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IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

KCAPENTO®
(XARELTO®)

Cknag:

Ait0Ya peyoBnHa: pvBapoKcabaH;

1 TabneTka, BKpUTa nniBKOBOK 060/10HKOI0, MICTUTL 15 M puBapoKcabaHy;

1 TabneTka, BKpUTa NiBKOBOK 060/10HKOLO, MiCTUTb 20 MI prBapoKcabaHy;

[ONOMI>KHI PEeYOBMHU: LIeNt0103a MIKPOKpUCTasTiuHa, HATPIK0 KpOcKapmenosa, rinpomenosa 5 cp, rinpomenosa 15 cp, f1akTo3M MOHOrigpar, MarHito creapart,
HaTpito naypuncynbart, Makporon 3350, TutaHy giokeng (E 171), 3anisa okcug yepBoHunia (E 172).

JlikapcbKa thopma. TabneTku, BKPUTI NIBKOBOKO 060/TI0HKOHO.

OCHOBHI (pi3MKO-XiMiYHi BNaCTUBOCTI:

Tab/1eTKN, BKPUTI 060/I0HKOK MO 15 Mr': KpYT/ii ABOOMYKJ/Ii TabNETKM YePBOHOI0 KOMbOPY 3 TPUKYTHUKOM Ta LMgporo 15 3 04HOro 60Ky Ta XPeCTOBUAHVM Harmcom
BAYER- 3 iHwWoOTrO;

TabneTkn, BKPUTI 060/M1I0HKOK No 20 MI: Kpyrni 4BOONYKNi TabneTkn KOPUYHEBO-YEPBOHOIrO KOMbOPY 3 TPUKYTHUKOM Ta uugporo 20 3 ogHOro Goky Ta
XpecToBmaHUM Hanncom BAY ER - 3 iHWworo.

dapmakoTepaneBTUYHa rpyna. AHTUTPOMO0TUYHI 3acobu. Kog ATX BO1A FOL.

dapmakosoriyHi B1acTmBOCTI.
dapmakogyHamika.

PrBapokcabaH — BUCOKOCENIEKTUBHUIA NPAMUIA iHTIBITOp (hakTopa Xa, Lo Mae LOCTaTHbO BMCOKY 6i0fOCTYMHICTL NPU NepopaibHOMY 3aCTOCYBaHHI. BnoKyBaHHS
aKTMBHOCTI (hakTopy Xa nepepmBae BHYTPILLUHIA Ta 30BHILLHIA LUNAXM KOarynsuiiHOro Kackagy, i, K Hacniflok, NpUrHivyeTbca OopMyBaHHA TPOMOIHY Ta
YTBOPeHHs TpoMOy. PuBapokcabaH 6e3rnocepeiHb0 He MPUrHiYye akTUBHICTb TPOMOIHY (akTMBOBaHOrO (hakTopa Il) Ta He BNAnBaE Ha TPOMOOLUTK.

Mpy 3acTocyBaHHI Yy NOAel BigMiYeHO [0303a/neXHe iHribyBaHHS aKTUMBHOCTI hakTopa Xa. IMpu BukopucTaHHi TecTy Neoplastin pvBapokcabaH BUSBSE
[10303a/1€XKHWIA BNMB Ha NPOTPOMGIHOBUIA Yac, L0 AOCTOBIPHO KOPENHOE 3 KOHLEHTpaLismn y nnasMi Kposi (r = 0,98). MNpu BUKOPUCTaHHI iHWNX TecTis/Habopis


mailto:

pe3ynbTaty OyayTb iHWMMKU. TlOoKa3aHHA npuiagy BapTo 3HIMaTK y CeKyHAaX, ocKiibku MHB (MiXHapogHe Hopmasii3oBaHe BifHOLLEHHS) BifKanibpoBaHe Ta
npoBanifoBaHe TiNIbKN A/19 KYMapUHiB i MOro He MOXKHa 3aCTOCOBYBATW AN IHLWNX aHTUKOAry/sHTIB.

Y nauieHTiB, AKi OTPUMYIOTb pyBapoKcabaH Ans nikysaHHA TI'B (Tpom603y rnnbokumx BeH), TEJTA (Tpomboembonii nereHeBoi apTepir) i NPogiNakTUKN peunameis
TIrB i TENA, 5/95-npoueHTunis ans npotpombiHy (Neoplastin) yepes 2—4 roguHu nicnsg npuinomy Tabnetky (TobTo Mig vac AOCATHEHHS MaKCUMa/lbHOr 0 eqieKTy)
KoNmBatoTbCA Big 17 Ao 32 ¢ and 1abnetok no 15 mr 2 pasun Ha go6y abo Big 15 go 30 ¢ — ans Tabnetok no 20 mMr 1 pa3 Ha o6y BignoBigHO. MNpy MiHIManbHil
KOHLeHTpaL,iT puBapokcabaHy (4Yepe3 8-16 roguH nicna npuiiomy Tabnetkun) 5/95 npoueHTuNiB Ha TAi 4o3n 15 Mr puBapokcabaHy ABidi Ha f06Y KONMBaKOTLCA Bij,
14 no 24 cek, a ans 0o3n 20 Mr puBapokcabaHy pa3 Ha fo6y (4epe3 18-30 roamH nicna npuinomy Tabnetkn) —Big 13 go 20 c.

Y nauieHTiB 3 HeKNanaHHOW (ibpunsLieto nepeacepab, SKi OTPUMYHOTb puBapoKcabaH A5 NPOiNaKTUKM iHCYNbTY | CUCTEMHOT eM60nil, 5/95—-npoueHTurniB ans
npoTpom6iHy (Neoplastin) yepe3 1-4 roguHu nicns npuiiomy TabneTkn (To6TO Mif Yac LOCATHEHHA MakCUMasbHOro eqpekTy) KonmsatoTbes Bif 14 fo 40 ¢ y
nauieHTiB, SKi oTpumyBanm no 20 mr 1 pa3 Ha Aoby, abo Big 10 go 50 ¢ y nauieHTiB 3 HUPKOBOK HeAOCTATHICTHO CepefHbOro CTYMeHs TSXKKOCTI, fAKi
3actocoByBa/i1 1Mo 15 mr 1 pa3 Ha fo6y. Mpu MiHiManbHIN KOHUEeHTpauii (Yepe3 16-36 roguH nicns npuiioMy Tabnetkn) 5/95 NpoueHTUNIB Yy NauieHTiB, AKi
OTPUMYHOTb NiKapCbKMii 3aci6 y fo3i 20 Mr 1 pa3 Ha o0y, KonuearoTbes Bif 12 40 26 ¢, y XBOPUX i3 HUPKOBOK HELOCTATHICTIO CepeHbOro CTYMNeHs TSHXKKOCTI, AKi
OTPUMYIOTb NiKapCbKMiA 3aci6 y aosi 15 mr 1 pa3 Ha goby — Big 12 1o 26 c.

Y xofi KniHIKO-(hapMaKonoriyHoro JOCNIIKEHHA 3 BUBYEHHSA MPUTrHIYeHHS (DapMakoguHaMiKL prBapokcabaHy y 340p0OBUX JOPOCIUX [06poBONbLIB (N = 22)
npoBoAMNach OLjiHKa BNAMBY ogHopa3oBmx 403 (50 MO/Kr) KoHueHTpaTiB npoTpom6iHoBOro komnekcy (PCC) agox pisHux tunis: PCC i3 3 hakTopis (thakTopu
I, IX ta X) Ta PCC i3 4 thaktopiB (dpaktopu Il, VII, IX Ta X). MNMpun 3actocysaHHi PCC i3 3 hakTOpIB CMNOCTEPIrasioca 3HMKEHHA cepefHiX 3HayeHb MY
(npotpombiHoBoro yvacy) (Neoplastin) npubnmsHo Ha 1,0 ¢ 3a 30 xBuunH, a Ha 11 PCC i3 4 (hakTopiB Taki 3HaYeHHs 3HM3nMCh Ha 6nm3bko 3,5 ¢. Hatomicts PCC
i3 3 (pakTOpIiB MaB NOTY>KHILLUWIA Ta LWBWUALIWIA 3ara/ibHUIA BB Ha NPUTHIYEHHS 3MiH B YTBOPEHHI eHA0reHHoro TpoMoiHy, Hixk PCC i3 4 (akTopiB (AvB. po3gin
«[epeno3yBaHHA»).

TakoX puBapokcabaH [0303a/1eXXHO MNiABMLLYE aKTVBOBaHWIA 4YacTKOBWI TpombonnacTuHoBui vac (AUTY) i pesynbTaT HepTest; ogHak Li napameTpu He
PEKOMEH/YETHCA BUKOPUCTOBYBATM AN151 OLIHKM (PapmMakoAMHaMiuHMX eqeKTiB puBapokcabaHy. Y nepiof NiKyBaHHA puBapoKcabaHOM NPOBOAUTU MOHITOPUHT
napameTpiB 3ropTaHHA KPoBi He MOTPi6HO. MpoTe y pasi KNiHIYHOI HeOOXiAHOCTI piBeHb puBapokKcabaHy Moxke 6yTW BUMIPAHWIA 3a JONOMOIOK KanibpoBaHMX
KiNIbKICHUX TECTIiB Ha aHTU(aKTop Xa (AuB. po3ain «PapMakoKIHETUKA).

KniHivyHa edheKTUBHICTbL | 6e3neKka

MpodhinakTuKa iHCYNbTY Ta cMCTEeMHOT eMboNiT Npu HeknanaHHin ibpunayii nepeacepib

KniHiuHa nporpama focnimkeHb nikapcbkoro 3acoby Kcapento® 6yna po3pobrieHa 3 MeTOw [AeMOHCTpauii egeKTUBHOCTI 3acTocyBaHHA Kcapento® ans
NPOGINAKTUKN IHCY/bTY Ta CUCTEMHOT eMOOAIT Y NalieHTIiB 3 HeKnanaHHO (ibpunsauieto nepeacepib.

B 6a3oBomy noagiviHomy cninomy gocnigpkeHHi ROCKET AF B3snu yyacTb 14 264 nauieHTu, YacTUHa 3 ikux oTpumyBana Kcapento® B go3i 20 mr 1 pa3 Ha foby
(nayieHTn 3 KNIPEHCOM KpeaTUHIHY

30-49 mn/xB — 15 Mr oguH pas Ha f00Yy), iHLla YacTMHa — BapapuH 3 TUTPYBaHHAM [0 LiIbOBOr0 PiBHA MiXXHApPOLHOr0 HOPMai3oBaHoro BigHoLweHHa (MHB) 2,5
(TepaneBTUYHMIA giana3oH 2,0-3,0). CepeaHst TpUBaNicTb NiKyBaHHSA cTaHOBMMA 19 micsALiB, a HaingoBLUa TPMBaNiCTb NMiKyBaHHA — A0 41 micaus. 34,9 % nauieHTis
OTPUMYBa/IM CYMNYTHIO Teparnito aueTucaniynioBoro KMCNoTow i 11,4 % npuinmany aHTUapuTMidHi 3acoom Il knacy, y Tomy uicni amiofapoH.

Kcapento® He nocTynaeTbca BapdapuHy 3a ePEKTUBHICTIO Y MEPBUMHHIN CYKYMHIA KiHUEBIA Touui (iHCYNbT i cucTemMHa em00nis 3a MeXaMu LeHTpasbHOI
HepBOBOI cucTemn). Cepep NauieHTIB, AKi OTPUMYBa/IN NliKyBaHHA 3rigHO 3 NPOTOKO/IOM Y Mepiog npuiiomy npenapaTis, 188 NepBUHHMX BUMNAAKIB IHCYNbTY Ta
cucTeMHol embonii (1,71 % Ha pik) po3BUHYNNCA Ha puBapokcabaHi Ta 241

(2,16 % Ha pik) — Ha BaphapuHi (BigHoLWweHHs pusmnkis (BP) 0,79; 95% pnosipunii iHTepsan (A1), 0,66-0,96; P < 0,001 3a NOKa3HNKOM «He NOCTYynaeTbes»). Cepef
YCiX NauieHTIB NepBMHHI ABULLLA BU3HAYanUCcs y 269 nauieHTiB, SKi npuiiMany puapokcabaH (2,12 % Ha pik), Ta 306 nayieHTiB, AKi npuiimany BapgapuH (2,42 %
Ha pik) (BP 0,88; 95 % [l, 0,74-1,03; P < 0,001 3a MOKa3sHWKOM «He MOCTYnaeTbea»; p = 0,117 3a NOKa3HUKOM «MepeBepLUye»). Pe3ynsTaTi 3a BTOPUHHUMM




KIHLEBMMM TOUYKaMW, L0 AOCNIIKYBaAIUCh B iEpapxXiyHOMY nopsaaky nig yac ITT aHanisy, HaBefeHo B Tabnmui 1.

Cepep, nayieHTiB 3 rpynu, fKa NikyBanacb BapgapMHOM, NokasHMK MHB 3HaxoAMBCs B MeXax TepaneBTUYHOro gianasoHy (2,0 — 3,0) B cepeHboMy 55 % uvacy
(MegiaHa 58 %; iHTEpKBapTWUIbHUIA fiana3oH: Big 43 0 71). EdeKTMBHICTb puBapokcabaHy He Bifpi3Hsnacb B 3a1eXXHOCTI Bif MOKas3HWKa nepiogy Yy
TepaneBTUYHOMY fiana3oHi B LLeHTPI (4ac nigTpumaHHs LiNboBOro gianasoHy 3HaveHb MHB 2,0-3,0) B kBapTunisx ogHakosoro posmipy (P = 0,74 ans B3aemogin).
B Mexxax HalBULLOTrO KBapTW/KO BIAMOBIAHO A0 3HAYeHb B LIEHTPI, BiHOLLEHHS PU3MKIB AN pMBapoKcabaHy B MOPIBHSAHHI 3 BapdapuHom cTaHoBWUO 0,74 (95%
Aal; 0,49-1,12).

YacToTa NogAii OCHOBHOrO MoKa3HMKa 6e3neky (MacuBHi Ta HEMaCUBHI KNiHIYHO 3HauyLLi KpoBOTeYi) 6yna nogibHo B 060X rpynax nikyBaHHA (4AMB. Tabnuuto 2).

Tabnuud 1. NMoka3HUKKM ePeKTUBHOCTI 3a pe3ynbTatamu gocnifpkeHHs asm 11l ROCKET AF

Monynayis gocnigKeHHs AHani3 eeKTMBHOCTI Yy MauieHTiB 3 HeknanaHHoK (ibpunsuicto
nepeacepspb, 3a/1eXKHO Bif, MPU3HAYEHOr 0 NiKyBaHHS
TepaneBTn4Ha fo3a KcapentoO 20 mr 1 pa3 | BapthapuH, TUTpoBaHuiA | BifHOLLEHHS
Ha 406y (4nA nawieHTis 3 | 40 LiNbOBOro 3HaueHHs | pusukis (95% /)
MOMiPHOIO HUPKOBOD MHB 2,5 p-3HAYeHHS, aHani3
HeAOCTaTHiCTPO - (TepaﬂeBTMHHMﬁ 3a NMOKa3HNKOM
15 mr 1 pa3 Ha o6y) AianasoH 2,0-3,0) «nepesepLLye»
UacToTa nogiii (Ha 100 | YacToTa nogiit (Ha 100
naLieHTo-poKiB) navieHTo-poKiB)
IHCYNbT Ta cucTemMHa emb60nisa 3a 269 306 0,88
mexxamu LJHC (2,12) (2,42) (0,74-1,03)
0,117
IHCynbT, cuctemHa embonia 3a 572 609 0,94
mexxamnm LIHC Ta cmepTb Big (4,51) (4,81) (0,84-1,05)
CYZMHHWNX 3aXBOPHOBaHb 0,265
IHCYNbT, cucteMHa embonisi 3a 659 709 0,93
mexamn LHC, cmeptb  BIj (5,24) (5,65) (0,83-1,03)
CYAVHHUX  3axBOplOBaHb  Ta 0,158
IH(hapKT MioKapAa
IHCYnbT 253 281 0,90
(1,99 (2,22) (0,76-1,07)
0,221
CuctemHa embonisi 3a MeXamu 20 27 0,74
LHC (0,126) (0,21) (0,42-1,32)
0,308
IHapKT Miokapaa 130 142 0,91
(1,02 (1,11) (0,72-1,16)
0,464




Tabnuus 2. NMokasHnKK 6e3reku 3a pesynbTatamu gocnigpkeHHs gasm 111 ROCKET AF

Monynauis gocnigXeHHsA MaLieHTV 3 HeKnanaHHo (ibpunsLicto nepeacepasd)
TepanesTn4Ha fo3a KcapentoO 20 mr 1 pa3 | BapthapuH, BifHOLWEHHA puU3MnKIB

Ha 806y (419 NauieHTiB 3 | TUTPOBaHWIA no | (95% Al)

I'IOMipHOkO HMUPKOBOHO Ll,iJ'IbOBOFO 3Ha4YeHHA | p-3Ha4YeHHA

HEeOCTaTHICTHO — MHB 2,5

15 mr 1 pa3 Ha fo6y) (TepaneBTUYHMIA

YactoTa nogiii (Ha 100 | AianasoH 2,0-3,0)

NaLjieHTO-POKiB) YacToTa nogii (Ha 100

nauieHTO-POKIB)
MacuBHI | HemacuBHI KNiHIYHO 1,475 1,449 1,03 (0,96-1,11)
3HauyLi KpoBOTEYi (14,91) (14,52) 0,442
MacuBHiI KpoBOTeui 395 386 1,04 (0,90-1,20)
(3,60) (3,45) 0,576
NeTanbHi  BMMAAKM  BHAaCNigoK 27 55 0,50 (0,31-0,79)
KpoBoTeui* (0,24) (0,48) 0,003
KpoBoBMAMB Yy  KPUTUYHWIA 91 133 0,69 (0,53-0,91)
opraH* (0,82) (1,18) 0,007
BHyTpiLLHbOYEpenHuiA 55 84 0,67 (0,47-0,93)
KPOBOBU/NB* (0,49) (0,74) 0,019
SHWKEHHSA piBHA remornobiHy* 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)
OAVHWLL epuUTPOLMTapPHOT 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
JNeTanbHi BMNagkM 3 6yab-aKUX 208 250 0,85 (0,70-1,02)
MPUYMH (1,87) (2,21) 0,073

2) MonynAuis 3 BUBYEHHS 6e3neku (Mif yac nikyBaHHs).
* YMOBHO 3HauylLLle aBuLLe.

[opatkoBo ao pocnigxeHHs 11 ¢asn ROCKET AF 6yno npoBefeHO NPOCMNEKTUBHE HEKOHTPO/IbOBaHE NiCNAPeecTpaLliiHe HeiHTepPBEHLiHE BiAKPUTE KOropTHe
pocnimpkeHHa (XANTUS) i3 LeHTpani3oBaHOK OLIHKOH KiHLEBMX TOUOK, BK/KOUaOUM TPOMBOeMOONIYHI SBMLLA Ta CEPno3HI KPOBOTeYi. N5 BUBUEHHS KNiHIYHOT
MPaKTMKW NMOMNepeiyKeHHs IHCY/IbTY Ta CUCTEMHOT eMB0iT No3a Mexxamu LieHTpaibHOT HepsoBoi cuctemu (LIHC) y gocnimpkeHHs 6yno BKIOUYeHO 6785 nauieHTis 3
HeKnanaHHo (ibpunauieto nepescepdp. Y gocnimkeHHi XANTUS cepefHiii 6an 3a LKaIO OLiHKM pusnKy iHCcynbTy (CHADS,) cTaHoBMB 2,0, cepefHiii 6an 3a



LLIKA/IOK0 OLLiHKM pu3mnKy KpoBoTey (HAS-BLED) Takox cTaHoBMB 2,0, ToAi AK y gocnimpkeHHi ROCKET AF cepegHi 6anv 3a CHADS, Ta HAS-BLED ctaHoBunm

BignosigHo 3,5 Ta 2,8. Cepito3Hi kposoTedi y gocnigpkeHHi XANTUS cnocTepiranmcsa y 2,1 Bunagky Ha 100 nauieHTo-pokiB. JleTasibHi KpoBOTeYi cnocTepiranncs
y 0,2 BunagKy Ha 100 nauieHTO-poKiB Ta BHYTpPILUHbOYepernHi KpoBoTedi — Yy 0,4 Bunagky Ha 100 nauieHTo-pokiB. IHCYnbT abo cuctemHa embonis (LIHC) 6yna
3ahikcoBaHa y 0,8 Bunagky Ha 100 nauieHTO-poKiB. Taki CMOCTEPEXEHHS Y K/iHIYHIA NpakTuLi BignoBigatoTb BCTAHOBEHOMY MPOdinto 6e3nekn Ans AaHoro
MOKa3aHHS.

