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IHCTPYKUIA
JUISI MEIUYHOT 0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y
KCAPEJITO®
(XARELTO®)

Cknao:

ditoua peyosuna: puBapokcadaH;

1 TabneTka, BKpUTa TUTIBKOBOIO 00OJIOHKOI0, MICTUTH 15 Mr puBapokcabaHy;

1 TabneTka, BKpHUTA IUIIBKOBOIO 000JIOHKOIO, MIiCTUTh 20 MTI pBapokcabany;

O00NOMIdICHI peyosuHu: TEII0JI03a MIKPOKPUCTANlIYHA, HATPIiI0 KpOCKapMmeno3a, rimpoMernosa 5 cp,
rimpomerno3a 15 cp, 1akTO3W MOHOTIIpaT, MarHil0 creapar, HaTpito Jaypuicyiabdar, makporon 3350,
tutany aiokcun (E 171), 3amiza okcun uepBonwuii (E 172).

Jlikapcbka ¢gopma. TabneTku, BKpUTI TUTIBKOBOIO 000JIOHKOIO.

OcHo8HI Pi3uK0o-XiMiUHI 81ACMUBOCTI:

TabJIETKH, BKPUTI 0O0IOHKOIO 10 15 Mr: KpyTJli ABOOMYKJIi TaOJIETKH Y€PBOHOTO KOJIBOPY 3 TPUKYTHUKOM
Ta nudporo 15 3 omHoro 60Ky Ta xpecroBuaauM Hanmricom BAYER — 3 inmoro;

Ta0JICTKH, BKPUTI 000JIOHKOIO 110 20 MT: KPYyTJi ABOOMYKIII TaOJETKH KOPUUHEBO-YEPBOHOTO KOIHOPY 3
TPUKYTHUKOM Ta 1udporo 20 3 omHoro 60Ky Ta xpecroBuaauM HammucoM BAYER — 3 inmoro.

dapmakoTepaneBTUYHA rpyna. AuturpomOoTuyuHi 3acoou. Kom ATX BO1A FO1.

Dapmakono2iuni eracmueocmi.
Dapmaroounamika.

MexaHi3M faii
PuBapokcaban — BHMCOKOCENEKTHBHUN NpsMuil iHrioirop ¢akropa Xa, MmO Mae AOCTATHBO BHCOKY

010IOCTYMHICTh TIPH TIEPOPATHLHOMY 3acTOCYBaHHI. biokyBaHHsS akTHBHOCTI (akTopy Xa mepepuBae
BHYTPIIIHIN Ta 30BHINIHIN IIISXU KOATYJIALIKHOTO KacKany, i, IK HaCIi10K, IPUTHIYy€eThCs (pOopMyBaHHS
TpoMOiHYy Ta yTBOpeHHs TpoMOy. PuBapokcaban Oe3rocepenHb0 HE MPUTHIYYE aKTHBHICTH TPOMOIHY
(axTuBoBaHorO (akropa II) Ta He BrIMBaE Ha TPOMOOLIUTH.

dapmakoanHaMiuHi edhekTu

IIpu 3actocyBaHHi y JOJei BiAMIYEHO [0303aj]eKHe iHTiIOyBaHHS akTUBHOCTI (pakropa Xa. Ilpum
BUKOpHCTaHHI TecTy Neoplastin puBapokcabaH BUSBIISIE 10303aJICKHUHN BILUTUB Ha MTPOTPOMOIHOBHUH Yac,
0 JOCTOBIPHO KOPENIO€ 3 KOHIEHTpamisiMu y Tuiazmi kposi (r=0,98). [lpu BUKOpHCTaHHI 1HIIUX
TecTiB/HAOOpPIB pe3ysabTaT OyAyTh iHIIMMH. [loka3aHHS mpHIIay BapTo 3HIMATH Y CEKYH/IaX, OCKLIBKHI
MHB (MixkHapoaHe HOpMalli30BaHE BiIHOIICHHS) BiAKaTiOpOBaHE Ta MPOBATITOBAHE TUTBKH IS
KYMapHHIB 1 HOTO HE MOYKHA 3aCTOCOBYBATH JJIS 1HIIIUX aHTUKOATYJISTHTIB.

VY marnieHTiB, SKi OTpUMYIOTh puBapokcabaH Juig jikyBaHHsS TI'B (Tpom0o3y rmubokux BeH), TEJIA
(TpomboemOomii merereBoi aptepii) 1 mpodinaktuku peruausis TI'B 1 TEJIA, 5/95-npouentumnis mms
nporpoMOiny (Neoplastin) gepe3 2—4 roauHu Ticis mpuiioMy TableTku (TOOTO Mia 9ac JOCATHEHHS
MaKCUMaJIbHOTO e(eKTy) KomuBaroThes B 17 1o 32 ¢ mist Tabnetok mo 15 mr 2 pa3u Ha 100y abo Big 15
no 30 ¢ — gna tabnerok mo 20 mr 1 pa3 Ha noOy BigmosigHo. Ilpu MiHIMandbHIM KOHIIEHTpaLii
puBapokcabany (depe3 8—16 roawH micis npuiioMy TabiaeTKu) 5/95 mpomeHTHWIB Ha T 103U 15 Mr




puBapokcabaHy JBiui Ha 10Oy KOJIMBalOThCs Bia 14 10 24 cek, a g no3u 20 Mr puBapokcabaHy pa3 Ha
100y (uepe3 18-30 roausn micis npuiiomy Tabnetkn) — Big 13 mo 20 c.

Y nmauieHTiB 3 HEKIanaHHOW (iOpWiIsLi€lo mepeacepab, SAKi OTPUMYIOTh pHUBAapOKcabaH JUIs
podiIaKTUKH 1HCYJIBTY 1 CHCTEMHOI eM00:ii, 5/95—mpouenTmwiiB 1yt mporpomoOiny (Neoplastin) depes
1-4 romuuu micns npuiiomy TabieTku (TOOTO TMiJ 4Yac JOCATHEHHS MAaKCHUMAalbHOTO e(deKTy)
KOJMBarOThCsA Bia 14 1o 40 ¢ y marieHTiB, siki oTpuMmyBaiii 1o 20 mr 1 pa3 Ha 100y, abo Bix 10 1o 50 cy
MAIIEHTIB 3 HUPKOBOIO HEIOCTATHICTIO CEPETHBOTO CTYTEHS TSKKOCTI, K1 3aCTOCOBYBanu 1o 15 mr 1 pas
Ha no0y. Ilpm MiHiManbHIN KoHueHTparii (uepe3 16-36 romuH micis mnpuiiomy Tabnetku) 5/95
MPOIICHTIUIIB Y TIAIIEHTIB, SIKI OTPUMYIOTh JiKapchKuii 3aci6 y 1031 20 mr 1 pa3 Ha 100y, KOJMBAIOTHCS
BiZ 12 10 26 ¢, y XBOpHX 13 HUIPKOBOIO HEJOCTATHICTIO CEPEIHBOTO CTYIEHS TSKKOCTI, SIKI OTPUMYIOTh
JiKapchKkuit 3aci6 y 1031 15 mr 1 pa3 Ha 100y — Bix 12 10 26 c.

Y Xomi KIIHIKO-(apMaKoJOTiYHOTO JOCTIDKeHHsST 3 BHBUEHHS MpPHUTHIYEHHS (apMakoJuHAMIKH
puBapoKcabaHy y 3J0pOBUX JOPOCIUX TOOPOBOBINB (N=22) MPOBOAMIIACH OI[iIHKA BIUTUBY OJTHOPA30BUX
103 (50 MO/xr) xonnenrtpariB nporpom6inoBoro komriuiekcy (PCC) nBox pizaux Ttumi: PCC i3 3
daktopiB (dakTopu II, IX Tta X) Ta PCC 13 4 daxTopiB (axropu II, VII, IX ta X). [Ipu 3acrocyBanHi
PCC i3 3 cakropiB crnocrepiraiocs 3HWKEHHA cepeaHix 3HaueHb [IY (mporpombiHOBOro dacy)
(Neoplastin) mpu6smsHo Ha 1,0 ¢ 3a 30 xBunuH, a Ha Ti1i PCC 13 4 (hakTOpiB Taki 3HAYCHHS 3HU3WINCH Ha
6mu3pko 3,5 c¢. Hatomicts PCC i3 3 ¢akTopiB MaB MOTYXXHIMIWN Ta MIBUALIMNA 3arajJbHUNA BIUIUB Ha
MPUTHIYEHHS 3MIH B yTBOPEHHI eHaoreHHoro TpomOiny, HDK PCC i3 4 daktopiB (auB. po3aia
«IlepenozyBaHH»).

Takox puBapokcabaH 10303aJ€KHO IMIIBUILYE AKTUBOBAHWM YaCTKOBUU TPOMOOIUTACTHHOBHM Yac
(AYTY) i pesynprar HepTest; onHak 1i mapaMeTpu HE peKOMEHYEThCSI BUKOPUCTOBYBATH JUISl OLIHKU
(dhapmakoguHaMiuHUX €(QEKTIB puBapokcabaHy. Y Tmepion JiKyBaHHS pHUBapOKCabaHOM IPOBOJUTH
MOHITOPUHT MapaMeTpiB 3ropTaHHsA KpoBi He moTpiOoHo. [Ipore y pa3si kiIiHIUHOI HEOOXiAHOCTI pPiBEHb
puBapokcabaHy MOXKe OyTH BUMIPSHUH 3a JOTIOMOT0I0 KaTiOpOBaHUX KUTbKICHUX TECTIB HA aHTU(AKTOP
Xa (muB. po3ain «DapMaKOKIHETHKAY).

[legiaTpuyHi NanieHTH

ITY (mpu Bukopucransi tecty Neoplastin), PCC Ta antu-akrop Xa tect (kamiOpoBaHHH KITbKICHUI)
MOKa3yIOTh TICHY KOPEJISIII0 3 KOHIIEHTpAIlIMHA pUBapoKkcabaHy B tuia3mi y aiteit. Kopemnsitis Mi>k aHTH-
Xa 1 KOHIEHTpAIlIIMHA B IJIa3Mi € JIIHIHHOI 3 HaXWIOM, OJM3bKUM 110 1. MOXYyTh BUHUKATH OKpEMi
pPO30KHOCTI 3 BHUIIMMH a00 HIWKYUMH 3HAYCHHSIMH aHTU-Xa TMOPIBHSIHO 3 BIAMOBIHHUMH
KOHIIGHTpalisMu B mia3mi. Hemae HeoOXigTHOCTI B pyTHHHOMY MOHITOPUHTY MapaMmeTpiB 3rOpTaHHS
KpOBI TiJl Yac KJIIHIYHOTO JKyBaHHA puBapokcabanoM. OmHaK, SKIIO € KIIHIYHI TOKa3aHHS,
KOHIICHTpaLlli puBapoKkcabaHy MOXHa BUMIPSATH 3a IOTIOMOT'0I0 KaJliOpOBaHUX KUIbKICHUX aHTH-(aKTop
Xa tectiB B MKT/1 (muB. Tabmuiro 10 y po3aini «DapMakoKiHETHKA JJIS J11alma30HiB CIIOCTEPEKYBAHUX
KOHIIGHTpaLliii puBapokcabaHy B Iuia3Mi y aiteit). HukHIO MeXy KUTbKICHOTO BU3HAYEHHS HEOOXiTHO
BpaxoBYBaTH, KOJU aHTH-Xa TECT BHKOPHCTOBYETHCA I KUIBKICHOT OIIIHKM KOHIICHTpAIlii
puBapokcabaHy B mmia3Mmi KpoBi y aitedl. [loporoBux moka3HUKIB €(EKTUBHOCTI uM Oe3leku He
BCTaHOBJICHO.

KrinigyHa eeKTHUBHICTS i Oe3neka

Ilpoghinakmuka incynomy ma cucmemuoi emboii npu HekiananHiu iopunayii nepedcepos

Kniniuna nporpama ociikeHb puBapokcadbany Oyia po3po0ieHa 3 MeToro JIeMOHCTparlii epeKTHBHOCTI
3aCTOCYBaHHsI pUBapoKcabaHy I MPOQUIAKTHKK 1HCYJBTY Ta CHCTEMHOI eMOOJii y TaIli€HTIB 3
HEKJIaraHHo0 (QiOpUIIsLIi€I0 IepeacepIb.

B 6a3oBomy noasiitHomy criinomy gociimkeHHi ROCKET AF B3sinu yuacts 14 264 marieHTH, 9acTUHA
3 SIKUX OTpUMYyBaja puBapokcadan B 1031 20 Mr 1 pa3 Ha 100y (HauieHTH 3 KIipeHCcOM KpeaTHHiHy 30—
49 mn/xB — 15 Mr onuH pa3 Ha 100y), iHIIA YacTHHA — Bap(dapuH 3 TUTPYBAHHSIM JIO0 IIJILOBOTO PiBHS
MDKHapOAHOTO HopMautizoBaHoro BigHomeHHs: (MHB) 2,5 (TepaneBruunmii nianazon 2,0-3,0). Cepennst
TPUBAJIICTD JIIKYBaHHSI CTAaHOBWJIA 19 MicsI1iB, @ HalTOBIIIA TPUBAJIICTD JTIKyBaHHS — 110 41 micsis. 34,9%
NAIlEHTIB OTPUMYBAJIU CYMYTHIO TEpamilo aneTHICAlinWIoBo Kuciotoo 1 11,4 % mnpuiimanu
anTuapuTMiuHi 3acoowm I1I kiacy, y ToMy 4ucii amioapoH.

PuBapokcaban He mocrynaerscs BaphapuHy 3a e(peKTUBHICTIO Y NEPBUHHIN CyKyNHIN KiHIEBiH TOUII
(iHCYNBT 1 cucTeMHa eMOoumisi 3a MeXaMU IEeHTpajdbHOI HepBOBOi cuctemu). Cepen Malli€HTIB, sKi
OTPHUMYBAJIU JIIKYBaHHS 3T1JHO 3 IPOTOKOJIOM Yy Mepioj MpuiioMy mpenaparis, 188 nmepBUHHUX BUIAAKIB
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iHCYbTY Ta cucteMHoi embouii (1,71 % Ha pik) po3BUHYJIUCS HAa puBapokcadani Ta 241 (2,16 % Ha pik)
— Ha Bap(apuHi (BigHowmeHHs pusukis (BP) 0,79; 95% nosipunit intepsan (/I), 0,66-0,96; P<0,001 3a
MOKa3HUKOM «HE MOCTYyMaeThes» ). Cepet yeix NalieHTiB IEPBUHHI SIBUILA BU3HAYaNUCs y 269 marieHTis,
AK1 npuiiManu puBapokcadan (2,12 % na pik), Ta 306 naiieHTis, ki npuitmanu Bapdapun (2,42 % Ha
pik) (BP 0,88; 95 % /I, 0,74-1,03; P<0,001 3a moka3HukoM «He moctymaerbesi»; p = 0,117 3a
MMOKa3HUKOM «IlepeBeplye»). PesynbTaTu 3a BTOPpMHHUMHU KiHIEBUMHU TOUKAMH, 10 JOCIHIIKYBAJIUCH B
iepapxiunomy nopsaky min yac ITT ananizy, HaBeneHo B Tabmuili 1.

Cepen mariieHTiB 3 TpymH, sKa JiKyBajgach BapdapuHoMm, mokazHnk MHB 3HaxomuBcs B mexax
TepaneBTHUHOro Aiama3ony (2,0 — 3,0) B cepennbomy 55 % wacy (meniana 58 %; iHTepKBapTHIIbHUN
niana3oH: Big 43 mo 71). EQextuBHICTh puBapokcabaHy HE BiPI3HSAIACH B 3aJICXKHOCTI BiJ] MOKA3HUKA
Mepioy y TEParneBTUYHOMY Jl1alla30H1 B IEHTPI (Yac MmiATpUMaHHS UILOBOTO Jiana3ony 3HaueHr MHB
2,0-3,0) B kBapTWIIAX oaHakoBoro po3mipy (P = 0,74 mns B3aemonii). B Mexax HallBUIIOTO KBapTHIIIO
BIJIMIOB1/THO /IO 3HA4YE€HB B IICHTPI, BITHOIIICHHS PU3HKIB JIJIs1 puBapoKcadaHy B MMOPIBHIHHI 3 BappapruHOM
cranoBwmio 0,74 (95% MI; 0,49-1,12).

