IHCTPYKIIA

IJIs1 METUIHOT O 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aCO0y

KCAPEJITO®

(XARELTO®)

Cknao:

dito4ya pevuosuHa: puBapokcabaH;

1 TabneTka, BKpHTa IUTIBKOBOIO 000JI0HKOIO, MiCTUTE 15 MT prBapokcabaHy;
1 TabneTka, BKpHTa IUIiBKOBOIO 0007I0HKOI0, MicTUTh 20 MT prBapokcabaHy;

donomidcHi peuoguHu: 1I€II0JI03a MiKPOKPUCTaIiyHa, HaTPit0 KpoCKapMeno3a, rimpomenosa b
cp, rinpomernio3a 15 cp, 1akKTO3u MOHOTIApAT, MarHio cTeapar, HaTpilo Jaypuacyabdar,
Makporoj 3350, Tutany piokcup (E 171), 3amiza okcup yepBonuii (E 172).

Jlikapceka ¢opma. TabIeTKH, BKPUTI MJTiBKOBOIO 000JIOHKOIO.
OcHOBHI (i3uKo-xiMiuHi 81aCMUBOCMI:

TaONneTKH, BKPUTI 000JIOHKOIO 110 15 MT: KPYTJIi BOOIYKJIi TabJIeTKA YePBOHOTO KOJIbOPY 3
TPUKYTHUKOM Ta Iudporo 15 3 omHOoro 60Ky Ta xpectoBuguuM Hanucom BAYER - 3 inmroro;

TaOneTKH, BKPUTI 000JI0HKOI0 110 20 MT: KPYTIJIi ABOOIYKJIi Ta6I€TKY KOPUUHEBO-YEPBOHOTO KOILOPY
3 TPUKYTHUKOM Ta Idpoio 20 3 ogHOro 60Ky Ta xpectoBugauM HamucoMm BAYER - 3 inmoro.

®apMakoTepaneBTUYHA I'pyma. AuTurpomboTryHi 3acobu. Kog ATX BO1A FO1.

Papmakono2iuHi e1acmueocmi.
dapmakoduHamika.

Mexani3M mil

PuBapokcabaH - BUCOKOCEIEKTUBHUY MPSIMUY iHTiOiTOp hakTopa Xa, 1110 Ma€ JOCTaTHhO BUCOKY
6i0OCTYIHICTE IPY ITepOPaIbHOMY 3aCTOCYBaHHi. BlIoKyBaHHS aKTUBHOCTI (hakTopy Xa IepepuBae
BHYTPIIIHIN Ta 30BHIMIHIN HUISXU KOATYJIALIMHOTO Kackany, 1, IK HaC/Ii0K, IPUTHIYYETHCS
dbopmyBaHHs TpoMOiHy Ta yTBOpeHHs TpoMOy. PuBapokcaban 6e3mocepenHbo He ITPUTHIYYE
aKTHBHICTH TPOMOiHY (aKTHMBOBaHOTO (hakTOopa II) Ta He BIIMBAE HA TPOMOOIUTH.



dapmakomvHaMiuHi epekTH

[Tpu 3acTocyBaHHI y Nfofeil BifMiueHO fo303ajiexkHe iHri0yBaHHS aKTUBHOCTI (¢akTopa Xa. [Tpu
BUKOpHUCTaHHI TecTy Neoplastin puBapokcabaH BUSBISE 10303aI€KHIUM BIIUB Ha TPOTPOMOIiHOBUM
4ac, 110 JOCTOBIPHO KOPEJIoE 3 KOHLIEHTpaLiaMu y m1a3Mi Kposi (r=0,98). [Ipu BUKopuUCTaHHI iHIINX
TeCTiB/HabopiB pe3ynbTaTu 6ynyTh iHmmMu. [TokasaHHS MpuIagy BapTo 3HIMATH y CEKyH[aXx,
ockineky MHB (MizkHapogHe HOpMaJli3oBaHe BiIHOIIEHHS) BimKamiOpoBaHe Ta IIPOBaTiloBaHe TiTbKH
[J1 KyMapyHiB i KOro0 He MOXKHA 3aCTOCOBYBATH AJIS iHIIMX aHTUKOATYJISHTIB.

Y natieHTiB, SKi OTpUMYIOTh puBapokcabaH miis jmikyBaHHsA TI'B (Tpom603y rinubokux BeH), TEJIA
(TpoMmboeMOortii nerereBoi apTepii) i mpodinakTuku penupusiB TI'B i TEJIA, 5/95-mpo1ieHTUIIIB s
npotpoMbiny (Neoplastin) uepe3 2-4 rogunu micns npuiiomMy TabaeTku (TOOTO Mif Yac HOCATHEHHS
MaKCHMaJIbHOTO e(heKTy) KONMuBaThes Bifg 17 mo 32 ¢ miist tabneTok mo 15 mr 2 pa3u Ha no0y abo Bin
15 mo 30 ¢ - mnsg Tabnetok o 20 mr 1 pa3 Ha noOy BigmoBigHO. [Ipu MiHiManbHIA KOHIEHTpAaLil
puBapokcabany (uepe3 8-16 roguH micisg npuiioMy TabneTku) 5/95 MpOLEHTHIIB Ha TITi o3u 15 Mr
puBapokcabaHy fiBiui Ha moOy KonmuBaioThCs Bif 14 mo 24 cek, a ans go3u 20 Mr puBapokcabaHy pas
Ha 700y (uepe3 18-30 ropus micns npuiioMy TabneTtku) - Big 13 mo 20 c.

Y natieHTiB 3 HekJlanaHHOIO Gibpunslieio mepencepab, IKi OTPUMYIOTh PUBapoKcabaH A
npodilakTUKY iHCYIBTY i cucTeMHOI eM00il, 5/95-polieHTuniB Ang npotpombiny (Neoplastin)
yepe3 1-4 roguHu micag npuitoMy TabaeTKu (TOOTO Mif 9ac JOCATHEHHS MaKCHMAaIbHOTO e(eKTy)
KOoJuBaioThCs Bifm 14 mo 40 ¢ y mamieHTiB, siki orpumyBanu 1mo 20 mr 1 pa3 Ha mo6y, a6o Big 10 mo 50 ¢
y HaLi€HTiB 3 HUPKOBOK HEJOCTATHICTIO CEPEIHbOT0 CTYIEHS TSIXKKOCTI, sIKi 3aCTOCOBYBaJIM I10 15 MT
1 pa3 Ha nmo6y. IIpu mMiHimManbHiN KOHLIIeHTpalil (duepe3 16-36 ropgun micns npuitomy TabneTku) 5/95
IIPOLIEHTHUIIIB Y Malli€HTiB, SKi OTPUMYIOTH JIikapchbKul 3acid y go3i 20 mr 1 pa3 Ha 000y, KOJHUBaIOTHCS
Big 12 mo 26 ¢, y XBOpUX i3 HUPKOBOIO HEIOCTATHICTIO CEPEOHBOT0 CTYIIEHS TSIXKKOCTI, IKi OTPUMYIOTh
nmikapchku# 3aci6 y mo3i 15 mr 1 pa3 Ha mo6y - Bim 12 go 26 c.

Y xogi KiHiKO-(apMaKOIOTiYHOTO AOCTiAKEHHS 3 BUBYEHHS IIPUTHIYEeHHS PapMakKoOgUHaMiKu
puBapokcabaHy y 3HOPOBUX HOPOCIHUX HOOPOBOJIBIIIB (N=22) MPOBOOUIIACH OIliHKA BIIJIUBY
omHOPa30Bux m03 (50 MO/Kr) KoHIleHTpaTiB mpoTpoMbiHoBoro kommiekcy (PCC) mBox pi3HUX THUIIIB:
PCC i3 3 ¢akropiB (pakTopu II, IX Ta X) Ta PCC i3 4 dakropis (pakropu II, VII, IX ta X). [1pu
3acrocyBaHHi PCC i3 3 (hakTOpiB criocTepiranocs 3HUXKEHHS cepefHix 3HaueHs [1T4
(mpoTrpombinoBoro "acy) (Neoplastin) mpubmusso Ha 1,0 ¢ 3a 30 xBunuH, a Ha T PCC i3 4 ¢akTopis
TaKi 3HaYeHHs 3HU3UIKCh Ha 6mu3bKo 3,5 ¢. Hatomicts PCC i3 3 ¢hakTOpiB MaB MOTYXKHIIIMH Ta
IIBUIIINY 3arajibHUY BIJIMB Ha IIPUTHIYEHHS 3MiH B YTBOPEHHI eHgoreHHOro TpoMbiny, Hixk PCC i3 4
(daxkTopiB (guB. po3gin «Ilepemo3yBaHHI»).

Taxkox puBapokcabaH [10303aJI€3KHO MiIBUIIYE aKTUBOBaHUHM YaCTKOBUYU TPOMOOIIaCTUHOBUI Yac
(AYTY) i pesynbrat HepTest; ogHak 1i mapaMeTpu He PEKOMEHIYETHCS BUKOPUCTOBYBATHU [JIS OLIIHKHI
bapmakoguHaMiuHUX ePeKTiB puBapokcabaHy. Y mepion nikKyBaHHS puBapokca0aHOM IIPOBOAUTH
MOHITOPHHT ITapaMeTpiB 3ropTaHHS KPOBi He moTpi6HO. [IpoTe y pasi KiiHiuHol He0OXigHOCTI piBeHb
puBapokcabaHy Moxe OyTH BUMIpSIHUIM 3a HOIIOMOTO0I0 KaTibpoBaHUX KilbKiCHUX TECTIiB Ha
a"TudarkTop Xa (guB. po3ain «®apMaKOKIHETHKA).

[TemiaTpuyHi DallieHTH

[TY (npu BukopucrtanHi Tecty Neoplastin), PCC Ta auTu-paxrop Xa Tect (KanibpoBaHUU KinTbKiCHUIN)
II0Ka3yIOTh TiCHY KOPEeJALiio 3 KOHIIeHTpallisiMyU prBapokcabaHy B Iya3Mi y mitei. Kopensiig mix
aHTH-Xa i KOHIIEHTPAlisIMHU B I1a3Mi € JiHIKHOI0 3 HaXUIOM, OU3bKUM 10 1. MOXYTh BUHUKATHU
OKpeMi po306iKHOCTI 3 BUIIMMHU ab0 HUXKYMMY 3HAYEHHSIMHU aHTH-Xa MOPIiBHSHO 3 BiAIOBITHIMU
KOHIIeHTPalligMu B mja3Mi. Hemae HeoOXifHOCTi B pyTUHHOMY MOHITOPHHTY ITapaMeTpiB 3ropTaHHs



KPOBI ITiff 9ac KIiHIYHOro NiKyBaHHS puBapokcabaHoM. OgHak, SKIIO € KJTiHiYHI TOKa3aHHS,
KOHIIEHTpallil puBapokcabaHy MOXKHa BUMIPSITH 3a HOMOMOTI0I0 KaliOpoBaHUX KiNbKiCHUX aHTHU-
dakTop Xa TecTiB B MKr/n1 (muB. Tabmuio 10 y po3mini «®apMaKoKiHeTHKa» IJIs [ialla30HiB
CIIOCTEepEeXyBaHUX KOHIIEHTPAIli pruBapoKcabaHy B mia3Mi y miTei). HukKHIO MeXy KiJTbKiCHOTO
BU3HAYEHHS HEOOXigHO BpaxOBYBaTH, KOJIU aHTU-Xa TECT BUKOPUCTOBYETHCS AJIS KiJTbKiCHOI OI[iHKM
KOHIIEeHTPallil puBapokcabaHy B Iy1a3Mi KpoBi y miTeit. [IoporoBux moKa3HUKIB eheKTUBHOCTI Un
Oe3neku He BCTAHOBJIEHO.

Kniniyna ebekTUBHICTS i Ge3neka
ITpoginrakmuka iHCyabmy ma cucmemHoi emb0.ii npu HekaanaHHit ¢pibpuasayii nepedcepds

Kniniyna nporpama gocnifxkeHb puBapokcabaHy Gya po3po6iieHa 3 METOI0 IeMOHCTpaIlil
e(eKTUBHOCTI 3aCTOCYBaHHS pUBapoKcabaHy [ NPodilaKTUKK iHCYIbTY Ta CUCTEMHOI eMOOoIIii y
MalliEHTIB 3 HEKJIalaHHOI (GiOpuUnsIieio mepencepib.

B 6a3oBomy mopBiitHOMYy criinoMy pocnimkeHHi ROCKET AF B3snu ydacTs 14 264 nallieHTH, YaCTHHA
3 IKUX OTpUMYyBaJjia puBapokcabas B mo3i 20 Mr 1 pa3 Ha [o0y (TalieHTH 3 KJIipeHCOM KpeaTUHiHy
30-49 mn/xB - 15 Mr oguH pa3 Ha [o0y), iHIIa YacTUHaA - BapdapuH 3 TUTPYBAHHSM [I0 IIiJTbOBOTO
PiBHSI Mi2KHapOJHOTO HOPMaJli30BaHOTO BigHommeHHsI (MHB) 2,5 (TepaneBTrunui giana3oH 2,0-3,0).
Cepe[nHs TPUBAJIICTH JIiKyBaHHSA CTaHOBUIA 19 MicALiB, a HaugOBIIa TPUBAJIICTE JIIKyBaHHSA - 10 41
Micsus. 34,9% namieHTiB OTpUMyBalu CyIyTHIO Tepallilo alleTUICaIiuIoBoo KucnoTow i 11,4 %
IpuiManu aHTAapuTMiyHi 3acobu III Knacy, y ToMy 4ucyi amiogapoH.

PuBapokcabaH He IOCTyIaeThCa BapdapuHy 3a eheKTUBHICTIO ¥ IePBUHHIN CYKyIHIN KiHIIEBil TOUII
(iHCcynbT i cucTeMHa eM00JTis 3a MeXXKaMu IIeHTpabHOI HepBOBO1 cucTeMu). Cepep Malli€eHTIB, AKi
OTPUMYBAJIU JIIKyBaHHS 3TiAHO 3 IPOTOKOJIOM y IIepiof mpuitoMy Iipenaparis, 188 nepBuHHUX
BUNAOKIB iHCYNbTY Ta cucteMHoi eM00:ii (1,71 % Ha pik) po3BUHYNKCS Ha puBapokcabaHi Ta 241
(2,16 % nHa pik) - Ha BapdapuHi (BimHOmeHHs pusukiB (BP) 0,79; 95% mosipuuii inTepsan (1II),
0,66-0,96; P<0,001 3a moKa3HUKOM «He MOCTYIa€eThCA»). Cepen yCix Nali€eHTiB IePBUHHI ABUIIA
BH3Hayasucs y 269 mallieHTiB, SKi mpuiiManu puBapokcaban (2,12 % Ha pik), Ta 306 maIfieHTiB, gKi
npuiimanu Bapdaput (2,42 % Ha pix) (BP 0,88; 95 % [II, 0,74-1,03; P<0,001 3a mMoKa3HUKOM «HE
noctynaeTecsa»; p = 0,117 3a mOKa3HUKOM «IlepeBepInye»). Pe3yabTaTil 3a BTOPUHHUMU KiHI[EBUMU
TOYKaMH, 110 [OCTiIXKYyBaIUCh B iepapxiuHoMy mopsaky mifg vac ITT anani3y, HaBemeHo B Tabmuiri 1.

