IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

KCAPE/ITO®
(XAREL TO®)

Cknag:

Aitoya peyoBmHa: puBapokcabaH;

1 TabneTka, BKpuTa nniBKOBOK 060/I0HKOK, MICTUTL 10 MI puBapokKcabaHy;

[ONOMI>KHI PeYOBMHM: LIeNt0103a MIKPOKPUCTaNivHa, HaTPIit0 KpoCKapmesnosa, rinpomesnosa 5 cp, 1akTo3n MOHOrigpart, MarHito cteapar, HaTpito naypuncynbar,
makporon 3350, 3anisa okeug YepBoHuii (E 172), TutaHy giokewg (E 171).

JlikapcbKa thopma. TabneTku, BKPUTI NIiBKOBOK 060/I0HKOHO.
OCHOBHI (DI3VKO-XIMIYHI BNACTUBOCTI: KPYrni ABOOMYK/I TabNeTKun, BKPUTI NIIBKOBOK 060/IOHKOD, CBIT/10-4EPBOHOMO KO/MbOPY 3 TPUKYTHUKOM Ta umgpoto 10 3
0AHOro 60Ky Ta XpecToBuaHUM Hanmcom BAY ER - 3 iHLwOroO.

dapmakoTepaneBTUYHa rpyna. AHTUTPOMOOTUYHI 3aco6u. IMpami iHri6iTopn hakTopa Xa. PusapokcabaH. Kog ATX BO1A FO1.

dapmMakosoriyHi BnacTmeOCTI.
dapmakogyHamika.

MexaHi3m il
PrBapokcabaH — BUCOKOCENEKTUBHUIA NpAMUI iHFi6ITOp dakTopa Xa, Lo Mae J0CTaTHbO BMCOKY 6i04O0CTYMHICTL MpW NepopasibHOMY 3acToCyBaHHI. bloKyBaHHA

aKTMBHOCTI (hakTOpy Xa nepepuBae BHYTPILLIHINA Ta 30BHILLHIN WASXM KOArynsauinHoro kackagy, i, K HacnigoK, NPUrHivyeTbcs (hopMyBaHHS TPOMOBIHY Ta YTBOPEHHS
Tpom6y. PuBapokcabaH 6e3nocepeHb0 He NPUrHivye akKTUBHICTb TPOMOIHY (akTMBOBaHOrO (hakTopa 1) Ta He BM/IMBaE Ha TPOMOOLUTH.

PapmakoanHaMiYHi edekTn

Mpn 3acTocyBaHHI Yy Ntofeiln BigMIYEHO [0303a/1eXHe iHribyBaHHS aKTUBHOCTI (pakTopa Xa. lMpu BukopucTaHHi TecTy Neoplastin puBapokcabaH BUSIBNSE
[,0303a/IeXXHUNIA BNIMB HA NPOTPOMOGIHOBUIA Yac, L0 JOCTOBIPHO KOPEOE 3 KOHUeHTpauismu y nnasmi Kposi (r = 0,98). Mpun BUKOPUCTaHHI iHWKX TecTiB/Habopis
pesynbTat 6yfayTb iHWMMK. TToKaszaHHA npuiagy BapTo 3HIMATWU Yy CeKyHAaX, OocKifibku MHB (MiHapogHe HopmanizoBaHe BifHOLIeHHS) BifgkanibpoBaHe Ta
npoBanifoBaHe TifIbKN 415 KyMapyHIB i A0ro He MOXKHa 3aCTOCOBYBATM A1 IHLLIMX aHTUKOArynsHTIB. Y NauieHTiB, AKUM MPOBOAATbL Be/IMKI OpTONeAnNYHI BTPYYaHHS,
5/95 npoueHTUNiB Ans npoTpom6iHy (TecT Neoplastin) vepe3 2-4 rogvHu nicnsa npuiioMy TabneTku (TO6TO Nif Yac AOCArHEHHS MakKCUMa/lbHOro eqekTy)
KonmeatoTbCA Bif 13 ao 25 ¢ (BUXiAHI 3HaYeHHs [0 NpoBeAeHHS BTpyYaHHs: 12—15 c).

Y xofi KNiHiKo-(hapMakonoriyHoro AoCNiIKEHHS 3 BUBYEHHSI MPUTHIYeHHS (apMakKoAuUHaMiK1 pyuBapokcabaHy y 3[40pOBUX AOpOCAUX Ao6poBonbuiB (N = 22)
MPOBOAM/IACH OLLiHKa BMNIMBY 0gHOpa3oBux 403 (50 MO/Kr) KoHueHTpaTis npotpombiHoBoro komnsekcy (PCC) asox pisHux tunis: PCC i3 3 (pakTopis (thaktopwm 11,
IX Ta X) Ta PCC i3 4 dakrtopis (¢aktopu II, VII, IX T1a X). MNpun 3actocyBaHHi PCC i3 3 (hakTOpIiB CMOCTEPIranocs 3HWKEHHA cepefHiX 3HayeHb MY
(npoTtpomb6iHoBoro yvacy) (Neoplastin) npubansHo Ha 1,0 ¢ 3a 30 XxBWAKH, a Ha TNi PCC i3 4 hakTopiB Taki 3Ha4YeHHs 3HU3NIUCL Ha 61M3bko 3,5 ¢. HaTomicTs PCC i3
3 (hakTopiB BUABNANN MOTY>KHILLWIA Ta LWUBUALLIWIA 3arafibHUiA BNAWB HA NPUTHIYEHHS 3MiH B YTBOPEHHI €HA0reHHOro TpoMoiHy, HiXX PCC i3 4 thakTopiB (avB. po3ain
«[lepeno3yBaHHA).

TakoX puBapokcabaH [0303a/1eXXKHO 30i/bLUye aKTUBOBaHWIA 4acTKOBWUIA TpombornnacTuHoBuii yac (AYTY) i pesynbtaT HepTest, ogHak Li napameTpu He




PEKOMEHYETLCA BUKOPUCTOBYBATU NS OLIHKU (hapMaKoAMHaMiuHUX eqeKkTiB prBapokcabaHy. Y nepiof NiKyBaHHA puBapoKcabaHOM MPOBOAWUTU MOHITOPUHT
napameTpiB 3ropTaHHs KpoBi He noTpi6Ho. lMpoTe, y pasi KNiHIYHOI HeoOXiAHOCTI, piBeHb pyBapokcabaHy MOXe OyTV BMMIPAHWIA 3a AONOMOroOK KasiibpoBaHMX
KIfIbKICHUX TECTIB Ha aHTUdaKTop Xa (AMB. po3ain «PapMakoKiHETUKA).

KniHiYHa edheKTVBHICTL | 6e3neka

MpodinakTnKa BeHO3HOI Tpomboembonii (BTE) y gopocnux nauieHTiB, AKUM NPOBOASTb ONepaTUBHI BTPYYaHHs 3 eHA0NPOTE3YBaHHS KY/bLIOBOro UM KOMIHHOIO
cyrno6is

KniHiyHa nporpama po3pobKu puBapokcabaHy niaHyBasiacs 3 METOK [AeMOHCTpaLil e)eKTUBHOCTI pyvBapoKcabaHy, L0 3aCTOCOBYETLCS AN npodinaktukm BTE,
TO6TO MPOKCMMA/ILHOTO Ta AWUCTa/IbHOrO0 TPom60o3y rAn6okmx BeH (TIB) i Tpomboem6onii nereHeBoi apTepii (TE/IA) y XBOpUX, SIKUM MPOBOAATLCS BEUKI
OpTONEeAMYHI BTPYYaHHS Ha HWDKHIM KiHUiBLUI. Y pamkax nporpamu RECORD, Lo BK/OYana KOHTPObOBaHi, paHA0Mi30BaHi, MOABINHI CAiMi KNiHIYHI LOCNILKEHHS
(asmn 111, cnoctepirann noHag 9500 nauieHTiB (7050 nauieHTIB, AKUM MNPOBOAMIOCA TOTaslbHe NPOTe3yBaHHS Ky/bLIOBOro cyrnoba Ta 2531 nauieHT, SKoMy
NPOBOAN/IOCS TOTa/lbHE NPOTe3yBaHHS KONIHHOIO cyrnoba). PveapokcabaH y fo3i 10 Mr 1 pa3 Ha fo6y npusHadann sk MiHiMyM vepe3 6 roguH nicns onepauii. Mpu
LIbOMY 00 e(heKTMBHICTb NOPIBHIOBaN 3 eHOKcanapuHom 40 mr 1 pa3 Ha o0y, nepLuy f03y SKOro npusHavaau 3a 12 rogvH fo onepadii.

B ycix gocnigpxeHHsx ¢asm Il (gaue. Tabnuuto 1) puBapokcabaH A4OCTOBIPHO 3HUXXYBAB YacTOTY yCiX Bunaakis BTE (BusiBNeHOro BeHorpagivyHo abo CUMNTOMHOIO
TIB, HenetanbHOT TEJTA abo netasibHOro Hacnifgky) Ta cepiiosHnx BTE (npokcumanbHoro TIB, HeneTanibHOT TEJTA Ta neTanibHOro Hacnigky, nos’sa3aHoro 3 BTE)
— 3a3fanerifb 3ansaHoBaHMX NePBUHHUX KiHLEBMX TOUOK etheKTMBHOCTI. OKpiM TOro, y BCiX TPbOX AOC/IIKEHHAX YacToTa cumnTomHol BTE (cumnToMHoro TIB,
HenetanbHOT TEJIA Ta neTanbHOro Hacnigky, nos’s3aHoro 3 BTE) 6yna HMXYOK Y nauieHTiB rpynu puBapokcabaHy MOpiBHAHO 3 nauieHTamu, SKi OTpuMyBanu
eHokcanapviH. NepBUHHA KiHLEBa TOUKa 6e3MeKn — MacuBHiI KpoBOTeui — 6yna noAibHOK y NauieHTIB, AKi OTPMMYBaM puBapoKcabaH

10 mr Ta eHokcanapuH 40 mr.

Tabnuud 1. Pe3ynbTaTu KNiHIYHUX gocnigpkeHb ¢asm 111 cTOCOBHO edheKTUBHOCTI Ta 6e3mneku

RECORD 1 RECORD 2 RECORD 3
Monynsauia, wo 4541 nauieHT, SKUM NPOBOANIOCH 2509 naujieHTiB, AKMM NPOBOANIOCH 2531 naujieHT, SKUM NPOBOAN/IOCH
[OCNiAKY-Baach TOTa/IbHE eHA0MNPOoTe3yBaHHSA TOTa/lbHe eHoNPOTe3yBaHHA Ky/bLUOBOI0 TOTa/IbHE eHA0MPOTEe3YBaHHSA KOMIHHOMO
Ky/bLLIOBOI O CYr/106y cyrnoby cyrnoby
Jo3a Ta PuBapok-cabaH | EHokca-napuH PuBapok-cabaH | EHokca-napuH PuBapok-cabaH | EHOkca-napuH
TpWBasiCTb 10 mr 40 mr P 10 mr 40 mr 10 mr 40 mr
NiKyBaHHA nicns 1p/g 1p/g 1p/g 1p/g P 1p/g 1p/g P
onepauii 35+ 4 pHi 35+ 4 fHi 35+ 4 pHi 12 + 2 pHi 12 + 2 pHi 12 + 2 pHi
Bci Bunagku 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 %)
CepiiosHa 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 %)
CvmntomHa 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 y3aranbHeHUX pe3ysnbTatis focniLKeHb (asu 111 nigTBepAvB faHi, OTPUMaHI B XOAi OKPeMUX AOCNILXEHb 3 NMOPIBHAHHA e(DeKTUBHOCTI pyBapokcabaHy 10 mr
1 pa3 Ha fo6y Ta eHoKcanapuHy 40 Mr 1 pa3 Ha 106y, CTOCOBHO 3HVKEHHS YacToTK ycixX Bunafkis BTE, cepiio3Hux BTE Ta cumntoMHux BTE.



NikysaHus TI'B, TEJIA Ta npodinakTvika peunamnsis TIB i TEJIA

Mporpama KniHivHKUX gocnigpkeHs Kcapento® 6yna po3pobsieHa 3 METOK AeMOHCTpaLil edpekTBHOCTI Kcapento® K NikapcbKoro 3acoby A1t NepBMHHOI | TpMBanol
Tepanii roctporo TIB i TEJIA Ta nonepegykeHHs ix peLnamnsis.

Y X0Ai 4OTMPbOX PaHAOMI30BaHMX KOHTPO/IbOBAHWNX KNIHIYHUX gocnimpkeHb (a3n 11 6yno BuBYeHO noHag 12800 nauieHTiB (gocnigkeHHsa Einstein DVT, Einstein
PE, Einstein Extension Ta Einstein Choice) Ta 404aTKOBO NPOBeAEHO 3BeleHNIA aHai3 3a 3aaHMuK napameTpamu gocnifpxeHb Einstein DVT i Einstein PE. 3aranbHa
TPUBA/TICTb KOMIM/IEKCHOTO NIKYBaHHSA B YCIX JOCNILKEHHAX CTaHOBM/IA MakCUMyM 21 MicAupb.

Y pocnimkeHHi Einstein DVT BuBYanuch 3449 nauieHTiB 3 roctpum TIB 3 MeToro nikyBaHHA TI'B Ta nonepemkeHHA NOBTOPHOro po3suTKy TIB i TEJIA (nauieHTn
3 KNiHIYHUMK nposBamun TEJTA He BKAKOYaIUCA Y Le AocnifkeHHs). TpmBaniCTb /liKyBaHHA CTaHOBMNA 3, 6 1 12 micAuiB, 3a1eXKHO Bif KNIHIYHOT OLiHKM nikaps.
MpoTarom nepmnx 3 TWXHIB Tepanii 4na nikysaHHA TI'B 3acTocoByBascs puBapokcabaH y Ao3i 15 mr agiui Ha fo0y. [Micng 3aKiHYeHHs Lb0oro nepiogy nauieHTu
OTpUMYBa/IM puBapokcabaH y fo3i 20 mMr

1 pa3 Ha f00y.

Y pocnimpkeHHi Einstein PE BuBYanuch 4832 nauieHTn 3 roctporo TEJIA 3 meToto nikyBaHHA TEJIA Ta npodinaktukn peumnamsis TIB i TEJIA. Tpusanictb
NiKyBaHH$ cTaHoBMNA 3, 6 Ta 12 micAuiB, 3a/1€XKHO Bif KMIHIYHOT OLIHKK NliKaps.

[na nepBuHHOI Tepanii roctpoi TEJIA 3acTocoByBaiv puBapokcabaH y fo3i 15 mr fBidi Ha fo6y MpOTArom TpbOX TWXKHIB. [ani flikyBaHHA NPOLOBXYBaoCh
pmBapokcabaHom y fo3i 20 mr 1 pa3 Ha Jo0y.

B 060x pocnipkeHHsx, Einstein DVT Ta Einstein PE, nopiBHAMbHI peXXnMy NiKyBaHHSI CKnaganuca 3 Tepanii eHoKcanapuMHOM MPOTSAroM nNpuHaMHi 5 gHiB y
KOMOIHaL|T 3 aHTaroHictom BiTaMiHy K [0 JOCATHEHHSA TepaneBTMYHOrO gianasoHy NY/MHB (= 2,0). Jani nikyBaHHS NPOA0BXYBA/IOCh aHTAroHICTOM BiTamiHy Ky
[03i, HeOOXiAHIN Ans NiATPMMKM 3HaYeHHs MY/MHB y Mexax TepaneBTUYHOro gianasoHy 2,0-3,0.

Y pocnipxeHHi Einstein Extension sBuyanucs 1197 nauieHtis 3 TIB abo TEJ/IA 3 MeTot0 NpogifiakTMKM NOBTOPHOr0 BUHWKHEHHS TIB i TEJIA. TpuBanicTb
NiKyBaHHA [OAATKOBO CTaHOBWMA 6 abo 12 micAuiB y nawieHTiB, AKi 3aBepwnny 6 abo 12-micsayHuiA Kypc Tepanii BeHO3HOI TPOM60eMO0iT, 3a/1eXKHO Bif, KNiHIYHOT
oLiHKM Nnikaps. Jlikapcbkuii 3aci6 KcapentoO y A03i 20 Mr 1 pa3 Ha 06y NopiBHIOBaBCA 3 nnaLe6o.

Y pocnipkenHsx Einstein DVT, Einstein PE Ta Einstein Extension 3acTocoByBa/jiM OfHAaKOBi MOMepefHbO BWU3HAYeHi MEPBMHHI Ta BTOPUHHI MOKa3HUKM
e(heKTUBHOCTI. MepBMHHNM MOKa3HNMKOM e(DeKTUBHOCTI 6ynn peunamsm BTE 3 KNiHIYHUMK NposiBaMK, BU3HAYEHI IK CYKYMNHICTb NOBTOPHOro TI'B abo neTtanbHOI un
HeneTasibHoi TEJTA. BTOPUHHMI NOKa3HUK ePEKTUBHOCTI BU3HAYaBCA K CYKYMNHICTb peumamsis TIB, HenetanbHOT TEJIA Ta netaibHUX BUNaAKIB 3 YCIX NMPUYUH.

Y pocnifpkeHHi Einstein Choice BuBYanuca 3396 nauieHTiB i3 NigTBepmKeHUM cumntoMHum TIB Ta/abo TEJTA 3 MeTow npodinaktuky netanbHol TEJTA 60
HeneTaNbHOro CMMNTOMHOIO NMOBTOPHOIO BMHUKHEHHA TIB a6o TEJIA, AKi 3aBeplumnn Kypc aHTUKOarynsHTHOI Tepanii TpuBanicTio 6-12 micauis. MauieHTn 3
noKasaHHAM 18 TPUBa/IOI aHTUKOAryNAHTHOI Tepanii y TepaneBTUYHMX A03ax 6ynun BUKKOYEHI 13 AOCNILKEHHSA. TpuBasicTb NiKyBaHHA CTaHOBMMA A0 12 micAuiB
3Q/1e)KHO Bif, iHAVBIAYyanbHOI AaTV pagomisauii (MegiaHa: 351 feHb). [ito nikapcbkoro 3acoby KcapentoO y fo3i

20 mr 1 pa3 Ha foby Ta 'y fo3i 10 Mr 1 pa3 Ha fo6y nopisHioBanu i3 gieto 100 mr aueTuncaniumnoBor kuciotu 1 pas Ha fo0y.

[MepBUHHMM NOKa3HMKOM ePEKTUBHOCTI 6YB CUMMNTOMHMWIA peunans BTE, BU3HaueHM K CyKyMnHICTb MOBTOpPHOro TI'B abo netanbHOT v HeneTanbHOT TEJA.

