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Cknap

Airoya pedyoBuHa: pnabiraTpaHy eTekcunar;

1 kancyna Mictntb 150 mMr gabiratpaHy etekcunaTty y BUrnsai mesunarty;
AOrMOMDKHI pe4YOoBUHM:! aKalisi, KUCNOoTa BMHHA, rinpoMenosa, AUMMETUKOH,
TanbK, rigpokcunponisiuentososa;

060s10HKa karicysin: kapareHaH (E 407), kanito xnopua, TutaHy aiokemna (E
171), inanrokapmiH (E 132), rinpoMeno3a, Boga O4MLEHA;

Harnuc Ha KaricyJsii HopHuiaamMm 4opHoro kosibopy SW-9008: wenak, cnmpT
6yTMnoBun, cnmMpT i3onponinoBuin, 3anilza okcua YopHum (E 172), soga
ounwieHa, nponinenrnikons (E 1520), cnupT etunoBun 6e3Bo0aHUN, PO34YMH
AMOHI0 KOHLIEHTPOBAHUI, Kanito rigpokcma.

Jlikapcbka popmMma

Kancynu tBepai.

OCHOBHI @i3nKO-XIiMi4YHi B1aCTUBOCTI: Kancynau 3
rigpokcunponinMeTmunuentonosm (0 po3mipy) 3 HeNpoO30poko CBIT/O-
61aKNUTHOK KPULLEYKOLD i3 CUMBOJIOM KOMMaHii bepiHrep IHrenbxamMm YopHOro
KOMbOpY Ta Henpo3opuM 6ifnMM TiNOM Kancynau i3 CMMBOJSIOM YOPHOIo KOJ1bOpY
«R150», Wo MiCTUTb XXOBTYBaTi NeneTu.

dapMmakoTepaneBTU4YHa rpyna

AHTUTPOMOOTUYHI areHTU. Mpsami iHri6iTopn TpoMbiHY.

Kog ATX BO1A EO7.

dapMaKoNoriyHi B1aCTUBOCTI

®apmakoamnHamika. MexaHi3m gii. JabiratpaHy eTekcunaTt HanexuTb A0
HU3bKOMONEKYNSAPHMX NPONIiKiB, AKi HE NPOABNATb apMaKoIoriyHoi
aKTMBHOCTI. icnsa nepopanbHOro npmMmomMy aabiratpaHy eTekcunaT LWBUAKO
BCMOKTYETbCS i NepeTBOPIETLCSA Ha AabiraTpaH WASXOM KaTani3oBaHOro
ecTepa3solo rigponisy B naasmi Ta nediHui. JabiratpaH € CMIbHUM
KOHKYPEHTHMUM 3BOPOTHIM NPSAMUM iHri6iTOpOM TPpOMbBiHY Ta FOSIOBHOKO
aKTUMBHOIO pe4YOBUHOI B MJia3smMi.

Ockinbku TpoMbiH (CepnHOBa NMpoTeasa) akTUBYE NepeTBopeHHS dibpuHoreHy
y DibpUH y cuCTEMI 3ropTaHHA KpOBi, TO MOro NpuUrHideHHs 3anobirae
pO3BUTKY TpoMby. [dabiraTpaH TakoX MPUrHivYyeE BiIbHWUA TPOMOIH,
¢dibpnHO3B’A3aHNIN TPOMDIH Ta cNpUYnHEHY TPOMBIHOM arperauito
TpoMbouuTiB.

QapmakognHaMidHi BrisimBy. ICHYE JiTKa Kopensauid MK KOHUEeHTpaLi€
pabiraTpaHy B nnasMmi KpoBi Ta CTyneHeM aHTUKOoarynsauinHoro egekTy Ha
OCHOBI gocnigxeHb. [JabiratpaH nogosxye TpoMbiHOBMMK vac (TH), vac
3ropTaHHa Kposi (Y3K) Ta akTMBOBaHMM 4YacTKOBUK TpOoMbBONIAaCTUHOBUM Yac
(AYTY).

KinbKiCHMN TecT Ha KanibpoBaHuMi po3seaeHuUn TpombiHoBMIA Yac (pTH)
nokasye Npubsn3He 3HaYEeHHS KOHLUeHTpauii gabiraTpaHy B nnas3mi, ke
MO>XHa 3iCTaBUTU 3 OYiKyBaHUM. AKWO pe3ynbTaT TecTy Ha pTH 3HaxoanTbCA
Ha MeXi Ki/IbKiCHOro BU3Ha4YeHHs abo HuMxXYe, cnig po3rnsiHyTM A0AATKOBI
KoarynsauinHi tectn (TH, Y3K ta A4TH).

3a ponomorot Tecty Y3K MoxHa 3abe3neuntn b6esnocepegHeE BUMIpOBaHHSA
AKTUBHOCTI NpAMMUX TPOMBIHOBUX iHriGITOpIB.

Tect AYTY € WKMPOKO PO3MNOBCIOAXEHMUM Ta MOKa3ye NMPMOBAN3HUN MOKa3HUK
aHTUKOArynsuinHol iHTEHCUBHOCTI, WO AocsaAraeTbcsa gabiratpaHoM. OgHak



¥ Hapopna anTeka

Tect A4TY Mae obMexeHy YyTAMBICTb Ta He NiAXoAUTb ANS TOYHOro
KiNIbKiCHOrO BU3HAYeHHS aHTUKOArynsiHTHOro BMamMBy, 0CO6aMBO NpU BUCOKUX
NA1a3MOBUX KOHLUEHTpauisx aabiratpaHy. Xoda BUCOKi 3HauyeHHA AYTY cnig
iHTepnpeTyBaTh 3 06epeXxHIiCTI0, BOHWU BKA3YOTb Ha aHTMKOArynsuinHunm
edeKT y nauieHTa.

KniHidyHa e(pekTuBHICTb Ta 6e3reKka.

ETHIYHE rnoxoa)KeHHSs

Higsknx KNiHIYHO BaX/IMBUX €THIYHUX BiAMIHHOCTEN cepea NAUIEHTIB, SKi €
npeacTtaBHMKaMu Hapoais KaBkasy, adppoaMepukaHLiB, NaTUHOAMEPUKAHLIB,
SAINOHLUIB abo KMTanUiB He criocTepiranocs.

Y xoA4i KNiHiYHUX aocnigXeHb NpoAeMOHCTPOBaHO, Wo gabiraTtpaHy eTekcunaTt
y A03i 110 Mr 2 pa3un Ha foby He nocTynaeTbcsa BapdapuHy npu 3anobiraHHi
iHCYNbTY Ta CUCTEMHIN eMbonii y A0OPOCNMX MAUIEHTIB 3 HEKIANAHHOI0
dibpunsauieto nepeacepab (HPIM) 3i 3HMKEHUM PU3UKOM
BHYTPIiLLHbOMO3KOBOIr0 KPOBOBWU/INBY, 3arasibHOi KpoBOTe4di abo MacMBHOI
KpoBoTeui. [lo3a gabiratpaHy 150 mr 2 pa3u Ha Ao6y 3HAYHO 3HUXYE PU3UK
ieMiyHOro Ta remopariyHoro iHcynbTy, CMepTi Big4 CYANHHUX 3aXBOPHOBaHb,
BHYTPILWHbOMO3KOBOIr0 KPOBOBW/IMBY Ta 3arasibHOI KpOBOTEUi Y NOPIBHAHHI 3
BapdapnHoOM. HacToTa MaCMBHUX KPOBOTEY B AaHMX AO3YBaHHAX byna
nopiBHIOBaHa 3 BapdapunHoM. YacTtoTa iHpapKTiB Miokapay Npu 3aCTOCyBaHHI
nabiratpaHy etekcunaty y Ao3i 110 mr ta 150 Mr gBa pa3u Ha goby y
NOPIBHSAHHI 3 BapdapnHOM NpakTUYHO He 36inblyBanach (BigHOWEHHS
pusukie 1,29; p=0,0929 Ta BigHOWEHHSA pusukie 1,27; p=0,1240
BianoBigHo). CyTTEBUM NO3UTUBHUM BNIMBOM aabiraTpaHy eTekcunaTy y
NOPiBHSAAHHI 3 BapdapuWHOM € NOKpaLlleHHSA MOHITOpUHry MHB.

lauieHTn 3 KateTepHor absuiero npu Gibpunasuii

nepeacepas. NpocnekTUBHE BigKpUTe paHAoMi3oBaHe baraToueHTpoBe
MOLYKOBe AO0CIAXEHHS 3i CNiNOo LEeHTpaslbHO BU3HAYEHOK KiHLEBO
Toukow ouiHkm (RE-CIRCUIT) 6yno npoBeaeHo 3a y4yacTio 704 naui€eHTiB, AKi
oTpuMyBanu ctabinbHy aHTUKOArynsaHTHY Tepanito. Y A0CNiAXeHHi
nopiBHIOBaNnn 6e3nepepBHy Tepanito agabiratpaHy etekcmnatoM y Ao3i 150 mr
ABidi Ha oby 3 6e3nepepBHOO MHB-KOpUroBaHow Tepanielo BapdapuHOM
NauUiEHTIB 3 KaTeTepHO abnsuielo Npm NapokcnamanbHih abo NMoCTiNHIN
dibpunauii nepeacepab. 3 704 NauUieHTIB, WO B3S/M y4acTb Y AOCAIAXKEHHI,
317 nepeHecnu KaTeTepHy abnsauito npu ibpunauii nepeacepab nig vac
6e3nepepBHOI Tepanii gabiratpaHoMm, a 318 — nig 4Yac 6e3nepepBHOI Tepanii
BapdapMHOM. YCi NnauieHTN Nponwnun TpaHce3sodarianbHy exokapaiorpadito
(TEE) oo kaTteTepHoi abnsauii. NMNepBMHHOI KiHLEBOT TOYKN AOCArIN
(BCTaHOBNEHa MacMBHa KpoBoTeya 3a kKputepiamu ISTH) 5 (1,6 %) nauieHTiB
y rpyni gabiratpaHy etekcunaty i 22 (6,9 %) nauieHTn y rpyni BapdapuHy
(pizHnusa pusukie -5,3 %; 95 % Al -8,4; -2,2; P = 0,0009). Y rpyni
nabiraTpaHy etekcunaTy He 6yno Bunaakise iHCYbTy/cncTteMHoil embonii/TIA,
ToAi K y rpyni BapgapuHy 6yB oanH Bunagok TIA 3 MOMEHTY NpoBeAeHHS
abnsauii i oo 8 TuxHIB nicna abnauii. Lle nowykoBe AoCnigXeHHA nokasasno,
LLIO 3aCTOCyBaHHSA aabiratpaHy eTekcuiaTy nos’sa3aHe 3i 3HAYHUM 3HUXKEHHSAM
PiIBHA MaCMBHUX KpPOBOTEY NOPiBHAHO 3 MHB-KOpu1rosaHow Tepanieto
BapdapnHoM npu abnsuii.

[aHi HeiHTepBeHUINHNX A0CNigXKeHb
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Y xopai HeiHTepBeHUuinHoro aocnigxeHHs (GLORIA-AF) npocnekTuBHO (nig yac
apyroi dasn) 36mupanu gaHi 3 6e3nekn Ta ePeKTUBHOCTI Y NMaUIEHTIB i3
BrepLue BUSABIEHOK HeknanaHHot dibpunsauieo nepeacepab (HOIM), AKi
oTpuMyBanu gabiratpaHy eTekcunaTt B YMOBaX peasibHOro XuTTs.
[docnigxeHHs Bkntodvano 4859 nauieHTiB, aKki oTpumyBanu gabiratpaHy
etekcunat (55% otpumysanun gosy 150 mr asa pa3u Ha nodby, 43% — 110 mr
ABa pa3un Ha aoby, 2% — 75 Mr aBa pa3un Ha 4oby). 3a nauieHTaMu
crnocTtepiranu npotarom 2 pokiB. CepeaHi noka3sHukn CHADS2 ta HAS-BLED
ctaHoBmnun 1,9 ta 1,2 BignoeigHo. CepeaHin nepion CnocTtepexeHHs nig 4Yac
NiKyBaHHS AgopiBHoBaB 18,3 Micausa. Benuki kpoBoTeui crnocTtepiranuca y 0,97
BMNaaky Ha 100 nauieHTO-poOKiB. 3arpo3nuBi ANs XUTTS KpoBoTedi 6ynu
3apeectpoBaHi y 0,46 sunaaky Ha 100 nauieHTO-poOKiB, BHYTpilLHbOYEpenHa
KpoBoTeya — y 0,17 Bunagky Ha 100 nauieHTO-poKIB i WIYHKOBO-KNLLKOBI
KpoBoTedi — y 0,60 Bunagky Ha 100 nauieHTo-poKiB. IHCYNbT CcriocTepiraBcs
y 0,65 Bunaaky Ha 100 nauieHTO-poOKiB.

KpiM Toro, nia 4Yac HeiHTepBeHUinHoro gocnigxeHHs [Graham DJ et al.,
Circulation. 2015;131:157-164] y 6inbw Hix 134 000 niTHIX nauieHTiB 3
HeknanaHHotw dibpunauieto nepeacepab (HOM) y CLIA (ekBiBaneHT 6inbLu
Hi>k 37 500 nauieHTO-poOKiIB cnocTepeXeHb B XoAi Tepanii) aabiratpany
eTekcunat (84 % nauieHTiB, WwWo oTpuMmysanu 150 mr 2 p/a, 16 % nauieHTiB,
o oTpumyBanun 75 Mr 2 p/a) 6yB noB'aA3aHuii 3i 3aMeHWEHUM pU3NKOM
ileMivyHoro iHcynbTy (BigHOWeHHS pusmnkie 0.80, 95 % posipunn iHTepBan
[AI] 0.67 — 0.96), BHYTPilWHbOYEPENHOro KPOBOBUAUBY (BiAHOLWEHHS PU3UKIB
0.34, OI 0.26 - 0.46) Ta cMepTHOCTI (BiaHOWeEHHSA pu3ukis 0.86, A1

0.77 - 0.96), a TaKkoX MiABULLEHNM PU3NKOM LUTYHKOBO-KULLKOBOI KpOBOTEYi
(BiaHOweHHSA pu3unkis 1.28, Al 1.14 - 1.44) nopiBHSAHO 3 BapdapuHoM. Mpwu
NOPIBHSAHHI MOKA3HMKIB PU3NKY MAacMBHOI KpOBOTEUi pi3HU3i He Byno
(BinHoweHHSA pu3ukis 0.97, AI 0.88 - 1.07).

Lli cnocTepexeHHS B YMOBax peasibHOro XUTTS Y3roaXXytoTbCs 3 npodinem
6e3nekn Ta edpeKTMBHOCTI AabiraTpaHy eTekcumnaTty, BCTAHOB/EHUM B
pocnigpkeHHi RE-LY npu 3acTtocyBaHHi 3a 3a3Ha4Y€HUM MOKa3aHHSAM.

layieHTHn, SKi nepeHecsin 4epe3LKipHy KOpoHapHy aHrionnaactuky (YKA) 3i
CTEHTYBAHHSM

MpocnekTnBHE paHAOMi30BaHe BigkpuTe gocnigaxeHHs (dasa IIIb) 3
MacKyBaHHAM KiHUeBuX To4ok (PROBE), MmeToto sikoro 6yno ouiHka noasBinHOI
Tepanii 3 BUKOpUCTaHHAM aabiratpaHy etekcunaTty (B go3i 110 mMr abo 150 mr
ABa pa3un Ha goby) natoc knonigorpenb abo Tukarpenop (aHTaroHict P2Y12)
B MOPIBHSAHHI 3 NOTPiNHOK Tepanieto BapdpapnHoM (3 KopurysaHHaM go MHB
2,0-3,0) nnawoc knonigorpenb 4M TUKarpenop Ta acnipuH, 6yno npoeegeHe 3a
yyacTio 2725 nauieHTiB 3 HeknanaHHow dibpunsuieo nepeacepab, SKi
nepeHecnn YKA 3i cteHTyBaHHAM (RE-DUAL PCI). MNMauieHTn 6ynn
paHAOMI30BaHi 40 rpynun NoABiMHOI Tepanii i3 3acTocyBaHHAM aabiraTtpaHy
eTekcunaTy B A03i 110 Mr gea pa3u Ha foby, rpynm noasinHoi Tepanii i3
3acTocyBaHHAM gabiratpaHy etekcunaTty B no3i 150 mr gBa pa3un Ha noby abo
NOTPiNHOI Tepanii BapdapuHOM. lNMauieHT NITHLOrO BiKY 3@ MeXamu
CnonydyeHnunx LWTaTiB (BikoM Big 80 pokiB An14 BCiX KpaiH Ta Big 70 pokiB ang
ANoHiIT) 6ynn paHAoOMiI30BaHi ANa OTPpMMaHHA NMoABiIMHOI Tepanii i3
3aCTocyBaHHAM gabiraTtpaHy etekcunaTty B A4o3i 110 mr abo Tepanii
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BapdapnHoM. NepBMHHOIO KiHLEBOI TOYKOK byna KoMbiHOBaHa KiHLEeBa
TOYKa BE/IMKMX KPOBOTEY Ha OCHOBI BU3HayeHHs ISTH (MixkHapoaHoro
ToBapucTtea TpoMb0o3y Ta remMocTasy) abo KNiHIYHO 3HAYYLLUMX HEBENNKUNX
KpoBOTeu.

