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IHCTPYKUIA
JUISI MEIUYHOT0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

EJIIKBIC
(ELIQUIS®)

Cknao:

ditoua peuosuna. apixaban;

1 TabieTka, BKpUTA TUTIBKOBOIO 0O0JIOHKOI0, MICTUTH 5 MT arikcadaHy;

00NOMIdICHI peyosuHu. TaKTo3a OE3BOJHA, IENI0JI03a MIKPOKPHUCTANIYHA, HATPII0 KPOCKapMenos3a,
Hatpito Jaypwicyibdar, maraito creapar, Opadry® II Pink (rimpomeno3a 15 cP; makro3a,
MoHoriapat; Tutany aiokcun (E 171); tpuanerun; 3aniza okcua yepBonuii (E 172)).

Jlikapcbka ¢opma. TabneTku, BKpUTI TUTIBKOBOIO 000JIOHKOIO.
OcHo8HI hi3uKo-XiMIYHI enracmusocmi. POKEBI, OBAJIbHI, TBOOMYKJIl TaOJETKH, BKPHUTI ITUTIBKOBOIO
000JIOHKOI0, 3 TpaBifoBaHHAM «894» 3 ofHOTO OOKY Ta «5» — 3 1HILOTO.

@dapmakoTepaneBTHYHAa rpyna. AHTUTPOMOOTHYHI JiKapchki 3acobu. Ilpsmi iHridGiTopu
dakTopa Xa. Kog ATX BO1 AF02.

Dapmakono2iuni eracmueocmi.
Dapmaroounamika.

MexaHi3M aii.
ArikcabaH € MOTYXHUM 0OOPOTHHUM MPSMHUM Ta BUCOKOCEJICKTUBHUM 1HT101TOPOM aKTUBHOI NIISTHKH

(dakTopa Xa, mMpU3HAYCHUM I TepopadbHOTO mpuiiomy. s aHTUTpoMOOTHYHOI [ii BiH HE
notpeOye antTuTpoMOiny IlIl. Anikcaban npurHidye BUIbHUH Ta 3B’si3aHUI 3 TpoMOOM (hakTop Xa, a
TaKOX MPUTHIYYE aKTUBHICTh MPOTPOMOiHa3u. Amikca0aH He BIUIMBAE O€3MOCepeIHbO Ha arperailito
TPOMOOIUTIB, aje ONOCEPEIKOBAHO NPUTHIUYE MpoIec arperauii TPOMOOIMTIB, 1HIYKOBaHHIM
TpoMOiHOM. 3a paxyHOK MpUTHIYEHHs (dakTopa Xa amikcadaH MepeniKoakae YTBOPEHHIO TPOMOIHY
Ta QopMmyBaHHIO TpoMOy. JIOKNiHIYHI JOCHI/KeHHA amikcabaHy Ha TBapHUHAX IOKa3ajH
e(eKTUBHICTh aHTUTPOMOOTHYHOI Jii mpenapary s MpoQiIaKTUKH apTepialbHOTO Ta BEHO3HOTO
TpoMOO3y NpH MPUHOMI B J1033X, SKi HE TOPYIIyBaJIM IPOLIECIB TEMOCTa3y.

dapMakoarHaMiuHi eheKTH.

dapmakoauHaMika amikcabany BimoOpaxkae Horo MmexaHi3Mm aii (mpurHiueHHs (akropa Xa). B
pe3yabpTaTi TpuTHIYeHHS (akTopa Xa amikcabaH 30UIbIIye 3HAYCHHS TAKWX TIOKA3HHKIB, SK
npotpomOinoBuii yac (ITH), mi>kHapoHe HopmaiizoBaHe criBBinHomenHs (MHC) ta aktuBoBaHuM
yacTKOBUM TpoMmOoriacTuHoBHH yac (aUTYH). 3MiHM, 110 CIOCTEPIraloThCs Y MOKa3HUKAX 3TOPTAHHS
KpOBI1 IIpY 3aCTOCYBaHHI B TEPANEBTUYHUX J103aX, € HE3HAYHUMHU Ta HAJ3BUYAHHO BapiaTUBHUMH, i
iX HE pEKOMEHAYETbCS BUKOPHUCTOBYBATH JUIA OIHKH (DapMaKOJMHAMIYHHX BJIACTHBOCTEH
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amikcabany. I1iq yac mpoBeneHHS aHAI3y YTBOPEHHS TPOMOIHY amikca0aH 3HM)KYBaB €HIIOTCHHHI
MOTEHIliall TPOMOiIHY — KUTbKICHHUH MMOKa3HUK YTBOPEHHS TPOMOIHY B IJIa3Mi KPOBI JIIOAMHU.
ArmikcabaH TaKOX BHSBIISE aKTUBHICTh IIOJ0 TMPHUTHIYEHHS (akTopa Xa, MO MATBEPIKYETHCS
3HIKEHHSAM (epMEHTATUBHOI aKTUBHOCTI (hakTopa Xa 3a pe3ysbTaTaMU OLIHKH 13 3aCTOCYBaHHSIM
PI3HUX KOMEPIIHHUX HAOOPIB /1JIs1 BUSBJICHHS MPUTHIYEHHS aKTUBHOCTI (pakTopa Xa, Xxoua KOHKPETHI
pe3yabTaTh I Pi3HUX HAOOPIB BiAPI3HUIMCH. Pe3ynbTaTy KIIHIYHUX JTOCIIIKEHb HAsSBHI JIUILE JUIS
XpomorenHoro aHanisy Rotachrom® heparin (pe3ynabTaTé HaBedeHO HmK4e). AKTHUBHICTH OO
npurHiueHHs ¢axTopa Xa MoB’sA3aHa 3 KOHIEHTpaLi€lo amikcabany y ruiasmi. Lleil B3aemMo3B’s130k
Mae HaOMMKEHWH 10 JIHIMHOTO XapakTep, 1 MaKCUMalbHa AaKTHBHICTh IIOJ0 TPUTHIYCHHS
¢dakTopa Xa croctepiraeTbcs mijl yac AOCSATHEHHS IMIKOBHUX KOHIIGHTpaliil amikcabaHy y IUIa3Mi.
B3aeM03B’s130k Mk KOHIIEHTpAIIIEIO anikcadaHy B T1a3Mi KPOBi Ta aKTUBHICTIO 100 MPUTHIYCHHS
¢akTopa Xa Mae npuOIN3HO JIHIMHUN XapakTep y UPOKOMY Jliana3oHi 103 amikcabaHy.

Tabmums 1 (AuB. HIDKYE) JEMOHCTPYE TPOTHO30BaHY PIBHOBAXHY KOHIICHTpAIlI0 Ta aHTH-Xa
AKTUBHICTH JJIS1 KOKHOTO MOKa3aHHs. Y MaIie€HTIB 3 QiOpUIISII€I0 Iepeicep ib, SIKUM 3aCTOCOBYBAIIN
amikcabaH 1y npodiIaKTUKH 1HCYJIBTIB Ta CHCTEMHOI eMOOTi1, OTpUMaHi pe3ybTaTH CB1IYaTh MPO
MeHIe HiK 1,7-KpaTHe KOJMBaHHS MDK MIKOBUM Ta MIHIMAJbHUM DPIBHAMH. Y TAaLli€HTIB, SKUM
3aCTOCOBYBaJM amikcabaH mis JIikyBaHHS TpomOo3y mmbokux BeH (TT'B) Ta tpombGoemOomii
nereneBoi aprepii (TEJIA) ab6o npodinakruku peunausiB TI'B ta TEJIA, cnioctepiranocst MeHiie
HDXK 2,2-KpaTHE KOJUBAaHHS MK IMIKOBUM Ta MIHIMAJIbHUM PIBHSIMU.

Taomums 1
[Iporuo3oBana piBHOBa)kKHA KOHIIEHTpAIlisl armikcabaHy Ta aKTUBHICTb L10JI0 PUTHIYCHHS
dakTopa Xa
Jo3yBaHHs Amikcaban Amnikcaban MaxkcumainbHa MinimansHa
Cmax (HT/M) Cmin (HT/MIT) aAKTUBHICTh aKTHBHICTH arikcabaHy
amikcabaHy 10710 010 IPUTHIYEHHS
MIPUTHIYCHHS (dakTopa Xa (MO/mn)
¢akropa Xa (MO/mi)

Meniana [5-#, 95-i1 nepueHTIIb |

Ipogpinakmura incynemie ma cucmemnoi em6071ii y TAIEHTIB 3 HEKJIAMAHHOK (DiOPHIIALIIE0
nepecepab

2,5 mr 123 [69, 221] 79 [34, 162] 1,8 [1,0; 3.3] 1,2 [0,51; 2.4]
2p. n*

SwMmr2p.a. 171 [91, 321] 103 [41, 230] 2.6 [1,4;4.8] 1,5[0,61; 3.4]
Jlixysanus TI'B, nikysanns TEJIA ma npoghinaxmuxa peyuousie TI'B ma TEJIA (BTEn)

2,5wmr 2 p. o 67 [30, 153] 32[11,90] 1,0 [0,46; 2,5] 0,49 [0,17; 1,4]
SMr2p.a. 132 [59, 302] 63 [22, 177] 2,1[0,91; 5,2] 1,0[0,33; 2,9]
10mr2p. o | 251[111,572] | 120 [41, 335] 4,2 [1,8; 10,8] 1,9 [0,64; 5.8]

* Jlo3yBaHHs 1715 MOMYJISALIT KOPEryBajIocs 3 ypaxyBaHHAM 2 3 3 KpUTEPiiB 3MEHILECHHS /03U B
nociaimkerdal ARISTOTLE.
2 p. I. — 2 pa3u Ha JIeHb.

Xoua JIKyBaHHS amikcabaHOM He MOTpedye peryIspHOro KOHTPOJIIO piBHIB E€KCHO3MIIi, Yy

BUHATKOBUX CHUTYaIlisX, KOJM 1H(POpMAIIis TPO PiBEHb €KCMO3WIlii amikcabaHy MOXKe JOTIOMOTTH

NPUAHATH KIIiHIYHE pilleHHs (HAIpUKJIaa y pasi nepeo3yBaHHs Ta HEBIJKIATHOTO ONEPATUBHOTO

BTPy4YaHHS), MOXXHa BHKOPHCTAaTH METOJ KiIbKICHOTO BHW3HAUEHHS AaKTUBHOCTI MPUTHIYCHHS

¢akropa Xa Rotachrom®.

KniniyHa eekTUBHICTb Ta Ge3meka.

Ipodhinakmuxa _incynomie ma cucmemnoi em6on1ii v 00poCIux nayicHmis 3 HeKIanaHHOI

Qibpunsyicio nepedcepob.

VY kuiniyaid nporpami (nocmimkeHHs ARISTOTLE: amikcaban mopiBHSHO 3 BapdapuHOM Ta

AVERROES: amikcaban y moOpiBHSHHI 3 alleTHICATIIUIOBOI KHCIOTOI) OYyJI0 paHA0Mi30BaHO

23 799 nauienTis, 3 skux 11 927 - y rpynu nikyBaHHs amnikcabanom. [Iporpamy Oyio po3pobieHo
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TaKUM YHMHOM, 100 TmoKa3aTh eQeKTUBHICTh Ta Oe3leKy 3acToCyBaHHs armikcabaHy s
npopTaKTUKU 1HCYJBTY Ta CHCTEMHOi emOouii y Mami€eHTiB 3 HeKJIanaHHowo (iOpuIsiieto
nepeacepIb Ta HAsBHICTIO OJHOTO UM JEKUIBKOX J0JIaTKOBHUX (DAKTOPIB pU3HUKY, a came:

* HAasIBHICTh B aHAMHE31 1HCYJIBTY UM TPAH3UTOPHOI 1IIEMIYHOT aTaKu;

* BiKk > 75 pOKiB;

* apTepiajbHa rinepTeHsis;

* IIYKPOBHH J11a0eT;

* CUMIITOMaTHYHA ceplieBa HeJocTaTHICTh (kiac > 11 3a knacudikaniero NYHA).

Hocnioocenns ARISTOTLE.

VYV npocnimxenni ARISTOTLE 3aramom Oyno panzmomizoBano 18 201 mamieHTa; y4acHUKIB
PO3MOAUTSUTA MK TPYIIaMH TIOJIBITHO CIIIIOTO JIIKYBaHHS anikcabaHoM 1o 5 mr 2 pas3u Ha AeHb (200
TS Iesikux narienTis (4,7%) 2,5 mr 2 pa3u Ha JIeHb, AuB. po3ail «Crnocid 3acToCyBaHHS Ta A03W»),
a6o BappapunoMm (minsoBud piBenb MHC y wmexax 2,0 — 3,0). IlamieHTn oTpuMyBaiH
JOCTIKYBaHUH TIpemapar y cepeapboMy mpoTsaroM 20 micsiiB. CepeaHiil Bik yYaCHUKIB CTAHOBUB
69,1 poky, cepenuiii ingexkc CHADS; — 2,1. B anamue3i 18,9% mnarientiB OyB 1HCYIbT abo
TpPaH3UTOPHA 1IIEMiYHa aTaka.

VY mpoMy AOCTIHKEHHI JIKYBaHHS armikcadaHoM 3a0e3medyBalio CTaTUCTUYHO JOCTOBIPHY MepeBary
32 TIEPBUHHOIO KIHIIEBOIO TOYKOIO MPOQUIAKTUKU 1HCYNBTY (reMopariyHoro ado imemiuyHoro) Ta
CUCTEMHO1 eM00JI1i (AuB. TaOJIUIIO 2) TOPIBHSHO 13 3aCTOCYBAaHHSIM BapapuHy.

Tabanis 2
EdexTuBHICTD y narieHTiB 3 (iOpuIIsLieio nepeacepp, siki Opaiu y4acTh y J0CTiKEHH1
ARISTOTLE

[ToxazHuk Amikcaban | Bapdapun | CmiBBimHOIIEHHS  3HA4YCHHS p
N=9120 N=9081 pU3HKIB
n (%/pik) | n (%/pik) (95% AI)

IncynbT abo cucremua emoO0Iis 212 (1,27) 265 (1,60) 0,79 (0,66; 0,95) 0,0114

IremivuaMit 9y Heytounenuit | 162 (0,97) 175 (1,05) 10,92 (0,74; 1,13)
THCYJIBT

I'emopariuauii iHCYJIBT 40 (0,24) 78 (0,47) 0,51 (0,35; 0,75)
Cucremua em0outist 15 (0,09) 17 (0,10) 0,87 (0,44; 1,75)

V marienTis, mo OyiM po3NOAUICH] y Tpymy JiKyBaHHS Bap(aprHHOM, Me/iaHa yacy y BiJICOTKax B
Mexax TepanetuyHoro iHtepBainy (MHC 2,0 — 3,0) cranoBumna 66%.

ArmikcabaH MPOJIEMOHCTPYBAaB 3HMKEHHS YaCTOTH BUHHKHEHHS 1HCYJIBTY Ta CHCTEMHOI eMOoumii
(MOpiBHSHO 3 JIIKYBaHHSIM Bap(apuHOM) MPHU Pi3HUX 3HAYCHHSIX CEPEIHHOTO Yacy TEPareBTUIHOTO
BikHA. /{71 HAWBUIOTO KBAPTHIIIO BITHOCHO CEPETHHOTO 3HAYCHHS CITiBBITHOIICHHS PU3UKIB IS
amikcabany Ta Bapdapuny csarano 0,73 (95% 10,38, 1,40).

OCHOBHI BTOpPHMHHI KIHIIE€BI TOYKH CHJIBHOI KpOBOTEYiI Ta 3arajibHOi CMEPTHOCTI BHUBYAIU 32
JIOTIOMOT'OF0 TTOTEepeAHR0 00paHOi cTpaTerii iEpapXiqHOi IEPEBIPKHU TIMOTE3 11 KOHTPOIIO CyMapHOT
noxubku [ Tuny y nocmimxenHi. [[jis OCHOBHUX BTOPUHHUX KiHIIEBUX TOYOK CHIIBHOI KPOBOTEYI Ta
3arajJbHO1 CMEPTHOCTI TaKOX OyJia OTpuMaHa CTaTUCTUYHO JIOCTOBIpHA mepeBara (AuB. TabauIro 3).
[Tpu Ginb perensHOMy KoHTposii MHC nepeBaru anikcabany HaJ Bap(apiuHOM CTOCOBHO 3arajibHoi
CMEPTHOCTI 3MEHIITYBAJIUCH.

Tabmums 3
BropunHi kiHIIeBI TOUKHM y mamieHTIB 3 Gidpumsiieto nepenacepap y gociimkeHHi ARISTOTLE
[TokazHuk Amikcaban Bapdapun CniBBiiHOIIEHHSI | 3HAYCHHS p
N =9088 N =9052 PHU3HUKIB
n (%/pik) n (%/pik) (95% AI)



Kinmesi Touku kpoBoTEUi

CunpHi* 327 (2,13) 462 (3,09) 0,69 (0,60; 0,80) | <0,0001
JletanbHi 10 (0,06) 37 (0,24)

Bayrtpimusouepernni |52 (0,33) 122 (0,80)

CupHi + KBHK 613 (4,07) 877 (6,01) 0,68 (0,61;0,75) 1 <0,0001
Yci Bunaaku 2356 (18,1) 3060 (25,8) 0,71 (0,68; 0,75) 1 <0,0001
[H111 KiHIEBI TOYKH

3aranmpHa cMepTHICTH | 603 (3,52) 669 (3,94) 0,89 (0,80; 1,00) 10,0465
[adapkT miokapmy 90 (0,53) 102 (0,61) 0,88 (0,66; 1,17)

*CuipHa KpOBOTEYA, BH3HAUEHA 3TITHO 3 KPUTEPIsIMH MDKHApOIHOTO TOBAPHCTBA 3 BHBUYCHHS
npobaem Tpom603y Ta remocrazy (ISTH).

CymapHa yacToTa NMPUIIMHEHHS JIIKyBaHHsS 4epe3 HeOaxaHi peakuii y mociimkxernni ARISTOTLE
cranoBuna 1,8% npu 3acTocyBaHHi anikcabany Ta 2,6% npu 3acTocyBaHH1 Bapdapuny.

PesynbraTi €eKTHBHOCTI y MONEPEAHbO OOpaHMX MiArpynax (BKIIOYAIOUM MIATPYIH 32 TaKHUMHU
nokasHukami, sik ingekc CHADS», Bik, Maca Tina, crath, cTaH (QyHKIIT HUPOK, HAsIBHICTD Y aHAMHE31
1HCYJIBTY, TPAH3UTOPHOI 1IIEMIYHOT aTaKH Ta AiabeTy) y3roKyBajluCh 3 IEPBUHHIUMHU PE3yJIbTaTaMU
€(EeKTUBHOCTI JJIs 3aTaJIbHOT TTOMYJISAIIT TOCTIIPKEHHS.

