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 KOHIIEHTpaLlis anikcabaHy Ta aKTUBHICTH 1[0J0 MpUTrHiYeHHs pakTopa Xa

MiHiManbHa aKTUBHICTH
arikcabaHy 11070
[IPUTHIYeHHS

dakTopa Xa (MO/mn)

MakcumManbHa
AKTHUBHICTH amikcabaHy
[I0A0 IPUTHIYEHHS
dakTopa Xa (MO/mn)

AtrikcabaH
Cin (HT/MIT)

ATTikcabaH
C o (HT/MIT)

[l03yBaHHS

MemniaHa [5-11, 95-1 IepIeHTUb]
[Tpoghinakmuka iHcyabmig ma cucmemHoi em60ii y malieHTIB 3 HEKJTalaHHOI (Hibpunsiieto
nepencepnb

2,5Mr 2 p. o.*

123 [69, 221]

79 [34, 162]

1,8 [1,0; 3.3]

1,2[0,51; 2,4]

5wmr 2 p. o

171 [91, 321]

103 [41, 230]

2.6 [1,4; 4.8]

1,5[0,61; 3,4]

UlikysanHa TI'B, aikysanHa TEJIA ma npogirakmuka peuudusie TI'B ma

TEJIA (BTE )

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. o |251[111, 572] 120 [41, 335] [4,2[1,8;10,8] 1,9 [0,64; 5,8]

* [To3yBaHHS [JIS MOMYJISAIiI KOPETYBaNoCs 3 ypaxyBaHHSIM 2 3 3 KPUTEPiiB 3MEHIIIeHHS NO3U B
oociimxenni ARISTOTLE..

2 p. O. - 2 pa3u Ha [EeHb.




Xoua nmiKyBaHHS amikcabaHOM He IOTpPedye PeryIsipHOTO KOHTPOJIIO PiBHIB €KCII03MUllil,  BUHATKOBUX
CUTYallisIX, KOJU iHpopMallis PO piBeHb eKCIO3ullil anikcabaHy MOXKe TOIOMOI'TH IPUNHSTH
KJTiHiuHe pillleHHs (HaIpHUKIIan y pa3i nepefo3yBaHHS Ta HEBIIKIagHOTO OEPATUBHOTO BTPY4YaHHS),
MOXKHAa BUKOPUCTOBYBATH KajIiOpyBalbHUM METO[ KiIbKiCHOTO BU3HAYEHHS aKTUBHOCTI MPUTHIUEHHS
dakTopa Xa Rotachrom®.

Kniniyna ehekTuBHICT Ta Oe3mekxa.

IIpodisakmuka iHcy1bmie ma cucmemHoi emboaii y 00pocaux nauieHmis 3 HeK/AdndHHOK

dibpussauiero nepedcepos.

V xninivHii nporpami (mocmimxkenus ARISTOTLE: anikcabaH mopiBHSIHO 3 BapdhapuHOM Ta
AVERROES: amikca6aH y IOpiBHSIHHI 3 aIleTUJICAJTIIMIIOBOI0 KUCIOTO0) OyII0 paHgoMizoBaHo 23 799
naiienTis, 3 skux 11 927 - y rpynu nikyBaHHS anikcabanom. ITporpamy 6y10 po3po6ieHo TaKuM
yuHOM, 11100 IMoKa3aTu eeKTUBHICTEL Ta 0e3IeKy 3aCTOCYyBaHHS amikcabaHy Ois npodinakTUKU
iHCYNBbTY Ta CHCTEMHOI eM0OJTil ¥ IallieHTiB 3 HeKIanaHHOI QiOpumsIieio nepeacepab Ta HagBHICTIO
OJHOTO YU [EeKiTbKOX NOAAaTKOBUX ()aKTOPiB PU3UKY, a CaMe:

* HasIBHICTh B aHaAMHe3i iHCYJIbTy YM TPaH3UTOPHOI illleMiYHOI aTaKu;

* BiK = 75 POKiB;

* apTepiasbHa TilnepTeH3sis;

* [[yKpOBUH miabert;

* CHMIITOMATH4Ha CeplieBa HeJocTaTHICTh (Knac = II 3a knmacudikailiero NYHA).
[Tocaioxcenna ARISTOTLE.

Y nmocnigxenni ARISTOTLE 3aranom 0yno parmoMizoBaso 18 201 mallieHTa; y4aCHUKIB PO3MOMiNANN
MiX TrpymaMu MOABIMHO CIIIIOTo JiKyBaHHS amlikcaOaHOM 10 5 MT 2 pa3u Ha JeHb (abo Oy mesKux
natieHTis (4,7%) 2,5 Mr 2 pasu Ha feHb, IUB. Po3min «Crocib 3acToCyBaHHS Ta [03u»), abo
BapdapuHoM (uinboBui piBerr MHC y mexax 2,0 - 3,0). [TamieHTy OTpUMyBajHu Oil04y PEYOBUHY Y
cepegHboMy npoTsaroM 20 MicsuiB. CepenHill BiK y4aCHUKIB CTaHOBUB 69,1 pOKy, cepefHil iHIEKC
CHADS, - 2,1. B anamue3si 18,9% matrienTiB 6yB iHCy/IbT ab0 TpaH3UTOPHA illleMiyHa aTaka.

Y npoMy mocrmimKeHHi JTiKyBaHHS amikcabaHoM 3a0e3medyBano CTaTUCTUYHO NOCTOBIPHY IlepeBary 3a
IIEPBUHHOIO KiHI[EBOIO TOUKOIO IMPODiTaKTUKHU iHCYIbTY (reMopariunoro abo imemigyHoro) Ta
cucteMHOI eM6omil (OuB. TaGnUINO 2) IOPiBHSAHO i3 3aCTOCYBaHHSIM BapdapuHy.

Tabmuig 2

EdexTuBHicTh y manieHTiB 3 ¢pibpunsiuicio nepencepnp, ki 6panu ydyacts y gocnigxkenHi ARISTOTLE

[Toka3HUK Amikcaban |Bapdapun |ChoiBBimHOINEHHST [3HAYEHHS P
N=9120 N=9081 PU3UKIB
n (%/pix) n (%/pix) (95% [I)
[HCynbT @00 cucTeMHa eMOOoJTis 212 (1,27) 265 (1,60) 0,79 (0,66; 0,95) 10,0114




[lemMiyHMN 91 HEYTOYHeHu iHCynbT [162 (0,97) 175 (1,05) 0,92 (0,74; 1,13)
['eMoOpariyHuii iHCYNIbT 40 (0,24) 78 (0,47) 0,51 (0,35; 0,75)
CucteMHa eM00JIis 15 (0,09) 17 (0,10) 0,87 (0,44; 1,75)

Y nmatieHTiB, 110 OyIM PO3MOAiNeHi y rpymy NiKyBaHHS BapapruHOM, MefiaHa 4acy, IIPOTITOM SKOT0
MHC 6ymno B Mexax 2,0-3,0 mpu 3acToCyBaHHi IIpenapaTry y TepaleBTUYHOMY iHTepBali, CTaHOBUIA
66%.

AnikcabaH NpOIeMOHCTPYBaB 3HUKEHHS YaCTOTY BUHUKHEHHS 1HCY/IbTY Ta CUCTEMHOI eMO0oJIil
(MopiBHSIHO 3 JTIKyBaHHSAM BaphapuHOM) P Pi3HUX 3HAYEHHSIX CEPEOHbOT0 YaCy TePaleBTUYHOTO
BiKHa. [I719 HaWBUII[OTO KBAPTUJIIO BiTHOCHO CEPEeAHbOr0 3HaUYEHHS CIIIBBIJHOIIEHHS PU3UKIB OIS
amikcabany Ta Bapdapuny csrasmo 0,73 (95% 11 0,38, 1,40).

OCHOBHI BTOPUHHI KiHIIEBI TOYKM CHJIBHOL KPOBOTEUI Ta 3arajibHOl CMEPTHOCTI BUBYA/IH 3a
IOIIOMOT 010 TIoTIepPeqHb0 06paHoi cTpaTeril iepapxiyHoi mepeBipku rinoTe3 st KOHTPOJII0 CyMapHOi
noxubku [ Tuny y mocmimxenHi. [[711 OCHOBHUX BTOPUHHUX KiHIIEBUX TOYOK CHUJIbHOI KPOBOTEYi Ta
3arajibHOL CMEpPTHOCTI TakKoXk OyJia OTpEMaHa CTaTUCTUYHO JOCTOBipHA IlepeBara (quB. TaONuIio 3).
[Tpu 6inem petenbHOMY KOHTpoIi MHC nepeBaru anikcabaHy Hapi BapdhapuHOM CTOCOBHO 3araibHoOl
CMEpPTHOCTi 3MEHIIYBaJIUCh.

Tabmuig 3

BropuHHi KiHI1eBi TOuKM y naieHTiB 3 pibpunsiieio nepencepns y pocnigxkenHi ARISTOTLE

[Toka3HUK AmikcaOaH Bapdapux CriBBigHOIIIEHHS 3HaYeHHS p
N = 9088 N = 9052 PU3UKIB
n (%/pik) n (%/pik) (95% IOI)
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)
Cunpai 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
[H1Ti KiHITEBI TOYKHU
3arambHa cMepTHiCTE [603 (3,52) 669 (3,94) 0,89 (0,80; 1,00) 0,0465
[HhapKT MioKapay 90 (0,53) 102 (0,61) 0,88 (0,66; 1,17)

*CuibHa KPOBOTEYa, BU3HAYEHA 3TigHO 3 KpUTePiIMu MiKHapOIHOTO TOBAPHCTBA 3 BUBUEHHS
npo6ieM Tpom6o3y Ta remoctasdy (ISTH).

CyMapHa YacToTa IPUIIMHEHHS JTiKyBaHHS Yepe3 HeOaxaHi peakuii y gocmigxkenHi ARISTOTLE



ctanoBuma 1,8% mpwu 3acTocyBaHHi amikcabany Ta 2,6% Ipu 3aCTOCYBaHHI BaphapuHy.

Pe3ynbTaTi e(eKTHBHOCTI y MOMepefHbO 00paHUX MiArpynax (BK/I0Yal0o4yy HiATPYIH 3a TaKUMU
moKa3HMKaMu, siK iHmekc CHADS,, BiK, Maca Tina, cTaTh, CTaH QYyHKIIii HUPOK, HasBHICTh Y aHaMHe3i
iHCYNbTy, TPAH3UTOPHOI ilIeMiyHOI aTaku Ta fiabeTy) y3roaKyBaluch 3 IEPBUHHUMU pe3yIbTaTaMu
e(eKTUBHOCTI [i71 3arajibHOI IOMYJIALil JOCTimKeHHS.

YacToTa BUHUKHEHHS 3HAUHUX IITYHKOBO-KUIITKOBUX KPOBOTeY 3a Kiacudikauiero ISTH (Bkmogyaroun
KPOBOTEYi 3 BepXHiX, HUKHIX BifiIi/liB IITYHKOBO-KHIIIKOBOTO TPAKTy Ta KPOBOTEYi 3 IPSAMOI KUIIIKH)
cranoBuina 0,76% Ha pik npu 3acTocyBaHHi anikcabany Ta 0,86% Ha pik Ipu 3acTOCyBaHHI

Bapdapuny.

[Toxa3HMKM 4aCTOTU CUJIBHUX KPOBOTEU y IONepegHb0 00paHuX Migrpynax (BKI0Yaiydl MiArPynu 3a
TaKMMHU NTOKa3HUKaMy, §K ingekc CHADS,, Bik, Maca Tina, cTaTh, CTaH (PYHKII1 HUPOK, HAIBHICTh y
aHaMHe3i iHCYIbTY, TPA@H3UTOPHOI illleMiuHOi aTaku Ta fgiabeTy) y3roaxKyBaluch 3 pe3yibTaTaMu
3arajbHOl IOMyJIAIiI.

HocaidxcenHss AVERROES.

3aranom y mociimxkenHi AVERROES 0yrno pangoMizoBaHo 5598 maiiieHTiB, sKkuM 0y710 HEMOKITHBO
3aCTOCOBYBATH JIiKyBaHHS aHTaroHictaMu BitaMminy K. YuacHuKu gocnigxkeHHs Oyniu po3MOfineHi y
TPynu NiKyBaHHS amnikcabaHoM 1o 5 Mr [iBiui Ha meHb (abo [ OesKuX mnalieHTiB (6,4%) mo 2,5 Mr
nBivi Ha meHb (OuB. po3min «Crocib 3aCTOCyBaHHS Ta [03W»)) UM AlleTUIICATIIIMIOBOI0 KMCIIOTOO.
AnleTuncaninuioBy KACJIOTY 3aCTOCOBYBamnu 1 pa3 Ha meHb y 1o3i 81 mr (64%), 162 mr (26,9%),

243 mr (2,1%) a6o 324 mr (6,6%). BemuurHy m03u BU3Ha4aB JOCTIgHUK. [1allieHTH OTPUMYBaIu
[iI049y Pe4OBUHY Y CepelHbOMYy IpoTaroMm 14 micaniB. CepenHid Bik y4aCHUKIB CTaHOBUB 69,9 pOKiB,
cepepnHin ingekc CHADS, - 2,0. 13,6% manieHTiB B MUHYJIOMY IIepeHeC iHCyIbT ab0 TPaH3UTOPHY
ilmeMiyHy aTaxy.

3a3BUyail [0 IPUUYUH HeMOXKJIMBOCTI JIIKyBaHHS aHTaroHicraMu Bitaminy K BimHOCHIU:
HEMOXKJIUBICTh/HU3bKY UMOBIPHICTh HOCSATHEHHS HEOOXiHUX PiBHIB MiXKHAapPOJHOTO HOPMaJi30BaHOTO
CIiBBigHOIIEHHS V HeoOXiguuY TepMiH (42,6%), BimMOBY mallieHTa Biff TiKyBaHHS aHTaroHiCTaMu
BiTaMiny K (37,4%), ingekc CHADS, = 1 Ta peKOMeHpalio JliKaps He IPOBOAUTH JIiKyBaHHS
aHtaronicramu Bitaminy K (21,3%), HeMOXIuBiCTh 3a6e3MeYnUTH JOTPUMAHHS MAlliEeHTOM iHCTPYKIIii
i3 3acTocyBaHHS aHTaroHicrta Bitaminy K (15%) Ta cknagHiCTH/IPOTHO30BaHy CKJIaAHICTh BUXOAY Ha
3B’30K 3 NalliEeHTOM y BUIIagKaX HeoOXimHOCTi HeralHOl 3MiHU fo3yBaHHA (11,7%).

Hocnimxenuss AVERROES 0yi1o 3aBepiieHO OCTPOKOBO 3a PEKOMeHalliaMu He3anexkHoro Komitety
3 MOHITOPUHIY JAaHUX Y 3B'43KYy 3 OTPMMaHHIM [1€PEKOHJIUBUX [10Ka3iB 3HUXKEHHA YaCTOTHU 1HCYJIbTY
Ta CUCTEMHOI eM00JIil y MOemHaHHI 31 COpUSTIUBUM ITpodineM Oe3meKu mpenapary.

CyMapHa YacToTa IPUIIMHEHH JTiKyBaHHS dyepe3 HebaxaHi peakiil y mocnimxkenHi AVERROES
ctanoBuma 1,5% mnpu 3acTocyBaHHi amikcabany Ta 1,3% mpu 3aCTOCYBaHHI alle TUIICAIILIUIIOBO1
KHCJIOTH.

Y npoMy moCHifKeHHi JTiKyBaHHS anikcabaHOM 3a0e3medyBao CTaTUCTAYHO AOCTOBIPHY IlepeBary 3a
TIEPBUHHOIO KiHIIEBOIO TOYKOI0 MPOodinaKTUKY iHCYNbTY (TeMopariyHoro, itmemMiyuoro a6o
HEYTOUYHEHOT0) UM CUCTEMHOI eMOo0tii (muB. Tabnuiito 4) MOPIiBHSIHO i3 3aCTOCYBaHHSIM
alleTUICATIIIUIIOBOL KUCIIOTH.

Tabmnuig 4



Knio4oBi pe3ynbratu eeKTUBHOCTI IJ151 MAIiE€HTIB 3 (iOpunsilieio nmepencepnb, 1o Opaay y4acTs y

mocnigxenHi AVERROES
IToka3HUK Ammikcaban |Anetusncarninu-noBa|CoiBBigHOIIEHHS |[3HAYEHHS p
N = 2807 [kucnora PU3UKIB
n (%/pik) [N = 2791 (95% [1I)
n (%/pik)
[HCynbT abo cucteMHa emOomis* |51 (1,62) [113(3,63) 0,45 (0,32; 0,62) |<0,0001
[lIeMiyHU Y HEYTOYHEHUN 43 (1,37) |97 (3,11) 0,44 (0,31; 0,63)
iHCYTIbT
['eMOpariyHuii iHCYIbT 6 (0,19) 9 (0,28) 0,67 (0,24; 1,88)
CuctemMHa eM0OOTis 2 (0,06) 13 (0,41) 0,15 (0,03; 0,68)
[HCYnbT, CUCTeMHa eMO0JTis, 132 (4,21) |197 (6,35) 0,66 (0,53; 0,83) 10,003
inpapkT Miokapga abo cMepTh
BHACJIIIOK 3aXBOPIOBAHHSA CyquH*'
[HbapKT MioKkapma 24 (0,76) |28 (0,89) 0,86 (0,50; 1,48)
CMepTh BHACIIIOK 3axBopioBaHHs |84 (2,65) [96 (3,03) 0,87 (0,65; 1,17)
CyIUH
3aranpHa CMEpPTHICTE' 111 (3,51) 140 (4,42) 0,79 (0,62; 1,02) 10,068

* OmiHKa 3a IOTIOMOI'0I0 CTPATeTil IOCIigOBHOI ITepeBipKH TirnoTes3, po3pobieHol TaKUM YHMHOM, 1100
KOHTPOJTIOBAaTH CyMapHY MOXUOKY I TUIY y JOCTiIXKeHHi.

