CIOCO0 NPUMeEHEHUsI

Pexum no3upoBanus
Bspocnvie

Ipodunaxmuxa uncyioma u cucmemuou mpomoosmoouu
PekomennoBanHasg po3a cocraBiaser 20 Mr oAauH pa3 B JI€Hb, YTO TaKXKe SABIAETCSA
PEKOMEHIOBAHHOW MaKCUMAJIbHOM CYTOYHOH JJ030M.

Tepanusa npenapatom Bapokca MJI nomkHa paccMarpuBaThCs Kak JOJTOBPEMEHHOE JIEUEHUE MPU
YCIIOBUH, YTO MOJIb3a OT MPO(UIAKTUKHA UHCYJIbTA U CUCTEMHOM TPOMOOAIMOOINH MPEBHIIIAET PUCK
KpoBoTeueHus (CM. pazzen 4.4.).

Ecnu nmpuem 03Bl NpoOMNyILEH, MAlMEeHT AOJDKEH HEMEUICHHO IPHHATh TalleTKy Ipenapara
Bapokca MJI u Ha crneayromuii JI€Hb IPOJOJDKATH IPUEM IIpernapara OJMH pa3 B JCHb B
COOTBETCTBUM C PEKOMEHJIOBAHHBIM PEKUMOM. B 3TOT e JieHb He clieAyeT NMPUHUMATh JIBOMHYIO
7103y U1l KOMIIEHCAIH MTPOITYIIIEHHOM 103bI.

Jlewenue TI'B u TOJIA u npodunaxmuxa peyuousos TI'B u TOJIA

PexomennoBanHas HavasbHas 103a npu jgedeHun octpelx TI'B u TOJIA cocrasnser 15 mr iBa pasa
B JICHb B TECUCHHE MEPBBIX 3 HEENb C MOCIEAYIONUM NepexoaoM Ha A03y 20 Mr OJuH pa3 B JICHb
JUTSL TalTbHEHIero jJeueHus U npoduinaktuky peruanBoB TT'B u TOJIA.

KopoTkas mnpomomKUTeNbHOCTh Kypca JieueHHs] (KaKk MHHUMYyM 3 Mecsia) JIOJDKHA OBITh
paccmoTpena it nanueHToB ¢ TI'B wim TOJIA, cipoBOIMPOBAHHBIX CEPbE3HBIMH OOPAaTHUMBIMU
(dakTopamu prcka (T.e. HeIaBHEE CEPbE3HOE XUPYPrHUECKOE BMEIIATEIbCTBO WM TpaBma). bomee
JUTMTEIIBHBIA TIEPHOJ] JISYCHHUS JTODKEH OBbITh paccMoTpeH i nanueHtoB ¢ TI'B wim TOJIA, He
CBSI3aHHBIMHU C CEPhE3HBIMU OOpaTUMBIMU (haKTOpaMU PHUCKa, C HecnpoBolMpoBaHHbIM TI'B mmm
TOJIA nmm ¢ TI'B unu TOJIA B anamHese.

Korna nokazana npomyiennast npodunaktuka penuauoB TT'B unu TOJIA (mocne 3aBepiieHus Kak
MUHUMYM 6 MecsueB aeuenus TI'B u TOJIA), pekomennoBanHas J103a coctasiseT 10 Mr oquH pas
B AeHb. [lanmentam ¢ BbicokuM puckoMm penuauBa TI'B umum TOJIA, TakuMm Kak HalMEeHTHI C
TSOKEJBIMU COMYTCTBYIOIIMMU 3a00JI€BaHUSAMH WM Yy KOTOPBIX pa3Buiics peuuaus TI'B nimu TOJIA
MpU TpoJIIeHHOW mpodunakTuke npenapatom Bapokca MJI B no3upoBke 10 Mr onuH pa3 B JCHB,
HE00X0/IMMO PAcCMOTPETh Ha3HaueHue npenapata Bapokca MJI B no3uposke 20 mMr ofauH pas B
JI€Hb.

ITpoaomKUTETLHOCTD JICUEHUSI M BHIOOP J03bI ONPEAEISIOTCS UHIANMBHUYaIbHO MOCHE TIIATEIbHOM
OLICHKH TOJIb3bI JICUCHHS TIPOTHB PHCKA BOSHUKHOBEHHS KPOBOTeUeHHS (CM. paszaen 4.4.).

Tabmuua 1. Pexxum no3upoBanusi puBapokcabaHa MpH JeYeHUH U npogunakTuke peuuansoB TI'B
nmu TOJIA y B3pocibix

Ilepnon Bpemenn Cxema npuema CymmapHas
CYTO4YHasi 1032

Jleuenne u | Jlenp 1-21 15 mr 1Ba pasa B ieHb 30 mr
npouIaKTHKa
pewngmBoB TI'B wmn | ¢ 22 jug 20 Mr OJ¥H pa3 B JI€Hb 20 mMr
TOJIA
[Ipodwmnakruka [locne 3aBepmienms kak | 10 mr* ogun pa3 B gesb | 10 mMr
pemuauoB TI'B  u | MUHUMYM 6 MECALIEB | WIH U
TOJIA sneyenus TT'B unu TOJIA 20 Mr oJivH pa3 B AeHb 20 mr

*B ciydae HEOOXOAMMOCTH TpHeMa puBapokcabana B qo3e 10 Mr cieayer MpUMEHSTh Mpernapar B COOTBETCTBYOIIEH
JI03UPOBKE.



COOTBETCTEBYET ZKCNEPTHOMY OTUYETY
ot 06.06.2025 N= 14333

Ecnu npueM odepeHol 035l MPONYIIEH TIPU PEKIME 03APORAA TS M e Hasa-b- b { Afita

1-21), manueHT JOKEH HEMEIUIEHHO NMPUHATH npenapaT Bapokca MJI s noctuxkeHus cyTo4HON
no3bl 30 Mr. B manHOM citydae aBe TaOiieTku 15 Mr MoryT ObITh MPHUHSTH B OauH mpueMm. Ha
CJIeIYIOIIMN JE€Hb MaIlMEHT JIOJDKEH MPOJI0JDKATh PEeryJIsIpHBIA pHeM IpernapaTta 15 mr aBa pasa B
JIEHb B COOTBETCTBUHU C PEKOMEHIOBAHHBIM PEKUMOM.

Ecnan npueM ouepeaHoi A03bI MPOIYLIEH MPU PEKUME JTO3UPOBAHUS OIUH pa3 B JCHb, MAIIUEHT
JOJDKeH HEeMEIUICHHO MpHUHATh TabneTky mnpenapara Bapokca MJI u Ha crienyromuii aeHb
MPOJIOJKATH MPUEM Tpenapara B COOTBETCTBHH C PEKOMEH/I0BAHHBIM PEXKUMOM. B 3TOT e aeHb He
clenyeT IpUHUMATh JBOMHYIO A03Y JUIsl KOMIIEHCAUU TPOMYIEHHOMN J03bl.

Ilepexoo ¢ anmaeonucmog sumamuna K (ABK) na npenapam Bapoxca MJI

[IpodunakTrka UHCYIHTOB U CHCTEMHOM TPOMOO3MOOIMH: clieayeT mpekpaTuTh jedeHue ABK u
HayaTh JiedeHHe Ipenapatom Bapokxca MJI npu 3Ha4eHUMH MEXAYHApOJHOIO HOPMAJIM30BAHHOI'O
ornomenust (MHO) < 3,0.

Jleuenne TI'B, TOJIA u npoduinakTHKa pEeHUANBOB Y B3POCIBIX: CIENYeT MPEKPaTHTh JeueHHUE
ABK u Hauath neyenue npemnapatoM Bapokxca MJI npu 3nauennn MHO < 2,5.

[Tpu nepexone manuentoB ¢ ABK na mpenapar Bapokca MJI 3nauerns MHO Oynyt ommbo4HO
3aBBILICHHBIMU IIOCIIE IpueMa npenapara Bapokxca MJI. MHO He nmoaxomuT st ompenencHus
AQHTUKOAryJIIHTHOM aKTUBHOCTH Ipernaparta Bapokca MJI u mosToMy He JOJIKHO MCIIOJIB30BATHCSA C
9TOH 1ebio (cM. paszaen 4.5.).

Ilepexoo ¢ npenapama Bapoxca MJI na anmaconucmor eumamuna K (ABK)

CymiecTByeT BEpOSATHOCTh HEIOCTATOYHOIO aHTUKOAryJssHTHOro »dddexkta mnpu mepeBoje
nanueHToB ¢ npernapara Bapokca MJI Ha ABK. Heo0Oxomumo o0ecrneunTh HENPEPHIBHBIA H
JOCTATOYHBIM ~ QHTUKOAryJIsSHTHBIA d3(QexT BOo Bpems 1mepexojJa Ha aJbTEPHATUBHBIN
anTukKoaryisHt. Crenyer oTMeTHTb, 4TO npenapar Bapokca MJI Moxer cnocoOCcTBOBaThH
noBbienuto MHO.

[Tanmenram, nepexomsammm c¢ npemnapara Bapoxca MJI Ha ABK, cnegyer oaHOBpEeMEHHO
npumenaTh ABK 1o tex nop, noka MHO He nocturser 3Hadenus > 2,0. B TeueHue nepBsix IBYX
JHEH TIEpPEeXOJHOro IIepuoaa JOJDKHA NPHUMEHAThCA CTaHAapTHas HadaubHas npo3a ABK ¢
nocnenyromeid no3oi ABK, ompenensemoii B 3aBucumoctu oT BenuuuHel MHO. Bo Bpems
OJIHOBPEMEHHOTO TNpuMeHeHusi npenapara Bapoxca MJI u ABK 3nauenne MHO nomxhHO
ONPEAEIATECS HE paHee, 4eM uepe3 24 yaca mocie MNpeAblAyLIero MpuemMa, HO 10 IpueMa
cinenyromen 1o3bl npenapara Bapokca MJI. Ilocne mnpekpamieHHss NpUMEHEHUs Iperapara
Bapokca MJI 3nauenne MHO moxeT ObITh JOCTOBEPHO ONpeseseHo yepe3 24 yaca mocie npuema
nmocyeaHei 10361 (cM. pasaenst 4.5. 1 5.2.).

Ilepexo0 ¢ napenmepanvubix anmukoa2yiaHmos na npenapam Bapokca MJI

VY B3poCIbIX, MOJyYalOUUX MapeHTepalbHbIe AHTHUKOATYJSHTHI, CIEAYyeT NPEKPaTUTh BBEICHHE
MIapEHTEPAIbHOTO aHTUKOATyJISIHTa M HAa4aTh IpUMeHeHue npenapara Bapokca MJI 3a 02 yaca 1o
BPEMEHHM  CJEAYIOLIEr0 IUIAHOBOTO BBEAEHHS MapeHTEepalbHOTO Ipemnapara (Hampumep,
HU3KOMOJIEKYJISIPHOTO TelapuHa) MIM B MOMEHT NpEeKpallleHHs HENpepbIBHOIO BBEJICHUS
MapeHTepaIbHOTO IIpernapaTta (HalmpuMep, BHYTPUBEHHOI'O BBeJEHUS He(paKIHOHUPOBAHHOTO
rerapuHa).

Ilepexoo ¢ npenapama Bapoxca MJI na napenmepanvhvie anmukoazyisiHmol

Cnenyer orMeHuTs npenapar Bapokca MJI u BBecTM mepByl0 03y IapeHTEPAIbHOIO
aHTUKOAryJisHTa B TOT MOMEHT, KOTJa HYXHO OBLJIO MPHUHATH CIEAYIOUIYIO 103y Ipemnapara
Bapokca MJL

Oco0BIe TPYIIIHI ITAIMEHTOB
Iayuenmol ¢ Hapywenuem QyuKyuy novex
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KOHIIEHTpAllMi puBapokcabaHa B IUIa3Me KPOBU Yy TMAIUEHTOB C TSHKENOW CTENEHBIO HApYIICHUS

¢byukuun mouek (kaupenc kpeatmamHa [KK] 15-29 mur/mun). BenenctBue 3TOro mjist JaHHOM

KaTeropuu IMalMeHTOB pUBapoOKcabaH cJelyeT MPUMEHSTh C OCTOPOXXKHOCThIO. Ilpumenenue He

pekomenayercs y nanuentoB ¢ KK <15 mu/mub (cMm. pasgenst 4.4. u 5.2.). YV manueHToB €O

cpenneit (KK 3049 mu/mun) nnn tsoxenoi (KK 15-29 mu/mMuH) creneHpio HapyuieHus (QyHKIUN

MOYeK HeOOXOIMMO CIIeIOBATh PEKOMEHIAIUSAM HIDKE:

e [Ipu nmpodmiakTuke MHCYJIbTAa U CUCTEMHON TPOMOO3IMOOIHMH Yy MAMEHTOB ¢ (PUOPHILIALUCH
npeacepaAnii HEeKJIaNaHHOTO MPOUCXOXKACHUS PEKOMEHJIOBaHHAas /103a COCTaBisieT 15 Mr oauH
pa3 B zieHb (cM. pazjaen 5.2.).

e Ilpu neuennn TI'B u TOJIA u npodunaktuke peuuauBoB TI'B u TIJIA: manuentam
HeoOXoauMO MpUHHMATh 15 Mr aBa paza B JeHb Ha NPOTSIKEHUHM MEPBBIX TPEX HEAEb.
Briocnencteuu, Korga pekoMeHayeMasi 1o3a puBapokcabana coctaBuT 20 Mr OJUH pa3 B JICHb,
cleyeT MpeaycMOTpeTh CHMXeHHue A03bl ¢ 20 mMr go 15 mr oaumH pa3 B JeHb, €CIH PHUCK
BO3HMKHOBEHHS KpOBOTEYEHHs Yy NanueHTa Bblle pucka peuuausoB TI'B u TOJIA.
Pekomenganuss mo mnpuMeHeHUIO 103kl 15 Mr ocHoBaHa Ha (hapMaKOKHHETHYECKOM
MOJICJIMPOBAHUHM M HE M3ydYanach B KIMHHYECKUX HCCIeAOBaHUSIX (cM. pasaensl 4.4. u 5.2.).
Korna pexkomenpoBanHas no3a coctaBisger 10 Mr oauH pa3 B J€Hb, KOPPEKUUU O3Bl O
CPaBHEHHIO C PEKOMEHIOBaHHOW He TpeOyercs. Y MalKeHTOB C JIETKOW CTETIEHbI0 HAPYIICHUS
¢byukimn Hoyek (KK 50—-80 mir/MuH) KOppeKItust 103l He Tpedyercs (cM. paszaen 5.2.).

Tayuenmoi ¢ HapyweHuem yHKyuu neyeHu

PuBapokcabaH NpOTHUBONOKA3aH IMAlMEHTaM C 3a00JCBAHUSMHU IIEYCHU, COMPOBOKIAFOIUMHUCS
KOaryJonaTueil W pPUCKOM KIMHHYECKA 3HAYUMOTO KPOBOTCUCHUS, B TOM YHUCJIC MMAlUEHTaM C
uppo3oM nedyenn kiaacca B u C mo knaccudukanuu Yaitnga-IIsto (cm. paspenst 4.3. u 5.2.).

llayuenmul nodxcunoco 6o3pacma
Koppexkius 10361 He TpeOyetcs (cM. paszmern 5.2.).

Llon
Koppexkitus 10361 He TpeOyeTces (cM. paszmen 5.2.).

Macca mena
Koppexkitus 10361 y B3poCibIx He TpedyeTcst (cM. paszaern 5.2.).

Tayuenmoi, noosepearowuecs Kapouosepcuu

JleueHne puBapokcabaHOM MOXKET ObITh HAYATO WJIM MPOJOJIKEHO Y MAllMEHTOB, KOTOPHIM MOXKET
MoTpeOoBaThCS KapAUOBEPCHSI.

IIpu xapauoBepcuu IMOJI KOHTPOJIEM dYpecHuIeBOJHOM sxokapauorpapuu (UIIOxo0-KI) y
MAlMEHTOB, KOTOpBIE paHEe He TMOoJy4yald AaHTHKOATyJsSHTHOM Tepamuu, A oOecredeHus
a/IeKBaTHOM aHTHKOATYJISIIIMU JIEYEHHE PUBAPOKCA0AHOM JIOJKHO HAUMHAThCS [0 MEHBIIEH Mepe 3a
4 gaca 1o kapauoBepcuu. [l BceX MAIMEHTOB Iepe] KapAuoBepcueil JOHKHO OBITh MOJTy4eHO
MOATBEPKJIEHUE O TOM, YTO MAllMEHT MPUHSJ pUBapoKcabaH B COOTBETCTBUU C HA3HAUYEHHUEM Bpaua.
IIpy npuHATHUM pelIeHUH O Hadajle U NPOAOJDKUTEIBHOCTU JICUECHHs CIELYeT INPUHUMATHL BO
BHMMAaHHUE JICUCTBYIOIIME PYKOBOACTBA M PEKOMEHAAIMU IO AHTUKOATYJISHTHOM Tepanuu y
MMallUEHTOB, ITOABEPTalOIIUMCS KapAUOBEPCUH.

TIayuenmvl ¢ ubpunnayueii. npedcepoull HEKIANAHHO20 NPOUCXoxcoeHus, nepenecuiue YKB
(upeckodicHOe KOPOHAPHOEe BMeUuamenbCmeo) co CMeHmupo8anuem

NwmeeTcst orpaHnyeHHBIA OMBIT MPUMEHEHHUs pUBapokcabaHa B yMEHbIIEHHOW fo3e 15 mr 1 pa3 B
nenb (uau 10 mMr 1 pa3 B 1eHb JUIS HAllMEHTOB CO CPEIHEH CTEeNeHbI0 HApyIIeHUs! (PYHKIUHN MOYEK
(KK 30-49 mi/mMuH)) B KOMOWHAIMKA ¢ MHTHOUTOpPOM perienitopa P2Y 12 B Teuenne makcumym 12
MECSIIEB Yy MalMeHTOB ¢ (UOpMILIAIMEN NpefcepaAnii HeKJIalaHHOTO MPOUCXOXKIEHUS, KOTOPHIM
HEOOXO/IUM TPHEM TIepOPABHBIX aHTHKOATYJISIHTOB U nepeHecnx UKB co creHTHpOBaHMEM (CM.
pasnensl 4.4.u 5.1.).
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Jlewenue BTO u npogunakmura peyuousog BTO y demeii u noOpocmkog

Jleuenne npenapatom Bapokca MJI y aereil u moapocTkoB B Bo3pacTe 10 18 JeT J0DKHO OBITh
HA4yaTo IOCJI€ HE MEHee 5 THEHl HavaabHOW MapeHTEepaIbHOW aHTHKOAryJSSHTHOM Tepamuu (CMm.
pasmen 5.1.).

Jlo3a a1 nereit U moAPOCTKOB PACCUMTHIBAETCS B 3aBUCUMOCTH OT MaccChl Teja:

e Macca Tena ot 30 go 50 kr:

peKOMeHIoBaHHas fo03a 15 Mr puBapokcabaHa OJMH pa3 B JIeHb, YTO SBIISETCS MaKCUMAIbHOMN
CyTOYHOM J103011;

e Macca tena 50 kr u Ooiee:
pexomenmoBanHas ngo3a 20 mr puBapokcabaHa OAWH pa3 B JIEHb, YTO SBIISACTCS MaKCUMAIbHOMN
CYTOYHOM J1030M.

Ha perynsipHoii ocHOBE HEOOXOMMO MOHHUTOPHUPOBATH BEC peOCHKA U IepecMaTpuBaTh 103y. ITO
Heo0X0uMO, 4YTOOBl 00eCHeunuTh MOAJEpKaHUE TepaneBTHUYECKON a03bl. KoppekTHpoBKa 103kl
JTOJKHA BBITIOJIHATHCS TOJBKO Ha OCHOBAaHUU U3MEHEHHS MacChl Teja.

Tepanus y nereil ¥ NOIPOCTKOB JOJDKHA MPONOJDKATHCS MO KpallHEH Mepe B TeUeHHUE 3 MeCALEB.
JUTUTENTbHOCTh JICYCHUSI MOKET OBITh yBelW4YeHa 10 12 MecsleB B Cilydae KIMHHYECKOU
Heo0XoAUMOCTH. JlaHHBIE B MOAJEPKKY CHUXKEHHS J03bl Yy JAeTed mocie 6 MecsleB Tepanuu
oTcyTCTBYIOT. COOTHOILIEHUE I0JIb3a-PUCK MPU JUIMTEIBHOCTH TEPAIUM CBBIIIE 3 MECALEB JOIKHO
OLIEHUBATbCAd HMHIUBUAYaAJIbHO, MPUHMMAas BO BHHMMaHHE pPHCK peuuauBa TpomOo3a U
ITOTEHIMAIbHBIM PUCK KPOBOTECUECHHUS.

Ecnu mpuem 110361 mpomylieH, HeoOX0IUMO MPUHATH MPOMYIIEHHYIO 103y KaK MOXKHO ObICTpee
II0CJIE TOrO, KaK JTO 3aMETHJIM, HO TOJIBKO B JTOT K€ JIeHb. Eciau 3TO HEBO3MOXKHO, ITAI[UCHT
JOJKeH MPOIMYCTUTh 3Ty 103y U MPOAOJKUTH MPUEM CO CIEAYIOLIEH 103k B COOTBETCTBUU C
Ha3Ha4YeHHEeM Bpaua. [lanueHT He [ODKeH NPUHUMATh JIBOMHYIO 103y JMJIS KOMIICHCAIlUU
MIPOIYIIEHHOM JT03BI.

Jlnst manueHToB ¢ Maccod Tena meHee 30 Kr HEOOXOAUMO TMPUMEHATH pUBapokcabaH B ¢opme
TpaHyll JJig MPUTOTOBIEHHS CYCIIEH3UU ISl IpreMa BHYTPh APYTUX MPOU3BOAUTEICH.

Ilepexoo ¢ anmazonucmos eumamuna K (ABK) na npenapam Bapoxca MJI
ITpu nedyenun BTD u npodunakTuke pequanBOB y AeTeil: cieayeT npekpartuth jgeueHne ABK u
Hayath JedeHue npenaparoM Bapokca MJI npu 3nauennn MHO <2.5.

Ilepexoo ¢ npenapama Bapoxca MJI na anmazconucmol gumamuna K (ABK)

Hetsim, xoTopble mepeBoisaTcs ¢ mpenapara Bapokca MJI na ABK, Heobxomumo mpoaoikarhb
npueMm npenapara Bapokca MJI B reuenue 48 yacos nociie npuema nepsoi 1o3sl ABK. Ilocne nByx
JTHEH COBMECTHOTO TIpuMeHeHus cieayer wu3meputh MHO 10 mpuema criemyromiei
3aIIaHUPOBAaHHOM 1036l mpemapata Bapokca MJI.  CoBmecTHOe npUMEHEHHE TIpenapara
Bapokca MJI u ABK pexomennyercs nponoskats, nmoka MHO He pocturmer > 2,0. Ilocne
MpeKpalleHus: npuMeHeHus npenapara Bapoxca MJI 3nauenne MHO moxeT ObITH AOCTOBEPHO
ompezeseHo yepe3 24 yaca 1ociie npuemMa rnocie e 103sl (cM. pasnen 4.5.).

Ilepexoo c napenmepanvHulx aumukoazyisaumos Ha npenapam Bapoxca MJI

VY nereil, NOJIy4alOIIUX MapeHTEPAIbHBIE AHTUKOATYJISIHTBI, CJEIyeT IPEKpPATUTh BBEACHHE
MMapEHTEPAIIBHOIO aHTUKOArYyJIIHTA U HadaTh NpUMeHeHue npenapara Bapokca MJI 3a 0-2 ygaca no
BPEMEHHU CJEIYyIOIero IJJAHOBOTO BBEJCHUS TMAapeHTEpalbHOrO Ipemnapara  (Hampumep,
HU3KOMOJIEKYJIIDHOTO TelapuHa) MM B MOMEHT IMpEKpallleHUuss HENpepbhIBHOIO BBEJICHUSA
MapeHTepaIbHOrO Tpernapara (HarmpuMep, BHYTPUBEHHOI'O BBEJCHHSA HE(PPaKIMOHUPOBAHHOTO
rernapuHa).

Ilpopunaxmuxa uncyrioma u cucmemHou mpomoOoIMOOIUU Y nayuenmos ¢ @uopurisiyuell
npeocepouti HeKIanaHHo20 NPOUCXOHCOEHUS.
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[0 TOKa3aHWAM NPOPHIAKTUKA MHCYJIbTa W CHCTEMHOH TpOMOOAMOOIMH y TMAlUEHTOB C
GubpwsiLMel npencepauil  HEKJIAaaHHOIO IMPOMCXOXKJIEHUS HE YCTaHOBJIEHBL. JlaHHBIE
OTCYTCTBYIOT. B cBsA3M ¢ 31uM, nipenapar Bapokca MJI He pekomMeHayeTcs K IPUMEHEHUIO Y ACTEU
B Bo3pacte 710 18 yieT 1o mokazaHusiM MHBIM, YeM jieueHue BTD u npodunaktuka penuanos BTO.

Tayuenmoi ¢ napyuieHuem GyHKyuu novex

JleT W MOIPOCTKU C JIETKOH CTENEHbI0 HapylieHHs (YHKIUH MOYeK (CKOPOCTh KIyOOYKOBOM
dunsTparmu 50-80 Mn/mMun/1,73 M?): Koppekius 1036l He TpeOyeTcs Ha OCHOBAHHU JAHHBIX BO
B3pOCJION MOMYJISAIMA U OTPAHUYCHHOTO KOJMYECTBA JAaHHBIX B JIETCKOW MOMYJIAIUH (CM. pa3zien
5.2)).

JleT ¥ TOJPOCTKU CO CpPEeOHEH WM TSHKEJION CTENEHbIO HapyHIeHUS (QYHKIUH MOYEK (CKOPOCThH
k1y60ukoBoit (uibTpamuu <50 miu/mun/1,73 m?): npemapar Bapoxca MJI He pekomeHmyercs B
CBSI3M C OTCYTCTBHEM KJIMHUYECKUX JAHHBIX (cM. paszaen 4.4.).

Iayuenmsi ¢ HapyweHuem yHKyuu nevyeHu
Knunudeckue nanusle 11 JeTei ¢ HapylIeHneM (GyHKIUU TIeUeHU OTCYTCTBYIOT.

Macca mena
Jlo3a y nereit onpenensieTcss B 3aBUCUMOCTH OT MacChl Tea.

Ilon
Koppexkius 10361 He TpeOyeTces (cM. paszmen 5.2.).

Cnooco0 nmpuMeHeHust

B3spocnvie
BuyTpb. Tabnetku cienyer NpuHAMATh BO BpeMsl ipueMa vy (cM. paszaen 5.2.).

Hzmenvuenue mabnemox

Eciu mamueHT HEe crmoco0eH MpOTJIOTHTh TaOJIETKY IeNIMKOM, TabneTka mpemapara Bapoxca MJI
MOJKET OBbITh M3MEJNbUEHAa M CMellaHa C BOAON WM SIOJOYHBIM IIOPE HENOCPEACTBEHHO Iepen
MIPUMEHEHUEM U MepopalibHbIM mpueMoM. [locie mpuema u3MenbueHHON TaOJEeTKH mpernapara
Bapokca MJI 15 mr winm 20 Mr HeoOXoIMMO He3aMeUIMTENbHO OCYIIECTBUTH IMPHEM MUILH.
W3menpueHHas TabJIeTKa TaK)Ke MOYKET OBITh BBEICHA YEPEe3 JKEITyTOUHBINA 30H/ (CM. pa3nensl 5.2. u

6.6.).

Jlemu ¢ maccoti mena ne menee 30 ke

BuyTtpe. IlanmeHTy HYXHO PEKOMEHJIOBAaTh IPOIJaThIBaTh TaOJNETKy C *HUJIKOCTbIO. Takxke ee
cleyeT NMpUHUMATh BO BpeMsl nmpuema nuiy (cM. pasnen 5.2.). TabneTku cieayer NpUHUMATh C
MHTEPBAJIOM NIPUMEPHO 24 yaca.