Cepeqn nalli€eHTiB 3 Tpyny, sKa JiKyBaiach BapdapuHoM, ToKa3HUK MHB 3HaxoguBCcst B MexXax
TepaneBTUYHOTO Aiama3oHy (2,0 - 3,0) B cepemHbOoMy 55 % 4acy (MefmiaHa 58 %; iHTepKBapTUIbHUMN
miama3oH: Big 43 mo 71). EdbekTuBHicTh puBapokcabaHy He BiIpi3HsIach B 3aJIe2KHOCTI Bifl TOKa3HUKA
mepiony y TepaleBTUYHOMY Jiana30Hi B IeHTpi (Yac migTpuMaHHS LiIbOBOTO [iala30Hy 3HA4YEeHb
MHB 2,0-3,0) B kBapTuisix ogHakoBoro po3mipy (P = 0,74 gns B3aeMopii). B Mexkax HalBUIIIOT0
KBapTHUJIIO BiITIOBITHO 10 3HAYEHb B IIeHTpi, BiAHOMIEHHS PU3UKIB AJIs puBapoKcabaHy B IOPiBHSHHI 3
BapbapunoM ctanoBuio 0,74 (95% [I; 0,49-1,12).

YacToTa mofiif OCHOBHOT'0 MMOKa3HWKaA 6e3MeKu (MaCHBHI Ta HEMACHBHI KIiHIYHO 3HAYYIIli KPOBOTEYi)
Oymna momiOHO0 B 000X I'pymax JIiKyBaHHS (IUB. TaOMUIIO 2).

Tabmung 1. [Toka3HUKY epeKTUBHOCTI 3a pe3ynbTatamMu pociigxkenas gas3u [II ROCKET AF

[TonynsLisa QOCTiAXXKEeHHS AHaui3 eeKTUBHOCTI y MAIliEHTIB 3 HEKJIallaHHOI0 Gibpumnsitieo
repencepnb, 3aJIe2KHO Bifl MPU3HAYEHOr0 JIIKyBaHHS




TepaleBTUYHA 103a PuBapokcaban 20 mr 1 [BapdapuHs, BigHOoIEeHHS
pa3 Ha o6y (s TUTPOBAHUM [0 pu3uKiB (95% [II)
MaLliEHTIB 3 IIOMIPHOI0 [IiTLOBOTO 3HAYEHHS  [p-3HAYEHHS,
HUPKOBOIO MHB 2,5 aHai3 3a
HeOOCTaTHICTIO - (TepalleBTUYHUI TOKa3HUKOM
15 mr 1 pa3 Ha goOy) (|miamason 2,0-3,0) «IIepeBepIIye»
YacTtoTa noxi#t (Ha 100 [HactoTa nomiit (Ha 100
MalliEcHTO-POKIiB) MMallicHTO-POKIB)
[HCYIbT Ta cCUCTEMHa eM0OoJtig [269 306 0,88
3a Mexamu [THC (2,12) (2,42) (0,74-1,03)
0,117
[HCynbT, cuCcTEMHa eMbois 3a [572 609 0,94
Mexxamu [THC Ta cMepTs Bifg (4,51) (4,81) (0,84-1,05)
CYOVHHUX 3aXBOPIOBAaHb 0,265
[HCynbT, cucTeMHa eM00Tis 3a |659 709 0,93
Mexkamu [THC, cmepTs Bif (5,24) (5,65) (0,83-1,03)
CYIUHHUX 3aXBOPIOBaHb Ta 0,158
iHhapKT MioKapza
[HCYNBT 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucteMHa eM00I1ig 3a Mexamu |20 27 0,74
[THC (0,16) (0,21) (0,42-1,32)
0,308
[HapKT MioKapaa 130 142 0,91
(1,02) (1,11) (0,72-1,16)
0,464

Tabmunsg 2. IToka3uuky 6e3meKky 3a pedynbTaTaMmu gociimxkenHs ¢asu III ROCKET AF

[TonymnsAiisg qOCTiaXKeHHT

[TarmieHTH 3 HEeKIamnaHHO© Gibpuisiiero nepencepnba)

TepaneBTUYHa [03a

PuBapokcaban 20 mr 1
pa3 Ha moby (s
MMalli€HTiB 3 IIOMiPHOI0
HHUPKOBOIO
HEeIOCTaTHICTIO -

15 mr 1 pa3 Ha moly)
YactoTa nogiu (Ha 100
MaI[iEHTO-POKIB)

miama3oH 2,0-3,0)

[JacToTa momin (Ha
100 marieHTO-pOKiB)

BapdapuHs, BinHOIIEHHS
TATPOBAHUU 10 pu3uKiB (95% [II)
[[i/TbOBOTO 3HAYEHHS [p-3HAUEHHS
MHB 2,5

(TepaneBTUYHUM

MacuBHi i HeMacuBHi Kiiniuuo |1,475 1,449 1,03 (0,96-1,11)

3HAYYII KPOBOTEYl (14,91) (14,52) 0,442

MacuBHi KpoBOTEUi 395 386 1,04 (0,90-1,20)
(3,60) (3,45) 0,576

JleTanbHi BUTIAOKYA BHACTIOOK |27 55 0,50 (0,31-0,79)

KPOBOTEUi* (0,24) (0,48) 0,003

KpOBOBUIMB Y KPUTUYHUU 01 133 0,69 (0,53-0,91)

oprau* (0,82) (1,18) 0,007

BHYTpILIHbOYEPEITHUYI 55 84 0,67 (0,47-0,93)

KPOBOBUIIUB* (0,49) (0,74) 0,019




3HMKEHHS piBHSA reMmornobiny* 305 254 1,22 (1,03-1,44)
(2,77) (2,26) 0,019

['emoTpaHcdy3isg 2 abo Ginmbie |183 149 1,25 (1,01-1,55)

OMVHUITL ePUTPOIIUTAaPHOI MacH |(1,65) (1,32) 0,044

Y1 I[IIbHOI KPOBi*

HemacuBHa KiiHiYHO 3Hauyma |1,185 1,151 1,04 (0,96-1,13)

KPOBOTEYaA (11,80) (11,37) 0,345

JleTanbHi Bumagku 3 Oymb-skux [208 250 0,85 (0,70-1,02)

MPUYNH (1,87) (2,21) 0,073

@ [Monynsinis 3 BUBUYeHHS 6e31eKu (i yac TiKyBaHHS).

* YMOBHO 3Hauyllle gBULLeE.

IonatkoBo mo mochimxkenHs III ¢a3zu ROCKET AF 0ymo nmpoBegeHo MPOCIEKTHBHE HEKOHTPOJILOBAHE
micnsipeecTpalliiiHe HeiHTepBeHLilHe BiIKpUTe KOropTHe pocnigxeHHs (XANTUS) i3
IIeHTPaJTi30BaHOI0 OIIHKOIO KiHIIeBUX TOYOK, BK/II0Ual0uy TpoMOoeMOOoITiuHi SBUIa Ta CEPHO3Hi
KpoBoTeyi. [[71s1 BUBUEHHS KJIiHiYHOI IPAKTHUKY MOTEPeIXKeHHs iHCY/IbTy Ta CHCTEMHOI eM0oTil I103a
MexKaMu leHTpasnbHol HepBoBoi cucteMu (LJHC) y mocnimkeHHs Oymno BKodeHo 6704 maijieHTiB 3
HeKJIallaHHoI0 (ibpunsitieto nmepemacepnb. Y mocmimxkenHi XANTUS cepeqHiit 6an 3a 1IKAO0 OIiHKU
pusuky incynsTy (CHADS,) cTaHoBUB 1,9, cepenHili 6an 3a IIKal00 OLiHKK pU3uKy KpoBoTed (HAS-
BLED) cranosus 2,0, Toxi sk y gocnigxenHi ROCKET AF cepepnui 6anu 3a CHADS, Ta HAS-BLED
CTaHOBUJIY BiAnosigHo 3,5 Ta 2,8. Cepio3Hi KposoTtedi y pmociigxeHHI XANTUS cnocrepiranucs y 2,1
Bunapaky Ha 100 mauieHTo-poKiB. JleTanbHi KpoBoTedi criocTepiranucs y 0,2 sunapgky Ha 100
IIallleHTO-POKIB Ta BHYTPIIIHbOYEpenHi KpoBoTedi - y 0,4 Bunapaky Ha 100 nmauieHTO-poKiB. [HCYIBT
abo cucremHa em6orig (ITHC) 6yna 3adikcorana y 0,8 Bunmapaky Ha 100 maiienTo-pokiB. Taki
CIIOCTEpEekKEeHHS y KJTiHIYHIY MpaKTUIli BifIIOBiIal0Th BCTAaHOBIEHOMY IIPO(isio 6e3meKy sl JaHOTo
ITOKa3aHHS.

Y nmicngpeecTpaliiHoMy HeiHTEPBEHLINHOMY AOCIiAXKeHH] 3a y4acTi moHap 162000 marieHTiB i3
HEeKJIalmaHHOoI0 GibpHusIlieio mepeacepab i3 YOTUPHOX KpaiH puBapoKcabaH Mpu3HaYaIu s
npodinakTUKY iHCYNIBTY Ta cUCTeMHOI eMOomii. YacToTa BUMAfKiB imeMigyHOro iHCY/IbTy CTaHOBUTIA
0,70 (95% 1I 0,44-1,13) Ha 100 mamienTo-pokiB. KpoBoTeui, 1110 mpu3BenIyu 00 TOCIiTai3ailil,
BUHHKKanU 3 4actoToio 0,43 (95% [II 0,31-0,59) nopmi#t Ha 100 maiieHTO-POKIB OIS
BHYTpilIHbOUepenHoi kpoBoTeyi, 1,04 (95% I 0,65-1,66) anis mIyHKOBO-KUIIKOBOI KpoBoTedi, 0,41
(95% [II 0,31-0,53) ons yporenitanbHol KpoBoTedi Ta 0,40 (95% I 0,25-0,65) mnst iHIIXX KPOBOTEY.

[NanieHTH, SIKi TPOXOOATH MPOIEAYPY KapHaioBepcil

[TpoBoaMIOCH TPOCIIEKTHBHE PaHOOMi30BaHe BifkpuTe 6araToleHTPOBE MOIIYKOBE JOCTIKEHHS 3
MacKyBaHHSIM KpuTepiiB ominku (X-VERT), B ikomy B3siu ydacTh 1504 martienTu (1o paHiiie
JIiKyBaJIMCS TIEPOPAIbHUMHU aHTUKOArylassHTaMu abo He OTPUMYBaJId B MUHYJIOMY TaKoOi Tepartii) 3
HeK/lanaHHOI Gibpunsiiieo nmepencepas Ta 3amaaHOBaHO0 MIPOLEAYPO0 KapAioBepCil, B SKOMY
TIOpiBHIOBajIach e(eKTUBHICTL PUBapoKcabaHy Ta CKOPUTOBAHOI 103U aHTATroHiCcTy BiTaminy K
(parpoMmizawis y coiBBifHOIIEHH] 2:1) AIg monepenKeHHs CepLeBO-CYOUHHNX YCKIagHEHb.

3acTocoByBasiach KapaioBepcCis mif KOHTPOJIeM Yepe3CcTpaBoxigHol exokapaiorpadii (HCExo-KT)
(1-5 guiB momepemHBOTO JIiKyBaHHS) ab0 TpaAulliiiHa KapaioBepcis (IoHalMeHIe TPY THXKHI

IIOTIePEeNHBOTO JIiKyBaHHS). HacTaHHS MepBUHHOI KiHIIEBOI TOUKM e(PeKTHBHOCTI (KoMOiHaIis
iHCYTIBTY, TPAH3UTOPHOI illeMiuHOI aTaku, cucTeMHoi em0071il 3a Mexkamu LITHC, indapkTy Miokapmy



Ta CMePTi BHACIIIAOK CepIeBO-CYOUHHOI MmaTonorii) Bigmivanock v 5 (0,5 %) mallieHTiB 3 rpymu, 1o
oTpuMyBaJia puBapokcaban (n=978), Tay 5 (1,0 %) mauieHTiB 3 rpymw, 110 JTiKyBajaCh aHTArOHiCTOM
BiTaMiny K (n=492; BigHocHu# pusuk 0,50; 95% [I 0,15-1,73; mopudikoBaHa MOMYIALis MAIliEHTIB,
skuM Oyso mpu3HadeHe JIiKyBaHHS). fIBuUIIa TepBUHHOI TOYKY 6e3meKkyu (MaCHBHI KpOBOTeYi)
croctepiranuch y 6 (0,6 %) i 4 (0,8 %) marfieHTiB, BignoBigHO, B Tpynax JliKyBaHHS pUBapoKcabaHOM
(n=988) Ta anTaronicrom BiTaMiny K (n=499) (BigHocHu# pusuk 0,76; 95 % I 0,21-2,67; Bubipka
IS OLiHKY Oe3meku). B oMy MOIIyKOBOMY OOCHTigKEHHI IPU IPOBEefeHHI KapaioBepcil
eheKkTUBHICTh Ta 6e3MeKa BUSBUIUCH CIIIBCTABHUMMU B IPyIax JIiKyBaHHS puBapoKcaOaHOM i
aHTaroHicramu Bitaminy K.

[NanieHTH 3 HeKIamaHHoo QiOpuNslieo mepencepnsb, SKi mepeHeciy MepkKyTaHHe KOpOHapHe
BTpy4daHHd ([1KB) i3 BCTaHOBIIEHHAM CTEHTa

Byno nposenmeHno pargomizoBaHe Bigkpute MynbTunieHTpoBe pociigxkerass (PIONEER AF-PCI) 3a
yuacTio 2124 malrieHTiB 3 HeKJanaHHoo ¢Gibpunsirieio nepemncepnd, ki nepenecnu [1KB i3
BCTAHOBJIEHHSM CTEHTA IIPU [IEPBUHHOMY aTePOCKJIEPOTUYHOMY 3aXBOPIOBAHHI, 3 METO0 IIOPIBHAHHSA
Oe3neku 3aCTOCyBaHHS OBOX PeXUMiB prBapokcabany Ta ogHoro pexumy ABK. ITarienTu Oynu
PaHIoMi30BaHO PO3NOfiNeHi Ha TPYIH 3a pexXuMaMu Teparil y criBBigHomeHH] 1:1:1 i3 3aranbHOI0
TpUBaicTiO Tepamii 12 micsuis. I[TamienTu 3 iHcynbToM ab0 TPAaH3UTOPHOIO imeMiyHO0 atakoio (TIA)
B aHaMHe3i BUK/IIYalINUCA i3 HOCiIXKeHHS.

I'pyma 1 3acTocoByBasa puBapokcabaH y no3i 15 mr 1 pa3 #Ha go0y (10 mMr 1 pa3 Ha moby s
TalieHTiB 3 KTipeHcoM KpeaTuHiny 30-49 my/xB) B KoMm0OiHatii 3 inri6iTopom penenTtopis P2Y12.
['pyma 2 3acTocoByBasia puBapokcabaH y go3i 2,5 Mr 2 pa3 Ha 0o0y y kombiHaiiii 3 TTATT [mopBiiiHa
aHTUTpPOMOOLIMTapHa Tepallis, HallpXKiaf KJIOomigorpesns y go3i 75 Mr (abo ambTepHaTUBHUM iHTiOiTOD
petnentopiB P2Y12) 3 HM3bKO10 103010 ateTuncaninumoBoi kucnotu (ACK)] mpotsrom 1 abo 6, abo 12
Mics1iB i3 HACTYMHUM 3aCTOCYBaHHSIM puBapokcabany 15 mr (a6o 10 Mr s marieHTiB 3 KlipeHcoM
kpeaturiny 30-49 mn/xB) 1 pa3 Ha goOy y KombiHalril 3 Hu3bpK010 103010 ACK. I'pyma 3 3acTocoByBaia
inpuBimyanbHO mimiopany mo3y ABK y koM6inamii 3 [TATT mpoTsirom 1 abo 6, ab6o 12 micsmis i3
HACTYIIHUM 3aCTOCYBaHHAM iHAuBimyanbHO mifiOpanoi mo3u ABK y KoM6iHallil 3 HU3bKOIO H03010
ACK.