MauieHTn, aKi NPOXoaaTb NPOLEAYPY KapAioBepcCil

MpoBOAMNOCL NPOCNEKTMBHE paHAOMi30BaHe BifKpUTe 6araToOLEHTPOBE MOLLYKOBE AOCMIMKEHHS 3 MacKyBaHHAM KpuTepiiB ouiHku (X-VERT), B AskoMy B3su
yyactb 1504 nauieHTu (L0 paHille fIiKyBanca nepopaibHAMKN aHTUKOAryisHTaMmmn abo He OTPMMYBa/IM B MUHYJIOMY TakoT Tepanit) 3 HeKnanaHHoW ibpunsuieto
nepeacepib Ta 3aniaHoOBaHOK MPOLEeAYPOI0 KapAioBepcil, B AKOMY MopiBHIOBaach e(heKTUBHICTb puBapoKcabaHy Ta CKOPUroBaHOT 4031 aHTaroHicTy BiTamiHy K
(paHfomi3auia y cniBBIAHOLLEHHI 2:1) AN nonepeyKeHHsA cepLeBo-CYAUHHUX YCKNaLHEHb.

3acTocoByBanacb kapioBepcis nig KOHTposieM Yepe3cTpaBoxigHoi exokapgiorpadii (YCExo—KI)

(1-5 gHiB nonepeAHLOro NikyBaHHS) abo TpaauuiiHa KapaioBepcia (LoHaNMeHLLe TPU TUMXKHI NonepeaHbOro MikyBaHHA). HacTaHHS NepBUMHHOI KiHLEBOT TOUKM
eheKTMBHOCTI (KOMOiHaLif IHCY/bTY, TPaH3UTOPHOI ILEMIYHOT ataku, CUCTeMHOi embonii 3a mexamu LIHC, iH®apkTy miokapgy Ta CMepTi BHacnifoK
cepueBo-CyanHHOT natonorir) Bigmivanock y 5 (0,5 %) nauieHTiB 3 rpynu, Wwo oTpumMyBasa puveapokcabaH (n = 978), Ta y 5 (1,0 %) nauieHTiB 3 rpynu, Lo
niKkyBanacb aHTaroHictom BiTamiHy K (n = 492; BigHocHuin puamnk 0,50; 95 % Al 0,15-1,73; moandikoBaHa nonynsuis nauieHTiB, AKUM 6yno npusHaveHe
NiKyBaHH#). FABuLla NepBMHHOT TOYKM Ge3nekn (MacvBHI KpoBoTedi) cnoctepiraince y 6 (0,6 %) i 4 (0,8 %) navieHTiB, BIANOBIAHO, B rpynax NiKyBaHHA
pmBapokcabaHoMm (n = 988) Ta aHTaroHictom BiTamiHy K (n = 499) (BigHocHuin pu3nk 0,76; 95 % Al 0,21-2,67; Bubipka Ans ouiHKKA 6e3nekn). B upomy
MOLLUYKOBOMY [OCNI[KEHHI Mpu MpoBefeHHI KaphioBepcii eeKTVBHICTL Ta 6e3neka BUABUAUCH CMIBCTABHUMW B rpynax /fiKyBaHHA puBapokcabaHoM i
aHTaroHictamu BiTamiHy K.

MauieHTV 3 HEKNanaHHo GibpunsaLIErd Nepeacepab, SKi NepeHec v NnepkyTaHHe KopoHapHe BTpyYaHHs (MKB) i3 BCTaHOBAEHHAM CTEHTA

Byno nposefeHo paHLOMi30BaHe BifkpuTe MynbTUUeHTpoBe pocnigpkeHHs (PIONEER AF-PCl) 3a ydyacTio 2124 nauieHTiB 3 HeknanaHHoOwW Qibpunsauieto
nepeacepsap, Aki nepeHecsv MKB i3 BCTAHOB/IEHHAM CTEHTa NPV NePBUHHOMY aTepOCK/IepPOTUYHOMY 3aXBOPKOBaHHI, 3 METOK NOPIBHAHHA Ge3MeKn 3aCTOCYBaHHS
[IBOX PeXunMmiB pvBapokcabaHy Ta ogHoro pexxumy ABK. MauieHTn 6ynu paHA0Mi30BaHO PO3MNOAINEHI Ha rPynu 3a pexmnMamun Tepanii y cnisBigHowweHHI 1:1:1 i3
3ara/ibHO TpUBaNICTIO Tepanii 12 micayis. MayieHTy 3 IHCY1bTOM ab0 TPaH3UTOPHOO iLemivyHO atakoto (TIA) B aHaMHe3i BUKIHOYaINCA i3 AOCTIIKEHHS.
Mpyna 1 3acTocoByBasia puBapokcabaH y ao3i 15 mr 1 pa3 Ha o6y (10 mr 1 pa3 Ha f06y A1 NauieHTiB 3 KnipeHcoM KpeaTuHiHy 30-49 mn/XB) B KOMOGiHaLiT 3
iHri6iTopom peuenTopis P2Y 12. 'pyna 2 3acTtocoByBasna pvBapokcabaH y f03i 2,5 Mr 2 pa3s Ha foby y komb6iHauii 3 NMATT [noagiliHa aHTUTpOMOGOUMTapHa
Tepanis, Hanpuknag Knonigorpenb y Ao3i 75 mr (abo anbTepHaTUBHMIA iHri6GITOp peuenTopiB P2Y 12) 3 HWU3bKOK 403010 aueTuncaniumnosoi kucnotn (ACK)]
npotsaromM 1 abo 6, abo 12 micAyiB i3 HACTYMHUM 3aCTOCYBaHHAM puBapokcabaHy 15 mr (a6o 10 Mr Ans nauieHTiB 3 KNipeHcoM KpeaTuHiHy 30-49 mMn/xB) 1 pa3 Ha
[06y y KOM6iHaLiT 3 HM3bKOK fo30t0 ACK. 'pyna 3 3acTocoByBasia iHAMBIAYyanbHO MigibpaHy fo3y ABK y kom6iHauii 3 NATT npoTarom 1 a6o 6, abo 12 micauis
i3 HACTYMHUM 3aCTOCYBaHHAM iHAMBIAYaIbHO MifiopaHoi fo3vn ABK y kombiHauii 3 H1U3bKoo f030t0 ACK.

MepBUHHA KiHLEBa TOYKa 6e3MeKn — KMiHIYHO 3Ha4yLla KpoBoTeYa crioctepiranacs y 109 (15,7 %), 117 (16,6 %) Ta 167 (24,0 %) nauieHTiB BignoBigHO y rpyni 1,
rpyni 2 Ta 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 BignoBigHo). BTOpMHHa KiHUeBa Touyka (KOMOiHaLis
CepueBo-CyANHHMX NOAIN, cepLeBO-CYANHHOT CMepTI, IH(apKTy Miokapa abo iHCynbTy) cnocTepiranaca y 41 nauieHTa (5,9 %), 36 (5,1 %) T1a 36 (5,2 %) y rpyni
1, rpyni 2 Ta rpyni 3 BignoBigHO. KoXeH 3 peXxumiB 3aCTOCYBaHHA prBapoKcabaHy acoLitoBaBCA 31 3HAYHUM 3HMXKEHHAM PU3UKY KNIHIYHO 3HAYYLLMX KPOBOTEY
MOPIBHAHO 3 pexxumom ABK y nauieHTIB i3 HeknanaHHo ibpunayieto nepescepab, ki nepeHecn NKB i3 BCTAHOB/IEHHAM CTEHTA.




OcHosHoto meToto gocnigpkeHHss PIONEER AF-PCI 6yna ouiHka 6e3neku. [daHi Wwo40 eheKTUBHOCTI (BK/IOUYat0uM TPOMO0eMOOIYHI SBULLA) A1 LIET nonynauii
06MeXeHi.

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

Mporpama KNiHiYHUX gocnipkeHb Kcapento® 6yna po3pobsieHa 3 MeTOK AeMOHCTpauil edeKTMBHOCTI Kcapento® K NMikapcbKoro 3acoby Afid NepBUMHHOIN i
TpwBanoi Tepanii roctporo TIB i TEJIA Ta nonepegxeHHs X peunamsis.

Y X0Al HOTMPbOX PaHLOMI30BaHMUX KOHTPO/IbOBaHUX KNIHIYHUX fJocnifikeHb (asu 111 6yno BmByeHO noHag 12800 nauieHTiB (gocnimkeHHsa EINSTEIN DVT,
EINSTEIN PE, EINSTEIN Extension Ta EINSTEIN CHOICE) Ta 40AaTKOBO NpOBeAEHO 3BEAEHWNIA aHani3 3a 3adaHnMun napameTpamu gocnimpkeHb EINSTEIN
DVT i EINSTEIN PE. 3aranbHa TpuBanictb KOMMIEKCHOM0 NiKyBaHHS B YCIX JOC/IIKEHHAX CTaHOBMMNA MakCUMyM 21 micaupb.

Y pocnigpxkeHHi EINSTEIN DVT susyanuch 3449 nauieHTis 3 roctpum TI'B 3 meToro nikyBaHHA TI'B Ta nonepemkeHHs NoBTOpHOro po3suTtky TIB i TEJIA
(nauieHT 3 KNiHIYHUMK nposiBaMu TEJIA He BKIKOYanucs y Le AocnigpkeHHs). TpmBanicTb NiKyBaHHA cTaHoBWUAA 3, 6 1 12 MicAUiB, 3a1eXKHO Bif KNiHIYHOT OLIHKK
nikaps.

MpoTarom nepwinx 3 TUXKHIB Tepanii 419 NnikyBaHHA TI'B 3acTOCOBYBaBCA pmBapokcabaH y f03i 15 Mr Bidi Ha fo6y. Micns 3akiHYeHHs LbOro nepiofdy nauieHTv
OTpUMYBa/IM puBapokcabaH y fo3i 20 mMr

1 pa3 Ha f06y.

Y pocnigpxkeHHi EINSTEIN PE BmByanuch 4832 nauieHTn 3 roctpoto TEJIA 3 meToto nikyBaHHA TEJIA Ta npodinaktvku peunamsis TIB i TEJTA. Tpusanictb
NiKyBaHH$ cTaHoBMNA 3, 6 Ta 12 MicAuiB, 3a/1eXKHO Bif KMIHIYHOT OLIHKK NliKaps.

B akocTi nepBMHHOT Tepanii roctpoi TEJIA 3aCToCcOoByBasiv puBapokcabaH y o3i 15 Mr ABidi Ha fo6Y NPOTAroM TPbOX TYXKHIB. [Jani NikyBaHHSA NMPOA0BXYBa/IOCh
pmBapokcabaHoM y fo3i 20 Mr 1 pa3 Ha Jo0y.

B 060x gocnigpkeHHax, EINSTEIN DVT 1a EINSTEIN PE, nopiBHAMbHI peXXvMu NiKyBaHHA CKiafanucs 3 Tepanii eHokcanapyHoM NpoTAroM nNpuHanMHi 5 gHiB y
KOMOIHAaL|iT 3 aHTaroHicToM BitamiHy K [0 JOCArHEHHSA TepaneBTUYHOrO AianasoHy NMY/MHB (= 2,0). ani nikyBaHHSA NPOLOBXYBaJoCb aHTaroHiCToM BiTamiHy K
y [103i, HEOOXifHIN Ans NiATPUMKK 3HayYeHHs MY/MHB y Mexax TepaneBTUYHOro gianasoHy 2,0-3,0.

Y pocnigxeHHi EINSTEIN Extension BuBuyanuca 1197 nauieHtis 3 TI'B a6o TEJIA 3 MeT0t0 NpoginakTUK1 NOBTOPHOIO BUHUKHEHHA TI'B i TEJTIA. Tpusanictb
NiKyBaHHs 404aTKOBO CTaHOBMNa 6 a60 12 micsLiB y nawieHTiB, WO 3aBepLumam 6 abo 12-micayHuin Kypc Tepanii BeHO3HOI TPOM60emM60nii, 3aN1eXHO Bif KNiHIYHOI
ouiHKm nikaps. KcapentoO y 103i 20 Mr 1 pa3 Ha 406y nopiBHI0BaBCs 3 nnave6o.

Y pocnifpkeHHax EINSTEIN DVT, EINSTEIN PE ta EINSTEIN Extension 3aCTOCOBYBa/iM OfJHAKOBI NonepeAHb0 BU3HaYeHi NepBMHHI Ta BTOPUHHI MOKa3HUKM
e(heKTUBHOCTI. MepBMHHNM MOKA3HUMKOM e(eKTUBHOCTI 6ynun peunavnen BTE (BeHO3HOI TPomM60eM60niT), 3 KAIHIYHUMM NPosiBamMy BM3HAYEHI SIK CYKYMHICTb
noBTOpHOro TI'B abo neTasnbHOI Y HenetanbHOT TEJIA.

BTOpMHHMIA NOKa3HNK eDEKTUBHOCTI BM3HAYaBCA IK CYKYMHICTb peunamsiB TIB, HenetanbHOT TEJTA Ta netanbHUX BUNAAKIB 3 YCIX NPUUMH.

Y pocnigxeHHi EINSTEIN CHOICE Busuanuca 3396 nauieHTiB i3 NiATBEpAKEHUM cumnToMHUM TI'B Ta/a6o TEJIA 3 MeTor npoinaktukn netanbHoi TEJIA
ab0 HeneTasibHOro CUMMNTOMHOIO NMOBTOPHOIO BUHUKHEHHS TI'B abo TEJIA, aKi 3aBepLuniv Kypc aHTUKOAryisiHTHOI Tepanii TpUBaicTio 6-12 micauis. MNauieHTw
3 NOKa3aHHAM [19 TPMBA/IOT aHTUKOAryNsaHTHOT Tepanii y TepaneBTUYHUX J03ax 6yn BUK/IKOYEHI i3 AoCnimKeHHS. TpuBanicTb /liKyBaHHA CTaHOBWMA A0 12 micAuiB
3Q1eXKHO Bif iHAMBIAYaNnbHOT AaTh paHaomisalii (MegiaHa: 351 feHb). Jlikapcbkuii 3aci6 KcapentoO y ao03i 20 mr 1 pa3 Ha 406y Ta 'y Ao03i 10 mr 1 pa3 Ha o6y
nopisHoBaK i3 100 Mr aueTuncaniumnosol Kucnotu 1 pas Ha fo0y.

MepBUHHNM NOKa3HUKOM e(heKTUBHOCTI 6yB CUMNTOMHUIA peunane BTE, BU3HaUYeHWI SK CYKYMNHICTb NOBTOPHOro TI'B abo netanbHOi Uv HeneTasibHOT TEJA.

Y pocnipkeHHi EINSTEIN DVT (amB. Tabnuuto 3) pmBapokcabaH NpoAeMOHCTPYBaB He MeHLLY eeKTUBHICTb, HIDXXK eHOKcanapuH/ aHTaroHicT BiTamiHy K 3a
NePBUHHMM NMOKa3HMKOM epeKTUBHOCTI (p < 0,0001) (3a NOKa3HMKOM «He NMOCTYNaeTbCsA»); CNiBBigHOLEHHS pr3uKiB: 0,680 (0,443-1,042),

p = 0,076 (3a NOKasHUKOM «rnepesepLUye»). CniBBiJHOLLIEHHS PU3MKIB 3a NonepeAHbO 334aHOK YNCTOR KITHIYHOK KOPUCTHO (MEPBUHHMIA MOKa3HMK eeKTUBHOCTI
NKC MacuBHI KpoBoTedi) ctaHoBuio 0,67 [(95 % Al: 0,47-0,95), HoMiHanbHe 3HaveHHs p = 0,024] Ha KopucTb prBapokcabaHy. 3HayeHHs MHB 3Haxoaunuce B




MeXax TepaneBTUYHOro AianasoHy B cepeaHboMy 60,3 % uacy npu cepefHili TpuBanocTi NikyBaHHs 189 gHiB Ta 55,4 %, 60,1% i 62,8 % uvacy B rpynax i3
3an/iaHoOBaHOK TPUBAICTIO NliKyBaHHA 3, 6 1 12 MmicAuiB BignosigHO. B rpyni, Wo NikyBasacb eHOKcarnapyHoOM/ aHTaroHiCTOM BiTaMiHy K, He BiAMIYEHO YiTKOT
3a/1eXKHOCTI M)XK piBHEM CepefHbOro nepiogy y TepaneBTMyHOMY fianasoHi (MTA) B UueHTpi (4ac NigTpUMaHHA LiNbOBOro AianasoHy 3HadyeHb MHB 2,0-3,0) B
Tepumnax 0A4HaKoOBOro po3Mipy i YacToTor peumamsiB BTE (p = 0,932 ans B3aemofii). B mexax HanBuWOro Tepuunns BiAnoBigHO 4O LEHTPY ChiBBiAHOLLEHHS
PU3KMKIB Y pasi NpuitoMy prBapokcabaHy B MOPIBHAHHI 3 BapthapnHom ctaHoBwso 0,69 (95 % Al: 0,35-1,35).

UacToTa BUHUKHEHHS SIBULL, OCHOBHOIO MOKa3HMKa 6e3rnekn (MacuBHi abo KNiHIYHO 3HauyLLi HEMACKBHI KPOBOTEYi) Ta BTOPUHHOIO MoKa3HKKa 6e3nekn (MacuBHi
KpoBoTeui) 6yna 04HaKOBOK B 060X TepaneBTUUYHUX rpynax.

Tabnuud 3. NMoKa3HUKKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumn gocnimkeHHs asm [ EINSTEIN DVT

Monynauis LOCNi[KEHHA 3449 nauieHTiB 3 CUMNTOMHWM FOCTPUM TPOMO030M IMIMOOKMX BEH
TepaneBTWYHI 403K Ta TPUBANICTb KcapentoO2 EHoKcanapyH/aHTaroHicT BitamiHy Kb
3,6a60 12 micauip | 3, 6260 12 micsuis
N=1731 N=1718
CuvmnToMHa peunamsytoya BTE* 36 51
(2,1 %) (3,0 %)
CumnTomHa peumnamsytoda TESTA 20 18
(1,2 %) (1,0 %)
CUMNTOMHWIA peumanByroumnin TFB 14 28
(0,8 %) (1,6 %)
CumntomHi TENA 1 TIB 1 0
(0,1 %)
NetansHa TEJTA/cmepTenbHi 4 6
BUMNaAKM, KON HasiBHICTb TEJIA He (0,2 %) (0,3 %)
MOXHa BUK/HOUUTY
MacuBHa ab0 K/iHIYHO 3Hadylla 139 138
HemacriBHa KpoBoTeyva (8,1 %) (8,1 %)
MacuBHI KpoBOTeui 14 20
(0,8 %) (1,2 %)

a PuapokcabaH 15 Mr aBidi Ha o0y NpoTArom 3 TWXKHIB 3 HACTYMHMUM 3aCTOCYBaHHAM 403K 20 MI OfiMH pa3 Ha o6y .
b EHokcanapyH LLioHaiiMeHLLe NPOTAroM 5 HiB, NiC/A LbOr0 — aHTArOHICT BiTaMiHy K, 3aCTOCYBaHHS SIKOTO MOYMHAETLCS B Nepio NPUitoMy eHoKcanapuHy.
* p <0,0001 (He MeHLLa e(heKTMBHICTb 3a NornepeaHLO BU3HAYEHNM CNiBBigHOLLEHHAM pu3KnKiB 2,0); cniesigHoLweHHs pu3mkis: 0,680 (0,443-1,042), p = 0,076 («nepesepLuye»).

