IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

KCAPENTO®
(XARELTO®)

Cknag:

Aitoya peyosmHa: rivaroxaban;

1 TabneTka, BKpuTa nniBKOBOK 060/10HKOI0, MICTUTbL 2,5 M puBapoKcabaHy;

[OMOMI>KHI  PEYOBMHW: LeN03a MIKPOKpUCTaibyHa, HaTPito KpocKapmesnosa, rigpOKCUMpPONiaLentonosa, /1akto3v MOHOrigpaT, MarHio crteapart, HaTpito
naypuncynbar, 3anisa okcug xosTuid (E 172), nonieTuneHrnikonb, Tutany giokeuns (E 171).

Nikapcbka hopma. TabneTku, BKPUTI NAiIBKOBOK 060/10HKOI0.
OCHOBHI (i3nKO-XiMiYHI BNACTMBOCTI: KPYrni ABOOMYK/i TabNeTKN CBIT/I0-XKOBTOIO KOMbOPY 3 TPUKYTHUKOM Ta UMDPoo 2,5 3 0AHOro 60Ky Ta XpecTtonogibHum
NoroTunom «barep» — 3 IHLIOrO.

dapmakoTepaneBTUYHa rpyna. AHTUTPOMOOTIYHI 3aC06M.
Kog ATX BO1A FO1.

dapMako/oriyHi BnacTmnBoCTI.

dapmakoguHamika.

MexaHi3m aii

PvBapokcabaH — BUCOKOCENEKTUBHUI MPAMUIA IHTIBITOp (hakTopa Xa, Lo Mae BUCOKY 6iog0CTYNHICTb NPY NepopasibHOMY 3aCTOCYyBaHHI. BIOKyBaHHS aKTUBHOCTI
(hakTOpa Xa nepepuBac BHYTPILUHI Ta 30BHILLUHI LNAXM KOArynauiiHoro Kackagy, BHacNifJoK Yoro NpUrHivyyeTbcs OpMyBaHHSA TPOMOIHY Ta YTBOPEHHS TPOMOY.
PuBapokcabaH 6e3nocepefHb0 He MPUrHivye akTUBHICTb TPOMOIHY (akT1BOBaHOroO haktopa 1) Ta He BrMBae Ha TPOMOOLUTHI.

PapMakoaNHaMIYHI eeKTU

Mpwv 3acTOCyBaHHI NHOAAM CMIOCTEPIraeTbCs 40303a1eXKHE NPUTHIYEHHA aKTUBHOCTI (hakTopa Xa. PruBapokcabaH NposiB/isie 40303a/1eXKHUI BNINB HA NPOTPOMOGIHOBWIA
yac, WO AOCTOBIPHO KOPE/toe i3 KOHLUEeHTpauieto y nnasmi Kposi (r=0,98), AKWO Ans aHanily BMKOPUCTOBYETLCS Habip Neoplastin. Mpy BUKOPUCTaHHI IHLLIMX
peareHTiB pe3ynbTaTh OyayTh iHWMMKU. MOKa3aHHA WOA0 MPOTPOMOIHOBOroO Yacy BapTO OLiHIOBAaTM B CeKyHAax, OCKinbku MHB (MiXHapogHe HopManizoBaHe
BiJHOLLIEHHSA) BifKkanibpoBaHe 11 NpoBanifoBaHe TifIbKK /19 KyMapyHIB i He MOXKe 3aCTOCOBYBATUCA /151 IHLUMX aHTUKOArysHTIB.

Y xofi KNiHiKo-(hapmMaKonoriyHoro JocnimKeHHS NPUrHiYeHHs hapMakoaMHamikn puBapokcabaHy y 340p0BMX A0POCNX A06PpOBO/bLIB (N=22) NpoBoAUIAaCh OLjiHKa
BNAMBY ofHopa3oBux f03 (50 MO/Kr) KoHueHTpaTis npotpombiHoBoro komnekcy (PCC) gsox pisHux tunis: PCC i3 3 daktopis (haktopu 11, IX Ta X) Ta PCC i3 4
(aktopiB (tpaktopu 11, VII, IX Ta X). Mpwn 3actocyBaHHi PCC i3 3 (hakTopiB CnocTepiranocs 3HWKEeHHA cepefHix 3HadeHb MY (Neoplastin) npubnmnsHo Ha 1,0
cekyHay 3a 30 xBuAWH, a Ha Tni PCC i3 4 (pakTopiB TaKi 3HaYeHHs 3HU3UANCL Ha NpubnmsHo 3,5 cekyHan. Hatomicte PCC i3 3 hakTopiB MaB MOTYXHiLWNiA Ta
LIBUALLNIA 3aranbHUIA BNIMB HA NPUIHIYeHHSA 3MiH B YTBOPEHHI eHZOreHHOro Tpomo6iHy, HiXX PCC i3 4 dakTopis (4vB. po3ain «lepefo3yBaHHs»).

TakoXX pumBapokcabaH [10303a/1eXXHO 30i/blUye aKTMBOBaHWA 4acTKOBWUM TpombonnacTuHoBuin yvac (AYTY) i pesynbTaT HepTest; oAHak Ui napameTpyu He
PEKOMEH/YETLCSA BUKOPUCTOBYBATY AN OLIHKM (hapMaKoAMHamiuyHMX epeKTiB puBapokcabdaHy. IMig yac nikyBaHHS puBapokcabaHOM y MeXax CTaH4apTHOT KNiHIYHOT
MPaKTUKV NPOBELEHHS MOHITOPUHTY NapamMeTpiB 3ropTaHHs KPoBi He NoTpibHe. OfHaK y pasi KNiHIYHOT He06XifHOCTI piBeHb puBapokKcabaHy MoXe OyTU BUMIPSHNIA




3a [J0noMOroto BifiKanibpoBaHMX KifIbKICHUX aHTU-(haKTop Xa TecTiB (41B. po3Ain «PapMakoKiHETUKAE).

KniHivyHa edheKTUBHICTbL | 6e3neKa

CocTpunin KopoHapHuin cuiapom (F'KC)

KniHiuHi gocnimkeHHA puBapokcabaHy 6y NpoBefeHi 3 METOK BM3HAYEHHS ePeKTUBHOCTI npenapaty Kcapento® ansa 3anobiraHHA cMepTi Bif cepLeBo-CYANHHUX
3aXBOPHOBaHb, IHPAPKTY MioKapAa yUn iHCYNbTY B NaLieHTIB, AKi HegaBHO nepeHecnn MKC (iHapKT miokapaa 3 enesauieto cermeHTa ST [STEMI], iH(hapKT mMiokapaa
6e3 enesauii cermeHTa ST [NSTEMI] un HecTabinbHa cteHokapgis [HC]). Y xopai 6a3oBoro nogpiiHoro cninoro gocnigpkeHHs ATLAS ACS 2 TIMI 51 15526
nauieHTiB 6ynn paHAOMI30BaHi y cniBBigHOWeEHHI 1:1:1 Ana NikyBaHHA B OfHIN i3 TpboX rpyn: Kcapento® 2,5 mMr nepopanbHO ABiYi Ha AeHb, Kcapento® 5 mr
nepopanbHO ABiYi Ha [eHb abo nnauebo ABiYi Ha AeHb, WO 3aCTOCOBYBa/MCA pa3oM abo TifbKW 3 auetuncaniumnoBoro kucnotoro (ACK), a6o 3 ACK Ta
TieHonipuguHom (knonigorpenem abo TuknoniguHom). MauieHTn 3 TKC Bikom go 55 pokisB Masn abo LyKpoBuii giabeT, abo iH(apKT Miokapza B aHaMHe3i. CepefHa
TpuBanicTb Tepanii ctaHoBUMa 13 MicALIB Ta 3arasibHa TpMBanicTb Tepanii ctaHoBuna mMaike 3 poku. 93,2 % nauieHTiB oTpumyBain ACK sK cynyTHIO Tepanito
nAtoc TieHonipugaunH Ta 6,8 % — Tinbkn ACK. Cepef nauieHTiB, fKi OTpUMyBav NoABiHY aHTUTpoMboLUTapHY Tepanito, 98,8 % oTpumyBanu Knonigorpesns, 0,9 %
— TiknoniguH Ta 0,3 % — npasyrpesnb. MNauieHT oTpuMyBann nepLuy fo3y npenapaTy Kcapento® npotarom nepiody Bif 24 roanH Ao 7 gHis (B cepefHboMY 4,7 AHA)
nicns rocnitanisauii, ane AkHaMweuawe nicna crab6inisauil MTKC, BKAuaoum nNpoueaypy peBackynspusalii Ta Koy napeHTepasibHa aHTMKoarynsHTHa Tepanis
MOXXe 6y TV MPUMUHEHa.

O6uasa pexxumn nNpuiiomMy prveapokcabaHy (2,5 Mr ABidi Ha AeHb Ta 5 Mr ABidi Ha [eHb Ha T/i CTaHAAPTHOI aHTUTPOMGOLMTApHOI Tepanil) 6ynun eeKTUBHI WOA0
MOJa/IbLLIOI0 3HVMXKEHHSA YacTOTW CepLEeBO-CYAUHHUX Noid. OCKINIbKM peXxum npuinomy pyusapokcabaHy 2,5 Mr [Bidi Ha [jeHb NPU3BOAMB A0 3HVXKEHHS NIETa/IbHOCTI
Ta 6y/10 OTPUMaHO AaHi MPO MeHLWMIA PU3MK KPOBOTEY Y pasi 3aCTOCYBaHHSA puBapokcabaHy B HUXXYIM A03i, npenapat Kcapento® cnijg 3acTocoByBaTvi B 403i 2,5 Mr
ABiYi Ha fieHb Y KoMbiHauii 3 ACK a6o 3 ACK Ta knonigorpenem/TuknonignHom Ans npoMinakTukn aTepoTpoMOOTUYHNX ABULY, Y Aopocnnx nauieHTis nicns FKC 3
MigBULLEHMM piBHEM CepLieBMX BioMapKepis.

MopiBHAHO 3 nnauebo npenapat KcapenTo® 3Ha4YHO 3HMKYBaB YacTOTY NeTa/lbHUX HACMIAKIB Bij CepLEeBO-CYANHHMX 3aXBOPIOBaHb, IHPAPKTY MioKapaa UM iHCY/bTy
(nepBrHHa KOM6iIHOBaHa KiHLUeBa To4YKa). MNepeBara 6yna 3ymoB/eHa 3MeHLLEHHAM KiNbKOCTI NeTa/lbHUX BUMaAKIB Bif, CEPLEBO-CYAMHHNX 3aXBOPHOBaHb, IH(hapKTy
Miokapza Ta nposBuiaca 4OCUTb paHo 3i 36epexxeHHAM CTabiIbHOro NiKyBa/lbHOro eqpekTy MPOTAroM yCbOro nepiogy Tepanii (4ue. Tabnuuto 1). YactoTa BUNagKiB
MacCuBHOT KpOBOTeYi, He NOB’S3aHOT 3 aOPTOKOPOHAPHUM LUYHTYBaHHSAM, 3a BM3HayeHHSM TIMI (OCHOBHWIA MOKa3HWMK 6e3nekn) Gyna BMLLOK Y MauieHTiB, SKi
oTpuMmyBann npenapat Kcapento®, HiXK y nayieHTiB, AKUM 6yN0 npu3HaveHo nnaue6o (ame. Tabnuuto 1). OfHak pisHMUA B YaCTOTi PO3BUTKY NeTa/lbHUX KPOBOTEM,
apTepiasibHOT rinoTeH3il, LWo noTpebysasna NiKyBaHHSA BHYTPILLIHLOBEHHVMW IHOTPOMHMMU MpenapaTaMu Ta XipypriyHoro BTpyYaHHs 415 3yMNUHKX KPOBOTeYI, B Tpymi
Kcapento® Ta nnayebo 6yna craTMcTUYHO He3HaYYLLOH.

Tabnuud 1. NMokKasHUKKM ePeKTUBHOCTI 3rigHo 3 gocnimpkeHHam 11 asm ATLASACS 2 TIMI 51

OG6’eKT JoCNigKEHHSA MauieHTn 3 HewlofaBHO nepeHeceHm T'KCa
NikyBanbHa f03a KcapentoO 2,5 Mr 2 pa3u Ha o6y, N=5114, Mnaue6o
n (%) N=5113
BigHOCHNIA pnank (95 % [11) 3HaueHHs pP n (%)
CmepTb  Bif  CepLeBO-CyAMHHOTO 313 (6,1 %) 376 (7,4 %)
3aXBOPIOBaHHA, IH(apKT Miokapaa 0,84 (0,72; 0,97) p = 0,020*
abo iHCYnbT
CwmepTb BHaCNig0K Oy ab-SKoT 320 (6,3 %) 386 (7,5 %)
npuynHK, IHAPKT Miokapga abo 0,83 (0,72; 0,97) p = 0,016*
IHCY/IbT




CmepTb  BiI  CepueBO-CYAWUHHOrO 94 (1,8 %) 143 (2,8 %)
3aXBOPHOBAHHSA 0,66 (0,51; 0,86) p = 0,002**
CwmepTb BHaCNifoK Oy ab-aKoT 103 (2,0 %) 153 (3,0 %)
NPUYMHU 0,68 (0,53; 0,87) p = 0,002**

a moamndikoBaHMiA aHani3 NonynsaLii BCix paHa0Mi30BaHUX MaLieHTiB

b nopiBHsIHO 3 NNaLe60; 3HaYeHHS! P ANst NIOTPAHIOBOrO KPUTEPIto

* CTaTUCTMYHA Mnepe.ara
** HOMiHa/IbHa 3HauyLLiCTb

Tabnuuga 2. NMokasHuKM 6e3nekn 3a gaHumm gocnimgkeHHs 11 gasm ATLASACS2 TIMI 51

O6’eKT foCnigKeHHS MauieHTn 3 HewoaBHO nepeHeceHM T'KCa
NikyBasnbHa f03a KcapenToO 2,5 Mr 2 pa3u Ha 406y, N=5115, Mnaue6o
n (%) N=5125
BigHOCHMI puank (95 % [1) 3HauYeHHs pP n (%)
MacuBHI KpoBOTeYi, He MoB’A3aHi i3 65 (1,3 %) 19 (0,4 %)
a0pTO-KOPOHAPHUM LUYHTYBaHHAM 3a 3,46 (2,08; 5,77) p = <0,001*
BM3Ha4eHHAM TIMI
NetanbHi KpoBoTEUi 6 (0,1 %) 9 (0,2 %)
0,67 (0,24; 1,89) p = 0,450

CUMNTOMHWUIA  BHYTPILLHbOYEPENHNIA 14 (0,3 %) 5(0,1 %)
KPOBOBW/NB 2,83 (1,02; 7,86) p = 0,037
ApTepianbHa rinoTeHsig, Lo 3(0,1%) 3(0,1%)
noTpebysana NiKyBaHHS
BHYTPILUHbOBEHHUMU  IHOTPOMHUMM
npenaparamm
XipypriyHe BTpy4YaHHs 3 NpUBOAY 7(0,1%) 9(0,2 %)
KpOBOTeMi, L0 He CMMHAETLCA
MepenvBaHHA 6inblie 4 OAWMHULb 19 (0,4 %) 6 (0,1 %)
KpOBi NPOTArom 48 roguH

anonynsuis nauieHTiB, B sKili NPOBOAUTLCS OLLiHKA 6E3MEKM i iKa OTPUMYE NiKyBaHHS

b NOPIBHSAHO 3 Nauebo; 3Ha4YeHHs p ANS NOrPaHroBro KpUTepito

* CTaTUCTMYHO 3HAYYLLMIA MOKA3HMK

llwemiyHa xsopoba cepus (1XC) / 3axBoproBaHHs nepudepnyHmx apTepiin (3MA)

Y xogi pocnigpkeHHs 111 ¢asm COMPASS (27395 nauieHTiB) MPOAEMOHCTPOBAHO edieKTMBHICTL Ta 6e3neky npenapaty Kcapento® pns npoinakTuku

CepueBo-CyANHHOT CMepTI, IHPapKTy Miokapaa, iHCYbTy Y nauieHTiB 3 IXC abo CMMNTOMHMM 3aXBOPHOBaHHAM nepudepnyHnx aptepiit (3MA) i3 BUCOKMM PU3NKOM
ILemMivyHUX ABuILL. MauieHTn 6ynn Nif CNOCTEPEXXEHHAM Y CepeHbOMY NMPOTArom 23 MicALiB Ta MaKCUMyM — 3,9 poKy.
MayieHTn 6e3 HeobXiAHOCTI TPUBAIONO NiKYBaHHSA iHriGiTOpaMn NPOTOHHOT NOMMK 6y paHAOMI30BaHiI 415 OTPMMaHHA NaHTonpasony abo nnauebo. Yci nayieHTu



(78,0% 4onoBiku, 22,0% XiHKK) 6ynn paHAOMi30BaHi y criBBigHOLWEHHI 1:1:1 Ana nikyBaHHA B OAHIN i3 TpbOX rpyn: Kcapento® 2,5 Mr 2 pasun Ha feHb Yy KOMOiHauii
3 ACK 100 mr 1 pa3 Ha aeHb, Kcapento® 5 Mr 2 pasum Ha geHb abo Tinbkn ACK 100 Mr 1 pa3 Ha fieHb Ta 1X BignoBigHi nnaue6o.

MauieHT 3 IXC manm IXC 3 6aratoCyavHHUM YpaXkeHHsAM Ta/abo nepeHeceHUid iH(apKT Miokapga. [Ans nauieHTiB BiKOM L0 65 pokiB HEOOXiZHMMU KpUTepiaMu
BK/IIOUYEHHS Y AOCNIMKEHHSA OyNn aTepoCKIepo3 i3 3a/lyYeHHsIM LOHaiMeHLLe ABOX CYAMHHUX GaceliHiB abo LIOHaliMeHLle i3 ABOMa A0AaTKOBMMU (haKTopamu
PU3NKY.