[TepBuHHa KiHIleBa ToYKa 0e3MeKy - KIiHiYHO 3Hayylla KpoBoTeda crocTepiranacs y 109 (15,7 %),
117 (16,6 %) ta 167 (24,0 %) mauienTis BignosigHo y rpymi 1, rpymni 2 Ta rpyni 3 (BP 0,59; 95 % [I
0,47-0,76; p<0,001 Ta BP 0,63; 95 % [I 0,50-0,80; p<0,001 BigmoBigHo). BroprHHa KiHIleBa TOYKa
(koMOiHallisl ceplieBO-CYOUHHUX TIOMii, CepleBO-CyOUHHOI cMepTi, iHpapKTy MioKapaa abo iHCYbTY)
crioctepiranacs y 41 marienTa (5,9 %), 36 (5,1 %) Ta 36 (5,2 %) y rpymi 1, rpymi 2 Ta rpymi 3
BigmoBigHO. KoxkeH 3 pekuMiB 3aCTOCyBaHHS puBapoKcabaHy acollifoBaBCs 3i 3HaUHUM 3HUKEHHSIM
PU3UKY KIIIHIYHO 3HAYYIIUX KPOBOTEY MOPIBHAHO 3 pexxuMoM ABK y maliieHTiB i3 HeKlalaHHOI0
Gbibpunsitieto mepeacepns, ki neperecnu I[1KB i3 BcTaHOBIEHHSIM CTEHTA.

OcnosHoto MeToio pocrimxkenass PIONEER AF-PCI 6yrna ouinka 6e3neku. [laHi moq0 eheKTUBHOCTI
(Brmovatoun TpoMO0eMOOTiuHi SIBUINA) AT Iiel Momy sl oOMexeHi.

JlikyBauug TT'B, TEJIA Ta npodinakTuka peunnusiB TT'B ta TEJIA

[Tporpama KIiHiYHUX [OCTiIKeHb puBapokcabaHy Oya po3pobiieHa 3 MeTO0 OeMOHCTpallii
eekTUBHOCTI puBapokcabaHy SK JTiKapChKOro 3aco0y Ojisl IePBUHHOI i TpUBasol Tepallii roCTporo
TT'B i TEJIA Ta nmonepenKeHHS iX peluauBiB.

Y xomi 4oTUPHOX PAHOMi30BaHMX KOHTPOILOBAHUX KIiHIYHUX HocTigxKeHb ¢a3u III 6yno BUBUEHO
nouan 12800 namientis (mocnimxkenus EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension Ta



EINSTEIN CHOICE) Ta pomaTKOBO IIPOBEEeHO 3BeAeHU aHalli3 3a 3aJJaHuMU ITapaMeTpaMu
pocnigxkens EINSTEIN DVT i EINSTEIN PE. 3aransaa TpuBaliCTh KOMIJIEKCHOTO JIIKyBaHHS B YCiX
OOCHIAXKEHHAX CTAHOBUJIa MaKCUMyM 21 MicSLb.

Y pmocnigxenni EINSTEIN DVT Busuanucs 3449 nauienTiB 3 roctpuM TI'B 3 meTot0 nikyBanHg TI'B Ta
nmonepenXeHHs MoBTOpHOro po3BuTKy TI'B i TEJIA (namienTu 3 KimiHiuHuMU niposiBaMu TEJIA He
BKJIIOYA/INCS y 1le AOCiXKeHHs). TpuBaicTh IiKyBaHHS CTaHOBUIIA 3, 6 1 12 MicAIiB, 3a/1€KHO Bif
KJTiHIYHOI OIIIHKY JiKaps.

[Tpotsirom nepmux 3 TUXKHIB Tepanil ansg nikyBanHs TT'B 3acTocoByBaBCsS puBapokcabaH y mo3i 15 mMr
nBiui Ha moOy. [licig 3akiHYeHHS IHOT0 TEePiofy MallieHTH OTPUMYBaIu puBapokcabaH y no3i 20 mr 1
pas Ha mo0y.

Y nmocnigxenni EINSTEIN PE BuBuanucsh 4832 narieHTu 3 roctpoo TEJIA 3 MeToro nikyBaHHA TEJIA
Ta npodinaktuku penungusiB TI'B i TEJIA. TpuBamicTh NiKyBaHHS cTaHOBHUNa 3, 6 Ta 12 MicAIiB,
3aJIeKHO Bifl KITiHIYHOI OIMiHKY JTiKaps.

B sikocTi mepBuHHOI Teparii roctpoi TEJIA 3acTocoByBanu puBapokcabaH y mo3i 15 Mr aBidi Ha o6y
IIPOTSTOM TPhOX THXKHIB. [lai /mikyBaHHS IIPOOOBXKYBanIoCh prBapokcabanoM y mo3i 20 mMr 1 pa3 Ha
no0y.

B o60x gocnigxenusax, EINSTEIN DVT ta EINSTEIN PE, nopiBHSIbHI pekUMU NTiKyBaHHS
CKJIafiaJiucs 3 Teparlil eHoKCcanapruHOM IIPOTSATOM IpUHaiMHi 5 gHiB y KoMOiHallil 3 aHTaroHicToM
BiTaminy K 0o mocsAirTHeHHS TepalneBTUYHOro giana3ony [TY/MHB (=2,0). [lani nikyBaHHS
IIPOOBKYBaJIOCh aHTaroHicToM Bitaminy K y nosi, HeoOximHilt myis ninTpuMku 3HayenHs [T9/MHB y
MeXax TepalneBTUYHOTO fiana3oHy 2,0-3,0.

YV mocnimxkenni EINSTEIN Extension BuBuanucs 1197 nmanienTiB 3 TI'B a6o TEJIA 3 meTo10
npodinakTuku noBTopHOro BUHNKHEeHHS TI'B i TEJIA. TpuBamicTh NiKyBaHHS AOOATKOBO CTaHOBHUIIA 6
abo 12 micsiiB y mamieHTis, 1o 3aBepiuuiu 6 abo 12-MicayHuM Kypc Teparii BEeHO3HOI
TpoMO0eMO0Til, 3a71e2KHO Bif K/TiHiUHOI OLiHKY Jlikaps. PuBapokcabaH y mo3i 20 mMr 1 pa3 Ha mo6y
TTOPiBHIOBaBCS 3 1alebo.

Y nocnigxenuax EINSTEIN DVT, EINSTEIN PE ta EINSTEIN Extension 3aCTOCOByBajii OTHaKOBI
IIOIlepeIHbO BU3HAUYEHI IEPBUHHI Ta BTOPHHHI TOKa3HUKKA €(PEeKTUBHOCTI. [IepBUHHUM
TOKa3HUKOM epeKTuBHOCTI Oynu perunuy BTE (BeHO3HOI TpomMOoeMO01il), 3 KITiHiYHUMHK
IpOsiBAMM BHM3HAYEHi SIK CYKYMHICTh MOBTOPHOTO TT'B abo nmetanbHOl YU HenetanbHOl TEJIA.

BTopuHHUI TOKa3HUK e(peKTUBHOCTI BU3Ha4YaBCS SIK CYKynHiCTh peruausiB TI'B, nHenetansaol TEJIA
Ta JIeTaJIbHUX BUIIAMKIB 3 YCIX IPUYKUH.

Y nocnigxenni EINSTEIN CHOICE Busuanucsa 3396 nauieHTiB i3 nigTBepaxxeHuM cuMntToMauM TT'B
ta/abo TEJIA 3 meTot0 mpodinakTuku neranbHol TEJIA a60 HeneTanbHOI0 CUMITOMHOTO TIOBTOPHOTO
BuHUKHeHHs TI'B abo TEJIA, gki 3aBepLIuian Kypc aHTUKOATYJISTHTHOI Teparii TpuBajicTio 6-12
MicsiiB. ITallieHTH 3 TOKa3aHHSAM [JIg TPUBAJIOl aHTUKOATYJITHTHOI Teparlii y TeparneBTHYHUX [103aX
Oynu BUKIIOUEHi i3 mocmimkeHHs. TpuBalicTh MiKyBaHHS CTaHOBWIA [0 12 Mics1liB 3al€3KHO Bif
iHOuBimyanbHOI maTH paHmoMi3allil (Meniana: 351 mens). PuBapokcaban y mo3i 20 Mr 1 pa3 Ha goOy Ta
y mo3i 10 mr 1 pa3 Ha goOy mopiBHioBanu i3 100 Mr aretusncaminmioBoi Kuciotu 1 pa3 Ha go0y.

[TepBUHHUM ITOKa3HUKOM e(eKTUBHOCTI OyB cuMnTOMHUK peruauB BTE, BuU3HaueHUN K CYKyIIHICTh
noBTopHOro TI'B ab6o metanbHOi un HeneTanbHOi TEJIA.



Y mocnipxenHi EINSTEIN DVT (mus. Tabnuito 3) puBapokcabaH IPOJeMOHCTPyBaB He MEHIITY
e(peKTUBHICTD, Hi)K €eHOKCallapyH/aHTaroHicT BitaMiHy K 3a mepBUHHUM MOKa3HUKOM e€(EeKTUBHOCTI
(p<0,0001) (3a mOKa3HUKOM «He TOCTYIAEThCSA»); CIiBBigHOMmEHHS pu3ukiB: 0,680 (0,443-1,042),
p=0,076 (3a mOKa3HUKOM «IepeBeplnye»). CIiBBiIHOILIEHHS PU3UKIB 3a IIOIEePeaHbO 3aJaHo0
YUCTOIO KJTiHIYHOIO KOPUCTIO (TEPBUHHUY MTOKa3HUK e(PEeKTUBHOCTI IJIFOC MaCUBHI KPOBOTEYI)
cranoBuio 0,67 [(95% [I: 0,47-0,95), HominanbHe 3HayeHHss p=0,024] Ha KOPUCTHL pruBapoOKcabaHy.
3nayenHs MHB 3naxomunuce B Mexax TepaneBTUYHOI0 fiana3oHy B cepeguboMmy 60,3% yacy npu
cepepnHiv TpuBanocTi nikyBanHa 189 mHiB Ta 55,4%, 60,1% i 62,8% dacy B rpymnax i3 3amngaHOBaHOKO
TPUBAJIICTIO JIiKyBaHHA 3, 6 1 12 MicAiB BignosigHo. B rpymi, mo jgikyBanack
eHOKCallapiHOM/aHTaroHicToM BiTamiHy K, He BifMidueHO 4iTKOI 3a/I€3KHOCTi MiXK pPiBHEM CepPeqHbOTO0
nepiony y TepaneBTuyHOMY fmiana3oHi (ITT]]) B neHTpi (Yac migTpUMaHHS LiTbOBOTO Oialla30HY
3HayeHbr MHB 2,0-3,0) B Tepuunisx ogHaKOBOro po3Mipy i yactotom perunusiB BTE (p =0,932 gnsa
B3aemofil). B Mexkax HalBUIIOTO TEPIUIIS BiIIOBIAHO [0 IIEHTPY CIiBBiHOIIEHHS PU3UKIB y pasi
IpuioMy puBapokcabaHy B IIOpPiBHSHHI 3 BapdapunoM ctanosuio 0,69 (95% II: 0,35-1,35).

YacToTa BUHUKHEHHS SIBUILl OCHOBHOT'O ITOKa3HKKa 0e3MeKu (MacuBHI ab0 KITiHIYHO 3HAYYII
HeMaCHBHi KpOBOTeUi) Ta BTOPHHHOIO NTOKa3HKKa Oe3MeKu (MacuBHI KpoBOTedi) 6yia 0qHaKOBOIO B
000X TepareBTUYHUX Ipymax.

Tabnuis 3. TToka3HuKY e(eKTUBHOCTI Ta Oe3MeKu 3a JaHuMu pociigxeHHs ¢asu III EINSTEIN DVT

[TomynsLisa QOCTigXXKEeHHS 3449 malieHTiB 3 CHMITOMHKMM T'OCTPHUM TPOMOO30M
rIu0OKHX BEH
TepameBTHYHI MO3U Ta TPUBANICTh [PuBapokcaban’ FHOKcamapHiH/aHTarogicT siraminy K”
3, 6 abo 12 micauis |3, 6 a6o 12 micaiis
N=1 731 N=1 718
CuMmnToMHa peuupuByoda BTE* 36 51
(2,1%) (3,0%)
CumnTomHa peruausyoda TEJIA |20 18
(1,2%) (1,0%)
CuMmnToMHUY penuausytouu TTB |14 28
(0,8%) (1,6%)
CumnrToMui TEJIA i TT'B 1 0
(0,1%)
JIeTanbHa TEJIA/cMepTeNbHI 4 6
BUIIanKu, Koinu HasaBHICTL TEJIA He |(0,2%) (0,3%)
MOXKHa BUKJIIOUHTH
MacuBHa a00 KTiHIiYHO 3HAYYyIIa 139 138
HeMaCuBHa KPOBOTeYa (8,1%) (8,1%)
MacuBHI KpoBOTEYl 14 20
(0,8%) (1,2%)

* PuBapokcabaHn 15 Mr mBiui Ha mo0y IPOTIroM 3 THXKHIB 3 HACTYIIHUM 3aCTOCYBAHHIM m03u 20 MT
OJIMH pa3 Ha fo0y.

b EHOKCamnapyH IoHaMeHIIle IPOTAroM 5 OHIB, IiCNIA IIbOTO - aHTArOHICT BiTaMiHy K, 3acTOCyBaHHSA
SIKOTO TIOYMHAETHCS B IIEPiof IPUIOMY €HOKCallapuHy.



*p < 0,0001 (He meHmIa epeKTHBHICTD 3a ONEPENHLO BU3HAYEHUM CITiBBITHOIIEHHSM PU3UKiB 2,0);
criBBigHOwWeHHs pu3ukis: 0,680 (0,443-1,042), p = 0,076 («mepeBepLIye»).

Y mocnipxenni EINSTEIN PE (guB. Tabnuiio 4) puBapokcabaH IIpogeMOHCTPyBaB He MEHIITY
e(eKTUBHICTh, HiXK eHOKCallapiH/aHTaroHIiCT BiTaMiHy K 3a mepBUHHUM ITOKa3HUKOM e()eKTUBHOCTI
(p = 0,0026 (moKa3HUK «He MMOCTYIAETHCSA»); CIiBBigHOIIEeHHS pu3uKiB: 1,123 (0,749-1,684)).
CriBBifHOILIEHHS PU3HUKIB 3a ITOMEePeOHbO 3alaH0I0 YHCTOI0 KJTiIHIYHOI0 KOPUCTIO (TIePBUHHUA
IIOKA3HMK e()eKTHUBHOCTI IIJIF0C MaCHBHI KpoBoTeui) ctanosmiio 0,849 [(95 % [I: 0,633-1,139),
HOMiHalbHe 3HaYeHHs p = 0,0275]. 3uauenns MHB 3HaxoguIKuch B MeKax TEPAEeBTUYHOIO
fiama3o0Hy B cepenHboMy 63 % 4acy Npu cepenHiu TpUBAJIOCTI JiKyBaHHA 215 gHiB Ta 57 %, 62 % i 65
% 4acy B rpynax i3 3amiaHOBaHOIO TPUBAJIICTIO JIiKyBaHHA 3, 6 1 12 Micsnis BignosigHo. B rpymi, 1m0
JIiKyBalaCh eHOKCAlapruHOM/ aHTaroHicToM BiTaMiHy K, He BifMidueHO 4iTKOI 3a/I€3KHOCTi MiX piBHEM
cepenuboro IIT]] y neHTpi (4ac migTpuMaHHS IiIHOBOTO Aiama3oHy 3HaueHb MHB 2,0-3,0) B
TEePLIUISX OMHAKOBOT0 po3Mmipy i yactoroio peuunuiB BTE (p = 0,082 mns B3aemogil). B mexax
HAMBHUIIOTO TePLUJIA BiAIOBIAHO [0 LEHTPY, CIiBBIAHOIIEHHS PU3UKIB Y pa3i IpuioMy
puBapokcabaHy B IOPiBHSAHHI 3 BapdapunoM ctanosmio 0,642 (95 % IOI: 0,277-1,484).

