IHCTPYKIIA

IJIsI MEIHYHOT 0 3aCTOCYBaHHsI JIIKapCHLKOT0 3aC0o0y

KCAPEJITO®

(XARELTO®)

Cknao:

Oitoua peyosuHa: puBapokcabaH;

1 TabneTKa, BKpUTa IIiBKOBOI 000JIOHKOI0, MiCTUTE 15 MI puBapokcabany;
1 TabneTKa, BKpHUTa IIiBKOBOIO 000JI0HKOI0, MiCTUTh 20 MT puBapokcabaHy;

0onomidcHi peyo8uHU: 11e/II0103a MiKPOKPUCTaIiyYHa, HaTPito KpocKapMeno3a, TimpoMeso3a 5 ¢p,
rimpomeno3a 15 cp, TakKTO3u MOHOTiIpaT, MarHilo cTeaparT, HaTpilo Maypuicyiabdat, Makporon 3350,
tutany piokcup (E 171), 3anisa okcup yepBonuii (E 172).

Jlikapcbka ¢popma. TabneTky, BKPUTI IIiBKOBOIO 000JIOHKOIO.
OcHo8HI (pi3uKko-XiMiyHI 81acMuUBOCMI:

TaOneTKH, BKPUTI 000JIOHKOIO 110 15 MT: KPYTJIi ABOOMYKIIi TabJIeTKX YePBOHOT'0 KOJIHOPY 3
TPUKYTHUKOM Ta Iudpoio 15 3 omHoro 60Ky Ta xpectoBugHuM HamucoMm BAYER - 3 inmoro;

TaOneTKH, BKPUTI 000JI0HKOI0 110 20 MT: KPYTJIi ABOOIYKJIi TabeTKA KOPUUYHEBO-YEPBOHOTO KOIHOPY
3 TPUKYTHUKOM Ta 1udporo 20 3 omHOTO 60Ky Ta XpecToBumHUM HamucoM BAYER - 3 IHIIIOTO.

dapMmakoTepaneBTHYHA rpyna. AHTuTpoMOoTHYHI 3acobu. Kog ATX BO1A FO1.

dPapmakono2iuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii

PuBapokcabaH - BUCOKOCEJIEKTUBHUY MpsiMuii iHTibiTop hakTopa Xa, 1110 Ma€ OCTAaTHbO BUCOKY
6i0IOCTYIHICTE IpU ITepOpPabHOMY 3aCTOCYBaHHi. BloOKyBaHHS aKTUBHOCTI (hakTOopy Xa IepepuBae
BHYTPIIIHIN Ta 30BHIIIHIY LIJIAXU KOAryJIgLiiHOTO KackKany, i, K HaCJIigOK, IPUTHIYYEThCSA
dbopmyBaHHS TpoMOiHY Ta yTBOpeHHs TpoMOy. PruBapokcabaH 6e3mocepeqHb0 He IPUTHIUYE
aKTHBHICTH TPOMOiHY (aKTHMBOBaHOTO (hakTOpa II) Ta He BIIIMBAE 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
MaKCUMAaJIbHOTO e(peKTy) KouBawThcs Bim 17 mo 32 ¢ gnst TabneTok o 15 Mr 2 pa3u Ha o6y abo Big
15 mo 30 ¢ - mnsg Tabnetok o 20 mr 1 pa3 Ha noOy BigmoBigHO. [Ipu MiHiManbHIA KOHIEHTpAaLil
puBapokcabany (uepe3 8-16 roguH micns mpuriomy TabneTku) 5/95 IPOLEHTUITIB Ha TITi 03U
15 Mr puBapokcabaHy [Bidi Ha m00y KoMuBaThCS Bif 14 mo 24 cek, a ays mo3u 20 mMr
puBapokcabaHy pa3 Ha 0oOy (depe3 18-30 rogus micys mpuitomy Tabmerku) - Big 13 mo 20 c.

Y mairieHTiB 3 HeKamaHHOIO GiOPHUIIAIIEIO Tepecep b, IKi OTPUMYIOTh pUBapoKcabaH [Jis
npodinakTuKY iHCYNBTY i cucTeMHOI eM6ortii, 5/95-npouenTuniB Ayist nporpoMOiny (Neoplastin)
yepe3 1-4 roguHy mics npuiiomy TabneTku (ToOTO mmif 9ac JOCATHEHHS MaKCHMaJIbHOTO eheKTy)
KoJuBaloThes Bif 14 mo 40 ¢ y nauieHTiB, siki orpuMyBanu 1o 20 mMr 1 pa3 Ha mo6y, a6o Big 10 go 50 ¢
y HallieHTiB 3 HUPKOBOI HEJOCTATHICTIO CEPENHbOI0 CTYIEHS TSIXKKOCTI, SIKi 3aCTOCOBYBasu 1o 15 mr
1 pa3 Ha mo0Gy. IIpu mMiHiManbHiN KOHIEHTpalil (depe3 16-36 ropgun micns npuitoMy TabneTku) 5/95
TIPOLIEHTHUJIIB y TAIiEHTIB, SIKi OTPUMYIOTH JTiKapchKuii 3acib y mo3i 20 mr 1 pa3 Ha 1oy, KOIUBAIOThCS
Big 12 mo 26 ¢, y XBOpUX i3 HUPKOBOI HEJOCTATHICTIO CEPEIHBOT0 CTyIeHs TSIXKKOCTI, IKi OTPUMYIOTh
nmikapcbKuM 3acib y gosi 15 mr 1 pa3 Ha go0y - Bim 12 mo 26 c.

Y xopi K1iHiKO-(hapMaKOJIOTiYHOTO OOCHiI2KEeHHS 3 BUBUEHHS IPUTHIYeHHS (apMaKOgUHaMIK{
puBapokcabaHy ¥ 30OpOBUX AOPOCIUX H0OPOBOJIBIIIB (N=22) MPOBOAXIIACH OIliHKA BIIJIUBY
opHOpPa30Bux 03 (50 MO/Kr) KoHILIeHTpaTiB mpoTpoMOiHoBoro Kommiekcy (PCC) mBoX pi3HUX THUIIIB:
PCC i3 3 ¢akropis (daxropu II, IX ta X) Ta PCC i3 4 pakropis (baxtopu II, VII, IX Ta X). [Tpu
3acrtocyBaHHi PCC i3 3 ¢akTOpiB criocTepiramocs 3HUXKEHHS cepefHix 3HaueHs [1T9
(mpoTpom6inoBoro vacy) (Neoplastin) mpu6mu3so Ha 1,0 ¢ 3a 30 xBunuH, a Ha 11 PCC i3 4 dakTopiB
TakKi 3Ha4YEeHHS 3HU3UIKCh Ha 61u3bKo 3,5 ¢. Hatomicte PCC i3 3 ¢akTOpiB MaB MOTYXKHIMIKN Ta
IIBU[ILINY 3arajbHUM BIIUB Ha IIPUTHiUeHHS 3MiH B YTBOPEHHi eHforeHHOro TpoMOiny, Hixk PCC i3 4
daxTopiB (guB. po3min «Ilepeno3yBaHHS»).

Takoxk prBapokcabaH [10303a/Ie3KHO MiABUIIYE aKTHBOBAaHUM YaCTKOBUY TPOMOOIIIaCTUHOBUIM Yac
(AYTY) i pesynbrat HepTest; ogHak 1i mapaMeTpu He PEKOMEHIYETHCS BUKOPUCTOBYBATHU [JIS OLIIHKHI
dhapmakoguHaMiyHUX ePeKTiB puBapokcabaHny. Y mnepiof nmikyBaHHS puBapoKcabaHOM ITPOBOAUTH
MOHITOPUHT ITapaMeTpiB 3ropTaHHs KPoBi He noTpibHO. [IpoTe y pa3i KniHiuHOI HEOOXiIHOCTI piBEeHb
puBapokcabaHy Moxe OyTH BUMIpSIHUI 3a HOIIOMOTO0I0 KaTiOpoBaHUX KinbKiCHUX TECTIiB Ha
a"TudakTop Xa (ouB. po3min «PapMaKOKiHETHKA»).

IlemiaTpuyHi ODaliEHTH

T4 (mpu BukopuctanHi Tecty Neoplastin), PCC Ta anTu-axtop Xa Tect (KaniOpoBaHU KibKiCHMI)
II0Ka3yIOTh TiCHY KOPEJIAIliio 3 KOHIIEHTpallisiMu prBapokcabaHy B a3Mmi y miteit. Kopensiig mix
aHTH-Xa i KOHIIeHTpallisiIMU B IJIa3Mi € JiHilHOI0 3 HaxuaoM, 61u3bKuM 0 1. MOXKyTb BUHUKATH
OKpeMi po36ixKHOCTI 3 BUIIUMY ab0 HUXKYMMK 3HAUEHHSIMY aHTH-Xa MOPIiBHSHO 3 BiATIOBITHUMU
KOHIIEHTpalliIMHu B na3Mi. HeMae HE0OXiIHOCTI B pyTUHHOMY MOHITOPUHTY ITapaMeTPiB 3TOPTaHHS



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.

Krniniuna ebeKTUBHICTS i 6e3meka

ITpopinakmuxka iHcyabmy ma cucmemHoi emb60ii npu HeKaanaHHitl ¢pibpuasauii nepedcepos

KniniyHa nmporpama fociigxkeHb puBapokcabany 0ya po3po6ieHa 3 METO0 JeMOHCTpallii
e(heKTUBHOCTI 3aCTOCyBaHHS puBapokcabaHy [ MPodilaKTUKYU iHCYIBTY Ta CUCTEMHOI eMOOIIii ¥
MAIiEHTIB 3 HEKJIAaIaHHOI (iOpHUIAI€EIo mepencepib.

B 6a3oBomy mopBiitHOMY crinomy pochimxkenHi ROCKET AF B3sinu yyacTs 14 264 maiieHTH, YaCTHHA
3 IKUX OTPUMYBaJjia puBapokcaban B mo3i 20 Mr 1 pa3 Ha o6y (malieHTy 3 KJIipeHCOM KpeaTUHiHy
30-49 min/xB - 15 Mr oguH pa3 Ha f00y), iHIlla YacTuHA - BappapuH 3 TUTPYBaHHSM MO0 I[iThOBOTO
piBHSA MiXKHapOOHOT'0 HOpMaJi3oBaHoro BigHoueHHs (MHB) 2,5 (TepaneBtrunuii miana3ox 2,0-3,0).
CepenHs TPUBAIICTD NTiKyBaHHSA CTaHOBUIaA 19 Mics1iB, a HalgOBIIa TPHUBAJICTD JIiKyBaHHS - 10 41
Micsus. 34,9% nauieHTiB 0OTpUMyBaIu CyIyTHIO Tepallilo alleTUICaIinuiIoBow KucnoTow i 11,4 %
npuiMany aHTHapuTMiuHi 3acobu III knacy, y ToMy 4ucCyli amiogapoH.

PuBapoxkcabaH He MOCTyIaeThCs BaphaprHy 3a eeKTUBHICTIO y IEPBUHHIM CYKYTIHiM KiHIEBiN TOYI
(iHcynbT i cucTeMHa eM00JTis 3@ MeXKaMu IIeHTpabHOI HepBoBOI cucteMu). Cepeq Malli€eHTiB, AKi
OTPUMYBAJIM JTiIKyBaHHS 3TiAHO 3 IPOTOKOJIOM y IIepiof mpuitoMy Ipenaparis, 188 nepBuHHUX
BUIIQ[IKiB iHCYNbTY Ta cucTeMHOl eM0Oortii (1,71 % Ha pik) po3BUHYIUCS Ha prBapokcabaHni Ta 241
(2,16 % Ha pik) - Ha BapdapuHi (BimHOIEHHST pu3ukiB (BP) 0,79; 95% noBipuutt intepsan (IOI),
0,66-0,96; P<0,001 3a moKa3HUKOM «He NOCTyIaeThCA»). Cepen yCix nalieHTiB IEPBUHHI ABUIIA
BU3Havanucs y 269 nauieHTis, ki npuiimanu puBapokcabaH (2,12 % Ha pik), Ta 306 mauieHTiB, AKi
npuiiManu Bapdaput (2,42 % Ha pik) (BP 0,88; 95 % [II, 0,74-1,03; P<0,001 3a moKa3HUKOM «HE
nocTynaeTscsa»; p = 0,117 3a mOKa3HUKOM «IlepeBepliye»). Pe3ynbraTy 3a BTOPUHHUMU KiHIIEBUMH
TOYKaMH, 1110 [AOCTIiIXKyBaluCh B iepapxiuHoMy nopsApaky mif gac ITT aHani3y, HaBefeHo B Tabmuili 1.

Cepepn nali€eHTiB 3 rpyny, gKa JliKyBajiach BapdapuHoM, moKa3HuK MHB 3HaxoauBcs B Mexax
TepaleBTUYHOTO Aiana3oHy (2,0 - 3,0) B cepenHboMy 55 % 4acy (MefmiaHa 58 %; iHTepKBapTUIbLHUMI
miama3oH: Big 43 mo 71). EpekTuBHicTh puBapokcabaHy He Biipi3HsIach B 3aJI€2KHOCTI Bifl TOKa3HUKA
mepiony y TepaleBTUYHOMY [Iiana30Hi B IeHTpi (Yac migTpUMaHHS LiTbOBOTO diala30Hy 3HA4YEHb
MHB 2,0-3,0) B kBapTUisix ogHakooro po3mipy (P 0,74 pns B3aemogil). B Mexkax HalBUIIIOTO
KBapTHUJIIO BiITIOBIHO /10 3HAUeHb B IIeHTPi, BifHOIIEHHS PU3UKIB [JIs1 puBapoKcabaHy B IOPiBHSHHI 3
Bapdapunom cranosumo 0,74 (95% [I; 0,49-1,12).

YacToTa nofIiii OCHOBHOT'O ITOKa3HKWKa 0e3MeKy (MaCHBHI Ta HEMaCHBHI KJIiHIYHO 3HAYYIIli KPOBOTEYi)
Oyna momiOHOI0 B 060X rpymnax JTiKyBaHHS (OWB. TabIUIIO 2).

Tabmursg 1. TToka3HUKY epeKTUBHOCTI 3a pe3ynbTataMu pociimxkenHs ga3u [II ROCKET AF

[Tonymnsauisa fOCHiaXKeHHS AHasi3 e()eKTHBHOCTI y MAIiEHTIB 3 HEKJIalaHHOIO GiOpUnIieo
repencepnb, 3aIe2KHO Bifl MPU3HAUYEHOT 0 JTiKyBaHHS




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.

[NarmienTy, SKi OIPOXOOSATH OTPOLEAYPY KapHoioBepCil

[TpoBoAMIOCH TPOCIIEKTHBHE PaHOOMi30BaHe BifKpuTe 6araToleHTPOBE MOIIYKOBE MOCTIIXKEHHS 3
MacKyBaHHSM KpuTtepiiB ouinku (X-VERT), B skoMy B3siu yuyacTh 1504 manieHTH (110 paHiie
JIiKyBa/KCs NepopaJbHUMU aHTUKOATry/ISHTaMu a00 He OTpHMyBaJld B MUHYJIOMY TaKol Teparrii) 3
HeKJIalaHHoI0 (ibpumnsilieio nepeacepab Ta 3aljaHOBAHOIO MIPOIEAYPOI0 KapaioBepcil, B AKOMY
TIOPiBHIOBaJIaCh e(heKTUBHICTh PHBApOKCcabaHy Ta CKOPUTOBAHOI I03U aHTATroHiCTy BiTaminy K
(parpmoMi3ania y criBBiIHOIIEHH] 2:1) 4y monepenKeHHS CepLeBO-CyOUHHUX YCKIIafHEHb.

3acToCoOByBaach KapAioBepcis mig KOHTPOJIEM Yepe3CTPaBoxigHol exokapaiorpadii (YCExo-KTI')



(1-5 mHiB momepeoHBLOTO JIiKyBaHHS) ab0 TpapulliiiHa KapAioBepcis (IoHaMeHIIe TPYU TUXKHI
IIOTIePeIHbOTO JTiKyBaHHS). HacTaHHS IepBUHHOI KiHIIEBOI TOUKY e(PeKTUBHOCTI (KOoMOiHaIlisa
iHCYNbTy, TPAH3UTOPHOI ilIeMiYHOI aTakKu, cucTeMHOI eMOoJtil 3a Mexkamu LIHC, iHpapKTy Miokapay
Ta CMePTi BHACIIAOK CepleBO-CYOUHHOI IaTooril) Bigmivanock y 5 (0,5 %) maifi€eHTiB 3 rpymny, 1o
oTpuMyBasia puBapokcaban (n=978), tay 5 (1,0 %) nauieHTiB 3 rpynu, 110 JIiKyBarach aHTaroHiCTOM
BiTaminy K (n=492; BigHocHuii pusuk 0,50; 95% [OI 0,15-1,73; MomudikoBaHa MOMYJIAIis MaI[i€HTIB,
akuM OyJio Ipu3HadeHe JTiKyBaHHA). fIBUIla TepBUHHOI TOYKM Oe3MeKu (MaCHUBHI KPOBOTEYi)
cnoctepiranuce y 6 (0,6 %) i 4 (0,8 %) mauieHTiB, BiAMOBIfHO, B rpymax JIiKyBaHHS pUBapoKcabaHOM
(n=988) Ta anTaronictom BiTaminy K (n=499) (sigrocHu# pusuk 0,76; 95 % I 0,21-2,67; Bubipka
71 OLiHKY Oe3meku). B boMy IOIITyKOBOMY HOCIiKEeHHi IIpU IIpoBeeHHI KapaioBepcil
eekTUBHICTH Ta Oe3MeKa BUSBUIIUCH CIIIBCTABHUMHU B I'PyIlax JiKyBaHHS pHBapoKcabaHoM i
aHTaroHicraMmu BiTaMminy K.

[NanieHTH 3 HEeKIanaHHoo QiOpunsAlieo nepencepnb, SKi mepeHecy epkKyTaHHe KOpoHapHe
BTpydaHH4 ([TKB) i3 BCTaHOBIEHHAM CTEHTa

Byno nposeneno pargomizoBaHe Bigkpute MynbTuileHTpoBe gocuinxkenHs (PIONEER AF-PCI) 3a
yudacTio 2124 malfieHTiB 3 HeKJlanaHHOIO Gibpundilieio nepencepnd, ki nepenecnu [1KB i3
BCTAHOBJIEHHSM CTEHTAa IIPY ITIEPBUHHOMY aTePOCKIEPOTUYHOMY 3aXBOPIOBaHHI, 3 METOI MOPiBHAHHSI
Oe3neku 3aCTOCYyBaHHS OBOX PeXUMiB puBapokcabany Ta ogHoro pexumy ABK. ITarienTu 6ynu
PaHAOMi30BaHO PO3MOfiNIeH] Ha TPYIX 3a peXXKKMMaMH Teparlil y criBBigHomeHHi 1:1:1 i3 3aranpHOI0
TPUBaJiCTIO Teparii 12 micamis. ITamienTy 3 iHCynbTOM ab0 TPaH3UTOPHOIO iMmeMiyHOoI0 aTakoio (TIA)
B aHaMHEe31 BUKIIIOYAINCS i3 JOCIigKeHHS.

I'pyma 1 3acTocoByBasia puBapokcabaH y go3i 15 mr 1 pa3 #Ha go0y (10 Mr 1 pa3 Ha mo0y fms
NalieHTiB 3 KIipeHcoM KpeaTuHiny 30-49 Mi/xB) B KoMOiHaii 3 inribiTopoM penenTopis P2Y12.
['pyna 2 3acTocoByBasia puBapokcabaH y mo3i 2,5 Mr 2 pa3 Ha o6y y kom6inauii 3 ITATT [nopBiitHa
aHTUTPOMOOLIMTapHA Tepallis, HallpUKyaj KJIOomigorpesns y 1o3i 75 Mr (abo ambTepHATUBHUM iHTiGiTOD
petieniTopiB P2Y12) 3 HM3BKOI0 103010 aneTuncaninumoBoi kuciaotu (ACK)] mpotsrom 1 abo 6, abo 12
MiCSIIiB i3 HACTYIITHUM 3aCTOCYBaHHSIM puBapokcabany 15 mr (abo 10 Mr mis maijieHTiB 3 KylipeHCcoM
kpeatuniny 30-49 mn/xB) 1 pa3 Ha goOy y KombiHallil 3 Hu3bpK0I0 103010 ACK. I'pyna 3 3acTocoByBaia
inpuBinyansHO mimiopary mo3y ABK y kom6inanii 3 [TATT npoTtsirom 1 a6o 6, abo 12 micsauis i3
HACTYITHUM 3aCTOCYBaHHSM iHOUBinyanbHO nifiOpaHnoi no3u ABK y koM6iHallii 3 HU3bKO0I0 103010
ACK.

[TepBuHHA KiHIIeBa TOYKa 0e3MeKy - KIiHIiYHO 3HaYyIa KpoBoTeda crocTepiranacs y 109 (15,7 %),
117 (16,6 %) Ta 167 (24,0 %) mamieHTiB BignoBigHo y rpymi 1, rpymi 2 Ta rpyni 3 (BP 0,59; 95 % I
0,47-0,76; p<0,001 Ta BP 0,63; 95 % 1I 0,50-0,80; p<0,001 BignmoBigHo). BroprHHa KiHIleBa TOYKa
(komObiHalisl cepleBO-CyOUHHUX TIOMiH, CEPIEBO-CyIMHHOI CMepTi, iHpapKTy MioKapaa abo iHCYNbTY)
crioctepiranacd y 41 marierTa (5,9 %), 36 (5,1 %) ta 36 (5,2 %) y rpymi 1, rpymi 2 Ta rpymi 3
BigmoBigHO. KoxKeH 3 pexkuMiB 3aCTOCYBaHHS pUBApoKca0aHy acoIlifoBaBCs 3i 3HAYHUM 3HUKEHHSIM
PU3UKY KIIIHIYHO 3HAYYIIUX KPOBOTEY MOPiIBHAHO 3 pexxuMoM ABK y mallieHTiB i3 HeKanaHHOI
Gibpunsitieto mepeacepnb, sKi neperecnu I[1KB i3 BcTaHOBIEHHSIM CTEHTA.

OcHosHoto MeTo10 gocrimxkenHs PIONEER AF-PCI Oyna ouinka 6e3neku. [laHi mon0 epeKTUBHOCTI
(Bkmroyarouu TpoMOoeMOOITiuHi IBUIA) AJIS ITi€l momy il o6MexeHi.

JlixyBanusa TT'B, TEJIA ta npodinakTuka peunnusiB TT' B ta TEJIA

[Tporpama KimiHiYHUMX [OCTiIXKeHb puBapokcabaHy Oyna po3pobiieHa 3 METO OeMOHCTpallii
eekTUBHOCTI puBapokcabaHy SIK JTiKapchKOro 3aco0y Ojisi MepBUHHOI i TpUBasoi Tepallii rocTporo
TT'B i TEJIA Ta nonepenXeHHS 1X PELUIUBIB.



Y xof1i 4OTUPHOX PAaHAOMi30BaHUX KOHTPOIBOBAHUX KITIHIYHUX mocTigkeHb (Ga3u III Oyno BuBYEeHO
noHan 12800 namientiB (mocnimxkenus EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension Ta
EINSTEIN CHOICE) Ta omaTKOBO IIPOBEIEHO 3BeNeHU aHalli3 3a 3aJlaHUMU ITapaMeTPaMu
pocnipxens EINSTEIN DVT i EINSTEIN PE. 3aranbHa TpuBajiCTh KOMIIJIEKCHOTO JIIKyBaHHSA B yCiX
MOCIIXKEeHHAX CTaHOBUJIAa MaKCUMyM 21 MicCSIb.

Y nocnigxenni EINSTEIN DVT Busuanuce 3449 nauienTis 3 roctpuM TI'B 3 MeToro nikyBaHHS TI'B Ta
nonepenXeHHs MOBTOPHOro po3Butky TT'B i TEJIA (namienTtu 3 KiniHiuauMu nposiBamu TEJIA He
BKJIIOYA/INCA Y LIe AOCIiXKeHHs). TpuBalicTh JIiKyBaHHS CTaHOBUIA 3, 6 1 12 MicALiB, 3a/1€KHO Bif
KJTiHIYHOI OLiHKY JiKaps.

[Tporsrom nepmux 3 TUXKHIB Tepamil ang nikyBanHs TT'B 3acTocoByBaBcs puBapokcabaH y mo3i 15 mr
nBiui Ha moOy. ITic/sl 3aKiHUYEHHS I1hOTO TEepiofy MalieHTH OTPUMYBAIu puBapokcadbaH y mo3i 20 Mr
1 pa3 Ha fo0y.

Y nocnigxenni EINSTEIN PE suBuanucek 4832 nanieHTu 3 roctpo TEJIA 3 meToro nikyBanHg TEJIA
ta npodinaktuku perunusis TI'B i TEJIA. TpuBanicTs nikyBaHHS cTaHOBHUNa 3, 6 Ta 12 micaIis,
3aJIeKHO Bifl KJTiHIYHOI OIMiHKY JIiKaps.