MauieHT i3 3axXBOPHOBaHHAM nNepuepuYHNX apTepiin Manu abo nepeHeceHi XipyprivHi BTPyYaHHs, Taki K KOpPOHapHe LWYHTYBaHHA abo nepKyTaHHa
TpaHC/OMiHapHa aHrionnacTka, abo amnyTauito CTOMM Yy 3B’A3KY i3 3aXBOPKOBaHHAM apTepiasibHUX CyAuH, abo MnepeMidkHY Ky/braBiCTb i3 CMiBBIAHOLLIEHHAM
apTepianbHOro TUCKY HMXKHIX KIHLIBOK [0 apTepianbHOro TUCKY BEPXHIX KiHLIBOK < 0,90, abo 3HauyLLuii CTEHO3 NepudepuyHoi apTepil, abo NepeHeceHy KapoTuaHy
peBacKynspu3auito, abo 6e3CMMNTOMHUIA CTEHO3 COHHOT apTepii = 50%.

KpuTepisiMu BUKKOYEHHS Oynn, 30KpeMa, HeobXiAHICTb Npu3HaYeHHs MOABIAHOT aHTMarperaHTHoI Tepanii abo iHwnx He-ACK aHTuarperaHTie, abo nepopasibHuX
aHTMKOArynsHTiB. TakoX BUKIHOYaIUCS NaLieHTH i3 BUCOKMM PU3MKOM PO3BUTKY KPOBOTeY abo CepLieBO0 HEAOCTATHICTHO 3 (hpakuieto Bukngy < 30%, a6o Il um 1V
(yHKLOHa/IbHAM KNacoMm 3a knacudikaieto Hbto-MopKebKoi acoujiauii kapgionoris, abo 6yab-AKAM NMepeHeceHnM MPOTATOM OCTaHHLOrO MICALS iLLeMiUHNM
HenakyHapHUM iHCYbTOM, 860 remopariyHMM Y NakyHapHUM iHCY/1bTOM B @aHaMHE3I.

MpenapaT Kcapento® 2,5 Mr 2 pasu Ha feHb y KoMGiHauil 3 ACK 100 mr 1 pa3 Ha fgeHb nepesepllyBaB ACK 100 Mr y 3HWKEHHI pu3nKy KOMOGiHaLil nogiin
CepueBo-CyANHHOT CMepTi, IH(hapKTy MioKapAa, iHCYbTy (AMB. Tabnuuto 3).

Y naujieHTiB, siKi nikyBanucs npenapatoM Kcapento® 2,5 Mr 2 pasu Ha AeHb Y KombiHauii 3 ACK

100 mr 1 pa3 Ha fAeHb nopiBHsHO 3 ACK 100 mr, Big3Ha4yanacs AOCTOBIPHO BMLLa 4acTtoTa MOAIA MEPBMHHOrO MoKasHWKa 6e3nekn (MacMBHa KpoBOTeva 3a
MoAMMDiKoBaHMM BU3HaYeHHAM |STH) (auB. Tabnuuto 4).

MepeBara npenapaty Kcapento® 2,5 mr 2 pasu Ha feHb Yy kKombiHauii 3 ACK 100 mr 1 pa3 Ha feHb nopiBHaHO 3 ACK 100 mr criocTtepiranack A/1f nNepByHHONO
nokasHuka egekTeHocTi BP=0,89 (95 % Al 0,7-1,1) y nauieHTiB =75 pokiB (4acToTa nogiv 6,3 % nopisHaHo 3 7,0 %) Ta BP=0,70 (95 % Al 0,6-0,8) y naujieHTiB
<75 pokiB (3,6 % nopisHAHO 3 5,0 %). MigBULLEHHA PU3NKY NOAIA MacUBHOI KpOBOTeYi 3a MOAM(iKOBaHUM BuU3HadYeHHAM |STH ctaHoBuno BP=2,12 (95 % Al
1,5-3,0) y nauieHTiB =75 pokis (5,2 % nopisHAHO 3 2,5 %) Ta BP=1,53 (95 % Al 1,2-1,9) y nauieHTiB <75 pokiB (2,6 % nopisHAHO 3 1,7 %).

3acTocyBaHHs naHTonpasony y Ao3i 40 Mr oAuH pa3 Ha o6y [404aTKOBO 40 aHTUTPOMOOTUYHOIO NiKapCbKOro 3acoby y NawieHTiB, AKi He Mann KNiHIYHOT NoTpedbun B
iHri6iTopax NPOTOHHOT NOMMK, He BUSBW/IO NepeBar y NpoMinakTuLi ypaxeHb BEpXHixX BiA4iNis LWTYHKOBO-KULLKOBOr0 TPakTy (a caMe CyKYMHOCTI NOZi KpoBoTeui 3
BEpPXHiX BIiAAiNiB LUNYHKOBO-KALIKOBOIrO TPakTy, BUPa3KM BEPXHiX BiAdiNiB LUNYHKOBO-KALIKOBOrO TpakTy abo O6CTPpyKUiT uM nepdopauii BepxHiX Biaainis
LLTYHKOBO-KMLLIKOBOrO TpakTy); YacToTa NOAil i3 60Ky BEpPXHiX BifA4iNis WAYHKOBO-KULLKOBOro TpakTy cTaHoBMMa 0,39 Ha 100 nauieHTO-poKiB Y rpyni 3aCTOCYBaHHA
naHTonpasony y fo3i 40 Mr oguH pas Ha o6y Ta 0,44 Ha 100 nawieHTo-poKIB y rpyni 3acTocyBaHHA nnauebo oanH pas Ha fo0y.

Tabnuua 3. NMokKasHUKM epeKTUBHOCTI 3a gaHuMu gocnimkeHHs 111 hasu COMPASS

O6’eKT foCNigKEHHS MauieHTn 3 IXC/3MA 2@
JikyBanbHa go3a KcapentoO 2,5 mr ACK 100 mr 1 pas Ha
2 pasut Ha o6y y AoGy
KoMOGiHauii 3 ACK N=9126
100 mr 1 pa3 Ha foby
N=9152
MayieHTn 3 KM % MayieHTn 3 KM % BP 3HaYeHHs p b
ABMLLLAMM ABMLLLAMM (95% Al)




O06’eKT AOCNIMKEHHS

MauieHTn 3 IXC/3MA @

JlikyBanibHa 403a KcapentoO 2,5 Mr ACK 100 mr 1 pa3 Ha
2 pasut Ha o6y y foby
KoMmbGiHauii 3 ACK N=9126
100 mr 1 pa3 Ha foby
N=9152
MaujieHTn 3 KM % MauieHTn3 | KM % BP 3HaueHHs p P
ABMLLAMU ABMLLAMU (95% A
IHCYNbT, iH(apKT
Miokapza abo cMepTb Bif 0 0 0 0 0,76 _ .
CEPLIEBO-CY/MHHOMO 379 (4,1%) 5,20% 496 (5,4%) 7,17% (0,66: 0,36) p = 0,00004
3aXBOPHOBAHHS
0,58
0 0, 0 0, ’ -
IHCYnbT 83 (0,9%) 1,17% 142 (1,6%) 2,23% (0,44: 0,76) p = 0,00006
. 0,86
0 0 0, 0 ! =
IHhapKT MioKapaa 178 (1,9%) 2,46% 205 (2,2%) 2,94% (0,70; 1,05) p =0,14458
CwmepTb Bif 078
cepueBo-CyANHHOIOo 160 (1,7%) 2,19% 203 (2,2%) 2,88% © 64" 0,96) p = 0,02053
3aXBOPHOBaHHS T
CwmepTb BHaCMiAoK 0 0 0 0 0,82
By1b-KOT MPUYMHN 313 (3,4%) 4,50% 378 (4,1%) 5,57% (0,71: 0,96)
: L 0,55
0, 0 0 0, !
["ocTpa iweMist KiHLiBKK 22 (0,2%) 0,27% 40 (0,4%) 0,60% (0,32: 0,92)

A CcTaTUCTUYHWIA aHani3 yCix paHa0Mi30BaHUX MaLieHTiB, NePBUHHIIA aHani3

b nopisHsiHO 3 ACK 100 Mr; 3HaUeHHS p f/15 I0rPaHrOBOTO KpUTEPitO
* CTATUCTMYHO MepeBepLUYoYe 3HVKEHHS YacTOTY NOZiN NepBUHHOIO NOKa3HUKA ePeKTUBHOCTI

[l — foBipunii iHTepBan

KM % — oujiHka KyMynsTUBHOIO pU3nKy, po3paxosaHa Ha 900-my AHi 3a KannaHoM—Maiiepom

Tabnuud 4. NMokasHukmM 6e3neku 3a gaHumu gocnigxeHHs 11 dgasm COMPASS




O6’eKT pocnifKeHHs MauieHTn 3 IXC/3MNA2
JlikyBanbHa go3a KcapenTtoO 2,5 mr ACK 100 mr 1 pa3 | BigHOCHWiA py3nK
2 pasu Ha foby y Ha [o6y (95 % Al)
KoMmbiHaLjii 3 ACK N=9126
100 mr 1 pa3 Ha go6y, 3HaueHHs pP
N=9152 N (KyMynsTuUB-HUi
N (KyMynSTUBHWIA PU3KK, pu3ViK, %)
%)
MacuBHi KpoBoTeui 288 (3,9%) 170 (2,5%) 1,70 (1,40;2,05)
(MoaMdikoBaHe BU3HaYeHHS, p < 0,00001
ISTH)
NeTanbHi KpoBoTeYi 15 (0,2%) 10 (0,2%) 1,49 (0,67;3,33)
p = 0,32164

CvMnTOMaTMyHa KpoBoTeYa y 63 (0,9%) 49 (0,7%) 1,28 (0,88;1,86)
KPUTUYHWI opraH (HeneTasibHa) p=0,19679

KposoTeya y micui 10 (0,1%) 8 (0,1%) 1,24
XipypriyHoro BTpy4aHHs, Lo (0,49;3,14)
noTpebye NOBTOPHOIO p =0,65119
ornepaTMBHOMO BTPYYaHHS
(HeneTanbHa, He Y KPUTUYHUIA
opraH)

KpoBoTeua, L0 Npun3Bena 4o 208 (2,9%) 109 (1,6%) 1,91 (1,51;2,41)
rocnitanisayii (HeneTa/bHa, He 'y p < 0,00001
KPUTUYHWIA OpraH, He NoTpebye
MOBTOPHOIO ONepaTBHOIO
BTPYYaHHs)

3 nepebyBaHHAM B 172 (2,3%) 90 (1,3%) 1,91 (1,48;2,46)
rocnitani BHoui p < 0,00001

Be3 nepebyBaHHS B 36 (0,5%) 21 (0,3%) 1,70 (0,99;2,92)
rocnitasi BHoui p = 0,04983
MacuBHa LL/TYHKOBO-KMLLKOBa 140 (2,0%) 65 (1,1%) 2,15 (1,60;2,89)
KpoBoTeya p < 0,00001
MacvBHa BHYTpiLLHbOYEepenHa 28 (0,4%) 24 (0,3%) 1,16 (0,67;2,00)
KpoBoTeya p = 0,59858

aCTaTUCTUYHWIA aHani3 yCix paHA0Mi30BaHMX NaUieHTiB, NEPBUHHMIA aHani3
b nopisHaHO 3 ACK 100 Mr; 3Ha4eHHS P [/1s1 I0rPaHroBOro KPUTEPIto

[l — poipunii iHTepBan

KymynatuBHuiA pusmnk — ouiHka3a KannaHom—Maiiepom Ha 30 MicAui



ISTH — Mi>xHapofHe TOBap1CTBO 3 BUBYEHHS TPOMBO3Y Ta reMoCTasy

IXC i3 cepLeBO0 HEAOCTATHICTIO

HocnipkeHHs COMMANDER HF Bkntoyano 5022 nauieHTH i3 cepLeBot0 HeAOCTaTHICTIO Ta BUPAXEHOH iLeMiYHOK XBOPOOOK cepusa micns rocnitanisauii 3
npuBoay AeKoMneHcauii cepueBoi HegoctaTtHocTi (CH), skux 6yno paHAoMi30BaHO B rpyny, WO OTpMMyBana puBapokcabaH 2,5 Mr Agidi Ha fgeHb (N = 2507) Ta
rpyny, wo otpumysana nnauebo (N = 2515). 3arasibHa MefliaHa TPMBaNOCTI NiKyBaHHS cTaHOBMMA 504 aHi.

Y nauieHTiB mana 6yt cumntoMHa CH npoTarom npuvHaimHi 3 MicauiB i3 pakuieto BUKAAY NiBoro wyHouka (PBJIL) < 40 %, 3a0KyMeHTOBaHOK NPOTAroM
POKY HanepeaoAHi BKNKOYEHHS Y AoCNiMKeHHA. Ha noyaTKy AocnifpKeHHA MefiaHa (pakuii Bukunay craHosuna 34 % (IQR: 28-38 %); 53 % nauieHTiB manim CH I11
um |V hyHKLIOHaNLHOrO Knacy 3a Knacudikauieto Hoio-opkebkoi acouiauii kapgionoris (NYHA).

MepBMHHWIA aHani3 epeKTUBHOCTI (TOBTO CYKYMHICTb MOAiA CMepTi 3 YCiX NpuymH, IM abo iHCYNbTy) He MOKasaB CTaTUCTMYHO 3HAYYLLOT Pi3HULE MK Fpymnoto
pmBapokcabaHy 2,5 Mr Ta rpynot nnaue6o 3 BP = 0,94 (95 % Al 0,84-1,05), p = 0,270. INMoKa3HUK CMEPTHOCTI 3 YCiX MPUYMH He BiApi3HABCA B rpynax
puBapoKcabaHy Ta nnauebo 3a KinbKicTio nogiin (4actoTta nogivi Ha 100 nauieHTo-pokis; 11,41 npotun 11,63, BP: 0,98; 95 % Al: 0,87 go 1,10; p = 0,743). YacToTa
Bunaakis IM Ha 100 nauieHTO-pOKiB B rpynax pvBapokcabaHy Ta nnaue6o ctaHoBuna 2,08 ta 2,52 (BP 0,83; 95 % Al: 0,63 go 1,08; p = 0,165), a yacToTa nofil
iHCYnbTy Ha 100 nauieHTo-pokiB — 1,08 1a 1,62 (BP: 0,66; 95 % Al: 0,47 no 0,95; p = 0,023) BignoBigHO. OCHOBHWIA NOKa3HMK 6e3nekn (TOO6TO CYKYMHICTb
neTanbHUX KPOBOTEY ab0 KPOBOTEY Y KPUTUYHUIA OpraH, Lo MOXYTb NPU3BECTM [0 CTIKOI BTpaTK npauesfaTHocTi, cnoctepirascs y 18 (0,7 %) nauieHTiB y rpyni
NiKyBaHHSA puBapokcabaHoM 2,5 mr agidi Ha o6y Ta 'y 23 (0,9 %) nauieHTiB y rpyni nnaue6o (BP = 0,80; 95 % Al 0,43-1,49; p = 0,484). ¥ rpyni pmBapokcabaHy
crnocTepiranocs CTaTUCTUYHO 3Hadylle MiABWLLEHHA YaCcTOTW NOAIA MacMBHOT KPOBOTeYi 3a BM3HaveHHsM |STH nopiBHAHO 3 nnaue6o (vactota nogi Ha 100
nawieHTo-pokis: 2,04 1a 1,21 (BP 1,68; 95 % Al: 1,18-2,39; p = 0,003) BignosigHo).

B nigrpyni nauieHTiB i3 NErKo Ta NMOMIPHOK CEpLEBOKD HEAOCTaTHICTIO eeKTU NiKyBaHHS puBapokcabaHoM B gocnimkeHHi COMPASS 6ynu aHanoriyHumMm
ehekTam, WO crocTepirannck B yCin nonynauii gocnigkeHHs (ame. posgin IXC/3MA).

MauieHTV 3 NO3NTUBHUMW Pe3ybTaTamMn TECTY A5 TPbOX aHTUMOCHONIMIAHUX aHTUTIN

PuBapokcabaH 6yno MOpiBHAHO i3 BaphapvHOM Yy MNauieHTiB 3 TPOMOO30M B aHaMHe3i 3 AiarHOCToBaHUM aHTudochoninigHnm cuHapomom (ADPC) 3 BUCOKUM
PU3NKOM TPOMBOEMOONIYHMX ABULY, (MO3UTUBHI pe3ynbTaT ANs BCiIX TPbOX aHTU(OCHONINiLHUX aHTUTIN: BOBYAKOBUWA aHTWUKOArYNAHT, aHTUKapAioNiniHOBI
aHTWTING, aHTU-6eTa-2-rNiKoNpoTelH | aHTUTING) Y paHA0Mi30BaHOMY BiAKPUTOMY MY/bTULLEHTPOBOMY COHCOPOBAHOMY LOCNIAHMKAMMN KNiHIYHOMY BMNPOOYBaHHI i3
«3aCninaeHo» OLIHKOK KiHUEBOT TOYKW. [LocnigpkeHHs Oyno MpUNUHEHO [OCTPOKOBO Micis BKAKOYEHHA 120 nauieHTiB BHACNiLOK 3POCTaHHSA 4acToTy
TPOM60eMOONIYHNX ABWLL, Yy MaLieHTIB, AKi NpuiimMany pueapokcabaH. CepefHiil nepiof cnocTepeXkeHHs cTaHOBMB 569 AHIB, 59 nauieHTiB 6yn0 paHLO0Mi30BaHO B
rpyny 3acTocyBaHHsA puBapokcabaHy B f03i 20 Mr (15 mMr ana nauieHTIiB 3 KipeHCOM KpeaTuHiHy < 50 mn/xB) i 61 — BapdapuHy (MHB 2,0-3,0). TpoMGOTHYHI
ABumLLa 6ynmy 12 % nauieHTiB, paHAOMI30BaHUX B Ipyny 3aCTOCYBaHHA puBOpoKcabaHy (4 iLeMiyHUX THCYNbTU Ta 3 IH(apKTU Miokapaa). He 6yno 3apeecTpoBaHo
TpomM60emMbONIYHMX SBMLLY Y NauieHTIiB, paHAOMI30BaHMX B rpyny 3acTocyBaHHSA BaptapuHy. Benuki KpoBoTeui cnocTepirannca y 4 nauieHTtis (7 %) rpynu
pmBapoKcabaHy Ta 2 nauieHTis (3 %) rpynu BapgapuHy.