YacToTa BUHUKHEHHS SIBUILl OCHOBHOT'O ITOKa3HKKa Oe3MeKu (MacuBHI ab0 KITiHIYHO 3HAYYIII
HeMaCHUBHi KpoBOTeui) Oysia melo HUK4O0I0 B TPy, 110 JTiKyBajack puBapokcabanom (10,3 %
(249/2412)), Hix B rpymi, [0 OTPUMYyBajla eHoKcanapyH/ aHTaroHicT Bitaminy K [11,4 % (274/2405)].
YacToTa SBUII BTOPUHHOTO ITOKa3HUKa 0e3meKy (MacUBHI KpoBOTEeYi) Oyla HUKYOIO B T'PYIIi, 110
nikyBanack puBapokcabaHoM [1,1 % (26/2412)], Hixk B rpymi eHOKcamapuHy/ aHTaroHicra Biraminy K
[2,2 % (52/2405)] 3i cniBBigHOmMEeHHIM pu3ukis 0,493 (95 % [II: 0,308-0,789).

Tabmuis 4. TToka3HuKY e(eKTUBHOCTI Ta 0e3meKu 3a JaHuMu pociimxkeHHs ¢asu III EINSTEIN PE

[Tonynsia QOCIigXXeHHs 4 832 mami€eHTH 3 rOCTPO CUMITOMHOI TEJTA
TepaneBTUYHI 003U Ta TPUBAIICTh |PuBapokcaGaH’ EHOKCcamapyH/ aHTaroHicT Biraminy K
3, 6 a0o 12 micsamiB |3, 6 abo 12 micsiis
N = 2419 N = 2413
CuMnToMHa peruausyoda BTE* 50 44
(2,1 %) (1,8 %)
CumnToMmHa perugusyioda TEJIA |23 20
(1,0 %) (0,8 %)
CumntoMHuyY peuupusyroun TTB |18 17
(0,7 %) (0,7 %)
CumntoMmHi TEJIA i TT'B 0 2
(<0,1 %)
JletansHa TEJIA/cMepTesbHI 11 7
Bunanaku, Koiu HasaBHICTL TEJIA He [(0,5 %) (0,3 %)
MOZKHA BUKJTIOUHUTH
MacuBHa a00 K/IiHiYHO 3Ha4ylla 249 274
HeMaCHBHA KPOBOTeYa (10,3 %) (11,4 %)
MacuBHI KpoBOTEYi 26 52
(1,1 %) (2,2 %)

* PuBapoxkcaban 15 Mr aBiui Ha o0y mpoTSIroM 3 TUXKHIB 3 HACTYITHUM 3aCTOCYBAHHSM 103u 20 MT
OIMH pa3 Ha Ho0y.



b EHOKCcamapuH L[0OHAWMeEHIIe IPOTATOM 5 [HIB, MIiC/A IIbOTO - aHTAroOHICT BiTaMiny K, 3acTocyBaHHSA
SIKOTO TIOYHMHAETHCS B IIePiof IPHUIOMY eHOKCallapuHy.

*p < 0,0026 (He meHIIa epeKTHBHICTD 3a ONEPENHLO BU3HAYEHUM CITiBBITHOIIEHHSIM PU3UKIiB 2,0);
cmiBBifHOWeHHS pu3ukiB: 1,123 (0,749-1,684).

Byno nposeneno 3BefgeHul aHani3 pe3ynbTartiB gocnigxeHb EINSTEIN DVT i PE 3a nonepenHbo
BU3HAYEHMMHU ITapaMeTpaMu (OuB. TabIUIo D).

Tabmunsg 5. [Toka3HUKY epeKTUBHOCTI Ta 0e3MeKy 3a faHWMU 3BeIeHOT0 aHali3y pe3ylbTaTiB
nocnigxkens ¢asu III EINSTEIN DVT ta EINSTEIN PE

[Tonynswisa QOCTigXKEeHHS 8 281 manieHT 3 roctpuM cuMmntoMuuM TT'B a6o TEJIA
TepaneBTUYHI 03U Ta TPUBAJIICTh [PuBapokcaban FHoKcanapyH/ aHTarosict siraminy K
3, 6 abo 12 micamuis {3, 6 abo 12 micaris
N = 4150 N = 4131
CumnToMHa peuupusyoda BTE* |86 95
(2,1 %) (2,3 %)
CumnToMmHa perunusyoda TEJIA K3 38
(1,0 %) (0,9 %)
CuMnToMHUY peruauByouud TT'B [32 45
(0,8 %) (1,1 %)
CumnTomui TEJIA i TT'B 1 2
(<0,1 %) (<0,1 %)
JIeTanbHa TEJIA/cMepTenbHI 15 13
BUIIAOKK, Koy HassBHiCTE TEJIA (0,4 %) (0,3 %)
He MOXXHa BUKIIOUUTHU
MacuBHa a0o KiHigHO 3Hauyma [388 412
HeMaChBHa KPOBOTeYa (9,4 %) (10,0 %)
MacuBHI KpoBOTEYl 40 72
(1,0 %) (1,7 %)

* PuBapokcaban 15 Mr mBiui Ha mo0y mPOTSIroM 3 THXKHIB 3 HACTYIIHUM 3aCTOCYBAHHIM m03u 20 MT
OJIMH pa3 Ha Ho0y.

b EHOKCamnapyH IoHaMeHIlle IPOTAroM 5 OHIB, IICNIA [IbOTO - aHTArOHICT BiTaMiHy K, 3acTOCyBaHHSA
SIKOTO TIOYMHAETHCS B IIEPiof IPUIOMY €HOKCallapuHy.

*p < 0,0001 (He meHIa epeKTHBHICTD 3a IONEPEAHBO BU3HAYEHUM CIIiBBIJHOIIEHHSM PU3HUKiB 1,75);
criBBimHOIeHHS pu3ukiB: 0,886 (0,661-1,186).

CriBBigHOILIIEHHS PU3HKKIB 3a IOIEePEeaHbO 3aaH00 YMCTO KTIHIYHOK KOPUCTIO (IEPBUHHUU
ITOKa3HUK e()eKTUBHOCTI IJIIOC MaCHBHI KPOBOTeYi) 3a JaHMMHU 3BEOEeHOr0 aHasily ctaHoBuio 0,771
[(95% [OI: 0,614-0,967), HoMiHanpHe 3HAaYeHHs p = 0,0244].

Y mocnipxenHi EINSTEIN Extension (guB. Tabmnuiiio 6) puBapokcabaH IPOAeMOHCTPYBaB IiepeBary
Hap manebo CTOCOBHO IIEPBUHHMX Ta BTOPMHHUX ITOKA3HUKIB e(peKTUBHOCTI. YacToTa SIBUIL



TOJIOBHOTO TIOKa3HMKa 0e3rmeKu (MacUBHI KPOBOTEYI) y Malli€eHTiB, SKi OTpUMYBaii puBapokcabaH Mo
20 mr 1 pa3 Ha 0o0y, Oy7a KinbKiCHO He3HaYHO BUIIOI0, HiXK y MAIli€eHTIB, sSKi 0OTpUMyBasu Ianeto.
YacToTa BUHUKHEHHS SIBUILl BTOPUHHOTO ITOKa3HMKa 6e3meku (MacuBHi ab0 KITiHIYHO 3HAYYIIT
HeMaCHBHi KpoBoTedi) Oyya BUIO0 y MAlli€HTiB, SIKi OTpHMyBaiu puBapokcabaH mo 20 Mr Ha mo0y,
HiX y TallieHTiB, IKi OTpuMyBasu maiebo.

Tabmuns 6. I[Toka3HUKY epeKTUBHOCTI Ta Oe3meku 3a faHuMu gociimxkenHs ¢asu III EINSTEIN
Extension

[TomynsLig QOCTigXXKEeHHS 1197 martrieHTiB, y SIKUX IIPOIOBKYBAJIOCH JTIKyBaHHS a0
mpodislakTHKa PeluauBiB BEHO3HO1 TPoMOoeMOoil
TepaneBTUYHI DO3U Ta TPUBAIICTh PuBapokcabaH" [Tname6o
6 a60 12 MicauiB 6 abo 12 MicsamisB
N = 602 N = 594
CuMnToMHa peruauyoda BTE* 3 42
(1,3 %) (7,1 %)
CumMnToMHa peruausyoda TEJIA 2 13
(0,3 %) (2,2 %)
CuMnToMHUY peruauByounii TI'B 5 31
(0,8 %) (5,2 %)
JleTanpHa TEJIA/CMepTenbHi Bunagku, |1 1
Konu HasBHICTL TEJIA He MOXXHa (0,2 %) (0,2 %)
BUKJTIOUHUTH
MacuBHI KpOBOTEUi 4 0
(0,7 %) (0,0 %)
KniHiYHO 3HaYyIlli HEMaCKBHI KPOBOTEYi |32 7
(5,4 %) (1,2 %)

* PuBapokcaban 20 Mr oguH pa3 Ha mo0y.

*p < 0,0001 («mepeBepiye»); cuiBBigHOIEHHS pu3ukis: 0,185 (0,087-0,393).

Y mocnipxenni EINSTEN CHOICE (nuB. Tabnuinio 7) puBapokcabaH y go3ax 20 mr ta 10 mr
IIPOOEeMOHCTPYBAB IIepeBary Haj aleTUCcailluI0BO0 KMCIO0TOW ¥ 0031 100 M CTOCOBHO MEPBUHHUX 1
BTOPUHHUX ITOKAa3HUKIB epekTBHOCTI. OCHOBHUY ITOKA3HUK Oe3meKku (MaCUBHI KpoBoTedi) OyB
nofiOHUY Yy MallieHTiB, SKi OTpUMYBaIu puBapokcabaH y m03i 20 Mr a6o 10 Mr, MOpiBHSHO 3
alneTUICaIilnIOBO0 KUCIIOTOW Vv 7031 100 Mmr.

Tabmuus 7. TToka3uuku eeKTUBHOCTI Ta Ge3neky 3a gaHuMuU pocuigxkenHs ¢asu III EINSTEIN
CHOICE

[TonmynsAaiisa qOCTiaXKeHHT 3396 mallieHTiB 3 TPUBAJIOI0 MPOGiTaKTUKOI MTOBTOPHOTO

BUHUKHeHHS TT'B

TepameBTUYHI 103U Pusapoxcaban 20 Mr iI;IB&pOKC&GaH 10 ACK 100 mr
1 pa3 Ha moby 1 pa3 Ha moby
N = 1107 Il\ij?’llfgf"Gy N = 1131




[TonynsLisa QOCTiAXXKEeHHS 3396 maIlieHTiB 3 TPHBAIO MPOQiTaKTAKOI IIOBTOPHOIO
BUHUKHEHHS T1'B
TepaneBTUYHI 1031 PuBapokcaban 20 Mr 5{1;1B&p0KC&6aH 10 ACK 100 vr
1 pa3 Ha moby 1 pas na noby 1 pa3 Ha o6y
N =1107 N = 1127 N = 1131
Meiara TpuBaoCTI Tepartl 349 [189-362] nuis 353 [190-362] nui [350 [186-362] nuis
[iHTEpKBapTUIbHUM [iamla30H]
CuMnToMHa peruausyoda BTE* |17 13 50
(1,5 %)* (1,2 %)** (4,4 %)
CumntoMHa penupusyoda TEJIA |6 §) 19
(0,5 %) (0,5 %) (1,7 %)
CumMmnToMHuY peruausyouu TT'B [9 8 30
(0,8 %) (0,7 %) (2,7 %)
JleTanbHa TEJIA/cMepTenbHi ) )
BUIIQOKM, KOJIH HasBHICTh TEJIA (0,2%) 0 (0,2%)
He MOXXKHa BUKTIOUUTH
CumnToMmHa penuausyioya BTE,
indapkT Miokapay, iHCyneT abo |19 18 56
cucTeMHa eM00IIis To3a Mexamu [(1,7 %) (1,6 %) (5,0 %)
LTHC
MacuBHiI KpoBOTEYi 6 5 3
(0,5 %) (0,4 %) (0,3 %)
KniHIYHO 3Hauyllli HEMaCUBHI 30 22 20
KPOBOTEUi (2,7) (2,0) (1,8)
CuMnToMHa peuuausyoda BTE
a00 MacHBHA KpPOBOTEYa (YKUCTa 23 17 53
- (2,1 %) (1,5 %) (4,7 %)
KJTiHIYHa KOPUCTh)

*p < 0,0001 («mepeBepirye») puBapokcaban 20 mr 1 pa3 Ha o6y nopiBHSHO 3 ACK 100 Mr 1 pa3 Ha
noOy; cmiBBigHOmeHHs pusukis = 0,34 (0,20-0,59).

*p < 0,0001 («nepeBepirye») puBapokcaban 10 Mr 1 pa3 Ha goOy mopiBHsHO 3 ACK 100 Mr 1 pa3 Ha
noOy; cmiBBigHOmEHHs pusukis = 0,26 (0,14-0,47).

PuBapokcaban 20 Mr 1 pa3 Ha go0y nopiBHsgHO 3 ACK 100 Mr 1 pa3 Ha mo0y; CIIiBBigHOIIEHHS
pusukis = 0,44 (0,27-0,71), p 0,0009 (HomiHaNbHE).

PuBapokcaban 10 Mr 1 pa3 Ha o0y mopiBHgHO 3 ACK 100 Mr 1 pa3 Ha mo0y; CIIiBBigHOIIEHHS
pusukis = 0,32 (0,18-0,55), p < 0,0001 (HomiHambHE).

