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IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

KCAPE/TTO®
(XARELTO®)

Cknag:

[i0Ya peyoBmHa: pvBapoKcabaH;

1 TabneTka, BKpUTa nniBKOBOK 060/10HKO0, MICTUTL 10 MI puBapoKcabaHy;

[IOMOMI>KHI PeYOBUHK: LieN1t0/103a MIKPOKPUCTa/TIYHA, HATPI0 KpocKapmesosa, rinpomMenosa 5 cp, 1akTo3v MOHOriApaT, MarHito cteapaT, HaTpito naypunacynbgar,
makporon 3350, 3a/1iza okcug YepsoHuii (E 172), TutaHy giokeug (E 171).

Nikapcbka hopma. Tabnetkun, BKPUTI NAiIBKOBOK 060/10HKOI0.
OCHOBHI (Pi3UKO-XIMiYHi BNaCTMBOCTI: KPYrni 4BOONYK/i TabNEeTKW, BKPUTI M1IBKOBOK 000/IOHKOO, CBIT/10-4EPBOHOIO KO/IbOPY 3 TPUKYTHUKOM Ta uugporo 10 3
0AJHOr0 60Ky Ta XpecToBMAHUM Hanmcom BAY ER - 3 iHLwOroO.

dapmakoTepaneBTUYHa rpyna. AHTUTPOMBOTUYHI 3acobu. IMpami iHriiTopu daxkTopa Xa. PuBapokcabaH. Kog ATX BO1A FOL.

dapmMakosoriyHi BnacTnBOCTI.
PapmakognHamika.

PrBapokcabaH — BICOKOCENIEKTUBHUIA NPAMUIA iHFIBITOp (hakTopa Xa, Lo Mae AOCTaTHbO BMCOKY 6i0fOCTYMHICTb NPU NepopaibHOMY 3aCTOCYBaHHI. BloKyBaHHS
aKTUBHOCTI (hakTopy Xa nepepuBae BHYTPILUHIA Ta 30BHILLHIA LWAAXM KOarynsauinHoro Kackagy, i, ik Hacnifok, NpUrHivyeTbcsa (JopmyBaHHS TPOMOGIHY Ta
YTBOPeHHA Tpomby. PrBapokcabaH 6e3nocepeHb0 He NPUrHivye aKTUBHICTb TPOMOGIHY (akTMBOBaHOro (haktopa Il) Ta He BnivMBae Ha TPOMOOLUTH.
IYHI edrekTn

Mpn 3acTOCyBaHHI y NOJEN BiAMIYEHO A0303aneXHe iHribyBaHHA aKTUBHOCTI (pakTopa Xa. lMpu BukopuctaHHi TecTy Neoplastin puBapokcabaH BUSBASE
[,0303a/1eXKHUIA BN/IMB HAa NPOTPOMOGIHOBMIA Yac, WO AOCTOBIPHO KOPESHOE 3 KOHLEeHTpauismy y nnasmi Kposi (r = 0,98). Mpy BUKOPUCTaHHI iHWKX TecTiB/Habopis
pe3ynbTaTy 0yayTb iHWMMK. ToKa3aHHA Npuiagy BapTo 3HIMaTK Yy CeKyHAaX, ocKinbku MHB (Mi>XHapoaHe HopMmasii3oBaHe BifHOLLEHHS) BifKanibpoBaHe Ta
npoBanifgoBaHe TifIbKM 418 KyMapUHIB i MOro He MOXKHa 3aCTOCOBYBATW A8 IHWMX aHTMKOArynsHTIB. Y MauieHTiB, AKUM NPOBOASATbL BENMKI OPTOMeAUYHI
BTPyYaHHs, 5/95 npoueHTMNiB Ans npoTpom6iHy (TecT Neoplastin) yepe3 2-4 roguHu nicns npuinomy Tabnetkn (TO6TO Mif Yac AOCATHEHHS MaKCMManbHOro
e(heKTy) KonmnearoTbeA Bif 13 [0 25 ¢ (BMXIiAHI 3HaYeHHs 40 NPoBefeHHs BTpy4daHHA: 12-15 c).


mailto:

Y xofi KniHIKO-(hapMaKoI0riYHOro JOCNIIKEHHA 3 BUBYEHHSA MPUTrHIYEHHS (DapMakoguHaMiKL prBapokcabaHy y 340p0OBUX JOPOCIUX L06poBONbLIB (N = 22)
npoBoAMnach oLjiHKa BNaMBY ogHopa3oBmx o3 (50 MO/Kr) KoHueHTpaTiB npoTpoMbiHoBOro komnekcy (PCC) aox pisHux Tunie: PCC i3 3 hakTopis ((hakTopu
I, IX ta X) Ta PCC i3 4 ¢paktopis (paktopm II, VII, IX T1a X). MNpun 3actocysBaHHi PCC i3 3 (pakToOpiB CNOCTEPIranocad 3HWXKEHHA CepefHiX 3HayeHb MY
(npotpom6iHoBOro Yacy) (Neoplastin) npn6ansHo Ha 1,0 ¢ 3a 30 xBunuH, a Ha Thi PCC i3 4 (hakTopiB TaKi 3Ha4YeHHs 3HU3NINCL Ha 6/1M3bKo 3,5 ¢. HaTomicTe PCC
i3 3 (pakTOpiB BUSBNAAN MOTY>XHILUMIA Ta LWIBUALIWIA 3arafibHWn BNAUB Ha NPUIrHIYeHHS 3MiH B YTBOPEHHI eHA0reHHoro TpombiHy, Hixk PCC i3 4 thakTopis (auB.
po3ain «lepefo3yBaHH:).

TakoX puBapokcabaH [0303a/1eXXHO 36iMblUye aKTMBOBaHWUIA 4aCTKOBMIA Tpomb6onnactMHoBMini yac (AUTY) i pesynbTaT HepTest; ogHak Ui napameTpu He
PEKOMEH/YETLCA BUKOPUCTOBYBATM A1 OLIHKM (PapmakoiMHaMiuHMX eqpeKTiB puBapokcabaHy. Y nepiof NiKyBaHHA puBapoKcabaHOM NPOBOAUTU MOHITOPUHT
napameTpiB 3ropTaHHs KpoBi He MoTpi6HO. IMpoTe, y pasi KNiHiYHOT HeobXiAHOCTI, piBeHb prBapoKcabaHy MoXe 6yTv BUMIPAHWIA 3a LONOMOrow KanibpoBaHMX
KiNIbKICHUX TeCTiB Ha aHTUMakTop Xa (AnB. po3ain «PapMakoKiHETUKA).

KniHiYHa edheKTMBHICTb i 6e3neka

MpodinakTnKa BeHO3HOT Tpomboem60nii (BTE) y fopocnnx nayieHTiB, AKUM NMPOBOAATb ONepaTVBHI BTPYYaHHA 3 eHL0NPOTEe3yBaHHA KY/bLLOBOr0 UM KOMIHHOIO
cyrno6is

KniHiyHa nporpama po3po6kun prBapokcabaHy niaHyBaiaca 3 METOK AeMOHCTpaLii e)eKTUBHOCTI pyvBapokcabaHy, L0 3aCTOCOBYETLCA A4/1A NpodinakTnuku BTE,
TO6TO MPOKCUMaILHOIO Ta AMUCTaIbHOTO TPOMO603Yy rnnbokux BeH (TIB) i Tpomb6oembonii nereHeBoi apTepii (TEJTA) y XBOpUX, AKUM MPOBOAATLCS BeUKI
OpTONeAMYHi BTPYYaHHA Ha HWXHIM KiHUiBUi. Y pamkax nporpamu RECORD, W0 BK/OYana KOHTPO/bOBaHI, pPaHAOMi30BaHi, MOABINHI chini KAiHiYHI
pocnigpkeHHs asm 111, cnoctepiranv noHag 9500 nauieHTis (7050 nauieHTiB, KM NPOBOAMIOCH TOTa/IbHe NPOTE3YBaHHSA Ky/bLLOBOr0 cyrnoba 1a 2531 nauieHT,
SKOMY NPOBOAN/IOCA TOTa/lbHe MPOTe3yBaHHA KOMIHHOro cyrno6a). PueapokcabaH y ao3i 10 mMr 1 pa3 Ha fo0y npusHavanm K MiHIMyM 4yepe3 6 roavH nicns
onepadii. Mpu LboMy MOro etheKTUBHICTb NOPiIBHIOBa/IM 3 eHOKcanapuHom 40 Mr 1 pa3 Ha J06Y, NepLuy A03Y SKOro Npu3Hadvanm 3a 12 roguH 4o onepadii.

B ycix gocnigpkeHHsax asm 111 (ams. Tabnuuto 1) prsapokcabaH LOCTOBIPHO 3HWKYBaB 4acToTy yCiX Bunaakis BTE (BusBieHoOro seHorpaiyHo abo CUMMTOMHOIO
TIB, HeneTanbHOI TEJTA abo netanbHOro Hacnigky) Ta cepiosHux BTE (npokcumansHoro TIB, HeneTanbHOT TEJIA Ta netasibHOro Hacnifky, noB’sa3aHoro 3
BTE) — 3a3ganerigpb 3aniaHoBaHNX MNEPBUHHMX KIHLEBMX TOYOK e(heKTUBHOCTI. OKpiM TOr0, Y BCiX TPbOX AOCNILKEHHAX YacToTa CUMNTOMHOT BTE (CMMNTOMHOrO
TIrB, HenetanbHOT TEJIA Ta netaslbHOro Hacnigky, nos’sa3aHoro 3 BTE) 6yna HMXKYOK Yy nauieHTiB rpynu pvBapokcabaHy MOPIBHAHO 3 nNauieHTamu, AKi
OTpMMYBa/IM eHoKcanapuH. MepBrHHa KiHLeBa TOUKa 6e3MneKky — MacuBHI KpoBOTeYi — Oyna nofibHO Yy NawieHTiB, AKi OTpUMyBan puBapokcabaH

10 mr Ta eHokcanapuH 40 mr.

Tabnuud 1. Pe3ynbTaT KNiHIYHUX AocnigpkeHb ¢asm 111 cToCOBHO edheKTUBHOCTI Ta 6e3neku

RECORD 1 RECORD 2 RECORD 3
Monynaudisd, wWo 4541 navieHT, SKUM NPOBOANIOCH 2509 nauieHTiB, SKUM NPOBOAWNOCH 2531 nauieHT, AKUM NPOBOAMIOCH
Locnifky-Banachb TOTa/IbHE eHA0MPOTEe3YBaHHS TOTa/IbHE eHA0MPOTEe3YBaHHA KY/bLLIOBOIO TOTa/IbHE eHA0MPOTE3YBaHHA KOMIHHOMO
Ky/1bLLIOBOI O CYr/100y cyrnooby cyrnooby

Josa Ta PuBapok-cabaH | EHokca-napuH PunBapok-cabaH | EHokca-napuH PuBapok-cabaH | EHokca-napuH
TpuBaNicTb 10 mr 40 mr P 10 mr 40 mMr 10 mr 40 mMr
NiKyBaHHS nicns 1p/n 1p/g 1p/g 1p/g P 1p/g 1p/g P
onepawii 35+ 4 gHi 35+ 4 fHi 35+ 4 gHi 12 + 2 pHi 12 + 2 pHi 12 + 2 fiHi
Bci Bunankn BTE 18 58 <0,001 17 81 <0,001 79 166 <0,001

(1,1 %) (3,7 %) (2,0 %) (9,3 %) (9,6 %) (18,9 %)




CepiioszHa BTE 4 33 <0,001 6 49 <0,001 9 24 0,01
(0,2 %) (2,0 %) (0,6 %) (5,1 %) (1,0 %) (2,6 %)
CumnTtomHa BTE 6 11 3 15 8 24
(0,4 %) (0,7 %) (0,4 %) (1,7 %) (1,0 %) (2,7 %)
MacuBHi 6 2 1 1 7 6
KpoBoTeui (0,3 %) (0,1 %) (0,1 %) (0,1 %) (0,6 %) (0,5 %)

AHani3 y3araslbHeHNX pe3ynbTaTiB gocnimpkeHb (asn 11 nigTBEepAnB AaHi, OTPUMaHI B X041 OKPEMUX AOCANIAXEHb 3 NOPIBHAHHSA ePEKTUBHOCTI pmBapokcabaHy 10
Mr 1 pa3 Ha o6y Ta eHokcanapuHy 40 mr 1 pa3 Ha 400y, CTOCOBHO 3HMXXEHHSA YacTOTK yCix Bunaakis BTE, cepitosHmx BTE Ta cumnToMHuX BTE.

NikysaHHa TIB, TEJIA Ta npodinakTuka peunamneis TIB i TEJIA

Mporpama KAiHiYHUX gocnimkeHb Kcapento® 6Gyna po3pobsieHa 3 MeTo AeMOHCTpauil ehekTuBHOCTI Kcapento® fK NikapcbKoOro 3acoby Ans nepBUHHOI i
TpmBasioi Tepanii roctporo TIB i TEJIA Ta nonepemXeHHs iX peLnamBiB.

Y Xofi HOTUPLOX PaHA0Mi30BaHMX KOHTPObOBAaHMX KNiHIYHMX focnigpkeHb ¢asm 111 6yno BuByeHo noHag 12800 nauieHTiB (gocnifgxeHHs Einstein DVT, Einstein
PE, Einstein Extension Ta Einstein Choice) Ta [04aTKOBO NpoBefeHO 3BeAeHNA aHai3 3a 3afaHuMK napameTpamy gocnifgkeHb Einstein DVT i Einstein PE.
3arasibHa TpUBasTiCTb KOMMIEKCHOMO NiKYBaHHS B YCIX AOC/IIPKEHHAX CTaHOBUIA MakCUMyM 21 micsLb.

Y pocnigpkeHHi Einstein DVT suByanuce 3449 nauieHTiB 3 roctpum TIB 3 meToo nikyBaHHSA TIB Ta monepempxeHHs NOBTOPHOro po3sutky TIB 1 TENA
(mayieHTu 3 KNiHIYHUMK nposiBamu TEJ1A He BKIKOYanUca y Le AOCifpKeHHs). TpuBanicTb NiKyBaHHA cTaHOBWUA 3, 6 1 12 micALiB, 3a1e)KHO Bif, KNiHIYHOT OLIHKN
nikapsi.

MpoTsarom nepumnx 3 TUXKHIB Tepanii Ansa nikyBaHHa TI'B 3acTocoByBaBCsi pyBapokcabaH y f03i 15 Mr agidi Ha fo06y. icns 3aKiHYeHHS LUbOoro nepioay nauieHTu
OTpUMYBa/IM puBapokcabaH y fo3i 20 mMr

1 pa3 Ha fo6y.

Y pocnifpkeHHi Einstein PE BuB4yanuch 4832 nauieHTu 3 roctpoto TEJIA 3 meTolo nikyBaHHA TEJIA Ta npodinaktvku peunamsis TI'B i TESIA. Tpusanictb
NiKyBaHHA cTaHoBMNa 3, 6 Ta 12 micALiB, 3a/1€XKHO Bif, KMIHIYHOT OLiHKK fliKaps.

[na nepBuHHOT Tepanii roctpoi TEJTA 3acTocoByBa/v puBapokcabaH y Ao3i 15 mr agidi Ha fo6y NpoTArom TpboX TWXKHIB. [ani nikyBaHHS NPOOBXYBal0Chb
pmBapokcabaHom y fo3i 20 mr 1 pa3 Ha Jo0y.

B 060x gocnimkeHHsix, Einstein DVT Ta Einstein PE, nopiBHAMbHI peXknMun NiKyBaHHSA CKaganncs 3 Tepanii eHoKcanapMHOM NPOTAroM NpUHaiMHI 5 AHIB Y
KOMGiHaLli 3 aHTaroHiCTOM BiTaMiHy K 0 AOCSATHEHHSA TepaneBTUYHOro AianasoHy MY/MHB (= 2,0). [ani nikyBaHHS NPOA0BXYBa/oCk aHTaroHiCToM BiTamiHy K
Y [03i, HeoOXiAHIN Ana NiATPUMKM 3HaYeHHs MY/MHB y Mexkax TepaneBTUYHOr0 giana3oHy 2,0-3,0.

Y pocnipkeHHi Einstein Extension susyanucs 1197 nauieHTis 3 TITB a6o TEJIA 3 MeTOK npoginakTUKy NOBTOPHOro BUHUKHEHHA TIB i TEJIA. Tpusanictb
NiKyBaHHA [04aTKOBO CTaHOBMNa 6 ab0 12 micAuiB y NawieHTiB, AKi 3aBepLumnn 6 abo 12-MicA4YHMIA Kypc Tepanii BeHO3HOT TPOM60eM60ii, 3a/1eXHO Bif, KNiHIYHOT
OLiHKK nikapsi. Jlikapcbkuii 3aci6 KcapentoO y [03i 20 Mr 1 pa3 Ha o6y NopiBHIOBaBCs 3 Naue6o.

Y pocnipkeHHax Einstein DVT, Einstein PE Tta Einstein Extension 3acToCOBYBa/JiM OAHAKOBI MOMepefHb0 BW3HAYEHI MEPBMHHI Ta BTOPWHHI MOKa3HUKM
epeKTMBHOCTI. MepBUHHUM MOKA3HUKOM epeKTMBHOCTI Oynin peunamsn BTE 3 KNiHIYHUMU NposiBaMK, BU3HAYEHI K CYKYMHICTb MOBTOpHOro TI'B abo netasibHOT
yn HenetanbHoi TEJIA. BTOPMHHMIA NOKa3HMK epeKTUBHOCTI BM3HAYaBCA SK CYKYMHiCTb peumameis TIB, HeneTanbHOT TEJIA Ta netanbHMX BMNAAKIB 3 YCiX
MPUYKH.

Y pocnipkeHHi Einstein Choice Buyanuca 3396 nauieHTiB i3 MigTBepAKeHNM cumnToMHUM TIB Ta/abo TEJIA 3 MeTor npodinaktuku netanbHol TESIA 60
HeneTanbHOro CUMMNTOMHOIO MOBTOPHOI0 BUHUKHEHHA TI'B ab6o TEJIA, siKi 3aBepLUniInM Kypc aHTUKOoarynsHTHOI Tepanii TpuBanicTio 6-12 micsauis. MauieHTn 3
MoKasaHHAM N5 TPMBAOT aHTUKOArynAaHTHOI Tepanii y TepaneBTUUHUX f03aX Oy BUK/KOYEHI i3 AOCNIKEHHSA. TpuBanicTb NliKyBaHHA CTaHOBMMA 40 12 micAuiB



3Q/18XHO Bif, IHAVBIAYyanbHOT AaTV pagomisauii (MegiaHa: 351 fieHs). [lito nikapcbkoro 3acoby KcapentoO y fo3i

20 mr 1 pa3 Ha o6y Ta 'y fo3i 10 Mr 1 pa3 Ha Ao6y nopiBHoBanu i3 gieto 100 mMr aueTmncaniumMnoBol Kucnotu 1 pas Ha fooy.