3acTocyBaHHA AiTAM

€Bponeincbka MeuyHa areHuis Bigknana 3060B’s13aHHA CTOCOBHO MOAAaHHSA pe3ynbTaTiB AOCNIMAKeHb i3 3aCTOCyBaHHA npenapaTy Kcapento® ofHin abo KinbKom
nigrpynam gitei ans nikyBaHHA TPOM60eMO0NIYHNX YCKIaAHEHD.

€Bponelicbka MefMyHa areHuisi BiAMOBMMACS Bif npaBa BMMaraTy BMKOHAHHS 3000B’A3aHHSI CTOCOBHO MOAAHHSA pe3ynbTaTiB AOCNIMAXKEHb i3 3aCTOCYBaHHSAM
npenapaty Kcapento® ycim nigrpynam fitei gns nonepepkeHHs TpoM60eMO0/TIYHNX YCKNaAHEHb (AMB. TaKoX po34in «Cnocib 3acTocyBaHHS Ta [403U»).
dapmakoKiHeTVKa.

BCMOKTYBaHHS

PrBapokcabaH LUBWAKO BCMOKTYETLCA; MaKcMMasibHa KOHLEHTpaLis (Cpgy) AOCAraeTbes Yepes 2- 4 roguHu nicns npuiomy TabneTku.




Mpn nepopanbHOMY 3aCTOCYBaHHI puBapoKcabaH MaiiXKe MOBHICTHO BCMOKTYETHCA i MOro 6iof0CTynHICTb nicng npuiiomy o3 2,5 mMr Ta 10 Mr € BMCOKOK Ta
cTtaHoBUTL 80- 100 % HesanexHo Bif npuiomy ixi. 3acTocyBaHHS TabneTok pusapokcabaHy 2,5 mr, 10 Mr nig yac BxuBaHHA iXi He BnavBae Ha AUC Ta Chax

pmBapokcabaHy. MpenapaT Kcapento®, TabneTkn 2,5 mr Ta 10 Mr, MOXKHa NpuiimMaTii He3aNeXXHOo Bif BXXMBaHHS 1XKI.

dapMaKoKiHeTVKa prBapoKcabaHy HabMXaeTbCs 40 NiHINHOT NPY 3aCTOCYBaHHI Oro B f03ax [0

15 mr 1 pa3 Ha fo6y. PapmakoKiHeTMKA puBapoKcabaHy XapaKTepuayeTbCs MOMIPHOK MIH/IMBICTIO; IHAMBIAYanbHA MIHAMBICTL (BapialinHWin KOeqilieHT) CTaHOBUTb
Big 30 8o 40 %.

BCMOKTYBaHHSA pyBapoKcabaHy 3a/1eXuThb Bif, MiCLA MO0 BUBINIbHEHHS Y LLNYHKOBO-KULIKOBOMY TpaKTi. JlocnigkeHHs nokasanu 3HuxeHHA AUC Ha 29 % Ta Cipax
Ha 56 % npu 3acTOCyBaHHI rpaHynsATy puBapokcabaHy 3 BUBIIbHEHHAM [iOYOT PEYOBMHWM B MPOKCUMASIbHOMY BiAfiNi TOHKOrO KWLIEYHMKA MOPIBHAHO 3
Tab6/1eTOBaHOK (HOpMOKD. EKCNO3umLis 3MeHWYETbCS We 6ifblue NpU BMBISIbHEHHI AiOY0I PEYOBMHU B AMUCTa/IbHOMY BifAiNi TOHKOrO KMLIEYHMKA YN BUCXIAHIN
4aCTMHI 06040B0I KALWKW. TakKUM YMHOM, CNiJ YHUKATV BBEAEHHA pUBApPOKCabaHy AUCTaNbHILLE LUYHKA Yepe3 MOX/IMBE 3HVKEHHA abcopbuil Ta BiAMNOBIgHOIO
BMN/IMBY Ha €KCNO3nLit0.

BiogocTynHicTb (AUC Ta Cyga¢) PvBapokcabaHy 20 Mr, NpusHauyeHoro nepopasbHo y BUINA4i nofgpibHeHoT TabneTku, 3miaHoi 3 46ny4yHnM nrope abo BOOM0, Ta
BBELEHOro 4Yepe3 LUIYHKOBUIA 30HA Ge3nocepedHbO Mepef NPUMnOMOM pigKol Ki, aHanoriyHa i3 6i0f0CTYNHICTIO puBapokcabaHy, MNPUAHATOIO Yy BUrAAAi Linoi
TabneTkn. BpaxoBytoun nepefgdaqyBaHuii 4030MPONOPLIAHAI (apMaKOKIHETUYHWIA NPOginb puMBapokcabaHy, faHi LoA0 6i0A0CTYMHOCTI, OTPMMaHi B LbOMY
AOCNIAXKEHHI, IMOBIPHO, CTOCYHOTLCA | HUXXUMX [103 pUBapoKcabaHy.

Po3nogin

B opraHi3mi noguHu Ginblia YacTnHa prBapokcabaHy (92- 95 %) 3B8’a3aHa 3 Gifikamy M1asMu, OCHOBHUM 3B’S3YHOUMM KOMMOHEHTOM € CUPOBATKOBMWIA anibOyMiH.
O6’eM po3noginy — cepefHiil, Vss cTaHOBUTb Nprn6an3Ho 50 1.

MeTab0ni3M | BUBEIEHHS 3 OPraHiamy

PunBapokcabaH BMBOANTLCA NEPEBAXHO Y opmi MeTaboniTiB (MP16AN3HO %5 NPUAHATOT 403K), MPUYOMY MOJIOBUHA 3 HUX BUBOAUTLCA HAUPKaMWK, a iHLIa Mo0BNHA — 3
Kanom. ¥ [o3n nigndrae nNpsamii HUPKOBIN eKCKpeLii 3 ceveto y BUINALI He3MiHEHOI aKTUBHOI PEYOBMHU, FOIOBHUM YMHOM, 32 [AOMOMOIOK aKTUBHOT HUPKOBOT
cekpeLir.

MeTaboni3am puBapokcabaHy 34iicHIOOTL i3o0depmeHT CYP 3A4, CYP 232, a TakoX (PepMeHTH, He3anexHi Bif cuctemu LuToxpomy P. OCHOBHUMW AinsHKamu
6ioTpaHcdopmauii € MopthosiiHOBa rpyna, Wo NifaaeTbCs OKUCHOMY PO3KNafaHHLo, | aMigHi rpynu, ski NignaratoTs rigponisy.

3rigHo 3 OTPMMaHUMK in vitro gaHUMK, puBapokcabaH € Cy6cTpaTom 415 6iNKiB-NepeHOCHMKIB

P-gp (P-rnikonpoteiHy) i Berp (6ika pe3ucTeHTHOCTI 40 paKy MOIOYHOT 3a/1031).

He3miHeHWin puBapokcabaH Bifirpae Hanbifbll BaXKAMBY POb Y MHOACLKIA Mnasmi, BaXIMBI abo akTWBHI LMPKYyoYi MeTaboniTi B nnasmi He BUSB/EHI.
PvBapokcabaH, CUCTEMHWI KNipeHC SKOro cTaHoBMTb NpnbamsHo 10 n/rog, moxe 6yTW BIAHECEHUIA A0 NIKAPCbKUX PEYOBWMH 3 HU3bKUM PiBHEM KiipeHcy. MMicna
BHYTPILLUHbOBEHHOI 0 3aCTOCYBaHHA 4031 1 Mr nepiof HaniBBMBEAEHHS CTaHOBUTb 6/1M3bKO 4,5 rognHu. Mpu nepopasibHOMY 3aCTOCYBaHHI eniMiHaLis 06MeXyeTbCa
LUBMAKICTIO abcopbuii. TepmiHasbHWIA Nepiof HaniBBNBELEHHS prBapoKcabaHy i3 Mna3mmn KpoBi CTaHOBUTL Bif

510 9 rogvH y monofamx nauieHTis i Big 11 a0 13 roguH — y NauieHTIiB NiTHLOIO BiKY.

OcobnuBi KaTeropii

CtaTtb

Y 40NOoBIKIB i XXIHOK K/TiHIYHO 3HaYYLLMX Bi4MIHHOCTEN (hapMaKOKIHETUKM Ta (hapMaKOLUHAMIKU He BUSIB/IEHO.

MayieHTn NiTHLOrO BiKy



Y nauieHTiB NITHLOr0 BiKY KOHUEHTpauil pusapokcabaHy y nnasmi KpoBi BULLi, HDK Yy MOMOAUX MauieHTiB; cepefHe 3HaveHHds AUC npubnusHo B 1,5 pasa
nepeBULLLYE BifNOBIAHI 3HAYEHHS Y MOJIOAMX NALiEHTIB, FOMIOBHUM YMHOM, BHACNIJOK 3HMXEHOro (YSBHOr0) 3ara/lbHOro HUPKOBOIrO KnipeHcy. Kopekuis fo3n He
noTpibHa.

Maca Tina nauieHTa

3aHafTo Mana abo Benvka mMaca Tina (MeHwe 50 Kr abo 6inblie 120 Kr) nuile He3HaYHO BMMBAE HA KOHLEHTPaLit0 pvBapokcabaHy B niasMi KpoBi (PO3XOMKeEHHS
CTaHOBUTb MeHLUe 25 %). Kopekuisi 031 He noTpibHa.

Mi>KeTHi4Hi 0c06AMBOCTI

KniHIYHO 3HauylWmMX PO3XOMKeHb (apmakoKiHeTukn (PK) i dapmakoamHamikm (P) puBapokcabaHy Yy nNauieHTIB €BPOMENCHKOT, afpo-aMepuKaHCbKOT,
NaTNHOAMEPUKAHCLKOI, AMOHCHKOT ab0 KUTaNCbKOI ETHIYHOT NPUHANEXHOCTI He crocTepiranu.

MeyviHKOBa HEAOCTATHICTb

Y XBOpMX Ha LMPO3 MeyiHKM 3 Nerko MeviHKOBOK HefdocTaTHICTIO (knac A 3a Knacudikauieto Yainga- M°10) crnoctepirany nuwie Hes3HavyHi BiAMIHHOCTI
(hapMaKoKiHETUKI pmuBapokcabaHy (y cepefHboMy 1,2-pa3oBe 36i/bLieHHs nokasHuKiB AUC), Wwo Maike 36iranucsa 3 napameTpamu, BiAMIYEHUMU Y KOHTPO/bHIN
rpyni 340poBux fO6POBO/bLLIB.

Y XBOPUX Ha LMPO3 MEeYiHKM i3 Ne4iHKOBOK HeJOCTATHICTIO cepefHbOol TAXKKOCTI (Knac B 3a knacudikauieto Yainnga- M’to) cepegHss AUC puBapokcabaHy byna
3Ha4Ho nigsuLeHa (2,3 pasa) NOPIBHAHO 3 TaKOK Y 340p0BMX A06p0oBOsbLiIB. AUC He3B’A3aHOT peyoBUHN NiABULLYBaNach y

2,6 pasa. Y umx nauieHTiB TaKoX Bifi3Ha4yasin 3HMXKEHEe BUBELEHHA pvBapoKcabaHy 3 ceyelo, XapaKTepHe ANS MauieHTIB 3 HMPKOBOK HeJOCTaTHICTIO CepeAHboT
TSXKKOCTI. Hemae gaHnX LWOAO NaUieHTIB 3 TAHKKUM NOPYLLEHHAM (YHKLUIT NEYiHKN.

Y nauieHTIB i3 MeYiHKOBOI HeJOCTATHICTIO CepPefHbOT TAXKKOCTI MPUTHIYEHHS aKTUBHOCTI (pakTopa Xa 6y/0 BUpakeHe CUsbHiLle (2,6-KpaTHe PO3XOLKEHHS), HXK Y
3[0pOBUX A06P0BONbLIB. MY TakoX (2,1-KpaTHO) NepeBuLLYBaB NMOKa3HMKM 340P0BMX A0OPOBO/bLIB. MaLieHTV 3 NOPYLUEHHAM PYHKLIT MeYIHKN cepeHbOT TAXKKOCTI
Oy BiNbL YYTIMBMMM [0 pyUBapoKcabaHy, WO NpU3BoAUII0 40 6inbL KpyTOT KprBoT ®K/P [ 3aneXKHOCTI MiXK KOHUeHTpauieto Ta IMY.

MpenapaT Kcapento® npoTuUnokasaHWil A0 3aCTOCYBaHHS MaljieHTaM i3 3aXBOPHOBAHHAMM MEYiHKM, WO CYMNPOBOAKYHOTLCS KOarynonaTieto Ta KNiHIYHO 3HauyLMM
PU3NKOM PO3BUTKY KPOBOTEYI, y TOMY YMC/i XBOPUM Ha LMp0o3 nediHku Knacy B i C (guB. po3gin «poTunokasaHHN»).

HupkoBa HeOCTATHICTb

BifzHavanocs 36i/bLUeHHSA eKCMO3ULLIT puBapoKcabaHy, ke KOPestoe 3i 3HXEHHAM (DYHKLIT HUPOK, LLIO BU3HAYa/IM 3a KNIPEHCOM KPeaTuHIHY.

B oci6 3 nerkum (knipeHc KpeaTuHiHy 50- 80 Mn/XB), cepeHbOT TXKKOCTI (KNipeHC KpeaTuHIHY

30- 49 mni/xB) abo TAXKUM (KMIpeHC KpeaTuHIHY 15- 29 mni/xB) nopyLueHHAM (yHKLIT HUPOK KOHLeHTpauiT prapokcabaHy y nnasmi kposi (AUC) 6ynms 1,4, 1,5 Ta
1,6 pasa BMLLMMM NOPIBHAHO 3 TaKMMM Y 340POBUX J06POBONLLIB. BignosigHO cnocTepiranocs 30iNblIeHHS apmMakoguHaMivyHNX eeKTIB.

B ocib 3 ierkvum, cepefHb0T TSXXKOCTI 860 TAXXKUM MOPYLUEHHAM (PYHKLIT HUPOK 3arasibHe MpPUrHivYeHHs aKTUBHOCTI (hakTopa Xa 6yno 6inbwmnm y 1,5, 1,9 Ta 2 pasu
BiANOBIAHO MOPIBHAHO 3 TakKUM Y 3[0pOBUX A06poBoNbUiB; MY nogibHUM YnHOM 3pocTaB y 1,3, 2,2 Ta 2,4 pa3a BignoBigHO. [aHi 040 nauieHTiB 3 KipeHCoM
KpeaTuHiHy < 15 Mn/XB BIfCYTHI.

3 ornagy Ha BUCOKe 3B’A3yBaHHS 3 GiflkaMy MNa3my KPOBi BMBEAEHHS pUBapoKcabaHy 3 opraHiaMy Mig 4vac fianisy € mManonmoBipHUM. He pekomeHAyeTbes
3aCTOCOBYBaTW Mpenapar nauieHTam i3 KnipeHCOM KpeaTuHIHY < 15 mn/xB. PvBapokcabaH cnif 3aCTOCOBYBaTM 3 00EPEXHICTIO MauieHTaM 3 TSHXKKOK HUPKOBOHO
HeAOCTaTHICTHO 3 K/TIPEHCOM KpeaTuHiHy 15- 29 Mn/xB (aMB. po3gin «OcobnnBOCTI 3aCTOCYBaHHS»).

PapMaKOKiHETUYHI AaHi, Bif3HaYeHi Y XBOPUX

Y nauieHtiB 3 FKC, ki oTpumMytoTb puBapokcabaH y f03i 2,5 Mr 2 pasv Ha [o6y 3 MeTOH NpodinakTMKu aTepoTPOMOOTUYHUX SBULL, CepefHili reoOMeTpUUHNIA
NMOKasHMK KOHUeHTpauii (90 % NporHOCTUYHWIA iHTepBa) Yepe3 2—4 roAnHuN Ta Yepes 6/1M3bKo 12 roguH nicns npuinomy npenapaTty (4ac, Wo npnbnmsHo Bigobpaxae
[OCATHEHHS MaKCUMasTbHOT i MiHIMa/IbHOT KOHLEHTpaL i y NpoMidKKax MidXX npuitomamu go3) ctaHosus 47 (13-123) i 9,2 (4,4-18) mKr/n BignoBiaHO.
PapmakoKiHETUYHI/(hapMaKoAMHaMIYHI B3aEMO3B’ A3KM




OuiHKy (hapmakoKiHeTMYHoro/apmakoguHamiyHoro (PK/P/) B3aeM0O3B’A3KY MK KOHLEHTpauielo puBapokcabaHy Yy nnasmi KpoBi Ta [eKisibKoma
(hapmMakoAMHaMiYHUMK KIHLEBUMK TouKaMK (NpurHiveHHs daktopy Xa, MY, AYTY, Heptest) nposoamnu nicns 3acTocyBaHHSA LUMPOKOro AianasoHy Ao3 (8ig 5 ao 30
Mr 2 pa3v Ha [o0y). B3aeM03B’A30K MiXK KOHLIEHTpaLielo prBapokcabaHy Ta akTUBHICTIO (pakTopa Xa Halikpallle BM3HAYaeTbCs 3a J0NOMOror Eqg mMogeni. Lo

ctocyeTbes MY, niHiHa Mofenb NepeTUHaHHS Biapi3KiB 3a3BMYail Aae 3MOry OTpUMAaTK HaLOCTOBIPHILWLI AaHi. 3aneXHOo Bif Pi3HUX peareHTIB 418 BU3HauYeHHs MY,
KyTOBUIA KOe(iLliEHT MOXe CYTTEBO Bigpi3HATUCA. Mpun 3acTocyBaHHi peareHTy Neoplastin gns sumiptoBaHHs MY noyaTkosuid MY cTaHOBMB 6/1M3bK0 13 cekyHS, a
KyTOBUIA KoeqiLieHT — 3- 4 cekyHAW/(100 mkr/n). PesynbTatv aHanisis ®K/d [ B3aemo3B’a3kiB y gocnimxeHHsax Il gasm ta 11l dasm Bignosiganm jaHUM, OTPUMaHUM
Y 300p0BUX LOOPOBOSILLIB.

