IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

KCAPEJITO®

(XARELTO®)

Cknao:
ditoua pevosuHa: rivaroxaban;
1 TabGneTka, BKpUTa IUIiBKOBOIO 000JI0HKOI0, MiCTUTE 2,5 MI' pruBapokcabaHy;

0ONoOMIdICHI peyo8UHU: 1Ie/II0103a MIKPOKPUCTalidYHa, HaTPilo KpOCKapMenoaa,
TiAPOKCUIIPOIIIIIEN0NI03a, TaKTO3W MOHOTIgpaT, MarHiio cTeapaT, HaTPilo Jaypuiacynbdart, 3ajisa
okcup xkoBtuii (E 172), nonietunenrnikomns, Tutany miokcup (E 171).

JIikapcbka ¢opma. TabrneTKH, BKPHUTI IIJIiBKOBOIO 000JIOHKOIO.

OcHosHi ¢i3uko-xiMiyHi 81acmusocmi: KpyTJli ABOONYKJIi TaOIETKYU CBiTI0-2KOBTOT'O KOIHOPY 3
TPUKYTHUKOM Ta I[udpoio 2,5 3 0qHOT0 OOKY Ta XpecTomnoniOHuM norotunoM «baliep» — 3 iHIIOTO.

dapMmakoTepaneBTHYHA rpyna. AHTUTpoMOOoTHYHI 3acobu. [Tpsami inribiTopu pakTopa Xa.
PuBapokcaban. Kog ATX BO1A FO1.

®Papmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.

MexaHi3M mil

PuBapokcabaH — BHCOKOCENIEKTUBHUY NPsAMUM iHribiTop PakTopa Xa, 110 Ma€ BUCOKY 0i0H0CTyIHICTD
IIpY ITepopaibHOMY 3aCTOCYBaHHi. bjI0KyBaHHS aKTUBHOCTI (pakTOpa Xa IepeprBa€e BHYTPILIHIN Ta
30BHIIIHIY MUISIXYU KOATYJAI[iINHOTO KacKagy, BHACIIIOK YOr0 IPUTHIYyEThCSI (GOPMyBaHHS TPOMOiHY
Ta yTBOpPeHHs TpoMOy. PuBapokcaban 6e3mocepefHbo He IPUTHIYY€E aKTUBHICTb TPOMOiIHY
(akTuBOBaHOTO ¢akTopa II) Ta He BIIMBAE Ha TPOMOOITUTH.

®apMakogrHaMiuHi eQeKkTH

[Tpu 3acTOCyBaHHi TIOASM CIIOCTEPIraeThCsA M0303aJieKHe MPUTHIYeHHS aKTUBHOCTI (pakTopa Xa.
PuBapokcabaH MpOsBIsie 10303aIe3KHIUH BIIUB HA MPOTPOMOIHOBHUH Yac, 110 JOCTOBIPHO KOPEJTIoE i3
KOHIIEeHTPaIli€lo y ma3mi KpoBi (r = 0,98), AKio a1s aHamily BUKOPUCTOBYEThCsT Habip Neoplastin.
[Tpu BUKOpPHCTaHHI iHIIMX peareHTiB pe3ynbTaTy OyAyTh iHmMME. [ToKa3aHHS 100



npoTpombinoBoro 4acy (ITH) BapTo oOIliHIOBaTH B CEKYHMAX, OCKinmbku MHB (MixHapogHe
HOpMaJli3oBaHe BiHOIIEHHS) BifKaniOpoBaHe ¥ IIpoBaslifloBaHe TiTbKM [l KyMapuHiB i He MOXKe
3aCTOCOBYBATHUCS [JI IHIIUX aHTUKOATYJISHTIB.

Y xopi kniHiKo-papMaKoIOTigYHOT0 HOCTIXKEeHHS IPUTHiYeHHa papMaKoauHaMiku prBapokcabaHy y
3[OPOBUX [OPOCIIUX MOOPOBOJIBILB (N = 22) MPOBOOUIACH OIliHKA BIIJIUBY OOHOPA30BUX 103

(50 MO/xr) KoHIIeHTpaTiB mpoTpoMOiHoBoro Komriekcy (PCC) gBox pisuux tumis: PCC i3 3 ¢akTopi
(pakropm II, IX Ta X) Ta PCC i3 4 daxTopis (pakropu II, VII, IX ta X). [Ipu 3actocyBanHi PCC i3 3
daxTopiB cnocTepiranmocs 3HUKeHHS cepenHix 3HaueHb [TY (Neoplastin) nmpubnausuo Ha 1,0 ceKyHOy
3a 30 xpunuH, a Ha T/i PCC i3 4 ¢akTOpiB Taki 3HaUEeHHS 3HU3UTUCH Ha TPUOIU3HO 3,5 CEKYHIU.
Hartowmicts PCC i3 3 ¢axTOpiB MaB NOTYXKHIMKY Ta MIBUALINY 3araJbHUNI BIIUB Ha IPUTHIYEHHS 3MiH
B YTBOPEHHIi eHporenHoro Tpomo6iny, Hixk PCC i3 4 ¢akTopis (ous. po3nin «[Ilepemo3yBaHH»).

Takox prBapokcabaH [0303a/Ie3KHO 30i/bIIye aKTUBOBAHUYM YaCTKOBUM TPOMOOIIACTUHOBUM Yac
(AYTY) i pesynbratr HepTest; ogHak 1i mapaMeTpu He PEKOMEHYETHCS BUKOPUCTOBYBATHU [JIS OLIIHKHI
dapmakoguHamMiuHuX eekTiB puBapokcabany. Ilig yac nikyBaHHS puBapokcabaHOM y MexkKax
CTaHAapPTHOIL KIiHiYHOI MPaKTUKU NIPOBEJleHHS MOHITOPUHTY ITapaMeTpiB 3rOpTaHHS KPOBi He
noTpibHe. OfHaK y pasi KIiHi4HOlI HeoOXimHOCTI piBeHb puBapoKcabaHy MoXKe OyTH BUMIDSIHUM 3a
IIOIIOMOT 010 BimKaniOpoBaHUX KinbKiCHUX aHTU(AKTOP-Xa-TecTiB (OuB. po3ain «dapMaKOKiHETHUKA»).

KrigiuyHa eeKTUBHICTE i 6e3meka

T'ocmputl kopoHapHutl cuHOpoMm (I'KC)

Kniniuyni mocnipxkeHHs puBapokcabaHy Oyiu IpoBefieHi 3 MeTOI0 BU3HAaUeHHS e(eKTUBHOCTI
puBapokcabaHy fJig 3anobiraHHs CMepTi Biff ceplieBO-CyIUHHNX 3aXBOPIOBaHb, iHPapKTy MioKapaia 4u
iHCYNbTYy B mallieHTiB, sKi HegaBHo nepeHecnu ['KC (indapkT Miokapaa 3 eneBalli€io cerMeHTa ST
[STEMI], indapkT miokapaa 6e3 enesanii cermenta ST [NSTEMI] uu HecTabinbHa CTeHOKAPIis
[HC]). ¥V xomi 6a3oBoro mopsiitHo ciimoro pocmigxkenns ATLAS ACS 2 TIMI 51 15526 natieHTiB 6ynu
paHpoMizoBaHi y criBBifHOIeHHi 1:1:1 gy nMiKyBaHHS B OfIHIi i3 TPhOX I'PYI: pUBapokcabaH 2,5 MT
IIepopabHO [IBiUi Ha [leHb, puBapoKcabaH 5 MTI IIepopasibHO [BiUi Ha meHb abo mnanebo OBivi Ha
IeHb, 110 3aCTOCOBYBAIUCS pa3oM abo TiNbKU 3 alleTunacaminunoBoo kucnoroio (ACK), abo 3 ACK ta
TieHomipuauHOM (Knomnimorpenem abo TukmnoniguaoMm). ITanientu 3 I'KC Bikom go 55 pokiB manu a6o
IyKpoBuii miabet, abo iHdapkT Miokapaa B aHaMHe3i. CepenHst TpUBAJICTh Tepamil ctTaHoBuma 13
MICS1LiB, a 3arajbHa TPUBAJICTh Tepallil cTaHOBUJIA Maiike 3 poku. 93,2 % malieHTiB OTpUMyBaIu
ACK sK CymyTHIO Tepalliio IUIIC TieHomipuanH Ta 6,8 % — Tinbku ACK. Cepeq nmalfieHTiB, sKi
OTPUMYyBaJu MOABINHY aHTUTPOMOOIUTApHY Tepariio, 98,8 % oTpumyBanu knonigorpens, 0,9 % —
tuknoniguH Ta 0,3 % — mpacyrpens. [TallieHTH OTPUMYBaK MEPIIy 03y PUBAapPOKcabaHy IPOTITOM
nepiony Bim 24 roguH #o 7 pHIB (B cepenHboMy 4,7 OHS) MicCNd rochiTani3allil, ajme SKHAUIIBAIIIE
micns crabinizarii 'KC, BKto4alouu Ipolefypy PeBacKyIspu3allil Ta Koy TapeHTepaabHa
aHTHUKOATYJISTHTHA Teparis Moxke OyTH IpUIUHEHa.

OO6unBa pexXuMH MpHUioMy prBapokcabany (2,5 Mr aBidi Ha meHb Ta 5 MT OBiui Ha OeHb Ha Ti
CTaHapTHOI aHTUTPOMOOIMTAPHOI Teparii) 6ynu edheKTUBHI OO TTOJAJIBIIOT0 3HUAKEHHS 4aCTOTH
CepleBOo-CYAUHHUX yCKIafHeHb. OCKinbKY peXuM NpuitoMy puBapokcabaHy 2,5 MT [Bidi Ha ieHb
IIPHU3BOIUB 10 3HUXKEHHS JIeTaIbHOCTI Ta Oy710 OTPUMaHO OaHi PO MEHIINY PU3UK KPOBOTEY Yy pasi
3aCTOCYBaHHS puBapoKcabaHy B HUXKYil 1031, puBapokcabaH CJIifl 3aCTOCOBYBaTH B 03 2,5 Mr fBiui
Ha meHb y KoMOinatril 3 ACK a6o 3 ACK Ta KjomigorpeneM/TUKIOMIAUHOM AJIst TPOdiTaKTHKY
aTepoTpoMOOTUYHUX SIBUI Y Hopociux nauienTis micns 'KC 3 migBuilieHuM piBHEM CepLeBUX
O6ioMapKepiB.

[TopiBHsIHO 3 mnale60 pruBapokcabaH 3HAYHO 3HUKYBAB YaCTOTY JIeTaJIbHUX HACIIIMKIB Bif ceplieBo-



CYIMHHUX 3aXBOPIOBaHb, iHGAPKTY MiOKapaa 4u iHCYIbTY (TepBHHHA KOMOiHOBaHa KiHIIeBa TOYKa).
[TepeBara Oya 3yMOBJIeHA 3MEHIIIEHHSIM KiJIbKOCTi JIeTaIbHUX BUIAIKIB Bifl CEPIIeBO-CyTUHHUX
3aXBOPIOBaHb, iHPAPKTy MioOKap[a Ta MPOsSIBUIACS NOCUTh pPaHO 3i 30epekeHHSIM CTabiTbHOTO
JIiKyBalbHOT'O eeKTY MPOTATOM yChOro nepiony Teparrii (muB. Tabmuiio 1). YacToTa BUMaKiB
MaCHUBHOI KPOBOTeUi, He IOB’513aHO0I 3 a0OPTOKOPOHAPHUM IIYHTYBaHHSM, 3a BU3HaueHHIM TIMI
(ocHOBHMY MOKa3HUK Oe3meku) OyJia BUINOIO ¥ MAIli€HTIB, SKi OTPUMYyBaIu puBapokcabaH, HiX y
Mall€eHTiB, IKUM Oy/0 Mpu3HadeHo maiebo (gqus. Tabnuiro 1). OgHaK pi3HUIA B YaCTOTi PO3BUTKY
JeTaribHUX KPOBOTEY, apTepiabHOI rinmoTeHsii, 110 notpebyBasa JTikyBaHHS BHYTPIlIHbOBEHHUMU
IHOTPOIIHMMM IIpellapaTaMy Ta XipypridyHOro BTPy4YaHHS AJis 3yIUHKU KPOBOTEYi, B IPyIIi
puBapokcabaHy Ta mnianebo 6yna CTaTUCTUYHO HE3HAYYIIOIO.

Tabmuus 1. TToka3uuku edekTuBHOCTI 3rigHo 3 gocnigxkeHHsaM I1I pa3u ATLAS ACS 2 TIMI 51

00’€eKT mOCIimKeHHS [TalieHTH 3 HelomaBHO nepeHecenum I'KC*

JTikyBasibHa m03a PuBapokcabaH 2,5 Mr 2 pa3u Ha o0y, [Tnare60
N = 5114, n (%) N =5113
BimHocHu# pusuk (95 % I [moBipuuii n (%)
inTepBa]) 3HaueHH D’

CMepTh Bifj CepLieBO-CyAUHHOT O 313 (6,1 %) 376 (7,4 %)

3aXBOpIOBaHHS, iHOAPKT MioKapaa 0,84 (0,72; 0,97) p = 0,020*
00 iIHCYIbT

CMepTh 3 OyAb-sIKOl TPUYUHH, 320 (6,3 %) 386 (7,5 %)
inhapkT Miokapma a0o iHCYIbT 0,83 (0,72; 0,97) p = 0,016*
CMepTh Biff CeplieBO-CYOUHHOTO 94 (1,8 %) 143 (2,8 %)
3aXBOPIOBAHHS 0,66 (0,51; 0,86) p = 0,002**
CmepTh 3 OyAb-SKOI IPUYNHI 103 (2,0 %) 153 (3,0 %)

0,68 (0,53; 0,87) p = 0,002**

* MopgudikoBaHuit aHasi3 MoONysLii BCiX paHAOMi30BaHUX MAIliE€HTIB.
® TTopiBHsAHO 3 Mane60; 3HaYeHHs P [JIs IOTPAHI0BOT0 KPHUTEPIIo.
* CTaTUCTUYHA IIepeBara.

** HoMiHas/IbHA 3HAYYILICTb.

Tabmuus 2. TToka3uuku 6e3neku 3a ganuMmu gociipxkenus I1I ¢asu ATLAS ACS 2 TIMI 51

00’€eKT mOCIimKeHH [TalieHTH 3 HellomaBHO nepeHecenum I'KC*

JlikyBasibHa m03a PuBapokcabaH 2,5 Mr 2 pa3u Ha o0y, [Tnare60
N = 5115, n (%) N = 5125
BimzocHuit pusuk (95 % [I) 3HauerHs p°  [n (%)

MacuBHiI KpoBOTeUi, He mmoB’s13aHi i3 |65 (1,3 %) 19 (0,4 %)

A0pPTOKOPOHapHUM IIyHTyBaHHAM 3a |3,46 (2,08; 5,77) p = <0,001*
BU3HaueHHIM TIMI

JleTanbHi KpOBOTEYl 6 (0,1 %) 9 (0,2 %)
0,67 (0,24; 1,89) p = 0,450
CumnToMHuK BHYTpimHbOUYepenHuu (14 (0,3 %) 5 (0,1 %)

KPOBOBUJINB 2,83 (1,02; 7,86) p = 0,037




ApTepianbHa rinoTeH3is, 110 3 (0,1 %) 3 (0,1 %)
noTpebyBasia JTiKyBaHHS
BHYTPIIIHEOBEHHUMU iHOTPOITHUMHU

mpenapaTaMu
XipypriuHe BTpy4YaHHS 3 IPUBOTY 7 (0,1 %) 9 (0,2 %)
KPOBOTEUi, 1[0 HE CIIMHSIEThCS

[lepenuBaHHs Oinblie 4 OQUHULD 19 (0,4 %) 6 (0,1 %)

KPOBi poTsAroMm 48 rogus

* [MomynsIist maieHTiB, B SIKill IPOBOOUTHLCS OIiHKA 0€3MEKH i sTka OTPUMYE JIiKyBaHHS.
® TTopiBHAHO 3 Iane60; 3HaYeHHS P [/I4 JOTPAaHTOBrO KPUTEPIIO.

* CTaTUCTUYHO 3HAYYLIUY TI0Ka3HUK.

TwemiyHa xsopoba cepus (IXC) / 3axe8oprosaHHA nepudepuyHux apmepiu (3I1A)

Y xomi gocmigxenns III pazu COMPASS (27395 mallieHTiB) MPOAEMOHCTPOBAHO e(eKTHUBHICTh Ta
Oe3neky puBapokcabaHy Ojis NpodinakTUKU CeplieBO-CYAUHHOL CMePTi, iHpapKTy MioKapaa, iHCyNIbTy
y nanienTiB 3 IXC a6o cUMITOMHUM 3aXBOPIOBaHHSM nepudepudnux aprepiit (3ITA) i3 BuCOKUM
PU3UKOM imeMiyHux saBuil. [larieHT OyJu mif CIIoCTEPEKEeHHSIM y CePeIHbOMY IIPOTATOM 23 Mics1iB
Ta MakCcuMyM — 3,9 poKy.

Yci nauientu (78,0 % womnoBiku, 22,0 % xinku) Oynu paHmomizoBaHi y criBBigHOImeHHi 1:1:1 ms
JiKyBaHHS B OOHIM i3 TPHOX Ipym: puBapokcaban 2,5 Mr 2 pa3u Ha feHb y KoMmOiHarii 3 ACK 100 mr 1
pa3 Ha JeHb, puBapokcabaH 5 MT 2 pa3u Ha OeHb abo Tinkku ACK 100 mr 1 pa3 Ha geHb Ta iX
BimmoBinHi mnane6o.

[MTauienTu 6e3 HEOOXiOHOCTI TPHUBAJIOTO NTiKyBaHHS iHTiGiTOpaMy MPOTOHHOI TOMIIY Oy IK
paHaoMi30BaHi 71 OTPUMaHHS MaHToNpa3oiy abo mnaiebo.

[Mauientu 3 IXC manu IXC 3 6araTocyguHHUAM ypakeHHIM Ta/abo mepeHeceHul indapKT MioKapaa.
Ilnst marieHTiB BiKOM [0 65 POKiB HEOOXiMHUMM KPUTEPISIMU BKIIOUEHHS Y TOCTiIKeHHS Oymu
aTepoCKJIepo3 i3 3aIyyeHHsIM IIOHAaWMeHIIe IBOX CYIUHHUX OaceiHiB a0o IoHaliMeHIIe i3 JBOMa
NOOaTKOBUMU (DaKTOpaMu PUIUKY.

[TarienTH i3 3aXBOPIOBAaHHAM IepUGEPUYHUX apTepitt Manu abo nepeHeceHi Xipypriuni BTpy4aHHs,
TaKi Ik KOpOHapHe LUIYHTYBaHHS a00 IepKyTaHHa TpaHC/IIOMiHapHa aHTionnacTuka, abo aMImyTaliiio
CTOIIH Y 3B’I3KY i3 3aXBOPIOBAHHSIM apTepiallbHUX CyOuH, abo MepeMiKHY KyJIbraBicTh i3
CIIiBBIIHOLIEHHAM apTepiaJbHOTO TUCKY HUXKHIX KiHIIIBOK 10 apTepiaJIbHOr0 TUCKY BEPXHIX KiHI[IBOK
< 0,90, abo 3HAYymK CTEHO3 epudepudHoi apTepii, abo nepeHeceHy KapoOTUAHY
peBackynspu3aliio, abo 6e3cCUMITOMHUN CTEHO3 COHHOI apTepii = 50 %.

KputepiaMu BUKTIOYeHHS OyJH, 30KpeMa, HeoOXiIHICTh IpU3HaYeHHS MOABINHOI aHTHArperaHTHOI
teparmii abo inmux He-ACK-aHTHarperaHnTis, abo nmepopaabHUX aHTUKOATYNISHTIB. Takox
BUKJTIOYAJIACS TAI[iEHTH i3 BUCOKUM PU3UKOM PO3BUTKY KPOBOTEY ab0 CepleBo0 HENOCTATHICTIO 3
dpaxkiieto Bukuny < 30 %, abo III yu IV pyHKIiOHANIBHUM KJTacoM 3a Kitacudikallieio Hbm-PIopKCLKoI
acorriatii Kapaiosoris, abo 6yab-IKUM IIepeHeCEeHUM IIPOTSATOM OCTAHHBOTO MiCAIS illeMiuHUM
HeJlaKyHapHUM iHCY/IbTOM, a00 reMopariyHuM 4Yu JJaKyHapHUM iHCYJIbTOM B aHaMHe3i.

PuBapokcabaHn 2,5 Mr 2 pa3u Ha fgeHb y KoMOinatii 3 ACK 100 mr 1 pa3 Ha geHb nepeBepinyBaB ACK



100 mr y 3HMKeHHi pu3uKy KoMOiHallii SBUII] CepIeBO-CyAXHHOI CMepTi, iHpapKTy MioKap[a,
iHCynbTY (mUB. Tabnuio 3).

Y narienTis, sKi miKyBanmucst puBapokcabaHoM 2,5 Mr 2 pa3u Ha geHb y KomOinamii 3 ACK 100 mr 1
pa3 Ha fgeHb nopiBHAHO 3 ACK 100 mr, Bif3Haudanacss JOCTOBIPHO BUILla YACTOTA SBUIL IEPBUHHOTO
IMOKa3HMKa 0e3neky (MacuBHA KpoBoTeda 3a MogudikoBanuM BuldHaueHHIM ISTH) (quB. Tabmuio 4).

