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Ckuan:

AiloYa peyOBHHA: pUBAPOKCabaH;

1 TabneTka, BKpUTa MIIIBKOBOKO 0O0JIOHKOIO, MICTHTh 2,5 Mr puBapokcabany;

AOMOMIXKHI PEHOBHHH: LIEMFONI03a MIKPOKPHUCTANIIHHA; JTaKTO3a, MOHOTIIpaT; HaTPil0 KPOCKapMe03a;
rinpomesnosa; HaTpito aypuncynsdar; Maruito creapar;

mtiekoBe nokputTsi: Opadry OY-SR-6497 Yellow (rinpomerosa, tutany aiokeun (E 171), makporon,
TallbK, 3a1i3a okeu] yepBonuii (E 172)).

Jlikapebka popma. TabneTku, BKpUTI MI1IBKOBOIO 060I0HKOKO.
OcHoBHI (iznKko-XiMiuHi BlacTHBOCTI: TabneTKU Kpyryioi hOPMH, 3 ABOOIYKIOK TIOBEPXHEI0, MOKPHTI
MIiBKOBOIO 0G0IOHKOI0, MATOBOrO Bift GJ11/10-)KOBTOTO 10 KOBTO-OPaHIKEBOTO KOJIBOpY.

®apmakoTepaneBTHIHA rpyna. AHTUTPOMOOTHYHI 3acoGu. [Ipsmi iHriditopu dakropa Xa.
Pusapokcaban. Kog ATX BO1A FOI.

Dapmaronoziuni enacmueocmi

@apmakouHaMika

Mexani3m aii

PupapokcabaH — BucokoceleKTUBHHIT NpAMHil iHriGitop dakTopa Xa, 110 Mae BHCOKY 6i0Z0CTYNHICTH
Py NIEPOPanbHOMY 3acTOCYBaHHi. biaokyBanHa akTuBHOCTI dakropa Xa nepepuBae BHYTpiluHiii Ta
30BHILIHIH LUISIXM KOAry/IsAUiHHOro Kackajty, BHAC/IIOK 4OTO MPUTHiYyeThes hOpPMYBaHHS TpoMOiHy Ta
yTBOpeHHs TpoMOy. Puapokcaban Ge3nocepeIHb0 He MPUTHIYYe aKTUBHICTL TPOMGiHY (aKTHBOBAHOTO
dakropa II) Ta He BNIMBaE Ha TPOMOOILMTH.

DapMakoIMHaMiuHi edeKkTH

Ilpu 3acTocyBanni mroaAM crocTepiracThCs 0303a/ieKHE NPUTHIiYEHHS aKTHBHOCTI (aktopa Xa.
Pusapokcaban mae 0303anexuuii Brume Ha nporpomGiHoemit yac (IT4), wo JOCTOBIPHO KOpEoE i3
KOHLEHTpaLi€lo y mnasmi kposi (r = 0,98), akuio [ist ananisy BukoprctoByBatu Habip Neoplastin. [Ipu
BUKOPHCTaHHI iHIIUX peareHTiB pe3ynsratd OyayTh iHmmMu. [Tokazanus mono 114 BapTO OLiHIOBATH
B CeKyHJaxX, OCKUIbKM MDKHapoiue Hopmanizopane Bimnowenss (MHB) Biakani6porane i
MPOBAJIIA0BAHE TUILKH 715l KYMapUHIB i HOro He MOJKHA 3aCTOCOBYBATH /A iHIIMX AHTHKOATYJISIHTIE.
Y xozi kniHiKo-hapMaKonOriyHOro J0CHiAKEeHHs MPUTHIYEHHS (hapMaKogUHAMIKH puBapokcabaHy y
3/10POBUX JI0POCIHX J0OPOBOBIIB (n =22) NpoBOMAACE OLiHKa BILIMBY OHOPa30BHX 103 (50 MO/kr)
KOHIEHTpaTiB nporpomdinooro kommiekcy (PCC) mpox pisnux tumis: PCC i3 Tpbox dbaxTopi
(paxropu II, IX Ta X) ta PCC i3 wotupbox axropis (daxrtopu II, VI, IX Ta X). IIpu 3actocyBanHi
PCC i3 Tprox dakropis criocTepiranocs sHimkeHHs cepeaix sHauens [TU (Neoplastin) npuGnusso Ha
1,0 cexynny 3a 30 xBunuH, a Ha T1i PCC i3 yoTnpboX (akTopiB Taki 3HaYEHHS 3HU3UIUCS npuOIH3HO
Ha 3,5 cekynau. Hatomicts PCC i3 Tpbox (hakTopiB MaB MOTY:KHIIUMI Ta IIBUAIIKI 3aralbHUil BIJIMB
Ha NIPUTHIYEHHS 3MIH B YTBOPEHHI eH1oreHHoro TpomGiny, Hisk PCC i3 4oTupbox dakropis (aue. posin
«IlepenosyBanHs»).




Taxoxk puBapokcabaH 10303a71€KHO 36iTblUYe AKTURORAHMII UACTKOBMIL TPOMOOTIIACTHHOBHH vac
(AYTY) i pesynsrar HepTest, oHak wi 1apaMeTpH HE PEKOMEHAYETLCA BUKOPUCTOBYBATH 1Sl OLIIHKH
(apmakoanHaMiuHuX  edeKTiB puBapokcabany. Ilin uyac nikyBamHs puBapokcaGaHom Yy Mexax
CTaHAAPTHOT KIIIHIYHOT IPAKTHKH NPOBEICHHSA MOHITOPUHTY napaMeTpie 3ropTaHHsA KPOBi HE NOTPiOHe.
Onpax y pasi KAiHi4HOT HeoOXiaHOCTI piBeHb puBapokcabany Mosxxe OyTH BUMipsHUIL 32 JONOMOrOIO
BiZKaniOpoBaHMX KiNbKICHUX aHTHdAKTOP-Xa-TecTis (anB. po3nin «DapmMakoKiHETHKaY).

KniniuHa edexTuBHicT | Ge3neka

Tocmpuii koponapnuii cunopom (IKC)

Kniniuni  nocnimkenns pueapokcabany Gyiu NMPOBEJICHI 3 METOI0 BU3HAYEHHS e()eKTHBHOCT
puBapokcabaHy /uist 3an06iraHHs JeTansHOro HaCTiAKY Bij CEpLEBO-CYJMHHHX 3aXBOPIOBaHb, iH(apKTy
Miokapzia abo iHCy/bTY B nauieHTiB, sAKi HenaBHO mepenecan ['KC (indapkt Miokapaa 3 enepatieto
cermenta ST [STEMI], indapkr miokapna Ges enepauii cermenta ST [NSTEMI] un HecraGineuy
crenokapaiio [HC]). ¥V xoni 6a3oBoro moagiiinoro cninoro pociimkenns ATLAS ACS 2 TIMI 51
15526 nauientis Gynu panpomizopani y cnieeigHomenni 1:1:1 s JIiKYBaHHS B OIHIH i3 TPBOX Irpym:
puBapokcadaH 2,5 Mr nepopanbHo 2 pasu Ha 100y, puBapokcadaH 5 Mr nepopaisHO 2 pazu Ha 100y abo
nnauebo 2 pasu Ha 100y, 10 3aCTOCOBYBATMCA Pa3oM abo TiMLKH 3 alleTUIICATILMIIOBOK KHCJIOTOIO
(ACK), a6o 3 ACK Ta TieHonipuaunom (k1omizorpenem a6o THKA0NiAMHOM). [Tauicutn 3 'KC Bikom
0 55 pokie manu abo uykposuii miaGer, aGo indapkT Miokapaa B aHamHe3i. CepenHst TpuBamicTs
Tepanii craHoBuia 13 micsuis, a 3aranbHa TpUBATiCTh Tepanii CTaHOBMIA Maibke 3 poku. 93,2 %
nauieHtis orpumyBanu ACK sk cynyTHio Tepariio mioc TieHonipuauH Ta 6,8 % — tinbku ACK. Cepen
NALi€HTIB, AKi OTPUMyBanM MoOABiiHY aHTuTpoMObouuTapuy Tepanito, 98,8 % orpumysanu
knonigorpens, 0,9 % — tukionigun ta 0,3 % — npacyrpens. Ilauientu OTPUMYBAHU MepIly 103y
puBapokcabaHy MpOTAroM nepioxy Bif 24 roauH 1o 7 auie (y cepenunomy 4,7 IHS) nicns rocuitanisanii,
ane skHallBHALE micas crabinisauii I'KC, Bkmrowaoun nponeypy peBacKynapu3alii Ta KoJIu
napeHTepaabHa aHTHKOAryIsSHTHA Tepanis MoKe OYTH NpUNHHEHA.

OGuaBa peskumu nipuitomy puBapokcabady (2,5 Mr 2 pasu Ha 106y Ta 5 mr 2 pasu Ha o0y Ha Tii
CTaHAAPTHO! aHTUTpOMOOLMTApHOI Tepanil) Gy eeKTHBHI LIOA0 MOAAIBIIOr0 3HUIKEHHS YacTOTH
CCPLEBO-CYIMHHUX YCKIIa/iHeHb. OCKIIbKH peskum nmpuidomy puBapokcabaHy 2,5 Mr 2 pasu Ha 106y
NPU3BOJMB /10 3HHIKEHHS JIETANbHOCTI Ta OyI0 OTPUMAHO NaHi PO MEHLIHIl PU3MK KPOBOTed y pasi
3aCTOCYBaHHS pUBapoKcadaHy B HUIKUili 1031, puBapoKcabaH il 3acTOCOBYBaTH B 1031 2,5 mr 2 pasu
Ha 100y y komOinanii 3 ACK a6o 3 ACK Ta kionigorpeneM / THKIOMIAMHOM Ui npoinaKTHKH
arepoTpOMOOTHYHHMX SABHMLY Yy Jgopociaux mauicutie nicngs T'KC 3 nigeumiesum pIBHEM CepLEBHX
Giomapkepis.

[TopieHsno 3 nyanebo puBapokcabaH 3HAYHO 3HMIKYBAB YAacCTOTY JIETANBHHX HACIAKIE Bij CepLEeRO-
CYAMHHHX 3aXBOpIOBaHb, iH(papKkTy Miokapjia abo iHCy/bTY (NepBrHHA KOMOiHOBaHa KiHIleBa TOUKa).
[lepeBara Oyna 3yMOBNIEHa 3MEHLIEHHSM KiJIbKOCTi JIeTANBHUX BHMAIKIB Bij CepleBO-CYJMHHUX
3aXBOPIOBaHb, IH(APKTY MiOKapha Ta MPOSBHIACS JOCHTL paHO 3i 30epeskeHHSIM CTaGiLILHOro
NiKYBaJILHOTO eheKTy IPOTArOM YChOro nepiofly Tepanii (IUB. TabIHLIO 1). Takox 3Ha4YHO 3MEHIIMIACH
nepiua BTOPHHHA KiHLeBa TouKa (CMepTh 3 ycix mpuumH, indapkt Mmiokapaa, incyast). JogaTkoBmii
PETPOCNEKTHBHMIA aHa/li3 MOKa3aB HOMIHATIBHO 3HAUYILE 3HHKEHHS YacTOTH BHHMKHEHHS TPOMGO3Y
CTEHTa NOPiBHAHO 3 Mianebo (auB. Tabauio 1).

Yacrora BMNaiKiB MacMBHOI KpOBOTedi, He TNOB’SI3aHOI 3 AOPTOKOPOHAPHMM IUIYHTYBAaHHSM, 3a
susHayeHnaMm TIMI (ocHoBnui nokasHuk Oesmeky) Gyna BMUIOW y TAUi€HTIB, ki OTpHMYBamH
puBapoKcabaH, HiX y NauienTis, skum Gys10 pu3HaueHo miane6o (mue. Tabaumo 3). OHaK pi3HULS B
YaCTOTi PO3BMTKY JICTAJILHUX KPOBOTeH, aprepiaibHoi rimoTewsii, mo notpeSypana miKyBaHHs
BHYTpIlIHLOBEHHUMHM iHOTPOITHUMH JTIKapPCbKUMHU 3ac06aMy Ta XipypriuyHoro BTpy4aHHs i 3YIHHKH
KpOBOTEUi, B Ipyni puBapokcabany Ta miaue6o 6yna cTaTHCTHYHO HE3HAUYLLOH).

YV Tabmuui 2 npeacrasneni pesynbTatd eeKTHBHOCTI puBapokcabaHy y nauieHTiB, ki nepenecnu
nepkyranHe kopoHapHe BTpydaHHs (ITKB). Pesynsratn Gesnexu B wiii miarpynmi nauientis Gyam
NOPiBHAHHI i3 3araJlbHUMH Pe3yabTaTaMu OE3MeKH.

[lauienty 3 miaBuenuMu 6ioMapkepamu (TPOMOHIHOM ab0 KpeaTMHKiHa3010) Ta 6e3 MonepesHbOro
incynbry / TIA cranoeunn 80 % jocniukyBaHoi nomynsuii. PesynsTtaty y uiii rpymi nauieHTiB Takox
Y3rOJUKYBAMCH i3 3arabHUMH pe3ylibTaTaMu eeKTHBHOCTI Ta Ge3neku.




[lokasHuky edyeKTHBHOCTI 3riaHO 3 Aociimkensm 111 hasu ATLAS ACS 2 TIMI 51

Tabauus 1

OO0 eKT JOCHIKEHHS

[lauienTn 3 Hemonasuo nepenecernnm FKC?

JlikyBanbHa n103a Pusapoxcaban 2,5 mMr 2 pasu Ha 106y, [Tnauedo
N=5114, n (%) N=5113
Binnocuuii puzik (95 % JII [nosipuuii n (%)
inTepeai|) 3HayeHHs p°
Jleranbhuii Hacninok Bin cepuero- 313 (6,1 %) 376 (7,4 %)

CYIMHHOTO 3aXBOPKOBaHH{, iH(papkT
Miokapza abo iHCyJIbT

Jleraneuuii  Hacnitok 3 Gyab-sKol
Npu4uHM, iHapkT miokapaa abo
IHCYJIBT

Jleranenuit Hacnilok Bim cepuepo-
CY/IMHHOTO 3aXBOPIOBAHHS
JletanbHuii Hacnmigok 3 6yab-AKoi
MPUYUHH

Indapxr miokapna

0,84 (0,72; 0,97) p = 0,020*

320 (6.3 %)
0,83 (0,72; 0,97) p = 0,016*

386 (7.5 %)

94 (1,8 %)
066 (0,51; 0,86) p = 0,002%*
103 (2,0 %)
0,68 (0,53: 0.87) p = 0,002+*
205 (4,0 %)
0,90 (0.75; 1,09) p = 0,270

143 (2.8 %)

153 (3,0 %)

229 (4.5 %)

[HCynbT 46 (0,9 %) 41 (0,8 %)
1,13 (0,74;1,73) p = 0,562
Tpomboz cTenTa 61 (1,2 %) 87 (1,7 %)
0,70 (0.51; 0,97) p = 0,033**
Monudirosanuit ananiz nonysuii Beix panoMizoBaHHX nanicHTie.
*TlopiBHAHO 3 NuIaNEe60; 3HAYEHHS P /LISl TOrPAHIOBOTO KpHTEpiIo.
*CraTHCTHYHA NIepeBara,
**HomiHanbHa 3HauynIicTs.
Tabmuug 2

Ioxasnuku edexruHocTi 3rigno 3 nocnimkennsm 111 pasu ATLAS ACS 2 TIMI 51 y nauienTis, axi
NEPeHeCIH NepKyTaHHe KopoHapHe BTpydanis (I1IKB)
O6’exT nocnipKeH A IanienTy 3 HewoaasHo nepenecennm I'KC micns [TKB?

JlikyBanbHa 103a Pupapokcaban 2,5 Mr 2 pa3su Ha 100y, ITnaueto
N =3114, n (%) N=3096
Binnochuii pusuk (95 % JII) snauenus p° n (%)

JletaneHuii HacnioK BiA cepleBo-
CYAMHHOTO 3aXBOPIOBaHHS, iH(papKT
Miokapaa abo iHcyneT

153 (4,9 %)
0,94 (0,75; 1,17) p= 0,572

165 (5.3 %)

JletanbHuit HacmigoOK Bin cepuero- 24 (0,8 %) 45 (1,5 %)
CYIHMHHOIO 3aXBOPHOBAHHA 0.54 (0,33; 0,89) p=0,013**
JleranbHuil Hacnigok 3 6Gyab-gkoi 31 (1,0 %) 49 (1,6 %)

IIPUYUHHU
Indapkr miokapna

0,64 (0,41; 1,01) p = 0,053
115 (3,7 %)
1,03 (0,79; 1,33) p = 0,829

113 (3,6 %)

IncyneT 27 (0,9 %) 21 (0,7 %)
1,30 (0,74;2,31) p= 0,360
Tpomb03 cTeHTa 47 (1,5 %) 71 (2,3 %)

0,66 (0,46; 0,95) p=0,026**

* Moau(ikoBanuil auaniz nomyasiil BCiX panaoMi30BaHHX MalicHTIR,
b Ilopisnsano 3 nuaneGo; 3HaYeHH P JU1sl IOTPAHTOBOTO KPUTEPIIO.,
** HomiHanbHa 3HaYYIICTh,



Tabanua 3
[lokasHuku Gesnexu 3a nanumu pocnimpkenns 111 dasu ATLAS ACS 2 TIMI 51

006 eKT J0C/i KEHHS [auientu 3 HewonasHo nepeHecernm I'KC?
JlikyBanbHa 103a Pusapoxcaban 2,5 mr 2 pasu Ha 100y, [Tnaue6o
N=5115, n (%) M=35125
Binnocuuii pusuk (95 % J1I) snauenus p® n (%)
MacuBHi kpoBOTeui, HE NOBR’s3aHi 3 65 (1,3 %) 19 (0.4 %)
A0OPTOKOPOHAPHUM LUIYHTYBaHHAM 3a 3,46 (2,08;5,77) p=<0,001*
BU3HaYeHHsaM TIMI
JleranbHi KpoBOTEY] 6 (0,1 %) 9 (0,2 %)
0,67 (0,24; 1,89) p= 0,450
CUMINTOMHHI BHYTPiLIHLOUEPENHUI 14 (0,3 %) 5 (0,1 %)
KPOBOBHJIMB 2,83 (1,02; 7,86) p= 0,037
AptepianbHa TinoTeHsis, 1110 3 (0,1 %) 3 (0,1 %)
norpeGyrana NKyBaHHA
BHYTPILIHEOBEHHUMH 1HOTPOITHHMH
JiKapcbKHMH 3aco6amu
Xipypriune BTpYYaHHS 3 NPUBOIY 7 (0.1 %) 9 (0,2 %)
KPOBOTEHI, 110 HE CIIHHAETLCS
Ilepenupanus Ginbine 4 oauHULL 19 (0,4 %) 6 (0,1 %)
KpOBIi 1poTsiroM 48 rogus

* [onynsinis nauientis, y sxilf NpoBOAKTECS OLiHKa GE3MEKH | AKa OTPUMYE JIiKy BaHHS.
® IopiBHsHO 3 N1a1e60; 3HAYEHHS P /IS TOTPAHFOBOro KpHTEPIIO.
* CTaTHCTHYHO 3HAYY MM OKA3HUK.

Tweniuna xeopoba cepys (IXC) / 3axeoproeanns nepugpepuunux apmepiii (3I14)

Y xoni nocnimkenns 11 dasn COMPASS (27395 nauieHTiB) npoaeMOHCTPOBaHO edexTuBHiCTL Ta
Gesnexy pusapokcabany And npodinakTHKU cepleBo-CYIHHHOT cMepTi, iHapkTy Miokapaa, iHCYIBTY
y nauienTis 3 IXC abo cumnromunm 3I1A i3 BACOKMM pU3NKOM imeMiyHux sisuir. IlamicnTy Oynu min
CHOCTEPEHKEHHAM Y CEPEIHBOMY MPOTAroM 23 MICALIB Ta MAKCUMYM — 3,9 poKy.

Yci nauientn (78 % — donoBiku, 22 % — kiHku) Gynu panaoMizoBani y crnieeiaHomenni 1:1:1 s
JIiKyBaHHs B ONHH i3 TpBOX rpyn: puBapokcaban 2,5 Mr 2 pasu Ha 106y y kom0OiHauii 3 ACK 100 mr 1
pa3 Ha 100y, puBapokcabaH 5 mr 2 pasu Ha 100y a6o tinbku ACK 100 mr 1 pas na 106y Ta ix Bignosigi
nnauebo.

Manientn  Ges weoOxianocTi TpuBanoro JikyBaHHs iHriGiTOpaMM MPOTOHHOT MOMIHM Oynu
paH/IoMi30BaHi A1 OTPUMAaHHS NaHTonpasony abo nianeto.