YacTtoTa AOCATHEHHS NEPBUHHOI KiHLUEBOI TOYkM ctaHoBuna 15,4 % (151
nauieHT) B rpyni NoABIMHOI Tepanii i3 3acTocyBaHHAM aabiratpaHy
eTekcunaTy B A03i 110 Mr nopiBHSAHO 3 26,9 % (264 nauieHTn) B rpyni
noTpinHoI Tepanii BapgapuHom (BP 0,52; 95%-Huin A1 0,42, 0,63; P<0,0001
Ans He MeHwoi edekTuBHOCTI Ta P<0,0001 ansa suwoi edpekTneHoOCTI) Ta 20,2
% (154 nauieHTn) B rpyni NoABiMHOI Tepanii i3 3acTocyBaHHAM gabiratpaHy
eTekcunaTy B A03i 150 Mr nopiBHSAHO 3 25,7 % (196 nauieHTiB) y BiANOBIAHIN
rpyni noTpinHoi Tepanii sBapdapuHom (BP 0,72; 95%-Huin A1 0,58, 0,88;
P<0,0001 gnsa He MeHwoi epekTnBHocTi Ta P=0,002 ansa Bmnwoi
edeKTMBHOCTI). 3a pe3ysbTaTaMu ONMUCOBOIro aHanily 4yactoTa BeSIMKNX
KpoBoTeu 3a wkanoto TIMI (Tpombonisnc npu iHpapkTi Miokapaa) 6yna
HMXX4Y0I B 060X rpynax noABinHOI Tepanii i3 3acTocyBaHHAM aabiratpaHy
eTeKkCcunaTy, HixX B rpyni noTpinHoi Tepanii BapdapunHoM: 14 asuwy (1,4%) B
rpyni noaBinHOI Tepanii i3 3acTocyBaHHAM agabiraTpaHy eTekcunaTy B A03i
110 Mr nopiBHSHO 3 37 asuwamm (3,8%) B rpyni NOTpinHOI Tepanii
BapdapuHom (BP 0,37; 95%-nmn A1 0,20, 0,68; P=0,002) Ta 16 g8uL
(2,1%) B rpyni noaBinHOI Tepanii i3 3acTocyBaHHAM aabiraTpaHy eTekcunaTty
B A03i 150 Mr nopiBHsAHO 3 30 saBuwamm (3,9%) y BigNOBIAHIM rpyni NOTPiINHOI
Tepanii BapdapuHom (BP 0,51; 95%-Hunn AI 0,28, 0,93; P=0,03). B 060X
rpynax noAaBinHOI Tepanii i3 3actocyBaHHAM aabiratpaHy etekcunaty 6yno
Bil3HAYEHO HMX4YY YaCTOTY BHYTPILLHbOYEpPEnHOro KPOBOBUIIUBY, HiX Y
BiANOBIAHIM rpyni noTpinHoi Tepanii BapdapuHom: 3 aBuwa (0,3%) B rpyni
NnoABiIMHOI Tepanii i3 3aCTocyBaHHAM aabiraTtpaHy eTekcunaTty B Ao03i 110 mr
nopiBHsHO 3 10 aBuwamm (1,0%) B rpyni noTpinHoi Tepanii BapdpapuHom (BP
0,30; 95%-Hmnn A1 0,08, 1.07; P=0,06) Ta 1 asnwe (0,1%) B rpyni
NoABIMHOI Tepanii i3 3acTocyBaHHAM aabiratpaHy etekcunaTy B Ao3i 150 mr
nopiBHsaHO 3 8 aBuwamm (1,0%) y BianoBiAHIM rpyni NOTpiMHOI Tepanii
Bap¢dapuHom (BP 0,12; 95%-Hun A1 0,02, 0,98; P=0,047). 3a 4acToTotO
NOCArHEHHS KOMB6IHOBAHOI KiHLEBOT TOUYKN e(heKTUBHOCTI 3a BMNaaKamMu
cMepTi, TpomboemboniyHmx aeuly, (iHbapKTy Miokapaa, iHCYNbTY i CUCTEMHOI
embonii) abo HennaHOBOI peBacKkynsapusauii obnasi rpynu noasinHoi Tepanii
i3 3acTOCYyBaHHAM gabiratpaHy eTekcmiaTy CyYKYMnHO He NoCTynanaucb rpyni
NoTpinNHOI Tepanii BapdpapuHom (13,7% npotn 13,4% sianosigHo; BP 1,04;
95%-Hun A1: 0,84, 1,29; P=0,0047 ansa He MeHLWwoOi edeKTUBHOCTI). He 6yno
BiA3HAYeHO CTaTUCTUYHUX BiAMIHHOCTEN B OKPEMUX KOMMOHEHTAaX KiHLEBUX
TOYOK e(peKTMBHOCTI MiX Byab-SKO 3 rpyn noAsBinHOI Tepanii 3
BUKOPUCTaHHAM aabiraTtpaHy eTekcuiaTy Ta rpynoto NoTpinHoI Tepanii
BapdapuHOM.

KniHidHi gocnigxeHHs oo 3anobiraHHs TpoM6oembos1ii y nauieHTiB 3
MexaHiYHUM KsiarnaHoM cepusi

Y xoai KNiHIiYHMX A0CNiAXeHb Y NauieHTIB, AKi HEWOAaBHO nepeHecu
onepauii No 3aMiHi MexaHiYHOro KsanaHy cepus (Hanpuknag, nig vac
CTaLioOHApHOro JlikyBaHHSA) Ta MauieHTIB, AKi nepeHecnn onepalito No 3aMiHi
MexXaHi4YHOro ksanaHy cepus 6inblie Hixk 3 Micaui ToMmy 6yno BUSBNEHO
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36inbweHHa TpoMboeMboniyHnX ycknagHeHb (FOJTIOBHUM YMHOM iHCY/IbTU Ta
TPOMB0O3M WTYYHOro KaanaHy 3 KAiHIYHMMK nposiBaMn Ta/abo 6e3CMMNTOMHI)
Ta 6inbwe BMNaAKiB KpOBOTEY Mpu NiKyBaHHI gabiraTpaHy eTekcunaToM y
NOPIBHSAHHI 3 BapdapnHOM. Y NauieHTIiB B paHHbOMY nicnsonepavinHoMy
nepioai MaCMBHI KpOBOTEYi NPOABIAOTLCA B OCHOBHOMY Yy BUMNIAA4i
reMopariyHoro ekcyaaTty B NMOpPOXHUHI nepukapay, ocobnmnmBo y NauieHTIB, aKi
NoYmMHann 3acTtocyBaHHs gabiratpaHy etekcunaty (Hanpuknaa, Ha 3 AeHb)
nicng onepadii No 3aMiHi kKnanaHy cepus (avB. po34in «MpoTUNoKasaHHS»).
@apMaKoKiHETHKA.

[Micns nepopanbHOro 3acTocyBaHHs aabiraTpaHy eTekcunaTt WBMAKO Ta
MOBHICTIO MEpPEeTBOPHOETLCA Ha AabiraTpaH, SSKUKU € aKTUBHOKO (GOPMOIO B
nnasmi. NepeTBopeHHS Nposikapcbkoro 3acoby gabiratpaHy etekcunaTty
LWNSAXOM KaTaNi30BaHOMo ectepasoto rigponiszy Ha akTMBHY peyoBUHY
nabiratpaH € fOMiHaAHTHOK MeTabonivyHow peakuiceto. A6ContoTHa
b6iogocTynHicTb gabiraTpaHy nicns nepopasnbHOro Npumnomy aabiratpaHy
eTekcunaTty ctaHoBuna npmbnumsHo 6,5 %.

Micns nepopanbHOro npunomy aabiratpaHy etekcunaty dapMakoOKiHETUYHUN
npodinb aabiraTpaHy B Naa3Mi XxapaKTepU3YETbCSA WBUAKUM 36iNblUEHHAM
KOHUEeHTpauii 3 4OCArHEHHAM Cmax Yepe3 0,5-2 roamHu nicng 3acTtocyBaHHA.
BcmokTyBaHHs. OuiHeHe B AOCNIAXKEHHI nocTonepauinHe BCMOKTYBaAHHS
pabiraTpaHy etekcmnaTy dyepe3 1-3 roamHu nicnsa xipypriyHoi onepadii 6yno
BiAHOCHO HW3bKUMM MOPIBHSAHO 3 abcopbuieto y 300poBux 406pOBObLLIB,
noka3sytuun nnasHu npodinb AUC 6e3 BUCOKMX MaKCMManbHUX
KOHLUEHTpauin y nna3Mmi. MakcuMmanbHa KOHLUEHTpauis y naa3Mi A0CAraETbCs
yepe3 6 roamH Nicns 3acToCyBaHHSA y nicnsonepauinHuii nepioa y 3B'a3Ky i3
CYynyTHiMM aKTOpaMn, TaKMMKU SIK aHeCTe3is, WIYHKOBO-KNLWKOBUIM Napes Ta
XipypriyHe BTpYy4YaHHS, HE3anexHo Bia nepopanbHOi popMuM NikapCbKoOro
3acoby. Y pogatkoBoMy AocnigXeHHi 6yno nokasaHo, Lo NOBifibHE Ta
NpOJSIOHroBaHe BCMOKTYBaAHHS 3a3BMYyan NMPUCYTHE TiIbKU B A€Hb XipypriyHoi
onepadii. Y HacTynHi AHi BCMOKTYBaHHSA aabiratpaHy € WWBUAKKM, a
MaKCMMasbHa KOHUEHTpauis B Na3Mi A0CAraeTbCs Yyepes 2 roagnHu nicns
3aCTOCyBaHH4A npenaparty.

Dxa He BnAMBae Ha 6ioA0CTYNHICTb AabiraTpaHy eTekcunaTy, afne 3aTpuMyeE
Yyac AOCAMHEHHS MaKCUManbHOI KOHUEHTpauil y naa3mi Ha 2 roanHun.

Cmax Ta AUC 6ynun nponopuinHi gosi.

MepopanbHa 6i040CTYNHICTb MOXe 36inbWKnTUCA Ha 75 % nicng 3aCToCyBaHHS
OAHiel ao3n Ta Ha 37 % npwu cTtabinbHOMY CTaHi MOPIBHAHO 3 NpenapaTtoMm y
BUrNnaai kancyn 3 obonoHkotw 6e3 rigpokcmnponinmetunnuentonosn (IMML,),
SKi MicTunun nenetu. ToMy cnig 3aexan 36epiratu dinicHicte MMLU-kancyn
Npu KMNiHIYHOMY 3acToCyBaHHI ANns 3anobiraHH HEHaBMUCHOMY NiABULWLEHHIO
biogocTynHocTi gabiratpaHy etekcunaTty (Hanpuknag, BucunaTu B XXy abo B
Hanoi) (amBe. po3ain «Cnocib 3acTtocyBaHHA Ta 403U>»).

Po3srnogin. Cnoctepiranocs Hu3bke (34-35 %), He3anexHe Big KoHUeHTpauii
3B'A3yBaHHA gabiratpaHy 3 6inkamm nnasmu niogmHn. O6’eMm posnoainy
pabiratpany 60-70 n nepesunwyBaB 06'eM 3aranbHOI PiAMHWN OpraHiamy, Lo
BKa3y€ Ha NOMipHU po3noain agabiratpaHy B TKaHUHaX.

biotpaHcgopmayis. Metaboni3am Ta BuBeaeHHS aabiratpaHy BMBYanu nicng
BBEeleHHHA O4HOPa30BOl BHYTPiLLHbOBEHHOT 403U PaAioaKTUBHOMIYEHOrro
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nabiratpaHy 340poBMM YonosikaM. Nicnsg BHYTPiLLWHbOBEHHOrO BBEAEHHS
pajioakTMBHUN gabiratpaH roslOBHMM YMHOM BMBOAMBCS i3 ceveto (85 %).
BuBeaeHHs 3 dekaniamm ctaHosmnio 6 % yeBeaeHoi 403U, BiaHOBNEHHSA
BUXiAHOI pafioakTUBHOCTI A0 piBHA 88-94 % BiabyBanocs yepes3 168 rogmH
nicng npunomy pgabiratpaHy. JabiratpaH KOH'IOry€eTbCS, YTBOPHOKOUM
dhapmMaKkonoriyHo akKTUBHI auUMNTrAKYpPOHIAN. ICHYOTb YOTUPW MO3ULINHI
isomepu, 1-0, 2-0, 3-0, 4-0-aunnritoKypoHian, KOXHUN 3 SKUX CTAHOBUTb
mMeHwe 10 % 3aranbHoro gabiratpaHy B nna3smi. Cnign iHWnx metaboniTis
MOXHa BUSABUTU TiSIbKM 3@ AOMOMOIro BUCOKOYYT/IMBUX aHANITUYHUX METOLIB.
[abiratpaH rosl0OBHMM YMHOM BUBOAMTLCS Y HE3MIHEHOMY BUrNs4i i3 ceyvero 3i
lwBnAaKicTio npnbnnsHo 100 Mn/xB, WO BigNOBIAAE WBUAKOCTI KNyH604YKOBOI
dinbTpauii.

BuBeneHHA

KoHueHTpauisa gabiratpaHy B nia3sMi 3HMXKYETbCSA 6ieKCMOHEHUINHO i3
cepeHiM KiHUeBUM nepioaoM HaniBBuBeAeHHSA 11 roguH y 340pOBUX
AobposonbUiB NiTHLOrO BiKy. licnsa 6aratopa3oBux 403 KiHUEBUI Nepioa
HaniBBMBeAEeHHs CTaHOBMB NpubnansHo 12-14 roaunH. lMepioa HaniBBMBEAEHHS
He 3aneXuTb Bi4 A03U. [Nepioa HaniBBUBEAEHHA MOAOBXYETLCA NMPU 3HUXKEHHI
HMPKOBOI PyHKUIT (AMB. Tabnuuto 1).

OcobmBi rpynu nawieHTiB.

HupkoBa HeagocTaTHicTb. Y da3i I pocnigxeHb po3noain (AUC) aabiratpaHy
nicns nepopanbHOro 3actocyBaHHs 6yB NnpnbnunsHo y 2,7 pa3a BUWKUM Y
no6poBONbLIB 3 MOMIPHOK HUPKOBOK HEAOCTATHICTIO (KNipeHC KpeaTuHiHy
30-50 mMn/xB) NopiBHAHO 3 TakMM y aobpoBonbLiB 6&€3 HMPKOBOI
HEeAOCTAaTHOCTI. Y HEBENMUKOI KiNbKOCTI A06POBOMbLUIB 3 TAXXKOK HUPKOBOIO
HenocTaTHICTIO (KnipeHc kpeaTuHiHy 10-30 mn/xB) AUC pabiratpaHy 6yB
Nnpmbnm3Ho y 6 pasiB BULLKUK i Nepioa HaniBBUBeAEHHS — NpUbn3Ho y 2 pasu
AOBLUN NOPIBHAHO 3 TaknMMKn y aobpoBonbLiB 6€3 HUPKOBOT HEAOCTATHOCTI
(amB. po3ainn «Cnocib 3acTtocyBaHHSA Ta A03U», «[1pOTUNOKa3aHHAa» Ta
«OcobnMBOCTI 3aCTOCYBaAHHSA»).

Tabnnusa 1

Mepiog HaniBBuBeAeHHs aabiratpaHy 3aneXHOo Big HUPKOBOI PyHKLUIT

PiBeHb rnomMmepynspHoi ginbTpauii | lNepioa HaniBBUBeAEHHS, ro4
(KnipeHc KpeaTuHiHY), M1/XB (gCV %; iHTepBan)

> 80 13,4 (25,7 %; 11,0-21,6)

> 50 - < 80 15,3 (42,7 %; 11,7-34,1)
>30-<50 18,4 (18,5 %; 13,3-23,0)

< 30 27,2 (15,3 %; 21,6-35,0)

Kpim TOro, ekcnosunuia gabiratpaHy (B Toyui MiHIMyMy Ta niky) ouiHtoBanacs
Yy NpPOCNEeKTUBHOMY BiAKPUTOMY paHAOMi30BaHOMY (PapMaKOKiHETUYHOMY
AOCNIAKEHHI 3@ y4acTio NauieHTiB 3 HeknanaHHow dibpunsauieto nepeacepab
3 TAXKKUM NOpYLEeHHSAM PyHKUIT HUpoK (knipeHc kpeaTuHiny (CrCl) 15-30
M/1/XB), SKi oTpuMyBanu gabiratpaHy etekcunaTt 75 Mr Agidi Ha A€Hb.

Y pe3ynbTaTi UbOro pexXmuMy 3aCTOCyBaHHSA CcepefHs reoMeTpuyHa
KOHUeHTpauisa B Touyui MiHIMyMy, BUMipsiHa 6e3nocepeHbO nepes npMmoMom
HaCTynHOi fo3un, ctaHosunia 155 Hr/mn (rKB 76,9%), a cepenHs reoMeTpuyHa
NiKOBa KOHLEHTpaLuis, BUMipsiHa 4yepe3 ABi roanHu nicns npMmomMy OCTaHHbOI
no3n, popisHioBana 202 Hr/mn (rkB 70,6 %).
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KnipeHc gabiratpaHy npu remogianisi 40CNiAXYyBaBCS 3@ y4acTio 7 NauieHTIB
i3 TepMiHaNbHOK CcTagieto XxBopobmn HMpok 6e3 dibpunauii nepeacepab. dianis
TpUBanNicTio 4 rognuHM NpoBOAMBCS 3i WBUAKICTIO AgianizaTty 700 mn/xB Ta
LUBMAKICTIO KpOBOTOKY abo 200 mn/xB, abo 350-390 mn/xB. Lle npnssoanno
A0 3HMXEHHSA KOHUeHTpauii gabiratpaHy Ha 50-60 % BignoBigHo. KinbKicTb
PEYOBUHMU, LWLO BMBOAUTBLCS 3@ AOMNOMOrow Aianisy, € NponopuinHO A0
WwBMAKoCTi KpoBoToKy 300 Mi/xB. AHTUKOArynsilimHa akTUBHICTb gabiratpaHy
3HUXXYETbCA 3i 3HMXKEHHAM KOHLUEHTpauil B Na1a3Mi KpoBi Ta He Brn/iMBasia Ha
B3aEMOBIAHOWEHHSA hapMakognHaMika/papMakoKiHeTMKa.

lMavuieHTn nitTHboro Biky. Y das3i I cneuianbHOro apMakoKiHETUYHOIO
AOCNIAXEHHSA Yy MauieHTIB NiTHbOro Biky crnocTepiranocs 36inbweHHs AUC Ha
40-60 % Ta Cmax 6inbwe HiXXK Ha 25 % NOpiBHSAHO 3 MOIOAMMM MALIEHTAMMU.
Bnnue Biky Ha po3noain aabiratpaHy niaresepa)xeHui y RE-LY gocnigXeHHi:
Nnpuban3Ho Ha 31 % BULLA KOHLEHTpaUisa y nauieHTiB BikoM = 75 pokiB Ta
NpUB6IN3HO Ha 22 % HMXKYA Y NALIEHTIB BiKOM < 65 poKiB MOPIiBHSAHO 3
nauieHTaMmn BikKoM Big 65 ao 75 pokie (amB. po3ainu «Cnocié 3acTtocyBaHHS
Ta no3n» Ta «OcobMBOCTI 3aCTOCYBaHHSA»).

lNeyiHKoBa HeAOCTATHICTL. He cnocTepiranocs 3MiH y po3noaini aabiratpaHy y
12 nauieHTIiB 3 NOMIPHOKO NEYiHKOBOK HeAOoCTaTHICTO (kKnacudikauia Yannaa-
Mo, knac B) NopiBHSAHO 3 12 KOHTPOJSIbHUMMK nauieHTamMu (AUB. po34inu
«Cnocib 3acTtocyBaHHSA Ta A03m» Ta «Ocob6/IMBOCTI 3aCTOCYBaHHS»).