3acTocyBaHHA 4iTAM

EheKTUBHICTb Ta 6e3MeKy 3aCTOCYBaHHA npenapary AiTAM He BUBYa/N.

JOKNiHIYHI faHi 3 6e3neku

ICHytOYI  [OKNiHIYHI  AaHi, OTpMMaHi B Xo4i TpaauuiinHMX [JOCNiMKeHb (hapMaKonorivyHoi 6e3nekn, TOKCMYHOCTI OAHOPa3oBOi A03W, (POTOTOKCUYHOCTI,
reHOTOKCUYHOCTI, KaHLLepOreHHOro NoTeHLiany Ta penpoAyKTUBHOT TOKCUYHOCTI, BKa3yTb Ha BIACYTHICTb OY/b-AKNX CNeunpiuHNX pU3KKIB A5 NIOLNHW.

PeakuiT, Big3Ha4yeHi Mig vac foCNimKeHb TOKCUYHOCTI 6araTtopa3oBux 403, 6ynv nepeBaXHO 3yMOB/IEHI HAAMIPHOK (hapMaKo/IorivYHOK aKTUBHICTIO pyBapoKcabaHy.
He Bif3Ha4YeHO >XOLHOrO BM/MBY Ha (PEPTU/ILHICTb CaMLiB YM CaMOK TBapwH. Y XOfAi AOCMi[pKeHb Ha TBapvHaxX CrnocTepiranaca penpojyKTUBHa TOKCUYHICTD,
nmoB’d3aHa 3 (papMakosIoriyHMM MexaHi3MOM [ii pvBapokcabaHy (30Kpema, remoparivyHi ypaxeHHs). [Mpy KAIHIYHO 3HAYyWMX M1asMoOBMX KOHLEHTpaLisax
cnocTtepiranacad emb6pioeTasibHa TOKCUYHICTb (MOCTIMNAaHTaLiiHi BTpaTW, 3aTPUMKa/MporpecyBaHHs OKOCTEHIHHS, PO3CisHi CBITN03abapBneHi nasmu) Ta
nigBuLLeHa YacToTa 3ara/lbHUX ManbgopMaLii i nnaueHTapHUX 3MiH. Y X0Ai npeHaTalbHUX Ta MOCTHaTa/IbHUX AOCNIIKEHb Ha Lypax CrocTepiranacs 3HUXeHa
XXUTTE3AATHICTL NOTOMCTBA NPY A03YBaHHI, WO 6y/10 TOKCUYHUM [15 CAMOK.

KniHiYHI XapaKTepUCTUKN.

lNoka3aHHA.

Mpenapat Kcapento® npusHavaT y KoM6iHauii 3 aueTuncaniynnosoro kucnotoro (ACK) abo y kombiHauii 3 ACK Ta knonigorpenem abo TUKNOMIAMHOM ANs
NPOMINAKTUKN aTePOTPOMOOTUUYHUX ABULL, Y AOPOC/ANX MaLieHTIB MiCNA MepeHeceHoro rocTporo KopoHapHoro cuHapomy (MKC) 3 migBuLLeHMM piBHEM CepLeBux
6iomapkepiB (AMB. po3ainun «IMpoTnnokasaHHN», «OCo6MBOCTI 3aCTOCYBaHHS», «PapMaKoAMHaMiKa).

Mpenapat Kcapento® npusHayati y KoMOiHauii 3 aueTuncaniymnooto kucnototo (ACK) ana npoinakTnkn atepoTpoMO0TUYHMX SBULL Y JOPOCAUX NALieHTIB 3
iLuemMiyHor xBopo6oto cepus (1XC) abo CMMMTOMHUM 3aXBOPKOBAHHAM NepudepuyHmnX apTepiii (3MA) 3 BUCOKUM PU3MKOM iLLEMIYHUX SBULL.

IMpoTnnoKasaHHA.

- MigsuuieHa YyTIMBICTb A0 pyBapokcabaHy abo [0 OMOMDKHUX PeYOBUH npenapary.

- KniHiYHO 3HauyLa aKTMBHA KpOBOTEYa.

- YWKOMKEHHSA ab0 CTaHu, WO CYNPOBOAKYHOTHCSH 3HAYHUM PU3MKOM PO3BUTKY KPOBOTEY. BOHM MOXYTb BK/IHOUATW HasiBHI Ha faHWA MOMEHT ab0 HellofaBHO
BUSABNEHI BUPA3KMN LUTYHKOBO-KULLKOBOIO TPAKTY, 3/108KICHI HOBOYTBOPEHHS 3 BMCOKMM PU3MKOM KPOBOTEY, HELLOAaBHO MEPEeHECeHy TpaBMy rO/IOBHOIO abo
CMMHHOIO MO3KY, HeLloaBHO NepeHeceHe OnepaTvBHE BTPYYaHHSA Ha roN0BHOMY, CMUHHOMY MO3KY UM 04ax, HeLlofaBHi BHYTPILLUHbOYEPENHUIA KPOBOBUNB,
BUABNEHE YW MiLO3PHOBaHe BapvKO3HE PO3LUMPEHHS BEH CTPABOXOAY, apTepioBeHO3HI MasibgopmaLil, aHeBpU3MU CyAMH ab0 3HayHI BHYTPILHLOCMIHALHI UK
BHYTpILLHbOLEepebpasibHi CYAVHHI aHOMaUTT.

- OfHouacHe 3aCTOCyBaHHA 3 OYAb-AKAMW IHLWWMW aHTUKOAryfnsaHTamu, Hanpukiag 3 He(pakLioHOBaHUM rernapuHOM, HW3bKOMONEKYNIAPHUMU rernapuHamu
(eHokcanapviH, JanbTenapuH), NOXigHUMK renapuHy (poHZanapuvHyKC), NepopasbHUMK aHTUKoarynsaHtamu (BapdapviH, gabiratpaHy eTekcunar, arikcabaH),



OKpiM crneumpiuHMX 06CTaBMH Nepexody Ha aHTUKOoarynsHTHY Tepanito (4uB. po3gin «Crnoci6 3acTocyBaHHA Ta 4031») abo BUMALKIB, KON HepaKL,iOHOBaHWi
renapuH NpusHavaloTb Yy [03ax, HeOOXigHMX Ana 3abe3neyeHHs (PYHKLIOHYBaHHA KaTeTepa LeHTPa/lbHUX BeH YK apTepii (AMB. po3fin «B3aemogist 3 iHWNMU
NiKapcbK1MMKM 3acobamu Ta iHLLI BUAN B3aEMOAI»).

- CynyTHsa Tepania 'KC 3 BUKOPUCTaHHAM aHTUarperaHTHMX 3acobiB Y MauieHTIB 3 IHCY/IbTOM abo TPaH3UTOPHOIO ilemivyHo atakoto (TIA) B aHamHesi (avs.
po3gin «OcobMBOCTI 3aCTOCYBaHHS»).

- CynytHa Tepania IXC/3MA 3 BukopuctaHHam ACK y nauieHTiB i3 remopariyHmm abo nakyHapHWM IHCY/bTOM B aHaMHe3i abo 3 OYy[b-AKWM IHCY/IbTOM,
nepeHeceHNM NPOTArOM OCTaHHLOI0 MicAus (AMB. po3ain «Oco6MBOCTI 3aCTOCYBaHHS»).

- 3axBOpPHOBAHHA MEYiHKK, L0 acoLitoTbCA 3 KOarynonaTieto Ta KAIHIYHO 3HaYYyLL MM PU3MKOM PO3BUTKY KPOBOTEY, Y TOMY YMCAI LUMPO3 nediHku Knacy B Ta C 3a
Knacudikauieto Yannga- M’ (4uB. po3ain «PapMakoKiHETUKaE).

- TMepiog BariTHOCTI abo rogyBaHHA rpyAaato (AMB. po3Ain «3acToCcyBaHHA Y Nepiof BariTHOCTI abo rogyBaHHS rpyaat0»).

B3aemogis 3 iHLUMMKM NiKapcbKMMKM 3acobamm Ta iHLLi BUAW B3aEMOAINA.

IHriGitopn CYP3A4 1a P gp

CynyTHe 3aCTOCyBaHHA puvBapokcabaHy 3 KeTokoHa3osiom (400 mr 1 pa3 Ha AeHb) abo puToHasipom (600 Mr 2 pasu Ha [eHb) NPU3BOAMNO A0 2,6-KpaTHOro/2,5-
KpaTHOro niJBWLLEHHA cepefHbOT piBHOBaXXHOI AUC puBapokcabaHy i 1,7-kpaTHOro/l,6-kpaTtHoro 36iniblieHHs cepefHboi Cpgx  PYBapoKcabaHy, ske

CYNpPOBOKYBAIOCH 3HAYHUM MOCU/IEHHAM (DapMakoAUHaMIYHUX eDeKTIB npenapary, Lo MOXe MpuU3BOAUTY L0 MiABULLEHHS PU3UKY KPOBOTeui. 3BaXkalouu Ha Le,
3acTocyBaHHs npenapaTty Kcapento® He peKOMeHAYETbCS MauieHTam, SiKi OTPUMYHOTb CYMYTHE CUCTEMHE NiKyBaHHA NMPOTUrpuOKOBMMK npernapaTaMu asosibHOT
rpynu, TakuMm K KeTOKOHa30/1, ITpakoHa30/1, BOPUKOHA30/1 Ta N03aKoHa30/1, abo iHribiTopamu Bl/1-npoTeasn. Lii npenapatn € noTy>kHUMK iHribiTopamm CY P3A4
Ta P-gp (amB. po3ain «Oco6/MBOCTI 3aCTOCYBaHHS»).

PeyoBMHW, SIKi aKTUBHO iHTiBGYHOTb Ti/IbKM OAWH 3i LWNAXIB BUBELEHHS prBapokcabaHy 3 opraHiamy, CYP3A4 abo P-gp, fK OYiKy€eTbCS, 30i/bLUYHOTh KOHLEHTPaLito
pmBapokcabaHy B niasmi KpoBi MeHLIOK Mipoto. Hanpuknag, knaputpoMiunH (500 Mr 2 pasn Ha AieHb), WO € NOTYXXHUM iHri6iTopom CYP3A4 i iHri6iTopom P-gp
CepeAHbOi IHTEHCUBHOCTI, CNpuunHAB 1,5-kpaTHe 306iMblUeHHA cepefHix 3HaveHb AUC T1a 1,4-kpaTHe 36inblleHHs Cphgc pYBapokcabaHy. Bsaemopgis 3
KNapuTPOMILMHOM, AMOBIPHO, He € KNiHIYHO 3HaYyLLOK AN GiNbLIOCTI NauieHTIB, ane MoXe 6YTK NOTEHLINHO 3HAYYLLOK ANs NaLieHTiB FPynn BUCOKOIO PUKKY
(L1010 3aCTOCYBaHHSA NalieHTaM 3 HUPKOBOK HeOCTATHICTIO AMB. po3fin «OCO6NMBOCTI 3aCTOCYBaHHS»).

EputpomiymH (500 mMr 3 pasu Ha AieHb), WO NOMipHO iHribye i3oepmeHT CY P3A4 i P-gp, cnpnumnHas 1,3-kpaTHe 36i/bLUeHHS CepeHiX pPiBHOBaXKHUX 3Ha4YeHb AUC
I Crnax PVBapokcabaHy. B3aemogis 3 epuTpoMiLMHOM, MMOBIPHO, He € K/IHIYHO 3HaYYyLLO Ana 6iNbLIOCTI NauieHTiB, ane Moxe ByTU NOTEHLINHO 3HAYYLLOK 4/1A
nawieHTIB rPynu BUCOKOI 0 PU3KMKY.

Y naujieHTiB 3 HAPKOBOK HEAOCTATHICTHO /IErKOro CTYMNeHs, Ha BiAMiHY Bif NauieHTIB i3 HOPMa/IbHOK (PYHKLIED HUPOK, NP 3acTocyBaHHI epuTpoMiymnHy (500 mr 3
pasy Ha fAeHb) Bif3Havann 1,8-kpaTHe 3pocTaHHA cepefHboro 3HaveHHs AUC Ta 1,6-kpatHe 30i/blueHHA Cpgx pYBapokcabaHy. Y nauieHTiB 3 HUPKOBOO
HeAOCTaTHICTIO CepefiHbOro CTYMEeHA TSXKOCTI Ha TN epUTPOMILMHY cnocTepirann 36i/bLIeHHA cepeaHboro 3HaueHHs AUC puBapokcabaHy B 2 pasu i NiABULLEHHS
Crnax PviBapokcabaHy B 1,6 pasa MopiBHAHO 3 MaLlieHTamyi 3 HOPMa/IbHO (DYHKLIIEHO HUPOK. BMMB epuTpoMiLuHy € aAUTUBHUM [0 SBULL, HUPKOBOT HELOCTaTHOCTI
(ams. po3gin «OcobNMBOCTI 3aCTOCYBAHHSA).

®nykoHaszon (400 mr 1 pa3 Ha [eHb) BBaxaeTbcs iHriGitopom CYP3A4 cepefHbOi iHTEHCMBHOCTI, i Or0 3aCTOCYyBaHHA CNPUYMHANO 1,4-KpaTHe 36i/bLUeHHS
cepegHix 3HauyeHb AUC Ta 1,3-kpaTHe 30inblieHH Cax PYBapokcabaHy. B3aemogisi 3 (hyKOHa30/10M, MOBIPHO, He € K/IHIYHO 3HAYyLLo A1 GiNbLIOCTI
nauieHTIB, ane MOXe OyTW NOTEHLIAHO 3HaYYLLLOK AN NaUIEHTIB FPYny BUCOKOrO pusnkKy (LL,0A0 3aCTOCYBaHHS NalieHTaM 3 HUPKOBOK HEeAOCTaTHICTHO AMB. PO3Ain
«Oc061MBOCTI 3aCTOCYBaHHS).

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




AHTUKOAry/IgHTn

Micna KomM6iHOBaHOro MPU3HAYeHHsi eHoKcanapuHy (ogHopa3oBol fo3n 40 Mmr) i puBapokcabaHy (ofHopa3oBoi fo3n 10 mMr) crnoctepiraBcs aguTUBHUIA eekT
BifJHOCHO aKTUBHOCTI aHTU-(hakTopa Xa, WO He CynpoBOAKYBaBCA A04ATKOBUMYM 3MiHaMK pe3y/nbTaTiB aHanisiB Ha 3roptaHHa kposi (MY (NpoTpom6iHOBMIA Yac),
AYTY (aKTBOBaHMIN YaCTKOBWIA TPOMOONNACTUHOBMIA Yac)). EHOKcanapuH He 3MiHIOBaB (hapMaKOKiHETUKY puBapoKcabaHy.

3 ornagy Ha MigBULLEHHS PU3MKY KPOBOTEY, CANif AOTPMMYBATUCS OOEPEXXHOCTI NauieHTam, fKi OfHOYaCHO OTPUMYHOTb IHLLI aHTMKOarynsHTu (AuB. po3ain
«[poTMNOKa3aHHs», «OCO6/IMBOCTI 3aCTOCYBaHHS»).

HectepoigHi npoTu3anansbHi npenapat (HM3M)/iHribitopu arperaiii TpOMOOUUTIB

[Micna ogHo4YacHOro 3actocyBaHHA 15 mr puBapokcabaHy Ta 500 Mr HanpOKCeHy KMiHIYHO peneBaHTHOrO MOAOBXEHHS Yacy KpoBOTedi He criocTepiranuv. poTe B
OKpeMMX 0Ci6 MOX/MBa 6iflbLL BUpaXkeHa (hapmakoamHaMiyHa peakLis.

Mpn ogHOYAaCHOMY 3aCTOCYBaHHI pMBapoKcabaHy 3 aueTuncaniynioBoo K1Mcnotoro (500 Mr) He cnocTepiranocs Xo4HOT KAIHIYHO 3HaYYLLOT (hapMakKoKiHETUYHOIT ab0
(hapmMakoAMHaMi4yHOT B3aEMOi.

He BusBneHO hapmMaKoKiHETMYHOT B3aEMOfii MiXK pnBapokcabaHoM 15 Mmr i knonigorpenem (yaapHa gosa 300 Mr i3 NoganblumMM NpU3HaYeHHAM NiATPUMYHUNX [03
75 ™Mr), ane B OfHi Nigrpyni nauieHTiB BUABNEHO pefieBaHTHE 30i/bLUEHHSA Yacy KPOBOTeYi, LU0 He KOPE/oBasIOo 3 arperauieto TpoOMOoLMTIB i PiBHAMU P-cenekTuHy
a6o GPIIb/ llla-peuenTopis.

HeobxigHO JOTpUMyBaTUCA OGEPEXHOCTI MauieHTaM, AKi ofHo4YacHO oTpumytoTb HIM3MM (y ToMy umcni aueTuncaniynnoBy KUCAOTY) Ta iHri6iTopu arperauii
TPOMGOLMTIB, OCKINbKY Lji NiKapCbKi 3ac06 3a3BM1Yali NigBULLYIOTL PU3MK PO3BUTKY KPOBOTEY (4MB. po3Lin «OC06/IMBOCTI 3aCTOCYBaHHA).

