IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

KCAPENTO®
(XARELTO®)

Cknag:

Ait0Ya peyoBuHa: pvBapoKcabaH;

1 TabneTka, BKpuTa nniBKOBOK 060/I0HKOK, MICTUTL 15 M puBapoKcabaHy;

1 TabneTtka, BKpUTa NiBKOBOK 060/10HKOKO, MiCTUTL 20 MI prBapoKcabaHy;

[ONOMI>KHI PEYOBMHU: Lie/k0/103a MIKPOKpUCTaTiYHa, HATPI0 KpockapMesnosa, rinpomMenosa 5 cp, rinpomeniosa 15 cp, nakTo3u MOHOTiApaT, MarHito creapar, HaTpito
naypuncynbart, makporon 3350, Tutany giokeng (E 171), 3anisa okcug yepsoHuii (E 172).

Nikapcbka hopma. Tabnetku, BKPUTI N1iBKOBOK 060/10HKOI0.

OCHOBHI (pi3nMKO-XiMiYHi BNacTMUBOCT:

TabM1eTKN, BKPUTI 060/10HKOK N0 15 Mr: Kpyri ABOONYKAI TabNeTKy YepBOHOIO KOMbOPY 3 TPUKYTHUKOM Ta Lmgpoto 15 3 ogHOro 60Ky Ta XpectoBUgH1M Hanmcom
BAY ER- 3 iHLIOrO;

TabM1eTKN, BKPUTI 060/10HKOK N0 20 Mr: KpYyri 4BOONYKi TabNETKN KOPUYHEBO-HYEPBOHOIO KO/TbOPY 3 TPUKYTHUKOM Ta uudpoto 20 3 04HOro 60Ky Ta XpecToBUAHUM
Harnmcom BAY ER - 3 iHLWworo.

dapmakoTepaneBTUYHa rpyna. AHTUTPOMOBOTUYHI 3acobun. Kog ATX BO1A FO1.

dapMako/oriyHi BnacTmnBoCTI.

dapmakoguHamika.

MexaHi3m aii

PvBapokcabaH — BUCOKOCENEeKTUBHUIA NpAMUIA iHTi6GITOp (hakTopa Xa, WO Mae [0CTaTHbO BMCOKY 6i0A0CTYMHICTb NpY NepopasibHOMY 3acTOCyBaHHI. BNoKyBaHHS
aKTMBHOCTI (hakTopy Xa nepepuBae BHYTPILLHIM Ta 30BHILLHIN LUAXM KOArynsuinHOro Kackagy, i, K Hacnifgok, NPUrHivyeTbcs (opmMyBaHHA TPOMOBIHY Ta YTBOPEHHSA
Tpomby. PuBapokcabaH 6e3nocepefiHb0 He MPUrHivye akTUBHICTb TPOMOIHY (akT1BOBaHOro (haktopa Il) Ta He Bn/vBae Ha TPOMOOLUTH.

PapMakoaNHaMIYHI ePeKTU

Mpy 3acToCcyBaHHI Yy NtOfei BigMiYeHO [0303aneXHe iHribyBaHHA akTMBHOCTI (hakTopa Xa. pu BuKopucTaHHi TecTy Neoplastin puBapokcabaH BUSBISE
[10303a/1eXKHWNIA BMIMB HA NPOTPOMOIHOBMIA Yac, L0 [OCTOBIPHO KOPEsHOE 3 KOHLEHTpauisMu y nnasmi Kposi (r = 0,98). Mpn BUKOPUCTaHHI iHLWIMX TecTiB/Habopis
pe3ynbTaty 6yayTb iHWKUMK. [MoKa3aHHA npuiagy BapTo 3HIMATWU Yy CeKyHAaX, Oockifibkh MHB (MiHapogHe HopmanizoBaHe BifHOLUeHHS) BigkanibpoBaHe Ta
npoBanifoBaHe TiSIbKW 419 KyMapyHIB i i0r0 He MOXKHa 3aCTOCOBYBATU /15 IHLUMX aHTUKOArysHTIB.

Y nauieHTiB, SKi OTPUMYIOTb pyuBapokcabaH Ans nikyBaHHA TIB (Tpom6o3y rnnbokmx BeH), TESIA (TpomboeMbonii nereHeBol apTepii) i NpodinakTMKN peunansis
TIB i TENA, 5/95-npoueHTnnis ans npotpom6iHy (Neoplastin) yepes 2—4 roguHu nicns npuiiomy Tabnetku (TobTo nif Yac AOCATHEHHS MaKCUMa/IbHOTO eqekTy)
KonuearoTbeA Big 17 fo 32 ¢ ana Tabnetok no 15 mr 2 pasu Ha goby a6o Big 15 ao 30 ¢ — ang Tabnetok no 20 mr 1 pa3 Ha Ao6y BiAnoBigHO. MNpn MiHIManbHi
KOHLLEHTpaLiT prBapokcabaHy (4epe3 8-16 roamH nicnsa npuiiomy TabneTkun) 5/95 npoueHTrNiB Ha TNi Ao3n 15 Mr puBapokcabaHy Agidi Ha 400y KonuBaroThes Big 14
[0 24 cek, a ana aosm 20 Mr pmBapokcabaHy pas Ha aoby (4epe3 18-30 roguH nicns npuiiomy TabneTtkun) — Big 13 go 20 c.




Y nauieHTiB 3 HeKnanaHHoW ibpuiaLielo nepesacepab, AKi OTPUMYHOTbL prBapokcabaH A1 MPOMINAKTUKKL THCYbTY | CUCTEMHOT eM6onii, 5/95-npoueHTunis 4ns
npotpoM6iHy (Neoplastin) yepe3 1-4 rogmHu nicna npuitiomy TabneTku (TOOTO Mig Yac AOCATHEHHS MakCMMalbHOro eqekTy) KonmeatoTbes Bif 14 fo 40 c y
nauieHTiB, AKi oTpumyBanm no 20 mr 1 pa3 Ha Jo6y, a6o Big 10 fo 50 ¢ y nauieHTiB 3 HUPKOBOK HEJOCTATHICTIO CEPeAHbOro CTYMNeHs TAXKOCTI, AKi 3aCTOCOBYBa/N
no 15 mr 1 pa3 Ha go6y. Mpu MiHiManbHI KOHUEHTpauii (Yepe3 16-36 roauH nicns npuinomy TabneTtkun) 5/95 NpoueHTWAIB Yy NaLIEHTIB, SIKi OTPUMYHOTb NTIKApPCbKMiA
3aci6 y gosi 20 mr 1 pa3 Ha o6y, KonmBaroThCA Bif 12 [0 26 ¢, Y XBOPUX i3 HUPKOBOK HELOCTATHICTIO CepefHbOro CTyMNeHs TSHKKOCTI, AKI OTPUMYIOTb NiKapCbKU
3aci6 y fosi 15 mr 1 pa3 Ha goby — Big 12 fo 26 c.

Y Xxofi KNiHiKO-(hapMakooriYHoro JOCnipKeHHS 3 BUBYEHHS MPUTHIYeHHSA (apMakoguHaMiKy pyuBapokcabaHy y 3[40pOBUX AOpOCAnMX fo6poBonbuiB (N = 22)
NpoBOAMNAach OLiHKa BNMBY 0AHOpa3oBux A03 (50 MO/Kr) KoHuUeHTpaTiB npoTpoM6iHoBoro komnnaekcy (PCC) aBox pisHux tunis: PCC i3 3 thakTopis (thakTopu I,
IX ta X) Ta PCC i3 4 aktopis (tpaktopmn II, VII, IX T1a X). MNpn 3actocyBaHHi PCC i3 3 (hakTOpiB CMOCTEPIranocs 3HWKEHHA CepefHiX 3HayeHb MY
(npoTpom6iHoBoro Yacy) (Neoplastin) npn6ansHo Ha 1,0 ¢ 3a 30 xBuUnKH, a Ha TNi PCC i3 4 dhakTopiB Taki 3Ha4eHHs 3HM3MNNUCL Ha 61m3bko 3,5 ¢. HatomicTb PCC i3
3 (hakTopiB MaB MOTY>KHILLWIA Ta LIBUALINIA 3aralbHUA BNAWB Ha MPUrHIYeHHS 3MiH B YTBOPEHHI eHAOreHHoro TpomoiHy, HixX PCC i3 4 ¢akTopiB (AMB. po3ain
«[lepefo3yBaHHS»).

TakoX puBapokcabaH [0303a/1eXXHO NifABWLLYE aKTMBOBaHMI 4acTKOBMIA TpombonnacTuHoBmiA vac (AYTY) i pesynbTar HepTest; ogHak Ui napameTpu He
PEKOMEHLYETLCA BUKOPUCTOBYBATU NS OLIHKW (hapMaKoAMHaMiuHUX eqeKkTiB priBapokcabaHy. Y mnepiof NiKyBaHHA puBapoKcabaHOM MPOBOAWUTU MOHITOPUHT
napamMeTpiB 3ropTaHHs KpPOBi He MOTPi6HO. lMpoTe y pasi KNiHIYHOI HeO6XiAHOCTI piBeHb pUBapOKCabaHy MOXe 6YTV BUMIPSHWIA 3a [OMOMOroK KanibpoBaHMX
KINbKICHMX TECTIB Ha aHTUdakTop Xa (AnB. po3ain «PapmakoKiHETNKA).

KniHiYHa edeKTUBHICTD i 6e3neka

MpoinakTuKa iHCYyNbTY Ta CMCTEMHOT eM60/IT NpU HeKnanaHHin idbpunsaLil nepeacepib

KniHiyHa nporpama pocnigpkeHb nikapcbkoro 3acoby Kcapento® 6yna po3pobneHa 3 METOH [eMOHCTpauil eeKTUBHOCTI 3acTocyBaHHsA Kcapento® pans
MPOINAKTUKN IHCY/IbTY Ta CUCTEMHOT eMOOTIT Y MaLieHTIB 3 HEKanaHHOK (ibpUNALIED Nepescepib.

B 6a3oBomy noggiiHomy cninomy gocnigpkeHHi ROCKET AF B3sinv yyacTb 14 264 nauieHTn, YacTuHa 3 SKux oTpumysana Kcapento® B o3i 20 mr 1 pa3 Ha 06y
(NawieHT 3 KNiPeHCOM KpeaTuHiHy

30-49 mn/xB — 15 Mr ofivH pa3 Ha f00y), iHLWa YacTuHa — BapapuH 3 TUTPYBaHHAM [0 Li/IbOBOr0 PiBHS MiXHapOAHOro HopmanizoBaHoro BigHoweHHs (MHB) 2,5
(TepaneBTUYHMIA giana3oH 2,0-3,0). CepedHs TpMBaniCTb NiKyBaHHA cTaHOBWMIA 19 MicAuiB, a HalgoBLIa TPMBaniCTb NMiKyBaHHA — A0 41 micaus. 34,9 % nauieHTiB
OTPMMYBaIM CyNyTHIO Tepanito aueTuacaniymnoBoro KMCnoTor i 11,4 % npuinvany aHTuapuTMiyHi 3acobm Il knacy, y Tomy unicni amiofapoH.

Kcapento® He NocTynaeTbCst BapdapuHy 3a eqeKTUBHICTIO Yy MEPBUHHIN CYKYMHIN KiHUEBIN Touui (IHCYNbT i CMCTEMHa eM60NiA 3a MeXaMU LieHTpa/IbHOT HepBOBOI
cuctemm). Cepep, NauieHTiB, SKi OTPUMYBaIM NiKyBaHHA 3rifHO 3 NPOTOKO/IOM Y MNepiof npuitoMy npenapatis, 188 nepBUHHMX BUNAAKIB iHCYNbTY Ta CUCTEMHOT
embonii (1,71 % Ha pik) po3BUHYIUCA Ha puBapoKcabaHi Ta 241

(2,16 % Ha pik) — Ha BaphapuHi (BigHOLWEHHA pu3nkiB (BP) 0,79; 95% gosipunii iHTepsan (A1), 0,66-0,96; P < 0,001 3a NOKa3HMKOM «He MOCTYynaeTbecs»). Cepef
yCixX nawieHTIiB NepBrHHI ABMULLA BU3HaYaIMCa Y 269 nauieHTiB, ki npuiimany puBapokcabaH (2,12 % Ha pik), Ta 306 nauieHTiB, AKi npuimanm BapdapuH (2,42 % Ha
pik) (BP 0,88; 95 % A, 0,74-1,03; P < 0,001 3a noKa3HNKOM «He MocTynaeTbCsa»; p = 0,117 3a NOKa3HUKOM «MepeBepLUyE»). Pe3ynbTaTi 3a BTOPUHHUMU KiHLEBUMU
TOUKaMW, WO AOCNIMKYBaUCh B iEpapxiyHOMY nopsaky nig yvac ITT aHanisy, HaBefeHo B Tabnumui 1.

Cepep, nauieHTIiB 3 rpynu, fka nikyeanacb BapgapMHOM, nokasHMk MHB 3HaxoamBca B MeXax TepaneBTMYHOro gianasoHy (2,0 — 3,0) B cepegHbomy 55 % yacy
(MepiaHa 58 %; iHTepKBapTUNbHWIA fiana3oH: Big 43 Ao 71). EGeKTMBHICTL puBapoKcabaHy He Bigpi3HANach B 3a/1eXKHOCTI Bij, MOKa3HMKa Mepiogy y TepaneBTUYHOMY
AianasoHi B UeHTPI (4ac NIATPMMAHHA LiNbOBOro AianasoHy 3HavyeHs MHB 2,0-3,0) B kBapTunsax ofHakoBoro posmipy (P = 0,74 pna B3aemopil). B mexax
HaMBMLLOTO KBapTWIIO BifMNOBIAHO A0 3HayeHb B LEHTPI, BIJHOLIEHHS PU3MKIB 4718 puBapokcabaHy B MOPIBHAHHI 3 BapgapuHoM ctaHosuno 0,74 (95% Al;
0,49-1,12).

UacToTa noAili OCHOBHOI0 NOKa3HMKa 6e3nekun (MacuBHI Ta HEMacuBHI K/TiHIYHO 3HaYYLLLi KpoBOTeui) 6yna nofibHO B 060X rpynax nikyBaHHsA (4AUB. TabnnLLo 2).




Tabnuud 1. NMokasHUKKM eDeKTUBHOCTI 3a pe3ynbTatamu gocnifpxeHHs asm 11l ROCKET AF

Monynauia 4OCNiIKEHHS

AHaniz  edekTMBHOCTI

nepeacep/b, 3a/1eXHO BifJ NPU3HAYEHOr0 NiKyBaHHS

y nauieHTiB 3 HeknanaHHow Qibpunauieto

TepaneBTMYHa A03a KcapentoO 20 mr 1 pa3 | BapthapuH, TUTPOBaHWIA | BifHOLLEHHS
Ha 06y (419 nawieHTis 3 | 40 LiSbOBOro 3HaUeHHs | pusukis (95% AI)
MOMipHOK HUPKOBOID MHB 2,5 p-3HaYeHHS, aHani3
He,qOCTaTHiCTIO — (TepaI'IeBTVI‘-IHVIVI 3d NOKa3HUKOM
15 mr 1 pa3 Ha f06y) AianasoH 2,0-3,0) «nepeBepLUye»
YacToTa nogiit (Ha 100 | YactoTa nogii (Ha 100
naLieHTo-poKiB) navieHTo-pokiB)
IHCYNbT Ta cucTemMHa emb60onisa 3a 269 306 0,88
mexxamu LIHC (2,12) (2,42) (0,74-1,03)
0,117
IHCYNbT, cucteMHa embonis 3a 572 609 0,94
mexamm LIHC Ta cmepTb Bif (4,51) (4,81) (0,84-1,05)
CYANHHMX 3aXBOPOBaHb 0,265
IHCYNbT, cucteMHa embonis 3a 659 709 0,93
mexamn LUHC, cmepTb  Bif (5,24) (5,65) (0,83-1,03)
CYLMHHUX  3axBOplOBaHb  Ta 0,158
IH(hapKT mMioKapaa
IHCYyNbT 253 281 0,90
(1,99 (2,22 (0,76-1,07)
0,221
CuctemHa embonisi 3a MeXxamu 20 27 0,74
LHC (0,16) (0,22) (0,42-1,32)
0,308
IHhapKT miokapaa 130 142 0,91
(1,02) (1,11) (0,72-1,16)
0,464

Tabnuus 2. NMokasHnKK 6e3rneku 3a pesynbTatamu gocnigpkeHHs gasm 111 ROCKET AF

Monynauia 4OCNiIKEHHS

MavjieHTn 3 HeKnanaHHO ibpunsaLiecto nepeacepasd)

TepaneBTMYHa A03a

KcapentoO 20 mr 1 pa3
Ha 006y (ans nauieHTiB 3
MOMIPHOIO ~ HUPKOBOK
HeAOoCTaTHICTHO —

15 mr 1 pa3 Ha fo6y)

BapdapuH,
TUTPOBaHWi Jilo]
LiNIbOBOrO  3HAYeHHSN
MHB 2,5
(TepaneBTUYHNIA

BifHOLWEHHA pU3MKIB
(95% Al)
p-3HaYeHHS




Yactota nogin (Ha 100 | gianasoH 2,0-3,0)
MaLieHTO-POKiB) YacrtoTa nogin (Ha 100
nawieHTO-POKIB)

MacuBHi i HemacuBHI KNiHIYHO 1,475 1,449 1,03 (0,96-1,11)
3HauyLLi KpoBOTeui (14,91) (14,52) 0,442
MacuBHi KpoBoTeui 395 386 1,04 (0,90-1,20)

(3,60) (3,45) 0,576
NeTtanbHi  BUMAAKM  BHACNifoK 27 55 0,50 (0,31-0,79)
KpoBOTeYi* (0,29) (0,48) 0,003
KpoBoBMAMB Yy  KPUTUYHWIA 91 133 0,69 (0,53-0,91)
opraH* (0,82 (1,18) 0,007
BHyTpilWHbOYepenHuiA 55 84 0,67 (0,47-0,93)
KPOBOBW/INB* (0,49) (0,74) 0,019
3HWKEHHSA PIBHA reMornodiHy* 305 254 1,22 (1,03-1,44)

(2,77) (2,26) 0,019
"emoTpaHcysia 2 abo OGinblue 183 149 1,25 (1,01-1,55)
OAMHULUb epuUTpOoLMTapHOI Macu (1,65) (1,32) 0,044
Ym LiSIbHOT KPOBI*
HemacmBHa KNiHIYHO 3HavyLLa 1,185 1,151 1,04 (0,96-1,13)
KpoBoTeYa (11,80) (11,37) 0,345
NetanbHi BUNagkn 3 Oyab-AKKX 208 250 0,85 (0,70-1,02)
NPUYNH (1,87) (2,21) 0,073

2) MonynAuis 3 BUBYEHHS 6e3neku (Mif Yac nikyBaHHs).
* YMOBHO 3HauyLLe ABuLLe.

JopatkoBo o gocnigpkeHHs 111 dasn ROCKET AF 6yno npoBefeHO NPOCMeKTVBHE HEKOHTPO/IbOBaHe Mic/speecTpaliiiHe HeiHTepBeHLiHE BiAKPUTE KOropTHE
pocnipkeHHs (XANTUS) i3 LeHTpani3oBaHOK OLiHKOK KiHLEBMX TOYOK, BKIKOYaKOUM TpPOMO0eMOONiYHI sBMLLA Ta Cepio3Hi KpoBoTeYi. [ns BUBYEHHS KMiHIYHOI
NPaKTUKK MonepespkeHHs iHCY/bTY Ta CUCTEMHOI emMb0NiT No3a Mexamun LeHTpasibHOT HepBoBOT cuctemn (LIHC) y gocnimpkeHHs 6yno BKIOYeHO 6785 nauieHTiB 3
HekanaHHo (ibpunauieto nepeacepas. Y pgocnimxkeHHi XANTUS cepefiHiin 6an 3a WKanok ouiHKY pusunky iHeynbTy (CHADS,) ctaHoBuB 2,0, cepefHili 6an 3a

LLIKA/IOK OLIHKK pr3nKy KposoTed (HAS-BLED) Takox ctaHosuB 2,0, Togi aK y gocnigxkeHHi ROCKET AF cepegHi 6anv 3a CHADS, Ta HAS-BLED ctaHosunu

BignosigHO 3,5 Ta 2,8. Cepito3Hi KpoBoTedi y gocnigpkeHHi XANTUS cnoctepiranuca y 2,1 Bunaaky Ha 100 nauieHTo-pokiB. JleTanbHi KpoBOTEYI cnocTepiranuncs y
0,2 Bunagky Ha 100 nauieHTO-poKiB Ta BHYTPIiLWHbOYepenHi kposoTedi — y 0,4 Bunagky Ha 100 nauieHTO-pokiB. IHCYnbT abo cuctemHa emb6onia (LUHC) 6yna
3achikcoBaHa y 0,8 Bunaaky Ha 100 nmauieHTO-poKiB. TaKi CMOCTEPEXEHHS Y KMiHIYHIA npakTuui BiANOBiAalOTb BCTAHOBMEHOMY MPOdinto 6e3nekn Ans AaHoro
MOKa3aHHs.