T BroprHHa KiHIleBa TOYKa.

CTaTHCTUYHO JOCTOBIpPHA Pi3HUIIA Y YACTOTi CUIIBHUX KPOBOTEY ITPH 3aCTOCYBaHHi amikcabaHy Ta
alleTUJICAJTIIMIOBOL KUCIOTH Gyra BigCyTHS.

IauieHmu i3 HeKa1anaHHow Qibpusauicto nepedcepdv (HPII) i3 cocmpumM KOPOHAPHUM CUHOPOMOM

(C’KC) ma/abo maki, w0 nidis2arome 4epe3wKipHOMY KOPOHAPHOMY empy4aHHio (YKB)

Hocnipxenns AUGUSTUS - BigkpuTe paHOOMi30BaHE KOHTPOJIbOBaHE JOCIIIXKEHHS, 1110 MaJjlo
dakTopianpHuM Ou3aiH 2 Ha 2 - Oyno 3anydeHo 4614 nanienTis i3 HOII, ski manu I'KC (43%) Ta/abo
nepenecnu YKB (56%). Bci marieHTy oTpuMyBaiu OCHOBHE JIiKyBaHHS iHTi6iTopoM P2Y12
(xmomimorpens: 90,3%), 110 TpU3HaYaBCsA BiATIOBIAHO OO0 MiCLIeBUX CTAHOAPTIB JIiKyBaHHS.

[MauienTis mo 14 ni6 micnmsg FKC ta/a6o YKB panpgomisyBanu mjisi OTpUMaHHS amnikcabaHy y mo3i 5 MT
nBiui Ha moOy (2,5 Mr ABiui Ha moOy, AKIIO MAIliEHT BiAmoBigas ABoM abo Oinbille KpUTEPisIM
3HUKEHHS [1034; 4,2% oTpuMyBanu HUKYY 103y) abo aHTaronicra Bitaminy K (ABK) Ta
anetuncaninunoboi kuciaotu (ACK) (81 mr pa3 Ha no0y) abo minane6o. CepenHii BiK Halli€eHTIB
cTtaHoBUB 69,9 pPoky, 94% paHmoMi3oBaHUX MAIlieHTiB Manu 6an > 2 3a mkanoo CHA,DS,-VASci47%
malfieHTiB Manu 6an > 3 3a mkanoi HAS-BLED. [Ins namieHTiB, paHqoMi30BaHUX AJIST OTPUMaHHS
ABK, npormop1ig yacy y TepaneBTauHoMy aiana3oHi (UTII) (MHB 2-3) ctanoBuna 56%, npu 4yomy
32% Mmamnu yac Menire YT i 12% manu gac 6inpire YT,

[TepBunHOIO MeTo10 mocinimxkenHs AUGUSTUS 0Oyno o1inuTu 6e31€eKy, a IEPBUHHOIO KiHIIEBOIO
TO4YKOI0 Oyia Benrka ab0 HeBeNIMKa KITiHIYHO 3HauyIla KpoBoTeda 3a kputepisimu ISTH. ¥ rpymi
nopiBHSHHS anikcaOaHy Ta ABK mepBrHHA KiHIIeBa TOYKa - BeNlMKa a0 HeBeInKa KIiHIiYHO 3HAYyIIa
KpoBoTeyYa 3a Kpurtepiamu ISTH gepe3s 6 micsauis - Bigmidanace y 241 (10,5%) i 332 (14,7%)
NallieHTiB BiAMOBigHO y rpynax amikcabany Ta ABK (BP = 0,69, 95% [I: 0,58, 0,82, 2-cTopoHHE
p<0,0001 gns He meHIoi epekTuBHOCTI Ta p< 0,0001 gns Buioi edhekTuBHOCTi). [Inst ABK




OOOATKOBUY aHai3 i3 BUKopucTaHHAM migrpyn YT mokasas, 1110 HalBHUIla YaCTOTa KPOBOTEeY Oyia
acorriifoBaHa i3 HaltHuxK4YMM KBapTuiieMm YT[I. YacToTa KpoBOoTEeY OyJia OMHAKOBOIO IIPU MOPiBHSIHHI
3acToCcyBaHHS amikcabany i3 3acTocyBanusiM ABK y migrpymi mpu HadBumomy kKBapTumaio YT, [Tpu
nopiBHsiHHI ACK i3 nymane6o nepBuHHa KiHIleBa TOYKa - MacHBHa ab0 HeMaCHBHA KJTiHIYHO 3HA4yIa
KpoBOTeyYa 3a Kpurtepiamu ISTH gepe3s 6 Mmicsauis - BigMmidanacek y 367 (16,1%) i 204 (9,0%) nauieHTiB
BigmosigHo y rpynax ACK ta nnaue6o (BP = 1,88, 95% [I: 1,58, 2,23, nBocTtoporHe p<0,0001).

30KpeMa, y TallieHTiB, SKi OTpHMyBasH JIiKyBaHHS amikcabaHoM, BellKa ab0 HeBeJuKa KIiHIigHO
3Hayylla KpoBoTeda HacTtaBanay 157 (13,7%) i 84 (7,4%) nauienTis BignosigHo y rpynax ACK Ta
nnane6o. Y nauieHTis, siki orpumyBanu nikyBaHHS ABK, Benmuka a60 HeBeNMKa KITiHIYHO 3HAUYyIIa
KpoBoTeua HacTaBasa y 208 (18,5%) ta 122 (10,8%) narienTiB BigmosigHo y rpymax ACK Ta mare6o.

a1 eekTH TiKyBaHHS OIIHIOBAJIKCH K BTOPMHHA MeTa HOCIiIXKeHHS i3 KoOMOiHOBAHUMHY KiHIIEBUMU
TOYKaMHU.

[Tpu mopiBusiHHi anmikcabany 3 ABK komGiHOBaHa KoMOiHOBaHa KiHIleBa TOYKa - CMEPTh ab0 MOBTOpPHA
rocmitamizanis - BigMidanace y 541 (23,5%) ta 632 (27,4%) mallieHTiB BigIOBiAHO y Irpymnax
amikcabany ta ABK. Komb6iHoBaHa KiHIleBa TOYKa - CMepTh abo ilmemiyHe yckinafHeHHS (IHCYbT,
iHdapkT Miokapna, TpoM003 cTeHTy abo HeBigK/IagHa peBacKyssgpu3alis) - Bigmiganacek y 170 (7,4%)
ta 182 (7,9%) mamieHTiB BifmoBigHo y rpynax anikcabany Ta ABK.

[Tpu mopiBasiHHI ACK 3 mmare6o koMOGiHOBaHa KiHIIEBa TOYKa CMEPTh a00 IMOBTOPHA I'OCIHiTami3allis
Bimmiganace y 604 (26,2%) ta 569 (24,7%) natienTis BignosigHo y rpynax ACK Ta maue6o.
KombiHOBaHa KiHIIeBa TOYKa - CMePTh abo imemiuHe ycKmagHeHHs (iHCYnbT, iHpapKT Miokapaa,
TpoM0603 cTeHTa a00 HeBifKIagHa peBacKyIspu3aliist) - Bimmivanacek y 163 (7,1%) ta 189 (8,2%)
nalieHTiB BipmoBigHo y rpynax ACK Tta mnare6o.

ITauieHmu, aAKuM npog8odambv Kapdiogepcio

EMANATE - BimkpuTe 6araTolleHTPOBe JOCIiIXKeHHs, B KoMy Opanu y4acTb 1500 marrieHTis 3
HeKJanauHoio ¢ibpunsiieio nepeacepab (HOTII), ski He mpuiiMany aHTUKOATYISIHTH a00 OTPUMYBaIH
nikyBaHHS MeHIle 48 roguH i sKkuM OyJ10 3alJlaHOBAHO ITPOBENEHHS KapaioBepcil.

Panpomizartito marieHTiB 6y0 mpoBeneHo v CIiBBigHOIIEeHH] 1:1 Ha rpymny, 10 TpuiManu amikcabaH
abo remapuH Ta / abo aHTaroHicTu Bitaminy K st mpodinakTuku ceplieBo-CyInHHUX TIOTiN.
EnekTpuuny Ta / abo ¢hapMaKoJIOTiuHy KapAioBepCiio MPOBOAUIIH ITicyIg IPUHAaWMHI 5 703 anikcabaHy
o 5 Mr 2 pa3u Ha fieHb (abo 1o 2,5 MT [IBidi Ha IeHb ¥ OKpeMuX IalieHTiB*) abo nprHaliMHi yepe3 2
roguuu micnis 10 Mr HaBaHTaXKyBalbHOI H03u (a00 5 MI' HABaHTAXKyBaIbHOI 03K Y OKPEMUX
malieHTiB)*, AKio 0yn0 HeoOXimHO MPOBECTH KapaioBepcito paHimie (* guB. po3min «Cmocio
3aCTOCYBaHHS Ta JO3M»).

Y rpymi nikyBaHHS anikcabaHoM 342 TallieHTH OTPUMYBaJid HaBaHTaxKyBabHY 103y (331 maltient
oTpuMyBaB 03y 10 mr, a 11 oTpuMyBanu o3y 5 Mr).

Y rpymi nikyBanHs anikcabaHoM (n = 753) He 6yno iHCynbTiB (0%), y TPy TiKyBaHHS relapuHOM Ta
/ abo aHTaronicramu Bitaminy K (n = 747, RR 0,00, 95% CI 0,00, 0,64) crioctepiranu 6 (0,80%)
IHCYJIBTIB.

CmMmepTh 3 ycix mpu4uH crocTtepiranu y 2 mnaiieHTiB (0,27%) y rpymi nikyBaHHS amikcabaHoMm Ta y 1
nauienTa (0,13%) y rpymi nikyBaHHS remapuHoM Ta / abo aHTaroHictamu Bitaminy K. IIpo Bunagku
CUCTEeMHOI eM0O0JIil He IOBigoMIIsIIIOCS.

Bumnapku cunpHUX Ta KJIiHIYHO BaXKJIMBUX HECUJIBHUX KpoBOTed crocTepiranuy 3 (0,41%) ta 11



(1,50%) mauieHTiB BimmoBigHO y rpymi MiKyBaHHS anikcabanom mopiBHsHO 3 6 (0,83%) Ta 13 (1,80%)
malieHTaMH y TPYII JTiKyBaHHS TellapuHoM Ta / abo aHTaroHictamu Bitaminy K.

[TpoBepeHe MONIYKOBe [OCHIAXKEHHS [T0Ka3aJio MOpiBHIOBaHY e(heKTHUBHICTh Ta 6e3MeKy MiX IpynamMu
nikyBaHHA anikcabaHoM Ta remapuHoM Ta / abo aHTaronicramu BitTaminy K mipm wac kapmiosepcii.

Jlikyeanua TI'B, aikyeaHHA TEJIA i npogisakmuka peuudusie TI'B ma TEJIA (BTEx).

Kniniuna nmporpama (AMPLIFY: anikcabaH mopiBHSIHO 3 eHOKCcamapuHoM/BapdapuaoMm, AMPLIFY-
EXT: anikcabaH mopiBHSAHO 3 myaiebo) Oyia po3pobiieHa 3 MeTO0 eMOHCTpalil epeKTUBHOCTI Ta
Oe3neku amikcabany gns nikyBaHHS TI'B Ta/abo TEJIA (AMPLIFY) Ta po3MUpPeHUX MOKIIABOCTEH
npenapaty y npodinakruui peruausis TT'B Ta/a6o TEJIA nicns 6 - 12 micsauis nikyBauus TI'B ta/a6o
TEJIA 3a momomoro aHTHKOArynsHTiB (AMPLIFY-EXT). O6unBa mocmimkeHHs 0yu
PaHIOMi30BaHUMU TTOABIMHO CNTIMUMM MiXKHAapOOHUMU BUNIPOOYBAHHSIMHU y ITapajielbHUX I'Pymax, 110
IIPOBOAMIIMCS 3a Y4acCTIO MallieHTiB 3 CUMITOMaTUYHUM ITPOKCcHManbHUM TI'B ab0 cHMIITOMaTHYHOIO
TEJIA. Yci ocHOBHi KiHIleBi Touku 6e3meku Ta e(eKTUBHOCTI OIIiHIOBANIKUCS HEe3aleXKHUM KOMITETOM
Ha OCHOBi 3aMaCKOBaHHUX HAaHUX.

HocaioxceHHa AMPLIFY.

Y mocnipxernHi AMPLIFY 5 395 nauieHTiB Oynu paHnoOMi30BaHi y: Tpyny JiKyBaHHS anikcabaHOM
nepopaibHO 110 10 Mr 2 pasu Ha o0y IpoTAroM 7 OHIB 3 MOJaIbIIKM 3aCTOCYBaHHAM alikcabaHy
TIEPOPAJIbHO 110 5 MT' 2 pa3u Ha J00y IPOoTIroM 6 MicsIiB, rpymy JIiKyBaHHS €HOKCalapuHOM I10

1 Mr/kr 2 pa3u Ha go0y miAmKipHO MPOTSATOM IPUHAMMHI 5 OHIB (IO mOCATHEHHS Moka3Huka MHC
(Mi2kKHapOJHEe HOpMasi3oBaHe CIIiBBiAHOILIEHHS) 3 2) Ta rpymny NiKyBaHHS BapdapuHOM (IiIbOBUI
niana3on 3HavyeHb MHC 2,0 - 3,0) nepopabHO MPOTATOM 6 MiCSIIiB.

CepenHil BiK mallieHTiB cTaHOBUB 56,9 poKy, i y 89,8% paHmoMi3oBaHUX Malli€HTIB CIIOCTEPIraIucs
HeINpPoOBOKOBaHi sBuia BTE.

Y nmauieHTiB, SKi yBifilm [0 rpynu BapdapuHy, cepenHill BincoTok yacy nepeOyBaHHS y
TepaneBTUYHOMY fiana3oHi nokasuuka MHC (2,0 - 3,0) ctanoBuB 60,9. AnmikcabaH mpoiIeMOHCTPYBaB
3HUXKEHHS YaCTOTU PeluanBy04oi cuMnToMaTiuyHol BTE abo neTanbHUX BUMAOKIB, OB’ I3aHUX 3
BTE, npu pi3HUX 3HaYEHHAX CEePeNHbOr0 Yacy TepaneBTUYHOro BikHa MHC. [I719 HaBUALIOTO
KBapPTHUJIIO BiTHOCHO [0 CEepPeNHbOr0 3HAYEHHSI, CIIiBBiIHOIIIEHHS PU3UKIB [JId amikcabaHy Ta
eHOKcamnapuHy/Bapdapuny cranosuno 0,79 (95% [I 0,39; 1,61).

Y npomMy mocmimzkeHHi Oyy10 MOKa3aHo, 110 amikcabaH He MOCTYMAEThCS eHOKCamapuHy/BaphapuHy 3a
TaKoi0 KoMOiHOBaHOI0 ITePBUHHOI0 TOYKOIO, SIK Kilacu¢pikoBaHa pelUanBy04Ya cuMnToMaTiyHa BTE
(TTB a6o TEJIA 6e3 nmeTajbHUX HACIIAKIB) YU JIeTAILHUH HACIINOK, 0B’ 13aHui 3 BTE.

EdekTuBHiCTH anikcabaHy IIifi 4ac 104aTKOBOro Kypcy nikyBaHHsS BTE Oyra mopiBHSIHHOIO AT
IAI€HTIB, SKi OfepKyBanu mpenapat 3 MeTolo nikyBaHHSA TEJIA [BigHOCHUU pu3suk 0,9; 95% M1 (0,5;
1,6)] Ta TT'B [BigHOCHUI pusuk 0,8; 95% [I (0,5; 1,3)]. EQekTuBHiCTh 015 pi3HUX MiATPYI, Y TOMY
yHuCITi Knmacu(dikoBaHUX 3a BiKOM, CTATTIO, iHIeKcoM Macu Tina (IMT), pyHKIIi€0 HUPOK, BEJTMUUHOIO
nokasHuka TEJIA, micuem po3TammyBanHsa TpoMOy TI'B, a Takox momepenHiM 3acTOCyBaHHSM
TIapeHTepaNbHOr0 TelapuHy, v 1isiomy Oyia momibHoo.

OCHOBHOIO IIEPBUHHOIO KiHIIEBOIO TOUKOIO [ aHami3y 6e3neku Oyna KpoBoTeda. Y LbOMY
OOCIIIXKeHHi amikca0aH BUSBUB CTATUCTUYHO BAaroMi IIepeBary MOPiBHSHO 3 eHOKCAIlapUHOM/



BaphapuHOM 3a MMEPBUHHOIO KiHIIEBOI0 TOUKOI0 Oe3neku [BimHOoCcHUY pu3uk 0,31, 95% moBipuuit
intepsan (0,17; 0,55), Bemuuuna P <0,0001] (muB. Tabmuilio 5).