B sixocTi mepBuHHOI Teparil roctpoi TEJIA 3acTocoByBanu puBapokcabaH y 1o3i 15 Mr fBidi Ha 100y
IIPOTSTOM TPHOX THXKHIB. [lai JTiKyBaHHS IPOOOBXKYBanIoCh prBapokcabanoM y mo3i 20 mr 1 pa3 Ha
no0y.

B o60x gocnigxenuax, EINSTEIN DVT ta EINSTEIN PE, nopiBHSIbHI peXUMU TiKyBaHHS
CKJIaflaJiics 3 Tepalil eHoKcarnapyuHOM IIPOTATOM IpUHaMMHI 5 IHiB y KoMOiHaIlil 3 aHTaroHiCTOM
BiTaMiHy K 10 moCATHEHHS TepaleBTAYHOrO Aiana3oHy [TY/MHB (=2,0). [lani mikyBaHHS
IIPOJIOBXKYBaJIOCh aHTAroHicToM BiTaminy K y mosi, HeoOxifHii gis migTpuMky 3HadeHHs [TY/MHB y
MexKaX TepaleBTUYHOro giana3ony 2,0-3,0.

Y nocnimxenni EINSTEIN Extension Buuanucst 1197 narienTtis 3 TI'B a6o TEJIA 3 meTo0
npodinakTuku noBTOopHOr0o BUHNMKHEeHHS TI'B i TEJIA. TpuBaicTs NiKyBaHHS AOOATKOBO CTaHOBHUIIA 6
a60 12 wmics1riB y nauieHTiB, 1110 3aBepiian 6 abo 12-micssuyHUM KypcC Teparil BeHO3HO1
TpoM6oeMO0Iii, 3a71eKHO Bif K/TiHiYHOI OiHKY JTikaps. PuBapokcabaH y mo3i 20 mMr 1 pa3 Ha moby
TIOpPiBHIOBABCS 3 mJaiebo.

V mocnigxenusx EINSTEIN DVT, EINSTEIN PE ta EINSTEIN Extension 3actocoByBanu
O[IHAKOBI IIOTIEpeHbO BU3HAaYEHI IIEPBUHHI Ta BTOPHUHHI I0OKa3HUKY e(heKTUBHOCTI. [lepBUHHUM
MOKa3HUKOM eheKTuBHOCTI Oynu peuuauu BTE (BeH03HO0I TpoMO0oeMO0Iil), 3 KIIIHIYHUMU ITPOsiBAaMU
BU3HAYEHI IK CYyKynHicTh moBTOpHOTO TT'B abo neranbHoi yu HenetanbHol TEJIA.

BTopuHHUI TOKa3HUK e(peKTUBHOCTI BU3Ha4YaBCs 9K CYKynHicTh peruausiB TI'B, nenetansaol TEJIA
Ta JIeTaJIbHUX BUIAMKIB 3 YCIX IPUYKUH.

Y nocnigxenni EINSTEIN CHOICE BuBuanucsa 3396 maui€HTiB i3 miATBepAKEeHUM CUMITOMHUM TT'B
ta/abo TEJIA 3 MeTot0 mpodinakTuku neranbHol TEJIA ab0 HeneTanbHOI0 CUMIITOMHOTO TIOBTOPHOTO
BuHUKHeHHs TI'B abo TEJIA, gki 3aBepLIuian Kypc aHTUKOATYJISTHTHOI Teparrii TpuBajicTio 6-12
MicsiiB. TTallieHTH 3 TOKa3aHHSM [JIT TPUBAJIOl aHTUKOATYJITHTHOI Teparlii y TeparneBTHYHUX [03aX
Oynu BUKIIIOUEHi i3 mocmimkeHHs. TprBalicTh NiKyBaHHS CTaHOBWIIA [0 12 Mics1liB 3al€3KHO Bif
iHOuBimyanmbHOI AT paHmoMi3alril (Meniana: 351 meHs). PuBapokcaban y mo3i 20 Mr 1 pa3 Ha go0y Ta
y mo3i 10 mr 1 pa3 Ha go0y mopiBHioBanu i3 100 Mr aretusncaminmuioBoi Kuciotu 1 pa3 Ha go0y.

[TepBUHHUM TOKa3HUKOM e(eKTUBHOCTI OyB cuMnToMHM# peuuauB BTE, Bu3HaueHUN IK CYKYIHICTh



nmoBTopHOTO TT'B ab0 nmeTanbHOI yu HenmeTanbHOi TEJIA.

Y mocnipxenHi EINSTEIN DVT (mus. Tabnuiito 3) puBapokcabaH IpoeMOHCTPyBaB He MEHIITY
e(peKTUBHICTD, Hi)K €eHOKCallapyH/aHTaroHicT BitamMiHy K 3a mepBUHHUM OKa3HUKOM e(EeKTUBHOCTI
(p<0,0001) (3a mOKa3HUKOM «He TIOCTYIAEThCSA»); CIiBBigHOMEHHS pu3ukiB: 0,680 (0,443-1,042),
p=0,076 (3a mOKa3HUKOM «IepeBepinye»). CIiBBiIHOILIEHHS PU3KKIB 3a IOIEPEeaHbO 3aJaHo0
YHUCTOIO KJTiHIYHOIO0 KOPUCTIO (IEPBUHHUY MTOKa3HUK e(EKTUBHOCTI IIJIFOC MaCUBHI KPOBOTEYi)
ctanoBuio 0,67 [(95% [I: 0,47-0,95), HomiHanbHe 3HaueHHd p=0,024] Ha KOPUCTH
puBapokcabany. 3HaueHHSI MHB 3Haxogumuch B Mexkax TeparneBTUYHOTO [iala30Hy B
cepepaboMy 60,3% 4dacy npu cepenHiu TpuBanocTi aikyBanHg 189 gHiB Ta 55,4%, 60,1% i
62,8% uacy B rpyIax i3 3allJlaHOBaHOI TPUBAJIICTIO JIiKyBaHHA 3, 6 1 12 Mic4LiB BigIOBIAHO.
B rpymi, mo nikyBanack eHOKCalapuHOM/aHTaroHiCTOM BiTaMiHy K, He BigMiueHO 4iTKOl
3aJIe’KHOCTI MiXK piBHEM CepefHbOr0 IIepiofy y TepaneBTUYHOMY Aiana3oHi (I[IT]I) B neHTpi
(Jac mipgTpuMaHHSA I[iIBOBOTO Aiana30oHy 3HaueHb MHB 2,0-3,0) B TepLuIsix 0MHAKOBOTO
po3Mipy i yactoroi peuunusiB BTE (p =0,932 gns B3aemopil). B Mexxax HaBHUIIOTO TEPLUIISA
BiATIOBIAHO [0 IIEHTPY CIIiBBiIHOIIEHHS PU3UKIB y pa3i MpriloMy puBapokcabaHy B
OPiBHSAHHI 3 BapdapurHoM ctarosuio 0,69 (95% IOI: 0,35-1,35).

YacToTa BUHUKHEHHS SIBUILl OCHOBHOT'O ITIOKa3HKKa 0e3MeKu (MacuBHI ab0 KITiHIYHO 3HAYYIII
HEeMAaCHBHi KPOBOTeUi) Ta BTOPUHHOI'0 ITOKa3HKWKA 0e3MeKy (MacuBHI KpoBOoTedi) OyIa 0OHAKOBOO B
000X TepaneBTUYHUX TPyTax.

Tabnuis 3. TToka3HuKY e(eKTUBHOCTI Ta 6e3MeKu 3a JaHuMu pociigxeHHs ¢asu III EINSTEIN DVT

[TonynsLisa QOCTigXXKEeHHS 3449 maiieHTiB 3 CHMITOMHKUM T'OCTPUM TPOMOO30M
rTu0OKHX BEH
TepaneBTHYHi 103K Ta TPUBANICTL |PuBapokcaban EHOKCalnapiH/aHTaroHicT sitaminy K
3, 6 abo 12 micamuis |3, 6 a6o 12 micais
N=1 731 N=1 718
CuMmnToMHa peuupusyoda BTE* 36 51
(2,1%) (3,0%)
CumnToMmHa perunusyoda TEJIA |20 18
(1,2%) (1,0%)
CumMmnToMHuY peruausytouu TTB |14 28
(0,8%) (1,6%)
CumnToMui TEJIA i TT'B 1 0
(0,1%)
JIeTanpHa TEJIA/cMepTeNbHI 4 6
Bunanky, Konu HaaBHICTL TEJIA zHe [(0,2%) (0,3%)
MOJKHA BUKJIIOUUTHU
MacuBHa a00 K/TiHIiYHO 3HAYyIIa 139 138
HeMaCHBHA KPOBOTeYa (8,1%) (8,1%)
MacuBHI KpOBOTEU 14 20
(0,8%) (1,2%)

* PuBapokcaban 15 Mr mBiui Ha m0o0y mIPOTSIroM 3 THXKHIB 3 HACTYIIHUM 3aCTOCYBAHHSIM m03u 20 MT
OJMH pa3 Ha mo0y.

b EHOKCcanapyH 1oHaMeHIIle IPOTAroM 5 OHIB, IICNIA [IbOTO - aHTArOHICT BiTaMiHy K, 3aCcTOCyBaHHSA
SIKOTO ITIOYMHAETHCS B II€Piof IpUOMY eHOKCallapuHy.



*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
IIOKA3HUK e()eKTHUBHOCTI IIJIF0C MaCHBHI KpoBoTeui) ctanosmiio 0,849 [(95 % 1I: 0,633-1,139),
HOMiHanbHe 3HaueHHA P = 0,0275]. 3nauennss MHB 3Haxogunuch B MeXaxX TePaleBTHYHOTO
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. IToka3HuKY e(eKTUBHOCTI Ta 0e3meKu 3a manuMu pociimxkeHHs ¢as3u III EINSTEIN PE

[Tomyns1isa QOCTioXXKEeHHS 4 832 mami€eHTH 3 roCTPo CUMITOMHOI TEJIA
TepaneBTHYHi 034 Ta TpUBaIICTh |PuBapokcaban" FHOKCanapyH/ aHTarogicT Bitaminy K”
3, 6 abo 12 micauis |3, 6 a6o 12 micaiis
N = 2419 N = 2413
CuMnToMHa perunusyoda BTE* 50 44
(2,1 %) (1,8 %)
CumnToMmHa peruausyoda TEJIA |23 20
(1,0 %) (0,8 %)
CuMmnToMHuY peruausytouuii TI'B |18 17
(0,7 %) (0,7 %)
CumntoMmHi TEJIA i TT'B 0 2
(<0,1 %)
JleTanbHa TEJIA/cMepTenbHi 11 7
BUIIAOKK, Koiu HasBHiCTE TEJIA He |(0,5 %) (0,3 %)
MOXKHa BUK/IIOUNTH
MacuBHa a00 KJTiHiYHO 3HauyIla 249 274
HeMaCHBHa KPOBOTeYa (10,3 %) (11,4 %)
MacuBHi KpoBOTEUi 26 52
(1,1 %) (2,2 %)




* PuBapokcaban 15 Mr aBiui Ha {00y mpOTSAToM 3 TUXKHIB 3 HACTYITHUM 3aCTOCYBAHHSM 103U 20 MT
OJIUH pa3 Ha go0y.

b EHOKCcanapuH L0HAWMEHIIIe IPOTATOM 5 [HIB, MiCA IIbOT0 - aHTAroHICT BiTaMiny K, 3acTocyBaHHSA
SIKOTO TIOYHMHAETHCS B IIePiof IPUOMY eHOKCallapuHy.

*p < 0,0026 (He meHIIa epeKTHBHICTD 3a ONEPENHLO BU3HAYEHUM CIIiBBITHOIIIEHHSIM PU3UKIB 2,0);
criBBigHOWeHHS pu3ukiB: 1,123 (0,749-1,684).

Byno nposeneno 3Begenul aHani3 pe3ynbTarti gocnaigxenb EINSTEIN DVT i PE 3a nonepenHbo
BU3HAYEHMMHU ITapaMeTpaMu (OuB. TabIuIo 5).

Tabmung 5. TToka3HUKY epeKTUBHOCTI Ta 0e3MeKy 3a faHWMU 3BeIeHOT0 aHali3y pe3ynbTaTiB
pocnigxkens ¢a3u III EINSTEIN DVT ta EINSTEIN PE

[Tonynsauisa fOCIiIXKeHHs 8 281 mauienT 3 roctpuM cumnToMuuM TI'B a6o TEJIA
TepaneBTUYHI 03U Ta TPUBAJICTh [PuBapokcaban FHoKcamapyH/ aHTarosict siraminy K
3, 6 abo 12 micamnis |3, 6 abo 12 micaris
N = 4150 N = 4131
CumMnToMmHa perunusyoda BTE* |86 95
(2,1 %) (2,3 %)
CumnToMmHa perunusyoda TEJIA K3 38
(1,0 %) (0,9 %)
CuMnToMHUYU peruauByouud TT'B [32 45
(0,8 %) (1,1 %)
Cumnrtomsi TEJIA i TT'B 1 2
(<0,1 %) (<0,1 %)
JIeTanpHa TEJIA/cMepTeNbHI 15 13
BUIIQOKK, Koy HassBHiCTE TEJIA (0,4 %) (0,3 %)
He MOJXXHA BUK/IIOUUTHI
MacuBHa a0o KiiHigHO 3Hauyma [388 412
HeMaCHBHa KPOBOTeYa (9,4 %) (10,0 %)
MacuBHI KpoBOTEYl 40 72
(1,0 %) (1,7 %)

* PuBapoxkcaban 15 Mr aBiui Ha o0y IPOTAToM 3 TUXKHIB 3 HACTYITHUM 3aCTOCYBAHHAM 103U 20 MT
OJIMH pa3 Ha mo0y.

* EHOKCamapyH IoHaiMeHIIe TPOTAToM 5 AHIB, MiCJIs LOT0 - aHTaroHICT BiTaMiHy K, 3acToCcyBaHHS
SIKOTO TIOYMHAETHCS B IIEPiof IPUIOMY €HOKCallapuHy.

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

CriBBigHOIIIEHHS PU3KKIB 3a IOIEePEaHbO 3aaH00 YMCTO KTIHIYHOK KOPUCTIO (MEPBUHHUL
IIOKa3HUK e()eKTUBHOCTI IJIIOC MaCHBHI KPOBOTeYi) 3a JaHMMHU 3BEJEeHOr0 aHanily ctaHoBuio 0,771
[(95% MI: 0,614-0,967), HomiHanmbHe 3HaueHHs p = 0,0244].



Y mocnipxenHi EINSTEIN Extension (guB. Tabmnuiio 6) puBapokcabaH IPOAeMOHCTPYBaB IiepeBary
Hap mane6o CTOCOBHO IEPBUHHUX Ta BTOPUHHUX IMOKA3HUKIB e(peKTUBHOCTI. YacToTa SBUIII
T'OJIOBHOTO TIOKa3HMKa 6e3meKky (MacUBHiI KpOBOTeUi) y NAlli€HTIB, SIKi OTpUMYyBaiu pruBapokcabaH 1o
20 mr 1 pa3 Ha 100y, Oy7a KibKiCHO He3HAUHO BHUIIOI0, HiXK V NallieHTiB, sIKi OTpUMyBasu Imiaiie6o.
YacToTa BUHUKHEHHS SIBUIL] BTOPUHHOTO ITOKa3HUKa 6e3meku (MacuBHi ab0 KITiHIYHO 3HAUYIII
HeMaCHBHi KpoBoTedi) Oyya BUIOO y MALi€HTIB, IKi OTpHMyBasiu puBapokcabaH 1mo 20 Mr Ha mo0y,
HiX y Malli€HTiB, 9Ki OTpUMyBasu mauebo.

Tabnuis 6. IToka3HuKY e(eKTUBHOCTI Ta Oe3MeKu 3a JaHuMu pociimxkenHs ¢asu 111 EINSTEIN
Extension

[TonynsLisa QOCTiAXXKEeHHS 1197 marrieHTiB, y SIKUX IIPOIOBKYBAJIOCH JTIKyBaHHS a0
mpodirakKTHKa PEeIuauBiB BEHO3HOI TpoMOoeMOotii
TepamneBTUYHI 03U Ta TPUBAIICTh PuBapokcabaH" [Tnane6o
6 a6o 12 mics1iB 6 abo 12 micsiB
N = 602 N = 594
CumnToMHa peuupuyoda BTE* 8 42
(1,3 %) (7,1 %)
CumMnToMmHa perunusyoda TEJIA 2 13
(0,3 %) (2,2 %)
CuMmnToMHUY peruauByounii TI'B o 31
(0,8 %) (5,2 %)
UTetanbHa TEJIA/CMepTenbHi Bumagku, (1 1
Kou HasiBHiCTH, TEJIA He MOXHa (0,2 %) (0,2 %)
BUKITIOUUTHU
MacuBHiI 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»); cuiBBigHOMEHHS pu3ukis: 0,185 (0,087-0,393).

Y mocnipxenni EINSTEN CHOICE (muB. Ta6muuio 7) puBapokcabaHs y go3ax 20 mr ta 10 mMr
IIPOOEMOHCTPYBaB IlepeBary Haj aleTusIcaliliIoBo0 KUCIO0TOW ¥ 003l 100 M CTOCOBHO MEPBUHHUX 1
BTOPUHHUX MTOKa3HUKIB epekTuBHOCTI. OCHOBHUY MTOKA3HUK Oe3mneKku (MacUBHI KpoBoTedi) OyB
nonibHUY y MalieHTiB, Ki 0OTpUMyBaIu puBapokcabas y fo3i 20 Mr abo 10 Mr, nopiBHSHO 3
areTuICaIilnIOBO0 KMCIOTOW v 0o3i 100 Mmr.

Tabnuis 7. Tloka3HuKY e(heKTUBHOCTI Ta Oe3meku 3a maHuMu pociimxkenHs ¢asu III EINSTEIN
CHOICE

[Tomynsisa QOCTigXXKEeHHS 3396 maIrieHTiB 3 TPHBAJO MPOGiTaKTHKOIO IIOBTOPHOI'O
BUHUKHEHHS T1'B




[TonynsLisa QOCTiAXXKEeHHS

BUHUKHeHHS T1'B

3396 maIlieHTiB 3 TPHBAIO MPOQiTaKTAKOI IIOBTOPHOIO

TepaneBTUYHI 1031

PuBapoxcaban 10

KJIiHiYHa KOPUCTB)

PruBapokcaban 20 Mr o ACK 100 mr
1 pa3 Ha mo6y 1 1 pa3 Ha o6y
a pa3 Ha moby _

N =1107 N = 1127 N =1131
Mejtiara TpUBaIOCT Tepartil 349 [189-362] mriB  [353 [190-362] aui [350 [186-362] Anis
[iHTEepKBapPTUIbHUM [iamla30H]
CumntoMHa peuupusyoda BTE* |17 13 50

(1,5 %)* (1,2 %)** (4,4 %)
CumnToMmHa perunusyoda TEJIA |6 6 19

(0,5 %) (0,5 %) (1,7 %)
CumMmnToMHUY peruausyouu TT'B [9 8 30

(0,8 %) (0,7 %) (2,7 %)
JletansHa TEJIA/cMepTesbHI ) )
BUIIAOKM, KOJIK HasgiBHICTh TEJIA (0,2%) 0 (0,2%)
He MOXKHA BUKITIOUUTH
CumntoMHa penupusyioda BTE,
inbapkT Miokapay, iHCyneT abo |19 18 56
cucTeMHa emM00I1ig 1o3a Mexamu [(1,7 %) (1,6 %) (5,0 %)
[THC
MacuBHiI KpoBOTEYi 6 5 3

(0,5 %) (0,4 %) (0,3 %)
KniHIYHO 3HauyIlli HEMaCUBHI 30 22 20
KPOBOTEYi (2,7) (2,0) (1,8)
CuMnToMHa penuausyoda BTE
200 MacuBHa KpoBOTeYa (YMCTa 23 17 23

(2,1 %) (1,5 %) (4,7 %)

*p < 0,0001 («mepeBepirye») puBapokcaban 20 mr 1 pa3 Ha mo6y mopiBHsSHO 3 ACK 100 Mr 1 pa3 Ha

noOy; cmiBBigHOmEHHs pusukis = 0,34 (0,20-0,59).

*p < 0,0001 («epeBeprye») puBapokcaban 10 mr 1 pa3 Ha o0y mopiBHsHO 3 ACK 100 Mr 1 pa3 Ha

noOy; cmiBBigHOmEHHS pusukis = 0,26 (0,14-0,47).

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

PuBapokcaban 10 mr 1 pa3 Ha o0y mopiBHsHO 3 ACK 100 Mr 1 pa3 Ha mo0y; CIiBBiTHOIIEHHS
pusukiB = 0,32 (0,18-0,55), p < 0,0001 (HomiHanbHE).

HomaTkoBo mo mocmigxkens III pa3u mporpamu EINSTEIN 6yno mpoBefeHO IIPOCIEKTUBHE

HeiHTepBEHIIiIHE BiIKpuTe KOropTHe mociimxkeHHs (XALIA) i3 11eHTpani30BaHo0I0 OI[iHKOI0 KiHIIEBUX

TOYOK, BKmo4aouu peuunusu BTE, ceplio3Hi KpoBoTedi Ta neTanbHi BUnagku. [ BUBYEHHS
0e3neKy OOBTOTPUBAJIOTO 3aCTOCYBAaHHS prBapoKcabaHy y KIiHiYHIN IpaKTHUILi y OPiBHIHHI 3
TPAOUIINHOI aHTUKOATYJISTHTHOIO Tepallie€lo B JOCTimxKeHHs 0yI0 BKI0YeHo 5142 namieHTH 3
roctpuM TI'B. ¥V rpymi puBapokcabaHy yacToTa cepiio3HuX KpoBoTeu ctaHoBuma 0,7 %,
peuunusyoyoro BTE - 1,4 %, neTanbHUX BUNAAKIB 3 yCix npu4uH - 0,5 %. Y BUxigHux
XapaKTepHCTUKAaX MallieHTiB Oyu BiTMiHHOCTI, BK/TI0Ual0YH BiK, OHKOJIOTiYHi 3aXBOPIOBAHHS Ta




HUPKOBY HEOCTATHICTh. [I717 KOPUTYBAHHS BiIMiHHOCTEW y BUXIIHUX XapaKTepPUCTUKaX 0yIi0
3aCTOCOBAHO ITOMEePEOHbO 3alaHOBaHKM CTpaTU(iKOBAaHUY aHalli3 3a KoedillieHTOM CXUIIBHOCTI, ale,
He3BaXKalyH Ha Iie, 3aJIMIIKOBE BiIXUJIeHHS MOXKe BIJIMBATU Ha pe3yibTaT. [Ipu 3acToCyBaHHI
puBapokcOaHy B MOPIBHAHHI i3 TpaguIliiiHOI Teparielo CKOPUTOBaHi BiTHOIIEHHS PU3UKiB CEPHO3HUX
KpoBoTedY, penuauByiodoi BTE Ta neTanbHUX BUIAMKIB 3 YCiX MPUYMH CTAHOBIATE BigmosigHo 0,77
(95 % [OI 0,40-1,50), 0,91(95 % OI 0,54-1,54) Ta 0,51 (95 % [OI 0,24-1,07). Lli pe3ynbTatu y KIiHIYHIN
IIPaKTHUIi BiATIOBifat0Th BCTAHOBIIEHOMY NPOGinto 6e3meKy A1 HaHOTO TOKa3aHHS.

Y micnsipeecTpaliiHOMY HeiHTepBEHIINHOMY AOCTiAkKeHH]i 3a ydacTi noHag 40000 namieHTiB 6e3
OHKOJIOTiYHMX 3aXBOPIOBAHb B aHAMHE3i 3 YOTHPHOX KpaiH pruBapoKcabaH Mpu3HaYasId OIS JIiKyBaHHS
abo mpodinaktuku TI'B i TEJIA. YactoTa momi#t Ha 100 marieHTo-poKiB AJIsT CHMIITOMHUX/KITiIHIYHO
BrupaxeHux BTE/TpomOoemMO0mivHMX IO/, 1110 IPHU3BEIIH 40 TOCIiTasmi3alrii, KonuBasnacs Big 0,64
(95% M1 0,40-0,97) y Benuko6putawii go 2,30 (95% II 2,11-2,51) y Himewyuuni. KpoBoTeui, 1110
IPU3BENTH [0 TOCIiTani3allil, BUHUKaIu 3 yactoTtoro momiit 0,31 (95% I 0,23-0,42) #a 100 mamierTo-
POKiB Oj151 BHyTpilmHbOYepenHoi KpoBoTedi, 0,89 (95% 11 0,67-1,17) gns WIIyHKOBO-KUIIIKOBOI
KpoBoreui, 0,44 (95% [I 0,26-0,74) onsa yporeHitanbHol KpoBoTedi Ta 0,41 (95% IOI 0,31-0,54) ons
IHIIKX KPOBOTEY.

