IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

ENIKBIC
(ELIQUIS®)

Cknag:

Aitoya peyosuHa: apixaban;

1 TabneTka, BKp1Ta MaiBKOBOK 060/10HKOK, MICTUTbL 2,5 MI anikcabaHy;

[IONOMI>KHI PeyoBMHU: NakKTo3a 6e3BOAHa, Lie/t0103a MIKPOKpUCTaNnivyHa, HaTpito KpoCKapmesosa, HaTpito naypuncynbgaT, MmarHito cteapat, Opadry® Il Yellow
(rinpomeno3sa 15 cP; nakTo3a, MOHOriApaT; TUTaHy giokeng (E 171); TpuaueTuH; 3anisa okeung )ostuin (E 172)).

JlikapcbKa thopma. TabneTku, BKPUTI NIBKOBOK 060/I0HKOH.
OcCHOBHI (hi3MKO-XIMiYHI BNaCcTUBOCTI: XOBTI, KPYr/i, ABOONYK/I TabneTKn, BKPUTI MNTIBKOBOK 060/10HKOIO, 3 rpaBitoBaHHAM «893» 3 0fHOro 60Ky Ta «2 1/2» — 3
iHLOrO.

dapmakoTepaneBTUYHA rpyna. AHTUTPOMOOTUYHI iKapcbKi 3acobu. IMpami iHriGiTopn akTopa Xa. Kog ATX BO1 AF02.

dapmMakosoriyHi BNacTnBOCTI.
PapmakofnHamiKa.

MexaHi3Mm fii.
AnikcabaH € NOTY>XHUM 0O0POTHUM MPSAMUM Ta BUCOKOCENEKTUBHMM IHFiGITOPOM aKTUBHOI AiNSAHKM (hakTopa Xa, NpuU3HavYeHnM 4715 nepopanbHOro npuiiomy. Ans

aHTUTPOMOOTUYHOI AiT BiH He noTpebye aHTUTPOMOIHY I1l. AnikcabaH NPUrHivye BiNbHWUIA Ta 3B’A3aHWUIA 3 TPOMOOM (PakTop Xa, a TaKoXX MPUrHivYye akKTUBHICTb
npoTpombiHasn. AnikcabaH He BNMBae 6e3MocepeaHbO Ha arperayito TPOMOOUUTIB, ane 0nocepesKoBaHO NPUIHIYYe Npouec arperayii TPOMOOUMTIB, IHAYKOBaHUI
TPOMGIHOM. 3a paxyHOK NpUrHideHHs hakTopa Xa anikcabaH nepeLLKoKae YyTBOPEHHIO TPOMOIHY Ta JopMyBaHHIO TPOMOY. JOKNIHIYHI JOCMiIKeHHS anikcabaHy
Ha TBapMHaxX Nokasasn eeKTUBHICTb aHTUTPOMOOTMYHOI Al Npenapaty Ans NpogifakTUKN apTepiaibHOro Ta BEHO3HOro TpoM603y npu npuiiomi B fo3ax, fKi He
MopyLUyBasiv MpoLeciB reMocTasy.

dapmakoanHaMiYHi ePEKTH.

dapmakoanHaMika anikcabaHy Bifobpaxkae MOro mexaHiam il (NpUrHivyeHHs aktopa Xa). B pe3ynbTaTi NpUrHiyeHHs daktopa Xa anikcabaH 36iblLUYye 3HAUYEHHS
TakMX MOKa3HWKiB, K NpoTpoMbiHOBUIA yac (MY), mixHapoaHe HopmasizoBaHe cnissigHowWweHHs (MHC) Ta akTMBOBaHWI YaCTKOBWIA TPOMOGOMIACTUHOBUIA Yac
(@4T4). 3miHu, Lo cnocTepiratoTbCs Yy NOKasHMKax 3ropTaHHs KPOBi MPW 3aCTOCYBaHHI B TePaneBTUYHMX A03ax, € HE3HAYHUMW Ta HaA3BUYaNHO BapiaTUBHUMN, i TX
He PeKOMEHAYETLCA BUKOPUCTOBYBATW ANA OLIHKM (hapMaKoAMHaMiYHMX BNacTUBOCTeN anikcabaHy. Mig vac npoBefeHHs aHani3y YTBOPEHHS TPOMOGiHY arnikcabaH
3HWKYBAB eHA0reHHWI NoTeHLian TPOMBIHY — KiNbKiCHUIA NOKa3HWK YTBOPEHHS TPOMOIHY B Mi1a3Mi KPOBi IIOANHM.

AnikcabaH TakKOX BWSBNAE aKTMBHICTb LWWOA0 MPUrHIYeHHA (hakTopa Xa, WO MigTBEPMAXKYETbCA 3HMKEHHAM (epMeHTaTMBHOI aKTMBHOCTI (pakTtopa Xa 3a
pe3y/ibTaTamMu OLIHKM i3 3aCTOCYBaHHSAM Pi3HUX KOMePLiiHUX HaBoPIB A/1 BUSBIEHHS MPUTHIYEHHS aKTUBHOCTI (pakTopa Xa, Xo4a KOHKPETHI pe3y/ibTaTu 41s pi3HuX
HabopiB BifPi3HANNCL. Pe3ynbTaTu KNiHIYHUX [OCNiAKEHb HasBHI NvLle N8 XPOMOreHHoro aHanisy Rotachrom® heparin. AKTMBHICTb LOAO MPUTHIYEHHS
(bakTOpa Xa MnoB’f3aHa 3 KOHUeHTpauieto anikcabaHy y nnasmi. Lleii B3aEMO3B’A30K Mae HabAVXKEeHWI [0 NiHINHOro Xapaktep, MakcvMasibHa aKTUBHICTb LWOA0
MPUrHiYeHHs (hakTopa Xa CnocTepiraeTbCa Mif 4yac JOCATHEHHS MIKOBMX KOHLEHTpaLiin anikcabaHy y nnasmi. B3aemo3B’A30K MiXK KOHLEHTpauieto anikcabaHy B




nnasMi KPoBi Ta aKTUBHICTIO LLOA0 NPUTHIYeHHA (hakTopa Xa Mae Npuoan3HO NiHIMHWIA XapakTep Y LWMPOKOMY fiana3oHi f03 arikcabaHy.

Tabnmua 1 AeMOHCTPYE NPOrHO30BaHY PIBHOBaXKHY KOHLIEHTPaUit0 Ta aKTUBHICTb LWOAO MPUTHIYeHHSA (akTopa Xa A4/19 KOXHOro nokasaHHA. Y nauieHTiB, AKUM
3acTOCOBYBa/IM arikcabaH A5 npoginakTyky BeHO3HOT Tpomboem6onii (BTE) nicns XipypriyHoro BTpyYaHHS LLOAO NPOTE3yBaHHA KOMIHHOMO abo Ky/bLLIOBOIO
cyrnoba, cnocrepirasiocs MeHLle HiXK 1,6-KpaTHe KONMBaHHA MDK MIKOBMM Ta MiHIMa/lbHUM PIBHAMW. Y NauieHTIB 3 HeKanaHHOK (ibpunauieto nepeacepab, AKUm
3aCTOCOBYBa/M arikcabaH Ang NPoiNakTUKN IHCY/bTIB Ta CUCTEMHOT eM60iT, OTPUMaHi pe3ynbTaTh CBig4aTb NPO MeHLLE HiXX 1,7-KpaTHe KOMMBaHHA MK NiKOBUM
Ta MIHIM/IbHUM PIBHAMMW. Y MaLieHTIB, AKMM 3aCTOCOBYBa/M anikcabaH Ana nikyBaHHA TPOMO03Y rnvbokmx BeH (TIB) Ta Tpomboembonii nereHesoi aptepii (TE/A)
abo npoinakTnku peunameis TIB Ta TEJIA, cnocTepirasocs MeHLe HiX 2,2-KpaTHe KOMIMBaHHA MiXK NMIKOBUM Ta MiHIMa/IbHUM PIBHAMMN.

Tabnuus 1
MporHo3oBaHa piBHOBaXKHa KOHLIEHTpaL,if anikcabaHy Ta akTUBHICTb LLIOAO NPUrHiYeHHA (hakTopa Xa
[o3yBaHHSA AnikcabaH, AnikcabaH, MakcrManbHa aKTUBHICTb MiHimanbHa
Crnax (Hr/mn) Cmin (Hr/mn) anikcabaHy L1040 aKTUBHICTb

NPUrHiveHHs dakTopa Xa
(MO/mn)

anikcabaHy L1040
MPUTHIYEeHHS
(hakTopa Xa (MO/mn)

MegiaHa [5-1, 95-i nepueHTUb]
MpodinakTuka BTE nicng nnaHoBOT onepawii 3 NpoTe3yBaHHA KOTIHHOM0 abo Ky/bLLIOBOr0 cyrioba

2,5Mr 2p. 4. 7741, 146] 51[23, 109] 1,3[0,67; 2,4] 0,84 [0,37; 1,8]
MpodhinakTHKa iHCYNbTIB Ta CUCTEMHOI eMOO0NiTy NauieHTIB 3 HEKNanaHHOK ibpunsuieto nepeacepab

25Mr 2p. o.* 123[69, 221] 7934, 162] 1,8[1,0; 3,3] 1,2[0,51; 2,4]
5wmr 2p. 4. 171191, 321] 103 [41, 230] 2,6[1,4; 4.8] 1,5[0,61; 3,4]

NikyBaHHA TI'B, n

iKyBaHHA TEJIA Ta

npoinakTnka peungmeis TI'B 1a TEJNA (BTEn)

25Mr 2p. 4. 67 [30, 153] 32[11, 90] 1,0 [0,46: 2,5] 0,49 [0,17; 1,4]
5Mr 2p. 4. 132 [59, 302] 63 [22, 177] 2,1[0,91; 5,2] 1,0[0,33; 2,9]
10 Mr 2 p. 4. 251 [111, 572] 120 [41, 335] 4,2[1,8; 10,8] 1,9 [0,64; 5,8]

* [103yBaHHA AN Nonynsayii Koperysanocs 3 ypaxyBaHHAM 2 3 3 KpUTEPITB 3MeHLeHHS A03u y gocnigpkeHHi ARISTOTLE.
2p. 4. — 2 pasn Ha AieHb.

Xouya fliKyBaHHs anikcabaHoM He noTpebye perynspHOro KOHTPOMK PIBHIB e€KCno3uuii, Y BUHATKOBMX CUTYaUisX, KOMM iH(opMaLlis npo piBeHb eKcnosuuii
anikcabaHy Mo)Ke AOMOMOITU MPUAHATM KANiHIYHE pilleHHs (Hanpuknag Yy pasi nepefosyBaHHA Ta HEBIAKMAAHOMO ONepaTMBHONO BTPY4YaHHs), MOXKHa
BUKOPMCTOBYBATW KaNlibpyBa/lbHNIA METO/, KiNlbKiICHOTO BU3HAYeHHS akTUBHOCTI MPUTHIYeHHS (hakTopa Xa.

KniHivyHa etheKTUBHICTb Ta 6e3neka.

MpodhinakTnKa BeHo3HOI Tpomboembonii (BTEN) y pasi npoTe3yBaHHA KONIHHONO ab0 KyNbLUOBOI0O Ccyrnoba.

KniHiuHy nporpamy 3 AocnigpkeHHs arnikcabaHy 6yno po3po6/sieHo 3 METOK AeMOHCTpaLii e(heKTUBHOCTI Ta 6e3MeKn 3acToCyBaHHA anikcabaHy Ans NpoginakTukm
BEHO3HOT TPOM60eMOOIT y Pi3HUX Tpyn AOPOCAMX NauieHTIB, AKUM NPOBOAATHL MNIAHOBY 3aMiHY Ky/bLLIOBOrO abo KOMiHHOro cyrno6a. 3araniom 8464 nauieHTu
NPOMLINM paHAOMI3aLit0 Yy ABOX 6a30BMX NOABIAHMX CAINUX GaraTOHaLiOHaIbHUX AOCNIMKEHHAX AN NOPIBHAHHA 3acTOCYBaHHS 2,5 Mr anikcabaHy nepopasibHO




[BiYi Ha fieHb (4236 nauieHTiB) Ta eHokcanapuHy 40 Mr 1 pa3 Ha feHb (4228 nauieHTiB). [Jo 3aranbHOT KifIbKOCTI BXOAM/I0 1262 nauieHTy BIKOM Bif 75 POKIB (3 HUX
618 y rpyni nikyeaHHs arikcabaHom), 1004 nauieHTn 3 HA3bKOK Macoto Tina (< 60 Kr) (3 HuXx 499 y rpyni nikyBaHHs anikcabaHoM), 1495 nauieHTiB 3 iHAEKCOM Macu
Tina = 33 Kr/M2 (3 HUX 743 y rpyni nikyBaHHs anikcabaHom) Ta 415 nallieHTiB 3 NOpyLIEHHAM (YHKLiT HUPOK MOMIPHOT TSXKKOCTI (3 HUX 203 y rpyni NikyBaHHS
anikcabaHom).

Y pocnipkeHHi ADVANCE-3 6pano yyacTb 5407 naujieHTiB, SKUM NPOBOAUAM NIAHOBY 3aMiHy Ky/bLUOBOIO cyrnoba, a y gocnigpxkeHHi ADVANCE-2 6pano y4vacTb
3057 maujieHTIB, AKMM MPOBOAU/IN M1AHOBY 3aMiHY KONIHHOTO Cyrno6a. Y4yacH/UKM oTpuMyBann abo 2,5 Mr anikcabaHy rnepopasibHO Agidi Ha geHb (n/o 2 p. 4.), abo
40 mr eHokcanapuHy 1 pa3 Ha feHb nigwkipHo (n/w 1 p. 4.). Mepwy Ao3y anikcabaHy 3acTOCOBYBav Yepe3 12 — 24 rogmHu nicns onepawii, TOAi K eHoKcanapuH
noyvHanu BBoanTM 3a 9 — 15 roamH A0 noyaTky ornepauii. AnikcabaH Ta eHokcanapuH y gocnimkeHHi ADVANCE-3 3acTtocoByBann nauieHTam npotarom 32 —
38 gHiB, a 'y gocnigkeHHi ADVANCE-2 — npotarom 10 — 14 fiHiB.

3a faHnMK aHamHe3y 8464 naujieHTiB, SKi 6pann yyacTb y gocnimpkeHHaX ADVANCE-3 Ta ADVANCE-2, 46% naujieHTiB Manu rinepTeHsito, y 10% 6yno BUSBIEHO
rinepninigemito, y 9% — piabet, a y 8% — atepocknepo3 KOPOHapPHWX CYAVH.

AnikcabaH CTaTUCTUYHO [JOCTOBIPHO 3abe3reyvye 6ifbll BMPaXKEHe 3HMXKEHHSI MOKa3HMKIB NEepPBMHHOI KiHLEBOI TOUYKM (06’e¢AHaHa KiHLUeBa To4Ka YCiX BUMagKiB
BEHO3HOro TPOM603Y Ta 3ara/lbHOi CMEPTHOCTI) Ta MOKAa3HWKIB KiHLEBOI TOUKM «3HauyLLi BUNagKn BeHO3HOro TpoM603y» (06°e|HaHa KiHLIEBA TOYKA A1 MOKA3HUKIB
MPOKCUMa/IbHOTO TPOM603Y IIMOOKNX BEH, HEeNeTaslbHOI eMOOTIT SIEreHb Ta CMEepPTeNbHUX BUMAAKIB, MOB’A3aHNX 3 BUHUKHEHHAM BEHO3HOI0 TPOM603Y) NOPIBHSAHO 3
eHOKcanapyvHoM y nauieHTiB 060X rpymn — njaHoBOT 3aMiHM Ky/bLLOBOIO Ta KO/TIHHOIO cyrno6is (AuB. Tabnuuto 2).

Tabnmus 2
Pe3ynbTaT BU3HaYeHHSA e(DEKTUBHOCTI Y 6a30BMX AOCNIKEHHSAX hasu 11

JocnifpkeHHs ADVANCE-3 (Ky/nbLLOBWiA Cyrnoo6) ADVANCE-2 (KoniHHWIA cyrno6)
JocnipkysaHe AnikcabaH |EHokcanapvH |3HauyeHHs p |AnikcabaH |EHOKcanapuH |3HayeHHs p
NiKyBaHHSA
Jo3a 2,5mr n/o 40 mr n/WwK 2,5wmr n/o 40 mr n/wK

_ 2p.4. lp.o. 2p.4. 1p.8.
TpusanicTb 35+ 3 gHi 35+ 3 aHi 12 + 2 oHi 12 + 2 gHi
NiKyBaHHS
CymapHa KifnbKicTb BMNaAKiB BEHO3HOT TPOMG0eM60i1/ 3arasibHa CMEPTHICTb
KinbKicTb Bunagkis/ | 27/1949 74/1917 <0,0001 147/976 243/997 <0,0001
yYaCHUKIB
YacToTa
BMHUKHEHHSA 1,39% 3,86% 15,06% 24,37%
BigHocHwuiA pusnk  [0,36 - 0,62 -
95% A (0,22,054) |- (0,51, 0,74)
3HauyLi BUNagKn BEHO3HOT TpPOM60embonit
KinbkicTb Bunagkis |10/2199 25/2195 0,0107 13/1195 26/1199 0,0373
/ yyacHuKiB
YacToTa
BUHUKHEHHA 0,45% 1,14% 1,09% 2,17%




BigHocHuiA  pu3nk |0,40 0,50
(%)

95% [l (0,15; 0,80) (0,26; 0,97)

Y nauieHTiB, AKUM 3acTocoByBasiM 2,5 Mr anikcabaHy abo 40 Mr eHOKcanapvHy, cnocTepirain nogioHy 4acTtoTy A5 TakKuUX KIHUEBMX TOYOK 6e3neku, K CuibHa
KpoBoTeYa, 06’eflHaHa KiHLeBa TOYKa CU/IbHOT Ta KiHIYHO Baromol HecunbHOT KpoBoTedi (KBHK), a TakoX KiHLeBa TOUKa yCiX KPpOBOTeY. YCi KpuUTepii KpoBoTeui
BK/IHOHa/IM KPOBOTEUY 3 MiCLSt ONepPaTUBHOIO BTPYYaHHS.

Y pocnigpxeHHsax 11 Ta 111 da3n 3a yyacTio nauieHTIiB, KM NPOBOAWIN NIAHOBI onepalii 3 MeTOH 3aMiHM Ky/bLLIOBOro abo KoMiHHOro cyrnioba, 3arasibHa 4yactoTta
TaKnX HebakaHUX ABWULL, IK KPOBOTeYa, aHeEMIsi Ta BiAXMMEHHS NOKa3HWKIB PiBHIB TpaHCcaMiHa3 (Hanpuknag piBHS anaHiH-amiHOTpaHcMepasn), y nauieHTIiB 3 rpynm
NiKyBaHHA arikcabaHoM 6y1a YNCelbHO HUMXKUOI NMOPIBHAHO 3 rPYot0 /iKyBaHHSA eHOKCAnapuHOM.

Cepep, nauieHTIiB, AKUM NPOBOAMIN OMnepali’ 3 METOK 3aMiHM KOMIHHOIO Cyrnoba, y rpyni nikyBaHHSA anikcabaHoOM MpPOTAroM 3aniaHOBaHOro nepiogy NiKyBaHHS
Oy”0 3apeecTpoBaHO 4 BMNaLKM eMOoNiT fIereHb NPOTU XXOLHOI0 BUNaAKY Y rpyni NikyBaHHSA eHoKcanapuHOM. MosACHEHHS TaKoMy 36i/bLUEHHIO KiflbKOCTI BUNaAKIB
BUHUKHEHHS eMOO0NIT nereHb Aat HEMOXX/MBO.

MpodhinakTuKa iHCYbTIB Ta CUCTEMHOT eMO0AITY AOPOCAMX NALLIEHTIB 3 HEKNaNaHHOK idbpunsLietd Nepeacepip.