YacToTra mojiii OCHOBHOTO TMOKa3HUKa Oe3mekn (MacHBHI Ta HEMACHBHI KJIIHIYHO 3HAYYII KPOBOTEYI)
Oyna moibHOI0 B 000X Tpymax JiKyBaHHS (IUB. TAOIUINO 2).

Tabmuus 1. IToka3auku edekTuBHOCTI 32 pedynpraramu pociimkeHHs ¢gasu I ROCKET AF

Monmynsittist qoCiKEHHS AHani3 eheKTHUBHOCTI y TAIlIEHTIB 3 HEKJIAMaHHOI (iOpHIIAIIEI0
nepeacepib, 3aJICKHO BijJl MPU3HAYCHOTO JIIKYBaHHS
TepaneBTuyHa 103a PuBapokcaban 20 mr | Bapdapun, Binnomenns
1 pa3 Ha o0y (ms TUTPOBAHUU J10 pusukiB (95%
MAII€HTIB 3 minpoBoro 3HaueHHs | JI)
nmomipHoOI0 HUpKoBoO0 | MHB 2,5 p-3HauYCHHS,
HE/IOCTaTHICTIO — (TepaneBTUYHUN aHawi3 3a
15 mr 1 pa3 Ha 10o0y) | miamazon 2,0-3,0) MOKa3HUKOM
Yacrora nopxiii (Ha Yacrora nopxiii (Ha «TIEpEBEPILYE»
100 narienTo-pokiB) | 100 mamieHTO-pOKiB)
[HCcynbT Ta cucreMHa eMOoIIis 269 306 0,88
3a mexxamu [THC (2,12) (2,42) (0,74-1,03)
0,117
IacynbT, cuctemHa emOomis 3a 572 609 0,94
mesxxamu [ITHC ta cmepth Bix (4,51) (4,81) (0,84-1,05)
CYJAMHHHUX 3aXBOPIOBaHb 0,265
[HcynbT, cucTemMHa emOouis 32 659 709 0,93
mexamu [[HC, cmepts Bin (5,24) (5,65) (0,83-1,03)
CYyIIMHHUX 3aXBOpIOBaHb Ta 0,158
1H}apKT Miokapaa
IncynsT 253 281 0,90
(1,99) (2,22) (0,76-1,07)
0,221
CucreMHa eMOOJIiS 32 MEKaMU 20 27 0,74
HHC (0,16) (0,21) (0,42-1,32)
0,308
[ndapkT miokapaa 130 142 0,91
(1,02) (1,11) (0,72-1,16)
0,464

Tabmuus 2. Ilokasnuku 6e3nexu 3a pesyabraramu gociipkerss ¢asu [II ROCKET AF

[Tonynsmist JOCTIHKEHHS

[TamienTH 3 HEKIAaHHOIO (HIOPUIIAIIIEIO nepencepnba)

TepaneBTu4na 103a

PuBapokcaban 20 mMr
1 pa3 Ha 100y (mis

Bapdapun,
TUTPOBAHUU J10

BigHomenus

pu3ukiB (95% AI)




MAI[IEHTIB 3 [TbOBOTO 3HAYCHHS | P-3HAYCHHS

nomipHoro HupKoBoto | MHB 2,5

HE/IOCTaTHICTIO — (TepaneBTUYHUN

15 mr 1 pa3 Ha 10o0y) | mianazon 2,0-3,0)

YacroTa moxiit (Ha YacroTa moxiit (Ha

100 nariento-pokiB) | 100 marieHTO-pOKiB)
MacuBHi 1 HEeMacHUBHI KJIIHIYHO 1,475 1,449 1,03 (0,96-1,11)
3HAYYII KPOBOTEU1 (14,91) (14,52) 0,442
MacwuBHi KpoBoTeYi 395 386 1,04 (0,90-1,20)

(3,60) (3,45) 0,576

JleranpHl BHIIAOKKM BHACIIZOK 27 55 0,50 (0,31-0,79)
KpOBOTEYi ™ (0,24) (0,48) 0,003
KpoBoBmiMB y  KpUTHUHHI 91 133 0,69 (0,53-0,91)
opran* (0,82) (1,18) 0,007
BuyTpimmbouepennuit 55 84 0,67 (0,47-0,93)
KPOBOBUJIUB™ (0,49) (0,74) 0,019
3HWKCHHS piBHS 305 254 1,22 (1,03-1,44)
remMoryiodiny* (2,77) (2,26) 0,019
I'emotpancdy3is 2 abo OinbIe 183 149 1,25 (1,01-1,55)
OJIMHUIIb €pPUTPOLIUTAPHOT (1,65) (1,32) 0,044
MacH 9H IIIbHOT KPOBi™
HemacuBHa KTiHIYHO 3HAYYIIA 1,185 1,151 1,04 (0,96-1,13)
KpOBOTEYA (11,80) (11,37) 0,345
JleranpHi BUManku 3 Oyab- 208 250 0,85 (0,70-1,02)
SKUX TIPUYHH (1,87) (2,21) 0,073

9 Tlomysiis 3 BUBYEHHs Oe3neku (I 9ac JTiKyBaHHs).
* YMOBHO 3HAYYIIIE SBUIIIE.

HonatkoBo 1o gocmimxenns I ¢pasu ROCKET AF Oyno npoBeneHO NpoCeKTUBHE HEKOHTPOJIbOBAHE
MicIspeEcTpalliiiie HeIHTepBEHIliHEe BigkpuTe KoropTHe nociipkeHns (XANTUS) i3 menTpanizoBaHo0
OLIIHKOIO KIHIIeBHX TOYOK, BKJIIOYAI0UX TPOMOOEeMOOIIiuH1 sIBHUILA Ta cepiio3Hi KpoBoTeui. J{is BUBYEHHS
KJIIHIYHOI TPAaKTUKU TOMEPE/KEHHs IHCYJIbTY Ta CHCTEMHOI eMOoumii mo3a MeXaMu IEeHTPaTbHOI
HepBoBoi cucremu (LTHC) y nocnimkenns 0yio BkIrodeHo 6704 marieHTiB 3 HEKJIAMaHHOO (iOpUITSIIE0
nepeacepas. Y nocmimkenHi XANTUS cepenniii 6an 3a mkanoro omiHku pusuky iHCynbTy (CHADS,)
craHoBHB 1,9, cepenniii 6an 3a mkanoro ominku pu3uky kpooted (HAS-BLED) cranoBus 2,0, Toxi sk y
nociimkeHHi ROCKET AF cepenni 6anu 3a CHADS> Ta HAS-BLED cranoBwium Biamosiaso 3,5 Ta 2,8.
Cepiio3ni kpoBoteui y pocnimkeHHi XANTUS cnocrepiranucs y 2,1 Bunagky Ha 100 nmarieHTO-poKiB.
JletanpHi kpoBoTeui cnoctepiranucsa y 0,2 Bumanky Ha 100 marieHTO-poKiB Ta BHYTPIIIHbOYEPEITHI
kpoBoteui — y 0,4 Bunmaaky Ha 100 mamienTo-pokiB. IHCynsT abo cucremua embOomis (IIHC) Oyna
3adikcoBana y 0,8 Bumaaky Ha 100 marmieHTo-pokiB. Taki cmocTepekeHHS y KIIHIYHINA MpaKTHII
BiJINIOBIJAIOTh BCTAHOBJICHOMY NpOQiIt0 Oe3MeKH I JaHOTO IMOKa3aHHS.

VY micnspeecTpalliitHOMy HEIHTEPBEHIIIHHOMY JOCHIDKEHHI 3a ydacti moHan 162000 marieHTiB 13
HEKJIanaHHow (iOpWIIALiel0 TMepeacepab 13 YOTUPbOX KpaiH puBapokca®aH MpH3HAYAId IS
podiIaKTUKH IHCYIIBTY Ta CUCTEMHOI eM00J11i. YacToTa BUMaIKiB imeMiqHOro 1HCYnbTy cTaHoBmIIa 0,70
(95% 11 0,44—1,13) na 100 mamienTo-pokiB. KpoBoTteui, 1o mpu3Benu A0 TOCHiTaNi3allii, BUHUKAIH 3
gactotoro 0,43 (95% M1 0,31-0,59) nmoniit Ha 100 naiieHTO-poKiB sl BHYTPIIIHbOYEPETHOT KPOBOTEU,
1,04 (95% Al 0,65-1,66) nmns nutyHKOBO-KWIIKOBOi Kposorewi, 0,41 (95% Al 0,31-0,53) mns
yporenitanbHoi kpoBoTteui Ta 0,40 (95% /1 0,25-0,65) mi1s iHIIKX KPOBOTEY.

[NarienTH, SKi MPOXOASTH MPOLEAYPY KapaioBepcii

[TpoBOIMIIOCH TIPOCTIEKTHBHE PAaHIOMI30BaHE BIIKPHUTE OaraToIEHTPOBE MOIIYKOBE JOCTIIHKCHHS 3
MackyBaHHsAM kputepiiB ouinku (X-VERT), B skomy B3sun ydacte 1504 mamientu (o pasirie
JIKYBJIUCS TIEPOPATIBHUMHM AHTHKOATYJISTHTaMHd a00 HE OTPUMYBAIM B MHHYJIOMY Takoi Teparii) 3
HEKJIamaHHOW (IOPUTIAIEI0 Tepencepab Ta 3allJIaHOBAHOIO MPOIEIYypOI0 KapioBepcii, B SKOMY
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MOpiBHIOBANACh €(EKTUBHICTh pHUBapoKcabaHy Ta CKOPUTOBAHOi [03M aHTaro”icry BiTaminy K
(panmomizarlisl y criBBiIHOIICHH] 2:1) /IS TOTIEPEKEHHSI CEPIIEBO-CYIMHHUX YCKIIQTHEHb.
3acTocoByBajach KapaioBepcis i KOHTpoJieM yepe3cTpaBoxiaHoi exokapaiorpadii (UCExo—KI')

(1-5 nmHIB momepemHBOrO JIIKyBaHHS) abo0 TpaauIliiHa KapJioBepcis (IOHAMMEHINEe TpU THIKHI
MOTIePEeTHBOTO JiKyBaHHs). HacTaHHS nepBHHHOT KiHIIEBOI TOUKU €(hEeKTUBHOCTI (KOMOiIHAIIiS 1HCYIIBTY,
TPAH3UTOPHOI 1MIeMIYHOI aTaku, cucTeMHoi emOoii 3a mexxamu [{THC, indapkTy miokapay Ta cmeprti
BHACIIIJIOK CepLEBO-CYMHHOI maroorii) Bigmivanocsk y 5 (0,5 %) maifieHTiB 3 rpymnu, o oTpuMyBaia
puBapokcaban (n=978), ta y 5 (1,0 %) maiieHTiB 3 rpymnu, 1o JiKyBajlach aHTaroHictoMm BiTaminy K
(n=492; Binnocuuit puszuk 0,50; 95% I 0,15-1,73; moaudikoBaHa MOMyJSALis MALIEHTIB, SKUM OYyJIO0
MpU3HAYCHE JIKyBaHHs). SBUIAa MEpBUHHOT TOYKU Oe3reku (MacuBHI KPOBOTEUi) CIIOCTEPIranuch y 6
(0,6 %) 1 4 (0,8 %) mamieHTiB, BIANOBIIHO, B Tpymax JIKyBaHHsS pHuBapokcabaHoMm (n=988) Ta
anTaronictoM Bitaminy K (n=499) (Bimrocuuit pusuk 0,76; 95 % I 0,21-2,67; Bubipka I OLIHKH
Oe3reku). B mboMy morrykoBoMy JTOCIIIPKEHHI MIPU MPOBEEHH] KapaioBepcli epeKTUBHICTh Ta Oe3meka
BUSIBWINCH CIIBCTABHUMHU B IpyINax JIiKyBaHHsS pUBapoKcabaHOM 1 aHTaronicramu Bitaminy K.
[NamieHTH 3 HekJIanaHHO (iIOPUIALIIEI0 TIepeicepb, K1 IepeHecIn NepKyTaHHEe KOPOHAPHE BTPYYaHHS
(ITKB) i3 BCTaHOBJICHHSM CTEHTA

Byno mpoBeneno panmomizoBaHe Binkpute MyiabTuiieHTpoBe aociimkeHHs (PIONEER AF-PCI) 3a
yuacTio 2124 mamieHTiB 3 HekinanaHHoro QiOpuismiero mnepencepab, ski neperecan [IKB i3
BCTAQHOBJICHHSIM CTEHTA IPH NEPBUHHOMY aTePOCKJIEPOTUYHOMY 3aXBOPIOBaHHI, 3 METOIO MOPIBHSIHHS
0e3meKkn 3acTOCYBaHHS JBOX PEXHMIB puBapokcabaHy Ta onxHoro pexxumy ABK. Ilamientn Oynu
pPaHOMI30BaHO PO3MOJIIJICHI HA TPYIMHU 3a peXUMaMHu Tepamii y cmiBBigHomeHH1 1:1:1 13 3arajbHOIO
TpuBajicTio Teparii 12 micsui. [laienTn 3 iHCYIbTOM a00 TPaH3UTOPHOIO ineMiyHoIo aTakoro (TIA) B
aHaMHEe31 BUKIIOYAINCS 13 JOCIIIKEHHS.

I'pymna 1 3acrocoByBasa puBapokcadban y 103i 15 mr 1 pa3 Ha 1o0y (10 mr 1 pa3 Ha 100y U1 IAIIEHTIB 3
KkiipeHcoM kpeatuHiny 30-49 mi/xB) B komOiHamii 3 iHribiTopom penentopiB P2Y12. I'pyna 2
3acTOCOByBaja puBapokcabaH y 1mo3i 2,5 mr 2 pa3 Ha no0y y kxombOinamii 3 [IATT [moxagiiiHa
aHTUTPOMOOITMTApHA Tepallisi, HaMPUKIIA KIOMiA0rpesb y 1031 75 mr (abo aabTepHaTUBHUM 1HT10ITOP
penenitopiB P2Y 12) 3 Hu3bKOI0 103010 anerwicaninuioBoi kuciota (ACK)] mpotsirom 1 a6o 6, abo 12
MICSIIIB 13 HACTYITHUM 3aCTOCYBaHHSIM puBapokcabany 15 mr (abo 10 Mr st mamieHTiB 3 KIIPEHCOM
kpeatuHiny 3049 mi/xB) 1 pa3 Ha 100y y komOiHarii 3 Hu3pkoro q030t0 ACK. I'pyma 3 3acrocoByBana
inauBinyansHo migiopany o3y ABK y xombGinarii 3 [TATT mpotsirom 1 a6o 6, abo 12 micsiiB i3
HACTYITHUM 3aCTOCYBAaHHSM 1HAUBIAyabHO miaiOpanoi no3u ABK y komOinanii 3 Hu3bkoro 103010 ACK.
[lepBuHHa KiHIIEBa TOUKa Oe3MeKH — KIIHIYHO 3HavyIa KpoBoTeya criocrepiranacsa y 109 (15,7 %), 117
(16,6 %) ta 167 (24,0 %) mauieHTiB BiAnoBigHo y rpymi 1, rpyni 2 ta rpymi 3 (BP 0,59; 95 % A1 0,47-
0,76; p<0,001 Ta BP 0,63; 95 % JI 0,50-0,80; p<0,001 BimmoBimHo). BTopuHHa KiHIIEBa TOYKa
(xoMOiHalig cepLeBO-CyIMHHUX MOJil, cepleBO-CyIMHHOI cMepTi, 1HPapKTy Miokapaa abo 1HCYIbTY)
cnocrepiraiacs y 41 nmamienta (5,9 %), 36 (5,1 %) 1a 36 (5,2 %) y rpyni 1, rpymi 2 Ta rpymi 3 BiAMOBIIHO.
KoskeH 3 pe:xnMiB 3aCTOCYBaHHS pUBapoKcabaHy acoIiIOBABCs 31 3SHAYHUM 3HIDKEHHSIM PU3UKY KIIHIYHO
3HAYYIIMX KpoBOTEY MOpiBHsIHO 3 pexumMoM ABK y mamieHTiB 13 HekiamaHHow (GiOpusiieto
nepencepb, ski neperaecnu [IKB i3 BcTaHOBIEHHSIM CTEHTA.