Manienry 3 IXC manu IXC 3 6aratocyiMHHMM ypajkeHHsM Ta/a6o neperecenuii indapkr miokapaa. Js
NauieHTiB BiKoM 110 65 poKiB HEOOXIHUMHI KPUTEPiSMU BKIIOUEHHS Y JIOC/TiUKeHHs OyIH aTepocKIepo3
i3 3aMy4eHHAM LIOHAfiMEHIIe JBOX CyAMHHMX GaceifHiB aGo wlOHaWMeHIe 3 ABOMA J0JATKOBHMH
hakTopaMu PU3MKY.

IlanieHTH i3 3aXBOPIOBAHHSM MepUdepUYHUX apTepiil Manu abo repeHeceH] XipypriuHi BTpy4aHss, TaKi
K KOPOHApPHE IYHTYBaHH: ab0 NEepKyTaHHa TPaHCIIOMiHapHa aHri0TUTACTHKE, aG0 amIlyTallilo CTOMH
3B’A3KY i3 3aXBOPIOBaHHAM apTepiallbHUX Cy/MH, ab0 MepeMikHY KyJIbraBicTb i3 CHiBBiIHOLICHHIM
apTepianbHOro THCKY HMIKHIX KiHLIBOK /10 apTepiaNbHOro THCKy BepXHIX KinuiBok < 0,90, a6o
3HauylMH CTeHo3 mepudepuunoi aprtepii, abo nepeHeceHy KapoTHIHY peBacKylIspHzaliio, aGo
0e3CHMIITOMHHI CTEHO3 COHHOT apTepii > 50 %.

Kpurepismn Bukmouenns Oyiu, 30kpema, HeoOXiAHICTh NMPU3HAYEHHs MOJBIHHOI aHTHArperaHTHOI
Tepanii abo inmux ne-ACK-antuarperantis, a6o nepopaibHUX aHTHKOArY/ISHTIB. TaKoK BUKIIOYAIHCS
MaLieHTH i3 BUCOKMM PH3HKOM PO3BHTKY KPOBOTEY ab0 CEPLEBOIO HEIOCTATHICTIO 3 (DPaKLicio BUKHIY
<30 %, abo III uu IV dynkuionansuum knacoM 3a kiacudikanicro Heio-Hopkebkoi acouiauii
KapZiosioris, abo Oy/b-KUM NepeHeCceHHM NPOTAroM OCTAHHBOTO MiCALS {lIEMiYHIM HeNaKyHapHUM
IHCYJILTOM, 200 reMOpariYH|M 4 JaKyHapHUM iHCYJIBTOM B aHAMHE3I.




Pueapokcaban 2,5 mMr 2 pasu na 106y y komGinanii 3 ACK 100 mr 1 pas Ha 100y nepesepuiysas ACK
100 mMr y 3HHKEHHI pU3MKY KOMGiHANIT SBULL CeplUEBO-CYIMHHOT cMepTi, iHdapkTy Miokapaa, iHCyIbTY
(nuB. Tabnuuio 4).

Y nauieHTie, s1Ki niKyBaaucs puapokcabanom 2,5 mr 2 pasu Ha 106y y koMGinauii 3 ACK 100 mr 1 pa3z
Ha 1100y nopisusHo 3 ACK 100 mr, Bixshayanacs I0CTOBIpHO BMIIA 4acToTa SBHIL NEPBUHHOTO
nokasHuka 6e3neku (MacHBHa KPOBOTEUA 32 MOIM(iKOBAHUM BH3HAYEHH M ISTH) (aue. tabauiio 5).
IlepeBara pusapokcabany 2,5 Mr 2 pasu Ha 106y y komGinauii 3 ACK 100 mr 1 pas Ha 106y nopiBHAHO
3 ACK 100 mr crioctepiraiacs s nepBUHHONO TMOKa3HUKa e()eKTHBHOCTI BiJHOCHOrO puszuky (BP):
BP = 0,89 (95 % MI 0,7-1,1) y nauientip > 75 pokie (4actoTa siBuLL 6,3 % nopieusHo 3 7,0 %) Ta
BP =0,70 (95 % JII 0,6-0,8) y nauientie < 75 pokis (3,6 % nopiHAHO 3 5,0 %). [linBuwenns pusuky
BMNAJIKiB MACHBHOT KpOBOTeui 3a MoaubikoBanum Busnayensm ISTH cranosuno BP = 2,12 (95 % 11
1,5-3,0) y nauienTis = 75 pokis (5,2 % nopiHaHo 3 2,5 %) Ta BP = 1,53 (95 % J11 1,2-1.9) y nauienTin
<75 pokis (2,6 % nopisusHo 3 1,7 %).

3acrocyBanHs namTonpasony B 03l 40 mr 1 pas ma 106y 10IATKOBO 10 AHTUTPOMOOTHYHOTO
JliKapchKoro 3aco0y y NalieHTiB, K He MK KIiHIYHOT MOTpeOH B iHribiTopax NMpPOTOHHOT MOMIH, He
BUABWIIO TiepeBar y MNpoQiNakTulli ypakeHb BEpXHIX BiJIiNiB LITYHKOBO-KMLIKOBOIO TPaKTy
(CYKymHOCTI ABHIL KPOBOTeYi 3 BEPXHIX BiiliB LLTYHKOBO-KHILIKOBOTO TPAaKTY, BUPa3KH BEpXHIX
BIAZIIIIB ILTYHKOBO-KHILKOBOTO TpakTy aGo oGeTpyKuii un nepdopartii BepxHix Bimainip IITYHKOBO-
KHLIKOBOTO TPAKTY); 4acToTa MOpYILIeHb 3 GOKY BEPXHiX BiJIiNiB IITYHKOBO-KHIIKOBOTO TPaKkTy
cranoeuna 0,39 na 100 nanieHTopokis y rpyni 3acTocyBaHHs navronpasony B 103i 40 mr 1 pa3 na 106y
Ta 0,44 na 100 nauienropokis y rpyni 3acrocysanns niaueo 1 pa3 na no0y.

Tabnuuys 4
lTokasHukK edexTuBHOCTI 32 JauuMu gocaimkenns 111 gazu COMPASS
OO eKT HOCTiIKEHHS [MawienTn 3 IXC/3ITA®
JlikyBaneHa noza PuBapokcaban 2,5 mMr ACK 100 mr BinHocHmii pusnk
2 pasu Ha 100y y 1 pa3 na o6y (95 % D)
komGiHaii 3 ACK N=9126 snaueHus p”
100 mr 1 pa3 Ha 100y
N=9152
[Mauientn 2 | KM % | Tauientu sz | KM % BP 3Ha4eHHs p°
NOPYIIEHHIMU NOpYyLUIEHHAMH (95 % A
IncynbT, iHdapkT
Miokapaa abo
JeTajabHUH HachiIoK 0 " " o 0,76 _ 3
im—— 379 (4,1 %) |5,20% | 496 (5,4 %) | 7,17 % (0,66: 0,86) p=0,00004
CYAUHHOIO
3aXBOPIOBaHHSA
0,5
[HCynbT 83(0,9%) |1,17%| 142(1,6%) |2,23% (0544’; 08,76) p = 0,00006
Indapkr miokapaa 178 (1,9 %) 2,46 % | 205(2,2%) | 2,94 % O’.86 p=0,14458
(0,70; 1,05)
JletanbHui HacnmigoK
BiJl ceplieBo- " . " 3 0,78 _
TR 160 (1,7 %) [2,19% | 203 (2,2 %) | 2,88 % (0.64: 0.96) p=0,02053
3aXBOPIOBaHHs
JletansHMi HacHigoOK 3 : o o y 0,82
e 313(3.4%) |450% | 378 (4,1 %) | 5.57 % (0,71: 0,96)
["ocTpa inemis g 0 o . 0,55
P 22(0,2%) |0,27% | 40 (0,4 %) | 0,60 % (0.32: 0,92)

* CTaTHCTHUHMH aHaNi3 yciX pan1oMi3oBaHuX NallicHTiB, NepRMHHMIT aHai3.
> IMopisusuo 3 ACK 100 MI; 3HAY€HHs p 1715 JOrPAHTOBOTO KpHUTepilo.

* CraTUCTHYHO 3HAYYLIE 3HHKCHHS YACTOTH SBHII IEPBHHHOIO NOKA3HUKA eeKTHRHOCTI.

JAI — noBipunii intepsai.

KM % — ouitka KymyIsTHBHOTO pH3HKY, po3paxoBaHa Ha 900-my ani 3a Kanmanom — Maepo.




[lokasHuku Gesnexu 3a JaHumu jociimkenns 111 dpasu COMPASS

Tadnuug 5

OO0’ eKT HoCHiIKeHH

TMauienTn 3 IXC/3ITA?

JlikypanbHa no3a

Pupapokcaban 2,5 mr
2 pasu Ha 100y y
KombOinaii 3 ACK
100 mr 1 pa3 Ha 100y,

N=9152

N (KyMYJISTHBHHIA

PHU3HK, %)

ACK 100 mr
1 pa3 Ha 100y
N=9126
n (KyMyJnsTHB-
HUi1 pu3HK, %)

BinnocHuii
PH3UK
(95 % 1)
3Hauenns p®

MacueHi kporoTeui
(MoaudikoBaHe BU3HAYEHHS,
ISTH)

288 (3,9 %)

170 (2.5 %)

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

JleraneHi KpoBOTEYi 15 (0,2 %) 10 (0,2 %) 1,49 (0,67; 3,33)
p=0,32164
CuMNTOMHA KpOBOTEYA Y 63 (0,9 %) 49 (0,7 %) 1,28 (0,88; 1,86)
KPUTUYHMI OpraH (HejieTansHa) p=0,19679
Kpogoreua y micui Xipypriunoro 10 (0,1 %) 8 (0,1 %) 1,24 (0,49; 3,14)
BTpY4aHHs, 110 noTpebye p=0,65119

[OBTOPHOT'O ONEPATUBHOIO
BTpY4aHHs (HeJeTalbHa, He ¥
KPUTUYHUI OpraH)

Kpogorteua, 110 npu3eena ao
rocnitanizauii (HenetanbHa, He y
KPHTHYHMIA opraH, He noTpedye
[IOBTOPHOI'O ONEPaTUBHOTO
BTPY4aHHs)

208 (2.9 %)

109 (1,6 %)

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

3 nepeOyBaHHIM y rocmiTai 172 (2,3 %) 90 (1,3 %) 1,91 (1,48; 2,46)
BHOUI p <0,00001
be3s nepeCyBanns y rocnitani 36 (0,5 %) 21 (0,3 %) 1,70 (0,99; 2,92)
BHOYI p = 0,04983
MacHBHa LUTYHKOBO-KMILKOBA 140 (2,0 %) 65 (1,1 %) 2,15 (1,60; 2,89)
KpOBOTeYa p <0.00001
MacuBHa BHYTpilIHbOUYEpEIHA 28 (0.4 %) 24 (0,3 %) 1,16 (0,67; 2,00)
KpoBOTEYa p=0,59858

* CraTHCTHUHHHE aHani3 yciX paH/IoMi30BaHUX NALicHTIB, HepBUIHUIT aHai3,
® Mopieuauo 3 ACK 100 Mr; 3uaueHHs p s JOrPAHTOBOTO KpHUTEpilo.

JII — nosipuuii inTepsan.

Kymynatusnuit pusHk — ollinka 3a Kannasom — Maepom Ha 30-my Micsi.
ISTH — Mixuapo/iHe TOBapHCTBO 3 BHBYCHHs TPoMGO3y Ta reMocTasy.

HanieHTH micjis HEOAaBHO MEPEHECEHOT IPOLEAYPH PEBACKYIIAPU3ALIT HUKHBOT KiHILIBKH 3 PUBOJLY
cumnToMHoro 3I1A

V¥ kmo4oBoMy nojsiiiHomy cninomy gocnimkenti dazu I VOYAGER PAD 6564 nauientu nicns
HEIOIAaBHO MEPEHECEHOT YCMIIHOT MPOUEaypH peBacKy/Ispu3aLii HUKHBOT KIHIIBKM (Xipypriynoi a6o
CHIOBACKYJIAPHOI, BKIO4Yaioud TiOpuAHI npoueaypu) 3 npuBopy cuMntomuoro 3ITA  Gynu
paH0Mi30BaHi B 0/1IHYy 3 ABOX IPyN aHTHTPOMGOTHYHOT Teparii: 2,5 Mr puBapokcabany 2 pas Ha 106y
B noeaHanHi 3 100 mr ACK 1 pa3s na 106y a6o 100 mr ACK 1 pas va n06y y cnigpignowenni 1:1.
[Nauientam 103BONANOCA [OJATKOBO OTPUMYBATH CTaHAApTHY 03y Kiomigorpemo 1 pas ma a00y
npotsaroM 6 wmicauis. Metolo nocnigxeHHs Oyno NMpoAeMOHCTPYBaTH eeKTHUBHICTE Ta Ge3neky
3acTocyBaHHA puBapokcabany y xombinanii 3 ACK nns nonepemieHns iHdapkty Miokapna,
IIIEMIYHOIO 1HCYJIBTY, JETAILHOrO HACHiAKY BiJl CEpPIEBO-CYIMHHOIO 3aXBOPIOBAHHS, FOCTPOT ilemii
KiHIIBKM a00 BeNMKOi amnyTauii cyaMHHOT eTionoril y NauieHTIB Micns HEeWOJaBHIX YCMilHUX
NpoLELyp peBacKyIsapH3alii HUKHIX KiHUIBOK 3 mpuBoay cuMmntoMmuoro 3ITA. V nocnimkenni 6panu
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Y4acTb NauieHTH BikoM > 50 pokie i3 3a0KYMEHTOBAHHM CHMMTOMHUM aTepockiaepoTHuHum 31TA
HUKHIX  KIHLIBOK CEPElHBOrO Ta TAKKOTO CTYIEHS, 0 MiATBEPAXKYBANOCA KJiHIYHO (TO6TO
dyHKUiOHANLHI 06MENEHHS), aHaTOMiuHO (To6TO Bisyasizauis o3uak 3I1IA aucTaTbHiLIe 30BHILIHBOT
K1y0OBOT apTepii) Ta reMosMHAMIuHO (KiCTOUKOBO-TLICUOBHMIT iHIEKC [ABI] < 0,80 a6o naneieso-
nnevosmii ingexc [TBI] < 0,60 ans nauienris 6es aHaMHe3y peBacKysspu3aii KiHuisok abo ABI <0,835,
abo TBI < 0,65 11 nauieHTiB 3 peBacKy/IsAPU3ALIEID KiHLIBKH B aHamHesi). Bukmovanuca nanienrty,
sKi noTpeGyBanu mosBiiiHoi aHTHTPOMGOLMTAPHOT Tepanii npotaroM > 6 Micsuis aGo 6yab-skoi
JI0NATKOBOT  aHTMTpomOouuTapHoi Tepanii, kpiv ACK Ta wionmigorpemo, a6o nepopasbHOT
AHTHKOArY/IAHTHOT Teparnii, a TaKoXK NallieHTH i3 BHYTPilIHbOYEPENHOK KPOBOTEYEH, iHCynbTOM abo
TIA B anamuesi Ta naiieHTH 3 pO3paxyHKOBOIO WBHKICTIO KJ1yGOYKOBOT GinbTpanii < 15 mu/xs.
CepeniHs TpMBANICTE CIIOCTEPEKEHHS CTAHOBKAA 24 MicALli, a MAKCHMAJIbHUI Tepion CMOCTEPEIKEHHS —
4,1 poky. Cepemiii BiKk 3apaxoBaHUX NMalieHTiB cTaHOBHB 67 POKiB, a 17 % naiieHTin OynH BikoM > 75
pokiB. Cepenniii wac Bij iHZeKCHOI Npouemypw peBackynspuzanii 10 NOYaTKY AOCHiIKYBaHOIO
MiKyBaHHs CTAHOBMB 5 OHIB y 3aranbHili nomynsuii (6 nuie micna omepauii Ta 4 aui micns
CHI0BACKYIAPHOI peBacKyJispu3anii, BKIoYaoun ribpuani npouenypu). B uinomy 53 % naiicHTin
OTPUMYBAIIM KOPOTKOYacHy ()OHOBY Tepamilo KIOMiJOrpeneM i3 cepemHboio TpuBanictio 31 JeHs.
3riflHO 3 NPOTOKOMOM JOCHi/KEHHS JiKyBaHHS MOXHa GyIo po3MmoYaTi AKOMOra IIBMILIE, ale He
misHie HiK uepes 10 gwiB micns yeniwmoi Bimnoeinmoi mpouenypw peBacKynspu3auii Ta micnus
3a0e3neueHHs remMocrazsy.

PuBapokcaban y 103i 2,5 Mr 2 pasu Ha 106y y noeanansi 3 ACK 100 mr 1 pa3 Ha 100y OyB KpammM y
3HIKCHHI 4aCTOTH SBMIL NEPBUHHOT KOMOIHOBAHOT KiHLleBoT Touku (iHdapkTy Miokapa, ilemiuHoro
IHCYIIBTY, JIETANLHOrO HACHiJKY Bifl CepLEBO-CY/IMHHONO 3aXBOPIOBAHHS, rocTpoi imemMii KiHiiBKH Ta
BEJIMKOT amnyTallil cyAuHHOT eTiosorii) nopiBHsaHo 3 mume ACK (aue. Tabanmio 6). Yactora sBuil
NEPBUHHOIO MOKa3HHKA Oe3neKH (MacHMBHMX KpOBOTeY 3a Bu3HaueHHaM TIMI) Gyna Bumioro y
nauienTiB, AKki orpumyeann pusapokcaban Ta ACK, Ge3 30iiblICHHS 4YacTOTH JeTANBHUX aGo
BHYTPIlIHLOYEPENHUX KPOBOTEY (AUB. Tabauiio 7).

Bropuuui nokasnuku epeKTHBHOCTI MepeBipsiy y 3asjaerijb BU3HAYEHOMY iepapxidyHOMY MOpAIKY
(nuB. Tabauio 6).

Tabnusa 6
[lokasnuku eekTBHOCTI 32 nanuMu gocuimkenns 111 dasu VOYAGER PAD
OO0 eKT nociKeHHs [laienTu nicns Hew0aBHO NepeHeceHoi NpoLeaypH
peBacKy/spu3aLlii HUAKHBOT KiHIIIBKH Yepe3 CMMITOMAaTHYHE
3M1AY
JlikyBanbHa no3a Pupapokcaban 2,5 Mr ACK 100 mr BinHocHwuii
2 pasu Ha noby y 1 pa3 Ha noby pusuk (95 % J1I)
KoMOiHaii 3 ACK N =3278 3HauenHs p?
100 mr I pa3 Ha 100y | n (KyMyJATUBHUH
N =3286 pH3HK, %)
n (KyMYJISITHBHUH
pu3HK, %)

IlepruHHMH MOKa3HHUK 508 (15.5 %) 584 (17,8 %) 0,85 (0,76; 0,96)
eextuBHOCTI® p = 0,0043%
[HdapkT Miokapaa 131 (4,0 %) 148 (4.5 %) 0,88 (0,70; 1,12)
JleTanbHMid HACHiZIOK BiJl CepLIEBO- 71 (2.2 %) 82 (2,5 %) 0,87 (0,63; 1,19)
CYAMHHOI'O 3aXBOPIOBAHHS
JletaneHuii HacHigok 3 Gyab-sKOT 199 (6,1 %) 174 (5,3 %) 1,14 (0,93; 1,40)
MPUYHHA
[octpa imemis kinniskn’ 155 (4,7 %) 227 (6,9 %) 0,67 (0,55: 0.82)
Benuka amnytauis  cyaMHHOL 103 (3.1 %) 115 (3,5 %) 0.89 (0,68; 1.16)
eTioorii
BropuHHi NOKa3HUKH
e(heKTUBHOCTI




[MTokasHnku eeKTUBHOCTI 3a JaHuMM gociimkenns 111 ¢asu VOYAGER PAD

Hezannanorana 584 (17,8 %) 655 (20,0 %) 0.88 (0,79; 0,99)
peBacKynspu3alis iH/IEKCHOT p =0,01409%
KIHUIBKH TIPA PEUMIUBHIN iemit

KIHI[IBKH

[ocnitanizauis 3 NIPUBOJTY 262 (8.0 %) 356 (10,9 %) 0,72 (0,62; 0,85)
KOPOHapHOro abo p <0,00019%

nepugepuiHoro YCKJIaIHEHHS
(Ti€l uM iHWOT HUIKHBOT KiHLIBKH)
TpoMOOTHYHOT eTionorii

JleTanbHuit Hacnifok 3 Oyab-AKOT 321 (9.8 %) 297 (9,1 %) 1,08 (0,92; 1,27)
NPUYMHA
Asuiia BTE 25 (0.8 %) 41 (1,3 %) 0,61 (0,37; 1,00)

ACTaTHCTHYHUI aHaNi3 YCIX PaHI0Mi30BaHHX NALLiEHTE, NEepBUHHUH anais: oninka HesaneuuM KoMiTeToM 3 Bupimenms
KIHIYHHX [IHTaHb.