MauieHTn, AKi NPoXoaaTb NPOLeAYPY KapaioBepcil

MpoBOAMNOCL MPOCMNEKTUBHE paHAOMi30BaHe BigKpuTe 6araToOLEHTPOBE MOLLYKOBE AOCMIMKEHHS 3 MAacKyBaHHAM KpuTepiiB ouiHku (X-VERT), B gkomy B3su
yyacTb 1504 nauieHTn (L0 paHille NiKyBaInCA NepopasibHUMK aHTUKoarynsHTaMmm abo He OTpUMYBa/IY B MUMHY/NOMY Takoi Tepanil) 3 HeknanaHHoW (ibpunsuieto
nepefcepAb Ta 3aniaHoOBaHOK MPOLIEAYPOO0 KapAioBepcii, B AKOMY MOpPiBHIOBaIaCb eeKTUBHICTL pyvBapoKcabaHy Ta CKOPMIroBaHOI 403U aHTaroHiCTy BiTamiHy K




(paHfomi3auisa y cniBBiAHOLIEHHI 2:1) AN nonepeykKeHHA cepLeBo-CYANHHUX YCKNaLHEHb.

3acTocoByBanacb kapioBepcis nig KOHTposieM Yepe3cTpaBoxigHot exokapgiorpadii (YCExo—KI)

(1-5 gHiB nonepeAHbLOro NiKyBaHHsA) abo TpaauuiiHa KapgioBepcia (LLOHaNMeHLLE TPYU TWXKHI NonepeaHbOro fikyBaHHSA). HacTaHHA NepBUHHOI KiHLEBOI TOYKM
e(heKTUBHOCTI (KOMOiHaLisi IHCY/NbTy, TPaH3UTOPHOI ILIEMIYHOT ataku, cucTeMHol embonii 3a Mexamu LIHC, iHgapkTy Mmiokapgy Ta CMepTi BHacnifok
cepueBo-CyanHHOT natosnorii) Bigmivanock y 5 (0,5 %) nauieHTiB 3 rpynu, WO oTpuMyBana puBapokcabaH (n = 978), Ta y 5 (1,0 %) nauieHTiB 3 rpynu, Lo
NiKyBanacb aHTaroHictom BitamiHy K (n = 492; sigHocHuin pusnk 0,50; 95 % A1 0,15-1,73; MoautikoBaHa NONy ALis NaLieHTiB, AKUM 6y10 NpU3HaYeHe NiKyBaHHS).
#ABuLLLa NePBMHHOT TOYKM 6e3nekun (MacuBHI KpoBoTeui) cnocTepirannck y 6 (0,6 %) i 4 (0,8 %) nauieHTis, BIANOBIAHO, B rpynax NnikyBaHHSA puBapokcabaHoMm (n =
988) Ta aHTaroHictom BiTamiHy K (n = 499) (BigHocHWIA pu3nk 0,76; 95 % Al 0,21-2,67; BMGIpKa ANs OLiIHKKN 6e3nekn). B LbOMy MOLLIYKOBOMY AOCAIKEHHI Npu
MPOBeLEHHI KapaioBepcii e)eKTUBHICTb Ta 6e3rneka BUABUANCH CMIBCTABHUMM B rpynax NikyBaHHA pvBapoKcabaHOM i aHTaroHictamu BitamiHy K.

MauieHTn 3 HEKNanaHHOo QibpunsaLIEtd Nepeacepab, SKi NePeHecIN NepKyTaHHe KopoHapHe BTpyYaHHs (MKB) i3 BCTAHOBAEHHAM CTEHTA

Byno nposefeHO paHAOMi30BaHe BigkKpuTe MynbTuueHTpose gocnipkeHHs (PIONEER AF-PCI) 3a ydyacTio 2124 nauieHTIB 3 HekianaHHOW (ibpunsauieto
nepeacepap, Aki nepeHecny MNMKB i3 BCTaHOBNEHHAM CTeHTa NpW NEPBMHHOMY aTepOCK/IEPOTUYHOMY 3aXBOPHOBaHHI, 3 METOI MOPIBHAHHSA 6e3MeKn 3acTOCYyBaHHSA
[IBOX PEXMMIB puvBapokcabaHy Ta ofHOro pexumy ABK. lMauieHTn 6ynu paHAOMi30BaHO PO3MNOAINEHI Ha rpynu 3a pexmnMamun Tepanii y cnieBigHoweHHi 1:1:1 i3
3arasibHO0 TpyBanicTHo Tepanii 12 micAyis. MauieHTy 3 IHCY1bTOM ab0 TPaH3UTOPHOO iLemivyHO atakoto (TIA) B aHaMHe3i BUKIHOYaNNCS i3 AOCTIIKEHHS.

Mpyna 1 3acTocoByBana puapokcabaH y fo3i 15 mr 1 pa3 Ha foby (10 mr 1 pa3 Ha fo0y AN nauieHTiB 3 KnipeHCoM KpeaTuHiHy 30—49 m/XB) B KOMOGIHaUIT 3
iHriiTopom peuenTopis P2Y 12. Npyna 2 3acTocoByBana puBapokcabaH y 103i 2,5 Mr 2 pa3 Ha 00y y KombiHauii 3 MATT [noggiiiHa aHTUTpoOM6GoLMTapHa Tepanis,
Hanpwuknag knonigorpens y Aosi 75 mr (abo anbTepHaTMBHUIA iHTIGITOp peuenTopiB P2Y 12) 3 HU3bKOK A030t0 aueTuncaniynnosoi kucnotn (ACK)] npotsrom 1 a6o
6, a60 12 micAuiB i3 HAaCTYMHMM 3aCTOCYBaHHSIM pmBapokcabaHy 15 Mr (a6o 10 Mr ans nauieHTiB 3 KipeHCcoM KpeaTuHiHy 30—49 mMn/xB) 1 pa3 Ha 00y Yy KOMGiHaLiT
3 HM3bKOK [o30t0 ACK. 'pyna 3 3acTocoByBana iHAMBIAyanbHO MigibpaHy fo3y ABK y kom6iHauii 3 MATT npotsarom 1 a6o 6, abo 12 micAyiB i3 HaCTynHUM
3aCTOCyBaHHAM iHAMBIAYanbHO NigiopaHoi fo3n ABK y kombiHauii 3 H1U3bKo f030t0 ACK.

MepBUHHA KiHLIEBa TOYKa 6e3MneKn — KNiHIYHO 3HavyLla KpoBoTeya cnocTepiranaca y 109 (15,7 %), 117 (16,6 %) Ta 167 (24,0 %) nauieHTiB BignoBigHo y rpyni 1,
rpyni 2 1a rpyni 3 (BP 0,59; 95 % Al 0,47-0,76; p<0,001 ta BP 0,63; 95 % Al 0,50-0,80; p<0,001 BignosigHO). BTOopuHHA KiHLEBa ToYka (KOMOiHaLis
CepLEBO-CYANHHUX MOAiN, CepLEeBO-CYAMHHOT CMepTI, iHapKTy MioKapaa abo iHCynbTy) cnoctepiranacs y 41 nauieHTa (5,9 %), 36 (5,1 %) Ta 36 (5,2 %) y rpyni 1,
rpyni 2 Ta rpyni 3 BignoBigHO. KOXeH 3 peXxuMiB 3aCTOCYBaHHS prBapoKcabaHy acoLitoBaBCA 3i 3HAYHWM 3HMDKEHHSIM PU3MKY KIHIYHO 3HAYyLMX KPOBOTEY
MOPIBHAHO 3 pexkumom ABK y naieHTIB i3 HeKnanaHHo ibpunayieto nepescepab, ki nepeHecn NKB i3 BCTAHOB/IEHHAM CTEHTA.

OcHoBHo MeTor gocnimkeHHs PIONEER AF-PCI 6yna ouiHka 6e3nekun. JaHi wo4o eeKTUBHOCTI (BKIHOYaOUuM TPOM60eMO0NIYHI SBULLA) ANa LWier nonynsauyii
06MeXeHI.

JNlikyBaHHs TI'B, TEJIA Ta npodinaktuka peunamsis TI'B ta TEJIA

Mporpama KNiHivHMX gocnimpkeHs Kcapento® 6yna po3pobrieHa 3 METOK AeMOHCTpaLil edpekTBHOCTI Kcapento® K NikapcbKoro 3acoby An1st NepBMHHOI i TpMBanol
Tepanii roctporo TIB i TEJIA Ta nonepegkeHHs ix peLuaunsis.

Y Xofi 4OTUPbOX PaHLOMi30BaHMX KOHTPONbOBAHMX KNIHIYHUX gocnigkeHb (asmn Il 6yno sueyeHo noHag 12800 nauieHTiB (gocnigpkeHHs EINSTEIN DVT,
EINSTEIN PE, EINSTEIN Extension Ta EINSTEIN CHOICE) Ta 10aTKOBO NpoBeeHO 3BefleHNIA aHasi3 3a 3afaHMMKn napametpamu gocnimkeHb EINSTEIN DVT
I EINSTEIN PE. 3arasibHa TpBaliCTb KOMIMIEKCHOIO /TiIKYBaHHSA B YCiX JOCMIIKEHHSAX CTaHOBWIA MaKCUMyM 21 micALb.

Y pocnigpkeHHi EINSTEIN DVT BuByanuchk 3449 nauieHTiB 3 rocTpum TIB 3 MeToo nikyBaHHA TI'B Ta nonepempkeHHs NMOBTOPHOro po3sutky TIB i TENA
(nayieHTn 3 KNiHIYHUMK nNposBamy TEJTA He BKIKOYauCa y Le AoCnimkeHHs). TpuBanicTb NiKyBaHHA CTaHOBMMA 3, 6 1 12 MicALiB, 3a/1eXHO Bif K/IHIYHOT OLIHKN
nikaps.




MpoTarom nepmnx 3 TWXHIB Tepanii 4na nikyeaHHA TI'B 3acTocoByBascs puBapokcabaH y Ao3i 15 mr agiui Ha fo0y. [Micng 3aKiHYeHHs LbOro nepiogy nauieHTu
OTpUMYBa/IM puBapokcabaH y fo3i 20 mMr

1 pa3 Ha f00y.

Y pocnipkeHHi EINSTEIN PE BuByanuch 4832 nauieHTy 3 roctpoto TEJTA 3 meToto flikyBaHHA TEJTIA Ta npodinaktvkm peumameis TIB i TEJIA. Tpusanictb
NiKyBaHH$ cTaHoBMNA 3, 6 Ta 12 MicAUiB, 3a/1€XKHO Bif KMiHIYHOT OLIHKK fliKaps.

B akocTi nepBmHHOT Tepanii roctpoi TEJIA 3acTocoByBaiv puBapokcabaH y fo3i 15 mr fgidi Ha f0o0y NpoTArom TPboxX TWXKHIB. Jani NikyBaHHSA MPOLOBXKYBa/0Ch
pmBapokcabaHom y fo3i 20 mr 1 pa3 Ha Jo0y.

B 06ox gocnigpxeHHsx, EINSTEIN DVT T1a EINSTEIN PE, nopiBHSANbHI peXXnMu NikyBaHHA cKnaganuca 3 Tepanii eHoKcanapuMHOM NPOTAroM NPUHaiMHi 5 AHIB y
KOMOIHAaLT 3 aHTaroHictom BiTaMiHy K 10 JOCATHEHHSA TepaneBTMYHOrO gianasoHy NY/MHB (= 2,0). Jani nikyBaHHSA NPOA0BXYBA/IOCh aHTAroHICTOM BiTamiHy Ky
[03i, HeOOXiAHIN Ans NiATPMMKM 3HaYeHHs MY/MHB y mexax TepaneBTUYHOro gianasony 2,0-3,0.

Y pocnipkeHHi EINSTEIN Extension Buyanucs 1197 nauieHTis 3 TI'B a6o TEJIA 3 MeTo0 NpodinakTvKyM NOBTOPHOTO BUHUKHeHHs TIB i TESIA. Tpusanictb
NiKyBaHHS [0AAaTKOBO CTaHOBMNa 6 abo 12 micAuiB y NauieHTiB, L0 3aBepwman 6 abo 12-mMicayHMin Kypc Tepanii BEHO3HOT TpPOM60em60onil, 3a/1eXKHO Bif KAiHIYHOI
ouiHKm nikaps. KcapentoO y 103i 20 Mr 1 pa3 Ha 406y nopiBHI0BaBCs 3 Nnave6o.

Y pocnifpxkeHHax EINSTEIN DVT, EINSTEIN PE ta EINSTEIN Extension 3acTOCOBYBa/M OAHAKOBI MOMepefHb0 BM3HAYEHI MEPBMHHI Ta BTOPWHHI MOKa3HUKM
e(heKTUBHOCTI. lMepBUHHMM MNOKa3HWKOM eeKTMBHOCTI 6ynu peunamsm BTE (BeHO3HOI Tpom6oem6onii), 3 KNIHIYHUMK MPosiBaMU BU3HAYeEHi SIK CYKYMHICTb
noBTOpHOro TI'B abo neTanbHOI YK HenetanbHOT TEJIA.

BTOpPUHHMI NOKa3HMK eDEKTUBHOCTI BM3HAYaBCA SIK CYKYMHICTb peunamsiB TI'B, HeneTanbHOi TEJIA Ta neTanbHUX BUNAAKIB 3 YCiX MPUUNH.

Y pocnipkeHHi EINSTEIN CHOICE BuBYanuca 3396 nauieHTiB i3 niaTBepAXeHUM cumntoMHum TIB Ta/abo TEJIA 3 meTor npodinaktuku netanbHol TESIA abo
He/NeTalbHOro CUMMTOMHOIO MOBTOPHOIO BUHUKHeHHS TI'B abo TEJIA, AKi 3aBeplinny Kypc aHTUKOArynsHTHOI Tepanii TpuBaicTio 6-12 micAuis. MNauieHTn 3
noKasaHHsIM 418 TPUBaOl aHTUKOArynsaHTHOI Tepanii y TepaneBTUUHMX A03ax 6ynn BUKKOYeEHI i3 A0CNipKeHHS. TpuBanicTb NiKyBaHHS CTaHOBMMA A0 12 micsuiB
3Q/1eXKHO Bif, IHAMBIAYaLHOT faTu paHaomisayii (MegiaHa: 351 feHb). Jlikapcbkuit 3aci6 KcapentoO y o3i 20 mr 1 pa3 Ha o6y Ta y 403i 10 mMr 1 pa3 Ha o6y
nopisHoBa/ i3 100 Mr aueTuncaniumnosol Kucnotu 1 pas Ha fo0y.

[MepBMHHUM NOKA3HNKOM e(DEKTUBHOCTI 6yB CUMMTOMHWIA peunans BTE, BU3HaYeHWIA IK CYKYMHICTb MOBTOPHOro TI'B abo netanbHOT Yn HeneTaibHOT TESA.

Y pocnigpkeHHi EINSTEIN DVT (aus. Tabnuuto 3) pmBapokcabaH MpoAeMOHCTPYBaB He MeHLY e(EeKTUBHICTb, HIXX eHOKcamnapuH/ aHTaroHicT BitamiHy K 3a
NepPBMHHNM NOKa3HMKOM epeKTMBHOCTI (p < 0,0001) (3a NOKa3HNKOM «He NOCTYMNaETbCsA»); CNiBBiAHOLLIEHHS pu3uKiB: 0,680 (0,443-1,042),

p = 0,076 (3a NOKa3HUKOM «rnepeBepLUye»). CniBBigHOLLEHHA PU3MKIB 3a NonepesHbO 3aLaHOK YMCTOK KNiHIYHOK KOPUCTHO (MEPBUHHUIA MOKa3HUK ePeKTUBHOCTI
NKC MacuBHI KpoBoTedi) ctaHosuno 0,67 [(95 % Al: 0,47-0,95), HoOMiHanbHe 3HayeHHs p = 0,024] Ha KopuCTb puBapokcabaHy. 3HayeHHs MHB 3Haxoaunuck B
MeXKax TepaneBTUYHOrO Aiana3oHy B cepeAaHboMy 60,3 % uacy npu cepeaHii TpmBanocTi nikyBaHHs 189 gHiB Ta 55,4 %, 60,1% i 62,8 % uvacy B rpynax i3
3an/iaHoBaHOK TPUBANICTIO JliKyBaHHA 3, 6 1 12 micAuiB BiANOBIAHO. B rpyni, WO NikyBasiacb eHOKcanapuHoM/ aHTaroHiCToM BiTamiHy K, He BIAMIYEHO YiTKOi
3a/1eXKHOCTI MK piBHEM CepefiHbOro nepiogy y TepaneBTMYHOMY AianasoHi (MTA) B ueHTpi (Yac NiATPMMaHHA LiNboBOro AianasoHy 3HadyeHs MHB 2,0-3,0) B
Tepumnax OLHaKOBOro po3mMipy i yactotoro peuynamsis BTE (p = 0,932 ans B3aemogii). B Mexkax HanBuWOro Tepuuna BiAMoBiAHO A0 LEHTPY CriBBigHOLLEHHS
PU3MKIB Yy pasi Npuinomy prBapokcabaHy B MOPiBHAHHI 3 BapdaprHom ctaHoswno 0,69 (95 % Al: 0,35-1,35).

YacToTa BUHUKHEHHS SIBMLL, OCHOBHOIO MoKasHMKa 6e3nekn (MacuBHi abo KNiHIYHO 3HauyLLi HEMaCMBHI KPOBOTEYI) Ta BTOPMHHOIO MoKasHMKa 6e3nekn (MacuBHi
KpoBOTeuYi) 6yna 04HaKOBOK B 060X TepaneBTUUYHUX rpymnax.

Tabnuuga 3. NMoKa3HUKKM ePEKTUBHOCTI Ta 6e3neKkun 3a gaHumm gocnimkeHHs dasum [ EINSTEIN DVT
LI‘Ionynﬂu,iﬂ [OCNIHKEHHS l3449 nayieHTiB 3 CUMNTOMHUM rOCTPUM TPOMOO30M FTIMOOKMX BEHJ




TepaneBTUYHI 4031 Ta TPMBANICTb KcapentoO2 EHoOKcanapyH/aHTaroHicT BitamiHy Kb
3,64a60 12 micauis | 3, 6260 12 micsuis
N=1731 N=1718
CumMmnTomHa peunamnsytoda BTE* 36 ol
(2,1 %) (3,0 %)
CumnTomHa peumnamsytoda TESTA 20 18
(1,2 %) (1,0 %)
CumnTOMHWIA peunamsytoumin TTB 14 28
(0,8 %) (1,6 %)
CumntomHi TENA 1 TIB 1 0
(0,1 %)
NetansHa TEJTA/cmepTenbHi 4 6
BUMNaAKM, KON HasiBHICTb TEJTA He (0,2 %) (0,3 %)
MOXXHa BUKNHOUNTK
MacvBHa ab0 KNiHIYHO 3HauyLla 139 138
HemMacriBHa KpoBoTeyva (8,1 %) (8,1 %)
MacuBHI KpoBOTeui 14 20
(0,8 %) (1,2 %)

a PuapokcabaH 15 mr aBiyi Ha 4oy NpoTarom 3 TVXKHIB 3 HACTYMHMUM 3aCTOCYBaHHAM 403K 20 M OfIMH pa3 Ha o6y .
b EHokcanapuH LLoHaliMeHLLe MPOTAroM 5 HiB, NIiCNSA LbOro — aHTaroHicT BiTaMiHy K, 3aCTOCYBaHHS SIKOro NOYMHAETLCA B Nepio NPUNOMY eHOKCanapuHy.
* p <0,0001 (He MeHLLa e(heKTMBHICTb 3a NoMnepeaHbO BU3HAYEHNM CNiBBigHOLLEHHAM pu3mKiB 2,0); cniseigHoLwweHHs pu3mkis: 0,680 (0,443-1,042), p = 0,076 («nepeBepLuye»).

Y pocnipkeHHi EINSTEIN PE (avs. Tabnuuto 4) puapokcabaH NpOLEMOHCTPYBAB He MeHLLY eqeKTMBHICTb, HiXX eHOKcanapuH/aHTaroHict BitamiHy K 3a
MePBUHHUM NMOKA3HUKOM eqPeKTUBHOCTI

(p = 0,0026 (NOKa3HMK «He NOCTYMAETbCSA»); CNiBBigHOLWEHHA pu3unKiB: 1,123 (0,749-1,684)). CniBBigHOLUEHHS PU3MKIB 3a MOMnepeLHbO 384aH0H YMCTO KNIHIYHOK
KOPUCTHO (NEPBUHHMIA NOKA3HNK ePEKTUBHOCTI NIKOC MAacMBHI KpoBoTeui) cTaHoBKNO 0,849 [(95 % Al: 0,633-1,139), HOMiHabHe 3HaYeHHs p = 0,0275]. 3HaueHHS
MHB 3HaxoAunucb B MeXax TepaneBTUYHOrO fiana3oHy B cepeaHboMy 63 % uacy npu cepeaHii TpmBanocTi NikyBaHHs 215 aHiB Ta 57 %, 62 % i 65 % uacy B
rpynax i3 3arniaHoBaHOK TPUBAICTIO NiKyBaHHA 3, 6 i 12 micAuiB BignoBigHO. B rpyni, WO flikyBanacb eHOKcanapnHoM/ aHTaroHicTom BitamiHy K, He BigMiuyeHO
YiTKOT 3a/1eXKHOCTI MiXK piBHEM cepefHboro MT/A y ueHTpi (Yac MigTpUMaHHSA LiNboBOro AianasoHy 3HavyeHb MHB 2,0-3,0) B Tepumnsax OAHaKOBOro po3Mipy i
yactoTolo peunamsis BTE (p = 0,082 gns B3aemofii). B Mexax HalBuLLOro Tepuwns BIAMOBIAHO A0 LUEHTPY, CNiBBIAHOLIEHHA PU3MKIB Yy pasi npuiiomy
puBapoKcabaHy B MOPIBHAHHI 3 BapdapuHom ctaHoBmsio 0,642 (95 % Al: 0,277-1,484).