Maca 1ina. KoHueHTpauisa aabiratpaHy 6yna npmbnmsHo Ha 20 % HUMXKYOMO Y
nauieHTIiB 3 Macot Tina > 100 Kr NOpiBHSAHO 3 TAKO Y MaLUiEHTIB 3 MAcoto
Tina 50-100 kr. Binbwictb (80,8 %) nobpoBonbLiB 6ynun y kKaTeropii = 50 kr
Ta < 100 kr 6e3 BUSABNEHHS YiTKOI pi3HuLi (amB. po3ainn «Cnocié
3aCTOCyBaHHS Ta Ao03n» Ta «0cobnmBoCTi 3acTocyBaHHA»). [JaHi woao
KaTeropii nauieHTiB 3 Macoto Tina < 50 kr obMexeHi.

Crarb. MNauienHTn xiHoyoi cTaTi 3 pibpunsauieo nepeacepab Manu B
cepeaHboMy Ha 30 % BMULLI KOHUEHTpaUIi nig 4ac Ta nicnsg 3acTocyBaHHS.
Kopekuis Ao3n He pekoMeHayeTbes (aAnB. po3ain «Cnocié 3actocyBaHHSA Ta
0o3n>»).

PacoBa rnpuHanexHicte., Y apMakokiHeTuui Ta dapMakoanHaMiLi
pabiraTpaHy HEMa€E KNiHIYHO 3HAYYyLWOi Pi3HULI MiX NMauieEHTaMKU EBPOMEOIAHOI
Ta HerpoigHoi pac, aTMHOAMEPUKAHCbKOro, SMOHCbLKOro abo KUTaMCbKOro
MNOXOAXEHHS.

QapMaKoKIHETUYHI B3aeEMoil. [JocniaXXeHHa B3aEMOAIT in vitro He nokasanu
NpUrHiyeHHs abo iHAYKYBaHHSA rofIOBHMX i30€H3MMiB uMTOXpoMmy P450. Lle
6yno niagTBEpPAXEHO AOCNIAXEHHSAMM in vitro 3@ y4acTio 340p0OBUX
n06poBOMbLLUIB, B IKMX HE CNOCTEPIranocs Xo4HUX B3aEMOAIN NPU NiKyBaHHI
pabiraTpaHy eTekcmnaTtoM Ta TakKMMM AiIlOYMMU peyYOBMHAMWU: aTopBacTaTUH
(CYP3A4), purokcuH (B3aemoais TpaHcnopTepa P-gp) Ta anknodeHak
(CYP2C9).

NMoka3aHHA

3anobiraHHs iHCYNbTy Ta CUCTEeMHIN eMbonii y AOpOCINX MaUieHTIB 3
HeknanaHHotw ¢ibpunauieto nepeacepab (HOM) 3 oaHuM abo binblue
dakTopiB pM3NKY, TaKUX SK: NepeHeceHnin iHCyNbT abo TpaH3uUTOpHa
iweMivyHa ataka (TIA), Bik = 75 pokiB, cepueBa HegocTaTHiCTb (Hbto-
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Mopkcbka Acouiauist Kapaionoris (HAK), knac = II), uykpoBwii giabeT abo
apTepianbHa rinepreHsis.

JlikyBaHHA Tpomb603y rnmboknx BeH (TIB) i nereHesoi embonii (JIE) Ta
3anobiraHHs peuuamsytodomy TIB i JIE y gopocnux.

NMpoTnokasaHHA

Bigoma nigBuuieHa 4yTAuMBICTb A0 AabiratpaHy abo gabiratpaHy etekcunary,
abo o 6yab-a9Koro 3 iHrpeaieHTiB npenapary.

TsaxKi nopyweHHa GyHKLUiT HUPOK (KnipeHC KpeaTuHiHy < 30 Mn/xs).
AKTUBHI KNiHIYHO 3HA4yLLi KpOBOTEU.

MowkoaXXeHHs abo CTaH, SKUM pO3rNSAa€ETbCa K ICTOTHUA DaKTOp pU3MKY
3Ha4YHUX KpPOBOTEY, 30KpeMa NoTo4Ha abo HelwoaaBHS WAYHKOBO-KULLKOBA
BMpa3Ka, HAABHICTb 3/1I0AKICHUX MYXJIMH 3 BUCOKUM PU3NKOM KpPOBOTEMI,
HeLLo4aBHE MOLKOAXEHHS roIOBHOFO abo CMMHHOIO MO3KY, XipypridHa
onepauis Ha CNMHHOMY MO3KYy abo odTanbMosioriyHa XipypriyHa onepauis,
HewoaaBHS BHYTPiILUHbLOMO3KOBa KpoBoTeYa, BigoMe abo nigo3ptoBaHe
e3odareanbHe BapMKO3HE PO3LWNPEHHS CYAUH, apTEePiOBEHO3HI
ManbdopMauii, CyanHHi aHeBpu3aMm abo 3Ha4yHi iHTpacniHanbHi abo
iHTpauepebpanbHi CyaAMHHI NaTonorii.

OaHovacHe 3acTocyBaHHS 6yAb-SIKOro aHTMKOArynsuinHoOro nikapcbkoro
3acoby, Takoro sk HedpakuioHoBaHuM renapuH (HOIM), HN3bKOMONEKYSPHI
renapuvHu (eHoKcanapuH, ganbTenapuH Ta iH.), NOXigHI renapuHy
(dboHoanapuHyKc Ta iH.), nepopanbHi aHTUKoarynsHTu (BapdapuH,
puBapokcabaH, anikcabaH Ta iH.), 3@ BUHATKOM crneundivyHnx yMoB, 30KpemMa
BMMaAKiB nepexoay i3 abo Ha aHTMKOArynsaHTHY Tepanito (AnB. po3ain
«Cnocib 3acTtocyBaHHS Ta A031»), Konu HOI 3aCTOCOBYIOTb Y A03aX,
HeobXigHUX ANnSa NIATPUMAHHS BiAKPUTOro LeHTpanbHOro BeHO3HOoro abo
apTepianbHoOro katetepa, abo konm HOI 3aCTOCOBYOTb NPOTArOM KaTeTepHOI
abnauii npn dibpunauii nepeacepab (AnB. po3ain «B3aemoaisa 3 iHWKMMMK
NnikapcbKnMmM 3acobamMm Ta iHWI BUAM B3AEMOAIN>»).

MopyweHHsa pyHKUiT NnediHkn abo 3aXBOPOBAHHSA MNEYIHKU, L0 MOXYTb
BMNMBATN Ha BUXUBAHHS.

OaHo4yacHe 3aCTOCYBaHHSA 3 HAaCTYMHUMU CUNIbHUMM iHriGiTopamu P-gp:
CUCTEMHUN KETOKOHA30/1, LMKIOCMOPWUH, iTpaKoHa3on Ta ApoHeaapoH (AuB.
po34in «B3aeMoaisa 3 iHWKMK NikapCbKMMM 3acobaMu Ta iHWI BMAK
B3AaEMOAIN»).

LLTYy4yHMM KnanaH cepus, wWo notpebye Tepanii aHTUKoaryagaHTamm.

B3aemopia 3 iHLWWMMM NNikapCbKMMM 3aco6amMum Ta iHWI BMAKM B3aEMoin
B3aemogaii TpaHcnopTepa.

[abiratpany etekcunat € cybcTpaToM ang TpaHcnoptepa P-gp. OaHo4vacHe
3acTocyBaHHs iHribiTopie P-gp (ams. Tabnuuio 2) odikyBaHo npuisene 40
NiABULWEHHSA KOHUeHTpauii gabiratpaHy B nsa3Mi KpoBi.

SIKWO He BKa3aHo iHWe, peKOMeHA0BaHO peTesibHe KJiHiYHe cnocTepeXXeHHs
(lWwono 03HaK KpoBOTeYi YM aHeMil) Npu 0O4HOYACHOMY 3aCTOCYBaHHiI
pabiraTpaHy Ta cunbHUX iHriGiTopiB P-gp. MoXXnnBe 3MEeHLLEHHS 403U
pabiraTpaHy npu 3acTtocyBaHHi B KOMbiHaUii 3 gesakumu iHribiTopammn P-gp
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(avB. po3ainn «Cnocib 3acTocyBaHHA Ta A03M», «[1poTUNOKa3aHHA»,
«0co61MBOCTI 3acTOCyBaHHA» Ta «dDapMakognHaMIKa»).

Tabnuusa 2

B3aeMogaii TpaHcnopTepa

IHribitopu P-gp

OfHo4YacHe 3acTocyBaHHS npoTuriokalaHe (AvB. po3gisn
«[lpoTnnokasaHHs>»)

KeToKoHa30n

KeTokoHaszon niasuiye 3aranbHe 3HaudyeHHS AUCo-» Ta
Cmax Aabiratpany y 2,38 pasa Ta 2,35 pa3sa BianosigHo
nicns nepopanbHOro npumnomy aosm 400 mriy 2,53 pasa
Ta 2,49 pa3sa BignoBigHO nicnsa 6araTtopa3oBoro
nepopanbHoro npuromy 400 Mr KeToKkOHa3ony 1 pas Ha
noby.

LdpoHenapoH

Mpn ogHOYACHOMY 3acToCyBaHHi gabiratpaHy eTtekcunaTy
Ta ApoHenapoHy 3arasnbHi 3HayeHHS AUCo-» Ta

Cmax AabiratpaHy niasuwysanncsa npubansHo y 2,4 pasa
Ta y 2,3 pa3sa BignosiaHo nicnsa 6aratopasosux Ao3 400
MIr ApoHedapoHy ABidi Ha aoby Ta npnbnmsHo y 2,1 pasa
Ta y 1,9 pasa BignoBigHO nicisa pa3osoi Ao3m 400 mr.

ITpakoHason,
LMKIOCNOPUH

3 orngaay Ha pesynbTaTu in vitro MoXxe odikyBaTUCs
edeKkT, noaibHMIM TakoMy NpU 3aCTOCYBAHHI
KETOKOHA30.y.

CynyTHE 3aCTOCYBAHHS HE PEKOMEHAYEThbCS

Takponimyc

3’acoBaHo in vitro, WO TakponiMyC Ma€ TaKnn e piBeHb
iHribytouoro edekTy Ha P-gp, 8K i iTpakoHa301 Ta
LMKNOCNOPUH. He 6yno KNiHiYHO AoCnigXeHOo
3aCTOCyBaHHS AabiratpaHy eTekcunaTty 3 TaKposiMyCoM.
MpoTe obMexeHi KNiHiYHI AaHi WoA0 3aCTOCYBaHHS 3
iHWWM P-gp cybcTpaToM (eBeponiMyc) aAatoTb 3MOry
NpUNyCcTUTK, WO iHribyBaHHsa P-gp Takponimycom cnabuwe,
Hi)X 3 CUIbHUMU iHriBiTopamun P-gp.

3acrepexxeHHs, SKUMU CJ1i4 KOPUCTYBaTnUCs y pa3i 04HO4YacHoOro
3acrocyBaHHs (aAnB. po3ainn «Crocibé 3acTocyBaHHs 1a 403n» Ta
«0co0b6/1MBOCTI 3aCTOCYBAHHSI» ).

Bepanamin

Mpwn ogHOYACHOMY 3acTOCyBaHHI gabiraTpaHy etekcunaTty
(150 Mr) i Bepanaminy ans nepopasbHOro 3aCToCyBaHHS
Cmax i AUC pabiratpaHy 36inbwyBannuca 3anexHo Bia
yacy npuMoMy Ta Jfikapcbkoi ¢opMu Bepanaminy (aue.
po3ginn  «Cnoci6 3actocyBaHHA Ta  Ao3mM»  Ta
«0Oco6/1MBOCTI 3aCTOCYBaHHSA»).

HancunbHiwa Agia  pabiratpaHy crnocTtepiranaca npum
NpUAMOMiI  nepwoi A03KM Bepanaminy 3 HeramHum
BUBISIbHEHHSAM, LLO 3aCTOCOBYBasacs 3a O4HY roguvHy Ao
npunomy  pabiratpaHy eTekcuniaTy (36inbWweHHs
Cmax NpnbnunsHo y 2,8 pasa i AUC npubnunsHo 2,5 pasa).
EdbekT nocTtynoBo  3MeHWyBaBCA  MNpu  MNpPUNOMI
Bepanaminy 3 TpuBaJIMM BUBiISIbHEHHAM (36inblUIEHHS
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Crmax NpnbnnsHo y 1,9 pazsa i AUC npnbnmnsHo y 1,7 pasa)
abo BBegeHHi  baraTopas3oBux 403  Bepanaminy
(36inbweHH Cmax NpnbnmaHo y 1,6 pasa i AUC
npmbnmnsHo y 1,5 paza).

3Hayywoi B3aeMoAii He cnocTepiranocsa nNpu MpUAOMI
Bepanaminy yepes 2 roanHu nicng npunomy aabiratpaHy
eTekcnnaty (36inbweHHss Cmax NpnbnusHo y 1,1 pasa i
AUC npmnbnusHo y 1,2 pasa). Lle nosCHIOETbCS MOBHUM
BCMOKTYBaHHsAM aabiratpaHy 4yepes 2 roanHu.

AMiogapoH

Mpn ogHOYACHOMY 3aCTOCYBaHHI gabiratpaHy etekcunarty
3 pa30BOIO 403010 amiogapoHy 600 Mr 06’eM Ta WIBUAKICTb
BCMOKTYBaHHSl  aMiogapoOHy Ta  WOro  aKTMBHOro
meTabonity gietaHonamiHy (DEA) He 3MiHIOBanucCb
CcyTTeEBO. nowa nig KpMBoOK «KOHUeHTpauig-yac» (AUC)
Ta Cmax 36inbwmnuca npmbnusHo y 1,6 pasa ta 1,5 pa3sa
BiANOBIAHO. 3 ornapy Ha TpuBanum nepiog
HaniBBMBeAEHHSA aMiofapoHy MOXJ/UBICTb B3a€EMOAIl
MOXe ICHyBaTW JAeKiflbka TUXHIB nicnga NpUNUHEHHS
3aCTocyBaHHA amiogapoHy (auB. po3ainn «Cnocib
3aCTOCyBaHHA Ta no3n» Ta «0OcobnmnBoCTi
3aCTOCYBAHHSA»).

XiHiaAWH

XiHiAWH 3acTocoByBanu B A03i 200 Mr KOXHi 2 roanHn Ao
3aranbHoi pgo3m 1000 wmr. [HdabiratpaHy eTtekcunat
3aCTOCOBYBaNu 2 pa3un Ha AeHb NPOTAroM 3 AHIB, Ha 3-1
AeHb — 3 abo 6e3 xiHianHy. AUCr,ss Ta Cmax,ss Aabiratpany
36inbwnnmca B uinomy y 1,53 pasa Ta 1,56 pasa
BiANOBIAHO MNPV OAHOYACHOMY 3aCTOCYBaHHI XiHiAWHY
(avB. po3ginn «Cnocibé 3acTtocyBaHHA Ta A[03W» Ta
«OCcobIMBOCTI 3aCTOCYBAHHSA»).

KnaputpoMiuuH

Mpn ogHOYACHOMY 3aCTOCYBaHHI KnaputpoMiunHy (500
Mr 2 pa3n Ha AeHb) 3 gabiraTpaHy eTekcmiaToM
340pOBUMKM A0OPOBOMbLUSAMM cnocTepiranocs 36inbLUeHHS
AUC - npmnbnmsHo y 1,19 paza i Cmax npubnumsnHo y 1,15
pa3za.

Twukarpenop

Mpn ogHOYACHOMY 3acTOCYBaHHI OaHi€l Ao3mn aabiratpaHy
etekcunaty (75 Mr) 3 HamBULLOK MNOYATKOBOK 0300
Tukarpenopy (180 wMr) AUC Ta Cmax Aabiratpany
niguwysanuca B 1,73 pasa Ta 1,95 pasa BignosigHoO.
Micns 6araTtopa3oBoi 4o3u Tukarpenopy (90 Mr asidi Ha
AeHb) ekcno3uuia aabiraTtpaHy nigBuwyBanacb B 1,56
pa3a i 1,46 pasa and AUC Ta Cmax BiANOBIAHO.