PKomBiHoBana KiHleBa TOYKa — BHOALKH ingapkTy Miokapia, imeMidHOTO IHCYJIBLTY, JETATLHOTO HACHIAKY Bix cepleBo-
CYAMHHUX 3aXBOPIOBAHb (NeTalbHMil HACHIZIOK Bl CepLEBO-CYAMHHUX 3aXBOPIOBAHb T4 HEBIIOMA MPHYMHA JCTATHHOTO
HacmiKky). roctpol imemii KiHIiBKY Ta BeaHKkoT aMmyTalil CyIMHHOT eTioNoTiT,

B paxoByeTLCS THIITE Tepie BUHHKHEHHS SBHIIA, 110 AHATI3YEThC. B Mekax 00CHTy JaHMX Bifl cy6’exra.

9BP (95 % JII) Gasyerhes Ha mozedi nponopuifinoi HebGesnexn Koxca, crparndikoBaniii 3a TMnoMm npoueaypd ta
3aCTOCYBAHHSM KJIONIIOTPEITIO 3 IKYBAHHSM K €JHHHM KOBapiaToM.

9OLHOCTOPOHHE 3HAYeHHs p GasyeTbest Ha norapuMiyHoMy TecTi, crpartuikoBaHOMY 3a THIIOM NpPOLEAYPH Ta
3aCTOCYBAHHAM KJIOMINOTPENIIO 3 JIiKYBAHHAM K (PaKTOpPOM.

OToctpa imemis kinmiBku Bu3HavacThes K panToBe 3HauHe MOripuweHHs nepdysii kinmisku, aGo 3 HOBMM aedinuToM
nmysibcy, abo sk Take, 10 noTpedye TepaneBTHYHOro BIpyyanHs (TO6TO TpoMGosizucy abo TpoMGekToMii, a6o TEpMiHOBOT
pesackynapusaii), i wo norpedye rocniranizanii.

*3HHKEHHSI [10KA3HHKA eeKTHBHOCTI §YJ10 CTATHCTHYHO 10CTOBIPHO GibIHM.

Tabnuus 7
ITokasuuku 6e3nexu 3a gauumu gocaimkenns 111 dazu VOYAGER PAD
06’ exT nocnimKeHHs llauienTu micns HEIWOAaBHO NEPEeHECeHOT MPOLEIYPH peBacKyIApU3aLlill
HMKHBOT KIHLiBKH Yepe3 cumnToMaTHune 3[1AY
JlikyBanbHa no3a Pusapokcaban 2,5 Mr ACK 100 mr BigHocHwii
2 pasu Ha 100y y KoMGinauii 3 1 pa3 Ha noby PH3HK
ACK 100 mr 1 pa3 Ha 106y N = 3248 (95 % JI)®
N=3256 n (KyMyJIATHBHHH |  3HayeHHs p?
n (KyMyJASTHBHHUH pu3mK, %) pH3HK, %)?
MacuBHa KpoBoTeuya 3a 62 (1,9 %) 44 (1,4 %) 1,43 (0,97; 2,10)
BU3HaueHHAM TIMI p=0,0695
(nmoB’s13aHa i3
IIYHTYBaHHAM KOpPOHapHOi
aprepii / He nos’s3aHa i3
LIYHTYBAHHAM KOPOHapHOI
aprepii)
JleranbHa KpoBOTEYa 6 (0,2 %) 6 (0,2 %) 1,02 (0,33; 3,15)
Buyrtpimnso4epenta 13 (0.4 %) 17 (0,5 %) 0,78 (0,38; 1,61)
KpoBoTeya
QueBu/iHA KpPOBOTEUA, 46 (1.4 %) 24 (0,7 %) 1.94 (1,18; 3.17)
MoB’si3aHa 31 3HHIKEHHSAM
piBHsI remornobiny Ha
> 50 r/n / remaToKpUTY Ha
> 15 %
ISTH Benuka kpoBoTeua 140 (4,3 %) 100 (3.1 %) 1.42 (1,10; 1,84)
p=0,0068




JletanbHa KpoBOTEUa 6 (0.2 %) 8 (0.2 %) 0,76 (0,26; 2,19)

HeneraneHa Kkpooreua y 29 (0,9 %) 26 (0,8 %) 1,14 (0.67; 1.93)
KPUTHYHUHA opraH
ISTH kniHiyHO 3Hauyina 246 (7,6 %) 139 (4,3 %) 1,81 (1,47;2,23)

HEBCJIMKA KpOBOTEYaA

JCTATHCTHUHUH aHani3 (ycix pamaoMisosanux nanienTis, Aki TPHAHAIH [OHAHMeHuIC onHy 103y JIOCTIIKYBAHOTO
Nikapchkoro 3acofy); ouinka HezanesHum KOMiTeToM 3 BHDIlICHHS KIIHIYHAX THTAHE.
Pn = KinbKicTh MatienTis 3 yeknamunentsmu, N = KiTbKicTh naliesTis i3 pusikoM, % = 100 * n/N, n/100 nauientopokis =
BIAHOWIEHHS KiIbKOCT] CyD eKTIB 3 BHIIAAKAMH YCKIATHEH b 10 CYKYITHOTO 4acy pH3HKY.

“BP (95 % JII) Gasyethcs Ha mogeni nponopuiiinoi neGesnexkn Kokca, crparndixosaniii 3a TMnoM mnponeaypu Ta
3aCTOCYBaHHSM KJIOTIIOTPETIO 3 NiKyBAHHAM SIK €JHHHM KOBapiaToM.

OIIBOCTOPOHHE 3HAYEHHS P OA3YCThCS HA norapuGMivHOMY TecTi, cTpaTH(iKOBaHOMY 3a THIOM NpouefypH Ta
3aCTOCYBAHHAM KIIONIZOIPENO 3 MKYBAHHAM SIK HAKTOPOM.

Imemiyna xBopoba cepiig (IXC) i3 ceplieBoio HeIOCTATHICTIO

Hocniprenns COMMANDER HF ermouano 5022 nauieHTH i3 cepLeBOIO HEIOCTaTHICTIO (CH) Ta
Bupaxeroto IXC micas rocnitanizanil 3 npuBony aexomnencaiii CH, sxux Gyno paHZoMizoBaHo B
rpymy, sika oTpumyBana puBapokcadban 2,5 mr 2 pasu Ha 106y (N = 2507), ta rpyny, ska oTpuMyBana
nnauebo (N = 2515). 3aranbha Me/iana TpHBAJIOCTI JIIKyBaHHs cTaHOBMIA 504 ani.

V nauientie mana 6ytn cumntomua CH mpotsirom npuHaiiMHi TphoX Micsauis i3 (bpakiiero BUKMIY
nigoro uutyHouka (PBJII) < 40 %, 3a10KyMEHTOBAHOK MPOTATOM POKY Harnepeao/iHi BKIIOYEHHS Y
pociiprerns. Ha noyarky jocnimkenns mediana ¢ppakuii Bukumy cranoeuna 34 % (IQR: 28-38 %):
53 % nauientie manu CH III un IV dynkuionanshoro kiacy 3a knacudikanicto Heio-Mopkeskoi
acouiauii kapuionorie (NYHA).

Ilepeunhuii ananis edextrsHocTi (TO6TO CKYNHICTh BUNAAKIB JIeTAIBHUX HACIKIB 3 yCiX NpuunH,
IM abo iHCYABTY) HE NOKa3aB CTATMCTHYHO 3HAYYWIOT Pi3HULI MK Ipynolo puBapokcabany 2.5 mr 2
pasu Ha 100y Ta rpynoto mianebo 3 BP = 0,94 (95 % I 0,84—1,05), p = 0,270. [Toka3HUK NeTATLHOCTI
3 YCiX NpHYMH HE BiJpi3HsBCS B rpynax pusapokcabaHy Ta mianebo 3a KiIbKicTIO BUNaAKie (Yactora
Bunaakis Ha 100 nauientopokis; 11,41 npotu 11,63, BP = 0,98 (95 % J11 0,87—-1,1), p = 0,743. Yacrota
Bunazikie IM Ha 100 nauiesTopokiB y rpymax puBapokcaGany Ta nianedo craHosuna 2,08 Tta 2,52
(BP =0,83 (95 % 1 0,63-1,08), p = 0,165), a yactora Bunajkie incyapty Ha 100 mauiearopokis — 1,08
Ta 1,62 (BP = 0,66 (95 % /11 0,47-0,95), p = 0,023) Bignoeigno. OcHosHuii nokasnuk Gesnekn (To6TO
CYKYITHICTb JIETANBHUX KPOBOTEY ab0 KPOBOTEY y KPUTHYHHIH OPraH, 10 MOIKYTh IIPU3BECTH 10 CTiHKOT
BTpaTH MpaiesaaTHocTi) crioctepirascs y 18 (0,7 %) nauienTis y rpyni jikyBaHHs puBapokcaGaHOM
2,5 mr 2 pasu Ha 100y Ta y 23 (0,9 %) nauientie y rpyni nnaue6o (BP = 0,80 (95 % JII 0,43—1,49),
p = 0,484). V rpyni puBapokcabaHy crnocTepiranocs CTaTHCTHYHO 3HAYYLIE MiBUILEHHA YacTOTH
BHMIIA/IKIB MACUBHOI KpoBOTedi 3a BU3HayeHHAM ISTH nopisHsaHO 3 nnaue6o (vactora Bunaaxis Ha 100
nauientopokis: 2,04 Ta 1,21 (BP = 1,68 (95 % [I 1,18-2,39), p = 0,003) ianosiaHo).

VY miarpyni nmamieHTiB i3 JIETKOIO Ta TNOMIPHOI CEPIEBOK HEAOCTATHICTIO edeKTH NiKyBaHHS
puBapokcadanoM y nociimkenni COMPASS 6ynn ananoriynumu edekram, 1o criocTepiranies B ycii
nomyaauii qocaikenns (aus. posain «lmemiuna xsopoba cepus (IXC) / 3axsoproBanHs nepudepHuHux
aptepiii (3T1A)» Buie).

[TauicHTH 3 MO3UTHBHUMU pe3yiibTaTaMi TECTY IS TPhOX aHTH(OCHONINiIHUX AHTUTIN
Pusapokcaban Oyio nopiBHAHO 3 BaphapyHOM Yy NMalieHTiB 3 TPOMOO30M B aHAMHE3 3 1IarHOCTOBAHUM
anTudocdoninignum cunapomom (ADC) 3 BUCOKUM PU3MKOM TPOMOOeMOOTIYHUX ABMIL (ITO3UTHBHI
pesylNbTaTH IIOA0 BCIX TphoX aHTU(OCHONIMIAHMX aHTHUTIN: BOBYAKOBHH AHTMKOAryJIsHT,
AHTHKAP/i0/iNIHOBI aHTUTINA, aHTH-0eTa-2-TIiKonpoTeiH-1-aHTUTiNA) y paHI0Mi30BaHOMY BiIKPUTOMY
MYJIbTHIIEHTPOBOMY CIIOHCOPOBAHOMY JIOCIiIHUKaMHU KJIiHIYUHOMY BHNpoOYyBaHHI i3 «3aciiNnjaeHoK»
OLLIHKOIO KiHIEeBOT TouKH. lociimkeHus Gyi0 NpUIMHEHO OCTPOKORO Mics BKIoYeHHs 120 nauieHTin
BHAC/IIOK 3pOCTaHHs YacTOTH TPOMOOeMOOIIYHIX SBUIN Y TAL[EHTIB, AKi NpuiiManu pusapokcabaH.
Cepenniii nepiog crnocrepexxeHHsi cTaHoBUB 569 nHiB; 59 nauieHTiB Gyno paHIOMi30BaHO B Tpymy
3aCTOCYBaHHA puBapokcabany B 1031 20 mr (15 Mr s nauienTiB 3 kKiipeHcoM kpeaTuHiHy < 50 Mi1/XB)
i 61 — Bappapuny (MHB 2,0-3.0). TpomGoTnuHi aeuuia 6ynu y 12 % naiieHTis, panaoMizoBaHux y
rpyny 3acToCcyBaHHs pUBOpokcabaHy (4 imemMiuHMX iHCYJabTH Ta 3 iHdapkTh miokapma). He 6yno
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3apeccTpoBaHO TPOMOOEMOONIUHUMX ABMIIL Y MALICHTIB, PaHIOMi30BAHHX Yy rpyny 3acTOCyBaHHS
Bappapuny. Benuki kpoBoteui cnocrepiranucs y 4 nauientie (7 %) rpynu pusapokcabany Ta y
2 nauienTis (3 %) rpynu Bapdapuny.

3acTocyBaHHA HiTAM

€Bporieiickka MelMYHa areHllis BiIMOBMIACS BiJ NpaBa BUMAaraTi BUKOHAHHS 3000B’SI3aHHS L1010
MOJIaHHA  PEe3YIbTATIB AOCTI/DKEHb i3 3acTOCyBaHHSAM puBapokcabaHy ycim niarpymam miteil s
nonepe/KeHHst TPOMO0eMOOIMHUX YCKIaIHeHb (IMB. Takoxk po3aiin «Croci6 sactocyeaHHs Ta JLO3U»).
Dapmaroxinemura

BemokryBanus

PupapokcabaH IBMIAKO BCMOKTYEThCS; MakCMManbHa KOHUEHTpauis (Cmax) JOCATACThCS uepes 2—4
FOJIMHU MICTs IPUAOMY TabNneTKu.

IIpu nepopaneHOMY 3acTocyBaHHI puBapokcaGaH Maii)ke IOBHICTIO BCMOKTY€TLCS, HOTO
GiomocTynHicTs nicns npuitoMy 103 2,5 mr ta 10 Mr € BUcoKoIo i craHoBuTs 80—100 % He3aneskHO Bix
BJKMBaHHA DKi. 3acTocyBanHs TabneTok puBapokcadbany 2,5 mr, 10 Mr mi 4ac BYKMBaHHS 1Ki HE BITMBAE
Ha AUC ta Cmax puBapokcabany. TaGnerku puBapokcaGany 2.5 Mr ta 10 Mr moxHa npuiiMaTH
HE3aJ1eXKHO BijJ BIKMBaHH iXKi.

dapmakokiHeTUKa puBapokcabaHy HaOMMIKAETHCA 10 JIiHIHHOT MpH 3acTOCYBaHHI HOro B 103aX /0
15 mr 1 pa3 Ha noGy. ®apmakokiHeTHKa puBapoKcabaHy XapaKTepH3yeThcsl MOMIPHOIO 3MIHHICTIO;
iH/IMBilyanibHa 3MiHHICTE (Bapiauiiinuii koediuienT) cranoruts Bix 30 10 40 %.

BemokTyBaHHst puBapokcabaHy 3aleKuTh BiJl MICLs HOTO BHBIILHEHHS Y LLTYHKOBO-KHIIKOBOMY
TpaxTi. Jlocaimkenns nokasamu sumkents AUC Ha 29 % ta Ciax Ha 56 % Npu 3acTOCYBaHHI IpaHyIsTy
puBapoKkcabaHy 3 BUBIIbHEHHAM Jil040i PEYOBHHU y MPOKCHMAIBHOMY BiJUIili TOHKOTO KMILGUHUKY
MOPiBHAHO 3 TaGneToranoo dopmoto. Excriozuitis 3MeHuyeTses e Giblue npu BUBIIbHEHH] AiI040T
pE4OBMHH B JIMCTANILHOMY BiJUIi/Ii TOHKOIO KMIIEYHUKY UM BUCXiIHIHA yacTuHi 06010B0T Kuiky. Takum
YMHOM, CJiJl YHHKaTH BBEJEHHS pUBapoKcabaHy JMCTANBHIIIE IIIYHKA Yepe3 MOKIUBE 3HHIKEHHS
abcopOuii Ta BiMOBIHOTO BIUIMBY HA EKCITO3MILIO,

Biopoctynnicte (AUC Ta Crax) puBapokcabany 20 Mr, NpH3HAY€HOTO MEPOPabHO Y BHIISL
noapiGHeHoi TabaeTky, 3MilIaHOT 3 A6TYIHUM Mope abo BOOK, Ta BBEEHOTO Yepes LIYHKOBHI 30H/T
GesmocepeHbO  nepea  BXMBaHHAM pifkol ki, ananoriyda GiomocTymHocti puBapokcabaHy,
NpuiHATOr0 y BUrAsAal uinoi TtabneTku. BpaxoByrounm nepenGauysanuii 1030MponopLiliHHiL
dapmakokinetuunuit npodine pupapokcabady, jAaHi 1m0A0 GiOZOCTYNHOCTI, OTpUMAaHi B ILOMY
JOCHIJKEHH], HMOBIPHO, CTOCYIOTBCS i HMMKUYMX /103 pUBapoKcabaHy.

Poznonin

B opranismi nopunu Ginblua yacTiHa puBapokcabany (92-95 %) 38’s3aHa 3 GijKaMu 1J1a3MM KpOBi,
OCHOBHHMM 3B’A3YI0YMM KOMIIOHEHTOM € CHPOBAaTKOBUH anbOymin. O em posnoniny — cepenniit, Vss
CTAHOBUTL NMpUOIM3HO 50 1.

MeTab07i3M i BUBEAEHHS 3 OpraHismy

Puapokcaban BUBOAMTLCA NEPEBAKHO Y HopMi MeTabOMITIB (MPUOIU3HO %5 NPUIHSTOT 1031), IPHUOMY
MOJIOBHHA 3 HUX BUBOAUTLCA HUPKAMH, a 1HILIA MONMOBHHA — 3 KAJIOM. %5 1034 nijyisrae npsiMiii HUPKOBi
€KCKpellil i3 ceyero y BUIUIALI HE3MiHEHOI aKTHBHOI PEYOBHHM, TOJOBHHM UYMHOM 3a JIONIOMOTOIO
AKTUBHOI HUPKOBOI CeKpellil.

MeraGonism pusapokcabany 3aificHioloTs isodepmentu CYP 3A4, CYP 2J2, a Ttakox depMenTH,
He3aNexkHi B cucTeMd nMTOXpoMy P. OcHoBHuMM ainsHkamu GioTpancgopmauii € mopdoninosa
rpyna, 1o niJlacTbCsl OKUCHOMY PO3KJIaJIaHHIO, Ta aMi/iHi IPYNu, sIKi NiUIArarTh riaposisy.

3rifHO 3 OTPUMaHUMM in Vilro JNaHWMM, puBapokcabaH € cyOcTpaToM a7s GiNKiB-IepeHOCHUKIB
P-rnikonporeiny (P-gp) i Ginka pe3ucreHTHOCTI 10 paKy MOJIOUHOI 3an03u (Berp).

Hesminenuit puBapokcaban Bifirpac HalBaXIMBILly poib Y MIOACHKIN miasmi, BasxuiuBi aGo akTHBHI
LMPKYTOKUi MeTaboniTH y miasMmi Kpoei He BusiieHi. PuBapokcabaH, CHCTEMHHMH KIipeHC AKOro
CTaHOBHTH NpuOAu3HO 10 1/rox, Moxke OyTH BiaHeceHHH 10 JIKapChKHX PEYOBMH 3 HU3LKHM PiBHEM
Knipency. Ilicns BHYTpiLUHLOBEHHOrO BBeJEHHS 103M | Mr Tepiof HaniBBMBEGACHHSA CTAHOBHTHL
npubnusHo 4,5 rogunu. Ilpu nepopanbHOMY 3acTOCyBaHHI eniMiHAIlisi OOMEKYETHCS ILBUAKICTIO
abcopOuii. TepminanbHMi Nepio] HaniBBUBEAEHHs pUBapokcabaHy 3 Maa3MH KpPOBi CTAHOBHUTE Bij 5 110
9 roauu y MosoMx nauieHTiB i Bin 11 10 13 roaMu — y nauieHTiB JTiTHEOTO BiKY.

Oco61Bi KaTeropit
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Cmanm

Y HOJIOBIKIB 1 JKIHOK KJNiHIYHO 3HauylMX BiaMiHHOCTeH dapmakokiHeTHkH Ta dapMakoguHAMIKK He
BHABJICHO.

Hayicumu nimnb020 iy

Y nauieHTiB JiTHLOrO BiKy KOHLEHTpallisi pusapokcabaHy y MiasMi KpoBi BMINA, Hik Y MOJ0IUX
nauieHTis; cepeane 3nauenns AUC npuGimzno B 1,5 pasa nepesuiiye BiANOBiAHI 3HaUEHHS Y MOJIOAMX
MAIJIEHTIB, FOJOBHAM YMHOM BHAC/IIOK 3HMIKEHOro (YABHOr0) 3arajlbHOr0 HMPKOBOTO KIpEHCY.
Kopexkuis 1031 He notpitHa.

Maca mina nayienma

3ananTo mana abo Benvka Maca tina (Menwe 50 xr a6o Ginpume 120 Kr) nuine HE3HAYHO BIUIMBAE HA
KOHLICHTPaLil0 puBapokcabaHy y nnasmi KpoBi (PO3XO/KeHHs CTaHOBUTSL MeHIle 25 %), Kopekuis 103u
He NoTpidHa.