YacToTa BUHUKHEHHS SBWLL, OCHOBHOMO MOKa3HMKa 6e3nekn (MacvBHI abo KNiHIYHO 3HauyLli HEMAcWBHI KpOBOTeYi) Byna AeW0 HUXYOK B rpyni, Lo NiKyBanacb
puBapokcabaHom (10,3 % (249/2412)), HiX B rpyni, WO OTpMMyBasia eHoKcanapuH/ aHTaroHict BiTamiHy K [11,4 % (274/2405)]. YactoTa SiBULL BTOPUHHOIO
nokasHuka 6esnekn (MacuBHI KpoBOTeui) Gyna HYKYOK B rpyni, WO NikyBanacb puBapokcabaHoMm [1,1 % (26/2412)], HixX B rpyni eHokcanapuHy/ aHTaroHicTa
BiTamiHy K [2,2 % (52/2405)] 3i cniesigHOoWweHHAM pu3unkis 0,493 (95 % Al: 0,308-0,789).

Tabnuus 4. NMokKasHUKKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnimkeHHs asu [ EINSTEIN PE
| Monynsiyis gocnimpkeHHs ‘| 4832 nauienTn 3 roctpoto cumntomHoo TEJTA ]




TepaneBTUYHI 4031 Ta TPMBANICTb KcapentoO2 EHoKcanapuH/ aHTaroHicT BitamiHy Kb
3,64a60 12 micauis | 3, 6260 12 micsuis
N = 2419 N = 2413
CumMmnTomHa peunamnsytoda BTE* 50 a4
(2,1 %) (1,8 %)
CumnTomHa peumnamsytoda TESTA 23 20
(1,0 %) (0,8 %)
CumnTOMHWIA peunamsytoumin TTB 18 17
(0,7 %) (0,7 %)
CumntomHi TENA 1 TIB 0 2
(<0,1 %)
NetansHa TEJTA/cmepTenbHi 11 7
BUMNaAKM, KON HasiBHICTb TEJTA He (0,5 %) (0,3 %)
MO>XXHa BUK/HOUNTY
MacuBHa ab0 KiHIYHO 3Hadylla 249 274
HemMacuBHa KpoBoTeya (10,3 %) (11,4 %)
MacuBHI KpoBOTeui 26 52
(1,1 %) (2,2 %)

a PuapokcabaH 15 mr aBiyi Ha 4oy NpoTarom 3 TVXKHIB 3 HACTYMHMUM 3aCTOCYBaHHAM 403K 20 M OfIMH pa3 Ha o6y .
b EHokcanapuH LLoHaliMeHLLe MPOTAroM 5 HiB, NIiCNSA LbOro — aHTaroHicT BiTaMiHy K, 3aCTOCYBaHHS SIKOro NOYMHAETLCA B Nepio NPUNOMY eHOKCanapuHy.
* p < 0,0026 (He MeHLLa e(heKTMBHICTb 3a NomnepeaHbO BU3HAYEHNM CMiBBigHOLLEHHAM py3KnKiB 2,0); cniBBigHOLWeHHA pu3mkiB: 1,123 (0,749-1,684).

Byno nposeAeHO 3BeAeHNIA aHani3 pe3ynbTaTiB gocnimkeHb EINSTEIN DVT i PE 3a nonepefHb0 B1U3HaYeHUMM NapameTpaMm (aue. Tabnuuo 5).

Tabnuua 5. NMoka3HWKM eeKTUBHOCTI Ta 6e3neky 3a JaHVMK 3BefleHOro aHani3y pesynbTtaTis gocnimpkeHs asm 111 EINSTEIN DVT ta EINSTEIN PE

Monynauisa 4oCNiIKEHHS 8 281 naujieHT 3 rocTpum cumnToMHUM TIB abo TEJTA
TepaneBTUYHI fO3U Ta TPMBASICTb KcapenToOa EHOKcanapuH/ aHTaroHicT Bitaminy Kb
3,64a60 12 micayis | 3, 6a60 12 micsuis
N = 4150 N =4131
CvmnToMHa peunamnsytoya BTE* 86 95
(2,1 %) (2,3 %)
CumnTomHa peumnamsytoda TESTA 43 38
(1,0 %) (0,9 %)
CUMNTOMHUIA peLnanByroumnii TTB 32 45
(0,8 %) (1,1 %)
CumnTtomHi TEJTAI TIB 1 2
(<0,1 %) (<0,1 %)




NeTanbHa TEJIA/cmepTenbHi 15 13

BUMaAKKW, KONN HasBHICTb TEJIA He (0,4 %) (0,3 %)

MOXXHA BUK/TIHOUNTY

MacuBHa abo KNiHIYHO 3Hauvylla 388 412

HemaclVBHa KpoBoTeya (9,4 %) (10,0 %)

MacuBHi KpoBoTeui 40 72
(1,0 %) (1,7 %)

a PuapokcabaH 15 mr agiyi Ha 4oy NpoTarom 3 TVXKHIB 3 HACTYMHMUM 3aCTOCYBaHHAM 403K 20 M OfIMH pa3 Ha o6y .

b EHokcanapuH LLoHaliMeHLLe MPOTAroM 5 HiB, NiCNS LbOro — aHTaroHicT BiTaMiHy K, 3aCTOCYBaHHS IKOr0 NOYMHAETLCA B Nepiog NPUNOMY eHOKCanapuHy.
* p <0,0001 (He MeHLLa e(heKTUBHICTb 3a MOMNepeaHLO BU3HAYEHMM CMiBBiAHOLEHHAM pusunkiB 1,75); cnieeigHoweHHA pusukis: 0,886 (0,661-1,186).

CniBBIAHOWIEHHA PU3MKIB 3a MOMEPeAHbO 3a4aHOK YWUCTOK KNiHIYHOK KOPUCTHO (MEPBMHHMIA NOKa3HMK eqieKTMBHOCTI NAKOC MacKMBHI KPOBOTEYi) 3a AaHVUMMU

3BefleHoro aHanisy craHosuio 0,771 [(95% Al: 0,614-0,967), HOMiHaNbHe 3HaYeHHA p = 0,0244].

Y pocnigxeHHi EINSTEIN Extension (aus. Tabnuuto 6) pvBapokcabaH NpoAeMOHCTPYBaB nepesary Haf nnaue6o CTOCOBHO MEPBUHHMX Ta BTOPUHHWUX MOKA3HUKIB
eheKTMBHOCTI. YacToTa sBuLL, FON0BHOMO MOKa3HMKa 6e3nekn (MacvBHI KPOBOTeYI) y MaLieHTiB, AKi OTpUMyBanun nikapcbkuid 3aci6 Kcapento® no 20 mr 1 pa3 Ha
[06y, 6yna KinbKiCHO He3Ha4YHO BMLLOK, HIXX Y MauieHTiB, AKi OTpuMyBain nnaue6o. Yactota BUHUKHEHHS SBULL, BTOPMHHOIO NoKasHMKa 6e3nekn (MacuBHi abo
KMiHIYHO 3HauyLLi HEMacMBHI KpOBOTeYi) 6yna BMLLOK Yy MNalieHTIB, AKi OTPMMYyBann NikapCbKuil 3aci6 Kcapento® no 20 mMr Ha Aoby, HiX Yy nauieHTiB, sKi

OTpUMyBann nnate6o.

Tabnuugd 6. NMoka3HUKKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnimxkerHHs asm 111 EINSTEIN Extension

Monynauisa 4oCNiIKeHHS

1197 nauieHTiB, Y AKUX NPOAOBXYBANOCh NiKyBaHHSA abo
npoinakTnKa peunaneis BeHO3HOT TPOM6GoemboniT

TepaneBTUYHI fO3U Ta TPMBASICTb KcapentoOa Mnaye6o
6 a60 12 micsLis 6 abo 12 micsuis
N = 602 N =594
CumMmnTomHa peunamnsytoda BTE* 8 42
(1,3 %) (7,1 %)
CumnTomHa peumnamsytoda TESTA 2 13
(0,3 %) (2,2 %)
CumnTOMHUIA peunamsytoumin TTB 5 31
(0,8 %) (5,2 %)
NetanbHa TEJIA/CmepTenbHi  BUNaLKK, 1 1
KONMM HasBHICTb TEJIA  He MOXHa (0,2 %) (0,2 %)
BUK/TOUNTU
MacuBHiI KpoBOTeUi 4 0
(0,7 %) (0,0 %)




KniHiYHO 3HauyLLi HeMacKBHI KpoBOTeYi 32 7
(5,4 %) (1,2 %)

a PuapokcabaH 20 Mr ouH pa3 Ha goby.
* p < 0,0001 («nepeBepLuye»); cniBBigHOLWeHHSA pu3mkis: 0,185 (0,087-0,393).

Y pocnimpkerHi EINSTEN CHOICE (aus. Tabnuuo 7) nikapcbkuii 3aci6 KcapentoO y fo3ax 20 mMr Ta 10 Mr NpoJeMOHCTPYBaB rnepesary Haf, aLeTuncaniLioBoro
KUCnoTol y Ao3i 100 Mr CTOCOBHO MEPBUHHMX | BTOPUHHUX MOKa3HUKIB eeKTUBHOCTI. OCHOBHUI NOKa3HWK 6e3nekn (MacuBHI KpoBoTedi) ByB MofibHW y
naLjieHTiB, sIKi 0TpUMyBanN NikapcbKuii 3aci6 KcapentoO y A03i 20 Mr a6o 10 Mr, NOPIBHAHO 3 aLeTUNCATILMIOBOK KUCIOTO Y A03i 100 Mmr.

Tabnuugd 7. NMokKa3HUKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnimkeHHs dasu [l EINSTEIN CHOICE

Monynauisa 4oCNiIKEHHS 3396 nauieHTiB 3 TPUBAIOK NPOMINAKTUKOK NOBTOPHOIO BUHUKHEHHS
1B
TepanesTuyHi f03u 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
Meplana  Tpusanocti  Tepamil | 54q 150 367) gris | 353 [190-362] aHi | 350 [186-362] i
[iHTepkBapTUNbHWIA fjiana3oH]
CumnTomHa peumnansytoda BTE* 17 13 50

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

(0,5 %) (0,5 %) (1,7 %)
CumnTOMHWIA peunamsytoumin TTB 9 8 30

(0,8 %) (0,7 %) (2,7 %)
NetansHa TEJTA/cmepTenbHi
BUMaAKMW, KON HasBHICTb TEJIA He 2 0 2

’ (0,2%) (0,2%)

MO>XHa BUK/THOUNTY
CumnTtomMHa peumgusyrova BTE,
IH(papKT MioKapay, IHCynbT abo 19 18 56
cucTeMHa embonifd nosa  MeXxamu (1,7 %) (1,6 %) (5,0 %)
LHC
MacuBHi KpoBoTeui 6 5 3

(0,5 %) (0,4 %) (0,3 %)
KniHiYHO  3Hayylii  HeMacuBHi 30 22 20
KpoBOTEUi 2,7 (2,0 (1,8

WMNTOMH nansyroda BTE

E/I:aCI/IBHOa K;DE?JI'—IEeﬁa (BI/V}IOCTZ KniHizflg 2? + 107 Tt 530
KODICTb) (2,1 %) (1,5 %) (4,7 %)

*p < 0,0001 («nepesepLuye») KcapentoO 20 Mr 1 pa3 Ha o6y nopisHAHO 3 ACK 100 Mr 1 pa3 Ha 4o6y; criBBifHOLWEHHs pu3snkis = 0,34 (0,20-0,59).



** ) < 0,0001 («nepesepLuye») KcapentoO 10 Mr 1 pa3 Ha o6y nopiBHsHO 3 ACK 100 mr 1 pa3 Ha f06y; CriBBigHOLLEHHS pu3nkiB = 0,26 (0,14-0,47).
+ KcapentoO 20 mr 1 pa3 Ha 406y nopiBHaHO 3 ACK 100 mr 1 pa3 Ha f06Y; CriBBiAHOLIEHHS pu3KKis = 0,44 (0,27-0,71), p = 0,0009 (HOMiHa/bHe).
++ KcapentoO 10 mr 1 pa3 Ha o6y nopisHaHO 3 ACK 100 mr 1 pa3 Ha 4o6y; cniBBigHOWEHHS pu3nkis = 0,32 (0,18-0,55), p < 0,0001 (HOMiHa/IbHE).

[opatkoBo fo pocnimkeHb 1l asn nporpammn EINSTEIN 6yno npoBeAeHO MPOCMEKTUBHE HeiHTepBEHLiHE BigKpUTE KOropTHe fdocnimkeHHs (XALIA) i3
LIeHTPasli30BaHOK OLIHKOK KiHLIEBMX TOYOK, BKIOYaroun peunamsn BTE, cepiio3Hi KpoBOTeui Ta neTasbHi BUMNAAKW. [Ns BMBYEHHS Ge3rekn LOBroTpMBasioro
3aCTOCyBaHHS puBapoKcabaHy y KNiHiYHI NpakTuLi Yy NOPIBHSAHHI 3 TPaAMLIiHOK aHTMKOArynsaHTHOK Tepanieto B AOCNIAKEHHS 6yno BKAOUYeHO 5142 nauieHTn 3
roctpum TIB. Y rpyni pmBapokcabaHy YacToTa Cepio3HnxX KpoBoTed cTaHoBuna 0,7 %, peunansytoyvoro BTE — 1,4 %, neTasibHUX BUNaAKiB 3 ycix npuynH — 0,5 %.
Y BUXIQHWUX XapakTepucTMKax nNauieHTiB Oyny BiAMIHHOCTI, BKIHOYalOUM BIK, OHKO/OFIYHI 3aXBOPHOBAHHA Ta HUPKOBY HeAOCTATHICTb. [N KOpUryBaHHSA
BiAMIHHOCTEN Yy BMXIiJHUX XapaKTepucTMKax 6yno 3acToCoBaHO MonepeAHbO 3arniaHoBaHWUIA CTpaTU IKOBaHWUIA aHani3 3a KOeiLliEHTOM CXWUNbHOCTI, ane, He3BaXxatoun
Ha Le, 3a/MLLIKOBe BiAXWNEHHA MOXe BM/MBaTW Ha pe3ynbTar. [Mpy 3acTocyBaHHI puBapokcbaHy B NMOPIBHAHHI i3 TPaAMLIHOIO Teparietd CKOPUroBaHi BifHOLLEHHS
PU3NKIB CEPII03HMX KPOBOTEY, peumanBytoyoi BTE Ta neTanbHUX BUNAAKIB 3 YCiX NPUUNH CTaHOBAATL 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 KNiHi4HiA NpakTuLi BiANOBIAaOTL BCTAHOBEHOMY NPOIiNt0 6e3neKkun Ans 4aHOr0 NoKasaHHs.
MawieHTn 3 NO3NTUBHUMU pPe3yibTaTammn TECTY A0S TPbOX aHTUMOCHONINIAHUX aHTUTIN

PuBapokcabaH 6yno MopiBHAHO i3 BapapvHOM Yy MauieHTiB 3 TPOMOO30M B aHaMHe3i 3 fAiarHOCTOBaHUM aHTudochoninigHnm cuHapomom (ADPC) 3 BUCOKUM
PU3MKOM TPOMO0EMOOMIYHNX $BULLY (MO3UTUBHI pe3ynbTaTh Ans BCiX TPbOX aHTU(OCHONINIAHMX aHTUTIN: BOBYAKOBWIA aHTUKOArynsHT, aHTUKapAioniniHoBI
aHTUTINA, aHTW-6eTa-2-rNiKoNpoTeiH | aHTUTINA) Y paHAOMI30BaHOMY BiKPUTOMY MY/IbTULLEHTPOBOMY CMIOHCOPOBaHOMY AOC/IAHUKAMU KNiHIYHOMY BUNPOOYBaHHI i3
«3aCNineHo» OUIHKOK KiHUEBOI TOYKW. [ocnigpkeHHs 6yno MNPUNMHEHO [AOCTPOKOBO Micns BKAKOYeHHA 120 nauieHTiB BHACMIAOK 3pOCTaHHSA 4acToTu
TPOM60eMOOoNIYHNX ABULL, Yy MaLieHTIB, AKi Npuitmany pueapokcabaH. CepefHiil nepiof cnocTepeXkeHHs cTaHOBMB 569 AHIB, 59 nauieHTiB 6yn0 paHLOMi30BaHO B
rpyny 3actocyBaHHsa puBapokcabaHy B f03i 20 Mr (15 Mr gna nauieHTIiB 3 KipeHCOM KpeaTuHiHy < 50 mn/xB) i 61 — BapdapuHy (MHB 2,0-3,0). TpoMOOTHYHI
Asuwa 6ynmy 12 % nauieHTiB, paHAOMI30BaHUX B Fpyny 3aCTOCYBaHHSA puBOpoKcabaHy (4 ilemMivyHnX iHCYbTU Ta 3 iHQapKTK Miokapaa). He 6yno 3apeecTpoBaHO
TPOM60EMOONIYHNX fABUWLL, Y MALieHTIB, paHLOMiI30BaHMX B Tpyny 3acTOCyBaHHA BapgapuHy. Benuki KposoTeui crioctepiranics y 4 nauieHTis (7 %) rpynu
pmBapokcabaHy Ta 2 nauieHTis (3 %) rpynu BapgapuHy.

3acTocyBaHHA 4iTaM

€Bponelicbka MeM4YHa areHuis Bigknana 30060B’A3aHHA CTOCOBHO NOAaHHS pe3ynbTaTiB AOCMiIMKeHb i3 3aCToCcyBaHHA KcapenTo® B OfHIN abo Kinbkox nigrpynax
NpeACTaBHUKIB AUTAYOT NONYNALIT ANS NiKyBaHHA TPOMO0eMO0NIYHUX YCKIaAHEHb.

€Bponelicbka MeAMyHa areHuis BigMOBMNach Bif MpaBa BMMaraTh BMKOHaHHA 3000B’A3aHHS CTOCOBHO MOfaHHA pe3y/bTaTiB AOCNIKEHb i3 3aCTOCYBaHHS
Kcapento® B ycix nigrpynax npegcTtaBHUKIB AUTAYOI Nonynauii gnd nikyBaHHA TPOM60emMO60MiYHUX YCKnafHeHb. s 03HaNOMNEHHs 3 iHopmaLielo npo
3aCTOCYBaHHS JTiKapCbKOro 3aco6by AiTAM AUB. PO34in «4iTu».

dapmakoKiHeTVKa.

BCMOKTYBaHHS

PrBapokcabaH LLBUAKO BCMOKTYETLCS; MaKCUMabHa KOHLEHTPaUiA (Crax) BOCAraETbCA Yepes

2—4 roAVHM Nicnsg NpUinoMy TabneTku.

A6contoTHa 6i00CTYNHICTL prBapoKcabaHy Nicns 3acTOCyBaHHA [03U BMCOKa i cTaHOBUTb 80-100 % ans Tabnetok no 2,5 mMr Ta 10 Mr, He3anexHo Bifj npuiomy
Ki. CnoXunBaHHSA DKi He BnnBae Ha nokasHnkM AUC (nnoLua nif KpMBOK 3a/1eXXHOCTI KOHLIEHTpaList — vac) abo Cy g pyBapokcabaHy y fo3i 2,5 mr ta 10 mr.

Mpy NpuitoMi HaTLWe Yy 3B’SA3KY 3i 3HWKEHHSIM BCMOKTYBaHHS 411 TabneTok puBapokcabaHy no 20 Mr 6yna Bu3HadeHa 6i040CcTynHICTb 66 %. Mpu 3acTOCyBaHHI
Kcapento® no 20 Mr pa3om 3 XXeto 6yn10 BCTAaHOBNEHO, L0 cepefHii nokasHMK AUC 36inbLuyeTbes Ha 39 %, NOPiBHAHO 3 NPUIAOMOM TabNeTOK HaTLLE, LLL0 BKa3ye Ha
MaliXke NOBHE BCMOKTYBaHHS i BUCOKY 6i0A40CTYNHICTb Npy nepopasibHoMy npuiiomi. Kcapento® no 15 mr i 20 Mr cnig npuiAMaTi Nif Yac BXu1BaHHS DKi (AnB. po3ain




«Crocib 3acToCyBaHHA i LO3U»).

dapmakoKiHeTUKa puBapoKcabaHy HabMKaeTbCS 40 NiHIMHOT NPK 3aCTOCYBaHHI Y Ao3ax 4o 15 mr

1 pa3 Ha o0y HaTLle. MNpu npuitomi Nig Yac BXMBaHHA iXi (hapmakokiHeTka TabneTok Kcapento®

15 mr i 20 Mr € NpPoONopLiHO 3a/1eXHO0 Bif A03K. Mpy BUKOPUCTaHHI BMLLMX 403 abcopbLis prBapokcabaHy 06MEeXYeTbCs NapaMeTpaMy PO3YNHHOCTI, MpY LbOMY
Ha TNi BULLMX [03 BiI3HAYAETLCS 3HMXKEHHA 6I0A0CTYMHOCTI Ta CTYMEHA BCMOKTYBaHHS.

dapmakoKiHeTVKa prBapoKcabaHy XapaKTepu3yeTbCs MOMIPHOKO MiHAMBICTIO; iHAMBILYyalbHa BapiabenbHICTb (BapiauiiHWin KoedilieHT) cTaHoBUTL Big 30 % fo 40
%.