Y KniHiyHin nporpami (gocnimpkeHHs ARISTOTLE: anikcabaH nopiBHaHO 3 BaptapnHom Ta AVERROES: anikcabaH NOpiBHSAHO 3 aleTUACcanilynioBO KUCI0TO)
6yn0 paHAOMi30BaHO

23799 naujieHTiB, 3 AkMX 11 927 — y rpynu nikyBaHHs anikcabaHoM. lNporpama 6yna po3pobsieHa TakMM YMHOM, W06 MoKasaTu eqeKTUBHICTL Ta 6e3rneky
3acTocyBaHHS arnikcabaHy 19 NpogiNakTUKN iHCYbTY Ta CUCTEMHOI eM60nii y nauieHTiB 3 HeknanaHHOK Qibpunsauieto nepeacepab Ta HasBHICTIO OLHOIO Yu
[EeKiNIbKOX 04ATKOBUX (PaKTOPIB PU3KKY, a came:

* HafABHICTb B aHaMHE3I IHCY/NbTY Y/ TPaH3UTOPHOT iLLEMIYHOT aTaku;

* BiK = 75 pOKiB;

* apTepiasibHa rinepTeHsis;

* LlyKPOBWiA fliabeT;

* CUMMNTOMATMYHA CepLeBa HefocTaTHICTb (Kac = 11 3a knacugikauiero NYHA).

HocnippkeHHss ARISTOTLE.

Y pocnimpxeHHi ARISTOTLE 3aranom 6yno paHgomizoBaHo 18 201 nauieHTa; yYaCHWUKIB PO3NoAinsam Midk rpynammn noAsiiHO CNinoro NikyBaHHA anikcabaHom Mo
5 Mr 2 pasn Ha feHb (260 415 fesknx nauieHTis (4,7%) no 2,5 Mr 2 pasun Ha fieHb, AUB. po3Lin «Cnocib 3acTocyBaHHS Ta 403U») abo BaphapuHOM (LiNboBUIA piBEHb
MHC y mexax 2,0 — 3,0). MNauieHT oTpumyBanu A0CNiKYBaHWUIA Npenapar y cepeaHbOMY NpoTarom 20 micsuis.

CepefHili BiK y4aCHWKIB cTaHOBMB 69,1 poky, cepefHilt iHaekc CHADS, — 2,1. B aHamHe3i 18,9% nauieHTiB OyB iHCY/IbT a60 TPaH3UTOPHA iLleMivHa aTaka.

Y uboMy [ocCnifkeHHi NiKyBaHHA arikcabaHoM 3abe3rnedyBasio CTaTUCTUUYHO AOCTOBIPHY MepeBary 3a MEPBMHHOK KIiHLEBOK TOYKOK NPOQINAKTUKK HCYNbTY
(remopariyHoro abo iwemivyHoro) Ta cucTeMHoi embonii (guB. Tabnuuto 3) NOPIBHAHO i3 3aCTOCYBaHHAM BapapyuiHy.

Tabnuus 3
EheKTUBHICTb Y NauieHTIB 3 (hibpunsuieto nepeacepib, SKi 6panu yyactb y gocnigpkeHHi ARISTOTLE
MokasHMK AnikcabaH BapdapuH CniBBigHOLLUEHHS PU3NKIB 3HayeHHs p
N=9120 N=9081 (95% A1)
N (%/piK) N (%/piK)

IHCYbT abo cucTeMHa embonis 212 (1,27) 265 (1,60) 0,79 (0,66; 0,95) 0,0114




[LUEMIYHUIA YN HEYTOYHEHWIA IHCYNbT 162 (0,97) 175 (1,05) 0,92 (0,74; 1,13)
"emoparivyHui iHCYNbT 40 (0,24) 78 (0,47) 0,51 (0,35; 0,75)
CuctemHa emb60nis 15 (0,09) 17 (0,10) 0,87 (0,44; 1,75)

Y nauieHTiB, Lo 6ynv po3nodineHi y rpyny nikyBaHHS BapdapuHoM, MefiaHa vacy (%), npotarom skoro MHC 6yno B mexax 2,0 — 3,0 npu 3acTocyBaHHI npenapaty
y TepaneBTUYHOMY BiKHi, CTaHOBWa 66%.

AnikcabaH NpPoAeMOHCTPYBaB 3HMXKEHHSI YaCTOTU BUHWKHEHHS IHCY/bTY Ta CUCTEMHOT eM60NiT (MOPIBHAHO 3 fliKyBaHHAM BaphapvHOM) MPU PI3HUX 3HAYEHHSX
CepefHbOro Yacy TepaneBTUYHOrO BikHa. [/19 HaliBMLLOrO KBapTWIKO BiAHOCHO CepefHbOro 3Ha4YeHHs CMiBBILHOLIEHHA PU3MKIB AN1s anikcabaHy Ta BapgapuHy
carasio 0,73 (95% Al 0,38, 1,40).

OCHOBHI BTOPWHHI KiHLEBI TOYKM CUbHOT KPOBOTEYI Ta 3arasibHOT CMePTHOCTI BMBYa/iM 3a [JOMOMOrOK nonepeAHb0 06paHOi cTpaTeril iepapXivyHOi nepeBipKu
rinoTes A4 KOHTPO/O CyMapHOT NOXMOKN | TNy y AocnifpkeHHi. [15 OCHOBHUX BTOPUHHMX KiHLEBUX TOYOK CUIbHOT KPOBOTEYI Ta 3arajlbHOI CMEPTHOCTI TaKoX
Oyna oTpumaHa CTaTUCTUYHO AOCTOBIpHa nepesara (avB. Tabnuuto 4). Mpu 6inbw petensHoMy KoHTponi MHC nepesary anikcabaHy Haf BapdapuHOM CTOCOBHO
3aralbHOl CMepPTHOCTI 3MEHLLYBa/IUCh.

Tabnuus 4
BTOpWHHI KiHUEBI TOYKM Y NauieHTIB 3 (hibpunsyieto nepeacepap y gocnimkeHHi ARISTOTLE
Moka3HuK AnikcabaH BapdapuH CniBBigHOLIEHHS PU3NKIB 3HayeHHsa p
N = 9088 N = 9052 (95% Al)
N (%/pik) N (%/pik)
KiHLEBI TOUKM KpOBOTeYi
CUnbHI* 327 (2,13) 462 (3,09) 0,69 (0,60; 0,80) <0,0001
NetanbHi 10 (0,06) 37 (0,24)
BHYTpiLUHbOYeperHi 52 (0,33) 122 (0,80)
CunbHi + KBHK 613 (4,07) 877 (6,01) 0,68 (0,61; 0,75) <0,0001
YciBunagku 2356 (18,1) 3060 (25,8) 0,71 (0,68; 0,75) <0,0001
IHLWI KIHLEBI TOYKM
3arasibHa CMepTHICTb 603 (3,52) 669 (3,94) 0,89 (0,80; 1,00) 0,0465
IHthapKT Miokapaa 90 (0,53) 102 (0,61) 0,88 (0,66; 1,17)

*Cu/ibHa KpOBOTEYa, BU3HayeHa 3rigHo 3 Kputepiamy Mib>kHapo4HOro TOBapuUCTBa 3 BUBYEHHS Npobiem Tpom603y Ta remoctasy (ISTH).

CyMapHa 4acTtoTa NpUMNMHEHHS NliKyBaHHA Yepe3 HebaxaHi peakuii y gocnimpkeHHi ARISTOTLE ctaHoBuna 1,8% npu 3acTocyBaHHi anikcabaHy Ta 2,6% npu
3acTocyBaHHI BaphapuHy.
Pe3ynbTaTvi eeKTUBHOCTI Y nonepegHbL0 06paHuX Migrpynax (BKNOYarouy Migrpynu 3a TakuMu nokasHukamu, sk iHgeke CHADS,, BiK, Maca Tifa, CTaTtb, CTaH

(DYHKLIT HMPOK, HasBHICTb Y aHamHe3i IHCY/bTy, TPaH3UTOPHOT iLIEMIYHOT aTakuM Ta [fiabeTy) Yy3rofpKyBa/ucCb 3 MEPBUHHMMU pe3yfibTaTaMu eqieKTUBHOCTI Ans



3arasibHOi nonynAuii 4OCNIAKEeHHS.

YacToTa BUHMKHEHHS 3HAYHMX LLTYHKOBO-KMULLKOBUX KPOBOTeY 3a Knacugikauieto ISTH (BKIoYaroum KpOBOTEYI 3 BEPXHIX, HUXKHIX BiAAiNis LTYHKOBO-KULWIKOBOI0
TPakTy Ta KpoBOTeui 3 MpAMOi KULLIKK) cTaHoBMAa 0,76% Ha pik npu 3acTocyBaHHI anikcabaHy Ta 0,86% Ha pik npy 3aCTOCyBaHHI BaphapuHy.

MOKa3HMK YaCTOTU CU/IbHUX KPOBOTEY Y MOMepeAHb0 0bpaHux Migrpynax (BKIH4arouu nigrpynuy 3a TakMMu nokasHukamu, sk iHgeke CHADS,, Bik, maca Tina,

CTaTb, CTaH PYHKLIT HAPOK, HaABHICTb Y aHaMHe3i IHCY/bTY, TPaH3UTOPHOT iLLeMIYHOT aTaku Ta AiabeTy) y3rofKyBasca 3 pesy/ibTaTaMu 3araibHoi nonynsuii.
HocnipkeHHss AVERROES

3aranom y gocnimkeHHi AVERROES6yno paHaoMizoBaHo 5598 nawjieHTiB, AKUM 610 HEMOXX/IMBO 3aCTOCOBYBATU NiKyBaHHS aHTaroHictamu BitTaMiHy K. Y4acHUKK
[OCNILKeHHA 6Ny PO3NOoAineHi y rpynu fikyBaHHA anikcabaHoM no 5 Mr ABidi Ha feHb (260 ans geskux nauieHTis (6,4%) no 2,5 Mr Agidi Ha fAeHb (AVB. po3ain
«Cnoci6 3acTocyBaHHSA Ta A03M»)) UM aueTUICaNiLUIOBOKD KUCNOTOK. ALETUICaNiLWIOBY KMUCMOTY 3acTOCOBYBa/IM 1 pa3 Ha AeHb Y A03i 81 mr (64%), 162 mr
(26,9%), 243 mr (2,1%) abo 324 mr (6,6%). BennumHy [03m BU3Ha4aB JOCNIAHUK. TMalieHTn oTpruMyBann JOCAiAKYBaHUIA npenapart y cepefHbOMY NpoTarom 14
micauis. CepefHiil BiK yyacHMKIB cTaHOBMB 69,9 poKy, cepefHiil iHgekc CHADS, — 2,0. 13,6% nauieHTiB B MUHY/IOMY MEPeHec/n iHCybT abo TpaH3UTOPHY
ILLeMIYHY aTaKy.

3a3Buyali 0 NPUYNH HEMOX/IMBOCTI 3aCTOCYBaHHS Tepanii aHTaroHicTamu BiTaMmiHy K BigHOCUAW: HEMOXXNMBICTb/HM3bKY MMOBIPHICTb AOCATHEHHSI HEOOXIAHMX
PiBHIB M>XXHapOAHOr0 HOPMasi30BaHOro CriBBiAHOLWIEHHS Y HeobXiaHM TepMiH (42,6%), BIAMOBY NalieHTa Bif NiKyBaHHSi aHTaroHicTamu BiTamiHy K (37,4%),
iHaekc CHADS2 = 1 T1a peKOMeHZaLito NiKaps He NPOBOAMTY NiKyBaHHA aHTaroHictamu BiTamiHy K (21,3%), HeMOXMBICTb 3a6e3MeynTy LOTPMMaHHS MaLieHToM
IHCTPYKLiN i3 3aCTOCYBaHHS aHTaroHicta BitamiHy K (15%) Ta cknafHiCTb/ MPOrHO30BaHy CKMNaAHICTb BUXOAY Ha 3B’S30K 3 NalieHTOM Y pasi HeoOXiAHOCTI HeramHoi
3MiHM fo3yBaHHA (11,7%).

HocnipkenHs AVERROESGY/0 3aBepLUeHO JOCTPOKOBO 33 PEKOMEHALIAMY He3a/1eXXHOro KoMITeTy 3 MOHITOPUHTY [aHWX Y 3B’A3KY 3 OTPMMaHHAM MePeKOHNBUX
[0Ka3iB 3HWKEHHS YaCTOTW BUHUKHEHHS IHCYbTY Ta CUCTEMHOT eMOO0IT Y NOeAHaHHI 3i CNpMATANBUM NpodisieM 6e3nekun npenapary.

CymapHa 4acToTa MpPUNMHEHHS NlIKyBaHHA Yepe3 HebakaHi peakuii y gocnimkeHHi AVERROES ctaHoBuna 1,5% npu 3actocyBaHHI anikcabaHy ta 1,3% npu
3aCTOCYBaHHI aueTuCaiuMnoBol KUCNOTU. Y UbOMY AOCNIMXKEHHI NiKyBaHHA anikcabaHoM 3abe3neyvyBaio CTATUCTUYHO AOCTOBIpHY Mepesary 3a MepBMHHOK
KIHLIEBOKO TOYKOH NMPOGiNAaKTUKK iIHCYNbTY (reMoparivyHoro, ileMiyHoro abo HeyTOUHEHOr0) Y CUCTEMHOIT eMOOoNIT (AUB. TabnMLKO 5) NOPIBHAHO i3 3aCTOCYBaHHAM
aueTuacaniunnoBol KUCIoTH.

Tabnuusa 5
Knto4yosi pe3ynbTati e(heKTUBHOCTI Y NauieHTiB 3 hibpunauieto nepeacepap, Wo 6panm yyacTs y gocnigpkeHHi AVERROES
MokasHMK AnikcabaH AueTuncaniymn-nosa CniBBigHOLIEHHS PU3NKIB 3HayeH-Hs p
N = 2807 Kucnora (95% A
N (%/piK) N = 2791
N (%/piK)

IHCYnbT abo cucTemHa embonis* 51 (1,62) 113(3,63) 0,45 (0,32; 0,62) <0,0001
[LLEMIYHMIA YN HEYTOUHEHWIA IHCYNbT 43 (1,37) 97 (3,11) 0,44 (0,31; 0,63)
"feMopariyHuii iHCyNbT 6 (0,19) 9(0,28) 0,67 (0,24; 1,88)
CucremHa embonis 2 (0,06) 13(0,41) 0,15 (0,03; 0,68)
IHCYNbT, cucTeMHa emb6onis, iH(apKT Miokapga abo cmepTb | 132 (4,21) 197 (6,35) 0,66 (0,53; 0,83) 0,003
BHaCNiJOK 3aXBOPOBaHHA CyanH* T




IHapKT mMiokapaa 24 (0,76) 28 (0,89) 0,86 (0,50; 1,48)
CMepTb BHaCNiA0K 3aXBOPHOBAHHSA CyAUH 84 (2,65) 96 (3,03) 0,87 (0,65; 1,17)

3arasibHa cMepTHICTbT 111 (3,51) 140 (4,42) 0,79 (0,62; 1,02) 0,068

* OuiHKa 3a JOMOMOroK CTpaterii NocNif40BHOT NepeBipKK rinoTes, po3po6/1eHOT TaKUM YAHOM, 06 KOHTPOMOBATU CyMapHy MOXMOKY | TUMY Y AOCNIIKEHHI.

T BTOpWHHa KiHLeBa TOYKa.

CTaTUCTUYHO AOCTOBIPHA PI3HULA Y YaCTOTI CU/IbHUX KPOBOTEY MpW 3aCTOCYBaHHI anikcabaHy Ta aueTuncaniynioBoi KACN0TN 6yna BiACYTHS.

MauieHTn i3 HeknanaHHow ibpunsauiero nepeacepab (HPIM) i3 rocTpum KopoHapHum cuHapoMoM (FKC) Ta/abo Taki, Wo nignaralnTb Yepe3LKipHOMY

KOpOHapHOMY BTpy4YaHHio (UKB)

Y pocnipkeHHs AUGUSTUS - BigKpuTe paHAoMi30BaHe KOHTPO/IbOBaHeE AOC/IAKEHHS, WO Mano (akTopiafbHWUIA An3aitH 2 Ha 2, — 6yn0 3a1yyeHo 4614 nauieHTiB i3
H®I, aki manm TKC (43%) Ta/abo nepeHecnn YKB (56%). Bci nauieHTU oTpuMyBasM OCHOBHe NiKyBaHHS iHri6iTopom P2Y 12 (knonigorpens: 90,3%), Wwo
npu3Ha4aBscs Bi4NOBILHO A0 MICLEBUX CTaHAAPTIB NiKYBaHHS.

MayieHTiB fo 14 ai6 nicna N'KC 1a/abo YKB paHaomizyBanv Ans 0TpMMaHHA anikcabaHy y fo3i 5 Mr Bidi Ha fo0y (2,5 Mr fBiudi Ha fo6y, AKLL0 NawieHT BignoBigas
[BOM 260 GinbLue KPUTEPISAM 3HKEeHHS Ao3u; 10% oTpumyBany HUXYY A03Yy) abo aHTaroHicta BitamiHy K (ABK) Ta auetuncaniynnosoi kucnotu (ACK) (81 mr pa3
Ha foby) abo nnaue6o. CepefHiin BiK nawieHTiB cTaHOBMB 69,9 poky, 94% paHZoMi30BaHWX MaLieHTiB Mann 6an > 2 3a wkanow CHA,DS,-VASCi 47% nauieHTiB

mManu 6an > 3 3a wkanoww HAS-BLED. [na nauieHTiB, paHAOMi30BaHUX Ans oTpuMmaHHa ABK, nponopuis yacy y TepaneBTUYHoMy gianasoHi (UTA) (MHB 2-3)
cTaHoBuia 56%, npu Yomy 32% manu yac MeHwe YT 1 12% mann yac 6inbe YT/,

MepBUHHOIO MeToO gocnimkeHHs AUGUSTUS 6yno ouiHnTy 6e3mneky, a NepBUHHOK KiHLIEBOH TOUKOH) 6y na BennkKa abo HeBeNmKa K/iHIYHO 3HayyLla KpoBoTeYa 3a
KpuTepiamu ISTH. Y rpyni nopiBHAHHA anikcabaHy Ta ABK nepBuHHa KiHLEBa TOYKa — Be/Ka abo HeBenvKa K/iHIYHO 3HauyLla KpoBoTeya 3a Kputepiammn |STH
yepe3 6 micauis — Bigmivanacb y 241 (10,5%) i 332 (14,7%) navieHTiB BigMoBigHO y rpynax anikcabaHy ta ABK (BP = 0,69, 95% [Al: 0,58, 0,82, 2-CTOpoHHE
p<0,0001 ans He meHWOI etheKTMBHOCTI Ta p< 0,0001 ana BuULLOT edeKTUBHOCTI). g ABK gogaTkoBuid aHani3 i3 BUKopUCTaHHAM nigrpyn YT/ nokasas, Wo
HallBMLLAa YacTOTa KPOBOTeY Oyna acouilioBaHa i3 HaliHKYMM KBapTunem YT/, YacToTa KpoBoTey Oyia Of4HAKOBOK MpW MOPIBHAHHI 3aCTOCYBaHHS arikcabaHy i3
3acTtocyBaHHAM ABK y nigrpyni npuv HaliBuLiomy keaptunto UT/.

Mpn nopiBHsHHI ACK i3 nnauebo nepBMHHa KiHLEBa TOYKa — MacMBHa ab0 HeMacMBHa KNiHIYHO 3Hauyllla KpoBoTeya 3a Kputepiamu ISTH uepe3 6 micsauiB —
BifgMivanack y 367 (16,1%) i 204 (9,0%) nauieHTis BignosigHo y rpynax ACK Ta nnaue6o (BP = 1,88, 95% [Al: 1,58, 2,23, nsoctopoHHe p<0,0001).

30Kpema, y nNauieHTiB, SKi OTpMMYBa/IN NiKyBaHHA arikcabaHoM, BennkKa abo HeBenMKa KNIHIYHO 3Hayylla KpoBoTeva HacTaBana y 157 (13,7%) i 84 (7,4%)
nauieHTiB, BignoBigHo, y rpynax ACK Ta nnauebo. Y nauieHTiB, aKi oTpumyBanu flikyBaHHs ABK, Benvka abo HeBenmKa KiHiYHO 3Hadylla KpoBoTeYa HacTaBana y
208 (18,5%) Ta 122 (10,8%) nauieHTiB, BignosigHo, y rpynax ACK ta nnauebo.

IHLWI edpeKTV NiKyBaHHS OLiHIOBAIUCL, K BTOPMHHA MeTa A0CNIKEHHS, i3 KOMBIHOBAHUMMW KiHLIEBUMM TOUKaMU.

Mpy nopiBHAHHI anikcabaHy 3 ABK, kom6iHOBaHa KiHLIEBa TOYKA — CMepTb abo MOBTOPHA rocnitanisauis — Bigmivanace y 541 (23,5%) T1a 632 (27,4%) nauieHTiB
BIAMNOBIAHO Yy rpynax anikcabaHy Ta ABK. Komb6iHoBaHa KiHLEeBa TOYKa — CMepTb abo ilemivyHe yCKnafHeHHs (iHCynbT, iHhapKT Miokapga, TPOM603 CTeHTYy abo
HeBi[KnaAHa peBacKynspu3auis) — Bigmivyanack y 170 (7,4%) Ta 182 (7,9%) nauieHTiB BignoBigHO Yy rpynax anikcabaHy Ta ABK.