Ocnosuoro meroro aociimkeraHas: PIONEER AF-PCI 6yna ominka 6e3neku. /lani moao epexTuBHOCTI
(BKITIOYArOUH TPOMOOEMOOIIYHI SIBUIIA) IS Ii€T MOMY ALl 0OMeXeHi.

JlikyBanns TI'B, TEJIA Ta npodinakTrka pennansi TI'B ta TEJIA

[Iporpama KIIHIYHUX JOCHI/KEHb pUBapoKcabaHy Oyna po3pobieHa 3 METO JAEMOHCTpaLii
e(eKTUBHOCTI pUBapoKcabaHy sK JIKapChKOTro 3aco0y /sl IEPBUHHOI 1 TpuBaioi Teparnii roctporo TI'B
1 TEJIA Ta nonepemxeHHs X peLyIUBIB.

VY X041 4OTUPHOX PaHIOMI30BaHUX KOHTPOJBOBAHUX KIIHIYHUX nociipkeHb (asu III Oymo BuBYEeHO
moHan 12800 mamientiB (mocmimkenns EINSTEIN DVT, EINSTEIN PE, EINSTEIN Extension ta
EINSTEIN CHOICE) Ta nomaTkoBO TpPOBEICHO 3BEICHHMM aHali3 3a 3aJaHUMU TapaMeTpaMu
nocmimkenb EINSTEIN DVT i EINSTEIN PE. 3aransHa TpuBaiicTh KOMIIJICKCHOTO JIIKYBaHHS B YCiX
JOCITIDKEHHSAX CTAaHOBUJIA MAKCUMYM 21 MiCSIIb.

VY nocaimxenni EINSTEIN DVT Busuanuce 3449 nauientis 3 roctpum TI'B 3 metoro nikyBanus TI'B Ta
nonepemkeHHss moBTopHOTo po3BUTKY TI'B 1 TEJIA (mamientun 3 kximiHiuHUMU nposiBamu TEJIA He




BKJIFOUAJIHCS Y 1€ JOCTi/KeHHs). TpHuBalicTh JIIKyBaHHS cTaHOBHIA 3, 6 1 12 MicAIiB, 3aJeXHO Bif
KJIIHIYHOI OI[IHKH JIIKapsl.

[TpoTsirom nepimx 3 THKHIB Teparii a1 gikyBanHs TI'B 3actocoByBaBcst puBapokcaban y 1031 15 mr
nBiul Ha 100y. Ilicas 3akiHYEHHS IIHOTO MEPIOay MALIEHTH OTPUMYBAIM puBapokcadaH y m03i 20 mr 1
pa3 Ha 100y.

VY nocmimkenni EINSTEIN PE BuBuanuce 4832 nanientu 3 roctpoto TEJIA 3 metoro nikyBanns TEJIA
ta npodinaktuku peruauBiB TI'B 1 TEJIA. TpuBamicte JiKyBaHHs cTaHOBWiIa 3, 6 Ta 12 wmicsmis,
3JIC)KHO B1J] KJIIHIYHOT OLIIHKY JIKapsI.

B sxocTti mepBunaHOI Tepamii roctpoi TEJIA 3acTocoByBanu puBapokcaban y 1031 15 Mr nBivi Ha 100y
MPOTSrOM TPHOX THOKHIB. Jlaii JiKyBaHHS MPOJOBKYBAJIOCh puBapokcabaHoM y 103i 20 mr 1 pa3 Ha 100y .
B 060x mocmimkennsax, EINSTEIN DVT ta EINSTEIN PE, nmopiBHsIBHI pe)KUMU JIIKYBaHHS CKIIATATACS
3 Teparii eHOKCamapuHOM HPOTSAroM NMpUHAWMHI 5 1HIB y KoMOiHaii 3 aHTaronicrom BiTaminy K mo
JTOCSITHEHHS TepanmeBTUYHOTO piarmasony [I[Y/MHB (>2,0). [Hami JikyBaHHS MPOJIOBXKYBaJIOCh
aHTaro"icroM Bitaminy K y 1031, HeoOXximHiii s miarpumku 3HadeHHs [TY/MHB y wmexax
TepaneBTUYHOTO aianazony 2,0-3,0.

VY pocnimkenni EINSTEIN Extension suBuanmucs 1197 mamientiB 3 TI'B a6o TEJIA 3 wmetoro
npodinaktuku moropHoro BunukHeHHsT TI'B 1 TEJIA. TpuBamicTs JiKyBaHHS JOJAaTKOBO CTAaHOBHMIIA 6
a0o0 12 micAwiB y mami€eHTiB, 110 3aBepimwin 6 ado 12-micsuHuil Kypc Tepanii BeHO3HOT TpoMOoeMOoutii,
3QJICKHO Bijl KJIIHIYHOI OIlIHKM Jikapsi. PuBapokcaban y mo3i 20 mMr 1 pa3 Ha m00y MOpiBHIOBaBCS 3
iame0o.

VY nocmimxenusax EINSTEIN DVT, EINSTEIN PE ta EINSTEIN Extension 3acTocoByBaJid OHAKOBI
MOTNEepeIHhO BH3HAUCHI NMEPBUHHI Ta BTOPUHHI MOKAa3HUKH €(PEeKTHBHOCTI. [IepBMHHHUM IMOKa3HUKOM
edexTuBHOCTI Oynu peruaneu BTE (BeHo3HOI TpoMO0emMO0ii), 3 KIIIHIYHUMH TTPOSIBAMU BU3HAUYCHI SIK
cykymHicTh moBTOpHOTO TI'B 260 netanbHoi un HeneransHOi TEJTA.

Bropunnuii noka3HuK eeKTUBHOCTI BU3HAYABCs K CyKynHicTh peruauBiB TI' B, neneransHoi TEJIA Ta
JeTaIbHUX BHUIAJKIB 3 YCIX MPHYUH.

V¥ nocmimkenni EINSTEIN CHOICE uBwanucs 3396 nartieHTiB 13 miaTBepkeHuM cuMmntomanM TT'B
ta/ab6o TEJIA 3 meroto npodinaktuku jeranbHoi TEJIA abo HeneTalbHOr0 CUMITOMHOTO MTOBTOPHOTO
BuHUKHEeHHS TI'B a60 TEJIA, sixi 3aBepuiig Kypc aHTUKOATyJISTHTHOT Tepartii TpUBaIiCTIO 6—12 MicsIIiB.
[NamieHTH 3 TOKa3aHHAM MJIi TPHUBAJIOi AHTUKOATyJISHTHOI Tepamii y TepameBTHUYHHX J03ax OyiH
BHUKJIIOUEHI 13 JOCHIIKeHHS. TpUBAIICTh JIIKyBaHHS CTaHOBWJA J0 12 MICAIIB 3aJeXHO BiJ
IHAMBIAYaTbHOI JaTu panmomizaiii (Memiana: 351 nens). PuBapokcaban y 1031 20 mr 1 pa3 Ha 1o0y ta y
1031 10 mr 1 pa3 Ha 100y nopiBHIoBayn 13 100 Mr arneTuiIcamnmIoBoi KUCIOTH 1 pa3 Ha 100y .
[lepBUHHUM TMOKa3HUKOM e(ekTuBHOCTI OyB cumnToMHUMA peruauB BTE, Bu3HaueHuit Sk CyKyIHICTb
noBropHoro TI'B a6o neransuoi un HenetansHOT TEJIA.

VY nocnimkenni EINSTEIN DVT (nuB. tabmuiio 3) puBapokca®aH HpOJEMOHCTPYBaB HE MEHIY
e(eKTUBHICTh, HI’K €HOKCAIapWH/aHTaroHicT BiTamiHy K 3a mepBHHHHMM MOKa3HUKOM €(EeKTHBHOCTI
(p<0,0001) (3a TMOKAa3HUKOM «HE MOCTYMAEThCS»); criBBiAHOMEHHS pusukiB: 0,680 (0,443-1,042),
p=0,076 (3a moOKa3HUKOM «IepeBepIrye). CriBBIIHOIICHHS PU3UKIB 32 TONEPEIHBO 33JaHO0 YHCTOIO
KIIIHIYHOIO KOPHCTIO (TIEPBUHHMIA MOKa3HUK €(EeKTUBHOCTI IUIIOC MAacHBHI KpoBoTeui) craHoBuio 0,67
[(95% I 0,47-0,95), nominanbHe 3HaueHHs p=0,024] Ha KOpUCTH puBapokcabaHy. 3HauenHs MHB
3HAXOIMIINCh B MEXax TEPareBTUUHOTO Jiana3oHy B cepennbomy 60,3% yacy npu cepenHiii TpUBAJIOCTI
mikyBanHs 189 nuiB Ta 55,4%, 60,1% 1 62,8% 4dacy B rpynax i3 3arI1aHOBaHOIO TPUBATICTIO JIIKYBaHHS 3,
6 i 12 wmicauiB BixmoBinHO. B rpymi, mo JikyBajlach €HOKcalmapuHOM/aHTaroHictoM BiTaminy K, He
BIIMIYE€HO YITKOT 3aJIe)KHOCTI MK PIBHEM CEPEIHHOTO Tepioay y TepaneBTuuHoMy mianazoni (I1T) B
HEeHTpi (Jac miATPUMAaHHS HUIHOBOTO Aiana3zony 3HaueHb MHB 2,0-3,0) B Tepumiisix 01HaKOBOT'O pO3Mipy
1 gactororo peuunuBiB BTE (p =0,932 ansa B3aemozii). B Mexxax HaWBHIIOTO TEPIWISA BIIMOBIIHO 10
LEHTPY CHIBBIAHOIICHHS PH3UKIB Yy pa3i mpuiloMy puBapokcabaHy B TMOpIBHSHHI 3 BaphapuHOM
cranoBuiio 0,69 (95% Al: 0,35-1,35).

YacroTa BUHUKHEHHS SBUII] OCHOBHOT'O MTOKa3HUKA 0e31eku (MacuBHI a00 KIIIHIYHO 3HAYYIII HEMACHBHI1
KpOBOTEYi) Ta BTOPHHHOTO TIOKa3HHWKa Oe3meku (MacHBHI KpOBOTedi) Oyja OZHAKOBOIO B 000X
TEpaneBTHYHUX TPYyIIax.



Tabmuus 3. Iloka3uuku epeKTUBHOCTI Ta 6e3meku 3a ganuMu pociimkeHss ¢asu I EINSTEIN DVT

[Tomynsmist JOCTiHKEHHS 3449 narieHTiB 3 CHMITOMHUM T'OCTPHUM TPOMOO30M TITHOOKUX
BEH
TepaneBTr4Hi 103U Ta TpuBaicTh | PuBapokcaban?® Enokcanapun/anTaronict pitaminy K°
3, 6 200 12 micamis | 3, 6 a6o 12 mics1iB
N=1 731 N=1 718
CumnTomHa peruauByioua BTE* 36 51
(2,1%) (3,0%)
Cumnromua penuausyroua TEJIA 20 18
(1,2%) (1,0%)
Cumnromuuit peunaupyrounii TT'B 14 28
(0,8%) (1,6%)
Cumnromui TEJIA i TT'B 1 0
(0,1%)
JleranpHa TEJIA/cmepTenbHi 4 6
BUIAJKU, Koy HasiBHICTH TEJIA (0,2%) (0,3%)
HE MOYKHA BUKJIIOUUTH
MacuBHa a0o0 KJIIHIYHO 3HAYYIIA 139 138
HEMacHBHa KpOBOTEYA (8,1%) (8,1%)
MacuBHi KpoBOTeuUi 14 20
(0,8%) (1,2%)

® PuBapokcaban 15 mr nBivi Ha 100y MPOTAroM 3 THKHIB 3 HACTYIIHHM 3aCTOCYBaHHSM 1034 20 MI' OAMH pa3 Ha
n00y.

> EHoKcamapyH IIOHaliMEHIIE MPOTArOM 5 JHIB, MiCHs IIOrO — aHTAroHIicT BiTamiHy K, 3aCTOCYBAaHHS SKOTO
MOYMHAETHCA B TIEPi0j] MPUHOMY €HOKCAIIApUHY .

* p < 0,0001 (mHe meHma epeKTUBHICTH 3a MONEPEAHBHO BU3HAYCHHM CIiBBIIHOIIEHHAM pHU3UKiB 2,0);
criBBigHOmeHHs pr3ukiB: 0,680 (0,443—-1,042), p = 0,076 («mepeBepuryey).

Y nocmimkenni EINSTEIN PE (muB. Tabmumio 4) puBapokcabaH IpPOJEMOHCTPYBaB HE MEHITY
e(eKTHBHICTb, HI’)K €HOKCAlapHH/aHTaroHicT BitaMiny K 3a nepBUHHUM MOKa3HUKOM €(EeKTUBHOCTI (p =
0,0026 (MOKa3HMK «HE TIOCTYIMAETHCs»); CHIBBiAHOmEHHS pusukiB: 1,123  (0,749-1,684)).
CriBBiJHOIICHHS PU3UKIB 32 MOMEPETHBO 32/1aHOI0 YUCTOI0 KIIHIYHOK KOPUCTIO (TIEPBUHHUN TTOKa3HUK
e(eKTUBHOCTI IUIIOC MacuBHI kpoBoteui) craHoBuwio 0,849 [(95 % [lI: 0,633-1,139), nomiHanbHe
sraueHHs p = 0,0275]. 3nauenns MHB 3naxonumuch B Mekax TEpareBTUYHOTO /1ialla30Hy B CEPEAHBOMY
63 % yacy npu cepenHiil TpuBajocTi JikyBaHHS 215 mHiB Ta 57 %, 62 % 1 65 % uacy B rpymax i3
3aIJTAHOBAHOKO TPHUBAIICTIO JiKyBaHHSA 3, 6 1 12 MicsamiB BiamoBigHO. B rpymi, mo mikyBaiach
€HOKCaIllapuHOM/ aHTaroHicToM BiTaminy K, He BiAMiu€HO YiTKOI 3aJ€KHOCTI MK PIBHEM CEPEIHBOTO
IIT/] y nentpi (4ac miaTpruMaHHs LTLOBOTO Aiana3zony 3HaueHb MHB 2,0-3,0) B Tepiuiisix 01HaKOBOTO
po3Mmipy 1 vactororo penumuBie BTE (p = 0,082 nmns B3aemonmii). B Mexkax HaWBUIIOTO TEPIUISL
BIJIMIOBITHO 10 IIGHTPY, CHIBBIJHOIICHHS PHU3UKIB Yy pa3i MpuiioMy puBapokca®aHy B MOpIBHSHHI 3
Bapdapunom cranoBuio 0,642 (95 % J1: 0,277-1,484).

YacroTa BUHUKHEHHS SBUII] OCHOBHOTO MTOKA3HUKA Oe3Meku (MacuBHI a00 KIIIHIYHO 3HAYYIII HEMACHBHI1
KpoBoTeyl) Oyja Jelo HUKYOI0 B IpyIli, 10 JiKyBanack puapokcadbanom (10,3 % (249/2412)), ik B
rpymi, 0 OTpUMYyBaja eHokcamapus/ aHtaroict Bitaminy K [11,4 % (274/2405)]. YacTtora siBUI
BTOPUHHOTO TIOKa3HHWKa Oe3Meku (MacHBHI KpOBOTedi) Oyja HUXKYOI B TPy, IO JKyBajach
puBapokcabanom [1,1 % (26/2412)], nixkx B rpymni eHokcanapuHy/ aHraroicra Bitaminy K [2,2 %
(52/2405)] 31 cniBBigHOMmeHHsIM pusukiB 0,493 (95 % MAl: 0,308-0,789).

Ta6muns 4. [Tokazauku eexTuBHOCTI Ta Oe3nexu 3a nanumu nociaipkeHHs ¢asu II1 EINSTEIN PE

[MonynsAuis JOCHIHKEHHS 4 832 mamientu 3 roctporo cumntomMuoo TEJIA
TepaneBTuyHi 1031 Ta TpUBaicTh | PuBapokcaban® Enokcanapun/ anTarosict Biraminy K°
3, 6 2060 12 micamiB | 3, 6 a6o 12 micsiiB
N =2419 N=2413
CumnromHa penuaupyroua BTE* 50 44




(2,1 %) (1,8 %)
Cumnromua peruaupyoda TEJIA 23 20
(1,0 %) (0,8 %)
Cumnromauii penuaupyrounii TI'B 18 17
(0,7 %) (0,7 %)
Cumnromui TEJIA 1 TT'B 0 2
(<0,1 %)
JleranpHa TEJIA/cmepTenbHi 11 7
BHITQJIKH, KOJIK HassBHICTH TEJIA He (0,5 %) (0,3 %)
MOHa BUKJIIOUUTH
MacuBHa a0o KJIIHIYHO 3HAYyIIA 249 274
HEMacHUBHa KpOBOTEYA (10,3 %) (11,4 %)
MacuBH1 KpoBOTEUi 26 52
(1,1 %) (2,2 %)
® PuBapokcabad 15 mr nBidi Ha 700y MPOTATOM 3 THXXKHIB 3 HACTYITHUM 3aCTOCYBaHHAM 1031 20 MT OAWH pa3 Ha

n00y.