BCcMOKTYBaHHS puBapoKcabaHy 3anexuTb Bif, MiCLS BUBINIbHEHHS NiKAPCbKOro 3ac00y Y LLMYHKOBO-KMULLKOBOMY TpaKTi. Bif3HauaeTbest 29 % i 56 % 3HMKeHHA AUC
I Cax NPV 3acTocyBaHHI rpaHynaTa prBapokcabaHy, 3 BWBIMIbHEHHAM [it0HOI PEYOBWHW Y MPOKCUMa/IbHOMY BIiALIMT TOHKOrO KWLUKIBHMKA MOPIBHAHO 3

Tab/1eTOBaHO (HOPMOKD. EKCNO3MLiA 3MEeHLWYETLCS e Ginblue Mpy BUBIMbHEHHI AitOYOT PEYOBUHM Y AUCTa/IbHOMY BiA4iNi TOHKOrO KULLEYHUKY YW BUCXiAHIN
4aCTWHI 06040B0I KALWKN. HeobXiAHO YHMKATU BBELEHHSA prvBapoKcabaHy AMCTa/IbHILLE LLUYHKA, OCKINIbKU Lie MOXe MpU3BeCTU [0 3HMXKEHHA BCMOKTYBaHHSA Ta
BIZAMOBIAHOIO BM/IMBY Ha eKCMO3ULILO.

BiogoctynHicTb (AUC i Ca) Y pasi 3acTocyBaHHs prBapokcabaHy 20 Mr nepopasibHO Y BUNsAi NogpibHeHoT TabneTku, 3MillaHoi 3 A61y4HMUM Mnope abo BOAOH,
BBeLEeHOT Yepes LUNYHKOBUIA 30H[, oApa3y nicns pigkoi ki, Ta y pasi npuiiomy LinoT Tabnetky 6yna nopiBHAHOK. Bpaxosyoun nepefdadvysaHuiA LO30NPONOpLiiHNiA
(hapMaKOKiHETUYHMIA Npodinb prBapoKcabaHy, pe3ynbTaTi 4aHOro AOCNIKEHHS 3 6i040CTYNHOCTI, IMOBIPHO, MOXYTb CTOCYBATUCS i HYXKYMX 103 pUBapoOKcabaHy.
Posnogin

3B’53yBaHHA 3 OifIKaMK Nnasmu y NHOAMHN € BUCOKUM i CTaHOBUTL 6/113bK0 92—95 %, Npu LLbOMY OCHOBHMMMU 3B’S3YHOUNM KOMIMOHEHTOM € CUPOBATKOBUIA &/1bOYMiH.
O6’em po3noginy — NOMipHWIA, MOKa3HUK V'Ss (06°eM po3nogifly B PiBHOB&XXHOMY CTaHi) CTaHOBUTL Maike 50 f.

MeTab0/i3M | BUBEEHHS 3 OpraHiamy

Maiixe 2/3 NpUnHATOT [,03K prBapoKcabaHy MeTaboni3yeTbCa 3 HACTYMHUM BUBELEHHSM MOSIOBUHM MeTaboiTiB HUPKaMK, a iHLLOT MONOBUHM — 3 KasloM. PewuTa (1/3)
NPUAHATOT 403U BUBOAMTLCSA 6e3nocepeHbo HUPKaMU Y BUTNAAI HE3MIHEHOT Ai0UOT PEHOBMHY i3 CeYEt0 NepeBaXKHO LLISIXOM aKTUBHOT HUPKOBOI CeKpeLit.
MeTaboniam puBapokcabaHy 3abe3neuyeTbcs isopepmeHTamMn CYP3A4, CYP2J2 Ta HesaneXHumMmu Bif cuctemu umtoxpomy CYP mexaHizmamu. OCHOBHMMM
AinsgHKaMu GioTpaHcdopmavii € MopdoniHoBa rpyna, Lo 3a3Hae OKMCHOr0 Po3KnafaHHA, Ta amifHi rpynu, aki nignararoTb rigponiszy. Buxogaum 3 oTpumaHux in
Vvitro gaHux, puBapokcabaH € cy6cTpaToM TpaHCNOpPTHKX 6inkiB P-gp (P-rnikonpoTeiH) Ta Berp (6iN10K pe3ncTeHTHOCTI 0 paKy MOMOYHOT 3a/1031).

HainBa>k/IMBILLIOKD CMOMYKOK B MNasMmi KPOBi /OAUHM € HEe3MiHEHWA puBapokcabaH, NpW LbOMY 3Ha4yHi abo aKTWBHI LMPKY/OKOYI MeTaboniTh He BUSBMIEHI.
PvBapokcabaH, CUCTEMHWIA KNipeHC SKOro CTaHoBUTb 6/M3bkKo 10 n/rod, moxe OyTu BifHECEHWA A0 NiKapCbKMX 3ac06iB 3 HM3bKMM PiBHEM KnipeHcy. Micns
BHYTPILLUHbOBEHHOIO 3aCTOCYBaHHA 03K 1 Mr nepiof HaniBBMBEAEHHSA CTaHOBUTL 6/1M3bK0 4,5 roguHu. Mpu nepopasibHOMY 3aCTOCYBaHHI BUBEAEHHS 0OMEXYETHCA
LUBUAKICTIO abcopbuii. Mpun BUBeAEHHI prBapokcabaHy 3 Mna3mu TepMiHabHWUIA Nepiog HaniBBMBEAEHHS CTaHOBUTL Bif 5 A0 9 roguH y Monogux nauieHTis Ta Big 11
[0 13 ronH y ocib NiTHLOrO BiKY.

OcobuBi rpynv XBopux

CTaTb. Y YONOBIKIB i XXIHOK KMIHIYHO 3HAYYLLi PO3XOMKeHHS PapMakoKIHETUKI He BUAB/EHI (41B. po3ain «Cnocib 3acTocyBaHHA Ta L03U»).

MauieHTV NiTHLOrOo BiKy. Y NawieHTIB NiITHLOr0 BiKY KOHLEHTpaLii puBapokcabaHy Yy nnasmi BULLI, HDXXK Y MOoAUX NawieHTiB, cepeaHe 3HaveHHs AUC npnbnmnsHo y
1,5 pasa nepesuLLye BiANOBIAHI 3HAYEHHS Y MOJIOAMX NALIEHTIB FO/I0BHUM YMHOM YHACMIAOK 3HWKEHOrO 3arajlbHOro Ta HUPKOBOrO K/ipeHcy. Hemae notpebu B
KOpeKUuiT Ao3N.

Pi3Hi Barosi kaTeropii. 3aHaATo Mana abo Benmnka maca Tina (MeHwe 50 Kr i 6inblue 120 Kr) nvie He3Ha4YHOK MipOHO BMN/IMBAE Ha KOHLIEHTpALiT pyBapoKcabaHy y
nnasmi (MeHwwe 25 %). Hemae noTpebu B KOpeKuii AO3N.

Mi>XeTHiyHi 0c06/MBOCTI. KNiHIYHO 3HauyLi po3XoMpKeHHs (hapMakoKiHeTuKn (PK) Ta hapmakognHamikm (P L) y nawieHTiB €eBPONeoigHol, appoameprKaHCbKOT,
NaTMHOAMEPUKAHCBLKOT, AMOHCLKOT 260 KUTANCLKOT ETHIYHOT MPUHANEXXHOCTI HEe CrocTepiranmcs.




MeyiHKOBa HeLOCTATHICTb. Y XBOPUX Ha LMPO3 MEYiHKM 3 NIErKok MeYiHKOBOK HeaocTaTHICTIO (Knac A 3a Knacudikauieto Yavinga — M°10) apMakoKiHETMKa
prBapoKcabaHy fnLle He3Ha4yHO Bifpi3HAnaca Bif BiAnNOBIAHMX MOKa3HMKIB (y cepeaHboMy 1,2-pa3oBe 36inblieHHA AUC puBapokcabaHy) Yy KOHTPOMbHIA rpyni
340pOBUX JO6POBO/LLIB. Y XBOPUX HA LMPO3 NEYiHKK i3 CepeHbOTSXKO NeYiHKOBOK HefoCTaTHICTIO (Knac B 3a knacudikauieto Yainnga — M’10) cepegHs AUC
pmBapokcabaHy 6yna 3Ha4yHo nigsuuieHa (y 2,3 pas3a) NOPIBHAHO 3 TaKO0 Y 340p0BUX A06poBObLIB. AUC He3B’s3aHOI pevyoBUHY NigsuyBanacsa y 2,6 pasa. Y Lux
nauieHTIB TAKOX 3aPeECTPOBAHO 3HVKEHHA BMBELEHHS pvBapokcabaHy 3 ceyeto, MofibHe [0 TOro, WO XapakTepHe A/ MauieHTiB 3 HUPKOBOK HeLOCTATHICTHO
MOMIPHOrO CTYMeHs. Hemae faHnX OO NaLiEHTIB 3 TAXKUM NOPYLUEHHAM PYHKLIT MEeYiHKN.

MMpUrHiYeHHs aKTMBHOCTI (hakTopa Xa 0y/10 BupaXKeHe cusbHille (2,6-KpaTHe po3X0oMKeHHS) Y NauUieHTIB i3 cepeHbOTAXKNM MOPYLLUEHHAM (YHKUIT NEYIHKA, HXX Y
300poBuX fo6poBosbLiB; MY Takox (2,1-KpaTHO) NoAoBXyBaBCA. IMauieHTU 3 cepefHbOTHKKUM MOPYLUEHHAM (YHKUIT NeviHku 6ynm 6inbll YyTAMBAMU [0
puBapoKcabaHy, Lo Npr3BOAMMO0 A0 BifbLl KPYTOi KpMBOI 3a/1eXXHOCTI PK/P [ Mixk KoHLeHTpauieto Ta MY,

Kcapento® npoTunokasaHuii nauieHTam 3 XBopo6amu NeYiHKW, WO CYNpOBOAKYOTLCA KOAry/nionaTieto 3 KNiHIYHO 3HaYYLLUMM PU3NKOM BUHVMKHEHHS KPOBOTEUI, B
TOMY YMCNi XBOPMUM Ha LMpOo3 NediHKK Knacy B Ta C 3a knacudikauieto Yannga — M’ (aue. po3gin «IMpoTUnoKasaHHN»).

HupkoBa HefoCTaTHICTb. BigsHauanocs 36iMblLUeHHA eKCno3uLil puBapokcabaHy, sike 06epHEHO MPOMOPLUIAHO KOPENtE 3i 3HMKEHHAM (YHKLUiT HUPOK, WO
BU3HaYa/In 3a KipeHCOM KpeaTuHiHY. B oci6 3 nerkum (KnipeHc KpeatuHiHy 50-80 M1/XB), cepeAHbOTSXKKUM (KNIPEHC KpeaTUHiHY

30-49 mn/xB) abo THKKUM (KNipeHC KpeaTuHiHy 15-29 msi/XB) nopyLUeHHAM (PYHKLIT HUPOK, KOHLEeHTpaLii puBapokcabaHy y nnasmi (AUC) bynms 1,4, 1,5 1a 1,6
pasa Oinbli MOPIBHAHO 3 TakKUMW Yy 3[0POBUX A06pPOBOMbLIB. BignoBigHO crocTepiranocs 36iMblUeHHs (PapMakoguHaMiuyHUX edekTiB. B ocib 3 nerkum,
CepefHbOTSHXKKMM ab0 TSHXKKMM MOPYLUEHHSM (DYHKLIT HUPOK 3arasibHe MPUrHIiYeHHsS akTMBHOCTI (hakTopa Xa 6yno signosigHo B 1,5, 1,9 Ta 2 pa3n GinbLunm
MOPIBHAHO 3 TaKUM Y 340p0BKX L06poBosbLiB; MY nogibHUM ymHoM 3pocTano y 1,3, 2,2 Ta 2,4 pasa BifnoBigHO. JaHi W00 NauieHTIB 3 KNiPeHCOM KpeaTUHiHY <
15 mn/xB BIACYTHI.

3 ornafy Ha BUCOKe 3B’A3yBaHHA 3 6i/IkaMun Nnas3mu, 04iKYeTbCS, L0 puBapoKcabaH He BUBOAUTLCA 3 OPraHi3My LUISAXOM Aianisy.

He pekoMeHAyEeTbCA 3aCTOCOBYBATU /TIKAPCbKMIA 3aCi6 NalieHTam i3 KipeHCOM KpeaTUHiHY

< 15 mn/xB. Jlikapcbkuin 3aci6 Kcapento® cnif 3acTOCOBYBaTM 3 06EPEXHICTIO MauieHTam 3 KIipeHCOM KpeaTuHiHy 15-29 mn/xs (guB. po3gin «Oco6smBOCTi
3aCTOCYBaHHSA»).

dapmakoKiHe TUYHI [aHi, BigMiveHi y nauieHTiB. Y nauieHTIiB, SKi OTPMMYHOTb pyBapokcabaH Ans npodinaktukm TIB y pos3i 20 mr 1 pa3 Ha o6y, cepefHiii
reoMeTPUYHUIN NOKa3HUK KOHLeHTpauiT (iHTepBan NnporHo3yBaHHA — 90 %) vepe3 2—4 rofuHu Ta Maike yepes 24 roguHu nicns 3actocyBaHHs (4ac, Lo NpuoeansHo
BiloGpaKae [OCArHEHHS MaKCUMa/IbHOI Ta MiHIMalbHOT KOHLEHTpaL Ty NpoMiKKax MiX npuitoMamu fo3) ctaHoBMB 215 (22-535) i 32 (6—239) MKr/n BignNoBigHO.
dapmakoKiHe TUYHi/hapmakoanHaMivHi B3aeM03B’A3KM. OuiHKa (hapMakoKiHeTMYHOro/ hapmako-gnHaMmiyHoro (®K/P[) B3aeMO3B’A3KY MiXK KOHLEHTpaL €0
puBapokcabaHy B MnasMmi KpoBi Ta LeaKMKU (hapMakoAvHaMiYHUMK KiHLEBUMU ToYKaMun (NpUrHiveHHs dgaktopa Xa, MY, AUTY, HepTest) nposoaunack Ha Thi
3aCTOCyBaHHS BEIMKOro AianasoHy Ao3 (5-30 mr Agivi Ha Ao6y). B3aeM03B’A30K MK KOHLEHTpaLiet0 prBapokcabaHy Ta aKTVMBHICTIO (hakTopa Xa Haikpalle
BM3HAYAETLCA 33 AOMOMOTOK E o Mogeni. oo MY — Halibinbl JOCTOBIPHI AaHi OTPUMYIOTh LLNAXOM 3aCTOCYBaHHA NiHINHOT MOZeNi NepeTUHaHHSA BiapisKis. B

3a/1eXKHOCTI Bif Pi3HMX peareHTIiB AN BU3HaueHHs MY, KyToBUiA KoediiLlieHT MOXKe MaTu CyTTEBO BiAMiHHI 3HaueHHSs. Mpu 3acTocyBaHHiI peareHTy Neoplastin ans
BUMiptoBaHHS MY, BuxigHuii MY cTaHoBUB 6/1M3bKO0 13 ¢, a KyTOBUIA KoeqillieHT — Big 3 Ao 4 ¢/(100 mkr/n). Pesynbtatn ®K/P /] aHaniziB y gocnimkeHHsx a3 Il Ta
Il BignoBiganu JaHUM, OTPUMaHUM Y 340P0OBMX AOOPOBO/BLLIB.

AnTauni Bik. EQeKTUBHICTb Ta 6e3mneka 3aCTOCyBaHHS NiKapcbKoro 3acoby y Aiten Ta NigniTkiB 4o 18 pokiB He BMBYasiacs.

JOKnNiHIYHI faHi 3 6e3neku

ICHytOUYi [OKMiHIYHI AaHi, OTpMMaHi B XOA4i TpaguUiiHUX [OCNiMKEHb (hapMakonoriyHoi 6e3nekn, TOKCUYHOCTI OAHOPa30BOi A03W, (HOTOTOKCMYHOCTI,
reHOTOKCUYHOCTI, KaHLLepOreHHOro NoTeHLiany Ta penpoAyKTUBHOI TOKCUYHOCTI BKa3yTb Ha BiACYTHICTb Oy Ab-AKUX CeundivyHUX pU3KKIB 415 FOAVHN.

Y [OCNiIKeHHAX TOKCUYHOCTI 6aratopasoBuX [03 CNOCTepiraicb egeKTn, MoB’sA3aHi, roIOBHUM YMHOM, 3 HaAMIPHO BUPaXKEHOK (apMakoAMHaMIYHOK Aieto
puBapokcabaHy. He 3apeecTpoBaHO BM/MBY Ha (PEPTULHICTL Y CamuLlb Ta CaMuiB LIYpiB. Y XOAi JOCNiMKEHb Ha TBapuHax OYyfio BUABNEHO PEMNPOAYKTUBHY




TOKCUYHICTb, NOB’A3aHY 3 (PapMaKo/oriYH1MM MexaHi3MOM Lii puBapokcabaHy (remopariyHi YCKIagHEHHS).

KniHIYHI XapaKTepUCTUKN.

lNoka3aHHS.

MpoinakTnKa iHCYNbTYy Ta CUCTEMHOT eMB0/IT Y A0POCMX MaLiEHTIB i3 HEKNanaHHO (ibpunaLieto nepeacepab Ta O4HUM YK KinbKoMa thakTopamm pU3NKY, TakuMm
K 3aCTilHa cepLeBa HeloCTaTHICTb, apTepiasibHa rinepTeHsis, BiK = 75 pokKiB, LLyKPOBWIA AiabeT, iIHCYNbT ab0 TpaH3UTOPHA iLleMiyHa aTaka B aHaMHe3i.

JlikyBaHHSA TpoM603y rnnbokux BeH (TIB), Tpomboemb6onii nereHeBoi aptepii (TEJTA) i npodinaktnka peunamey TIB ta TEJIA y gopocnunx (aue. po3sain
«Oc061MBOCTI 3aCTOCYBaHHS» CTOCOBHO NaLieHTiB 3 TEJIA, 10 MatoTb HeCTabilbHi reMognHaMiuHi NOKa3HUKN).

MpoTunokasaHHs.
MigsumLLEHa YyTAMBICTb A0 pMBapoKcabaHy abo [0 6yab-AKNX AOMNOMIKHMX PEHOBUH /TiIKAPCbKOr0 3aco6y.
KniHiYHO 3HauylLLla aKTMBHA KPOBOTEYA.
YLWKOLXKEHHAA60 CTaHu, WO CyNPOBOAKYOTHCA 3HAYHUM PU3MKOM PO3BUTKY KPOBOTEY, 10 AKMX HANIEXaTb HafBHI Ha faHWi Yyac abo HelLoaBHO AiarHoCToBaHi
BMPA3KMN LLTYHKOBO-KMLLIKOBOIO TPaKTy, 3/10AKICHI NMyX/MHW 3 BUCOKUM PU3MKOM KPOBOTEY, HELLOAABHO MepeHeceHa TpaBMa rofIoBHOM0 abo CrMHHOIMO MO3KY,
HEeLL0JJaBHO MepeHeceHe orepaTuMBHE BTPYYaHHS Ha TO/IOBHOMY, CMIMHHOMY MO3KY ab0 ouyax, HelloAaBHiiA BHYTPILUHbOYEPENHWUIA KPOBOBU/IB, BapUKO3HE
PO3LLMPEHHS BEH CTpaBoXoy (BUSB/EHE UM Nif03ptOBaHE), apTepioBeHO3HI Masib(hopMallil, aHeBpr3Ma CyMH abo 3HauHi 3a PO3MiPOM BHYTPILLHbOCMIHA/LHI ab0
BHYTPILLHbOLEpebpasibHi CYyAMHHI aHOManii.

OfiHoYacHe 3aCTOCyBaHHA 3 Oy[b-AKMMW IHWVMW aHTUKOArynaHTaMu, 30KpemMa 3 He(pakuioOHOBaHWM renapuHOM, HU3bKOMOMEKYNAPHMMU rernapuHamm
(eHokcanapviH, ganbTenapuH i T. n.), NOXigHUMKU renapuHy ((hoHAanapuHyKC i T. Nn.), NepopasbHUMK aHTUKoarynsaHTamu (BapapwH, gabiratpaH etekcunart,
anikcabaH i T. .), OKpiM creuudiuHnX 06CTaBUH Mepexofy Ha abTepHaTUBHY aHTUKOAry/nsaHTHY Tepanito (guB. po3ain «Cnocib 3acTocyBaHHA Ta [031») abo
BUMNAAKW, KONW He(hpaKL,iOHOBAHWNIA renapuH NPU3HAYaeTbea Y 403aX, He0OXiAHMX ANa PYHKLIOHYBaHHS BiAKPUTOr0 KateTepa LeHTpalbHUX BeH abo apTepin (avs.
po34in «B3aemMogis 3 iHWMMM NIKapCbKUMUM 3aC06aMK Ta iHLWI BUAW B3aEMOLIN»).
3axBOPHOBaHHSA NMeYiHKK, AKI aCOLLIOK0TLCA 3 KOary/onariero Ta KAiHIYHO 3HaYYyLUM PU3MKOM PO3BUTKY KPOBOTEUYI, y TOMY YMC/i LMpo3 nediHku knacy B ta C (3a
Knacudikauieto Yainnga — M’10) (ame. po3gin «PapmMakoKiHETUKA).