Mpy nopiBHAHHI ACK 3 nnaue6o KombiHOBaHa KiHLeBa TO4Yka CMepTb abo MOBTOpHA rocniTanisauif sigMivyanack y 604 (26,2%) 1a 569 (24,7%) nauieHTiB
BignosigHo y rpynax ACK Ta nnaue6o. KombiHOBaHa KiHLEBa TOYKa — CMepTb abo ileMiyHe YCKnagHeHHs (iHCYNbT, iH(apKT Miokapda, TPOM603 CTeHTa abo
HeBifKNagHa peBackynsapusalis) — sigmivanacs y 163 (7,1%) Ta 189 (8,2%) nauieHTiB BignosigHo y rpynax ACK Ta nnaue6o.

MauieHTK, SKMM NPOBOAATb KapAioBepcito

EMANATE - Bigkpute 6aratoLeHTpoBe A0CNIAXKeEHHS, B AKOMY 6pany yyacTb 1500 nauieHTIiB 3 HeKnanaHHOW dibpunsuieto nepeacepdb (HPI), aKi He npuiimanm
aHTUKOarynaHTn abo oTpuMyBanu NikyBaHHA MeHLUe 48 roguH i aKum 6yno 3annaHoBaHO NPOBeAeHHS KapaioBepcil.




PaHzoMi3auito nauieHTiB 6yno npoeefeHO Y cniBBigHoWweHHI 1:1 Ha rpynu, Wo npuiiMany anikcabaH abo renapvH Ta/abo aHTaroHictTu BiTamiHy K a1
NPOMiNaKkTUKN CepLeBO-CYANHHUX NOAIA. EnekTpnuHy Ta/abo (hapmakonorivyHy KapAioBepcito NpoBoAnaM Nicns npuHaiMHi 5 f03 anikcabaHy no 5 mr 2 pasu Ha
AeHb (260 no 2,5 Mr ABidi Ha ieHb Y OKpeMUX NauieHTiB)* abo NpuHaiMHi Yepes 2 roguHu nicns 10 Mr HaBaHTaXXyBa/lbHOT 403 (260 5 M HaBaHTaXXyBa/lbHOT 4031 Y
OKpeMMUX NauieHTIB)*, AKLLO0 6yN0 HeO6XiAHO MPOBECTN KapAioBepcito paHile (* auB. po3ain «Crnocib 3acTocyBaHHA Ta 403U»).

Y rpyni nikyBaHHs anikcabaHom 342 nauieHTn 0TpMMyBann HaBaHTaXKyBanbHY 03y (331 nauieHT oTpumyBas fo3y 10 mr, a 11 oTpumyBann ao3y 5 mr).

Y rpyni nikyBaHHs anikcabaHom (n = 753) He 6yno iHcynbTiB (0%), y rpyni NikyBaHHA renapnHom Ta/abo aHtaroHictamu BitamiHy K (n = 747, RR 0,00, 95% ClI
0,00, 0,64) cnocTtepirann 6 (0,80%) iHCYNbTIB.

CMmepTb 3 yCiX NpuunH cnocTepirann y 2 nauieHTiB (0,27%) y rpyni NikyBaHHA anikcabaHoMm Ta y 1 nauieHTta (0,13%) y rpyni NikyBaHHA renapvHom Ta/a6o
aHTaroHictamy BitamiHy K. IMpo Bunagkun cucteMHOT eM60niT He NoBiZOMAANOCS.

Bunagkn cunbHUX Ta KNiHIYHO BaXIMBUX HeCUNbHUX KpoBoTey criocTepiranm y 3 (0,41%) Ta 11 (1,50%) nauieHTiB BiAMOBIAHO Y rpyni NiKyBaHHS arikcabaHom
nopiBHAHO 3 6 (0,83%) Ta 13 (1,80%) nauieHTaMn y rpyni fikyBaHHs renapMHoM Ta/abo aHTaroHictamu BitTamiHy K.

[MpoBeaeHe MOLLYKOBe AOCMIIKEHHS MOKa3ano NopiBHIOBaHY e(PEKTMBHICTL Ta 6e3mneKy MK rpynamu nikyBaHHSA anikcabaHom Ta renapuHom Ta/abo aHTaroHictamm
BiTamiHy K nifg yac Kapaiosepcii.

NlikyBaHHs TI'B, nikyBaHHs TEJIA i npodinakTuka peunamsis TI'B Ta TEJIA (BTEn).

KniHiuHa nporpama (AMPLIFY: anikcabaH NopiBHAHO 3 eHoKcanapuHom/BapgapmHoM; AMPLIFY-EXT: anikcabaH nopiBHAHO 3 nnaue6o) 6yna po3pobneHa 3
METOK AeMOHCTpauii edeKTMBHOCTI Ta 6e3nekun anikcabaHy ana nikyBaHHa TIB Ta/abo TE/TA (AMPLIFY) Ta po3WMPEHUX MOXIMBOCTEA npenapaty Yy
npoginaktuui peunameis TIB T1a/abo TEJIA nicns 6 — 12 micauis nikyBaHHA TI'B Ta/abo TEJIA 3a gornomorow aHTukoarynsaHtis (AMPLIFY-EXT). O6ugsa
AOCNIIKEeHHA 6y paHAOMi30BaHUMWN NOABIAHO CAINUMW MiDKHapOAHUMK BMNPOOYBaHHAMM Y NapasefibHUX rpynax, Wwo NpoBOAMIMCS 3a Y4acTH NauieHTIB i3
CUMMTOMAaTUYHUM NpOoKCUMasibHUM TI'B abo cumnTomMaTnyHO TEJTA. Y Ci OCHOBHI KiHLEBI TOUKM 6e3neKkun Ta ePeKTUBHOCTI OLiHIOBAIUCS He3a/IeXXHUM KOMITETOM
Ha OCHOBI 3aMacKOBaHMX JaHNX.

JocnigkeHHs AMPLIFY.

Y pocnimkeHHi AMPLIFY 5395 nauieHTiB 6yny paHAOMiI30BaHi y: rpyny fikyBaHHA anikcabaHoMm nepopasibHO rno 10 Mr 2 pasu Ha goby npoTarom 7 AHIB 3
noJasibLUMM 3aCTOCYBaHHAM anikcabaHy nepopasibHO Mo 5 Mr 2 pasu Ha Lo6y npoTAroM 6 MicAuis, rpyny fiikyBaHHS eHOKcanapyHoM rno 1 Mr/kr 2 pasv Ha oty
NiALWKIPHO NPOTAroM nNpuHaiMHi 5 aHIB (40 AOCArHeHHs nokasHuka MHC (MiXkHapoaHe HOopMani3oBaHe CMiBBiAHOLLIEHHS) 3 2 Ta rpyny NikKyBaHHA BapapyvHOM
(uinboBwiA gianasoH 3Ha4eHb MHC 2,0 — 3,0) nepopasibHO NPOTArom 6 micsuiB.

CepefHiii BiK NawieHTiB cTaHOBMB 56,9 poky, i y 89,8% paH0Mi30BaHMX NaLieHTIB COCTEPiranncs HeCNpPOBOKOBaHI siBumLia BTE.

Y nauieHTiB, AKi yBIAWAM JO rpynu NiKyBaHHSA BapgapuHOM, CepeAHili BIACOTOK yacy nepebyBaHHS y TepaneBTMYHOMY fiana3oHi nokasHuka MHC 2,0 — 3,0
ctaHoBMB 60,9. AnikcabaH NPOAEMOHCTPYBaB 3HVKEHHSA YaCTOTN BUHUKHEHHS peLmManByoYoi cumntTomMaTtuyHol BTE abo netanbHMUX BUNafKiB, Nos’s3aHux 3 BTE,
MpY Pi3HUX 3HAYEHHAX CepefHbOro Yacy TepaneBTUYHOrO BikHa. NS HaBULLOrO KBapTU/IKO BiHOCHO CepefHbOro 3HaYeHHs CriBBiAHOLLEHHS PU3MKIB ANA
anikcabaHy Ta eHokcanapuHy/saphapuHy ctaHosusio 0,79 (95% Al 0,39; 1,61).

Y ubOMy fOCNigKeHHI 6yN10 NoKas3aHo, Lo anikcabaH He NOCTYNaETbCA eHOKcanapuHy/BapdaprHy 3a Tako KOMOIHOBaHO MEPBMHHOKD TOYKOH), IK KnacuikoBaHa
peumamBytoda cumntoMatuyHa BTE (TIB a6o TEJIA 6e3 neTanbHUX Hac/ifKiB) UM NeTa/lbHUIA HacnifoK, nos’a3aHnii 3 BTE.

EeKTMBHICTb anikcabaHy nif 4ac nMo4aTkoBOro Kypcy nikyBaHHs BTE 6yna MOpiBHAHHOK Yy NauieHTIB, AKi OfepXXyBasin npenapar 3 MeTO NikyBaHHA TEJIA
[BigHOCHMI pu3nk 0,9; 95% Al (0,5, 1,6)] Ta TIB [BigHOCHWMIA pusmk 0,8; 95% Al (0,5, 1,3)]. EQeKTUBHICTL Ans Pi3HUX Nigrpyn, y ToMy 4mcni KnacugikoBaHMX 3a
BIKOM, CTarTio, iHAekcoM macu Tina (IMT), (yHKLUIEH HMPOK, BENIMYMHOK MnokKasHuKa TEJIA, micuem posTawysBaHHA Tpom6y TI'B, a TakoX nonepegHim
3aCTOCYBaHHAM MapeHTepasibHOro renapuHy, y winomy 6ynanofibHoto.

OCHOBHOHO MepPBUHHOKO KIHLIEBOKD TOYKOHO A/11 aHani3y 6e3nekn 6yna KpoBoTeya. Y LbOMY AOCIIKEHHI anikcabaH BUSBMB CTaTUCTUYHO Baromi nepesaru nopiBHAHO
3 eHoKcanaprHoMm/BapthapMHOM 3a MNEPBMHHOK KiHLEBOK TOUKOH 6e3neku [BigHOCHMIA pu3nk 0,31, 95% Al (0,17, 0,55), BennunHa P <0,0001] (guB. Tabnmuto 6).




Pe3ynbTaTi aHaniy KpoeoTey y gocnimpkeHHi AMPLIFY

MoKasHuK AnikcabaH EHokcanapuH /BaphapuH BigHocHWIA pu3nk
N=2676 N=2689 (95% Al)
n (%) n (%)
3HauHa 15(0,6) 49 (1,8) 0,31 (0,17; 0,55)
3HayHa + KBHK 115 (4,3) 261 (9,7) 0,44 (0,36; 0,55)
HesHauHa 313 (11,7) 505 (18,8) 0,62 (0,54, 0,70)
Yci Buam 402 (15,0) 676 (25,1) 0,59 (0,53; 0,66)

Tabnuus 6

BcraHoBneHa 3HauHa kpoBoTeya Ta KBHK y 6yab-Kii aHaTOMIUHIW AinsHUi, K NpaBunio, 6ynn MeHWUmK y rpyni anikcabaHy nopiBHSAHO 3 rpynor0 eHoKcanapuHy
/BapthapuHy. KnacugikosaHa 3a cuctemoro | STH 3HauHa LWNyHKOBO-KMLLKOBA KPOBOTeYa Bif3Havanaca y 6 nayieHTiB (0,2%), AKMM 3aCTOCOBYBa/IN anikcabaH, 1a y
17 nauienTiB (0,6%), AKi NpuiiMann eHokcanapuH/BaphapuH.

JocnigpkenHs AMPLIFY-EXT.

Y pocnimpxkeHHi AMPLIFY-EXT 2482 nauieHTv 6ynv paHAoMi3oBaHi B rpyny fiiKyBaHHA anikcabaHom no 2,5 Mr Agidi Ha o0y nepopanbHO, B rpyny fiKyBaHHSA
anikcabaHom no 5mr Agivi Ha Ao6y nepopasibHO abo B rpyny NikyBaHHA Mnauebo npotaroM 12 micAuiB Micns 3aBeplUeHHS NMOYaTKOBOro Kypcy NiKyBaHHS
aHTMKoarynsaHTamm npoTarom 6 — 12 micauis. 3 HUX 836 nauieHTiB (33,7%) 6panu yyacTb y gocnimkeHHi AMPLIFY nepef 3anyyeHHAM A0 y4yacTi Y A0CHIIKEHHS
AMPLIFY-EXT.CepefHii1 Bik nawieHTiB cTaHOBUB 56,7 poky, i y 91,7% paHAoMi30BaHMX NaLieHTIB CnocTepiraimcs HenpoBokoBaHi aenwa BTE.

Y upboMy focnifpkeHHi obwuasi [03M anikcabaHy BUABWIM CTaTUCTUYHO Baromi nepeBary MOPIBHAHO 3 Mnaueb0 3a TaKOK MEPBMHHOK KiHLEBOK TOYKOM, AK
cuMnTOMaTuyHa peunameytoda BTE (TIB um TEJIA 6e3 netanbHUX HacnifKiB) abo netasibHi Hacnigku 3 6yab-9KoT NpUYnHU (AUB. Tabnmuto 7).

Tabnuus 7
Pe3ynbTaTu OLiHKN eDeKTUBHOCTI Y gocnimpkeHHi AMPLIFY -EXT
MokasHuK AnikcabaH AnikcabaH Mnaue6o BigHocHMI pusmk (95% Al)
2,5Mr 5,0wmr anikcabaH 2,5wMr | anikcabaH 5,0 mr
(N=840) (N=813) (N=829) MOPIBHSAHO 3 MOPIBHSAHO 3
nnaue6o nnaue6o
n (%)
JNeTanbHWIA HacnigokK Yepes 19 (2,3) 14 (1,7) 77 (9,3) 0,24 0,19
peunave BTE a6o 3 (0,15; 0,40)¥ (0,11; 0,33)¥
Oy ib-AKNX MPUYYH
BTE ~ 6 (0,7) 7(0,9) 53 (6,4)
TENA” 7(0,9) 4(0,5) 13 (1,6)
JleTanbHWIA HacNiokK 3 6(0,7) 3(0,4) 11 (1,3)
Oy ib-AKUX MPUYUH
JeTanbHuWin HacNigoK, 14 (1,7) 14 (1,7) 73(8,8) 0,19 0,20
MOB’A3aHWIA 3 PeLNANBOM (0,11, 0,33) (0,11; 0,34)
BTE a6o 3 BTE




JeTanbHuin HacNigoK, 14 (1,7) 14 (1,7) 76 (9,2) 0,18 0,19
MOB’A3aHWIA 3 PeLnaMBOM (0,10; 0,32 (0,11; 0,33)
BTE a6o

CepLeBo-CyAUHHUMM

MOPYLLEHHSIMM

TrB T 6e3 netanbHoro 6(0,7) 8 (1,0 53 (6,4) 0,11 0,15
Hacniaky (0,05; 0,26) (0,07, 0,32)
TENA T 6e3 netanbHoro 8 (1,0 4(0,5) 15(1,8) 0,51 0,27
Hacnigky (0,22; 1,21) (0,09; 0,80)
JNeTanbHWIA HacNifoK, 2(0,2 3(0,4) 7(0,8) 0,28 0,45
nos’a3aHunii 3 BTE (0,06; 1,37) (0,12; 1,71)

¥ 3HayeHHs p <0,0001.

[ns nayieHTiB, Y AKX cnoctepiranocs 6inblie 0AHOrO ABMLLA — CKIAL0BOro KOMM/EKCHOT KiHLEBOT TOUKK, Y 3BITi 3a3Ha4asv nuile neplue asuule (Hanpuknag,
AKLO Y YYaCHMKa AOCNiLKeHHs cnocTepiranocs cnovatky BTE, a notim TEJIA, 1o 3BiTy BHOCUAM fvwe BTE).
T Y okpemux 0ci6 MOrno BUHUKHYTM BiflbLe 04HOr0 ABMLLA, | BOHU MO By T 3a3HaveHi B 060X Knacuikawisx.

EeKTMBHICTb anikcabaHy Ana npodinakTnkn peumansy BTE 3annwanacs ctabifibHOK Yy pi3HUX NiArpynax, y TOMy Yncii KnacugikoBaHMX 3a TaKMMU 03HaKaMM, K
BiK, CTaTb, IHAEKC Macu Tifla Ta hyHKLiS HUPOK.

[MepBMHHOIO KiHLIEBOIO TOYKOK Ge3nekn Byna 3HayHa KpoBOTeYya NPOTAroM nepiogy NikyBaHHA. Y UbOMY LOCNI[KEHHI YacToTa 3Ha4YHUX KpoBOTeY A/ 060X [03
anikcabaHy He Mana CTaTUCTUYHWUX BigMIHHOCTEN Bif nnaue6o. He 6yno BUABMIEHO CTAaTUCTUYHO BAroMoil PisHMLI 3a YaCTOTOK BUHUKHEHHSI 3HAYHWX, HE3HAYHUX
KpoBoTey, KBHK Ta ycix KpoBOTeY MiXX rpynamu 3aCToCyBaHHS anikcabaHy rno 2,5 mr Aiyi Ha fo6y Ta nnaue6o.

KnacudikosaHa 3a cuctemoro |STH 3HauyHa LIYHKOBO-KMLLKOBa KpoBoTeya crioctepiranacst y 1 (0,1%) nauieHTa, SKWMn Npuidmas anikcabaH y fo3i 5Mr agidi Ha
L0060y, He cnocTepiranach Yy XO0AHOro 3 NauieHTiB, AKi Npuimanu anikcabaH y fo3i 2,5 Mr fBivi Ha fo0by, Ta 6yna BigmiveHa y 1 nauieHTa (0,1%), AKMiA npuiiMas
nnate6o0.

ditn.

€Bponelicbke areHTCTBO 3 OLHKM NiKapCbK1X npenapaTis BifTepMiHyBasio 000B’A3KOBE HafiaHHA pe3y/bTaTiB 4OC/iAKEHb 3aCTOCyBaHHA npenapaty Eniksic 3a
y4yacTio MauieHTiB, WO HanexaTb A0 OAHIET abo 6inblie NiArpyn nauieHTIB AUTAYOro BiKy, 3 BEHO3HOK abo apTepiasibHOK Tpomboem6onieto (iHhopmMauito npo
3acToCyBaHHS 4iTAM AMB. y po3gaini «Crnoci6 3acTocyBaHHS Ta L03U»).

dapmakoKiHeTVKa.

BCMOKTYBaHHS.

ABCoNoTHA 6I0AOCTYMHICTL anikcabaHy Mpu 3acTocyBaHHI 403 A0 10 Mr BK/IKOYHO CTaHOBUTL NpubAn3Ho 50%. AnikcabaH LUBUAKO BCMOKTYETLCA, MaKCUMa/bHa
KoHUeHTpauis (Cax) NpenapaTy gocaraetbes yepes 3 — 4 roguHu nicna npuitoMmy Tabnetku. Mpuitom i3 xeto He BnimBae Ha AUC abo Ciya anikcabaHy npu
3actocyBaHHi fo3u 10 mr. AnikcabaH MOXHa NpuiAMaTi 3 DKeto um 6e3 ixi.

Mpn nepopasbHOMY MpUIAOMI Yy [03aX, WO He nepeBuLlytoTb 10 Mr, (hapMakoKiHeTWKa anikcabaHy [AeMOHCTPYe NiHIAHWIA XapakTep 3 [030MpPonopuinHumM
3pOCTaHHAM eKcno3uuii. Y fosax 3 25Mr gna anikcabaHy XapakTepHe BCMOKTYBaHHS, OOMEXeHe PO3YMHHICTIO, Ta 3HMXKeHa 6i0foCTynHICTb. MokasHMKam
eKcno3uuii anikcabaHy npuTamMaHHa HM3bKa abo NMomipHa BapiabenbHiCTb, L0 BiA0OpaXXaeTbCA BHYTPILLIHLOI BapiabenbHICTIO B OAHOr0 yyacHMKa B Mexax ~20%
KoedpijieHTa BapiaTMBHOCTI (KB) Ta BapiabesibHIiCTIO MiXK 6araTtbMa yvacHMKamu B Mexax ~30% KB.