[TepeBara puBapokcabany 2,5 Mr 2 pa3u Ha AeHb y KombiHarrii 3 ACK 100 mr 1 pa3 Ha geHb
nmopiBHSHO 3 ACK 100 Mr crocTepiranach fjis IepBUHHOTO II0OKa3HUKa epeKTuBHOCTI BP [BigHOCHUY
pusuk] = 0,89 (95 % [II 0,7-1,1) y nauienTiB = 75 pokiB (4acToTa sBuUlL 6,3 % mopiBHsAHO 3 7,0 %) Ta
BP = 0,70 (95 % [I 0,6-0,8) y nauienTiB < 75 pokiB (3,6 % nmopiBHAHO 3 5,0 %). [ligBuUllleHHS PU3UKY
BUTIAIKiB MaCHBHOI KpOBOTeUi 3a MoaudikoBaHuM Bu3HaueHHsAM ISTH cranoBuno BP = 2,12 (95 % [II
1,5-3,0) y namieHTiB = 75 pokiB (5,2 % mopiBHSAHO 3 2,5 %) Ta BP = 1,53 (95 % 11 1,2-1,9) y
malfieHTiB < 75 pokiB (2,6 % nopiBHSAHO 3 1,7 %).

3acToCcyBaHHS MAHTOIPA30dy y 7031 40 Mr oguH pa3 Ha mo0y MOMATKOBO N0 aHTUTPOMOOTHYHOTO
JiKapChKOTro 3aco0y y MallieHTiB, sIKi He MaJIu KJTiHiYHOI ToTpebu B iHTiGiTOpax MPOTOHHOI TOMITH, He
BUSIBUIIO TlepeBar y NpoginakTUll ypaxkeHb BePXHiX BiigiIiB IIIYHKOBO-KUIIIKOBOT'O TPAKTy (a came
CYKYIIHOCTI IBUII] KPOBOTEYi 3 BEPXHIX BiAfIi/IIB HITyHKOBO-KUILIKOBOI'O TPAKTY, BUPA3KU BEPXHIX
BiifIiJTiB IITYHKOBO-KMIIIKOBOT'O TPaKTy ab0 06CTpyKIil uu nepdopaliil BepXHixX BigfAiiB IIITyHKOBO-
KHUIITKOBOT'0 TPAKTy); YaCTOTa IOPYIIEHb i3 O0KY BEPXHiX BiAiNliB HITyHKOBO-KUIIKOBOTO TPAKTY
cranosuia 0,39 Ha 100 mauieHTO-pOKIB y IPyIIi 3aCTOCYBaHHS [TAHTOMPa30iy y [03i 40 Mr oguH pas3
Ha 100y Ta 0,44 Ha 100 mamieHTo-poKiB y TpyIi 3acToCyBaHHS Iyaie6o oguH pa3 Ha mo0y.

Tabmuisg 3. TToka3HuKy ePpeKTUBHOCTI 3a gaHuMu pociimxkenHs I11 ¢pasu COMPASS

O6’exT mocmimxkenHs |[TamienTtn 3 IXC/3TIA *
JlikyBajibHa f03a PuBapokcaban 2,5 Mr |ACK 100 mr 1 pa3 Ha |BimHOCHUY pU3UK
2 pa3u Ha goby y mo0y (95 % IOI)
koM6izaii 3 ACK N = 9126 3HAYeHHS p
100 mr 1 pa3 Ha goby
N = 9152
[TamieHTH 3 KM % |[Tamieutu3 |KM % |BP 3HQYEHHS P b
[OPYLIEHHIMU [OPYLIEHHIMU (95 % [II)
[HCYNbT, iHGApPKT
MioKapaa abo CMepTh 076
BiI CepIieBo- 379 (4,1 %) 5,20 % |496 (5,4 %) 7,17 % |,/ p = 0,00004*
(0,66; 0,86)
CYIUHHOTO
3aXBOPIOBAHHS
[HCYIbT 83 (0,9 %) 1,17 % (142 (1,6 %) 2,23 % ?0554 0,76) p = 0,00006
[HbapKT MioKapma 178 (1,9 %) 2,46 % 205 (2,2 %) [2,94 % 0,86 p =0,14458
(0,70; 1,05)
CMepTh Bif cepIieBo- 078
CYIHHHOTO 160 (1,7 %) 2,19 % [203 (2,2 %) [2,88% |, p =0,02053
(0,64; 0,96)
3aXBOPIOBAHHS
CmepTs 3 Oyb-KOL 313 3 4 90y |a50 % [378 (4,1 %) 5,57 % |82
PUYUHU ! ’ ! ! (0,71; 0,96)
['ocTpa imemis 0,55
iIBKE 22 (0,2 %) 0,27 % |40 (0,4 %) 0,60 % (0,32; 0,92)




4 CraTucTuuHuit aHa3 yCiX paH[OMi30BaHUX Malli€HTiB, IEPBUHHUY aHaIi3.

b [TopiBasiHO 3 ACK 100 Mr; 3HaYeHHS P [AJIS1 TOTPAHTOBOT0 KPUTEPIIO.

* CTaTUCTUYHO 3HAUYyIe SHN2KEHHA YaCTOTHU SABHUII IIEPBUHHOT'O IMTOKA3HUKA e(l)eKTI/IBHOCTi.

IOI — moBipuui iHTEpBAIL.

KM % — oninka KyMyJISTUBHOTO PU3HUKY, po3paxoBaHa Ha 900-my gHi 3a Kannanom — Maepom.
yMy y y

Tabmurs 4. TToka3uuku 6e3meky 3a maHuMu gociigxkenHs 111 pasu COMPASS

00’€eKT mOCIimKeHHS

[Mamientu 3 IXC/3IIA®

JlikyBanbHa f03a

PuBapokcabaH 2,5 Mr

2 pa3u Ha goby y
KoMoOiHarii 3 ACK

100 mr 1 pas Ha moby, N
= 9152

N (KyMyJISITUBHUM PU3UK,
%)

ACK 100 mr 1
pa3 Ha 100y

N = 9126

n (KyMyJIsITUB-
HUW PU3UK, %)

BiIHOCHUY PU3UK|
(95 % [I)
3HAueHHS P

MacuBHI KpoBOTEYl
(MopmudikoBaHe BU3HAYEHHS,
[STH)

288 (3,9 %)

170 (2,5 %)

1,70 (1,40;2,05)
b < 0,00001

[TOBTOPHOTO OIIEPaTUBHOTO
BTpy4YaHHA (HeJleTasllbHa, HE Y
KPUTUYHUY OpPraH)

JleTanpHi KpOBOTEYl 15 (0,2 %) 10 (0,2 %) 1,49 (0,67;3,33)
p = 0,32164
CuMnTOMHaA KpOBOTEYA y 63 (0,9 %) 49 (0,7 %) 1,28 (0,88;1,86)
KPUTUYHUYN OpraH (HejeTasbHa) p =0,19679
KposoTteua y micui xipypriusgoro |10 (0,1 %) 8 (0,1 %) 1,24 (0,49;3,14)
BTPY4aHHS, 1110 TOTPebye p =0,65119

KpoBoTeua, 110 IIpU3Bena [0
rocritanisallil (HeneTanbHa, HE Y
KPUTUYHUYN OpraH, He MOTpedye
MTOBTOPHOT'O OTIEPATUBHOTO
BTPY4YaHHS)

208 (2,9 %)

109 (1,6 %)

1,91 (1,51;2,41)
b < 0,00001

3 nepeOyBaHHAM B rocmitani BHOYi|172 (2,3 %) 90 (1,3 %) 1,91 (1,48;2,46)
p < 0,00001
Be3 nepebyBaHHS B rocImiTarti 36 (0,5 %) 21 (0,3 %) 1,70 (0,99;2,92)
BHOUI p = 0,04983
MacuBHa LIJTYHKOBO-KUIIIKOBA 140 (2,0 %) 65 (1,1 %) 2,15 (1,60;2,89)
KPOBOTEYa p < 0,00001
MacuBHa BHYTPilIHbOYEPEHA 28 (0,4 %) 24 (0,3 %) 1,16 (0,67;2,00)
KpPOBOTEYa p = 0,59858

* CTaTUCTUYHUY aHalli3 yCiX paHJ0Mi30BaHUX NALiEHTIB, IEPBUHHUM aHAaJIi3.

® TTopiBHsiHO 3 ACK 100 MT; 3HaYeHHS p A7 JOTPaHT0BOT0 KPUTEPIIo.

I — moBipuuii iHTEpBAI.




KymynatuBHuY pusmuk — o1jiHKa 3a Kannanom — Maepom Ha 30-My Micsi.

ISTH — MixHapofiHe TOBapUCTBO 3 BUBYEHHS TPOMOO3y Ta reMOoCTasy.

[NalieHTH micns HellloNaBHO ITepeHeCceH0l TPolleNyPHU PeBacKyIsApr3allil HUKHbBOI KiHIIIBKY 3 TPUBONY
cuMnToMuoro 3I1A

Y xnro9oBoMy nopaBiKHO ciinoMy pocrigxeHHi ¢asu 111 VOYAGER PAD 6564 nauienTu micns
HeI[oJlaBHO ITIepeHeCceH o] YCIIITHOI MPOoIeAyPH PeBacKyIsapu3allil HUKHbBOI KiHIIiBKU (Xipypriuxoi ab6o
€H[I0BACKYJISIPHOI, BKJTIOYal04YX TiOpUOHI mMpoleqypy) 3 MPUBOAY CUMITOMHOTO 3ITA Oynu
paHOoMi30BaHi B OfHY 3 JBOX I'PYI aHTUTPOMOOTHYHOI Teparii: 2,5 MI puBapokcabaHy 2 pa3u Ha
nenb B moenHauHi 3 100 mr ACK 1 pa3 Ha menb a6o 100 mr ACK 1 pa3 Ha fieHb y crmiBBigHOIIeHHi 1:1.
[TamienTaM HO3BOJISAIOCA AOOATKOBO OTPUMYyBATH CTaHAAPTHY HO3Y KIIOMiOTPEei0 OOUH pa3 Ha [eHb
IPOTSATOM 6 MicsiiB. MeTo0 JocmigkeHHs OyI0 IPOeMOHCTPyBaTu eeKTHUBHICTL Ta 6e3MeKy
3acToCyBaHHS puBapokcabaHy y koMmOiHanii 3 ACK mis monepenxeHHS iHdapKTy MioKappa,
ilmeMiyHOTO iHCYIBTY, CMEPTI Biff CEPIIEBO-CYIMHHOTO 3aXBOPIOBAHHS, TOCTPOI imeMmii KiH1iBKY ab0
BEJIMKOI aMITyTallil CyOUHHOI eTi0NOril y IallieHTiB MiC/Is HelIOfaBHIX yCIIMHUX IPOLEeRyp
peBacKygpu3allii HUXKHiX KiHIiBOK 3 mpuBoxy cumnToMHoro 3ITA. V mocnimxkeHHi Opany y4acThb
mamieHTy BikoM = 50 pOKiB i3 3aJ0OKyMEeHTOBaHUM CUMIITOMHUM aTepOCKIepoTUYHUM 3ITA HUXKHIX
KiHITIBOK CEpeIHbOT0 Ta TSXKKOT0 CTYIEeHs, 0 MigTBePHKYBaJIOCs: KIiHIYHO (TOO6TO GyHKIiOHATBHI
o0MeXeHHs), aHaToMiuHO (ToOTO Bi3yami3aiis o3Hak 3ITA gucTanbHille 30BHINTHLOI KITyO0OBO1
aprepii) Ta remoguHaMiyHO (KicTouKoBO-1yIe4oBuit iHmeKc [ABI] < 0,80 abo masnblieBo-mIe40BUi
inmekc [TBI] < 0,60 st marienTiB 6e3 aHaMHe3y peBacKynspu3allil KiHiBok a6o ABI < 0,85 a6o TBI
< 0,65 a5 maLieHTiB 3 peBacKyIIpU3alli€lo KiHIliBKA B aHaMHe31). Bukioganucs nauieHTH, aKi
noTpebyBasy MOABIMHOI aHTUTPOMOOIIMTAPHOI Teparlii MPoTAToM > 6 MicsIliB abo Oyab-gKOol
OOOaTKOBOI aHTUTpoMOOoIMTapHOoi Teparii, kpiMm ACK Ta kiomigorpeso, abo mepopanbHOI
AHTHMKOATYJITHTHOI Teparii, a TaK0X MallieHTH i3 BHYTPIITHhOYEPEITHOI0 KPOBOTEeYe0, iHCyThTOM ab0
TIA B aHaMHe3i i ITaIieHTH 3 PO3PAXyHKOBOIO MIBUAKICTIO KIIy0O4YKOBOI (inmbTparii < 15 My1/XB.

Cepe[nHs TPUBAJICTh CIIOCTEPEKEHHS CKilana 24 Micsli, a MaKCUMaJIbHUY MepPiof CIIOCTepekKeHHT —
4,1 poky. Cepe[Hiii BiK 3apax0OBaHUX IAIliEHTIB CTAaHOBUB 67 POKiB, a 17 % mamieHTiB Oynu BikoM

> 75 pokiB. CepenHill 4ac Bif iHOEKCHOI IPOLIeAYPH peBaCKyIIpHu3allil 0 M0YaTKy AOCIiAXKYBaHOT0
JiKyBaHHS CTAHOBUB 5 [HIB y 3araibHil nonynsuii (6 guiB micisg onepaitiil Ta 4 gHi micns
€HJ0BaCKYJISIPHOI peBacKyJspu3allii, BKIo4awoun riopupHi npomnenypu). B minomy 53,0 % naiieHTiB
OTPUMYyBaJIi KOPOTKOYAaCHY (POHOBY Tepallilo KJIOMiforpesieM i3 cepegHb0I0 TpuBaiicTio 31 meHs.
3rifgHO 3 MPOTOKOJIOM AOCTIMIKEeHHS, JIIKyBaHHS MOXKHa 0yJI0 pOo3MoYaTy SKOMOora IIBUIIe, ajle He
mi3Hime HiXK 4yepe3 10 OHIB micisg yCHinIHOIL BiAMOBIAHOI IPOIEeAyPH PeBacKyIspu3alil Ta micisa
3abe3neyeHHs reMoCTasy.

PuBapokcabaHn y mo3i 2,5 Mr 2 pa3u Ha fieHb y moenHauHi 3 ACK 100 mr 1 pa3 Ha feHb O6yB Kpalium y
3HUKEHHI YaCTOTHU SIBUII] IePBUHHOI KOMOiHOBaHOI KiHIIeBOl TOYKM (iH(papKTy MioKapfa, ilreMiqHOro
iHCYNIbTy, CMEPTI Biff CEpIIeBO-CYyIMHHOTO 3aXBOPIOBAHHS, TOCTPOI ilieMil KiHIIiBKY Ta BEJIUKOI
aMmyTallii cyauHHOIl eTiosorii) mopiBHsiHO 3 nuite ACK (muB. Tabnuiio 5). YacToTa SBUIL IEPBUHHOTO
OKa3HuKa 0e3meKy (MacMBHUX KPOBOTeY 3a BuaHaueHHIM TIMI) Oyra BHUINOIO y MaIli€eHTiB, sSKi
oTpuMyBanu puBapokcaban Ta ACK, 6e3 30inbIleHHS Y4aCTOTH JIeTaabHUX ab0 BHYTPIITHbOUYEPEITHUX
KPOBOTEY (IuB. TAOIUIIO 6).

BropunHi MOKa3HUKY e(pEeKTUBHOCTI IIePEBIPANN y 3a3[aerigb BU3HAYEHOMY i€papXiYHOMY MOPSOKY
(muB. Tabmumo 5).



Tabnuis 5. TToka3HuKY eeKTUBHOCTI 3a maHuMu gocuimxenHs I ¢a3zu VOYAGER PAD

O0’€eXT moCTimKeHHs [NauieHTH MicNs HelloaBHO TePeHeCeHOl IPoLeNypPH
peBacKyJapHu3allil HUKHBOI KiHI[iBKE Yepe3 cuMnToMaTudHe 3[TAY

JlikyBanbHa f03a PuBapokcabaHn 2,5 Mr ACK 100 mr 1 pa3 BigHOCHUU PHU3UK

2 pa3u Ha go0y y KoMOiHallii 3 Ha go0y (95 % [I)

ACK 100 mr 1 pa3 Ha 106y N = 3278 3HayeHHd p°

N = 3286 n (KyMylIsITUBHUU

n (KyMyJIATUBHUHN pu3uk, %)  pusuk, %)”
[TepBUHHUY [TOKa3HUK 508 (15,5 %) 584 (17,8 %) 0,85 (0,76;0,96)
epeKTUBHOCTI” p = 0,0043°*
IndapkT Miokapna 131 (4,0 %) 148 (4,5 %) 0,88 (0,70;1,12)
CmepTh Bif ceplieBo- 71 (2,2 %) 82 (2,5 %) 0,87 (0,63;1,19)
CYOUHHOTO 3aXBOPIOBAHHS
CmepTs 3 Oymb-5KOi 199 (6,1 %) 174 (5,3 %) 1,14 (0,93;1,40)
IPUYNHA

TocTpa imemis kirmiBgu' 155 (4,7 %)
Benka amnyraris cymuaaoil 103 (3,1 %)

227 (6,9 %)
115 (3,5 %)

0,67 (0,55;0,82)
0,89 (0,68;1,16)

eTioJorii
BTopuHHI TOKa3HUKHN

e(peKTUBHOCTI
HezannanoBaHa 584 (17,8 %) 655 (20,0 %) 0,88 (0,79;0,99)
peBacKysapu3alisa p = 0,01409*

iHOEeKCHOI KiHIIiBKY IIPU
PeluauBHii imemii

KiHITiBKA

locmitamizatisa 3 mpusony 262 (8,0 %) 356 (10,9 %) 0,72 (0,62;0,85)
KOPOHAPHOTO abo p < 0,0001%*
nepudepuyHoro

yCKIagHeHH (Ti€l 4u iH1Io1
HUXHbBOI KiHITiBKH)
TPOMOOTHYHOI eTiosorii

CmMmepTh 3 OyOb-IKO1 321 (9,8 %) 297 (9,1 %) 1,08 (0,92;1,27)
IPUYUHU
Asumia BTE 25 (0,8 %) 41 (1,3 %) 0,61 (0,37;1,00)

¥ CTaTUCTUYHUH aHATI3 yCiX paHAOMi30BaHUX IaIli€HTIiB, IEPBUHHUY aHasi3; oliHka He3anexuum
KOMITETOM 3 BUDILIEHHS KJIIHIYHUX [IUTaHb.

b) KombinoBaHa KiHIleBa TOYKa — BUIIAAKU iHPapKTy MioKappy, illleMiuHOT0 iHCYIbTY, CMEPTi Bif
CeplieBO-CYAMHHUX 3aXBOPIOBaHb (CMEPTH Bifl CEPIIEBO-CYIMHHUX 3aXBOPIOBaHb Ta HEBilOMa NpUYNHA
CMepTi), TOCTpOI imeMmii KiHIIiBKY Ta BEJIUKOI aMIIyTallil CyAUHHOIL eTioJIoril.

c) BpaxoByeThCs nullle neple BAHUKHEHHS SBUIA, 1[0 aHAJTi3yETHCSA, B MeKaX 00CATY OaHUX Bif
cy0’eKTa.

d) BP (95 % [II) 6a3yeThcst Ha Mopeni mponopuiHoi Hebe3neku Kokca, cTpatudikoBaHnii 3a TUIIOM
IIPOLIeSyPU Ta 3aCTOCYBaHHAM KIIOIIOTPeIo 3 JIIKyBaHHAM SIK €QUHUM KOBapiaTOM.

) OnHOCTOPOHHE 3HaYeHHS p 0a3yeThcs Ha norapudMigyHOMY TecTi, cTpaTudikoBaHOMY 3a TUIIOM
IIPOLIeNYyPH Ta 3aCTOCYBAHHSM KJIOMIOTPEIIO 3 JIIKyBaHHAM K (PaKTOPOM.



f) ['ocTpa imemist KiHIIIBKM BU3HAYAETHCS SIK PAllTOBE 3HaYHe MOTipiIeHHs nepdysii KiHIiBKY, abo 3
HOBUM #edinuToM mynbscy, abo Ik Take, 110 I0Tpedye TepaneBTUYHOr0 BTpyYaHHs (TOOTO
TpoMbori3ucy abo TpombekTOMii, a0 TepMiHOBOI peBacKyspu3allii), i o moTpedye rocmiTamizatiii.

* 3HUKEHHS [T0Ka3HUKa epeKTUBHOCTI 6yJI0 CTaTUCTUYHO NOCTOBIPHO GilbLINM.