MepBUHHUM NOKa3HWKOM e(heKTUBHOCTI 6yB CUMNTOMHMIA peunane BTE, BU3HAUYEHWI SK CYKYNHICTb NOBTOPHOro TIB abo netanbHOi Uv HeneTasibHOT TEJA.

Y pocnipkeHHi Einstein DVT (gue. Tabnuuto 2) pvBapokcabaH MPOAEMOHCTPYBaB He MeHLWY e(eKTMBHICTb, HIXX eHOKcanapuH/aHTaroHicT BitTaMiHy K 3a
NMepBUHHMM NMOKa3HUKOM eqpeKTUBHOCTI

(p < 0,0001) (MOKa3HWK «He MOCTYMaeTbCA»); BigHOWeHHA pu3nkis: 0,680 (0,443-1,042), p = 0,076 (nokasHuK «nepeBepLuye»). CriBBIAHOLWEHHSA PUSKKIB 3a
nonepeAHbLO 3afaHOK YMUCTOK K/IHIYHOK KOPUCTHO (MEPBMHHWUIA MOKa3HMK e(eKTMBHOCTI MAKC MacuBHI KpoBoTedi) ctaHoBuno 0,67 [(95 % Al (posipumii
iHTepsan): 0,47-0,95), HOMiHanbHe 3HaYyeHHsA p = 0,024] Ha KopucTb puBapokcabaHy. 3HavyeHHs MHB 3HaxoAunncb B MeXax TepaneBTUYHOrO fAianasoHy B
cepeaHboMy 60,3 % yacy npu cepeaHili TpuBanocTi NikyBaHHs 189 aHiB Ta 55,4 %, 60,1 % i 62,8 % yacy B rpynax i3 3anniaHoBaHOK TPUBAICTIO NiKyBaHHA 3, 6 i
12 micauis BignosigHo. B rpyni, Lo NikyBanacb eHoKcanapuHomM/aHTaroHicTom BitTaMiHy K, He BiAMIYeHO YiTKOT 3a/1eXKHOCTI MiXK piBHEM CepeAHbOro nepiody y
TepanesTMYHOMY Aiana3oHi (MT/A) B UeHTpi (4ac MigTPMMaHHA LiNbOBOro AianasoHy 3HavyeHb MHB 2,0-3,0) B Tepuuisax 04HaKOBOro po3mipy i 4acTOTOR
peunamsie BTE (p = 0,932 gnsa B3aemofii). B MeXax Ha/iBULLOro Tepumto BignoBigHO A0 LEHTPY, CNiBBIAHOLLIEHHS PU3KMKIB Y pasi NpuioMy puBapokcabaHy B
MOpiBHAHHI 3 BaphapuHom ctaHosmno 0,69 (95 % Al: 0,35-1,35).

UacToTa BUHUKHEHHS SIBULL, OCHOBHOIO MOKa3HMKa 6e3rnekun (MacuBHi abo KNiHIYHO 3HauyLLli HEMACKBHI KPOBOTEYi) Ta BTOPUHHOIO MOKa3HMKa 6e3nekn (MacuBHi
KpoBOTeui) 6yna 0HaKOBO B 060X TepaneBTUUYHUX rpynax.

Tabnuud 2. NMokKasHUKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnimkeHHs dasu 1 Einstein DVT

Monynauis gocnigpKeHHs 3449 nauieHTiB 3 CUMNTOMHMUM FOCTPUM TPOMO0O30M IMOOKNX BEH
TepanesT4HI 1031 Ta TPUBANICTL KcapentoO?) EHOKcanapuH/ aHTaroHicT itaminy Kb)
3, 6 a60 12 micsuis 3, 6 a60 12 micsuis
N=1731 N=1718
CumnTomHa peumnansytoda BTE* 36 ol
(2,1 %) (3,0 %)
CnmnToMHa peungmsytoya TEJTA 20 18
(1,2 %) (1,0 %)
CumMnTOMHUIA peunamsytoumin TTB 14 28
(0,8 %) (1,6 %)
CumntomHi TENTA 1 TIB 1 0
(0,1 %)
NetanbHa TEJTA/cmepTenbHi 4 6
BUNAAKKN, KON HaaBHICTb TEJTA He (0,2 %) (0,3 %)
MOXHa BUKHOUNTY
MacvBHa ab0 KNiHIYHO 3HauyLla 139 138
HeMacuBHa KpoBoTeya (8,1 %) (8,1 %)
MacuBHI KpoBOTeui 14 20
(0,8 %) (1,2 %)

2) PuBapokcabaH 15 Mr ABidi Ha o6y NPOTAroM 3 TUXKHIB 3 HACTYMHWUM 3aCTOCYBaHHAM 031 20 MI OAWH pa3 Ha 406y.



b) EHokcanapuH LLjoHaiMeHLLe NPOTAroM 5 AHiB, MiC/s LbOro — aHTaroHicT BiTamiHy K, 3aCTOCYBaHHS IKOTO MOYMHAETLCS B MEPio NPUAOMY eHOKCanapuHy.
* p < 0,0001 (He MeHLLIa eieKTVMBHICTb 3a MONEpPeAHbLO BU3HAUYEHUM CMiBBiAHOLLEHHAM pu3iiKiB 2,0); cniBBigHOLLEHHS pu3nkiB: 0,680 (0,443 — 1,042), p=0,076 («NepeBepLlye»).

Y pocnifpkeHHi Einstein PE (gus. Tabnuuto 3) puBapokcabaH NPOAEMOHCTPYBaB He MeHLY e(eKTUMBHICTb, HiXK eHOoKcanapuH/ aHTaroHicT BiTamiHy K 3a
NePBUHHUM NMOKA3HUKOM eeKTUBHOCTI

[p = 0,0026 (MoKasHWK «He MOCTYMAETLCA»); CNiBBIAHOWEHHA pu3mkKiB: 1,123 (0,749-1,684)]. CniBBIAHOLWEHHS PU3MKIB 3a MOMepeiHbO 3afaHoK YMCTOH
KNiHIYHOKO KOPUCTHO (NMEPBUMHHUIA MOKA3HWK eqieKTMBHOCTI MAOC MacuBHI KpoBoTeui) ctaHosuno 0,849 [(95 % Al: 0,633-1,139), HOMiHa/IbHE 3HAYEHHS p =
0,0275]. 3HaueHHa MHB 3HaxoAununcb B MeXax TepaneBTUYHOrO fiana3oHy B cepeiHbOMY 63 % uvacy npu cepefHin TpMBanocTi NikyBaHHA 215 AHIB Ta 57 %, 62
%

65 % vacy B rpynax i3 3ansiaHoBaHO TPMBaNICTIO NiKyBaHHA 3, 6 i 12 MicAuiB BiANOBiAHO. B rpyni, WO NikyBasiacb eHOKcanapMHoMm/aHTaroHictom BitamiHy K, He
BIAMIYEHO YiTKOT 3a/1eXXHOCTI MK piBHEM cepefHboro MT/, B LeHTpi (Yac NiATPUMAaHHSA LifboBOro fgianas3oHy 3HavyeHs MHB 2,0-3,0) B Tepumnsax 04HaKOBOro
po3Mipy i yactoTotro peumnamsis BTE (p = 0,082 gnis B3aemogii). B mexax HaiBMLLOro TepLuo BiAMOBIAHO 40 LEHTPY, CNIBBILHOLEHHS PUSKKIB Y pasi Npuinomy
prBapoKcabaHy B NOPIBHAHHI 3 BapdapuHom cTtaHoBmno 0,642 (95 % Al: 0,277-1,484).

UacToTa BUHWKHEHHS fBMLL, OCHOBHOIO NoKasHuKa 6e3nekun (MacuBHi abo KMIHIYHO 3HAYMMI HEMACWBHI KPOBOTeYi) Oyna AeLlo HUXKYOK B rpyni, L0 NiKyBaiach
pmBapokcabaHom [10,3 % (249/2412)], HixX B rpyni, WO OTpUMYyBaia eHOKcanapuH/aHTaroHicT BitamiHy K [11,4% (274/2405)]. YacToTa fBULY, BTOPUHHOIO
nokasHuka 6e3nekn (MacvBHI KpOBOTeYi) Byna HMXYOK B rpyni, WO NikyBanacb puapokcabaHoM [1,1% (26/2412)], HixX B rpyni eHOKcanapuHy/aHTaroHicta
BiTaMiHy K [2,2 % (52/2405)] 3i cnisBigHoWweHHAM pu3nkis 0,493 (95 % Al: 0,308-0,789).

Tabnuuga 3. NMoKa3HUKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumn gocnimxkeHHs asu Il Einstein PE

Monynauisa 4oCNiIKeHHS 4 832 nauieHT 3 rocTporo CMMNTOMHOKO TEJTA
TepaneBTWYHi 031 Ta TPUBANICTb KcapenToC)a) EHOKcanapuH/aHTaroHicT BiTamiHy Kb)
3, 6.a60 12 micauis 3, 6 a60 12 micquis
N =2419 N=2413

CuvmnToMHa peunansytoya BTE* 50 44

(2,1 %) (1,8 %)
CumMnTomHa peunamnsytoda TEJTA 23 20

(1,0 %) (0,8 %)
CUMNTOMHUIA peLnamnByroumnii TIB 18 17

(0,7 %) (0,7 %)
CumnTtomHi TEJTAT TIB 0 2

(<0,1 %)

NetanbHa TESIA/cmepTenbHi 11 7
BUMaAKMW, KON HasBHICTb TEJIA He (0,5%) (0,3 %)
MO>XHa BUK/THOUNTY
MacuBHa ab0o KNiHIYHO 3Hauylla 249 274
HemaclVBHa KpoBoTeya (10,3 %) (11,4 %)




MacuBHi KpoBoTeui 26 52
(1,1 %) (2,2 %)
2) PuBapokcabaH 15 Mr ABidi Ha o6y NPOTAroM 3 TUXKHIB 3 HACTYMHWUM 3aCTOCYBaHHAM 031 20 MI OAMH pa3 Ha [06y.

b) EHoKcanapyH LoHaiMeHLLE NPOTAroM 5 AHiB, MiC/A LIbOro — aHTaroHICT BiTaMiHy K, 3aCTOCyBaHHA AKOrO MOYMHAETLCA B NEPiOA, NPUIiOMY eHOKCanapuHy.
* p < 0,0026 (He MeHLLa e(heKTMBHICTb 3a NOMnepeaHbO BU3HAYEHNM CMiBBigHOLLEHHAM py3mnKiB 2,0); cniBBigHOLWeHHA pu3mkiB: 1,123 (0,749-1,684).

Byno nposeaeHo 3BeAeHNIA aHani3 pe3ynbTaTiB gocnimkeHb Einstein DVT i PE 3a nonepefHb0 BU3HAYeHUMUM NapameTpaMm (aue. Tabnuuo 4).

Tabnnua 4. NMoka3HVKM eeKTUBHOCTI Ta 6e3Mneku 3a JaH1MKM 3BefleHOro aHani3y pesynbTarTis focnigpkeHs asm 111 Einstein DVT T1a Einstein PE

Monynauisa 4oCNiIKeHHS 8 281 naujieHT 3 rocTpum cumnTomHuM TIB a6o TEJTA
TepanesT4HI 4031 Ta TPUBANICTE KcapentoOd) EHoOKcanapuH/ aHTaroHicT sitaminy Kb)
3, 6 a60 12 micauis 3, 6 a60 12 micauis
N =4 150 N=4131
CuvmnToMHa peunamnsytoya BTE* 86 95
(2,1 %) (2,3 %)
CumnTomHa peumnamsytoda TESTA 43 38
(1,0 %) (0,9 %)
CUMNTOMHUIA peLnamnByroumnii TIB 32 45
(0,8 %) (1,1 %)
CumnTtomHi TEJTAT TIB 1 2
(<0,1%) (<0,1%)
NetansHa TEJTA/cmepTenbHi 15 13
BUMaAKKM, KON HasBHICTb TEJTIA (0,4 %) (0,3 %)
He MOXXHa BUKNHOYNTY
MacuBHa abo KNiHIYHO 3Hauylla 388 412
HemMacuBHa KpoBoTeya (9,4 %) (20,0 %)
MacuBHI KpoBoTeui 40 72
(1,0 %) (1,7 %)

2) PyBapokcabaH 15 Mr ABidi Ha 406y NPOTAroM 3 TWXKHIB 3 HACTYMHWUM 3aCTOCYBaHHAM 031 20 MI OIUH pa3 Ha 06y .
b) EHokcanapuH LLioHaiMeHLLe NPOTAroM 5 AHiB, MiC/s LbOro — aHTaroHicT BiTaMiHy K, 3aCTOCYBaHHS IKOTO MOYMHAETLCS B MEPio NPUitoMy eHOKCanapuHy.
* p <0,0001 (He MeHLLA etheKTUBHICTb 3a MOMepesHLO BU3HAYeHUM CMiBBiAHOLIEHHAM pu3unkis 1,75); cnieeigHoweHHA pusukis: 0,886 (0,661-1,186).

CniBBigHOLUEHHA PU3UKIB 3a NOMNepeAHbO 3aJaHOK YMCTOK K/IHIYHOK KOPUCTHO (MEepBUHHWIA NOKa3HWK etheKTUBHOCTI MAHOC MAacWBHI KPOBOTeYi) 3a AaHUMK
3BefleHoro aHanisy ctaHosuno 0,771 [(95 % Al: 0,614-0,967), HoMiHa/bHe 3Ha4YeHHs p = 0,0244].

Y pocnipkeHHi Einsten Extension (auB. Tabnuuto 5) puBapokcabaH nNpoAeMOHCTPYBaB nepesary Hag nnaue6o CTOCOBHO NEPBUMHHUX i BTOPMHHUX MOKa3HUKIB
edheKTMBHOCTI. YacToTa ABNLL, rO/I0BHOr0 NOKa3HMKa 6e3nekn (MacvBHI KPOBOTeYI) Y MaLieHTIB, WO NiKyBasMCb puBapokcabaHom B f03i 20 Mr OMH pa3 Ha o6y,
Oyna KiflbKiCHO He3HaYHO BULLIOKD, HIXK Y XBOPUX, LLLO OTPUMYBaM nnaue60. YactoTa BUHUKHEHHS SBUMLL BTOPUHHOTO NMOKa3HMKa 6e3nekun (MacvBHI abo K/iHIYHO



3HauJyLLi HeMacuBHI KPOBOTeYi) Byna BMLLOK Y MauieHTiB, AKI OTpUMYyBa/IM puBapokcabaH B f03i 20 Mr O4MH pa3 Ha o6y, HDK Yy MauieHTiB, WO NiKyBaMCb

nnaue6o0.

Tabnuud 5. NMokKa3HNKKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnimkeHHs asu Il Einstein Extension

Monynayis gocnigpKeHHs 1197 nauieHTiB, Y AKNX NPOAOBXKYBA/OCh NiKyBaHHA abo
npogifiakTUKa peLunamsiB BeHO3HOT TpoMBoeMboiT
TepaneBTUYHI 4031 Ta TPUBANICTD KcapentoO?d) Mnaue6o
6 abo 12 micsis 6 a6o 12 micsiuis
N = 602 N =594
CvmMnTomHa peunamnsytoda BTE* 8 42
(1,3 %) (7,1 %)
CumnTomMHa peunamsytoya TEJTA 2 13
(0,3 %) (2,2 %)
CUMNTOMHUIA peunanByoumnin TFB 5 31
(0,8 %) (5,2 %)
NetansHa TEJTA/cvepTenbHi BUNaAKu, 1 1
KONW HasiBHICTb TEJ1A He MOXKHa (0,2 %) (0,2 %)
BUK/TOUUTY
MacuBHI KpoBoOTeui 4 0
(0,7 %) (0,0 %)
KniHi4yHO 3HauyLLi HEMAaCVBHI 32 7
KpoBOTeUi (5,4 %) (1,2 %)

2) PuapokcabaH 20 Mr 0AuH pa3 Ha f100y.

* p < 0,0001 («nepeBepLuye»); criBBigHOWEHHSA pu3mnkis: 0,185 (0,087-0,393).

Y pocnigpkeHHi Einsten Choice (avB. Tabnuuto 6) nikapcbkuii 3aci6 KcapentoO y fo3ax 20 Mr Ta

10 Mr npofemMOHCTPYBaB nepeBary Haf aueTuncaniymaoBor KUCNOTOK Y A03i 100 Mr CTOCOBHO MEPBUHHUX | BTOPUHHMX MOKa3HWKIB epeKTUBHOCTI. OCHOBHWIA
MoKasHUK Ge3neky (MacuBHI KpoBOTeui) GyB MOAIGHWIA y MauieHTiB, AKi OTPUMYBanM Nikapcbkuii 3aci6 KcapentoO y fo3i 20 Mr a6o 10 Mr, MOPIBHAHO 3

aueTuncaniumnnoBoK KACNOTOK Y A03i 100 mr.

Tabnuus 6. NMokKasHUKKM ePEKTUBHOCTI Ta 6e3nekun 3a gaHumm gocnimkeHHs asm Il Einstein Choice

Monynauis 4OCNiIKEHHS

3396 nauieHTiB 3 TPMBa/IOKD NPOINAKTMKOK NMOBTOPHOr0 BUHUKHEHHS

1B
TepanesTU4Hi 403K KcapentoO 20 mr KcapentoO 10 mr ACK 100 mr
1 pa3 Ha o6y 1 pa3 Ha foby 1 pa3 Ha foby
N = 1107 N = 1127 N=1131




Monynauisa 4OCNiIKEHHS 3396 nauieHTiB 3 TPMBa/IOKD NPOINAKTMKOK NMOBTOPHOIO BUHUKHEHHS
1B
TepaneBTNYHi 403K KcapentoO 20 mr KcapentoO 10 mr ACK 100 mr
1 pa3 Ha o6y 1 pa3 Ha o6y 1 pa3 Ha foby

N = 1107 N = 1127 N=1131
Mepiana  Tpusanocti — Tepanil| o/ e 3601 nuig | 353[190-362] gui | 350 [186-362] gHis
[iHTepkBapTUNbHUIA fjiana3oH]
CvmMnTomHa peunamsytoya BTE* 17 13 50

(1,5 %)* (1,2 %)** (4,4 %)
CvmMnTomHa peungmsytoya TESTA 6 6 19

(0,5 %) (0,5 %) (1,7 %)
CUMNTOMHUIA peumanByroumnin TFB 9 8 30

(0,8 %) (0,7 %) (2,7 %)
NeTanbHa TEJTA/CmepTenbHi
BUMaAKM, KONN HasBHICTb TEJIA He 2 0 2

’ (0,2 %) (0,2 %)

MOXHa BUK/TIHOUNTY
CumnTtomMHa peumgmeytova BTE,
iH(bapKT  MioKapgy, iHCynbT abo 19 18 56
cucTeMHa embonifd nosa  Mexamu (1,7 %) (1,6%) (5,0%)
LHC
MacuBHiI KpoBOTeUi 6 5 3

(0,5 %) (0,4 %) (0,3 %)
KniHiYHO  3Hauywi  HemacuBHi 30 22 20
KpoBoTeui 2,7 (2,0) (1,8)
CumnToMHa peuuaneyroya BT_E_a6o 23 17 53
ZSS;EI:S KpoBoTeya (4mMcTa KniHivyHa (2.1%)* (15 96+ (4.7 %)

* p < 0,0001 («nepesepLuye») KcapentoO 20 mr 1 pa3 Ha o6y nopiBHaHO 3 ACK 100 mr 1 pa3 Ha f06y; criBBigHOLIEHHs pu3ukis = 0,34 (0,20-0,59);
** n < 0,0001 («nepesepLuye») KcapentoO 10 mr 1 pa3 Ha o6y nopiBHsHO 3 ACK 100 mr 1 pa3 Ha A06y; CriBBifHOLEHHs pusukiB = 0,26 (0,14-0,47) ;
+ KcapentoO 20 mr 1 pa3 Ha 406y nopiBHsHO 3 ACK 100 mr 1 pa3 Ha f06y; CriBBifHOLLEHHS pu3nKiB = 0,44 (0,27-0,71), p = 0,0009 (HOMiHa/IbHE);

++ KcapentoO 10 Mr 1 pa3 Ha o6y nopieHaHO 3 ACK 100 mr 1 pa3 Ha f06y; cnisBigHoOLIEHHs pu3mkiB = 0,32 (0,18-0,55), p < 0,0001 (HOMiHa/IbHe).