Y pocnipkeHHi Einstein DVT (ams. Tabnuuto 2) prBapokcabaH NpogeMOHCTPYBaB He MeHLLY e(heKTUBHICTb, HiXK eHOKcanapuH/aHTaroHicT BiTamiHy K 3a nepBUHHUM
MOKa3HNKOM e(DeKTUBHOCTI

(p < 0,0001) (nOKasHWK «He MOCTYMaETbCA»); BigHOLWEHHA pu3mkie: 0,680 (0,443-1,042), p = 0,076 (NokasHWK «nepesepLlye»). CniBBIAHOLEHHA PU3MKIB 3a
rnornepesHbO 38JaHOK YMCTOKD KNiHIYHOK KOPUCTHO (MEePBUHHUI NOKa3HUK ePeKTUBHOCTI M/KOC MacuBHI KpoBoTeui) ctaHoBM0 0,67 [(95 % Al (zoBipunid iHTepsan):
0,47-0,95), HomiHanbHe 3HadeHHs p = 0,024] Ha KopucTb puBapokcabaHy. 3HaueHHss MHB 3Haxounvch B MeXax TepaneBTUYHOro fiana3oHy B cepefHboMy 60,3 %
yacy npw cepefiHiin TpuanocTi NikyBaHHA 189 aHiB Ta 55,4 %, 60,1 % i 62,8 % yacy B rpynax i3 3ansaHoBaHOK TPMBANICTIO NiKyBaHHA 3, 6 i 12 MicAliB BiANOBIAHO.
B rpyni, wWo nikyBasiacb eHoKcanapuHOM/aHTaroHicTOM BiTaMiHy K, He BiMI4YeHO YITKOT 3a/1eXKHOCTI MK PiBHEM CepeAHbOro nepiofy y TepaneBTUYHOMY [iana3oHi
(MTA) B UeHTpi (Yac NigTPMMaHHSA LiNbOBOro AianasoHy 3HavyeHs MHB 2,0-3,0) B Tepuunsx OfHaKOBOro po3mipy i yactototo peunamsis BTE (p = 0,932 gna



B3aemogii). B mexax HaiBMLLOro Tepuuilo BiAMoBIAHO [0 LEHTPY, CMiBBIAHOLIEHHS PU3MKIB y pasi npuilomy puBapokcabaHy B MOPIBHAHHI 3 BapapuHOM
ctaHosusio 0,69 (95 % Al: 0,35-1,35).

YacToTa BUHUKHEHHS SBMLL, OCHOBHOMO NMOKa3HMKa 6e3neky (MacuBHi abo KNiHIYHO 3HadyLli HEMacWBHI KpOBOTeYi) Ta BTOPUHHOIO NoKasHMKa 6e3neku (MacuBHi
KpoBoTeui) 6yna 04HaKOBOK B 060X TepaneBTUUYHUX rpymnax.

Tabnuud 2. NMokKasHUKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnimkeHHsa dasu Il Einstein DVT

Monynauis 4oCNiIKeHHS 3449 nayieHTiB 3 CUMNTOMHUM FOCTPUM TPOMOO30M ININBOKMX BEH
TepanesTn4Hi 4031 Ta TPMBANICTb KcapentoO?) EHoKcanapuH/ aHTaroHict sitaminy KP)
3, 6 a60 12 micauis 3, 6 a60 12 micauis
N=1731 N=1718
CumnToMHa peunamsytoya BTE* 36 51
(2,1 %) (3,0%)
CumnTomHa peuunamsytoda TESTA 20 18
(1,2 %) (1,0 %)
CUMNTOMHUIA peLnamnByroumnii TIB 14 28
(0,8 %) (1,6 %)
CumnTtomHi TEJTAT TIB 1 0
(0,1 %)
NetansHa TEJTA/cmepTenbHi 4 6
BUMaAKMW, KON HasBHICTb TEJIA He (0,2 %) (0,3 %)
MO>XHa BUK/THOUNTY
MacuBHa ab0 K/iHIYHO 3HadyLla 139 138
HemMacuBHa KpoBoTeya (8,1 %) (8,1 %)
MacuBHI KpoBoTeui 14 20
(0,8 %) (1,2 %)

2) PyBapokcabaH 15 Mr ABidi Ha 406y NPOTAroM 3 TVXKHIB 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 NPUtoMy eHOKCanapuHy.
* p < 0,0001 (He MeHLLIa eieKTVMBHICTb 3a MONEpPeAHbO BU3HAUYEHUM CMiBBiAHOLLEHHAM pu3iKiB 2,0); cniBBigHOLLEHHS pu3nkiB: 0,680 (0,443 — 1,042), p=0,076 («NepeBepLlye»).

Y pocnipkeHHi Einstein PE (guB. Tabnuuto 3) prBapokcabaH NPoAeMOHCTPYBaB He MeHLLY e(DeKTUBHICTb, HiXK eHOKcanapuH/ aHTaroHicT BitaMiHy K 3a nepByHHUM
MOKa3HWKOM e(PeKTMBHOCTI

[p = 0,0026 (NOKa3HMK «He NOCTYMAETbCSA»); CNiBBigHOLWEHHA pu3unKiB: 1,123 (0,749-1,684)]. CniBBigHOLUEHHS PU3KKIB 3a MoMnepeLHbO 384aH0H YMCTO KNIHIYHOK
KOPUCTHO (NEPBUHHMNIA MOKA3HNK ePEKTUBHOCTI NIKOC MAacMBHI KpoBoTeui) cTaHoBKNO 0,849 [(95 % Al: 0,633-1,139), HOMiHanbHe 3HaYeHHs p = 0,0275]. 3HaueHHS
MHB 3Haxoaun1cb B MeXax TepaneBTUYHOrO fiana3oHy B cepeaHboMy 63 % yacy nNpu cepeaHiin TpMBanocTi NikyBaHHs 215 gHiB Ta 57 %, 62 % i

65 % uacy B rpynax i3 3arnnaHoBaHO TPUBAICTIO NiKyBaHHA 3, 6 1 12 micAyiB BignosigHO. B rpyni, WO NikyBasiacb eHOKCanaprHOM/aHTaroHicToM BitamiHy K, He
BiIMIYEHO YITKOI 3a/1eXXHOCTI MiXK piBHeM cepegHboro MNT/L, B LeHTpi (Y4ac NiATPUMaHHS LiNbOBOro AianasoHy 3HavyeHs MHB 2,0-3,0) B Tepumnsx 04HaKOBOro
po3mipy i yactoToto peumameis BTE (p = 0,082 ans B3aemogii). B Mexax HaiBMLLOIO TEPLM/IO BiANOBIAHO A0 LEHTPY, CNiBBIAHOLWEHHS PU3MKIB Y pasi npuiiomy
puBapoKcabaHy B MOPIBHAHHI 3 BapdapuHom ctaHoBmsio 0,642 (95 % Al: 0,277-1,484).



UYacToTa BUHMKHEHHSA ABWLL, OCHOBHOIO MoOKa3HWKa 6e3rnekn (MacvBHi abo K/iHIYHO 3HaYVMMi HEMACKBHI KPOBOTeui) Oyfa AeLlo HVXXYOK B rpyri, WO NiKyBaiach
pmBapokcabaHom [10,3 % (249/2412)], HixX B rpyni, WO OTpMMyBasa eHOKcanapuH/aHTaroHicT BiTamiHy K [11,4% (274/2405)]. YacToTa sBMLL, BTOPUHHOIO
noKasHuKa 6e3nekn (MacuBHi KpoBOTeYi) Oyna HWMXYOK B rpyni, WO NiKyBanacb puapokcabaHoM [1,1% (26/2412)], HiXX B rpymni eHOKcanapuHy/aHTaroHicta
BiTaMiHy K [2,2 % (52/2405)] 3i cniBBigHOLWEHHAM pu3nkis 0,493 (95 % Al: 0,308-0,789).

Tabnuua 3. NMoKa3HUKKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumn gocnimkeHHs asm Il Einstein PE

Monynauis 4oCNiIKeHHS 4 832 nauieHT 3 rocTporo CMMNTOMHOK TEJTA
TepanesTn4Hi 4031 Ta TPMBANICTb KcapentoO?) EHoKcanapuH/aHTaroHict sitaminy KP)
3, 6.a60 12 micsuis 3, 6 a60 12 micauis
N =2419 N=2413

CumnToMHa peunamsytoya BTE* 50 44

(2,1 %) (1,8 %)
CumnTomHa peuunamsytoda TESTA 23 20

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

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

(<0,1 %)

NetansHa TEJTA/cmepTenbHi 11 7
BUMaAKMW, KON HasBHICTb TEJIA He (0,5 %) (0,3 %)
MO>XHa BUK/THOUNTY
MacuBHa abo KNiHIYHO 3Hauylla 249 274
HemMacuBHa KpoBoTeya (20,3 %) (11,4 %)
MacuBHI KpoBoTeui 26 52

(1,1 %) (2,2 %)

2) PyBapokcabaH 15 Mr ABidi Ha 406y NPOTAroM 3 TVXKHIB 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 NPUtoMy eHOKCanapuHy.
* p <0,0026 (He MeHLLa etheKTUBHICTb 3a MoMnepeiHLO BU3HAYeHUM CMiBBiAHOLIEHHAM pu3unkis 2,0); cniBBigHOWEHHSA pu3nkis: 1,123 (0,749-1,684).

Byno npoBeAeHO 3BefeHUIA aHani3 pe3y/bTartis focigkeHb Einstein DVT i PE 3a nonepefHb0 BU3HAYeHUMM NapaMeTpaMu (AvBs. Tabnuuio 4).

Tabnuus 4. NMokKasHUKKM eDeKTUBHOCTI Ta 6e3MeKun 3a JaHUMK 3BeIEHOr0 aHani3y pe3ynbTaTis gocnimkeHb asu |11 Einstein DVT Ta Einstein PE

Monynauis 4OCNiIKEHHS 8 281 naujieHT 3 rocTpum cumnTomMHuM TIB abo TEJTA
TepanesT4HI 1031 Ta TpUBANICTH KcapentoO?d) EHOKcanapuH/ aHTaroHict sitamiHy Kb)
3, 6 a60 12 micauis 3, 6.a60 12 micauis
N =4 150 N=4131




CuvmnToMHa peunamsytoya BTE* 86 95
(2,1 %) (2,3 %)
CumnTomHa peumnamsytoda TESTA 43 38
(1,0 %) (0,9 %)
CUMNTOMHMIA peumanByroumnin TFB 32 45
(0,8 %) (1,1 %)
CumntomHi TENAT1TIB 1 2
(<0,1%) (<0,1%)
NetansHa TEJTA/cmepTenbHi 15 13
BUMaAKKM, KONW HasBHICTb TEJTIA (0,4 %) (0,3 %)
He MOXXHa BUKNHOYNTY
MacuBHa abo KNiHIYHO 3Hauylla 388 412
HeMacuBHa KpoBoTeya (9,4 %) (10,0 %)
MacuBHI KpoBOTeui 40 72
(1,0 %) (1,7 %)

2) PuBapokcabaH 15 Mr ABidi Ha o6y NPOTAroM 3 TUXKHIB 3 HACTYMHWUM 3aCTOCYBaHHAM 031 20 MI OAWH pa3 Ha 4o6y.
b) EHokcanapyH LLoHaiiMeHLLe NpoTAroM 5 AHiB, NiCAs LibOro — aHTaroHiCT BiTaMiHy K, 3aCTOCYBaHHS IKOTO MOYMHAETLCA B NEPiof NpUiioMy eHOKCanapuHy.
* p <0,0001 (He MeHLLa e(heKTUBHICTb 3a MOMNepPeaHbO BU3HAYEHMM CMiBBiAHOLWEHHSAM pusunKiB 1,75); cniesigHoweHHs pusukis: 0,886 (0,661-1,186).

CniBBigHOLIEHHS PU3MKIB 3a NOMEpeAHbO 3aaHOK YMCTOHK K/IHIYHOK KOPUCTIO (MEPBMHHUIA MOKa3HWK eeKTUBHOCTI M/IKOC MacMBHI KPOBOTeYi) 3a AaHMMU
3BefileHoro aHanisy ctaHosuno 0,771 [(95 % Al: 0,614-0,967), HoMiHa/bHe 3HayYeHHsA p = 0,0244].

Y pocnimpkeHHi Einsten Extension (guB. Tabnuuto 5) pusapokcabaH MpPoAeMOHCTPYBaB Mnepesary Haj nnauebo CTOCOBHO MEPBUMHHUX | BTOPUHHMX MOKa3HUKIB
eheKTUBHOCTI. YacToTa ABuLLY, ro/IOBHOI0 NoKasHMKa 6e3nekn (MacuBHI KpOBOTEYi) Y naLieHTiB, WO NiKyBalncb pvBapokcabaHom B f03i 20 Mr ofMH pa3 Ha o0y,
Oyna KiflbKICHO He3HauyHO BULLOIO, HDXX Yy XBOPMX, LLIO OTpUMyBann nnauebo. Yactota BUHUKHEHHS ABWLL BTOPUHHOIO NMOKasHUKa 6e3rnekn (MacvBHI abo KiHIYHO
3HauyLLi HeMacuBHI KpoBOTeYi) 6yna BULLOIO Y MaLieHTIB, SKi OTPUMYBav puBapokcabaH B f03i 20 Mr 0ivH pa3 Ha 406y, HiX Y NawieHTiB, LU0 /liKyBaMCh Nnaue6o.

Tabnuud 5. NMoka3HUKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnimkeHHs dasu Il Einstein Extension

Monynayis gocnigKeHHs 1197 nauieHTiB, Y AKNX NPOAOBXYBa/IOCh NiKyBaHHS abo
npogifiakT1Ka peLunameiB BeHO3HOT TpoMbBoeMbonii
TepaneBTUYHI 031 Ta TPUBANICTD KcapentoO?d) Mnaue6o
6 abo 12 micsis 6 a6o 12 micsiuis
N =602 N =594
CumnTomHa peumnavsytoda BTE* 8 42
(1,3 %) (7,1 %)
CumnTomMHa peunamsytoya TEJTA 2 13
(0,3 %) (2,2 %)
CuMNTOMHWIA peunamsytounin TTB 5 31
(0,8 %) (5,2 %)




NetanbHa TEJIA/cMepTenbHi BUNaaKu, 1 1

KOMM HasfABHICTb TEJIA He MOXHa (0,2 %) (0,2 %)

BUK/TOUNTH

MacuBHi KpoBOTeui 4 0
(0,7 %) (0,0 %)

KniHi4HO 3HauyLwi HeMacuBHi 32 7

KpoBoOTeui (5,4 %) (1,2 %)

2) PuBapokcabaH 20 MI 0A1H pa3 Ha [06y.
* p < 0,0001 («nepeBepLuye»); cniBBigHOLWeHHSA pu3ukis: 0,185 (0,087-0,393).

Y pocnimpkeHHi Einsten Choice (avB. Tabnuuo 6) nikapcbKuii 3aci6 KcapentoO y fo3ax 20 Mr Ta

10 Mr NpoAeMOHCTPYBaB MepeBary Haf, aueTuncaniumioBo KMCNOTOK Y A03i 100 MI CTOCOBHO NEPBUHHMX i BTOPUHHMX MOKA3HUKIB epeKTMBHOCTI. OCHOBHWIA
NOKa3HWK 6e3nekn (MacvBHi KpoBoTedi) 6yB Mogi6HUI y MNauieHTiB, sKi OTpUMYBann Nikapcbkuii 3aci6 KcapentoO y go3i 20 mr a6o 10 Mr, MOPIiBHAHO 3
aueTuncaniumnnoBo KACNOTO Y Ao3i 100 mr.

Tabnuud 6. NMokKasHUKKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnigxkeHHs asm 11 Einstein Choice

Monynayis gocnigpKeHHs 3396 nauieHTIB 3 TPMBaIOK NPOYINAKTUKOK MOBTOPHOINO BUHNKHEHHS
1B
TepanesTU4Hi 403K KcapenTtoO 20 mr KcapentoO 10 mr ACK 100 mr
1 pa3 Ha foby 1 pa3 Ha ooty 1 pa3 Ha poby
N =1107 N = 1127 N =1131

MegiaHa TPWBAIOCTI Tepanii

: . 349[189-362] oHiB 353[190-362] fHi 350 [186-362] aHiB
[iHTepKBapTUILHWIA Aiana3oH]

CunmnToMHa peunamsytoya BTE* 17 13 50
(1,5 %)* (1,2 %)** (4,4 %)

CumnToMHa peunamsytoya TEJTA 6 6 19
(0,5 %) (0,5 %) (1,7 %)

CUMNTOMHUIA peLnamnByroumnii TIB 9 8 30
(0,8 %) (0,7 %) (2,7 %)

NeTtanbHa TENNA/CmepTenbHi

BUNAAKKN, KON HasABHICTb TEJIA He 2 0 2

' (0,2 %) (0,2 %)

MO>XXHa BUK/TIHOUNTY

CumnTtomHa peumnamsytoda BTE,

iH(DapKT MioKapay, IHCYnbT abo 19 18 56

cucTeMHa embonis nosa Mexamu (1,7 %) (1,6%) (5,0%)

LHC

MacuBHI KpoBOTeui 6 5 3

(0,5 %) (0,4 %) (0,3 %)




Monynauisa 4OCNiIKEHHS 3396 nauieHTiB 3 TPMBa/IOKD NPOINAKTMKOK NMOBTOPHOIO BUHUKHEHHS
1B

TepanesTU4Hi 403K KcapenTtoO 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

KniHiYHO  3Hauyywli  HemacuBHi 30 22 20
KpoBOTeUi (2,7 (2,0) (1,8)
CumnToMHa peunamsytoda BTE abo 23 17 53
MacuBHa KpoBOTeYa (YncTa KniHivHa N oy 0
KOPUCT) (2,1 %) (1,5 %) (4,7 %)

* p < 0,0001 («nepesepluye») KcapentoO 20 mr 1 pas Ha 406y nopisHaHO 3 ACK 100 Mmr 1 pa3 Ha 4o6y; criBBigHOLLIEHHS puaukis = 0,34 (0,20-0,59);
** n < 0,0001 («nepesepLuye») KcapentoO 10 mr 1 pa3 Ha fo6y nopiBHsHO 3 ACK 100 mr 1 pa3 Ha f06y; criBBifHOLLEHHs pusukis = 0,26 (0,14-0,47) ;
+ KcapentoO 20 mr 1 pa3 Ha 406y nopisHaHO 3 ACK 100 mr 1 pa3 Ha [406y; cniBBigHOLLEHHA pu3mKiB = 0,44 (0,27-0,71), p = 0,0009 (HOMiHasbHe);

*++ KcapentoO 10 mr 1 pa3 Ha o6y nopisHAHO 3 ACK 100 mr 1 pa3 Ha o6y; criiBBigHOLWEHHs pu3nkis = 0,32 (0,18-0,55), p < 0,0001 (HOMiHa/bHE).