[Micng nepopasibHOro 3actocysaHHs 10 Mr anikcabaHy y BUrnagi 2 nogpibHeHnx t1abnetok no 5 mr, cycneHgosaHnx y 30 Ma BOAM, eKCro3uLis 6yna NopiBHAHHA 3




EKCMOo3M1LIE0 MICNA MepopasibHOro 3acToCyBaHHA 2 Li/IbHUX TabneTok no 5wr. Ilicns nepopanbHOro 3acrtocysaHHs 10 Mr anikcabaHy y BUMIAAl 2 noapibHeHnX
Ta6netok no 5mr 3 30 r A6/1y4HOro ntope NOKasHNKU Crpay | AUC Bynn Hukummuy Ha 20 % i 16 % BignoBigHO MOPIBHAHO i3 3aCTOCYBAHHAM 2 Li/lbHVX TabieToK no

S M.

SHMKEHHSA eKCMO3ULLiT He BBAXKAETLCS KTIHIYHO 3HAYYLLMM.

MMicns 3acTocyBaHHSA NoApibHeHOT TabneTkK anikcabaHy no 5 Mr, cycneHgoBaHoi B 60 mn 5 % BOAHOI0 pO34nHY AEKCTPO3M | BBEAEHOT Yepe3 Ha3oracTpaibHUin 30HA,
ekcno3uuia 6yna nofibHa [0 eKCno3uuil, Wwo crnocTepiranacd B IHWMX KNIHIYHUX [LOCNIIKEHHAX 3a Y4yacTio 3[40pPOBMX A06POBO/bLIB, AKUM MepopasibHO
3aCTOCOBYBa/IM OAHY Tab/eTKy arikcabaHy no 5 mr.

BpaxoBytoun NporHo3oBaHUi (hapMakOKiHETUYHUIA Mpodinb anikcabaHy, WO Mae MNPOMNOpUiiHy 3a/eXHICTb Bif [03M, pe3ynbTaTh NPOBEAEHUX [OCMIAKEHb
6i0[0CTYNHOCTI 3aCTOCOBHI A0 HYXKYMX 403 anikcabaHy.

Posnogis.

3B’s13yBaHHA 3 6inkamu Nnasmu y nogeii CTaHoBUTb NPuban3HO 87%. O6’eM po3nodiny CTaHOBUTb NPUGAN3HO 21 NiTp.

BioTpaHchopmaLlist Ta BUBEAEHHSI.

AnikcabaH B1BOAMTLCA 3 OpraHi3My Kifibkoma Lwisxamu. MpubnnsHo 25% BBeAeHOT B opraHi3M NOAUHY 031 anikcabaHy BUBOAWIOCH Y BUTNAAI METaboNITIB, Npu
yomMy 6ifblua YacTMHa MeTaboniTiB BMBOAMNACA 3 KanoM. HUPKOBWUIA KNipeHC anikcabaHy 3abesnedvye npubnnsHo 27% 3arasbHoOro KAipeHcy. Y KiHiYHUX Ta
[OKNIHIYHMX JOCMIIKEHHSAX CnocTepirann Ao4aTKoBY posb 6iiapHOro Ta NpsMoro KMLLKOBOTO LWIAXIB BUBEAEHHS Npenapary.

3aranbHuii KnipeHc anikcabaHy CTaHOBUTbL NpubaM3HO 3,3 N/ToA, a Nepiof HaniBBUBEAEHHS NPUGIN3HO LOPiBHIOE 12 rognHam.

OCHOBHUMW LWINsSXaMn BioTpaHcgopmauii € O-AemMeTWNtoBaHHA Ta TifpOKCUOBaHHA 3-0KcominepuanHinosoro sapa. Metaboniam anikcabaHy Bif0yBaeTbCA
nepeBaxXHO 3a paxyHoK CY P3A4/5. He3HauHy ponb y MeTabonisauil npenaparty sigirpaiotb CYP1A2, 2C8, 2C9, 2C19 Ta 2J2. Y nnasmi KpoBi MHOANHN HE3MIHEHWIA
anikcabaH € OCHOBHOK LIMPKY/THOKOUOHO CMOJYKOHO, MOB’A3aHOK0 3 MM NiKapCbK1M npenapaToM. LIMpKynounx akTUBHUX MeTabosiTiB npenaparty y nnasmi Kposi
Hemae. AnikcabaH € CybCcTpaToM TPaHCMOPTHUX 6iKiB, P-gp Ta 6isika pe3nCTEHTHOCTI paKy MOJIOYHOT 3a/1031.

MopyLeHHA QYHKLLIT HUPOK.

rMopyLUeHHA (YHKLIT HAPOK He BMAMBa/O Ha MiKOBY KOHUEHTpaLito anikcabaHy. 3a pesynibTaTaMu OLIHKW KNIpeHCY KpeaTUHiHY 6Yn0 BUABMIEHO, LLO 3POCTaHHS
eKCno3uLii anikcabaHy KOPesoe 3i 3HMKEHHSAM (DYHKLIA HUPOK. Y 0Cib 3 Nerkum (KnipeHc KpeatuHiHy 51 — 80 Mn/xB), noMipHuM (KnipeHc KpeaTuHiHy 30 — 50 mn
IXB) Ta TAXKUM (KMipeHC KpeaTuHiHy 15 — 29 mi/XB) MOpyLUeHHAM (YHKLIT HUPOK KOHLEHTpaLis anikcabaHy y nnasmi MopiBHAHO 3 ocobamuy i3 HOPMaslbHUM
KNipeHCOM KpeaTWHiHY 3pocTasia Ha 16%, 29% Ta 44% BignoBigHO. TopyLlleHHA (YHKUiT HUMPOK He Masio BMPaXKEHOro BM/IMBY HA B3aEMO3B’A30K MK
KOHLIeHTpaLieto anikcabaHy B nna3mi KpOBi Ta BUPaXKEHICTIO NPUrHiYeHHs dakTopa Xa.

MopyLeHHA PYHKLLIT NEYiHKN.

Y [oCnigpKeHHI, ae 8 yyacHMKIB 3 NerkMm MopyLUeHHAM (yHKUIT nediHku (knac A 3a wkanoto Yarnga — M°wo 3 iHgekcom 5 (n = 6) 1a 6 (n = 2)) Ta 8 yyacHUKIB 3
MOMIPHUM NOPYLUEHHAM PYHKLUIT neviHku (knac B 3a wkanoto Yainga — IM°10 3 iHgekcoMm 7 (n=6) Ta 8 (n=2)) nopisHioBaM 3 16 340p0BUMM LOOPOBOLLAMY 3
KOHTPO/ILHOT rpynu, apmMakoKiHeTMKa Ta apMaKogMHaMiKa pa3oBoi 03K anikcabaHy (5 Mr) He 3MiHIOBasacb MPWY HasABHOCTI MOPYLUEHHS QYHKLIT NeYiHK1. 3MiHN
aKTUBHOCTI NPUrHiYeHHs hakTopa Xa Ta 3MiHW MiDXXHapOAHOro HOPMasi3oBaHOro CNiBBiAHOLLIEHHS OyNM NOPIBHAHHUMM Y 340POBUX A06POBOMbLLIB Ta NaUieHTIB 3
Nerkum abo MoMipHVUM MOPYLLUEHHAM QYHKLIT NEYiHKMN.

MauieHT NiITHLOrO BIKY.

Y naujieHTiB NiTHLOrO BiKy (NoHaf 65 pokiB) crnocTepirany 6ifbLl BUCOKY KOHLEHTpaLito npenapaty y nnasmi KpoBi MOPIBHAHO 3 MOMOALIMMU NaLieHTaMu; cepegHi
3HayeHHA AUC y nauieHTiB IITHLOr0 BiKy 6ynu BULLMMUN NPUOAN3HO Ha 32% Ta 6e3 3MiHWN Crpay.

Cratsb.

PiBeHb ekcrno3nuii anikcabaHy y XiHoK 6yB npnbnansHo Ha 18% BULLUM, HIXX Y HYOMOBIKIB.

ETHIYHe NOXOKEHHS Ta pacoBa MPUHASIEXHICTb.




PesynbTtatv focnifpkeHb | ¢asmn cBigyatb Npo BiACYTHICTb NMOMITHOT PI3HULI MK MOKasHUKaMu PapmMakoKiHETUKW arnikcabaHy y npeaCTaBHUKIB €BPOMEOIAHOT,
MOHTrO/I0TAHOT | HerpoigHoi pac. Pe3ynbTaTy nonynsauiiHOro aHanisy apmakoKiHETUKW, NMPOBEAEHOr0 3a y4acTi MauieHTiB, AKi OTpMMyBanun anikcabaH mnicns
NNaHOBOT onepauii 3amiHM KyNbLLOBOIo abo KOMiHHOIO cyrnoba, y3romkyBaamch i3 pesynbtaTtaMu JOCNigpkeHb | dasu.

Maca Tina.

AKLWO NopiBHIOBATK eKCNO3unLito anikcabaHy y 0ocib 3 pi3HOK Macoto Tina, To Npu maci Tina noHag 120 Kr eKcrno3uLis 3HmKyBanacb Npruo6/mM3Ho Ha 30% MOPIBHSHO 3
TaKoto Npy HopMasbHin Maci (65 — 85 Kr), a Ana macu Tifia HyK4e 50 Kr 6y/10 XxapakTepHe 3poCcTaHHsA eKcrno3uL it npnbnamsHo Ha 30%.
dapmakoAnHaMiYHWIA/hapMaKOKIHETUYHWNA B3aEMO3B’ 130K.

dapmakoKiHeTUYHe/(hapmakoamHamivHe (PK/D L) cniBBiAHOLIEHHS MiXK KOHLIEHTpaLieto anikcabaHy y nnasmi Ta gedknmy @ KiHUEBMMM TOUKaMK (aKTUBHICTb
LL,0A0 NpUrHiveHHs dakTopa Xa, MHC, MY, auTY) ouiHoBanu nicns BBeAeHHS pi3HNX 403 anikcabaHy B LUMPOKOMY AianasoHi Big 0,5 ao 50 mr. Halikpaliym YuHOM
B3aEMO3A/IEXHICTb MIXX KOHLIEHTpaLieto anikcabaHy B Mna3Mi KpoBi Ta aKTMBHICTHO MPUrHiYeHHs (hakTopa Xa onucye niHiiHa mogenb. CniBBiAHOLLEHHS
(hapmakoKiHETUYHUX/(hapMaKoAMHAMIYHUX NapameTpiB, BUABMEHI Y NauieHTiB, AKi OTpMMyBanW arnikcabaH Micns niaHoBOT orepauii 3aMiHW Ky/blIoBOro abo
KONIHHOTr 0 cyrno6a, y3rogpKyBamch i3 NOKa3HMKaMy y 340P0BUX A06POBO/bLIB.

KniHiYHI XapaKTepUCTUKN.

Noka3aHHS.

MpodinakTnkKa BeHO3HOT TPOMB0eMO0NIT Y AOPOCANX NaLiEHTIB, SKi NepeHec/ v NIaHoBY Onepaito 3 NPOTe3yBaHHA KONIHHOM0 ab0 Ky/bLLIOBOr0 Cyrioba.
MpodpinakTnka iHCYNMbTIB Ta CUCTEMHOT eMOOTIT Y AOPOCNUX MAaLiEHTIB 3 HeKanaHHOK ibpunaLieto nepeacepip, AKi MatoTb OAMH abo KislbKa (PaKTopiB pPU3MKY,
TaKUX AK HasBHICTb Y aHaMHe3i IHCY/IbTY UM TPaH3UTOPHOT iLLEMIYHOT aTaku, BIK Bif 75 poKiB, apTepiasibHa rinepTeH3is, LyKpoBUiA fiabeT, cUMNTOMaTUYHa cepLeBa
HeJoCTaTHICTb (LWoHaliMeHLLe knac |l 3a Knacudikallieto Hbto-opKebKoi KapaionorivHoi acowiadi).

NikyBaHH#A TPOMO03Y rnMboknx BeH (TIB) Ta Tpomboembonii nereHeBor aptepii (TEJ1A), a Takox npodinaktvka peunavsis TIB 1a TEJTA 'y gopocnux (iHpopmais
CTOCOBHO MaLieHTIB, SKi cTpaxgatoTb Ha TEJIA Ta MatoTb HeCTabinbHY remMoanHamiKy, HaBeaeHa y po3aini «Oco6nMBOCTI 3aCTOCYBaHHS»).

MpoTunokasaHHs.

[inepyyTAMBICTb fO aKTUBHOI PeYOBUHM 260 0 6y Ab-KOr0A0NOMIKHOr0 KOMMOHEHTA.

KniHIYHO 3HauyLla aKkTUBHA KPpOBOTeYa.

3axBOpOBaHHA MeYiHKK, AKI CYNPOBOKYHOTLCA KOArynionaTieto 1a KNiHiYHO CYTTEBUM PU3NKOM KPOBOTEUI.

Matonoris abo CTaH, LWO CYNPOBOMKYETHCA 3HAYHWMM PU3MKOM CUSIbHOT KPOBOTeYi (Hanpuknag HasBHa abo HeLlofaBHO MepeHeceHa BMPa3KoBa XBOpO6a
LLI/TYHKOBO-KMLLKOBOIO TPaKTY, HadABHICTb 3/1089KICHUX HOBOYTBOPEHb 3 BMCOKUM PU3VMKOM KPOBOTeYi, CBIXKI TpaBMW FO/10BHOIO abo CMMHHOIO MO3KY, HELLOAaBHO
nepeHeceHi onepauii Ha ron0BHOMY, CMWHHOMY MO3KYy abo O(TafbMOMOriYyHI BTPyYaHHS, HELLOAaBHI BHYTPILLHbOYEPEnHi KpoBOTeYi, [iarHoCToBaHe abo
Mifo3pHoBaHe BapMKO3He PO3LLMPEHHS BEH CTPABOXOAY, apTepioBeHO3HI ManibopMaLiii, aHEBPU3MU CYLAUH, BUPaXKeHi BHYTPILLIHbOXPeOTOBI ab0 BHYTPILLHbOYEPENHi
CYANHHI aHoManiv).

OfHoYaCHe 3acTOCyBaHHSA OYyAb-AKMX IHLWWX aHTUKOArynsaHTiB, Hanpuknag HepakLioOHOBAHOro renapuHy, HWU3bKOMOJSIEKYNIAPHUX renapuHiB (EHOKcanapuH,
JanbTenapuH Towo), NoxXigHUX renapuHy (hoHZanapuHYKC TOLLO), NepopasibHUX aHTUKOArynsHTiB (BapapuH, pvBapokcabaH, fabiraTpaH TOLL0), 3@ BUHATKOM
cneymivHMX BUMNAAKIB 3MIHW aHTUKOArynsHTHoI Tepanil (AvB. po3fin «Cnoci6 3acToCyBaHHA Ta [03W»). BBEAEHHA He(paKLiOHOBAHOro renapuHy y [nosax,
HeobXigHMX AN 3abe3neyeHHs MPOXiAHOCTI LEHTPalbHOro BEHO3HOro abo apTepialbHOrO KarteTepa, abo BBeAeHHS He(pakLiOHOBAHOro remapuHy Mifg 4ac
KaTeTepHOT abnauii ona nikyBaHHA (ibpunauii nepesceplb (4vB. po3ginm «Oco6MBOCTI 3aCTOCYBaHHA» Ta «B3aeMogia 3 iHWMMU NiKapCbK1MKM 3acobamu Ta iHLWi
BUAN B3aEMOAIN).



B3aemogisi 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLWI BUAW B3aEMOSIN.

Iuri6itopn CY P3A4 1a P-gp.

OfHoYaCHe 3aCTOCYBaHHA arnikcabaHy Ta KeTOKOHa30/y (400 Mr 1 pa3 Ha feHb), KWA € NOTY>XXHUM iHribiTopom CYP3A4 Ta P-gp, NpusBoAnI0 A0 2-KpaTHOro
36inbLueHHs cepegHboi AUC Ta 1,6-pa3oBoro 36ibLeHHs cepefHboi Crgy anikcabaHy.

EnikBiC He pekOMeHAOBaHO Mpu3HayaTy nauieHTam, AKi OTPUMYHOTb CUCTEMHE JiKYBaHHA MOTYXHuUMK iHribiTopamm CYP3A4 1a P-gp, TakuMn AK a30/bHi
aHTUMIKOTUKKN (Hanpuknag KeTOKOHa30/, iTpakoHa3os, BOPUKOHA30/1 Ta MNOCaKOHa30/1) abo iHribitopu npoteasn BIJT (Hanpuknag puToHaBip) (aMB. po3ain
«OCc061MBOCTI 3aCTOCYBaHHS).

OuiKyeTbCH, WO aKTUBHI PEYOBMHU, AKI HE BBAXKAKOTHCA MOTYXHUMW iHri6iTopamu CYP3A4 Ta P-gp (Hanpvknag amiofapoH, KMapuTPOMILMWH, AUNTiaseMm,
(h/lyKOHa30/, HarnpoKCeH, KBIHIAWH, Bepanamisn), 6yayTb MeHLW iHTEHCMBHO NiABMLLYBaTK KOHLIEHTpaUito anikcabaHy y nnasmi. Hemae notpebu y Kopekuii fo3u
anikcabaHy npu oro ofHOYaCHOMY 3aCTOCYBaHHI 3 peyoBMHaMK, AKi He € cunbHUMK iHriGiTopamn CYP3A4 Ta/abo P-gp. Hanpwknag, guntiazem (y 403yBaHHI
360 Mr 1 pa3 Ha feHb), SKWIN BBAXKAETLCS NOMiIpPHUM iHri6iTopom CY P3A4 Ta cnabkum iHriitopom P-gp, npu3soams 4o 1,4-pa3oBoro 36iNnbLueHHs cepeaHboi AUC
Ta 1,3-KpaTHoro 36inbLieHHs cepefHbol Ca anikcabaHy. HanpokceH (pasosa fo3a 500 mr) € iHriitopom P-gp, ane He Bnnmeae Ha CYP3A4. Llei npenapar

npussoaue o 1,5-pa3oBoro 36inbeHHs cepefHboi AUC Ta 1,6-pa3oBoro 36inblueHHs cepefHboi Crgy anikcabany. KnaputpomiuuH (500 mr, ABidi Ha [eHb),
iHri6iTop P-gp Ta cunbHuii iHribitop CY P3A4 npussoaus o 1,6-pasosoro Ta 1,3-pa3oBoro 36insweHHs cepeHboro pisHA AUC Ta Cpo anikcabaHy BifnosigHo.

IHaykTopu CY P3A4 ta P-gp.
OfHoyvacHe 3acToCyBaHHA anikcabaHy Ta pudamniuuHy (noTy>kHWin iHgykTop CY P3A4 Ta P-gp) npu3Boanio Ao 3HWKeHHs cepefHiX AUC Ta Cpg anikcabaHy

npnbnnsHo Ha 54% Ta 42% BignosigHo. OfHOYacHe 3acToCyBaHHA arikcabaHy Ta iHWWX MOTYXXHWX npenapartis-iHaykTopis CYP3A4 T1a P-gp (Hanpuknag
(beHiTOIHY, KapbamaseniHy, heHObapbiTany abo npenapariB 3BipO60ID) TaKOX MOXE MPU3BECTU A0 3HUXKEHHS KOHUEeHTpaUii anikcabaHy y nna3mi Kposi. Kopekuist
[03u1 anikcabaHy He MoTpibHa y pasi MOro 0AHOYaCHOrO 3aCTOCYBaHHA 3 MoAibHMMK npenapatamu. OfHak Ansd npodinakTvku BTE nig yac nnaHoBoi onepauii 3
eH0NPOoTEe3yBaHHA Ky/bLLIOBOrO abo KOMIHHOMO cyrnoba, NpoMifiakTUKL iHCYNbTY Ta CUCTEMHOI eMOONIT Yy nauieHTIB 3 HekanaHHOW (ibpunauieto nepeacepib
(H®M) Ta gna npotinaktnkn peumameis TIB Ta TEJIA nayieHTaMm, SiKi 0JHOYACHO 3aCTOCOBYHOTb NiKYBaHHSA NOTYXXHUMU iHAYKTOopamu CY P3A4 Ta P-gp, anikcabaH
C/Nif, 3aCTOCOBYBATU 3 06EPEXHICTHO.

AnikcabaH He peKoMeHAOBaHWI AN nikyeaHHa TIB Ta TEJIA y nauieHTiB, KM OfHOYaCHO 3aCTOCOBYHOTb CUCTEMHE JiKyBaHHSI MOTY>XXHUMW iHAYKTOpamu
CYP3A4 1a P-gp, OCKiflbK/ 0ro eqyeKTUBHICTb MOXKe 6T nopyLueHa (ane. po3gin «OcobnmnBOCTI 3aCTOCYBaHHS).