CynyTHE 3acCTOCyBaHHA HaMBULWOI MOYaTKOBOI 03U
Tukarpenopy 180 mr Tta gabiratpaHny etekcunaty 110 mr
(B piBHOBaxHin KoHuUeHTpauii) 36inbwye AUC Ta
Cmax AabiratpaHny B 1,49 pasa T1a 1,65 pasa BignosiaHo
MOPIBHAHO 3 TaKWUMM Yy pasi 3acTOCyBaHHSA TiNlbKK
pabiratpaHy etekcunaty. Konu HamBuwy no4yaTKoOBY
po3y 180 Mr Tukarpesnopy 3acrtocoByBasiMn 4epes 2
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roaMHn nicnsa 3acrocyBaHHa 110 w™r  pabiratpany
eTekcunaTty (B piBHOBaXHi KOHUEHTpaUii), NiagBULLEHHS
AUC;ss Ta Cmax,ss 4abiratpaHy 6yno 3MeHweHo o 1,27
pa3a Ta 1,23 pa3a BignosBigHO MOPIBHAHO 3 TAKUMM y pasi
3aCTOCyBaHHsA Tinbkn pabiratpaHy eTekcunaTty. Take
3MillaHe 3acCTOCyBaHHS pPEeKOMEHAYETbCS ANs Mno4vaTKy
3aCTOCYBaAHHS TUKArpenopy y HamBuLLin no4yaTKoBiM A03i.
CynyTHe 3actocyBaHHsa 90 Mr TUKarpenopy Asa pa3un Ha
noby (niaTpumytoda posza) 3i 110 mMr pabiratpany
etekcmnaty 36inbwye AUCrss Ta Cmax,ss AabiratpaHy B
1,26 pasa Ta 1,29 pasa BiANOBIAHO MOPIBHAHO 3 TaKUMM
y pa3i 3acToCyBaHHs nulle gabiratpaHy.

[MocakoHa3on

MocakoHa30n TakoX iHribye P-gp A0 neBHOI Mipu, ane
He B6yB KMiHIYHO gocnigxeHun. Cnig nposBNATH
obepexHicTtb, konn MPALAKCY npunMaloTb CYMiCHO 3
NOCaKOHA30J/10M.

IHayKTOpU P-gp

Cnig yHuKaTtn 0gHO4YacHOro 3acTtocyBaHHs

PudamniunH,
eKCTpaKT
3Bipo601o0
(3Bipob6in
npoAaipsBNeHnin),
kapbamaszeniH
abo deHiToiH

Cnign  yHMKaTM OAHOYACHOro 3acCTOCYBaHHS
MOX/IMBE 3HUXEHHS KOHUEHTpauin aabiratpaHy.
MepenosyBaHHa pudamniumHy B A03i 600 Mr 1 pa3 Ha
noby MPOTAroMm 7 OHIB 3HUXYE 3arajibHy
Cmax AabiraTpaHy Ta 3aranbHuUin po3noAin Ha 65,51 67 %
BianoBiaHO. IHAYKYOUYMA BNANB 3HU3UBCS, LLO NPU3BENO
00 po3noainy aabiratpaHy, 611M3bKOro 40 CTaHAApPTHOrO,
Ha 7-1 AeHb Nicnsa NpuUNUHEHHs Tepanii pudamMniuMHOM.
Moaanbworo 36inblEHHSA 6ioa0CTYNHOCTI He
cnocTepiranocya nicns HacTynHux 7 OHIB.

yepes

IHribiTopn npotTeasu, TaKi SK pUTOHaBIip

OfgHo4YacHe 3acToCyBaHHSI HE PpeKOMEHAYETbCS

PutoHasBip Ta
Moro KombiHauii

Bnnueatotb Ha P-gp (i 9K iHribiTopu, i a9k iHAyKTOopK).
BoHM He gocnigXyBanucs i TOMy He peKOMeHAYyTbCS

3 IHWNMU Ana ogHo4dacHoro 3actocyBaHHs 3 NMPAJAKCOIO.
iHribiTopammn

nporeasu

P-gp cybcrpar

AVNrokcuH Y xoA4i gocnig)XXeHHs, NpoBeAeHoro 3a y4yacTio 24

340poBUX A06poBoObLLUIB, MPU OAHOYACHOMY
3actocyBaHHi NMPAOJAKCHU Ta AUrOKCUHY He
CrocTepiranocs XoaHUX 3MiH BiAHOCHO AUIOKCUHY Ta
KJIHIYHO 3Ha4YyLWMX 3MiH Y po3noaini gabiratpaHy.

AHTUKOArynsHTU Ta JikapcbKi 3acobu, Lo NpoTUAiTb arperauii TpoMbéoumnTiB.

Jlikapcbki 3acobu, Tepania asKMMn He gocnigXysanacb abo gocsig
3aCTOCYBaHHS AKMX 0O6MeXxeHuH, i NikapcbKi 3acobu, sSKi MOXYTb NiABULLUTU
PU3NK KPOBOTEY MNpW OAHOYACHOMY 3acToCyBaHHi 3 npenapaTtom NMPAOAKCA:
AHTUKOArynsaHTU, Taki 9K HedpakuioHoBaHUW renapuH (HOIN),
HM3bKOMONeKynapHi renapnHu (HMIM) Ta noxigHi renapuHy (poHAanapuHyKc,
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Ae3UpyaunH), TPOMBONITUKK Ta aHTaroHicTn BiTamiHy K, puBapokcabaH Ta iHLWi
nepopasnbHi aHTUKOArynsaHTU (AUB. po3ain «MpoTunokasaHHsa»), NikapcbKi
3acobu, Wo NpoTUAitoTb arperauii TpoMbounTIB, TaKi SK aHTaAroHIiCTH
peuenTtopis GPIIb/IIla, TnknonignH, npasyrpenb, TUKarpenop, AeKCTpaH Ta
cynb@iHnipa3oH (amB. po3ain «OcobnMBOCTI 3aCTOCYBAHHS»).
3rigHo 3 o6MexeHnMn agaHnMmn gocnigxeHHs RE-LY, y nauieHTiB 3
dibpunsauieto nepeacepab 0g4HOYACHE 3aCTOCYBAHHS IHWMX nepopanbHux abo
napeHTepasbHUX aHTUKOArynsHTIB 3 AabiratpaHy eKcuaaToMm i 3 BapdapuHOM
NiABULLYE KiNbKICTb BUNAAKIiB 3HAYHUX KpoBOTEY npmbnmnsHo y 2,5 pasa,
FOJIOBHUM UYMHOM MpU Nepexoni 3 04HOr0 aHTUKOArynsHTy Ha iHWun (amB..
po3ain «[MpoTUnoKasaHHsa»).
H®I MOXXHa 3acToCOBYBATWU B A03aX, HEOOXiAHUX ANS NiATPUMAHHS
BiAKPUTOro LeHTpanbHOro BEHO3HOro abo apTepianbHoOro Kkatetepa, abo
NpoOTAroM KaTeTepHoi abnsauii npu dibpunsauii nepeacepab (AMB. po3ain
«[MpoTUNoKasaHHA»).

Tabnuuga 3
B3aeMogis 3 aHTUMKoarynsHTaMmm Ta flikapCbKMMn 3acobu, Lo NpoTUAI0Tb
arperauii TpoMb0oUUTIB.
HecTepoigHi 3actocyBaHHsa HIM3IM npoTaroM KOpOTKOro 4acy Aans
npoTmM3anasnbHi nepionepauinHoi aHanresii He 6yno nos'sa3aHoO 3
npenapaTtn (HM3M) | NiABUWEHHAM pPU3MKY KpOBOTEYi Mpu OAHOYACHOMY
3acTocyBaHHi 3 pabiratpaHy eTekcunaTtom. [lpu
TPpUBaAsIOMYy 3aCTOCYBaHHI Yy xoai gocnigxeHHs HM3M 3

pabiratpaHy eTekcmiaTom i BapdapnHOM
NiABULLLYETbCSA PU3NK KpoBoTedi npnbnmnsHo Ha 50 %.
Knonigorpenb Y pocnigxeHi y monoanmx 340pOoBMX A06pOBObLIB

4YONIOBIYOi CTaTi OAHOYACHE 3aCTOCYBaHHS AabiraTtpany
eTekcunaty Ta  Kaonigorpentd  He  BUKAMKAaNo
MPOsIOHrauii Yyacy KaningapHol KpoBoTe4Yi MOPIiBHAHO 3
TakuMm nNpu MoHoTepanil knonigorpeneMm. Kpim TOro,
nokasHnkn AUCrss Ta Cmax,ss AabiratpaHy i Bnaue
pabiratpaHy Ha NpurHideHHs arperauii TpoMbounuTiB
3anMwanmncsa He3MiHEHUMU MOPIBHAHO 3 TaKUMWU Npu
KOMbBIHOBaHIN Tepanii Ta BiANOBIAHIM MOHOTEepanii.

Mpn po3syeaHHi 300 mr a6o 600 mr knonigorpento

AUCqss Ta Cmax,ss fabiratpany 36inbWwyBanucs
npmnbnmsHo Ha 30-40 % (ams. po3ain «OcobnmnBoOCTI
3aCTOCYBaHHSA»).

AueTtuncaniunnosa | daHi gocnigXeHb CBigvaTb, WO OAHOYACHe

KuncnoTa 3acTtocyBaHHAa 81 Mr Ta 325 Mr aueTuncaniymnosoi

kucnotn (ACK) 3 gabiratpaHy eTekcunaTtom y fo3ax
150 Mr 2 pa3u Ha foby Moxe NiABULWMTU PUBUK
MaCMBHUX KpoBoTed 3 12 % po 18 % 1a 24 %
BignosigHo (amB. po3ain «OcobnmBoCTi

3aCTOCYBaHHS»).
HusbkoMonekynsipHi | OgHoYacHe  3aCTOCYBaHHSI  HU3bKOMOMEKYJISIPHUX
renapuHu renapuHiB, Takux $IK eHoKcanapuH Ta paabiraTtpany

eTekcuniaT, He gocnigxysanocs. licna nepexony 3 3-




¥ Hapopna anTeka

AEeHHOI Tepanii eHokcanapuHoM y ao3i 40 mr 1 pas Ha
noby vepes 24 rognHu nNicns NpUMOMy OCTaHHbOI 403U
€HOKCcanapuHy ekcno3uuis gabiratpaHy 6yna Tpoxu
HMXKYOKD, HIXK MiCNs 3acToCyBaHHSA nuwe aabiratpaHy
etekcumnaty (pasoBa pno3a 220 wmr). Buwa aHTmK-
FXa/Flla aKTUBHICTb crnocTtepiranach nicns
3acToCyBaHHs gabiratpaHy eTekcuniaTy 3 npeTepaniero
€HOKCanapMHOM TMOPIBHAHO 3 JliIKyBaHHAM Juvwe
nabiratpaHy €TEeKCUNAaTOM. Lle BinbyBaeTbCs
BHACNIAOK MonepenHboro sikyBaHHA eHOKCarnapuHOM

IHWi B3aemMoaii

Ta HE €  KNIHIYHO  3HauyywuM. [MpeTepanis
eHoKcanapuHoM He BNMBana Ha IHLWI
aHTUKOarynsauinHi Tectn gabiratpaHy.

Tabnuusa 4

CenneKTuBHiI iHribiTopy 3BOPOTHOIrO 3axorieHHs cepoToHiHy (CI33C),

CEe/IEKTUBHI IHri6ITOpM 3B0POTHOrO 3axon/ieHHsA HopeniHegpuHy (CI33H)

CenekTuBHi
iHri6iTOpK
3BOPOTHOIO
3axO0n/IeHHS
CEepPOTOHIHY
(CI330),
CeNIeKTUBHI
iHri6iTopK
3BOPOTHOIO
3axO0njeHHs
HopeniHedpUHy
(CI33H)

CI33C T1a CI33H nigsuwyBanu pu3mnkK KpoBoTeYi nig 4ac
AOCNIAXEHHSA Y BCiX rpynax nikyBaHHS.

PeyoBuUHM, 11|10 BNBAKOTh HA LAYHKOBUIA pH

MaHTONpa3on

Mpwn OAHOYACHOMY  3aCTOCYyBaHHI MPAOAKCH Ta
rnaHTonpasony crnocTepiranocs 3HMXKEHHS AUC
pabiratpany Ha 30 %. lNaHTONpa3on Ta iHWI iHribiTopyn
npoTtoHHoi nomnu (IMNM) oaHoyacHO 3acTocoByBanMCsa 3
MPAOAKCOIKO vy KniHIYHMX pocnigxeHHax. OpgHovacHe
3actocyBaHHa IMM  He  3HMXYBanNo  edEeKTUBHOCTI
npenapaty NMNPALAKCA.

PaHiTMAMH

OpHouvacHe 3actocyBaHHA paHitTnanHy i NMPAOAKCU He
Masio KNiHIYHO BaX/IMBOro BrnamMBy Ha 06'eM BCMOKTYBaHHS
pabiratpaHy.

B3aemogaii, noB'a3aHi 3 MeTaboniyHmMM npodinem gabiratpaHy eTekcuaaTy Ta

pabiratpaHny.

[abiratpaHy etekcunaT Ta gabiratpaH He MeTabonizyTbCAa CUCTEMOKD
umToXpomy P450 Ta He MalTb in vitro XO0AHOro BN/NBY Ha (hepMeHTH
umToXpomy P450. ToMy He O4iKyeTbCA B3aeMoaii nabiratpaHy eTekcunaTy 4uu
pabiraTtpaHy 3 nikapcbknMmn 3acobamu, siki MeTabonisytoTbCss CUCTEMOIO

untoxpomy P450.

Oco6n1MBOCTI 3aCTOCyBaHHSA
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Pusnk kposoteyi. NMPAOAKCY cnig 3 o6epexHicTio 3aCTocoByBaTu y pasi
BMCOKOIro puU3nKy KpoBoTedi abo 04HOYaCHOro 3aCTOCyBaHHS 3 NliKapCbKUMU
3acobamu, WO BNAMBAKOTb HA rEMOCTA3 WASAXOM MPUrHiYeHHs arperauii
TpoMmbounTiB. KpoBoTeua MoXe BUHUKHYTU Yy Byab-aKOMY Micui nig yac
nikyBaHHs npenapaTtom NMPALAKCA. MNpu 3HMXKEHHI piBHS reMorniobiHy Ta/abo
reMaToKpuUTy 3 He3'sICOBaHUX MPUYUYMH YN 3HUXKEHHI apTepianbHOro TUCKY cnig

[OCNIANTU HAABHICTb KPOBOTEM.

Mpy BUHUKHEHHI 3arpo3un Ans XUTTS YM NPU HEKOHTPO/IbOBAHIN KPOBOTEU,
KON HeobXxiaHe WBuAKe YCYHEHHS aHTUKOarynsauinHoro egekTy,
cneundivyHmMn npenapat 3BopoTHOI Aii MPAKCBAVH/ (inapyum3ymab) moxe

6yTn NpusaHaveHumn.

Y pocnigXeHHi 3actocyBaHHs npenapaty NPAOAKCA acouitoBanocs 3
BUCOKMMU PiBHAMU MACMBHUX LLUTYHKOBO-KULLKOBUX KpoBoTeud. lMigBuLieHnmn
PU3MK CrocTepiraBcs y NauieHTIB NiTHLOrO Biky (= 75 pokiB) npwu
3acTtocyBaHHi gabiratpaHy 150 mr 2 pa3su Ha goby. logaTtkoBi hakTopu
pu3nKy (AMB. TakKoX Tabnuuto 5) BKAOYAKOTb CYNYTHE 3aCTOCYBaHHS 3
iHri6iTopaMn arperaudii TpoM60UUTIB, TAKMMKU K Knonigorpesnb Ta
auetuncaniymnoBa kucnota (ACK), abo 3 HecTepoigHMMM NpoTM3anaabHUMM
nikapcbknmm 3acobamm (HM3J13), 9K i npucyTHICTb e3o0darity, ractputy abo

ractpoe3odareanbHoro pedatoKkcy.

DQaKkTopu pU3NKy

Tabnuusa 5
daKTopUn PU3NKY, AKI MOXYTb NiABULLUUTU PUSUK KPOBOTEYI
dapMaKkogMHAMIYHI | KIHETUYHI Bik = 75 pokiB
dakTopun
dakTopu NiaABULLEHHS PiBHSA HaYHI:

nabiraTtpaHy y nnasmi Kposi

[MoMipHa HMpKOBa HeAOCTATHICTb
(knipeHc kpeaTtunHiny 30-50 mn/xB).
CunbHi iHribéiTtopn P-gp (amB. po3ainu
«lMpoTunokasaHHA» Ta «B3aemogia 3
IHLUMMKM NliKapCbKMMM 3acobaMm Ta iHLWi
BMAW B3AEMOAIN>»).

OaHo4yacHe 3aCToCyBaHHSA 3 iHribitopamm
P-gp Big cnabkux Ao NoMipHUX (TakKnMu
K aMmiofapoH, NOCAaKOHa30/1, XiHiAWH,
Bepanamin ta Tukarpenop) (aMe. po3ain
«B3aemMogis 3 iHWKMN NiKapCbKNMU
3acobamu Ta iHLWIi BUAW B3AEMOAIN>»)

e3HauYHi:

Hwn3bka Maca Tina (< 50 kr).

dapMakogMHaMiYHi B3aeMoail
(avB. po3pin «B3aemopia 3
iHWKWMK NiKapCbKMMKM 3acobammu
Ta iHWi BUWAM B3AEMOAIN>»)

AueTuncaniunnioBsa KMCNoTa Ta iHLWi
iHri6iTopn arperauii TpoMbounTiB, Taki
AK Knonigorpenb
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HecTepoigHi npoTu3ananbHi NikapcbKi
3acobwu.

CI33C abo CI33H.

IHWIi nikapcbki 3acobun, gKi MOXYTb
noripwyBsaTu reMocTas.

3axBOploBaHHSA/Npoueaypu 3 BpoaxeHi abo HabyTi po3naaun
PU3NKOM KpOBOTEY 3ropTaHHSa KpoOBi.

TpoMbouuToneHia abo dpyHKUIOHANbHI
aAedekTn TpomMboumTIB.

HewopnasHsa 6ioncis abo macneHa
TpaBMa.

bakTepianbHWI eHOOKapAUT.
E3odariT, ractput abo
racTpoe3sodareanbHuUn pedntokc.