HopatkoBo no pocnimpkeHb |1l dasu nporpamn EINSTEIN 6yno nposeAeHO NpPOCMEeKTMBHE HeiHTepBeHLiHe BiAKpUTE KOropTHe docnimpkeHHs (XALIA) i3
LIeHTpasi30BaHOK OLIHKOK KiHLIEBMX TOYOK, BKIOYaroun peumnamsn BTE, cepilo3Hi KpoBOTeuYi Ta neTasibHi BUMNAAKW. [Ns BMBYEHHS Ge3rnekn LOBroTpMBasioro
3aCTOCyBaHHS puBapokcabaHy y KNiHiYHI NpaKTULi Yy NOPIBHAHHI 3 TPaAMLIHOK aHTMKOArynsHTHOK Tepanieto B AOCNIAKEHHS 6yno BKAOUYeHO 5142 nauieHTn 3
roctpum TIB. Y rpyni puBapokcabaHy YacToTa Cepiio3HUX KpoBoTey cTaHoBuna 0,7 %, peunansytoydoro BTE — 1,4 %, neTanbHUX HacnigKiB 3 ycix npuymH — 0,5 %.
Y BUXIOHUX XapakTepucTMKax nNauieHTiB Oynu BiAMIHHOCTI, BKIHOYaKOUM BIK, OHKO/OFIYHI 3aXBOPHOBAHHA Ta HUPKOBY HeAOCTATHICTb. [n1s KOpUryBaHHSA
BiIMIHHOCTEN Yy BUXiIAHMX XapaKTepucTMKax by0 3aCTOCOBaHO NOMNePeAHbO 3arnaHoBaHWUI CTPaTU(iIKOBaHMIA aHani3 3a KOeqiLliEHTOM CXUIbHOCTI, ane, He3BaXXarum
Ha e, 3a/IMLLKOBE BIAXWNEHHS MOXe BNAMBATK Ha pe3ynbTaT. [pu 3acTocyBaHHI prBapokcabaHy B NMOPIBHAHHI i3 TPaAWLiHOK Teparnietd CKOPUroBaHi BiJHOLLIEHHS
PU3MKIB CEPNO3HNX KPOBOTEY, peumamBytodoro BTE Ta netanbHMX HacnifkiB 3 yCix NpMyvH CTaHoOBAATb BignosigHo 0,77 (95 % Al 0,40 1.50), 0,91 (95 % Al
0,54-1,54) Ta 0,51 (95 % A1 0,24-1,07). Lli peaynbTatny KNiHiYHiA NpakTuULi BiANOBiAat0Tb BCTAHOBNEHOMY NPOMiNt0 6e3nekn Ans 4aHOro NoKasaHHs.

MaLlieHTV 3 NO3UTUBHUMU Pe3ynbTaTaMn TECTY A8 TPbOX aHTUdochoNinigHNX aHTUTIN

PvBapokcabaH 6y/10 MOPIBHAHO i3 Bap(apMHOM Yy MauieHTIB 3 TPOMOO30M B aHamHesi 3 [iarHOCTOBaHWM aHTudgocgoninigHum cuHgpomom (APC) 3 BUCOKUM
PU3MKOM TPOMO0EMOOMIYHNX SBULY, (MO3UTUBHI pe3ynbTaTh Ans BCIX TPbOX aHTU(OCHONINIAHMX aHTUTIN: BOBYAKOBWIA aHTUKOArynsHT, aHTUKapAioniniHoBI
aHTUTING, aHTW-6eTa-2-rNiKonNpoTeiH | aHTUTING) Y paHAOMi30BaHOMY BigKPUTOMY MY/IbTULEHTPOBOMY CMIOHCOPOBAHOMY AOC/iAHUKAMU KNiHIYHOMY BUNPOOYBaHHI i3
«3aCNinieHo» OUIHKOK KiHUEBOI TO4YKW. [ocnigpkeHHs 6yno MpUNMHEHO [AOCTPOKOBO Micns BKAKOYeHHA 120 nauieHTiB BHACMIAOK 3pOCTaHHSA 4acToTu
Tpom60emM6b0NIYHMX ABUL, Y NaUieHTIB, AKi Npuiimann puBapokcabaH. CepefiHii Nepiof CNOCTEPEXXeHHS cTaHOBMB 569 AHiB, 59 nauieHTiB 6yno paHA0Mi30BaHO B
rpyny 3actocyBaHHsa pusapokcabaHy B 031 20 Mr (15 Mr Ana nauieHTIiB 3 KipeHCOM KpeaTuHiHy < 50 mn/xB) i 61 — BapdapuHy (MHB 2,0-3,0). TpoMOOTHYHI
ABuLa 6ynny 12 % nauieHTis, paHAOMI30BaHMX B Ipyny 3aCcTOCyBaHHSA pUBOPOKcabaHy (4 ileMivyHNX iHCYNbTU Ta 3 IH(apKTK MioKapaa). He 6yno 3apeecTpoBaHO
TPOMB0eMOONIYHMX SBMLL Y NalieHTIB, paHAOMi30BaHMX B rpyny 3acTocyBaHHS BapdapvHy. Benuki KpoBoTeui cnocTepiranuca y 4 nauieHTtis (7 %) rpynu
puBapokcabaHy Ta 2 nauieHTis (3 %) rpynu BapgapuHy.

3acTocyBaHHA 4iTAM

€Bponeiicbka MeAuyHa areHuia Bigknana 30608’a3aHHS CTOCOBHO MOJaHHS pe3y nbTaTiB AOCNiAKeHb i3 3acToCcyBaHHS KcapenTo® B 0fHi a60 AeKiNbKOX Nigrpynax
NpeACTaBHUKIB AUTAYOT NONYNALIT ANS NiKyBaHHA TPOM60eM601IYHNX CTaHIB.

€Bponeiicbka MeAMyHa areHuis BigMOBWMNach Bif Mpasa BMMAaraTh BMKOHaHHA 3000B’A3aHHA CTOCOBHO MOJAHHA pe3y/bTaTiB JOCNI[KEHb i3 3aCTOCYBaHHS




KcapenTto® B ycix nigrpynax npegcTtaBHUKIB AUTAYOT NONYyNAUIT 415 NiKyBaHHA TPOMO0eMOONIYHMX CTaHiB. [/1 03HAOM/IEHHS 3 IHOPMaLiEl0 NPO BUKOPUCTaHHS
NiKapCbKOro 3acoby y AiTeil AMBUCH PO3AiN «OiTu».

dapmakoKiHe TVKa.

BcMOKTYBaHHSA

PuBapokcabaH LBUAKO BCMOKTYETLCA; MakCUMasibHi KOHUEHTpauiT (Cpax) A0CATalOTHCA Yepes

2—4 rofvHKN Nicnsg NpUinoMy TabneTku.

Mpw nepopansHOMY 3aCTOCYBaHHI puBapoKcabaH Maike NOBHICTHO BCMOKTYETLCA, | MOro 6i0f40CTYNHICTb NiCNA NepopasbHOro 3aCToCyBaHHA f03u 2,5 Mr Ta 10 Mr €
B1COKOH (80—100 %) He3anexHo Bif npuinomy Ki. 3acTocyBaHHS TabneTkn pmBapokcabaHy 2,5 Mr Ta 10 Mr nig yac BXXuBaHHSA i He BnamnBae Ha AUC (nnowa nig
KPUBOIO 3a/1eXKHOCTI KOHLeHTpaLif — vac) 1a Cpgx PvBapokcabaHy. Kcapento®, Tabnetkn 2,5 mr 1a 10 Mr MOXXHa NpuiAMaT He3aeXxHOo Bif, BXWBaHHA DXi (4MB.

po3Lin «Croci6 3acTocyBaHHA Ta L03U»).

PvBapokcabaH XapakTepu3yeTbCa Maie MiHINHOK (hapMakKOKIHETUKOO 0 403K 6113bKo 15 Mr (04uH pa3 Ha fo0Y). Y BMNafKy 3aCcTOCyBaHHSA BULLMX [03 abcopbLis
puBapoKcabaHy 0O6MeXYeTbCA napameTpamy PO3YUHHOCTI, NMPU LbOMY Ha ()OHI BULLMX 03 BIAMIYAETHCA 3HVKEHHS BI0JOCTYNHOCTI Ta LUBMAKOCTI BCMOKTYBAHHS.
Lle aBuwe € 6ifbll BMpaXKEHWM MpW NPUIAOMI NiKApPCbKOro 3acoby Hartllecepue, HDK Npyv BUKOPUCTaHHI nicns DKi. dapMakKoKiHETMKa puBapoKcabaHy
XapaKTepu3yeTbCA MOMIPHOK MIHMMBICTIO; iHAMBILYa/lbHA MIHAMBICTL (BapiayiiHWin KoeilieHT) cTaHoBUTL Bif 30 % A0 40 %, 3a BUHATKOM [HA NPOBELEHHS
OrMepaTMBHOINO BTPYYaHHS Ta HACTYMHOI 0 AHSA, KO MiHAMBICTb eKCno3uLii € BUCOKOHO (70 %).

BCcMOKTYBaHHS puBapoKcabaHy 3anexxuTb Bif, MicLs BUBINIbHEHHS NiKApCbKOro 3ac06y B LLTYHKOBO-KMLLIKOBOMY TpakTi. BigsHauyaeTbes 29 % i 56 % 3HMKeHHA AUC
I Crax MPW 3acTocyBaHHI rpaHynaTa pvBapokcabaHy, 3 BMBIIbHEHHAM [it04OT PEYOBMHW B MPOKCUMa/IbHOMY BifAiNi TOHKOMO KULIKIBHWKA, Y MOPIBHAHHI 3

Tab/1eTOBAHO (HOPMOID. EKCMO3nLif 3MEHLIYETLCA LWe Ginblue Mpy BUBINbHEHHI Ail040T PEYOBMHU B AUCTa/IbHOMY BIAAiNI TOHKOrO KULWKIBHMKA UM BUCXIAHIN
4yacTUHI 06040BOT KMLWKN. HeoOXiAHO YHUKATN BBEAEHHS pvBapoKcabaHy AWCTasIbHILLIE LUMYHKA, OCKISIbKA Lie MOXKE MPW3BECTU [0 3HMXKEHHS BCMOKTYBAHHA Ta
BIZINOBIAHOr0 BMN/IMBY Ha eKCMO3uLito.

BiogocTynHicTb (AUC i Chgy) 6yna cniBctaBHOK 415 prBapokcabaHy 20 Mr Npu3HayYeHoro nepopanbHo Y BUINAAI NOAPIGHEHOT TabneTkn 3milaHol 3 A61y4YHUM
Mope Y1 BOLOHO, BBEAEHOI0 Yepes LUYHKOBMWIA 30HA, o4pasy Micns pigKor i, Ta A1g npuinomy Linoi TabneTku. BpaxoBytoun, nepefdadysaHuii, 4030-NponopLiiHuiA
(hapMaKOKiHETUYHMIA Npodisib prBapoKcabaHy, pe3ynbTaTi 4aHOro AOCNIKEHHS 3 6i0A40CTYMHOCTI, IMOBIPHO, MOXYTb CTOCYBATUCA | HMXUYMX 403 pUBapoKcabaHy.
Po3nogin

3B’A3yBaHHA 3 6iflKaMu NasMu y MOANHU € BUCOKMM | CTaHOBUTb 6/1M3bKO 92 % - 95 %, Npu LbOMY OCHOBHMM 3B’S3YHOUMM KOMMOHEHTOM € CMPOBATKOBWIA
anibOyMiH. O6’eM po3noginy — NOMipHUIA, NoKasHKK V'ss (06°eM po3noginy B piBHOBXXHOMY CTaHi) CTaHOBUTL Marixe 50 /1.

MeTab0ni3M | BUBEIEHHS 3 OPraHiamy

Maitxe 2/3 NpuAHATOT [,03U pyvBapoKcabaHy MeTaboi3yeTbCa 3 HACTYMHUM BUBELEHHSAM MOJIOBUHIN MeTabo/iTiB HAPKaMK, a iHLWOT NOM0BUHK - 3 KasioM. PewwTa (1/3)
NPUIAHATOT [O3W BUBOAUTLCA Ge3nocepeiHb0 HAPKaMN Y BUMNISLI HE3MIHEHOI Ait0UO0T PeYOBMHY i3 CeYeto NepeBaXKHO LLUIAXOM aKTUBHOT HUPKOBOI CeKpeLli.
MeTaboniam puBapokcabaHy 3abe3nedyeTbcs isopepmeHTamMu CYP3A4, CYP2J2 Ta HesaneXHuMu Bif cuctemu umtoxpomy CYP mexaHizmamu. OCHOBHVMM
AinsgHKaMu GioTpaHcdopmavii € MopdoniHoBa rpyna, Lo 3a3HaE OKMCHOr0 PO3KnafaHHA, Ta amifHi rpynu, aki nignararoTb rigponisy. Buxogaum 3 oTpumaHux in
Vvitro gaHux, puBapokcabaH € Cy6CcTpaTom TpaHCNopTHUX 6inkiB P-gp (P-rnikonpoteiH) Ta Berp (6iN10K pe3ncTEHTHOCTI 40 paKy MOMOYHOT 3a/1031).

HaliBaXX/IMBILLIOK CMOMYKOK B Na3Mi KPOBi /OAMHU € He3MiHEeHWI puBapoKcabaH, npu LbOMY 3HauHi ab0 aKTUBHI LMPKYNOKOYI MeTaboniTh He BUSB/EHI.
PvBapokcabaH, CUCTEMHWIA KNipeHC SKOro CTaHoBUTb 611M3bkKo 10 n/rof, moxe OyTW BifHECEeHUA A0 NiKapCbKMX 3ac06iB 3 HM3bKMM PiBHEM KnipeHcy. Micns
BHYTPILLUHbOBEHHOIMO 3aCTOCYBaHHA [03¥ 1 Mr nepiof HaniBBMBEAEHHSA CTaHOBUTL 6/1M3bK0 4,5 roguHn. Mpy nepopasibHOMY 3aCTOCYBaHHI BUBEAEHHA 0OMEXYETHCA
LUBUAKICTIO abcopbuii. Mpu BUBeAEHHI prBapokcabaHy 3 Mnasmu TepMiHa/ibHWUIA Nepiog HaniBBMBEAEHHS CTaHOBUTL Bif 5 A0 9 roguH y Mmonoux nauieHTis Ta Big 11
[0 13 roivH y ocib NiTHLOrO BiKY.




Ocob6nuBI rpynn XBopux

CTaTb. Y YONOBIKIB i XXIHOK K/TIHIYHO 3HauYyLLi PO3XOMKEHHS (hapMaKOKIHETUKIM He BUABNEHT (AMB. po3ain «Cnocib 3acToCyBaHHA Ta [1031»).

MauieHTV NiTHLOrOo BiKY. Y MawieHTIB NITHLOr0 BiKY KOHLEHTpaLii puBapokcabaHy y nnasmi BULLI, HDK Y MONOAUX NaLieHTIB, cepeaHe 3HayeHH AUC npnbnnsHo y
1,5 pasa nepesuLLyeE BIAMOBIAHI 3HAYEHHSA Y MOSIOAMX MaUi€HTIB, FOIOBHUM YMHOM YHACNILOK 3HMKEHOIO 3araslbHOro 1a HMPKOBOrO KnipeHcy. Hemae noTpebu B
KOpeKLUiT 403MK.

Pi3Hi Barosi kaTeropii. 3aHaATo Mana abo Benmnka maca Tinia (MeHwe 50 Kr i 6inblie 120 Kr) fvie He3Ha4YHOK MipOK0 BMNJIMBAE HA KOHLIEHTpaLiT prBapokcabaHy y
nnasmi (MeHwwe 25 %). Hemae noTpebu B KOpeKuii A03N.

Mi>XeTHiuyHi 0c061BOCTI. KNiHIYHO 3HauyLLi pO3XOMKeHHs (hapMakoKiHeTUKN (PK) Ta hapmakognHamiky (P) y nauieHTiB €eBPONeoigHOl, afpoamepnKaHCbKOT,
NaTNHOAMEPUKAHCLKOI, AMOHCHKOT ab0 KUTANCbKOT €THIYHOT NPUHANEXHOCTI He CrocTepiranuncs.

MeyviHKOBa HeOCTATHICTb. Y XBOPUX Ha LMPO3 MEeYiHKN 3 NIErKOK Ne4viHKOBOK HedocTaTHICTIO (Knac A 3a Knacudikauieto Yainnga — N°10) dapMakokiHeTMKa
puBapoKcabaHy nuile He3Ha4HO BifpisHsAnacs Bif BigNoBiAHMX MOKa3HWKIB (Y cepefHboMy 1,2-pa3oBe 36inblieHHs AUC puBapokcabaHy) y KOHTPOAbHIN rpyni
340POBUX A06POBOMLLIB. Y XBOPUX Ha LMPO3 NEYiHKK i3 CepeaHbOTXKOK NEeYiHKOBOK HeoCTaTHICTIO (Knac B 3a knacudikauieto Yainnga — M’t0) cepegHs AUC
pmBapokcabaHy 6yna 3HayHo nigsuuieHa (y 2,3 pas3a) NOPIBHAHO 3 TaKOK Y 340p0BMX A06p0oBONbLIB. AUC He3B’s3aHOT pevyoBUHM NigsuLLyBanaca y 2,6 pasa. Y umx
MawLieHTIB TAKOX 3apEECTPOBAHO 3HUXKEHHS BUBELEHHS puBapokcabaHy 3 ceyeto, MofibHe [0 TOro, WO XapakTepHe Ans MauieHTiB 3 HUPKOBOK HeLOCTaTHICTHO
MOMIPHOrO CTYMEHS.

Hemae gaHux WoA0 NauieHTIB 3 TAHXXKMM NOPYLUEHHAM QYHKLIT MEYIHKM.

MMpUrHiYeHHs aKTUBHOCTI (hakTopa Xa 0y/io BUpaXKeHe CusbHiLle (2,6-KpaTHe PO3XOKEHHS) Y MaLieHTIB i3 CePeAHbOTHKKAM NMOPYLLUEHHAM (OYHKLIT NMEYIHKA, HIXK Y
3nopoBux fobposonbliB; MY Takox (2,1-KpaTHO) NofoBXyBaBcs. MauieHTW 3 cepefHbOTSXKKMM MOPYLUEHHAM (YHKUIT MeYiHKKU 6ynn Ginbll YyTAMBUMK [0
puBapoKcabaHy, Lo Npr3BOAMM0 40 GiflbLl KPYTOI KPMBOI 3aneXXHOCTI PK/P L] Midk KoHUeHTpauieto Ta MYy,

Kcapento® npoTunokasaHuii nalieHTaMm 3 XBopo6amu MediHKK, WO CYNPOBOLKYIOTLCSA KOaryonaTieto 3 KNIHIYHO 3HAYMMUM PU3MKOM BUHWUKHEHHS KPOBOTeMI, B
TOMY YMCNi XBOPUM Ha LMpo3 nediHky Knacy B Ta C 3a knacudikauieto Yaringa — Mo (aye. po3ain «MpoTUnoKasaHHs»).