Tabnuis 6. IToka3uuku Oe3neku 3a maHuMu gocuimxenHs I ¢a3zu VOYAGER PAD

O0’€eKT moCTimKeHHS [NauieHTH TMicNs HelloaBHO ITePeHeCceHOl IPoLeNypH
peBacKyJapHu3allil HUKHBOI KiHI[iBKE Yepe3 cuMnToMaTnyHe 3[TA ?
JlikyBasnibHa f03a PuBapokcabaH 2,5 Mr ACK 100 mr 1 pa3 BigHOCHUU pU3UK
2 pasu Ha moOy y koMmOinamii 3 Ha mo6y N = 3248 (95 % III)°
ACK 100 mr 1 pa3s Ha mo0y n (KyMyJIATUBHUM 3Ha4YeHHS P°
N 3256 pu3uK, %)”
n (KyMyJATUBHUN PU3UK, %)”
MacuBHa KpoBOTeyYa 3a 62 (1,9 %) 44 (1,4 %) 1,43 (0,97;2,10)
BU3HaueHHAM TIMI p = 0,0695

(rToB’si3aHa i3 LIYHTYBaHHAM
KOpPOHapHOI apTepil / He
[I0B'sI3aHa 13 MIYHTYBAaHHAM
KOpPOHaApPHOI apTepii)

CMepTenbHa KpOBOTEYA 6 (0,2 %) 6 (0,2 %) 1,02 (0,33;3,15)
BryTpimHbOUYEpENHA 13 (0,4 %) 17 (0,5 %) 0,78 (0,38;1,61)
KpPOBOTEYa

OuyeBHHa KPOBOTEYA, 46 (1,4 %) 24 (0,7 %) 1,94 (1,18;3,17)

IIOB’'sI3aHa 3 HaJiHHIM
remornobiny Ha = 50 r/n /
reMaToOKpuTy Ha = 15%

ISTH BenuKa KpoBOTEeYa 140 (4,3 %) 100 (3,1 %) 1,42 (1,10;1,84)
p = 0,0068

JleTanbHa KpoOBOTEYa 6 (0,2 %) 8 (0,2 %) 0,76 (0,26;2,19)

Heneranera kpoBoTeuay 29 (0,9 %) 26 (0,8 %) 1,14 (0,67;1,93)

KPUTUYHUYN OpPTraH

ISTH krniHiuHO 3HaUyIla 246 (7,6 %) 139 (4,3 %) 1,81 (1,47;2,23)

HeBeJInKa KPOBOTE4Ya

¥ CTaTUCTUYHUH aHAI3 (ycix paHAOMi30BaHUX IAI€HTIB, 110 IPUUAHSNN IIOHAMEHIIIE ONHY O03Y
IOCTiAKYBaHOTO JIiIKapchKOro 3aco0y); olliHka He3anmexkHUM KOMITETOM 3 BUPIIIeHHS KITiHIYHUX
MUTAHb.

b) N = KiIbKiCTh MAI€HTIB i3 yCKIagHeHHAMY, N = KiTbKiCTh Hali€HTiB i3 pu3ukoM, % = 100 * n/N,
n/100 maIfieHTO-pPOKiB = BiHOIIEHHS KiTbKOCTi Cy0’€KTiB 3 BUllafKaMH yYCKJIafHEHb 10 CYKYITHOTO
Yacy pU3UKY.

c) BP (95 % [II) 6a3yeTbcst Ha MOAeTi MpomopIriiiHol Hebe3nmeku Kokca, cTpaTudikoBaHil 3a TUIIOM
IIPOIIEOYPH Ta 3aCTOCYBAHHSM KJIOMIOTPENTIO 3 TiKyBaHHSM SIK EJUHUM KOBapiaTOM.

d) IIBOoCTOpPOHHE 3HAYEHHS p 6a3yeThCs Ha ToTapu@MiuHOMY TeCTi, CTpaTU(hiKOBAHOMY 3a TUIIOM



TIPOLIEAYPH Ta 3aCTOCYBAHHSM KJIOMIJOTPETIO 3 JIIKYBAHHSM SIK ()aKTOPOM.

IXC i3 ceplieBOI0 HEOOCTATHICTIO

Hocnipxenas COMMANDER HF Bkntoyano 5022 malfieHTH i3 cepiieBO0 HeAOCTaTHICTIO Ta
BHPaXKEeHOI0 ileMigyHO010 XBOPOOOI0 CepIs MMiciIs rocIiTailalii 3 mpuBoaYy JeKOMIIeHcallii cepieBoi
HemgocTaTHOCTI (CH), skux 6yyio paHOOMi30BaHO B IPyIy, 110 OTPUMYBajia puBapokcabaH 2,5 Mr aBiui
Ha geHb (N = 2507), Ta rpymny, 1o oTpuMyBaina mnane6o (N = 2515). 3aranpHa MefiiaHa TPHUBAIOCTi
JIiKyBaHHS cTaHoBuia 504 gHi.

Y nauienTiB Mana Oytu cumnToMHa CH mpoTsaroMm npuHaiiMHi 3 MicsIiB i3 ¢ppakili€elo BUKUAY ITiBOTO
nutyHo4Ka (®BJII) < 40 %, 3af0KyMEeHTOBAHOIO [IPOTATOM POKY HalepenonHi BKIIIOUEHHS Y
mocrnigkeHHs. Ha moyaTKy gociimkeHHs MefiaHa ¢pakuil Bukuay craHoBuia 34 % (IQR: 28-38 %);
53 % mamuienTis Mamu CH III un IV dyHKIiOHAIBHOTO Kiacy 3a Knacudikarieio Hyio-HopKcpKoi
acorriamii kapaiomoriB (NYHA).

[TepBuHHUY aHasi3 eheKTUBHOCTI (TOOTO CYKYIHICTh BUNAAKiB cMepTi 3 ycix npuuuH, IM a6o
iHCYNbTY) He TIOKa3aB CTAaTUCTHYHO 3HAUYINOI Pi3HUIN MiX I'pynoi puBapokcabaHy 2,5 Mr 2 pa3u Ha
neHb Ta rpymnoio miane6o 3 BP = 0,94 (95 % II 0,84-1,05), p = 0,270. [Toka3HUK CMEPTHOCTI 3 yCix
IIPUYUH He BiIpi3HIBCS B Ipyllax puBapokcabaHy Ta maiebo 3a KibKiCTio BUMIaKiB (YacToTa
BunaakiB Ha 100 mauienTo-pokis; 11,41 mportu 11,63, BP: 0,98; 95 % [11: 0,87 mo 1,10; p = 0,743).
Yacrtora Bunagkis IM Ha 100 ma1ieHTO-poKiB B rpymnax puBapokcabaHy Ta mnare6o ctaHoBuna 2,08
ta 2,52 (BP 0,83; 95 % [I: 0,63 mo 1,08; p = 0,165), a yacTota BunapakiB iHCynbTy Ha 100 mauieHTO-
pokiB — 1,08 ta 1,62 (BP: 0,66; 95 % [I1: 0,47 mo 0,95; p = 0,023) BimmoBigHO. OCHOBHUY MOKA3HUK
Oe3neku (TOOTO CYKYIIHICTh JIeTabHUX KPOBOTedY ab0 KPOBOTeY Y KPUTUYHUYN OpraH, 0 MOXKYTh
IIPU3BECTH [0 CTiKOI BTpaTH Ipalle3naTHOCTi, ciocTepirasca y 18 (0,7 %) nauienTis y rpymi
nmiKyBaHHS puBapokcabaHoM 2,5 Mr fBiui Ha goOy Ta y 23 (0,9 %) nauienTiB y rpymni nnaue6o (BP =
0,80; 95 % I 0,43-1,49; p = 0,484). Y rpymi puBapokcabaHy CIIOCTEPIraaocss CTaTUCTUYHO 3HAUYIIE
MigBUINEHHS YaCTOTH BUIIAOKiB MaCHBHOI KpOBOTeUi 3a Bu3HaueHHsAM ISTH mopiBHSHO 3 mitare6o
(wactoTa BunagakiB Ha 100 marienTo-pokis: 2,04 Ta 1,21 (BP 1,68; 95 % [I: 1,18-2,39; p = 0,003)
BifTIOBiTHO).

B niarpymi namieHTiB i3 1€rkoi0 Ta IOMIpPHOI CEpLEeBOI0 HeJOCTATHICTIO e(PeKTH JIiKyBaHHS
puBapokcabanoM B gocrnigxeHHi COMPASS 6ynu aHanorivHuMyu epeKTaM, 1[0 CIIOCTePiraauch B ycii
MONYyNsALil gociimkeHHs (OuB. po3min «lmemiyHa xBopoba cepist (IXC) / 3aXxBOplOBaHHS
nepudepuurux aptepiu (3[1A)» Buie).

HaﬂiGHTI/I 3 MMO3UTUBHUMHU PEIYITATAMU TECTY IOJIA TPHOX aHTI/IQOC@OHiHiEHI/IX QHTUTII

PuBapokcaban 0yJi0 MOpiBHSHO i3 BaphapuHOM y MallieHTiB 3 TpoMO030M B aHAMHE3i 3
niarHocToBaHUM aHTUOChOMmigHUM cuHApOoMOM (ADC) 3 BUCOKUM PU3UKOM TPOMOOeMOOITiYHUX
SIBUII (IIO3UTUBHI pe3yIbTaTH LIOO0 BCiX TPHOX aHTU(HOCOHOMIMIgHUX aHTUTI: BOBYAKOBUU
AQHTUKOATYJISIHT, aHTUKAPAIOIiNiHOBI aHTHTINA, aHTU-0eTa-2-TIiKoNpoTeiH-I-aHTuUTINa) ¥
PaHIOMi30BaHOMY BiIKPUTOMY MYJIBTULEHTPOBOMY CIIOHCOPOBAHOMY AOC/IIAHUKAMU KIIIHIYHOMY
BUIIPOOyBaHHI i3 «3acCJIilJIeH00» OI[iHKOIO KiHIeBOl TOUKH. [locigKeHHs 0yI0 TPUIHNHEHO
OOCTPOKOBO Ticys BKoueHHs 120 maimieHTiB BHACTIIOK 3pOCTaHHS YaCTOTH TPOMOOeMOOTiuHIX
SIBUII Y TIALli€HTIB, AKi mpuiiManyu puBapokcabaH. CepenHill mepiof CIoOCTepeXeHHS CTAHOBUB 569
nHiB, 59 marieHTiB 6y10 paHIOMi30BaHO B TPYIy 3aCTOCYBaHHS puBapokcabany B mo3i 20 mr (15 mr
IS TIAIlieHTiB 3 KJlipeHcoM KpeaTuHiny < 50 mn/xB) i 61 — Bapdapuny (MHB 2,0-3,0). TpomboTuuHi
sBuira 6ynu y 12 % mailieHTiB, paHOOMi30BaHUX Y TPYIy 3aCTOCYBaHHS PUBOpOKcabaHy (4 imeMigyHuX
incynbTu Ta 3 iH(papKkTH Miokapaa). He Oymo 3apeecTpoBaHo TpoMO0eMOOJTiYHUX SIBUIL Y TTAIli€HTIB,



paHIoMi30BaHUX B IPYIy 3aCTOCYBaHHS BapdapuHy. Benuki KpoBoTedi criocTepiranucs y 4 malijieHTiB
(7 %) rpynu puBapokcabaHy Ta 2 mallieHTiB (3 %) rpynu BapbapuHy.

3aCTOCYBaHHS OiTAM

€Bpomelicbka MeUYHa areHIIisl BiTMOBUIIACS Bifl TpaBa BUMAaraTy BUKOHAHHS 3000B’I3aHHS
CTOCOBHO IIOfIaHHS pe3yJbTaTiB JOCITiAXKEHb i3 3aCTOCYBaHHSAM JiKapCchKoro 3acody Kcapento® ycim
nifrpynaM giTew [mis nomnepenkeHHs TpoM00eMO0iYHUX YCKTafHEeHb (OUB. TaK0X po3ain «Croci6
3aCTOCYBaHHS Ta JO3MW»).

dapmakoKiHemuka.

BcMOKTYBaHHSA

PuBapokcabaH IIBUAKO BCMOKTYEThCS; MaKCUMalbHa KoHIleHTpamis (C,,,) JOCIraeTbcs yepes 2-4
TOMUHU MiCIIST MPUUOMY TabJIeTKHU.

[Tpu mepopanbHOMY 3aCTOCYBaHHI prBapoKcabaH MaiKe IMOBHICTI0O BCMOKTYEThCS, i 1OTO
6iomocTymHicTh micisa npuiiomy mo3 2,5 Mr ta 10 Mr € Bucokoio i ctaHoBuTh 80-100 % He3anmexkHO Bif
npuioMy ixi. 3acTocyBaHHS TabIeTOK puBapokcabany 2,5 mr, 10 Mr mif yac BXKMBaHHS iXKi He
BruBae Ha AUC ta C,,, puBapokcabany. TabmeTky puBapokcabany 2,5 Mr ta 10 Mr MoxHa
IIpUIMAaTH He3aJIeXKHO Bifl BXXMBAHHS 1XKi.

dapmakokiHeTHKa puBapoKcabaHy HaONMMXKa€eThCA [0 JIiHINHOI IPU 3aCTOCYBaHHi 0T0 B f03ax 10
15 mr 1 pa3 Ha go0y. ®PapMakoKiHeTHKa prBapoKcabaHy XapaKTepU3y€EThCs IIOMipHOIO 3MiHHICTIO;
iHOuBiTyanbHa 3MiHHICTE (BapialiHui KoediuieHT) ctanoBuTh Bifg 30 mo 40 %.

BcMmokTyBaHHST puBapoKcabaHy 3a/leXkKuUTh Bif MiCIls H0T0 BUBIIbHEHHS Y IUTYHKOBO-KUIITKOBOMY
TpakTi. JocnigxKeHHs noka3anu 3HuKeHHI AUC Ha 29 % 1a C,,, Ha 56 % Ipu 3acTOCyBaHHI
T'PaHyJIATY pUuBapokcabaHy 3 BUBIIbHEHHSIM [if040l PeYOBHHYU B MPOKCUMAJILHOMY Bifiijli TOHKOT'O
KHIIeYHUKa MTOPiBHSAHO 3 TabineToBaHoio hopmoio. EKcro3ullis 3MeHITyeThes e Oinblire mpu
BUBIJIbHEHHI [1i1040]1 peYOBMHY B AUCTAILHOMY Bifi/li TOHKOT'0 KUINEYHWKA UM BUCXiOHIN YacTuHi
000/710BOI KUIIKX. TaKUM YMHOM, CJIiJ] YHUKaTH BBe[leHHS puBapokKcabaHy OucTasbHillIe IITyHKa
yepe3 MOXKJIMBE 3HMKEHHS a0copOIlil Ta BigIOBIIHOTO BIIJIUBY Ha €KCIIO3HUILIiIO.

Biogoctynuicts (AUC Ta C,,,) puBapokcabany 20 Mr, mpu3HauyeHOoTro IepopaibHO y BUTIISAOL
noapi6HeHo1 TabeTKH, 3MilIaHoi 3 16TyYHUM IIope abo BOIOI0, Ta BBEOEHOT0 Yepe3 IITyHKOBUM
30H[ 6e3mocepeHbo Iepey] MPUMOMOM PigKoi iKi, aHamoriyHa 6i0I0CTYIIHOCTI prBapokcabaHy,
IPUUHATOTO ¥ BUTTIAMAI Linol TabmeTku. BpaxoByioun nepeadaydyBaHUil JO30MPOTIOPIIINHAN
(dapMakoKiHeTHUHUY IPOPinb prBapokcabaHy, faHi moxo 6i040CTYyIHOCTI, OTpMMaHi B IIbOMY
MOCITiKeHHi, iMOBIpHO, CTOCYIOTBCS i HUKYUX 003 PUBapoKcabaHy.

Po3mnopin

B opranisMi moguHu 6inbinla YacTuHa puBapokcabany (92-95 %) 3B’s3aHa 3 6iiKaMu 11a3MH,
OCHOBHUM 3B’SI3yI0YMM KOMIIOHEHTOM € CUPOBaTKOBUY anb0yMiH. O6’eM po3nofiny — cepenHi, Vss
CTaHOBUTH NpuONMU3HO 50 1.

MeTabosmi3M i BUBEeIEeHHST 3 OpraHi3My

PuBapokcabaH BUBOJUTHCS ITepeBaxkHO ¥ GopMi MeTaboIiTiB (IpubIU3HO %3 TPUUHSTOL J03M1),
IIPUYOMY II0JIOBUHA 3 HUX BUBOOUTHCA HUPKaMHU, a iHIIa [T0JI0BUHA — 3 KaJIOM. %3 03U HifjsArae
IPSAMill HUPKOBIY €KCKpelil 3 cedelo y BUTTIAA1 He3MiHeHOl aKTUBHOL PeUOBHHHU, TOJIOBHUM YMHOM 3a



IOIIOMOT 010 aKTMBHOI HUPKOBOI CEKpeIlil.

MeTaboi3aM puBapokcabaHy 3milcHI0TH i30depmenTr CYP 3A4, CYP 2]2, a TakoX (hepMeHTH,
He3aJleXHi Bifl cucteMu nutoxpomy P. OCHOBHUMU HingHKaMu OioTpancdopmariil € MmopdoriHoBa
rpyna, 110 Nifga€eThCs OKUCHOMY PO3KJIaflaHHIO, 1 aMifiHi rpyny, gKi OigIaraoTh rigqpoisy.

3rigHo 3 OTPUMAaHUMM in Vitro DaHUMH, puBapokcabaH € cyOcTpaToM Ajisl OiNKiB-EePEHOCHUKIB
P-gp (P-rnikonporeiny) i Berp (6inika pe3uCTEHTHOCTI 10 paKy MOJIOYHOI 3aJ103H).

Hesminenu#i puBapokcalaH Bifiirpae HauOi/IbII BaXK/IMBY POJIb Y JIIOACHKIM I1a3Mi, BaXKJIuBi abo
aKTUBHI IUPKYI0I04i MeTaboiTH B na3Mi He BusBleHi. PuBapokcabaH, CUCTEMHUH KJTipEHC SKOTO
CTaHOBUTH Npubau3HOo 10 j1/rom, Moxke OyTH BigHECEHUU [0 JTiIKapChbKUX PEUYOBUH 3 HU3BKUM PiBHEM
KiipeHcy. [licis BHYTPIIIHBOBEHHOI'0 3aCTOCYBaHHSA [03U 1 MI Iepiof HalliBBUBEIEHHS CTaHOBUTH
6mu3pKo 4,5 rogunu. [Ipu nepopanbHOMY 3aCTOCYBaHHI eliMiHalisi 00MeXYEThCS MIBUAKICTIO
abcopoOril. TepMminanbHUM Epiof] HaliBBUBEeHHS puBapokcabaHy i3 ma3Mu KpOBi CTAHOBUTSH Bif
5 mo 9 roguH y mononux nauieHTiB i Big 11 mo 13 roguH — y nmalieHTiB JiTHBOTO BiKY.

Oco0uBi KaTeropil

Cmamb

Y 4010BIKiB i KiHOK KJTiHIYHO 3HAYYLIUX BiIMiHHOCTEH (hapMaKOKiHETHKY Ta (apMaKOAMHAMIKHN He
BUSIBIIEHO.

ITayieHmu AiMHbO20 BIKY

Y nmaruieHTiB NMiTHHOTO BiKy KOHIIEHTpallii puBapokcabaHy y Ijla3Mi KPOBi BUII, HiXK Y MOJIOIUX
nalieHTiB; cepenHe 3HaueHHsI AUC npu6au3Ho B 1,5 pasa nepeBuIlye BiANOBigHI 3HAUEHHS Y
MOJIOAMX MAIli€HTIB, TOJIOBHUM YMHOM BHACIIIAOK 3HUKEHOTO (YSBHOT0) 3arajlbHOTO HUPKOBOTO
kiipency. Kopexuis mo3u He moTpibHa.

Maca miaa nauienma

3aHanTo Mana abo Benuka Maca Tina (mextIe 50 xr ado Oinbire 120 Kr) nuiile He3HAYHO BIIJIUBAE HA
KOHIIEHTpAIIil0 pruBapoKcabaHy B Ia3Mi KpOBi (PO3X0[KEeHHSI CTAaHOBUTDL MeHIme 25 %). Kopekiris
I0o3H He MOoTpi0Ha.

EmuiuHi ocobausocmi

Kniniyno 3Hauyumx po3xomxeHs ¢papmakokinetuku (OK) i hpapmakogunamiku (®]1) puBapokcabany
y TaIiEHTIB €BPONENCHKOI, adhpo-aMepUKaHChKOl, TaTUHOaMEPHUKAHCHKOI, ITTOHCHKOI ab0 KUTalChKO1
€THIYHOl IPUHAIeXHOCTI He CIIOCTepiram.

ITeuiHkosa HedocmamHicmb

Y xBopux Ha LIMPO3 MEYiHKYU 3 JIETKOIO ITeYiHKOBOIO HEIOCTATHICTIO (KTac A 3a Kiacudikarlrieio
Yaiinga — I1'10) cniocTepirany nuie He3Ha4Hi BigMiHHOCTI ¢papMaKOKiHETUKY prBapoKcabaHy (y
cepenuboMy 1,2-pa3oBe 30inbirenHs nmokasuukis AUC), o Maiixke 36iramucs 3 mapamMeTpamy,
BifMiueHUMM Y KOHTPOJIbHIM TPy 30POBUX JOOPOBOJIBIIIB.

Y xBOpUX Ha IIUPO3 MEYiHKM i3 NeYiHKOBOI HEJOCTATHICTIO CEPeIHbOI TAXKKOCTI (K1ac B 3a
Kinacudikamieto Yarinma — I[1'10) cepenns AUC puBapokcaOaHy Oyiia 3HaYHO mifBuineHa (2,3 pa3a)
IIOPiBHSHO 3 TAKOI0 y 3M0poBux f06poBosbiliB. AUC He3B s13aHO0]1 peYOBUHU IiIBUIyBaach y



2,6 pa3a. Y 1ux nalfi€eHTiB TaKOXK Bil3aHaYalIu 3HUXKEHE BUBEJIEHHS pHBapoKcabaHy 3 Ceyelo,
XapaKTepHe [Jd NallieHTiB 3 HUPKOBOIO HEIOCTaTHICTIO CepelHbOl TAKKOCTL. HeMae jaHux mono
NALli€HTIB 3 TAXKKUM IOPYIIEHHAM (PYHKII] IeYiHKH.