Bik nauieHTa 4o 18 pokiB.
Mepiog BariTHOCTI abo rogyBaHHA rpyaao (AMB. po3ain «3acToCyBaHHS y nepiof BariTHOCTI ab0o rofyBaHHA rpyaato»).

B3aemogis 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

Iuri6itopu CYP3A4 Ta P-gp

OfHOYacHe 3aCToCyBaHHSA puBapoKcabaHy Ta KeTokoHasony (400 mr 1 pa3 Ha f06y) abo putoHaBipy (600 mr agidvi Ha fo6y), Npu3BoAMIO A0 2,6-KpaTHOro/2,5-
KpaTHOro nifBULLEHHA cepefHbOl piBHOBaXKHOT AUC pusapokcabaHy Ta 1,7-KpaTHOro/1,6-kpaTHoro 36ifblueHHs cepefHboi Chgx  PVBapokcabaHy, ske

CyNpOBOMKYBa/IOCA 3HAYHMM MOCUIEHHAM (hapMaKoAMHaMiYHMX eqieKTiB NiKapCbKOro 3acoby, Lo NiABMLLYE PU3MK KPOBOTeYi. 3BaXaruu Ha Le, 3aCTOCyBaHHS
Kcapento® He pekoMeHAYeTbCA NauieHTaM, fKi OTPUMYHKOTb CYMYTHE CUCTEMHE JiKyBaHHA MPOTUrPUOKOBUMK MpenapataMmu asofibHOI rpynu, TakuMu K
KETOKOHa30/, iTpakoHa30/1, BOPMKOHA30/1 Ta N03aKoHa30/, abo iHribiTopamu Bl/1-npoteasun. Li npenapatu € NnoTy)XHUMK iHri6iTopamm CY P3A4 Ta ogHovacHo P-gp
(ams. po3gin «OcobNMBOCTI 3aCTOCYBAHHSA).

PeyoBuHU, SKi aKTUBHO IHFIOYHOTb TiNIlbKWM OAMH 3i WSAXIB BUBEAEHHS puBapokcabaHy 3 opraHiamy, CYP 3A4 a6o P-gp, K O4ikKyeTbCA, 30ibLUYOTL KOHLEHTPALiT
prBapoKcabaHy y nnasmi KpoBi MEHLLIOK Mipoto.




Hanpuknag, knaputpomiumH (500 mr ABidi Ha f00Y), WO 3HAYHO iHribye akTUBHICTL i30(epmeHTy CY P 3A4 i nomipHo P—gp, cnpuunHsas 1,5-KpaTHe 36i/1bLUEeHHSA
cepeHix 3HayeHb AUC T1a 1,4-kpatHe 36i/blueHHs Cpg PVBapokcabaHy. B3aemogis 3 KnapuTpoMiLMHOM MMOBIPHO He € K/iHIYHO 3HavyLwo Ana 6inbLiocTi

nauieHTiB, ane MOTEHLIHO MOXe OyTW 3HaYYyLLOK ANA NauieHTIB BUCOKOro puanKy (LLOAO0 3aCTOCYBaHHSA Y Mali€HTIB 3 HUPKOBOK HEAOCTATHICTHO AMB. PO3Ain
«OCc061MBOCTI 3aCTOCYBaAHHS).

EputpomiumH (500 Mr Tpuui Ha fo6y), Lo NOMIPHO iHribye akTuBHICTL i30epmeHTy CYP 3A4 i P-gp, cnpuunHsae 1,3-KpaTHe 361/bLUEHHSA CepefHiX PIBHOBaXKHUX
3HayeHb AUC i Cp5x pvBapokcabaHy. B3aemopis 3 epuTpoMiLMHOM MMOBIPHO He € KNiHIYHO 3HauyLLoK AN 6iNbLUOCTi NauieHTiB, ane NOTEHUINHO MOXe 6yTu
3HAYYLLIOK A/19 NALIEHTIB BUCOKOI0 PU3KKY.

Y nauieHTIiB 3 HUPKOBOK HEeOCTATHICTIO NIErKOro CTYMEeHs TSXKKOCTI, Ha BigMIHY Bif NnaLjieHTIB i3 HOPMa/ibHOK (PYHKLIEHD HUPOK, NP 3aCTOCYBaHHI ePUTPOMILNHY
(500 mr 3 pa3u Ha f06Y) Big3Havann 1,8-kpaTHe 3pocTaHHA cepefjHboro 3HaveHHa AUC Ta 1,6-KpaTHe 36i/blueHHS Cay PUBApOKCabaHy. Y nauieHTiB 3 HUPKOBOO

HEeLOCTATHICTIO CepPefHbOro CTYMNeHN TXXKOCTI Ha TNi epPUTPOMILIMHY CriocTepirany 36ibLIeHHs cepefHbOro 3HadeHHs AUC priBapokcabaHy B 2 pasu i MiABULLEHHSA
Crnax P1BapokcabaHy B 1,6 pa3a MOpiBHAHO 3 maujieHTamy 6e3 nopylueHb YHKUIT HUPOK. Brave epuTpOMILMHY € afUTUBHUM [0 ABWLL HUPKOBOI HELOCTaTHOCTI

(ams. po3gin «OcobNNBOCTI 3aCTOCYBaHHS).
®nykoHason (400 mr 1 pa3 Ha poby), BBaxxaeTbes iHri6itopom CYP 3A4 cepefHbOI iHTEHCUBHOCTI, | MOro 3acTOCyBaHHS CNpUUMHANO 1,4-KpaTHe 30i/bLUeHHS
cepefHix 3HaveHb AUC Ta 1,3-kpaTHe 36inblueHHs Cp g PYBapoKcabaHy. Baaemogis 3 p1yKOHA30/10M MMOBIPHO He € KNiHIYHO 3HAYYLLIOK Ans 6iNbLIOCTI NaLieHTIB,

ane NoTeHUiNHO MOXKe OYTW 3HauYLLOK AN NaLieHTIB BUCOKOro pu3nKy (L0 3aCTOCYBaHHS MaljieHTaM 3 HMPKOBOK HeAOCTaTHICTIO AMB. po3ain «OcobamBoCTi
3aCTOCYBaHHA»).

3BaXKatoum Ha 06MeXeHI KMiHIYHI faHi LWOoAO0 APOHeapOoHY, CNif YHUKATM OfHOYACHOr 0 MOro 3acToCyBaHHS 3 puBapoKcabaHoM.

AHTVKOArynsaHTu

Micnsa KoMGiHOBaHOr o NpM3HaYeHHs eHokcanapuHy (oaHopa3oBoi A03u 40 Mr) i puBapokcabaHy (0aHOpPa3oBoil Ao3n 10 Mr) cnocTepirascs aguTUBHUIA e(hekT LWOo40
MPUTHIYEHHA aKTMBHOCTI (hakTopa Xa, L0 He CYyNpOBOMXKYBa/0CA [OAATKOBMMMK 3MiHaMu Mpo6 Ha 3roptaHHA Kposi [MMY (npotpom6iHoBoro uacy), AYUTY
(akTMBOBaHOr0 YaCTKOBOIr0 TPOMBOMIACTUHOBOIO Yacy)]. EHOoKcanapuH He 3MiHIOBaB (hapMaKOKIHETUKY pvBapoKcabaHy.

Uepes 30i/bLLUEHHA PU3UKY PO3BUTKY KPOBOTEY C/if 3 00EpeXHIiCT0 CTaBUTUCA 4O O4HOYACHOMO 3aCTOCYBaHHA 3 IHLWWMWU aHTUKoarynsHTamu (4MB. po3ginu
«[poTMNOKa3aHHs», «OCO6/IMBOCTI 3aCTOCYBaHHS»).

HectepoigHi npoTu3ananbHi 3acooun (HIM33)/ iHribiTtopu arperaiii TPOMOOLUTIB

[icnsa ogHoYacHOro 3acTocyBaHHA puBapokcabaHy (15 mr) i 500 Mr HanpOKCeHY KAiHIYHO PenieBaHTHOMO MOLOBXEHHS Yacy KpoBOTeui He crniocTepiranocs. Mpote B
OKpemMmnx 0cib MOX/MBa 6iflbLL BUpaXkeHa (hapmakoamHaMiyHa BignoBsijp.

He cnocTepiranocs KAiHIYHO 3HauylMX (apMakoKiHETUYHMX abo (hapMaKoAMHaMIYHMX B3aeMOfi npu oaHovacHOMY 3acTocyBaHHi Kcapento® Ta 500 mr
aueTuacaniunnoBol KUCoTu.

He BuABNeHO (hapMaKOKIHETMYHOT B3aEMOAIT MK puBapokcabaHom (15 mr) i knonigorpenem (HaBaHTaxyBasibHa Ao3a 300 Mr i3 nofasbnM MPU3HAYEHHAM
NigTPUMyUMX 403 75 Mr), ane y nigrpyni nauieHTiB Big3HayeHe peneBaHTHe 30i/bLUEHHS TPUBAIOCTI KPOBOTEUI, WO He KOPe/toBa/o 3 arperauieto TpoM6oumTiB i
piBHAMY P-cenektuHy a6o GPI1b/111a-peuenTopa.

HeobxigHo foTpyvMyBaTucs 06epeXXHOCTI Mpu NpU3HayveHHi pyBapokcabaHy nauieHTam, sAKi OfHOYaCHO 3acTocoBykTb HIM33 (BKIouakouy auetuncaniuunosy
KMCNOTY) Ta iHri6iTopm arperauii TPOM6OLMTIB, OCKINIbKM Li iKapCbKi 3aC00M 3a3B1Yaii NiABULLYIOTb PU3MK KPOBOTeY (AMB. po3ain «OcobiMBOCTI 3aCTOCYBaHHS»).
CenekTuBHI IHTribiTOpy 3BOPOTHOIO 3axonneHHst cepoToHiHY (CI33C) / iHribiTOpy 3BOPOTHOr 0 3aX0NAEHHS CEPOTOHIHY-HOpeniHedpuHy (133CH)

AK | Npn 3aCTOCYBaHHI IHLINX aHTUKOAryNAHTIB, MiABULLLYETLCS PU3NK PO3BUTKY KPOBOTEY Y NaLlieHTIB, fKi 0gHoYacHo 3acTocoByoTb CI33C abo I133CH BHacnigok
BM/IMBY OCTaHHIX Ha TpoMo6ouuTK. Mpn 0LHOYACHOMY 3aCTOCYBaHHI 3 pMBApOKCcabaHOM Y X041 KMIHIYHUX LOCNILKeHb criocTepiranacs 6inblua KiNbKICTb KMiHIYHO
3HaYyLMX KPOBOTEY B YCiX rpynax Teparii.




BapdgapuH
Mpn nepexoai nauieHTiB 3 aHTaroHicTy BiTamiHy K BaptapuHy (MHB 2-3) Ha puBapokcabaH (20 mr) a6o 3 pmBapokcabaHy (20 mr) Ha BaptapuH (MHB 2,0-3,0)

npoTpomb6iHoBUiA Yac Ta MHB (Neoplastin) 36inbLuyBanucst 6inbll AK agUTMBHO (Big3HaYanncs okpemi 3HavyeHHs MHB fgo 12), y Toil yac K BnavB Ha AUTY,
iHribyBaHHS aKTMBHOCTI (hakTopy XaTa eHAoreHHui TpoMbiHoBMIA noTeHuian (ETI) 6yB aaguTUBHMM.

AKWOo 6axxaHO NepeBipuUTU (hapMaKoAMHaMiYHI e(heKTU pyrBapoKcabaHy Mifd 4vac nepiogy nepexoady, MOXyTb OYTU BUKOPUCTaHI TECTU Ha BM3HAYEHHSI aKTUBHOCTI
aHT-Xa, PICT i HepTest, ocKifibky BapdapuH He BMMBaE Ha pe3ynbTaTh UMX TecTiB. [NoyunHatoum 3 4 nobu nicns BigMiHM BapgapyiHy i B NOAaIbLLIOMY BCi TECTU
(Bkntovatoum MNT, AUTY, iHribyBaHHsa akTMBHOCTI (pakTopa XaTa ETI1) BigobpaxatoTb NnLle e(heKT puBapoKcabaHy.

AKWo 6axaHo nepeBipuUTY (hapMakoAMHaMIYHI edeKTn BapdapuHy Mig 4Yac nepiofy nepexofy, MOXHa BMKOPUCTaTW BM3HaveHHS MHB npu pgocarHeHHi Cpin

pmBapokcabaHy (4epe3 24 roAvHu nicns npuinomy nonepeaHbol 403K prBapokcabaHy), OCKINIbKM Y Lieil MOMEHT puBapoKcabaH HailMeHLUe BM/MBaE Ha pe3ynbTaTu
Tecty MHB.

Mix BaphapMHOM Ta prBapoKcabaHOM He Bif3HaYeHO (PapMaKOKiHETUYHOT B3aEMOLT.

IHaykTOpU CY P3A4

OfHOYacHe 3aCTOCYBaHHA pvBapokcabaHy Ta pugamniuuHy, Wwo € cunbHUM iHgyktopom CY P3A4 i P-gp, npussoanno 4o npnbnmsHo 50 % 3HMXKeHHS cepefHboT
AUC puBapokcabaHy Ta napasieflsHOro 3MeHLLUEHHS 1ioro apMakogmHaMivyHUX edekTiB. OgHOYaCHe 3aCTOCYBaHHS prBapokcabaHy 3 iHLWMMK CUbHOAIKUYUMA
iHaykTopamn CYP3A4 (Hanpuknag (eHiToiHOM, kapbamaseniHom, heHo6ap6iTanioM abo 3acobaMu Ha OCHOBI 3BipOO0HD) TaKOXX MOXE CMPUYMHUTU 3HUXKEHHS
KOHLEHTpaLii puBapokcabaHy y nnasmi Kposi. ToOMy cifi YHUKaTV OAHOYACHOMO MPU3HAYEHHS 3 NpenapaTtoM NoTYXXHMX iHAYKTopiB CY P3A4, okpiM BMNagKiB, Konu
3a6e3MeyYeHo peTe/lbHNI Harnag 3a nawieHToM 3 METOH BUSIB/IEHHS 03HAK Ta CUMMTOMIB TPOMOO3Y.

IHLWIi NiKapcbKi 3ac06M CynyTHbLOI Tepanil

He BiA3Ha4Yanoca KNiHIYHO 3HaYyLMX (hapMaKOKiHETMYHMX ab0 (hapMaKoAMHaMIYHNX B3aEMOAI NPy OAHOYACHOMY 3aCTOCYBaHHI puBapokcabaHy 3 Mifa3o/amom
(cybeTtpar CYP3A4), aurokcmHom (cybcTpaT P-rnikonpoTeiny), atopBactatuHoM (cy6ctpatr CYP3A4 i P-gp) a6o omenpa3onom (iHribiTop NPOTOHHOT MoOMMw).
PvBapokcabaH He NPUrHIYYe | He IHAYKYeE Oy ab-aKi BaXuBi i3odopmu umTtoxpomy CY P, Taki sk CY P3A4.

Bnave Ha NabopaTopHi NapameTpu

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

Oco6MBOCTI 3aCTOCYBaHHS.

YnpoaoBx nepiogy NikyBaHHS PEKOMEHAYETLCA 3AIACHIOBATI KNiHIYHWIA Harnag, Wo BiAnoBiAae NPaKTULL 3aCTOCYBaHHS aHTUKOAry nsiHTIB.

PY3nK PO3BUTKY KPOBOTEYI

7K i Npu 3acToCyBaHHI IHLIMX aHTUKOArynsHTiB, nalieHTam, fKi npuiiMatoTb Kcapento®, cnif nepebysatu Nif peTeNbHUM Harnsgom Ans BUSIB/IEHHS O3HaK
KpoBOTeYi. PekoOMeHAYeTbCA 3 06EpeXHICTIO 3aCTOCOBYBATW NliKapCbKUA 3acib Mpu 3aXBOPHOBAHHAX, LLO CYMNPOBOMLXKYKOTHCS MiABULLEHUM PU3MKOM PO3BUTKY
KpOBOTEY. Y BUMALKY Cepilo3HOT KPOBOTeui 3acTocyBaHHA KcapenTto® cnif npunuHUTY (aMB. po3gain «lepefo3yBaHH:).

Y KNIHIYHUX JOCNIIKEHHSAX KPOBOTEYI 31 CIM30BMX 060/10HOK (HanpuKiaz, HOCOBI KPOBOTEYI, KPOBOTEUI 3 AICEH, LLTYHKOBO-KMLLIKOBI KPOBOTEYI, KPOBOTeYI 3 OpraHis
CeyocTaTeBOi CUCTEMMU, BKIIOYAKOUM aHOMaslbHY BariHanbHy KpoOBOTeYy ab0 MOCW/IEHHS MEHCTPYaslbHOI KpPOBOTEYi) Ta aHeMisi 3ycTpidaivucb vacTilwe Ha Thi
[OBroTpmMBanoi Tepanii pvBapokcabaHOM, HIX NpW NiKyBaHHI aHTaroHicTamy BiTamiHy K. 3Bakarouu Ha ue, [0LATKOBO A0 HAMEXHOro KNIHIYHOro Harnsgy y
BIZNOBIAHMX BUMNafKax LOLI/IbHO NPOBOAUTU N1a60PaTOPHY MePeBipKY MOKA3HWKIB reMoriobiHy/reMaToKpuTy 3 METOH BUSB/IEHHA BUMNaAKIB BHYTPILLIHIX KPOBOTEY
A1 BU3HAYEHHSA K/TIHIYHOT 3HAYYLLIOCTI ABHNX KPOBOTEY.

MeBHi kaTeropii NawieHTIB, K 3a3HaYEHO HMKYE, MatOTb MiABULLEHWIA PU3MK PO3BUTKY KPOBOTeYi. Taki nauwieHT Micns noyartky NikyBaHHS MOBUHHI NepebysaTtu nij,
peTeflbHUM Harng4oMm 418 BUSB/IEHHS CUMNTOMIB remMoparivyHuX YCKafHeHb Ta aHeMmii (4uB. po3gin «o6iuHi peakLii»).




Mpy 6y Ab-AKOMY 3HMXKEHHI PIBHSA reMorno6iHy 4m apTepiasibHOro TUCKY He3’ACOBaHOT eTioNOriT HEOOXILHO BUSBUTU [PKEPESIO KPOBOTEYI.
He3Baxxatouu Ha Te, WO NiKyBaHHSA puBapoKcabaHOM He BMMAarae npoBefeHHs CTaHLAPTHOr0 MOHITOPUHIY MOro eKCno3uuii, BU3HaYeHHS PiBHA prBapoKcabaHy 3a
[ONOMOroK0 BifIKaNibpoBaHMX KiNbKICHMX TECTiB Ha aHTU(aKTOP Xa MOXe BUSBUTUCb KOPUCHUM Y BUHATKOBUX CUTYaLisiX, KOMM BiZOMOCTI NpO eKcrno3uuito
puBapoKcabaHy 3AaTHi BMAMHYTWM Ha NPUAHATTA KNIHIYHKMX pilleHb, 30KpeMa MNpu Nepeao3yBaHHI Ta EKCTPEeHMX XipypridyHuMx BTPy4YaHHAX (AMB. po3Ain
«®apmaKo/IorivyHi BNacTUBOCTI»).
Hu1pKoBa HeAOCTATHICTb
Y NauieHTIB 3 TAXKKOK HUPKOBOK HeAOoCTaTHICTIO (KNipeHC KpeaTuHiHY < 30 MN/XB) KOHLIEHTpaLis puBapokcabaHy y nnias3mMi KpoBi MOXe CyTTEBO MifsumLLyBaTucs (B
cepefHbOMyY Y 1,6 pasa), Wo MOXe NPMU3BECTH 40 NiABULLEHOIO PU3MKY KPOBOTEYI.
Cnip 3 0bepexHicTro 3acTocoByBaTV Kcapento® naujieHTam 3 KipeHCOM KpeaTuHiHY 15-29 Mn/xB. He peKoMeHAYETbCSA 3aCTOCOBYBATM NiKapCbKMii 3acib nawieHTam
i3 KNipeHCcoM KpeaTuHiHy < 15 Mn/xB (amB. po3ainn «Cnoci6 3acTocyBaHHs Ta A03n», «PapMakoorivyHi BlacTUBOCTI»).
Cnip, 3 06epexHicTio 3acTocoByBaTV Kcapento® nauieHTaM i3 HUPKOBOK HEeJOCTATHICTIO, SiKi 04HOYACHO OTPUMYIOTb iHLWI NiKapcbKi 3ac00M, WO NPU3BOAATb [0
NiABULLEHHS KOHLEHTpaLiT puBapokcabaHy Y nnasmi Kposi (4MB. po3ain «B3aemogisi 3 iHLWMMM NiKapCbKMKM 3ac06amu Ta iHLLI BUAN B3aEMOAIA»).
B3aemogais 3 iHLUMMUM NiKapCbKNUMUK 3aC00amMu
He pekomeHAyeTbCA 3acTOCyBaHHA Kcapento® nauieHTaMm, fKi OTPUMYHOTb CYMYyTHE CUCTEMHEe NiKyBaHHA NPOTUIPUOKOBMMMK MpenapataMu asofibHOI rpynu
(Hanpvknag, KeTOKOHAa30/10M, iTPaKOHa30/10M, BOPMKOHA30/10M Ta M03aKOHa30/10M) abo iHribiTopamn BlJI1-npoTeasn (Hanpuknag, puToHasipom). Lii npenapatu €
NOTYXXHUMM iHri6iTopaMmn ogHovacHo izodepMeHTiB CY P 3A4 Ta P gp, TOMY BOHU MOXYTb MiBULLYBaTV KOHLEHTPaLiT puBapoKkcabaHy B Mna3mi KPoBi A0 KNiHIYHO
3HaYyLWoro piBHA (B cepefHbOMYy Yy 2,6 pasa), WO MOXEe MPW3BOAMTW L0 NIABULLEHHA PU3MKY BMHUKHEHHS KPOBOTeYi (AuB. po3gin «B3aemogia 3 iHWUMK
NiKapCbKMMM 3ac06amMu Ta iHLWI BUAW B3aEMOLI»).
HeobxigHo OyTV 06epeXXHMMKU Npu MNpu3HaYeHHi pyBapokcabaHy nauieHTam, fKi 3aCTOCOBYIOTb NiKapcbKi 3acobu, WO BMMBaKOTb Ha reMocTas, Hanpuknag
HecTepoiAHI NpoTu3ananbHi 3acobu (HIM33), auetuncaniumnoBy KUCIOTY Ta iHriGIiTOpu arperayii TPOMOOUMTIB, a00 CeNIEKTUBHI IHTiGITOPY 3BOPOTHOIO 3aXO0MN/IEHHSA
cepoToHiHy (CI33C) Ta iHri6itopu 3BOPOTHOrO 3axOM/eHHs CepoTOHIHY-HopeniHedpuHy (I33CH). AKWO ICHYE PU3NK PO3BUTKY BUPA3KOBOI XBOPOOU
LLUTYHKOBO-KMLLIKOBOTrO TPaKTy, CAif PO3rNsAHYTW MUTAHHA MNP0 MPOBefeHHs BIAMOBIAHOrO MPOgiNakTUYHOro NiKyBaHHA (4MB. po3gin «B3aemogis 3 iHLWuMU
NiKapcbK1MM 3aco6amu Ta iHLLi BUAN B3aEMOAIN).
IHLLI (haKTOpW PU3MKY PO3BUTKY KPOBOTEY
AK 1 iHWI aHTUTPOMBOTUYHI NiKAPCbKI 3aC06U prBapoKcabaH He peKOMeHAYETLCA 3aCTOCOBYBATH NaLieHTaM 3 NiABULLEHUM PU3VKOM BUHUKHEHHS KPOBOTeYI, y TOMY
4yuncni NPy HasiBHOCTI:

