IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

EJIIKBIC

(ELIQUIS®)

Cknao:
ditoua pevosuHa: apixaban;
1 TabneTka, BKpUTa IUTIBKOBOIO 000JI0OHKOIO0, MiCTUTE 5 MT amikcabaHy;

donoMidcHi peyosuHU: TakTo3a 0e3BOMIHA, I1eJII0/I03a MiKpOKPUCTaJIiYHa, HAaTPilo KpOCKapMeso3a,
HaTpilo naypuiacynbdat, Martiio cteapaT, Opadry® II Pink (rinpomenosa 15 cP; makTo3a,
MoOHOTifpaT; TuTany miokcup (E 171); tpuauetus; 3amisa okcup yepBouuii (E 172)).

JIikapcbka ¢opma. TabmeTKy, BKPUTI IT1iIBKOBOIO 000I0HKOIO.

OcHosHi (i3uko-xiMiyHi 81acmueocmi: poXKeBi, OBa/IbHi, IBOONYKIIi TabJI€TKY, BKPUTI IIJIiIBKOBOIO
000J10HKO10, 3 TpaBitoBaHHAM «894» 3 ogHOTO OOKY Ta «5» - 3 iHIIOTO.

dapMakoTepaneBTHYHA rpyna. AHTUTPOMOOTHYHI JTikapchKi 3acobu. [Ipsmi inribiTopu
dakropa Xa. Kog ATX BO1 AF02.

dPapmakonoziuHi e1acmueocmi.
®apmakoduHamika.

MexaHi3M mii.

AmikcabaH € MOTyKHUM 000POTHUM IIPSIMUM Ta BUCOKOCEJIEKTUBHUM iHTiOITOPOM aKTUBHOI TilsTHKH
dakTopa Xa, Ipu3HAUYEHUM [JI51 IePOPabHOrO mpuitoMy. 715 aHTUTPOMOOTUYHOI il BiH He moTpedye
antutpoMOiny III. AikcabaH mpurHiyye BilbHUM Ta 3B’g3aHui 3 TpoMOoM (pakTop Xa, a TaKOXK
IPUTHIYy€e aKTUBHICTh MpoTpoMOiHa3u. AnikcabaH He BIIMBa€e 6e3mocepeqHb0 Ha arperatiiio
TPOMOOILIUTIB, ajle OTIOCEPENKOBaHO IPUTHIYYy€E MPOIeC arperailil TPOMOOLIUTIB, iIHTYKOBAHUM
TpoMOiHOM. 3a paxyHOK IMpurHiyeHHs ¢akTopa Xa amikcabaH IePEIIKOKaE YTBOPEHHIO TPOMOiHY Ta
dbopmyBaHHIO TPOoMOY. [ToKTiHIUHI HOCTimXKeHHs amikcabaHy Ha TBapHHAX IOKa3aiu eQeKTUBHICTh
aHTUTPOMOOTHUYHOI il mpenapaTy mis MpodinakKTUKM apTepiabHOT0 Ta BEHO3HOTO TPOMOO03y IIpu
IIPUAUOMI B [03aX, AKi He MOPYIIyBalIu IPOIEeCiB reMocTasy.

dapmakoguHaMiyHI eeKTH.



dapmakopmuHaMika amikcabaHy BimoOpaxkae oro MexaHi3Mm fii (mpurHiuexnHs ¢axkropa Xa). B
pe3ynbTaTi mpurHiveHHs GpakTopa Xa amikcabaH 30ibllye 3HaUeHHS TaKUX ITOKa3HUKIB, 5K
npoTpombinoBuit yac (ITH), mixkHapomHe HopMani3oBaHe criBBigHOomeHHS (MHC) Ta akTUBOBaHUM
4JacTKOBUY TpoMmbonnacTuHoBuii yac (@4TH). 3Minu, 110 CIOCTEPiralThCsd ¥ MOKa3HUKAX 3rOPTaHHS
KPOBIi TP 3aCTOCYBaHHi B TepalleBTUYHUX [03aX, € He3HAYHMMHU Ta HaA3BHYalWHO BapiaTUBHUMY, i IX
He PeKOMEHIYEThCS BUKOPUCTOBYBATH IJIS OIIiHKM (papMaKOOMHAMIYHUX BIIACTUBOCTEH amikcabaHy.
[Tig yac mpoBefeHHS aHai3y yTBOpeHHS TpoMOiHy amikcabaH 3HUKYBaB €HOOTeHHUM TIOTEeHIlial
TPOMOiHY - KiNIbKiCHMI TOKa3HUK YTBOPEHHS TPOMOiHY B IJ1a3Mi KPOBi JIIOOUHHU.

AmikcabaH TaKOXK BUSBI/ISE aKTUBHICTD IIOA0 MPUTHIYeHHS PaKkTopa Xa, 110 MiATBePAXKYEThCS
3HUKEHHSIM (HepMeHTaTUBHOI aKTUBHOCTI pakTOpa Xa 3a pe3yibTaTaMu OLIHKY i3 3aCTOCYBaHHSIM
pi3HUX KOMepIiiiHuX HaboPiB A BUSABIEHHS IPUTHIYeHHS aKTUBHOCTI (pakTOpa Xa, X04a KOHKPETHi
pe3ynbTaTH OJIs pisHUX HAOOPIB BiApi3HANKCH. Pe3ynbTaTi KIiHIYHUX [OCTiAXKEHb HasBHI HIIe s
XPOMOT€HHOT0 aHaJli3y Rotachrom® heparin (pe3ynbTaTd HaBefeHO HUXK4Ye). AKTUBHICTD LIOM0
npurHideHHs akTopa Xa 1MoB’sg3aHa 3 KOHI[eHTpalli€lo amikcabany y maa3mi. Lleli B3aeM03B’s130K Ma€
HaOIMKeHU! [0 JIiHINHOTO XapaKTep, i MaKCcHMalbHa aKTUBHICTE OO0 IPUTrHiYeHHS (pakTopa Xa
CIIOCTePiraeThCs Iifl Yac JOCATHEHHS MiKOBUX KOHIIEHTpalliil anikcabany y mia3mi. B3aeMo3B’s130k
MiX KOHIIEHTpalli€eo anikcabaHy B IJIa3Mi KPOBi Ta aKTUBHICTIO LIOJ0 MMPUTHIYeHHS ¢akTopa Xa Mae
npubNU3HO NTiHINHUN XapaKTep y LIMPOKOMY Aiala3oHi 0o3 amikcabaHy.

Tabmuisg 1 (DUB. HUXKYE) JEeMOHCTPYE IIPOTHO30BaHy PiBHOBAXKHY KOHIIEHTPALlil0 Ta aHTH-Xa
aKTHBHICTH [I7IT KOKHOT0 ITOKa3aHHs. Y malieHTiB 3 ¢pibpunsiiieio nepeacepab, SKUM 3aCTOCOBYBaIK
amikcabaH 719 TpodilakKTUKY iHCYILTIB Ta CUCTEMHOI eM00JIii, 0OTpUMaHi pe3ynbTaTH CBigYaTh PO
MeHIIe HiX 1,7-KpaTHe KOJMBaHHA MiX MIKOBUM Ta MiHIMaJIbHUAM PiBHAMU. Y MAIi€HTIB, IKUM
3aCTOCOBYBaJIH amikcabaH [ays MiKyBaHHS Tpom6o3y riaubokux BeH (TT'B) Ta TpombGoeMOoii nerenesoi
aptepii (TEJIA) abo mpodinaktuku penuausiB TT'B ta TEJIA, crmocTepiramocs MeHIIe HiX 2,2-KpaTHe
KOIMBAHHS MiXK HiKOBHM Ta MiHIMallbHUM DPiBHSIMH.

Tabmuig 1

[Tporuo3oBaHa piBHOBaXKHa KOHIIEHTpaLllis anikcabaHy Ta aKTUBHICTh 1[0J0 MpUTHiUeHHs pakTopa Xa

[l03yBaHHSA

ATTikcabaH
C o (HT/MIT)

AttikcabaH
C.i, (HT/MIT)

MaxkcuMaJibHa
AKTHBHICTH amikcabaHy
[IIOA0 IPUTHIYEHHS

dakTopa Xa (MO/mn)

MiHiManbHa aKTUBHICTH
arikcabaHy 1000
MIPUTHIYEHHS

dakTopa Xa (MO/mn)

MemiaHa [5-11, 95-1 mepIeHTHIb]

[Tpoghinakmuka iHcyabmig ma cucmemHoi em60ii y malieHTiB 3 HeKJTaaHHOo (Hibpunsiieto

nepencepnb
2,5mr 2 p.o* 12369, 221] |79 [34, 162] 1,8 [1,0; 3.3] 1,2[0,51; 2,4]
5 Mr 2 p. [ 171191, 321] |103[41,230] [2.6[1,4;4.8] 1,51[0,61; 3,4]

Ulikysanna TI'B, aikyeaHHsa TEJIA ma npogirakmuka peuuodusie TI'B ma

TEJIA (BTEa)

2,5Mr 2 p. g |67 [30, 153] 32 [11, 90] 1,0 [0,46; 2,5] 0,491[0,17; 1,4]
5 Mr 2 p. . 132 [59, 302] |63 [22, 177] 2,1[0,91; 5,2] 1,0 [0,33; 2,9]
10 mr 2 p. m.  |251[111, 572] 120 [41, 335] 4,2 [1,8;10,8] 1,9 [0,64; 5,8]

* [lo3yBaHHS IJI51 MOTMYJIALIl KOPeTryBaaocs 3 ypaxXyBaHHSM 2 3 3 KPUTEPiiB 3MeHIIIEHHS 1034 B

pocnigxenni ARISTOTLE..
2 p. O. - 2 pa3u Ha [eHb.

Xoua nikyBaHHS amikcabaHOM He OTpebye perynspHOro KOHTPOJIIO PiBHIB €KCIO3MUIIil, Y BUHATKOBUX



CUTYyallifX, KONu iHpopMallis npo piBeHb eKCIO3ullii amikcabaHy MOXKe TOIOMOTI'TH IPUUHSTH
KJ/IiHiYHe pillleHHs (HampuKiapg y pasi lepefo3yBaHHS Ta HEBIOK/IaOHOTO OIlePaTUBHOTO BTPYYaHHS),
MOXKHA BUKOPUCTOBYBATHU KajIiOpyBalbHUM METO[ KillbKiCHOTO BU3HAYEHHST aKTUBHOCTI ITPUTHIYEHH S
dakTopa Xa Rotachrom®.

Kniniuna ehekTUBHICT Ta Oe3mekxa.

IIpodisakmuka iHcy1bmie ma cucmemHoi emboaii y 00pocaux nauieHmis 3 HeKAdndHHOK

dibpusasauiero nepedcepos.

V kninivHii nporpami (mocmimxkenus ARISTOTLE: amikcabaH mopiBHSIHO 3 BapdapuHOM Ta
AVERROES: amikca0aH y IOpiBHSIHHI 3 alle TUJICAJTIIMIIOBOI0 KUCIOTO0) OyII0 paHgoMizoBaHo 23 799
naiienTis, 3 skux 11 927 - y rpynu nikyBaHHS anikcabanom. ITporpamy 6y10 po3po6ieHo TaKuM
yuHOM, 1100 IMoKa3aTu eeKTUBHICTEL Ta 0e3IeKy 3aCTOCYyBaHHS amikcabaHy s npodinakTUKU
iHCYNbTY Ta CHCTEMHOI eM0OJTil ¥ IallieHTiB 3 HeKIamnaHHO QiOpumsIieio nepeacepab Ta HagBHICTIO
OJHOTO YU [EeKiTbKOX NOAAaTKOBUX ()aKTOPiB PU3UKY, a CaMe:

* HasIBHICTh B aHaAMHe3i iHCYJIbTy YU TPaH3UTOPHOI illleMiYHOI aTaKku;
* BiK = 75 POKiB;

* apTepiasbHa TilepTeH3sis;

* yKpOBU# miabert;

* CHMIITOMaTH4Ha CeplieBa HeJoCcTaTHICTh (Knac = II 3a knmacudikailiero NYHA).

HocaioxceHHa ARISTOTLE.

Y mocnipxenni ARISTOTLE 3aranom 0yio parmoMmizoBaHo 18 201 mailieHTa; y4acHUKIB PO3MOAiNSIIN
MiX rpylaMu IOABIMHO CIIMIOTO JiKyBaHHS alikcabaHOM 10 5 MT 2 pa3u Ha [ieHb (a0 [Ad HesaKux
namieHTiB (4,7%) 2,5 Mr 2 pasu Ha feHb, IUB. Po3min «Crmocib 3acTOCyBaHHS Ta [M03u»), abo
BapdapuroM (uinvosuil piBeHb MHC y mexax 2,0 - 3,0). [IanieETH 0OTprMyBany Oilo4y PEYOBUHY Y
cepepHboMy npoTsaroM 20 micsuis. CepefHiu BiK y4aCHUKIB CTaHOBUB 69,1 pOKYy, cepenHil iHgeKc
CHADS, - 2,1. B aHamHe3i 18,9% marienTiB 6yB iHCynbT a0 TpaH3WTOPHA illleMiyHa aTaka.

Y npoMy moCifizKeHHi JTiKyBaHHS anikcabaHOM 3a0e3medyBajo CTaTUCTAYHO AOCTOBIPHY IlepeBary 3a
IIePBUHHOIO KiHI[EBOI TOUKOIO MPO(DINTaKTUKHU iHCYIBTY (TeMopariunoro abo imemigyHOro) Ta
cucteMHOI eMOoil (OuB. TaGIHUIO 2) IOPiBHSIHO i3 3aCTOCYBaHHSIM BapdapuHy.

Tabnuns 2

EdekTuBHICTSH y NallieHTiB 3 QiOpunsuieo nepencepns, AKi 6panu ydacts y gocigxkenHi ARISTOTLE

[Toka3HUK Amikcaban |Bapdapun |CmiBBimHOIIEeHHS [3HA4YEHHS p
N=9120 N=9081 PU3UKIB
n (%/pik) n (%/pik) (95% 1)
[HCynbT a0 crucTeMHa eMOOoJTis 212 (1,27) 265 (1,60) 0,79 (0,66; 0,95) [0,0114
[lemiyHUM 41 HEeyTOYHeHuM iHCynpT [162 (0,97) 175 (1,05) 0,92 (0,74; 1,13)




['eMOpariyHuii iHCYIbT 40 (0,24) 78 (0,47) 0,51 (0,35; 0,75)
CucteMmHua eM00JIis 15 (0,09) 17 (0,10) 0,87 (0,44; 1,75)

Y matieHTiB, 110 OyIM PO3MOAiNeHi y rPyIy NiKyBaHHS BapapruHOM, MefliaHa 4acy, IPOTITOM SKOTO0
MHC 6ymno B Mexax 2,0-3,0 mpu 3aCTOCyBaHHi Ipenapary y TepalneBTUYHOMY iHTepBasli, CTaHOBUIIa
66%.

AmikcabaH MPOAeMOHCTPYBaB 3HUKEHHS YaCTOTH BUHMKHEHHS iHCYJIBTY Ta CUCTEMHOI eM0oJTil
(MopiBHSIHO 3 NIKyBaHHAM BaphaprHOM) IIPHU Pi3HUX 3HAYEHHSAX CEPEOHbOT0 YaCy TepaleBTUYHOTO
BikHa. [1719 HaWBUIIIOTO KBAPTUJIIIO BiTHOCHO CEPEOHbOr0 3HAYEHHS CIIiBBIQHOIIEHHS PU3UKIB [
amikcabany Ta Bapdapuny csrasno 0,73 (95% 11 0,38, 1,40).

OcCHOBHI BTOPHHHI KiHIIEBI TOUKM CHUIBHOI KPOBOTEUYi Ta 3arajbHOI CMEPTHOCTI BUBYAJIM 3a
IOIIOMOT 010 TIoTlepeHbO 06paHoi cTpaTeril iepapxiyHol mepeBipKy TrinoTe3 i KOHTPOJII0 CyMapHOi
noxubku | Tuny y mocmiaxeHHi. 719 OCHOBHUX BTOPUHHUX KiHIIEBUX TOYOK CHJIBHOI KPOBOTEYi Ta
3arajibHOi CMEpPTHOCTI TakK0X OyJia OTpUMaHa CTaTUCTUYHO AOCTOBipHA IepeBara (quB. Tabnuilio 3).
[Tpu 6inbin petenbHOMY KoOHTpoi MHC nepeBaru amikcabany Hafi BapdhapuHOM CTOCOBHO 3araiabHOI
CMEPTHOCTI 3MEHIITYBaJIUCh.

Tabmuig 3

BropuHHi KiHIeBi ToukM y naiieHTiB 3 pibpunsiieio nepencepns vy pocnigxkenHi ARISTOTLE

[Toka3HUK AmikcaOaH Bapdapux CriBBigHOIIIEHHS 3HaYeHHS p
N = 9088 N = 9052 PU3UKIB
n (%/pik) n (%/pik) (95% II)
KiHIleBi TOYKM KPOBOTEYI
CunbHi* 327 (2,13) 462 (3,09) 0,69 (0,60; 0,80) <0,0001
JleTanbHi 10 (0,06) 37 (0,24)
BrayrtpimHbouepensi |52 (0,33) 122 (0,80)
Cunbai KBHK' 613 (4,07) 877 (6,01) 0,68 (0,61; 0,75) <0,0001
Yci Bumagku 2356 (18,1) 3060 (25,8) 0,71 (0,68; 0,75) <0,0001
[HIIi KiHIIEeBi TOUKHU
3arambHa cMepTHiCTE [603 (3,52) 669 (3,94) 0,89 (0,80; 1,00) 0,0465
[HbapKT MioKapay 90 (0,53) 102 (0,61) 0,88 (0,06; 1,17)

*CunbHa KpOBOTEYa, BU3HAUEHA 3TigHO 3 KpUTepiasMu MixKHAapOOHOT0 TOBAapPUCTBA 3 BUBYEHHS
npobneM Tpom6o3y Ta remoctasdy (ISTH).

1 KniHigHO Baromi HECUIIbHI KPOBOTEYI.

CyMmapHa YacToTa IPUIKMHEHHS JTiKyBaHHS yepe3 HeOaxkaHi peaknii y mocmimxkenHi ARISTOTLE
craHoBuia 1,8% mpu 3acTocyBaHHi anikcabaHy Ta 2,6% IIpx 3acToCyBaHHI BaphapuHy.

Pe3ynbpTaTi e(eKTUBHOCTI y IMOMepenHbo 00paHUX MiArpynax (BK/I0Yal0o4yy MiATPYIH 3a TAKUMU
noka3HuKaMu, K iHgekc CHADS,, Bik, Maca Tina, cTath, cTaH QyHKIIii HUPOK, HasABHICTh ¥ aHaMHe3i
iHCYNIbTy, TPAH3UTOPHOI ilIeMiYHOI aTaKu Ta AiabeTy) y3roaKyBalucCh 3 IEPBUHHUMHU Pe3yIbTaTaMu
e(peKTUBHOCTI [JIs1 3arajibHOI MOMYJIAIil JOCTigXKEHHS.

YacToTa BUHUKHEHHSI 3HAYHUX IIIIYHKOBO-KUIIIKOBUX KPOBOTeY 3a Kiacudikauieo [STH (Bkmouatoun
KPOBOTEYi 3 BePXHiX, HUXKHIX Bifi/iB IIYHKOBO-KUIIKOBOTO TPAKTy Ta KPOBOTEYi 3 MPSIMOI KHIIKH)
cranoBuia 0,76% Ha pik mpu 3acTocyBaHHi anikcabany ta 0,86% Ha pik mpu 3acTOCyBaHHi

Bapdapuxy.



[Toxa3HMKM 4aCTOTU CUJILHUX KPOBOTEU Y IOTepegHb0 00paHuX Migrpynax (BKI0Yaidl MiArPynu 3a
TaKMMHU NOKa3HUKaMy, Sk ingekc CHADS,, Bik, Maca Tina, cTaTh, CTaH (PYHKII1 HUPOK, HAIBHICTb y
aHaMHe3i iHCYIbTY, TPAH3UTOPHOI illleMiuHOi aTaku Ta fgiabeTy) y3roaxKyBaauch 3 pe3yibTaTaMu
3arajbHOl IOMyJIAII.