Tabmuig 5

PesynbTaTé aHasily KpoBoTed y mochigxkeHHi AMPLIFY

[Toka3HUK Amikca0aH ExokcamapyH / BapdapuH |BimHOCHUM PHU3UK
N=2676 N=2689 (95% [I)
n (%) n (%)
3HauyHa 15 (0,6) 49 (1,8) 0,31 (0,17; 0,55)
3nauna KHBK [115 (4,3) 261 (9,7) 0,44 (0,36; 0,55)
He3HauHa 313 (11,7) 505 (18,8) 0,62 (0,54; 0,70)
Yci Bunu 402 (15,0) 676 (25,1) 0,59 (0,53; 0,66)

BcraHoBneHa 3Ha4Ha KpoBOoTeda Ta kKpoBoTeua KBHK (kKmiHigHO BaroMa HeBeluKa KpoBoTeda) y
Oynb-IKill aHAaTOMIYHIN [iNAHII, K TpaBuso, Oyau HUKYUMU Y TPy amikcabaHy MOPiBHSIHO 3
TPyIOI0 eHOKcanapuHy/Bapdapuny. KnacudikosaHa 3a cucteMow ISTH 3HauHa MITyHKOBO-KUIITKOBA
KpOBOTeYa Majia 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 IpyIly JIiKyBaHHS amikcabaHOM
1o 2,5 Mr [iBiui Ha mo0Oy mepopasbHO, B TPYIy JiKyBaHHS anikcabaHoOM 10 5 Mr ABidi Ha Ho0y
nepopasbHOo abo B Ipymy JiKyBaHHS Iialie00 mpoTaroM 12 micsAliB micis 3aBepleHHs I04aTKOBOTO
KYypCy JiKyBaHHS aHTUKOAryassHTaMu npoTaroM 6 - 12 micsanis. Cepen Hux 836 natientu (33,7%)
Opanu yyacTs y gocnimxkenHi AMPLIFY nepep 3anydeHHsIM 1o y4dacTi y mocnigxenHi AMPLIFY-EXT.

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

Y oMy mocmimkeHHi 06uBi 03U anikcabaHy BUSBUIIKA CTAaTUCTAYHO BaroMi IlepeBaru MOPiBHSIHO 3
n1ane60 3a TaKO MEPBUHHOIO KiHIIEBOIO TOYKOIO, IK CUMITOMaTUYHa peruausyioda BTE (TTB yu
TEJIA 6e3 meTanbHUX HACHiOKiB) a00 neTanbHi HacHigKu 3 OyOb-gKOl IPUYUHY (OUB. TaOMUIO 6).

Tabmnuig 6

Pe3ynbTaTy OIiHKY e(heKTUBHOCTI y mocimigkenHi AMPLIFY-EXT



[Toka3HUK Amikcaban |Amikcaban [[Inane6o |BigHocHwu# pusuk (95% [OI)
2,5 Mr 5,0 Mr Anikcab®aH AnikcabaH
(N=840) (N=813) (N=829) |2,5 mr mopiBHsSHO 3|5,0 MT
marneto MOPiBHSHO 3
mareto
n (%)
JleTaTbHUI HaACIIioOK 19 (2,3) 14 (1,7) 77 (9,3) 10,24 0,19
yepes perunus BTE abo 3 (0,15; 0,40)* (0,11; 0,33)*
Oy[Ib-IKUX IPUYUH
T B* 6 (0,7 7 (0,9) 53 (6,4)
TEJIA * 70,8 4 (0,5) 13 (1,6)
JleTanbHu# Hachigok 3 |6 (0,7 3 (0,4) 11 (1,3)
OyIb-IKUX IPUYNH
JleTanmbHUHM HACIIOOK, 14 (1,7) 14 (1,7) 73(8,8) 10,19 0,20
[10B’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
[10B’SI3aHUY 3 PELIUINBOM (0,10; 0,32) (0,11; 0,33)
BTE a0o cepiieBo-
CYIAHHUMUI
MOPYIIeHHIMHI
TT'Bt 6e3 meTanbHOTO 6 (0,7) 8 (1,0) 53 (6,4) 0,11 0,15
HaCITiIKy (0,05; 0,26) (0,07; 0,32)
PET 6e3 netasbHOr0 8 (1,0) 4 (0,5) 15(1,8) /0,51 0,27
HaCJIiKy (0,22; 1,21) (0,09; 0,80)
JleTaTbHUM HACIIOOK, 2 (0,2) 3 (0,4) 7 (0,8) 0,28 0,45
moB’s13auui 3 BTE (0,06; 1,37) (0,12; 1,71)

¥ 3HauenHs p <0,0001.

* TI7s1 MAIliEHTIB, y IKUX CIIOCTepirasocs OiybIlie OJHOTO SBUIIA - CKIIaJI0BOT0 KOMIIJIEKCHOI KiHIIeBO1

TOYKHY, Y 3BiTi 3a3Hayvajy JMlle Ieplile SBUIle (HampuKiag, AKII0 Y Y4acHUKA JOCTigXKeHHS
crioctepiranocs crnodaTky ssuille TI'B, a motim TEJIA, mo 3BiTy BHOCUNuU nuie suiie TI'B).

1Y okpemux ocib MOTJI0 BUHUKHYTH Oibllle OOHOTO SIBUINA, i BOHU MOTJIM OyTH 3a3HaueHi B 000X

Knacudikalisax.

EdekTuBHicTh anikcabany y npodinaktuti perunuy BTE 3anuianacs ctabinbHO0 y pisHUX

igrpymnax, y TOMy YHCIIi KTacCu(piKOBaHUX 3a TaKUMU O3HaKaMH, K BiK, CTaTh, iHOEKC MaCH Tijla Ta

(GYHKIIIS HUPOK.

[TepBUHHOIO KiHIIEBOIO TOUKOIO Oe31eKku Oyna 3HauHa KPOBOTeYa IIPOTITOM Iepiony JTiKyBaHHS. Y
IIbOMY JIOCJIifI2KEeHHI YacTOoTa 3HaYHUX KPOBOTEeY 115l 060X 03 amikcabaHy He Majla CTaTUCTUYHUX
BimMmiHHOCTeH Bif mnaiebo. He Oyo Bif3HaYeHO CTaTUCTAYHO BaroMoi pi3HHUIIi 3a 4aCTOTOI0

BUHUKHEHHS 3HAaYHUX, He3HAYHUX KPoBOoTeY, KpoBoTed KBHK Ta ycix KpoBOoTed MiXK rpynamu
3aCTOCyBaHHS amikcabany y mo3i 2,5 Mr aBivi Ha goOy Ta miare6o.

Knacudikosana 3a cuctemoo ISTH 3HauHa IITyHKOBO-KUIIKOBAa KPOBOTEYa CrocTepiranaca y 1

(0,1%) mamienTa, sikui npuiiMaB amnikcabaH y [o3i 5 Mr fBiui Ha mo0y, He crocTepiranack y JK0IHOTO

3 TmallieHTiB, sKi npuiiManu anikcabaH y mo3i 2,5 Mr aBiui Ha noOy, Ta Oysna BimMideHa y 1 (0,1%)
malfieHTa, SKUH IpuitMaB 11aieoo.




Iitu.

€BporelicbKe areHTCTBO 3 OLiHKH JIiIKapChKUX IIpelapariB BifTepMiHyBasio 000B’I3K0Be HaflaHHS
pe3ybTaTiB OOCIiAKeHb 3aCTOCYBaHHS npemnapaTy EnikBic 3a yyacTio MalieHTiB, 110 HajleXkaTh [0
omHiei abo GinbIle APy MaIiEHTIB AUTSAYOTO0 BiKYy, 3 BEHO3HOI ab0 apTepialbHOI0
TpoMboeMOotieio (iHpopMaIrito mpo 3aCTOCyBaHHS OiTSAM OUB. y po3mini «Crocib 3acToCyBaHHS Ta
DO3U»).

dapmakoKiHemuxka.
BcMmokTyBaHHS.

A6comoTHa GiogocTynHiCTh anikcabaHy mpu 3acTocyBaHHi 703 10 10 MI BKJTIOYHO CTaHOBUTH
npubnau3no 50%. AmikcabaH IBUIKO BCMOKTYEThCS, MaKCUMaJsbHa KoHIeHTpauis (C,,,) Ipenapary
mocaraeThcs yepe3 3 - 4 roguHu micng npuiioMy tabnetku. [Tpuiiom i3 ixeio He BriuBae Ha AUC a6o
C,.x allikcabaHy mpu 3acTocyBaHHi fo3u 10 mr. AnikcabaH MOXHa ITpuiMaTH 3 izKeto un 6e3 1xi.

[Tpu mepopanbHOMY IIPUAOMI y 003ax, 110 He mepeBuiyoTs 10 Mr, papMaKoKiHeTHKa amikcabaHy
IeMOHCTPYE JiHIHHUE XapaKTep 3 JO030IPOIOPIiHHIM 3POCTAHHSIM eKCIOo3uIlii. ¥ mo3ax 3 25 Mr Ojis
amikcab0aHy XapaKTepHe BCMOKTyBaHHsI, 00MexkeHe PO3YHMHHICTIO, Ta 3HUXKEeHa
6iogocTymnHicThk. [Toka3HMKaM €KCIO3ullil arikcabaHy nIpuTaMaHHa HU3bKa abo moMipHa
BapiabeNbHICTh, 1110 BifoOpaxKaeThCsl BHYTPIIIHBOIO BapiaOeNlbHICTIO B OOHOT0 YYaCHUKA B
Mexkax ~20% koedimienTta BapiaTuBHOCTi (KB) Ta BapiabenbHicTIO MiXK OaraTbMa
y4yacHuKaMu B Mexax ~30% KB.

[Ticnsa nepopanbHOro 3acTocyBaHHsA 10 Mr anmikcabaHy y BUTTISAAL 2 MOAPiOHEeHNX TabIETOK 10 5 MT,
cycrnennoBanux y 30 MJI BOIM, €KCIIO3uIlis Oyia IOPiBHSIHHA 3 €KCITO3UINEIO ITiC/Is TepopasbHOTO
3aCTOCyBaHHA 2 LinbHUX TabneTok 1o 5 Mr. ITicnsg nepopanbHOro 3actocyBanHs 10 Mr anmikcabany y
BUTIAMI 2 noapibHeHux TabmeTok o 5 Mr 3 30 r g6myuHoro miope nokasuuku C,,, i AUC Oynu
HUKYUMHU Ha 20 % i 16 % BignmoBigHO MOPIiBHSHO i3 3aCTOCYBAHHAM 2 LiTbHUX TabIETOK 10 5 MT.

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

[Ticns 3acTocyBaHHs nogpibHeHol TabmeTKu anikcabaHy 1o 5 MT, cycrieHmoBaHoi B 60 M 5 %
BOIHOTO PO3YMHY TJIIOKO3H i BBEIEHOI Yepe3 Ha30racTPalbHUM 30HM, eKCIIO3ullist Oyna momibHa mo
€KCIIO3MIIi], 110 CIIOCTepiranacs B iHIIUX KITiIHIYHUX OOCHIIKEHHIX 3a Y4acCTIO 3[[0POBUX
no6pOBOJIBLIIB, AKUM ITEPOPabHO 3aCTOCOBYBANIA OfHY TabNeTKy amikcabaHy IO 5 MT.

3 ornsigy Ha ITPOTHO30BaHUM (apMaKoKiHeTUUHUM ITpodink amikcabaHy, 110 Ma€e IPOMOPILiHHY
3aJIeXHICTh Bif 03U, pe3y/IbTaTy MPOBEAEHUX [OCIigXKeHb 0i0JOCTYITHOCTI 3aCTOCOBHI 10
HUXKYUX 103 amikcabaHy.

Po3zmomin.

3B’si3yBaHHS 3 OiIKaMu IJ1a3MH Y JIofel CTaHOBUTE mpubnu3Ho 87%. O6’em po3noginy (Vs)
CTQHOBUTH NMPuUOIN3HO 21 JiTP.

bioTpancdopwmariiis Ta BUBEIEHHS.

AmikcabaH BUBOJUTHCS 3 OpraHi3My KinbkoMma muisixaMu. [Ipubnusno 25% BBeOeHOI B OpraHiaM
JIIONVHY 03U amnikcabaHy BUBOAUIOCH y BUTTISAAI MeTaboMmiTiB, mpu YoMy Oinbilla YacTUHA MeTaboJIiTiB
BUBOAMIIacA 3 KajoM. HupKkoBuii KiipeHc amikcabaHy 3a0e3nedye npuOau3Ho 27% Bif 3araabHOTO



KJTipeHCY. Y KJIiHIYHUX Ta OOKIIHIYHUX OOCTiAXKEeHHSAX CIoCTepiraay JOOaTKOBY Pojib OiliapHOTO Ta
IIPSMOI0 KUIIKOBOT'O IIISIXIB BUBEEHHS IIpenapary.

3aranbHUY KJIipeHC amikcabaHy CTaHOBUTH MpuONMu3HO 3,3 JI/T0of, a Mepiof HalliBBUBEIEHHS
npubIn3HO NOPiBHIOE 12 roguHaM.

OcHoBHUMU MexaHi3MaMmu GioTpaHchopmalii € O-meMeTuN0BaHHS Ta TiAPOKCUIIOBAHHS 3-
OKCOTIinepuauHinoBoro sigpa. Mertaboi3m anikcabaHy BinOyBaeThCs IepeBaxHO 3a PaxyHOK
CYP3A4/5. He3nauny ponb y MeTabomisarii mpenapaty Bigirpatots CYP1A2, 2C8, 2C9, 2C19 ta 2J2. ¥V
T71a3Mi KPOBi NTIOOWHYU He3MiHeHUi anikcabaH € OCHOBHOIO LIMPKYJIIOI0Y0I0 CIIOJTYKOI0, TI0B’I3aH0I0 3
IIUM JTiKapChKUM IIpefapaToM. LIMpKymounx aKTUBHUX MeTa00IiTiB IpenapaTy y mia3Mi KpoBi
HeMae€. AnikcabaH € cyOCTpaTOM TpaHCIOPTHUX 0inkiB, P-gp Ta 0ifka pe3ucTeHTHOCTI paKy MOJIOYHOL
3aJI03H.

[TallieHTH JMITHBOTO BIKY.

Y nmatieHTiB NiTHBOTO BiKY (IIOHaA 65 POKiB) criocTepiraau OiNbIn BUCOKY KOHIIEHTpAIlil0 Ipenapary y
1a3Mi KpoBi ITOPIBHAHO 3 MOJIOAIINMY ITallieHTaMy; cepenHi 3HayeHHsa AUC y nauieHTiB
JTHBOTO BiKy Oynu BUlIMMU TpuOnu3Ho Ha 32 % Ta 6e3 3minu C,,,.

[MTopymieHHs QYHKII1 HUPOK.

[MTopymieHHs QyHKIII HUPOK He BIJIMBAJIO Ha MiKOBY KOHI[EHTpAllilo amikcabaHy. 3a pe3ybTaTaMu
OLIHKM KJipeHCY KpeaTuHiHY OyJ10 BUSIBIIEHO, 1110 3pOCTaHHS €KCIO3ullii amikcabaHny Kopesoe 3i
3HUKEHHSIM QYHKIIN HUPOK. Y 0cib 3 nerkum (kimipeHc KpeaTuHiny 51 - 80 My1/xB), mOMipHUM
(kmipeHc kpeaTuHiny 30 - 50 M1/XB) Ta TAXKKUAM (KJTipeHC KpeaTHHIHY 15 - 29 M1/XB) MOpyLIEeHHIM
GyHKIIII HEPOK KOHIIEHTpallig anikcabaHy y myia3Mi IOpPiBHSAHO 3 0cob6aMu i3 HOpMaIbHUM KITipeHCOM
KpeaTuHiHy 3pocTasna Ha 16%, 29% Tta 44% BignosigHo. [TopyiieHHS QYHKIII HUPOK HE MaJio
BHPaXKeHOT0 BIIJIUBY Ha B3a€EMO3B 30K MiXK KOHIIEHTpalli€lo amikcabaHy B IJia3Mi KPOBi Ta
BHpaXKeHICTIO IPUTHIYeHHS dakTopa Xa.

[Tpu 3acToCcyBaHHI pa3oBol f03u amikcabaHy (5 MT') ogpa3y Iicjs reMofiani3y y malieHTiB 3
TepMiHaIbHOIO CTaMi€l0 XpoHiYHOI HUPKOBOI HEJIOCTATHOCTI KOHIIEHTpAllis amikcabaHy 3pocTaa Ha
36% mopiBHSAHO 3 0c00aMu i3 HOpMaIbHUM KIIipeHCOM KpeaTHHiHY.

[TopymieHHs QYHKIII MeYiHKY.

V mocmimkeHHi, me 8 yyacHHUKIB 3 IETKUM MOPYIIeHHSIM (DYHKIIiI TediHKy (Kiac A 3a IKaomn
Yainga - [1'10 3 ingekcoM 5 (n = 6) Ta 6 (n = 2)) Ta 8 y4yacHUKIB 3 IOMiIpHUM NOPYLUIEHHSAM (DYHKITi1
nevinky, (knac B 3a mkamoio Yaunma - [1'10 3 ingekcom 7 (n = 6) ta 8 ( n= 2)) nopiBHioBanu 3 16
3[0POBUMU NOOPOBOJBLSIMU 3 KOHTPOJILHOI rpynu, papMakoKiHeTHKa Ta ¢papMaKoguHaMiKa pa30Boi
mo3u amikcabaHy (5 Mr) He 3MiHIOBa/IaCh IPY HASIBHOCTI TIOPYIIEHHS (PYHKIIil TeYiHKU. 3MiHu
AKTUBHOCTI MPUTHiYeHHs GakTopa Xa Ta 3MiHM MiXKHAapPOTHOTO HOPMaIi30BaHOTO CIIiBBiTHOIIIEHHS
Oy/u TOPiBHIHHUMY Y 3TOPOBHUX JOOPOBOJIBIIB Ta MALi€HTIB 3 1erKuM abo IIOMIPHUM IIOPYIIEHHSAM
GYHKIIII TEYiHKH.

Crarts.
PiBens ekcno3utlii amikcabany y xKiHOK 0yB npu6au3Ho Ha 18% BUIIIUM, HiXK Y YOJIOBIKiB.

ETHiyHe ITOXONXKEeHHS Ta pacoBa IPUHAIEXKHICTb.



