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Craan:

Ji0Ya pevoBHHA: pUBapokcaban;

| TabneTka, BKPHTA NIBKOBOIO 0GOIOHKOIO, MiCTHTE puBapokcabany 2,5 mr;

JONOMIAHI PEUOBHHM: NAKTO3H MOHOFIApar, uenrososa MikpokpucTaniuna (tun 101), narpio
Kpockapmenosa, rinpomenosa 6¢P, warpiio naypuncynsdar, martito CTeapar;

niieroea obononka: Opadry 11 33G220013 Yellow (rinpomenoza 6¢P, turany miokeua (E 171),
laKTo3M MoHoTiApar, makporoa PEG 4000 (E 1521), Tpuauern, 3a1i3a 0K KOBTHI (E 172)).

Jdikapeska dopma. Tabaerku, BKpuTi MNiBKOBOK 060A0HKOI.

OcHoeHi  (isuko-xiMiuni  Bractueoeti: kpyrni  gpoonykni  Tabnerku. BKPHTI MIIBKOBOIO
000I0HKOIO JKOBTOTO KOALOPY, 3 rpaBipyBanuam «D0» ua oamiii croponi. [liamerp npubanzuo
5.5 mm.

DapmakorepanesTHuna rpyna. AuturpomGoruuni sacodu. [lpami inriditopu daxropa Xa.
Purapokcaban. Kog ATX BO1AFO01.

Papyaroaozivii eracmusocmi
Dapnarodunamiva

Mexanizm mif
Pupapokcaban — BucokocenekTHBHHA npamuii  iuriGitop (akropa Xa, wo mae BHCOKY
0IOJOCTYNHICTE NPM  TMEpOpalibHOMY 3acTOCYBAHHI. BAOKYBAHHA aKTHUBHOCTI thakTopa Xa
MepepuBac BHYTPIWHIA Ta 30BHIUHIA WNAXM KoarynsuifiHOro Kackay., BHACHIIOK HOro
MPUIHIYYEThCA (hopMyBaHH: TpoMGiHy Ta yTBOpeHHs TpomOy. Pusapokcaban desnocepeinbo He
NPHTHIMYE aKTHBHICTE TpoMGiny (akTHBOBaHOro daktopa 11) Ta He BANMBAE HA TPOMBOLHTH,
DapmakoanHamiuni edextn

[Tpn 3acTocyBanui mMoaAM cHOCTEpiraeThes 10303aNeHE NPHIHIYEHHA aKTHRHOCT] thakropa Xa.
PrsapokcabaH mae no3o3anesuuii BIUIMB Ha npotpomGinoeuii yac (TT4), wo JOCTOBIPHO KOPENIoe
I3 KOHUEHTpauie y muasmi kposi (r = 0.98), sxmo ans aHanizy BWKOPMCTOBYBATH HaGip
Neoplastin, [lps BukopucTanni iHIMX pearentie pesynbtath GyayTh iHwumK, [ToKasaHus wono
T4 papro ouiHiOBaTH B CeKYHIAX. OCKLNLKH MiKHApOIHE HOPMA30BAHE BiAHOMIEHHA (MHB)
BifkaniOpoBare i npoBaniioBase TiABKM 119 KYMapHHIE | HOro He ModkHa 3aCTOCOBYBATH 1714
IHLIMX AHTHKOATYISHTIE,

¥ xopi  kniniko-apmaxonoriyHoro  gocnimmeHHs HpHrHivYeHHs  dapMakoIHHaMiKK
puBapokcabaHy ¥ 370poBMX jfopocinx ao6poBoiblie (n = 22) nposoauaack ONIHKA BIAMBY
oauopazoeux 103 (50 MO/kr) konuenrtparie nporpomGinosoro komnnexey (PCC) mox pizHux
tunis: PCC i3 Tpeox daktopis (daxropu 11, IX ta X) 1a PCC i3 wotnpbox daxropis (thaxropu 11,
VII, IX ta X). [pu 3actocysanni PCC i3 Tphox (akTopip cnocTepiranocs sHumkeHNs cepesHix
3HaveHb [TH (Neoplastin) npubnuzno wa 1,0 cekyuay 3a 30 xBunuH, a va tai PCC i3 HOTHPBOX




(akTopie Taki 3navenHs sumsunmcs npubianzeo Ha 3.5 cekyiad. Hatomicte PCC i3 tprox
(pakropis MaB MOTYKHILIKI Ta WBHAWKIL 3aranLHAI BIIHB Ha DPUHIYEHHS 3MiH B VTBOPEHHI
enjorentoro pombiny. nisk PCC i3 yotnpsox daktopis (aue. pozain «llepenosyeannsy).

Takox pupapokcalan Jozozanemue 36inbuwye aKTHBOBAHKI YaCTKOBHI TpoMOONIACTHHOBHI Yac
(AHTH) i pesynsrar HepTest, oHak ui napamMeTpi He PeKOMEHAVETHCA BUKOPHCTORYRATH 1115
OUIHKH (apMakoauHamiuHiX edexTie pupapokcabany. T1in vac fnikysanus pHBapokcabaHoM y
MEXax CTaHAAPTHOT KAIHIYHOT NPAKTHKA NPOBEICHHS MOHITOPHHIY NAPAMETPIB 3TOPTAHHA KpORi
He notpidhe. OnHak y pasi knimivHoT HeoGxignocTi pieeHs pupapokcabaHy mose OyTH
BUMIpAHMI 3a OMOMOroK0 BiakaniGpopanux KinbKicHux antndaxtop-Xa-tectie (aus. posain
wPapMakoKiHeTHKaR ).

Kniniyna edexteHicTh | Geanexa

Locmpuit koporaputit cundpom (TKC)

Kniniuni pocnimxenns pupapokcabany Gynu nposeieHi 3 METOK BHIHAYCHHS eheKTHRHOCTI
puapokcabany And 3anoGiraHna NETaNbHOrO HAacHiKY Bifl CEpUEBO-CYIHHHHX JAXBOPIOBaHb,
inapkry Miokapaa abo iHcyneTY B nauientis, aki venasro nepexecan ['KC ( iHhapkT Miokapna 3
enesauieto cermenta ST [STEMI), indapkr miokapaa Ges enerauii cermenta ST [NSTEMI] un
Hectabiabha credokapais [HC]). ¥V xoai 6azoporo noagifinoro caimoro aocnimkenns ATLAS
ACS 2 TIMI 51 15526 nauienrie Synn panaomizoeani v cniesiognowenni 1:1:1 mis NiKYBaHHA B
OfIHIH i3 TPBOX rpym: pueapoxcaban 2,5 Mr nepopansho 2 pasu na no6y, puBapokcalan 5 mr
nepopanbho 2 pasu Ha 100y abo nnauebo 2 pasu na 106y, 110 3aCTOCOBYBANHCA pazomM abo TinbKKH
3 auerwicaniunnopoto kuenorow (ACK), aGo 3 ACK Ta Tienonipuamuom (knonigorpenem abo
Tuiaonigusom). Maujientn 3 FKC sikom mo 55 pokis mani abo uykposuit giaGer, aGo indapkr
Miokapia & anamuesi, Cepe/iis TpueanicTs Tepanii cranornna 13 micauis. a saransHa TPHBANICTh
Tepanii cTanoBua Maitke 3 poku. 93.2 % nauientis otpumyranu ACK sk cynyThio Tepaniio Ta
Tievonipuave Ta 6.8 % — Tinkkn ACK. Cepen nauieutis, ski oTpumysanu noasiiiny
aHTHTPOMOOUMTAPHY Tepanito, 98,8 % oTpumyeanu knonigorpene. 0.9 % — Tuknoniaun ta 0.3 %
— npacyrpenb. [lauientu otpumysanu nepuwy nosy pusapokcabany npoTarom nepiogy eim 24
rogiH a0 7 aMis (v cepenwsoMy 4.7 aus) nmicns rocnitanizauil, ane AKHaRUIBMAmeE nicns
crabinizauii T['KC, pxmoualoun npouesypy peeackynspusauii, Ta [0 MOMEHTY, KOMH
MapeHTepalbHY AHTHKOArYISHTHY TEPAMID MOXHA OY10 NPHAHHHTH.

Obuzea pexumu npuiiomy pueapokcabany (2,5 Mr 2 pasu va noby Ta 5 Mr 2 pasu ua nody Ha Thi
CTAHJAPTHOT anTHTpoMOOUMTapHOT Tepanii) Oynu edexTHBHi 1WOJ0 MOJANLIIOrO 3IHWKEHHS
HACTOTH CEPUEBO-CYIMHHUX YeKknanHeHb. OCKinbku pexum npuitomy pueapokcabany 2.5 mr 2
pasu Ha 100y NPH3BOIMB 10 3HWKEHHA NETalbHOCTI Ta Gyn0 OTPUMAHO JaHi npo MeHIMil pU3HK
KpOBOTEY Y pa3i 3acTOCYBalHA pusapokcabaHy B HIGKHiA 1031, puBapokcaBan ciiifl 3acTOCOBYBATH
B 1031 2,5 mr 2 pa3u Ha 106y y komOinauii 3 ACK a6o 3 ACK Ta KJIonifgorpeneM/ THKIONI IHHOM
A pohiNaKTHKK aTepoTpoMBOTHYHUX ABHUIL Y Aopocanx nauientie nicas FKC 3 nizpuimenum
piBHEM cepleBnx Giomaprepis.

[Mopiensno 3 naanebo, pupapokcalad 3HAYHO 3HHKYBAB HacTOTY JNETANLHMX BHNAJKIE Bijl
CEPLEBO-CY/IMHHHX 3aXBOPIOBaHL, iH(papkTy Miokapaa abo iHcyneTy (nepBMHHAa KoMGiHOEaHA
KiHueea Touka). INepepara Gyna 3yMOBJEHA 3MEHIIEHHAM KiNbKOCTI JICTANLHMX BHMAAKIE Bin
CEpUEBO-CYAMHHUX 3aXBOPIOBAHb, iHQApKTY MioKapaa Ta NpOABMNACA OCHTb paHo  3i
sDepeskenaM cTabinbHOro JIKYBAILHOrO e()eKTyY NpOTArOM Yeboro nepiofy Tepanii (mue.
Tabnuuto 1). KpiM Toro, Takos 3HauHO 3MEHIIHIACA TIEpLIA BTOPHHHA KiHUERa TOUKA (CMepTh 3
OyAb-AKHX NpH4uH, iHpapkT miokapaa abo incyasT). JlogaTkoewii peTpocneKTHBRHMA aHania
NOKA13aB HOMIHATEHO 3HAYYILE 3IHMMEHHA YacTOTH BHOALKIE TpoMGo3y CTEHTa MOPIBHAHO 3
nnauebo (aue. Tabmuwo 1),

Hacrora eunajkie 3HauHol KpoBoTeui, He MOB’A3aHOT 3 AOPTOKOPOHAPHHM WIVHTYBAHHAM, 33
euznadennam TIMI (ocnopnuit nokasunk Gesnexn) Gyia BUWOI ¥ NallieHTiB, 9Ki OTPUMYBAIH
puBapokcadaH, HiK y nauienTis, akum Gyno npusHayedo nnauebo (aue. Tabmuuo 3). Ouak
Pi3HULA B 4acTOTi POZBMTKY JETANLHHX KPOBOTEY, aprepiansuol rinotensii, mo norpeGyeana
MIKYBAHHA  BHYTPIHBOBEHHUMH  IHOTPONMHHMM  JiKapchkumu  sacofamu  Ta  Xipypriusoro




BTPYYaHHA 1A 3YNHHKKH KPOBOTEui. B rpyni pueapokcabany Ta nijauneto 6yna craTtMeTHYHO
HE'jHa‘{}"Ll[Dl'D.
Y tabnuui 2 npeacrasaeni peaynbtath ediexTHRHOCTI prBapokcaGany y nauicHTie, Ki NepeHecu
nepkyTaHne kopowapie BTpydauus (IIKB). Peayabrarm Oesnmexu B nigrpyni nauienTis, ki
nepenecnu [IKB, 6ynu nopiBHAHHI i3 3aranbHAMK pe3yabTaTaMu Geineku.
Mauientn 3 niasuwennmn Giomapkepamu (TponoHiHoM afo kpeatwHkiHaszo-MB) Ta Ges
NONEPeNHLOro IHCYILTY / TpaH3HTOpHOT iwemiurol atakk (TIA) cranornan 80 % AoCHipKyBaHol
rpynu. Pesyabrath y wiif rpyni nauienTie TAKOXK Y3IroLKyBaNUCh i3 3araNbHUMM pe3ynLTATAMH
eferkTHEHOCTI Ta Deanekn.

Tabnnus 1
TNokasnukn edrekTHBHOCTI 3riano 3 nocnimkennam dasu 11 ATLAS ACS 2 TIMI 51
00 ekt pocnimKeHH INanieHTH 3 Henlogasno nepenecenum [KC*

Jlikypansha goza PusapoxcaGan 2,5 mr 2 pasu Ha goby. [Inaueto
N=5114, n (%) MN=35113
Binnocuuit puzuk (95 % JII [noeipunii n (%)
intepean|), snavenns p
Jleranennii Hacaigox eig cepueso- 313 (6.1 %) 376 (7.4 %)
CYIHHHOTO 3aXBOPIOBAHHA, IH(papKT 0.84 (0,72; 0,97), p=0,020*
Miokapaa abo iHCyIbT
HMeranbHuii HacHigok 2 Oyab-gKof 320 (6,3 %) 386 (7.5 %)

NpuuMHKd, iHapkT miokapaa abo
IHCYJIBT

0,83 (0.72; 0,97), p = 0,016*

Jleranennii Hacnizok sin cepueso- 94 (1.8 %) 143 (2.8 %)
| CYIMHHOrO 3aXBOPIOBaHHA 0.66 (0.51: 0.86), p = 0,002%*

JletaneHuil Hacninok 3 OGyas-axol 103 (2,0 %) 153 (3.0 %)

MPHYHHH (0,68 (0.53; 0.87). p = 0.002**

IndpapkT Miokapaa 205 (4.0 %) 229 (4.5 %)

0,90 (0.75: 1,09), p=10,270

IHeynsT 46 (0.9 %)

1,13 (0,74 1.73). p = 0,562

41 (0.8 %)

Tpomboz crenta 61 (1.2 %)

0,70 (0,51; 0,.97), p=0,0033**

87 (1.7 %)

* Monudikopanuii asanis nomyasuii BCIX paHIOMIZOBAHMX nNalieHTiR (3aranbHa BHGIpKA  BCiX
PAHAOMI30BAHMX NaLieHTiB npr TpoMG0si crenTa),

" [Mopieuano 3 nnanebo; 3HAYSHHS [ I8 OTPAHIOBOTO KPHTEPilo.

* CraTHeTHYHA nepesara.

** HominankHa 3HAUYILICTE.

Tabmuus 2
[Nokazuuku edextnBroCTi 3a anumu nocnimkenns dasu 111 ATLAS ACS 2 TIMI 51 y nauienTis,
AKI NepeHecIn NepKyTaHHe KopoHaphe eTpyuanus (1TKB)

006’ exT goCHiKEHHA [auienty 3 HewonasHo neperecedum NKC nicna [TKB*

HNMikypaneHa qo3a Pueapokcaban 2.5 mMr 2 pa3u Ha 100y, ITnaueto
N=3114, n (%) N = 3096
BigHocuuii prskk (95 % 1), ssavyenns p” n (%a)

JletanwHuil Hacainok Big cepueBo-
CYJHHHOID 3aXBOPROBAHNHA, iHDapkT
| Miokapaa abo iHCyJbT

153 (4,9 %)
0,94 (0.75; 1,17), p= 0,572

165 (5.3 %)

MPHYHHHA

0,64 (0,41; 1,01), p= 0,053

JleransHuii HacHioOK BiA cepleso- 24 (0,8 %) 45 (1,5 %)
CYAHHHOTO 3aXROPIOBAHHA 0.54 (0.33;: 0.89). p=0,013%**
Jleraneuuil Hacninok 3 Oyae-axol 31 (1,0 %) 49 (1.6 %)




IndapxT Miokapaa 115 (3.7 %) ' 113 (3.6 %)
1.03 (079; 1,33). p = 0.829

IHeyaeT 27 (0,9 %) 21 (0,7 %)
1.30 (0,74: 2.31), p=0.360
Tpomboz crenTa 471,53 %) 71 (2,3 %)

0,66 (0,46; 0.95). p = 0.026**

Monudikopanuii awanis nonmyssuii Beix  paHgoMizoBaHwx nauienTtis (zaransHa EmGipka  BCiX
panaoMizoBanuy nauicHTie npu TpomMGosi cTenTa),
" [Nopienano 3 nuauedo; 3HAYEHHS P 414 TOTPAHIOBOTO KPHTEPTIO.
*# HoMinanbHa 3HAMYIICTD,

Tabnuua 3
[MokasHHKH Be3nexyu 3rijHo 3 nocnimkeHHam dasu [ ATLAS ACS 2 TIMI 51
OO0 ekt 10CHIKEHHA [MauienTw 3 Hemonaeo neperecednm [KC?
JMikysansua qoza Pupapokcabaun 2.5 mr 2 pazu Ha no0y, [Mnauebo
N =5115, n (%) N=5125
e Binsocuuii pusii (95 % J11), sHauenns p° n (%)
3HAYHA KPOBOTEYa 3a WKAJIOK 65 (1.3 %) 19 (0,4 %)
TIMI, He noe’ AzaHa 3 3.46 (2,08; 5.77), p<0,001#
A0PTOKOPOHAPHUM IIYHTYBAHHAM : ol
JletaneHa KporoTEua 6 (0,1%) 9 (0.2 %)
0,67 (0,24: 1,89), p= 0,450
CHMITOMATHYHHI 14 (0.3 %) 5(0,1 %)
BEHYTPIlIHEOYEPENHHIT KPOBOBHITHE 2,83 (1,02;: 7.86), p= 0,037
ApTepiansHa rinoTeHsis, uo 3 (0,1 %) 3(0,1 %)
BHMArae JNikyBaHH:
BHYTPILIHEOBEHHHMH IHOTPOTTHHMH
NiKapcbKHMH 3acobamu
Xipypriune BTpyuaHHs ¥y 3B'A3KY 3 70,1 %) 9 (0.2 %)
TPHEAJIOHY KPOBOTEHCHD
Iepenueanna 4 abo Giabie 19 (0,4 %) 6 (0.1 %)
OHHHLLL KpoBi npoTtarom 48 rogun

*[Nonynsuis natienrie, AKii NPpUBOAUTECA OiHKA GE3NEKH | AKA OTPHMYE IKYBAHHSA,
" Mopisugno 3 naauedo; 3HaYEHHS P 118 JIOTPaHIOBOTO KPHTEPIio.
* CraTHeTHYHA nepesara.

luesivna xeopoda cepya (IXC) / saxeopiosania nepudepuunux apmepiii (3114)

Y xopi pocaimxenna dazn [11 COMPASS (27395 nauicnTie. 3 nux 78,0 % — gonosiku, 22,0 % —
HIHKH) NpoaemMoHCTpoBaHo eexkTHBHICTE Ta Oesneky puBapokcaGany aas npodilakTHkH
CEepHEBO-CY/IMHHOT cMepTi, iHdapkTy Miokapaa, iHcyneTy y nauientis 3 IXC abo cuMnToMHHM
3aXBOPIOBAHHAM nepudepuunnx aprepii (3[1A) i3 BUCOKMM pHMIMKOM iwemiuuux spuul. 3a
nalieHTaMH 3iACHIOBaNH CNOCTEPEXKEHHS B CepeliboMy npoTarom 23 Micauie i makcumym — 3.9
POKY.

[MauienTn Oe3 ueobxignocti TpuBazoro nikyeaHHs iHribiTopaMu npoToHHOT nmommH Gyau
paHioMizoBaHi A1 OTPpHMaHHa nanTonpazony abo nauebo. Yei nauienti Gynu panaomizosani y
cnispiiHomendi 1:1:1 ana nikypaHHa B OAHii i3 TphOX rpyn: pueapokcabGaH 2,5 Mr 2 pasu Ha
noby v kombinanii 3 ACK 100 mr 1 paz va noby, pueapokcadan 5 mr 2 pasu Ha noby abo TinbKK
ACK 100 mr 1 paz na nody Ta ix gianoeigHi nnanebo.