HocaidxcenHss AVERROES.

3aranom y mociimxkenHi AVERROES 6yrno pangoMizoBaHo 5598 maiiieHTiB, sKuM 0y710 HEMOXKITHBO
3aCTOCOBYBATH JIiKyBaHHSI aHTaroHictamu Bitaminy K. YyacHuKY mociigkeHHs Oyy pO3MOAineHi y
TPynH NiKyBaHHS amnikcabaHoM 1o 5 MT [IBiui Ha meHb (abo s OesKuX malieHTiB (6,4%) mo 2,5 Mr
nBiui Ha meHb (muB. po3min «Crocib 3aCTOCyBaHHS Ta [03W»)) UM AlleTUIICATIIIMIOBOIO KMCIIOTOO.
AnleTuncaninuioBy KACJIOTY 3aCTOCOBYBanu 1 pa3 Ha meHb y 1o3i 81 mr (64%), 162 mr (26,9%),

243 mr (2,1%) a6o 324 mr (6,6%). BemuurHy 03U BU3HA4aB JOCTigHUK. [1allieHTH OTPUMYBaIu
[iI049y Pe4YOBUHY Y CepenHbOMY IpoTAaroMm 14 micaniB. CepenHid Bik y4aCHUKIB CTaHOBUB 69,9 POKiB,
cepepnHin ingekc CHADS, - 2,0. 13,6% manieHTiB B MUHYJIOMY IIepeHecH iHCyIbT ab0 TPaH3UTOPHY
iImeMiyHy aTaxy.

3a3BuUyail 10 IPUUYUH HeMOXKJIMBOCTI JIIKyBaHHS aHTaroHicraMu Bitaminy K BimHOCHIU:
HEMOXKJIMBICTh/HU3bKY UMOBIPHICTh HOCSATHEHHS HEOOXiHUX PiBHIB MiXKHAaPOJHOTO HOPMaJi30BaHOTO
CIiBBigHOIIEHHS y HeoOXiguuY TepMiH (42,6%), BimMOBY mallieHTa Bif TiKyBaHHS aHTaroHiCTaMu
BiTaMiny K (37,4%), ingekc CHADS, = 1 Ta peKOMeHpalio JliKaps He IPOBOAUTH JIiKyBaHHS
aHtaronicramu Bitaminy K (21,3%), HeMOXIuBiCTh 3a6e3MeYnUTH JOTPUMAHHS MAIliEHTOM iHCTPYKIIii
i3 3acTocyBaHHS aHTaroHicrta Bitaminy K (15%) Ta cknagHiCTH/IPOTHO30BaHy CKJIaAHICTh BUXOAY Ha
3B’30K 3 TalliEHTOM y BUIIagKaX HeoOXimHOCTi HeralHOl 3MiHu fo3yBaHHA (11,7%).

Hocnimxenuss AVERROES 0yi1o 3aBepiiieHO OCTPOKOBO 3a PEKOMeHalliaMu He3anexkHoro Komitety
3 MOHITOPUHIY JAaHUX Y 3B'43KYy 3 OTPUMaHHIM [1€PEKOHJIUBUX [10Ka3iB 3HUXKEHHSA YaCTOTHU IHCYJIbTY
Ta CUCTEMHOI eM0OJIil y MOemHaHHI 31 COpUSITIUBUM ITpodineM Oe3meKu mpenapary.

CyMmapHa YacToTa IpUIIMHEHH JTiKyBaHHS Yyepe3 HebaxkaHi peakiil y mocnimxkenHi AVERROES
ctanoBuma 1,5% mnpu 3acTocyBaHHi amikcabany Ta 1,3% Ipu 3aCTOCYBaHHI alleTUIICAIILIUIIOBO1
KHCJIOTH.

Y npoMy moCTifXKeHHi JTiKyBaHHS anikcabaHOM 3a0e3medyBao CTaTUCTAYHO AOCTOBIPHY IlepeBary 3a
TIEPBUHHOIO KiHIIEBOIO TOYKOI0 MPOodinaKTUKY iHCYNbTY (TeMopariyHoro, itmemiyaoro a6o
HEYTOUYHEHOTO0) UM CUCTEeMHOI eMOo0tii (muB. Tabnuiito 4) MOPIiBHSIHO i3 3aCTOCYBaHHSIM
alleTUICATIIIUIIOBOL KUCIIOTH.

Tabmnuig 4

Kmo4oBi pe3ynbTaTi eeKTUBHOCTI [J1s NALiEHTIB 3 QiOpuinsiiiero nepencepas, 1o 6panu y4acTs y
pocnimxkenHi AVERROES

IToka3HUK Ammikcaban |AueTtuncarinu-noBa|CiiBBigHOIIEHHS |[3HAYEHHS p
N = 2807 [kucmnorta PU3UKIB
n (%/pik) [N = 2791 (95% [I)
n (%/pik)
[HCynbT abo cucteMHa emOomig* |51 (1,62) [113(3,63) 0,45 (0,32; 0,62) |<0,0001
[leMiYHUNM YU HEYTOYHEHUU 43 (1,37) |97 (3,11) 0,44 (0,31; 0,63)
IHCYJIbT
['eMoOparigyHuil iHCYNIbT 6 (0,19) 9 (0,28) 0,67 (0,24; 1,88)
CucteMHa eM0OOTis 2 (0,06) 13(0,41) 0,15 (0,03; 0,68)




[HCYnbT, CUCTeMHa eMOO0JTid, 132 (4,21) 1197 (6,35) 0,66 (0,53; 0,83) 10,003
indapkT MioKapmga abo cMepPTh
BHACJIIIOK 3aXBOPIOBAHHSA CyIuH*'

[HbapKT MioKapaa 24 (0,76) |28 (0,89) 0,86 (0,50; 1,48)
CMepTh BHACIIOK 3axBopioBaHHs |84 (2,65) [96 (3,03) 0,87 (0,65; 1,17)

CyOuH

3aranbHa CMEpPTHICTD' 111 (3,51) 140 (4,42) 0,79 (0,62; 1,02) 10,068

* O1iHKa 3a [I0IIOMOTI'0I0 CTPATEeTil IOCIimOBHOI MEePeBipKY TinoTes, po3pobIeHol TaKUM YUHOM, 11100
KOHTPOJIIOBATH CyMapHY MOXuOKy I TUIY Y HOCTimXKeHHi.

T BropuHHa KiHIleBa TOYKa.

CTaTUCTUYHO [IOCTOBipPHA Pi3HUIIA V YACTOTi CUIIbHUX KPOBOTEY IIPU 3aCTOCYBaHHi amikcabaHy Ta
alleTUIICAIIIMII0BOl KUCIOTH Oyyia BigCyTHSI.

IMauieHmu i3 HeKianaHHow Gibpussauiero nepedcepdv (HPII) i3 20cmpum KOPOHAPHUM CUHOPOMOM

(CKC) ma/abo maki, wo nidasearoms yepe3wKipHOMY KOPOHAPHOMY empyydHHI0 (YKB)

Hocnigxenasas AUGUSTUS - BigkpuTe paHIOMi30BaHE KOHTPOJIbOBAHE MOCIII2KEHHS, 110 Mao
¢daxTopianbHUY Ou3aiiH 2 Ha 2 - Oyno 3anydeHo 4614 nanienTis i3 HOII, aki manu I'KC (43%) Ta/abo
neperecnu YKB (56%). Bci marieHTy oTpuMyBaniu OCHOBHE JIiKyBaHHSA iHTi0iTopoM P2Y12
(xmoniporpens: 90,3%), 110 IpU3HavYaBCs BiATIOBIAHO OO0 MiCLIeBUX CTAHOAPTIB JIiKyBaHHS.

[MamienTiB mo 14 mi6 micnst 'KC Ta/abo YKB paHpmoMisyBanu [jist OTpUMaHHS anikcabaHy y 0o3i 5 mMr
nBiui Ha moOy (2,5 Mr aBiui Ha moOy, SKIIO MAI[iEHT BiAmoBigaB mBoM abo Oinbiile KpUTEpPisIM
3HUKEHHS 1034; 4,2% oTpuMyBanu HUXKYY 0o3y) abo antaronicra Bitaminy K (ABK) Ta
anetuncaminunoboi kucnotu (ACK) (81 mr pa3 Ha no0y) abo mnanebo. CepeqHiit BiK mallieHTiB
cTaHoBUB 69,9 poky, 94% paHmoMi3oBaHUX MAIlieHTiB Manu 6an > 2 3a mkanoo CHA,DS,-VASci47%
nauieHTiB Manu 6an > 3 3a mkanoi HAS-BLED. [Ins narieHTiB, paHgoMi30BaHUX AJI OTPUMAHHS
ABK, nponopiisa yacy y TepaneBtuuHoMy aiana3oHi (YTII) (MHB 2-3) craHoBuna 56%, npu 4oMmy
32% wmanu yac Merre YT i 12% manu yac 6ineine YT,

[TepBunHOI0 MeTot0 HocrnigkeHHs AUGUSTUS 06yio orinuTy 6e31eKy, a IepBUHHOIO KiHIIEBOIO
TOuKOI0 OyJia BenrKa abo KIIiHiYHO 3HauyIlla HecuibHa KpoBoTeda 3a Kputepigsmu ISTH. V rpymi
NopiBHSAHHSA anikcabaHy Ta ABK mepBrHHa KiHIIeBa TOYKa - BeJiiKa abo KITiHiYHO 3HauyIlla HeCUIbHa
KpoBOTeyYa 3a Kputepigmu ISTH gepes 6 micanis - Bigmivanack y 241 (10,5%) i 332 (14,7%)
nalieHTiB BifmoBigHO y rpynax anikcabany Ta ABK (BP = 0,69, 95% [II: 0,58, 0,82, 2-cToponHE
p<0,0001 gms He meHIoi epekTuBHOCTI Ta P< 0,0001 mns Bumoi edhekTuBHOCT). [Tt ABK
MOoOaTKOBUH aHaui3 i3 BuKopucTaHHsaM miarpyn YTl mokasas, 110 HalBuUIlla YacTOTa KpoBoTeyd Oyna
acorrifioBaHa i3 HauHWXKYUM KBaptusieM UT][]. YacToTa KpoBOoTeY Oya OMHAKOBOIO IIPH IOPiBHSIHHI
3acTocyBaHHS amikcabany i3 3actocyBanHsiM ABK y migrpymi mpu HaiBumomy kBapTunio YT, [Tpu
nopiBusHHI ACK i3 nane6o nepBrHHa KiHIleBa TOYKa - MacHBHa ab0 HeMacUBHA KITiHIYHO 3HAYyIla
KpoBOTeyYa 3a Kputepiamu ISTH gyepes 6 micsuiB - BigMmidanacek y 367 (16,1%) i 204 (9,0%) nawieHTiB
BigmoBigHo y rpynax ACK Ta mnaue6o (BP = 1,88, 95% [II: 1,58, 2,23, nBocTtoporHe p<0,0001).

30KpeMa, y TAIli€HTIB, SKi OTpUMYyBasy JiKyBaHHS amnikcabaHoOM, BelrKa abo KIiHIUHO 3HaYyla
HecuJIbHa KpoBoTeya HacTaBajna y 157 (13,7%) i 84 (7,4%) nauienTiB BignoBigHo y rpynax ACK ta
nnaune6o. Y mamienTis, ki oTpumyBanu nikyBaHHS ABK, Benuka a6o KJTiHiYHO 3Hauyllla HECUJIbHA
KpoBoTeua HacTaBasa y 208 (18,5%) ta 122 (10,8%) nauienTis BigmosigHo y rpynax ACK Ta mnate6o.

[nmi eekTy NMiKyBaHHS OIIiHIOBAJIKMCH K BTOPMHHA MeTa AOCTiAkKeHHS i3 KoMOiHOBAHUMU KiHIIEBUMU



TOYKaMHWH.

[Tpu nopiBHSHHI anikcabany 3 ABK koMmOiHoBaHa KoMOiHOBaHa KiHIleBa TOUKa - CMePTh ab0 ITOBTOPHA
rocmiTtanmizanis - Bigmidamach y 541 (23,5%) ta 632 (27,4%) nallieHTiB BiAIOBIAHO y TPymIax
amikcabany Ta ABK. Kom6inoBaHa KiHIIeBa TouKa - CMePTh abo imeMiyHe ycKnagHeHHS (iHCYTIBT,
iHdapkT Miokapma, TPoMO03 cTeHTy abo HeBigK/IagHa peBacKyJspu3allis) - Bigmivanacek y 170 (7,4%)
ta 182 (7,9%) mamienTiB BigmoBigHo y rpynax anikcabany Ta ABK.

[Tpu nopiBasiHi ACK 3 mmane6o komOiHOBaHa KiHIleBa TOYKa CMepTh a0 IOBTOPHA rocIiTanmisalis
Bigmivanack y 604 (26,2%) ta 569 (24,7%) mattienTiB BignosigHo y rpynax ACK Ta maue6o.
Komb6iHoBaHa KiHIleBa TOYKa - CMepTh abo ileMiuHe ycKmagHeHHs (iHCYnbT, iHpapKT MioKapaa,
TpoM003 cTeHTa ab0 HeBiIKIagHa peBacKyisapu3aliis) - BigMivanack y 163 (7,1%) ta 189 (8,2%)
nauieHTiB BigmoBigHO y rpymnax ACK ta mmaue6o.

ITauieHmu, AKuM nposodsambs Kapdiosepcito

EMANATE - BimkpuTe 0araTolleHTpOBe JOCifKeHHs, B AsKoMy Opasnu ydacTb 1500 marfieHTiB 3
HeKJanaHHo0 pibpunsimieio nepenacepnasb (HOTI), ski He npuiiMany aHTUKOATyISHTH ab0 OTPUMYyBaIn
niKyBaHHS MeHIe 48 roguH i sKuM OyJ10 3aIIaHOBAHO MTPOBENEHHS KapaioBepcil.

Panpowmizatiito maiieHTiB Oy10 TPOBEOEHO y CIiBBimHOLIEeHH] 1:1 Ha rpymy, 110 TpuiMaiy anikcabax
abo renapuH Ta / abo aHTaroHictu Bitaminy K mms npodinakTuku ceprieBo-CyIUHHUX MOMIiH.
EnekTtpuuny Ta / abo ¢hapMaKoJIOTiYHY KapAioBepcito MpOBOIUIIH ITicyIsd IPUHAWMHI 5 103 anikcabaHy
o 5 Mr 2 pa3u Ha fieHb (abo 1o 2,5 Mr [IBidi Ha ieHb ¥ OKpeMuX IalieHTiB*) abo npuHaliMHi yepe3 2
roguHu micns 10 Mr HaBaHTaXKyBaslbHOI 103U (@00 5 M HaBaHTaXKyBaIbHOL 03U Y OKPEMUX
NalieHTiB)*, Ko 0yI0 HeoOXigHO MPOBECTU KapaioBepcito paHimre (* guB. po3gin «Croci6
3aCTOCYBaHHS Ta AO3W»).

Y rpymi nikyBaHHS anikcabanoMm 342 nanieHTH OTPHMYBaJd HaBaHTaxXyBaJbHY 103y (331 marieHT
oTpuMyBaB 103y 10 mr, a 11 oTpuMyBanu go3y 5 mr).

Y rpyni nikyBaHHS anikcabaHoM (n = 753) He Oyno incynbTiB (0%), y rpymi NiKyBaHHS TelapuHOM Ta
/ abo aHTaronicramu Bitaminy K (n = 747, RR 0,00, 95% CI 0,00, 0,64) crioctepiranu 6 (0,80%)
IHCYJIBTIB.

CMepTh 3 yCix IpuUyuH crocTepirany y 2 nauieHTiB (0,27%) y rpymi nikyBaHHS amikcabaHoMm Ta y 1
namienTa (0,13%) y rpymi nikyBaHHS remapuHoM Ta / abo aHTaronictamu Bitaminy K. TIpo Bunagku
cuCcTeMHOI eM00JIil He IOBiMoMIISIIIOCS.

Bumapku cunbHUX Ta KJTiHIYHO BaXK/IMBUX HECUIBHUX KpPOoBOTed crocTepiranu y 3 (0,41%) ta 11
(1,50%) nauieHTiB BifmoBigHO y rpymi NnikyBaHHS anikcabanom mopiBHgHO 3 6 (0,83%) ta 13 (1,80%)
nallieHTaMH y TPy JIiKyBaHHS TellapuHoM Ta / abo aHTaroHictamu BitaMiny K.

[TpoBenieHe TONIYKOBe [OCTIKEHHS [T0Ka3asio IOpiBHIOBaHY e(eKTHBHICTh Ta 6e3MeKy MiX IpynamMu
JiKyBaHHS amikcabaHOM Ta remapriHoM Ta / abo aHTaroHicramu Bitaminy K mig gac kapgiosepcil.

JIikyeanua TI'B, aikyeaHHA TEJIA i npogisakmuxka peuudusie TI'B ma TEJIA (BTEx).

Kniniyna nporpama (AMPLIFY: anikcabaH mopiBHSAHO 3 eHOKcanapuHoMm/Bapdapunom, AMPLIFY-
EXT: amikcaOaH mopiBHsHO 3 maie6o) Oyna po3pobiieHa 3 MeTO OeMOHCTpalii e(peKTUBHOCTI Ta
6e3neku amikcabany s nikyBauHs TI'B Ta/abo TEJIA (AMPLIFY) Ta po3IIMpeHux MOXKIIUBOCTEH
npemnapary y npodinaktuti perunusiB TI'B Ta/a6o TEJIA nicns 6 - 12 micsuiB nmikyBanHs TI'B Ta/a6o
TEJIA 3a momomoroio aHTHKOarynsHTiB (AMPLIFY-EXT). O6unBa mociifgkeHHS 0yu



PaHIOMi30BaHUMU IIOABINHO CIIIMUMU MiXKHapPOOHUMH BUNIPOOYBaHHSIMU Y MapanelbHUX I'PyIax, 110
ITPOBOMMIIKCS 3a YYACTIO MAlliEHTIB 3 CAMITOMATUYHUM IPOKCHManbHUM TI'B a00 CHMIITOMaTUYHOIO
TEJIA. Yci ocHOBHI KiHIleBi Touku 6e3meku Ta eeKTUBHOCTI OIIHIOBAIUCS He3aleXKHUM KOMIiTeTOM

Ha OCHOBi 3aMaCKOBaHUX JaHUX.

HocaiosxcenHs AMPLIFY.

Y mocnigxenni AMPLIFY 5 395 nauienTiB 6ynu paHnoMi3oBaHi y: Tpymy NiKyBaHHS amnikcabaHOM
nepopasbHo 1Mo 10 Mr 2 pasu Ha Ho0y IpOTAroM 7 OHIB 3 IMOJaIbIIMM 3aCTOCYBAaHHSM allikcabaHy
TIepopajIbHO 10 5 MT 2 pa3u Ha fo0y MpOoTATroM 6 MicsliB, TPyIy JiKyBaHHS €HOKCAlapuHOM II0

1 Mr/Kr 2 pa3u Ha no0y HiAmKipHO MPOTATOM IpUHAUMHI 5 [HIB (IO moCcATHEeHHS Moka3Huka MHC
(MizkHapo[He HOpMaJli3oBaHe CIiBBiIHOIIEHH) 3 2) Ta TPyIy JiKyBaHHS BaphapuHOM (IIiTbOBUN
niana3oH 3HaueHb MHC 2,0 - 3,0) nepopabHO MPOTATOM 6 MiCAIIiB.

CepepHil Bik HallieHTIB CTaHOBUB 56,9 poky, i y 89,8% paHmoMizoBaHUX MAalli€HTIB CIIOCTEPIiranucs
HeIpOBOKOBaHi sBuia BTE.

Y matieHTiB, 9Ki yBilIIIM [0 TPyny BapdapuHy, cepenHill BifCOTOK Yacy nepeOyBaHHS Y
TepamneBTUYHOMY fiamna3oHi moka3uuka MHC (2,0 - 3,0) ctanoBuB 60,9. AmmikcabaH TpoIeMOHCTPYBaB
3HUKEHHS YaCTOTH PeluanBYI040i cuMnToMaTuyHOl BTE a0 meTanbHUX BUMIAAKIB, TOB'I3aHUX 3
BTE, npu pi3HUX 3HaY€HHSIX CePeIHbOr0o Yacy TepaneBTU4YHOro BikHa MHC. [In15 HauBUILIOT O
KBapTHUJIIO BiTHOCHO [0 CepPeNHbOT0 3HAYEHHS, CIIiBBiIHOIIEHHS PU3UKIB [JId amikcabaHy Ta
eHOKcamnapuHy/Bapdbapuny ctanosuso 0,79 (95% I 0,39; 1,61).