YacTtoTa BHHMKHEHHS 3HAYHHUX LUTYHKOBO-KHIIKOBHX KpoBOTeY 3a kiacudikamiero ISTH
(BKJTIOUAIOYH KPOBOTEY1 3 BEPXHIX, HUKHIX BIIJIUIIB IIUTYHKOBO-KHIIIKOBOTO TPAKTy Ta KPOBOTEUl 3
npsiMoi kumiku) craHoBwia 0,76% Ha pik mpu 3actocyBaHHI amikcabany ta 0,86% Ha pik npu
3acToCyBaHHI BapdapuHy.

[Toka3HUKHU 4aCTOTH CHIIBHUX KPOBOTEY Y IMOMEPEIHHO OOpaHUX MiArpynax (BKIOYaOYH HiATPYIH
3a TaKUMU MOKa3HUKaMmH, sk iHaekc CHADS,, Bik, Maca Tiia, cTaTh, CTaH (QyHKIIIT HUPOK, HASBHICTh
y aHaMHe31 1HCYJIbTY, TPAaH3UTOPHOI 1IEMIYHOI aTaku Ta AiadeTy) y3roJUKyBaJIUCh 3 pe3yIbTaTaMH
3arajgbHO1 TOMYJIAIIIT.

Hocnioocenns AVERROES.

3aranom y gociimxeHHi AVERROES Gyino pannomizoBano 5598 maiieHTiB, sSskuM 0yJI0 HEMOKITUBO
3aCTOCOBYBATH JIIKyBaHHs aHTaroHictamu Bitaminy K. YuacHuku nociikeHHs Oyiu po3noaiieHi y
rpyny JIiKyBaHHS amikcabaHoM Mo 5 Mr /B4l Ha JIeHb (200 1S AesikuX mauieHTis (6,4%) mo 2,5 mr
nBidl Ha aeHb (auB. po3ain «Crocid 3acTOCyBaHHS Ta JIO3W») YU AlleTHIICATIIUIOBOIO KUCIOTOO.
AueTuicamiuioBy KUCIOTY 3acTocoByBanu 1 pa3 Ha neHb y 1031 81 mr (64%), 162 mr (26,9%),
243 mr (2,1%) abo 324 mr (6,6%). BennuuHy 103U BU3HAuUaB MOCHITHUK. [lamieHTH OTpUMYyBaIH
JOCITIDKYBAaHUHM TIperapaT y cepeTHboMy mpoTsiroM 14 micsiiB. CepenHiil BIK y4aCHUKIB CTAHOBUB
69,9 pokis, cepenniit ingekc CHADS2 — 2,0. 13,6% narieHTiB B MUHYJIOMY [I€PEHECIIU 1HCYIbT 200
TPaH3UTOPHY IIIEMIYHYy aTaKy.

3a3BuuUail 10 TMPUYMH HEMOXJIMBOCTI JIIKYBaHHS aHTaro”icraMu BiTaminy K BimHOCHIH:
HEMOXJIMBICTE/HU3bKY ~ HUMOBIPHICTh  JOCATHEHHS  HEOOXITHWX  PIBHIB  MIKHApOIHOTO
HOPMaJTi30BaHOT'O CITiBBIIHOIIEHHS y HEOOXiqHUI TepMiH (42,6%), BIIMOBY Talli€eHTa BiJ] JIKyBaHHS
anTaronicramu BitaMiny K (37,4%), innekc CHADS; = 1 Ta pekoMeHzalito Jikapsi He TPOBOJAUTH
JiKyBaHHA aHTaro”icramu Bitaminy K (21,3%), HeMOXITUBICTh 320€31€UUTH TOTPUMAHHS MAI[IEHTOM
IHCTpYKLIA 13 3acTrocyBaHHs aHTaroHicra Bitaminy K (15%) Tta ckinaaHicTh/MpOTrHO30BaHy
CKJIAJHICTh BUXO/Y Ha 3B’S30K 3 MAI[IEHTOM Yy BHUMAaJKaX HEOOXiTHOCTI HEraHOi 3MiHU J103yBaHHS
(11,7%).

Hocnimkennss AVERROES Oyno 3aBepiieHO JOCTPOKOBO 32 PEKOMEHMAALISIMH HE3aJeKHOTO
KowmiTeTy 3 MOHITOPHHTY JaHHX y 3B’S13KY 3 OTPUMAHHSIM MTEPEKOHJIMBUX JOKa31B 3HWKCHHS YaCTOTH
1HCYJIBTY Ta CHCTEMHOI eMOO0JIii Y TO€AHAHH] 31 CIPUATIUBUM MpodiseM Oe3MeKH mpenapary.




CyMapHa vacTtoTa MpHUIMHEHHS JIIKyBaHHS uyepe3 HeOaxkaHi peakiii y mociimkeHHi AVERROES
cranoBuia 1,5% mpu 3acrocyBaHHi amikcabany Ta 1,3% mpu 3acToCyBaHHI aleTHIICATIIMIOBO]
KHCJIOTH.

VY 1poMy JOCHIKEHH] JIKyBaHHS arlikcabaHoOM 3a0e3MeuyBajio CTaTHCTUYHO JOCTOBIPHY IepeBary
3a TIEPBUHHOIO KIHIICBOIO TOYKOK NPO(DUIAKTHUKHA IHCYJIBTY (F€MOpariyHoro, imemiqHoro abo
HEYTOYHEHOT0) YHM CHUCTeMHOI emOomii (auB. TaOmuiro 4) TOPIBHSHO 13 3aCTOCYBAaHHSM
aIeTUIICATIIIMIIOBOT KUCIIOTH.

Tabmuus 4
KitouoBi pe3ynbraTté epeKTUBHOCTI JUIs MAI€HTIB 3 (iOpuIIsLi€eio nepeacepip, o Opaiu y4acTb y
nociaimkeaai AVERROES

TToxa3uuk Amikcaban | Aueruicaninu- | CriBBiIHOIICHHS | 3HAYCHHS p
N =2807 |noBaKuCIIOTa |PHU3UKIB
n (%/pik) |N=2791 (95% AI)
n (%/pik)
IHcynbpT abo cucremua embomis™® |51 (1,62) | 113 (3,63) 0,45 (0,32; 0,62) |<0,0001
lmemiuHMt UM HEYTOUHEHU I 43 (1,37) |97 (3,11) 0,44 (0,31; 0,63)
1HCYJBT
I'emopariuauii iHCYIBT 6 (0,19) 9 (0,28) 0,67 (0,24; 1,88)
CucreMHa eM00JTIs 2 (0,06) 13 (0,41) 0,15 (0,03; 0,68)
IHcynbT, cuctemMua emOoutis, 132 (4,21) | 197 (6,35) 0,66 (0,53; 0,83) 0,003

iH}papKkT Miokapaa abo cMepTh
BHACITIJTIOK 3aXBOPIOBaHHS

Cy,Z[I/IH*T

IadapkT miokapma 24 (0,76) |28 (0,89) 0,86 (0,50; 1,48)
CmepTh BHachimok 84 (2,65) |96 (3,03) 0,87 (0,65; 1,17)
3aXBOPIOBaHHS CYJIUH

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

* OwiHKa 3a JOMOMOTOI0 CTpaTerii MOCIi0BHOI IEPEBIPKH TiOTe3, PO3pOOIECHOT TAKMM YHHOM, 100
KOHTPOJTIOBATH CyMapHY MOXHOKY | TUTTY Y JOCIIIKEHH.
+ BropuHHa KiHIIeBa TOYKA.

CTaTHCTUYHO TOCTOBIpHA PI3HUIA Y YaCTOTI CUJIBHHX KPOBOTEY IIPH 3aCTOCYBaHHI amikcabaHy Ta
aIeTUJICATIIIIIOBOT KHCIIOTH OyJyia BICYTHS.

Hayicnmu i3 nekranannor gidpursuicto nepedcepos (HPDII) iz cocmpum KOPOHAPHUM CUHOPOMOM
(I’KC) ma/abo maxki, wo nioageaoms yepe3ukipHomy Kkopornapromy empyyannto (4KB)
Hocnimkennss AUGUSTUS — Bigkpute paHIOoMi30BaHE KOHTPOJIOBAHE JOCITIJDKEHHS, IO Majo
dakTopianpHuil Au3aiiH 2 Ha 2 — Oyno 3amydeHo 4614 namientiB 13 HOIL, sxi manu ['KC (43%)
ta/abo nepenecnu YKB (56%). Bei nmanienTn oTpuMyBaiu OCHOBHE JIiKyBaHHS 1HTiOiTOpoM P2Y 12
(xmomigorpens: 90,3%), 0 Mpu3HAYaBCs BIAMOBITHO 10 MICIIEBUX CTAHIAAPTIB JIIKYBaHHS.
[MarienTiB g0 14 ni6 micns 'KC ta/abo UKB pangomizyBaiu At OTpUMaHHS amikcabany y 1031 5
MT" JBiul Ha 100y (2,5 Mr aBivi Ha 100y, SKIIO MAIEHT BIAMOBIZaB JIBOM a00 OiIbIIE KPUTEPISIM
3HWKeHHA a03u; 10% oTpumyBanu HWXK4Yy A03y) abo anrtaronicra BiTaminy K (ABK) Ta
anerwicamnmioBoi kuciaotu (ACK) (81 mr pas Ha 100y) a6o mmarne6o. CepenHiii Bik Malli€HTIB
cTaHoBHB 69,9 poky, 94% paHaOMi30BaHUX MaIlieHTIB Manu O6an > 2 3a mkanoro CHA>DS>-VASc i
47% mnarnieHTiB Manu Oan >3 3a mkainoro HAS-BLED. Jlns marieHTiB, paHIOMi30BaHHUX IS
orpumanHs ABK, nponopuis uacy y tepanesruunomy aianasoni (UHT) (MHB 2-3) cranosuna 56%,
nipu yomy 32% manu yac menme YT/ 1 12% manu yac Gunbine YT/,




[Tepunnoro Meroro pociimkerHss AUGUSTUS Oymno ominutu 0e3meKy, a MepBUHHOIO KiHIIEBOIO
TOUKOIO Oyia BenMka abo HEBEJMKa KIIHIYHO 3Hauylla KpoBoreda 3a kputepismu ISTH. V rpymi
nopiBHsAHHS anikcabany Ta ABK nepBruHHa KiHIIeBa TOUKa — BeIMKa a00 HeBEJIMKa KIIIHIYHO 3HAYYyIIa
KpoBoTeua 3a kpurepisimu ISTH uepes 6 wmicsamiB — Binmivanacek y 241 (10,5%) 1 332 (14,7%)
MaIi€eHTIB BIAMOBIIHO Yy Tpymnax amikcadbany Ta ABK (BP = 0,69, 95% JI: 0,58, 0,82, 2-cropoHHE
p<0,0001 mns we menmoi edpexkruBHOcTi Ta p<0,0001 mns Bumoi edpexrtuBHOCTi). Jmst ABK
JOIaTKOBUH aHai3 13 BUKopucTanHsaM miarpyn YT/l moka3as, 1o HaBHUIIA 4acTOTa KPOBOTEY OyJia
acoriiioBana i3 HaitHmwkunM kBapTuiieM UT/l. Yactora kpoBoTeu Oyina 0HAKOBOIO MPH MOPIBHIHHI
3acTOCyBaHHs amikcabany 13 3actocyBanHsM ABK y miarpym npu HaiiBumomy kBaptuiao YT/I.
ITpu nmopiBusiHHI ACK i3 miare0o nmepBHHHA KiHIIEBAa TOYKAa — MacMBHA a00 HEMacHBHA KJIIHIYHO
3Hauyma kpoBoTeua 3a kpurepisimu [ISTH uepes 6 micauis — Bigmivanace y 367 (16,1%) 1204 (9,0%)
narieHTiB BianoBigHo y rpymax ACK Ta mmamne6o (BP = 1,88, 95% MI: 1,58, 2,23, nBoCTOpOHHE
p<0,0001).

30Kkpema, y MaIli€HTiB, SKi OTPUMYBAIM JIKYBaHHs amikcabaHOM, BeJIMKa a00 HEeBeNUKa KIIHIYHO
3HauyIa KpoBoteya HacTaBana 'y 157 (13,7%) 1 84 (7,4%) nmauienTiB BianosigHo y rpynax ACK ta
rtane6o. Y marieHTiB, ki orpuMyBanu JikyBaHHs ABK, Bennka abo HeBenuka KIIIHIYHO 3HAYYyIIA
KpoBoTeuya HactraBana y 208 (18,5%) ta 122 (10,8%) mamientiB BiamoBigHo y rpymax ACK rta
riame0o.

Iami edextn miKyBaHHS OIIHIOBAJIUCH SK BTOPHMHHA METa JOCHIDKEHHS 13 KOMOIHOBaHHUMH
KIHI[EBUMH TOYKAMHU.

[Ipu mnopiBHsHHI amikcabany 3 ABK kxom0iHOoBaHa koMOiHOBaHa KiHIIEBa TOYKa — CMEPTh abo
MOBTOpHA rocmitamnizaiis — Bigmivanace y 541 (23,5%) ta 632 (27,4%) maifieHTiB BilMOBIIHO Y
rpymnax amikcabany ta ABK. Kom6iHoBaHa KiHIleBa TOYKa — CMEpTh ab0 iIEeMiYHE YCKJIaJIHCHHS
(iHCynBT, 1H(DApKT MioKapaa, TpoMO03 CTEHTY a0 HEBIJIKJIaIHA PEBACKYJIApU3alLlis) — BiAMIYaIach y
170 (7,4%) ta 182 (7,9%) namieHTiB BIANOBIIHO Yy Tpymnax amikcadany Ta ABK.

ITpu nopiBusHHI ACK 3 mane6o komOiHOBaHa KiHIIEBa TOYKAa CMEPTh a00 IOBTOPHA TOCITiTaIi3aLlis
BinMivyanace y 604 (26,2%) ta 569 (24,7%) nauientiB BianoBigHo y rpynax ACK Tta miane6o.
Kom0iHoBaHa KiHIIEBa TOYKa — CMEpPTh a00 ileMiuHe yCKIaJHeHHsS (1HCyNbT, iHpapKT MioKap[a,
TpoMOO03 cTeHTa ab0 HEBIAKJIagHA peBacKyispu3alis) — BiaMivanack y 163 (7,1%) ta 189 (8,2%)
naiieHTiB BianosigHo y rpynax ACK ra miane6o.

Tayienmu, axum npogoosamov Kapoiosepcito

EMANATE — Bigkpute 6araTOLEHTPOBE IOCIIIKEHHS, B sikoMy Opanu ydactb 1500 mamieHTiB 3
HekmamanHow  Giopwmsimieto nepenacepap (H®II), sxi He mnpuiiManu aHTUKOAryJdssHTH abo
OTPHUMYBAJIU JIIKYBaHHs MeHIIE 48 TOUH 1 SKMUM OYJI0 3aIJIaHOBAHO MTPOBEACHHS KapIioBepcii.
Pannomizartito marieHTiB OyJ10 TPOBEICHO Y CIIBBIIHOIICHHI 1:1 Ha rpym#, 1110 MpuiMany armkcadaH
abo remapuH Ta / abo aHrtaroHicTu BitamiHy K a1 mpoimakTHKM cepleBO-CyTMHHHUX TMOIIMH.
Enextpuuny ta/ abo hapmakoaoriyHy Kap1i0BEpCito MPOBOIMIIH IiCIs TPUHANMHI 5 103 amikcabaHy
no 5 mr 2 pa3u Ha JeHb (abo 1o 2,5 Mr ABidi Ha IeHb Y OKpEeMUX MarieHTiB*) abo npuHaiiMHi yepes
2 roguuu micas 10 Mr HaBaHTaXyBaJbHOI 103U (200 5 MI' HaBaHTaXYBAJIbHOI JIO3H Y OKPEMHUX
MarieHTiB)*, skmo Oyno HeoOXiAHO MpoBecTH KapiioBepcito panime (* mauB. po3min «Crocid
3aCTOCYBaHHS Ta JIO3W»).

VY rpymi nikyBaHHS anikcabanoMm 342 mainieHTH OTPUMYBAJIM HaBaHTaXyBalbHY 103y (331 marient
orpumyBaB 103y 10 mr, a 11 oTpumyBanmu 103y 5 mr).

VY rpymi JikyBaHHs anikcabanom (n = 753) He Oyno iHcynbTiB (0%), y rpymi JIiKyBaHHS TeapuHOM
Ta / abo antaronicramu Bitaminy K (n = 747, RR 0,00, 95% CI 0,00, 0,64) cioctepiranu 6 (0,80%)
1HCYJIBTIB.

CwMmepTh 3 ycixX npuuuH criocrepiranu y 2 namieHTiB (0,27%) y rpyri JikyBaHHs anikcabaHoMm 1a y 1
narienta (0,13%) y rpymi JgikyBaHHs rernapuHoMm Ta / abo antaronicramu Bitaminy K. IIpo Bunanku
CUCTEMHO1 eMO0Ti1 He MOB1AOMIISIIOCS.

Bunaaky cuiapHHMX Ta KIIHIYHO BaXJIMBUX HECHIBHUX KpoBoTeu croctepiramu y 3 (0,41%) Ta 11
(1,50%) nmarieHTiB BiAMOBIAHO Y IPyIi JiKyBaHHS anikcabanom nopiBHsAHO 3 6 (0,83%) Ta 13 (1,80%)
nalieHTaMH y TpyIi JiKyBaHHS I'elapuHoM Ta / abo aHTaroHictamu Bitaminy K.



[IpoBeneHe mourykoBe AOCHIIKEHHS MTOKa3ajo MOpiBHIOBaHY €(EKTUBHICTD Ta O€3eKy MIXK rpyHamMu
JiKyBaHHA anikcabaHOM Ta remapuHoM Ta / abo anTaronicramu Bitraminy K mig yac kapaioBepcii.

Jixyeanus TI'B, nikysannsa TEJIA i npoginakmuka peyudusie TI'B ma TEJIA (BTEn).

Kuiniuna nporpama (AMPLIFY: anikcaban mopiBHAHO 3 eHOKcanapuHom/Baphapunom, AMPLIFY -
EXT: anmikcaban nopiBHSHO 3 1uiane6o) Oyna po3pobiieHa 3 METOI0 JeMOHCTpanii eeKTUBHOCTI Ta
oesrnieku amnikcabany st jgikyBaHHs TI'B ta/abo TEJIA (AMPLIFY) Ta po3mmpeHnx MOXKIMBOCTEH
npemnapary y npo¢irakruui peunausiB TI'B ta/abo TEJIA micns 6 — 12 micsniB mikyBanns TI'B
ta/abo TEJIA 3a momomororo antukoarynsHtiB (AMPLIFY-EXT). OOGunBa gocmimxeHHs Oynu
PaHI0OMi30BaHUMHU MOBIIHO CIINMUMHU MIXKHAPOJHUMHU BUITPOOYBAaHHIMH Y MapajieIbHUX rPyTax, 10
MPOBOMMJIMCA 32 yYacTIO TAIlI€EHTIB 3 CHUMITOMAaTHYHUM mpokcuMmaibHUM TI'B  abo
cumnroMatuyaoto TEJIA. Yci OCHOBHI KiHIIEBI TOYKH Oe3MeKu Ta €(PEeKTUBHOCTI OIIHIOBAIIMCS
HEe3aJIe)KHUM KOMITETOM Ha OCHOBI 3aMaCKOBaHUX JIaHUX.