[Mawientn 3 IXC mamu IXC 3 OaratocyamHHuM ypakenuam Ta/abo nepexecenuii indapkr
miokapaa. Jlns nauiedTtie Bikom 10 65 pokiE HeoOXiZHMMH KPHTEPIIMH BKITIOYGHHA Y
AocnijkeHHs OynM  aTepockmepos3, W0 BPAKAE  UIOHAMMeHIE [Ra CYOWHHI pycna  abo
WoHAMMEeHIIE ABA A0JATKOR] CEPUEBO-CYIMHHI (pakTOpPH PHIHKY.




Mauienty i3 3[1A manm abo nepeneceri Xipypriuni BTpYYaHHA. TAKi AK KOPOHAPHE LIYHTYBAHHS
abo TiepKyTaHHa TpaHCMIOMiHapHa aurionnacTuka, alo amnyTallilo cTonM Y 3B AIKY i3
JAXBOPIOBAHHAM  apTepialibHMX  CYAMH, abo MNepeMixHY KyObraBicTe i3 CRIBBIAHOLWEHHAM
apTepianbHOro THCKY HMAKHIX KiHUIBOK JI0 apTepiaibHoro THCKY BEpXHIX Kinuisok < 0,90, ta/aGo
3HAYYLWMHA cTeno3 nepudiepranol apTepii, abo nepeHeceHy KapoTHIHY PERACKYIAPH3ALII COHHOT
aprepii abo GescMMNTOMHHI CTEHO3 coHHOT apTepii = 50 %.

Kpurepismu  BuknoveHHs  OynaW. 20kpeMa,  HeoOXiAHICTH  MPH3HAYEHHA  NOJABIHHOT
antHarperauTHoi  tepanii  abo  immmx  we-ACK-awtwarperantie, afo  nepopanbHoi
AHTHKOArYJIAHTHOT Tepanii, Takok BHKMNOMANMCA MAIEHTH i3 BHCOKHM PH3MKOM PO3BHTKY
KpoBOTEM abo CepleROK) HeAocTaTHICTIO 3 paruicrd Bukuay <=30%, ado 111 um IV
yukuionansuum knacom 3a kiacudikauiero Heto-Hopkeskol aconiauii kapaionorie, aGo Gyap-
AKHM MEPEHECEHHM MPOTATOM OCTAHHBOTO MICALA LIEMIYHUM HENAKYHapHWM iHCyabTOM, abo
reMOpariyHuM YH JAKYHAPHUM (HCYALTOM B aHAMHESI.

Pueapokcaban 2.5 mr 2 pazu va nofy y komGinauii 3 ACK 100 mr 1 pas na no6y nepepepiuybae
ACK 100 Mr mwoao 3uukenns pusHky KomOGiHauil seuul cepuepo-cyguHHOT cmepti, indapkry
Miokapja ta iHcyneTy (aue. Tabmumo 4).

¥ natuienTie, aki nikyeanuca pueapokcaGanom 2,5 mr 2 pau nva 106y v kombBinauii 3 ACK 100 mr
I pas Ha noby nopienano 3 ACK 100 wmr, Biaznadanacs AOCTOBIPHO BHILA YacTOTA HEMLL
NEPEHHHONO nokazHuka 0e3nekd (MacHBHA KpoBOTeya 3a monudikoranum Bu3Haudenusm 1STH)
(mue. TaGnuuo 5).

[lepepara pusapokcabany 2.5 mr 2 pasu Ha o0y y kombinauii 3 ACK 100 mr | paz na o6y
nopisuano 3 ACK 100 mr cnocrepiranacs 115 NepeEHHHONO NOKa3HHKa e)eKTHBHOCTI BilHOCHOTO
puznky (BP = 0,89; 95 % I 0,7-1.1) y nauienrie > 75 pokie (vactota aguu 6,3 % nopisxauo 3
7,0 %) ma BP=0,70; 95 % JII 0,6-0,8 y naujenrie <75 pokis (3.6 % nopisuano 3 5,0 %).
[linguiieHHs pUsHKY BUnagkie macHeHO! KpoeoTedi 3a moaudikopauum suaHavexnsm ISTH
cravoeuno BP =2,12: 95 % JI 1,5-3,0 y nauicuris = 75 pokis (5.2 % nopiexsso 3 2,5 %) 1a
BP = 1.53; 95 % JI 1,2-1,9 y nauienTie < 75 pokis (2,6 % nopisuano 3 1,7 %).

Jacrocyeranna nautonpazony B Ao3i 40 mr | pas sa nofy A0gaTKOBO 10 aHTHTPOMOOTHYHOTO
nikapcekoro 3acody B nauieHTiR, AKI He Manu KniHiyHol notpedu B iHribiTopax npoToHHOT MOMIIH,
HE BUABMIO nepepar ¥ npodinakTiill ypamenb BEpXHIX BIAAINIE WNYHKOBO-KHIIKOBOrO TPaKkTy (a
CaMe CYKYMHOCTI SBHIL KPOBOTEYi 3 BepXHiX BiAiNiE LIIYHKOBO-KHIIKOBOIO TPAKTY, BHPA3KH
BEPXHIX BiJNLNIE LUTYHKOBO-KHINKOBOTO TpakTy abo obctpykuii un nepdopauii sepxHix Bigginis
LWAYHKOBO-KHIIKOBOTO TPaKTY); 4acToTa nopyweds 3 OOKY BEPXHIX BiAAiniB wWAYHKOBO-
KHIUKOBOTO TpakTy cTanobuaa 0.39 na 100 nauienTopokie v rpyni 3aCTOCYBAHHA NAHTONPasONy B
no3i 40 mr 1 pa3 va nofy Ta 0.44 na 100 nauientopokie y rpyni 3acTocyeasHa niuanebo | pas ua
nody,

Tabnuus 4
[Mokasnuku edexTiBHOCTI 33 nanumu gocnipkenus dazu 111 COMPASS
O6 KT Q0CTIIHEHHA | [Mauienty 3 [XC/3I1A®
JlikyBankHa no3a Purapoxcatan 2,5 Mr ACK 100 mr Bianocuuii puaunk
2 pazu Ha noQy ¥ | paz Ha noby (93 % I,
Kombinauii 3 ACK N=9126 3Hauenns p”
| 100 Mr 1 paz na aofy
. N=09152
namgienTi 3 |KM % | nagientiz | KM % BP IHAYEHHA p“
! NOpYIIEHHAMH NOPYLIEHHAMH (95 % 1)
IHevieT, iH(apkT
MmioKapza abo 0.76
neranbHuil Hacnigok | 379 (4,1 %) |5.20 %| 496 (5.4 %) |7.17 % © 66,' 0.36) p = 0.00004*
Bifl ceplero- ' RS
CYAHHHOTO




OO0 eKT fochI#eHHA

[MamienT 3 IXC/3ITA®R

JlikveansHa 1o3a Pusapokcatan 2.5 mMr ACK 100 mr BinnocHuit pusnk
2 pa3u Ha oGy ¥ 1 pa3 na no0y (95 % 1),
kombinauii 3 ACK N=9126 3HaueHHs p”
100 mr 1 paz va nody
N=9152
nauicHTH 2 |KM %| naujienmiz |KM % BP 3HAuCHHA P
NOPYLIEHHAMH NopyIWeHHAMH (95 % 10
3AXBOPIOBAHHA
0.58
: 0, [ o [ : -
IHCY BT 83(0.9%) ([1,17%| 142 (1.6 %) (2,23 % (0.44: 0.76) p = 0,00006
: 0,86 .
o L1} L1} o ¥ —
InthapkT miokapna 178 (1,9 %) [2.46 %| 205 (2,2 %) |2.94 % (0.70: 1.05) p=0,14458
JletaneHuuil Hacnigok
Bijl cCepuero- . i ” " 0,78 =
S s 160 (1,7 %) {2,19 %| 203 (2,2 %) [2.88 % (0.64: 0.96) p=0,02053
JAXBOPIOBAHHA
JletansHuil HacainoK " " " " 0.82
R — 313(3,4%) |4,50%)| 378 (4,1 %) |5,57 % (0.71: 0.96)
[Noctpa imemis i 0,55
- 22(0,2%) (0,27 %| 40 (0.4 %) |0.60 % (0.32: 0.92)

* CTaTHeTHYHN aHANTS YCiX PAHLOMIZ0BAHNY MALICHTIE, NEPBUHHMIT ananis.

* [lopieHano 3 ACK 100 Mr; 3Ha4eHHA p 1A JOTPAHIOBOIC KPHTEPID.

* CTATHCTHYHO 3HAYYILE JHHKEHHA YACTOTH ABHIL NEPEUHHOIO NOKA3HUKA edeKTHEHOCTI.
JI — noipunii intepsan.

KM % — ouitka KyMYASTHBHOIO PHIHKY, pospaxobada ua 900-my aHi 3a Kannanom — Mefiepom.

INokasnukn Be3nexy 3a naHuMu Jociipkenss dasu 111 COMPASS

Tabnwuua 5

OO0’ exT nocnigAeHHd

TMawienT 3 IXC/3T1A?

Jlikyeanena qo3a Pusapokcadan 2.5 mr ACK 100 mr BigHocuui puamk
2 pasu Ha 100y 1 pa3z Ha 100y (95 % JII)
y komBinauii 3 ACK N=9126 3HaseHHs pP
100 mr 1 pa3 na 100y, | n(KyMynaTHBHMI
N=9152 puzuK, %)
n (KyMYIATHEHHIA
pHsHE. %)
3Hauyuli KpoOBOTEYI 288 (3,9 %) 170 (2,5 %) 1,70
(Momndikorane (1.40; 2,05),
EH3Ha4eHHA, ISTH) p = 0,00001
- IETANLHI KpOROTEY| 15 (0,2 %) 10 (0,2 %) 1.49
(0.67: 3.33).
p=032164
- CHMITOMHA KpOBOTEYa 63 (0,9 %) 49 (0,7 %) 1,28
Y KPHTHUYHHIT opra (0.88; 1.86).
{HeneTaneHa) p=0,19679




OO0 eKkT DOCIKEHHS

Mauientn 3 IXC/3MA"

100 mr 1 paz na noby,

N (KYMYTATHRHHIA

JlikysansbHa j103a Pusapokcadban 2,5 mr ACK 100 mr BinnocHuit puink
2 pazu Ha noly | paz Ha nody (95 % 1)
y kombinauii 3 ACK N=9126 3HaveHHs p

N=9152 pPH3HK. %) |
0 (KyMYAATHBHHI _
pHank, %) |
- KpoBoTeda y micui 10 (0,1 %) 8 (0.1 %) | 1,24 (0.49; 3.14),
XipypriyHoro BTpy4aHH:, p=0.65119
o notpebye
HOBTOPHOTO
OIEPATHBHOIO
BTPYUYaHHs (HeleTanbHa,
HE Y KPHTHHHHI Oprau)
- KpOBOTEYA, L0 208 (2.9 %) 109 (1.6 %) 1,91 (1,51; 2,41),
MpH3Bena 1o p = 0,00001]
rocmiTanizanit
(HeaeTankHa, He ¥
KPHTHYHWIA opraH, He
notpefye NOBTOPHOID
onepaTHBHOro
| BTpY4aHHA})
- 3 nepedyBaHHAM ¥ 172 (2,3 %) 90 (1.3 %) ‘ 1,91
rocnitani BHOUI (1.48; 2,46),
p =< 0.,00001
- B3 nepebysaHna y 36 (0,5 %) 21 (0,3 %) 1,70
rocnitani BHoui (0,99; 2,92),
n=0,04983
MacuBHa UUTYHKOBRO- 140 (2,0 %) G5 (1.1 %) 2,15
KMILIKOBA KPpOBOTEYA (1.60; 2,89),
p = 0,00001
Macubia 28 (0,4 %) 24(0,3 %) 1.16
BHYTPilIHROYEPETTHA (0.67; 2.00),
KpOoBOTEYA p=0,59858

* CTATHCTHMHEI aHANI3 yeix paHaoMiloBaHHX NALICHTIE, NEPEUHHKI ananis,
" Mopisuano 3 ACK 100 Mr; 3HAYEHHA P 1A JOTPAHMOBOTO KPHTEPIKD.

1 — noeipuuii inTepsat,

KyMmynarieaui pu3nk —ouixka 3a Kannanos — Meiiepos Ha 30-my micsui.
ISTH — MixHaponHe TOBAPHCTEO 3 BHBYEHHA TPOMOO3Y Ta reMocTasy.

[MauieHT nicas HENONABHO NEpEHEeceHo! NpoueiypH pesackylnspu3aiil HUAHBOT KiHUIBKM 3
npHEOAY cuMnToMuoro 311A

V kmovoeomy nojieiiiHomy cainomy gocnimaenni dasu 111 VOYAGER PAD 6564 nauienti
nicis HEWOJABHO MepeHeceHol YCriluHOT MpoUeypH peBacKyNapH3ailil HHKHBOT KiHUIBKH
(xipypriudoi abo eHnoBacKyNApHOL, BKIIOYaKYM MOpHIHI NPOLEAYPH) 3 NMPHEOLY CHMNTOMHOIO
3MMA Gvnu panpomizoBaHi B oaHy i3 aBox rpyn aHTuTpoMGoTwunoi Tepanii: 2.5 mr
pupapokcabany 2 pasn Ha 100y e noegaanui 3 100 mr ACK | pas na noby abo 100 mr ACK 1 pa3s
na a00y v cniegignomenni 1:1. Ilauientam fo3ponsiocs NOJATKOBO OTPHMYBATH CTAHAAPTHY
no3y kaonigorpemio 1 pas Ha gofy npotarom 6 Micauie, Metow pocnigmenns Gyno
NPoAEMOHCTPYBAaTH eperTHEHICTE Ta Geaneky 3acTocyBaHHs pueapokcabany y kombinanii 3 ACK
A nonepelkends iHQapkTy Miokapaa, leMidHOTO iHCYARTY, NETANRHOrO HACHJKY Bil




CCPUEBO-CYAHHHOIO 3aXBOPIOBAHHA, TOCTpOl lweMii KiHuibk abo eenukol aMnyTauwil cyauHHOT
eTionorii y naiieHTie Nicnd HEIMOAABHIX YCIIHHX NPOLELYP PEEACKYIAPHIALIT HHKHIX KiHUiBOK
3 npueoay cuMntomHoro 3TIA. Y pocnimxenni Opanu yuacTe nauientd Bikom = 50 pokip i3
3d10KYMEHTOBAHHM CHMOTOMHMM aTepockaepoTHyHum 3I1A HWKHIX KiHIIBOK cepeannoro Ta
TAKKOTO CTYNEHA. [0 niATeepaxyBanocs: kniHiuno (diyukuionansui obMmemeHHs), aHaToMiuHO
(Bizyanizauis osnak 3[1A nuctaneHime 30BHiWHLOT kiyGooi apTepil) Ta remoaunamiuio
(kicToukopo-nnevosnit inaeke [ABI] = 0,80 aGo nansueso-nneqoeuii ingexke [TBI] = 0,60 ans
nauientie Ge3 anamnesy pepackynapusauii kinuisok, abo ABI < 0.85, a6o TBI < 0,65 ans
NALIEHTIE 3 PEBACKYIAPUIALIEID KIHIIEKK B aHamHesi). Bukmouanucs nauientv, sxi norpebypany
noaeiiiHOT anTHTpoMmOouHTapHOi Tepanii npotaroM > 6 Mmicauis abo Gyab-akol JoaaTKOBOT
aHTHTpoMObOUKTapHOT Tepanii, kpim ACK Ta knonigzorpento, abo nepopanbHol aHTHKOArYIAHTHOT
TEpanii, 4 TAKOK NALIEHTH i3 BHYTPIIHEOYEPEMHOK KpoBOTeYelo, incyastom abo TIA B anamuesi
Ta NALICHTH 3 PO3PAXYHKOBOI WBHAKICTIO KAyGoukosoi dinktpauii < 15 ma/xe.

CepenHa TpHBaNniCTL CNOCTEpeKEHHA crTaHoBMNa 24 Micaui, a MakcumansHMil nepion
croctepeskerns — 4.1 poky. Cepenniii pik 3apaxosanux nauientis cravoewe 67 pokie, 17 %
nauienTis Oyau sikom > 75 pokie, Cepenniii yac Bin infekcHol npoueaypu pepackynapuzanii 1o
MOYATKY AOCHIMKYBAHOIO NiKYBAHHA CTAHOEME 5 AHIB ¥ 3araibHill nonynauii (6 nuie nicns
onepauii Ta 4 aHi nicag enaoBackKynapHOT peBacKynapHiauil, BkodalouM ribpuani npouenypu).
Y uinomy 53,0 % nauieHTiB oTpHMYBaNH KOpoTKO4acHy (DOHOBY Tepaniio Kiomijorpencm i3
Cepe/iHBO TpHRaNicTio 31 AeHb. 3riaHO 3 NPOTOKOIOM JOCHIIKEHHS, NiKyBaHHA MoxkHa Gyno
pO3NOYaTH AKOMOra IWBWALIE, ane He nizHime Hix vepes 10 gxie nicna yeniwmoil BignosigHol
NPoLELYPH pepacKkynapur3auii Ta nicas 3abeaneqeHHs reMocTasy.

Pupapokcaban y no3i 2,5 mr 2 pazn Ha noby y noeananni 3 ACK 100 mr 1 pas na noby Gys
KPallUM Y 3HUMKEHHI 4acToTH aBuul nepeuHHOT komOinoBaHo! Kinueeoi ToukW (iHdapkry
MiOKapaa, ileMiYHOro iHCYNBTY, NETANbHOTD HAcHiIKY Bill CEpUEBO-CYIHHHOrO 3aXBOPHIBaHHS,
rocTpol ileMii KiHWIBKY Ta Benukol amnyTanil cyAHHHOT eTionoril) nopieaano nume 3 ACK (1ue.
Tabnumo  6). Yactora sy nNepEHHHOND NOKa3sHMKa Oe3nekd (MAacHBHMX KpOBOTEY 34
suzHadennam TIMI) Gyna emuoro v nauicnTis, ski orpumysanu pusapokcaban ta ACK, Ges
30IBIIEHHA YACTOTH NETANBHHX a00o BHYTpIllHBOYEpENHUX KpoBoTed (aus. Tabnmo 7).
Bropunni nokasuukk edekTHBHOCTI Nepesipain y 3a3faierilb BH3HAYCHOMY IEpPaApXIMHOMY
MOpAAKY (aMe. Tabauigo 6),

Tadnuug 6
[Mokaznuky edexTHRHOCTI 3a fanuMu aocnipxenns dasu 111 VOYAGER PAD
O6 exkT MoCHiUKEHHA TlauieHT! Nicas HEWOAABHO NepeHeceHol npoueypu
peBacKyIApHianil HUKHEOT KIHLUIBKH Yepes CHMITOMaTHYHE
3I1A%
Jlikypanbua no3a Pusapokcaban 2.5 mr ACK 100 mr BinHoweHHA
2 pau Ha nody ¥ I paz Ha noby MOMEHTHHX
kombinanii 3 ACK N=3278 PH3HKIB
100 mr 1 pas na n06y | n (KymyasTHBHHUI (95 % anY
N=23286 pH3HE, %)
N (KyMYIATHBHHI
pPH3HE, %)
TepEHHHHIT NOKAZHHEK S08 (15,5 %) 584 (17,8 %) 0.85 (0.76; 0.96),
edpexTuBHOCTI" p=0,0043%-*
- iHdhapkT Miokapaa 131 (4,0 %) 148 (4.5 %) (.88 (0.70; 1.12)
- NeTaneHHi HAcTinoK Big 71 (2,2 %) 82 (2.5 %) 0.87 (0.63; 1,19)
CEPIJ,EEG—E}",EI,HHHDFD
3HKBGPHJBHHHH




- JeTANBENI HACINOK 3 199 (6.1 %) 174 (5,3 %) 1,14 (0.93; 1.40)
Oy 1L-AK0T NPHYUHHY
- rocTpa ilemia Kinuiskn® 155 (4,7 %) 227 (6.9 %) 0,67 (0.55: 0,82)

- BENHKA aMyTaLlis 103 (3.1 %) 115 (3.5 %) (.89 (0.68: 1.16)

CYAMHHOT eTionorii
Bropunsi NMOKATHHKH
eheKTHBHOCTI

Hezannanorana S84 (17.8 %) 655 (20.0 %) 0,88 (0,79: 0,99),
peBacKyspu3allis | p=0.0140-*
iHAEKCHOT KIHLIBKH NPH
PELMAMBHIN imemil
KiHLLiBKH |
[NocrniiTanizalis 3 npUBOIY 262 (8,0 %) 356 (10,9 %) 0,72 (0.62: 0,85),
KopoHapHoro abo p < 0,000]%*
nepuiiepuuHOro
yornagHeHa (tiel un
IHUIOT HHAHEOT KIHLIBKK)
TpoMBOTHYHOT eTionorii

JetanbHHiA  HAcHigoK i3 321 (9.8 %) 297 (9,1 %) 1,08 (0,92; 1,27)
OV Ib-AKOT MPHYHHH
Apuwa BTE 25 (0,8 %) 41 (1.3 %) 0,61 (0,37; 1,00)
2 CraTHCTHHHMIL aHanis ycix paHaoMisoBaHMx nawiedTis, nepsdHHHA ananis; ouinka Hesanemnum
KOMITETOM 3 BHHILEHHA KIIHIMHAX MHTaHR.