Y pocnigpkeHHi EINSTEIN PE (gus. Tabnuuto 4) pvBapokcabaH NpPOLEMOHCTPYBaB He MeHLUY e(EeKTUBHICTb, HIX eHoKcanapuH/aHTaroHict BitamiHy K 3a
MePBUHHUM NMOKA3HUKOM eqPeKTUBHOCTI

(p = 0,0026 (NOKa3HUK «He MOCTYMaeTbCsA»); CNiBBIAHOLWEHHA pu3ukis: 1,123 (0,749-1,684)). CniBBiLHOLUEHHSA PU3MKIB 3a MOMNepeAHbO 33[aHOH YUCTOH
KMIHIYHOIO KOPUCTIO (NMEPBMHHMWIA NOKa3HWK e(heKTUBHOCTI MAOC MacuBHI KpoBoTeui) cTaHoBuio 0,849 [(95 % Al: 0,633-1,139), HOMiHa/IbHe 3HAYeHHA p =
0,0275]. 3HaueHHs MHB 3HaxoAununcb B MeXax TepaneBTUYHOrO fiana3oHy B cepeiHboMY 63 % uvacy npu cepefHi TpMBanocTi NikyBaHHA 215 AHIB Ta 57 %, 62



% i 65 % yacy B rpynax i3 3aniaHoBaHOK TPMBaNICTIO NiKyBaHHA 3, 61 12 micAyiB Big4NoBiAHO. B rpyni, Wo nikyeanacb eHOKcanapMHoM/ aHTaroHiCTOM BiTaMiHy
K, He BifMiY4eHO YITKOI 3a/1eXXHOCTI M piBHEM cepeaHboro MTL y ueHTpi (4ac MigTPMMaHHSA LifboBOro AianasoHy 3HavyeHs MHB 2,0-3,0) B Tepumnsix
0AHaKOBOro po3Mipy i yactoToto peunameis BTE (p = 0,082 gnsa B3aemogii). B Mexxax HaiBMLLOro Tepumns BiAnoBigHO 4O LEHTPY, CMiBBIAHOLIEHHS PU3MKIB Y
pasi npuiiomy prBapokcabaHy B NOPiBHSHHI 3 BapthapuHoM cTaHoBMNO 0,642 (95 % Al: 0,277-1,484).

YacToTa BUHMKHEHHS SIBMLL, OCHOBHOIO MOKa3HMKa 6e3neky (MacuBHi abo K/iHIYHO 3HaYYLLLI HEMACcWUBHI KpoBOTeui) 6yna Aelio HKYOK B rpynii, Lo NiKyBaiacb
pmBapokcabaHom (10,3 % (249/2412)), HixX B rpyni, WO OTPMMYBasia eHokcanapuH/ aHTaroHict BitamiHy K [11,4 % (274/2405)]. YacToTa SBULLY, BTOPUHHOIO
nokasHuka 6e3neku (MacvBHI KpoBOTeYi) 6yna HKYOK B rpyni, Wo NikysBanacb puBapokcabaHoM [1,1 % (26/2412)], HiX B rpyni eHokcanapuHy/ aHTaroHicTa

BiTamiHy K [2,2 % (52/2405)] 3i cniesigHOoWweHHAM pu3mkis 0,493 (95 % Al: 0,308-0,789).

Tabnuus 4. NMokKasHUKKM ePeKTUBHOCTI Ta 6e3nekun 3a gaHumm gocnimkeHHs asu [l EINSTEIN PE

Monynauia LOCNiIKEHHS 4 832 nauieHT 3 rocTporo CMMNTOMHOK TEJTA
TepaneBTUYHI 4031 Ta TPMBANICTb KcapentoO2 EHOKcanapmH/ aHTaroHicT BitamiHy KP
3,6a60 12 micauis | 3, 6 abo 12 micsuis
N = 2419 N = 2413
CumnTomHa peumnavsytoda BTE* 50 44
(2,1 %) (1,8 %)
CumnToMHa peunamsytoya TEJTA 23 20
(1,0 %) (0,8 %)
CuMNTOMHWIA peunamsytounin TTB 18 17
(0,7 %) (0,7 %)
CumntomHI TENTA 1 TIB 0 2
(<0,1 %)
NetanbHa TEJTA/cmepTenbHi 11 7
BMNAAKKN, KON HasBHICTb TEJTA He (0,5 %) (0,3 %)
MOXHa BUKHOUNTY
MacuBHa ab0 K/iHIYHO 3HadyLla 249 274
HemMacuBHa KpoBoTeya (10,3 %) (11,4 %)
MacuBHiI KpoBOTeui 26 52
(1,1 %) (2,2 %)

a PuBapokcabaH 15 mr aBiyi Ha fo6y NpoTarom 3 TVXKHIB 3 HACTYMHMM 3aCTOCYBaHHSAM 403K 20 M OfIMH pa3 Ha [o6y.
b EHokcanapyiH LLioHaliMeHLLe NpoTArom 5 AHIB, NiCAA LbOr0 — aHTAroHICT BiTaMiHy K, 3aCTOCYBaHHS SKOFO NOYMHAETLCS B Nepiog NpUitomMy eHoKcanapuHy.
* p <0,0026 (He MeHLLa eheKTUBHICTb 3a MOMNepeaHbO BU3HAYEHMM CMiBBIAHOLEHHAM pu3ukKiB 2,0); cniBBigHOLWEHHSA pu3nKiBe: 1,123 (0,749-1,684).

Byno npoBeeHo 3BefieHNIA aHani3 pesynbTtaTis gocnigpkeHs EINSTEIN DVT i PE 3a nonepeiHb0 BU3HaYeHUMM napaMeTpamu (aue. Tabnuuito 5).

Tabnumua 5. NMoka3HVKM eDeKTUBHOCTI Ta 6e3Mneky 3a JaHVMK 3BefleHOro aHani3y pesynbTtaTis gocnimpkeHb asu 111 EINSTEIN DVT ta EINSTEIN PE
LI‘Ionynﬂu,iﬂ LOCNIKEHHS l8 281 nauieHT 3 rocTpyMm cumnTomHuM TI'B abo TENTA J




TepaneBTUYHI 4031 Ta TPMBANICTb KcapentoO2 EHoOKcanapuH/ aHTaroHicT BitamiHy Kb
3,6a60 12 micayis | 3, 6a60 12 micsuis
N = 4150 N =4131
CumMmnTomHa peunamnsytoda BTE* 86 95
(2,1 %) (2,3 %)
CvmMnTomHa peungmsytoya TESTA 43 38
(1,0 %) (0,9 %)
CumnTOMHUIA peunamsytoumin TTB 32 45
(0,8 %) (1,1 %)
CumntomHi TENA 1 TIB 1 2
(<0,1 %) (<0,1 %)
NeTanbHa TENA/cmepTenbHi 15 13
BUMaAKKM, KONN HasBHICTb TEJIA He (0,4 %) (0,3 %)
MOXHa BUK/THOUNTY
MacuBHa abo KNiHIYHO 3Hauylla 388 412
HemMacuBHa KpoBoTeya (9,4 %) (10,0 %)
MacuBHI KpoBOTeui 40 72
(1,0 %) (1,7 %)

a PuapokcabaH 15 mr aBiyi Ha 4oy NpoTarom 3 TVXKHIB 3 HACTYMHMUM 3aCTOCYBaHHAM 403K 20 M OfIMH pa3 Ha o6y .
b EHokcanapuH LoHaliMeHLLe MPOTATOM 5 HiB, NiCNSA LbOro — aHTaroHicT BiTaMiHy K, 3aCTOCYBaHHS IKOro NOYMHAETLCA B Nepio MPUNOMY eHOKCanapuHy.
* p <0,0001 (He MeHLUa e(heKTUBHICTb 3a MOMNepeaHbLO BU3HAYEHMM CMiBBiAHOLIEHHAM pusuKiB 1,75); cnieeigHoweHHA pusukis: 0,886 (0,661-1,186).

CniBBiAHOLUEHHA PU3UKIB 3a NOMNepeaHbO 3aJaHOK YMCTOK K/IHIYHOK KOPUCTHO (MEepPBUHHWIA NOKa3HWK etheKTUBHOCTI MAKOC MAacvBHI KPOBOTeYi) 3a AaHUMK
3BefleHoro aHanisy craHosuio 0,771 [(95% Al: 0,614-0,967), HOMiHaNbHe 3Ha4eHHA p = 0,0244].

Y pocnifmkerHi EINSTEIN Extension (gvB. Tabnuuto 6) puBapokcabaH NpoLeMOHCTPYBaB nepesary Haj nnaue6o CTOCOBHO NMePBUHHMX Ta BTOPUHHMX NMOKa3HUKIB
eheKTMBHOCTI. YacToTa siBNLL, rON0BHOI0 NOKa3HMKa 6e3nekn (MacyBHI KPOBOTeYI) Y MaLieHTiB, Ki OTpMMYBain NikapCbKuii 3aci6 Kcapento® no 20 mr 1 pa3 Ha
[06y, 6yna KiflbKiCHO He3Ha4YHO BULLOKD, HIXK Y MaLieHTiB, AKi OTpUMyBann nnauebo. YactoTa BUHUKHEHHSA SBULL, BTOPUHHOMO NMOKa3HUKa 6e3nekun (MacuBHi abo
KMIHIYHO 3HauyLLli HeMacMBHI KpoBOTeYi) 6yna BULLOK Y NauieHTiB, sKi OTpuMyBasiv NikapcbKuil 3aci6 Kcapento® no 20 mr Ha o6y, HXK y nauieHTiB, AKi

OTpUMyBann nnate6o.

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

Monynauisa 4oCNiIpKEHHS

1197 nauieHTiB, Y AKUX NPOAOBXYBAJOCh NiKyBaHHSA abo
npoinakTnKa peumaneis BeHO3HOT TPOM6oemboniT

TepaneBTWYHI 103K Ta TPMBANICTb

KcapentoOa Mnaue6o
6 a60 12 micsauis 6 a6o 12 micauis
N = 602 N = 594




CumnToMHa peunamsytoya BTE* 8 42
(1,3 %) (7,1 %)
CumnTomHa peumnamsytoda TESTA 2 13
(0,3%) (2,2 %)
CUMNTOMHWIA peumanByroumnin TFB 5 31
(0,8 %) (5,2 %)
NetanbHa TEJIA/CmepTenbHi  BUNaAKu, 1 1
KONM HasBHICTb TEJIA  He MOXHa (0,2 %) (0,2 %)
BUK/TOUNTU
MacuBHiI KpoBOTeUi 4 0
(0,7 %) (0,0 %)
KniHiYHO 3HauyLLi HemMacKBHI KpoBOTeYi 32 7
(5,4 %) (1,2 %)

a PyBapokcabaH 20 Mr oAvH pa3 Ha Ao0y.
* p < 0,0001 («nepeBepLuye»); criBBigHOWEHHSA pu3unkis: 0,185 (0,087-0,393).

Y pocnimkenHi EINSTEN CHOICE (guB. Tabnuuto 7) nikapcbkuii 3aci6 KcapentoO y pgosax 20 mr Ta 10 Mr MpoAeMOHCTPYBaB rMepesary Haj
aLeTUCaNiumnIoBO0 KUCNOTOK Y A03i 100 MI CTOCOBHO MEPBUHHUX i BTOPUHHMX NMOKA3HWKIB epeKTUBHOCTI. OCHOBHWI NOKa3HWK 6e3nekn (MacuBHI KpOBOTeui)
6yB MOAIGHUIA Y NaLLiEHTIB, sIKi OTPUMYBaNN NiKapcbKuii 3aci6 KcapentoO y Ao03i 20 Mr a6o 10 Mr, NOPIBHAHO 3 aLeTUNCATILIOBOI KUCIOTO Y A03i 100 mr.

Tabnuud 7. NMokKasHUKKM ePeKTUBHOCTI Ta 6e3neku 3a gaHumm gocnimkeHHs dasu [l EINSTEIN CHOICE

Monynauia LocnigKeHHs 3396 nauieHTiB 3 TPUBA/IOK NPOMINAKTUKOK NOBTOPHOIO BUHNUKHEHHS
B
TepaneBTN4Hi 403K KcapentoO 20 mr KcapentoO 10 mr ACK 100 mr
1 pa3 Ha o6y 1 pa3 Ha goby 1 pa3 Ha o6y
N = 1107 N = 1127 N=1131
Meplana  Tpusanocti  Tepamil| 54q 180 362) guis | 353 [190-362] aHi | 350 [186-362] avis
[iHTepKBapTUILHWIA Aiana3oH]
CuvmnToMHa peunamsytoya BTE* 17 13 50
(1,5 %)* (1,2 %)** (4,4 %)
CumnToMHa peunamsytoya TEJSTA 6 6 19
(0,5 %) (0,5 %) (1,7 %)
CUMNTOMHUIA peLnamnByroumnii TIB 9 8 30
(0,8 %) (0,7 %) (2,7 %)
NetanbHa TEJTA/cmepTenbHi
BUMaAKMW, KON HasABHICTb TEJIA He 2 0 2
’ (0,2%) (0,2%)
MO>XXHa BUK/THOUNTY




Monynauisa 4OCNiIKEHHS 3396 naui€eHTiB 3 TPUBA/IOK NPOMINAKTUKO NOBTOPHOIO BUHNUKHEHHS
1B
TepaneBTNYHi 403K KcapentoO 20 mr KcapentoO 10 mr ACK 100 mr
1 pa3 Ha o6y 1 pa3 Ha o6y 1 pa3 Ha foby
N = 1107 N = 1127 N=1131
CumnTtoMHa peumgusytova BTE,
IH(PapKT MioKapay, IHCYnbT abo 19 18 56
cucTeMHa embonisd nosa MeXxamu (1,7 %) (1,6 %) (5,0 %)
LHC
MacuBHiI KpoBOTEUi 6 5 3
(0,5 %) (0,4 %) (0,3 %)
KniHiYyHO  3Hauywii  HemacuBHi 30 22 20
KpoBoOTeYi 2,7) (2,0) (1,8
WMNTOMH ngnsyroda BTE
E/I:aCI/IBHOa K[?ogggeﬁa (m:rz KﬂiHiiEZ 2? + 107 ot 5?;
KOICTb) (2,1 %) (1,5 %) (4,7 %)

*p < 0,0001 («nepeepLuye») KcapentoO 20 Mr 1 pa3 Ha o6y nopiBHaHO 3 ACK 100 mr 1 pa3 Ha fo6y; criBBigHOLLEHHs pusukiB = 0,34 (0,20-0,59).
**p < 0,0001 («nepesepiuye») KcapentoO 10 mr 1 pa3 Ha 406y nopisHsHo 3 ACK 100 mr 1 pa3 Ha 406y; cniBBigHOLLEHHA pu3mKiB = 0,26 (0,14-0,47).
*+ KcapenTtoO 20 mr 1 pa3 Ha 406y nopisHaHO 3 ACK 100 mr 1 pa3 Ha f106Y; criBBigHOLLIEHHS pu3uKiB = 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; cniBBigHOLWEHHs pu3nkis = 0,32 (0,18-0,55), p < 0,0001 (HOMiHa/bHE).

[opatkoBo Ao pocnimpkeHb Il asn nporpamm EINSTEIN 6yno npoBefeHO NPOCMEKTUMBHE HEIHTEPBEHL|iHE BigKpUTe KOroptHe gocnimkeHHs (XALIA) i3
LIeHTPasli30BaHOK OLIHKOK KiHLEBMX TOYOK, BKKOUaKuM peumamen BTE, cepilo3Hi KpoBOTeui Ta neTasbHi BUNagku. [ns BUBYEHHS Ge3nekn [0BroTpuBasioro
3aCTOCYBaHHSA pyBapoKcabaHy y KNiHIYHIN NpakTULL Yy NOPIBHAHHI 3 TPAAULLIMHOK aHTUKOArynsHTHOR Tepanieto B oCNiAKeHHs 6yno BKIoUYeHo 5142 naujieHTu 3
roctpum TI'B. Y rpyni puBapokcabaHy yactoTa cepio3Hnx KposoTtey ctaHosuna 0,7 %, peumamsyrodoro BTE — 1,4 %, netanbHuUX BUNaAKis 3 ycix npuyvH — 0,5
%. Y BUXIQHUX XapaKTepuUCTWKax NauieHTiB O6ynv BiAMIHHOCTI, BK/OYaKOuM BiK, OHKOJIOTIYHI 3aXBOPIHOBAHHA Ta HWPKOBY HeAOCTaTHICTb. [/19 KOPUTyBaHHA
BIAMIHHOCTEN Yy BUXIAHWX XapaKTepucTUKax Oyno 3acTOCOBaHO MonepeAHbO 3anniaHOoBaHWIA CTPaTM(IKOBaHWA aHasi3 3a KOoediliEHTOM CXW/IbHOCTI, ane,
HE3BaXKat0UM Ha Lie, 3a/IMLLIKOBE BiXMIEHHA MOXE BMN/IMBATU Ha pe3y/bTar. [1pn 3acTocyBaHHI puBapoKCcHaHy B MOPIBHAHHI i3 TPaaMLINHOK Tepanieto CKOPUroBaHi
BiIHOLLEHHA PU3MKIB CEPINO3HMX KPOBOTEY, peunamBytoyol BTE Ta neTanbHMX BUMaAKIB 3 YCiX NPUYMH CTaHOBNATL 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 NpakTWLi BiANOBIAaOTL BCTAHOBEHOMY NPOQIiNt0 6e3neKkun 415 AaHOr0 NoKa3aHHS.
MawieHTn 3 NO3NTUBHUMU pPe3ybTaTammn TECTY 415 TPbOX aHTUMOCHONINIAHUX aHTUTIN

PuBapokcabaH 6yn10 NOPIBHAHO i3 BapdapuHOM Yy NauieHTiB 3 TPOMO030M B aHaMHe3i 3 AiarHocToBaHMM aHTudgocgoninigHum cuHgpomom (APC) 3 BUCOKUM
PU3NKOM TPOMOOEMOONIYHMX ABULL, (MO3UTUBHI pe3ynbTaTh ANA BCIX TPbOX aHTUMOCHONINIAHNUX aHTUTIN: BOBYAKOBWI aHTUKOArynsHT, aHTUKapLioNiniHOBI
aHTuTINa, aHTU-6eTa-2-rNikonpoTeiH | aHTWTINa) y paHLOMi30BaHOMY BiLKPUTOMY MY/IbTULEHTPOBOMY CIMOHCOPOBAHOMY AOC/IAHWUKAMW  KJTIHIYHOMY
BUNPOO6YBaHHI i3 «3acninneHo» OLIHKOK KiHLEBOT TOUKW. [oCNimKeHHS 6yn0 NpUNMHEHO AOCTPOKOBO Micns BKAOYeHHA 120 nauieHTiB BHACNIA0K 3pOCTaHHSA
4aCcTOTU TPOMOOEMOOMIYHUX ABULY, Y MauieHTiB, AKi Npuiimanu pusapokcabaH. CepefHiin nepiof CnocTepeXxxeHHs CTaHoBMB 569 AHIB, 59 nauieHTiB 6yno
paHoMi30BaHO B rpyny 3acTOCyBaHHA puBapokcabaHy B f03i 20 mr (15 Mr Ana nawieHTiB 3 KnipeHcoM KpeaTuHiHy < 50 mn/xB) i 61 — BapdapmHy (MHB 2,0-3,0).




TpomboTHYHI siBULLa 6ynny 12 % nauieHTiB, paH40Mi30BaHUX B IPyMy 3aCTOCYBaHHA pMBOpPOKcabaHy (4 ileMivyH1X iHCynbTU Ta 3 iHpapKTK Miokapaa). He 6yno
3apeecTpoBaHO TPOMO0EMOONIYHUX SBMLL Y NaLiEHTIB, paHAOMI30BaHWNX B rpyny 3acTOCyBaHHS BaptapuHy. Benuki KpoBoTedi cnoctepiranncs y 4 nauieHTis (7 %
) rpynu puBapokcabaHy Ta 2 nauieHTis (3 %) rpynu BapgapuHy.

3acToCyBaHHA AiTAM

€BponeicbKa MeAuyHa areHuisa Bigknana 3060B’A3aHHA CTOCOBHO NOAAHHSA pe3y/nbTaTiB JOCNILKeHb i3 3acTocyBaHHA KcapenTo® B 0AHI abo KifbKox nigrpynax
MPeLCTaBHUKIB AUTAYOT MONynaui’ 4ns NiKyBaHHA TPOMO0eMO0NIYHNX YCKIaLHEHD.

€Bponelicbka MeAuMyHa areHuis BiAMOBMAACh Bif MpaBa BMMaraTyi BMKOHAHHSI 3000B’A3aHHS CTOCOBHO MOAAHHA pe3y/bTaTiB AOCNILKEHb i3 3aCTOCYBaHHA
Kcapento® B ycix nigrpynax npeAacTtaBHUKIB AMTAYOT NONynsauil Ans NikyBaHHA TPOMOOEMOONIYHUX YCKNagHeHb. [nsi 03HaMOMMEHHS 3 iHopMaLietd Npo
3aCTOCYBaHHSA NiKapCbKOro 3acoby AitaM AuB. po3ain «ditm».

PapmakoKiHe TuKa.