Hocnidocennss AMPLIF'Y.

VY nocnimkerni AMPLIFY 5 395 narienTiB Oynu paHIoMi30BaHi y Tpymny JiKyBaHHS ammkcabaHOM
nepopanbHo 1o 10 mMr 2 pasu Ha 700y NpoTAroM 7 THIB 3 MOJAIBIINM 3aCTOCYBaHHSAM amikcaOaHy
MepopajbHO MO 5 Mr 2 pa3u Ha 00y MPOTATOM 6 MICAIIB, TPYIY JIIKyBaHHS €HOKCANapHHOM IO
1 mr/kr 2 pasu Ha 700y MIAMIKIPHO MPOTATOM MpUHANMHI 5 AHIB (10 mocsrHeHHs nmokasHuka MHC
(MbKHApOIHE HOPMAaJTi30BaHE CIIBBITHOIICHHS) > 2) Ta TPYIy JIKyBaHHS BapdapuHOM (II1JIbOBUMA
nianaszon 3HaueHr MHC 2,0 — 3,0) nmepopaibHO IPOTATOM 6 MICSIIIB.

CepenHiii Bik maiieHTiB cTaHOBUB 56,9 poky, 1y 89,8% paHaoMi3oBaHHX MAalli€HTIB CIOCTEpiranucs
HernpoBokoBaHi siBuia BTE.

Jlns marfieHTiB, fAKi yBIHILIIM 10 Tpynu BapdapuHy, cepeaHiil BiACOTOK yacy mnepeOyBaHHS Y
TepaneBTUUHOMY aiana3zoHi mnokazamka MHC (2,0 — 3,0) cranoBuB 60,9. Amikcaban
MPOJIEMOHCTPYBAB 3HIDKEHHS YacTOTH penuauByiodoi cumnroMatudnoi BTE abo nerampHUX
BHUMAJIKIB, MoB’s13aHux 3 BTE, npu pi3HUX 3HaUeHHAX cepeaHbOT0 Yacy TepaneBTudHoro Bikna MHC.
Jlyis HaWBUIOTO KBApPTHIIIO BIJHOCHO JO CEPEIHHOTO 3HAYCHHS, CIiBBIIHOIICHHS PHU3HUKIB IS
arnikcabaHy Ta eHokcarnapuHy/Bapgapuny crtanosuio 0,79 (95% I 0,39; 1,61).

VY upoMy JociipkeHHi OyJio MOKa3aHo, 110 amikcabaH He MOCTYMA€EThCsS CHOKcanapuHy/BaphapuHy
3a TaKOI0 KOMOIHOBAHOIO MEPBUHHOIO TOYKOIO, SIK KiacH(iKOBaHA PEIUAMBYIOYA CUMIITOMAaTHYHA
BTE (TI'B a6o PE 6e3 neTanbHUX HACIIJIKIB) UM JIETaTbHUN HACTIIOK, 1MoB’s3anuii 3 BTE.
EdexTuBHicTh amikcabaHy mij yac modaTkoBoro kypcy JikyBanHs BTE Oyna mopiBHSHHOIO IS
MAIl€HTIB, SKI OepKyBaiu mpenapat 3 meroro JikyBaHHs TEJIA [BizHocHuit pusuk 0,9; 95% I
(0,5; 1,6)] Ta TI'B [BinHocHumit pusuk 0,8; 95% I (0,5; 1,3)]. EdekTuBHICTS AN PI3HUX TIATPYI, Y
TOMY YHMCHTI KiIacu(ikOBaHUX 3a BIKOM, cTarTio, iHAekcoMm Macu Tina (IMT), dyHKIi€0 HHPOK,
BenMunHOIO TokasHuka PE, wMicumem posrtamyBanHss TtpomOy TI'B, a Takox mnomnepemaHim
3aCTOCYBAaHHSAM NapeHTEPATLHOrO TeNapuHy, y oMy Oyna noaioHoro.

OCHOBHOIO TIEPBUHHOIO KiHIIEBOIO TOYKOIO JUIsl aHami3y Oe3mneku Oyna KpoBoTeda. Y I[bOMY
JOCIHIJKeHH] arikcabaH BHSBHB CTaTUCTMYHO BaroMi IepeBard MOPIBHAHO 3 €HOKcarapuHOM/
BaphapvHOM 3a MEPBUHHOIO KIHIIEBOIO TOUYKOIO Oe3meku [BinHocHuU pusuk 0,31, 95% mnoBipuwmii
iaTepsan (0,17; 0,55), Benuuuna P <0,0001] (quB. Tabnwuiro 5).

Taomuus 5
PesynbraTn ananizy kpoBored y pociimkeani AMPLIFY

[Toka3uuk ArmikcabaH Enoxcamapun / Bapdapun BigHocHwmit pusuk
N=2676 N=2689 (95% AD
n (%) n (%)

3Ha4yHa 15 (0,6) 49 (1,8) 0,31 (0,17; 0,55)
3HayHa + 115 (4,3) 261 (9,7) 0,44 (0,36; 0,55)
KHBK

Hesnauna 313 (11,7) 505 (18,8) 0,62 (0,54; 0,70)
Yci Bugun 402 (15,0) 676 (25,1) 0,59 (0,53; 0,66)




Bcranosnena 3nauna kpoBoreua Ta kpoBoTeua KBHK (kiiHiuHO Baroma HeBelHMKa KpOBOTEUa) y
Oyab-sKiii aHATOMIYHIN AUISHIN, SK MPaBHJIO, OyIM HWKYUMH y TpyIHi amikcaOaHy HOPIBHSHO 3
rpymnoio eHokcamapuny/Bapdapuny. KrnacudikoBana 3a cucremoro ISTH 3HayHa muTyHKOBO-
KHIIIKOBAa KpOBOTeua Maja Micie y 6 mamieHtiB (0,2%), ssKuM 3acTOCOBYyBaiH amikcaban, 1a 'y 17
nanieHTiB (0,6%), ki mpuiiManu eHoKcanapuH/BappapuH.

Hocnidocennss AMPLIFY-EXT.

YV nmocmimxenni AMPLIFY-EXT 2482 mnamientu Oynu paHAOMI30BaHI B TPYIy JIIKYBaHHS
armikcabaHoM 1o 2,5 Mr ABidi Ha 100y NepopalibHO, B TPYITY JIIKYBaHHS amikcabaHOM 10 5 Mr ABiui
Ha 100y mepopalibHO ab0 B TpyMy JIKyBaHHS IJIANE00 MpOTIroM 12 MICAIIB MICHs 3aBEPIICHHS
MOYATKOBOTO KypCy JIKYBAaHHS aHTHKOAryJsHTaMHu MpoTsroM 6 — 12 wicsamiB. Cepen Hux 836
naieHTn (33,7%) Opanu yuacte y nocnimkenHi AMPLIFY nepen 3amydyeHHsM A0 ydacTi y
nociimkenai AMPLIFY-EXT.

CepenHiii Bik Malli€eHTIB CTaHOBUB 56,7 poky, 1y 91,7% paHaoMi30BaHUX MAIlI€EHTIB CIIOCTEPITaInCs
HenpoBokoBaHi siBuia BTE.

VY upoMy gocnipkeHHI 00MIB1 1031 anikcabaHy BUSIBUJIM CTAaTUCTUYHO BaroMi repeBaru MopiBHSIHO
3 Tiae0o 3a TaKO NEPBUHHOIO KiHIIEBOIO TOUKOIO, SIK cuMnToMaThuHa peuuausytoda BTE (TI'B
yu TEJIA 6e3 netanbHUX HACIIIKIB) a00 JeTanbHI HACTIIKH 3 OYIb-KO1 TPUYUHHU (JIUB. TAOJIHIIIO 6).

Tabmums 6
Pesynbraru oninku epexkruBHocTi y gocaimkeHHi AMPLIFY-EXT

[Toka3nuk Amikcaban | Amikcaban | [Tnare6o Bigaocuwuii pusuk (95% I)

2,5 Mr 5,0 Mr Anikcaban Anikcaban

(N=840) (N=813) | (N=829) | 2,5 Mr mopiBHSHO 5,0 mr
3 1anedo MTOPIBHSHO 3
m1ane0o
n (%)

JletanpHUM HACTITOK 19 (2,3) 14 (1,7) 77 (9,3) 0,24 0,19
gyepes peruau BTE a6o (0,15; 0,40)* (0,11; 0,33)¥
3 OyAb-SIKUX TPUYUH
TI'B” 6 (0,7) 7(0,9) 53 (6,4)
TEJIA © 7 (0,8) 4 (0,5) 13 (1,6)
JleTanbHuit HACTIOK 3 6 (0,7) 3(0,4) 11(1,3)
OyJIb-IKUX MPUINH
JleTanbHuii HACIIOK, 14 (1,7) 14 (1,7) 73 (8,8) 0,19 0,20
OB’ sSI3aHUH 3 (0,11;0,33) (0,11; 0,34)
permausoM BTE a6o 3
BTE
JleTanbHui HACIIOK, 14 (1,7) 14 (1,7) 76 (9,2) 0,18 0,19
OB’ sSI3aHUM 3 (0,10; 0,32) (0,11; 0,33)
permauBoM BTE a6o
CepIIeBO-CYAMHHUMHU
MOPYIICHHSIMH
TI'B' 6e3 neransHoro 6 (0,7) 8(1,0) 53 (6,4) 0,11 0,15
HACJIJIKY (0,05; 0,26) (0,07; 0,32)
PE' 6e3 nerampHOTO 8 (1,0) 4(0,5) 15 (1,8) 0,51 0,27
HACTIAKY (0,22; 1,21) (0,09; 0,80)
JleTanbHui HACIIOK, 2(0,2) 3(0,4) 7 (0,8) 0,28 0,45
noB’si3anuii 3 BTE (0,06; 1,37) (0,12; 1,71)

¥ 3nauenns p <0,0001.

* 1715t maIi€HTIB, Y SIKUX CITOCTEPIrajgocs OIbIIE OJTHOTO SBHUIIA — CKJIaJ0BOT0 KOMIIJIEKCHOT KIHIIEBO1
TOYKM, y 3BITI 3a3HAYaly JIMIIE Teplle sBUIIC (HANPUKIAA, SKIIO0 Yy YYaCHHUKA JOCIIKCHHS
cnoctepiranocs croyatky sisuie TI'B, a motim TEJIA, no 3BiTy BHOCHIIM utie sBute TT'B).



T Y okpeMux 0oci6 MOTJIO BUHUKHYTH O1JIbIIIE OJTHOTO SIBUIIA, 1 BOHK MOTJIM OyTH 3a3HadyeHi B 000X
KIacugikarmisx.

EdextuBHicts amikcabany y npodinaktuni peruauBy BTE 3ammmanacs crabiipHOIO y pi3HUX
MiArpyIax, y TOMy 9HCII Kiacu(iKOBaHUX 3a TAKMMHU O3HAKaMH, SIK BiK, CTaTh, 1HIEKC MacH Tijia Ta
(GYHKITIST HUPOK.
[TepBUHHOIO KIHIIEBOIO TOYKOIO Oe3meku Oylia 3HauyHa KPOBOTEUA MPOTATOM IMEPIOAy JIKyBaHHS. Y
IIOMY JOCJIJDKEHHI YacTOTa 3HAYHUX KPOBOTEY JJIsi 000X /103 amikcabaHy HE Maja CTaTUCTHYHHUX
BiIMiHHOCTEH Bin 1ane6o. He Oyno Big3HAYeHO CTATUCTUYHO BAaroMoi pPI3HMII 3a YacTOTOIO
3HAYHMX, HE3HAuHUX KpoBored, kKpoBoTed KBHK Ta ycix KpoBOTeu MiX rpynmamu 3aCTOCYBaHHS
amikcabany y 1031 2,5 mr aBiui Ha 700y Ta mare6o.
Knacugikxosana 3a cucremoro ISTH 3HayHa HITyHKOBO-KHMIIIKOBA KpOBOTeua criocrepiranacs y 1
(0,1%) narienra, sikuii npuitmas amikca®aH y 1031 5 Mr JBi4i Ha 100y, HE CTIOCTepIraiach y >K0AHOTO
3 MAIl€HTIB, SIKi NMpuiiManu amikcaban y 1o3i 2,5 Mr ABidi Ha 100y, Ta Oyna Biamiuena y 1 (0,1%)
TMalienTa, SKUil mpuitMaB 11areoo.

iTH.
€BpornercbKe areHTCTBO 3 OIIHKH JIIKAPChKHUX IMpernapaTiB BiATEPMiHYBaI0 00OB’SI3KOBE HaJlaHHS
pe3yJbTaTiB AOCIIPKEHb 3aCTOCYBaHHA NpenapaTy EjikBic 3a yyacTio Mami€eHTIB, 10 HAJIEXaThb J10
onHiei abo OinbIne MIATPYN TMAIliEHTIB AWTSIYOrO BIKY, 3 BEHO3HOIO abo0 apTepialibHOIO
TpoMboemOoiieto (iHpopMallito MPo 3aCTOCYBAHHS TITSAM AMB. Y po3aiii «Crocid 3acTocyBaHHS Ta
TTO31»).
Dapmaxokinemuxa.
BcMmokTyBaHHS.
AbcomoTHa 610A0CTYNHICTh amikcabaHy MHpW 3acTOCyBaHHI 7103 10 10 Mr BKJIIOYHO CTaHOBHUTH
npuban3Ho 50%. AnikcabaH MIBUAKO BCMOKTY€EThCS, MaKcUMaiibHa KOHLEHTpawist (Cmax ) IpemnapaTy
nocsiraeThest uepe3 3 — 4 roauHu micis npuiiomy Tabnerku. [Ipuitom i3 ixero He BrumBae Ha AUC
a00 Cmax amikcabany mpu 3actocyBaHHi 1034 10 Mr. Anikcaban MOXKHA TTpUMaTH 3 KEro 9u 6e3 K.
[Tpu nmepopanbHOMY MpUKHOMI y J03aX, 110 HE nepeBUllyoTs 10 Mr, ¢papMakokiHeTHKa amikcabaHy
JEMOHCTPY€E JMHIHHUN XapakTep 3 JO30MPOMOPIIHHUM 3pOCTaHHSIM €KCIO3HIIII. Y M03ax > 25 Mr Jis
amikcabaHy XapaKTepHO IIOTJIMHAHHS, OOMEXKEHE pPO3YMHHICTIO, Ta 3HIKEHa O10/I0CTYITHICTb.
[Toka3sHukam ekcno3umii amikcabaHy NpUTaMaHHa HU3bKa a0o TOMipHa BapiabelbHICTh, IO
B1JI00OpakaeThCsl BHYTPIIIHBOIO BapiaOENIbHICTIO B OJHOIO y4acHHKa B Mexax ~20% koedirieHrta
BapiatuBHocTi (KB) Ta BapiabenpHICTIO Mk OaratbMa ydacHHUKamMH B Mexax ~30% KB.
[Ticnsa mepopanbHOTO 3acTocyBaHHs 10 Mr amikcabaHy y BUTIIAI 2 TOAPIOHEHUX TAOJIETOK 1O 5 MT,
cycneHoBaHux y 30 M3 BOJH, €KCIO3MIIis OyJia MOPIBHAHHA 3 €KCIO3UIIEIO MICIs MepopaTbHOTO
3aCTOCYBaHHs 2 IIIBHUX TabaeToK mo 5 mr. [licis nepopanpHOTro 3actocyBadHs 10 Mr amikcabany y
BUTIIAAL 2 moapiOHeHnX TabneTok mo 5 Mr 3 30 r s6myyHoro miope mokazHUKd Cmax 1 AUC Oymu
HkuuMu Ha 20 % 1 16 % BiANMOBITHO MOPIBHSHO 13 3aCTOCYBaHHSAM 2 IUTBHUX Ta0JIETOK 10 5 MT.
3HIKEHHS eKCIIO3UIIIi He BBAXKAECTHCS KIIHIYHO 3HAYYIIUM.
[Ticns 3actocyBaHHs moApiOHEeHOI TaOjeTku amikcabaHy 1o 5 mr, cycnesgoBaHoi B 60 ma 5 %
BOJIHOTO PO3YHHY JIEKCTPO3H 1 BBEJICHOT Uepe3 Ha3oracTpalbHUM 30H, eKCIo3ullis Oya nmoaidHa 10
€KCIIO3MITli, IO CcrHocTepiranacs B I1HIMMX KIIHIYHAX JOCTIDKEHHSX 3a YYacTIO 3J0pPOBHX
JI0OPOBOJIBIIIB, SKUM IIEPOPAIEHO 3aCTOCOBYBAIM OJIHY TAaOJETKy arikcabaHy 1o 5 Mr.
VYpaxoByroun TpOrHO30BaHUN (hapMaKOKIHETHYHUIN Mpodiias amikcabaHy, IO Ma€ MPOMOPIIHHY
3aJIeKHICTh B/ 103U, Pe3YJIbTATH MPOBEACHUX JOCHTIKEHb 010JJOCTYITHOCTI 3aCTOCOBHI JI0 HIKYUX
1103 amikcabany.
Posnogin.
3B’s13yBaHHA 3 OlIKaMu IUIa3MH y Jrofe ctaHoBUTh npuOiau3Ho 87%. O06’em posmoniny (Vs)
CTaHOBHTb MPUOIN3HO 21 miTp.
biorpancdopmaitis Ta BUBE/ICHHS.
ArnikcabaH BUBOJUTHCA 3 OpraHizMy Kijgbkoma nursxamu. [IpubmuzHo 25% BBeIeHOI B OpraHizm
JIOMWHUA JO03W arikcabaHy BHBOIWIOCH Yy BHUIUISAI METAOOJITIB, NPH YOMYy Oijbllla YacTHHA
MeTaboMITIB BUBOIMIIACS 3 KasioM. HupkoBuii kitipeHc amikcabany 3a0e3neuye npudan3Ho 27% Bix
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3arajJbHOTO KIIIpeHCy. Y KIHIYHUX Ta JOKITIHIYHUX JOCIHIDKEHHSIX CIOCTEPIraly T0JaTKOBY POJb
O11iapHOTO Ta MPSIMOTO KUIITKOBOTO NUISIXiB BUBEICHHS MIpermapary.