Y npoMy mocrifizkeHHi Oy10 MoOKa3aHo, 110 anikcabaH He MOCTYNa€EThCS eHOKcanapuHy/BaphapuHy 3a
TaK0I0 KOMOiHOBaHOIO ITIEPBUHHOI0 TOUKOIO, K KJTacH(ikoBaHa peuuauByoda cumntoMaTuyHa BTE
(TT'B a6o TEJIA 6e3 yeTaJIbHUX HACIIOKIB) Y JIeTaJIbHUHI HACIINOK, ITOB’s13aHui 3 BTE.

EdekTuBHiCTH anikcabaHy Mif 4ac mo4aTKOBOro Kypcy nikyBaHHS BTE Oyra mOpiBHSHHOIO A7
IallieHTiB, SIKi ofepXKyBa/Iu Ipenapart 3 MeTolo jikyBaHHs TEJIA [BigHOoCHUY pusuk 0,9; 95% M1 (0,5;
1,6)] ra TT'B [BigHOCHU#M pu3uk 0,8; 95% I (0,5; 1,3)]. EQekTUBHICTb AJIg Pi3HUX HiATPYII, Y TOMY
YHUCITi Knlacu(iKoBaHUX 3a BiKOM, CTaTTIO, iHAeKcoM MacH Tina (IMT), pyHKIIi€0 HUPOK, BEJTUUUHOIO
noka3Huka TEJIA, micieM po3ramyBaHHS TpoMOy TI'B, a TakoX nonepegHiM 3aCTOCyBaHHSIM
napeHTepaNbHOr0 refapuHy, v oMy Oyiia nogibHoio.

OCHOBHOIO IIEPBUHHOIO KiHIIEBOIO TOUKOIO [I7Ig aHai3y 6e3neku Oyna KpoBoTeda. Y LIbOMY
OOCIiIXKeHH] amikca0aH BUSBUB CTAaTUCTUYHO BaroMi IepeBaru MOPiBHSIHO 3 eHOKCallapuHOM/
BapdapuHOM 3a IePBUHHOK KiHIIEBOIO TOUYKOI0 Oe3mneku [BimHocHuM pusuk 0,31, 95% moBipuuit
intepsan (0,17; 0,55), Bemuuuna P <0,0001] (muB. Tabmuilio 5).

Tabnuus 5
PesynbTaTy aHanidy KpoBoTed y gociigxkendi AMPLIFY

[ToKa3HUK Amikca0aH ExokcamapyH / BapdapuH |BimHOCHUM PHU3UK

N=2676 N=2689 (95% [I)

n (%) n (%)
3HayHa 15 (0,6) 49 (1,8) 0,31 (0,17; 0,55)
3nayna KHBK 115 (4,3) 261 (9,7) 0,44 (0,36; 0,55)
He3HauyHa 313 (11,7) 505 (18,8) 0,62 (0,54; 0,70)
Yci Bugu 402 (15,0) 676 (25,1) 0,59 (0,53; 0,66)




BcraHoBneHa 3Ha4Ha KpoBoTeda Ta KpoBoTeua KBHK (KimiHiguHO BaromMa HecHIIbHa KPOBOTeYa) y
Oynb-gIKill aHaTOMIYHIN [iNAHII, K IpaBuUso, Oyau HUXKYUMU Y TPYII arnikcabaHy MOPiBHSAHO 3
rpymoo eHOKcanapuHy/Bapdapuny. KnacudikoBana 3a cuctemoro ISTH 3HauyHa HITyHKOBO-KHIIKOBA
KpOBOTeYa MaJjia Micie y 6 namieHTiB (0,2%), SKUM 3aCTOCOBYBasu anikcabaH, Ta y 17 mallieHTiB
(0,6%), ki mpuiiMany eHOKcanapuH/BaphapyrH.

Locaioxncenna AMPLIFY-EXT.

Y mocnipxenni AMPLIFY-EXT 2482 nauientu 6ynu paHnoMi3oBaHi B rpyITy JIiKyBaHHS amikcabaHOM
1o 2,5 Mr [iBiui Ha mo0Oy mepopasbHO, B TPYIy JiKyBaHHS anikcabaHOM 10 5 Mr ABidi Ha Ho0y
nepopajbHOo abo B Ipymy JIiKyBaHHS Ialie00 MpoTaroM 12 MicAliB micis 3aBepleHHs I04aTKOBOTO
KYypCy JIiKyBaHHS aHTUKOAryassHTaMu npoTtarom 6 - 12 micsanis. Cepen Hux 836 narientu (33,7%)
Opanu yyacTs y mocnigxkenHi AMPLIFY nepep 3anydyeHHsIM 1o y4dacTi y mocnigxkenHi AMPLIFY-EXT.

CepenHil BiK mallieHTiB cTaHOBUB 56,7 poky, 1y 91,7% paHmoMi3oBaHUX Malli€HTIB CIOCTEPIraInucs
HeIpOBOKOBaHi sBuia BTE.

Y mpomy mocmimkeHHi 06uaBi 103U anikcabaHy BUSBUIKA CTAaTUCTAYHO BaroMi IlepeBaru MOPiBHSIHO 3
n1ane60 3a TaKO NEPBUHHOIO KiHIIEBOIO TOUKOIO, IK CUMITOMaTU4Ha peruausyioda BTE (TTB uu
TEJIA 6e3 meTanbHUX HACHiOKiB) a00 neTanbHi Hacaigku 3 OyOb-gKOl TPUYUHY (OUB. TaOMUIRO 6).

Tabmu1sa 6
Pe3ynbTaTy OIiHKY e(eKTUBHOCTI y mocmigkenHi AMPLIFY-EXT

[ToKa3HUK Amikcaban |Amikcaban [[Inane6o |BigHocHwu# pu3uk (95% 1)

2,5 Mr 5,0 MT AnikcabaH AnikcabaH

(N=840) (N=813) (N=829) |2,5 mr nopiBasHO 3[5,0 Mr

nare6o MOPiBHSHO 3
mareto

n (%)
JleTaTbHUI HaACIIiOOK 19 (2,3) 14 (1,7) 77 (9,3) 10,24 0,19
yepes peuunus BTE a6o 3 (0,15; 0,40)* (0,11; 0,33)*
OyIb-IKUX IPUUNH
T B* 6 (0,7) 7 (0,9) 53 (6,4)
TEJIA * 7 (0,8) 4 (0,5) 13 (1,6)
JleTanbHu# Hacnaigok 3 |6 (0,7) 3 (0,4) 11 (1,3)
OyIb-IKUX IPUUNH
JleTaTbHUM HACIIOOK, 14 (1,7) 14 (1,7) 73(8,8) 10,19 0,20
[I0B’SI3aHUY 3 PELIUANBOM (0,11; 0,33) (0,11; 0,34)
BTE abo 3 BTE
JleTanbHUM HACIIOOK, 14 (1,7) 14 (1,7) 76 (9,2) 10,18 0,19
[I0B’SI3aHUY 3 PELUINBOM (0,10; 0,32) (0,11; 0,33)
BTE a0o cepiieBo-
CYIUHHUMUI
MOPYIIeHHSIMHI
TT'Bt 6e3 meTanbHOTO 6 (0,7) 8 (1,0) 53 (6,4) 0,11 0,15
HaCJIiIKy (0,05; 0,26) (0,07; 0,32)
PET 6e3 jieTaJIbHOT O 8 (1,0) 4 (0,5) 15(1,8) (0,51 0,27
HaCJIiKy (0,22; 1,21) (0,09; 0,80)
JTeTaIbHUM HACIIIIOK, 2 (0,2) 3(0,4) 7 (0,8) 0,28 0,45
1oB 13auuil 3 BTE (0,06; 1,37) (0,12; 1,71)




¥ 3nauenHs p <0,0001.

* [l MallieHTIB, y IKUX CIIOCTepiranocs GisbIlle OHOTO SBUIIA - CKJIaJlOBOT0 KOMIIJIEKCHOI KiHIIeBO1
TOYKH, YV 3BiTi 3a3HavdasIu Nullle nepiie gBullle (Halmpukiaf, SKII0 Y YYaCHUKA OOCHiAXKEeHHS
crioctepiranocs crnovaTky sBuille TI'B, a motim TEJIA, mo 3BiTy BHOCUNHU nuiiie sBuile TI'B).

1 ¥V okpemux oci0é MOTJI0 BUHUKHYTH Oilbllle OOHOTO SIBUINA, i BOHM MOT/IM OyTH 3a3Ha4yeHi B 060X
Knacudikalisax.

EdexTuBHicTh anikcabany y npodinakrtuii peruauBy BTE 3anuinanacs cTabinbHOIO ¥ pPisHUX
HiATpynax, y TOMy 4YHCIIi Kiacu(pikoBaHUX 3a TAKUMU O3HaKaMH, SK BiK, CTaTh, iHAEKC MacH Tijla Ta
GYyHKIIS HUPOK.

[TepBUHHOIO KiHIIEBOIO TOYKOIO Ge3meku Oyna 3Ha4Ha KPOBOTEYa IIPOTITOM Iepioxy JiKyBaHHS. Y
ITbOMY [IOCIIiI>KeHHI YacTOoTa 3HAaYHUX KPOBOTEY IJIsi 060X 03 amikcabaHy He Majla CTaTUCTUYHUX
BimmiHHOCTeH Bif mnaie6o. He 6yro Bif3HaueHO CTaTUCTAYHO BaroMoi pi3HHUIIi 3@ 4aCTOTOI0
BUHVKHEHHS 3HAYHUX, He3HAYHUX KpoBOTeY, KpoBoTed KBHK Ta ycix KpoBoTeu MixX Ipynamu
3aCTOCYyBaHHS amikcabaHy y 0o3i 2,5 Mr [Biui Ha o0y Ta mnatebo.

Knacuodikosara 3a cucreMor [STH 3HayHa NITyHKOBO-KUIIIKOBA KPOBOTEYA CIIOCTepiranacsa y 1
(0,1%) namienTa, sKu# npuiiMaB amikcabaH y mo3i 5 Mr gBiui Ha fo0y, He CIIOCTepiranach y 2K0QHOTO
3 malienTiB, sSKi npuiiMany anikcabaHs y go3si 2,5 Mr fBiui Ha no6y, Ta Oyna BigmiueHa y 1 (0,1%)
nalieHTa, SKUi mpuiMas maieoo.

3aCTOCyBaHHA lefiaTpUYHUM IallieHTaM
Hapasi HeMae 3aTBepAKeHUX IeAiaTPpUUYHUX I0Ka3aHb (AUB. PO3Oin «IiTu»).

ITpoinakmuka BTE y nediampuvHux nayieHmie 3 20cmpum aimpobsacmHuM aetikozom abo
Aimgpobaacmuorw aimgpomoro (I'J11, JIJI)

Y nmocnigxenni PREVAPIX-ALL 512 marrienTiB Bikom = 1 mo < 18 pokiB, y IKUX HeIoaBHO Oy10
miarHoctoBano I'JIJT a6o JIJI Ta siKi oTpuMyBaiu iHOYKILIAHY XiMioTeparito, BKII0Yalyn
acrapariHasy, 10 BBOUIIACs Yepe3 BeHO3HUM KaTeTep, Oynu paHmomizoBaHi 1: 1 oy mpoBeeHHS
BimkpuTOl TpoMOoOIpodinakTUKy 3 anikcabaHoM abo 3aCTOCyBaHHS CTaHAapTHOI Teparrii (6e3
CHUCTEeMHOI aHTHKOarynsiii). AnmikcabaH 3aCTOCOBYBaIu ¥ pexuMi (ikcoBaHOI 103, 1110 3aJI€KUTH Bif
MacH Tifa naiieHTa Ta 0yB po3po0yieHul oIl OOCATHEHHS eKCII03Ulliii, TOPiBHAHHUX 3 TAKUMHU Y
OOPOCTHUX, SIKi OTPUMYBaNM 2,5 MT IIbOTO JiKapChKOro 3aco0y ABidi Ha moOy (ouB. Tabnuio 8).
AmikcabaH 3aCTOCOBYBABCS y JTiKapchKii popmi Tabnetok 2,5 Mr Ta 0,5 Mr abo po3yuHy AJIs
nepopasnbHOro 3actocyBanHs 0,4 mr/mi. CepemHst TPUBAJICTh €KCITO3UIIi] B TPyMi amikcabaHy
CTaHoOBHJIA 25 OHIB.

Ta0oauinsa 8
Io3yBanH4 amikcabany B gocrmigxkenHi PREVAPIX-ALL

Maca Tina PeKuM 103yBaHHS

Bim 6 mo 10,5 kr 0,5 Mr nBigi Ha KOOy

10,5 mo 18 xr 1 Mr pBiui Ha moOy

18 mo 25 kr 1,5 mr gBiui Ha 00Oy

25 mo 35 kr 2 Mr nBiui Ha mo0y

> 35 KT 2,5 Mr nBigi Ha goOy




[TepBUHHOIO KiHIIEBOIO TOYKOI0 e(heKTUBHOCTI OyJla CYyKYIIHICTh BCTAaHOBJIEHUX BUIIA[IKiB
CUMIITOMaTUYHOTO Ta 6€3CUMITOMHOTO HEJIETAJIbHOTO TPOMO03y rITuOOKUX BeH, TpoMboeMOboItii
JIeTeHeBol apTepii, TpoM603y 11epedpanTbHOr0 BEHO3HOT'0 CHHYCA Ta CMEPTi, ITOB'I3aH01 3 BEHO3HOIO
TpoMboeMOotie0. YacToTa MepBUHHOI KiH1IeBOI TouKY edekTuBHOCTI cTaHoBUIa 31 (12,1%) y rpymi
amikcabany mpotu 45 (17,6%) y rpyni cTaHmapTHOTO JIiKyBaHHS. BifHOCHE 3HUXKEHHS PU3UKY He
[OCATIIO 3HAUYIIOCTI.

Kinnesi Touku Oe3meKu OIiHIOBaIUCS BimmoBigHo mo kputepiiB ISTH (MixHapomHe TOBapUCTBO 3
BUBYEHHA IIpo6yieM TpoM0O03y Ta remMocTta3sy). OCHOBHa KiHIleBa TOYKa 0e3IeKH - BeJluKa KpoBoTeua -
BuHUKIa y 0,8 % manieHTiB B 000X rpynax jgikyBanHs. Kniniyno Baroma HecunmbHa KpoBoTeda (KBHK)
BuHUKIA B 11 marienTis (4,3 %) y rpymi anikcabany Ta 3 nauieHTiB (1,2 %) y rpymi cTaHgapTHOTO
nikyBaHHs. Hattmomupenimumu KBHK, 1110 BInmuHYIM Ha Pi3HUIIO B JTiKyBaHHi, Oy/T1 HOCOBI
KPOBOTEYi Bifl JIETKOT0 [0 IIOMipHOTO CTyIleHs IHTeHCUBHOCTI. He3HayHi KpoBOTEeYi BUHUKIN Y 37
nalieHTiB y rpymi anikcabany (14,5 %) ta y 20 narmiesTis (7,8 %) y rpymi cTaHAapTHOTO JIiIKyBaHHS.

ITpoginakmuka mpomboemboii (TE) y dimeli 3 8podxceHuMu abo Habymumu sadamu cepuys

SAXOPHONE - ne parmoMizoBaHe BifkpuTe 6araToOIeHTPOBE MOPiBHSIIbHE NOCTimKeHHs 2:1 3a
ydacTIo TallieHTiB BikoM Big 28 gHiB no 18 pokiB i3 BpomkeHuMy abo HaOyTHMU BafjaMU CepIIs, IKi
noTpeOyIOTh 3aCTOCYBaHHS aHTUKOATyJISHTIB. [lallieHTH oTpuMyBanu amnikcabaH abo cTaHOapTHY
TpoMOOIIpOodiNnakKTUKy aHTaroHicToM BiTaMiny K a00 HU3bKOMOIEKYISIPHUM TellapuHOM. AmikcaOaH
3aCTOCOBYBABCS Y pexuMi (HikKCOBaHOI 103H, 1110 3aJIeXKUTh Bifl MaCH Tijla MalliHTa Ta po3pobIeHrM
IJIS1 HOCATHEHHS €KCIIO3UIlil, ITOPiBHAHHOI 3 TAKOI0 y IOPOCIHX, SKi OTPUMYBAJX J03y D MT LIbOTO
niKapchbKOro 3aco0y ABiui Ha mo6y (ouB. Tabnuino 9). AnikcabaH 3aCTOCOBYBaBCS y BUTIISAI TaOIeToK
5 mr, 0,5 Mr a6o po34YuHy [Jg IepopanbHoro 3actocyBanus 0,4 mMr/mi. CepenHs TPHUBAiCTh
eKCIo3ullil B rpyti amikcabany ctanoBuna 331 meHs.

Tabmuig 9

Ho3yBaHH4 amikcabany B gocrigxkenHi SAXOPHONE

Maca Tina PeXuM J03yBaHHSA
Bim 6 mo 9 KT 1 mr pBiui Ha KOOy
O mo 12 kT 1,5 mr gBiui Ha J00y
12 mo 18 kr 2 MT [Biui Ha 100y
18 mo 25 kr 3 Mr aBiui Ha gOOy
25 mo < 35 KT 4 Mr [IBidi Ha 100y
> 35 KT 5 Mr aBiui Ha goOy

[TepBuHHa KiHIleBa ToYKa 0e3MeKH, CYKyIHICTh KpoBoTedY, Bu3HaueHux ISTH sik cunbHi i KBHK,
BuHuKIa B 1 (0,8 %) i3 126 mauienTiB y rpyni anikcabany Ta 3 (4,8 %) i3 62 mauieHTiB y rpymi
CTaHMIapPTHOTO JIiKyBaHHS. BTOpHHHI KiHIleBi TOuKM 6e31eKu: BCTaHOBJIEHA BeuKa KpoBoTedya, KBHK
Ta BCi BUIIAOKM KPoBOTeY, OyIu momgiOHUME 3a 4acTOTOI0 B 000X rpymax JiKyBaHHS. BropuHHa
KiHIleBa TO4YKa 0e3IeKu - IPUIMHEHHS IIPUIOMY J1iKapchKoro 3aco0y dyepe3 mobiuHy peakiliio,
HelepeHoCuMiCcTh abo KpoBoTeuy - Oyia 3apeecTpoBaHa y 7 (5,6 %) maiieHTiB y rpymi amikcabaHy Ta
1 (1,6 %) marienTa B Tpymi CTAaHAAPTHOTO JIiIKYBaHHS. Y KOMHOTO NallieHTa B 000X Irpymnax JIiKyBaHHS
He OyJo BUnagkiB TpomOboeMOomil. Y KomHil 3 rpyn niKyBaHHS He OyJI0 TeTaJbHUX BUIAKIB.

Lle mocnigxxeHHs 6yJI0 TPOCIIEKTUBHO Po3pobieHe s onucy eQpeKTUBHOCTI Ta Oe3meku yepes
O4YiKyBaHYy HM3bKYy 4acTOTy TE Ta KpoBOTeUi B I[iX oMy nsLil. Yepe3 CIoCcTepeXKyBaHy HU3BKY
4acTOTy BUHUKHEeHHS TE B I[bOMY [OCIIIIZKEHH] He BOaJ0CAd 0CTaTOYHO OLIHUTH CIIiBBIAHOIIEHHS
KOPUCTb-PU3UK.



€BpomelicbKe aTeHTCTBO 3 OI[iIHKY JIiIKapChKUX IIperapaTiB BiiTepMiHyBano 000B’I3KOBe HafaHHS
pe3yIbTaTiB OOCIigXKeHb 3aCTOCYBaHHS Ipemnaparty Emiksic ms mikyBaHHS BeHO3HOI TpoM6GoeMOotii
3a y4acTIo MallieHTiB ofHiel abo KimbKOX MigrpyI mamieHTiB guTsa4oro Biky (iHdopmartito mpo
3aCTOCYBaHHS OiTSAM OUB. y po3mini «Crocib 3acTOCyBaHHS Ta I03U»).

dapmakoKiHemuxka.
BcMmokTyBaHHS.