PesynpTatu gocnigxeHs | gpa3u cBiguaTh PO BiACYTHICTH MOMITHOI Pi3HUI MiX IOKa3HUKaMHU
dapMakokiHeTUKY amikcabaHy y MPeNCTaBHUKIB €BPONEOINHOI, MOHTOJIOIIHOI i HETPOigHOI pac.
PesynbraTy nmonynAmiiHOro aHamily (apMakKoOKiHETHKH, IPOBEAEHOr0 3a y4aCTIO Nalli€HTiB, SIKi
OTpUMYBaJu amnikcabaH ITicIis IJIaHOBOI oIepallil 3aMiHK KyJbIIIOBOT0 abo KOTiHHOTO cyrio0a,
y3TOIKYBa/IuCh i3 pe3ylbTaTaMu JOCIiAKeHs | pa3u.

Maca Tina.

fAKI110 MOPiBHIOBATH €KCIO3UILiI0 amikcabaHy y ocib 3 pi3HOI0 Macoo Tina, TO IPHU Maci Tila moHap
120 xr ekcrmo3ullis 3HUKyBagach npubau3Ho Ha 30% MOPiBHSIHO 3 TAaKOIO IIPU HOPMabHil Maci (65 -
85 Kr), a na Macu Tina HuKYe 50 Kr Oyio XxapakKTepHe 3pOCTaHHS eKCro3ulil mpubnusno Ha 30%.

dapmakoguHaMiYHUN/(apMaKOKiHETUUHUY B3aEMO3B I30K.

dapmakokinetuyHe/bapmakoguHamiune (OK/®II) cmiBBigHOIIEHHS MiXK KOHIIEHTPAIIIE€I0 amikcabany
y mna3Mmi Ta geskumu O] KiHneBUMM TOYKaMU (aKTUBHICTE IO0 NpurHideHHs ¢akropa Xa, MHC,
T4, a4TY) o1iHioBasny micis BBeleHHS Pi3HUX [103 amikcabaHy B IIMPOKOMY fiana3oHi Bix 0,5 mo

50 Mr. Ha#kpaumM Y¥HOM B3a€MO3a/IeXKHICTh MiXK KOHIIeHTpalli€lo amikcabaHy B m1a3Mi KpoBi Ta
aKTHUBHICTIO IPUTHiIYeHHS (pakTOopa Xa OMUCYe JiHiliHa Mofenb. CIiBBiIHOILIEHHS
(hapMakoKiHeTUYHUX/(hapMaKOOUHaMIYHUX [TapaMeTpiB, BUSBJIECH] Y MAIli€HTIB, AKi OTpUMYyBaju
amikcabaH Iic/s MIaHOBOI omepallii 3aMiHU Ky/IbIIOBOT0 ab0 KOJIIHHOTO CyTi00a, y3roaKyBauch i3
MIOKa3HUKAMH Y 3[I0POBUX JT0OPOBOIBIIIB.

Kniniuni xapaKTepuCTHKH.
Iloka3zaHHA.

[TpodinakTuKa iHCYIBTIB Ta CUCTEMHOI eMOO0JIil y JOPOCUX MallieHTiB 3 HEKJIamnaHHO QiOpusIieo
nepencepnb, SKi MaloTh OOUH abo Kilbka (aKTOpiB pU3UKY, TaKUX K HasSBHICTh Y aHaMHe3i iHCYIbTy
Y TPaH3UTOPHOI illleMivyHOl aTaky, BiK Bif 75 POKiB, apTepiasibHa rinepTeH3is, IyKpoBuii giader,
CHMIITOMATH4HA CepIieBa HEOCTATHICTS (moHaiMeHe kiac I 3a knacudikamieo Hpo-Hopkcekoi
Kap[IioJIoTivyHOI acoriailrii).

JlikyBanHsT TpoM603y rinubokux BeH (TT'B) Ta TpombGoeMmOortii nerenesoi aptepii (TEJIA), a TakoxK
npodinakTuka penuausiB TI'B Ta TEJIA y mopocnux (iHdopMaliisi CTOCOBHO Malli€eHTIB, IKi

crpaxpaioTh Ha TEJIA Ta MaoTh HecTabilnbHy TeMOANHaMiKy, HaBefeHa y po3nini «OcobmuBoCTi
3aCTOCYBaHHS»).

IIpomunoka3aHHA.
linep4yTnuBiCTE O aKTUBHOI pe40OBUHY a00 [0 Oyab-gKOT0 HOIOMiXKHOTO KOMIIOHEHTA.
KriHiYHO 3HaYyIlla aKTUBHA KPOBOTEYa.

3axBOPIOBaHHSA II€YiHKH, AKi CYIPOBOAXKYIOTHCS KOAryJIOaTielo Ta KIIHIYHO CYyTTEBUM PU3UKOM
KpPOBOTEYl.

[TaTonorisg abo cTaH, 110 CYIIPOBOIKYETLCS 3HAUHUM PU3UKOM CHJIbHOI KPOBOTEYi (HalpuKIIaz,
HasiBHA a00 HEI[0JaBHO ITepeHeceHa BUPa3KoBa XBopo0Oa IITyHKOBO-KHUIITKOBOT'O TPAKTY, HASIBHICTh



3JI05IKiICHMX HOBOYTBOPEHD 3 BUCOKMM PHU3UKOM KPOBOTEUi, CBiXKi TpaBMM I'OJIOBHOT'0 a00 CITMHHOT'O
MO3KY, HeIllofaBHO IIepeHeCceHi omepailii Ha rOJIOBHOMY, CIIMHHOMY MO3KY a60 oTaIbMOJIOTiuHi
BTPY4YaHHS, HEIOJAaBHI BHYTPIITHhOYEPEIHi KPOBOTEYi, iarHOCTOBaHe abo Iimo3pioBaHe BapUKO3HE
PO3IIMPEHHS BEH CTPABOXOMY, apTePioBeHO3Hi ManbhopMallil, aHeBpU3MH Cy[UH, BUpaXKeHi
BHYTPIlIHEOXPEeOTOBI ab0 BHYTPIIIHhOYEPENHI CyAUHHI aHOMaTil).

OpHOYacHe 3aCTOCYyBaHHS OyOb-SIKWX iHIIUX aHTUKOATYISHTIB, HallpuKiag HepaK1ioHOBaHOTO
rernapuHy, HU3bKOMOJIEKYIIPHUX rellapyHiB (€HOKCalapyuH, falbTellapyH TOII0), IOXIGHUX TelapuHy
(boHmamapuHyKC TOILO), TepopaabHAX aHTUKOATYIAHTIB (BapdapuH, pruBapokcabaH, fabiratpan
TOII0), 32 BUHSATKOM CIenu(pivyHuX BUMAAKIB 3MiHM aHTUKOATYISHTHOI Tepartrii (guB. po3min «Cmocid
3aCTOCYBaHHS Ta N03u»): a00 BBeJeHHS HedpaKIioHOBaHOTO IrellapuHy Y [03aX, HeOOXimHUX OIS
3abe3medyeHHs MPOXiMHOCTI IIEHTPAIbHOI'0 BEHO3HOI0 a00 apTepiaabHOro KaTetepa, abo BBEIeHHS
HepaKIioHOBAHOT'O I'ellapuHy Iif Yac KaTeTepHoi abnsamii ois nmikyBaHHS ¢Gibpundiiil nepeacepab
(ouB. po3minu «Oco0IMBOCTI 3aCTOCYBaHHS» Ta «B3aeMofiid 3 iHIIMMHU JTiKApCHbKUMU 3aco0aMu Ta
iHm BuOM B3aeMOMii»).

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.
Iuri6iTopu CYP3A4 Ta P-gp.

OpHouacHe 3aCTOCyBaHHA amikcabaHy Ta KeToKOHa30iy (400 mMr 1 pa3 Ha feHb), AKUN € IOTYKHUM
inriitopom CYP3A4 Ta P-gp, mpu3Boauio a0 2-KpaTHoro 36inbiieHHs cepenuboi AUC Ta 1,6-
KpaTHOTO 306inbineHHs cepennboi C,,, anmikcabaHy.

AmikcabaH He peKOMEeHI0BaHO NpU3HaYaTH MallieHTaM, SKi OTPUMYIOTh CHCTEMHE JIiKyBaHHS
noTykHuUMH iHriditopamu CYP3A4 Ta P-gp TakuMu SIK a30/1bHI aHTUMIKOTUKY (HaIpPUKJIIaL
KETOKOHA30J1, iTPaKOHa30J1, BOPUKOHA30JI Ta IT0CAaKOHa3011) abo iHribiTopu mpoteasu BIJI (nampuknap
puToHaBip) (guB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

OuiKyeThCH, 110 aKTUBHI PEYOBUHH, SKi HE PO3TIAHAOThCA K MOTyXHi iHribitopu CYP3A4 Ta/abo P-
gp (HampukIag aMiofapoH, KIapUTPOMIIIMH, gunTia3eM, GIyKOHA30JI, HAalPOKCeH, KBiHIOWH,
Beparnamin), OyayTh MEHII iIHTEHCHBHO IMiABUINYBAaTH KOHIIEHTpAllil0 amlikcabaHy y I1a3Mi.
HeMmae noTpebu y Kopekilil o3y anikcabaHy IIpy HOT0 OMHOYACHOMY 3aCTOCYBaHHi 3 peY0BUHAMH,
sKi He € cumbHUMH iHTi6iTopamu CYP3A4 Ta/a6o P-gp. Hanpuknapn, gunTiazeMm (y 4o3yBaHHI

360 Mr 1 pa3 Ha [eHb), IKKM BBAXKaA€ETLCS oMipHUM iHribiTopom CYP3A4 Ta cnabkum
inri6itopom P-gp, mpu3Boaus 1o 1,4-kpaTHOro 36inbinenHs cepenaboi AUC Ta 1,3-KpaTHOTO
30inbieHHs cepenHnoi C,,,. amikcabany. Hampokcen (pa3oBa go3a 500 Mr) € inribitopom P-gp,
arne He BruBae Ha CYP3A4. Ile npemapaT Ipu3BoaUB 0 1,5-KpaTHOTO 30iNbIIEHHS
cepennboi AUC Ta 1,6-kpaTHoro 306inbineHHs cepennboi C,,, anikcabany. Knapurpomimms (500
MT, OBiYi Ha fieHb), iHribiTop P-gp Ta cunbHu inribitop CYP3A4 mpussoaus mo 1,6-pa3osoro Ta 1,3-
pas3oBoro 36inbinenHs cepenuboro piBHS AUC ta C,,,, anmikcabaHy BifilTOBiIHO.

IapykTopu CYP3A4 Ta P-gp.

OpHOYacHe 3aCTOCYyBaHHS amikcabaHy Ta pudamminuny (notyxuui ingykTop CYP3A4 Ta P-gp)
IIPU3BOOMIIO [0 3HUKeHHs cepenHix AUC Ta C,,, amikcabany nmpubau3Ho Ha 54% ta 42%
BignmoBigHO. OmHOYaCHE 3aCTOCYBaHHS amikcabaHy Ta iHIINX MOTYKHUX IIpernapaTis-
ingyktopiB CYP3A4 ta P-gp (Hanpukinan ¢peHiToiHy, KapOama3emniny, ¢peHobapOiTany abo
IpernapariB 3Bipo0010) TaKOXK MOXKe IIPU3BECTU [0 3HUKEHHS KOHIIEHTpallii armikcabany y



na3Mi KpoBi. Kopekuist qo3u amikcabaHy He OTpiOHa y pa3i 10T0 OIHOYaCHOTO
3aCTOCYBaHHS 3 MOAIOHUMU ITpenapaTaMu.

OpHak [ MPOoQiNaKTUKY iHCYIbTY Ta CHCTEMHOI eM0OoJIil y maIlieHTiB 3 HeKIalaHHOI0
¢diopunsiieio nepencepab (HOIT) Ta gns npodinaktuku penunusiB TT'B Ta TEJIA mallieHTaM,
K1 OTHOYACHO 3aCTOCOBYIOTH JIIKyBaHHS NOTYyXKHUMU iHOyKTOpamu CYP3A4 ta P-gp,
amikca0aH CITifi 3aCTOCOBYBaTH 3 00€pekKHICTIO.

AnikcabaH He pekoMeHnoBauuit gyis nikyBauHsa TT'B i TEJIA y nari€eHTiB, SKMM OTHOYACHO
3aCTOCOBYIOTh CUCTEMHE JIiKyBaHHA NOTyKHUMU iHOAyKTOpaMu CYP3A4 Ta P-gp, OCKiNbKY UOT0
eekTUBHICTH MOXKe OyTH MOpyiIeHa (AuB. po3in «Oco6IUBOCTI 3aCTOCYBAHHS»).

AHTHKOATYIIHTH, iHTi6iTOpH arperatii TPOMOOIIUTIB, CeJTEKTUBHI iHTi0iTOpKY 3BOPOTHOTO 3aXOIJIEHHS
cepotoniny (CI33C) abo iHriGiTOpH 3BOPOTHOT'O 3aXOIJIEHHSI CEPOTOHIHy/HOpaapeHaniny i (I33CH) ta

HeCcTepOoinHi mpoTr3ananbHi mpenapatu (HII3II).

Y 3B’s13Ky 3i 3pOCTaHHSIM PU3UKY KPOBOTEYi 3aCTOCYyBaHHS IMallieHTaM OyIOb-IKUX iHIIAX
AQHTUKOATYJISHTIB IPOTUII0OKa3aHe, 3a BUHATKOM KOHKPETHHX 00CTaBUH 3MiHM aHTHKOATYJISHTHOI
Teparlii, Konu HeppaKIioOHOBaHUY rellapyH BBOOUTHLCS B 103aX, HeOOXigHUX [y 3abe3meYeHHs
IIPOXiTHOCTI IIEHTPAIbHOI'0 BEHO3HOT'0 ab0 apTepianbHOr0 KaTeTepa, abo HehpaKIioHOBAHUI
refapyH BBOOUTHCS IiJ Yac KaTeTepHOi abnsmii ois nikyBanHs ¢Gibpunsiril nepeacepasb (IUB. po3min
«ITpoTUIOKa3aHHS»).

[Ticns komGiHOBAHOT'0 BBEIEHHS €HOKCcamapuHy (pa3oBa go3a 40 Mr) Ta anikcaOaHy (pa3oBa f03a
5 MT) CIIOCTepiraBcs amuTHBHUEN €(EKT II0A0 aKTHBHOCTI aHTH-Xa ¢aKTopa.

[Tpu ogHOYACHOMY 3aCTOCYBaHHI amikcabaHy Ta alleTHJICaTiluIoBol KucioTH (325 Mr 1 pa3 Ha OeHb)
BUpaxkeHi papmMakokiHeTyHi ab6o GpapmMakoguHaMiyHi B3aeMofil OyIu BiICyTHi.

OpHoYacHe 3aCTOCyBaHHS amikcabaHy 3 KnomigorpeneM (75 Mr 1 pa3 Ha geHb) abo 3 KoMOiHaIli€0
75 MT KJomifgorpesnio Ta 162 Mr aleTuICaIiIIoBol KuciioTy 1 pa3 Ha meHb, abo i3 mpacyrpenemM
(moyaTkoBa mo3a - 60 Mr, HacTynHe go3yBaHHS - 10 Mr 1 pas Ha moby) y mocnimxkeHHsx | ¢pa3u He
BUSIBUJIO 3HAYYLIOTO 36iIbIIIEHHS MOJIeJIbHOT'0 Yacy KpoBoTeui abo momaTKOBOro iHriOyBaHHS
arperatiiii TpoMOOIUTIB MTOPiBHSAHO i3 3aCTOCYBaHHSIM aHTUTPOMOOIIMTAPHUX IIpenaparTiB 6e3
amikcabany. [ligBuineHHs noka3HukiB 3ropTadHsa Kposi (T4, MHC ta a4TY) y3rogKyBanoch 3
epekTaMu anikcabaHy y MOHOTeparil.

Hamnpoxkcen (500 mr), sikuti € inribiTopom P-gp, npr3Boaus mo 1,5-KpaTHOTOo 30inblIeHHS CEPEeTHbOI
AUC Ta 1,6-kpaTHoro 36inbiieHHs cepenuboi C, . amikcabany. AnikcabaH CIPUYUHSB BiAIIOBigHE
IiABUINEHHS IIOKAa3HUKIB 3ropTaHHS KpoBi. OfHOYACHE 3aCTOCYBaHHS HAIIPOKCEHY Ta amikcabaHy He
3MiHIOBao epeKT HallpOKCEHY LIOA0 arperatlii TpoMOOIUTiB, 00yMOBIEHOI BIIMBOM apaxXigoHOBOI
KICJIOTH, Ta He IPHU3BOANUIIO [0 KIiHIYHO 3HAYyIoro 30inbllleHHs Yacy KpoBoTedi. He3Baxkaroun Ha
11e, Y OKpeMUX 0Ci0 MOKe pOo3BUBATUCH OinbIll BUpaXkeHa hapMakoguHaMidyHa BigmoBigs Ha
OJHOYACHe BBEJEHHSI aHTUTPOMOOIIMTAPHUX ITpPemnapariB Ta anikcabany. AmikcabaH cif 3
obepexHicTio 3acTocoByBaTH ¥ moegHanHi 3 CI33C/I33HC, HIT3II, aleTUCcamiuioBo0 KHCIOTO
ta/abo inribitopamu P2Y12, ockinbku 1i miKapchKi MpenapaTyi 3a3Buyai 36iIbIIYIOT PU3UK
BUHUKHEHHS KpOBOTedi (OuB. po3fin «Oco0IMBOCTI 3aCTOCYBaHHS»).

HasBHull o0MexXeHUil OCBig OMHOYACHOTO 3aCTOCYBAHHY 3 iHmuMu iHribiTopamMu arperatii
TpOoMOOIMTIB (TaKMMH sIK aHTAroHicTu penentopiB GPIIb/IIIa, pumipumamorn, mekcTpaH abo
cynbdinmipazon) abo TpoMOomiTHYHUMY 3acobamu. OCKinbKM TakKi 3ac00H MiiBUIIYIOTh PU3UK



KPOBOTEY, OMHOYACHE iXHE 3aCTOCYBAHHS i3 amikcabaHOM He PEKOMEHIYEThCS (OUB. PO3Min
«Oc0bIMBOCTi 3aCTOCYBaAHHS»).

g1 cynyTHI npenapari.