CenekTuBHI IHribiTOpy 3BOPOTHOIO 3axonneHHst cepoToHiHY (CI133C) / iHribiTopy 3BOPOTHOI0 3aX0ONAEHHS CEPOTOHIHY-HOopeniHedpuHy (133CH)

AK i Npy 3aCTOCYBaHHI iHLWMX aHTUKOArysHTIB, ICHYe NMOBIPHICTb NiABULLEHHS PU3NKY PO3BUTKY KPOBOTEY Y NauieHTiB, fKi 0fHoYacHO 3acTtocoBytoTb CI33C abo
I33CH BHacnifioK BNAMBY OCTaHHIX Ha TpoM6oLMTK. Tpy 04HOYaCHOMY 3aCTOCYBaHHI 3 pyMBapoKcabaHOM Yy XOAi KNiHIYHUX LOCNIMKEeHb CrOCTepiraBcs KisibKiCHO
BULLMIA PiBEHb BEIMKMX Ta HE3HAYHWX KNIHIYHO 3HaUYLLMX KPOBOTEY B YCiX rpynax Tepanii.

BapdgapuH

Mpn nepexofi nauieHTiB 3 BapgapuHy (MHB 2,0-3,0) Ha puBapokcabaH (20 mr) a6o 3 puBapokcabaHy (20 mr) Ha BapapuH (MHB 2,0-3,0) 36inbLuyBaBcs
npoTpoM6iHoBuin Yac/MHB (TecT Neoplastin) 6inblu K aguTMBHO (IHAMBIAYaNbHI 3HAYEHHS MI>XKHAPOAHOr0 HOpPMani3oBaHoro BigHoweHHs (MHB) gocsranu 12),
To4i SIK BNAMB Ha AYTUY, iHribyBaHHA akTUBHOCTI (pakTopa Xai eHgoreHHniA Tpom6iHoBUI noTeHuian (ETIT) 6ynv aguTUBHUMK.

AKWO HeobXIiAHO OLiHUTK thapMaKoAMHaMIYHI ePeKTM puBapoKcabaHy Mijg vac rnepiody nepexomy, MOXHa BU3HaUMTU NPUrHIYeHHS akTUBHOCTI (hakTopa Xa, PiCT i
HepTest, ocKinbkn BapapvH He BM/MBAE Ha pe3y/nbTaT umMx TecTiB. [ounHaroum 3 4 fobu nicnd BigMiHWM BapgapuHy Bei TecTu (BKaovaroum MT, AYTY,
IHribyBaHHA aKTUBHOCTI (pakTopa XaTa ETI1) BigobpaxatoTb NvLle e(ieKT puBapokcabaHy.

AKWO HeobXigHO BM3Ha4YaTV (PapmakoguHaMiyHI etheKTn BapapuHy Mig vac nepiogy nepexofy, MOXHa BMKopucTaTh TecT MHB npu MiHiManbHilA nnasMoBii
KOHLeHTpaL,ii puBapokcabaHy (4epe3 24 rogunHu nicns npuinomy nonepegHsOl 403U puBapoKcabaHy), OCKINbKU Y Lieil MOMEHT puBapokcabaH HaiMeHLLe BMNIMBAE Ha
pesynbtatu tecty MHB.

Mix BaphapMHOM Ta prBapoKcabaHOM He BiA3HaYeHO (PapMaKOKIHETUYHOT B3aEMOLT.

IHaykTopu CY P3A4

OfiHoYacHe 3acTOCyBaHHSi puBapokcabaHy i pudamniymHy, cunbHoro iHayktopa CYP3A4, npussoauno o npubnmsHo 50 % 3HWMKeHHs cepegHboi AUC
puBapokcabaHy I napanenbHOro 3MeHLUEHHA MOoro (hapmakogvHamiyHuX egekTiB. OfHOYacHe 3aCTOCYBaHHS pMBAPOKCabaHy 3 IHLMMMK CUNbHOLIKOUMMM
iHaykTopamn CYP3A4 (Hanpuknag 3 (heHiTOiHOM, KapbamaseniHoM, (heHO6apbiTasiom abo 3acob6amMy Ha OCHOBI 3BipP0OOOID) TaKOX MOXE CMPUUUHUTU 3HUKEHHS
KOHLeHTpaLii puBapokcabaHy B nsias3mi Kposi. TOMY CNif YHUKATV OAHOYACHOMO NPU3HAYEHHS 3 NpenapaToM NoTy)XXHUX iHAYKTopiB CY P3A4, okpiM BUNagKis, KOu
3a6e3neyeHo peTesibHUIM Harnsg 3a nawieHTOM 3 METOH BUAIB/IEHHS CUMNTOMIB TPOM603Y.




IHWIi NpenapaTu cynyTHbLOI Tepanil

He Big3Ha4anocs KniHiYHO 3Ha4vyLmX (hapMakoKiHETUYHNX abo (hapmakoaMHaMIYHKX B3aEMOAIN Npyv Of4HOYAaCHOMY 3aCTOCYBaHHI pyBapoKcabaHy 3 Mifa30/1aMoMm
(cy6cTpat CY 3A4), gurokeuHom (cybctpat P-gp), atopBactatnHom (cy6ctpaTt CY P3A4 Ta P-gp) abo omenpa3onom (iHribitop NPoTOHHOT noMnu). PrBapokcabaH He
MPUrHIYYE i He IHAYKYE XKOAHY 3 0CHOBHMX i30thopMm CY P, Hanpuknag CY P3A4.

He Big3HayeHo 6y/Ab-IKMX KNIHIYHO 3HAUYLLMX B3aEMO/iN 3 DKeto (AmB. po3ain «Cnocib 3acTOCYyBaHHS Ta [103U»).

Bnsive Ha nabopaTopHi napameTpu

Bnnue Ha pesynbtati npo6 3ropTtaHHA (MY, AYTY, Hep Test) € nepefgbayveHnM 3 ornsgy Ha MexaHiam il pyvBapokcabaHy (AvB. po3gin «®PapmakonoriyHi
BN1aCTMBOCTI»).

Oc06/1MBOCT i 3aCTOCYBaHHSI.

Y nauieHTiB 3 FKC BMBYanca edeKTMBHICTb Ta Ge3neka 3acTocyBaHHsA npenapaty Kcapento® 2,5 Mr pasom 3 aHTUTpomboumTapHum 3aco6om ACK a6o ACK 3
Knonigorpenem/TUKnoniguHoMm. JlikyBaHHA B KOMOIHaUil 3 IHWWMKW aHTUarperaHTHUMW npenapaTamu, Hanpuknag npasyrpenem abo TuKarpenopom, He
[OCNIIKYBaI | TOMY He peKOMEH/YETbCA 3aCTOCOBYBATU TaKy Tepanito.

Y nauieHTIB 3 BUCOKMM pu3nKOM ieMiyHmx auLL, 3 IXC/3MA eekTuBHICTb Ta 6e3neka npenapaty Kcapento® 2,5 Mr LOCNISKYBaINCA TifIbKM NPU 3aCTOCYBaHHI y
Kom6iHauii 3 ACK.

Ynpoaosx nepioay NikyBaHHS PEKOMEHAYETLCA KNIHIYHWIA Harnsag, LWo BiAnoBifae NpakTULLi 3aCTOCYBaHHSA aHTUKOArynsHTIB.

P13nK pO3BUTKY KPOBOTEY

AK i NpW 3aCTOCYBaHHI IHLWNX aHTUKOArynsHTIB, NauieHTu, aKi NpuidMatoTb npenapat Kcapento®, NoBUHHI NepebyBaTu Nif peTe/lbHUM Harnsgaom Ans BUSABEHHS
03HaK KpoBOTeui. PeKOMeHAYETLCA 3 06ePeXKHICTHO 3aCTOCOBYBATM Npenapar npy 3aXBOPHOBaHHAX, LLIO CYNPOBOAXKYHOTLCA MiABULLEHMM PUNKOM PO3BUTKY KPOBOTEY.
Y BUMNaZKY Cepii03HOT KPOBOTeYI 3acTOCyBaHHS npenapaty Kcapento® cnifg NpunuHUTY (4MB. po3gain «lepefo3yBaHHs).

Y Xogi KNiHIYHKUX A0oCNifKeHb KPOBOTEYI 3i CIM30BUX 060M0HOK (HanpuKiad HOCOBI KPOBOTEYi, KPOBOTEUI 3 SICEH, LLYHKOBO-KMLLKOBI KPOBOTEYI, KPOBOTEYI 3
OpraHiB ce4yocTaTeBoi CUCTEMM, BKIHOYAKOUN aHOMasIbHY BariHa/lbHYy KpPOBOTeYy abo MOCWUIEHHA MEHCTPYasibHOI KPOBOTeYi) Ta aHeMis 3yCcTpidanmca yacTille npu
AOBroTpuBaniin Tepanii prBapokcabaHOM Ha TAi OAHO- YM [ABOKOMMOHEHTHOI aHTMarperaHTHOI Tepanii. TOMy AOAATKOBO A0 HaNeXHOro KNiHIYHOro Harnagy y
BiZANOBIAHMX BUMaAKax LOLI/IbHUM € NPOBefEeHHS 1a60paTOPHOr0 KOHTPOIO MOKA3HUKIB reMorio6iHy/remaToKpuTy 3 MeTOK BUSIBIEHHSA MPUXOBaHMX KPOBOTEY i
BM3HAYEHHS KNIHIYHOT 3HAYYLLOCTI ABHMUX KPOBOTEY.

Y nNeBHWX KaTeropi/ nauieHTiB, 3rigHO 3 3a3HAa4YeHMM HWKYe, CNOCTEepiracTbCs MiABULLEHWIA PU3NK PO3BUTKY KPOBOTeY. 3 Ornsay Ha uer hakT AOUiNfbHICTb
3acTocyBaHHA npenapaty Kcapento® y kKom6iHauil 3 ABOKOMMOHEHTHOK aHTMarperaHTHOK Tepanielo nalieHTaMm 3 BiJOMWM MiABULLEHUM PU3UKOM BUHUKHEHHS
KpOBOTeYi Mae OyTU peTeNnbHO BMBAXKEHA 3 ypaxyBaHHAM KOPWUCTI LLOLO MOMEPe>KeHHS aTepoTPOMOOTUYHUX fBUL,. KpiM Lboro, Taki nauieHTn micng novartky
NiKyBaHHSA NOBMHHI NepebyBaTtu Nifg NUILHUM HarnsAoM A5 BUSBAEHHS CUMNTOMIB remopariyHmX YCKnagHeHb Ta aHemil (amB. po3ain «MobiuHi peakLii»).

Mpwy 6yab-AKOMY 3HMXKEHHI PiBHA remornobiHy abo apTepiabHOro TUCKY He3’AC0oBaHOI eTIONOriT HEOOXIAHO BUABUTU [DKEPENO KPOBOTEMI.

HesBaxatoun Ha Te, WO NiKyBaHHA prBapoKcabaHOM He BMMarae NpoBefeHHS PerynspHOro MOHITOPUHIY Or0 eKCno3uLii, BU3HAYeHHS PiBHS puBapokcabaHy 3a
[IOMOMOrOH BifIKanibpoBaHMX KifbKICHMX TECTIB aHTU(aKTopa Xa MOXEe BUSIBUTUCA KOPUCHUM Y BUHATKOBMX CUTYaL|isiX, KOAW BIiAOMOCTI NpPO eKCno3uuito
puBapokcabaHy MOXYTb BM/IMHYTW Ha MPUAHATTA KNIHIYHUMX pilleHb, 30KpemMa npu nepefo3yBaHHi Ta EKCTPEHUX XipyprivyHuMX BTPy4YaHHSX (4MB. poO3Lin
«®PapMaKo/oriyHi BNacTUBOCTI»).

HuWpKoBa HEAOCTATHICTb

Y naui€eHTIB 3 TAXKOI HUPKOBOK HeAOCTaTHICTIO (KnipeHC KpeaTuHiHy <30 M/1/XB) KOHLEHTpaLis puBapokcabaHy y niasMi KpoBi MOXe CyTTEBO MigsuLLyBaTucs (B
cepegHboMy B 1,6 pasa), WO MOXe MPU3BecTU A0 MiABULLEHOrO pPU3MKy KposoTedi. Crig 3 00epeXxHICTIO 3acTocoByBaTW npenapar Kcapento® nauieHTam 3
KMIPeHCOM KpeaTuHiHYy 15-29 mn/xB. He peKOMeHAyeTbCs Npu3HauvaTy npenapar nauieHTaMm 3 KAipeHCOM KpeaTuHiHy < 15 mn/xB (guB. po3ginn «Cnocib




3aCTOCyBaHHA Ta J03u», «@apMaKoIorivyHi BNaCTUBOCTI»).

Mpenapat KcapenTo® HeobXigHO 3aCTOCOBYBaTK 3 06EPEXHICTHO NaLlieHTam 3 HUPKOBOK HeJOCTATHICTIO CepPeHbOr0 CTYMNeHs TAXKOCTI (KipeHe KpeaTuHiHy 30-49
M/1/XB), SIKI CynyTHbO 3aCTOCOBYIOTb Mpenaparty, Lo NpU3BOAATb 40 MiABULLEHHSA KOHUEHTpaLii prBapokcabaHy y niasmMi Kposi (4vB. po3gin «B3aemogis 3 iHWUMU
NiKapcbK1MMM 3aco6amu Ta iHLLI BUAN B3aEMOAI»).

B3aemogis 3 iHLIMMK N1IKAPCbKMMKM 3acob6amut

Mpu3HayeHHs npenapaTy Kcapento® nauieHTam, AKi OTPUMYKOTb CUCTEMHE JIiKyBaHHS MNPOTUrpu6GKOBMMUM MpenapaTaMu a3onbHOT rpynu  (Hanpuknag

KETOKOHa30/10M, ITPaKOHa30/10M, BOPMKOHA30/10M i M03aKOHa30/10M) abo iHribiTopamu Bl/1-npoTeasn (Hanpuknag puToHaBipoMm), He peKoMeHAYeTbeA. Lii nikapcbKi

3ac00M € aKTMBHMMM iHri6iTopamu ofHo4acHo i3ogepmeHTiB CYP 3A4 T1a P-gp. AK Hacnifok, Ui flikapcbKi 3ac06y MOXYTb MigBULLYBATV KOHLIEHTpaL,ito

pmBapokcabaHy B nnasMi A0 KNIHIYHO 3Ha4yyLloro piBHA (B cepegHbOMy Yy 2,6 pasa), WO MOXe NpuU3BOAUTM A0 NIABULLEHHS PU3MKY KPOBOTedi (AMB. po3gin

«B3aemogis 3 iHWMMM NiKapCbKUMUM 3aC06aMU Ta iHLWI BUAW B3AEMOLiIN»).

Heo0bxiHO 3 06epeXKHICTIO NPU3HaYaTn prBapokcabaH naljieHTam, AKi 04HOYaCHO 3aCTOCOBYHOTb /liKapCbKi 3aC06M, WO BNMBatOTb Ha reMocTas, Hanpuknag HIM3[M,

ACK Ta iHriéiTopn arperauii TpomM6ouMTiB ab0 CENeKTUBHI iHri6GiTOpM 3BOPOTHOrO 3axonseHHs cepoToHiHy (CI33C) Ta iHribiTopyM 3BOPOTHOrO 3aXOM/EeHHS

CepOTOHIHYy-HopeniHedpuHy (I33CH).

Mpy npu3HaYeHHi nauieHTam i3 PU3NKOM BUPA3KOBOI XBOPOOW LUNYHKOBO-KULIKOBOIO TPAaKTy CAif PO3rNSHYTU MUTAHHA MPO MNPOBeAEHHS BIiAMNOBIAHOIO

NPoMiNaKTUYHOro NiKyBaHHA (AMB. po34in «B3aeMofisi 3 iHWNMK NiKapCbKMMKM 3ac06aMm Ta iHLLI BUAW B3aEMOMIN»).

MayieHTH, AKi OTPpUMYLOTL NiKyBaHHA mnpenapatom Kcapento® T1a ACK abo npenapatom Kcapento®, ACK T1a knonigorpenem/TUKIonigUHOM MOBUHHI

MPOAOBXYBaTK NonepefHbO po3snoyate NikyBaHHA HI3M Ak cynyTHIO Tepanito nvwe B TOMY pasi, SKLWO KOPUCTb Bif MOro 3acTOCYBaHHA MEPEBULLYE PU3KK

KpoBOTeui.

IHLWI (haKTOPW PU3MNKY PO3BUTKY KPOBOTEY

Mpenapat Kcapento®, AK i iHLWI aHTUTPOMOOTWYHI NpenapaTn, He PEKOMEHAYETLCA 3aCTOCOBYBATU NPU NiKyBaHHI NaLieHTIB 3 MigBULLEHUM PU3NKOM KPOBOTEYI, Y

TOMY YMCAI MPY HAsABHOCTI:

* BPOPKEHOT ab0 HabyTOT NaTONOriT 3ropTaHHA KPOBI;

* HEKOHTPO/IbOBAHOT TAXKKOT apTepiasibHOT rinepTeHsiT;

e [HLIOrO LWTYHKOBO-KMLLKOBOIrO 3aXBOPIOBaHHA 6e3 BMPa30K B aKTWBHIN CTafil, L0 MOXe MOTEHLINHO NPU3BOAUTU [0 remMoparivyHuX YCKnagHeHb (Hanpuknag,
3anasibHe 3aXBOPIOBaHHA KULLIEYHMKaA, e30(hariT, racTpuT Ta ractpoesoareasibHa ped)itoKCHa XBopo6a);

* CYAWHHOT peTUHoNarii;

» OpOHX0eKTa3y abo NnereHeBOi KPOBOTEYI B aHAMHE3I.