3aranpHMI KITIpeHC amikcabaHy CTaHOBUTh NpuOIuM3HO 3,3 J1/ToA, a mepio]] HamiBBUBEACHHS
npuOIKM3HO OpiBHIOE 12 roguHam.

OcHoBHUMH MeXaHi3Mamu Oilotpanchopmartii € O-meMeTHIIOBaHHS Ta TiIPOKCUIIIOBaHHS 3-
OKCONINEepUANHIIOBOrO siipa. MetabomizM amikcabaHy BiAOyBaeThCs NMEPEBAXHO 3a PaXyHOK
CYP3A4/5. Heznauny ponb y Merabomizarii npenapary Bigirparote CYP1A2, 2C8, 2C9, 2C19 Ta
2J2. YV mna3Mi KpoBi JTIOJUHU HE3MIHEHH amnikca0aH € OCHOBHOK HHUPKYIIOIYOI CIOTYKOR,
OB’ S13aHO0 3 IIMM JIIKAPCHKUM TperapaTtoM. [IUpKyroounx akTHBHUX METa0OJITIB Ipenapary y
U1a3Mi KpoBi HeMae. Amikca0aH € cyOcTpaToM TpaHCHOPTHUX OiKiB, P-gp Ta 6ifika pe3ucTeHTHOCTI
paKy MOJIOYHOI 3aJI03M1.

Hopymienns QyHKIIIT HUPOK.

[Topymenns GyHKIIT HIPOK HE BIIMBAJIO HA MIKOBY KOHIIEHTpAIlifo amikcabaHy. 3a pe3ysibTaTaMmu
OLIIHKU KJIIpEHCY KpeaTuHiHy OyJi0 BHSBIIEHO, IO 3pOCTAaHHS €KCHO3MLii amikcabaHy KOpemtoe 3i
3HIKEHHSAM (YHKIIH HUpPOK. Y oci0d 3 jerkor (kmipeHc kpearuHiHy 51 — 80 mur/xB), TOMipHOIO
(xmiperc kpeatuniny 30 — 50 Mi1/XB) Ta TsKKOIO (KIIipeHC KpeaTuHiHy 15 — 29 Mil/XB) HUPKOBOIO
HEJIOCTATHICTIO KOHIICHTpAIliA arikcabaHy y Tuia3Mi TOPIBHSHO 3 0co0amMu 13 HOPMaJIbHUM
KIIIPEHCOM KpeaTuHiHy 3poctana Ha 16%, 29% ta 44% BignosinHo. [lopymieHHs GyHKIlIT HUPOK HE
MaJji0 BUPAXKEHOTO BIUIMBY Ha B3a€EMO3B’S30K MIDK KOHIICHTpAIIIEIO ammikcabaHy B TUia3Mi KpoOBi Ta
BUPAXEHICTIO MpUTrHiUeHHs (pakTopa Xa.

[Ipu 3acTocyBanHiI pa3oBoi 03U amikcabany (5 Mr) oxapasy Mmicis TeMoJiamidy y MaIi€eHTiB 3
TEPMIHAIBHOIO CTAI€I0 XPOHIYHOT HUPKOBOT HEJOCTATHOCTI KOHIICHTpALlisl amikcabany 3pocTana Ha
36% nopiBHSIHO 3 0cOOaMHU 13 HOPMAJILHUM KIIIPEHCOM KpEaTHHIHY.

[opymienns QyHKIIT IEYIHKY.

VY nocnmimkeHHi, ne¢ 8 YYaCHUKIB 3 JIETKMM TOPYIICHHSIM (YHKIT NediHka (Kjiac A 3a IIKaJor
Yaiinga — [T’'v0 3 iHgexkcom 5 (n=6) Ta 6 (n=2)) Ta 8 y4acHUKIB 3 TMOMIPHOIO MEYIHKOBOIO
HenoctatHicTIO (kiac B 3a mkanoro Yaiinma — [110 3 ingekcom 7 (n = 6) Ta 8 ( n= 2)) nmopiBHIOBAIN
3 16 370pOBUMHU JJOOPOBOJIBISIMUA 3 KOHTPOJBHOI IpynH, (papMakoKiHETHKa Ta (hapMaKoAMHAMIKa
pa3oBoi 103U amikcabaHy (5 Mr) He 3MIHIOBAJIaCh MPH HASBHOCTI MOPYIICHHS (YHKINI TMEYiHKH.
3MiHM aKTHBHOCTI TpHTHiYeHHs (akropa Xa Ta 3MIHM MDKHAPOJHOTO HOPMAaJli30BaHOTO
CHIBBIJHOIICHHsS] OyJM TOPIBHSAHHHMH Yy 30POBUX JTOOPOBOJIBIIB Ta MAIIEHTIB 3 JETKUM abo
MOMIPHUM MOPYIIEHHAM (YHKIIT EeUiHKH.

[arieHTH JITHBOTO BIKY.

V mari€eHTiB JITHBOTO BiKy (IIOHAA 65 POKiB) CriocTepiraiy OUIbII BUCOKY KOHIIEHTPAIIIIO ITpernapary
y T1a3Mi MOPIBHSHO 3 MOJIOAIIMMU TaiieHTamMu; cepeani 3HaueHHs: AUC y maItieHTiB JIITHBOTO BIKY
Oynu BUIIMMH pUOIN3HO Ha 32%.

Crars.

PiBens excrno3uuii amikcabaHy y *iHOK OyB npuOau3Ho Ha 18% Oinblie, HiX y YOJIOBIKIB.

ETHiYHE MOXO/’KEHHS Ta pacoBa MPUHAJICKHICTD.

Pesynpratu nmocnmimkenp | (asu cBiguaTh MpO BiJCYTHICTH MOMITHOI Pi3HMIN MiX IMOKa3HUKAMH
(hapMaKkOKIHETHKH arikcabaHy y MPEeICTAaBHHUKIB €BPOIEOiTHOI, MOHTOJOIMHOI 1 HErpoigHOI pac.
PesynbraTi momyssiuiiiHOro aHamizy (papMakoKiHETHMKH, MPOBEICHOIO 33 YYacTIO MAIli€HTIB, SKi
OTPUMYBAJIM amikcabaH TIC/Is IJIAHOBOI omeparlii 3aMiHM KYJBIIOBOTO a00 KOJIHHOTO CyIyo0a,
Y3TOKYBAIIUCh 13 pe3yJIbTaTaMu J0CIiKeHb | da3u.

Maca Tina.

SIKI110 OPIBHIOBATH €KCIIO3HUIIIIO amnikcabaHny y oci 3 pi3HOI Macoro Tijia, TO IPU Maci Tija MoHaj
120 kr excrno3uilis 3HMKyBajgach Npudnmu3Ho Ha 30% MopiBHAHO 3 TAKOIO MPU HOpMaIbHIM Maci (65
— 85 Kr), a U1 MacH Tina Hk4e 50 Kr 0yJo XapakTepHe 3pocTaHHs eKcro3uilii npubiamu3Ho Ha 30%.
dapmakoarHaMiyHUN/papMaKOKIHETUYHUM B3aEMO3B’SI30K.
dapmakokinernuyne/papmakogunamiune  (OK/DJ]) cmiBBiIHOWmIEHHS MK  KOHIICHTpPALI€lO
amikcabany y mnasmi Ta geskumu DJ] KiHIEBUMH TOYKaMHU (aKTHUBHICTh IMOJO NPHUTHIYECHHS
dakropa Xa, MHC, ITY, aUTY) ouiHroBaiu micias BBEACHHS Pi3HUX 103 amikcabaHy B IIUPOKOMY
nianasoni Bix 0,5 mo 50 mr. HalikpamuM 94MHOM B3a€MO3aJIeKHICTh MK KOHIICHTPAIIIEI0 anikcabany
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B IJIa3Mi KPOBI Ta aKTUBHICTIO MIPUTHIYCHHS (pakTopa Xa onucye JiHiitHa Moieb. CiBBiTHOIIICHHS
(bapMakoKiHETHYHHIX/(hapMaKOAUHAMIYHUAX TAapaMeTpiB, BUSBJICHI y MAIl€HTIB, SKI OTPUMYBAJIU
amikcabaH Miciis MIaHOBOT omnepariii 3aMiHH KYJIBIITIOBOTO a00 KOJIIHHOTO CyTJIo0a, Y3TroKyBauCh 13
MOKa3HUKAMH y 3/I0pPOBHUX J100POBOJIBLIIB.

Kuiniuni xapakTepucTUKH.

Ilokaszannsa.

[TpodinakTuka iHCYJIBTIB Ta CUCTEMHOI eMOOJIIT Y JOPOCIINX MAIi€HTIB 3 HEKJIAaHHOIO (p10puIIsIi€to
nepeacep/b, siIKi MalOTh OJIMH a00 KiJIbKa (PaKkToOpiB pU3HKY, TAKUX K HASBHICTh Y aHAMHE31 1HCYJIBTY
Y1 TPAH3UTOPHOI IIEMIYHOI aTakH, BIiK BiJ 75 pOKiB, apTepianbHa TilepTeH3is, IyKpoBUi aiaderT,
CUMITTOMAaTHYHA CepIIeBa HEJOCTATHICTH (MoHalMeHe kiac 11 3a kinacudikariero HL}O-ﬁOpKCLKOT
KapA10JOTIYHOI acoriaitii).

JlikyBanust TpoM603y rmbokux BeH (TI'B) ta tpomboemOoutii nereneBoi aptepii (TEJIA), a Takox
npodinakruka peruausie TI'B ta TEJIA y nopocnux (iHpopmalis CTOCOBHO TAlli€HTIB, SKi
ctpaxaatoth Ha TEJIA Ta MaroTh HecTablIbHY TeMOAMHAMIKY, HaBeleHa y po3aim «OcoOiIrBOCTI
3aCTOCYBaHHA»).

IIpomunokasanna.

[NnepayTnuBICTh 10 aKTUBHOT PEUOBUHH 200 10 OYIb-SKOTO TOMOMIXKHOTO KOMIIOHECHTA.

KniniuHo 3HauyIa akTHBHA KPOBOTEYA.

3axBOpIOBaHHS TEYIHKH, Kl CYyMPOBOKYIOTHCS KOAryJomaTi€lo Ta KIIHIYHO CYTTEBUM PHU3HKOM
KpOBOTeUi.

[Tatonoriss abo cTaH, MO0 CYNPOBOKYETHCS 3HAYHMM PHU3WKOM CHJIBHOI KpPOBOTEUl (HAINPUKIIA,
HasiBHa a00 HEI0JaBHO MEpPEeHeCceHa BUPa3KkoBa XBOP0OOa MUTyHKOBO-KUIIIKOBOTO TPAKTY, HAsIBHICTb
3JI0OSIKICHUX HOBOYTBOPEHB 3 BUCOKUM PU3UKOM KPOBOTEY1, CBIXKI TPaBMH TOJIOBHOTO 200 CITMHHOTO
MO3KY, HEHIOJaBHO MEPEHECEHI omeparlii Ha TOJIOBHOMY, CIIMHHOMY MO3KY a00 O()TaJbMOJIOTi4HI
BTpPYYaHHsI, HEIO/IaBHI BHYTPIIIHHOUEPETTHI KPOBOTEYI, JIarHOCTOBaHE a0 IMi1I03pI0BaHE BApUKO3HE
PO3IIUPEHHSI BEH CTPaBOXONy, apTEpiOBEHO3HI Mayib(opMallii, aHEeBpU3MH CyIUH, BHpaKeHi
BHYTPIITHROXPEOTOB1 00 BHYTPIIIHHOUEPEHI CyIMHH] aHOMAJTI{).

OnHouacHe 3aCTOCYBaHHS OyAb-SKHMX IHIIMX AHTHKOATYJISAHTIB, HANPUKIA] HEPpPaKLiOHOBAHOTO
renapuHy, HHU3bKOMOJEKYISIPHUX TeMapuHiB (€HOKCAamapWH, MajdbTENapuH TOIIO), IOXIJTHUX
renapuHy (poHAanapuHyKC TOIIO), MEPOpaJbHUX AHTHKOAryJISIHTIB (BapdapuH, puBapokcalaH,
nadiratpaH TOINO), 32 BUHATKOM cCrenu(IYHUX BUMAAKIB 3MIHM aHTUKOATYJISSHTHOI Teparii (auB.
po3nin «Croci® 3acTocyBaHHS Ta J03W»): a00 BBEIEHHS HE(PPaKLiOHOBAHOTO IeMapuHy y I03aX,
HEOOXI1THUX JJIs 3a0€3TeUeHHsI MPOX1THOCTI IIEHTPATLHOTO BEHO3HOT0 a00 apTepialibHOTO KaTeTepa,
a00 BBeJICHHS HE(PPaKLIOHOBAHOTO reMapuHy IIiJ] yac KaTeTepHOi aOsuii A JiKyBaHHs GiOpHsii
nepeacepab (auB. po3niin «OcoOJMBOCTI 3aCTOCYBaHHM» Ta «B3aeMois 3 IHIIUMH JTIKapCHKUMHU
3aco0aMu Ta 1HII BUJIU B3aEMOIIINY).

B3aemooia 3 inwumu aikapcokumu 3acodamu ma inuii 6uou 63aEmooii.

IuriGitopu CYP3A4 ta P-gp.

OnHouacHe 3acTocyBaHHs amikcabaHy Ta kKeTokoHa3ony (400 Mr 1 pa3 Ha JieHb), KU € MOTYXHUM
iarioiTopom CYP3A4 ta P-gp, npusBoamno a0 2-kpatHoro 30umbineHHs1 cepenaboi AUC Ta 1,6-
KpaTHOTO 301IbIIeHHs cepeHbOi Cmax arikcadaHy.

EnikBic He pEeKOMEHIOBAaHO TMpHU3HAYATH TMAIIEHTaM, $KI OTPUMYIOTh CHCTEMHE JIIKyBaHHS
notyxuumu iHrioitopamu CYP3A4 Tta P-gp TakuMu SK a30JIbHI AQHTUMIKOTHKH (HAIpUKIIazn
KETOKOHA30JI, ITPAaKOHA30JI, BOPHKOHA30J Ta TIO0CaKoHa30i) abo iHridiTopm mporeasu BIJI
(Hampukiiag puToHaBip) (AUB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

OuikyeThCs, 0 aKTUBHI PEUOBUHH, SIKI HE PO3TIAAAIOTHCS K moTyxHi iHri01Topu CYP3A4 Ta/abo
P-gp (Hampukiaj amioJapoH, KIApUTPOMILIMH, AWJTIa3eM, (IIyKOHA30JI, HAPOKCEH, KBiHIIWH,
Beparnamii), OyJyTh MEHIII IHTCHCHUBHO ITiIBUIIYBAaTH KOHIICHTpAIIiIO amikcabaHy y mia3mi. Hemae
noTpeOu y KOpeKIIii 103U arikcabaHy MpH HOTO 0OHOYACHOMY 3aCTOCYBaHHI 3 PEYOBUHAMM, SIK1 HE €
cunbHUMU 1HTIO1ITOpaMu CYP3A4 Ta/abo P-gp. Hampuknan, muntiazem (y no3yBanHi 360 mr 1 pas
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Ha JICHb), KU BBaxaeThcsl momipHuM iHTiIOiTopoM CYP3A4 Ta cnaGkum iHriGiTopom P-gp,
npu3BouB 10 1,4-kpatHoro 30inbmeHHs cepeanboi AUC Ta 1,3-kpaTHOro 30UIBIIEHHS CepeIHbOl
Cmax anikcabany. Hanmpokcen (pazoa go3a 500 mr) € iHri6iTOpoM P-gp, ane ve BrunBae Ha CYP3A4.
Lleit mpemapar npusBoauB 10 1,5-kpaTHoro 30imbiienHs cepenuboi AUC Ta 1,6-kpaTHOro
301bIIeHHs cepeHbol Cmax amikcabany. Knapurpowminusa (500 Mr, 1Bidi Ha 1eHb), iHTiI0iTOp P-gp Ta
cunpHUi 1Hr16iTOp CYP3A4 npusBoaus 10 1,6-pasoBoro Ta 1,3-pa3oBoro 301UIbLICHHS CEPEIHBOTO
piBHSI AUC Ta Cmax amikcabaHy BiJIIOBITHO.

Ingykropu CYP3A4 ta P-gp.

OpnHouacHe 3acTOCyBaHHA amikcabany Ta pudamminuny (motyxkuuid iHIyKTop CYP3A4 Ta P-gp)
npu3Boamiio a0 3HWKeHHs cepeaHix AUC Ta Cmax amikcabany npubnuszHo Ha 54% Tta 42%
BiamoBimHO. OJHOYACHE 3aCTOCYBaHHS amikcabaHy Ta 1HIIUX TMOTYXKHUX IpenapaTiB-iHIyKTOPIiB
CYP3A4 Ta P-gp (mampuxian ¢Qenitoiny, kapbamasemniny, ¢(eHoOapOiTamy abo mpenapariB
3BIp0o00I0) TaKOX MOXKE TPU3BECTH N0 3HWKEHHS KOHIIEHTpaIlli amikcabaHy y Tuia3mi KpOBi.
Kopekuis no3u amikcabaHy He MOTpiOHa y pa3i HOro OJHOYACHOTO 3aCTOCYBAaHHS 3 MOMIOHMMHU
npernapaTami.

Onnak U1t Tpo(IAKTUKY IHCYJIBTY T CUCTEMHOI eMOO0JIi1 y Mali€HTiB 3 HEeKJIaaHHOIO (Hi0pUIIsLIi€lo
nepeacepap (HDPII) ta mns npodinmaktuku peruaueie TI'B ta TEJIA marientam, siki OJHOYaCHO
3aCTOCOBYIOTh JIIKyBaHHS MOTYXHUMH iHaykTopamu CYP3A4 Ta P-gp, amikcaban cimin
3aCTOCOBYBATH 3 O0EPEIKHICTIO.

Amikcaban He pexomeHmoBaHuil mns jikyBaHHs TI'B 1 TEJIA y mamieHTiB, SIKUM OJHOYacCHO
3aCTOCOBYIOTh CHCTEMHE JIiKyBaHHS MOTYXHUMH iHAykTOpamu CYP3A4 Ta P-gp, ockiibku #oro
e(eKTHUBHICTh MOXe OyTH MOpyIIeHa (JUB. po3ai1 «OcoOIMBOCTI 3aCTOCYBAHHS).
AHTHUKOAryJIsIHTH, 1HTIOITOPW _arperaiii TPOMOOILMTIB, CEJIEKTHBHI 1HTIOITOpH 3BOPOTHOTO
3aXOIJICHHS CEpOTOHIHY (CI330) abo 1HTi01TOpH 3BOPOTHOI'O 3aXOIJICHHS
ceporoHiny/Hopanpenaniny i (I33CH) ta Hecrepoinni npotusananbHi npenapaTtu (HIT3IT).