® EHokcanmapyH IIOHAWMEHIIE MPOTATOM 5 JIHIB, MIiCIs [BOTO — AHTAroHicT BiTamidy K, 3acTocyBaHHS SIKOTO
MOYHMHAETHCA B NIEPi0]] MPUHOMY €HOKCAlapuHy.

* p < 0,0026 (me meHma e(eKTUBHICTH 3a IONEPEAHBHO BU3HAYCHHM CIiBBIAHOIIEHHAM pHU3UKiB 2,0);
criBBigHOIICHHS pu3ukiB: 1,123 (0,749—1,684).

Byno npoBeneno 3Bepenuil ananiz pesynbraTiB gociaimkeHs EINSTEIN DVT i PE 3a monepenHbo
BH3HAYCHUMH TTapaMeTpaMHu (JIUB. TAOIHITIO 5).

Tabmums 5. TlokasHwkn edEeKTUBHOCTI Ta OE3MEeKHM 3a JaHUMHU 3BEICHOTO aHali3y pe3yJbTaTiB

nocmijpkenb ¢asu 111 EINSTEIN DVT ta EINSTEIN PE
[Tonynsmist JOCTIHKEHHS & 281 marmienrt 3 rocrpum cumnroMauM TI'B a6o TEJTA
TepaneBTuyHi 1031 Ta TpUBaicTh | PuBapokcaban® Enokcanapus/ antarosict pitaminy K°
3, 6 200 12 micamiB | 3, 6 a6o 12 micsiiB
N=4150 N=4131

CumnTomHa peruauByioua BTE* 86 95

(2,1 %) (2,3 %)
Cumnromua penuausyroua TEJIA 43 38

(1,0 %) (0,9 %)
CumnromMHui peUUIUBYOUNN 32 45
TI'B (0,8 %) (1,1 %)
Cumnromui TEJIA 1 TT'B 1 2

(<0,1 %) (<0,1 %)
JleranbHa TEJIA/cmepTenbHi 15 13
BUMAJKU, Ko HasBHICTH TEJIA (0,4 %) (0,3 %)
HE MOKHA BUKJIIOUUTH
MacuBHa ab0 KJIIHIYHO 3HaAYyIIa 388 412
HEMacHBHA KPOBOTEYA (9,4 %) (10,0 %)
MacuBHi KpoBOTEUi 40 72

(1,0 %) (1,7 %)

® PuBapokcaban 15 mr nBivi Ha 100y MPOTAroM 3 THKHIB 3 HACTYIIHHM 3aCTOCYBaHHSM /1034 20 MI' OAMH pa3 Ha
n00y.

® EHokcanapyH IIOHAWMEHIIE MPOTATOM 5 JIHIB, MIiCIs OO — AHTaroHicT BiTamidy K, 3acTocyBaHHs SIKOTO
MOYMHAETHCA B TIEPi0j] MPUHOMY €HOKCAIapUHY .

* p < 0,0001 (me menma e(eKTHUBHICTH 3a IONEPEIHHO BH3HAUCHUM CITIBBIIHOIICHHSIM pPHU3UKIB 1,75);
criBBigHOMEeHHs pr3ukiB: 0,886 (0,661-1,186).



CriBBiJHOIICHHS PU3UKIB 32 MOMEPETHBO 32/1aHOI0 YUCTOI0 KIIHIYHOK KOPUCTIO (TIEPBUHHUN TTOKa3HUK
e(eKTUBHOCTI IJIIOC MACHBHI KpOBOTEY1) 3a JaHUMHU 3BeJeHoro aHanizy cranoBuio 0,771 [(95% Al:
0,614-0,967), HominanbHe 3HaueHHs p = 0,0244].

VY nocnimkerni EINSTEIN Extension (nuB. Tabnwuiio 6) puBapokcabaH MpoIeMOHCTPYBAB MepeBary Hajl
1anedo0 CTOCOBHO NMEPBHHHUX Ta BTOPHMHHUX IMOKa3HUKIB e(peKTUBHOCTI. YacToTa SBUIL T'OJIOBHOTO
MOKa3HUKa Oe3MmeKky (MacHBHI KPOBOTEY1) y MAIlIEHTIB, sIKI OTPUMYBaJId puBapokcadan mo 20 mr 1 pas Ha
100y, Oyna KIJbKICHO HE3HAuHO BHINOK, HDK Yy TMAIli€HTIB, sKI OTpUMYyBaimM Iuianebo. Yacrora
BUHUKHCHHSI SIBUI] BTOPMHHOTO TTOKa3HWUKAa Oe3meku (MacuBHI a00 KIIHIYHO 3HAYyIli HEMAaCHBHI
KpOBOTEYi) OyJia BUIIIOIO Y MAII€HTIB, sIKI OTPUMYBaJIu puBapokcabaH mo 20 Mr Ha 100y, HIXK y TAIli€HTIB,
AK1 OTPUMYBAJIH 11a11e00.

Tabmuus 6. IlokasHuku edexkTuBHOCTI Ta Oe3meku 3a naHumu gociikeHHs ¢asu I EINSTEIN
Extension

[Tomynsmist JOCTIHKEHHS 1197 narieHTiB, y SKHX MPOJOBKYBAIOCH JIIKyBaHHS a00
npodiTaKTHKA PEIMANBIB BEHO3HOI TPOMOOeMOoii
TepaneBTHYHI 703U Ta TPUBAICTH PuBapokcaban® [Tnamne60o
6 a00 12 micsmiB 6 abo 12 micsmis

N =602 N =5%
CumnTomHa peruausyioua BTE* 8 42

(1,3 %) (7,1 %)
Cumnromua pernuausyroua TEJIA 2 13

(0,3 %) (2,2 %)
Cumnromunii penuausyrounii TT'B 5 31

(0,8 %) (5,2 %)
Jleransna TEJIA/CMmepTenbHi BUNIAAKH, 1 1
konmu HasBHicTh TEJIA He MoxHa (0,2 %) (0,2 %)
BUKITIOUUTH
MacuBH1 KpoBOTEUi 4 0

(0,7 %) (0,0 %)
Kniniuno 3HAYYII HEMAacCHBHI 32 7
KpOBOTEY1 (5.4 %) (1,2 %)

 PuBapokcaban 20 Mr oauH pa3 Ha J100Yy.
*p <0,0001 («mepeBepuryey); criBBimHomenns pusukis: 0,185 (0,087-0,393).

VY nocnimxenni EINSTEN CHOICE (nuB. Ttabmuuto 7) puBapokcabaH y ngo3ax 20 mr ta 10 mr
IPOJIEMOHCTPYBAB IepeBary HaJl aleTHICATIIMIOBOIO KUCIOTO y 1031 100 MI CTOCOBHO NMEPBUHHHX 1
BTOPUHHUX TIOKa3HUKIB e(PeKTHBHOCTI. OCHOBHHMI NOKa3HHK Oe3mekd (MacuBHI KpoBoTeui) OyB
MoAiOHWI y TAaIli€HTIB, Kl OTPUMYBaJd puBapokcaban y m031 20 mr a6o 10 mr, mopiBHSHO 3
aIeTHJICATIIIIIIOBOIO KUCIIOTO Y 1031 100 Mmr.

Tabmuus 7. ITokaznuku edexTuBHOCTI Ta Oe3neku 3a nauumu gociipkenns ¢asu I EINSTEIN CHOICE

[Tomynsmist JOCTIHKEHHS 3396 martieHTiB 3 TPHUBAIOK MPOQITAKTUKOK ITOBTOPHOTO
BUHUKHEHHS TT'B
TepaneBTu4Hi 103U PuBapokcaban 20 mr | PuBapoxcaban 10 wmr| ACK 100 mr
1 pa3 Ha 100y 1 pa3 Ha 100y 1 pa3 Ha 100y
N=1107 N=1127 N=1131
Memaua  TpuBanocti TEpaml| 34q 1189 361 iwin | 353 [190-362] mi | 350 [186-362] mnis
[IHTEpKBapTHJILHUI Jl1ala30H |
CumnTomHa peruausyioua BTE* 17 13 50
(1,5 %)* (1,2 %)** (4,4 %)
Cumnromna penuausyroua TEJIA 6 6 19
(0,5 %) (0,5 %) (1,7 %)




Monmynsitist qoCiKEHHS 3396 marieHTiB 3 TPHUBAIOK MPOQPUIAKTHKOK MOBTOPHOTO
BHUHUKHEHHs TT'B
TepaneBTuyHi 1031 Pusapokcaban 20 mr | PuBapoxcaban 10 mr| ACK 100 mr
1 pa3 Ha 100y 1 pa3 Ha 100y 1 pa3 Ha 100y

N=1107 N=1127 N=1131
CuMnToMHUH peLUIUBYIOUNIA 9 8 30
TI'B (0,8 %) (0,7 %) (2,7 %)
Jleransna TEJIA/cmeprenbHi
BUIAJKHU, Koy HasiBHICTH TEJIA 2 0 2

’ (0,2%) (0,2%)
HE MOYKHA BUKJIIOUUTH
Cumnromna penuausyroua BTE,
iHpapkT Miokapay, 1HCYJIbT abo 19 18 56
CHUCTEMHa eMOOJIis 103a MeXaMu (1,7 %) (1,6 %) (5,0 %)
I[THC
MacuBHi KpoBOTeuUi 6 5 3
(0,5 %) (0,4 %) (0,3 %)
KiinidyHO 3Hauymii  HEMacHWBHI 30 22 20
KpOBOTEY1 (2,7) (2,0) (1,8)
Cumnromna peuuauBytoua BTE
ab0 MacuBHa KpoBoTeda (4UuCTa 23 17 >3
o (2,1 %)* (1,5 %)™ (4,7 %)

KJIIHIYHA KOPHUCTBH)

*p < 0,0001 («mepeBepurye») puBapokcaban 20 mr 1 pa3z Ha mo0y mnopiBasiHO 3 ACK 100 mr 1 pa3 Ha no0y;
criBBigHOmeHHs pr3ukiB = 0,34 (0,20-0,59).

**p < 0,0001 («mepeBepirye») puapokcadan 10 mr 1 pa3z Ha 100y mnopiBasHO 3 ACK 100 Mr 1 pa3 Ha mo0y;
criBBigHOmEeHHs pu3ukiB = 0,26 (0,14—0,47).

* PuBapokcaban 20 mr 1 pa3 Ha 100y mopiBastHO 3 ACK 100 Mmr 1 pa3 Ha 100y; cmiBBigHOMmCHHS pu3ukiB = 0,44
(0,27-0,71), p = 0,0009 (HOMiHANBHE).

" Puapokcaban 10 mr 1 pa3 Ha 100y mnopiBasiHO 3 ACK 100 mr 1 pa3 Ha 100y; criBBifgHOImEHHs pu3ukis = 0,32
(0,18-0,55), p < 0,0001 (HOMiHANBHE).

HonatkoBo no pocinimkeds Il ¢asu mporpamm EINSTEIN Oyno mnpoBeneHO NPOCHEKTHBHE
HEIHTEpBEHIIiTHEe Binkpute KoroptHe mociimkeHHs (XALIA) i3 meHTpani30BaHOO OIIHKOIO KIHIIEBHX
TOYOK, BKIIOUatoun peruauBu BTE, cepiio3Hi kpoBoTedi Ta jeTaiabHi BUMAAKU. J{1s BUBUEHHS Oe3MeKu
JIOBrOTPUBAJIOTO 3aCTOCYBaHHS PHUBApOKcal0aHy y KIIHIYHINA MPaKTUIl Y TOPIBHSHHI 3 TPaIUIIHHOIO
AHTHUKOATYJIIHTHOIO TEPAIli€lo B JOCHIKEHHs Oyio BKIodeHo 5142 manientu 3 roctpum TI'B. ¥V rpymi
puBapokcabaHy uacToTa cepilo3HuXx KpoBoreu crtaHoBuia 0,7 %, peummuyrodoro BTE — 1.4 %,
JeTadbHUX BUMAAKIB 3 ycix npudnH — 0,5 %. Y BUXITHUX XapaKTepUCTHKAX MaIl€HTiB OyJIX BIAMIHHOCTI,
BKJIIOYAIOYM BIK, OHKOJIOTIYHI 3aXBOPIOBAaHHS Ta HHUPKOBY HEIOCTATHICTh. /[l KopuUTryBaHHS
BIIMIHHOCTEH Yy BHUXIJHHX XapaKTEpPUCTHUKaX OyJO 3aCTOCOBAHO TONEPEAHbO 3arylaHOBAHHA
cTparudiKoBaHUI aHaJi3 32 KOe(PIIIEHTOM CXUIBLHOCTI, ajie, He3BaKAI0UH Ha 11€, 3ATHIIKOBE BlAXUIICHHS
MOKe BIUIMBATH Ha pe3ynbTart. [Ipu 3acrocyBaHHI puBapoKcOaHy B MOPIBHSAHHI 13 TPaJULIHHOIO Teparti€eio
CKOPHUTOBaHI1 BITHOIICHHS PU3UKIB Cepi0o3HUX KpoBoTed, peruanByouoi BTE Ta netanpHUX BUTIAAKIB 3
yCiX MPUYHH CTaHOBISATH BianosigHo 0,77 (95 % I 0,40-1,50), 0,91(95 % I 0,54-1,54) Ta 0,51 (95 %
NI 0,24—1,07). L1 pe3ynpTatl y KIIHIYHIA TPAKTHUIl BIAMOBIIal0Th BCTAHOBJICHOMY Tpodisito Oe3neku
JUTSL TAHOTO TTOKA3aHHS.

VY micnsipeecTpalliiHoMy HEIHTEPBEHIIIMHOMY MOCTiKeHHI 3a ydacti moHan 40000 mamieHTiB 6e3
OHKOJIOT1YHHMX 3aXBOPIOBAHb B aHAMHE31 3 YOTHUPHOX KpaiH pUBapoOKcabaH MpU3HAYAIH JUIS JIKyBaHHS
a6o npodiraktuku TI'B 1 TEJIA. Yacrora noxniii Ha 100 marieHTO-pOKIB JJIi CHMITOMHUX/KIIHIYHO
BupaxxeHnx BTE/TpomOoeMO01iuHuX MO/iH, 1110 IpU3BEH A0 rocmitanizanii, koausanacs Big 0,64 (95%
J110,40-0,97) y Benuko6puranii g0 2,30 (95% A1 2,11-2,51) y Himeuunni. KpoBoTteui, 1110 npu3Benu 10
rocriranizaiii, BUHUKanu 3 gactororo momii 0,31 (95% Ml 0,23-0,42) na 100 mamieHTO-pOKiB ISt
BHYTpilIHbOUEpenHoi kposoreyi, 0,89 (95% Ml 0,67-1,17) nis mumyHKOBO-KUIIKOBOI KpoBoTeui, 0,44
(95% 11 0,26-0,74) nns yporeHitanbaoi kpoBotedi Ta 0,41 (95% 1 0,31-0,54) anst iHmmX KpoBOTEH.
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Jixyeanus TI'B ma npoghinaxmuxa peyuoueie TI'B y nediampuunux nayienmis

3aramom 727 miter 3 miaTBeppkeHoro roctpoto BTE, 3 saxux 528 oTpumyBanu puBapokcabaH, Oyiu
JOCIIJIKEHI B 6 BIIKPUTUX 0araToLeHTPOBUX MEAIaTPUYHHUX JOCITIKEHHX. J[03yBaHHS 3 ypaXyBaHHIM
Macy Tijla y TAIll€HTIB Bl HapOJDKEHHA 10 18 pOKIB MPU3BOAMIIO JI0 €KCIO3HIli puBapoKcabaHy,
noiOHOT 10 Ti€l, M0 crocTepiranacs y Aopocnux namieHTtis 3 TI'B, siki oTpuMyBanu puBapokcadbaH y
1031 20 Mr 1 pa3 Ha 100y, gk miaTBepKkeHo B gochimkeHH1 1 dasu (muB. po3ain «DapMaKkOKiHETHKA ).
Hocnimkenns 11 ¢azu EINSTEIN Junior — 1me paHmomizoBaHe, aKTHBHO-KOHTPOJIbOBAHE BiJKpHUTE
0araToreHTpoBe KIHIYHE TOCHIKEHHs 3a ydacTio 500 mamieHTiB memiaTpudHoi rpynu (BIKOM BiJ
Hapo pKeHHs 10 < 18 poki) 3 miarBepkeHoto roctporo BTE. Byno Bkirodueno 276 miteit Bikom Bix 12
1o < 18 pokis, 101 gutuna Bikom Big 6 10 < 12 pokiB, 69 miteit BikoM Bix 2 10 < 6 pokiB Ta 54 TUTUHU
BiKOM < 2 POKIiB.