HupkoBa HefoCcTaTHICTb. BigsHauanocs 36iMbLUeHHA eKCnosuLil pyvBapokcabaHy, sike 06epHEHO MPOMOPUIAHO KOPENtoe 3i 3HMKEHHAM (YHKLUIT HUPOK, WO
BU3HaYasIn 3a K/ipeHCOM KpeaTuHiHy. B oci6 3 nerkum (KnipeHc KpeatuHiHy 50-80 MN1/XB), cepeHbOTSXKKUM (K/TIPEHC KpPeaTUHIHY

30-49 mn/xB) abo THKKUM (KNIpeHC KpeaTUHiHY 15-29 MN/XB) NOPYLUEHHAM (YHKLIT HUPOK, KOHUEHTpaUii puBapokcabaHy y nnasmi (AUC) 6ynu e 1,4, 1,5 T1a 1,6
pasza Oifbli MOPIBHAHO 3 TakKUMW Yy 3[40POBUX A06pPOBOMbLIB. BignoBigHO crocTepiranocs 36i/blUeHHS (PapMakoguHaMivyHUX edekTiB. B ocib 3 nerkum,
cepefHbOTSHXKKMM abo TSXKKMM MOPYLUEHHSAM (DYHKLUIT HUPOK 3arasibHe MPUrHiYeHHs akTWMBHOCTI (hakTopa Xa 6yno signosigHo B 1,5, 1,9 Ta 2 pa3n Ginblunm
MOPIBHAHO 3 TaKUM Y 3[40pOBUX f06poBobLiB; MY nogibHUM YMHOM 3pocTano y 1,3, 2,2 Ta 2,4 pa3a BiAnoBigHO. JaHi Woa0 NauieHTiB 3 KNipeHCOM KpeaTUHiHY <
15 mMn/XB BIACYTHI.

3 ornsay Ha BUCOKe 3B’A3yBaHHSA 3 6ilkaMu Nia3Mu, OYIiKYETbCS, L0 prBapoKcabaH He BUBOAMTLCA 3 OPraHiamy LLUISXOM fiasizy.

He pekoMeHAYEeTbCA 3aCTOCOBYBATU /TIKAPCbKMIA 3aci6 NawuieHTam i3 KipeHCOM KpeaTUHiHY

< 15 mn/xB. Kcapento® cnif 3aCTOCOBYBATU 3 06EPEXHICTIO NaLieHTaM 3 K/IPEHCOM KpeaTUHIHY

15-29 mn/xB (amB. po3ain «Oco6nMBOCTI 3aCTOCYBaHHS»).

dapmakoKiHeTUYHI faHi, BigMiYeHi Y mauieHTIB. Y nauieHTiB, AKi OTPUMYIOTb puBapokcabaH ans npodinaktmku BTE B go3i 10 mMr pa3 Ha fo6y, cepefHil
reoOMeTPMYHMIA NOKa3HWK KOHLEHTpauiT (iHTepsan NporHo3yBaHHs — 90 %) vepe3 2—4 rofuHN Ta Maidke Yepe3 24 rofMHN nicnsa 3actocyBaHHs (4ac, Lo NprMoeIn3HO
BifloOpaxKae [OCArHEHHS MaKCUMa/IbHOT Ta MiHIMa/IbHOT KOHLEHTpaLiT B NPOMiXKax MK npuinomamu fo3) ctaHosus 101 (7-273) i 14 (4-51) mkr/n, BignosigHo.
dapmakokiHe TuYHI/hapMakoaMHaMiuHi B3aeMO3B’A3kM. OuiHKa (apMakKoKiHeTUYHOro/ dapmako-gnHamivyHoro (®PK/®[) B3aEMO3B’A3KY MK KOHLEHTpaLiero
pmBapoKcabaHy B Mna3mi KpPoBi Ta AesKUMK (hapMakoAMHaMiYHUMKM KiHUEBMMM TOYKaMu (MpUrHiveHHs daktopa Xa, MY, AUTY, HepTest) npoBoannack Ha Thi
3acTOCyBaHHS BE/IMKOro AianasoHy Ao3 (5-30 Mmr agidvi Ha o6y). B3aeM03B’A30K MK KOHLEHTpaLieto prBapokcabaHy Ta aKTUMBHICTIO (dakTopa Xa Haikpalle




BM3HAYaeTbCA 3a [ONOMOrot Eqg Mogeni. oo MY — Hainbinbl AOCTOBIPHI AaHi OTPUMYHOTb LLISXOM 3aCTOCYBAHHA NiHINHOI MOAENi NepeTUHaHHA Bifpi3KiB. B

3a/1eXKHOCTI Bifj Pi3HMX peareHTIiB 41 BU3HayYeHHs MY, KyTOBUA KOe(iLlieHT MOXKe MaTu CyTTEBO BiAMiHHI 3Ha4eHHs. Mpy 3acTocyBaHHiI peareHTy Neoplastin gns
BUMiptoBaHHA MY, BuxigHmin MY ctaHoBmB 6113bKO 13 ¢, a KyToBUIA KoegilieHT — Big 3 Ao 4 ¢/(100 mkr/n). Pesynbtatv ®K/D /] aHanisiB y gocnimpkeHHax ¢as 1l Ta
I11 BignoBigann gaHum, oTpUMaHuM Y 3[0poBMX 406POBO/bLIB. Y NaLieHTIB, Ha 6a30Bi piBHI hakTopa Xa Ta MY BnavBanu XipyprivHi BTpyYaHHs, B pe3ynbTaTi Horo
BUHMWKaN BIAMIHHOCTI KYTOBOI0O KOE(ILIEHTY CNiBBIAHOLIEHHA KOHUeHTpauisa/IMY MiX nokKasHMKamm nicns onepaTMBHOIO BTPyYaHHS Ta B CTabiflbHOMY CTaHi.
AnTaumnii Bik. EDeKTUBHICTb Ta 6Ge3neka 3acTOCyBaHHS NiKapCbKOro 3acoby y AiTei Ta NigniTkiB A0 18 pokiB He BMBYanacs.

JOKNIHIYHI AaHi 3 6e3neku

ICHytOUYi AOKNIHIYHI [aHi, OTpUMaHi B Xo4i TpaguuiiHUX [OCNigpKeHb (hapMakKonoriyHol 6e3Mnekn, TOKCMYHOCTI 0A4HOPa3oBOi A03M, TEeHOTOKCMYHOCTI,
(DOTOTOKCMYHOCTI, KaHLepOreHHOr o NoTeHLiany Ta PernpoAyKTUBHOT TOKCUYHOCTI BKa3yHTb Ha BifICYTHICTb 6yAb-AKNX CeUUgiYHNX PU3NKIB ANS MHOANHN.

Y [OChifpKeHHAX TOKCWYHOCTI 6aratopasoBuX [03 CNOCTepiraiMcb egeKTn, MoB’sa3aHi, roIOBHUM YMHOM, 3 HaAMIPHO BUPaXKEHOK (apMakKoAMHaMIYHOK Aieto
pmBapokcabaHy.

He 3apeecTpoBaHO BM/IMB Ha PEPTU/ILHICTb Y CaMULLb Ta CamUiB LLYPIB. Y X04i LOCNi[KeHb Ha TBapuHaX 6y/10 BUAB/IEHO PENPOAYKTUBHY TOKCUYHICTb, NOB’A3aHy 3
(hapMaKonorivyHMM MexaHi3MOM fiT prBapokcabaHy (remoparivuHi yCKnagHeHHs).

KniHIYHI XapaKTePUCTUKWN.

lNoka3aHHA.

MpoinakTnkKa BeHO3HOI TpoMboembonii (BTE) y gopocnnx nauieHTiB, KM MPOBOAATL ONepaTUBHI BTPYYaHHSA 3 eHA0NpPoTe3yBaHHS Ky/bLLIOBOIO YN KOJTIHHOIO
Cyrnoois.

NikyBaHHA Tpom603y rnnbokmx BeH (TI'B), Tpomboembonii nereHesoi aptepii (TEJIA) i npodinaktvka peunamsy TIB ta TEJIA y pgopocnux (aue. posgin
«Oc061MBOCTI 3aCTOCYBaHHS» CTOCOBHO NaLieHTiB 3 TEJIA, 10 MatoTb HeCcTabinlbHi reMognHaMiYHi NOKa3HUKN).

IMpoTnnoKasaHHA.

MigsuLLEHa YyTAMBICTb [0 puBapoKcabaHy abo 40 AONOMIKHUX PEYOBUH NiKapCbKOro 3acoby.

KniHiYHO 3Hauyllla aKkTMBHa KPOBOTEYA.

YWKOMKEHHAA60 CTaHK, L0 CYNPOBOMLKYHOTbCA 3HAYHUM PU3MKOM PO3BUTKY KPOBOTEY, SKi MOXYTb BK/HOUYATW HasiBHI Ha JaHWi MOMEHT ab0 HeL0AaBHO BUSB/IEHI
BMPa3KW LLYHKOBO-KMLLIKOBOI O TPAKTY, 3/105KICHI HOBOYTBOPEHHS 3 BUCOKMM PU3MKOM KPOBOTEY, HEeLOAaBHO NepeHeceHy TpaBMy ros10BHOro abo CMHHOIO MO3KY,
HeLLloaBHO MepeHeceHe OnepaTMBHe BTPY4YaHHA Ha rOIOBHOMY, CMMHHOMY MO3KY 4YM 04aX, HeLlOofaBHiiAi BHYTPiLUHbOYEPENHUI KPOBOBW/MB, BUSIB/IEHE 4
Mifo3ptoBaHe BAapWMKO3HE PO3LUMPEHHS BEeH CTPaBOXOAY, apTepiOBEHO3HI Manb(opmalii, aHeBpM3MW CyauH ab0 3HayHi  BHYTPILHbLOCMIHAbHI YN
BHYTPILUHbOLEpebpasbHi CYyAMHHI aHOManii.

OfHoYaCHe 3aCTOCyBaHHA 3 OyAb-SKUMW IHWWMW aHTUKOarynsaHTamu, Hanpuknag 3 HegpakuioHOBaHWM renapuHOM, HU3bKOMOMEKYNSPHUMW TenapuHaMm
(eHoKcanapwviH, fanbTenapuH), NOXiagHUMK renapuHy (hoHZanapuHyKe), nepopasbHUMN aHTUKoarynsaHTaMmmn (BapdapuH, gabiratpaHy etekcunar, anikcabaH), OKpim
cneunmivyHNX 06CTaBUH MNepexody Ha afbTepHaTMBHY aHTMKOary/nsHTHy Tepanito (auB. po3gin «Cnocié 3actocyBaHHS Ta [03U») abo BUMAAKW, KOW
HehpakLiiOHOBaHWIA renapuH Npu3HaYvatoTb Yy [03ax, HeoOXigHUX Ans 3abe3neveHHs (DYHKLiIOHYBaHHSA BiSKPUTOro KarteTepa LEeHTPa/lbHUX BEH yu apTepiin (auB.
po3ain «B3aemogis 3 iHWNMK NiKapCbKMMK 3ac06aMm Ta iHLI BUAW B3aEMOLIN»).

3axBOPIOBaHHA NEYiHKM, L0 acoLitorTLCA 3 KOaryonaTeo Ta KAIHIYHO 3HaYyLLMM PU3MKOM PO3BUTKY KPOBOTEYI, B TOMY YMC/i LUuMpo3 nediHku knacy B 1a C (3a
Knacudikauieto Yainnga — M’t0) (ame. po3gin «PapmMakoKiHETUKA).

Bik nauieHTa 4o 18 pokis.

BariTHiCTb Ta rofyBaHHA rpyAAto (AUB. po34in «3acToCyBaHHSA y nepiog BariTHOCTI ab0 rofyBaHHA rpyALI0»).



B3aemogisi 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3aEMOSIA.

Iuri6itopn CYP3A4 1a P gp

OfHoYaCHe 3acTOCyBaHHS pvBapokcabaHy Ta KeTOKOHa30/y (400 mr 1 pa3 Ha goby) abo putoHasipy (600 mr 2 pasv Ha fo6y) Npu3BOAUIO A0 2,6-KpaTHOro/2,5-
KpaTHOro nifBuLleHHa cepefHbOi piBHoBaxKHOT AUC puBapokcabaHy Ta 1,7-KpaTHOro/1,6-kpatHoro 36inblueHHA cepefHboi Cpagx PUBapoKcabaHy, ke

CYNpPOBOKYBA/IOCA 3HAYHUM MOCUNEHHAM (hapMakoAMHaMIYHUX e(ieKTiB iKapCbKoro 3acoby, Wo MiABULLYE PU3MK KPOBOTeYi. 3BaXKatoum Ha Lie, 3aCTOCYBaHHSA
Kcapento® He pekoMeHAYeTbCA nauieHTam, fKi OTPUMYKOTb CYMYyTHE CUCTEMHE JliKyBaHHS MPOTUIPUOKOBUMMK MpenapaTaMu asofibHOi Fpynu Takumu §K
KeTOKOHa30/, iTpaKoHa30/1, BOPMKOHA30/1 Ta N03aKoHa30/1, abo iHribitopamu Bl/1-npoTeasn. Lii nikapcbki 3ac061 € NOTY>KHUMK iHri6iTopammn CY P3A4 Ta 04HOYaCHO
P-gp (auB. po3gin «OcobnmnBOCTI 3aCTOCYBaHHS).

PeyoBWHW, SKi aKTUBHO IHFIOYHOTb TiNlbKM OAMH 3i WNSXIB BUBEAEHHS puBapokcabaHy 3 opraHiamy, CYP 3A4 a6o P-gp, K O4ikyeTbCs, 30iNbLUYHOTL KOHLEHTpaLiT
puBapokcabaHy y nnasmi MeHLIOH Mipoto.

Hanpuknag, knaputpomiumH (500 Mr 2 pasn Ha fo6y), Wwo € NoTY>KHUM iHrieitopom CYP 3A4 i iHribiTtopom P-gp cepefiHbOT iIHTEHCUBHOCTI, CIPUYMHAB 1,5-KpaTHe
36iNbLIeHHA cepefHix 3HaveHb AUC Ta 1,4-kpaTHe 36inblueHHA Cqx PUBapokcabaHy. B3aemogis 3 KNapuTpoMiLMHOM IMOBIPHO HE € KiHIYHO 3HaYYLLOH /18

6iNbLIOCTI NauieHTiB, ane NOTeHLIMHO MOXe OYTY 3HaYyLLOK ANS MalieHTIB BUCOKOro pu3nKy (LLOAO 3aCTOCYBaHHSA Y NaLlieHTIB 3 HUPKOBOK HEAOCTATHICTIO [MB.
po34in «OCo6/IMBOCTI 3aCTOCYBAHHSA»).

EputpomiymH (500 mr 3 pasm Ha f06y), o nomipHo iHridye izogepmeHT CYP 3A4 i P-gp, cnpuunHsag 1,3-kpaTHe 306i/bLUEHHA CepefHIX PIBHOBXKHMX 3HAYeHb
AUC i Cyygx pvBapokcabaHy. Bsaemogis 3 epuTpoMiLMHOM AMOBIPHO He € KNiHIYHO 3HAYYLLIO Ans 6ibLIOCTi NaLieHTiB, ane NOTeHLINHO MOXe 6yTY 3HaUYLLOO

[NA NauieHTIB BUCOKOr0 PU3NKY.
Y nauieHTIiB 3 HUPKOBOK HELOCTATHICTHO JIErKOro CTYMEHs TAXKKOCTI, Ha BiAMIHY Bif NauieHTIB i3 HOPMa/ibHOK (PYHKLIEHD HUPOK, MPU 3aCTOCYBaHHI epUTPOMILNHY
(500 mr 3 pa3u Ha f06Y) BiA3Havain 1,8-kpaTHe 3pocTaHHA cepefjHboro 3HaveHHa AUC Ta 1,6-KpaTHe 36i/blueHHS Cgy PVBApOKCabaHy. Y nauieHTiB 3 HUPKOBOO

HeOCTaTHICTHO CepefHbOro CTyneHs TSHXKKOCTI Ha T/l epUTPOMILMHY crniocTepirany 36iblieHHs cepeHboro 3HadeHHs AUC prBapokcabaHy B 2 pasu i NigBULLEHHSA
Crax P1BapokcabaHy B 1,6 pa3a MopiBHAHO 3 nmaujieHTamy 6e3 nopylueHb OYHKUIT HUPOK. Brave epuTpoMILMHY € afUTUBHUM [0 SABWLL HUPKOBOI HELOCTaTHOCTI

(ams. po3gin «OcobAMBOCTI 3aCTOCYBAHHS).
dnykoHazon (400 mr 1 pa3 Ha Ao6y) BBaxaeTbca iHriGitopom CYP 3A4 cepefHbOl iHTEHCUMBHOCTI, | MOro 3aCTOCYBaHHS CAPUYMHANO 1,4-KpaTHe 36iMbLUeHHS
cepefHix 3HaueHb AUC Ta 1,3-kpatHe 36i/blueHHs Cpgx PvBapokcabaHy. B3aemogis 3 (lyKOHa30/10M MOBIPHO He € KiHIYHO 3HA4yLlol Ans 6ifbLOoCTi

nauieHTiB, ase NOTeHUiNHO MOXe BYyTW 3HaYyWol ANA NauieHTiB BUCOKOro pusuky (LOAO 3aCTOCYBaHHA MauieHTaM 3 HUPKOBOK HefOCTATHICTIO AMB. PO3Ain
«OC06/MBOCTI 3aCTOCYBAHHSA»).

3BaXkatoum Ha 06MeXXeHI KiHIYHI faHi LWoL0 APOHeLapOoHY, CNif YHUKATM OfHOYACHOr 0 MOro 3aCToCyBaHHS 3 puBapoKcabaHoM.

AHTUKOArygHTn

Micng KOMGIHOBaHOro Npu3HayveHHsi eHokcanapuHy (oAHopa3oBoi Ao3n 40 Mr) i puBapokcabaHy (04HOpa3oBOi A03u 10 mr) crnocTepiraBcsi aguTUBHUIA eqekT
BiJHOCHO MPUIHIYeHHA aKTMBHOCTI (hakTopa Xa, W0 He CynpoBOMKYBasocs A0AAaTKOBMMM 3MiHaMy NPo6 Ha 3ropTaHHa Kposi [MY (npoTpomb6iHoBMiA Yac), AYTY
(aKTVBOBaHWI YaCTKOBWIA TPOMGOMIACTUHOBUIA Yac)]. EHOkcanapuH He 3MiHIOBaB (hapMakoKiHeTUKY puBapoKcabaHy.