JlixyeanHa TI'B ma npogirakmuka peuuousie TI'B y nediampuyHux nayieHmis

3aramom 727 piteu 3 migTBepAxKeHo roctpoio BTE, 3 akux 528 oTpuMyBanu puBapokcadaH, Oymu
IOCimKeHi B 6 BinKpuTHX 6araTolieHTPOBUX MefiaTPUYHUX NOCTIIXKeHHAX. [[03yBaHHS 3
ypaxyBaHHSM MacCH Tijla y HallieHTiB Bifl HApOAXKeHHA [0 18 poKiB MPU3BOAUIIO [0 €KCIIO3UIIil
puBapokcabaHy, omibHol [0 Ti€l, Mo crocTepiranacs y mopociux naiieHTiB 3 TI'B, siki oTpumyBanu
puBapokcabaH y mo3i 20 mMr 1 pa3 Ha 00y, K nigTBepAxKeHo B gocmimxkenHi 111 ¢pas3u (muB. po3min
«PapMaKOKiHETHUKA»).

Hocnigxenns 111 ¢pasu EINSTEIN Junior - 11e paHmoMi3oBaHe, aKkTUBHO-KOHTPOIbOBaHEe BiTKpPUTE
OaraToleHTpOBE KIiHiUHe HOoCTigXKeHHs 3a ydacTio 500 maljieHTiB megiaTpu4Hol rpynu (BiKoM Bif
HapoaXKeHHs [0 < 18 pokiB) 3 nmigTBepaxKeHow roctpoi BTE. Byso BKnodyeHo 276 miTen BikoM Bifg 12
oo < 18 poxkis, 101 guTtuHa BikKOM Bif 6 mo < 12 pokiB, 69 miTeu BiKOM Bif 2 10 < 6 pOKiB Ta 54
OUTUHY BIKOM < 2 POKIB.

[Tomist BTE knacudikyBanacs sk: BTE, mos’si3aHa i3 3aCTOCyBaHHSIM IIEHTPaJIbHOI'0 BEHO3HOT'0
kateTepa (LIBK-BTE; 90/335 matienTiB y rpymi puBapokcabany, 37/165 maiiieHTiB y rpymi
TIOPiBHSHHS); TPoMO03 lepebpanbHux BeH Ta cunyciB (TLIBC; 74/335 nmatieHTiB y rpymi
puBapokcabany, 43/165 nauieHTiB y rpyImi NopiBHSAHHS); Ta Bci iHmi, BKiodatouu TT'B ta TEJIA (He-
LIBK-BTE; 171/335 narienTiB y rpymi puBapokcabany, 85/165 naiieHTiB y rpymi mopiBHSIHHS).
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 Bif 2 o < 6 pokiB 0yB TIIBC: y 48 (47,5%) ta 35
(50,7%) BigmoBigHO; a y miTeit BikoM < 2 pokiB 0yB LIBK-BTE: y 37 (68,5%). ¥ rpymi puBapokcabany
He Oyyo miTe BikoM mo 6 micaiis i3 TLIBC. ¥ 22 narienTis i3 TLIBC 6yna indexmis LIHC (13
NallieHTiB y TPyIi puBapokcabaHy Ta 9 MallieHTiB y TPYyIIi IOPiBHAHHS).

Y 438 (87,6%) miteit BTE cnpoBoKyBaIu CTiliKi, TpaH3UTOPHI ab0 0OHOYACHO CTilKi Ta TPaH3UTOPHI
(baxTopu PU3UKY.

[TarienTy OTPUMyBay TOYaTKOBE JIiKyBaHHSA TepaneBTYHUMYU no3amu HOT', HMI a6o
(dhoHOamaprHYKCy IPOTSATOM II[OHaWMeHIIIe 5 [HiB i Oyau paHmoMi3oBaHi y ciiBBimHOINEHH] 2:1 mms
oTpuMaHHS abo puBapokcabaHy B HO3yBaHHi BifITOBIMHOMY 10 MacH Tinla, a0 [0 I'PyIU MOPiBHSIHHS
(orpumyBanu renaputu, ABK) npotsiroM 3 MicsilliB OCHOBHOTO IIepiofy JTiKyBaHHSA Y OOCHiAKeHHi
(mpotsrom 1 micsusg gns piter < 2 pokis 3 LIBK-BTE). Hanpukiniii oCHOBHOTO Iepiony JTiKyBaHHS Y



OOCIiIKeHH] IiarHOCTUYHE Bi3yasni3aliiiHe 00CTeXeHHS, SIKe POOUIIM ITPYU BKITIOYEHi MallieHTa B
IOCTiAKEeHHSI, TOBTOPIOBAJIH, SKIIO e OyI10 KITiHiYHO MOXKIUBO. [I0CTigKyBaHy Teparriio MoxkHa 0yI0
IPUIMHUTY Ha IIbOMY eTari abo Ha po3Cyn JOCTimHMKa MPOJOBXKUTY Ha TePMiH [0 12 micsauis (mns
miten < 2 pokiB i3 LIBK-BTE - mo 3 micsiiiB).

OCHOBHUM ITOKa3HUKOM e(eKTUBHOCTI Oyna nofis cumntoMHoro penuauy BTE. OcHOBHUM
IIOKa3HUKOM Oe3rneku OyJia CyKyIHICTh IOAil BeTMKOI KPOBOTeUi Ta K/TiHIiYHO 3HAYYII0i HeBEJIUKO]
kpoBoTedi (K3HBK). Vci pesynbratu 10710 eheKTUBHOCTI Ta 6e3meku Oyau 1IeHTpali30BaHo OIiHeHi
He3aJleXKHUM KOMiTeTOM, SKUM He NIpH3Hay4aB JIiKyBaHHS. Pe3ynbTaTy 000 e(peKTUBHOCTI Ta
0e3MeKky MoKa3aHi B Tabnmunax 1 i 2 Huxue.

[TosTopHi BTE BuHUMKM y rpyni puBapokcabany y 4 i3 335 nauieHTiB Ta y TPyl NOPiBHAHHA ¥ 5 i3
165 manienTiB. CyKymnHicTh mofiit Benukoi kpoBoTedi Ta K3HBK 6Gyna 3apeectpoBana y 10 i3 329
nauieHTiB (3%), siki oTpuMyBanu puBapokcabaH, Ta y 3 i3 162 narmienTis (1,9%), ski oTpumyBamu
npenapar nopiBHAHHSA. [lofil, 0 CKTafaloTh MOKa3HUK YHUCTOL KITiHIYHOI KOPUCTI (CYKYIIHICTD OAiM
cuMrnToMHOro peurguBy BTE Ta cepiio3HOi KpOBOTEUi), 3apEECTPOBAHO y TPYyIi puBapokcabany y 4 i3

335 marienTiB Ta y 7 i3 165 nmauieHTiB y rpyni nopiBHsAHHEA. CTyniHb peKaHani3alil TpoM0y, 110
Ky1acu(ikoBaHUM K «HOpPMaJi3allisi» Ipu NOBTOPHIYU Bisyasisatii crioctepirascs y 128 i3 335
TaLiEHTIB, SIKi OTPUMYyBaU JiKyBaHHS prBapokcabaHoM, Ta y 43 i3 165 mauieHTiB - y rpymi

nopiBHsAHHSA. Lli pe3ynbTaTu Oynu B 1ioMy nomibHUMY cepeq BiKOBUX T'PyI. Y IpyIli puBapokcabaHy
6ymno 119 (36,2%) miTet 3 Oyab-IKMMU KPOBOTEYAMHU, 1110 BUHUKIIY IIifl Yac jikyBaHHS, i 45 (27,8%)

OiTell - y TPyIIi NOPiBHSAHHSA.

Tabmu1sg 8. Pe3ynbraTi eeKTUBHOCTI B KiHIli OCHOBHOT'O TIepiony JiKyBaHHS

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

ABunie PuBapokcabaH I[Ipemapat
N=335* MOPiBHSIHHS
N=165*
PenunuB BTE (0CHOBHUY ITOKA3HUK e(PEKTUBHOCTI) 4 5

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

CyKynHICTh OAi CUMITOMHOTO peuupguBy BTE
6e3CHMIITOMHOTO MOTipIIIEHHS IIPX TIOBTOPHOMY
Bi3yanizaliiHoMy 00CTeXeHHi

5
(1,5%; 95% M1
0,6% - 3,4%)

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

CyKyIHICTh IO CUMITOMHOIO peuuauBy BTE
6e3CHMIITOMHOTO IOTipINEeHHS BiCYTHICTh 3MiH IIpH
MOBTOPHOMY Bi3yaJidaliiHoMy 06CTeKeHHi

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

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

Hopwmarisalis npu IOBTOPHOMY Bi3yaizaliiiHoMy
00CTexKeHHi

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

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

CyKynHICTh IOfi¥ CUMITOMHOTr0 peuupausy BTE Benuka
KPOBOTeYa (4ucTa KiliHiYHa KOPUCTD)

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

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

JleTanbHa abo HeleTaslbHA JiereHeBa eM00JIis

1
(0,3%; 95% 11

0,0% - 1,6%)

1
(0,6%; 95% 11

0,0% - 3,1%)

* TloBHa MHOXKWMHAa NALiE€HTIB A7 aHaNi3y, yci mity, aKi 6ynu paHgoMi30BaHi.




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».

dapmakoKiHemuka.

BcMOKTYBaHHS



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 puBapoKkcabaHy HaOIMKaETLCS [0 JiHiMHOI Tpu 3acToCyBaHHi y go3ax mo 15 mr 1
pa3 Ha mo0y Hatile. [Ipu mpuioMi mmim yac BXKUBaHHS ki papMakoKiHeTHKa TabIeTOK
puBapokcabany 15 Mr i 20 MT € IPOMOPLiitHO 3a/IeXKHOI0 Bifl 703u. [Ipy¥ BUKOPUCTAHHI BUIIKX 03
abcopOiris puBapokcabaHy 00MeXkKy€eThCs TapaMeTpaMy PO3YMHHOCTI, IIPH IIbOMY Ha TJIi BUIIUX 03
BiI3HAYAETHCS 3HUKEHHS 0i0JOCTYITHOCTI Ta CTyIEHS BCMOKTYBaHHS.

dapmakokiHeTHKa prBapoKcabaHy XapaKTepU3y€eThCs IIOMipHOIO MiHIMBICTIO; iHAMBiAyanbHa
BapiaOenbHIiCTD (Bapiamiauit KoediieHT) ctaHoBuTh Bifg 30 % mo 40 %.

BcMmokTyBaHHS puBapoKcaOaHy 3a/ieXkuTh Biff MiCIl BUBiIIbHEHHS JIiIKapChKOT0 3ac00y y IITyHKOBO-
KHUIIKOBOMY TpakKTi. Bim3aHauaeTscs 29 % i 56 % 3uuxkennsa AUC i C,,,, Tpu 3aCTOCYBaHHI rpaHyIsaTa
puBapokcabaHy, 3 BUBIIbHEHHSIM [il040] peYOBUHM Y IPOKCUMaIbHOMY BiffliJli TOHKOTO KUIIKiBHUKA
IIOPiBHSHO 3 TabneToBaHOIO (GopMoi0. EKCIIO3uIlis 3MEeHIITY€EThCA I1ie Oible IpX BUBIIbHEHHI iI0401
PEUYOBHHHU Y IUCTAJIbHOMY Bififlifli TOHKOTO KUIIIEYHUKY UM BUCXiHiNM YaCTHHI 0600BO1 KUILIKH.
Heo0xigHO yHUKATH BBEeOEHHS pHBapoKcabaHy MUCTAJbHIINE IITYHKA, OCKIJIBKY 116 MOXKe MPU3BECTH
[0 3HUKEHHS BCMOKTYBaHHS Ta BiJIIOBIIHOTO BIJIUBY Ha €KCIIO3UILIIO.

BiopoctymuicTts (AUC i C,,,,) V pa3i 3acTocyBaHHs puBapokcabany 20 MI epopajbHO y BUTTISL
noppi6HeHo1 TabeTKH, 3MilIaHoi 3 F6Ty4HUM Iope abo BOOo0, BBeEeHOI Yepes IMUTYHKOBUM 30H
ofpasy micis pigkoi 1Xi, Ta y pa3i mpuiioMy Iinoi TabaeTKy Oyjia mopiBHIHO0. BpaxoByioun
nepen0adyBaHUM JO30NPONOPLIMHNN (papMaKOKiHETUUHNM TPO(inb puBapoKcabaHy, pe3yIbTaTH
MAHOTO MOCTimXKeHHS 3 0i000CTYIIHOCTI, iMOBipHO, MOXKYTb CTOCYBATHCS i HUXKYMX 103
puBapokcabaHy.

ITediampuyHi nayieHmu

Hitu orpuMyBanu Tab1eTKy puBapokcabany abo CycleH3ito [is mepopasbHOT0 3aCTOCYBaHHS IIifl Yac
abo 6e3nocepeqHbO MiCs rogyBaHHS ab0 MPUHOMY IXi Ta 3 TUIIOBOIO MOPLIEI0 PIgUHY TS
3abe3nevyeHHs HaMIiiHOTO JO3YBaHHS HiTAM. fK i y mopocnux, puBapokcabaH JI1erko BCMOKTYEThCS
IIiCJ/Is1 epopasbHOTO IPUoMY y BUTJIAAI TabmeToK abo rpaHyl AJig IPUTOTYBAHHS CYCIIeH3ii Ayig
IIepOPaJIbHOTO 3aCTOCYBaHHA y HOiTell. Pi3HUIN y MIBUAKOCTI BCMOKTYBaHHS a00 B CTYIIEHi
BCMOKTYBaHHS MiX Ta0JIeTKOI0 Ta IpaHy/iaMy AJis IPUTOTYBaHHS CYCIIeH3il A7 IepopaabHOTo
3aCTOCYBaHHA He cnocrTepiranocs. Hemae panux npo OK micias BHYTPIITHEOBEHHOTO BBEEHHS TiTSAM,
ToMy abcomoTHa 6iomOCTyNHICT, puBapokcabaHy y miTed HeBimoMa. Byso BUSIBIEHO 3HUXKEHHS
BimHOCHOI 6iomocTymHOCTI pu 30inbIIeHHi 103 (Y MI/KT Macu Tina), 0 CBIIYUTH PO 00MeXKeHHS



BCMOKTYBaHHS IIPH BUIITKX O03adX, HaBIiTb IIPXU OOHOYAaCHOMY HpPIfIOMi 3 ixKero.

PuBapokcaban TabneTku o 15 Ta 20 Mr ciif mpuiiMaTH IIif 4ac rogyBaHHS a0o Iif yac mpuiioMy ixi
(muB. po3min «Cmocib 3acToCyBaHHS Ta [O3U»).

Po3nopin

3B’si3yBaHHS 3 OiIKaMu IJ1a3MHU y IOPOCIIUX € BUCOKUM i CTaHOBUTH OU3bK0 92-95 %, mpu LboMy
OCHOBHUMM 3B’SI3yI0YMM KOMIIOHEHTOM € CUPOBaTKOBUY anbOyMiH. O6’eM po3mofiny - IOMipHUH,
IIOKa3HUK Vss (00’eM pO3MOily B PiBHOBAXKHOMY CTaHi) CTaHOBUTH Malxke 50 II.

ITediampuyHi nayieHmu

HeMmae maHux 11070 3B’sI3yBaHHS pHBapokcabaHy 3 GikaMu Ijla3MU KPOBi, XapaKTEPHOTO AJIS OiTeH.
Hewmae mauux npo OK micnis BHyTPilIHEOBEHHOTO BBeIeHHS pUBapoKcabaHy HiTaM. Vss, OlLiHeHUN 3a
[OIIOMOT 00 TIOMYISLINHOTO MOJIe/TI0BaHHS (hapMaKOKiHEeTHKHY y AiTel (miama3oH Biky Big 0 o < 18
POKiB) Ticys MepopasbHOr0 3aCTOCYBaHHS puBapoKcabaHy, 3a/IexKUTh Bifl MacH Tina i Moxe OyTu
OTIMCAHO aJIOMETPUYHOIO QYHKIIiE€I0, i3 cepenHiM 3HaueHHsIM 113 71 s cy6’ekTa 3 Macoto Tina 82,8
KT.

MeTabo1i3M i BUBeIeHHS 3 OpraHiaMy

Y mopocnux Marixke 2/3 NpUMHATOI H03U puBapoKcabaHy MeTaboIi3yeThCsl 3 HACTYITHUM BUBEIEHHSIM
IIOJIOBUHY MeTaboJIiTiB HUPKaMH, a iHIIO0I IMOJIOBUHHU - 3 KajoM. Pemra (1/3) npuiHSTOI 103U
BHUBOIUTHCS 0€3M0CEepPeNHbO HUPKAMU Y BUTJISAI He3MiHEHO] [Iif040] peYOBUHM i3 ceyelo mepeBakHO
IIJITXOM aKTHBHOI HUPKOBOI CEKpellii.

MeTabori3aM puBapokcabany 3a0e3mneuyeTbcs izopepmernTamu CYP3A4, CYP2]2 Ta He3aleXKHUMHU Bifi
cuctemu rutoxpomy CYP Mexanizmamu. OCHOBHUMMU OinstHKaMmu 6ioTpaHcdopMaiiili € MopdoniHOBa
rpyna, 110 3a3Ha€ OKMCHOI0 PO3KJIafaHHs, Ta aMiflHi Tpyny, sgKi OignaArawTh rigpoidy. Buxogsayu 3
OTPUMAaHUX in vitro maHux, puBapokcabaH € cy6cTpaToM TpaHCnopTHUX 6inkiB P-gp (P-rnikonporein)
Ta Berp (610K pe3uCTEeHTHOCTI 0 paKy MOJIOYHOI 3a/103H).

HaiiBak/IMBIIIOI0 CIIOTYKOIO B IJIa3Mi KPOBi JIIOAWHY € He3MiHEHUY prBapokcabaH, Mpu oMY 3HAYHi
a00 aKTUBHI ITUPKYII0I0Yi MeTaboiTu He BUsSIBIIEHI. PuBapokcabaH, CUCTeMHUM KITipeHC SKOT0
CcTaHOBUTH 0u3bK0 10 51/rom, Moxke OyTH BifHECEeHUH 10 TiKapChKUX 3aC00iB 3 HU3bKUM pPiBHEM
KiipeHcy. [licns BHYTPIIHEOBEHHOTO 3aCTOCYBaHHA 03U 1 MT mepiof HaliBBUBENEHHS CTAHOBUTH
6mu3bko 4,5 roguHu. [Ipy nepopaabHOMY 3aCTOCYBaHHI BUBEOEHHS 00MeXy€ETHCS MIBUIKICTIO
abcopoirii. ITpu BuBeneHHi puBapokcabaHy 3 mIa3Mu TepMiHAbHUM ITepio] HalliBBUBEIeHHS
CTAHOBUTH Bif 5 70 9 TOAMH y MOJIOAUX nallienTiB Ta Big 11 go 13 rogun y ocib MiTHBOTO BiKY.

ITediampuyHi nayieHmu

Ha#i momo metabosi3aMy, XxapakKTepHOTO [1s OiTel, BincyTHi. HeMae maHux npo gpapMakoKiHETHKY
Tic/Isl BHYTPIIIHBOBEHHOTO BBeleHHSI puBapokcabany miTam. KiipeHc, oliHeHU 3a HOITOMOT 00
ONYJISALIMHOTO MOMIETIOBaHHS (DapMaKOKiHETHKY y AiTew (miama3oH Biky Bif 0 mo < 18 pokiB) micisa
IIepopajbHOTO 3aCTOCYBaHHS puBapoKcabaHy, 3ajleXKUTh Bifl MacH Tifla i Moxe OGyTH ONKcaHO 3a
IIOIIOMOT 010 aJTIOMEeTPUYHOI PYHKIL], i3 cepeqHiM nmoka3HMUKOM 8 n/rof A cy0’ekTa 3 Macoio Tina 82,8
Kr. CepenHi reoMeTpUyYHi 3Ha4YeHH I1epiofiB HalliBBUBEeNEeHH (t,,), OLiHeH] 3a JOIIOMOr0I0
MONYJISALIMHOTO MOMEeTI0BaHHS (papMaKOKiHEeTUKHY, 3MEHIITYIOTLCS 3i 3MEHIIEeHHSM BiKY i CTAHOBIIATH
Bim 4,2 ropm y migniTKiB mo npu6nau3Ho 3 Tof y miTel BikoM Bim 2 mo 12 pokis, mo 1,9 Ta 1,6 ron y miTed
y Bimi 0,5-< 2 pokiB i Men1ie 0,5 poKy BiAIOBiAHO.



OcCo0OIKBi TPYIIN XBOPUX

Cmamy. Y 0opOCnUX YOJIOBIKIB i XKiHOK KJTIHIYHO 3HAUYII PO3XOIXKEHHS (papMaKOKIHETUKY HE
BUSIBIIEHI (muB. po3min «Crocid 3aCTOCYBaHHS Ta HO3W»).

[TourykoBuM aHali3 He BUSBUB peJleBaHTHUX BiIMIHHOCTEX y €KCII03Ullil pruBapoKcabaHy MiX TiTbMHU
Y0JIOBiYO1 Ta XKiHOYOI CTaTi.

ITauienmu AimHb020 BiKY. Y TAIliEHTIB JITHLOTO BiKy KOHILIEHTPAIlil puBapokcabaHy y Ija3Mi BUIII,
HiX y MOJIOAVX NAIi€HTiB, cepenHe 3HaueHHs AUC npu6bnu3Ho y 1,5 pa3a nepeBuilye BifnoBigHI
3Ha4YeHHS Y MOJIOOUX IAlli€HTIB FOJIOBHUM YMHOM YHACIIIOK 3HUXKEHOI'0 3araJlbHOr0 Ta HUPKOBOTO
KiipeHcy. Hemae moTpe0u B KOpeKIIil 103H.

Pi3Hi sazo8i kamezopii. Y mopocnux 3aHaATo Maja abo BeuKa Maca Tina (Menre 50 Kr i 6inmbie 120
KT) JIHIlle He3HaYHOI0 MipoIo BIIMBA€E Ha KOHIIEHTPallil puBapokcabany y nna3Mmi (MeHmre 25 %).
Hemae notpebu B KOPEKIIii mo3M.

HiTssMm puBapokcabaH Mpu3HavaloTh 3a71e2KHO Big MacH Tina. [TomyKoBui aHati3 y fiTell He BUSIBUB
PeJieBaHTHOTO BIJINBY HEIOCTATHHOI Bard abo OKUPiHHS Ha €KCII03UIliI0 puBapoKcabaHy.

MiscemHiyHi ocobausocmi. Y gopocnux KIiHIYHO 3HAUYII po3xomaxkeHHs hapMakokineTuku (®K) ta
dapmakonuuamiku (®]l) y nalieHTiB €BpoIeoiqHoi, appoaMepruKaHChKOI, TaTHHOaMePUKaHCHKOI,
SITIOHCHKO1 a00 KUTalChKOI eTHIYHOI TPHHAIeXHOCTi He CIIoCTepiramucs.

[TourykoBuM aHali3 He BUSIBUB peJIeBaHTHUX MiKETHIYHUX BiIMiHHOCTEH B €KCITO3UIIil
puBapokcabaHy cepe[ OiTel SMOHChKOI, KNTaliChKOl ab0 a3iaTChKOl eTHIYHOI MpHUHAIeKHOCTi 3a
MexaMu AnoHil Ta Kutaio mopiBHSIHO 3 BigIIOBiAHOIO 3arabHOI0 IefiaTPUYHOIO MOMYISIIELO.

ITeuinkosa HedocmamHicmb. Y HOPOCINX XBOPUX Ha LIXPO3 MEYiHKY 3 JIETKOI0 TeYiHKOBOIO
HeJOCTATHICTIO (K/ac A 3a knacudikartrieo Yainga - [1'10) papmMakokiHeTHKa puBapoKcabaHy JIHIe
HEe3HA4HO Bifipi3HsIacs Bif BignoBigHUX MOKa3HUKIB (y cepenuboMy 1,2-pa3oBe 30inbuienHss AUC
puBapokcabaHy) y KOHTPOJIbHIM rpymi 3M0poBUX JOOPOBOJIBINB. Y XBOPUX Ha IIUPO3 MEUiHKH i3
CepemHbOTIKKOI IIeYiHKOBOIO HEIOCTATHICTIO (Kiac B 3a knacudikariero Yaunga - I1'10) cepenns
AUC puBapokcabany Oysa 3HaYHO mifBuileHa (y 2,3 pa3a) IOPiBHSIHO 3 TAKOI0 y 3[IOPOBUX
no6poBonbLiB. AUC He3B'g3aH0l PEYOBMHY IMigBUIyBanacsd y 2,6 pa3a. Y IUX IallieHTiB TaKOXK
3apeecTpoBaHO 3HUKEHHS BUBEIeHHS pUBapokcabaHy 3 ceuyero, MofiOHe 10 TOTO, 110 XapaKTepHe
[J1s TallleHTiB 3 HUPKOBOK HEJOCTATHICTIO IIOMIPHOTO CTyneHs. HeMae qaHuX 11010 Malli€HTiB 3
TSKKUM IOPYILIEHHAM (QYHKII] IeYiHKH.