PrBapokcabaH LLBUAKO BCMOKTYETLCS; MaKCUManbHa KOHLEHTPaLf (Crax) AOCAraETLCA Yepes

2—4 rofiMHW nicna npuiiomy TabneTku.
A6CcontoTHa 6i0A0CTYNHICTb prBapoKcabaHy Micns 3aCTOCYBaHHS A03M BMCOKaA i cTaHOBUTb 80—-100 % ans TabneTok no 2,5 mr Ta 10 Mr, He3anexxHo Big npuiiomy
Xi. CnoXunBaHHSA DKi He BnnBae Ha nokasHnkM AUC (nnoLua nif KpMBOK 3a1eXXHOCTI KOHLEHTpauis — vac) abo Cy g pyBapokcabaHny y fosi 2,5 mr ta 10 mr.

Mpu NpuiioMi HaTLle Y 3B’S3KY 3i 3HMXKEHHAM BCMOKTYBaHHS A1 TabneToK pvBapokcabaHy no 20 Mr 6yna Bu3HayeHa 6iogoCTyrnHICTb 66 %. Mpu 3acToCyBaHHiI
Kcapento® no 20 mMr pa3oM 3 Dketo 6y/10 BCTAHOB/EHO, L0 cepefHiin nokasHUK AUC 36inbLuyeTbest Ha 39 %, NOPIBHAHO 3 NPUMIAOMOM Tab/1eTOK HaTLLE, L0 BKa3ye
Ha MaliXe MOBHEe BCMOKTYBaHHS i BUCOKY 6i040CTYMHICTb Npy nepopasibHoMy npuitomi. Kcapento® no 15 mr i 20 Mr cnig npuitvaTy nig vac BXMBaHHSA i (4uMB.
po3Lin «Croci6 3acToCyBaHHA i 403U»).

dapMaKoKiHeTVKa prBapoKcabaHy HabMXaeTbCs 40 NiHINHOT NPK 3aCTOCyBaHHI y f03ax 40 15 Mr

1 pa3 Ha fo6y HaTwe. Mpu npuiioMi Nig Yac BXMBaHHA DKi hapmakoKiHeTMKa TabneTok Kcapento®

15 mr i 20 Mr € nNponopuinHO 3aeXHOo Bif 403W. [py BUKOPUCTaHHI BULLMX 03 abcopbuis prBapokcabaHy 06MeXyeTbcs napaMeTpamy PO3YMHHOCTI, npu
LIbOMY Ha TN BULLMX 03 Bifj3HAYAETHCA 3HMXKEHHSA 6I0A0CTYNHOCTI Ta CTyNeHs BCMOKTYBaHHS.

dapmakoKiHeTUKa puBapokcabaHy XapaKTepu3yeTbCA MOMIPHOK MIHMMBICTHIO; IHAMBIAYalbHA BapiabenbHiCTb (BapiauiiHWin KoedilieHT) ctaHoBUTL Big 30 % [0
40 %.

BiogocTynHicTb (AUC i Chax) Y Pasi 3acTocyBaHHS puBapokcabaHy 20 Mr nepopasibHO Y BUTNAAI MogpibHeHoT TabneTku, 3mMillaHoi 3 A61y4HMM niope abo BOLOH0,
BBEJEHOT uYepe3 LUNYHKOBWIA 30HA ofpasdy nicns pigkoi i, Ta y pasi npuiioMy Uinoi Tabnetkn 6yna nopiBHAHOK. BpaxoByroun nepeabayvyBaHuii
[030NPONOPLIAHMIA hapMaKOKIHETUYHMIA NPOGiNb puBapoKcabaHy, pe3ynbTaTu 4aHOro 4OCNIIKEHHS 3 6i0A0CTYNHOCTI, IMOBIPHO, MOXYTb CTOCYBAaTUCS | HAXYMX
[103 puBapokcabaHy.

Po3nogin

3B’A3yBaHHSA 3 GiNKamy Mnasmm y NOAUHU € BUCOKMM i CTaHOBUTb 6113bKO 92-95 %, Mpu LIbOMY OCHOBHMMM 3B’A3YHOUMM KOMMOHEHTOM € CUMPOBATKOBWIA
aNbOyMiH. O6’eM po3noginy — NOMipHWIA, NoKasHKK V'ss (06°eM po3noginy B piBHOBXXHOMY CTaHi) CTaHOBUTL Maixe 50 /1.



3 OpraHismy
Maitxe 2/3 npuinHATOT 403K prBapoKcabaHy MeTaboMi3yeTbCs 3 HACTYMHUM BUBEAEHHAM MOIOBUHM MeTaboNiTiB HUPKaMK, a iHLLIOT NOMI0BUHM — 3 KasioM. PewTa (1

/3) NPUIAHATOT 03K BUBOANUTLCA 6e3MocepeHb0 HUPKaMKU Y BUTNISIAT HE3MIHEHOT Aif040T PeYOBMHM i3 CeYeto NepeBaXkHO LLIAXOM aKTUBHOT HUPKOBOT CeKpeLii.
MeTabosi3Mm puBapokcabaHy 3abesneyyetbes i3oepmeHTamy CYP3A4, CYP2J2 Ta HesaneXxHumu Bif cuctemn umtoxpomy CYP mexaHizmamu. OCHOBHUMU
AinsgHKaMm 6ioTpaHctopmaLii € mopdoniHoBa rpyna, Lo 3a3Hae OKMCHOro po3KnafdaHHs, Ta amifgHi rpynu, SKi nignararoTs rigponisy. Buxogsaum 3 oTpyMaHmx in
Vitro fjaHux, puBapokcabaH € cybcTpaTtom TpaHCNOpPTHMX 6inkis P-gp (P-rnikonpoteiH) Ta Berp (610K pe3nCTEHTHOCTI 4O paKy MOMOYHOT 3a1031).
HainBa>KNMBILLIOKO CNOMYKOK B MMa3mi KPOBi NOAUHM € HE3MIHEHWIA pyBapoKcabaH, MpW LbOMY 3HayHi ab0 aKTMBHI LMPKY/OKOYI MeTaboniTM He BUSB/EHI.
PuBapokcabaH, CUCTEMHUIA KNIPEHC SKOro cTaHoBWUTb 6/1M3bKo 10 n/rof, moxe OyTW BiHECEHWUIA A0 NiKapCbKMX 3ac06iB 3 HU3bKUM PiBHEM KnipeHcy. [licns
BHYTPILLUHbOBEHHOIO 3aCTOCyBaHHA fA031M 1 Mr nepiog HaniBBMBEAEHHS CTaHOBWUTL 06/M3bKO 4,5 roguvHu. Mpu nepopasbHOMY 3acTOCYBaHHI BUBELEHHS
06MeXyeTbCs LUBMAKICTIO abcopbuil. Mpy BMBeAeHHI puBapokcabaHy 3 niasMu TepMiHaslbHWIA Nepiog, HaniBBUBEAEHHS CTaHOBUTb Bif 5 A0 9 roAmH y monoamnx
nauieHTis Ta Big 11 40 13 roanH y ocib NiTHLOrO BiKY.

CTaTs.

MayieHTn NiTHLOrO BIKY. Y NawieHTIB MITHLOMO BiKY KOHLEHTpaL T prBapokcabaHy y niasmMi BULLI, HXX Y MOMIOAMX MaLieHTIB, cepefHe 3HaueHHa AUC npnbnansHo
y 1,5 pasa nepeswLlye BiLNOBIAHI 3HAYEHHA Y MO/IOAMX NALIEHTIB FOIOBHUM YNHOM YHACNILOK 3HVXXEHOr0 3ara/lbHOro 1a HUPKOBOTO KiipeHcy. Hemae notpebu B
KOpeKLUiT 403MK.

Pi3Hi Barosi kaTeropii. 3aHagTo Mana abo Bennka maca Tina (MeHwe 50 Kr i 6inbie 120 Kr) nnwe He3HaYHOK MIPOO BMNJIMBAE HA KOHLEHTpaL T puBapokcabaHy y
nnasmi (MeHLwe 25 %). Hemae noTpebu B KOpeKwuiT A03N.

Mi>KeTHi4Hi 0co6nmMBoCTi. KNiHIYHO 3HaYyLLi po3XomkeHHs (hapMakoKiHeTky (PK) Ta apmakogmHamiky (P/]) y nauieHTiB €BPONeOifHOT, appoamepuKaHCbKOI,
NaTNHOAMEPUKAHCLKOI, AMOHCHKOT ab0 KUTANCbKOI €THIYHOT NPUHANEXHOCTI He CnocTepiranuncs.

. Y XBOPUX Ha UMPO3 NeYviHKK 3 NIerkor NeviHKOBOK HeAOoCTaTHICTIO (Knac A 3a Knacudikauieto Yainnga — N’°10) apmMakoKiHeTKa
puBapokcabaHy nuiLle He3HauYHO Bifpi3HANacsa Bif BiLNOBIAHMX NOKa3HWKIB (Y cepefHbOMy 1,2-pa3oBe 36inblieHHs AUC puBapokcabaHy) y KOHTPOSbHIW rpyni
340pOBUX [06POBO/LLIB. Y XBOPMX Ha LMPO3 MEYiHKM i3 cepeiHbOTSXKKOK NeYiHKOBOK HeAOCTaTHICTIO (Knac B 3a Knacudikauieto Yainga — M’to) cepegHs AUC
puBapokcabaHy 6yna 3HauyHO nigsuieHa (y 2,3 pasa) NnopiBHAHO 3 TakKoK Y 340poBUX f06poBosbLiB. AUC He3B’A3aHOI peqoBmHM NigsuLLyBanacs y 2,6 pasa.

MMpUrHiYeHHs aKTUBHOCTI (pakTopa Xa 6yno BUpaXkeHe CUbHiLLe (2,6-KpaTHe PO3XOMKeHHS) Y NaLieHTIB i3 CepeAHbOTXKKAM NOPYLUEHHAM (DYHKLIT MEYIHKN, HIXX
y 340poBuX A06poBoNbLiB; MY Takox (2,1-KpaTHO) NofoBXYBaBCA. NalieHTU 3 cepefHbOTSKKAM MOPYLUEHHAM (QYHKUIT MeYiHK1 6ynum 6inbll Y4yTAMBUMU [0
pmBapoKcabaHy, L0 NP13BOAUIO0 A0 GiNbLL KPYTOI KpMBOT 3anexHocTi PK/P [ mMixk KoHUeHTpauieto Ta MY.

Kcapento® npoTunokasaHuii nawieHTam 3 XBopobamu neviHku, Lo CynpoBOAKYHTLCA KOaryonaTieto 3 KiHIYHO 3HaYyLLMM PU3MKOM BUHWKHEHHS KPOBOTEUI, B
TOMY YMCAi XBOPMM Ha LMpOo3 nediHKn Knacy B Ta C 3a knacudikauieto Yannga — M’to0 (aue. po3ain «MpoTUnoKasaHHN»).

HupkoBa HefocTaTHICTb. BigsHayanocs 36inblUeHHS eKcno3uuii prBapokcabaHy, sike 06epHEHO MPONOPUIAHO KOPeNtoe 3i 3HWKEHHAM (PYHKLUIT HUPOK, L0
BM3HaYa/ M 3a K/TIPEHCOM KpeaTuHiHy. B ocib 3 nerkum (knipeHc kpeatuHiHy 50-80 M/XB), CepefHbOTSXKUM (K/TIPEHC KpeaTUHIHY

30-49 mn/xB) abo THKKUM (KNipeHC KpeaTUHIHY 15-29 m/1/XB) NopyLUeHHAM (YHKLIT HUPOK, KOHLEHTpaLiT puBapokcabaHy y nnasmi (AUC) bynue 1,4, 1,57a 1,6
pasa 6ifblWi NOPIBHAHO 3 TakMMK Y 340pOBMX [J06POBOSbLLIB. BianoBigHO crnoctepiranocs 36iMblUeHHS hapMakoguHamiyHUX eekTiB. B oci6 3 nerkum,
CepefHbOTSHXKKMM ab0 THKKUM MOPYLUEHHAM (PYHKLIT HAPOK 3arasibHe MPUrHiYeHHA aKTMBHOCTI (hbakTopa Xa 6yno signosigHo B 1,5, 1,9 T1a 2 pasu Ginbuimnm
MOPIBHSAHO 3 TaKNM Y 3[0p0BUX A06poBO/bLIB; MY nogibHUM YnHOM 3pocTano Yy 1,3, 2,2 Ta 2,4 pa3a BignoBigHo. [aHi Wo40 NauieHTIiB 3 KNipeHCOM KpeaTUHIHY <
15 mMn/XB BIACYTHI.



3 ornagy Ha BUCOKe 3B’A3yBaHHA 3 6i/IkaMun Nna3mu, O4iKYeTbCS, L0 puBapoKcabaH He BUBOAUTLCA 3 OpraHiaMy LUISXOM fianisy.

He pekoMeHAyeTbCA 3aCTOCOBYBATW /TIKAPCbKNIA 3aCi6 MauieHTaM i3 KNipeHCOM KpeaTUHiHY

< 15 mn/xB. Nikapcbkuii 3aci6 Kcapento® cnif 3acTOCOBYBaTU 3 06EPEXHICTIO NalieHTam 3 KNipeHCOM KpeaTuHiHy 15-29 mn/xB (amB. po3gin «OcobnmBocTi
3aCTOCYBaHHS»).

dapmakoKiHe TWUYHI faHi, BiAMiYeHi Y nauieHTIB. ¥ nauieHTiB, AKi OTPUMYIOTb puBapokcabaH ansd npodinaktnkm TIB y gosi 20 mr 1 pa3 Ha fo0y, cepeHiii
reoMeTPUYHMIN NOKA3HWK KOHLeHTpauiT (iHTepsan NnporHo3yBaHHsA — 90 %) vepe3 2—4 roguvHN Ta Maike Yepes 24 roauHU Nicns 3acTocyBaHHA (Yac, Wo npubansHo
Bil0GpaXKae [OCArHEHHS MaKCUMa/bHOI Ta MiHIManbHOI KOHLEHTpaLiTy NpoMiXKKaxX MiXK npuitoMamu fo3) ctaHoBMB 215 (22-535) i 32 (6—-239) MKr/n BignoBigHO.
dapmakokiHe TuYHiI/hapmakoamHamMiyHi B3aeM03B’A3kM. OuiHKa (hapMakoKiHeTU4Horo/ hapmako-gnHamivyHoro (PK/P /L) B3aeM03B’A3KY MK KOHLEHTpaLiero
puBapokcabaHy B Mnasmi KpPoBi Ta AesaKMU papMakoLMHaMIYHMMK KIHLEBUMYM ToukaMun (MpUrHiveHHs daktopa Xa, M4, AYTY, HepTest) nposoguniace Ha Thi
3acTocyBaHHSA Benmkoro fianasoHy o3 (5-30 mr ggivi Ha goby). B3aemo3B’S30K MiXK KOHLEHTpaLiet0 pvBapoKcabaHy Ta aKTUBHICTIO (hakTopa Xa HarKpalle
BM3HAYAETLCA 3a AOMOMOr0H0 E o Mogeni. Loao MY — HainbinbLy SOCTOBIPHI faHi OTPUMYIOTb LLUIAXOM 3aCTOCYBAHHSA NiHINHOT MOAeNi NepeTUHaHHA Bigpiskis. B

3a1eXKHOCTI Bifl pi3HUX peareHTiB Ans BU3HauYeHHs MY, KyToBuiA KoeiLlieHT MOXKe MaTu CyTTEBO BifIMiHHI 3Ha4eHHS. Mpn 3acTocyBaHHI peareHTy Neoplastin ans
BUMiptoBaHHSA MY, BuxigHuin MY ctaHoBMB 6/113bK0 13 ¢, a KyTOBMiI1 KoediuieHT — Big 3 fo 4 ¢/(100 mkr/n). Pesynbtatn ®K/d [ aHanisis y gocnigpkeHHsAX ¢as 11
Ta Il BignoBigann gaHum, OTpUMaHUM y 340P0BUX A06POBOSbLIB.

. EpekTMBHICTb Ta 6e3neka 3aCTOCYBaHHSA NiKapcbKoro 3acoby y Aitelt Ta NigniTkie 4o 18 pokiB He BMBYaniacs.
JOKnNiHIYHI faHi 3 6e3neku
ICHYIOUI [OKNIHIYHI  faHi, oTpuMaHi B XOAi TpaAuuinHWX [AOCNipKeHb (apMakonoriyHoi 6e3mnekn, TOKCMYHOCTI OfHOPa30BOi A03U, (POTOTOKCUYHOCTI,
reHOTOKCUYHOCTI, KaHLLepOreHHOro noTeHLiany Ta penpoayKTUBHOT TOKCUYHOCTI BKa3yOTb Ha BIACYTHICTb OYb-AKUX CNEeLMpIYHUX PU3NKIB AN1F NIIOLNHN.
Y [OCNiPKEHHAX TOKCMYHOCTI Baratopa3oBmx [03 CrOCTepiravch eekTu, NoB’dA3aHi, roIOBHUM YMHOM, 3 HaAMIPHO BMPaXKEHOK (hapMaKoaMHaMIYHOK Ai€t0
puBapokcabaHy. He 3apeecTpoBaHO BMAMBY Ha (DEPTUILHICTL Y CamMuLpb Ta CaMUiB LUypiB. Y Xof4i AOCNi[KeHb Ha TBapuMHax Oyno BUABNEHO PENPOLYKTUBHY
TOKCUYHICTb, NOB’A3aHY 3 (PapMaKo/oriYHNM MexaHi3MOM AiT puBapokcabaHy (remopariyHi YCKIagHEHHS).

KniHIYHI XapaKTePUCTUKWN.

[Noka3aHHS.

MpoinakTnKa iHCYNbTY Ta CUCTEMHOT eMBoniT Yy AOPOC/IMX NaUieHTIB i3 HeKnanaHHOW (ibpunslieto nepeacepdb Ta OAHWMM UM KiflbKOMa (hakTopamm pusuky,
TakMMW SK 3aCTiiiHa cepLieBa HeLOCTaTHICTb, apTepiasibHa rinepTeHsis, Bik = 75 poKiB, LyKPOBUiA fiabeT, iHCY/IbT ab0 TPaH3UTOPHA iLleMivHa aTaka B aHaMHe3i.
NikyBaHHA TpoM603y rnnbokmx BeH (TIB), Tpomboembonii nereHesoi aptepii (TEJIA) i npodinaktvka peungvnsy TI'B T1a TEJIA y popocnvx (4vB. po3gin
«Oc061MBOCTI 3aCTOCYBaHHS» CTOCOBHO NaLieHTiB 3 TEJIA, L0 MatoTb HeCTabiNlbHi reMognHaMiYHi NOKa3HUKN).

MpoTunokasaHHs.
MigBuLLEHa YyTAMBICTb A0 pMBapoKcabaHy abo 0 6yab-AK1X AOMOMIKHMX PEHOBUH /TiIKAPCbKOr0 3acoby.
KniHIYHO 3HauylLLla aKTMBHA KPOBOTEYa.

YWKOMKEHHSA ab0 CTaHMW, L0 CYMNPOBOMLKYHOTHCA 3HAYHUM PU3MKOM PO3BUTKY KPOBOTeY, [0 SKMX HanexaTb HasBHI Ha faHuii Yac abo HellofaBHO
[iarHOCTOBaHi BMPa3KM LUYHKOBO-KULLKOBOMO TPaKTY, 3/10KICHI NMYX/INMHW 3 BUCOKMM PU3MKOM KPOBOTEY, HELLOAaBHO MepeHeceHa TpaBMa rosIoBHOro abo
CMMHHOI0 MO3KY, HEeLL|0jaBHO MepeHeceHe onepaTMBHe BTPYYaHHS Ha FOI0OBHOMY, CIIMHHOMY MO3KY ab0 04ax, HeLOAaBHI BHYTPiLUHbOYEepenHWn KpOBOBUNB,
BapMKO3He PO3LUMPEHHSI BeH CTpaBOXoAdy (BMSIBNEHE 4K Mif03pHoBaHe), apTepioBEeHO3HI MasbgopMalil, aHeBpM3Ma cyaMH abo 3HayHi 3a PO3MipoM
BHYTPILUHbOCNIHANbHI a60 BHYTPILLHbOLEpebpanbHi CyANUHHI aHOManii.