BPOKEHOT ab0 HabyTOT NaTONOrii 3ropTaHHSA KPOBI;

HEKOHTPO/IbOBAHOT TAXKKOT apTepiasibHOT FinepTeHsit;

IHLLIOrO LLYHKOBO-KMLLKOBOTIO 3aXBOPIOBaHHA 6€3 BMPAa3oK B aKTMBHIW CTafil, W0 MOXe NOTeHLiHO NPU3BOANUTK [0 reMoparivyHuX ycknagHeHb (Hanpuknag,

3ana/ibHe 3aXBOPHOBAHHSA KULLIEYHMKY, e30hariT, racTpuT Ta ractpoesoareasibHa peg)itoKCHa XBopo6a);

CYAWHHOT peTnHoNarii;

OpoHXxoeKTa3y abo nereHeBOi KPOBOTEYI B aHAMHE3I.
MauieHT 3i LWUTYYHMMU KNnarnaHaMm cepus
PvBapokcabaH He cfif, 3aCTOCOBYBaTW A/19 TPOMOONPOMINaKTUK/ nauieHTaM, AKi HeWwoAaBHO NepeHecIv TpaHCKaTeTepHy 3amiHy aopTasibHoOro knanaHa (T3AK).
besneka Ta e(heKTMBHICTb Kcapento® He BUBYAIUCL Y NALEHTIB 3i LUTYYHUMK CEPLIEBMMMN KnanaHamu, TOMY BiACYTHI faHi, fKi NigTeepaKytoTh, Wwo Kcapento®
3abe3rneyye JOCTATHIO aHTMKOArynALito y Wiel rpynu nawieHTis. He peKoMeHAyeTbCs 3acTocoByBaT Kcapento® 415 likyBaHHA TakKUX NawieHTIB.
MauieHTn 3 aHTudochoninigHMM CUHAPOMOM
He pekoMeHAYETbCA 3aCTOCYBaHHA MPAMUX NepopasibHUX aHTUKOArynsHTIB, BKIKOYaoUM pruBapokcabaH, nayieHTaM i3 TpomM6030M B aHaMHe3i 3 JiarHOCTOBaHUM




aHTugoconinigHUM CUHAPOMOM. 30Kpema, Yy MauieHTiB, AKi MalTb MIATBEPLKEHI MO3UTUBHI pPe3ynbTaTy TECTY AJ1F BCIX TPbOX aHTU(OCHONIMILHUX aHTUTIN
(BOBYAKOBMIA aHTMKOAryNISIHT, aHTUKapAioNiniHOBI aHTUTINA, aHTU-6eTa-2-rNiKONPOTEiH | aHTUTINA), Tepanis NPSMUMK NepPopaibHAUMM aHTUKOarynisHTaMmm MoxXke 6yTi
MoB’A3aHa i3 MiABULLEHHAM PU3MKY MOBTOPHUX TPOMOOTUYHMX ABULL, Y MOPIBHAHHI I3 TaKMMW MpY Tepanii aHTaroHictamu sitaminy K.

MauieHTV 3 HeKklanaHHOW ibpunaLieto nepeacepab, Aki nepeHecau MKB i3 BCTAHOB/EHHAM CTeHTa

HasBHI KNiHIYHI AaHi IHTepBEHLINHOI0 AOCNIAKEHHS 3 MEPBUHHOK METOR OLLiHKM 6e3MeKn 3aCTOCYBaHHA MalieHTaM 3 HeKNanaHHo ibpunauieto nepeacepmb, SKi
nepeHecnu MNKB i3 BCTaHOBMEHHAM CTeHTa. [aHi Wwoa0 eeKTMBHOCTI 4719 3a3HaYeHoi nonynsauii oomexeHi (aus. po3ginm «Cnocib 3acTocyBaHHA Ta [03U» Ta
«®PapmMakoamHamiKa»). BigCyTHI faHi WoA0 Liel KaTeropii nayieHTiB 3 iHCYNbTOM/TIA B aHamMHe3I.

MauieHTy 3 TEJIA Ta HeCcTabifIbHUMK reMoANHaMIYHUMK NapaMeTpamuy abo XBOpi, AKMM HeobXigHWI TPOMOONI3UC YmM flereHeBa eEMO0IEKTOMIS

He pekomeHAyeTbCA 3acTocoByBaTy Kcapento® AK afibTepHaTMBY He(hpakLiOHOBAHOMY renapuHy A9 nauieHTiB 3 IereHeBo0 eMO0onieto, WO MarTb HeCcTabiNbHi
remogmMHamMiyHi napameTpn abo MOXYTb NPOXOAMTWU Mpoueaypy TPOMOOMI3NCY UM flereHeBol eMOOEKTOMIT, OCKiNIbKM 6e3MneKy Ta e(eKTUBHICTb BUKOPUCTAHHSA
Kcapento® y Lux KNiHIYHUX CUTYaLiaX He BCTaHOB/IEHO.

CnnHHOMO3KOBa (enifypasibHa/cniHaibHa) aHecTesid abo NyHKLis

Mpn HelpoakcianbHi aHecTesii (enigypanbHi/criHanbHii aHecTesil) abo BUKOHaHHI cniHanbHOI/enigypanibHOT NYHKLUIT iCHYE pU3UK PO3BUTKY enigypasibHoi abo
CMWHHOMO3KOBOI remaTtomu, L0 MOXe NPY3BecTU [0 TPUBAION0 YM HEOOOPOTHOrO Mnapanivy Yy MauieHTiB, AKi 3aCTOCOBYKOTb aHTUTPOMOOTMYHI 3acobu Ans
NPOMiNaKTUKN TPOMO0EMBOIYHUX YCKNaAHEHD.

PU3MK UMX yCKafHeHb NiABULLYETHCA NMPU BUKOPUCTAHHI MOCTINHMX enifypaibHUX KaTeTepis abo npu CynyTHbOMY 3aCTOCYBaHHI NiKapCbKMX npenaparis, Lo
BMN/IMBAIOTL Ha remocTa3. TpaBmaTuMyHa abo MOBTOpHA enifypasbHa abo CNMHHOMO3KOBA MYHKLIT TaKOX MiABWLLYHOTb PU3MK BKa3aHUX YCKIaAHeHb. MauieHTu
NMOBWHHI NepebyBaTy MifJ CNOCTEPEXKEHHAM NS BUABIEHHS CUMMTOMIB HEBPO/IOTYHMX po3najiB (Hanpuknag oOHiMiHHSA abo Big4yTTs cnabKocTi y Horax, AUCHYHKLIT
KULLEYHNKY abo ce4oBoro Mixypa). Mpwv BUSBNEHHI HEBPOIOTIYHOIO AeiymTy HeobXiaHI TepMiHOBA fiarHOCTMKa Ta NiKyBaHHS. Jlikap MOBUHEH OLUiHUTU NOTEHLiNHY
KOPWCTb | pU3NK Nepej npoBefeHHAM Takoro BTpyYaHHs Y NauieHTiB, IKi 3aCTOCOBYHOTb aHTUKOArynsHTV abo roTytTbCA 0 3aCTOCYBaHHS aHTUKOArysHTIB 3 METOH)
NpoiNnakTUKN TPOM603Y. BiaCyTHIN KNiHIYHWIA fOCBi 3acTOCyBaHHA 15 Mr Ta 20 Mr puBapoKcabaHy y Takux CUTyaLisiX.

[Ns 3HWKEHHS NMOTEHLIHOMO PU3NKY KPOBOTEYi acoLiiioBaHol i3 OfHOYACHUM 3aCTOCYBaHHAM pyBapoKcabaHy Ta CMMHHOMO3KOBOH (enifypasbHOK/CNiHaIbHO)
aHecTe3iet0 abo NMyHKLiet0 HeobXiAHO 6paTy 40 yBary hapMakoKiHETUYHWIA Npodinb prBapokcabaHy. BcTaHOBNEHHS abo BMAYYeHHS enigypasibHOro Katetepa abo
NtoM6anbHOT MYHKLIT HaKpaLle NPOBOANTM, KON OYiKYETLCA CAOKMIA aHTUKOArySHTHUIA e(heKT prBapokcabaHy (AMB. po3ain «PapmMakoKiHeTUKa»). Of4HaK TOYHWIA
yac AOCATHEHHS AOCTATHLOMO 3HUKEHHS aHTUKOAryNSHTHOMO ePEKTY Y KOXKHOIO NaLlieHTa He BigoOMMWIA.

Bunyuatu enigypanbHuUii KateTep, Ha OCHOBI 3ara/ibHUX apMakoKIHETUUYHUX XapaKTepUCTUK, C/if LOHaMeHLLIE Yepe3 NoABIAHWIA Nepiog, HaniBBMBELEHHS, TOOTO
He paHille HXK Yepe3 18 roauH Ans nauieHTiB MOMOLOrO BiKy Ta 26 roguH A1 NauieHTiB NiTHLOro BiKy NiCNs NpU3HaveHHs OCTaHHLOI A03K prBapokcabaHy (4uB.
po3ain «dapmMakoKiHeTMKa»). PuBapokcabaH He NpuiiMaTii NPOTAroM NepLumx 6 roAuH nicns BUIyYeHHs enigypanbHOro Katetepa.

Y BunagKy TpaBMaTUUYHOT MYHKLUiT NPU3HaYeHHsA prBapoKcabaHy BapToO BifKNacTh Ha 24 roanHu.

PekomeHAaLIT OO0 A03YBaHHA /1IKAPCbKOro 3acoby [0 Ta nicasa iHBa3uBHUX Npoueayp i XipypriyHoro BTpy4YaHHs

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

15 Mmr i 20 Mmr cnig NpUNMHATK LWOHANMEHLLE 33 24 TOAUHW 40 BTPYYaHHS, AKLWO Le MOX/MBO, Ta Ha OCHOBI K/IHIYHOMO pilleHHSA fikaps. AKLWO npouesypy He
MO>XHa BIAKIACTW, CNif OLIHATA HAsABHICTb MiABULLEHOMO PU3NKY BUHWKHEHHS KPOBOTEYi | TEPMIHOBICTb BTPYYaHHS.

3acTocyBaHHA Kcapento® noTPi6HO BIAHOBMTW MicNA NPOBEAEHHS iHBAa3MBHOI Mnpoueaypy abo XipypriyHOro BTPY4YaHHS TaK LUBWAKO, SIK TiflbKW [OCATHYTO
a[leKBaTHOM0 remMocTtasy, Ta AKW0 3aCTOCYBaHHA /iKapCbKOro 3acoby [03BONSE K/IHIYHA CUTyauid B UINIOMY, WO BCTAHOBMIEHO JikKapem (AWB. po3Ain
«DapMaKOKIHETUKA).

MaLlieHTn NITHLOIO BiKY

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




JepMaTonoriyni peakuii

Cepii03Hi WKIpHI peakuiT, BKNoYaroun cuHapom CrieHca — [DKOHCOHa / TOKCUYHWIA enigepMaibHUA Hekponi3 Ta DRESS-cnHapom (peakLis Ha NikapcbKuia 3aci6 3
€03MHOMINIED Ta CUCTEMHUMK CUMITOMAaMWM), Yy 3B’A3KY i3 3aCTOCYBaHHSIM puBapoKcabaHy 3apeecTpoBaHO Y MicnapeecTpayinHuiA nepiog (ame. po3gin «Mo6iyHi
peakLii»). PU3MK UMX peakLilii y nauieHTiB, MOBIPHO, € HaMBULMM Ha Mo4aTKy Tepanii: nosiea peakuiii y 6inbLIOCTI BMNaAKiB BigdyBanacsa NpoOTAroM MepLumx
TWXKHIB NiKyBaHHA. pn nepmx nposiBax TSHXXKKUX LUKIPHUX BUCUNIB (Hanpuknag, reHepanisauisi, iHTeHcUikalis Ta/abo yTBOpPeHHS MyXxumpiB) abo npu Mnosei
Oy Ab-AKMX IHLIMX 03HAK FinepyyTAnBOCTI Y NOELHAHHI 3 YPXKEHHSAM CM30BOT 060/10HKM CNif NPUMUHUTY 3aCTOCYBaHHA pMBapoKcabaHy.

IHhopmaLis NPo AOMOMIXKHI PEYOBUHW

Kcapento® MicTUTb nakTosy. MNauieHTam 3 pigKiCHUMKU CNafKOBMMMW 3aXBOPHOBAHHAMM, L0 CYMNPOBOLKYHOTCA HEMEPEHOCUMICTIO ra/lakTo3n, AediunToM flakTasu
Nanna Ta manbabcopbLieto rNIOKO3N-raakTo3u, He Chif 3aCTOCOBYBATY Liel /TiKapCbKuin 3acio.

3acTocyBaHHA y nepiog BariTHOCTI abo rogyBaHHs rpyaato.

BariTHicTb. EDeKTMBHICTb Ta 6e3neKa 3acTocyBaHHA Kcapento® BariTHUMM XiHKaMun He BMBYanacs.

Pe3ynbTaTv fOCNi4KeHb Ha TBapUHAX BKa3yOTb HA PENPOAYKTUBHY TOKCUYHICTb (AMB. po3ain «®PapmMakonoriyHi BNacTMBOCTI»). Yepes NOTeHLiNHY penpoayKTUBHY
TOKCUYHICTb, 3HAYHWUIA PU3NK BUHWKHEHHS KPOBOTEY Ta NPOXOPKEHHS puBapoKcabaHy Yepe3 nnaueHTapHWin 6ap’ep 3actocyBaHHs Kcapento® y nepiof BariTHOCTI
npoTunokasaHe (4VB. po3gin «1poTUNOKA3aHHS).

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

ogyBaHHA rpyaao. EgekTBHICTL Ta 6e3neka 3acTtocyBaHHA Kcapento® >XiHKamu y nepiof, rogyBaHHA rpyaato He BMBYaiacs. Y Xof4i JOCNIIKEHb Ha TBapUHaXx
BCTaHOB/IEHO, L0 puBapoKcabaH BUAINAETLCA 3 TPYAHUM MOJIOKOM. BignosigHo KcapenTo® npoTunokasaHuii L0 3aCTOCYBaHHSA Yy Mepiof rogyBaHHs rpyaato (4vs.
po3gin «MpoTmunokasaHHs»). Heo6XigHO NPUAHATI PilLeHHS CTOCOBHO MPUMWUHEHHS FOAYBaHHSA Fpyaato abo NPUNUHEHHS/YTpUMaHHA Big Tepanit.

PepTunbHicTb. CneuianbHi 4OCNIAKEHHS 3 OLIHKW BNIMBY pvBapoKcabaHy Ha (DepTU/bHICTb JIIOANHM He NPOBOAUINCL. Y XO4i 4OCNIAKEeHHSA (PePTUNLHOCTI caMuiB i
caMuUb LLYpiB He 6Y/10 BUSBNEHO XXOLHOI 0 BNJIMBY (AMB. po34in «PapmMaKosioriyHi BlaCTUBOCTI»).

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

KcapenTo® nposiBnsie He3Ha4YHWUIA BNUB Ha 3A4aTHICTb KepyBaTy aBTOTPAHCNOPTOM abo iHWMMK MexaHiaMamu. MoBigomnsny npo nobiyvHi peakuii, Taki SK BUNagKu
CMHKONa/IbHOT0 CTaHy (4acToTa: HevacTo) abo 3anamopoyeHHs (YacToTa: 4acTo) (AuB. po3ain «obiuHI peakuii»).

MayieHTaM, y KX Bif3Ha4atoTbCs NOBIYHI peakLil Takoro TUMy, He CNif KepyBaTu aBTOMO6ifIeM ab0 NpaLtoBaTh 3 iHLLUMMK MexaHi3MaMu.

Cnocib 3acTocyBaHHA Ta A03Mu.

J03yBaHHS

MpoinakTuKa iHCyNbTY Ta CMCTEMHOT eMboniT

PekomeHAayeTbCa npu3Hadat no 1 tabnetui Kcapento® 20 Mr 1 pa3 Ha fo6y, Ls [03a TaKOX € MaKCMMa/lbHOI PEKOMEHZ0BaHO0 103010.

NikyBaHHsA npenapatomM Kcapento® chif NPoBOAUTU NPOTArOM TPUBA/IONO Yacy 3a YMOBM, L0 KOPUCTb Bif NPOMINaKTUKK iHCYNbTY Ta CUCTEMHOT eM60NiT NepeBaXkae
PU3UK PO3BUTKY KPOBOTEY (AMB. po3L4ia «OCO6NMBOCTI 3aCTOCYBAHHSA»).

Y BUNagKy Npornycky npuiiomy TabneTku nauieHTy cnif npuiAHATL Kcapento® HeramHo i HaCTYMHOro AHSA NPOAOBXWUTM NliKyBaHHSA i3 npuinoMom 1 pa3 Ha Aoby
3riflHO PeKOMeH0BaHOr 0 103yBaHHA. He cnif npuiiMaTyi NoABIAHY [03Y Y TOM CaMUid AeHb, 06 KOMMEHCYBaTW MPONyLLeHy TabneTky.

NikysaHns TI'B, TEJIA Ta npoginakTvka peunamnsis TIB i TEJIA

MpoTarom nepmnx 3 TMXKHIB 4715 NiKyBaHHA roctporo TIB i TEJTA peKoMeHAYETbCA NPr3HaYaTyi rno

1 tabnetui Kcapento® 15 mr Agiyi Ha goby, nicnsg yoro — no 20 mr Kcapento® 1 pa3 Ha 400y A4/19 TpMBaoro NikyeBaHHA i NpoinakTnkn peumamsy TI'B ta TENA.



KopoTKocTpokoBy Tepanito (MprHaiMHI NpoTsarom 3 micauis) cnig npusHadat nagieHtam 3 TIB ui TEJIA 3a HasiBHOCTI TUMYacoBUX (haKTOpiB pu3mnKy (Hanpuknag,
HeLl0AaBHO MnepeHeceHa onepauisi abo Tpasma). LOBroCTPOKOBY Tepanito cnif npusHayaty nayieHtam 3 TIB um TEJIA, WO He NOB’s3aHi 3 TMYacoBUMMW (akTopamu
pU3KKy, igionatnyHmum TIB um TESIA abo HasBHiCTHO peunameis TI'B un TEJSIA B aHaMHes3i.

Konn nokasaHe MOAOBXEHHA Mpodinaktuku peumameis TIB ab6o TEJIA (nmicna 3aBepweHHsi Tepanii TIB i TEJIA TpuBanicTio LWOHaliMeHWe 6 micsauis),
pEKOMeHAOoBaHa Ao3a CTaHOBUTL 10 Mr oavH pa3 Ha [fo6y. [ns nauieHTiB 3 BUCOKMM pU3NKOM peumamBy TIB a6o TEJIA, 3 YCKNagHEHUMWU CYNyTHIMK
3aXBOPHOBAHHAMU, a TaKOX A/14 NaLieHTIB, AKi nepeHecnn peunams TIB un TEJIA Ha (hoHI 3acTOCyBaHHSA NlikapcbKoro 3acoby Kcapento® 10 Mr oavH pas Ha o0y, 3
MEeTO0 MPOMiNaKTUKN MOXKe 6y TN A0LINIbHUM 3aCTOCYBaHHSA NikapcbKoro 3acoby Kcapento® 20 Mr oguH pa3 Ha o0y .

