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Peccrpaniiine noceiguenns

THCTPYKIIIS
N5 MEAHYHOTO 3ACTOCY BAHHS JiKAPCEKOro 3acoly

KAPIATYKCAH®
(KARDATUXAN"Y)

Crnan:

NiK0Ya peYoBHHA: pHBapoKcaban:

I Tabnerka. BKpHTa NAIBKOBOK 0BONOHKOIO, MicTHTL puBapokcabany 10 mr:

NOTIOMIZKHI PEYOBRHHM: NAKTO3M MOHOTIAPAT, LENoNo3a MiKpoKpHcTanidua (Tun 101), narpiw
KpocKapMmenosa, rinpomenosa 6¢P, natpiio naypuncynsdar, Maruiio creapar;

niisrkosa odononka: Opadry 11 33G240020 Pink (rinpomenosa 6¢P, turany niokenn (E 171),
NaKkTo3u MoHorijipar, makporoa PEG 4000 (E 1521), Tpuauerun, 3aniza okcua uepponuii (E
172)).

Jlikapeska popma. Tabnetku, BKPUTI MIiBKOBOK 000J0HKOID.

OcHoei  isHko-Ximiuni  BracTHBOCTI: Kpyrni jBoomyKAl TaGneTkW, BKPHTI MAIBKOBOIO
000JI0HKOIO CBIT/I0-POKEBOr0 KOMbOPY, 3 rpasipyeannam «D1» wa onwiit croponi, [liamerp
NPHOTHIHO 5.5 MM,

PapmakorepaneBTHYHa rpyna. AututpomGoTuuni acobu. [lpami inriGitopu dakropa Xa.
PupapokcaGan. Kog ATX BOIAFO1.

D@apmaronozivni eracmusocmi
Dapmarodunanixa

Mexaniam aii

Pusapoxcaban — BUCOKOCENeKTHBHMIT npaMuii inriGitop dakropa Xa, wo Mae foctaTHO BHCOKY
OloAOCTYNHICTE NMPH TIEpOpaibHOMY 3acTOCYBaHHI. Bnokymanws aktueuocti daktopa Xa
MepepHBac BHYTPIUHIA Ta 20BHIWHIN WNAXW koarynauiiiHoro kackamy, i, SK Hacniook.
NpUrHivyeTses Gopmysadna Tpombiny Ta yreopenHs TpomOy. Puapokcaban Hesnocepenbo e
NPHIHiYYE aKTHBHICTE TpOMDiHY (akTHROBaHOTO akTopa 1) Ta He BruMBae Ha TPOMOOLIHTH.
DapmakoauHamiuHi ederT

Ilpn sactocyeanni y mogell Binsnaueno pososanexue iHriGysanuns axtuesnocTi daxtopa Xa.
[lpn  Buxopuctanni Tecty Neoplastin  pupapokcaGan  Mmae J0303aneKHMi  BOIMB  HA
nporpomGinosmrii yac (ITH), wo A0CTORIPHO KOpemoe 3 KoHueHTpauielo y nnasmi kpoei (r =
0,98). Tlpy BuKOpHCTaHHI iHwMX TecTig/Habopie peayvibTati OyayTe iHmMMH. [lokasanus
npuaany noTpibHo 3HiMaTH ¥ CeKyHNax, OCKINBKH MiXHApoaHe HOpManioBaHe BilHOLUCHH
(MHB) eiakanibpopaHe Ta npoBanioBane TiTLKM JUid Kymapuuis i Horo He MoHa
3ACTOCORYRATH /18 IHIIHX AHTHKOArYIAHTIB, ¥ NauicHTis, AKUM [IPOBOAATE BENHK] OpTONEIHYHI
BTpyYauns. 5/95-npouentunie ana npotpombiny (tect Neoplastin) sepes 2—4 roauuu nicns
npuiiomy tabaerku (TofTo Nin Yac NocArHEHHA MAKCHMANLHOTO eekTy) KonuBawTsea Bia 13 ¢
10 25 ¢ (no4aTKoBi 3HAYEHHA JI0 NPOBEACHHA BTpyyauus: 12—15 ¢),

Y xoai KNiHiko-papMakoaoriyHoOro J0CHIIKEHHS 3 BHBMEHHS NpHrHiueHHs (apMaKoauHaMiku
puBapokcabany y 310poEMX Jopocnuy Ao0posoieuie (n = 22) NpoBOJMAACE OLIHEA BIIHBY



onHopazoerx 103 (50 MO/kr) konuentparie nporpomGinoeoro komnaekey (PCC) geox pisHux
tunie: PCC i3 tpeox daxropie (dakropu 11, IX ta X) ta PCC i3 wotupbox dakropis (pakropu
II. VI IX tma X). llpu sactocypanni PCC i3 1peox daxropie cnocrepiranocs 3HHKEHHH
cepentix 3xadenk 14 - (Neoplastin) npuGnuzuo sva 1.0 ¢ 3a 30 xpuaun, a #a i PCC iz
HOTHPLOX (PAKTOPIB TAKI 3HAYEHHA IMeHIIMAnCA npuGnusno Ha 3.5 . Hatomicts PCC i3 Tpeox
(akTopis BHABNANKM NMOTYXKHIWWH Ta WBHAWMA 3aralbHUil BNIHE HA NPUIHIYEHHA 3MIH B
YTBOpeHHi enjorensoro TpomOiHy, Hix PCC i3 workpeox dakropis (ame. posgin
allepenozysannas).

Takox pueapokcaban no303anexHo 30ibWYE aKTHBOBAHWH YacTKOBMI TpoMBONIACTHHORHI
qac (AYTY) i pesyaprar HepTest, oauak i napameTpi He peKOMEHIYETBCA BUKOPHCTOBYBATH
ana ouiku  dapmakoaMHamidnux  edexrtie  puBapokcaGany. Y nepion  nikysaues
PHEAPOKCADAHOM NPOBOAWMTH MOHITOPHHT NapaMeTpiB 3ropTaHHs KpoBi He notpibHo. [lpote, v
paszi KniHiunoi HeoOxinuocTi, piseHk pueapokcaGaHy Moke GOyTH BMMIpAHHIT 3a J0NOMOTO
KaniOpoBaHMX KUIBKICHHX TecTie Ha anTHakTop Xa (nus. pozain «DapmakokiHeTHray ).
Kainiuna edexruenicts i Heznexa

Hpoghinarmura senoznoi mpovboembonii (BTE) y dopociux nayicnmis, Sxum Rpoeoosmb
OREPAMUEHT GMPVYANNA 3 eHOORPOMEIVEANNA KVIBIMOGOZ0 dD0 KOMIHHOZ0 cyveioiie

Kniniysa nporpama po3po0ku  pusapokcalaHy niaHyeanacs 3 METOK)  JIEMOHCTpauii
etexTupHOCTi  puBapokcafany, w0 3actocosyerhes gana  npodinaktuks  BTE, TofTo
NPOKCHMAIBHOTO Ta AHCTAILHOrO TpoMOozy riubokux sed (TT'B) i TpomBoemGonii nerenesoi
aprepii (TEJIA) y nauienTie, AKUM NpOBOAATE BeAMKI OPTONEIHuUHI BTPYYAHHS HA HUMHIH
kinmiei. ¥V pamkax nporpamu RECORD, mo exmowana KOHTpoALOBaHi padjomizobani
nozgifini cnini kniniuni gocnigmkenns dasm 1l cnocrepiranu nonax 9500 nauientis (7050
nauicHTie, AKHM NPOBOAKIOCA TOTANBHE MPOTE3YBAHHA KYJLWOBOro cyrnoba ta 2531 nauienr,
AKOMY NMPOBOIMIOCH TOTAIBHE NPOTE3YBaHHA KoNiHHOro cyrnoba). Pueapokcabad v nosi 10 mr
| pas wa noby npusHavanw Ak MiHiMyM depez 6 rogud nicns onepauii. [lpu usomy iforo
elpexTuBHicTe nopiBHIOBanH 3 cHokcanapuuoM 40 mr 1 paz ma moly, nepwy [03Y AKOTO
npu3Hauany 3a 12 roaMu 1o onepawii.

B yeix nocnimxennsx dazu Il (ane. rabmmwo 1) pupapokcaban I0CTOBIpHO SHHAYBAB YacTOTy
veix eunaakie BTE (sussnenoro senorpadiuno abo cumntomuoro TI'B, neneransnoi TEJIA
abo netaneHoro Hacniaky) Ta cepifosuux BTE (npokcumansnoro TI'B, weneransnoi TEJIA Ta
NEeTanbHOrO Hacliaky, nos asanoro 3 BTE) — 3aszpanerine 3annaHoBaHHX NMEPEHHHHX KiHUEBHX
TouoK ediekTHBHOCTI. OKpiM TOro, ¥y BCIX TPhOX HOcHimkeHHAX wacTota cumntomuoi BTE
(cumnromuiore TI'B, neneranenoi TEJIA ta netanshoro wacniaky, noe’ssanoro 3 BTE) Gyna
HIGKUOID ¥ mauiedTtie rpynu pupapoxcabaHy MOPIBHAHO 3 TNAUEHTAMM, AKi OTpHMYBamH
eHokcanapuH. TlepBHHHA KiHlepa To4ka Oe3nexkd — MacHBHi KpomoTedi — Gyna nopibHow y
MauicHTie, AKi oTpuMyBanu purapokcadan 10 Mr ta enokcanapun 40 mr.

Tabtnuua 1
Pesynbtati kninivnux focnifens dasu I wono edextirrocTi Ta Gesnexu
RECORD | RECORD 2 RECORD 3
Monynauis, 4541 natienT, Akomy 2509 nauicHTIB, AKHM 2531 nauienT, akomy
Lo MpPOBOIHIR TOTANLHE MIPOBOAHIN TOTATEHE NPOBOAHIN TOTANBHE
Jocninxyea eHIONPOTe3Y BaHHA EHIONPOTEY BAHHA EHAONPOTeIY BAHHA
naca KYNLUIOBOTO cyraoda KYJILIIOBOTO cyraoba KoniHHoro cvraoba
ﬂDSElT.'-? Pusapok Enokca Pueapokc | Enoxcan Pusapokc Exokca
TPHBANICTh MapHH napuH
: cabaH aban apuH abaH
NiKYBAHHA 40 mr 40 mr
= 10 mr { s P 10 mr 40 Mr P 10 mr oy P
onepauii Ipn | 38 L | AR pn | 5o
35+4 ani i 3544 oui | 1242 aui 12+2 anui i
Bei punagkH 18 58 0,0 17 51 < 79 166 <1,
BTE (1,1%) | (3,7%) ]| 0Ol (2.0 %) (9.3 %) | 0,001 (96%) | (18,9%) | 00l




Cepiiosna 4 33 | <00 6 | 49 < 9 24 ] 0,01
BTE 02%) | 20%)| 01 | (0,6%) | (5.1%) | 0,001 | (10%) | (2.6%)
CumnToMHa & 11 3 ' 15 8 24

BTE (0.4 %) | (0.7%) | 4% | (1.7%) (1.0%) | 2.7%)
Macneni 6 2 1 ' I 7 f
kposoreui | (0.3 %) | (0,1 %) 0,1%) | (0.1%) (0.6%) | (0.5%)

AHalni3 ysaralbHeHMX pezynetaTie focnimkens daszu Il niarBepame gadi, oTpumani B Xogi
OKpPEMMX J0CHI/UKEHb 3 NOPIBHAHHA edexTHBHOCTI pueapokcabany 10 mr | pa3 wa noby Ta
eHokcanapuy 40 Mr | pa3 Ha nody. W00 3HKWAeHHA YacToTH yeix eunaakie BTE, cepiioanux
BTE ta cumnromuux BTE.

Ha nopatok pno nporpamu RECORD dasu 111 Gyno nposeneHo noctpeectpauiiine
HeiHTepBeHLiliHe BiaKkpHTe koropThe fochifaenns (XAMOS) 3 yuactio 17413 nauientie, sxi
NepeHecId BelIMKD oproneiuyul onepauii Ha kyaswosoMmy abo koniHHOMY cyraobax, ans
NOPIBHAHHA puBapokcabaHy 3 iHIWIMMK (hapMakonorivHUuMH MeToaaMi TpoMOonpodinakTHKH
(cTaHpapT NiKyBaHHA) B YMOBAX peankHOl KninivHol npaktikn. Cumnromariuna BTE eunukna
y 57 (0,6 %) nauientis y rpyni pusapokcabany (n = 8§ 778) 1a y 88 (1,0 %) nauienTtis y rpymi
cTaHjapTHoro mikyeadHua (n = 8635; BP = 0.63; 95 % JII 0.43-0,91); nonynauia He3nekn).
3HauHa kporoTeda euHMKNA ¥ 35 (0.4 %) 1a 29 (0.3 %) nauienTie y rpynax pueapokcabaHy Ta
cranjaptioro gaikyeanna (BP = 1,10; 95 % JI 0,67-1,80). Takum 4MHOM, pe3ynbTaTh
Y3rOKYBAHCA 3 Pe3yabTaTaMH OCHOBHHX PAHAOMI30BAHHMX 10CTIIKEHE.,

Hixyoanns TI'B, TE/4 ma npoghinaxmuxa peyudusie TI'B | TEJIA

[MporpaMa KAIHIYHMX OocTikeHs pHBapokcabaHy Oyna pozpobiieHa 3 METOK JeMOHCTpauii
edpeKTHBHOCTI puBapokcabany ang nepeuHHOT | TpuBanoi tepanii roctporo TI'B i TEJIA Ta
nonepeKeHHA X pelHIHBIB,

Y xoai 4oTHpROX PAHAOMIZOBAHHX KOHTPONLOBAHUX KIIHIYHMX Jocaiukede tazu 11 6yvno
puedeHo nodan 12800 nauienrtie (nocnimaenns EINSTEIN DVT, EINSTEIN PE, EINSTEIN
Extension Ta EINSTEIN CHOICE) Ta nopatkoBo NMpoBENEHO 3BEASHMI aHanii 3a 3alaHHMH
napamerpami  nocaimkeds EINSTEIN DVT i EINSTEIN PE. 3araneHa TpHBanicts
KOMTITEKCHOTO JIKYBAHHA B YCIX 0OCNiIACHHAX CTAHOBHIA MAKCHMYM 21 Micsilb.

YV pocnimkenni EINSTEIN DVT eupuanica 3449 pauientie iz roctpum TI'B 3 metow
nikyeauus TI'B Ta nonepemxenns noetoproro po3eutky TI'B i TEJIA (nauientn 3 kninivHuMu
nposeamu TEJIA He prmouanucs v ue pocnimwenns). Tpusanicts nikyeaHHs ctaHoeuna 3, 6 i
12 micaiiie, 3a71€KHO BiJl KAIHIYHOT OLIHKK JiKaps.

IMpoTaroM nepiny TpeOX THXKHIB Tepanii ang nikyeanua TT'B sactocoeyeapca pusapokcadan y
no3i 15 mr 2 pasw Ha poly. [licna 3akiH4YeHHA 1LOTO AEpioAy NAliEHTH OTPHMYBAIH
puBapokcabaH y no3i 20 mr 1 pas Ha goGy.

V nocnimxenni EINSTEIN PE susuanuce 4832 nauienty 2 rocrpowo TEJTA 3 meroo nikyeanns
TEJIA Ta npodinakruku peunaueie TI'B i TEJIA. Tpupanicte nikypanus ctanosuna 3, 6 Ta 12
MiCAILLiB, 3a0€KHO Bil KNIHIMHOT OIHKK nikaps.

Jina nepeunnoi Tepanii roctpoi TEJIA sactocoryeanu pueapokcaban y mo3i 15 mr 2 pasn na
106y npoTarom TpboX TiAHIB, [lani nikyBaHHa npoaosxyeanocs pueapokcabadom y mozi 20 mr
1 pa3 na ooby.

B oGox pocnimsenuax, EINSTEIN DVT ra EINSTEIN PE. nopieHanbHi peiKHMH JiKyBaHHs
cKnajanMca 3 Tepanil eHOKCanapHHOM MpOTATOM MpHHalMHI 5 1OHIBE v KombiHamii 3
antaronictom eitaminy K (ABK) no nocarnenns TepanegTHuHoro pianazony [MTY/MHB (= 2,0).
Jlani nikysaunsa npoposxysanoca ABK y no3i. neobxianiii ana ninrpumku 3HavenHs [MTY/MHB
¥ MERax TepanesrTHuHoro gianasony 2,0-3.0,

Y nocnimxennl EINSTEIN Extension eueuanws 1197 nagicntie 3 TTB abo TEJA 3 meroio
npodinakrukn noeropuoro BuHukHenus TIB i TEJA. Tpusanicts nikysaHHs [0JaTKOBO
craHosuna 6 adbo 12 micanis v nauienTis. ki sagepinnu 0- abo 12-Micaunnii kype Tepanii BTE.




3ANMEWHO Bi KNiHIMHOT ouinky nikaps. PusapokcaBan vy go3i 20 mr 1 pas va noby nopieHioBanm
3 naanedo.

VY pocnimkennax EINSTEIN DVT, EINSTEIN PE ta EINSTEIN Extension BMKOpHCTORYBAIH
O/IHAKOBI NONEPEHBO BU3HAYEH] NEPBUHHI TA BTOPHHHI Nokasiukk edextusnocti. [epsunnum
nokaznukoM edexruedocti Gyin peunanen BTE 3 kniHiuHHMM NposBaMu, BH3HAYEHI AK
cykynuicre noetopHoro TI'B abo neraneHoi un neneranevoi TEJIA. Bropuunuii nokasHHk
epexTHRHOCTI BM3Hauanu AK cykynHicte peuuausis TI'B, neneransnoi TEJIA Tta neranbuux
BUMAJKIB 3 YCIX TIPHYHH.

V'  pocnipxenni EINSTEIN CHOICE eupwanuca 3396 nauieHTiE i3 NigTBEPIKEHHM
cumntomHuM TT'B Ta/abo TEJIA 3 metoto npodinaktiuku neransioi TEJIA abo neneransnoro
CHMATOMHOrO  moBTOpHOro BuHHkHeHHa TI'B  abo TEJIA, #aki  zasepimian  Kype
AHTHKOArYIAHTHO! Tepanii TpueanicTio 6-12 micauis. [NanieHTn 3 nokazaHHsM ans TpUsanoi
AHTHKOArVJIAHTHOT Tepanii Y TepaneBTHYHHX [03ax OyIH BHKIIOUEHI 3 JOCHIKeHHS.
Tpupanicts NikyeaHHA cTaHoRKAA M0 12 Micallie 3anexHo B IHAMBINYANLHOT JaTH pagoMisanil
(meaiana: 351 penw). Mlito pupapokcabany B 1031 20 mr 1 paz na 100y Ta y n03i 10 Mr 1 pas na
no0y nopisxiosany 3 giewo 100 Mr anetuncaniunnopoi kucnotn (ACK) 1 pas na nody.
MeperunuuM nokaiHukoM edextueHocti Oye cumnroMuuid peunane BTE. eusnavenwit ax
cykymnHicTs noetopHoro TT'B abo netansnoi un HenetaasHoT TEJIA.