[Tpu opHOYACHOMY 3aCTOCYBaHHi amikcabaHy Ta aTeHoJIoNy abo GpaMOTUANHY KITiHIYHO BUpaXKeHi
dhapMmakokineTuuyHi abo papMakogrHaMiuHi B3aeMopil He crocTepiranucs. OmHOYacHe 3aCTOCYBaHHS
10 mr amikcabany Ta 100 Mr aTeHOJI0Ty He MaJio KJIiHiYHO BazKJIMBOTO BIJIMBY Ha (hapMaKOKiHETUKY
amikcabany. [Ticis moganbInoro NpuitoMy ABOX JiKapChKUX IperapaTiB OHOYACHO CepenHi 3HaUYeHHS
AUC Tta C,,, amikcabany 6ynu HuxK4YuMu Ha 15% Ta 18% BigmoBimHO MOPIiBHSIHO i3 3aCTOCYBaHHAM SIK
MoHOTepartrii. OgHovyacHe 3acTtocyBaHHs 10 Mr amikcabany Ta 40 Mr ¢paMOTUAMHY He BIUIMBAJIO Ha
3nauenHs AUC a6o C,,, amikcabany.

BnnuB amikcabaHy Ha iHIIi TiKapchKi mpemnapaTi.

HocnimxenHsa amikcabany in vitro moka3anay BiICYTHICTh IPUTHIYYBaAJIbHOTO BILJIUBY LIBOTO
npenapaTy Ha akTuBHiICTE CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6 a6o
CYP3A4 (IK50 > 45 MKMOJIB/JT) Ta HasBHICTh C/IA0KOT0 iHTiGiTOPHOTO BIIJIUBY Ha aKTUBHICTH
CYP2C19 (IK50 > 20 MKMOJIB/) Y KOHIIEHTPAIIiSAX, 3HAYHO OibINKUX 3a MiKOBI KOHIIEHTpallii
mpernapary y Ija3Mi KpoBi malfieHTiB. Anikca0aH y KOHIIEHTpaIlisax 70 20 MKMOJIb/TT He iHOYKY€E
aktuBHicTE CYP1A2, CYP2B6 a6o CYP3A4/5. Tomy BBaxKa€ThCS, 110 amikcabaH He 3MiHIOBaTUME
IIOKa3HUKM MeTaboIivHoro KITIipeHCy CYNYTHIX IpemnapariB, MeTab01i3M sIKuX BinOyBaeThCs 3a
y4dacTio 1uxX (pepMeHTiB. AnikcabaH He MPUTHIYY€e 3HAYHOIO MipOI0 aKTHBHICTh P-gp.

fK omucaHo HUXKYe, ¥ HOCITiIKEeHHIX 3a y4acCTI0 300POBUX NOOPOBOJIBIIB amikcabaH He IPU3BOIUB [0
3HAYHUX 3MiH (hapMaKOKiHETUKM TUTOKCHUHY, HAllpOKCEHY ab0 aTeHOJIoNy.

Iurokcun. OmHOYACHE 3acTOCyBaHHS amnikcabany (20 mr 1 pa3 Ha 0o0y) Ta IUTOKCHUHY, SKUU
€ cybctpatom P-gp (0,25 mr 1 pa3 Ha no0y), He 3miHioBano AUC a6o C,,, AMroKcuHy. Takum
YHWHOM, anikcabaH He MPUTHIYY€E TpaHCIOPT cyOcTpaTiB, 00yMoBiIeHu# P-gp.

Hampokcen. OmHOYaCHE 3aCTOCYBaHHS pa30BuUX 003 amikcabany (10 mr) ta TunmoBoro HIT3IT
Hanpokceny (500 mr) He BruBano Ha AUC a6o C,,, HallpOKCEHY.

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

AKTHBOBaHe BYTiId.

3acTocyBaHHS aKTMBOBAHOTO BYT1/INIA 3HUKYE PiBHI €KCIIO3ULlil anikcabaHy (OUB. PO3Tin
«Ilepeno3yBaHHS»).

Oco6.1ueocmi 3acmocy8aHHs1.
Pu3uxk xpoBoTeui.

4K iy pasi npuitoMy iHIINX aHTUKOATY/ISHTIB, MAI[iEHTH, IKi IPUUMaIOTh amikcabaH, T0TpPeby0Th
PETENIbHOTO HATJISIAY 3 METOI0 BUSIBIIEHHSI 03HAK KPoBOTedi. [IpemapaT HEOOXiIHO 3aCTOCOBYBATH 3
00epexkHiCTIO TIPX CTaHAaX, SIKi CYIIPOBOMXKYIOTLCS IiIBUIIEHNM PU3UKOM KpoBoTedi. Y pasi
BUHUKHEHHS TSXKKOI KDOBOTEUi 3aCTOCYBaHHS alikcabaHy CIIifl IPpUIUHUTH (OuB. po3min «I1o6iusi



peaxtii» Ta «[lepemo3yBaHHT»).

Xoua nmiKyBaHHS amikcabaHOM He IOTpPedye PeryIsipHOTO KOHTPOJIIO PiBHIB €KCII03MUllil,  BUHATKOBUX
CUTYallisIX, KOJU iHpopMallis PO piBeHb eKCIO3ullil anikcabaHy MOXKe TOIOMOI'TH IPUNHSTH
KJTiHiUHe pillleHHs (HalpuKJIaf NPy Iepefo3yBaHHI Ta HEBIOK/IafHOMY OllepaTHBHOMY BTPy4aHHI),
Moxke OyTH BUKOPUCTAHUM METOJ KiTbKiCHOTO0 BU3HAUYEHHS aKTUBHOCTI IpurHiyeHHs (pakTopa Xa
Rotachrom® (muB. po3min «®apMakoguHaMiKa»).

IcHye nikapcekuii 3acib ans HeuTpaizanil akTUBHOCTI iHrib6iTopa dakTopa Xa.

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

B3a€M0ﬂﬁ 3 IHITAMHA HiKaQCBKI/IMI/I IIperapaTaMy, M0 BIIJIMBAIOTh Had 3TOPTAHHA KQOBi.

Y 3B’13KYy 3i 3pOCTaHHSIM PU3UKY KPOBOTEYi IIapasebHe JIiKyBaHHS MallieHTiB OyOb-IKUMU iHIITMMU
aHTUKOAryJITHTaMHU NPOTUIIOKa3aHe (AuB. po3hin «[IpoTunokasaHHg»).

3acTocyBaHH4 amikcabaHy OMHOYACHO 3 aHTUTPOMOOIIMTaPHUMHU IIpefapaTaMy IigBUIIYE PU3UK
KPOBOTeUi (IUB. po3min «B3aeMofis 3 iHIMMMHY JTiIKapChKUMK 3ac00aMu Ta iHIII BUOM B3aEMOMiM»).

Cnig mposiBnsiTé 00€PEXKHICTD, AKIIO NAIliEHTH TapajebHo 0TpUMYI0Th ikyBauHs CI33C abo I33CH,
a6o HII3II, BKI0YaO4Yy alleTUIICAJTIIUIIOBY KUCIOTY.

[Ticnst omepaTUBHOIO BTPYYaHHS HEe PEKOMEHIOBAHO OJHOYACHO 3 amikcabaHOM MpU3HAYaTH iHIIi
inribiTopu arperatii TpoMGOIUTIB (qUB. po3min «B3aemomisa 3 iHIIUMY NTiIKApCHKUMHU 3aco0aMu Ta iHIIi
BUIM B3aEMOIIN»).

Ins nauieHTiB 3 Gpibpumnsiliero nepeacepab Ta CTaHaMHU, SIKi MOTPeOYIOTh IPOBeNeHHsSI MOHO- a0
TIOMIBiHOI aHTUTPOMOOILIMTAPHOI Teparii, 1o mo4YaTKy KoMOiHyBaHHS TakKol Teparii 3 amikcabaHom
CJIi[l peTeIbHO 3BaXKUTH IIOTEHIIHY KOPUCTh Ta PU3UKHU.

[Tig yac KMiHIYHOTO JOCTiKEeHHS 3a y4acTIo MallieHTiB 3 Gibpunsilieio mepencepab OgHOYACHE
3aCTOCYBaHHS alleTUJICAJIIAIIOBOI KMCJIOTH IIiIBUIIyBal0 PU3WK BUHUKHEHHS CUIbHOI KPOBOTEUI,
II0B’513aHOI 3 JIiIKyBaHHAM almikcabanoM, - 3 1,8% Ha pik 10 3,4% Ha piK, a pU3UK, TIOB’I3aHUN 3
BapdapuHoM, 3 2,7% Ha piKk 10 4,6% Ha pik. ¥ 1bOMYy K/IiHIYHOMY [OCTiAXKEHHI CYIIyTHE
3aCTOCYBaHHS NOABiHOI aHTUTPpOMOOLIMTAPHOI Tepartii 6yno oomexkeHuM (2,1%) (muB. po3min
«®apMakKoouHaMiKa»).

Y kniniune mocnimxenHs O6ynu 3anydeHi nanienTu i3 ¢pibpunsuieto nepencepnsb i3 KC Ta/abo Taxi,
mo nipsraiots YKB i3 mmaHoBuM nepiogom nikyBaHHS iHri6iTopoM P2Y12, i3 abo 6e3 ACK, Ta
nepopajbHUM aHTUKOAryIsHTOM (amikcabaH a6o anTaronictoM Bitraminy K (ABK)) npoTtsrom 6
micsauiB. Ogrovacuui npuioM ACK y cy0’eKTiB, gKi 0OTpuMyBanu anikcabaH, MigBUITyBaB PU3UK
MacuBHOI ab0 HeMacUBHOI KJIiHIYHO 3HAYYII0l KPOBOTEYi 3a KpUTEPisiMU MiXKHapOOHOTO0 TOBAPHCTBA
3 BUBYeHHS mpolbieM Tpom603y Ta remocrtasy (ISTH) Ha 16,4-33,1% Ha pik (OuB. po3min
«®apMakKoouHaAMiKa»).

Y xomi KiHIYHOTO [OCIiAXKEeHHS 3a y4acCTIO IallieHTiB TPYIIX BUCOKOT0 PU3UKY, MICIIS IEPEHECEHOr 0
TOCTPOr'0 KOPOHAPHOT'0 CUHApOMY 6e3 ¢hibpunsiii mepeacepab, SKi Maau OQHOYACHO KijTbKa CYIyTHIX
3aXBOpIOBaHb KapAioJIOTiyHOTO Ta HEKAPAI0JI0TiYHOI0 XapakTepy, Ta OTPUMYBAJIA alleTUJICaIilUIOBY
KHCI0Ty a60 KoMOiHallilo alleTUICATiIAIOBOI KMCIOTH Ta KJIOMiAOTPesTio, 3aCTOCyBaHHS amikcabaHy
CYTIPOBOKYBaJIOCh 3HAYHUM 3POCTaHHIM PU3UKY CUJIBHUX KPOBOTed 3a Knacudikamiero ISTH -
5,13% Ha pik MOPiBHSHO 3 rPyIOI0 Ianebo, Ays SKOi el Pu3uK cTaHOBUB 2,04% Ha pik.


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

3acTocyBaHHS TPOMOOJITUYHUX MTPEeNapaTiB [JIs JIiIKyBaHHS TOCTPOTO illIeMiYHOT0 iHCYIBTY.

HocBin 3acTocyBaHHS TPOMOOIITUYHUX NIpenapaTiB A JIiKyBaHHS FOCTPOTO ileMiYHOT0 iHCYTIBTY Y
Malli€HTIB, 110 IPUKWMany amikcabaH, HaA3BUYalHO 00MexKeHuM (IUB. PO3Min «B3aemofisa 3 iHIIUMHU
JMiKapChbKUMU 3aco0aMy Ta iHIIi BUOU B3AEMOIIN»).

[TarieHTH 3i MTYYHUM KIallaHOM CepIid.

Besneka Ta eekTUBHICTH anikcabaHy He JOCIiAKYyBalIUCh y Nalli€eHTiB, gKi MalOTh MITYYHUH KJlalaH
cep1st 3 abo 6e3 aprepianbHOi Qibpumnsiii. ToMy 3acTocyBaHHS amikcabaHy HE PEKOMEHAYEThCS Y
IIbOMY BUIIfIKy.

[NamienTty 3 anTUGOChHOMITITHUM CUHIPOMOM

[TepopanbHi aHTUKOATYJISHTH NIPSIMOI [ii, BK/II04Ual04yH amikcabaH, He peKOMEHIYIOThCS MallieHTaM 3
TPOoM0OO30M B aHaMHe3i, y IKUX AiarHOCTOBaHO aHTU(dOChOINinHUYE cHHAPOM. 30KpeMa, V Talli€eHTiB,
IIO3UTUBHUX 3a TPhOMa (paKTOpaMu (BOBUAKOBUU aHTUKOATYJISHT, @HTUTINIa IPOTH KapHioJilmiHy Ta
6eTa-2-ruikonpoTeiny I), NiKyBaHHS IepopaJbHUMU aHTUKOATYISHTAMU MIPSIMO] [Iii Moxke OyTu
TI0B’s13aHe 3i 30i/IbIIIEHHSIM YaCTOTH IIOBTOPHUX TPOMOOTHUYHUX IOAiM V¥ IOPiBHSAHHI 3 Tepallieio
aHTaroHicraMmu BiTaminy K.

XipypriyHi BTpy4YaHHA Ta iHBAa3WBHI IPOLIENVDH.

JlikyBaHHS anikcaOaHOM CJIifi MPUNIMHUTY IOHaMMeHIIIe 3a 48 roguH 00 MPOBEeHHS MJIaHOBOI
orepaltlii a0 iHBa3UBHUX TIPOLEAYP 3 MOMIPHUM YU BHCOKMM PU3UKOM PO3BUTKY KpoBoTedi. Lle
CTOCYETHCSI BTpPy4aHb IJIs1 IKUX PO3BUTOK KTIHIYHO 3HAYYIIUX KPOBOTEY He MOXKe OyTH BUKIIOYEHUM
Ta IPOLeAyp, AN IKUX PU3UK PO3BUTKY KPOBOTEUl € HEIIPUUHATHUM.

JlikyBaHHS anikca0aHOM CJIifi IPUNUHUTY IIOHaWMeHIIe 3a 24 TOOUHYU 00 IPOBeeHHS MJIaHOBO1
omepatiiii abo iHBa3UBHUX MPOLEAYP 3 HE3HAYHUM PU3UKOM PO3BUTKY KpoBoTeui. Lle cTocyeThest
BTPY4aHb, IiJl Yac MpoBefeHHs IKUX OyOb-SIKi MOXKJIMBI KDOBOTEUi 0UiKyIOThCS HE3HAYHUMU 3a
00CsArOM, HEKpUTUYHUMHU [JI4 1i€l AingHKY abo J1IeTKO KOHTPOJIbOBaHUMH.

fKII0 omepalio Y1 iHBa3UBHY MPOIEOYPY HEMOXKJIUBO BiIKIacTH, HEOOXiMHO BXKUTH BiOTOBITHUX
3aCTepeXHUX 3aX0[IiB, BpaX0BYIOUU IIigBUIIIEHUY PU3UK KpoBOTeUi. CIIifi 3BaXUTU PU3UK
BUHVKHEHHS KPOBOTeUl Ta CTYIIiHb HEBIIKJIAAHOCTI BTPY4YaHHS.

Cnip BigHOBUTH JiKyBaHHS allikcabaHOM SKOMOTA IIBUIIE ITiCIIg XipyprivHoro BTpy4YaHHs abo
iHBa3MBHOI MPOIIEAYPH, 3@ YMOBH, 10 Iie [[03BOJISE€ KIiHiUHa CUTYyallisd Ta OyIK BXKUTI HajleXkKHi 3aX0Au
niis 3a0e3neyeHHs reMocTa3y (A1 KapaioBepcil guB. po3fin «Crocid 3acTocyBaHHS Ta JO3U»).

[TaieHTaM, sKi IPOXOAATh KaTeTepHY absiiio A niKyBaHHS (iOpuisLii mepencepnb, HeMae
noTpebu nepeprBaTy JiKyBaHHS anikcabaHOM (guB. po3minu «Crocid 3aCTOCyBaHHS Ta JO3U»,
«IIpoTunoKa3aHHsI» Ta «B3aeMofis 3 iHIMMY JTiIKapChKUMK 3ac00aMu Ta iHIIT BUOY B3a€EMOMii»).

TumM4yacose IIPpUTIMHEHHA HiKSZBaHHH IIperrapaToM.

[TpunvuHeHHS NiKyBaHHS aHTUKOAryJIgHTaMU (y TOMy 4YKCIi anikcabaHOM) y 3B's13Ky 3 aKTUBHOIO
KPOBOTeUel0, IPOBEeleHHSIM IIJIaHOBO! olepaliil abo iHBa3UBHUX NPOIENYD MiABUILY€E PU3UK PO3BUTKY
TpoM0O03y y mauieHTiB. Cnig yHUKATU IEPEPBY Y JiKyBaHHI, a Y BUNIagKaX, KOMU JIiIKyBaHHS
anikcabaHOM HeOOXiHO TMMYaCOBO IPUMNUHUTH (3 OyOb-SKUX IPUYUH), CIIifl SKOMOTr'a IIBULIIIE
BiTHOBUTHU IIPUIOM IIperapary.



[NamienTy, siki cTpaxnaioTh Ha TEJIA, Ta MalOTh HecTalinbHy TeMoauHaMiKy, abo mallieHTH, sKi
n0Tpe6yI0Th TPOMOOTi3y UK JIeTeHeBoi eMO0IeKTOMii.