AHTUKOArynaHTy, iHribiTopun arperauii TPOMOOUNTIB, CENeKTUBHI IHTi6ITOPY 3BOPOTHOMO 3axon/ieHHs cepoToHiHy (C133C) abo iHri6iTopy 3BOPOTHOIO 3aXO0M/IeHHS
cepoToHiHYy/HopagpeHaniHy i (I33CH) Ta HecTepoigHi NpoTM3ananbHi npenapaty (HI3MM).

Y 3B’A3KY 3i 3pOCTaHHAM PU3MKY KPOBOTEYi OfHOYaCHe 3aCTOCYBaHHA MauieHTaM OyAb-AKMX iHLWMX aHTMKOArynsHTiB NPOTUMNOKAa3aHe, 38 BUHATKOM KOHKPETHUX
06CTaBUH 3MiHM aHTWUKOArynsHTHOI Tepanii, KoM HegpakLioHOBaHWUIA renapuH BBOAMTLCA B [03aX, HEOOXiAHMX AN 3a6e3neyeHHs NPOXiAHOCTI LEHTPasbHOro
BEHO3HOro abo apTepianbHOro Karetepa, abo Heg)pakLiOHOBaHMI renapuH BBOAMTLCA MNif Yac KaTeTepHOT abnauil ang nikyBaHHA (ibpunauii nepeacepdb (ame.
po3ain «poTUNOKa3aHH:A).

IMicns Kom6iHOBaHOr 0 BBeEHHS eHOKcanapuHy (pa3oBa Ao3a 40 mr) Ta anikcabaHy (pa3oBa f03a 5 Mr) cnocTepiraBcs aAMTVBHMWIA eEKT LLLOAO aKTUBHOCTI (hakTopa
aHTn-Xa.

Mpn o4HOYaCHOMY 3aCTOCYBaHHI anikcabaHy Ta aueTuicaniymnosol Kucnotu (325 Mr 1 pas Ha fieHb) BUpaKeHi (papMakoKiHETUYHI a0 hapMaKoLMHaMIYHI B3aEMOAIT
Oynu BIACYTHI.

OpfHOoYacHe 3acToCyBaHHS anikcabaHy 3 knonigorpenem (75 mr 1 pa3 Ha AieHb) abo 3 KOMbiHaLieto 75 Mr Knonigorpento Ta 162 mMr auetuncaniumnosoi Kucnotu 1 pas
Ha [eHb, abo i3 npacyrpenem (noyarkosa go3a — 60 Mr, HacTynHe fo3yBaHHA — 10 Mr 1 pa3 Ha f00y) y focnimkeHHAX | a3n He BUABWUNO 3HAYYLLOMO 36i/bLUEHHS
MOZEeNbHOr0 Yacy KpoBoTeui abo [04aTKOBOIO iHri6yBaHHA arperawii TPOMOOLMTIB MOPIBHAHO i3 3aCTOCYBaHHAM aHTUTPOMOOLMTaPHUX NpenapaTiB 6e3 anikcabaHy.




[MigBYLLEHHSA MOKa3HWKIB 3ropTaHHA Kposi (MY, MHC T1a auTY) y3romkysanoch 3 eheKtamu anikcabaHy ik MoHoTeparnii.
HanpokceH (500 mr), akui € iHri6itopom P-gp, npu3soaue Ao 1,5-pa3oBoro 36inbieHHs cepefHbol AUC Ta 1,6-KpaTHOro 36iMbLlueHHs cepefiHboi Cpgy anikcabaHy.

AnikcabaH CnpuyMHAB Bi4NOBiAHE NiABWLLEHHS MOKa3HWKIB 3ropTaHHA KpoBi. OfgHOYacHe 3aCTOCYBaHHS HanpoKCeHy Ta arikcabaHy He 3MiHIOBa/lO0 eqeKkTy
HanpOoKCeHy LIOAO0 arperayii Tpom6ouuTie, 06yMOB/IEHOT BM/IMBOM apaxifOHOBOT KUC/IOTK, Ta He MPU3BOAWIO0 40 KMIHIYHO 3HAaYYLLOro 36i/bLUEHHS Yacy KPOoBOTeYi.
He3Baxkarouu Ha Lie, Y OKpeMmnX 0Cib MO>XKe pO3BMBATUCH Oi/bLL BUPaXKeHa (hapMakoAnHamiyHa BIAMOBIAb Ha Of4HOYACHE BBEAEHHS aHTUTPOMOOLMTApHUX Mpenaparis
Ta anikcabaHy. Eniksic cnig 3 0bepexHicTio 3acTtocoByBath y noefgHaHHi 3 CI33C/I33CH, HIM3I, auetuncaniunnoBor KMCMOTOK Ta/abo iHribitopammn P2Y 12,
OCKI/IbKM Ui NiKapCbKi 3aC06 3a3BMYail 30iNbLLYHOTb PU3NK BUHUKHEHHS KPOBOTEYI (AMB. po3ain «OCo6/MBOCTI 3aCTOCYBaHHS»).

HasBHMiA 0OMeXeHWA [OCBif OLHOYACHOrO 3aCTOCYBaHHs 3 IHWMMW iHri6iTopaMu arperauii TPOMOGOUMTIB (TakMMKU AK aHTaroHictu peuentopis GPIIb/1I1a,
annipngamorn, gekctpaH abo cynbgiHnipa3oH) abo TpomMOGoNiTUYHUMK 3acob6amu. OCKiNbKM Taki 3ac06M MiABULLYIOTb PU3MK KPOBOTEY, OfHOYACHE X 3aCTOCYBaHHS
pa3om i3 npenapatom Eniksic He peKoMeHAYeTbCA (AMB. po34in «OCO6MBOCTI 3aCTOCYBAHHSA»).

[HLWI CYNyTHI NpenapaTw.

Mpn ogHOYacHOMY 3aCTOCYBaHHI anikcabaHy Ta aTeHO/10/ly abo (haMOTUAMHY KNIHIYHO BUMpaXKeHi (hapMakOKiHETUYHI abo (hapmakoauHaMiYHI B3aEMOAIT He
crnoctepirannca. OgHouvacHe 3actocyBaHHA 10 Mr anikcabaHy Ta 100 Mr aTeHo10/ly He Masio K/IHIYHO BaXK/IMBOTO BM/IMBY Ha (PapmMakoKIHETUKY anikcabaHy. icns
MoJa/IbLLIOro NPUIAOMY [BOX /iKapCbKMX 3ac06iB 0HOYacHO cepefHi 3HaueHHA AUC Ta Ciy o anikcabany 6ynu Hmkumm Ha 15% Ta 18% BifnoBigHO NOPIBHSAHO i3
3acToCyBaHHAM AK MOHoTepanii. OfgHoYacHe 3acTocyBaHHsA 10 mr anikcabaHy Ta 40 Mr hamoTUAMHY He BNanBano Ha 3HaueHHA AUC abo Cix anikcabaHy.

Brnve anikcabaHy Ha iHLWIi NiKapcbKi Npenapartu.

Jocnif>keHHa arnikcabaHy in vitro nokasanu BIACYTHICTb MPUIHIYYBa/IbHOTO BMMBY LbOr0 npenaparty Ha akTueHiCTb CYPL1A2, CYP2A6, CYP2B6, CYP2C8,
CYP2C9, CYP2D6 a6o CYP3A4 (IK50 > 45 MKMONb/N) Ta HasiBHICTb CnabKoro iHri6iTopHoro BnavMBy Ha aktuBHicTb CYP2C19 (IK50 > 20 mkmons/n) y
KOHLEHTpaLifax, 3Ha4YHO OiNbLUMX 3a MIKOBI KOHLEHTpaLii npenapaTy y naasmi Kposi nauieHTiB. AnikcabaH y KOHLeHTpauisx 40 20 MKMO/b/N He IHAYKYE aKTUBHICTb
CYP1A2, CYP2B6 a6o CYP3A4/5. Tomy BBaXKa€eTbCA, L0 anikcabaH He 3MiHIOBaTMMe NOKa3HWMKN MeTabo/liuHOro KipeHcy CynyTHIX npenapaTis, MeTabos1i3M SKMX
BifI6YBAETHCA 3@ YUACTHO UMX (hepMeHTIB. AnikcabaH He NPUrHiYye 3Ha4YHOK MiIPOHD aKTUBHICTb P-gp.

FAK onmncaHo HK4e, y AOCIIKEHHAX 3a Y4acTHO 340P0BMX 406POBO/bLIB anikcabaH He NPU3BOAMB A0 3HAYHMX 3MiH (DapMaKOKIHETUKN AUTOKCUHY, HANPOKCeHY abo
aTeHonony.

AurokcuH. OfHoYacHe 3acTocyBaHHS anikcabaHy (20 Mr 1 pa3 Ha fo6y) Ta AMroKCUHY, Sikuin € cybctpatom P-gp (0,25 mr 1 pa3 Ha goby), He 3miHtoBanio AUC abo
Cinax AMTOKCUHY. TaknM YMHOM, anikcabaH He MpUrHivye TpaHCnopT cy6cTpartis, 06ymoBneHuii P-gp.

HanpokceH. OfiHoYacHe 3acTocyBaHHA pa3oBmx 03 anikcabaHy (10 mr) Ta Tunosoro HIM3IM HanpokceHy (500 mr) He Bnansasio Ha AUC abo Cipyg HANpPOKCEHY.

ATeHonon. OfHoYacHe 3acTOoCyBaHHS pa3oBMX [03 anikcabaHy (10 mMr) Ta Tunosoro 6eta-6/0katopa ateHonony (100 Mr) He BNAMBaO Ha (DapMakKOKIHETUKY
aTeHonony.

AKTUBOBaHe BYTiN/s.

3acTocyBaHHS aKTVMBOBaHOIO BYTi/NNA 3HUXKYE PiBHI eKCno3uuii anikcabaHy (AvB. po3ain «Mepefo3yBaHHS»).

Oco6MBOCTI 3aCTOCYBaHHS.

P13nK KpoBOTEMI.

AK i y pasi NpuiioMy iHLWIMX aHTMKOArynsHTIB, NaUieHTW, SKi npuiimMatoTb ENikBic, NOTpebytoTb PeTENbHOI0 Harnsgy 3 METOK BUSIBNEHHS 03HaK KpoBoTeui. Mpenapat
HeoOXiAHO 3acTOCOBYBaTU 3 OOEPeXHICTIO MpW CTaHax, SKi CYyNpOBOMXKYHTbCA MiABULLEHUM PU3MKOM KPOBOTeYi. Y pasi BMHUKHEHHA TSHKKOT KPOBOTeui
3acTocyBaHHA npenapaty Eniksic cig npunuHnTy (4UB. po3ain «obiyHi peakuii» Ta «llepefo3yBaHHN»).

Xouya nikyBaHHS anikcabaHOM He MNOTPebye perynspHOro KOHTPO/O PIBHIB €KCMO3ULiT, Y BUHATKOBUX CUTyauisiX, KOAW iH(opmauis Npo piBeHb eKcrnosumuil




anikcabaHy MOXe [OMOMOrTY MPUIAHATM KAiHIYHE PpilleHHA (Hanpuknag npu nepefo3yBaHHI Ta HEBiAKNaAHOMY OMnepaTMBHOMY BTpYYaHHi), MOXe OyTwu
BMKOPWCTaHWIA MeTof KiNlbKiCHOr0 BU3HAUYeHHs aKTUBHOCTi MPUrHiYeHHs dakTopa Xa Rotachrom® (auB. po3ain «dapMakoamHaMikay).

ICHye nikapcbKuii 3acib 419 HeilTpanisalil akTMBHOCTI iHribiTopa dakTopa Xa.

Mam’ATKY nauieHTa Npu 3acTocyBaHHI Npenapaty EnikeBic MoXKHa 3HaliTK 3a nocunaHHAM www.pfizer.ua/node/2196.

B3aemogil 3 iHLUMMM iKapCbKMMK 3ac06amMu, L0 BNMBAKOTL HA 3ropTaHHA KPOBI.

Y 3B’A3Ky 3i 3pOCTaHHAM pPU3MKY KPOBOTEYi napanenbHe JiKyBaHHA NauieHTIB OyAb-AKMMMW [HWMMKW aHTUKOAryngHTamMmy MpoTunokasaHe (guB. po3gin
«[pOTUNOKA3aHHS»).

3acTocyBaHHs npenapaty ENikBic 0f4HOYACHO 3 aHTUTPOMOOLMTAPHUMK NpenapaTaMun NigBULLYE PU3MK KpoBoTedi (AMB. po3gin «B3aemogisi 3 iHLWMMUK NiKapCbKNUMM
3ac06amMm Ta iHLWWI BUAW B3aEMOLIN»).

Cnif nposBAATY 06ePEXHICTb, AKLLO NaLieHTV NapanensHoO oTpUMYHOTb NikyBaHHS CI33C a6o I33CH, a6o HIM3I1, BkAouatoum aLeTuncaniumnoBy KUCIoTy.

[icna onepaTMBHOIO BTPYYaHHA He PEKOMeHAO0BaHO OLHOYACHO 3 anikcabaHOM npu3HayaTty iHWI IHriGiTopn arperauii TpomboumTiB (AMB. po3ain «B3aemogis 3
IHLIMMW NiKapCbKNMMM 3ac06amu Ta iHLLI BUAMN B3aEMOAIA»).

[ns nauieHTiB 3 ibpunsLieto nepeacepab Ta cTaHaMK, ki NOTPedyTb NPOBEAEHHS MOHO- ab0 NO/ABIMHOT aHTUTPOMOOLMTAPHOT Tepanii, 10 NoYaTKy KOM6iHYBaHHS
Takol Tepanii 3 anikcabaHoM C/lif, PETeNbHO 3BXUTW MOTEHLiAHY KOPUCTb Ta PU3NKM.

IMig Yac KNiHIYHOro AOCNIMKEHHS 3a Y4acTio NauieHTiB 3 (ibpunsuieto nepeacepdb OAHOYACHe 3aCTOCYBaHHA aLeTUACaniUMNoBOT KUCNOTU NiABULLYBaN0 pU3NK
BUHWKHEHHS CU/TbHOT KPOBOTEYI, NOB’A3aHOT 3 NiKyBaHHAM anikcabaHom, — 3 1,8% Ha pik go 3,4% Ha piK, a pu3uK, NoB’s3aHunii 3 BaphapuHoM, — 3 2,7% Ha piK [0
4,6% Ha piK. Y UbOMY KNiHIYHOMY AOCNifKEHHI O4HOYaCHe 3aCTOCYBaHHA MOABIHOI aHTUTpOMOGOUMTapHOI Tepanii 6yno oomexeHum (2,1%) (avB. posain
«PapmakomMHaMiKa»).

Y KniHiYHe pocnifkeHHA 6ynu 3anydeHi nauieHTw i3 ¢ibpunsauiero nepeaceplb i3 TKC Ta/abo Taki, wo nignaratlote YKB i3 niaHOBMM NepiofoMm NiKyBaHHSA
iHri6iTopom P2Y 12, i3 abo 6e3 ACK, Ta nepopasbHUM aHTUKoarynsHToM (anikcabaH abo aHTaroHicT BiTamiHy K (ABK)) npoTtsirom 6 micsayis. OgHouacHWiA Npuiiom
ACK y cy6’eKTiB, fKi OTpumyBan1 anikcabaH, NifBuLLYyBaB PU3MK MacuBHOI ab0 HEMaCVMBHOI K/IHIYHO 3HauyLLOl KpoBOTedi 3a Kputepismmy MidXHapOAHOro
TOBapWCTBa 3 BUBYEHHSA Npobsiem Tpomb03y Ta remoctasy (ISTH) Ha 16,4-33,1% Ha pik (4uB. po3ain «PapMakognHamiKa).

Y Xofi KNiHIYHOro JOCNiKEHHS 3a Y4acTHO NauieHTIB rpyny BUCOKOrO pU3MKY MiC/s MepeHeceHoro rocTporo KOPOHapHOro CUHAPoMy 6e3 ibpunsauii nepescepab,
AKi MaJin OHOYACHO KiflbKa CynyTHIX 3aXBOPIOBaHb KapAionoriyHoro Ta HeKapAioNnoriyHoOro xapakrepy Ta OTpUMyBan aueTuacaniynnoBy KACI0TY abo KOMbGiHaLito
aueTuncaniumMnoBoil KUCIOTK Ta KNONIAOrpesto, 3aCTOCyBaHHA anikcabaHy CynpoBOKYBasIoCh 3HAYHUM 3POCTaHHAM PU3NKY CUMbHUX KPOBOTEY 3a Knacudikaliero
ISTH — 5,13% Ha piK NOpiBHAHO 3 rpynoto nnauebo, Ans AKoi Len pusnK cTaHoBUB 2,04% Ha piK.

3acTocyBaHHS TPOMOOMAITUYHUX NMPenapaTiB Aas AiKyBaHHS TOCTPOro ileMiYHOro iHCybTy.

JocBif 3acTocyBaHHA TPOMOONITUYHMX NpenapaTiB ANa NiKyBaHHSA rOCTPOro iLeMiYHOro IHCYbTY Yy NauieHTIB, WO NpuiiMani anikcabaH, Haa3BUYanHO 0OMEXEHWIA
(amB. po3gin «B3aemopis 3 IHLIMMK NIKAPCbKUMIK 3ac06amu Ta iHLLI BUAM B3aEMOAIA).

MaLieHTy 3i LUTYYHUM K/lanaHoM cepus.

besneka Ta egeKTUBHICTb npenapaty EnikBic He focnimKyBanmcb y MauieHTIB, fKi MalTb LUTYYHWUIA KnanaH cepus 3 abo 6e3 apTepiasibHOI (hibpunauii. Tomy
3aCTOCyBaHHSA anikcabaHy He PeKOMEeHAYETLCA Y LibOMY BUMAAKY.

MauieHTn 3 aHTugochoninigHMM CUHAPOMOM

MepopasibHi - aHTUKOArynsaHT MpAMOol  AiT, BKIOYalouM arnikcabaH, He peKOMeHAOBaHi nauieHTam 3 TpombOo30M B aHaMHesi, Y $KMX [iarHOCTOBaHO
aHTudochoninigHNn cMHAPOM. 30Kpema, y NauieHTiB, NO3UTUBHMX 3a TPbOMa (akTopamu (BOBYAKOBUIA aHTUKOArYNAHT, aHTUTINA NPOTU KapAioniniHy Ta GeTa-2-
rnikonpoTeiHy 1), NikyBaHHSA nepopaibHUMK aHTUKOarynsHTamy npsamol Aii Moxke 6yTn MoB’A3aHe 3i 36ibLUEHHSIM YaCTOTU MOBTOPHUX TPOMOOTUYHMX NOAil Y
MOPIBHSAHHI 3 Tepani€cto aHTaroHictamy BitamiHy K.

XipypriyHi BTpy4YaHHs Ta iHBa3BHI NpoLUeaypw.



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

NikyBaHHA npenapatomM EnikBic cnif npunvHUTY LWoHalimMeHLWwe 3a 48 rognH Ao NpoBeAeHHs M1aHOBOT onepauii abo iHBa3MBHUX NpoLeayp 3 NOMIPHUM Y BUCOKUM
PU3NKOM PO3BUTKY KPOBOTeUi. Lle CTOCYeTbCA BTPYYaHb, A8 AKUX PO3BUTOK KNIHIYHO 3HAYYLLMX KPOBOTEY He MOXe OYTW BUK/IKOUEHWIA, Ta Npoueayp, ANA AKUX
PU3NK PO3BUTKY KPOBOTEYI € HEMPUNHATHUM.

NikyBaHHA npenapaTom Enikgic cnif npunUHATA LWOHaNMeHLLE 3a 24 rognMHM A0 NPOBEAEHHS NAaHOBOI onepauii abo iHBa3sMBHMX Npoueayp 3 HeE3HaYHUM PU3NKOM
PO3BUTKY KpPOBOTeUi. Lle CTOCYETbCSA BTPYYaHb, Nif Yac NpPoBefeHHS AKUX Oyab-AKi MOX/INBI KPOBOTEYI OUYiKYHOTLCSA HE3HAYHMMU 33 06CArOM, HEKPUTUYHUMUK ANA
L€l AiNSHKM ab0 Nerko KOHTPO/IbOBAHUMMU.

AKLLIO onepawito YM iHBa3MBHY NpOLEAYPY HEMOXIMBO BiAKNACTW, HEOOXIAHO BXWTU BiANOBIAHMX 3aCTEPEXHUX 3aXO0fiB, BPAXOBYHOUM MiABULLEHNA PU3UK
KpoBoTeui. Cnif 3BaXKUTU PU3NK BUHWUKHEHHSI KPOBOTEUI Ta CTYNiHb HEBIAKNAAHOCTI BTPYYaHHS.