[TpuraiyeHHs aKTUBHOCTI (pakTOpa Xa OyJi0 BUpaxKeHe CUJbHilIe (2,6-KpaTHE PO3XOMKEHHS) Y
TIAIiEHTIB i3 CEPEeOHBOTAKKUM IOPYIIEHHSAM (QYHKIII MeYiHKHU, HiXK y 3[0POBUX J0OPOBOIBILB; [TH
TakoX (2,1-KpaTHO) MogoBXKYyBaBCs. [1allieHTH 3 CepeqHbOTSIKKUM IOPYLUIEHHAM (QYHKIIII TeYiHKu
Oy OinbIl YyTIMBUMU OO0 PUBaApoKcabaHy, 10 MPU3BOAUIIO A0 OiNbII KPYyTOI KPUBOI 3a7I€2KHOCTI
®K/®]I mixk KoHLeHTpaliew Ta [T4.

PuBapokcabaH IPOTUIIOKA3aHW MallieHTaM 3 XBOpoOaMH MeYiHKHU, 110 CYIIPOBOAKYIOThCS
KOAryJIomaTi€lo 3 KJIiHiYHO 3HAYYIIUM PU3UKOM BUHUKHEHHS KPOBOTEYi, B TOMY YHCIIi XBOPUM Ha
1upo3 nevinku Knacy B ta C 3a knacudikanieio Yaunga - [1'10 (ouB. po3nin «[IpoTunokasaHHSI»).

BipcyTHi kJiHiYHI gaHi 11000 iTel i3 NOPYIIeHHIM (QYHKIIL TeYiHKH.

Hupkosa HedocmamHicmy. Y DOPOCNYX Bif3Hadasnocs 30iIbIIeHHS eKCII03Ullil puBapoKcalaHy, sKe
00epHEHO MPOTIOPIIIHO KOPETIOE 3i 3HMKEHHIM QYHKIII HUPOK, 1110 BU3HAYa/IU 3a KJIipeHCOM



KpeaTuHiny. B oci0 3 nerkum (kiipesc kpeatusiny 50-80 Mi/XB), cepeIHbOTAKKUM (KITipeHC
kpeaTuniny 30-49 my/xB) abo TsKKUM (KTipeHC KpeaTuHiHy 15-29 M/XB) mOpyIIeHHSIM QYHKIII
HUPOK, KOHIIeHTpallil puBapokcabany y mna3mi (AUC) 6ynu B 1,4, 1,5 Ta 1,6 pa3a 6inbliri mopiBHSIHO 3
TAKHMHU V 3[I0POBUX [0OPOBOJIBIIIB. BifimoBigHO criocTepiranocs 36inmbineHHs hapMaKOOUHAMIUHUX
edexkTiB. B ocib 3 merkuM, cepefHbOTIKKHAM ab0 TSKKUM IOPYIIeHHAM (QYHKIII HUPOK 3araibHe
IPUTHIYEeHHS aKTUBHOCTI pakTopa Xa Oyso BipmosigHo B 1,5, 1,9 Ta 2 pa3u GibIINM MOPIiBHSIHO 3
TaKUM Y 3[I0poBUX 0oOpoBobiiB; [T4 mogiobrumM ynHOM 3pocTano y 1,3, 2,2 ta 2,4 pa3a BifNIoOBigHO.
[laHi 11010 NalieHTIB 3 KJIipeHCOM KpeaTHHiHYy < 15 MJI/XB BiACYyTHI.

3 ornAmy Ha BUCOKE 3B’SI3yBaHHSA 3 OiIKaMu MIa3Mu, OYiKYETHCS, 110 PUBapoKcabaH He BUBOIUTHLCS 3
OpraHi3My IUISXOM [iami3y.

He pekoMeHOyeTbCS 3aCTOCOBYBATH JIiKapChKUii 3acib malieHTaM i3 KiipeHCcoM KpeaTuHiHy < 15
MJ1/xB. PuBapokcabaH ciif 3aCTOCOBYBaTH 3 06epeXKHICTIO MallieHTaM 3 KJlipeHcoM KpeaTuHiny 15-29
MJ1/XB (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHSI»).

BipcyTHi kJTiHiYHI faHi II0OK0 3aCTOCYBAaHHSA Y AiTel BIKOM Bifi 1 pOKY 3 HUPKOBOK HEOCTATHICTIO
oMipHOro abo TAXKKOTO CTYIeHs (IIBUAKICTh KIy0ouKoBoi ¢inmbTpanii < 50 mi/xs/1,73 M.

dapmakokiHemuyuHi OaHi, 8iOMivueHi y nauieHmis. Y malli€eHTiB, sSKi OTPUMYIOTh puBapoKcabaH mis
npodinaktuku TT'B y mo3i 20 mr 1 pa3 Ha {00y, cepenHili reoMeTpUYHUM ITOKA3HUK KOHIIEHTpallii
(inTepBan mporao3yBaHHA - 90 %) dyepes 2-4 roguHY Ta Maiixke 4epe3 24 TOOUHHU IIiCIIg
3aCTOoCyBaHHS (4ac, 1o mpuOIn3Ho BigoOpaxkae JOCATHEHHS MaKCHMaJlbHOI Ta MiHiMaIbHOI
KOHIIEHTpAIlil y MPOoMiXKKax Mix mpuiioMaMu 0o3) cTaHoBUB 215 (22-535) i 32 (6-239) Mkr/n
BiITIOBiZIHO.

Y nepiaTpryHux nauieHTiB 3 roctpoio BTE, ski oTpuMytoTs puBapokcabaH (y mo3i, BiTKOPUTroBaHil 3a
MacoIo0 Tifia, 0 IPU3BOAUTD N0 €KCIO3MIIil, oAi6HOiI 10 eKco3ullil y mopocnux natiienTis 3 TI'B, ski
OTpUMYyIOTh 103y 20 MT oguH pa3 Ha mo0y), cepenHi reomeTpuyHi KoHueHTpalil (90% iHTEepBan) y yac
BimOopy 3pa3kKiB, sKuii mpubIu3HO BimoOpaxkae JOCATHEHHS MaKCUMaIbHOI Ta MiHiManbHOI
KOHIIEHTPaIlil ¥ MpoMiXkKKax MiX IIpuiioMaMH 103, y3arajbHeHo B Tabmulli 3.

Tabmuns 10. [TigcymkoBa ctaTuctuka (cepente reomerpuyte (90% iHTepBas)) piBHOBaXKHUX
KOHIIeHTPaIlill puBapoKcabaHy B IJ1a3Mi (MKT/JT) 3a peXKMMOM [I03yBaHHS Ta BiKOM

[HTEepBaIu 4yacy
|Ogun pa3 Ha N 12 - N |6-
mo0y < 18pokiB < 12 pokiB
2,5-4 rogunau nicnsa|l71 241,5 24 229,77

(105-484) (91,5-777)
20-24 roguHu 151 20,6 24 15,9
iCIIs (5,69-66,5) (3,42-45,5)
[IBiui Ha D00y N 6 -< 12 pokiB|N 2 -< 6 pokiB [N [0,5 -

< 2 pOKH

2,5-4 ronuHu micns|36 145,4 38 |171,8 2 |H.p.

(46,0-343) (70,7-438)
10-16 ropusn micns |33 26,0 37 22,2 3 |10,7

(7,99-94,9) (0,25-127) (H.p.- H.p.)
Tpuui Ha 100y |N 2 -< 6 pokiB [N |HapomxeHHsa|N [0,5 - N [HapodXeHHs

-< 2 pOKH < 2 pOKH -< 0,5 poky




0,5-3 ropuHY micnal> 164,7 25 |111,2 13 |114,3 12 |108,0
(108-283) (22,9-320) (22,9-346) (19,2-320)

7-8 roguH micnsg |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 HUKHbBOI MeXi KinbkicHoro Bu3HaueHHs (HMKB) 6ynu 3amineni Ha %2 HMKB mns
po3paxyHKy ctatuctukyd (HMKB = 0,5 MKr/n).

®apmakokiHemuuHi/papmakoOuHamiuHi 83aemo3s’ a3ku. O1inka hapMaKOKiHeTUUHOT0/ hhapMaKo-
nuHaMiyHoro (OK/®J1) B3aEM03B’sI3Ky MiXK KOHILIEHTPAIli€l0 puBapoKcabaHy B IJa3Mi KPOBi Ta
nesskuMu (hapMaKOOMHAMIYHUMY KiHIIEBUMHU TOYKaMu (IpurHiueHHs pakrTopa Xa, ITH, AUTY,
HepTest) mpoBomuack Ha TiIi 3aCTOCYBAaHHS BEJIMKOI0 miama3oHy m03 (5-30 mr gBiui Ha go0y).
B3aeM03B’130K MiX KOHIIEHTpAlli€l0 pruBapokcabaHy Ta aKTUBHICTIO (pakTopa Xa HauKpalle
BH3HA4a€eThCs 3a monomoroto E .. moperi. [lfomo ITY - HalbinbIn HOCTOBIPHI aHi OTPUMYIOTH HITISIXOM
3aCTOCyBaHHS JIiHINHOI MOZeJli IepeTUHaHHS Bipi3KiB. B 3a/ekKHOCTI Bif pi3HUX peareHTiB At
BU3Ha4eHHS [1Y, KyToBul KOedillieHT MoXkKe MaT! CyTTEBO BigMiHHI 3Ha4eHH. [Ipu 3acTOCyBaHHI
pearenty Neoplastin ans BumiptoBanus T4, suxigauit [T4 ctanoBuB 6;113bK0 13 ¢, @ KyTOBUM
KoeinieHT - Big 3 7o 4 ¢/(100 mxkr/n). Pesynbratu OK/O]I ananisis y gocnigxenaax ¢a3s II ta II1
BifiTIOBiganu JaHuM, OTPEMaHUM y 300POBUX NOOPOBOJIBIIIB.

Jumasauutl eix. EekTuBHICTb Ta 6e31eKa 3aCTOCYBaHHS JTiKapChbKOTO 3aco0y IIpH IoKa3aHHi st
npodilakKTUKU iHCYIbTY Ta CUCTEMHOI eMOO0Jil y allieHTiB 3 HeKJIanaHHOI0 (iOpunsiieio mepencepnb
y miteu 0o 18 pokiB He BUBUYAsacCH.

[TokmiHiuHi gaHi 3 6e3meKn

IcHyloui mokmiHiYHi maHi, OTpMMaHi B X0[Ii TPAmUILIINHUX JOCTiIXKeHb (hapMaKOJIOTiuHOl 6e3IeKH,
TOKCUYHOCTi OTHOPA30BO1 703U, POTOTOKCHYHOCTI, TeHOTOKCUYHOCTi, KAaHIIePOTeHHOI 0 ITOTeHIIiany
Ta PEIPOAYKTHUBHOI TOKCUYHOCTI BKA3yIOTh Ha BiICYTHICTh OyIb-IKUX CIIeIU(piYHUX PU3UKIB IS
JTIOOVHM.

YV mocnimKeHHSIX TOKCUYHOCTI 6araTopa3oBuX 103 CIOCTEPIramuch eGpekTH, OB’ I3aHi, TOJTOBHIM
YUHOM, 3 HaAMipHO BUpaxKeHow (hapMakogrHAMIYHOIO [i€lo puBapokcabany. He 3apeecTpoBaHO
BIIJIUBY Ha GEePTUIBHICTh ¥ CAMUIIh Ta CaMIiB IIypiB. Y X0fi HoCigXKeHb Ha TBapuHax 0yJI0 BUSBIEHO
PETNPOAYKTUBHY TOKCUYHICTD, IIOB’sI3aHy 3 (papMaKoIoriYHUM MeXaHi3MOM Ail puBapokcabaHy
(remoparivyHi yCKIagHeHHs).

BuBueHHS prBapokcabaHy Ha MOJIOAUX IIypax 3a TPUBAJIOCTI JiKyBaHHS MPOTATOM 3 MiCAIIiB,
oYMHaoyHu 3 4-r0 JHSA IOCTHATAIBHOTO Nepiony, ToKa3aso He3ajiexXHe Bifl 7031 30inbIIeHHS
YaCTOTH IEePHUIHCYNIAPHUX KPOoBOTed. He BUSIBIEHO [NOKa3iB TOKCUYHOCTI OJIg OpraHiB-MillleHeu.

Kniniuni xapakKTepuCTHKH.
Iloka3aHHA.

[Topocai

[TpodinakTuKa iHCYIBTY Ta CUCTEMHOI eM0OO0Iil ¥ JOPOCNIUX MAI[iEHTIB i3 HeKJIalaHHO QiOpUIIieo
neperncepnb Ta OOHUM YU KinbKOMa (paKTopaMu PU3UKY, TaKWMHU SIK 3aCTiliHa ceplieBa HELOCTaTHICTB,



apTepianbHa rimepTeH3id, Bik = 75 poKiB, IyKpoBuY OiabeT, iHCynbT ab0 TPAaH3UTOPHA illleMidyHa
aTaka B aHaMHe3i.

JlikyBanH$s TpoM0O03y rinubokux BeH (TT'B), Tpomboembortii mereresol aptepii (TEJIA) i npodinakTrka
peuunuBy TI'B ta TEJIA y gopocnux (nuB. po3ain «Oco0MMBOCTI 3aCTOCYBAHHS» CTOCOBHO TIAIiEHTIB 3
TEJIA, 1m0 MalTh HecTabinbHi TeMoguHaMIYHi TOKAa3HUKH).

imu

JlikyBaHHST BeHO3HOI TpoMboeMOortii (BTE) i mpodinaktuka peuuguby BTE y miTeit Bikom mo 18 pokis
Ta Macoto Tina Big 30 mo 50 Kr micis mprHaWMHI 5 THIB T0YaTKOBOI TapeHTePaIbHOI
AQHTUKOATyJIgHTHOIL Teparmil.

IIpomunoka3aHHs.

[TigBuIleHa YYTIUBICTh 10 puBapokcabaHy abo o O6yab-IKUX DOMOMIXKHUX PeUYOBUH JTiKapChKOT0
3aco0y.

KniHiyHO 3HaYyIlla aKTUBHA KPOBOTEYa.

YmkomxkeHHs ab0 CTaHH, 110 CYITPOBOAXKYIOThCS 3HAYHUM PU3UKOM PO3BUTKY KPOBOTEY, 10 STKUX
HaJleXkaTh HasIBHI Ha JaHUM 4ac abo HeU[0JaBHO OiarHOCTOBAaHI BUPA3KHU IIUTYHKOBO-KUIIIKOBOTO
TPaKTY, 37I0SIKiCHI IyX/IMHU 3 BUCOKMM PHU3UKOM KPOBOTEY, HEI[OJaBHO IIepeHeceHa TpaBMa
TOJIOBHOTO a00 CIIMHHOTO MO3KY, HellloflaBHO IepeHeceHe olepaTHBHE BTPyUYaHHS Ha TOJIOBHOMY,
CIIMHHOMY MO3KY a00 o4ax, HellloflaBHiil BHYTPIIIHbOYEePEeTHNY KPOBOBUJIUB, BAPUKO3HE PO3IMKUPEHHS
BEH CTPaBOXOy (BUSBJIEHE UM IMif0O3pIOBaHe), apTepPioBeHO3Hi ManbdopMallil, aHeBpu3Ma CyouH abo
3HayHi 3a Po3MipoM BHYTpIIIHbOCTiHaIbHI @00 BHYTpilIHbOIIEpEOpaNbHi CyOUHHI aHOMaTii.

OmHoYacHe 3aCTOCYBaHHS 3 OyOb-IKUMU iHIIUMU aHTUKOATyJISTHTAMU, 30KpeMa 3
He(pPaKIiOHOBAaHUM Trellap¥HOM, HU3bKOMOJIEKY/IIPHUMY rellapuHaMy (eHOKCallapyH, falbTelapuH i
T. I1.), IOXiTHMMHU TenapuHy (poHmanapuHyKC i T. 11.), TepopaJbHUMU aHTUKOArylIssHTaMu (BapdapuH,
nmabiraTpaH eTekcunar, amikcabaH i T. 11.), 0OKpiM crierudivyHux 06CTaBUH IePexXony Ha
arbTepHATHBHY aHTUKOATYJISHTHY Tepariio (auB. po3ain «Crocib 3acTocyBaHHS Ta [03u») abo
BUIIa[IKY, KOJIX He(paKI[iOHOBaHMM relapyuH MPU3HAYaETLCA ¥ 003aX, HeOOXiqHUX s
GbYHKITIOHYBaHHS BiIKPUTOTO KaTeTepa LeHTpaJbHUX BeH abo apTepiit (quB. po3pin «B3aeMopis 3
iHIITUMM JTiIKapChKUMHM 3aC00aM¥ Ta iHIIN BUOYM B3AEMOIii»).

3axBOPIOBaHHA MEYiHKM, IKi aCOIL[I0I0THCS 3 KOAryJIONnaTi€lo Ta KJIiHIiYHO 3HAYYIUM PU3UKOM
PO3BUTKY KPOBOTEYi, y TOMY YHKCIIi IMPO3 NeviHKu Kiacy B ta C (3a Knacudikaiieio Yaunga - [1'10)
(muB. po3min «®apMakOKiHETHKA).

[Tepion BariTHOCTI abo rogyBaHHS TPyAmIo (IUB. PO3Min «3acTOCYBaHHS Y Iepion BariTHoCTi abo
TOyBaHHS I'PYHOI0»).

Oco0auei 3axo0u 6e3nexu.

[TonpibHeHHS TabIeToK

TabmeTKy prBapokcabaHy MOXKHa MOAPIOHUTH Ta cycrneHayBaTu ¥ 50 MJI BoOu 3 BBEIEHHSIM 3a



IOTOMOTI'0I0 Ha30racTPaIbHOTO 30HAa ab0 IIIYHKOBOTO 30HAA I TOOYBAaHHS ITiCIIs IIePEeBipKU
MIPaBUILHOCTI MOT0 PO3TalllyBaHHS Y WITyHKY. [TiC/ist 40T0 30H[ CHif TPOMUTHU BOHAO00. OCKITBKYI
BCMOKTYBaHHSI puBapoKcabaHy 3a/Ie’KUTh Bifl MiClls BUBITbHEHHSI aKTUBHOI PEYOBUHH, CITiJl YHUKATHU
BBe[IeHHSI pUBapoKcabaHy OUCTAlbHO B IIUIYHOK, OCKIJIbKY I1e MOXKe IIPU3BECTU [0 3MEHIIeHHS
abcopOiril Ta, 0TXKe, 00 3MEHIIIeHHS BIIJIUBY aKTUBHOI pe4oBUHHU. [Tic/s BBeAeHHS MOApiOHEHUX
TabneToK puBapokcabany mo 15 abo 20 Mr cyiif ogpa3y BBOOUTH eHTepasibHe XapyyBaHHS.

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

Crymninb B3aeMopil y nefiaTpryHOI Ionynslii HeBimoMa. HaBefeHi HUKYe faHi 1I010 B3aeMOZil Oyniu
OTpPUMaHi A5l MOPOCIUX, IS MeqiaTPUYHOI IOMYJIALil Clli OpaTHl [0 yBaru 3acTepexkeHHs, HaBeleHi
y po3mini «OcobIuBOCTi 3aCTOCYBAHHS».

IuridiTopu CYP3A4 ta P-gp

OpgHoYacHe 3aCTOCyBaHHS puBapoKcabaHy Ta KeTokoHa3oiy (400 mr 1 pa3 Ha mo6y) abo puToHaBipy
(600 mr mgBiui Ha mo0y), MPHU3BOAKIIO [0 2,6-KPaTHOT0/2,5-KPATHOT0 MigBUIIIEHHS CePeqHbOi
piBHOBaxHOi AUC puBapokcabany Ta 1,7-kpaTHoro/1,6-kpaTtHoro 30inbuieHHs cepenHboi C,,,
puBapokcabaHy, SiKe CyIIpOBOIKYBaJIOCS 3HAaYHUM ITOCUJTIEHHAM (papMaKOAMHaMiuHUX e(eKTiB
JiKapchKOro 3aco0y, 110 MigBUINY€e PU3UK KPOBOTEUi. 3BaXKalo4yu Ha Iie, 3acTocyBaHHS Kcapento® He
PEKOMEH[YEThCS NalliEHTaM, Ki OTPUMYIOTh CyNyTHE CUCTEMHE JIIKyBaHHS IPOTUTPUOKOBUMU
IpenapaTaMy a30/IbHOL IPYIIX, TAKUMU SIK KETOKOHA30J1, iTpPaKOHa30J1, BOPUKOHA30JI Ta 103aK0HA3071,
abo inri6iTopamu BlJI-nipoTea3su. Lli npenapaTu € noTy:xkuuMu iHridiropamu CYP3A4 Ta omHOYacHO P-
gp (muB. po3gin «Ocob6MMBOCTI 3aCTOCYBaHHS»).

PeuoBrHH, SIKi aKTUBHO iHTi0yIOTH TiIbKM OJWH 3i IIISIXiB BUBENEHHS pUBapoKcabaHy 3 OpraHiamy,
CYP 3A4 a6o P-gp, 5K o4iKyeThCs, 30inbIIyI0Th KOHIIEHTPAallil puBapokcabaHy y mia3Mi KpoBi
MEHIIIOI0 MipoIo.

Hanpuknap, knaputpoMinus (500 Mr gBigi Ha go0y), 110 3HAYHO iHTi0ye aKTUBHICTH i30epMEHTY
CYP 3A4 i momipHo - P-gp, cnpuuunas 1,5-KpaTHe 30inbiieHHs cepenHix 3HaueHb AUC Ta 1,4-kpaTHe
36inbmenns C,,, puBapokcabany. Blaemopis 3 K1apuTpOMIlIHHOM HMOBIpHO He € KJTiHIYHO 3HAYYIII0I0
nJist GiNIBIIOCTI MAIliEHTIB, ajie MOTEeHIIiHO MoXKe OyTH 3HAUYYIIOIO [JIg NallieHTiB BUCOKOTO
PU3HUKY(II0A0 3aCTOCYBAHHS y MAIliEHTIB 3 HUPKOBOIO HEIOCTATHICTIO AUB. po3ain «Oco6IruBOCTI
3aCTOCYBaHHS»).

Eputpowminus (500 Mr tpuyi Ha go0y), o noMipHo iHribye akTuBHICTH i30depmenTty CYP 3A4 i P-gp,
cupuunHaB 1,3-KpaTHe 30inbleHHs cepenHix piBHoBaxHUX 3HauyeHb AUC i C,,,, puBapokcabaHy.
B3aeMopisi 3 epUTpOMIIIMHOM UMOBIPHO He € KJTiHiYHO 3HAYYIIO0 A7 GiNbIIOCTI MallieHTiB, aje
MIOTEHIINHO MOXKe OyTH 3HAUYIIOI0 [JIS MallieHTiB BUCOKOT'0 PU3UKY.

Y mauienTiB 3 HUPKOBOI HENOCTATHICTIO JIETKOT'O CTYIIEHS TAXKOCTI, Ha BiIMIHY Bif ITalli€HTIB i3
HOpPMaJIbHOI (PYHKITI€I0 HUPOK, IIPH 3aCTOCyBaHHI eputpoMinuny (500 Mr 3 pasu Ha #oby)
Big3Hadanu 1,8-kpaTHe 3pocTaHHd cepenHboro 3HadeHHSI AUC ta 1,6-kpaTHe 30inbuieHss C,,,
puBapokcabaHy. Y mallieHTiB 3 HUPKOBOIO HEJOCTATHICTIO CEPENHBOr0 CTYIIeHs TSXKKOCTI Ha TIi
E€PUTPOMIIINHY cIiocTepiranu 30inbineHHs cepefHboro 3HaueHHs AUC pruBapokcabaHy B 2 pa3u i
nigsumenHs C,,, puBapokcabany B 1,6 pa3a MoOpiBHSAHO 3 malieHTaMu 0e3 MopyIIeHb QyHKIIil HUPOK.
BrnnuB epUTPOMIIIMHY € afUTUBHUM [0 SBUII HUPKOBOI HEIOCTATHOCTI (OuB. po3min «Ocob6nmuBoCTi
3aCTOCYBaHHS»).



®nykonaszon (400 mr 1 pa3 Ha mo0y), BBaxkaeThcs iHribiTopom CYP 3A4 cepenHbOi iIHTEHCUBHOCTI, i
MOT0 3aCTOCYBaHHS CIPUYMHSAIO 1,4-KpaTHe 306inmbineHHs cepenHix 3Havyenb AUC Ta 1,3-KpaTHe
36inbimnenHs C,,, puBapokcabany. Bzaemopmist 3 prryKoHa30710M WMOBIPHO HE € KITIHIYHO 3HAYYIIO0
171 O1NIBIIIOCTI MAIliEHTIB, ajie MOTEeHIiHO MoXKe OyTH 3HAUYIIOIO 71 NalliEHTiB BUCOKOTO PU3UKY
(100 3aCTOCYBAHHS MAlliEHTaM 3 HUPKOBOIO HEJOCTATHICTIO JuB. Po3Min «Oco6IuBOCTI
3aCTOCYBaHHS»).