Emuiuni ocoonusocmi

Kniniuno sHauymmx posxomkens hapmakokinetnku (OK) i papmakomunamixn (O]I) pusapokcabany y
MaiieHTiB €Bporneickkol, ahpo-aMepHKaHCHKOT, JaTMHOAMEPMKAHCHKOT, ATIOHCHKOT ab0 KHTAiChKOT
ETHIYHOT NPUHANIEIKHOCTI HE CTIOCTEpiraiu.

ITeyuinkosa Heoocmammnicms

Y mauieHTiB 3 UMPO30M MEYiHKHM 3 JIETKOIO MEeYiHKOBOK He0CTATHICTIO (Kiac A 3a kiacudikaiiero
Haiinpa — I1'10) cnocrepirany jauiie He3HauyHi BiAMIHHOCTI (apmakoKiHETHKHM puBapokcabGaHy (y
cepeprbomy 1,2-pasoee 30inpmenns nokasuukie AUC), mo Maibke 36iranucs 3 napameTpam,
BiJI3HAYEHUMH Y KOHTPONIBHIH rpymi 3J0poBHX J10GPOBOJIBILIB.

V' nauieHTiB 3 IMPO30M MEYiHKH i3 NMEYiHKOBOK HEJOCTATHICTIO CepelHbOi TsKKOcTi (kmac B 3a
knacudixauiero Yaitnaa — IT°10) cepenns AUC puBapokcaGany Gysia 3HauHo migsuiena (y 2,3 pasa)
MOPIiBHAHO 3 TAKOIO Y 3710poBUX 100poBonbLiB. AUC He3B’s13aHOi peuoBMHH MiiBMIYBANACh ¥ 2,6 pasa.
Y IMX NauieHTIB TAKOXK BiA3HAYaIM 3HM)KEHE BUBEJEHHS puBapokcabaHy i3 ceuero, XapakTepHe s
MalieHTIiB i3 HHPKOBOKO HEJOCTATHICTIO CepeIHbOl TAKKOCTI. HemMae maHuX 11040 NauieHTiB 3 TSHKKHM
NopyLieHHsIM QYHKIT MeYiHKH,

Y nauieHTiB i3 NeYiHKOBOIO HEJOCTATHICTIO Cepe/IHbOT TAKKOCTI MPUTrHiYCHHA aKTHBHOCTI (hakTopa Xa
Oyno BupakeHe chibHilIE (2,6-KpaTHe pO3XO/DKEHH), HiK Y 310poBUX 106pososbuis. ITY takox (2,1-
KPaTHO) MIEPEBHLILYBAB [NOKa3HUKHU 3JI0POBUX 100pOBOBLIR. [TallieHTH 3 nopyiueHHsM GyHKLIT neyiHKu
cepeiHbOl TSHKKOCTI OyM Gibll YYTAMBUMM 10 puBapokcabaHy, 10 MPH3BOAMIO A0 Gilbil KpyTOi
kpuBoi @K/D]] 3anexnocTi Mixk KoHueHTpauieto i [T4.

PuBapokcabaH npoTUNOKa3aHUH JO 3acTOCYBaHHS MAalliEHTaM i3 3aXBOPIOBAHHAMH MEYiHKH, IO
CYNPOBOKYIOTECA KOAryl0naTiero Ta KIIHIYHO 3HAaYYIUM PU3HMKOM PO3BUTKY KPOBOTEYI, Y TOMY YHCII
nauieHTam 3 UMpo3oM nevinky kiaacy B i C (muB. posain «[Tpotunokasannsay).

Hupkoea nHedocmamuicme

Bijsnavanocs 30inblIeHHs eKCno3uiii puBapokcabany, sike KOPetoe 31 3HKeHHAM QYHKILIT HUPOK, 1110
BU3HAYaJIM 3a KITIPEHCOM KpeaTHHIHY.

B oci6 3 nerkum (knmipeHc kpeatuHiny 50-80 miu/xB), cepenHboi TsKKOCTI (KJIIpEHC KpeaTHHIHY
30-49 ma/xB) abo TaKkuM (KIipeHC KpeaTuHiHy 15-29 Mmi/XB) mopylIeHHAM (QYHKUIT HHPOK
KOHUEHTpaLis pusapokcabany y nnasmi kposi (AUC) 6yna B 1,4, 1,5 Ta 1,6 pasa Buia nopiHsHO 3
TaKolo y 3/10poBUX A00poBojbLiB. BianoeigHo crnoctepiranocs 36inbiieHHs dapMakoJuMHaMiYHHX
edeKxTiB.

B oci0 3 nierkum, cepeiHboi TSHKKOCTI 200 TSHKKHM MOPYIIEHHAM (QYHKIIT HAPOK 3arajibHe NPUrHiYeHHs
akTuBHOCTI (akropa Xa O6yno Ginbmum y 1,5, 1,9 Ta 2 pasu BiANOBIIHO MOPIBHAHO 3 TAKMM Y 3[10POBHX
no6posobuis; ITH noxibHum unHoM 3poctar y 1,3, 2,2 ta 2.4 pasza BignosigHo. Jladi o0 naiieHTis
3 KJIIPEHCOM KpeaTHHiHY < 15 MJ/XB BiACYTHI.

3 orJisi/ly Ha BUCOKE 3B’ A3yBaHHs 3 OilKaMu nja3Mu KpoBi BUBEICHHA pHBapokcabaHy 3 opraHiamy rij
yac gianizy € mMajJoiMoBipHUM. He pekoMeHIyeThCs 3aCTOCOBYBATH JIIKApChKHii 3aci0 naiieHTam i3
KlipeHcoM KpeaTuHiHy < 15 mu/xB. PuBapokca®an ciig 3 00epekHICTIO 3aCTOCOBYBATH MallieHTaM 3
TSPKKOIO HUPKOBOIO HEIOCTaTHICTIO 3 KJIipeHCOM KpeaTuHiHy 15-29 mn/xe (aue. po3ain «OcobaupocTi
3aCTOCYBaHHSY).
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DapMaKOKIHETU4HI J1aHi, 3aikcoBaHi v nauieHTiB

Y nauientie 3 I'KC, sxi oTpumysanu puBapokcaGan y j03i 2,5 Mr 2 pasu ua 106y 3 MeTOIO
NpODINAKTHKY aTepOTPOMOOTHYHMX SIBMIL, Cepe/iHili reoMeTpuuHMil nokasuuk koHuentpauii (90 %
MPOrHOCTHYHMI iHTepBan) uepes 2-4 ronuHu Ta uepes mpuGausHO 12 roame micas npuiiomy
JIKapCbKOro 3acody (¥ac, IO NpUOAN3HO Binobpakae AOCATHEHHS MAKCHMMAIBLHO! i MiHIMaabHOT
KOHUEHTpALi y MpoMiKKax Mix npuiioMamu 103) cranosuB 47 (13-123) i 9.2 (4,4-18) mkr/n
BIIMOBI/THO.

DapMakokiHeTHYHI / hapMakoIMHAMIUHI B3aEMO3B’ A3KH

Ouinky dapmakokineruunoro / papmakogunamiutoro (OK/@]) B3aeMo3B’ 3Ky Mk KOHLEHTpaLi€lo
puBapokcabany y mnnasMmi KpoBi i Jekinbkoma (apMakoIMHAMIUHMMH KIiHLCBHMHM TOYKAMH
(mpuruivenns daxropa Xa, T4, AUTY, Heptest) npoBoauiu nicis 3acTocyBaHHs LIMPOKOTO Aiana3oHy
03 (Bia 5 10 30 mMr 2 pasu Ha 100y). B3aeM03B’ 130K Misk KOHUEHTpaIlieo pruBapokcabany if aAKTHBHICTIO
(axropa Xa HaiiKkpallle BU3Ha4a€ThCs 33 IONOMOT0K0 Emax-Mogieni. Lo cTocyetbes [T, niniitna Mozens
NCPeTHHAHHS BIJPI3KiB 3a3BMYal Jac 3MOTy OTPUMATH HaWAOCTOBIpHiWI JaHi. 3aleXkHO Bij pisHHX
peareHTiB 171 Bu3HauenHs IT4, kyToeuii koediuicHT Moxe cyTTeBo BimpisHaTucs. [Tpu 3acTocyranHi
pearenty Neoplastin anst BumiproBanns T4 noyarkopuit IT4 cranoenB mpubmusno 13 cekynna, a
KyToBUH KoediuieHT — 3—4 cexynau/(100 mxr/n). Pesynbratn ananiszis ®K/®]] B3aeMo3p’sa3KiB y
pocnigkennsx Il dasu ta I1I gasu Binnoiganm naHum, OTpUMaHUM Y 310pOBHX 10GPOBOIBLIIB.
3acTocyBaHHA TAM

EdextusnicTe Ta Ge3neky 3actocyBaHHs Jiikapchkoro 3aco6y 3a nokasannsm [KC ta IXC/3IIA gitsam
HE BUBYAJIN.

JokniHivyHi aaHi 3 6e3neku

IcHyioui NOKNiHiYKI naHi, OTpUMaHi B X0l TpamMUiHHUX JOCHiIKeHb (apMakonoriuHoi Gesnexw,
TOKCHYHOCTI O/IHOPA30BOI 103H, POTOTOKCHYHOCTI, FEHOTOKCHYHOCTI, KAHLIEPOTEHHOTO MOTEHIiany Ta
PEeNpPOAYKTUBHOI TOKCMYHOCTI, BKasylOTb Ha BiJACYTHICTb OyIb-SKHX crneuM(iuHUX pH3MKIB s
JIHO/IMHH.

Peaxkuii, Big3HaueHi nmij yac 10C/iHKEHb TOKCHYHOCTI GaraTopasoBuX /103, OYJIM NEPEBAKHO 3YMOBJIEHI
Ha/IMipHOKO (papMaKOoIOTriYHOIO AKTUBHICTIO pUBapoKcabaHy.

He Bia3sHaueHo x0JHOrO BIUIMBY Ha (pepTHALHICTE CAMIIB UM CAaMOK TBapHH. Y XOJi JochimkeHb Ha
TBapHHAX CIIOCTEpiranacs penpoykTHBHA TOKCHUHICTb, MOB’si3aHa 3 (papMaKoJOriYHMM MeXaHi3MOM
aii  pusapokcabady (30Kpema, remopariui ypaxens). Ilpd KIiHIYHO 3HAuUYIIMX I1a3MOBHX
KOHLEHTpaLifX crnocTepiranacs emopioderanpia TOKCHUYHICTb (MOCTIMILIAHTALIHI BTpaTH, 3aTpUMKa /
NporpecyBaHHs OKOCTEHIHHS, PO3CisHi cBiT03a0apBiieHi MisMHK) Ta MiJBMILIEHA YacTOTa 3araibHUX
Manb(popmatiii i naanesTapaux 3MiH. Y X0zl NpeHaTalbHUX Ta MOCTHATANBHHX JOC/IIKEHb Ha Lypax
crnocTepiranacs 3HHKeHa JKMTTE3JAaTHICT OTOMCTRA NPU JI03YBaHHi, 110 0Y/10 TOKCHYHMUM /15 CAMOK.

KniniyHi xapakTepHCTHKH

Hoxazanus

Jlikapebkuit 3aci6 PEHIKC® npusnauatn y komGinawii 3 anernncaninunosoro kucaorowo (ACK) abo y
komGinauii 3 ACK Ta xionizorpenem aGo THUKJIONIAMHOM Juisi NPodiNakTHKH aTepoTpOMGOTHUYHHX
ABMIL Y JOPOCAMX MALi€HTIB Micld NEepeHeceHoro rocTporo kopoHapHoro cuHapomy (I'KC) 3
MiJIBULIEHUM piBHEM cepueBuX OiomapkepiB (aus. posainu «lIportunokazanus», «OcobiuBOCTI
3acTocyBaHHA», «DapmakoguHaMiKkay).

Jlikapenkuit 3aci6 @EHIKC® npusuauaru y komGinauii 3 anetusncaninmnosoto kuciororo (ACK) pis
npo@iNakTHKH aTepoTPOMOOTHYHUX SBHIL Y IOPOCTHX MAI[IEHTIB 3 ileMiuHo0 XBopoGoio cepus (IXC)
abo CMMIITOMHUM 3aXBOpPIOBaHHAM nepudepuunux aprepiit (3[1A) 3 BUCOKHM PU3HKOM ilLEMi4HMX
SBULL.

Ipomunoxaszanns
— IliaBuineHa yyTIuBIiCTh 10 puBapokcabany abo 10 MOMOMIKHHX PEUOBHH JiKapCLKOro 3acoly.
— KuniHiuHO 3Hauyla aKTHBHA KPOBOTEYA.
— YmKomKeHHs ab0 CTaHW, IO CYNPOBOMKYIOTHCS 3HAYHUM PHU3MKOM DPO3BHUTKY KpOBOTed. BoHH
MOJKYTb BKJIOYATH HasBHI Ha JaHUA MOMEHT a0 HeUlO[aBHO BUSBJIEHI BUPA3KH LUIYHKOBO-
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KHLIKOBOIO TPaKTy, 3/I0AKICHI HOBOYTBOPEHHS 3 BHCOKMM PH3MKOM KPOBOTEY, HELIOJABHO
CPEHECEHY TPaBMY TOMOBHOrO abo CMMHHOTO MO3KY, HEIIOJABHO MEPEHECEeHe OnepaTHBHE
BTPYYaHHSA Ha TOJIOBHOMY, CMHHHOMY MO3KY 4YM O4YaX., HeLIOJaBHiii BHYTpilIHbOYEpPETHHIT
KPOBOBUJIMB, BUSIBJICHE YM T1i/I03PIOBAHE BAPMKO3HE PO3IIMPEHHS BEH CTPABOXOJLY, apTEPiOBeHO3HI
Manb(opmallii, aHeBPU3MH CyauH ab0 3HauHi BHYTPIIIHBOCHIHANBHI 4K BHYTpilIHbOLEpeOpatbhi
CYAMHHI aHOManii.

— OnxouacHe 3actocyBanHs 3  OyIb-IKHMH  IHIUMMH  aHTHKOArylAHTaMM, HanpHKIag 3
HepaKLIOHOBAHMM T€laPMHOM, HM3bKOMOJICKY/ISPHHMH TemapuHaMyu (Hanpuiiajg, eHOKCanapuH,
JanbTeNnapyH, TOLO), MOXIAHUMH TemapuHy (Hanpukiaj, poHAamapuHyKe, TOLIO), NepopatbHUMHU
aHTUKOArylIsHTaMu (Hanpukian, BapdapuH, jabiraTpaHy eTekcuiar, anikcabGaH, TOLIO), OKpiM
cneundiyHUX OOGCTABMH TMEpexoj]y Ha AHTHKOATYISHTHY Tepanioo (muB. poszmin  «CrociG
3aCTOCYBaHHS Ta /103W») abo BMNAJKIB, KOIM HedpakiiOHOBaHMI renapuH NPU3HAYAIOTH Y [03aX,
HeOOXifHMX /1 3abe3nevenHs (yHKLIOHYBaHHS KaTeTepa LEHTPAIbHUX BEH UM apTepiil (aus.
po3ain «Bsaemopis 3 iHIIMMHU JIIKapCbKUMHU 3ac00aMK Ta iHIITI BHIM B3aEMOJii»).

— Cynytns tepanis [KC 3 BUKOPHCTAaHHSIM aHTHarperaHTHUX 3acoBiB y MallieHTIB 3 iHCYIbTOM a6o
TPaH3UTOPHOIO ileMiyHOIO aTakoro (TIA) B anamuesi (aue. po3ain «OcobIMBOCTI 3aCTOCYBAHHAN).

— Cynyths tepanis IXC / 3T1A 3 Bukopucranuam ACK y nauienTis i3 reMopariunum abo naKyHapHUM
IHCYIBTOM B aHamHe3i abo 3 Oyab-AiKMM IHCYJBTOM, MEPEHECEHUM MPOTAIOM OCTAHHBOTO MicALsA
(nme. po3ain «OcobaMBOCTI 3aCTOCYBAHHAY).

— 3axBOpIOBAaHHA TIEYiHKH, LI0 ACOLIIOIOTBCSA 3 KOAryJIOMaTiclo Ta KIiHIYHO 3HAYYIMM PU3HKOM
PO3BUTKY KpPOBOTEY, Y TOMY YMCIIi 1MPO3 nevinku knacy B Ta C 3a knacudikauiero Yaiinga—I1"10
(auB. po3nin «DapMakoKiHETHKAY).

— Tlepion BaritHocTi aGo rogyBaHHs rpyaao (MB. po3ain «3acTocyBaHHs y nepioa BariTHocti aGo
TOIYBaHHS IPYIO»).

Ocobnuei 3axoou be3nexu

[onpibHenHsa TabaeTOK

Tabnerku nikapebkoro 3acoby ®EHIKC® moxna noapi6uuTu Ta cycnenaypati y 50 M BOJH i BBECTH
3a JIOMOMOTOI0 Ha30racTpaJbHOro 30HAa abo IUTYHKOBOTO 30HJA JJIA TOJyBAaHHS MICIs MEpeBipKu
MpaBUIIbHOCTI HOro posTallyBaHHA Y WIAYHKY (MicAs 4Oro 30HJI Clif NPOMUTH BOA0K). OCKinbKu
BCMOKTYBaHHS pUBapoKcabaHy 3a1€XUTh Bill Micll BUBIIbHEHHsS aKTHMBHOT PEYOBHHH, CIIiJ| YHHKATH
BBCJICHHS pHUBapokcabaHy IMCTalbHO B HIITYHOK, OCKIIBKH L€ MOKE NPHU3BECTH JI0 3MEHLICHHS
abcopOuii i, OTKe, 10 3MEHILeHH BIUTMBY aKTUBHOT pedoBuHH. [Ticns BBeaeHHs TabaeTok mno 2,5 Mr
Hemae HeoOXiJHOCTI 0/ipa3y BBOAUTH €HTEpalbHE rOAyBaHH.

Bzaemodia 3 inwumu nikapcoKkumu 3acoéamu ma iHuwi 6UOu 63aemoo0ii

Iuriditopu CYP3A4 ta P-gp

CynyTHe 3aCTOCYBaHHA puBapokcabaHy 3 keTokoHaszonoM (400 mr 1 pa3 Ha 100y) abo puTOHaBipoM
(600 mr 2 pasu na 100y) mpusBoauno 10 2,6-kpatHoro / 2,5-KpaTHOrO MiABMILEHHS CEpeIHbOL
pieHoBaskHoi AUC puBapokcabany i 1,7-kpatHoro / 1,6-kpatHoro 36inblieHHs cepefHboi Crmax
pHBapokcadbaHy, sKe CYNPOBOMKYBANOCS 3HAYHUM [OCUJICHHAM (apMakoJWHaAMIYHUX e(eKTiB
NiKapchKOro 3aco0y, 110 MOXKE MiJABMILYBAaTH PU3MK KPOBOTEYi. 3BaXKAOYM Ha LiE, 3aCTOCYBaHHS
nikapcbkoro 3acoby ®EHIKC® He pekomenjyeThes malieHTaM, siKi OTPUMYIOTH CYMYTHE CHCTEMHE
NiKyBaHHA TMPOTUTPUOKOBUMHM JIiKApCBKMMM 3ac00aMH a301BHOT TPYIH, TAKAMH SK KETOKOHA30J,
ITPakoHa30J1, BOPMKOHA30/1 Ta nocakoHasoJ, abo inribitopamu BlJI-mpoteasu. Lli nikapcoki 3acobu €
notyxHumH 1Hriditopamu CYP3A4 ta P-gp (auB. po3ain «OcobaMBOCTI 3aCTOCYBaHHA® ).

Pe4oBrHM, AKi aKTMBHO iHTiOYIOTh TiNBKM OIHMH 3i LUIAXIB BUBEIEHHS pUBapokcabaHy 3 opraHismy,
CYP3A4 abo P-gp, sk ouikyeTbecs, 30iNbHIYIOTE KOHLEHTpallilo puBapokcabaHy y Imasmi KpoBi
MeH1oro miporo. Hanpuknaa, knapurpominus (500 mr 2 pasu Ha 106y), 1O € MOTYKHUM iHriGiTOpoM
CYP3A4 i inribitopom P-gp cepennboi iHTEHCMBHOCTI, cIpU4MHSB 1,5-KpaTHe 30iNblUeHHS CepeHiX
3HayeHb AUC Tta 1,4-kpatHe 30inbiieHHst Cmax puBapokcaGany. Bzaemopnis 3 kiapuTpoMiliMHOM,
HMOBIpHO, He € KNIHIYHO 3HAUYIIOK s OiNBINOCTI NALliEHTIB, ale MoKe 6YTH MOTEHLIHHO 3HAYYILO0
JUISL MAL{i€EHTIB TPYNH BUCOKOIO pU3MKY (LOJO 3aCTOCYBAHHS MALIEHTaM 3 HUPKOBOK HENOCTATHICTIO
IMB. po31iJ1 «OCODIMBOCTI 3aCTOCYBAHHAY).
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Eputpominms (500 mr 3 pasu na 100y). 1110 nomipuo inriye isodgepment CYP3A4 i P-gp, cnpuunnse
1,3-kpatHe 30inblenHs cepennix pisHoBakHUX 3HaueHb AUC i Cinax pueapokcabany. Bzaemonis 3
ePUTPOMILIHOM, HMOBIpHO, HE € KJIIHIYHO 3HAYyHIO IS GiMbLIOCTI NAUiEHTIB, ajle Moxe OyTH
MOTEHLIAHO 3HA4YIIO /15 NallicHTIB IPYNH BUCOKOTO PU3HKY.