Cnig, BIGHOBUTK NiKyBaHHA npenapatoM Eniksic sAKoMora WwBmnALle nicns XipypriyHoro BTpyyaHHsA abo iHBa3VBHOI MPOLeypw, 3a YMOBY, LLO Lie [O3BOJISE KMIHIYHA
cuUTyauis Ta 6yn0 BXXUTO HaeXHUX 3axX0fiB Ans 3abe3neveHHs remoctasy (4n1a KapaioBepcii AmB. po3ain «Cnocib 3acTocyBaHHs Ta 403n»).

MayieHTaMm, AKi NPOXOAATb KaTeTepHY abnauito 41 MikyBaHHA idbpunauii nepefacepab, Hemae NoTpedu nepepmsaTy IiKyBaHHA npenapaToM Eniksic (4MB. po3ginu
«Cnocib 3acTocyBaHHA Ta 403u», «[1pOTUNOKa3aHHA» Ta «B3aemogis 3 iHLMMK NiKapCbK1UMKM 3aco6amu Ta iHLLI BUAN B3aEMOAI»).

TvMyacoBe NPUMNUHEHHSA NiKYBaHHA NpenapaTom.

MMpUNUHEHHA NiKYyBaHHA aHTUKoarynaHTamu (y ToMy yucni anikcabaHom) y 3B’A3KY 3 aKTMBHOK KPOBOTEYEHD, MPOBEAEHHAM NiaHOBOI onepaii abo iHBa3UBHKX
npoueayp NiABLLYE PU3MK PO3BUTKY TPOMOO03Y Y MauieHTiB. Cnif YHVUKaTK nepepsn y NiKyBaHHI, a y pasi, KONu NikyBaHHA HeOOXiAHO TUMYacoBO MPUNUHUTK (3
Oy ib-AKUX MPUYKH), CMifJ SKOMOra LWBKALLE BiAHOBUTW NPUIAOM Npenapary.

CniHasibHa/enifypasibHa aHecTe3id abo NyHKLis.

Mpu 3acToCyBaHHI HelpoakciaibHOT (CMMHHOMO3KO0BOT abo enifypanbHOT) aHecTesil abo NpoBeAeHHI CNiHaNbHOT YK enifypanbHOT NYHKUIT NaLieHT, SKi OTPUMYOTb
NiKyBaHHA aHTUTPOMOOLMTapHUMY NpenapaTamn 3 MeTOK NPOQINaKTUKN TPOMOOEMOONIYHUX YCKNaAHEHb, MAtOTb MiABULLEHWIA PUSKK YTBOPEHHS enifypanbHoT abo
CMiHaNbHOI remaTtoMu, sika MOXKe MpWU3BECTU A0 AOBrOTPUBANOro abo OCTaTOYMHOrO napanivy. PU3MK BMHUKHEHHS LUMX SBULLL MOXE 30iNblLyBaTUCL Yepes
BMKOPUCTaHHA MOCTINHMX KaTeTepiB y nicagonepayiinHmii nepiog abo cynyTHE 3aCTOCYBaHHA NiKapCbKUX Npenaparis, AKi BNMBaOTb Ha NPOLECU 3ropTaHHS KPOBI.
MocTinHWI enigypanbHWil abo Nifo60N0HKOBMI KaTeTep HEOOXiAHO BUAAIUTI LOHaiMeHLLe 3a 5 rogvH 4o npuiiomy nepLuot fo3v npenapaty Eniksic. TakoxX pusnk
MOXe 36i/bLUyBaTMUCh BHACNIJOK TpaBMaTMYHOI abo HEOAHOPA30BOI enigypasibHOT a60 CMMHHOMO3KOBOT NMYHKLLiT. Heo6XiHO NOCTINHO KOHTPONIOBATM CTaH MaLjieHTiB
NS BUSBNEHHS CUMMTOMIB HEBPOOriYHMX MOPYLLEHb (HaNpPUKag OHIMIHHA ab0 cnabKicTb Yy HOrax, NopyLleHHs (YHKLI KMLLIKOBOro TpakTy abo cevoBOro Mixypa).
FAKLLO Yy nauieHTa 3’ABNATLCA 03HAKU HEBPOJIOTIYHMX NOPYLUEHb, 060B’A3KOBO CNif, HEBIAKIALHO MPOBECTM AiarHOCTUKY Ta JlikyBaHHSA. Mepes HelpoakcialbHUM
BTPYYaHHAM JliKap NMOBUHEH 3BaXXUTW MOTEHLHY KOPUCTb Ta PU3NKKN 419 NaLieHTIB, AKi OTPUMYIOTb aHTUKOArynsHT1 abo 6yAyTb OTPMMYBATU aHTUKOArynsHTY 3
MEeTO0 MPOMINAKTUKN YTBOPEHHS TPOMOIB.

KniHiyHWIA pocBif 3acTocyBaHHSI anikcabaHy naljieHTaM 3 MOCTiHUMK Mig060M10HKOBUMM abo enigypanbHUMK KaTeTepaMun BiAgCyTHI. 3a nNoTpebu Takoro
3aCTOCyBaHHS npenapary chif, 'PYHTYHUNCH Ha JaHuX (hapMaKOKIHETUKW, BUTPUMATU iHTepBasl MiXK OCTaHHIM NPUnOMOM anikcabaHy Ta BUAaneHHsAM KateTepay 20
— 30 rogvH (TobTO BABIYI GifbLUe Nepiofy HaniBBMBeAEHHS). KpiM Toro, nepes BUAaNEHHAM KateTepa HeoOXiJHO NponyCTUTK LLOHaNMEHLLe OfHY 03y anikcabaHy.
HacTynHy f03y npenapaTty MOXHa 3aCTOCOBYBATW He paHille HiX Yepe3 5 roguH nicna BuganeHHs Katetepa. AK i WOLO0 YCiX HOBUX aHTMKOArynsaHTHUX Npenaparis,
[OCBIfl 3aCTOCYyBaHHS arikcabaHy nauieHTaM 3 HeilpoakciasbHOK 6/10Kafo0 06MeXeHUA. TOMy 3acToCyBaHHS anikcabaHy LUUM nauieHTam notpebye 0co6/mBOI
06epexxHOCTI.

MauieHTn, aKi cTpakaatoTb Ha TEJTA Ta MatoTb HECTAOI/IbHY reMOAMHAMIKY, a00 NALIEHTW, SKi NOTPEOYHOTL TPOMOOI3Y YK NEreHEBOT EMOOIEKTOMIT.

ENikBiC He peKOMeHAYETbCA 3aCTOCYBaTK AK a/ibTepHATUBY HedpakL,iOHOBAHOMY renapuHy nauieHTam, fKi CTpaXKaakoTb Ha TPOMO0eMOO0Nito flereHeBol apTepii Ta
MatoTb HeCTabiNlbHy reMofmMHamiKy abo MOXYTb NPOXOAMTN TPOMOO/I3 UM lereHeBY eMO0NeKTOMILD, OCKI/IbKM Ge3neKa Ta edieKTUBHICTb anikcabaHy y 3a3HaueHnx
KNIHIYHMX CUTYaLisiX He BCTAHOB/IEHI.

MauieHTV 3 aKTUBHUM PaKOM.




EexkTnBHICTb Ta 6e3neka anikcabaHy y nikysaHHi TI'B, nikyBaHHi TEJIA Ta npodginaktuui peunavsis TIB ta TEJTIA (BTEN) ona nawieHTiB 3 aKTUBHUM PakoMm He
BCTaHOB/IEHI.

MauieHTn 3 NOPYLLUEHHSIM (PYHKLIT HAPOK.

[eaki KNiHiYHI gaHi ceigyaTb NPo Te, WO KOHLUEeHTpauisa anikcabaHy y nniasMi KpoBi MigBULLEHA Y MALIEHTIB 3 TXXKUM MOPYLUEHHAM (DYHKUIT HUPOK (KipeHe
KpeaTuHiHy 15 — 29 Mn/XB), WO MOXe NifABuWLLYBaTW PU3MK KpoBOTeY. AN npodinakTukM BeHO3HOI Tpomb6oembonii (BTE) nig uyac nnaHoBOI onepauil 3
eHZonpoTe3yBaHHA Ky/bLIOBOro abo KosniHHoro cyrnoba (BTEM), anga nikysaHHs TIB, nikyBaHHs TEJIA Ta npodinaktvku peunamsis TIB ta TEJIA (BTEn)
anikcabaH cnif, 3aCTOCOBYBaTW 3 00EPEXHICTIO NauieHTam 3 TSXKKMM MOPYLUEHHAM (YHKLUIT HUPOK (KnipeHC KpeaTuHiHy 15 — 29 mn/xB) (amB. po3ginm «Cnocio
3aCcTOCyBaHHA Ta [03U» Ta «PapMaKOKIHETUKa).

[N NpoinakTUKKM IHCYNbTY Ta CUCTEMHOT eMBOAIT Y nauieHTiB i3 HPI, y AKMX HasBHI NOPYLUEHHSA (DYHKLIT HAPOK (KipeHC KpeaTuHiHy 15 — 29 mn/xB) abo piBeHb
CUPOBATKOBOro KpeaTuHiHy = 1,5mr/an (133 MKMO/b/N) Yy NOEAHaHHI 3 TakMMK (hakTopamu, SK BiK MoHag 80 pokiB abo maca Tina meHwe 60 Kr, noTpioHO
3acTocoByBaTK 03y anikcabaHy — 2,5 Mr agidi Ha go6y (4uB. po3ain «Cnocib 3acTocyBaHHS»).

KniHiyHWIA gocBifg 3acTocyBaHHS anikcabaHy nauieHTam 3 KNipeHCOM KpeaTuHiHY < 15 mn/xB abo nauieHTam, SiKi 3HaxoAAaTbCs Ha Aianisi, BiACYTHI, ToMy anikcabaH
He PeKOMeH/10BaHWI A1 3aCTOCYBaHHS i KaTeropii nauieHTiB (AMB. po3ainn «Cnoci6 3acTocyBaHHS Ta [03u» Ta «PapMaKoKiHETUKa).

MawieHTU NITHLOTOBIKY.

3 BIKOM MOXe NifABMLLYBaTUCA PU3NK BUHNKHEHHSA KPOBOTEY (IMB. PO3AiN «PapMaKkoKiHETUKA).

Takox npenapat Enikgic y NoeAHaHHI 3 aLeTUNCaniLnIoBOKKUCIOTOR AN NiKyBaHHA NaUieHTIB MITHLOr0 BiKY CNif, 3aCTOCOBYBaTN3 06EPEXHICTIO Yepes MiaBULLLEHHS
PU3NKY KPOBOTeEMI.

Maca Tina.

3HMKeHa maca Tifa (< 60 Kr) nigBuLLye pU3MK BUHUKHEHHSA KPOBOTeY (AMB. po3ain «PapMakoKiHETUKaE).

MawieHTn 3 NOPYLLUEHHSAM (DYHKLLIT MeYiHKM

EnikBic NpoTUNOKasaHWi NaLjieHTam i3 3aXBOPHOBaHHAMM MEYiHKK, SKi CYNPOBOMKYHOTbCA KOarynonaTieto Ta KiHIYHO CYTTEBMM PU3MKOM KPOBOTeui (AMB. po3ain
«[1pOTUNOKA3aHHSA).

MpenapaTHe peKOMeHA0BaH03aCTOCOBYBATUAA /TIKYBaHHAMALIEHTIB 3 TAXXKMM NOPYLLUEHHAMPYHKLiTNeYiHKM (AMB. po3ain «PapMakoKiHETUKAE).

EnikBic cnif 3 06epeXxHiCTH3aCTOCOBYBATUANA NTiIKyBaHHANALIEHTIB3 IErKUMM abo MOMIpHUMUMOPYLLEHHAMUMYHKLITNeYiHkK (knac A abo B 3a Yaingom— M°10) (amB..
po3ainm «Cnocib 3acTocyBaHHATA L03U» Ta «PapMaKOKIHETMKAY).

MayieHTiB 3 NiABULLEHUMM PIBHAMY (PEPMEHTIB MediHKn (anaHiHamiHoTpaHcdepasa/ acnapTatamiHoTpaHchepasa (A/IT/ACT) NepeBULLYIOTb BEPXHIO MEXY HOPMU Y
Ginblle HXX 2 pa3n) abo 3arasibHUM 6inipybiHOM, BULLMM 3a BEPXHIO MeXy HopMu B 1,5 abo 6inblie pasiB, He AOMYCKaan A0 yyacTi y KAIHIYHUX AOCNI[KEHHAX.
Tomy EnikBic cnif 3 06epeXxHICTIO 3aCTOCOBYBATW A1 NiKyBaHHSA L€l nonynauii nauieHTiB (AMB. po3gin «®apmakoKiHeTUKa»). [lo noyaTky nikyBaHHSA anikcabaHom
HeobXiAHO NPOBECTU AOCNIKEHHS (DYHKLIV NEYiHKN.

B3aemogii 3 iHribitopamu sk umtoxpomy P450 3A4 (CY P3A4), Tak i P-rnikonpoteiny (P-gp).

ENnikBiC He pekoMeHAO0BaHO MpU3HaYaTh NauieHTam, AKi OTPMMYKTb CUCTEMHE NiKyBaHHA MOTYXHMMM iHribiTopamn ogHovacHo CYP3A4 Ta P-gp, TakuMmmn §K
a30/lbHi aHTUMIKOTUKM (HanpyKnaa KeTOKOHa30/, iTpakoHa30/1, BOPMKOHA30/1 Ta NOCcCakoHa3o/) abo iHribitopu npoTeasn BIJT (Hanpuknag puToHasip). Lii nikapcbki
3ac06M MOXYTb 30iMbLLUMTY eKCNO3ULLIt0 anikcabaHy BABIYi (AMB. po3ain «B3aemogis 3 iHWMMKM NiKapCbKUMK 3ac06aMu Ta iHLWWI BUAW B3aEMOLiN») ab0 HaBiTb GifbLue
3a HasiBHOCTI [0aTKOBUX YMHHWKIB NiABULLEHHS eKCno3nuii anikcabaHy (TakuMX SK TSHXKKe NopyLeHHs (yHKLUIT HUPOK).

B3aemogii 3 npenaparamu, siKi ogHoyacHo € iHaykTopamu CY P3A4 1a P-gp.

OfHoYacHe 3acTOCyBaHHA npenapaty EMikBiC Ta MOTYXHWX npenapaTiB-iHAykTopiB CYP3A4 Ta P-gp (Hanpuknag pudamniumHy, (eHiToiHy, Kapbamaseniny,
(heHoGapbiTany abo npenapatiB 3BiPOOOKD) MOXE MPU3BECTU A0 3HVKEHHS eKcno3uuii anikcabaHy npubnnsHo Ha 50%. Y KNiHIYHOMY AOCNIIKEHHI 3a Y4yacTio
nauieHTiB 3 ibpunaLieto nepescepib O4HOYACHe 3aCTOCYBaHHA anikcabaHy Ta noTy>KHUX iHAykTopis CY P3A4 Ta P-gp 3HWKYBaNo e()eKTUBHICTb aHTUKOAryNsaHTY




Ta MiABYLLYBaSIO PU3MK KPOBOTEUI MOPIBHAHO i3 3aCTOCYBaHHAM anikcabaHy K MOHOTepanii.

[na nauieHTiB, AKi OAHOYACHO OTPUMYIOTb NliKyBaHHA NOTY>XHUMK iHAYKTOpamu CY P3A4 Ta P-gp, 3aCTOCOBYIOTb HMKYe3a3HayeHi pekomeHpaauii (ave. posain
«B3aemogis 3 iHW1MM NTIKapCbKUMM 3aC06aMK Ta iHLI BUAW B3AEMOLIN»):

- anikcabaH cnif, 3aCTOCOBYBaTW 3 006epeXxHICTIO AN npodinaktky BTE nig yac nnaHoBOI onepauii 3 eHAonpoTe3yBaHHSA Ky/bLIOBOro abo KOJIIHHOrO cyrnoba,
NPOMIiNaKTUKK IHCYNbTY Ta CUCTEMHOT eM60niT y nauieHTiB 3 HPIM Ta ana npodinakTnkn peumameis TIB 1a TESA;

- He cnif 3acTocoByBaTy anikcabaH ans nikysaHHa TI'B 1a TEJIA, OCKiNbKy MOro epeKTUBHICTb MOXe OyTU NopyLUeHa.

XipypriyHe NiKyBaHHs NEPENOMY CTErHA.

KniHiuHI gocnimpkeHHs eeKTUBHOCTI Ta 6e3neKkun 3acTocyBaHHA arnikcabaHy nauieHTam, SiKi NPOXOAsTb XipypriyHe NiKyBaHHS NepesioMy CTerHa, He NPOBOAU/IN.
Takum YMHOM, 3aCTOCYBaHHS Npenapaty TakMM nauieHTaMm He peKOMeHJ0BaHe.

J1ab0paTOPHI MOKA3HUKMW.

Pe3ynbTaTy aHani3iB 3ropTaHHs KpoBi (Hanpuknag npoTpom6iHoBuin Yac (MY), mixkHapogHe HopManizoBaHe cnissigHoweHHs (MHC) Ta akTMBOBaHMIn YaCTKOBWIA
Tpom6onnacTMHoBMin Yac (aUTY)) 3mMiHIOKOTbCA BIAMOBIAHO A0 OYiKyBaHb Y 3B’S13KY 3 MeXaHi3MOM fiT anikcabaHy. 3MiHW, BUSIBMEHI Y pe3y/bTaTax LMX aHasi3iB npu
3aCTOCyBaHHI TepaneBTUYHMX 03, € HE3HAYHUMM Ta HaA3BUYANHO BapiaTUBHUMU (4MB. PO3Ain «PapMakoguHaMIKa).

IHhopMmaLLis NPo AOMOMIXKHI PEYOBUHM.

Eniksic MicTuTb nakTosy. Lleit npenapat He cnif npuiiMaTi nauieHTam 3 pigKICHUMK CNagKoBUMM 3aXBOPHOBAHHAMM, NOB’A3aHUMM 3 HENEPEHOCUMICTIO raiakTosw,
MOBHOK HEAOCTATHICTIO lakTasu abo CUHAPOMOM MOPYLLUEHHS BCMOKTYBaHHS I/IFOKO3M Ta ralakTo3u.

3acTocyBaHHs B nepiog BariTHOCTI abo rofyBaHHs rpyazato.

BariTHicTb. [JaHuX Npo 3acToCyBaHHA anikcabaHy BariTHUM >XiHkam Hemae. [JOCnifpKkeHHA Ha TBapuHax He BUsSBWAM GesnocepefHbOro abo onocepeskoBaHOro
LUKIZ/IMBOrO BMN/IMBY Ha PENPOAYKTUBHY (DYHKLi0. AnikcabaH He peKOMeHA0BaHO Npu3HayaTu nij vac BaritTHoCTiI.

Mepiog rogysaHHa rpyaaro. Hapasi HeBiOMO, UM BUAINAETLCA arnikcabaH abo Moro Metabonitv 3 rpyaHMM MOMIOKOM MOAMHK. IHhopMauis, oTpumaHa nifg yac
[OCNiAKeHb Ha TBapuHax, CBIAYMTb MPO BUAINEHHA anikcabaHy y MONOKO. HEMOXIMBO BUKIOUUTU PU3MK 419 HOBOHAPOKEHUX Ta HEMOBAT, AKUX FOAYHTb
TPYLAKO.

Cnif NPUAHATY PiLLEHHS WOAO NPUNMHEHHSA FOAYyBaHHS rpy At abo NpPUNMHEHHS/BIAMOBY Bif NiKyBaHHS anikcabaHoM.

Bnnve Ha penpofyKTUBHY (PYHKUi. [LOCNiIKEHHS Ha TBapMHaX, AKMM 6e3nocepeHb0 BBOAWAN anikcabaH, He BUABW/IN BMNJIMBY LibOro npenaparty Ha PepTUIbHICTD.

3paTHICTb BNMBATW Ha LUBUAKICTb pPeakLii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLIMMK MexaHi3MaMu.
Eniksic He BN/MBae abo Maike He BNAMBAE Ha LWIBMAKICTb peakLil nij Yac KepyBaHHA aBTOTPAHCMNOPTOM ab0 iHLLIMMUK MexaHi3mMamu.

Cnocib 3acTocyBaHHA Ta [03Mu.

Cnocib 3aCTOCYBaHHS.