Ecnu manueHT cpeIrMBaeT NPUHATYIO /103y HEMEUIEHHO WM y HEr0 HaYMHAETCS PBOTA B TEUEHHUE
30 MUHYT mociie mpuema J03bl, HEOOXOIUM IpHeM HOBOHM 03bl. O1HAKO, €CIM MallMeHTa BIPBAJIO
no3zaHee 30 MUHYT 1OClIe ITpHeMa J03bl, IOBTOPHOIO IpHeMa 103kl He TpeOyeTcs, U CleAyrouas
71032 JO0JKHA OBITh MOJTy4€eHa 110 paciCaHuIo.

Henw3s nenuth TaGNETKY € 1ETBI0 MOTYyUYEHUS YaCTH 03B OT TaOJETKH.

Usmenvuenue mabnemox

Bo3moxHO n3MenbueHne TabaeTKu.

Ecnu manueHT He cnocoOeH MpOrjoTUTh TaONEeTKy IETUKOM, CIEAYeT HCIOJIb30BaTh Jpyrue
npenapaTsl puBapokcabdaHa, JOCTyIHbIE Ha PhIHKE B (JOpME TpaHyJ AJisi IPUTOTOBJIEHUS CYCIIEH3UH
JUlsl ipueMa BHYTpb. Ecim cycrnieHsus Ui mpueMa BHYTpPb HE JOCTYyIHA Cpasdy, KOIJa Ha3Ha4eH
puBapokcabaH B J03upoBke 15 mr wim 20 Mr, 3TH JO3UPOBKU MOTYT OBITH IMOJIy4EHBI ITyTEM
u3MenbueHust tabnerku 15 mr wam 20 Mr M cMemMBaHUS €€ C BOJOH MM sIOJOYHBIM IIOpE,
HEIOCPEICTBEHHO Nepe]] IPUMEHEHUEM U IEPOPATBHBIM IIPUEMOM.
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(cMm. paznensr 5.2. 1 6.6.).
4.3. IIpoTuBONOKA3aAHUS

e [UmepuyBCTBUTEIBHOCTh K pUBAapOKcabaHy WIIM K JIIOOOMY M3 BCIIOMOTATEJIbHBIX BEIIECTB,
MEepPEUYNCIICHHBIX B pazjeine 6.1.

¢ AKTUBHOE KJIMHUYECKU 3HAYMMOE KPOBOTEUEHHUE.

e [loBpexneHue WM COCTOSIHUE, CBA3AHHOE C IMOBBILICHHBIM PHUCKOM OOJBIIOTO KPOBOTEUEHUH,
HanpuMep, MMEIOIIAsACA WIM HEJABHO IIEPEHECEHHAasl JKeNyJAO4YHO-KHILEYHAas $3Ba, HaJIU4uue
3JI0KAYE€CTBEHHBIX HOBOOOPA30BaHMI C BBICOKUM PHCKOM KPOBOTEUEHHS, HEJABHUE TPABMbI
TOJIOBHOI'O MJIM CIMHHOIO MO3ra, HEAaBHHE OIEepallMid Ha TOJIOBHOM, CIIMHHOM MO3T€ WIU
riiazax, HeJaBHEE  BHYTPUUEPENHOE  KPOBOUBIHUSHUE,  JAMATHOCTUPOBAHHBIA WM
IpearoiaraeMplii BapuKO3 BEH IHIIEBOJA, ApTEPUOBEHO3HBIE Malb(pOpMaluu, aHEBPU3MBI
COCY/IOB WJIM CEPhE3HBIE MATOJIOTUU COCYI0B TOJIOBHOTO MJIM CIMHHOTO MO3ra.

e ConyrcTBylomiass  Tepanusi KakKUMHU-TUOO  JPYTUMHU  aHTHKOATyJSHTaMH,  Hampumep,
He(PaKIMOHUPOBAHHBIM TENAapUHOM, HHU3KOMOJIEKYJSIPHBIMH TelapuHamMH (dHOKCamapuH,
JantenapuH M Ap.), NPOM3BOAHBIMU remapuHa ((dOHIAMApUHYKC M JAp.), MepopaibHBIMU
aHTHKoOAaryJisHTaMu (BapdapuH, nadurarpaHa 3TEKCHUJAT, anuMKcabaH U Jp.), KPOME CIydyaeB
mepexoja ¢ WIM Ha puBapokcaban (cM. pasgen 4.2.) wuiM  OpU  [NPUMEHEHHUU
He(pPaKIMOHUPOBAHHOTO  TeMapuHa B J03aX, HEOOXOAMMBIX  JUii  OOecCTeYeHHS
(bYHKIIMOHHPOBAHHSI [ICHTPAIBHOTO BEHO3HOT'O HJIM apTepHaIbHOTO KaTeTepa (cM. pasaen 4.5.).

e 3a0oneBaHusl MEUYEHU, MPOTEKAIOIIME C KOoaryJjomnaTtued M PUCKOM KIMHUYECKH 3HAUYUMOTO
KPOBOTEUEHHsI, BKJIIOYAsl TMALMEHTOB C IUPPO30oM redeHu kiacca B m C mo xnaccudukanmm
Yaiina-ITero (cM. pazmen 5.2.).

e bBepeMeHHOCTh ¥ MEPUOJ TPYIHOTO BCKapMinBaHus (M. paszaen 4.6.).

4.4. OcoOble yka3aHusl U MepPbl PeI0CTOPOKHOCTH NPH NIPUMEHEeHUH

B Tedenue Bcero nepuoja Je4eHUs] pEKOMEHYETCsl KIMHUYECKOe HAOI0eHNEe B COOTBETCTBUM C
KJIMHUYECKOW NMPAKTUKON MPUMEHEHUS aHTUKOATyJITHTOB.

Puck xpoBoTeucHus

Kak u npu mpueme Ipyrux aHTUKOAryJsIHTOB, HEOOXOAMMO THIATEIbHO HAONIOAATH MallMeHTOB,
NpUHUMAKOIIUX TpenapaT Bapokca MJI, st BbISBICHHs TPU3HAKOB KpoBoTeueHus. [Ipemapar
PEKOMCHAYCTCA TIPHUHUMATL C OCTOPOKHOCTBIO TIPpU COCTOSAHUAX C TIIOBBIICHHBIM PHCKOM
KpoBOTeueHHsl. B ciiyyae TspKeIloro KpoBOTEUEHHUs mpueM mnpemnapata Bapokca MJI gomkeH ObITh
npekpaiies (cMm. paszaen 4.9.).

B xnuHMYECKUX UCCIEIOBAHUAX KPOBOTEUCHHS U3 CIM3UCTHIX 000JI0UEK (2 UMEHHO: KPOBOTEYCHHE
U3 HOCA, JIECEH, JKeNyJ0YHO-KUIIEYHOTO TPAaKTa, MOYENOJIOBON CHUCTEMbI, BKIIIOUas aHOMAJIbHOE
BarMHAJIbHOE WJIM YCHUJICHHOE MEHCTPyalbHOE KPOBOTECUEHHE) U aHeMHsI HaOII0NaIicCh Yalle MpH
JUTUTEIILHOM JIEYeHUH puBapokcabanoM 1o cpaBHeHuto ¢ JyedeHneM ABK. Takum obOpaszom, B
JIOTIONIHEHWE K HaJJeXameMy KIMHUYECKOMY HaOMIOeHUI0, J1a0opaTOPHOE HCCIIeTOBaHHE
reMorjJ00MHa/TeMaTOKpUTa MOXKET OBITh 3HAYUMBIM IS BBISIBIEHUS CKPBITBIX KPOBOTCUEHUU M
KOJIMYECTBEHHON OILIEHKM KIMHUYECKOW 3HAUYMMOCTH SIBHBIX KPOBOTEUEHHMM B cCily4asx, Korja
MIPUMEHUMO.

Heckonbko moArpymnm nanyeHTOB, YKa3aHHBIX HHUXKE, UMEIOT IMOBBIIIEHHBIH PUCK KPOBOTEUEHHMS.
HeoOxonumo TmiaTenbHO HaONI0aTh TAaKUX MAlMEHTOB IOCJIE Hayala JICYEHHs Ha MPU3HAKU U
CHMIITOMBI OCIIOKHEHUH B BUJIe KPOBOTCUCHUH 1 aHeMHH (cM. paszen 4.8.).

[Ipu 1r060M HEOOBSICHUMOM CHUMKEHUM T€MOTJIOOMHA WM apTEPHAIBLHOTO JIaBJICHUS HEOOXO0IUMO
HCKaTh UCTOYHUK KPOBOTECUEHHUSI.
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MEHee, WM3MEpPEHUE KOHIICHTpAIlMH pHBapoKcadaHa ¢ TIOMOIIBID KAIMOPOBAHHOTO TecTa s
KOJMYECTBEHHOI0  OMNpeAeNiCHUS aHTU-Xa aKTUBHOCTH MOJKET OKa3aTbCsl IOJIE3HBIM B
UCKITIOYUTENIbHBIX Clydasx, kKorma wHdopmamus 00 3KCHO3WIMH PHUBApOKCAOaHA MOKET OBITh
UCIOJIb30BaHA MIPU MPUHATHH KIMHUYECKH 3HAYMMbBIX pEIICHUH, HampuMmep, B clydae
MEePE03UPOBKH MITH SIKCTPEHHOT'O XUPYPrUUECKOT0 BMEIIATENIbCTBA (CM. pa3zaeisl 5.1. u 5.2.).

Hapymenue dynkuny nouek

VY nanueHToB ¢ TspKenbM HapymeHuem QyHkuumum noyek (KK <30 mi/mMuH) KOHUEHTparus
puBapokcabaHa B IJla3Me MOKET ObITh 3HAUUTEIHHO MOBBIIIEHHOW (B 1,6 pa3a B cpeaHem), uTo
MOXET IIPUBECTU K IIOBBIIICHHOMY pHUCKY KpoBoTeueHui. IIpemapar Bapoxca MJI nomxken
MIPUMEHATHCSI C OCTOPOKHOCTHIO y mamueHToB ¢ KK 15-29 mu/mun. Ilpumenenune npenapara y
narrieHToB ¢ KK <15 mur/muH He pekomenyercs (cM. pa3aenst 4.2. u 5.2.).

[Mpenapatr Bapokca MJI momKeH NPUMEHSATHCS C OCTOPOXKHOCTBIO Y MAIEHTOB C HapylICHUEM
(GYHKIIMM ~ TIOYEK, TOMYYaloUIMX COMYTCTBYIOIIME IpermapaThl, KOTOPBIC  yBEIMYUBAIOT
KOHIIEHTPALIMIO puBapoKcadana B miasme (cm. paszaen 4.5.).

BsanMoselicTBre ¢ IPYTHMHU JIGKAPCTBEHHBIMU IIpenapaTaMu

[Ipumenenne mnpenapara Bapokca MJI He pekomeHAyeTcss Yy MAalMEHTOB, MOJIyYaOIUX
COITyTCTBYIOIIEE CHCTEMHOE JICUYCHHE IPOTUBOTPUOKOBHIMU TIperapaTaMy a30J0BOHM TPYIIIBI
(TakMMH KaK KETOKOHA30JI, UTPAKOHA30JI, BOPUKOHA30JI M MT03aKOHA30:1) WM HHruoutopamu B1Y-
npoTeas (HampuMmep, PUTOHABHPOM). DTH TPENaparbl SBISIOTCS MOIIHBIMH HHTHOMTOpAaMH Kak
CYP3A4, tak u P-rimkonporenna (P-gp). Takum 00pa3om, 3TH mpemaparbl MOTYT IMOBBIIIATH
KOHLIEHTPALIMIO puBapokcadaHa B IJ1a3Me KpOBH /10 KIIMHUYECKH 3HAaUMMbIX 3HaUeHUi (B 2,6 pa3a B
CPEIHEM), YTO MOKET MPUBECTHU K MOBBIIEHHOMY PUCKY KPOBOTEUECHHU.

Crnenmyer coOmofaTh OCTOPOXHOCTH, €CIIM IAlMeHT OJHOBPEMEHHO MOJyYaeT JIEKapCTBEHHBIC
IpenapaTsl, BIUAIOIME HAa TIEMOCTa3, TAKUE KaK HECTEPOMIHBIE IIPOTHBOBOCIHAIUTEIBHBIC
npenapatsl (HIIBII), anernicanuunioByo KUCIOTY U MHTHOUTOPHI arperaiud TPOMOOIIUTOB HIIH
CeJIeKTUBHbIE HTHTUOUTOPBI 00paTHOro 3axBata ceporoHnHa (CHO3C) u ceneKTUBHbIE HHTUOUTOPHI
oOpatHoro 3axBara ceporoHnHa u HopanuHeppuna (CHUO3CH). Ilanuentam ¢ puHCKOM
S3B000pa30BaHUsl B HKEIYJOYHO-KUIIEYHOM TPAKTE MOXKET ObITh HAa3HAYEHO COOTBETCTBYIOIEE
npodurakTuyeckoe JeueHue (cm. paszaen 4.5.).

Jlpyrue GakTopsl pucka KpOBOTEYCHUI

PuBapoxcabaH, Kak U JIpyrue aHTUTPOMOOTHYECKUE CPEACTBA, HE PEKOMEH]IyeTCs K MPUMEHEHHUIO

ManyueHTaM, UMEIOLINM TTOBBIIICHHBIH PUCK KPOBOTEUSHHH, B TOM YHCIIE:

® BPOXJCHHAS MM NPUOOpPETEHHAsK CKIIOHHOCTh K KPOBOTECUEHHSIM;

® HEKOHTpOJHMpYyeMas TsDKeNask apTeprualibHasi THIIEPTeH3HS;

e Jpyrue 3a00JIeBaHUs JKEITyIOYHO-KHIIEYHOTO TpakTa 0e3 aKTUBHOTO H3BS3BJICHUS, KOTOPBIC
MOTEHIMATBHO MOTYT TPUBECTH K OCJIOXHEHHSM B BHJEC KpPOBOTEUYECHHH (Hampumep,
BOCIAJINTENFHOE 3a00JieBaHNE KHIIEYHHMKA, 730(arut, TacTpUT U TacTpod3odaraibHas
pedutokcHast 6051€3Hb);

e cocyaucTas peTHHONATHUS

¢ OpPOHXODKTAa3bl WX JIETOYHOE KPOBOTEUCHUE B aHAMHE3E.

[anueHTh! CO 3J10KaYeCTBEHHBIMU HOBOOOPa30BaHUSIMU

[TaneHTBl €O 3JI0KaUeCTBEHHBIM 3a00JI€BaHMEM MOTYT OJHOBPEMEHHO IoJBeprarhbcs Oosee
BBICOKOMY PHUCKY U KpPOBOTEYEHHs, U TpoMOo3a. HauBuayanbHas Mojib3a aHTUTPOMOOTHUECKOM
TepanuM J0KHA OBITh COMOCTABIEHA C PUCKOM KPOBOTEUEHHS y MAIIMEHTOB C aKTUBHBIM PAKOM B
3aBUCHMOCTH OT JIOKQJH3allUU OIYXOJIM, IPOTHUBOOITYXOJIEBOM Tepanmuu U CTaAUM 3a00JIeBaHUS.
Onyxoiu, pacioyIoKEHHBIE B )KETyI0YHO-KUIIEUHOM WJIA MOYENIOJIOBOM TPAKTe, aCCOLMMPOBAINCH
C MOBBIIIEHHBIM PUCKOM KPOBOTEUEHHUS BO BpeMs Tepanmuu puBapokcabaHoM. Y MNaIMEHTOB CO
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puBapokcabaHa IPOTUBOIIOKA3aHO (cM. pazzen 4.3.).

ITanmeHTh! ¢ MICKYCCTBEHHBIMM KJIAIIaHAMU CEPALA

PuBapokcaban He cienyeT IpUMEHSTh Ui TPOQHIAKTUKH TPOMOO30B y MAIlMEHTOB, EPEHECIINX
HE/IaBHIOI0 TPAHCKATETEPHYIO 3aMEHy AaopTalbHOro KiamaHa. be3omacHocTs M 3(p@eKTHBHOCTH
puBapokcabaHa He wH3y4yajach Yy TMAIUEHTOB C MCKYCCTBEHHBIMH KJAlaHaMH  CEp.la,
CJIEZIOBATENbHO, HET JaHHBIX, MOATBEPXKIAIOIINX, YTO IIPUMEHEHUE pUBapoKcabaHa o0OecreynBaeT
JOCTaTOYHBIA AHTHKOATYJSIHTHBIA 3(QQEKT Yy MAaHHOW KaTeropud MalueHToB. lIpuMmeHeHue
npenaparta Bapoxkca MJI He pekOMeHyeTcsl y JaHHOW KaTeropuy MalueHTOB.

INammenTs! ¢ aHTUHOCHOITHUITUIHBIM CUHJIPOMOM

[IpuMeHEeHHE TEepOpPabHBIX AHTHUKOATYJISTHTOB IMPSAMOrO JICHCTBHUSA, BKIIOYAas pHBApOKcaOaH, He
PEKOMEHIYETCsl Y MAalMeHTOB, MMEIOIMUX TPOMOO3bl B aHaMHE3e, Y KOTOPBIX IHMArHOCTHPOBAH
aHTU(POCHOIUIHUIHBIA CHHAPOM. B YacTHOCTH, Yy TMAIlMEHTOB C TPOWHBIM TO3UTHBHBIM
aHTH(POCHONUMHUIHBIM  CHHAPOMOM (HAJIMYKE BOJYAHOYHOTO AHTUKOATYJISIHTA, AHTUTEN K
KapIUOJIMIIHHY W aHTUTE K OeTa-2-IITUKONpOTerHy |) Tepamnust mepopaibHBIMH aHTHKOATYITHTAMH
MIPSIMOTO JISHCTBUSI MOXKET COIMPOBOXKIATHCS MOBBINICHHOW YacCTOTOW PEIMINBOB TPOMOOTHISCKUX
COOBITHI B CPABHEHHH C Tepalueil aHTaronncTaMu BuTamuHa K.

armenTsl ¢ GuOpwLIAIMel npeaceparii HeKJIAanaHHOTO MpoucxoxaeHus, nepenecmme YKB co
CTEHTUPOBaHUEM

Nmeromuecss naHHbIE WHTEPBEHIIMOHHOTO KIMHUYECKOTO HCCIEAOBaHUS, TEPBUYHONU IEIBIO
KOTOpOTO SBIISAJIACH OIEHKA MPOQuis Oe30MaCHOCTH y MAUEHTOB ¢ (GUOpHILIIAIMel mpeacepauii
HEKJIAIIAaHHOTO  IpoucxoxkaeHus, mnepeHecmx YKB co crentupoBannem. JlanHbie 10
3¢ (HEeKTUBHOCTH Y JaHHOW MOMYJISIMKU OrpaHuYeHbl (cM. pazaensl 4.2. u 5.1.). JlanHble MO TaKUM
MaIMEeHTaM ¢ MHCYJILTOM/TPAaH3UTOPHOM niemudeckoi atakoit (THA) B aHaMHE3€ OTCYTCTBYIOT.

IManuenTel ¢ reMopuHamuyecku HectabuiabHOW TOJIA wnM manumeHTbl, KOTOPLIM Tpedyercs
IPOBEJICHUE TPOMOOIH3HCA MIIK TPOMOIKTOMUH M3 JIETOYHOU apTepUn

IIpenapar Bapokca MJI He pexkomeHIyeTcsl B KauecTBE ajlbTepHATHBBI HEPPAKLHOHUPOBAHHOMY
renapuny y nauueHToB ¢ TOJIA, KoTopble TeMOAMHAMUYECKH HECTAOMIIbHBI MJIM MOTYT HYKIaThCs
B [IPOBEACHUHU TPOMOOIU3UCAa UITU TPOMOIKTOMUU U3 JIETOYHON apTepuH, MOCKOJIbKY 0€30MacHOCTh
1 3¢ PeKTUBHOCTH puBapoKcabaHa MpU TaKUX KIMHUYECKUX CUTYalUsIX HE YCTaHOBJICHA.

CrnuHanpHas/AnuaypaibHas aHeCTe3Us WM NYHKIUS

[Ipy BBIMONHEHWH HEWPOAKCHAJIbHOW aHeCTe3Un (CHMHAJIBHOM/3MUIypanbHON aHECTe3Uuu) WU
CIHMHAJIBHON/AMUAYpaTbHONM MYHKIMH Yy MAIMEeHTOB, TMOJYyYaloUIMX AaHTUTPOMOOTHYECKHE
npenapaTsl € ILEJNbI0 MNPOPUIAKTHUKU TPOMOOIMOOIMUYECKUX OCIOXKHEHHUH, CYIIECTBYET PHUCK
Pa3BUTHA MUIYPATbHON MM COUHAJIBHOM I'€MaTOMBbI, KOTOpas MOXKET NPUBECTU K JJINTEIBHOMY
WM TIOCTOSSHHOMY Hapajanyy.

Puck »3THX cOOBITHH MOXET MOBBIIATHCS MPU MOCIEONEPALIMOHHOM NPUMEHEHUH IOCTOSHHBIX
ANUAYPAIbHBIX KaTE€TEpOB WM CONYTCTBYIOLIEH Tepanmuu JIEKapCTBEHHBIMU IIpernapaTamu,
BIUSIOIMMH Ha remocra3. TpaBmMaTHM4Has WM TIOBTOPHAs SNUAYypalbHAas WM CHUHAJIbHAS
MTyHKIUS TAK)K€ MOTYT MOBBIMIATh PUCK. [larueHTsl JOMKHBI HAXOAUTHCS MO/ HAOMIOIEHUEM JUIs
BBISIBJICHUS] TIPU3HAKOB U CHUMIITOMOB HEBPOJIOTMYECKUX HAPYLICHUH (HAampuUMep, OHEMEHHE WU
cnabocTh HOT, JAMCQYHKIMS KUIIEYHWKA WJIM ModeBoro my3sipsi). Ilpu obOHapyxkeHuH
HEBPOJIOTHYECKUX DPACCTPOUCTB HEOOXOAMMa CpouYHas AMArHOCTHKAa M JieueHWe. Bpau nomxeH
COMOCTaBUTh MOTEHLUUAIbHYIO TIOJIB3Y W PHUCK TMepea NPOBEACHUEM HeHpoaKkcHaabHOro
BMELIATEIbCTBA IAlMEHTaM, IOJY4YalOUIUM aHTHKOAryJIsHTbl, WJIM KOTOPBIM IUIAHUPYETCA
Ha3HAYeHHe aHTUKOAryJSHTOB C IeJbl0 MNPOQUIaKTUKU TpomMO030B. ONBIT KIMHUYECKOTO
NPUMEHEHHs puBapokcabaHa B J03UPOBKax 15 Mr u 20 M B ONTMCAHHBIX CUTyalUax oTcyTcTByeT. C
LETbI0 CHUKEHHS MOTEHLIMAJIbHOIO pUCKAa KPOBOTEUYEHHUSI, aCCOLMUPOBAHHOTO C OJJHOBPEMEHHBIM
IPUMEHEHHEM pHUBapokcabaHa M BBINOJIHEHUEM HEMpOaKCHaNbHOM (3MUIypajbHON/CIMHAIBLHOM)
aHecTe3MM WINM CIHHAIbHOW MyHKIUH, CIEAYeT YYUThIBaTh (apMaKOKMHETHYECKUH Mpoduib
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puBapokcabaHa. Y CTaHOBKY WJIM yJalleHUue 3MUTyparbHOro K'aq!c}éplEpgfg %ﬁ%ﬂi&&%&i{%{)

Jyd4Ille TMPOBOAMTH TOTJA, KOTJa aHTHUKOATYJSIHTHBIM 3(QQeKT puBapokcabaHa OLIEHHUBAETCA Kak
cnabprii. OmHAKO TOYHOE BpeMs Ui JOCTHIKEHHUS JOCTaTOYHO HHU3KOTO aHTHKOAryJSHTHOTO
s deKTa y Kaxa0ro nauueHTa HEM3BECTHO M JIOJDKHO OLIEHUBATHCS B CPABHEHUHU CO CPOYHOCTHIO
JMarHOCTHYECKOH MPOLIETYPhI.

OcHoBbIBasick Ha OOMMX (PAPMAKOKMHETUYCCKUX XapaKTEPUCTUKAX, SMUAYPATLHBIA KaTeTep
M3BJICKAIOT MO MCTEYEHUU KaK MUHUMYM JBYKPATHOTO NEPUOA MOITYBbIBEICHUS, T.€. HE paHee YeM
gyepe3 18 yacoB mociie mocieaHero npueMa puBapokcadaHa Ui MOJIOJBIX B3POCIBIX MAIEHTOB U
HE paHee 4yeM dYepe3 26 4acoB IS MOXKUIIBIX ManueHToB (cM. pasmen 5.2.). Ilocrme u3BaedeHus
SMUIYPATBLHOTO KaTeTepa JOJDKHO MPOUTH KaK MUHUMYM 6 4acoB JI0 MpUeMa CICAYIOIIEH T03bI
puBapokcabaHa.

B ciydae TpaBMaTu4yHON MyHKIUH IPHEM PUBApOKcabaHa ClieAyeT OTJIOKUTh Ha 24 yaca.

PexomeHanMy 1O JO3MPOBAHUIO 0 M IOCJAE WMHBAa3MBHBIX HOPOLEAYP M XUPYPIUYECKHX
BMEIATEJIbCTB

Ecnu Heo6xoauMo NpoBe/ieHHe UHBA3UBHOM MPOLIEYPhl UM XUPYPrU4ecKOro BMEIaTeNbCTBa, Ha
OCHOBaHUU 3aKJIIOUEHUs Bpaua rnpuem npenaparta Bapokca MJI 15 mr u 20 Mmr ciegyer npekpaTuthb
10 KpaiiHell Mepe 3a 24 yaca 10 BMELIaTeIbCTBA, €CIM 3TO BO3MOXKHO.

Ecmu npoucaypy HCIb3d OTJIOXUTH, IMOBBIIICHHBIH PUCK KPOBOTCUYCHHA CJICAYCT OLCHHUBATL B
CpaBHCHHH C H606XOI[I/IMOCTLIO CpOYHOI'0 BMCIIATCIILCTBA.

IIpuem npenapata Bapokca MJI cinenyeT BO30OHOBUTH KaK MOKHO CKOpEE I10CJIE€ HWHBAa3HMBHOU
IPOLEyphl UM XUPYPrHUECKOrO0 BMEIIATENbCTBA, €CIU JIeYallliM BpadyoM yCTAaHOBJIEHO, YTO 3TO
MO3BOJISICT KIIMHUYECKAs CUTyallUsl U JOCTUTHYT aJIeKBaTHBIN reMocTas (cM. pa3zaen 5.2.).

Tloxxnaoii Bo3pacT
Puck KpoBOTEUCHHS MOKET YBEIMUUBATLCS C MOBBIIIEHUEM Bo3pacTa (cM. pasaen 5.2.).

KosxHble peakunun

[Ipu mpoBeseHUM MOCTMAPKETUHTOBBIX HAONIONEHHUA COOOMIANIOCh O CIIydasX BO3HUKHOBEHHS
Cephe3HBIX KOXXHBIX peakuui, BKIouas cuHApoM CruBeHca-/[KOHCOHa / TOKCHYECKHH
SMHUIEPMATBHBI HEKPOJM3 M JIEKApCTBEHHO-MHIYLUPOBAHHYIO PEAKIMI0 C J03UHOQWINEH U
cucremMHbiMu cumntomamu (DRESS-cunnpom), Ha ¢oHe npumeHneHus puBapokcabaHna (cM. pasien
4.8.). TlauueHTHl, MO-BHIMMOMY, IIOJBEPralOTCS HAWOONBIIEMY pPHUCKY BO3HMKHOBEHHS OSTHX
peakiMii Ha paHHMX JTamax JEYeHMs: Hayallo peakluH B OOJBIIMHCTBE CIIy4aeB MPOMCXOJIUT B
TEYEeHHUE TEePBBIX HeNeNb JieueHus. [Ipu mepBoM TNOSBICHUH TSDKENOH KOKHOW CBHITU (Harmpumep,
IpPU €€ PacHpOCTPaHEHUH, WHTEHCU(UKAUK W/WIM 00pa30BaHUU BOJAbIpEil) WM MPU HAIWYHU
KaKHX-THO0O0 IPYTUX CHMIITOMOB THIIEPYYBCTBUTEIHHOCTH, CBSI3aHHBIX C MOPAKEHUEM CIU3HCTOU
000JI0YKH, cIelyeT NPEeKpPaTUTh TEPANUI0 PUBAPOKCAOAHOM.

eTH
HmeroTcst orpaHUYeHHbIE JJaHHbIE O MPUMEHEHUM Yy JieTei ¢ TpoMOO30M BEH TOJIOBHOI'O MO3ra M
BEHO3HBIX CHHYCOB, Y KOTOPBIX €cTh HH(eEKIHs LeHTpaabHoi HepBHOW cuctemsl (ITHC) (cwm.
pa3znen 5.1.). Heobxonumo THIaTeabHO OLEHMBATH PUCK KPOBOTEUEHUS MEpe]] Ha3HAuE€HHUEM U BO
BpEMS Tepalluu puBapoKcabaHoM.