Y mauieHTiB i3 IEeYiHKOBOIO HEJOCTATHICTIO CePeNHbOL TAKKOCTI IPUTHIYEeHHS aKTUBHOCTI (pakTopa Xa
Oyr0 BupaxeHe CUJbHIIIe (2,6-KpaTHe PO3XOMXKEHHS), HiXK y 3M0poBUX J0OPOoBOJIbILB. [TH TakoX
(2,1-KpaTHO) ITepeBHUIIyBaB IOKa3HUKY 3[I0POBUX H0OPOBOIBIIB. [1allieHTH 3 MOPYyLUIEHHAM QYyHKITII
NIeYiHKK CepenHbol TSIKKOCTI Oyu GinbIlll 4yTIUBUMH 00 pHBapoKcabaHy, 110 IPU3BOAUIIO 0 OibI
kpyTol kpuBol ®K/®]] 3amekKHOCTI MixK KOoHIIeHTpatiewo i [T4.

PuBapokca0aH MPOTUIIOKa3aHM 10 3aCTOCYBaHHS IallieHTaM i3 3aXBOPIOBaHHAMU IEUiHKH, 110
CYIIPOBOIXKYIOThCSI KOAryJIONaTi€lo Ta KJIIHIYHO 3HAUYIIUM PU3UKOM PO3BUTKY KPOBOTEUi, y TOMY
YUCJIi XBOPUM Ha 11upo3 nedinku kiacy B i C (guB. po3gin «IIpoTunoka3aHHsg»).

Hupkosa HedocmamHicmb

BimsHauasnocs 30inblleHHs eKCII03Ullil pruBapoKkcabaHy, SKe KOPeoe 3i 3HUKEeHHIM (QYHKIIiI HUPOK,
1110 BU3HA4YaJI¥ 3a KJIIPpeHCOM KpeaTHHIHY.

B oci6 3 nerkum (knipeHc kpeatutiny 50-80 Mii/xB), cepefHBOI TIKKOCTI (KIipeHC KpeaTUHIHY

30-49 mn/xB) abo TSIXKKUM (KJIipeHC KpeaTuHiny 15-29 Mii/xB) mopymieHHIM (YyHKIIiI HIPOK
KOHIIeHTPallil puBapokcabany y mna3mi kposi (AUC) 6ynu B 1,4, 1,5 Ta 1,6 pa3a BUIIUMY IOPIBHSHO 3
TAKMMHU y 3[0POBUX [0OPOBOJIBIIB. BifmoBigHO criocTepiranocs 36inmbineHHs hapMaKOOUHAMIYHUX
e(eKTiB.

B oci0 3 nerkum, cepeqHboi TSIKKOCTI a00 TSIXKKUM MOPYIIeHHSIM QYHKII HUPOK 3arajbHe
IPUTHIYEHHS aKTUBHOCTI PakTopa Xa Oyso Gimpmmm y 1,5, 1,9 Ta 2 pa3u BigmoBifHO MOPiBHSHO 3
TaKWM Yy 3[0pOoBUX H00poBobIiB; [T4 momiOHMM yuHOM 3pocTaB y 1,3, 2,2 Ta 2,4 pasa BifmoBigHo.
[laHi 110710 TAIi€HTIB 3 KJIipEHCOM KpeaTHHiHY < 15 MJI/XB BiACYyTHI.

3 ornsiny Ha BHCOKe 3B’'sI3yBaHHS 3 OillKaMu Ij1a3Mu KPOBi BUBE[eHHS prBapokcabaHy 3 opraHi3zmy
IIif 9ac pianidy € Mano¥MoBipHUM. He peKOMeHyeThCsl 3aCTOCOBYBATH IIpenapar nallieHTaM i3
KJIipeHCOM KpeaTuHiny < 15 myi/xB. PuBapokcabaH cJiif 3acTOoCOByBaTH 3 00€PeKHICTIO NallieHTaM 3
TSI2KKOI0 HUPKOBOIO HEIOCTATHICTIO 3 KITipeHCOM KpeaTuHiny 15-29 mn/xB (muB. po3nin «OcobmuBoCTi
3aCTOCYBaHHS»).

dapmMakOKiHETUYHI [aHi, Bif3HaYEHI Y XBOPUX

YV nauienTis 3 I'KC, ski oTpuMyBanu puBapokcabaH y mo3i 2,5 Mr 2 pa3u Ha f00y 3 METOI0
npodilakTHKY aTePOTPOMOOTUYHUX SBUIL, CEPeOHil TeOMeTPUYHMIM MOKAa3HUK KoHIeHTpatii (90 %
IIPOTHOCTUYHUIM iHTEpBas) yepe3 2-4 TOOWHY Ta yepe3 651u3bKO0 12 TOUH MicIs IPUHOMY IIpernapary
(dac, mo npubau3HO BimoOpaXKae NOCATHEHHS MaKCUMaJbHOI i MiHiMaIbHOI KOHIIEHTpallii y
IIPOMiXKKaxX MiX npuiiomamu 0o3) ctaHoBus 47 (13-123) 19,2 (4,4-18) MKr/n BigmoBigHO.

dapMaKOKiHeTUYHi/bapMakKogUHaMiuHi B3aEMO3B’I3KU

Ouinky apMakokiHeTuuHOoro/dhapmakoguHaMiyHoro (PK/®J1) B3aemM03B’I3Ky MiXK KOHIIEHTPAIII€0
puBapokcabaHy y Ijla3Mi KpoBi i feKinbKkoMa ¢apMaKOAMHAMIYHUMY KiHIIEBUMU TOYKaMU
(mpurHidyeHHs pakrTopy Xa, [T, AYTY, Heptest) mpoBopunu micnist 3aCTOCYyBaHHS LINPOKOTO
miama3ony 103 (Big 5 mo 30 Mr 2 pa3u Ha m00y). B3aeM03B’130K MixK KOHIIEHTpAIli€l0 pruBapokcabaHy
1 aKTUBHICTIO (haKTOpa Xa HalKpallle BU3HA4Ya€EThCS 3a ponoMoromw E, . -mogeni. Illo ctocyeTses 1Y,
JIiHIVHA MOZENb IepeTUHaHHA Bifpi3KiB 3a3BUYal Ja€ 3MOT'y OTPUMAaTHA HAaWIOCTOBIPHILI AaHi.
3ajie’kHO Biff Pi3HUX peareHTiB A BU3HaueHHS [14, KyToBUU KOeQil[ieHT MOXKe CyTTEBO



Bimpisusatucs. [Ipu 3actocyBanHi pearenTy Neoplastin gns sumiptoBanus [14 mogatkosuit [T4
CTaHOBUB 6113bK0 13 cekyHnA, a KyToBu# koedimienT — 3-4 cekyunu/(100 Mkr/m). Pe3ynbTaTu
anarisiB OK/®]JI B3aeM03B’s13KiB y mocmigxeHHX I ¢ha3u Ta III ¢ha3u Bigmosiganu gaHuM, OTPUMaHUM
y 3MOPOBUX OOOPOBOJIBIIIB.

3aCTOCYBaHHA TIiTAM

EdekTuBHicTh Ta 6€3meKy 3acTocyBaHHs mpemnapaTy 3a nokasaHusM [KC ta IXC/3IIA mitsam He
BUBYAJIH.

Hoxkmidiuni gaHi 3 6e3meKu

IcHytoui mOKmiHiYHI maHi, OTpUMaHi B X0[i TPATUIIIMHUX JOCTiIXKeHb (hapMaKOJIOTiuHOl 6e3IeKH,
TOKCUYHOCTI OIHOPA30Bo1 J03H, POTOTOKCUYHOCTI, TEHOTOKCAYHOCTI, KAHLIEPOT€HHOT 0 ITOTEHIiany
Ta PENPOAYKTUBHOI TOKCHYHOCTI, BKa3yI0Th Ha BiCYTHICTh Oyab-IKUX CrIelUu(PiuHNX PUIUKIB IS
JIIONYHM.

Peaxiiii, Bim3HaueHi mmig 9ac gociigKeHb TOKCUYHOCTI 6araTopa3oBux 003, 0yau mepeBaxkHO
3yMOBJIEHI HafiMipHOIO (hapMaKOJIOTiYHOI0 aKTUBHICTIO puBapokcabaHy.

He Bifg3HA4eHO KOOHOTO BIUIMBY Ha (PEPTUNIBHICTD CaMIIiB UM CaMOK TBapUH. Y XOIi AOCIiXKEeHb Ha
TBapHHaX CIIOCTepiranacs penpofyKTUBHA TOKCUYHICTh, IIOB’g3aHa 3 (papMaKOJIOTiYHUM MeXaHi3MOM
nii puBapokcabaHy (30KpeMa, reMopariuti ypaxeHHs). [Ipu KITiHIYHO 3HAYYIIUX M1JTa3MOBUX
KOHIIEHTpAIligX crocTepiranacs emopiodeTranbHa TOKCUYHICTD (TOCTiMIIIaHTAliMHI BTPATH,
3aTpPUMKa/IPOrPeCcyBaHHsI OKOCTEHIHHS, PO3CisiHi cBiTII0O3abapBiieHi MISMH) Ta MigBUIIEeHa YaCcTOTa
3arajapHUX Malb(popMalliil i mIaleHTapHuX 3MiH. Y X0fi IpeHaTalbHUX Ta IOCTHATAIbHUX
LOCIIiAKEHDb Ha Iypax CIoCTepirasacs 3HUKeHa XUTTE30aTHICTh IOTOMCTBA IIPU O03yBaHHI, 110
Oy710 TOKCUYHUM [JIST CaMOK.

KriniuHi xapaKTepUCTHKH.
Iloka3annus.

Jlikapcekuit 3aci6 Kcapento® mpusHadaTy y KOMOiHaIll 3 alleTUIICainIoBoio KucaoTow (ACK) abo
y koM0inarii 3 ACK Ta knonigorpenem abo TUKIOMIAUHOM [T POQITaKTUKU aTepOTPOMOOTUYHUX
SIBUIII Y TOPOC/IMX TAIliEHTIB IiCJIs TepeHeCceHoro rocTporo KkopoHapHoro cuaapomy (I'’KC) 3
migBUIIEHUM PiBHEM ceplieBux OiomapkepiB (muB. po3minu «IIpoTunokasaHHsa», «OcoOIUBOCTI
3acTocyBaHHSA», «dapMaKogUHaMiKa»).

Jlikapcekuii 3aci6 Kcapento® mpr3Hayatu y KoMOiHallil 3 anleTuicainunoBoio kucnoroio (ACK) ans
podilakKTUKKU aTepPOTPOMOOTUYHHX SBUIIL V HOPOCIIKX IAIiEHTIB 3 imeMigHoi0 xBopoboio cepiig (IXC)
a00 CUMIITOMHHMM 3aXBOPIOBAHHSAM nepudpepudHux aprepii (3[TA) 3 BUCOKUM PUIUKOM ilMIEMidHUX
SIBHIII.

IIpomunoka3zaHnus.
- TligBuieHa 4yTnuUBiCTh 0O puBapokcabaHy abo g0 OOMOMIXKHUX PEYOBHH JIiIKapChbKOT0 3acoly.

- KiiniyHO 3Hayylla akTUBHA KPOBOTEYA.



- YmxkomxeHHS abo cTaHU, 1[0 CYIPOBOAXKYIOTHCS 3HAYHUM PU3UKOM PO3BUTKY KpOBOTeY. BoHU
MOXKYTh BKJIIOYATH HasIBHI Ha MaHUN MOMEHT ab0 HeIlllofjlaBHO BUSBIIEHI BUPA3KH IITYHKOBO-
KUIITKOBOI'0 TPAKTY, 3JI05IKICHI HOBOYTBOPEHHS 3 BUCOKUM PU3UKOM KPOBOTEY, HELIOIaBHO
nlepeHeceHy TpaBMy I'0JIOBHOT'0 a00 CIIMHHOTO MO3KY, HelllolaBHO IlepeHeceHe OllepaTUBHE
BTPY4YaHHS Ha FOJIOBHOMY, CIIMHHOMY MO3KY UM O4ax, HEIO[aBHIY BHYTPIIIHbOYEPEIHUN
KPOBOBUJINB, BUSIBJIEHE YU ITif03PI0OBaHEe BAapUKO3HE PO3LIMPEHHS BEeH CTPaBOXOMY, apTePiOBEHO3HI
Masnbdopmarii, aHeBpu3MHU CyAuH a00 3HaUHi BHYTPIITHLOCIiIHAILHI Y1 BHYTPIlIHbOLIEpeOpanbHi
CyIUHHI aHOMaJTil.

- OpHovacHe 3aCTOCYBaHHS 3 OyIb-IKMMU iHIITMMH aHTUKOATYJISTHTAaMH, HAPUKIIA[ 3
He(pakKIioOHOBAaHUM TellapuHOM, HU3bKOMOIEKYISIPHUMY rellapyuHaMy (eHOKCallapyH, JalbTelapuH),
OXiAHUMH TellapuHy (PoHmamapuHyKC), IepopaJbHUMU aHTUKOArylIssHTaMu (BapdapuH,
nabiraTpaHy eTeKkcuiarT, amikcabaH), oKpiM crenudigyHuX 00CTaBUH ITepexofy Ha aHTUKOATyJISTHTHY
Tepariio (guB. po3xmin «Crocib 3acTocyBaHHS Ta HO3W») ab0 BUMAMKiB, KOIU HeppaKIliOHOBAHUM
relnapuH IPU3HAYAlOTh Y 103aX, HeoOXigHuX [7g 3abe3nedyeHHsT QYHKIIIOHYBaHHS KaTeTepa
IIeHTPaIbHUX BEH YK apTepid (IuB. po3min «B3aeMopmis 3 iHIMMU TiKapchbKUMU 3acobaMu Ta iHIIi
BUIM B3aEMOIIN»).

- Cynytas Tepanist KC 3 BUKOpPUCTaHHSIM aHTHATrpPeraHTHUX 3ac00iB y MaIlieHTiB 3 iHCynbTOM abo
TPAH3UTOPHOIO imemiuHoio atakoi (TIA) B anaMHe3i (OuB. po3ain «Oco0MMBOCTi 3aCTOCYBAaHHS»).

- Cynytas Tepamnist IXC/3ITA 3 Bukopuctanusam ACK y manieHTiB i3 remopariyaum a6o nakyHapHUM
iHCcynbTOM B aHaMHe3i ab0 3 6yIb-IKUM iHCY/IbTOM, ITIePEeHEeCEeHUM MIPOTSATOM OCTAaHHBOT'O MiCSIIs (IUB.
po3min «Oco6IMBOCTI 3aCTOCYBaHHS»).

- 3axBOpIOBaHHA MEYiHKY, LI0 aCOLIITHCS 3 KOAryJIONaTi€lo Ta KJIiHIiYHO 3HAUYIUM PU3UKOM
PO3BUTKY KPOBOTEY, Y TOMY YHKCJIi IMPO3 NediHKy Kiacy B ta C 3a knacudikariero Yannga — 1’10
(muB. po3mgin «®apMakKOKiHETHKA»).

- Tlepiop BariTHOCTi abo romyBaHHS IPyAAio (OUB. PO3Min «3acTOCyBaHHS Y Iepiof BariTHOCTI abo
TONyBaHHS I'PYLOI0»).

Oco06.1uei 3axo0u 6e3nexu.

[MonpibHeHHS TabIeToK

TabmeTKy prBapokcabaHy MOXKHa MOOPIOHUTH Ta CycneHayBaTH y 50 My BofH i BBECTH 3a JOIIOMOTOI0
Ha30racTpabHOT0 30HAa ab0 LITYHKOBOTO 30HAA A/ TOMyBaHHS IiCJg IepeBipKU MPaBUILHOCTI
100 po3TalllyBaHHA y LIIYHKY (IiC/IS 4OT0 30H[ CHIif IPOMUTHU BOA0I0). OCKiTbKM BCMOKTYBaHHS
puBapokcabaHy 3aIeXKuTh Bif MiCIIsT BUBiITbHEHHS aKTUBHOI PEYOBUHH, CJIifl YHUKATH BBEOEHHS
puBapokcabaHy AUCTAJIbHO B IIJTYHOK, OCKiJIbKHY 11e MOXKe ITPU3BECTH [0 3MeHIlIeHHs abcopoiii i,
0TXKe, 00 3MeHIIIeHHs BIIMBY aKTUBHOI pedoBUHHU. [1icyist BBeieHHs TabneToK 1o 2,5 MI HeMae
HeoOXiTHOCTi oJIpa3y BBOOUTU eHTepasbHe TOOyBaHHS.

B3aemodia 3 iHwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

Iuri6iTopu CYP3A4 Ta P-gp

CymnyTHE 3acTOoCyBaHHS puBapoKcabaHy 3 KeTokoHa30moM (400 mMr 1 pa3 Ha geHb) ab0 pUTOHaABIpOM



(600 Mr 2 pa3u Ha [ieHb) IPU3BOIUIIO [0 2,6-KPaTHOT0/2,5-KPaTHOTO MigBUILIEHHS CEePeIHbOl
piBHOBaxHOi AUC puBapokcabany i 1,7-kpaTHoro/1,6-kpaTHoro 36inmbiIeHHs cepegHboi C,,
puBapokcabaHy, siKe CYIIpOBOIKYBAJIOCS 3HaYHUM ITOCUJTIEHHSAM (papMaKOAMHaMiuHUX e(eKTiB
Ipernapary, 1[0 MOXKe IIiABUINyBaTU PU3UK KPOBOTEeUi. 3BaxKaiuu Ha Ie, 3aCTOCYBaHHS JTIKApChKOTO
3aco0y Kcapento® He peKOMEHAYETHCS MallieHTaM, SIKi OTPUMYIOTH CYIyTHE CUCTEMHE JTiKyBaHHS
IPOTUTPUOKOBUMU IIpenapaTaMy a30JIbHOI IPYIH, TAKUMU SIK KETOKOHA30J1, iTpaKOHAa30J1,
BOPUKOHA30J1 Ta [T03aKOHAa30J1, abo iHribitopamu BlJI-mpoteasu. 1i mpemnapaTu € MOTyKHUMU
inriitopamu CYP3A4 Ta P-gp (muB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

Pe4oBrHH, SIKi aKTUBHO iHTi0yIOTH TiTbKU OJWH 3i IUISIXiB BUBENEHHS pUBapoKcabaHy 3 opraHiamy,
CYP3A4 a6o P-gp, siK 04iKy€eThCs, 30iMbIIyIOTH KOHI[EHTPAIlil0 puBapokcabaHy B Mjia3Mi KpOBi
MeHIIo10 Mipoio. Hanpuknag, knapurpoMinys (500 Mr 2 pa3u Ha [ieHb), L0 € MOTYKHUM iHTi6iTOpOM
CYP3A4 i inribiTopoM P-gp cepenHbol iHTEHCUBHOCTI, CIPUYUHSAB 1,5-KpaTHe 30iNbIIeHHs CepeHixX
3HaueHb AUC Ta 1,4-kpatHe 306inbmenns C,,, puBapokcabany. B3aemopmisi 3 KITapuTpoMilliHOM,
MMOBIPHO, He € KJTiHiYHO 3HAYyII0I0 M7 OiNbIIOCTI MallieHTiB, aje Moxke OyTH IOTEHI[INHO 3HAYYII00
IS TTalli€HTIB IPYIY BUCOKOI'0 PU3UKY (IOA0 3aCTOCYBAaHHSA MAallieHTaM 3 HUPKOBOI HEOCTaTHICTIO
ouB. Po3min «OcoOMMBOCTi 3aCTOCYBAHHS»).

Eputpowmitus (500 Mr 3 pa3u Ha [eHb), o moMipHo iurioye i3odpepmenT CYP3A4 i P-gp, cipuuunHsaB
1,3-kpaTHe 30inbIIeHHs cepeaHix piBHOBaxkHUX 3HaueHb AUC i C,,, puBapokcabaHny. Baaemonmis 3
€PUTPOMIIIMHOM, UMOBIpHO, HE € K/TiHIiYHO 3HAQYYIIOI0 s OiNbIIOCTI MallieHTiB, ane Moxe 0yTH
IIOTEHIINHO 3HAYYIIO0 [JIS MAal[leHTiB I'PYIIU BUCOKOTO PUIUKY.

Y mauieHTiB 3 HUPKOBOI HEOCTAaTHICTIO JIETKOT'O CTYIIEeHs, Ha BiIMiHY Bifj IIAI[i€HTIB i3 HOPMaJbHOK
GyHKIIi€I0 HUPOK, NIPU 3acTocyBaHHi eputpominuny (500 Mr 3 pa3u Ha [eHb) Big3Hadanu 1,8-kpatHe
3pocTanHs cepenHboro 3HaueHHs AUC ta 1,6-kpaTHe 30inbuieHns C,,, pyBapokcabaHy. Y malieHTiB 3
HUPKOBOIO HEIOCTATHICTIO CEPENHbOI0 CTYIIeHs TAXKKOCTI Ha TJIi 3aCTOCYBaHHSA €PUTPOMILIUHY
crocTepiranu 30inbiIeHHs: cepenuboro 3HadyeHHsa AUC puBapokcabaHy B 2 pa3u i migsuieHus C,,,
puBapokcabany B 1,6 pa3a MOpiBHSAHO 3 MallieHTaMX 3 HOPMaJIbHOIO QYHKIIEI0 HUPOK. Brimus
E€PUTPOMIIINHY € aiUTUBHUM [0 SBHUII HUPKOBOI HEAOCTATHOCTI (OuB. po3min «Ocob6auBOCTi
3aCTOCYBaHHS»).