OfHouacHe 3aCTOCYBaHHA 3 OY[b-AKUMMW HLUMMMW aHTUKOArynsHTaMu, 30kpema 3 HehpakLioHOBaHUM rernapuHOM, HWU3bKOMOMEKYNAPHUMW renaprHamm
(eHoKcanapwvH, ganbTenapuH i T. M.), NOXigHMMK renapuHy (thoHAanapuHyKC i T. n.), NepopabHUMK aHTUKOoarynsHTaMmm (BapapuH, gabiratpaH eTekcunar,
anikcabaH i T. .), OKpiM creuudivyHnX 06CTaBMH Nepexofy Ha albTePHATMBHY aHTUKOArynsaHTHY Tepanito (4vB. po3ain «Cnocib 3acTocyBaHHA Ta L03K») abo
BUMNaAKM, KON HehpaKLiOHOBaHWI renapuH Npu3HavaeTbes y f03ax, HeooXigHMX and (yHKLIOHYBaHHS BiKPUTOro KateTepa LEeHTpaslbHUX BeH abo apTepii
(ame. po3gin «B3aeMogis 3 iHLUIMMUK NiKapCbKMMK 3aC006aMm Ta iHLLI BUAW B3aEMOLIN»).
3axBOPOBaHHA MeYiHKK, AKi acoLitOHTLCA 3 KOarynonartier Ta KNiHIYHO 3HaYyLLMM PU3MKOM PO3BUTKY KPOBOTEUYI, Y TOMY YMC/i LMPO3 nediHky knacy B 1a C
(3a knacudikauieto Yannga — MN’to) (ame. po3ain «PapMakoKiHETUKa).

Bik nauieHTa 4o 18 pokiB.
Mepiog BariTHOCTI ab0 rofyBaHHA rpyaato (AMB. po3ain «3acTocyBaHHS y nepiof BariTHOCTI abo rofyBaHHA rpyaato»).

B3aemogis 3 iHLWIMMW NiIKapCbKUMK 3

IHri6iTopn CYP3A4 1a P-gp

O[fHoYacHe 3aCTOCyBaHHS puBapokcabaHy Ta keTokoHasony (400 mr 1 pa3 Ha fo6y) abo puToHaBipy (600 Mr agidvi Ha fo6y), NpM3BOAMNO [0 2,6-KpaTHOro/2,5-
KpaTHOro nifBULLEHHA cepefHbOl piBHOBaXKHOI AUC puBapokcabaHy Ta 1,7-KpaTHOro/1,6-kpaTtHoro 36inblieHHA cepefHboi Chgx PUBapOKcabaHy, fAke

CYNPOBOMKYBA/IOCH 3HAYHWUM MOCUIEHHAM (DapMakogUHaMIYHUX eqpeKTiB NiKapCcbKOro 3acoby, Lo NigBULLYE PU3MK KPOBOTeYi. 3BaXKatoun Ha Le, 3aCTOCYBaHHS
Kcapento® He peKOMeHZYETbCS NauieHTaM, SKi OTPUMYHOTb CYMyTHE CUCTEMHe NiKyBaHHA NPOTUIPUOKOBMMW Mpenapatamy as3ofibHOT rpynu, Takumu §K
KETOKOHa30/, iITpakoHa30/1, BOPUKOHA30/1 Ta N03akoHa3o/1, abo iHribiTopamu Bl/1-npoTeasn. Lii npenapatn € NoTy>kKHUMHK iHri6iTopamm CY P3A4 Ta 0oHOYaCcHO
P-gp (auB. po3ain «OcobanBOCTI 3aCTOCYBAHHA).

PeyoBMHW, AKI aKTMBHO IHT0YHOTb Ti/IbKM OfMH 3i LUNAXIB BUBELEHHS puBapokcabaHy 3 opraHismy, CY P 3A4 abo P-gp, fK 04iKYETbCA, 301/bLUYIHOTh KOHLEHTpaLii
prBapoKcabaHy y nnasmi KpoBi MEHLLIOK Mipoto.

Hanpuknag, knaputpomiuuH (500 Mr agidi Ha 100Y), LU0 3HAYHO iHriBye akTMBHICTL i30(epMeHTy CY P 3A4 i nomipHo P—-gp, cnpnunHae 1,5-KpaTHe 36i/bLUIeHHS
cepefiHix 3HaveHb AUC Ta 1,4-kpaTHe 36iNblieHHs Cpgy PYBapokcabaHy. B3aemogis 3 KnapuTpoMiLMHOM MMOBIPHO He € K/iHIYHO 3HAYyLLOot Ans 6inbLiocTi

nauieHTiB, ane MoTeHUiHO MOXe BYTK 3HaYYLLOK ANS NauieHTiB BUCOKOro pm3nKy (L4040 3aCTOCYBaHHS y MaLieHTIB 3 HUPKOBOK HELOCTATHICTIO AMB. PO3Ain
«OCc061MBOCTI 3aCTOCYBaHHS).

EputpomiumH (500 Mr Tprdi Ha fo6Y), WO NOMIPHO iHribye akTuBHICTL i30thepmeHTy CY P 3A4 i P-gp, cnpnunHas 1,3-KpaTHe 36ibLUeHHS CepeaHiX PIBHOBAXKHNX
3HayeHb AUC i Cp o PvBapokcabaHy. B3aemogisi 3 epuTpoMiLMHOM AMOBIPHO He € KNiHIYHO 3HauyLoro AN 6inbLIoCTi NawieHTiB, ane NoTeHLinHO MoXe ByTu
3HAYYLLIOK A/19 NALIEHTIB BUCOKOI0 PU3KKY.

Y nauieHTiB 3 HMPKOBOK HEAOCTaTHICTIO NIerkoro CTYMeHs TSXKKOCTI, Ha BigMIHY Bif NauieHTIB i3 HOPMa/lbHOWO (DYHKLIEHD HUPOK, NPV 3acTOCyBaHHI
eputpomiuuHy (500 mMr 3 pasu Ha [o6y) Big3Hayanm 1,8-kpaTHe 3pocTaHHA cepefHbOro 3HaveHHs AUC Ta 1,6-kpaTHe 36inblieHHs Cpo PYBapokcabaHy. Y
nauieHTiB 3 HMPKOBOK HeLOCTATHICTIO CepeAHbOro CTYMeHs TSXKKOCTI Ha TNi epUTPOMIUMHY crocTepiranyM 36inblueHHS cepefHboro 3HadeHHs AUC
puBapokcabaHy B 2 pasu i nigsuleHHs Cp,oc PUBapokcabaHy B 1,6 pasa MOpiBHAHO 3 nauieHTamu 6e3 nopyLlueHb PYHKLUIT HUPOK. Brnave eputpoMiuuHy €
afUTUBHVM [0 ABWLL, HUPKOBOT HEAOCTATHOCTI (AMB. Po34in «OCco6/MBOCTI 3aCTOCYBAHHA»).

®nykoHason (400 mr 1 pa3 Ha [J06Y), BBaxaeTbes iHribiTopom CYP 3A4 cepefHbOI IHTEHCUMBHOCTI, i MOro 3aCTOCYBaHHSA CNpUUMHANO 1,4-KpaTHe 36iNbLUeHHs
cepefiHix 3HavyeHb AUC Ta 1,3-kpaTHe 36inblieHHs C,oc PUBapokcabaHy. B3aemogis 3 (hlyKOHA30/10M MMOBIPHO He € KNiHIYHO 3HAYyLLOoK A4/ 6inbLiocTi
nauieHTiB, anie NOTEHLINHO MOXe OYTW 3Ha4YyLLOK ANS NalieHTIB BUCOKOMO pM3nKy (LLLOAO 3aCTOCYBaHHA MaujieHTaM 3 HUPKOBOK HEAOCTaTHICTIO AMB. PO3Ain
«OCc061MBOCTI 3aCTOCYBaHHS).




3BaXKatoum Ha 06MeXeHI KiHIYHI faHi LWo40 APOHeapOoHY, CNif YHUKATM OfHOYACHOI 0 MOro 3acToCyBaHHS 3 puBapoKcabaHoM.

AHTUKOArynsHTu

IMicns kKoM6iHOBaHOr0 NPM3HaYeHHs eHoKcanapuHy (ogHopa3oBoi Ao3n 40 Mr) i puBapokcabaHy (04HOPa30Boil 4031 10 Mr) crnocTepirascs agUTUBHUIA e(heKT LLOAO
MPUrHIYeHHA aKTMBHOCTI (bakTopa Xa, WO He CYNpOoBOMKYBaNOCA AO0AATKOBMMM 3MiHAMM Npo6 Ha 3ropTaHHs Kposi [MY (npoTpomb6iHoBoro vacy), AYTY
(aKTMBOBAHOr0 YaCTKOBOIr0 TPOMOGOMNIACTMHOBOIO Yacy)]. EHoKcanapuH He 3MiHIOBaB (DapMakOoKIiHETVKY puBapoKcabaHy.

Uepes 36i/bLUEHHA PU3MKY PO3BUTKY KPOBOTEY CAif 3 00EPeXHICTIO CTaBUTUCA A0 O4HOYACHOMO 3aCTOCYBaHHA 3 IHLWWMW aHTUKoarynsHtamu (gue. posginv
«[poTUnoKasaHHs», «OCo6/IMBOCTI 3aCTOCYBaHHS»).

HecTepoigHi npoTu3anaabHi 3acooun (HIM33)/ iHribiTtopw arperaiii TPOMOOLUTIB

[icna ogHOYacHOro 3aCToCcyBaHHs pyBapokcabaHy (15 mr) i 500 Mr HanPoOKCeHy KNiHIYHO pesieBaHTHOrO MOAOBXEHHS Yacy KpoBOTeui He criocTepiranocs. NpoTte
B OKpeMuX 0Cib MOXMBa 6iNbLL BUpadXKeHa (hapMakoAmHamivyHa BiAnoBiab.

He cnocTepiranocsd KNiHIYHO 3HaYyWmMX (hapMakoKiHeTMYHMX abo (hapmMakoAMHaMIYHMX B3aEMOLIN NpU O4HOYaCHOMY 3acTocyBaHHiI Kcapento® Tta 500 mr
aueTuacaniunnoBol KUCNoTH.

He BMSiBNEHO (hapMaKOKIHETUYHOI B3aeMOAIT MiXX puBapokcabaHoMm (15 wmr) i kKnonigorpenem (HaBaHTaxyBasibHa f03a 300 Mr i3 NogasnblUMM MPU3HAYEHHSM
NiATPMMYOYMX 03 75 Mr), ane y nigrpyni nauieHTIiB BiA3HaYeHe peneBaHTHe 30i/1bLLIEHHA TPUBAIOCTI KPOBOTEUI, L0 He KOPeNBaso 3 arperayieto TpOMOOLMTIB i
piBHAMM P-cenektuHy a6o GPIIb/Il1a-peyenTopa.

HeobxigHO fOTpUMyBaTUCA 06EPeXHOCTI Npu NpU3HaYeHHi puBapokcabaHy nauieHTam, AKi 0fHOYaCcHO 3acTocoBykTb HIM33 (BKIOYakoun auetuncaniynnoBy
K1CNoTy) Ta iHri6iTopyu arperauii TpoMOOLMTIB, OCKifbKM Li Nikapcbki 3acobu 3a3BuMyail NigBULLYIOTb PU3MK KPOBOTeY (AMB. po3gin «OcobnmBoCTi
3aCTOCYBaHHS»).

CenleKTUBHI IHri6iTOpy 3BOPOTHOr0 3axonsieHHs cepoToHiHy (CI33C) / iHri6iTopn 3B0POTHOIO 3aX0NJIEHHSA CEPOTOHIHY-HopeniHepuHy (133CH)

AK | Npu 3acToCyBaHHI IHLWMX aHTUKOAryNaHTIB, MIABULLYETLCA PU3MK PO3BUTKY KPOBOTEY Y MauieHTiB, AKi ofHOYacHO 3actocosytoTb CI33C abo 133CH
BHACNIfOK BMNMBY OCTaHHIX Ha Tpomb6ouutu. MMpu OfHOYACHOMY 3aCTOCyBaHHI 3 pMBapoKCabaHOM Yy XOfi KMiHIYHMX AOCNifKeHb crnocTepiranaca 6inblia
KI/IbKICTb KNIHIYHO 3HaYyLLMX KPOBOTeY B YCiX rpynax Tepanit.

BapdapuH

Mpu nepexofi NauieHTiB 3 aHTaroHicTy BiTamiHy K BapdapnHy (MHB 2-3) Ha puBapokcabaH (20 mr) a6o 3 pmBapokcabaHy (20 mr) Ha BapapuH (MHB 2,0-3,0)
npoTpomb6iHoBUIA Yac Ta MHB (Neoplastin) 36inbwyBanucsa 6inbll K aguTMBHO (Bif3Havanmca okpemi 3HadeHHs MHB go 12), y Toii yac sk Bnave Ha AYTUY,
IHriGyBaHHSA aKTUBHOCTI (pakTopy XaTa eHAoreHHuU TpombiHoBMIA noTeHuian (ETIT) 6yB agUTUBHUM.

AKLo 6akaHO NepeBipuUTY hapMakoAMHaMiYHI epeKTn puBapokcabaHy Mif vac nepiofy nepexopy, MOXyTb OYTU BUKOPUCTaHI TECTWU HA BU3HAYEHHS aKTUBHOCTI
aHTn-Xa, PICT i HepTest, ocKinbku BaphapuH He BNIVMBAE Ha pe3ynbTaTu Umx TecTiB. MovnHatoum 3 4 4obu nicna BiAMiHM BapapuHy | B NOAaNbLLIOMY BCi TECTU
(Bkntovatoum MT, AUTY, iHribyBaHHs akTUBHOCTI (hakTopa XaTa ETI1) BigobpaxatoTb NnLle eheKT puBapoKcabaHy.

AKLo 6aXaHO nepeBipuTK (PapMakoLMHaMIYHI e(heKT! BapgapuHy nif vac nepiofy nepexopy, MOXHa BMKOpUCTaTV BU3HaveHHs MHB npu gocarHeHHi Coin
puBapokcabaHy (Yepes 24 roguHu nicns npuinomy nonepesHbOl 403U puBapoKcabaHy), OCKINbKN Y Lieid MOMEHT pyBapoKcabaH HaiMeHLLe BMMBaE Ha pe3y/bTaTu
Tecty MHB.

Mix BaphapMHOM Ta prBapoKcabaHOM He Bif3Ha4eHO (PapMaKOKiHETUYHOT B3aEMOLT.

IHaykTopu CY P3A4

OfiHOoYaCHe 3aCTOCYBaHHA puBapokcabaHy Ta pugamniymHy, Wwo € cunbHuM iHgykTopom CY P3A4 i P-gp, npun3soauio 4o npuonnsHo 50 % 3HMKEHHS cepefHbOT
AUC puBapokcabaHy Ta napasie/isHOro 3MeHLUEHHSA oro (hapMakoanHamivyHnX epekTiB. OfHOYaCHe 3aCTOCYBaHHA prBapokcabaHy 3 iHLIUMU CUSTbHOAIKUUMU
iHaykTopamu CY P3A4 (Hanpuknag (eHiToiHOM, KapbamaseniHom, (heHobap6iTanioMm abo 3acobamy Ha OCHOBI 3BIPO6OKD) TAKOX MOXEe CMIPUUUHUTY 3HVXKEHHS
KOHLEHTpaLii puBapoKcabaHy y nna3mi KpoBi. TOMy Cifi YHMKATK OfHOYACHOr0 NPU3HaYeHHs 3 NpenapaTtoM NoTyXHuX iHaykTopiB CY P3A4, okpim BMNaaKis,




Ko/n 3a6e3mneyeHo peTeNibHWI Harfs4 3a NauieHTOM 3 METOH BUAB/IEHHA 03HAK Ta CUMMTOMIB TPOMOO03y .
IHWIi nikapcbKi 3aC06M CynyTHLOI Tepanii

Bnsive Ha nabopaTopHi napameTpu
Bnnune Ha nokasHMKK 3ropTaHHs KpoBi (MY, AUTY, HepTest) € nepeabayvyBaHuid, 3 ypaxyBaHHSIM MexaHi3My Aii puBapokcabaHy (AvB. po3ain «dPapMakonoriyHi
BN1aCTMBOCTI»).

Oc06/1MBOCT i 3aCTOCYBaHHSI.

YnpoaoBx nepiogy NikyBaHHS PEKOMEHAYETLCA 34IACHIOBATU KNiHIYHWIA Harnag, Wo BiAnoBifae NpakTULL 3acTocyBaHHS aHTUKOAry sHTIB.

PU31K PO3BUTKY KPOBOTEYI

AK 1 Npy 3aCTOCYBaHHI IHWWX aHTUKOArynsaHTiB, nauieHTam, aki npuimatoTe Kcapento®, cnif nepebysatu Mif peTeslbHUM Harfsgom Ans BUAB/EHHSA O3HaK
KpoBOTeui. PeKOMeHAYETbCA 3 00ePEeXHICTIO 3aCTOCOBYBATW NiKApCbKMIA 3acib Npu 3aXBOPHOBAHHSAX, L0 CYNPOBOLKYHOTLCSA MiABULLEHUM PUSUKOM PO3BUTKY
KpOBOTeY. Y BUMaaKy Cepiio3HOT KpOBOTeYi 3aCToCcyBaHHSA KcapenTo® cnif npunuHnTK (AMB. po3ain «epefo3yBaHHs).

Y KNIHIYHUX OOCNIIKEHHAX KPOBOTEYI 3i CM30BMX 060MOHOK (Hanpuknag, HOCOBI KPOBOTeYi, KPOBOTEYI 3 ACEH, LUTYHKOBO-KMLLKOBI KPOBOTEYI, KPOBOTEUI 3
OpraHiB CeyoCTaTeBOi CUCTEMM, BKIHOUAKOUM aHOMa/IbHY BariHa/ibHYy KpOBOTeYy abo NMOCUJIEHHA MEHCTPYaslbHOT KPOBOTEYI) Ta aHeMisi 3yCTpivasuch YacTille Ha
TNi JOBroTpuBasnol Tepanii puBapokcabaHOM, HIXX NPW NiKyBaHHI aHTaroHictamu BiTamiHy K. 3Bakarouu Ha Le, [104aTKOBO [0 Ha/IEXHOr0 K/iHIYHOro Harnagy y
BIAMOBIAHMX BUMaAKaX AOLIMbHO MPOBOAUTU NabopaTopHY NepeBipKy MOKa3HUKIB reMors106iHy/reMaToKpuTy 3 METOK BUSAB/IEHHSA BUMAAKIB BHYTPILLHIX KPOBOTeY
AN BU3HAYEHHS K/TIHIYHOT 3HaYYLLOCTI ABHUX KPOBOTEY.

MeBHI KaTeropii nayieHTiB, K 3a3HaYeHO HKYe, MatoTb NiABULLEHWIA PU3MK PO3BUTKY KPOBOTeYi. Taki nauieHT nicns novaTky NikyBaHHS NOBWHHI NepebyBaTty
Mif, peTeslbHUM Harngag0M A5 BUSB/IEHHA CUMMTOMIB reMopariyHuX yCKnagHeHb 1a aHeMil (4vB. po3ain «[o6ivHI peakLii»).

Mpn 6yab-AKOMY 3HVKEHHI PIBHA remorsiobiHy Yn apTepiaibHOro TUCKY He3’scoBaHOT €TIo/OriT HEOOXIAHO BUSBUTI IPKEPENIO KPOBOTEYI.

He3Baxxatouu Ha Te, WO NiKyBaHHSA prBapoKcabaHOM He BUMarae NpoBeAeHHS CTaH4APTHOr0 MOHITOPUHIY MOro eKCno3uuii, BU3HAYeHHS PiBHS pyvBapoKcabaHy 3a
[0MOMOrOK0 BiKanibpoBaHWX KiSIbKICHUX TECTIB Ha aHTU(AKTOP Xa MOXEe BUSBUTUCb KOPUCHWM Y BUHATKOBUX CUTYaLisX, KO BiJOMOCTI NPO eKCno3uuito
puMBapoKcabaHy 34aTHi BMMHYTU Ha MNPUAHATTA KNIHIYHUX pilleHb, 30KpemMa MNpu rnepefo3yBaHHI Ta eKCTPeHWX XIipYpriyHuX BTPYYaHHAX (AMB. po3gin
«®PapMaKooriyHi BNacTMBOCTI»).

HvpKoBa HeOCTaTHICTb

Y Naui€eHTIB 3 TSHKKOK HUPKOBOK HeOCTATHICTHO (KNipeHC KpeaTUHiHY < 30 M/I/XB) KOHLEHTpaLis puBapokcabaHy y nna3mi KpoBi MOXKe CYTTEBO MiABULLYBaTUCS
(B cepefHboMy Y 1,6 pa3a), LU0 MOXe NMPU3BECTU 0 NIABULLEHOTO PUSMNKY KPOBOTEM.