HomaTkoBo mo mocmigxkens 111 pa3u mporpamu EINSTEIN 6yno npoBefeHO IPOCIIEKTUBHE
HeiHTepBEHIIIIHE BiIKpuTe KOroOpTHE mochimxkeHHs (XALIA) i3 11eHTpani30BaHoI0 OI[iHKOI0 KiHI[EBUX
TOYOK, BKMo4aouu peuunusu BTE, ceplio3Hi KpoBOTeUi Ta neTanbHi BUagku. [/ BUBYEHHS
Oe3meKku JOBrOTPUBAJIOTO 3aCTOCYBAaHHS pUBapoKcabaHy y KIiHIUHIN MpaKTUIl y OPiBHSAHHI 3
TPAOUIINHOI0 aHTUKOATYJISTHTHOIO TepaIlielo B JOCimxkeHHs O0yI0 BKI04YeHo 5142 namieHTu 3
roctpuM TI'B. ¥ rpyni puBapokcabaHy 4acToTa Cepiio3HUX KpoBoTed cTtaHoBuina 0,7 %,
penupusyioyoro BTE - 1,4 %, meTanbHUX BUNAAKIB 3 ycix npuduH - 0,5 %. Y Buxigamx
XapaKTepHCTUKaX NallieHTiB Oyu BiTMiHHOCTI, BK/TI0Ual0YH BiK, OHKOJIOTiYHi 3aXBOPIOBAHHS Ta
HUPKOBY HEOCTATHICTh. [I717 KOPUTYBAHHS BiIMiHHOCTEW y BUXIIHUX XapaKTepPUCTUKaX 0yIi0
3aCTOCOBAHO ITOMEePEOHbO 3alIaHOBaHKM CcTpaTU(iKOBAaHUY aHalli3 3a KoedillieHTOM CXUIIBHOCTI, ase,



He3BaXKalyH Ha Ile, 3aJIUIIKOBE BiIXUJIeHHS MOXKe BIJIMBATHU Ha pe3yinbTaT. [Ipu 3acToCyBaHHI
puBapokcOaHy B MOPIiBHSHHI i3 TpaguIliiiHOIO TepaIi€o CKOPUTrOBaHi BiIHOIIEHHST PU3UKIB CEPHO3HUX
KpoBOoTedY, penuauByodol BTE Ta netanbHUX BUMAAKIB 3 YCiX IPUYMH CTaHOBIATH BigmosigHo 0,77
(95 % [OI 0,40-1,50), 0,91(95 % OI 0,54-1,54) Ta 0,51 (95 % M1 0,24-1,07). Lli pe3ynbTatu y KIiHiYHIN
IIPaKTHIIi BiATIOBifal0Th BCTAHOBIEHOMY IIpodiio 6e3meKy s JaHOT0 TOKa3aHHS.

Y micnsipeecTpaliiHOMy HeiHTepBeHIINHOMY HoCTimKeHH]i 3a ydacTi noran 40000 namieHTis 6e3
OHKOJIOTiYHUX 3aXBOPIOBaHb B aHaMHe3i 3 HOTHPhOX KpalH puBapokcabaH Mpu3Hadasy I JIiKyBaHHS
a6o npodinakturu TI'B i TEJIA. YacToTa mopi#t Ha 100 maiieHTo-pPOKiB O CHUMIITOMHUX/KITIHIYHO
BupaxeHux BTE/TpomOoeMO0TiyHUX MMOMiH, 1110 TPU3BEIIX OO0 roCIiTail3atii, KomuBanacs Bim 0,64
(95% M1 0,40-0,97) y Benukob6puTawnii go 2,30 (95% II 2,11-2,51) y Himewyuuni. KpoBoTeui, 1110
IIPU3BEJIHU [0 TOCIiTani3alii, BUHUKanmu 3 4actoToo momiit 0,31 (95% I 0,23-0,42) va 100 marrieHTo-
POKiB 1151 BHyTpilHbOYepenHoi KpoBoTedi, 0,89 (95% M1 0,67-1,17) mns MITyHKOBO-KHIIIKOBOI
kpoBoTeui, 0,44 (95% [I 0,26-0,74) nns yporenitanbHoi kpoBoTedi Ta 0,41 (95% I 0,31-0,54) nns
IHIITUX KPOBOTEY.

JlixysaxHa TT'B ma npogisakmuka peyuodusgie TI'B y nediampuyHux nayieHmia

3arasom 727 piten 3 migTBepAxKeHot roctpoio BTE, 3 akux 528 oTpuMyBanu puBapokcadaH, Oymu
OOCIifIKeHi B 6 BimkpuTux 0araToIeHTPOBUX IeliaTPUUYHUX OOCHiIKeHHX. [l03yBaHHS 3
ypaxyBaHHSM MacCH Tifla y HallieHTiB Bil HApOAXKeHHs [0 18 poKiB MPU3BOAUIIO [0 €KCIIO3UIIi1
puBapokcabaHny, momioHoi mo Ti€l, o crocTepiranacs y mopociux naiienTiB 3 TI'B, siki oTpumyBanu
puBapokcabaH y mo3i 20 mMr 1 pa3 Ha 00y, K nigTBepaxKeHo B gocmimxkenHi 111 ¢pa3u (muB. po3min
«DapMaKOKiHETHKa»).

Hocnimpxenns 111 ¢pasu EINSTEIN Junior - 11e paHmoMi3oBaHe, aKTUBHO-KOHTPOIbOBaHEe BiTKPUTE
OaraToleHTPOBE KIiHiUHEe HocTigKeHHs 3a ydacTio 500 malfieHTiB mefgiaTpu4Hol rpynu (BiKoM Bif
HapoaxKeHHs [0 < 18 pokiB) 3 migTBepaxKeHow roctpoio BTE. Byro BkmodeHo 276 miTen BikoM Bifg 12
0o < 18 pokis, 101 guTtuHa BiKOM Bif 6 10 < 12 pokiBs, 69 miTeu BikoM Bif 2 0o < 6 pPokiB Ta 54
OUTUHY BIKOM < 2 POKIB.

[Momia BTE knacudikysanacs sgk: BTE, moB’g3aHa i3 3aCTOCYBaHHAM IIeHTPaIbHOT0 BEHO3HOTO
kateTepa (LIBK-BTE; 90/335 marienTiB y rpymi puBapokcabany, 37/165 marrieHTiB y rpymi
TIOPiBHSHHS); TPoMO03 lepebpanbHux BeH Ta cunyciB (TLIBC; 74/335 natieHTiB y rpymi
puBapokcabany, 43/165 nalieHTiB y rpymi mopiBHSAHHS); Ta Bci iHmi, BKmodatoun TT'B ta TEJIA (He-
LIBK-BTE; 171/335 mariienTiB y rpymi puBapokcabany, 85/165 maIfi€eHTiB y rpyIi MOPiBHAHHS).
Haityacrimmm nposiBoM TpoM603y y miTedt BikoM Big 12 mo < 18 pokis 6yB He-LIBK-BTE y 211
(76,4%); y miteit BikoM Bim 6 0o < 12 pokiB Ta BikoM Bix 2 mo < 6 pokiB 6yB TIIBC: y 48 (47,5%) Ta 35
(50,7%) BigmoBigHO; a y miTei BikoMm < 2 pokiB 0yB LIBK-BTE: y 37 (68,5%). Y rpymi puBapokcabany
He Oyyo miTe#t BikoM mo 6 micsiis i3 TLIBC. ¥ 22 marienTis i3 TLIBC 6yna indexmis IITHC (13
NallieHTiB y TPyIi puBapokcabaHy Ta 9 mallieHTiB y TPyIIi IOPiBHIHHS).

Y 438 (87,6%) miteit BTE cpoBOKyBalu CTiliKi, TpaH3UTOPHI a60 0OJHOYACHO CTilKi Ta TPaH3UTOPHI
(baxKTopu PU3MKY.

[TalieHTH OTPUMYBAJIK ITOYATKOBE JIiKyBaHHS TepaneBTUYHUMU fo3aMu HOI', HMI a6o
(dboHIanaprHYKCY IPOTATOM IIoHaWMeHIIe 5 [HiB i Oyu paHAoMi30BaHi y chiBBigHOmIEHH] 2:1 gs
oTpuMaHHS abo puBapokcabaHy B 03yBaHHI BiiMOBITHOMY 10 MacCH Tinla, abo [0 IPyNu IOPiBHIHHS



(orpumyBanu renaputu, ABK) npotsroM 3 MicsLiB OCHOBHOTO IIepiofy JIiKyBaHHA Y OOCIIAKeHH]
(mpotsirom 1 micsausg gns giter < 2 pokis 3 LIBK-BTE). Hanpukiniii 0CHOBHOT0 Iiepiofy JIiKyBaHHS Y
IOCTiAKEeHH]i IiarHOCTUYHe Bidyasi3alliline 06CTexXeHHs, iKe poOuIu Ipu BKITIOYEH] MallieHTa B
MOCTiAKEeHHS, TOBTOPIOBAJIH, SKIIO 1ie 0yJI0 KITiHiYHO MOXKIUBO. [I0CTigKyBaHy Tepariio MoxkHa 6yo
IPUIIMHUTY Ha I[bOMY eTalli abo Ha po3Cy[ OOCTigHUKa ITPOIOBXKUTYA Ha TePMiH 10 12 MicsIiB (ams
miteu < 2 pokiB i3 LIBK-BTE - mo 3 mics1iB).

OCHOBHUM TIOKa3HUKOM e(peKTUBHOCTI Oya nofis cuMnToMHOTo peruauBy BTE. OCHOBHUM
IIOKa3HUKOM Oe3mneku OyJia CyKyIHICTh MOAiM BEJIMKOI KPOBOTEUi Ta K/TiHIYHO 3HAYYII0l HeBEJIUKO]
kpoBoTedi (K3HBK). Vci pesynbratu 1mom0 eheKTUBHOCTI Ta 6e3meku Oyau IIeHTPali30BaHO OIiHeHi
He3aJIeXXHUM KOMITeTOM, SKUM He IpM3Ha4aB JIiKyBaHHA. Pe3ynbTaT Mmoo e(eKTUBHOCTI Ta
Oe3mnexku moka3aHi B Tabmunsax 1 i 2 Huxkue.

[TosTopHi BTE BuHUKIM y Tpymi puBapokcabany y 4 i3 335 nariieHTiB Ta y rpymi NopiBHAHHS ¥ 5 i3
165 nanienTis. CykynHicTb mofii Benukol kpoBoTeui Ta K3HBK 6yna 3apeectpoBana y 10 i3 329
naiieHTiB (3%), gKi oTpuMyBanu puBapokcabaH, Ta y 3 i3 162 namuienTis (1,9%), sKi oTpuMyBanu
npernapar nopiBHAHHSA. [Tofii, 110 CKIagaTh MOKa3HUK YKCTOl KJTiHIYHOI KOPUCTI (CYKYTIHICTh TOTik
cuMmnTomMHoro penunuBy BTE Ta cepiio3HO0I KPOBOTEYi), 3apEECTPOBAHO V I'PYITi puBapokcabany y 4 i3

335 marienTiB Ta y 7 i3 165 mauieHTiB y rpyni nopiBasiHHSA. CTyniHb pekaHamizalii Tpom0y, 1110
KnacuGpikoBaHUH K «HOpMaJi3allisi» IIpu MOBTOPHIiM Bidyasidailil crmoctepiraBcs y 128 i3 335
TIAlli€HTIB, SIKi OTPUMYyBaJu JIiKyBaHHS puBapokcabaHoM, Ta y 43 i3 165 marliieHTiB - y rpymi

nopiBHsAHHA. L{i pe3ynbTaTé Oynu B IiioMy nomi6HUMM cepef] BiKOBUX TPyI. Y I'PyIli puBapokcabaHy
6yno 119 (36,2%) miTeit 3 Oyab-IKMMU KPOBOTEYaMHU, 110 BUHUKIIY IIifl 4yac jikyBaHHS, i 45 (27,8%)

OiTeil - y TpyIli NOPiBHSAHHSA.

Tabmuus 8. Pe3ynbTaTé €heKTUBHOCTI B KiHIII OCHOBHOTO IIepiofy NiKyBaHHS

(1,2%; 95% Ol
0,4% - 3,0%)

ABunie PuBapokcabaH I[Ipemapat
N=335* MOPiBHSIHHS
N=165*
PerupuB BTE (oCHOBHUY MTOKAa3HUK e(PEKTUBHOCTI) 4 5

(3,0%; 95% [l
1,2% - 6,6%)

CyKynHICTh OAiY CUMITOMHOIO peuupguBy BTE
0e3CUMITOMHOTO NOTipIIeHHS IPYU TIOBTOPHOMY
Bi3yasizaliiHoMy 06CTeXKeHHi

5
(1,5%; 95% Ol
0,6% - 3,4%)

6
(3,6%; 95% QI
1,6% - 7,6%)

CyKynHICTh OfiA CUMITOMHOTO peuupguBy BTE
6e3CHMIITOMHOTO IOTipINEHHS BiICYTHICTh 3MiH IIpH
MOBTOPHOMY Bi3yaJizaliiHoMy 06CTeXeHHi

21
(6,3%; 95% [l
4,0% - 9,2%)

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

Hopwmari3salis Ipu IOBTOPHOMY Bi3yasli3aliiitHoMy
00CTexKeHHi

128
(38,2%; 95% [I
33,0% - 43,5%)

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

CyKynHICTh OHIY CUMITOMHOTr0 peuupausy BTE Benuka
KpPOBOTeYa (4ucTa KiliHiYHa KOPUCTh)

4
(1,2%; 95% [l
0,4% - 3,0%)

7
(4,2%; 95% 1
2,0% - 8,4%)

JleTanbHa abo HeleTasbHa JiereHeBa eM00JIis

1
(0,3%; 95% M1

0,0% - 1,6%)

1
(0,6%; 95% QI

0,0% - 3,1%)

* TloBHa MHOXKUHA TAIliEHTIB OIS aHAi3y, yci mitu, sKi 6ynu paHmoMi3oBaHi.




Tabmuus 9. PesynbpTaTél 6e3MeKY B KiHIIi OCHOBHOTO I1epiofy JIiKyBaHHS

PuBapokca®aH IIpemapat
N=329%* TMOPiBHSIHHS
N=162*
CykynHicTs nogiit Benukol kpoBoTedi K3HBK (ocHoBHu# |10 3
[MOKa3HUK Oe3mexu) (3,0%; 95% OI (1,9%; 95% I
1,6% - 5,5%) 0.5% - 5.3%)
Benuka KpoBoTeda 0 2
(0,0%, 95% [l (1,2%; 95% 1]
0,0% - 1,1%) 0,2% - 4,3%)
Bynp-g9Ki KpOBOTEYi, BUKJIMKaHI JTIKyBaHHIM 119 (36,2%) 45 (27,8%)

* Tlomynsitisg maiieHTiB g aHani3y 6e3meky, yci nitu, ski Oynu paHaoMi30oBaHi Ta OTpUMau
npuHaiMHi 1 103y HOCTiAKyBaHOTO JTiKapchKOro 3aco0y.

[Tpodins epekTBHOCTI Ta Oe3neku puBapokcabaHy OyB 3HaYHOIO Mipoi0 MOTIOHUM Mixk
neniaTpuyHoto nomynsiieto 3 BTE ta gopocnoto nonynsuieto 3 TTB/TEJIA, ogHak yacTka cy0’eKTiB i3
Oymb-sIKOI0 KpOBOTeYeto Oyya BUIOW0 V HmefiaTpuyHii momynsiii BTE mopiBHSHO 3 JOPOCIO0
nonynsauiero TT'B/TE.