" KomGinopaHa kimuesa Touka — Bunagkd indapkry miokapna, ilweMivHoro iHCYARTY, ASTANLHOTO
HACALIKY BiJl CEPUEBO-CYIHHHMX 3aXBOPIOBAHL (MeTankHnil HACHIIOK B CepUeBo-CYIHHHHX 3AXBOPIBAHE
Ta HEBIIOMA MPHYMHA NETANBHOrO HACHIIKY), rocTpol imemil KiHIIBKH Ta Beaukol aMmyTaiii cyaHHHOT
erionorii.

¢ BpaxoByeTRCA NHINE NEpIle BHANKHEHHA ABHINA, 110 AHANI3YETRCA, B Mewax obCAry JaHux Bin cyb'exTa.
4 BP (95 % Jl) fazyereca va mogeni nponopuifinol webesnexn Kokca, crpatudikosasiii 3a tunom
MpoleaypH Ta 33CTOCY BAHHAM KNOMIIOTPEN0 3 TIKYBAHHAM AK €IHHHM KOBapiatoM.

® OnHobiude 3HavenHs p GasyeTeed Ha AorapupMiuHOMY TecTi, crparudikoBaHoMy 3a THIIOM NPOLETYPH
Ta 3ACTOCYBAHHAM KNOMiAorpeno 3 TikysaHHaM Ak GakTopom.

f Cocrpa imeMia KiHLIIBKH BH3HAYACTLCA AK PANTOBE 3HAYHE NOripuienHs nepdysil kiHuiskn abo 3 HOBHM
nediuntoM nyaecy, abo Ak Take, mo notpefiye TepaneRTHMHOro ETpy4aHHA (TobTo TpomBonizucy abo
TpomMbekToMil, abo TepMiHoROT pepackynapuzauii) Ta rocnitanizanii.

* ZHHAEHHA NOKAIHIKA eQeRTHEHOCT] GY10 CTATHCTHHHO HOCTORIPHO GiNbIIHM.,

Tabnuug 7
TMokasuiky Geanekn 3a nanumu pocaimxenns dazu 111 VOYAGER PAD
06 ekt nocnimKeHHA TMarieHTH Nicas HEMOMABHO NEpeHeceHoT npoLeLypH
peBacKyIApH3aLlii HHAHBOT KiHUiBKH Yepe3s cumnTomaruune 3[TAY
JlikypanwHa noza Pusapokcadan 2.5 Mr ACK 100 mr 1 BinHomenus
2 pazn Ha noby ¥y komOiHauil 3 pas na noby MOMEHTHHX
ACK 100 wmr 1 pas na noGy N =13248 PH3HKIB
N = 3256 n (95 % I,
n (kymymaTuenuii pusuk, %) | (kymynataenuit | 3navenns p”
pu3HK, %)
MacHBHA KpOBROTEYA 32 62 (1.9 %) 44 (1.4 %) 1.43
Bu3HaueHHaM TIMI (0,97; 2,10),
(nos’sazana 13 p = 0.0695
IWYHTYBAHHAM




KOpOHapHOT apTepii / He _ .
NoB A3aHa 13
IIYHTYBAHHAM
KOpOHAPHOT apTepii)
- NETANBHA KPOBOTEYA 6 (0.2 %) 6 (0.2 %) 1,02
(0,33; 3,15)
- BHYTpilIHBOYEpenHa 13 (0.4 %) 17 (0,5 %) (.78
KpOBOTEYE (0,38; 1.61)
- DUEBH/IHA KPOBOTEYAE, 46 (1.4 %) 24 (0,7 %) 1,94
NoBR’A3aHa 3 NagiHHAM (1,18: 3,17
reMornobiny Ha
= 50 r/n/reMaToKpUTY
Ha= 15 %
ISTH macuena 140 (4,3 %) 100 (3.1 %) 1,42 (1,10;
KpoBOTEYA 1.84),
p =0,0068
- NeTANLHA KPOBOTEYA 6 (0.2 %) |  8(0,2 %) 0,76 (0,26; 2,19)
- HeJleTanbHa 29 (0.9 %) 26 (0.8 %) 1.14 (0.67; 1,93)
KpoBOTEMA ¥
KPUTHYHWIA Oprax
ISTH xniniuno 246 (7.6 %) 139 (4.3 %) 1,81 (1.47;2.23)
3HAUYllla HeRETHKA
KpOBOTEYA

O CratveTHyHuil adanis (yeix paHiLoMizopadux nauicuTis, Aki NpHAHATH WOHARMEHINE OOHY OO3Y
OOCTIIKYRAHOID Jikapeekoro 3acody); ouinka HezanesHiM koMITETOM 3 BHPILIEHHA KNIHIYHHX MHTaHE.

' 1 — kinekicTe nauienTis 3 yernagHeHuamn, N — kinekicTs nauiedris i3 pusukom, % — 100 « n/N, n/100
MALICHTOPOKIR — BITHOIIEHHS KINLKOCTI cyB eKTiR 3 BHIANKAMH YCKNAIHEHE 10 CYKYTIHOTO 4acy PHIHKY.

e BP (95 % JII) Gazverscs wa someni nponopuiiinol weGesnexn Kokca, crpatudikosadiil 3a THRoM
TPOLIEAYPH T4 3CTOCY BAHHAM KNOMIOrpento 3 JHKYBAHHAM K €HHHM KOBapiaToM.

4 JlgoGiuHe 3HaveHHA p 6a3yeTRCA Ha JorapudiMitHOMY TecTi, cTpaTH(IKOBAHOMY 3a THIOM NPOLENYPH Ta
3ACTOCYBAHHAM KIOMIOIPE/I0 3 NiKyBaHHaM 8K dakropom.

lwemiuna xpopoba cepus (IXC) iz cepueBoid HelOCTATHICTIO

Hocaipxenna COMMANDER HF skmovano 5022 nauienTts i3 cepueroto HepoctatHicTio (CH)
ta BupaxeHow IXC nicna rocmitanizauii 3 npusoay jexomnencauii CH, saxkux Oyno
paHAOMIZOBAHO B IPYNY, AKa OTpHMYBana pueapokcaban 2.5 mr 2 pazu Ha noby (N = 2507), ta
rpyny, Aka oTpuMysana nnaiebo (N = 25135). aransHa MeliaHa TPHBaNOCTI NiKYBaHHA CTAaHOBHIA
504 nui.

Y nauienTie mana Gyt cumnTomia CH npoTtarom npuHaiiMbi 3 micauis i3 dpakuieo BHKHIY
nigoro wayaouka (OB < 40 %, 23310KyMEHTOBAHOW TNPOTATOM POKY HanepenoaHi
BKAIOMEHHA v jochiamenns. Ha nowarky pocnimxenns Meniana dpakuii BuKkUay cranosuna 34 %
(IQR: 28-38 %); 53 % nauientie manu CH I un IV dyukuionansrnoro kiacy 3a knacuikauiero
Heto-Hopkebkol aconiauii kapaionoris (NYHA).

[MepeunHui aHaniz edexTHEHocTi (TOOTD CYKYNHICTE AETAlBHMX HACMIIKIE 3 YCIX NPHYMH,
inapkTy Mmiokapna abo iHCYABTY) HE NMOKA3aB CTATHCTHYHO 3HAYYLLOl PizHMLI MiIX rpynowo
puBapokcabany 2,5 Mr 2 pa3u Ha no6y Ta rpynowo naaueto 3 BP = 0,94; 95 % 11 0,84-1,05, p =
0.270. TToka3HHK CMEPTHOCTI 3 YCIiX MPHYMH He BiIpi3HABCA B rpynax puesapokcabany Ta nuaiebo
34 KifbKicTio BHnaakie (vactora unaakie Ha 100 nauientopoxie: 11.41 nporu 11,63, BP 0,98;
95 % JI1 0.87-1,10, p = 0,743). YactoTa Bunagkis indapkry miokapaa Ha 100 nauieHTopokis y
rpynax pueapokcabany Ta nnaueGo cranosuna 2,08 ta 2,52 (BP 0.83: 95 % [II 0,63-1.08, p =
0,165). a wactora punaakis incynety Ha 100 nauientopokie — 1.08 ta 1.62 (BP 0,66: 95 % ]I
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0.47-0,95, p = 0,023) signogigHo. OcHoeuuii nokasHuk Gesnexu, 10670 CyKYNHICTb JNeTalibHuX
KpoBoTed allo KpoBOTEY Y KPUTHHHMIA OpraH, 1O MOMKYTh NPM3IBECTH 10 CTIHKOT BTPAaTH
npavesfatHocti, cnoctepirapea y 18 (0.7 %) nauienTis y rpyni nikyranus pupapokcaGanom
2.5 mr 2 pasu Ha 106y Ta y 23 (0,9 %) nauicurie y rpyni nnauebo (BP = 0,80; 95 % J11 0.43—1,49,
p = 0,484). ¥ rpyni pupapokcabany cnocTepiranocs CTaTHCTHYHO 3HAYYILE T IBMILIEHHA YACTOTH
BHNAMKIE MacHBHOT KpoeoTeui 3a BHanadenuam |STH nopiensso 3 nnaue6o (uactoTa BMNAgKie Ha
100 nanienropokie: 2.04 a 1.21 (BP 1,68; 95 % JI1 1.18-2,39, p = 0,003) sianoeiguo).

Y niarpyni nauieHTie i3 JErkoi0 Ta NOMIPHOK CEPUEBOK HENOCTATHICTIO edekTH NikyBaHHA
pusapokcabanom B nocnimienni COMPASS Gyan aHanorivHuMK edexrtam, wo crnoctepiranics B
ycilt nomynauii gocnimkennsa (aus. nigpozain «lwemiuna xsopoba cepua (1XC) / 3axsopioBaus
nepuepuynnx aprepii (3TTA)» BHe).

[lanieHTn 3 NO3NTHBHUMM PE3VALTATAMMK TECTY 18 TphoX anTHdocdoniniaHux aHTHTIa
Pupapokcaban Gyno nopieusHOo 3 BapapuHOM y nauieHTie 3 TpoMBoioM B aHamHesi 3
piarHoctopaHuM  anTudoconinigpum  cuaapomoM  (AD@C) 3 BHCOKHM  pH3HKOM
TpomOoeMDONIYHHX ABMLL (NO3MTHBHI PE3yJLTATH 1WMOAO BCiX Tpsox anTHdochonininHmx
aHTHTIN: BOBYAKOBMI AaHTHKOATYAAHT, AHTHKApAIoNiniHOBI aHTHTING, anTH-Geta-2-rnikonpoTein-
[-anTHTina) ¥y pasaoMi3OBaHOMY  BIAKPHTOMY — MYALTHUEHTPOBOMY  CIIOHCOPOBAHOMY
JOCTUIHMKAMM  KNIHIYHOMY  BHTIpOOYBaHHI i3  «3achinieHol» OIHKOK KIiHLEBOT TOYKH.
Hocnimxkenus Oyno NpUNHHEHO JOCTPOKOBO nicns BrmodeHHs 120 nanienTie BHacnizox
3POCTAHHA  4acTOTH TpomOoemOOAiMHMX sBWLL Y nawieHTie, AKi npuiiMany pusapokcaGan.
Cepeaniii nepion cnocTepeskeHHs craHosue 369 nuie: 59 nauienTie 6yn0 pangomizosano B rpyny
3acTocyBaHHs puBapokcabany B 103i 20 mr (15 Mr ana nauieHTis i3 KnipeHcoM Kpeatuniny < 50
ma/xe) i 61 — papdapuny (MHB 2,0-3,0). TpomGortHuni aeuma cnocrepiramuca y 12 %
NauienTis, PaHIOMIZ0BAHHN Y TPYNY 3aCTOCYBAHHA puBOpokcabany (4 iweMivHuX iHCYIBTH Ta 3
iHpapkTH miokapna). He Oyno 3apeecTpoBaHo TpomGoeMOONIMHMX HBHIL Y MallieHTiB,
PAHIOMIZOBAHMX Y rpyny 3actocyeaHHa Bapdapuny. Benuki kposotedi cnoctepiranucs v 4
natienTis (7 %) rpynu pusapokcabany Ta 2 nauienTis (3 %) rpynu sapdapuny.

JacToCcYBaHHA JITAM

€eponeiickka MeIMUHa areHLlis BiIMOBUIACA BIJI MPABA BMMAraTH BHKOHAHHA 30008 A3aHHA 1010
NOJAHHS Pe3yNLTATIE JOC/IIKEHb 13 3aCTOCYBAHHAM pHBapokcabany yciM niarpynam aiteil ana
noneperkeHHa TpoMOoeMOONIYHHX yeKnanHeHb (IHE. Takox poamin «Jlitun).

Dapmarorinemura

BcMOKTYBAHHA

Pupapokcaban INBHAKO BCMOKTYEThCH, MakcHManbHa konuedtpauis (Cme) gocaraersca uepes
2—4 roguiMn nicns npuitomy TabneTku,

[lpu nepopanenomy 3actocyeadHi puBapokcalan MalKe NOBHICTIO BCMOKTYETheA, Horo
OiojocTynuictes nicna npuilomy 03 2.5 smr ta 10 Mr € Bucokow | crtaHoBuTe 80-100 %
HE3aIeKHO Bill BAKHBaHHA ki, 3acTocyeaHHA TabneTok pusapokcabany 2,5 mr ta 10 Mr nig yac
BiKHBAaHHA Tki He Briueae Ha AUC ta Chax puBapokcabany. TaGnetku pusapokcabany 2,5 Mr Ta
10 Mr MoMHa DpHAMATH HE3ANEKHO Bil BAHBAHEA T3

(rapmakokinetura pupapokcabaHy HabnuxaeThCs 10 NiHIAHOT NpH 3acTOCYBaHHI ioro B J03ax 10
15 mr | pas nwa poby. dapmakokiHeTHka pueapokcalaHy XapaKTepH3IYEThCA MOMIpHOID
3MIHHICTIO; IHAMBIoYanbHa 3MiHHICTE (Bapiauifinmii KoedinienT) cranoBuTs Big 30 % no 40 %.
BemokTyeanHs puBapokcabaHy 3anemuTs Bia Micla HOro BHBIMEHEHHA ¥ IIYHKOBO-KHIIKOBOMY
TpakTi. Jocnimkenusn nokazanu suumedHs AUC va 29 % 1a Cpae HAa 56 % NpH 3acTocyBaHHI
rpaHyaTy pHBapokcadaHy 3 BHBLILHEHHAM [i04M0l PEYOBHHHM ¥ NPOKCHMATLHOMY Bimaini
TOHKOTO KHIIEYHHKY NOPiBHAHO 3 Tabietosanowo dopmoto. Exkenozuuis smenwyerses we Ginsime
NpH BHBINLHEHHI Oit04ol peuoBMHH B AMCTANLHOMY BIIAINI TOHKOTO KHIICYHHKY 4YM BHCXinuiii
yacTHHi 00010BOT KHiukH. TakuM 4MHOM, cnia YHHKATH BREJAEHHS pHBapokcabany IMcTalbHille
LUTYHKA 4epe3 MOXJIHBE 3humenna abcopOuii Ta BiANOBIAHOTO BNMBY HA EKCNO3MLIIO.
biopoctynuicts (AUC 1a Chax) pusapokcabany 20 Mr, npH3HAY€HOTO MEPOPANbHO Y BHIAML
nojipiGHenot Tabnerkn, amimanol 3 a6ayunumM niope abo BO0IO, T BBEACHOIO Yepes LWYHKOBHI
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30H]1 BesnocepeHko nepejl BKHBAHHAM Piakol BKi, ananoriuna GiogoctynnocTi pusapokcabany.
npuiinaToro v eurnaal uinol tabnerkd. Bpaxopywun nepenbavysanuit aosonponopuifiHuii
thapmakokineTHuHHil npodine pusapokcabany, AaHi WoA0 GIOAOCTYNHOCTI, OTPHMAaHI B UBOMY
AOCHKEHH], AMOBIPHO, CTOCYIOTHCA | HHAKHHX /103 pUBapokcadaHy.

Poznonin

B opranizmi momuun Ginbwa yactuHa pupapokcabany (92-95 %) 38’azana 3 OIMKaMK nnasmu
KPOBi, OCHOBHMM 3B 3YIOYHM KOMMOHEHTOM € cupoBatkoBuii ansGymin. OG’em posnonpiny —
cepe/Hiil, Vss ctanoents npubanzno 30 0.

bioTpanciopmaitia 1 BuBeeHHA

Pupapokcabat BHBOANTLCA niepesamuo y dopmi meralonitie (npubanzno %5 npuAHATOl A03H),
NPHYOMY TIONOBMHA 3 HHX BHBOJMTECA HHPKAMH, @ iHLIZ NOJOBMHA — 3 KAIOM. '3 N03H niansrae
npsAMiii HUPKOBIH exckpenil i3 cewerd y BMriAli HE3MIHEHOT AKTHEHO! PEHOBMHM, IOJOBHHM
YHHOM 33 J0NOMOr0I0 aKTHEHOT HHPKOBOT cekpeuii.

MeTafoniim pusapokcabany saifichionTs izodepmentd CYP 3A4, CYP 2)2, a takom depMeHTH,
HezanesHi Bia cuctemu nuToxpomy P. OcHoernmu ainaukamu Giotpancdopmanii € mopdoninosa
rpyna, Wio MifgaeTeCa OKMCHOMY PO3KIANAHHIO, Ta aMini rpynu, ki NiANAraTs rigponisy.
3riaHo 3 OTPHMAHKMK in vitro 1aHUMH, puBapokcabau € cyGerparom aaa DinKig-nepeHoCHHKIB P-
rnikonpoteiny (P-gp) i Ginka pe3HCTEHTHOCTI /10 paky Moao4HoT 3ano3u (Berp).

Heaminennii pusapokcaban sigirpac HaiiBaknupimy ponk y MOACEKIH nnasmi, pawnuei abo
aKTHBHI UMpKY/MOoul MetaGonit B nasMi kpoei He Buarneni. PusapokcabaH, cHCTeMHHI
Kiipedc gkoro craHoeuTs npubnuino 10 n/roa, moxke OyTH BiaHeceHHil 10 NIKAPCHKHX PEHOBUH 3
HU3LKMM  piBHem Kaipency. [licns BHYTpilIHEOBEHHOTO BBejeHHA J03H 1 wMr nepion
HAMIBBHBEAEHHS CTAHOBHTL npuOansno 4.5 rogunu. TIpu  nepopanbHOMY  3acTOCYBAHHI
eniMinaiia ofmexyeThea WBMAKICTIO abcopbuii. TepMiHaneHui nepios HaniBBHBEIEHHSA
pHBapoKcabaHy 3 NiasMH KpoBi CTAHOBHTSL Bi 5 10 9 rofMH ¥ MOIOAMX nauienTis i gig 11 go 13
FO/JIMH — Y NAaIiEHTIB JITHBOrO BIKY.

Ocobnuei kaTeropii

Crmamnb

YV uonopikie | KIHOK KNiHIYHO 3HauywMx BiaMidsocTed  Qapmakokinetukn (DPK) Ta
thapmakominamirky (DJ1) He BHABNEHO.