[aHi woao karteropii nauieHTiB 3 Macoto Tina < 50 kr obMexeHi (amB. po3ain
«DapMaKoKiHeTHUKa»).

lNonepea)xyBasibHi 3axoAun Ta yrpasBJliHHS pU3nKaMu KpoBoTeY

LLloao nikyBaHHA remMopariyHux yckfaaHeHb AMB. po34in «lepenosyBaHHS».
OuiHKa nepeBar 1a puU3nKiB

MowKoaXXeHHS, cTaHM, npoueaypu ta/abo dapmakonoriyHa Tepanis
(Hanpuknapg HM3MM, aHTnarperauinHnumm npenapatamu, CI33C ta CI33H, auBs.
po3ain «MpoTunokasaHHa» Ta «B3aeMoaisa 3 iHWKWUMK NiKapCbKUMK 3acobamm
Ta iHWIi BUWAM B3aEMOAiIN>»), WO NIABULLYIOTb PU3NK 3HAYHUX KPOBOTEY,
noTpebytoTb peTenbHOI OuUiHKK nepeBar Ta pu3ukis. NMPAOAKCY cnia
3aCTOCOBYBaTU Nuule y pasi, KONn rnepesaru rnepesaxatTb PU3UKN KPOBOTEM.
PetesibHe KJ1IHIYHE COCTEePEXEHHS

PekoMeHAOBaAHO peTesibHe KJliHIYHEe cnocTepeXXeHHS WwoA0 BUHUKHEHHS O3HaK
KpOBOTEUI YN aHEMIi NPOTAroM NikyBanbHOro nepioay, ocob6nMBo nNpwu
NoeAHaHHI akTopiB pm3nky (ame. Tabnuuto 5 Buwe). Cniga nposaBnaTu
0cob6nMBY NUNBHICTbL NpU 0AHOYAcHOMY 3acTtocyBaHHi NMPAOAKCA 3
BepanamifnioM, aMiogapoHoOM, XiHiAMHOM abo knapuTpoMiunHom (iHribiTtopn P-
gp) Ta Npu BUHUKHEHHI KpoBOTEYi, 0COB/IMBO Yy NALIEHTIB 3 NIErKMM Ta
NOMIPHUM YLIKOAXKEHHSAM HUPOK (AMB. po34in «B3aeMoaisa 3 iHWuUMmM
NiKapcbkMMKM 3acobamMum Ta iHLWI BUWAW B3aEMOAIN»). PeTenbHe CnoCTepeXeHHs
040 BUHUKHEHHA 03HAK KpOBOTEY peKoMeHAoBaHe nauieHTaMm, [Ki
OAHOYACHO MiKYTbCA HEeCTEPOIAHMMKM NpoTM3ananbHMMKM NpenapaTtamMun (AuB.
po3a4in «B3aeMoaisa 3 iHWKMK NikapCbKnMMM 3acobaMu Ta iHWI BMAK
B3AaEMOAIN»).

lMpunuHeHHs 3actocyBaHHsS NMPALAKCA

MayieHTn, y SKUX pO3BUHYIACb NOCTPa HUPKOBA HEAOCTATHICTb, MOBUHHI
NpuNMHUTK 3actocyBaHHA MPALAKCU (auB. po3ain «MpoTUnoKasaHHS»).
Mpn BUHUKHEHHI TSXKOI KpOBOTEeui CNig NpUNUHUTK NTiKyBaHHA Ta A0CNIANTH
[)Kepesio KpoBOTeYi, a TaKOX MOXHA pO3rNdgHYTU 3aCTOCYBaHHS
cneumdiyHoro npenapaTy 3BopoTHoi aii MPAKCBANHA (inapyunsymab) (avs.
po3ain «lepenosyBaHHsS»: YNpas/iHHA reMopariyHMMM yCKNagHeHHSaIMN).
SHUMXKEHHS 403U
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Moxe 6yTn po3rnsHyTO AOUiINIbHICTE ab0 peKOMeHA0BaHO 3HMXXEHHS 403U, K
3a3HayveHo B po3aini «Cnocib 3acTocyBaHHA Ta A03M>».
3acrocyBaHHS iHri6iTopiB rMpOTOHHOI rnomru
Onsa 3anobiraHHs WAYHKOBO-KMLWKOBUM KPOBOTEYaM MOXHA PO3rNsHYTH
AOLINMbHICTb 3aCTOCYBaHHS iHri6iTOpiB NPOTOHHOI MOMMMW.
JlabopaTopHi napaMeTpu 3ropTaHHs
Xoua MPALAKCA B uinomy He noTpebye aHTMKOArynsUimnHOroO MOHITOPUHTY,
OAHAK BM3HAYeHHS aHTUKOarynsuinHoro Bnamey, NOB’A3aHoOro 3
nabiratpaHoM, Moxe 6yTn KOpUCHUM A1 BUSIB/IEHHS HaAMiIpHO BMCOKOIO
po3noainy gabiratpaHy 3a HassBHOCTI A04aTKOBUX (haKTopiB pu3nKy. Taki
NOKA3HWUKWN, K po3BeneHnin TpombiHoBUI Yac (pTYH), Yac 3ropTaHHs KpoBi
(Y3K) Ta akTMBOBaAHUN YacTKOBUIM TpoMmbonnacTuHoBuM yac (AYTYH), MOXYTb
6yTM KOPUCHUMMK, ane pe3ynbTaTu CNig iHTeprnpeTyBaTu 3 06epexHicTo yepes
BiAMIHHICTb MiX TecTaMu (amB. po3ain «®apMakoanHamika»). Tect MHB
(Mib>kHapoaHe HOpMani3oBaHe BiAHOWEHHS) € HeLOCTOBIPHUM Y MALIEHTIB, SAKi
3acTtocoBytoTb MPAOAKCY: cnocTtepirannca XxmbHONoO3MTUBHI NiABULLEHHS
MHB. Tomy Tect MHB He cnig npoBoanTun. Y Tabnuui 6 HaBeaeHoO Noporosi
HMXHI 3HAYEHHS KOoarynsiuinHoro TecTy, Wo MOXYyTb 6yTn noB’s3aHi 3
NiABULEHMM PU3NKOM KpoBoTed (AMB. po3ain «®apMakogmHamika»).
Tabnunusa 6
MoporoBi 3HAYEHHSA KOarynsuinHoOro TecTy, Wo MOXyTb 6yTn nNoB’d3aHi 3
NiagBULLEHUM PU3NKOM KPOBOTEY

TecTt [Toka3aHHA
IHOM, TrB/JIE
pTY [Hr/mn] > 200
Y3K [X-KpaTHa BepXxHs Mexa > 3
HOpMU ]
AYTY [x-KpaTHa BepXHs Mexa > 2
HOpMU |
MHB He NOoTPibHO NPOBOAUTM

3acrocyBaHHSI QibpUHONITMYHMX 3aC0biB A/15 JTIKYyBaHHS rOCTPOro illeMi4yHOro
IHCY/IbTY.

3acTocyBaHHSA Qi6pUHONITUYHUX 3acobiB ANA NiKyBaHHS rOCTPOro iweMiyHoro
IHCYNbTY MOXe 6yTu po3rnsHyTO, AKWO pe3ynbTatn aHanisy pT4, ECT abo
AYTY He nepesBuwyoTs BMH.

XipypriyHe 1a oneparnBHe BTpy4daHHs. MNauieHTH, sKi 3aCTOCOBYOTbL npenapar
MPAOAKCA Ta nepeHocATb XipyprivHi abo iHBa3uBHI npoueaypu, MaloTb
NiABULLEHUN PU3NK KpOoBOTeui. TOMYy XipypridyHe BTpy4YaHHS MOXe
noTpebyBaTn TMMYacOBOIro NPUNMHEHHS 3aCTOCYBaHHS npenaparty
MPALAKCA.

MauieHT MOXYTb 3acTtocoByBaTu npenapat NMPAOJAKCA npu kapaiosepci.
JlikyBaHHA npenapaTtom MPAOAKCA (150 Mr 2 pa3u Ha foby) He noTpibHo
nepepuBaTn nauieHTam 3 ibpunsauieo nepeacepab Npu KaTeTepHin abnauii
(ame. po3gin «Cnocib 3acTocyBaHHA Ta 403U»).

Mpy TUMYacoOBOMY MPUMNMUHEHHI NiKyBaHHSA Yy 3B'A3KY 3 XipypriyHnM
BTPYYaHHAM cnif 3abe3neunTy MOHITOPUHI aHTUKoarynsuii. KnipeHc
pabiraTpaHy y NnauieHTIiB 3 HUPKOBOK HEAOCTATHICTIO MOXe 3auHATK Binblie
yacy (amB. po3agin «®apMakokiHeTuka»). Cnig AoTpuMyBaTUCs 06epeXXHOCTI
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npu 6yab-g9KMX npoueaypax. ¥ Takmx Bunagkax TecT Ha koarynsauito (ams.
po3ainun «lMpoTunokasaHHa» Ta «PapMakoaMHaMiKa») MOXe AOMOMOIrTH
BM3HAUYUTU, YN € NOPYLUEHHA remocTasy.
HesigknaaHa xipypriss abo TepMiHOBI ripoyegypun. 3acToCyBaHHS npenaparty
MPAOAKCA noTpibHO TMM4YacoBo npunmHutu. Konm HeobxigHe weuake
YCYHEHHS aHTuKoarynsauimHoro edekTty, cneundiyHnin npenapaTt 3BOPOTHOI
aii MPAKCBAVMH] (inapyuun3ymab) moxe 6yT Mpu3HayeHui.
3BOpOTHAa Ais Ao Tepanii gabiraTpaHOM CMPUYNHSAE TPOMBOTUUYHUIN PUBUK Y
nauieHTiB. 3actocyBaHHs NMPALAKCU MoOXxHa BiAHOBUTKU Yepe3 24 rogunHu
nicna seeaeHHs MPAKCBANHAY (inapyumsymaby), SKWO NaLieHT € KAiHIYHO
cTabinbHUM i 6yNno AOCArHYTO aAeKBaTHOrO reMocrasy.
XipypriyHe T1a orneparmnBHe BTPYYaHHS rpu rnigrocTpmx ctaHax. 3acToCyBaHHS
npenapaty NMPALAKCA noTpibHO TMMYacoBO NpUNUHUTK. XipypridyHe abo
onepaTMBHE BTpY4YaHHS NOTPIOHO BiAKIACTM WOHaMMeHLWe Ha 12 roauH nicns
OCTaHHbOro Npunomy aabiraTpaHy, SKLO Le MOXMBO. AKLWO XipypriyHe
BTPYYaHHS He MOXHa BigKNaCcTU, pU3MK KpoBOTeui Moxe 6yTu 36inblueHni.
MoTpibHO 3BaXKNTU PU3NK KPOBOTEYI Ta TEPMIHOBICTb BTPy4YaHHSs nepeg
3aCTOCYBaHHAM npenapary.
lMnaHoBa onepaduis. SKWO MOXNMBO, 3actocyBaHHs NMPAOAKCHU noTpibHO
NPUNMHUTU WOHaMMeHWe 3a 24 roanHu A0 iHBa3uUBHUX abo XipypriyHnx
npoueayp. [ns nauieHTiB 3 NigBULEHNM PU3MKOM KpoBOTeui abo y BUNaaky
Cepro3HOoi onepauii, konn Moxe 6yTn noTpibHe NnpoBeaeHHS reMocTasy,
HeobXiAHO PO3rNAHYTU MOXIMBICTb NPUNUHEHHS 3acTocyBaHHA MNMPAOAKCH 3a
2-4 pgHi oo onepadir.

Tabnuusa 7
MpaBuia NpUNMHEHHS 3aCTOCYBaHHSA nepesa iHBa3nBHMMK abo XipypriyHnMum
npoueaypamm

HupkoBa MepenbauyBaHui | 3actocyBaHHsa npenapaty NMPAOAKCA
dyHKLUIS nepioa cnig NpUNMHUTM 40 NJAHOBOro
(knipeHc HaniBBMBeAEHHSA | XipypriYHOro BTpy4YaHHs
KpeaTuHiny, | (roa) Bucokunin pnsmnk CraHpaapTHUN
M/1/XB) KpoBoTeui abo pU3NK
3HA4YHOro
onepaTMBHOIo
BTPYYaHHS
> 80 ~ 13 3a 2 nobu 3a 24 roavHu
> 50-<80 |~ 15 3a 2-3 nobu 3a 1-2 pobu
> 30-<50 |~ 18 3a 4 nobu 3a 2-3 pobu (> 48
roAviH)

CrinHHOMO3K0OBa aHecTesisi/enigypasibHa aHecTe3isi//1itoMbasibHa

nyHkyis. Npoueaypu, Taki SK CMMHHOMO3KOBaA aHecTe3isd, MOXYTb
notpebyBaTn NOBHOIo yHKLiIOHYBaHHS CUCTEMU FreMoCTasy.

PU3nk nossBM CNMMHHOMO3KOBOI YM enigypasibHOI reMaToMM MOoXe MigBULLUTUCH
y pa3i TpaBMaTU4YHOI UM NOBTOPHOI NYHKLUiT Ta NOLOBXEHOIro
nicngonepauinHoro 3aCTocyBaHHSA enigypanbHuUX KateTepis. icna BUny4vYeHHs
KaTeTepa cnij 3a4ekaTu WoHanMeHLwe 2 roanHn 40 NpUMOoMY nepLuol 403U
MPAOAKCHW. Taki nauieHTn NnoTpebytoTb peTesibHOro CNOCTEPEXEHHS LWOAO
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HEeBPOIOriYHNUX CMMMTOMIB Ta CUMNTOMIB CNMHHOMO3KOBOI abo eniaypasibHOi
reMaTomu.

lNicnsonepadyiviHa ¢pa3a. 3acTtocyBaHHS gabiraTpaHy eTekcunaTty cnig
BiAHOBUTW Nicns iHBa3MBHMX npouenyp abo XipypridHOro BTpy4YaHHs, siK
TiNbKM A03BONUTbL KAiHIYHA CUTyauis Ta 6yae AOCArHYTO AOCTAaTHLOrO piBHSA
reMmocTasy.

MauieHTaM 3 pn3nKOM KpoBoTedi abo nauieHTaM 3 pU3MKOM HaAMIpHOro
BNAMBY, 0CO6/1MBO 3 NOMIPHOK HUPKOBOK HEAOCTATHICTIO (KNipeHc
KpeaTuHiHy 30-50 mMn/xB), cnig npoBoaAuUTM Tepanito 3 obepexHicTio (amB..
po3ainun «lMpoTunokasaHHa» Ta «PapMakoaAnHaMiKa»).

[1ayieHTV 3 BUCOKUM PU3NKOM CMEPTHOCTI BHaC/i4OK OrnepaTtuBHOro
BTPy4YaHHS Ta 3i CNagKkoBuUMu pakTtopamm pusnky Tpomb6oemMbos1ivHux
yCKagHeHb. JaHi woao edekTUBHOCTI Ta 6e3nekn 3actocyBaHHa NMPAOAKCU
ANs Ui€l rpynn nauieHTiB obMexeHi, ToMy Tepanito cnig npoBoanTn 3
obepexHicTio.

lMopyweHHs1 pyHKUII nediHky. TIauieHTN 3 NigBULLEHUM piBHEM (DEpPMEHTIB
neyviHku, wo 6inblie HiX y 2 pa3u nepesnwyBas BMH, 6ynu BUKOYEHi 3
KNiHIYHMX gocnigXeHb Wwoao 3anobiraHHa BEHO3HUM TpoM60oeMboNiYHNM
YCKNaAHEHHAM nicns obwmpHOi opToneanyHOi onepadii i3 3aMiHu
TasocTerHoBoro cyrnoba abo koniHHoro cyrnoba. Yepes BiACYTHICTb AOCBIAYy
NiKyBaHHS NpunoM gabiratpaHy eTekcumnaty He peKoOMeHAOBaHUM Ana Ui€i
rpynu NauieHTIB.

MauieHTaM 3 NEeYiHKOBOK HEeAOCTaTHICTIO abo 3axXxBOPIOBAHHSAM MEYiHKK, WO
MOXYTb BM/IMBATU Ha BUXXMBAHHS, 3aCTOCYBaHHA npenapaTy NpoTUNoKasaHo
(amB. po3ain «MpoTUNOKAa3aHHA»).

B3aemogpia 3 iHAyKTOpamu P-gp.

Cnig yHUKaTU 0AHOYACHOro 3aCTOCyBaHHS iHAYKTOpPiB P-gp Yepe3 MoxumBe
3HUXEHHS KOHUEHTpauin gabiratpany (anB. po3ainn «B3aeMoaisa 3 iHWKUMK
NnikapCcbKUMM 3acobaMu Ta iHWI BUAM B3aEMOAin» Ta «PapMaKoOKiHETMKa»).
MNauieHTn 3 aHTUdOCPOoNINIAHNUM CUHAPOMOM

Mpsami opanbHi aHTUkoarynsaHTm (MOAK) Bkatovaroum gabiratpaHy eTekcmnar,
He peKOMeHAOBaHi nauieHTaM 3 TpoM6030M B aHAMHE3i, y IKUX
AiarHoctoBaHun aHTudocdoninigHMmm cMHAPOM. 30KpeMa, Yy NauieHTIB 3
NOTPIMHOK MO3UTUBHOK peakuieto (Ha BOBYAKOBUMN aHTUKOArysHT, aHTUTINa
A0 aHTuMKapAioniniHy Ta aHTUTINA A0 aHTM-6eTa-2-rnikonpoTeiHy I) nikyBaHHA
MOAK Moxe 6yTn noB'aA3aHe 3i 36inblEeHHAM YacTOTM peumanByoUnx
TPOMBOTUYHMX SIBULL, NMOPIBHSAHO 3 Tepani€ aHTaroHictamm siTaMiny K.
IHgapkT miokapaa (IM).