[NanieHTH 3 TO3UTUBHUMHU PE3VIbTaTaMHU TECTV IS TPhOX aHTU(OCHOMImigTHNX aHTUTIN

PuBapoxkcabaHn 0y0 nopiBHAHO i3 BapdapruHOM Y MallieHTiB 3 TPOMO030M B aHaMHe3i 3
miarHocToBaHUM aHTHGOComimigHIM cuHapoMoM (ADPC) 3 BUCOKUM PHU3UKOM TPOMOOeMOOTiUHIX
SIBUIL (IIO3UTHBHI PE3yIbTaTH AJIS BCiX TPhOX aHTA(POCHOIMIHNX aHTUTINI: BOBUAKOBUU
AHTUKOATYJISHT, aHTUKAPAiOJIiNiHOBI aHTHTINA, aHTU-0eTa-2-TNIiKONpoTelH I auTuTina) y
PaHAOMi30BaHOMY BiIKPUTOMY MYJIbTHULIEHTPOBOMY CIIOHCOPOBAHOMY HOCJIIAHUKAMU KIIIHIYHOMY
BUIIPOOYBaHHI i3 «3aCIIillJIeHOI0» OI[IHKO0 KiHIeBOl TOUKHU. [loCigKeHHs 0yI0 MPUITHHEHO
IOCTPOKOBO Micyisg BKI0YeHHs 120 marieHTiB BHACIIOK 3POCTAHHS YaCTOTH TPoMO0oeMOOoTiuHUX
SIBUII V TIALIi€HTIB, SIKi mpuiiManu puBapokcabaH. CepeqHill mepion crocTepeKeHHS CTaHOBUB 569
nHiB, 59 marieHTiB 6y10 paHAOMi30BaHO B IPYIly 3aCTOCYyBaHHS puBapokcabany B mo3i 20 mr (15 mr
IS TIallieHTiB 3 KJlipeHcoM KpeaTuHiny < 50 mii/xB) i 61 - Bapdapuny (MHB 2,0-3,0). TpomGoTHYHi
aBuira Oynu y 12 % maljieHTiB, paHOOMi30BaHUX B I'PYIy 3aCTOCYBaHHS PUBOpPOKcabaHy (4 imemigHUX
iHcynbTH Ta 3 iHndapkTu Miokappa). He 6yno 3apeecTpoBaHo TpoMO0eMOOiYHUX SBULL Y TIAI[IEHTIB,
PaHAOMi30BaHUX B I'PYIy 3aCTOCYBaHHS Bap(apuHy. Bennki KpoBOTeUi criocTepiranucs y 4 naiieHTiB
(7 %) rpynu puBapokcabaHy Ta 2 maiiieHTiB (3 %) rpynu Bapdapuny.

3aCTOCYBaHHA OiTAM
€Bponeiicbka MeJUYHa areHllis BiIMOBUIACh Bifl IpaBa BUMaraTy BUKOHAHHS 3000B’13aHHSI CTOCOBHO

IIOaHHSA pe3yJbTaTiB JOCIiAXKeHb i3 3acTocyBaHHsA KcapenTo® B ycix miArpynax npeacTaBHUKIB
OUTSTYOIL OMYIALIl A7 JTiIKyBaHHS TPOMOOEeMOOTiYHUX YCKIIafHEeHb. [[719 03HAOMIEHHS 3
iHdopMalriero mpo 3aCTOCYBaHHS JIIKAPCHKOTO 3aC00y AiTSAM OUB. PO3Min «JIiTH».

dapmMaKoKiHemukKa.

BcMOKTYBaHHSA



HaCTy'HHa iH(i)OpMaLIiH OCHOBAHa Ha OaHUX, OTPEMAaHUX Y OOPOCIIKUX.

PuBapokca0aH IIBHOKO BCMOKTYEThCS; MaKCUMaJibHa KoHIleHTpalis (C,,,,) HocsaraeThcs yepes 2-4
TOOVHMY IIiCig IpUiioMy TablIeTKHU.

A6comoTHa 6iogoCTynHICTh puBapoKcabaHy Miciisg 3aCTOCyBaHHS 03U BUCOKa i cTaHOBUTH 80-100 %
miist TabeTok 1mo 2,5 Mr Ta 10 Mr, HezanmexkHo Bif mpuiomy ixi. CrioKuBaHHS iKi He BIJTUBA€E Ha
noka3Hukyu AUC (mioria mif KprUBOIO 3a/IeXKHOCTI KOHIIEHTpallis - 4ac) abo C,,, puBapokcabaHny y
no3i 2,5 mr ta 10 mr.

[Tpu npuiiomi HaTIre y 3B’s13KY 3i 3HUKEHHSIM BCMOKTYBaHHS [Jis Ta0IeTOK puBapokcabany mo 20 mMr
Oyna Bu3HaueHa OiomocTynHicTh 66 %. IIpu 3acTocyBaHHi puBapokcabany 1mo 20 M pa3oM 3 1xelo
Oy710 BCTAaHOBIIEHO, 110 cepenHii moka3HuK AUC 36inmbIinyeTbest Ha 39 %, IOPIiBHSIHO 3 IPUIOMOM
TabJeTOK HaTIIe, 110 BKa3ye Ha Malixke IIOBHE BCMOKTYBAHHS i BUCOKY 0i0goCTyIHICTh Ipu
nepopaabHOMY IIpuiioMi. PuBapokcabaH 1o 15 Mr i 20 Mr ciig npuiiMaTH IIif Yac BXKUBaHHS 1XKi (IUB.
po3min «Crocib 3acToCcyBaHHS i HO3U»).

dapMaKOKiHeTHKA pUBapoKCcabaHy HAOIUKAETHCS OO JIIHIMHOI mpu 3acToCyBaHHi y mo3ax go 15 mr 1
pas Ha 00y HaTIe. [Ipu npuioMi mim Yac BXKUBAHHS iXi apMaKOKiHeTHKa TabJIeTOK
puBapokcabany 15 Mr i 20 MT € IpOMOPLIMHO 3a/IexKHOI0 Bif fo3u. [Ipy BUKOPUCTaHHI BUIIKX 03
abcop6buis puBapokcabaHy 00MeXy€eThCS TapaMeTpaMyu PO3YMHHOCTI, IPU LIbOMY Ha TJIi BUILIUX 103
Bil3HAYA€ETHCS 3HUKEHHS 6i0IOCTYIIHOCTI Ta CTYIeHsI BCMOKTYBaHHS.

dapmakoKiHeTHKa prBapoKcabaHy XapaKTepu3yeThCs TIOMiPHOI0 MiHIMBICTIO; iHAMBiAyanbHa
BapiabenbHIiCTh (Bapiamiiauil KoedimieHT) ctaHoBUTh Big 30 % mo 40 %.

BcMoKTyBaHHS puBapokcabaHy 3a/IeKUTh Bif Micllsi BUBIIbHEHHS JIIKaPChKOTO 3aC00Y Y IMITYHKOBO-
KUIIKOBOMY TpakKTi. Big3HauaeTscs 29 % i 56 % 3uuxenssa AUC i C,,,, Ipu 3aCTOCYBaHHI rpaHyIATa
prBapokcabaHy, 3 BUBITbHEHHSIM [il040l PEUOBUHU Y TPOKCUMAIbHOMY BifiIilli TOHKOTO KMINIKiBHUKA
TOPiBHSIHO 3 Ta01eTOBaHOI0 (GopMOI0. EKCITO3uIliss 3MEeHIITY€eThC I1ie Oible Mpy BUBIIbHEHHI [it04o0i
PEYOBHHHU Y IUCTAJIbHOMY BififiJli TOHKOT'O KUIIEYHUKY UM BUCXiHi# YaCcTHHI 000M0BOI KUIIKH.
Heo6xigHO yHUKATH BBEJEHHS pHBapoKcabaHy AUCTANbHIIIE IMITYHKA, OCKIJIbKY 11e MOXKe IIPU3BECTH
[0 3HUXKEHHS BCMOKTYBaHHS Ta BIIIOBIIHOTO BIJIUBY Ha €KCIIO3ULIIIO.

Biogoctymnsicts (AUC i C,,,) ¥ pa3i 3acTocyBaHHs puBapokcabaHy 20 MT IepopaibHO y
BUTTISAAI oapiOHeHOoi TabneTKy, 3MilaHoi 3 s0MyYHuM Iope a0o BOOo0, BBEIEHOI uepes
IITYHKOBUY 30H[ Opa3y Iicisg pimkoi ixi, Ta y pasi mpuiiomy uinoi TabmeTku Oyma
OPiBHAHOI0. BpaxoBytouu nependayvyyBaHU OO30MPOMOPINHLN (papMaKOKiHETUUHUN
npodinb puBapokcabaHy, pe3yIbTaTH AaHOTO JOCHiAXKeHHS 3 6i0M0CTYIIHOCTi, iMOBIpHO,
MOXKYTb CTOCYBaTHUCS i HUKYUX 003 pUBapokcabaHy.

ITediampuyHi nauieHmu

Hitu orpuMyBanu TabaeTKy puBapokcabany abo CycreH3ito [is mepopasbHOT0 3aCTOCYBAHHS IIifl Yac
abo 6e3mocepeHbO MiCys TOnyBaHHs a00 IPUHOMY 1XKi Ta 3 TUIIOBOIO IOPIIi€l0 PiqUHYU OIS
3abe3neyeHHs HaMIilHOTO JO3YBaHHS HiTAM. fK i y mopocnux, puBapokcabaH 1erko BCMOKTYEThCS
IIiCJ/1s1 MepOpasbHOTO IPUMOMY Y BUTJIAAI TabmeToK abo rpaHyl AJid IPUTOTYBAHHS CYCIIeH3ii ayig
IIepOpaIbHOTO 3aCTOCYBaHHA y HAiTel. Pi3HUIN y MBUAKOCTI BCMOKTYBaHHS a00 B CTYIIEHi
BCMOKTYBaHHS MiXK Ta6J€TKOIO Ta I'paHylaMH AJIs IPUTOTYBAHHS CYCIIEeH3ii IJIsi mepopaibHOTO
3aCTOCYBaHHA He cnocrepiranocs. Hemae panux npo OK micis BHYTPIITHEOBEHHOTO BBEIEHHS TiTSAM,
ToMy abcosoTHa 6i0MOCTyIHICTE pUBapoKcabaHy v miTel HeBimoMa. Byo BUSBIEHO 3HUKEHHS



BigHOCHOI 6i000CTYMHOCTI Tpu 30inbIneHHI 103 (Y MI/KT MacH Tifla), 110 CBiqYUTh TPO 00MeXKEHHS
BCMOKTYBaHHS IIPY BUINMX A03aX, HaBiTh IPU OOMHOYACHOMY IIPUHOMi 3 1Kel0.

PuBapokcaban TabneTtku o 15 Ta 20 Mr ciif mpuiMaTH Iif 4ac rogyBaHHS a0o Mif Yac mpuiioMy ixi
(muB. po3min «Crocib 3aCcTOCYBaHHS Ta HO3U»).

Posnopin

3B’g3yBaHHA 3 OinKaMy IJIa3MU Y JOPOC/IUX € BUCOKUM i CTAHOBUTH O1U3bK0 92-95 %, npu nboMy
OCHOBHHMHM 3B’3yI0YMM KOMIIOHEHTOM € CUPOBATKOBUY anbOyMiH. O0’€M pO3MOMiNy - MOMipHUH,
NIoKa3HUK Vss (00’eM po3Mopiny B piBHOBaXKHOMY CTaHi) CTaHOBUTL Matixke 50 J1.

ITediampuyHi nayieHmu

Hawi in vitro He BKa3yl0Th Ha CYTT€EBI BiIMIHHOCTI y 3B’sI3yBaHHi prBapokcabaHy 3 O6iikamMu 11a3Mu
KPOBI y fiTei pi3HUX BiKOBUX TPy i mopiBHSHO 3 mopocnumu. HeMmae manux mpo OK micnsg
BHYTPIIITHLOBEHHOT'0 BBEJIEHHS pHBapoKcabaHy miTAM. Vss, OliHEHUH 3a J0IIOMOTO0I0
IOMyISAIIINHOTO MOZeNNI0OBaHHS (PapMaKOKiHETHKHU y OiTeH (miama3oH BiKy Bif 0 mo < 18 pokiB)
TiCcyIs TepopabHOr0 3aCTOCYBAHHS prBapoKcabaHy, 3a/IeXKUTh Bifl MacH Tina i Moxe OyTH
OTIMCaHO aJTOMETPUYHOI0 PYHKIIi€I0, i3 cepenHiM 3HaYeHHsAM 113 11 gy cy06’eKTa 3 Macom
Tina 82,8 Kr.

MeTabo71i3M i BUBeieHHS 3 OpraHiaMy

Y mopocnux Marixke 2/3 NpUMHATOI N03U puBapoKcabaHy MeTaboIi3yeThCs 3 HACTYIIHUM BUBEEHHSIM
IIOJIOBUHY MeTaboJIiTiB HUPKaMH, a iHIIO0I IMOJIOBUHM - 3 KajoM. Pemra (1/3) mpuiHSTOI 103U
BUBOJUTHLCS 0€3MM0CEepPeNHbO HUPKAMU Y BUTTISAMI HE3MiHEHO] [Iil090i PEYOBUHH i3 CeYel0 MepeBakHO
IIJITXOM aKTHMBHOI HUPKOBOI CEKpeIlil.

MeTabormi3aM puBapokcabany 3abe3mneuyetbcs izopepmerntamu CYP3A4, CYP2]2 Ta He3aieXKHUMHU Bif
cuctemu mutoxpomy CYP mexaHizmamu. OCHOBHUMY TinssHKaMu OioTpaHcdopMaiiii € MophosriHOBa
rpyIa, 10 3a3Ha€ OKMCHOT0 PO3KJIafaHHsd, Ta aMifHi 'PyIy, K1 DigagaraoTh rigpomnisy. Buxogsaun 3
OTPUMAaHUX in Vitro maHux, puBapokcabaH € cyOCTpaTOM TpPaHCIOPTHUX OinkiB P-gp (P-rnikomporein)
ta Berp (610K pe3uCTEHTHOCTI 0 paKy MOJIOYHOI 3a/103H).

HaiiBak/IMBIIIOI0 CIIOJTYKOIO B IJIa3Mi KPOBi JIIOAWHY € He3MiHEHUY prBapokcabaH, Ipu oMY 3Ha4Hi
abo aKTUBHI IIUPKYII0I04i MeTaboiTu He BUSBJIEHi. PuBapokcabaH, CUCTeMHUM KITipeHC SKOT0
cTaHOBUTH 0u3bK0 10 51/rom, Moxke OyTH BifHECEHUH [0 TiKapChKUX 3aC00iB 3 HU3bKUM pPiBHEM
KiipeHcy. [licnsa BHYTPIIIHbOBEHHOI'0 3aCTOCYBaHHS 03U 1 MT mepion HalliBBUBEAEHHS CTaHOBUTH
611u3bK0 4,5 rogunu. [Ipu mepopaabHOMY 3aCTOCYBAaHHI BUBEOEHHS 00MeKY€EThCS IBUIKICTIO
abcopOiril. [Tpu BuBeneHHi puBapokcabaHy 3 Ia3Mu TepMiHaIbHUM 1Tepiof] HaliBBUBEIeHHS
CTAQHOBHUTSH Bifl 5 M0 9 TogMH Yy MOJIOAUX NallieHTiB Ta Big 11 go 13 rogus y ocib miTHBOTO BiKY.

ITediampuyHi nauieHmu

Hani mopno metabomi3aMy, XxapakTepHOTO [1s OiTel, BincyTHi. HeMae manux npo gpapMakoKiHETUKY
icyIs BHYTPIIITHhOBEHHOTO BBEMIEeHHST puBapokcabaHy miTsam. KiipeHc, oliHeHu# 3a OOIOMOTO0I0
ONYJISALIMHOTO MOMEeII0BaHHS (papMaKOKiHEeTHUKY y AiTel (miama3oH Biky Bif 0 mo < 18 pokiB) micnsa
IIepopajbHOTO 3aCTOCYBaHHS pMBapoKcalaHy, 3ajleXKUTh Bifl MacH Tifla i Moxke OyTH oNucaHO 3a
IOIIOMOT 010 aJTIOMEeTPUYHOI PYHKII], i3 cepeqHiM oKa3HUKOM 8 n/rof ansg cy0’ekTa 3 Macolo Tina 82,8
Kr. CepenHi reoMeTpuyHi 3Ha4ueHHs I1epiofiiB HalliBBUBeeHH (t,,), OLliHeH] 3a JOIIOMOr0I0
MONYJIALIMHOTO MOMEeI0BaHHS (PapMaKOKiHEeTUKHY, 3MEHIIYIOTLCS 31 3MEHIIEeHHSM BiKY i CTAHOBIIATH



Big 4,2 rop y miamiTKiB ;mo npuOnau3Ho 3 rof y miTel BikoM Bim 2 mo 12 pokis, mo 1,9 ta 1,6 rop y mitew
y Bini 0,5-< 2 pokiB i MeH1e 0,5 poKy BiAIOBIAHO.