AbcomoTHa 0i0OCTYHICTE amikcabaHy IIpyu 3aCTOCYyBaHHI 703 70 10 MT BK/IIOUHO CTaHOBUTH
npubnau3no 50%. AnikcabaH IMBUIKO BCMOKTY€EThCS, MaKCUMaJibHa KoHIeHTpauis (C,,,) Ipenapary
mocaraeThcs yepe3 3 - 4 roguHu mmicng npuiioMy tabnetku. [Tpuiiom i3 ixeio He BriuBae Ha AUC a6o
C,.x allikcabaHy mpu 3acTtocyBaHHi o3u 10 mr. AnikcabaH MOXHa IpuiMaTH 3 izKeto uyn 6e3 1xi.

[Tpu mepopanbHOMY IIPUAOMI y 003aX, 110 He mepeBulyoTs 10 Mr, papMaKoKiHeTHKa amikcabaHy
IeMOHCTPYE JiHIHHME XapaKTep 3 JO030IPOIOPIiHHIM 3POCTAHHSIM eKCIIOo3uIlii. ¥ mo3ax 3 25 Mr s
amikcabaHy XapaKTepHe BCMOKTyBaHHs, 00MeKeHe PO3YUHHICTIO, Ta 3HUKEHa
6iogocTymnHicThk. [Toka3HUKAM €KCIO3ullil arikcabaHy IpruTaMaHHa HU3bKa abo moMipHa
BapiabeNbHICTH, 1110 BimoOpaxKaeThCs BHYTPIIIHbOIO BapiaOeNlbHICTIO B OMHOT0 YYaCHUKA B
Mexkax ~20% kKoedimienTa BapiaTuBHOCTi (KB) Ta BapiabenbHicTIO MiXK OaraTbMa
y4yacHuKaMu B Mexkax ~30% KB.

[Ticnsa nepopanbHOro 3acTtocyBaHHsA 10 Mr anmikcabaHy y BUTTISAAL 2 MoApiOHeHNX TaOIETOK 10 S5 MT,
cycnennoBanux y 30 MJT BOIM, €KCIIO3uIlis Oyia IOPiBHSIHHA 3 €KCITO3UINEIO ITiC/Is TepopasbHOTO
3aCTOCyBaHHA 2 LinbHUX TabneTok 1o 5 mr. ITicnsg nepopanbHOro 3actocyBanHs 10 Mr amikcabany y
BUTIAMI 2 moapibHeHux TabmeTok o 5 Mr 3 30 r g6myuHoro miope nokasuuku C,,, i AUC Oynu
HuKYUMHU Ha 20 % i 16 % BignmoBigHO MOPiBHSHO i3 3aCTOCYBAHHAM 2 LiTbHUX TabIETOK 10 5 MT.

3HMKEHHS eKCHOSI/I].Iﬁ He BBAXKAETHCS KITIHIYHO 3HAYYyIIUM.

[Ticns 3acTocyBaHHs nogpibHeHol TabmeTKU anikcabaHy 1o 5 MT, cyclieHmoBaHoi B 60 M 5 %
BOJIHOTO PO3UMHY I'/IIOKO3M i BBE[IEeHOI Yepe3 Ha3oracTpalbHUM 30H, eKCIo3ullis Oysa nopidHa o
€KCIIO3UIIi], 1[0 CIIOCTepiranacs B iHINX KITIHIYHUX JOCHIAXKEHHIX 3a Y4acTIO 3M0POBUX
1o6pOBOJIBLIIB, AKUM ITEPOPabHO 3aCTOCOBYBANIA OfHY TabNeTKy amikcabaHy IO 5 MT.

3 orysigy Ha ITPOTHO30BaHUM apMaKoKiHeTUUHUM ITpodink amikcabaHy, 110 Ma€e IPOMOPILiHHY
3aJIeXHICTh Bif 03U, pe3yNibTaTH MPOBEAEHUX MOCIigKeHb 0i0JOCTYITHOCTI 3aCTOCOBHI 10
HUXKYUX 103 amikcabaHy.

Po3zmogin.

3B’si3yBaHHS 3 OiIKaMu IJI1a3MH Y JIofel CTaHOBUTE mpubnu3Ho 87%. O6’eM po3nogminy (Vs)
CTQHOBUTH NMPUOIN3HO 21 JiTP.

BioTpancdopwmariiis Ta BUBEIEHHS.

AmikcabGaH BUBOTUTHCS 3 OpraHi3My Kinbkoma muisixaMu. [Ipubnusno 25% BBeOeHOI B OpraHiaM
JIIONVHMY 03U amnikcabaHy BUBOAUIOCH Y BUTTISAAI MeTaboMiTiB, Ipu YoMy Oinbilla YacTUHA MeTaboJIiTiB
BUBOAMIIacA 3 KajioM. HupKkoBuil KiipeHc amnikcabaHy 3a0e3nedye npuOau3Ho 27% Bif 3araabHOTO
KJIipeHCY. Y KJTiHIYHUX Ta OOKIIHIYHUX OOCTiAKEeHHAX CIOCTePIiraay fOOaTKOBY Pojib OiliapHOTOo Ta
IIPSIMOT0 KHIITKOBOTO MIJISIXiB BUBELEHHS IIpenapary.



3aranbHUY KJIipeHC amikcabaHy CTaHOBUTH MpuONMu3Ho 3,3 J1/Tof, a Mepiof HalliBBUBENEHHS
npubIM3HO HOPiBHIOE 12 TomuHaM.

OcHoBHUMU MexaHi3MaMmu GioTpaHchopmalii € O-meMeTuN0BaHHS Ta TiAPOKCUIIOBAHHS 3-
OKCOTIinepuauHinoBoro sigpa. Mertabosi3m anikcabaHy BinOyBaeThCs IepeBaXKHO 3a PaxyHOK
CYP3A4/5. He3nauHy ponb y MeTabosmizatii mpemapary Bigirpatiots CYP1A2, 2C8, 2C9, 2C19 ta 2]2. ¥
T71a3Mi KPOBi NTIOOWHY He3MiHeHU anikcabaH € OCHOBHOIO LIMPKYJIIOI0Y0I0 CIIOTYKOI0, TI0B’I3aHO0I0 3
IIUM JIiKapChKUM IIpenapaToM. LIMpKymounx aKTUBHUX MeTa00IiTiB Ipenapary y mia3Mi KpoBi
HeMae€. AnikcabaH € cyOCcTpaTOM TpaHCIOPTHUX 0inikiB, P-gp Ta 6ifka pe3ucTeHTHOCTI paKy MOJIOYHOI
3aJI03H.

[TalieHTH MITHBOTO BIKY.

Y nmatieHTiB NiTHHOTO BiKY (IIOHaA 65 POKiB) criocTepiraau OiNbIn BUCOKY KOHIIEHTpAIliI0 Ipenapary y
Ty1a3Mi KpoBi ITIOPIBHAHO 3 MOJIOAIIUMY NallieHTaMy; cepefHi 3HaueHHs AUC y mallieHTiB
JTHBOTO BiKy Oynu BuliuMu ITpubnu3Ho Ha 32 % Ta 6e3 3minu C,,,.

[TopymieHHs QYHKII1 HUPOK.

[MTopymieHHs QyHKIII HUIPOK He BIJIMBAJIO Ha IiKOBY KOHI[EHTpAIliio amikcabaHy. 3a pe3ybTaTaMu
OLIHKM KJipeHCY KpeaTuHiHYy OyJ10 BUSIBIIEHO, 1110 3pOCTaHHS €KCIO3ullii amikcabaHny Kopesoe 3i
3HUKEHHSIM QYHKIIM HUPOK. YV ocib 3 nerkuM (kiipeHc KpeaTusiny 51 - 80 mii/xB), moMipHUM
(kmipeHc kpeaTuHiny 30 - 50 mM1/XB) Ta TAKKUM (KJIipeHC KpeaTHHIHY 15 - 29 M1/XB) MOpyLIEeHHIM
GyHKIIII HUPOK KOHIIEHTpallig anikcabaHy y mia3Mi IOpiBHSIHO 3 0ocobaMu i3 HOpMaIbHUM KITipeHCOM
KpeaTuHiHy 3pocTasna Ha 16%, 29% Ta 44% BignosigHo. [TopyiieHHS QYHKIII HUPOK HE MaJio
BHPaXKeHOr0 BIIJIUBY Ha B3a€EMO3B 30K MiXK KOHIIEHTpalli€lo amikcabaHy B IJia3Mi KPOBi Ta
BHpaXKeHiCTIO IPUTHiYeHHd dakTopa Xa.

[Tpu 3acTocyBaHHi pa3oBoi f03u amikcabaHy (5 MT') ogpa3y micis reMofiani3y y malieHTiB 3
TepMiHaIbHOIO CTafi€l0 XpoHiyHOI HUPKOBOI HEJIOCTATHOCTI KOHIIEHTpAllis amikcabaHy 3pocTaia Ha
36% mopiBHSAHO 3 0c00aMu i3 HOpMaIbHUM KIIipeHCOM KpeaTHHiHY.

[TopymieHHs QYHKIII eYiHKY.

V mocnimkeHHi, ne 8 y4acHUKIB 3 IETKUM IOPYLIEHHSAM (QYHKIIIl TeYiHKH (KJ1ac A 3a IIKaJio0
Yaiinga - [1'10 3 ingekcoM 5 (n = 6) Ta 6 (n = 2)) Ta 8 y4yacHUKIB 3 IOMipHUM NOPYLUIEHHSAM (DYHKITi1
nevinky, (knac B 3a mkamoio Yainma - [1'10 3 ingekcom 7 (n = 6) ta 8 ( n= 2)) nopiBHioBanu 3 16
3[M0POBUMU NOOPOBOJBLSIMU 3 KOHTPOJILHOI rpynu, papMakoKiHeTHKa Ta ¢papMaKoguHaMiKa pa30Boi
mo3u amikcabaHny (5 Mr) He 3MiHIOBa/IaCh IPY HASIBHOCTI TIOPYIIEHHS (PYHKIIIl TeYiHKU. 3MiHu
aKTUBHOCTI MPUTrHiYeHHs GakTopa Xa Ta 3MiHM MiXKHAapPOTHOTO HOPMaIi30BaHOTO CIIiBBiTHOIIIEHHS
Oyu TOPiBHIHHUMY Y 3MOPOBUX JOOPOBOJIBIIB Ta MALi€HTIB 3 1eTKUM ab0 IIOMIPHUM IIOPYIIEHHSIM
GYHKIIII TeYiHKH.

Crats.

PiBeHb ekcno3util anikcabaHy y xkiHOK OyB mpu6nu3Ho Ha 18% BUIIKMM, HiX y YOJIOBIKiB.
ETHiyHe ITOXOOXKEeHHS Ta pacoBa IPUHAIEXKHICTb.

PesynbraTu mocmigxkens I ¢pa3u cBiguaTh PO BiACYTHICTH MOMITHOI Pi3HUIN MiXK MOKa3HUKaMHU

bapMakokiHeTUKY amikcabaHy y IpeNCTaBHUKIB €BPONEOINHOI, MOHTOJIOIHOI i HETPOigHOI pac.
PesynbraTy nonynAmiiHOro aHamily (apMaKOKiHETHKH, IPOBEAEHOr0 3a y4acCTIO Nalli€HTiB, SIKi



OTPUMYBAJM alikcabaH ITiCc/Is MIaHOBOI Omepallil 3aMiHu KyJbIIOBOTO ab0 KOJIIHHOTO CYyTI00a,
y3TOIKYBaIUCh i3 pe3yNbTaTaMu JOCTiAKeHb | da3u.

Maca Tina.

fAK10 mOpiBHIOBATH €KCIO3HUIIi0 arnmikcabaHy y 0ci0 3 pi3HOI0 Macolo Tina, TO IPH Maci Tijla moHapm
120 Kr ekcrno3umisi 3HUKyBanach npudnmu3no Ha 30% MOPiBHSIHO 3 TAaKOW IMPU HOPMasbHil Maci (65 -
85 Kr), a mmsg Macu Tina HuxK4Ye 50 Kr 6yJI0 XapaKTepHe 3pOCTaHHS eKCro3ulii mpubnusuo Ha 30%.

dapmakonrHaMiYHUM/(papMaKOKiHETUUHNM B3a€EMO3B’ I30K.

dapmakokinetnyHe/dpapMakoguHaMmiune (OK/P[I) cmiBBigHOIIEHHS MiXK KOHILIEHTPAI€l0 amikcabaHy
y nna3Mmi Ta gesikumu @] KiHIleBUMM TOUKaM# (aKTUBHICTB IOO0 NpurHiveHHs pakropa Xa, MHC,
[T4, a4TY) orintoBanu Mmicnisi BBeJeHHS Pi3HUX 03 anikcabaHy B IMPOKOMY miama3oHi Big 0,5 mo

50 mr. Ha¥kpaumM YWHOM B3a€MO03a/IekHiCTh MiXK KOHIIEHTpalli€lo anikcabaHy B Myia3Mi KpOBi Ta
aKTHBHICTIO IPUTHIUEHHS (aKTopa Xa ONUCYE JiHiliHa Mofesb. CIiBBigHOIIEHHS
(bapMaKoKiHeTHYHNX/(hapMaKOLVHaMIYHUX TapaMeTpiB, BUSAB/IEH] y MAIi€HTIB, Ki OTPUMYBaIu
amikcabaH Iics mIaHoBOl onepallii 3aMiHuM KyIbIIOBOT0 a00 KOJIIHHOTO CyTrii00a, y3rogKyBauch i3
IIOKa3HUKaMU Y 300POBUX NOOPOBOJIBIIIB.

KrinigHi xapaKTepHCTHKH.
Iloka3zanus.

[TpodinakTuka iHCYNbTIB Ta CHCTEMHOI eM0OOIil y JOPOCNKX MallieHTiB 3 HeK/IalaHHO (ibpunsiieio
nepencepnb, SKi MaloTh OfUH abo0 Kinbka GpaKTOpiB pU3UKY, TAaKUX K HASBHICTh Y aHaMHe3i iHCYTbTy
YY TPAH3UTOPHOI illleMiuHOi aTaky, BiK Biff 75 POKiB, apTepiaibHa rinepTeHsis, HyKpoBull miaber,
CUMIITOMaTHYHa CeplieBa HeIOCTATHICTH (1IoHaiMeHIe Knac II 3a kimacudikarrieio HL}O-PIOpKCbKOi’
KapionorivyHoi acoriaiiii).

JlikyBauH$s TpoM003y riaubokux BeH (TT'B) Ta TpombGoeMOortil nerenesoi apTepil (TEJIA), a TakoXK
npodinakTtuka penunusiB TI'B ta TEJIA y mopocnux (iHdopmalis CTOCOBHO Malli€HTiB, AKi
crpaxpaioTs Ha TEJIA Ta MaoTh HecTabinbHy TeMoaHaMiKy, HaBefeHa y po3nini «OcobmuBocCTi
3aCTOCYBaHHS»).

IIpomunoka3aHHs.
[inep4yTnuBIiCTH O aKTUBHOI pe4OBUHU a00 10 6yab-IKOT0 TOTIOMiXKHOTO KOMIIOHEHTA.
KriHiyHO 3HauyIlla aKTUBHA KPOBOTEYa.

3axBOPIOBaHHS IEYiHKH, IKi CYIPOBOAXKYIOTHCS KOAryJIonaTi€lo Ta KIiHIYHO CYTTEBUM PU3UKOM
KPOBOTEYi.

[TaTonoris a0o cTaH, 10 CYIPOBOIKYETHCS 3HAUHUM PU3UKOM CHUITBHOI KPOBOTeYi (HampUKIIa,
HasiBHa a00 HeIoMaBHO IepeHeceHa BUPa3KoBa XBopoba IITyHKOBO-KUIITKOBOTO TPAKTY, HASBHICTh
37I0SKiCHUX HOBOYTBOPEHD 3 BUCOKUM PU3UKOM KPOBOTEUi, CBixKi TPaBMU T'OJIOBHOTO a00 CIIMHHOTO
MO3KY, HeIlloflaBHO IlepeHeceHi omepallil Ha r0JIOBHOMY, CIIHHHOMY MO3KY a60 oTabMOJIOTiuHi
BTPYy4YaHHS, HEI0JaBHi BHYTPIIIHhOYEPEIHi KPOBOTEUi, AiarHOCTOBaHe abo Mimo3pioBaHe BapuKO3He



PO3LIMPEHHS BEH CTPABOXOMY, apTepioBeHO3Hi Mab(opMallii, aHeBpU3MHU CY[UH, BUPaXKeHi
BHYTPIIHbOXPeOTOBI a60 BHYTPILIHROYEPETIHI CYyqUHHI aHOMaJTii).

OpHOYacHe 3aCTOCyBaHHS OyAb-SIKWX IHIINX aHTUKOATY/ISHTIB, HallpuKiag HeppaK1ioHOBaHOTO
remnapuHy, HU3bKOMOJIEKY/ISIDHUX rellaprHiB (EHOKCAlapyuH, JajabTellapuH TOII0), IOXiTHUX FellapuHy
(bonmamapuHYKC TOILO), TepopaabHUX aHTUKOATYISHTIB (BapdapuH, puBapokcabaH, mabirarpan
TOII[0), 3@ BUHSITKOM CIelU(pivHNX BUMAIKiB 3MiHU aHTHUKOATYISHTHOI Tepartii (TuB. po3nin «Cmocid
3aCTOCYBaHHS Ta N03U»): a00 BBeJeHHS HedpaKIioHOBAaHOTO rellapuHy y f03aX, HeoOXimHUX OIS
3abe3nedyeHHs IPOXiAHOCTI IeHTPaIbHOT0 BEHO3HOT0 abo apTepialbHOTO KaTeTepa, abo BBEOEHHS
HedpaKIioHOBAaHOTO TrelapuHy IIif Yac KaTeTepHol abnsiii aist nikyBauHsa Gibpunsiii nepencepasb
(ouB. po3minu «Oco6IUBOCTI 3aCTOCYyBaHHSA» Ta «B3aeMopis 3 iHIIMMU TiKapCbKUMU 3aco0aMu Ta
iHIITII BUOM B3a€EMOIIN»).

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu é3aemoditi.
IuridiTopu CYP3A4 Ta P-gp.

OpHoyacHe 3aCcTOCyBaHHS amikcabaHy Ta KeTokoHa3omy (400 Mr 1 pa3 Ha [eHb), IKWU € IOTYyKHUM
inriditopom CYP3A4 Ta P-gp, nmpu3Boauso [0 2-KpaTHoro 30inbimeHHs cepenubol AUC Ta 1,6-
KpaTHOTo 30inbiieHHs cepenHboil C,,, amikcabaHy.

AnikcabaH He peKOMEHIOBAHO TPU3HAYaTH Nalli€eHTaM, SKi OTPUMYIOTh CUCTEMHE JTiKyBaHHS
noTyKHuUMHU iHribiTopamu CYP3A4 Ta P-gp TakuMu SIK a30/1bHI aHTUMIKOTHKY (HAIIPUKIIA[
KETOKOHA30JI, iTPaKOHa30J1, BOPUKOHA30JI Ta ITI0CaKoHa301) abo iuridiTopu npoteasu BIJI (Hanpuknap
puToHaBip) (guB. po3min «OcoOIMBOCTI 3aCTOCYBaHHS»).