Cnip 3 obepexxHicTio 3acTocoByBaT KcapenTo® nauieHTaM 3 KNipeHCOM KpeaTuHiHy 15-29 mn/xB. He pekomeHAyeTbCs 3aCTOCOBYBATM NiKApCbKWiA 3acib
nawieHTaM i3 KNipeHcoM KpeaTuHiHy < 15 Mn/xB (AuB. po3ainu «Cnocib 3acTocyBaHHA Ta [03U», «DapMaKo/oriyHi BNaCTUBOCTI»).

Cnifg 3 obepexHicTio 3acTocoByBaTy Kcapento® nauieHTam i3 HUPKOBOK HeOCTaTHICTHO, AKI O4HOYACHO OTPMMYIOTb IHLUI NiKapCbKi 3aC00U, WO NPU3BOAATL 40
NiABULLEHHS KOHLEHTpaLiT puBapokcabaHy Y nnasmi Kposi (AMB. po3ain «B3aemogisi 3 iHLWMMK NiKapCbKMKM 3ac06amu Ta iHLLI BUAW B3aEMOAI»).

B3aemogis 3 iHLWIMMW N1IKAPCbKMMKM 3acob6amut

He pekomeHpayeTbcs 3acTocyBaHHA Kcapento® nauieHTam, fKi OTPUMYHOTb CYMYTHE CUCTEMHe JliKyBaHHS MPOTUTPUOKOBMMK MNpenapatamy asofibHOi rpynu
(HanpuKnag, KeTOKOHa30/10M, iITPaKOHa30/10M, BOPUKOHA30/10M Ta M03aKOHa30/10M) abo iHri6iTopamu BlJ1-npoTeasun (Hanpuknag, putoHasipom). LLi npenapaTu €
MOTY>XHUMM [HriGiTOpaMn ofHovacHO i3ogepmeHTiB CYP 3A4 1a P gp, TOMy BOHVW MOXYTb MifABULLYBaTU KOHLEHTpaLii puBapokcabaHy B nnasmi Kposi [0




KMIHIYHO 3HAYYLLOro piBHA (B CepefHbOMY Y 2,6 pasa), Lo MOXe NMPU3BOAUTY 40 NIABULLEHHSA PUSMKY BUHUKHEHHS KPOBOTeui (4VB. po3ain «B3aemogis 3 iHWyMK
NiKapCbKMMM 3ac06amMu Ta iHLWI BUAW B3aEMOLI»).
HeobxigHO 6yTU 06epeXkHUMW MpY MpPU3HAYeHHI puBapokcabaHy nauieHTam, AKi 3aCTOCOBYHOTb fliKapCbKi 3ac06u, L0 BMAMBAOTL Ha remMocTas, Hanpukiag
HecTepoifHI npoTu3ananbHi 3acobu (HIM33), aueTuncaniymnoBy KWUCNOTY Ta iHri6iTopu arperauii TpomboumuTiB, abo CeNneKTUBHI iHriGIiTOPpU 3BOPOTHOrO
3axonneHHs cepoToHiHy (CI33C) Ta iHribiTopy 3BOPOTHOr0O 3aX0N/IEHHS CEPOTOHIHY-HopeniHedpuHy (I33CH). AKLLO iCHYE pM3MK PO3BUTKY BMPa3KOBOI XBOPOOMK
LLUTYHKOBO-KMLLIKOBOrO TPaKTy, CMif PO3rNsAHYTW MUTaHHA NPO MPOBEAEHHSA Bi4MNOBIAHOINO MPOQINaKTMYHOro NiKyBaHHA (4MB. po3Ain «B3aemogis 3 IHWWMK
NiKapcbK1MMM 3aco6amu Ta iHLLI BUAMN B3aEMOAIN).
IHLLI (haKTOpW PU3MKY PO3BUTKY KPOBOTEY
AK 1 IHWi aHTUTPOMOOTUYHI NliKapCbKi 3aC00M puBapoKcabaH He PeKOMeHAYETLCSA 3aCTOCOBYBATY MaLieHTaM 3 MigBULLEHVMM PU3UKOM BUHVMKHEHHS KPOBOTeui, y
TOMY YMCAI NP HAsBHOCTI:

BPOKEHOT ab0 HabyTOT NaTONOrii 3ropTaHHSA KPOBI;

HEKOHTPO/IbOBAHOT TAXKKOT apTepiasibHOT FiMnepTeHsit;

iHLLIOTO LLTYHKOBO-KMLLKOBOI O 3aXBOPOBaHHA 6e3 BUPa30oK B aKTWBHIW CTaii, Lo MOXe NOTEeHLiiHO NPU3BOANTY O reMoparidyHuX ycKafHeHb (Hanpuknaz

3ana/ibHe 3aXBOPHOBAHHSA KULLIEYHWKY, e30ariT, racTpuT Ta ractpoesofareasibHa pe)itoKCHa XBopo6a);

CYAWHHOT peTnHoNarii;

OpoHxoeKTa3y abo NnereHeBOi KPOBOTEYI B aHAMHE3I.
MauieHT 3i LWUTYYHMMK KnarnaHaMm cepus
PvBapokcabaH He cnif, 3aCTOCOBYBaTU A1 TPOMOOMPOQiNakTUKM nalieHTam, AKi HeLO0AaBHO MepeHec I TpaHCKaTeTepHyY 3aMiHy aopTanbHoro kKnanaHa (T3AK).
besneka Ta e(heKTUBHICTL Kcapento® He BUBYAIUCH Y NALIEHTIB 3i LWTYYHUMM CEPLIEBMMU KnarnaHamu, TOMY BiACYTHI AaHi, AKi NigTBepoKYyr0Th, Wwo Kcapento®
3abe3rneyye JOCTATHIO aHTMKOArynALito y Wiel rpynu nayieHTis. He peKoMeHAyeTbCA 3acTocoByBaTn Kcapento® a1 likyBaHHA TakKUX NaLieHTIB.
MauieHTn 3 aHTudoctoninigHMM CUHAPOMOM
He pekomeHAyeTbCA 3aCTOCYBaHHA NPAMUX NepopasibHUX aHTUKOAarynsHTIB, BK/OYaoUM pyrBapokcabaH, nayieHTam i3 TpPOM6030M B aHaMHe3i 3 [iarHOCTOBaHUM
aHTudgocdoninigHMM CUHAPOMOM. 30KpemMa, Y NauieHTiB, AKi MatoTb NiATBEpAKEHI MO3UTMBHI pe3ynbTaTh TeCTY AN1A BCIX TPbOX aHTUMOCHONIMIAHUX aHTUTIN
(BOBYAKOBWI aHTUKOAryNAHT, aHTUKAPAIoNINiHOBI aHTWUTING, aHTU-6eTa-2-rNiKONPOTEIH | aHTUTINA), Tepanis NPAMUMU MEPOPILHUMUN aHTUKOAryaHTamy MOXe
Oy TV NOB’s3aHa i3 NiABULLEHHAM PU3MKY MOBTOPHMX TPOMOOTUUYHKX ABULL, Y MOPIBHAHHI i3 TaKMMK Npy Tepanii aHTaroHictamu BitamiHy K.
MauieHTV 3 HeEKNanaHHo Gibpunsauicto nepeacepab, ki nepeHecav NKB i3 BCTAHOBNEHHSAM CTEHTA
HasiBHi KNiHIYHI faHi iHTepBEHUiIHOro AOCNI[KEHHS 3 MEPBMHHOK METO OLiHKM Ge3neKn 3acTOCYBaHHSA MalieHTam 3 HeknanaHHoK ibpunsuieto nepeacepsb,
AKi nepeHecnu MNMKB i3 BCTaHOBNEHHAM CTeHTa. [laHi LWoAo epeKTUBHOCTI ANS 3a3Ha4eHol nonynsauii obmexeHi (aue. posginy «Cnoci6 3acTocyBaHHS Ta [031» Ta
«®PapmMakoamHamika»). BifCyTHI faHi W00 Liel KaTeropii nayieHTiB 3 IHCYyNbTOM/TIA B aHaMHe3I.
MauieHTy 3 TEJIA Ta HeCTabiNIbHUMK TeMOANHAMIYHUMIM NapaMeTpaMuy abo XBOpi, AKMM HeobXigHWIA TPOMBONI3UC UM lereHeBa EMOONEKTOMIS
He pekomeHAayeTbes 3acTocoByBaTh Kcapento® sk anbTepHaTMBY HethpaKLiOHOBaHOMY renapuHy Ans nawieHTiB 3 IereHeBOK eMOO0NIErD, WO MatoTb HECTAOI/bHI
reMofMHaMiyHi napaMeTpu abo MOXKYTb MPOXOAWTY MPOLEesypY TPOMOO/I3NUCY UM NIereHeBOi eMO0IEKTOMIT, OCKINIbKN 6e3reKy Ta eqeKTUBHICTb BUKOPUCTAHHS
Kcapento® y uux KMiHIYHUX CUTYaLisX He BCTaHOBJIEHO.
CnnHHOMO3KO0Ba (enigypanbHa/CriHaibHa) aHecTesis abo MyHKLis
Mpw HelpoakcianbHiin aHecTesil (enigypanbHii/cniHanbHI aHecTesil) abo BUKOHaHHI CriiHa/IbHOT/enifgypanbHOT NYHKLUIT iICHYE pU3nK PO3BUTKY enifypasbHoT abo
CMMHHOMO3KOBOI remMaTtoMu, WO MOXe NPW3BecTM 4O TPMBAIOrO YW HEOOGOPOTHOrO Mapanivy y nauieHTiB, SKi 3aCTOCOBYKOTb aHTUTPOMOOTMYHI 3acobu AN
MPOINAKTUKN TPOMOOEMOONIYHUX YCKNaAHEHD.




PU3MK UMX YCKNafHeHb NigBULLYETHCA NPU BUKOPUCTaHHI MOCTIMHUX enifypanbHUX KaTeTepiB abo npu cynyTHbOMY 3aCTOCYBaHHI NiKapCbKUX Mpenaparis, L0
BM/MBaKOTb Ha remocrtas. TpaBmaTuMyHa abo NOBTOpHa enifypasibHa abo CMMHHOMO3KOBA MYHKLIT TaKoX MiABULLYIOTb PU3UK BKa3aHWX YCKNafHeHb. MMavieHTu
MOBUHHI NepebyBaTV Mif CMNOCTEPEXEHHSAM NS BUSBMEHHA CUMMTOMIB HEBPOONiYHUX po3nafiB (Hanpuknag OHIMIHHA abo BigvyTTs CnabkKoCTi y Horax,
ANCHYHKLIT KULWEYHMKY abo cevoBOro mixypa). IMpu BUABMEHHI HEBPOOriYHOro Aediunty HeobXifHI TepMiHOBa AiarHOCTWMKa Ta NliKyBaHHA. Jlikap MOBWHEH
OLIHATN NOTEHUiAHY KOPUCTb i pU3UK Mnepes NPoBeAeHHAM Takoro BTPYYaHHS Y NauieHTiB, AKi 3aCTOCOBYIOTb aHTMKOArynsHT abo roTytoTbCs 0 3aCTOCYBaHHS
aHTUKOArynsHTIB 3 METO NPOMiNakTUKy Tpomb0o3y. BifCyTHIN KNiHIYHKUIA SOCBIA 3acTOCyBaHHA 15 Mr Ta 20 M prBapokcabaHy y TakuMx CUTyaLlisiX.

[Nsi 3HWKEHHS NOTEHLIHOIO PM3MKY KPOBOTEYi acoLii0BaHOI i3 04HOYaCHMM 3aCTOCYBaHHAM prMBapoKcabaHy Ta CMHHOMO3KOBOH) (enigypanbHOK/CNiHabHOL)
aHecTesiet0 abo NyHKLie HeobXigHO 6paTi Ao yBarn apmMakoKiHETUYHNIA NPOginbL puBapokcabaHy. BcTaHOBMEHHA ab0 BUNYYEHHS enifypaibHOro Katetepa abo
NOMOAILHOT MYHKUIT HaliKpalle MPOBOAMTM, KOMM OYUIKYETbCA CNAOKMIn aHTUKOArynsaHTHUIA eqeKT prBapokcabaHy (4uB. po3fin «PapmakoKiHeTUKa»). OfHak
TOYHWI1 Yac JOCArHEHHS JOCTaTHLOI0 3HMXKEHHSA aHTUKOAryISHTHOIO ePEKTY Y KOXHOIO NaLieHTa He BiJOMUNA.

Bunyyatn enifypanbHuil KaTeTep, Ha OCHOBI 3ara/ibHUX (PapMaKOKIHETUYHMX XapaKTepUCTUK, CAif WOHaMeHLLe Yepe3 NOABIMHWUIA Nepiof HariBBMBEAEHHS,
TOOTO He paHiLle HiXX yepe3 18 roguH AN nauieHTiB MOOAOr0 BiKy Ta 26 rofiMH A1 NaLieHTIB NITHLOrO BiKY NiCNs NPU3HAYeHHA OCTaHHLOI 403M puBapoKcabaHy
(amB. po3gin «PapmakoKiHeTMKa»). PvBapokcabaH He NpUnMaT NPOTAroM NepLUMX 6 roAuH Nicns BUNYYeHHs enifypaibHOro katetepa.

Y BuNafKy TpaBMaTU4YHOI MYHKLiT NPpU3HaYeHHs prBapoKcabaHy BapTo BifKNAaCTU Ha 24 rOAVHN.

PekomeHAaLIT LWOAO0 A03YBAaHHSA 1IKAPCbKOro 3aco0y A0 Ta Micns iHBa3MBHUX NpoLeayp | XipypriyHoro BTpYyYaHHs

Y pasi Heob6XiAHOCTI IHBa3MBHUX NpoLeayp abo XipypridyHnx BTPyYaHb 3acTocyBaHHs Kcapento®

15 Mr i 20 Mr cnif, NPUNYHUTK LLOHaNMeEHLUEe 3a 24 rOAUHW [0 BTPYYaHHS, AKLLO Lie MOX/IMBO, Ta HA OCHOBI K/IIHIYHOrO pilleHHs nikaps. FKLLo npouesypy He
MOXHa BIZKNACTW, CNif OLiHNTY HasiBHICTb NiABULLEHOr0 PU3NKY BUHUKHEHHS KPOBOTeYi | TEPMIHOBICTb BTPYYaHHS.

3acTocyBaHHA Kcapento® noTpi6HO BifAHOBUTW MiCNA NPOBEAEHHSs iHBa3VMBHOI npouedypn abo XipypriyHoro BTPyYaHHS TakK LUBUMAKO, SK TifIbKA AOCATHYTO
afleKBaTHOro remMocrtasy, Ta SAKL0 3aCTOCyBaHHSI NliKapCbKOro 3acoby [03BO/MSE K/iHIYHA CUTyauis B LifIOMYy, WO BCTAHOBMIEHO fikapeM (4MB. po3Ain
«PapmMaKOKIHETUKAY).

[MawieHTN NiTHLOr 0 BiKY

Pu131K po3BUTKY KPOBOTeY 36i/bLLYETHCA 3 BIKOM (AMB. po3Ain «PapMakKOKIHETMKA).

JepmaTonoriyHi peakuit

Cepito3Hi WKIpHI peakLii, BKNtoYaroum cuHapom CTiBeHca — [KOHCOHa / TOKCUYHMIA enigepmasibHMin Hekponi3 Ta DRESS-cMHApom (peakuis Ha NnikapcbKuii 3acib
3 €03MHOWINIEID Ta CUCTEMHUMW CUMMTOMaMM), Yy 3B’A3KY i3 3aCTOCYBaHHAM purBapoKcabaHy 3apeecTpoBaHO Y nicnspeecTpayiinHnii nepiog (ame. posgin «MobivHi
peakuii»). PU3nK Lmx peakuiil y nauieHTiB, MMOBIPHO, € HaiBULLMM Ha NO4YaTKy Tepanii: nosisa peakuiin y 6inbwoCTi BUNagKiB BifbyBanacs NpoTArom nepLumx
TWXKHIB NiKyBaHHA. [pu neplumx npossax THKKMX LUKIPHUX BUCUMIB (HANpuKiag, reHepanisauis, iHTeHCU®iKalis Ta/abo yTBOPeHHA myxupiB) abo npu nossi
Oy ib-AKMNX IHLIMX O3HAK TinepyyT/IMBOCTI Y NOELHAHHI 3 YPAXKEHHAM C/IM30BOT 000/I0HKM CAifJ, NPUMMHUTI 3aCTOCYBaHHA prBapoKcabaHy.

IHhopMmaLLis NPo AOMOMIXKHI PEYOBUHU

Kcapento® MicTuTb f1akTo3y. MavieHTam 3 pigKiCHUMK CNafKOBYMM 3aXBOPIOBAHHAMM, L0 CYNPOBOAKYHOTHCA HENEPEHOCUMICTIO rafiakTo3u, AedilnuToM lakTasu
Jlanna Ta ManbabcopbLieto rNKO3N-ranakTo3n, He cNif 3aCTOCOBYBATU LIEI NiKapCbKNiA 3acib.

3acTocyBaHHs y nepiof BariTHOCTI abo rofyBaHHS rpyasto.

BariTHicTb. EceKTUBHICTb Ta 6e3neka 3actocyBaHHs KcapenTo® BariTHUMM XXIHKamMu He BUBYaiacs.

Pe3ynbTaT [OCNI[KEHb Ha TBapuMHaxX BKa3ylOTb Ha PENpPOAYKTUBHY TOKCUYHICTb (AMB. po3din «®dPapMakonoriyHi BAacTMBOCTI»). Yepe3 nOTeHUiHY
PENPOAYKTUBHY TOKCUYHICTb, 3HAYHWIN PU3NK BUHUKHEHHS KPOBOTEY Ta MPOXOKEHHA pMBapoKcabaHy Yvepes nnaleHTapHUin 6ap’ep 3acTtocyBaHHA Kcapento® y
rnepioz BariTHOCTI NPOTUMOKa3aHe (AVB. po3ain «1poTUNoKasaHH:A»).



>KiHKaM penpoayKTUBHOIO BIKY CNif YHUKATW BariTHOCTI Mij Yac NiKyBaHHA prBapoKcabaHoM.

"oayBaHHSA rpyaato. EekTrBHICTL Ta 6e3mneka 3acTocyBaHHA KcapenTo® iHKaMu y nepiof rogyBaHHS rpyA4to He BMBYanacs. Y Xof4i LOCNi[KEHb HA TBapUHaX
BCTaHOB/IEHO, L0 prBapoKcabaH BUAINAETLCA 3 TPYAHUM MOSIOKOM. BignosigHo Kcapento® npoTunokasaHWii 40 3aCTOCYBaHHS y Nepiog rogyBaHHs rpyaato (4Avs.
po3ain «MpoTunokasaHHs»). Heo6XigHO NPUIAHATI PilLeHHS CTOCOBHO MPUMMHEHHS FOAyBaHHSA FpyAato abo NPUNUHEHHS/YTPUMaHHA Big Tepanii.

PepTunbHiCTb. CneuianibHi AOCNIAKEHHS 3 OLHKW BMNAMBY puBapoKcabaHy Ha PEPTUNbHICTb NOAMHU He MPOBOAMANUCL. Y XOfi AOCNIAXKEeHHSA (hepTUNbHOCTI
camuiB i camuLb LLYypiB He OY/10 BUAB/IEHO XXOAHOIO0 BMN/IMBY (4MB. pO34in «PapmakonorivyHi BlaCTUBOCTI»).

34aTHICTb BNAMBAT Ha WUBMAKICTb peakLii Nnpy KepyBaHHIi aBTOTPaHCNOPTOM abo iHLIMMKU MeXaHi3mamu.

Kcapento® nposiBNse He3Ha4YHWA BM/IMB Ha 3AaTHICTb KepyBaTW aBTOTPAHCMNOPTOM ab0 iHWMMKU MexaHisMamu. [oBigoMasnn npo nobiyvHi peakuii, Taki fK
BUMaAKM CUHKONA/IbHOrO CTaHy (YacToTa: He4acTo) abo 3anamopoUeHHs (YacToTa: 4acTo) (AvB. po3ain «obivHi peakuii»).

MauieHTaMm, y AKMX Bif3Ha4aroTbCsA MOBIYHI peakLil Takoro TUny, He CNij KepyBaTy aBTOMO6IIeM ab0 npawtoBaTi 3 iHWNMK MeXaHi3Mamu.