Hapywenue ¢pynxyuu novex

PuBapokcaban He peKOMEHAYETCS K MPUMEHEHUIO Y IETeH W MOJIPOCTKOB CO CPEAHEH WIIH TSHKEIION
CTETIEHbI0  HapymeHus  (QyHKIMM  MOYeK  (CKOpOoCcTh  KIyOOuKOBOH  (miIbTpanuu
<50 ma/Mun/1,73 M%) B CBA3H C OTCYTCTBHEM KIMHHYECKHX JAHHBIX.

Bzaumooeiicmsue c Opyeumu 1ekapcmeeHHbIMU npenapamamu
KnuHnueckne maHHBIE O COMYTCTBYIOIIEM CHCTEMHOM JICYCHUHW JeTeld MOIIHBIMH MHTHOUTOpaMH
onroBpemenHo CYP3A4 u P-gp otcytcTByIOT (CM. pasaen 4.5.).
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COOTBETCTBYET SKCNEPTHOMY OTYETY

JlaHHbIE 10 BpPEMEHM YCTAaHOBKM WIH YIAJICHHWS HEHUPOAKCUAJIBHOIO Karerepa y JeTeH,
IPUHUMAIOIIUX pHUBApoKcabaH, OTCYTCTBYIOT. B Takux ciydasx cienyeT NpeKpaTHTh IpHeM
puBapokcabaHa M paccMOTPETh BO3MOXXHOCTh NMPUMEHEHHS MapeHTEPaTbHOIO AaHTHUKOAryJIsHTa
KOPOTKOI'O ACUCTBHS.

BcnomorarenbHble BelecTsa

[Ipenapar Bapokca MJI conepxut nakto3y. [larmentam ¢ peko BCTpeyaromeiicss HacaeACTBEHHOM
HEMEPEHOCUMOCTBI0 TaJIAKTO3bI, JMe(MUIIMTOM JIAKTa3bl JIOMAped WIH TIIOKO30-TaIaKTO3HOM
ManbabcopOIueil He ciaenyeT NpUHUMATh 3TOT Mpenapar.

JlaHHBII JIeKapCTBEHHBIN Tpernapar CoJAepXUT MeHee 1 MMoIib (23 Mr) HaTpusi Ha OJlHY TaOJIETKy B
no3upoBke 15 Mr u B 1o3upoBke 20 Mr, TO €CTb, IO CYTH, «HE COJEPKHUT HATPUS.

4.5. B3aumojeiictBie ¢ JAPYyrUMH JIEKAPCTBEHHBIMHM MNpenapataMu W Jpyrue BHIbI
B3alMMOJAEHCTBUSA

WNuruburopst CYP3A4 u P-rnukonporenna

CoBMecTHOE MpuMeHeHHe puBapokcadbana u kerokonaszomna (400 mr 1 pa3 B ieHb) WM PUTOHABHPA
(600 Mr 2 pa3za B [€Hb) NPHUBOAWIO K TOBBIIMICHUIO CpPEIHEH PAaBHOBECHOM TJIOIIAIU IO
(hapMaKOKHHETHYECKON KPUBOM «IlIa3MeHHast KoHieHTpauus — Bpems» (AUC) puapokcabaHa B
2,6 pa3a/2,5 pa3a W yBCIUYEHHUIO CPEAHEH MaKCHMaIbHOW IIa3MeHHOW KOHIEHTpArMu (Cmax)
puBapokcabana B 1,7 pa3za/l,6 paza co 3HAYUTENbHBIM YCWJICHHEM (papMaKOAMHAMHYECKUX
3(p(HeKTOB, YTO MOXKET MPHUBOJIUTH K YBEIUYCHHUIO PHUCKA KPOBOTCUCHHUSA. B CBsA3M ¢ 3TUM
npuMeHeHue npenapata Bapokxca MJI  He pexomeHayeTcss THalMeHTaM, IOJXYYarolIUM
COITyTCTBYIOIIIEE CHCTEMHOE JICUCHHE a30JI0BEIMH MPOTUBOTPHOKOBBIMH IpeTapaTaMu, TAKUMH KakK
KETOKOHA30J1, UTPAKOHA30JI, BOPUKOHA30JI U TT03aKOHA30J1, MM UHruOuTOpamu npoteassl BUY. Dt
aKTHBHBIC BEILIECTBA SBJISIOTCS MOIIHbIME nHrHOUTOpamu u CYP3A4, u P-gp (cm. paznen 4.4.).

O’xnpaercs, YTO aKTUBHBIE BEILECTBA, CUJIbHO MHIMOUPYIOIINE TOJIBKO OMH U3 IIyTeH BbIBEIECHUS
puBapokcabana, win CYP3A4, nnm P-gp, B MeHbIIEH CTENEHW YBEIWYUBAIOT KOHIIEHTPAIHIO
puBapokcabana B rasme. Hanpumep, kinapurpomunivt (500 mr 2 pasa B IeHb), KOTOPBIN cUuTaeTcs
momrHbM uHTHONTOpOM CYP3A4 1 ymepeHHBIM HMHTHOMTOpPOM P-Qp, BBI3BIBAN YBEIHUYCHHE
3HaueHuit cpenHeir AUC puBapokcabana B 1,5 pasa u yBenmnueHue Cmax B 1,4 pa3za.
B3anMopeiicTBie ¢ KIAPUTPOMHUIIMHOM CYHMTACTCS KIMHUYECKH HE3HAYMMBIM ISl OOJBIIMHCTBA
MAIMEHTOB, HO MOXKET OBbITh MOTEHIIUAIBHO 3HAYMMBIM JUISI MALIMEHTOB U3 TPYIIIBI BHICOKOTO PUCKa
(nu1s MaIMEeHTOB ¢ HapymeHneM (QYHKIUH MOYeK — cM. pasnen 4.4.).

Opurpomuiiua (500 mr 3 pasza B aeHb), ymepeHHblii uHruourop CYP3A4 u P-gp, BbI3bIBa
yBenmuenue 3HadeHwid cpeaneir AUC m Cmax puBapokcabana B 1,3 pasa. BiammopeiictBue c
SPUTPOMHIIMHOM CUHUTAETCS KIMHUYECKM HE3HAUMMBIM JUIsl OOJBIIMHCTBA MAI[MEHTOB, HO MOXET
OBITh MOTEHIIUAILHO 3HAYUMBIM JJIs1 TTAIIMEHTOB M3 TPYIIITHI BEICOKOTO PHCKA.

VY NanueHToB ¢ JIETKOM CTENeHbl0 HapymeHus (GyHKIMH nodek sputpomuuuH (500 mr 3 pasa B
JICHb) BBI3bIBAJT yBenudeHue 3HaueHuii cpenneir AUC puBapokcabana B 1,8 paza u Cmax B 1,6 paza
[0 CPAaBHEHHUIO C TMAlMEHTaMU C HOPMaJbHON (yHKUMEH Modek. Y MalueHTOB CO CpeaHen
CTETIEHBIO HapymieHuss (QYHKIMH MMOYEK SPUTPOMHUIIMH BBI3bIBAJ YBEIWYCHHE 3HAYCHUN CpeaHen
AUC puBapoxkcabana B 2,0 paza 1 Cmax B 1,6 pa3a 1o cpaBHEHHUIO ¢ MAIlMEHTaMH C HOPMAaJIbHOMN
¢bynkueit noyek. G eKT SpUTPOMUILIMHA SBISETCS aJAJTUTUBHBIM K HApyIICHHUIO (PYHKIMU MOYEK
(cMm. pasnen 4.4.).

®dnykonazon (400 mr 1 pa3 B JeHB), KOTOPBIA cunTaercs ymepeHHbIM wHrHOnTOpoM CYP3A4,
BbI3bIBaN yBennueHue cpeaneit AUC puBapokcabana B 1,4 pasza u yBenuuenue cpenseil Cmax B 1,3
pasa. BzaumoneiictBue ¢ (UIyKOHA30JI0M CUHTAETCS KIMHUYECKH HE3HAYMMBIM I OOJIBIITMHCTBA
MAIEHTOB, HO MOXKET OBbITh MOTEHIUAIBHO 3HAYMMBIM JUISl TALIMEHTOB U3 IPYMIBI BBICOKOTO PUCKA
(U1 TALMEHTOB ¢ HApyIlIeHHEM (DYHKIIMHU MOYeK — CM. pa3zaen 4.4.).
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COBMECTHOT'O IPUMEHEHUS pUBapoKcabaHa ¢ JPOHETAPOHOM.

AHTHKOATYJISIHTBI

[Tocre oqHOBpEMEHHOTO MTPUMEHEHUS YHOKcarapuHa (oHOKpaTHas j03a 40 Mr) u puBapokcadbaHa
(omnokpatHas no3a 10 wmr) nHaOmomancs CyMManuoHHBIA AS((EKT B OTHOIICHUU aHTH-Xa
aKTUBHOCTH, HE COMPOBOXKIABIIMKCS JOMOJIHUTEIBbHBIMUA A(PQPeKTaMu B OTHOLICHMHM Npod Ha
CBepThIBaeMOCTh  KpoBU  (mpotpomOuHOBOe Bpemsi ([IB), aKkTUBHpOBaHHOE YaCTHYHOEC
tpombomactuoBoe Bpemsi  (AUTB). DOnHokcamapuH He BIMsaI Ha (PapMaKOKMHETHKY
puBapokcabaHa.

B cBs3M ¢ TNOBBIIEHHBIM PUCKOM KpPOBOTEUEHHUS HEOOXOIUMO COOJIIOJATh OCTOPOXKHOCTH MpPHU
COBMECTHOM MPUMEHEHHUH C JIFOOBIMH APYTHMH aHTHKOAryassHTamu (cM. paszaensl 4.3. u 4.4.).

HIIBII/MHrUOUTOPBI arperaiuy TpOMOOIIUTOB

[Tocne coBmecTHOro mpUMEHEHUs puBapokcabana (15 mr) w HampokceHa B jmoze 500 wmr
KJIMHUYECKH 3HAYMMOI'0 YBEJIMYEHUS BPEMEHH KPOBOTEUEHHUS HE HaOmoAalock. TeM He MeHee, Y
OTJIENbHBIX JIUI] BO3MOXEH 0o0Jiee BRIPAKEHHbBIN (hapMaKoJUHAMUYECKHUI OTBET.

He nabnromanoch KIMHUYECKH 3HAYUMBIX (PapMaKOKMHETHYECKHX MM (hapMaKOJAWHAMHYECKUX
B3aMMO/JICHCTBUI TIpU COBMECTHOM IMpPUMEHEHHH puBapokcabana u 500 Mr ameTuicaiuiuIOBOM
KHCIIOTBHI.

He oOHapyxeHO (papMaKOKHHETHYECKOTO B3aMMOJCHCTBHS MEXIy puBapokcabanoMm (15 wmr) u
KionuaorpesioM (Harpy3zouyHas pgo3a 300 wmr, 3a KOTOpOM cleAyeT MOJep>KUBaroas ¢
MOCJICIYIOIIUM Ha3HAUCHHEM IOJAJCPKHUBAMOIICH 03kl 75 Mr), HO B MOITPYIIE MNAIMEHTOB
HaOJII0AaTI0Ch 3HAUMMOE YBEIMYCHUE BPEMEHH KPOBOTECUCHHS, HE KOPPEIHPOBABIIEE CO CTETICHBIO
arperamuu TpoMOOIMTOB u coaepxkanueM P-cenekruna mmu GPlIb/Il1a-perenropa.

Heo6xomumMo co0irofaTe OCTOPOXKHOCTH TpH  coBMecTHOM mnpumeHneHnn HIIBIT (Bkirouas
alleTWICAIMLIMIOBYI0  KUCJIOTY) M HWHTMOMTOpaMM arperaudd TpPOMOOIIMTOB, IOCKOJIBKY
MPUMEHEHHE ITUX NPEerapaToB 0OBIYHO MOBBINIACT PUCK KPOBOTEUCHUS (CM. pasaen 4.4.).

CHO3C/CNO3CH

Kak u B CIyda€ NpUMCHCHHA JOPYIrux aHTUKOAryJIsIHTOB, BO3MOXHO YBCJIIMYCHUC PHCKaA
KpOBOTEUYEHHS y MAlMEHTOB MPHU OJHOBPEMEHHOM MPHUMEHEHHUU C CENICKTHUBHBIMU MHTUOUTOpaMH
obOpatHoro 3axBarta ceporoHuHa (CMO3C) win ceneKTUBHBIMU MHTHOMTOpaMU 0OpaTHOTO 3axBaTa
ceporonnHa u HopanuHebpuna (CHMO3CH), BchencTBue BIUSHHUS OSTUX TpenaparoB Ha
TPpOMOOLIUTHI. Pe3ynbTaThl KIMHUYECKUX HCCIEIOBAHHMI pHBapoKcabaHa MpPOAEeMOHCTPHUPOBAIU
YHCIIEHHOE TMOBBIIIEHUE OONBIINX U HEOONBIINX KIMHUYECKH 3HAUYMMBIX KPOBOTEYEHHH BO BCEX
rpymmnax JEYCHUA IMPpH COBMCCTHOM NPUMCHCHHU 3TUX MIPEIIapaTOB.

Bapdapun

[lepexon mamuwenToB ¢ anraronucra ButamuHa K Bapdapuna (MHO ot 2,0 mo 3,0) Ha
puBapokcaban (20 mr) wmnam c puBapokcabana (20 mr) na Bapdapun (MHO ot 2,0 mo 3,0)
yBenuuuBain nporpombuHoBoe Bpemss/MHO (Neoplastin) B Gosbiieii cTerneHu, 4eM MpH MPOCTOM
cymmupoBannu 3¢ ¢dekToB (otnenpHble 3HaueHuss MHO moryt mocturats 12), B TO BpeMs Kak
inusiHue Ha AUYTB, nonaBneHne akTUBHOCTH (akTopa Xa W 3HJIOT€HHBIM MOTeHIMad TpoMOuHa
(OIIT) ObLIM aITUTUBHBIMH.

B cinydae HeoOxomumocTu HccienoBaHusi (papmMakogMHaMU4YecKuX 3P QPeKToB puBapokcabaHa BO
BpeMs MEPEXOAHOro MepHoja, B KaUecTBE TECTOB, HA KOTOPhIE HE OKa3bIBaeT BIMSIHMUE BapdapuH,
MOJKHO HCIIOJIB30BaTh onpejaeiacHne antu-Xa aktuBHoctd, PICT u HepTest. Haunnas ¢ 4-ro ans
nocje npuema IocieaHel A03bl BapdapuHa Bce JlabopaTtopHble Mokaszatenu (B Tom uucie I1B,
AYTB, wunrubupoBanue aktuBHocTd ¢akropa Xa u OIIT) oTpaxkanu TOIBKO BIUSHHUE
puBapokcabaHa.

B ciyyae HeoOxoaumocTu uccienoBaHus GpapMakoanHaMuueckux 3¢ (dekToB BapdapuHa BO BpeMs
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puBapokcabaHa (cmycts 24 daca moOCie NUPEIbIAYIICro MpHeMa pUBapokcadaHa), MOCKOJIBKY
puBapokcabaH OKa3bIBACT MUHUMAIBHBIN 3P (PEKT Ha ITOT IMOKA3aTe/Ib B JAHHBI MOMEHT BPEMEHHU.
DapMaKOKMHETUYECKOTO  B3aUMOJICHCTBUSL MEXIy BaphapuHOM U  pUBapOKcabaHOM He
Ha0JII0JAJIOCh.

Hunykropsl CYP3A4

CoBMecTHOE MpUMEHEHHE pUBapokcabaHa v pudaMIuliHa, SBISIOUIETOCs] MOUTHBIM HHIYKTOPOM
CYP3A4, nmpuBoauno k cHmwxkeHuto cpenneit AUC puapokcabana mpubmmsurensHo Ha 50 % u
OJIHOBPEMEHHOMY YMEHBIICHUIO ero apmakoauHamuueckux 3¢ dextoB. CoBMECTHOE MPUMEHEHHE
puBapokcabana ¢ apyrumu MomHbIMEH uHAyKTopamu CYP3A4 (mampumep, (GEHUTOMHOM,
kapOamazenuHoM, (hpeHobapOMTaIOM WM IpernaparaMu 3Bepobost mpozbipssiacHHoro (Hypericum
perforatum) takxe MOXET MPUBECTU K CHIKEHHIO KOHIICHTPAIMK pUBapoKcadaHa B IIa3Me KPOBH.
CrnenoBatenbHO, HEOOX0aUMO H30€ratb OJHOBPEMEHHOTO MPHUMEHEHHUS MOIIHBIX HHAYKTOPOB
CYP3A4, kpoMme citydaeB, KOTJa MAIIUEHT HAXOIUTCS MO/ TIIATSILHBIM HAOIIOACHHEM Ha MPEAMET
pa3BUTHS IPU3HAKOB U CUMIITOMOB TpOoMO003a.

[Ipoyas comyTCTBYIOIIAS Tepanus

KnuHndeckn 3Ha4MMBIX (apMaKOKMHETHUECKMX WIN (papMakOIMHAMUYECKHX B3aWMOJCHCTBUIA
IIpU COBMECTHOM IPUMEHEHHMH puBapokcabana ¢ munazonamomM (cyoctpatr CYP3A4), nurokcunom
(cyberpar P-gp), atopBactatuHom (cyoctpar CYP3A4 u P-gp) mnm omernpazosioM (MHTHOUTOD
MIPOTOHHOW TTOMIIBI) HE HaOmronanock. PuBapokcaban He narnOupyer u He uaaynupyer CYP3A4.

Bnusnue Ha 1abopaTopHble mapaMeTphl
PuBapokcaban oka3bIBacT BIMSHUE Ha MoKa3aTenu cBeprbiBacmocTr kKposu (I1B, AUTB, HepTest)
B CBSI3M CO CBOUM MEXaHM3MOM JeicTBus (cM. pazaen 5.1.).

eTu
CreneHp MeXJIEKApCTBEHHBIX B3aUMOACUCTBUN y AeTel He u3BecTHA. [IpuBeicHHbBIE BhIIIE JaHHBIC
O B3aUMOJICHCTBUM, MOJIYYEHHbIE Y B3POCIbIX IALMEHTOB, U MpeAynpexacHus B paszzaene 4.4.
JIOJKHBI OBITh IPUHATHI BO BHUMAHUE IS IEIUaTPUUECKOM MOMyIISLUY.

4.6. ®epTUIBLHOCTD, 0EPEMEHHOCTDh U JAKTALUSA

bepeMeHHOCTD
besonacHocTh M 3P QEKTUBHOCTh NPUMEHEHUs pHUBapoKkcabaHa y OEpPEeMEHHBIX J>KEHIIMH He

yCTaHOBJEHbI. JlaHHbIE, TOTyYeHHbIE B UCCIEOBAHUSX Ha KUBOTHBIX, MOKA3alId PEPOIYyKTUBHYIO
TOKCUYHOCTb. BcneactBue BO3MOXKHOM — PENPOAYKTHBHOW TOKCHYHOCTH, PHCKAa pa3BUTHUSA
KPOBOTEUYEHHSI U JAHHBIX O CIIOCOOHOCTH pHUBapoKcabaHa MPOHUKATh Yepe3 IUIAlleHTY, MpermapaT
Bapokca MJI npotuBomokaszan Bo Bpemst 6epemeHHOCTH (cM. pasnen 4.3.).

KeHmuHbl 1ETOPOJHOTO BO3pacTa JOHKHBI H30erath OEpeMEHHOCTH BO BpeMs Tepanuu
pUBapOKCcabaHOM.

Jlakrauus
besonacHocTh U 3¢ (EKTUBHOCTh NMPUMEHEHUs pUBapokcabaHa y JKEHIIMH B MEPHOJ TPYJHOTO

BCKapMJIMBaHUsl HE YCTAHOBJIEHBI. JlaHHbBIE, MOJy4YEHHbIE HA HKCIEPUMEHTAJIbHBIX KUBOTHBIX,
MOKa3bIBAIOT, UYTO pPHUBApOKCabaH BBIJACISICTCS C TpyaHbIM MojokoMm. I[Ipemapar Bapoxca MJI
MPOTHBOIIOKA3aH B MEPUO]T TPYIHOTO BCKapMIIMBaHuUs (cM. paszen 4.3.).

HeoOxonumo IIPUHSATD peuienue 00 OTMEHE TPyAHOIO BCKapMJIUBaHUA 1581051
MIPEKPAIEHUN/TIPUOCTAHOBICHUH TEPAITHH.

DepTHIILHOCTH

CrieninaabHBIX HCCIEIOBAaHUH IO OIICHKE BIHSIHHS puBapokcabaHa Ha GepTUIHLHOCTD y YeIOBeKa He
npoBoawiiock. MccnenoBanusi mokasaid, 4TO PUBApOKCaOaH HE BIHSIET HA MYKCKYIO U JKEHCKYIO
(bepTUIBLHOCTD Y KPBIC.
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4.7. BiusiHMe Ha CHOCOOHOCTH YNPABJSTH Tpa cnopTH'Lrllﬂzrly:r'%éﬁiﬁ'JnEvﬂI:ilfll‘b(;lgﬁ’r';’r'rﬁ-'c

MEXaHU3MaMHU

PuBapokcabaH oka3bpIBaeT HE3HAUUTEIHHOE BIHMSHUE HAa CIIOCOOHOCTH YNPABJIATH TPAHCIOPTHBIMU
CpeICTBAMU M MEXaHU3MaMHU. bBbUIM 3aperucTpUpOBaHbl TAaKHE HEXKEIATEIbHBIC PEAKIIMH Kak
00OMOpOK (4acToTa: HEYacCTO) U rOJIOBOKpYKeHHUE (JacToTa: yacTto) (cMm. pasznen 4.8.). [lamuenTsl, y
KOTOPBIX BO3HUKAIOT MOJOOHBIC HEXEJIaTeIbHBIC PEAKIINH, HE JOJDKHBI YIIPABIATH TPAHCIOPTHBIMU
CpeACTBaMU HJIU JIPYTHMH MEXaHH3MaMHU.

4.8. HexkesaTeJibHbIE peaKINU

Pestome npoduist 6e3onacHOCTH
bezonacHocTh puBapokcabaHa OLIEHHMBAJIACh B TPUHAILATH OCHOBHBIX ucciemoBaHusx |l ¢assr
(cm. Tabmury 2).

Cymmaprao 69608 B3pociblx manueHToB B JeBsATHaAnatu uccienoanusx |l ¢asel, a Taxke 488
MAlUMEeHTOB JIETCKOrO Bo3pacTa B AByX uccienoBanHusix |l ¢aser u omnom uccnenosanuu 1 ¢assr
IIPUHUMAJIU pUBapOKcabaH.

Ta@mua 2. Yucno MaluCHTOB, Y4aCTBOBABIIUX B HUCCICAOBAHUAX, CYMMapHasA CyTOYHAdA 103a U
MaKCUMaJibHas MpOAOJIKUTCIbHOCTD JICUCHUA B KIIMHUYCCKUX UCCIICAOBAHUAX I (1)33171 C ydyaCTuem
B3POCJIbIX U IICAUATPUICCKUX ITALIUCHTOB

MakcumajibHast
Mokasanue Yucio Cymmapnas
NauueHToB* CyTO4YHAas 1032 TPOOKUTENLHOCTE
JIeYeHust
[Ipodunaktrka BEHO3HOM
TpoMbosMbonuu  (BTD) y
B3POCIIBIX MAIUEHTOB,
MePEHECIITNX IJIAHOBYIO 6097 10 Mr 39 nHel
OTIepaIInIo o 3aMEHe
Ta300eIpEeHHOT0 WIH
KOJIEHHOTO CyCTaBa
[Ipopmnaktuka  BTD vy
TOCIIUTATM3UPOBAHHBIX IO 3997 10 r 39 e
MEAWIIMHCKUM  MOKa3aHUSIM
MAIUCHTOB
Henpb 1-21: 30 mr
Hauunag ¢ 22 gus:
Jleuenrue TI'B, TOJIA wu 20 mr
npoduaakTuka  peruuauBOB 6790 21 mecsg
TIB, TOJIA [Tocne mMuHUMYM 6
MECHIIEB:
10 mr unu 20 mr
Jleuenune BTO u Hosa,
npoUIakKTHKa  PEIUINBOB CKOppCKTHpOBaHHA
BTD y HOBOpOXAEHHBIX H B 3aBHCHMOCTH  OT
neTe B Bo3pacte <18 jer 329 Maccel  Tenma, UL 12 Mecsanes
1ocie HavaJbHOU AOCTHKCHIA
CTAaHAPTHO OKCIIO3ULUH,
AHTUKOATyJISTHTHOU Teparuu Habmofaperics y
B3pPOCIIBIX,
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om anmmé F%"MF‘J': BATENEBROCTE 0004
puBapokcabaHa
OJIMH pa3 B JICHb JJIs
neuenus TT'B
[MpodunakTuka WHCYIbTA H
CHUCTEMHOH TpOoMO03MOOIHHU
Y HAlHCHTOR N 7750 20 Mr 41 mecsn
bubpwuAnIue npencepauit
HEKJIaIIaHHOT'O
IIPOUCXOXKICHHUS
5 mMr wmm 10 wmr
COOTBETCTBEHHO, B
[Tpodunaktuka KOMOWHAIMU c
aTePOTPOMOOTHYCCKHX alle THJICAJTUIUIIOBOM
OCJIO)KHEHUW y TAaIMueHTOB 10225 KHUCJIOTOH 503051 31 mecsn
IOCJIE OCTPOTr0 KOPOHAPHOTO alle THJICAJTHIUIIOBOM
CHHJIpOMa KHUCJIOTOMN c
KJIOTTHIOTPEJIOM HIIH
THKJIONUAHOM
5 Mr B KOMOHWHAIIUU
c
IIpodunakruxa 18244 Al TUICATULIMIOBOM 47 mecsieB
aTepOTPOMOOTHYECKUX KHCIOTON wm 10 Mr
COOBITHIl y TMAaIMeHTOB C B MOHOTEPATHH
HIIEMHYECKOU 00JIe3HBIO
cepaua WM 3a00J€BaHUEM 5 Mr B KOMOMHAIIMH
nepuhepUuecKuX apTepuit 3256 | ¢ . 42 Mecsima
alle THJICAJTUITUIIOBOM
KHCIOTOH

* TTanueHTHI, MOJYYHUBIIKE, [T0 MEHBIIIEH Mepe, OJIHY 03y pUBapoKcadaHa.

** 13 uccnenosanus VOYAGER PAD

Haubonee yacTeiMu HeXeNaTeNbHBIMH PEAKIMSIMH Yy MAllMEHTOB, MPUHUMABIIUX pUBApOKcabaH,
SBJSUTUCH KpoBoTedeHus (cMm. pasaen 4.4 m Tabmuiy 3). Haumbosee 4acThiMH KPOBOTCUCHUSMH
SIBJSLTUCH HOCOBOE KpoBoTeueHue (4,5 %) 1 ey a0uHo-KuIleuHoe KpoBoTeueHue (3,8 %).