[Tonist BTE xnacudikysanacs sik: BTE, nos’si3aHa 13 3acTOCYBaHHSIM LIEHTPATBHOTO BEHO3HOT'O KaTeTepa
(IIBK-BTE; 90/335 narieHTiB y rpymi puBapokcadany, 37/165 mamieHTiB y TpyIii TOPiBHSHHS); TPOMOO03
uepebpanbaux BeH Ta cunycis (TLHBC; 74/335 namienTiB y rpymni puBapokcabany, 43/165 narieHTiB y
TpyIi MOpiBHsIHHSA); Ta Bei 10, BKitodaroun TT'B ta TEJIA (me-LIBK-BTE; 171/335 narienTiB y rpymi
puBapokcabany, 85/165 mauieHTiB y rpymi nopiBHsSHHs). HalgacrtimmM nposiBoM TpomOo03y y IiTei
BikoM Bif 12 10 < 18 pokiB 6yB He-LIBK-BTE y 211 (76,4%); y niteit Bikom Biz 6 10 < 12 pokiB Ta BIKOM
BiZ 2 110 < 6 pokiB 0yB TLIBC: y 48 (47,5%) Ta 35 (50,7%) BiamoBigHO; a y aiteit BikoM < 2 pokiB OyB
IBK-BTE: y 37 (68,5%). Y rpyni puBapokcabany He Oyio aited BikoM a0 6 micsuis i3 TLBC. V 22
narienTiB 13 TUBC Oyna indexuis [THC (13 narienTiB y rpymni puBapokcabany Ta 9 maiieHTiB y rpyrmi
MTOPIBHSIHHS).

VY 438 (87,6%) niteit BTE cripoBokyBanu cTiiiki, TpaH3UTOPHI a00 OJTHOYACHO CTiHKiI Ta TPaH3UTOPHI
(hakTOpH PU3UKY.

[TamieHTH OTpUMYyBaJIM TIIOYAaTKOBE JIKYBaHHSA TepameBTHUHUMH go3amu  HO®I, HMI  ab6o
(dboHTanapHUHYKCY MPOTATOM IIOHAWMEHIIe 5 MHIB 1 OyJu paHIOMI30BaHl y CHiBBigHOMmICHH] 2:1 mis
oTpuMaHHs a00 puBapokcabaHy B J03yBaHHI BIANOBITHOMY 10 MacH Tina, a0 10 Tpynu MOPiBHAHHSA
(orpumyBanu renapuau, ABK) mpoTsrom 3 MmicsIiiB OCHOBHOTO TI€pioay JIKYBaHHS Yy JOCIIKEHHI
(mpotsirom 1 wmicsiug st aitet < 2 pokiB 3 LIBK-BTE). Hanpukiniii OCHOBHOTO Mepiofy JiKyBaHHS Y
JOCITIDKEHHI JIIarHOCTHUYHE Bi3yasizaiiiiHe OOCTEeKEHHs, sKe pOOWJIM TpH BKJIIOYECHI TallieHTa B
JOCIIJIKEHHS1, TOBTOPIOBAJIH, SKIIO 11€ OyJI0 KIIHIYHO MOXIUBO. JochimKyBaHy Tepamito MokHa 0yJi0
MPUTIMHUTH HA IbOMY €Tarli ab0 Ha po3Cy A JOCIITHHUKA TPOIOBKUATH HAa TEPMiH 10 12 MicCsIiB (7151 HiTei
<2 pokiB i3 IBK-BTE — 10 3 micsiiiB).

OCHOBHUM TOKa3HUKOM edekTuBHOCTI Oyma momis cumnrtoMHoro peruauBy BTE. OcHoBHuM
MOKa3HUKOM Oe3neku Oylia CyKyHHICTh MOJIN BEJIMKOI KPOBOTEYI Ta KIIIHIYHO 3HAYYIIOi HEBEIHKOI
kpoBotedi (K3HBK). Vci pesynbraTi 1mo10 eheKTUBHOCTI Ta Oe3Mmekn OyJid IEHTPai30BaHO OIIHEHI
HE3AIEKHUM KOMITETOM, SIKHH HE NMpU3HaYaB JIKyBaHHA. Pe3ynbTaTtu moao e(eKTUBHOCTI Ta Oe3neKku
nokasadi B Tabmumax 1 1 2 HKue.

[Tosropui BTE Bunukmu y rpyImi puBapokcadbany y 4 i3 335 mamieHTiB Ta y Tpymni NOpiBHAHHA y 5 13 165
namienTiB. CykymHicTh mofii Benukoi kpoBoteui Ta K3HBK Oyna 3apeectpoBana y 10 i3 329 nartieHTiB
(3%), axi orpumyBanu puBapokcabaH, Ta y 3 i3 162 mamientiB (1,9%), sxi oTpuMmyBanu mpenapar
nopiBHsHHS. [lomii, 1O CKIaAarOTh TOKA3HWK YWCTOI KIIHIYHOI KOPHUCTI (CyKyNHICTH TOJIN
cumniromHoro peunauBy BTE Tta cepito3noi kpoBoTeui), 3apeecTpoBaHO y TPyIli puBapokcadany y 4 i3
335 marienTiB Ta y 7 13 165 mamieHtiB y rpyni nopiBHsHHA. CTymiHb pekaHamizarmii TpoMOy, II0
kiacu(ikoBaHUH K «HOpMai3allis» Ipu MOBTOPHiH Bisyanizamii coctepiraBes y 128 i3 335 mariieHris,
SIKI OTPUMYBAJIM JIIKyBaHHS puBapokcabaHoMm, Ta y 43 i3 165 mamieHtiB — y rpymi nopiBHsHHA. i
pe3yabTaTu Oyiu B IIIIOMY TOJIOHUMU cepell BIKOBUX IpyIl. Y rpymi puBapokcabany 6yio 119 (36,2%)
niTeil 3 OyAb-SIKHMH KpPOBOTEUaMH, 1110 BUHUKIM MiA 4ac JiKyBaHHA, 1 45 (27,8%) niteit — y rpymi
MOPIBHSHHSL.

Tabnuus 8. Pe3ynpTatu epeKTHBHOCTI B KiHIII OCHOBHOT'O TIEpi0ly JiKYBaHHS

SiBuine PuBapokcadan Ipenapar
N=335* NOPiBHAHHA
N=165*
Pennmue BTE (ocHOBHMIA TOKa3HUK €(DEKTUBHOCTI) 4 5
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(1,2%; 95% I
0,4% — 3,0%)

(3,0%; 95% J1I
1,2% - 6,6%)

CykynHicTh mofmiii cumnToMHOro peuuausy BTE +
O0C3CHMIITOMHOTO  TIOTIPIIIEHHS  TpH  TOBTOPHOMY
Bi3yaui3auiiHoMy 00CTEXKEHHI

5
(1,5%; 95% 11
0,6% — 3,4%)

6
(3,6%; 95% 11
1,6% — 7,6%)

CykymnHicTh Tomii cumnTomHoro peruauny BTE +
0E3CMMIITOMHOTO TOTIPIIEHHS + BIACYTHICTh 3MiH MPH
MMOBTOPHOMY Bi3yalli3allitHOMY OOCTEKESHHI1

21
(6,3%; 95% I
4,0% — 9.2%)

19
(11,5%; 95% JII
7,3% — 17,4%)

Hopmamizaniss mnpu  HOBTOPHOMY  Bi3yali3amiifHOMY
00CTeXeHHI

128
(38,2%; 95% M1
33,0% - 43,5%)

43
(26,1%; 95% M1
19,8% - 33,0%)

CykymnHicTh onii cumntomaoro peuuauy BTE + Benuka
KpoBOTeYa (YKMCTA KIIHIYHA KOPUCTH)

4
(1,2%; 95% I
0,4% - 3,0%)

7
(4,2%; 95% JII
2,0% - 8,4%)

JleranpHa a0o0 HeleTanbHA JIErEHEBA eMOOJTIs

1
(0,3%; 95% 11
0,0% — 1,6%)

1
(0,6%; 95% 11
0,0% — 3,1%)

* [loBHa MHO>KHIHA TTAITI€HTIB IS aHAITi3y, yCi MiTH, sSKi OyJIM paHaoMi30BaHi.

Tabmums 9. PesynbraTtu 6e3mexu B KiHIII OCHOBHOTO MEPIOAY JIKYBaHHS

(OCHOBHMII MOKA3HHUK OE3MEKN )

(3,0%; 95% I
1,6% - 5,5%)

PuBapokcadan IIpenapar
N=329* MOPiBHSIHHSA
N=162*
Cykynuicteh mogiii  Bemukoi kpoBorewi + K3HBK 10 3

(1,9%; 95% JII
0.5% - 5.3%)

Benuka xpoBoTeua

0
(0,0%, 95% JII
0,0% - 1,1%)

2
(1,2%; 95% A1
0,2% - 4,3%)

Bynb-siki KpoBOTEUi, BUKJIMKAHI JIIKYBaHHSIM

119 (36,2%)

45 (27,8%)

* Tlommysiist maIieHTiB I aHami3y O0e3IeKH, yCi JITH, sIKi OyJIM paHA0Mi30BaHiI Ta OTpUMAJIH MpuHANMHI 1 103y
JOCIIKYBAHOTO JIKapChKOr0o 3aC00y.

[Tpodins edekTUBHOCTI Ta O6€3MeKkn puBapokcabany OyB 3HAYHOIO MIPOIO MOJIOHUM MIXK TE[1aTPUIHOIO
nonyssaniero 3 BTE ta nopocnoto nmonymsmiero 3 TI'B/TEJIA, onnak yactka cy0’€KTiB 13 OyIb-IKOIO
KpoBOTe4Yeto OyJa BUIO0 y neaiarpudHii momyssiii BTE mopiBasHO 3 gopocinoro nomyssiieto TT'B/TE.
[NarieHTH 3 TO3UTUBHUMHU PE3yJIbTaTaMH TECTY JUISl TPhOX aHTH(OCHOMIMITHAX AHTUTLT

PuBapokcaban 0yyio mopiBHSHO 13 Bap(paprHOM y MAIIEHTIB 3 TPOMOO30M B aHaAMHE31 3 1arHOCTOBAaHUM
aTudochomimgaum cuaapomMoM (APC) 3 BUCOKHM PU3UKOM TPOMOOEMOONIIYHHUX SBHI (IIO3UTHUBHI
pe3yabTaTH JJIsg  BCIX TpbOX aHTU(OCHOIMIIHUX AHTHTUL: BOBUYAKOBHH  aHTHKOATyJISHT,
AHTUKAP/IIOMIMIHOBI aHTHUTLIA, aHTU-0€Ta-2-TIIKONPOTEiH | aHTUTINA) y paHIO0MI30BaHOMY BiIKPUTOMY
MYJIBTHIIEHTPOBOMY CIIOHCOPOBAaHOMY JOCHIJTHUKAMH KIIHIYHOMY BUIPOOYBaHHI 13 «3aCIIIJICHOIO»
OIIIHKOO KiHIIEBOi TOUKH. JlocaimKkeHHs OyJI0 MPUITMHEHO JOCTPOKOBO Micis BKiroueHHs 120 marieHTiB
BHACIIIJIOK 3pOCTaHHS YaCTOTH TPOMOOEMOOJIIYHUX SIBUI y TAlLi€HTIB, SKI MpUAMaiu puBapokcalaH.
CepenHiii mepioJ; CIIOCTEPEKEHHS CTaHOBUB 569 nHIB, 59 marlieHTiB OyJ0 paHIOMI30BaHO B TPYITY
3aCTOCYBaHHS puBapokcadany B 1031 20 mr (15 Mr mys mamieHTiB 3 KiipeHcoM KpeaTuHiHy < 50 Mir/xB) i
61 — Bapdapuny (MHB 2,0-3,0). Tpom6oTuyHi siBuma Oynu y 12 % mnaiiieHTiB, paHJOMI130BaHUX B FPYIY
3aCTOCYBaHHA pHUBOpoKcabany (4 imemiyHuX 1iHCynbTH Ta 3 iH(papkT Miokapaa). He Oymo
3apeecTpoOBaHO TPOMOOEMOOIYHUX SIBHIN y TAIIEHTIB, PAHIAOMI30BAaHUX B TPYMy 3aCTOCYBaHHS
Bapdapuny. Benuki kpoBotedi cioctepiranucs y 4 nauieHTis (7 %) rpynu puBapokcadbaHy Ta 2 MaIli€eHTiB
(3 %) rpymnu Bapdapuny.

3acToCyBaHHS ITIM

€Bpornelicbka MeMYHA areHIlis BIAIMOBWIIACH BiJ] paBa BUMAaraTi BUKOHAHHS 3000B’s13aHHSI CTOCOBHO
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MOJIAaHHs Pe3yJIbTaTiB AOCHI/PKEHb 13 3acTocyBaHHS KcapenTo® B ycix MiArpymnax mHpeacTaBHUKIB
JTUTSYO]1 TTOMYJISIIIIT U151 JTIKyBaHHS TPOMOOEMOOIIIYHUX YCKIIaIHEeHb. [J1s1 03HallOMIIeHHS 3 1H(pOpMaIIi€lo
PO 3aCTOCYBAHHS JIKaPCHKOTO 3aCO0Y JITSAM JAUB. PO3ALT «[liTh».

Dapmakokinemuxa.

BcMokTyBaHHS

Hacrynna indopmariis ocHoBaHa Ha JaHUX, OTPUMAHHUX Y JTOPOCITHX.

PuBapokcabaH IIBHIKO BCMOKTYEThCS; MakcuMasibHa KOHLEHTpamis (Cmax) JOcsTaeThes yepe3 2—4
TOJIMHU TICIISA TPUHOMY TaOJIETKHU.

AbcomtoTHa 010A0CTYNHICTh pUBapOKCabaHy Miciisl 3aCTOCYBaHHS J03M BHUCOKA 1 cTaHOBUTH 80—100 %
i Tabnerok mo 2,5 mr ta 10 Mr, He3anexxHo Bi mpuiiomy Tki. CrokuBaHHS 1K1 HE BIUIMBAaE Ha
noka3zauku AUC (Tomma il KpUBOIO 3aJI€KHOCTI KOHIIEHTpaIlis — 4ac) a00 Cmax puBapokcabany y 1031
2,5 mr ta 10 Mr.

[Tpu mpuitomi HaTIIe y 3B 3Ky 31 3HMKCHHSIM BCMOKTYBaHHS JJIA TaOJeTOK puBapokcabany mo 20 mr
Oyna Bu3zHaueHa OionoctynHicTh 66 %. [Ipu 3acTocyBanHi puBapokcadbany o 20 Mr pa3oM 3 1xero 0yio
BCTaHOBJIEHO, 110 cepeaHiil moka3Huk AUC 30umbiryeThest Ha 39 %, MOpIBHSAHO 3 MPUITOMOM TabIETOK
HATIIE, II0 BKa3ye Ha Mailke MOBHE BCMOKTYBAaHHS 1 BHUCOKY O10JOCTYHHICTH NpHU IMEPOPATHLHOMY
npuiiomi. PuBapokcaban mo 15 mr i 20 Mr ciig npuidiMaty mija yac BKUBaHHS k1 (quB. po3ain «Crmocio
3aCTOCYBAHHS 1 JIO3U»).

dapmakoKiHETHKA pUBapoKcabaHy HaAOIMKAETHCS 110 JIHIHHOI MPH 3aCTOCYBaHHI y 103ax 10 15 mr 1 pa3
Ha 00y Hatmie. [Tpu npuitomi mix yac BXXUBaHHS DXi (hapMaKkoKiHETHKa TabJeTOK puBapokcadbany 15 mr
1 20 MT € IpOMOPIIIHHO 3aJIeKHOIO Bif 103u. [Ipy BUKOpHCTaHH] BUIIUX 7103 a0COpOIlisi puBapoKcabany
OOMEXy€eThCSl TTapaMeTpaMH PO3YMHHOCTI, MPH IbOMY Ha TJi BUIIMX J03 BiJ3HAYAE€THCS 3HUIKECHHS
010/I0CTYITHOCTI Ta CTYTEHSI BCMOKTYBaHHS.

dapmakoKiHETUKAa pUBapoKcabaHy XapaKTepU3yeThCsS IOMIPHOIO MIHJIMBICTIO; iHAMBITyalbHA
BapiabenpHICTh (BaplauiiHuil KoedinieHT) ctaHoBUTH Bix 30 % 10 40 %.