YV nocaimxenni EINSTEIN DVT (aue. Tabnuo 2) pueapokcadad 1poieMOHCTPYBaE HE MEHLIY
edeKTHEHICTE, HiK eHokcanapuH/ABK 3a nepeunHuM nokazuukom edextusnocti (p < 0,0001)
(nokasHHK «He noctynaeTeean); BP 0,680 (95 % I [noeipunil inTepean] 0.443-1,042), p =
0,076 (noxazuuk «nepepepiuyen). CiBBiAHOIIEHHS PHIUKIB 3a MOMEPEHLO 33aJaHOK0 YHCTOK
KMHIYHOW KOPHCTIO (NePBHHHHI NOKazHHK eleKTHBHOCTI NUKOC MACHBHI KPOBOTEY|) CTAHOBHIO
0,67 ([95 % JII 0,47-0,95], nominaneHe 3Havenus p = 0.024) na xkopHcTe pHeapokcabaHy.
3nauenns MHB 3naxoauauck y Mekax TepaneBTHYHOrO jianasony B cepeansoMy 60,3 % uacy
npu cepentiil Tpusanocti nikyeanua 189 nuie Ta 55,4 %, 60,1 % i 62,8 % vacy B rpynax i3
3an7aHOBAHOI TPHBAMicTIO nikyeands 3, 6 1 12 micauis sinnosigno. B rpyni, gka nikyeanack
enokcanapuHom/ABK, He BinznaueHo witkol 3ajemuocTi MK piBHEM cepeaHsoro mepiody v
TepaneeTHuHOMY aianazoni (ITT]1) B uentpi (vac niaTpuMaHHa UINLOBOrO ianasoHy 3HA4YCHbL
MHB 2,0-3,0) & Tepumasx oaHakoBoro posmipy i uacrorow peunansis BTE (p = 0,932 ans
B3aeMOziT). Y Memxax HalBULIOro TEpUUIIO BIANOBIAHO 10 LUEHTPY. CNIBBIAHOWEHHA PH3HKIB ¥
pasi npuiiomy puBapokcabany nopieHaHO 3 apdapuuom cranosmno 0,69 (95 % JI 0.35-1.35).
YacToTa BHHMKHEHHA ABMIL OCHOBHOIO Noka3HMka Oezneku (MacueHi abo KIiHIYHO 3HauyL
HEMACHBHI KpoBOTedi) Ta BETOPHHHOrO nokazHWka Oe3nek (MacueHi kpoeotewi) Oyna
OAHAKOROIO B 060X TEpaneBTHYHHX rpynax.

Tabnauua 2
[MokasHuku edekTHBHOCTI Ta Ge3neku 3a AaHnMu Jocaiukenns dgasu [ EINSTEIN DVT
[Monynauis pocnipKeHHs 3449 nanieHTie 7 CHMOTOMHHM rOCTpMM TpoMBo3oM
rIMOOKHX BEH
TepanesTHui J03H ta | PupapokcaGan® EHokcanapuH/aHTaroHicT
TPUBANICTL 3, 6 abo 12 piTaminy K”
Micallis 3. 6 abo 12 micauir
N = 1731 N=1718

CuMnToMHa peLyIHBEY YA 36 31

BTE* (2.1%) (3.0 %)

CHMNTOMHA pPELHIHBYIOUA 20 18

TEJIA (1,2 %) (1.0 %)

CumnroMHuil peuuaueyounii 14 28

1B (0.8 %) ) _(1.6%)

Cumnromui TEJNNA i TTB 1 ]

| (0.1 %)




Netansha TEJIA/netansui [ 4 ' 6

BEHNALKW, KOIH HaseHicTs TEJTA (0,2 %) (0.3 %)

HE MOIKHA BHKTKOYHTH :

Macuena abo KIIHIMHO 3HAYYILA 139 138

HEMACHRHA KPOBOTEYA (8.1 %) (8.1 %)

MacueHi kpoBoTeyi 14 20
(0.8 %) (2%

I S

* PupapokcaGan 15 mr 2 pasn Ha 106y NpOTAroM 3 THHKHIE 3 HACTYTIHHM 3aCTOCYBAHHAM [103M 20 mr 1
paz Ha nody.

bl EgokcanapHH moHaiiMenie npoTaroM 5 aHie, nicas usoro — ABK, sacTocyeanna AKOro noYHHAETLCA
y nepiod npuiioMy eHoRcanapHHy.

" p<0,0001 (e MeHwa edexTHBHICTE 38 MONEPESIHLO BHIHAYEHNUM BiAHOWeHHAM pu3ukis 2,0); BP 0,680
(0.443-1,042), p = 0,076 («nepepepuiyen).

¥V nocaimxenni EINSTEIN PE (aue. tabauuo 3) pupapokcabaH NpoieMOHCTPYBAB He MEHILY
edpexTuBHicTs, Hik enokcanapun/ABK 3a neperHHuM noxasiinkoM edexruenocti (p = 0,0026
[nokaskuk «He nocTynaeTkes»]: crispigHomenna puzukis 1,123 [95 % JII 0.749-1,684]).
CniBBiIHOMIEHHA PH3MKIE 34 NONEPEIHBO 3aJAHOK YHCTOK KNIHIYHOK KOPHCTIO (MEPBHHHKM
nokasHUK eekTHBHOCTI TUioc MacHBHi kpoBoTeui) cranosuno 0,849 ([95 % JI 0,633-1.139],
HominaneHe 3uadennd p = 0,0275). 3navenns MHB sHaxogmnucs B Mexax TEpaneBTHHHOIO
nianazoHy B cepeanboMy 63 % vacy npu cepe/Hiil Tpusanocti nikyeanus 213 anie a 57 %, 62
% i 65 % 4acy B rpynax i3 3anjaHoBanHol TPHBAICTIO NikyBanHa 3, 6 1 12 micauis pianoriano.
V rpyni, wo nikysanack eHokcanapuHom/ABK, He BinMiueno uiTkol 3aiekHOCTI MK piBHEM
cepennsoro T/l B uentpi (Yac miaTpumanHa uinkoeoro Aianasody snadens MHB 2.0-3.0) y
TepLUHAAX OHAKOROTO po3Mipy i yactotowo pewnaueie BTE (p = 0,082 nna pzaemonii). ¥ meskax
HANBUIIOTO TEPUMIID BIANOBIAHO O UEHTPY CHIBBIIHOWEHHA PH3MKIE ¥y pasi npuiiomy
prBapokcabany nopisuano 3 paphapunom cranoruno 0,642 (95 % JI1 0,277-1,484).

YacToTa BHHWKHEHHS SBMIL OCHOBHOrO MokaszHWka Oezneku (macuBHi alo KNiHIYHO 3Ha4MMi
HeMacHBHI KpoBoTeui) Oyna JEWI0 HHEKHOKO B rpyni, 1o nikyeanaca pueapokcabanom (10.3 %
[249/2412]), nix y rpyni, wo otpumysana cHokcanapui/ABK (11.4 % [274/2405]). Hactora
ABMII BTOPHHHOIO MokKasHuka Oe3nexku (MacHBHI KpoBoTedi) Oyna HMAKMOK B rpyni, 1o
nikyeanacs pusapokcabanom (1.1 % [26/2412]), nix y rpyni eHoxcanapuHy/ABK [2.2 %
(52/24035)] 3i cnisigHoweHHam puzukie 0,493 (95 % J11 0.308-0,789).

Tadmiug 3
[Nokazunku edeKTHBHOCTI T DEINCKH 32 JaHHUMH nocnimxenna dasu 111 EINSTEIN PE
[MonynAuia nocniKeHHa 4832 nauientu 3 rocrpoto eumnromuoio TEJIA
TepanepTHuHI 03K Ta | Pusapokcaban® EHokcanapu/aHTtaronict sitaminy K"
TPHBATICTh 3, 6 abo 12 3, 6 abo 12 micauie
Micalie N=2413
N=2419
CUMNTOMHA peLHANBYIOUA 50 44
BTE* (2,1 %) (1.8 %)
CUMITOMHA PELMINBYIOYA 23 20
TEJIA (1,0 %) (0,8 %)
CHMOTOMHHI pelHaHBYOYHH 18 17
TB {0,7 %) (0.7 %)
Cumnromui TEJIA i TTB 0 2
. (= 0.1 %)
Jleraneua TEJIA/neraneni ' 11 7
BHIIAJKH, KOJH HAgBHICTE (0,5 %) (0.3 %)
TEJIA He MOMKHA BHKJIIOUHTH




MacuBHa abo KNiHiYHO | 249 274

3HAYY1I1A HEMACHEHA KPOBOTEYA | (10,3 %) (11,4 %)

MacHBHI KpopoTeHi 26 52
(1,1 %) (2.2 %)

" PupapokcaGan 15 Mr 2 pasH Ha 100y NpoTAroM 3 TWAKHIB 3 HACTYNHHM 3acToCYBaHHAM 1031 20 Mr 1
pas Ha noby.

b Enokcanapi woHaiiMenwe npotaroM 5 adie, nicna usoro — ABK, 3aCTOCYBAHHA AKOTO NOYUHAETHCA
¥ Tiepion npuiioMy eHOKCANAPHHY.

*p < 0,0026 (4e MeHIDa eeKTHBHICTE 33 NONEPEAHLO BU3HAYCHHM BiaHoweHHAM pusnkis 2,0); BP 1,123
(0,749-1_684).

Byno npose/ieHo 3pefieHnii ananis pezyawtaris focnimxens EINSTEIN DVT i EINSTEIN PE 3a
nonepeaHso BH3HAYCHHMH NapaMeTpami (1B, TabiHLo 4).

TaGnuua 4

Mokazunka edexTusrocTi Ta Ge3nekn 3a JaHUMi 3BEISHONO aHaniay pesy/bTaTie JOCTITKEHb
dpazu 111 EINSTEIN DVT 1a EINSTEIN PE

[Monynauia Aocaig#HeHH: | 8281 nauienT iz roctpum cumntomanm TI'B abo TEJIA
Tepanestuuni  mosu  Ta | Pusapokcaban® | Enoxcanapum/antaromict sitaminy K
TPHBATICTE 3, 6abo 12 3, 6 abo 12 micauis

Micalie MN=4131
N =4150 o
CHMNTOMHZ  peLUIHBYIOYA 86 a5
BTE* (2,1 %) (2.3 %)
CuMnToMHa  pelHIHBYIONA 43 38
TEJIA (1,0 %) ) (0.9 %)
CHMNTOMHHI 32 45
peunaueyiodui TT'B (0.8 %) (1,1 %)
Cumnromnai TEJIA i TT'B 1 2
(=0,1 %) (=0,]1 %)
Jeransua TENA/neraneui 15 13
BHMAIKH, KOIMH HAABHICTE (0,4 %) (0.3 %)
TEJIA He MOMKHA BHEIHOYHTH
Macwera  abo  KAiHIYHO 388 412
IHAUYILA HEMacHRHa (9.4 %) (10.0 %)
KpOBOTEYA
MacueHi kKpoBoTeYi 40 72
(1.0 %) (1,7 %)

* PupapokcaGan 15 mr 2 pasu Ha 0oy npoTaroM 3 THHHIB 3 HACTYITHHM 3acTocyBaHHaM 103u 20 mr |
pas Ha nody.

Y EHokcanapuH wonaliiMerile npotaroM 3 JHie, micad usoro — ABK, 3acToCcyBAHHA AKOTO MOYHHACTLCA
¥ nepion npHioMy eHOKCANapHHY,

* p < 0,000] (He meHma edexTHBHICTE 33 NONEPEIHBED BHIHAMSHHM pinHomenHam pu3ukis 1,75) BP
0.886 (0.661-1,186).

BignowenHs pH3WKIE 3a NONEPENHbO 33JaHOK YMCTOK) KNIHIYHOIO KOPHCTHO (MepBMHHME
NOKa3HUK eeKTHBHOCTI MMIOC MACHBHI KPOBOTEYI) 3a JaHWMM 3BEJCHOr0 aHaNi3y CTaHOBMIIO
0,771 ([95 % JII 0,614-0,967], HoMinanehe 3naueHns p = 0,0244).

YV aocnigkenni EINSTEIN Extension (aue. taGnuuio 5) pueapokcaban npoaeMOHCTPYBap
nepesary Haja maauedo mofo NepEHHHMX | BTOPHHHMX nokaiHukis ediekTHBHOCTi. Hactora
gEHII FOAOBHOTO TOKA3HMKa Geinexkd (MacMBHI KpoeoTewl) y nNauieHTiB, AKI NIKyBanMCh
puBapokcaGanom y 103i 20 Mr | pas Ha 106y, Gy/na KiTbKICHO HE3HAYHO BHLLOK, HIK Y NMaLlicHIB,



Akl otpumyeann niauedo, Hactora BMHMKHEHHA ABMLL BTOPHHHOTO TMOKa3HHKA Deanexu
(MacupHi aBo KAIHIYHO 3HAYYUL HeMacHBHI KpopoTedi) Oyna BHLIOW Y nauientis, AKi
oTpuMyBand pueapokcalad y nosi 20 mr 1 pas ua 100y, ik y NnauieHTiB, AKi NiKyBaIHCA

nnanedo,

Tabnuua 5

MokazHukk edekTHBHOCTI Ta Besneku 3a nanumu nocnimpkenns dasu 11 EINSTEIN Extension

TMonynauia Jocaia#eHHs

' 1197 nauieuTis, y AKHX NPOJOBAYBaNocA NiKyBaHHa abo

npodinakTHka peuMAHBiB BeHO3HOT TpomBoemGonii
TepanesTHuHi 10341 Ta TPHEANICTH Pupapokcadan® IMnaneto
6 abo 12 micsauis 6 abo 12 micauis

N =602 N =594
CumnToMua peupaueyioua BTE* | 8 42

(1.3 %) (7.1 %)
Cumnromua peunaueytoda TEJIA 2 13

(0.3 %) (2.2 %)
CumnroMHHE peunaueyoudii TI'B 5 3l

(0.8 %) (5,2 %)
Jleransna TEJIA/cMepTenbHi 1 |
BHMNAAKH, kKoid HaseHicte TEJIA He (0.2 %) (0,2 %)
MOHKHA BHKJTHOMHTH
MacHeH1 KpoBOTEY| 4 0

(0,7 %) (0.0 %)
KniniyHo  3Hauyyuli  HeMacHBHi 32 7
KpOBOTEYI (5.4 %) (1,2 %)

* PrgapokcaBan 20 mr | pas va nody.

*p < 0,0001 («nepesepuryen); BP 0,185 (0,087-0.393).

V nocnimxenni EINSTEIN CHOICE (nue. tabnuio 6) pueapokcabad v nozax 20 mrota 10 mr
npoaemonctpyeas nepepary nan ACK y nozi 100 Mr 1040 nepeuHHUX | BTOPHHHUX NOKAZHUKIB
edercrusrocti. OcHOBHIIT NokasHHK GesnekH (MacuBHi KpoeoTedi) Oy MOAIGHKI ¥ MaLieHTIB,
AKi oTpuMyBaiH pueapokcabad y 103i 20 mr abo 10 mr, nopiexano 3 ACK y nosi 100 mr.

TaGnuua 6

INoka3zuuku edektusrocTi Ta Gesnexn 3a fanumu focaimkenns (azn 111 EINSTEIN CHOICE

MMonynauia nocniaKenHs

3396 nauicHTie i3 TpHBANOK NPodiNaKTUKO MOBTOPHOTO

puHHkHenHs TT'B

TepanerTi4H1 103H PuBazp‘;mccaﬁaH Pusapokcaban ACK 100 Mr
MT 10 mr 1 b5 b A
1 pa3 ua qoby 1 paz Ha noGy I;I = llII;l Y
N=1107 N=1127

h:fIf:J:liaHa TpHBﬂJ’lﬂCT‘i Tepanii 3449 [13?—362] 353 [190-362] ani 350 [18&362]

(iHTepKBApTHALHMIA fianasoH) AHiB AHIB

CuMnroMua pellIHEYIOUA 17 13 50

BTIE* (1,5 %)* (1,2 %0)** (4.4 %)

CumnromHa peLAHBYIONA 6 6 19

TEJIA (0.5 %) (0.5 %) (1.7 %)

CHMNTOMHHI  peLMIHBY IO HIT 9 8 30

TTB (0.8 %) (0,7 %) (2,7 %)




ITonynsuis 4ochiKeHH:A 3396 nauicHTiB i3 TPHEANOK NPOgiNaKTHKOD NOBTOPHOID
gunukHenHs TI'B
TepanerTH4HI 103H Pueapokcaban Pusapokcaban ACK 100 umr
20 mr 10 mr
| paz Ha 1oy
| pas na nody | paz Ha noby N=113]
- N=1107 N=1127
Jletanena TEJA/metaneni 5 0 2
BHMAAKH,  KOIW  HadBHICTH
TEJIA He MO#HA BHETIOYHTH (0.2%) (0.2 %)
CumnToMHa peUHAUBYIOYA
BTE. iHthapkT miokapa, 19 18 56
iHcyneT abo cucTemHa embonia (1,7 %) (1.6 %) (5.0 %)
noza mexamu LIHC o o
MacueHi kporoTeui 6 5 3
(0,5 %) (0,4 %) (0.3 %)
Kniniyeo 3nauyili HEMACHEHI 30 22 20
KpoROTEY (2.7) (2.0) (1.8)
Cumnromua peunansyiova BTE
abo MacHMeHa KpopoTeua (YMcTa = i 22
2 (2,1 %) (1.5 %)™ (4,7 %)
KJNiHIYHA KOPHCTE)

#p < 0,0001 («nepenepuryen) pusapokcadan 20 mr 1 pa3 va noby nopisHsso 3 ACK 100 mr | pas Ha
noby; BP = 0,34 (0,20-0,59).

#4p < 0,0001 («nepesepuryex) pusapokcaban 10 mr 1 pas Ha noGy nopisusHo 3 ACK 100 mr 1 pa3 wa
nody; BP = 0,26 (0,14-0.47).

* Pupapokcaban 20 mr | pa3 na nofy nopienano 3 ACK 100 mr 1 pa3 Ha noGy; BP = 0.44 (0,27-0,71), p
= (01,0009 (HoMiHANbHE).

* Pupapokcatan 10 mr 1 pas ua noby nopisusso 3 ACK 100 mr | pas na noGy; BP = 0,32 (0.18-0,53), p
= (,0001 (HomiHaIbHE).