OuikyeThCs, 1110 aKTUBHI PEYOBUHH, IKi He PO3TIAfaloThCs K MOTyxKHi iHribiTopu CYP3A4 Ta/abo P-
gp (HampukIam aMiofapoH, KJIapUTPOMILIUH, gunTia3deM, GIyKOHA30J1, HAalPOKCEeH, KBiHIOWH,
BeparaMmin), OyayTh MeHII iHTeHCUBHO IigBUIIYBAaTH KOHIIEHTPAIIil0 amikcabaHy y ITa3Mi.
Hemae moTpe6u y Kopekirii o3u amikcabaHy Ipy H0ro 0MHOYACHOMY 3aCTOCYBaHHi 3 peY0OBHHAMH,
sIKi He € cunmbHUMH iHTi6iTopamu CYP3A4 Ta/a6o P-gp. Hanmpuknapm, ountiazem (y 4o3yBaHHI

360 Mr 1 pa3 Ha feHb), IKKU BBaXKa€eThCS MoMipHuM iHribitopom CYP3A4 Ta cnabkum
inribiTopom P-gp, mpusBoauB mo 1,4-kpaTHoro 36inbiienHs cepenuboi AUC Ta 1,3-KpaTHOT0
36inmbInenHs cepenHboi C,,,, amikcabany. Hanpokcen (pa3oBa mo3a 500 mr) € inriditopom P-gp,
arne He BunuBa€e Ha CYP3A4. Lleii mpemapat npu3BoauB A0 1,5-KpaTHOTO 30i/1blIeHHS
cepennboi AUC Tta 1,6-kpaTHoro 36inmbineHHs cepenuboi C,,, anikcabany. Knapurpomimus (500
MT, [IBidi Ha fieHb), iHTiOiTOp P-gp Ta cunbuuii inridirop CYP3A4 npussonus o 1,6-pasosoro Ta 1,3-
pa3oBoro 36inbineHHs cepenuboro piBHSI AUC Tta C,,, anikcabaHy BifIIOBifHO.

Iapykropu CYP3A4 ta P-gp.

OnHouacHe 3acToCyBaHHA allikcabaHy Ta pubamninury (notyxuui iHgykTop CYP3A4 Ta P-gp)
IIPU3BOOMIIO [0 3HUXKeHHs cepenHix AUC Ta C,,, amikcabany mpubau3Ho Ha 54% ta 42%
BignmoBimHO. OmHOYaCHE 3aCTOCYBaHHS amikcabaHy Ta iHIIUX MOTYKHUX IIperapaTis-
inmykTopiB CYP3A4 ta P-gp (Hanpuknan geniToiny, kapbamaseniny, hernobapbiTany abo
IpernapariB 3Bipo6010) TaK0XK MOXKe IMPU3BECTHU N0 3HUKEHHS KOHIIeHTpallil amikcabaHy y
nya3Mi KpoBi. Kopexkist mo3u amikcaOaHy He moTpiOHa y pa3i #10T0 OMHOYACHOT0
3aCTOCYBaHHS 3 MONiIOHUMU IIpernapaTaMu.



OpHak 171 MPOoQiNaKTUKY iHCYIbTY Ta CHCTEMHOI eM0OoJIil y mallieHTiB 3 HeKIanaHHOI0
¢diopunsiieio nepencepab (HOIT) Ta ons npodinaktuku penunusiB TT'B Ta TEJIA mallieHTaM,
K1 OIHOYACHO 3aCTOCOBYIOTH JIIKyBaHHS NOTYyXKHUMU iHOAyKTOpamu CYP3A4 ta P-gp,
amikca0aH CITifl 3aCTOCOBYBaTU 3 00€PEXKHICTIO.

AnikcabaH He pekoMeHnoBaHuit gys nikyBanHsa TT'B i TEJIA y nari€eHTiB, SKMM OTHOYaCHO
3aCTOCOBYIOTh CUCTEMHE JIiKyBaHHS NOTyKHUMHU iHOyKTOpamu CYP3A4 ta P-gp, OCKinbKY HOTO
eekTUBHICTH MOXKe OyTH MopyiIeHa (uB. po3ain «Oco6IUBOCTI 3aCTOCYBAHHSI»).

AHTHKOATYISHTH, iHTi6iTOpH arperatii TPOMOOIUTIB, CeJIEKTUBHI iHTi0iTOpKY 3BOPOTHOTO 3aXOIJIEHHS
cepotoHiny (CI33C) abo iHriGiTOpH 3BOPOTHOT'O 3aXOIJIEHHSI CePOTOHiHy/HOpampeHaniny i (I33CH) ta

HeCTepOoinHi mpoTru3ananbHi mpenapaty (HII3II).

Y 3B’sI3Ky 3i 3pOCTaHHSIM PU3UKY KPOBOTEYi 3aCTOCYyBaHHS IMallieHTaM OyIOb-IKUX iHIIAX
AHTHUKOATYJISHTIB IPOTUII0OKa3aHe, 3a BUHSATKOM KOHKPETHHX 00CTaBUH 3MiHM aHTHKOATYJISHTHOI
Teparil, Ko HedpaKLioHOBaHUY TellapiH BBOOUTHCS B l03aX, HEOOXimHUX Mg 3a0e3MnedeHHs
IIPOXiAHOCTI IIeHTPaIbHOT0 BEHO3HOT0 abo apTepianbHOTO KateTepa, abo HedpakIiioHOBaHUMN
refapyH BBOOUTHCS IIiJ Yac KaTeTepHOoi abnsamii ois nikyBanHs ¢ibpunsiril nepeacepasb (IUB. po3min
«ITpoTUIOKa3aHHS»).

[Ticns komGiHOBAHOT'O BBEIEHHS €eHOKcamapuHy (pa3oBa go3a 40 Mr) Ta anikcaOaHy (pa3oBa f03a
5 MT) CIIOCTepiraBcs anuTHBHUN €(EKT II0A0 aKTHBHOCTI aHTH-Xa ¢aKTopa.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI amikcabaHy Ta aleTHJICaTiIuIoBol KucioTH (325 Mr 1 pa3 Ha [OeHb)
BUpaxkeHi papmMakokiHeTHyHi ab6o GpapmMakoguHaMiyHi B3aeMofil Yy BiICyTHi.

OpHouacHe 3aCTOCYBaHHS amikcabaHny 3 kiomigorpesnem (75 mMr 1 pa3 Ha feHb) abo 3 KoMOiHaIli€n
75 MT KJomifgorpenio Ta 162 Mr aleTuIcaIiIiiIoBol KuciioTy 1 pa3 Ha meHb, abo i3 mpacyrpenemM
(moyaTkoBa mo3a - 60 Mr, HacTynHe go3yBaHHsS - 10 Mr 1 pa3s Ha moby) y mocnimxkeHHsx | ¢pa3u He
BHSIBUJIO 3HAYYLIOTO 36iIbIIIEHHS MOJIeJIbHOT'0 Yacy KpoBoTeui abo momaTKOBOro iHriOyBaHHS
arperatiii TpoMOOIUTIB TOPiBHSAHO i3 3aCTOCYBAHHSIM aHTUTPOMOOIIMTAPHUX IIpernaparTiB 6e3
amikcabany. [ligBuineHHs noka3HukKiB 3ropTadHs Kposi (T4, MHC ta a4TY) y3rogKyBanoch 3
epexkTamu anikcabaHy y MOHOTeparil.

Hamnpoxkcen (500 mr), sikuti € inribiTopom P-gp, npru3soaus fo 1,5-KpaTHOTro 30inbIIeHHS CEPEeTHbOI
AUC Ta 1,6-kpaTHoro 36inbieHHs cepenguboi C,,, amikcabany. AnikcabaH CIPUYUHSB BidIIOBigHE
IiABUINEHHS ITOKAa3HUKIB 3ropTaHHS KpoBi. OflHOYaCHE 3aCTOCYBaHHS HAIIPOKCEHY Ta amikcabaHy He
3MiHIOBao e(peKT HAllpOKCEHY LIOJ0 arperatii TpoMOOIuTiB, 00yMOBIEHOI BIUIMBOM apaxXigoHOBOI
KICJIOTH, Ta He IPHU3BOAWIIO A0 KIiHIYHO 3HAYyIoro 30inblieHHs Yacy KpoBoTedi. He3Baxkaroun Ha
11e, Y OKpeMUX 0Ci0 MOKe po3BUBATUCH OinbIll BUpaXeHa hapMakoguHaMidyHa BigmoBigs Ha
OJHOYACHe BBEJeHHSI aHTUTPOMOOIIMTAPHUX ITpPemnapariB Ta anikcabany. AmikcabaH cin 3
obepexHicTio 3acTocoByBaTH ¥ moegHanHi 3 CI33C/I33HC, HIT3II, aleTHUCcamiuioBol0 KHCIOTO
ta/abo inribitopamu P2Y12, ockineku 1i miKapchKi MpenapaTyi 3a3Budai 36iIbIIYIOTE PU3UK
BUHUKHEHHS KpOBOTedi (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

HasBHul 00MexXeHUil JOCBig OMHOYACHOTO 3aCTOCYBAHHY 3 iHmuMu iHribiTopamu arperartii
TpOMOGOIMTIB (TaKMMH sIK aHTAroHicTu penentopiB GPIIb/IIIa, pumipumamorn, mekcTpaH abo
cynbdinmipazon) abo TpoMOomiTHYHUMY 3acobamu. OCKinbKM TakKi 3ac00H MiiBUIIYIOTh PU3UK
KPOBOTEY, OHOYACHE IXHE 3aCTOCYBaHHS i3 amikcabaHOM He PEKOMEHIYETHCS (IUB. PO3MiN
«OcoBIMBOCTi 3aCTOCYBAHHS»).



[Hmmi cynyTHI npenapary.

[Tpu opHOYaCHOMY 3aCTOCYBaHHi alikcabaHy Ta aTeHoJoNy abo GpaMOTUANHY KITiHIYHO BUpaXKeHi
dhapMmakokineTu4yHi abo papMakogrHaMiuHi B3aeEMopil He crocTepiranucs. OgHOYacHe 3aCTOCYBaHHS
10 mr amikcabany Ta 100 Mr aTeHOJI0JTy He MaJio KJIiHiYHO BazKJIMBOTO BIUIMBY Ha (hapMaKOKiHETUKY
amikcabany. [Ticis moganbIoro mpuitoMy ABOX JiKapChKUX IperapaTiB OHOYACHO CepenHi 3HaueHHS
AUC Tta C,,, amikcabany 6ynu HuxK4uMu Ha 15% Ta 18% BigmoBimHO MOPIiBHSIHO i3 3aCTOCYBaHHAM SIK
MoHOTepartrii. OgHovyacHe 3acTtocyBaHHs 10 Mr amikcaOany Ta 40 Mr ¢paMOTUAMHY He BILIMBAJIO Ha
3nauenHs AUC a6o C,,, amikcabany.

BnnuB amikcabaHy Ha iHIIi TiKapchKi MpemnapaTi.

IocninxenHs amikcabany in vitro moka3aau BiICYyTHICTh IPUTHIYYBAJIbHOTO BIJIUBY LILOTO
npenapaTy Ha akTuBHiICTE CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 a6o
CYP3A4 (IK50 > 45 MKMOJIB/IT) Ta HasBHICTh C/TA0KOT0 iHTiGiTOPHOTO BIINIUBY Ha aKTUBHICTH
CYP2C19 (IK50 > 20 MKMOJIB/) Y KOHIIEHTPAIIiSAX, 3HAYHO OibINKUX 3a MiKOBi KOHIIEHTpallii
npernapary y Ija3Mi KpoBi malfieHTiB. AnikcabaH y KOHIIEHTpaIlisax 70 20 MKMOJIb/TT He iHAYKY€E
aktuBHiCTE CYP1A2, CYP2B6 a6o CYP3A4/5. Tomy BBaxKa€ThCS, 110 amikcabaH He 3MiHIOBaTUME
IIOKa3HUKM MeTaboIiyHoro KJIipeHCy CYNyTHIX IpemnapariB, MeTab0i3M sIKuX BinOyBaeThCs 3a
y4dacTio 1IuxX (pepMeHTiB. AnikcabaH He MPUTHIYY€e 3HAYHOIO MipoI0 aKTHBHICTh P-gp.

4K omycaHo HUXKYE, ¥ HOCITiIKEeHHSIX 3a y4acCTi0 30POBUX NOOPOBOJIBIIB amikcabaH He IPU3BOIUB [0
3HAYHUX 3MiH (hapMaKOKiHETUKM JUTOKCUHY, HAllPOKCEHY ab0 aTeHOJIoNy.

INurokcun. OmHOYACHe 3acToCyBaHHS amnikcabany (20 mr 1 pa3 Ha 0o0y) Ta IUTOKCHUHY, SKUI
€ cyoctparom P-gp (0,25 mr 1 pa3 Ha mo0y), He 3mintoBano AUC a6o C,,, murokcuny. Takum
YHWHOM, anlikcabaH He MPUTHIYY€E TpaHCIOPT cyOcTpaTiB, 00yMoBiIeHu# P-gp.

Hampokcen. OmHOYaCHe 3aCTOCYBaHHS pa30BuUX 003 amikcabany (10 mr) ta TumoBoro HII3IT
Hanpokceny (500 mr) He BruBano Ha AUC a6o C,,, HallpOKCEHY.

Atenonon. OmHOYACHe 3aCTOCYBAHHS Pa30BUX 03 amikcabany (10 mr) Ta TumoBoro 6eTa-
6rmokaropa ateHonomny (100 Mr) He BIIMBaNo Ha ¢papMakKOKiHETUKY aTE€HOJIOIY.

AKTHBOBaHe BYTid.

3acToCcyBaHHSI aKTHBOBAHOTO BYT1/II 3HUXKYE PiBHI eKcro3utlii anikcabany (IUB. PO3Min
«Ilepeno3yBaHHS»).

Oco6.1ueocmi 3acmocy8aHHs1.
Pu3uxk xpoBoTeui.

4K iy pa3si npuitoMy iHIIUX aHTUKOATYJISHTIB, MAIliEHTH, SIKi MpUAMaloTh amikcabaH, moTpebyTh
PEeTeIbHOr0 HaTIsAOy 3 METOI BUSIBIIEHHS O3HAK KpoBoTedi. [IpenapaT HeoOXimHO 3aCTOCOBYBATH 3
00epexkHiCTIO TIPX CTaHAaX, SIKi CYIIPOBOMXKYIOTLCS IiBUILIEHNM PU3UKOM KpoBOTedi. Y pasi
BUHUKHEHHS TSKKOI KDOBOTEUi 3aCTOCYBaHHS alikcaOaHy CIIifl MIPpUNUHUTH (OuB. po3min «I1o6iusi
peaxtii» Ta «[lepemo3yBaHHI»).

Xoua niKyBaHHS amnikcabaHOM He OTpedye PeryIsipHOTO KOHTPOJIIO PiBHIB €KCII03MUllil,  BUHATKOBUX



CUTYallisiX, KOJIU iHpopMallis PO piBeHb eKCIO3ullil anikcabaHy MOXKe [TOITOMOI'TH IPUNHSTH
KJTiHiUHe pillleHHs (HalpuKJIaf Py epefo3yBaHHI Ta HEBIOK/IagHOMY OllepaTHBHOMY BTPy4aHHI),
Moxke OyTH BUKOPUCTAHUM METOJ KiTbKiCHOTO BU3HAUYEHHS aKTUBHOCTI MpurHiyeHHs pakTopa Xa
Rotachrom® (muB. po3min «®apMakoguHaMiKa»).

IcHye nikapcbKuii 3acib ang HeuTpaizalil akTUBHOCTI iHTribGiTopa dakTopa Xa.

[Tam’ATKy mallieHTa [IpU 3aCTOCYBaHHI IIpenapaTy EnikBic MOXKHa 3HAUTH 3a [IOCUJIAaHHAM
www.pfizer.ua/node/2196.

B3a€M0ﬂﬁ 3 IHITAMHA HiKaQCBKI/IMI/I IIpernapaTaMy, M0 BIIJIMBAIOTh Hd 3TOPTAHHA KpOBi.

Y 3B’13KYy 3i 3pOCTaHHSIM PU3UKY KPOBOTEYi IapasebHe JIiKyBaHHS MalliEHTiB OyOb-IKUMU iHIITMMU
aHTUKOATy/IsTHTaMHU NPOTUIIOKa3aHe (AuB. po3hin «[IpoTunokasaHHg»).

3acTocyBaHH4 amikcabaHy OMHOYACHO 3 aHTUTPOMOOIIMTaPHUMHU TIpefapaTaMy IigBUIIYE PU3UK
KPOBOTeUYi (IUB. po3min «B3aeMofis 3 iHIMMMY JTiIKapChKUMK 3ac00aMu Ta iHIII BUOYM B3aEMOMiM»).

Cnip nposiBnsiTi 06€peXHICTh, SKIIO MallieHTH IapaielbHo oTpuMyoTh JikyBaHHa CI33C abo [33CH,
a6o HII3II, BkI0Ya4yy alleTUIICAITIIUIOBY KUCIIOTY.

[Ticnst omepaTUBHOIO BTPYYaHHS HEe PEKOMEHIOBAHO OJHOYACHO 3 amikcabaHOM MpU3HAYaATH iHIIi
inribiTopu arperatii TpoMOOIUTIB (IUB. po3Mmin «B3aemomis 3 iHIIUMY NTiKApCHKUMHU 3aco0aMu Ta iHIIi
BUIM B3AEMOIIN»).

Ins matienTis 3 ¢pibpumnsuieo nepeacepab Ta CTaHaMH, gKi MOTPeOyI0Th TPOBeeHHS MOHO- ab0
TIOJIBiHOI aHTUTPOMOOIIMTAPHOI Teparii, 1o mo4YaTKy KOMOiHyBaHHS TakKol Teparii 3 amikcabaHom
CJIi[l peTeIbHO 3BaKUTH IOTEHIIHY KOPUCTh Ta PU3UKHU.

[Tig yac KMiHIYHOTO JOCTiXKEeHHS 3a y4acTIo MallieHTiB 3 Gibpunsilieio mepencepab OgHOYACHE
3aCTOCYBaHHS alleTUJICAJIIIMIOBOL KMC/IOTH IiIBUIITYBAJI0 PU3UK BUHUKHEHHS CUJIBHOI KPOBOTEUI,
II0B’513aHOI 3 JIiIKyBaHHAM amikcabaHoM, - 3 1,8% Ha pik 10 3,4% Ha piK, a pU3UK, TI0B’I3aHUN 3
BapdapuHoM, 3 2,7% Ha piKk 10 4,6% Ha pik. ¥ 1bOMY KIiHIYHOMY JOCTIiAXKEHHI CYyIIyTHE
3aCTOCYBaHHS NOABiHOI aHTUTpOMOOLIMTAPHOI Teparii 6yno oomexeHuM (2,1%) (mus. po3min
«®apMakKoouHaMiKa»).

Y kniniune mocnimxenHs Oynu 3anydeHi nanienTu i3 ¢pibpunsuieto nepencepnsb i3 KC Ta/abo Taxi,
mo nipnsraiots YKB i3 mmanoBuM nepiogom nikyBaHHd iHri6iTopoM P2Y12, i3 abo 6e3 ACK, Ta
nepopajbHUM aHTUKOArylIsHTOM (amikcabaH a6o aHTaronictoM Bitraminy K (ABK)) mpotsrom 6
micsaniB. OgrovacHui npuioM ACK y cy0’eKTiB, gKi 0TpuMyBanu anikcabaH, MigBUITyBaB PU3UK
MacuBHOI ab0 HeMaCUBHOI KJIiHIYHO 3HAYYII0l KPOBOTEYi 3a KpUTEPisiMU MiXKHapOgHOI0 TOBAPHCTBA
3 BUBUYeHHS mpolbieM Tpom603y Ta remocTtasy (ISTH) Ha 16,4-33,1% Ha pik (OuB. po3min
«DapMakoguHaMIiKa»).

Y xomi KiHIYHOTO [OCTiAXKEeHHS 3a y4acTIO MallieHTiB IPYIIX BUCOKOT0 PU3UKY, MHICIIS IEPEHECEHOr 0
TOCTPOr0 KOPOHAPHOT0 CUHApOMY 6e3 ¢hibpunsiii mepeacepab, SKi Maau OQHOYACHO KijlbKa CYIyTHIX
3aXBOpIOBaHb KapAioJIOTiyHOTO Ta HEKAPAI0JI0TiYHOI0 XapakTepy, Ta OTPUMYBAJIA alleTUJICailUIOBY
KHCI0Ty ab0 KoMOiHallilo alleTUICATiKAIIOBOI KMCIOTH Ta KJIOMiAOTPesTio, 3aCTOCyBaHHS amikcabaHy
CYTIPOBO/XKYBaJIOCh 3HAYHUM 3POCTaHHIM PU3UKY CUJIBHUX KPOBOTed 3a Kiacudikamiero ISTH -
5,13% Ha pik MOPiBHSHO 3 rPyIOI0 Ianebo, Ays KO el pu3uK cTaHoBuB 2,04% Ha pik.