HopatkoBo g0 gocnigpkeHb Il dasn nporpamm EINSTEIN 6yno npoBeeHO MPOCMEKTUMBHE HeiHTEPBEHLUiNHE BigKpuTe KoropTHe gocnimkeHHs (XALIA) i3
LIEeHTPasi30BaHOK OLIHKOI KIiHLEBUX TOYOK, BKIHOYaKUM peumamsn BTE, cepilo3Hi KpoBOTeYi Ta neTasibHi BUNagku. [ns BUBYEHHS Ge3nekn [O0BroTpuBasioro
3acToCyBaHHS pyBapoKcabaHy Y KNiHiYHI NpakTULi y NOPIiBHAHHI 3 TPagULIHOK aHTUKOaryasSHTHOK Tepanieto B 4OCNiAKeHHS 6y10 BKIOUYeHO 5142 nauieHTu 3
rocTpum TIB. ¥ rpyni puBapokcabaHy YacToTa cepiio3HMX KpoBoTeu cTaHoBMNa 0,7 %, peuyunamsytouoro BTE — 1,4 %, neTanbHMUX Hacnigkie 3 ycix npuyvH — 0,5
%. Y BUXIQHWUX XapaKTEPUCTMKaxX NauieHTiB Oynu BifAMIHHOCTI, BKIKOUYAKOUM BiK, OHKOMOriYHI 3aXBOPHOBAHHA Ta HMPKOBY HeAOCTaTHICTb. [N KOPUIyBaHHS



BIAMIHHOCTE Yy BUXIAHMX XapaKTepucTukax Oyno 3aCcTOCOBaHO MOMepeAHbO 3anjaHOBaHWI CTpaTUgiKoBaHWMA aHani3 3a KOoeqilieHTOM CXW/bHOCTI, ane,
He3BaXKalounM Ha Le, 3a/IMLLIKOBE BiAXWNEHHA MOXe BMNAMBaTW Ha pe3ynbTaT. [pu 3acToCyBaHHI puBapoKcabaHy B MOPIBHAHHI i3 TPaguLiAHOK Tepanieto
CKOPWroBaHi BifJHOLLUEHHSA PU3NKIB CEPO3HMX KPOBOTeY, peuunamsytodoro BTE Ta netanbHUX HacnigkiB 3 YCix MpUymMH CTaHOBNATL BignosigHo 0,77 (95 % Al
0,40 1.50), 0,91 (95 % Al 0,54-1,54) Ta 0,51 (95 % Al 0,24-1,07). LLi pe3ynbTaTty KniHiyHilA NpakTWLi BignoBigaloTb BCTaHOBEHOMY Mpoqinto 6e3nekn ans
[,aHOr0 NMOKa3aHHs.

MawieHTn 3 NO3NTUBHUMU pPe3yibTaTammn TECTY A0S TPbOX aHTUMOCHONINIAHUX aHTUTIN

PuBapokcabaH 6y/n10 NOPIBHAHO i3 BapdapuHOM Yy NauieHTiB 3 TPOMO030M B aHaMHe3i 3 AiarHocToBaHMM aHTudgocgoninigHum cuHgpomom (APC) 3 BUCOKUM
PU3MKOM TPOMO0EMOOMIYHMX ABUL, (MO3UTUBHI pe3ynbTaTh ANd BCIX TPbOX aHTUMOCHONINIAHMX aHTWUTIN: BOBYAKOBMI aHTUKOArynsHT, aHTUKapAioniniHoBI
aHTuTINA, aHTU-6eTa-2-rNikonpoTeiH | aHTWTINa) y paHLOMi30BaHOMY BiLKPUTOMY MY/IbTULEHTPOBOMY CMOHCOPOBAHOMY AOCMIAHWUKAMU  KJTIHIYHOMY
BUNPOO6YBaHHI i3 «3acninaeHo» OLIHKOK KiHLEBOT TOUKW. JoCnimpKeHHA 6y10 NpUNMHEHO AOCTPOKOBO Micnsa BKAOYeHHA 120 nauieHTiB BHACNIAOK 3pOCTaHHSA
4acToTM TPOMOOEMOOMIYHMX ABUL, Y MauieHTIB, SKi NpuiiMann pusapokcabaH. CepefHin nepiof CNOCTepeXXeHHs CTaHOBMB 569 AHiB, 59 nauieHTiB 6yno
paHLOMI30BaHO B rpyny 3acToCyBaHHSA puBapokcabaHy B f03i 20 Mr (15 Mr A1 nawieHTIB 3 KipeHCOM KpeaTuHiHy < 50 mn/xB) i 61 — BapgapuHy (MHB 2,0-3,0).
Tpom6oTHYHI siBULLA 6y Yy 12 % nauieHTiB, paHAOMI30BaHUX B rpyny 3aCTOCYBaHHS pMBOpPOKCcabaHy (4 ileMivyHnX iHCyNbTU Ta 3 iHPapKTK Miokapaa). He 6yno
3apeecTpoBaHO TPOMBOEMOOIYHMX ABUILL, Y NALEHTIB, paHLOMI30BaHMX B rpyny 3aCTOCYBaHHA BapapyiHy. Benuki KposoTeyi cnoctepiranncs y 4 nauieHTis (7 %
) rpynu pusapokcabaHy Ta 2 nauieHTiB (3 %) rpynu sappapuHy.

3acTocyBaHHA 4iTAM

€Bponelicbka Mefu4yHa areHuis Bigknana 3000B’sA3aHHS CTOCOBHO MOAaHHS pe3y/bTaTiB AOCNiMKeHb i3 3acTocyBaHHS Kcapento® B OAHIN abo [eKinbKox
nigrpynax npeactaBHUKIB AUTAYOT Nonynayii 4nsa nikyBaHHS TPOMO0EMOOMIYHNX CTaHIB.

€Bponeiicbka Mefu4yHa areHuis BiAMOBWMAChL Bif MpaBa BUMaraty BUKOHAHHS 3000B’f3aHHA CTOCOBHO MOAAHHSA pe3ynbTaTiB AOCAiAKEeHb i3 3aCTOCYBaHHS
Kcapento® B ycix nigrpynax npeacTaBHWKIB AMTAYOT nonynauii Ans fikyBaHHA TPOMO0eMOoMiYHUX CTaHiB. [N 03HaNOMNEHHs 3 iH(opMaLiero npo
BUKOPUCTaHHA NiKapCbKOro 3acoby y AiTel AMBUCH PO3AIN «OiTu».

dapmakoKiHeTVKa.

PviBapokcabaH LLBMZKO BCMOKTYETLCS; MaKCUMabHi KOHLEHTpaLT (Crnax) AOCAraloTbes Yepes

2—4 rofVHM Nicnsg NpuinoMmy TabneTku.

Mpy NepopasibHOMY 3aCTOCYBaHHI prvBapoKcabaH Malixe MOBHICTHO BCMOKTYETLCS, | MOro 6io40CTyNHICTb MicNs NepopasibHOro 3acToCyBaHHS 4o3n 2,5 mr Ta 10 mMr
€ BUCOKOIO (80-100 %) He3anexHo Bif NpuitoMy Ki. 3acTocyBaHHS TabneTKy puBapokcabaHy 2,5 Mr Ta 10 Mr nif yac BXuBaHHA DKi He BravBae Ha AUC (nnowa
MiJ, KPMBOK 3a/1eXHOCTI KOHLeHTpaLis — yac) 1a Cpa PuBapokcabaHy. Kcapento®, TabneTku 2,5 Mr 1a 10 Mr MoXKHa NpUMaTV He3aneXHo Bif, BXXMBaHHSA DKi

(ams. po3gin «Cnoci6 3acToCyBaHHA Ta [03U»).
PvBapokcabaH XapakTepu3yeTbCA Maike MiHINHOW (PapMakOKIHETUKOK A0 A03u 61m3bko 15 Mr (oguH pas Ha [o6y). Y BUMNagKy 3acTOCyBaHHS BULLMX [03
abcopbuisa prBapokcabaHy 0OMeXYeTbCs napaMeTpamm PO3YMHHOCTI, MPU LbOMY Ha (DOHI BULLMX [03 BiAMIYAETLCA 3HMXKEHHSA 6I040CTYMHOCTI Ta LWBMAKOCTI
BCMOKTYBaHHA. Lle sBuULLle € 6ifbll BUPXEHUM MpU MPUIAOMI NIKApPCbKOro 3acoby HaTllecepue, HiXK Npu BUKOPUCTaHHI micna DKi. PapmakoKiHeTuKa
puBapoKcabaHy XapaKTepu3yeTbCA NOMIPHOK MIH/UBICTIO; iHAMBIAYalbHA MIHAMBICTb (BapialiiHWiA KoeilieHT) cTaHoBUTb Bif 30 % [0 40 %, 3a BUHATKOM [HS
MPOBeEHHS OMepaTMBHONO BTPYYaHHSA Ta HACTYMHOr0 AHA, KO/M MIH/IMBICTb eKCNO3ULLiT € BUCOKOH (70 %).

BiasHavaetbes 29 % i 56 % 3HMKEHHS
AUC i Cj,ox PV 3aCTOCYBaHHI rpaHynisTa pusapokcabaHy, 3 BUBIJIbHEHHAM [iH0U0i PEYOBUHU B NMPOKCUMa/IbHOMY BifiNi TOHKOTO KALKIBHUKA, Y MOPIBHAHHI 3

Tab/1eTOBaHO (opMOK0. EKCNOo3nLis 3MEHLIYETLCA e Ginblue Npy BMBINIbHEHHI Ail0YOT PEYOBMHU B AUCTa/IbHOMY BiA4iNI TOHKOMO KMLWKIBHUKA UM BUCXiAHIV



4acTUHI 00040BOI KMLLKK. HeoOXiAHO YHMKATN BBEAEHHS prBapoKcabaHy AMCTasibHiLLe LUYHKA, OCKI/IbKM Lie MOXe MPU3BECTN L0 3HMXKEHHS BCMOKTYBAHHSA Ta
BIZNOBIAHOr0 BMN/IMBY Ha eKCMO3uLitO.
BiogocTynHicTb (AUC i Cyy,5x) Oyna cnisctaBHO AN prBapokcabaHy 20 Mr NpuM3HayeHoro nepopasbHo Y BUrNAAI NogpibHeHOT TabneTKM 3MillaHoil 3 A6/1y4HUM
Mope 4y BOAOH, BBEAEHOrO Yepe3 LUIYHKOBWIA 30HA OApasy micnd pigkoi DKi, Ta Ana npuidomy uinoi TabneTku. BpaxoBytouu, nepefbdadysBaHui,
[,030-NPONOPLiAHNIA hapMaKOKIHETUYHMI NPOinb puBapokcabaHy, pe3ynbTaT AaHOro AOCNiMKeHHS 3 6i0f0CTYMHOCTI, MMOBIPHO, MOXYTb CTOCYBaTUCH i
HVXXUYMX [,03 prBapoKcabaHy.
Posnogin
3B’A3yBaHHSA 3 GinKamy NnasMu y NOAMHU € BUCOKUM i CTaHOBUTb 6/1M3bKO 92 % - 95 %, npu LLbOMY OCHOBHMM 3B’A3YHOUMM KOMMOHEHTOM € CMPOBAaTKOBUIA
anbbymiH. O6’em po3noAiny — NOMipHUIA, MOKasHUK V'ss (06°eM po3noginy B piBHOBaXKHOMY CTaHi) CTaHOBUTb Maixe 50 5.
3 OpraHismy

HMpPKaMW, a IHLLIOT MOMIOBUHY - 3 Kasiom. PewwTa (1
/3) NPUIAHATOT 403K BUBOAUTLCA Ge3rnocepeHb0 HUPKaMK Y BUTMISAI HE3MIHEHOT [iH0UOT PeYOBUHY i3 CEYEerD NepPeBaXKHO LUSIXOM aKTUBHOT HUPKOBOT CEKPELLl.
MeTaboni3m puBapokcabaHy 3abesneuyetbes i3oepmeHTamu CYP3A4, CYP2J2 Ta HesanexHumu Bif cuctemn umtoxpomy CYP mexaHizmamu. OCHOBHUMU
AinsgHKaMm 6ioTpaHcgopmalil € mopdoniHoBa rpyna, Lo 3a3Hae OKUCHOro po3KnafaHHa, Ta amigHi rpynu, ki nignararoTs rigponisy. Buxogsaum 3 oTpyMaHmx in
vitro gaHux, puBapokcabaH € Cy6CcTpaToM TpaHCNOPTHUX 6inkiB P-gp (P-rnikonpoTeiH) Ta Berp (6iN10K pe3nCTEHTHOCTI 0 paKy MOMOYHOT 3a103K).
HaiiBa>x/IMBILLIOKO CMONYKOK B NJa3mi KPOBi NOAUHM € HE3MiIHEHWIn puBapokcabaH, Npy LbOMY 3HaYHi abo aKTWBHI LMPKY/OYI MeTaboniTm He BUSBIIEHI.
PuBapokcabaH, CUCTEMHUIA KNIPEHC SKOro ctaHoBWUTb 6/1M3bKo 10 n/rof, Mmoxe GyTW BifiHECEHUI A0 NiKapCbKMX 3ac06iB 3 HU3bKUM piBHEM KnipeHcy. [licns
BHYTPILLUHbOBEHHOIO 3acTOCyBaHHA 031 1 Mr nepiog HaniBBMBEAEHHS CTaHOBUTL 61M3bKo 4,5 roguvHu. [Mpu nepopasibHOMY 3acTOCYBaHHI BUBELEHHS
06MeXYETbCS LUBMAKICTIO abcopbuii. MNpwn BUBeAEHHI prBapokcabaHy 3 niasmmn TepMiHalIbHUIA Nepiog HaniBBMBEAEHHS CTaHOBUTL Bif4 5 A0 9 roguH y Monoamx
nauieHTiB Ta Big 11 40 13 roanH y oci6 NiTHLOro BiKY.
Ocob6nuBI rpynun XBOpux
CTaTb. Y YONOBIKIB i XXIHOK K/TIHIYHO 3HauYyLLi PO3XOMKEHHS (hapMaKOKIHETUKIM He BUAB/EHT (AMB. po3ain «Cnocib 3acTOCyBaHHA Ta [03U1»).
MauieH T NiTHLOrOo BiKY. Y NaujieHTIB NiTHLOMO BiKY KOHLEHTPaLiT puBapoKcabaHy Yy naa3mi BuLLi, HXX Y MONOAMX NauieHTiB, cepeaHe 3HaueHHss AUC npnbam3HO
y 1,5 pa3a nepeBuLLyeE BiAMOBIAHI 3HAYEHHSA Y MO/IOAUX MALIEHTIB, FOIOBHUM YMHOM YHACNIA0K 3HUXEHOr0 3ara/ibHOro Ta HUPKOBOTrO KnipeHcy. Hemae noTpetu B
KOpeKLUii fo3u.

. 3aHaaTo Mana abo Benvka maca Tina (MeHwe 50 Kr i 6inblie 120 Kr) nunile He3Ha4YHOK MipOK BMN/IMBAE Ha KOHLEHTpaLii puBapokcabaHy y
nnasmi (MeHwwe 25 %). Hemae noTpebu B KOpeKuiT A03N.
. KniHiYHO 3HauyLi po3xomkeHHs hapmakoKiHeTuky (PK) Ta hapmakoamnHamikm (P L) y nayieHTiB eBPONeoiAHOT, adpoaMeprKaHCbKOT,
NaTNHOAMEPUKAHCLKOI, AMOHCHLKOT ab0 KUTANCbKOT €THIYHOT NPUHANEXHOCTI He CrocTepiranuncs.

. Y XBOpMX Ha LMPO3 MeYiHKK 3 Nerkor NeviHKOBOK HefoCTaTHICTHO (Knac A 3a Knacudikauieto Yainnga — MN’°t0) apmakoKiHeTMKa
prBapoKcabaHy NMLle He3Ha4yHO Biapi3HAnacs Bif BiAMNOBIAHWMX MOKa3HUKIB (y cepefHbOMY 1,2-pa3oBe 36inbeHHs AUC prBapokcabaHy) y KOHTPO/bHIM rpyni
340pOBUX [0BPOBO/LLIB. Y XBOPMX Ha LMPO3 MEYiHKM i3 cepeiHbOTSHXKKOIO NeYiHKOBOK HeAOCTaTHICTIO (Knac B 3a Knacugikauieto Yannga — M’to) cepegHs AUC
pmBapokcabaHy 6yna 3HayHo nigsuileHa (y 2,3 pasa) NOPIBHAHO 3 TaKOK Y 340p0BMX A06poBosbLiB. AUC He3B’s3aHOT peqyoBUHY MigsuLLlyBanacs y 2,6 pasa. Y
LMX NaLieHTIB TaKOX 3apeEcTPOBaHO 3HVXXEHHSA BUBEAEHHSA puBapoKcabaHy 3 ceyeto, NofibHe [0 TOro, L0 XapaKTepHe /19 NalieHTiB 3 HUPKOBOK HeLOCTaTHICTIO
MOMIPHOrO CTYMEHS.