Uepe3 36i/bLUEHHA PU3UKY PO3BUTKY KPOBOTEY C/lif 3 OOEpeXHICTH0O CTaBUTUCA [0 OAHOYACHOrO 3aCTOCYBAHHSA 3 IHLIMMK aHTUKOarynsHtamu (4uB. po3ginu
«[poTMnoKasaHHs» Ta «OCoBMMBOCTI 3aCTOCYBaHHSA»).

HecTepoigHi npoTtu3ananibHi npenapat (HM3MM)/ iHribitopu arperatii TPOMOOLNTIB

[icns ogHOYacHOro 3acToCyBaHHA puBapokcabaHy (15 mr) Ta 500 Mr HanpPOKCeHyY KNiHIYHO pefieBaHTHOrO NOJOBXEHHS Yacy KpoBOTeui He criocTepiranocs. MpoTe B
OKpemMmnx 0Ci6 MOX/MBa 6ifibLL BUpaXKeHa (papmakoamHaMiyHa BignoBiab.

He cnocTtepiranocs KAiHIYHO 3HauyLMX (hapMakKOKiHETMYHMX abo (hapMakoAUHAaMIYHMX B3aEMOAi Npu OAHOYacCHOMY 3acTocyBaHHI Kcapento® Tta 500 mr




aueTuacaniunnoBol KUCIoTH.

He BMsiIBNEHO (DapMaKOKIHETUYHOT B3aEMOAIT MiXK puBapokcabaHoM (15 mr) i knonigorpenem (HaBaHTaxyBanbHa Ao3a — 300 Mr i3 NoAasiblUMM MPU3HAYEHHAM
NigTPUMytoYMX o3 75 Mr), ane B NiArpyni nNayieHTiB BUABNEHO peneBaHTHE 30iNbLUEHHS TPUBAIOCTI KPOBOTEMI, L0 He KOPentoBasio 3 arperauieto TpoMOoUUTIB i
piBHAMMN P-CenekTnHy abo GPIIb/ Il1l1a-peyenTopis.

HeobxigHo foTpuMyBaTucA 06epeXXHOCTI Mpu NpU3HayYeHHi puBapokcabaHy nauieHTam, sAKi OfHOYacHO 3acTocoBykTb HIM33 (BKIouakouu auetuncaniuunosy
KMCNOTY) Ta iHri6iTopm arperauii TPOM6OLMTIB, OCKINIbKM Lii iKapCbKi 3aC00M 3a3BUYaid NiABULLYIOTb PU3MK KPOBOTeY (AMB. po3ain «OcobaMBOCTI 3aCTOCYBaHHS»).
CenekTuBHI IHri6iTOpy 3BOPOTHOIO 3axonneHHst cepoToHiHY (CI33C) / iHribiTOpy 3BOPOTHOr 0 3aX0ONAEHHS CEPOTOHIHY-HOpeniHedpuHy (133CH)

AK | Npn 3aCTOCYBaHHI IHLWNX aHTUKOAryNAHTIB, MiABULLLYETLCS PU3NK PO3BUTKY KPOBOTEY Y NaLlieHTIB, fKi ogHoYacHo 3acTocoByoTb CI33C abo I133CH BHacnigok
BM/IMBY OCTaHHIX Ha TpoMo6ouuTu. Mpn 0LHOYACHOMY 3aCTOCYBaHHI 3 pMBApOKCabaHOM Y X041 KMIHIYHUX LOCNILKEeHb criocTepiranacs 6inblua KiNbKICTb KMiHIYHO
3Ha4YyLMX KPOBOTEY B YCiX rpynax Teparii.

BapdgapuH

Mpu nepexoai NauieHTiB 3 aHTaroHicTy BitamiHy K BapapuHy (MHB 2,0-3,0) Ha pnBapokcabaH

(20 mr) a6o 3 puBapokcabaHy (20 mr) Ha BaptapuH (MHB 2,0-3,0) npotpom6iHoBuin yac Ta MHB (TecT Neoplastin) 36inbwwyBanmcs 6inbll AK aaUTUBHO
(Big3Havanucs okpemi 3HadyeHHss MHB 1o 12), y Toit yac sk BB Ha AYTY, iHribyBaHHs akTUBHOCTI (hakTopa Xa Ta eHAoreHHWin TpombiHOBKIA noTeHuian (ETM)
6ynv aUTUBHUMMW.

AKLL0 6axaHOo MepeBipUTU hapmakoAMHaMIYHI e(eKT! puBapokcabaHy nif yYac nepiogy nepexogy, MOXyTb 6YTW BMKOPUCTAHI TECTW HAa BU3HAYEHHS aKTUBHOCTI
aHTn-Xa, PiICT i HepTest, ocKinbku BapdapuH He BrMBaE Ha pe3ynbTaTh UMX TecTiB. INoyunHatoum 3 4 nobu nicns BigMiHM BapgapyHy i B NOAasbLLIOMY BCi TECTU
(Bkntovatoum MT, AUTY, iHribyBaHHs akTUBHOCTI (akTopa XaTa ETI1) Bigo6paxatoTb nnLle eheKT puBapoKcabaHy.

Ao GakaHo nepesipuTK (hapmakogMHaMIYHI edeKTV BapdapuHy nif Yac nepiogy nepexody, MOXHa BUKopucTaTu BuU3HaueHHs MHB npu gocarHeHHi Cmin

puBapokcabaHy (4epes 24 roguHu nicns Npuinomy nonepesHLOT J03M prBapoKcabaHy), OCKINIbKM Y Lieii MOMEHT puBapoKcabaH HaliMeHLUE Br/MBaE Ha pPe3ynbTaTy
Tecty MHB.

Mix BaphapMHOM Ta prBapoKcabaHOM He Bi3HaYeHO (PapMaKOKiHETUYHOT B3aEMOLT.

IHaykTopu CY P3A4

O[fiHOoYacHe 3aCTOCyBaHHS puBapokcabaHy Ta pudamMniynHy, Wwo € cunbHuM iHgyktopom CY P 3A4 i P-gp, npn3soanno 4o npu6am3Ho 50 % 3HMKEHHS cepefHboT
AUC puBapokcabaHy Ta napasesibHOro 3MeHLUeHHs oro (hapMakogmHamivyHnx edekTiB. OgHoYacHe 3aCTOCYBaHHS puBapokcabaHy 3 iHLWWMK CUNbHOLIKOUUMM
iHaykTopamn CYP3A4 (Hanpuknag (eHiToiHOM, kapbamaseniHom, heHob6ap6iTaioM abo 3acobamMm Ha OCHOBI 3BipOO0KD) TaKOX MOXE CMPUYMHUTU 3HVKEHHS
KOHLeHTpaLin pmBapokcabaHy y nniasmi Kposi. TOMy Cniff YHUKaTX OAHOYACHOTO MPU3HAYEeHHS 3 JIIKAPCbKUM 3ac060M MOTY>XHUX iHAYKTOpiB CY P3A4, okpim
BUMaAKIB, KON 3a6e3neyeHo peTeNlbHWIA Harfisif 3a NawieHTOM 3 METOHO BUSIB/IEHHS 03HaK Ta CMMNTOMIB TPOM6O03Y.

IHWI niKapcbKi 3ac06M CynyTHLOI Tepanii

He Bifg3Hauyanocs KniHiYHO 3Ha4vyLMX (hapMakKoKiHETUYHNX abo (hapMaKoAMHaMIYHKUX B3aEMOAIN Npy OAHOYAaCHOMY 3aCTOCYBaHHI pvBapoKcabaHy 3 Mifa30/1aMoMm
(cybcTpat CY 3A4), aurokcuHom (cyéctpart P-gp), atopeactatHom (cybcTpaTt CY P3A4 Ta P-gp) abo omenpasonom (iHri6iTop NpoTOHHOI noMnu). PuBapokcabaH He
NPUrHIYYE i He IHAYKYE Byab-aKi BaxnuBi i3othopmu umToxpomy CY P, Taki gk CY P3A4.

He Bif3Ha4eHo 6yab-AKMX KNiHIYHO 3HAYYLLMX B3aEMOAIN 3 Keto (AMB. po3ain «Cnocib 3acTOCyBaHHA Ta J03W»).

Bnsive Ha nabopaTopHi napameTpu

Bnnue Ha nokasHuKK 3ropTaHHa Kposi (MY, AYTY, HepTest) € nepeabdayyBaHuin, 3 ypaxyBaHHAM MexaHi3My il puBapokcabaHy (AvB. po3fin «PapmakonoriyHi
B/TACTMBOCTI»).

Oco6MMBOCT i 3aCTOCYBAHHS.



Brnpogosx nepiofy NikyBaHHS PEKOMEHAYETLCS 34iMCHIOBATM KNiHIYHWIA HAarnsg, Wo BigNoBiAae NPaKTULL 3aCTOCyBaHHS aHTUKOAry nsHTIB.

PV3MK PO3BMTKY KpPOBOTEY

AK | NpyU 3aCTOCYBaHHI IHLWMX aHTUKOAryNsHTIB, NaLieHTn, AKi NpUiMaloTb NikapcbKuii 3aci6 KcapentoO, noBWHHI nepebysaTy Mif peTenbHUM Harnsgom ans
BUSABNEHHS 03HAK KPOBOTEYi. PEKOMEHAYETLCS 3 006ePeXHICTIO 3aCTOCOBYBATY /TIKAPCbKMIA 3aCi6 NPU 3aXBOPHOBAHHSX, LLO CYMNPOBOLXKYHOTHCA MiABULLEHUM PU3NKOM
PO3BMTKY KPOBOTEY. Y pasi Cepiio3HOi KpOBOTEui 3aCTOCYBaHHA NiKapcbKoro 3acoby KcapentoO NpunuHATL (AUB. po3ain «lepefo3yBaHHA»).

Y KNIHIYHKX JOCNiIKEeHHAX KPOBOTEYI 3i CNIM30BMX 0060/10HOK (HanpuKnag, HOCOBI KPOBOTEUi, KPOBOTEUI 3 SICEH, LUTYHKOBO-KMLLIKOBI KPOBOTEYI, KpOBOTEUi 3 OpraHiB
CeyocTaTeBoi CUCTEMM, BK/IHOYAKOUM aHOMalbHY BariHa/bHy KpOBOTeYy abo MOCWNIEeHHS MEHCTPYaslbHOI KPOBOTeYi) Ta aHeMis 3yCTpidanuMcb 4acTiwe Ha Thi
[OBroTpMBasoi Tepanii pvBapokcabaHOM, HiXK NpwW NiKyBaHHI aHTaroHicTamy BiTaMmiHy K. 3Bakarouu Ha ue, [0AATKOBO A0 HAaMEXHOro KNiHIYHOro Harnsgy y
BIAMNOBIAHMX BUMaAKax [AOLiNbHO NPOBOANTY NabopaTopHY MePeBipKY MOKa3HUKIB reMornobiHy/reMaTokpuTy 3 MeTOK BUSIBIEHHA BUMAAKIB BHYTPILLHIX KPOBOTEY
[N19 BU3HAYEHHS K/TIHIYHOT 3HaYYLLOCTI ABHUX KPOBOTEY.

MeBHi KaTeropii NaLieHTIB, K 3a3HA4YEHO HIKYe, MatoTb NiABULLEHWI PU3MK PO3BMTKY KPOBOTeYi. Taki nawieHTy nicns novaTky ikyBaHHA MOBMHHI NepebyBaTy nig
PETENbHUM HarnsagoM AN BUSABEHHS CUMMTOMIB remopariyHux YCKnafHeHb i aHeMit (amB. po3ain «IMobiuHi peakuii»). [Ans nauieHTIB, SKi OTPUMYHOTb NiKapCbKUin
3aci6 KcapentoO ans npodinaktukn BTE nicns onepaTMBHOrO BTPYYaHHSA 3 €HAONPOTE3YBaHHA KY/IbLLIOBOTO Yl KOMIHHOIO CYrno6is, PEKOMEHAYIOTLCA PerynapHi
MeAMYHI OrNsaun, peTenibHe CNOCTEPEXEHHS 3a APeHYBaHHAM XipypriuyHmX paH Ta nepiofMYHUn KOHTPO/b PiBHSA reMOrn06iHy.

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

HesBaxxatouu Ha Te, WO NiKyBaHHSA puBapoKcabaHOM He BMMAarae NpoBefeHHs CTaH4APTHOr0 MOHITOPUHIY MOro eKCno3uuii, BU3HaYeHHS PiBHA prBapokcabaHy 3a
[OMOMOrol0 BifKa/libpoBaHMX KifIbKICHUX aHTU-(PakTop Xa TecTiB MOXe BUABUTUCA KOPUCHUM Y BUHATKOBUX CUTyauifiX, KOMM BIZOMOCTI NP0 eKCno3uLito
puBapokcabaHy 34aTHi BM/IMHYTW Ha MPUAHATTA KNIHIYHUX pilleHb, 30Kpema Npu nepefo3yBaHHi Ta EKCTPeHMX XipypriyHuxX BTPY4YaHHSX (4OMB. po3gin
«®apmaKo/orivyHi BNacTUBOCTI»).

HunpKoBa HEAOCTATHICTb

Y NauieHTiB 3 TAXKKOK HUPKOBOK HeAOCTaTHICTIO (KNipeHC KpeaTuHiHY < 30 MN/XB) KOHLIEHTpaLis puBapokcabaHy y nnia3mMi KpoBi MOXe CyTTEBO MifsumLLyBaTucs (B
cepefHbOMyY Y 1,6 pasa), Wo MOXe NPrU3BeCT 40 NiABULLEHOIO PU3MKY KPOBOTEYI.

Cnip, 3 06epexHICTO 3acTocoByBatn KcapenTo® nauieHTam 3 KNipeHCoM KpeaTuHIHY 15-29 mi/xB.

He pekomeHAyeTbCA 3aCTOCOBYBaTM JliKaPCbKWA 3aci6 nNauieHTam i3 KNipeHCOM KpeaTuHiHY < 15 mn/xB (auB. po3gdinnm «Cnocib 3acTocyBaHHA Ta [03W»,
«®PapMaKooriyHi BNacTMBOCTI»).

Kcapento® HeobXigHO 3aCTOCOBYBATH 3 06EPEXKHICTIO MaLieHTaM 3 HUPKOBOK HeJOCTATHICTIO CepefiHbOro CTYMeHs TSHXKKOCTI (KipeHe KpeaTuHiHY 30-49 m/XB), SKi
CYNyTHbO 3aCTOCOBYHOTb NiKapCbKi 3ac06M, WO NPU3BOAATL 40 NiABULLEHHS KOHLIEHTpauii puBapokcabaHy y nniasMi KpoBi (AWB. po3fin «B3aemopgis 3 iHLWMMK
NiKapcbK1MM 3acobamu Ta iHLLi BUAMN B3aEMOAI»).

B3aemogis 3 iHLUMMUW NiKapCbKNUMUK 3ac06amu

He pekomeHAyeTbCca 3acTocyBaHHSi KcapenTo® nauieHTam, fIKi OTPUMYKOTb CYMYTHE CUCTEMHE NiKyBaHHA MNPOTUIPUOKOBMMUW MNpenapatamy asosfibHOT rpynu
(Hanpvknag KeToKOHa30/10M, iTPaKOHa30/10M, BOPMKOHA30/10M i M0O3aKOHa30/10M) abo iHribiTopamu BlJ1-npoTeasn (Hanpuknag puTtoHasipom). Lli npenapatv €
NOTYXXHUMM iHriGiTopamn ofHo4acHo i3odepmeHTiB CYP 3A4 Ta P-gp, TOMy BOHM MOXYTb MifBWLLYBaTN KOHLEHTpaLil prBapokcabaHy y nnasmi Ao KNiHIYHO
3HaJyLloro pieHa (B cepefHbOMY Yy 2,6 pasa), WO MOXe NPU3BOAUTM O MIABULLEHHA PU3UKY BMHUKHEHHA KpPOBOTedi (AMB. po3ain «B3aemogif 3 IHLWMMU
NiKapcbK1MM 3aco6amu Ta iHLLI BUAMN B3aEMOAI»).

HeobxigHo OyTV 0bGepexXHMMW npu MNpu3HayYeHHi pyBapokcabaHy nauieHTam, fKi 3aCTOCOBYIOTb NiKapCbKi 3acobu, WO BM/MBAKOTL Ha reMocTas, Hanpukiaj
HecTepoiAHI nNpoTu3ananbHi 3acobu (HIM33), auetuacaniumnoBy KUCIOTY Ta IHFIGITOpW arperayii TpOMOOUMTIB, a00 CeIEKTUBHI IHTI6ITOPY 3BOPOTHOIO 3aXO0MN/IEHHSA
cepoToHiHy (CI33C) Ta iHribiTopu 3BOPOTHOrO 3axOM/eHHA CepoTOHIHY-HopeniHepuHy (I33CH). AKWO ICHYE PU3NK PO3BUTKY BUPA3KOBOI XBOPOOU
LLNYHKOBO-KMLUKOBOrO TPaKTy, CNif PO3rnsHYTW MUTaHHA NPO NPOBEAEHHS BIAMNOBIAHONO NPOgiNakTUYHOro NikyBaHHA (AMB. po3ain «B3aemopis 3 iHWUMMK




NiKapcbK1MM 3aco6amu Ta iHLLI BUAN B3aEMOAI»).

IHLLI (haKTOPW pU3NKY PO3BUTKY KPOBOTEY

AK i iHWi aHTUTPOMOOTUYHI NikapcbKi 3acobu, pyuBapokcabaH HeobOXigHO 3aCTOCOBYBATU 3 0OEPEXHICTIO MauieHTam 3 NiABULLEHUM PUSMKOM KPOBOTEYi, y TOMY

4nci NPV HasiBHOCTI:

. BPOKEeHOT ab0o HabyTOT NaToNorii 3ropTaHHA KPOBI;

. HEKOHTPO/IbOBaHOI TSXKKOT apTepiaibHOT MinepTeHsit;

. iHLLIOrO LUYHKOBO-KMLLIKOBOIO 3aXBOPtOBaHHS 6€3 BMPa30K B aKTMBHIl CTagii, L0 MOXe NOTEeHLiiHO NPU3BOAUTY A0 remopariyHnx ycknagHeHb (Hanpuknag,
3anasibHe 3aXBOPHOBAHHS KULLEYHWKY, e30(ariT, racTpuT Ta ractpoesodareasibHa pe)itoKCHa XBopo6a);

. CYAVMHHOI PeTUHOMATIT;

. OpoHX0eKTa3y abo NereHeBOi KPOBOTEYUI B aHaMHE3I.