AnikcabaH He PeKOMEHAYETHCS 3aCTOCYBATH SIK aJbTEPHATUBY HedPaKIioHOBAaHOMY I'ellapuHy
nalieHTaM, sKi CTpaxkaalTh Ha TpoMOoeMOoJIito JIereHeBoi apTepii Ta MaloTh HecTabinbHY
reMouHaMiky abo MOXKYThb ITPOXOAUTH TPOMOOJIi3 UK TereHeBy eMOOIEKTOMII0, OCKiIbKY Ge3reKa Ta
eeKkTHUBHICTD amikcabaHy y 3a3HaYeHUX KIIIHIYHUX CUTYallisiX He BCTAHOBJIEHI.

[TamiedT 3 aKTUBHUM PAKOM.

[TalieHTH 3 aKTUBHUM PaKOM MOXKYTb MaTH BUCOKHM PU3UK PO3BUTKY K BEHO3HOI TpoMboeMOorii,
Tak i KpoBoTed. Konu amikcabaH po3rnsgaethes gis nikyBanHg TI'B abo TEJIA y xBopux Ha pak, CIif
PETenbHO OLIHUTH MepeBary Ta pU3uKU (AuB. Po3ain «IIpoTUmoKa3aHHI»).

[NalieHTH 3 MOPYIIeHHAM (QYHKITI HUDOK.

Hesiki KniHiYHi maHi cBig4aTh PO Te, 10 KOHIIEHTPAIlis amikcabaHy y Ij1a3Mi KPOBi mifiBuIlleHa y
TIAIiEHTIB 3 TSXKKUM IOPYIIEHHSAM (QYHKII HUPOK (KJTipeHC KpeaTuHiny 15 - 29 MJj1/XB), 1110 MOXKe
IiABUINYBAaTU PU3UK KpoBoTed. [7151 mpodinakTuku BeHo3HOo1 TpoMOoembortii (BTE) nim yac mmaHoBO1
orepaliil 3 eHI0IPOTEe3yBaHHS KYJbIIOBOT0 abo KonminHoro cyrinoda (BTEn), onsa nikyBauus TT'B,
nikyBauHsa TEJIA ta npodinaktuku penunusis TI'B ta TEJIA (BTEn) anikcaGaH i 3aCTOCOBYBaTH 3
00€epexkHiCTIO MallieHTaM 3 TSXKKUM IOPYIIeHHSIM QYHKIII HUPOK (KJIipeHC KpeaTuHiny 15 - 29 My1/xB)
(ouB. po3minu «Crmoci6 3acTocyBaHHS Ta 0o3u» Ta «®apMaKOKiHETHKa»).

s npodinakTUKY iHCYIBTY Ta CUCTEMHOI eMOO0JIil ¥ nalieHTiB i3 HekanaHHo ¢Gibpunsuieio
nepepcepnb (HOII), y sKkux HasIBHI TSXKKi MopyineHHs QyHKIIII HUPOK (KJIipeHC KpeaTuHiny 15 -

29 Mr1/xB) abo piBeHb CHPOBATKOBOT0 KpeaTuHiny = 1,5 mMr/mn (133 MKMOJIb/T) y IOEAHAHHI 3 TAKUMHU
dakTopamu, sK Bik moHan 80 pokiB abo Maca Tina MenIie 60 Kr, TOTPiOHO 3aCTOCOBYBATH HUKYY
mo3y amikcabaHy - 2,5 Mr gBiui Ha 100y (OuB. po3min «Crmocib 3acTOCyBaHHS»).

Kniniuauit gocBim 3acTocyBaHHS anikcabaHy mallieHTaM 3 KJIipeHCOM KpeaTuHiHy < 15 mi/xB abo
nalieHTaM, gKi 3HaXOAsAThCSA Ha [iasisi, BiiCcyTHiN, ToMy anikcabaH He peKOMEHOOBaHUM [
3aCTOCYBaHHS IIifl KaTeropil mamieHTiB (auB. po3minu «Crmocib 3acToCyBaHHS Ta HO3U» Ta
«®apMaKOKiHETHKa»).

[lamienTy NITHBOTO BIKY.
3 BiKOM MOXKe TiJBHUIIYBATHCS PU3UK BUHUKHEHHS KPOBOTeY (OUB. PO3Ain «PapMaKOKiHETHKA»).

Takox amikca0aH y MMOegHAHHI 3 alleTUIICATIIMIIOBOI0 KUCIIOTOO IJIs JIiIKyBaHHS IAlli€EHTIB TITHHOTO
BiKYy CJIifi 3aCTOCOBYBaTH 3 00€PEKHICTIO Yepes MifBUIIIEHHS PU3UKY BUHUKHEHHS KPOBOTEUI.

Maca Tina.

3HMIKEeHa Maca Tina (< 60 Kr) MoxKe MigBUIIUTHA PH3UK BUHUKHEHHS KPOBOTEY (IUB. PO3MiI
«PapMaKOKiHETHKA»).

[NTanienTy 3 nOpyueHHSIM (DYHKIIII EYiHKH.



Amikca0aH NMPOTUIIOKa3aHNUM MallieHTaM i3 3aXBOPIOBAHHSIMU IEYiHKY, IKi CYIPOBOAXKYIOTHCS
KOAaryJIonaTi€ro Ta KJIiHIYHO CyTTEBUM PU3UKOM KPOBOTEUi (OUB. po3nin «[IpoTUIOKa3aHHA»).

[TpemapaT He peKOMEHIOBAHO 3aCTOCOBYBATH MJIS1 JIIKyBaHHS TALli€HTIB 3 TSIXKKUM IOPYLUIEHHSAM
GbyHKLI Tedinky (ouB. po3ain «dapMakoKiHETHKA»).

[Tpemapat ciif 3 00epexRHICTI0 3aCTOCOBYBATH IS JIIKYBAHHS MAI[i€HTIB 3 IETKUMHU a00
IOMIpHHMMM TOPYIIEeHHAMM GQYHKIII meuinku (kiac A a6o B 3a Yatinmom - [1'10) (muB. po3minu
«Croci6 3acTocyBaHHS Ta Ho3u» Ta «PapMaKOKiHETHUKa»).

[NTauieHTiB 3 MigBUIIEHUMHU PiBHSAMU (pepMEHTIB IeUiHKY (alaHiHaMiHOTpaHCdepasa/
acrnaprataMinoTpaHcdepasa (AJIT/ACT) nepeBUILyIOTh BEPXHIO MeXKYy HOPMH Yy Oifbllle HiX 2 pa3u)
abo 3aranpHUM Oinipy6iHOM, BUIIMM 3a BEPXHIO MexXy HopMu B 1,5 abo Oinbie pasiB, He HoMycKaau
0 y4acTi y KIiHiYHuX gocmigKeHHaX. ToMy amikcabaH ciif 3 00epexkHiCTI0O 3aCTOCOBYBaTH [JIs
JiKyBaHHS 1Li€l MOMyAIil nauieHTiB (AuB. po3ain «®apMakokiHeTHKa»). [lo TOYaTKy JTiKyBaHHS
amikcabaHoM HeoOXigHO MPOBECTH JOCTIIKEeHHS QYHKIIN MeYiHKY.

B3aemopii 3 inribiTopamu sk ruroxpomy P450 3A4 (CYP3A4), Tak i P-rnikonporeiny (P-gp).

ArmikcabaH He peKOMEHIOBAHO [IPH3HAYATH Malli€eHTaM, SIKi OTPUMYIOTh CUCTEMHE JIIKyBaHHS
OTYXKHUMM iHTib6iTOpamu omHovacHO CYP3A4 Ta P-gp, TaKuUMU SK a30/IbHi aHTUMIKOTUKHU
(HampHuKya[ KeTOKOHA30JI, iTPaKOHa30J1, BOPUKOHA30JI Ta II0CAaK0Ha30J1) abo iHribiTopu
npoTea3u BIJI (Hanpuknag puToHaBip). Lli mikapceki 3aco0u MOXYThb 30iMbIIUTH €KCIIO3UIIiI0
amikcabaHy BOBiui (MuB. po3Min «B3aemofisa 3 iHIUMHU JTiKapChbKUMHU 3acob6aMu Ta iHII BUOU
B3aeMOfili») abo HaBiTh OinbIlle 3a HASIBHOCTI JOaTKOBUX (DAaKTOPIB, 3MaTHUX MTigBUIITYBATH
eKCII03UIIi0 amikcabaHy (TaKuX K TSIKKe IOPYIIeHHS QYHKIIiA HUPOK).

Bzaemoqii 3 nmpemapatamu, siKi ogHO4acHO € iHmykTopamu CYP3A4 Ta P-gp.

OpHoYacHe 3aCTOCyBaHHS amikcabaHy Ta IOTYKHUX NpenapariB-ingykTopis CYP3A4 Ta P-gp
(Hanpuknap pudamminuH, peHiTolH, KapbaMma3zerniH, peHoOapOiTan abo npenapaTiB 3Bipo00i0) MOXKe
IIPU3BECTH [I0 3HUXKEHHS eKCIo3ulii anikcabany npubnu3no Ha 50%. YV kmiHiuHOMY
IOCIiIKEeHH] 3a y4acTIo NalieHTiB 3 QiOpumnsilieto nepeacepab OgHOYACHE 3aCTOCYBaHHSA
amikcabaHy Ta notyxHux iHgykKTopiB CYP3A4 Ta P-gp 3HUKYBano eheKTUBHICTh
AHTUKOATYJISIHTY Ta MiIBUIIYBaJIO PU3UK KPOBOTEUi MMOPIBHSIHO i3 3aCTOCYBAHHSM alikcabaHy
STK MOHOTepaIril.

[l1s1 mamieHTiB, AKi OMHOYACHO OTPUMYIOTH JIiKyBaHHSA NOTyKHUMU iHAyKTOpamMu CYP3A4 Ta
P-gp, 3aCTOCOBYIOThCSI HMKUe3a3HaueHi peKoMeHaalii (nus. po3min «B3aemorist 3 iHIIUMHU
TMKapChKUMH 3ac00aM¥y Ta iHIIi BHIU B3AEMOIN»):

- armikcabaH CJIifl 3aCTOCOBYBaTU 3 00EPEKHICTIO /IS MPOodinakKTUKY iHCYIbTY Ta CHCTEMHOI
em0ortii y marrienTis 3 HOII Ta mis nmpodinaktuku perunusiB TI'B Ta TEJIA;

- He CJIif 3acTocoByBaTH amikcabaH fns nikyBaHHs TI'B ta TEJIA, ocKinbKu #0TO e(EeKTUBHICTL MOXKe
OyTu mopylIieHa.

JlaGopaTopHi MOKa3HUKH.

PesynbraTu aHani3iB 3ropTaHHS KPOBi (Hampukiag npoTpoMbinosuit yac (IT4), mikHaponHe
HOpMastizoBaHe crmiBBimHOmeHHS (MHC) Ta aKTHBOBaHMM YaCTKOBHI TPOMOOIIACTUHOBHH Yac



(a4TY)) 3MiHIOI0THCS BigIIOBIOHO 10 OYiKyBaHb y 3B’A3KY 3 MeXaHi3MoM fii amikcabaHy. 3MiHH,
BUSIBJIEH] y pe3yJibTaTax IIUX aHaJsli3iB IIpU 3aCTOCYBaHHI TepalneBTUYHUX 03, € HE3HAUYHUMHU Ta
Ha[I3BUYalHO BapiaTUBHUMHU (OUB. po3min «dapMakoguHaMika»).

[HdopMariis npo DONOMiXKHI PEYOBUHH.

EnikBic MicTuTh 1akTo3y. Llei nikapcbKu npenapart He CIIif IpuiMaTy MalieHTaM 3 PigKiCHUMU
CIIafIKOBUMU 3aXBOPIOBaHHSMY, [10B’'I3aHUMU 3 HENIePEHOCUMICTIO FajlakTO3H, II0BHOI
HEJOCTaTHICTIO JJaKTa3u ab0 CHHAPOMOM MOPYIIEHHS BCMOKTYBaHHS I'JTIOKO3U Ta rajlakTO3MU.

Lle#t mikapcbkui 3aci6 MicTuTh MeHIe 1 MMOJb HaTpito (23 Mr) Ha TabeTKy, TO6TO MPaKTUYHO
BiIbHUY Bif HATPilo.

3acmocysaHHs 8 nepiod sazimHocmi abo 200y8aHHs 2py0010.

Baeimticmo. [lTaHWX IIPO 3aCTOCYBaHHA amikcabaHy BaTriTHUM XKiHKaM HeMae. [JoCTiixKeHHs
Ha TBapuHax He BUSBUIU 0e3MocepeaHboro abo 0mocepenKoBaHOTO MIKiIMBOTO BILJIUBY Ha
PENPOOYKTUBHY QYHKIII0. K 3amo0iKHUHM 3axXifl peKOMeHI0BaHO YHUKATH 3aCTOCYBAHHS
amikcabaHy IIifi 4ac BariTHOCTI.

ITepiod 200ysanHs 2pydd. Hapasi HeBigoMo, 41 BUMINSETHCS amikcabaH abo #oro MeTaboiTu
3 TPYOHUM MOJIOKOM JIOAWHY. IHQopMaIlis, oTpuMaHa IIif Yac JOCTigXKeHb Ha TBapHHAaX,
CBITYMTH PO BU[iJIEHHS amikcabaHy y MOJIOKO. HeMOXKTMBO BUKJIIOUUTH PU3UK [IJISI TUTUHU,

Ky TOIYIOTh TPYOAIO0.

Crnig mpuiHSATH PilIeHHS IIONO0 MPUITUHEHHS FOOYBaHHS IPyaoio abo MpUNUHEHHS/BiTMOBHU Bif
NiKyBaHHS anikcabaHoM, 6epy4 10 yBary IiepeBary rPyIHOr0 BUTOOBYBaHHS [JIS DUTHHU
Ta [lepeBaru JIiKyBaHHS A1 XKIHKHU.

Bnaue Ha penpodykmueHy ¢pyHKuito. [JoCTifiKeHHS Ha TBApHUHAX, SKUM 0e310cepeqHb0 BBOAYIIN
amikcabaH, He BUSIBUJIY BIIJIUBY IIOTO IIpenapaTy Ha pepTUIIbHICTS.

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

EnikBic He BnnuBae abo Maiixke He BIIMBA€E Ha IIBUAKICTh peakllii mmij yac KepyBaHHS
aBTOTPAHCIOPTOM a00 iHIIMMHU MeXaHi3MaMHu.

Cnoci6 3acmocyeaHHss ma do3u.

Cnoci6 3aCTOCYyBaHHSI.

[TpemapaT 3aCTOCOBYIOTH NTepopaibHo. ENMiKBic ciifg mpuiiMaTi, 3anuBalo4yy BOHOI0, 3 1Kelo 4u 06e3
1xi.

[ng nauieHTiB, sIKi He MOXYTh IPOKOBTHYTH Liji TabneTKyu, TabneTKy mpenaparty EnikBic MoXkHa
OoOpiOHUTH i CyCcrieHAyBaTH y BOfi, 5%-My BOIHOMY PO34HUHi I'TIOK03H a00 y sI0Iy4HOMY COKY, a



TaK0XkK MOXKHa 3MilaTH 3 S0IyYHUM MI0pe; MiCsA UhOT0 0fipa3y 3aCTOCyBaTHU IpernapaT IepopaibHo
(muB. po3min «®apmMakoKiHeTuKa»). Takoxk TabneTku npenapaty EnikBic MoxHa moapiOHUTH i
cycnennyBaTtu y 60 M Bogu abo 5%-My BOOHOMY PO3YKHI TJIIOKO3H i 0fIpa3y BBECTH 4Yepe3
Ha30racTpaabHUM 30HT (OUB. po3min «®apMaKOKiHETHKa»).

[TpemnapaTt EnikBic y ¢popmi TabmeTok micns noapibHeHHS € cTabinbHUM Y BOfi, 5%-My BOTHOMY
PO3UMHI TTII0K03HU, I0MyYHOMY COKY abo s6/1ygyHoMYy Iiope 0o 4 ToguH.

Lo3yBaHHI.

ITpoginakmuka iHcyabmy ma cucmemHoi em60.ii y nauieHmis 3 HekianaHHow Qibpuasuiero
nepedcepob.

PekomenpoBaHa fo3a npemnapaty EnikBic CTaHOBUTH 5 MT IlepopasibHO [BiYi Ha JEHb.
3HudceHHA 0o3u.

IInst malieHTiB 3 HeKJlamaHHOI0 QiOpuUsIlieto mepeacepab Ta MoOHANMEeHIIE IBOMA 3 TaKUX
XapaKTepUCTHUK 5K: Bik = 80 pokiB, Maca Tina < 60 kr abo piBeHb KpeaTUHiIHY cupoBaTKu = 1,5 Mr/on
(133 MkMoIB/TT), pEKOMEHIOBaHa [I03a IpemnapaTy EfikBic CTaHOBUTSH 2,5 MT IIepOpaibHO [Bidi Ha
OEHb.

JIiKyBaHHS CJIii IPOBOAUTHU IIPOTSITOM TPUBAJIOTO 4acy.

JlikysaHHAa mpomb603y 2aubokux eeH (TI'B) ma mpomboemboii neeeHesoi apmepii (TEJIA), a makodic
npogirakmuka peuudusie TI'B ma TEJIA.

PekoMeHpoBaHa fo3a npemnapaty Eniksic ans nikyBaHHS roctporo Tpom6o3y rinubokux BeH (TI'B) Ta
TpomOoemOortii mereneBoi aprepil (TEJIA) ctranoBuTh 10 Mr mepopasnbHO ABiYi Ha AeHb MPOTSITOM
nepiux 7 pHiB. [ToTiM mpemapaT 3aCTOCOBYIOTH y NO3YBaHHI 5 MI' IepopabHO [Bidi Ha AeHb. 3TifHo 3
[iI0YMMU MeJUYHMMU HaCTaHOBaMHU, KOPOTKa TPUBAJIICTh JIIKyBaHHS (IIOHAUMeEHIIe 3 MiCs1li)
ITOBMHHA BPaXOBYBaTH (aKTOPU PU3UKY, 110 MUHAIOTH (HallpUKaj HeIlogaBHE XipypriuHe
BTPYYaHHS, TpaBMa, iMMo0ini3atis).