Cnip 3 obepexxHicTio Npu3HavaTtn npenapaT nauieHtam 3 FKC 1a IXC/3MA, sKi MatoTb:

e BIiK 3 75 poKiB Ta 0flHOYACHO OTpMUMYHOTb TifIbkn ACK abo ACK i3 knonigorpenem um TMknoniguHoM. Heo6xigHO perynspHo NPoBOAUTM OLIHKY KOPUCTI/pU3NKyY
NPOBEAEHOr 0 NiKyBaHHSA Y KOXXHOI0 OKPEMOT0 NauieHTa;

* HM3bKy Macy Tina (< 60 Kr) Ta ogHo4acHo oTpumytoTh Tifibkn ACK abo ACK i3 knonigorpenem 4m TUKIONILUHOM;

o IXC i3 TXXKOK CUMNTOMHOK CEPLIEBOID HeJOCTATHICTHO. [laHi JOCNIIPKEHHS CBifYaTb NPO Te, L0 TaKi NalieHT MOXYTb OTpMMaTK MeHLLY KOPUCTb Bif NiKyBaHHS
pmBapoKcabaHoM (AUB. po3ain «PapmakognHaMiKa).

MauieHTn 3i WTYYHUMM KNnanaHaMmm cepus

PuBapokcabaH He cnif 3aCTOCOBYBaTW AN TPOMOOMPOMiNaKTUKMN NawieHTaM, SKi HeW0AaBHO NepeHecn TpaHCKaTeTepHY 3amiHy aopTasibHOro knanaHa (T3AK).

besneka Ta e(heKTMBHICTb Kcapento® He BMBYAUCL Y MALIEHTIB 3i WTYYHUMU CepLEeBUMU KanaHamu, TOMY BIACYTHI JaHi, fKi NiATBEPLXKYHOTb, WO npenapat

Kcapento® 3abe3neyye AOCTaTHKO aHTMKOArynsauito y Liel rpyny nauieHTiB. He pekomeHAYETbCA 3acTocoByBaTu npenapat Kcapento® ana nikyBaHHS TaKuX




nawieHTIB.

MauieHTn 3 aHTudochoninigHMM CUHAPOMOM

He pekoMeHAYETbCA 3aCTOCYBaHHA MPAMUX NepopasibHUX aHTMKOArynaHTIB, BKAKOYaOUM prBapokcabaH, nawieHTaM i3 TpoM6030M B aHaMHesi 3 AiarHOCTOBaHUM
aHTuocgoninigHUM cUHAPOMOM. 30Kpema, Yy NauieHTiB, AKi MatoTb MiATBEPMKEHI MO3UTUBHI pe3ynbTath TecTy ANA BCIX TPbOX aHTUMOCHONIMIAHUX aHTUTIN
(BOBYAKOBWIA aHTUKOAry/ISIHT, aHTUKapAioNiniHOBI aHTUTINA, aHTU-6eTa-2-rNiKONPOTEIH | aHTUTINA), Tepanis NPSMUMK NEPOPabHAUMM aHTUKOArynsgHTaMmm MoXke 6yTu
MoB’A3aHa i3 MiABULLEHHAM PU3MKY MOBTOPHUX TPOMOOTUYHMX ABULL, Y MOPIBHAHHI I3 TaKMMW MpY Tepanii aHTaroHictamu sitaminy K.

MauieHTn 3 iHcynbToM Ta/abo TIA B aHaMHe3i

MayieH TV 3 rOCTPUM KOPOHAPHUM CUHAPOMOM

Mpenapat Kcapento® 2,5 Mr npoTunokasaHnii nauieHtam 3 F'KC Ta iHcynbToMa6o TIA B aHamHesi (AyB. po3ain «poTunokasaHHs»). BuByanm NoognHOKI BUNagKu
3acTocyBaHHS npenapaty y nauieHTis 3 TKC Ta iHCynibToM abo TIA B aHaMHesi, afie HasiBHI 06MeXeHi AaHi LoA0 ePeKTUBHOCTI BKa3ytoTb Ha BiACYTHICTb Nnepesar
TaKoro NikyBaHHS y BKa3aHiil Nigrpyni nauieHTis.

MauieH T 3 iLemMiYyHOK XBOPOOOHD cepLs / 3aXBOPHOBAHHSAM NEPUDEPUYHUX apTepiii

MauieHTV 3 ilemivyHOK XBOPO6OKD cepus / 3aXBOPHOBAHHAM NepupepuyHMX apTepil i3 reMopariyHum abo nakyHapHUM iHCY/IbTOM B aHaMHe3i abo 3 ileMiyHUM
HenakyHapHWUM iHCY/IbTOM NMepPeHeceHnM MPOTArOM OCTaHHBLOIO MicsALA, He focnimpKyBanncs (4AMB. po3ain «poTUNoKasaHH:»).

CnnHHOMO3KO0Ba (enigypanbHa/CriHaibHa) aHecTesis abo MyHKLis

Mpwn Heipoakcia/ibHin aHecTesii (enigypanbHii/criHaNbHIN aHecTesiT) abo BUKOHAHHI CniHabHOT/enifypanibHOI NYHKLUIT iICHYE pU3MK PO3BUTKY enifypanbHoi abo
CMMHHOMO3KOBOI reMaTomu, L0 MOXe MPU3BECTM [0 TPMBAJION0 4M HeoOOPOTHOro napanivyy Yy MauieHTiB, AKi 3aCTOCOBYKOTb aHTUTPOMOGOTUYHI 3acobu Ans
MPOINAKTUKN TPOMOOEMOONIYHUX YCKNaAHEHD.

PU3MK UMX YCKNafHeHb NigBULLYETLCA NPY BUKOPUCTaHHI NOCTIAHMX enigypasibHUX KaTeTepiB abo CynyTHbOMY 3aCTOCYBaHHi /liKapCbKMX 3ac006iB, L0 BMAMBAKOThL
Ha remocTtas. TpaBMaTuMyHa abo NOBTOPHa enifypasibHa abo CMMHHOMO3KOBA NYHKLiA TaKOX MOXe CpUATY NiABULLEHHIO PU3UKY BKa3aHUX YCKaAHeHb. MMauieHTu
MOBWHHI nepebyBaTty Mij CMOCTEPEXEHHAM [NS BUABMIEHHA CUMMTOMIB HEBPO/OTIYHNX PO3/1aAiB (TakMX AK OHIMIHHA abo BifuyTTA CNabKoCTi y Horax, AUCHYHKLUIA
KULLEYHNKa abo cevoBOro mMixypa). IMpu BUSIBNEHHI HEBPONOTiYHOro AediunTy HEOOXiAHI TEPMIHOBA AiarHOCTMKA Ta NiKyBaHHS. Jlikap MOBMHEH OLHUTY NOTEHLiAHY
KOPWCTb | pU3KNK Nepes nNpoBeeHHAM TaKoro BTpyYaHHs Yy NauieHTiB, AKi 3aCTOCOBYHOTb aHTUKOArynsHTM abo roTytTbCA 0 3aCTOCYBaHHSA aHTUKOAry/ISHTIB 3 METOHO
MPOQINAKTUKN TPOMOO3Y .

BiacyTHIl KNiHiYHWIA QOCBIA 3acTOCyBaHHA npenapaty Kcapento® 2,5 mr y kombiHauii 3 ACK abo ACK 3 knonigorpenem abo TUKNONIAUHOM Y TaKMX CUTyaLisiX.
[Ns 3HWXKEHHA NOTEHLINHOro pM3nKy KpPOBOTeYi, acoLiioBaHOI i3 O/HOYACHUM 3aCTOCYBaHHAM pMBapoKcabaHy Ta CMMHHOMO3KOBOLO (enifypasbHOK/CNiHaIbHO)
aHecTe3iet0 abo NyHKLie, HeObXiAHO 6paTy A0 yBarn (hapMakoKiHETUYHMI Npodinb prBapokcabaHy. BcTaHOBMEHHS abo BUNYYEHHS enifypanbHOro Katetepa abo
NOM6aNIbHOT NYHKLIT HaliKpalle NPoBOAMTU, KOMM OYIKYETbCSA CMabKMin aHTUKOArynsHTHUIM edieKT puBapokcabaHy (AvB. po3gin «PapmMakoKiHETUYHI BNacTUBOCTI»).
OfiHaK TOYHWMI Yac [AOCATHEHHS [OCTaTHLOI0 3HMXXEHHS aHTUKOArynsHTHOrO e(heKTy Yy KOXHOIO NalieHTa He BiOMUIA.

Cnig npuNUHUTK 3acTOCyBaHHA IHriGITOPIB arperauii TPOMOOUWTIB 3rifHO 3 PEKOMeHAauiaMy BUKNAaAeHWMU B IHCTPYKUIT An8 MeAMYHOro 3acTOCyBaHHSA
BiZNOBIAHOIO NiKapCbKOro 3acoby.

PekomeHAALT 00 A03YBaHHA NpenapaTty A0 Ta Nicas iHBa3vBHUX NPOLLEAYP | ONepaTUBHOIO BTPYYaHHS

Y pasi Heo6XigHOCTI iHBa3MBHMX NpoLeayp abo XipypriyHux BTPyYaHb NpuitioM npenapaTy Kcapento® 2,5 Mr ciig npunuHATA K MiHIMyM 3a 12 roivH 4o no4vaTky
BTPYYaHHS, SKLLO Lie MOX/IMBO Ta 6a3yETbCA Ha K/IHIYHOMY pilleHHI Nikaps. AKLLO ornepaTMBHE BTPYYaHHSA MOXHa BIACTPOUNTY Ta aHTUTPOMOOLMTAPHUI eqeKT He
BiANOBigaE Heo6XiAHOMY PIBHIO, NMPUIAOM iHFiBGITOpPIB arperauii TPOMOGOUMTIB HEOOXiAHO MPUMMHUTK BIAMOBIAHO A0 IHCTPYKUIT AN MEAUYHOrO 3aCTOCYBaHHA
npenapary. AKLo npouesypy He MOXHA BiAKNacTu, CNif OLiHATU MiABULLEHHA PU3NKY BUHUKHEHHS KPOBOTEYI 3a/1eXKHO BijJ TEPMIHOBOCTI BTPYYaHHS.

3acTocyBaHHsA npenapaTy Kcapento® noTpibHO BIAHOBUTU SKHaMLWBMALWE MICNA iHBA3VMBHOI Mmpouefypn abo XipypriyHoro BTpyYaHHSs, SIK TifIbKM AOCArHYTO




a/leKBaTHOro reMocTa3sy Ta AKLLO 3aCTOCYBaHHA Mnpenapary A03BO/AE KiHIYHA CUTYyaLif B LiSIOMY, L0 BCTAHOB/IEHO NiKapeM (AUB. po3gin «PapMakoKiHETNKA).
MauieHTV NiTHLOrO BiKY

PU3MK pO3BMTKY KPOBOTEY MOXKe 306i1bLLYBATUCS 3 BIKOM (AMB. po3in «PapmMaKonioriyHi BNacTUBOCTI»).

JepmatonoriyHi peakuii

Cepiio3Hi LLKIpHI peakuil, BKAOYatoum cuHapom CTiBeHca-)KOHCOHA / TOKCMYHMIA enigepMmanbHUiA Hekponi3 Ta DRESS-cMHApoM (peakLis Ha NikapcbKuia 3aci6 3
€03MHOMINIEID Ta CUCTEMHUMK CMMMATOMaMWM), y 3B’S3KY i3 3aCTOCYBaHHSIM puBapoKcabaHy 3apeecTpoBaHO Y MicnApeecTpayiiHuiA nepiog (ame. po3gin «Mo6iyHi
peakLii»). PU3MK UMX peakuili y nauieHTiB, NMOBIPHO, € HaMBULMM Ha Mo4aTKy Tepanii: nosBa peakuili y 6inblIOCTI BMNafKiB BigdyBanaca NpoTArom nepLumx
TWXKHIB NiKyBaHHS. [py neplumx nposisax TSHXKKUX LIKIPHMX BUCUNaHb (Hanpuknag, reHepanisauis, iHTeHCUiKalis Ta/abo YTBOPEHHS MyxupiB) abo 6yab-aKux
IHLIMX O3HaKax rinepyyT/IMBOCTI Y NOELHAHHI 3 YPaXXEHHAM C/IM30BOT 000/I0HKM CAif, MPUMMHAUTY 3aCTOCYBaHHA prBapoKcabaHy.

IHhopmaLLis NPo AOMOMIXKHI PEYOBUHW

Mpenapat Kcapento® MiCTUTb NakTo3y. MayieHTy 3 pigKiCHUMK CNafKOBUMW 3aXBOPIOBaHHAMM, LLLO CYMNPOBOKYHOTHCA HENEPEHOCUMMICTIO ranakTosun, aediuntom
nakTtasu Jlanna abo ManbabCcopoLIErD MNHOKO3M-TanakTo3mn, He NOBMHHI 3aCTOCOBYBATU Lieil npenapart.

JKIHKM penpoayKTuBHOro BiKy / KoHTpauenLiist

YKiHKam penpofyKTUBHOIO BiKy C/lif 3acTocoBYyBaTu npenapat KcapentoO nniue 3 epeKTUBHOK KOHTPaLENLieto.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHA rpyaato.

BariTHicTb

EtekTnBHICTb Ta 6e3neka 3acTocyBaHHs npenapaTy KcapenTo® BariTHAM >KiHKaM He BCTaHOB/EHi. Pe3ynbTaTu [JOCNiMKEHb Ha TBapUHax BKa3ylTb Ha
PEnPOAYKTUBHY TOKCUYHICTb (AMB. po3gin «PapmMakoniorivyHi BNacTUBOCTI»). 3 OrNaAy Ha NOTEHLiiHY penpoayKTUBHY TOKCUYHICTb, PU3NK KPOBOTEY Ta AaHi LLOAO
MPOXOKEHHSA puBapoKcabaHy Yepes nnaueHTy 3acToCyBaHHS npenapaTty KcapenTo® nif yac BariTHOCTI MPOTUNoKasaHe (AVB. po3ain «poTunokasaHHs»). XKiHkam
penpoAyKTUBHOIO BiKY CAif YHUKATW BariTHOCTI Mif Yac NikyBaHHS prBapoKcabaHOM.

["olyBaHHA rpyaar

EekTnBHICTb Ta 6e3neka 3acTocyBaHHA mnpenapaTy Kcapento® >iHKam, fKi rofytTb rpyaato, He BCTaHOBMEHI. Y pe3ynbTarti JOCNIIKEHb Ha TBapUHax
BCTAHOB/IEHO, WO pvBapoKcabaH BUAINAETLCA 3 rPyAHMM MOMOKOM. BignosigHo npenapat Kcapento® npoTuMnoKasaHUiA [0 3aCTOCYBaHHSA Y Mepiof rofyBaHHS
rpyaato (ave. posain «MpoTmnokasaHHs»). HeobXigHO NPUAHSATY PiLLEHHS CTOCOBHO MPUNUHEHHS FOAYBaHHS rpyAaro abo NPpUNMHEHHA/NPU3YNWHEHHS Big Tepanii.
PepTUNbLHICTL

CneujianbHi JOCNIIKEHHA BNIVMBY prBapoKcabaHy Ha (PEPTUILHICTb Y NIOAMHN He NpoBOAUAN. MNpy gocnifKeHHI (DepTUIBHOCTI Yy camLiB Ta caMULb TBapuH He Byo
BiI3HAYEHO XXOAHMX 3MiH (AUB. po3ain «PapMaKonorivHi BNaCTUBOCTI»).

YKiHKM penpoayKTMBHOIO BiKY / KOHTpauenLiis

YKiHKaM penpofyKTUBHOIO BiKy C/lif 3acTocoByBaTy npenapat KcapentoO nuiue 3 eheKTUBHOK KOHTPALENLLieto.

3paTHICTb BNMBATW Ha LUBUAKICTb pPeakLii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLMMK MexaHi3MaMu.

MpenapaT Kcapento® NposiBAse HE3HAYHWI BMMB Ha 34aTHICTb KepPyBaTW aBTOTPaAHCMOPTOM abo iHWKMMK MexaHidmamu. IoBigomasnoca nNpo Taki NoGiYHI peakuii,
AK CMHKONaIbHWIA CTaH (HevacTo) abo 3anamopoyeHHs (YacTo) (amB. po3ain «IMobiyHi peakuii»).

MayieHTaM, y AKX Bif3Ha4at0TbCA Taki NOGIYHI peakLii, He Cnif KepyBaTy aBTOMOOIIeM abo npawkoBaTy 3 IHWNMU MeXaHi3Mamu.

Cnoci6 3acTocyBaHHSA Ta f103M.

J03yBaHHS

PekomeH[0BaHa fo3a 2,5 Mr 2 pasu Ha AeHb.



[OCTpWil KOPOHAPHWI CUHAPOM
MauieHTw, SKi NpuiiMatoTb NpenapaT Kcapento® 2,5 Mr 2 pa3un Ha 00y TakoX NoBMHHI npuitmat ACK 'y ao6osiii gosi 75-100 mr un ACK'y go6osiii gosi 75-100
MI pa3oM i3 Knonigorpenem y fo6oBil 4o3i 75 Mr abo 3i cTaHAapTHO 4060BOK [030H0 TUKIOMIANHY.
HeobxifHO perynsipHoO NPOBOAUTM OLiHKY NiIKyBaHHA Y KOXHOro OKPeMOro nauieHTa, BpaxoBYHOUM CMiBBIAHOLEHHS PU3MKIB PO3BUTKY iLLEMIYHMX MOPYLUEHb Ta
KpOBOTeY. 3BaxKatoum Ha 0OMEXEeHWUIA [A0CBIf 3aCTOCYBaHHA MpenapaTy NpPoTAroM nepiody A0 24 micAuiB, piLUeHHA NPO TPMBAMICTb NliKyBaHHA MoHag 12 Mmicauis
NPUAMaETLCA B IHAMBIAYaNbHOMY NOPAAKY (AMB. po3ain «dapmakoorivyHi BNacTUBOCTI»).
3acTocyBaHHA npenapaty Kcapento® cnig po3noyunHati odpasy nicns crabinisauii ctaHy, nos’szaHoro 3 MKC (BKIYarouy peBacKynspusalinHi npouegypn).
NikyBaHH#A npenapaTom Kcapento® cnif po3noymHaTi He paHille HiXX Yepes 24 rofnHu Nicns rocnitanisawii, To4l AK Tepanito napeHTepaibBHUMM aHTUKOarynsHTaMmm
3a3BUYaii NPUMUHSAIOTb.