OcCo0OIKBi TPYIIN XBOPUX

Cmamb. Y DopoCnux 40JI0BiKiB i KiHOK KJIIHIYHO 3HaYYIlli PO3XO[AXKeHHS (PpapMaKOKiHEeTUKA
He BUsBJIeHi (quB. po3min «Crocib 3acToCyBaHHS Ta HO3U»).

[TourykoBuM aHali3 He BUSBUB peleBaHTHUX BiIMIHHOCTEX y eKCI03Ullil pruBapoKcabaHy MiXK TiTbMHU
Y0JI0BiYO1 Ta XKiHOYOI CTaTi.

IlauieHmu aiMHbBO20 BiKY. V malieHTiB TTHHOTO BiKy KOHIIEHTpAIlii puBapokcabaHy y IIa3Mi BHUII,
HiX y MOJIOIUX TAIliEHTiB, cepenHe 3HaueHHs AUC nmpubnusHo y 1,5 pa3a nepeBulllye BifmoBigHi
3HAUYEeHHS Y MOJIOOUX IallieHTiB TOJIOBHUM YMHOM YHACIIOK 3HUXKEHOT'0 3arajbHOT0 Ta HUPKOBOTO
KiipeHcy. Hemae moTpedu B KOpeKIiil [0O3H.

Pi3Hi 8azo8i kamezopii. Y mopocnux 3aHaATo Masia abo BelrKa Maca Tina (MenIne 50 Kr i
6inmpie 120 Kr) nmuille He3HAYHOIO MipOI0 BIIJIMBA€E Ha KOHIIEHTPallil puBapokcabaHy y Iia3Mi
(meH1ze 25 %). Hemae moTpebu B KOPEKIIil TO3H.

HiTssM puBapokcabaH Mpu3Ha4YaioTh 3a71€2KHO Big Macu Tina. [TomyKoBui aHami3 y fiTeldl He BUSIBUB
PeieBaHTHOT'O BIJIMBY HEIOCTATHHOI Bark abo OKMPiHHS Ha €KCIIO3UIliI0 puBapoKcabaHy.

MioscemHiuHi ocobaugocmi. Y mOpoCIuX KITIHIYHO 3HAYYII PO3X0MKEeHHS (hapMaKOKiHeTUKYI
(®K) Ta papmakogunamiku (O]1) y malfieHTiB €BpOmIeoifHol, adhpoaMepruKaHChKOI,
JTaTUHOAMEPUKAHCHKOI, ITOHCHKOI a00 KUTalChKOI eTHIYHOI IPHHAIEXKHOCTI He
CIIOCTepiraaucs.

[TourykoBuY aHali3 He BUSIBUB pPeJIeBaHTHUX MiXKETHIYHUX BiIMiHHOCTEH B €KCITO3UIIil
puBapokcabaHy cepe[ OiTel SMOHCHKOI, KNTalChKOl ab0 a3iaTChKOl eTHIYHOI MpHUHAIEeKHOCTi 3a
MexaMu Anonil Ta Kutaio mopiBHSIHO 3 BigIIOBiAHOIO 3arabHOI0 IeliaTPUYHOIO MOMYISIIELO.

ITevyiHKosa HeOocmamHicmb. Y JOpOCIKX XBOPHX Ha IIMPO3 MEeYiHKK 3 JIETKOI0 Te4iHKOBOIO
HeJ0CTaTHICTIO (Kiac A 3a knacudikarieio HYaitnga - [1'10) papmMakokiHeTHKa puBapoKcabaHy Juiie
He3HaYHO Bifipi3Hsanacs Bif BiANOBigHUX IMOKa3HUKIB (y cepemHboMy 1,2-pa3oBe 30inbuiennss AUC
puBapokcabaHy) y KOHTPOJIbHIi IpyTIi 30POBUX JOOPOBOJIBINB. Y XBOPUX Ha IIUPO3 MEUiHKH i3
CepeqHbOTIKKOIO ITeYiHKOBOIO HEJOCTaTHICTIO (Knac B 3a knacudikamnieio Yainma - [1'10) cepenns
AUC puBapokcabany Oyia 3Ha4YHO mifBuileHa (y 2,3 pa3a) IOPiBHSIHO 3 TaKOK Y 3[OPOBUX
no6posonbuiB. AUC He3B 3aHOI peYOBUHMU MigBUINyBanacd y 2,6 pa3a. Y UKX MallieHTiB TaKOX
3apeeCcTPOBaHO 3HUKEHHS BUBEJEHHS prBapoKcabaHy 3 ceuelo, IofiOHe M0 TOTO, 110 XapaKTepHe
[J1s Tal[ieHTiB 3 HUPKOBOK HEJOCTATHICTIO IIOMIPHOTO CTyIeHs. HeMae maHuX 11010 Alli€HTiB 3
TSKKUM IOPYIIEHHAM QYHKIII IediHKY.

[TpurniyeHHS aKTUBHOCTI (pakTOpa Xa OyJio BUpaxkeHe CUbHilIe (2,6-KpaTHEe PO3XOOXKEHHS) Y
NAIiE€HTIB i3 CEePEeOHBOTAKKUM IOPYIIEHHSAM (QYHKI1 MeYiHKY, HiXK y 3M0POBUX J0OpPOBOBILB; [T4
TakoxX (2,1-KpaTHO) mogoBXKyBaBcH. [allieHTH 3 CepeaHbOTSIKKUM MOPYLIIEHHSAM (PYHKIII1 TeYiHKI
Oymu GinbIN YyTIMBUMHU 0O pUBapokcabaHy, 0 IPU3BOAUIIO 0 OiIbII KPYTOI KPUBOI 3aJIe3KHOCTI
®K/®]T mix KOHITeHTpaIri€w Ta [TY.

PuBapokcabaH MPOTHUITOKa3aHMH NallieHTaM 3 XBOPo0aMH MeYiHKH, 1110 CYIIPOBOIKYIOThCS
KOaryJornaTi€o 3 KJIIHIYHO 3HaUyIUM PU3MKOM BUHUKHEHHS KPOBOTEUi, B TOMY YKCJIi XBOPUM Ha
1upo3 nevinky Knacy B ta C 3a knacudikaniero Yaunaa - [1'10 (ouB. po3pin «[IpoTunokasaHHSa»).



BipcyTHi kniHiuHi maHi m1omo giTei i3 mopymeHHsSM GQYHKIII TEYiHKH.

Hupkosa HedocmamHicms. Y mopociux Big3Hadyanocs 30ibIIeHHs eKCI03uIIil
puBapokcabaHy, sske 00epHEHO MTPOMOPIINHO KOPEIToe 3i 3HUKEHHAM GYHKITI HUPOK, 110
BM3HAYajIu 3a KJIipeHCoOM KpeaTuHiHy. B ocib 3 merkum (kiipeHc KpeaTuHiny 50-80 mii/xB),
CcepenmHBOTAKKUM (KiipeHC KpeaTuniny 30-49 mi/xB) abo TIXKKUM (KJTipeHC KpeaTUuHiHy
15-29 mi1/xB) nopyieHHSIM QYHKIIII HUPOK, KOHIIEHTpallil puBapokcabany y mma3mi (AUC)
oymu B 1,4, 1,5 Ta 1,6 pa3a 6inblmi MOPiBHSIHO 3 TAKUMU ¥ 30O0POBUX NOOPOBOIIBIIIB.
BinmoBigHO cmoctepiranocs 30inbimenHs hapMakoguHaMiyHuX edeKTiB. B ocib 3 nerkum,
CEPeIHbOTAKKIM a0 TSIKKUM IMOPYLIEHHSIM QYHKIII HUPOK 3arajibHe MPUTHIYeHHS
akTUBHOCTI (hakTOopa Xa Oymo BipmosigHo B 1,5, 1,9 Ta 2 pa3u 6inblIKM MOPIBHSHO 3 TAKUM y
3nopoBux m06poBobIliB; [T4 nmogibruM ynHOM 3poctano y 1,3, 2,2 Ta 2,4 pa3a BigmoBigHO.
IlaHi oo namieHTiB 3 KIIipeHCOM KpeaTUHiHy < 15 MII/XB BifCYTHI.

3 ornsiny Ha BUCOKe 3B’sI3yBaHHS 3 OiKaMu Ij1a3Mu, 049iKyeThCS, 10 pUBapoKkcabaH He BUBOJUTHCS 3
OpraHi3My LUIAXOM Hiai3y.

He pekoMeHIy€eThCSI 3aCTOCOBYBATH JIiKAPCHhKUM 3acib malieHTaMm i3 KIipeHCcoM KpeaTuHiny < 15
M/xB. PruBapokcabaH CIIifi 3aCTOCOBYBaTH 3 00epeXHICTIO MallieHTaM 3 KJIipeHcoM KpeaTuHiHy 15-29
MJI/XB (muB. po3min «Oco0MMBOCTI 3aCTOCYBAHHS»).

BipcyTHi KJiHiYHI faHi II0O[0 3aCTOCYBaHHS Y AiTel BIKOM Bifi 1 pOKY 3 HUPKOBOK HEOCTATHICTIO
IIOMipHOr0 a60 TSAKKOIO CTyIeHs (IBUAKICTh KIyG04KoBOi dimbrpamil < 50 mi/xs/1,73 M°).

dapmakokiHemuyHi OaHi, 8i0miveHi y nauieHmia. Y Nalli€eHTiB, IKi OTPUMYIOTh pUBapoKcabaH
mist podinakTuku TI'B y mo3i 20 Mr 1 pa3 Ha 0o0y, cepefiHiit TeOMeTPUYHUN TOKA3HUK
KOHIIeHTpalril (iHTepBan mporao3yBaHHs - 90 %) yepes 2-4 roguHu Ta Maiixke dyepe3 24
TOIMHM TIiCJIg 3aCTOCYBaHHS (4ac, 10 mpruOIu3HOo BigoOpaxkae NOCATHEHHS MaKCMMabHOI Ta
MiHiMa/IbHOI KOHIIEHTpAIlil y TPOMiXKKax MiXK IpriioMaMu 003) cTaHOBUB 215 (22-535) i 32
(6-239) MKr/m1 BiIIIOBIOHO.

Y nepiatpruHux namieHTis 3 rocTpoio BTE, siki orpuMytoTs puBapokcabaH (Y mo3i, BiTKopurosaHii 3a
Macolo Tina, 0 MPHU3BOAUTH 10 €KCIIO3uIlii, Momi6HOI 10 eKCcro3ullii y mopocnux mnaiieHTiB 3 TI'B, ski
OTpUMYIOTE 103y 20 MT oguH pa3 Ha [00y), cepenHi reomeTpuyHi KoHLeHTpallil (90% iHTepBasn) y yac
BimOopy 3pa3kKiB, sAKuil npubIn3HO BifoOpaxkae JOCATHEHHS MaKCUMalbHOI Ta MiHiMaibHOI
KOHIIEHTpallil y TpoMiXkKax MiXK mpuiioMaMu 03, y3arajbHeHo B Tabnuii 3.

Tabmung 10. [TigcymkoBa ctaTuctrka (cepente reomerpudte (90% iHTepBas)) piBHOBaXKHUX
KOHIIEHTpAllil puBapoKcabaHy B I1a3Mi (MKT/I) 3a peKMMOM N03YBaHHS Ta BiKOM

[HTEepBaIu 4yacy
|Ogun pa3 Ha N 12 - N |[6-
mo0y < 18pokis < 12 pokiB
2,5-4 ronunu micns|171 241,5 24 229,7

(105-484) (91,5-777)
20-24 roguHU 151 20,6 24 15,9
iCTIst (5,69-66,5) (3,42-45,5)
[IBiui Ha OOy N 6 -< 12 pokiB[N |2 -< 6 pokiB [N [0,5 -

< 2 pOKH




2,5-4 TonuHu micns|36 145,4 38 |171,8 2 |H.p.
(46,0-343) (70,7-438)
10-16 rogun micnsa 33 26,0 37 22,2 3 10,7
(7,99-94,9) (0,25-127) (H.p.- H.p.)
Tpudi Ha 100y [N 2 -< 6 pokiB [N |[HapoaxenHsa|N [0,5 - N [HapogKeHHs|
-< 2 POKH < 2 poKH -< 0,5 poky
0,5-3 rogunu micng|s 164,7 25 111,2 13 |114,3 12 1108,0
(108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 roguH micng |5 33,2 23 18,7 12 21,4 11 (16,1
(18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)
H.p. = HE PO3pax0BaHO
3HaYeHHST HUXKYe HUKHBOI MeXi KinbkicHoro BudHaueHHs (HMKB) 6ynu 3amineni Ha %2 HMKB nns
po3paxyHKy cratuctuku (HMKB = 0,5 mkr/n).

d®apmakoKiHemuyuHi/(papmakoOuHamivyHi 83aemo38’a3ku. OliHKa (papMaKOKiHETHUHOTO/
dapmako-guHamigHoro (PK/®]]) B3aeM03B’I3Ky MiXK KOHIIEHTpalli€l0 pruBapokcabaHy B IJ1a3Mi KpoBi
Ta JeSKUMHU (papMaKOJWHAMiUYHUMHU KiHIIEBUMU TOYKaMu (IpurHiyeHHs (akropa Xa, [T4, AUTY,
HepTest) mpoBomuack Ha TiIi 3aCTOCYBaHHS BEJIMKOI0 miama3oHy mo3 (5-30 mr aBiui Ha go0y).
B3aeM03B’130K MiXK KOHIIEHTpalli€l0 pruBapokcabaHy Ta aKTUBHICTIO (pakTopa Xa HauKpalle
BHM3Ha4a€eThCs 3a monomoroio E .. moperi. [lfomo ITY - HalbinbIn HOCTOBIPHI faHi OTPUMYIOTh LIIIXOM
3aCTOCYBaHHS JIIHINHOI MOZeJIi IepeTUHaHHS BiIpi3KiB. B 3a/eXHOCTI Bif Pi3HUX peareHTiB At
BU3HaudeHHS [1Y, KyToBuY KOe(DilliEHT MOXKe MaTH CYTTEBO BiIMiHHI 3HaueHH. [Ipy 3acTOCyBaHHI
pearenty Neoplastin ans BumiptoBanus T4, Buxigauii [T4 ctaHoBuB 6113bK0 13 ¢, @ KyTOBUM
KoeinieHT - Big 3 70 4 ¢/(100 Mxr/n). Pesynbratu OK/O]I ananisis y gocnigxensax ¢a3s II ta II1
BiIIOBiganu JaHUM, OTPUMAHUM Yy 3[I0POBUX TOOPOBOJIBIIIB.

Ilumsayut eik. EdpekTuBHICTh Ta 6e3eKa 3aCTOCYBaHHS JTIKapChbKOT0 3aC00y IIpH IOKa3aHHi I
npodilakTHKY iHCYIbTY Ta CUCTEMHOI eMO0Tii y mallieHTiB 3 HeKJlanaHHOI0 GiOpunsiieio mepencepnb
y miteu 0o 18 pokiB He BUBUYasacs.