PexomeHpoBaHa fio3a npenapaty Enikgic gns npodinaktuku peuunusy TTB ta TEJIA cTaHOBUTH

2,5 MT mepopanbHoO ABidi Ha go0y. fAKIo manieHTy nmokalaHa npodinaktuka peruausis TT'B Ta TEJIA,
mo3y 2,5 Mr [Biui Ha moOy CIIif MoOYMHATYH IPUHUMATH ITiC/IS 3aBEPIIEHHS 6-MiCIYHOTO KypCy
NiKyBaHHS mpenapaToM EmikBic y mo3i 5 Mr [Biui Ha mo6y a0o Kypcy NiKyBaHHS iHIIMM
AHTHUKOATyJISTHTOM, SIK 3a3HaueHo y Tabnuii 7 (Takox auB. «PapMakoguHaMika»).

Tabmuig 7
Pekxomenpanii 3 mo3yBaHHs (BTEm)
[Toxa3aHHSI CxeMa 3aCTOCYBaHHS MaxkcuManbHa
moOoBa mo3a
JlikyBanust TT'B a6o TEJIA 10 Mr pgBiui Ha mo6Oy npoTtsroMm nepmux 20 Mr
7 nHiB

3 [IOJa/IbIIMM 3aCTOCYBaHHAM A03U 5 Mr |10 mr
nBiui Ha HOOY
[Ipodinaktuka peuunusy TI'B ta/abo  [2,5 Mr aBidi Ha go0y O MI'
TEJIA micns 3aBeplleHHs 6-MiCAYHOTO
Kypcy nikysauHst TT'B a6o TEJIA




TpuBasicTs 3aranbHOr0 KypcCy JiKyBaHHSI BU3HAYAIOTh iHOUBIAyaIbHO MiC/ISA PETENbHOI OIlIHKY
IepeBar Bif] TiKyBaHHS Ta PU3UKY KpoBOTedi (guB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

ITponyck nputiomy 0o3u.

Ao mpuiioM npemnapary 0yJi0 IPOMyIIeHo, MallieHTOoBi CIlif HeraiHo NpuiHATH EmikBic Ta
IIPOJOBXKYBATH JIIKYBaHHS Y 3BUYalHOMY PeXUMi [IBidi Ha [EHb.

3amiHa npenapamis.

[TepeBeneHHS 3 TapeHTePaIbHOT0 BBEIEHHS aHTUKOATY/ISHTIB Ha JTIiKyBaHHS anikcabaHoM (i
HaBIaKy) MOXKHa ITPOBOOUTH B MOMEHT IIPUIOMY HACTYIIHOI 3allJlaHOBAHOI 103U (IXUB. PO3MiN
«B3aeMopis 3 iHMMMY JTiKapCchKUMHK 3acobaMu Ta iHIi Bugu B3aemofin»). Lli mikapchki 3acobu He
CITiT 3aCTOCOBYBATU OOHOYACHO.

ITepegedeHHA 3 niKyB8aHHA aHmazoHicmamu simaminy K Ha aikysaHHA npenapamom Eaiksic.

[Ipu nepeBeeHH] NALiEHTIB 31 CXeMU JIiIKyBaHHS aHTaroHiCToM BiTaMiHy K Ha JIiKyBaHHS IIpernapaToM
EnikBicoM ciff DIpUNIMHUTH 3aCTOCyBaHHS BappapuHy a0o iHIIoro aHTaroHicra Bitaminy K ta
po3moyYaTH JIiKyBaHHA IpenapaTtoM EmikBic, KOy MiXXHapogHe HOpMaJli3oBaHe CIIiBBIOHOIIEHHS
cTaHoBUTUME < 2,0.

ITepesedeHHs 3 nikysaHHA npenapamom Eaiksic Ha nikyeaHHA aHmazoHicmamu gimaminy K.

[IepeBopmsAyy MalLi€eHTIB 3 JIIKyBaHHA IIpenapaToM ETiKBiC Ha JTiKyBaHHSA aHTaroHICTOM BiTaMiHy K,
CJIif IPOXOBXKYBaTU npuioM EikBicy mIoHaMMeEHINEe IPOTATOM 2 OHIB IiCiig IpU3HAYEHHS
aHTarosicta Bitaminy K. ITicis mBox mHIB OQHOYACHOTO IPUHOMY amikcabaHy Ta aHTaroHicTa
BiTaMiHy K mepeq mpuitoMOM HaCTyIIHOI 7034 ENiKBiCy BU3Ha4alOTh MiXKHapOAHE HOpMaJli30BaHe
criBBigHOmEHHS. KoMOiHOBaHe JikyBaHHs EmikBicOM Ta aHTaroHicToM BiTaMiHy K IpomoOBXKYIOTS,
OOKM MiXKHapOOgHe HOpMaJli30BaHe CITiBBiIHOIIEHHS He [OCSATHe PiBHIB = 2,0.

[TarfieHTH JIITHBOTO BIKY.

JlikyBanHSsT TpoM0O03y rinubokux BeH (TT'B) Ta TpombGoeMOortii nerenesoi aptepii (TEJIA), a TakoxK
npodinakTuka penunusiB TI'B Ta TEJIA y mopocnux: HeMa€e 0oTpebu B KOPEKIIii 7031 (OUB. PO3Tinu
«0OcobnuBOCTI 3acTOCyBaHHA» Ta «PapMaKOKiHETHKA»).

Hexknananua ¢iOpunsiis nepencepab: KOPEKIlis M03K He MOTPi0Ha, 3a BUHSITKOM BUIIAMKIB,
3a3Ha4YeHUX BUIlle (OUB. «3HUKEHHS J03U» y po3aii «Crocib 3acToCyBaHHS Ta J03W»).

ITopyweHHA pYyHKUiT HUPOK.
[ITomo matieHTiB 3 TerkuM abo MOMipHUM IIOPYIIEHHSAM (QYHKII HUPOK iCHYIOTh TaKi peKOMeH/allii:

- niist mikyBauHs TT'B, mikyBanHs TEJIA ta npodinaktuku penunusiB TI'B a6o TEJIA (BTEn) kopexiis
no3u He moTpidHa (muB. po3min «OapMaKOKiHeTHKA»);

- ISt TPOgiNTaKTUKY iHCYIBTY Ta CUCTeMHOI eM0O0Iil y IallieHTiB i3 HeKTanaHHow0 QiOpuUIsIieto
nepencepnb (HOII) Ta piBHEM cupoOBATKOBOro KpeatuHiny = 1,5 mr/an (133 MKMOIIB//I) y KOMILJIEKCI 3
TakKuMu pakTopamy, SK Bik moHap 80 pokis abo Maca Tina MeHiie 60 KT CITiff 3aCTOCOBYBaTH HUXKYY



mo3y anikcabaHy, SIK ONKMCAHO BUIle. Y pa3si BiICYTHOCTI iHIINX KPUTEPIiB O/ 3HUKEHHS J03H (BIK,
Maca Tijla) Kopeklis 1031 He noTpibHa (muB. po3min «dapMaKoKiHETUKAY).

[ITomo mamieHTiB 3 TAXKKUM IOPYIIEHHAM (QYHKII1 HUPOK (KJIipeHC KpeaTuHiHy 15 - 29 MJI/XB) iCHYIOTH
Taki pekoMeHpanii (nuB. po3ninu «Oco6IMBOCTI 3aCTOCYBaHHSI» Ta «®apMaKOKiHETHUKA»):

- nns nikyBaHHs TT'B, mikyBanusa TEJIA ta npodinaktuku peuunusis TI'B abo TEJIA (BTEn)
amikcabaH CJIifl 3aCTOCOBYBaTH 3 00€PEKHICTIO;

- IJ1s1 IPOQiTaKTUKY iHCYIBTY Ta CUCTeMHOI eM0OIil y IallieHTiB i3 HeKJTanaHHO0 QiOpUIALieo
nepencepnb (HOII) crim 3acToCcOBYBaTH HUKYY 03y amikcabaHny - mo 2,5 Mr [Biui Ha mo0y.

Kniniynuit 0ocBim 3acToCyBaHHS amikcaOaHy MallieHTaM 3 KJTipeHCOM KpeaTuHiny < 15 mii/xB a0o
nalieHTaM, gKi 3HaXOAsAThCSA Ha [iasisi, BifCcyTHiN, ToMy anikcabaH He peKOMEHOOBaHUM [Is
3aCTOCYBaHHS I1ifl KaTeropil nmamieHTiB (auB. po3minu «Oco6MMBOCTI 3aCTOCYBaHHS» Ta
«®apMaKOKiHETHKa»).

[TopyieHHs QyHKIII TEYiHKH.

EnikBic mpoTHnoKa3aHuy MallieHTaM i3 3aXBOPIOBAaHHAMU II€YiHKHU, K1 CYyIPOBOAKYIOTHCS
KOaryJIOIaTi€lo Ta K/IiHIYHO CyTTEBUM PU3UKOM KPOBOTEUi (AUB. po3ain «[IpoTUIOKa3aHHS»).

[IpenapaT He peKOMEHIOBAHO 3aCTOCOBYBATH [JIs JIIKYBaHHS IMAI[l€HTIB 3 TAXKKUMU [IOPYLIEHHAMU
byHK1il mevinku (ouB. po3min «Ocob6nuBOCTi 3acToCcyBaHHA» Ta «PapMaKOKiHETHKA).

EnikBic crig 3 00epeKHICTI0 3aCTOCOBYBATH AJIS JIIKYBAHHS IMMAIliEHTIB 3 IETKUMHU ab0 IIOMipHUMHU
nopyiieHHaMHU GyHKII meuinku (knac A a6o B 3a knacudikarieio HYaitnga - [1'10); Taki maiieHTy He
noTpebyIoTh KOPEKIIil 103U IpemnapaTy (OuB. po3nin «Oco0nMMBOCTi 3aCTOCYBaHHSA» Ta
«PapMaKOKiHETHUKA»).

[TamienTiB 3 mipBuieHumMu piBHAMEA (pepMeHTiB nedinku (AJIT/ACT nepeBHUIIyIOTh BEPXHIO MEXY
HopMu (BMH) Ginbin HiX y 2 pa3u) abo 3aranbsHOro 0inipy6iny (nepesutierrss BMII B 1,5 i GinbIte
pasiB) He JOMYCKaJX OO0 YYacTi y KIiHiYHUX mochimxkeHHsX. Tomy EmikBic ciig 3 00epexHiCTIo
3aCTOCOBYBATH IJIS JIIKYBAHHS 1€l rpynu malieHTiB (AuB. po3misnn «OcobIMBOCTI 3aCTOCYBAHHSI» Ta
«PapMakokiHeTuka»). [lepeq mo4aTKOM JIiKyBaHHS anikcabaHoM HeoOXigHO MTPOBECTH JOCTiIXKEHH S
GbyHKII TeYiHKH.

Maca mina.

JlikyBanHs1 TpoM603y riaubokux BeH (TT'B) Ta TpombGoemborii nereneBoi aprepii TEJIA, a Takox
npodinakTrka perunausiB TI'B ta TEJIA y mopocnux: HeMae oTpedu B KOPEKIIii 03U (OUB. PO3Min
«PapMakokiHeTHKa» Ta «OCoOIMBOCTI 3aCTOCYBaHHSI»).

Hexknananza ¢iOpunsiis nepencepasb: KOPEKIlis 03K He MOTPi0Ha, 3a BUHSITKOM BUIIAMKIB,
3a3Ha4YeHUX BUllle (OuB. «3HUKEHHS J03U» y po3aini «Crocib 3acToCyBaHHS Ta J03U»).

Crarts.
HeMmae noTpebu B Kopekiiii fo3u (guB. po3nin «®apMaKoKiHETHKa»).

ITauienmu, saKi npoxo0simb npouedypy kamemepHoi abasu;ii.



[NTanieHTH MOXKYTh IPOJOBKYBaTH OTPUMYBATH amikcabaH Iif 4ac KaTeTepHol abnsiil (TuB. po3minu
«[Tporumnoka3anHsa», «OcoOMUBOCTI 3aCTOCyBaHHA» Ta «B3aeMopis 3 iHIIMMY TiKapCbKUMU 3aco0aMu
Ta IHIIT BUOX B3a€MOMI»).

Kapoiosepcis (HekaanaHHa ¢pibpuasuis nepedcepobs).

JlikyBaHHS anikcabaHOM MOXHa IMOYKWHATH abo MPOmOBXKyBaTH y nauieHTiB 3 HOII, aki MOXyTh
notpeOyBaTu KapaioBepcii.

Y matieHTiB, 9Ki paHille He OTPUMYBaIu aHTUKOATYJISIHTH, CJIifi BUK/TIOUUTH HasIBHICTH TPOMOY J1iBOTO
nepencepns 3a JOIOMOI0I0 METOLIB Bidyasi3allil (Hanpukiiaf, TpaHce3ogareanbHa exokapaiorpadis
(TEE) a6o xomm'toTepHa Tomorpadis (KT)) mepen KapmioBepciero BifIIOBIIHO OO0 BCTAaHOBIEHUX
MeOUYHUX PEKOMEeHIallil.

[MamieHTiB, sIKi MOYMHAIOTH JIiIKyBaHHS amikcabaHOM, CJIifl MpU3HAYaTH 5 MT IIperapary ABidi Ha moOy
IIPOTSTOM IIOHaWMeHIIe 2,5 gHs (5 pa3oBUX 003) Iepef KapaioBepciero, mo6 3abe3neunT afeKBaTHY
aHTUKOATYNALio0 (OuB. po3ain «PapMakoauHaMika»). fAKIIO MallieHT BiATIOBiIae KpUTEPiIM
3MeHILIEeHHS J03U (OUB. BUIIE MiApo3ainu «3HuxiceHHA 0o3u» i «IIopyweHHA pYHKUIT HUPOK»), TO3Y
noTpi6HO 3HU3UTHU 10 2,5 Mr amikcabaHy ABiui Ha {00y IPOTATOM IIoHaNMeHIIe 2,5 nHs (5 pa3oBUX
no3).

fAkmo HeoOximHa KapmioBepcis, mepen mpuioMoM 5 03 amikcabaHy i MpU3HAYUTH
HaBaHTaXyBalbHy [03y 10 Mr, moTiM npuiiMaTil 5 Mr [IBidi Ha Ho0y. PexxuM mo3yBaHHS MOTPiOHO
3MEHIIUTH 00 HaBaHTaXKyBaJIbHOI 03U 5 MT, a IIOTiM 2,5 Mr ABidi Ha HoO0Y, SAKIIO MAI[iEHT BiAmoBimae
KPUTEPiAM 3MeHIIEeHHS 003U (OUB. BUILlE HiApo3ainu «3HudiceHHA 003u» i «IIopyweHHA PYHKYil
Hupok»). HaBaHTaxyBaslbHY [03Y CJIif IpUMaTH I0HaWMeHIIe 3a 2 TOOUHYU [0 KaphioBepcil (ous.
po3min «®apMakoguHaMiKa»).

It BCix mallieHTiB, SIKi MPOXOASATH IPOIENYPY KapoioBepCii, CMIil MaTH MiATBEPIAKEHHS TOTO, 110
TalieHT OTPUMYBaB amikcabaH 3TigHO 3 TpPU3HaYeHHAM. PillleHHs PO M0YaToK i TPUBAICTh
NiKyBaHHS HEOOXigHO MpUMMAaTH 3TigHO 3i BCTAaHOBJIEHUMH PEKOMEHAIisIMHU 00 3aCTOCYBAHHS
AHTUKOATYJISHTIB MaIlieHTaM, IKi IPOXOASTh IPOLeAypPy KapAioBepcil.

IMauieHmu i3 HekianaHHow Gibpussauieo nepedcepdsv (HPIT) abo 20cmpuM KOPOHAPHUM CUHOPOMOM
(C’KC) ma/abo yepe3wKipHum kopoHapHum empyyaHHsam (YKB)

IcHye 0O6MeKeHHMM NOCBiT 3aCTOCyBaHHS amikcabaHy y peKoMeHoBaHi# [03i nauientam i3 HOTII, y
KoMOiHallil i3 aHTuTpoMOoIMTapHUMHU 3acobamu - martienTaM i3 'KC ta/abo TuM, xTo mignsarae YKB
mic/Isl MOCATHEHHS reMocTa3y (uB. po3minu «OcoO6IMBOCTI 3aCTOCYBaHHSI» Ta «®apMaKoguHaMiKa»).

Himu.

EdekTuBHicTh Ta 6e3meka 3acTocyBaHHs mpemnapaty Eniksic giTsam (Bikom mo 18 pokiB) He
BCTaHOBJIeHi. [laHi BiICYyTHI.

ITepedo3yeaHHus.

[Tepenmo3yBaHHs amikcabaHy MoxkKe ITPHU3BECTH OO 3POCTAaHHS PU3WKY BUHMKHEHHS KPOBOTeUi. Y pasi
BUHUKHEHHS T€MOpariyHuX yCKIagHeHb He00XiTHO MPUIIMHUTH TiKyBaHHS Ta IPOBECTU 00CTEKEHHS



IKepesna KpoBoTedi. Crif po3rigHyTH iHilliIOBaHHS BiATIOBIIHOTO JIiKyBaHHS, HaIIpUKJIa[ IPOBEAEHHS
XipypriuHOro reMocTasy, mepeuBaHHs CBizKOI 3aMOpoxkeHoi mia3mu abo 3aCTOCYBaHHS
HeUTpasni3yw4yoro 3acoby ans iuridiTopa ¢pakTopa Xa.