3acTocyBaHHSA TPOMOOJITUYHUX TPeNapaTiB i JiKyBaHHS TOCTPOTO iMeMiYHOT0 iHCYIIBLTY.


http://www.pfizer.ua/node/2196

IocBin 3acTocyBaHHS TPOMOOJITUUHUX IIPelapaTiB AJis JIiKyBaHHSA TOCTPOTO iMIeMigHOTO0 iHCYIIBTY Y
TaLiEHTIB, 10 MpUiMany anikcabaH, Hag3BU4aliHO 00MexKeHuM (OuB. po3nin «B3aeMopis 3 iHIMMU
JiKapChKUMH 3ac00aMM Ta iHIIi BUAKM B3aEMOIiN»).

[TaIieHTH 3i MTYYHUM KIalaHOM CepIld.

Besmneka Ta e(eKTUBHICTH anikcabaHy He HOCTiAXKYyBaJIUCh y MAI[iEHTIB, IKi MalOTh MITYYHUY KlalaH
cepus 3 abo 6e3 aprepianbHoi Gibpumnsiii. ToMmy 3acTocyBaHHS amikcabaHy He PeKOMEHIYEThCS Y
IIbOMY BUIIAIKYy.

[NamienTty 3 aHTUGOCHOMITITHUM CHHIPOMOM

[TepopasnbHi aHTUKOATYISTHTY IPSIMOI Iii, BKIIOUaioun arikcabaH, He peKOMEHAYI0ThCS HallieHTaM 3
TPOoM0O030M B aHaMHe3i, y IKUX AiarHOCTOBaHO aHTU(dOChOINinHNYE cHHAPOM. 30KpeMa, V Talli€eHTiB,
IIO3UTHUBHUX 3a TpbOMa (haKTopaMu (BOBYAKOBUM aHTUKOATYJISIHT, aHTUTi/Ia IPOTH KapAioJiNiHy Ta
6eTa-2-raikonpoTeiny I), MiKyBaHHS IepopaJbHAMU aHTUKOATYISHTaMU MIPSIMOI [Iii Moxke OyTu
1I0B’s13aHe 3i 30i/IbLIEHHSIM YaCTOTH IIOBTOPHUX TPOMOOTHUYHUX TOAiM V¥ IOPiBHSAHHI 3 Tepalli€io
aHTaroHicramu BiTaminy K.

Xipypriyxi BTpy4YaHHA Ta iHBA3WBHI IPOLIENVDH.

JlikyBaHHS anikcaOaHOM CJIifi MPUNIMHUTY IIOHaMMeHIIe 3a 48 roguH 00 MPOBEeHHS MJIaHOBOI
orepatlii a0 iHBa3WBHUX NIPOLEYP 3 MOMIPHIM YU BHCOKMM PU3UKOM PO3BUTKY KpoBoTedi. Lle
CTOCYETBHCS BTPY4YaHb OIS SIKUX PO3BUTOK KITIHIYHO 3HAUYIIUX KPOBOTEY HE MOXKe OYTHU BUKIIOYEHUN
Ta IPOLEeAyp, A IKUX PU3UK PO3BUTKY KPOBOTEUl € HEIIPUUHSATHUM.

JlikyBaHHS amikca0aHOM CJIifl MPUIIMHUTY IIOHAWMeEHIIe 3a 24 TOOUHU 00 MPOBEOEHHS MJTaHOBO1
omepatiii abo iHBa3UBHUX MPOLIENyP 3 HE3HAUYHUM PU3UKOM PO3BUTKY KpoBoTeui. Lle cTocyeThCst
BTPY4YaHb, IIifl Yac MPOBeNeHHS SKUX OyIb-sIKi MOXKIIMBI KPOBOTEYi OUiKYIOThCSI HE3HAUHUMU 3a
00CSITOM, HEKPUTHYHUMH [JIs ITi€l MiNsTHKY ab0 IerkKo KOHTPOIbOBAHUMHU,

fKI10 omepaltio Y1 iHBa3UBHY MPOIENYPY HEMOXKIIUBO BiIKIacTH, HEOOXiMHO BXKUTH BiITIOBITHUX
3aCTepeXHUX 3aXO/iB, BPaXOBYIOUH MiABUIIEHUN PU3UK KPOBOTeUi. CIlifi 3BaKUTH PU3UK
BUHVKHEHHS KPOBOTeYi Ta CTYIIiHb HEBIIKJIAAHOCTI BTPY4YaHHS.

Cnip BigHOBUTH JiKyBaHHS allikcabaHOM SKOMOTa IIBUIIE ITiCJIg XipypridvHoro BTpy4YaHHs abo
iHBa3UBHOI MPOIIEAYPH, 3@ YMOBH, 10 1ie [O3BOJISIE€ KIiHiUHa CUTYyallisd Ta OyIX BXKUTI HaJleXkKHi 3aX0Au
nuist 3a0e3neyeHHs reMocTasy (A KapaioBepcil muB. po3min «Crmoci0 3acToCyBaHHS Ta HO3U»).

[TamieHTaM, Ki IPOXOAATh KaTeTepHY abmdIiio A MiKyBaHHS (iOpuUisLii mepencepnb, HeMae
noTpeOu mepepuBaTH JTiKyBaHHS anikcabaHoM (guB. po3ninu «Crmoci6 3aCTOCYBaHHS Ta HO3HU»,
«[IpoTunoka3aHHsa» Ta «B3aemMopis 3 iHIIMMY TiKapCbKUMU 3aco0aMu Ta iHIIN BUOM B3aEMOMIN»).

Tumyacose IIPpUTIMHEHH A HiKYBaHHH IIpEeIrIapaToM.

[TpunuHeHHS NNiKyBaHHS aHTUKOATy/IsSHTaMU (y TOMY YUCJI anikcabaHoM) y 3B’sI3Ky 3 aKTUBHOIO
KpPOBOTEeUel0, TPOBEeIeHHSIM IIJIAHOBOI orepallii abo iHBa3MBHUX MPOIEAYP MiABUILYE PU3UK PO3BUTKY
TpoM0O03Yy y mauieHTiB. Cifg yHUKATH IePEPBY Y JiKyBaHHI, a Y BUIIagKaX, KOIU JIiIKyBaHHS
anikcabaHOM HeoOXiJHO THMYacOBO MPUNUHUTH (3 OyIb-IKUX IIPUYKH), CJIif IKOMOTa IIBUAIIE
BIIHOBUTH IIPUIOM IIpenapary.

[MauieHTyH, siKi cTpaxmnaiots Ha TEJIA, Ta MaoTh HeCcTabinbHyY reMoOuHaMiKy, ab0 nallieHTH, SKi
n0TpebyIOTsL TPOMOOIi3y UK JiereHeBoi eMO0IeKTOMii.



AnikcabaH He PeKOMEHAYETHCS 3aCTOCYBATH SIK aJIbTEPHATUBY HedPaKIiOHOBAHOMY I'ellapuHy
nalieHTaM, sKi CTpaxgaoTh Ha TpoMOoeMOoJIito JIereHeBoi apTepii Ta MaloTh HeCcTabinbHY
reMofiuHaMiky abo MOXKYTb ITPOXOAUTH TPOMOOJIi3 UK lereHeBy eMO0OIEKTOMII0, OCKiIbKY Ge3reKa Ta
eheKkTHUBHICTD amikcabaHy y 3a3HaYeHUX KIIIHIYHUX CUTYallisiX HE BCTAHOBJIEHI.

[TamiedT 3 aKTUBHUM PAKOM.

[TalieHTH 3 aKTUBHUM PaKOM MOXKYTh MaTH BUCOKHUM PU3UK PO3BUTKY K BEHO3HOI TpoMboeMOorii,
Tak i KpoBoTed. Konu amikcabaH po3rnsgaetses gis nikyBanHg TI'B abo TEJIA y xBopux Ha pak, CJIif
PETENbHO OI[IHUTH IIepeBaru Ta pU3uKu (IUB. PO3[in «[IpOTUIIOKAa3aHHS»).

[NanieHTH 3 MOPYIIEHHAM (QYHKIT1 HUDOK.

Hesiki KniHiYHi faHi cBig4aTh PO Te, 110 KOHIIEHTPAIlis amikcabaHy y Ij1a3Mi KpOBi MmifiBUIlleHa Y
NAlli€HTIB 3 TAXKKUM IOPYIIEHHSAM (QYHKII HUPOK (KJIipeHC KpeaTuHiny 15 - 29 MJj1/XB), 1110 MOXKe
TifBUIIYBATU PU3UK KPOBOTEY. [I7151 mpodinakTuku BeHo3HOI TpoMboeMbortii (BTE) mip yac mmanoBoi
orepaltlii 3 eHJOIPOTe3yBaHHS KYJbIIOBOr0 abo KominHoro cyrnoba (BTEn), mns nikyBauus TI'B,
nikyBauHs TEJIA Ta npodinaktuku perunusiB TI'B ta TEJIA (BTEn) amikcabaH ciif 3aCTOCOByBaTH 3
00epexkHiCTIO MallieHTaM 3 TSXKKUM IOPYIIeHHSAM QYHKIII HUPOK (KJIipeHc KpeaTuHiny 15 - 29 MJ1/XB)
(ouB. po3minu «Cmoci6 3acTocyBaHHS Ta fo3u» Ta «PapMaKOKiHETHKa»).

g npodinakTKK iHCYIBTY Ta CUCTEMHOI eMOO0JIil y MaIlieHTiB i3 HeKJanaHHOoI0 Gibpunsilieo
nepepcepnb (HOII), y aKkux HasIBHI TSXKKi MOpyIneHHS QyHKIII HUPOK (KJIipeHC KpeaTuHiny 15 -

29 mn/xB) abo piBeHb CHPOBATKOBOTO KpeaTuHiny = 1,5 mr/min (133 MKMOIB/T) y TOEAHAHHI 3 TAKUMU
dakTopamu, gk Bik nmoHap 80 pokiB abo Maca Tina Menue 60 Kr, MOTPiOHO 3aCTOCOBYBATU HUKYY
mo3y amikcabaHy - 2,5 Mr OBidi Ha 100y (muB. po3min «Crocib 3acToCcyBaHHS»).

Kniniynauit gocBim 3acTocyBaHHS amikcaOaHy MallieHTaM 3 KJTipeHCOM KpeaTuHiHy < 15 mi/xB abo
malieHTaM, SKi 3HaXO[sIThCS Ha fianisi, BiACyTHii, ToMy anikcaOaH He peKOMeHIOBaHUM IS
3aCTOCYBaHHS I1ill KaTeropil nmamieHTis (auB. po3minu «Crmocib 3acToCcyBaHHS Ta HO3U» Ta
«PapMaKOKiHETHKA»).

[Ta1ieHTH JTITHLOTO BiKY.
3 BiKOM MOXe TiIBUIIYBATUCS PU3UK BUHUKHEHHS KPoBoTed (IUB. po3Oin «dapMaKOKiHETHKA»).

Takox amikcaOaH y MOegHAHHI 3 alleTUJICATIIIUIIOBOIO KHUCIIOTOO IJ1s JIIKyBaHHS IAlli€HTIB JIITHHOTO
BiKY CITi[l 3aCTOCOBYBAaTH 3 00€PEKHICTIO Uepe3 MiABUIIEHHS PU3UKY BUHUKHEHHST KPOBOTEUI.

Maca Tina.

3HMKEeHa Maca Tina (< 60 Kr) MoxKe MigBUIIUTHA PH3UK BUHUKHEHHS KPOBOTEY (IUB. PO3MiI
«DapMaKOKiHETHAKA ).

[TamieHTH 3 MOPYIIEHHSIM (QYHKITII MeYiHKy.

AmikcabaH MPOTUIIOKa3aHUM MallieHTaM i3 3aXBOPIOBAHHSIMHU IEYiHKH, SKi CYIPOBOAXKYIOTHCS
KOaryJIoIaTi€lo Ta KJIiHIYHO CyTTEBUM PU3UKOM KPOBOTEUi (AUB. po3ain «[IpoTUIOKa3aHHS»).

[IpemapaT He peKOMEH0BAHO 3aCTOCOBYBATH [JIs JIIKYBaHHS IALIEHTIB 3 TAXKKUM IIOPYIIEHHIM
GbyHKLi medinku (ouB. po3min «®apMaKoKiHETHKa»).

I[Ipemapat ciif 3 00epeXHICTIO 3aCTOCOBYBATH IS JIIKYBAHHS MAI[€HTIB 3 IETKUMHU a00



IIOMIPHAMM TOPYIIEeHHSAMM QYHKIII meuinku (kmac A a6o B 3a Yatinmom - [1'10) (muB. po3minu
«Croci6 3acTocyBaHHS Ta Ho3u» Ta «dapMaKOKiHETHKa»).

[TarrieHTiB 3 migBUIIEHUMHU PiBHSAMU (DEepMEHTIB NMeviHky (anaHiHaMiHOoTpaHcdepasa/
acnaprataMinoTpaHcdepasa (AJIT/ACT) nepeBullly0Th BEPXHIO MeXKy HOPMH Y Oinbllle HiX 2 pa3u)
abo 3aranpHUM Oinipy0iHOM, BUIIMM 3a BEPXHIO MeXy HopMu B 1,5 abo Oinbiie pa3siB, He HOMyCKaIu
[0 y4acCTi y KJTiHiYHUX OOCHimXKeHHX. ToMy amikcabaH ciifi 3 00epekHiCTI0 3aCTOCOBYBATH [JIst
JIiKyBaHHS LIi€l MOMyAIil HalieHTiB (ouB. po3nin «PapMakokiHeTHKa»). [lo MOYaTKy NTiKyBaHHS
amikcabaHoM HeoOXigHO MTPOBECTH JOCTIIXKEHHS QYHKIIN MeYiHKY.

B3aemopii 3 inri6iTopamu sk mutoxpomy P450 3A4 (CYP3A4), Tak i P-rnikomporeiny (P-gp).

AnixcabaH He peKOMEHIOBAHO [IPU3HAYaTH NallieHTaM, sIKi OTPUMYIOTh CUCTEMHE JIIKyBaHHS
OTYKHUMM iHTib6iTOpamu omHovyacHo CYP3A4 Ta P-gp, TaKUMU K a30/1bHi aHTUMiIKOTUKHU
(HampuKyag KeTOKOHA30J1, iTpaKoHa30J1, BOPUKOHA30JI Ta II0CaK0Ha30J1) abo iHribiTopu
npoTea3u BIJI (Hanpuknapg putoHasip). Lli mikapceki 3aco0u MOXKYThb 30iIbIIUTH €KCIIO3UIIII0
ammikcabaHy BOBidi (OuB. po3Min «B3aemofia 3 iHIMUMHU JTiKapChbKUMHU 3ac0b6aMu Ta iHII BUOU
B3a€EMOIiit») ab0 HaBiTH Oinbllle 3a HASBHOCTI HOJATKOBUX (hAaKTOPiB, 3MATHUX MTiIBUIIYBATU
eKCIIO3UIIi0 amikcabaHy (TaKuX SIK TSIKKe IOPYIIeHHS QPYHKIiA HUPOK).

Bzaemoqii 3 mpemapatamu, 5iKi ogHO4acHO € iHmykTopamu CYP3A4 Ta P-gp.

OnHovacHe 3aCTOCYBaHHA amikcabaHy Ta MOTYKHUX ImpemnapaTi-ingykTopiB CYP3A4 ta P-gp
(Hanmpuknan pudamminuH, GeHiToiH, KapOama3zeriH, penobapOiTan abo mpemnapaTiB 3Bipo00i0) MOXKe
IIPU3BECTH [I0 3HUXKEHHS eKCIo3ullii anikcabany npubnusno Ha 50%. YV kmiHiuHOMY
IOCJTiIKEeHH] 3a y4acTIo MallieHTiB 3 GiOpunsiieio mepencepab OHOYACHE 3aCTOCYBAHHS
amikcabaHy Ta notyxHux iHOyKTopiB CYP3A4 Ta P-gp 3HMKYBano eheKTUBHICTh
AHTUKOATYJISHTY Ta IiIBUIIYBaJIO PU3UK KPOBOTEYi IMOPIBHSHO i3 3aCTOCYBAHHSM alikcabaHy
STK MOHOTepaIril.

[l manieHTiB, AKi OMHOYACHO OTPUMYVIOTH JIiKyBaHHSA NOTyXKHUMY iHAykKTOopamMu CYP3A4 Ta
P-gp, 3aCTOCOBYIOTLCSI HMKYe3a3HaueHi peKoMeHaallil (qus. po3min «B3aemonmis 3 iHmuMu
JMiKapChbKUMH 3aC00aMM Ta iHIIN BUAU B3a€MOIIN»):

- amikcabaH CIifl 3aCTOCOBYBATHU 3 00€PeXKHICTIO IS mPOGbiTaKTUKY IHCYIIBTY Ta CUCTEMHOI
eM0ortii y marrienTiB 3 HOII Ta s npodinaktuku peruausi TI'B Ta TEJIA;

- He CJIig 3acTOCOBYyBaTH amikcaban pns nikyBanHs TT'B ta TEJIA, ocKinbKu #oro eeKTUBHICTE MOXKe
OyTu mopyleHa.

JTabopaTopHi MOKa3HUKH.

Pe3ynbpTaTy aHami3iB 3ropTaHHs KpoBi (Hampukiag nmpotpombinoBuit vac (IT4), mikHapongHe
HOpMaJtizoBaHe cmiBBimHOmeHHsS (MHC) Ta akTHBOBaHMM YaCTKOBUHM TPOMOOIIIAaCTUHOBHUH Yac
(a4TY)) 3MiHIOIOTHCS BiTIOBIMHO [I0 OYiKyBaHb y 3B’sI3Ky 3 MeXaHi3MOM fii anikcabaHy. 3MiHHU,
BUSIBIIEHI Y pe3ynbTaTaX LIUX aHaJIi3iB MPY 3aCTOCYBaHHI TEPANEBTUYHUX 03, € HE3HAYHUMU Ta
Ha[I3BUYalHO BapiaTUBHUMHU (OUB. po3min «dapMakoguHaMika»).

[H(popMaliis Ipo HONOMiXKHI PEYOBUHH.

EnikBic MicTuTh makTo3y. Llei nikapcbKu npenapart He CIIif IpUuiMaTy MalieHTaM 3 PigKiCHUMUI



CIIaAKOBHMH 3aXBOPIOBAHHSIMH, 0B’ I3aHUMHU 3 HeHepeHOCI/IMiCTI-O raJIakToO3H4, IIOBHOIO
HEIOOCTaTHICTIO JTaKTa3u abo CUHOPOMOM IIOPYIIEHHSA BCMOKTYBAHH{A T'/TFOKO3HW Ta I'aJIaKTO3H.

Lle#t mikapcbkuy 3acib MicTuTh MeHIe 1 MMosb HaTpitoo (23 Mr) Ha TabneTKy, TOOTO MPaKTUYHO
BIIbHUY Bif] HATPIiO.

3acmocysaHHs 8 nepiod sazimHocmi abo 200y8aHHs 2pydoto.

Baeimticmo. [lTaHWX IIPO 3aCTOCYBaHHA amikcabaHy BariTHUM XiHKaM HeMae. [[oCTimxKeHHs
Ha TBapuHax He BUSBUIIU 0e3mocepeqHboro abo 01ocepeKoBaHoro MWIKIiATMBOTO BIIJIUBY Ha
PENPOOYKTUBHY (YHKIi0. K 3amo0iKHUN 3axifi peKOMeH0BaHO YHUKATH 3aCTOCYBaHHS
amikcabaHy ITifg 9ac BariTHOCTI.

ITepiod 200ysanHs 2pydd. Hapasi HeBigoMo, 4u BUOINSETHCS amikcabaH abo #oro MetabosiTu
3 TPYIHUM MOJIOKOM JIIOAUHH. IHQopMallis, oTpuMaHa IIif Yac JOCTiIXKeHb Ha TBapHHAX,
CBITYXTH NIPO BU[IiJIEHHS amikcabaHy y MOJIOKO. HeMOXKITMBO BUKIIIOUUTH PU3UK [JIT AUTUHU,
Ky TOOYIOTh TPYOAOIO.