Honatkoeo ao jgochimxens azu 1l nporpamu EINSTEIN Gyno npopefieHO NPOCHEKTHBHE
HeiHTepBeHlliiine Binkpute koroprHe mocnimkenns (XALIA) i3 uenTpanizoBaHow OUIHKOO
KIHLIEBHX TOYOK, BKMouaoun peunauen BTE, cepiiosni kporotedi Ta netaneHi Bunaaku. [ns
BHRYEHHA GelneKkd JOBrOTPHBAIONO 3acTOCYBaHHA pHBapokcabanmy Yy KiiHiuHiil npakTui
MOPIBHAHO 3 TPATHLIAHOI AHTHKOATYNAHTHO Tepanieio B AociigxeHns Oyno sknodeno 5142
nauientd 3 roctpum TTB. Y rpyni pusapokcabany 4acToTa CEpiO3HMX KpOBOTEY CTaHOBHIA
0,7 %, peuwausyiodoro BTE — 1.4 %, neraneuux eunankie 3 ycix npuumn — 0.5 %. V¥
MOMATKOBHX XapaKTEepHCTHKAX nauieHTie OyaH BiAMIHHOCTI, fAKIi BKMOYANH BiK, OHKOMOTIYH]
3aXBOPHOBAHHA Ta HHUPKOBY HEAOCTATHicTh, Jlna KOpHIYBaHHA BIIMIHHOCTEH Y BMXIAHMX
XapaKTepHCTHKAX BY0 BMKOPHCTAHO MOMEPEIHLO 3amiaHoBaHuii cTpatHdikoBanuii ananis 3a
koedilliEHTOM CXMIBHOCTI, ane, He3BAXKAIOYM Ha 11g, 3aNTHIIKOBE BiAXHICHHA MOXE BIUIHBATH HA
pesyibrar. Ilpw 3actocyBanni pusapokcalaHy TOPIBHAHO 3 TPAAMUIHHOW Tepanieio
CKOPMrOBaHi BIIHOWEHHS PH3MKIE cepiloanux KposoTed, peunansyiodoro BTE Ta nerasennx
BHMAJKIB 3 YCIX NPHYMH CTAHOBNSTH Bianoriano 0,77 (95 % I 0,40-1,50), 0,91 (95 % [I1 0.54—
1,54) Ta 0,51 (95 % JII 0,24-1,07). Lli pesyastatd ¥y KAiHiuHil npaktvui BiANOBINAOTE
BeTaHoBIeHOMY npodinio Ge3nerd anga JaHoro NoKasaHHA,

V nicnapeecrpaitiiinoMy HeinTepeeHuiiHOMY AocimimkenHi 3 yvactio nonan 40000 nauientie
fe3 OHKOJIOMMHOTO AHAMHE3Y 3 HOTHPLOX Kpaid puBapokcabaH NpUIHAYanM Aas JiKysanHa abo
npodhinaktuky  TpomBosy rauGokux sen (TI'B) ta TEJIA. Yactora sunamkie Ha 100
NALIEHTOPOKIB JUI CHMITOMATHYHUX / Kiiniuno odesnauux noaiit BTE/rpomGoembonii, mo
NpU3BENK 10 rocnitanizauii, konueanacs eia 0,64 (95 % I 0,40-0,97) y Beaukill Bpuranii no
230 (95 % JU 2,11-2.51) y Himesunni. KpopoTewi, 1Mo npussend Ao rocmitamizauii,
Tpanianucs 3 wactorow Ha 100 nauientopokie: 031 (95 %% al 0,23-042) — pna



BHYTpiluHEOuepentol kposotedi, 0.89 (95 % I 0,67-1,17) — And WAYHKOBO-KHLIKOBOT
kpoBoTeui, 0,44 (95 % JI1 0,26-0,74) — ans yporenitansuoi kposotedi Ta 0,41 (95 % JII 0.31-
0,54) — ang iHWHX KPOBOTEY.

[MaticuTs 3 MOIMTHEHUMEA Pe3yILTATAMMH TECTY A8 TPLOoX aHTHHOCHOAINIAHHN AHTHTIN
Pupapokcaban Gyjio nopiensHo 3 BaplapuHoM Y nauieutis 3 TpombozoM B aHamHesi 3
niarnoctopanuM  antHdocdoniniaaum  cuaapomom  (ADC) 3 BHCOKHM  PHIHKOM
TpoMGoeMBONIYHHX ABKUL (MOIMTHBHI PESYBTATH ANIA BCIX TPHOX anTuochoninizHHX aHTHTIN:
RORYAKOBHMIl AHTHKOArVISHT, auTMKapaioniniHoei awtutina, aHTH-Gera-2-raikonporein |
AHTMTIIA) vV PAHJIOMIi30BAHOMY  BIIKPMTOMY  MYJbTHUSHTPOBOMY,  CHOHCOPOBAHOMY
AOCTIIHMKAMH  KIIHIMHOMY BHOpoODYVBaHHI 13 «3acninyieHoo» OLIHKOK KIHIEBOT TOHKH.
JlocHimieHns BY10 APUNMHEHO OCTPOKOBO michs BkmoueHHs 120 mauieHTiE BHAacHiloK
3pocTaHHs YacToTH TpomOoeMOONIMHHX ABMUL Y NAlieHTIR, AKi npuﬁma_rm pHBapokcabaH.
Cepenuiit nepion crocrepeskenns cTaHoBus 369 auis; 59 nauientie Gyno paHnomnosaHo B
rpyny 3acTOCYBaHHA pHBapﬂﬁcaﬁaH}“ B go2i 20 mr (15 mr ans naiicHTiB i3 KaipeHcOM
kpeatuniny < 50 ma/xe) i 61 — sapdapuny (MHB 2.0-3.0). TpomGoemboniuni ApHia 6}*11;1 y 12
% MALICHTIB, PaHIOMI30BAHHX Y IPYIY 3acTOCYBaHHA pHBOpOKcadany (4 {IeMIYHHX IHCYIBTH
ta 3 indapkTi Miokapna). He Gyno zapeectpoBado TpomBoemO0AIMHMX ABHLL Y nauiexTis,
panoMizoRAHMX Y TPYIy 2acTocyBaHHa Bapdapuny. Benuki kpoBotedi cnoctepiranien y 4
naujentie (7 %) rpynu pupapokcabany ta y 2 nauicutie (3 %) rpynu papdapuny.

3acTOCYBAHHA JITAM

€pponeiickka MeIMYHA ArCHLA BiIMOBMIACA BiJl Npapa BHMaraTH BHKOHaHHA 30008 A3aHHA
OO0 TMOJAHHA PE3YNLTATIE JOCTIKEHB i3 3aCTOCYBaHHA puBapokcabaHy B YeiX miarpynax
NpeACTABHMKIR auTauoi nomynsuii ans  aikysanHs TpomOoemGomisnux  cradis.  Jlaa
o3HalloMIenHs 3 iHOpMalliclo Npo 3acTOCYRAHHS JiKapehKoro 3acofy MITAM AMB. po3ain
aJliTin.

Dapuarorinenuia

BemokTypaiHs

Pupapokcabai WBHAKO BCMOKTYETBCSH, MAKCHMa/IbHA KOHUEHTPaUiA (Cmax) AOCATacTLCA Hepes
24 roguMHd nicns npHiloMy TabNeTKH.

[pu nepopankHOMy 3actocyeanHi pupapokcalan Maifke NOBHICTIO BCMOKTYEThCA, HOro
GiogocTyNHICTE micas nepopansHoro 3actocysains 103 2.5 mr ta 10 mr € pucokoio (80-100 %)
He3alekHO Bl BAMBAHHS Ti. 3acTocyeanna tabaerok pueapokcadany 2,5 mr 1a 10 Mr niag 4ac
BACHBAHHA TKi HEe BIUIMBAE HA MACHLY MiJ KPHEOK 3aiemHocTi «KoHueHTpauig-yacy (AUC) Ta
Cmax pueapokcabany. Pusaporcaban, Tabnetkn 2.5 mr ta 10 Mr, MoskHa npuHMaTH HEIANEKHO
Bij BaMBaHHA TKi. PupapokcabaH xapaktepusyeTbes Maiiae NiHIHHOWO (dapMakoKiHETHKOWO 10
nozn Gamisko 15 wmr (1 pas wa goby). Y eunagky zactocysadHs suuiux no3 aGeopGuis
puBapokcabany OOMEKYETECA TapaMeTpaMH PO3MHHHOCTI, NPH UBOMY Ha TIHI BHIIMX 103
RiI3HAYACTECA 3HMIKEHHA OIOAOCTYNMHOCTI Ta WIBMAKOCTI BCMoKTYBaHHA. Lle semine e Ginki
BUp@MEHHM npu npuiloMi nikapcbkoro 3acofy HaTieceplle, HIK NPH 3aCTOCYBaHHI MicnA
picHEAHHS ki, (PapmakokiHeTHka pHBapokcabaHy XapakTepHIVETECA NOMIPHOK MIHAMBICTIO!
IHMBIAYankHa MiHOHBicTs (Bapiauiiinmii koediuient) cranosuts Bin 30 % 10 40 %, 3a
BUHATKOM JIHS MPOBEJCHHS ONEPaTHBHOIO BTPYHAHHA Ta HACTYTHOrO JIHA, KOMH MIHAHBICTB
exeno3uuii € sucoroo (70 %).

BCMOKTYBAHHA pHBapokcabaHy 3aleMHTh Bil Micus BHELIbHEHHA Jikapebkoro 3acoly B
WIAYHKOBO-KHIIKOBOMY TpakTi. Binsnauaerscs 3nmmenns AUC i Crax Ha 29 % 1 56 % npu
3aCTOCYBaHHI rpaHyaaTa pusapokcabany 3 BUBIMBHEHHAM AIH0YOT PEYOBHHH ¥ NPOKCHMATLHOMY
BiZAIAI TOHKOTO KMLIEYHHKY. MOpiBHAHO 3 TabneToraHoo (opmoo. EKCNO3MLIs 3MEHIIYETECH
e Ginbie MpH BHBLIEHEHH] Al040T PEYOBHHH B AMCTANBHOMY BIUINI TOHKOPO KHIIEYHHKY YH
BHCXiAHIN vacTuHi obonosoi  kuinku. HeoOXinHo yHMKATH BBeleHHA pHBapokcabaHy
JHCTAIbHIIIE LIIYHKA, OCKIALKM Le MOMKE MPH3BECTH [0 3HMMKEHHA BCMOKTYBaHHA Ta
BiNOBIIHONO BILUTHEY HA EKCITOIHILIKD,




biopoctynuicts (AUC i Cpax) Oyna cniecragHol ang pueapoxcabany 20 Mr. npusHadeHoro
nepopalibHo Y BUIAsA noapibnesol TabneTku, 3mimanoi 3 aOny4HHM NOPE YW BONOIO,
REEICHOTO Yepe3 WAYHKOBHIT 30H11 0pasy nicas BKHMBAHHA Pinkol DKi. Ta ana npuilomy uinol
rabnetku. Bpaxopyioun nependauyeanuii aosonponopuiiinuit dapmakokineTunnii npodine
puBapokcaGaHy, Pe3yJbTaTH JaHoro jgocinimxenus 3 GiogoctynHoeti, AMOBIPHO, MOMYTE
CTOCYRATHCH | HHAMHX 103 pHBapokcabany.

Posnoain

3B’ a3yBaHHA 3 BiNKaMy 1123MH KPOBI Y JIOIHHI € BUCOKHM i CTAHOBHTH Dm3kK0 92-95 %, npu
UBOMY OCHOBHUM 3B S3YIOUMM KOMIOHEHTOM € CHPOBaTKOBWH ansOymin. O0’em poznominy —
noMipHui, NoKasHUK 06°eM po3nosiny B pieHoBaxHOMY crani (Vss) craHoBATh Maibie 50 1.
BioTpancdopmMallis i BUBEIEHHA

Maiike 2/3 npuiinatoi 03 pueapokcabaHy MerTaBonizyeThca 3 HACTYNHHM BHBEICHHAM
nonoBrHA MetaboniTiB HHpKaMK, a iHWoT noaosuHW — 3 KanoM. Pewra (1/3) npuiinaTol fo3u
BHBONTECA GE3NOCEpelHbO HHPKAMH Y BHIIALI HesMiHeHol ailodol peuoBHHM i3 cewelo
NEPERaMHO LUIAXOM aKTHBHOT HHPKOBOT CeKpertii.

MertaGoniam  puBapokcabany 3afesneuyerscsa  isodepmentamm  CYP3A4, CYP2J2 Ta
HeranexHuMi  Bin  cueremu  uutoxpomy CYP  mexanizsmamu, OCHOBHHMH  AiAAHKaMH
SioTpancopmauil € mophoniHosa rpyna, uo 3a3Hae OKHCHOTO PO3KIAJAHHA, Ta aM iIHI TpynM,
SIKi MANATAIOTH riaponizy. BUxoasuu 3 OTPUMAHNHX in vitro 1auX, pusapokcaban e cyOeTpaToM
TpancnoptHux Oinkis P-raikonporeiny (P-gp) Ta Oinka PE3MCTEHTHOCTI [0 paKy MOJIOYHOT
zano3u (Berp).

Haiipaa MBI LW CIOAYKOK ¥ M1a3Mi KPoBl JIOAHHH € He3MiHeHui puBapokcabaH, npH UBOMY
apauni abo aKTHEHI LMPKYIIOKOYi MeTaboniT He BuaBiIeH]. PuBapokcalaH, CHCTEMHHI KiipeHe
AKOTO cTaHOBMTE npuGauano 10 n/ron, mome OyTH BilHeceHWit N0 nikapcbkuX 3acobiB 3
HU3BKHM piBHem Kiipency. Ilicas BHYTpilUHBOBEHHOrO BBENEHHS 7034 1 Mr mepion
HaMiBBHEENCHHS CTAHOBMTL npuBamusno 4.5 roguun. TIpH NepopansHOMY 3acTOCYBaHHI
BHBEIEHHA ofMesyerses weuakictio abeopbuii. [Tpu Bueesenni pusapokcabany 3 nnazmu
KpOBI TepMiHanBHUi nepios HaNIBBUBEICHHA CTAHOBHTH Bill 5 10 9 roJHMH ¥ MONOAHX MalliEHTIR
ta Bia 11 10 13 rogus B ocid AiTHBEOrO BIKY.

Ocobnuei rpynu nauieHTie

Cmamp. Y H0ONOBIKIB i #IHOK KNIHIYHO 3HAYYILI POIXOLKEHHA (lapMaKOKIHETHKH HE BHABNEHI.
Hayicumu aimusozo eixy. Y NallieHTIE NITHROrO BiKy KOHLEHTpauis pupapokcabany y nnasmi
KpOBI BHIIA, Hi% Y MOIOQMX nauienTis, cepeade suadenHs AUC npuGnusno B 1.5 pasa
NEPeBHIIYE BIANOBIAHI 3HAYEeHHA Y MOJOAMX NAUICHTIB, TONOBHHM UYHHOM YHACHII0K
THHKEHOTO 3aranbHOr0 Ta HUPKOBOro Knipency, Hemae notpeGu B KopeKuii oosu.

Pisni gazoei xamezopil. 3ananto mana abo penuka maca tina (Menwe 50 kr i Ginswe 120 kr)
LG HEIHAYHOK MIpOKD BIJHEAE HA HOHUSHTPAUiw pueapoxcabaHy ¥y nnasmi kpobi (MeHme
25 %). Hemae norpeGu B Kopekuii 103H.

Mixcemniuni ocofnusocmi. Kniniuno 3Hauywi posxomwenHs dapmakokivernky (PK) 1a
(hapmakoaHHAMIKH (D) ¥ nauieHTiB EBPOMEOTIHOTL, adypoaMepHKaHCLKOI,
NATHHOAMEPHKAHCEKOT, sroHckkol afo kuTalchKol eTHIYHOT NPHHANEXKHOCTI He COCTEpIranies.
IMevinkosa wnedocmamuicms. Y NAauicHTIB i3 UHPO3OM MEYIHKH 3 JIETKOK NEYiHKOBOIO
HejocTaTHicTio (knac A 3a knacudikauicio Yaitnga — I1'w0) dapmakokinetuka pusapokcabany
nMIIE HEIHAYHO BiApisHATacs Bil BIANOBIAHMX nokasHMkiB (y cepenHbomy 1.2-pasome
36ineiends AUC pupapokcabany) y KOHTPOJEHIA rpyni 340pOBHX J0OpPOBOMBLIB. Y NaLicHTIB
i3 UHPO3OM MEeYiHKM i3 CepelHLOTAKKON NEviHKOBOK HEJOCTATHICTIO (Knac B za
knacudikauicro Yaiinga — 1'10) cepenna AUC pupapokcabany Oyaa sHauo nigexiuena (y 2,3
pasa) NOPIBHAHO 3 Takolw Y 3A0poBuX gobpoeoneuis. AUC  He3r'a3aHOT pEvOBHHH
nigeumysanaca y 2,6 paza. Y TakHxX NauicHTIE TAKOM 3apCECTPOBAHO 3HMMKEHHS BHEEIEHHA
pupapokcalauny i3 cedero, nodibHe 40 TOro, WO XapakiepHe 1A MALEHTIB i3 HHPKOBOIO
HENOCTATHICTIO MOMIPHOIO CTYNEHA,

Hemae ganux woao nauieHTis 3 TRKKAMMA MopymeHHaMu Gy HKUIT nevinKy.
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Hpurnivenna aktuenocti dakropa Xa 6yno supamene cunbHiwe (2,6-KpaTHe po3xomKeHHs) y
MAUIEHTIR i3 CEPEAHBOTAKKHM NOPYIIEHHAM (YHKUIT nedinku, HiK y 300poBuX noGposobiis;
MY rakox (2.1-kpatno) nonoekyeascs. TlauicHTn i3 CepeiHbOTAKKHM NOPYLEHHAM yHKUIT
nevinku Gynu Ginbi 4y TAHBHMHK 10 pHBapoKcabaHy. 110 NPHIBEOAMAO A0 Gifk KpyToi KpHBoT
sanexnocti CK/D]] Mix koHueHTpaico Ta 4.

Pupapokcaban nporunokasanuii naiientam i3 Xeopo0amu NediHKH, WO CYNPOBOIKYIOTHCH
KOAryfonaTiely 3 KHHIYHO 3HAYYILHM PH3IMKOM BHHMKHEHHS KPOBOTEYi, B TOMY HMCAI
nalieHTam i3 uMposoM neuinky knacie B ta C 2a wnacudikauiero Yaiinna — o (aue. poaain
«llporunokazannan).