MpenapaT 3aCTOCOBYIOTL NepopasibHO. ENIKBIC Cnif NpuinMaTi, 3anvMBaroyum BOAOHO, 3 DKEKO UM 6e3 TXi.

[ns nauieHTiB, fKi HE MOXYTb MPOKOBTHYTW Uini TabneTkun, Tabnetkn npenapary EnikBiC MOXHa NoApiGHUTW i cycneHayBaTu y BoAi, 5%-My BOAHOMY PO3UMHI
[eKcTpo3n abo y A6ny4yHOMY COKY, a TakOX MOXKHa 3miwatu 3 A61y4yHMM Mope; Micns UbOro opasy 3acTocyBaTy npenapar nepopasibHO (AWB. po3gin
«DapMaKoKiHeTMKa»). Takox TabneTkn npenapaTy Eniksic MoXxHa nofpi6bHUTK i cycneHgysatn y 60 mn Bogn abo 5%-my BOAHOMY PO34UMHI AEKCTPO3M i oapasy
BBECTY Yepe3 Ha3oracTpasibHUIM 30HS (4MB. po3ain «PapMakoKiHeTUKa).

Mpenapat Enikeic y hopMi Tabnetok nicns nofpibHeHHs € cTabinbHUM Yy BoAi, 5%-My BOAHOMY PO3YMHI JEKCTPO3M, A61yUYHOMY COKY abo f61y4YHOMY Mnrope Ao
4 rofuH.




LJ03yBaHH3.

MpoinakTnKa BeHO3HOT Tpomboem60/iTy pasi N1aHoBOro NPoTe3yBaHHA KONIHHOIO abo Ky/bLLIOBOro Cyrnoba.

PekomeHao0BaHa fio3a npenapaTy ENikBic cTaHOBUTb 2,5 Mr nepopanbHO ABidi Ha AeHb. Meplly 403y cnif NpuiAHATY Yepes 12 — 24 roavHK nicns onepawii.
O6uparoum vac 414 NepLIoro BBeAEHHS npenapaTy B MeXax LibOro BiKHa, /likapi NOBMHHI BpaxoBYBaTW NOTEHLiNHY KOPUCTb Bif GiflbLl paHHLOrO NOYaTKY BBEAEHHS
aHTUKoarynaHTiB 415 NpoMiNakTUKN BEHO3HOT TPOMB0eMO0NIT Ta NOTEHLINHMIA PU3MK BUHUKHEHHS NicnsonepawiiHoT KpoBOTeui.

[n4 nauieHTIB, WO NepeHecn onepawito 3 MeTOH 3aMiHM Ky/bLLOBOIO Cyrno6a, peKoMeHA0BaHa TPMBaNICTb NiKyBaHHA CTaHOBUTL 32 — 38 4HIB, a A4/15 NaLieHTIB, L0
nepeHec onepawito 3 MeTOO 3aMiHW KOJTiHHOro cyrnioba— 10 — 14 fgHiB.

MpoinakTuka iHCYyNbTY Ta CMCTEMHOI eM60/iTy NauieHTIB 3 HEKnanaHHo ibpunsuieto nepeacepab.

PekomeHo0BaHa fo3a npenapaty EfikBiCc CTaHOBUTL 5 MI nepopasibHO ABiYi Ha AeHb.

SHU>KEHHS [03MW.

[ns nauyieHTiB 3 HeknanaHHOW (ibpunaUieto nepeacephb Ta WOHaMEHLLe ABOMA 3 TaKMX XapaKTepucTuK, siK: BiK = 80 pokiB, maca Tina < 60 Kr abo piBeHb
KpeaTuHiHy cupoBaTku = 1,5 mr/an (133 MKMo/Ib/N), pekoMeHA0BaHa i03a npenaparty Enikeic CTaHOBUTL 2,5 MI nepopasibHO [BiYi Ha AeHb.

NikyBaHHA cnif NPpoBOAMTY NPOTArOM TPMBAIONO Nepiofy Yvacy.

NikyBaHHs Tpombo3y rmbokux BeH (TI'B) Ta TpomboemboniinereHesoi apTepii (TESIA), a Tako>K npodinakTuka peuvamsis TIFB Ta TEJSA.

PekomeHf0BaHa [j03a npenapaTy Enikgic ana nikysaHHs TIB Ta TEJIA ctaHoBUTL 10 Mr nepopasibHO ABiYi Ha AeHb NPOTAroM neplumx 7 AHiB. IoTiM npenapat
3aCTOCOBYHOTb Y [103yBaHHI 5 MI nepopasibHO ABiYi Ha AeHb. 3rifHo 3 AitoUMMM MeANYHMMM HAaCTaHOBaMK, KOPOTKa TPMBanNiCTb NMiKyBaHHA (LOHaiMeHLwe 3 Micsi)
MOBMHHA BPax0oBYBaTW (PAKTOPW PU3MKY, L0 MUHAIOTL (HANPUKa HeLw0AaBHE XipypriyHe BTpyYaHHs, TpaBMa, iMMo6inisauis).

PekomMeHfl0BaHa fi03a npenapaty Eniksic ansa npodginaktuku peunamsy TIB Tta TEJTA cTaHOBMTb 2,5 MI nepopanbHO ABidi Ha fo6y. AKWO nauieHTy nokasaHa
npodinaktuka peunameis TIB Ta TESA, fo3y 2,5 Mr ggidi Ha 400y cnif noYnHaTK NPUIAMAaTK NiCs 3aBepLUeHHs 6-MiCAYHOro Kypcy NikyBaHHS npenapaTom Enikeic
y [03i 5 Mr ABivi Ha fo6y abo Kypcy NiKyBaHHS iHLIMM aHTUKOArynsgHTOM, K 3a3HayeHo y Tabnuui 8 (TakoxX AvB. «PapMakoguHaMIKa»).

Tabnuus 8
Mokas3aHHA Cxema 3aCTOCYBaHHSA MakcumanbHa
n060Ba A03a

NikyBaHHsA TI'B a6o TESTIA nepLwi 7 gHis — 10 Mr ggivi Ha o6y 20 mr

nofabLue 3aCTOCyBaHHAM 031 5 Mr ABidi Ha 10 mr

[0y
Mpodpinaktuka peunamsy TIB ta | 2,5 Mr aBivi Ha fo6y Swmr
/abo TEJIA nicns 3aBepLUeHHs 6-
MiCAYHOr 0 Kypcy nikyBaHHsi TI'B
abo TEJIA

TpuBanicTb 3arasibHOro Kypcy NikyBaHHS BU3HAYalOThb iHAMBIAYASIbHO MICNSA PeTe/IbHOT OLiHKM NnepeBar fliKyBaHHA Ta PU3nKy KpoBoTedi (4nB. po3ain «OcobnmnsocTi
3aCTOCYBaHHS»).

Mponyck npuiiomMy A03u.

AKLo npuiioM npenaparty 6y10 NPonyLLeHo, NaLieHTOBI CNij HeraHo NPUIAHATI ENiKBIC Ta NPOAOBXYBATW NiKYBaHHA Y 3BUYaiHOMY PeXUMI ABiYi Ha [eHb.

3amiHa npenapaTis.

MepeBefieHHA 3 MapeHTepPa/lbHOTO BBELEHHS aHTUKOAarynsHTiB Ha JliKyBaHHA anikcabaHoM (i HaBMaku) MOXKHa MPOBOAUTM B MOMEHT MPUIAOMY HACTYMHOI
3annaHoBaHoT Ao3u (auB. po3ain «B3aeMogis 3 iIHLWMMUK NiKapCbKMMK 3aC06aMm Ta iHLLI BUAW B3aEMOAiN»). LIi nikapcbKi 3ac061 He Cnif 3aCTOCOBYBaTW OfHOYACHO.
MepeBefeHHA 3 NiKyBaHHA aHTaroHicTamu BiTamiHy K Ha nikyBaHHA npenapaToM Eniksic.



Mpn nepeBefeHHI NauieHTIB 31 CXeMU JliKyBaHHA aHTaroHICTOM BiTaMiHy K Ha nikyBaHHA npenapatom Enikgic cnif NpUnVHUTA 3aCTOCYBaHHA BapdapuHy abo
IHWWOro aHTaroHicta BiTamiHy K Ta po3noyaTu nikyBaHHA npenapatomM Enikeic, Kony MiXkHapoHe HopMasli3oBaHe CMiBBiAHOLLIEHHS CTaHOBUTUME < 2,0.
MepeBeaeHHA 3 NiKyBaHHA npenapaToM ENiksiC Ha NiKyBaHHA aHTaroHicTamu BiTamiHy K.
MepeBoAsYM NauieHTIB 3 NiKyBaHHSA npenapatom Enikeic Ha NiKyBaHHS aHTaroHicTom BiTamiHy K, cnig npogoBXyBaTu NpuitoM ENiKBiCY LOHANMEHLL NPOTArOM
2 [HIB Mnicnsa npu3HadveHHs aHTaroHicta BiTamiHy K. Micnsa gBox AHIB 0AHOYaCHOro NpuiioMy arikcabaHy Ta aHTaroHicta BiTamiHy K nepef npMinoMom HacTynHOT
[03u Eniksicy BM3Ha4YatOTb MiXXKHapoAHe HopMasli3oBaHe criBBigHoWweHHA. KombiHoBaHe NikyBaHHA ENMIKBICOM Ta aHTaroHiCTOM BiTaMiHy K NpOAOBXYHTb, AOKM
Mi>KHapo[He HopMasli3oBaHe CniBBiAHOLLUEHHS He AocsArHe piBHiB = 2,0.
MopyLUeHHs YHKLIT HUPOK.
LLlofo nawieHTiB 3 IerkMm abo NMomipHUM MOPYLUEHHAM (DYHKLIT HUPOK ICHYHOTb TakKi peKOMeHAaLii:
- ONs NpotinakTMKM BeHO3HOT Tpomboem6onii (BTE) nig yac nnaHoBOT onepauil 3 eHA0NpoTe3yBaHHSA Ky/bLIOBOro abo KoniHHoro cyrnota (BTER), ans
nikyBaHHA T B, nikyBaHHA TEJIA Ta npoginaktnku peumamsis TI'B abo TEJSIA (BTEnN) KopekLia 403K He NOTPibHa (4MB. po3ain «PapMakoKiHETUKaE);
- ANA NPOMINaKTUKKM IHCYNbTY Ta CUCTEMHOT eMOO0NIT Y NauieHTIB i3 HeKnanaHHOW (ibpunauieto nepeacepas (HPIT) Ta piBHEM CMPOBATKOBOI0 KpeaTuHIHY
> 1,5 mr/an (133 MKMONbL/N) y KOMM/EKCI 3 TakuMK hakTopamu, SiK BiK noHag 80 pokiB abo Maca Tina meHwe 60 Kr, cnif, 3aCTOCOBYBaTU HIXKYY 03y anikcabaHy,
AK OMUCaHO BULLe. Y pasi BIACYTHOCTI IHLIMX KPUTEPIiB A4/19 3HUXKEHHSA [03K (BIK, Maca Tifla) KOpeKuis 403u He NoTpibHa (auB. po3ain «PapMakoKiHETNKa).
MayieHTaM 3 TSHXKKUM MOPYLLUEHHAM QYHKLIT HUPOK (KNipeHC KpeaTuHIHY 15 — 29 m/i/XB) 3aCTOCOBYHOTb HMKYeHaBedeHi pekomeHaauil (ame. po3giny «Ocob/mBoCTi
3acTocyBaHHA» Ta «PapMaKOKIHETMKaE):
- ANA NPOMiNaKTUKN BeHO3HOI Tpomboembonii (BTE) nig yac nnaHOBOI onepauil 3 eHAONPOoTe3yBaHHA Ky/bLOBOro abo KoniHHoro cyrno6a (BTEM), ans
nikyeaHHsA TI'B, nikyBaHHs TEJIA Ta npodinaktnku peumameis TIB a6o TEJIA (BTEn) anikcabaH cnif 3aCToCOBYBaTU 3 06ePeXHICTHO;
- NS NPOGINAKTUKNA IHCYNbTY Ta CUCTEMHOT eMOOoAIT y NauieHTiB i3 HeknanaHHow Gibpunauieto nepeacepas (HPM) cnif 3acTocoByBaTU HDKYY [03Y
anikcabaHy — no 2,5 mr ggidi Ha f006y.
KniHiYHWIA QOCBIf 3aCTOCYBaHHS arikcabaHy nawieHTaM 3 K/ipeHCOM KpeaTuHiHY < 15 mni/xB abo nauieHTam, Ki 3HaxoAdTbCs Ha fianisi, BiACYTHIN, TOMy anikcabaH
He pPeKOMeH/0BaHWI i1 3aCTOCYBaHHSA Liiil KaTeropii nauieHTiB (41B. po3ainn «OcobMBOCTI 3aCTOCYBaHHA» Ta «PapMakOKiHETUKa).
MMopyLUeHHS OYHKUIT MeYiHKN.
EnikBic NnpoTMnokasaHuii NauieHTaM i3 3aXBOPHOBAHHAMMW NeYiHKK, SKi CYNnpoBOMKYHOTLCA Koarynonartieto Ta KAiHIYHO CYTTEBUM PU3MKOM KPOBOTEYi (AMB. po3fin
«[1pOTUNOKA3aHHSA).
MpenapaT He pPeKOMeHA0BaHO 3aCTOCOBYBATU AN NIIKYBaHHSA MaLieHTIB 3 TSXKKUM MOPYLLUEHHAM PYHKLIT NeYiHKK (anB. po3ainn «Oco6MBOCTI 3aCTOCYBaHHS» Ta
«DapMaKOKIHETUKA).
Eniksic cnif 3 06epexxHiCTiO 3aCTOCOBYBATU A1 NiIKyBaHHA MaLieHTIB 3 IErkuM abo NMoMipHUM NOpPYLUEHHAM QYHKLIT neYviHkK (knac A abo B 3a knacugikauieto
Yaiinga — M’10); Taki nauieHTV He NoTpebytoTb KOPeKLiT 4031 npenapaTy (AvB. po3ainnm «Oco6MBOCTI 3aCTOCYBaHHA» Ta «PapMaKOKIHETUKA).
MauieHTiB 3 NigBuULEeHMN piBHAMKU (hepMeHTiB nedviHkn (AJTT/ACT nepesBuLLyOoTb BEPXHIO MeXy Hopmy (BMH) 6inbLl HiX y 2 pa3u) abo 3aranbHoro 6inipyoiHy
(nepesuweHHs BMH B 1,5 i 6inbLue pa3iB) He AonycKaim A0 y4acTi Y KNiHIYHUX focnifkeHHAX. Tomy EnikBic cnif 3 06epeXKHICTIO 3aCTOCOBYBATU A1 NTiKyBaHHSA
Liel rpynu nauieHTiB (aue. po3gin «Ocob6nMBOCTI 3acTOCyBaHHS» Ta «dPapMakOoKiHETUKa»). eped MOYaTKOM JiKyBaHHS anikcabaHoM Heo6XigHO MNPOBECTU
AOCNIKEHHSA (YHKLIA NeYiHKN.
Maca Tina.
MpodinakTnKa BEHO3HOT TPOM60eM6OoNIT Nif Yac M1aHOBOT onepawil 3 eHAONPOTe3yBaHHSA Ky/bLIOBOro abo KO/TIHHOIO cyrnoba, likyBaHHS TPOM6O03Y rIMO0KUX BeH
(TrB) Ta Tpomb0oembonii nereHesoi aptepii (TEJTA), a Takox npoinaktvka peunavsis TIB Ta TEJIA y gopocnunx: Hemae noTpebu B KOpekLii 4o3un (4vB. po3ain
«®PapMaKoKiHeTUKax» Ta «OCOBMMBOCTI 3aCTOCYBAHHS).
HeknanaHHa qibpunayis nepeacepib: KOPeKuis f03M He NOTPiOHA, 3a BUHATKOM BUNafKiB, 3a3HayeHUX Bulle (OMB. «3HWKEHHA [L03u» Yy po3fini «Cnocib



3aCTOCYBaHHA Ta J03U»).

CTaTs.

Hemae noTpebun B KOpeKuiT 403u (4MB. po3ain «PapMakoKiHETUKA»).

MauieHTW NiTHLOrO BiKY.

MpodinakTnKa BEHO3HOT TPOM60EM6ONIT Nif Yac M1aHOBOT onepawil 3 eHAONPOTE3yBaHHA Ky/IbLLOBOro abo KO/TIHHOIO Cyrnoba, /likyBaHHSA TPOMO03Y IIMO0KUX BeH
(TrB) Ta Tpomboembonii nereHesoi aptepii (TEJTA), a Takox npodinaktvka peunamsis TIB 1a TEJIA y gopocnnx: Hemae noTpebu B KOPeKLii 4031 (4MB. PO3Ain
«®PapMaKoKiHeTUKax» Ta «OCOBNMBOCTI 3aCTOCYBAHHS).

HeknanaHHa qibpunsauis nepeacepib: KOPeKuis 403X He NOTPibHa, 3a BUHATKOM BUNafKiB, 3a3HauyeHUX BuULle (AMB. «3HMXEHHSI [03U» Yy po3dini «Cnocib
3aCTOCYBaHHA Ta J03U»).

MauieHTwn, SKi NPOXOASTb NPOLEAYPY KAaTeTepHOT abnauil

MauieHT MOXYTb MPOAOBXYBAaTM OTPMMYyBaTW arikcabaH Mif 4vac KateTepHol abnauii (AmB. po3ginm «poTunokasaHHs», «OC06/MBOCTI 3aCTOCYBaHHA» Ta
«B3aemogis 3 iHWMMKM NiKapCbKUMIM 3ac06aMK Ta iHLWI BUAW B3AEMOLIN»).

MauieHTN, AKMM NPOBOAATb KapAiosepcito

MauieHTn 3 HPI, AKMM HeobXigHO NPOBOAMTI KapAioBEPCito, MOXYTb PO3N0oYMHATK abo NPOLOBXYBATV NPUIAOM anikcabaHy.

Y nauieHTiB, AKi paHille He OTPUMYBaIM aHTUKOAryNAHTK, CifA BUKIKOYUTU HAsABHICTb TPOMOY /1IBOrO Nnepeacepas 3a A0NOMOroro MeToZiB Bidyanisauil (Hanpuknag,
TpaHce3odareanbHa exokapaiorpagis (TEE) a6o komn’toTepHa Tomorpadis (KT)) nepes kapioBepcieto BignoBigHO A0 BCTAHOBEHNX MeAUYHMX PEKOMEHALLii.
MauieHTaM, SAKi MOYMHAOTL NiKyBaHHSA anikcabaHoM, cfif npu3HavaTy 5Mr npenapaty ABidi Ha [00y NpoTArom wioHavimeHwe 2,5 aHa (5 pa3oBux A03) nepea
KapAaioBepcieto, o6 3abe3neunT afiekBaTHy aHTUKoarynsauito (aue. po3gin «PapMakoanHamika»). AKLL0 nauieHT BignoBigae KpUTepisM 3MeHLIeHHS Ao3u (amB.
BULLE MiAPO34INN «3HUXKEHHSA [03U» i «[OpyLUEHHA (OYHKLIT HUPOK»), A03Y NOTPIOGHO 3HM3WUTK 40 2,5 Mr anikcabaHy ABidi Ha 40Oy NPOTAroMm LoHaliMeHLe 2,5 gHA
(5 pasoBux f03).

AKWO HeobXiaHa KapAioBepcis, nepen npuiiomoM 5 103 anikcabaHy cnif NpU3Ha4YnMT HaBaHTaXyBasibHY A03y 10 Mr, NoTiM nNpuiimaty 5 Mr 4gidi Ha fo6y. Pexxum
[,03yBaHHA MOTPIOHO 3MEHLLMTK [0 HaBaHTaXyBa/IbHOT 031 5 Mr, a noTiM 2,5 Mr ABidi Ha 406y, AKLLO0 NauieHT BiAMOBIAAE KPUTEPIAM 3MEHLLEHHS L03U (4UB. BULLE
Niapo3a4iny «3HUXKEHHA A03n» | «[opyLUeHHS PYHKLUIT HUPOK»). HaBaHTaXXyBasibHY 03y C/if NPUAMaTK LLOHaliMeHLLe 3a 2 roAMHN [0 KaphioBepcii (anB. po3ain
«®PapmakoamHaMiKa»).