Y xopi KOHTPOIbOBAHUX KITIHIYHUX [OCTiIKEHHSIX ITepopaibHe 3aCTOCYyBaHHS amikcabaHy 300pOBUM
noOpoBONBLSAM B fo3ax o 50 Mr Ha mo0y momeHHO mpoTaroM 3-7 OHiB (25 Mr OBidi HA JeHb MPOTATOM
7 mHiB a00 50 MTr ofuH pa3 Ha eHb MIPOTATOM 3 [IHiB) HE MIPU3BOAUIIO N0 BUHUKHEHHS KITiHIYHO
BaXK/IMBUX HeOaxKaHUX PeaKiii.

Y 3mopoBux 0Ci0 3aCTOCYyBaHHS aKTHBOBAHOTO BYTi/I/Ig Yepe3 2 Ta 6 TOAUH micis npuiioMy 20 Mr
amikcabaHy IPHU3BOAMIIO [0 3HUKEHHS cepenuboi AUC amikcabany Ha 50% Ta 27% BigmoBigHO i He
BIuBaso Ha C,,, Impenapary. 3aCcTOCYBaHHSI aKTUBOBAHOTO BYTifs yepes 2 abo 6 roguH micis
npuioMy amnikcabaHy NpHU3BOANIIO N0 3HWKEHHS [Iepiofy HaliBBUBEEeHHS alikcabaHy, IKUW IIpU
MOHOTeparii craHoBuB 13,4 rogunu, 0o 5,3 Ta 4,9 roguHu, BigmoBigHO. TaKuM YMHOM, 3aCTOCYBaHHS
aKTHBOBAHOTO BYTi//Is MOXKe OyTH KOPUCHUM IS JIIKYBaHHS Iepea0o3yBaHHs amikcabaHy a0o
BUIIAJKOBOTO IIPUAOMY IIbOTO IIpernapary.

Ins HeTpanisanii y pa3i HeoOXigHOCTI aHTUKOATYIAII] Yepe3 KPOBOTEYY, 110 CTAHOBUTH HeOe3MeKy
IJIs KUTTS, @00 HEKOHTPOJIbOBAHY KPOBOTEUY iCHYEe HEMTpaTi3yiouui aikapchKui 3acib iHribitopa
¢daxTopa Xa (muB. po3nin «OcobIUBOCTI 3aCTOCYBaHHSI»). MOXKHA TaK0XK PO3TJISHYTH BBEOEHHS
KOHIIEHTPaTiB (paKTOpiB MpOoTpOoMOiHOBOTO KOMILIEKCY abo pekoMOiHaHTHOrO (hakTopa VIla.
O6opoTHicTh (hapMaKoguHaMigYHUX e(PeKTiB amikcabaHy, MigTBepAKeHa 3MiHaMH B aHaJli3i yTBOPEHHS
TpoMOiny, Oyna oueBUIHA HaNPUKIHII iHPY3ii Ta Jocsirana BUXigHUX 3HaYEHb Y 3MOPOBUX
noOpPOBOJIBIIIB MPOTATOM 4 TOOMH micis nmodaTky 30-XBUIMHHOI iHPY3il KoHIIeHTpaTy 4 haKTopiB
npoTpoM6OiHOBOTO KOoMIIyiekcy. OgHaK KIiHIiYHUN OOCBif 3aCTOCYBaHHS KOHIIEHTPATy 4 GaKkTopiB
IPOoTPoMOiHOBOTO KOMIIJIEKCY AJIST YCYHEHHSI KPOBOTedi y 0cil, SKi OTpuMYyBanu amikcabaH, BiiCyTHil.
Hocgin 3acTocyBaHHsa peKoMOiHaHTHOTO akTopa VIla mns mikyBaHHS 0OCi0, 1[0 OTPUMYIOTh
amikca0aH, Hapaai BifcyTHiit. Crifl pO3rIsIHYTH MOXK/IUBICT IOBTOPHOTO BBEIEHHST peKOMOIiHAHTHOTO
daxTopa VIla Ta nmigbopy [03u 3a/1eXKHO Bil HOpMaJi3allii KpoBoTeui.

Y pasi 3HauHO1 KpOoBOTEYi HEOOXiMHO POITITHYTHA MOXKJIMBICTh KOHCYJIbTallil JTiKaps-reMaTosora.

[Tpu omHOKpATHOMY 3aCTOCYBaHHiI 5 Mr anikcabaHy mepopasnbHo, remMofiani3 3uuxKyBaB AUC
amikcabany Ha 14% y oci6 3 TepMiHaIBHOIO CTafli€l0 HUPKOBOI HelocTaTHOCTi. TOMy MaJI0MMOBipHO,
1m0 reMofiani3 6yme eheKTHBHUM 3ac000M [JIs JTiKyBaHHS Iepeno3yBaHHS amikcabaHy.

ITobiuni peakuii.

Besneky amikcabaHy mociifxyBany y xofi 4 KiiHiuHUX BUnpoOyBanb (a3u III 3a yuacTio moHan

15 000 nanienTis: monan 11 000 nanienTiB y pocnipxenusax HOII ta noran 4 000 naiieHTiB y
nocnigxkeHHsax nikyBaHHA BTE (BTEn); cepenHs 3arajiibHa TPUBAJIiCTh 3aCTOCYBaHHS CTaHOBUNIA 1,7
poky i 221 meHb BiAnoBigHO (uB. po3gin «dapMakoguHaMiKa»).

Yactumu HeOaxkaHUMU peakiisiMu OyIu KpoBoTeda, KOHTY3isg, HOCOBa KpOBOTeYa Ta reMaToMa
(mpodink HebaxkaHUX SBHUII TA YacCTOTa, Kilacu(ikKoBaHi 3a MOKa3aHHAMY, HaBefeHi y Tabnumi 11).

Y mocnipxennsx HOII 3aranbHa yacToTa HebakaHUX peaklliii, TOB’I3aHUX 3 KPOBOTeYaMH, y TPy
amikcabany ctaHoBuna 24,3% y gocnigKeHHi IOpPiBHSAHHS amikcabaHy 3 BapdapuHoM Ta 9,6% y
MOCTiIXXKeHH] MOPiBHAHHA anikcabaHy 3 acIipuHOM. Y HOCTiXKeHH] MOpiBHSAHHS amikcabaHy 3
Bap(aprHOM YacTOTa 3HQYHUX IUIYHKOBO-KUIIKOBUX KPOBOTeY 3a Kiacudikauieo [ISTH



(MixxHaponHe TOBapXCTBO 3 IpobieM TpoMO03y Ta reMocTa3dy) (y TOMy 9UCJIi 3 BEPXHIiX BifgimiB
IITYHKOBO-KUIIKOBOTO TPAKTY, HUKHIX BigIi/TiB IITYHKOBO-KUIIKOBOTO TPAKTY, a TAKOXK MPSIMOI
KWIIKY) V TAli€eHTiB, IKUM 3aCTOCOBYBasH amikcabaH, ctanoBuia 0,76%/pik. YacToTa 3HAUHUX
BHYTPIITHbOOYHUX KPOBOTEY 3a Knacudikartiiero ISTH y naiieHTiB, IKUM 3aCTOCOBYBaju amikcabaH,
cranoBuna 0,18 % Ha pik.

Y mocnipxenusx BTEn 3aranbHa yacToTa Mo6iyHUX peakiliii, OB’ I3aHUX 3 KPOBOTEYAMH, Y TPYIIi
amikcabany ctaHoBuia 15,6% y mocrnigKeHHi IOpPiBHSIHHS amikcabaHy 3
eHoKcamnapuHoM/BaphapuroM Ta 13,3% y gocnigkeHHi IOpiBHSAHHSA anikcabaHy 3 mianedo (TuB.
po3min «®apMakoguHaMiKa»).

Y tabnuni 8 HaBemeHO HebaXkaHi peakilii 3a KJlacaMy CUCTEM OpPTaHiB Ta YaCTOTOO: AYKe YacCTO
(=1/10), gacro (Big =1/100 mo <1/10), HewacTo (Big =1/1 000 mo <1/100), pigko (Big =1/10 000 mo
<1/1 000), myxe pigko (<1/10 000), HEBiTOMO (HEMOK/IMBO BCTAHOBUTHU 3 HasIBHOI iH(popMallil) Ans
HO®II ta BTEn BignoBinHoO.

Tab6muisa 8

HebaxaHi peakirii HOII 3 BTEn

oqHUM abo

IeKinbKoMa

(dhakTOpaMu

PU3UKY
Po3sadu 3 60Ky Kpoai ma aiMpamuyHoi cucmemu
Anemisa HacTto HacTo
TpomGoITONEH S HeugacTto HacTto
[Po3s1adu imyHimemy
[inepuyTnuBicTh, anepriynuil HaOpsK Ta aHadinaxcis HeugacTto HeuacTto
CBepbix HeuacTto HeuacTo*
AHTIOHEBPOTUYHUM HAOPSIK HeBimoMmo HeBigmoMmo
Po3s1adu 3 60Ky Hepeosoi cucmemu
KpPOBOBUIUB Y MO30K [HeuwacTo Pinko
Po31a0u 3 60Ky opaaHie 30py
KpOBOBUJIUB y OKO (BKJII0UAK4YM KOH IOHKTHBAJIbHY FeMOparito) [4acTo HeuacTto
[Po31a0u 3 60Ky cyOUHHOI cucmeMu
KpoBoTeua, reMaToMa JacTto Hacto
[imoTOHIS (y TOMY YKCIIi TITOTOHIS Hif YaC BUKOHAHHS MPOLENYP) JacTto HeuacTo
BHYyTpIIIHbOUYEPEBHA KPOBOTEYA HeuacTo HesigoMo
[Po3s1adu 3 60Ky pecnipamopHoi cucmemu, 2py0HOI KaimKu ma cepedoCmiHHA
KpoBoTeda 3 HOCa JacTto Hacto
KpoBoxapKaHHS Heuacto HeuacTo
KpoBoTeui 3 uxalbHUX LINAXIB Pigko Pigko
P031a0u 3 60Ky WYHKOBO-KUWKOB020 MPAKmy
Hynota JacTto Hacto
[IITyHKOBO-KHUIIIKOBA KPOBOTEYA HacTto HacTo
['eMopoifganbHi KPOBOTEUI HeuacTo HeuacTo
KpoBOTEUi y POTOBIY NOPOKHUHI HeuacTo YacTto
['emMaToxesis HeugacTto HeuacTto




KpoBoTeua 3 IpsIMOl KUIIKK, KPOBOTEYA 3 SICEH YacTo YacTto
KpoBoTeYa y 3a04YepeBUHHUN IIPOCTIP Pinko Hegigomo
Po3sadu 3 60Ky 2enamobisiapHoi cucmemu

BigxuneHHSs y pe3y/ibTaTax MeYiHKOBUX P00, MiABUIIIEHHS PiBHS HeuacTo Heuacto
acrnapraTaMiHOTpaHC(epasHu, MigBUIIEHHSI aKTUBHOCTI JTyKHOI

(dbocdarta3u KpoBi, migBuIeHHd piBHA OinipyOiHy KpOBi

[ligBuIlleHHS PiBHA raMma-TiyTaMiHoTpaHchepasu YacTo YacTto
[TigBuIleHHS PiBHS allaHiHaMiHOTpaHCchepa3u HeuacTo HacTto
Po31a0u 3 60Ky wWkipu ma niOwKipHUX MKAHUH

Bucum Ha IKipi HeuacTo HacTo
Artomenis HeuacTo HeuacTo
MyneTH(QOpPMHA epuTeMa [lyxe pigko [Hesigomo
[IIKipHUH BACKYJIT HesigoMmo HesigoMmo
Po31a0u 3 60Ky 0NOPHO-PYX08020 anapamy ma cnoay4YHoi MKaHuHU

KPOBOBUJIMB y M’131 |P111K0 HeuacTo
[P03/1a0u HUPOK ma cevyosudinbHOI cucmemu

TeMaTypis [dacTo JacTo
Po31adu 3 60Ky penpodyKmueHoi cucmemMu ma MO/A0YHUX 3d/103

[TaTosOriyHi BariHajgbHi KPOBOTEYi, KPOBOTEYi 3 CEUOCTATEBOT0 HeuacTo YacTto
TPaKTY

[P03/1a0u 3a2a1bH020 Xapakmepy

KpoBoTeYa y MiCIli BBeIeHH IIpenapary [HeuacTo HeuacTto
/TabopamopHi 00CAiI0HCeHH

[To3uTHBHMY pe3yIbTaT TECTy Ha IPUXOBaHY KPOB [HeuacTo HeuacTo
Tpasmu, OMpyEHHA MaA YCKAAOHEHHA Npouedyp

CuHLi JacTto Hacto
KpoB’SHUCTI BUMIIEHHS 3 PaHU MiC/IS MeAUYHOI IPOIeAypHu Heuacto HeuacTo
(BK/II049aO4YX reMaToMy Iic/ig MeJUYHOI IPoLieypy, KPOBOTEUy 3

micIsonepaliiHol paHy, TeMaTOMY B MiCIIi TPOKOJTy CYOUHU Ta

KPOBOTEYY 3 MiClld BCTAHOBJIEHHS KaTeTepa), BULIIEHHS 3 PaHy,

KPOBOTEYa 3 MiCILg XipypridHOTo po3pi3dy (BKIIOYA4YU reMaToMy y

MiCIIi XipypriYHOro po3pi3y), onepaTuBHa KpOBOTeYa

TpaBMaTH4YHa KpOBOTEYa HeuacTo HeuacTo

*V mocmigxenHi CV185057 (moBroctpokoBa npodinaktuka BTE) Bunmagku reHepasnizoBaHOTO
cBepOeXYy He CIIOoCTepiramucs.

" TepMin «KpOBOBUIIKEB Y MO30K» 00’€HY€E BCi BHYTPIIIHLOUEPEIHI a00 BHYTPIiMIHbOCIIHATbHI
KPOBOBUJIMBY (HANpUKal, TeMOpParidYHuil iHCyNIbT, MyTaMeHasbHi, 1lepebesipHi, iHTpaBeHTUKYIIIPHI
abo cybaypanbHi KDOBOBUIIUBH).

3acTocyBaHHS amikcabaHy MoxKe OyTH IOB’si3aHe 3i 30iJIbIIEHHSIM PU3UKY IIPUX0BAHOI ab0 SIBHOI
KPOBOTeUi 3 OyIb-IKUX TKAaHUH a00 OpraHiB, 110 MOXKe MMPU3BECTH [0 MTOCTreMopariyHoi aHeMii.
CuMmToMu Ta iX TSXKKICTh OyIyTh 3MiHIOBATHCh 3aJI€3KHO Bif] JIOKaJi3allii, CTyIeHI0 Ta TPUBAIOCTi
KpOBOTeUi (IuB. po3ninu «OcobnuBOCTi 3acTocyBaHHSA» Ta «DPapMakofguHaMiKa»).

3gimyeaHHs npo nido3prosaHi nobiuHi peakui.

3BiTyBaHHS IIPO Iimo3pioBaHi moOiuHi peakiril micis peecTpatiii TikapcbKoro 3aco0y Ma€ BaXkKjIuBe
3HaueHHs. Lle m03Bosie 3mificHIOBaTH Oe31epepPBHUIN MOHITOPUHT CITiBBITHOIIEHHS MiX KOPHUCTIO Ta



pU3UKaMH, TTOB’SI3aHUMHU i3 3aCTOCYBaHHSM JIiKapChKOro 3aco0y. [IpocuMo MeIUYHUX IPalliBHUKIB
3BiTyBaTH PO Oymb-sKi Mimo3pioBaHi Mo6iuHi peakirii.

Tepmin npudamHocmi. 3 POKH.

YmoBHu 30epiranns. He notpeOye cnemnianbEUX yMOB 30epiraHus.

YnakoBka. Tabnerku no 5 mr, o 10 tabnertok y 6mictepi. [To 3, mo 6 a6o mo 10 6ricTepiB y nayi 3
KapToHy. TabmeTku 1o 5 Mr, 1o 14 tabneTok y 6micTepi. [To 2 GricTepu y madiii 3 KapTOHY.

Kareropis Bignmycky. 3a penentom.

BupoOHUK.

Karanent AxarHi C.p.n1. / Catalent Anagni S.r.l.

Micue3HaxoaKeHHsI BUPOOHHKA Ta MOT0 aJpeca MicCIisi IPOBaaKeHHsI Tis/TbHOCTI.

Jlokamnita ®ontana genb Kepaco CHLI, Ctpaga IlpoBinciane Kasinina, 41, Arardi (OP), 03012, Itanis
/ Localita’ Fontana del Ceraso SNC, Strada Provinciale Casilina, 41, Anagni (FR), 03012, Italy.

abo[]

BupoOHHK.
[daitzep Mentobekuypunr [owunenn I'm6X /

Pfizer Manufacturing Deutschland GmbH.

Micue3HaxoaKeHHsI BHPOOHHKA Ta HOTO aJgpeca MicIisi IpoBaJgKeHHs TisIbHOCTI.
Berpiburrerte ®paitbypr, Mycsanbgans 1, 79090 ®patibypr, HimeuunHa /

Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.



abol]

BupoOHHK.

Copn3 Jlabopatopi3 T/A Bpicron-Maitepc CkBi66 PapmackioTikan Onepeinina, ExkcrepHan
Menwodexkuypunr/ Swords Laboratories T/A Bristol-Myers Squibb Pharmaceutical Operations
External Manufacturing.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaAKeHHsI Tisl/IbHOCTI.

[Tna3a 254, bnanyapacrays Kopnopit [Tapk 2, Oy6mnin 15, D15 T867, Ipnaupis / Plaza 254,
Blanchardstown Corporate Park 2, Dublin 15, D15 T867, Ireland.

0 B iHcmpykuii, u,o 6yde ekaadeHa 8 KAPMOHHY ynakoseky, 6yde 3a3HayeHull auwie 00uH 8UPOOHUK
(moti, wo 6ye 3adisiHull 014 8unycky cepii).