Hemae gaHux WOAO0 NaLiEHTIB 3 TAHXXKMM NOPYLUEHHAM QYHKLIT MEYIHKM.
MpUrHiYeHHs aKTUBHOCTI (hakTopa Xa 6y/10 BUpaXkeHe CUsbHiLLe (2,6-KpaTHe PO3XOMKeHHS) Y NaLIEHTIB i3 CepPeAHbOTHXKUM NOPYLLEHHAM (YHKLIT MEYIHKM, HIX
y 340poBuX A06poBoNbLiB; MY Takox (2,1-KpaTHO) NofoBXYBaBcA. NaLieHTU 3 cepefHbOTSXKKAM MOPYLUEHHAM (QYHKUIT NediHK1 6ynm 6inbll Y4yTAMBUMUK [0



puBapoKcabaHy, Lo Npr3BOAMMO0 A0 BifbLl KPYTOi KpMBOI 3a/1eXXHOCTI PK/P [ Midk KOHLeHTpauieto Ta MY,
Kcapento® npoTunokasaHuin nawieHTam 3 XBopobamm neviHKu, WO CYNpOBOLXKYHOTbCA KOAryionaTieto 3 KNiHIYHO 3HaYMMUM PU3NKOM BUHUKHEHHS KPOBOTEUI, B
TOMY YMCNi XBOPUM Ha LMpPOo3 NediHKK Knacy B Ta C 3a knacudikauieto Yannga — M’1o (aue. po3ain «IMpoTUnoKasaHHN»).

. Big3Hauanocs 36inblUeHHs1 eKcrno3nuii pmBapokcabaHy, sike 06epHEHO MPOMOPLIAHO KOPEentoe 3i 3HMXKEHHSAM (DYHKUIT HUPOK, WO
BU3HaYa/In 3a K/ipeHCOM KpeaTuHiHY. B oci6 3 nerkum (KnipeHc KpeatuHiHy 50-80 M1/XB), cepeAHbOTSXKKMUM (KNIPEHC KpeaTUHiHY
30-49 mn/xB) abo TAXKUM (KNipeHC KpeaTuHIHY 15-29 M/XB) NOPYLLUEHHAM (YHKLIT HUPOK, KOHLEHTpaLii puBapokcabaHy y nnasmi (AUC) 6ynms 1,4, 1,51a 1,6
pasa 6ifblWi MOPIBHAHO 3 TakMMW Y 3[40pOBMX A06pOBONbLIB. BignosigHO cnocTepiranocs 36iMblUeHHs (hapMakoAMHamivyHUX edekTiB. B oci6 3 nerkum,
cepefHbOTSHKKMM ab0 TSXKKMM MOPYLUEHHAM (PYHKLIT HUPOK 3arajsibHe MPUrHiYeHHS aKTMBHOCTI (hakTopa Xa 6yno BianosigHo B 1,5, 1,9 Ta 2 pasu GinbLumnm
MOPIBHAHO 3 TAKMM Y 3[40pOBUX A06POBO/bLIB; MY nogibHum YnHoM 3pocTtano y 1,3, 2,2 Ta 2,4 pasa BiAgnoBifHO. JaHi LLoL0 NauieHTIB 3 KNIPeHCOM KpeaTUHIHY <
15 mn/xB BIACYTHI.
3 ornagy Ha BUCOKe 3B’A3yBaHHA 3 6i/IkaMun Nnasmu, O4iKYeTbCS, L0 puBapoKcabaH He BUBOAUTLCA 3 OPraHi3My LUISXOM fAianisy.
He pekoMeHAYEeTbCSA 3aCTOCOBYBATU /TIKAPCbKMIA 3aci6 NalieHTam i3 KipeHCOM KpeaTUHiHY
< 15 mn/xB. Kcapento® cnif 3aCTOCOBYBATU 3 06EPEXHICTHO NaLieHTaM 3 K/TIPEHCOM KpeaTuHIHY
15-29 mn/xB (amB. po3gin «OcobnnBOCTI 3aCTOCYBaHHSA»).
dapmakoKiHe TUYHI [aHi, BigMiYeHi y mauieHTiB. Y MauieHTiB, SKi OTPUMYHOTb pvMBapokcabaH ans npodinaktuku BTE B go3i 10 Mr pas Ha fo06y, cepefHii
reoMeTpPUYHMIN NOKa3HWK KOHLUeHTpauiT (iHTepBan NporHo3ysaHHA — 90 %) Yepes 2—4 roguHn Ta Maiixe Yepes 24 rogunHu nicns 3acTocyBaHHA (Yac, Wo NprubansHo
BiLOOpaXKae [OCATHEHHA MaKCUMa/IbHOI Ta MiHIMa/IbHOT KOHLLEHTpaLii B NPOMidKKax MiX npuitomamu o3) ctaHoBmB 101 (7-273) i 14 (4-51) mkr/n, BiANOBIAHO.
dapmakoKiHe TUYHi/thapmakoaHaMivHi B3aeM03B’A3kN. OLiHKa (hapmMakoKiHeTUYHOro/ (hapmako-amHamivyHoro (PK/®L) B3aeM03B’S13KY MK KOHLIEHTpaLi€to
puBapokcabaHy B nias3mi KpoBi Ta LesKMW (hapMakoLUHAMIYHMMW KiHLEBUMMK Toukamu (MpuUrHideHHs daktopa Xa, MY, AUTY, HepTest) nposogunacs Ha Tni
3aCTOoCyBaHHS BenMKOro gianasoHy o3 (5-30 mr ggidvi Ha go6y). B3aeM03B’SI30K MiXK KOHLEHTpaLUierd puBapoKcabaHy Ta aKTUBHICTIO (hakTopa Xa Halikpalle
BM3HAYAETLCA 3a OMOMOr0H0 Epo MOAeni. Loao MY — HainbinbLy SOCTOBIPHI faHi OTPUMYIOTb LLUIAXOM 3aCTOCYBAHHSA NiHINHOT MOAeNi NepeTUHaHHA Bigpiskis. B

3a/1eXHOCTI Bif Pi3HMX peareHTiB Ans BU3HaueHHs MY, KyToBuiA KoedilieHT MOXe MaTh CyTTEBO BiAMIHHI 3HauYeHHSs. [Npwn 3acTocyBaHHiI peareHTy Neoplastin ans
BUMiptoBaHHS MY, BuxigHuii MY ctaHoBMB 6113bK0 13 ¢, a KyTOBUIA KoeilieHT — Big 3 A0 4 ¢/(100 mkr/n). PeaynbTatv @K/ [ aHanisiB y gocnimkeHHsaX ¢as |l
Ta Il BignoBiganv gaHuM, OTPYMaHUM Yy 340P0OBMX A06POBO/BLIB. Y MauieHTiB, Ha 6a30Bi piBHI (hakTopa Xa Ta MY BnanBanun XipypriyHi BTpyYaHHs, B pesy/bTari
4Oro BUHWMKaIN BigMIHHOCTI KyTOBOro Koe(ilieHTy CniBBIAHOLIEHHA KOHUeHTpauis/MY MiX nokasHMKamu nicns onepaTMBHOrO BTPYYaHHSA Ta B CTabilbHOMY
CTaHi.

. EdpekTmBHICTb Ta 6e3neka 3aCTOCYBaHHS NiKapCbKOro 3acoby Yy AiTeid Ta NigniTKiB 4o 18 pokiB He B1BYaNacs.
JOKNiHIYHI AaHi 3 6e3nekn
ICHytOUi [OKNiHIYHI fAaHi, OoTpMMaHi B XOo4i TpaguuiiHUX [OCNifKeHb (apMakosoriyHoi 6e3nekn, TOKCUMYHOCTI 0A4HOPa3oBOl A03M, TFeHOTOKCUYHOCTI,
(DOTOTOKCMYHOCTI, KaHLepOreHHOr o NoTeHLiany Ta PernpoAyKTUBHOT TOKCUYHOCTI BKA3YHTb Ha BiJCYTHICTb 6YyAb-AKUX CeUUgiYHNX PU3NKIB NS HOANHN.
Y [OCNiMKEHHAX TOKCMYHOCTI BaraTtopas3oBmx [03 CrOCTEPiraincb eeKTn, NoB’A3aHi, rOIOBHUM YMHOM, 3 HAMIPHO BMPaXKEHOK (hapMaKoAUHaMIYHOK [iEt0
pmBapokcabaHy.
He 3apeecTpoBaHO BMNAMB Ha (epTUILHICTb Y CaMULLb Ta caMuiB LLYPIB. Y XOA4i LOCNiIKEHb Ha TBApUHaX 6y/0 BUAB/IEHO PENPOAYKTUBHY TOKCUYHICTb, MOB’A3aHYy
3 (hapMaKonorivYHMM MexaHi3MoM AiT prBapokcabaHy (remoparivyHi yCKnagHeHHs).

KniHIYHI XapaKTePUCTUKW.
lNoka3aHHA.
MpoinakTnkKa BeHO3HOT Tpomboem60niT (BTE) y Aopocnmx nauieHTiB, SKMM NPOBOAATL ONepaTyBHI BTPyYaHHS 3 eHA0NPOTE3yBaHHSA Ky/bLLIOBOI0 Y KOMIHHOMO



Cyrnoo6is.

JlikyBaHHSA Tpom603y rnnbokmnx BeH (TIB), Tpomboem60niT nereHeBoi aptepii (TEJIA) i npodinakTnka peunansy TIB 1a TEJIA y gopocnmx (ame. posgin
«OCc06/MBOCTI 3aCTOCYBaHHS» CTOCOBHO NauieHTiB 3 TEJTA, L0 MatoTb HeCcTabiflbHi reMoguHaMivyHi NOKasHMKMN).

IMpoTnnoKasaHHA.

MigBvLLeHa vy TaMBICTb A0 prBapokcabaHy abo [0 AONOMIKHUX PEYOBMH NiKApCbKOro 3acoby.

KniHIYHO 3HauyLla aKTUBHA KPOBOTeYa.

YWKOMLKEHHSA a60 CTaHW, L0 CYyNpPOBOMKYHOTLCS 3HAYHUM PU3MKOM PO3BUTKY KPOBOTEY, SIKi MOXYTb BKIHOYATW HasBHI Ha AaHWii MOMEHT abo HeloAaBHO
BUSABNEHI BUPA3KM LUMTYHKOBO-KMLLIKOBOIO TPaKTy, 3/108KiCHI HOBOYTBOPEHHS 3 BMCOKMM PU3NKOM KPOBOTEY, HEL0AaBHO NepeHeceHy TpaBMmy rO/I0BHOro abo
CMMHHOI0 MO3KY, HELLOAABHO MepeHeceHe OMnepaTUBHE BTPYYaHHS Ha FOMI0BHOMY, CMIMHHOMY MO3KY YM O4ax, HewoAaBHi BHYTPILLUHbOYEPENHNIA KPOBOBWNB,
BUAB/IEHE YW Mi03pHOBaHe BapMKO3HE PO3LUMPEHHS BEH CTPaBOXOAY, apTepioBEHO3HI MasbopmMalii, aHeBpM3MM CyAMH abo 3Ha4Hi BHYTPILLIHbOCMIHAMIbHI YK
BHYTpIiLLHbOLEepebpasibHi CyAVHHI aHOMaiT.

OfHoYaCHe 3aCTOCYBaHHA 3 OyAb-SKUMW IHWWMMW aHTUKOarynsHTamu, Hanpuknag 3 HegpakuioHOBaHWM renapuHOM, HU3bKOMOMEKYNSPHUMW FernapuHaMm
(eHoKcanapwviH, fanbTenapuH), NOXiagHMMKM renapuHy (hoHZanapuHyKe), nepopasibHUMKN aHTUKoarynsaHTaMu (BapdapuH, gabiratpaHy eTekcunaT, anikcabaH), OKpim
Creun@ivyHNX 06CTaBUH Mepexoly Ha albTepHaTMBHY aHTUKOArynsaHTHY Tepanito (4uB. po3gin «Cnocib 3acTocyBaHHS Ta [03W») abo BUMAAKW, KOMM
HehpaKL,iOHOBaHWIA remapyH NpU3HaYaloThb Y A03ax, HeOOXiAHUX ANns 3a6e3neyeHHs (YHKLiIOHYBaHHA BiAKPMTOro KaTeTepa LEeHTPaibHUX BEH YM apTepii (ams.
po3ain «B3aemogisi 3 iHWNMK NiKapCbKMMK 3ac06aMm Ta iHLLI BUAWN B3aEMO/IN»).

3axBOPHOBAHHSA MEYIHKMK, L0 aCOoLiOKTLCA 3 KOarynonatmeto Ta KAiHIYHO 3HaYYyLLMM PU3MKOM PO3BUTKY KPOBOTEYI, B TOMY YMC/I LMpo3 nedviHku Knacy B 1a C (3a
Knacuikavjieto Yannga — M°10) (amB. po3gin «PapmMakoKiHETUKA).

Bik nauieHTa go 18 pokis.

BariTHiCTb Ta rofyBaHHs rpyfato (4UB. po3ain «3acTocyBaHHsA y nepiog BariTHOCTI ab0 rofyBaHHSA rpyaL0»).

B3aemogis 3 iHLLUMMW NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

Iuri6itopn CYP3A4 1a P gp

OfiHOYacHe 3aCTOCYBaHHA prBapoKcabaHy Ta KeTokoHasony (400 mr 1 pa3 Ha aoby) abo putoHasipy (600 Mr 2 pasu Ha [00y) nNpr3BoAMao A0 2,6-KpaTHoro/2,5-
KpaTHOro nifBuLLeHHa cepedHbol piBHOBaHOI AUC puBapokcabaHy Ta 1,7-KpaTHOro/1,6-kpaTtHoro 36inblieHHA cepefHbol Cygx PUBapoKcabaHy, fke

CYNpPOBOKYBAIOCA 3HAYHUM MOCU/IEHHAM (hapMaKoAMHAMIYHUX e(ieKTiB NiKapCbKOro 3acoby, L0 NiABULLYE PU3MK KPOBOTeYi. 3BaXatoun Ha Lie, 3aCTOCYBaHHS
Kcapento® He peKOMeHAYETbCA NauieHTaM, fKi OTPUMYKOTb CYMYTHE CUCTEMHE NiKyBaHHA MPOTUrPUOKOBMMMK MperapaTaMu a3onbHOT TPpynu TaknMMu §K
KETOKOHa30/, iTpakoHa30/, BOPUKOHA30/M1 Ta N03akKoHa3os, abo iHribiTopamu BlJl-npoteasn. Lli nikapcbki 3acobu € MNOTY>XHUMK iHri6iTopamm CYP3A4 Ta
ofHoyacHO P-gp (amB. po3ain «Oco6MBOCTI 3aCTOCYBAHHSA»).

PeyoBWHU, AKi aKTUBHO IHF6YIOTb TiNIbKW OAMH 3i WWNSAXIB BUBEAEHHS puBapokcabaHy 3 opraHiamy, CY P 3A4 abo P-gp, K 04iKYeTbCS, 36i/bLUYIOTb KOHLEHTpaL, T
puBapokcabaHy y nna3mi MeHLLOK Mipoto.

Hanpuknag, knaputpomiumH (500 Mr 2 pasu Ha [o6y), Wo € noTyXHuM iHrieitopom CYP 3A4 i iHri6iTopom P-gp cepefHbOi iIHTEHCUBHOCTI, CNPUYMHAB 1,5-
KpaTHe 30ifiblieHHs cepeAHix 3HaveHb AUC Ta 1,4-KpaTHe 30inblueHHA Cpgy PUBapokcabaHy. B3aemogis 3 KNapuUTPOMILMHOM WMOBIPHO He € KANiHiYHO

3HaYyLLLOK AN5 6iNbLWIOCTI NayieHTiB, ane NOTEHUIMHO MOXe BYTM 3HaYYLLOH ANS NaLieHTIB BUCOKOrO pU3MKY (LLLOAO 3aCTOCYBaHHS Y MalieHTIB 3 HUPKOBOKO
HeOCTaTHICTIO AMB. po34iN «OCc06/MBOCTI 3aCTOCYBaHHSA»).

EputpomiumH (500 mr 3 pasn Ha fo00Y), Wwo nomipHo iHriéye isohepmeHT CYP 3A4 i P-gp, cnpuunHas 1,3-kpaTHe 36iNbLlUeHHs cepefHiX PiBHOBaXXHMX 3HaYeHb
AUC i Cyygx PBapokcabaHy. Bsaemogis 3 epuTpomiLlMHOM MOBIPHO He € KIHIYHO 3HauyLLO Ans 6ibLIOCTI NaLiEHTIB, ae NOTEHLIHO MOXXe BYTN 3HaUYLLIOHO




[J19 MaLieHTIB BUCOKOT0 PU3MKY.
Y nauieHTiB 3 HWPKOBOK HEAOCTaTHICTIO NErkoro CTYMeHsi TSXKKOCTI, Ha BigMiHY Bif NauieHTIB i3 HOPMa/bHOK (DYHKLIEHD HUPOK, NPV 3acTOCyBaHHI
eputpomiuuHy (500 mr 3 pasu Ha Jo6y) Big3Hayanm 1,8-kpaTHe 3pocTaHHA cepefHbOro 3HaveHHs AUC Ta 1,6-kpaTHe 36inblieHHs Cpo PYBapokcabaHy. Y

nauieHTiB 3 HUPKOBOK HeAOCTATHICTIO CepefHbOro CTYMEHS TSHXKKOCTI Ha TN epuTPOMILUMHY crocTepiranv 36iMblUeHHA CcepefHbOro 3HaveHHs AUC
puBapokcabaHy B 2 pasun i nigsuleHHs Coax PUBapokcabaHy B 1,6 pa3a MOPIBHAHO 3 nauieHTamu 6e3 MopyLueHb PYHKUIT HUPOK. Brnave epUTpoMiLuHy €

afITUBHVM [0 ABWLL, HUPKOBOT HEAOCTATHOCTI (AMB. Po34in «Oco6MBOCTI 3aCTOCYBAHHSA»).
®nykoHason (400 mr 1 pa3 Ha fJo6y) BBaxKaeTbesa iHri6iTopom CYP 3A4 cepefiHbOI IHTEHCMBHOCTI, i AOT0 3aCTOCYBAHHS CMPUYMHANO 1,4-KpaTHe 36iNbLUeHHS
cepeHix 3HadeHb AUC Ta 1,3-kpaTHe 36i/blueHHA Cpgx PUBapokcabaHy. B3aemopia 3 lyKOHa30/10M MMOBIPHO He € K/iHIYHO 3HauyLLol A1 6ifbLOoCTi

nauieHTiB, ane NOTEHLUINHO MOXe 6YTW 3HauyyLLOK ANS NalieHTIB BUCOKOro pM3nKy (LLLOAO 3aCTOCYBaHHSA MaujieHTaM 3 HUMPKOBOK HEAOCTaTHICTIO AMB. PO3Ain
«OCc061MBOCTI 3aCTOCYBaHHS).

3BaXKatoum Ha 06MeXeHI KiHIYHI faHi LWoA0 APOHeapOoHY, CNif YHUKATM OfHOYACHOr 0 MOro 3acToCyBaHHS 3 puBapoKcabaHoM.

AHTVKOArynsHTu

Micng KOM6iHOBaHOrO MPM3HaYeHHA eHokcanapuHy (oAHopa3oBol fo3n 40 Mr) i puBapokcabaHy (04HOpPa30Boi Ao3n 10 Mr) cnoctepiraBcs afuMTUBHUIA edekT
BIJHOCHO MPWUrHIYEHHS aKTUBHOCTI (hakTopa Xa, W0 He CYnpoBOMAKYBanoca A0AaTKOBUMM 3MiHaMK NPo6 Ha 3ropTaHHsA Kposi [MY (npoTpom6iHoBuMii vac), AUTY
(aKTMBOBaHWI YaCTKOBUIA TPOMOONIACTUHOBMIN Yac)]. EHOKcanapuH He 3MiHIOBaB (papMakKOKIiHETUKY puBapoKcabaHy.