BcMokTyBaHHS puBapokcaOaHy 3aeKHUTh BiJ] MICIS BHBUIBHEHHS JIKapChKOTo 3aco0y y HUTyHKOBO-
KHUIIKOBOMY TpakTi. Binznauaetses 29 % 1 56 % 3umxeHHst AUC 1 Cpax IpU 3aCTOCYBaHHI T'paHyJIsTa
puBapokcalaHy, 3 BUBIJIbHEHHSAM JiI0401 PEYOBUHH Y IMPOKCUMAIBLHOMY BiJUIUJII TOHKOTO KHUIIKIBHHKA
MOPIBHSAHO 3 TabjeToBaHO (hopMoro. EKCrio3uilisi 3MEHITY€EeThCs I1ie O1TbIe TPY BUBUIBHEHHI JIFOYO1
PEUYOBHMHU y IUCTAIBHOMY BIJJIJII TOHKOTO KHIIEYHHKY UM BUCXITHIA YacTWHI 000J0BOT KHIITKH.
Heo0OximHO yHUKAaTH BBEJCHHS pUBAPOKCA0aHy MUCTAIBHIIIE TUTYHKA, OCKUIBKH 11€ MOYKE TIPU3BECTH JI0
3HMKEHHSI BCMOKTYBAHHS Ta BiAMOBIIHOTO BIJIMBY Ha €KCIO3HIIIIO.

biomoctymHicTs (AUC 1 Cmax) ¥ pasi 3acTocyBaHHs puBapokcabany 20 Mr mepopajibHO Yy BHUIJISIIL
nopiOHeHOI TalneTku, 3MiIanoi 3 s0IydHUM miope abo BOJOI0, BBEICHOI Yepe3 NUTYHKOBHH 30H
olpasy Ticis pigkoi Dki, Ta y pa3i mpuidomMy Iiioi TabneTku Oyna MOpiBHsSHOK. BpaxoByroun
nepeadavyBaHUM JTO30MPONOPUIHHUA (apMaKOKIHETHUHUM Tpodiib puBapokcabaHy, pe3yJbTaTH
JAHOTO JOCTIHKEHHS 3 010I0CTYITHOCT1, IMOBIPHO, MOKYTh CTOCYBATHCS 1 HUKYHX 7103 pUBapoKcabaHy.
Ileoiampuuni nayienmu

JlitTn oTpuMyBanu TabJIETKy puBapoKcabaHy abo CYCIEH31I0 i MepopaIbHOTO 3aCTOCYBaHHS ITiJT Yac
a0 6e3mocepeIHbO MiCIs rOAyBaHHS a00 MPUHOMY i1 Ta 3 TUTIOBOIO OPIIEI0 PIMHHU JUIsI 3a0€31eYeHHS
HaJIAHOTO J03yBaHHS JITAM. SIK 1 y TOpOCTUX, pUBAPOKCAOaH JIETKO BCMOKTYETHCS TICIS IEPOPATHHOTO
NpUoMy y BUTJISI1 Ta0JIeTOK a00 TpaHyJ1 JUIst MPUTOTYBAaHHS CYCIEH311 I TepOpajIbHOT0 3aCTOCYBaHHS
y niteid. Pi3HUIN y MIBUAKOCTI BCMOKTYBaHHS a00 B CTYIEHI BCMOKTYBaHHS MiX TaOJETKOIO Ta
rpaHyjIaMy JJsl IPUTOTYBaHHS CYCIEH31i JJIs MepopaibHOIo 3aCTOCYBaHHs He crioctepiranocs. Hemae
nanux npo DK micns BHYTPINTHROBEHHOTO BBEICHHS ITSM, TOMY aOCOJIOTHa O10J0CTYITHICTh
puBapokcalaHy y aiteii HeBioma. byiio BUsBIEHO 3HMKEHHS BITHOCHOI 010/J0CTYITHOCTI ITPH 301IbIICHH]
103 (y MI/KT MacH Tijia), IO CBITYUTH PO OOMEKEHHS BCMOKTYBaHHsSI MPU BHUINUX J03aX, HABITh MPHU
OJTHOYACHOMY MpHUIioMi 3 DKeEIO.

PuBapokcaban tabnerku mo 15 ta 20 Mr ciija npuiiMaTy mij yac ToAyBaHHS abo Mij yac mpuioMy ki
(muB. po3nin «CmociO 3acTOCyBaHHS Ta 03U ).

Poznoain

3B’A3yBaHHs 3 OUIKaMU IJIa3MH y JIOPOCIUX € BUCOKMM 1 CTaHOBUTH OMU3bKO 92-95 %, mpu mpomy
OCHOBHUMH 3B’S3yIOYMM KOMIIOHEHTOM € CHPOBATKOBHM ainbOyMmid. O0G’eM po3mojaily — MOMIpHHUIA,
MOKa3HUK Vss (00’€M po3noainy B piBHOBRXXHOMY CTaH1) CTaHOBUTH Maiixke 50 .
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Ilediampuuni nayienmu

JaHi in vitro He BKa3ylOTh Ha CYTTEBI BIAMIHHOCTI y 3B’ sI3yBaHHI puBapokcabaHy 3 O17IKaMu T1a3MHu KpOBi
y JgiTeii pIi3HUX BIKOBUX Tpyn 1 mOpiBHAHO 3 jgopociumu. Hemae panux mnpo DK micns
BHYTPIIITHLOBEHHOTO BBEJCHHSI pUBapOKcabaHy MITAM. VSS, OIIIHEHUH 3a JOMOMOTOI MOMYJISIIHHOTO
MO/JICJIIOBaHHS (papMaKOKIHETHKH Yy HiTeil (miama3zoH Biky Bix 0 mo < 18 pokiB) micis mepopanbHOTO
3aCTOCYBaHHsI pUBapoOKcabaHy, 3aJISKUTD BiJ] MACH TiJia 1 MOXKE Oy TH OMMCAHO aIOMETPUYHOIO QYHKIIIEI0,
13 cepeHiM 3HavyeHHsAM 113 11 1s cy6’exTa 3 Macoro Tina 82,8 Kr.

MeTa60113M 1 BUBEJICHHS 3 OPTaHi3My

VY nmopocnux maibke 2/3 MPUHHATOI 103W pUBApOKCabaHy METabOi3y€eThCS 3 HACTYITHUM BHUBEICHHSIM
MOJIOBUHU METa0O0IITIB HUPKaMH, a 1HIIO1 MOJIOBUHU — 3 KasioM. Perra (1/3) mpuitHITOT 103U BUBOJUTHCS
0e3rocepelHb0 HUPKAMU Y BUTJISIII HE3MIHEHOI J1I0Y0i PEYOBHMHHU 13 CEUCI0 TMEPEBAXKHO MUITXOM
aKTUBHOI HUPKOBOI CEKpeLii.

Mertabomni3zm puBapokcabany 3adesneuyethes i30pepmentamu CYP3A4, CYP2J2 ta He3ane:xxHUMH Bij
cucremu nutoxpomy CYP mexanismamu. OCHOBHMMH JAUISIHKaMH OioTpaHcdopmarii € Mop¢oiHoBa
rpyIa, 1o 3a3Ha€ OKMCHOTO PO3KJIAaJaHHs, Ta aMiAHI TPYyNH, SKi MJISATAl0Th Tiapoidy. Buxomsun 3
OTpPUMAaHUX in Vitro JaHUX, puBapoKcabaH € cyocTpaToM TpaHCHOPTHUX OukiB P-gp (P-riikomporein) Ta
Bcerp (61510k pe3uCTEeHTHOCTI 10 paKy MOJIOYHOT 3aJ103H).

HaiiBa)x1MBiIIOO CHOMIYKOIO B TUIa3Mi KPOBI JIIOAMHU € HE3MIHEHUH puBapoKcabaH, MpH I[bOMY 3HAYHI
a00 aKTHBHI IHMPKYJIIOOYl MeTaboniTH He BHsBICHI. PuBapokcabaH, CHCTEMHHH KIIIPEHC SKOTO
CTaHOBHUTH Oym3bko 10 n/ron, mMoxke OyTH BiTHECEHUH 0 JIKAapChKUX 3ac00IB 3 HU3BKUM pIBHEM
kiipency. Ilicims BHYTPIIIHBOBEHHOTO 3aCTOCYBaHHs J03W | MT TepioJi HAiBBHBEACHHS CTAHOBHTH
6mu3pKo 4,5 roaunu. [pu nepopanbHOMY 3aCTOCYBaHHI BUBEIEHHS 00MEXYEThCS IIBUAKICTIO a0copOIii.
[Tpu BuBeneHHI puBapokcabaHy 3 MJIa3MH TePMiHAIBHHUI TIEPi0/1 HAITIBBUBEICHHS CTAHOBUTH B 5 110 9
TOJIUH Y MOJIOUX MaiieHTiB Ta Big 11 10 13 roguH y ocib TTHROTO BIKY.

Ilediampuuni nayiecnmu

JlaHi mo10 MeTaboi3My, XapakTepHOro i AiTel, BiacyTHi. Hemae nanux npo ¢apmMakoKiHETHUKY IMiCIIs
BHYTpPIIITHROBEHHOTO BBEJCHHS pHUBapokcabany miTsaMm. KiipeHc, oIiHeHWH 3a JOMOMOTOIO
MOMYJIALIHHOTO MOJIENIOBaHHS (DapMaKOKIHETHKHM y JiTed (miama3oH Biky Big 0 g0 < 18 pokiB) micnus
MepOpaIbHOTO 3aCTOCYBAaHHS PHUBApOKcabaHy, 3aJeKHTh BiJI MacH Tija 1 MoOKe OyTH ONHCaHO 3a
JIOTIOMOTOF0 aJIOMeTPHYHOI (DYHKIIIT, 13 CepeHIM MOKa3HUKOM 8 JI/ToN IS Cy0’ekTa 3 Macoro Tina 82,8
kr. CepemHi TeOMETPHYHI 3HAYEHHS TMEPIOJIB HaIBBUBEACHHS (ti2), OI[IHEHI 3a JOIMOMOTOIO
MOMYJIALIHHOTO MOJIENTIOBaHHS (papMaKOKiHETUKH, 3MEHIIYIOThCS 31 3MEHIIEHHSM BiKY 1 CTAHOBJIATH Bij
4,2 Ton y miUTTKIB 10 MPUOJIM3HO 3 ToA Y iTel BikoM Bia 2 1o 12 pokis, 10 1,9 Ta 1,6 ron y aiteid y Bimi
0,5-< 2 pokiB i MeH1e 0,5 poKy BiANOBIAHO.

Oco01MBI1 IpyNu XBOPUX

Cmamp. Y 10OpOCINX YOJIOBIKIB 1 )KIHOK KIIIHIYHO 3HAUYIIi PO3XOKEHHS (papMaKOKIHETUKU HE BHUSIBIICHI
(muB. po3ain «Crocid 3aCTOCYBaHHS Ta IO3W).

[TomrykoBuii aHaji3 He BUSBUB PEJICBAHTHUX BIIMIHHOCTEH y €KCHO3MLIi pUBapoKcabaHy MK TITbMH
YOJIOBI14OT Ta KIHOYOT CTaTI.

Tayienmu nimuboeo 6iky. Y Malli€HTIB JITHHOTO BiKy KOHIEHTpallii puBapokcadaHy y mia3mi BHILI, HIXK
y MOJIOJUX TaiieHTiB, cepeane 3naueHus AUC npubnu3Ho y 1,5 pa3a nepeBuiiye BimOBIIHI 3HAYCHHS
Yy MOJIOJUX TAIli€HTIB TOJOBHUM YMHOM YHACITIZOK 3HI)KEHOTO 3arajlbHOTO Ta HUPKOBOTO KIIIPEHCY.
Hemae moTpebu B KopekIlii 703H.

Pisni sacosi kamezopii. Y nopociunx 3aHanro mana abo Benuka maca tina (menmre 50 kr i 6inbmie 120 xr)
JIUIIe HE3HAYHOIO MIPOIO BIJIMBA€E Ha KOHIEHTpalli puBapokcabaHy y miua3mi (MeHuie 25 %). Hemae
noTpeOu B KOPEKIIii 103H.

JiTssM puBapokcabaH MpU3HAYAIOTH 3aJIEKHO Bif Macu Tina. [lomrykoBwii aHami3 y AiTed HE BUSBUB
PENeBAaHTHOTO BILTUBY HEOCTATHHOI Baru a00 OKHMPIHHS HA €KCIO3HULIII0 PUBAPOKCAOAHY.

Miscemniuni ocobausocmi. Y AOPOCIHUX KIHIYHO 3HAYYIl po3xokeHHs dapmakokiHeTuku (DK) Ta
¢dapmakonunamiku (DJ]) y mnamieHTiB €BpomneoinHoi, adpoaMepUKaHCHKOI, JIATHHOAMEPUKAHCBHKOT,
SITTOHCHKOT 200 KMUTAChKOT €THIYHOT MPUHATICKHOCT1 HE CIIOCTEPITaIUCS.

[TomrykoBuii aHalli3 He BUSBUB PENICBAHTHUX MIKETHIYHUX BIIMIHHOCTEH B €KCMO3HULIi puBapokcabany
cepen IiTel SAMOHCHKOI, KUTalChKOi ab0 a3iaTChKOi €THIYHOT MPHHAICKHOCTI 3a Mexkamu SmoHii Ta
Kwuraro mopiBHSHO 3 BiAMOBITHOO 3aTrajJbHOIO MEIIaTPUYHOO MTOMYJISIIEIO.
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Ileuinkoéa Hedocmamuicms. Y JTOPOCIMX XBOPUX HA IUPO3 TMEUIHKM 3 JIETKOIO IE4iHKOBOIO
HemocTaTHICTIO (Kimac A 3a knacudikamiero Yaitnma — [1'10) dapmakokiHEeTHKa pUBapOKcabaHy JIHIIIE
HE3HAYHO BiJpI3HsIacs BiJl BIANOBITHMX IMOKa3HUKIB (y cepenHboMy 1,2-pasoBe 30inmbinenHs AUC
puBapokcabaHy) y KOHTPOJBHIA TPymi 3A0POBUX JOOPOBOJBINB. Y XBOpPHX Ha IUPO3 TEUIHKH 13
CepeIHBOTSKKOIO TICUiHKOBOIO HEIOCTAaTHICTIO (Ki1ac B 3a knacudikariero Yaiinma — [1'10) cepeqass AUC
puBapokcabany Oyia 3HauHO mifBuieHa (y 2,3 pasza) MOpiBHSIHO 3 TaKOI Y 3I0POBHX JO0OPOBOJIBIIIB.
AUC He3B’s13aHOI pEUOBMHM MiJBHUINyBajgacs y 2,6 pa3a. Y IUX MAI[€HTIB TaKOX 3apeecTPOBAHO
3HW)KCHHSI BHBEICHHS pUBapoOKcabaHy 3 cedero, MoAiOHe 0 TOro, M0 XapaKTepHEe IS MAaIl€HTIB 3
HUPKOBOIO HEJOCTATHICTIO MMOMIPHOTO cTyneHs. Hemae maHux moao marieHTiB 3 TSHOKKUM MOPYIIEHHSIM
(byHKILIT eYiHKH.