MawieHTn 3i WTYYHUMM KnanaHamm cepus

PuBapokcabaH He c/ij 3aCcTOCOBYBaTV AN TPOMOOMPOKiNaKTUKM naujieHTiam, AKi Helwo4aBHO NepeHecn TpaHCcKaTeTepHy 3aMiHy aopTasibHoro knanaHa (T3AK).

besneka Ta ehekTMBHICTb KcapenTo® He BMBYAINCL Y MAUEHTIB 31 WTYYHUMU CEpLEBUMU KnanaHamu, TOMY BIACYTHI faHi, aKi NigTBepLXKYOTh, Wo Kcapento®

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

XipypriyHi BTpYYaHHs NPy Nepenomax CTerHa

PuBapokcabaH He B1UBYaIM Y X0 IHTEPBEHLINHNX KNIHIYHUX AOCAIAKEHb 3 YUaCTHO NalieHTiB NiCns onepaTUBHOIO BTPYYaHHS 3 MPUBOAY NepesioMy CTerHa.

MauieHTn 3 aHTugoctoninigHMM CUHAPOMOM

He pekomeHAYeTbCA 3aCTOCYBaHHA MPAMUX MEPOpPasibHUX aHTUKOAry/saHTIB, BKIOYAOUM prBapokcabaH, nauieHTam i3 TpPOMO030M B aHaMHe3i 3 [iarHOCTOBaHUM

aHTuocgoninifHUM cUHAPOMOM. 30Kpema, Y NauieHTiB, AKi MatoTb MIATBEPIKEHI MO3UTUBHI pesynbTaty TecTy ANA BCIX TPbOX aHTUMOCHONIMIZHUX aHTUTIN

(BOBYAKOBWI aHTUKOATY/IIHT, aHTUKAPAIONiMiHOBI aHTUTING, aHTW-6eTa-2-rNiKoNpoTeiH | aHTUTING), Tepanis NPSAMUMU NePopPasbHAMMN aHTUKOAry1siHTaMn MoXKe 6y Tu

noB’s3aHa i3 MigBULLEHHAM PU3NKY MNOBTOPHMX TPOMOOTUYHMX SBUILL, Y MOPIBHSAHHI i3 TaKMMK Npuv Tepanii aHTaroHictamu BitamiHy K.

MauieHTn 3 TEJIA Ta HeCTabifIbHUMK TeMoANHaMIYHUMIM NapaMeTpamMuy abo XBOpi, AKMM He0OXigHWIA TPOMOONI3UC UM lereHeBa EMO0NIEKTOMIS

He pekoMeHAyeTbCA 3aCTOCOBYBATU MiKApCbKMl 3aci6 KcapenTo® K anbTepHaTMBY HedpakLioHOBaHOMY remapuvHy ANs MauieHTiB 3 SIEreHeBOK eMOONiErD, SKi

MatoTb HeCTabiflbHi remoAMHaMiyHi napameTpn abo MOXYTb MPOXOAMTY MPOLeaypYy TPOMOOI3NCY UK NereHeBOT eMOOEKTOMIT, OCKINIbKN 6e3neKy Ta eheKTUBHICTb

NikapcbKoro 3acoby Kcapento® y Lnx KNiHIYHUX CUTYaLiiX He BCTaHOB/IEHO.

CnnHHOMO3KO0Ba (enigypanbHa/CriHa/ibHA) aHecTe3is abo MyHKLis

Mpy HeiipoakcianbHil aHecTesil (enigypanbHiin/crniHanbHiA aHecTesil) abo BMKOHaHHI cniHanbHOI/enigypanbHOT NYHKUIT ICHYE PU3MK PO3BUTKY enifypanbHol abo

CMWHHOMO3KOBOI remaToMu, WO MOXe MPUBECTM A0 TPMBAJIOr0 YM HEOOOPOTHOro napanivy, y nauieHTiB, AKi 3aCTOCOBYHOTb aHTUTPOMOOTUYHI 3acobu Ans

NPOMiNaKTUKN TPOMOOEMBOIYHNX YCKNaAHEHD.

PU3MK LUMX YCKNnafHeHb NiABULLYETLCA MPY BUKOPUCTAHHI MOCTIMHUX enifypanbHUX KaTeTepiB abo CynyTHbOMY 3aCTOCYBaHHI NiKapCbKUX, WO BMAMBaKOTb Ha

remocrtas. TpaBmaTnyHa abo MOBTOPHA enigypasibHa abo CNMHHOMO3KOBA MYHKLT TaKOX MOXYTb CMIPUATA MIABULLEHHIO PUSNKY BKa3aHWX YCKNafHeHb. MMauieHTu

MOBWHHI NepebyBaTK Nif CNOCTEPEXEHHAM A8 BUSABMEHHS 03HaK ab0 CMMNTOMIB HEBPOMOTiYHNX Po3nadiB (HanpuKnag OHIMIHHA abo Big4yTTa CNabKoCTi y Horax,

ONCHYHKLIT KULLEYHNKY 860 CeYoBOro Mixypa). Mpv BUSABEHHI HEBPOOTiYHOMO AedhilunTy HeoOXiAHI TepMIHOBA AiarHOCTMKA Ta NiKyBaHHS. JTikap NOBMHEH OLHUTY

MOTEHUIHY KOPUCTb | PU3NK Mepes MNPOBEAEHHAM TaKoro BTPYyYaHHA Y MauieHTiB, fKi 3aCTOCOBYKOTb aHTMKOArynsHTU abo roTyrTbCA A0 3aCTOCYBaHHA

aHTMKOArynsHTIiB 3 METOH MPOGiNAKTUKN TPOM6OO03Y .

[Nsi 3HKEHHS! NOTEHLIHOIO PU3NKY KPOBOTEYI acoLiiioBaHOl i3 OfHOYACHUM 3aCTOCYBaHHAM pyBapokcabaHy Ta CMMHHOMO3KOBOHK (enigypanbHOK/CNiHaIbHO)

aHecTe3iet0 abo NyHKL e HeoOXifHO 6paTy fO yBary papmMakoKiHETUYHWIA Npoinb prBapokcabaHy. BcTaHOBNEHHA ab0 BUyYeHHS enifypasibHOro Karetepa abo

NOM6a/ILHOT MYHKLIT HaliKpaLlle MPOBOAUTU, KON OUIKYETLCA CNabKuiA aHTUKoarynauiiHniA epekT prBapokcabaHy (4uB. po3gain «PapmMakoKiHETUUHI BACTUBOCTI»).




EnigypasibHuiA KaTeTep BulyYaTu He paHille HiXK Yepe3 18 rofguH nicns npusHavyeHHs OCTaHHLOI [03M puBapokcabaHy. PuBapokcabaH He npuiiMati NMPOTArom
nepLunx 6 roguH nicnsg BUNyYeHHs enifypasbHOro KareTepa.

Y BMNagKy TpaBMaTUYHOT MYHKUiT NpU3HaYeHHs prBapokcabaHy BapTo BifKNacTN Ha 24 ro4UHN.

PekomeHaLlii WOA0 A03YBaHHA /TIKAPCbKOro 3acoby 10 Ta nicas iHBa3sWBHMX MPOLEeayp i XipypriyHoro BTpyYaHHS (IHLWNX, HiXK eHA0NPOTe3yBaHHA KY/bLLIOBOr0 Yu

KONIHHOI 0 Cyrnoo6iB)

Y pa3i HeoOXIAHOCTI IHBa3MBHUX NpoLeayp abo XipypriyHmMx BTPyYaHb 3acTocyBaHHA Kcapento®

10 mr cniig NPUNUHATK K MIHIMYM 3a 24 roAUHW [0 NOYaTKY BTPYYaHHSA, AKLLO Lie MOX/MBO, Ta Ha OCHOBI K/iHIYHOMO piLleHHs Nikaps. AKLL0 NpoLeaypy He MOXHa
BIAKNACTW, CNif OUIHUTM HasABHICTb NiABULLEHOIO PU3MKY BUHUKHEHHS KPOBOTEYI | TEPMIHOBICTb BTPYYaHHS.

3acTtocyBaHHA Kcapento® noTpibHO BIZHOBMTK MICNA MPOBEAEHHSA IHBA3WBHOI Npouefypn abo XipypriyHoro BTPYYaHHS TaK LUBWAKO, AK TifIbKM [LOCATHYTO
afIeKBaTHON0 remMocTasy, Ta AKLIO 3aCTOCYBaHHSI NiKapCbKOro 3acoby [03BOMSE KAiHIYHA CUTyauis B LIIOMY, WO BCTAHOBMEHO fikKapem (AWB. po3ain
«DapPMaKOKIHETUKA).

MaLieHTV NiTHLOr O BiKY

Pu131K po3BMTKY KPOBOTeY 36i/bLLYETHCA 3 BIKOM (AMB. po3AiNn «PapMakKOKIHETMKA).

JepMaTonoriyHi peakuii

Cepino3Hi WKipHI peakuiT, BKAOYaoun cuHapoM CTiBeHca — [DKOHCOHa / TOKCUYHWIA enigepMasibHMiAn Hekponi3 Ta DRESS-cuHapom (peakLiis Ha nikapcbKuid 3aci6 3
€03NHOMINIED Ta CUCTEMHMMU CUMMATOMaMK), Y 3B’S3KY i3 3aCTOCYBaHHSIM pyBapoKcabaHy 3apeecTpoBaHO Yy nicnspeecTpauiiHnii nepiof (AvB. po3ain «lMobiyHi
peakLii»). PU3MK LMX peakuiil y nauieHTiB, MMOBIPHO, € HaWBULLMM Ha MoyaTKy Tepanii: nosiBa peakuiil y GifbLIOCTI BUMAAKIB BigbyBasacs NpoTAroM nepLumx
TWXKHIB NiKyBaHHA. pn nepwmx nposisax THKKUX LWKIPHUX BUCUNIB (Hanpuknag, reHepanisauis, iHTeHcUikalis Ta/abo yTBOpPeHHS MyxumpiB) abo npu nossi
Oy b-AKMNX IHLIMX O3HAK TinepyyT/IMBOCTI Y NOELHAHHI 3 YPAXKEHHAM C/IM30BOT 000/I0HKM CAif, MPUMMHUTI 3aCTOCYBaHHSA pyBapoKcabaHy.

IHhopmaLLisi NPo AOMNOMIXKHI PEYOBUHM

Kcapento® MicTUTb NnakTo3y. MNauieHTam 3 pigKiCHUMKU CNafKOBMMMW 3aXBOPHOBAHHAMM, L0 CYMNPOBOLKYHOTHCA HEMEPEHOCUMICTIO ralakTo3n, AediunToM flakTasu
Nanna Ta manbabcopbLLieto rNIOKO3N-ranakTo3u, He Cif 3aCTOCOBYBATY Liel /TiIKapCbKuin 3acio.

3acTocyBaHHA y nepiof, BariTHOCTI abo rogysaHHs rpyaato.

BariTHicTb. EheKkTUBHICTb Ta 6e3neka npu 3acTocysaHHI Kcapento® BariTHAMM XiHKaMun He B1BYasiacs.

Pe3ynbTaTv fOCNiAKeHb Ha TBapUHAX BKa3yOTb HA PENPOLYKTUBHY TOKCUYHICTL (AMB. po3ain «PapmMakonoriyHi BlacTMBOCTI»). Yepes NOTeHUiHY penpoayKTUBHY
TOKCUYHICTb, 3HAYHWIA PU3MK KPOBOTEY Ta MNPOXOMPKEHHS puBapokcabaHy uepe3 nnaueHTapHWin 6ap’ep 3acTocyBaHHA KcapenTo® y nepiof BariTHOCTI
npoTunokasaHe (AvB. po3Lin «1pOTUNOKA3aHHS).

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

oayBaHHA rpyaaro. EdekTrBHICTL Ta 6e3neka npv 3actocyBaHHI Kcapento® xiHkamu y nepiof rofysaHHs rpyALro He BUBYaUCA. Y XO4iI LOCNIIKEHb Ha TBApUHaX
BCTaHOB/EHO, L0 pMBapoKcabaH BUAINAETLCA 3 FPYAHUM MOIOKOM. BignosigHo, Kcapento® npoTunokasaHuii 40 3aCTOCYBaHHA y Nepiof rogyBaHHsA rpyaato (ave.
po3ain «poTmunokasaHHsa»). Heo6XigHO NPUAHATA PilLeHHS CTOCOBHO MPUMUHEHHS FOAYBaHHSA Fpy a0 abo NPUNUHEHHA/YTPUMaHHA Big Tepanii.

PepTunbHicTb. CneuianbHi 4OCNIAKEHHS 3 OLIHKW BNIMBY pvBapoKcabaHy Ha (DepTU/bHICTb /IOANHM He NPOBOANNCE. Y XO4i 4OCNIAKEeHHSA (PePTUNLHOCTI caMuiB i
caMuUb LLYpiB He Y10 BUSBNEHO XOLHOI 0 BIJIMBY (AMB. po34in «PapmMaKosoriyHi BlaCTUBOCTI»).

30aTHICTb BNMBATM Ha LWBMAKICTb pPeaku i’ Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHWMMK MexaHi3MaMu.
Kcapento® nposBisie He3HauYHWUIA BNIUB Ha 3[aTHICTb KepyBaTy aBTOTPAHCNOPTOM abo iHWMMY MexaHisMamu. MNoBigomnsany Npo nobivHi peakuii, Taki AK BUNALKM
CMHKONa/IbHOTO CTaHy (4acToTa: HeyacTo) abo 3anamopoyeHHs (YacToTa: 4acTo) (AMB. po3ain «obiuHI peakuii»).



MauieHTaMm, y AKUX Bif3HA4arOTLCA MOBIYHI peakLil Takoro TUny, He Cij KepyBaTy aBTOMO6I/IeM ab0 npawkoBaTty 3 IHLLNMK MexaHi3Mamu.

Cnoci6 3acTocyBaHHs Ta [03W.
Jo3yBaHHS
MpodinakTnKa BeHO3HOI Tpomboembonii (BTE) y gopocnux nauieHTiB, AKUM NPOBOASTb ONepaTUBHI BTPYYaHHs 3 eHA0NPOTE3YBaHHS KY/bLIOBOro UM KOMIHHOIO
cyrno6is
PekomeHAOBaHa fo03a CTaHOBUTbL 10 Mr puBapokcabaHy nepopanbHO 1 pa3 Ha go6y. Mepwy go3y cnifg npuiiMaty vepe3 6-10 roguH nicns onepauii 3a YMOBU
e()eKTMBHOI0 remocTasy.
TpuBanicTb NiKyBaHHA BU3HAYAETbCA 3a/1€XHO Bif iHAMBILYaNbHOr0 PU3NKY nauieHTa Ta TUny opToneAMyYHOro ornepaTMBHOrO BTPYYaHHS.

[icna BTpyYaHHS 3 NPMBOAY 3aMiHW Ky/bLLOBOr0 Cyrnoba pekomMmeHg0BaHa TPMBaNICTb NiKyBaHHA CTaHOBUTL 5 TVXKHIB.

[Micns 3amiHM KONIHHOrO cyrno6a peKoMeHA0BaHa TPMBAICTb NiKyBaHHSA CTAHOBUTbL 2 TUXKHI.
Y BuNagKy nponycky npuiomy TabneTku nawieHTy cnifg npuinHAT Kcapento® HerariHo i HaCTYNHOro AHA NPOLOBXUTY NiKyBaHHA i3 npuiioMoM 1 pa3 Ha fo0y, AK i
A0 NPOnycKy Npuinomy TabneTku.
NikysaHHa TIB, TEJNIA Ta npodinakTuka peunameis TIB i TEJTA
MpoTarom nepLumx 3 TWXHIB Ana NikyBaHHA roctporo TIB i TEJIA pekomeHAyeTbCa npusHavatn no 1 tabnetuyi Kcapento® 15 mr ggidi Ha o6y, nicns vyoro — no 20
mr Kcapento® 1 pa3 Ha fo6y Ans Tp1Basioro NikyBaHHA i npodinaktuky peunamey TI'B T1a TEJIA.
KopoTkocTpokoBy Tepanito (MpuHaiMHI npoTarom 3 micauiB) cnig npusHavaTy ans nauieHTie 3 TIB um TEJIA 3a HasiBHOCTi TMM4YacoBMX (haKTOPIB PU3UNKY
(Hanpvknag, HewloAaBHO MepeHeceHa orepauis abo Tpasma). [LOBroCTPOKOBY Tepamnito Cnif npusHayatv ana nauieHTis 3 TIB ab6o TEJIA, wo He nos’sA3aHi 3
TUMYacoBMMM (haKTopaMu pu3mnKy, igionaTmyHum TIB un TEJIA abo HasBHicTIO peunavsis TIB un TEJTA B aHaMHe3i.
Konn nokasaHe MOAOBXeHHA npodinaktuku peumamsis TIB a6o TEJIA (nicns 3aBeplueHHs Tepanii TIB i TEJIA TpuBanicTio LWOHaiMeHLIe 6 MicALiB),
peKoMeHJ0BaHa fjo3a CTaHOBUTb 10 Mr 0guH pa3 Ha fo6y. 1 nauieHTiB 3 BUCOKMM pu3nKoM peumamey TI'B abo TEJIA, nauieHTIB i3 CynyTHIMM 3aXBOPIOBaHHAMM,
a TaKoX ANA nauieHTiB, Aki nepeHecnn peumams TIB un TEJTA Ha (hoHi 3acTocyBaHHSA nikapcbkoro 3acoby Kcapento® 10 Mr oguH pa3 Ha [06y 3 MeTor
NPOGINAKTUKKN, MOXe BYTU AOLINbHMM 3aCTOCYBaHHSA NiKapcbKoro 3acoby Kcapento® 20 Mr oauH pa3 Ha o0y .
TpuBanicTb NiKyBaHHS BU3HAYAETLCA IHAMBILYa/IbHO NiCNA PETENbHOT OLiHKM KOPUCTI Bif, 3aCTOCYBaHHS Ta NOTEHLIHOrO puU3nKy PO3BUTKY KPOBOTEY (AMB. po3ain
«OCc0061MBOCTI 3aCTOCYBaHHS).