3rigHO 3 AaHUMM KNiHiYHOro gocnigxeHHst RE-LY (IH®IM, aue. po3ain
«DapMakoanHaMmika») (aabiratpaHy etekcmnat — 110 mMr 2 pasu Ha Aoby,
nabiratpany etekcunat 150 Mr — 2 pa3un Ha 4oby Ta BapdapuH) HanBULLKN
abcontoTHMM pusmnk IM cnocTtepiraBcsa y Takux nigrpynax i3 nogibHum
BiAHOCHUM PU3NKOM: NaLIEHTU 3 iHDApPKTOM MioKapAa B aHaMHe3i, NnauieHTu
BikOM = 65 pokiB 3 giabeToMm abo 3axBOprOBaHHAM KOpPOHapHOI apTepil,
nauieHTV 3 ppakuiero BUKMAY niBoro wiayHouka < 40 % Ta nauieHTn 3
NOMiIpHOK HUPKOBOIK HenocTaTHiCTo. KpiM Toro, niagBuLLeHnin pm3nk iHpapkTy
MiOKapa CrocTepiraBcs y Naui€eHTiB, 9Ki 04HOYaCHO 3aCTOCOBYBau
aueTuncaniumMnoBy KMCNOTY 3 Kionigorpenem abo Tinbku Knonigorpens.




¥ Hapopna anTeka

3rigHo 3 AaHuMun gocnigxXxeHb TIB/JIE, BuwWKnA piBeHb iHMapKTy Miokapaa
CNoCTepiraBcs y Naui€HTIB, SKi OTpuMyBanu gabiratpaHy eTtekcunat, HiX Y
TUX, XTO oTpumyBas BapdapuH: 0,4 % Ta 0,2 % BignoBiaHO B
KopoTKOoTpuBanux gocnigxeHHax ta 0,8% i 0,1 % y gosroTrpusanmx
OocnigXeHHsX.

3rigHO 3 AAQHMMM iHWOro AOCNIAXEHHS, Y SKOMY NOpiBHIOBanu aabiratpaHy
eTekcunaTt Ta nnauebo, piBeHb iHdapKkTy Miokapaa 6ys 0,1% y nauieHTiB, SAKi
oTpuMmyBanu gabiratpaHy etekcunat, Ta 0,2 % 414 NauieHTIB, sKi
oTpumyBanu nnauebo.

XBopi Ha pak (TIB/JIE)

EdekTuBHICTb Ta 6e3neka 3actocyBaHHa NMPALAKCU ans gaHoi rpynu
nawuieHTIB He A0OCNiIAXYBanCA.

Ocob/1mBi 3acTepexxeHHs LWoA0 3acToCyBaHHs. Bunmaroum Kkancynm
MPAOAKCA 3 6nictepa, cnig A4oTpuMyBaTUCS TakMX Npasua: BigdinnTn oaunH
oKpeMuin bnictep Bia iHWoOro 6nictepa y3n0BX nepdopoBaHoOi fiHil; agicTaBaTu
TBEpAy Kancyny 3 bnicrepa 6e3snocepeaHbo nepen npMnMoMoM; 3HATU Honbry
3 bnicTepa, He NpoaaBAOYM POoNbry Kancynoto.

3acrocyBaHHS y nepiog BaritTHOCTi abo rogyBaHHS rpyAaaro.

XKiHKn pernpogyKTuBHOro Biky. XXiHKaM penpoAyKTUBHOIMO BiKY C/lig YHUKATKH
BariTHOCTI npoTarom nikysaHHa NMPALAKCOILO.

BaritHicTe. HeMae BignoBiAHUX AaHUX LWOAO 3aCTOCYBaHHS npenaparty
MPAOAKCA BaritTHUM XiHKaM.

rogyBaHHs rpyaaro. HeMmae KNiHiYHMX gaHMxX woao BnAvBy aabiraTpaHy Ha
HEMOBNAT, AKMX rOAYITb rpyaal0. SK 3acTepexkeHHs Cij NpUnmMHUTHU
roAyBaHHA rpyanto.

®epTnibHICTb. HeMae AaHMX WoOAO0 BNAMBY Ha MEPTUILHICTD.

34aTHICTb BN/NBaTtn Ha LWBUAKICTb peakLii npu KkepyBaHHi aBTOTPaHCIopTOM
abo poboTi 3 iHLWUMN MEXAHI3MaMU.

MPAOAKCA He mae abo Ma€e He3Ha4YHUN BMNJIMB Ha LWUBWUAKICTb peakuii npu
KepyBaHHi aBToTpaHcnopToM abo poboTi 3 iIHWWMMN MexaHi3MaMu.

Cnoci6 3acTocyBaHHA Ta 403U

Zo3yBaHHS.

3anobiraHHs iHCy/IbTy Ta CUCTEMHIN emb0oAii y AOPOC/INX NALIEHTIB 3
HekanaHHow GibpunsLieto nepeacepsab 3 o4HUM abo KisibkoMa gakropamm
pu3uky (3anobiraHHs IH®I1).

JlikyBaHHS TpoM603y riinbokux BeH (TIB) i nereHeBoi emb6onii (JIE) 1a
3anobiraHHs peuuansyrodoro TIB 1a JIE y Aopoc/iux.

Tabnuusa 8
PekomeHgoBaHi ao3u npu IHOM, TIB ta J1E

PekomMmeHA0BaHa A03a

3anobiraHHs iHCyNbTy Ta
CUCTEMHIN eMbonii y Aopocnmnx
Naui€EHTIB 3 HEKNanaHHOoIo
dibpunauieto nepencepab 3
oAHMM abo binble dhakTopoM
pu3nky (3anobiraHHs IHOIM)

PekoMeHaoBaHa Ao3a npenaparty
MPAOAKCA ctaHoButb 300 Mr: no 1
kancyni 150 Mr 2 pasun Ha aoby
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JlikyBaHHSA TpOM603y rnnMboKmnx PekomMeHaoBaHa Ao3a npenapaTty

BeH (TI'B) i nereHeBoi embonii MPAOAKCA ctaHoBuTtb 300 Mr: no 1
(JIE) Ta 3anobiraHHS kancyni 150 mr 2 pa3sn Ha poby - nicng
peunamsytouomy TIB i JIE y n'aTMaeHHol Tepanii napeHTepanbHUM
[0pOCINX AHTUKOAryasiHTOM.

PekomeHa0BaHe 3MEHLLIEHHS 403U

MauieHTn BikOoM Big 80 pokiB pobosa poza NMNPAOAKCU ctanHoBuTb 220
lMauieHTHn, 9Ki ogHOYACHO Mr - no 1 kancyni 110 mr 2 pa3un Ha
3aCTOCOBYHOTb BepanaMin noby

Po3rsisHy TV 3MEHLLIEHHS A03U

MauieHTn BikoM 75-80 pokiB
lMayieHT 3 NOMIPHOK HUPKOBOIO
HepocTtaTHicTio (CrCL 30 - 50
MJ1/XB)

lMauieHTN 3 racTpuToM,
e3odaritom abo
racTtpoe3odareasnbHuUm
pedOKCOM

IHWi nauieHT 3 NiABULWEHUM
PU3NKOM KPOBOTEYi

nobosy aosy NMNPAAAKCK 300 mr abo
220 Mr BU3Ha4alTb Ha OCHOBI
iHOMBIAYaIbHOI OLIHKMN
TpoMb60eMb0NiYHOro puU3nKy Ta pU3nNKy
KpoBoTeui

Y pasi TI'B/JIE pekoMmeHaoBaHo 3actocoByBaTh 220 mr NMPAOAKCU: no 1
kancyni 110 mr 2 pa3n Ha aoby. laHa ao3a 6a3yeTbCcs Ha
dapMakoKiHETUYHOMY Ta dapMakoAMHaAMIYHOMY aHanili Ta He
aocnigkysanaca B KAIHIYHUX YMOBax.

AnB. iHdbopMauito, HaBeaeHy HMXx4e, Ta po3ainn «OcobnnBoCTi
3aCTOCyBaHHA», «B3aeMoaisa 3 iHWKMMKM NiKkapCbKMMM 3acobaMu Ta iHLWI BUAK
B3aemMoain», «GapmakoanHaMika» Ta «DapMaKoKiHETUKA».

Y pa3si HenepeHocuMOCTi AabiratpaHy nMaui€EHTVU NOBUHHI 6yTH
NPOIHCTPYKTOBAHI Npo HEObOXiAHICTb HEramHoOi KOHCYNbTaLlii 3 NikapeM Wwoa0
nepexoay Ha anbTepHATUBHY MPUNHATHY Tepanito ANs nonepeaXeHHs
iHCYNbTy Ta cMCTEMHOI eMbonii, NnoB’a3aHoi 3 dhibpunsauieto nepeacepab, Ta
AN NikyBaHHS TPOMb03y riMnMboKnUX BEH Ta nereHeBoi embonii.

OuiHka dyHKUii HUPOK A0 Ta nNpoTarom nikysaHH4a MPAAAKCOKO

Y BCiX nauieHTiB i 0co6AMBO y NiTHIX ntogen (> 75 pokiB), TOMY WO HUPKOBA
HeAOCTaTHICTb MOXe ByTK 4acTo y nMauieHTIB Li€i BIKOBOI rpynu:

Mepen noyaTtkoM Tepanii npenapatom MNMPAOAKCA ¢dyHKLUiO HUPOK cnig
OLIHUTU WNSAXOM pPO3paxXyHKY KJlipeHCY KpeaTUHIHY AN BUKKOUYEHHSA TAXKOI
HUpkoBoi HegocTaTHocTi (CrCL < 30 mn/xB) (AnB. po3a4inu
«MpoTnnokasaHHa», «OcobnnMBOCTI 3aCTOCyBaHHA» Ta «DapMaKOKIiHETUKA»).
Cnip ouiHOBaTN PYHKLUIO HUPOK, SKLO € Nigo3pa Ha noripweHHs dyHKLUIT
HMPOK Mif Yac Tepanii (Hanpuknaa, Npw rinosoneMii, gerigpatauii Ta
CYMiCHOMY 3aCTOCYBaHHi 3 NeBHUMM NiKapCbKUMM 3acobamn).

JonaTtkoBi BUMOrM LWOAO MaLUi€eHTIB 3 N1erko Ta NMOMipHOK HUPKOBOKD
HEeAOCTATHICTIO Ta MauieHTIB BIKOM Big 75 pokiB:
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Mig ywac Tepanii npenapatom NMPAOAKCA cnig ouiHoBaT HUPKOBY (PYHKLUItO
LoHanMeHwe 1 pa3 Ha pik abo vacTiwe 3a NoTpebun y NeBHUX KITiHIYHUX
CUTYaUiaX, SKLO OYiKYETbCS, WO HUPKOBA (PYHKUIA MOXe 3HMXyBaTucs abo
noripwyBaTuca (Hanpukiaa npu rinosonemii, gerigpauii, CcyMicHomMy
3aCTOCYBaHHI 3 NeBHUMU NiKapCbKUMKM 3acobamMum Towo).

MeToA, WO BMKOPUCTOBYBaABCS ANns ouiHku dyHkKuii HMpok (CrCL B Mn/xB), —
ue metoq KokpodTta - lNonTta.
TpuBasnicTb J1iKyBaHHS

Tabnuusa 9
Tpusanictb nikyBaHHa npu IHOI, TIB Ta J1E
[Moka3aHHA | TpuBanicTb NiKyBaHHSA
IHOM 3acTocyBaHHSA npenapaTy NOBMHHO 6yTU AOBroTpuBaanuMm

TrB Ta JIE | TpmBanicTtb NiKkyBaHHA BU3HA4alOTb iHAMBIAYaAIbHO Mic/s
peTesibHOI OUiIHKN KOPUCTI NiIKyBaHHA Ta pU3UKY KPOBOTEuI
(avB. po3ain «OcobnMBOCTI 3aCTOCYBaHHS»).
KopoTkoTpuBane nikyBaHHs (He MeHLwe 3 MicsuiB) NOBUHHO
6a3yBaTnCsa Ha TUM4YacoBUX akTopax pU3nKy (Takmx sk
HelloAaBHSA onepauis, TpaBMa, iMMobinisauis), a
AOBroTpuBane nikyBaHHS NOBMHHO 6a3yBaTUCS Ha NOCTIMHUX
dakTopax pusmnky abo igionatmyHomy TI'B abo JIE.
[lponyueHa Ao3a

MponylweHy ao3y gabiraTpaHy eTekcunaTty MoXXHa NpUmnHATKM 3a 6 roanH Ao
BCTAHOBJIEHOr0 Yacy 3aCTOCYBaHHSA HACTYMHOI 403U, AKLLO A0 3aCTOCYBaHHS
HaCTYMNHOI 403X MeHLWe 6 rogunH, NpPonyLeHy A03y NpuiMaTh He cnia.

He cnia npuimath noaBiHy 403y, WO6 KOMMEHCYyBaTU NponyLeHi
iHAMBIAYaNbHI A03W.

[TpununHeHHs npuvomy NMPALAKCA

JlikyBaHHA MPAOAKCOIO He MOoXxHa npunuHatr 6e3 KoHCybTauil 3 nikapem.
MauieHT NOBUHHI ByTK nonepea)eHi Npo HeObXiaAHICTb 3B'A3KY 3 NiKapeMm y
pa3i BUHUKHEHHS LWITYHKOBO-KULIKOBMX CUMMTOMIB, Takmnx sik gucnencisa (ame.
po3ain «MobiuHi peakuii»).

[lepexia i3 3actocyBaHHs npenaparty NMPAAKCA Ha napeHTepasibHuu
aHTUKOAryJisiHT.

Mepen nepexonoM i3 3acTocyBaHHA aabiratpaHy eTekcuniaTy Ha
napeHTepasbHUN aHTUKOArynsaHT peKOMeHAYETbCA 3a4eKkaTn 12 rognH nicns
NPUMUOMY OCTaHHbOI 403U (AMUB. po34in «B3aeMoais 3 iHWKMMM NiKapCbKUMM
3acobamu Ta iHWIi BUAU B3AEMOAIN>»).

[lepexia i3 3aCTOCYBaHHSA NapeHTEeEPAaIbHUX aHTUKOAry/IaHTIB Ha npenapar
[TPALIAKCA.

Micns NpUNMHEHHS 3aCTOCYBaHHSA NapeHTepasibHOr0 aHTUKOArysaHTY
pabiraTpaHy etekcmnaT NoOYMHaOTb NpuinMaTK 3a 0-2 roauHM 40 yacy
MMOBIPHOIr0O 3aCTOCYBaHHS HACTYMHOI 4031 NapeHTepasibHOro
aHTUKOoArynsaHTy abo y MOMEHT NPUNUHEHHS NiKyBaHHS NapeHTepasibHUM
aHTUKOoarynsaHToMm nig vyac 6esnepepBHOro fikyBaHHsA (Hanpukiag,
BHYTPIilLHbOBEHHUN HedpaKUioHOBaHMM renapuH (AuB. po3ain «B3aemogisa 3
iHWKMMK NiKkapCbKMMK 3acobaMu Ta iHWI BUAW B3AEMOAIN>»).
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[lepexia i3 3actocyBaHHS npenapaty NMPAAAKCA Ha aHTaroHictv BiTaMiHy K

(ABK).

YMoBM nepexoay Ha 3actocyBaHHsA ABK Ha ocHoBi CrCl (knipeHcy
KpeaTuHIHY):

CrCl = 50 mn/xB, noyaTok 3actocyBaHHs ABK - 3a 3 AHi 40 NpUNUHEHHS
3actocyBaHHsa NMPALJAKCHU;

CrCl = 30 - <50 Mn/xB, no4aTok 3actocyBaHHSa ABK - 3a 2 aHi oo
NPUNUHEHHSA 3actocyBaHHsA NMPALAKCH.

Ockinbku NMPAOAKCA MoOXe nigBUWNTU MiXKHapoAHe HOpMasi3oBaHe
BigHoweHHs (MHB), To MHB 6yae kpale Bigobpaxatn edekt ABK nuwe
yepes 2 AHi nicng npunmHeHHsa 3actocyBaHHs NMPAOJAKCKU. o uboro yacy
nokasHuUK MHB cnig po3rngapaTtu i3 3acTepexXeHHsAM.

[lepexia i3 3aCToCyBaHHS aHTaroHIcTiB BitaMiHy K (ABK) Ha npenapat
[TPAZIAKCA.

3acTocyBaHHS aHTaroHicTtie BiTtaMiny K cnig npununHutn. NMPALAKCY MoXHa
3aCTOCOBYBATH, K TiSiIbKM MiXXHapoaHe HopMasnisoBaHe BigHoweHHSA (MHB)
CTaHoBUTb < 2,0.

Kapaiosepcis.

MauieHT MoXyTb 3acTtocoByBaTtu NMPALAKCY npu kapaiosepcii.

KartetepHa abnsuis npu gibpunsuii nepeacepab (3anobiraHHs IH®OI]).
KaTteTepHa abnsuia moxe 6yTn npoBeaeHa y NMaui€HTIB, WO OTPUMYIOTb
npenapat NMPAOAKCA y no3i 150 mr 2 pa3u Ha noby. JlikyBaHHS npenapaTom
MPAOAKCA He noTpibHO nepepuBaTtn (AnB. po3ain «O®apMaKooriyHi
BlacTmBocCTi. DapMakoaAnHaMiKa»).

YepesikipHa KopoHapHa aHrionaacruka (YKA) 3i cteHTyBaHHAM (IH®I1)
MauieHTiB 3 HekanaHHo Gibpunsauieto nepeacepab, K nepeHecnn YKA 3i
CTEHTYBAHHSAM, MOXHa NikyBatu 3a aonomoroto NMPAJAKCU B koMmbiHauii 3
aHTUTpoMbouunTapHUMK 3acobamm NicnNsg AOCArHEHHS remocTtasy (AuMB. po3ain
«PapMakoanHaMmika»).

OcobamBi rpynu NauyieHTis

llayieHTn J1iTHLOro BIKY.

LLlono ocobnuBocTen ninbopy A03M AN L€l KaTeropii nauienTis AnB.
Tabnuuto 8 Buule.

llayieHTn 3 pU3MKOM KPOBOTEUYI.