®nykonaszon (400 mr 1 pa3 Ha AeHb) BBaxkaeThcs iHribiTopom CYP3A4 cepenHbOl iHTEHCUBHOCTI, i
10T0 3aCTOCYBaHHS CIIpUUYKHATO 1,4-KpaTHe 36inbineHHs cepenHix 3HaueHb AUC Ta 1,3-KpaTHe
30inbmenus C,,, puBapokcabany. Baaemomist 3 pyKoHA30J10M, UMOBIpHO, He € KJIiHIYHO 3HAYYII0I0
[Jist OiNIBIIOCTI MAIliEHTIB, ae MoxKe OyTH MOTEHIINHO 3HAUYINOIO M7 MalliEHTiB T'PYIU BUCOKOT0
PU3HUKY (1100 3aCTOCYBaHHS IallieHTaM 3 HUPKOBOIO HEIOCTATHICTIO AUB. po3ain «OcobmuBOCTi
3aCTOCYBAHHS»).

3Bakalouu Ha 0OMezKeHi KITiHiYHI JaHi 100 ApoHeNapoHy, CIifl yHUKATHA OMHOYACHOTO HOT0
3aCTOCYBaHHS 3 pUBapoKcabaHOM.

AHTUKOAryJisHTU

[Ticns komGiHOBaHOTO MPU3HAYEHHST eHOKCanapuHy (omHOpa3oBoi fo3u 40 Mr) i puBapokcabaHy
(omHOPa30Boi mo3u 10 Mr) criocTepiraBcst aguTUBHUY e(DeKT BiTHOCHO aKTUBHOCTI aHTU(daKTOpa-Xa,
10 He CYIPOBOAXKYBaBCS NOOaTKOBAMU 3MiHaMU Pe3yJIbTaTiB aHali3iB Ha 3ropTaHHs KpoBi (T4
[mpoTpom6inoBuit yac], AYTY [akTuBOBaHUI YacTKOBUM TpoMOomiacTuHOBUY Yac]). EHOKcamapuH He
3MiHIOBaB hapMaKOKiHETUKY puBapoKcabaHy.

3 ornsioy Ha MifBUILEHHS PU3UKY KPOBOTEY, CJIifl JOTPUMYBATHUCS 00epeKHOCTI MallieHTaMm, sKi
OJHOYACHO OTPUMYIOTH iHII aHTUKOATYISIHTH (OuB. po3min «IIpoTunoka3aHHsI», «OcoOIUBOCTI



3aCTOCYBaHHS»).

Hectepoinni npotu3ananbhi npenapaty (HII3I) / inri6iTopu arperaitii TpoMOOLIKTIB

[Ticns ogHOYACHOTO 3aCTOCyBaHHS 15 MI puBapokcabany Ta 500 M HallpOKCEHY KJTiHiYHO
peieBaHTHOTO NTOOBXKEHHS Yacy KPOBOTeUi He crocTepiranu. [IpoTe B OKpeMux 0cib MokKuBa Oi/bIn
BUpaxeHa ¢papMaKoAMHaMiuHa peakiid.

[Tpu omHOYaCHOMY 3aCTOCYBaHHI puBapoKcabaHy 3 alleTUIICANiI0Bo0 KucnoTowo (500 Mr) He
CIIOCTEpIranocs XKO0gHOI KJIiHIYHO 3HAUyIIol (papMaKOKiHETHUYHOI ab0 (papMakofrHaMigHOI B3a€MOMII.

He BusiBneHo papMakoKiHETUYHOI B3a€MOfil MixK puBapokcabaHoM 15 Mr i kiomigorpesnem (yZapHa
no3a 300 mr i3 moganblIiM IpU3HAYEHHSIM TiOTPUMYIYUX 403 75 MT), aje B OfHIN MiArpymi
TIAIliEHTiB BUSBJIEHO pejieBaHTHe 30ibIIeHHS Yacy KPOBOTEUi, 1110 He KOPeJIoBajo 3 arperaitiieio
TpoMOOUUTiB i piBHSIMU P-cenmekTuny abo GPIIb/ I1la-penenTopis.

Heo0OxinHO moTpuMyBaTuCS 00epPeXHOCTI MallieHTaM, siKi ogHo4acHo otpuMytoTs HII3IT (y TomMy yuchni
alleTUIICATIIIIUIIOBY KUCIIOTY) ¥ iHTibiTopu arperariii TpoMOOIUTIB, OCKINTbKY I1i TiIKapChKi 3aco0u
3a3BUYay MigBUIIYIOTh PU3UK PO3BUTKY KPOBOTeY (OuB. po3fin «OcoOIMBOCTI 3aCTOCYBaHHS»).

CenekTuBHi iHTiGiTOpKM 3BOPOTHOTO 3axoryieHHs cepoToHiny (CI33C) / iHri6iTopu 3BOPOTHOTO

3aXOIJIEHHS CepoToHiHy-Hopeninedpuny (I33CH

4K 1 Ip¥ 3aCTOCYBaHHI IHIIIMX aHTUKOATYJIAHTIB, ICHYE€ UMOBIPHICTh IiABUILIEHHSA PU3UKY PO3BUTKY
KPOBOTEY Y TAIliEHTIB, IKi ogHOYacHO 3acTocoByioTh CI33C abo [33CH BHaCHiOK BIIMBY OCTAHHIX
Ha TpoMmboruTHu. [Ipy 0MHOYACHOMY 3aCTOCYBaHHI 3 puBapokcabaHOM Y XOfi KITiHIYHUX OOCIigKeHb
CIIOCTepiraBcs KiJIbKiCHO BUIIUY PiBeHb BEJIMKUX Ta He3HAUHUX KJIIHIUHO 3HAUYYIIUX KPOBOTEY B YCiX
rpylax Tepamii.

Bapdapun

[Tpu nepexomi mairieHTiB 3 Bapdpapuny (MHB 2,0-3,0) Ha puBapokcaban (20 mr) abo 3 puBapokcabaHy
(20 mr) Ha Bapdapun (MHB 2,0-3,0) 36inbimyBaBcst mpotpoM0OinoBuii yac / MHB (tecTt Neoplastin)
OinbIn SIK aMUTUBHO (IHOMBimyanbHi 3HAUYEHHS MiXKHAPOTHOTO HOpMasi3oBaHoro BimHomeHHs (MHB)
nocsranu 12), Tomi gk BrauB Ha AYTY, iHriOyBaHHS aKTUBHOCTI ¢akTopa Xa i eHgoreHHuMn
TpoMOinoBuM notenian (ETTI) 6ynu aguTHBHUMH.

Ao HeoOximHO oUiHUTYU PpapMaKomMHaMiuHI eeKTH puBapokcabaHy IIifl Yac mepiofy mepexony,
MOKHA BU3HAQUUTH NIPUTHIYEeHHS aKTUBHOCTI (pakTopa Xa, PiCT i HepTest, ockinbku Bapdapun He
BIIJIUBA€E Ha pe3ylbTaTH LKX TecTiB. [TounHatouu 3 4 nobu micis BigMiHK BapdaprHy BCi TECTH
(Bkmrouatouu I1T, AYTY, inriOyBanHs akTuBHOCTI ¢akTopa Xa ta ETII) BimoOpaxkarTh nuiire epekT
puBapokcabaHy.

Akio HeoOximHO BU3HavYaTH dhapMakoguHaMiuHi ehekTy BaphapuHy Imif yac mepiogy mepexony,
MOXKHAa BUKOPUCTATH TecT MHB npu MiHiManbHIM ma3MoBilt KOHIIEHTpallii puBapokcabaHy (duepe3 24
TOJMHY IiCIIST MPUHUOMY ITOIIEePeIHbOI 103U PUBapoKcabaHy), OCKIIbKY Yy 1leli MOMEHT puBapokcabaH
HalIMeHIIle BIJINBa€ Ha pe3ynbTatu Tecty MHB.

Mix BapdapuHOM Ta PUBapokKcabaHOM He Big3HaueHO (papMaKOKiHETHYHOI B3aEMOTii.

IagykTopu CYP3A4

OnHouacHe 3aCTOCYBaHHS puBapokcabaHy i pudamninuny, cunbHoro iHgykropa CYP3A4,



Ipu3BOAUIIO [0 npubausHo 50 % 3HuKeHHS cepenHbol AUC puBapokcabaHy 1 apaieabHOro
3MeHIIeHHS #oro papmakogrHaMiuyHUX edekTiB. OmHOYACHE 3aCTOCYBaHHS pHBapoKcabaHy 3
iHmuMu cunbHOmitounMy iHgyKTopaMu CYP3A4 (Hampukiapn 3 peniToiHoM, KapOaMa3zemiHoM,
dhenobapbiTamom abo 3aco0aMu Ha OCHOBI 3Bip0o00I0) TAKOXK MOXKE CIPUYUHUTH 3HUKEHHS
KOHIIeHTpallil puBapoKcabaHy B Ija3Mi KpoBi. ToMy cilif yHUKaTH OOHOYACHOTO IIPU3HAYEHHS 3
IIpenapaToM NOTyKHUX iHAyKTOpiB CYP3A4, oKpiM BUNaAkiB, Konu 3abe3nedyeHo peTeIbHUN HaTIsan
3a Malli€eHTOM 3 METOI0 BUSIBIIEHHS CHUMIITOMIB TpOMOO3Y.

[HIIi TpemapaTy CYOYTHLOI Tepamil

He Big3Haudanocs KniHigHO 3HaUyUMX apMaKoKiHeTHYHUX ab0 papMaKoAMHaMiYHUX B3a€MOZIi Ipu
OJHOYaCHOMY 3aCTOCYyBaHHi puBapokcabaHy 3 Miga3zonamoM (cyoctpaT CY3A4), IUTOKCUHOM
(cybctpat P-gp), aTopBactaturoM (cyoctpat CYP3A4 Ta P-gp) a6o omemnpa3osiom (iHribiTop
IIPOTOHHOI moMnu). PuBapokcabaH He IPUTHIYYe i He iHAYKY€E XKOOHY 3 OCHOBHUX i30dopM CYP,
Hampukianm CYP3A4.

He Big3HaueHO XKOOHUX KITIHIYHO 3HAYYIIUX B3a€EMOIii 3 izkKeto (IuB. po3min «Crocib 3acToCyBaHHS
Ta MO3U»).

BnnuB Ha 1a60paToOpHi MapaMeTpu

BrnuB Ha pe3ynbraTu npob 3ropTtanus ([T4, AUTY, Hep Test) € nepenbadyeHuM 3 OTNIIAy Ha
MeXxaHi3M fil puBapokcabany (ouB. po3nin «®apMaKoJIOTiYHi BTaCTUBOCTI»).

Oco06.1ueocmi 3acmocyeaHHsi.

Y nauienTis 3 'KC BuB4anucs epeKTUBHICTh Ta 6e31eKa 3aCTOCYyBaHHS JIiIKapChKOTO 3aco0y
KcapenTto® 2,5 Mr 2 pa3u Ha geHb pa3oM 3 auTuTpoMOouuTapHuM 3acobom ACK a6o ACK 3
KJIOIiOrpesieM/TUKJIIONIAUHOM.

Y matieHTiB 3 BUCOKUM pu3uKoM imeMiunux sBuil 3 [IXC/3ITA edekTuBHiCTh Ta Oe3meKa JTiKapChKOoro
3aco0y Kcapento® 2,5 Mr 2 pa3u Ha OeHb OOCIIXKYBaIKUCs IIPU 3aCTOCyBaHHI y KomOinarii 3 ACK.

Y malieHTiB micns HelloaBHO TePeHeCceHo0l IPOLefypy peBacKyIsapu3aliil HUXKHbBOI KiHIIIBKY 4epe3
cumntoMHue 3ITA epekTuBHICTh Ta 6€3IEKy 3aCTOCYBAHHS JIiIKapChKoro 3aco0y Kcapento®,
TabJIeTKX, BKPUTI IIJIIBKOBOIO 000JIOHKOIO, IO 2,5 MT 2 pa3u Ha JIeHb JOCIiAXKYyBald y TOENHaHH] 3
arTuarperantTamu ACK a6o ACK kmomigorpens KOPOTKOCTPOKOBO. ITpu HeoOXigHOCTI MoABifiHa
aHTATpOMOOIIMTapHA Tepallis KJIoIiforpesieM NOBUHHA OyTH KOPOTKOCTPOKOBOK. CIifl yHUKATH
TPUBAJIOl IOABIMHOI aHTUTPOMOOIMTapHOI Teparil (oguB. po3nin «®apMaKOIOTiYHi BIaCTUBOCTI»).

JlikyBaHHS B KOMOiHallil 3 iHIIUMU aHTUTPOMOOIIMTapHUMHU 3acobaMy, HallprKiaz npacyrpeneM abo
THKArpeiopoM, He BUBYAJIOCS i He PEKOMEHOYEThCS.

YnpopmoBx mepiony NiKyBaHHS PEKOMEHAYETHCS KITIHIYHUY HATJIAM, 110 BiATIOBifa€ MpaKTHUL
3aCTOCYBaHHSI aHTUKOATyIISIHTIB.

Pu3uK PO3BUTKY KPOBOTEY

4K i Ipu 3acTOCyBaHHI iHINX aHTUKOATYJISHTIB, MAIli€HTH, SKi MIPUUMAaIOTh JTiKapChKui 3aciod
KcapenTo®, noBuHHI nepeOyBaTH Mifl peTeIbHUM HarJIsAoM OJ1s BUSIBIIEHHS O3HAK KPOBOTEYi.
PexomeHOyeThCS 3 00€PEKHICTIO 3aCTOCOBYBATH IIpelapaT Py 3aXBOPIOBaHHAX, 110



CYTIPOBOMXKYIOThCS IiABUIIEHUM PU3UKOM PO3BUTKY KPOBOTEU. Y BUIIQ[IKy CEPIO3HOI KPOBOTEYi
3aCTOCYBaHHS JiKapcbkoro 3acoby KcapenTo® ciim npunuHUTH (OUB. po3min «[lepeno3yBaHHs»).

Y xopmi KMiHiYHUX OOCHiIKeHb KPOBOTEUi 3i CTM30BUX 000J0HOK (HAIpPUKIIag HOCOBI KPOBOTEU,
KPOBOTEUi 3 siCeH, IIIYHKOBO-KUIIIKOBi KPOBOTEYi, KPOBOTEUI 3 OPraHiB Ce40CTaTEBOl CHCTEMH,
BK/TIOHAIOYH aHOMaJIbHY BariHalabHYy KPOBOTEUy a0 IMOCUIEHHSI MEeHCTPYaIbHOI KPOBOTEY) Ta aHEMis
3ycTpivanucs dacTillle IPU OOBrOTPUBAIiM Tepalil puBapokcabaHOM Ha TJIi OHO- YU
IBOKOMIIOHEHTHOI aHTHarperaHTHOI Teparii. ToMy gogaTKoBO 0 HaleXKHOTO0 KITiHiYHOTO HarJaay y
BiIIIOBiIHUX BUIAQKaX OOLIILHUM € ITPOBENEHHS Tab0paTOPHOTO KOHTPOJIIIO MMOKa3HUKIB
reMorio0iHy/reMaTOKPUTY 3 METOI0 BUSIBIIEHHS IIPUXOBAHUX KPOBOTEY i BU3HAYEHHS KTiHiYHOI
3HAYYIIOCTI IBHUX KPOBOTEY.

Y neBHUX KaTeropi MallieHTiB, 3rifHO 3 3a3HaYeHUM HUXKUe, CIIOCTEPIraeThCs MigBULIEHUN PU3UK
PO3BHUTKY KPOBOTEY. 3 OTJISAAY Ha Iei (PaKT HOIiNMbHICTh 3aCTOCYBaHHS JiKapChKOIo 3aco0y
Kcapento® y koM0iHaIllil 3 IBOKOMIIOHEHTHOI0 aHTUATrPETaHTHOIO TePAIIi€lo MallieHTam 3
IiABUIIEHUM PHU3UKOM BUHUKHEHHS KPOBOTEUi Ma€ OyTH peTeNbHO BHBaXKeHa 3 ypaXyBaHHSIM KOPHUCTi
IIOZI0 IOTIEPE?KEHHS aTePOTPOMOOTHYHUX SBUI. KpiM I1h0T0, TaKi MaI[iEeHTH MiC/Ig IOYaTKY
JiKyBaHHS TIOBUHHI 1epeOyBaTH IIif TUIbHUM HaTJISII0M OJIS1 BUSBIIEHHS CHMIITOMIB reMOpariyHux
yCKJIafiHeHb Ta aHeMii (muB. po3min «ITo0iuHi peakirii»).

[Tpu Gynp-siKOMy 3HUKEHHI PiBHA reMoriobiHy abo apTepialbHOTO TUCKY He3'sSICOBaHOl eTioforii
He0OXiTHO BUSIBUTU [KePeJio KPOBOTEYi.

HesBaxkaiouu Ha Te, 110 JIIKyBaHHS PUBApOKCabaHOM He BUMara€ MOHITOPUHTY MOTO €KCIIO3HIIil,
BU3HAYEHHS PiBHS puBapokcabaHy 3a [OIOMOT0I0 BigKaniOpoBaHUX KiNbKiCHUX TECTiB aHTH(DaKTOPa
Xa MOxKe BUSIBUTUCS KOPUCHUM Y BUHATKOBUX CUTYyaLisIX, KOJIX BiTOMOCTI IIPO €KCIIO3HULIiI0
puBapokcabaHy MOXKYTb BINIMHYTH Ha MIPUMHATTS KJIiHIYHUX pillleHb, 30KpeMa IIpH Ilepefo3yBaHHi Ta
€KCTPEeHUX XipypriuHux BTPy4YaHHIX (OuUB. po3ain «PapMaKoIoriuyHi BIaCTUBOCTI»).

HwupkoBa HEOCTATHICThL

Y namieHTiB 3 TAKKOI0 HUPKOBOIO HEJOCTATHICTIO (KJIipeHC KpeaTHHiIHY < 30 MJI/XB) KOHI[EHTpaLlisl
puBapokcabaHy y IJla3Mi KpoBi MOxKe CyTTEBO MifBUIIyBaTUCS (B cepegHboMy B 1,6 paza),
306inbIny0oun pu3uK KpoBoTedi. Criif 3 06epeXHiCTIO 3aCTOCOBYBATH JliKapCchKuil 3aci6 Kcapento®
nanieHTaM 3 KiIipeHcoM KpeaTuHiny 15-29 mi/xs. He peKoMeHyeThCS TPU3HavYaTH IIpenapar
malieHTaM 3 KJIipeHCOM KpeaTHHiHY < 15 m/xB (muB. po3minu «Croci6 3acTOCyBaHHS Ta [03U»,
«PapMaKoIOoTiuHi B1aCTUBOCTI»).

Jlikapcekuii 3aci6 Kcapento® HeoOXimHO 3aCTOCOBYBATH 3 00€PeXHICTIO MAIliEHTaM 3 HUPKOBOIO
HEIOCTATHICTIO CePegHbOT0 CTYIIeHs TSIXKOCTi (KnipeHc KkpeaTuHiny 30-49 Mi1/xB), IKi CyIIyTHBO
3aCTOCOBYIOTH IIpenaparTH, 110 MPU3BOOATH [0 MiiBUILIEHHS KOHIIEHTpallil pruBapokcabaHy y mia3mi
KPOBi (OuB. po3mdin «B3aeMopmis 3 iHIMMY JTiKapChbKUMU 3aco00aMu Ta iHIIi BUIKW B3aEMOIIN»).

B3aemogis 3 iHIMUMY TiKapCHKUMU 3acobaMu

[Tpu3HaueHHd niKapchkoro 3aco0y Kcapento® mallieHTaM, SKi OTPUMYIOTh CUCTEMHE JTiKyBaHHS
IPOTUrPUOKOBUME IIpeniapaTaMy a30JIbHOL I'PYNH (HalpyKiIaZ KETOKOHA30JI0M, iTPAaKOHA30JI0M,
BOPUKOHA30JI0M i IT03aK0Ha30510M) abo inribitopamu BlJI-poTea3u (HampuKiag PUTOHABIpOM), He
pexomeHOyeThes. Lli mikapchKi 3acobu € akTUBHUMY iHTiOiTOpaMu ogHO4YacHO i30hepmeHTiB CYP 3A4
ta P-gp. fIK HacmigoK, 1i miKapchKi 3aco0M MOXKYTh MigBUINYBAaTH KOHIIEHTpPAIliI0 pruBapoKkcabaHy B
J1a3Mi 0 KJIiHIYHO 3HAYyIIOoro piBHA (B cepegHbOMY y 2,6 pa3a), 110 MiABUIINYE PU3UK KPOBOTEYi
(muB. po3min «B3aemopmis 3 iHIMUMY JTiKapCbKUMM 3aC00aM¥ Ta iHIII BUAY B3aEMOIii»).



Heo0OxigHo 3 00epexkHiCTIO MpU3HavYaTH PUBapokcabaH IMallieHTaM, SIKi OMHOYaCHO 3aCTOCOBYIOTh
nikapchKi 3aco0w, 1110 BIIJIMBAIOTh Ha reMocTad, Hanpukian HIT3I1, ACK rta inribitropu arperatii
TpoMOOIUTIB a00 CeNeKTHBHi iHTi6iTOpH 3BOPOTHOTO 3axomieHHs cepoToHiHy (CI33C) Ta inribiTopu
3BOPOTHOTO 3aXOIJIEHHS CepoTOHiHy-HOpeninedpuny (I33CH). [Ipu npu3HadyeHHi maljieHTaM i3
PU3KUKOM BHPa3K0OBOI XBOPOOU IITYHKOBO-KHIIIKOBOTO TPAKTY CIIiJ PO3TJISHYTH MUTAHHS IIPO
IIPOBEIEHHS BiATIOBITHOTO NPO]iTaKTUYHOTO JTiKyBaHHS (AUB. po3[in «B3aemopia 3 iHIKAMU
JiKapChKUMHU 3acob0aMu Ta iHIIi BUAKU B3aEMOiN»).