Uepes 36i/bLUEHHA PU3MKY PO3BUTKY KPOBOTEY CNif 3 00EPeXHICTIO CTaBUTUCA A0 O4HOYACHOMO 3aCTOCYBaHHA 3 IHLWUMW aHTUKOoarynsHtamu (gue. posginv
«[MpoTunokasaHHs» Ta «OCO6/IMBOCTI 3aCTOCYBAHHSA»).

HecTepoigHi npoTu3ananbHi npenapat (HM3MM)/ iHribitopu arperaiii TPOMOOLUTIB

[icna o4HOYaCHOr 0 3aCTOCYBaHHSA puBapokcabaHy (15 mr) Ta 500 Mr HarnpoKCeHy KNiHIYHO peneBaHTHOrO NOAOBXEHHS Yacy KpoBOTedi He cniocTepiranocs. NpoTe
B OKpeMUX 0Cib MOX/MBa 6iNbLL BUpaXKeHa (hapMakoAMHamivyHa BiAnoBiab.

He cnocTepiranocs KniHiYHO 3HauyLWmMX (papMakoKiHeTUYHMX abo (hapMakoAMHaMIYHWUX B3aEMOAIA Npu ofHOYacHOMY 3actocyBaHHi Kcapento® Tta 500 mr
aueTuacaniunnoBol KUCNoTH.

He BusABNEHO (hapMakOKiHETUYHOI B3aEMOAIT MiXK puBapokcabaHoM (15 mr) i knonigorpenem (HaBaHTaxyBasibHa fo3a — 300 Mr i3 nofanblUMM MPU3HAYEHHAM
NigTPUMYHUMX [03 75 Mr), ane B Nigrpyni nawieHTiB BUABMEHO penieBaHTHE 36i/bLUEHHS TPMBAIOCTI KPOBOTEUI, L0 HE KOPE/oBA/IO 3 arperalieto TPOMOOLMTIB i
piBHAMU P-CenekTuHy abo GPIIb/ Ill1a-peyenTopi..

HeobxigHO fOTpUMyBaTUCA 06EpeXHOCTI Npu Npu3HaYeHHi puBapokcabaHy nauieHTam, AKi 0fHOYacHO 3acTocoBykoTb HIM33 (BKIOYakoun auetuncaniynnoBy
K1CNoTy) Ta iHri6iTopy arperauii TpoMOOLMTIB, OCKifbKM Li fikapcbKi 3acobu 3a3BuMyail NigBULLYIOTb PU3MK KPOBOTeY (AMB. po3gin «OcobnmBoCTi
3aCTOCYBaHHS»).

CenleKTUBHI IHri6iTOpy 3BOPOTHOr0 3axonsieHHs cepoToHiHy (CI33C) / iHri6iTopn 3B0POTHOIO 3aX0NJIEHHS CEPOTOHIHY-HopeniHepuHy (133CH)

AK | Npu 3acToCyBaHHI IHLIMX aHTUKOAryNaHTIB, MIABULLYETLCA PU3MK PO3BUTKY KPOBOTEY Y MauieHTiB, AKi ofHOYacHO 3actocosytoTb CI33C abo 133CH
BHACNIfOK BMNMBY OCTaHHIX Ha Tpomb6ouuTu. MMpu OfHOYACHOMY 3aCTOCyBaHHI 3 pMBapoKCabaHOM Yy XOfi KMiHIYHMX AOCNifKeHb crnocTepiranaca 6inblia
KI/IbKICTb KNIHIYHO 3HaYyLLMX KPOBOTeY B YCiX rpynax Tepanit.

BapdapuH

Mpy nepexogi nauieHTiB 3 aHTaroHicTy BiTaMiHy K BapgapuHy (MHB 2,0-3,0) Ha puBapokcabaH

(20 mr) abo 3 puBapokcabaHy (20 mr) Ha BaptapvH (MHB 2,0-3,0) npoTtpom6iHoBuMin Yac Ta MHB (Tect Neoplastin) 36inbwyBanuca 6ifbll SK agUTUBHO
(Big3Hauanmncsa okpeMi 3Ha4yeHHs MHB 0 12), y Toli yac sk BnamB Ha AYTY, iHribyBaHHS aKTUBHOCTI (hakTopa XaTa eHA0reHHUn TpoMbiHoBWUIA noTeHuian (ETIT)
Oyn agUTUBHUMMW.




AKLLo 6akaHO nepesipnTY hapmakoLMHaMiUYHI eeKTn prBapokcabaHy nif vac nepiogy nepexopy, MOXyTb OYTV BUKOPUCTaAHI TECTU Ha BU3HAYEeHHS aKTUBHOCTI
aHTn-Xa, PiCT i HepTest, ocKinbkn BaphapuH He BNMBAE Ha pe3ynbTaTu UmMx TecTiB. MoynmHatoum 3 4 4obu nicnsa BiAMiHM BapapuHy i B NOAabLLIOMY BCi TECTU
(Bkntoyvaroum MNT, AYTY, iHribyBaHHA akTUBHOCTI (hakTopa XaTa ETI) BigobpaxatoTs nvLle edeKT puBapoKcabaHy.

AKLo 6axKaHO NepeBipnUTH PapmakofMHaMiuHI eeKT BapdapuHy Mif yac nepiogy nepexofy, MOXHa BUKopucTaTy BusHaveHHs MHB npu gocarHeHHi Cmin

puBapoKkcabaHy (4epe3 24 roguHu nicnsg npuinomy nonepeaHbOl 403U puBapoKcabaHy), OCKINbKN Y Lieii MOMEHT pyBapoKcabaH HaiMeHLLe BMVBAE Ha pe3yibTaTu
Tecty MHB.

Mi>k BapthapnHOM Ta puBapoKcabaHOM He Bifl3HA4eHO (hapMaKOKiHETUYHOT B3aEMOZT.

IHaykTopn CYP3A4

OfiHoYacHe 3aCTOCyBaHHSA prBapokcabaHy Ta pudamniunHy, Wwo € cuibHUM iHaykTopoM CY P 3A4 i P-gp, npun3soauno go npnbnmnsHo 50 % 3HMXKEHHS cepefHboT
AUC puBapokcabaHy Ta napasieflbHOro 3MeHLUEHHS 0ro thapMakoanHamivyHnX epekTiB. OfHOYaCHe 3aCTOCyBaHHSA prBapoKcabaHy 3 IHLUMMK CUTbHOAIKUYUMK
iHaykTopamun CY P3A4 (Hanpuknag (eHiToiHOM, kapbamaseniHom, (heHo6ap6iTaioM abo 3acob6amy Ha OCHOBI 3BIPO6OID) TaKOX MOXEe CMIPUUUHUTI 3HUXKEHHS
KOHLeHTpaLin puBapokcabaHy y niasmi KpoBi. TOMY Cnifi YHUKaTU OLHOYACHOI0 NPU3HAYeHHS 3 NiKapCbKUM 3ac060M NOTYXXHMX iHAYKTOpiB CY P3A4, oKpim
BMMaAKIB, KON 3a6e3neYeHo peTeNlbHWIA Harfisig 3a NaLieHTOM 3 METOHO BUSIB/IEHHS 03HaK Ta CMMNTOMIB TPOM6O03Y.

IHLWI niKapcbKi 3aC06M CynyTHLOI Tepanii

He Big3HaYanocs KNiHiYHO 3HaYyLLMX PapMakoKiHETUYHUX ab0 (hapMakogMHaMiYHNX B3aEMOZi NpU 0gHOYACHOMY 3aCTOCYBaHHI puBapokcabaHy 3 Mifa3on1aMmom
(cybcTpat CY 3A4), gurokcmHom (cyoctpar P-gp), atopsactatuHom (cybctpat CY P3A4 1a P-gp) a6o omenpasonom (iHri6iTop NpoToOHHOT nomnu). PuBapokcabaH
He NPUrHiYvye i He IHAYKYE 6y ab-AKi BaxXmBi izoopmu umntoxpomy CY P, Taki sik CY P3A4.

He Bif3HaueHo 6yab-AKMX KNiHIYHO 3HAYYLLMX B3aEMOAIN 3 Keto (AMB. po3ain «Cnoci6 3acTOCyBaHHA Ta 403W»).

Bnnue Ha nokasHukM 3ropTaHHa KpoBi (MY, AUTY, HepTest) € nepeabavyBaHunii, 3 ypaxyBaHHSIM MexaHi3Mmy il puBapokcabaHy (AuB. po3ain «dapMakosoriyHi
B/TACTMBOCTI»).

Oco6MBOCTI 3aCTOCYBaHHS.

BrnpogoBx nepiogy NikyBaHHS pPEKOMEHAYETLCS 34IACHIOBATM KNiHIYHWIA HAarnsg, Wo BiANoBiAae NPaKTULL 3aCTOCYBaHHS aHTUKOAry nsHTIB.

PV3MK PO3BMTKY KpPOBOTEY

AK i NPy 3aCTOCYBaHHI IHLLIMX aHTUKOAryNAHTIB, NaLieHTH, AKi NPUiMatoTb nikapcbKuii 3aci6 KcapentoO, nosuHHI nepebysaTu Nif, peTeNbHAM HarfsaoM Ans
BUABNEHHS O3HaK KPOBOTeYi. PEKOMEHAYETLCA 3 06epeXKHICTIO 3aCTOCOBYBATW JIIKAPCbKMIA 3acib Mpy 3aXBOPHOBAHHSAX, LU0 CYMPOBOKYKOTLCA MiBULLEHUM
PU3MKOM PO3BUTKY KPOBOTEY. Y pasi Cepiio3HOT KpoBOTEui 3aCTOCYBaHHA NiKapcbKoro 3acoby KcapentoO NpunuHAIOTL (AUB. po3ain «epefo3yBaHHA»).

Y KNIHIYHUX JOCNIIKEHHAX KPOBOTEY 3i CM30BMX 060M0HOK (Hanpuknag, HOCOBI KPOBOTeYi, KPOBOTEYI 3 ACEH, LUTYHKOBO-KMLLKOBI KPOBOTEYI, KPOBOTEUI 3
OpraHiB CeyoCTaTeBOi CUCTEMM, BKIHOUAKOUM aHOMa/IbHY BariHasibHy KpOBOTeYy ab0 NMOCU/IEHHA MEHCTPYaslbHOT KPOBOTEYI) Ta aHeMisi 3yCTpivasMch YacTille Ha
TNi [LOBroTpuBasol Tepanii puBapokcabaHOM, HIXX NPW NliKyBaHHI aHTaroHictamu BiTamiHy K. 3Bakarouu Ha e, [A04aTKOBO [0 Ha/IeXXHOro K/iHIYHOro Harnagy y
BIAMNOBIAHMX BMMaAKaX AOLiNbHO MPOBOAUTIN NabopaTopHY NMepPeBipKY MNOKa3HUKIB reMorno6iHy/reMaToKpUTy 3 METOK BUSIB/IEHHS BUMAaAKIB BHYTPILLHIX KPOBOTEY
[N19 BUSHAYEHHS K/TIHIYHOT 3HaYYLLOCTI ABHUX KPOBOTEY.

MeBHI KaTeropii nayieHTiB, AK 3a3Ha4eHO HVKYe, MatoTb NiABULLEHWIA PU3NK PO3BUTKY KPOBOTeYi. Taki nauieHT nicns novaTky NikyBaHHS NOBUHHI NepebyBaTty
nif peTesibHUM HarngagoM A8 BUABNEHHA CUMMTOMIB remMopariyHuX YcKnagHeHb i aHeMii (avB. po3gin «[obiyHi peakuii»). Ona nayieHTiB, AKi OTPUMYHOTb
nikapcbkuii 3aci6  KcapentoO ans npodinaktmkn BTE micis onepaTMBHOrO BTPYYaHHA 3 €HAOMPOTEe3yBaHHA KY/bLUOBOrO YW KOMIHHOTO Cyrnio6is,
PEKOMEH/YIOTLCA PerynsapHi MeguyHi ornaan, petesibHe COCTEPEXEHHS 3a ApeHyBaHHAM XipYPriyHuX paH Ta nepiognyHNin KOHTPO/Ib PiBHSA reMorio6iHy.




Mpy 6y Ab-AKOMY 3HMXKEHHI PIBHSA reMorno6iHy 4m apTepiasibHOro TUCKY He3’ACOBaHOT eTioNOriT HEOOXILHO BUSBUTU [PKEPESIO KPOBOTEYI.

He3Baxxatouu Ha Te, W0 NiKyBaHHA prBapoKcabaHOM He BUMarae npoBeAeHHs CTaH4APTHOr0 MOHITOPUHIY Oro eKCno3uuii, BU3HAYEHHS PiBHSA prBapoKcabaHy 3a

[ONOMOroK BifiKanibpoBaHMX KiflbKICHUX aHTU-(PaKTop Xa TEeCTiB MOXe BMSBUTUCA KOPUCHUM Y BUHATKOBMX CUTYyaLisiX, KOMM BIZOMOCTI MPO eKCno3umuito

puBapoKcabaHy 3faTHi BNAMHYTU Ha MNPUAHATTA KAIHIYHUX pilleHb, 30KpeMa npu nepefo3yBaHHI Ta EKCTPEHMX XipypriyHWX BTPyYaHHSX (AMB. PO3Ain

«®apmaKo/IorivyHi BNacTUBOCTI»).

Hu1pKoBa HEAOCTATHICTb

Y NauieHTIB 3 THKKOK HUPKOBOKD HeJ0CTATHICTHO (KNipeHC KpeaTuHiHY < 30 MJ1/XB) KOHLEHTpaLia prBapokcabaHy y nna3mi KpoBi MOXKe CYTTEBO MiJBULLYBaTUCS

(B cepefHbOMY Y 1,6 pasa), L0 MOXe NPU3BECTU 40 NiABULLEHOTO PU3MNKY KPOBOTEM.

Cnip, 3 06epexxHIcTO 3acTocoByBaTn KcapenTo® nauieHTam 3 KNipeHCoM KpeaTuHIHY 15-29 m/xB.

He pekomeHAyeTbCsi 3aCTOCOBYBATWU NiKapCbKUA 3aci6 nauieHTam i3 KipeHCOM KpeaTuHiHY < 15 mn/xB (amB. po3finv «Cnoci6 3acToCyBaHHA Ta [03W»,

«®PapMaKooriyHi BNacTMBOCTI»).

Kcapento® HeobXigHO 3aCTOCOBYBATM 3 06EPEXHICTIO NaLieHTam 3 HUPKOBOK HELOCTATHICTIO CEPeAHbOr0 CTYMeHs TAXKKOCTI (KNipeHe KpeaTuHiHy 30-49 mn/xB),

AKi CynyTHbO 3aCTOCOBYIOTb NiKapCbKi 3aC06M, L0 NPU3BOAATL 40 MiJBWLLEHHS KOHLIEHTpALIT puBapoKcabaHy y nniasMi Kposi (auB. po3ain «B3aeMofist 3 iHWMMK

NiKapcbK1MM 3acobamu Ta iHLLi BUAMN B3aEMOAI»).

B3aemogis 3 iHLUMMU NiKapCbKNUMUK 3ac06amu

He pexkomeHpayeTbcs 3acTocyBaHHA Kcapento® nauieHTam, fKi OTPUMYIOTb CYMYTHE CUCTEMHe JfliKyBaHHS NMPOTUrPUOKOBMMK Npenapatamy asofibHOI rpynu

(Hanpvknag KeTOKOHa30/10M, ITPaKOHa30/10M, BOPUKOHA30/10M | M03aKOHa30/10M) abo iHri6iTopamu BlJ1-npoTteasn (Hanpuknag puToHasipom). Lii npenapatu €

NOTYXXHUMU iHri6iTopaMn ogHovacHo i3odepMeHTiB CYP 3A4 Ta P-gp, TOMy BOHM MOXYTb MifBMLLYBaTU KOHLEHTpaUii prBapokcabaHy y niasmi 4o KiHiYHO

3HadyLloro pisHA (B cepefHbOMY Yy 2,6 pasa), WO MOXe NPU3BOAUTM A0 NIABULLEHHA PU3MKY BUHWKHEHHSA KpOBOTedi (AMB. po3ain «B3aemogis 3 iHWyMK

NiKapcbK1MM 3aco6amu Ta iHLLI BUAMN B3aEMOAIN»).

HeobxigHo 6yT 06epexkHMMK Npu Npu3HadeHHi prBapokcabaHy nauieHTam, fKi 3aCTOCOBYHOTb JliKapCbKi 3aco6u, WO BMAMBaKOTL HA reMocTas, Hanpuknaj

HecTepoigHI npoTu3ananbHi 3acobu (HM33), auetuncaniynnoBy KWCMOTY Ta iHri6GiTopu arperauii TpomoOoumMTiB, abo CeneKTUBHI IHriGITOPU 3BOPOTHOrO

3axonneHHs cepoToHiHy (CI33C) Ta iHribiTopy 3BOPOTHOr0 3aX0M/IeHHSA CePOTOHIHY-HopeniHedpuHy (I33CH). AKLLO ICHYE pM3MK PO3BUTKY BMPa3KOBOI XBOPOOM

LLTYHKOBO-KMLUKOBOIrO TPaKTy, CNif PO3rnsaHYyTW NUTaHHA NPO MPOBefAeHHS BIAMOBIAHOIO MPOMIiNaKTUYHOIO NiKyBaHHA (AMB. po3fin «Bsaemodid 3 iHWUMK

NiKapcbK1MMM 3acobamu Ta iHLWI BUAN B3aEMOAI»).

IHLLI (haKTOpW PU3NKY PO3BUTKY KPOBOTEY

AK i IHWI aHTUTPOMBOTUYHI NiKapcbKi 3ac06u, prBapokcabaH HeOOXiAHO 3aCTOCOBYBATU 3 00EPEXHICTIO NauieHTaM 3 NiABULLEHUM PU3UKOM KPOBOTeYi, y TOMY

4nCNi NPY HassBHOCTI:

. BPO/KeHOT ab0o HabyTOT NaToNorii 3ropTaHHA KPOBI;

. HEKOHTPO/IbOBAHOI TSHXKKOT apTepiaibHOT MinepTeHsit;

. IHLLIOrO LUNYHKOBO-KULLKOBOI 0 3aXBOPIOBaHHS 63 B1Pa30K B aKTWBHIl CTafil, L0 MOXe NOTEHLiNHO NPU3BOAUTM O reMopariyHux ycKnagHeHb (Hanpuknag
3anaibHe 3aXBOPHOBAHHS KULLEYHWKY, e30(ariT, racTpuT Ta ractpoesodareasibHa pe)itoKCHa XBopo6a);

. CYAVHHOI PeTUHONATIT;

. OpoHX0eKTa3y abo NereHeBOi KPOBOTEYI B aHaAMHE3I.