[TpurHiyeHHst akTHBHOCTI (pakTopa Xa OyJ10 BUpakeHe CHIIbHIIIE (2,6-KpaTHE PO3XOHKCHHS ) y TIAIlI€HTIB
13 CepeIHBOTSHKKUM MOPYIIEHHIM (QYHKIIT MEYiHKH, HIK y 370poBUX 100poBoibiB; [TY Takox (2,1-
KpaTHO) MOJOBXYBaBcs. [lamieHTH 3 CepeaHBOTSHKKUM MOPYHICHHSAM (YHKINI MEYIHKH OyJId OUTBII
YyTJIMBUMH JI0 pUBapokcabaHy, IO MPU3BOAWIO 10 Oinbinl KpyToi KpuBoi 3anexxHocti OK/DJ] mix
KoHIeHTpaniero ta [T4.

PuBapokcabaH mNpOTUINOKAa3aHUN TMAIlieHTaM 3 XBOpOOaMH TMEYiHKHM, M0 CYNPOBOIKYIOTHCS
KOaryJIonaTi€lo 3 KIHIYHO 3HAYYIIUM PU3UKOM BUHUKHEHHS KPOBOTEY1, B TOMY YHCJIl XBOPUM Ha ITUPO3
nedinku kiacy B ta C 3a knacudikauiero Yaitnga — [1T1o0 (quB. po3nin «IIpoTunokasanss»).

BiacyTHi KIiHIYHI 1aH1 MO0 AITEH 13 MOpymIeHHAM (DYHKITIT TeYiHKH.

Hupkosa nedocmammuicms. Y NOpOCHMX BiJ3HAdanocsl 30UIbIICHHSA €KCIO3UIll pUBapoKcabaHy, sKe
00epHEHO TMPOTOPIIIHHO KOPETIOE 31 3HWKEHHSM (QYHKII HUPOK, IO BU3HAYAIM 3a KJIIPEHCOM
KpeatuHiny. B oci6 3 nerkum (kiipeHc kpeatusiny 50—80 Mil/XB), cepeTHBOTSKKUM (KJIIPEHC KpeaTUHIHY
3049 wmn/xB) abo TsOKKUM (KIIpeHC KpeaTuHiHy 15-29 wmi/XB) mopymieHHSM QYHKIID HHPOK,
KOHIIeHTpalii puBapokcabany y mina3mi (AUC) 6ynu B 1,4, 1,5 Ta 1,6 pa3a Okl TOPIBHSIHO 3 TAKHMH
y 3I0pOBHUX A0OPOBOJIBIIIB. BiAmoBigHO criocTepiranocs 301UIbIIeHHS apMakoguHaMIYHUX eekTiB. B
0Ci0 3 JIETKUM, CEPEIHBOTSIKKUM a00 TSHKKUM MOPYIICHHSM (YHKIII HUPOK 3arajibHe MPUTHIYCHHS
akTUBHOCTI ¢hakTopa Xa Oyso BiamoBigHO B 1,5, 1,9 Ta 2 pa3u O1IbIIUM MOPIBHSIHO 3 TAKUM Y 3JI0POBHUX
no6posoubiiB; [TY moaionuM yrHOM 3poctano y 1,3, 2,2 ta 2,4 pa3a BianoBigHo. JlaHi m010 NaIli€HTIB
3 KJIIPEHCOM KpeaTuHiHy < 15 MJI/XB BiICYTHI.

3 orisiy Ha BUCOKE 3B’s3yBaHHS 3 OLIKaMH IUIa3MH, OYIKY€TBHCS, 110 PUBAPOKCA0AH HE BHUBOJHUTHCA 3
OpraHi3My HUISIXOM Jiami3y.

He pexomMeHy€eThCs 3aCTOCOBYBATH JIIKapPChKHIA 3aci0 MalieHTaM i3 KJIIPEHCOM KpeaTHHiHY < 15 Mil/XB.
PuBapokcaban ciig 3acTOCOBYBAaTH 3 OOEPEXKHICTIO MAIlieHTaM 3 KJIipeHCOM KpeaTuHiHy 15-29 mu/xB
(muB. po3nin «OcoOIUBOCTI 3aCTOCYBAHHSD ).

BiacyTHi kmiHIYHI aHI 1010 3aCTOCYBaHHS y JiTE€H BIKOM BiJl 1 pOKy 3 HMPKOBOIO HEIOCTATHICTIO
IOMipHOTO 260 TSAKKOTO CTyTeHs (IIBUAKICTh KIy6oukoBoi (inbTparii < 50 mi/xs/1,73 m?).
Dapmaroxkinemuyni Oaui, eiomiueni y nayieumis. Y TAIlI€HTIB, Ki OTPUMYIOTH PHBapOKcabaH it
npodinaktuku TI'B y no3i 20 mr 1 pa3 Ha n00y, cepenHiii reOMeTpUYHUN MOKAa3HUK KOHIIEHTpALi
(inTepBan mporHo3yBanHsa — 90 %) uepe3 2—4 roauHu Ta Maibke dyepe3 24 TOIUHM MICIS 3aCTOCYBAHHS
(uac, mo npuobIN3HO BitoOpakae MOCITHEHHS MAKCUMATLHOI Ta MiHIMAThbHOI KOHIIEHTPAIII] y TPOMiDKKaX
MDK TIpuiioMamu 103) ctaHoBuB 215 (22-535) 1 32 (6-239) MKr/1 BIATOBIAHO.

VY neniatpuyHux namieHTiB 3 roctpoto BTE, siki oTpumyroTs puBapokcabas (y 7031, BIIKOpUTOBaHiH 3a
Macolo TiJa, 1Mo MPU3BOANUTH J0 €KCITO3MIII1, TOAIOHOI 10 eKcno3uIlli y mopociaux naiieHtis 3 TI'B, ski
OTpUMYIOTH 7103y 20 MI OJIMH pa3 Ha A00Yy), cepenHi reomeTpuyuHi KoHueHTparii (90% inTepBai) y vac
B1100pY 3pa3KiB, AKUH MPUOIM3HO B1IOOpaXkae TOCATHEHHSI MAKCUMAJILHOT Ta MiHIMaIbHOT KOHIIEHTpAITi{
y IPOMIXKKaX MK MPUAOMaMH /103, y3arajJbHEHO B TaOIuUI 3.

Tabmums 10. IlimcymkoBa cratuctuka (cepenne reomerpudre (90% iHTepBai)) piBHOBaKHUX
KOHIICHTpaIlii puBapoKcadaHy B Tu1a3Mi (MKI/JT) 3a P&KUMOM JO3yBaHHS Ta BIKOM

InTepBau yacy

OnuH pa3 Ha 100y | N 12 -<18pokiB | N 6 -< 12 pokiB

2,5-4 roguau micig | 171 241,5 24 | 229,7
(105-484) (91,5-777)
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20-24 ronuHn 151 20,6 24 15,9
micast (5,69-66,5) (3,42-45,5)
JBivi Ha 100y N 6-<12 pokiB | N 2 -< 6 pokiB N |05 -
<2 poku
2,5-4 ronuHH micas | 36 145.,4 38 [ 1718 2 | Hp.
(46,0-343) (70,7-438)
10-16 roguu micaa | 33 26,0 37 222 3 10,7
(7,99-94,9) (0,25-127) (a.p.- H.p.)
Tpu4i Ha 100y N 2 -< 6 pokiB N Hapoxxensa | N | 0,5 - | N | HapomKeHHsI
-< 2 poKH <2 pokn -<0,5 poky
0,5-3 rogunu miciag | 5 164,7 25 111,2 13 | 114,3 12 | 108,0
(108-283) (22,9-320) (22,9-346) (19,2-320)
7-8 ronuH micins 5 33,2 23 | 18,7 12 | 21,4 11 | 16,1
(18,7-99,7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

H.p. = HE PO3PaxOBaHO
3HaueHHS HWKYe HUKHBOT MeXi KijbKicHoro Bu3HaueHHss (HMKB) Oynu 3amineni Ha 2 HMKB mst
po3paxyHnky cratuctukud (HMKB = 0,5 mkr/i).

Dapmaxokinemuuni/papmaxoounamiuni  63aemoze’azku. OuiHka (apMakoKiHeTHUHOro/ (apmako-
nuHaMivyHOTO (DK/D]]) B3aeM03B’ 3Ky MIXK KOHIIEHTPAIIIEI0 pUBapOKcabaHy B T1a3Mi KpOBi Ta JICSIKUMHA
(dapMakoMHAMIYHUMHU KiHIEBUMHU To4YKamu (mpurHiueHHs Qakropa Xa, [T4, AYTY, HepTest)
MMPOBOIMJIACH HA TJII 3aCTOCYBaHHS BEIUKOro niama3oHy 103 (5—-30 mr asiui Ha 100y). B3aeMo3B’s130k
MK KOHLEHTpAIli€l0 puBapokcabaHy Ta aKTUBHICTIO ¢akTopa Xa Hailkpaile BH3HAYa€ThCA 32
10moMOT0r0 Emax Mogeni. [l{omo MY — HaiO11bII JOCTOBIPHI 1aHI OTPUMYIOTH IUISIXOM 3aCTOCYBaHHS
TMiHIAHOT MOJENi MepeTHHAHHS BiAPI3KiB. B 3ayiexHOCTI BiJl pi3HUX peareHTiB ais BusHaueHHs [1Y,
KYTOBHUM KOE(]IIlIEHT MOKE MaTH CYTTEBO BiAMiHHI 3Ha4eHHs. [Ipu 3acTocyBanHi peareHTy Neoplastin
st BuMiproBanHs 114, Buxinuuii [TY cranosus 6mm3bko 13 ¢, a kyToBuit koediieHT — Bia 3 10 4 ¢/(100
Mk1/11). Pesynpratnt @K/®D]] ananiziB y nocmimkennsx ¢a3 Il ta 111 BignoBiganm gaHuM, OTpUMaHUM Y
3JI0pPOBUX IOOPOBOJIBIIIB.

Jlumsauuii eix. EdexTuBHICT, Ta Oe€3meka 3acTOCYBaHHS JIIKAPCHKOTO 3aco0y MpH IMOKa3aHHI I
npoUTAKTUKY 1HCYIIBTY Ta CUCTEMHOI eMO0JIii y MaIieHTiB 3 HeKJIananHow GiOpusLieto nepeacepanb y
nited 10 18 pokiB HE BUBYAJIACS.

JlokITiHIYHI J1aHi 3 Oe3meKu

Icayroui mokmiHIYHI JaHi, OTpUMaHI B XOJI TPAAUIIHHUX TOCHIKEHb (papMaKoJIOTIYHOI Oe3IeKH,
TOKCHYHOCTI OJJHOPA30BOi 03H, (POTOTOKCHYHOCTI, TEHOTOKCHYHOCTI, KAaHLIEPOI'€HHOT0 MOTEHINaTy Ta
PEnpOyKTUBHOI TOKCHYHOCTI BKa3yIOTh Ha BIICYTHICTh OyIb-IKUX CTICTIU(IYHUX PU3HKIB JIJIS JTFOAMHHU.
VY 1ocnipKeHHSIX TOKCHYHOCTI 0araTopa3oBUX /103 CHOCTEPIrauch ePeKTH, OB’ 13aHi, TOJIOBHUM YHHOM,
3 HaJAMIPHO BUPAKEHOIO (papMakoJAMHAMIYHOIO i€l puBapokcabaHy. He 3apeecTpoBaHO BIUIMBY Ha
(GepTUIIBHICT, y CaMHUIb Ta CaMIB HIypiB. Y XOJi [OCHI/KEHb Ha TBAapHUHAX OYJIO BHSABICHO
PENpPONYKTUBHY TOKCHYHICTh, TIIOB’si3aHy 3 (DapMakoJIOTIYHMM MEXaHI3MOM [iii puBapokcabaHy
(remopariuHi yCKJIQHEHHS).

BuBuennss puBapokcabaHy Ha MOJOIUX MIypax 3a TPHUBAJIOCTI JIKyBaHHS MPOTITOM 3 MICHIIIB,
MOYMHAIOYUH 3 4-T0 JHS MOCTHATAIBHOTO MEpioay, MOKa3ajlo He3aJIe)KHEe B J03U 30UIBIICHHS YaCTOTH
MIEPUIHCYISIPHUX KpOBOTed. He BHSBICHO /TOKA31B TOKCUYHOCTI JJISI OpPTraHiB-MilICHEH.

KuiniuyHi XapaKkTepucTHKH.

Ilokazannusa.

[opocni

[IpodinakTuka iHCYIBTY Ta CHCTEMHOI eMOOIii y JOPOCINX MAali€HTIB 13 HEKIanaHHO (GiOpuIsiieto
nepeacepab Ta OJHUM YH KiTbKOMa (pakTopamu pu3MKy, TAKUMH SIK 3acTiiiHa cepiieBa HEAOCTATHICTD,
apTepianbHa TinepTeH3id, Bik > 75 pokKiB, I[yKpOBHiA Aia0eT, IHCYIbT a00 TPaH3UTOpPHA 1IIEMiYHa aTaka B
aHaMHe3l.

JlikyBanust Tpom603y rimbokux BeH (TI'B), tpomOboembomii nerenesoi aprepii (TEJIA) 1 mpodinaktruka
permmauBy TI'B ta TEJIA y nopocnux (auB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS» CTOCOBHO TAITIEHTIB 3
TEJIA, mo maroTh HecTaOlIbHI TeMOIMHAMIYHI TTOKa3HHUKH ).
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imu
JlikyBanust BeHO3HO1 TpoMOoembo:ii (BTE) 1 mpodinmaktuka peunnuy BTE y miteit Bikom 10 18 pokiB
Ta Macoro Tina Bix 30 1o 50 Kr micns npuHaiMHI 5 JHIB TOYAaTKOBOI MapeHTEepaIbHOT aHTUKOATYJISTHTHOT
Tepartii.

Ilpomunokazanns.

e [linmBuIeHa YyTIMBICTh J0 pUBapokcabaHy abo A0 Oyab-SKHX JOMOMDKHUX PEYOBHH JIIKAPCHKOTO
3aco0y.

e KIiHIYHO 3HaYyIa aKTHBHA KPOBOTEYA.

e VYIIKOJKEHHsI ad0 CTaHM, L0 CYMPOBOKYIOThCS 3HAUHUM PU3MKOM PO3BUTKY KPOBOTEU, JO SKHUX
HaJeXaTh HasBHI Ha JaHWK 4yac a00 HEMIOJAaBHO M1arHOCTOBaHI BUPA3KH IITYHKOBO-KHIIIKOBOTO
TPaKTy, 3J0SKICHI MyXJIMHH 3 BHUCOKMM PH3MKOM KpOBOTEY, HEUIOJABHO IEPEHECEHa TpaBMa
rOJIOBHOTO a00 CIIMHHOTO MO3KY, HEUIOJaBHO IMEpEeHeceHe ONepaTUBHE BTPYYaHHS Ha TOJIOBHOMY,
CIIMHHOMY MO3KY a00 04ax, HEIlI0AaBHIl BHYTPIIIHbOUEPEITHUI KPOBOBHIIUB, BAPUKO3HE PO3IIUPEHHS
BEH CTPaBOX0oy (BUSBJICHE UM MiAO3PIOBaHE), apTepiOBEHO3HI Maiab(dopmalrii, aneBpu3Ma CyauH abo
3HaYHi 32 PO3MipOM BHYTPIIIHHOCHIHAIBHI 200 BHYTpPIIIHBOLIEPEOpAIbHI CyTUHHI aHOMATI].

e (OpmHOYacHe 3aCTOCYBaHHS 3 Oy/Ib-IKMMHU 1HIIUMH aHTHKOATYJITHTaMH, 30KpeMa 3 He(paKIiOHOBAHUM
renapuHOM, HU3bKOMOJIEKYJISIPHUMU TenapruHamMu (€HOKCanapuH, JaIbTEapyH 1 T. 11.), TOXITHUMHA
renapuny (GoHmamapuHykc i T. I.), MEPOpaJbHUMHU aHTHUKOAryisHTamu (Bapdapus, madirarpan
eTeKCWJIaT, amikcabaH 1 T. I.), OKpiM crnenudiyHuX OOCTAaBUH TMEPeXOoJy Ha aJbTEepPHATHBHY
AHTHUKOATYJIIHTHY Tepamito (quB. po3nain «Crnocid 3acTocyBaHHsS Ta J03U») a00 BHIAAKH, KOJIU
He(pakIlioHOBaHUH TeNapUH MPU3HAYAETHCS Y 103aX, HEOOX1THUX 711 (DYHKIIIOHYBAHHS BIIKPUTOTO
KaTeTepa IeHTpaJIbHUX BeH a0o0 apTepiit (1uB. po3ain «B3aemMois 3 IHIIMMU JTIKapChKUMHU 3ac00aMu
Ta 1HII BUJIA B3aEMOIII).

e 3axBOpIOBaHHS TEYIHKH, SKI aCOIIIOIOTHCS 3 KOAaryJIomaTi€lo Ta KIIHIYHO 3HAYYIIUM PHU3HUKOM
PO3BHUTKY KPOBOTEUi, Y TOMY UHMCIIi Mpo3 nedinku kinacy B ta C (3a knacudikamiero Yaitnna — [1°10)
(muB. po3nin «dapMakoKiHETHKAY).

e [lepiox BariTHOCTI ab0 TOAyBaHHS TPYAAIO (IUB. pO3MALT «3acTOCYBaHHS y TEpioja BariTHOCTI abo
rOJlyBaHHsI TPYIII0»).