Tabnuma 3. Yactora BO3HMKHOBEHHUS KPOBOTEUEHMH™ M aHEMMM Yy MAlMEHTOB, MOJIYYaBIIMX
JieyeHre puBapokcabaHOM B 3aBEPLICHHBIX KIMHMUYecKuX uccienoBanusx Il ¢asel ¢ ygactuem
B3pPOCJIBIX U NEAUATPUUECKUX MAllUEHTOB

IToxa3zanue

JI0oe kpoBOTEUEeHHE AHemust

[Tpodunaktuka BEHO3HOH
TpoM603Mbonuu (BTO) y B3pocibix
NalMEeHTOB, MEPEHECIINX IUIAHOBYIO

6,8 % manueHToB

5,9 % manueHToB

OTIEPAIIHIO o 3aMEHE
Ta300€IpEHHOT0  HWJIM  KOJIEHHOTO

cycTaBa

[Tpodunaktrka BEHO3HOMU

TpoMO0IMOOIHH y

TOCIUTAIU3UPOBAHHBIX mo | 12,6 % manueHToB 2,1 % nanueHTOB
MEIUILIMHCKUM MMOKa3aHUsIM

MaIMCHTOB
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(oG REQOEATENEHOCTE 00t
JleueHnue TI'B, TOJIA n
npodunaktuka peruauBoB  TI'B, | 23 % nmanueHTos 1,6 % nmanueHToB
TOJIA
Jlewenne BTD wu mnpodunaktuka
peunanBoB BTD y HOBOpOXKIAECHHBIX
u neredt B Bo3pacte <18 mer mocne | 39,5 % marueHToB 4,6 % manueHToB
HavaJbHOU CTaHJIapTHOU
AHTUKOATYJITHTHOHN Teparu
[Tpodunaktuka MHCYJIbTa u
CUCTEeMHOH  TpomO03MOo0Inu .
p Y128 coburruit wa 100 2,5 coomiTugs Ha 100
[MAIIEHTOB C bubpmIAIIeH
. MaIUEHTO-JIeT MAIUEHTO-JIeT
npencepaui HEKJIaIIaHHOTO
MIPOUCXOKACHUS
[Tpodunakruka
aTepOTPOMOOTHYECKHX OCJIOXKHEeHui | 22 coobitust Ha 100 | 1,4 coObitus  HA 100
y  TaUeHTOB  TIOCIAE€  OCTPOrO | MAIMEHTO-JIET MAIUEHTO-JICT
kopoHapsoro curapoma (OKC)
[Tpodunakruka
. 6,7 cobertust ma 100 | 0,15 coObrtus wHa 100
aTepOTPOMOOTHUYECKHX COOBITHI Y %
? | manueHTo-J1er MAIUEHTO-JIEeT
MAIUCHTOB c UIICMHYECKOM
6onesnpto cepana (MbC) wmm . i 4 i
3260ICBAHIEM nepHbepuHecKux 8,38 coObrtuit Ha 100 | 0,7 CO6I)ITE:<I*# Ha 00
aprepuit MalUeHTO-JIeT MAIUEHTO-JIEeT

* Bo Bcex KIMHUYECKHX HMCCIIEJOBaHUAX pHUBapoKcabaHa BCe CllyyaW KPOBOTEUEHHSI COOMPAIOTCS, PENOPTUPYIOTCS U
OLICHUBAIOTCH.

** B uccinenoBannu COMPASS wyactoTa BCTpeyaeMOCTH aHEMHHM HH3Kasl, MOCKOJIBKY NPUMEHSJICS BBIOOPOUYHBII
MOJX0/] K COOpY J@HHBIX 110 HEXKENATEIbHBIM SBICHUSIM.

*#* TIpu cOOpe MaHHBIX O HEXKENATSIBHBIX SBJICHUAX MPUMEHSIICS BEIOOPOYHBIH ITOIXO.

# U3 uccinenosanusgs VOYAGER PAD

TabnuyHOe pe3toMe HeXKEeNATeNbHBIX PEaKITHi

HexenatenbHple peaklMyd CTPYNIUAPOBAHBI IO CHCTEMHO-OPTaHHBIM KJaccaM ©  4YacToTe
nosiBicHus. YacToTa BO3HUKHOBEHUSI HEXKETIATEeNbHBIX PEAKIMA KIACCU(PHUITUPOBAHA CIICTYFOIIHM
obpa3om: oueHb yacto (> 1/10), gacto (> 1/100, HO <1/10), HeuacTo (= 1/1000, Ho <1/100), peaxo
(> 1/10000, o <1/1000), ouenr penko (<1/10000), uactoTa HeusBecTHa (Ha OCHOBAHWUHU
MMEIOIIUXCS JTaHHBIX OLIEHUTh HEBO3MOXHO). B mpenenax kakIoro CHCTEMHO-OPTaHHOTO Kjacca
HEeXeJlaTeJIbHBIC PEaKIIUU TIEPEUUCIICHBI B IIOPSIIKE YMEHBIIICHUS UX YaCTOTHI.

Tabnuma 4. Bce HexenaTeNnbHbIE pPEaKIMH, 3apEeTHCTPUPOBAHHBIE Yy B3POCIBIX MAIMEHTOB B
kimHnYeckux uccnenoBanusax I ¢aszer wim B Xo/1e MOCTpErucTpallmoOHHOT0 MPUMEHEHHUS*, a TaKKe
y TeIuaTpUyYecKuX TMalUMeHTOB B JBYX KIMHHYECKUX wucchemaoBanusax |l ¢da3er u  1nByX
uccnenoanusx 1 dassr

Yacrtora

Yacro Heuacro Peaxo OueHnb peako
HEU3BECTHA

HapyumeHnus co CTOpOHbI KPOBH U JIMM(ATHYECKOH CHCTEMbI
Anemus (Bkiouasi | TpomOoruro3

COOTBETCTBYIOIIHE | (BKIJIIOUAs 1o-

nabopaTopHbIe BBIILICHUE KOJIH-

MOKAa3aTeIn) YyecTBa
TPOMOOIUTOB)™,
TPOMOOLIUTOTIEHHU S
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o P e

(MOCHEQOBATENSHOC T 000d)

Hapymienusi co cTOpOHBI MMMYHHOM CHCTEMBI

Annepruyeckas AnadunakTaye-
peakuus, CKHE peakLuu,
ayIeprudecKui BKJIIOYAst
JIEPMATUT, aHaduiakTu-
AHTMOHEBPOTUYE- YECKHUM OK
CKHI OTEK U

aJIepruuecKui

OTEK

Hapymienusi co CTOpOHbI HEPBHOM CHCTEMbI

l'onoBokpyxenne, | BHyTpuMosroBoe u
roJIoBHast 0OJTb BHYTPUYCPEITHOE
KPOBOM3ITUSTHHE,
00MOpPOK

Hapymennﬂ CO CTOPOHLI OpraHa 3p€Hus

KpoBouznusinue B
rias (BKITFOUAS
KPOBOU3JIUAHUC B
KOHBIOHKTHBY)

Hapyuienusi co CTOpOHBI cepaia

‘ Taxukapaus ‘

HapyuieHusi co CTOPOHBI COCY/I0B

CHmxeHne
apTepUaIbLHOTO
JIaBJICHMUS,
remaTroma

Hapymennﬂ CO CTOPOHBI JbIXaTeJbHOM CUCTEMbI, OpraHoB l"py)ll-[()ﬁ KIICTKH U CPEIOCTCHUSA

Hocogoe Do3uHOpUIBHAS
KpPOBOTEUYCHHE, ITHEBMOHUSI
KpPOBOXapKaHbe

Hapymeﬂml CO CTOPOHDI KEJTYTOYHO-KHIICYHOI0 TPAKTA

KpoBoTounBocTs CyxocThb BO pTY
JIECEH, KEIyIOYHO-
KHIEYHOE
KPOBOTEUYCHUE
(BKITFOUAS
peKTaIbHOE
KpOBOTEYEHHE),
Oomn B oOmactu
KEITyI0OYHO-
KHIIEYHOTO TPaKTa
u B KHUBOTE,
JHCTICTICHS,
TOINHOTA, 3amop’,
auapesi, pporta’

Hapymennsi co cTOpOHBI NEYECHH U KeTYeBbIBOASIIINX MyTei

TloBbilienne Hapymenune ¢ynk- | XKenryxa,
AKTUBHOCTH UM TICYEHH, MOBBIIIICHHE
TpaHCaMHHAa3 MIOBBIILICHHE KOHIICHTPALIH
KOHIICHTpAIHH KOHBIOTPOBaH-
omnmpyounHa, HOTO
MOBBIIIEHHE OounpyOuHa (mpu
AKTUBHOCTH COITyTCTBYIOLIEM
LIEJIOYHOU MOBBIILICHUH
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docparazp® aktuBHoctd | _AJIT |-
KpOBH, TOBHIIICHHUE | MK 03  HETro),
aktusHOCcTH I T'TA X0JIECTA3, TeIaTUT
(BKIIIOUAs
rernaTorneln-
JOJISIPHOE
MIOBPEXACHUE)
HapyuieHusi co CTOPOHBI KOKH M MOIKO0KHBIX TKaHel
Koxnbiit 3yn | KpanuBuuna Cunzipom
(BrITIOUAs CruBeHca-
HEYacThle cly4yau Hxoncona/
reHepanu30BaH- TOKCUYECKUM
HOT'O 3y/1a), KOKHas MHUIEPMaEHBIN
CBITIb, 3KXUMO3, HEKpOJIu3,
KOXKHBIC 71 DRESS-
MTOIKOKHBIE CHUH/IPOM
KPOBOUBIHUSHUS
HapyuieHnusi o CTOPOHBI MbIIIEYHOH, KOCTHOM U COCAMHUTEILHONH TKAHU
Bons B | 'emapTpo3 KpoBouznusinue B KommnaptmenT-
KOHEYHOCTAX MBIIIITY CHUH/IPOM KaK
CJIe/ICTBUE
KPOBOTEUCHHS
Hapymiennsi co cTOPOHBI NOYEK U MOYEBbIBOASIIUX MyTel
KpoBoreuenne u3 IToyeunas
YPOT€HHUTAITBHOTO HEI0CTaTOYHOCTh [
TpakTa  (BKIIFOYAs ocTpasi  MoYeyHas
reMaTypHIo u HEJ0CTaTOYHOCTD,
MeHopparuiot), BTOPUYHBIE K
HapyIIeHHe KPOBOTEUYECHUIO |
byHKIUU MoYeK JIOCTaTOYHBIE,
(BITIOHAS 9TOOBI MIPUBECTH K
TTOBBIIIICHHE runonepdysumu,
KOHIICHTpaIuu HedpomnaTus,
KpeaTHHHHA KPOBH, aCCOLIMMPOBaHHA C
TTOBBIIIICHHE MPHEMOM
KOHIICHTPAIIH AHTHKOATYJISTHTOB

MOYCBHHEI KPOBH

OO0uue HApYLIEHNSI M PeaKIIMU B MeCTe BBeJIeHUs

Jluxopamka®,
nepudepuvecKue
OTE€KH, CHIDKEHHUE
o0Imeil MBIEeYHO’
CWJIIBI M  TOHyCa
(BrirOUas cnabocTh
1 aCTCHHIO)

VxynmeHue
o0riero
CaMOYYBCTBHS
(BKITFOUAS
HEJIOMOTaHUE)

JlokanbHBIH OTEK”

JlaGopaTopHble M MHCTPYMEHTAJIbHbIE TaHHbIE

TToBeImIEeHNE
aktuBHocTH JIJITA,
HOBBIIIEHHE
aKTUBHOCTH
Tmase’,
HOBBIIIEHHE
aKTUBHOCTH
amMmaspl®

TpaBMbl, HHTOKCHKAIIUM U OCJI0KHEHUS MPOLETYP

Kposoreuenue

| Cocyaucras
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(MOCHEQOBATENSHOC T 000d)

mocjie  MpoLeayp ncesnoaneBpuzMa’

(BKJIFOWass  mocie-
OIIEPALMOHHY IO
aHEMUIO U
KpPOBOTEYEHHE W3
paHsl), ymuo,
BBIJEIIEHUE CEKpETa
U3 paHb’

: HaOmronmanmuch npu npodmiakTuke BTD y B3pocnbIX ManmeHTOB, MEPEHECHIMX IJIAHOBYIO OIEPALMIo 0 3aMeHe
Ta300eJPEHHOr0 CYCTaBa WIN KOJIEHHOTO CyCTaBa.

B. ma6bmonamicek npu neuennu TI'B, TDJIA u npodunaktuke peruauBos TI'B u TOJIA Kak OYeHb YaCTHIE Y JKEHIMH
MOJIOXKE 55 JeT.

C. HabmoJanuch Kak HeyacThle B PaMKaxX NPOQUIAKTHKM aTepOTPOMOOTHYECKMX COObITHI y manuenTtos mocie OKC
(Tocie YpeckoKHOTO KOPOHAPHOTO BMEIIATEIhCTBA).

* IlpuMeHsIICS peBapUTEIbHO 3a/laHHBIA BBIOOPOUYHBIM MOIXOX K cOOpY AAaHHBIX MO HEXKEIATEIbHBIM SBICHUSIM B
otaenbHbIX uccnenoaHusax |l das3el. Ha ocHOBaHMM aHanm3a MaHHBIX 3THUX MCCIEIOBAaHMI YacTOTa HEXEIATEIBHBIX
peaKnuii He MOBBICHIIACh, M HOBBIX HEXKENIATENbHBIX PEAKINH HACHTH()HUIIMPOBAHO HE OBLIO.

A

OnwucaHue OT/IENbHBIX HEKEIATSIbHBIX PEAKITHA

VYuuteiBasg (papMakoJOrMUECKUI MeXaHU3M [JeMcTBUSA, NPUMEHEHHE pHUBapokcabaHa MOXKET
COIIPOBO’KIATHCS MOBBIIIEHHBIM PUCKOM CKPBITOTO MJIM SIBHOTO KPOBOTEUEHHUS U3 JIFOOBIX TKaHEH U
OpPTraHOB, KOTOPOE MOXKET NMPUBOIUTH K MOCTTEMOpparndeckoil anemuu. [Ipu3HaKu, CUMIITOMBI U
CTENEHb TSDKECTH (BKJIIOYas JeTalbHbI uMCXol) OyAyT BapbUpOBaTh B 3aBUCHUMOCTH OT
JIOKaJN3aIH, MHTEHCUBHOCTH HJTM TIPOIOJDKUTEIHPHOCTH KPOBOTEUEHUS W/MITM aHEMHUH (CM. pa3aen
4.9.). B KIMHMYECKMX MCCIEJOBAHUAX KPOBOTEUCHMS W3 CIU3UCTBIX 000JI0YeK (a4 MMEHHO:
KPOBOTEUEHHE W3 HOCA, JECEH, YKEITyTOYHO-KUIIEYHOTO TPAKTa, MOYETIOJIOBONH CHCTEMBI, BKIIIOUAsI
aHOMAaJIbHOE BarMHAJIbHOE WJIM YCUIIEHHOE MEHCTpYalbHOE KPOBOTEUCHHE) M aHEMUS HAOII01aIUCh
yamie Mpu JJIUTEIHHOM JICUCHMH pPHUBapokcabaHoMm 1o cpaBHeHHio ¢ jeduennemM ABK. Takum
o0pa3oMm, B JONOJHEHHE K HaJUleKalleMy KIMHMYECKOMY HaOJIOJeHHI0, J1abopaTopHOe
WCCIIC/IOBAaHUE TeMOTTIO0MHA/TeMaTOKPUTa MOXKET OBITh 3HAYMMBIM JIJISl BBISABICHHS CKPBITHIX
KPOBOTEUEHHH M KOJIMYECTBEHHOM OLIEHKM KJIMHMYECKOW 3HAYMMOCTH SIBHBIX KPOBOTEUCHHUH B
cllydasix, KOTJa MPUMEHUMO. PHCK pa3BUTHS KpPOBOTEUYEHHH MOXXET OBITH MOBBIIICHHBIM Y
OIIpeJICJIEHHBIX TPYMI MalMeHTOB, HAImpuUMep, y MalUEeHTOB C TsKENOW HEKOHTPOJIUPYEeMOM
apTepUaANbHON TUTIEPTEH3UEH /WM TP COBMECTHOM IMPHUMEHEHHH C IperapaTaMy, BIUSIONIIMA
Ha remocrta3 (cMm. pasgen 4.4.). MeHCTpyallbHOE€ KPOBOTE€UEHHE MOXKET OBbITh OoJjiee OOMIIBHBIM
W/WITH TIPOIOJKUTEITHHBIM.

FeMoppar NYCCKUC OCJIOKHCHUA MOTYT MPOABJIATHCA B BUIC CJ'Ia60CTI/I, 6J'IC,Z[HOCTI/I,
T'OJIOBOKPYKCHUA, TOJIOBHOM OOJIM WM HEOOBSICHUMBIX OTCKOB, OJBIINIKKM HWJIM IIOKa, Pa3sBUTHUC
KOTOPOI'o HCJIb341 OOBSICHUTD APYruMu nNpuYrvHaMH. B HCKOTOPLBIX ClIy4dasaX BCJICACTBUC aHECMHUU
Ha6m0z1anncr, CHUMIITOMBI HMIIEMHUHU MHUOKapJad, TAKUC KaK 00b B rpyad ujid CTCHOKapaus.

HpI/I IMPUMCHCHUN pHBapOKca6aHa PETUCTPUPOBAIIUCH TAKUC HU3BCCTHBIC OCJIOKHCHHUSA, BTOPUYHLIC
IO OTHOHWICHUIO K TSXKCIIBIM KPOBOTCYCHHAM, KaK CHUHAPOM IMOBBIIICHHOI'O Cy6(1)aCIII/IaJ'II)HOFO
JaBJICHHUA (KOMHapTMCHT'CI/IHI[pOM) 1 Io4Y€4YHasd HCAOCTATOYHOCTH BCJIICICTBHUC FI/IHOHep(I)YSI/II/I.
Takum o6pa30M, CJICAYCT YYUTBIBATb BO3BMOKHOCTb KPOBOTCUYCHHA IIPHU OLCHKE COCTOAHUA JIF000T0
ManMueHTa, MOJIy4Yarouero aHTuKOaryJIdHThI.

eTH
Jlewenue BTO u npogunakmura peyuousog BTO

Orenka 6€30MacHOCTH y JIeTel U MOJPOCTKOB OCHOBAaHA Ha JAHHBIX MO O€30MaCHOCTH OTKPBHITHIX
UCCIIEIOBAaHUIM ¢ aKTUBHBIM KOHTposieM (nByx uccienoBanuit Il ¢aser u omuoro Il ¢dassr) c
yJacTHeM JeTell B BO3pacTe OT pokiaeHus a0 <18 ner. JlaHHple 0 6€30MacHOCTH OBLIU B IIEJIOM
COIIOCTAaBUMBIMH JUIsI pBapokcabaHa U IpernapaTta CpaBHEHHUs B Pa3IMUHBIX BO3PACTHBIX IpyImax
nereil. B nienom npoduie 6e3omnacHocty y 412 nerell M moApOCTKOB, MOMY4YaBUIMX pUBapoKcadaH,
ObUT aHaJIOTHYEeH NpoduiTo 6€30MacHOCTH, HAOII0JaeMOMY BO B3pOCIION MOMYJIALUH, U COXPAHSIICS
B pa3HBIX BO3PACTHBIX IPyMIax, XOTs OLEHKa OrpaHrYeHa HeOOIbIIUM KOJIMYECTBOM MaI[EHTOB.
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l'onoBuas 60m1b (oueHs yacro, 16,7 %), nuxopaaka (queHb qa&@&'%ﬂg%aﬁ&%mggﬁ%ﬁ e

(ouenn wacro, 11,2 %), pBora (ouens uvacro, 10,7 %), Taxukapaus (yacto, 1,5 %), moBbIlIeHHE
KOHIEHTpauuu Ounupyouna (dacto, 1,5 %) M moBbllIeHHE KOHIEHTPAIMH KOHBIOTHPOBAHHOTO
ounupyOuna (penko, 0,7 %) perucTpupoBaIMCh y MEAMATPUYECKUX MAIMEHTOB Yalle, 4YeM Yy
B3pocibix. Kak u Bo B3pocioii nmomynsiiuuu, MeHopparus Habmonanack y 6,6 % (4acro) neBodek-
MOJIPOCTKOB TOCiIe MeHapxe. TpomOonuTonenus, HabmogaeMasl B paMKax HOCTPErHCTPalluOHHOTO
MOHHUTOPHHIa BO B3pPOCJION MOMYJSIUU, B KIMHUYECKUX HCCIEAOBAHUAX CPEAM MEAUATPUUECKON
nomyJisnuy Habroanack yacto (4,6 %). HexenaTenpHble JeKapCTBEHHbIE PEAKLUU y AeTel Obun
B OCHOBHOM OT JIETKOH /10 YMEPEHHOM CTETIEHU TAKECTH.

Co00111cHKE 0 TOA03PECBAEMbBIX HEXKEIATCIHHBIX PEAKIIHIX

Baxxno cooOmate 0 MOM03pEBAaEMBIX HEXKEJIATEIbHBIX PEaKIHsIX II0CIEe  PETUCTPAIH
JIEKapCTBCHHOTO TIperapara C ILeibl0 O0EeCTeueHUs HEeMPEPHIBHOTO MOHUTOPHHTA COOTHOIICHHUS
«TOJIb3a — PHUCK» JIGKAPCTBEHHOTO TMperapata. MeIUIMHCKUM paOOTHUKAM PEKOMEHIYETCS
COO00IIATh O JIOOBIX MOI03PEBACMBIX HEXKEIATEIIBHBIX PEAKIIHMIX JIGKAPCTBEHHOTO Tperapara yepes
HallMOHAJIBHBIC CHUCTEMBbI COOOIIECHUS O HEXKEIaTeIbHbIX PEaKIUAX TOCYJapCcTB — YJICHOB
EBpa3niickoro 5KOHOMUYECKOTO COKO3a.

Poccuiickas ®@edepayus:

denepanbHas ciryx0a 1Mo Haa30py B cdepe 3npaBooxpanenus Poccuiickoit denepamnmm
109012, MockBa, CnaBsaHCKas mioiaip, 1. 4, ctp. 1

Temn.: +7 800 550 99 03

OnekrpoHHas moura: pharm@roszdravnadzor.gov.ru

Caiit: www.roszdravnadzor.gov.ru

4.9. Ilepeno3upoBKa

CuMOTOMBI

VY B3pocibIX OBUIM 3aperMCTPUPOBAHBI PEIKUE CiIydau nepeno3upoBku 10 1960 mr. B ciyuae
MEePeO3UPOBKH  HEOOXOIMMO TIIATENBPHO HAOMIONATh MAIMEHTa Ha MPEeIMEeT Pa3BUTHUSA
KPOBOTEUEHHH WM JpPYTrUX HEeXKeJaTeldbHbIX peakuui (CM. MyHKT «JledeHue KpoBOTEUEHUIl»
paznena 4.9). B cBA3M ¢ OrpaHMYEHHBIM BCAaChIBAaHHEM OXUJAeTcsl (OPMHUPOBAHHME ILIATO
KOHIIGHTpAlLlMU Tpenapara 0e3 JaJbHEeHIIero yBeIWYEeHUsl ero CpeJHeil KOHIEHTpaLuu B IIa3Mme
KpPOBH TIpH NPUMEHEHHH 03, MPEBBIMIAIONINX TeparneBTUYeckne, paBHbIX 50 Mr puBapokcabaHa
WM BBILIE Y B3POCIIBIX.

Jleuenue

JUis B3pOCHBIX CYLIECTBYeT crHeuuduyeckuil aHTUAOT (aHlekcaHeT aibda), OIOKUPYIOLIHHA
(hapmakoguHaMuueckuii 3 hekT puBapokcadaHa.

B cnyuae mepeno3upoBkH pHuBapokcabaHa sl CHI)KEHHUS BCACBHIBAHMS MOXET NPUMEHSTHCS
aKTUBUPOBAHHBINA yTOIb.

Jleuenue kposomeuenuti

Ecnu y manmeHra, mojy4aromiero puBapokca®aH, BO3HUKIO OCJIOXHEHHE B BHJIE€ KPOBOTEUECHMS,
CIICAYIOIIMIA TpUEM pHUBapOKcabaHa cielyeT OTIOXKHUTh WM, NpU HEOOXOAMMOCTH, OTMEHHTH
nedenue. [lepuoa mnomyBbIBeEHUS pHUBapoKcabaHa y B3POCHBIX COCTAaBISIET MPUOIU3UTEIHLHO
5—-13 yacos. Jleuenue HOKHO OBITH MHAMBUAYAIBHBIM B 3aBUCUMOCTHU OT TSKECTH U JIOKATU3ALUU
KpoBoTeueHus. [Ipy HEOOXOIUMOCTH MOMXHO MPUMEHSATH COOTBETCTBYIOILIEE CHMIITOMATUYECKOE
JeyeHre, TakKoe KaK MeXaHHuYecKas KoMIpeccus (Hampumep, MpU  TSKEIbIX HOCOBBIX
KpOBOTEUEHHSX), XHUPYPrMUECKUH TemMocTa3 C MpoIleaypaMd KOHTPOJIS  KPOBOTEUEHHS,
nH(Y3UOHHAsT Tepamus W TeMOJWHAMUYecKas TMOAJAepKKa, MPUMEHEHHWE TpenaparoB KpOBU
(3pUTPOLUTAPHON Macchl WM CBEKE3aMOPOKEHHOW IUIa3Mbl, B 3aBUCMMOCTH OT TOTO, BO3HHKIA
aHEeMUsl WK KOaryJIonaTHs) Ui TPOMOOIIUTOB.
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Ecnu mepeuncieHHble BBILIE MEPONPHUATHS HE MPHUBOIAT w%@&ﬁ@&%ﬁﬁ@%@%&ﬁj 19[%%'( /

OBITh Ha3HAYEH CIEIU(PUUECKUI aHTHI0T UHTHOUTOpa (akTopa Xa (aHIeKcaHeT ajbda), KOTOPBIHA
onokupyer  dapmakoguHamuyeckuii  dddext  puBapokcabaHa, WM cHEIU(UYECKHE
MIPOKOAryJITHTHBIE MTPETapaThl, HApUMep, KOHLIEHTPAT MPOTPOMOUHOBOTO KOMITJIEKCA, KOHIIEHTPAT
AKTHBHUPOBAHHOTO MPOTPOMOMHOBOIO KOMILIEKCa Wid pekombOuHantHb (aktop VIla (r-FVI1Iia).
OnHako B HAacTOAIIEEe BPEMs ONBIT MPUMEHEHHS JaHHBIX JEKAPCTBEHHBIX MPENapaToB y B3POCIBIX,
MOJTy4arOIIUX PHUBAapOKcabaH, BecbMa orpaHuucH. JlaHHBIE PEKOMEHJIAIMH TAaK)KEe OCHOBaHBI Ha
OTPaHUYEHHBIX HEKJIMHUYECKUX JaHHBIX. BO3MOXHOCTh TTOBTOPHOTO BBEICHUS PEKOMOWHAHTHOTO
dakropa VIla u TuTpoBaHHME 03Bl CIEAYET paccMaTpUBaTh B 3aBUCHMOCTH OT CHIIKCHHUS
aKTUBHOCTH KpOBOTEYEHHUS. B 3aBUCMMOCTH OT MECTHOM JOCTYHHOCTH, B CiIy4ae OOJBIIOrO
KPOBOTCUCHHSI CIIEYyEeT PAcCMOTPETh BO3MOXKHOCTh KOHCYJIBTAIMM CO CIICHUAIACTOM IO
KoaryJsiun (cM. paszaen 5.1.).

[Ipennonaraercs, uyTo npoTamMuHa cyiabpaT KU BuUTaMuH K He OKas3blBalOT BIIMSHUS Ha
AHTUKOATYJIIHTHYIO aKTUBHOCTh pHBapokcabaHa. VMeeTcs OTrpaHMYCHHBIH ONBIT MPUMEHEHHS
TPAaHEKCAaMOBOM KHCJIOTBI M OTCYTCTBYET OIBIT INPUMEHEHHS AMHMHOKAIIPOHOBOM KHCIOTBI H
alpOTHHUHA Y B3POCIbIX, MOIydYaroImuXx puBapokcaban. Hayunoe o6ocHOBaHKE 11€71€CO00Pa3HOCTH
WIM ONBIT IPUMEHEHUS CUCTEMHOIO I'€MOCTaTHYECKOIO Ipernapara JECMOIIPECCHH y IMalUEHTOB,
MOJIyYalOIUX pHUBapoKcadaH, OTCYTCTBYET. YUUThIBasE MHTEHCUBHOE CBS3bIBAHHWE C Oe€JIKaMH
IUIa3Mbl, 0KUAETCs, YTO pUBApOKCabaH He OyJeT BBIBOJUTHCS IIPU MPOBEIEHUH THAIIN3A.

eTH
JlanHbple y gaereil orpaHudyeHbl. [laHHble O 033X, NPEBBILIAIONIUX TEpareBTUYECKUE, Yy JeTel
OTCYTCTBYIOT.