Hayicwmu rimusoco 6iky

¥ nauieHTis NiTHHOrO BIKY KOHUEHTpauis pueapokcaany y nuasmi KpoBi BULLA, HIK Y MONOAHX
nauientis; cepente 3nadenns AUC npubnuzno B 1.5 pasa nepesBMILye BiINOBIIHI 3HaYeHHA ¥
MOJIOJMX MALIEHTIE, FOJOBHHM YHHOM BHACNIIOK 3HMMKEHOro (YABHOrO) 3aralbHOrO HHPKOBOTO
kinipedcy. Kopekilia 1034 He notpidna.

Maca mira nayienmea

3anaaro mana abo penuka Maca Tina (menme 50 kr abo 6ineme 120 kr) nuiue HezHAYHO BIUIHBAC
Ha KOHIEHTpaui pueapokcabaHy y naasMi Kpobi (pO3XOJMEHHS CTAHOBHTE MeHule 25 %).
Kopekuis 1031 He noTpitHa.

Emuiuni ocotiueoci

Kniniuno sHauymmx posxomkens @K i @] pupapoxcaGany y nauieTie esponeficskof,
athpoaMepHKaHCEKOT, TaTHHOAMEPHKAHCEKOT, AnoHcEKOT a0 KiuTaHchKol eTHIYHOT NpHHANEKHOCTI
HE CrocTepirant.

HET-J' iHKoGa HedaCmamuicns

Y naumieHTiB i3 UMpPO30M NEYiHKHM 3 JIETKOKW NeviHKOBOK HedocTaTtHicTio (Knac A za
knacudikauicro Yaiinga ~ IT710) cnoctepirani numwe HeaHaudi iAMIHHOCTI (apMaKOKiHETHKH
pusapokcaGany (v cepennsomy 1,2-pasose 36inberna nokazuukie AUC), mo maiixe 3Giranues 3
napaMeTpaMi, Bia3Ha4eHHMH Y KOHTPOJILHIH rpyni 300poBHX 10GPOBONBLLIE.

Y nauiedTis i3 UMPO3OM NEUiHKH i3 Ne4iHKOBOK HEJOCTATHICTIO cepenHbol TaxKocTi (Knac B 3a
knacudixauico Yaiinga — I110) cepeans AUC pupapokcabany Oyna 3nauno nigeuiuesa (y 2,3
paza) MOpiBHAHO 3 Takow Yy a3moposux  gobposodbuie. AUC  Hess’azaHol  pedOBHHM
migeuutyeanack y 2.6 pasa. ¥V uMX nauieHTiB TaKo® BiA3Havanu  3HHKEHE BUBCICHHS
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puBapokcadaHy I3 cedelo, XapakTepHe ANs NalieHTiE i2 HUPKOBOIO HENOCTATHICTIO cepeaHLoi
THAKOCTI. Hemae Naunx mo10 naiieHTie 3 THAKHM NOpyIIeHHaM QyHKLT nevinkm.
¥ nauiedtie i3 Ne4iHKOBOI HEJOCTATHICTIO CEPE/IHLOT TANKKOCTI NPUrHINEHHA AKTHBHOCTI
(axkropa Xa Oyio BupameHe cuibHiwe (2,6-KpaTHe pO3XOMKEHHA), HIK Y  300pOBHX
aobposoneuis. MY Takos (2,1-KpaTHO) NMEPEBHMIIYBAB MOKAIHUKM 300POBHX N00POBONBLIE.
[Mauienta 3 nopywennam dyukuil nevinkn cepentnoi TAKKoCT Gynu Ginkmr uyTIHBAMH 10
puBapokcabany, wWwo npu3goauno o Oinein kpyToi Kpueoi @K/D]] saneskHocTi MK
KoHuenTpauiew i [TY,
Pueapokcaban npoTHNOKa3aHHil 10 3aCTOCYBAHHA NMALICHTAM i3 3aXBOPIOBAHHAMM MEYiHKH, LIO
CYTIPOROIKYIOTECA KOAry/IoNaTield Ta KIHIYHO 3HAYYIHM PHIHKOM PO3BHTKY KPOBOTEUI, ¥ TOMY
YHEIl malieHTaM i3 uupozom nedinkyk kaacis B i C (uus. posain «[lpotunokazanuay).
Hupwosa nedocmamuicing
Binsnauanocs 30ineenHs ekcriosuuii pusapokcalany, ske Kopemoe 31 3HuAeHHAM (yHKUT
HHPOK, 110 BH3HAYANH 38 KNIPESHCOM KpeaTHHINY.,
B oci6 3 nerkum (kniperc kpearnniny 50-80 ma/Xe), cepemHboi THKKOCTI (KnipeHc KpeaTHHinY
30-49 mn/xe) abo tamkum (Knipenc kpeatHiny 15-29 mu/xe) nopywenaam (yHkuwil HHpoOK
KOHLEHTpauis pueapokcabany y nnasmi kpoei (AUC) 6yna s 1.4, 1.5 1a 1.6 paza BMima nopipHsHo
3 Takow y  3jopoeux  nobpoponsuis.  Bignoeigso  cnocrtepiranocs  36inbuieHHs
drapMakoauamiyHux edekTin,
B ocib 3 nerkum. cepennsoi TamkocTi abo TEAKMM nopyiieHHsM (yHKUIT HHPOK 3aranbHe
NPUTHIYEHHA aKTHBHOCTI (hakTopa Xa Gyno Ginswmum v 1,5, 1.9 Ta 2 pazu eianoeiiHo nopieHaHO 3
TAKHM Y 3j0poeux aobposonsiie; MY nogibuum uuuom zpocrae y 1,3, 2.2 ta 2.4 pasa
Bianosigno. Jlani mono nauieHTie 3 KiipeHcoM KpeaTHHIHY < 15 MA/XB BiZICYTHI.
He pexoMennyeThea 3acTocoByBaru Nikapeekuit 3acid nmauieHTam i3 KnipeHcoM KpeaTHHiHY < 15
MJ/XB. Pueapokcaban cninl 3 o0epeskHICTIO 34CTOCOBYBATH MAlliEHTAM 3 TOKKOK HMPKOBOID
HEJIOCTATHICTIO i3 KnipeHcoMm  Kpeatwdiny 15-29 wmn/xe  (aue.  posapin  «OcobnueocTi
FACTOCYBAHHAR ),
3 ornany Ha BHCOKe 3B'A3yBaHHA 3 GiNkaMM NNasM KpoBi BUBEIEHHs pHBapokcabaHy 3
OpraHizMy nij yac Jianisy € ManoiiMoBipHHM.
@apMakOKiHETHYHI JaHi. BiA3HAYCH] y NALCHTIB
¥ nauientie 3 'KC, aki oTpumysanu pupapokcaGan y no3i 2.5 mr 2 pasu va 100y 3 MeToro
npodinakTHEy aTepoTpoMGOTHUHUX SBHLL, CEpejHiil TeOMETPHYHHIl MOKa3HUK KOHLCHTpani
(90 % nporHocTHUHHI iHTepean) depe: 2-4 rogmHu Ta npubnau3Ho uepes 12 roamH nicna
npHifoMy nikapcbkoro 3aco0y (4ac, wo npHOAH3IHO BiAODpaKac MOCATHEHHA MAaKCHMAaNkHOI i
MiHIMaIBHOT KOHUEHTpaLUiil v npoMixkkax Mix npuitomamu 103) cranoeue 47 (13-123) i 9.2 (4.4
18) MKr/n BiANORiAHO.
DapmakokineTnuni/dhapmakogunamiyni (PK/DJ]) p3acMo3B 3KH
Ouinky ©K/P]] B3acM03B’a3KY MIK KOHUEHTpauici pHeapokcabaHy y naasMi Kposi Ta
nexinbrkoMa hapMakoIHHAMIYHHMU KiHUEBHMH To4KaMu (npurHivends daxtopa Xa, T4, AUTY,
Heptest) npoBoaniu nicns 3acTocyBaHHA UIHPOKOTD dianazoHy 103 (Big 5 mr mo 30 Mr 2 pazu Ha
[100y). Baaemo3e 30K MK KOHUEHTpaliew pueapokcabany i akTHBHICTIO (aKTopa Xa Halikpaiie
BM3HAYAETECA 33 IOMOMOrol Moaeni Ems. lllo crocyerkes TT4, ninilina Monens nepeTHHaHHs
BiJpi3KiB 3a3BMuail g€ 3MOTY OTPHMATH HalJOCTORIPHIMI daHi. 3anekHo Bl Pi3HHX peareHTiB
ana euzHadenHa [1Y, wytoemi koediuieHT mMome cyTTeso BiapisHarhca. [lpu sactocyBaHHi
peareuTy Neoplastin ana eumiptogadsa 14 nogatkosnii [14 cranosue npubausno 13 cexynm, a
KyToRHii koedinienT — 3—4 cexynau / (100 mxr/n). Pesynstati ananizis OK/O]] B3aeMo3s s3KiB y
nocnimkernax ¢az Il ta 11l pianosiganyu gaHUM, OTPUMAHKM Y 3[10POBHX N0GPOBOJIBLLIB.
JacTocyEaHHA JiTAM
besneky Ta edekTHRHICTE Nikapcekoro zacoby 3a nokasauuam [KC IXC/3IMA v gitell Ta
nianiTkie (BikoM 10 18 pokis) He BHBYATH.

OKIIHIYHI gadi 3 Ge3neku
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[cHyIOM1 JOKAIHIYHI 1aHi, OTPHMaHi B X04i TpaanUiiHMX Jochikers fapmakonoriunol Hesnexu,
TOKCHYHOCTI  OJHOpAa30ROl  103M., (DPOTOTOKCHYHOCTI, TFEHOTOKCHYHOCTI. KAHLEPOTEHHOrD
NOTEHLIANY TA peNpoAYKTHEHOT TOKCHYHOCT], BRKAIVIOTE HA BIACYTHICTL OVIL-AKHX cneludivHnx
PHIHKIB 174 HOIHHH.

Peakuii., pizzHadeHi mio 4ac AOCHIIMKEHE TOKCHMHOCTI GaraTopazoBMx /03, OVIH NepeBakHO
3YMOB/EHI HaZMipHO (lapMakonoriyHOK aKTHBHICTIO pHBapokcabany.

He Bif3HaYe€HO KOAHOTO BMJMBY HAa QEePTHABHICTH CAMUIB YM CAMOK TBApHH. Y XO[i A0CHiIKeHb
Ha TBAPMHAX CNOCTEpirajacs penpoiyKTHBHA TOKCHYHICTh, NOB'#3aHa 3 dapMakonorivHum
MexaHizMoM il puBapokcabaHy (20Kkpema. remoparidsi ypamenns). [lpy kniHivHO 3HAuyLIMX
NIa3MOBHX KOHLEHTpauiax cnocrepiranaca emOpioderansHa TOKCHUHICTE (nMocTiMnnaHTaLifHi
BETPaTH, 3aTPHMKA /[ [pPOrpecyBaHHs OKOCTEHIHHA, poicigdi ceitnozabapenedi nasmu) Ta
MiABHILEHE YACTOTA 3aralbHUX Mane(opMmauiil | nnaneHTapHUX 3mid. Y Xoai npeHaTtansHHX Ta
NMOCTHATANEHHX ﬂﬂﬂdli.ﬂ}l{e]{h Ha wypax CﬁﬂﬂTﬁ"pi!’aﬂﬂCH JHHECHA }KHTTCE,EI,B.TIIiCTI: NOTOMCTER [MTPH
JO3YBAHHI, WO OY10 TOKCHYHHM TR CAMOK.

Kainiuni xapakrepHeTHKH

Horazannn

Jlikapebknii 3aci6 Kapnatykcan™ npusnauat y xomGiHauii 3 aueTnicaniuwiorolo KHCIOTOIO
(ACK) abo y xombinauii 3 ACK Ta knonigorpeneM abo THKIOMIAMHOM I8 NpodinakTHKH
aTepoTpOMOOTHYHHX ABMIL ¥ NOPOCAWX MALIEHTIB MiCAS NEPEeHECeHOro ToCTPOro KOPOHAPHOTO
cungpomy  (TKC) 3 nigeMinendm  pigHeM  cepuesux  GiomapkepiB  (OMB.  po3aind
wapmakoguuamivay «llporunokasanday Ta «OcobNHBOCTI 3aCTOCYBAHHAY ).

HMikapeekuit 3aci6 Kapnarykcan™ npuznavatn v komGiHauil 3 aueTHacalilmioBol0 KHCIOTOIO
(ACK) ans npodiilaktuky atepoTpoMOOTHYHUX SIBMLL Y JIOPOCAMX MAUieHTIB 3 ilIeMiYHOK
xpopoboto cepua (IXC) abo cumnromMHum 3axeopioBaHHaM nepudepuununx aprepiii (3[1A) 3
BHCOKHM PH3MKOM IIUIEMI4MHHX ABHIIL.

Ipomunorazanns

e [linpMuiena 9y TAMBICTE 10 puBapokcadany ado 10 0NOMIKHHX PEUYOBHH JiKapckKkoro 3acody.

o Kniniuno 3uauyina aKTHEHA KPOBOTEYA.

o  VYikomkenHa abo cTaHu, 110 CYNPOBOUKYIOTECA 3HAYHHM PHIHKOM PO3BUTKY KpoeoTey. Bouu
MOAYTh BKIIOYATH HAfABHI Ha JaHWii MOMeHT a0 HENIONABHO BHABACHI BHPA3KH ILTYHKOBO-
KHUIKOBOTO TPaKTY, 3M0AKICHI HOBOYTBOPEHHA 3 BHCOKHMM PH3MKOM KPOBOTEY, HEIIOAABHO
MEepPEHEceHy TpaBMy rofoBHOTO alo CNHHHOTO MO3KY, HELODJABHO NEpeHeceHEe ONepaTHBHE
BTPYYaHHA Ha TONOBHOMY, CIHHHOMY MO3KY YM O4aX, HEWOJABHIA BHYTpiLIHBOYEpENHHI
KPOBOBH/IME, BHABJIEHE 4YH TMif03pPIOBAHE BAPHKO3HE pPOZLUIMPEHHA BEH CTPABOXOY.
apTepioBeHO3HI Manwpopmantii, aHeRpHiIMH cyIMH afo 3HauHi BHYTpPILHLOCHIHANEHI YK
BHYTpillHbOUepeGpanbHi CYAHHHT aHOMANIT.

 OpnHodacHe 3acTocyBaHHA 3 Oy/Ib-AKHMH IHINMMH aAHTHKOArylAHTaMH, Hanmpuknang 3
HedpakIlioHOBAHWM  TENapHHOM,  HM3LKOMONEKYIAPHHMM  TenapHHaMu  (Hanmpuknan,
€HOKCANApPHH, JankTeNapuH), MNOXiTHMMH renapuHy  (Hanpuknaja,  QoHAamapuHyKC),
NepopanbHUMH  AHTHKOArynsSHTamu  (Hanpuknan, eapdapus, nabiratpany eTexcHnar,
anikcafan), okpiM cneundiuHuX oGCTABHH Nepexoay Ha AHTHKOATYISAHTHY Tepaniio (OB,
pozain «Cnocid sacTocyBaHHA Ta A03M») abo BHNALKIB, kKoid HedpakuioHoBaHHH renapHh
NpH3IHA4aloTE Y Ac3ax, HeoOxigumx ana  zabeznedenHs  ¢yHKUIOHYBaHHA  KareTepa
LEHTpanLHHX BeH 4 apTepili (aus. posain «Baaemonin 3 iHIMMHK NiKapceKUMH 3acobaMu Ta
iHI BHOH B3aeMOiiin),

o Cynyrea tepania 'KC 3 BUKOpHCTAHHAM AHTHArPEraHTHUX 2acobiB ¥ NALIEHTIE 3 IHCYNBTOM
abo TpanzuTopHOWO iweMidHol arakow (TIA) B anamuesi (uue. posgin «Ocobausocri
TACTOCYBAHHAR ).
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e Cynyraa Ttepania IXC/3I1A 3 suxkopwcrannsm ACK y nauientie i3 remopariyimm abo
NAKYHapHUM iHCYILTOM B anamuezi abo 3 Oyab-AKUM IHCY/BTOM, NEPEHECEHHM NPOTAroM
ocTaHHBOTO Micaua (aue. poaain «OcobauBsocTi 3acToCYBaHHAR ).

= JaxBOPIOBAHHA MEYiHKH, 1110 ACOUIKIIOTECA 3 KOAryJONaTIEr Ta KAIHIYHO 3HAYYLIMM PHIHKOM
POIBHTEY KPOBOTEY, ¥ TOMY uHcai nupo2 neyinky knacie B ta C 3a knacudikaniewo Haiinna —
[T (nue. pozain «@apmakokineTkay ),

¢ [lepion earitHocti ao rogyBavHs rpyamo (AMe. po3ain «3acTocyBaHHA ¥ Nepioa BarirHoOCTI
ab0 rofyBaHHg Py Lo ).

Ocodiuei 3axoou Geinexu

MoapiGHenHs TabneTok

Tabnetkn nikapeskoro sacoby Kapaarykcan” moxua noapibuumd ta cycnexmyeati y 50 mn
BOJM | BRECTH 3a JIONOMOTOK) HAZOFACTPAILHOrO 10HA abo IWAYHKOBOTO 30HAA N8 TOAYBaHHA
ficis Nepesipky NpaBHALHOCTI HOTO PO3TAIVBAHHA Y LWUIYHKY (MICH8 4Oro 30HA CNifl NPOMHTH
Bo1010). OCKINBKH BCMOKTYBaHHA pHBapokcabaHy 3aneikHTh Bijl MiCUS BUBLILHCHHA AKTHBHOT
PEHMOBHHH, CHiJ YHHKATH BBEICHHS pHBapokcabaHy AWCTANBHO B LUUIYHOK, OCKINBKH Lie MOWe
NPU3BECTH 10 3MeHitenns abcopOuil i, oTKe, 10 3MEHIIEHHA BNIMBY AKTHBHOT pedyoBHHH. [Ticns
pRefieHHA TatneTok no 2.5 Mr Hemac HeoOXiOHOCTI 0/Ipaly EBOJHTH EHTEpPANEHE IOJYBaHHA.

B3acmodia 3 iHumumu AiKapcsKUMU 3aco0amu ma inwi auou 63acmooii

Iuribitopu CYP3A4 ta P-gp

CynyTHE 3acTocyBaHHs pueapokcabany 3 kerokonazonom (400 mr 1 pas wa noby) abo
putoHagipom (600 mr 2 pazu Ha noby) npussoguno ao 2,6-KpaTHoro/2,5-KpaTtHoro migBHILEHHA
cepennboi pipdoBamHoi AUC pupapokcabany Tta 1.7-kparHoro/l,6-kpatHoro 306inblieHHs
cepedHboi  Cpax  pHBapokcabaHy, AKe  CYNPOBOJKYBANOCA — 3HAYHMM  MOCHICHHAM
dapmakoguHamivnux edextie nikapckkoro 3acoly, 10 MOKE NIBHILYBATH PHIMK KPOBOTEYI.
FRAAKOUM HA 1g, 3ACTOCYBAHHA JlKAapCchKOro 3acoby Kapnatykcan™ He pekoMeHIyeTses
nauieHTaM, AKi OTPHMYIOTE CYMYTHE CHCTEMHE JIKYBAHHS NPOTHIPHOKOBHMH NiKapCEKHMM
3aco0aMi a3zoJLHOT MPYNH, TAKHMH AK KETOKOHA30/1, ITPAKOHa30/1, BOPHKOHA30/ Ta M103aK0oHa30J1,
aGo inriGitopamu Blll-npoteasn. Lli nikapeeki 3acofu e notyaHumy iHriGitopamu CYP3A4 1a
P-gp (nue, poaain «OcobnuBoCTi 3acTOCYBAHHAR ).