[MauienTu, siki orpuMyBanu Kcapento® Ta aHTUTPOMOOLMTaPHI TiKapchKi 3ac00H, MOBUHHI
IIPOOBXKYBATU IIONEPEeNHBO PO3I0oYaTy cynyTHIO Tepamnito HIT3IT nuie B TOMy pasi, SKI0 KOPUCTh
Bil 1OT0 3aCTOCYBaHHS II€PEBULLYE PU3UK KPOBOTEUI.

IH11i (haKTOPH PU3UK O3BHUTKY KPOBOTEY

Jlikapcekuii 3aci6 Kcapento®, gx i iHIIi aHTUTPOMOOTHYHI ITpeniapaTy, He PEKOMEHOYEThCS
3aCTOCOBYBATH IIPU JIIKyBaHHI MAI[l€HTIB 3 MiABULIEHUM PU3UKOM KPOBOTEUi, Y TOMY YHUCJIi IIpU
HasIBHOCTI:

* BpomxkeHol ab6o HabyTol maToJIOTii 3ropTaHHs KPOBi;
* HEKOHTPOJIbOBAHOI TAKKOI apTepianbHOI TinepTeHsii;

* iHIIOTO HITYHKOBO-KHUIIIKOBOT'O 3aXBOPIOBaHHS 0€3 BUPA30K B aKTUBHIiM CTafii, 110 MOXKe
MOTEHIINHO MPU3BOJUTH OO0 FeMOPariyHuX YCKIagHeHb (HAalpUKJIaf, 3amaabHe 3aXBOPIOBAHHS
KHIIIeYHUKa, €30¢arit, raCTpUT Ta racTpoe3odareanbHa pedIroKCHa XBopo0a);

* CyOWHHOI PETUHOIATI];
* OpoHxoeKTa3y abo jlereHeBOl KPOBOTEUi B aHaMHe3i.
Cnipg 3 obepexHicTio mpu3HavaTy npenapart naiientaM 3 ['KC ta IXC/3ITA, ki MaroTh:

* BiK 3 75 pokiB Ta ogHOYacHO oTpuMyi0oTh ACK a6o ACK i3 kiomiforpeneM 4u TUKJIOMiIUHOM.
Heo0xifHO perynsipHO IPOBOAUTHU OLIHKY KOPUCTI/PU3UKY IPOBEEHOr0 JIiKyBaHHS Y KOKHOTO
OKpPEeMOro TallieHTa;

* HH3bKY Macy Tina (< 60 kr) Ta ogHo4acHo oTpuMyioTh ACK abo ACK i3 knomigorpenem 4u
THUKJIOMIANHOM;

¢ IXC i3 TIKKOI0 CUMIITOMHOIO CEPIIeBOI0 HEOOCTATHICTIO. [laHi HOCiAXKeHHS CBiqYaTh IPo Te, 110
TaKi MalieHT! MOXYTb OTPMMATH MEHIIY KOPUCTH Bifl TiIKyBaHHS puBapoKcaOaHOM (OUB. PO3MiN
«QapmakoguHaMika»).

HaﬂieHTI/I 3 OHKOJIOTiYHUM 3aXBOPIOBAHHAM

[TarienTy 3i 3109KICHUMY 3aXBOPIOBaHHAMU OOHOYACHO MOXKYTh MaTH IMiABULIEHUN PU3UK KPOBOTEUl
Ta TpoM003y. [HAUBiAyamTbHY KOPUCTH aHTUTPOMOOTHUYHOTO JIIKYBAHHS CITif] OLiHUTY Y TOPiBHAHH] 3
PH3UKOM KPOBOTEY y MAIiEHTIB 3 aKTUBHUM OHKOJIOTiYHMM 3aXBOPIOBaHHSM, 3a/1€2KHO Bifl JTOKai3alii
IyXJIMHY, IPOTUIIYXJIMHHOI Tepallil Ta CTafil 3aXBopioBaHHSA. [IyXJIMHYM, PO3TallIOBaHi B IIIYHKOBO-
KHMIIIKOBOMY TPaKTi abo cedocTaTeBOMY TPaKTi, OyJy OB’ s3aHi 3 MiABUIIEHUM PU3UKOM KPOBOTEUi
Iifl yac NIiKyBaHHS PUBapOKCabaHOM.

3acTocyBaHHS puBapoKcabaHy MPOTUIIOKa3aHe MallieHTaM 3i 37109KiCHUMK HOBOYTBOPEHHSIMU 3



BHUCOKUM PU3UKOM KPOBOTEY (MUB. PO3Min «IIpoTUIIOKa3aHHST»).

[TarienTH 3i IITYYHUMU KIalaHaMy Cepld

PuBapokcabaH He CJIifi 3aCTOCOBYBAaTHU [Jjig TPOMOOIIpodinaKTUKY MallieHTaM, SKi HelllolaBHO
nepeHec/id TpaHCKaTeTEPHY 3aMiHy aopTranbHoro knamaHa (T3AK). besneka Ta eeKTHBHICTh
JikapchKoro 3aco0y Kcapento® He BUBYAKCH y MAIiEHTIB 3i IITYYHUMU CEPIIEBUMU KJlallaHaMH,
TOMY BifICYTHI HaHi, SKi MaTBepAXKYyIOTh, IO IIpenapar 3abe3mneyye JOCTATHIO aHTUKOATYISINIO V ITiel
rpynu nanieHTiB. He pekoMeHAy€eThCS 3aCTOCOBYBaTH Kcapento® s jaiKyBaHHS TaKWX Ialll€HTIB.

[NamienTty 3 aHTUGOCHOMITITHUM CHHIPOMOM

He pekoMeHOy€eThCS 3aCTOCYBaHHS MPSIMUX IIepPOpaibHUX aHTUKOAryJISHTIB, BKIIIOYalUn
puBapokcabaH, nauieHTaMm i3 TpoMO6030M B aHaMHe3i 3 fiarHOCTOBaHUM aHTU(OCHONITiTHUM
CUHAPOMOM. 30KpeMa, Y NMalli€HTiB, Ki MalOTh IMiATBEPAXKEH] TIO3UTUBHI pPe3yJIbTaTU TECTY OJISA BCIX
TPbOX aHTUMOCPOIMITHUX aHTUTIN (BOBYAKOBUM aHTUKOATYJISIHT, aHTUKAPAIOJIMiHOBI aHTHUTiNa,
aHTu-6eTa-2-ruikompoTeid-l-aHTUTINNA), Tepalisd IPAMUME ITepOpPaJbHUMU aHTUKOATYISHTaMU MOXKe
MiOBUIIATYA PU3UK ITOBTOPHUX TPOMOOTHYHMX SBHUII Y TIOPiBHSIHHI i3 TAKMMU IIPU Teparii
aHTaroHicramu BiTaminy K.

[NamienTu 3 incynbToM Ta/abo TIA B aHaMHe3i

ITauieHmu 3 20CMPUM KOPOHAPHUM CUHODPOMOM

Jlikapcekuii 3aci6 Kcapento® 2,5 mr nportunoka3anuii nauieataM 3 [KC Tta iHcynsToMm abo TIA B
aHaMHe3i (ouB. po3min «[IpoTunokasaHHg»). BuBYanu MooguHOKI BUIIAgKKW 3aCTOCYBaHHS IIpernapary
y marienTiB 3 'KC Ta iHcynmbeToMm abo TIA B aHamMHe3i, ajie HasiBHI 00MexKeHi maHi momo eeKTUBHOCTI
BKa3yIOTh Ha BiICYTHICTh IlepeBar Takoro JIiKyBaHHS Y BKa3aHiu MiArpymi nalieHTiB.

I[Mauienmu 3 iwemiyHOW x80p060I cepus / 3aX80PHBAHHAM nepudepudHux apmepil

[TanieHTH 3 ilIeMiYHOI0 XBOPOOOIO Ceplisi / 3aXBOPIOBaHHAM Iepu(PepuyHUX apTepil i3 reMopariyHuM
a00 maKyHapHUM iHCYJIbTOM B aHaMHe3i abo 3 imeMiYHUM HeJlaKyHapHUM iHCYJIbTOM, IEpEHECEHUM
IIPOTATOM OCTAHHBOTO MICSILS, He HOCTigXKyBanucs (AuB. po3min «[IpoTUMIOKa3aHHS»).

[NTauieHTH micis HeIIOJAaBHO IEePEHECEeHOl IPOoLleNyPH PeBaCKyIspU3allil HUKHbBOI KiHIIIBKY 3 IPUBOAY
cumntoMHoro 3I1A 3 momepenHim iHCynmbTOM abo TIA He mocmigKyBanmucs. AKIIO MalieHT OTPUMYE
MOMIBiHY aHTUTPOMOOIIMTAPHY Teparlilo, C/Iifl yHUKATH 3aCTOCYBaHHS JIiIKapChKOTO 3ac0o0y
Kcapento®, TabneTku, BKPUTI ITiBKOBOIO 000JIOHKOIO, 10 2,5 MT.

CnuHHOMO3KOBA (emigypanbHa/cliiHanbHa) aHecTe3is abo MyHKITis

[Tpu HelpoakcianbHii aHecTe3il (emimypanbHiit/criiHanbHIN aHecTe3ii) a0 BUKOHaHHI
CIiHabHOI/emiypanbHOl MyHKII iCHYE PU3UK PO3BUTKY emifmypasbHOl ab0 CTMHHOMO3KOBOI
reMaTOMH, 110 MOXKe IIPM3BECTH 10 TPUBAJIOTO Y He0OOPOTHOTO Mapasidy y malieHTiB, SKi
3aCTOCOBYIOTh @aHTUTPOMOOTHYHI 3ac00u [y MPOodiTakTUKK TPOMOOEeMOOTiYHUX YCKIIaAHEHb.

Pu3uK X yCKIafHeHb MiIBUIIYETHCS IPU BUKOPHCTaHHI IIOCTIMHUX eMigypanlbHUX KaTeTepiB abo
CYIYTHbOMY 3aCTOCYBaHHi TiKapChKuX 3aco0iB, I[0 BIIMBAIOTh Ha reMocTa3. TpaBMaTU4Ha abo
IIOBTOPHA elliflypajbHa Y CIMHHOMO3KOBAa MYHKIIiS TAKOXK MOXKe MiABUIIYBaTA PU3KUK BKa3aHUX
yCKiamHeHs. [lanieHTr MOBUHHI mepe0yBaTH IIifl CIIOCTePEeKEHHSIM [IJIs1 BUSBJIEHHST CUMIITOMIB
HEBPOJIOTIYHUX PO3/IafiB (TakKuX K OHiMiHHSA a00 BiguyTTs c1abKOCTi y HOrax, MUCHYHKITISA
KHIIeyHnKa abo ceyoBoro Mixypa). [Ipu BusBiIeHHI HeBPOJIOTiuHOTro gedinuTy HeoOximHi TepMiHOBa



MiarHOCTHKA Ta JiKyBaHHS. JIiKap MOBMHEH OLIHUTHU IOTEHIINHY KOPUCTD i PU3UK Tepen
IIPOBEJIEHHSIM TAaKOT'0 BTPYYaHHS Yy Malli€HTiB, AKi 3aCTOCOBYIOTh @aHTUKOATYISTHTH a00 rOTYIOTHCS [I0
3aCTOCYBaHHS aHTUKOATYJISHTIB 3 MeTO0 IpodinakTUKU TpoMOO3y.

BigcyTHi#t kniHiyHUN KOCBIf 3acTOCyBaHHS JTikapchkoro 3aco0y Kcapento® 2,5 mr i
AHTUTPOMOOILIMTAPHUX JTiIKapChbKUX 3aC00iB y Takux cuTyanisgx. Cig IPUNUHUTYA 3aCTOCYBaHHS
inribiTopa arperaiiii TpoMOOIUTIB 3TigHO 3 iIHCTPYKIIi€I0 AJIST MEIUYHOTO 3aCTOCYBaHHS BiiTIOBIZHOTO
JiKapchKOro 3aco0y.

[l71s1 3HMKEHHS MMOTEeHI[IMHOT0 PU3UKY KPOBOTEUI, aCOI[iM0BaHOI i3 OHHOYACHUM 3aCTOCYBaHHIM
puBapokcabaHy i CHMHHOMO3KO0BOIO (eIligypaibHOIO/CIIiHaIbHOI0) aHecTe3ielo abo MyHKITETO,
HeoOxifHO OpaTu [0 yBaru (papMakOKiHETHUUHUM TPOoQins puBapokcabaHy. BcraHoBneHHS abo
BUJIYYEHHS eMifypanbHOro KaTeTepa abo moM0OanbHOI MyHKIII HalKpallle ITPOBOOUTH, KOJIU
OUiKy€ThCA CTabKUI aHTUKOATYIIHTHUM edeKT puBapokcabaHy (quB. po3nin «PapMakoKiHETUYHI
BJIACTUBOCTI»). OQHAK TOYHUM YacC JOCATHEHHS JOCTATHbOI'0 3HUKEHHSI aHTUKOATyISHTHOTO e(DEeKTy
y OKpPeMOoro Ialji€HTa He BifOMUM.

PekomMeHpamii mono go3yBaHHS IpenapaTty A0 Ta Mic/isd iHBa3WBHUX MPOLIENYD i OIepaTHBHOTO
BTpY4YaHHSI

Y pasi Heob6xigHOCTI iHBa3uBHUX mpolenyp abo XipypriyHux BTPy4YaHb IPUOM JIiIKapChKOT0 3aC0o0y
Kcapento® 2,5 Mr ciiff IpUnNuHUTH K MiHIMyM 3a 12 rOguH 00 MOYaTKy BTPyYaHHS, SKIIO 1
MOKJIMBO Ta 6a3yeThCs Ha KIIiHIYHOMY pillleHHi Jlikaps. fKIIo orepaTiBHE BTPyYaHHS MOXKHA
BiICTPOUMTH Ta aHTUTPOMOOIMTAPHUM edeKT He BifnoBifae HeoOXimHOMY PiBHIO, IpHIioM iHTiGiTOPIB
arperartiil TpoMOOUXTIB HeOOXiTHO MPUIMHUTH BiAMOBIAHO OO0 iHCTPYKIIL AJIsT MEOUYHOTO
3aCTOCYBaHHS IIpernapary. fAKIIo Ipolefypy He MOXHa BigKJIaCTH, CJIif OL[IHUTH MMiABUILIEHHS PU3UKY
BUHVKHEHHS KPOBOTEeYl 3aJ/Ie2KHO Bifi TEPMIHOBOCTI BTPy4YaHHS.

3acTocyBaHHS NiKapchKoro 3aco0y KcapenTo® moTpibHO BifHOBUTH SIKHAMUIIBUIIE ITiCIIS iHBA3UBHOI
npotienypu abo XipypriyHoro BTPy4UaHHS, SIK TiJIbKM TOCATHYTO afeKBATHOT'0 reMOoCTa3y Ta SIKII0
3aCTOCYBaHHS IIpeliapaTy 403BOJIs€ KIliHiYHA CUTYyallid B LiJIOMY, 1110 BCTaHOBJIEHO JliKapeM (OuB.
po3pin «®apMaKOKiHETUKA»).

[TamiedT TiTHLOTO BiKY

Pu3WK PO3BUTKY KPOBOTEY MOXKe 30ilbIIyBaTUCS 3 BiKOM (OUB. po3fin «®apMakonoriyHi
BJIACTUBOCTI»).

[lepMaTONOTiYHi peakiiii

Cepiio3Hi mKipHi peakiii, BKmovaoouu cuaapoM CTiBeHca — J[2KOHCOHA / TOKCUYHUH elifiepMabHuN
Hekpoii3 Ta DRESS-curmpoM (peakiris Ha JTiKapchbKui 3aci0 3 e03nHO(DIiTi€I0 Ta CUCTEMHUMU
CHMIITOMaMM), y 3B’5I3Ky i3 3aCTOCYBaHHSIM pUBapoKcabaHy 3apeeCTPOBaHO Y MiCNIsIpeeCcTpaIinHun
nepion (ouB. po3min «[To6iuni peakuii»). PU3uK 1[uX peakiiii y malieHTiB, “MOBIpHO, € HAUBUIIKUM Ha
II0YaTKy Teparil: mosiBa peakiiiit y 6inblIocTi BUNagKiB BigbyBanacs IPOTATOM IEPIINX TUKHIB
niKyBaHHS. [Ipy nepiiux mposiBax TAXKKUX LIKIPHUX BUCHUIIIB (HapUKIIaf, TeHepaisallis,
inTeHcudikaiisa Ta/abo yTBopeHHS MyxupiB) abo Oyab-IKUX iHIINX 03HaKaX TilepyyTIUBOCTI y
IIOEHAHHI 3 ypaXKeHHSIM CJIM30B01 000JIOHKHU CJIiJ IPUIUHUTYA 3aCTOCYBaHHS pUBapokcabaHy.

IHdopMallig Ipo JONOMIXKHI PeYOBUHU

Jlikapcekuii 3aci6 Kcapento® MicTuTh 1akTo3y. ITallieHTH 3 pifKiCHUMM CIIagKOBUMMU
3aXBOPIOBAHHSAMH, 1110 CYIIPOBOIKYIOTHCS HETIEPEHOCUMICTIO rajlakTo3y, AediluToM TakTasu abo



MaJibabcopO1ieto TII0KO3KU-TaJIAKTO3H, He TOBUHHI 3aCTOCOBYBATH LIeH IIpemapar.

e nikapchbKuit 3acib MiCTUTh MeHIIe HiXK 1 MMoJb HaTpito (23 Mr) B ofHi# TabneTii, TOOTO
MIPAaKTUYHO HEe MICTUTh HaTPIilo.

KIHKY PenponyKTUBHOIO BiKY / KOHTpAIENIlid

JKiHKaM pemnpoayKTUBHOTO BiKy CIIifi 3aCTOCOBYBaTH JiKapchkuii 3aci6 KcapenTtoO nuime 3
e(peKTUBHOIO KOHTPAIIETIIIEIO.

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHA 2py0010.
BaritHicTb

EdekTuBHicTh Ta 6e3meka 3aCTOCyBaHHS JIikapchbKoro 3aco0y KcapenTo® BariTHUM XiHKaM He
BCTaHOBJIeHi. Pe3ynbTaTé OOCHiAKEeHb Ha TBApUHAaX BKa3ylOTh Ha PENPOAYKTUBHY TOKCUYHICTE (IUB.
po3ain «PapmMaKoIoTiyHi BIaCTUBOCTI»). 3 OTJISAAY Ha IMOTEHLIMHY PeIPOAYKTUBHY TOKCUYHICTB,
PHU3KK KPOBOTEY Ta flaHi II0JI0 TPOXOAXKEHHS prBapoKcabaHy yepe3 IJIalleHTy 3aCTOCYyBaHHS
JikapchKoro 3aco0y Kcapento® mim yac BariTHOCTI MpOTUIIOKa3aHe (OUB. PO3Min
«IIpoTunoka3zanns»). ZKiHKaM penpoOnyKTUBHOIO BiKY CIIi[I yHUKATHU BariTHOCTI Iif Yac JIiKyBaHHSA
puBapokcabaHoOM.

l'ogyBaHHS TPYIIIO

EdexTuBHicTh Ta 6e31eKa 3aCTOCYBaHHS JTiKapchKoro 3aco0y KcapenTto® xkiHkaM, sIKi TOIYIOTh
TPYOMi0, He BCTAHOBIIEHi. Y pe3ynbTaTi HOCTiAKeHb Ha TBapUHaX BCTAHOBJIEHO, 1110 pUBapoKcabaH
BUMINSAETHCS 3 TPYOIHUM MOJIOKOM. BigmoBigHo nikapchkuit 3aci6 Kcapento® mpoTurnokasaHui oo
3aCTOCYBaHHS y Mepion rogyBaHHs TPyAmio (IuB. po3min «IIpoTunoka3anHsa»). HeoOXinHO MpUUHSATH
pillleHHS CTOCOBHO IPUNIMHEHHS TOAYBaHHS IPyAAio abo MpUIMHEHHI/IPU3yTIMHEHHS Teparlil.

DepTUNLHICTh

CnenianbHi JOCTiIKeHHS BIIJIUBY pUuBapoKcabaHy Ha GepTUIbHICTH y MIOOUHU He ITpoBoauau. Ilpu
IOCTiAKeHH] PepTUILHOCTI ¥ caMIliB Ta CaMUIlb TBAPKH He OyJI0 Bif3HauYeHO XKOOHUX 3MiH (IUB.
po3xmin «PapMaKoJIOTiuHi BIaCTUBOCTI»).

KiHKY penpoayKTUBHOIO BiKY / KOHTpAIleNIlisd

JKiHKaM pemnpofyKTUBHOTO BiKy CIIifi 3aCTOCOBYBATH JiKapchKuii 3aci6 KcapenTtoO nuimie 3
e(peKTUBHOIO KOHTPAIIETIIEIO.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

Jlikapcekuii 3aci6 Kcapento® mposiBiisie He3HaUYHUM BIUIMB Ha 3JaTHICTh KePyBaTH aBTOTPAHCIIOPTOM
abo iHmmMu MexaHi3MaMmu. [ToBifomnsnocs Ipo Taki mobivHi peakiiii, IK CUHKONAIbHUYN CTaH
(HewacTo) abo 3amaMopoyeHHs (4acTo) (muB. po3min «ITo6iuHi peakirii»).

[TamienTaM, y SIKUX Bif3Ha4aloThCs TakKi moOiyHi peakiril, He cIif KepyBaTu aBTOMO0bineM abo
IpaLoBaTy 3 IHIIMMU MeXaHi3MaMHu.



Cnoci6 3acmocyeaHHss ma do3u.

ﬂOSyBaHHH

PekomeHnpoBaHa fm03a 2,5 Mr 2 pa3u Ha O€Hb.