3Baxkawyu Ha 00MeKeHi KIiHiYHi faHi oo APOHESapoHy, C/Iil YHUKATH OOHOYACHOTO MOT0
3aCTOCyBaHHS 3 pUBapoKcabaHOM.

AHTUKOAryIsaHTH

[Ticns xomGiHOBaHOTO IPU3HAYEHHS €HOKCanapuHy (omHOopa30Boi fo3u 40 Mr) i puBapokcabaHy
(omHOPa30Boi1 mo3u 10 Mr) criocTepiraBcs aguTUBHUM e(DEKT OO0 MPUTHIYeHHS aKTUBHOCTI akTopa
Xa, 1110 He CYIPOBOXKYBAJIOCS NONATKOBUMU 3MiHaMu P06 Ha 3ropTaHHs KpoBi [[T9
(mpoTpom6inoBoro vacy), AYTY (akTHBOBAHOT'O YaCTKOBOTO TPOMOOIIIAaCTHHOBOTO 4acy)].
EHOKcamapuH He 3MiHIOBaB (papMaKOKiHETHKY pHBapoKcabaHy.

Yepe3 306ibIIIeHHS PU3UKY PO3BUTKY KPOBOTEY CJIifl 3 00€PEeKHICTIO CTABUTHCS 10 OQHOYACHOTO
3aCTOCYBaHHS 3 iHIIMMU aHTUKOATyJISHTaMu (OuB. po3minu «IIpoTunoka3aHHsa», «Oco6IuBOCTI
3aCTOCYBAHHS»).

Hectepoinni mpotu3ananbHi 3acobu (HI133)/ inribiTopu arperartii TpoMOOITUTIB

[Ticns ogHOYACHOTO 3aCTOCYyBaHHS puBapokcabany (15 mr) i 500 Mr HanpoKCeHY KTiHiYHO
peJieBaHTHOTO MTOOBXKEHHS Yacy KPOBOTeUi He crocTepiranocs. [IpoTe B 0KpeMux 0cid MOXKIMBa
Oinbir BUpaXkeHa (papMaKoguHaMiuHa BifllTOBIfb.

He cmocTepiranocs kiiHiYHO 3HAUYIIUX papMaKOKiHETUUYHUX a00 (hapMaKOgUHaMiYHUX B3aEMOIIN
Ipy OJHOYAaCHOMY 3acTocyBaHHiI KcapenTo® ta 500 Mr aneTuncaminuioBoi KUCIOTH.

He BusiBneHo papMakoKiHETUYHOI B3a€MOZil MixK puBapokcabaHoM (15 Mr) i Knomigorpenem
(HaBaHTaxyBaJsibHa fo3a 300 MT i3 mogaabIIUM IPU3HAYEHHAM IiATPUMYIOYUX 003 75 MT), anie y
mifrpymi naiieHTiB Bif3HaueHe perieBaHTHe 30iblIeHHS TPUBAIOCTI KPOBOTEYI, 1110 HE KOPEJTIoBao 3
arperatiiiero TpoMOo1uTiB i piBHSIMU P-cenektuny a6o GPIIb/IIla-penenTopa.

HeobxigHo moTpuMyBaTHCS 00€peKHOCTI IpU IpU3HaUYeHHi puBapoKcadaHy mallieHTaM, sKi
OHOYACHO 3aCTOCOBY0Th HII33 (BKII0OYaOUM alleTUIICATIIUIIOBY KUCIIOTY) Ta iHTi6iTopH arperatii
TPOMOOLMTIB, OCKiNIBKH 1Ii JTiKapChKi 3aco0u 3a3BUYail MiIBUILYIOTh PU3UK KPOBOTEY (OUB. PO3MiN
«Oc00IMBOCTI 3aCTOCYBaHHS»).

CenekTuBHi iHTiGiTOpKU 3BOPOTHOTO 3axorieHHs cepoToHiny (CI33C) / iHri6iTopu 3BOPOTHOTO

3aXOIJIEHHS cepoToHiHy-Hopeninedpuny (I33CH

4K 1 Ipy 3aCTOCYBaHHI IHIIIMX aHTUKOATYJISHTIB, MiABUIIYETHCSA PU3UK PO3BUTKY KPOBOTEY Y
NalieHTiB, Ki oqHOYacHO 3acTocoByioTh CI33C abo I33CH BHACMIOOK BIIJIMBY OCTAHHIX Ha
TpoMOouuTH. [Ipu 0OgHOYaCHOMY 3aCTOCYyBaHHI 3 pruBapoKcabaHOM y XOZi KITiHIYHUX [OCiXKEeHb
crocTepiranacs 6inbIla KinbKiCTh KIJTiHIYHO 3HAUYIIMX KPOBOTEY B YCiX Tpymax Teparril.

Bapdapun

[Tpu nepexomi nauieHTiB 3 aHTaroHicTy Bitaminy K Bapdapuny (MHB 2-3) Ha puBapokcabaH (20 mr)
abo 3 puBapokcabany (20 mr) Ha Bapdapun (MHB 2,0-3,0) npotpom6iHOBu# Yac Ta MHB



(Neoplastin) 36inmbiryBanucs OinbIl IK afUTUBHO (Big3Havanucs okpemi 3HadenHs MHB mo 12), y Tou
yac gk BruB Ha AYTY, iHribyBaHHsS aKTUBHOCTI (hakTOopy Xa Ta eHJOTeHHU TPOMOIHOBUY MTOTEHITia
(ETII) 6yB afUTUBHUM.

dkmo 6axkaHo mepeBipuTy hapMakonrHaMiuHi eekTu puBapokcabaHy Iif yac mepiofy mepexony,
MOXKYTh OyTH BUKOPUCTAHI TECTH Ha BU3HAUEHHS aKTUBHOCTI aHTH-Xa, PiCT i HepTest, ockinbku
BapdapuH He BIJIMBA€E Ha Pe3y/IbTaTH IIUX TecTiB. [lounHaiouu 3 4 mobu micns BigMiHu Bapdapuny i B
nofanbiIoMy Bci TecTu (BKimouatoun I1T, AUTY, inribyBanHsa akTHBHOCTI (hakTopa Xa Ta ETTI)
BimoOpazkaioTh nuile edhekT pruBapokcabaHy.

fAxmo 6akaHo nepeBipuTu PpapMakonrHaMiuHi epeKTy BapdapuHy Iif Yac nepiogy nepexony,
MOXKHa BUKOpPUCTaT Bu3HaueHHsS MHB npu pnocsirienHi C,,, puBapokcabaHy (4epe3 24 TOguHM Iicis
IPUHOMY ITOTIEPEIHbOI 103U PUBapoKcabaHy), OCKINIbKY Y 11eif MOMEeHT puBapoKcabaH HaliMeHIIe
BIIMBAE Ha pe3ynbTraTtu TecTy MHB.

Mix BapdapuHOM Ta PHBapokcabaHOM He Big3HaueHO (papMaKOKiHETHYHOI B3aEMOTii.

IngykTopu CYP3A4

OpHOYacCHe 3aCTOCYBaHHS puBapokcabaHy Ta pudaMImiluHy, 110 € CuIbHUM iHmyKTOopoM CYP3A4 i P-
gp, mpu3Boauno oo npubnusno 50 % 3uuKeHHs cepenuboi AUC puBapokcabaHy Ta IapayeabHOro
3MeHIIeHHS #oro papmakomrHaMiyHuX epekTiB. OmHOYACHE 3aCTOCYBaHHS pHBapoKcabaHy 3
iHmuMu cunbHOmitounMH iHgyKTopaMu CYP3A4 (Hanpukiaz geHiToIHOM, KapOaMa3eliHoM,
dhenobapbiTamom abo 3aco0amMu Ha OCHOBI 3Bipo0010) TaKOXK MOXKE CIIPUYUHUTYU 3HUKEHHS
KOHIIeHTPAIlill puBapokcabaHy y miaa3Mi KpoBi. ToMy citig yHUKATH OOQHOYACHOTO MPU3HAYEHHS 3
IIpernapaToM IoTyKHUX iHOyKTopiB CYP3A4, okpiM BumaakiB, Konu 3abe3nedyeHo peTeIbHUN HaTIsa
3a MallieHTOM 3 METOI0 BUSIBIIEHHS O3HAK Ta CHMIITOMIB TpoMGO3y.

Inmi nikapceki 3aco6u CYIyTHBOI Teparii

He Bifg3Havanocs KiiHiYHO 3HAUyImMX hapMakoKiHeTUYHUX ab0 hapMaKOIUHAMIUHUX B3aEMOTiM npu
OJHOYAaCHOMY 3aCTOCYBaHHi puBapokcabaHny 3 mima3zonamoM (cyOctpaT CYP3A4), OUTOKCHHOM
(cy6eTpat P-rmikonporeiny), atopBactatuoM (cybctpat CYP3A4 i P-gp) ab6o omempa3sonom (iHriGiTop
IIPOTOHHOI moMmnu). PuBapokcabaH He IpUTHIYYe i He iHAYKye Oymb-sKi BaxKIuBi i3opopMu 1uTOXpOMy
CYP, Ttaxi sk CYP3A4.

BnnuB Ha 1abopaTopHi MapamMeTpu

BrnnuB Ha moka3HuKu 3ropTaHHsa KpoBi (ITY, AYTY, HepTest) € nepenbadyBanuii, 3 ypaxyBaHHSIM
MexaHi3My [iii puBapokcabaHy (OuB. po3min «PapMaKoIOTiYHi BIaCTUBOCTI»).

Oco6 1ueocmi 3acmocyeaHHsi.

Ynpopmosx nepiony NiKyBaHHS PEKOMEHAYEThCS 3M1MCHIOBATU KITIHIYHUY HATJIAL, 110 BiATOBifae
IIPAKTUL]l 3aCTOCYBAaHHS aHTUKOATYJISHTIB.

Pusuk PO3BUTKY KQOBOTG‘-Ii

4K i mpu 3aCTOCYyBaHHI IHIIUX aHTUKOATYJIAHTIB, NallieHTaM, fKi npuiMaioTs Kcapento®, cin
nepeOyBaTu Mif peTeIbHUM HaTJIIIOM [JIs BUSIBJIEHHS 03HAK KpoBoTeui. PeKoMeHy€eThCs 3
00epexkHiCTI0 3aCTOCOBYBATH JIiIKapChKUY 3acib Py 3aXBOPIOBAHHSX, 1110 CYIIPOBOIKYIOTHCS



TigBUIIEHUM PU3UKOM PO3BUTKY KPOBOTEU. Y BUIIAAKY CEPHO3HOI KPOBOTEYi 3aCTOCYBAHHS
KcapenTto® cnig npunuuutu (OUB. po3nin «[Ilepemo3yBaHHSI»).

YV KIiHIYHYAX DOCTiIXKEeHHSIX KPOBOTeUi 3i CTu30BUX 000JI0HOK (HAIIPHKIIaMd, HOCOBI KPOBOTEUI,
KPOBOTEUi 3 ICEH, IIYHKOBO-KUIIIKOBI KPOBOTEYi, KPOBOTEUi 3 OpraHiB Ce40CTaTEBOI CUCTEMH,
BK/TI0UAIOYX aHOMaJIbHY BariHalbHy KPOBOTeUy a0 IOCUJIEHHSI MEeHCTPYa/IbHOI KPOBOTEYi) Ta aHEMis
3yCTpidaluCh YacTillle Ha TJIi JOBrOTPHBaJIoi Tepalil puBapokcabaHOM, HiXK IIpHU JTiKyBaHHI
aHTarosicramu Bitaminy K. 3Baxkaryu Ha Iie, JOAATKOBO [0 HaJIE2KHOTO KJTIHIYHOT'O HaTrIAAy y
BiATIOBigHMX BUIIAagKaX AOIITbHO MMPOBOAUTHU JTaGOPATOPHY IIEPEBipKY IMOKa3HUKIB
reMorno0iHy/TeMaTOKPUTY 3 METOI0 BUSIBIIEHHS BUIIQMIKiB BHYTPIIIHIX KPOBOTEY [IJIg BU3HAUEHHS
KJTiHiYHOI 3HAYYIIOCTi SBHUX KPOBOTEY.

[TeBHi KaTeropii marieHTiB, K 3a3Ha4YeHO HUXKYE, MAIOTh MiIBUILIEHUIN PU3UK PO3BUTKY KPOBOTEUI.
Taxi malfieHTy micisg mo4YaTKy JiKyBaHHS IMOBHHHI Tepe0yBaTH IIifl peTeIbHUM HaTJIsIooM OIS
BUSIBIIEHHSI CUMIITOMIB TeMOpariyHuX yCKIagHeHb Ta aHeMii (muB. po3min «[1o6iuni peakirii»).

[Tpu Oynb-IKOMy 3HUKEHHi PiBHS reMorno0iHy 4u apTepiaJbHOTO TUCKY He3 SICOBAHOI eTiomnoril
HeoOXiHO BUSIBUTHU [KePeJio KPOBOTEUi.

He3Bakaiouu Ha Te, 110 JTiIKyBaHHS puBapoKcabaHOM He BUMarae IpoBefleHHs CTaHJapTHOTO
MOHITOPUHTY MOT0 €KCIIO3UIlil, BU3HAYEHHS PiBHS prBapoKcabaHy 3a HOIIOMOTO0I0 BigKamiOpoBaHUX
KiTbKiCHUX TECTiB Ha aHTH(AKTOp Xa MOXKe BUSBUTUCH KOPUCHUM V BUHSITKOBUX CHUTYalisX, KOJIU
BiIOMOCTI IIPO €KCII03HIIit0 puBapoKcabaHy 3[aTHi BIJIMHYTH Ha MPUUHSATTS KITIHIYHUX PillleHb,
30KpeMa IIpH Ilepefo3yBaHHi Ta eKCTPEeHUX XipypriyHux BTPy4YaHHAX (HuB. po3min «dapMakKosIoriyHi
BJIACTUBOCTI»).

HasiBHI 06MexKeHi maHi mopo mited i3 TpoM6030M IiepebpanbHUX BEH i CHHYCIB, SKi MalOTh iHGEKIIiI0
HC (muB. «®apMakogrHaMika»). PU3UK KPOBOTEUi CJIifi peTeIbHO OLiHIOBATH [0 Ta IIif Yac Teparii
puBapokcabaHOM.

HupkoBa HENOCTATHICTEL

Y DOpPOCIUX MaIli€HTIB 3 TAKKOI0 HUPKOBOIO HEJOCTATHICTIO (KJTipeHC KpeaTHHIHY < 30 MJI/XB)
KOHIIEHTpallisl puBapokcabaHy y Ia3Mi KpoBi MOXe CYyTTEBO MifBUIITYyBaTUCS (B cepefHboMY V 1,6
pasa), 110 MOXKe IIPU3BECTH [0 MiIBUILIEHOT0 PU3UKY KpoBoTedi. Crif 3 00epexkHiCTIO 3aCTOCOBYBATH
Kcapento® nauieHTam 3 Kj1ipeHCOM KpeaTuHiHy 15-29 Mi/xB. He peKOMeHOy€eThCS 3aCTOCOBYBATU
JiKapchbKuUM 3acib malieHTaM i3 KilipeHcoM KpeaTHHIHY < 15 Mn/xB (muB. po3pinu «Crocid
3aCTOCYyBaHHS Ta [03u», «®apMaKOIOTi4Hi BIaCTABOCTI»).

Crnip 3 06epeXHiCTIO 3acTOCOBYBaTH Kcapento® marlieHTaM i3 HUPKOBOIO HEIOCTATHICTIO, SIKi
OIHOYACHO OTPUMYIOTH iHIII TiKapChKi 3ac00H, 1110 TPHU3BOAATE OO MiIBUIIEHHS KOHIIeHTPAIlil
puBapokcabaHy y Ia3Mi KpoBi (OquB. po3min «B3aemogmis 3 iHIIMMY JTiKapCbKUMHU 3aco0aMu Ta iHImi
BUIU B3AEMOIIN»).

He pekoMeHOy€eThCST 3aCTOCYBaHHS JTiKapchKoro 3aco0y Kcapento® miTsaM 3 HUPKOBOIO
HEJOCTaTHICTIO IIOMipHOTO a0 TSIKKOT0 CTyIeHs (IIBUOKICTL KITy604K0oBOi dinbTpaitii < 50
Mi1/xB/1,73 M%), OCKiNbKY KITiHiuHI DaHi BifICYTHI.

B3aemomis 3 iHIMMMY TiKapCHKUMU 3acobaMu

He pekoMeHayeTbCs 3acTocyBaHHsS KcapenTo® maiieHTaM, siKi OTPUMYIOTh CYIIyTHE CUCTEMHE
JiKyBaHHS NPOTUTPUOKOBUMHU IIpelapaTaMy a30/IbHOI TPynH (HalpUKIIal, KETOKOHAa30JI0M,



iTpakKoHa30JI0M, BOPUKOHA30JIOM Ta IT03aK0Ha30J10M) abo iHribitopamu BIJI-mpoTea3u (Hampukiazm,
putoHaBipom). LIi mpenapaTtu € moTyXHUMHU iHTiGiTOpamMu ogHOYacHo i3odepmentis CYP 3A4 Ta P-gp,
TOMY BOHHM MOXKYTb ITiIBUIIYBAaTH KOHIIEHTPAIlil puBapokcabaHy B M1a3Mi KPOBi 10 KITiHIYHO
3HAQYYIIOTO PiBHS (B CEpeIHbOMY y 2,6 pa3a), 10 MOXKe MPU3BOAUTH OO MiABUIIEHHS PU3UKY
BUHUKHEHHS KPOBOTeYi. BifiCyTHI KJliHiuHI faHi L[00 AiTel, IKi OTPUMYIOTh CYIIyTHE CUCTEMHE
nikyBaHHS cunbHUMU iHTibiTopamMu CYP3A4 i P-gp (ouB. po3min «B3aemopisi 3 iHIIMMU JTiKapCbKUMHU
3aco0aMu Ta iHIII BUOU B3a€MOMLIN»).

HeobxigHo OyTu 00epeKHUMU IIpY NIpH3HaYeHHI pruBapokcabaHy mallieHTaM, SKi 3aCTOCOBYIOTh
niKapchKi 3aco0w, 1110 BIJIMBAIOTh HA FeMOCTa3, HallPUKJIa[ HECTEPOIHI MPOoTH3amnabHi 3acobu
(HIT33), aneTuncamiuuioBy KACIOTY Ta iHTiGiTOpu arperatii TpoM0Oo1uTiB, abo cenekTuBHi iHribiTopu
3BOPOTHOTO 3axomyeHHs: cepoToHiny (CI33C) Ta iHribiTopu 3BOPOTHOTO 3aXOIJIEHHS CEPOTOHIHY-
Hopeninedpuny (I33CH). dkiio icHye pu3uK pO3BUTKY BUPa3K0OBOI XBOPOOH IIITYHKOBO-KUIIIKOBOTO
TPaKTY, CJIif PO3TJIIHYTUA NUTAHHS IIPO IPOBEOEeHHS BiAIIOBIAHOTO NPO(MiTaKTUYHOIO JIiKyBaHHA (IUB.
po3min «B3aeMopist 3 iHIIMMU JTiIKapChKUMHU 3ac00aMu Ta iHIIi BUOKW B3aEMOTIN»).

Ian1i hakTOPM PU3UKY PO3IBUTKY KPOBOTEY

4K i iHmi aHTUTPOMOOTHYHI TiKapchKi 3aco0u puBapokcabaH He PEKOMEHAYETLCS 3aCTOCOBYBATH
malieHTaM 3 MiIBULIEHUM PU3UKOM BUHUKHEHHS KPOBOTEYi, Y TOMY YHUCIIi IPX HAsIBHOCTI:

BpOfzKeHO0I abo HaOyTol aToorili 3ropTaHHs KPOBi;
HEKOHTPOJIbOBAHOI TSI2KKO1 apTepianbHOI TimepTeH3il;

iHIIOT0 IITYHKOBO-KUIIIKOBOTO 3aXBOPIOBAHHS 0€3 BUPAa30K B aKTHBHIM CTafil, 1110 MOXKe
MIOTEHIIINHO IPU3BOOUTHU [0 TeMOpariuyHux yCKiIagHeHb (HampuKiap 3anajibHe 3aXBOPIOBaHHS
KHMIIeYHUKY, e30¢arit, raCTPUT Ta racTpoe3odareanbHa pedaioKCHa XBopoba);

CYIHMHHOI PETHHOMATII;
O6ponxoekTa3y a0 jereHeBol KpOBOTEYi B aHaMHe3i.

[TallieHTH 3 OHKOJIOTiYHWM 3aXBOPIOBaHHIM

[TarieHTH 31 3710KICHUMH 3aXBOPIOBAaHHSMHU OJHOYACHO MOXKYTh MaTH IMiABUIIEHUN PU3UK KPOBOTEU1
Ta TpoM0O03y. [HAMBiTyanbHy KOPUCTh aHTUTPOMOOTUYHOTO JTiIKYBaHHS CJIifl TOPiBHATH 3 PU3UKOM
KPOBOTEeY Y MAallieHTiB 3 aKTUBHUM OHKOJIOTIYHHMM 3aXBOPIOBAHHSM 3aJIe’KHO Bifl JIOKasi3allil IyX/IuHY,
IIPOTUIIYXJIMHHOI Teparii Ta cTafii 3axBopioBaHHsA. [IyXIMHK, PO3TAIIOBaHi B IITYHKOBO-KHUIIIKOBOMY
TpakTi abo ceyocTaTeBOMY TpakTi, Oy/u 1OB’s3aHi 3 MigBUIIIEHUM PU3UKOM KPOBOTEYi ITif] 9ac
TiKyBaHHS pUBapoKcabaHOM.

3acTocyBaHHSs puBapoKcabaHy TPOTUIIOKA3aHe TallieHTaM 3i 3/I05KiCHUMU HOBOYTBOPEHHSIMHU 3
BHUCOKUM PU3UKOM KPOBOTEY (MUB. PO3Ain «IIpoTUIIOKa3aHHT»).

ITalieHTH 31 INITYYHUMU KJlalaHaMW Cepls

PuBapokcabaH He CJIifi 3aCTOCOBYBAaTHU I TPOMOOIIpodinaKTUKY MallieHTaM, SKi HelllolaBHO
IIepeHecs i TpaHCKaTeTEPHY 3aMiHy aopTasnbHOro kiamnaHa (T3AK). be3neka Ta eeKTUBHICTD
Kcapento® He BUBYAINUCH y NALI€HTIB 3i MITYYHUMU CepPLEBUMU KjlallaHaMU, TOMY BiICYTHI JaHi, gKi
migTBEPOXKYIOTH, 110 KcapenTo® 3abe3nedye qOCTaTHIO aHTUKOATYIIALI0 y 1iel rpynu marieHTiB. He
PEKOMEHAYETLCSA 3aCTOCOBYBaTU KcapenTo® i jIiKyBaHHS TaKUX IAlli€HTIB.



[amienTty 3 anTHdGOChHONITITHUM CHHIPOMOM

He pekomMeHOyeTHCS 3aCTOCYBaHHS IPIMUX II€epPOPabHUX aHTUKOATyISHTIB, BKIIIOUA0Un
puBapokcalaH, maIjieHTaM i3 TpoMO030M B aHaMHe3i 3 AiarHOCTOBaHUM aHTUGOCHOTITigHIM
CHHIPOMOM. 30KpeMa, y Malli€eHTiB, AKi MalOTh MiATBEPIXKEHI IO3UTUBHI pe3yJIbTaTU TECTY AJIS BCiX
TPbOX aHTUDOCPOTIMgHUX aHTUTIN (BOBYAKOBUM aHTUKOATYJISIHT, aHTUKAPOIOJIMMiHOBI aHTHUTINa,
aHTHu-6eTa-2-TIiKoOmpoTeid | aHTHTINA), Tepalis NIPSIMUME IIePOPaIbHUMU aHTUKOATYISHTaM: MOXKe
OyTu 1OB’sI3aHa i3 MigBUINEHHSIM PU3UKY TOBTOPHUX TPOMOOTUYHUX SBUII  IOPIiBHSIHHI i3 TAKUMHU
IIpY Teparlil aHTaroHictamu Bitaminy K.