VY 3B’a3Ky 31 3pOCTaHHSM pHU3UKY KpPOBOTEYI 3aCTOCYBAaHHS TMalll€eHTaM OyJb-SIKUX 1HIINX
AHTUKOAryJIIHTIB MPOTUIIOKA3aHe, 32 BUHATKOM KOHKPETHHUX OOCTaBHH 3MIHM aHTHUKOArYJISHTHOI
Teparii, KoM HeppaKI[iOHOBAaHUI TemapuH BBOJUTHCS B 033X, HEOOXIMHHUX JUIsl 3a0€3MEYCHHS
MPOXITHOCTI IEHTPAIBHOTO BEHO3HOTO abo apTepiaibHOrO KareTepa, abo HedpakiioHOBaHUMH
rernapyuH BBOJUTHCS i1 4ac KaTeTepHoi absamil 1uis likyBaHHs (Gi0pusinii nepeacepas (IUB. po3il
«IIpoTumnokazanHus»).

[Ticns kOMOIHOBAaHOTO BBEJCHHS €HOKcamapHuHy (pa3oBa no3a 40 mr) ta amikcabany (pa3oBa J03a
5 Mr) coctepiraBcs KyMyJISTUBHHH €eKT 1010 aKTUBHOCT1 aHTH-Xa (akTopa.

ITpu ogHOYAaCHOMY 3aCTOCYBaHHI anikcadaHy Ta aleTHICATIIOBOI KUcIoTu (325 Mr 1 pa3 Ha JieHb)
BHpakeH1 (papMakoKiHeTHYH1 a00 papMakoaMHAMIYHI B3a€MO/Iii OyJIM BiJICYyTHI.

OnHouacHe 3aCTOCYBaHHS arikcabaHy 3 kiomigorpenem (75 mr 1 pa3 Ha neHb) abo 3 KOMOiHaIi€0
75 Mr kiomnigorpento Ta 162 Mr aneTuacamiiuiIoBoi Kuciaotu 1 pa3 Ha JeHb, ado 13 mpacyrpeneM
(mouaTtkoBa 103a — 60 mr, HactynHe no3yBaHHS — 10 Mr 1 pa3 Ha n00y) y nocnimkeHHsx I ¢pasu ne
BHSIBUJIO 3HAUYIIOTO 30UTBIIEHHS MOJEIBHOIO 4Yacy KpoBoTeul abo J10JaTKOBOTO 1HTIOyBaHHS
arperaiii TpPOMOOIIMTIB MOPIBHSHO 13 3aCTOCYBaHHSM aHTUTPOMOOLMTApHUX IpenapaTiB 0e3
amikcabany. IlimBumenns nmoka3nukiB 3roptaHHs kposi (ITY, MHC ta aUTY) y3romkyBasiocs 3
edexTamu amikcabaHy y MOHOTeparii.

Hampoxcen (500 mr), sikuii € inTi6iTOpoM P-gp, mpusBoaus 10 1,5-KkpaTHOTrO 30UIBIICHHS CEPEIHBOT
AUC Tta 1,6-kpaTHOro 30unbmeHHs cepeHboi Cmax amikcadbaHny. AnikcaOaH CIPUYMHSB BiJIOBITHE
IT1IBUIIICHHS TOKa3HUKIB 3ropTaHHs KpoBi. OHOUaCHE 3aCTOCYBaHHS HAITPOKCEHY Ta amikcabaHy He
3MiHIOBaJIO €()eKT HAPOKCEHY 111010 arperamnii TpOMOOIUTIB, 00YMOBJIEHOI BIUTMBOM apaxiJOHOBOI
KHCJIOTH, Ta HE TIPU3BOJIUIIO JI0 KIIIHIYHO 3HAYYIIOTo 301IBIICHHS Yacy KpoBoTedi. He3parkarounm Ha
e, y OKpeMHUX 0cCi0 MO)Xe pO3BHUBATHCh OLIbII BUpaXKeHa (papMakoAWHAMIYHA BIAMOBIAb Ha
OJIHOYACHE BBEJICHHS aHTUTPOMOOIIMTAPHUX IIPeTapartiB Ta amikcadany. EnikBic ciif 3 00epexHICTIO
3actocoByBati y moeananHi 3 CI33C/I33HC, HII3II, auermicaminuioBOI0 KHCIOTOK Ta/abo
iHTi0iTOopamMu P2Y 12, ockinbKy 111 JIIKApChKi MperapaTy 3a3BUYail 301IbIIYIOTh PU3UK BUHUKHEHHS
KpoBoTedi (IuB. po3/iin «OcoOMHBOCTI 3aCTOCYBAHHSD ).
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HasBHuii oOMexeHWW OCBIJ OJHOYACHOTO 3aCTOCYBaHHS 3 IHIIMMH IHTIOITOpaMu arperarii
TpoMOoIMTIB (TakuMu sk aHTaroHictu peuentopiB GPIIb/Illa, mumipupamon, nekcrpan abo
cynbdinmipazon) abo TpoMOomiTHUHUMH 3aco0amMu. OCKUIBKM Taki 3acO0M MiIBUINYIOTH PH3UK
KpPOBOTEU, OJIHOYACHE IXHE 3aCTOCYBAaHHS 13 mpenapaTtoM EJikBic He peKOMEHIYEThCS (IUB. PO3/ILI
«OCco0IMBOCTI 3aCTOCYBaHHS ).

[HIIi CymyTHI pemnapaTH.

[Ipu ogHOUYACHOMY 3acTOCYBaHHI amikcabaHy Ta aTeHOJIONY a00 (GaMOTHUIMHY KIIIHIYHO BHUpaXKEH1
bapmakokineTHyHi a0 apMakoIMHAMIUHI B3a€MO/IiT He criocTepiranucs. OHOYacHe 3aCTOCYBaHHS
10 mr amikcabany Ta 100 Mr aTeHOJI0JTy HE MaJIO KJIIHIYHO BaXJIMBOTO BIUIMBY Ha (DapMaKOKIHETHKY
amikcabany. Ilicig momanpmioro mpuiioMy JBOX JIKapChKHUX IIpenapaTiB OJHOYACHO CepenHi
3HaueHHs AUC Ta Cnax amikcabany Oynu HrkuuMHu Ha 15% Tta 18% BiANOBIZHO MOPIBHSHO 13
3aCTOCYBaHHAM sIK MOHOTeparnii. OgHouacHe 3actocyBanHa 10 Mr anikcabany ta 40 Mr ¢pamMOTHANHY
He BrutiBasio Ha 3HaueHHsT AUC a60 Cmax amikcabany.

BruiuB anikcabaHy Ha iHI JiKapCchKi MpemapaT.

JocmimxkenHs amikcabaHy in Vitro TIOKa3alld BIJCYTHICTh TMPUTHIYYBAJIBHOTO BIUIMBY I[HOTO
npemapaty Ha akTuBHICTE CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2D6 a6o CYP3A4
(IK50 > 45 MxkMoOnB/1T) Ta HasIBHICTH cJIa0Koro iHTi0iTOpHOro BIUIMBY Ha akTtuBHicTE CYP2C19
(IK50 > 20 MKMOIB/TT) Yy KOHIIEHTpALIsAX, 3HAYHO OUIBIIMX 3a MIKOBI KOHIEHTpamlii mpemapary y
Ia3Mi KpoBi TAaIi€HTIB. AmikcabaH y KOHIEHTpamisx 10 20 MKMOJIB/JI HE 1HAYKY€ aKTHBHICTH
CYPI1A2, CYP2B6 a6o CYP3A4/5. Tomy BBaXkaeTbcs, IO arikcabaH He 3MiHIOBaTUME MOKa3HUKU
MeTa0OJIIYHOTO KIIPEHCY CYNyTHIX MperapariB, MeTa0OoMI3M SIKUX BiIOYBA€ThCSA 3a yYacTIO ITUX
¢bepMenTiB. AnlikcabaH He MPUTHIUy€e 3HAYHOIO MIpOIO aKTHBHICTh P-gp.

Sk onmcaHo HIKYE, y JOCTIIHKEHHIX 32 YYacTIO 3JI0POBUX JOOPOBOJIBIIIB amikcabaH HE TPU3BOIUB
710 3HAYHUX 3MiH ()apMaKOKIHETHKH JTUTOKCHHY, HAIIPOKCEHY a00 aTeHOI0Iy.

Jlueoxcun. OgHouacHe 3acTocyBaHHs amikcabany (20 mr 1 pa3 Ha m00y) Ta JTUTOKCHHY, SIKHH €
cyoctparom P-gp (0,25 mr 1 pa3 Ha 100y), He 3miHIOBaI0 AUC a60 Cmax AUToKcHHY. Takum 4uHOM,
amikcabaH He MPUTHIYYE TPAHCTIOPT cyOcTpaTiB, 00yMoBiIeHu# P-gp.

Hanpoxcen. OnHovacHe 3acTocyBaHHS pa3oBux 103 amikcabany (10 mr) Ta tumooro HII3IT
Harpokceny (500 mr) He BrumBano Ha AUC a60 Cmax HAITPOKCEHY.

Amenonon. OqHOYACHE 3aCTOCYBaHHS pa3oBUX 1103 amikcabany (10 mr) Ta TumoBoro 6era-61okaropa
atenosiony (100 mr) He BIutMBasio Ha hapMaKOKIHETHKY aTCHOJIOIY.

AKTHBOBaHE BYT1LIS.

3acTOCyBaHHS aKTUBOBAHOTO BYTUUIS 3HW)XKYE pIiBHI eKCmo3uilii amikcabaHy (IuB. pO3JIiT
«IlepenozyBaHH»).

Ocobnueocmi 3acmocyeanns.

Pusuk kxpoBoTeyi.

Sk 1y pa3i npuifoMy iHIIUX aHTUKOATyJISHTIB, MAIli€HTH, SKi MpuiiMaioTh EdikBic, moTpeOyroTh
PETEIBHOTO HATJISy 3 METOIO BUSIBIICHHS O3HaK KpoBoTedi. [Ipemapar HE0OXiqHO 3aCTOCOBYBATH 3
O0EpEeXHICTI0O TPU CTaHAX, SKI CYNPOBOKYIOTHCS MiJBUIICHUM PU3UKOM KpoBoTedi. Y pasi
BUHUKHEHHSI TsDKKOT KPOBOTEUI 3aCTOCYBaHHs Tpernapary EiKBiC Ciiji TPUNUHUTH (IUB. PO3ILIT
«[1o0iyHi peakii» Ta «Ilepeno3yBaHHs).

Xoya JIIKyBaHHS amikcabaHOM HE TMOTpPeOye peryJsapHOTO KOHTPOJIO PIBHIB €KCIO3MIl, Yy
BUHATKOBHX CHUTYallifX, KOJIM iH(pOpMaIlisl PO piBeHb EKCHO3ULIi amikcabaHy MOXE OTOMOITH
MPUAHATHA KIIIHIYHE PIIICHHs (HaNpUKIAJ] MpU MEPEeI03yBaHHI Ta HEBIIKIAJIHOMY OINEPAaTUBHOMY
BTPY4YaHH1), MO>kKe OyTH BUKOPHCTAaHMH METOJ KUIbKICHOTO BH3HAYEHHS aKTHMBHOCTI MPUTHIYCHHS
daxropa Xa Rotachrom® (quB. po3in «PapmakogruHAMIKa»).

Icnye nikapcebkuii 3acib Ui HeMTpanizallii akTHBHOCTI iHTi0iTOpa (akropa Xa.

[Tam’aTKy marieHTa TpPW 3acTOCyBaHHI mpernapaTy EKBiC MOKHa 3HAaWTH 3a MOCHJIAHHIM
www.pfizer.ua/node/2196.

B3aemonii 3 iHIMMH JiKapChbKUMU IpenapaTaMH, 10 BIUITMBAIOTh Ha 3TOPTaHHS KPOBI.

V 3B’513Ky 31 3pOCTaHHSAM PU3UKY KPOBOTEUi MapasesbHe JIIKyBaHHS Mali€HTIB Oy 1b-sIKUMH 1HITUMHA
AQHTUKOATYJITHTAMH MPOTUTIOKa3aHe (IuB. po3aia «IIpoTumnokazanusy).
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3actocyBaHHs EmKBICY OJHOYACHO 3 aHTHUTPOMOOIMTAPHUMH TIpermapaTaMy IiJABHIIYE PH3UK
KpoBOTeYi (IUB. po3/in «B3aemois 3 iHIIMMH JTIKapChKUMU 3ac00aMU Ta 1HIII BUTU B3a€MOJIIN» ).
Crnig mposiBIATH 00EPEXHICTh, SKINO MAIiEHTH TapanelbHo oTpuMytoTh JikyBaHHsS CI33C abo
I33CH, a6o HII3II, Bxitoyaroun areTusICcaIiliIOBy KUCIIOTY.

[Ticns omepaTUBHOTO BTpYyYaHHS HE PEKOMEHJIOBAHO OJIHOYACHO 3 alikcaOaHOM MpHW3HA4YaTH 1HIII
iHTi0iTOpU arperamii TpOMOOIUTIB (IUB. po3ain «B3aemomis 3 IHIIMME JIIKAPCHKUMH 3ac00aMu Ta
1HIIT BUJTA B3AEMOIIIN).

Jlns marfienTiB 3 GiOpUIIALIEI0 MepeacepAb Ta CTaHaMH, SIKI MOTPeOYIOTh MPOBEACHHS MOHO- 200
MOABIMHOT aHTUTPOMOOITMTAPHOI Tepartii, 0 MoYaTKy KOMOIHYBaHHS Takoi Teparii 3 armikcabaHom
CIIiJ] pETETHHO 3BAXHUTU MOTEHIIHHY KOPUCTh Ta PU3HKH.

[Tin yac KJIIHIYHOTO OCHIJKEHHS 3a y4acTIO TAaIli€eHTiB 3 (PiOpuisiielo mepencepap OJHOYACHE
3aCTOCYBaHHS alleTUJICATIIIUIIOBOI KUCIOTH ITiIBUIYBAJI0 PU3UK BHHUKHEHHS CHIIBHOT KpPOBOTEYI,
OB’ s13aHO 3 JIIKyBaHHAM arikcabanom, — 3 1,8% Ha pik 10 3,4% Ha pik, a pU3UK, MMOB’SI3aHUN 3
BapdapuHom, 3 2,7% Ha pik 10 4,6% Ha pik. Y IbOMY KIIHIYHOMY JOCITIPKEHHI HapayenbHe
3aCTOCYBAaHHS MOJABINHHOI aHTUTpOMOoUHUTapHOI Teparii Oyno obomexxeHuM (2,1%) (auB. po3ain
«DapmakoIuHAMIKAY ).

VY kIiHIYHE TOCTiKeHHsI Oyiu 3amydeHi mamieHTH 13 Gidpumnsiieto nepeacepap i3 ['KC Ta/abo Taxi,
mo niansaraote YKB 13 mmanoBuM nepionom JikyBaHHs iHri0iTopom P2Y12, i3 ab6o 6e3 ACK, Ta
MepopaJbHUM AHTUKOAryJSTHTOM (amikcabaH abo antaronictom BiTaminy K (ABK)) mpotsrom 6
MmicsaniB. OgnovyacHuit npuitom ACK y cy0’exTiB, sIKi OTpUMyBaiu amikcaOaH, MiJBUILYBaB PU3UK
MacHUBHOI 200 HEMaCHBHO1 KJTIHIYHO 3HAYYIOT KpOBOTEU1 32 KpUTEPisiIMU MI>KHapOTHOTO TOBApHUCTBA
3 BHUBYEHHsA MpoOiem TpomOo3y Ta remoctady (ISTH) ma 16,4-33,1% Ha pik (OuB. po3aia
«DapMakoIMHAMIKAY ).

VY X011 KIIHIYHOTO AOCIIPKEHHS 32 Y4acTIO Malli€HTIB IPYNH BUCOKOTO PU3HKY, MICIIS IIEPEHECEHOTO
TrOCTPOTO KOPOHAPHOTO CHUHIApOMY 0e3 ¢iOpwuisiii mepeacepab, sKi Majld OJHOYACHO KiJIbKa
CYNYTHIX 3aXBOPIOBaHb Kap/iOJOTIYHOTO Ta HEKAPAIOJIOTIYHOTO XapakTepy, Ta OTPUMYBAIU
AIEeTUJICATIIIIIOBY KHCJIOTY a00 KOMOIHAIlIO aleTHJICATIIUIOBOT KHCIOTH Ta KIIOMIIOTPEINIO,
3aCTOCYBaHHS amikcabaHy CyHpOBOKYBAIOCH 3HAYHUM 3POCTAHHSIM PU3HUKY CHIIBHUX KPOBOTEY 3a
knacudikamiero ISTH — 5,13% na pik nopiBHSHO 3 Tpymolo miamnedo, Uist sIKoi el pu3uK CTAaHOBUB
2,04% Ha pik.

3acTocyBaHHs TPOMOOJIITUYHUX IPENapaTiB A JIIKYBaHHS TOCTPOTO 1IIEMIYHOTO 1HCYJIBTY.

JlocBia 3acToCyBaHHS TPOMOOJIITUYHUX MPENapaTiB AJIs JIKyBaHHS TOCTPOTO iIEMIYHOTO 1HCYJIBTY
y TaIlI€HTIB, IO MPUWMAJTK armKkcabaH, HaJ3BUYaiHO 0OMexXeHUH (AuB. po3ait « Bzaemois 3 iHImmMu
TKapChKUMHU 3aC00aMHU Ta 1HIII BHJIA B3aEMOIIIN).

[arieHTH 31 IITYYHUM KJIAOAHOM CEepIIs.

besneka Ta ehekTuBHICTH npenapary EdikBic He AOCHTIPKYBAIUCh Y MALI€HTIB, KI MAIOTh IITYYHUNA
KiamaH cepus 3 abo 0e3 aprepianpHOi GiOpwmsaii. Tomy 3acTocyBaHHsI amikcabaHy He
PEKOMEHAYETHCS Y I[bOMY BUTIAJKY.

[amienTy 3 anTudocdoniniIHUM CHHAPOMOM

[lepopanbHi aHTUKOATYJISIHTH MPSAMOI i1, BKIIOYaIOUH arikcabaH, He peKOMEHAYIOTHCS Malli€eHTaM 3
TpoMOO30M B aHaMHE31, y IKHX J11arHOCTOBaHO aHTH(HOCH O THIN CHHAPOM. 30KpeMa, Y MaIlieHTiB,
MO3UTHUBHUX 32 TpboMa (pakTopamMu (BOBUAKOBUI aHTHKOATYJISIHT, QaHTUTLIA MPOTU KAPAIOJMIIiHYy Ta
Oeta-2-TiikonpoTeiny 1), JKyBaHHS TEpOpPAIBHUMH aHTUKOATYJISHTaMH TPAMOi i MoOXe OyTH
MOB’s13aHE 31 30UIBIIEHHSAM YacTOTH MOBTOPHUX TPOMOOTHYHMX IMOJIN Yy TMOPIBHSIHHI 3 Tepariero
aHTaronicramu Bitaminy K.