T'ocmpull KOpOHAPHUU CUHOPOM

[MauieHTH, sIKi TpUNMalOTh JTiKapchKkuii 3aci6 Kcapento® 2,5 Mr 2 pa3u Ha 00y, TaKOXK IOBUHHI
npuiimatt ACK y mo6osiit mo3i 75-100 mr uu ACK y mo6oBiit mo3i 75-100 Mr pa3oM i3 Knomigorpenem
y mo6oBi# mo3i 75 Mr a6o 3i cTaHOAPTHOIO M0O0BOIO 103010 TUKJIOMITHUHY.

Heo0xigHO peryasapHO IPOBOOUTH OILHKY JTiKyBaHHS y KOKHOTO OKPEMOT0 Malli€eHTa, BpaX0BYIOYHU
CHiBBiIHOIIEHHS PU3UKIB PO3BUTKY illIeMiYHUX MTOPYILIEHD i KPOBOTEU. 3BaxKalouu Ha 00MeXeHUM
[OCBI 3aCTOCYBaHH4 IIpelapaTy IPOTIroM nepiogy mo 24 micsuis, pillleHHS PO TPUBAJiCTh
JIiKyBaHHS OHaA 12 MicAIliB IPUIMA€ETLCS B iHAUBIAyaIbHOMY NMOPSAKY (IUB. PO3Min
«®apMaKOIOTiYHi BIaCTHABOCTI»).

3acTocyBaHHS NiKapchkoro 3aco0y KcapenTo® ciif po3noyuHaTH ogpasy micis crabinmisarii crany,
noB’g3anoro 3 'KC (Bkmtodarouyu peBacKyspu3alilHi npouenypu). JIikyBaHHS IIpenapaToM
Kcapento® crmif po3moyrHaTH He paHillle HiXK 4epe3 24 TOOUHM IiCig rocIiTami3atlii, Tomi K
Tepallilo MapeHTepaJIbHUMU aHTUKOATyISTHTAMU 3a3BUYall IPUTHHSIOTh.

TwemiyHa xeopoba cepus / 3ax80p0BAHHA nepudepuyHux apmepil

[MamienTy, siKi npuitMaroTh Jlikapchkui 3acid Kcapento® 2,5 Mr 2 pa3u Ha fo0y, TaKOXK IMOBUHHI
npuiiMmati ACK y mo6oBiit go3i 75-100 wmr.

Y manieHTiB mics ycmimHoI mpoleaypu peBacKysIpu3allii HUXKHbBOI KiHIIIBKY (XipypriuHoi abo
€HJI0BACKYJISIPHOI, BKJTI0Yal0uy TiOpUaHi mporenypu) 3 mpuBony cumntomMuoro 3ITA mikyBaHHS He
CJIifi PO3MOYNHATH A0 OOCATHEHHS reMocTady (OuB. po3ain «PapMaKoIoridyHi BIaCTUBOCTI»).

TpuBanicTe NiKyBaHHS CJlif BU3HAYaTH [JIg KOXKHOTO OKPEMOTIO TallieHTa Ha OCHOBI pPeryasapHOl
OLIIHKY CTaHy, 6epydHu [0 yBaru CIiBBiIHOIIEHHS PU3UKiB PO3BUTKY illIEMiYHUX IIOPYIIEHD i
KPOBOTEUY.

I'KC, IXC/3IIA
OOHo4acHe 3aCMOCYBAHHA 3 AHMUA2PEe2aHMHOI0 Mepanieto

Y maiuieHTiB i3 TOCTPUM TPOMOOTUYHUM ABUIEM abo0 MicNs CyAXHHOL IPOoLlefypy IpU HeoOXiqHOCTI
IIPOBEIeHHS TIOABIMHOI aHTHArperaHnTHOI Teparil IPOIOBKEHHS 3aCTOCYBaHHS JTiKapChKOT0 3acoby
Kcapento® 2,5 Mr 2 pa3u Ha 00y CJIifi OIiHIOBaTH 3 ypaXyBaHHSIM XapaKTepy SBUIlla YU NPOLefypU
Ta PeXXMMY aHTHarperaHTHOI Teparil.

EdekTuBHiCTh Ta 6e31eKa 3aCTOCYBaHHS JlikapchKoro 3aco0y Kcapento® 2,5 mMr 2 pa3u Ha go0y y
kKoMOiHallii 3 mOJIBiHOI0 aHTHATPETAHTHOIO TePAIi€l0 BUBYAINCS Y Ialli€eHTiB:

3 HemofaBHo nepeHecenuM 'KC — y kombinarrii 3 ACK Ta



KJIOTigorpeneM/TUKIIONIgUHOM (IuB. po3min «[Ioka3aHHSI»);

ITicyig HeIogaBHO ITepeHeCeHol MPOoIefypY peBacKygpu3allii HUKHbLOI KiHI[IBKH 3
npuBony cumntomMHoro 3ITA — y komb6inartril 3 ACK Ta, k1o 0yJ10 JOILiIbHO, KOPOTKOCTPOKOBUM
3aCTOCYBaHHSIM KJIOMigorpeno (auB. po3min «OcoO6nMuBOCTI 3acTOCYyBaHH» Ta «®apMakoioriuni
BJIQCTHUBOCTI»).

IIponyck nputiomy mabiemku

Y pagsi nponycky npuiiomMy TabaeTKY Malli€HTy CIIif IPUUHATH HaCTYIHY H03Y JiKapChKOoro 3aco0y
KcapenTto® BigmoBigHO 10 3BU4YanHOTO rpadiky npuomy. He criig mpuiiMaTé TOABIVHY HO3Y 3 METOIO
KOMIIEHCallil MPOMYIIeHO0l AO3H.

ITepexio 3 anmazonicmie geimaminy K (ABK) Ha Kcapeamo®

[Tpu nepexomi nanienTiB 3 ABK Ha Kcapento® micns mpuiiomy nikapcekoro 3aco0y Kcapento®
3HaueHHs MHB MoxyTh OyTu xubHO mimuineri. MHB He € BaligoBaHUM METOIOM OLIHKHU
AQHTHUKOATYJISTHTHOI aKTUBHOCTI JlikapchKoro 3aco0y Kcapento®, ToMy He CIIiff #1070 BUKOPHUCTOBYBATH
(muB. po3min «B3aemopmis 3 iHIMUMY JTiKapChbKUMM 3aco0aM¥ Ta iHIII BUAY B3aEMOIii»).

ITepexid 3 aikapcvkoz0 3acoby Kcapeamo® Ha aHmaezoHicmu gaimaminy K (ABK)

IcHYy€e pHU3KK HEJOCTATHHOT'O PiBHS aHTMKOATYJIALIl IPU Iepexofi 3 miKapchkoro 3aco0y Kcapento®
Ha ABK. 4k i nig yac 6yap-sSIKOT0 IIepexofy Ha albTepHATHBHUM aHTUKOATYJISHT, Y IbOMY BUIIQIKy
noTpibHO 3abe3neunTu Ge3MepPEePBHY afeKBaTHY aHTUKoarynsanio. Ciifg BpaxoByBaTH, 1110 Ha T
3aCTOCyBaHHS JIiKapchKoro 3aco0y Kcapento® MoxkiuBe mifiBUllleHHS 3HaYeHHS MHB.

Y pagzi nepexopy i3 mikapcbkoro 3acoby Kcapento® Ha anTaronict Bitraminy K ABK cnip npuiimatu
OJHOYaCHO 3 mpenapatoM Kcapento®, nmoku noka3suk MHB He Oyme ctaHoBuTy = 2,0. YIpomoBxk
IepIIKX ABOX OHIB Iepiofy nepexony MOXkKHa 3aCTOCOBYBaTU CTaHOapTHe mo3yBaHHd ABK. [lai
no3yBaHHa ABK kopuryetnscs 3anexHo Bifg 3HaueHHa MHB. [Ioku nauieHT 0qHOYaCHO 3aCTOCOBYE
Kcapento® i1 ABK, MHB cnif Bu3HauaTu He paHille HiX dyepe3 24 rOOUHY MiCIIs IPUMKOMY OCTaHHbBOL
mo3u JIikapchKoro 3aco0y Kcapento®, arne nepepn IpuioMOM HACTYIIHOI JTiKapchKOTro 3aco0y
KcapenTo®. Tlicnig npunuHeHHS 3aCTOCYBaHHS JiKapchkoro 3aco0y Kcapento® MHB moxHa
IOCTOBIPHO BU3HAYaTH II0OHAWMeEHIIe Yyepe3 24 TOOUHU MiCNIs IPUKUOMY OCTAHHBOI IO3U JIIKaPCHKOTO
3aco0y Kcapento® (muB. po3minu «B3aemopmist 3 iHIIMMU TiKapchKUMHU 3aco0aMu Ta iHIIi BUOU
B3a€EMOfi», «PapMaKOIOTiuHi BIaCTUBOCTI»).

ITepexid 3 napeHmepanbHUX aHmMukoazyaaHmie Ha Kcapeamo®

[MauieHTH, sIKi OTPUMYyBasIy TapeHTepaabHi aHTUKOATYJISHTH, IPUNUHSAIOTh 3aCTOCYBaHHS
AQHTUKOATYJISIHTY Ta MOYMHAIOTh IIPUUOM JliKapchKoro 3acoby Kcapento® 3a 0-2 romuHu 10
HACTYIIHOTO IIJIaHOBOT'O BBEJIEHHS IapEeHTePasbHOTO IIpernapary (HalpuKiiaa HU3bKOMOJIEKYIIPHOTO
renaprHy) abo ogpasy Iicis IpUNUHEeHHS 3aCTOCYBAaHHA IIpernapary [ TPUBAJIOro
IIapeHTepaJbHOT 0 BBeeHHS (HalpuKilaa HeppaKI[iOHOBAHOTO TellapuHy [AJIs BHYTPIIIHEOBEHHOTO
BBEJIEHHS).

ITepexio 3 nikapcvkoz2o 3acoby Kcapeamo® Ha napeHmepaabHi aHmukoazyasHmu

[lepury 03y apeHTepaaIbHOI0 aHTUKOAry/ITHTY BBECTH TOAi, KOIM NMOTPiOHO Oy/I0 3aCTOCOBYBaTH
HACTYNHY 03y JiKapchKoro 3acoly Kcapento®.

3acmocysaHHA 0cobauBUM Kamez0pisim nauieHmis



IMauieHmu 3 nopyweHHAM PYHKUil HUPOK

HasiBHi 06MexXeHi KJTiHiYHI JaHi CTOCOBHO TAIiEHTIB 3 HUPKOBOIO HEOCTATHICTIO TSXKKOT0 CTYIIEHS 3
KJIipeHCOM KpeaTHHiHy 15-29 MJ1/XB BKa3yl0Th Ha 3HAaUHe MiIBUIIEHHS KOHI[eHTpallil puBapokcabaHy
y I1a3Mi KpOBi LIUX Nali€HTiB. 3BaXKaluu Ha lie, IIpYU JIiKyBaHHI TaKuX NalieHTiB Kcapento® ciif
3aCTOCOBYBATHU 3 00€PEXKHICTIO.

3acToCyBaHHS IIpenapaTy He PeKOMEHAYEThCS MallieHTaM i3 KIipeHCOM KpeaTHUHIHYy MeHIIe 15 Mii/xB
(ouB. po3minu «Oco6aUBOCTI 3aCTOCyBaHHS» i «®apMaKOKiHETHUKa»).

[Ipu nmpu3HavyeHH]I XBOPUM 3 HUPKOBOI HE[OCTATHICTIO JIerKoro (KiipeHc kpeaTuHiny 50-80 mii/xB)
abo cepenuboro (knipeHc kpeaTuHiny 30-49 MJI/XB) CTyIeHS TSKKOCTi KOPEKIIisl 403U He IoTpibHa
(muB. po3min «®apMakKOKiHETHKA).

ITauieHmu 3 nopyweHHAM (PYHKUil NeviHKu

Jlixapcokuit 3aci6 Kcapento® mpoTunokasaHuii nalieHTaM i3 3aXBOPIOBaHHAMMU II€YiHKH, 110
aCoOLIOI0THCS 3 KOAryJonaTi€lo Ta KJIiHIiYHO 3HaYyIIUM PU3UKOM KPOBOTEYl, y TOMY YUCIIi XBOPUM Ha
upo3 nevinky Knacy B ta C 3a knacudikariero Yaunga — I1't0 (gus. po3ninu «[IpoTunokasaHHS»,
«PapMaKOKiHETHKA»).

ITayieHmu AiMHbO20 BIKY

Kopexkuist mo3u He noTpiOHa (muB. po3ainu «OcobnMuBOCTI 3aCcTOCYyBaHHS» Ta «®PapMaKOKiHETHKA»).
Pu3MK PO3BUTKY KPOBOTEY 30iNbIINYETHCS 3 BiKOM (OUB. po3minn «OcoONMMBOCTi 3aCTOCYBAHHS»).
Maca mina

Kopexktist mo3u He nmoTpiOHa (muB. po3minu «OcoOnMMBOCTI 3aCTOCYBaHH» Ta «®apMaKOKiHETHKA»).
Cmamb

Kopekiiis no3u He noTpidHa (quB. po3nin «®apMaKoKiHeTUKa»).

Cnocib 3acTocyBaHHS

[l11s1 mepopabHOTr0 3aCTOCYBaHHS.

Jlikapcekuit 3aci6 Kcapento® MoxKHa IpUAMaTH He3aJiexkKHO Bifl BAKUBAHHS 1XKi (IUB. po3minu
«B3aeMopmis 3 iHIMMMY JTiKapChbKUMHK 3ac00aMM Ta iHIII BUAM B3aeMOfii» Ta «DapMaKOKiHeTHKa»).

IToOpibHeHHA mabaemKu

IIns manieHTiB, IKUM CKIagHO KOBTATH 1Lifi TabneTku, TabneTKy mikapchkoro 3acoby Kcapento®
MOKHa IIOOPiOHUTH Ta 3MimaTu 3 Bofgoo abo a61ydyHuM miope 6e31nocepeHbo mepes IepopabHuM
3aCTOCYBaHHSIM.

[MTompibHeHi TabneTK MOXKHA BBOOUTH Yepe3 IITyHKOBUY 30HT (OUB. po3mdin «dapMakoKiHeTHKa» Ta
«Oco0bnuBi 3axoqu O€3meKu»).



Himu.

EdekTuBHiCTh Ta 6€31€Ky 3aCTOCYyBaHHS JTiKapchKoro 3aco0y Kcapento®, TabneTku, BKPUTI
ITIBKOBOIO 000JIOHKOIO, TI0 2,5 MT [iTIM He BUBYasH. [laHi 3 I[bOr0o IPUBOLAY BigcyTHi. ToMy He
PEKOMEHIYEThCST 3aCTOCOBYBaTH Kcapento®, TaGneTKu, BKPUTI ITIBKOBOIO 000I0HKOIO, 110 2,5 MT
OITSIM.

Ilepedo3yeanHs.

3adikcoBaHi TOOAUHOKI BUNIAKHU Nepefo3yBaHHsa 1o 1960 mr. YV pasi mepemo3yBaHHS MallieHTa CITif
PEeTenbHO OTJITHYTH 100 TAKWX YCKIIaHEHD, SK KpoBoTeda, abo iHIIKX MoOiYHUX peakilii (IuB.
«JIikyBaHHS KpOBOTeY» HUXK4Ye). BHacmigok oOMexkeHol abcopOIlil mpu BBeJEHHI ITpenapaTy y f03aXx,
1110 3HAYHO ITePEeBUIIYIOTh TepaneBTu4Hi (50 Mr abo Bullle), 04iKyeThCsl eeKT HacudeHHS 0e3
IIOMAJIBIIOr0 3POCTAHHS CePefHbOr0 PiBHA Y IIJIa3Mi KPOBi.

HasBHuii cnenudiyanil HeMTpanisyiouyui 3acid (aHgekcaHeT anbda), SKUM IPOTUTIiE
dbapmakosorivHuM edeKTaM puBapokcabdaHy (OuUB. KOPOTKY XapaKTEPUCTHKY MperapaTy aHgeKcaHeT
anboa). [Ipu mepemo3yBaHHi OIS 3MEHIIIEHHS] BCMOKTYBaHHSI puBapoKcabaHy MOXKHA 3aCTOCOBYBAaTH
aKTUBOBaHE BYTIJIA.

JIiKyBaHHS KPOBOTEY

[Tpu BUHMKHEHH] y TallieHTa, SKUM OTPUMY€E PUBapoKcabaH, YCKIagHeHb Y BUTJISII KPOBOTEYi CITif
BiIKJTaCTH IPUHOM HACTYIIHOI 031 puBapoKcabaHy abo MPUIMHUTH JIIKYBaHHS 3a1€2KHO Biff CUTYaIlil.
[Tepion HamiBBHMBeeHHS PUBapoKcabaHy CTaHOBUTEL MPUONIU3HO 5-13 roguH (IUB. PO3Min
«PapmakoKiHeTHKa»). JIiKyBaHHS CJIif IpHU3Ha4YaTH iHOUBIAyaNbHO, 3aJ1€2KHO Bifl IHTEHCHUBHOCTI Ta
JI0Kasi3allil KpoBoTedi. Y pasi morpebu MoxkHa MPOBECTH HajleXKHe CUMIITOMAaTAYHE JTiKyBaHHS,
HalpuKiag MeXaHiYHy KOMIIPECiio IpyU iIHTEHCUBHIM KPOBOTEUI 3 HOCA, XipypridyHUY reMocTas 3
poliefypaMy KOHTPOJIIO KPOBOTEYi, BiTHOBIIEHHST BOOHO-EJIEKTPOJIITHOT0 OajlaHCy ¥ reMOIUHaMIiuyHy
MiOTPHUMKY, IIepeIiBaHHS MIpelapaTiB KPOBi (EpUTPOLMTAPHOL MaCH YM CBi2K03aMOPOKEHO] I1a3MHI
3aJ1eXKHO Bifl acolliioBaHol aHeMil abo KoarysormnaTii) 41 TpOMOOIUTIB.

fAxK110 micnag 3aCTOCYyBaHHS 3a3HaYE€HUX BHUILE 3aX0MiB KPOBOTEYa He NIPUIIMHUIIACH, CIIifi PO3TIAHYTU
MOXKJIMBICTb 3aCTOCYBaHHS crielupivHOro HelTpatidyouoro 3acoly (aHmeKcaHeTy anbda), iHridiTopa
daxTopa Xa, AKuM NPOTULiE hapMaKoIOoTiuHUM edeKTaM puBapokcabaHy, abo creliaTbHUX
IPOKOATyJISHTHUX IIpernapaTiB, TaKuX IK KOHIIeHTpaT nIpoTpoMbiHoBoro KoMiyiekcy (PCC),
KOHIIEHTPAT aKTUBOBaHOT0 MpoTpoMbiHoBoro kommiekcy (APCC) abo pekombinauTHu# daxkrop Vila
(rf VIIa).

[TpoTe KJiHiYHMI JOCBiM 3aCTOCYBaHHS IUX JTIKapChKUX 3aC00iB MpH Mepeno3yBaHHI pruBapoKcabaHy
oOmexeHui. PekoMeHpallil Takox 6a3yoThCsl Ha 00MeXeHUX NOKITiHIYHUX faHuX. PillleHHS PO
KOPEKIIifo mo3u pekoMbiHaHTHOTO ¢akTopa VIla Ta TUTPyBaHHS IPUNMAIOTh 3 OTJISIAY Ha CTYIIiHb
KOHTPOJIIO HaJl KPOBOTEUE0. Y pa3i MaCUBHUX KPOBOTEY CJIif] PO3IJIAHYTU IUTAHHSA IIPO
KOHCYJIbTAIlil0 TeMaToJIoTa 3ajIeKHO Biff cuTyalil (TuB. po3min «PapMaKOJIOTiuHi BIaCTUBOCTI»).

[TpoTaminy cymnbdart i BiTaMiH K He MOBUHHI BIIMBATH Ha aHTUKOATYJISHTHY aKTUBHICTh
puBapokcabany. HasgBHUI 00MeXeHU NOCBif 3aCTOCYyBaHHS TpaHEKCaMOBOl KUCJIOTH Ta BiICYyTHiN
[OCBig 3aCTOCYBaHHS aMiHOKAIPOHOBOI KMCJIOTH i aTPOTUHIHY IallieHTaM, IKi OTPUMYIOTh
puBapokcabaH. HaykoBoro o0rpyHTYBaHHS [OLIIBHOCTI ab0 JOCBiny 3aCTOCYBaHHSI CUCTEMHOTO
reMOCTaTUYHOT O IIpeliapaTy JeCMONIPEeCUHY ISl YCYHEHHS CUMIITOMIB ITepefo3yBaHHS
puBapokcabaHy HeMa€. 3 OTJIsITy Ha BUCOKe 3B’s3yBaHHSA 3 OiTKaMU IIJTa3MM KPOBi OUiKY€EThCS, 110



pI/IBap0KC86aH HEe BUBOOJUTHUMETHCA 3 opraHi3My IIAX0M niani3y.

ITobiuni peakuii.

Y3aranpHenui mpodins 6e3nern

Besneky puBapokcabany BuB4Yanu B 13 knrouoBux pocuigxkenusx 111 ¢pasu (qus. Tabnuiiio 7).

3aranoM 69608 mopocnux MallieHTiB y AeB’ STHaAIATH OochimxkeHHax dha3u III Ta 488 nemiaTpuyHux

NalieHTiB y ABOX gocnimkeHHAX ¢a3u Il i gBox mocmimxkenHax ¢gas3u Il 3a3Hanym BIIUBY

puBapokcabaHy.