Iwemiyna xsopoba cepus / 3aXBOPIOBAHHA NepUepUYHINX apTepiil
MauieHTwn, aKi npuiiMatoTb NpenapaT Kcapento® 2,5 mr 2 pasu Ha o6y, TakoxX noBuHHI npuiiMaT ACK'y no6osiii gosi 75-100 mr.
TpuBanicTb NiKyBaHHA CNij, BU3HAYATU 4151 KOXHOIO OKPEMOro naLlieHTa Ha OCHOBI perynapHOT OLiHKW CTaHy Ta 6paTu [0 yBaru crisBigHOLWEHHS PU3NKIB PO3BUTKY
ILLeMIYHMX NOPYLLEHb Ta KPOBOTEY.
Y nauieHTIB i3 rOCTPUM TPOMOOTUYHMM SBULLEM ab0 CYAMHHOK MPOLeAYPOL0 Ta HeOOXiAHICTHO NPOBeAEHHS MOABIMHOI aHTMarperaHTHOT Tepanii NPOAOBXeHHS
3acTocyBaHHs npenapaty Kcapento® 2,5 Mr 2 pa3v Ha 4o06y chif, OLiHI0BaTK 3 ypaxXyBaHHAM XapakTepy sBuLLa YM NPoLeLypu Ta peXxnuMy aHTuarperaHTHoI Tepanii.
EekTMBHICTb Ta 6e3neka 3acTocyBaHHs npenapaty Kcapento® 2,5 mr 2 pasun Ha goby y kombiHauii 3 ACK Ta knonigorpenem/TuknonignHoM BUBYAINCA TiNIbKA Y
nauieHTiB 3 HewogaBHO nepeHeceHnM TKC (amB. po3ain «lokasaHHs»). MofBiliHa aHTMarperaHTHa Tepanis He BMBYasiacs y kombiHauiT 3 npenapatom Kcapento®
2,5Mr 2 pa3u Ha foby y nauieHTis 3 IXC/3MA (ans po3ginm «OcobnmBoCTi 3aCTOCYBaHHA» Ta «PapMaKosoriyHi BlaCTUBOCTI»).
Y pasi nponycky npuiioMy TabneTKu nauieHTy cnif NpuiAHATA HacTynHy o3y npenapaTy Kcapento® BiAnoBigHO A0 3BMYaliHOrO rpadiky npuitomy. He cnig,
NPUMaTK NoABIMHY A03Yy 3 METOK KOMMEHCALiT NponyLLEHOT A03N.
Mepexig 3 aHTaroHicTis BiTaminy K (ABK) Ha npenapaT KcapenTo®
Mpn nepexogi nauieHTiB 3 ABK Ha npenapat Kcapento® nicnsa npuitomy Kcapento® 3HadeHHss MHB MOXyTb 6yT X16HO nigueHi. MHB He € BanifoBaHUM
METOA0M OLIHKM aHTUKOArynsiHTHOI akTMBHOCTI npenapaty Kcapento®, TOMy He Cnif MOro BUKOPUCTOBYBATM (AMB. po3ain «B3aemogisi 3 iHWMMKU NiKapCbKUMK
3ac06amMm Ta iHLWWIi BUAW B3aEMOUIN»).
Mepexig 3 npenapaTy KcapenTo® Ha aHTaroHicTu BiTamiHy K (ABK)
ICHYe pM3NK HeaoCTaTHLOro PIiBHA aHTUKoarynsauii npu nepexogi 3 npenapaty Kcapento® Ha ABK. Ak i nig yac Oyab-AKOro nepexogy Ha anbTepHaTUBHMIA
aHTMKOArynsHT, y LbOMY BUMaLKy MNOTPIGHO 3abe3neumTy Ge3nepepBHY afleKBaTHY aHTUKoarynauito. Crif BpaxoByBaTyW, LU0 Ha TAi 3aCTOCYBaHHA npenapary
Kcapento® Moxnuse NiABULLEHHS 3Ha4eHHA MHB.
Y pasi nepexogy i3 npenapaty Kcapento® Ha aHTaroHicT BitamiHy K, ABK cnig npuiimati ogHo4acHo 3 npenapatom Kcapento®, noku nokasHuk MHB He 6ypae
cTaHoBUTM = 2,0. YNPOAOBX MNepLunMx [ABOX [AHIB repiody Mepexofy MOXHa 3acTOCOBYBaTWM CTaHAapTHe fAo3yBaHHA ABK. Y noganbwiomy ao3yBaHHs ABK
KOPUrYETbCA 3a/1eXXHO Bif 3HayeHHA MHB. Tokn nauieHT ofHo4YacHO 3actocoBye npenapat Kcapento® 1a ABK, MHB cnif BM3Hayaty He paHille HixX yepes 24
roAvHW Nicns NpuiioMy OCTaHHLOI A03M Npenapaty Kcapento®, ane nepeg nNpuiioMOM HacTynHOT Ao3n KcapenTto®. Micns NpunMHEHHs 3aCTOCYBaHHA npenapaty
Kcapento® MHB MO0XHa A0CTOBIPHO BM3HAYaTy LOHaMeHLe Yyepe3 24 roavHu nicns npuinoMy ocTaHHbOI 03K npenapaty Kcapento® (ave. po3ainv «B3aemopis
3 IHLIMMK NiKapPCbKMMK 3ac06aMm Ta iHLUT BUAW B3aEMOAIN», «DapMaKo/orivyHi BaCTUBOCTI»).
Mepexif 3 napeHTepanbHUX aH TUKOAryNaHTIB Ha npenapaT KcapenTo®
MauieHTn, AKi OTPUMYBaA/IN NapeHTepasibHi aHTUKOArynsHTU, NPUNUHAKTL 3aCTOCYBaHHS aHTUKOAry/nsHTY Ta NoYnHaloTb npuitom npenapaTty Kcapento® 3a 0-2
rOAWHW [0 HACTYMHOro MaHOBOrO0 BBEAEHHS MapeHTepasibHOro npenapaTty (Hanpuknag HW3bKOMOJIEKYNAPHOrO renapuvHy) abo ogpasy nicnsd npunuUHeHHS
3aCTOCyBaHHS npenapary 4/19 TPUBaIoro NapeHTepaIbHOro BBEAEHHS (HanpuKiaz HepakLioHOBaAHOro renapuHy A/ BHYTPILLHbOBEHHOIO BBEAEHHS).




Mepexig 3 npenapaTy KcapenTo® Ha napeHTepasibHi aH TUKoAaryisHTm
MepLly f03y NapeHTepa/lbHOro aHTUKOArynsHTY BBECTU TOZi, KONM MOTPIGHO By/10 3aCTOCOBYBATU HACTYNHY 403y npenapaty KcapenTto®.

3acTocyBaHHA 0CO6/MBYM KATEropisam nauieHTiB

MauieHTN 3 NopyLUEHHAM QOYHKLIT HUPOK

HasBHI 06MeXeHi KNiHIYHI faHi CTOCOBHO NAuieHTIB 3 HUPKOBOK HEAOCTATHICTIO TAXKKOMO CTYMEHS 3 KNIPEeHCOM KpeaTuHIHY 15-29 Mn/XB BKasylOTb Ha 3HauHe
NiABWLLEHHS KOHLUEHTpauii puvBapokcabaHy y nnasMi KpPoBi UMX NauieHTIB. 3BaKarouuM Ha ue, NpU NiKyBaHHI TakMx nauieHTiB npenapat Kcapento® cnif
3aCTOCOBYBATU 3 06EPEXHICTIO.

3acTocyBaHHA npenapaTy He pPeKOMEeHAYETbCA nauieHTam i3 KNIPeHCOM KpeaTuHiHY MeHwe 15wmna/xB (avB. po3ginnm  «OcobnMBOCTI  3aCTOCYBaHHA» |
«DapMaKoKiHETUKa).

Mpn NpU3HaYeHHI XBOPUM 3 HUPKOBOK HEAOCTATHICTHO NIerkoro (KnipeHc kpeatuHiHy 50-80 m/xB) abo cepefHbOro (KnipeHc KpeatuHiHy 30-49 Mn/xB) CTyneHs
TSHKKOCTI KOpPeKLis 031 He NOTpibHa (AyB. po3ain «dapMakoKiHETMKa).

MauieHTN 3 NOPYLUEHHAM OYHKLIT NeYiHKM

MpenapaT KcapenTo® nNpoTunokasaHui NauieHTam i3 3axXBOPHOBaHHSAMM MEeYiHKM, WO acoLitOTLCA 3 Koarynonatieto Ta KAiHIYHO 3HauyLMM pU3MKOM KpOBOTeMI, Y
TOMY YMCNi XBOPMM Ha LmMpOo3 nediHKn Knacy B Ta C 3a knacudikauieto Yainga—’to (ame. po3ainm «MpotunokasaHHs», «PapMakoKiHETUKaE).

MauieHTn NiTHLOrO BiKY

Kopekuis fo3un He noTpibHa (avB. po3ginm «OcobnmMBOCTI 3aCTOCYBaHHA» Ta «PapMaKOKIHETUKEY).

PV3MK pO3BMTKY KPOBOTeY 36i/bLLYETHCA 3 BIKOM (AMB. po3gin «OCcobNMBOCTI 3aCTOCYBaHHA»).

Maca Tina

Kopekuis o3un He noTpibHa (avB. po3ginm «OcobnmMBOCTI 3aCTOCYBaHHA» Ta «PapMaKOKIHETUKA).

CtaTtb

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

Cnocib 3aCTOCYBaHHSA

[ns nepopasibHOro 3aCTOCYBaHHS.

Mpenapat Kcapento® MoXHa NpUiMaTit He3aIeXXHO Bif, BXMBaHHSA Xi (4MB. po3ginn «B3aeMogia 3 iHWMMK NiKapCbKMMK 3ac06aMm Ta iHLLI BUAW B3aEMOiN» Ta
«DapMaKoKiHETUKa).

[na nauieHTiB, AKMM CKNaAHO KOBTaTW Uil TabneTku, Tabnetky npenapaty Kcapento® moxHa nogpibHMTX Ta 3Miwatyv 3 BOAOK abo f6/1y4HUM nope
6e3nocepeHbLO Mepes NepopasibHUM 3aCTOCYBaHHSAM.

TabneTkn npenapaty Kcapento® B nofpibHEHOMY BUINALI TaKOX MOXHA BBOAUTW 3a AOMOMOrOH LUYHKOBOrO 30HAa (Nicns nepeBipky NpaBW/IbHOCTI MOro
po3TallyBaHHA Y LUNYHKY). MofpibHeHi TabneTkn CNif BBOAUTU 3 HEBE/IMKOK KifbKICTHO BOAM Yepe3 LUNYHKOBWUIA 30HA, MIiCNA YOro 30H[, NpOMMBATK BOAOH (AMB.
po34in «@apMaKoKIHETUKA).

aiTn.
EthekT1BHICTb Ta 6e3meKy 3acTocyBaHHS npenapaTy Kcapento® fitam He BuBYanu. JaHi 3 Ub0ro npuBoAy BifCyTHi. TOMY He PeKOMEHAYETbCS 3aCTOCOBYBATM
npenapat Kcapento® fitam.



NepenosyBaHHS.

Y 3aikcoBaHUX MOOANHOKMX BMNaLKax rnepeaosyBaHHa Ao 600 Mr He crniocTepiranm TakMx yCKnafgHeHb, KK KpoBOTeYa, abo iHLWKX NobivHMX peakuiin. BHacnigok
06MmeXeHoT abcopbuii Npu BBEAEHHI NpenapaTty y fo03ax, Wo 3Ha4HO nepeBuLLyoTh TepaneBTUYHI (50 Mr abo BULLE), OYIKYETHCA ePEKT HACUYEHHSA 6e3 NoAaNbLLOro
3POCTaHHA CepefHbOro PiBHA Y Mia3mi KpoBi.

HasBHMIn cneundivyHniA HeTpaniaytoumnin 3acié (aHAeKcaHeT anbgia), AKWin NpoTuaie GapmMakonoriyHMm eoektam prBapokcabaHy (AMB. KOPOTKY XapaKTepUCTUKY
npenapary aHekcaHeT anba). Mpy Nepefo3yBaHHI NpenapaTy 415 3MeHLLIEeHHA BCMOKTYBaHHS pyBapokcabaHy MOXHa 3aCTOCOBYBATW aKTUBOBaHe BYTi/NA.
JliKyBaHHA KpOBOTeY

Mpy BUHUKHEHHI Y NauieHTa, AKWA OTPUMYE puBapokcabaH, YCKNafHeHb Y BWUIMNAAI KPOBOTEYI CMif BIAKNACTM NPUIAOM HACTYNHOI [03M prBapokcabaHy abo
MPUNUHUTL NTIKYBaHHA 3a/1eXXHO Bif cuTyauii. Mepiod HaniBBMBEAEHHS puBapokcabaHy CTaHOBUTb MPUOAN3HO 5-13 roauH (avB. po3gin «PapMakoKiHETUKa).
JlikyBaHHS cnif npu3HayaTy iHAMBIAYaNIbHO, 3a/IEXHO Bif IHTEHCMBHOCTI Ta /OKanisauii KpoBoTedi. Y pa3i NoTpebu MOXKHa MPOBECTU Ha/leXHe CUMNTOMAaTUYHe
NiKyBaHHA, Hanpuknag MexaHiyHy KOMMPECIt0 Mpu iHTEHCWMBHIMA KPOBOTEYi 3 HOca, XipypriyHuin remoctas 3 npouesypamu KOHTPOMO KPOBOTeYi, BiHOB/IEHHS
BOAHO-ENEKTPOITHOIO 6anaHcy i remoAvHamiuHy NiATPUMKY, NepenvMBaHHsA NpenapariB KPoBi (EpUTPOLMTAPHOT Mack abo CBIXKO3aMOPOXKEHOI Na3mu 3a1eXHO Bif
acouiioBaHoT aHemiT abo Koarynonartii) abo TpoM6oLMTIB.

AKLLO NicNa 3aCTOCYBaHHA 3a3HaYeHMX BULLE 3aX0fiB KPOBOTEYA He NMPUNUHUAACH, CAif PO3rNSAHYTU MOX/MBICTb 3aCTOCYBaHHSA CNeuMgiYHOro HelTpanisyr4oro
3acoby (aHAeKcaHeTy anba), iHribiTopa hakTopa Xa, KMl NpoTuie apmakonoriyHum edoektam prBapokcabaHy, abo cnewiasibHUX NPOKoarynsHTHUX Npenaparis
3BOPOTHOI AiT, TaKNUX AK KOHUEHTpaT NnpoTpoMbiHoBoro komnekcy (PCC), KOHUEeHTpaT akTMBOBaHOIo NpPoTpoM6iHoBoro komnsekcy (APCC) abo peKoMbiHaHTHWIA
takTop Vila(rf Vlla).

MpoTe KAiHIYHWIA JOCBIf 3aCTOCYBaHHS LMX NIKAPCbKMX 3ac06iB Npu nepeao3yBaHHI puBapokcabaHy 06MeXXeHWid. PekoMeHdaL i TakoX 6a3yroTbCa Ha 0OMEXEHMX
[OKNIHIYHMX AaHMX. PilleHHs Npo KOPeKLito 403K pekoM6biHaHTHOro haktopa Vlla ta TUTpyBaHHSA NpUMMatoTh 3 OrNs4y Ha CTyNiHb KOHTPOJIKO Haf KPOBOTEYEH. Y
pa3i MacUBHVX KPOBOTEY CAif, PO3rNAHYTU NMUTaHHSA NP0 KOHCY/bTaL,ito FeMaTos10ra 3a/1eXHO Bif cUTyauii (4vB. po3ain «dapmakosioriyHi BflaCTUBOCTI»).

MpoTamiHy cynb®aT i BiTamiH K He NOBMHHI BM/IMBATN Ha aHTUKOAryNsHTHY aKTUBHICTb puBapoKcabaHy. HasBHWMIA 06MeXeHWn f0CBIf 3aCTOCYBaHHSA TpaHEKCaMOBOT
KMCMOTW Ta BIACYTHIN [OCBIif 3aCTOCYBaHHA amiHOKanpOHOBOI KWC/IOTWU i anpoTMHIHY MauieHTam, fKi OTPpUMYIOTb puBapokcabaH. HaykoBOro obrpyHTyBaHHA
[ouifbHOCTI abo A0CBifY 3aCTOCYBaHHA CUCTEMHOIO reMOCTaTUYHOrO MpenapaTy 4eCMOMpPeCcuHy A/ YCYHeHHS CUMMNTOMIB Nnepefo3yBaHHSA puBapokcabaHy Hemae. 3
OrNisify Ha BUCOKE 3B’A3yBaHHS 3 6ikamy Nia3mm KPoBi OUiKY€ETbCA, WO pyUBapoKcabaH He BUBOAUTLCA 3 OpraHi3My LUISXOM Aianisy.

Mo6iyHi peakuil.
Y3aranibHeHWiA Npodisib 6e3neku
besneky puBapokcabaHy Bnsyanu B 13 gocnigxeHHsax 11 asm 3 yyactio 53103 nauieHTiB, AKi OTpUMYBa/iM Tepanito pyBapokcabaHom (AvB. Tabnumuto 5).