TpuBanicTb NiKyBaHHS BU3HAYAETLCA IHAMBIAYaANIbHO NICNSA PETENbHOI OLiHKM KOPUCTI Bif 3aCTOCYBaHHSA Ta NOTEHUIMHOIO pU3NKY PO3BMTKY KPOBOTEY (AMB. pO3Ain
«OC06/1MBOCTI 3aCTOCYBAHHSA»).

Mepiog Pexxum f03yBaHHS 3aranbHa
fo6oBa fo3a
JlikyBaHHA Ta 1-21 peHb 15 mr ggivi Ha foby 30 mr
'IH'FFOB(piUEI?IIE(JT'IV,:(a PELMAVBIB 22 fieHsb | gani 20 Mr oH pa3 Ha o6y 20 mr
| MpodinakTvika peunameis | Micns 3aBeplueHHs Tepanii | 10 Mr 04uH pa3 Ha 406y 10 mr
TrBi TEJA TrB i TENA TpuBanicTio | abo abo 20 mr
LLOHaMeHLLe 6 micsuiB 20 Mr 04uH pa3 Ha Joby

Y pasi nponycky npuitomy Tabnetku Kcapento® no 15 mr nif vac nikyeaHHsi no 15 Mr nikapcbKoro 3aco6y Agidvi Ha Ao6y (1-21 AeHb) nauieHT NOBUHEH HeraHo
npuiiHaTh po3y Kcapento®, wob 3abesneuntn npuiiom 30 mr Kcapento® Ha fJo6y. Y UbOMYy BUMaAKy MOXHA NPUAHATL OfHOYacHO 2 TabneTku no 15 wr.
HacTynHOro gHa cnig NpoAoBXMTY 3BUYaiHMIA pexknm no 15 mr Agivi Ha fo6Y, SK peKOMeHA0BaHO.

Y BuUnNagky Mponycky npuioMy TabneTku nif yYac pexxumy NikKyBaHHA OAMH pa3 Ha o6y nauieHTy cnif npuinHATM Kcapento® HeraniHO i HaCTYNHOro [Hs
NPOAOBXMTI NiKyBaHHA i3 npuiioMoM 1 pa3 Ha fo0y 3rigHO 3 PeKOMeHAOBaHMM [03yBaHHSAM. He cnif npuiimatv nNoAaiiHy o3y Y TOW camuii [eHb, W06
KOMMeHCYBaTu NponyLeHy TabneTtky.

Mepexig 3 aHTaroHicTiB BiTamiHy K Ha KcapenTo®

icna NPUIAHATTA PiLLEHHA NPO Nepexif 3 aHTaroHicTa BiTamiHy K Ha KcapenTo® 3 MeTOoH MpoginakTUKmM iHCYbTy Ta CUCTEMHOI eM60ii HeOOXiAHO NPUNUHUTY
Tepanito aHTaroHictamu BitTamiHy K i nounmHaty 3actocyBaHHA KcapenTo®, Konm NoKasHMUK MiXXKHApPOAHOro HOpManizoBaHoro BigHoweHHs (MHB) ctaHoBUTUME < 3.

Y nauieHTiB, AKi NpoxoaaTh NikyBaHHA TIB, TEJIA Ta AKMM NPOBOAATL NPOQINaKTUKY iX NOBTOPHOIO BUHMKHEHHS, Tepanis aHTaroHictamy BiTaMiHy K Mae 6yTu
MPUMWHeHa, a 3actocyBaHHs Kcapento® cnif noYnHaTV Npy AOCATHEHHI nokasHuka MHB < 2,5.

Mpu nepexopi NauieHTIB 3 aHTaroHicTiB BiTaMiHy K Ha KcapenTo® nicnsi 3actocyBaHHsi Kcapento® 3HavyeHHs MHB mMoxyTb 6yTn XnbHo nigsuileHi. MHB He €
BaNifloOBaHUM METOAOM A/ OUIHKM aHTMKOarynsHTHOI akTuBHOCTI Kcapento®, TOMy IOro He Cnif BMKOpUCTOBYBaTW (AMB. po3fin «Bsaemogisi 3 iHWMMMK
NiKapcbK1MMM 3aco6amu Ta iHLLI BUAMN B3aEMOAIN»).

Mepexig 3 KcapenTo® Ha aHTaroHicTu BiTamidy K

ICHYE MOX/IMBICTb HEAOCTATHLOT aHTUKOArYNALIT MPOTAroM nepiogy nepexogy 3 Kcapento® Ha aHTaroHicT BiTamiHy K. Tak camo, fK i Mg vyac 6yab-9Koronepexosy
Ha a/lbTePHaTUBHUIN aHTUKOAryNaHT, Y LbOMY BUMNagKy mae O0yTu 3abe3nedyeHa GesnepepBHa afiekBaTHa aHTUKoarynayis. HeobxigHo nam’ataTy nNpo Te, LWO Ha TAi
3acTocyBaHHA Kcapento® MoXyTb BU3HAYATUCA XMOHO NifBuLLEH] 3Ha4YeHHss MHB.

Y pasi nepexogy 3 Kcapento® Ha aHTaroHicT BiTaMiHy K aHTaroHicT BitamiHy K cnif nounHaTty npuiimati ogHo4vacHo 3 Kcapento® i NpogoBXXyBaTh OfHOUACHWIA



npuiiom, LOMOKM NokasHMK MHB He 6yfe CTaHOBUTM = 2. YNPOAOBX NepLUNX ABOX AHIB Nepiogy Mnepexody MOXKHa BUKOPWCTOBYBATM CTaHAApPTHe [03yBaHHS

aHTaroHicTa BitTamiHy K. Hagani fo3yBaHHS aHTaroHicTa BitaMiHy K KOpUryeTbCs 3a1eXHo Bif 3HaveHHs MHB.

MoKM nauieHT ofHOYaCHO 3acTOCOBYe KcapenTo® Ta aHTaroHicT BitaMiHy K, MHB cnif, BU3Ha4aTV He paHille HiXX Yepe3 24 roguHu nicns npuiioMy oCTaHHbLOIT 403

Kcapento® (nepeg npuinomom HacTynHoi ao3v Kcapento®). Micns NpunuHeHHs 3actocyBaHHA Kcapento® MHB Mo)KHa [OCTOBIpHO BM3HauyaTyl LLOHaliMeHLUe

yepe3 24 roAuMHW nicns NpUiAOMY OCTaHHbLOI 031 Kcapento® (auB. po3ainv «B3aemofisi 3 IHWMMKW NiKapCbKMMK 3aco6amMu Ta iHLII BWAM B3aEMOAI>»,

«®DapMaKosoriyHi BNlaCTUBOCTI»).

Mepexif 3 napeHTepabHUX aHTUKOArynaHTie Ha KcapenTo®

MauieHTaM, AKi OTPUMYIOTb MapeHTepasibHi aHTUKOArynsHTK, 3acTocyBaHHA Kcapento® cnig posnounHatyt 3a 0—2 rogvHu [0 MOMEHTY HacCTyMHOro naaHoBOro

BBEJEHHS MapeHTepasibHOro NiKapcbKoro 3acoby (Hanpuknag H1U3bKOMOJEKYIAPHOIO renapuHy) abo y MOMEHT MPUMMHEHHSA 3aCTOCYBaHHSA /iKapCbKOro 3acoby ans

NOCTINHOro NapeHTepasibHOro BBeAeHHs (Hanpuknag Heg)pakLioHOBAHOIO renapuHy A1 BHYTPiLLHbOBEHHOIO BBEAEHHS).

Mepexig 3 KcapenTo® Ha napeHTepasibHI aH TUKOoarynsHTw

MepLuy A03y NapeHTepaibHOro aHTUKOAry/IAHTY BBECTU Y TOIA Yac, Konu cnif 6yno 6 3acTocoByBaTh HacTynHy fo3y Kcapento®.

OcobnmBi KaTeropii NauieHTiB

MayieH TN 3 NOPYLUEHHAM (PYHKLIT HUPOK

HasBHI 06MeXxeHi KNiHIYHI AaHi y nayieHTiB 3 HUPKOBOK HEOCTaTHICTIO TAXKOro CTyrneHs (KnipeHc KpeaTuHiHY 15-29 Mn/XB) BKa3yrTb Ha 3Ha4yHe NiABULLEHHS

KOHLEHTpaL|iT puBapokcabaHy y nnasmi KpoBi. 3Baxatoun Ha ue, NpW NiKyBaHHI NauieHTIB Liel KaTeropil nikapcbknin 3aci6 Kcapento® cnif 3acTocoByBaTu 3

06epexHiCTI. He peKoMeHAYyeTbCA 3aCTOCYBaHHSA J1iIKAPCbKOro 3acoby nauieHTaM 3 KNIPeHCOM KpeaTuHIHY MeHwe 15 mn/xB (AuB. po3ginm «OcobnmnBocCTi

3aCTOCYBaHHA» | «PapMaKOoKiHETUKaE).

MawieHTaM 3 HUPKOBOK HEOCTATHICTIO CepefHbOro CTYNeHA TAXKOCTI (KNiPeHC KpeaTUHIHY

30-49 mn/xB) abo TAKKOro cTyneHs (KMipeHC KpeaTUHIHY 15-29 Mn/XB) peKOMeH4oBaHi HaCTYMHI CXeMu [03yBaHHS:

- ONs NPOiNAaKTUKM IHCYNbTY Ta CUCTEMHOI eMOONIT Yy NaLieHTIB 3 HeKManaHHOK ibpunaLieto nepeacepabs PEKOMeH40BaHa j03a CTaHOBUTbL 15 Mr 1 pa3 Ha goby
(amB. po3ain «PapMaKoKiHETUKa).

- Ana nikyBaHHA TI'B, TEJIA Ta npoinakTUKN NOBTOPHOI0 BUHUKHEHHA TI'B Ta TEJTA: NpoTArom neplumx 3 TUXKHIB nauieHT NOBUHHI oTpuMyBaTun Kcapento®
no 15 mr agiyi Ha fo0y. MMicns 3akiHYeHHs Lb0oro rnepiofy pekoMeHA0BaHa f03a CTaHoBUTL 20 MI OfIMH pa3 Ha J06Y. Y BUNAAKY, SKLLO PU3NK PO3BUTKY KPOBOTEYI
y nauieHTa nepesaxae pusunk peunamsis TI'B Ta TEJIA, HEO6XigHO PO3rNAHYTU NMUTAHHA NP0 3HWKEHHA Ao3n 3 20 Mr 1 pa3 Ha o6y go 15 mr 1 pa3 Ha fooy.
PekomMeHfaLis CTOCOBHO 3aCTOCYBaHHSA 403U 15 Mr 'pYHTYETHLCA Ha (DapMaKOKiHETUYHOMY MOAENIOBaHHI i He AocnigpKyBanach Y KNiHIYHUX YyMOBax (AUB. po34inm
«OC06/MBOCTI 3aCTOCYBaHHS», «PapMaKo/orivyHi BaCTUBOCTI»).

AKL0 peKoMeH/JoBaHa Ao03a cTaHoBUTb 10 Mr ofjMH pa3 Ha [00Y, KOpeKLis 403K He NOTPi6Ha.

XBOPUM 3 HUPKOBOK HEAOCTATHICTHO NIErkoro ctyneHs (KnipeHc KpeatuHiHy 50-80 MN/XB) KOpeKList 403K He NoTpi6Ha (AMB. po3ain «PapMaKoKiHETUKA).

MayieH TV 3 NOPYLUEHHAM (PYHKLIT NeYiHKu

Kcapento® npoTmnokasaHuii NawlieHTaM i3 3aXBOPHOBaHHAMM MEYiHKK, L0 acOLiOTLCA 3 KOaryionaTtieto Ta KAiHIYHO 3HauYyLLUM PU3MKOM BUHUKHEHHS KPOBOTeM,

y TOMY YMC/i XBOPMM Ha LiMpo3 nediHkK knacy B Ta C 3a knacudikauieto Yannga — M’to (ame. po3aninn «MpoTmnokazaHHsA» Ta «PapMakKoKiHETUKa).

MayieHTn NiTHLOrO BiKY

Kopekuisi o031 He NoTpibHa (AMB. po3gin «PapmMakoKiHETUKA).

Maca Tina

Kopekuisi o031 He noTpibHa (AMB. po3gin «PapMakoKiHETUKA).

CtaTtb

Kopekuis o3un He noTpibHa (AMB. po3gin «PapMakoKiHETUKA).




3acTocyBaHHS y nayieHTIB, AKi NPOXOAATb NPoLeLypy KapLiosepcii

[103B0/ISIETLCA PO3NOUMHATY 260 NPOAOBXKYBATM 3acTOCyBaHHA Kcapento® y nauieHTiB, AKi MOXYTb NOTpebyBaTh KapaioBepcii.

Mpy npoBefeHHI KapAiosepcii Mig KOHTponeM uyepesctpasBoxigHoi exokapgiorpadii (UMCExo-KIM) y nauieHTiB, fAKi paHille He OTPUMYBaIM aHTUKOArynsHTu,
3acTocyBaHHs Kcapento® Heob6xigHO po3noyati NpuHaiMHi 3a 4 roAvMHN A0 KapgioBepcii Ana 3abe3neyvyeHHs afeKBaTHOrO PiBHS aHTUKoarynsauii (aume. po3ginu
«®PapmMakoamHamika» Ta «PapMaKoKiHETUKa»). s BCIX NaUieHTIB A0 NPOBeAeHHS KapaioBepcil NOTPIGHO OTpMMaTW MiATBEPAPKEHHS TOrO, WO BOHWU NpUiManu
Kcapento® 3rigHo 3 npu3HadeHHAM. T yac NPUAHATTA pilLeHHs NPO NoYaToK Ta TPUBaNiCTb JliKyBaHHA HeOoOXiAHO BpaxoByBaTW peKoMeHAauil yCTaseHUNX
KepiBHWULTB CTOCOBHO aHTMKOArynsaHTHOI Tepanii y XBOpUX, SKi MPOXOAATL NMPoLesypy KapLioBepcil.

MauieHTV 3 HeEKNanaHHo Gibpunsauicto nepeacepab, ki nepeHecav MNKB i3 BCTAHOBNEHHSAM CTEHTA

HasBHuii 06MeXKeHMIA OCBIf, 3aCTOCYBaHHA 3HUKEHOT 1031 NiKapcbKoro 3acoby KcapentoO 15 mr

1 pa3 Ha o6y [a60 nikapcbkoro 3acoby KcapentoO 10 mr 1 pa3 Ha A06y A1 MaLieHTiB 3 HUPKOBOK HEfOCTATHICTIO CepefHLOro CTYNeHs TSHKKOCTI (KipeHce
KpeaTuHiHy 30-49 mn/xB)] B KoMGiHauiT 3 iHribiTopom peuenTtopiB P2Y 12 makcumym Ao 12 micAuiB nauieHTam 3 HeknanaHHOH (ibpunauieto nepeacepipb, SKi
NoTPebyIOTb 3aCTOCYBaHHS MepopasibHOro aHTUKoarynsaHty Ta nepeHecnin MKB i3 BCTaHOBMIEHHAM CTeHTa (AMB. po3fin «Oco6aMBOCTI 3aCTOCYBaHHS» Ta
«dapmakoanHaMiKa»).

Cnocib 3acTOoCyBaHHS

[ns nepopasbHOro 3aCToCyBaHHS.

Tabnetku nikapcbkoro 3acoby KcapentoO 15 mr Ta 20 Mr c/iig npuiAMaTy nif yac ki (aue. po3gin «®apMakoKiHeTUKa).

[ns nayieHTiB, AKi He MatOTb 3MOr NMPOKOBTHYTY LNy TabneTky, 1l MOXXHa NOAPIOHNTM Ta 3MilLaTh 3 BOAOK abo HKe M’SKOT KOHCUCTEHLT, TaKo AK A6/1y4He
ntope, 6e3nocepeaHbLO Nepes NPUMnoMom nepopanbHo. Micns NprsHadeHHs NauieHTy TabneTok Kcapento® 15 mr um 20 Mr y noapibHeHOMY CTaHi NiKapCbKunii 3aci6 y
BKa3aHOMY BUINA4i HEO6XiAHO NpuiiMaTy y 6e3nocepeiHbOMY 3B°A3KY 3 BBEAEHHAM TXi.

Tabnetkn Kcapento® y nogpibHeHOMY BUINsAi MOXYTb OyTU BBEAEHI Yepe3 LUTYHKOBUWIA 30HS,. MpaBuibHe po3TallyBaHHS 30HAY Y LNYHKY Mae 6yTu nepesipeHo
nepep BBeAeHHAM Kcapento®. MoapibHeHi TabneTkn cnif BBOAUTU 3 HEBEIMKOKO KiNbKICTIO BOAW Yepe3 LUNYHKOBWUIA 30H[, MICAS YOro 30H[ CAif NPOMUTI BOOHO.
[Micnsg npu3HaveHHs nauieHTy Tabnetok Kcapento® 15 mr a6o 20 mr y noapibHeHOMY CTaHi, NiKapcbKuiA 3aci6 y BkasaHOMYy BUINa4i He06XigHO BBECTU Yepe3 30H/
0Apa3y Mic/s eHTepasIbHOro XapyyBaHHSA (AMB. po3aiNn «PapMakoKiHETUKA).

aiTn.
Besneka Ta etheKTUBHICTb 3aCTOCYBaHHA NiKapcbKoro 3acoby Kcapento® y Aaiteil 4o 18 pokiB He BCTaHOBMeHa. [aHi LoAo0 uiei Kateropii BiACYTHI. ToMy He
PEKOMEH/YETLCA 3aCTOCYBaHHS /TIKAPCbKOro 3acoby AiTsamM 4o 18 pokis.

Nepeno3yBaHHA.

3ahikcoBaHO pIgKICHI BMNafKK nepefo3yBaHHs (4o 600 mr) 6e3 TakuMx yCKnafHeHb AK KpoBOTeYa abo iHLWI MoBIYHI peakLii. YHacnifok 0bmexkeHoT abcopbuii npu
BBEZEHHI NiKapCbKOro 3acoby y f03ax, L0 3Ha4YHO MepeBuLyOTb TepaneBTMYHI (50 Mr abo BULLE), OYIKYETLCSA e(DeKT HacMyeHHs 6e3 MoJasbLLOro 3pOCTaHHs
cepeaHbOro PiBHA Yy nnasmi KPoBi.

HasBHWIA cneumgiyHnin HeMTpani3ytounia 3acio (aHAekcaHeT anbga), SKMn NpoTugie GapmakonoriyHum eqexktTam prBapokcabaHy (AMB. KOPOTKY XapaKTepUCTUKY
npenapary aHAeKcaHeT anba). MNpu nepefo3yBaHHI NiKapCbKOro 3aco0y 18 3MeHLLEHHS BCMOKTYBaHHS pyBapoKcabaHy MOXHa 3aCTOCOBYBATW aKT1BOBaHE BYTiN/S.
JliKyBaHHS KpOBOTEY

MMpy BUHWKHEHHI YCKMafHEHb Y BUTIAAI KPOBOTeYi CNij, BifKNAaCTN BBEAEHHS HACTYMHOT 403M pyBapoKcabaHy abo MPUMUHAUTK JTIKYBaHHSA, 3a/1eXKHO Bif cuTyauil.
Mepiog HaniBBMBEAEHHSA puBapoKcabaHy CTaHOBUTb NPMOAM3HO 5-13 roauH (AmB. po3din «®PapMakosnoriyHi BAaCTUBOCTI»). JliKyBaHHA Chif MNpU3Havatu




IHAVBIAYa/IbHO, 3a/1eXKHO Bif IHTEHCUBHOCTI Ta /I0Kasli3ali’ KpoBOTeYi. Y pasi NoTpebu Cnif NPOBECTU HasIEXHE CUMMTOMATUYHE NiKYBaHHA, HaNpuUKnag, MexaHiyHy
KOMIMPECit0 NpK IHTEHCUBHIN KPOBOTEYi 3 HOCa, XipypriyHuWi remoctas 3 npoueaypamu KOHTPO/O KPOBOTEYI, BiAHOB/IEHHS BOAHO-eMEKTPO/ITHOrO 6anaHcy Ta
reMofMHaMiuHy NMiATPUMKY, NepenvBaHHs KpoBi (epuTpouuTapHoi Macy abo CBiIXKO3aMOPOXXEHOI Nia3mu, 3a/1eXKHO Bif CTaHy, L0 BUHUK: aHeMis abo koarynonaris)
abo Tpom6boLMTIB.