Cnig mpuHHSTH PillleHHS OO MPUIUHEHHS FOOYBAHHS I'Pynoio ab0 MpUNUHEHHS/BiTMOBHU Bif
NMiKyBaHHS anikcabaHoM, 6epyuu 10 yBaru IepeBary rPyIHOr0 BUTOJOBYBAaHHS [IJIs DUTHHU
Ta [lepeBaru JIiKyBaHHS O/ XKIiHKHU.

Bnaue Ha penpodykmusHy ¢pyHkuito. [JoCTiiKeHHS Ha TBApUHAX, SKUM 6e310cepeqHb0 BBOAVIIN
amikcabaH, He BUSIBUJIM BIIJIUBY IIhOTO IIpenapaTy Ha GepTUIIbHICTS.

30amuicmb enaueamu Ha weudKicms peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

EnikBic He BruBae abo Maiixke He BIIJIUBAE Ha IIBUAKICTh peakllii MM yac KepyBaHHS
aBTOTPAHCIOPTOM a00 iHIMMHU MeXaHi3MaMH.

Cnoci6 3acmocyeaHHsi ma do3u.

Cnocib 3acToCcyBaHHS.

[TpemapaT 3aCTOCOBYIOTH IlepopaibHo. ENMiKBic crifg mpuiiMaTu, 3anuBaio4yy Bofo10, 3 iKelo 4u 6e3
ixi.

Ing nauienTiB, SKi He MOXYTh IPOKOBTHYTH Liji TabneTku, TabneTkKu mpenaparty EmnikBic MoxkHa
NOApPiOHUTH i CyClieHAyBaTH Y BOfi, 5%-My BOTHOMY PO34MHi I'/TIOK03U ab0 y I0/Iy4HOMY COKY, a
TAKO0XK MOXHa 3MIiIlTaTy 3 I0JIyYHUM II0peE; MiCs LBOTO Opa3y 3aCTOCYBaTH IIpenapar nepopanbHO
(muB. po3min «PapMakokiHeTuKa»). Takox TabneTku mpemnaparty EnmikBic MoxHa mogpibHuTH i
cycnennyBaTtu y 60 M Bogu abo 5%-My BOOHOMY PO3YKHI IJIIOKO3H i 0fIpa3y BBECTHU Yepes3
Ha30racTpanbHUY 30HT (OUB. po3min «®apMaKOKiHETHKa»).

[Tpenapart EnikBic y ¢popmi TabmeTok micns noapibHeHHS € cTabinbHUM Y BOfi, 5%-My BOTHOMY
PO3UMHI TII0K03HU, I0MyYHOMY COKY abo a611yqyHoMYy Iiope 1o 4 ToguH.



ﬂ,03yBaHH${.

ITpoghinakmuka iHcyabmy ma cucmemHoi em60ii y nayieHmis 3 HeK1anaHHow Qpibpuasyiero
nepedcepob.

PekomenpnoBana mo3a npenapaty EnikBic CTaHOBUTE 5 MI IIepOpasIbHO [OBIYi Ha [JEeHb.
3HudHCeHHA 0o3u.

Iln1st marieHTiB 3 HeKJTamaHHO QiOpUsIlicto mepeacepab Ta MOHANMEHIIe IBOMA 3 TaKUX
XapaKTepPHUCTUK SK: Bik = 80 pokiB, Maca Tina < 60 Kr ab6o piBeHb KpeaTuHiHy cupoBaTKu = 1,5 mMr/mn
(133 MkMoOB/TT), peKOMEHI0BaHa [03a npenapaTy EJikBic CTaHOBUTS 2,5 MI IIepOpaibHO [Bidi Ha
OEeHb.

JIiKyBaHHA CJIii IPOBOAUTU IIPOTATOM TPUBAJIOTO 4acy.

JlikysaHHs mpomb03y 2aubokux eeH (TT'B) ma mpomboemboii nezeHesoi apmepii (TEJIA), a makodic
npogisrakmuka peyudusie TI'B ma TEJIA.

PexomeHfoBaHa [i03a Iipenapaty EmnikBic ois mikyBaHHS ToCcTporo TpoM6o3y rnubokux BeH (TT'B) Ta
TpoMboeMOotil nereHesoi apTepil (TEJIA) cranoBuTh 10 MT ITepopasbHO [ABiUi Ha AeHb IPOTATOM
nepmux 7 gHiB. [ToTiM IpenapaT 3aCTOCOBYIOTH Y JO3YBaHHI O MI mepopasibHO OBidi Ha AeHb. 3TigHO 3
Oil0YMMM MeJUYHMMU HaCTaHOBaMHU, KOPOTKa TPUBAJIICTh JIIKyBaHHSA (IIOHAMMeEHIIe 3 MiCs1Ii)
IIOBUHHA BPaxX0ByBaTU (HaKTOPH PU3UKY, 10 MUHAIOTH (HalpPUKIIa[ HelllofaBHE XipypriuHe
BTPy4YaHHS, TpaBMa, iMMo0ini3alris).

PexomenpoBaHa go3a npenapaty Enikic ans npodinaktuku penuausy TI'B ta TEJIA cTaHOBUTH

2,5 Mr mepopaibHO [Bidi Ha mo0y. fAKIo malieHTy moka3aHa npodinaktuka penunrsis TI'B ta TEJIA,
mo3y 2,5 Mr [IBiui Ha mo0y Cif MoYnMHaTH IPUNMaTH MiC/Is 3aBEPIIEHHS 6-MiCIYHOTO KypCy
nikyBaHHS npenapaToM EmikBic y mo3i 5 Mr aBiui Ha o0y a0 Kypcy NiKyBaHHS iHIIMM
AQHTUKOATYJITHTOM, K 3a3Ha4yeHO y Tabmuri 10 (Takox nuB. «®apMakonrHaMiKa»).

Tabnus 10
Pexomenpatiii 3 mo3yBauHs (BTEm)
[Toka3zaHHA CxeMa 3aCTOCYBaHHS MakcuMaibHa
moboBa [o3a
JlikyBanus TT'B a6o TEJIA 10 mr gBiui Ha {00y mpoTsroM nepmwux |20 Mr
7 mHiB

3 ITOJAIbIINM 3aCTOCYBaHHSIM [03u 5 Mr |10 mMr
nBiui Ha MO0y
[TpodinakTruka penupuy TI'B Ta/abo  |2,5 Mr aBidi Ha moOy 5 MT
TEJIA micns 3aBeplilieHHST 6-MiCIYHOT0
Kypcy nikyBanHsg TI'B a6o TEJIA

TpuBalicTh 3arajsbHOTO0 KypCy JTiKyBaHHS BU3HA4al0Th iHOUBIAYalIbHO IiCI PETENIbHOI OLiHKU
TiepeBar Bif JTiKyBaHHS Ta PU3UKY KPOBOTeUi (IUB. po3ain «Oco6MMBOCTI 3aCTOCYBaHHS»).

ITponyck nputiomy 003u.

Ao npuiioM npemnapaTy 0yJi0 IPOMyIIeHo, MallieHTOBI CIlif HeraiHo NpuiHATHA EmikBic Ta



TIPOMOBKYBATH JTiKyBaHHS y 3BUYANHOMY PEXKUMi ABiYi Ha IeHb.

3amiHa npenapamis.

[TepeBeneHHS 3 TapeHTePaIbHOT0 BBEIEHHS aHTUKOATY/ISHTIB Ha JIiKyBaHHS anikcabaHoM (i
HaBIaKy) MOXKHa IIPOBOOUTH B MOMEHT IIPUIOMY HaCTYIIHOI 3allJlaHOBAHOI 03U (IKB. PO3MiN
«B3aeMopis 3 iHIMMMY JTiKapCchKUMHU 3acobaMu Ta iHIi BUaM B3aemofin»). Lli mikapchki 3acobu He
CJIifl 3aCTOCOBYBaTH OOHOYACHO.

ITepesedeHHs 3 AiKy8aHHA aHmazoHicmamu 8imamiHy K Ha nikyeaHHs npenapamom Enikeic.

[Ipu nepeBeeHH] NALIEHTIB 31 CXeMU JIiIKyBaHHS aHTaroHiCTOM BiTaMiHy K Ha JIiKyBaHHS IIpernapaToM
EnikBicoM cif NIpUNUHUTY 3aCTOCYBaHHS BapgaprHy abo iHIoro antaroHicra BitaMiny K ta
po3MoyaTH JIiKyBaHHS MpenapaToM EmnikBic, Konu MiKHapogHe HOpMaJlli3oBaHe CIIiBBIAHOIIEHHS
cTaHoBUTUME < 2,0.

ITepesedeHHs 3 nikysaHHA npenapamom Enikgic Ha nikyeaHHA aHmazoHicmamu eimaminy K.

[lepeBopsium mali€eHTiB 3 JIiKyBaHHA IIpenapaToM EmikBic Ha JiKyBaHHS aHTaroHiCTOM BiTaMiHy K,
CJIif IPONOBXKYBaTU npuioM EikBicy MIoHaMMeHINe IPOTATOM 2 OHIB Micig IpU3HAYEHHS
aHTarosicta Bitaminy K. ITicis mBox mHIB OQHOYACHOTO IPUHOMY amikcabaHy Ta aHTaroHiCTa
BiTaMiHy K mepeq mpuitoMOM HaCTyIIHOI 7034 ENMiKBiCy BU3Ha4alTh MiXKHApOAHE HOpMaJli30BaHe
criBBigHOmEHHS. KoMOiHOBaHe JikyBaHHs EmnikBicOM Ta aHTaroHicToM BiTaMiHy K IIpomOBXKYIOTS,
OOKM MiXKHapOOgHe HOpMaJli30BaHe CIIiBBiHOIIEHHS He [OCsATHe PiBHIB = 2,0.

[TarieHTH JTITHLOTO BIKY.

JlikyBanHsT TpoM603y rinubokux BeH (TT'B) Ta TpombGoeMOortii nerenesoi aptepil (TEJIA), a TakoXK
npodinakTuka pernunusiB TI'B Ta TEJIA y mopocnux: HeMae 0Tpebu B KOPEKIIil 7031 (OUB. PO3Tinu
«Oco0nuBOCTi 3acToCyBaHHS» Ta «PapMaKOKiHETUKA>).

HexknananHua ¢iOpunsiis nepencepab: KOPEKIlis M03u He MOTPi0Ha, 3a BUHSATKOM BUIIAMKIB,
3a3HavYeHux Bullle (OuUB. «SHUKEHHS [03u» y po3aini «Crocib 3aCToCyBaHHS Ta [O3U»).

ITopyweHHA pYyHKUiI HUDPOK.
[ITomo matieHTiB 3 TerkuM abo MOMipHUM IOPYIIEHHSAM (QYHKII HUPOK iCHYIOTh TaKi peKOMeH/allil:

- niist mikyBaHHs TT'B, mikyBanHs TEJIA Ta npodinaktuku penunusiB TI'B abo TEJIA (BTEn) kopexkiis
no3u He nmoTpibHa (muB. po3min «®apMaKOKiHETHKA»);

- U1t TPOQiNMaKTUKY iHCYIBTY Ta CUCTeMHOI eM00Iil y IallieHTiB i3 HeKTanaHHo GiOpuIsiieo
nepencepnb (HOII) Ta piBHEM cupOBATKOBOrO KpeatuHiny = 1,5 mMr/an (133 MKMOIIB//I) y KOMILJIEKCI 3
TakKuMu pakTopamy, SK Bik moHap 80 pokis abo maca Tina MeHiie 60 KI CJIiff 3aCTOCOBYBaTH HUXKYY
mo3y amikcabaHy, SIK OMKMCaHO BUIIe. Y pa3i BiICyTHOCTI iHIINX KpUTEepiiB A 3HUKEHHS [03H (BiK,
Maca Tifla) Kopeklis 1031 He noTpibHa (IuB. po3min «dapMaKoKiHETUKAY).

[Tomo mauieHTiB 3 TAXKKUM IOPYIIEHHSAM (QYHKII1 HUPOK (KJTipeHC KpeaTuHiHy 15 - 29 MJI/XB) iCHYIOTB
Taki pekoMeHpaii (nuB. po3ginu «Oco6IMBOCTI 3aCTOCYBaHHSI» Ta «®apMaKOKiHETHKA»):

- nns nikyBauus TI'B, nikyBanus TEJIA Ta npodinaktuku perunusis TTB a6o TEJIA (BTEm)



armikcabaH CJifi 3aCTOCOBYBaTHU 3 00epPeXHICTIO;

- IJIs TPOQiNaKTUKY iHCYIBTY Ta CUCTeMHOI eMOOIil y TallieHTiB i3 HeKTanaHHo0 (Qi0punsiieo
nepencepnb (HOII) cmimg 3acTocoByBaTH HUXKYY [03Y amikcabaHy - o 2,5 Mr [Bidi Ha m00y.

Kniniynuit gocBif 3acTocyBaHHS amikcabaHy malfieHTaM 3 KJlipeHcoM KpeaTuHiHy < 15 mii/xB abo
malfieHTaM, sSKi 3HaXO[SThCS Ha [Iialisi, BiICyTHiM, ToMy anikcabaH He PEKOMEHIOBaHUM [T
3aCTOCYBaHHS 11iit KaTeropii mauieHTiB (quB. po3pinu «OcoO6nMUBOCTI 3aCTOCYBaHHS» Ta
«®apMaKOKiHETHKa»).

[NTopymieHHST QYHKIII TEYiHKY.

EnikBic mpoTHmoKa3aHuy MallieHTaM i3 3aXBOPIOBaHHIMHU II€YiHKHU, SIKi CYIPOBOAKYIOTHCS
KOaryJoaTi€lo Ta KIiHIYHO CYTTEBUM PU3UKOM KPOBOTEUi (OUB. po3min «IIpoTunoka3aHHa»).

[TpemapaT He peKOMEHIOBAHO 3aCTOCOBYBATH MJ151 JIIKyBaHHS MALi€HTIB 3 TSIXKKUMU IOPYIIEHHIMA
GbyHKii meuinku (quB. po3nin «OcobnuBOCTI 3acToCyBaHHA» Ta «DapMaKOKiHETUKAY).

EnikBic crnig 3 06epexHICTI0O 3aCTOCOBYBATH U1l TiKyBaHHS Malli€eHTiB 3 TeTKUMHU ab0 TOMipHUMHU
nopyiieHHsIMHU GyHKII mevinku (knac A a6o B 3a knacudikarieio HYainga - [1'10); Taki marieHTa He
noTpeOyIoTh KOPEKIIil 103U IpemnapaTy (OuB. po3ain «Oco0nMuBOCTi 3aCTOCYBaHHS» Ta
«OapMaKOKiHETHKa»).

[TamienTiB 3 mipgBumeHumMu piBHAMEU GepMeHTiB nedinku (AJIT/ACT nepeBUILIYIOTh BEPXHIO MEXY
HopMmu (BMH) Ginbin HiXK y 2 pa3u) abo 3aranbHOro 0inipy6iny (nepesutiiersss BMII B 1,5 i GinbIte
pasiB) He JOMYyCKaJX OO0 y4acTi y KIiHIYHUX JochifxeHHIX. Tomy EmikBic cinig 3 00epexkHiCcTIO
3aCTOCOBYBATH MJIS JIIKYBAHHS Ii€l rpymnu malieHTiB (OuB. po3misi «OcobIMBOCTI 3aCTOCYBAHHSI» Ta
«PapMakokiHeTrka»). [lepeq mo4aTKoM JIiKyBaHHS anikcabaHoM HeoOXigHO MPOBECTH JOCTiIXKEeHHS
GyHKIII TeYiHKH.

Maca mina.

JlikyBanHs1 TpoM603y rinubokux BeH (TI'B) Ta TpombGoembortii nerenesoi aptepii TEJIA, a Takox
npodinaktrka perunusiB TI'B ta TEJIA y mopocnux: HeMae I0oTpedu B KOPEKIIii 03U (OuB. PO3Min
«PapMakoKiHeTHKa» Ta «OcoOIMBOCTI 3aCTOCYBaHHSI »).

Hexnanmanza ¢iOpuisiis nepemcepasb: KOPEKIlis M03K He MOTPi0Ha, 3a BUHATKOM BUIIQKIB,
3a3Ha4YeHUX BUllle (OUB. «3HUKEHHS J03u» Y po3aini «Crocib 3acToCyBaHHS Ta J03U»).

Crarts.
Hemae noTpebu B Kopekiiii o3u (guB. po3nin «®apMaKoKiHETHKa»).
ITauienmu, saKi npoxo0smb npouedypy kKamemepHoi abasuyii.

[NTanieHTH MOXKYTh IPOJOBKYBaTH OTPUMYBATH amikcabaH Iif 4ac KaTeTepHol abnsiil (TuB. po3minu
«[Iporunoka3anHs», «OcoOIUBOCTI 3aCTOCyBaHHA» Ta «B3aeMopis 3 iHIIUMY TiKapCbKUMU 3aco0aMu
Ta IHIIT BUOX B3a€MOMIN»).

Kapoiosepcis (HekaanaHHa ¢pibpuasuis nepedcepobs).

JlikyBaHHS anikcabaHOM MOXKHa IMOYKWHATH abo MPOmOBXKyBaTH y nauienTis 3 HOII, aki MOXyTh
notpebyBaTu KapaioBepcii.



Y matieHTiB, 9Ki paHille He OTPUMYBaIu aHTUKOATYJISIHTH, CJIifi BUK/TIIOUUTH HAsIBHICTH TPOMOY J1iBOTO
nepencepns 3a JOIOMOI0X0 MeTOLIB Bidyasi3allil (Hanpukiiaf, TpaHce3ogareanbHa exokapaiorpadis
(TEE) a6o xomm'toTepHa Tomorpadis (KT)) mepen KapaioBepci€io BiAIOBITHO 10 BCTAHOBIEHUX
MeIWYHUX PEKOMEHIAIli.

[MauieHTiB, sIKi HOYMHAIOTD JIIKYBaHHS amikcabaHOM, CJIifl MpU3HAYaTH 5 MT IIperapary ABidi Ha moOy
IIPOTSTOM IlOHaWMeHIIe 2,5 gHs (5 pa3oBUX 003) Iepef KapaioBepciero, o6 3abe3neunT afeKBaTHY
aHTUKOATyJALio0 (OuB. po3ain «PapMakoauHaMika»). fAKIIO MallieHT BiATIOBiTae KpUTEPiIM
3MEHILIEeHHS J034 (OUB. BUIIE Migpo3ainu «3HudceHHA 0o3u» i «IlopyweHHA pYHKUiIl HUPOK»), TO3Y
noTPiOHO 3HU3UTH [0 2,5 MT amikcaOaHy [Bidui Ha m0o0y MPOTIroM moHalMeHIe 2,5 oHs (5 Pa30BUX
1o3).

fAkmo HeoOximHa KapmioBepcis, mepen mpuioMoM 5 103 amikcabaHy il MpU3HAYUTH
HaBaHTaXyBalbHYy 103y 10 Mr, moTiM npuiitMaTyl 5 Mr [iBiui Ha Ho0y. PexxuM mo3yBaHHS MOTPiOHO
3MEHIIUTH 00 HaBaHTaXKyBaJIbHOI 03U 5 MT, a IOTiM 2,5 Mr ABidi Ha Ho0Yy, SAKIIO MAIliEHT BigmoBimae
KPUTEPiAM 3MeHIIEeHHS 003U (OUB. BUILle TifApo3ainu «3HudiceHHA 003u» i «IlopyweHHA PYHKUiT
Hupok»). HaBaHTaxKyBaslbHY [03Y CJIif IPUMaTH I0HaWMeHIIe 3a 2 TOOUHHU [0 KaphioBepcil (ous.
po3min «®apMakoguHaMiKa»).

IIng BCixX malfieHTiB, SKi MPOXOATh IPOLeAyPY KapAioBepcii, Cilig MaTH MigTBepAXKEeHHS TOTO, 110
NallieHT OTPUMYBaB alikcabaH 3rifHO 3 Ipu3HadYeHHSIM. PilleHHS Ipo MOYaToK i TPUBAIICTh
TiKyBaHHS HEOOXigHO MPUMMATH 3TiMHO 3i BCTAaHOBIEHUMH PEKOMEHMAIIsIMHU 000 3aCTOCYBAHHS
QHTUKOATYJISHTIB MallieHTaM, SKi IPOXOASTh MPOLeAypy KapAioBepcii.