XipypriuHi BTpy4YaHHs Ta iHBa3UBHI IPOIEAYPH.

JlikyBanHsi mpemnapatoMm EmikBic cii NPUMIMHUATH IMOHaWMeHIe 3a 48 TOIWH 10 TPOBEACHHS
IUTAaHOBOI ormepauii abo i1HBa3MBHUX IMpPOLEAYP 3 TOMIPDHMM YHM BUCOKUM PHU3HKOM PO3BUTKY
KpoBoTeui. Lle crocyeTbest BTpy4aHb Ui IKHMX PO3BUTOK KITIHIYHO 3HAYYIIMX KPOBOTEY HE MOXKE
OyTH BUKITIOYCHHH Ta IPOIEAYD, VIS SKUX PHU3UK PO3BUTKY KPOBOTEUI € HEIPUHHATHHIM.
JlikyBanHs1 mpemapatom EmikBic ciiji TpUNUHUTH MIOHAWMEHIE 3a 24 TOAWHHU 10 MPOBEIACHHS
IUTAaHOBOI omeparllii abo iHBa3MBHUX MPOLEAYP 3 HE3HAUHHM PH3UKOM PO3BUTKY KpoBoreui. Lle
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CTOCYEThCA BTPYyYaHb, I Yac TPOBEICHHS SKUX OYIb-SKi MOXIHUBI KPOBOTEYl OUIKYIOTHCS
HE3HAYHUMHU 32 00CATOM, HEKPUTHYHUMH IS 11i€1 AUITHKN a00 JIETKO KOHTPOJIbOBAaHUMHU.

k1o omepartito 4¥ iHBa3WBHY MPOLETYPY HEMOXKIMBO BIAKIACTH, HEOOXITHO BXXUTH BIAMOBITHUX
3aCTepe)XHUX 3aXO0JliB, BpPAXOBYIOUM MIABUIICHUNH pU3HMK KpoBoTeui. CniJ 3BaXUTH PHU3HK
BHUHHUKHEHHSI KPOBOTEU1 Ta CTYIIHb HEBIKJIATHOCTI BTPYYaHHS.

Crin BiIHOBHUTH JiKyBaHHA mpenapaToM EmikBic skomMora mBHIIIE MICIsE XIpYypPriyHOTO BTPYYaHHS
a00 1HBAa3MBHOI MPOIIEAYPH, 32 YMOBH, 110 II€ JO3BOJISE KIIHIYHA CUTYaIlis Ta OyJIM BXXUTI HAJIECKHI
3axo1u A 3abe3nedyeHHs remMoctasy (s Kapaioepcii auB. po3ain «Croci® 3acTocyBaHHS Ta
TI031»).

[Tamientam, sIKi MPOXOJATH KaTeTepHY aOJALiio JUIs JiKyBaHHS (iOpuisiuii mepeacepias, Hemae
noTpeOu mepepuBaTH JiKyBaHHS mnpemnapatoMm Emikeic (muB. po3nimm «Crnocid 3acTocyBaHHS Ta
no3m», «lIporunokazanHs» Ta «B3aeMomis 3 IHIIMMHU JTIKAPCBKUMH 3aco0amMul Ta 1HII BUAH
B3AEMOIII).

TumyacoBe MpUNMHEHHS JIIKYBAHHS [TPEAPATOM.

[IpunuHeHHsI JTiKyBaHHsS aHTUKOATYJISTHTaMH (y TOMY YHCHI amikcabaHOM) Yy 3B’SI3Ky 3 aKTHUBHOIO
KpOBOTEUEI0, MPOBEACHHSAM IUIAHOBOI omeparii ado iHBa3MBHHUX NpPOIENyp MiBHUILYE PHU3UK
PO3BHUTKY TpoMO03y y mamieHTiB. Cil YHUKATH EpEPBH Y JIIKyBaHHI, a y BUTIAIKaX, KOJIU JIIKyBaHHS
EnikBicoM HEOOXiAHO TUMYAcCOBO MPHUNUHHUTH (3 OYIb-SKUX TPHYUH), CIIJ SKOMOTA IIBHIIIE
BiTHOBUTH MPHIOM IIperapary.

[artienTn, siki crpaxaats Ha TEJIA, Ta MalOTh HecTabUIbHY TeMOAMHAMIKY, a00 Malli€eHTH, SKi
noTpeOYIOTh TPOMOOJII3Y UM JeTeHEeBO1 eMOO0JIEKTOMI].

EnikBic He pEKOMEHIYEThCS 3aCTOCYBAaTH SK aJbTEPHATHBY HEPPAKIIOHOBAaHOMY TIelapuHy
MaiieHTaM, SKi CTpaXxJaloTh Ha TpPoMOOEeMOOIiI0 JIereHeBOi apTepii Ta MalwTh HECTAOUIbHY
reMoInHaMiKy a0 MOXYTh MPOXOAUTH TPOMOOIII3 UM JIETEHEBY eMOOJIEKTOMIIO, OCKUIBKH Oe3reka
Ta e(DeKTUBHICTH amikcabaHy y 3a3HaUEHUX KITHIYHUX CHTYaIlisIX HE BCTAHOBJICHI.

[NarieHTH 3 AKTUBHUM PAKOM.

EdextuBHicTh Ta Oe3neka amikcabany y JjikyBanHi TI'B, mixkyBanni TEJIA Ta mpodimakTuir
perauBiB TI'B ta TEJIA (BTEn) muist maiieHTiB 3 aKTHBHAM PAaKOM HE BCTAHOBJICHI.

IarieHTH 3 HUPKOBOIO HEIOCTATHICTIO.

Jleski KIIIHIYHI JaHi CBiAYaTh MpO Te, 10 KOHIIEHTpaLis amikcabaHy y IUia3Mi KpOBi HiIBUIICHA Y
TMAIIEHTIB 3 TSKKOI0 HUPKOBOIO HEIOCTATHICTIO (KIipeHC KpeaTuHiHy 15 — 29 Mu/XB), 1m0 Moxe
MiBHUILYBAaTH PU3MK KpoBoTed. s mpodimaktuku BeHoszHoi TpombGoemOomii (BTE) mixm wac
IJIAHOBOT omeparii 3 eHIONMPOTe3yBaHHS KyJbIIOBOTO abo KojiHHoro cyrio6a (BTEm), mis
nikyBanna TI'B, mikyBanust TEJIA ta npodinaktuxu peunausiB TI'B Ta TEJIA (BTEn) anikcaban
CIIIT 3aCTOCOBYBaTH 3 OOCPEKHICTIO MAIlieHTaM 3 TSHKKOIO HUPKOBOIO HEIOCTATHICTIO (KJIIPEHC
KpeatuHiny 15 — 29 mn/xB) (auB. po3ainu «Croci6 3acTocyBaHHS Ta 103U» Ta «DapMaKOKIHETHKAY ).
Jlnst mpoUTaKTHKK 1HCYJIBTY Ta CHCTEMHOI eMOOJIii y MAaIli€eHTiB 13 HEKJIanaHHOK (iOpHIIAIIEr0
nepeacepap (HPID), y skux HasgBHI TSXKKI HOpYIHIEHHS (YHKIT HUPOK (KIIpeHC KpeaTuHiHy 15 —
29 mi1/xB) a00 piBE€Hb CHPOBATKOBOTO KpeaTuHiHy > 1,5 mr/mi (133 MKMOIIB/1) y TO€THAHH] 3 TAKUMH
¢dakTopamu, sk Bik monazn 80 pokiB abo maca Tina meHmie 60 Kr, MOTPiIOHO 3aCTOCOBYBATH HIKUY
no3y amikcabany — 2,5 Mr ABidi Ha 100y (muB. po3aur «Crocid 3acToCyBaHHS).

Kniniunuii 10ocBiA 3acTocyBaHHS arikcabaHy MalieHTaM 3 KIIPEeHCOM KpeaTuHiHy < 15 mi/xB abo
MalieHTaM, sKi 3HaXOMATbCS Ha Jiami3i, BIACYTHIM, TOMYy amikcabaH HE PEKOMEHIOBAHWH I
3aCTOCYBaHHS I[i Kareropii mamieHTiB (muB. po3ninum «Crocid 3acToCyBaHHS Ta JI03W» Ta
«DapMakoKiHETHKAY).

[NarieHTH JITHBOTO BIKY.

3 BIKOM MOXe€ TiBUIYBAaTUCS PU3UK BUHUKHEHHS KpoBOTEU (MB. po3ail «DapMaKkoKiHETHKAY).
Takox npenapar EnikBic y moeqHaHHI 3 alleTHICATIIIIOBOIO KUCIOTOO IS JTIKyBaHHS TMaIli€HTIB
JITHBOTO BIKY CIIiJT 3aCTOCOBYBAaTH 3 OOCPEKHICTIO Yepe3 MiJABUIICHHS PU3UKY BUHUKHEHHS
KpOBOTeUi.

Maca Tina.

3umxkeHa Mmaca Tina (<60 Kr) Moke MiABMIUTH PHU3MK BHHUKHEHHS KpPOBOTEY (JAMB. DPO3ILI
«DapMakoKiHETHKAY).
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IleyiHKOBa HEJIOCTATHICTD

EnikBic mpoTHMOKa3aHWi TAaIlieHTaM 13 3aXBOPIOBAaHHSIMU TICUIHKH, SKi CYIPOBOIKYIOTHCS
KOAryJionari€ro Ta KJIHIYHO CYTTEBHM PU3UKOM KpoBOTeUl (IuB. po3ait «IIpoTurokazaHss»).
[IpemapaT He pPEKOMEHIOBAaHO 3aCTOCOBYBAaTH I JIIKYBaHHS MAI€HTIB 3 TSDKKOIO IEYIHKOBOIO
HEJIOCTATHICTIO (IUB. po3aii1 «DapMaKOKIHETHKA).

EnixBic ciig 3 00epeXHICTIO 3aCTOCOBYBATH [UISl JIIKYBAaHHS TAIII€HTIB 3 JIETKOIO a00 IOMIPHOIO
MEYiHKOBOIO HeAocTaTHICTIO (Ki1ac A a6o B 3a Yaiinmom — [1'10) (muB. po3nimm «Croci0 3acTocyBaHHS
Ta 103m» Ta «DapMaKOKIHETHKAY ).

[TamieHTiB 3  WiABUIICHUMH  piBHAMH  (EpMEHTIB TMediHKKM  (amaHiHamiHOTpaHcdepasa/
acriapraraminorpancgepasa (AJIT/ACT) nepeBUIIyIOTh BEPXHIO MEKY HOPMH Y OLjIbIIe HiXk 2 pa3u)
a00 3arajgpbHUM OUTIPYOIHOM, BUIIIMM 32 BEPXHIO MEXY HOPMH B 1,5 a00 OibIle pa3iB, HE JOIMYCKaIH
70 yd4acTi y KIIHIYHMX JociipkeHHsAX. Tomy EmikBic cmig 3 00epeXHICTIO 3aCTOCOBYBATH IS
JIKYBaHHS I1i€1 TOMyJIAIii MamieHTiB (IuB. po3an «PapMakokiHETHKay). Jlo MovaTKy JiKyBaHHS
arikcabaHoM HEOOXiTHO MPOBECTH OCIIHKCHHS (DYHKIIIH METiHKH.

B3zaemonii 3 inribitopamu sk uuroxpomy P450 3A4 (CYP3A4), Tak 1 P-rnikonporeiny (P-gp).
EnikBic He pEKOMEHIOBaHO MpHU3HAYaTH TMalLli€HTaM, $Ki OTPUMYIOTh CHUCTEMHE JIKyBaHHS
noTy>kHUMH 1HTiOITOpamMu ogHoyacHo CYP3A4 Tta P-gp, TakumMu sK a30JbHI aHTUMIKOTHKH
(HampuKJIaZ KETOKOHA30J, ITPaKoHa30J, BOPUKOHA30J Ta MOCAKOHA30J1) abo iHriGiTopHu mporeasu
BIJI (manmpuknan putoHaBip). Lli mikapchki 3acoO0M MOXKYTh 30UTBIINTH €KCTO3UIlIIO0 amikcabaHy
BJBiUi (IUB. po3ain «B3aeMois 3 IHITUMH JIIKapChKUMHU 3ac00aMu Ta iHII BUAMU B3a€MOJI») abo
HaBITh OUTBINE 32 HAIBHOCTI TOJAATKOBUX (haKTOPIB, 3MaTHHUX ITiIBUIIYBATH €KCTIO3UIIIIO amikcabaHy
(TakMX SIK TSDKKE TOPYIICHHS (PYHKLINH HUPOK).

Bsaemonii 3 mpenapatamu, ki oqHo4yacHo € ingykropamu CYP3A4 ta P-gp.

OnnouacHe 3actocyBaHHs npenapaTy EmikBic Ta moTyxHuX npenapaTiB-iHaykTopiB CYP3A4 Ta P-
gp (manpuknan pudamminuH, ¢eHiToiH, kapbamaszeniH, ¢peHobapOiTan abo mpemapatiB 3Bipo00r0)
MOXKE€ TIPU3BECTH 10 3HIDKEHHsS eKCro3ulii amikcabany npubimszno Ha 50%. VY KiIiHIYHOMY
JOCITIJDKEHHI 33 YYaCTIO MAIieHTIB 3 PiOpUIIAIIi€ro Tepeacep/Ib OJJHOYACHE 3aCTOCYBaHHS arikcabaHy
Ta MOTYXHUX 1HAYKTOpiB oHOYacHO CYP3A4 ta P-gp 3HmKyBano epeKTUBHICTh aHTHKOATYJISIHTY
Ta MiJIBUIIYBAJIO PU3UK KPOBOTEY1 MOPIBHIHO 13 3aCTOCYBaHHSM arlikcabaHy sIK MOHOTEpaITii.

JInist mati€enTiB, sSIKi OTHOYACHO OTPUMYIOTH JIIKyBaHHS MOTYXHUMU iHAyKTopamu CYP3A4 ta P-gp,
3aCTOCOBYIOThCSI HIDKUE3a3HAUeH1 peKoMeHAalii (IuB. po3ain «B3aeMomis 3 iHITUMU JTIKAPCHKUMHU
3aco0aMu Ta 1HII BUIU B3aEMOIIN»):

- armikcabaH CITiJ1 3aCTOCOBYBATH 3 00EPEXKHICTIO JIs TPO(DUIAKTHKY 1HCYIIBTY Ta CHCTEMHOI eMOoJTii
y namientiB 3 HOII ta nns npodinaktuku peunausis TT'B ta TEJIA;

- He cii 3acTocoByBaTH amikcaban juist ikyBanHs TI'B ta TEJIA, ockinbku #oro e(heKTUBHICTD
MO3Ke OyTH TIOpyIIeHa.

JlaBopaTopHi MOKa3HUKHU.

PesynbraTi aHami3iB 3ropTraHHs KpoBi (Hampukiang mnporpomOiHoBuit uyac (ITY), mixnapoaHe
HopmaitizoBane cmiBBigHomeHHss (MHC) Ta akTuBOBaHWN YacTKOBUK TPOMOOIIJIACTHHOBHUHN dYac
(aUTY)) 3MiHIOIOTBCS BIAIOBIIHO 0 OYiKyBaHb y 3B’SI3Ky 3 MEXaHI3MOM il amikcabaHy. 3MiHH,
BHSIBJICHI y pe3yibTaTax IUX aHATI3IB MPU 3aCTOCYBaHHI TEPaNEBTUYHUX 103, € HE3HAYHUMHU Ta
HaJ3BUYAITHO BapiaTUBHUMHU (IUB. po3ii «DapmMakoAMHAMIKAY).

Indopmartis 0po JONOMIXKHI PEUOBUHHU.

EnikBic Mictuth nakto3y. Llel mikapchkuii mpenapaT He CIiJ NpUAMAaTH NalieHTaMm 3 piIKiCHUMH
CMaJKOBUMH  3aXBOPIOBAHHSIMH, TIOB’SI3aHUMH 3  HEMEPEHOCHUMICTIO TaJaKTO3H, ITOBHOIO
HEJOCTATHICTIO JIAKTa3u a00 CHHIPOMOM IMOPYIICHHS BCMOKTYBAHHS TTIIOKO3H Ta TaJaKTO3H.

3acmocysanns 6 nepiod eazimnocmi abo 200y8aHHsA 2pyO0io.

Bacimuicms. Jlanux mpo 3acTocyBaHHs amikcabaHy BariTHUM >KiHKaM HeMae. JlociipKeHHs Ha
TBapUHAaX HE BHUSABWIM 0€3MOCEPEeHHOr0 abo OMOCEePEIKOBAHOIO INKIIJIMBOTO BIUIMBY Ha
penponyKTUBHY (PyHKITIF0. AmKcabaH HE peKOMEH0BAHO MTPU3HAYATH 1] 9aC BariTHOCTI.

Ilepioo 2cooysanns epyoorw. Hapasi HeBiIOMO, 4M BHALISETHCS amikcabad abo ioro merabomitu 3
TPYJIHUM MOJIOKOM JtouHu. [Hdopmartis, oTpumaHa I1iJ1 9ac TOCHiPKeHb Ha TBApUHAX, CBITIYUTH IPO
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BHJIUICHHS amikcabaHy y MOJIOKO. HeMOXJIMBO BUKIIOUATH PHU3MK 11 HOBOHAPODKEHUX Ta
HEMOBJIAT, IKUX TOAYIOTh TPYITIO.

Crnig NpUAHATHA PINIEHHS IIOAO MPUIMHEHHS TOAYyBaHHS TPYAII0 ab0 MPUIIUHCHHS/BIIMOBU Bif
JKyBaHHA anikcabaHOM.

Bnaus na penpoovkmuseny gyuxuyiro. JIocnipkeHHsT Ha TBapuHAX, SIKUM Oe€3MocepeHbO BBOIMIIN
amikca0aH, He BUSIBIIM BIUIMBY LIbOTO MIpeNapary Ha PepTHIIBHICTD.

30amuicms enausamu Ha wWUOKICMb peaxkyii npu KepyeanHi asmMompaHcnopmom abo iHwuUMu
MEXAHIZMAMU.

EnikBic He BrumBae abo Maibke HE BIUIMBAE HA INBHUIKICTh peaKIii I Yac KEpyBaHHS
aBTOTPAHCIIOPTOM a00 1HIIMMHU MEXaHi3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

Crocib 3acTocyBaHHsL.

[Ipemapat 3acTOCOBYIOTH IepopanibHO. EnikBic ciig npuitmMaTy, 3anuBaioyl BOJOIO, 3 DKeto un 0e3
TKI.