Tabnuis 7. KinekicTh mallieHTiB, 3aranbHa J0060Ba [03a Ta MaKCUMallbHa TPUBAJICTh TiKyBaHHS
IOPOCIIUX Ta MefiaTPUYHUX Mali€eHTiB IPOTAroM JociiaxeHs II1 ¢pasu

[Toka3aHHS KinekicTh 3arasnpHa moboBa mo3a MaxkcuMalibHa
MMallieHTiB* TPUBAICTh
JTiIKyBaHHSA
[TpodinakTrka BEHO3HOI 6097 10 mr 39 mHiB
TpoMmboeMmOorii (BTE) y mopocnux
MMAIliEHTIB, SKUM IIPOBOMSITh
OIlepaTUBHI BTPy4YaHHS 3
E€HMIONIPOTE3yBaHHS KYyJIbIIOBOTO YK
KOJIIHHOTO CyTr00iB
[Tpodinaktuka BTE y comaTtuunux [3997 10 mr 39 mHiB
XBOPUX
UlikyBaHHST TpOoM0O03y ruO0KuX BeH|6790 1-21 pgens: 30 MT 21 Mics1p
(TT'B), TpomGoeMOorIii TereHeBoi 22 neHb i gamni: 20 mMr
apTtepii (TEJIA) Ta mpodinakTuka [Ticns moHaWMeHIe 6 MiCSIIiB:
PeLuguBY 10 Mr 260 20 Mr
UlikyBanHs BTE Ta mpodinaktuka |[329 [To3a, CKOpuroBaHa 3a Barowo |12 micsiB
peuunusiB BTE y HOBOHapOOXKeHUX Tina, OIS DOCATHEHHS TakKol X
Ta giTel (BikoM mo 18 pokiB) micns eKCITO3UIlil, SIK i ¥ mopocnux, ki
MO4YaTKy CTaHAApPTHOI oTpuMyBanu 20 Mr
QHTUKOATYJISTHTHOI Teparii puBapokcabaHy OOuH pa3 Ha
neHs 14 jikyBaHHA TI'B
[TpodinakTrKa iHCYIBTY Ta 7750 20 mr 41 micaup
crcTeMHOI eM0O0Iil y mopociux
MMaIlieHTiB 3 HEKJIallaHHOI0
Ghibpunsiieio mepencepnb
[TpodinakTrKa 10225 5 mr a6o 10 Mr BigmoBimHO, 31 micsanw
ATEepPOTPOMOOTHUYHUX SIBUII Y ogHOo4acHO 3 ACK a6o 3 ACK Ta
MAll€HTIB MiC/Ig IepeHeCceHoro KJIOMiforpesieM 4u
'KC TUKJIOMIANHOM
[TpodinakTrKa 18244 5 mr ogHOo4YacHO 3 ACK a6o 10 |47 micsuiB
ATepPOTPOMOOTHUYHUX SIBUIL Y MT
nanieHTis 3 IXC/3ITA 3256%* 5 Mr ogHO4YacHo 3 ACK 472 Micsi

*TlalieHTH, SIKi OTpUMaNy MPUHAKMHI OIHY H03y pUBapokcabaHy.




*3 mocnimxenus VOYAGER PAD.

Haiiuacrilme y maifi€eHTiB, SKi OTpuMyBaiIu puBapokcadaH, Bif3Hadany Taki mobiyHi peakiiii, Sk
KpOBOTeUi (IuB. po3nin «OcobMUBOCTI 3aCTOCYBaHHSA» Ta HaBe[eHUN HUXK4e Iifpo3ain «Onuc
OKpeMux NMoOiYHUX peakiiti») (quB. Tabnuinto 8). HattuacTimumu Oynau mMOBiDOMIIEHHS PO HOCOBI
KpoBoTedi (4,5 %) Ta KpOBOTEUi NUIyHKOBO-KUIIKOBOT'0 TPakTy (3,8 %).

Tabmuig 8. YacToTa pO3BUTKY KPOBOTEY* Ta aHEMIi y MAIiEHTIB, AKi OTPUMYBaIu puBapoKcadaH
IIPOTSTOM 3aBeplIeHuX gociimxens 11 ¢ha3u 3a yuacTio [OPOCINX Ta NefiaTPUYHUX Malli€HTiB

[Toka3aHHS

bynb-fiKa KpoBOTEYa

AHEMist

[TpodinakTrka BeHO3HOI TpomboemOborii (BTE) y
MOPOCIUX MAIli€HTIB, SKUM MPOBOIATH
OTIEpaTHBHI BTPY4YaHHS 3 €HJOIPOTE3yBaHHS
KYJIbIIIOBOTO YU KOJIIHHOTO CYTJI00iB

6,8 % mallieHTiB

5,9 % malieHTiB

[TpodinakTrka BeHO3HOI TpoMOoeMOoIIil y
COMaTHUYHUX Ialli€eHTiB

12,6 % marieHTiB

2,1 % mairieHTiB

UlikyBanust TT'B, TEJIA Ta npodinakTuka
PeLuguBY

23 % malrienTiB

1,6 % malieHTiB

UlikyBaHHS BTE Ta nmpodinakTuka penuaunBiB
BTE y HOBOHapoOKeHuUX Ta fiTeu (BikoM mo 18
POKIB) IiC/Isl MOYaTKy CTaHOAPTHOI
QHTUKOATYJISTHTHOI Teparii

39,5 % malieHTiB

4,6 % malieHTiB

[IpodinakTuKa iHCYNIbTY Ta CUCTEMHOI eMOomii y
MOPOCIUX MAIliEHTiB 3 HEK/IaIllaHHOIO
hibpumsIticio mepeacepnb

28 Ha 100 marieHTo-
POKiB

2,5 Ha 100 namienTo-
POKIiB

[TpodinakTrKa aTepOTPOMOOTUYHUX SBULL Y

22 Ha 100 marnieHTo-

1,4 #Ha 100 maieHTo-

pokis”

nanieHTiB micng nepeHecenoro 'KC POKiB POKiB

[TpodinakTKa aTePOTPOMOOTHYHUX SIBHUII Y 6,7 va 100 marmieHTo- 0,15 Ha 100

nanieHTis 3 IXC/3IIA [POKIB [aIi€eHTO-pOKiB**
8,38 Ha 100 naniento- 0,74 Ha 100

[alLliEHTO-POKIB***+*

* IIns BCix mocyifmkeHb pruBapokcabaHy BCi SBHIa KPOBOTEY 3i0paHi, OBiIOMIEHI Ta PO3TISHYTI.

** Y nocnipxenni COMPASS uvacToTa aHeMii 6yna HU3bKOIO IPY BUKOPUCTaHHiI BUOIpKOBOTO mMigxomy

no 36opy iHdopmatii mpo mobiuHi SBUIIA.

**ByB 3acTOoCOBaHMM BuOipKOBUY minxim no 30o0py HebOakaHUX SBHUII.

#3 nocrimxernnst VOYAGER PAD.

Huxue y Tabmui 9 HaBemeHo mobiuHi peakiril, 110 BUHUKAJIX IIPX 3aCTOCYBAHHI JTIKAPCHKOTO 3aC00y
KcapenTo® y mopocnux Ta nefiaTpuyHuX NHalieHTiB. [T06iuHi peakilii po3nofineHi 3a KtacamMu
cucteM oprasiB (MedDRA) Ta yactoToio. YacToTa mobiuyHUX peakIliii BU3HAYAEThCS TAKUM YHHOM:
nyxe 4dacTi (= 1/10); gacTi (= 1/100 — <1/10); HeuacrTi (= 1/1000 — <1/100); nooguHoKi (= 1/10000
— < 1/1000); pigkicHi (< 1/10000); yacTtoTa HeBigoMa (He MOxKe OyTH BCTAaHOBJIEHA, 32 HAsSIBHUMMU



OAHUMH).

Tabmuig 9. Yci mobiuHi peakiii, 1o BigMiganucs y JOpOCIUX MallieHTiB, AKi Opanu y4acTs y
nocrimxkenusx III ¢pa3u, abo y micnsipeecTpaliliiuii nepiog* Ta y nefiaTpUYHUX MaIli€HTIB ¥ OBOX
nocnimkeHHax ¢asu Il Ta gBOX mocnmimxkeHHAX dasu 111

YacTi [HeuacTi [Moonumnoki [PimkicHi [HacToTa Hesimoma

TopyweHnHs 3 60Ky KPOBOHOCHOI ma AiMpamuuHoi cucmem

AHeMis (BKmodaouu [IpomMOoIIHNTO3 (BKITIOYAIOYH

BiATIOBiTHI 30iNBINIEeHHS KiTbKOCTI

TaGopaTopHi TpoMGOIHUTIB)®,

[apaMeTpH) TPOMOOLIUTOTIEHisT

[TopyweHHs 3 60Ky iMYyHHOI cucmemu
ATepriuyHa peakiiis, AHaimaKTHYHI
anepriyHuy epMaTur, peaxiiii,
AHTiIOHEBPOTUYHUU Ta BKJII0YaI04U
QmepriyHui HaOpPSIK aHadimakTHYHUN

10K

Po31adu 3 60Ky Hep8osoi cucmemu

3armaMopoYeHHd, Mo03KOBi Ta

TOJIOBHMI OiNb BHYTPIIIHbOUYEPEIIHI
KPOBOBUJIMBU, CUHKOTIAIbHUM
CTaH

[TopyweHHs 3 6OKY ope2aHie 30py

O4YHUY KPOBOBUJIUB
(BK/TIOYA0YH
KDOBOBUJIUB y

KOH IOHKTHBY)

Cepuesi nopyweHHA

[Taxikapmis | | |

CyOuHHI nopyweHHA

ApTepianbHa
CiIOTeH3iss, reMaToMa

PecnipamopHi po3.1adu, namo.J0z2ia opeaHie cepedocmiHHA ma 2py0Hoi KaimKu

Hocosa kpoBoTeua, eo3uHO(DiTEHA
KPOBOXapKaHHS THEBMOHis

Po31adu 3 601<y W/AYHKOBO-KUWK0B8020 Mpaxkmy

KpoBoTeui 3 siceH, CyxicTb y poTi
T1TYHKOBO-KUIIIKOBI
KPOBOTEY
(BKJTIOYAIOUn
PEKTaNIbHY
KpOBOTEYY), OiNIb ¥
[1JTYHKOBO-KHUIIIKOBOMY]
TPaKTi Ta B TiMIHIL
DKIBOTA, OUCIIEINCis,
HymoTa, 3amop”,
miapes, 6moBaHHS”

"enamobiniapHi nopyweHHs




[TigBUILIEHHS PiBHSI
TpaHCcamiHas

[TeuyiHKOBa HEOOCTATHICTB,

MiIBUINEHHS PiBHSA
0inipy0Oiny, mimBUINIEHHS
AKTHUBHOCTI JTyKHO1
bocdarasu Kposi®,
MimBUINEHHS aKTUBHOCTI

raMMa-TIIyTaMinTpaHchepasn

(Tt

PKoBTSHUIA,
MTiTBUIIEHHS PiBHSA
KOH'IOr0-BaHOT 0
Ginmipy6iny (3
OMHOYACHUM
TiOBUIEHHAM
AKTUBHOCTI AJIT
6o 6e3), xonecrTas,
reTraTUuT
(BKJTI0YAIOUN
reraTo-IeNosapHe
ypaXkeHHS)

Po31adu 3 60Ky WKipu

i niOWKipHOi MKAHUHU

CBepbix (BKIIOYAIOUH
He4vacTi BUMIaJKU
reHepasli3oBaHOI0
cBepOEXKY),
BIMCHUIIQHHS, €KXiMO03,
IIKIpHAM Ta
MiOIIKipHUN
KPOBOBUJIMBU

Kpomus’'sHKa

CHHOpPOM
CriBeHca

— II>KOHCOHa /
TOKCUYHUM
errimepManbHui
HEKPOJIi3,
DRESS-cunmpoM

ITopyweHHs 3 60KY ONOPHO-PYX08020 anapamy, CNOAYYHOI i KicmKoeoi mKaHuHu

Binb y KiHmisBKax"

["'eMapTpo3

KpoBoBUIMBY ¥
M’ 131

KoMmapTMeHT-CUHAPOM
BHACITIIOK KPOBOTEYi

Po31a0u 3 60KY HUPOK

i ceyosusioHUX wWsxis

Yporenitansai
KPOBOTEY1
(BKITI09al04n
reMaTypio i
IMenOpario®),
MOPYIIeHHS QYHKII
HUPOK (BKJTIOYAIO4Yu
MIiIBUINEHHS PiBHA
KpeaTuHIHy B KPOBI,
MMiIBUILIEHHS PiBHSA
CEe40BUHU B KPOBI)

Hupkosa
HEeOOCTaTHICTh / TOCTpa
HUPKOBA HEOOCTATHICTH
BHACITIIOK KPOBOTEUI,
110 CIIPUYNHUTIA
rinonepdysiio,
MOINKOMKEHHS HUPOK,
acouiioBane i3
3aCTOCYBaHHAM
QHTUKOATYJITHTa

CucmeMHI NOpYWeHHA

[apsuka®,
nmepubepuIHUN
HaOpSK, 3arajibHe
[IOTipIIeHHS
CaMOIIOUyTTS Ta
3HUKEHHST aKTUBHOCTI
(BKJTII04Yaloun
BTOMITIOBAHICTh Ta
acTeHi0)

[Torane caMOnO4yTTS

(BKITIOYaIOYM He3OyKaHHS)

JlokanizoBaHuM
HaOpsK"

Pe3y/ibmamu aHanisie

[TigBUIIEHHS PiBHS
TakTaTAETiAporeHa3u

(JIOT)*, migBuIneHHs piBHS
mimasu®, migBUIeHHS piBHSA

aminazu®

Tpasmu, OMpYyeHHs, NPOULOYPHI YCKAAOHEHHS

[TocTrpouenypHa
KpPOBOTEYa
(BKII09a0un
MiCNIsI0Iepaniiay
QHEMII0 Ta KPOBOTEUy
3 paH), CHHII],
cekperis 3 panu”

CyouHHa IICeBHo-
aHeBpu3Ma’

A Coocrepiranucs mifg yac npodinaktuku BTE y mopocnux maifieHTiB, SKUM IPOBOJUIIOCS IIJIaHOBE



OllepaTUBHE BTPYYAHHS 3 €HAOMPOTE3yBaHHS KYJIBIIOBOTO ab0 KOJIIHHOTO CyTio6iB.

B Coocrepiranucs mifg yac nikyBanHs TI'B, TEJIA Ta npodinakTUKy penuauBiB JyKe 4acTo y XKiHOK
BiKOM < 55 pOKiB.

¢ BusaHauanucs K HeyacTi IpH IpoBefeHHi NPodiTakKTUKI aTepoTPOMOOTHYHYX SBUII y TAIi€HTIB,
ski nepernecnu 'KC (micng YKB).

* ByJo 3aCTOCOBAHO 3a3falierifb BU3HaYeHu# BUOipKoBU miaxin no 30opy iHopMarii npo mobiuni
peaxtii B okpeMux gocnigkeHHax ¢a3u III. YacToTra nobiyHUX peakiliii He 30inbuIuIach i He 6yo
imeHTH(hiKOBAaHO HOBUX MOOIYHUX PeaKIlidl MiCc/s aHami3y UUX HOCIiIXKEHb.

Onuc okpeMux mo6iYHUX peakirin

3 ornsiny Ha papMaKoJIOTiYHMM MeXaHi3M [Iii puBapokcabaHy, 3aCTOCYBaHHS JTiIKapChKOIo 3aco0y
KcapenTo® MozKe acoIlifoBaTUCS 3 MigBUIEHUM PU3UKOM BUHHKHEHHS BHYTPIIIHbOI ab0 BiTKPHUTOI
KPOBOTEUi B OyIb-IKMX TKAaHWHAX Ta OpraHax, 1[0 MoXe IIPU3BOOUTH 0 IIOCTreMOopariyHoi aHeMii.
CuMIITOMU Ta CTYMiHb TSIKKOCTIi (BKJIOYAIOYU JIeTalbHi HACIiIKK) 3a7eXaTh Bifl ToKai3allii Ta
BUPaXKeHOCTi KpoBoTeui Ta/abo aneMii (quB. po3nin «Ilepemo3yBanHs. JIiKyBaHHS KpOBOTeY»). Y X0fi
KJTIHIYHUX [TOCIiIXKEeHb KPOBOTEYi 3i C/IM30BHX 000JI0HOK (HAIIPHKJIIa[ HOCOBI KPOBOTEYi, KPOBOTEYi 3
sICEH, IIIYHKOBO-KHUIIIKOBI KPOBOTEYi, KPOBOTEUI 3 OpPraHiB ce40CTaTEBOI CUCTEMHU, BKIIIOYAI0UN
aHOMaJIbHY BariHa/lbHy KPOBOTEUY a00 ITOCUIEHHS MEHCTPYasibHOl KPOBOTEYi) Ta aHEMisS
3yCTpidaiucs 4acTillle IpU OBTOTPUBAJIOMY JIiKyBaHHI puBapokcabaHOM, HiXK IIpHU JTiKyBaHHI
a"TaroHicramu Bitaminy K. 3Baxkarouu Ha I1e, OKpPiM HaIeKHOT'0 KJIiHIYHOTO HarJsaay, Y BiATIOBIGHUX
BHUIIQ[IKaX [IOIIbHO TPOBOOUTH 1a00paTOPHUM KOHTPOJIb ITOKa3HUKIB reMOorI06iHy/TeMaTOKPHUTY 3
METOI0 BHSIBJIEHHS IPUX0BAaHUX KPOBOTEY i BU3HAYEHHS KJIiHIYHOI 3HAYYI[OCTi IBHUX KPOBOTEY.
Pu3WK BUHUKHEHHS KPOBOTeYi MoxKe OyTH BUIIMM Yy IIE€BHUX T'PYII MAI[iEHTIB, HAIPUKJIIA[ y MaIli€HTIiB 3
HEKOHTPOJILOBAHOIO TSXKKOI0 apTepiaabHOIO TinepTeH3i€ko i/abo y nalieHTiB, IKi 0qHOYaCHO
IPUIMaIOTh IIpenapar, SKUY BIIMBA€E Ha reMocTa3 (quB. po3ain «OcoO6nuBoCTi 3aCcTOCyBaHHS. PU3uK
PO3BUTKY KpPOBOTeU»). MoXyuBe 30ibIIeHHS iIHTEHCUBHOCTI Ta/ab0 TPUBAIOCTI MEHCTPYaIbHUX
KpoBoTed. [IposiBaMu reMopariyHux yCKJIafHeHb MOXKYTh O0yTH citabkicTb, OMigicTh, 3aIaMOPOYEHHS,
ronoBHuUY 0ink a00 HAOPSK HE3'sICOBAHOI eTioNorii, UCITHOE, IIIOK HeBimoMoi eTionorii. ¥ meskux
BUIIQ[IKaX, SIK HACMiOK aHeMii, CIIOCTepiraaucs Taki CUMITOMH ileMii cepiis, K 6inb y rpynsax ado
CTeHOKapHis.

[Tpu 3acTocyBaHHiI JlikapcbKoro 3acoby Kcapento® moBimoMsaniocs Ipo BTOPUHHI YCKTafHEHHS,
BilOMi 9K HaCJIiAOK TAKKOI KPOBOTEUi, TaKi IK KOMIIaPTMEHT-CUHAPOM i HUPKOBa HEJOCTATHICTh
BHACJIiOK rinonepdya3ii, abo MOmKOAKEHHS HUPOK, acollilioBaHe i3 3aCTOCYBaHHSAM aHTUKOATyJISHTA.
ToMy mif 4ac OLiHKY CTaHy MallieHTa, IKOMYy IIPU3Ha4Yal0Th aHTUKOATYJISHTH, C/Iifi 3BaXXyBaTu PU3UK
BUHVKHEHHSI KDOBOTEYi.

[ToBigomenHs npo HebaxaHi MOOiYHI peakirii

[ToBimoMnenHs npo nobiuHi peakiiil micyis peecTpariil 1ikapchbKoro 3aco0y Mae BaXK/IMBe 3HAUYEHHS.
LTe nae 3MOry IpOBOAUTYU MOHITOPUHT CIIBBIIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3aco0y. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKaM, a TaK0oX IallieHTaMm abo ix
3aKOHHUM IIpefCTaBHUKAM CJIif] IOBiOMJISITH TIPO YCi BUMTAAKHU Iif03PI0OBaHKX MOOIYHMX Peakllii Ta
BifICYTHOCTi e(peKTHUBHOCTI TiKapChKOro 3aco0y dyepe3 ABTOMaTH30BaHy iHGOpPMaIliliHy CUCTEMY 3
(dbapMakoHarnsAmy 3a nocunaHHsaM: https://aisf.dec.gov.ua.
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Tepmin npudamuocmi.
3 POKH.

IToOpibHeHi mabaemxku. TlonpibHeHi TabmeTku puBapokcabaHy cTabinbHi y Bofi Ta S6Ty4HOMY ITIOpe
oo 4 romuH.

YmoBH 30epiranssi.

30epiratu npu Temnepatypi He Buile 30 °C B HEJOCTYITHOMY [JIS OiTe# MicIIi.

VYnaxoBka.

[To 14 Tabnetoxk y 6mictepi. ITo 1 abo 4 GicTepu B KapTOHHIM MayIli.

Kareropis Bignycky.

3a pelemnToM.

BupoOHUK.
Bauep AT.

Baitep Xenckep Manydakrypiar C.P.JIL.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro ajJpeca MicCIsi IPOBaAKeHHsI Tis/IbHOCTI.
Kauzep-BinerensMm-Anee, 51368, JleBepky3eH, HimeuunHa.

Bia lenne I'poane, 126-20024, l'ap6anbsite-Minanese, ITamis.