Huprosa nedocmamuicms.  Binanauanocs 306inblieHHA eKCNoauuUii  pueapokcabany, fke
ofepHeHO NPONOPUIHHO KOpenoe 31 3HIKeHHAM (YHKLIT HUPOK, 10 BH3HAMATH 33 KJIipeHcoM
KpeaTHHiny. B ocib 3 nerkum (knipenc kpeatuniny 50-80 mn/xB), cepenHbOTSMENM (KIipeHe
KpeaTHHiny 30-49 mn/xe) abo Tamkum (KnipeHc kpeaTwdiny 15-29 mn/xe) nopylieHHAM
(hyHKUIT HUPOK KOHILIEHTpallis pusapokcabany y nnasmi kposi (AUC) 6yna e 1,4, 1.5 1a 1,6 pasa
GiNblua NOPIBHAHO 3 TAKOKO ¥V 300poBHX AoGposoisuie. Bianoeinno cnocrepiranocs 36inswenus
thapmakoauHamiunux edextis. B oci® 3 nerkum, cepegHbOTHKKMM abo TAKKHM NOPYIICHHAM
thyHK11IT HHPOK 3aranbHe NpPUTHiYCHHA akTuBHOCTI daxropa Xa Oyno sianosigHo B 1.5. 1.9 Ta
2.0 paiu OinblMM NOPIBHAHO 3 TakuM Yy 3popoBux noGposonsuis; [MTY nogiGaum 4uHOM
spoctano y 1.3, 2,2 1a 2.4 pasa signosigno. Mani wono nauiedtie i3 kiipeHcom KpeaTHHIHY < 15
MIXE BIICYTHI.

3 ornasy Ha BHCOKE 3B'43yBaHHA 3 GiKAMH Na3sMu KpOBI, OMIKYETRCH, 1O pHBapokcaGaH He
BHEOJIHTLCA 3 OPraHi3My WISX0M Jianizy.

He pekoMmeHIyeThea 3acTOCOBYBATH JikapckKMil 3acid nauieHTam i3 KlipeHcoM KpeaTHHIHY
< 15 mn/xs. Pupapokcaban cnin 3 ofepemnicTio 3acTOCOBYBATH NAalicHTaMm i3 KiipeHcoM
kpeatHHiny 15-29 ma/xe (aue. poanin «OcobauBOCTi 3acTOCYBaHHAY ).

Bapmaroxinemuyni dani, siomiveni y nayicnmie. Y nauiedTie, aKi OTPUMYIOTE pHBapokcabaH
ana npodinaktukn BTE B mo3i 10 mr 1 pas na nofy, cepeadiii reoMeTpHYHHIA NMOKa3HHK
KOHIeHTpauil (inTepean npornosyeaHns — 90 %) uepes 2—4 rojunm ta Maiixe uepes 24 ronuHu
nicng 3acTocyBanHs (4ac, o nNpHOIH3HO BigOGpakae JOCATHEHHS MAKCHMAILHOT Ta
MiHIManBHOT KOHIEHTpALIT B NpoMixkkax Mix npuilomamn no3) cranosue 101 (7-273) i 14 (4-
51) mkr/n BignosiaHo,

Gapsaroxinemuqni/papmarodunaniuni  (PR/RT)  esacwoze wzcu. Ouinka  OK/D]]
B3AEMO3B'A3KY MK KOHUeHTpauiclo puBapokcabaHy B niasmi  KpoBi Ta  JeskMMH
(papMaKoAHHAMIYHMMH KiHLUEBHMH TouKaMH (nNpurHivenHa daxrtopa Xa, T4, AUTY, HepTest)
NPOBOAMAACA HA TIi 3aCTOCYBAHHA BEJIMKOro fianmasoHy 103 (5-30 mr 2 pasu ua jo6y).
BaacMOo3B’ 430K MiXK KOHLEHTpauiewy pupapokcabany Ta akTHBHicTio (aktopa Xa Haiikpauie
BHIHAYAECTECH 33 JonoMorow moneni Ems. Hafibinem moctoripui mani wono MY orpumyiors
MINAXOM 3ACTOCYBaHHA NiHIIHOT MOJe/i NepeTHHanHA BIAPI3KIE. 3anekHo Bijl pisHHX pearcHTie
ans eusnadenns 1Y, kyropuil koediuient mome mati cyTTeBO BioMmidui snadenus. ITpu
sacTocyBanHi pearenty Neoplastin gna sumiptosanns 114 euxiznuil 1T cranosue npubnuino
13 ¢, a kyrosuil koedinient — Big 3 ¢ go 4 ¢/(100 mkr/n). Pesynstath GK/D]] ananizie v
nochimxennax das Il Ta 11l Bignosizann sanum, oTpuManuM Y 300poBHX 100poBOaLUiE. VY
nauienTie Ha Gazoei pieni dakropa Xa ta T4 ennueanu Xipypriudi BTpydYaHHs, B pe3yisTaTi
HOTrO BHHHMKANK BiIMIHHOCTI KyToBOro koediuicHTa cnieBignomenns xkonuentpauia / [T min
NOKATHHUKAMH MiC/A ONepaTHEHOrO BTPYHMAHHA TA B cTabinsHOMY CTaHi.

Humauuii eiv. EdextueHicTs Ta Ge3inmexky 3acTOCYBaHHA JiKapehkoro 3aco0y 3a MoKasaHHAM
npotinakruka BTE y ajireii Ta nignitkie (Bikom 10 18 pokie) He BUBYAIH.

Jokninivui nauni 3 Ge3nexu

IcHytoul NOKNIHIMHI JaHi, OTpMMaHi B Xoli TpaaMuiiiHux pocniaxeds dapmakonoridHol
0e3nexH, TOKCHYHOCTI OHOPA30B0T J03H, MEHOTOKCHYHOCTL, POTOTOKCHYHOCTI, KAHLEPOrEHHOID
NOTEHIIAMY Ta PENPOIYKTHEHOT TOKCHYHOCTI BKA3YIOTEL HA BiCYTHICTE Oyb-aKkHX crieunditHnx
PU3MKIB L8 THOAHHA.
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YV OOCHiAKeHHAX TOKCHMHOCTI OaraTopasoBMX /103 cnoctepiranuce edext, noe’asadi,
FONOBHHM YMHOM, 3 HAAMIPHO BHpaXeHo (hapMakonHaMiuHO Jiel0 pHBapokcabany.

He sapeectpopano snauey Ha QepTHALHICT ¥ CAMMIL Ta CaMUIB WYpPiB. ¥ XOi AOCHIAKEHb Ha
TBAPUHAX OYNI0 BHABIEHO PENPOAYKTHBHY TOKCHYHICTb, NOB'A3aHY 3 (PapMakoaoridHuMm
mexanizmom ail pueapokcabany (remoparivdi yeknaaHeHHa),

Kainiuni xapakTepucrakn

Hoxrazannn

Mpodinakruka eenozuoi tpombGoembonii (BTE) y mopociux nauicHTiB, SKAM NPOBOASTH
OMEpATHBHI BTPYYAHHA 3 €HIONPOTE3YBAHHA Ky/ILLOBOro abo KOMHHOro cyriodis.

Nikypanua tpomGosy rnuGoknx sed (TIB), tpomGoembonii nerenesoi aprepii (TEJIA) i
npodinaxktuka peunausy TT'B ta TEJTA y nopocaux (aue. posain «OcobauBocTi 3acTOCYBaHHN
moao nauientie 3 TEJIA. gKi MawoTe HecTalineHi reMoIMHAMIYHI MOKAIHUKH).

Hpomunoxazanns
o T[ligsuieHa uyTameicTs g0 puBapokcabany afo 10 JONOMIKHHMX PEUOBHH NIKAPCHKOTO
3acody.

Kniniuno 3Hauyma aKTHEHA KPOBOTCYA.

Viukopxenna afo CTaH#, 1O CYNPOBOUKYIOTECA 3HAUYHHM PH3HKOM PO3BHTKY KPOBOTEY,
AKI MOMYTE BKIIOYATH HadABHI Ha AaHuil MOMeHT abo HeumojaBHO BHARTEHI BHPA3KH
ILTYHKOBO-KHILIKOBOTO TPAKTY, 3M10AKICHI HOBOYTBOPEHHA 3 BHCOKHM PUIHKOM KPOBOTEY,
HELIOABHO MepeHeceHy TPABMY FONOBHOrO abo CIIMHHOTO MO3KY, HELOAaBHO MepeHeceHe
ONCPATHBHE BTPYYAHHA HA TONOBHOMY, CIHHHOMY MO3KY HH 0uaX, HeuloJaBHii
BHYTPILLIHBOYEPETTHHIT KPOBOBHIIME, BHABNEHE YH NIA03PIOBAHE BAPHKOZHE PO3IIMPEHHA BEH
cTpagoxoay,  aprepiopeHozHi  mankdopMauii, adespuzmm  cyaun  abo 3HAYHI
BHYTPilIHLOCHiHANEHT 860 BHYTPIWHEOLEpeOpanLHi CyIMHHI anoManii.

e (pnouacHe 3aCTOCYBAHHA 3 Oy/Ip-AKMMH IHIDMMH AHTHKOArylIfHTaMM, HalpHknag 3
He()paKIiOHOBAHHM  FENAPMHOM,  HH3BKOMONEKYJIAPHHMM  renapHHamMu  (Hanpuknan,
EHOKCANAPUH, JANBTENApHH), MOXiAHWMM renapuuy (Hanpuknan, doHIanapHHyKC),
nepopanbHHMH - aHTHKoarynsHTaMu  (Hanpuknaz, sapdapun, pabiratpany eTekcunar,
anikcaban), okpiM cnenndiuHMX obCTARMH NMepexojy Ha anbTepHAaTHBHY aHTHKOAryNAHTHY
tepaniio  (aue. posgin  «Cnoci® 3acTocyranHs Ta  Jl03M»)., abo BHOAAKH, KOMH
HedypakUioHOBaHKI renapuy NoTpiGHo Npu3HauaTh ¥ no3ax, HeoOXiaHuX 1A 3abesneyeHHs
(YHKLIOHYBAHHA BIAKPHTOrO KaTeTepa [EHTPANBHHX BeH 4M apTepiil (1uB. pozain
«Bzaemo/ia 3 IHIIMMHK TiKApCLKUMH 3aco0aMK Ta iHIDI BHAM B3aeMOiiin).

¢ 3axBOpIOBAHHA Me4iHKH, 10 AcOLOITBCA 3 KOArylONaTiel Ta KNiHIMHO 3HAYYLIHM
[PHZHKOM PpO3IBHTKY KpOBOTEYi, B TOMY YHCHI LHpo3 mnedinku knacie B ta C (3a
knacudiraicio Yaiinga — I[Tw0) (nue. poznin «@apuMakokiHeTHKay ).

Bik nauienrta 1o 18 poxie.
[Nepioa saritHocTi abo roayBaHus rpyALIo (AHB. po3/il «3acTOCYBaHHA Y Nepioj BariTHOCTI
abo rojiyBaHHs Cpy Loy ).

Ocotaugi 3axodu deinexiu

MonpitHexns TabneTok

TabneTku pueapokcabany MoxHa NoApiGHUTH Ta cycneHayBaTH v 50 mn BOM i3 BEEIEHHAM 32
NONOMOrOK HA30TACTPAILHOMO 20HAa ab0 UUIYHKOBOTO 30HJAa N8 FOAYRAHHA MICNA nepeBipky
npaBHALHOCTI HOro Po3TAWYBAHHA ¥ LIYHKY, MICIA HOro 30H/ ¢/1il NPOMHTH Bo010, OCKiNbKH
BCMOKTYBAHHA pHBapokcaGaHy 3aleWTh B Micls BUBUILHEHHA AKTHBHOT PEYOBHHH, CTlifL
VHMKATH BBEICHHA pHBapoKcabaHy AWCTANEHO B LUTYHOK, OCKUIBKM LIE MOMKE NPH3IBECTH [0
IMeHlieHHs aGeopbuii Ta, OTHe, [0 3MEHIUSHHA BIIWBY aKTHBHOT pevonHu. Ilicna seenenns
tabaerok no 10 mMr Hemae HeoOXiZHOCTI 0Apa3y BBOJMTH CHTEPATLHE IOIYRAHHA.

12



Bzaeymodin 3 inmusn aikapebKumu sacobamu ma inwi euou e3aemodiil

luriditopu CYP3A4 1a P-gp

Opnouache sacTocyBaHHa puBapokcabaHy Ta KerokoHasony (400 wmr 1 pas wa noGy) abo
putonasipy (600 mr 2 pasn na noGy) npuseoauno 10 2.6-kparnoro/2,5-KpaTHOTO NiABHLLEHHS
cepennboi pienoeaknol AUC pupapokcabany 7ta 1,7-kpatsoro/1.6-kpathoro 36inblueHms
cepennboi  Cmax  puBapokcalany, SKE  CYNpPOBOMKYBANOCA  3HAYHMM  NOCHACHHAM
hapmakoaunamiunnx eexTie Nikapeekoro 3acofy, WO NiABKULYE PH3KK KpoBoTeui. 3pamaioun
Ha le, 3acTocyBaHHA Nikapeskoro 3acofy Kapparykcan® we pexoMennyeTbes nauienram, siki
OTPHMYIOTE CYNYTHE CHCTEMHE NIKYBAHHA NPOTHIPUOKOBHMM TIKAPCHKHMH 3acoBaMH a301bHOT
IPYMH, TAKHMH AK KETOKOHA30., ITPAKOHA30], BOPHKOHA30M Ta no3akoHaszon, abo iHriGitopamu
BlJI-nporeasn. 11i nikapceki 3acofu € notyxHuMu idriGitopamn CYP3A4 Ta oaHouacko P-gp
{mue. poanin «OcobanBocTi 3acTOCYBaHHA? ).

PeqoBHHM, AKI AKTHBHO iHriOYIOTE TiNBKH OIMH 30 WUIAXiE BHBejneHHs puBapokcabany 2
opranismy, CYP 3A4 aGo P-gp, sk ouikyersbes, a0inbimyioTs KOHUGHTpaLiO puBapokcabany v
N/1a3Mi KpOBi MEHIIOK Mipoko.

Hanpuknapn, knapurpomiumn (500 mr 2 pasu va 106y), 1o € noTyKauM inriGitopom CYP 3A4 i
inriditopom P-gp cepeanboi inTencueHocti, cnpuuunae 1.5-kpathe 3Ginbenns cepennix
snasenb AUC 1a 1. 4-kpatie 30inbuenta Crae pHBapokcadany. B3acMofia 3 K1apHTpoOMiLlHHOM,
HMOBIpHO, HE € KNiHIYHO 3Hauywow a8 GiawocTi nauieHTis, ane noteHuiiiHo Moxke GyTH
3HAYYLIOW A4 MAaUieHTIB BHCOKOrO PH3MKY (040 3aCTOCYBAHHA NALIEHTAM 3 HHPKOBOIO
HEJIOCTATHICTIO IMB. po3ain «OcobaHBOCTI 3acTOCYBAHHAY ).

Epurpomiunn (500 Mr 3 pasu wa 106y). wo nomipho iuridye izodepment CYP 3A4 i P-gp,
cnpuuuHAR 1. 3-kpatHe 30inbweHHs cepeaHix  piBHoBawHux  3HaveHs AUC 1 Cpay
pusapoxcabany. Bzacmonia 3 epuTpomiuMHOM. AMOEIpHO, HE € KNIHIYHO 3HAYyWOW AN
Oinbwocti nauienTie, ane noTEHUIHO MOsKe GYTH 3HAYYLIOW 114 NALICHTIB BHCOKOTO PHIUKY.
Y naui€eHTis 3 HUPKOROID HENOCTATHICTIO JIEMKOTO CTYMEHS TAKKOCTI, HA BiAMiHY Bif naiieHTin
i3 HOpMalIbHOW (YHKLIEIO HHPOK, NpH 3acTocyBanHi eputpoMiunuy (500 mr 3 pasu ua noGy)
BilzHauanu 1.8-kpaTue apocranua cepennboro sHauenns AUC Ta 1,6-kpaThe 36inbmenns Comax
pueapokcabany. ¥V MamicHTiB 3 HHPKOBOK HEOCTATHICTIO CEPeIHLO0 CTYNeHs TAKKOCTI Ha T/i
EPHTPOMILLHHY criocTepiranu adinkwenHs cepeanboro suadenns AUC pusapokcabany B 2 pasu i
nigeHieHHs Crmax puBapokcabany B 1.6 pasa nopienano 3 nauientamu Ges nopyuens dymkuii
HHPOK. BNIHB epUTPOMILMHY € aIHTHBHHM JI0 SIBMLI HMUPKOBOT HEOCTATHOCTI (AMB. po3ain
«OcobNHBOCT] 3acTOCY BAHHTR ).

Daykonazon (400 mr 1 pas uwa noby) eeaxaerscs iuriGitopom CYP 3A4 cepenmsoi
IHTEHCHBHOCTI, HOro 3acTocyBaHHA CnpHuHHANO |.4-kparhe 30inblUEHHA CEpPENHIX 3HAYEHE
AUC ta 1.3-kparue 30insiwenns Crax puBapokcaGany. Baaemognin 3 dnykonazonom, fiMosipao,
He € KiHIYHO 3Hayo ang Oinkwocti nauienTie, ane noteHuiiino Moxke GyTH 3HauywIOKw 105
natieHTiE BHCOKOTO PH3HKY (LI00 3aCTOCYBAHHA MAIliEHTaM 3 HHPKOBOIO HEJOCTATHICTIO JIHEB.
po3ain «OcodnUBOCTI 3aCTOCY BAHHAN ).

3paaioun Ha oOMexeHi KATHIMHI 1aHi WoJ0 ApOHENapoHy, Cil YHUKATH OfHOYacHOro ioro
3ACTOCYBAHHA 3 puBapokcabaHOM.

[licna kombinoBanoro npu3HaYeHHs eHOKcanapHHy (opHopaszoeoi ao3u 40 mr) i pusapokcaGany
(oanopasoeoi mo3n 10 Mr) cnocrepirapcd aguTHBHHA eeKT WIOAO NMPHTHIUEHHA AKTHBHOCTI
hakropa Xa, 1o He cynpoBOIKYBANOCA 10JATKOBHMH 3MiHaMu npob Ha sropTanHs kposi (114,
AYTHY). Enokcanapun He 3MiHIOBaB (papMakokiHeTHKY pHBapokcabany.

Yepes 36inpienns pu3HKy poO3BHTKY KpOBOTeY ¢lig 3 00epemHIiCTIO CTABHTHEA 10 OHOYACHOTO
3ACTOCYBAHHA pHBapokcalaHy 3 IHIIMMH aHTHKOArynsHTaMu (aue. posainy «TIpoTHNOKasaHH:»
Ta «OcobAMBOCTI 3aCTOCYBAHHAR ).