Jlnst mauieHTiB, SKi HE MOXYTh MPOKOBTHYTH LTI TabJeTkH, TabiaeTku npenapary EmikBic MoxHa
MOJPIOHUTH 1 CYCIIEHAYBATH Y BOII, 5%-My BOJIHOMY PO34MHI JIEKCTPO3H ab0 y sI0JyYHOMY COKY, a
TaKO’X MOJKHA 3MIIIATH 3 SAOJYyYHUM ITIOpE; MICIs IOTO 0JIpa3y 3aCTOCYBATH MpenapaT NepopaibHO
(muB. po3min «PapmakokiHETHKa»). Takox TabneTku mpenapary EmikBic MoxkHaA MOAPIOHUTH 1
cycnernyBatu y 60 mu Bogu abo 5%-My BOIHOMY pPO3UYMHI JAEKCTPO3M 1 OJpa3y BBECTH uepe3
Ha30racTpaIbHUM 30H (TUB. PO3aALT «DapMaKOKIHETHKA ).

[Tpenapat EnikBic y ¢opmi TabneTok micis MoApiOHEHHs € CTaOUIbHUM Yy BOJi, 5%-My BOAHOMY
PO34YMHI JEKCTPO3H, SOJYIHOMY COKY ab0 SIOTydHOMY IMIOpE 110 4 TOUH.

Jlo3yBaHHS.

Ilpoghinakmuka incynomy ma cucmemHoi emOonii y nayienmie 3 HeKIANAHHOW QIopuUIaYicio
nepeocepob.

PexomennoBana no3a npemnapaty EnikBic CTaHOBUTB 5 MT IepOpabHO JIBIYi HA JICHD.

3uuocenns 0o3u.

JIsi marieHTiB 3 HEKJIamaHHOIO (iOpWIIAIIE0 TepeAcepab Ta IMOHAWMEHINE JBOMa 3 TaKUX
XapaKTepUCTHK fIK: BiK > 80 pokiB, Maca Tina < 60 kr abo piBeHb KpeaTHHIHY CUPOBATKHU > 1,5 mr/mn
(133 MxMoOB/1T), peKOMEHI0BaHa J03a Mpenapary EnikBic cTaHOBUTH 2,5 MI' IepOpaibHO JIBivl HA
JeHb (HeoOX1IHO 3aCTOCOBYBATH MpenapaT y 103yBaHHi 2,5 MT).

JlikyBaHHS CJ1i1 MPOBOJAMUTH MPOTATOM TPUBAJIOTO YaCy.

Jlixyeanus mpombo3sy enuboxux eex (TI'B) ma mpomboembonii necenesoi apmepii (TEJIA), a maxooic
npoghinakmuxa peyuousie TI'B ma TEJIA.

PexomennoBana fo3a npenapaty EmnikBic 11s iKyBaHHS rocTporo Tpom6o3y riandokux BeH (TI'B)
Ta TpoMOoembO0ii tereneBoi aptepii (TEJIA) ctanoBuTh 10 MT mepopaiabHO JBidi Ha IEHb MIPOTITOM
nepumx 7 aiB. IloTiM mpenapar 3acTOCOBYIOThH y 103yBaHHI 5 MT IEpOPaIbHO JIBiYi HA JIeHb. 3T1THO
3 JIIOYMMH MEAMYHMMHM HACTAaHOBAaMH, KOPOTKA TPHUBANICTh JIKyBaHHS (IIOHAWMEHINE 3 MiCSIIi)
MOBMHHA BpPAaxoBYBaTU (aKTOPH pPH3UKY, IO MHUHAIOTh (HANpHUKIA[L HEIIOAABHE XipypriuHe
BTpPY4YaHHs, TpaBMa, IMMOO1LTi3arlis).

PexomennoBana no3a npenapary Emiksic ans npodinaktuku perunuBy TI'B ta TEJIA cranoButh
2,5 Mr mepopayibHO 1Bidi Ha J00y. SIKIIO mamieHTy moka3zaHa npodinaktuka peuunusiB TI'B Ta
TEJIA, no3y 2,5 mr aBivi Ha 100y CITiJ HOYNHATH MPUHMATH TTICIIS 3aBEPUICHHS 6-MiCSYHOTO KYpCy
JiKyBaHHs TpemaparoM EmikBic y 1031 S Mmr aBiui Ha 100y a0o Kypcy JIIKyBaHHS 1HITUM
AHTHUKOATYJITHTOM, SIK 3a3Ha4eHO y Tabmuii 7 (Takox aAuB. «PapMakoInHAMIKAY).

Taomuus 7
IToxa3aHHA Cxema 3acTOCyBaHHS MakcumanbHa
no0oBa 1103a
JlikyBanusa TI'B a6o TEJIA 10 Mr n1Biui Ha 7OOY MPOTATOM HEPIINX 20 mr
7 mHIB
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3 MOJAJIBIIIMM 3aCTOCYBaHHAM 103U S mr | 10 Mr
JBiYil Ha 100y

[Tpodinaktuka permauy TI'B Ta/a6o 2,5 Mr n1Bivi Ha 100y 5 wmr
TEJIA micns 3aBepIiieHHs 6-MiCIYHOTO
Kkypcy JikyBanHs TI'B a6o TEJIA

TpuBanicTe 3aranbHOrO Kypcy JiKyBaHHS BH3HAUYAIOTh IHIUBIAYyaJbHO TICIS PETENbHOI OLIHKU
repeBar BiJ] JIIKyBaHHS Ta PU3UKY KpoBOTeUi (UB. po3iia «OCOOIMBOCTI 3aCTOCYBAHHS).

IIponyck nputiomy dosu.

Axmo mpuitom mpemnapary OyJio MPOMYIIEHO, MAIll€EHTOBI CIij HeraiiHo mpuitHATH Emikeic Ta
MPOJOBXKYBATH JIIKyBaHHS y 3BHUATHOMY PEXHUMI JBi4i HA JICHb.

3amina npenapamis.

[lepeBeneHHss 3 TapeHTEPAIbLHOTO BBEJACHHS AHTHKOATYJISHTIB Ha JIIKyBaHHS amikcabaHom (i

HAaBIIaKW) MOKHA TPOBOJUTH B MOMEHT NPUUOMY HACTYIHOI 3aIUTAHOBAHOI JIO3U (IUB. PO3MILI

«B3aemois 3 THITUMU JTIKAPCHKUMH 3acO0aMU Ta 1HIII BUIU B3aeMOZii»). Lli mikapchki 3aco0u He

CIIiJ] 3aCTOCOBYBATH OJJHOYACHO.

Ilepeseodenns 3 nikyeanus anmazonicmamu simaminy K na nixkysanns npenapamom Enixsic.

[Ipu mepeBeAcHHI MAaIliEHTIB 31 CXeMH JIIKyBaHHS aHTaroHicromM BiTamiHy K Ha mikyBaHHS

npenaparoM EniKBICOM CIiJi NPUNMHUATH 3acCTOCYBaHHS Bap¢apuHy abo IHIIOrO aHTaroHicTa

BiTaminy K Ta posmouatu mnikyBaHHS mpenaparoM EmikBic, Kojiu MiXKHApOJHE HOpPMalli30BaHE

CIIIBBIIHOLIEHHS cTaHOBUTHME < 2,0.

Ilepeseoenns 3 nikysanus npenapamom Enikeic na nikysanns anmazonicmamu simaminy K.

[lepeBonsiun malieHTiB 3 JiKyBaHHs npenapaTtoM EJikBic Ha JIiKyBaHHS aHTaroHictoM BiTaminy K,

CIII TIPOJIOBXKYBaTH TpuiioM ENiKBICY IMOHAaWMEHINIE NTPOTATOM 2 MHIB MICHs TNPU3HAYCHHS

a"taronicta Bitaminy K. Ilicis nBoxX AHIB OJHOYACHOTO MpHUHOMY amikcabaHy Ta aHTaroHicra

Bitaminy K nepen nmpuitoMmoM HacTymHOT 103W EnikBicy BH3Ha4aloTh MDKHApOIHE HOpMaJli30BaHE

criBBigHomeHHs. KomOiHoBaHe nikyBaHHs EnikBicoM Ta anTaronicrom BiTaminy K mpoaoBxyroTh,

JIOKW MDDKHapOJIHE HOpMaJTi30BaHe CITIBBIHOIIICHHS HE OCSITHE PiBHIB > 2,0.

THopywennus ¢ynxyii HUpoK.

[I{om0 marieHTiB 3 JIETKUM 200 MTOMIPHUM MOPYIICHHSIM (YHKIIIT HUPOK ICHYIOTh TaKi pEKOMEHIaITIi:

- nns nikyBauHs TI'B, mikyBanust TEJIA ta npodinaktuku peruausis TI'B a6o TEJIA (BTEmn)
KOPEKIIisl 103 He MOTpiOHa (IUB. po3in «DapMaKOKIHETHKAY);
- g TOpoQUIAKTUKK 1HCYJIBTYy Ta CHUCTEeMHOI eMOomii y TMAaIli€HTiB 13 HEKJIaaHHOIo
¢iopumsamiero  mepeacepar (H®PII) Ta piBHeM CcuUpoBaTKOBOTO KpeaTuHiHy > 1,5 mr/mn
(133 MKMOIIB/1T) Yy KOMILIEKC] 3 TAKMMHU (haKTOpamH, sIK Bik moHas 80 pokiB abo Maca Tijia MEHIIe
60 Kr CI1i/1 3aCTOCOBYBAaTH HUXKYY 703y alikcabaHy, SK ONMKMCaHO BUIIE. Y pa3i BIICYTHOCTI 1HIINX
KpUTEPIiB i 3HIKCHHS 103U (BIK, Maca Tija) KOPEKIis J03U He MOTpiOHA (AMB. pO3ALI
«DapMakoKiHETHKAY).

[Ilono mamieHTIB 3 TSHKKUM MOPYIHICHHSAM (YyHKIII HUpPOK (KIipeHC KpeaTuHiHy 15 — 29 mi/xB)

ICHYIOTB Taki pekoMeHaamii (auB. po3aiau «OcoOMMBOCTI 3aCTOCYBaHH» Ta «DapMaKOKIHETHKAY):
- qus nikyBanHs TI'B, nikyBanus TEJIA ta npodinaktuku peunausis TI'B a6o TEJIA (BTEn)
amikcabaH CJ1iJ] 3aCTOCOBYBATH 3 00EPEKHICTIO;

- g TOpoQUIAKTUKK 1HCYJIBTYy Ta CHUCTEeMHOI eMOomii y TMAaIli€HTiB 13 HEKJIaNaHHOIO
biopumsmiero nepeacepas (HOI) ciinx 3acTocoByBaTH HIXKYY 03y amikcabaHy — 1Mo 2,5 MT JBidi
Ha J100y.

KumiaiuamMi 10CBi 3acTOCYBaHHSA amikcabaHy MamieHTaM 3 KJIIPEHCOM KpeaTuHiHy < 15 mi/xB abo

MarieHTaM, sKi 3HAXOIAThCA Ha Miaisi, BIACYTHIH, TOMy amikca0aH HE PEKOMEHIOBAHUN IS

3aCTOCYBaHHs Il Kareropii marieHTiB (auB. po3aum «OcCOOIMBOCTI 3aCTOCYBaHHs» Ta

«DapMaKOKIHETUKAY ).

Hopywenns pyuxyii newinku.
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EnikBic mpoTumokazaHuil TMaimi€eHTaM 13 3aXBOPIOBAHHSMH TI€UIHKH, SKI CYNPOBOKYIOTHCS
KOaryJonari€ro Ta KJIHIYHO CYTTEBUM PHU3UKOM KpoBOTeui (IuB. po3ain «IIpoTunokasaHHs»).
[IpenapaT He peKOMEH0BaHO 3aCTOCOBYBATH IS JIIKyBaHHS MAalLlI€HTIB 3 TSHKKUMH MOPYIICHHIMU
¢byHkuii newinku (AuB. po3ail «OcoONIMUBOCTI 3acTOCyBaHHA» Ta «DapMaKOKIHETHKAY ).

EnikBic cimig 3 00epexHICTIO 3aCTOCOBYBATH IS JIIKYBaHHS TAII€HTIB 3 JISTKUMH a00 TTOMipHUMH
nopyueHHsMu GyHKIIT meuinku (kmac A abo B 3a knacudikariero Yaitnna — [1°10); Taki mamieHTH He
nmoTpeOyIoTh KOpeKIlii Ao03u mpemnapary (amB. po3nin  «OcoOIMBOCTI  3aCTOCYBaHHS» Ta
«DapMaKOKiHETHKAY ).

[TamienTiB 3 miaBunieHuME piBHAMU GepmeHTiB nedinku (AJIT/ACT nepeBuIIy0Th BEPXHIO MEKY
Hopmu (BMH) 6inbi HiX y 2 pas3u) abo 3aranbHoro 60inipy06iny (nepesuiienns BMII B 1,5 1 6inbiie
pa3iB) HE JOMYCKaIHM 10 y4acTi y KJIIHIYHUX IOCHDKeHHsX. Tomy EmikBic ciig 3 00epekHICTIO
3aCTOCOBYBATH IS JTIKYBaHHS Li€l IPYNHU MaIieHTiB (IUB. po3ail «OcoOIMBOCTI 3aCTOCYBaHHS» Ta
«Dapmakokinetukay). [lepen moyaTkom JIiKyBaHHS armikcabaHOM HEOOX1THO MPOBECTH TOCIIIPKCHHS
(byHKILIT TeYiHKH.

Maca mina.

JlikyBanHsa Tpom603y rimmbokux BeH (TI'B) Ta tpomGoembonii nereneBoi aprepii TEJIA, a Takox
npodinaktuka peruausiB TI'B ta TEJIA y nopocnux: Hemae moTpeOu B KOPEKIIii 1031 (UB. pO3IiT
«DapmakokineTnka» Ta «OcoOIMBOCTI 3aCTOCYBAHHS).

Hexmamanna ¢iOpunsiis mepencepap: KOpEeKIlis 103u He TMOTpiOHa, 3a BUHATKOM BHIIAJIKIB,
3a3HAYCHUX BHIIE (IUB. «3HIKEHHS 103M» Y po3aiii «Crocid 3acToCyBaHHS Ta 03U ).

Cmameo.

Hemae notpebu B kopexkiii 1031 (AuB. po3aisl «DapMaKOKiHETHKAY ).

Hayienmu nimnb020 BiKY.

JlikyBanust Tpom603y rmbokux BeH (TI'B) ta tpomboemOoutii nereneBoi aptepii (TEJIA), a Takox
npodinakruka peunausiB TI'B ta TEJIA y nopocnux: Hemae moTpeOH B KOPEKIii 03¢ (AUB. pO3/iI
«OcobamBOoCTI 3acTocyBaHHs» Ta «DapMaKoKIHETHKAY).

Hexnananna ¢iOpwisniss mepeacepAb: KOPeKIlisl J103W He TOTpiOHa, 3a BHHITKOM BHIIAJIKIB,
3a3HaYEHUX BUIIE (IUB. «3HIKECHHS 103W» y po3aiii «Crnocid 3aCTOCYBaHHS Ta I03W»).

Hayicumu, axi npoxodams npouedypy Kamemepuoi adiayii.

[TamieHTH MOKYTh MTPOJIOBKYBATH OTPUMYBATH amikcadaH Iij] yac KareTepHoi abmsiii (AuB. po3aian
«[Iporunokazanus», «OcoOMUBOCTI 3acTocyBaHHs» Ta «B3aemomiss 3 IHIIMMH JKapCbKUMHU
3aco0aMu Ta 1HII BUIA B3AEMOIIIN).

Kapoiosepcis (nexnananna @iopuniayis nepedcepos).

JlikyBaHHs amikcabaHOM MO’KHA TIOYMHATH a00 MPOJOBXKYyBaTH y marieHTiB 3 HOII, ski MOXyTh
notpeOyBaTu KapioBepcii.

VY marieHTiB, SKi paHille HE OTPUMYBAJIW AHTHKOATYJISTHTH, CJIJI BUKIIOYHUTH HAsBHICTH TPOMOY
JMBOTO TMepelncepas 3a JOMOMOTOI METOMIB Bi3yamizamii (Hampukiam, TpaHce3zodarearbHa
exokapaiorpadis (TEE) abo xomm’torepHa Tomorpadis (KT)) nepen kapaioBepci€ro BiIOBIIHO 0
BCTAQHOBJICHUX MEIUYHUX PEKOMEHIAITiH.

[TamieHTiB, SIKi MOYNHAIOTH JIIKYBaHHS arikcaOaHOM, CJTi/I TPU3HAYATH 5 MT Ipemnapary ABidil Ha 700y
OpoTsroM mioHaiimMeHnme 2,5 nHs (5 pa3oBUX J03) mepea KapaioBepciero, mo0 3abe3neyuTu
aJICKBaTHY aHTHKOAryjsmito (muB. posnin «®dapmakonuHamikay). SIKIIO MAIi€eHT BiAIOBIIAE
KpUTEPisiIM 3MEHIICHHS 103U (IUB. BUIIE MiAPO3IITH «3Hudcenus oozun 1 «llopywenns yuxyii
HUPOK»), 103y TOTPIOHO 3HU3UTH 10 2,5 MT amikcabaHy JABI4l Ha 100y MPOTATOM IOHAHMEHIIE
2,5 nus (5 pa3oBux 103).

Axmo HeoOxigHAa KapaioBepcis, TMepen TpUHOMOM S 103 amikcabaHy CIiJl TPU3HAYUTH
HaBaHTaXyBalbHY 103y 10 Mr, moTiM mpuiiMatu 5 Mr 1Bivi Ha 100y. Pexxum no3yBaHHs MOTPiOHO
3MEHIIUTH JJ0 HABAHTAKYBAJIBHOT 1031 5 MT, a MOTIM 2,5 MT B4l Ha 100y, SKIIO MAIIEHT BiIMOBIIA€
KpUTEPisiIM 3MEHIICHHS 103U (IUB. BUIIE MiAPO3IIIN «3Hudicenus oozun 1 «llopywenns yuxyii
Hupok»). HaBanTaxyBaibHY J03Y CIiJ IPUHMAaTH MIOHANMEHTIIIE 3a 2 TOJMHU 10 KapioBepcii (IuB.
po3ain «DapmakoaMHAMIKAY).
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JIyst BCiX TMAI€HTIB, sIKI MPOXOAATH MPOLEAYPY KapaioBepcii, il MaTH MATBEPKEHHS TOTO, 110
NalieHT OTPUMYBaB allikcabaH 3TiHO 3 MpHU3HAYCHHAM. PillleHHA MpoO MOYaTOK 1 TPUBAIICTD
JIKYBaHHSI HEOOXI1THO MPHUIMATH 3TiTHO 31 BCTAHOBJICHUMH PEKOMEHJAIISIMH IIOJI0 3aCTOCYBaHHS
AHTHKOATyJISIHTIB MaIli€HTaM, sIKi1 POXOASTh MPOLEAYPY KapaioBepcii.