[lepyox moNyBBIBEACHUS Yy J€TEH, CIPOTHO3UPOBAHHBIH C IOMOILIBIO  IOIMYJISIIMOHHOTO
(bapMaKOKHHETHYECKOTO MOJICIIMPOBAHMUS, KOPOUe, YeM Y B3pOCIbIX (cM. pa3aern 5.2.).

Jleuenue kposomeuenuil
Crneuuduueckuii aHTUAOT (aHACKCAHET aib(a), OJOKUpYrIHA (hapMakoJUHAMHYCCKHNA PPEKT
puBapokcabaHa, He pa3pelieH K MPUMEHEHHUIO Y JIeTeH.

OnpIT OpUMEHEHUS CHEHU(PUYECKUX MPOKOATYJISHTHBIX IpernapaToB (Hampumep, KOHLEHTpaT
IPOTPOMOMHOBOTO KOMIUIEKCA, KOHIIEHTPAT aKTHBUPOBAHHOTO MPOTPOMOMHOBOTO KOMIUIEKCA WM
pekomOuHanTHbI ¢GakTop VIla (r-FVIla)) y nereii, momy4arommx puBapokcabaH, BechMa
OTpaHHUYEH.

OTCyTCTBYET OIBIT IMPUMEHEHUsl MpoTaMuHa cyibdara, BuTaMuHa K, TpaHekcaMOBOW KHCIOTHI,
aMMHOKAIPOHOBOM KHMCJIOTHI U allpOTUHHMHA Yy JeTel, MOIyJyaroluX puBapokcadaH.

5. PAPMAKOJIOTMYECKUE CBOHCTBA
5.1. dapmakoaUHAMHYECKHUE CBOMCTBA

dapmakoTepaneBTHUECKasi Tpynmna: aHTUTPOMOOTHYECKHE CPENCTBA; TPSMbIE HHTHOUTOPHI
¢akTopa Xa.

Kox ATX: BO1AFO1

MexaHu3M J1eHCTBUS

PuBapokcabaH — BBICOKOCEIEKTHBHBIA MpsiMOW MHTHOUTOp (hakTopa Xa, 00jamaromuil BHICOKON
OMOIOCTYIHOCTBIO NP IpueMe BHYTphb. MHruOupoBanue ¢akropa Xa HapyllaeT BHYTPEHHUH U
BHEIIIHUM ITyTH KOAryJISAIIMOHHOTO Kackaja, MHTHOWpys oOpa3oBaHue TPOMOWHA U (POopMUpPOBAHNE
Tpomba. PuBapokcaban He HMHruOupyer TpoMmOMH (akTHBHpOBaHHBIA (akrop Il), a Taxke He
MIPOJIEMOHCTPHUPOBAII BIUSHUS HA TPOMOOIIMTEHI.

dapmakonnHamudeckue 3O EKThI
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COOTBETCTBYET SKCNEPTHOMY OTYETY

PuBapokcabaH oka3bIBaeT 10303aBHCUMOE BIMSHUE Ha MPOTPOMOMHOBOE BpeMsi, KOTOPOE XOPOIIO
KOppeIupyeT ¢ KOHLEHTpalusMH pUBapokcabaHa B ua3me kpoBu (I = 0,98), ecnu ans aHanusa
ucnons3zyercst Habop Neoplastin. Tlpu ucnons30BaHUM APYTHX PEAKTHBOB PE3yJbTaThl OYIyT
oruuatbed. [IporpoMOMHOBOE Bpems cielyeT H3MepsATh B CeKyHAax, MHockoinbky MHO
(MeXIyHapOJHOE HOPMAIN30BAaHHOE OTHOILIEHHE) OTKAIMOPOBAHO U BAaIMIUPOBAHO TOJBKO IJIS
MPOM3BOAHBIX KyMaprHHa U HE MOKET IIPUMEHATHLCS JUIA IPYTUX aHTUKOATYJISTHTOB.

VY manueHToB, MOMYYaIOUIMX pUBAapoKcabaH Ui JiedeHHs W NpouiakTUku peuuauBoB TI'B u
TOJIA, 5/95 mpouentwan maus nporpombuHoBoro Bpemenu (Neoplastin) gyepes 2—4 daca mocie
npuemMa TabyeTKu (T.e. Ha MakcuMmyMe 3¢ ¢dexta) BappbupyroT oT 17 10 32 cekyHn npu npueme 15 mr
puBapokcabaHa JBa pa3a B JieHb, U oT 15 1o 30 cexynn npu npueme 20 Mr puBapokcabaHa OJIMH pa3
B JIeHb. B mpomexyTke yepes 8—16 yacoB mocie npuema TadineTku 5/95 mpoleHTIIN BapbUPYIOT OT
14 no 24 cexynn npu npueme 15 mr 1Ba pasa B aeHb, 1 yepe3 18—30 yacoB nociie mpuema TabJIeTKH
— ot 13 5o 20 cexyna npu npueme 20 Mr oJIMH pa3 B JICHb.

VY nanuentoB ¢ ¢GuOpwIALMEd Tpeacepauil HEKJIANaHHOTO MPOMCXOXKICHUS, MPUHUMAIOLIUX
puBapokcabaH aisi NpoHIAKTUKN WHCYJIBTa U CUCTEMHOW TpoMO0odIMOonu, 5/95 mponeHTniu ams
nporpombunoBoro Bpemenu (Neoplastin) wepe3 1-4 yaca mocime mnpuema TabineTku (T.€. Ha
MakcuMmyMme 3¢ dekra) BapbupyrOT OT 14 10 40 CeKyH] y MalMeHTOB, MPUHUMAOIMX 20 MT OJUH
pa3 B JeHb, ¥ 0T 10 10 50 cexyHa y HNalMeHTOB ¢ HapylieHueM (PyHKIIUU MOYeK CpeHel CTeneHH,
INpUHUMAOIIKUX 15 Mr onumH pa3 B AeHb. B mpomexyrtke uepe3 16-36 uacoB mocie mpuema
TabyneTku 5/95 mpoueHTHIN BappupytoT OT 12 10 26 ceKyH[ y MalnueHTOoB, NpuHUMarommx 20 mr
OJIMH pa3 B JeHb, U OT 12 1m0 26 CeKyH] y MalMeHTOB C HapylIeHHEeM (YHKIIUH MOYCK CpeaHeit
CTETEeHH, MPUHUMAIOIIUX 15 MI OJIUH pa3 B I€Hb.

B  ximmHMYeckoM  (apMaKoIOTHYECKOM  HWCCICAOBAaHUM  M3MEHEHHs  (papMakoJUHAMUKH
puBapokcabaHa y 3J0POBBIX B3pPOCIBIX JA00pOBOJNBIEB (N = 22) ObUIO H3yYEHO BIUSHUE
omHOKpaTHBIX 1103 (50 ME/Kr) nByX pasnuyHbIX THIIOB KOHIIGHTpAaTa MPOTPOMOWHOBOTO
komiuiekca: 3-¢pakropHoro (daxropsr I, IX u X) u 4-dpakroproro (daxropsr I, VII, IX u X).
3-(akTOpHBIA  KOHIEHTpPAT NPOTPOMOMHOBOTO  KOMIUIEKCA CHU3WI CpPEIHHE 3HA4YCHUS
nporpombuHoBoro Bpemenu (Neoplastin), nmpumepno Ha 1,0 cexynmy B TeueHue 30 MHHYT 1O
CpPaBHEHHIO CO CHI)KEHHEM MpPHMEpPHO Ha 3,5 CEeKyH[bI, HAONIONAEMBIM IPH HCIOIH30BAHUU
4-(hakTOpHOTO KOHIIEHTpaTa MpOTPOMOMHOBOrO KomIulekca. HanpoTus, 3-(hakTopHBIN KOHLIEHTpAT
MIPOTPOMOMHOBOIO KOMILJIEKCAa OKa3zajd Oojiee BBIpa)KEHHOE M ObICTpoe o0Ilee BIMSHHUE Ha
00paTUMOCTh M3MEHEHUH B T'€HEpaluy 3HJOTCHHOro TPOMOMHA, 4eM 4-(paKTOpHBIM KOHIIEHTpaT
POTPOMOMHOBOTO KOMILTEKca (cM. paszen 4.9.).

Taxxke puBapokcaban pozo3aBucumo yBenuuuBaeT AYUTB u pesynprar HepTest; onnako »tu
napaMeTpsl HE PEKOMEHJyeTCs MCIONb30BaTh JUIsl OLIEHKH (apMakoAMHAMHUYECKOro 3¢¢ekrta
puBapokcabaHa. B mepuox mnedeHuss puBapoKcabaHOM TMPOBOAUTH MOHUTOPHHI MapaMeTpoOB
CBEPTHIBAHUS KPOBH B PYTHMHHON KJIMHMYECKOM NpakTUKe He Tpedyercs. OHaKo, ecau AJs 3TOro
€cTh KJIMHHYECKOe OOOCHOBaHHWE, KOHIIEHTpAlUs pHBapokcabaHa MOXET ObITh HM3MEpeHa INpHU
MTOMOIIM KaTHOPOBAaHHOTO KOJMUYECTBEHHOTO TECTAa aHTH-Xa aKTUBHOCTH (CM. paszen 5.2.).

Knunuyeckas 53pQexkTUBHOCTE U 6€30MacHOCTh

Ilpoghunaxmuxa uncyroma u cucmemHou mpomoOOIMOOIUU YV NAYUeHMos8 ¢ udbpuriayuel
npeocepouti HeKIanaHHO20 NPOUCXOHCOCHUS.

[IporpamMmMa KJIMHMYECKUX WCCICIOBAHWN pHBapoKcabaHa Oblia pa3paboTaHa IJisi TOTO, YTOOBI
nmokasarh 3((EeKTUBHOCTh pUBapokcabaHa B OTHOIICHWH MPOPUIAKTHKYA HHCYJIbTAa U CHCTEMHOU
TPOMOOIMOO0JINH Y TTAITUEHTOB C GUOPHILIAIIMEH TIPEACepIU HEKIIAITAHHOTO MMPOUCXOXKIACHUSI.

B o0GasoBom gBoiiHOM cienoM ucciaenoBannu ROCKET AF 14264 mnanuenrta ObLIn
pangoMu3npoBaHbl Ha ipueM 20 Mr puBapokcabaHa OJMH pa3 B JeHb (15 Mr oauH pa3 B A€Hb AJs
MAIMEeHTOB C KIupeHcoM KpeatnHuHa 30—49 mi/MuH) win Ha mpueM BapdapuHa, 103y KOTOPOTO
TUTPOBAJIM JI0 JOCTIKEHUs 1eneBoro 3nadeHuss MHO 2,5 (tepaneBTtuueckuii nuama3od ot 2,0 10
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nedeHus — 10 41 mecana. 34,9 % nanueHTOB MOJIy4aiay TEPANUIO AlETHIICAIUIIMIOBONH KHUCIOTOM,
11,4 % — moyyanu Tepanvio aHTHAPUTMUYSCKUMU Tipenaparamu kiacca |11, Bkimtouas aMmuogapoH.

PuBapokcaban He ycryman BapdapuHy O NEPBUYHONH KOMOMHHPOBAHHOW KOHEYHOH TOUKe
HMHCYJIbTa U CUCTEMHOUN TpOMO03IMOOIHH, HE CBA3AHHOM ¢ IEHTpaabHOM HepBHOM cuctemoit (LTHC).
B nonymsuuy, mnony4aBliel JIEYEHME COIVIACHO IIPOTOKONY, MHCYJbT WJIM CHCTEMHAas
TpoMO03MOoIHs npouzonuid y 188 manueHToB, moiy4yaBmMX puBapokcadas, (1,71 % B rog) u'y
241 namuenra, npuHuMasiiero Bapdapun, (2,16 % B rox) (otHomenue pucko (OP) 0,79;
95 % U, 0,66-0,96; p <0,001 ans runote3sl «He ycTynaeT»). Cpeau BceX paHIOMH3UPOBAHHBIX
MAIMeHTOB, MPOAHAIM3UPOBAHHBIX B COOTBETCTBHH C Ha3HaueHHbIM BMemateabctBoM (ITT),
MIepPBUYHbIE COOBITHS MPOU3ONLIN y 269 manueHToB, NoJy4YaBUINX puBapokcadaH, (2,12 % B ron) u
y 306 nmaruenToB, nonyyasiux Bapdapus, (2,42 % B rox) (OP 0,88; 95 % U, 0,74-1,03; p <0,001
JUISL THMOTE3bl «HE ycTymaer»; p = 0,117 mms rumoTesbl «IpeBOCXOIUT»). Pe3ynbTraTsl uis
BTOPUYHBIX KOHEYHBIX TOYEK, IPOBEPEHHBIC B UEPAPXUUECKOM MOPSJIKE B AaHAJIU3E B COOTBETCTBUU
C Ha3HAUYEHHBIM BMEIIATEIbCTBOM, MOKa3aHbl B Tabmure S.

Cpenu mnamueHtoB B rpymmne Bapdapuna 3Hauenuss MHO Haxomuimuch B TepaneBTHUUECKOM
nuanazone (ot 2,0 1o 3,0) B cpennem 55 % Bpemenu (Menuana 58 %; MeXKKBApTHIIbHBIN AHana3oH
ot 43 no 71). Dddexr puBapokcabaHa He pa3MyalICs HA YPOBHE IeHTpaibHOro T TR (BpeMs B
muanazone 1enesoro  MHO ot 2,0 mo 3,0) B KBapTWIAX OAMHAKOBOIO  pa3Mmepa
(p = 0,74 nns B3aumozelicTBus). B mpeaenax caMoro BHICOKOTO KBapTHIIS TI0 OTHOIICHHIO K LICHTPY
otHouieHue puckoB (OP) puBapokcabana 1o cpaBHeHHIO ¢ BapdapunHom cocrtasisuio 0,74 (95 %
I, 0,49-1,12).

YacTora BO3HMKHOBEHHUS OCHOBHOM KOHEUHOM TOUKM Oe3zomacHOCTH (OoJsiblIME€ M KIMHUYECKU
3HaYMMble HEeOOJIbIIMEe KPOBOTEYEHHUs) ObUIa COMOCTaBUMa B O0EHMX TIpymIax JedeHHus (CM.
Tab6muiy 6).

Tabmuma 5. Hdamsapie mo npodmito 3pQGEeKTUBHOCTH B KiuHHUYeckoM wucciemaoBanuu |l dassr
ROCKET AF
Hccnenyemas ITT ananu3 3¢ppeKTUBHOCTH Y NALMEHTOB ¢ pudpuIIAIHei
NonyJasiuus npeacepAnii HEKJIANMAHHOTO MPOMCXOXKICHUS
TepaneBTuyeckas PuBapokcadan Bap¢apun B n03e, OTHoOlIEHHE PUCKOB
n03a 20 mMr oguH pa3 B THTPOBAHHOM IO (95 % IN)
JeHb 1eJieBOMY YPOBHIO p-3HAaYeHHe,
(15 mr onuu pa3 B MHO 2,5 TecT HA
A€Hb /I (TepaneBTHYECKHUM IPEBOCX0CTBO
NALMEHTOB ¢ AUANA30H
yYMepeHHOH ot 2,0 10 3,0)
no“eIHOM YacroTa coObITHIl

HEIOCTATOYHOCTBIO) | (100 nanMeHTo-Jer)
Yacrora coObITHI
(100 nanueHTO-J1€T)

WHCYymsT M cHCcTeMHAas 269 306 0,88
TpoMO0IMOOIHS, HE 2,12) (2.42) (0,74-1,03)
ces3anHas ¢ [{THC ' ’ 0,117
WHCcynbT, cucTeMHas

TpOoMOOOMOOHSI,  HE 577 609 0,94
csazanHas ¢ [HHC, u (4,51) (4.81) (0,84-1,05)
CMEPTH  BCIEICTBHE ’ ’ 0,265

CCPACIHO-COCYAUCTOI'O
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B —— (A CAEOGBATEREROCTE 0004
NHcynbT, cucTemMHas
TpomMOOOMOONHs,  He
cesazanHas ¢ I[HC, 659 709 0,93
CMEPTh BCJIC/ICTBHUE (5,24) (5,65) (0,83-1,03)
CEPICUYHO-COCYAUCTOTO ! ' 0,158
3a00JIEBaHUS 51
nH(}apKT MHOKap1a
Nucynbt 253 281 0,90
(1,99) 2,22) (0,76-1,07)
' ' 0,221
CucremHas 20 27 0,74
TpOMOOIMOOIHS, HE (0,16) (0,21) (0,42-1,32)
cBszanHas ¢ [{THC ! ' 0,308
Nudapxr muokapaa 130 142 (O 7(;’9]:!- 16)
(1,02) (1,11) 0,464
Tabnuma 6. Jlamaeie mo mpodumo Oe3omacHocTH B KiuHWYeckoM wuccienoBanuu |11 dassr
ROCKET AF
Hccaenyemas IManueHTHI ¢ pUOpHILIsIIIUEN PeacepaAnil HEKJIATTAHHOTO
NOMyJISI s NPOMCXOKIAEHUT
TepaneBTuyeckas PuBapokcadan Bapdgapun B no3e, OTHoOLIEHHE PUCKOB
034 20 Mr oauH pa3 B THUTPOBAHHOM 110 95 % JIN)
aeHb (15 mr onun eJIEBOMY YPOBHIO )
pa3 B JieHb IS MHO 2,5 P-3nateHue
NMAIUEHTOB C (TepaneBTHYECKM A
YMepeHHOH ANANA30H
NOYe4YH O ot 2,0 110 3,0)
He0CTATOYHOCTEI0) YacToTa co0bITHII
Yacrora coObITHIi | (100 nauuenro-er)
(100 manueHTO-J1€T)
bonbpmine " 1,03
KIMHUYECKH 3HAYUMEIE 1475 1449 (0.96-1,11)
HeGOTbIIHE (14,91) (14,52) A
KPOBOTEUYCHHS 0,442
Bbonbmme 395 386 1,04
KPOBOTEUYCHHS (0,90-1,20)
3,60 3,45
( ) ( ) 0,576
CMmepTh BCIIEACTBHE 0,50
* 27 55
KPOBOTEUYEHHUS 0.0 0.49) (0,31-0,79)
(0.24) © 0,003
KpoBoreuenuss  u3 0,69
J)KU3HEHHO BayKHBIX 91 133 (0,53-0,91)
opraHoB* (0,82) (1,18) 0,007
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(OCAEDS E.-l-.TEi'ii:-i-j{ZRg/T:- 00
4

BuayTtpuuepennoe
KpOBOHU3IIUSHUE™* 55 84 (0,47-0,93)
(0,49) (0,74) 0,019
[Tanenne  ypoBHs 1,22
remMoriaoouHa* 305 254 (1,03-1,44)
(2,77) (2,26) 0.019
IlepenuBanue nByX
SPUTPOLUTAPHOM (1,01-1,55)
MAacChl WU LEIbHOMN (1,65) (1.32) 0,044
KpoBu™
Egg{;ﬁﬁ;};ﬂ 3HAUYUMBbIC 1185 1151 1,04
(0,96-1,13)
KPOBOTCUCHHSI (11,80) (11,37) 0.345
CmepTh oT BCEX 208 250 0,85
[IpUHH (0,70-1,02)
(1,87) (2,21) 0.073

) MOy AL [T U3yUCHHsI OC30MaCHOCTH, B IIEPHO/ JICUCHHS.
* HOMHUHAJILHO 3HAYUMOE

B nmonomnenne k wuccnenoBanuto (aser |1l ROCKET AF, Obuto mpoBelIeHO NPOCIEKTHUBHOE,
HEKOHTPOJIMPYEMOE  TMOCTPETHCTPAIIMIOHHOS  HCHWHTEPBEHIIMOHHOE  OTKPBITOC  KOTOPTHOE
uccaenoBanne  (XANTUS) ¢ 1meHTpanbHOM  OIEHKOW  KOHEUHBIX  TOYEK,  BKJIFOYAs
TpoMOOoIMOoMUeckue coObiTusi U OonbiiMe KpoBoTedeHUs. 6704 mammenTta ¢ uOpmIsAIHeH
Mpecepanii HEKJIamaHHOTO MPOUCXO0XACHUS OBLIM BKJIIOYEHBI B HCCIIEOBAHHME KIMHUYECKOU
MIPAKTUKH, B KOTOPOM HU3YYATUCHh MO MPOQPIIAKTHKE UHCYIbTA M CHCTEMHON TPOMOOIMOOIHH, HE
ceszanHoi ¢ [JTHC. Cpennue mokazatenu CHADS; u HAS-BLED B uccnemoBannun XANTUS
cocraBuiu 1,9 u 2,0 mo cpaBaeHHIO co cpeaaumu mokazarensmu CHADS, n HAS-BLED, paBHbiME
3,5 u 2,8 B uccnenoBanuu ROCKET AF, cootBercTBeHHO. bosbIinoe kKpoBoTeueHHE MPOU3OIIIIO B
2,1 cnydaeB Ha 100 manuenro-ner. CMepTeabHOE KpOBOTE€UEHHE ObLIO 3aperucrpupoBaHo B 0,2
ciydaeB Ha 100 manueHro-ier, a BHyTpuuepenHoe kposomsiausHue — B 0,4 cmydaeB Ha 100
nanueHTto-ier. WHCynbT uiam cuctemMHas TpomOosMOonusi, He cBszaHHas ¢ [IHC, Obum
3apeructpupoBansl B 0,8 cirydaes Ha 100 manueHTo-J€T.

OTi HAOMIOJCHHWS B KIMHAYECKOW TPAKTHKE COTJACYIOTCS C YCTAHOBJICHHBIM MpodriieM
0€30MMacCHOCTH T10 3TOMY MOKA3aHHIO.

B nocrpeructpalluOHHOM HEMHTEPBEHIIMOHHOM uccienoBanuu Oonee 162000 mauueHTOB ¢
bubpumsinued mpencepaAuii HEKIANaHHOTO MPOUCXOXACHUS W3 UEThIPEX CTpaH IMOIydalu
puBapokcabaH i NpoQUIAKTUKM HHCYJIbTa UM CUCTEMHOM TpombOosmbonuu. Yacrora
uiemMuueckoro wuHcynbTa cocrasmia 0,70 (95 % AU 0,44-1,13) ma 100 manueHTO-NeT.
KpoBoreuenus, npusenmme K TOCHUTAIM3ALMN, BO3HUKAIN CO cienyromend dacroroi Ha 100
naruenTo-net: 0,43 (95 % AU 0,31-0,59) nns BHyTpruepenHbix kpoBousnusuui, 1,04 (95 % AU
0,65-1,66) i KeNyAOYHO-KHINEYHBIX KpoBoreuenuid, 0,41 (95 % AU 0,31-0,53) mus
yporeHuTanbHbIX kKpoBoTeuenuit u 0,40 (95 % AU 0,25-0,65) ans apyrux KpoBOTEUEHUH.

THayuenmoi, nodsepearowuecs Kapouosepcuu

bbulo mpOBENEHO MPOCNIEKTHBHOE PAHIOMH3UPOBAHHOE OTKPBITOE MHOTOLIEHTPOBOE IOMCKOBOE
HCCIIeIOBaHME C 3acielIeHHON olleHKoM KoHeuHbIX Todek (X-VERT) ¢ yuactuem 1504 manuenTos
(kaKk Tex, KoMy JIe4eHUE MepopaTbHBIMU aHTUKOATYJISTHTAMU OBIJIO Ha3HAYEHO BIIEPBBIC, TaK U yiKe
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MOKa3aHa KapuOBepCHs, C IeNbI0 CpaBHEHMs puBapokcabaHa u antaronnctoB ButamuHa K (ABK)
B 1no3e, momobpanHor mo MHO (pamgomu3zanus B COOTHOIIEHWH 2:1), TPUMEHSEMBIX IS
NpoQUIAKTUKH ~ CEpICUYHO-COCYIUCTBIX  sBIEHUU. [IpUMEHSUTUCh  CIENyIONIHe  CTPaTeTHH:
YpECNHINEBOIHAA dXOKapauorpadus mociae 1-5 1gHelW mpeaBapUTEIbHONH aHTHUKOATYJISHTHOMN
Tepanuu WA TPAJAULMOHHBIN MOIX0/ K KapJAHOBEepCUU (HE MEHEe TpeX HEENb MPEeABAPUTEIHHOTO
neuenus). IlepBuyHas koHeuyHas To4yka 3(PGEKTUBHOCTH (BCE CIIy4ad WHCYJIbTA, TPAH3UTOPHOU
WIIIEMHYECKON aTaku, CHCTeMHOW TpomOoaMmOboimu, He cBsizanHoi ¢ [IHC, uadapkra Muokapaa u
CMEpTH BCIIEJICTBUE CEPACUYHO-COCYIUCTHIX MpHuunH) npousonuia y 5 (0,5 %) nmauueHtoB B rpymnmne
puBapokcabana (N = 978) m y 5 (1,0 %) marmentoB B rpynne ABK (n = 492; OP 0,50; 95 % AU
0,15-1,73; momudunupoBannas nomyisuus ITT). OcHOBHas KOHEUHass TOYKa O€30MacCHOCTH
(Oonmpmmoe kpoBoreuyenue) mpousomia y 6 (0,6 %) m 4 (0,8 %) mamueHToB B Tpymnmax
puBapokcabana (N = 988) u ABK (n = 499) coorBerctBenno (OP 0,76; 95 % AU 0,21-2,67;
nomyJsus 0e30macHocTH). B JTaHHOM TOMCKOBOM HCCIEIOBAHWU OBUIM MPOJIEMOHCTPUPOBAHBI
cornocTtaBuMble 3((HEeKTUBHOCTh U 0€30MaCHOCTh B IpyImax JiedeHus: puBapokcabana u ABK mpu
MIPOBEACHUU KapAHUOBEPCUH.

Hayuenmor ¢ Quopuriayueri npedcepoutl HEeKIANaAHHO020 NPoucxodcoenus, neperecuiue 4YKB co
CMeHmuposanuem

Br110 mpoBeneHo paHI0MU3UPOBAHHOE, OTKPBITOE MHOTOIIeHTpoBOE HccienoBanue (PIONEER AF-
PCIl) mnst cpaBHeHHsI 6€30MaCHOCTH JIBYX PEXKHMOB JO3WPOBAaHUS pHBapoKcabaHa B CPaBHEHUU C
onHuM pexkuMoM aosupoBanust ABK ¢ yuactuem 2124 manuenToB ¢ ¢pubpuiuianuen npeacepani
HEKJIAIIAaHHOTO  OpoucxoxaeHus, nepeHecmx YKB co creHTHpoBaHMeM 10  TOBOAY
aTepOCKJIepOTHUECKOro 3a0osieBanud. [laneHTsl ObUIM PaHIOMH3UPOBAHBI B cooTHOIIeHUU 1:1:1
g 12-mecsiunoit Tepanuu. Ilaumentsl ¢ uHcynbToM min THA B aHamHe3e He BKIIOYAIUCH B
UCCIIeIOBaHHUE.

I'pynna 1 nonyuyana 15 mr puBapokcabana ouH pa3 B JeHb (10 Mr oauH pa3 B JIeHb y HAllUEHTOB C
KK 30-49 mn/mun) u uaruburop penentopa P2Y12. I'pynna 2 nonyyana 2,5 Mr puBapokcabana
JIBa pa3a B JICHb M JBOWHYIO AaHTHUTPOMOOLMTAPHYIO Tepamuio (T.e. 75 Mr kionuporpena (Uiu
aJIbTepHATUBHBIN MHTHOUTOD perientopa P2Y 12) u aneTuiacaauimaoByr0 KUCIOTY B HU3KOM 7103€) B
tedenue 1, 6 win 12 MecsueB ¢ MocieayomuM nepexoaoM Ha 15 mr puapokcabana (10 mr ogun
pa3 B aeHb y nanueHtoB ¢ KK 30-49 mu/MuH) oguH pa3 B I€Hb C alleTUICATULMIOBOW KHCIOTON B
HuU3KoM goze. Ipymma 3 momywama ABK B ckoppekTMpoBaHHOW 03¢ W JBONHYIO
aHTUTPOMOOIIMTAPHYIO Tepanuio B TeueHue 1, 6 u 12 MmecslueB ¢ MOCIEAYIOIIUM MEepexooM Ha
ABK B CKOppEKTHPOBaHHOM J03€, C AlETUIICATUIMIOBON KMCIIOTOM B HU3KOU J103€.