Hectepoinui nporuszananesi 3acobu (HI133) / inriGitopu arperauii TpoMBoLKTiB
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Ilicns oawouacHoro sactocyeadus pueapokcabany (15 mr) Ta 500 mr sanpokceHy KaiHi4HO
PENeBaHTHOrO MOJOBKEHHS HaCY KPOBOTEU] HE CIIOCTEPIranocs, NnpoTe B OKPEMHUX OCID MOMKITHRA
Ginbl BMpakeHa dapMakoaMHamMidHa BiANOBIb.

He cnocrepiranocs Kiidiyno 3sHauyumx dapMmakokiHeTnunux abo  dapmakogHaMidHuX
B3aEMO/iil NpH 0HOYACHOMY 3acTocyBaHHi pueapokcabany Ta 500 mr ACK.

He euapneHo (apmakokiveTwunoi ezacmofii Mi pueapokcabanom (15 mr) i kionigorpenem
(HapanTaKyBanbHA 1038 — 300 Mr i3 NOJANBIIMM NPHIHAYCHHAM MIATPHMYBANLHHX 103 75 Mr),
ane B Niarpyni nauieHTiB BUABAEHO peneBaHTHE 30iNLIIEHHA TPMBANOCTI KPOBOTEHI, WO He
KOpe/oBano 3 arperauicio TpomGouuTis i pipamn P-cenexruny abo GPIIb/Illa-penentopie.
HeobxinHo noTpuMyeates o0epesKHOCTI NpH Np3HadeHHi pHBapokcabaHy mnauieHTam, AKI
onHouackHo 3actocosyiote HIT33 (ekmowaroun ACK) Ta inriGiTopn arperauii tpomGoumuTie,
OCKiNBKM Ui Jikapceki 3aco0M  3a3BM¥all  NiIBMILYIOTB PH3HK KPOBOTeY (mMB. po3aii
«QOcobMHBOCTI 3ACTOCYBAHHAY ).

CenexTiBHi inriGiTopu 3sopoTHoro saxonneHua ceporoniny (CI33C) / inriGiTopu 3B0POTHOIO
ANOMIEHHA cepoToHiny i Hopenidedpuny (133CH)

Sk i npu zacTocyBaHHl IHIIHX AHTHKOArYNAHTIB, MIABMULYETECA PHIMK PO3BHTKY KpOBOTEY Y
nauienTie, aki ogHouacHo zactocoeyiots CI33C abo 133CH eHacnigok BIUIMBY OCTaHHIX Ha
tpomGountn. [lpu ofHOWacHOMy 3acTocyBaHHi 3  puBapokcaGaHoM Y OOl KIiHIMHHX
nochiKeHE cnocTepiranaca OiNbINA KiMBKICTh BENWKHX TA HE3HAYHMX KNIHIYHO 3HAYYLIHX
KPOBOTEY B YCIX rpynax tepanii.

Bapdapuu

[pu nepexoni nauientis 3 auraromicra eitaminy K pappapuny (MHB 2,0-3.0) Ha
pusapokcaban (20 mr) abo 3 pusapokcabany (20 mr) sa eapdapus (MHB 2,0-3,0) T4 ta MHB
(rect Neoplastin) 36inswysanues Ginblu 4K aIMTHEHO (BinzHadaiuca okpemi snauenns MHB o
12), v Toil wac ax eme wa AUTY, iwribysanna aktueHocTi (akTopa Xa Ta eHIOTEeHHHH
tpomBinoerii noteruian (ETIT) Gynu anuTHBHHMHE.

Slkme Gamano nepeBipuTH apmakoaMHamiuni edexTH puBapoxcafaHy nij 4ac nepioay
nepexony, MOXYTh OYTH BHKOPHCTaHI TECTH HAa BH3HA4YeHHA akTHBHOCTI anTH-Xa, PiCT i
HepTest, ockinbkn sapdapus He BMIMBAc Ha pesynetatd uMx TectiB. [lounnaiouwn 3 4 nodu
nicna migminu sapdapuHy | B noganswomy Bel tectd (Brmodawoun I1T, AYTY, inribyeannsa
akrienocti axropa Xa ta ETII) sinoGpamaiote nuwe edext pusapokcabany.

Axumo Samano nepeeiputi dapmakoaMHaMiudi eexTd apiapHHy nia yac nepiogy nepexony,
MOMHA BUKOpHCTAaTH BH3HadeHHa MHB npu nocardendi Cuwin pusapokcabany (depes 24 roauHu
nicas NpHOMY NonepeaHsoi 403M puBapokcabaHy), OCKiNBKH ¥ el MOMeHT pueapokcabaH
HajiMeHiue Bnnueas Ha peaynetatd Tecty MHB.

Mix sapaputom Ta puBapokcafaHoM He BizHayeHo (GapMaKOKIHETHYHOT B3aeMOIIT.
Inpveropu CYP3A4

OpnHouacke 3acTocyeadHs pusapoxcabady Ta pudaMnmilMHY. WO € CHABHMM IHIYKTOPOM
CYP3A4 i P-gp, npuzeommno g0 3udmends npubamsno na 50 % cepeansoi AUC
pupapokcabaly Ta napaneabHoOro 3MeHileHHs Horo (apmaxkoaunamivaux edektis. OnHovache
3ACTOCYBAHHA puBapokcafaHy 3 iHIDHMH cHIBHOMIKOMMMK iHaykTopamu CYP3A4 (Hanpuknan,
i3 (eniToinom, kapGamazenidom, denobapGitanom abo nikapcekumu 3acofaMM Ha OCHOBI
3RIPOOOIO) TAKOM MOME COPHYHHATH 3HHAEHHA KOHUESHTpauil pusapokcabany y nnasMi Kpoei.
Tomy cnill YHHKaTH O/IHOYACHOrO MPH3HAYEHHA 3 NIKAPCHKHM 3ac000M NOTYHHHX iHAYKTOPIB
CYP3A4, okpim Bunagkie, kond 3aGe3nedeHo peTenkHHl Harmaa 3a NALIEHTOM 3 METOO
BHABJEHHA 03HAK Ta CHMNTOMIB TpoMDo3y.

IHini nikapckki 2acobu cynyTHLOL Tepanii
He Bim3nauanocs kKninivHo sHauymnx dapMakokineTHianx abo dapMakoanHaMidiux B3acMonii
NpH OIHOYACHOMY 3acTocyBaHHi pueapokcabany 3 migazonamom (cyGetpar CY3A4),
nurokcHroM (cyberpar P-gp), atopeactatuioM (cyGerpat CYP3A4 Ta P-gp) abo omenpasonom
(inriGiTop npotonHol nomnu). Pupapokcaban He npurhiuye i He inaykye GyAb-AKi BaKIHED
izodopmu uuToxpomy CYP, Taki ax CYP3A4.
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He pinznauedo Gyab-skux KaiHiuHo 3uauywmx eiaeMopiil 3 ikelo (aue. posnin «Cnocid
3aCTOCYBAHHS Ta JIO3H» ).

Bnaue Ha nabopatopHi napametpu

Bnnue na nokasmuku sropranus kposi (MY, AYTY, HepTest) ¢ nepenbauyeannii, 3
YpaxyBauuam Mexanismy nif pusapoxcaGany (ame. posain «apmakonorivmi BIAACTHROCTIN),

Ocodrusocmi sacmocysanis

Ynponosx nepiony AiKyBaHHA PEKOMEHIYEThCA 3NIHCHIOBATH  KJIiHIYHMI Harnaa, wo
Bi/INOBI 1€ NPAKTHLL 3aCTOCYBAHHA AHTHKOATYISHTIB.

PuanK po3BMTKY KpoBoTey

Ak i npu 3aCTOCYBAHHI THIMX AHTUKOArYIAHTIB, NauieHTd, AKi NpUiMaoTh pHBapokcabaH,
MOBMHHI  nepeyBaTv  Nil peTensHUM  HArNAZOM 1 BHABAEHHS  O3HAK KpOROTEU],
Pexomenayerses 3 ofepesknicTio  3acTocoByBatd  nikapchkuii  3acic NpH  CTaHax, o
CYNPOBOUKYIOTBCA MIJABHUICHHM DH3MKOM PO3BMTKY Kposotew, V pasi cepiioanoi KpoBoTedi
JACTOCYBAHHA  JiKapceKoro  zacoly Kapuatykcan®  npunuusiors  (ue. po3in
«ﬂepem:}zynalmm;]

Y KAIHIYHUX JOCTIKEHHAX KPoBOTeHi 3i ClIM30BMX 0BONOHOK (HANPHKIal, HOCOB KpoBoTeHi,
KPOBOTEYi 3 ACEH, ULTYHKOBO-KMLUIKORI KPOBOTEUI. KPOBOTEYI 3 OPraHis ceqocTaTeBol CHCTEMH,
BIJIIOYAIOYH aHOMATBHY BﬁFIHa.I'II:H}' KpoBoTedy abo MOCHICHHA MEHCTPYanbHOT KposoTewi) Ta
aHeMis BHHHKAMM uactiwe Ha Tai JOBroTpHeanol Tepanii pueapokcabaHoM, Hix npu JKYBaHHI
antarodicramu BiTaminy K. 3pamaioun na ue, 10JaTKOBO 0 HATEXKHOrO KIIHIYHOMO Harnamy y
BIINOBIIHUX  BMNAJKax —[0UINLHO —NPOBOAMTH  1abOpaTtopHy  Mepepipky  MOKasHMKIE
reMorno0iHy/TeMaTOKpPHTY 3 MeTOI0 BHABIEHHS BHNANKIE BHYTPIUHIX KpoBOTEW [4
BH3HAYEHHS KNIHIYHOT 3HAYYIIOCT] ABHHX KPOBOTEY.

Ilepni karteropil mamieHTiB, #AK 3a3HAYEHO HIKYE, MAIOTh MiIBMLLECHUI] PHIHK PORBHTKY
KpopoTeul. Taki nmawieHTH nicis nowatky NiKYBaHHA NOBMHHI nepe0yBaTw 0if peTebHUM
HArA10M U1 BUABACHHA CHMIITOMIB FEMOpariyHuX yCKiaHe s | aneMiil (aue. posain «[ToGiuui
peakuiin). Jlna naienTis, Axki oTpHMYIOTE puBapokcaGaH 3 METOIO npotpinactuku BTE nicns
ONEPATHBHOTO  BTPYYaHHA 3 CHAONPOTEIYBAHHA KYIBUIOBOIO HM  KONIHHOTO Cyriobis,
PCKOMEHAYIOTECA PEryNaApHi MEQHYHI OFJAINM, PETENBHE CTOCTEPEKEHHN 3a [pEHYBAHHAM
XIpYpPridHHX paH Ta NepioJMYHHI KOHTPOIE PiBHA remMornobiny.

[pu Oyne-akomy smumenni pisna remornobiny afo aprepiansHOro THEKY Hes'scopaHol
eTi0N0riT HeoDXiTHO BUSBHTH KEPEI0 KpoBOTEYi.

Hespaatoun na Te, mo niKyBanHa pueapokcalaHOM HE BMMATAE MPOBENCHHS CTaHJapPTHOTO
MOHITOPHHTY ~HOr0  eKCHO3MLIl, BM3HAYEHHS piBHA  puBapokcaGamy 3a  AONOMOTOIO
BiAKaniGpoBaHUX KiNbKICHHX aHTH-GakTop Xa TecTiB MOXE BUABHTHCS KOPUCHUM ¥ BHHATKORHX
CHTYalllgX, KOJIH BIIOMOCTI NP0 KCHNO3MIIK pHBApOKcadany 31aTHI BNAHHYTH HA NpHiHATTS
KJIIHIYHUX pilleHb, 30KpeMa NpH Nepeno3yBalti Ta eKCTPEHHX XipypriMHux BTpYUaHHsX (auE.
pozain «PapMakonoriubi BlacTHBOCTIN).

Hupkora nepocrarhicts

Y nauienTiE 3 TAKKOK HMPKOBOK HeAocTAaTHICTIO (Kinipenc wpeaTriny < 30 ma/xs)
KOHUEHTpauia pibapokcabany y mnasMi Kpori Moke CyTTERO MiBHILYBATHCS (B CEPEIHBOMY
1,6 pasa), 0 MOJKE NPHIBECTH 10 MIABMILEHOrO PH3HKY KPOBOTEU].

Cnin 3 obepeskHicTio 3acTocoByBat Jikapebkuii 3acit Kappatywkean™ nauicnram i3 knipercom
KpeaTHHiHy 15-29 mu/xs.

He pexomenyeThes 3acTocosysarty nikapebkuii 3aci6 nauienram i3 knipencom kpeatusiny < 15
MII/XB (AUB. po3ainn «DapMakonoriuui BractBocTi» Ta «Criocif 3acTocyBaHHA Ta 103H» ),
Jlikapeekuii 3aci6 Kapparykcan® weoGxigno 3 obepekHicTIO 3aCTOCOBYBATH DallieHTaMm 3
HUPKOBOIO HEJIOCTATHICTIO CepPefHBOr0 CTYNEHA TAKKOCTI (KaipeHc kpeartmuiny 30—49 mu/xs).
AKI CYNYTHRO 3aCTOCOBYIOTE JIKapChKi 3aco0M. 110 NPHIEOIATE A0 MiABMIIEHHS KOHUEHTpatii
puBapokcabany y nnasmi Kpori (aue. pozain «B3aemogis 3 iHwMMu nikapekkuMi 3acobamu Ta
IHIT BHM B3AEMOIIIY ),
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Baacmonis 3 iHIIMMK JiKapceKHMH 3acobaMy

He pekomenjyeTscs 3acTOCYBaHHA puBapokcabady nailieHTaM, #Ki OTPHMYIOTE CYMYTHE
CHCTEMHE NIKYBaHHA NPOTHrpHOKOEHMH JNIKAPCEKHMM 3aco0aMi alonbHOT rpynu (Hanpukaan,
KETOKOHA30710M. ITPAKOHAZ010M, BOPHKOHAlonoMm i nozaxonasonom) aGo iuriGitopamu BlJ1-
nporeasy (Hanpukaan, puronaeipom). Lli npenaparn € noryanumu iHridiTopaMu oaHouacHo
izodepmentie CYP 3A4 ta P-gp, Tomy BOHM MOMKYTH NiABHLIYBATH KOHLIEHTpauil
pusapokcabaHy y NnaiMi KpoBi 1o KNiHIMHO 3Hauyuloro pisHs (B cepeaHeoMy ¥y 2,6 pasa), wo
MOJKE TIPH3BOAHTH [0 NiIBHIICHHA PHIMKY BHHHKHEHH: KpoBoTedi (auB. pospin «Bsaemonis 3
THIIHMH JHiKapehkuMK 3aco0aMu Ta iHIWI BUAK B3aeMoiiin ).

HeobGxinHo GyTi obepemxHuMH NPH NpHU3HAYeHH] puBapokcabaHy NalieHTaM, AKi 3aCTOCOBYIOTH
NiKapehKi 3ac00M, 1O BIUIMBAIOTE HA reMOCTas3, HaNPHKIaj HecTepoiiHi NpoTH3anansHi 3acobu
(HI133). ACK Ta inriGiTopn arperauii tpomGouutis, abo CI33C Ta 133CH. Sxuio icnye pu3Hk
PO3BUTKY BHPa3KOEOT XBOPOOH LUTYHKOBO-KHIIKOBOTG TPAKTY, CHil PO3INAHYTH MUTAHHA NpO
npoBefeHHa Bianoeianoro npodilakTHUHOTO NiKyBaHHA (AMB. posain «Bsaemonis 3 iHwmMmu
NiKapChbKHMHM 3aco0amMu Ta iHIUT BHIH B3aEMOII» ).

[Hii paKTopH PUIKNKY POIBHTKY KPOBOTEY

Sk 1 immwi  aWTHTpoMOOTHYHI Nikapceki  3acofM. pHBapokcabaH HE PEKOMEHIYETHCHA
FACTOCOBYRATH MALIEHTAM i3 NIABHUIEHHM PHIHKOM BHHHKHEHHS KPOBOTEHI, Y TOMY YHCHi NpH
HAABHOCTI:

. epoenol abo naGyTol naTonorii 3ropTaHHa Kposi;
» HEKOHTPONLOBAHOT TAKKOT apTepianbHOT rineprensii:
. HILOTO TTYHKOBO-KHILKOBOI'O 3aXBOploBaHHa Ge3 BMpa3ox B akTHBHIN cranii, mo moxe

NOTEHUIHHO NPHIBOAMTH [0 reMOparidHHX YCKnanHeHs (Hanpuknan, sananbHe
3AXBOPHOBAHHS KHIIEYHMKY, e3odarit, ractput Ta ractpoesodareansna peduarokcHa

xeopoba):
. CYIMHHOT PEeTHHONATIT;
. Gponxoektasy abo nereHepol KpoBOTEYI B aHaMHESI.

[MauicHTH 3 OHKONOTIYHUM 3aXBOPIOBAHHAM

[MauieHTy 31 3N0AKICHHMM 3aXBOPIOBAHHAMM OJHOMACHO MOMKYTh MaTH NiABHUIEHHH PH3IMK
KpopoTedi Ta TpoMBO3y. [HAMBIIyaneHy KOPHCTE aHTHTPOMOOTHUHOrO JiKyBaHH® chid
MOPIBHATH 3 PU3MKOM KPOBOTEY Y MAIIEHTIE 3 AKTHBHHM OHKOJOFIYHMM 328XBOPIOBAHHAM
janemHo Bif JoKanizauil myXaHHM, NPOTHNYXAHHHOT Tepanii Ta cTafii 3axBOPIOBAHHA.
TlyxnuHuM, posTamioBali y UUTYHKOBO-KHIIKOBOMY TpakTi abo y cedoctareriil cucrtemi. Gy
MOE A3aHi 3 NIJBHILIEHHM PH2HKOM KPOBOTEYi Mijl Yac NiKyBaHHA pHBapokcadaHoM.
JacTocyBaHHa puBapokcalaHy NPOTHIOKA3aHe NalieHTaM 31 310AKICHHMH HOBOYTBOPEHHAMH 3
BMCOKHM PHIHKOM Kpopoted (aus. poaain «[IpoTHnoxasanns»).

[anicHTy 3i INTYYHHMH KJanaHaMy cepus

Pupapokcaban He caif 3acTocoryBatd ans TpombonpodinakTHiH nalieHTaM, AKi HeulogaBHoO
MepeHeciii TPAHCKaTeTepHy 3aMiny aopraneHoro knanada (T3AK). Besneky Ta edexTuBHiCTE
puBapokcabany He BHBYATH Y MALEHTIE 30 WITYYHHMH CEPLEBMMH KJanaHaMmH, TOMY BilCYTHI
AaHi, AKi NiATBEpHEYIOTE, 10 pHEBapokcaban zaleinedye NOCTATHIO AHTHKOATYNALiO ¥ el
rpyni nauientis. He pekOMeHAYEThCS 3aCTOCOBYBATH NiKapchKuii 3acid Kapnarykcan® nns
NIKYBaHHA TAKUX NALicHTIB.