[n4 BCiX nayieHTiB, AKi NPOXOAATbL NpoLeaypy KapAiosepcit, Cnif matv NiATBEPMKEHHS TOro, WO NayieHT OTpMMyBaB anikcabaH 3rifHo 3 Npu3HavyeHHAM. PilleHHS
MpPo MOYaToK i TPMBANICTb NliKyBaHHA HeOOXiAHO NpuiMaTW 3rigHO 3i BCTAHOBMEHWMU pPeKOoMeHAauisMU LWOoA0 3aCTOCYBaHHA aHTUKOArynsHTIB nauieHTam, SKi
MPOX0AATL NpoLeaypy Kapaiosepcii.

MauieHTw i3 HeknanaHHow ibpunsuieto nepeacepab (HPIM) abo rocTpum KopoHapuum cuigpomom (FTKC) Ta/abo yepe3LuKipHUM KOpoHapHUM BT py4YaHHsaM (HKB)
ICHye 06MeXeHWA 10CBIf 3aCTOCYBaHHS anikcabaHy y peKoMeHA0BaHin Ao3i nauieHTam i3 HPI, y kombiHaLiT i3 aHTUTPOMOOLUMUTAaPHUMM 3aco0b6aMmn — NaLieHTaM i3
'KC Tta/abo tnm, xT0 nignarae YKB nicns gocarHeHHa remoctasy (4vB. po3ginn «Oco6mMBOCTI 3aCTOCYBaHHA» Ta «PapMakoLMHaMIKa).

aiTn.
EekTMBHICTb Ta 6e3neKa 3acTocyBaHHA npenapaty Eniksic 4itam (Bikom A0 18 pokiB) He BCTaHOBNEHI. [aHi BIACYTHI.

Nepeno3yBaHHSA.

Mepefo3yBaHHA arnikcabaHy MOXe MPU3BECTU [0 3POCTaHHA PU3MKY BUHUKHEHHS KPOBOTEYi. Y pasi BUHMKHEHHS reMopariyHuX yCKiagHeHb Heo6XigHO NPUNUHATY
NiKyBaHHS Ta MPOBECTN 06CTEXEHHS mKepena KpooTeui. Cnif po3rnisHyTK iHiLiOBaHHS BiAMOBIAHOIO NiKyBaHHA, HANPWUKIaZ NPOBeAEHHS XipypriyHOro remocTasy,
nepenvBaHHA CBIXKOT 3aMOPOXKEHOT M1a3MuM ab0 3aCTOCYBaHHS HEMTPani3ykouoro 3acoby Ans iHribiTopa akropa Xa.



Y X0fi KOHTPO/IbOBaHMX KNIHIYHUX JOCNILKeHb MepopaibHe 3aCTOCYBaHHA arikcabaHy 340poBMM L06POBOMbLAM B fo3ax 40 50 Mr Ha o6y LWOAEHHO NpoTArom
3—7 gHiB (25 Mr ABiyi Ha AeHb NpoTArom 7 AHiB abo 50 mr 1 pa3 Ha AeHb NPOTAroM 3 HIiB) He NPU3BOAMNO [0 BUHUKHEHHS K/TIHIYHO BaXK/IMBUX HEOXKAHUX ABULL,.

Y 340p0BUX A0O6POBO/LLIB 3aCTOCYBaHHA aKTVBOBAHOMO BYTiNNA vepe3 2 1a 6 roguH nicns npuitomy 20 Mr anikcabaHy npy3BOAMIO0 40 3HWKeHHS cepeaHbol AUC
anikcabaHy Ha 50% Ta 27% BiAnoBiAHO i He BNMBa/IO Ha Cpgy Mpenapaty. 3acTocyBaHHSA aKTMBOBAHOIO BYTifNgA yepe3 2 abo 6 roguH nicng npuiiomy anikcabaHy

NPU3BOAMNO A0 3HWKEHHS Nepiody HaniBBMBEAEHHS anikcabaHy, Ak Npu MoHoTepanii ctaHoBMB 13,4 roguHu, Ao 5,3 Ta 4,9 rognHmn BignoBigHO. TakMm YMHOM,
3aCTOCYBaHHS aKTUBOBAHOI O BYTiN/IS MOXeE OyTW KOPUCHUM A/15 NiKyBaHHA Nepeao3yBaHHs anikcabaHy abo BMNaAKOBOro NpMinomy Liboro npenapary.

[na HelTpanisauil y pasi Heo6XiAHOCTI aHTMKOArynsauii yepe3 KpoBOTe4y, LIO CTaHOBMTb HEOGE3MeKy AN XXUTTA, ab0 HEKOHTPONbOBaHY KPOBOTEYY ICHYE
HenTpani3ytounii nikapcbknin 3aci6 iHribiTopa aktopa Xa (guB. po3gin «OcobAMBOCTI 3aCTOCYBaHHS»). MOXHa TaKOX PO3rNsAHYTU BBELEHHS KOHLIEHTpaTiB
(hakTopiB NPOTPOMOGIHOBOrOo KOMMeKcy abo pekombiHaHTHOro (aktopa VIla. O60pOTHICTL (hapmakoaMHamiuHMX eheKTiB rnpenapaty Eniksic, nigTeepmkeHa
3MiHaMu B aHani3i yTBOPEHHA TPOMGiHY, 6yna o4eBMAHA HaNPUKIHLI IHQY3IT Ta gocarana BUXigHMX 3HaYeHb Y 3[40POBMX A0OPOBO/LLIB NPOTArOM 4 roAuH nicns
noyatky 30-XBUIMHHOT iH(Y3iT KOHUeHTpaTy 4 hakTopiB NpOTPOMOGIHOBOro Kommaekcy. OfHaK KAiHIYHWMIA [JOCBiA 3acTOCYBaHHS KOHUEHTpaTy 4 hakTopis
NPOTPOMOGIHOBOIO KOMIM/EKCY ANs1 YCYHEHHS KPOBOTEYI Y 0Cib, SiKi oTpumyBanu npenapat Eniksic, BiACYTHIN. [LOCBif 3aCTOCYBaHHA peKOMOiHaHTHOro thaktopa Vila
[N15 NiKyBaHHSA 0Ci6, WO OTPUMYHOTb anikcabaH, Hapasi BigCyTHI. Chif po3rnsHyTU MOX/IMBICTb MOBTOPHOIO BBEAEHHSA peKOMbiHaHTHOrO (hakTopa Vlilata nigbopy
L0311 3a/1eXKHO BifJ, HOpMani3aLil KpoBoTeui.

Y pasi 3Ha4yHOI KPOBOTEYUI HEOOXIAHO PO3rNAHYTU MOX/IUBICTb KOHCYNbTaLiT NiKaps-rematosora.

Mpn o0gHOKPAaTHOMY 3aCTOCyBaHHI 5 Mr anikcabaHy nepopanbHO remogiania 3HmkyBas AUC anikcabaHy Ha 14% y nauieHTiB 3 TepMiHa/IbHOK CTafi€r0 HUPKOBOT
HefoCTaTHOCTI. TOMY ManoiMMOBIPHO, L0 remogiania 6y/e epeKTUBHMM 3aCO60M A1 NiKyBaHHSA Nepefo3yBaHHS anikcabaHy.

Mo6iuHI peakuii.
besneky anikcabaHy gocnifxyBanu y Xofi 7 KniHiuHux BunpobysaHb a3 |11 3a yyacTio noHag 21 000 nauieHTiB: noHag 5 000 nauieHTiB y gocnimpkeHHax BTER,
noHag 11 000 nauieHTiB y gocnigpkeHHax HPIM ta noHag 4 000 nauieHTIB y JocnimpkeHHAX nikyBaHHA BTE (BTEn); cepefHs 3araibHa TPUBA/TICTb 3aCTOCYBAHHSA
ctaHoBuna 20 fgHiB, 1,7 poky i 221 feHb BiAMNOBIAHO (AMB. po3ain «PapMakoaMHaMiKa).
YacTMmn HebakaHMMKU peakuismyi Oynm KpoBOTeYa, KOHTY3if, HOCOBa KpoOBOTeya Ta remaroma (Mpodifib HebaxaHWX SBULL, Ta 4acTtoTa, KnacugikoBaHi 3a
nokasaHHAMW, HaBefeHi y Tabnuui 13).
Y xopi pocnigpkeHs BTER B uinomy y 11% naujieHTiB, aKi npuidmanu anikcabaH y aosi 2,5 Mr Asidvi Ha fo6y, crnoctepiranmck no6iyHi peakuii. 3arasbHa YacToTa
NoGiYHMX peakLii, NOB’A3aHMX 3 KPOBOTEUAMMU, Y JOCNIIKEHHAX 3 MOPIBHAHHSA anikcabaHy Ta eHoKcanapuHy ctaHoBuna 10% y rpyni anikcabaHy.
Y pocnipkeHHax H®M 3arasbHa yactoTa HebaXKaHUX peakLii, NOB’A3aHUX 3 KpOBOTeYamu, y rpyni anikcabaHy ctaHoBuna 24,3% Yy AOCNIIKEHHI MOPIBHAHHS
anikcabaHy 3 BapapmHoM Ta 9,6% Yy focnifkeHHI NOPIBHAHHA anikcabaHy 3 acnipuHOM. Y AOCNIMKEHHI NOPIBHAHHS anikcabaHy 3 BaphapvHOM YacToTa 3HaYHMX
LL/TYHKOBO-KMLLKOBMX KPOBOTeY 3a Knacudikauieto ISTH (MixHapogHe TOBapuCTBO 3 Mpo6sieM TPOMO03y Ta remoctasy) (y TOMY 4muC/i 3 BEpPXHiX Biaginis
LLTYHKOBO-KMLLIKOBOI O TPaKTY, HUXKHIX BIAAINIB LUTYHKOBO-KALIKOBOIO TPAKTY, @ TaKOX MPAMOT KULLKKW) Y NauieHTiB, AKUM 3aCTOCOBYBa/IM arnikcabaH, CTaHOBWA
0,76%/piK. YacToTa 3Ha4HNX BHYTPILLUHbOOUYHMX KPOBOTEY 3a Knacudikauieto |STH y nauieHTiB, SKMM 3aCTOCOBYBa/M anikcabaH, ctaHoBuna 0,18%/pik.
Y pocnifpkeHHsx BTEN 3aranbHa yactota nobivHMX peakLiid, MoB’A3aHMX 3 KpoBOTeYamu, Y rpyni anikcabaHy ctaHoBunia 15,6% Yy [OCNigKeHHI MOPIBHAHHS
anikcabaHy 3 eHokcanapuHom/Bapdapu-Hom Ta 13,3% y AoCNipKEHHI NOPIBHAHHA anikcabaHy 3 nnauebo (ane. posain «PapMakoaMHamiKa).
Y 1abnuui 9 HaBefeHO HebaxKaHi peakLil, Wo cnocTepiranmca npy 3acTocyBaHHI nNpenapaty 415 NpoMinakTMkyM BEHO3HOI TPOMB0eM60iT, HeknanaHHOT ibpuasauit
nepeacepap, ANs NikyBaHHS Tpombo3y rnmbokmx BeH (TIB) Ta Tpomb6oembonii nereHeBoi aptepil (TEJTA), a TakoX npoginaktnku peunamsis TIB ta TEJIA Y
[lOpOC/INX, 3a KfacaMu CUCTEM OpraHiB Ta 4acToToR: Ay»ke yacTo (=1/10), yacTto (Big =1/100 go <1/10), HeuacTo (Big =1/1 000 go <1/100), pigko (Big =1/10 000 o
<1/1 000), gyxe pigko (<1/10 000), HeBifOMO (HEMOXK/IMBO BCTAHOBUTM 3 HassBHOT iHpopmaL,ii).

Tabnuus 9



HebaxkaHi peakuit BTEnR H®I 3 ogHy BTEN

abo

JeKinbKoMa

(hakTOpammu

PU3NKY
Po3naay 3 60Ky KpoBi Ta niMpaTUYHOT CUCTEMM
AHewmis YacTto YacTo YacTo
TpombouuToneHis HeyvacTo HeyvacTo Yacto
Posnagy iMmyHiTeTY
[inepuyTAmMBICTb, anepriyHniA Habpsik Ta aHadinakcis Pigko HeuvacTo HeuvacTo
Csepbix HeyvacTo HeuvacTo Heuvacto *
AHTIOHEBPOTUYHUIA HabPSAK Hesigomo Hesigomo Hesigomo
Po3naaw 3 60Ky HepBOBOI CUCTEMU
KDOBOBUAVB Y MO3OK | | Hesigomo | Hewacto | Pigko
Po3naay 3 60Ky opraHis 3opy
KpoBoBunvB 'y 0KO  (BKIKOYaKUM  KOH’HOHKTMBa/IbHY | PifKO YacTo HeuacTto
remoparito)
Po3naay 3 60Ky CyAWMHHOI cucTeMU
KpoBoTeui, rematoma Yacto Yacto Yacto
[MiNOTOHISA (Y TOMY YuMCAi FINOTOHIA Nif Yac BUKOHAHHSA HeyvacTo Yacto HeuvacTo
npoLiesyp) _ _
BHyTpILWHbOUYEpeBHa KpoOBOTEYa Hesigomo HeuacTto Hesigomo
Posnaay 3 60Ky pecnipaTopHOT CUCTEMM, TPYAHOT KNI TKN Ta cepefloCTiHHSA
KpoBoTeya 3 Hoca HeuacTto YacTo YacTo
KpoBoxapKaHHA Pigko HeyvacTo HeyvacTo
KpoBsoTeui 3 AnXa/IbHUX LLNAXIB Hesigomo Pigko Pigko
Po3naay 3 60Ky LLUNYHKOBO-KULLIKOBOIO TPakKTy
HypoTa YacTo YacTo YacTo
LLINyHKOBO-KMLLIKOBA KPOBOTEYA HevacTto YacTo YacTo
["emMaTOXE3is HeuacTo HeyvacTo HeyvacTo
["emMopoifa/IbHI KpOBOTEYI HeBifomo HeyvacTo HeyvacTo
KpoBoTeuyi y poTOBIi1 MOPOXKHUHI Hesigomo Heyvacto Yacto
KpoBoTeya 3 NpsamMol KUMKW, KpoBOTeYa 3 ACEH Pifko YacTo YacTo
KpoBoTeya y 3a04epeBMHHWIA NPOCTIp Hegifomo PifiKo HeBifomo
Po3naau 3 60Ky renaTobiniapHol CUCTEMM
BigxuneHHs y pesynbTatax nevyiHKoBMX nNpoo, nigsuweHHs | HeyacTo HeyvacTo HeyvacTo
piBHSA acnapTaTtaMiHOTpaHcdepasn, NiABULLEHHS aKTUBHOCTI
NYXHOT hochaTasn KpoBi, MNigBULLEEHHS PiBHS BiNipy6iHy
KpOBI




MMifBWLLIEHHS PIBHA raMMa-riyTaMmiHOTpaHcjepasu HeuacTo Yacto Yacto
MMigBMLLEHHSA piBHA anaHiHaMiHOTpaHchepasm HeyvacTo HeyvacTo Yacto
Po3naay 3 60Ky LUKIpW Ta NigWKIPHUX TKaHUH

Bucun Ha LWKIpi Hesigomo HeyvacTo Yacto
Anonedis PifKo HeyvacTo HeyvacTo
Po3nasu 3 60Ky ONOPHO-PYXOBOro anapaTy Ta Crnojy4yHOl TKaHWUHW

KpOoBOBUNVIB Y M’A3M | Pigko | Pigko | HevacTo
Po3naay HUPOK Ta CeYOBUAIIbHOT CUCTEMU

[emaTypis | HevacTto | YacTo | YacTo
Po3nasu 3 60Ky penpofyKTUBHOT CUCTEMY Ta MOJIOYHUX 3a/103

MatonoriyHi  BariHa/ibHi  KPOBOTeYi,  KpoBoTedi 3 | HevacTto HeuvacTo Yacto
CeYOoCTaTeBOr0 TPaKTy

Po3najun 3aranbHOro xapakrepy

KpoBoTeya y micLi BBeAEHHS npenapaty | HeBigomo | HeuacTo | HevacTo
JTabopaTOopHI JoCig>KEHHS

[MO3UTUBHWUIA pe3y/bTaT TECTY Ha NPUXOBaHY KPOB | HeBigomo | HeyacTo | Hevacto
TpaBMmu, OTPYEHHA Ta YCKIaAHEHHS npoueayp

CUHUI YacTo YacTo YacTo
KpoB’AHMCTI BUAINEHHSA 3 paHW nicns MeAuMyHOT npoueaypw | Hevacto Heuacto Heuacto
(BkntoyarouM  rematomy  micnAg  MeSUYHOI  Mpouesypw,

KpoBOTeuy 3 nicnsonepayinHol paHW, rematomy B MicLi

MPOKONlYy CYAMHW Ta KPOBOTEYy 3 MiCusl BCTaHOB/EHHS

KaTeTepa), BWAINEHHSA 3 paHW, KpoBOTeya 3 Micus

XipypriyHoro pospisy (BKAKOYaKuUM rematomy Yy Micui

XipypriyHoro pospisy), onepaTvBHa KpoBoTeYa

TpaBMaTnyHa KpoBoTeYya Hegifomo HeuacTto HeuacTto

* Y pocnipkeHHi CV 185057 (1oBrocTpokosa npodinaktka BTE) BUNagKu reHepaniaoBaHoOro cBepbexxy He crioctepiranmcs.
T TepmiH «KpoBOBMAMB Y MO30K» 06°€HY€E BCi BHYTPiLLHbOYEpPenHi ab0 BHYTPILIHLOCMiHA/IbHI KPOBOBUAMBY (HanpuKIaz reMopariyHuii iHCy bT, NyTamMmeHas bHi,

LiepebenspHi, IHTpPaBEHTUKYNAPHI ab0 cy6aypaibHi KPOBOBUINBN).

3acTocyBaHHsA npenapaTy Eniksic Moxe 6yTu noB’s3aHe 3i 30I/IbLUEHHAM PU3UKY MPUX0BAHOT abo ABHOT KPOBOTeui 3 6y/Ab-AKOT TKaHWHU abo opraHa, LU0 MOXe
NPU3BECTN A0 nocTremoparivyHoi aHeMii. CUMNTOMM Ta TX TSXKKICTb OyAyTb 3MIHKOBATUCh 3a/1€XKHO Bif OKani3alii Ta BUPaXKeHOCTi abo MacluTabiB KpoBoTeui (AnB.

po3ginn «OcobAnBOCTI 3aCTOCYBaHHS» Ta «PapMaKoANHaMiKa).
3BiTYyBaHHA NPO Migo3ptoBaHi NOGIYHI peakwil.

3BiTyBaHHS MPo Migo3proBaHi NO6IYHI peakLii Nicns peecTpalii NiKapcbKoro 3aco6y Mae BaXX/IMBe 3HaYeHHS. Lie Aae 3Mory 34iicCHHOBaTI 6e3nepepBHUIN MOHITOPUHT
CMiBBIAHOLLEHHA MiX KOPWUCTIO Ta pU3MKamu, MOB’A3aHMMK i3 3aCTOCYBAHHAM JIIKAPCbKOro 3acoby. Mpocumo MefuyHMX NpauiBHUKIB 3BITYBaTU NMpo Oynb-AKi

nifo3ptoBaHi NOGIYHI peakuii.
TepMiH NpuAATHOCTI. 3 pOKK.

YMoBW 36epiraHHs. He noTpebye cneuiaibHUX YMOB 36epiraHHs.




YnakoBka. Tabnetku no 2,5 mr, no 10 TabneTtok y 6nictepi. o 2 6nictepn y nayi 3 KAPTOHY.
KaTteropis Bignycky. 3a peLentom.

BupobHuK.
bpicton Maitepc Ckgi66 C.p.n/
Bristol Myers Squibb Sr.l.

Micue3HaxomKeHHsI BUPOOHMKa Ta A0ro agpeca MicLA NPoBaipKeHHS AisiNIbHOCTI.
Nok.®oHTaHa genb Kepaco - 03012 AHarHi (®P), ITania /
Loc. Fontana del Ceraso - 03012 Anagni (FR), Italy.

abo

BupobHuK.
Mcpainzep MeHtodekuypuHr JoinuneHg Mmex /
Pfizer Manufacturing Deutschland GmbH.

Micue3HaxomkeHHS BUPOOHMKaA Ta A0ro agpeca Micua NPOBagKeHHS 4isiNIbHOCTI.

BeTpibwTeTTe Ppanbypr, Myceanbaans 1, 79090 ®paitbypr, HimeuunHa /
Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.

B iHCTpyKUiT, W0 6y/e BKnafieHa B KAPTOHHY YNakoBKy, 6y/e 3a3HaueHunii vLle Of4uH BUPOOHUK (TOM, Lo OyB 3aiisHWIA NS BUNYCKY cepil).