[NarienTy 3 HEKIanaHHOW Gibpunsiieio nepencepnb, siki mepenecny ITKB i3 BCTaHOBIEHHSM CTEHTa

HasiBHi kiHiuHI JaHi iHTEePBEHITIMHOTO JOCTIMXKEeHHS 3 IePBUHHOI0 METOIO OIliHKY 0e3MmeKu
3aCTOCyBaHHS ITallieHTaM 3 HeKJlallaHHOIo Gibpunsiiieio nepencepnb, ki nepenecnu [1KB i3
BCTAHOBJIEHHSM CTeHTa. [laHi 11010 e(eKTUBHOCTI IJ/Is1 3a3HaUYEeHOI MOMy sl 00MexkeHi (OuB.
po3minu «Crmoci0 3acTocyBaHHs Ta g03u» Ta «®PapMakogwHaMmika»). BigcyTHi maHi momo miel KaTeropii
nallieHTiB 3 iHCynbTOM/TIA B aHaMHe3I.

[Manientu 3 TEJIA Ta HecTaOiTbHUMYU reMOIVMHAMIYHUMHY ITapaMeTpaMu a00 XBOpi, IKUM HeoOXimHWH
TPOMOOJIi3KC YU JereHeBa eMO0IeKTOMis

He pekomeHay€eTbCS 3aCTOCOBYBaTH Kcapento® sk anbTepHATHBY HedpaKIiOHOBaHOMY relapuHy
U1 TIALIiEHTIB 3 JIeTeHeBO0 eMOOJTi€lo, 0 MaloTh HecTa0ilbHi reMoguHaMiyHi mapaMeTpu abo
MOXKYTb IIPOXOAUTHU MPOIEAYPY TPOMOOII3UCY YU JIeTeHeBol eMO0IeKToMil, OCKiTbKM 6e31eKy Ta
epeKTUBHICTh BUKOpUCTaHHA KcapenTo® y 1ux KIiHIYHUX CUTyalisiX He BCTaHOBJIEHO.

CnuHHOMO3KOBA (emigypanbHa/cliiHanbHa) aHecTe3is abo MyHKITis

[Tpu HelpoakcianbHiit aHecTe3il (emimypanbHiit/criiHanbHiIN aHecTe3ii) a0 BUKOHaHHI
CIiHa/lIbHOI/emiypanbHOl MyHKII iCHYE PU3UK PO3BUTKY emifypasbHOl ab0 CTMHHOMO3KOBOI
reMaTOMH, 1110 MOXKe IIPM3BECTH 10 TPUBAJIOTO Y He0OOPOTHOTO Mapasidy y malieHTiB, SKi
3aCTOCOBYIOTh @aHTUTPOMOOTHYHI 3ac00u [y MPOodiTakTUKK TPOMOOEeMOOTiYHUX YCKIIafHEHb.

Pu3uK 1[uX yCKIafHeHb MiIBUIIYETHCS IPU BUKOPHCTaHHI IIOCTIMHUX eMigypalbHUX KaTeTepiB abo
IIpU CyIyTHBOMY 3aCTOCYBaHHI JTiKapChbKUX IIpelapariB, 110 BIJIXBalOTh Ha reMOoCTa3. TpaBMaTA4YHa
abo MOBTOPHA emigypaibHa a0 CITUHHOMO3KOBA ITYHKIIii TAKOXK MigBUIINYIOTh PU3UK BKA3aHUX
yCKiamHeHb. [lallieHTy MOBHMHHI Tepe0yBaTH IIifl CIIOCTePeKEeHHSIM MIJIs1 BUSBJIEHHST CUMIITOMIB
HEBPOJIOTIYHUX PO3/1afiB (HanpuKiIad oHIMIHHS ab0 BifuyTTs cnabKoCTi ¥ HOraX, AUChYHKIII
KHUIIeYHUKY ab0 ceyoBoro Mixypa). [Ipu BusBIeHHI HeBPOJIOTiyHOTr0 nedinuTy HeobxigHi TepMiHOBa
[iarHOCTUKA Ta JIiKyBaHHA. Jlikap [TOBUHEH OL[IHUTHU IOTEHIIIHY KOPUCTh i pU3UK IIepen
IIPOBEIEHHSIM TaKOI'0 BTPYYaHHS Y MAI[iEHTIB, SKi 3aCTOCOBYIOTh aHTUKOATYJISIHTH ab0 TOTYIOThCS IO
3aCTOCYBaHHS aHTHUKOATYJISHTIB 3 MeTo0 npodinakTuku TpoMmOo3y. BincyTHiit KniHiYHUN DOCBIA
3acTtocyBaHHS 15 Mr Ta 20 Mr puBapokcabaHy y TaKUX CUTYaIlisX.

[I71g 3HUKEHHS NOTEHI[INHOT0 PU3UKY KPOBOTEUI aCOLif0BAHOl i3 O0HOYACHUM 3aCTOCYBaHHSAM
puBapokcabaHy Ta CIMHHOMO3KOBOIO (emifypabHOI0/CIiHAIbHOI0) aHeCcTe3ie ado MyHKITi€0
HeoOxifHO O6paTu 10 yBaru papMakKoKiHETHUHMM TPoQins puBapokcabaHy. BcranoBneHHsS abo
BUJTyUeHHS elligypasibHOro KateTepa abo moMOanbHOL MyHKIII1 HaliKpalle IPOBOAUTH, KON
OUiKy€eThCS CNabKWil aHTUKOATyISHTHUYN eeKT puBapokcabaHy (OuB. po3nin «dapMakOKiHETHKA»).
OpHaK TOYHUM YacC JOCATHEHHS NOCTAaTHHOTO 3HMXKEHHS aHTUKOATYJISTHTHOTO €(PEeKTy ¥ KOKHOT0
MalfieHTa He BiMOMMI i MOTO CIIif 3Ba’KUTHU BiTHOCHO TEPMIiHOBOCTI AiarHOCTUYHOI IIPOLIEAYPH.

Bunyuatu enmigypanbHUY KaTeTep, Ha OCHOBI 3arajbHUX (hapMaKOKiHETUYHNX XapaKTEPUCTHUK, CIIif



IIIOHAMMEHIIle Yepe3 MOABIMHUY Mepiof HalliBBUBENEHHS, TOOTO He paHilne HiX yepe3 18 romun mns
IOOPOCTIUX MallieHTiB MOJIOZOr0 BiKy Ta 26 TOOWH [J1s Nalli€HTiB JIITHLOTO BiKY MiC/Isl IPU3HaYEeHHS
OCTaHHBOI 103U pUBapokcabaHy (OuB. po3min «PapMakoKiHeTHKa»). PuBapokcabaH He MpUuiMaTu
IIPOTATOM MepIInX 6 TOAVH MiCJIs BUIy4YeHHS eligypaibHOro KaTeTepa.

YV BUNagKy TpaBMaTUYHOI MYHKIIii MTpU3HaYeHHS puBapoKcabaHy BapTo BiIKIAcTH Ha 24 TOOWHHU.

HeMmae gaHux 100 TEPMiHIB BCTaHOBNIEHHS a00 BUfaleHHs HellpoakciaJIbHOT0 KaTeTepa y AiTed mif
yac JIiKyBaHHS JiKapchkuM 3acoboM KcapenTo®. Y Takux BUMAAKAX CJIifl MPUITMHUTH TPUAOM
puBapokcabaHy Ta PO3TJISHYTH MOXKJIUBICTb 3aCTOCYBaHHS ITapeHTePaIbHOI0 aHTUKOATyISTHTa
KOPOTKOI [iil.

PexomeHpa1ii 111010 103yBaHHS JIiKAPChKOTO 3ac00y 10 Ta Micis iHBa3WBHUX MPOIENYD i XipypriuHoro
BTpY4YaHHSI

Y pazi HeobOxigHOCTI iHBa3uBHUX mpolenyp abdo XipypriyHux BTpy4YaHb 3acToCcyBaHHSA Kcapento®

15 Mr i 20 Mr crig OIPUNUHUTH IIOHaUMeHIIe 3a 24 TOOUHY [0 BTpy4YaHHs, SKIIO I1e MOXJIUBO, Ta Ha
OCHOBI KJTiHIYHOT 0 pillleHHS NTiKaps. AKIo mpoleaypy He MOXKHa BiAK/IaCTH, CMif OLIHUTYH HasgBHICTh
MiABUIIEHOT0 PU3UKY BUHUKHEHHS KPOBOTEYl 1 TEpMiHOBICTh BTPy4YaHHS.

3actocyBanHs Kcapento® moTpiOHO BigHOBUTHU IIiCJIsS IPOBEeHHS iHBa3WBHOI polenypu abo
XipyprigyHoro BTPy4YaHHS TaK IIBUAKO, SK TiIbKM HOCSATHYTO aJeKBaTHOTO TeMOCTa3y, Ta SKII0
3aCTOCYBaHHS JIiIKapChKOT0 3aC00y M03BOJISIE KITiHiUHA CUTYallis B IiJIOMY, III0 BCTAHOBJIEHO JliKapeM
(muB. po3min «®apMakOKiHETHKA).

[TaIieHTH TITHBOTO BIiKY

Pu3uk po3BUTKY KPOBOTeY 30ilbIIYETLCS 3 BikOM (IuB. po3min «dapMaKOKiHETHKA).

[lepMaTONOTiuHi peakiril

Cepiio3Hi mKipHi peakiii, BKmodaounu cuaapoM CTiBeHca - [I?KOHCOHA / TOKCUYHUY elifepMabHUM
Hekpoti3 Ta DRESS-cunmpoMm (peaxkirist Ha TiKapchKuit 3aci6 3 e03nHOGIIEI Ta CHUCTEMHUMHU
CHMIITOMAaMH), y 3B’SI3KY i3 3aCTOCYBaHHSIM pUBapoKcabaHy 3apeeCTPOBAHO Y MiC/IsIpeeCTPaIlinHuM
nepion (muB. po3min «ITo6iyHi peakiii»). PU3UK 1IUX peakiliil y nallieHTiB, IMOBIpHO, € HAWBUILIUM Ha
IIOYaTKY Tepallii: mosiBa peakiii y OinbIIOCTi BUMIaMIKiB BigOyBasacs MpOTIroM MepIiuX TUXKHIB
nikyBaHHSA. [Ipy nepmiux nposiBax TAXKKUX LIKIPHUX BUCHUIIB (HapUKIIaf, TeHepaisallis,
inTeHcudikaiia Ta/abo yTBOpeHHS MyxupiB) abo Ipu MOsIBi OyAb-IKUX IHIINX 03HAK TilepYyTIUBOCTI
y OENHAHHI 3 ypaXKeHHSIM CJIM30B0Oi 000JIOHKY CJTif] IPUIIMHUTY 3aCTOCYyBaHHS puBapokcabaHy.

IadopMallig Ipo DOIOMiKHI PEYOBUHU

Kcapento® micTuth 1akTo3y. [larientam 3 pifKiCHUMY CIIafKOBUMU 3aXBOPIOBAHHAMUY, 1110
CYTIPOBOMIKYIOTHCS HETIEPEHOCHUMICTIO TaJlakTo3u, nedinuToM nakTasu Jlamnma ta MaababcopOIrieo
TJIIOKO3U-TAJIaKTO3H, He CJIiJ 3aCTOCOBYBATH I JTiKapChKUM 3acib.

Lle#t mikapchKui 3aci6 MicTUTh MeHIIe Hixk 1 MMoJb HaTpito (23 Mr) B omHi# TabnerTIri, TOOTO
IIPaKTUYHO He MICTUTH HATpito.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.



BaritHicTs. EQekTuBHICTh Ta 6e3neKa 3acTocyBaHHS KcapenTo® BariTHUMU XiHKaMu He BUBYasacs.

PesynbraTy gociigKeHb Ha TBapyHAaX BKa3ylOTh HA PEIIPOAYKTUBHY TOKCUUYHICTD (IUB. PO3IiN
«®apMaKkoIoriuHi BIaCTUBOCTI»). Yepe3 MOTEHLINHY PENIPOAYKTUBHY TOKCUYHICTh, 3HAYHUMN PU3UK
BUHUKHEHHS KPOBOTEY Ta IIPOXOMKEHHS puBapoKcabaHy yepe3 IlaleHTapHu 6ap’ep 3aCTOCYBaHHS
Kcapento® y mepiog BariTHOCTI IpOTUIIOKa3aHe (AUB. Po3Tin «IIpoTUIIOKa3aHHS»).

2KinkaM penmpoayKTUBHOIO BiKY CJIifi YHUKATH BariTHOCTI IIiff Yac JIiKyBaHHS puBapokKcabaHOM.

TConysauus rpynmio. EGeKkTHBHICTh Ta 6e3neka 3acTocyBaHHs KcapenTto® XiHKaMu y 1epiof
rOAyBaHHSA I'PYLI0 He BUBYaiacsA. Y X0l JOCIiAKeHb Ha TBAPMHAX BCTaHOBIIEHO, 1110
puBapoKcabaH BHIIISETLCS 3 TPYAHUM MOJIOKOM. BifmoBigHo KcapenTo® mpoTuoKa3aHuii [0
3aCTOCyBaHHS y Nepiof rogyBaHHs IPyAnio (AuB. po3min «IIpoTunoka3anusa»). HeoOXigHO MpUUHATH
pillleHHSI CTOCOBHO NPUNMHEHHS FOAYyBaHHSA I'Pyao a0o NpUNNHEHHS/yTpUMaHHS Bifl Teparril.

®epTunsHicTh. CnenianbHi JOCTIXKEHHS 3 OLIHKYU BIIJIUBY PUBapokcabaHy Ha (epTUNbHICTh TIOOUHU
He IIPOBOMUIIUCE. Y XOfi HoCTigKeHHsT GepTUILHOCTI CaMIIiB i caMullh mypiB He OyJI0 BUSIBIIEHO
JKOJHOT0 BIIUBY (AUB. po3min «®apMaKoJIOTigHi BIaCTUBOCTI»).

30amHicmb 8niueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

KcapenTo® mposiBisie He3HAUHUH BIIJIUB Ha 3[aTHICTh KEPYBATH aBTOTPAHCIOPTOM ab0 iHIIUMU
MexaHi3aMamu. [ToBigomisinu mpo moOiuHi peakilil, Taki SK BUIIafKX CUHKOIAJILHOTO CTaHy (YacToTa:
HedacTo) abo 3armaMopodYeHHs (YacToTa: 4acTo) (ouB. po3min «[1o6iuni peakirii»).

[TamieHTaM, y SKUX Bif3HayaloThCs MOOIYHI peakilil TaKOTO TUITY, He CIIifl KepyBaTu aBToMO0OineM abo
IpaloBaTy 3 IHIIKUMHA MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.
03YBaHHA
ITpogpinakmuka iHcyabmy ma cucmemHoi embonii y dopocaux

PekxomeHnnyeThcs mpusHadaTy 1o 1 tabnerii Kcapento® 20 mr 1 pa3 Ha mo0y, 1S 03a TaKOX €
MaKCHMaJIbHOI0 PEKOMEHI0BAHOIO A030IO.

JlikyBaHHA npemnapatoM Kcapento® ciif IpoBOOUTH IPOTATOM TPUBAJIOr0 Yacy 3a YMOBH, 110
KOPUCTH Bif TpoGinakKTUKY iHCYNIbTY Ta CUCTEeMHOI eMOOoIii mepeBaxka€e PU3UK PO3BUTKY KPOBOTEU
(muB. po3min «OcoBIUBOCTI 3aCTOCYBaHHS»).

Y BuUmapky IponycKy npuiiomMy TableTKy MalieHTy ciif npuiiHaTi KcapenTo® HeraHo i HaCTYIIHOTO
IHS TPOMOBXKUTY JTiKyBaHHS i3 mpuiiomoM 1 pa3 Ha mo0y 3rifHO PeKOMEHIO0BaHOTOo [03yBaHHsI. He
CJIif IpuiiMaTH MOABIMHY HO3Y V TOM caMUi OeHb, 11100 KOMIIEHCYBaTH IIPOIYIEeHYy TabIeTKy.

JlixyeanHa TI'B, TEJIA ma npogirakmuka peuudusie TI'B i TEJIA y dopocaux

[IpoTtsarom nepuux 3 TUXKHIB Ajid nikyBaHHsa rocTporo TI'B i TEJIA peKoMeHAy€eThCS IPU3HAYATH 10



1 tabnertui Kcapento® 15 Mr aBiui Ha moby, micims voro - mo 20 mr Kcapento® 1 pa3 Ha mo0y ms
TPUBAJIOTO JIiKyBaHHS i npodinakTuku peuunusy TTB ta TEJIA.

KopOoTKOCTPOKOBY Teparito (IpruHaiMHi IPOTITroM 3 MICSLiB) CIif Ipu3HavyaTy namieHtaMm 3 TI'B uu
TEJIA 3a HasIBHOCTI THM4YacoBUX (HaKTOPiB PU3UKY (HaIpuKIIaf, HEIIOAaBHO IlepeHeceHa oneparis
abo TpaBMa). [JOBroCTPOKOBY Teparliio citifg npu3HadaTy mamienTam 3 TT'B yu TEJIA, 110 He moB’si3aHi
3 TUMYacoBUMU pakTopaMu pu3uKky, imiomatuyuum TT'B yu TEJIA abo HasiBHiCTIO penupuBiB TI'B un
TEJIA B aHaMHe3I.

Konu moka3ane nmomoBxkeHHs mpodinaktuky peruausis TI'B a6o TEJIA (micist 3aBepIieHHS Teparril
TT'B i TEJIA TpuBaricTio IIfoHalMeHIIIe 6 MiCAIliB), peKOMeHAoBaHa [103a CTaHOBUTh 10 MT ofuH pa3
Ha go0y. [ marieHTiB 3 BUCOKUM pu3ukoM peuugusy TI'B abo TEJIA, 3 ycKnagHeHUME CYTyTHIMA
3aXBOPIOBAHHSAMMY, a TaKOXK IS MAIi€HTIB, aKi nepeHecnu peruaus TI'B uu TEJIA Ha ¢oni
3aCTOCYBaHHS Jikapchkoro 3aco0y Kcapento® 10 mMr oguH pa3 Ha moby, 3 MeTOI0 podilakKTUKu
Moxke OyTH OOUiNbHKUM 3aCTOCYBaHHS JTiKapchbKoro 3aco0y Kcapento® 20 Mr oguH pas Ha [o0y.

TpuBamicTh NiKyBaHHS BU3HAYA€EThCS IHAWBITyaIbHO IiCNIS PETENbHOI OLIHKKA KOPUCTI Bif
3aCTOCYBaHHS Ta MOTEHIIIMHOTO PU3UKY PO3BUTKY KPOBOTeY (OuB. po3hin «Oco0auBOCTi
3aCTOCYBaHHS»).

[lepion PexXuM qo3yBaHHS 3arajgbHa
moOoBa mo3a
JlikyBaHHA Ta 1-21 pens 15 Mr gBiui Ha go0y 30 mr
%?%qzl%%ﬁf{a DELHUNHBIB 22 IOeHb i gani 20 Mr ofuH pa3 Ha 0oy 20 mr

[TpodinakTuka penupnusis |[[licns 3aBepineHHS Teparil |10 Mr oguH pa3 Ha f00y 10 mr
TTB i TEJIA [TTB i TEJIA TpuBanictio  [abo 260 20 Mr
[IOHalMeHIe 6 MicsIliB 20 Mr OfMH pa3 Ha [0y

Y pagzi nponycky mputiomy TabaeTku Kcapento® mo 15 Mr mipg dac mikyBaHHS 1m0 15 Mr JTiKapChbKOT0
3aco0y nBiui Ha moOy (1-21 meHb) mallieHT IOBUHEH HeralHO NPUNHATH 103y Kcapento®, 11106
3abesneyutu mpurioM 30 Mr Kcapento® Ha goOy. Y nboMy BUIAOKy MOXKHa IPUMHATH OOHOYACHO 2
tabneTku mo 15 mMr. HacTynHOTO AHS CIlif TPOOOBXKUTH 3BUYAWHUN pexkuM 1o 15 Mr aBiui Ha go0y,
SIK PEKOMEH/I0BaHO.

Y BuUmafKy mpoMycKy MpUuioMy TaOJIeTKH IIif 4ac pexkXuMy JIiKyBaHHS OOWH pa3 Ha J00y MalieHTy CIif
npuvHAT KcapenTo® HerauHo 1 HACTYIIHOTO AHS IPONOBXKUTH JIiIKyBaHHS i3 npuiioMoM 1 pa3 Ha
no0Oy 3rifHO 3 PeKOMEeHIOBaHUM [03yBaHHSIM. He ciig mpuiiMaTy OABIMHY 103y Y TOM CaMU [IeHb,
11106 KOMIIEHCYBaTH IIPOIMYyIIeHY TabIeTKy.

JIikysaHHA 8eHo3HOi mpomboemboii (BTE) i npoginakmuka peyudusy BTE y dimeti

3acTocyBaHHS JTiKapchKoro 3aco0y KcapenTo® miTed cimif po3moyaTH Micis MpUHAWMHI 5 OHIB
II0YaTKOBOl ITapeHTepaIbHOl aHTUKOATyJISHTHOI Teparil (guB. po3ain «PapMaKoIorivyHi
BJIACTUBOCTI»).

103y po3paxoByIOTh 3a/I€KHO Bifl MacH Tijia.

Maca mina 8id 30 0o 50 Ke: peKoMeHOoBaHa f03a 15 Mr oguH pa3 Ha Ho0y. lle MakcuManbHa o0OBa
mos3a.



Maca miaa 8i0 50 ke abo suu,e: peKoMeHmoBaHa mo3a 20 Mr oguH pas Ha mo0y. Lle MakcuMasbHa
noboBa mo3a.

[Ins nmaiieHTiB 3 Macoio Tifna MeHie 30 Kr AuB. iIHCTPYKIIiIO A5 MEIUYHOT0 3aCTOCYBaHHSI
nikapchbKoro 3acoby Kcapento®, rpanynu ojs MPUTOTYBaHHS CYCIIeH3il [JIs mepopanbHOTo
3aCTOCYBaHHS.

Cripm KOHTPOJIIOBATH Bary QUTHHU Ta PETYISPHO KOPUTYBATH H03Y. Lle HeoOximHO myis 3a6e3neyeHHs
MiOTPHMKHU TepaneBTUYHOI 0o3u. KopuryBaHHS J03M CJIiff IPOBOAUTH JIUIIE Ha OCHOBI 3MiHU MacHu
Tina..

Teparmito ciif MpomoBXKyBaTH He MeHIle 3 MicsiB. 3a KiHiYHOI He0OXiHOCTI NTiKyBaHHS MOXKHA
IpOmoBXKUTHU [0 12 micauiB. HeMae gaHUX 000 3HUKEHHS [03HU Y OiT€H Micis 6 MICAIIB JTiKyBaHHS.
CniBBigHOILIEHHST KOPUCTH/PU3UK IIPOAOBXKEHHS Tepalil yepe3 3 MicsIIi CIif oIliHIOBaTH Ha
iHAUBimyanbHIA OCHOBI, O€py4H [0 YBaru pU3UK IOBTOPHOT'0 TPOMOO3Y MOPIBHIHO 3 MOTEHIIMHUM
PU3UKOM KPOBOTEUI.

AKmo go3y npomyuleHy, To ii CJIif IPUUHATH SKOMOTa IIBUAIIE IiCs TOro, K Iie Oy/I0 MoMi4eHo, aje
TIZIBKY B TOU Xe OeHb. AKII0 I1e HeMOXKJIUBO, NTallleHT IIOBUHEH IPOIYCTUTHU H03Y i IPONOBXKUTH
IIPUIOM HACTYIIHOI 03H, K Lie 0yJ10 mpu3HayeHo. [TallieHT He TOBUHEH IIpUUMATHU OBi f03H, 11100
KOMIIEHCYBaTH IIPOMYIIEHY H03Y.

ITepexio 3 anmazoxicmia simaminy K Ha Kcapeamo®

- [TpodinakTuka iHCYNIbTy Ta CUCTEMHOI eMO00JIil: HeOOXiIHO MPUNMHUTHY Teparliio aHTaroHicTaMu
BiTaMminy K 1 mounHaTy 3acTocyBaHHsS KcapenTo®, Koy MOKa3HUK MiXKHaPOAHOTO0 HOPMaJli30BaHOI 0
BigHOomeHus (MHB) ctaHoBUTHME < 3.

- JlikyBauHs TT'B, TEJIA Ta npodinakTuKa ix IOBTOPHOTO BUHUKHEHHS Y JOPOCTIUX Ta JIiKyBaHHS
BeHO3HOI TpoMOoemborii (BTE) i npodinaktuka perunusy BTE y miTeli: Teparis aHTaroHictaMu
BiTaMiHy K Mae OyTu npunuHeHa, a 3acTocyBaHHs Kcapento® cnig moyuHaTy IpU NOCATHEHH]
nmokasHrka MHB =< 2,5.

[Ipu nepexofi nauieHTiB 3 aHTaroHIicTiB BiTaMiHy K Ha Kcapento® micnsa 3actocyBaHHA Kcapento®
3HaueHHT MHB MoxyTh OyTu xubHO migBuieHi. MHB He € BanmigoBaHUM MeTOIOM [AJIST OLIiHKU
QHTUKOATYJISTHTHOI aKTUBHOCTI KcapenTto®, ToMy MOT0 He CJIifi BUKOPUCTOBYBATH (OUB. PO3Min
«B3aeMopmis 3 iHIMIMMH JTiIKapChKUMHK 3aC00aMM Ta iHIIII BUOY B3aEMOIii»).