MauienTi 3 anTuhochoninigaum cunapomom (ADPC

He pexoMeHIVEThCH 3acTOCYBaHHA MPAMHX MEpPOpPanbHUX AHTHKOATYNAHTIB, BKAKOYAKYH
pueapokcaGan, mauieHtam i3 TpomOozom B aHamuesi 3 niarnocrosanum A®C. 3oxpema, y
nauieHTie, AKi  MalOTh MIATEEPKEHI NO3WTUBHI  Pe3yNbTaTH  TECTY JnA  BCIX  TPhOX
anTHdocdoniniAHUK aHTHTIN (BOBYAKOBHIT AHTHKOATYIAHT, AaHTHKAPIIONINiHOBI aHTHTINA, AHTH-
fera-2-rnikonpoteid | aHTHTINA), Tepanis NPAMHMH NEPOPANLHHMH AHTHKOArY/IAHTAMH MOMe
GyTH NOB’ #3aHa 3 NIABHILEHHAM PH3HKY NOBTOPHUX TPOMOOTHUHMX SBHUIL MOPIBHAHO 3 TAKMMH
npu Tepanii aHTarosicramu Bitaminy K.

Xipypriui BTpY4aHHA NPH NEpeioMax cTeria
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Pusapokcaban He BUEYAIM ¥ XOJI IHTEPBEHUITHUK KNIHIYHNX J0CHIKEHb 3 Y4ACTIO NauicHTiB
Micas onepaTHBHOTD BTPYYAHHA 3 NPHBOILY NEpenoMy cTerHa,

Magienty = TEJIA ta HecTaGinbHHMM reMoIMHAMIYHHMH napaMerpaMi ado nauicHTH, HKHM
HeoOxigHuil TpomMGonizie 4K Nereliesa eMBoJeKToM A

He pekomeHayeThCA 3acToCOBYBaTH Jikapebkmid  sacib Kapnatykcan® sk anwrepnarusy
He)pakLioHOBAHOMY TEMapHHY ANA NAUieHTIB 3 lereHepold embonieto, AKi MaloTe HecTabinbHi
reMoaMHaMi4Hi napaMeTpd abo MOKYTh MPOXOAHTH MPOUELYPY TPOMOOdI3HCY 4M JiereHeBol
emboneKTOMIT, OCKiIbKH Gesneky Ta eeKTHBHICTh pHBapoKcadaHy y IHX KNIHIYHHX CHTYalisx
HE BCTAHOBMAEHO.

CnuHHOMO3KOBA (eninypanbHa/cninanbia) anectesis abo nyHKilis

[pu weiipoakciankuiii  adectesii  (emigypanesiii/cnivansuiii  avectesil) aGo BHkOHaHHI
eniaypaibHoT/cniHaneHol NyHKUIT ICHYE PH3MK PO3BMTKY eninypaibHol alo CMHHHOMO3KOBOT
reMaToMH, 110 MOJKEe MPH3BECTH [0 TPHBANOrO i Heo0OPOTHOrO Napanivy, y NallieHTiB, Ak
JACTOCOBYIOTE aHTHTpOMGOTHYHI 3acofn ana npodinaktiky TpomGoeMOONIMHIX YCKIAAHE .
PH3MK LMX YCKNAAHEHL NiABMILYETLCA NPH BHKOPHCTAHHI MOCTIAHUX enilypanbHUX KaTeTepis
abo CyNMyTHBOMY 3aCTOCYBAHHI NIKAPCHKHX 3acofiB, 10 BNAMBAKITE HA reMoctas. TpasMaTH4HA
abo MOBTOpHA eniaypaisHa abo CHMHHOMO3ZKOBA NYHKIT TakO® MOMKYTh CHPHYHHWTH
MiABMIIEHHS  PHIMKY  BKA3aHMX  ycknagHeds, llauienTw  noeuHui  nepefyBatH  min
CrocTepeseHHAM [ BHABIEHHA 03HaK abo CHMNTOMIB HEBPOMOriYHHMX PO3NAniB (HANpHKIAL,
OHiMIHHA ab0 BimHyTTa cnabkocti y Horax. auedyHkUiT KMmeunnky abo cevosoro mixypa). [1pu
BHABJIEHHI HegponoriyHoro aediuuty HeoGxiaHi TepMmiHoBa gjarHocTHka Ta nikysanua. Jlikap
MNOBHHEH OHIHWTH TOTEHIUIAHY KOPHUCTb 1 PHU3HK MEpei NPOBEIEHHAM Takoro BTpYHaHHs Y
MalicHTIE, AKI  3aCTOCOBYIOTH  @HTHKOAryJaHTH ado TroTylThed [0  3acTOCYBaHHA
AHTHKOArYIAHTIR 3 MeTO npodinakTirl TpoMbozy.

JIns sHMMEHHA NOTEHIIHHOTO PHIMKY KPOBOTEHi, acolUifioBaHOl 3 0JHOYACHHM 3aCTOCYBAHHAM
puBapokcabaHy T4 CIMHHOMO3ZKOBOIO (eNiaypanbHOK/CNiHANBHOK) aHecTesicly abo MyHKUIE,
HeoOxigHo Gpatn o yearu dapmaxokineTnannii npodine pupapokcabany. Beranoenenna abo
BWIYHEHHA enigypansHoro karerepa aGo momBanbHol myHKUIT Halikpaule NpoBOAMTH, KOJH
ouikyeTheA cnabkuii anTuroarynauiiavil edexr pusapoxcabany (us. posain «PapMmakonoriuti
BIIACTHBOCTIN ).

EnigypansHuii kateTep BUIy4aTH He paHiie Hix depes 18 rojnn nicas npH3HaYeHH OCTaHHBOT
no3u pueapokcadbany. Pupapokcaban He npuAMaTH NPOTATOM NEpIIHX 6 rOJUH Micas BHIYyYeHHS
erniypankHOro Katerepa.

Y BHnMagky TpaeMaTH4HO! NMyHKUIl npu3HadeHHs pueapokcabany noTpidHO BigkmacTH Ha 24
FOJHHH.

Pexomenpauii mofo Ao3yBaHHa nikapcekoro saco0y /10 Ta Nicidd iHBA3MBHHX TPOLUENYD |
XIPYPrivHOro _BTPYYAHHSA (IHIIMX, HIK  eHJONPOTe3VBAHHA KVABIOROro abo  KoNiHHOrO
cyrnoGie)

Y pazi HeoOxigHocTi iHBaZMBHHMX npoueayp abo XipypridHMX BTPYYaHb 3acTOCYBaHHA
nikapeskoro 3acofy Kapparykcan™ 10 Mr cnif npunuuutd 8K MiHiMyMm 3a 24 rogusH 1o
MOYaTKy BTPYHaHHA, AKUIO 1€ MOMIIHBO, T4 HA OCHOBI KiiHidHOro pimieHHs nikapsa. Akuwo
NPOLEAYPY HE MOKHA BiAKIACTH, CMil OUIHHTH HAABHICTL MiJBUIICHONO PUIHKY BHHUKHEHHA
KpOBOTEYi il TePMIiHOBICTE BTPYHaHHA.

JactocyBaHHa Jikapchkoro 3acody Kapaarykcau™ notpifHo BignoBMTH nicns npobeseHHA
iHBazHBHOT npouenypd abo XipyprivHOro BTPY4aHHA AKHaflIBHAWE Micns AOCATHEHHA
aJeKBaTHOND TEMOCTa3y Ta Y BMNAAKY, AKNIO 3aCTOCYBAHHA Jikapckkoro saco0y Ao03Bonfe
KIiHIYHA CHTYaLia B 1WiToMY, 100 BCTAHOBAEHO NikapeMm (aMe. posiin «dapMakoKkiHeTHKaR ).
[ManieHTH NTHBOFO BIKY

Pu3MK pO3BUTKY KpOBOTEY 30inbIyeThed 3 BIKOM (IHB. po3nin «PapMakoKiHeTHKAY ).
Hepmaronoriyni peakuii

Cepitosni  wkipui  peakuil, skmovaroun cuuapom Crisenca —  JHKOHCOHA/TOKCHUHHIA
enifepMansHuii Hekponiz Ta DRESS-cunapom (peakuia Ha nikapebkuii 3acid 3 eozunodinicio Ta
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CHCTEMHHMH CHMINTOMaMHK), ¥ 3B'#3KY 13 3aCTOCYBAHHSM pHBapokcabaHy 3apeecTpoBaHo ¥
nicngpecctpauiiinuii nepion (aue. poaain «Iodiunl peakuiin). Puauk umx peakuiii v nauienTis,
AMOBIPHO, € HAMBUILMM HA NOYATKY Tepanii: nosea peakuii y dinsmocti Bunankie pindypanacs
NpOTArOM NEpUIMX THXKHIE NikyeanHa. [lpn nepumx nposeax TAKKHX INKIPHWX BHCHOIB
(Hanpuknan, redepaniszadia, intedendivania Ta‘abo yTeopeHHs myxupie) ado npH nogaei ovib-
AKHX IHIDMX O3HAK TiNepuyTIMBOCTI Y NOEJHAHHI 3 YpPaKeHHAM chu3opol 0DONOHKM cnin
MPUIHHATH 3aCTOCYBAHHA pUBapokcabaHy.

Indopmallia npo AONOMIKHI PEYOBHHH

HMikapeskuit 3aci6 Kapparykean™ mictute naxrosy. [Mauientd 3 pigkicHumu cnagkosumu
3AXBOPIOBAHHAMM, 10 CYMPOBO/UKYIOTECA HETIEPEHOCHMICTIO TanakTo3u, AediuuToM NaKTazu
abo mansabcopduiclo rAKOIM-TATaAKTO3H, He NMOBMHHI 3ACTOCOBYBATH Uel NiKapckkuii 3acid.
Lleit nikapeekuii 3acid MicTHTs MeHe Hix 1 MMonk Hatpito (23 Mr) B oanif Tabnetui, Tobto
NpakTH4YHO BINEHKUI BiJ HATPIIO.

Jacmocysauns y nepiod ea2imuocmi abo 200V8anus 2pyo0ow

Baritnicte. EdpexruenicTs Ta Ge3neky npH 3acTocyBaHHi pHBapokcadaHy BariTHMM KiHKaM He
BHBYANH.

PesynbTaTh AocniukeHb HAa TBAPHHAX BKA3YIOTh HA PENPOAYKTHBHY TOKCHYHICTE (IMB. po3ain
«dapmakonoriyni BracTHBocTi»). Yepes noTeHuwiiHy penpoayKTHBHY TOKCHUHICTb, 3HAUYHMWI
PH3HK KpOBOTEY Ta NpOXOUKEHHS pHBapokcabany depes niaueHrapHuii 6ap’ep zacTocypaHHs
nikapeskoro 3acoly Kapaatykcan™ vy nepion BaritHocTi npoTHNOKazaHe (AMB. pO3in
«lIporunokazanusy).

lopveanns rpyvameo. Edexruericts Ta Geznexy NpH 3acTocyBadHl pueapokcadany KiHKaMH v
Mepiojl rojlyBaHHs rpyl0 He BUBHainW. Y Xo/i J0cHiQKeHb HA TBapHHAX BCTAHOBEHO, LIO
pHBapokcabal NpOHMKAaE Yy TpyaHe Monoko. Bianosinmo, nikapewkuii saci6 Kapparykcan™
NPOTHNOKA3aHWH 10  3aCTOCYBAHHA Y Mepiofl TOAYBaHHA TPYMI0  (AMB.  po3ain
«lTpoTunokasadHa»). HeoOxinHo mpuHHATH pillleHHA WOA0 NPHIHHEHHA TOAYBAHHA TPYILIHO
afo NPHIHHEHHA/YTPHMaHHA Bia Tepanil.

DeprunpHicTs. CnenianbHUX A0CNIUKEHb 3 OLIHKH BIJIMBY puBapokcabGaHy Ha (epTHABHICTH
TMOAHHH HE NMPOBOAWAH. VY Xomi AochiukeHH (GepTHALHOCTI CaMmiliB i caMHilb LIypiB He Gyno
BHABJIEHO HOAHOTO BIJMBY (AMB. po3ain «DapMakonoriuHi BAacTHBOCTIN ).

JKiHKH 3 penpoIyKTHEHHM NOTEHILAN0M [ KOHTpallentlig

AinkaM 3 penpoayKTHBHHM noTeHUianoM cnig sanobiraTh BariTHOCTI NI 4ac NiKyBaHH:
puBapokcaGaHoM i 3acTocoByBaTH nikapcekmii 3aci6 Kapparykcan™ amwe 3 edexrusnoro
KOHTPaUeniie.

Jdamuicme gnaneamun wa WeHOKIicHb pearyii npn KepyeanHi agmompancropmom  aso
IHIHM I MeXanizanu

Pupapokcaban npospnse HE3HAYHWIl BNJIMB HA 3JATHICTE KepYBaTH aBTOTpaHcnoptom abo
iHIMMH Mexanizmami. [lopinomnany npo noGivuHi peakiil, Taki AK BHNAAKM CHHKOMANLHOTO
crady (4acTora: HewacTo) ado sanamopodenua (4vacrora: dacro) (aue. posgin  «lloGiqui
peakuiim).

MaiicHTaM, ¥ AKMX Bii3Ha4aloThea noGiYHi peakuii Takoro THIY, He CHil KepyBaTH
TPAHCIIOPTHHMM 3acobaMu abo npaiioBaTH 3 IHIHMH MEXaHiaMamH.

Cnocié 3acmocyeanis ma 0o3u

EDEEBEHHH

Hpoghinaxmura eenosznoi mpomboemoonii (BTE) y dopociux nayicumie, AkuMm npoeodams
ONEPUMUEHT GMPVYAHNE 3 eHOORPOMEIVEANNA K)IbIH0G020 abo Koliinozo cyenobia
PekomeHnosana 103a cTaHoBHTE 10 Mr pueapokcalany nepopaneto 1 pas va nody. [lepmwy nozy
cain npuiiMati wepes 6—10 roauy nicna onepanii 3a YMOEH eheKTHEHOIO reMOoCTasy.
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TpHBEANICTh NIKYBAHHS BH3HAYACTLCA 3ANEHKHO BiJ iHAMBIAYANBHOTO PHIMKY NMALIEHTA Ta THITY

OPTONEIHYHOTO ONEPATHBHOIO BTPYYAHHA.

o [licns BTpydyanHsA 3 NPHBOAY 3aMiHH KYJLILOBOTO cyrnoda pekoMeHjoBaHa TPHBANICTEL
NIKYBaHHA CTAHOBHTEL 5 THIKHIB.

s [licas saminn konigHoro cyrno0a peKOMEH0BaHa TPHBANICTE NIKYEAHHA CTAHOBHTL 2
THAHI.

YV BHnaiky npomycky npuiiomy TaGnerkH nauieHTy cnig npuiinaTd nikapeskuii 3acio

Kapparykcan® HeraiiHo i HACTYMTHOIO JHA NPOJOBAKNTH NiKyBanHa 3 npuitomonm | pa3s Ha 100y,

AK | 10 mporyceky npuiiomy Tabnerku.

Hixyeannun TT'B, TEJIA ma npoghinaxmura peyudusie TI'B i TEJIA

Iporarom nepwwx 3 TwkHie ans gikyeanus roctporo TIB i TEJIA pexomenayeThes

npusHasath no | tabnerui nikaperkoro sacofy Kapnaryican™ 15 mr agiui na 108y, nicag yoro

— mo 20 mr hikapeskoro sacody Kapaarykcan™ 1 pas Ha 1oy ana TpuBanoro JiKyBaHHA |

npodinaktikn peunausy TT'B Ta TEJIA.

KopoTkocTpokosy Tepanito (pHHaiMHI npoTarom 3 Micalis) cnia npu3HavaTh 08 nauieHTis i3

TIB um TEJIA 3a HageHOCTI THMYAcOBHX (akToOpie PHIMKY (HanpHKIaz, HelUoJaBHo

mepeHecena BelMKa onepanis afo Tpaema). JIOBrOCTPOKORY Tepaniio ¢iijl npusHavyati s

nagientie 3 TTB abo TEJIA, wo He nNoB'A3aHi 3 THMYAacoBMMH (akTopaMH PpH3HMKY.

inionatunum TTB un TEJIA abo nassuictio peunaugie TT'B un TEJIA B anamuesi.

Konu nokazane nofopxenHs npodinakruku penuaupis TI'B abo TEJIA (nicna saeepiuenHs

tepanii TI'B i TEJIA tpusanicTio woHaliMene 6 MicAlliB), peKOMeHA0BaHa 1033 CTAHOBHTE

10 mr 1 pa3 na goGy. s nauientis 3 Bucokum pusukoM peunauey TI'B aGo TEJIA, nauienTie

i3 cynyTHIMK 3aXBOPIOBAHHAMM, & TAKOK [U1# nauieHTis, aki nepenecnu peunane TI'B un TEJIA

Ha TN 3acTocyRaHHs likapewkoro zaco0y Kapparykcan™ 10 mr 1 pas Ha mofy 3 Metoiw

npodinakTHrl, Moxe GyTH JOUINBHHM 33CTOCYBAHHA NiKapchKOro 3acody Kapnatykcan® 20 mr

1 pa3 Ha nody.

TpuBanicT NiKYBAHHA BH3IHAYACTLCA (HAMBIAYANbHO MICAA PeTe/NbHOT OUIHKHM KOPHCTI Bif

33CTOCYBAHHA Ta MOTEHLIIHOTO PH3MKY PO3BUTKY KpoBoTed (aue. posuin «Ocobausocti

3ACTOCYBAHHAY ).

Tadbnuua 7
F [epion Pesxum ao3yeaHH#A | Baranbha noGoea
A03a
Jlikyeanns ta 1-21 neHw 15 mr agivi va 106y 30 mr
npodinakTuka 22 nexs i gani 20 mr 1 pas na noBy 20 mr
peunaueis TIB i
TEIA
MMpodinakTira [Micna zapepiueHHs 10 mr 1 paz na noby ado | 10 Mr
pemnaueie TI'B i repanii TT'B i TEJIA 20 mr | pas Ha noby abo 20 mr
TEJA TPHBANICTIO
woHaiiMene b
MicALlB

Y pazi nponycky npuioMy TabneTkn nikapekkoro sacody Kapnatykcan® no 15 mr nig yac
nikypanHs Aeiui Ha goby (1-21 jaeHs) nauieHT NOBHMHEH HeraHHO npuiinath Tabnerky
nikapebkoro 3acofy Kapnatykcan®, wo6 3aGesneuntu npuiiom 30 Mr sikapeekoro sacoly Ha
oGy, Y uboMy BHNAAKY MOMXHA MpHiiHATH oaHodacno 2 TaGneTkn no 15 mr. Hacrynuoro aus
Ciijl NPOAOEKHTH 3BHYAHHHIT pexum 1o 15 Mr 1Biui Ha 100y, AK PeKOMEHI0BAHO.