¥ nauieHTie 3 HUPKOBOKO HEIOCTATHICTIO JIETKOrO CTYMeHs, Ha BiMiHY Bif maiieHTis i3 HOPMaJILHOIO
(hyHKLi€er0 HUPOK, Npu 3acTocyBanni eputpomiumny (500 Mr 3 pasu Ha n00y) eigznavanu 1,8-kpatne
3poctanHs cepeiiboro sHadeHHs AUC rta 1,6-kpathe 30ibiuerHs Cmax puBapokcadbany. V mauienTis 3
HUPKOBOIO HEIOCTATHICTIO CEPEJHLOIO CTYMEHS TSKKOCTI Ha TIi 3acTOCYBAaHHA E€pPUTPOMILIUHY
crocrepirany 30ibleHHs cepeHboro 3HaveHHs AUC puBapokcabany B 2 paszu i migBUIIEHHS Cmax
puBapokcadaHy B 1,6 pasa MOpIBHAHO 3 MaUi€HTAMM 3 HOPMANLHOK (YHKIEIO HUpok. Briue
CPUTPOMILMHY € ANMTHBHHM 10 SIBULI HMPKOBOI HesmoctaTHOCTi (muB. posgin «OcoGnueocti
3aCTOCYBAHHA®).

®iykonazon (400 Mr 1 pa3 Ha 106y) BBaxkactbes inriGitopom CYP3A4 cepennboi iHTeHCHBHOCTI, i
Horo 3acTocyBaHHs cHpuuMHsNO 1.4-kpatHe 30inblieHHs cepeamix 3uauens AUC Tta 1,3-kpaThe
30inbmenns Cmax puBapokcabany. B3aemonis 3 gnykonasonom, iiMOBipHO, He € KIiHIYHO 3HAYYILIOK
ans OUIbLIOCT] MauieHTIB, ame Moe OyTH MOTEHIIHHO 3HAYYLIOK s NaIlieHTiB IpyIK BUCOKOIO
pH3MKY (IIOZ0 3aCTOCYBaHHS TAlliEHTaM 3 HUPKOBOKD HEJOCTATHICTIO JMB. po3zin «OcoGauBoCTi
3aCTOCYBAHHS).

3Bakaloun Ha oOMexkeHi KIiHiYHi maHi wWom0 ApoHemapomy, ciij YHMKATH ONHOYACHOIO HOrO
3aCTOCYBaHHS 3 pUBapoKcabaHOM.

AHTUKOAryJIssHTH

[Ticns xomGiHOBaHOrO NpH3HAuYeHHs eHOKcamapuuy (oaHopa3opoi go3u 40 wr) i puBapokcabany
(omHopasosoi 1o3u 10 Mr) cnocTepirases alM THBHUI eeKT BITHOCHO akTHBHOCTI aHTHdakTopa-Xa, 1110
HE CYNpPOBOKYBAaBCS JIOJaTKOBHMM 3MiHAMM pe3y/ibTaTiB aHami3ie Ha 3ropradHs kpoei (ITU
[mporpombiHoBHii yac], AUTY [akTHBOBaHMIT YacTKOBHI TpoMGONIACTHHOBHIA yac]). EHOKcanapuH He
3MiHIOBaR (papMaKOKiHEeTHKY puBapoKcabany.

3 ornsajy Ha NiABULIEHHA PU3UKY KPOBOTEY, CIiJi JIOTpPHMyBaTHCs OOEPEeKHOCTI NalieHTaM, SKi
O/IHOYACHO OTPUMYIOTH [HLII AHTHKOArynsiHTH (AMB. posain «[IportunokasanHs», «OcobiauBoCT
3aCTOCYBaHHSY).

Hecrepoinni nporusananshi 3acobu (HI133) / inribitopu arperauii TpomMGouuTie

[licns  onnowacHoro 3actocyBanus 15 mr puBapokcabany Ta 500 Mr HanmpoKceHY KIiHIYHO
peneBaHTHOro IMOJIOBKEHHS Yacy KpOBOTedi He crocTtepiranu. [Tpote B okpeMux 0ci6 MOIMBa GinbL
BUpaKeHa (papMaKoJMHAMI4Ha peakilis.

[Ipu onHouacHOMY 3acTocyBaHHi pHMBapokcabaHy 3 aleTHICANHIOBOIO Kuciotowo (500 mr) He
crocTepiranocs )oaHoT KIiHIYHO 3Hauywol GpapmakoKiHeTHHOT a6o (hapMaKoIMHaMiYHOT B3aEMOIT.
He Busieneno gapmakokineTnunoi B3acmonii mMixk puBapokcabatom 15 mr i kionigorpenem (ynapHa
noza 300 mr i3 mojanbIMM MPU3HAYCHHAM MiATPUMYBAIBHUX 103 75 M), ale B OAHiH migrpymi
NALIEHTIBE BUABIEHO peNeBaHTHE 301JbLICHHS 4Yacy KPOBOTEHi, M0 HE KOPENIOBAIO 3 arperalicio
TpoMOOLUTIB i piBHsAMHU P-cenextuny a6o GPIIb / Illa-penentopis.

Heobxinno potpumypatucs o6epexHOCTi nauicHram, ski oaHodacHo otpumytots HII33 (y Tomy umcni
aleTH/ICANILMIIOBY KMCIOTY) i iHribitopu arperauii TpomMGOLMTIB, OCKINBKM 11i JiKapceki 3acobu
3a3BHYaM MiBULIYIOTE PU3HK PO3BUTKY KPOBOTeY (AMB. po3ain «OcoBIMBOCTI 3aCTOCYBAHHN).
CenextuBHi _iHribiTOpH 3BOpOTHOro 3axomeHHs cepotoHiny (CI33C) / inriGitopu 3BOpOTHOrO
3aXOIUIEHHS CepOTOHIHY-HopeniHedpuny (133CH)

SIK i mpw 3acTOCYBaHHI iHIIMX aHTHKOATYJSHTIB, iCHYE HMOBIPHICTb IMiJBHILEHHS PU3MKY PO3BUTKY
KPOBOTEY Y Malli€HTIB, AKi 0jjHO4acHO 3acTocorytoTh CI33C abo I33CH BHAC/iIOK BILIMBY OCTaHHIX Ha
TpomGouuTu. Ilpu oaHOuacHOMY 3acTOCYBaHHI 3 pHUBapokcaGaHOM Yy XOAi KJIIHIYHMX JOCTIIKEHb
crocrepirapes KiJbKiCHO BHUIMIA piBeHb BENMMKHX Ta HE3HAYHHMX KITIHIYHO 3HAYYIIMX KPOBOTEU B YCiX
rpynax teparii.

Bapdapun

ITpu nepexoai nauieHTie 3 autaronicta Biramina K sapdapuny (MHB 2,0-3,0) na pusapokcaban (20
mr) abo 3 puapokcabany (20 mr) Ha Bapdapun (MHB 2,0--3,0) 36inbuiyBascsi npotpoMGiHOBHIA vac /
MHB (rect Neoplastin) Oinbmr 8K  agMTUBHO (IHAMBiAyalbHi 3HAYEHHS MDKHAPOIHOroO
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HOpManizopaHoro BiaHowekrHs (MHB) nocaranu 12), Toai sik Brims na AUTY, iHri0yBaHHSA aKTHBHOCTI
daxropa Xa i ennorennnit TpoMGiHoBKiA noTentian (ETIT) Gy/iu aguTHEHUMH.

sAximo HeobXinHO ouiHnTH apmakouHamiuHi edekTH pusapokcaGany mia uyac nepioay nepexony,
MOJKHA BHU3HAYWTH NPHUTHIYEHHA akTuBHOCTI (axtopa Xa, PiCT i HepTest, ockinbku BapdapuH He
BIUIMBAE Ha pesynbTaTd uux TecTiB. [lounnaroun 3 4 no6u nicas einminu Bapdapuuy Bei TecTh
(exmouatoun [T, AYTY, iuriGysanns aktueHocti gakropa Xa Ta ETIT) BinoGpaxaioTs nuiie edekr
pHBapokcabaHy.

Axio HeoOxiaHo Bu3HauaTH (apMmakojuHaMmivHi edektd Bapdapuny mig wac nepiofy mepexomy,
MOXHa BHKOpucTaTv TecT MHB npu minimanehiii nnasmoeiii koHuenTpauii pusapokcabany (uepes
24 roauHK Nicss NPUHOMY NONEpe/IHBOT 1031 pUBapOKcabaHy), OCKITLKM Y Lieifl MOMEHT puBapokcaban
HaWMeHIlIe BIIMBAE Ha pe3yibTaTtd Tecty MHB.

Mix Bapdapunom Ta puBapokcabaHOM He Bi/j3Ha4€HO (apMaKOKiHETHYHOT B3aeMoil.

Innykropu CYP3A4

OnnouacHe 3actocyBanHs puBapokcabany i pudamninuny, cuisHoro inaykropa CYP3A4, MIPU3BOAUIIO
1o npubamsHo 50 % sHuskeHHs cepenHboi AUC pusapokcabaHy if mapae/bHOro 3MeHIIeHHs HOro
(apmakoguHamiunux edekTie. OHOYACHE 3aCTOCYBAHHS PUBAPOKCABAHY 3 IHIIUMH CHILHOMIOUHMHU
ingykropamu CYP3A4 (Hanpuknan 3 denitoinom, kapbamaseninom, henodapbitanom a6o 3acobamu Ha
OCHOBI 3Bip0G010) TAKOXK MOYKE CIIPHYMHNTH 3HMIKEHHS KOHLEHTpaUilt puBapokcabany y rasmi Kposi.
ToMy cnix yHMKaTH OJHOYACHOrO MPH3HAYEHHS 3 JIIKAPCKUM 3acO00M MOTYHKHHX iHayKTOpIB
CYP3A4, oxpiM BUMazKiB, Koy 3abe3neveHo peTebHUil HArA/ 3a MAliEHTOM 3 METOK) BUSIBJICHHS
CUMINTOMIB TPOMOO3Yy.

IH10i AiKapchbKi 3ac00W cynyTHBLOT Tepanii

He Binsnauanocs KiiHivHO 3Hauymmx dapmakokiHeTHyHuX a0 hapMaKoaMHAMIYHUX B3aeMOii MpH
OZIHOYAaCHOMY 3aCTOCYBaHHi puBapokcabaHy 3 Mijasomamom (cyGerpar CY3A4), AUrOKCHHOM
(cyGetpar P-gp), aropeacratmnom (cy6erpar CYP3A4 Ta P-gp) aGo omenpasonom (imriGiTop
NpOTOHHOI nommny). Pueapokcaban He NMpurHiuye i He iHAYKYE oaHy 3 ocHoBHHX izodopm CYP,
Hanpuknan CYP3A4.

He BiaznaueHo oMHUX KIiHIYHO 3HAYYLIMX B3aeMOZIH 3 Diero (auB. po3ain «Cnoci6 3acTocyBaHHs Ta
JIO3HY).

Bnnue Ha 1abopaTopHi napameTpu

Brue Ha pesynstati npo6 sropranns (1T, AYTY, Hep Test) € nepebauenum 3 orisy Ha MexaHi3m
Aii puBapokcabany (1uB. po3in «DapMakoIoriuHi BIACTHBOCTI).

Ocodnusocmi 3acmocysans

Y nauientis i3 'KC Bueuamics edextusnicTs Ta Gesneka 3actocyBaHHs puBapokcabany 2,5 mr 2 pasu
Ha 100y pasom 3 antutpomGouuTapHuM 3acobom ACK okpemo a6o ACK 3 knomigorpenem /
THUKJIONIAMHOM.

VY nauicHTiB 3 BMCOKHM pH3MKOM imeMiunux siuuy 3 IXC/3ITA edekruBHicTs Ta Gesneka
puBapokcabany 2,5 Mr 2 pasu Ha 100y 10CTiDKyBanUcs NpH 3acTocyBanHi y komGinaiii 3 ACK.

V nauieHTiB micas HElIOJaBHO NepPeHeceHol NPOLeAypH peBacKyaspu3alii HHKHBOT KiHLIBKM Yepes
cumntomue 3IIA  edexTupHicTe Ta Oe3neky 3acTocyBaHHS pHBapokcabaHy, TabJeTKHM, BKPMTI
MJ1iBKOBOIO 000JI0HKOI0, 110 2,5 MI' 2 pasu Ha 100y J0C/iUKYBaId Y MoeqHaHHi 3 anTHarperantamu ACK
abo ACK + kionigorpens KopoTkocTpokoo. Ilpu HeoGXimHocTi moagifiHa aHTUTpOoMGOLMTAapHA
Tepamis KJIOMiJorpeNneM MoBHHHA OYTH KOPOTKOCTpOKOBOK. Cllig yHMKAaTH TpUBanoi nojpiiHOT
aHTUTpOMOOLIMTApHOT Tepanii (AUB. po3ia «PapMaKoJIOriuHi BIACTHBOCTI).

JlikyBanns B KomMOiHaUii 3 iHIUMMHM aHTUTPOMOOLMTAPHUMH 3ac0o6aMH, HANPUKIA/A npacyrpeneM ado
TUKarpesJ0poM, He BUBYAJIOCS | He PEKOMEHTYETECS.

VOponoex mepiofy JiKyBaHHS pPeKOMEHAYeThCs KIIHIUHMNA Harisi, [0 BiANoOBigae mnpakTHui
3aCTOCYBaHHS AaHTUKOAT'YJISIHTIB.

PH3MK PO3BUTKY KPOBOTEY

Sk i npu 3actocyBaHHi IHIIMX AHTUKOATrY/ISHTIB, NAaUieHTH, sKi NpPUIAMAKOTL NiKapcekuil 3aci6
®OEHIKC®, noeunni nepebyBatu mij pPETEeNIEHMM HarJIsIoM JUIsl BUSBIEHHS O3HAaK KpOROTEUI.
PexomeniyeTbes 3 00epeKHICTIO 3aCTOCOBYBATH JliKapehkuii 3acid rnpu craHax, mo CynpoBOIKYIOTHCS
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MIBMIICHUM PU3MKOM PO3BUTKY KPOBOTed. VY BHNAmKy cepiiozHoi KPOBOTEYl 3acTOCYBaHHA
nikapeskoro 3acody ®EHIKCY cnin npununuti (nus. po3ain «llepenosyBants»).

Y X0l KIiHIYHUX JOCHI/KEHb KPOBOTEUi 3i CIM30BUX 0GOTOHOK (HanpuKIaz HOCOBI KpoBOTeui,
KpoBOTe4i 3 sICEH, WIIYHKOBO-KHMLIKOBI KPOBOTeYi, KpoBOTCHi 3 OpraHiB ce4ocTaTeBOl CHCTEMM,
BIJTIOHAKOUH aHOMATILHY BariHajbHy KpOBOTeUy ab0 MOCHJICHHS MEHCTpYalbHOT KPOBOTEY]) Ta aHeMis
BUHMKA/IM YacTille MpH JOBroTpHBaiil Tepanii puBapokcabaHOM Ha TIIi OHO- UM JTBOKOMIOHEHTHO]
aHTMarperaHTHoi Tepanii. ToMy 707aTKOBO 10 HANEKHOrO KIiHIYHOrO HArIsLY y BiAMOBiAHMX
BHMAJKaX JAOLUUILHAM € TMpPOBEJEHHS J1abopaTopHOro KOHTPOMIO MOKA3HUKIB TeMOoriodiny /
FEMATOKPUTY 3 METOIO BUSABJIEHHA MPUXOBAHMX KPOBOTEY i BU3HAYEHHs K/IiHIYHOT 3HAUYLOCTi SBHHX
KpOBOTEY.

Y NeBHHX KaTeropiil nauieHTiB, 3riHO 3 3a3HAYEHMM HIDKHE, CIIOCTEPIracThCs MiABMIICHMIA PU3HK
PO3BUTKY KpOBOTeY. 3 Orisfy Ha Lied (hakT TONiNbHICTB 3acTOCYBaHHs JlikapehKoro 3aco6y ®EHIKC®
y KomOiHauii 3 ABOKOMIOHEHTHOI aHTHArPEraHTHOK TEPAIIED NALIEHTAM 3 MiABHILEHHM PHU3UKOM
BUHHKHCHHS KpOBOTeYi Mae GyTH PeTebHO BUBAXKEHA 3 yPaXyBaHHAM KOPMCTI LIOO MOMePe/KEHHS
atepoTpoMOOTHYHKX serIL. KpiM 1bOro, Taki nauienT mic/is novaTky jikyBaHHS MOBHHHI nepebyBaTu
M NAILHAM HArJISI0M JUIS BUSIBNIEHHS CUMIITOMIB FeMOPariqHuX YCKIaaHeHb Ta aHeMii (auB. po3ain
«ITobiuHi peakuii»).

IIpu Oynb-sikoMy 3HMKeHHI piBHA TemornoGiHy a0 apTepialbHOro THCKY He3 siCOBaHOT eTionorii
HeOOXiIHO BUABUTH [DKEPENo KPOBOTEUi.

Hespaxaroun Ha Te, 110 JTiKyBaHHS pHBapokcaGaHOM He BHMarae MOHITOPUHTY HOr0 €KCHO3MLIT,
BH3HA4YEHHs piBHA puBapokcabaHy 3a JONOMOIOIO BiAKaniGpoBaHMX KiNbKICHUX TECTiB aHTudaKTopa
Xa MOKe BHMSBMTHCA KOPHCHHM Yy BMHSTKOBMX CMTYallisiX, KOJNM BiZOMOCT npo  eKCMo3ULiIo
puBapokcabaHy MOXKYTh BIUIMHYTH Ha MPUHHATTSA KIiHIYHMX pillleHb, 30KpeMa mpu nepeo3yBaHHi Ta
EKCTPEHUX XIpYprivHuX BTpy4aHHAX (IMB. po37ia «DapMakoIoriuHi BIaCTHBOCTIY).

HupkoBa HeocTaTHICTh

Y nauieHTiB 3 TAKKOK HHPKOBOIO HEJOCTATHICTIO (KIipeHc kpeaTuHiHy < 30 MJi/XB) KOHLIEHTpallis
puBapokcabaHy y i1a3mi KpoBi MOKE CYTTEBO MiABUILLYBaTHCS (B cepeiHboMy B 1,6 pasa), 3011 YIOUH
pusuk Kposoteyi. Cnin 3 obepexHicTio 3acTocoByBaTH Jikapebkuii 3aci6 ®EHIKC® naumicurtam 3
KJIipeHCOM KpeaTuHiny 15-29 mii/XB. He pekoMeHyeThes pU3HAuaTH Jikapehkuii 3aci6 manientam 3
KJlipeHCOM KpeaTHHiHY < 15 Mi/xB (auB. po3ainu «Crnoci6 3acTocyBaHHs Ta 1031, «®DapmMaxosoriyni
BIaCTUBOCTI»).

Jlikapcpkuii 3aci6 ®EHIKC® Heo6xinHo 3acTocoByBaTH 3 0GEpPEXHICTIO MALlicHTaM 3 HUPKOBOIO
HEJIOCTATHICTIO CEPefHbOro CTYNEHs TKKOCTI (KiipeHc KpeatuHiny 30-49 MI/XB), SIKi CYmyTHBO
3aCTOCOBYIOTh JIIKApChKi 3aco0M, 10 NpU3BOAATL A0 IMiABMIIEHHA KOHUEHTpaLii puBapokcaGany y
n1asmi Kpoei (mB. po3ain «BsaeMois 3 iHIIMMK JliKapchbKMMK 3ac00aMK Ta 1HIIT BHH B3aEMOII»).
Bzaemonis 3 iHIIUMY JIiKAPCbKUMU 3ac00aMu

IIpusHavenHs Jnikapcekoro 3aco6y @®EHIKC® nanientam, ski OTPUMYIOTb CHCTEMHE JIiKyBaHHS
NPOTUIPUOKOBUMH ~ JIKAPCBKMMH ~ 3aco0aMH  a30/IbHOT  rpynu  (HampHKIaj — KETOKOHA307I0M,
ITPaKOHA30/I0M, BOPMKOHA30JI0M i mocakonasonom) abo iuriGitopamu BlJI-nporeasu (Hanpukiaz
puTOHaBipoM), He pekomenayetbest. Lli Jikapcbki 3aco0M € aKTHBHMMH iHTIGiTOpaMM OZHOYACHO
izodepmentis CYP 3A4 ta P-gp. Sk maciigok, wi nikapebki 3acofu MOXKyTh MiIBHLLYBATH
KOHLEHTpaLilo puBapokcabaHy y niasMi KpoBi 10 KJIiHI4HO 3Ha4yIOro piBHA (B CepeIHROMY y

2,6 pasa), 110 NiBULILYE PU3MK KPOBOTEYi (AMB. po3zin «B3aeMois 3 iHIIMMH JiKapCEKUMH 3ac06amMu
Ta iHIIi BUAW B3aEMOJIIi»).