Cnoci6 3acTocyBaHHs Ta [03W.

Jo3yBaHHs

MpoinakTuka iHCyNbTY Ta CMCTEMHOT eMboniT

PekomeHAyeTbCs Npu3Hadatn no 1 tabnetyi Kcapento® 20 Mr 1 pa3 Ha o6y, Ls [03a TaKOX € MakCMMa/lbHOK PEKOMEH0BAHO0 030H0.

NikyBaHHA npenapatom Kcapento® cnif NpoBOAUTM MPOTATOM TPMBAJIONO Yacy 3a YMOBU, LLO KOPUCTb Bif NMPOMINAKTUKM IHCYNbTY Ta CUCTEMHOI embonii
nepeBaXxae pU3NK PO3BUTKY KPOBOTeY (AMB. po3ain «OcobiMBOCTI 3aCTOCYBaHHA»).

Y BUNagKy nponycky npuitomy TabneTku nauieHTy cnig NpuinHAT Kcapento® HeramHo i HacTYNHOro AHSA NPOAOBXMUTY NiKyBaHHA i3 npuitoMoM 1 pa3 Ha fo0y
3rijHO PEKOMEH/0BaHOr0 03yBaHHA. He cnij npuiiMaTi NoABIMHY J03Y Y TOW CamMuil fieHb, 106 KOMMEHCYBaTV NPonyLLeHy TabneTky.

NikysaHHa TIB, TEJIA Ta npodhinakTuka peunamneis TIB i1 TEJIA

MpoTaromM nepLumnx 3 TWXHIB 4115 NiKyBaHHA roctporo TIB i TEJ/IA pekoMeHAY€eTLCA MPU3HayaTu no

1 Tabnetyi Kcapento® 15 mr aidi Ha fo6y, nicng yoro — no 20 mr Kcapento® 1 pa3 Ha goby Ansa TpuBasioro NikyeBaHHSA I npodinaktuky peunamey TIB Ta
TENA.

KopoTkoCTpokoBy Tepanito (NpvHaiMHi npoTarom 3 micAuiB) cnif npusHadaty nauieHtam 3 TIFB um TEJIA 3a HasiBHOCTI TMMYacOBMX (DAKTOPIB PU3MKY
(Hanpuknag, HellofaBHO MepeHeceHa onepauis abo TpaBma). [OBrocTPOKOBY Tepanito cnif npusHavaTu nauieHtam 3 TIB um TEJIA, WO He MNoB’si3aHi 3
TUMYaCoBMMU (PakTopamu pusnky, igionatnyHum TIB um TESIA abo HasBHicTIO peunaneis TI'B um TEJIA B aHaMHesi.

Konu nokasaHe NogoBXeHHs npodinaktuky peuynamsis TFB a6o TEJIA (micns 3aBeplieHHs Tepanii TMB i TEJIA TpuBanicTio LWOHaliMeHWwe 6 MicAuiB),
peKOMeHAO0BaHa [103a CTaHOBMTb 10 Mr oguH pa3 Ha Ao6y. [ns nauieHTiB 3 BMCOKMM pu3MKoM peunamsy TIB abo TEJIA, 3 ycKnagHeHWMU CynyTHIMK
3aXBOPIOBAHHAMU, a TaKOX [ANa MauieHTiB, AKi nepeHecnv peunams TIB um TEJIA Ha (oHI 3acToCyBaHHA Nikapcbkoro 3acoby Kcapento® 10 Mr oguH pas Ha
[06Y, 3 METO NPOgiNAKTUKMA MOXKe Oy TI A0LIIbHUM 3aCTOCYBaHHA NiKapcbKoro 3acoby Kcapento® 20 Mr oguH pas Ha fo0y.

TpuBanicTb NiKyBaHHSA BU3HAYaETbCA IHAMBIAYaNIbHO MiCNS PETENbHOT OLiHKN KOPUCTI Bif] 3aCTOCYBaHHS Ta NOTEHLINHOI0 PU3NKY PO3BUTKY KPOBOTeY (AMB. po3Ain
«OC06/1MBOCTI 3aCTOCYBAHHSA»).

Mepiog Pexxnum [03yBaHHS 3aranbHa
no6oBa fo3a




JlikyBaHHs Ta 1-21 feHb 15 mr agivi Ha 106y 30 mr
npoinakTuKa peunamsis . -
| TrB i TENA 22 peHb i pani 20 MI 04uH pa3 Ha Aoy 20 mr
MpodinakTnka peunameis | Micna  3aBeplueHHs Tepanii | 10 Mr oAMH pa3 Ha Joby 10 mr
TrBi TENA TrB i TEJNIA TpuBanicTio | abo abo 20 mr
LLLOHalMeHLLe 6 micAuiB 20 Mr 0MH pa3 Ha Jo6y

Y pasi nponycky npuitomy Tabnetkn Kcapento® no 15 mr nig vac fikyBaHHA Mo 15 Mr nikapcbKoro 3acoby Aidi Ha go6y (1-21 AeHb) nauieHT NOBUHEH HeramHo
npuiHAT o3y Kcapento®, o6 3a6e3neuntn npuitom 30 mMr Kcapento® Ha foby. Y UbOMy BUMALKY MOXHA MPUAHATA OfHOYacHO 2 TabneTku no 15 wr.
HacTynHoro gHsa cnif NpoAoBXMTY 3BUYaiHNA pexknm no 15 mr Agidi Ha fo6y, AK peKOMeHA0BaHO.

Y BUNaAKy Npornycky npuitoMy TabneTku Mif Yac pexxumy nikyBaHHA OAWMH pa3 Ha [o6Yy nauieHTy cnif npuiHAath Kcapento® HeranHO i HaCTYNHOro AHA
MPOLOBXUTU NliKyBaHHA i3 npuitomom 1 pa3 Ha [o6y 3rijHO 3 peKOMeHZOBaHWM [03yBaHHSAM. He cnifg npuiAimati nNoAaBiiHY [03Yy Y TOM camMuil feHb, Wwo6
KOMMeHCYBaTu NponyLyeHy TabneTky.

Mepexif 3 aHTaroHicTis BiTaminy K Ha KcapenTo®

[icna NPURHATTS piLLeHHS NPo nepexif 3 aHTaroHicta BitaMiHy K Ha Kcapento® 3 MeTO NpoginakTUKM iHCYIbTY Ta CUCTEMHOT eM60NiT HeOOXIAHO MNPUMUHUTY
Tepanito aHTaroHictamu BitamiHy K i mounHaTy 3actocyBaHHs Kcapento®, Konm nokasHuUK MiXXHapo4HOro HopMani3oBaHoro BigHoweHHs (MHB) ctaHoBUTHMME <
3.

Y nauieHTiB, AKi npoxoasaTb nikyBaHHA TI'B, TEJIA Ta AkuM NpoBoAATL NPOiNaKTUKY X MOBTOPHOI0 BUHUKHEHHS, Tepanis aHTaroHictamu BiTamiHy K mMae 6yTu
MPUMMHeHa, a 3actocyBaHHs Kcapento® cif noYnHaTV Npy AOCATHEHHI nokasHuka MHB < 2,5.

Mpu nepexofi NauieHTiB 3 aHTaroHicTie BiTamiHy K Ha Kcapento® nicns 3actocyBaHHA Kcapento® 3HauyeHHss MHB MoxXyTb 6yTn XM6HO nigsueHi. MHB He €
BaNifloBaHUM MeTOOM /15 OUIHKM aHTUKOarynsHTHOI akTMBHOCTI Kcapento®, TOMy MOro He cfif, BUKOPUCTOBYBaTK (AMB. po3fin «B3aemogia 3 iHWyMK
NiKapcbK1MMM 3acobamu Ta iHLLi BUAMN B3aEMOAI»).

Mepexig 3 KcapenTo® Ha aHTaroHicTu BiTtamivy K

ICHye MOXNMBICTb HEeOCTATHLOI aHTMKOArynauii NpoTaroM nepiogy nepexogy 3 Kcapento® Ha aHTaroHict BitTamiHy K. Tak camo, fK i nig yac 6yab-aKoro
nepexoAy Ha anbTepHaTUBHUI aHTUKOArynsHT, y LbOMY BMNaAKy Mae OyTu 3abe3neyeHa 6e3nepepBHa afieKBaTHa aHTMKoarynsuis. HeobxigHo nam’sTati npo Te,
LLLO Ha TNi 3acToCyBaHHA KcapenTo® MOXyTb BU3HAYaTUCS XMOHO NiABULLEHI 3HaYeHHs MHB.

Y pasi nepexody 3 Kcapento® Ha aHTaroHicT BitamiHy K aHTaroHict BiTamiHy K cnig nouynHaT npuiiMaTyi ogHo4vacHo 3 Kcapento® i npoAoBXyBaTh O4HOYaCHMI
npuitom, AONoKN nokasHuk MHB He Gyfe CTaHOBUTY = 2. YNPOLOBX NepLUnX ABOX AHIB Nepiody nepexofy MOXXHa BUKOPUCTOBYBATU CTaHLapTHE [03YBaHHSA
aHTaroHicTa BiTamiHy K. Hagani 4o3yBaHHA aHTaroHicta BitaMiHy K KOpUryeTbCs 3an1eXHo Bif 3HaveHHss MHB.

MoKu nayieHT ogHoYacHO 3acTocoBye Kcapento® Ta aHTaroHicT BitamiHy K, MHB cnig BM3HayaTy He paHille HiX yepe3 24 rofvHu nicns npuiioMy oCTaHHbOI
o3 Kcapento® (nepeg npuidiomMoM HacTynHoi fo3m Kcapento®). Micns npunuvHeHHs 3acTocyBaHHA Kcapento® MHB MoOXKHa AO0CTOBIPHO BM3HA4aTu
LOHaMeHLLe Yepe3 24 roAuMHKU Micns NpUiioMy OCTaHHbLOI A03u Kcapento® (amB. po3finv «Bszaemogis 3 iHWMMKM NiKapcbKMMK 3acob6aMu Ta iHLWi BUAK
B3aEMOLiN», «DapMakonoriyHi BaCTUBOCTI»).

Mepexif 3 napeHTepabHUX aHTUKOArynaHTiB Ha KcapenTo®

MauieHTaM, AKi OTPUMYIOTb NapeHTepasibHi aHTUKOArynaHTW, 3actocyBaHHs Kcapento® cnig po3noynHaTtit 3a 0—2 rogvHU A0 MOMEHTY HACcTYMHOrOo MnaaHoBOro
BBeLeHHS NnapeHTepa/lbHOro NiKapCbKOro 3aco0y (HanpukiasL HU3bKOMOEKYIAPHOTO rernapuHy) abo y MOMEHT NMPUMNMHEHHS 3aCTOCYBaHHS JTIKapPCbKOro 3acoby A/1s
MOCTINHOr0 NapeHTepa/IbHOro BBEAEHHS (Hanpukiag HepakLioHOBaHOro renapuHy A1 BHYTPILLHbOBEHHOIO BBEAEHHS).

Mepexig 3 KcapenTo® Ha napeHTepasibHi aH TUKoarynsHTw



MepLuy [03y NapeHTepabHOro aHTUKOAry/IAHTY BBECTU Y TOW Yac, Konu cnif 6yno 6 3acTocoByBaTh HacTynHy fo3y Kcapento®.

Ocob6nuBi KaTeropii NauieHTiB

MauieHTy 3 NOpYLUEHHAM PYHKLIT HUPOK

HasBHI 006MeXXeHi KiHIYHI faHi Y NayieHTiB 3 HUPKOBOK HEAOCTaTHICTIO TAXKKOr0 CTyneHs (KipeHC KpeaTuHIHY 15-29 m/1/XB) BKa3ytoTb Ha 3Ha4YHE NiABULLEHHSA

KOHLEHTpaL|iT pmBapokcabaHy y nna3mi KpoBi. 3Baatoun Ha Le, Npu NiKyBaHHI NauieHTIB L€l KaTeropil nikapcbkuii 3aci6 Kcapento® cnif 3acTocoByBaTu 3

06epexxHICTI0. He pekoMeHAYETbCA 3aCTOCYBaHHA JIIKAPCbKOro 3acoby nauieHTam 3 KIpeHCOM KpeaTuHiIHY MeHwe 15 ma/xs (gue. po3giim «OcobnmneocTi

3aCTOCYBaHHA» | «PapMaKOoKiHETUKaE).

MauieHTamM 3 HUPKOBOK HeJOCTATHICTHO CePeHbOro CTYMNeHs THXKKOCTI (KNIpeHC KpeaTUHIHY

30-49 mn/xB) abo TAXKKOro CTyneHs (KMipeHe KpeaTuHIHY 15—29 Mn/XB) peKoMeHoBaHi HaCTYMHi CXeMu [03yBaHHS:

- AN NpogiNakTUKK IHCYNbTY Ta CUCTEMHOT eM60NIT Yy NawieHTIB 3 HEKNanaHHO (ibpunsLieto nepeacepib PEKOMeHA0BaHa 103a CTaHOBUTL 15 Mr 1 pa3 Ha fo6y
(amB. po3gin «PapmakoKiHETUKA»).

- Ah4 nikyBaHHA TIB, TEJIA Ta npogifakTUK1 MOBTOPHOr0 BMHUKHEHHA TIB T1a TEJIA: npoTaroMm nepwmx 3 TWDKHIB MauieHTU MOBUHHI OTPUMYBaTU
Kcapento® no 15 mr agiyi Ha fo06y. lNicns 3akiHYeHHs LbOro nepiogy pekomeHAoBaHa Ao3a CTaHOBUTb 20 MI OfMH pa3 Ha [00y. Y BUMNagKy, SKWO pUsmnK
PO3BUTKY KPOBOTeUI y maLjieHTa nepesaxae pusuk peunamusis TI'B Ta TEJIA, He0OXi4HO PO3r/IAHYTU NUTAHHA NPO 3HWKEHHA 103K 3 20 Mr 1 pa3 Ha foby fo 15
Mmr 1 pa3 Ha fo6y. PekomeHpaLlis CTOCOBHO 3aCTOCYBaHHA 03K 15 Mr I'pyHTYETbCA Ha PapMaKOKIHETUYHOMY MOAENIOBaHHI | He A0CNigKyBanach Y K/IHIYHMX
ymoBax (auB. po3ginm «OcobnnBOCTI 3aCTOCYBaHHA», «PapMaKoIorivyHi BNacTUBOCTI»).

AKL0 peKoMeHoBaHa 4o03a CTaHoBUTb 10 Mr 0fMH pa3 Ha 00y, KOpeKLis 03K He NOoTPi6Ha.

XBOPUM 3 HUPKOBOK HeIOCTATHICTIO Nerkoro cTyneHs (KnipeHc kpeaTuHiHYy 50-80 M/1/XB) KOPeKLis 4031 He NoTpibHa (anB. po3ain «PapMakoKiHETUKaE).

MauieHTy 3 NOPYLUEHHAM PYHKLIT NeYiHKK

Kcapento® npoTuMnoKasaHWii nauieHTam i3 3aXBOPHOBAHHSAMW MEYiHKKU, L0 acoLitOHTbCA 3 Koarynonatietd Ta KAIHIYHO 3HavyyWUM PU3MKOM BUHUKHEHHS

KPOBOTEMI, y TOMY YMCNi XBOPMM Ha LMpPO3 NedviHky Knacy B Ta C 3a knacudikauieto Yainga — MN’to (aue. po3ginm «MpoTunokasaHHs» Ta «PapMakoKiHETUKE).

MayieHTn NiTHLOrO BiKY

Kopekuis o031 He noTpibHa (AMB. po3gin «PapmMakoKiHETUKA).

Maca Tina

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

CtaTtb

Kopekuisi 031 He NoTpibHa (AMB. po3ain «PapmMakoKiHETUKA).

3acTocyBaHHsA y nayieHTiB, AKi NPOXOAATb NpoLesypy Kapaiosepcii

[103BO/NISIETLCA PO3NOUMHATY ab0 NPOAOBXKYBATKM 3acTOCYBaHHA KcapenTo® y nauieHTiB, AKi MOXYTb NOTpebyBaTh KapaioBepcii.

Mpy nposefeHHI Kaphiosepcii Nif KOHTponeM 4epescTpaBoxigHoi exokapgiorpagii (HCExo-KIM) y nauieHTiB, fKi paHille He OTPUMYBaIM aHTUKOAry/nsHTH,

3acTocyBaHHs KcapenTo® HeobXigHO po3noyaTti NpuHaliMHI 3a 4 rogvHn A0 KapAioBepcii ans 3abe3neyeHHst aaeKBaTHOr0O pPiBHA aHTMKoarynauii (ame. po3ginu

«®PapmMakoamHamika» Ta «PapmMakoKiHETUKa»). N4 BCiX NauieHTIB A0 NPOBeAEeHHS KapAioBepcil NOTPIGHO OTpUMaTK NiATBEPAPKEHHSA TOrO, WO BOHM NpUManu

Kcapento® 3rigHo 3 npusHadeHHAM. Mig yac NPUAHATTA PiLLeHHS MpO NoYaToK Ta TPMBANICTb JliKyBaHHA HEOOXifHO BpaxoByBaTW peKoMeHAaLuil ycTaneHux

KepiBHWULTB CTOCOBHO aHTMKOArynsaHTHOI Tepanii y XBOpuX, SKi NPOXOAATL NMPoLesypy KapLioBepcil.

MauieHTV 3 HeKIanaHHOK ibpunsuieto nepeacepab, Aki nepeHecan MKB i3 BCTAHOBNEHHSAM CTeHTa

HasiBHUI1 06MEXKeHUIA 0CBI/ 3aCTOCYBaHHS 3HUKEHOT 1031 NiKapcbKoro 3acoby KcapentoO 15 mr

1 pa3 Ha o6y [a6o nikapcbkoro 3acoby KcapentoO 10 Mr 1 pa3 Ha 406y Ans NauieHTiB 3 HUPKOBOK HEAOCTATHICTIO CEPeAHbOro CTYMeHs TSHKKOCTI (KnipeHe

KpeaTuHiHy 30-49 mn/xB)] B KOM6iHaUil 3 iHri6iTopom peuenTopis P2Y 12 makcumym Ao 12 micsuiB nauieHTam 3 HekfanaHHOK qibpunsuieto nepeacepap, sKi




noTpebyoTb 3aCTOCYBaHHA MEepopasibHOro aHTUKOoarynsaHTy ta nepeHecnv KB i3 BCTaHOBMEHHAM CTeHTa (4MB. po3gin «Oco6/MBOCTI 3aCTOCYBaHHSA» Ta
«®PapmMakoaHaMiKa»).

Cnoci6 3aCTOCYBaHHA

[ns nepopasibHOro 3aCTOCYBaHHS.

TabneTku nikapcbKoro 3acoby KcapentoO 15 Mr Ta 20 Mr Cif npuiiMaTy nig yac ki (4vB. po3gin «PapmMakoKiHETUKa).

[Nnd nawieHTiB, AKi He MarOTb 3MOTM NPOKOBTHYTY Wiy TabneTky, Tl MOXHa NoApPIGHMTK Ta 3MiLLATK 3 BOAOH abo Ket M’AKOT KOHCUCTEHLIT, TaKoK AK A61yyHe
nope, 6e3nocepeaHbLO Nepes NPUAOMOM NepopasibHO. Micnd npu3HaveHHs nayieHTy TabneTok Kcapento® 15 mr um 20 Mr y nofpibHeHOMY CTaHi NiKapCbKui
3acib y BkazaHOMy BUIIA4I HEOOXigHO NpuiiMaTti y 6e3nocepeHbOMY 3B’A3KY 3 BBELEHHAM 1Xi.

Tabnetkn Kcapento® y nogpibHeHOMY BUINsAAI MOXYTb OyTV BBEAEHI Yepes LUTYHKOBMIA 30HA. MpaBuibHe po3TallyBaHHSA 30HAY Y LWAYHKY Mae ByTu nepeBipeHo
nepep BBegeHHsM Kcapento®. MNogpibHeHi TabneTkun cnif BBOAUTY 3 HEBE/IMKOIO KiIbKICTHO BOAW Yepe3 LUIYHKOBWIA 30HA, NICMsS YOro 30HA CNif NPOMUTY BOLOHO.
Micna npusHayeHHs nauieHTy Tabnetok Kcapento® 15 mr abo 20 mMr y nogpibHeHOMyY CTaHi, iKapCbKMil 3aci6 y BKa3aHOMY BMINA4i HEOOXiAHO BBECTM Yepes
30H[, 0Zipa3y Nicns eHTepasibHOro XapyuyBaHHA (4MB. po3ain «PapMaKoKiHETUKa).

aiTn.
besneka Ta e(heKTMBHICTb 3aCTOCYBaHHSA /liKapCbKOro 3acoby Kcapento® y aiteit 4o 18 pokiB He BCTaHOBMeHa. [aHi 040 Wi€l KaTeropil BiACYTHI. TOMy He
PEKOMEHAYETHCA 3aCTOCYBAHHA NIKAPCbKOro 3aco6by AiTam A0 18 pokis.