AKLLO Nicna 3aCTOCYBaHHA 3a3Ha4YeHMX BULLE 3aX0fiB KPOBOTEYA He NPUMNUHUAACA, CNif PO3rNAHYTU MOX/IMBICTb 3aCTOCYBaHHA CNeumgiYHOro HelTpanisyr4oro
3acoby (aHfekcaHeTy anb(a), iHridiTopa thakTopa Xa, iK1l NpoTuaie hapMakonoriyHMM edektam pmBapokcadbaHy, abo NpokoarynsHTHUX NpenapaTtis 3BOPOTHOI Ail,
TaKMX SIK KOHLEHTpAT nNpoTpomM6iHoBoro Komnnekcy (PCC), KOHUEHTpaT akT1MBOBaHOro npotpombiHoBoro komnnekcy (APCC) ab6o pekomb6iHaHTHWMiIA thakTop Vila
(r-FV11a). MpoTe gocBif 3aCTOCYBaHHA LUX /TIKAPCbKMX 3ac06iB Npu nepefo3yBaHHI puBapokcabaHy 06MeXeHWn. PekoMeHaauii TakoX 6a3ytoTbCsi HA 0OMEXEHNX
HEKMIHIYHUX JaHuX. KopekLuis 4031 pekoM6iHaHTHOro taktopy VIla Mae 34iCHIOBATMCA Ta TUTPYBAHHS MOBMHHO NPOBOAUTUCA 3a/1€XKHO Bif CTYMEHA KOHTPO/O
Haj, KPOBOTEYEH. Y BUNALKY MacMBHUX KPOBOTEY Cif PO3rNIAHYTU NUTAHHA NPO KOHCY/bTALLik0 remMaTonora, 3a1eXKHo Bif, cuTyauii (avB. po3gin «®apmMakonoriyHi
B/IACTUBOCTI»).

MpoTamiHy cynbtaT i BiTamiH K He MOBMHHI BNMBATI Ha aHTUKOAryNsaHTHY aKTMBHICTb puBapoKcabaHy. HasiBHWIA 06MeXeHMW A0CBIf 3aCTOCYBaHHS TpaHEKCaMOBOI
KUCMOTW Ta BIACYTHIA A0CBIA 3aCTOCYBaHHSA aMiHOKarpOHOBOI KUCMOTW | anpoTUHIHY Y NauieHTIB, SKi OTPUMYIOTb puBapokcabaH. HayKoBOro o6rpyHTyBaHHS
[ouinbHOCTI abo JOCBifY 3aCTOCYBaHHSA CUCTEMHOIO reMOCTaTUYHOIO /liIKapCbKOro 3aco0y AeCMONPecuHy A1s YCYHeHHS CUMNTOMIB nepefo3yBaHHA puBapoKcabaHy
HemMae. 3 ornsfy Ha BUCOKe 3B’A3yBaHHA 3 6iIkaMu N1a3Mmn KPoBI OUiKYETbCA, WO prBapoKcabaH He BUBOAUTLCS 3 OpraHi3my LUSAXOM fiasisy.

Mo6iuHi peakuii.
Besneka 3acTocyBaHHS puBapokcabaHy BrBYaniach B 13 gocnifxeHHsx ¢asu Il 3 yyacTio
53103 nauieHTiB, SKi OTpUMYyBanv puBapokcabaH (AuB. Tabnuuto 8).

Tabnuud 8. KinbKicTb NauieHTiB, AKi 6pany yyacTb Y LOCNIMKEHHAX, 3arasibHa 40060Ba [j03a Ta MaKCUMa/lbHa TPUBAICTb JTiIKyBaHHA Y A0CNiKeHHsAX (a3 111

L MakcumanbHa
KinbKicTb !
Moka3aHHA o 3aranbHa foboBa f03a TpWBanicTb
nawieHTiB :
NiKyBaHH$
MonepekeHHs BeHO3Horo | 6 097 10 mr 39 fHiB
Tpom6oembonismy (BTE) y popocnmnx
MauieHTiB, SKUM MNPOBOAWAM  MJIAHOBY
onepawito 3 eHL0npoTe3yBaHHS
Ky/bLLIOBOr0 abo KONIHHOIO Cyrno6is
Mpothinaktmka BTE y  comatuyHmux | 3 997 10 mr 39 fHiB
XBOPUX
JNlikyBaHHA  Tpom603y  rMGOKMX BeH | 6 790 [eHb 1-21: 30 mr 21 micaub
(TrB), Tpomb6oeMb0onNiT nereHeBoi apTepii [eHb 22 i Hagani: 20 mr
(TENA) Ta npoinakTuka peLuamsis Micns  wWoHaiveHwe 6
micauis: 10 mr a6o 20 mr




MonepemkeHHA IHCYNbTY Ta CUCTeMHOI | 7 750 20 mr 41 micsaub
embonii 'y mauieHTiB 3 HeksarnaHHo
(hibpunauieto nepeacepib
MonepemkeHHS aTepoTpoM60TUYHUMX | 10 225 5 mr a6o 10 mr BignosigHo, | 31 micsaub
auLLY y nauieHTiB nicna NKC y kKombiHauii 3 ACK a6o y
KombiHauii 3 ACK Ta
Knonigorpenem um
TUKIONIAVHOM
MpodginakTnka aTepoTPoOMOOTUYHUX ABULY, | 18 244 5 Mr ogHoyacHo 3 ACK abo | 47 micauis
y nauienTis 3 IXC/3MA 10 mr

* MauieHTn, SKi oTpMManu NpuHaimHi 1 o3y prBapokcabaHy.

HaliuacTiwe y nauieHTiB, SKi OTpUMyBa/IM puBapokcabaH, MOBIAOMASAN NPO Taki Big3HayeHi MoOGIYHI peakuil fK KpoBoTedi (AuB. po3pin «Oco6/MBOCTI
3aCTOCYBaHHSA» Ta HaBeLEeHWIN HuXYe NigNYHKT «IH(OopMaLis CTOCOBHO OKpeMUX MOGIYHMX peakuiin»). HanyacTilwmmm 6ynv nosifOM/IEHHS NPO HOCOBI KPOBOTeYi
(4,5 %) Ta KpoBOTEMI LLNYHKOBO-KULLKOBOro TpakTy (3,8 %).

Tabnmua 9. YacToTa po3BUTKY KPOBOTEU* Ta aHeMii y NauieHTiB, AKi OTPUMYBaIN prBapoKcabaH NpoTArom JOCigkeHHs asu 111

MokasaHHA byab-aKa KpoBoTeya AHeMis
MpothinakTnka BeHO3HOI Tpomboembonii (BTE) vy | 6,8 % nauieHTiB 5,9 % naujieHTiB
[OpOC/NX  MaLieHTIB, AKMM MPOBOAATL OMepaTuBHI
BTPyYaHHS 3 eHAOMpOTe3yBaHHA Ky/IbLUOBOrO 4u
KONIHHOro cyrno6is
MpoinakTnkKa BeHO3HOT TPOM60eMO0NIT y comaTuyHmX | 12,6 % nauieHTiB 2,1 % nauieHTiB
navieHTIB
NikyBaHHa TI'B, TEJIA i npodinakTvka peuuansy 23 % navjieHTiB 1,6 % nauieHTiB
Mpodhinaktnka IHCYNbTY Ta CUCTEMHOT emb6onii y | 28 Ha 100 | 2,5 Ha 100
[0OpOC/NX MauieHTIB i3 HekianaHHOK (ibpunsalieto | nawieHTo-poKiB MaLieHTO-pOKIB
nepegcepib
MpoinakTnkKa aTepoTPOMOOTUYHMX ABULL, Y AOPOCAUX | 22 Ha 100 [ 1,4 Ha 100
nawieHTIiB Nicng NepeHeceHoro rocTporo KOPOHapHOro | NauieHTo-pokKiB nawieHTO-POKIB
cnHgpomy (MKC)
MpodpinakTnkKa aTepoTPOMOOTUYHNX ABULLY, Y MauieHTiB | 6,7 Ha 100 0,15 Ha 100
3 IXC/3MNA nawuieHTO-POKIB nawuieHTo-poKiB* *

* [1ns BCiX JOCNi[KeHb pMBapoKcabaHy BCi fBULLA KPOBOTeY 3i6paHi, BigpenopToBaHi Ta po3risHyTi.
** Yy pocnimpkeHHi COMPASSuyacToTa aHemil 6yna HU3bKO NPy BUKOPUCTaHHI BUGIPKOBOro Migxoay Ao 360py MNOGIYHMX SBUILL.

Hwxkue y Tabnuui 10 HaBefgHO 4acTOTy MOBGIYHMX peakLiid, O BMHUKANM NPU 3aCTOCYBaHHI NliKapcbKoro 3acoby KcapenTto®. Mo6iyHi peakuii y3arasbHeHi Ta
onucaHi 3 BUKOPUCTaHHAM Knacudikauii cuctem opraHis (MedDRA). Y mexXax KOXHOT rpynu no6iyHi peakuii NpeAcTasfieHi y NopagKy 3MeHLIEeHHS iX TSXKKOCTI:



AyXe yacTo (= 1/10); yacto (= /100 — < 1/10); HeyacTo (= 1/1000 — < 1/100); nooguHoki (= 1/210000 — <1/1000); gyxe pigko (< 1/210000); yacTtoTa HeBigoma (He
MOXKe OyTI BCTAHOB/IEHA 3a HAABHUMU AaHUMM).

Tabnumua 10. Ycino6iyHi peakLii, BigMiYeHi y NawieHTIB Nicns NoYaTKy NliKkyBaHHA B X04i gocnimkeHb (asn |11 abo y nicnsapeecTpauiiHomy nepiogi*
YacTo | HeyvacTo | MooanHOKi | Oyxe pigko | Yacrora Heigoma
MopyLUeHHs 3 60Ky KPOBOHOCHOI Ta NiMaTN4YHOI CUCTEM

AHemis (BKoYaoum | TpoM6oumuTos (BKIKOYaKUN

BIAMOBIAHI 30i/1bLLEHHS KiNIbKOCTI

nabopaTopHi TpomGouumTie)A,

napameTpm) TPOMGOLMTOMEHIS

MopyLUeHHs 3 6OKY IMYHHOI CUCTEeMM
AnepriyHa peakuis, AHainakTnyHi
anepriyHnin gepmatur, peakui’ BKIHOYarun
aHrioOHeBPOTUYHUI Ta aHaginaKTUYHUiA
aneprivyHnii Habpsik LLIOK

Po3nagay 3 60Ky HepBOBOI CUCTEMY

3anamMopoyeHHs, Mo3koBi Ta

r0/I0BHUIA BiNb BHYTPIiLLHbOYepenHi
KPOBOBW/IMBW, CUHKOMN&/IbHWIA
CTaH

MopyLueHHs 3 6OKY opraHiB 30py

OUYHWN KPOBOBMU/INB

(CLOIEETR]Y

KPOBOBW/IMB Y

KOH’FOHKTUBY)

CepueBsi nopyLUeHHS

| Taxikapgis

CyZ1HHI NMOpYLUEHHS
AprepiaibHa
rinoTeHsis, rematoma
PecnipaTopHi po3nagu, NnaTonoris cepefoCTiHHA Ta rpyaHoT KniTuHK
HocoBa KpoBoTeya,
KPOBOXapKaHHSA

Po3nafy 3 60Ky LNYHKOBO-KMLIKOBOrO TPaKTY




KpoBoTeui 3 ficeH,
LLI/TYHKOBO-KMNLLUKOBI
KpoBOTEUi
(BKHOYaKOUM
peKTaNbHYy
KpoBoTeuy), 6inb y
LLUTYHKOBO-KULLIKOBOMY
TPaKTi Ta XUBOTI,
aucnencis, HygoTa,
3anopA, piapes,
61H0BaHHSA

CyxicTb y poTi

"enaToG6iniapHi NOPYyLUEHHS

MigBWLLIEHHS PiBHSA
TpaHcamiHas

MeyiHKOBa HelOCTATHICTb,

NiABWLLEHHS PiBHSA
6inipy6iHy, NiABALLEHHS
PIBHA NY>KHOT pochaTasu

KPOBIA, NifBULLEHHS PiBHS
rammarnyTamin-TpaHcgepasu

(FrTA

JKoBTAHMUA,
NiABVLLEHHSA PiBHSA
KOH’tOroBaHoro
6inipy6iHy (3 abo
6e3 0gHOYacHOro
NiBWLLEHHS PiBHS
AJT), xonecras,
renaTut
(BKNHOYaKOUM
renaTouentonspHe
YLIKOPKEHHS)

Po3naau 3 60Ky LUKipK i

NiAWKIPHOT TKaHWHK

Csepbix (BKIHOYaroum
HeyacTi BUNagKu
reHepasii3oBaHoOro
cBepo6exy),
BMCUMAHHS, eKXiMO3,
LUKIpHWIA Ta
NiALWKIpHWIA
KPOBOBW/NBY

Kponus’aHka

CuHapom
CriBeHca-[I>KOHCOHa
| TOKCUYHWIA
enigepmanbHui
HeKponis,
DRESS-cuHapom

MopyLLEeHHS 3 6OKY OMOPHO-PYXOBOrO anapaTy, CNoNy4YHOT i KICTKOBOI TKaHUHM

Binb y KiHUiBKaxA

"emapTpo3

Kpososunveu y
M’A3U

KomnapT-mMeHT-CUHAPOM
BHACNiOK KPOBOTEYi

Po3najay 3 60Ky HAPOK | CEYOBUBIAHMX LLNAXIB




YporeHiTa/nbHi Hupkosa

KpoBoTeYi He[oCTaT-HICTL/ rocTpa
(BKNHOYaOUM HWPKOBA HeLOCTaT-HICTb
remaTypito i BHaCNiJOK KPOBOTeui,
MeHoparitoB), Hupkoa LLL0 CpUYnHMNA
HeoCTaTHICTb rinonepgy-3ito
(BK/IHOYaKOUM

NiABWLLEHHS PiBHSA
KpeaTnHiHY B KPOBI,
NifABWLLEHHS PiBHSA
CEeYOBMHM B KPOBI)
CuCTeMHI NopyLUeHHA Ta CTaHu, NoB’s3aHi 3 MiCLLeM 3aCTOCYBaHHS NiKapCbKOro 3acoby

apsukaA, MoraHe camonouyTTA JNokanizoBaHuii
nepugepuyHunii (BKNHOYAOYUM He3LyXKaHHSA) HaOpsKA
HabpsK, 3arasibHe

NOripLUeHHS

CaMornouvyTTAa Ta
3HUKEHHSA aKTUBHOCTI
(BKHOYaKOUM
BTOM/ItOBaHICTb Ta
acTeHito)
Pe3ynbTaTK aHanisis

MigBWLLEHHS PiBHSA
nakrtaTtaerigpo-reHasu
(NANA | NigBULLEHHS PiBHS
ninasuA, NifBULLIEHHS PiBHS

aminasnA
TpaBmu, OTPYEHHS, NPOLEAYPHI YCKNaAHEHHSA
MocTnpouenypHa CyanHHa
KpoBOTeYa nceeno-aHeBpu3maC

(BK/IHOYaKOUM
nicnsonepayinHy
aHeMito Ta KpoBOTeYy 3
paH), CMHLi, CeKpeLis 3
paHuA

A BigsHaueHo y xofi npodinaktvky BTE y AOpPOCAKX NaLLieHTiB, SKM NPOBOAMAM NNAHOBY OMepaLito 3 eH0NpPOoTe3yBaHHs Ky/bLLOBOr0 ab0 KOMiHHOIO CYrno6is.
B BigsHaueHi B xopi nikyBaHHs TI'B, TEJIA Ta NpothinakTviku iX peuyamnBiB K JyxKe YacTi Y XXiHOK MO/oALLe 55 pokKiB.

C BiasHauanucs sK HeyacTi Npy NPoBeAeHHI NPOMINAKTVKY aTepOTPOMBOTUYHIX ABULL, Y NaLieHTiB, AKi nepeHecin FKC (nicnsa YepesLKipHOro BTpyYaHHs).




* Byno 3acTOCOBaHO 3a3faserifib BU3HAUYEHWA BUOIPKOBUIA Nigxid A0 360py NOGiYHUX peakuiid. OCKifbKM YacToTa NOGIYHMX peakLiil He 36ifbLunnack Ta He 6yno ifeHTU(iKoBaHO
HOBUX NOBGIYHNX peakLii aaHi gocnimkeHHss COMPASSHe 6yn0 BK/IOUYEHO A1 po3paxyHKy YacToTW Y AaHili Tabnumui.

IHhopmaLLiss CTOCOBHO OKPEMUX NOBIYHUX PeakLLili

3 ornsagy Ha hapMakosiorivyHMin MexaHism Al prBapokcabaHy, 3acTocyBaHHs Kcapento® Moxe CynpoBOAKYBaTUCA MiABULLEHHAM PU3VKY BUHUKHEHHS BHYTPILLHbOI
abo BIAKPUTOT KPOBOTeYi Yy Oyab-AKMX TKaHUMHaX Ta OpraHax, L0 MOXe NPWU3BOAMTW A0 MOCTremoparivyHoi aHemii. O3Haku, CUMMNTOMU Ta CTYMiHb TSHKKOCTI
(BKNHOYAKOUM MOXK/IMBUIA NeTaNIbHUIA HACMiAOK) BiAPI3HAOTLCA 3a/1€XKHO Bif, NI0KanisaLii Ta BUPaXXeHOCTI KpPoBOTedi Ta/abo aHemil (avB. po3ain «llepefo3yBaHHS.
JlikyBaHHSA KpOBOTEY»). Y X0A4i KNiHIYHUX [JOCNifKeHb KPOBOTeui 3i C/IM30BUX 000M0HOK (HanpuKiazg HOCOBI KPOBOTeYi, KPOBOTeYI 3 AICEH, LUMYHKOBO-KULLKOBI
KpOBOTeYi, KPOBOTEYI 3 OpraHiB Ce4yoCTaTeBOl CMCTEMW, BKIHOYAKOUM aHOMalbHY BariHa/lbHY KpOBOTeuy ab0 MOCUIEHHA MEeHCTpyasibHOT KPOBOTeYi) Ta aHemis
3yCTpivainCb YacTile npu LOBroTpMBa/IOMY MiKyBaHHI puBapoKcabaHOM, HXK MpW NiKyBaHHI aHTaroHictaMu BiTamiHy K. 3BaXKaroum Ha Le, OKPIM Ha/IeXXHOro
KNIHIYHOrO CMOCTEPeXEeHHs, Y BIAMOBIAHUX BUMNagKax PeKOMeHAYETbCA MPOBOAUTM N1abopaTOpHY MepeBipKY MOKa3HMKIB remorsiobiHy/remaTokpuTy 3 MeTOH
BUSABNEHHS BUNAAKIB BHYTPILIHIX KPOBOTEY AN1S1 BU3HAYEHHS K/TIHIYHOT 3HAYYLLOCTI SBHUX KPOBOTEY. PU3MK BUHWKHEHHA KPOBOTEYI MOXE OYTW BULLMM Y NEBHUX
rpyn nawieHTiB, HaNpUKag y NawieHTiB 3 HEKOHTPO/IbOBAHO TSHXKKOK apTepiasibHOKO rinepTeHsieto i/abo y nauieHTiB, AKi 04HOYACHO NPUIMAKOTb NTIKapCbKKMit 3acio,
SKUA BMNAMBae Ha remocTa3 (AMB. po3fin «Oco6nMBOCTI 3aCTOCYBaHHS. PU3MK PO3BUTKY KPOBOTeY»). MOXe MOCUIOBATUChL IHTEHCUMBHICTb Ta/abo TpUBasiCTb
MEHCTpya/lbHUX KpoBoTeY. lMposisamy remoparivyHux yCKnafHeHb MOXYTb OyTW cnabkicTb, 6Mi4iCTb, 3anaMOpPOYeHHs, roN0BHUIA Biflb abo HabpsK He3’scoBaHOI
eTionorii, AUCrnHoe, LWOK HEBiLOMOT eTioNorii. Y [eskux Bunagkax AK HacnifokK aHemii crioctepiraivcs Taki CMMNTOMM iwemil cepus, K 6iib y rpyasx abo
CTeHOKapAais.

Bynu MoBifOMMEHHA MPO BTOPUHHI YCKNaAHEHHS, BISOMI AK HaCMiAOK TSXKKOT KPOBOTeYi, TakKi K KOMMAPTMEHT-CUHAPOM i HUPKOBa HeAOCTaTHICTL BHACMILOK
rinonepysii. TOMy nif Yac OLiHKM CTaHy nauieHTa, AKOMY Npu3HavatoTb aHTUKOArynsaHTK, CNif 3BaXXyBaTh PU3MK BUHMKHEHHS KPOBOTEU.

[MoBiAOMNEHHSA NPO HEGAKAHI NOBIYHI peakLLil

MoBifOMMEHHA NMPO Nifo3pHoBaHi NOGIYHI peakuii nicna peecTpauii NiKapcbKoro 3acoby € BaX/MBMMW. BOHW [03BONAIOTL NPOBOAMTY Ge3MepepBHUIA MOHITOPUHT
CNiBBIAHOLLEHHA KOPUCTb/PU3NK LLLOAO NiKAapCbKOro 3acoby. MefnyHi npayiBHUKN MOBUHHI NOBIAOMASTI NPo 6y Ab-AKi Nifo3ptoBaHi NOGIYHI peakuii.

TepMiH NpUAaTHOCTI.
3 POKMW.

YMoBW 36epiraHHs.
36epiratv y HelOCTYNHOMY AN AiTei Micui npu TemnepaTypi He suwle 30 °C.

YnakoBKa.

TabneTku, BKpMTI 060/10HKO0, N0 15 Mmr:

no 14 tabneTok y 6nictepi, no 1 (14x1) a6o 3 (14x3) 6nicTepy y KapTOHHIl nauLi.
TabneTku, BKpMTIi 06010HKOO, N0 20 Mr:

no 10 a6o 14 TabneTok y 6nictepi, no 2 (14x2) a6o 10 (10x10) 6nicTepiB y KAPTOHHIM NauLi.

KaTteropis Bignycky.
3a peuenTom.



Bupo6HUK.
baitep ATl.

MicLe3HaxXomKEeHHS.
Kaiizep-Binbrenosm-Anee, 51368, JleBepKy3eH, HimeuunHa.