HeoGxinHo 3 obepexHicTio mpu3HayaTH puBapokcabaH MalicHTaMm, AKi OJIHOYACHO 3aCTOCOBYIOTH
mikapebKi 3aco0M, 1O BNIMBAlOTL Ha remoctas, Hanpuknan HI133, ACK Ta inriGitopu arperauii
TpomOoLMTIE ab0 ceneKTUBHI iHriGiTopu 3B0poTHOrO 3axomueHHs cepotonidy (CI33C) Ta iHriGitopn
3BOPOTHOIO 3axOIUICHHA CepoToHiHYy-Hopeninedpuny (I33CH). Ilpu npusHauyeHHi narieHtam i3
PU3MKOM BHMPa3KOBOI XBOPOOW IIYHKOBO-KMLIKOBOIO TPAKTY CIiJ PO3TNAHYTH NUTaHHA MpoO
NpOBEJIEHHs BiANOBIAHOrO NpOGINaKTHYHOro JiKyBaHHA (mAuB. po3finu «B3aeMmoais 3 IHIAMH
niKapchKMMM 3ac00aMM Ta iHII BHAHM B3aeMOJii» Ta «DapmMaKosoriuHi BIaCTHBOCTIN).

IlanieHTn, AKi OTpuMyBanu puBapokcabaH Ta aHTMTPOMOOUMTApPHI JiKapchki 3aco6M, MOBHHHI
NPOJIOBXKYBATH NONEPEHBO po3Mnoyaty cynytHio Tepanito HII33 nuie B TomMy pasi, KLIO KOPUCTL Bift
HOro 3acTocyBaHHS NMepeRHLLYE PH3HK KPOBOTECY,
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[H111i haKTOpPH PUMKY POIBUTKY KPOBOTEY

Jlikapebkuii 3aci6 ®EHIKC®, sk i inmi antutpoMGoTHyni JiKapebKi 3ac00M, HE PEKOMEH/YEThCS

3aCTOCOBYBATH MpPU JIIKYBaHHI MAllicHTIB 3 MiJBHIICHAM PU3MKOM KpOBOTeHi, y TOMY YHCJi TIpH

HasgABHOCTI:

*  BpO/UKeHOT ado HabyToT MaToIorii 3ropranus Kposi;

* HEKOHTPOJIbOBAHOT TSKKOT apTepialibHOI rinepreHsii;

* {HIIOrO LITYHKOBO-KMILKOBOIO 3aXBOPIOBaHHs 0e3 BUPa30K B AKTHBHIN cTail, 1110 MOXe MOTeHLiHHO
NPU3BO/MTH 10 TEMOPAridHUX yCKiIa/HeHb (HampHKIaj, 3analbHe 3aXBOPIOBAHHSA KHILCYHHKY,
esodarit, racTput Ta ractpoesodareaibia pedmokcHa XBopoba);

* CYAMHHOI peTHHOnarii;

* OponxoekTa3sy abo JiereHeBOT KpOBOTEUi B aHAMHeE3i.

Cnin 3 obepeKHIiCTIO NpU3HAaYaTH JiKapchbkuii 3aci6 nauientam 3 NKC ta IXC/3ITA. sKi MaioTh:

* BiK = 75 pokiB Ta ogHouacHo orpumytoth ACK a6o ACK i3 KJOMNiZorpeseM 4M THKJIOMIAMHOM.
HeoGXiAHO perynspHO MPOBOIMTH OLIHKY KOPHCTI / PH3MKY TIPOBEACHOTO NIKYBaHHA Y KOKHOTO
OKpPeMoro naijieHTa;

* HU3bKY Macy Tina (< 60 kr) ta ommouacHo orpumyioth ACK a6o ACK i3 wionigorpenem um
THKJIOMIINHOM

* IXC i3 TAKKOIO CHMIITOMHOIO CEpIIEBOIO HeAOCTaTHICTIO, JlaHi 10CiIKeHHs CBiTuaTh po Te, 110
TaKi MallieHTH MOXKYTh OTPUMATH MEHIIY KOPHCTb BiJ JIIKyBaHHsi pUBapOKCABaHOM (JMB. PO3LT
«PapMakoIMHaMiKa»).

T1alicHTH 3 OHKOJIOTIYHUM 3aXBOPIOBAHHAM

TlauienTy 3i 3M0KICHUMH 3aXBOPIOBAHHAMH OJJHOYACHO MOXYTh MATH TiIBULLICHUN PH3HK KpoBOTEUI

Ta TpoMOO3y. IHAMBIAyanbHY KOPUCTH aHTHTPOMOOTHYHOrO JiKyBaHHS CiJl OLiHHTH MOPIBHAHO 3

PU3MKOM KPOBOTEY Yy MALI€HTIB 3 aKTHBHUM OHKOJIOTIYHMM 3aXBOPIOBAHHSAM, 3aI€XKHO Bill JOKasizawii

NyXJIMHH, TPOTHIYX/IMHHOT Tepamnii Ta cTazii 3axBoproBaHHs. [IyX/IMHHM, pO3TallOBaHi y IITYHKOBO-

KHIIKOBOMY TPaKTi abo ce4ocTaTeBoMy TpakTi, OyJIn 110B’13aHi 3 MiJABHILEHMM PU3UKOM KPOBOTEH| Iij

yac J1iKyBaHHs pUBapOKcabaHOM.

3acTocyBaHHs puBapokcabaHy NpPOTMIOKA3aHe MauieHTaM 31 3J0AKICHUMH HOBOYTBOPEHHSMH 3

BHCOKHM PU3HKOM KpoBOTeY (AMB. po3ain «[IpoTunokazanusy).

[ManienTy 31 IITYYHUMH KNanaHamu cepus

PuBapokcaban He cmifi 3acTocoByBaTH s TpoMOGOnpodinakTHKM mnalieHTaM, SKi HELIOJaBHO

NepeHecid TpaHCKaTeTepHy 3aminy aopranbHoro kianana (T3AK). Besmeky Ta edexruBHicTh

puBapoKkcabaHy HE BUBYA/IM Y NALliEHTIB 3i IITYYHUMHU CEpLEBMMH KlanaHaMu, TOMY BiZCYTHi AaHi, sKi

MiATBEPIKYIOTh, L0 Jlikapchkuii 3aci6 3abe3nedye T0CTATHIO aHTMKOArYJISALIIO Y Li€l rpynu nauiexTis.

He pexomennyetbes 3actocoryeatn @EHIKC® f1s nikyBaHHsS TAKMX MaLicHTIB.

[MauienTy 3 antHdochONINITHUM CHHAPOMOM

He pekoMeHayeTbesa —3acTOCyBaHHS NPAMMX  11€POPalbHUX  aHTHKOArYISAHTIB, BKIIIOYAIOYH

puBapokcabaH, nauieHTam i3 Tpom0Go30oM B aHaMHe3l 3 JiarHocToBaHMM aHTH(OCPOiNiqHUM

CHHJPOMOM. 30KpeMa, Yy MalieHTiB, AKi MalOTh MiITBEpIKEHI MO3UTHBHI pe3ynbTaTH TeCTy s Beix

TPBOX aHTH(OCHOMINi JHUX AHTHTIN (BOBYAKOBHI aHTUKOATYJIIHT, aHTUKAP/iONiMiHOBI AHTUTINA, aHTH -

Oera-2-raikonporein-l-anTutina), Tepamis NpPAMHMHM [IEPOPAILHMMM AHTHKOArYISHTAMH MOXKe

NiBUIIATHA PU3KK NOBTOPHUX TPOMOOTHYHHX SBULL NOPIBHAHO i3 TAKMMM NpH Tepanii aHTaroHicTamu

BiTaminy K.

[TanienTu 3 iHcynbTOM Ta/abo TIA B aHamHesi

Hayicumu 3 20cmpum KOPOHAPHUM CUHOPOMOM

Jlikapcekuit 3aci6 ®EHIKC® 2,5 mr nporunokasannii namicatam 3 TKC Ta incynsrom abo TIA B

aHamHesi (muB. pos3ain  «IllpotunokasanHs»). BuB4YanH MOOAMHOKI BMMAAKM —3aCTOCYBaHHS

puBapokcabany y nauientiB 3 'KC Ta incynsToMm a6o TIA B anamuesi, ajne HasiBHi 0OMexXeHi aani moao
e(heKTMBHOCTI BKa3ylOTb Ha BiJICYTHICTb [1epeBar Takoro JiKyBaHHS y BKasaHil niarpyni nauieHrie.

Hayicnmu 3 futemiunoio x6opo6o1o cepys / 3ax60pPHOGAHHIM NepuGepuynux apmepiil

[lauientu 3 imemiuno0 XBOPoGOIO cepls / 3aXBOPIOBAHHAM TepUdepHUHUX apTepii i3 reMoparidaum

abo naKyHapHUM iHCY/IBTOM B aHaMmHe3i a0o 3 IIIEMIYHMM HEJaKyHapHUM iHCYJILTOM, NMEPEHECEHHM

NPOTArOM OCTAHHLOTO MICALA, He AOCTIKYBaIuC (IUB. po3ain «I[TpoTunokasauumy).
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[TattienT nic/is HEWOAaBHO MEPEHECeHOT MpOLEypH peBacKyIspu3anii HUKHBOT KIHLLIBKM 3 NPUBOLY
cumntomHoro 3IA 3 nonepeanim incynasrom abo TIA ne pocnipkysaucs. SIKoO namiesT OTPUMYE
MOJBIAHY aHTUTPOMOOLMTAPHY Tepanilo, c/il yHHKaTH 3aCTOCYBaHHs JlikapcbKoro 3aco6y MEHIKC®,
TabNETKH, BKPUTI MIIIBKOBOIO 0B0IOHKO), 1O 2,5 M.

Helipoakcianbha (enijypaibHa / cniiHanbHa) aHecTesis abo nyHKiis

[pn neiipoakcianbHiit anecTesii (enixypanbHiii / cninanbHiii anecresii) abo BUKOHAHHI CMiHAIBHOT /
enifypanbHoi NyHKLIT iCHYe PU3HK PO3BUTKY eMifypansHOT 60 ClIMHHOMO3KOROT reMaToMH, 1110 MOXKe
NPU3BECTH 110 TPUBATIOrO YM HEOOOPOTHOIO Mapalivy y NauieHTiB, SKi 3aCTOCOBYIOTh AHTHTPOMBOTHYH]
3aco0u /11a npodinakTHki TpoMGoeMGOTIUHMX YCKIIaAHEHE.

Pusuic mux  yexnajnHens  migBMulyethcs npu  nicasonepauiiiHomy BHKOPHCTaHHI  MOCTIHHHX
eniZlypalbHUX KaTeTepis aGo CymyTHbOMY 3aCTOCYBAaHHI JliKapCchbKUX 3aco0iB, 110 BIUTHBAIOTH HA
remoctas. TpaBmaThuna abo NMOBTOpHA eniaypambHa 4M HelipoakcianbHa MYHKLIS TaKoXK MOKe
MiJBAILYBATH PU3MK BKA3aHMX yCKIaJHeHb. [lalieHTH noruuHi nepebysatu mia CMOCTEPEKEHHAM 18
BUSABJIEHHS CHMIITOMIB HEBPOJIOTIYHUX PO3/1a/liB (TAKHX AK OHIMiHHS aBo BiTuyTTs cabKoCTi y Horax,
JMCRYHKILS KHLIEYHUKY 260 ceqoBOro Mixypa). I1pu BUSBIIEHHI HEBPOJIOrYHOTO nedinuty HeobXiani
TEPMIHOBa JiarHocTHKa Ta JiKyBaHHs. JIiKap MOBMHEH OLIHUTH MOTEHUiHHY KOPHUCTB 1 PU3UK mepes
TNPOBC/ICHHAM TaKOro BTPYYaHHs Yy MAUI€HTIB, SKi 3aCTOCOBYIOTh AHTHKOArYJIAHTH aB0 FOTYIOThCS /10
3aCTOCYBaHHS aHTHKOATYJIAHTIB 3 METOK NPOodinakTHKH TpoMOO3Yy.

Bincytniit kniniunuii 10cBiA 3acTocyBaHHA puBapokcabaHy 2,5 M i AHTUTPOMOOIUTAPHUX JIKAPCHKUX
3aco0iB y TakuX cuTyauisx. Ciiji NPUMHHUTH 3aCTOCYBAHHS iHTiGiTOpa arperarii TpOMGOLMTIB 3riHO
3 IHCTPYKLI€KO [T MEAMYHOTO 3aCTOCYBAHHS BiANOBIIHOMO NiKAPCHKOrO 3ac00Y.

Jlisi 3HMKEHHS MOTEHUIHHOrO PU3MKY KpoBOTedi, acouifoBaHOl i3 OJHOYACHMM 3aCTOCYBAHHAM
puBapokcabaHy i HelipoakcianbHOI (enmiiypanbHOIO / CHiH&IBHOK) aHecTesiclo aGo MyHKLUi€lo,
HeoOXinHO Opatv 10 yBarum dapmakokiHeTwdHuii mpodinb pusapokcabany. BcraHoBnenHs abo
BUJTYYCHHSI Mli/lypaibHOro KateTepa aGo oMbasbHOT MyHKLUT HaliKpallle NPOBOAMTH, KOJIH OMiKYEThCS
CcabKui aHTUKOAryNAHTHHUI edekT puapokcabany (auB. po3in «PapMakoKiHeTHYHI BJIACTHBOCTI»).
OnHak TOYHMH Yac JOCATHEHHS JOCTAaTHBOTO 3HUIKEHHS aHTHKOATYJIAHTHOTO eeKTy B OKpPeMoro
NnalieHTa HeBiIOMHUIA.

PekoMen1allii 110710 103yBaHHS JIIKapChKOro 3aco6y /10 Ta Mic/s iHBa3MBHUX MPOLEAYD i ONePaTUBHOIO
BTpYYaHHS

Y pasi HeoOXiaHOCTI iHBa3MBHUX Tpoueyp abo XipypriyHHX BTpYHaHb NPHIAOM JTiKapCHKOro 3acoby
®EHIKC® 2,5 Mr ctil npunuHUTH AK MiHiMyMm 3a 12 romH 10 NOYaTKY BTPYYaHHA, AKIIO LE MOKITHBO,
Ta 6a3yeTbes Ha KIiHIYHOMY pillleHHi Jikaps. SIKIIO onepaTBHE BTPYYaHHS MOYXHA BiATepMiHyBaTH Ta
aHTUTPOMOOLMTAPHNH eeKT He BianoBinac HeoOXiAHOMY piBHIO, npuiiom iHriGitopie arperauii
TPOMOOLUMTIB HEOOXIAHO NPUNMHHTH BiMNOBIAHO 1O IHCTPYKUil AT MEIMYHOTO 3acTOCYBAHHS
JKapCLKOro 3aco0y. SKIIO mpolenypy He MOKHA BiJKIAaCTH, CiJl OLIHUTH MiABHIIEHHS PU3HKY
BHHUKHECHHS KPOBOTEYi 3a/€KHO BiJ| TEPMIHOBOCTI BTPYYaHHs!.

3actocysannsa nikapeskoro 3acoby ®EHIKC® notpi6Ho BinHoBMTH sKkHailBUALIE Mic/is iHBA3MBHOT
nmpoueaypu abo XipypriuHoro BTpy4aHHs, K TUIbKH JOCATHYTO aAeKBaTHOIO FeMOCTAa3y Ta AKILO HOro
3aCTOCYBAaHHA J03BOJSE KIIHIYHA CHTyallid B IIOMY, 110 BCTAHOBJIEHO JiKapeM (JIMB. pO3in
«®DapmakoKiHEeTHKaY).

lalieHTH NITHROTO BiKY

Pusuk  posBUTKY KpoBoTeu Moxe 30inpuryBaTHcs 3 BikoM (MB. posmin  «®Papmakonoriumi
BIIACTUBOCTIY).

JepMaTonoriudi peakiii

CepiiosHi wKipHi peakuii, Bkmoyaioun cunapom Crisenca—/]koHcoHa / TOKCHUHMI ertiaepMabHHMit
Hekponis Ta DRESS-cunapom (peakuis Ha nikapcbkuii 3aci6 3 eosumnodinicro Ta cucteMHUMM
CHMIITOMaMH), y 3B’A3Ky i3 3aCTOCYBAaHHAM pHBapoKcabaHy 3apeecTpoBaHO Y HichspeecTpaliiHui
nepion (auB. po3ain «llobiuni peakiuii»). Pusuk uux peakuiii y nauientip, iiMOBipHoO, € HalBHILMM Ha
TMOYaTKy Tepamnii: nosea peakuid y Oinbwocti BUmamkKiB BinGyBanaca NPOTATOM NEpPIIMX THKHIB
nikyeadns. Ilpy nmepmmX nposBax TSKKMX IUKIPHMX BHCHMNIB (HampuMKNaj, reHepanisalis,
inTeHcudikanis Ta/abo yTBOpeHHs myxupiB) abo Oyap-AKMX IHWMX O3HAKAaX TiMEPYYTIMBOCTI Yy
MOE/IHAHHI 3 YPAKEHHAM C/IM30BOI 00ONOHKH CITil IPUMHHUTH 3aCTOCYBaHHs pUBApOKcabaHy.
IndopmManis 0po AONOMIKHI PSYOBHHH
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Jlikapewkuii 3aci6 ®EHIKC® micTuts naktozy. ko Y nauieTa BCTAHOBJIEHO HEMEPEHOCHUMICTh ISAKHX
LYKPIB, CJIiJ1 TPOKOHCYILTYBATUCS 3 JliKapem, Nepil Hix npuiimMath 1eii JikapcbKMi 3aci6.

Lleii nucapCbem 3acib MicTHTB MeHIIe HiK 1 MMonb HaTpilo (23 Mr) B ojiHil TabneTii, To6To NpaKTUYHO
BIIbHMIA Bifl HATPIIO.

3acmocyeanns y nepioo eazimuocmi aéo 200yséanns zpyodio

BaritHicTs

Edexrupnicts Ta 6esneka 3actocyBanHs puBapokcabaHy BariTHUM 5KiHKAM He BCTAHOBJICH. PesynbraTi
JIOCIIIUKCHb Ha TBAPUHAX BKA3ylOTh Ha PEMPOJYKTHBHY TOKCHHHICTh (IMB. po3zin «@apmakosorivHi
BJIACTHBOCTI»). 3 OJIs/ly Ha NOTEHLi}iHY PenpoayKTUBHY TOKCHUHICTb, PU3HK KPOBOTEY Ta JaHi 010
NpPOXO/DKEHHSA pUBapokcabamy yepes MialeHTy 3acTocyBaHHs fikapebkoro 3acoby ®EHIKC® nix uac
BariTHOCTI NpoTUNoKasaHe (IUB. po3ain «[poTHnokasanHsy).

I'opyBaHHg rpyio

Edexrupuicts Ta Gesmeka 3acTocyBaHHS puBapokcaGaHy KiHKaM, sKi TOYIOTh rpyaao, He
BCTAHOB/ICHI. Y pe3y/bTaTi A0CHi/UkeHb HAa TBAPHHAX BCTAHOBJEHO, WO PUBAPOKCABGAH MPOHMKAE Y
rpyase mosoko. Bianosiano nikapeskuii 3aci6 ®EHIKC® npotunokasanuii 1o 3aCTOCYBAHHA y nepion
roaysanHs rpyamo (amB. posain «Ilpotunokasanusy»). HeoOXiaHO NMpHHHATM pilleHHS CTOCOBHO
TNPUITMHEHHSA rOJlyBaHHS TPYIIIO a60 NPUNHHEHHS / IPU3YTTHMHEHHS Tepartii.

DepTUIIBHICTL

CrnenianbHi 1OCHiKEHHS BIUTMBY pnBapOKcaGaHy Ha (QepTUIbHICTD Y JIOAMHA HE NPOBOIMIIN. Hpu
AociKeH ] GepTUILHOCTI Y caMITiB Ta caMHLb LIYPIB He GyJ0 Bifl3HAYEHO KOAHUX 3MiH (AMB. pO3.in
«DapMaKoJIOriYHi BIaCTUBOCTI).

JKiHKH 3 penpoAYKTHBHUM MOTEHIianoM / KOHTpalenLis

Kinkam 3 penponyKTHBHMM MOTeHUiaqoM CJiA 3ano0iraTd BariTHOCTI mijg uac NiKyBaHHs
puBapokcabaHoM i 3acTocoByBaTH Jlikapckkuii 3aci6 PEHIKC® nume 3 edekTHBHOIO KOHTpaneniyiero.