MauieHTiB 3 NiABNLWLEHUM PU3MKOM KpoBoTeui (aAnB. po3dinn «OcobnmnBocCTi
3aCToCyBaHHA», «B3aeMoaisa 3 iHWKMMK NiKapCbKMMM 3acobaMu Ta iHLWI BUAK
B3aEMoain», «GapMakKoKiHeTUKa») cnig peTteNlbHO KOHTPOOBATU KIiHIYHO
(wono o3Hak KpoBoTedi abo aHeMii). Kopekuis 4031 MOX/MBA 3a PilUEHHSM
nikaps nicns ouiHKM NOTEHUIMHUX nepesar i pU3nKiB AN KOXHOro nauieHTa
(ame. Tabnuuio 8 Buwe). TecT Ha Koarynsauito (ame. po3ain «OcobnmeocTi
3aCTOCYBaHHS») MOXe AOMOMOIrTH BUABUTU MALUIEHTIB 3 NiABULLEHUM PU3NKOM
KpOBOTeui, CNIpUYNHEHOI HAAMIPHOK eKcro3unuieto gabiratpaHy. SAkwo
BUAB/IEHO HAAMIpHY eKCrno3uuito aabiratpaHy B NaUIEHTIB i3 BUCOKUM
PU3NKOM KpPOBOTEYi, peKOMeHAYETbCSA 3MeHLWweHa go3a (220 Mr): no 1 kancyni
110 Mr 2 pa3n Ha noby. Y pasi KNiHiYHO 3Ha4vyLLOi KpOBOTeui SliKyBaHHSA cnig
NPUNUHUTM.
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MauieHTaM i3 racTpmuToMm, e3odaritom abo racrtpoesodareasnbHO0
pedItOKCHO XBOpP0o60t0 MoXe 6yTn npmM3HaYeHO 3MEHLUEeHHS 403N Yyepes
NiABULEHUN PU3MK MAaCUBHUX LUTYHKOBO-KULLKOBMX KpoBoTeY (amB. Tabnnuto
8 Buuwe Ta po3ain «OcobnMBOCTI 3aCTOCYBAHHSA»).

lMopyLweHHs1 pyHKLUIT HUPOK.

JliKyBaHHS NAUIEHTIB i3 TSXKMUM NOPYLUEHHAM (PYHKUIT HUPOK (KnipeHc
KpeaTuHiHy < 30 mn/xB) npenapatom NMPAJAKCA npoTtunokasaHe (AuB.
po3ain «MpoTUNnoKasaHHsS»).

MauieHTaM 3 NerkMMu nopyLeHHIMn yHKUii HUPOK (KnipeHC KpeaTuHiHy 50
- < 80 mn/xB) KopekKUia 403K He noTpibHa. [Nsa nauieHTIB i3 NOMipHUMU
NopyLeHHAIMU PYHKLUIT HUpoK (KnipeHc kKpeaTuHiHy 30-50 mMn/xB)
pekoMeHAoBaHa Ao3a ctaHoBuTb 300 Mr — no 1 kancyni 150 Mr 2 pa3u Ha
noby. OgHak ons nauieHTiB 3 BUCOKUM PU3NKOM KPOBOTEY MOX/IMBE
3HMXeHHs ao3n NMPAOAKCU go 220 mr — no 1 kancyni 110 mr 2 pa3u Ha aoby
(ame. po3ginu «0OcobnmnBOCTI 3aCToCyBaHHA» Ta «DapMakoKiHeTuKa»). Ans
NauUi€EHTIB i3 NOpyLWeHHAM dYHKLUII HUPOK peKOMeHA0BaHO peTesibHe KAiHiYHe
CMOCTEpPEXEHHS.

OpaHo4acHe 3actocyBaHHs ripenapaty NPAAKCA 3 iHri6itopamu P-
rnikonpoTeiHy Biag c1abkux A0 MOMIPHUX, HANpuUKaaa 3 amiogapoHoM,
XiHignHoM abo Bepariamisiom.

He noTpibHO KOpuryBaTn 403y Npu 0AHOYACHOMY 3aCTOCYBaHHI 3
amiogapoHoM abo XiHignHoM (AmB. po3ainn «OcobnmMBOCTi 3aCTOCYBaHHSA»,
«B3aemogis 3 iHWMMKN nikapcbknMMK 3acobamMu Ta iHWI BUAWM B3AEMOAIN>,
«DapMaKoKiHeTnKa»).

lMauieHTaM, aKi 3aCTOCOBYIOTb O4HOYACHO Bepanamifa, peKoMeH40BaHOo
3HMXEHHS Ao3un (amB. Tabnuuto 8 BuLle Ta po3ainn «OcobnmBocCTi
3aCTOCyBaHHA» Ta «B3aemMoaisa 3 iHWWUMK NikapCbKUMK 3acobamm Ta iHWI BUAK
B3aemoain>»). Y ubomy Bunaaky NPAAJAKCY Ta Bepanamin cnig 3acCToCoOBYBaTH
B OAMH i TOM Xe vac.

Maca Tina.

Kopekuis ao3n He noTpibHa (anB. po3ain «®apMakoKiHETUKA»), ane 3a
nauieHTaMm 3 Macot Tina < 50 Kr pekoMeHA0BaHO peTeibHUN KIiHIYHUK
KOHTposib (AMB. po3ain «OcobnmBOCTi 3aCTOCYBaHHSA»).

Crares.

Kopekuis go3un He noTpibHa (anB. po3ain «®apMakoKiHETUKA»).

Crioci6 3acTocyBaHHsI.

Kancyny MoXXHa npuvmMaTn He3asieXHo Bifg BXuBaAHHSA iXi. Kancyny cnig
KOBTATW LINIOKD, 3anMBaoUun CKJASHKOK BOAU AN MonerweHHs noTpanasHHSA B
WAyHOK. lauieHTiB cnig nonepeanTn Npo Te, WO He MOXHa BiAKpMBaTH
Kancyny, OCKiNIbKU Le MOoXe MigBULMTN pU3NK KpoBoTeui (aAnB. po3ain
«DapMaKoKiHeTUKa»).

itn.

Hemae obrpyHTyBaHHSA 3actocyBaHHA NMPAOAKCU negiaTpyyHMM nauieHTaM 3a
NOKa3aHHAMMU: 3anobiraHHs iHCYNbTy Ta CUCTEMHIM eMb0onil y nauieHTiB 3
HeknanaHHow ibpunsauieto nepeacepab, NiKkyBaHHA TPpoMO03y rNmMbBOKUX BEH
(TrB) Ta nereHesoi embonii (J1E).

NMepenosyBaHHA
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Jo3u MPAOAKCH, wo nepeBnLLyOTb pEKOMEHA0BaHi, NpM3BoAATb A0
NigBULWEHHS PU3UKY KPOBOTEUI.

Y pasi nigo3pun Ha nepeno3yBaHHSA TECT Ha Koarynsuito MoXe AOMOMOrTur
BU3HAUYNTUN PU3NK KpoBOTeui (AMB. po3aiin «OcobnmBOCTi 3aCTOCYBaHHA» Ta
«®apMakonoriyHi BfacTtuBocTi»). KanibpoBaHuni KinbKicHUN TecT abo
NOBTOPHE BM3HAYEHHS po3BeAeHOoro TpoMb6iHOBOIro TeCTy AAE MOX/IUBICTb
nepeabaunTn 4ac, Konm 3apaHi piBHi gabiratpaHy 6yayTb AOCArHeHi (aAuB.
po3ain «®apMaKosoriyHi BlaCTUBOCTI»), TAKOX SIK AOAATKOBMIM 3aXig MOXHa
po3no4yaTu gianis.

HagMipHa npoTtuaia 3ropTaHHio MoXxe noTpebyBaTn MPUNUHEHHS NiKyBaHHS
npenapatom MNMPAOAKCA. Ockinbkn gabiratpaH BUBOAUTLCS FOIOBHUM YMHOM
HUpPKaMK, To CNig NiATPMMYBaATWU aZeKBaTHUI Aiypes.

Ockinbku 3B'A3yBaHHA 3 6inkamMu nNnasMm HU3bKe, gabiratpaH Moxe
BMBOAUTUCS 3a AOMNOMOroOt0 Aianisy; KAiHiYHUIM AOCBIA 3aCTOCYBaHHS Aianisy
obmexeHun (ame. po3ain «dapMakoKiHETUKA»).

YnpasaiHHA reMopariyHMMuY YCKAaAHEHHAMN

Y pasi remopariyHnx yckiagHeHb JliKkyBaHHS cAig NpUnuUHUTK Ta 3'acyBaTu
okepeno kKposoTedi. Cnig po3rnsiHyTM HeobXiAHICTb NpoBeAEeHHS
BiANOBIAHOMO NiKyBaHHS 3a/ieXHO Bij K/IHIYHOI CUTyauii, Hanpuknag
XipypriyHOro reMoctasy 4um BigHOBAEHHS 06’'EMY LIMPKYNOYO0I KPOBI.

Mpy BUHUKHEHHI 3arpo3un Ans XUTTS YM NPU HEKOHTPO/IbOBAHIN KPOBOTEU,
KONn HeobxigHe WwWBuAKe YCYHEHHS aHTUKOarynsuinHoro egexTy,
cneumndiyHNii NnpenapaT 3BopoTHOI Aii MPAKCBAVMH/ (inapyuusymab) 3
AHTaAroHiCTUYHUM edeKToM Ha papmakoanHaMiyHum Bname NMPAOAKCU
OOCTYMHUIM AN NPU3HAYEHHS.

Mo>XHa pO3rAsHYTM AOUINbHICTb 3aCTOCYBAHHS KOHLEHTPATIB KoarynsauinHmnx
dakTopiB (aKkTMBOBaHUX abo HEaKTUBOBAHUX). ICHYIOTb AesKi
eKCnepuMeHTaNbHi AaHi WoA0 posi 3a3HAaYeHNX areHTiB Yy peBepCyBaHHi
aHTUKoarynsauinHoro edekTty aabiratpaHy, ane AaHi WoAo iX KOPUCTi B
KJTIHIYHMX NposBaXx, a TakOX MOX/IMBOro pU3nKy BiAHOB/IEHHS CMMMTOMIB
TpoMboeMbonii ayxe obmexeHi. KoarynsuinHi TeCtn MoXxyTb 6yTun
HeAOCTOBIPHMMMK MNiCNSA 3aCTOCYBAHHSA 3arnponoHOBAaHUX KOHLEHTpaTIiB
KoarynsauinHmx daktopis. Cnia BUABNATU 06epeXxHiCTb Npu TNyMadeHHi unx
TecTiB. TakoX cnig BuaBnaTr obepexHicTb Npu 3aCTOCYBaHHI KOHLUEHTpPATIB
TpoMbOUUTIB, AKLWO HasgBHa TpoMmbounToneHia abo 3acTocoByBanmnca
aHTUTpoMboumTapHi Nnikapcbki 3acobu NnponoHrosaHoi aii. CUMNTOMaTUUYHE
NiKyBaHHS NMpoBOAATb 3@ peKoOMeHAauiaMn nikaps.

KoHcynbTauis ekcnepra 3 Koarynauii Moxe 6yTn po3rngHyTa y pasi 3HauyHOoi
KpoBoTeui (Npu HAassBHOCTiI TaKOro ekcnepTa).

Mo6iunHi peakuii

Pesiome npodinto 6e3neku

Besneky npenapaty NMPAOAKCA 6yno OuiHEHO B OCHOBHOMY AOCAIAXKEHHI
lwoAo 3anobiraHHs iHCYNbTY Ta CUCTEMHIN eMbonii y nauienTiB 3 ibpunsuieto
nepeacepab, B 4BOX aKTUBHO KOHTPOJ/IbOBAHUX AOC/IAXKEHHAX NiKYBaHHSA
Tpomb03y rnmbokux BeH (TIB) i nereHesoi eMbonii (JIE) Ta o4gHOMY aKTUBHO
KOHTPOJSIbOBAHOMY AOCAIAXEHHI WOoA0 nonepeXeHHsS TPoMb03y rnmbokunx
BeH (TIB) i nereHesoi emb6onii (JIE). B unx 4otmpbox gocnigxeHHax III ¢asm
16 709 nauienTiB npunmann MNMNPAOAKCY (ams. Tabnuuio 10).




¥ Hapopna anTeka

Tabnuusa 10
KinbKiCTb AoCnig)XXeHUX nauieHTiB, SKi NpunMan MakCuManbHy 403y
MPAOJAKCHU vy dasi III gocnigxeHb

[Moka3aHHS KinbKiCTb NauUi€HTIB, MakcumanbHa goboBa
AKi nikyBanucs [03a
MPAOAKCOIO

3anobiraHHga iHcynbTy Ta | 6059 300 mr

CUCTEMHIN eMbonii y 5983 220 mr

nauienTiB 3 dibpunsauiceto

nepeacepab

JlikyBaHHSA TpoMb603y 2553 300 mr

r/inbokux BeH (TIB) i
JiereHeBoi eMb6oii
(JIE) (RE-COVER, RE-
COVER 1II)
[TonepeaxeHHs TpoMb60o3y | 2114 300 mr
rinbokmx BeH (TIB) i
JiereHeBoi eMboii
(JIE) (RE-MEDY, RE-
SONATE)

3aranoM y 22 % nauieHTiB 3 dibpunsuieto nepeacepab, SKi oTpuMyBanm
npenapaTt ansg 3anobiraHHAa iHCYNbTy Ta CUCTEMHIN eMbonii (aoBroTtpusane
3acTocyBaHHA 6inbwe 3 pokiB), 14 % nauienTiB, AKi nikyBanu Tpom603
rMMBoKnX BeH Ta nereHesy embonito, Ta 15 % nauieHTiB, AKi OTpMMyBanm
npenapat ansg 3anobiraHHa TIB Ta JIE, cnocTtepiranncs nobiyHi peakuii.
HaluacTiwow nobivyHo peakuieo byna KpoBoTeya, Lo crnocTepiranacs
npnbnmsHo y 16,6 % nauieHTiB 3 pibpunsauieo nepeacepab, SKi TpuBanmin
yac nikyBanucsa ans 3anobiraHHs iHCYNbTy Ta CUCTEMHIN eMbonii, Tay 14,4 %
nauieHTiB, AKi nikysanun TIB/J1IE. OCKinbKM rpynu Nnaui€eHTiB, gKi NikyBanucs
3@ TPbOMa MNOKa3aHHSIMU, He € 3iCTaBHUMM | BUMAAKMN KPOBOTEY pO3MoAifeHi
3a CUCTEMAMM OpraHiB, KOpOTKa XapaKTepuCTUKa MacuBHUX i Byab-saKux
KpoOBOTEY po34i/ieHa 3a NOKa3aHHAMM | HaBedeHa y Tabnmusax 12-15.

Xoya y KNiHIYHMX AOCNiAXXEHHAX YyacToTa byna HU3bKOK, MacuBHI abo TAXKi
KpOBOTEeUi MOXYTb BUHUKATW i, 3aJIeXXHO Bif nokanisauii, BUKIMKATU BTpaTy
npaue3aaTHOCTI, 3arpo3nmBi AN XUTTS cTaHm abo MaTu neTanbHUA HACNiAoK.
Y Tabnuui 11 HaBeaeHo nNobivHi peakuii, BUsBfIeHI y NauUieHTIB nig 4Yac
AOoCNigXeHHA 3anobiraHHs iHCYNbTy Ta CUCTEMHINM emMbonii Ta NikyBaHHSA Ta
3anobiraHHs TpoMb603y rMnMbokmnx BeH Ta nereHesin embonii, 3a cMcrtemamu
OpraHiB i 4acToTol. HacToTa BM3HAYaETbCs AK: ayxe 4vacTti (= 1/10), yvacTi
(=2 1/100 - <1/10), HeyacTi (= 1/1000 - < 1/100), nooanHoki (=1/10000 - <
1/1000), piakicHi (<1/10000), HeBigoMi (He MOXXHa BCTAHOBUTM 3@ HAsIBHUMU
AaHUMN).