Nepeno3yBaHHS.

3ahikcoBaHo pifKiCcHI BUNagKu nepeao3ysBaHHs (40 600 Mr) 6e3 TakmMx yCKnafHeHb K KpoBOTeYa abo iHLI NO6IYHI peakLil. YHacnigok o6MexeHoT abcopbuii npw
BBeeHHi NiKapCcbKoro 3acoby y fo3ax, W0 3Ha4YHO NepeBuLLytoTb TepaneBTU4HI (50 Mr abo BULLE), OYIKYETHCA ePEKT HAaCUYeHHS 6e3 NoAanbLIOro 3pOCTaHHS
CepefHbOro PiBHA Y Mnnasmi Kposi.

HasBHMIN cneumndivyHnic HeTpanisyrounii 3acib (aHgekcaHeT anbga), AKWiA NpoTUaie hapMakooriuyHUM epekTaM puBapoKcabaHy (AUB. KOPOTKY XapaKTePUCTUKY
npenaparty aHaekcaHeT anbga). Mpy nepenosyBaHHI NiKapCbKOro 3acoby Ans 3MeHLUEHHS BCMOKTYBaHHSA puBapoKcabaHy MOXHa 3aCTOCOBYBATW aKTUBOBAHE
BYTins.

JliKyBaHHSA KpOBOTeY

MMpy BUHUKHEHHI YCKNafHeHb Y BUTNAA1 KPOBOTeYI CNif, BIAKNACTV BBEAEHHS HACTYNHOI 4031 prBapokcabaHy abo MpUMUHUTK NiKYyBaHHSA, 3a/1eXKHO Bif CUTYaLii.
Mepiog HaniBBMBEAEHHA puBapoKcabaHy CTaHOBWUTL MPUOAM3HO 5-13 rofauH (auB. po3ain «dPapmakonorivyHi BMacTUBOCTI»). JliKyBaHHA Crif npu3Hayaty
iHAMBIAYaNbHO, 3a/1IeXKHO Bif IHTEHCMBHOCTI Ta /oKanisauil KpoBoTedi. Y pasi notpebu cnif NpoOBECTU Ha/leXXHe CUMMNTOMATUYHE JiKyBaHHS, Hanpuknag,
MexaHi4YHy KOMMpPeCito Npu iHTEHCUBHI KPOBOTEYI 3 HOCa, XipypriyHuii reMocTas 3 npouefypaMy KOHTPOK KPOBOTeYi, BiJHOBMIEHHS BOAHO-ENEKTPOITHOIO
6anaHcy Ta reMofMHamivyHy MigTPUMKY, NepennBaHHA KPOBi (epUTPOLMTApPHOT Mack abo CBIXK03aMOPOXKEHOT NasMu, 3a/1eXKHO Bif CTaHy, WO BUHUK: aHeMis abo
KoarysnonaTis) abo TpOMOOUMTIB.

FAKLLO MicNs 3aCTOCYBaHHA 3a3HaueHUX BHLLE 3aXO0fiB KpOBOTEYa He NMPUMUHUAACA, CMIL PO3MIAHYTU MOX/IUBICTb 3aCTOCYBaHHA CreLmgiuHOro HeiTpanisyoyoro
3aco0by (aHAeKcaHeTy anb(a), iHridiTopa thaktopa Xa, KMl NpoTuie hapmakonoriyH1UM egekTam prBapokcabaHy, abo NpPoKoarynsHTHUX NpenapaTiB 3B0POTHOT
AiT, TaKMX K KOHUeHTpaT npoTpoM6iHoBoro komnekcy (PCC), KOHUEHTpaT akTMBOBAHOr0 NpoTpom6iHOBOro komnnekcy (APCC) abo peKOMOGIHaHTHWIA hakTop
Vlla (r-FVIla). MpoTe focBig 3acTocyBaHHA LMX NiKapCbKMX 3ac06iB Mpu nepeao3yBaHHI puBapoKcabaHy 06MexeHuin. PekomeHaauii TakoX 6a3yroTbCA Ha
06MeXeHUX HEeKNIHIYHMX aaHnX. KopeKuis o3n pekoMbiHaHTHOrO (hakTopy VIlaMae 34iicHI0BaTMCA Ta TUTPYBAHHSA MOBUHHO NPOBOAUTUCA 3a/1€XKHO Bif, CTYMNEHS
KOHTPO/MIO Haj, KPOBOTEYelD. Y BUMALKY MAacWBHMX KPOBOTeY C/if PO3rNIAHYTU MUTAHHSA MPO KOHCY/bTALit0 remMarosiora, 3a/1eXH0 Bif cuTyauil (4uB. po3ain




«®DapMaKosIoriyHi BNIaCTUBOCTI»).

MpoTamiHy cynbat i BiTaMiH K He MOBWHHI BMAMBaTM Ha aHTMKOArynsHTHY akTUBHICTb puBapokcabaHy. HasBHMIA 06MeXeHW [OCBif 3acToCyBaHHS
TpaHeKcaMOBOI KMC/OTU Ta BIACYTHIi [OCBiJ 3aCTOCYBaHHA aMiHOKanNpPOHOBOI KMUC/IOTK | anpOTUHIHY Yy MauieHTiB, AKi OTPUMYIOTb prBapokcabaH. HaykoBoro
06rpyHTYBaHHA [OUINLHOCTI abo [0CBigy 3acTOCYBaHHA CUCTEMHOrO TremMOCTaTMYHOrO JIiKapCbKOro 3acoby AecMOMNpecuHy [ANs YCYHEHHS CUMMMTOMIB
nepefo3yBaHHs puBapokcabaHy Hemae. 3 Orfisify Ha BUCOKE 3B’A3yBaHHA 3 6GiflkaMu Mna3my KPoBi OYiKYETHCA, O pUBapoKcabaH He BMBOAUTLCS 3 OpraHismy
LUAXOM fiani3y.

Mo6iyHiI peakuil.
besneka 3acTocyBaHHS puBapokcabaHy BuBYanach B 13 gocnimxeHHsx dasn 111 3 yyacTio
53103 nauieHTiB, AKi OTpUMyBann presapokcabaH (gus. Tabnmuto 8).

Tabnmua 8. KinbKicTb NauieHTiB, AKi 6pann yyacTb Y AOCNIIKEHHSX, 3ara/sibHa [4060Ba 03a Ta MaKCUMasibHa TPMBATICTb NiKyBaHHSA Yy AOCNI[KEHHAX (a3u [11

. MakcumanbHa
KInbKICTb :
Moka3aHHA o 3aranbHa fo6oBa f03a TpWBaNicTb
nawieHTiB :
NiKyBaHH$

MonepeKeHHs BeHO3Horo | 6 097 10 mr 39 fHiB
Tpomboemboniamy (BTE) y popocnmx
NauieHTiB, SAKMM MPOBOAWAWN MNAHOBY
orepauito 3 eHLonpoTe3yBaHHS
Ky/bLLIOBOro abo KONiHHOro cyrno6is
MpothinakTka BTE y  comatuyHmx | 3 997 10 mr 39 fHiB
XBOPUX
NikyBaHHA  TpOMGO3y IMO60OKMX BeH | 6 790 [eHb 1-21: 30 mr 21 micaup
(TrB), Tpomboembonii nereHeBoi apTepii [eHb 22 i Hagani: 20 mr
(TENA) Ta npoinakTnka peunamneis Micna  woHariMeHwe 6

micauis: 10 mr a6o 20 mr
MonepemkeHHA [HCYNbTY Ta CUCTEMHOT | 7 750 20 mr 41 micaub
embonii y mnauieHTiB 3 Hek/arnaHHoK
(hibpunsuieto nepeacepab
MonepemkeHHs aTepoTpoM60TUYHKMX | 10 225 5 mr a6o 10 mr BignosigHo, | 31 micsub
ABuLY, y nauieHTiB nicng NKC y kombiHauii 3 ACK a6o y

KombiHauii 3 ACK Ta

Knonigorpenem um

TUKIONIAVHOM
MpodpinakTnka aTepoTpoMOOTUYHUX ABULY, | 18 244 5 mr ogHovacHo 3 ACK abo | 47 micsuis
y nayieHTie 3 IXC/3MA 10 mr




* MNavujieHTn, SKi oOTpMManu NpuHaimHi 1 o3y prBapokcabaHy.

HaliuacTiwe y nauieHTiB, fKi OTpMMyBain puBapokcabaH, MOBIAOMASAN MPO Taki Big3HavyeHi MOGIYHI peakuii fK KposoTeui (AmB. po3pin «OcobnmBocTi
3aCTOCYBaHHSA» Ta HaBeAeHWUI HVKYe NigNYHKT «IH(hopMaLlis CTOCOBHO OKpeMuX NMOBIYHUX peakLiin»). HaryacTilummy 6ynm noBigoMIeHHA Npo HOCOBI KPOBOTeYi
(4,5 %) Ta KpoBOTEMI LLYHKOBO-KMULLKOBOro TpakTy (3,8 %).

Tabnumua 9. YacToTa po3BUTKY KPOBOTEU* Ta aHeMii y NauieHTiB, AKi OTPUMYBaIn prBapoKcabaH NpoTArom focnigkeHHs 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 npoinakTvka peuuansy 23 % navjieHTiB 1,6 % nauieHTiB
Mpodhinaktnka IHCYNbTY Ta CUCTEMHOT emb6onii y | 28 Ha 100 | 2,5 Ha 100
[OpOC/NX MauieHTIB i3 HeknanaHHOK (ibpuniAalieto | nawieHTo-poKiB MaLieHTO-pOKIB
nepeacepib
MpoinakTnkKa aTepoTPOMOOTUYHMX ABULL, Y AOPOCAUX | 22 Ha 100 [ 1,4 Ha 100
nawieHTIB Nicng NepeHeceHoro rocTporo KOPOHapHOro | NauieHTo-pokKiB nawieHTO-POKIB
cnHgpomy (MKC)
MpodgpinakTnkKa aTepoTPOMOOTUYHNX ABULLY, Y MauieHTiB | 6,7 Ha 100 0,15 Ha 100
3 IXC/3MNA nawuieHTO-POKIB nauieHTo-poKiB* *

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

Hwxue y Tabnuui 10 HaBeeHO 4acTOTy NOGIYHUX peakLil, WO BUHMKaIM NPU 3aCTOCYBaHHI NikapCbKoro 3acoby Kcapento®. MobiyHi peakuil y3arafbHeHi Ta
OnucaHi 3 BUKOPUCTaHHAM Knacugikaii cuctem opraHis (MedDRA). Y mexax KOXXHOT rpynu nobiyHi peakuii NpeAcTasfieHi y NopsaaKy 3MeHLLEeHHS X TSXKOCTI:
AyXe yacTto (= 1/10); yacto (= 1/100 — < 1/10); HeuvacTo (= 1/1000 — < 1/100); nooamHoKi (= 1/10000 — <1/1000); ayxe pigko (< 1/10000); yacToTa HeBigoma (He
MOXXe OyTI BCTAHOB/EHA 3a HAABHUMU JaHUMM).

Tabnuuga 10. YcinobivHi peakuii, BigMiveHi y nawieHTiB nicna noyvaTky NikyBaHHS B Xof4i gocnigpkeHb ¢asm 111 abo y nicnapeecTtpauinHomy nepiogi*
YacTo | HeuvacTo | MooguHOKi |  [Hyxepigko | Yacrota Hesigoma
MopyLueHHs 3 6OKY KPOBOHOCHOT Ta NiMgaTUYHOI CUCTEM




AHeMif (BK/IKOYarun
BIAMOBIAHI
nabopaTopHi
napameTpu)

TpomboumnTo3 (BKIHOUAKUM
30i/IbLLIEHHS Ki/IbKOCTI
TpomGouumTie)A,
TPOMGOUMTONEHISA

MopyLUueHHs 3 6OKY iIMYHHOT CMCTEMM

AnepriyHa peakuis,
anepriyHnin gepmatur,
aHriOHeBPOTUYHUI Ta
aneprivyHnii Habpsik

AHainakTnyHi
peakui’ BKIHOYarun
aHaginaKTUYHWNiA
LLIOK

Po3nazay 3 60Ky HepBOBOI CUCTEMY

3anamMopoyeHHs,
ro/I0BHWUI BiNb

Mo3koBi Ta
BHYTPIiLLUHbOYEPEenHi
KPOBOBW/IMBW, CUHKON&/IbHWIA
cTaH

MopyLueHHs 3 6OKY opraHiB 30py

OUYHWMIN KPOBOBMU/INB
(BKNHOYaOUM
KPOBOBW/IUB Y
KOH’FOHKTUBY)

Cepuesi nopyLUeHHS

| Taxikapgis

CyZVHHI NMOpYLUEHHS

ApTepiaibHa
rinoTeHsisa, rematoma

PecnipaTopHi po3naau,

naTonoria cepefoCTIiHHA Ta rpyAHOT KNI TUHK

HocoBa KpoBoTeya,
KPOBOXapKaHHA

Po3naay 3 60Ky LNYHKOBO-KULIKOBOFO TPaKTY

KpoBoTeui 3 siceH,
LLISTYHKOBO-KMLLIKOBI
KpoBoOTeui
(CLOIEETR]Y
PeKTa/IbHY

KpoBoTeuy), 6inb y
LLTYHKOBO-KMLLIKOBOMY
TPaKTi Ta XUBOTI,

CyxicTtb y porTi




Avcnencis, HyaoTa,
3anopA, piapes,
61H0BaHHSA

"enaToG6iniapHi NOPYyLUEHHS

MigBWLLIEHHS PiBHSA
TpaHcamiHas

MeyiHKOBa HeJOCTATHICTb,
NiABWLLEHHS PiBHSA
6inipy6iHy, NiABALLEHHS
PIBHA NY>KHOT pochaTasu
KPOBIA, NifBULLEHHS PiBHS
rammarnyTamin-TpaHcgepasu
(TT)A

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

Po3naau 3 60Ky LUKipW i

NiAWKIPHOT TKaHWHK

Csepbix (BKNHOYaoUn
HeyacTi BUNagKu
reHepasii3oBaHoOro
cBepo6exy),
BUCUMAHHS, eKXiMO3,
LUKIpHWIA Ta
NiALWKIpHWIA
KPOBOBW/NBY

Kponus’aHka

CuHapom

CriBeHca-[I>KOHCOHa

| TOKCUYHWIA
enigepmanbHui
HeKponis,
DRESS-cuHapom

MopyLLEeHHS 3 60KY OMOPHO-PYXOBOrO anapaTy, CNoNy4YHOT i KICTKOBOI TKaHUHM

Binb y KiHUiBKaxA

"emapTpo3

Kpososunveu y
M’A3U

KomnapT-mMeHT-CUHAPOM
BHaCNiOK KPOBOTEYi

Po3naay 3 60Ky HAPOK | CEYOBUBIAHMX LLNAXIB

YporeHita/ibHi
KpoBOTEUi
(BkntoyvaroUmn
remMatypito i
MeHoparitoB), HupkoBa
HeloCTaTHICTb
(CLOIEETR]Y
NiABULLEHHS PIBHA
KpeaTuHiHYy B KPOBI,

HupkoBsa
HefocTaT-HICTL/ rocTpa
HWPKOBA HeLOCTaT-HICTb
BHaC/NiOK KPpOBOTeui,
LU0 CNPUYnHUNA
rinonepdy-3ito




NiABULLEHHS PiBHA
CEYOBMHW B KPOBI)
CucTeMHI NopyLUeHHA Ta CTaHu, NoB’s3aHi 3 MiCLeM 3aCTOCYBaHHA NiKapCbKOro 3acoby

apsuka®, MoraHe camonoyyTTa NokanizoaHuit
nepudepruyHnin (BKNHOUAKOUM HE3LY)KaHHS) HaBpPsKA
HabpsiK, 3arasibHe

NoripLIeHHs

camMorouyTTa Ta
3HUXXEHHS aKTUBHOCTI
(CLOIEETR]Y
BTOM/IHOBAHICTb Ta
acTeHito)
Pe3ynbTaTu aHanisis

MigBULLEHHSA PIBHA
NakTaTferigpo-reHasu
(NANA |, NiaBULLEHHS PiBHS
ninasuA, NifBULLIEHHSA PiBHS

aminasuA
TpaBmu, OTPYEHHSA, NPOLIEAYPHI YCKNaAHEHHA
MocTnpouenypHa CyanHHa
KpoBoTeya rnceeno-aHeBpuamac

(CLOIEETR]Y
nicnsonepawinHy
aHeMito Ta KpoBoTeuy 3
paH), CUHLI, cekpeLis 3
paHurA

A BiasHaueHo y xofi npodinakTvky BTE y AOpoCAnX NaLieHTiB, SKUM NPOBOAMAM NNaHOBY OMepaLito 3 eH/0NpoTe3yBaHHs Ky/bLLOBOr0 ab0 KOMliHHOIO CYr/o6iB.

B BigsHaueHi B xoai nikyBaHHa TI'B, TEJIA Ta npodinakTuKm iX peuuameis SK Ayxe YacTi Y XiHOK monogLle 55 pokis.

C BigaHavanucs sk HeyacTi Npy NPoBeAeHHI NPOthiNaKTVKy aTepoTPOMBOTUUHUX SBULL, Y NauieHTiB, sKi nepeHecn MKC (Micns yepeswKipHOro BTpyYaHHs).

* ByN0 3aCTOCOBAHO 3a3daserifb BU3Ha4eHW BUOIPKOBUIA Migxia Ao 360py NobGiYHMX peakuiid. OCKiNbKX YacToTa NO6IYHMX peakLii He 36inbLuniach Ta He 6yo ieHTU(iKoBaHO
HOBWX NOGIYHMX peakuii gaHi gocnigxeHHs COMPASSHe 6y/10 BKIHOYEHO /11 pO3paxyHKyY YacTOTW y faHiil Tabnmui.

IHhopMmaLLiss CTOCOBHO OKPEMUX NOBIYHUX PeakLLili

3 ornagy Ha apMakosoriyHui mexaHism i puBapokcabaHy, 3acTtocyBaHHA Kcapento® MoXe CynpoBOMKYBaTUCA MiABULLEHHAM PU3UKY BUHUKHEHHS
BHYTPILLHLOT ab0 BIAKPUTOI KPOBOTeYi Y BY/b-AKMUX TKaHUHAX Ta opraHax, L0 MOXe NPu3BOAMTN A0 NocTreMoparivyHoi aHemii. O3Haku, CUMMNTOMM Ta CTYMiHb
TSXKKOCTI (BKNHOYAKOUM MOXIMBUIA NETa/IbHUIA HacMifoK) BifApPi3HAOTLCA 3a/1eXKHO Bif NoKanizauil Ta BUPaXEHOCTI KpoBoTedi Ta/abo aHemil (auB. po3gin
«[Nepefo3yBaHHA. JTiKyBaHHS KPOBOTEY»). Y XOAI KNIHIYHWUX [OCMIAXKeHb KPOBOTeui 3i CIM30BMX 0B0/I0HOK (Hanpuvikiag HOCOBI KPOBOTEYi, KPOBOTeYI 3 fCEH,




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

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

[NoBigOMAEHHSA NPO HeGaXKaHI NOBIYHI peakLil

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

TepmiH NpUAATHOCTI.
3 poku.

YMoBK 36epiraHHs.
36epiratn y HeaoCTyNHOMY Ans AiTel micui npu Temnepatypi He BuLe 30 °C.

YnakoBKa.

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

no 14 tabnetok y 6nictepi, no 1 (14x1) a6o 3 (14x3) 6nicTepn y KapTOHHIN NayL,i.
TabneTku, BKpMTI 060/10HKOHO, N0 20 Mr:

no 10 abo 14 tabneTok y 6nicTepi, no 2 (14x2) a6o 10 (10x10) 6nicTepiB y KAPTOHHI NauLii.

Karteropis Bignycky.
3a peLenTom.

BupobHuK.
Baitep ATl.

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