30amuicme ennusamu Ha weuOKicmy peaxuyii npu Kepyeanni asmompancnopmom aéo inwumu
MexXaHizmamu

Pupapokcaban nposiBiise He3HaYHMIH BIUIMB Ha 3/aTHICTh KEPYBAaTH AaBTOTPAHCNOPTOM abo iHIIMMHU
MexaHizsmamu. TloBinomnsnocs mpo Taki nobiuHi peakiii sk cuHKONanbHuii cram (Heyacto) aGo
3anaMopo4eHHs (4yacto) (AuB. po3ain «I1oGiuni peakuiin).

[lauienTam, y SKuX Bi/I3HA4alOTHCA Taki MOGi4HiI peakilii, He Il KepyBaTH TPAHCMOPTHUMH 3aco0aMH
abo npautoBaTH 3 IHITMMH MeXaHi3MaMHu.

Crocit 3acmocyeants ma 003u

Jlo3yBaHHs

PexomenoBaHa j103a 2,5 Mr 2 pa3u Ha J00y.

. Tocmpuii kKoporapHuii cuHOpoOM

MauienTy, sxi npuitmaroTe nikapeskuii 3aci6 ®EHIKC® 2,5 mr 2 pasu Ha 106y, TaKox MOBMHHI
npuiiMatn ACK y 10608ii 1031 75-100 mr un ACK y 1060Biit 103i 75-100 Mr pasoM i3 kiionigorpenem
y A000Bi# 1031 75 Mr abo 3i cTaHAAPTHOIO 1060BOIO 103010 THKJIOMIAHHY.

HeobxinHo perynspHo NpoBOJAMTH OLHKY JiKyBaHHs y KOXKHOIO OKPEMOrO MallieHTa, BPaXoBYIOUM
CIiBBIIHOILIEHHA PH3MKIB PO3BUTKY iIEMIYHMX MOPYIIEHb i KPOBOTEU. 3BaXKalo4M Ha OOMEKEHHI
JIOCBiJl 3aCTOCYBaHHs pUBapoKcabaHy MPOTAroM nepioay a0 24 MicswiB, pilleHHs MMPO TPUBANICTH
niKyBaHHs moWan 12 wmicauiB  npuiiMaeTecs B iHAMBiAyassHOMY TOpPSAAKY (AMB.  po3jin
«@apMaKoJIOTiYHi BIaCTHBOCTI).

3acTocyBanns nikapcbkoro 3aco6y ®EHIKC® cnig posnounnaty oapasy micns craGimizauii cramy,
nos’s3anoro 3 'KC (Bknrovaroun pepacKy/spusauiiini npoueaypu). JlikyeaHHs JiKapchbKuM 3aco6oM
®EHIKC® cniip posnounsaty He panilme Hixk yepes 24 rojunu nicns rocritanizanii, Togi K Tepaniio
napeHTepalbHUMU aHTHKOArYJITHTAMH 3a3BHYail NPUITUHAIOTh,

o Twemiuna xeopoba cepysa / 3axeoproeanns nepughepunnux apmepii
IMauienTn, ski npuiimMarots nikapeskuii 3aci6 ®EHIKC® 2.5 mr 2 pasu Ha 106y, Tako NOBHHHI
npuitmatt ACK y no6osiit 103i 75-100 mr.
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Y nauieHtie nicas ycnimHoi npouemypu peBacKynspu3alii HHKHBOT KiHUIBKH (xipypriunoi a6o
CH/I0BACKYIAPHOI, BKIIIOYar04H TiOpUAHI MporeaypH) 3 NpUBOLY CHMOTOMHOTO 3TTA NiKYBaHHSA HE Cllijl
PO3MOYMHATH A0 IOCATHEHHS remMocTasy (AMB. po3ain «DapMakoioriuni BIaCTHBOCTI).
TpuBanicts nikyBaHHs CJlill BUZHAYATH JUIS KOKHONO OKPEMOTO MAL{i€HTa Ha OCHOBI PeryasipHoi OLiHKH
CTany. Gepyun 10 YBaru CriBBiAHOEHHS PU3UKIB PO3BUTKY ilIEMiYHHX NOPYLIEHD i KpOBOTEY.
© I'KC, IXC/3114
Oonoyvacre 3ACmOocy8aHisl 3 anmuaepezanmHon HIEPGHI'EIO
Y nauieHTiB i3 rocTpuM TpoMOOTHYHHM SBUILEM aB0 TiCHs CyIMHHOT MpoLeaypH NpH HEOOXigHOCTI
MPOBEACHHS MOJBIMHOI aHTHArperaHTHOI Tepanii MpoIoBXKEHHS 3aCTOCYBaHHS J1IKapChKOTO 3acofy
®EHIKC® 2.5 Mr 2 pasu na 1100y cnijt OLiHIOBATH 3 ypaxyBaHHAM XapakTepy SBHLUA YK NpoLeaypH Ta
PEeXUMY aHTHArperaHTHOT Tepartii.
EdexrusHicts Ta Gesneka 3acTocyBaHHs Jikapchkoro 3aco6y ®EHIKC® 2,5 mr 2 pasu Ha noly y
KoMOiHaLi 3 NO/BiHHOIO AHTHArPEraHTHOIO TEPANiEl0 BUBYAINCA Y NALIEHTIB:
* 3 HemozasHo nepeHeceHuM ['KC — y xombinanii 3 ACK Tta knonigorpenem / THKIOMI AHHOM
(muB. posain «Ilokazanusay);
® ICIs HENOJABHO MEPEeHECeHOT MPOLEAYPH PeBACKYIAPH3aLil HIDKHBOT KIHIIBKU 3 MPUBOOY
cumnTomHoro 3IIA — y kom6inauii 3 ACK Ta, siKio Gyno A0UiNBEHO, KOPOTKOCTPOKOBMM
3aCTOCYBaHHAM  Kiomimorpemo  (muB.  po3ain  «OcoGaAMBOCTI  3acTOCYBaHHS»  Ta
«PapMaKonoriyHi BJIacTHBOCTIY).

IIponyck nputiomy madiemxu

Y pasi nponycky npuifomy TabneTKM NailieHTy ci MPUHHATH HACTYMHY N03Y JiKAapchbKOro 3acoby
®EHIKC® BignopinHo 10 3Buuaiinoro rpadiky npuiiomy. He cnix npuiimaru noasiiiny 103y 3 MeTor0
KOMIEHcallil NpoIyILeHol T03H.

Hepexio 3 anmazonicmie eimaminy K (ABK) na ®EHIKC®

IMpu nepexoxi nauientis 3 ABK na ®EHIKC® nicis npuitomy nikapcskoro 3acoby ®EHIKC® 3nauenus
MHB moxyTs Gyt Xu6no niaguieni. MHB He € BaliioBAHUM METOIOM OLIHKH aHTHKOATY/ISHTHOT
aKTMBHOCTI Jikapcekoro 3acofy ®EHIKC®, Tomy He cuig iioro BHKOPUCTOBYBATH (JTUB. PO3ILN
«BzaeMois 3 HIIMMHU NiKapcbKMMU 3aco0aMut Ta iHIi BHIH B3acMOiii»).

Iepexio 3 nikapcvkozo 3acoby PEHIKC® na anmazonicmu simaminy K (ABK)

IcHye pH3HK HeJOCTATHLOTO PiBHA AHTUKOATYIALIT MPH Nepexoi 3 nikapeskoro 3acofy GEHIKC® na
ABK. fIk i nip yac Oyap-sKoro mnepexoly Ha aJbTePHATHBHHH aHTHKOAryJISHT, Y LbOMY BHIAKY
notpibHo 3abesneuuTH OGesnepepBHY ajeKBaTHY aHTHKoaryiauito. Cil BpaXxoByBaTH, 1O Ha Tii
3acTocyBaHH: Jikapebkoro 3acoby ®EHIKC® moxnuBe nifsuienss 3navenns MHB.

Y pasi nepexony 3 nikapcbkoro 3acoby ®EHIKC® na aurarouict sitaminy K ABK ciin npuiMaTi
oanouacHo 3 @EHIKC®, noku nokazuuk MHB He Oyae craHoBUTH > 2,0. YIIPOAOBK NEpLIMX JBOX JHIB
nepiofly mepexojy MO)KHAa 3acTOCOBYBAaTH cTaHzapTHe nozyeanns ABK. Jlani mosyeanns ABK
KOPHUIYEThCs 3aJlesHO Bia 3Ha4eHHs MHB. Ioku narient oaHouacHo 3actocosye ®EHIKC® i ABK,
MHB cnig BusHavaTH He paHiule HiK yepe3 24 rOAMHHM Micis NpUitoMy OCTaHHBOT 03H JiKapehKOro
saco0y ®EHIKC®, ane nepen npuiioMoM HacTymHO! miKapehKoro 3acoby ®EHIKC®. Ticns
MPUMKMHEHHS 3aCTOCYBaHHA Jikapebkoro 3acofy ®EHIKC® MHB MokHa IOCTOBIpHO BH3HauaT
LIOHaWMEHILe Yepes 24 roJJMHM Micis NpUioMy OCTaHHBOI 1031 Nikapekkoro 3acoby ®EHIKC® (nue.
po3zninu «Bzaemoais 3 iHIWIMMM NTiKapchKMMH 3acoGaMu Ta i BUAM B3aeMoii», «Dapmakonoridmi
BJIACTUBOCTI»).

Iepexio 3 napenmepansnux anmuxoazyranmie na @EHIKC®

[lauienTd, sKi OTPUMYBAaNMM NapeHTEpalbHi  AHTHKOATYISHTH, NPUIMHAIOTE 3aCTOCYBaHHA
aHTUKOAryJIHTY Ta IIOYMHAIOTE MPHIOM Jlikapeskoro 3acoby ®EHIKC® 3a 0-2 roguuu 10 HACTYMHOro
IJJaHOBOTrO BBEJ/ICHHS MApeHTEPaJbHOr0 JIKapchKoro 3acoly (HampHKIaa HU3bKOMOJEKYISPHOIO
renaputy) abo ojpasy Nicls NPUINMHEHHS 3aCTOCYBAHHS JiKapchKOro 3aco0y /s TPUBAIOro
MapeHTepalbHOro BBEJEHHs (Hanpukial HedpakUiOHOBAHOTO TEMapuHy Ui BHYTPILIHLOBEHHOTO
BBEICHHS).

Iepexio 3 nixapcvrozo 3acoby PEHIKC® na napenmepansui anmuroazynsnmu

[lepury 103y nmapeHTepanbHOrO aHTHKOAryMSIHTY BBECTH TOJi, KOJM NOTpiGHO Gy/10 3aCTOCOBYBAaTH
HACTYIIHY 03y JikapceKoro 3aco0y ®EHIKCY,
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3acmocysaniis 0CoOIUBUM KAMe2OPISM RAUICHMIE

Hayicumu 3 nopywennam @ynryii nupox

Hasigni oOmesxeni Kainiuni JaHi CTOCOBHO MallieHTiB 3 HUPKOBOIO HENOCTATHICTIO THKKOIO CTyneHs 3
KIipeHCcOM KpeaTuHiny 15-29 M1/XB BKa3yioTh HA 3HAYHE MiABHIIEHHS KOHLEHTpauii pusapokcabaHy y
niasMi KpoBi IMX nauienTie. 3pakaiouu Ha 1e, npu nikyBaHHi Takux nauientie ®EHIKC® cain
3aCTOCOBYBATH 3 0OEPEIKHICTIO.

3acToCyBaHHs JiKapehKOro 3acoy HE peKOMEHYEThCS NalieHTaM i3 KJIIPEHCOM KpeaTHHIHY MeHIle
IS5 Mn/xB (auB. posainn «OcobaMBOCTI 3aCTOCYBAHHSY i «DapMaKkoKiHeTHKay).

[Ipu npusHaueHHi nauieHTaM 3 HUPKOBOKO HEIOCTATHICTIO IEFKOTo (knipeHc kpeatuHiny 50-80 mMa/xB)
ado cepennboro (kaipeHe kpearuiny 3049 MII/XB) CTYNEHs THKKOCTI KOpeKLUis 1034 He noTpifHa
(muB. posain «DapmaKkoKiHeTHKay).

Hayienmu 3 nopywennam yuxyii nevinku

Jlikapcekuit 3aci6  ®EHIKC® nportunokazannii naricuram i3 3aXBOPIOBAHHAMH TICUIHKM, 110
acOLIIOOTBES 3 KOAry/IONaTielo Ta KIiHIYHO 3Ha4YIUM PU3MKOM KPOBOTEUI, Y TOMY YHCITi TTALliEHTaM 3
Lupo3oM nedinkyk kiacy B ta C 3a knacudikauiero Yaitnga—IT'io (aue. posainm «I[TpoTunokazanusy,
«@apMaKOKiHETHKaY ).

Hayicumu nimmvoeo eixy

Kopekuis 1031 He noTpibHa (1uB. posainu «OcobaMBOCTI 3acTOCYBaHHA» Ta «M@apMaKoKiHEeTHKa).
Pu3KK po3BUTKY KpOoBOTEY 30ibIIYETBCS 3 BiKOM (IMB. po3in «OcoGnuBocTi 3aCTOCYBaHHS).

Maca mina

Kopexuis 1031 He notpiGua (aue. posainu «OcobnuBocti 3acTocyBanHs» Ta «DapMaKoKiHETHKAY ).
Cmameo

Kopexis no3u ne notpibHa (aus. posain «@apmakoKiHeTHKa).

Ieoiampuuna nonynayis

besneka ta edexTupHicTh TabneTok puapokcabany 2,5 Mr st jiteil BikoM Big 0 m0 18 POKIB He
BcTaHoBJeH . Jlani BincyTHi. Tomy tabnerkn ®EHIKC® 2.5 mr ue PEKOMEHIYIOTBLCS [Ulsl 3aCTOCYBAHHSA
AiTAM Bikom J0 18 pokiB.

Cnoci6 3acTocyBaHHA

JL1st nepopanbHOro 3acTOCYBaHHS.

Jlikapcokuii 3aci6 ®EHIKC® mokHa npuiiMaTé He3ale)HO Bil BKMBaHHS TKi (muB. pozainu
«B3aemopist 3 iHIIKMH J1iKapcbKMMH 3aco00aMy Ta iHLIT BUaM B3aeMomiiy i «DapMaKoKiHeTHKaY).
Hoopionenus mabiemxu

JLnist marienTie, AKMM CK1aJHO KOBTATH 1ini TabneTku, TabueTKy jdikapchkoro 3acoby ®EHIKC® moskna
MOAPIGHMTH Ta 3MiluaTH 3 Bomolo abo sO6IyYHHM mMope Oe3MmocepeHbO MHepen nepopajbHUM
3aCTOCYBAHHSIM.

IloapiGHeHi TabneTkn MOXKHa BBOJMTH 4Yepe3 Ha3oracTpaibHuii abo WITYHKOBHH 30HI (IMB. po3JiN
«PapmakokineTuka» Ta «OcobnuBi 3axoau 6e3nek»).

Himu

EdekrusnicTs Ta 6e3nexy 3acTocyBaHHs puBapokcabany, TabIeTKH, BKPHTI I1iBKOBOIO 060IOHKO0, 10
2,5 Mr fiiTam He BUBYaiH. Jlaui 3 boro NpUBOLY BiACyTHI. TOMY He PeKOMEHIYEThCS 3aCTOCOBYBATH
GEHIKC®, tabnetkn, BKPHTI IUTIBKOBOK 000I0HKOIO, IO 2,5 MI' JiTSM.

Ilepedosysanns

3agikcoBani NooJMHOKI BUNAaKK mepenos3yBaHHs 10 1960 mr. V pasi nepenosyBaHHs nauieHTta ciin
peTebHO OrJIIHYTH IIOAO TaKWX YCKIaJHEHb AK KpoBoTewa abo iHIMX MoGIUHMX peakuil (auB.
«JlikyBaHHsL KpOBOTEU» HMKue). BHacnizok obmexeHoi abcopOuii npu BBeneHHi puBapokcabaHy y
703ax, M0 3HAYHO MEPEBHLILYIOTH TepaneBTHYHI (50 Mr abo Buile), O4iKyeThes edeKT HacHueHHs 6e3
MOAANBIIOrO 3pOCTaHHs CEPEAHLOrO PIBHS Y Mia3Mi KPOBi.

Hasiguuii cneuudiunmit HelTpanisyrounii 3aci6 (annekcaner anbda), SKMH npoTHic papMakoaoriyHUM
e(hexram pupapokcabany (IMB. KOPOTKY XapaKTePHCTHKY NiKapchKoro 3acoly anaexcaset anbda). [pu
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NEPEO3yBaHHI /Il 3MCHIIEHHS BCMOKTYBaHHs pHBAapoKcabaHy MOKHA 3aCTOCOBYBATH aKTHBOBAHE
BYTLJLIS.

JlikyBaHHS KpPOBOTEY

Ilpy BUHMKHEHH] y nauieHTa, Kl OTpUMYye pHBapoKcaGaH, YCKJIaZHEHb Y BHUIIAI KPOBOTEUi Cllif
BIJKJIACTH MPUHOM HACTYMHOT 1031 prBapokcabany abo MPHITMHUTH NKYBaHHsl 3aJI€KHO BiJ CHTYaLii.
Ilepion HanieeuBeieHHs puBapokcabaHy CTaHOBHTH NpuOIW3HO 5-13  roauu (auB. pozain
«@DapmakokineTukay). JliKyBaHHsA C/lil NpU3HAYaTH iHAMBILYaTbHO, 3a€XKHO Bif iHTEHCHBHOCTI Ta
nokanizauii KpoBoTeui. Y pasi moTpeGM MOKHA MPOBECTH HANEKHE CUMITOMATHYHE JKYBaHHS,
HanpuKIan MEXaHi4Hy KOMIIPECiO NpH iHTEHCHBHIMl KpoBoTewi 3 Hoca, Xipypriunuii remocras 3
NMPOLEXYPaMU KOHTPOIIO KPOBOTEYi, Bi/IHOB/IEHHA BOIHO-ENICKTPOJIITHOrO Gajancy i reMoamHaMiuny
MATPUMKY, NEpeNMBaHHs Tperapatie KpoBi (epUTPOIMTAPHOT MacK um CBIKO3aMOPOIKEHOT MJIa3Mu
3aIeKHO BiJ acouioBaHoi aHemii aGo koarymonarii) abo TpoMGoLUTIE.

Ao micsist 3aCTOCYBaHHs 3a3HAYEHHX BHUILE 3aX0/1iB KPOBOTEYA HE MPUITHHUIACK, CI1i PO3TIASHYTH
MOKIHMBICTE 3aCTOCYBaHHs creUMpiYHOro HeHTpaizyro4oro 3acoby (anaexcanety ansga), inribiTopa
(akropa Xa, saxuit mporupic dapmakonoriunum edexram puBapokcabany, aG0 creniaabHHUX
MPOKOAryJISSHTHUX JIIKAPChKUX 3ac00iB, TAKHX AK KOHLEHTpPAT NPOTPOMOIHOBOTO kommekcy (PCC),
KOHLEHTPAT aKTHBOBAHOIo NpoTpoMGinoBoro kommnexkcy (APCC) abo pekomGinautuuii dakrop Vila
(rf VIa).

[IpoTe xiniuHMA J0CBIA 3aCTOCYBaHHS LMX MKAPCHKMX 3acoGiB MpM Mepeno3yBaHH] pUBapoKcabaHy
obmexennii. Pexomengauii Takox 6asyloThes Ha OOMeXeHHX AOKTIHIYHMX fMaHuX. Piluends npo
KOpeKUiio 1031 pekombinaHTHOro dakropa VIla ta TuTpyBaHHS MpHiMAIOTH 3 OrjsiAy Ha CTYMiHb
KOHTPOJIIO Ha/l KPOBOTEUCHO. Y pasi MaCHBHUX KPOBOTEY CIIijl PO3TJISHYTH MHTAHHS PO KOHCYJIBTALIO
remMaTosiora 3aaexHo Bij cutyauii (14B. po3ain «PapmMakoI0riuHi BAacTHBOCTIY).

[Iporaminy cynbdar i sitamin K He NOBHMHHI BIUIMBATM Ha AHTHKOAryNSHTHY AKTHBHICTH
puBapokcabany. HasBuuii oOmexeHuii 10CBiN 3acTOCYBaHHS TPaHEKCAMOBOT KMCIOTHM Ta BiACYTHI
JIOCBIJl  3aCTOCYBAHHS aMiHOKANPOHOBOT KHCIOTH | anpOTHHIHY mMallieHTaM, SKi OTPHMYIOTb

puBapokcaban. Haykosoro oOrpyHTyBaHHs HOLIIBHOCTI ab0 HOCBiay 3acTOCYBAaHHS CHCTEMHOTO
FeMOCTATHYHOTO JIIKapChbKOro 3acoly JEeCMONMpPECHHY [/ YCYHEHHs CHMITOMIB TNepeo3yBaHHS
puBapokcabaHy Hemae. 3 OrIsly Ha BHCOKE 3B’SI3yBaHHA 3 GiIkaMu NaasMu KpoBi odikyerbcs, w10
pUBapoKcabaH He BUBOOUTUMETBLCS 3 OPraHi3My LIISAXOM Jianizy.