Y pazi nponycky npeiiomy TabneTku nig 4ac peacumy NikysanHa | pa3 va noby manienty ¢nif
npuiiiaTH  TabneTky Jdikapckkoro  3acoly Kapoatykcan®™ weraiino 1 wactynuoro aHs
NPOJOEKUTH NIKyBaHHA i3 npuitomom | pa3 Ha 106y 3rilHO 3 peKOMEH0BAHHM N03yBaHHAM. He
cnip npuiiMaTi noagiitny 103y B TO caMuil 1eHb, W0 KOMIEHCYBATH NPONYUIEHY TableTky.
Hepexid 3 aumaconicmis eimaviny K na pusapoxcaban
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VY nadientis, aki npoxoaate nikyeanHs TIB. TEJIA ta akum nposoaats npodinaktuky Tx
NOBTOPHOTO BHHHMKHEHHH, Tepaniio adtaroHictamu eitaminy K notpibHo npunuHHTH, a
1aCTOCY BaHHA puBapokcadany NMOYMHATH NMPH J0cArHeHHI nokasnika MHB < 2.5,

[Tpu nepexoai nauienrie 3 antaroHictie eitaminy K na pueapokcaban 3Havenna MHB moxyTs

GyTH xUGHO NiZBKILEHT Nicns 3acToCYBaHHA pueapokcabany, MHB He € BanilosanuM MeToaoMm

A OUIHKH  AHTHUKOArYJIAHTHOI AKTHBHOCTI  puBapokcabany, ToMy fioro He ¢nin

BHKOPHCTOBYEATH (AME. po3ain «Bzaemonin 3 iHWMMH NikapckkHMH 3acobaMi Ta M BHIM

B3aEMOIHR).

Hepexio 3 pusaporcabany wa anmazonicmu eimaminy K

IcHYE MOMIHBICTE HEAOCTATHROT AHTHKOATY AT MPOTArOM NEpiody nepexoay 3 puBapokcadbany

Ha aHTarodicT BiTaminy K. Tak camo. sk i nia 4ac Oynb-AKOro nepexojy Ha ansTepHATHRHHE

AHTHKOAryMAHT, ¥ UBOMY BHnNagky Mae Oyrti  3abeamedena Oe3nepepeHa  ajieKEaTHA

aHTHRoarymsuis. Ha thi sactocypaHHa pHBapokcadDaHy MOMKYTh BUIHAMATHCH XHOHO MiaBMHIneHi

sHaqeHHs MHB.

VY pasi nepexoay 3 pusapokcabany Ha aHTaroHicT eitaminy K octanuiii nounHaoTe npuiiMati

OAHOYACHO 3 puBapokcabanom, gonokd nokasuuk MHB we Gyne cranosuti = 2.

Ynpoaoex nepwmx ABOX [AHIBE TNEPEXOAY MOMHA 3aCTOCOBYBATH CTaHJApTHE N03YBaHHA

anTaronicta sitaminy K. Hanani nosyeanus antarosicra pitaminy K KOpHIYeTBCA 3aneimHO Bil

HauenHa MHB.

[TokH nauieHT OJIHOMACHO 3acTOCOBYE pHeapokcalaH Ta aHTaroHicT eitaminy K. MHB cnin

BH3HAYaTH HE paHile Hix vepe3 24 roauHH Micna NpuifoMy OCTAHHBLOI M03W pHBapokcabaHy

(nepen npudomMom  HacTynHol no3M  pueapokcabany). [licns npunHHEHHA 3aCTOCYBAHHS

pueapokcabady MHB mokna jocroBipHO BHIHAa4YaTd loHaMeHile vepe3 24 rofMHM nicns

npuitoMy OCTaHHEOT 103K pueapokcalany (aue. pozaing «Papmakonorivyni BRAcTHBOCTIY Ta

«B3aeMomia 3 iHMMKE NiKapceKHMA 3acobaMi Ta iHIN BHAK BIaEMOJIIHR ).

Hepexio 3 napenmepaitsnux amuxoazyigumis na pusapokcadan

[laieHTam, AKi OTPHMYKOThH NapeHTepalibHI AHTHKOATYJISHTH, 3aCTOCYBAHHA pHBapokcabaHy

caig posnounHatH 3a (-2 rOOMHM 10 MOMEHTY HACTYMHOIO [JIaHOBOIO  BBEIEHHA

napeHTepanbHoro Nikapepkoro 3acofy (HanNpHKNaa, HH3LKOMONEKYIAPHOro remapuny) abo y

MOMEHT TIPHITHHEHHSA 3aCTOCYBAaHHA Jikapcekoro 3acoby And MOCTIHHOIO NapeHTepankHOTO

BBEJICHHA (HanpHkaa, HedpakilioHOBaHOTO FenapuHy [U1sl BHYTPIIIHEOBEHHOIO BEEIEHHA ).

Hepexic 3 pusaporcabany na napemmepaisii anmurkoazyian

[Tepuwy 103y napeHTepanbHOrO AHTHKOAryJIAHTY BBECTH Y Toil uac, Konu cnig Gyio 6

3ACTOCOBYBATH HACTYIIHY 103y pHBapokcabany.

Ocobauei KaTeropii nauicHTiB

Tayienmii 3 ROPYUEHHAM (YHEYIT HUpoK

Haseui obmMemen] kKniHiMHI gaHl ¥ MAalieHTIE 3 HUPKOBOK) HEJOCTATHICTHY) TAMKOTO CTYNEH:A

(knipeHc kpeatHHiHy 15-29 MA/XB) BKasylOTE Ha 3Ha4He MNiABHUIEHHA KOHLEHTpauil

puBapokcafany y nnasmi Kposi. 3pakawuu Ha le, NpH JiKyBaHHI nauieHTi i€l kareropii

nikapcekuii 3acié Kapnatykcan® cnin 3actocosyeath 3 ofepemuictio. He pexomenmyerses
3aCTOCOBYBATH JliKapchKWil 3aci® maiieHTaM i3 KaipeHCOM KpeaTHHiHY MeHiue 15 mua/xe (aue.
posaii «Papmakokinerikay Ta «OcoGNHBOCTI 3aCTOCYBAHHAR ).

e [lna npodinakruku BTE y nopocnux nauiedtis, AKHM NpoOBOASTH ONEPaTHBHI BTPYYAHHS 3
€HI0TIPOTEe3YBaHHA KYNBUIOBOrO 4¥ KOJIHHOrO cyrnobiB: MpH NMpH3HAYEHHI NaiieHTam 3
HHPKOBOID HEJOCTATHICTHO JNerkoro (kiaipenc kpeatuuiny 50-80 mu/xe) abo cepennsoro
(knipedc kpeatHHiHy 30—49 MA/XB) CTYNeHA TAKKOCTI KOpeKUia A03d He notpilHa (auB.
pozain «dPapMakoKiHeTHRan ).

e Jlna nikysanaa TT'B, TEJIA ta npodinaktikn noetopHoro emHukHenHs TI'B ta TEJIA: npu
MpH3HAYeHH] NalicHTaM 3 HUPKOBOW HENOCTaTHICTIO Nerkoro (Knipenc kpeatuHiny 50-80
MI/XB) CTYIIEHA TAKKOCTI KOpeKLia 103K He noTpiGHa (aue. pozain «dapMakokineTHKan ).
TManieHTH 3 HUPKOBOKD HENOCTATHICTIO cepelHkoro (knipedc xpearudiny 3049 mn/xe) abo
THAKOrO (KipeHe KpeaTHHiHy 15-29 MA/XB) cTyneHs: NpoTAroM nepluux 3 THIKHIB MOBHHHI
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OTPHMYBATH Jikapeskuit 3acid Kapaparykcan™ no 15 mr asiui wa noby. Hanani. npw
pekomenoeadii no3i 20 mMr | pas Ha noGy. cnig posrnanyTw 3HWHEHHA 103H 3 20 Mr o 15
MI' OJIMH pa3 Ha 00y, AKILO OLIHEHHIT PHIMK KPOBOTEYI nepesuiiye pusnk peunansy TI'B Ta
TEJIA. Pexomennauia mogo 3actocyBaHHs 15 Mr rpyHTversed Ha (papMakoKiHETHHHOMY
MOJICMIOBAHHI | HE JlochiiAyBanach y KAiHiYHMX yMmoBax (ams. posainn «Papmakonoriuui
BAACTHBOCTI® Ta «OcobIHBOCTI 3aCTOCYBAHHAR ).

Slkmo pexomenaorana foza craHoBHTE 10 Mr 1 pas na 100y, kopekuia 1o3u He noTpiGHa.

Hayicnmu 3 nopyvienas ynxyii nevinku

Nikapeskuii 3aci6 Kapaarykcan™ npotunokasanuii nauienram is 3axsopioBaHHAMH NeYiHKM, 110

ACOUIIOINTHECA 3 KOArYJAONATICIO, SKA NPHIBOAMTE A0 KNIHIMHO 3HAYMYIIONO PHIHKY KPOBOTEYI, B

TOMY YHCAI XBOPHM Ha UMpo3 nedinku knacie B ta C sa knackdikanicro Yadinga — [T (aus.

poaainy «PapmarokiveTuray Ta «llpoTHnokazannay ).

Hayicnmu aimupozo airy

Kopekuia nozd He notpidna (aue. pozain «Papmakokinerikas ).

Maca mina

Kopekuis nosu He notpidua (aue. posain «DapmakokineTHka» ).

Cmamb

Kopexuis n03u He noTtpidHa (11, po3nin «DapMakoKiHeTHKay ).

Cnoci 3acTocyBaHHs

Jns nepopankHOro 3acTocyBaHH4.

Jlikapcrknii zacib I{apna'r}chaH@., 10 Mr, MO#HA NPHIMATH HE3aNEKHO BiJl BXHEAHHA TKi (MR,

posaink «PapmakokiHeTHka» Ta «B3aeMonia 3 iHIMMHA JiKapchbKUMHK 3acobaMu Ta iHIII BUIM

B3IAEMOTIHR ).

Hodpionenna mabaemiu

Jlng nauiedTis, SKi HE MAOTh 3MOIH MPOKOBTHYTH winy tabnerky, T MomHa noapiHUTH Ta

amimard 2 poaow ado Drew M aKoT KOHCHeTeHUIT, Takow Ak abnyude mope, Desnocepeitbo

nepen NpHHoOMOM NEpopaibHO.

[MogpiGHeni TaGnAeTKM MOXKHA  BBOJAMTH  4Yepe3 [UIYHKOBHH  30HA  (AMB.  po3fiaM

whapmarokineTnrkay ta «Ocobnuei 3axonu Geanexny),

Himu

Beanexka Ta eeKTHBHICTb 3acToCYBaHHA pHBapokcadany 10 mr gitam (Bikom no 18 pokie) He
ecradoeiedi. Jani wogo uiel kareropii eigeytdi. ToMmy He perOMeHIVETLCH 2acTOCYBAHHA
nikapeekoro 3acofy Kapnarykcan®, tabnetok, BkpuTHX niiBkosowo obonoHkow, 10 Mr, giTam
(ikoM s10 18 pokis).

Hepedosyeannus

3achikcoraHo piaxicHi BMMmajgky nepenosysanHa go 1960 mr. VY pasi nepenosypanHs naiieHta
CNiJl peTEnLHO OFAHYTH WIOA0 TAKHX YOKJIAIHEHb, 4K KpoBOTeYa abo iHwi nodiuHi peakuii (1ue,
Hurue «JlikyBanHa kpopoTeun). YHacnigok obMexenoi aGeopBuil npH BBEOeHHI JiKapchKoro
zaco0y ¥ [03ax, 10 3HAYHO NEPERHILYIOTE TepanerTiHuni (50 Mr abo BMILE), OYiKyEThCA edekT
HacHueHHA §e3 NoJANBIIOro 3POCTAHHA CepeliHEOrO PIBHA ¥ NIa3Mi KpoBi.

Haseuuii  cneumdiumii  weftpanisylounii 3aci6 (ampexcamer anwda), axuil  nporuaie
(papmaxkonoriyiuM  edextam  pueapokcabaHy (AMB. KOpPOTKY XapakTepHCTHKY JIKapehLKOro
zacoby adpexcaner anwda). [lpw nepenosyeanHi Jikapeekoro 3sacody 1A 3MEHLICHHA
BCMOKTYBaHHS pHBapoKcabaHy MOJKHA 3aCTOCOBYBATH aKTHBOBAHE BYILILIM.

JIikyBaHHA KPOBOTEY

[Ipy BMHHKHEHHI YCKJAJHEHb Y BHIJIAMI KPOBOTEHi Cil BiAKIACTH BBEJCHHA HACTYNHOI JO3H
puBapokcabaHy a0o NMPHNMHWTH JIKYBaHHA. 3alexHO BiA cutyauil. [lepion HaniBBHBelIeHHS
puBapokcabaHy craHoeuTe npubauzdo  5-13  roaun  (aue. posain  «Papmakonoriuui
gractieocTin). Jlikyeanna cnig npu3sadati IHAMBIIYanLHO, 3aNeAHO Bi IHTEHCMBHOCTI Ta
nokanizauii kposorteyi. ¥ pasi notpebH clii MPOBECTH HANEKHE CHMITOMATHYHE JIIKYBAHHH,
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HaMpPHKIA] MeXaHiuHY KOMApecilo NpH IHTEHCHEHIA KpoBOTEHl 3 HOCA, XIpyprivHuil reMocTas i3
MpoUeIyYpaMy  KOHTPOIY KpDBDTE'-Ii. EE,EI,I-IUH-J!EHHH BUﬂ,Hﬂ—Eﬂﬂlﬂ'pﬂﬂiTHDm 63J13HG_‘:." Ta
reMOAHHAMIYHY MIATPHMKY, NepeMBaHHA KPoBi (€pHTPOUMTApHOT MacH abo CBIKO3aAMOPOKEHOT
Na3MH, 3a/IeAKHO Bill CTAHY, 110 BHHHK: aHEMia uM Koarysionatif) abo TpomOoumTis.

SIKIO nicns NPOBEICHHA 3a3HAYEHMX BMILE 3axXOiB KPOBOTEYa HE NPHNHMHHWNACA, noTpifHo
POSCIAHYTH MOMIMBICTE 3aCTOCYBAHHA crietmdivHoro HelTpanizyrouoro 3acoby (aHIeKcaHeTy
anedpa), ivriditopa daxtopa Xa, axuii npotuaic dapmakonoriuaum edextam pueapokcabany,
abo NpoKoaryNAHTHHUX JiKapchKHUX 3ac00iB, TAKHX SK KOHUEHTPAT NpoTPOMOIHOBOIO KOMIAEKCY
(PCC), koHuenTpat akTHBOBaHOro npotpombinoeoro komnaekey (APCC) abo pexombiHanTHHIA
tdaktop Vlla (r-FVIla). Tlpote naoceig 3acTocyBaHHA IMX  JikKapcekux  3acobie  npu
nepeno3veaHti pueapokcabady ofmemennit. Pexomenpanil takox Sa3yioThcs Ha OOMEMEHHX
HekIiHiYHAX nanux. Kopekuis nozu pexombinanTHoro dakropa Vlla mae spificuiopaties Ta
TUTPYBAHHA TOBHHHO MPOBOIMTHCA 3ANEKHO Bill CTYNEHR KOHTPOMO Hal KpoBoTeuei. VY
BHOAAKY MAacHBHMX KPOBOTEY CNiJl POIrNAHYTH NHTAHHA [IOJO0 KOHCYABTaUl remarosora,
3aesKHO Bill cUTyauil (MR, poanin «DapMakonoriugi BAaCTHBOCTIY ).

Mpotaminy cynedar | eitamin K He NOBHHHI BNAMBATH HA AHTHUKOAryNaHTHY aKTHRHICTB
pusapokcabany. Haapuuii ofmMemenuii JOCBIT 3acCTOCYBAHHA TPAHEKCAMOBO! KHCJIOTH Ta
BIACYTHIH J0CBiZ 3aCTOCYBaHHA aMiHOKANpOHOBOT KHCJAOTH Ta anpoTHHIHY Y MauienTis, Aki
OTpUMYIOTE puBapokcafad. Haykosoro ofrpyHTyBanHa fouinsHocTi abo noceiny 3actocyBaHus
CHCTEMHOr0 I'eMOCTATHHHOIO JIiKapehKoro 3acoly JecMONpPECHHY ANA YCYHEHHA CHMNTOMIB
nepeno3yeanns pusapokcabany Hemac. 3 OFAAly Ha BHCOKE 3B'A3yBaHHA 3 OinKamu niasmu
KPOBI OUIKYETHCA, U0 pHBApOKcabaH He BHBO/MTECA 2 OPraHisMy LIAgXoM gianizy.

Hodiuni pearxuii

Besneky pueapokcabany ouiHioand y xoai 13 kmoyoeux gocnikens dazu 11 (aus. rabamio
8).

3aranom 69608 nopocnMx nauieHTiB y aeB’sTHaguaTM  gocnimkensax dazm Il ta 488
neAiaTpHYHKX nalicHTie ¥ ABox focnimkennax dazu 1l Ta npox nocnimpxennax dasn [ zaznann
BIIMBY pHBapokcadaHy.

Tabnuua 8
Kinekicts nauienTis, aki Gpand y4acTs v A0CHiKeHHI, 3aranbHa 1000Ba 1033 Ta MAKCHMANEBHA
TPHEAMICTE JIKYBaHHA AOPOCIHX Ta NeAiaTpHYHUX NauienTie v gocnipkeHnsx dazu 111

IMokazanua Kinsxicrs Jaransha go0oBa 1o3a MakcumanbHa
nauicHrip® TpHBaNICTE
JIKYBaHHA
Monepemsxenns BeHO3HOT | 6097 10 mr 39 nuie

tpomboembonii (BTE) v mopocnux
nauieHTie,  AKMM  3aifcHIOETBRCA
NNaHoBe OnepaTHBHE BTPYYAHHA 3
€HI0MPOTE3YRAHHA KyJbInoBOro abo
KOJITHHOTO cyTaobis

IMpodinaktuka BTE y comatuunnx | 3997 10 mr 39 nuie
XBOPHX
Hikysauua tpomGozy rnuboxux sen | 6790 Henp 1-21: 30 mr 21 micaup
(TI'B), Tpomboembonii nerenesoi Jent 22 i Hanani: 20 mMr
aprepii (TEJIA) Ta npodinaktuka [Ticns wonakiMenwe 6
peLHanBIR Mmicauie: 10 mr abo

20 Mr
JNikyranua BTE ta npodinaktuka 329 Hoza, ckopuropada za | 12 micauis
peraneie BTE y noronapomsenux Macow  Tina, ans

Ta nireii (Bikom 1o 18 pokie) nicaa JOCATHEHHA Takoi 3K
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NOYATKY CTAHIAPTHOT eKCrozvuil, 8Kk 1 vy
AHTHKOAry IAHTHOL Tepanii JIOPOCIHX, AKI
otpumyeanu 20 wmr
puBapokcabany 1 pas
Ha 100y 408 NiKyBaHHA
- 1B
IMonepe/ukeHHa IHCYILTY Ta 7750 20 mr 41 micaub
cHeTeMHol eMO07iT ¥ NalieHTIE 3
HeknanaHHow gibpunauicn
nepejcepib
[Monepenxenns ateporpoMmboTHanux | 10225 5 wmr abo 10 wmr| 31 micaus
ABKIL ¥ nanienTie nicna F'KC BIAMOBIIHO, OOHOYACHO
3 ACK abo 3 ACK Ta
KJA0Miaorpenem abo
THRIOTIIHHOM
[Tpodinaxruxa areporpomboTHynnx | 18244 5 mr ogHovacHo 3 ACK | 47 micauis
Aaeuly ¥ nauienTis 3 IXC/3M1A abo 10 mr
3256*%* | 5 mr oanouacHo 3 ACK | 42 micsui

* [TauieHTH, Axi OTpUManK npuHaiMal 1 gosy pHBapoxcaéaHy.
*=* 3 nocnimmenna VOYAGER PAD.