PeuopuHA, AKi akTMBHO IHCOVIOTE TiNBKH OJMH 31 IUNAXIE BHBCACHHA pHBapoxcabaHy 3
opradizmy, CYP3A4 abo P-gp, sk ouikyetsen, 30iMbWYIOTE KOHUEHTpalilo pHBapokcabany B
naasMi Kpori MeHmo mipow. Hanpuknan, wknaputpomiuus (500 mr 2 pazm na poly). wo e
noty:HuM inriditopom CYP3A4 Ta inribitopom P-gp cepeaHbol IHTEHCHBHOCTI, CHIPHYHHAB
1,5-kpatre 30inewenns cepennix 3Havends AUC ta 1.4-kparue 30insmends Cray puBapokcabany.
Bzaemonis 3 knapuTpoMiuMHOM, HMOBIPHO, HE € KNIHIMHO 3HaYYWOW0 408 GinkWocTi nauicHTis,
ane Moike OYTH MNOTEHUIHO 3HAYYWIOW [AN8 NAaUieHTIB TPYNH BHCOKOTO PH3HKY (100
JACTOCYBAHHA  MallieHTaM 3 HHPKOBOKY  HEAoCTaTHICTo  auB.  posain  «Ocobiaueocti
3ACTOCYBAHHAR ).

Epurpomiumn (500 mr 3 pazn na no0y), wo nomipuo iuriGye izodepment CYP3A4 i P-gp,
cnpiunnAe 1,3-kpaTHe 36inbmeHns cepenrix pisHopakHUX 3HaveHb AUC i Cypg puBapokcabany.
Baaemozia 3 epUTPOMILIMHOM, HMOBIDHO, HE € KNIHIYHO 3HaYyWow Ana 6insmocTi nauieHTie, ane
Mose Gy TH MOTeHUITHO 3HaY VLI 118 NALIEHTIB IPYNH BHCOKOTO PH3HKY.

Y namicHTIE 3 HHPKOBOKD HENOCTATHICTIO NETKOTO CTYNEHA, HA BiaMiHy Bil nauieHTis i3
HOPMANBHOIO YHKIIEK HHPOK. NpH 3acTocyBaHHi epuTpoMiumby (300 mr 3 pasu na noby)
gigznavanu 1.8-kpatHe 3poctania cepenHboro 3HaveHHs AUC Tta 1.6-kparne 30iabimeHss Cuay
pusapokcabany. ¥ nauicHTIB 3 HUPKOBOK HEIOCTATHICTIO CEPE/IHLOIO CTYNEHs TAKKOCTI Ha T
3ACTOCYBAHHA  CPHTPOMILHHY  ¢nocTepiranu  30inbleHHA cepeaHeoro  3HaveHus  AUC
pueapoxcabany B 2 pasu i nigguienns Crpg pHBapokcadbany B 1,6 paza NopiBHAHO 3 NALIEHTAMH 3
HOPMAaNBHOK (YHKUIEK HUPOK. BniMe epUTpOMIUMHY € aIUTHBHHM [0 SBHUL HHPKOBOI
HenoCTaTHOCTI (AME. po3ain «OcobIHBOCTI 3aCTOCYBAHHAY ).




$nykonazon (400 wmr 1 paz wa  noby) eeakacThea  inriSitopom CYP3A4 cependbol
IHTEHCHBHOCTI, HOro 3acTocyBaHHA cnpuyuHAno |,4-kpatHe 30ibeHHA cepeanix 3HaveHs AUC
ta 1,3-kpatHe 30inbwenHa Cyax pueapokcabany. Biaemonia 3 daykonazonom, fiMoBipHo, He €
KATHIYHO 3Hauylwlow a1 OinbluocTi nauieHTis, ane Moxe OyTH NMOTEHLIHHO 3HAYYIIOW M
MALICHTIB FPYMH BHCOKOTO PH3HKY (1100 3aCTOCYBAHHS MAlicHTAM 3 HHPKOBOKO HEIOCTATHICTIO
IME, po3ain «OcobIHBOCTI 3aCTOCYRBAHHAR ).

3pakaroud Ha obMemeHi KMiHIYHI NaHi WOA0 ApoHEaapoHY. €1il YHHKATH OIHOYAacHOro ioro
3acTOCYBaHHA 3 PHBAPOKCabaHOM.

AH']'HIQDHE“;'J[HH'I'H

[Ticna komGiHORaHOTO NpH3HAYEHHA eHoKcanapuHy (oaHopazoroi no3u 40 Mr) i pueapokcabaHy
(oaHopazorol gosu 10 Mr) cnoctepirages anMTHEHMI edekT WOAO0 AKTHBHOCTI aHTH(akTOpa-Xa,
IO HE CYNPOROIKYBARCA JIOJIATKOBMMH 3MIHAMM Pe3yNLTATIE aHani3ie Ha 3ropTaHHa kpoei (114,
AYTY). Enokcanapus He 3MiHOBaB papMakoKiHeTHKY puBapokcabany.

3 ornamy Ha NIABMIIEHHS PH3MKY KPOBOTEY, CAiJl AOTPUMYBATHCA 0DepeKHOCTI nauieHTam, aki
OIHOYACHO OTPHMYIOTH iHWI  aHTHKoarynaHtd (mue.  pospinw  «llpotunokazanna» Ta
«OcoBNHBOCTI 3aCTOCYBAHHAR ),

Hecrepoinui npotusanansHi sacobu (HIT33) / inriGitopu arperauii TpomMGounTis

[Micns oxnouacHoro sactocyBawHa 15 mr pusapokcabanmy T1a 500 Mr sanpokceHy KaiHIUHO
peneBaHTHOro MOJOBKEHHA 4acy KpPOBOTEdi He crocTepirand, NMpoTe B OKPEMHX ocil MomnHBa
Gkl BHpadeHa dapMakoIHHAMIMHA peakiid,

[lpu onnouacHomy 3zactocypanHi pusapokcabany 3 ACK (500 Mr) we cnocrepiranocs xoaHoi
KAIHIYHO 3HAUYIOT hapMakokineTHaHol abo dapMakoaMHaMiMHOT BIaemMoail.

He BuseneHo dapMakoKiHETHYHOT B3aemMoiil Mix pHBapokcabanom 15 mr i kaomigorpenem
(vnapha gosza 300 Mr i3 NoganelliM MPHIHAYSHHAM MIATPMMYBaILHHX 103 75 Mr), ane B OIHii
MiArpYNi MALICHTIB BMABIEHO PENEBAHTHE 30INLIICHHS Yacy KpPOBOTEYi, HI0 HE KOPEMOBaio 3
arperatticio TpoMOOLHTIR i piBHAMH P-cenektuny aGo GPIIb/IIla-peuenTopis.

Heobxinno poTpumyeatHes odepeskHocTi nadicHTamM, ki ogHodacno otpuMylote HIT33 (v Tomy
yncni ACK) 1a inribitopu arperauii TpomGouuTiB, ockinbkd ui Nikapceki 3aco0u 3a3zBH4ail
NiABHLIYIOTL PU3HK PO3BHTKY KpoBoTed (aue. po3ain «OcobausocTi 3acTocyBaHHA» ).

Cenextneni inrifitopu ssopornoro saxonnenns cepotoHiny (CI33C) / inribitopu 3popoTHorD
3AX0NICHHA CepoToHiny i Hopeninedpuuy (133CH)

Ak 1 npH 3acTOCYBAHHI IHIUMX AHTHKOATYJIAHTIE, ICHYE HMOBIPHICTE MIBHUIEHHA PH3HKY
POZBUTKY KpoBOTeY Y nauieHTie, AKi ogHovacHo 3actocoryioTk CI33C abo I33CH euacnimox
BIIMBY ocTaHHIX Ha TpomOouut. [lpn onHouacHoMy 3acTocyBaHHi 3 puBapokcabaHoM y Xoji
KIIHIYHHX JOCNIKEeHE CIIOCTEPITaBCA KiNBKICHD BHIMIA piBEHb BENHKHX Ta HE3HAYHHMX KIiHIYHO
IHAYYLUIHX KPOBOTEY B YCiX rpynax tepanif.

Bapiapun

[1py nepexoii nauientie 3 antarodicrie itaminy K pappapuny (MHB 2.0-3.0) Ha puBapokcaban
(20 mr) abo 3 pusapokcabany (20 mr) na eapdapun (MHB 2,0-3,0) 36inemysagca ITY/MHB (Tect
Meoplastin) Ginsi K agHTHBHO (iHaMBigyaneHi 3Havends MHB aocaranu 12), Toai ax BonMe Ha
AUTY. inridysanus axktuBHocTi akropa Xa Ta enporennuil TpomOinoemii notenuian (ETIT)
OvnH anMTHBHHMH.

Axwo neobxiano ouinuTH dapMaxoaMHaMiubi edexkTH pHBapokcabaHy y nepioll nepexoay,
MOMHA BHIHAYHTH MPUrHiMeHHA akTHEHOCTI daktopa Xa, PiCT i HepTest, ockinbku apdapHu He
BIUIMEAE Ha pe3ynbTat uMx TecTis. [lounnaioun 3 4 nobu nicna siaminn sapdapuHy Bei TecTH
(exmrouaroun ITT, AYTY, inribyeanns aktusnocti daxropa Xa ta ETII) eipoGpaxarors nuue
eliekT pHBapokcabaHy.

Arwo Heobxinno puzHadati Qapmakoauuamivni edextn papdiapuuy v nepiod nepexoay, MOXHA
pukopuctatd teer MHB npu minimanesiii nnasmoeifi konuenTtpauii pueapoxcabany (wepez 24
rojMHH  micha  npeiloMy nonepeiHbol g03M  pupapokcabaHy), OCKINEKM Yy UeH MOMEHT
puBapokcadad HaliMenLle BriMBac Ha pesyiabtard Tecty MHB.

Mix sapihapuHom Ta pusapoxcabaHom He BiniHaveHo (apMakokiHeTHYHOT BIacMOiT.
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Inayveropu CYP3A4

OnHOYaCHE 3aCTOCYBAHHS pHUBapokcabany | pudamniunny, cHiLHOro inaykropa CYP3A4,
NPHU3BOIHIO 10 THMKEHHA Npuban3Ho Ha 50 % cepenuwol AUC puBapokcabany H napaienbHoro
IMEHILeHHs Horo dapmakoaunamivnux ederrie. Onnouacue 3aCTOCYBaHHA pHBapokcabany 3
IHIHMH cHIbHOTIOuHMY ingykTopami CYP3A4 (nanpukaan, is (heHiToiHOM, Kapbamazeninom,
thenobapbitanom abo nikapebkumu 3acofamu Ha OCHOBI 3BipoGOID) TAKOHAK MOKE CTIPHYHHHTH
SHMKEHHA KOHUEHTpauil pupapokcabaHy B naasmi Kpoei. Tomy cnin yHukaTH ojaHouacHoro
MPH3HAYEHHA 3 NIKapchKHM 3acoboM MOTYKHUX inayktopie CYP3IA4, OKpiM BHNAAKIB, KOIH
3a0e3MeMeHO peTebHII HATIIAA 33 NALICHTOM 3 METOIO BHABJEHHS CHMITTOMIR Tpombo3y.

[Hiwi nikapeski 3aco@u cynyTHsol Tepanii

He gizsnadanocs kniniuno amauyumx dapmaxkokineTnunnx abo dapmakoamnaMmivemx sacmoiii
MpH  OJHOMACHOMY 3aCTOCYBaHHI pueapokcabaHy 3 Migasonamom (cyBerpar CY3A4),
AnroKeHHOM (cyberpat P-gp), atopeactatunom (cyGerpar CYP3A4 Ta P-gp) afo omenpaszonom
(inribitop npoTtoHHoOT nomnu). PHBapokcaban He npuruiuye i He iHmyKye KOOHY 3 OCHOBHHX
izodopm CYP, nanpukaan CYPIA4,

He pinsnaueno xonuux KniHiuwo 3mauymwmx szaemoniii i3 ke (mue. posgin «Croci
JACTOCYBAHHA TA J03H»).

Brnnue na naboparopsi napasmerpu

Brinue Ha pesyawtatn npoG aropranns (T4, AYTY, Hep Test) e nepenbadeHuM 3 Ornaay Ha
MexaHi3M Aii pusapokcabany (aue. posain «PapMakonorivHi BIacTHROCTIN).

Ocobnusocmi sacmocysanin

¥ nauientis i3 TKC puBvanucs edekTHBHICTS Ta Gesneka 3acTOCYBaHHS pueapokcabany 2,5 mr 2
pasH Ha oDy pasom 3 anwtuTpomGouMrapHum 3acofom ACK okpemo afo ACK 2
KN0NiA0rpeneM/ THKIOM AHHOM.

Y NauienTie 3 BMCOKMM pH3MKOM ilemiunux seum 3 IXC/3IIA edextuenicts Ta Gesnexa
pusapokcabany 2,5 mr 2 pasi Ha 200y A0CHIKYBATHCA PH 3acTocYBaHHi y koMGiHauii 3 ACK.

Y mauienTis nicas HemoJaBHO MepeHeceHoT MPOUEAYPH PEBACKYIAPHIALIT HHKHBOT KiHIIBKY
uepes cumntomue 3ITA edexrusuicts Ta Gesnexy sactocyeanns pusapokcabany 2.5 Mr 2 pasu ua
nody nocnipkyeanu y noegHadui 3 antHarperantamu ACK afo ACK + KAOMIA0rpeih
KopoTkocTpokopo. [lpu Heobxiamocti noxeiiisa anTutpomGoumTapHa Tepanis knomizorpenem
NoBHHHA OYTH KopoTkocTpokopow, Cnin yHuKatd Ttpusanol noasiitnol AHTHTPOMOOLIHTAPHOT
Tepanii (aue. po3ain «dapMakonoriuHi BAaCTHEOCTI ).

Jikypanus B komOinauii 3 immwwmu  antuTpomGouuTapHHMM  3acobamu, HanpuKnag is
npacyrpesiem abo THKarpe/lopoM, He BHEYAI0CA i HE PEKOMEHITYEThCA.

Ypojoexk nepiofy MiKyBaHHA PEKOMEHIAYETLCS KNIHIMHMI Harfisi wo BiANOBiZac npakTui
3ACTOCYBAHHA AHTHKOArYNAHTIR,

Pu3uk poiBHTKY KpPOBOTEY

SK 1 npu 3acTocyBaHHI IHIIMX AHTMKOAry/IAHTIB, NauieHTd, ki npuiiMaioTh prBapokcaBaH,
MOBMHHI  nepefyBaTH MiJd  peTenbHMM HATNSAOM AN BHARIEHHA O3HAK  KPOBOTEYI.
Pexomennyetbes 3 ofepesmmicTio 3acTocoByBaTH JiKapchkui  3acif  mpH  cTamax, wo
CYNPOBOLKYIOTBCA MIABMIIEHHM PH3MKOM PO3BHTKY KPOBOTEU. ¥ BHNaJKy cepiioaHol KpopoTeui
3aCTOCYBaHHA  Nikapcekoro sacoly  Kappatykcan® cnin  npunwmwta  (aue.  posain
«llepenosysanusn).

Y X0l KAiHIYHHX JOCHiIHKEeHs KPOBOTEY] 3i CAH3OBMX 0GONOHOK (Hanpuiman, HOCOBi KpoBoTed,
KpPOBOTEH1 3 fCEH, WJIYHKOBO-KMIIKOBI KPOBOTEU], KPOBOTEY 3 OpraHip ceuocraTeBol CHCTEMH,
BKIIOYAIOUH aHOMANLHY BariHalkHy KpoBoTedwy abo MOCHIEHHS MEHCTpyansHo! KpoBoTedi) Ta
aHeMifd BHHHKANM wvacTille NpH JQOBroTpHeanid Tepanii pupapokcaGaHoM Ha THi OQHO- 4H
JABOKOMIIOHEHTHOT aHTHarperanTHoi Tepanii. ToMy NOIaTKOBO 40 HANEHKHOTO KIIHIYHOIO HAIALY
Y BIANOBIAHMX BHNAAKAX NOUINBHMM € TPOBEAEHHA Na0OpaTopHoro KOHTPOM MOKA3HUKIB
reMornobiny/reMaToKpuTyY 3 METOI0 BHABICHHA NPHXOBAHHX KPOBOTEY i BHIHAYEHHA KIiHiuHOT
3HAYYLIOCTI ABHHX KPOBOTEY.
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VY nesHux Kateropiil nauicHTiB, 3riHO i3 3a3HAMEHHM HWIKYE, CNOCTEPIracThCA NiABHUIEHWH
PH3HK PO3BHTKY KpopOoTew. 3 ornaay Ha ueli (akT AouinsHICTE 3acTocyBaHHA pHBapokcabany y
koMOiHauii 3 JBOKOMMOHEHTHON) AHTHArPEraHTHOK) TEPamiclo nauieHTaM i3 NiJIBMLIEHHM
PHIHEOM BHHHKHEHHA JCpDHD'TE'—li Mae 6}"TH peTebEHD BHREAMEHA 3 YVpaxyBAHHIM IEG]:]HCTi e ao
nomnepe/pReHHA atepoTpoMGoTHYHMX ABHlL. KpiM UbOro. Taki NauieHTH Nicna novaTky NiKyBaHHA
noEHHHI nepebyBaTH Nig MHIBHUM HAIJIEIOM N8 BHABNEHHS CHMATOMIE TeMoOparidHux
VCKnaaHeHs Ta aHeMil (aue. poaain «IloGiunil peakuiin).

[pu Gyap-akomy 3unKeHHi pisna remornobiny abo aprepianbHoro THEKY Hes acoeaHol eTionoril
HEOOXiHO BUABMTH [IKEPENO KPOBOTEYI.

Hezpakaioun Ha Te. WO JiKyBaHHA pHBapokcabaHoM He BHMArae MOHITOPUHIY HOro eKcnosuuii,
BEM3HAYEHHA piBHA  pHBapokcalaHy 3a JonoMorow  BiakanidpoBaHux  KiNbKicHHX TecTie
anTHakTopa Xa MOKe BHABUTHCA KOPHCHHM Y BHHATKOBHX CHTYaliaX, KOIH BifoMocTi npo
eKcnozniio pueapokcabany MOMKYTh BIUIHHYTH Ha MPUHAHATTA KIIHIYHHX pilleHs, 30KpeMa MpH
Nepefo3yBaHHi Ta eKCTPeHMX Xipypriduux BTpyyaHHax (aue. posain  «Dapmakonoriusi
BNACTHEOCTIN ).

HupKORa HEOCTATHICTE

Y namientie 3 TAKKOW HHPKOBOKY HEAOCTATHICTIO (kimipeHc kpeatuniny < 30 Ma/xs)
KOHIleHTpalis pueapokcalady ¥ niasmi KpoBi MoMe CYTTEBO MiABHUIYBATHCA (Y CEPEAHBOMY B
1,6 paza), 36inbuyioun puamk kposotedi. Cnin 3 ofepexnicTio 3acTocoByBaTH Nikapcekuii 3acid
Kapnarykcan®™ nauienrtam i3 knipencom kpeammniny 15-29 wmn/xe. He pexomenayeTtkcs
NpH3HAYATH JiKapchkuii 3acid mauieHTam i3 KaipeHCOM KpeaTHHiHY < 15 MA/XB (aMB. posainu
«apmakonoriydi BractueocTiy Ta «Cnocif 3acTocyBaHHA Ta 103M» ).

Jlikapcekuit  3acid Kapparykcau™ neofxinno 3 ofepemmuicTio 3acTOCOBYBATH MallicHTaM 3
HHPKOBOK) HEIOCTATHICTIO CEpPeIHLOro CTYNeHs TAKKOCTI (Knipenc kpeatHriny 3049 M/XB), ki
CYMYTHLO 34CTOCOBYIOTH MpENapaTH, 110 TNPH3BOAATE [0 [ABHIIEHHA KOHUEHTpauii
pupapokcabany v nuasmi kpoei (aue. posnin «Baacmonis 3 inwuMy nikapcekumu 3acofamu Ta
iHi BHAH BIacMOIiiy ).