Iobdiuni peaxuii

VY3araneHenuit npodins Ge3nexu

besneky puBapokcabany usuanu y 13 knrodosux gocnimkennsx I gasu (qus. Tabauio 8).

3aranom 69608 nopocnux nauieHTiB y aep’sTHaausTH gocaimkenHax dasu 111 a 488 nemiaTpuunnx
mauieHTis y aBoX jocnipkeHHax ¢asu I i mBox nocnmimkenusx dasu Il 3a3Hanu BIIMBY
puBapokcabaHy.

Tabnuus 8
KinbkicTe mauienTie, 3aranbHa 1000Ba /1032 Ta MaKCUMabHA TPMBATICTH JIKyBAaHHS JOPOCIMX Ta
neiaTpUYHKX NalieHTiB npoTsaroM nociimkens 111 asu

ITokazaHus Kinekicte 3aranbHa Jo60Ba 03a MaxkcumanbHa
nauieHTiB* TPUBATICTh
JKYBaHHS
[Tpodinaktuka BeHO3HOT 6097 10 mr 39 nHie

Tpomboembonii (BTE) y nopocinux
NaLieHTIB, SKUM IPOBOJATE
OlepaTUBHI BTPYYaHHS 3
SHJI0NPOTE3yBaHHS KYJIBIIOBOIO
a0o KOJIIHHOr O cyryiobiB

Ilpodinaktiuka BTE y comatHuHux 3997 10 mr 39 nuiB
NalLlieHTIB

JlikyBaHHA TpoMOO3yY ITHOOKHX 6790 1-21 nens: 30 mr 21 Micaup
BeH (TI'B), tpomGoemGonii 22 neHb i aani: 20 mr
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nerenesoi aprepii (TEJIA) ta [Ticnsa wonaiimMenwe 6 Micaig:

npo(ilaKTHKA PeLHANBY 10 mr abo 20 mr

JlixyBanust BTE Ta npodinaktuka 329 Jlo3a, ckopuroBaHa 3a Macoro 12 micsamir
peunaueie BTE y nonomennx Tilla, A1 JOCSITHEHHS TaKoT 3K
HOBOHAPOKEHHUX Ta JIiTeH (BiKOM eKCNO3MLII, AK 1y 10pOCIuX,

Jo 18 pokiB) nicnst moyartky Kl oTpuMyBaiu 20 mMr

CTaHJAPTHOT AHTMKOAT YIS HTHOT pueapokcabany 1 pa3 Ha 100y

Teparnii ais nikyeanss TI'B

[Ipodinaxtuka iHcybTY Ta 7750 20 mMr 41 Micsup
cueTeMHOT eMbouii y topociux

MalicHTIB 3 HEKNANTaHHOI

Gibpunsuiero nepencepanb

IIpodinaktuka 10225 5 mr abo 10 mr BignosigHo 31 micsaup
arepoTpOMOOTHYHUX SBHIL ¥ onHouvacHo 3 ACK abo 3 ACK

NaLieHTiB Micas nepeHeceHoro Ta KJIOMIIOrpeieM 4u

I'KC THUKJI0NIAMHOM

[TpodinakTuka 18244 5 Mr ogHouacHo 3 ACK abo 47 micsauis
arepoTpoMOOTHUHMX  SIBMLL Y 10 mr

narienTis 3 IXC/3ITA 3256%* 5 Mr ogHovacHo 3 ACK 42 micsui

*IMauicnru, Ski 0TpUMAaNy NpUHaHMHI 0IHY 1103y pHBapokcabany.
**3 nocnimxenns VOYAGER PAD.

Haiiyactiwe y nauienTiB, ski oTpumyeanu puBapokcaGad, Bia3Hauanu Taki moGiumi peaxuii sk
KpoBOTeUi (1B, po3ain «Oco6aMBOCTI 3aCTOCYBaHHSY Ta HABEACHHIT HIDKYE Miipos i «Onuc oKpeMux
noOivHUX peakwii») (aus. Tabmuigo 9). Haiiuactimmumu Gynn MoBioMeHHs PO HOCOBI KpoBoTeui
(4,5 %) Ta KpoBOTEYi LITYHKOBO-KHIIKOBOro Tpakty (3,8 %).

Tabnuus 9
YactoTa po3BMTKY KpoBOTeu® Ta aHeMil y MalieHTIB, AKi OTpUMYyBalu pHBAapoKcabaH MPOTArOM
3asepiueHnx jocnikeds 111 gaszu 3 yyacTio fopociux Ta neiaTpuuHmuX NalieHTiB

IlokasaHHs byne-sika kpoBoTeya Anewmig
IIpoginaktuka BeHozHoi Tpomboembonii (BTE) y | 6,8 % nauientis 5,9 % nauieHTi
JIOpPOCIUX MaLi€cHTIB, AKHUM MPOBOJATH

OTepaTUBHI BTPYYaHHS 3 €HJONpPOTE3YBaHHS
KYy/IbLOBOro abo KOJMIHHOTO CyriobiB
Ilpodinaktuka BeHosuoi TpombBoembonii y
COMAaTHYHMX MNAalliCHTIB

Jlixypanua TI'B, TEJIA Ta npodinakruka
pEeLUIUBY

Jlikysanus BTE Tta mpodinaktika peumiusis
BTE y noHOWEHHX HOBOHAPOMKEHUX Ta MiTeid
(Bikom 10 18 poKiR) Mic/s MoOYaTKy CTaHAApPTHOT
AHTUKOAryJasiHTHOT Tepanii

12,6 % nanieHTiB 2,1 % nauicuTiB

23 % mawieHTiB 1,6 % narieHTiB

39,5 % naiieHTiB 4,6 % nauieHTiB

[TpodinakThka iHCynbTy Ta cucTeMHol emGonii y | 28 Ha 100 | 2,5 Ha 100
JIOPOCTUX MALIIEHTIB 3 HEKJIaNaHHOK Nali€HTOPOKIB NaLieHTOPOKIB
¢idpunsLicto nepeacepab
[Tpodinakrhka aTepoTpOMOOTHUHMX ABHILL Y 22 Ha 100 | 1,4 Ha 100
nauieHTis nicnus nepereceHoro 'KC NalieHTOPOKIB Nali€HTOPOKIB
[Tpodinaktuka areporpoMOOTHUHMX sBMIL Y | 6,7 Ha 100 0,15 Ha 100
nauicuris 3 IXC/3ITA NalicHTOPOKiB nauieHTopokip**
8,38 na 100 0,74 na 100
nauicHTopoKis” nauieHTopoKip***”

* Jins Beix ocipieHs puBapokcabaHy Bei ABHIIA KpPoBOTeY 3i6pani, mosizomieni Ta po3risaHyTi.
** Y nocninxenni COMPASS uwactoTa anemil Gy1a HH3bLKOI0 IPH BHKOPHCTAHH] BHEGIpKoBOTO Miax0Ly 10 360py indopmauii
npo noGiuni seMIIa,
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**#*ByB 3acTocoBanuil BHOIPKOBHI MiXil 10 360y HebakaHux SBHIIL
3 nocaimkenns VOYAGER PAD.

Huoxue y tabanui 10 HaBeneHo noGiuni peakuii, 1o BUHHKANM NpH 3aCTOCYBaHHI pUBapokcadaHy y
JIOPOCIIMX Ta NefiaTpuuHuX nauieHTiB. [1oGiuni peakuii posmoxineni 3a knacamu cuctem oprasis
(MedDRA) ta yactotoro. UactoTa nobiunmx peakiiiii BU3HAYAETHCA TAKMM YHHOM: IyKe vacti (= 1/10);
yacti (= 1/100 — <1/10); mevacri (= 1/1000 — <1/100); nooamusoki (= 1/10000 — < 1/1000); piakicHi
(< 1/10000); yactoTa HeBifoMa (He MOske GYTH BCTAHOBIIEHA, 3a HAABHUMM JAHUMM).

Tabmung 10
Yci nodivHi peakui, o Bif3Hauyanues y 0pocanX NalienTiB, aki Gpanu yaacTs ¥ JOCTi IKEHHIX
I pasu, aGo y micnapeecrpaniiinmii nepion* Ta y negiaTpu4HUX NALiEHTIB y JBOX AOC/IKEHHSX thasu
I Ta gBoX jnocunimkeHHsax dazu 111

Yacri Heuacri IToopunoxi PinkicHi YacroTa
HeBioMa
Hopywenns 3 6oxy kposoHocHoi ma nimpamuynoi cucmem
AHeMmis TpombGouuTo3s
(BKJIIOYAKOYH (BKJII0YaI0UH
BiAMORBiHI 30ibIIEHHS KiTbKOCTI
nabopaTopHi TPOMGOLKUTIR)™,
napameTpH) TPOMOOLIMTONEHIs
Ilopywienns 3 60Ky iMyHHOI cucmemu
AnepriyHa peakuis, Amnadinaktuusi
allepriyHuii peaxitit,
JepMaTHT, BKJIIOHAKOYH
AHTIOHEBPOTHYHHIT Ta aHainakTHYHUH
anepriuduii Habpsk LIOK

Posnaodu 3 6oxy nepsoeoi cucmemu

3anamopoueHHs, | Mo3skogi Ta
rOJOBHHI 0iNb BHYTpilUHbOYEpEnHi
KPOBOBHJIUBH,
CUHKONAaNLHUH cTaH

llopywennis 3 60Ky opaanie 30py

OuHuid
KPOBOBUIIHE
(BKIHOUAIOUH
KPOBOBUIIUB Y
KOH FOHKTHBY)

Cepyesi nopyutenns

| Taxikapuis

Cyounni nopyutenns

AprepianbHa
rinoTeHsis,
reMaroma

Pecnipamopni posnadu, namonozis opeanie cepedocminis ma pyonoi Kiimxu

Hocora EozunodineHa
KpOBOTEYA, MTHEBMOH s
KpOBOXapKaHHS

Po3znaou 3 60Ky wiiyHK08O-KUUIKOGO20 MPAKNTY

KpoBoreui 3 Cyxictb y poTi
SCeH, ITYHKOBO-
KHMILKOBI
KpoBOTEYi
(BKJIOYAIOYUH
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pEKTAIIbHY
KpoBoTeuy), 6inb
y HITYHKOBO-
KUIIIKOBOMY
TpaxTi Ta B
JUAHIL YKMBOTA,
JIHcCIencis,
Hyz0Ta, 3anop?,
niapes,
6moBaHHs”

lenamobiniapui no

VUleHHs

[TinBuieHHs
piBHs
TpaHcaMiHa3z

[Neuvinkopa
HEJIOCTATHICTE,

M1 ABUILEHHS piBHA
Oinipy6iny,

i IBMILEHHS
AKTUBHOCTI JIy>KHOT
docdarazu kposi®,

JKoBTsaHuug,
MiABULIEHHS PiBHS
KOH KOTOBAHOI0
Oinipy6iny (3
OTHOYACHHM

N ABUILICHHSIM
aktupHocti AJIT

i ABULLIEHHS abo Ge3),

aKTHBHOCTi raMma- XO0JlecTa3s, renaTur

riayramintpancdepasu | (BKIOYaO4YH

(ITT) renarouenoaapHe

YpasKeHHs)

Posnadu 3 6oxy wkipu i niowkipHoi mxanunu
Crepbix Kponug’siHka Cunyipom
(BKmOYaroun CriBeHca—
HEYacTi BUMAIKH Il:xoHcoHa /
reHepasizoBaHoOro TOKCUYHUIH
cBepOeKy), eniiepmManbHui
BHUCHITIAHHI, HEKPOJIi3,
eKXiMo3, DRESS-
IIKipHU#H Ta CHUHIPOM
MiANIKi pHA#
KPOBOBHJIIMBH
Ilopyuenns 3 GoKy onopHo-pyxo6020 anapamy, CROAYYHOT I KICMKo60§ mKaHuHU

Binb y kinuiekax® | [emapTpos KpoBoBunusu y Komnaprment-
M’ 534 CHHIPOM
BHACHIIOK
KpOBOTEYI
Poznadu 3 60Ky HUpox i ceuosugioHux uLisaxie
YporeHiTansHi Hupkogra
KpOBOTEYi HEJOCTATHICTD /
(BKJTFOUAKOUYH rocTpa HUPKOBA
reMaTypito i HEeIOCTATHICTh
MEHopaFi]-OB), BHACJII0K
MOPYLIEHHS KpOBOTeUi, 110
dhyHKLIT HUPOK CHpPHYMHMIIA
(BKITFOHAKOYH rinonepdysito,
i IBULLICHHS aHTHKOAryasiHTHa
piBHSI KpeaTHHIHY Hedponaris

B KPOBI,
MiABUIIEHHS
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PiBHS CEYOBMHU B

KpOBi)

Cucmemni nopyuennusi

Tapsuka®, [Torane camonouyrrs | JlokanizoBanuii
nepudepuuHuii (BKJIOUAOYH Habpak’

HaOpsK, 3aranbHe | He3Jy)KaHHs)
NOTipLIeHHS
CaMOIOYyTT# Ta
3HHIKEHHS
aKTUBHOCTI
(BKJTFOYAKOYH
BTOMJIKOBaHICTh
Ta acTeHil)

Pesynomamu ananizie

[TinBHIICHHS piBHSA
JaKTaTAeriiporeHasu
(JIJID)A, nigeuieHHs
piBHA ninazu®,
MiBULLIEHHS PiBHSA

aminazu®
Tpasmu, ompyenns, npoyedypii YCkIaoHeHHs
[Toctnpouenypua Cynunna
KpOROTEYA nceBIoaneBpusMa’
(BKMIOYAKOYH
nicasonepauiiny
aHeMiio Ta

KpOBOTEYY 3 paH),
CHHLIi, cexkpeLis 3
panu®

A Criocrepiranues niz vac npodinaktiku BTE y 1opociux nauieHTiB, SKHM NPOBOAHIOCS TIAHOBE OnepaTHBHE BTPYYaHHs
3 €H0NPOTE3yBAHHA KyJIbLIOBOTr0 abo KoMiHHOTO Ccyriiobis.

B Cnocrepiranues nia yac nixysanns TI'B, TEJIA Ta npodinakTiky pelHInBiB 1yke 4acTo y KiHOK BikoM < 55 POKiB.

€ Bu3nauanues sK HEwacTi MPH NMPOBeAeHH] NPOdiNaKTHKH aTepoTPOMBOTHURHX SBHIY Y NAL€HTIB, SKi nepenecin T'KC
(micas nepKyTaHHOTO KOpoHapHoro Brpyuanns (ITKB)).

* Byno 3actocosano 3asnaieriip BM3HaueHnH BuOipkoBuit maxin no 36opy iHdopmauii npo noGiuni peakuil B okpeMux
nociigxennax dasu 111, Yacrora nobiunux peaxuiil ne 36inbiuunack i e 6yno ineHTHdikoBaHO HOBMX MOOIYHMX peakwii
niciis aHami3y WHX JOCTiIKEHb.,

Onuc okpeMux noOiYHUX peakilii

3 orany Ha (apmakosoridHuii MexaHism il puBapokcaGaHy, 3aCTOCYBaHHs JIIKAPCHKOro 3acofy
OEHIKC® moxe acouiloBaTHCs 3 MiBULIEHAM PU3MKOM BHHUKHEHHS BHYTPILUHBOI aGo BigKpuTOl
KpoBoTeui B OyAb-KHX TKaHMHAX Ta OpraHax, IO MOXE MPU3BOAMTH IO MOCTTEMOpariyHoi aHemil.
CuMnTOMM Ta CTYNiHb TSDKKOCTI (BKJIKOYAIOUM JIeTajdbHi HACHiJKH) 3ajleXkaTh BiJ JioKanizauii Ta
BUPAXKEHOCTI KpoBoTeui Ta/abo aneMil (uB. po3nin «[lepenosyeanns. JlikyBanHs kpoeoTeuy). V xozi
KJIHIYHMX JOCTi7KEHb KPOBOTEU 31 CIM30BUX 0D0IOHOK (HANPHKIIA[ HOCOBI KPOBOTEYi, KpOBOTEYi 3
ACEH, ITYHKOBO-KHIIKOBI KpPOBOTEYi, KPOBOTEHYi 3 OpraHiB Ce4oCTAaTeBOI CHCTEMH, BKIKOYAIOYH
aHOMaJlbHY BariHajbHY KpOBOTedy ab0 MOCHJIEHHS MEHCTPYalbHOI KPOBOTEYi) Ta aHEMis BHHMKAIH
yacTilmie NpH JOBrOTPUBAJIOMY JiKyBaHHI puBapokcabaHOM, HiXK TNpM JiKYBaHHI aHTaroHicTaMu
BiTaminy K. 3Bakarouu Ha 1€, OKpiM HaIEKHOrO KJIIHIYHOTO Haryisay, y BiAMOBIZHMX BUMagKax
JOUIBHO NPOBOAMTH 1a00paTOpHUN KOHTPOJIL MOKA3HUKIB reMorjao0iHy / reMaTOKpHUTY 3 METOKO
BHAB/JACHHA NPUXOBAHMX KPOBOTEY i BM3HAYEHHS KJiHIYHOI 3HA4YYHIOCTI SBHUX KpoBOTed. PH3HK
BUHUKHEHHS KpOBOTedi Moke OyTH BHIUMM Y TMEBHUX TPYN Mali€HTIB, HAMPUKIAJ y MalieHTIB 3
HEKOHTPOJILOBAHOK TSKKOK apTepiabHOI TinmepTeHsiero i/abo y mauieHTiB, sKi OJHOYACHO
NPUAMaIOTh JIiIKapchbKUi 3acib, AKMi BnMBaE Ha reMocTas (IuB. po3ain «Oco6aMBOCTI 3aCTOCYBAHHS.
Pusuk pozBuTKY KpoBoTEeU»), MOKIHBE 301IBIICHHA IHTEHCHBHOCTI Ta/ab0 TPHBAIOCTI MEHCTPYaIbHHX
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KpoBoTeH. [IposBaMu remMoparivHiX yCKIa/HEHb MOKYTh OYTH CIAOKiCTh, OaizicTe, 3anamMopouenHs,
ronoeHui Oinb abo HabpsiK He3’sCOBaHOT eTionorii, AMCITHOE, IOK HeBiloMoi etionorii. V aesikux
BUMAaJKax, sIK HACMIJOK aHeMil, crocTepiraiucs Taki CHMITOMHM ilueMmii cepus, Ax Oinp y rpyasx ato
CTCHOKapis.

ITpn 3actocyBanni pusapokcabany MoBiOMIAIOCS MPO BTOPHHHI YCKITAJHEHHA, BIAOMI K Hac/iI0K
TSKKOT KPOBOTEI, TaKi AK KOMIApPTMEHT-CHH/IPOM | HHPKOBA HEAOCTATHICTh BHACIINIOK rinonepdysit,
abo antukoarynsHTHa Hedponatis. Tomy mia 4ac owUiHKwM CTaHy MNalicHTa, SKOMY IpPH3HAYaIOTh
aHTHKOArYISHTH, CIIiJ 3BaXKYBATH PH3UK BUHMKHEHHs KPOBOTeYi.

[lopigomiieHHs npo HeGaxani noGivHi peakuii

Toeinomnenns npo noGiuni peaxuii nicas peecTpauii nikapchkoro 3acoby Mae BaxJIMBe 3HAYCHHS. Lle
@€ 3MOTY TIPOBOJMTH MOHITOPHHI CHiBBiAHOLIEHHS KOPHCTh / PH3MK TPH 3aCTOCYBaHHI LIbOTO
nikapesKoro 3acoby. Meanunum Ta (apMalEBTHYHHM MpaLiBHMKAM, a TAKOXK NalieHTaM ado ix
3aKOHHMM IIpe/ICTaBHIKAM CJIiJl MOBIAOMJIATH NPO yci BHIAAKH 11i103pIOBaHMX NOGIYHKUX peakiiil Ta
BIZICYTHOCT] e(eKTHBHOCTI NiKapchKoro 3acoby Yepe3 ABTOMATH30BaHY iHpopmauiliHy cucTemy 3
(apmakonarnsy 3a nocunanusm: https:/aisf.dec.gov.ua.

Tepmin npuaaTHocTi. 3 poky.

1lodpidneni mabnemxu. ToapiGueni TaGnetku puBapokcaGany cTabinbHi y BoAi Ta A61y4HOMY MIOpe
710 4 roUH.

¥Ymosu 36epiranns. He norpeGye ocobansux ymos 36epiranHs.

Ynakogka. [lo 14 tabnerox y 6aictepi; o 1 abo no 2 6aictepy y nauui.

Kareropis Binnyeky. 3a peuentom.

Bupobnuk. AT «®apmak».

MicuesnaxomxeHHsi BHPOOHHKA Ta ajpeca MicUs IPOBA/KEHHS H0ro AisIbHOCTI
VYkpaina, 04080, m. Kuis, By1. Kupunieceka, 74.

JlaTa oCTaHHBLOIO meperasiIy 0 Ug 9&00? &
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