MauieHTn 3i WTYYHUMM KnanaHamm cepus

PvBapokcabaH He C/lifi 3aCTOCOBYBATH [/151 TPOMOOMPO(IiNaKTUKM NaLieHTiaM, AKi HeLWO0AaBHO MEPeHec/ I TpaHCKaTeTePHY 3aMiHy aopTasibHoro knanaHa (T3AK).

be3sneka Ta e(heKTMBHICTb Kcapento® He BMBYAIUCH Y MALEHTIB 3i LUTYYHUMW CepLEeBMMIU KnarnaHaMu, TOMY BIACYTHI AaHi, AKi NigTBEpMKYOTh, Wo Kcapento®

3abe3nevye JOCTATHIO aHTMKOAry Ayt y Liel rpyny nauieHTiB. He pekomeHAyeTbCa 3acTocoByBaTV Kcapento® A1 NikyBaHHA TakMX MauieHTIB.




XipypriyHi BTpy4aHHs Npy nepenomax CTerHa

PuBapokcabaH He BUBYaIN Y X0 IHTEPBEHLINHNX KNIHIYHUX JOCMIIKEHb 3 yYaCcTHO NauieHTIiB Nicns onepaTMBHOIO BTPYYaHHS 3 MPUBOAY NepesioMy CTerHa.
MauieHTn 3 aHTudoctoninigHMM CUHAPOMOM

He pekomeHAyeTbCA 3aCTOCYBaHHA NPAMMX NepopasibHUX aHTUKOAarynsHTIiB, BK/IOYalouy pyrBapokcabaH, nayieHTam i3 TpPOM6030M B aHaMHe3i 3 [iarHOCTOBaHUM
aHTudgocdoninigHMM CMHAPOMOM. 30Kpema, Y NauieHTiB, AKi MatoTb NiATBEPAKEHI MO3UTMBHI pe3ynbTaTh TeCTY ANA BCIX TPbOX aHTUMOCHONIMIAHUX aHTUTIN
(BOBYAKOBWI aHTUKOAryNAHT, aHTUKaPAioNINiHOBI aHTUTING, aHTU-6eTa-2-rNiKONPOTETH | aHTUTING), Tepanis NPAMUMU MEPOPILHUMMN aHTUKOArysHTamy MOXe
Oy TV NOB’s3aHa i3 NiABULLEHHAM PU3MKY MOBTOPHMX TPOMOOTUUYHKX ABULL, Y MOPIBHAHHI i3 TaKMMK Npy Tepanii aHTaroHictamu BitamiHy K.

MauieHTn 3 TEJIA Ta HeCcTabifIbHUMK reMoANHaMIYHUMK NapaMeTpamMuy abo XBOpi, AKUM HeobXigHWI TPOMOONI3UC YmM flereHeBa eMO0IEKTOMIS

He pekomeHAyeTbCA 3aCTOCOBYBaTU NlikapCbKuii 3aci6 Kcapento® K anbTepHaTMBY HegpaKLiOHOBaHOMY renapuHy Ans MauieHTiB 3 NereHeBor eMo6onieto, AKi
MatoTb HecTabiflbHi reMoguHamiyHi napaMeTpyu abo MOXYTb NPOXOAMTU MNpoUeaypy TPOMOOMI3UCY UM NiereHeBol eMO0NEKTOMIT, OCKifbKM 6e3rneky Ta
e(heKTUBHICTb NiKapCbKOro 3acoby Kcapento® y umx KniHiYHUX CUTYaLifX He BCTaHOB/IEHO.

CnuHHOMO3KoBa (enifypasibHa/cniHa/ibHa) aHecTesid abo NyHKLis

Mpu HelipoakcianbHin aHecTesil (enigypanbHii/cniHanbHi aHecTesil) abo BUKOHaHHI CniHanbHOI/enifypanbHOT MYHKLIT ICHYE pU3MK PO3BMTKY enigypasibHOi abo
CMWHHOMO3KOBOI reMaToMK, L0 MOXXe MPUBECTU A0 TPMBAJIOr0 Yy HEOOOPOTHOrO Mapanivy, y nauieHTiB, AKI 3aCTOCOBYHOTb aHTUTPOMOOTUYHI 3acobu ans
NPOMiNaKTUKN TPOMOOEMBOIYHUX YCKNaAHEHD.

PU3MK UMX YCKNaAHEHb NiABULLYETLCA MPU BUKOPUCTaHHI MOCTIMHUX enifypaibHUX KaTeTepiB abo CynyTHbOMY 3aCTOCYBaHHI NiKapCbKKX, WO BMAMBaOTb Ha
remocTas. TpaBmaTyHa abo NMOBTOPHa enigypasibHa abo CMMHHOMO3KOBa MYHKLIT TaKOXX MOXYTb CMPUATU NiABULLEHHIO PU3UKY BKa3aHUX YCKIaAHeHb. MauieHTn
MOBWHHI nepebyBaTu Nif CNOCTEPEXXEHHSAM NS BUAB/IEHHA 03HaK abo CMMNTOMIB HEBPO/OTiYHUX po3/agiB (Hanpuknag oHiMiHHA abo Big4yTTs cnabKocTi y Horax,
ANCPYHKLIT KULLIEYHMKY ab0o cevoBOro mixypa). Mpu BUABMEHHI HEBPOOTIYHOro Aediunty HeobXifHI TepMiHOBa AiarHOCTWMKa Ta fliKyBaHHA. Jlikap MOBWHEH
OLiHWUTW MOTEHLiHY KOPUCTb i PU3NK Mepes NPOBeAeHHAM Takoro BTpyYaHHs Y NauieHTiB, AKi 3aCTOCOBYHOTb aHTUKOAryisiHTL abo roTytoTbCs O 3aCTOCYyBaHHA
aHTUKOarynsHTiB 3 MeTOK NPOoMiNakTUKN TPOMO03Y.

[Nsi 3HVKEHHS NOTEHLiINHOMO PU3NKY KPOBOTEYi acoLiioBaHOI i3 04HOYACHMM 3aCTOCYBaHHAM pyBapoKcabaHy Ta CIMHHOMO3KOBOHO (enigypasibHOK/CNiHaIbHO)
aHecTe3iet0 abo NyHKL i€t HeobXigHO 6paTi A0 yBarn apmMakoKiHETUYHWIA NPOdinbL puBapokcabaHy. BcTaHOBNEHHS abo BUNYYEHHS enifypanbHOro Katetepa abo
NOM6anbHOT MyHKUIT HaliKpalle nNPOBOAWUTU, KOMM OYIKYETHCA CNabKUA aHTUKOArynauinHWi eekT puapokcabaHy (amB. po3gin «®PapMakoKiHETUYHI
B/TACTMBOCTI»).

EnigypanbHUiA KateTep BUlyvaTu He paHille HXK vepe3 18 rofguH nicns npusHayeHHs OCTaHHLOI 403U puBapokcabaHy. PuBapokcabaH He NpuiMaTi NpoTArom
nepLumx 6 roguH Nicns BUIYYeHHs enifypasibHOro Katetepa.

Y BuNafKy TpaBMaTUYHOI MYHKLiT NPpU3HaYeHHs prBapoKcabaHy BapTo BifK1aCTU Ha 24 rOAVHN.

PekomeHAaLIT LLO0A0 A03YBAHHSA NiKAPCLKOro 3acoby A0 Ta Nicas iHBa3UBHUX NPOLEAYp | XipypriyHoro BTpy4YaHHs (iHLWKX, HIXK EHA0NPOTE3YBAHHSA KY/1bLLIOBOIO Y
KONIHHOr 0 cyrno6ie)

Y pa3i HeoOXiAHOCTI IHBa3MBHUX NpoLeayp abo XipyprivyHmMx BTPyYaHb 3acTocyBaHHs Kcapento®

10 Mmr cnig NpUNUHUTA K MIHIMYM 32 24 TOAMHU A0 NOYaTKy BTPYYaHHS, SKLIO Lie MOX/MBO, Ta HAa OCHOBI KNIHIYHOrO pilleHHs nikaps. AKWO npoueaypy He
MO>Ha BIAK/IACTW, CNif, OLIHATA HAsABHICTb MiABULLEHOMO PU3NKY BUHVWKHEHHS KPOBOTeYi | TEPMIHOBICTb BTPYYaHHS.

3actocyBaHHA Kcapento® noTpibHO BiAHOBUTK MiCNs MPOBeAeHHS iHBa3VMBHOI Mpoueaypy abo XipypriyHOro BTPYYaHHS TakK LUBWAKO, SK TiIbKW [OCATHYTO
afleKBaTHOro remocTasy, Ta $KLO 3aCTOCYBaHHSI JliKapCbKOro 3acoby [03BOMSE KMiHIYHA CUTyauis B LiJIOMYy, L0 BCTAHOBNEHO fikapem (AMB. po3fin
«DapMaKOKIHETUKA»).

MaLlieHTn NITHLOIO BiKY

PV3MK po3BMTKY KPOBOTeY 36i/bLLYETHCA 3 BIKOM (AMB. PO34in «PapMakoKiHETUKA).




JepMaTonoriyni peakuii

Cepii03Hi LWKIpHI peakuii, BK/OYaoum cuHapoM CTiBeHca — [)KOHCOHA / TOKCUYHWIA enigepManbHUiA HeKponi3 Ta DRESS-cMHApoM (peakLis Ha NikapCbKuiA 3aci6
3 e03MHOMINIEND Ta CUCTEMHUMM CUMMTOMaMK), Y 3B’SA3KY i3 3aCTOCYBaHHAM prBapoKcabaHy 3apeecTpoBaHo Yy nicnspeectTpauiiHuii nepiog (ave. po3ain «obiyHi
peakLii»). PU3nK Lmx peakuiil y nauieHTiB, MMOBIPHO, € HaiBMLLMM Ha No4yaTKy Tepanii: nosisa peakuiin y 6GiNbLIOCTi BUNaAKiB BifgbyBanacs NpoTArom nepLumx
TWXHIB NliKyBaHHA. Mpn nepumx nposiBax TSHKKMX LUKIPHUX BUCUNIB (Hanpuknad, reHepanisayisi, iHTeHcUiKalis Ta/abo yTBOpPeHHS MyxupiB) abo npu nossi
Oy Ab-AKMX IHLIMX 03HAK FinepyyTANBOCTI Y NOELHAHHI 3 YPXKEHHSAM CM30BOT 060/10HKM CNif NPUMUHUTY 3aCTOCYBaHHA pUBapoKcabaHy.

IHhopmaLis NPo AOMOMIXKHI PEYOBUHW

Kcapento® MicTuTb N1akTo3y. MayieHTam 3 pigKiCHUMK CNafKoBYMM 3aXBOPIOBAHHAMM, L0 CYNPOBOAKYOTHCA HENEPEHOCUMICTIO rafiakTo3u, AedilnToM lakTasu
Nanna Ta manbabcopbLieto rNIOKO3N-ranakTo3u, He Chif 3aCTOCOBYBATY Liel /TiIKapCbKuin 3acio.

3acTocyBaHHA y nepiog BariTHOCTI abo rogyBaHHs rpyaato.

BariTHicTb. EheKTUBHICTb Ta 6e3neka npu 3acTocyBaHHI Kcapento® BariTHAMM XiHKaMn He B1BYasiacs.

Pe3ynbTaTv [OCMi[KeHb Ha TBapuHax BKa3ylOTb Ha PENpOAYKTUBHY TOKCUYHICTb (4MB. po3A4in «®dapmakonoriyHi BMacTUBOCTI»). Yepe3 MOTEHUinHY
PEernpoLyKTUBHY TOKCUYHICTb, 3HAYHUIA PU3MK KPOBOTEY Ta MPOXOPKEHHS puBapokcabaHy uepe3 naueHTapHuii 6ap’ep 3actocyBaHHA Kcapento® y nepiof,
BariTHOCTI NPOTUMOKa3aHe (AMB. po3ain «[1poTUNOKa3aHH:).

YKiHKam penpoayKTUBHOIO BiKY CAifJ, YHUKATW BariTHOCTI Nif Yac NikyBaHHS puBapoKcabaHOM.

CogysaHHA rpyaar0. EdekTuBHICTL Ta 6e3neka npy 3acTocyBaHHI Kcapento® >xiHkamu y nepiof rogyBaHHSA TPyAAl0 He BUBYaIUCA. Y XOLI AOCHIMXKeHb Ha
TBapuHax BCTaHOB/IEHO, L0 puBapoKcabaH BUAINAETLCA 3 IPyAHMM MOOKOM. BignosigHo, Kcapento® npoTunokasaHWin 40 3aCTOCYBaHHS Yy Nepioj rogyBaHHS
rpyaato (ave. po3gin «MpoTunokasaHHs»). Heo6XigHO NPUAHATY piLleHHst CTOCOBHO MPUNUHEHHS rOAYBaHHS rpyALto abo NPpUNUHEHHS/YTPUMaHHS Bif Tepanii.
®eptusibHicTb. CneuiasibHi AOCNIAKEHHS 3 OLiHKW BMIMBY puBapokcabaHy Ha (epTWIbHICTb SIIOAUHM HE MPOBOAUANCL. Y XOAI LOCNIIKEHHA (DepTUIbHOCTI
camuiB i camuLb LLYypiB He 6YN10 BUABMEHO XXOAHOI0 BN/IMBY (AMB. po3ain «PapmMakonorivyHi BNacTUBOCTI»).

34aTHICTb BNAMBATY Ha WBMAKICTb peakLii npy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.

Kcapento® nposiBnsie He3HaYyHW BM/IMB Ha 3[aTHICTb KepyBaTW aBTOTPAHCMOPTOM abo iHLWMMK MexaHiamamu. IMoBigomnsan npo nobivHi peakuii, Taki K
BUMaAKM CUHKONA/IbHOO CTaHy (YacToTa: He4acTo) abo 3anamopoUeHHs (YacToTa: 4acTo) (AvB. po3ain «obivHI peakuii»).

MayieHTaM, y SKMX Bif3Ha4atoTbCs NOBIYHI peakLil Takoro TUMy, He CNif KepyBaTn aBTOMO6ifIeM ab0 NpaLtoBaTh 3 iHLUMMK MexaHi3MaMMu.

Cnocib 3acTocyBaHHA Ta A03Mu.
J03yBaHHs
MpoinakTnKa BeHo3HOT Tpomboembonii (BTE) y fopocnnx nauieHTiB, AKUM NMPOBOAATb ONepaTyBHI BTPYYaHHA 3 eHL0NPOTEe3YBaHHA KY/bLLOBOr0 UM KOMIHHOIO
cyrno6is
PekomeHf0BaHa f03a cTaHoBUTL 10 Mr prBapokcabaHy nepopanbHo 1 pa3 Ha fo6y. Mepluy Ao3y cnig npuimaty yepe3 6-10 roguH nicns onepavii 3a yMOBK
eheKTMBHOrO remocTasy.
TpuBanicTb NiKyBaHHA BU3HAYAETLCA 3a/1EXKHO Bif iIHAMBILYa/IbHOr0 PU3NKY MaLlieHTa Ta TUMy OpTOMNeAMYHOr0 ONepaTUBHOMO BTPYYaHHS.

MMicns BTpyYaHHA 3 NPUBOLY 3aMiHM Ky/bLLIOBOIO Cyrnoba pekoMeHA0BaHa TPMBaNIiCTb NiKyBaHHA CTaHOBUTb 5 TUXKHIB.

[icns 3amiHM KONIHHOrO Cyrno6a peKoMeH0BaHa TPMBASTICTb NiIKYBaHHSA CTAHOBUTbL 2 TUXKHI.
Y BUMaZKy Nponycky npuiioMy TabneTku nauieHTy cnif npuitHaTh Kcapento® HeramHo i HaCTYMHOro AHA NPOLOBXMTY NiKyBaHHA i3 NnpuiioMoM 1 pa3 Ha o6y, AK
i 40 NpOMNYyCcKY NPUIAOMY TabneTKu.



NikysaHHs TI'B, TEJIA Ta npodinakTvka peunamnsis TIB i TEJIA

MpoTsarom nepwumx 3 TMXKHIB A4N151 NiKyBaHHSA roctporo TIB i TEJTA pekomMeHAyeTbCA Npu3HadaTti no 1 tabnetui Kcapento® 15 mr aggidi Ha o6y, nicns 4oro — no
20 mr Kcapento® 1 pa3 Ha go0y Ans TpyBanoro NikyBaHHs i npodinakTukm peunamey TIB 1a TEJIA.

KopoTKocTpokoBy Tepanito (NpuHaliMHI NpoTArom 3 MicAuiB) cnif npusHayath Ang nauieHTiB 3 TIB um TEJIA 3a HasBHOCTI TMMYacoBUX (PAKTOPIB PU3MKY
(HanpuKnagd, HelloJaBHO MepeHeceHa onepauis abo TpaBMma). JOBrocTPOKOBY Tepanito Cif npusHadath ana naudieHTis 3 TFB a6o TEJIA, WO He noB’si3aHi 3
TUMYaCcoBMMU (PakTopamu pusnky, igionatnyHum TIB um TEJIA abo HasBHicTIO peunaneis TI'B um TEJIA B aHaMHesi.

Konn nokasaHe MofoBXeHHs1 npodinaktukn peunameis TIB a6o TEJIA (nicns 3aBeplueHHst Tepanii TIB i TEJIA TpuBanicTio WOHaiMeHLe 6 micsauis),
pPEKOMeHAOBaHa [03a CTaHOBMTb 10 Mr oguH pa3 Ha Ao6y. [nd nauieHTiB 3 BUCOKUM pu3nKoM peumamey TIB a6o TEJIA, nauieHTIB i3 CynyTHIMK
3aXBOPHOBAHHAMU, a TaKOX A4/19 NauieHTIB, AKi nepeHecnn peumams TIB un TEJTA Ha (hoHi 3aCTOCyBaHHSA NiKapcbKoro 3acoby Kcapento® 10 Mr oAuH pas Ha fo6y
3 METOH NPOQIiNaKTUKM, MoXe 6yTn A0LINbHUM 3aCTOCYBaHHS NliKapcbKoro 3acoby Kcapento® 20 mr ofmH pa3 Ha [o6y.

TpuBanicTb NiKyBaHHA BU3HAYa€TbCA IHAMBILYa/IbHO NICNS PeTesbHOT OLiHKN KOPUCTI Bif 3aCTOCYBaHHS Ta NOTEHLiHOIO PU3NKY PO3BUTKY KPOBOTEY (AMB. pO3Min
«OC06/MBOCTI 3aCTOCYBAHHSA»).