BzacMmonis 3 IHIDHMH NIKAPCEKHMH 3acobamMu

[lpuzHadenHs  pueBapokcabany  nauientaMm, AKi  OTPUMYIOTE  CHCTEMHE  JIKYBaHHA
NPOTHrPHOKOBHMH  NIKAPCBKHMH  3ac00aMH  a30/bHOT IpynH  (HanpHKNaz, KeTOKOHAZ0IOM,
iITpakoHa30M0M, BOPHKOHAZ0IOM i no3akoHazonom) abo inriditopamu BlJI-npoTeasu (Hanpuknan,
pHTOHaRipoM), He pexomenjayeThed. Lli nikapeeki 3aco0u € akTUBHMMH iHriGiTOpaMH oHOYMAcHD
izodepmentie CYP 3A4 ta P-gp. Sk nacnifgok, ui nikapceki 3aco0M MOMKYTb MiJBHLLYBATH
KOHLEHTpaLlilo pHBapokcabaHy Yy nuasMi KpoRi 10 KIIHIMHO 3HAMYUIOrO piBHA (B CEpeaHLOMY ¥
2.6 paza). 10 MiABHILYE PU3HK KpoBoTedi (aMB. po3ain «Bzaemomis 3 iHIIHMH NIKAPCEKHMH
saco0aMu T4 IHWI BUIYW B3acMOiin ).

HeolGxiHo 3 ofepesHicTio NPH3HAYATH pHUBapokcabaH malieHTaM, AKi 0HOYaCHO 3aCTOCORYIOTh
MiKapebKi 3aco0M, UI0 BNIHBAIOTE HA remocTal, Hanpuknaa HII33, ACK Ta inribitopu arperauif
tpomGouuTie abo CI33C Ta I33CH. Ipn npussasenni nikapeskoro 3acoby natieHTaMm i3 pu3HKoM
BHPA3KOBOT XBOPOOH HUTYHKOBO-KMINKOBOIO TPakKTy Clijl pO3risHYTH NUTaHHS MPO MpOBEAeHHSA
Bifnoeianoro npodinakTHuHoro nikypaHHs (AHE. pozainu «dapmakolloriyHi BIAcTUBOCTI» Ta
«B3aemonia 3 IHIIMMH NiKapCEKMMH 3aco0aMH Ta IHIIT BUIM B3aeMOii» ).

MMauienTn, aki oTpumyBanyt pusapokcabad Ta aHTHTpoMOOUMTapHI Nikapchki 3acofM, NOBMHHI
NPOACBHKYBATH NONEpelHLo poznoyaty cynyTHio Tepanie HII33 mmwe B Tomy Bunaaky. skuio
KOPHMCTE Bijl HOTO 3aCTOCYBAHHA NEPEBUILYE PHIHK KPOBOTEYI.

IHIwi dakTopH PHIMKY PO3BHTKY KPOBOTEY

PupapokcabaH, AK i iHwi anTHTpoMOOTHYHI Jlikapekki 2aco0M, HE PEKOMEH/IYETBCA 3aCTOCOBYBATH
NpH NiKYBAHHI NALIEHTIE 3 MIJBHILEHAM PHIHKOM KPOBOTEYI, ¥ TOMY YHC/i NPH HAABHOCTI:

+  BpoKeHOT abo HaGyTol naTonoril 3ropTaHHs KpoBi:

*  HEKOHTPOILOBAHOT TAKKOT apTepiaibHOT rinepTensii:
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* HIIOrO WAYHKOBO-KHITKOBOIO 3aXBOPHOBAHHA (el BUPA30K B AKTMBHIA cTanii, wo mome
NOTEHLIHO NPUIBOANTH JI0 'EMOPArivHHUX YCKIAAHEeHb (HANPHKAA/. 3aNaNBHE 3AXBOPIOBAHHA
KHIIEUHHKY, e30(ariT, racTput Ta ractpoezodareansta peduiokcna xeopoba):

*  CYIMHHOT PeTHHONATIT;

* OponxoekTasy abo JiereHerol KpoBoTeY| B aHaMHes.

Cnin 3 obepeikHicTIO NpuaHadaTh nikaperkuii 3acit nanienram 3 N'KC ta IXC/3ITA, ki MaoTh:

* BiK = 73 pokie Ta oqnodacHo otpumytoTs ACK abo ACK iz knonigorpeneM 4u THKIOMIIHHOM:
HEoDXiIHO PeryspHo MPOBOAHTH OLIHKY KOPHCTI/PHIHKY MPOBEIEHOro NIKYBAHHA ¥ KOWKHOTO
OKPEMOro natiesTa;

* HH3BKY Macy Tina (< 60 kr) Ta ogHouacHo otpumyiots ACK abo ACK i3 kronizorpenem uu
THKIOMIHHOM

* IXC i3 TAXKOI0 CHMNTOMHOIO CEPUEBOK) HENOCTATHICTIO: NaHi A0CHiKeHH cBinuaTh npo Te,
WO TaKi MAEHTH MOMKYTh OTPHMATH MEHLIY KOPHCTb Bij Nikysanns pueapokcaGaHom (aMe.
po3ain «DapmakoauHaMmikan).

TlanieHTH 3 OHKOMOTIYHHM 3aXBOPKOBAHHAM

[MauienTd 31 270AKICHHMM 3aXBOPIOBAHHAMM OQHOYACHO MOMKYTh MATH NiIBMUIEHHH pHINK

KporOTeul Ta TpoMGo3y. IuamBiAyaneHy KOPHCTE AaHTHTPOMOOTHYHOTO NIKYBAHHI Caig OUIHHTH

MOPIBHAHO 3 PHU3MKOM KPOBOTEY Y MALIEHTIE 3 aKTHBHHM OHKOJOTIYHMM 3aXBOPIOBAHHAM,

BAEIKHO BIJL TOKaNi3auil NyXJIHHH, NPOTHNYXIMHHOT Tepanii Ta cTanii saxsopiosanns. [Tyxnuam,

PO3TALIOBAHT ¥ INIYHKOBO-KHLIKOBOMY Tpakti abo cedocTaTeBOMY TpakTi. OyiaM mos's3aHi 3

NiABMLIEHHM PHIHKOM KPOBOTEYI Nij1 Yac NiKyBaHHA pHeapokcabaHoM.

3acTocyBanHs pupapokcabany NpOTHNOKA3ZAHE NALLIEHTAM 31 3NOAKICHHMH HOBOYTBOPEHHAMH 3

BHCOKHM PH3HKOM KpoBoTed (aus. posain «lIpoTrnokazanusy).

[auieHTH 31 ITYYHEMH KNANaHaMK cepls

Pueapokcaban He cnij 3acTocoByEaTH A4 TpoMmBonpodinakTiky nauienTaM, fKi HELOJaBHO

NepeHecan TpaHCKaTeTepHy 3aminy aopransHoro knanada (T3AK). Beanexka ta edextuBHicTs

pHBapoKcabany He BMBYANHCE Y NALIEHTIB 31 WITYYHHMH CEPUEBHMH KNanaHaMM, TOMY BiICyTHi

MaHi, AKi NiATBEPIKYIOTH, IO npenapar 3aleanedyye NOCTATHIO AHTHKOAryMsuilo v uiei rpynu

naiienTie. He pekoMeHAyeTLCH 3acTOCOBYBATH JiKapebkuil 3acid Kapparykcan™ nna nikysanns

TAKHX NalienTiB,

lauienTi 3 antudocdonininaus cunaporom (ADC)

He pekomenayeTecs 3acTocyBaHHS OPAMHX NEpOPaIbHHX  AHTHKOArYNAHTIE, BKIOYAIOUH

pueapokcaban, nauientam i3 TpomOozoM B avamHesi 3 miarnocroanum A®C. 3okpema, y

NAauieHTiB, AKI MalOTh NIATBEPUKeHI NO3HTHBHI  PE3YNLTATH TECTY M8  BCIX  TphOX

anTHipoconiniIHHX aHTHTIN (BOBYAKOBHI aHTHKOArYJAHT, aHTHKApAioniniHOBI aHTHTING, aHTH-

Oera-2-rnikonpotein-1-aHTHTiNG)., Tepanis NMPAMHUMH NEPOPAILHUMH AHTHKOArYISHTAMH MOMe

MABHILMTH PH3MK TIOBTOPHUX TPOMOOTHYHMX SABHLL NOPIBHSHO 3 TAKMMH MpH  Tepanil

aHTaroHicTaMu eiTaMiny K.

ITauieHT! 3 IHCYNLTOM Ta/abo HOK jlemivHow atakow (TIA) B aHamuesi

Iayienmu 3 2ocmpun koponapnum cundpomon (FKC)

Pusapoxcaban 2.5 Mr npotunokazanuit nauiesram 3 IKC Ta incynsrom abo TIA B anamuesi (aus.

posain «llpotunokasannay). Buedann noogHHoKi BUMANKM 3acTOCYBaHus puBapokcabany y

nauiedtie 3 FKC Ta incyaetom abo TIA B anamsesi, ane HaseHi ofMexeHi aani wogo

e(heKTHBHOCTI BKa3ylOTh HA BIACYTHICTL Mepepar Takoro NiKyBaHHA ¥y BKasaWiil niarpyni

MalieHTis.

Hayicnmu 3 fwenmivnon xeopotoo cepya (IXC) / saxeopiosannam nepughepuynux apmepin (3114)

Mawientu 3 IXC/3I1A i3 remopariuamum abo nakyHapHUM IHCYIRTOM B aHaMmHesi abo 3 iweMivHuM

HENaKYHAapHHM HCYNBTOM, TMEpPEHECEHHM MPOTATOM OCTAHHBOTD MICAUA, HE AOCHiIKYBATHCA

(aue. pozgin «llpoTHnokazanisay ).

[lagienTn nicns HewlofaeHO nepeHeceHol NpoUeAYPH PEBACKYNSPU3ALIT HHIKHBOT KiHuisku 3

npueoay cumnromioro 3ITA 3 nonepenniM incynetom abo TIA He pocnimxyeanuea. Hkiuo
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MAIEHT OTPHMYE NOARIAHY aHTHTPOMOOUMTApHY Tepanilo, c©nijl YHHKATH 3acTOCYBAHHHA
nikapebkoro sacofy Kapnarykcan®, TaGnetku, BkpuTi naigkororo obononkow, 2.5 mr.
Crinansia‘eniiypankia anecresis ado NyHKILA

[Mpu wHelipoakciankHid  adecTesil (cminanwHiii/enioypaneHiii  anecreszil) abo  BMKOHaHHI
cniHansHOT/eniypanbHol NyHKUIT ICHYE PHIMK POIBMTKY CMHHHOMOZKOROT abo enigypankHOl
FEMATOMH, WO MOME [PHU3BECTH A0 TPUBANOr0 4M HEoDOPOTHOrO napaniyy y naiieHTiB, ki
3aCTOCOBYIOTE aHTHTpoMBoTH4Hi 3acofi ana npodinakTiky TpoMGoeMOONIYHHX YCKIaAHE .
PHIHK LMX YCKAAAHEeHb MiABMILYETHCA NPU BHKOPHCTAHHI MOCTIHHMX enifypaibHUX KaTeTepis
abo CYNMYTHROMY 3aCTOCYBaHHI Jikapckkux 3acobis, WO BIHEAIOTE HA remocTas. TpaeMaTHuHa
a00 TIOBTOPHA EMiAypanbHA YH COMHHOMO3ZKOBA NYHKUIN TAKOK MOXKE MIIABHULYBATH PH3UK
BKAZAHMX YCKNanHeHb. TlalieHTH nmoRMHHI nepeQyBaTd Nij CNOCTEPEXKEHHAM ANA BHABICHHA
CHMNOTOMIB HEBPOJOTIYHHMX pO3NadiB (TakWX AK OHiMiHHA abo BiauyTTs cnabkocri y Horax,
aucdvHKLA KHleyHuKy abo cevororo wmixypa). llpm eusenenni Hesponoriudoro pediuury
HeobGxiani TepMinoBa niarsHocTHKa Ta nikyeanda. Jlikap noeMHEH OUIHMTH NOTeHUilHY KOPHCTE i
PHIMK Tepell NPOBEASHHAM TAKOro BTPYYaHHA ¥ MAUieHTIB, AKI 3aCTOCOBYHOTE AHTHKOAryNAHTH
abo rOTYHIOTECA 10 3aCTOCYBAHHA AHTHKOArYJIAHTIB 3 METOI0 NpodinakTHKK TpoMBo3y.

BincyTHiii kninivemil aocein sactocyeanHs puBapokcaGany 2,5 wmr i autuTpoMOOUMTAPHHX
nikapeekux zacobiB ¥ Takux curyauigx. Cnin npunHHMTH 3acTocyeauHa inriditopa arperauii
TPOMOOLMTIR 23riHO 3 IHCTPYKLIEH A8 MEIHYHOro 3acTOCYBAHHS BIANOBIIHOIO NiKAPCLKOro
3acoby.

Jlna 3HMAKEHHA MOTEHUIAHOIO PHIMKY KpoBOTedi, acouiifioBaHol 3 OJHOYACHHMM 3acTOCYBaHHAM
puBapokcabaHy | CMMHHOMO3ZKOBOKY (eniaypaibHOO/CHiHANBHOK) aHecTesiclo abo myHKuiew,
neobxigHo Gpath no veard dapmaxokineTnuHuii npodine pusapokcaGany. Beranosnenns aGo
BHIYYEHHA enigypansHoro karterepa abo nmiomGansHol NyHKUil HalKpawe nNpoBOAMTH. KOIH
ouiKyeThCA cnabkuil aHTHKOAryIsHTHHIA edexT puBapoxcabaHy (nuB. pozain «Dapmakonorivui
BnacTHROCTI®). OaHak TOYHWA 4ac JOCATHEHHA NOCTATHBOTO 3HHKEHHA AHTHKOAryJIsHTHOTO
eeKTy B OKPEMOro NaLiEHTa HEBILOMUIL.

Pexkomenpaiil mojio 103yBaHHA Npenapary A0 Ta Nicis iHBa3HBHHX NPOUEnyp i OnepaTHBHOIO
BTPYUYAHHA

Y pasi neoOxipnocti insasupnux npoueayp aGo XipypriuHux BTpy4YaHk npuitom nikapckkoro
3acoby Kapnatykcan®™ 2,5 Mr caijt NpHIMHHTH AK MiHiMyM 32 12 TOOMH 10 MOYMATKY BTPYYaHHA,
AKIIO 118 MOAITHED, WO 0a3yeTeed Ha KNiHIYHoMY pilleddi nikapa. HKiLo onepaTHBEHE BTPYYAHHA
MOJKHA BiITEpMiHyRaTH Ta aHTHTpoMOOUMTApHUil edekT He Bianoeinae veoOXigHomy piBHIO,
npuiioM iHriGiTopie arperaiuii TpoMOOUMTIE HEOOXIAHO NPHITHHUTH BIANOBIAHO 10 IHCTPYKUIT AN
MEQHYHOTO 3acTOCYBAHHA mnpenaparty. SAKio npouenypy HE MOMHA BIAKNACTH, €Il OLIHMTH
NiJIBHILEHHA PHIUKY BHHUKHEHHS KPOBOTEYI 3A/1EHHO Bijl TEPMIHOBOCTI BTPY4aHHA.
JactocyBaHHA nikapckkoro saco0y Kapmartykcan® noTpiGHO BinHOBMTH AKkHaHWBHAWE nicis
iHBa3HBHOT mnpouenypy abo XIipypridvHoOro BTPYHaHHA, AK TUILKM JOCATHYTO aicKBaTHOro
reMoCTasy Ta AKUIO 3aCTOCYBaHHS JikapchKoro 3acofy 103BONAE KIHIYHA CHTYaLlid B LinoMy, 1o
BCTAHORTIEHO NiKapem (AuB. po3ain «DapmakoKiHeTHKay ).

[TanieHTH NiTHBEOTO BiKY

Pusnk pO3BMTKY KpoBoTed Moxe 30inewiyBatucs 3 Bikom (aus. poszin «®apmakonorivdi

BIACTHBOCTIN ).
EPMATOIOr Y HI KLLT
Cepiioani  wkipui  peaxuii, sxkmovatoun cuagpom Cripenca — Jhxoncona / ToKCHYHHIH

enigepmansHuii Hekponiz Ta DRESS-cunapom (peakuis Ha nikapeekuit 2acid 3 eosunodiniero ta
CHCTEMHHMH CHMIITOMAMH), Yy 3B’43KY i3 3acTOCYBaHHAM pHBapokcabaHy 3apeecTpoBaHo y
nicnspeecTpauiiinuii nepiog (aue. posain «IloGiudi peakuiin). Pusuk unx peakuiii y nauieuntis,
fiMOBIpHO, € HaliBMIMM HA MOYATKY Tepanii: nosea peakuiil v 6inemocTti BMnankis sinfysanacs
NpOTATOM MEPWIHX THXHIE ikyeauds. [lpw nepiumx npogeax THKKHX WIKIPHHX BHCHIIB
(HanpuKna;, redepanizanis, iHTedcudikauia ta/abo yreopeHHa nyxupie) abo Oyab-AKHX IHLIMX
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O3HaKax TrinepuyyTAMBOCTI Y MOEIHAHHI 3 YPAKEHHAM CIAH30BOT OOONOHKH CIIl MPHITHHHTH
CTOCYBAHHA pHEapokcabany.

Iudiopmanis npo 1onoMizkHi peyoBHHNT

Jlikapeekuii 3acid Kapnatykcan™ mictute nakrozy. [ladientd 3 piakicHHMH CragkOBHMH
3aXBOPIOBAHHAMM, 1110 CYNPOBOKYIOTLECA HENMEPEHOCHMICTIO ranakTosu, JediunromM fakrasu ado
ManLabcopOie rIoKOIN-TANaKTO3H, He NOBHHHI 3aCTOCOBYBATH Ueil Nikapcerui 3acib.

Lleit nikapceknii 3acid MicTHTH MeHile Hix 1 MMone Hatpiro (23 mr) B oasiii Tabnerui, Tobto
NPaKTHYHO BITEHHI BiJL HATPIKD.

Jacmocyeanns ¥ nepiod sazimuocind ado 20dyeanis zpyodio

Baritaicts

Edextnenicts Ta Oeineka 3acTocyBaHHs puBapokcabaHy BariTHHM JKiHKaM He BCTaHOBIEH.
PeayneTati JOCTIEeHs Ha TBAPHHAX BKA3VIOTL Ha PENpoIyKTHBHY TOKCHYHICTR (OB, pﬂ.’min
«MapMakonorivii BracTHeocTin). 3 Ornsagy Ha NOTeHUIHY PenpoiyKTHBHY TOKCHYHICTH, PH3HK
KPOROTEY TA [aHi W00 NPOXOMKEHHA pusapokcadaHy 4epes MIaueHTY 3acToCYBaHHA
nikapeekoro 3acoby Kapparykcan®™ nig wac saritHocti npoTunokasaHe (AMB.  po3zin
wllpoTHnokazanums ).

looyBaHHE TRVILTIO

Edexrtuenicte Ta Oe3neka 3acTocyBaHHd pHBapokcabaHy >KiHKaMm., AKi TOAYIOTE TPYIIID. HE
BCTAHORJIEHI. ¥ pe3ynbTati J0CHiKeHb Ha TRAPHHAX BCTAHORMEHO, 1O pHBapokcabad NpoHHKae
y rpynHe Monoko. Binnosinso nikapeokwil saci6 Kapnarykean® nportunokasanmii g0
3aCTOCYBAaHHA y nepiog roayeadus rpyamo (aus. posain «llporunokazanns»). Heobxinno
NPUIHHATH pilIeHHs WOAO NPHIUHEHHA TOAYBAHHA IPyAnl0 abo MpHIHHEHHA/MPH3YTHHEHHSA
Tepanii.

PepTHILHICTE

CreniankHi JOCHiKEHHS BIAHBY puBapokcabaHy Ha (epTHABLHICTE ¥ MIOAWHH HE NPOBOIHAH.
Tpu JocnimkeHHi (PepTHARHOCTI ¥ caMuiB Ta camuus Wypie He GyN0 BiZHAYEHO JKOOHWX 3MIH
(nue. poanin «PapMakonoriyHi BIACTHROCTIR ).