IlepBuyHas KoHeyHass TOYka O€30MACHOCTH, CIy4YaW KIMHUYECKH 3HAYUMOTO KPOBOTEUCHMS,
3apeructpupoBana 'y 109 (15,7 %), 117 (16,6 %) u 167 (24,0 %) naruenToB B rpynmne 1, rpymre 2 u
rpynme 3, cootBeTcTBeHHO (oTHoueHue puckos [OP] 0,59; 95 % noepurenbhblii unTepsan [[11]
0,47-0,76; p <0,001, u OP 0,63; 95 % AN 0,50-0,80; p <0,001, cooTBeTcTBeHHO). BTOpHUHas
KOHEYHasi Touka (CyMMapHas 4YacToTa CepJeYHO-COCYAMCTBIX COOBITHMH: CMEpPTh BCIEACTBHE
CepACYHO-COCYTUCThIX MPUYMH, UHPAPKT MUOKapAa WIM MHCYJIbT) pa3Buiack y 41 (5,9 %), 36
(5,1 %) u 36 (5,2 %) mammenToB B rpymme 1, rpymnme 2 u rpymnmne 3, COOTBeTCTBeHHO. Kakblil u3
PEKUMOB pUBapoKcabaHa MoKa3ana 3HaYMMOe CHIKEHHME YacTOThI CIydaeB KIMHUYECKH 3HAYUMOTO
KpOBOTEUYEeHHs 1O cpaBHeHHIO ¢ Tepanueil ABK y manmeHtoB ¢ HekianaHHoW (uOpuuisiueit
npeacepauit, neperecmnx YKB co cteHTupoBanuem.

[Tepuunoit nienbio uccieqoBanns PIONEER AF-PCI sensutack onenka 6e3onacHocTy. J[aHHBIE TI0
3¢ (HEeKTHBHOCTH (BKIIOYAS TPOMOOIMOOTUYECKIE COOBITHS) B 3TOM MOMYISAIIUN OTPAHUYEHBI.

Jeuenue TI'B, TDJIA u npogunaxmuxa peyuousos TI'B u TOJIA

[IporpaMMa KIMHUYECKHX HCCIEAOBaHUN puBapokcabaHa Oblia pa3paboTaHa Ui JEMOHCTPALUU
a¢ddexTuBHOCTH pruBapokcabana B Havase jJedeHus: octporo TI'B u TOJIA, mponomkeHnn Tepanuu
u npodunaktrke peruausos TI'B u TOJIA.
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bonee 12800 manueHTOB MPHUHSIM Y4YacTHE B UYETHIPEX paH'/!{_J)'Mm-llzrp'gBaﬁ'HHx“KIBHTbbnprbvefﬂn'Hx

kuHnueckux uccnenoanusax Il ¢aser (EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension u
EINSTEIN Choice); kpome Toro, ObLI MpPOBEIEH IOMOJHUTEIBHBIA IPEIBAPUTEIHHO
CIUTAaHUPOBAaHHBIN oObenuHeHHbNd aHanu3 ucciaenoBanuii EINSTEIN DVT u EINSTEIN PE.
MakcumanbHast JUIMTEIbHOCTD JICYSHHUsT BO BCEX UCCIICIOBAHMSIX COCTaBHIa 21 MeCHIl.

UccnenoBanne EINSTEIN DVT mpoBomunocs ¢ yuactuem 3449 manumentoB ¢ octpeiMm TI'B ¢
LEeNbl0 M3Y4YeHHs] pUMEHEHUus puBapokcabaHa ais jedeHus TI'B u npodunakTHKu peruivBOB
TI'B u TOJIA (mauueHThl, y KOTOpbHIX Obl1a cumnToMHas TOJIA, uckiaro4yaauch W3 JAHHOTO
uccinenoBanusi). JIMTENbHOCTh JIEYEHHs] cocTaBisia 3, 6 wian 12 MecslleB B 3aBUCHUMOCTH OT
KJIIMHUYECKOU OIEHKH MCCIIeIOBATES.

B Tedenue nepBeIxX Tpex Hemenb JedeHus: octporo TI'B nmpumensics puBapokcaban 15 mr nBa pasa
B JIEHb, C TIOCJIEYIOIIUM NIEPEX0A0M Ha puBapokcadan 20 Mr OJIMH pa3 B JICHb.

Hccnenopanue EINSTEIN PE mpoBoaunochk ¢ yuactuem 4832 marueHToB ¢ octpoit TOJIA ¢ menbro
m3ydenus nedueHus TOJIA u npodunaktuku perpauBoB TI'B u TOJIA. JInurensHOCTh JeueHUs
cocraBisia 3, 6 unu 12 mMecsieB B 3aBUCUMOCTH OT KIIMHUYECKOM OIIEHKU HCCIIEI0BATENs.

B Tedenne mepBhIX TpeX HeNEIb HadaIbHOTO JieueHus octpoil TOJIA mpumensuics puBapokcadban
15 mr aBa pasa B JieHb, ¢ OCIEAYIOIIUM IEPEeX010M Ha puBapokcadban 20 Mr oJuH pa3 B JCHb.

B o6oux uccrnenoanusx EINSTEIN DVT u EINSTEIN PE cxema neuenust B rpymime mpernapara
CpaBHEHHUS BKIIOYAJla BBEJACHHUE dHOKCAllapHHa B TEUCHUE MO KpaliHel Mepe 5 JAHeW B cOUueTaHUM C
Tepanueld aHTaroHucToM BuUTamuHa K 10 TOCTHXKEHHS TEpanmeBTUYECKOTO YPOBHS TMOKa3aTems
I[IB/MHO (>2,0). lanee neuenue npoAoKaaoch aHTarOHUCTOM BUTaMuHa K, 103a koToporo Obl1a
CKOPPEKTUPOBAaHA TaKMM 00pa3oM, 4ToOb! moaepxkuBarh 3HadeHus [IB/MHO B tepaneBTHYecKOM
nmuaraszone ot 2,0 mo 3,0.

HUccnenosanre EINSTEIN Extension npoBoaumiiock ¢ yaactuem 1197 mamuentos ¢ TI'B nnu TDOJIA
c uenbto u3ydeHus mnpodunaktuku peruauBoB TI'B u TOJIA. JlnutensHOCTh N€UeHUS IS
MAIMEHTOB, 3aBEpIIMBIIMX OT 6 10 12 MecdAleB jedyeHHs BEHO3HOM TpoMO03MOOIMH, cOCTaBUIIA
JIOTIOJIHATENBHO OT 6 10 12 MecsueB B 3aBUCUMOCTH OT KJIMHUYECKOW OLEHKH MCCIIEN0BATEIIA.
[IpoBoauiiocs cpaBHEeHUE puBapokcabana 20 Mr oJIMH pa3 B I€Hb U MJ1aneoo.

B wuccnemoBanumax EINSTEIN DVT, PE wu EINSTEIN wucnoms3oBamuch OIUMHAKOBLIE
MIpeIBAPUTENILHO OIpE/IeTICHHbIE IEPBUYHBIE U BTOPUYHbBIE KOHEUHBIE TOUKU 3((HEKTUBHOCTH.
IlepBuyHOit  KOHeyHOM TOYKOW 3(p¢dekTuBHOCTH ObUT  cUMOTOMHBIN  peruauB  BTD,
OTIpeIeSABIIUICS Kak COBOKYMHOCTh peunauBa TI'B wnm ¢atanpHoil unu HedatanpHoi TOJIA.
BropuuHass koHe4Has Todka OINpenesiach Kak COBOKYMHOCTh peuuaua TI'B, HedaTampHON
TOJIA u cMepTH OT BCeX IPUYUH.

B uccnenoBanun EINSTEIN Choice 3396 nanueHTOB ¢ MOATBEPXICHHBIMH CHMITOMHbIME TI'B
u/nmn TOJIA, 3aBepmmBIIMX 6—12 MecsleB JIEYEHHUs] aHTUKOArYJISTHTAaMH, U3ydallch HA MpEeAMET
npodunaktuku aransHoi TOJIA unu HedaranbHbIX cUMOTOMHBIX peruauBoB TI'B mnmu TIOJIA.
[TarmeHTHl, KOTOPHIM OBLJIO TOKa3aHO NPOAODKEHHWE AHTUKOAryJISHTHOM Tepanmuu B
TEpaNeBTUUECKUX J103aX, HCKIIOYAINCh W3 HccaenoBaHus. lIpomomknuTenbHOCTh  JIeYEHMS
coCTaBisuIa 10 12 MecsIeB B 3aBUCUMOCTH OT WHAMBHUIAYAJTBbHON NaThl paHAOMM3AIMU (MEIUaHa:
351 nenb). PuBapokcaban B 1o3e 20 Mr ouH pa3 B CyTKH U puBapokcabaH B 103e 10 Mr oauH pa3 B
CYTKHU CPaBHUBAJIN C allETUJICAIAIMIIOBON KUCI0TOM B 03¢ 100 Mr ouH pa3 B CyTKH.

IlepBuyHOit  KOHeYyHOM TOYKOW 3(p¢deKTUBHOCTH ObUT  CUMNOTOMHBIN  peruauB  BTD,
oTpeeNABIIUICS Kak COBOKYNMHOCTh peruanBa TI'B wnu daransHoi min HedaTtanbHoit TOJIA.

B wuccnenoBanuu EINSTEIN DVT (cm. Tabnuiy 7) ObUl0 TOpOAEMOHCTPUPOBAHO, YTO
puBapokcabaH He ycrynaer sHokcanapuny/ABK mo nepBuuHO#l KoHeUHON Touke >PPEKTUBHOCTH
(p <0,0001 (Tect Ha He MeHbInyO pdexruBHOCTh); OP: 0,680 (0,443-1,042), p = 0,076 (Tect Ha
peBOCXO0NCTBO)). IlpeaBapuTensHO oOmNpeneneHHas 4YHhcTas KIMHWYECKas BhIrojga (NMepBUYHAS
KOHEeYHasi ToYKa 3(P(PEKTUBHOCTH M CIyyau OOJIBIIOrO KpOBOTEUeHHsI) Oblja 3aperucTpUpOBaHa C
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OP 0,67 (95 % JIU: 0,47-0,95), HoMuHATBHOE 3HAuCHHE D L-U-007)1 8 TON3Y PHEADORCAOAHA.

3nauenus MHO Haxonunuce B TepaneBTHUECKOM auana3zoHe B cpeaHeM 60,3 % BpemeHu ais
CpelHel IPOJOJKATENbHOCTH JeueHus 189 nueit u 55,4 %, 60,1 % u 62,8 % Bpemenu B rpynnax,
npoasieHHoro Ha 3, 6 u 12 MecsieB Je4yeHus, cOOTBETCTBeHHO. B rpymme snokcanapun/ABK ne
OBLJIO YETKOW CBSI3M MEKYy YPOBHEM CpeHEro IeHTpasibHOro T TR (BpeMs B guama3zoHe IIeJIEBOTO
MHO 2,0-3,0) B TepTwisix OAMHAKOBOIO pa3Mepa U vactoToil peuuauBoB BT (p = 0,932 nns
B3auMoJieiicTBusl). B mpenenax camoro BBICOKOTO TepTWiIs OTHOcUTEIbHO weHTpa OP ans
puBapokcabaHa 1o CpaBHEHHIO ¢ BapdapuHoM cocTasisuio 0,69 (95 % JIU: 0,35-1,35).

YacToTra BO3HUKHOBCHHUSI INEPBHYHONW KOHEYHOW TOYKH O€30MACHOCTH (CIIy4aun OOJBIIOTO WIIU
KIIMHUYECKH 3HAYUMOTO HEOOJIBIIOT0 KPOBOTEYCHHUS), a TAK)KE BTOPHYHOW KOHEYHOH TOYKHU
0e30macHOCTH (CTydan OOJIBIIIOTO KPOBOTEUCHHMS) ObliIa CXOXKEH JUIsl 00EUX TPYIII JICUSHUSI.

Tabnmuma 7. Jlanasie mo mpoduito 3ddextuBHOoCcTH M Oe3omacHocTu B uccinenoBanuu |1 dassr
EINSTEIN DVT
Hccaenyemass momyisuus 3449 nauMeHTOB C CUMIITOMHBIM OCTPBIM TPOMO030M
rJ1y0OOKHX BeH
TepanesTHueckass 1032 M PuBapoxcaéan® Duoxcanapun/ABKP)
NPOAO/KMTEJIbHOCTD 3, 6 uim 12 mecsinen 3, 6 uam 12 mecsinen
JreteHms N =1731 N =1718
CHUMIITOMHEBIN peuuiuB 36 51
BTO* (2,1 %) (3,0 %)
CHUMNTOMHBIA peLUIUB 20 18
TOJIA (1,2 %) (1,0 %)
CUMIITOMHBIA pELUANB 14 28
TI'B (0,8 %) (1,6 %)
Cummromasie TOJIA u 1 0
TI'B (0,1 %)
daranpHas 4 6
TOJIA/cmepTs, npu (0,2 %) (0,3 %)
KOTOpOH HEIb3s
nckirounts TOJIA
Bonpmoe WM KIMHUYECKU 139 138
3HAYNMOE HeOOoIIbIIoe (8,1 %) (8,1 %)
KPOBOTCUCHHE
Ciyuyan 60J1B1IIOTO 14 20
KPOBOTCUCHHSI (0,8 %) (1,2 %)

a) PuBapokcaban 15 mr aBa pasa B JieHb B T€USHHE 3 HENIENb, C IOCIEAYIONINM TIepeXxo oM Ha 20 MT OJIMH pa3 B JI€Hb.
b) DHoKCcanapuH B TeueHHE 10 MEHbILEH Mepe 5 IHEei, ¢ OMHOBPEMEHHBIM U NoceaytomuM npuemom ABK.

*p <0,0001 (ue MeHbwmas 3pdexTHBHOCTS A1 3apaHee ompeaenenHoro OP 2,0); OP: 0,680 (0,443-1,042), p = 0,076
(IpeBOCXOACTBO).

B uccrnenopannu EINSTEIN PE (cm. Tabnuiy 8) Ob110 IPOAEMOHCTPHPOBAHO, YTO pUBApOKCabaH
He ycrynaer sHokcanapuHy/ABK mo mepBuuHOl koHewHoi Touke dddextuBHocTr (P = 0,0026
(tect Ha He MeHbllylo s¢dexktuBHocTs); OP: 1,123  (0,749-1,684)). IlpenBaputenbHo
ompejeNieHHas 4YucTas KIWHUYECKas BbIroja (MepBUYHAs KOHEYHass Touyka 3((HEKTHBHOCTH U
ciydad OOJIBIIOTO KPOBOTeueHHMs ) Oblia 3apeructpuposana ¢ OP 0,849 ((95 % JAU: 0,633-1,139),
HOMHHANBbHOE 3HaueHue P = 0,275). 3nauennss MHO Haxoaumuch B TEPaeBTUYECKOM JHMAINa30HE B
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cpeaHeM 63 % BpeMeHU MJIsl CpeTHEN MPOJOJKUTEIHHOCTH n'eqle;'{;i';l %@Ei’éﬁ%ﬂé:ﬁ‘%cgf%%%}j

% BpeMeHM B TIpyIINax, MPOAJIEHHOTO Ha 3, 6 u 12 MecsieB Je4eHHs] COOTBETCTBEHHO. B rpyrre
sHoKcanapuH/ABK He ObUTIO YeTKOH CBSI3U MEXKIY YPOBHEM CpPeAHETo IeHTpanbHOro T TR (Bpems B
nuanasone nenesoro MHO 2,0-3,0) B TepTuisIX OAMHAKOBOIO pa3Mepa M 4YacTOTOM peLuaAMBOB
BTD (p = 0,082 nns B3aumopeiicTBus). B mpeaenax caMoro BBICOKOTO TEPTHIISI OTHOCHUTEIBHO

nentpa OP mist puBapokcabaHa o cpaBHeHHIO ¢ BapdapuHom coctasisiio 0,642 (95 % [AU: 0,277—
1,484).

YacrtoTa BO3HUKHOBEHHUS TEPBUYHONW KOHEYHOW TOUYKH O€30MacHOCTH (ciydaud OOJBIIOTO WIIH
KJIIMHUYECKH 3HAYUMOI'0 HEOONBIIOTO KPOBOTEUEHHs) ObLIa HECKOJIBKO HIKE B TPYMIE JICUECHUS
puBapokcabanom (10,3 % (249/2412)), uem B rpynne sedenus sHokcanmapuHoM/ABK (11,4 %
(274/2405)). Yacrora BTOpPUYHON KOHEUHOM TOYKHM Oe3omacHOCTH (ciaydad OOJBIIOrO
KpOBOTeUeHHs) OblIa HmXe B rpymnmne puBapokcabana (1,1 % (26/2412)), uem B rpymme
sHokcanapuna/ABK (2,2 % (52/2405)) ¢ OP 0,493 (95 % [AU: 0,308-0,789).

Tabnuma 8. [lannwsie mo mpoduito 3ddextuBHOCTH M Oe3omacHocT B uccinenoBanuu |1 dassr
EINSTEIN PE
Hccaenyemasi momyJisuus 4832 nauueHTa ¢ ocTpoii cumnrToMHoi TIJIA
TepanesTHueckasi 103a PuBapoxcaéan® Auokcanapun/ABKP)
MPOAOJIKUTETLHOCTD 3, 6 nam 12 mecsineB 3, 6 muam 12 mecsiueB
JICCHHA N =2419 N =2413
CUMIITOMHBIN penuInB 50 44
BTO* (2,1 %) (1,8 %)
CUMIITOMHBIA  pelUaAUB 23 20
TOJIA (1,0 %) (0,8 %)
CUMITOMHBIA  PELUIUB 18 17
TI'B (0,7 %) (0,7 %)
Cumnromusle TOJIA u 0 2
TI'B (<0,1 %)
®daranpHasA TOJIA/
CMEPTh, TIPU  KOTOPOM 11 7
HEeNb3s UCKIIOYUTH (0,5 %) (0,3 %)
TOJIA
Boinbiioe miM KIMHUYECKH 249 274
3HAYMMOE He0OJIbIII0e
KPOBOTCUCHHE (10,3 %) (11,4 %)
Cnyuan OOJIBIOTO 26 52
KPOBOTCUCHHS (1,1 %) (2,2 %)

a) PuBapokcaban 15 Mr n1Ba pasa B IcHb B TeUCHHUE 3 HEAEIb, C IOCICAYIONNM TepexoaoM Ha 20 MT OJIMH pa3 B JICHb.
b) DHoKcanapuH B TeueHHE 10 MEHBIINCH Mepe 5 JHEH, ¢ OTHOBPEMEHHBIM U MocIeay oM npuemom ABK.
*p <0,0026 (1e MenbInast >3pPeKTUBHOCTS JUIs 3apanee onpeaenernoro OP 2,0); OP: 1,123 (0,749-1,684).

bbul mpoBeneH mnpeaBapUTENIbHO CIUIAHUPOBAHHBIA OOBEJUHEHHBIH aHadM3 KOHEUHBIX TOYEK
uccnenosanuii EINSTEIN DVT u PE (cm. Tabmnuiy 9).
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Ta6mz1ua 9. ﬂaHHBIe 1o HpO(l)I/IJ'IIO B(b(l)eKTI/IBHOCTI/I T-O€30TacHOCTI UGbc,u,yu-lcnnluU aHanm3a B
uccnenoBanusx Il ¢assr EINSTEIN DVT u EINSTEIN PE

Hccaenyemast monyassuusi 8281 manuent ¢ octpbiMu cumMunToMubIMH TT'B nim TIJIA
TepanesTnueckas 1032 W PuBapokcadan® Juokcanapun/ABKY
MPOJOJIKUTETLHOCTD 3, 6 wim 12 mecsinen 3, 6 uam 12 mecsinen
JeYeHHus N = 4150 N =4131
CHUMIITOMHBIN penuanuB 86 95
BTO* (2,1 %) (2,3 %)
CUMIITOMHBIA  peLlUANB 43 38
TOJIA (1,0 %) (0,9 %)
CUMOTOMHBIA  pelUANB 32 45
TI'B (0,8 %) (1,1 %)
Cumnromusle TDJIA u 1 2
TI'B (<0,1 %) (<0,1 %)
®daranpHas TOJIA/
CMepTh, IIPU KOTOPOIi 15 13
HEJIb3sI UCKITFOYHUTH (0,4 %) (0,3 %)
TOJIA
bompiioe mnm KIIMHUYECKH 388 412
3HAYNMOE HEOOJIBIIIOE 9.4 10.0 %
KPOBOTCUCHUEC (9.4 %) (10,0 %)
Cinyuau 0OJIBLIOTO 40 12
KpOBOTECUYECHUS (1,0 %) (1,7 %)

a) PuBapokcaban 15 mr aBa pasa B JieHb B T€UEHHE 3 HEJIENb, C TOCIEAYIONINM Tepexo oM Ha 20 MT OJIMH pa3 B JIEHb.
b) DHokcanmapuH B TeueHne MO MEHbIIIEH Mepe 5 IHEl, ¢ OHOBPEMEHHBIM U mocnenyomumM npuemom ABK.
*p <0,0001 (ue menbiast 3pPeKTUBHOCTH Jyis 3apanee onpenenernoro OP 1,75); OP: 0,886 (0,661-1,186).

[IpenBapuTelbHO ONpEIEICHHAs 4YHCTas KIMHUYECKas BHITOJa TEpPBUYHAS KOHEYHAs TOYKa
3¢ (HEeKTUBHOCTH IUTIOC Cclydau OOJBIIOrO KPOBOTEYEHHS) OOBEIMHEHHOTO aHaiu3a ObLia
3apeructpupoBana ¢ OP 0,771 ((95 % JAU: 0,614-0,967), nomunansHoe 3uadenue p = 0,0244).

B uccrnenopannu EINSTEIN Extension (cm. Tabnuiy 10) prBapokcabaH mpeBOCXOIiI Manebo mo
MEPBUYHBIM W BTOPUYHBIM KOHEYHBIM ToukaMm d¢ddexruBHOCTH. YacToTa BCTpEYaeMOCTH
NEPBUYHOM KOHEYHOM TOYKHM Oe30MacHOCTH (ciayyau OONBIIMX KPOBOTEUEHUH) YMCIEHHO ObuLIa
HE3HAYUTENEHO BBIIIC y TMAMEHTOB, TOJTYYaBIINX TEPANUi0 puBapokcadaHoM B go3e 20 MT oauH
pa3 B JieHb, 10 CPAaBHEHUIO C IU1anedo0. BropuuHas koHeuHas Touka 6e30MmacHOCTH (OoJbLINe WIH
KIIMHAYECKH 3HAYUMble HEOOJBINNE KPOBOTEUYEHHS) ITOKa3aysa Ooyiee BBICOKYIO YacTOTy Yy
MAIMEeHTOB, MOJYYaBIINX TEPANUI0 pUBapoKcabaHoOM B 03¢ 20 Mr OJIMH pa3 B I€Hb, 10 CPABHEHUIO
¢ mware6o.
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Ta6mz1ua 10. ﬂaHHBIe 10 HpO(i)I/IJ'IIO 3(1)(1)6KTI/IBHOCT —-6e30macHoCcTIT B MCCIICOAOBaHT HH (i)aébl
EINSTEIN Extension

1197 nauneHTOB, NPOAOKMBIIHNX JieYeHHe U MPOPUITAKTHKY
Hccaenyemas nonyasauus .
peuuIuBOB BEHO3HOI TPOMO03MO0IMH

TepaneBTH4eckasi 103a U PHBapOKcaﬁaHa) ILnane6o
MPOAOJIKUTETLHOCTD 6 niu 12 mecsinen 6 niau 12 mecsieB
JIeYeHHs N = 602 N = 594
CHMITOMHBIH peuuanuB 8 42
BTO* (1,3 %) (7,1 %)

CUMIOTOMHBIA  pelUINB 2 13

TOJIA (0,3 %) (2,2 %)

CUMIITOMHBIA  pelUaANB 5 31

TI'B (0,8 %) (5,2 %)

daranpHas TOJIA/

CMEPThb, MpPU KOTOPOM 1 1

HeJb3s HUCKIIOYNUTH (0,2 %) (0,2 %)

TOJIA
Cnygan 0OJIBIIOTO 4 0
KPOBOTECUYECHUS (0,7 %) (0,0 %)
Knunuuecku 3HAYUMOe 32 7
HEOOJIBIIIOE KPOBOTECUEHUE (5,4 %) (1,2 %)

a) PuBapokcaban 20 Mr oJiMH pa3 B JCHb.
*p <0,0001 (mpeBocxoxactro), OP: 0,185 (0,087-0,393).

B uccrnenoBannu EINSTEIN Choice (cm. Tabaumy 11) puBapokcaban B mo3ax 20 mr u 10 mr
npeBocxoaui aneruicaunmioByto kuciaoty (ACK) B go3e 100 Mr rmo nmepBUYHON KOHEYHOM TOUYKE
spdextuBHOCTH. OCHOBHAs KOHEYHas TOYKa O€30macHOCTH (cioydau OONBIIOTO KPOBOTEUEHUS)
Obl1a CXO0Xel y MalueHTOoB, NOMyYyaBIINX puBapokcada B go3ax 20 mMr u 10 Mr oauH pa3 B JI€Hb,
1o cpaBHeHUI0 co 100 Mr aneTuiIcanuuuIOBOH KUCIOTHI.

Tabmuma 11. [Jannbie o npodmito 3¢dexkTuBHOCTH U O6e3omacHocTH B ucciaenoBanuu I dassr
EINSTEIN Choice

Hccaenyemas 3396 nanneHTOB, NPOAOKMBIINX NPO(PHUIAKTHKY PelHIHMBOB

NonyJasius BeHO3HOH TpoM003IMO0/ UM

T PuBapokcadan PuBapokcadan ACK

mg)aaneBanecxaﬂ 20 mr 1 pa3 B 1eHb 10 mr 1 pa3 B geHb 100 mr 1 pa3 B 1eHb
N =1107 N =1127 N =1131

Mennana

IPOJOJKUTEIBHOCTH

JIeYCHHS 349 [189-362] nueit | 353 [190-362] must 350 [186—-362] nneii

[MexKBapTHIBHBII

JIAIa3oH |

CUMIITOMHBIN 17 13 50

peunaus BTO (1,5 %)* (1,2 %)** (4,4 %)
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CuMITOMHBIN 6 6
peunaus TOJIA (0,5 %) (0,5 %) (1,7 %)
CuMITOMHBIN 9 8 30
peunaus TI'B (0,8 %) (0,7 %) (2,7 %)
®daranpHas
TOJIA/  cMmepTh,
npu KOTOPOM 2 0 2
HEJb34 (0,2 %) (0,0 %) (0,2 %)
UCKIIIOUUTh
TOJIA
CuMITOMHBIH
peunInB BTO,
WHGBAPKT MHOKapja, 19 18 56
MHCYJIBT WK
cHCTEeMHas (1,7%) (1,6 %) (50%)

TpoMOOIMOOIHs, HE
cBszanHas ¢ [THC

Cnydan  GOJIBIIOTO 6 5 3
KpPOBOTCUCHUSI (0,5 %) (0,4 %) (0,3 %)
Knuanuecku

3HAYUMOE 30 22 10
HEOOJIBIIIOE (2,7 (2,0 (1,8)
KPOBOTCUCHHE

CHUMIITOMHEBIN

peuuaue BTO wnu

0obIIOE 23 17 53
KPOBOTCUCHHE . o

(III/ICTaSI (2’1 %) (115 %) (4’7 %)
KJIMHAYECKAS

BBITO/1A)

* p <0,001 (mpeBocxoactBo) Pusapokcadan 20 Mr oauH pa3 B jaeHb mo cpaBHeHuto ¢ ACK 100 mMr oauH pa3 B J€Hb;
OP = 0,34 (0,20-0,59).

** p <0,001 (mpeBocxoactBo) PuBapokcaban 10 Mr ogun pa3 B aeHb 1o cpaBHenuto ¢ ACK 100 mMr onuH pa3 B JI€Hb;
OP =0,26 (0,14-0,47).

+ PuBapoxcaban 20 Mr onuH pa3 B JeHb Ho cpaBHeHuto ¢ ACK 100 mr oxun pa3 B neHs; OP
p = 0,0009 (HoMHHATEHOE).

++ PuBapokcaban 10 mr ogud pa3 B neHb mo cpaBaeHuto ¢ ACK 100 mr onun pa3 B nens; OP = 0,32 (0,18-0,55),
p <0,0001 (HomMuHANBHOE).