Hayienmu i3 nexnananuoro giopuniyicto nepedcepov (HPDII) abo cocmpum KopoHapHum CUHOPOMOM
(I’KC) ma/abo uepeszuxipnum kopouaprum empyyaruim (4KB)

Icnye oOMexeHmit JOCBiT 3aCTOCYBaHHS arikcabaHy y peKOMEHI0BaHii 1031 mamientam i3 HOII, y
KOMOiHaIli1 i3 anTuTpoMOoIMTapHrMu 3acobamu — narieHram i3 I'KC ta/a6o tum, xto migsrae YKB
ICJIA JOCATHEHHS reMocTasy (auB. po3aimm « OcobauBoCTi 3acTOCyBaHHM» Ta «DapMaKoIMHAMIKAY ).

Jimu.
EdexTuBHicTh Ta Oesmeka 3actocyBaHHs mpemnapaTy Emikeic gitam (Bikom 10 18 pokiB) He
BCTaHOBJICHI. J[aHi BiICyTHI.

Ilepeoosyeanns.

[Tepeno3yBanHs amikcabaHy MOXe IPU3BECTH JI0 3POCTAHHS PU3UKY BUHHKHEHHS KpoBOTeYl. Y pasi
BUHUKHEHHS TEMOPAriYHuX yCKIIaJHEHb HEOO0X1THO MPUITMHUTH JIIKYBaHHS Ta TPOBECTH OOCTEKEHHS
okepena KpoBoteui. Ciii pO3TASHYTH 1HIIIIOBaHHS BIJIIMOBITHOTO JIIKYBaHHS, HaIPUKIIAL
MIPOBE/ICHHS XipypridHOro reMocTasy, MepeIMBaHHs CBIXKOi 3aMOPOKEHOT I1a3Mu ab0 3aCTOCYBaHHS
HEUTpani3yrouoro 3aco0y /s inrioiTopa dakrtopa Xa.

VY X071 KOHTPOJIbOBAHHUX KIHIYHUX TOCIIKEHHSIX IEpOpaIbHE 3aCTOCYBaHHS aIlikcadaHy 3J0pOBUM
T00pOoBOJIBISIM B 1103ax 10 S0 Mr Ha A00y MIOAEHHO TpoTsIroM 3—7 mHiB (25 Mr nBidi Ha JCHB
npoTsirom 7 nHiB a0o 50 Mr ouH pa3 Ha JeHb MPOTATOM 3 JIHIB) HE MPU3BOAMIO 10 BUHHUKHEHHS
KJIIHIYHO Ba)XJIMBUX HEOAKaHUX SBUILL.

VY 310poBUX 0ci0 3aCTOCYBaHHS aKTMBOBAHOI'O BYTiLISA uepe3 2 Ta 6 ToAMH micis npuiiomy 20 mr
amikcabany nmpu3BouiIo 10 3HMKeHHs cepenapoi AUC amikcabany Ha 50% ta 27% BIANMOBITHO 1 HE
BIUTMBAJIO Ha Cmax Mpemnapary. 3acTOCyBaHHS aKTHMBOBAHOTO BYTULISA uepe3 2 abo 6 roauH micis
npuiiomMy amikcabaHy MPU3BOIWIIO 0 3HM)KCHHS MEpiojly HaIliBBUBEICHHS amikcabaHy, SKHH TpH
MoHOTeparii cranoBuB 13,4 ronunu, 10 5,3 Ta 4,9 roguHM, BiAMOBiIHO. TakuM YHHOM, 3aCTOCYBaHHS
AKTMBOBAHOTO BYTUUIA MOXeE OyTH KOPHCHUM JUIsl JIIKYBaHHS TIEpEO3yBaHHs arikcabaHy abo
BUIIA/IKOBOTO MPHIOMY IILOTO TIpenapary.

Jlst HeWTpaizamii y pa3i HeoOX1JHOCTI aHTUKOATYJIAIIT Yepe3 KpOBOTEUY, 1110 CTAHOBUTH HEOE3MEKyY
IS SKUTTSI, 800 HEKOHTPOJIbOBaHY KPOBOTEUY ICHY€ HEHTpai3yloumii JIikapchbKuil 3acid iHribiTOpa
¢dakTopa Xa (muB. po3nin «OcoOJIMBOCTI 3aCTOCYBaHHS»). MOKHA TaKOX PO3TJISTHYTH BBEICHHS
KOHIIGHTPATIiB (aKTOpiB HPOTPOMOIHOBOTO KOMIUIEKCY abo pekombiHanTHoro (akropa Vlla.
Ob6opoTHicTh (hapMakomuHaMiuHuX e(dekTiB mpenapary EmikBic, miaTBepKeHA 3MiHAMHU B aHai31
YTBOpPEHHsI TpoMOiHy, Oyja OueBHJHA HampUKiHII 1HQY31l Ta JocsAraiga BUXIIHUX 3HAYEHb Yy
3I0POBUX JOOPOBOJBIIB MPOTATOM 4 roawH micis movyarky 30-xBUIWHHOI 1H(Y31i KOHIICHTpATy
4 (pakTopiB MPOTPoMOIHOBOTO KOMIUIEKCY. OIHAK KIIIHIYHUN JOCBIA 3aCTOCYBAaHHS KOHLIEHTPATY
4 dakTopiB MPOTPOMOIHOBOTO KOMIUIEKCY JUISI YCYHEHHS KpOBOTEYl y 0OcCi0, SIKi OTpUMYBaIH
npenapat Eniksic, BiacyTtHii. JlocBia 3acTocyBanHs pekoMOiHaHTHOTO (hakTopa VIla mist aikyBaHHS
0ci0, MO OTpUMYIOTH amikcabaH, Hapasi BiacyTHIA. Crif pO3MISIHYTH MOKIIMBICTH IOBTOPHOTO
BBEJICHHA pekoMOiHanTHoro ¢akTopa VIla Ta migdopy 1031 3aJIeKHO BiJl HOpMaii3alii KpoBOTEUi.
VY pa3i 3Ha4HOI KPOBOTEY1 HEOOX1HO PO3TIITHYTH MOXKIIUBICTh KOHCYJIBTAIIIT JIIKApsA-TeMaToJora.
IIpu ogHOKpaTHOMY 3acTOCyBaHHI 5 Mr amikcabaHy mnepopajbHO, remopianiz 3HmwkyBaB AUC
arnikcabany Ha 14% y oci0 3 TepMiHAIBHOIO CTA I1€10 HUPKOBOT HEAOCTATHOCTI. TOMY MajoiMOBIpHO,
1m0 remofiaini3 6yae eeKTUBHUM 3aCO00M /IS JIIKYBaHHS MEepe03yBaHHs anikcabany.

Ho6iuni peakuii.

besneky amikcabany gocmimKyBaiu y Xoil 4 kiiHIYHUX BumpoOyBaHb (a3u III 3a yvacTio monan
15 000 mamientiB: monan 11 000 mamientiB y mocmimxerasx HOII ta nmonan 4 000 marieHTiB y
nocnimkenHsx gikyBanHs BTE (BTEn); cepenns 3aranbHa TpUBaIiCTh 3aCTOCYBaHHS CTaHOBUIA 1,7
poky 1221 nens BianoBinHoO (AuB. po3ain «PapMakoAnHAMIKAY).
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Yactumu HeOaKaHUMH peakiisiMd Oyiau KpoBOTEYa, KOHTY3is, HOCOBAa KpPOBOTE€Ya Ta reMaToma
(mpo¢ine HeGaXkaHUX SBUII Ta YACTOTA, KiIacu(iKoBaHi 3a MokazaHHAMH, HaBeneHl y Tabmumi 11).
VY nocnimxennsx NVAF 3aranpHa yactoTa HeOaXaHUX PEaKIlii, OB’ I3aHUX 3 KPOBOTEUAMH, Y TPYTIi
amikcabany craHoBuia 24,3% y JocCHiKeHHI MOpIBHSAHHA amikcabany 3 BapdapuHoM Ta 9,6% y
JOCITIDKEHHI TIOPIBHSHHS amikcabaHy 3 aclipuHOM. Y JOCTIIPKCHHI TOpIBHSHHSA amikcabaHy 3
Bap(apMHOM YacTOTa 3HAYHUX IIIYHKOBO-KMIIKOBUX KpoBoTeu 3a Kkiacugikamiero ISTH
(MixxHapoHEe TOBAapHUCTBO 3 MPOOJIeM TPoMOO3y Ta reMocTasy) (y TOMY YHCI 3 BEPXHIX BiIIUTIB
IIJTYHKOBO-KHMIIKOBOT'O TPAaKTY, HUXKHIX BIUIUIIB IUTYHKOBO-KUIIIKOBOTO TPAKTy, a TAKOX MPSMOi
KHILIKHA) y TAII€HTIB, KM 3aCTOCOBYBalM amikcaban, craHoBuia 0,76%/pik. HactoTa 3HaYHUX
BHYTPIIIHBOOYHUX KPOBOTeY 3a kinacudikamiero ISTH y namieHTiB, sKuM 3aCTOCOBYBaJIU amikcadaH,
cranoBuna 0,18 % Ha pik.

VY nocmimxennsax BTEn 3aranbHa yactoTa moOIUHUX peakilii, MOB’3aHUX 3 KPOBOTEUYAMH, y TPYIIi
arikcabany CTaHOBUJIA 15,6% y JOCIKEHH1 MOPIBHIHHS amikcabany 3
eHoKkcanapuHoM/BapdapuHoM Ta 13,3% y mocnijkeHHI NOPIBHAHHS amikcabaHy 3 1uianedo (AuB.
po3ain «DapmMakoguHAMIKAY).

VY rtabmuui 8 HaBeneHO HeOa)kaHi peakIlii 3a KjJacaMy CHCTEM OPraHiB Ta YacTOTOIO: JYKE YacTo
(>1/10), gacto (Big >1/100 go <1/10), mewacro (Bix >1/1 000 mo <1/100), pinko (Bix >1/10 000 mo
<1/1 000), myxe piako (<1/10 000), HeBimOMO (HEMOXJIMBO BCTAHOBUTH 3 HasBHOI iH(OpMaIIii) s
H®II ta BTEn BignosinHO.

Taomumsa 8
Hebaxani peakiii H®II 3 | BTEn

omauM abo

JEKIIbKOMa

dbakTopamu

PHU3HKY
Po3znaou 3 boky kposi ma nimgpamuunoi cucmemu
AHeMis YacTto YacTto
TpomboruToneHis Heuacto YacTto
Posznaou imynimemy
['inepuyTauBiCTh, aJIEPriuyHUN HAOPSK Ta aHaiIaKCis Heuacrto Heuwacto
CBepOix Heuacto HewacTo*
AHT10HEBpPOTHUYHHIA HAOPsIK Hesigomo Hesigomo
Po3znaou 3 boky nepeosoi cucmemu
KpoBoBWINB y MO30K | Heuacto Pinko
Posznaou 3 boky opeanie 30py
KpoBoBHIIMB y 0KO (BKJIIOYAIOUN KOH IOHKTHBAJIBHY T€MOpariio) | Yacto Heuacto
Po3znaou 3 boky cyounnoi cucmemu
KpoBoTteua, remaToma Yacto Yacto
I'inoToHis (Y TOMY YMCII TIOTOHIS MiJl Yac BUKOHAHHS MPOLEAYD) Yacrto Heuwacto
BryTpinaprouepeBHa KpoBOTEYA Heuacto Hesizomo
Po3znaou 3 boky pecnipamopnoi cucmemu, 2pyoHoi KIimKku ma cepedoCminis
KpoBoreua 3 HOca Yacto Yacto
KpoBoxapkaHHs Heuacrto Heuacrto
KpoBoteui 3 aAuxanpbHUX IUISXIB Pinxo Pinxo
Po3znaou 3 60Ky winynkogo-kuwko8o2o mpaxkmy
Hynora Yacto Yacto
[1I1yHKOBO-KHILIKOBA KPOBOTEYA Yacto Yacto
["'emopoinanpHi KpoBOTEUI Heuacto Heuacto
KpoBoTeui y poTOBili HOPOKHHHI Heuwacto Yacrto
['emaroxesist Heuacto Heuacto
KpoBoteua 3 npsAMoi KUIIKH, KPOBOTEYA 3 CEH Yacto Yacto
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KpoBoTeya y 3a04epeBUHHUN TTPOCTIP | Pinko \ Hesizomo
Po3znaou 3 boky eenamobiniapnoi cucmemu

BinxunenHs y pesysbTarax ME4iHKOBUX NpoO, mijgBuineHHs piBHA | Hewacto Heuwacro
acmaptaramiHoTpaHcepasu, MiABUINEHHS  aKTHBHOCTI  JIYKHOL

docdarazu KpoBi, MiABUILIEHHS piBHS OUTIpyOiHY KpOBIi

[TinBuIIeHHS piBHS TaMMa-TayTaMmiHOTpaHchepa3n Yacto Yacto
[TigBueHHs piBHS ajaHiHaMiHOTpaHchepa3H Heuwacto Yacrto
Po3znaou 3 6Ooky wkipu ma niOwWKIpHUx MmKAHUH

Bucun Ha mikipi Heuwacto Yacrto
Ajoneris Heuacrto Heuacro
Posznaou 3 boky onopro-pyxoeo2o anapamy ma cnoiyuHoi mKaHuHu

KpoBoBwiuB y M’s31 | Pinko Heuacro
Po3znaou nupok ma cewosudinbHoi cucmemu

['emaTtypist | Yacro Yacrto
Posznaou 3 boky penpodykmusenoi cucmemu ma MOJIOYHUX 34103

[TaTonoriyHi BariHaJabHI KPOBOTEU1, KPOBOTEUI 3 CEUOCTATEBOTO TPAKTY | Heuacto Yacto
Posnaou 3azanenozo xapaxmepy

KpoBoTeya y Micii BB€ZIeHHS Ipenapary | Heuacto Heuacto
Jlabopamopui docniodicenHs

[To3uTHBHUH PE3YyJbTAT TECTY HA MPUXOBAHY KPOB | Heuacrto Heuacrto
Tpasmu, ompyenHs ma ycKi1aOHeHHs. npoyeoyp

CuHii Yacro Yacro
Kpor’ssHuCTI BHIiNEHHS 3 paHW micas MeauyHoi mponenypu | Hewacro Heuwacro
(BKJIIOYAIOUM TeMaToMy MICIs MEIUYHOI MpOLEIypH, KpPOBOTEeuy 3

micisonepaniifHoi paHd, reMaroMy B MICI MPOKOIY CyAWHH Ta

KpOBOTEYY 3 MICIsl BCTAHOBIICHHSI KaTeTepa), BUIIJICHHS 3 paHw,

KpOBOTeYa 3 MICI XiIpYpriYHOTO po3pi3y (BKIIOYAIOYH TEMAToOMy Yy

MICIIl XIpyprigYHOTO pO3pi3y), ONepaTBHA KPOBOTEUA

TpaBmaTuyHa KpOBOTEYA Heuacrto Heuacrto

* 'V nmocmimxenni CV185057 (moBroctpokoBa mpodinaktuka BTE) Bunmanku renepanizoBaHOro
CBepOEIKY HE CITOCTEPIrajucs.

" Tepmin «KpoBoBHMIIMB Y MO30K» 00’€[HYe BCi BHYTpilIHbOUEpenHi ab0 BHYTpPIlTHLOCHiHAIbHI
KPOBOBWJIMBH (HAMPUKIIAI, TEMOPAriYHUN 1HCYJIBT, yTaMeHaIbH1, IEpeOeIISIpHI, IHTPAaBEHTUKYJIISPHI
abo cyOaypanbHi KPOBOBHIIUBH).

3acrocyBaHHs npemnapaty EnikBic Moxe OyTH MOB’si3aHe 31 30UIBLICHHSM PU3UKY NMPUXOBAHOI abo
SIBHOT KpOBOTEYl 3 OyIb-SKMX TKaHWH a00 OpraHiB, IO MOXE MPU3BECTH IO MOCTTEMOpPariyHol
aHeMii. CUMNTOMH Ta X TSDKKICTh OYyJyTh 3MIHIOBAaTHCh 3aJIS)KHO Bij JIOKaji3allii, CTyIEHIO Ta
TPUBAJIOCTI KpoBoTeui (AuB. po3aiin «OcoOauBOCTI 3acTocyBaHHM» Ta «DapMaKkoIuHAMIKAY ).
3eimysants npo nido3prosani nodIuHi peaxyii.

3BITYBaHHS MMPO MiA03PIOBaHI MOOIYHI peakIlii M peecTparlii JJIKapchbKOro 3aco0y Mae BaXKJIIMBE
3Ha4yeHHs. Lle no3Bosise 3aiiicHIOBaTH Oe3nepepBHII MOHITOPUHT CITIBBIAHOIIECHHS M KOPHUCTIO Ta
pHU3UKaMH, TIOB’sI3aHUMH 13 3aCTOCYBaHHSAM JIIKapchKoro 3aco0y. [IpocumMo MeauYHUX TpaIiBHUKIB
3BITYBaTH PO Oy1b-sKi Mi103proBaHi MOOIYHI peaKiii.

Tepmin npuoamunocmi. 3 poxu.
‘YMmoBu 30epiranns. He notpebye crieniabHuX yMOB 30epiranssi.

YnakoBka. Tabnerku o 5 mr, o 10 tabnerok y 6micrepi. I1o 3, mo 6 a6o o 10 GmicTepiB y madi
3 kapToHy. Tabnetku mo 5 mr, o 14 tabnerox y Omictepi. [To 2 Gmictepu y madviii 3 KapToHY.
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Kareropis Bianmycky. 3a perientom.

Bupoouuk. bpicron Maiiepc CxBi66 C.p.n/ Bristol Myers Squibb S.r.1.

Micue3Haxo1:KeHHs] BUPOOHHUKA Ta MOro ajpeca Micusi NPOBa/sKeHHS AislIbHOCTI.

Jlok.®onTana nenb Kepaco - 03012 Anarni (OP), Itamis /
Loc. Fontana del Ceraso - 03012 Anagni (FR), Italy.

abo*

BupooHuk.
[aitzep Menrodexuypunr Hoiunenn I'm6X /
Pfizer Manufacturing Deutschland GmbH.

Micue3Haxo/1:KeHHs] BUPOOHHUKA Ta MOro ajpeca Micusi NPOBa/sKeHHS AislVIbHOCTI.

Berpibmrerre @paitdypr, MycBanbaans 1, 79090 @paiidypr, Himeuunna /
Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.

* B incmpykyii, wo 6yoe 6Kkiadena 6 KapmonHy YRaKosKy, 6yoe 3a3HaqeHuil iuue 00Ut UpoOHUK

(moti, wo 0y 3a0ianuil 0151 BUNYCKY cepii).

Jara octanHboro neperJsuay. 22.12.2020
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