JiHKH 3 penpoayKTHBHUM NOTEHILIANOM [ KOHTpaLenIis

JKinkam 3 penpoIyKTHEHHM MOTeHUianoM ciig 3anobiraTi eariTHoCTi nig 4ac JiKyBaHH#
pueapokcaGaHoM 1 3acTOCOBYBAaTH fikapchkuii 3acid Kapmarykcan®™ nmme 3 edextneuoio
KOHTpauenuico,

Jdamuicme enaneamu na wenokicms pearyil npu  Kepyeanni aemompancropmos  ajo
fII.i'HH.-'IfH MEXTHIIMAMHN

Pueapokcabad nposBinse HeIHauyHMH BIUIME Ha 3JaTHICTE KepyBaTH aBToTpaHcnoprom abo
iHmmame sexanismamu. [osigpomnanoca npo taki nobiyni peakuil, Ak CHHKONANLHHA crad
(uacToTa: HevacTo) abo 3anamopoveHHA (YacToTa: 4acTo) (aue. posain «IloGiuHi peakuiin).
[lauienTam, y AKX Big3Ha4yalOThCA Taki noOiuHi peaxuii, He caijl KepyBATH TPAHCNOPTHUMM
3aco0amu abo NpauoBaTi 3 IHIIHMH MeXaHi3MamH.

Crocid zacmocyeanica m 0o3u

Hosyeanna

PexomeHnosana nos3a 2,5 mMr 2 paszu Ha 100y.

® Docmputi kopouapiudi cundpos (1TKC)

MauicuTn, AKi npuiiMaioTs Nikapeekuii 3aci6 Kappatykcan®™ 2,5 mr 2 pasn Ha o0y, Takox
noeuuHi npuiiMati ACK y nobogiii nozi 75-100 mr un ACK y noboeiit no3i 75-100 mr pazom i3
knonigorpeneM y noGogii nozi 75 mr abo 3i craHaapTHOK 1000BOIO 103010 THKIONIIHHY.
Heobxigno peryispHo [POBOAMTH OMIHKY NIKYBAHHA Y KOXHOFO OKPEMOro MalieHTa,
BPAXOBYIOHH CNIBBIAHOLWEHHS PH3UKIB PO3BMTKY (LUIEMIUHHX NMOPYIIEHE | KPOBOTEY. JBAMKAIOUH
Ha oOMeKeHHA J0CBiJ 3acTOCYBaHHA pHBapokcabaHy npoTaroM nepiony Ao 24 micauis, pilueHHs
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npo TPHBANICTE NiKyBaHHs nodan 12 micsuis npuiiMacTeca B IHAMBIAYANBHOMY NOPAIKY (IMB.
posain «dPapMakonoriyii BRacTHBOCTIR).

3actocysalitg nikapeskoro sacoby Kappatykcan™ caipn posnounnaru oagpasy nicna cradinisanii
crany, nop’szadoro 3 I'KC., pxmowuaioud pepackynapuzaiiiini npoueaypu. 3acTocyBaHHA
nikapewkoro 3acoby Kapnatykcan™ cia posnouuHaTH He padilie HiK uepes 24 roamum micas
FOCHITANI3ALIT, TOJI K TEpanio napeHTepanbHUMH aHTHKOArYISHTAMM 3a3BHYaH NPUITHHAIOTS.

. lwieatiuna xeopoda cepys (INC) / saxeoposanna nepudepuunux apmepiin (3114)

[MauienTy, aki npuiimaioTe nikapchkuii 3aci6 Kapnatykcan® 2,5 mr 2 pamu ua 100y, Takom
noeHHHI npuitMati ACK v nobogiil nosi 75-100 mr.

Y nauienTtie michas yenimHoi npolenypu peeackynapuiadii HHmKHBOT KiHUiBKK (Xipypriunol afo
CHADBACKYIISPHOT, BRIOYAOUM ridpuanl npoueaypu) 3 npueoay cumnromuioro 311A nikyveauus
HE CJ1iJl PO3NOYMHATH A0 JOCATHEHHS FeMOCTasy (AHB. po3nin «dapmakonoriyni BracTHeocTiy).
Tpupanicts NiKyBaHHA CHiJl BUIHAYATH J1S KOXKHOIO OKPEMOro NAaLiEHTa HA OCHORI peryinspHol
OUIHKH cTaHy, Gepy4d 00 YBAarW CNiBBIJHOWEHHH PHMIMKIE PO3BHTKY ILUEMIYHHX MOpPYLIEHb 1
KpOBOTEY,

. Tocmpui koponapuntt cundpon (CKC), iweeaiuna xeopoba cepys (IXC) / saxeoprosanns
nepudhepuynux apmepit (3174)

f.}f?i!fﬂT-J'HCHE" FACMOCVEAHHA 3 GHIMUAS 2O ITHO J?Il&?p{?}’!{'ﬁfﬂ

¥ nauieHTie i3 rocTpuM TpPoMOOTHYHMM sABHLleM abo micns CYIMHHOT NpoUenypH npH
HeoOXiaHOCT] NpoBeIeHHA NOARIHHOT aHTHArperaHTHO! Tepamil NPOJORKEHHN 3ACTOCYBAHHA
nikapeskoro sacoby Kapnatykcan® 2.5 mr 2 pazu Ha no0y ciij OIiHIOBAaTH 3 YpaxyBaHHAM
XapakTepy ABHLIA YU NIPOLEIYPH Ta PEKHMY aHTHArPEraHTHOT Tepanit.

Edexruenicts Ta Gesneka 3actocysanus pusapokcabany 2.5 mr 2 pasu na 100y y komGinauii 3
MOABIHHOK aHTHAMPEraH THOK TEPANIED BHBYAIMCA ¥ NalicHTiB:

. 3 HeuoaapHo neperecennm ['KC — y komBinanii 3 ACK ta knonigorpenem/THKIONi AMHOM
(nue. poanin «ITokazanuay);
. nicis  HellOJABHO TepeHeceHol TMPOUEIyPH peBAcKYAApH3allil HHKHBOT KiHIIBKK 3

npueoay ciMntoMuoro 3[11TA — y komGinauii 3 ACK 1a, axwo 6yino 1o1inBHO. KOPOTKOCTPOKOBHM
3aCTOCYBAHHAM Kionigorpento (aue. posainu «@apmakonoriuni snactusoctin Ta «OcoGnusocTi
3ACTOCYBAHHAR ).

Iponyck npuiiosy madaemiu

Y pazi nponycky npuitomy tabneTkH nauieHTy chifl NPUAHATH HacTYNHY J03Y NiKapeLKOro
zacoby {{ap,qa'r}fsccan'“' BignoeigHo Ao 3suyaiinoro rpadika npuiiomy. He cnin npuiimarn
NOARIHHY 103V 3 METOK KOMNEHCALIT NPOnyWeHol 103M.

Ilepexio 3 anmazonicmie aimaminy K (ABK) na pusaporcaban

[Mpu nepexoni naunientie 3 ABK Ha pueapokcaban 3nauenns MHB mokyts Oymu xubuo
niaeWieHi nicna npuiiomy pueapokcabany. MHB He € Baninopanmm MeTOnOM  OUIHKM
AHTHKOArYNAHTHOT aKTHBHOCTI pHBapokcabaHy. ToMy He cnifl Horo BHKODUCTOBYBATH (MB.
poanin «B3aemomin 3 iHUWAMH NiKapcekumMy 3acobaMu Ta iHIW BUAK B3aeMOAIi»).

Hepexio 3 pusaporcatany na aumazouicmu eimaniny K (ABK)

IcHye pU3MK HEIOCTATHLOTO PIBHA AHTHKOAryasiil npu nepexoai 3 pusapokcadany Ha ABK. Ak i
nig 4yac GyIe-AKOTO NMEpexoay Ha alkTepHATHEHHI aHTHKOArYNAHT, ¥ ULOMY BMNAAKY NOTpiGHO
safeaneyuTd  GeanepepsHy aJekBaTHY aHTHkoarymsuiw., Cnig BpaxomyeaTd, W0 Ha T
3aCTOCYBaHHA pHBapokcabaHy MOKIHBE MiBHINEHHA 3HavenHs MHB.

Y pasi nepexony 3 pueapokcalany Ha anTarodict itaminy K ABK cnin npuiimati oanodacHo 3
pueapokcabanom, noku nokazuuk MHB ne Gyze cranout = 2.0, Ynpojoex nepiuMx ABoX JHIB
nepiofy Mepexoay MOXKHE 3acTocoBYBaTH crangapthHe gosyeanns ABK. Jlani nosysanns ABK
KOPHIYETRCA 3anexHo Bif 3Havenus MHB. Tokn MALEHT OJHOYACHO 3ACTOCORYE pHBapokcadaH i
ABK, MHB cnia Buanasati He pasilie HixK uepes 24 rogMHH micns npHiloMy OCTaHHBOT A03H
puBapokcabany, ane nepen npuitomom Hactynuoi noau pusapokcabany. Ilicna npunuxenns
sacTOCYBaHHs pueapokcabany MHB momua aocToBipHO BH3HA4YaTH woHaliMenme wepes 24
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FOJIMHH MicAs NPUAOMY OCTAHHROT 7103W puBapokcabaHy (aMB. poznind  «DapMakonoriuHi
BIACTHBOCTI» Ta «B3acMoaia 3 IHIWHMH NiKapchKMMH 3aco0aMu Ta iHI BHIM B3aEMOIIiN» ).
llepexio 3 napenmepaibHIy amMuKOazVIANMIE Ha PUEAPORCADan

”auiEHTH. Fllii OTPHMYBRATH HapEl]TCpEﬂhHi AHTHKOATY TAHTH. MNPHIOHHAKTE 38CTOCYBAHHA
AHTUKOAryNsHTY Ta MOYMHAIOTH MpWitom puBapokcabany 3a 0-2 roAMHM 110 HACTYNHOIO
MMIAHOROTO BREJISHHA MapeHTEPaAnEHOr G ﬂiKEll'JCbIEDFD SECDE}" {HEH'[[]HILI'[H,E,.. HHILKOMOASKYIHPHOG
remapiHy) abo oapazy micas  NPMOWHEHHA 3acTOCYBAHHA [penapary  [ns  TPHEANOro
napeHTepank:Horo BBEAEHHA (HanpuEnan, HelhpakuioHoBaHOTO renapuHy and
BHYTPILIHEOBEHHOTO BBE/ICHHH).

lepexio 2 pusaporcabany na napenmepaibii GUMUKOAZYIAHM

[lepuy fo3y napeHTepanbHOro aHTHKOArYISHTY BBECTH TOZI, KoM noTpidHo Gyno 3actocysatu
HACTYMHY 103y pHBapokcabany.

Jacmocyveanna oconInEuM Kamezopism nayicumia

Hayjicumu 3 RopyieHHAM (VHIYIT HUpox

Haseni obMexeHi KniHiMHI AaHi 1oA0 NaUieHTiE 3 HUPKOBOIO HEAOCTATHICTIO TAKKOIO CTYNEHA 3
KnipeHcoM  KpeaTHHiHY 15-29 MA/XE BKa3yOTh HAa 3HauyHe MNiABHILEHHA KOHUEHTpauil
pHBapokcabany ¥ n1a3Mi KpoBi UMX nauieHTie. 3pakaiouy Ha Ue, NPH TIKYBaHHI TAKWX NalienTip
nikapebkuii 3acié Kapnatykcan® cnin sactocosysatu 3 obepexuicTio.

3acTocyBaHHA NiKapchKoro 3acoly HE PEeKOMEHAYETBCH NauieHTaM i3 KIipeHCOM KpeaTHHIHY
menwe 15 ma/xs (aus. po3ainu «@apmakokineTika» Ta « OcobauBOCTI 3aCTOCY BAHHAN ).

[lpy mpu3HadeHHi XBOPMM 3 HHPKOBOIW HENOCTATHICTIO nerkoro (knipeHc kpeatuHiny 50—
80 ma/xs) abo cepenuboro (KiipeHc kpeatHHiHy 30—49 Mn/XR) CTYNEHA TAKKOCTI KOPEKUiA 103K
He noTpifHa (aue. pozain «dapMakoKiHeTHKa» ).

Hayienmu 3 nopyuennam vyl nevinky

Tlikapebkuii 3aci6 Kapnarykcan® nporunokazanuii nauienram is 3aXBOPIOBAHHAMH NeqiHKH, 110
acoUiIOIOTECH 3 KOarylonaTield Ta KIHIMHO 3HAYYLWMM PU3HKOM KpPOBOTEYl, ¥ TOMY HHC
nauienTasm i3 upposom nedinkn knacie B ta C 3a waacudikauieio Yaiinga — [0 (aue. pospinu
uDapmarkokineTikayr Ta «llpoTHnokazaHHas ).

Hayienmu nimusaco aixy

Kopekuis no3m  He notpibHa (maue.  pozginu  a«Papmakokinerwkay  Ta  «OcobaMeocTi
3aCTOCYBAHHAR ).

Pu3nk po3BHTKY KPOBOTEY 30inbLIYETECS 3 BIKOM (AHE. po3ain «OcobaMBOCT] 3aCTOCYBAHHAY ).
Maca mina

Kopexuis jo3u  He norpidua (aue. poaginu  «Dapmaxokinetkar T1a  «OcobausocTi
3ACTOCYBAHHAN ).

Cmame

Kopexuia 103u He notpidHa (aue. poaain «PapmakokineTHkan ).

Cnocif 3actocyBalHy

Jlns nepopansHOro 3acTocyBaHHS.

Jlikapebkuil 3aci6 Kapnarykcan® moskna npuiiMaTi HezanemHo Bin BKMBAHHA DKi (JMB. po3ainM
«®apmakokineTukar Ta «Bsaemogis 3 iHWMMM  TiKapchKHMMHM  3acobamM Ta  iHuH BMIM
B3aEMOLiiin).

Hodpituenna mataemiu

Jna  nauiewTiB, AKHM CcKAaaHO KoBTatH uini Ttabnerku, TabneTky nikapchkoro 3acoly
Kapnarykean™ moskna noapiGuuti Ta 3mimari 3 oo afo afayunuM miope GesnocepeiHbo
nepe/ nepopaisHUM 3acTOCYBaHHAM.,

[MoapiGueni TaGneTkn MOKHA BEOJAWTH Hepe3 HaloracTpaikHHi afo MIYHKORHA 30H1 (AHE.
pozainn «Dapmakokinernkan ta «Ocobnuei 3axonm Oeznexu»).

Aimu
Edexrupnicts Ta Gesneky 3acTocyBaHHs puBapokcabany, TalNeTOK, BKPHTHX NJIBKOBOIO
obononkowy, 2,5 mr ana aiteit (pikom Big 0 1o 18 pokie) He suedand. JlaHi 3 UBOTO NPHBOLY
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BincyTHi. Tomy He pekomenyerscs 3actocosyeati Kapnatykcan®, tabaerkn, BEPHTI [1IBROBOIO
obononkoto, 2,5 Mr aitam (Bikom 1o 18 pokie).

Hepeooszyeanna

3adikcopani nooaunoki BMNAAKK nepefozyeanns 1o 1960 mr. V pasi nepenosveanns nauienta
CJiJ PeTENbHO OIIAHYTH 1010 TAKMX YCKNAJHEHD, AK KpoBoTeya, abo iHmMX nobiunmx peaxuii
(amB.  «JlikyBanusa kposoTeun HuKue). Buacninok obmexenoi abcopbuil npH  seesensi
pHBapokcabaHy y 103ax, 10 3Ha4HO NEPEBUILYIOTE TepanesTiuni (50 Mr abo Buiie), odikyeTses
efhekT HacneHHA Ge3 NoJanbLIOro 3pOCTAHHS CEPETHBOTO PIBHA Y NIa3Mi KpoBi.

Hasinuii  cneundiunmii  Wefitpanizyrounii  3acié  (amnexcaner anwda),  swuii npoTHLie
(apmakonoriunuM edextam pupapoxcabany (AHB. KOPOTKY XapakTepPHCTHKY JiKApCLKOro 3aco0y
aujexcanet anba). [pu nepenozypanni 114 3MEHILEHHN BCMOKTYBAHHS pHBapokcabaHy MOYKHa
3aCTOCOBYBATH aKTHBOBaHE BYTiLIA.

JIIKYEAHHA KpoBOTEY

Ilpn BuHMKHEHH] Yy nauienTa, SKHH OTpUMYye puBapokcabaH, YCKIAJHEHb Y BHCAANI KpOBOTEY
CMiJl BIAKNACTH NpuHOM HAacTYNHOT 031 pueapokcabany abo NpUOMHUTH NiKYBAHHA 3a1eKHO Bi
cutyaiii. [lepion nanipeMpefeHHA pupapoxcabaHy CTAHOBMTL NpHGAH3HO 5-13 roaun (ouB.
po3nin  «Papmakokinetnkan). JlikyBaHHA cli npH3IHAYaTH  HAMBIAYANLHO, 3IANSKHO B
IHTEHCHBHOCTI  Ta JloKadizauil kpoeortewi. ¥ pasi norpefu MomHa TNpPOBECTH HAlCKHE
CHMOTOMaTHYHE NIKYRaHHA, HANPHKIA] MEXaHi4HY KOMIpPECio Nnpu iHTeHcHBHIN KpomoTeui 3
HOCA, XIPYPriuHHii reMocTas 3 NpolelypaMH KOHTPOMID KPOBOTEYi, BiZIHOBNEHHA BOIHO-
ENEeKTPOAITHOrO DanaHcy 1 reMOAMHAMIMHY TNiATPHMKY, [NepelMBaHHA Npenapartis  Kposi
(epuTpolUMTapHOT MacH YM CBLKO3aMOpOMKEHOT MIa3MH 3alesuHo Bia acouifiosanol amemii afo
Koarynonarii) abo tpomBGoLHTiE.

JAkimoe Mmicas npoBefeHHs 3a3HAYEHMX BHILE 3aXOAIE KPOBROTEYA HE MPHNMHMAACA, Chif
PO3MIAHYTH MOMKIHMBICTE 3acTocyBaHHa cneuudivnoro neiitpanisytodoro s3acofy (amaekcanery
anea). inriditopa daxtopa Xa, akuil nporuic dapmakonorivHuM edexram pusapokcabany, abo
creuiaabHiX NPOKOaryIAHTHHX MIKApChKHX 3acoliB, Takux SIK KOHUEHTpaT nporpoMGiHOBOro
kommuekcy (PCC), koHuenTpar akteopaHOoro npoTpomGiHosoro kommnexcy (APCC) afo
pexkombinanTuui gaxrop Vila (rf VIla).

[lpote kninivHMA JOCBIA  3acTOCYBAHHA UMX  NikapckKux 3acofiB  npu  nepenozyeaHmi
pueapokcabany obmexennid. Pexomengauil Takomx OasyioThCs Ha OOMEKEHHX JAOKTIHIMHHX
Aanux. Pimenns npo kopekuiio 103u pekombivanTHoro daxkropa Vila ta THTpyBaHHA npuiiMarTh
3 OFAAY Ha CTYNIHE KOHTPOMO Ha/l KPOBOTE4ero, ¥ pasi MACHBHMX KPOBOTEY CITifl PO3rAAHYTH
NHTAHHA NPO KOHCYJBTALII0 FeMaToNora 3a0eHo Big cHTyauii (aus. posain «®apmakonorivui
BJIACTHEOCTI ).

Ilpotaminy cynwdar i sitamin K He NOBHHHI BIUIMBATH Ha AHTHKOArYISHTHY AKTHBHICTH
pueapokcabany. HassHui oOmemenuil 10CBiI 3acTOCYBAHHS TPaHEKCAMOBOI KHCIOTH Ta
BIACYTHI [0CBIA 3acTOCYBaHHA AMIHOKANMPOHOBOT KHCAOTH TA ANPOTHHIMY mNalieHTaM. AKi
OTPUMYIOTE pHEapokcabad. Haykosoro obrpyHTyBanHs fouinsHocti afo Joceily 3acTocyBaHHA
CHCTEMHOTO TEMOCTATHYHOIO NIKapceKOro 3acofy JNecMONpecHHy ANs YCYHEHHS CHMITOMIB
nepeo3yeaHHa piupapokcabady Hemae, 3 ornaay Ha BHCOKE 3B'A3yBanHa 3 OIAKaMH NIasMH KpPoBi
QUIKYETECA, WO pHBapokcabaH He BUBOAHTHMETECA 3 OPraHisMy WAAXOM Jianisy.

Hodivni peariii

Vaaransuenuii npodine Seznexn

Besneky pueapokcabany BuBuany y 13 kmouopux gocnigmennsx dasu 1 (nue. Tabnumo 8).
3aranom 69608 nopocanx pauientie y ges’sTHaguaTH pocnimwenHax dasm 111 ta 488
nefiaTpHYHKUX NalieHTie y geox gocnigxennsx dasu 11 1 geox nocnimkennsx dazu 111 sasnanu
BIUIMBY pHBapokcadany.