0,44 (0,27-0,71),

B nononnenue x nporpamme uccienoBanuit Il paser EINSTEIN Obu1o npoBeeHO NMPOCTIEKTUBHOE
HEMHTEPBEHLIMOHHOE OTKpPbITOE KoroptHoe uccienoBanue (XALIA) c¢ neHTpanbHON OLIEHKOMN
KOHEUHBIX TOYEK, BKIIO4as peuuauB BTD, Oonbinoe KpoBOTeUeHHE W CMepTh. B mccienoBanue
KIMHUYECKOW MPAaKTUKU ObUIM BKIOYeHbl 5142 manmenta ¢ octpeiM TI'B s usydenus
JOJITOCPOYHON O€30MacHOCTH pUBapokcabaHa MO CPAaBHEHUIO CO CTAHJAPTHOM aHTHKOATYJISIHTHOM
tepanueil. Yacrora Gosbuioro kpoBoredeHus, penuauBa BTD u cMepTu oT Bcex NMpUUYUH IS
puBapokcabana cocrasuna 0,7 %, 1,4 % u 0,5 % coorBeTcTBeHHO. BBIITN paznuuus B MCXOAHBIX
XapaKTepUCTUKAaX TMAalMeHTOB, BKJIIOYas BO3PACT, paKk M HapylleHue QyHKUuMM mouek. Jlus
KOPPEKTUPOBKU MCXOAHBIX MEXIPYHIOBBIX Pa3IM4Ui HCIIOJIb30BAJICS 3apaHee CIIaHUPOBAaHHBIN
cTpaTU(GUUMPOBAaHHBII TOA00p MO HWHAEKCY CcOoOTBeTCTBUSA. HecMoTps Ha 3TO, OCTaTOYHOE
UCKaKEHHE MOIJIO0 BIUATH Ha pe3ynbraThl. CkoppektupoBanHble OP, cpaBHuBaromue

32



o NE E SOTE b A4S0
ot 0606 2025 N2 14339

— AT

P N e
— | LI - | - =i o AE
pUBapokcabaH W CTAaHAAPT JIEYEHHs B OTHOLICHUM Gonpmott RbdEo T snh - DA A BT 3 b

COOTBETCTBYET SKCNEPTHOMY OTYETY

CMEpTH OT Bcex mpuuuH, coctasunu 0,77 (95 % AU 0,40-1,50), 0,91 (95 % AU 0,54-1,54) u 0,51
(95 % AU 0,24-1,07) cOOTBETCTBEHHO. DTHU Pe3yibTaThl KIMHUYECKON MPAKTUKE COTJIACYIOTCS C
YCTaHOBJICHHBIM PO uIeM 0€30MacHOCTH JIJIsl JAHHOTO TTOKa3aHUS.

B mocrperucrpaninoHHOM HEWHTEPBEHIIMOHHOM wHcciieqoBanun Oojnee 40000 manmueHTOB U3
4eThIPEeX CTpaH 0e3 paka B aHAMHE3e IMOyYalld pPUBApOKca0aH Ui JICUYCHUS WIH TMPO(UIAKTUKA
TIB u TOJIA. Yacrora coOprtuii Ha 100 manueHTO-IET I CUMIITOMHBIX/KIMHAYECKU
BEIpaXEHHBIX ~ BTO/TpoMO0IMOONMYECKIX  COOBITHIA, TPHUBOIIMIMX K  TOCIHUTAIH3AINH,
BapsupoBaia ot 0,64 (95 % AU 0,40-0,97) B BenukoGpuranuu no 2,30 (95 % AU 2,11-2,51) B
['epmanun. KpoBoreueHus, npuBOAsIlKME K TOCIUTAIU3AIMN, BOSHUKAINA CO CIEAYIONICH 4acTOTOM
Ha 100 mamuento-net: 0,31 (95 % AU 0,23-0,42) nns BHyTpudepenHbix KpoBousnusiHui, 0,89
(95 % AU 0,67-1,17) ans xenymouHO-KUIICUHBIX KpoBoTedenui, 0,44 (95% AN 0,26—0,74) nns
yporenutaiabHbIx kKpoBoTeueHuit u 0,41 (95 % AU 0,31-0,54) nns apyrux KpoBOTEUEHUH.

eTH

Dapmarxoounamuueckue 3¢hphexmot

[MporpomounoBoe Bpems (Neoplastin), AUTB u antu-Xa akTUBHOCTb, U3MEPEHHAS C TIOMOIIBIO
KaTMOpOBAaHHOTO KOJIMYECTBEHHOT'O TECTa, TECHO KOPPEIHPYIOT C KOHLEHTPALMSIMHU B ILJIa3Me
kpoBu y pnered. Koppemauus Mmexny aHTH-Xa aKTHBHOCTBIO M IUIA3MEHHOM KOHLEHTpauuen
SBJIAETCS JMHEHMHONW C TAaHTeHCOM YIJIa HakJIOHa NOpsAMod, Omu3kuM K 1. MoryT BO3HHKAaTh
WHIVBUAYATBHBIC PACX0XICHUS 00Jiee BBICOKUX HIIM 00JIee HU3KUX 3HAUYCHUH aHTH-Xa aKTUBHOCTH
[0 CPAaBHEHUIO C COOTBETCTBYIOIIMMH KOHIEHTpAlMSAMU B IJla3Me KpOBU. B mepuop nedeHus
puBapokcabaHoM He TpeOyeTcss MPOBOJUTH MOHUTOPUHT IapaMETPOB CBEPTHIBAHHUS KPOBH.
Opnako, eciayu AJig 3TOTO €CTh KIMHUYECKOoe 00OCHOBaHHE, KOHIIEHTPAIMU pHUBapoKcadaHa MOTYT
OBITh W3MEPEHBl B MKI/JI TIPH IOMOIIM KATMOPOBAHHBIX KOJMYECTBEHHBIX TECTOB AaHTH-Xa
akTuBHOCTH (cM. Tabmuny 14 B pasnmene 5.2. nns Auamna3oHOB HAOMIOJaeMbIX KOHIIEHTPAIMid
puBapokcabaHa B mia3Me KpoBH y aerei). [Ipu mcmonb30BaHNM TecTa aHTH-Xa aKTHBHOCTH IS
KOJIMYECTBEHHOUW OIEHKH KOHIEHTpalui puBapokcabaHa B IJIa3Me€ KPOBU Yy JeTell HeoOXOIMMO
YVYHUTHIBATh HIDKHUN TIpeNeNl KOJIMYECTBEHHOW OICHKH. [loporoBble 3HAYEHUS JII KPUTEPHUCB
3¢ (HEeKTUBHOCTU M 0€30MACHOCTH HE YCTaHOBIICHBI.

Knunuuecxas s¢pgpexmusnocme u 6e3onacnocmeo

Jlewenue BTO u npogunakmuka peyuousog BTD y nayuenmos demckozo 8o3pacma

bbuto mpoBenieHo 6 OTKPBITHIX MHOTOLIEHTPOBBIX MCCIEAOBAHUN C y4acTHEM JieTel, B KOTOpbIE B
o01eM ObUTM BKJIIOUEHBI 727 neteit ¢ moaTBepxkaeHHOW ocTpoit BT, n3 koTophix 528 nomyyanu
puBapokcaban. J[o3a puBapokcabaHa, KOTOpasi IpUMEHSIACh y JETel OT poXKaeHus a0 <18 ner,
ObuIa CKOPPEKTUPOBaHA MO Macce Tejla U MPUBOJAWIA K ASHCTBUIO pUBapoKkcabaHa, aHAIOTUYHOMY
npu npueme 1036l 20 Mr puBapokcabaHa OJUH pa3 B JE€Hb y B3pocibix manueHtoB ¢ TI'B, uto
noATBepiKaeHo B uccnenoBanuu 11 passr (cm. pasmen 5.2.).

EINSTEIN Junior — panioMu3upOBaHHOE, OTKPHITOE MHOTOIIEHTPOBOE KJIMHUYECKOE HCCIICI0BAHNE
Il a3l ¢ akTHBHBIM KOHTposieM ¢ ydacTheM 500 manueHToB (B BO3pacTe OT POXKACHUS /10
<18 ner) ¢ moxarBepxkeHHOM ocTpoil BTO, u3 xotopsix 276 nereil Oblim B Bo3pacte oT 12 10
<18 ner, 101 pebenok — ot 6 g0 <12 net, 69 nereit — ot 2 10 <6 et u 54 peGeHka B BO3pacTe 10
2 Jier.

BTD knaccugunmpoBanach kak karerep-accoruupoBanHas BTD (90/335 mamuentoB B rpymme
puBapokcabana, 37/165 manueHTOB B TpyIIe Mpemapara CpaBHEHHUs), TPOMOO3 BEH TOJIOBHOTO
Mo3ra M cuHycoB (74/335 mamnmeHTOB B Tpymnme puBapokcabana, 43/165 manueHToOB B rpymme
npernapata cpaBHeHMs]) uiaM kak apyrue BTD, Bxmowas TI'B u TOJIA (He xarerep-
acconmupoBanHas BTD, 171/335 maumenToB B rpymme puBapokcabana, 85/165 mauueHTOB B
rpynne npenapara cpaBHenus). Haubonee pactipoctpanennoit BTO y neteit ot 12 o <18 net Obuia
He KaTerep-accoruupoBanHas BTD y 211 gereit (76,4 %); y nereit ot 6 o <I2 ner u or
2 1o <6 mer — TpoMOO3 BEH TOJIOBHOTO MO3ra W CHHYCOB y 48 nmereir (47,5 %) u y 35 nereit

33



e T T T = T L = L R e ] T e
COOTBETCTEY SKCNEPTHOMY OTYETY
B

ot 0606 2025 N2 14339

CCTENOBRATE Nk MOCTL. 004
(50,7 %) COOTBETCTBEHHO; y AETEH Miaame 2 JIET — KareTep dtollmpoRHnm BTy 37 ek

(68,5 %). B rpynme puBapokcabana He ObUIO JeTeill Miaamie 6 MecsleB C TPOMOO30M BEH
TOJIOBHOTO MO3ra W CHHYCOB. Y 22 MalMeHTOB ¢ TPOMOO30M BEH T'OJIOBHOTO MO3Ta M BEHO3HBIX
cunycoB Obuia nHeknus LTHC (13 manuentoB B rpymnmne puBapokcadana u 9 manueHToB B IpyIiIe
nperapara CpaBHEHUS ).

BTD Obwia crnpoBOLMpOBaHA IOCTOSHHBIMH WM BPEMEHHBIMH (DakTOpaMH pHUCKAa MM HX
COBOKYITHOCTBIO Y 438 (87,6 %) nereit.

[TarueHTHl TIONMyYanW HAaYallbHOE JICYCHHE TEPANEBTUYECKUMH J03aMHU HE(PPAKIMOHUPOBAHHOTO
rermapuHa, HU3KOMOJIEKYJISIPHOTO remapuHa uiu (oHAanapuHykKca B TE€YEHHE MO KpaiiHeill mepe
5 aHel, mocie 4ero ObUIM paHJI0MU3UPOBAHBI B COOTHOIIEHUHU 2:1 WK B rpynmny puBapokcabaHa B
7103€, CKOPPEKTUPOBAHHOM 10 Macce Teja, WU B TPYIIy npenapara cpaBHenus (remapunsl, ABK) B
TEYEHUE OCHOBHOTO MEpHOJIa JIeUeHUs!, cocTaBuBIero 3 mecsia (1 mecs yist geteit muaaiie 2 jJet
¢ kareTep-accoruupoBanHoii BTD). B cinydae kmmHUYECKOH OCYIIECTBUMOCTH B KOHIIE OCHOBHOTO
Mepuo/ia JEUYCHUs MPOBOAWIACH MMOBTOPHAS BU3YalIU3allMsl COCYJ/OB; MEpPBUYHAs MPOBOJMIIACH HA
JTane BKJIIOYEHHs] B HccienoBaHue. Ilocime 3Toro mpuem wuccieayeMoro mpemnapara MOr ObITh
MIPEKpaIieH WK, MO PEUICHUIO UCCIIEA0BATEIS, MPOAOHKAICS CYMMapHO 70 12 mecsues (s aetei
MJiaamie 2 JeT ¢ KaTeTep-accounnpoBannoit BT no 3 mecsies).

[lepBuyHOii KOHEUHOW TOYKOW 3(dekTnBHOCTH OBLIa YacTOTa CHMNOTOMHOrO permauBa BTD.
IlepBuyHOM KOHEYHOM TOYKOH Oe3zomacHOCTH Oblla KOMOMHMpPOBAHHAs YacToTa OOJIBLUIMX U
KIMHAYECKN 3HAYMMBIX HEOONBIIMX KpOBOTeUeHHH. Bce KoHeuHble TOYKH S((EKTUBHOCTH U
0€30I1aCHOCTH LEHTPAJIU30BAHHO OLICHWBAINCh HE3aBUCHUMBIM KOMHTETOM, JJsi KOTOPOro ObLIO
3aCJeIJICHO pachpe/esieHHe MAalUMeHTOB MO TpynmnaM JiedeHus. Pe3ynbTarhl 3QpQeKTHBHOCTH |
Oe3onmacHOCTH npuBeaeHbI B Tabnumax 12 u 13 Hrke.

Peunnus BTD npousomien y 4 u3z 335 nmanreHTOB B rpymnie puBapokcadana 'y 5 uz 165 nmauueHTon
B rIpymnme cpaBHeHHsA. KoMOMHMpOBaHHas yacToTa OOJBLIOTO KPOBOTEYEHHUS U KIMHUYECKU
3HAYMMOTr0 HEOOJBIIOro KpoBoTeueHus: orMeuanack y 10 u3 329 nmarmentoB (3 %), mosrydaBimx
puBapokcaban, u y 3 u3 162 mamuentoB (1,9 %), momyuaBmux mpemapat cpaBHeHus. Yucras
KJIMHUYEcKasi BbIrojla (KOMOMHHMpOBaHHAs 4acTOTa CUMITOMHOro peuuauBa BTD u Oonbuioro
KpOBOTeUEeHHsI) OTMEUeHa y 4 u3 335 mauueHToB B rpymnie puBapokcabana u'y 7 u3z 165 naunueHToB
B IpyIe cpaBHeHus. PekaHanuzanys BeHbl pU MOBTOPHOM BHU3yalu3aluu Habmoaanach y 128 u3
335 panMeHTOB IpH JIEYEHHUU puBapokcabaHoMm U y 43 u3 165 manueHToB B rpyIme mpenapara
CpaBHEHHsI. DTH Pe3yJbTaThl ObLTH B IIEJIOM COMOCTABUMBIMHU Y JETE€H Pa3HBIX BO3PACTHBIX TPYIIIL
B rpynne puBapoxcabana 6sut0 119 nereit (36,2 %) ¢ m00bIM KpOBOTE€UEHHEM, BO3HHMKIIUM Ha
¢done Tepanuu, a B TpymIe npenapara cpaBHeHus — 45 aereit (27,8 %).

Tabmuua 12. Jlanasle nmo npoduio 3¢¢GeKTUBHOCTH puBapokcabaHa M NpemnapaTra CpaBHEHUS B
KOHIIE OCHOBHOT'O IT€pUO/ia JEUCHUS

Cob PuBapokcadan Ipenapat cpaBHeHus
o0bITHE
N = 335* N = 165*

P BT 4 >

ELUIUB D (mepBHYHAs KOHEYHAs TOYKa (1.2 %. 95 % I (3.0 %. 95 % I
3¢ (HEeKTUBHOCTH)

0,4 % — 3,0 %) 1,2 % — 6,6 %)

KombuuupoBanHas KOHEYHas TOYKA: 5 6
cumnToMHubiil peruauB BTO + Geccumntomuoe | (1,5 %, 95 % AU (3,6 %, 95 % 1N
yXyIIEHNE TPH TOBTOPHOM BU3yaIn3aiuu 0,6 % — 3,4 %) 1,6 % — 7,6 %)
KomOunupoBanHas KOHEYHas! TOYKA: 21 19
cumnToMHbI penuaus BTD + 6eccumnromuoe | (6,3 %, 95 % JIN (11,5 %, 95 % AU
YXyALIEHUE + OTCYTCTBUE HU3MEHEHHUU IIpU 40%—-9,2 %) 73%-17,4 %)
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cUMOTOMHBI  peuuauBs BTO +  Oonbioe
KPOBOTEUCHME (YUCTasl KJIMHUYECKAsl BBIN0J1A)

(1,2 %, 95 % JI1
0,4 % — 3,0 %)

HOBTopHOﬁ BU3yaJIU3allun W TEABATEITBAULTE I-I?qu.:l
, ) 128 43
CKaHaJIn3anus BCHBbI Ipu IMOBTOPHOU (38,2 %, 95 % I[I/I (26,1 %’ 95 % Z[I/I
BU3yalin3allun
33,0 % — 43,5 %) 19,8 % — 33,0 %)
KOM6I/IHI/IpOBaHHaH KOHEYHas TOYKa. 4 7

(4,2 %, 95 % JIN
2,0 % — 8,4 %)

Tpom00AIMOOIHMST ~ JIETOYHON  apTepuu €O
CMEpTEIbHBIM MUJIM HECMEPTEIbHBIM UCXO0J0M

1
(0,3 %, 95 % JI1
0,0 % — 1,6 %)

1
(0,6 %, 95 % JI1
0,0 % — 3,1 %)

*[moaHas BLI60pKa IJIA aHaJin3a, T.€. BCC A€TH, KOTOPLIC ObLIH pPaHOOMU3UPOBAHLI.

JU = noBepUTenbHbIA UHTEPBAIL.

Tabnuma 13. JlanHabie o mpoduito 6€30MacHOCTH pUBapoKcabaHa U IIpernapara CpaBHEHHS B KOHIIE

OCHOBHOI'O II€proaa JCUCHUA

3HAYNMOE
(mepBuvHast

KPOBOTCUYCHUC + KIIMHUYECKHU
HeOobIIoe KPOBOTCUCHHE
KOHEYHas TOuKa 0€3011aCHOCTH)

(3,0 %, 95 % JI1
1,6 % — 5,5 %)

Cob PuBapokcadan IIpenapar cpaBHeHus
o0bITHE

N = 329* N =162*
KomOuHupoBaHHass KOHEYHash TOYKa: OOJIbIIOE 10 3

(1,9 %, 95 % TN
0,5 % — 5,3 %)

bonbiioe KpPOBOTCUCHHUC

0
(0,0 %, 95 % JI1
0,0 % — 1,1 %)

2
(1,2 %, 95 % JI1
0,2 % — 4,3 %)

Jltoboe kpoBoTeueHHE, BO3HUKIIEE Ha (oHE

119 (36,2 %)

45 (27,8 %)

Tepannunu

*BpIOOpKA /IS aHaIH3a 0€30MaCHOCTH, T.€. BCE JCTH, KOTOPhIe OBUIM PAHIOMU3UPOBAHbBI U MOYYHIIH [0 KpaitHel mepe
OJIHY 7103y MCCIIEIYeMOTo JIeKapCTBEHHOI0 IIpenapara.

[Ipodune sddexTrnBHOCTH U 0e30MaCHOCTH puBapokcabaHa OBLT B IEJIOM COMOCTAaBUMBIM Y
neauarpudeckoi nomnynsuuu ¢ BTO u B3pocnoii nonynsuuu ¢ TI'B/TDJIA, onHako cooTHOLIEHHE
MAIMEHTOB € JIOOBIM KPOBOTEYEHHEM OBbLIO BBINIE B Meauarpuueckod mnomymsimuu ¢ BTO mo
cpaBHEHUIO ¢ B3pocinoil nomymsiiuedn TT'B/TOJIA.

IaneHTh! ¢ TPOWHBIM HO3UTUBHBIM aHTU(HOCHONUINUAHBIM CHHAPOMOM BBICOKOTO pUCKa

B cmoHcupyemoM  mcciemoBareneM — PaHIOMH3MPOBAHHOM — OTKPBHITOM — MHOTOIIEHTPOBOM
HCCIIEIOBAaHUM C 3aCJICIUIEHHON OIIEHKOM KOHEUHBIX TOYEK PUBApPOKCAOaH M3ydalicsl B CPaBHEHHUH C
BappapMHOM Yy TAIIMEHTOB C TPOMOO30OM B aHaMHE3e, Yy KOTOPBIX JIHArHOCTHPOBAH
aHTU(POCHONUMUIHBIA  CHHAPOM C  BBICOKUM  PHUCKOM  TPOMOOIMOOJIMYECKHX  COOBITHMH
(TTIOJTOKUTENBHBIA PE3yNBTAT IUTSI BCEX TPEX TECTOB Ha aHTU(OCHOIHMITUAHBIN CHHIPOM: HATMYHE
BOJIYAHOYHOTO aHTUKOAryJISTHTA, AaHTUTEI K KapIUOJUIIUHY ¥ aHTUTEN K OeTa-2-TITUKONpOTenHy ).
[Tocne Bxmrouenuss 120 mamueHTOB HCCleAOBaHUE OBUIO MPEKPALIEHO JOCPOYHO IO MPUYHHE
MOBBIIEHHOW YacTOThl COOBITUHA y TAlUMEHTOB B rpynmne puBapokcabana. CpemHsis
MPOJIOJDKUTENIBHOCTh  TepuoAa HaOMIoAeHusT coctaBwia 569 pgHeit. 59 mamueHTOB ObUH
paHJIOMU3HPOBaHBI B TPYyMITy puBapokcabana B g03e 20 mr (15 Mr s manueHToB ¢ KINPEHCOM
kpeatuHuHa <50 mu/muH) u 61 — B rpynny Bapdapuna (MHO 2,0-3,0). Tpombosmboanueckue
coOpiTus mpomzonud y 12 % manueHToB, paHAOMU3MPOBAHHBIX B TPYIIy pUBapokcabaHa
(4 wmemMuuYecKUX WHCYJIbTa W 3 WHpapKTa MHOKapnaa). Y TalueHTOB, PaHJIOMH3HUPOBAHHBIX B
rpynmny BapdapurHa, cOOBITHS He ObUIM 3aperuCTPUPOBaHBL. bolbIioe KpOBOTEUEHHE MPOU3OILIO Y
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4 nanuentos (7 %) U3 TPYNIBI puBapokcabana u 2 ma wenros'(396) I Vit HAb b D 2004

5.2. dapmakoKkMHeTHYEeCKHe CBOICTBA

AOGcopOrus
[IpencraBiennast HKe HHPOPMAIUS OCHOBAHA HA JAHHBIX, ITOJIYYCHHBIX BO B3POCIBIX MMOMYJISIINH.

Puapoxcaban 6bicTpo BcachiBaeTcs; Cmax JocTUraeTcs yepes 2—4 yaca mocie npuemMa TadiaeTKu.

[Ipu nmpueme BHYTpb B BuE TaOIeTOK B 103UpoBKe 2,5 Mr u 10 Mr puBapokcabaH BCAachIBacTCA
MIPAKTUYECKH IOJHOCTBIO, MPU 3TOM ero OnoaocTynHocTh Bbicokas (80—-100 %) nesaBucUMO OT
npuema nuimy. COBMECTHBIN ¢ nuineil mpuem puBapokcabana B go3e 2,5 mr u 10 Mr He BIusieT Ha
AUC u Cnax puBapokcabaHa.

B cBs131 CO CHIDKEHHOM CTEMIEHBIO BCACHIBAHUS, TIPU MPUEME TaOIETOK JO3UPOBKOM 20 MI' HaTOIaK
Habo1anach OuonocTynHocTh 66 %. [Ipu npueme TabneTok puBapokcadana 103upoBkoit 20 Mr Bo
Bpems enbl oTMeuanock ysenudenue cpenneit AUC Ha 39 % mo cpaBHEHHIO ¢ IPUEMOM TaOJIeTKH
HATOILAK, T[OKa3blBasg NPAKTHUUECKH TIOJHOE BCACHIBAHUE U BBICOKYIO OHOJOCTYIHOCTD.
PuBapokcaban B 1o3upoBkax 15 mr u 20 Mr cieyer npuHUMAaTh BO BpeMst efibl (cM. paszaen 4.2.).

dapmMakOKMHETHKA pUBapoKcabaHa MPaKTUYECKU JIMHEHHa B 103aX A0 15 Mr oAuH pa3 B JA€Hb NIPU
npreMe Hatomak. B ycinoBusix mpuema puBapokcabana B BUje Ta0IeToOK A03upoBkoi 10 mr, 15 Mr
u 20 Mr Bo BpeMs eJibl HaOmo1aeTcs 10303aBUCUMOCTb. [Ipu Gosiee BHICOKMX J03aX pUBapoKcabaH
JIEMOHCTPHPYET a0COPOIHIO, OTPAaHMYEHHYIO PACTBOPEHHEM, C YMEHBIICHHOW OMOOCTYITHOCTHIO H
CHMKEHHOH CKOPOCTbIO a0COPOILIMH ITPU MOBBIIIEHUH J103bI.

dapMakOKMHETHKA  pUBapoKcabaHa  XapaKTepH3yeTCs  YMEPEHHOH  MEKWHIUBUIYaTbHOU
BapnabeIbHOCTHIO (BapHallMOHHBIN KO3 dunnenT) B ruanazone ot 30 mo 40 %.

BcaceiBanue puBapokcabaHa 3aBUCUT OT MECTa BBICBOOOXKICHUS B JKETYIOYHO-KUIIICYHOM TPAKTE.
Camwxkenre AUC 1 Cmax Ha 29 % 1 56 % COOTBETCTBEHHO HaOJII0IAJIOCh MPHU BBICBOOOXKICHUH
rpaHyJiAiTa pUBapoKcabaHa B MPOKCUMAIBHOM OTJ/EJEC TOHKOW KHUIIKH B CPaBHEHUH C MPHEMOM
1enoi TabneTku. DKCIO3UIIMs TpernapaTa eile 0ojee CHUXKAaeTcs MPU BBEICHUU pHBapokcadaHa B
JTUCTALHBIA OT/IENT TOHKOW KWINKH WU BOCXOJAIIYI0 OOOJOYHYI0 KHINKY. TakuM o0Opa3om,
cienyet u3deraTh BBEICHUs puBapoKcabaHa JUCTalbHEE KEeTyKa, IOCKOIbKY 3TO MOXET MOBJIEeYb
CHIDKCHHE BCACBIBAHHSI M, COOTBETCTBEHHO, IKCIIO3UITNH pUBapOKcabaHa.

buonoctynaocts (AUC u Cmax) puBapokcabana 20 Mr mpu npuemMe BHYTPb B BUJI€ U3MEIbYCHHOM
TaOJIETKH B CMECH C SOJIOYHBIM MIOPE WM CYCIIEHAMPOBAHHOW B BOJIE, @ TAK)K€ MPHU BBEICHHUU
gyepe3 KeIyJOUYHBbIH 30HA C MOCIEAYIOIIMM MPUEMOM >KUAKOIO MUTaHMsA Oblda CpaBHMMa C
OMOJO0CTYTHOCTBIO (20 (0)71 Ta0JIETKHU. YuutsiBas MPEACKa3yeMbll  J0303aBHCUMBIN
(bapMakoKMHETHYEeCKMH  Mpodmib  puBapokcabaHa, pe3yibTaThl JAHHOTO  HCCIEOBAaHUS
OMOJOCTYTHOCTH MPUMEHUMBI TaK)Ke U K 00Jiee HU3KUM J103aM pUBapoKcadaHa.

Pacnpenencnue

Cas3piBaHue ¢ O€JKaMU IUIA3MBI y B3POCIBIX BBICOKOE M COCTaBIsieT MmpuoOimsutensHo 92-95 %,
OCHOBHBIM  CBSI3BIBAIOIIMM KOMIIOHGHTOM  SIBIISIETCS ~ CHIBOPOTOYHBIM  anbOymuH. OO0BbeM
pacrpenenenus (Vss) — yMepeHHbIH, Vss COCTABISET MPHOIHU3UTENBHO 50 1.

buotpancdopmarus u snuMuHaNMs

VY B3poCHBIX MalMEHTOB MPHU MpUEME pUBapokcabaHa MPHOIU3UTENBHO 2/3 103bI MOJABEPTAIOTCS
MeTa0oIM3My M B JajibHEWIEM BBIBOAATCS PABHBIMHM YAcCTSIMHM TOYKAMHM M uepe3 KUIICYHHK.
OcraBmasics 1/3 npuHSTON 036 BHIBOJAUTCS MOCPEACTBOM NMPSAMOM MOYEHYHON HKCKPELUU B BUAE
HEM3MEHEHHOT0 JICHCTBYIOIIErO BEIIEeCTBa IJIABHBIM 00pa3oM 3a CYeT AKTUBHOW MOYEUHOU
CEKpELHHN.