Mepiog, PeXXum go3yBaHHSA 3aranbHa o60Ba
Ao03a
JlikyBaHH$ Ta 1-21 peHb 15 mr agivi Ha fo6y 30 mr
'nr?(l)?,qjiujl?llz(j'lﬁ(a PELMAVBIE =57 [eHb i gani 20 Mr oauH pas Ha goby 20 mr
| MpodinakTyka peumaysia | Micns 3asepLueHHs Tepanii 10 Mr oZivH pa3 Ha o6y 10 mr
TrBi TENA TrB i TEJIA TpuBanicTtio abo abo 20 mr
LLLOHaMMeHLLe 6 micAuiB 20 MI 04VH pa3 Ha 06y

Y pasi nponycky npuiiomy TabneTku nikapcbkoro 3acoby Kcapento® no 15 Mr nig vac nikyBaHHA no 15 Mr nikapcbKoro 3acoby Agivi Ha foby (1-21 aeHb) nauieHT
MOBVHEH HerariHO NPUIAHATK TabneTky NikapcbKoro 3acoby Kcapento®, o6 3a6esneuntu npuiiom 30 Mr Kcapento® Ha 4oby. Y LboMy BUNaAKy MOXHA NPUAHATY
OAHOYACHO 2 TabneTkn No 15 mr. HacTynHoro gxHs cnif NpoAOBXWUTY 3B1YaliHMI pexknm Mo 15 Mr ABidi Ha 06y, SIK peKOMeH0BaHo.



Y pasi nponycKy npuinomy TabneTku Mnif Yac pexxumy nikyBaHHs OAMH pa3 Ha A00y nauieHTy cnif NpuiAHATK TabneTky NikapcbKoro 3acoby Kcapento® HeraiiHo i
HaCTYMHOro AHA NPOAOBXMUTU NiKyBaHHSA i3 NpuiioMom 1 pa3 Ha Ao6y 3rifiHO 3 PeKOMeH/0BaHUM [03yBaHHSAM. He cnig npuiimaTi NoABINHY A03Yy Y TOW CaMUiA [ieHb,
W06 KOMMNeHCyBaTV NPONyLLeHy TabneTky.

Mepexig 3 aHTaroHicTiB BiTaMiHy K Ha KcapenTo®

Y naujieHTiB, AKi NpoxoaaTb NikyBaHHA TIB, TEJIA Ta SiKUM MPOBOAATL NPOGINAKTUKY iX MOBTOPHOIO BUHWKHEHHS, Tepanisi aHTaroHictamu BiTamiHy K mae 6yTu
MPUNMHEHA, & 3aCTOCYBaHHSA /TIKaPCbKOro 3acoby Kcapento® cnif nounHaTv Npu SOCATHEHHI nokasHuka MHB < 2,5.

Mpw nepexopi NauieHTIB 3 aHTaroHicTiB BiTaMiHy K Ha Kcapento® nicnsi 3actocyBaHHsl Kcapento® 3HavyeHHs MHB mMoxyTb 6yTn XxnbHo nigsuiyeHi. MHB He €
BaNifloBaHUM METOAOM [A/19 OUIHKM aHTMKOarynsHTHOI akTuBHOCTI Kcapento®, TOMy MOro He cnif BMKOpPUCTOBYBaTW (AMB. po3fin «Bsaemopgisi 3 iHWMMUK
NiKapcbK1MM 3aco6amu Ta iHLLi BUAN B3aEMOAI»).

Mepexig 3 KcapenTo® Ha aHTaroHicTu BiTamivy K

ICHYEe MOX/IMBICTb HEAOCTATHLOT aHTUKOArYNALIT MPOTAroM nepiogy nepexoay 3 Kcapento® Ha aHTaroHicT BiTamiHy K. Tak camo, AK i Mg yac 6yab-9Koronepexosy
Ha albTePHATUBHWIA aHTUKOArynsHT, y LbOMY BMMNaaKy mMae OyTu 3abe3neyeHa 6esnepepBHa afeKkBaTHa aHTUKoarynsauis. HeobxigHo nam’ataTy Npo Te, WO Ha TAi
3acTocyBaHHSA Kcapento® MOXyTb BU3HAYATMCA XMOHO NifBuLLEHI 3Ha4YeHHs MHB.

Y pasi nepexogy i3 Kcapento® Ha aHTaroHicT BiTaMiHy K oCTaHHii nounHatoTb NpuiiMaTii ogHo4vacHo 3 Kcapento®, gonoku nokasHuk MHB He 6yfe cTaHOBUTU =
2.

YNpoAoBX MepLunx 4BOX AHIB Nepiogy Nepexody MOXHa 3aCTOCOBYBaTM CTaHAapPTHe [03yBaHHA aHTaroHicTa BiTamiHy K. Hagani fo3yBaHHsA aHTaroHicTa BitamiHy K
KOPUTYETLCA 3a/1eXHO Bif, 3HaYeHHss MHB.

IMoKM MauieHT OHOYACHO 3aCTOCOBYE NiKapCbKWi 3aci6 Kcapento® Ta aHTaroHicT BitaMiHy K, MHB cnig BM3HauaTu He paHille HiXK 4epe3 24 roguHu nicns
npuiioMy ocTaHHbOT fo3n KcapenTo® (nepes npuiAoMOM HacTynHoi fo3u Kcapento®). Micnsa npunuHeHHs 3actocyBaHHA Kcapento® MHB MoXKHa JOCTOBIpPHO
BM3HAYaTW LLOHaiMeHLLe Yepe3 24 roguHu nicns NpuiniomMy ocTaHHbOI 031 Kcapento® (avB. po3ainun «B3aemogis 3 iHWNMK NiKapcbKMMK 3ac06aMm Ta iHLWi BUAW
B3aEMOAi», «PapMaKooriyHi BNacTUBOCTI»).

Mepexig 3 napeHTepabHUX aHTUKoarynsaHTiB Ha KcapenTo®
MauieHTaM, AKi OTPUMYIOTb MapeHTepasibHi aHTUKOArynaHTH, 3acTocyBaHHA Kcapento® cnif posnounHatyt 3a 0-2 rogvHn 0 MOMEHTY HacCTyMHOro naaHoBOro
BBEJEHHSA MapeHTepasbHOro NiKapcbKoro 3acoby (Hanpuknag HU3bKOMONEKYIAPHOro renaprHy) abo y MOMEHT NMPUMUHEHHS 3aCTOCYBaHHA /iKapCbKoro 3acoby A/is
MOCTIHOr0 NapeHTepanbHOro BBeAEHHS (HanpuKiaz HehpakLioHOBaHOr 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®.
OcobnuBi KaTeropii NauieHTiB
MauieHTN 3 NopyLUEHHAM QOYHKLIT HUPOK
HasBHI 0O6MeXeHi KNiHIYHI AaHi Y NauieHTIB 3 HUPKOBOK HEeLOCTATHICTIO TSXKKOro CTyneHs (KMipeHC KpeaTuHiHy 15-29 M//XB) BKa3ytOTb Ha 3HauYHe MiABULLEHHSA
KOHLEHTpaLiT puBapokcabaHy y nnasmi KpoBi. 3Baxatoun Ha ue, Npu NiKyBaHHI NauieHTIB Liel KaTeropil nikapcbknin 3aci6 Kcapento® cnif 3acTocoByBaTu 3
06epexxHicTIo. He peKOMeHAYETbCS 3aCTOCYBaHHA NiKapCbKOro 3acoby nauieHTam 3 KNipeHCOM KpeaTUHiHY MeHwe 15 mn/xB (ave. po3giny «Oco6amBOCTi
3aCTOCYBaHHA» | «PapMaKoKiHETUKaE).
[ns npoginaktukn BTE y [OpOCAMX NauieHTIB, AKUM MPOBOAATL OMepaTuBHI BTPYYaHHS 3 eHAO0MNPOTe3yBaHHA Ky/bLUOBOrO UM KOMIHHOTrO Cyrno6is: npu
MPU3HAYeHHI XBOPVM 3 HMPKOBOK HeLOCTaTHICTIO nierkoro (KnipeHc kpeaTuHiHy 50-80 Mn/xB) abo cepefHbOro (KiipeHc KpeaTuHiHy 30—-49 m/XB) CTyneHs




TSHKKOCTI KOPeKLiA 031 He NOTpibHa (ayB. po3ain «dapMakoKiHETHKa).
Ona nikyBaHHA TI'B, TEJIA Ta npoinakTUKN NOBTOPHOIO BUHUKHeHHA TIB Ta TEJIA: npy Npu3HayeHHI nawieHTaM 3 HUPKOBOK HeAOCTAaTHICTHO JIerkoro
(knipeHc kpeaTnHiHy 50-80 M/XB) CTyNeHs TAXKOCTI KOPeKLia 03K He NoTpibHa (4UB. po3ain «PapMaKoKiHETUNKA).
MayieHT 3 HUPKOBOK HeAOCTaTHICTIO cepeAHboro (KnipeHc kpeaTuHiHy 30-49 Mn/xB) abo TSXKKOro (KNipeHc KpeaTuHiHY 15-29 Mn/XB) CTyMNeHs: NPOTArom
nepLmnx 3 TUXKHIB NOBMHHI OTPUMYBATK NlikapCbKuia 3aci6 Kcapento® no 15 mr agidi Ha foby. Hagani, npu pekoMeHoBaHii fo3i 20 Mr oguH pa3 Ha goby, cnig
PO3rNAHYTU 3HVKEHHS Ao3n 3 20 Mr 40 15 Mr oauH pa3 Ha 006y, SKLLO OUiHEeHWIA pU3NK KPOBOTEYI NepeBuLLye pu3nK peunansy TIB Ta TEJTIA. PekomeHgauis
1|00 3acTOCyBaHHSi 15 Mr PYHTYETbCA Ha (hapMakKOKIHETUYHOMY MOZE/NtoBaHHI i He AocnifKyBanacb Y KNiHIYHMX yMoBax (AvB. po3finn «OcobnmBoCTi
3aCTOCyBaHHA», «PapmMakoaHaMiKa» | «PapMaKkoKIHETUKA).
FAKLLO peKOMeH0BaHa f03a CTaHOBMTb 10 M OAMH pa3 Ha f06Y, KOpeKLis 403K He NoTpibHa.
MauieHTN 3 NOPYLUEHHAM OYHKLIT NeYiHKM
Kcapento® npoTunokasaHWin nauieHTam i3 3aXBOPHOBAHHSAMM MEYiHKM, L0 acoLitol0TbCS 3 KoarynonaTieto, sika Npu3BoAUTb A0 KNIHIYHO 3HAYYLLOro PU3MKY
KpOBOTEMI, B TOMY YMC/Ti XBOPMM Ha LMpo3 nediHkK Knacy B Ta C 3a knacuikauieto Yannga — M’ (4nB. po3ainm «IMpoTmnokasaHHA» Ta «PapMakoKIHETMKA).
MauieHTu NiTHLOrO BiKy
Kopekuisi o031 He noTpibHa (AMB. po3gin «PapMakoKIHETUKA).
Maca Tina
Kopekuis fo3un He noTpibHa (avB. po3ain «PapmMakoKiHETUKA).
CTaTtb
Kopekuis o3un He noTpibHa (amB. po3ain «PapmMakoKiHETUKA).
Cnocib 3acTocyBaHHA
[ns nepopasibHOro 3aCTOCYBaHHS.
Nikapcbkuii 3aci6 Kcapento®, 10 Mr, MOXHa NpUIAMaT He3a/1eXKHO Bif BXXMBaHHA DKi (AMB. po3ainn «B3aemogisa 3 iHWKMMKU NiKapCbKMK 3aco6amMu Ta iHWi BMAm
B3aEMOLiN» Ta «PapMaKOKIHETUKA).
[N nauieHTiB, AKi He MalOTb 3MOrM NPOKOBTHYTY LNy TabneTKy, i MOXKHa NoAPiGHNTM Ta 3MillaTh 3 BOAOK abo DKEK M’SKOT KOHCUCTEHLIT, TaKo SIK S61y4He
ntope, 6e3nocepesiHbO nepes NPURoMoM NepopasibHo.
Tabnetkn Kcapento® y nogpibHeHOMY BUINs4i MOXYTb OyTI BBeAEHI Yepe3 LUTYHKOBWIA 30HS,. MpaBubHe po3TallyBaHHS 30HAY Y LWAYHKY Mae 6yTu nepesipeHo
nepeg BeeAeHHAM KcapenTo®. MogpibHeHi TabneTkun cnif BBOAWUTY 3 HEBE/IMKOKD KiNbKICTIO BOAMW Yepe3 LUYHKOBUIA 30H[, NICAS YOro 30HA CNif NPOMUTU BOAOHD
(avB. po3ain «PapMaKkoKiHETUKa).

aiTn.
besneka Ta e(EKTMBHICTb 3aCTOCYBaHHSA JliKaPCbKOro 3acoby Kcapento® pgitam fo 18 pokiB He BCTaHOBfeHa. [aHi WoAo L€l Kateropii BigCyTHI. Tomy He
PEKOMEH/YETLCA 3aCTOCYBaHHS /TIKAPCbKOro 3acoby AiTaM 4o 18 pokis.

Nepeno3yBaHHSA.

3ahikcoBaHO pigKicHI BUNagKu nepeaosyBaHHA 40 600 Mr 6e3 TakMx YCKIafHEHb SIK KPOBOTeYa abo iHLI No6GiYHI peakLuii. YHacnigok obMexeHol abcopbLii npu
BBEZEHHI NiKapPCbKOro 3acoby y f03ax, W0 3Ha4YHO MepeBuLytOTb TepaneBTUYHI (50 Mr abo BULLE), OYIKYETLCA e(DEKT HacMyeHHA 6e3 MoJasbLLOro 3pOCTaHHS
cepeiHbOro PiBHA Yy Mna3mi KpoBi.

HasBHWIA cneumgiyHnin HeMTpani3ytounia 3acio (aHAekcaHeT anbga), SKMn NpoTugie apmakonoriyHum eqexktam prBapokcabaHy (AMB. KOPOTKY XapaKTepuUCTUKY
npenaparty aHaekcaHeT anba). Mpu nepefo3yBaHHI NiKaPCbKOro 3aC00y A1 3MEHLLEHHS BCMOKTYBaHHS puBapoKcabaHy MOXHa 3aCTOCOBYBATU aKTUBOBaHe BYTiNNS.



JliKkyBaHHSi KpOBOTEY

Mpn BUHWKHEHHI YCKNalHEHb Y BUTNSAI KPOBOTeYI CNif BigKNacTW BBEAEHHS HACTYMHOT 031 puBapoKcabaHy abo NPUNUHUTK NiKyBaHHS, 3a/1eXHO Bif CUTyauil.
Mepiog HaniBBMBELEHHS puBapokcabaHy CTaHOBWUTL NPUOAM3HO 5-13 roguH (aMB. po3ain «dPapmakonoriyHi BAaCTUBOCTI®). JliKyBaHHS Cnif npu3HayvaTy
IHAMBIAYa/IbHO, 3a/1eXHO Bij, IHTEHCMBHOCTI Ta /loKasi3auii KpoBoTeYi. Y pasi noTpebu cnif NPOBECTU HaNeXHe CUMNTOMATUYHE NiKyBaHHS, HanpuKiag MexaHivyHy
KOMMPECit0 NPpW IHTEHCUBHIN KPOBOTEYi 3 HOCa, XipypriyHuWi remoctas 3 npoueaypamu KOHTPO KPOBOTEYI, BiAHOB/IEHHS BOAHO-EMEKTPO/ITHOrO 6anaHcy Ta
remogvHaMiyHy nigTPUMKY, MepeiMBaHHA KPOBi (EPUTPOLMTAPHOT Macu abo CBIXKO3aMOPOXKEHOI Ma3Mu, B 3a/IeXHOCTI Bif CTaHy, WO BUHWK: aHeMmis uu
Koarynonatis) abo TpoM6oUUTIB.

AKLLO NiCNA 3aCTOCYBaHHA 3a3HaYeHMX BULLE 3aX0fiB KPOBOTEYA He NPUNUHMAACA, Cif PO3rNAHYTU MOX/IMBICTb 3aCTOCYBaHHA CMeumgiyHOro HelTpanisyr4voro
3acoby (aHfekcaHeTy anb(a), iHribiTopa hakTopa Xa, AKuiA NpoTuAie (hapMakonoriyHMM epekTam puBapokcabaHy, abo NPOKoarynsHTHUX NiKapcbKMUX 3acob6iB
3BOPOTHOT i, TaKUX AK KOHLUEHTpaT npoTpombiHoBoro komnsnekcy (PCC), KOHLEHTpaT akTMBOBaHOIo NpoTpoM6iHoBoro komnnekcy (APCC) abo peKOMOGiHaHTHWIA
(hakTop Vlla (r-FV11a). MpoTe [4OCBig 3aCTOCYBaHHA LMX NiKapCbKMX 3ac06iB Npw nepeaosyBaHHi puBapokcabaHy 0OMexxeHn. PekoMeHaLlil Takox 6a3ytoTbes Ha
06MEXeHMX HeKNIHIYHMX daHuX. Kopekuis Ao3n pekombiHaHTHOro thaktopa Vlla mae 34iiicHIOBaTMCS Ta TUTPYBaHHA NMOBUHHO NPOBOAMTUCS 3a/1€XKHO Bif, CTYMNEHS
KOHTPO/IO HAZ KPOBOTEYEeK. Y BUMALKY MaCUBHWUX KPOBOTeY CAif PO3rNISHYTW NMUTAHHA LWOAO0 KOHCY/NbTauil remartosniora, 3a/eXHo Bif cuTyauil (auB. po3gin
«®DapMaKosoriyHi BNlaCTUBOCTI»).

MpoTamiHy cynbtaT i BiTamiH K He MOBMHHI BNMBATI Ha aHTMKOArynsaHTHY aKTMBHICTb puBapoKcabaHy. HasiBHUIA 06MeXeHMW A0CBIf 3aCTOCYBaHHS TpaHEKCaMOBOI
KUCNMOTW Ta BIACYTHI A0CBIA 3aCTOCYBaHHSA aMiHOKarnpOHOBOI KUCMOTW | anpoOTUHIHY Y NauieHTIB, SKi OTPUMYIOTb puBapokcabaH. HayKoBOro o6rpyHTyBaHHS
JouifbHOCTI abo A0CBiLY 3aCTOCYBaHHS CUCTEMHOr0 reMOCTaTUYHOIO NiKapPCbKOro 3aco0y AeCMONPECUHY A/1 YCYHEHHS CUMNTOMIB Nnepeso3yBaHHA puBapoKcabaHy
HemMae. 3 ornsfy Ha BUCOKe 3B’A3yBaHHA 3 6iIkaMu Nia3Mmn KPoBI OUiKYETbCSA, WO prBapoKcabaH He BUBOAUTLCS 3 OpraHi3my LUSXOM fianisy.

Mo6iuHI peakuii.
besneky nikapcbkoro 3acoby Kcapento® ouiHtoBanu y xodi 13 gocnimkeHHsx ¢asm 111 3a yyacti 53103 nauieHTiB, SKi OTpMMyBann NiKyBaHHSA pyvBapoKcabaHOM
(ave. TabMUIO 7).