Hajiuactiie v nauienTiB, AKi oTpuMmyBanu pueapokcabaH, NoBioMAAnH npo Taki noGiuHi
peakuii sk kpoBotedi (aue. poanin «Oco0IMBOCTI 3aCTOCYBAHHAY Ta HaBEICHWH HHKUE
nianyukr  «ladopmaitia  woao  oxkpemux  nodiMHuX  peakuiii»). Haluactimumu  Gyiam
NOBiAOMAEHHSA NPO HOCOBI KpoBoTedi (4.5 %) Ta KpOROTEY LITYHKOBO-KHILIKOBOTO TpakTy (3,8
%)

Tabnuusa 9
YacToTa po3sBHTKY KporoTey® Ta aHemil y mauieHTiR, AKI OTPHMYBANH pHBAPOKCAOAH NPOTATOM
sapeplieHux AochimKkens (azu 111 3 yuacTio Jopociux Ta nefiaTpu4HUX NalieHTiB

[Mokazanus by ib-fKka KpoBoTe4a AHeMis

IMpodinakruka BedosHol  Tpomboembonii | 6,8 % nauieHTie 5,9 % nauienTie
(BTE) y 1opociMX TNalieHTiB, AKHM
NPOBOAATE  ONEPAaTHBHI  BTPYYAHHA 3

€HI0NPOTE3YBAHHA KYJIBIIOBOTO uH

KoJliHHOro cyrnoGis

IMpodinaktika BTE v comatnunnx nauienTie | 12.6 % nauienTie 2.1 % nauieHTin
Jlikypauus TI'B, TEJIA i npodinaktika | 23 % naiieHTis 1,6 % nauieHTie
PELIMIHBY

Jikysanna BTE Ta npodinaktuka peunausie | 39,5 % nauienTin 4.6 % nanieuTis

BTE v HoBOHApOKEHHMX Ta JiTeH BiKOM N0
18 pokie nicns noYaTKy cTaHZapTHOT
AHTHKOATYIAHTHOI Teparnii

[podinaktuka iHcynsTy Ta cucremuoi | 28 na 100 2,5 ua 100
emMbonii ¥y OOpocAMX  NalicHTiB i3 | MAULIEHTOPOKIB NauieHTOPOKIB
HernananHow idprisuiclo nepeicepis

IMpodinakika aTeporpoMboTHyHux aeuw v | 22 wa 100 nauienTo- | 1,4 va 100
AOPOCTHY  TAIIEHTIE MICHS  NepeHeceHoro | pokie NalieHTOpoKiE
FOCTPOro KopoHapHoro cHuapomy (1'KC)

IMpodinaktuka areporpombornynux aeuuy y | 6.7 na 100 nauienTo- | 0.15 na 100
nauicurie 3 IXC/3[1A POKiB NalieHToOpoKiB* *
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8.38 na 100 nagicuro- | 0.74 na 100
pokie® nauienropokin® **°

* Jlns eix nocnimmkens pusapokcabany Bei SBHILA KPOBOTEY 3i6pani, BiapanopToBani Ta posrnaHyTi.
** ¥V nocnigmensi COMPASS vactora anemii Gyna HHILKOW NPH BUKOPHCTAHHT BUOIpKOBOrO NimxoLy
no 200py nobiunny peakuiii.

**% by BukopHcTannii Bubiprosuii niaxin no sbopy indopmauii npo nobiuni peakwi.
*3 nocnimkenns VOYAGER PAD.

Y rtabnuui 10 waeegeHo uacToTy nOGIMHHX peakuii, 1O BHHHKATH NpH 3aCTOCYBaHHI
puBapokcabany y n0pociux Ta nepiatpuunux nauientis. TMoGiuni peaxuii ysaranbheni Ta
OMHUCaHi 3 BUKOpHCTaHHAM KaacH(ikauii cucrem opradis (MedDRA). V memax komHol rpynu
nodiuHi peakililt npeacTaBNe i ¥ NOPAAKY IMEHIIEHHA TX TAKKOCTI.

Hacrora nodiuHuX peakiiii BHIHAYAECTLCS TAKHM YHHOM: Jyxe yacti (= 1/10); vacti (= 1/100 — <
1/10); weuacti (= 1/1000 — < 1/100): nooguuoxi (= 1/10000 — < 1/1000); piakicui (< 1/10000);
YACTOTA HERINIOMA (HE Moske OVTH BCTAHOB/IEHA 33 HAABHHMH JaHHMH),

Tatnuuz 10
Yei nobivni peaxuii, pinzmadeni y nopocaux nauientis nicns nowarky nikyBaHHA B Xoai
nocaigaenn gasu 111 abo y nicnapeectpauiiinomy nepioai* ta y negiaTpHuHiX nauicHTie v asox
nocaimxenHax gasu 1l a nox nocaimxennax dazu 111

Yacri Heuacri [Moogunoki Pigkicui YacroTa
HeBinoMa
Hopyuenns 3 Goxy xposonocnol ma 1ivdamuunol cucnem
Anenia TpoMOoUKTOS
(BEMHOUAKYH {BEIIOYaKOYH
BiINOBIAHI 30ibILeHHs
naboparopHi KiBKOCTI
napameTpH) TpomMGonuTie)®,

TPOMOOLHTONE IS

Hopyvuennn 3 Goxy iMyunoi cucmemu

AneprivHa peakiis, Anadinakr
anepriuumi HYHI
JI€PMATHT, peaxuiit,
AHriIOHEBPOTHYHHI BRKIHOYAKOY
Ta aneprivyiuit H
Habpak aHadyinaxr
HYHHI
LIOK
Hopvitenna 3 6oy HepeoeoT clicine i
3anaMopoOYeHHA, Moakoei Ta
rofloBHUi Gk BHYTPIlIHBOYEPENH
| KPOBOEHITHEH,
CHHKOMANBHHI
CTaH
Hopyviwenns 3 bowy opzanis 20py
Ouyuuii
KpOQBOEHIIHE
{ BKITHOHAOYH

KPOBOBHITHE
KOH HOHKTHBY)

Ceprjesi nopviienns

[ Taxikapis
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Cvdunni nopyuienns

Aprepiaisha
rinoTex:i,
remaroma - -
Hapyvienn 3 Doxy duxaisnol cucmenu, op2anie 2pYOoRal KA ma cepedacminns
Hocoea EoznHogin
KpOBOTEYA, bHa
KPOBOXapKaHHs NHEBMOHIs
Hopyvuienna 3 6oxy WAVHKOBO-KUIHKOROZ0 MPAKmy
Kpoeoteui 3 aced, | CyxicTsb v poTi
LITYHKOBO-
KHILIKOBI
KpoBoTedi
(BrTIOYAKYH
PEKTANLHY
kpoeoTeuy), Oine y
LLTYHKOBO-
| KHIIKOBOMY TPaKTi

Ta HHBOTI.
IHChencis,
HYJl0Ta, 3anop”,
Alapes.,
GnosanHa™
Tenamotiniapmi nopytienna S
ITineuienns pigna | Ievinkora KoeTanma,
TpaHcaMinaz HEeJOCTATHICTE, MiABHILEHHS PIiBHA

MIABHILEHHA PiBHS | KOH IOroBaHora

GinipyGiny. GinipyGiny (3 abo

NiABHIEHHA PiBHA | Ge3  0IHOYACHOTO

nysuol Qocdarazn | nigBHILEHHA piBHA

KpoBi®, AJIT), xonecras,

MiZIBHILEHHA PIBHA | FenaTuT

FaMMAarmyTaminTpa | (BKIHOYAKOUH

Hepepasu (ITT)* | renarouemonspHe

VILKOKEHHA)
IHopyvienna 3 60Ky wkipu § nidwWRiproT MEAHURY
Crepbix Kponue'aHka Cunapom
(BKMIO4AK0YH CriseHca —
HEYACTI BHIIAIKH JlxoHcoHa
reHepasizoBaHoro /
crepbery), TOKCHYHHIA
BHCHTIAHHA, enigepma
eKXIMO3, WKipHHH BHHI
Ta MiMUKIPHUI HEKpOIi3,
KPOBOBHIMBH DRESS-
CHHAPOM

IHopyiuenna 3 GOKY OROPHO-PYX06020 anaPamy, cROIVIHOT I KiCMKO80! MEQHUNY

bine y kinniskax® | I'emaptpos KpoROBHAMEH ¥ KomnaprmeHT-
M S3H CHHIPOM
BHACTIIOK
KpoBOTEY]
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Hopyuwenns 3 Goxy Hupox i ceosusionux wuaxie

Yporenitanki Hupkosa
KpoBoTeui HEAOCTATHICTE /
{Bhf.[llﬂ'—[afﬂ'—l“ rocTpa HHpROBA
reMarypito i HEOOCTATHICTR
MeHoparito®). BHACHI 0K
HUPKOBa KpOBOTEYI. 110
HEOCTATHICTD CNpHYUHMIIA
(BKIIHOYAIOYH rinonepdyito,
MiJBHILIEHHA PIBHA AHTHKOArYIHHTH
KpeaTHHIHY B a Hediponaria

| KpoBi,

NiABHLLEHHA PIBHA
CEHOBHHH ¥ KpoBi) B

Cucmemui ROPVIeNHE A Canu, Roe S3ani 3 Micyem 3acmaocysanns 1ikapesro2o 2acoby

I"apauka®, [Moraue JlokanizopaHHid

nepujepHUHHR CaMOMoOMYTTA HaGpak®
HaDpAK, 3arankHe | (BEIIOMAKOYH
noripuieHHA HE3IYKAHHA)
CaMOnoYyTTA Ta
AHHACHHA
AKTHBHOCTI

{ BEIOMAKYH
BTOM/IIOBaHICTE Ta
ACTEHIID)

Pesynomanmu ananizie

[Minsnienns pisus
JMAKTATAEriporeHa

3u (JIIN)*

NijABULLEHHS PiBHA

ninasu®,

NIABHILEHHS PIBHSA

aminazn™
Tpaeyu, ompyenna, npoyedypHi yexiaduenna
[TocTnpouenypHa Cyvaunna
KpOBOTEUA ncesnoateBpuamMa’t
{BKTIOHAIOYH
nicngonepauifiny
aHeMilo Ta

KpOBOTEUY 3 paH),
CHHILI, cexpellia 3
panu’

* Binsnaueno y xoai npodisaktukn BTE ¥ fopocanx nauieHTis, AKHM NPOROANAM NAAHOBY ONEpauiio 3
EHAONPOTE3VEAHHA KYLIIOBOTO 860 KoMiHHOTO cyrnobin.

B Binsnaueni B xoni nikysanua TIB, TEJA Ta npodinakTiry iX peumaupis sk jyxe 4acTi y #KiHOK
Bikom 10 55 pokie,

© BusHauanuca K HedacTi NpH NposeieHH] npodinakTHKH aTepoTpoMOOTHUHNX ABHIL ¥ NaLieHTiB, AKi
nepenecnu [KC (nicns nepkyTaHHOMD KOPOHAPHOIO BTPYHAHHA),

* Byn0 BHKOPHCTAHO 3a3fanerias BU3HadeHuil subipkosuii ninxin mo 3Gopy indopmauii npo noGitxi
peakuii B okpemux nocnimwennax ¢amm 111 Yactora noGiunkx peakuill ne 30inbwmnuca Ta e Oya0
inenTHHIKOBAHO HOBHX MOBIMHHX peakuiii nicas aHanizy UHX L0CHiIKeHb.
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lndopManis Woao oKpeMUy NoGiuHMx peakiliii

3 ornany Ha hapMakonoriunmnit Mexanism 1if pusapokcabany, 3acTocyBanus MiKapebkoro 3acoby
Kapparykcan™ moske cynposoyBaTies NiBHILEHHSIM PHIHKY BHHHKHCHHSA BHYTpilHBOT abo
BIAKPHTOT KpoBOTeui ¥ Oyib-AKHX TKaHWHAX T4 OpraHax, WO MOXKE NPHUIBOANTH 0
nocTreMopariuHol aHemil. O3Hakd, CUMNTOMM Ta CTYNIHE TAMKOCTI (BKAIOUAIOUH MOMXUIMEHI
NeTansHHH HACAINOK) BIAPISHAIOTLECS 3a€KHO Bijl IoKanizauii Ta BUpaKeHoCcTi KposoTeui Ta/abo
anemiil (auB. poanin  «llepenosysannsn [«Jlikyranns kposoreun]). Y xoni  wniHiuHKX
AOCAIIKEeHb KPOBOTEHI 31 CIM30BAX ODOMIOHOK (HANPHKAA/, HOCOBI KPOBOTEY], KPOROTEYI 3 ACEH,
LIAYHKOBO-KHIIKOBI KPOBOTEYi, KPOBOTEYi 3 OpraHis cevocTaTeBol CHCTEMM, BKIOYAKOYH
AHOMANBHY BariHajbHy KposoTeuy afo MOCHNEHHA MEHCTPYanLHOT KpoBOTedi) Ta aHemis
BUHHKQIM 4HacTille NpH JOBIOTPHBANOMY NiKYBaHHI puBapokcabanom, Himk npu nikyeaxmi
anTaronicramu BiTaminy K. 3pamaioum Ha ue, OKpiM HANEKHOro KNiHIUHOTO CHIOCTEPEIKEHHS, ¥
BIANOBIHMX  BHNAJKaX PEKOMEHIYETECH TMPOBOJMTH NaGOPaTOPHY NEperipky NOoKasHHKIE
reMornodiny/reMaToKpHTy 3 METOI) BHSABIGHHA BHNAIKIB BHYTPIlIHIX KpoBoTed A
BH3HAYEHHSA KIIHIUHOT 3HAYYIMOCT] ABHUX KPOBOTEY. PH3HK BHHHKHEHHA KpOROTeHi Moske ByTH
BHILHM Y TICBHHX TPYN NALlieHTiB, HANPHKIA] vV NaUicHTIB 3 HEKOHTPONBOBAHOK TAKKOID
aprepianbHolO rineprensieio i/abo y nauientis, Aki oaHodacHo npHAMalOTE Jikapebkuil 3aciG,
AKHI BNAHBAE Ha remocras (aue. posain «Ocobnueocti sactocysauusy [«PH3MK pO3BHTKY
kpoBoTeun]). Moke nocuaoBaTHCh IHTEHCHMBHICTH Ta/abo  TPHBamiCTh  MEHCTpPYalbHHX
kposotey. [lpossamu remopariuHMx ycknagHeHb MoxyTe OyTH  cnabKicTe, OmificTh,
3aMaMopoYeHHs, ronoeHHil 0Nk abo Habpak Hes sicoBanol eTionoril, IHCOHOE, OK HeBigoMoT
erionorii. ¥ neAkMx BHNANKax fK HACNIAOK aHeMil CrocTepiranuca Taki CHMOTOMH imemii
cepud, AK 0ink y rpyaax abo creHokapis.

by noRifoMaeHHA PO BTOPHHHI YCKIAAHEHHS, BIAOMI SK HACIIOK TAXKKOT KpoBOTEYi, Taki AK
KOMIapTMEHT-CHHAPOM 1 HHPKOBA  HEMOCTATHICTH  BHachigok  rinonepdysii  abo
aHTHKOAry/siHTHa Hedponaria. Tomy nia 4ac OUIHKH CTAHY MAallieHTa, AKOMY MPH3IHAYAIOTH
AHTHKOAryYJIAHTH, CAiJl 3BAXYBATH PU3HK BHHHKHEHHA KPOBOTEYI.

[ogigomnenns npo Hebaxauni nobivHi peakitil
ITopinomnenns npo nobiuni peaxuii nicna peectpauii nikapewkoro sacody Mae pawiHpe

3HauenHsa. lle nae 3mory npoBOAMTH MOHITOPHHI CHIBBIJHOWEHHA KOPHCTH/PHIHK MpH
3aCTOCYBaHHI 1BOTO NiKapebkoro sacofy. Meauunum Ta apMaueBTHYHHM NpaliBHHKaM, a
Takok maitieHTam aGo TXHIM 3aKOHHMM NpeICcTABHHKAM CIi NMOBIIOMAATH Npo ¥Yci BHNAIKH
nizo3poBaHux NoGiYHWX peakuid Ta BIACYTHOCTI epeKTHRHOCTI JiKapchKOTo 3acoby uepes
ApTomatHsoBaHy  iHQopmauifiny  cucremy 3 dapmakoHarnagy  3a  MOCHIAHHAM:
https://aisf.dec.gov.ua.

Tepmin npuaarnocti

3 porn.

lodpioneni maGremwu. Tlonpibueni TaGnetkn pusapokcabany crabineui y Boai Ta abaydHoMy
niope 10 4 roamH.

Y¥moBn 30epiranns
Jlikapeekuit 3acib He notpebye cneniankHUX yMoR 36epiraHHs.

Vnaroexka. llo 14 tabnetok, EkpuTHX naiekoBol0 00oN0HKOIO, v GnicTepi; no 2 abo 4, abo 7
DmicTepis i3 MonepemKyBaNbHOK KapTKOK 1A NallieHTa Y KapToHHIH Kopofui.

Kareropia gianyery, 3a peientom.

Bupobuuk. TOB «'eneon Pixtep lNlonsman.
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Micuesnaxomxenns BHPOGHIKA Ta aapeca MiCHs NPOBALHKEHNS i0ro MisILHOCT
Byn. ku. 10, Mousroeckkoro, 5, Tpogsucek Mazoseusiuii, 05-825, Monbura.

Jlata octannsoro neperasay (), 09 L0 €
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