IMauienmu i3 HekaanaHHow Qibpussauiero nepedcepds (HPII) abo 20cmpum KOPOHAPHUM CUHOPOMOM
(C’KC) ma/abo yepe3wkKipHum kopoHapHum empyyaHusam (YKB)

IcHye 06MeKeHHUM NOCBig 3aCTOCyBaHHS amikcabaHy y peKoMeHIoBaHi# [03i nauieHtam i3 HOII, y
KoMOiHarlil i3 anTuTpoMOoMTapHUMHU 3acobamu - martienTaM i3 'KC ta/abo TuM, xTo mignsarae YKB
iCc/Isl MOCATHEHHS reMocTa3y (AuB. po3dinu «OcoO6IMBOCTI 3aCTOCYBaHHSI» Ta «®apMaKoguHaMiKa»).

Himu.

EdekTuBHicTh Ta 6e3meka 3acTocyBaHHs mpemnapatTy EnmikBic gitsam (BikoMm mo 18 pokiB) He
BCTaHOB/eHi. HasiBHI mani momo npodinaktuku TpoM6oeM60iii onucaHi B po3misi
«PapmakoguHaMiKa», ale peKoMeHpallil I[0fI0 A03yBaHb He HaJaloThCH.

IlIepedo3yeanHsi.

[Tepeno3yBaHH4 amikcabaHy MOxkKe IIPHU3BECTH OO 3POCTAHHS PU3WKY BUHMKHEHHS KPOBOTeUi. Y pasi
BUHUKHEHHS T€MOpariyHux yCKIagHeHb He00XiTHO MPUIIMHUTH TiKyBaHHS Ta IPOBECTU 00CTEKEHHS
oxxepena KpoBoTedi. Crifg po3ragHyTH iHillifOBAaHHS BiATIOBIZHOTO JIiKyBaHHS, HAllPUKJIa[d IPOBEeNeHHS
XipypriuHOro reMocTasy, mepenuBaHHs CBizKOi 3aMopoxkeHoi mna3mu ab0o 3aCTOCYBaHHS
HeUTpasni3yo4yoro 3acoby ans iuridiTopa ¢pakTopa Xa.

Y xofi KOHTPO/IbOBAHUX KITIHIYHUX [OCTiIKEHHSIX ITepopaibHe 3aCTOCyBaHHS amikcabaHy 300pOBUM
noOpPOBOJIBILISIM B o3ax A0 50 Mr Ha Ho0y MIOAEHHO MPOTAroM 3-7 OHiB (25 Mr OBiYi Ha HEeHb MPOTSATOM
7 oHiB a60 50 MT oguH pa3 Ha [eHb IPOTATOM 3 JHIB) HE MPHU3BOAWIIO N0 BUHUKHEHHS KITiIHIYHO



BaXKJTMBUX HeOakKaHUX PeaKIlil.

Y 3mopoBux 0ci0 3aCTOCyBaHHS aKTHBOBAHOTO BYTi/I/Ig Yepe3 2 Ta 6 TOAUH micnis npuiiomy 20 Mr
amikcabaHy Mpu3BOAKUIIO 0o 3HUKEeHHS cepenubol AUC amikcabany Ha 50% Ta 27% BifmoBigHO i He
BIuBaso Ha C,,, mpemnapary. 3acTOCYBaHHSI aKTHBOBAHOTO BYTifs yepes 2 abo 6 roguH micis
IpuioMy amikcabaHy MpHU3BOAMIIO N0 3HWKEHHS [Tepiofy HaliBBUBEeHHS alikcabaHy, IKUW NIpU
MOHOTeparii cranoBuB 13,4 rogunu, 0o 5,3 Ta 4,9 roguHu, BigmoBigHO. TaKuM YMHOM, 3aCTOCYBaHHS
AKTHBOBAHOTO BYTi//IsT MOXKe OyTH KOPUCHUM MJIS JIIKYBaHHS Iepeao3yBaHHs amikcabaHy a0o
BUIIAIKOBOTI'0 IIPUMOMY I[bOTO IIpernapary.

Ins HeMTpanisarii y pasi Heo6XigHOCTi aHTHKOATYSII] Yepe3 KPOBOTEYY, III0 CTAHOBUTH HEOE3MeKy
71 KUTTS, a00 HEKOHTPOJILOBAHY KPOBOTEUY iCHY€E HelTpani3youuil nikapcbkuil 3acib inribitopa
daxTopa Xa (muB. po3min «OcobIUBOCTI 3aCTOCYBaHHI»). MOXKHA TaK0XK PO3TJISHYTH BBEOEHHS
KOHIIEHTPaTiB (pakTOpiB MpoTpoMOiHOBOTO KOMILIEKCY abo pekoMOiHaHTHOrO (hakTopa VIla.
O6opoTHicTh (hapMakoguHaMigyHUX e(PeKTiB amikcabaHy, migTBepAKeHa 3MiHaMHU B aHaJli3i yTBOPEHHS
TpoMOiHy, OyJla 04eBUIHA HANpPUKiHII iH(Y3il Ta mocdarana BUXiIHUX 3HAYEHb Y 3TOPOBUX
1o6pOBOJIBLIIB IPOTATOM 4 TORUH micis modaTky 30-xBunuHHOIL iHGY3ii KoHIeHTpaTy 4 dhakTopiB
npoTpoMOiHOBOro KoMIyiekcy. OgHaK KITiHiYHUM TOCBIM 3aCTOCYBaHHS KOHIleHTpaTy 4 ¢hakTopiB
IpoTPoMOiHOBOTO KOMIIJIEKCY MAJIST YCYHEHHST KPOBOTedi y 0cil, SKi oTpuMYyBaiu amikcabaH, BiiCyTHil.
Iocgin 3acTocyBaHHs peKoMOiHaHTHOTO pakTopa VIla mns mikyBaHHS 0Ci0, 1[0 OTPUMYIOTh
amikcabaH, Hapas3i BigcyTHil. Crif po3rIgHyTH MOXKJIUBICTh IIOBTOPHOTO BBEEHHS PeKOMOIHAHTHOT O
dakTopa VIla Ta migbopy [03u 3a/1eXKHO Bil HOpMaJi3allii KpoBOTeYi.

Y pasi 3HauHO1 KpOoBOTEYI HEOOXiMHO POITIITHYTH MOXKJIMBICTh KOHCYJIbTallil JTiKaps-reMaTosora.

[Tpu ogHOKpPaATHOMY 3aCTOCYBaHHI 5 MT amikcabaHy ImepopajbHO, reMofiani3 3uuxKyBaB AUC
amikcabany Ha 14% y ocib 3 TepMiHaIbHOIO CTafi€l0 HUPKOBOI HEAOCTAaTHOCTi. TOMy Mal0iMOBipHO,
110 reMopiani3 6yge ebeKTUBHUM 3ac000M [T JTiKyBaHHS IIepef0o3yBaHHS alikcabaHy.

ITobiuni peakuii.

Besneky amikcabaHy mociifxyBanu y xofi 4 KiiHiuHUX BUnpoOyBaHb (a3u III 3a yuacTio moHan

15 000 nanienTis: noran 11 000 nauienTiB y mocnigxeHHax HOII Ta noran 4 000 nauieHTiB y
nocnigxkeHHsax nikyBaHHS BTE (BTEn); cepenHs 3arajibHa TPUBAJIiCTh 3aCTOCYBaHHS CTaHOBUIIA 1,7
poKy i 221 meHb BifnoBigHO (uB. po3min «dapMakKoguHaMiKa»).

Yactumu HebakaHUMU peaklissMu OyIu KpoBOTeYa, KOHTY3is, HOCOBa KpOBOTeYa Ta TeMaToMa
(mpodink HeOaxkaHUX SBHUII Ta YacTOTa, KilacupikoBaHi 3a MOKa3aHHAMY, HaBefeHi y Tabmuii 11).

Y mocnipxenusx HOIT 3aranbHa yacToTa HebGakaHUX peaklliii, OB’ I3aHUX 3 KPOBOTeYaMH, Y TPy
amikcabaHy ctaHoBuna 24,3% y gocligKeHHi IOPiBHAHHS amikcabaHy 3 BapdapuHoM Ta 9,6% y
IOCTiIKeHH] TOPiBHAHHA anikcabaHy 3 acmipuHoM. Y [OCTiiXKeHHi TOPiBHIHHA amikcabaHy 3
Bap(apruHOM YacTOTa 3HAYHUX IUIYHKOBO-KUIIKOBUX KPOBOTEY 3a Kiacudikanieo [ISTH
(MixxHapomHe TOBapuUCTBO 3 Ipo6eM TPpoMO03y Ta reMocTa3dy) (y TOMy YHUCIIi 3 BepXHiX BifiniB
[IUTYHKOBO-KHUIIKOBOTO TPAKTy, HUKHIX Bifi/liB IIJIYHKOBO-KUIIKOBOTO TPAKTY, a TAKOXK IPSIMOL
KMIIKY) y TIallieHTiB, IKUM 3aCTOCOBYBasH amikcabaH, ctanoBuia 0,76%/pik. YacToTa 3HaUHUX
BHYTPIIIHBOOYHUX KPOBOTeY 3a Knacudikarieio ISTH y naiieHTiB, IKUM 3aCTOCOBYBajIu amikcabaH,
cranoBuia 0,18 % Ha pik.

Y mocnipxenusx BTEn 3aranbHa yacToTa Mo6iYHUX peakiiiii, OB’ I3aHUX 3 KPOBOTEYaMH, Y TPYIIi



amikcabany ctaHoBuia 15,6% y gocrnigKeHHi IOpiBHSAHHS amikcabaHy 3
eHoKcamapuHoM/BapdapuHoM Ta 13,3% y mocmigKeHHi mOpiBHAHHS amnikcabaHy 3 miaredo (IuB.

po3min «PapMakoguHaAMiKa»).

YV Tabnumi 11 HaBeneHo HeOaxkaHi peakiiii 3a KjlacaMy CUCTEM OPTaHiB Ta YaCTOTOH: OyXKe YacTo
(=1/10), gacto (Big =1/100 mo <1/10), meuacTo (Bim =1/1 000 mo <1/100), pigmko (Bim =1/10 000 mo
<1/1 000), my=xe pigko (<1/10 000), HEBiTOMO (HEMOXK/IMBO BCTAHOBUTHU 3 HAsIBHOI iH(popMallil) Ans

HO®II ta BTEn BignoBinHoO.

Tabmuus 11

HebaxaHi peakirii HO®II 3 BTEn

ogHUM abo

meKiTbKoMa

(hakTOpaMu

PU3UKY
IPo31a0u 3 60Ky Kpogi ma aiM¢pamuyHoi cucmemu
AHeMis JacTto Hacto
TpomGonuTOoneHis HeuacTto HacTto
Po3s1a0u imyHimemy
[inepuyyTnuBicTh, anepriynui HabpsK Ta aHadimakcis Heuacto HeuacTo
Ceepbix Heuacto Heuacro*
AHTIOHEBPOTUYHUM HAOPSIK HeBimoMmo HeBigoMmo
Po31a0u 3 60Ky Hepeosoi cucmemu
KpPOBOBUJIMB ¥ MO30K |HeqaCTo Pinko
[Po3s1adu 3 60Ky opaaHie 30py
KpOBOBUIUB Y OKO (BKJIFOUAOUM KOH IOHKTUBAJIbHY reMoparii) [dacTo HeuacTo
Po31a0u 3 60Ky CyOuHHOI cucmemu
KpoBoTeda, reMaToMa Jacto YacTo
['inoToHid (y TOMy 4HCIi TINOTOHISA NiJ Yac BUKOHAHHS NPOIENYD) JacTto HeuacTto
BHyTpIlIHbOUYEPEBHA KPOBOTEYA HeuacTo HesigoMo
Po31a0u 3 60Ky pecnipamopHoi cucmemu, 2py0HOi KAimKu ma cepedoCmiHHA
KpoBoTeda 3 HOCaA HacTo YacTto
KpoBoxapKaHHS HeuacTto HeuacTto
KpoBOTeUi 3 fUXanbHUX IIIAXIB Pigko Pigko
Po31a0u 3 6OKY W/YHKOBO-KUWKO0B020 MPAKmMy
Hypota Jacto YacTo
[[I1yHKOBO-KUIIIKOBA KPOBOTEYA JacTto Hacto
['eMopoifganbHi KPOBOTEUI HeuacTto HeuacTo
KpoBOTedi y POTOBill TOPOXKHUHI HeuacTo YacTto
['emaToxe3isq HeuacTo HeuacTo
KpoBoTeua 3 IpsIMOI KMIIKH, KPOBOTEYA 3 ICEH JacTto Hacto
KpoBoTeda y 3a04€pEeBUHHUY IIPOCTIP Pinko HesigoMo
Po31a0u 3 60Ky 2enamobiniapHoi cucmemu
BigxuneHHs y pe3yibTaTax MeYiHKoBUX P00, MiIBUIIIEHHS PiBHS HeuacTo HeuacTto
acrapTaTaMiHOTpaHC(epasy, MigBULIeHHS aKTUBHOCTI JTy2KHO1
(dbocdara3u KpoBi, migBuIeHHs piBHA OinipyOiHy KpoBi
[lifBuIleHHS PiBHS raMMa-rIyTaMiHOTpaHC(hepa3u JacTto Hacto




TTinBUINEHHS PiBHS ajlaHiHAMiHOTpaHC(hepasu [HeuacTo [4acTo
Po31a0u 3 60Ky WkKipu ma niOwWKipHUX MKAHUH

Bucum Ha IKipi HeugacTto Hacto
Amonelris HeuacTo HeuacTo
MyneTU(QOpMHA epuTeMa [lyxe pigko [Hesigomo
[IIKipHUI BACKYJIT HegimoMmo HeBizmoMmo
[Po31a0u 3 60Ky ONOPHO-PYX08020 anapamy ma CnoaAy4YHOI MKAHUHU

KpPOBOBUJINB y M'31 |PiJZ[KO HeuacTo
[P03/1a0u HUPOK ma cevyosudi/nbHOi cucmemu

Tematypis [H4acTo YacTo
Po31adu 3 60Ky penpodyKmueHoi cucmemMu ma MO/A0YHUX 3d/103

[laTosoriyHi BariHasiibHi KPOBOTEYi, KPOBOTEYi 3 CEYOCTATEBOIO HeuacTo HacTo
TPaKTy

IP031a0u 3a2a/1bH020 Xxapakmepy

KpoBoTeya y MicClli BBeleHH IIpernaparTy |HeqaCTo HeuacTo
/TabopamopHi 00CAi0HCeHH A

[T03uTHBHUY pe3yJIbTaT TECTy Ha IPUXOBaHY KPOB [HeuacTo HeuacTo
Tpasmu, OMpyeEHHA Mad YCKAAOHEHHA npouedyp

Cunii Jacto YacTo
KpoB’HUCTI BULIIEHHS 3 PaHU MiC/IS MEeIUYHOlL IPOIeaypu HeuacTto HeuacTto
(BK/II09AKOYX reMaToMy Mic/ig MeJUYHOI IPOolLlefypy, KPOBOTEUy 3

MiCI0NepaliiHol paHy, TeMaTOMy B MICIIi IPOKOJTy CyOUHU Ta

KPOBOTEYY 3 MiCLid BCTAHOBJIEHHS KaTeTepa), BULIIeHHS 3 paHy,

KPOBOTEYA 3 MiCISl XipypridHOT0 pO3pi3y (BKIYaKdu reMaToMy y

MiCIIi XipyprigHOT0 po3pi3y), onepaTvBHA KPOBOTEYA

IpaBMaTHYHa KPOBOTEYA HeuacTo HeuacTo

*V nmocnigxenni CV185057 (goBroctpokoBa mpodinaktuka BTE) Bunagky reHepani3oBaHOro
cBepOeXKy He CIIOCTepiramucs.

" Tepmin «KpoBOBUIUB y MO30K» 00’€IHYE BCi BHYTPIIIHLOUEPENHi a60 BHYTPIMIHbOCTIiHAIbHI
KPOBOBUJIMBY (HaNlpHKaj, TeMOparigyHuil iHCyNIbT, TyTaMeHallbHi, IlepebespHi, iHTpaBeHTUKYIIIPHI
abo cybaypanbHi KDOBOBUJIUBHU).

3acTocyBaHHS amikcabaHy Moxe OyTH OB’ si3aHe 3i 30ibIIeHHAM PU3UKY IIPUXOBaHOI a00 SBHOI
KPOBOTEUYi 3 OyIb-IKMX TKAaHUH ab0 OpraHiB, 110 MOXKe MIPHU3BECTHU [0 ITOCTreMopariyHoi aHeMii.
CumMmmTomu Ta IX TSXKKICTh OyIyTh 3MiHIOBATHCh 3aJI€3KHO Bif] JIOKasi3allii, CTyIeHI0 Ta TPUBAJIOCTi
KpOBOTeUi (IuB. po3pinu «OcobnuBOCTi 3acToCcyBaHHA» Ta «dapMakoguHaMiKa»).

3gimyeaHHs npo nido3prosaHi nobiuHi peakuii.

3BiTyBaHHS IIPO Mifm03pIoBaHi MoOiuHi peakilil micns peecTpatiii TikapchbKoro 3aco0y Ma€ BaXkKJIuBe
3HaueHH4. Lle 0o3BoMsi€ 3MiiCHIOBATH O€3MepepPBHUY MOHITOPUHT CIIiBBiIHOIIEHHS MiX KOPUCTIO Ta
pU3MKaMH, IOB I3aHUMHU i3 3aCTOCYBaHHSAM JIiKapchKOTo 3aco0y. [IpocuMo MeguyHUX ITPaIliBHUKIB
3BiTyBaTH PO Oymb-SKi Mimo3pioBaHi MobiuHi peakirii.

Tepmin npudamHocmi. 3 POKH.



YmMmoBu 30epirannsi. He moTpe0ye cremianbHUX YMOB 30epiraHHs.

YnakoBka. TabneTku 1o 5 mr, o 10 Tabnetok y 6mictepi. [To 3, mo 6 abo no 10 GricTepis y maumi 3
KapToHy. TabmeTku 1o 5 Mr, 1o 14 tabneTok y 6micTepi. [To 2 6ricTepu y mayili 3 KAPTOHY.

Kareropis Bigmycky. 3a peLenToMm.

BupoOHHUK.

Karanent Anarsi C.p.n. / Catalent Anagni S.r.L.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaAKeHHsI Tisl/IbHOCTI.

Jlokamnita ®ontana menb Kepaco CHII, Ctpana ITposinciane Kasinina, 41, Avarsi (®P), 03012, Itamis
/ Localita’ Fontana del Ceraso SNC, Strada Provinciale Casilina, 41, Anagni (FR), 03012, Italy.

abo[]

BupoOHUK.
[Npaiizep Mentopexuypunr [Hoiuness I'moX /

Pfizer Manufacturing Deutschland GmbH.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicIsi IPOBaAKeHHsI Tisl/IbHOCTI.
Berpiburrerte ®paitbypr, Mycsanbgans 1, 79090 ®paibypr, HimeuunHa /

Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.

abo[]

BupoOHHK.

Copng3 Jlabopartopiz Aunimiten Kommani / Swords Laboratories Unlimited Company.



Micue3HaxoKeHHsI BUPOOHHKA Ta HOro aJgpeca MicCIisi IpOBaIKeHHs Tis/IbHOCTI.

Brnanuapacrays Kopnopit ITapk 2 ITna3a 254, Oy6nin 15, D15 T867, Ipnaupis / Blanchardstown
Corporate Park 2 Plaza 254, Dublin 15, D15 T867, Ireland.

abo[]

BupoOHUK.

[Ndaiizep Ipnanpis ®apmaceioTikans / Pfizer Ireland Pharmaceuticals.

Micuie3HaxoaKeHHsI BUPOOHHKA Ta MOT0 aJpeca MicCIisi MIPOBaAKeHHsI Tis/TbHOCTI.

Jlittn Konnenn, Hewo0pinx, Ipnaugisa / Little Connell, Newbridge, Ireland.

0 B inHcmpykuii, wo 6yde 8k1adeHa 8 KAPMOHHY ynakoeky, 6yoe 3a3HayeHull auwe o0uH 8UPOOHUK
(moti, wo 6y8 3adisaHull 015 8unycky cepii).