[TokmiHiyHi gaHi 3 6e3meKu

IcHytoui mokmiHiyHi maHi, oTprMaHi B X0[i TPAOUIIINHUX JOCTiIXKeHb (hapMaKOJIOTiuHOl 6e31eKH,
TOKCUYHOCTI OGHOPa30BO1 1034, POTOTOKCUYHOCTI, TeHOTOKCUYHOCTi, KAHIIEPOT€HHOT' 0 IIOTEHIiaTy
Ta PENPOAYKTUBHOI TOKCHYHOCTI BKa3yIOTh Ha BiICyTHICTh Oyb-IKUX CIieluGbiYHUX PU3UKIB IS
JIIONUHM.

Y mocnimkeHHSIX TOKCUYHOCTI 6araTopa3oBUX [103 CIIOCTEPIranuch epeKkTH, OB’ I3aHi, TOJIOBHUM
YMHOM, 3 HAIMipHO BUPaxkKeHOoI0 (hapMaKoguHaAMiuHOO [i€l0 puBapokcabany. He 3apeecTpoBaHo
BIIJIUBY Ha (ePTHUIBHICTD Y CAMHUIIh Ta CAMIIiB IIypiB. Y X0fi HOCigKeHb Ha TBapHHAX 0yJI0 BUSBIEHO
PENPOOYKTUBHY TOKCUYHICTE, TI0B'13aHy 3 papMaKoJIOTiYHUM MeXaHi3MoM [ii puBapokcabaHy
(remoparivyHi yCKnagHeHHs).

BuBueHHST prBapokcabaHy Ha MOJIOOUX IIypax 3a TPUBAJIOCTI JTiKYBAHHS MPOTATOM 3 MICSIIiB,
IOYMHAYHX 3 4-T0 qHS IIOCTHATAIBHOTO Mepiony, MoKa3asio He3asiexkHe Bifl ;031 30inbIIeHHS
YaCTOTH MEePUIHCYIAPHUX KPOBOTeU. He BUSIBIEHO N0Ka3iB TOKCUYHOCTI 71 OpPTraHiB-MillleHelu.

KniniyHi XxapakKTepHCTHKH.



IToxka3auns.

Iopocai

[TpodinakTuka iHCYNIbTY Ta CUCTEMHOI eMO0O0JIil Y TOPOCIMX MAIliEHTIB i3 HeKIamaHHOI0 QiOPUIIIiE0
nmepencepnb Ta OMHUM YU KilbKOMa (haKTOpaMU PHU3UKY, TAKUMU SK 3aCTiliHa ceplieBa HelOCTaTHICTE,
apTepianbHa rimepTeH3is, Bik = 75 pokiB, nykKpoBu# miabeT, iHCynbT ab0 TPaH3UTOPHA illeMidyHa
aTaka B aHaMHe3l.

JlikyBanHst TpoM603y riubokux BeH (TT'B), Tpomboembortii merenesoi aprepii (TEJIA) i nmpodinakTruka
peuunuy TI'B Ta TEJIA y mopocnux (muB. po3ain «OcobnuBOCTi 3aCTOCYBaHHS» CTOCOBHO IAIli€HTIB 3
TEJIA, mo MaioTh HecTabilbHi reMoguHAMIUH]I TOKA3HUKH).

imu

JlikyBaHHST BeHO3HOI TpoMboeMOortii (BTE) i mpodinakTuka peuupguby BTE y miTeit Bikom mo 18 pokis
Ta Macolo Tina Big 30 mo 50 Kr micisg mpuHaWMHI 5 THIB IT0YaTKOBOI TapeHTePaIbHOI
AQHTUKOATyJIgHTHOIL Teparil.

IIpomunoka3aHHs.

[TimBuIieHa YyTNUBICTh M0 PUBapokcabany a0o mo Oymb-SIKUX TOMOMiXKHUX PEeYOBUH
niKapchKoro 3aco0y.

KiiHi4HO 3Hayyllla aKTMBHA KPOBOTEYA.

YmkomxxeHHs a00 CTaHY, 110 CYIIPOBOIKYIOTLCA 3HAYHUM PU3UKOM PO3BUTKY KPOBOTEY,
[0 TKUX HajleXKaTh HasiBHI Ha MaHWU Yac abo HelloaBHO [iarHOCTOBaHi BUPa3KU LIIYHKOBO-
KHUIIIKOBOT'O TPAKTY, 37I0KiCHI IyXJIMHU 3 BUCOKUM PU3UKOM KPOBOTEY, HEIIOaBHO
nlepeHeceHa TpaBMa I'0JIOBHOTO a00 CIIMHHOT'0 MO3KY, HEL[0JaBHO IIepeHeceHe OIepaTUBHE
BTPY4YaHHS Ha OJIOBHOMY, CIHHHOMY MO3KY a00 o4ax, HelllolaBHil BHYTPIilIHbOYEPETHUM
KPOBOBUJIUB, BADUKO3HE PO3IIKUPEHHS BEH CTPABOXONY (BUSBIEHE YU MiIO3PIOBaHe),
apTepioBeHO3HI ManmbdopMaliil, aHeBpru3Ma CyauH abo 3Ha4Hi 3a po3Mipom
BHYTPILITHbOCIIiHaIbHI a00 BHYTpPilIHbOIIEpEOPabHI CYyIUHHI aHOMaJTii.

OmgHoYacHe 3aCTOCYBaHHSA 3 OyIb-IKUMU iHITUMU aHTUKOATYISHTAMHU, 30KpeMa 3
HedpaKI[iOHOBAHUM TellapUuHOM, HU3bKOMOJIEKYIIPHUMY rellapuHaMu (eHOKCallapyH,
fanbTelapuH i T. I1.), IOXITHUMY renapuHy (poHmamapuHykKC i T. I1.), IepoOpaIbHUMHI
aHTUKOATyNsSHTaMu (BapdapuH, nabiraTpal eTeKCUIaT, armikcabaH i T. 11.), OKpim
crerupiyHuX 06CTaBUH IIePeXony Ha aJbTepPHATUBHY aHTUKOATYIISHTHY Tepalliio (OuB.
po3pain «Crocib 3acTocyBaHHS Ta [03u») a00 BUMagKu, KoMu HepaKIlioHOBaHUM TelapuH
IIPHU3HAYAETHCS Y 03aX, HeoOXigHuX s GYHKITIOHYBaHHS BiDKPUTOTO KaTeTepa
IIleHTPaJIbHUX BeH a0o apTepii (quB. po3mdin «B3aeMopis 3 iHIIKUMY TiKapChKUMU 3aco0aMu Ta
iHII BUOM B3a€EMOMIN»).

3axBOPIOBaHHS MEYiHKY, SIKi aCOL[IIOI0THCS 3 KOAryJIonaTielo Ta KIIiHIYHO 3HAUYIIUM
PU3UKOM PO3BUTKY KPOBOTEYi, y TOMY YHMCIIi P03 IediHKu Kiacy B Ta C (3a knacudikarliieo
Yauinga - [1'10) (muB. po3pin «®apMaKOKiHETHKA»).



[lepion BariTHOCTI ab0 rofyBaHHS I'PYAAI0 (OUB. PO3MAin «3aCTOCYBaHHS y IEPiof
BariTHoCTi abo romyBaHHS IPYIOI0»).

Oco0.1uei 3axo0u 6e3nexu.

[Tompi6HEHHS TabIETOK

TabneTku puBapokcabaHy MOXKHa NOAPIOHUTH Ta cycneHayBaTu y 50 MJI BOU 3 BBEEHHIM 3a
IIOIIOMOT 010 Ha30racTpaabHOro 30HAa ab0 IUTYHKOBOTO 30H[A [l TOOYBaHHS IIiCHs TepeBipKu
IIPaBUJIBHOCTI OT0 PO3TAIlyBaHHSA y HUIYHKY. [1ic/Is 4oro 30H[ CIif IPOMUTH BOAOK. OCKiIbKI
BCMOKTYBaHHSI puBapoKcabaHy 3a/Ie’KUTh Bifl MiCllg BUBITbHEHHSI aKTUBHOI PeYOBUHH, CJIi[] YHUKATU
BBEJEHHS pUBapoKcabaHy AUCTaIbHO B IIIYHOK, OCKIiNIbKY I1e MOXKe IIPU3BECTH 10 3MEHILIEHHS
abcop6il Ta, 0TKe, 0 3MEHIIEHHS BIUIMBY aKTUBHOI peyoBuHHU. [1icis BBeleHHS MOAPiOHEHUX
TabneToK puBapokcabany mo 15 abo 20 Mr cyiif ogpa3y BBOOUTH €HTepasibHe Xap4YyBaHHS.

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditii.

Crymias B3aeMOfil y nefiaTpU4yHOL IONyJLil HeBinoMma. HaBenmeHi HuXK4Ye gaHi moQo
B3aeMofil Oy OTpUMaHi st JOPOCIuX, IS MefiaTPUYHOIL MONy Il ciig 6paTu [0 yBaru
3acTepeXeHHs, HaBefleHi y po3mini «OcobmMuBOCTi 3aCTOCYBaHHS».

[uricitopu CYP3A4 ta P-gp

OmHOYacHe 3aCTOCYBaHHS puBapokcabaHy Ta KeTokoHa3ony (400 mr 1 pa3 Ha goby) abo
puTtoHagipy (600 mr aBigi Ha §0o0y), TPU3BOAUIO OO 2,6-KpaTHOTO/2,5-KPaTHOTO MigBUILIIEHHS
cepenHbol piBHOBaxHO1 AUC puBapokcabany Ta 1,7-kpaTHoro/1,6-KpaTHOro 30iIbIIeHHS
cepennnoi C,,, puBapokcabaHy, sike CYIIPOBOIXKYBaIOCS 3HAYHUM ITOCUIEHHSIM
dbapmakonuHaMiyHUX e(eKTiB JTiKapChKOro 3acoly, II0 MigBUIIYE PU3UK KPOBOTEU.
3BaxaluHu Ha I11e, 3acTocyBaHHA KcapenTo® He peKOMEHAYETHCS MallieHTaM, SKi OTPUMYIOTh
CYIIYTHE CHCTEMHE JIiKYBaHHS MMPOTUTPUOKOBUMU TIperapaTaMy a30JIbHOI TPy, TAKUMU SK
KETOKOHA30J1, iTpaKOHa30J1, BOPUKOHA30JI Ta I03aK0Ha30J1, abo iuribitopamu BIJI-mpoTeaswu.
Lli npenapaTu € nmotyxHumu inribiTopamu CYP3A4 ta omHOo4YacHO P-gp (muB. po3min
«Oc0obIMBOCTi 3aCTOCYBAHHS»).

Pe4oBUHY, IKi aKTHBHO iHTi0yIOTh TiIbKYM OJWH 3i IIJIIXiB BUBEIeHHS pHBapoKcabaHy 3
oprasnismy, CYP 3A4 a6o P-gp, 5K o4ikyeTbcs, 30iNbILIyIOTh KOHIIEHTPALlii puBapokcabaHy y
I1J1a3Mi KPOB1 MEHIIIO MIpOI0.

Hanpukinan, knaputpominus (500 Mr gBidvi Ha go0y), 1110 3HAYHO iHTiOy€e aKTUBHICTD
izopepmenty CYP 3A4 i nomipHo - P-gp, cupuyuHsB 1,5-KpaTHe 30iNblIeHHS CEPEeRHIX
3uauenb AUC Tta 1,4-kpaTHe 30inbmenus C,,, puBapokcabaHy. Baemogis 3
KJIapUTPOMIIIMHOM MMOBIPHO He € KJTiHiYHO 3HAYYII0I0 [JIs OiNbINOCTI MmallieHTiB, arne
IOTEHITIHO MoXe OyTH 3HAUYIIO0 [JIS MaIliEHTiB BUCOKOT'0 PU3UKY(IIIOJ0 3aCTOCYBAHHS Y
TaIli€HTiB 3 HUPKOBOIO HEOCTATHICTIO AUB. Po3Minl «OCOOIMBOCTI 3aCTOCYBaHHS»).

Eputpowminus (500 mMr Tpudi Ha mo0y), 110 TOMipHO iHTiIOyE aKTUBHICTh i30hepMEHTY



CYP 3A4 i P-gp, cipuuuHsB 1,3-KpaTHe 30inbIIeHHS cepefHix piBHOBaxXHUX 3Ha4YeHb AUC i
C...x PuBapokcabany. BaaeMopisi 3 epuTpOMilIHHOM WMOBIPHO He € KJIiHIYHO 3HAYYLI0I0 [IJIST
OiNBIIIOCTI MAIli€HTIB, ajie MOTEHLIMHO MOXKe OyTH 3HAYYIIO0 OJIS MalliEHTiB BUCOKOTO
PU3UKY.

Y naui€eHTiB 3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO CTYIEeHs TSKKOCTI, Ha BigMiHY Bif
IaIli€HTIB i3 HOpManbHOIO QYHKIII€I0 HUPOK, IIPYU 3aCTOCYBaHHi epuTpominunay (500 Mr 3
pa3u Ha mo0y) Bim3Haudanu 1,8-kpaTHe 3pocTaHHs cepenuboro 3HauyeHHs AUC Ta 1,6-kpaTHe
36inbmenus C,,, puBapokcabany. Y maliieHTiB 3 HUPKOBOIO HEJOCTATHICTIO CEPEIHbOT0
CTYTIEHS TSXKKOCTi Ha T/ ePUTPOMILIMHY CIIOCTEPirany 30ibIIeHHS CEPeIHbOT0 3HaYEHH S
AUC puBapokcabaHny B 2 pa3u i migBumenss C,,, puBapokcabany B 1,6 pa3a IOPiBHSIHO 3
nariedTamu 0e3 rmopyileHs GyHKINI HUPOK. BIINTMB ePUTPOMILIMHY € afUTUBHUM [0 SBUIII
HUPKOBOI HEJOCTATHOCTI (OuB. po3fin «Oco0IMBOCTI 3aCTOCYBaHHI»).

®nykonason (400 mr 1 pa3 Ha 0o0y), BBaxka€eThcs iHTibiTopom CYP 3A4 cepemHbol
iHTEHCUBHOCTI, i 10T0 3acTOCyBaHHS cipuyuHsNo 1,4-KkpaTHe 306inmbineHHs cepenHix 3HaueHb AUC Ta
1,3-kpaTHe 306inbmenHs C,,,, puBapokcabany. B3aemomist 3 GyKoOHa3010M HMOBIPHO He € KITiHiYHO
3HQUYIIOIO AJIs1 OiNBIIOCTI MAIi€HTIB, aje MOTEeHIINHO MOXKe OyTH 3HAUYIIO0 [T MalliEeHTiB BUCOKOTO
PHU3HUKY (100 3aCTOCYBaHHS IMalliEHTaM 3 HUPKOBO HEIOCTATHICTIO AUB. po3min «OcobmMuBOCTI
3aCTOCYBaHHS»).

3BakawuM Ha oOMexXeHi KITiHiYHi maHi 1010 ApoHeNapoHy, CIif YHUKATH ONHOYACHOTO HOTo
3aCTOCYBaHHS 3 PUBAPOKCA0AHOM.

AHTUKOATYIIHTHU

[Ticnsa koMOiHOBaHOTO IPHM3HAYEHHS eHOKcanapuHy (0fHOpa30Boi go3u 40 mr) i
puBapokcabaHy (ogHOPa30Boi 1031 10 Mr) criocTepiraBcsi afuTUBHUM ePEKT II0I0
IIPUTHIYEeHHS aKTUBHOCTI pakTOpa Xa, 1110 He CYIPOBOAKYBAIOCS OOJATKOBUMU 3MiHaMU
1po6 Ha 3rop