Tabnumua 5. KinbKicTb nauieHTiB, 3arasibHa 4060Ba 403a Ta MakCMMasibHa TPUBaICTb NTiKYBaHHA NPOTAroM gocnifixeHs 111 ¢asun

Noka3zaHHA KinbKicTb 3aranbHa fo6oBa fo3a MakcnmanbHa
naLieHTiB* TpuBanicTb
NiKyBaHHSA
MpoinakT1Ka BEHO3HOT TpOMBoeM6b0NIT 6097 10 mr 39 fHiB

(BTE) y gopocnmnx nawuieHTiB, SKUM
NPOBOAATb OMEepaTUBHI BTPYYaHHS 3
eHL0NpoTe3yBaHHSA Ky/bLLOBOIO Yu
KONIHHOro cyrno6is




Mpodinaktnka BTE y comatnyHmnx 3997 10 mr 39 aHiB
XBOPUX
JikyBaHHA TPOM603Yy rNMMOOKNX BEH 6790 1-21 peHb: 30 Mr 21 micaub
(TrB), TpoMboembonii nereHeBOT apTepii 22 pneHb i gani: 20 mr
(TEJIA) Ta npodinakTunka peynansy Micna woHanmeHLWwe 6

micsayis: 10 mr abo 20 mr
MpodpinakTnKa IHCYbTY Ta CUCTEMHOI 7750 20 mr 41 micaup
em60nii y 4OpOC/nX NaLieHTIB 3
HeKnanaHHo hibpunauieto nepeacepapb
MpoinakTnKa aTepoTPOMOOTUYHMX ABULL 10225 5 mr a6o 10 mr BignoBsigHo, 31 micaup
y nauieHTiB nicns nepeHeceHoro NKC ofHouacHo 3 ACK abo 3

ACK Ta knonigorpenem

abo TMkKnonignHoOM

MpodinakTnKa aTepoTPOMOOTUYHUX ABULL, 18244 5 mr ogHouacHo 3 ACK abo 47 micAauis
y nauienTis 3 IXC/3MA 10 mr

*[MayieHTn, SKi oTpUMany NPpUHaiMHI 0AHY 03y pyuBapoKcabaHy

HaityacTilwe y nauieHTiB, sIKi OTpMMyBa/M puBapoKcabaH, MOBIAOMAAAM MPO TaKi BiA3HauyeHi MOGIYHI peakuil, AK KpoBoTeui (AvB. po3gin «OcobnmBoCTi
3aCTOCYBaHHS» Ta HaBefeHUIn HWKYe MigNYyHKT «IH(popMaLia Woao okpeMux nobiyHMX peakuin») (aue. Tabnuuto 6). Hainvactiwmmu 6yny noBigoMIeHHS Mpo

HOCOBI KpoBOTeui (4,5 %) Ta KpOBOTEUI LLTYHKOBO-KULLKOBOr0 TPakTy (3,8 %).

Tabnumua 6. YacToTa po3BUTKY KPOBOTEU* Ta aHeMii y NauieHTiB, AKi OTpUMyBann preapokcabaH Nnpotarom gocnigkeHs 1 dasu

[MoKa3aHHS

By/b-siKa KpoBOTeYa

AHemis

MpoinakTKa BeHO3HOI Tpomboembonii (BTE) y
[lOPOC/INX NaLIEHTIB, AKMM NPOBOAATL OMNepaTuBHiI
BTPYYaHHA 3 €HAOMNPOTE3YBaHHA Ky/bLLUOBOrO 4u
KONIHHOro cyrno6is

6,8% naujieHTIB

5,9% naujieHTiB

MpothinakTka  BEHO3HOI
COMaTMYHMNX MaLieHTIB

Tpomboembonii 'y

12,6% navieHTiB

2,1% naujieHTiB

nauieHTis 3 IXC/3MA

NikysaHHa TIB, TEJIA Ta npoginaktuka | 23% nawieHTiB 1,6% nauieHTiB
peunamBy

MpodpinakTnka iHCYbTy Ta CUCTEMHOT emboniTy 28 Ha 100 nauieHTo-pokKiB | 2,5 Ha 100
[OPOCNNX NaLiEHTIB 3 HEKNaNaHHO ibpunaLieto nawieHTOo-poKiB
nepeacepab

MpoinakTnkKa aTepoTPOMOOTUYHMX SBULL, Y 22 Ha 100 naujieHTo-pokiB | 1,4 Ha 100
nawieHTiB nicnsa nepeHeceHoro NKC nawieHTO-poKiB
MpoghinakTnka aTepoTpoMOOTUYHUX  fABULY, Y | 6,7 Ha 100 0,15 Ha 100

nawieHTOo-poKiIB

nawieHTo-poKiB **




* [1ns BCiX JOCNiKeHb pMBapoKcabaHy BCi fBMULLA KPOBOTeY 3i6paHi, BigpenopToBaHi Ta po3risHyTi.
** Y pocnipkeHHi COMPASSuacToTa aHemil 6yna HU3bKOK NpY BUKOPUCTaHHI BUGIpKOBOro Nigxoay Ao 360py iHhopMaLlii npo nob6ivHi asuwa.

Hwkue y Tabnuui 7 HaBeaeHo No6iuHI peakuii, WO BUHUKaAN Npu 3acTocyBaHHi npenapaty Kcapento®. Mo6iyHi peakLii po3nodineHi 3a KnacamMmu CUCTEM OpraHiB
(MedDRA) Ta vactoToto. YacToTa nobivyHMX peakLiii BU3HAYAETLCS TaKUM YMHOM: AyxKe 4acTi (21/10); yacTi (=21/100 - <1/10); HeuacTi (=1/1000 - <1/100);
nooAnHoKiI (=1/10000 - <1/1000); piakicHi (< 1/10000); yacToTa HeBigoMa (He MoXe 6yTn BCTaHOB/EHa, 3a HAssBHUMU JaHUMW).

Tabnmua 7. Ycinob6iyHi peakuii, Wo BigMivanncs y nauieHTiB, aki 6panv yyacTb y gocnigpkeHHsx 11 dasu*, abo y nicnapeectpauiinHuii nepiog
Yacri | HeuacrTi |  MooguHoki | PigKicHi | Yactora Hesigoma
[MopyLUeHHSs 3 6OKY KPOBOHOCHOT Ta NiMgaTUYHOI CUCTEM

AHewmis (BKovaoum | TpoM6oumnTo3 (BKIKOYaKUN

BIAMOBIAHI 36i/IbLLEHHSA KiNbKOCTI

nabopaTopHi TpomGoLuTIB)A,

napameTpu) TPOMOOLUTOMEHISA

MopyLeHHs 3 60Ky iMYHHOI CUCTEeMU
AnepriyHa peakuis, AHahinakTnyHi
anepriyHunii gepmartur, peakLiii, BK/oyaroun
aHrioOHEeBPOTMYHWIA Ta aHaiNnaKTU4HUin
aneprivyHunii Habpsik LLIOK

Po3naay 3 60Ky HepBOBOI CUCTEMMU

3anamMopoyeHHs, Mo3KoBi Ta

rOI0BHUIA 6islb BHYTPILLHbOYEPENHI
KPOBOBW/IMBW, CUHKOM&/IbHUIA
CcTaH

MopyLUeHHs 3 BOKY opraHis 30py

Ou4HMIA KPOBOBU/INB

(BK/IHOYaKOUM

KPOBOBWU/IB Y

KOH’FOHKTUBY)

Cepuesi nopyLueHHs

| Taxikapgis

CyZMHHI NopyLUeHHS
ApTepianbHa
rinoTeHsis, rematoma
PecnipaTopHi po3naam, NaTo/oris OpraHis CepefoCTIiHHA Ta rpyAHOT KNI TKK
HocoBa KpoBoTeya,
KpOBOXapKaHHS
Po3naam 3 60Ky LLUNYHKOBO-KULIKOBOrO TPakTy




KpoBoTeui 3 fCeH,
LLI/TYHKOBO-KMLLKOBI
KpoBOTEMi
(Bkntoyvaroumn
peKTaNbHYy
KpoBoTeuy), 6inb y
LLUTYHKOBO-KULLIKOBOMY
TpakTi Ta B 061acTi
XWBOTa, AUCrencis,
HyZ0Ta, 3anopA,
niapesi, 6110BaHHSA

CyxicTb y poTi

"enaTob6iniapHi NOPYLUEHHS

MigBULLEHHS PIBHS
TpaHcamiHa3s

MeyiHKOBa HelOCTATHICTb,
NiABVLLEHHSA PiBHSA
6inipy6iHy, NiABULLEHHS
aKTUBHOCTI TY>KHOT
(hochaTasn KpoBiA,
NiABWLLEHHS aKTUBHOCTI
ramma-rnayTamifn-TpaHcgepasm
(TTT)A

YKoBTAHMUSA,
MiABULLEHHSA PIBHSA
KOH’tOro-BaHoro
6inipy6iHy (3 abo
6e3 0HOYacHOro
NiABULLEHHS
aKTMBHOCTI AJIT),
X0necrtas, renatuT
(BKHOYaOUM
renaro-LentonspHe
YPaXKeHHS)

Po3naam 3 60Ky LWKipw i

MiAWKIPHOT TKaHWHW

Csepbix (BKNHOYaOUn
HeyacTi BUNagKu
reHepasii3oBaHOro
cBepbexy),
BUCUMAHHS, eKXiMO3,
LUKipHWI Ta
NiALKIPHWIA
KPOBOBU/IMBU

Kponue’aHKa

CuHapom
CriBeHCa—/[})KOHCOHa
/ TOKCUYHWIA
enigepmanbHUi
HeKponis,
DRESS-cuHapom

MopyLLEeHHS 3 6OKY ONOPHO-PYXOBOrO anapaTy, CNONY4YHOT i KICTKOBOI TKaHUHM

Binb y KiHuiBKaxA

"emapTpo3

Kpososunuen y
M’431

KomnapT-mMeHT-CUHAPOM
BHACNiLOK KPOBOTEUi

Po3naay 3 60Ky HUPOK | CEHOBUBIAHUX LUMSAXIB




A Cnoctepiranncs mig yac npodinakTuku BTE y [OPOCANX NaLieHTiB, SKUM NPOBOAWOCS MNaHOBE OMepaTWBHE BTPYYaHHS 3 €HAOMPOTE3YBaHHS Ky/bLUOBOFO a6 KOMIHHOMO

cyrnobis.

B Cnoctepiranucs nig yac nikyeaHHa TIB, TE/TIA Ta npoginakTuku peumamsiB ayxe 4acTo Y XKIHOK BiKOM < 55 pokiB.

YporeHiTa/nbHi
KpoBoTeui
(CROIEETE]Y
remartypito i
MeHoparitoB),
NOPYLUEHHS QYHKLIT
HMPOK (BKHOYaH0UM
NiBWLLEHHS PiBHS
KpeaTuHiHYy B KpPOBI,
NiABVLLEHHS PiBHSA
CEYOBMHM B KPOBI)

Hwupkosa
HefoCTaT-HICTL/ rocTpa
HMPKOBA HeJOCTaT-HICTb
BHAC/Ni40K KPOBOTeui,
L0 CnpuynHUNa
rinonepgy-3ito

CUCTEMHI NOPYLLEHHS

apsukaA, MoraHe camomno4yTTA JokanizoBaHwii
rnepupepuuHuii (BKNHOYAKOUY HE3MYXKAHHS) HabpAKA
HabpsiK, 3arasibHe
MoripLUeHHs
caMornoyyTTsa Ta
3HUKEHHSA aKTUBHOCTI
(BkntoyvaroUmn
BTOM/IOBaHICTb Ta
acTeHito)
PesynbTaTK aHanisis
MigBULLEHHS PIBHS
nakTataerigporeHasu (140)A,
MiIBULLIEHHS PiBHA NinasunA,
MiIBULLIEHHS PiBHSA aMinasnA
TpaBmu, 0OTPYEHHS, NPOLEAYPHI YCKNAAHEHHS
MNocTnpouenypHa CyanHHa
KpoBoOTeua rnceeao-aHeBpuamat
(BK/HOYaKOUM

nicnsonepavyinHy
aHeMito Ta KpoBOTeuy 3
paH), CHLi, ceKkpeLin 3
paHuA




C BusHauanmcs ik HevacTi npw NpPoBeeHHI NPOQINaKTUKN aTePOTPOMBOTUYHMX SBULLL Y NaLlieHTiB, sKi nepeHecnn FKC (nicna YKB).
* Byno 3aCcTOCOBaHO 3a3janerifib BU3HauYeHWn B1GIpKoBUIA Nigxisg fo 360py iHpopmauii Npo nobiyHi peakyii. OCKiNIbKX YacTOTU NOBIYHMX peakLiil He 36inbunMancL Ta He 6yno
iAeHTNIKOBAHO HOBMX MOBIYHMX peakuiin gaHi gocnigpkeHHss COMPASSHe 6yno BKAKYEHO A1 po3paxyHKy 4acToTh Y AaHii TabnuLi.

IHhopmaLis LWoA0 OKPEMUX NOBIYHUX PeakLil

3 ornsgy Ha (hapMakosnoriyHuMiA MexaHi3m il puBapokcabaHy, 3acTOoCyBaHHA npenapaty Kcapento® moxke acouitoBaTucst 3 NiABULLEHUM PU3UKOM BUHUKHEHHS
BHYTPILUHLOT ab0 BifKPUTOT KPOBOTEYI B OY/[b-AKMX TKAHMHAX Ta OpraHax, Lo MOXKe MpPU3BOAMTW A0 MocTremopariyHol aHeMii. CUMNTOMM Ta CTYMiHb TSHXXKOCTI
(BKNMHOUatoumM neTasibHi HaCNifKW) 3anexarb Bif NoKasizalii Ta BUPaXXeHOCTI KpoBOTeYi Ta/abo aHeMmil (amB. po3ain «lepefo3yBaHHs/ JlikyBaHHS KPOBOTEYI»). Y Xofi
KMIHIYHUX JOCMIAKEHb KPOBOTeYi 3i CIM30BMX 0B60M0HOK (HanpuKknag HOCOBI KPOBOTeYi, KPOBOTEYI 3 ACEH, LLYHKOBO-KMLLIKOBI KPOBOTEYi, KPOBOTEYi 3 OpraHis
CeyocTaTeBOi CMCTEMM, BK/HOYAKOYM aHOMa/IbHY BariHa/lbHY KpPOBOTEYY ab0 MOCWIEHHS MEHCTPyasibHOI KpOBOTeYi) Ta aHemis 3ycTpivaimncd dacTiwe npu
[IOBrOTPMBA/IOMY NiKyBaHHI pyBapoKcabaHOM, HiXX Npu NiKyBaHHI aHTaroHictamu BiTamiHy K. 3Baxalum Ha L, OKPIM HaneXHOro KMiHiYHOro Harnagy, y
BI4NOBIAHMX BMNajKax [OLiNbHO MPOBOAUTW NabOPaTOPHUIA KOHTPO/Ib MOKa3HUKIB remMorfiobiHy/reMaToKpuTy 3 MeTOK BUSIB/IEHHA MPUXOBaHWX KPOBOTEY |
BU3HAYEHHA K/IHIYHOT 3HAYYLLOCTI ABHUX KPOBOTeY. PU3NK BMHUKHEHHS KPOBOTEYI MOXe OYyTW BULMM Y MEBHMX rPyn NauieHTiB, Hanpuknag y nauieHTis 3
HEKOHTPO/IbOBAHOK TSHXKKOK apTepiasibHOK rinepTeHsieto i/abo y nauieHTiB, AKi OAHOYACHO MpuiAMaloTb Npenapart, SKW BNvMBaE Ha remMocTas (AWB. PO3Ain
«Oco6nmMBOCTI 3aCTOCYBaHHA/ PU3MK PO3BUTKY KpPOBOTEY»). MO/MBE 30i/IbLUEHHS IHTEHCUBHOCTI Ta/abo TpMBAIOCTI MEHCTPyasibHUX KpoBOTeY. [posisamu
remMoparidyHux ycknafHeHb MOXYTb O6yTW cnabkicTb, 6Mi4iCTb, 3anamMOpOYeHHs, TON0BHUIA 6inb abo HabpsK He3’scoBaHOI eTionorii, AUCMHOe, LWOK HeBifOMOI
eTioNorii. Y fesakunx Bunafkax, aK HacligoK aHemii, CnocTepiraincsa Taki CUMNTOMM iLLemil cepus, fK 6inb y rpyfax abo CTeHoKapis.

Mpn 3acTocyBaHHI npenapaty Kcapento® noBigoMnsanocs npo BTOPWHHI YCKNAAHEHHS, BIAOMI SK HACNifOK TAXKOI KPpOBOTeYi, Taki K KOMMapTMEHT-CUHAPOM i
HMPKOBA HEAOCTATHICTb BHACNILOK rinonepdysii. TOMy Nif Yac OUiHKM CTaHy nauieHTa, AKOMY Npu3HayatoTb aHTUKOAryIsHTY, C/if, 3BaXYBaTU PU3NK BUHUKHEHHS
KpOBOTeui.

[MoBiAOMNEHHS NPO HEGAKAHI NOBIYHI peakLiil

MoBifOMMEHHA NPO Nifo3proBaHi MNOGIYHI peakLii nicns peecTpauii NikapcbKoro 3acoby € BaXNMBMMU. BOHM [JatoTb 3MOry MPOBOAUTM 6e3MnepepBHUIn MOHITOPUHT
CMiBBigHOLLEHHS KOPUCTL/PU3MK 3aCTOCYBaHHA npenaparty. MeAnyHi npawiBHUKY NOBUHHI NOBIJOMIATY NPO 6y Ab-AKi Mif03ptoBaHi MOBiYHI peakuil.

TepMiH NpUAATHOCTI.
3 POKMW.

YMoBW 36epiraHHs.
36epirat npu Temnepatypi He BuLe 30 °C B HeAOCTYNHOMY 4151 AiTel MicLi.

YnakoBKa.
Mo 14 Tabnetok y 6nicTepi. Mo 1 ab6o 4 6nicTepn B KAPTOHHI NavLi.

KaTteropis Bignycky.



3a peuenTom.

Bupo6HMK.
Bariep Al
Baiep Xenckep MaHydakTtypiHr C.P.J1.

Micue3HaxomkeHHS1 BUPOOHMKaA Ta A0ro agpeca Micusa NPOBagKeHHS AisiNIbHOCTI.
Kaiizep-Binbrenosm-Anee, 51368, /leBepKy3eH, HimeuunHa.
Bia [enne MpoaHe, 126-20024, MapbaHbATe-MinaHese, ITanis.