Mepiog, Pexxum f03yBaHHSA 3aranbHa fo60Ba
f03a
JlikyBaHHA Ta 1-21 peHb 15 mr agidi Ha fo6y 30 mr
'IH'FFOBCbi”]I?I;(JT'IVg\(a PELMAVBIE 755 [leHb i gani 20 Mr o4MH pa3 Ha 06y 20 mr
| MpodinakTvka peunameis | Micns 3aBepLueHHs Tepanii 10 Mr ofiMH pa3s Ha foby 10 mr
TrBi TENA TIrB i TEJIA TpuBanicTtio abo abo 20 mr
LOHaMeHLLEe 6 micsuiB 20 Mr o4uH pa3 Ha foby

Y pasi nponycky npuitiomy TabneTkn nikapcbkoro 3acoby Kcapento® no 15 mr nig yac nikyBaHHA no 15 Mr fikapcbKoro 3acoby Aidvi Ha goby (1-21 AeHb)
nauieHT NOBUHEH HeraHO NPUIMHATY TabneTKy NikapcbKoro 3acoby KcapenTto®, wo6 3abesneuntn npuiiom 30 mr Kcapento® Ha fo6y. Y UbOMYy BUNAAKY MOXHA
MPUAHATA 0AHOYACHO 2 TabneTkM no 15 Mr. HacTynHOro 4Ha cif NPoAOBXUTY 3BUYaiHNIA peXkumM no 15 Mr ABidi Ha Jo0y, SK peKOMeHA0BaHO.

Y pasi nponycky npuiioMmy TabneTkun nif 4ac pexxmmy nikyBaHHs OAMH pa3 Ha f00Y nauieHTy cnif NPUnHATA TabneTky Nnikapcbkoro 3acoby Kcapento® HeramHo i
HaCTYMHOro AHA NMPOLOBXWTY NiKyBaHHA i3 npuiioMoM 1 pa3 Ha fo06y 3rifHO 3 peKOMeHA0BaHUM [03yBaHHAM. He cnif npuilMaTty noagiviHy [o03y Y TOW caMuid
[eHb, W06 KOMMeHCyBaTH NMPonyLLeHy TabneTky.

Mepexig 3 aHTaroHicTis BiTamivy K Ha KcapenTo®

Y nauieHTiB, AKi NpoXoAaTb NikyBaHHA TI'B, TEJIA Ta AKUM NPOBOAATL NMPOMINAKTUKY X MOBTOPHOI0 BUHVMKHEHHS, Teparis aHTaroHictaMmu sitaMiHy K mae 6ytu
NPUNMHEHA, a 3aCTOCYBaHHS NiKapCbKOro 3acoby Kcapento® cnif nounHaTv Npu AOCATHEHHI nokasHuka MHB < 2,5.

Mpy nepexogi nauieHTIiB 3 aHTaroHicTiB BiTamiHy K Ha Kcapento® nicng 3actocysaHHs Kcapento® 3HaveHHs MHB MoxyTb 6yTv XnbHO nigsuiLeHi. MHB He €
Ba/lijOBaHWM METOAOM AN5 OLIHKM aHTUKOaryfnsHTHOI akTMBHOCTI Kcapento®, TOMy 1Oro He cnij BUKOpUCTOBYBaTWU (AMB. po3fin «Bsaemopgis 3 iHWMMMK
NiKapCbKMMM 3ac06amMu Ta iHLWI BUAW B3aEMOLII»).

Mepexig 3 KcapenTo® Ha aHTaroHicTu BiTtaminy K

ICHYe MOXNMBICTb HEeOCTaTHLOI aHTMKOoarynsauii NpoTaroM nepiogy nepexogy 3 Kcapento® Ha aHTaroHicT BiTamiHy K. Tak camo, K i nig 4yac 6yab-aKoro
nepexoy Ha afbTepPHATUBHUIN aHTUKOATYNAHT, Y LbOMY BUMALKY Mae OyTu 3abe3nedveHa 6e3nepepBHa afekBaTHa aHTMKoarynsauis. HeobxigHo nam’ataTtv npo Te,
LLL0 Ha TNi 3acTOoCyBaHHA KcapenTo® MOXyTb BU3HAYaTUCA XMOHO NiABuLLeHi 3HayeHHs MHB.



Y pasi nepexogy i3 Kcapento® Ha aHTaroHicT BiTamiHy K OCTaHHin nounHatoTb NpuiiMaTii ogHovacHo 3 Kcapento®, 4onoku nokasHnk MHB He 6yae CTaHOBUTM
=2

YNpoLoBX nepLUnx ABOX AHIB Mepioay Nepexofy MOXHa 3aCTOCOBYBaTW CTaHAapTHe [03yBaHHA aHTaroHicta sBitamiHy K. Hagani 4o3yBaHHA aHTaroHicTa BitaMiHy
K KopuryeTbCa 3a1exHo Bij 3Ha4yeHHs MHB.

IMoKM nawjieHT 0fHOYaCHO 3aCTOCOBYE NiKapcbkuil 3aci6 Kcapento® Ta aHTaroHict BitamiHy K, MHB cnig BM3HauaTu He paHille HiXK yepe3 24 roguHu nicns
npuiioMy ocTaHHbOI A03n Kcapento® (nepeg NpuMinomMom HacTynHoi fo3un Kcapento®). MMicns NnpunuHeHHs 3actocyBaHHA Kcapento® MHB MoXKHa [OCTOBIpHO
BM3HAYaTM LOHaiMeHLLIe Yepe3 24 roguHu nicns NpuiioMy ocTaHHLOI 403K Kcapento® (auB. po3ginn «B3aemogis 3 iHWMMKU NiKapCbKMMK 3ac06aMu Ta iHLLI BUAW
B3aEMOAi», «PapMaKonoriyHi BNacTUBOCTI»).

Mepexig 3 NnapeHTepabHUX aHTUKoarynsaHTiB Ha KcapenTo®

MauieHTaM, AKi OTPUMYIOTb NapeHTepasibHi aHTUKOArynaHTH, 3actocyBaHHs Kcapento® cnig po3nounHaTtit 3a 0-2 rogvHu 40 MOMEHTY HACcTYMHOMO MaaHoBOro
BBEZEHHSA MapeHTepasIbHOro NiKapCbKOro 3acoby (Hanpuknag HU36KOMOIEKYIAPHOr 0 renapyHy) abo y MOMEHT MPUMNMHEHHS 3aCTOCYBaHHA NIKAPCbKOro 3acoby Ans
MOCTIHOrO NapeHTepanbHOr0 BBeAEHHS (HanpuKnag HethpakLioHOBaHOr O renapuHy Ans BHYTPiLUHbOBEHHOMO BBEAEHHS).

Mepexig 3 KcapenTo® Ha napeHTepasibHi aHTUKoarynisHTy

MepLuy [03y NapeHTepaibHOro aHTUKOAryIAHTY BBECTU Y TOW Yac, Konu cnif 6yno 6 3acTocoByBaTh HacTynHy fo3y Kcapento®.

OcobnmBi KaTeropii NauieHTiB

MauieHTy 3 NOpYLUEHHAM (PYHKLIT HUPOK

HasBHi 06MeXeHi KNiHIYHI faHi ¥ NauieHTIB 3 HUPKOBOK HEAOCTATHICTIO TAXKKOMO CTYrNeHs (KNipeHC KpeaTuHiHy 15-29 msi/xB) BKa3yrOTb Ha 3HauYHe NiABULLEHHS
KOHLEHTpaL|iT pmBapokcabaHy y nna3mi KpoBi. 3BaXatoun Ha Le, Npu NiKyBaHHI NauieHTIB L€l KaTeropil nikapcbknii 3aci6 Kcapento® cnif 3acTocoByBaTu 3
06epexHICTIO. He pekoMeHAYETbCA 3aCTOCYBaHHA JIIKAPCbKOro 3acoby nauieHTam 3 K/IPeHCOM KpeaTuHiHY MeHwe 15 ma/xs (guB. po3giim «OcobnmeocTi
3aCTOCYBaHHA» | «PapMaKoKiHETUKaE).

[ns npoinaktvkn BTE y gopocnnx nauieHTiB, AKUM MPOBOAATb OMepaTUBHI BTPYYaHHS 3 eHA0NPOoTe3yBaHHA Ky/bLLOBOIO YX KONIHHOMO CYrno6iBs: npu
NMPU3HAYeHHI XBOPUM 3 HMPKOBOK HEAOCTaTHICTIO Nlerkoro (KnipeHc kpeatuHiHy 50-80 mn/xB) abo cepeaHboro (KnipeHc KpeaTuHiHy 30-49 mMn/xB) CTyneHs
TSDKKOCTI KOPeKLis 1031 He NOTpi6Ha (auB. po3ain «dapMakoKiHETUKa).

[na nikysaHHa TI'B, TEJIA Ta npoifakTuky NoBTOPHOro BUHUKHEHHA TI'B Ta TEJIA: npy npu3HayeHHi nalieHTaM 3 HUPKOBOK HeLOCTaTHICTIO NIerkoro
(KnipeHc KpeaTuHiHY 50—-80 M/XB) CTyNeHs TSHXKKOCTI KOPEKLLiA 1031 He NoTpibHa (AuB. po3ain «PapMakoKiHETUKaE).

MawieHTV 3 HUPKOBOK HEeLOCTATHICTIO cepefHboro (KipeHe KpeaTuHiHy 30-49 m/xB) abo TAKKOro (KnipeHc KpeaTuHiHy 15-29 Mn/xB) CTyneHs: NpoTAroM
nepLumx 3 TMXKHIB MOBUHHI OTPUMYBATU NlikapcbKuii 3aci6 Kcapento® no 15 mr Aiyi Ha goby. Hagani, npy pekoMeHAoBaHi go3i 20 Mr ouH pa3 Ha foby, cnijg
PO3rNAHYTU 3HMKEHHSA 403K 3 20 Mr Ao 15 Mr onH pa3 Ha Ao6y, SKLLO OLiHEHWIA PU3NK KPOBOTeYI nepeBuLLye pusmnk peunamsy TIB ta TEJTA. PekomeHaauis
LLOA0 3aCTOCYBaHHA 15 MI IpYHTYETbCA Ha (PapMakOKIHETUYHOMY MOJENIOBaHHI | He [JOC/ifKyBanacb Y KNIHIYHMX ymoBax (4vB. po3ginv «OcobnmeocTi
3aCTOCYBaHHA», «PapmMakognHamika» i «PapMaKoKiHETUKa).

AKLL0 peKoMeHoBaHa Ao03a CTaHoBUTb 10 Mr 0f1H pa3 Ha 00y, KOpeKLis 03U He NoTpibHa.

MauieHTw 3 NOPYLUEHHAM PYHKLIT NeYiHKM

Kcapento® npoTunokasaHuii nauieHTam i3 3aXBOPHOBAHHAMM MEYiHKK, L0 acOLLito0TLCA 3 Koarynonarieto, ika Npu3BoAUTb 40 KNiHIYHO 3HAYYLLOrO pPU3KKY

KpOBOTeYi, B TOMY YMC/i XBOPUM Ha LMpo3 nedviHku Knacy B Ta C 3a knacudikauieto Yannga — Mo (4uB. po3ginn «MpoTunokasaHHA» Ta «DapMakoKiHETUKA).

MauieHTW NiTHLOrO BiKy




Kopekuisi o031 He noTpibHa (AvB. po3gin «PapMakoKIHETUKA).

Maca Tina

Kopekuisi o3un He noTpibHa (AMB. po3ain «PapmMakoKiHETUKA).

Crtatb

Kopekuisi o3un He noTpibHa (amB. po3ain «PapmMakoKiHETUKA).

Cnocib 3acTocyBaHHA

[ns nepopasibHOro 3aCTOCYBaHHS.

Nikapcbkuii 3aci6 Kcapento®, 10 Mr, MOXKHa NPUIMAaTU HE3a/IEXHO Bif, BXXMBaHHA Xi (AMB. po34inv «B3aeMogia 3 iHLWMMK NiKapCbKUMK 3ac06aMu Ta iHLWi BUAN
B3aEMOLiN» Ta «PapMaKOKIHETUKA).

[ns nayieHTiB, AKi He MarOTb 3MOTM NPOKOBTHYTY LNy TabneTky, Tl MOXKHa NoApIGHMTK Ta 3MiLLATX 3 BOAOK abo KeK M’SKOT KOHCUCTEHLIT, TaKok SK S61y4He
ntope, 6e3nocepesiHLO nepes NPUAoMoM NepopasbHo.

Tabnetkn Kcapento® y nofapibHeHOMY BUINsAAI MOXYTb OyTY BBEAEHI Yepes LUTYHKOBUIA 30HA. MpaBuibHe po3TallyBaHHS 30HAY Y LWIYHKY Mae ByTu nepesipeHo
nepeg BBefeHHAM KcapenTo®. MogpibHeHi TabneTku cnif, BBOAUTW 3 HEBENMKOKO KiNIbKICTIO BOAM Yepes LUTYHKOBWUIA 30HA, NMIC/S YOro 30HA Cij NPOMUTY BOAOHD
(avB. po3ain «PapMaKoKiHETUKa).

aiTn.
besneka Ta e(eKTMBHICTb 3aCTOCYBaHHA NiKapCbKOro 3acoby Kcapento® pfitam o 18 pokiB He BCTaHOB/eHa. [aHi W0A0 uiel Kateropii BiACYTHi. TOMy He
PEKOMEH/YETLCA 3aCTOCYBaHHS /TIKAPCbKOro 3acoby AiTamM 4o 18 pokis.

NepenosyBaHHS.

3ahikcoBaHO piAKiCcHI BUNaaKku nepeao3yBaHHA Ao 600 Mr 6e3 TakMxX YCKNafHEHb K KPoBOTeYa abo iHLWi No6iyHi peakuii. YHacnigoK 06mexXeHoT abcopbLil npw
BBEZEHHI NIKapCbKOro 3acoby y fo3ax, L0 3HA4YHO MepeBuLLYOTL TepaneBTUYHI (50 Mr abo BULLE), OYIKYETLCA edieKT HacuyeHHs 6e3 Mo4asibLLOoro 3pocTaHHA
cepeiHbOro PiBHA Yy Mna3mi KpoBi.

HasBHMIA cneundivyHnic HeTpanisyrounii 3aci6 (aHgekcaHeT anbga), AKWii NpoTuaie hapMakonoriuyHUM epekTaM prMBapoKcabaHy (AUB. KOPOTKY XapaKTePUCTUKY
npenapaTy aHAekcaHeT asbga). [pn nepefo3yBaHHI /TIKAPCLKOrO 3ac00y NS 3MEHLUEHHA BCMOKTYBaHHA pviBapoKcabaHy MOXKHa 3aCTOCOBYBaTU aKTMBOBaHE
BYrinna.

JliKyBaHHS KpOBOTEY

MMpy BUHUKHEHHI YCKNafHeHb Y BUTNAAI KPOBOTeYi CNif, BiAKNACTV BBEAEHHS HACTYNHOI 4031 prBapokcabaHy abo MpUMUHATK NiKyBaHHS, 3a/1eXKHO Bif CUTYaLii.
Mepiog HaniBBMBEAEHHS pUBapoKcabaHy CTaHOBUTb NpU6IM3HO 5-13 roanH (AmB. po3din «®PapMakonoriyHi BAacTUBOCTI®). JliKyBaHHSI cfif npu3HayaTy
IHAMBIAYaAIbHO, 3a/IEXHO BiJ IHTEHCMBHOCTI Ta floKani3auil KpoBoTedi. Y pasi NnoTpebu Cif MPOBECTU HaeXHe CUMMTOMATUYHE NiKYBaHHSA, Hanpukiaj
MexaHiYHy KOMMpecito Npu iHTEHCUBHI KPOBOTEYI 3 HOca, XipyprivyHuii reMocTas 3 npouefypaMy KOHTPOMK KPOBOTeYi, BiJHOB/IEHHSI BOAHO-ENEKTPO/ITHOIO
GanaHcy Ta remoguvHamivHy NigTPUMKY, NepennBaHHA KPoBi (EpUTPOLMTapHOT Mack abo CBIXKO3aMOPOXKEHOT N1a3Mu, B 3a/1eXKHOCTI Bif, CTaHy, L0 BUHUK: aHEMIs
4m KoarynonaTtis) abo TPOMOOUMUTIB.

FAKLLO Nicns 3aCTOCYyBaHHA 3a3HAYeHUX BULLE 3aX0/iB KPOBOTeYa He NPUNUHWAACA, CNif PO3MISHYTU MOX/IMBICTb 3aCTOCYBAHHSA CNeLUM(iYHOIo HeNTpai3ytoyoro
3acoby (aHAeKkcaHeTy anb(a), iHribiTopa hakTopa Xa, AKMin NpoTuiie apmakonoriyHum egektam prBapokcabaHy, abo NpokoarynsHTHUX NiKapCbKMX 3acobiB
3BOPOTHOI i, TaKMX AK KOHLEHTpaT NpoTpoM6iHoBoro komnnekcy (PCC), KOHLEHTPAT akTMBOBaHOI0 NpoTpom6iHoBOro Komnnekcy (APCC) abo pekomMbiHaHTHWIA
taktop Vlla(r-FV114a). MpoTe focBif 3acTOCYBaHHA LMX NiKapCbKMX 3ac06iB Npu rnepeao3yBaHHi prBapokcabaHy 06MexXeHuin. PekoMeHaLim TakoX 6a3yroTbCs Ha
06MeXEeHMX HEKNIHIYHMUX JaHnX. KopeKLuis 4031 pekoMbiHaHTHOro (hakTopa VIlamae 34iicHoBaTUCS Ta TUTPYBaHHSA MOBUHHO NPOBOAUTUCA 3a/1€XKHO Bif, CTYMNeHs




KOHTPO/IO Haj KPOBOTEYEH. Y BUMAAKY MAacMBHMX KPOBOTEY Cif PO3rNSAHYTU NMUTaHHA LLOLO KOHCY/bTaLiT remarosnora, 3a/ieXXHo Bif cutyauii (4vB. po3gin
«®PapMaKo/oriyHi BNacTUBOCTI»).

MpoTamiHy cynbgat i BiTaMiH K He MOBMHHI BNAMBaTW Ha aHTUKOArynsiHTHY akKTWMBHICTb puBapokcabaHy. HasBHWIA 0OMEeXeHWiA [OCBij 3acTOCyBaHHA
TpaHeKcaMOBOI KMCMOTU Ta BIACYTHIi [OCBiA 3aCTOCYBaHHA aMiHOKaNpPOHOBOI KMUC/OTK | anpOTWHIHY Yy MauieHTiB, AKi OTPUMYIOTb prBapokcabaH. HaykoBoro
06r'pyHTYBaHHSA [oUiNIbHOCTi abo [oCBify 3aCTOCYBaHHS CUCTEMHOrO TremMOCTaTMYHOrO NiKapcbKOro 3acoby AeCMOMNPecuHy AN YCYHEeHHS CUMMTOMIB
repefo3yBaHHA puBapokcabaHy HeMae. 3 Ornafy Ha BMCOKe 3B’A3yBaHHA 3 OifIKamy Mnasmm KpOBI OYIKYETbCH, L0 pMBapoKcabaH He BMBOAMTLCA 3 OpraHiaMmy
LLNAXOM fiani3y.