Tatnuus &
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KinekicTe nauiedTis, 3araibHa 100083 1034 Ta MAKCHMAILHA TPHBANICTL JIKYRBAHHA NOPOCIHX Ta
nejliaTpUUHKX NalieHTiE npoTaroM aocnimpkens hazu 111

| [Mokazanus KinskieTs 3araneHa nodoea no3a | Makcumansna
namieHTis* TPHEATICTE
| R NIKYBaHHs
[TpodinakTura BeHO2HOT 6097 10 mr 39 nuis
Tpomboembonii (BTE) v
NOPOCTHK NALIEHTIR, AKHM
NPOBOJATE ONMEPATHBHI
HTP}"‘-I&HHH 3
EHA0NPoTE3YBaAHHA
KYABIIOBOIO Y1 KONIHHOIO
cyrnobie N
[Mpodinaktuka BTE v 3997 10 Mr 39 nHis
COMATHYHHX XBOPHX
Jlikysannsa TpoMbo3y 6790 1-21 nens: 30 mMr 21 micaue
rauGorux sen (TI'B), 22 peds i pani: 20 Mr
TpomBoemBonii nereHerol [Ticna woHaiMeHe 6 Micaie:
aprepii (TEJIA) Ta 10 mr ado 20 mr
npohilakTHRA peLuIHBY
Jikyeanusa BTE ta 320 Hoza, CKOpHroRaHa 3a MACOID 12 micauie
npodinakTHKa peLHaHBIB Tina, AnA JOCArHEHHA TAKOT X
BTE v nonomenux BKCTIOZULIT, 2K 1Y JOPOCIHX,
HOBOHApOAAKEHHX Ta JiTel AKi oTpumysanu 20 mr
(Bikom no 18 pokir) nicna puBapokcabany 1 pas Ha nody
MOYaTKy CTaHAapTHOT nns nikyeanda TI'B
aHTHKOoaryagHTHo! Tepanii
[TpodinakTHra iHCYALTY Ta 7750 20 mr 41 micaupb
| cHcTemuol emBonii ¥
| JIOPOCITHX NALIEHTIE 3
HeknanaHHolo Qibpunduiero
nepejacepib
[Tpodinaxrika 10225 5 mr afo 10 Mr BiamoBiaHO 31 micsub
aTepOTPOMOOTHYHHX ABMILL Y oaHouacHo 3 ACK ado 3 ACK
NaieHTiB micns Ta KJIOMIgorpenem 4
nepenecenoro 'KC THEIONAHHOM
[MpodinakTHka 18244 5 Mr ognouacHo 3 ACK abo 47 micauin
ATCPOTPOMOOTHYHWE ABHIIL Y 10 mr
nauicuTie 3 IXC/3I1A 3256** | 5 mr omHouacho 3 ACK 42 micsui

*TauicHTy, SKi OTPUMANH NPHHANIMH] OIHY 103y pPHBapoKcadaHy.
*#*3 nocnimxenna VOYAGER PAD.

Haifuactinie y nauienTis, siki oTpUMYyBanu pueapokcadaH, BinsHayanu Taki nobiudi peakuii, Ak
kpopoTeui (aue. pozuin «OcobnaMBOCTI 3aCTOCYBAHHA» Ta HapeleHMl HIwKue migposain «Onue
OKpeMux NoGiuHuX peakiiiin) (ane. Tabmao 9). Hafiuactiwmmu GyM NOBIAOMIEHHA NPO HOCOBI
kpoeoTedi (4,5 %) Ta KPOBOTEYi WYHKOBO-KMIIKOBOTO TpakTy (3.8 %).

Tabnuua 9

YacToTa posBMTKY KpoBoTed* Ta aHemil ¥ nailieHTiB, AKi OTPUMYBANH PHBAPOKCADAH NpOTATOM
sagepuieHnx pocaimpkens dazu 111 3a yyacTro IOpOCIHX Ta neiaTpHIHUX NallieHTie

IMokazanua

byjib-aKka KposoTEYa

Anemia

[MpodinakTka peHosnoi TpomGoembonil

6.8 % nauicHTIE

5,9 % nauienTie
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(BTE) y nopocnux naiieHTiB, AKHM
NPOBOAATL  ONEPATHBHI  BTPY4aHHd 3
EHOONPOTEZYBAHHA  KYIBLIOBOTO YK
KOJIHHHOTO cyrnoGie

[podiinakmika senozHol TpombGoembBonii
Y COMATHYHHX NAalicHTIB

12.6 % nauieHTin

2.1 % nauienrie

Jlikysanna TI'B, TEJIA ta npodinaktika
PELIHIHBY

23 % nanieHTis

1.6 % naiicHTiB

JNikyeauua BTE T1a npodinaktuka
PELHIHBIB BTE v JOHOLEHWX
HOBOHAPOIKEHHX Ta AiTeil (Bikom mo 18
POKIE) MiCas  MOY4aTKy  CTAHJapTHOL
AHTHEOaryIaHTHOT Tepanii

39.5 % nauieHTIB

4.6 % nauienTie

[MpodinakTHKa IHCYIBTY Ta CHCTEMHOT
eMBomiT ¥ A0poCciMX MalieHTiB 3
Hernanandow Qidpuisuicio nepeacepib

28 na 100 nauientopokis

2.5 na 100
naiieHTOPOKiB

Ilpodpinakrura aTepoTpoMBOTHIHHX
ABHLL Y NAUeHTIE Nicns NepeHeceHoro
I'KC

22 na 100 nanienTopokie

1.4 na
100 nanieHTOpOKiB

IMpodinakrika ATEpOTPOMOOTHYHHX
B Y nadienTie 3 IXC/3ITA

6,7 na 100 0.15 na
NAaLiEHTOPOKIB 100 naujentopokis**
8.38 wa 100 0.74 ua

NanieHTopoKie”

100 nanientopokip****

* Jlna BCiX HocCHifd#eHs piBapokcabaHy Bci ABHILA KPOBOTEY 310paHi., MOBLIOMIEH] Ta POSIIAHYTI.

#* ¥V nocnizwenni COMPASS yactora anemil Gyaa HH3LKOIO NPH BHKOPHCTAHHI BHOIpKOBOrO Nigxony 1o
360py indopMaud npo nobivni peariii.

***hye 3acTocoraHinil BuOiproBNi niaxin no 36opy noGivHux peakuiii.

"3 nocnizwenns VOYAGER PAD.

V raGnuui 10 napeneno noGiuni peakuii, 1m0 BMHMKATH NMPH 3aCTOCYBaHHI puBapokcabany y
NOPOCINX Ta NeAIaTPHUYHHMX TIALIEHTIB.

[NoGiuuni peakuii poznoaineni 3a knacamu cucrem opranis (MedDRA) Tta uactotoro, Yactora
noGiYHKUX peakiiii BH3HAYACTLCA TAKUM YHHOM: Oyske vacti (= 1/10); wacti (= 1/100 — < 1/10)
neuacti (= 1/1000 — < 1/100); nooauuoki (= 1/10000 — < 1/1000); piakicui (< 1/10000); yactora
HepigoMa (He Moxe OyTH BCTAHOBIIEHA 33 HASBHHMH JaHHMHM).

Tatnwua 10
Yei noGivdi peakuii, Mo Bi3HAYalKCH ¥ AOPOCIHX NalieHTIe, AKi Gpanyu y4acTh y JOCHIIKEHHAX
thazu 111 abo y nicnapeectpauiiinuii nepion®, Ta y neaiaTpuuHUX NallieHTIB y ABOX AOCHIKEHHAX
dazu 11 Ta nBox nocnikeHaax dasu 111

Yacri HeuacTi [TooauHoKi PinkicHi Yacrora
HeBlnoMa
| Hopyvwenna 3 Boxy xposonocnol ma pivgamuunol cucmem
| AHemis TpomGouuros
{BKITHOYAKOYH { BKITHOYAKH
BiIMOBIHI 301MbLIEHHS
nabopartophi KINBKOCTI
| napameTpH) TpomGouuTie)®,
TPOMOOLHTONEHIA
Hopyuenns 3 Goxy IMyHHOT cucmemu
' Anepriuxa AnadinakTHuni
I peak1is. peaxuii,
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aneprivHyi
AEPMaTHT,
AHrIOHEBPOTHYHHI
Ta anepriyHHii

BETIOYAI0YH
aHainaKTHUHHIA
OK

- | HabpsAK
| Hopywenna 3 Goxy nepeoeoi cucmentu
3anamopouenns, | Moskosi Ta
roNoBHHI Bink BHY TPILTHbO-
YepernHi
KPOBOBHIIHEH,
CHHKONMATEHIT
cTaH
Hopmywenna 3 Goxy opeanis sopy
Oynuii
KpOBOBHIHE
( BEITOHMAHMH
| KPOBOBHJIHE ¥
| KOH KOHKTHBY)
L€ CPYERT HOPVIenHs
| Taxikapnin
Cyounni nopyiuenns
ApTtepiansia
rinoTensis,
reMaToMa
Hopyutenna 3 bory duxarsnoi cucmemu, opeanie 2pyonoi Kiimeu ma cepedocminya
Hocoea EoaunodineHa
KpOBOTEYa, IIHEEMOHIA
KPOBOXApKaHHs
Hopyviuenna 3 Goxy wavHkoBoO-KIUKOB0Z0 mparmy
Kpoeoreui 3 Cyxicrs y pori
SCEH, LTYHKOBO=
KHIIKOBI
KpoROTEMI
(BENOYa0YH
peKTanbHy
KpoBoteyy), 6inb
¥ LUTYHKOBO-
KHILIKOBOMY
TPAKTI T4 B
OiNAHUL KHBOTA,
JUcnencis,
Hy[0Ta, 3anop®,
Nliapes,
Gmoeanna™
Tenamobiniapni nopyvuenna
[Migeuuenns [Meuinkosa HopTauuna,
piBHA HELOCTATHICTE, nifABHIIEHHA
TpaHcamiHaz NiABHILEHHA piBHs | piBHA
GinipyGiny, KOH KOFORAHOTO
NiJABULLEHHS GinipyGiny (3
AKTHBHOCTI OJIHOUACHHM
JNYARHOT MiIBHIICHHAM
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thocarazu
KpoBi®,
MiBHILEHHA
AKTHBHOCTI
ramma-
raytaminrpaHcde-
pasu {(I'TT)*

aktuedocTi AJT
abo Hes).
X0OMecTas, renaTtuT
{ BETHOMa |
renaTouenonIpHe
YPameHHA )

Hopyviuenns 3 Oory wikipu § nidwiripnol mxanimn

Crepbim Kponue gaHka Cunapom

{ BRIHOUAMDYH Crigerca —

HEYACTI RUNAOKH Ixonconal

relepanizopa- TOKCHYHHHH

HOTO cBepOeKy), eniaepManbHuil

EMCHITAHHSL, HEKpoiz,

EKXIMO3, DRESS-

WKIpHKI Ta CHHAPOM

NigWKipHH

KPOBOBHJIHEH

Hapyiienna 3 Doky onOpHO-PYX0Eo20 andpamy, cRoayYHol [ Ricmroaol mkanimy

Bine y lemaprpos KpoBoBHAHEH ¥ Komnaprment-

KiHuipkax® M A3H CHHIPOM
BHACAIJIOK
KpoBOTEYi

Hopyuenns 3 Boky HUPoK i cevosueionux wasxie

YporenitaneHi Hupkoea

KpoBOTEUi HEJOCTATHICTR/

(BEMIOYaIYMH rocTpa HUpKOBa

reMaTypit i HEMOCTATHICTh

menopariio®), BHACII 10K

NnopyleHHs KpOBOTEHI, 110

(pyHELIT HHpOK CrIpHYMHHIIA

(BKMIOYAKOUH rinonepdivziro,

T ABHILEHHA AHTHKOArysHTHA

pieHs nediponaris

KpeaTHHiHY B

KPOBI,

MiZIBHIIEHHHA
PIBHA CEUOBHHH
B KpoOBi)

Cucmenni nopyuiensa

lapauka®,
nepupepHUHI
HaOpAK, 3araikHe
noripleHHs
CaMOMOMYTTS Ta
THHKEHHA
aKTHRHOCTI
(BETIOYAKYH
BTOMJIIOBAHICTE
Ta ACTEHIKD)

[lorane

caMonovyTTa
(BETIO4AI0YH
HE3 Iy AaHHA)

JNokanizosanui
HaGpak®

Pesynomamu ananizie

| TTiggHieHHs
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piBHA

| EiI{'!“:-.’:'I'_."J,E]'i,,][J{!—
renasu (JIJMA,
MABHULEHHS PiEHA

ninasn®,
NiABMIIEHHS PiBHA
aminazu’
Tpasmu, ompyenns, npoyedypi vekiaouenns -
TNocrnpoueaypra Cynunna
| KpoROTEYA NCERI0AHER-
| (BKMIOYAKOYH pHima®
nicnaonepauiiny
aHeMim Ta
KpoBOTEYY 3
| pan). cunui,
A

| cekpeuia 3 panu”™ |

* Cnoctepiranuca nia wac npodinakturn BTE y JNOPOCAHX NAWIEHTIB, AKAM TPOBOIHAOCA TIAHORE
OMEPATHBHE BTPYYaHHA 3 CHAONPOTE3YBAHHA KyAbIOBOr0 afo KONiHHOTO CYTI00iE,

¥ Cnocrepiranues nig sac nikyeanus TI'B, TEJA Ta npodinakTiki peuMaMBie Iymke 4acTo y KiHOK
BikoM < 55 pokis,

© Buasauanucs SK HEMacTi MPH NPOBECHH] NpodilakTHKN aTepoTPOMBOTHYHHX ABHL ¥ NalicHTiB, AKi
nepenecin NKC (nicaa [TKB).

* Byno sactocosaHo 3asganeriie Bu3HadveHnil eubipkoBmil nigxin ao 3Bopy indopmanii npo nodiuni
peakuii B okpemux AocnilweHHsx dasu 11l Yacrora nobiummx peakuiii we 30insmmnace i He Gyao
ineHTH(hiKOBAHO HOBHX MOGIMHUX peakuiil nicna aHanizy WHX J0CHiLKeHb.

OnHc oKpeMux NOGIYHKX peaKuii
3 ornany Ha papMakonorivHMi MexanisM aii pueapokcabaHy, 3aCTOCYBAHHA NiKapckKoro zacoby

Kapnarykcan™ moxe acouiioBaTicss 3 miJBHIIEHHM PM3HKOM BHHMKHEHHS BHYTpilUHLOT abo
BiAKpHTOT KpoBoTewi B OyIb-AKHX TKAHHWHAX TA OpraHax, W0 MOMKE TMPHIBOAHTH 110
nocrremopariysoi aHemii. CHMNTOMM Ta CTYMiHB THKKOCTI (BKMIOYAIOUM JNeTanbHi HACNIIAKH)
saneskath  Bij  fokanizauil Ta  BUpakeHOCTI KpoeoTedi Ta/abo aHemil (aMB. po3min
«llepenosysannay [«JlikyBanua kpopoTewn|). Y Xoali KDIHIMHHX [0OCHiIKeHB KpoBOTEYD 3i
cin3oBMx 000NOHOK (Hanpuknaa, HOCOBI KPOBOTEYi, KPOBOTEYI 3 ACEH. LUIYHKOBO-KMUIKOBI
KpOBOTEYi, KPOBOTEYI 3 OpraHiB CEYOCTATEBOI CHCTEMH. BKIIOYAIOYM AHOMANbHY BariHaibHy
KpOBOTEYY ab0 MOCHIAEHHH MEHCTPYAJBHO! KPOBOTedi) Ta aHeMin BHHHKAIM YacTie npw
JNOBTOTPHEANOMY MiKYBaHHi pHBapokcabanoM. Hix npu nikyeanui ABK. 3pamaroun Ha ue, okpim
HANEHKHOTD KNIHIYHOIO HArAAAY, ¥ BIANOBIAHMX BHMIAJKAX AOUITEHO MPOBOAWTH nabopaTopHui
KOHTPOJE TIOKA3HUKIB TeMOra00iHY/TeMaTOKPHTY 3 METOK BHABICHHSA MPHXOBAHMX KPOBOTEY 1
BU3HAYEHHA KIIHIYHOT 3HAYYIIOCTI ABHMX KpOBOTedY. PH3HK BHHHUKHEHHA KpOBOTEYi Moxe GyTH
BUILIMM Y TIEBHHX TPYN MAUieHTIB, HAMPHKIad Y NALICHTIB 3 HEKOHTPONbLOBAHOI TAKKOIO
apTepianeHol0 rineprensiero i/afo y nauienTie, AKi OfHOYACHO NpHIMalOTh JAikapcbkuii 3aci6,
AKHi BNAMBac Ha reMoctas (oue. pozain «Ocodnupeocti 3acrocyBaHHay [wPHIMK po3BUTRY
kpoeoTeus ). Mosnee 30inb1enns inTencusnocTi Ta/abo TpHEAIOCT] MEHCTPYAIBHUX KPOBOTEY.
[lpospamu remMopariyHMx YCKnaiHeHs MoOxyTe OyTH cnabkicTe, GRificTe, 3anamMopoyeHHH.
roaoeHui Bink abo nabpsak Hes acopanol etionorii, AHCIHOE, WOK HeBlnomol eTionoril. Y aeakux
BHNAJKAX, K HACHJIOK aHeMii, CrocTepiraiics Takl CHMITOMM 1leMii cepus, K Ok y rpyasx
abo cTeHOKapia.

[lpu 3acTtocyBaHHi pupapokcabaHy TOBIAOMIANOCS NP0 BTOPHHHI YCKJIaqHEHHA, BiJOMi AK
HACHII0K TAKKOT KPOBOTEUI, Taki AK KOMNAPTMEHT-CHHAPOM | HHPKOBA HEIOCTATHICTh BHACIIIOK
rinonepdysii a6o anTukoarynauTHa Hedponatig. Tomy 1ia yac OUIHKH CTAHY MallieHTa, TKOMY
NPH3HAYAI0TL AHTHKOATYASHTH, CNijl 3BAKYBATH PH3HK BHHHKHEHHA KPOBOTEUI.
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[Torinomnenss npo nebamani nobiuni peakuii

[Mosigomnenns npo nobiuni peakuii nicns peectpauil nikapeskoro 3acoby Mae BamIHBE
3HaueHHd. Lle nae 3Mory NpOBOAMTH MOHITOPHHI CRIBRIAHOWIEHHS KOPHCTR/PM3HK npH
3ACTOCYBAHHI LOTO NiKAPCLKOro 3acoby. Meanuuum Ta dapMatesTHaiM npaniBHHKaM, a TaKowx
nagieHtam  abo IXHIM  3aKOHHMM NpeJCTaBHHKAM CNif MOBiAOMIATH npo  yc¢i  BHOAIKH
nigospiosalnx noGivnux peakuiil Ta Bincyrtocti edekTMBHOCTI nikapcekoro 3acofy wepes
ABTOMATH30BaHY  indopmaniiiny  cucremy 3 APMAKOHArIATY 2@ [OCHIAHHAM:
https://aisf.dec.gov.ua.

Tepmin npuaaraocTi

3 poKH.

Hoopioneni madnemru, ToapiGHeni Tabnetkn pupapokcaGany crabinbhi y Boai Ta abnyunomy
nope 1o 4 rogux,

Ymosn 36epiranns. Jlikapchkuii 3acid He noTpedye cneuianbHux yMor 36epiranus.

¥nakoska. [To 14 taGnetok, BKpUTHX niiBkoBoio ofonoHkoto, y Gaictepi: no 4 aGo 7 Grictepis
I3 nonepe Ky BalLHOK KAPTKOIO A MALliCHTa Y KapTOHHIi KopoGij,

Karteropin signycky. 3a peuentom.
Bupotuuk. TOB «['eneon Pixtep IMonbian.

Micuesnaxomxenns BHPOGHHKA Ta ajpeca Micus npoBaLKenud iioro ginabaocTi
Bya. kn. 1O, Ionatoeebkoro, 5, Mpoazuckk Mazoeeuskuii, 05-825, Monwma.

JlaTa ocTannbOro meperasay ﬂmf 0q wp{ 6-
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