PuBapokcaban mertabonuzupyetcst nocpeactsom uzopepmentoB CYP3A4, CYP2J2, a Taxxe npu
MOMOIIM MEXaHW3MOB, HE3aBUCHMBIX OT CHCTEMBl HHUTOXpPOMOB. OCHOBHBIMH Yy4YacTKaMu
O6uoTpaHcPOpMaLIUH SIBIISIOTCS OKHCICHHE MOP(OIMHOBON TPYIIIBI U TUAPOIU3 aMHUIHBIX CBSA3EH.
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CoriacHO JaHHBIM, IMOJYYEHHBIM IN Vitro, puBapokcadbaH '&'&'@&‘J%EW%EJ SRS

nepeHocurkoB P-gp (P-riukonporenHa) u BCrp (Oenmka yCTOHYMBOCTH paka MOJIOUHOM JKEJIe3bl).
HeunsmenenHnsblil puBapokcabaH sBISETCS CaMbIM Ba)KHBIM COEIMHEHUEM B YEJIOBEUYECKOH IUIa3me,
OCHOBHBIC WM aKTUBHBIC IUPKYJUPYIOIIME META0OIUTHl B IUIa3Me HE OOHAPYKEHBI.
PuBapoxcabaH, CUCTEMHBIN KIMPEHC KOTOPOTO COCTaBisieT MpuOan3uTenbHo 10 /4, MOXeT ObITh
OTHECEH K JIEKAPCTBEHHBIM BEILIECTBAM C HU3ZKUM KJIHpeHCOM. [locie BHYTpUBEHHOTO BBEICHUS
1 mr puBapokcabaHa Mepuo MONTYyBbIBEACHUS cocTaBigeT okoio 4,5 yacos. [locie nepopanbHoro
MpreMa BBIBEICHHUE CTAHOBUTCS OTPAHUYCHHBIM CKOPOCThIO abcopOrmu. Ilpu BeIBeneHHU
puBapokcabaHa U3 IJIa3Mbl KOHEYHBIN NEpUOJ MOIYBBIBEACHHSI COCTaBISET OT 5 10 9 yacoB y
MOJIOJIBIX MAaUEeHTOB U OT 11 10 13 yacoB y MOXKWIBIX MAIlUEHTOB.

dapMaKkOKMHETHKA Y OCOOBIX I'PYII MMallMEHTOB

Iayuenmsi ¢ Hapywenuem yHKYyuu nouex

Y B3pocibIX  NAIMEHTOB  HAOMIOA’IOCh  yBEIMYEHHE  OSKCIO3ULMU  pHUBapoKcabaHa,
KOPpPEIMPOBABIIEE CO CHUKCHHEM TIOYCUHOW (YHKIIMHM, KOTOpas OIEHUBAIAcCh H3MEPEHUEM
KIupeHca KpeatuHuHa. Y  manweHToB ¢ Jgerkoi (KK 50-80 wmu/mMuH), cpemHei
(KK 3049 mu/mun) n 1soxenoit (KK 15-29 mu/muH) creneHpio HapymeHHs (QYHKIHH MOYEK
KOHIICHTpalluu puBapokcabaHa B 1iazme kpoBu (AUC) Obliu moBwimensl B 1,4, 1,5 u 1,6 paza
cooTBeTCTBeHHO. COOTBETCTBYIOIIEE yBEIMUYeHUE (apMakoanHaMudeckux 3ddexToB ObuT0 Oosee
BBIPKEHHBIM. Y MAIMEHTOB C JIETKOW, CPEAHEN U TSHKEJIOW CTENEHbI0 HapylIeHUs (yHKIIUU MOYEeK
o01iee mogaBiIeHUE aKTUBHOCTH (pakTopa Xa yBenmmuuBanock B 1,5, 1,9 u 2,0 pa3a COOTBETCTBEHHO
10 CPaBHEHUIO CO 3JI0POBBIMH JOOPOBOJIBIIAMH; IPOTPOMOMHOBOE BpEMsI TAK)KE yBEIUYUBAIOCH B
1,3, 2,2 u 2,4 pa3a COOTBETCTBEHHO.

Hannbie o naruenTax ¢ KK <15 mia/MuH 0TCyTCTBYIOT.

[Ipeanonaraercs, 4To puBapoKcadaH HE MOABEPraeTCs AUAIN3Y B CBSA3H C BHICOKUM CBSI3BIBAHHEM C
OenKaMH IJ1a3MBbl.

He pexomennyercst mpuMmeHATh puBapokcaban y manueHtoB ¢ KK <15 wmu/mun. Cnemyer
COOIOAAaTh OCTOPOXKHOCTh MpPH MPUMEHEHHH puBapokcabana y mamueHtoB ¢ KK 15-29 mn/mun
(cMm. pasnen 4.4.).

Tlayuenmoi ¢ napyuieHuem GyHKYuY nevexu

VY B3pOCIBIX MAlMEHTOB C IIUPPO30M TMEYEHU W HApyUICHWEM (PYHKIUHM MEYEHHU JIETKOH CTereHH
(xnmacc A no Yaitng-I1st0) hapmakokrnHeTHKa puBapokcabaHa JIMIIb HE3HAYUTEIbHO OTIMYANIaCh OT
COOTBETCTBYIOIIMX IIOKa3aTesieil B KOHTPOJBHOM TpyMIe 3A0POBBIX HCHBITYEMBIX (B CpeaHEM
otMmeyanocs yBennuenne AUC puapokcabana B 1,2 paza).

VY manueHToB ¢ NUPPO30M TEUYEeHU U HapylieHneM (QYHKIMH ITeYeHN CpeaHel crenenn (kimace B mo
Yaiinn-Ilsto) cpenusst AUC puBapokcabaHa Oblla 3HAaYMTENbHO TNOBBINIEHAa (B 2,3 pasza) 1o
CPaBHEHHUIO CO 3/10poBbIMH JToOpoBosbilamu. HecBsizannas AUC yBenmuanBanach B 2,6 pasza. Y 3Tux
NAIMEHTOB TaKXXe ObUIO CHI)KEHO BBIBEJICHHE PHUBAapOKcabaHa MOYKaMM, CXOXKee C TaKOBBIM Yy
MAIMEeHTOB ¢ HapylIeHueM (YHKIMH TI0YeK CpeqHel creneHu. J[aHHbIe 1Mo MalMeHTaM C TSKEIbIM
HapyleHneM (QyHKIIMU OTCYTCTBYIOT.

[TonaBnenue akTUBHOCTH (akTopa Xa y MalMEeHTOB C HapylleHHeM (QYHKIMH TEYEeHU CpenHen
CTereH! ObUIO BBIpaXEHO B 2,6 pa3a CHIIbHEe, YeM Yy 3I0pOBBIX J0OpPOBOJIBLIEB; yBEIUYEHHE
MIPOTPOMOMHOBOIO BPEMEHU B CXOKeW cTeneHu Bo3pactaio B 2,1 pasa. IlanuenTtsl ¢ HapylieHneM
(GYHKIMK TIeYeHH CpeHel cTerneHu ObTu OoJjiee YyBCTBUTENBHBI K pPUBapOKcadaHy, UTO SBISETCS
cieacTBUEM — Oojee  TecHOM — B3auMocBs3W  (papMakoguHamMuyeckux — 3¢pdekToB  H
(apMaKOKMHETUYECKHX ITapaMeTPOB MEKIY KOHLIEHTpAIlUeH U MPOTPOMOUHOBBIM BPEMEHEM.

PuBapokcabGaH MPOTHBOIIOKA3aH IMAallMEHTaM C 3a00JICBaHUSIMH TICUCHH, MPOTEKAOIMUMH C
KOoaryJjonaTueii M pHCKOM KIWHHUYECKH 3HAUYMMOTO KpPOBOTEUEHHS, BKJIIOYAsl TMAaIllMEHTOB C
uppo3om nedenu kiaacca B u C mo knaccudukanun Yaitna-IIsto (cm. pasaen 4.3.).
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VY MOXWIIBIX MAlMEHTOB KOHIICHTPALMU pUBapoKcabaHa B IUIa3ME KPOBHU BBIIIE, YEM Y MOJIOJBIX
nanueHToB; cpenHee 3HaueHne AUC nmpuGimsutensHo B 1,5 pasa mpeBblIaeT COOTBETCTBYIOIIUE
3HAYEHHUS y MOJIOJIBIX MAIEHTOB, TJIABHBIM 00pa30M, BCIIEJACTBUE CHIDKEHUS (BEPOSITHOTO) 00IIEeTo
U 1oueyHoro knmpenca. Koppekuus 103sl He TpeOyercs.

Ilon
VY B3pOCIBIX HE OBUIO KIMHUYECKH 3HAYMMBIX Pa3Iudvil (GapMaKOKMHETHKU W (DapMaKoJIMHAMUKU
Cpelu MY YHH U >KECHILUH.

Macca mena

VY B3pOCHBIX CIMIIKOM Majnas win Oojpiuas mMacca tena (mMeHee 50 kr m Gonee 120 kxr) nuib
HE3HAYMTEIbHO BJIMSUIA HAa KOHLEHTpPAIMIO puBapokcabaHa B Iuia3Me KpoBH (MeHee 25 %).
Koppexkmust 10361 HE TpeOyeTcs.

Meorcomnuueckue pasnuvus

Knuauueckn 3HAYUMBIX —pa3nuyuii  (apMaKOKMHETHKH H (apMaKOJAWHAMHUKH Y B3POCIBIX
MAIMEHTOB €BPOINEOUIHOM, ahpoaMepruKaHCKOH, TaTHHOAMEPUKAHCKOM, ATMTOHCKOM MM KUTaCKOM
STHUYECKON MPUHAUICKHOCTH HE HAOIIO1AI0Ch.

dapMaKOKMHETUYECKHUE JIAHHBIC Y MAlUEHTOB

VY B3pOCIBIX MAMEHTOB, MOJYYAOIIUX puBapokcabaH B go3ze 20 mr 1 pa3 B JC€Hb IS JICUCHUS
octporo TI'B, reomerpuueckoe cpenHee konueHntpauuii (90 % mNpeauKTUBHBIN WHTEPBAN) depes
2-4 gaca W mpuMEpHO dYepe3 24 dyaca mocie mpuemMa J03bl (Y4TO MPUMEPHO COOTBETCTBYET
MakKCUMaJbHOW M MHUHUMAIbHOW KOHIEHTpAlUsIM B HHTEpBaJe JO3UPOBAHUS) COCTABUIIO
215 (22-535) mxr/n u 32 (6—239) MKI/J1, COOTBETCTBEHHO.

CooTHouleHue GpapMaKOKMHETHYECKUX MapaMeTpoB U (hapMakoanHaMUuuecKux 3G (heKToB
CootHomienne papMakKOKHHETUIECKHX TapaMeTpoB U (hapmakoanHamudeckux 3¢ dexron (OK/D/I)
MEXJy KOHIIEHTpauueil puBapokcabaHa B IUIa3M€ KpPOBU M HECKOJBKUMH KOHEUYHBIMU
(bapMakoIMHAMHYECKUMH TOUYKaMu (MHTHOMpoBaHue gaxTopa Xa, mpotpomOuHoBoe Bpemsi, AUTB,
Hep Test) ouennBanoch mocie npuema MIMPOKOro jauanaszoHa a0 (ot 5 mr go 30 mr aBa pasa B
cyTkH). B3amMOCBs3b MeXIy KOHIIEHTpalUeld puBapokcabaHa W aKTHBHOCThIO (akTopa Xa
HaWIy4yluM o0pa3oM NPOJAEMOHCTPUpPOBAHA C  HCIOJb30BaHMEM MOAEIM  Emax. s
MPOTPOMOMHOBOTO BPEMEHH MOJIENb JTMHEHHOW pPerpeccuy B IIEJIOM JIy4YIle ONMUCHIBACT JAHHBIE.
VYr10Bo# KO3((UIMEHT 3HAUUTEIIBHO MEHSUICA B 3aBUCUMOCTH OT PEaKTHBOB, UCIIOJIb3YEMBIX IS
OTpe/ieNIeHusT IPOTPOMOMHOBOTO BpeMmeHu. [Ipu ucmons3oBanuu Habopa Neoplastin PT ucxomnoe
3Ha4YeHHEe MPOTPOMOMHOBOTO BPEMEHH COCTABMJIIO OKOJIO 13 Cek ¢ HaKIOHOM JIMHUU 0KO0JIo 3—4 cek
(100 wmxkr/m). Pesynbrarel anammza cooTHomeHus DK/®J[ B uccnemoBanmsx |l u Il daszer
COOTBETCTBOBAJIM aHAJIOTUYHBIM [TOKA3aTeJsAM Y 370POBBIX MallEHTOB.

eTH
Abcopoyus
Jletu nonyyanu puBapokcadaH B BUJE TabJETOK WIN CyCHEH3UH AJIs IpHeMa BHYTPb BO BpeMs WM
cpazy mocje KOPMJIEHHS WIM TpHeMa IHUIIM, BMECTe C OOBIYHOM MOpIHUEH >KUIAKOCTH IS
o0ecrnieuyeHrs HaAJeXallero 103upoBanus y aereil. Kak y B3pocibix, Tak U y AeTel puBapokcabaH
OBICTPO BCachIBAETCA MOCJE MEPOPATBHOTO MpHeMa MpenapaTa B JIEKapCTBEHHOM (opMme TableTKu
WM TPaHYJbI JUIsl IPUTOTOBIIEHUS CYCIIEH3UU AJI IpueMa BHYTph. He oTMeuanock pa3HUIIBI HU B
CKOpPOCTH, HU B CTEIICHH BCACHIBAHUS MEX]y JIEKAPCTBEHHBIMU (hopMaMU TaOJIETKU U TPaHyJIbI s
MIPUTOTOBJIEHUS] CYCHEH3UHU AJisi mpuema BHYTpb. [laHHBIe O (hapMakOKMHETHKE y JAeTed mocie
BHYTPHUBEHHOTO BBEJICHUS OTCYTCTBYIOT, [T0O3TOMY aOCONIIOTHAsI OMOJOCTYITHOCTh pUBapokcabaHa y
neTel Heu3BecTHa. bbU10 OOHApyKeHO CHUKEHHE OTHOCHTENbHOM OWOAOCTYNHOCTH NIpU
YBEJIUYEHUH /103 (B MI/KI' MacChl Tejla), HA OCHOBAHUHU YEro MOXKHO CJIeNIaTh MPENoIokKeHne 00
orpaHudeHUsX abcopOumm 1yist 6oee BHICOKUX 103, JaKe MpHU IpreMe ¢ nuiei. PuBapokcaban B
BUJIe TaOJIETOK J03UPOBKOM 15 mr miam 20 Mr cieayer NpUHUMATh BO BpeMsl KOPMIJIEHHUS WM BO
BpeMs efibl (cM. pasnen 4.2.).
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CrnenuduuHble B OTHOLICHWHU JETEHl NaHHBIC O CBS3bIBAHWU pUBAapOKcabaHa ¢ OelKaMM IIa3Mbl
OoTCYyTCTBYIOT. JlaHHble O (QapMakOKMHETUKE Yy JeTel I[oclie BHYTPUBEHHOTO BBEJICHUS
puBapokcabaHa OTCYTCTBYIOT. Vss y Jnereil (Bo3pactHoii amama3zon ot 0 go <18 mer) mocie
MEepOpaIbHOTO [pHeMa pHUBApOKcabaHa, CIPOTHO3UPOBAHHBIM C MMOMOUIBIO TMOMYJISIUOHHOTO
(apMaKOKMHETUYECKOTO MOJCIMPOBAHNUS, 3aBHCUT OT MAacChl Tela M MOXXET OBITh OIHUCAH C
MTOMOIIIbIO AJUTOMETPUYECKON (DYHKIIMHU cO cpeHuM 3HadeHueM 113 1 mist cyObekTa ¢ Mmaccoi Tena
82,8 kr.

buompancgopmayus u snumunayus

Crneunduynpie B OTHONICHWM JETeH JaHHBIE O MeTabonm3Me OTCyTCTBYIOT. JlaHHBIE O
(dhapMakOKMHETHKE Yy JeTeld Mocie BHYTPUBEHHOTO BBEICHHUS pHBapoKcabaHa OTCYTCTBYIOT.
Kimupenc y nereit (BospactHoit guanazoH oT 0 go <18 ier) mocie mepopalibHOTO mpHema
puBapokcabaHa, CIPOTHO3UPOBAHHBIM C MMOMOUIbIO MOMYJISIIMOHHOTO (PapMaKOKMHETUYECKOTO
MOJICTTUPOBAHUS, 3aBUCUT OT MAacChl TeJa U MOXET OBITh OMUCAH C MOMOIINBI0 AJUTIOMETPUIECKOM
GyHKIMM €O CpeaHUM 3HadeHueM & /4 mius cyObekra ¢ maccod Tenma 82,8 kr. Cpemnwme
r€OMETPUYECKHE 3HAa4YeHUs Tepuoja TMOodyBbiBeneHUS (l12), pacCUMTaHHbIE C TOMOIIBIO
MOMYJISIMOHHOTO  (hapMaKOKUHETHUECKOTO MOJEIUPOBAHUS, YMEHBIIAIOTCA C YMEHBIICHUEM
BO3pacTa U BapbupyrloTcs oT 4,2 yaca y MOJPOCTKOB J0 NMPUMEPHO 3 4acoB y JETEH B BO3pacTe
2—-12 ner, no 1,9 u 1,6 yaca y nereii B Bo3pacte 0,5—<2 net u menee 0,5 roga, COOTBETCTBEHHO.

Dapmakokunemura y ocoovlx epynn nayueHmos

llayuenmol ¢ napywenuem QyuKyuy novex

JlaHHbIe KIMHUYECKUX HCCIEOBaHUN y JeTed B Bo3pacTe | roja W crapiie co CpeAaHell wiu
TSOKEIONW CTENEeHbI0 HapylleHus (YHKUMKM ToYeK (CKOPOCTh KIyOOUYKOBOH  (pUIbTpaiuu
<50 ma/mun/1,73 M%) OTCYTCTBYIOT.

llayuenmol ¢ Hapywenuem Qyukyuu nevexu
Kimaudeckue nanHbIe I JeTeH ¢ HapylIeHneM (yHKIIUU TICYeHU OTCYTCTBYIOT.

Lion
AHanM3 MOJIYYEHHBIX JTaHHBIX HE BBISIBUJI CYIIECTBEHHBIX PAa3IMUUMA B DKCIO3UIIUUA PUBApOKcabaHa
y JAE€TEN Pa3HOro 1oJIa.

Macca mena

VY nereil 1o3a puBapokcabaHa 3aBHCUT OT MaccChl Tesa. AHaJIM3 JaHHBIX, MOJYYEHHBIX JJIS JIeTeH,
HE BBIABMJI 3HAUYMMOTO BJIMSIHHS HEJIOCTATOYHOW MAcChl Teja WM OXHPEHHS Ha DKCIO3HIIUIO
puBapokcabaHa.

Meosicomnuueckue paznuyus

AHanu3 MOJy4EHHBIX JAaHHBIX HE BBIABWJI 3HAYMMbBIX MEKITHHYECKMX Pa3IM4YMil B JKCIIO3UIUU
puBapokcabaHa y JeTed SNOHCKOW, KUTANCKOM MM a3MaTCKONW ITHUYECKOM NMPUHAAJIEHKHOCTH 32
npenenamu SAnonun u Kutas nmo cpaBHeHUIo ¢ o0u1el neanaTpuyeckoi Momysiiuen.

Dapmaxkokunemuyeckue OanHvle Y NayueHnmos

I'eomerpuueckoe cpeanee kKoHueHTpauuit (90 % uHTEepBasl) B MHTEpBajax BpeMeHH oTOopa mpoo,
MIPUMEPHO COOTBETCTBYIOIIUX MAKCUMaJIbHOM M MHMHHMMAaJIbHOW KOHLEHTPAallUM B HHTEpBaJe
JI03UpOBaHus, y JieTei ¢ octpoit BTO, momyyaronmx puBapokcabaH B /103€, 3aBHCSILEH OT Macchl
Tena, JJIA MOJYyYEeHHs HKCIIO3MIMM, COOTBETCTBYIOIIEH TAaKOBOM Yy B3pocCibIX manueHToB ¢ TI'B,
nomyyaromux 103y 20 mr 1 pa3 B 1eHs, npenacrasieHs! B Tabnuue 14.
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Ta6mz1ua 14. CBO,I[HaH CTaTHUCTHKaA (FGOMCTpI/I‘ICCK CpCance (90 %% yu-ucpbau)) PaBHOBCCHBIX
KOHIIEHTpAllMi pruBapoKcadaHa B TUIa3Me KPOBH (MKI/J) B 3aBHCHUMOCTH OT PEKHUMa JTO3UPOBAHUSI U
BO3pacTa.

Bpemennble

HHTEPBAJBI

Omma paz3B| N [or 12 mo| N |or 6 mo <12

J€eHb <18 ger JeT

2,5-4 wuaca | 171 | 241,5 24 | 229,7

CITyCTSI (105-484) (91,5-777)

20-24 wuaca | 151 | 20,6 24 | 15,9

CITyCTSI (5,69-66,5) (3,42-45,5)

JBa pazaB| N |or 6 10 <12 | N |or2m0<6Jger | N | or 0,5 mo <2

J€eHb JieT JieT

25-4 wyaca| 36 | 1454 38 |171,8 2 | mp.

CyCTsI (46,0-343) (70,7-438)

10-16 yvacos | 33 | 26,0 37 | 22,2 3 | 10,7

CIyCTSI (7,99-94,9) (0,25-127) (H.p.-H.p.)

Tpu pazaB| N |[or 2 0 <6 | N | or poxaenus | N |or 0,5S100<2| N | or poxmenuss no
JeHb JIeT a0 <2 jieT JIeT <0,5 ger
05-3 waca| 5 |164,7 25| 111,2 13 | 114,3 12 | 108,0
CrIycTs (108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 wgacoB| 5 |332 23 | 18,7 12 | 214 11 | 16,1
CrIycTs (18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. — HE PacCUUTHIBATIOCH
3HaueHHs HWKE HWKHEro rnpenena kxonudectBeHHoro ompeznenenus (HITKO) 6pum 3amenensl Ha 1/2 HIIKO nns
pacuera cratuctuku (HIIKO = 0,5 mkr/n).

6. PAPMAIIEBTUUECKHUE CBOVICTBA
6.1. [lepeueHsb BcnoMoraTeJIbHbIX BellleCTB

Bapoxca MJI, 15 mr, TaGA€TKH, MOKPBITHIC MICHOYHOW 000JI0UKOM
Aopo mabnemku.

LEJUTI0JI03a MUKPOKPHUCTAILITNYECKAS

JIAaKTO3bI MOHOTHUJIpAT

KpOCKapMeJio3a HaTpust

TUIpOMeIio3a 5 Cps

HaTpUs Jaypuicyibdar

MarHus creapar

IInenounas obonouxa (Onadpaii kopuuneewiti 03F565105):
TUIPOMEIIo3a

tutana quokcun (E171)

MaKporoJ

KpacuTellb xene3a okcu kpacHselii (E172)

Bapokca MJI, 20 mr, TaGI€TKH, IOKPBITHIC MIICHOYHOW 000JI0UKOM
Aopo mabnemxu:

EJITI0JI03a MUKPOKPUCTAIUTHYECKAS

JAKTO3bI MOHOTHUPAT

KpOCKapMeJlI03a HaTpus

TUIIPOMeEIIo3a 5 Cps

HaTpHUs Jaypuiicyibdar

Marausi creapar
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Inenounas obonouxa (Onadpaii kopuureswiti 03F565

TUIPOMEII03a

tutana auokcua (E171)

MakKporoJ

KpacuTelb xene3a okcu kpacHsiid (E172)

6.2. HecoBMeCTUMOCTH
He npumenumo.
6.3. Cpok roaHocTu (CPOK XpaHeHus)

3 rona.

H3MenbpyeHHbBIE TA0JETKHA
N3menvueHnble TabeTku mpernapara Bapokca MJI cTaOuiabHBI B BOJ€ W B S0JIOYHOM ITFOPE B
Teuenue 4 4acos.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH MPH XPAHEHUH
[Tpu Temneparype amxe 25 °C.
6.5. XapakTep u cojep:kaHue YIAKOBKHU

ITo 10 Tabnerox B 6mucrep u3z An-I1BX, mamunupoBanusiii npo3paunoit mienkod AKJIAP. ITo 1, 3,
5 uim 10 61mCcTepoB BMECTE € IMCTKOM-BKJIA IBIIIEM B KAPTOHHYIO MAUKY.

6.6. Ocodble Mepbl NMPETOCTOPOKHOCTH NMPH YTHIN3AUMHM UCTOJIb30BAHHOIO JIEKAPCTBEHHOIO
npenapara WJid OTX0J0B, MOJYYEHHBIX IOc/e NMPUMeHEeHHs JeKAPCTBEHHOro mpenapara, u
Apyrue MAHMIYJISILMU € IPenapaTomM

Bech ocraBmmiicst 1eKapCTBEHHBIN MpenapaT U OTXOJbl CIEAYEeT YHUUYTOKUTh B YCTAaHOBJIEHHOM
MOPSIIKE.

H3menpyeHne TabieToK

Tabnerku puBapokcabaHa MOTYT OBITh U3MENIbUYEHBI, CyCIICHAUPOBAHBI B 50 MJI BOJBI M BBEJCHBI
yepe3 Ha30TracTpajbHBIM WM JKETYIOYHBIA 30HJ IOCJHE MOATBEPKICHUS IMOJIOXKEHUS 30HAAa B
xenyake. Ilocie 3Toro HE0OXOAMMO TPOMBITH 30HA BOAOW. B cBsizm ¢ Tem, uto abcopOIus
puBapokcabaHa 3aBUCHUT OT MeCTa BBICBOOOKIEHUS MACHCTBYIOIIETO BEIIECTBA, HEOOXOIUMO
n3beraTth BBEJEHUSA pUBApOKcabaHa NUCTATbHEE SJKENyJAKa, B MPOTUBHOM CIIy4ae A3TO MOXKET
MIPUBECTH K CHIDKEHUIO a0COpOLMH M, CIIEIOBATEIbHO, K CHUKEHHIO JKCIIO3UIIUU JEHCTBYIOIIETO
BemiectBa. [locie BBeneHWs W3MENBUYCHHOW TaOJNeTKH puBapokcabana 15 mr wmm 20 wmr
HE00X0IUMO HE3aMeUTUTETILHO OCYIIECTBUTH MMPUEM SHTEPATLHOTO MUTAHUS.

7. AEPKATEJIb PETUCTPAIIMOHHOTI'O YIOCTOBEPEHUSA
Nunus

Muxkpo Jlabc Jlumuren

31, Peiic Kopc Poyn, banranop — 560 001, Kapnartaka

7.1. llpeacraBuTeJIb AeprKaTe/Isl pETHCTPALMOHHOTO YA0CTOBEPEHUs!

[IpereH3uu noTpedbuTeneil HaPaBJIATh 110 aJIPECy:
Poccniickas @enepanns
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[IpencraButenscTBO KOMIanuu «Mwukpo Jladc Jlnmutem (MOCNEOOBATEIEHOCTE 0004)

Anpec: 117198, r. MockBa, yi. JlenuHckuii npocnekT, 1. 113/1, opuc 314 E
Teun./dakc: +7 (495) 937 27 70/71

8. HOMEP (HOMEPA) PETUCTPAIIMOHHBIX YIOCTOBEPEHUI

9. KATEI'OPUs OTITYCKA JIEKAPCTBEHHOI'O ITPEITAPATA

JlexapcTBeHHBIH IpenapaT OTHOCUTCS K KaTErOPUU OTIYCKa 10 PELENTy.

OO6miast xapakTepHUCTHKa JIEKapCTBEHHOTro mpenapara Bapokca MJI moctymHa B €IMHOM peecTpe
3apErUCTPUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB EBPa3HilCKOr0 3KOHOMHYECKOIO COK3a M Ha
oduIuaILHOM caire YIIOJITHOMOYEHHOI'O opraHa (aKcriepTHOM OpraHU3aIINH )
https://eec.eaeunion.org
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