Mo6iyHI peakuii.

besneky nikapcbkoro 3acoby Kcapento® ouiHtoBanv y xoai 13 gocnimpkeHHax dasn 111 3a yyacti 53103 nauieHTiB, SKi OTPUMYBaM NiKyBaHHSA puBapoKcabaHOM
(aus. Tabnuuto 7).

Tabnuud 7. KinbKicTb NauieHTiB, AKi 6panu yyacTb Y AOCNIIKEHHI, 3arasibHa [060Ba A03a Ta MakCMMasibHa TPUBATICTb NiKYBaHHSA B AOCNIIKEHHAX ¢hasm 111,

MokasaHHA KinbKicTb 3arasibHa foboBa Ao3a MakcumanbHa
nauieHTiB* TpUBanicTb
NiKYBaHHS
MonepekeHHs BEHO3HOI | 6 097 10 mr 39 aHiB

Tpomboembonii  (BTE) y popocnmx
nawieHTiB, AKUM 3AIACHIOETLCA MIaHOBE
onepaTvBHe BTPYYaHHA 3
eHAOMNPOTe3yBaHHA  Ky/bLLIOBOTO  abo
KONIHHOr o cyrno6is

MpothinakTka BTE y comatuyHux | 3 997 10 mr 39 fHiB
XBOPUX
NikyBaHHA Tpom603y rAn6okMx BeH | 6790 JeHb 1-21: 30 mr 21 micsub
(TrB), TpoMboemboNiT NereHeBoi apTepii [OeHb 22 i Hagani: 20 mr
(TENA) Ta npoinakTnka peunamneis Micna  woHaiMeHWwe 6

micauis: 10 mr a6o 20 mr
MMonepemkeHHA IHCYNbTY Ta CUCTEMHOI | 7 750 20 mr 41 micsub

embonii y nauieHTiB 3 HekanaHHo
(hibpunsuieto nepeacepab
MonepemkeHHs aTepoTpoM60TUYHKX | 10 225 5 mr a6o 10 mr BignosigHo, | 31 micsub
ABuLY, y nauieHTiB nicng NKC ofHoyacHo 3 ACK a6o 3
ACK Ta knonigorpenem abo
TUKNOMIAMHOM




MpodinakTnka aTepoTPOMOOTUYHNX
ABuLY, y nauieHTie 3 IXC/3MA
* TayieHTn, AKi OTpMany NpuHaimMHI 1 403y prvBapoKcabaHy.

47 micsuis

18244 5 mr ogHo4acHo 3 ACK a6o
10 mr

HaliuacTiwe y nauieHTiB, fKi OTpMMyBain puBapokcabaH, MOBIAOMASAN MPO Taki Big3HavyeHi MOGIYHI peakuii fK KposoTeui (AmB. po3pin «OcobnmBocTi
3aCTOCyBaHHS» Ta HaBeAeHUA HUXKYe NiLNYHKT «lIH(hopmaL,isi CTOCOBHO OKPeMMX NOGIYHNX peakLii»). HayacTilummm 6ynm noBigoMIEHHS NPO HOCOBI KPOBOTeYi
(4,5 %) Ta KpoBOTEMi LLTYHKOBO-KMLLIKOBOro TpakTy (3,8 %).

Tabnumua 8. YacToTa po3BUTKY KPOBOTEU* Ta aHeMii y NauieHTiB, AKi OTPUMYBaIn prBapoKcabaH NpoTArom focigKeHHs asu 111

IMokKa3aHHS

By/b-sika KpoBOTeYa

AHemisa

MpoinakTnka BeHO3HOI Tpomboemobonii (BTE) y
[LOPOCANX NAUIEHTIB, AKUM MPOBOAATL OMepaTuBHI
BTPYYaHHS 3 €HAO0NPOTE3YBaHHA Ky/bLUOBOrO 4u
KONIHHOr o cyrno6is

6,8 % nauieHTIB

5,9 % nauieHTIiB

MpothinakTka  BEHO3HOI
COMAaTUYHUX MaLiEHTIB

Tpomboembonii 'y

12,6 % naujieHTiB

2,1 % naujieHTiB

NikyBaHnHa TI'B, TEJIA | npoginakTvka peynansy

23 % nauyjieHTIB

1,6 % navieHTiB

MpohinakTnkKa iHCYNbTY Ta CUCTEMHOI embonii y | 28 Ha 100 nauieHTo-poKiB | 2,5 Ha 100
LOpoCnnNX nawieHTiB i3 HeK/lanaHHoH nawieHTO-poKiB
(hibpunauieto nepeacepib

MpothinakTnka aTepoTpoMBOTUUYHMX  aBuUW, Yy | 22 Ha 100 nauieHTo-pokiB | 1,4 Ha 100

[lOPOC/INX NaLEHTIB MICNA NepeHeceHoro rocTporo
KopoHapHoro cuHapomy (FKC)

nawieHTO-poKiB

MpodinakTnka aTtepoTPOMOOTUYHNX
nauieHTis 3 IXC/3MA

SBUL, Y

6,7 Ha 100
nawieHTOo-poKiB

0,15 Ha 100
nawieHTO-poKiB**

* [1ns BCiX foCNifpKeHb puBapoKcabaHy BCi ABMULLA KPOBOTeY 3i6paHi, BigpenopToBaHi Ta po3risHyTi.
** Y pocnigpkeHHi COMPASSuyacToTa aHeMmil 6yna HU3bKO NPy BUKOPMCTaHHI BUGIPKOBOro Migxoay Ao 360py No6iYHMX SBULL.

Hwue y Tabnuui 9 HaBefeHO 4acTOTy NOGIYHMX peakLiid, WO BMHUKAM NpPW 3aCTOCYBaHHI NlikapcbKoro 3acoby Kcapento®. IMobiyHi peakuii y3araibHeHi Ta
OnucaHi 3 BUKOPUCTaHHAM Knacudikavii cuctem opraHis (MedDRA). Y Mexkax KOXHOT rpynu nobiyHi peakuii npescTaBieHi y NOpsAAKY 3MEHLLEHHS X TAXKKOCTI.
YacToTa No6iYHMX peakLiil BU3HAYaETbCA TaKMM YMHOM: Ay>Ke YacTo (= 1/10); vacTo (= 1/100 -

< 1/10); HeyacTo (= /1000 — < 1/100); noogmHoKi (= 1/20000 — <1/1000); ayxe pigko (< 1/10000); yacTtoTa HeBifoMa (He MOoxe OyTW BCTaHOB/IEHA 3a HABHUMM
JaHumn).

Tabnmua 9. YcinobiyHi peakuii, BigMideHi y nauieHTiB nicng novaTky NikyBaHHSA B X041 focnigpkeHb dasu 111 abo y nicnspeectpayiiHomy nepiogi*
YacTo HeuacTto MooguHOKiI [yxe pifko YacToTa
HeBigoma

MopyLUeHHs 3 60Ky KPOBOHOCHOI Ta NiMaTNYHOI CUCTEM




AHeMifa (BK/IoYarun
BIAMOBIAHI

Tpomb6ouuTOo3 (BKIOUAOUM
30i/TbLUEHHSA KiNbKOCTI

nabopaTopHi Tp0M6ou,|/|TiB)A,
napameTpm) TPOMGOLMTOMEHIS
MopyLueHHs 3 6OKY iIMYHHOT CUCTEMM

AnepriyHa peakuis,
anepriyHnin gepmatuT,
aHriOHeBPOTUYHUI Ta
aneprivyHnii Habpsk

AHainakTnyHi
peakuii, BK/0Yaruu
aHaginakTMYHniA
LLIOK

Po3naay 3 60Ky HepBOBO

T CUCTEMU

3anamMopoyeHHs,
ro/1I0BHUI BiNb

Mo3koBi Ta
BHYTPIiLLUHbOYePEenHi
KPOBOBW/IMBW, CUHKONa/IbHUI

CcTaH
MopyLueHHs 3 6OKy opraHiB 30py
OUYHWiN KPOBOBM/INB
(BKHOYaOUM
KPOBOBW/IMB Y
KOH’FOHKTUBY)
Cepuesi nopyLUeHHs
| Taxikapgis

CyouvHHI NopyLUEeHHs

ApTepiasibHa
rinoTeHsia, rematoma

PecnipaTopHi po3naau,

naTonoris cepeAoCTIHHA Ta rpyAaHOT KNI TUHK

HocoBa KpoBoTeya,
KPOBOXapKaHHA

Po3nafy 3 60Ky LLINYHKOBO-KULLKOBOFO TPaKTY

KpoBoTeui 3 ficeH,
LLISTYHKOBO-KMLLIKOBI
KpoBOTEUi
(BkntoyvaroUu
peKTaNbHYy

KpoBoTeuy), 6inb y
LLTYHKOBO-KMULLIKOBOMY
TPaKTi Ta XUBOTI,
Aucnencis, HyfoTa,

CyxicTb y poTi




3anopA, giapes,
ONHOBaHHAA

"enaTob6iniapHi NOpyLUEHHS

MigBWLLEHHS PiBHSA
TpaHcamiHa3s

lMeyiHKOBa
NiABULLEHHS
6inipyobiHy, niABULLEHHA
PiBHA  Ny>HOT  (bochartasm
KPOBIA, MiABULLEHHS PiBHS
ramma-rniytaminTpaHc-gepasm
(FCTA

He[l0CTaTHICTb,
PiBHS

YKoBTAHMUA,
NiABWLLEHHS  piBHA
KOH’HOroBaHoro
6inipy6iHy (3 abo
6e3  0fHOYacHOro
MiABULLEHHS  PIBHA
ANT), X0/ecTas,
renatut
(BK/IKOYaK0UM
renartouesnonspHe
YLIKOKEHHS)

Po3naau 3 60Ky LUKipK i

MIAWKIPHOT TKaHWHK

Csepbix (BKHOYaoum
HeyacTi BUNagKu
reHepasizoBaHoro
cBepobexy),
BUCUMAHHS, eKXiMO3,
LUKIPHWIA Ta
MiALWKIPHWIA
KPOBOBW/IMBW

Kponue’aHka

CuHapom
CriBeHca-[>KOHCOHa
/ TOKCUYHUIA
enigepMasibHUiM
HEKpO/i3,
DRESS-cuHapom

MopyLLEeHHs 3 60Ky OMOPHO-PYXOBOrO anapaTy, CroNyyYHo

T | KICTKOBOT TKaHWHU

Binb y KiHLiBKax A "emapTpo3 KposoBunveu y Komnapt-
M’ 5131 MEHT-CUHAPOM
BHacNigoK
KpoBOTEUi
Po3naay 3 60Ky HUPOK i CEYOBUBIAHMX LLNSXIB
YporeHitanbHi Hupkosa

KpoBoTeui
(CLOIEETR]Y
remartypito i
MeHoparitoB), Hupkosa
HefoCTaTHICTb
(BkntoyvaroUu
NiABULLEHHSA PIBHSA

HefocCTaT-HICTb/
rocTpa HMpKoBa
HefoCTaT-HICTb
BHacNigoK
KpOoBOTeUi,
CnpUYnHUNa
rinonepgy-3ito
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KpeaTuHiHY B KpOBI,
NiABULLEHHSA PIBHSA
CEeYOBWHM B KPOBI)
CucTeMHI NopyLUeHHA Ta CTaHu, NoB’s3aHi 3 MiCLieM 3aCTOCYBaHHS NiKapCbKoro 3acoby

apsukaA, MorawHe camonoyyTTs | JlokanizoBaHwui
nepugepuyHniA (BK/HOUAKOUM HE3[YXKaHHS) HabpsKA
HabpsK, 3arasibHe

MOripLLEHHS

CaMornouyTTa Ta
3HUXKEHHSA aKTUBHOCTI
(BKNtoYaroUmn
BTOM/IOBaHICTb Ta
acTeHito)
Pe3ynbTaTu aHanisis

MigBWLLEHHS PiBHSA
NakTaTAerigpo-reHasu
(NANA | NigBULLEHHS PiBHS
ninasuA, NifBULLEHHS PiBHS

aminasnA
TpaBMu, OTPYEHHS, NPOLEAYPHI YCKNaAHEHHS
lMocTnpouenypHa CyavHHa
KpoBOTEeYa rnceeao-aHeBpu3mac

(BkntoyvaroUmn
nicnsonepayinHy
aHeMito Ta KpoBOTeuy 3
paH), CMHLL, CeKpeLiis 3
paHu A

A BipsHaueHo y xogi npodinaktukm BTE y Jopocnux NaLieHTiB, SKUM NPOBOAUAM NNAHOBY OMepaLito 3 eH/0NPoTe3yBaHHs KY/bLLIOBOr0 abo KONiHHOIO Cyr/o6iB.

B Big3sHauyeHi B xogi likysaHHA TI'B, TEJIA Ta NpoghifiakTUKmM TX peLuamnBiB fK Ay>Ke YacTi Y XXIHOK MosiogLue 55 pokiB.

C BusHauanmcs sK HeyacTi npy NpoBeeHHi NpodinakTUKL aTepoTPOMBOTUYHMX SBNLL, Y NaLLiEHTIB, siki nepeHecsin TKC (nicns Yepe3LKipHOro BTpyYaHHs).

* Byno 3aCTOCOBAHO 3a3fa/erifib BU3Ha4eHWii BUOIPKOBUIA Migxia Ao 360py NoGiYHMX peakuiid. OCKiNbKX YacToTa NO6IYHMX peakLiii He 36inbLunnach Ta He 6yno ifeHTU(iKoBaHO
HOBWX NOGIYHMX peakuii gaHi gocnigxeHHs COMPASSHe 6y/10 BKIOYEHO /11 pO3paxyHKY YacToTW y faHiil Tabnuui.

IHhopMmaLLisi CTOCOBHO OKPEMMUX NOBIYHMX peaKLiiii

3 ornsgy Ha (hapmakonoriyHuii MexaHiam Aii puBapokcabaHy, 3aCcToCyBaHHA Kcapento® MOXe CynpoBOMKYBATMCA MiABULLEHHSIM PU3UKY BUHUKHEHHS
BHYTPILLHLOT ab0 BiAKPUTOI KPOBOTEYi Y BY/b-AKUX TKAHUHAX Ta opraHax, L0 MOXe NPU3BOAMTL A0 NOCTreMoparivyHoi aHemii. O3Haku, CUMMNTOMM Ta CTYMiHb
TSXKKOCTI (BKNHOYAKOUM MOXIMBUIA NETa/lbHUIA HacNifoK) BifApi3HAOTLCA 3a1eXHO Bif NoKanisauii Ta BUPaXEHOCTI KpoBoTedi Ta/abo aHemil (auB. po3gin
«[epeno3yBaHHA. JlikyBaHHSA KPOBOTEY»). Y XOAi KMIHIYHMX AOCNiIKEHb KPOBOTEYi 3i CNM30BMX 0060/0HOK (HanpuKkiag HOCOBI KPOBOTeYi, KPOBOTEYI 3 SACEH,




LL/TYHKOBO-KMLLKOBI KPOBOTeYi, KPOBOTEYi 3 OpraHiB Ce4YoCcTaTeBOl CUCTEMMW, BK/IOYAKOUM aHOMa/lbHY BariHaslbHYy KpoOBOTeYy abo MOCWIEHHA MEHCTpYyasibHOl
KPOBOTEYI) Ta aHeMisl 3yCTpiYa/IMCb YacTille Npy AOBroTPMBa/IOMY NiKyBaHHI prBapoKcabaHoOM, HiXX NMPKU NiKyBaHHI aHTaroHictamu BitamiHy K. 3Baxaroum Ha Lg,
OKPIM HaNIeXXHOr0 K/iHIYHOro CrOCTEPEXEHHS, Y BIAMOBIAHMX BUNafKax PEKOMEHAYETbCA MPOBOAUTM N1abopaTopHy MepeBipKy MOKa3HWKIB reMorniobiHy
/remaToKpuTy 3 METOHO BUAB/IEHHSA BUMAAKIB BHYTPILLUHIX KPOBOTEY A5 BU3HAYEHHS KIHIYHOT 3HAYYLLIOCTI ABHUX KPOBOTEY. PU3NK BUHWKHEHHS KPOBOTEYI MOXe
OyTV BULMM Y NEBHUX FPyN MauieHTiB, HaNpuKnag y NauieHTiB 3 HEKOHTPO/IbOBAHOK TSXKKOK apTepiasibHOK rinepTeH3ieto i/abo y nauieHTiB, SKi 0gHOYacHO
npuiiMatoTb NiKapCbKUA 3acib, AKMIA BNAMBaE Ha remoctasd (AuB. po3gin «OcOo6AMBOCTI 3aCTOCYBaHHA. PU3MK PO3BUTKY KPOBOTeY»). MoyKe MOCUIHOBATUCH
IHTEHCMBHICTb Ta/abo TpUBaNiCTb MEHCTPYaNbHMUX KpoBOTeY. [MposBamm reMopariyHuX yCKnagHeHb MOXYTb 6y Ty cnabkicTb, 6MiAiCTb, 3anamMmopOYeHHs, FONI0BHUI
6inb ab0 HabpAK He3’sicoBaHOI eTIoNOrii, AUCNHOE, LWOK HEBIAOMOI €TIONOril. Y AesKUX BUMNaAKax K HAcMifoK aHeMil cnocTepirannca Taki CMMNTOMU iLlemit
cepus, K 6i/b y rpyasax abo CTeHOKapLis.

Bynun noBifomMeHHA NPO BTOPWUHHI YCKNaAHEHHS, BIAOMI SK HACNifOK TSXXKOI KPpOBOTeYi, Taki AK KOMMapTMEHT-CMHAPOM i HMPKOBA HEAOCTaTHICTb BHAC/MIAOK
rinonepysii. ToMy nif Yyac OLiHKM CTaHy nauieHTa, AKOMY NpU3HavaroTb aHTUKOAryNAHTU, CNiJ 3BaXKYBATU PU3MK BUHUKHEHHSA KPOBOTEUI.

[NoBigOMAEHHSA NPO HeGaXKaHI NOBIYHI peakLil

MoBiAOMIEHHS NPO NiA03PtOBaHI NOGIYHI peakLil nicnsa peecTpauii NiKapcbKoro 3acoby € BaXXIMBUMKU. BOHM 103BONAOTL NPOBOAMTI 6e3nepepBHUIA MOHITOPUHT
CMiBBIAHOLLEHHA KOPUCTL/PU3NK LLIOAO NiKAPCbKOro 3aco6y. MefnyHi npayiBHUKN MOBUHHI NOBIZOMAATI NPO Oy Ab-AKi Nif03proBaHi NOGIYHI peakLii.

TepmiH NpUAATHOCTI.

3 poku.

YMoBW 36epiraHHs.

36epirat npu Temnepatypi He BuLe 30 °C y HefOCTYNHOMY A1 AiTei MicLi.

YnakoBkKa.
Mo 5 (5x1) abo 10 (10x1), a6o 100 (10x10) TabneTok y bicTepi.

KaTteropis Bignycky.
3a peuenTom.

BupobHuK.
Baiep AT

Micue3HaxomLKeHHS.
Kalizep-Binbrensm-Anee, 51368, JleBepKy3eH, HimeuunHa.