Tabnuud 7. KinbKicTb NauieHTiB, SKi 6panu yyacTb y AOCNiIIKEeHHI, 3arasibHa 4060Ba A03a Ta MakCMMasibHa TPUBATICTb NiKYBaHHSA B AOCNIIKEHHAX (hasm 1.

lMokasaHHA KinbKicTb 3arasibHa foboBa Ao3a MakcumanbHa
nauieHTiB* TpUBanicTb
NiKYBaHHS
lNonepea>keHHSA BEHO3HOI | 6 097 10 mr 39 oHiB

Tpomboembonii  (BTE) y pgopocnmx
NauieHTIB, AKUM 3[iACHIOETLCS NMaHOBe
orepaTtmsHe BTPYYaHHA 3
eHJOoNpPOoTe3yBaHHA  Ky/bLIOBOro abo
KONIHHOro cyrno6is

Mpodinaktmka BTE y comatmuHmx | 3 997 10 mr 39 oHiB
XBOPUX




JlikyBaHHA TpPOM603y rMGOKMX BeH | 6790 JeHb 1-21: 30 Mmr 21 micaup
(TrB), TpoMboemboniT ereHeBoi apTepii [JeHb 22 i Hagani: 20 mr
(TENA) Ta npoinakTnka peunamneis Micna  woHaimeHwe 6
micsayis: 10 mr abo 20 mr
MonepemkeHHA [HCYNbTY Ta cUCTeMHoOI | 7 750 20 mr 41 micsaub
embonii y nauieHTiB 3 HekIanaHHo
(hibpunsyieto nepeacepap
MonepemykeHHS aTepoTpoM60TUYHKX | 10 225 5 mr a6o 10 mr BignosigHo, | 31 micsub
ABuLL y nauieHTiB nicng NKC ofHoyacHo 3 ACK a6o 3
ACK Ta knonigorpenem abo
TUKNONIAVHOM
MpodinakTnka aTepoTPOMOOTUYHNX 18244 5 mr ogHo4acHo 3 ACK a6o 47 micauis
ABuLLY y nayieHTis 3 IXC/3MA 10 mr

* [avjieHTn, SKi oOTpMMann NpuHaimHi 1 03y prBapoKcabaHy.

HaiuacTiwe y nauyieHTiB, fKi OTpuMyBasM puBapokcabaH, MOBIZOMAAAM NPO Taki Bif3HayeHi MOGIYHI peakuii SK KpoBoTedi (guB. po3gin «Oco6anBoCTi
3aCTOCYBaHHSA» Ta HaBeLeHWIn HUKYe NigNyHKT «lHpopMaLis CTOCOBHO OKpeMUX MOGIYHMX peakLili»). HalvacTiummy 6ynu noBifoMIEHHS PO HOCOBI KPOBOTEUI
(4,5 %) Ta KpoBOTeYi LLMYHKOBO-KULLIKOBOro TpakTy (3,8 %).

Tabnuus 8. YacToTta po3BUTKY KPOBOTEY* Ta aHeMiil Y NauieHTiB, SiKi OTPUMYBa/Iv pMBapoKcabaH NpoTAroM AocnigpkeHHs gasu 11

lNokasaHHA byab-aKa KpoBoTeua AHeMis
MpodinakTnka BeHO3HOI Tpomboembonii (BTE) y | 6,8 % nauieHTiB 5,9 % nauieHTiB
[JOPOCNNX NAUIEHTIB, AKUM MPOBOAATL OMepaTuBHi
BTPYYaHHA 3 eHAOMNPOTEe3YBaHHA Ky/bLLIOBOrO 4u
KONIHHOr o cyrno6is
Mpodinaktmka  BeHO3HOI  Tpomboembonii  y | 12,6 % nauieHTiB 2,1 % naujieHTiB
COMaTUYHUX MaLiEHTIB
NikyBaHHa TI'B, TEJIA i npoinakTvka peunansy | 23 % nauieHTis 1,6 % nauieHTiB
MpodpinakTnka iHCYNbTY Ta CUCTEMHOI embonii y | 28 Ha 100 navieHTo-pokiB | 2,5 Ha 100
[OpOCNNX nawieHTiB i3 HeKflanaHHoH nawieHTOo-poKiB
(hibpunsLieto nepeacepap
Mpoginaktnka arepoTpoMbOTUYHUX  ABMLY, Yy | 22 Ha 100 nauieHTo-pokis | 1,4 Ha 100
[OPOCNNX NauieHTIB MiCNA NepeHeceHoro rocTporo nawieHTOo-poKiB
KopoHapHoro cuHapomy (FKC)
MpothinakTka aTepoTPOMOOTUYHUX aBUW, Y | 6,7 Ha 100 0,15 Ha 100
nauieHTis 3 IXC/3MA nawieHTOo-poKiB nawuieHTO-poKiB**

* [1ns BCiX JOCNiMKeHb pMBapoKcabaHy BCi IBULLLA KPOBOTeM 3ibpaHi, BipenopToBaHi Ta po3rasHyTi.
** Y pocnimpkeHHi COMPASSuacToTa aHeMmil 6yna HU3bKOK MpY BUKOPUCTaHHI BUGIPKOBOT O Migxoay A0 360py NO6iYHMX ABULL,.



Hwue y Tabnuui 9 HaBefeHO 4acTOTy MOGIYHMX peakuild, WO BUHMKaIM NPU 3aCTOCYBaHHI NiKapcbkoro 3acoby Kcapento®. MMobiyHI peakuil y3araibHeHi Ta
onucaHi 3 BUKOPUCTaHHAM Knacugikauii cuctem opraHis (MedDRA). Y Mexax KOXXHOT rpynuv nobiyHi peakuii npecTaBieHi y NOpsAKY 3MEHLLEHHS TX TSXKKOCTI.
YacToTa No6iYHMX peakLiil BU3HAYaETbCA TaKUM YMHOM: Ay>Ke YacTo (= 1/10); yacTo (= 1/100 -

< 1/10); HeyacTo (= 1/1000 — < 1/100); nooguHoki (= 1/10000 — <1/1000); ayxe pigko (< 1/10000); yacToTa HeBifomMa (He MoXe 6yTV BCTaHOB/IEHA 3@ HAsABHUMMU
JaHumn).

Tabnuua 9. YcinobiyHi peakuil, BigMiueHi y nawieHTIB Nicns noyaTKy NikyBaHHA B X0Ai gocnimkeHb dasn 111 abo y nicnspeectpauiiHomy nepiogi*
Yacto HeuacTo MooAnHOKI [yxe pifko YacToTa
HeBigoma

MopyLUeHHs 3 60Ky KPOBOHOCHOT Ta NiMaTNYHOI CUCTEM
AHewmis (BKntovaoum | TpomboumTo3 (BK/IOHaoum

BIAMOBIAHI 30i/1bLLEHHS Ki/IbKOCTI

nabopaTopHi Tp0M6ou,|/|TiB)A,

napameTpw) TPOMBOLMTOMNEHIS

MopyLUeHHs 3 BOKY IMYHHOT CUCTEMM
AnepriyHa peakuis, AHainakTnyHi
anepriyHuii gepmatur, peakLiii, BK/oYaoun
aHriOHEBPOTMYHWI Ta aHaiNaKTUYHUi
aneprivyHnii Habpsk LLIOK

Po3nagy 3 60Ky HepBOBOI CUCTEMY

3anamMopoyeHHs, Mo3kosi Ta

rONOBHUIA 6inb BHYTPIiLLUHbOYepenHi
KPOBOBW/IMBW, CUHKONa/IbHUI
cTaH

MopyLueHHs 3 60Ky opraHiB 30py
OUYHWN KPOBOBM/INB
(BKHOYaOUM
KPOBOBW/IB Y
KOH’OHKTUBY)
Cepuesi nopyLUeHHS

| Taxikapgis

CyOvHHI NOpYyLUEeHHs
ApTepianbHa
rinoTeHsis, rematoMma
PecnipaTOopHi po3naju, NaTo/oris CepefoCTIHHA Ta rpyAHOT KNI TUHY




HocoBa KpoBoTeua,
KpPOBOXapKaHHS

Po3naay 3 60Ky LNYHKOBO-KULLKOBOFO TPaKTY

KpoBoTeui 3 siceH,
LLISTYHKOBO-KMLLIKOBI
KpoBoTeui
(CLOIEETR]Y
peKTa/IbHY
KpoBoTeuy), 6inb y
LLTYHKOBO-KMLLIKOBOMY
TPaKTi Ta XUBOTI,
Aucrnencis, HyorTa,
3anopA, piapes,
6H0BaHHSA

CyxicTb y poTi

enaTo6iniapHi NOPYLLEHHS

MigBULLEHHSA PIBHSA
TpaHcamiHa3s

lMeyiHKoBa
MigBULLEHHSA
6inipy6iHy, NiABULLEHHS
PIBHA  Ny>KHOI  pocdhartasu
KPOBIA, NifBULLEHHS PiBHS
raMma-rayTaminTpaHc-tepasu
(TTT)A

HefoCTaTHICTb,
piBHS

JKoBTAHMUSA,
MiABULLEHHS  PIBHA
KOH’HOroBaHoro
6inipybiHy (3 abo
6e3  ofHOYacHOro
NiABULLEHHS  PIBHA
ANT), X0necras,
renatut
(BKNtoYvaroUn
renatoLentonsapHe
YLLIKOKEHHS)

Po3naay 3 60Ky LUKipK i

MiAWKIPHOT TKaHUHK

CBepbix (BKHOYaoum
HeyacTi BUNagKu
reHepasizoBaHoro
cBepo6exy),
BUCUMAHHSA, EKXIMO3,
LUKIPHWIA Ta
NiAWKIpHWIA
KPOBOBWU/INBY

Kponue’aHka

CuHgpom
CriBeHca-[I>KOHCOHa
/ TOKCUYHMIA
enigepmanbHUi
HEKPOi3,
DRESS-cuHgpom

MopyLueHHs 3 6OKY OMOPHO-PYX0BOTr0 anapaTy, CNoNyYHOI | KICTKOBOI TKaHWUHK




Binb y KiHLjiBKax A "emapTpo3 Kpososunveu y Komnapt-
M’A31 MEHT-CUHAPOM
BHaCNif0K
KpOBOTEUi
Po3naau 3 60Ky HUPOK i CEYOBUBIAHMX LLNSXIB
YporeHiTanbHi Hwupkosa

KpoBoTeuyi
(BKHOYaOUM
remartypito i
MeHoparitoB), HupkoBa
HeoCTaTHICTb
(CLOIEETR]Y
NiABULLEHHS PIBHS
KpeaTnHiHY B KpOBI,
MiABULLEHHSA PIBHSA
CEeYOBWHM B KPOBI)

HefoCTaT-HICTb/
rocTpa HMpKoBa
HefoCTaT-HICTb
BHaCNigoK
KpoBOTeYi, LWo
CNpUYnHMNA
rinonepmy-3ito

CuCTeMHi NopyLLEHHs Ta CTaHu, NoB’s3aHi 3 MiCLiEM 3aCTOCYBaHHS NiKapCbKor

0 3acoby

apsukaA, MoraHe camonoyyTTs | JlokanizoBaHwi
nepugepuyHnii (BKNHOYAKOUM HE3LYXKAHHS) HabpsKA
HabpsK, 3arasibHe
NoripLeHHs
CaMornouyTTa Ta
3HUXKEHHSA aKTUBHOCTI
(BkntoyvaroUmn
BTOM/1tOBaHICTb Ta
acTeHito)
Pe3ynbTaTu aHanisis
MigBWLLEHHS PiBHSA
naKrtaTtaerigpo-reHasu
(NANA | NigBULLEHHS PiBHS
ninasuA, NifBULLEHHS PiBHS
aminasuA
TpaBmu, OTPYEHHSA, NPOLEAYPHI YCKNaaHEHHS
lMocTnpouenypHa CyavHHa
KpoBOTeua nceso-aHeBpu3mac
(BK/IHOYaOUM

nicnsonepayinHy
aHeMito Ta KpoBOTeuy 3




paH), CUHLI, CeKpeLin 3

paHu A
A BiasHaueHo y xofi npodinakTvky BTE y A0poCAnX NaLieHTiB, SKUM NPOBOANM NNaHOBY OMepaLito 3 eH/0NpoTe3yBaHHs Ky/bLLOBOr0 ab0 KOMliHHOrO CYr/o6is.
B BigsHaueHi B xogi nikysaHHs TI'B, TEJIA Ta npoinakTvky X peuuamBiB AK Ay>Ke YacTi y XXIHOK MonojLue 55 poki..
C BusHauanmcs sK HeyacTi npy npoBefeHHi NpodinakTUK aTepoTPOMBOTUYHMX SBNLL, Y NaLLiEHTIB, siki nepeHecsin TKC (nicns Yepe3LKipHOro BTpyYaHHs).

* Byno 3acTOCOBaHO 3a3fasnerifb BU3HAYeHWA BUOIPKOBUIA Nigxig Ao 360py NobivyHMX peakuiii. OCKiNbKM YacToTa NOBGIYHMX peakLii He 36inbluniack Ta He 6yno igeHT1hikoBaHO
HOBUX NOGIYHMX peakLi aaHi gocnimkeHHs COMPASSHe 6yn0 BKIKOUYEHO A1 po3paxyHKY YacToTU Y AaHili Tabnumui.

IHhopMmaLLiss CTOCOBHO OKPEMUX NOBIYHUX PeakLLili

3 ornsagy Ha (hapMakosioriyHMi MexaHism Aii prBapokcabaHy, 3acTocyBaHHs Kcapento® Moxe CynpoBOAKYBaTUCA MiABULLEHHAM PU3VUKY BUHUKHEHHS BHYTPILLHbOI
abo BIAKPUTOT KPOBOTeYi Yy Oyab-AKMX TKAHUMHAX Ta OpraHax, L0 MOXe NPW3BOAMTW A0 MOCTremoparivyHoi aHemii. O3Haku, CUMMNTOMU Ta CTYMiHb TSKKOCTI
(BK/HOUaOUM MOXMBUIA NeTanlbHWUIA HACNiOoK) BiAPI3HAKTLCA 3a1€XHO Bif NoKanisauii Ta BUPaXXEHOCTI KpoBOTedi Ta/abo aHeMil (aMB. po3ain «llepeno3yBaHHS.
JikyBaHHSA KpOBOTEY»). Y XOAi KNiHIYHMX LOCNILXEHb KPOBOTeYi 3i CM30BMX 060M0HOK (Hampukniag HOCOBI KPOBOTEYI, KPOBOTEYI 3 SICEH, LUMTYHKOBO-KWLUKOBI
KpOBOTeYi, KPOBOTEYI 3 OpraHiB Ce4yoCTaTeBOl CMCTEMW, BK/IHOYAKOUM aHOMaslbHY BariHa/lbHY KpOBOTeuy ab0 MOCUIEHHA MEeHCTpyasibHOT KPOBOTeYi) Ta aHemis
3yCTpivasMCb YacTille npu LOBroTpyvBasioMy NiKyBaHHI pyMBapokcabaHOM, HiXX MpwW NiKyBaHHI aHTaroHictamy BiTamiHy K. 3BaXKaiouu Ha Le, OKPiM Ha/IeXXHOro
KNIHIYHOrO CMOCTEPEXXEeHHA, Y BIAMOBIAHUX BUMNafKax PeKOMEHAYETbCA MPOBOAUTM N1abopaTOpHY MepeBipKY MOKa3HMKIB remorsiobiHy/remaTokpuTy 3 MeTOH
BUABNEHHS BUNAAKIB BHYTPILIHIX KPOBOTEY ANS BU3HAYEHHS K/TIHIYHOI 3HAYYLLOCTI SBHUX KPOBOTEY. PU3NK BUHWKHEHHS KPOBOTEYI MOXE OYTW BULLUM Y NEBHUX
rpyn NawieHTiB, HaNpPUKag y NawieHTiB 3 HEKOHTPO/IbOBAHOK TSHXKKOK apTepiasibHOK rinepTeHsieto i/abo y nauieHTiB, AKi 04HOYACHO NPUIMAKOTL NTIKapCbKKit 3acio,
SKWIA BNIMBaE Ha remocta3d (AuB. po3fin «Oco6nMBOCTI 3aCTOCYBaHHS. PU3NK PO3BUTKY KPOBOTEY»). MOXe MOCUNIOBATUCh IHTEHCMBHICTL Ta/abo TpuBanicThb
MEHCTpya/lbHUX KpoBoTeY. lMposisamMmy remoparivyHux yCknafHeHb MOXYTb OyTW cnabkicTb, 6/1i4iCTb, 3anaMOpPOYeHHs, roNoBHUIA Bifib abo HabpsK He3’scoBaHOI
eTioNorii, AUCMHOe, LIOK HEBIiLOMOT eTioNorii. Y [eskux Bunagkax fK HacnifokK aHemii crioctepiraimcs Taki CMMNTOMU iwwemil cepus, K 6ib y rpyasx abo
CTeHOKapAis.

Bynu noBifoMNeHHA NPO BTOPWHHI YCKNALHEHHS, BILOMI AK HaCNifOK TAXKOI KPOBOTeYi, Taki K KOMMapTMEHT-CUHAPOM i HMPKOBa HeAOCTATHICTb BHACMIAOK
rinonepdysii. TOMy nif Yac OLiHKM CTaHy nauieHTa, AKOMY Npu3HavatoTb aHTUKOAryIsHTU, Cij, 3BaXKyBaTV PU3NK BUHUKHEHHS KPOBOTEM.

[MoBiAOMNEHHSA NPO HEGAKAHI NOBIYHI peakLLil

MoBifOMMEHHA NMPO Nifo3pHoBaHi NOGIYHI peakuil nicna peecTpauii NiKapcbKoro 3acoby € BaXMBMMW. BOHW [03BONAIOTL NPOBOAMTY Ge3MepepBHUIA MOHITOPUHT
CNiBBIAHOLLEHHA KOPUCTL/PU3NK LLLOAO NiKApCbKOro 3acoby. MefnyHi npayiBHUKN MOBUHHI NOBIAOMASATI NPo 6y Ab-AKi Nifo3ptoBaHi NOGIYHI peakuii.

TepMiH NPpUMAATHOCTI.

3 POKMW.

YMoBW 36epiraHHs.

36epirati npu Temnepatypi He BuLe 30 °C y HeLOCTYNHOMY ANs AiTel micLi.

YnakoBKa.
Mo 5 (5x1) abo 10 (10x1), a6o 100 (10x10) TabneTok y 6nicTepi.

Karteropis Bignycky.
3a peLenTom.



BupobHuK.
Baviep AT

MicLe3HaxoLKeHHS.
Kalizep-Binbrensm-Anee, 51368, JleBepky3eH, HimeyunHa.