ITepexio 3 Kcapeamo® Ha anmazoHicmu gimamiHy K

IcHye MOXKITHMBICTh HEOCTAaTHBOI @aHTUKOATYIALII TPOTATOM Iepiony nepexony 3 Kcapento® Ha
aHTtaroHict Bitraminy K. Tak camo, 5K i mif yac Oymb-sIKOro epexony Ha ajabTepPHAaTUBHUN
AQHTHUKOATYJISHT, Y IbOMY BUIIAAKy Mae O0yTu 3abe3nedeHa Oe3rnepepBHa afileKBaTHA aHTUKOATYIISIiS.
Heo06xigHo maM’sTaTyl PO Te, 110 Ha Ti 3acTocyBaHHS KcapenTo® MOXKyTh BU3HAUATUCS XUOHO
ImigBUIeHi 3HaueHHsI MHB.

Y pasi nepexony 3 Kcapento® Ha aHTaroHicT Bitaminy K aHTaroHict Bitaminy K ciifg nounHaTtu
npuMaT 0OgHO4YacHO 3 Kcapento® i mpogoBKyBaTH OOHOYACHUM IIPUUOM, JOIOKY MoKa3HUK MHB
He OyZe CTaHOBUTH = 2. YIPOOOBXK IePILINX ABOX JHIB IIePioAy mepexony MOXKHa BUKOPUCTOBYBATH
CTaHOApTHe OO3yBaHHSA aHTaroHicra Bitaminy K. Hagasni mo3yBaHHSI aHTaroHicta Bitaminy K
KOPUTYETHCS 3aJIeKHO Bif 3HayeHHsI MHB.

[Toku mamieHT ogHO4YacHO 3acToCcOoBYe KcapenTto® Ta anTarosict Bitaminy K, MHB cnig Bu3HayaTtu



He paHillle HiX yepe3 24 TOOWHU IiC/IS IPUAOMY OCTaHHBOI 103U KcapenTo® (mepen mpuiioMoM
HacTynHol fo3u KcapenTto®). ITicns npunuaeHHS 3acTocyBaHHS Kcapento® MHB moxHa
NOCTOBIPHO BU3HAYaTH IIOHAUMeHIIe Yepe3 24 TOOWHY IiC/Is MPUHUOMY OCTaHHBOI 003U Kcapento®
(muB. po3minu «B3aemois 3 iHIIMMY TiIKapCHKUMH 3aco0aMu Ta iHIIT BUOU B3a€MOMIN»,
«®apMaKOIOTiYHi BIaCTHABOCTI»).

Himu

HiTam, fKi nepeunuu i3 3actocyBaHHsa Kcapento® Ha 3aCTOCYyBaHHS aHTaroHIiCTy BiTaMiHy K,
HeoOXiTHO TPogoBXKYyBaTH IpuioM KcapenTo® mnpoTsaroM 48 romuH micis mepiiol f03u aHTaroHIiCTY
Bitaminy K. [lic/ig gBOX OHIB OMHOYACHOTO 3aCTOCYBaHHS CJIifl BU3HAYUTU 3HaueHHA MHB no
HACTYMHOI 3amTaHoBaHoi mo3u Kcapento®. [lo Tux mip, moku MHB He cTane = 2,0, peKOMEHIYETHCS
IIPONOBXKYBATU OOHOYACHe 3acTocyBaHHS KcapenTo® Ta aHTarosicty Bitaminy K. Ilicns npunvHeHHS
3acrocyBaHHA Kcapento® MHB MoxkHa JOCTOBIpHO BU3HA4aTHU IIOHAMeHIIe yepe3 24 ronuHu
iCJIs IPUMOMY OCTaHHBO1 103U KcapenTto® (muB. Bullle Ta po3ain «B3aemMopis 3 iHIIUMUT
JiKapChKUMHU 3aco0aMu Ta iHIIi BUOKM B3aEMOIiN»).

ITepexid 3 napeHmepaabHUX aHmMuKoazyaaHmie Ha Kcapeamo®

[lopocnuM Ta negiaTpUYHUM IallieHTaM, SKi OTpPUMYIOTh IapeHTepasibHi aHTUKOAryJITHTH,
3actocyBaHHs Kcapento® cif po3noyrHaTy 3a 0-2 rogyHY 0O MOMEHTY HACTYIIHOTO IIJIAaHOBOT'O
BBeJIeHHS ITapeHTePaJIbHOT0 JIiKapChKOTro 3aco0y (Hampukiaf HU3bKOMOJIEKYISPHOTO rernapuHy) abo
y MOMEHT IPUINHEHHS 3aCTOCYBaHHS JIIKapChKOT0 3ac00y AJIs MTOCTIMHOTO TapeHTePabHOT0
BBeleHHS (HampuKiag HepaKI[ioHOBaHOT'O TelapyuHy A7 BHYTPIIlTHOBEHHOTO BBEOEHHS).

ITepexio 3 Kcapeamo® Ha napeHmepasnvHi aHmukKoaz2yaaHmu

[IpunvauTH 3acTocyBaHHA KcapenTo® 1 BBeCTH Ieplly f03y IapeHTepabHOT0 aHTUKOATYIAHTY Y
TOY 4ac, Koju ciif O6yno 6 3acTOCOByBaTH HaCTYNHY f03y Kcapento®.

Oco6nuBi KaTeropil malieHTiB

ITauieHmu 3 nopyweHHAM pYHKUil HUPOK

Oopocni. HasiBHi 00MeXeHi KiHiuHI gaHi y nauieHTiB 3 HUPKOBOIO HEIOCTATHICTIO TSXKKOTO CTYIIEHS
(kmipeHc kpeaTuHiny 15-29 Mi1/xB) BKa3ylOTh Ha 3HayHe MigBUIIEHHS KOHIEHTpallil puBapoKkcabaHy y
ma3Mi KpoBi. 3BaXKaruu Ha Ile, TPHU JIiKyBaHHI NallieHTiB 1iel KaTeropii mikapchkuil 3acid
KcapenTto® crig 3acTocoByBaTH 3 00epexkHicTi0. He peKOMeHyeThCSA 3aCTOCYBaHHS TiKapChKOT0
3aco0y nallieHTaM 3 KJIipeHCOM KpeaTHHiHy MeHIe 15 mi/xB (muB. po3minu «OcobmuBOCTi
3acTocyBaHHA» 1 «®apMaKOKiHETHKa»).

[TamieHTaM 3 HUPKOBOI HEOCTATHICTIO CEPEOHbOI0 CTYIIEHS TSIXKKOCTI (KiIipeHc KpeaTuHiny 30-49
MJ1/XB) @00 TSIKKOTO CTyneHs (KipeHC KpeaTuHiHy 15-29 MJI/XB) peKOMeH0BaHi HaCTYIIHI CXeMHu
NO3yBaHHA:

- [Ong npodinakKTUKHY iHCYIBTY Ta CUCTEMHOIL eMO0OJIii y TaIlieHTiB 3 HeKJIalaHHOI0 GibpumnsIlieio
nepencepnb peKOMEHI0BaHa 103a CTaHOBUTL 15 Mr 1 pa3 Ha mo0y (ouB. po3min «®apMaKoOKiHETHKA»).

- nng nikyBaHHS TI'B, TEJIA ta npodinaktuky noBropHoro sBunukHeHHs TI'B ta TEJIA: mpoTarom
nepmux 3 TUXKHIB NalieHTH IOBUHHI oTpuMyBaTu Kcapento® mo 15 mr gBiui Ha moby. [Ticns
3aKiH4YeHHS LIbOTO IEePiofy peKOMeH0BaHa 103a CTaHOBUTH 20 MI OfMH pa3 Ha #ol0y. Y BUmagKy,
SIKIIIO PU3UK PO3BUTKY KPOBOTEUi y MallieHTa nepeBaxkae pu3uk peruausiB TI'B Ta TEJIA, HeoOXxigHO
PO3TISHYTU NMUTAHHS NP0 3HMKeHH [03u 3 20 Mr 1 pa3 Ha moby 1o 15 Mr 1 pa3 Ha 700y.



PekoMeHpa1isi CTOCOBHO 3aCTOCYBaHHS 03U 15 MT I'PYHTYETHCS Ha (hapMaKOKiHETUUHOMY
MO[IeJTIOBaHHi i He JOCIigXKyBanack y KITiHIYHUX YMOBax (OuB. po3minu «Oco6IUBOCTI 3aCTOCYBaHHS»,
«PapMaKoIoTiuHi B1aCTUBOCTI»).

fIKIII0 peKOMeHI0BaHa 03a CTaHOBUTh 10 MTr omuH pa3 Ha HoOy, KOPEeKIIis 4031 He MOTPidHa.

XBOpPUM 3 HUPKOBOX HE[OCTATHICTIO JIETKOT'0 CTyneHs (KiipeHC KpeaTuHiny 50-80 MJ1/XB) KOpeKLis
mo3u He 1moTpiOHa (AuB. po3min «OapMaKOKiHETHKA»).

iTH.

- [iT 3 HUPKOBOIO HEIOCTATHICTIO IIOMIpPHOTO CTyTeHS (IBUOKICTEL KJIyOOYKOBOI (pinbTpariil
50-80 m1/xB/1,73 M*): KOpeKIlisi JO3K He MOTPiOHa Ha OCHOBI [aHUX Y MOPOCIHX Ta 0OMEXEHHUX TaHuX
y HNefgiaTpU4YHUX Nali€eHTiB (OuB. «PapMaKOKiHETUKA»).

- [iT 3 HUPKOBOIO HEIOCTATHICTIO TSXKKOT0 CTYIeHs (IIBUAKICTh KIyOO4YKOBOI (inbTpariil
< 50 mn1/x8/1,73 M*): 3acTocyBanHs Kcapento® He peKOMEHAYETLCS Ye€pe3 BiICYTHICTh KITiHIYHUX
maHux (ouB. po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).

ITauieHmu 3 nopyweHHAM (PYHKUiI neyiHKu

Kcapento® mpoTunoka3aHuy MallieHTaM i3 3aXBOPIOBAHHSIMU ITEYiHKH, [0 aCOIIOI0THCS 3
KOAryJIOIaTi€lo Ta KIHIYHO 3HAYYLIIM PU3UKOM BUHUKHEHHS KPOBOTEYi, Y TOMY YHCJIi XBOPUM Ha
1upo3 nevinku Knacy B Ta C 3a knacudikarieio Yannaa - [1'10 (muB. po3minu «[IpoTUnoka3aHHSA» Ta
«®apMaKOKiHEeTHKa»).

BipcyTHi kJiHiIYHI gaHi 00 HiTel i3 MOPYIIEeHHIM (QYHKIII TeYiHKH.
ITayieHmu AiMHb0O20 BIKY

Kopekiiisg no3u He noTpibHa (quB. po3nin «®apMakKoKiHeTUKa»).

Maca mina

II71st MOPOCNIMUX KOPEKITist 03U He moTpiObHa (muB. po3min «@apMaKOKiHETHKA»).
[lns giTed mo3y BU3HA4YAIOTh 3aJI€KHO Biff Macu Tijla

Cmampb

Kopekriisi no3u He moTpibHa (OuB. po3nin «®apMaKOKiHETHKA»).
3acmocysaHHA y nayieHmis, AKi npoxodambs npouedypy Kapdiosepcii

03BOJNISIETHCS PO3MOYKMHATH ab0 MPOMOBXKYBAaTH 3aCTOCyBaHHS KcapenTo® y mallieHTiB, SKi MOXYThb
notpebyBaTu KapaioBepcii.

[Tpu npoBemeHHi KapAioBepcil i KOHTpoIeM dyepe3cTpaBoxigHol exokapaiorpadil (YCExo-KI') y
NaLi€HTIB, SIKi paHillle He OTPUMYBAJIM aHTUKOATYJITHTH, 3aCTOoCyBaHHsA KcapenTo® HeoOXimHO
PO3moYaTH IPHHAKMMHI 3a 4 TOOMHHU 00 KapaioBepcii gis 3a0e3nedyeHHsT afeKBaTHOTO PiBHS
aHTUKOoarynsuil (ouB. po3pinu «PapmakoauHaMika» Ta «PapMakoKiHeTHKa»). [ BCiX mallieHTiB OO
IIPOBEeJIeHHS Kap/ioBepcil moTpiOHO OTPpHUMATH MATBEPIKEHHS TOTO, 110 BOHU npuiiManu Kcapento®
3rigHo 3 mpu3HayeHHAM. [lig yac IpUUHATTA PillIeHHS PO II0YaTOK Ta TPUBAJIICTH JIIKyBaHHS
HeoOXiTHO BpaXOByBaTH PEKOMEHallil yCTalleHUX KePiBHUIITB CTOCOBHO aHTUKOATYJISTHTHOL Teparii y



XBOPHX, SKi MPOXOISTh IPOLeAyPY KapaioBepcii.

[NarmienTy 3 HEKIanaHHOW Gibpunsiieio nepencepnb, siki mepenecny ITKB i3 BCTaHOBIEHHSM CTEHTa

HasiBHUIT 00MeKeHUY OOCBi[l 3aCTOCYBAHHS 3HUKEHOI M03H JIIKapChKOT0 3aco0y KcapenToO 15 Mr
1 pa3 Ha 706y [abo nikapcekoro 3aco6y KcapentoO 10 mr 1 pa3 Ha mo6y [Jis Ial[i€HTIB 3
HUAPKOBOI HEJOCTATHICTIO CEPEOHBOI0 CTYIIEHS TAXKKOCTI (KiIipeHc KpeaTuHiny 30-49
MJ1/xB)] B KombiHallii 3 iuribiTopoM penentopiB P2Y12 makcumyMm mo 12 MicsiliB maiieHTam 3
HeKJarnaHHo Qibpunsiieo nepencepnsb, Ki mOTpeby0Th 3aCTOCYBaHHS IIEPOPAILHOTO
aHTUKOATyNIHTY Ta nepeHecnu [1KB i3 BcTaHOBIEHHAM CTeHTa (OuB. po3ain «OcobnuBocCTi
3acTocyBaHHSI» Ta «dapMakoguHaMiKa»).

Cnocib 3acmocysdaHHA

ITopoci

I 7151 IepopaabHOTO 3aCTOCYBAHHS.

Ta6neTku niKapcskoro 3aco6y KcapentoO 15 Mr ta 20 Mr ciIif mpuiiMaTH IIif Yac ixXi (ous.
po3pin «dapMaKOKiHETHKa»).

IToOpibHeHHA mabaemKu

Ins maltieHTiB, gKi He MalOTh 3MOTH ITPOKOBTHYTH LiNTy TaOleTKy, ii MOXHa MOAPIOHUTH Ta 3MilaTH 3
BOMI0I0 a00 iKelo M’'SIKO1 KOHCHCTEHIIi], TaKoio SK s10/1y4YHe mope, 6e3mocepeqHbo nepen IpuioMoM
nepopanbHo. ITicns nputiomy mopupidHeHux TabneTok Kcapento® 15 Mr yu 20 Mr criig HeraiHo
IPUMHATH 1KY.

[TompibHeHi TabneTK MOXKHa BBOOUTH Yepe3 IITyHKOBUY 30H[ (OUB. po3ninu «®apMakKoOKiHETHKa» Ta
«Oco0bnuBi 3axoqu O€3MEeKu»).

iTn
Iimu 3 macor miaa 8i0 30 0o 50 ke.
[l1s1 mepopanbHOTO 3aCTOCYBaHHS.

[TamieHTy cif mopaguTy KOBTATH TabJIETKY, 3allMBalO4H 11 PiguHOI0. fi Takox crnip mpuitMatu min yac
ixi (muB. «PapMaKoKiHeTHuKa»). TabIeTKM CIIif MpUiMaTH MPUOIU3HO 3 iHTepBaioM 24 TOTUHH.

fKI10 malieHT ogpa3y BUILTIOHYB 003y abo BHpBaB npoTsaroM 30 XBUJIKMH IiCIIS MPUUOMY OO3HU, CIIif
matu HOBY mo3y. OfHAaK, SKIIO MalieHT 01to€ Oinbile Hixk yepe3 30 XBUIUH MiCMS IPUNAOMY
[03H, 03y He CJIif BBOOUTU IIOBTOPHO, a CJIi IPUUHATH HACTYIIHY [03Y 3a PO3KJIaJoM.

Ta6HeTKy HEe MOXKHa pOS}IiJ’IﬂTI/I, HaMaralO4YucCb OTPUMATU YaCTHHY OO3U TaOJIeTKH.

IToOpibHeHHA mabaemku

IIns maiienTiB, sIKi He MalOTh 3MOTH ITPOKOBTHYTH I1ijTy TaOleTKy CJIif 3acTocoByBaTH Kcapento®,



['paHymu [ TPUTOTYBAHHS CYCIEH3il Iyis mepopasbHOr0 3aCTOCYBaHHS.

AKIIO cycreH3is s mepopabHOT0 3aCTOCYBAHHS HEHNOCTYIIHA Biipa3y, KoY IPU3HAYEHi 103U
puBapokcabany 15 mr a6o 20 mr, il MoXKHa OTpuUMaTH, noapiOHKUBIIK TabaeTKy 15 Mr abo 20 mr i
3mimaBum ii 3 Bofoo0 abo s61yyHuM Mmope 6e3mocepegHbo epey] 3aCTOCYBAaHHSIM i BBOOAUH il
nepopainbHO (ouB. «PapMaKoKiHeTHKa» Ta po3min «OcobnuBi 3axonu 6e3meKun»).

Himu.

Beamneka Ta e(eKTUBHICTh 3aCTOCYBaHHS JlikapchKoro 3acody Kcapento® y mitelt mo 18 pokis He
BCTAHOBJIEHA [JIS TIOKa3aHHS mpodinakTHKa iHCYIbTY Ta CUCTEMHOI eMO6O0JIil ¥ manieHTiB i3
HeKJammaHHoo ¢Gibpunsiiieio nepencepas. [aHi momo i€l kaTeropii BimcyTHi. Tomy He
PEKOMEHIYEThCST 3aCTOCYBAHHS JTIKapChKOTo 3aco0y miTsaM M0 18 poKiB 3a MoKa3aHHSM, KpiM
niKyBaHHS BeHO3HOI TpoMboeMbortii (BTE) i mpodinaktruka penupnusy BTE.

Ilepedo3yeanns.

Y mopocnux 3aikCcoBaHO PifKiCHI Bullagku nepeno3yBaHHs A0 1960 mr. ¥ pasi nepeno3yBaHHSA
nalieHTa CJIifi peTebHO OTJISHYTH IIOA0 TaKUX YCKIagHEeHb, SK KpoBoTeda abo iHIi mobiuHi peakilii
(muB. HUXK4e «JIikyBaHHS KpoBoTeu»). [aHi momo mitert ooMexkeHi. YHacmigok oomexeHnoi abcopOiril
IIPY BBEZIEHH] JTikapCchKOro 3aco0y y J03ax, 110 3HaYHO IePeBUINyI0Th TepaneBTuyHi (50 Mr a6o
BHUIIE), OYiKYEThCS epeKT HacuYeHHs 0e3 MOaIbIIoro 3POCTaHHS CEPEeIHbOT0 PiBHS Y IJTa3Mi KpoBi
IJ18 OOPOC/IUX OOHAaK HeMae€ JaHUX I00 HaATepaleBTUYHUX 003 Y JiTeu.

HasiBHuit cienudivauit HedTpanisyouui 3acib (anmekcaHeT anbda), SKUM IPOTUIiE
dbapmakosoriuHuM edeKTaM puBapokcabaHy [Jisd [OPOCIIKX, ajle He BCTAHOBJIEHUIM [ HiTel (quB.
KOPOTKY XapaKTepUCTHUKY IIpenaparty aHgekcaHeT anbda). [Ipu nepeno3yBaHHi J1iKapchbKOTo 3aco0y
11 3MEeHIIIeHHSI BCMOKTYBaHHS prBapoKcabaHy MOXKHa 3aCTOCOBYBATH aKTHUBOBaHEe BYTi/IA.

JIiKyBaHHSA KPOBOTEY

[Tpy BUHUKHEHH] YCKIagHEHb y BUTJISIAI KPOBOTEYi CJIifl BifK/IaCTU BBEOEHHS HACTYIIHOI 03U
puBapokcabaHy abo MpUNIUHUTY JIiKyBaHHS, 3aJIe3KHO Bif cuTyaiiii. [lepion HamiBBUBEOEHHS
puBapokcabaHy CTaHOBUTH NMpuOIN3HO 5-13 roguu y gopocnux. [lepion HaniBBUBEeeHHS Y OiTeH,
OLIIHEHUY 3a JOIIOMOTOI0 MiAXO0iB MOMIE/TI0BaHHS MOMYJIALiNHOL (hapMaKOKiHETUKH, € KOPOTLINM (IUB.
po3ain «®apMaKoIOTiyHi BIaCTUBOCTI»). JIIKyBaHHS CJIif MpU3Ha4YaTH iHOUBITyabHO, 3aJI€3KHO Bif
iHTEeHCHMBHOCTI Ta JIOKaJTi3allii KpoBoTedi. Y pa3si morpeOu Cyiif TpoBECTH HaJlleXKHe CUMITOMATHYHE
JIiIKyBaHHS, HAllPUKJIaZl, MeXaHi4HY KOMIIPECito IIpU iHTEHCUBHIN KPOBOTeYi 3 HOCA, XipypriuHuu
reMocCTas3 3 MpolegypaMu KOHTPOJII0O KPOBOTEYi, BiTHOBJIEHHST BOMHO-eJIEKTPOJIITHOTO GalaHCy Ta
reMOJMHaMIiuHy MiATPUMKY, ITIepeIuBaHHSA KPOBi (EpUTPOLUTAPHOI Macu abo CBi2K03aMOpPOKEHOI
I1a3MU, 3aJIeKHO Bif] CTaHy, 1110 BUHUK: aHeMis abo Koarynomnaris) abo TpoMOOUHUTIB.

A0 micasd 3aCTOCYBaHHS 3a3HayeHUX BUILle 3aX0[iB KPOBOTeUA He IPUIIUHUIIACS, CIIif PO3TIIHYTH
MOXKJIUBICTb 3aCTOCYBAHHS CllelupivHOro HelTpati3youoro 3acoly (aHmeKcaHeTy anbda), iHribiTopa
dakTopa Xa, sKul mpoTuaie hapMakoJoTiyHUM edeKTaM puBapokcabaHy, abo MPOKOaryISHTHUX
Ipernaparis Iil, TaKuX SK KOHIIeHTpaT npoTpoMbiHoBoro koMmiekcy (PCC), KoHLIeHTpaT
aKTHBOBaHOTO poTpoMbiHoBoro Kommuekcy (APCC) ab6o pekombinanTHu# akTop VIla (r-FVIla).
[TpoTe moCBif 3aCTOCYBaHHS IINX JTiKapChKUX 3aC00iB Y JOPOCNIUX Ta Y HiTel NpU epefo3yBaHHi
puBapokcabany o6MexeHu. PekoMeHalii Takoxk 0a3yi0TbCs Ha 00MeXeHUX HEKITIHIYHUX TaHUX.



Kopekuist o3u pekombiHaHTHOTO (akTopy VIla Ma€ 3miliCHIOBATUCS Ta TUTPYBaHHS ITOBUHHO
IIPOBOOUTUCS 3aJIeKHO Bifl CTYIIEHs KOHTPOJIIO Hall KPOBOTEUYEl. Y BUIIafAKy MaCHBHUX KPOBOTEY CIIifT
PO3TIIIHYTU NUTAHHS [IPO KOHCYJIbTAIiI0 TeMaToJIora, 3a/Ie3KHO Biff CUTYyallil (IUB. PO3Min
«®apMaKOIOTiYHi BIaCTUBOCTI»).

[Tporaminy cynbdar i BiTamin K He TOBUHHI BINIMBAaTH Ha aHTUKOATYJISHTHY aKTUBHICTh
puBapokcabany. HasgBHUIT 00MeKeHUl NOCBifl 3aCTOCYBaHHS TPaHEKCAMOBOI KMCJIOTH Ta BiiCyTHil
IOCBi 3aCTOCYBaHHS aMiHOKAIPOHOBOI KMCJIOTH i allPOTUHIHY Y OOPOCHUX, SKi OTPUMYIOTh
puBapokcabaH. BigcyTHiil JOCBif 3acTOCyBaHHS LMX IIPeIapariB y HiTel, sKi OTpUMYIOTh
puBapokcabaH. HaykoBoro o0rpyHTYBaHHS HOLIIBHOCTI ab0 JOCBigy 3aCTOCYBaHHS CHCTEMHOTO
TeMOCTaTUYHOT0 JIIKapChKOTO 3ac00y NeCMOIIPECUHY [/l YCYHEHHS CUMIITOMIB IIepefo3yBaHHs
puBapokcabaHy HeMa€. 3 OTJIsITy Ha BUCOKE 3B’sI3yBaHHS 3 OiTKaMU IJTa3MM KPOBi OUiKy€EThCS, 110
puBapokcabaH He BUBOIUTHCS 3 OPTraHi3aMy LIISXOM Hiasi3y.