Tabnnua 11
YacToTa
Knac cucrtem opranis / 3anobiraHHg JlikyBaHHA Ta
nobiyHa peakuis IHCYNbTY Ta 3anobiraHHg
CUCTEMHIN embonii | TpoMb603y
y MaLi€EHTIB 3 rMMboKmnx
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dibpunsauiero BeH/nereHesin
nepeacepab embonii

3 60Ky CUCTEMU KPOBI Ta J1IMGaTnYHOI CUCTEMU

aHeMis 4acTo HEe4yacTo

3HUXXEHHS piBHA reMornobiHy | HeyacTto HEBIAOMO

TPOMOOLUNTONEHIS HeyacTo piaKo

3HMXXEHHSA reMaToKpUTy piaKo HEBIAOMO
3 60Ky IMYHHOI CUCTEMMU

rinepyyTamMBiCTb HeyacTo HeyacTo

BUCUMAHHS HeyacTto HeyacTo

cBepbix HeyacTo HeyacTo

aHadiNnaKTUYHI peakuii piaKo piaKo

AHMOHEBPOTUYHUN HAbPSK piAKO piaKO

KponunB'siHKa piAKO piaKO

6poHX0Cnas3Mm HEeBIAOMO HEeBiAOMO
3 60Ky HEPBOBOI CUCTEMMU

BHYTPilLHbOYEpEenHumn HeyacTo piaKo
KPOBOBW/IVB
3 60Ky CYAMHHOI CUCTEMMU

remMaToma HeyacTo HeyacTo

KPOBOBW/IVB He4yacTo He4yacTo
3 60Ky AnXxasibHOI CUCTEMU, OPraHiB rpyAHOI KJITKN Ta CEPEAOCTIHHS

HOCOBa KpoBOTeYa 4acTo 4acTo

KpOBOXapKaHH4 He4yacTo He4yacTo
3 60Ky TpaBHOI cucTtemu

LUNYHKOBO-KULLKOBa 4yacTo 4yacTo
KpoBOTEYa

abagomiHanbHUM 6inb 4acTo He4yacTo

Aiapes 4acTo He4yacTo

avucnencis 4acTo 4acTo

HyAoTa 4acTo He4yacTo

peKkTasibHa KpoBoTeYa He4yacTo 4acTo

remopoifasbHa KpoBoTeya He4yacTo He4yacTo

LUYHKOBO-KULLKOBa BUpa3ka | HeYacTo He4yacTo

racTpoesodarit He4yacTo He4yacTo

ractpoe3sodareasnbHa He4yacTo He4yacTo

pedtoKcHa xBopoba

6110BaHHS HeyacTo He4yacTo

avncoaris HeyacTo piaKo
lenarobiniapHi NopyLIeHHs

nopyLwweHHs MyHKUiT nediHkK/ | HevacTo HeyacTo

BiAXW/IEHHSA Bi4 HOPMU TeCTy

dYHKUIT NeYviHKu

nigBULWEHHSA PiBHSA HeyacTo HeyacTo
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anaHiHaMiHOTpaHcdhepasun

NigBULWEHHS pPiBHSA HeyacTo HeyacTo

acrnaprtatamiHoTpaHchepasu

NiABULLEHHS PiBHA pioKo He4yacTo

Ne4vyiHKoOBUX hepMeHTIB

rinepbinipybiHemis piaKo HEBIAOMO
3 60Ky LKipy Ta MiALWKIPHOI K/TITKOBUHMN

KPOBOBW/IVB Ha LUKIPI | 4acTo | 4yacTo
3 60Ky OrMOPHO-PYXOBOI CUCTEMM Ta COJIYYHOI TKAHUHUN

reMapTpos | piako | HeyacTo
3 60Ky ce4oBuAiIbHOI CUCTEMU

ceyocTaTeBa KpoBOTeua, 4yacTo yacTto

BKJIKOYAKOYN remMaTypito

3ara/ibHi po31aau

KPOBOBWUB Y MicCLi iH €KLiT piaKo piaKo

KPOBOBW/IUB Y MicCLi piako pioko
BBEeAEHHA KaTeTepa

YIWKOAXEHHS Ta YCKAaAHEHHS pu NMPOBEAEHHI NpoLenyp

TpaBMaTUYHUIM KPOBOBU/IUB piAKO He4yacTo
KPOBOBW/IUB Y MiCLi po3pi3y piaKo piaKo
Onuc okpemux nobivyHUx peakLiv
KpoBoTteui

3rigHo 3 hapMaKoNoriYyHMM pexmmom gaii, 3actocyBaHHs NMPAOJAKCU moxe
6yTn acouinoBaHe 3 NiagBULLEHNM PU3NKOM NpUXOBaHOI abo SABHOI KpoBOTEui,
siKa MOXe BMHUKHYTU Y Byab-sKMX TKaHMHaX abo opraHax. CMMNTOMMK Ta
TAXKICTb (BKHOYAOUM paTanbHi Hacnigkn) 3anexaTb Big fokanisauii Ta
CTyneHs abo nowunpeHHs KpoBoTedi Ta/abo aHeMii. B xoai KNiHiYHMX
AOoCnigXeHb KpoBoTeYi cin3oBmux 06010HOK (Hanpuknaa WayHKOBO-KULLKOBI,
ceyocTaTeBi) cnocTepiranncsa JacTtiwe npu 6inbw TpMBanoMy NiKyBaHHI
MPAOAKCOIO B nopiBHAHHI 3 nikyBaHHAM ABK (aHTaroHictu Bitaminy K).
TakMM YMHOM, Ha A0AATOK A0 AOCTaTHbOroO KJ/iHIYHOMO CnoCcTepeXeHHs,
nabopaTopHi NnepeBipkM NokasaHb reMornobiHy/reMaToKpuTy € BaXJINBUMU
AN BUSAAB/IEHHS NPUXOBAHUX KPOBOTeY. PU3MK KpoBOoTeY MOoXe 3poCcTaTn y
NeBHWUX rpyn NauieHTiB, HaNpUKa4 y naui€eHTIiB 3 NOMIPHUMU MOPYLUEHHAMN
dyHKUIT HUpPOK Ta/abo y nauieHTIiB i3 CyNnyTHbLO Tepaniel, sika BNJMBAE Ha
remocTas, abo cunbHMMHK iHribitopammn P-gp (ams. po3agin «OcobnnBoCTI
3aCToCyBaHHA>»: PU3MK KpoBOTedi). Ha remopariyHi yCKiagHEHHS MOXYTb
BKa3yBaTu cnabkicTtb, 6nigictb, 3anaMopoveHHs, ronoBHun 6inb abo
He3po3yMini HabpskK, 3agMlKa Ta WOK 3 HE3'ACOBAaHUX MPUYNH.
MoBigoMnanoca npo ycknagHeHHs BHaCNiAOK KpoBOTeY, TakKi sK
KOMNapTMEHT-CMHAPOM Ta rocTpa HUPKOBa HEeAOCTATHICTb Yepes
rinonepdysito, npu 3actocyBaHHi MPAJAKCW. ToMy BiporigHicTb KpoBoTeui
CNnig BpaxoByBaTu NpU OUiHUI CTaHy 6yab-SKOro nauieHTa, SKUm oTPUMYE
aHTuMKoarynsauinHy Tepanito. CneundivyHMn npenapaTt 3BOPOTHOI Ail And
pabiratpany - igapyunsymab — MOXXHa 3aCTOCOBYBATU Y pa3i BUHUKHEHHS
HEKOHTPO/IbOBaHOI KpoBoTeuYi (AUB. po3ain «llepeno3yBaHHSA>»).
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3anobiraHHs IHCY/1IbTY Ta CUCTEMHIN eMboii y nauieHTiB 3 ¢ibpuasauiero

nepescepab 3 04HUM abo KisibKoMa ¢hakTopaMu puUsnKy.

Y Tabnuui 12 HaBegeHO AaHi Npo BMMAAKW KpoOBOTEY Big MacMBHUX A0 6byab-
AKUX y 6a30BUX JOCAIAXEHHAX 3anobiraHHA iHCYIbTY Ta CUCTEMHIN eMbonii y
nauieHTiB 3 dibpunsauieto nepeacepib.

Tabnuusa 12
[abiraTtpany [abiratpany BapdapuH
eTekcunar, eTekcunar,
110 mr 2 pa3mn | 150 mr 2
Ha AeHb pasu Ha AeHb
KinbKiCTb paHLOMi30BaHMX 6015 6076 6022

MaLieHTIB

MacvBHa KpoBoTe4a

347 (2.92 %)

409 (3.40 %)

426 (3.61 %)

BHYTpiWWHbOYEpenHa
KpoBoTeYa

27 (0,23 %)

39 (0.32 %)

91 (0.77 %)

LLITYHKOBO-KMLLIKOBA
KpoBoTe4a

134 (1.13 %)

192 (1.60 %)

128 (1.09 %)

J1IETAJ/iIbHa KPOBOTEYA

26 (0.22 %)

30 (0.25 %)

42 (0.36 %)

He3Ha4yHa KpoBoOTeYa

1566 (13,16

1787 (14,85

1931 (16,37

%) %) %)
Byab-gKka KpoBoTeua 1759 1997 2169
(14.78 %) (16.60 %) (18.39 %)

KniHiuyHi nepeBarn aabiratpaHy BiAHOCHO 3anobiraHHS iHCYNbTy Ta CUCTEMHIN
eMbonii Ta 3HMXKEHHSA PU3UKY BHYTPILLHBOMO3KOBOI KPOBOTEYI MOPIBHAHO 3
TaKMMM NMpu 3acToCyBaHHiI BapdapuHy 3adikCcoBaHi B iHAUBIAYyaNbHUX
cybrpynax, Hanpukniag, 3a HUPKOBOK HeAOCTATHICTIO, BiKOM, 0AHOYACHUM
3aCTOCYBaAHHAM iHWMX NiKapCbKknx 3acobiB, Takmx ik aHTUTpoMbounTapHi
3acobu abo iHribitopu P-gp. MNeBHa cybrpyna naui€eHTIiB Ma€ NiaBULLLEEHWI
PU3NK MAaCUBHOI KPpOBOTEUI NPM 3aCTOCYBAHHI @HTUKOAryJsHTIB, OTXe
HaAMIPHUA PU3MK KPOBOTEYI Yy 3B'SI3KY i3 3aCTOCYBaHHAM aabiratpaHy
MOXJ/IMBUW BHACMIAOK WIYHKOBO-KMLWIKOBOI KPOBOTEUi, SKa MOXE BUHUKHYTU
npoTarom 3-6 Micauis nicnsa nodatky Tepanii MPAAAKCOILO.
JlikyBaHHS TpoM603y riinbokux BeH (TIB) i nereHeBoi emb6onii (JIE) 1a

3anobiraHHa peuvavnsByrodomy TIB 1a JIE y aopocaux (TIB/JIE).

Y Tabnuui 13 HaBeaeHO AaHi WoAo BMNAaAKiB KpoBOTeY, SKi cnocTepiranucs y
Xo4i 06’eaAHaHMX OCHOBHUX AOCNiAXeHb 3 nikyBaHHA TIB/JIE. B 06’eaHaHnx
AOCNIAXEHHAX NMOYaTKOBI KiHLEBI TOUKN 6e3nekn MaCMBHUX KPOBOTEY,
MacMBHMX abo KJiHIYHO 3HAUYLWKMX KpoBOTeY Ta Byab-aKnx KpoBoTed bynu
3HAYYLWO HUXKXYMMU NOPIBHAHO 3 TAaKMMU NPU 3aCTOCYBaHHI BapdapuHy npu

HOMiHaNbHOMY piBHi anbda 5 %.

Tabnnusa 13
MPAOAKCA | BapdapuH | BigHoweHHS
150 mr 2 pU3NKYy
pasun Ha nabiratpany
AEHb MOPIBHAHO i3
BapdapnHoOM
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(95 % posipyoro

iHTepBasny)
KinbKiCTb NAUIi€EHTIB, BKIOYEHUX | 2456 2462
B aHani3 6e3nekun
MacuBHI KpoBOTEYi 24 (1,0 %) |40 (1,6 %) | 0,60 (0,36; 0,99)
BHYTpilWWHbOYEpenHa 2 (0,1 %) 4 (0,2%) |(0,50(0,09; 2,74)
KpoBoOTEeYa

MaCMBHa LWIYHKOBO-KULLIKOBA 10 (0,4 %) (12 (0,5 %) 0,83 (0,36; 1,93)
KpOBOTEYA

KpoBoTeuda, Hebe3neyHa Ans 4 (0,2 %) 6 (0,2 %) |0,66 (0,19; 2,36)
XUTTS

MacuBHa KpoBoTe4a/KNiHiYHO 109 (4,4 189 (7,7 0,56 (0,45; 0,71)

3Hayyuwa KpoBoTeya %) %)

byab-sika KpoBoTeva 374 (14,4 503 (20,4 | 0,67 (0,59; 0,77)
%) %)

byab-ska wnyHkoBo-kmwkosa |70 (2,9 %) |55 (2,2 %)|(1,27 (0,90; 1,82)
KpoOBOTEYa

KpoBoTeui gna o6ox MetoaiB nikyBaHHSA 6ynn ouiHeHi nicna nepLlioro
3acTtocyBaHHa MPAOJAKCHU abo BapdapuHy nicns 3aKiH4eHHS napeHTepasnbHOoi
Tepanii (TinbKK nepio4 nepopanbHOro fikyBaHHSA). HaBeaeHi gaHi BKAOYaOTb
BCi BUNaAKM KPOBOTEY, AKi CrOCTepiraamncs npoTsaromMm 3aCToCyBaHHS
MPAOAKCHU. OAnsa BapdapuHy 6yno BKAKOYEHO BCi BUNMAAKM KpOBOTEY, 3a
BUHATKOM TUX, SKi CMOCTepiranncya npoTsaromMm nepexigHoro nepioay 3
napeHTepanbHOi Tepanii Ha BapdapuH.

Y Tabnuui 14 HaBeaeHO AaHi WoA0 BUMaAKiB KPOBOTEY, siIKi cnocTepiranucs y
xoAi 06’eAHaHMX OCHOBHUX AOCNiAXXeHb 3anobiraHHa TIB/J1E. Jdeski
KpoBOTeui 6ynm 3HaUYyLO HUXKXUYMMM MOPIBHAHO 3 TAKUMU MPU 3aCTOCYBAHHI
BapdapuHy Npun HOMiHanNbHOMY piBHi anbda 5 %.

Tabnnusa 14
MPAOAKCA BapdapuH BigHoWweHHS
150 mr 2 pasu PU3NKY
Ha AeHb nabiratpany
MOPIBHSHO i3
BapdapnHOM
(95 %
AO0Bipyoro
iHTepBany)
KinbKicTb nauieHTis, | 1430 1426
BKJ/IIOYEHUX B
aHanis 6esneku
MacusHi kposoTeudi | 13 (0,9 %) 25 (1,8 %) 0,54 (0,25;
1,16)
BHYTpiWwHbo4YepenHa | 2 (0,1 %) 4 (0.3 %) He
KpoBoTeYa po3paxoBaHoO*
MacuMBHa 4 (0,3 %) 8 (0,5 %) He
LLTYHKOBO-KULLIKOBA po3paxoBaHo*
KpoBOTeYa




¥ Hapopna anTeka

KpOBOTEuYa,
Hebe3neyHa aAnsa
XKUTTH

1 (0,1 %)

3 (0,2 %)

He
po3paxoBaHo*

MacuBHa
KpoBoTe4ya/KNiHiYHO
3Ha4vyLla KpoBoTeYa

80 (5,6 %)

145 (10,2 %)

0,55 (0,41;
0,72)

byab-sika 278 (19,4 %) | 373 (26,2 %) |0,71 (0,61;
KpoBOTEYa 0,83)

byab-sika 45 (3,1 %) 32 (2,2 %) 1,39 (0,87;
LLJTYHKOBO-KULLIKOBa 2,20)
KpOBOTEYa

* BigHOLWEHHS pU3UNKY HE OLiHIOBaNn, OCKiNIbKN HE BUSIBNIEHO BUMNAAKIB Hi B
OAHIN 3 rpyn Naui€HTIB.

Y Tabnuui 15 HaBeneHO AaHi WOAO BMMAAKiB KpOBOTeU, AKi cnocTepiranucs y
X0J4i OCHOBHOIo AocnigXeHHa 3 3anobiranHsa TIB/J1E. PiBeHb koMbiHau,il
MAaCMBHUX KPOBOTEU/KJIiHIYHO 3HAUYLLUMX KPOBOTEY Ta piBeHb byab-aKnx
KpoBoTeY 6ynn 3HaYyLWO HMXKXYMMK MPU HOMiIHANIbHOMY piBHI anbda 5 %
NOPIBHAHO 3 TAKUMM Y NALIEHTIB, 9Ki OTpuMyBanu nnauebo, Ta nauieHTiB, SAKi
otpumysanu NMPAOAKCY.

Tabnunusa 15
MPAOJAKCA Mnauebo BigHoOLwWEeHHS
150 Mr 2 pasu pU3nNKy
Ha AeHb nabiratpany
MOPIBHSAHO i3
BapdapnHOM
(95 %
[O0Bip4yoro
iHTEepBany)
KinbKicTb nauieHTiB, | 684 659
BK/IIOYEHUX B
aHani3 6esnekun
MacwuHi kposoTeui | 2 (0,3 %) 0 He
po3paxoBaHo*
BHYTpiWwWHboYepenHa | 0 0 He
KpoBOTEYa po3paxoBaHoO™*
MacuBHa 2 (0,3 %) 0 He
LUNYHKOBO-KULLKOBA po3paxoBaHo*
KpoBOTEYa
KpoBOTeua, 0 0 He
Hebe3neyHa ans po3paxoBaHo*
XKNTTS
MacuBHa 36 (5,3 %) 13 (2,0 %) 2,69 (1,43;
KpoBoTeya/KNiHiYHO 5,07)
3Ha4vyLla KpoBoTeya
Byab-gka 72 (10,5 %) 40 (6,1 %) 1,77 (1,20;
KpoBoOTeYa 2,61)




¥ Hapopna anTeka

byab-sika 5 (0,7 %) 2 (0,3 %) 2,38 (0,46;
LLJTYHKOBO-KMULUIKOBa 12,27)
KpoBOTeYa

* BigHOLWEHHS pU3NKY HE OLiHIOBaNn, OCKiJIbKN HE BUSBMIEHO BUMNAAKIB Hi B
OAHIM 3 rpyn nauieHTiB.

NoBigoMAeHHS Npo Nigo3ptoBaHi NobivHi peakuii

MoBigoMneHHSA Npo nigo3proBaHi NobivHi peakuii nicnga peectpaduii
NiKapcbKoro 3acoby € BaxnBuMu. Lle gae 3Mory npoaoBXyBaTu MOHITOPUHT
CMniBBIAHOLWEHHS KOPUCTb/PU3MK 3aCTOCYBaHHS NiKapCbKoro 3acoby.
MpauiBHMKM 3aKNaaiB OXOPOHM 340p0oB’S 3060B'A3aHi NOBIAOMAATM Npo 6yab-
SIKi Nigo3ptoBaHi NobivHi peakuii BiANOBIAHO A0 AilOYOro 3aKOHOA4ABCTBA.
TepMiH NpuAaTHOCTI

3 pokwu.

YMoBM 36epiraHHs

36epiratn B CyXoMy, HeAOCTYNHOMY ANs AiTeN Micui npu TemnepaTypi He
Buwe 25 °C.

YnakoBKa

Mo 10 kancyn y 6nictepi; no 3 abo 6 6nicTepiB y KapTOHHIN KopobLi,.
KaTteropia Bignycky

3a peuenToM.

Bupo6bHuk

Bepinrep IHrenbxamm ®apma N'm6X i Ko. KI, Himeuuunna/

Boehringer Ingelheim Pharma GmbH & Co. KG, Germany.
Micue3sHaxoa)keHHA BUPO6HMKA Ta agpeca Micusa NpoBaA>XeHHA Uoro
RiANbHOCTI

biHrep LTpacce 173, 55216 IHrenbxanm Ha PenHi, Himeyunna/

Binger Strasse 173, 55216 Ingelheim am Rhein, Germany.