ITo6iuni peakuii.

Besmneky 3acTocyBaHHS pruBapokcabaHy OIliHIoBanu y xofmil3 KmouoBux mociimxkeHnsb dha3u III (mus.
tabmuirio 11). 3aramom 69608 mopociux maIlieHTiB y geB’ITHAALUSATH OOCTigKeHHsXx das3u III Ta 488
nmefiaTPMYHUX MAIliEHTIB Y ABOX HochimxkeHHAX $a3u Il Ta gBox mocmimxkenHax dha3u 11l 3a3Hanm
BIIJIUBY pUBapoKcabaHy.

Ta6muus 11. KinekicTh narieHTis, siKi 6pany y4acTh y OOCTiIXKEHHAX, 3arajbHa 1000Ba [I03a Ta
MaKCHMaJbHa TPUBAIICTh JIiIKyBaHHS JOPOCINX Ta IefiaTPUUYHUX MAIliEHTIB ¥ gochimkeHHaX (a3u III

o MaxkcuMasbHa
KinbKicThb .
[Toka3aHHS . . . [3arampHa moGosa mosa TPUBAJIiCTh
MalliEHTiB .
ITiKyBaHHS
[TommepenKeHHSI BEHO3HOT'O 6 097 10 mr 39 noHiB
TpoMboeMOoiamy (BTE) y mopocnux
[Malll€HTIB, AKUM IIPOBOLUIIY IIJIAHOBY
oTepalliio 3 eHJ0NpPOTe3yBaHH A
KYJIBIIIOBOTO ab0 KOJIIHHOTO CyriobiB
[Tpodinaktuka BTE y comaTnunmX 3 997 10 mr 39 mHiB
XBOPUX
UlikyBaHHS TpOMOO3Y ITTUOOKUX BEH 6 790 Henp 1-21: 30 mr 21 micanp
(TT'B), TpomboemOonii mereneBoi aprepil [ens 22 i Hapamni: 20 Mr
(TEJIA) Ta npodinakTuKa penuguBiB [Ticna moHavMeHIIIe 6
MicsiiB: 10 mr abo 20 mMr
JlikyBanHst BTE Ta mpodinakTuka 329 [103a, CKOpUroBaHa 3a 12 micsuis
peunnuiB BTE y HOBOHapOAXXEHUX Ta MaCOI0 Tijla, OJIs
mitTeu (BikoM 10 18 pokiB) micns MOCSATHEHHS TaKol XK
MMOYaTKy CTaHOAPTHOI eKCIIO3UIi, IK iy
QHTUKOATYJISTHTHOI Teparil OOPOCTHX, SIKi OTPUMYBaIN
20 mMr puBapokcabaHy OfUH
pa3 Ha [eHb [Jid NiKyBaHHSI
TT'B
[lonepenkeHHS iHCYIbTY Ta CUCTEMHOI |7 750 20 Mr 41 micamn
eMO00J1ii y TaIfieHTiB 3 HeKJIallaHHOI0
hibpumsItieto nmepeacepab




[TonepemxeHHs atepoTpomboTuurux |10 225 5 Mr a6o 10 Mr BinmosigHo, [31 MicaIw
sTBUI y nanieHTiB micns ['KC y KombiHarril 3 ACK a6o y
KomoOinarrii 3 ACK Ta
KJIOIiooTrpeneM 4u

THUKJIOIIIINHOM
[TpodinakTrKa aTepOTPOMOOTHUHHUX 18 244 5 mr ogHo4acHO 3 ACK a6o |47 mics1iB
sBull y nauiesTis 3 IXC/3ITA 10 M
3256** 5 mr ogHO4acHO 3 ACK 42 micsiri

* TlamieHTH, IKi oTpMManu npuHaiMHi 1 1o3y puBapokcabany.
** 3 gocinigxenuass VOYAGER PAD.

Haituacrirme y maIfieHTiB, SKi oTpuMyBanu puBapokcalaH, ITOBiIOMJISIM IIPO TaKi Big3HaueHi mobiuHi
peaxtii SK KpoBoTedi (IuB. po3fin «OcobIUBOCTI 3aCTOCYBaHHSI» Ta HaBeJeHUHN HUKYE MifMyHKT
«IH(opMallia CTOCOBHO OKpeMUX OOIYHUX peakniii»). HaltyacTimumu Oyniy MOBiOMIIEHHS TIPO
HOCOBi KpoBoTedi (4,5 %) Ta KpOBOTeUi MITyHKOBO-KUIIKOBOT'0O TPakKTy (3,8 %).

Tabmuig 12. YacToTa po3BUTKY KPOBOTEY* Ta aHeMil y Ialli€eHTiB, SKi 0OTpUMYyBa/i puBapokcabaH
IIPOTSTOM 3aBepIIeHNX JociifxkeHb (a3u Il 3a yuacTio 4OpOCINX Ta NefiaTPUYHUX Malli€HTiB

[Toka3aHHS Bynb-fika KpoBoTeda JAHeMis
[TpodinakTrka BeHO3HOI TpomboemOborii (BTE) y 6,8 % mallieHTiB 5,9 % malieHTiB
NOPOCTIUX Talli€HTiB, SKUM IIPOBOASATE OllepaTHUBHI
BTPYYaHHS 3 €HOONPOTE3YBaHHS KyJIbIIOBOTO YU
KOJIIHHOTO CyTry00iB

[TpodinakTrKa BeHO3HOI TpoMOOeMOOTi1 ¥ 12,6 % natieHTiB 2,1 % mallieHTiB
COMaTUYHUX IAIliEHTIB

JlikyBanHs TT'B, TEJIA i npodinakTuka pelnuguBy 23 % mallieHTiB 1,6 % marjieHTiB
UlikyBanHs BTE Ta mpodinaktuka penunusis BTE y [39,5 % naunieHTiB 4,6 % malieHTiB

HOBOHAPOMXKEHMX Ta HiTeH (BiKoM mo 18 pokiB) micns
0YaTKy CTaHOAPTHOI aHTUKOATyJISHTHOI Tepalril

[IpodinakTuKa iHCYNIbTY Ta CUCTEMHOI eMOomii y 28 Ha 100 mauiento- 2,5 Ha 100
MOPOCIIMX TAIiEHTIB i3 HeKJTanaHHOW GiOpusiieo |pokis [MallieHTO-POKIB
nepencepnb
[TpodinakTvKa aTepOTPOMOOTHYHUX SIBUII Y 22 "a 100 mamierto- 1,4 Ha 100
MOPOCTIUX MAllieHTIB MiC/Is IepeHeCEeHOro rocTporo  [pokis Mall€eHTO-POKIB
KopoHapHOoro cuHapomMy (I'KC)
[TpodinakTKa aTepOTPOMOOTHYHUX SIBHUII Y 6,7 Ha 100 mamierto- 0,15 Ha 100
nanieHTis 3 IXC/3IIA POKIB MaIiEHTO-POKIB**
8,38 Ha 100 namienTto- |0,74 Ha 100
pokis” Mali€HTO-POKIB*¥***

* IInms BCix mociifpkeHb pruBapokcabaHy BCi SBHUIa KPOBOTEY 3i0paHi, BifpemopToBaHi Ta PO3TISHYTI.

** Y nocnimxenni COMPASS uvacTtoTa aHeMii Oyna HU3bKOIO IIPY BUKOPUCTaHHiI BUOIpKOBOTO mMigxomy
1o 360py MOGIYHUX SBUILL



*+* ByB 3acTocoBaHUM BUOIpKOBUH MiAxiA no 300py iHpopMarii npo HebOaxkaHi SBUIIIA.

*3 mocmimxennass VOYAGER PAD.

Huxue y Tabmuti 13 HaBeleHO YacTOTy NOOIYHUX peakKIliii, 1110 BUHUKAJIU IIPU 3aCTOCYyBaHHi
nikapcbKoro 3aco6y Kcapento® y mopocnux Ta nefiaTpuyHUX malfieHTiB. [To6iuHi peakii
y3arajbHeHi Ta omucaHi 3 BUKOPUCTaHHSAM Kiacudikariil cuctem oprasis (MedDRA).Y mMexkax KOXKHOI
rpymnu nobiuHi peakiiil IpeAcTaBieH] y HOPSOKY 3MEeHIIEeHHS 1X TSIXKKOCTi: Ayxke 49acto (= 1/10);
yacTo (=1/100 -< 1/10); mevacto (= 1/1000 -<1/100); moomuHOKi (= 1/10000 -<1/1000); myxe pigKo
(< 1/10000); wacToTa HeBimoMa (He MoxKe OyTH BCTAaHOBJIEHA 32 HASSBHUMMU JAHUMHU).

Tabmung 13. Yci noOiuHi peakiii, BigMideHi y JOPOCTIUX MAalli€HTIB MiCJd I0YaTKy JiKyBaHHS B XOAi
nochimxens (asu Il abo y micnspeecTpaliiiinoMy nepiofi* Ta y nemiaTpuyHUX Malli€eHTIB y IBOX
nocnigkeHHAX ¢a3u Il Ta gBOX mocnmimxkeHHAX da3u 111

YacTo [Hewacto [Moonuuoki [Tyxe pinko [JacToTa Hepimoma

ITopyweHHs 3 6OKY KpOBOHOCHOI ma AimpamuyHoi cucmem

AHeMis (BKMo4Yanyu [[poMOOIKUTO3 (BKITIOUAIOUH

BimIIOBimHI 30i/IbIIeHHS KiTbKOCTI

TaGopaTopHi TpOMOOIHUTIB)?,

rapaMeTpy) TPOMOOIUTONIEHis

ITopyweHHs 3 6OKY iMyHHOI cucmemu
AnepriyHa peaxuis, AHadinakTUYHi
QepriuyHuil ;epMaTur, Peaxtlii BKII0Yalyu
QHTIOHEBPOTHUYHUY Ta AHa(iTaKTUYHUN
anmeprivHui HaOPSIK 10K

Po31a0du 3 60Ky Hepaosoi cucmemu

3armaMoOpoOYeHHs, MO3KOBIi Ta

TOJTIOBHUY 6iTb BHYTPILIHbOYEPEIHL
KPOBOBUJIMBY, CUHKOIIQIbHUN
CTaH

[TopyweHHs 3 BOKY op2aHis 30py

(O4HWY KDOBOBUJIUB

(BKTIOUA0YH

KDOBOBUJIUB Y

|[KOH IOHKTUBY)

Cepu,esi nopyweHHA

[Taxikapmis | |

CyOuHHI NnopyweHHA
ApTepianbHa
rinoTeH3isd, remaToMa
PecnipamopHi po3.aadu, namo.02is cepe0oCmiHHA ma 2py0Hoi KaimuHu
HocoBa KpoBoTeua, EosuHodinpHa
[KpoBOXapKaHHSA [THEBMOHIS
P031a0u 3 60Ky WAYHKOBO-KUWKOB020 MPAKmMy
KpoBoTedi 3 sceH, CyxicTb y poTi
MTTYHKOBO-KUIIIKOBI
KpPOBOTEYI
(BKJTIOUAIOYH
[DEKTAITLHY
KpoBOTeuy), 6inb y
IITYHKOBO-KHIITKOBOMY]
TPaKTi Ta XKUBOTI,
MUCIIeICisl, HynoTa,
3amop”, miapes,
GrIOBaHHS"




"enamobisiapHi nopyweHHs

[linBUIleHHS PiBHA
TpaHcaMiHas3

[leuiHKOBa HEOOCTATHICTD,
MiIBUINIEHHS PiBHS
Oinmipy6iny, mimBUIIEHHS
piBHS TyKHOI pocdaTasu
KpOBiA, MigBUILIEHHS PiBHSA
raMMariayTaMin-TpaHchepasy
(rTT)*

PKoBTSHUIS,
MiTBUINIEHHS PiBHSA
KOH IOTOBaHOI'0
Oinipy6iny (3 abo
6e3 0JHOYACHOTO
|migBUILIeHHS PiBHS
IAJIT), XxomecTas,
TellaTUT
(BKJIIOYAIOYU
TelaToleNioNsIpHe
VIIKOMJKEHHS)

Po31a0u 3 60Ky WKipu

i nidwkipHOi MKAHUHU

CBepOix (BKITIOYAIOUH

Kponus'aHka

Cunpgpom CTiBeHCa-

He4yacTi BUIIaKHA [I>xoHCOHA/
reHepaIi30BaHOr 0 TOKCUYHUN
cBepOexy), elifepManbHUI
BICUIIAHHS, €KXiMO03, Hekpori3, DRESS-
MKipHUW Ta CAHIPOM
MigIIKIpHUT

[KpoBOBUNIMBU

ITopyweHHs 3 6OKY ONOPHO-PYX08020 anapamy, CNOAYYHOI i Kicmxosoi mKaHuHu

Binb y KinmiBkax"

['emapTpo3

KpOBOBUIUBY ¥
M’ 131

KoMIapT-MeHT-CUHAPOM|
BHACJTiJOK KPOBOTEYI

P03/1a0u 3 60Ky HUPOK

i cevosugiOHUX WAsXi8

YporeHitanbHi
KPOBOTEYI
(BKJTIOUAIOYH
reMaTypito i
|MeHopariIoB), HUPKOBa
HEeIOCTaTHICTD
(BKTIOUA0YHU
MigBUILEHHS PiBHSA
|KpeaTHHIHY B KPOBI,
MigBUIIEHHS PiBHS
CeuOBHMHU B KPOBi)

Hupkosa HepmocTaT-
HiCTB/ TOCTpPa HUPKOBA
HegoCTaT-HiCThb
BHACITIOK KPOBOTEMI,
1110 CIPUYUHUTIA
rinonepdy-3ito

CucmemHi NOpyWeHHA

ma CmaHu, noe’A3aHi 3 Micuem 3acmocy8aHHA Al

KapcbKo20 3acoby

Capsuka®,
mepudepUIHIH
HAOPSK, 3aranbHe
[TOTipIIEeHHS
CaMOIIOYyTTS Ta
3HUKEHHS aKTHUBHOCTI
(BKJTIOUAIOYH
BTOMJIIOBAHICTh Ta
ACTEHiI0)

[ToraHe caMOIIOYYTTS
(BKITIOYAIOUN HEe3MyKaHHS)

JToKaJ1i30BaHUM’
HaOpsK"

Pe3yibmamu aHanisie

[ligBUILIeHHS PiBHSA
TaKTaTHOerigpo-reHasu
(JIOT)* , migBuIeHHS PiBHS
Tinasu®, migBumeHHES piBHSA
aminasu®

Tpasmu, ompyeHHA, npouedypHi YCKAAOHEHHA

[TocTnpouenypHa
[kpoBOTEUA
(BKTIOUAI0YH
MicIsoneparingy
@aHEeMilo Ta KpOBOTEUY
3 paH), CUHII],

cekpeunis 3 panu”

CynouHHa ICeBHO-
aHeBpH3Ma”

A BinamaueHo y xopi npodinaktuku BTE y mopocnux maIfieHTiB, SKUM IIPOBOAUIIN IIJIAHOBY OTIEpalliio
3 eHJONIPOTE3yBaHHS KYJIbIIOBOT0 ab0 KOTIHHOTO CyTiIo0iB.



® Bigsnauesi B xofi nikysanas TI'B, TEJIA Ta npodilaKTHKH iX pelUIUBiB AK AyXKe 4acTi y XKiHOK
MOJIOAIIE 55 POKiB.

¢ Bif3Havanucs K HeYacTi IPY IPOBeeHH] NpodilakTUKX aTepOTPOMOOTHYHHUX SBHII Y HAL[€HTIB,
ski neperecnu 'KC (miciag 4epe3mKipHOro BTPy4YaHHS).

* ByJio 3aCTOCOBAHO 3a3falierifb BU3HaueHn# BUOipKoBU Miaxia no 30opy iHopMarii npo mobiyni
peaxtii B okpeMux gocnimxkeHHaX ¢as3u III. YacTora nobigyHUX peakiliil He 301IbIINANCE Ta He Oyo
ineHTH(iIKOBaHO HOBUX MOOIYHUX peaklil MmicIs aHami3y UKUX OOCTiIXKEHb.

IHbOpMalisi CTOCOBHO OKPEMUX MOOIYHUX peakiii

3 ornsiny Ha papMaKOJIOTiYHMM MeXaHi3M [iii puBapokcabaHy, 3acTocyBaHHS KcapenTo® Moxke
CYTIPOBOMKYBATHUCS IiIBUILIEHHSIM PU3NKY BUHUKHEHHS BHYTPIIIHBOI a00 BiTKPUTOI KpoBOTEYi y Oy/Ib-
SIKUX TKaHMHaX Ta OpraHax, 10 MOXe IMPU3BOAUTH OO0 MOCTTeMopariunol aneMii. O3HaKu, CUMIITOMHU
Ta CTYIiHb TIXKKOCTIi (BKJI0OYAIOYX MOXKJIMBUM J€TalbHUM HACIIOK) BiIPi3HAIOTHCS 3a/IeKHO Bif
JI0Kasi3allil Ta BUpaxkeHOCTi KpoBOTeUi Ta/abo aHeMii (muB. po3nin «Ilepemo3yBaHHs. JIikyBaHHS
KPOBOTEY»). Y X0Mi KITIHIYHUX JOCTiAXKeHb KPOBOTEYi 3i CTM30BUX 0007I0HOK (HampuKiIam HOCOBI
KPOBOTEYi, KPOBOTEUi 3 SICEH, IITYHKOBO-KUIIIKOBI KPOBOTEYi, KPOBOTEUI 3 OpraHiB ce4oCcTaTeBOl
CHCTeMH, BK/TIOUAI0YH aHOMaJIbHY BariHaJbHY KPOBOTEUY a00 ITOCUTIEHHS MEHCTPYaIbHOI KPOBOTEY)
Ta aHEMis 3yCTpivanuch YacTille Mpu JOBrOTPUBAIIOMY JIiKyBaHHI puBapokKcabaHOM, HiX mpu
JIIKyBaHHI aHTaroHictaMu BiTaMiny K. 3Bakarouu Ha Lie, OKPiM HaJIEZKHOTO KJIiHIYHOTO
CIIOCTEPEXkKEHHS, y BiIMOBIAHUX BUIIaIkaX PEKOMEHYETHCS IIPOBOAUTY 1ab0paToOpHY MepPeBipKy
II0OKa3HUKIB TeMOrJI00iHy/TeMaTOKPHUTY 3 MeTOI0 BUSIBJIEHHS BUTIAOKiB BHYTPIIITHIX KPOBOTEY AJIS
BM3HAYEHHS KJIiHIYHOI 3HAYYIIOCTi IBHUX KPOBOTEY. PU3UK BUHUKHEHHS KPOBOTEYi MOXKe OyTH
BULIMM y [IeBHUX I'PYII NTAlll€HTiB, HAIPUKIAL y Nalli€HTiB 3 HEKOHTPOJIbOBAHOI TAXKKOI0
apTepianbHOIO TimepTeH3i€lo i/abo y malieHTiB, sKi oqHOYACHO MPUIMAIOTh JTiKapChbKUM 3acib, skui
BIIJIUBA€E Ha reMocTas (guB. po3fmin «Oco0nIuBOCTi 3aCTOCyBaHHS. PU3UK PO3BUTKY KPOBOTEY»). Moxke
TIOCUJTIOBATHCh IHTEHCHBHICTh Ta/ab0 TPUBAJIiCTh MEHCTPYalIbHUX KPOBOTEeY. [IposiBaMu reMopariyHux
yCKJIagHEeHb MOXYTb OyTH cnabKicTb, OimicTh, 3amaMopoYeHHs, TOJIOBHUM 6iflb a00 HaOPSIK
He3'sICOBaHOI eTioyoril, AUCIIHOe, IIOK HEeBiloMOi eTionoril. Y meskKux BUMafKaxX SK HACIimoK aHeMil
CIIOCTEpIranucs Taki CUMIITOMH imeMii cepis, K 6inb y rpyasix abo cTeHOKapmis.

Bynu noBifoMIeHHS PO BTOPHHHI yCKIIafHEHHS, BiIOMi IK HACJIiIOK TSKKO1 KPOBOTEUi, Taki K
KOMIIapTMEHT-CHHIIPOM i HUPKOBa HEIOCTATHICTh BHACIIIAOK rimonepdysii. ToMy mig 9ac ouiHKH
CTaHy IallieHTa, SKOMy IPU3Ha4Yal0Th aHTUKOATYJISHTH, CJIifl 3Ba’XyBaTU PU3UK BUHUKHEHHS
KpPOBOTEUI.

IlemiaTpuyHi OaliEHTH

Ouinka 6e3MeKy 3aCTOCYBaHHS Yy HiTel Ta MifiTKiB 6a3yeThCsl Ha MaHUX 0e3MeKH, OTPUMAHUX ¥ OBOX
BiDKPUTHX aKTHBHUX KOHTPOIbOBaHUX AochimxkeHHaX II pa3u Ta ompHOoMy pmocnipxkenHi III ¢a3u 3a
ydacTio miTe# BikoM [0 18 pokiB. Pe3ynbraTu 6e3meku 6yiu 3arasioM IOgiOHUME MiXK
prBapokcabaHOM i mpemnapaToM IOPiBHSIHHS B Pi3HUX MTefiaTPUYHUX BiKOBUX I'PyIaX. 3araaiom
npodine 6e3meku y 412 mitedt Ta mipmiTKiB, SKi 0TpUMyBanu puBapokcabas, 6yB mogibHUM IO
npodinio y JOpoCiit momy il Ta He3MiHHUM Yy BiKOBUX IiATpyIax, xo4a olliHKa oOMexkeHa
HEeBeJIMKOIO KiJIbKICTIO IIallieHTiB.

Y nepiaTpUyHMX MAlLi€HTIB PO T'OJIOBHUM Oinb (TyxKe yacTto, 16,7%), muxoMaHKa (OyKe 4acTo,
11,7%), HOCOBa KpoBoTeyda (myxke 4acto, 11,2%), 6mroBanHS (myxe dacTto, 10,7%), Taxikapmis (4acro,
1,5%), 36inbinenHs piBHg 6inmipy0iny (9acto, 1,5%) Ta migBuIeHHS KOH I0roBaHOTO 6inmipy0iny
(megacro, 0,7%) MOBimOMIISITIOCS YaCTillle, IOPiBHSAHO 3 JOPOCIUMHU. K i B JOPOCIIil MOMyALii,



MeHoparito crocrepiranu y 6,6% (4acto) migmiTKiB XKiHOYO1 cTaTi micist MeHapxe. TpoMOOIIUTOEHis,
sIKa CIIOCTepirasacs B IOCTMAapPKeTHHTOBOMY Tepiofi y mopocyux, Oyna dacTomw (4,6%) y
negiaTPUYHUX KITHIYHUX HocimkeHHaX. [106iuHi peakilil y negiaTpuyHUX NalliEHTIB MaIu JTEeTKUN
abo cepenHill CTYMiHb TSXKKOCTI.

[MoBigomeHHs npo HebaxkaHi MOOiYHI peakirii

[ToBimoMnenHs npo mobiuHi peakiiil micyis peecTpariii 1ikapchKoro 3aco0y Ma€e BaXKjIMBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBiIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
niKapchbKoro 3aco6y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpe[CTaBHUKAM CJIif TIOBiOMJISATH TIPO YCi BUMIAAKHU Iif03PI0OBaHUX IMOOIYHMX Peakllii Ta
BiICYTHOCTi e(peKTUBHOCTI TiKapChKOT0 3aco0y Yyepe3 aBTOMaTu30BaHy iH(opMaliiHy CUCTEMY 3
dbapMakoHarisAmy 3a MocunaHHAM: https://aisf.dec.gov.ua.

Tepmin npudamuocmi.
3 POKH.

IToOpibHeHi mabaemxku. TlonpiOHeHi TabmeTku puBapokcabaHy cTabinbHi y Bofi Ta S6Ty4HOMY ITIOpe
oo 4 romux.

YmoBH 30epiranssi.

30epiratu y HegOCTYIIHOMY OJIs1 giTel MicIli npu TeMmepaTtypi He Buie 30 2C.
YnakoBka.

Tabaemku, ekpumi 06010HK0W0, no 15 me:

no 14 tabneTtok y 6mictepi, mo 1 (14x1) abo 3 (14x3) 6nicTepu y KApTOHHIYN Mayili.
Tabaemku, skpumi 06010HK010, no 20 me:

1o 10 a6o 14 tabneTok y 6micTepi, mo 2 (14x2) a6o 10 (10x10) 6ricTepiB y KapTOHHIM HaylIi.

Kareropis Bigmycky.

3a pelemnToM.

BupoOHHK.

Baiiep AT.

Micne3HaxXoOXKeHHSs.
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