Ocobnuei 3ax00u 6e3nexu.

IonpiOHeHHs TabaeTOK

Tabnerku puBapokcabaHy MOXHa MOJIPIOHUTH Ta cycrneHAyBaTH y 50 M BOAM 3 BBEACHHSAM 32
JOTIOMOTOI0 Ha30TracTPaibHOrO 30HAAa a00 IUTYHKOBOTO 30HJAA JJs TOMYBAaHHS IIICHISA HEpeBipKH
NPaBUIBHOCTI WOro po3TallyBaHHA y HUTYHKY. [licist "4oro 3oH7I ciix mpoMmuTd BoJor0. OCKUIBKH
BCMOKTYBaHHSI pUBapoKcabaHy 3aJie)KUTh BIJl MICI1 BUBUIBHCHHS aKTHBHOI PEUOBHUHHM, CIiJ YHUKATH
BBEJICHHS pUBapoKcabaHy AMCTAIBLHO B IITYHOK, OCKUIBKH 1€ MOKE ITPU3BECTH 0 3MEHIIICHHS abcopOii
Ta, OTXKE, 10 3MCHIICHHS BIUIMBY aKTHBHOI peuoBWHU. Ilicisa BBeAeHHS MOAPIOHEHMX TabIEeTOK
puBapokcabany 1o 15 a6o 20 mr ciif oapa3y BBOAUTH €HTEpAJIbHE XapuyBaHHS.

B3aemooia 3 inwumu aikapcokumu 3acodamu ma inuii 6uou 63aEmoo0ii.

Cryminp B3aeMOJIl y MeaiaTpu9IHOl MOMyJISIii HeBimoma. HaBeneHi HuKYe aHi moa0 B3aemMoii Oyim
OTpHUMaHi JUI JOPOCIMX, IS TeNiaTpUYHOT MOy CiliJl OpaTH 0 YBaru 3aCTepe:KeHHs, HaBEJCHI Y
po3aini «OcoOIMBOCTI 3aCTOCYBaHHSD.

IariGitopu CYP3A4 ta P-gp

OpnHouacHe 3acTOCYBaHHS puBapokcabaHy Ta keTokoHazony (400 mr 1 pa3 Ha 100y) abo putonasipy (600
MT JBi4di Ha A00Y), MPU3BOIWIO N0 2,6-KpaTHOTr0/2,5-KpaTHOTO MiABHUINEHHS CEPeIHBOI PIBHOBAXKHOI
AUC puBapokcabany Ta 1,7-kpatHoro/1,6-kpatHoro 30uibieHHs cepeTHboi Cmax pUBapoKcabaHy, sKe
CYIIPOBOJIKYBAJIOCSI 3HAUHUM ITOCHJICHHSAM (papMakoAMHAMIYHUX €(EKTIB JIKapChKOTro 3acoly, M0
MIJBUIYE PHU3UK KPOBOTEYi. 3Bakarouyul Ha I1e, 3actocyBaHHA Kcapentro® He peKOMEHAYEThCS
naiieHTam, siki OTPUMYIOTh CYITyTHE CHCTEMHE JIIKyBaHHS MPOTUTPHOKOBUMH MperapaTamMH a30jbHOi
TPyId, TAKUMHU K KETOKOHA30JI, ITpaKOHA30J1, BOPUKOHA30JI Ta M03aKOHa30J, abo iHriditopamu BIJI-
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npoteasu. Lli mpenmapatu € motyxHumu iHriditopamu CYP3A4 Tta omHowacHo P-gp (amB. posnin
«OCco0IMBOCTI 3aCTOCYBAaHHS ).

PevoBuHM, SKI aKTUBHO 1HTIOYIOTh TIJIBKM OJIMH 31 HUIAX1B BUBEJICHHS pUBapokcabany 3 opranizmy, CYP
3A4 abo P-gp, sk owiKyeThCs, 30UIBIIYIOTh KOHIICHTpAIlli puBapoKkcabaHy y TMia3Mi KpOBI MEHIIIOIO
MipOIoO.

Hampuknan, xmaputpominud (500 mr asiui Ha q00y), MO 3HAYHO 1HTIOyE AKTHBHICTH 130(€pPMEHTY
CYP 3A4 i nomipno - P—gp, cipuunsss 1,5-kpatne 36inbmenns cepeanix 3nauenb AUC Ta 1,4-kpatHe
30umbmeHHS Cmax puBapokcabany. BzaeMoist 3 KIIapuTpOMIIIMHOM WMOBIPHO HE € KJIIHIYHO 3HAYYIIO0
JUTs1 O1TBIIIOCTI MAIIEHTIB, aJie MOTEHIIIHO MOKe OYTH 3HAYYIIIOO /IS AIli€HTIB BUCOKOTO pU3UKY/(II10/10
3aCTOCYBaHHS y MAII€HTIB 3 HUPKOBOIO HEIOCTATHICTIO TUB. po3/iT «OCOOIMBOCTI 3aCTOCYBAHHSD» ).
Eputpomimmsa (500 mr Tpuyi Ha 100Yy), 1110 ToMipHO iHTi0y€e akTUBHICTH 130pepmenty CYP 3A4 1 P-gp,
cnpuunHsB 1,3-kpaTHe 30uTbmIeHHS cepeaHix piBHOBaXHUX 3HaYeHb AUC 1 Cmax puBapoxcabany.
B3aeMopiss 3 epUTpoMIIIMHOM KWMOBIPHO HE € KIIHIYHO 3HAYYIIOK JUIsl OUIBIIOCTI TAIIE€HTIB, aye
MOTEHIIITHO MOKe OyTH 3HAYYIIOIO IS MAIIEHTIB BUCOKOTO PU3HUKY.

VY mari€eHTiB 3 HUPKOBOIO HEJOCTATHICTIO JIETKOTO CTYIICHSI TSDKKOCTI, Ha BIAMIHY Bij TAIlI€HTIB 13
HOpPMAaJIbHOIO (PYHKIIIEI0 HUPOK, MPHU 3aCTOCyBaHHI eputpoMinuny (500 mr 3 pa3u Ha 100y) Big3HAYAIH
1,8-xpatHe 3poctanHs cepeaaboro 3HadeHHs AUC Tta 1,6-kpatHe 30u1bIeHHS Cmax pUBapokcabany. Y
NAIi€EHTIB 3 HHUPKOBOIO HEJOCTAaTHICTIO CEPEIHbOTO CTYIEHS TSHKKOCTI Ha TII EpUTPOMILUHY
croctepirainy 30unbineHHs cepeanboro 3HadeHHsT AUC puBapokcabany B 2 pasu 1 miaBUIIECHHS Cmax
puBapokcabany B 1,6 pa3a moOpiBHSHO 3 malieHTamMH Oe3 mnopymeHb ¢QyHKUil HUpOK. Brms
EPUTPOMILIMHY € aTUTUBHUM JIO SIBHI HHUPKOBOI HeAocTaTHOCTI (auB. po3ain «OcoOauBOCTI
3aCTOCYBaHHS»).

®nykonazon (400 mr 1 pa3 Ha 100y), BBaxkaeTbes iHTIOITOpoM CYP 3A4 cepeaHboi i1HTEHCHBHOCTI, 1
fioro 3actocyBaHHs cHpuuMHsIO 1,4-kpatHe 30inbiieHHs cepenHix 3HadeHb AUC Tta 1,3-kpaTHe
30umbmeHHs Cmax puBapokcabany. Bzaemomis 3 girykoHa30710M HMOBIPHO HE € KIIIHIYHO 3HAYYIIIOFO JJIS
OUTBIIOCTI MAIlIEHTIB, ajie MOTEHUIHHO MOXe OyTH 3HAUYIIOIO JUIS MAI[IEHTIB BUCOKOTO PU3UKY (IOA0
3aCTOCYBaHHSI MAIli€EHTaM 3 HUPKOBOIO HEJIOCTATHICTIO JUB. PO3a1T «OCOOIMBOCTI 3aCTOCYBAaHHS).
3Bakatoud Ha OOMEXKEH1 KIIHIYHI JaHi [I0J0 JIpPOHENApOHY, CJiJ YHUKAaTH OJHOYACHOTO HOro
3aCTOCYBAaHHS 3 pUBAPOKCAOAHOM.

AHTHUKOAryJISHTH

[Ticns koMOIHOBaHOTO TPHW3HAYECHHS EHOKcamapuHy (omHOpa3oBoi n03u 40 Mr) 1 puBapokcabaHy
(omHOpazoBoi 103u 10 Mr) criocrepiraBcst aANTUBHUM €EKT 11010 TPUTHIUCHHS aKTUBHOCTI (hakTopa Xa,
110 HE CYIMPOBOJIKYBAIOCSA JOJATKOBUMH 3MiHaMH MpoO Ha 3roptanHs kpoBi [[TY (mporpombiHOBOTO
yacy), AUTY (akTMBOBAaHOIO YaCTKOBOTO TPOMOOIUIACTMHOBOro uacy)]. EHokcamapuH He 3MiHIOBaB
(hapMaKOKIHETHKY pPHBapOKCaOaHy.

Uepes 30UIbIICHHST PU3UKY PO3BUTKY KPOBOTEY CIIJi 3 OOEPEKHICTIO CTABHUTHUCS O OJHOYACHOTO
3aCTOCYBaHHsI 3 IHIIMMH aHTUKOAryJIsHTamu (auB. po3ainu  «lIporumokazanss», «OcoOMMBOCTI
3aCTOCYBaHHS»).

Hecrepoiani nporuzananeii 3acoou (HI133)/ inriGitopu arperaiii TpoMOOLNTIB

[Ticns ogHOYacHOTO 3acTOCYBaHHS puBapokcadany (15 mr) 1 500 Mr HampOKCeHy KIIIHIYHO PEJIEBAHTHOTO
MOJOBXKEHHS Yacy KpOBOTedl He crocrtepirayiiocs. [Ipore B okpeMux oci0 MOXiIuBa OUTbIT BHPaKeHA
dapmakoMHaAMIYHA BiAMOBIIb.

He crocrepiranocst kKiiHIYHO 3HAYyIUX (hapMaKOKIHETHIHUX a00 (hapMaKoIUHAMIYHUX B3aEMOJIIHN MpH
onHoYacHOMY 3actocyBaHHI Kcapento® ta 500 Mr aneTuicamiuioBoi KUCIOTH.

He BusBneno ¢apmakokiHeTHYHOI B3aeMoaii MiX puBapokcabanom (15 wmr) 1 xiomigorpenem
(HaBaHTa)XyBasbHA 1032 300 MT 13 MOAATBIINM PU3HAYEHHSAM MiATPUMYIOUUX 103 75 MT), ajie y miarpyIi
TMaIli€HTIB BiJ[3HaUEHE PEJIEBAHTHE 30IBIIICHHS TPUBAJIOCTI KPOBOTEUI, 1110 HE KOPEIIOBAJIO 3 arperalfi€lo
TpoMOOIHTIB 1 piBHsIMU P-cenextuny ado GPIIb/IIla-penenTopa.

Heo06ximHo moTpuMyBaTHCs 00€peXHOCTI MPU NMPU3HAYCHHI pUBapoKcabaHy marfieHTaMm, ki OJJHOYaCHO
3actocoBytoTh HII33 (BKtOYaroun aneTHICaliluIOBY KUCIOTY) Ta iHT10ITOpH arperaiii TpoOMOOIIHTIB,
OCKIJIBKH 111 JIIKAPChKI 3acO0M 3a3BMYail MiABUIIYIOTh PU3HK KpoBOTEU (IuB. po3ain «OcoOIuBOCTI
3aCTOCYBaHHS»).

CenexkTuBHI 1HT10ITOPU 3BOPOTHOrO 3axormyieHHs cepoToHiny (CI33C) / iHriGiTOpU 3BOPOTHOTO
3axoIUIeHHs cepoToHiny-Hopeninedpuny (I33CH)
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SIK 1 mpum 3aCTOCYBaHHI 1HIIUX aHTUKOATYJISIHTIB, MABUILY€ETHCS PU3UK PO3BUTKY KPOBOTEY Y MALII€HTIB,
sKki omHo4YacHO 3acTocoByioTh CI33C a6o [33CH BHacmigok BIUIMBY OCTaHHIX Ha TpomOonutu. [lpu
OJTHOYACHOMY 3aCTOCYBaHHI 3 pHBapOKCa0aHOM y XOJi KJIIHIYHHMX TOCITIKEeHb CIocTepiraiacs OiibIa
KUTBKICTh KJIIHIYHO 3HAYYIIMX KPOBOTEY B YCIX Tpymax Teparii.

Bapdapun

[Tpu nmepexoni marieHTiB 3 aHTaronicty Bitaminy K Bapdapuny (MHB 2-3) na puBapokcaban (20 mr)
abo 3 puBapokcabany (20 mr) Ha Bapdpapun (MHB 2,0-3,0) mporpom6GinoBwuit uac Ta MHB (Neoplastin)
301TBbIITYBATUCS OLIBIN SIK aAUTHBHO (Big3Havanucs okpemi 3HadeHHss MHB 1o 12), y Toli yac sk BB
Ha AYUTY, iariOyBaHHs akTUBHOCTI (akTOopy Xa Ta eHjoreHHuN TpombOiHoBuii moteHiian (ETII) Ooys
aJIUTUBHHM.

Axmo GaxaHo mepeBipuTH (hapMakonuHaMmivHI e€eKTH pUBapoKcabaHy IIiJ 4yac IMepioay Mepexony,
MOXYThb OyTH BHKOPHCTaHI TE€CTH Ha BH3HaueHHs akTHBHOCTI aHTU-Xa, PiCT i HepTest, ockinbku
Bap(hapyH He BIUIMBAE HA PE3yJIbTaTH IUX TecTiB. [lounHarouum 3 4 100u micis BinMiHM BapdapuHy 1 B
nojanpioMmy Bei Tectu (Bkimtowatoun IIT, AUTY, inriOyBanns aktuBHOCTI ¢aktopa Xa Ta ETII)
B1I00pakaroTh JiHie ehEeKT puBapokcabany.

SIkmo GaxkaHO mepeBipuTH (hapMakoAMHAMIYHI eeKTH BapdapHuHy IiJ 4ac mepioqy mepexony, MoOXHa
Bukopuctatu BuzHadeHHss MHB nipu nocsaraenti Cuin puBapokcabany (depe3 24 roauHHM Micis PUHoOMyY
MOTIEPEeTIHBOI 03U PUBApPOKCabaHy), OCKUIBKU Yy IIe MOMEHT puBapokcabaH HaliMEHIE BIUIMBAE Ha
pesynbTatu Tecty MHB.

Mix BapdapruHOM Ta pUBapoKcabaHOM HE BiA3HaU€HO (hapMaKOKIHETHYHOI B3a€MO/III.

Ingykropu CYP3A4

OnHouacHe 3aCTOCYBaHHSI puBapokcabaHy Ta pudamminuny, mo € cuibHuM ingykropom CYP3A4 1 P-
gp, npusBoauio no npubauzHo 50 % 3HmxkeHHs cepeaHboi AUC puBapokcabaHy Ta MapayeabHOro
3MEHIIECHHS Horo ¢dapmakoauHamiuHuX edekTiB. OqHOYacHE 3aCTOCYBaHHS pUBapoKcabaHy 3 1HIITUMH
cunpHOMIFOUMME 1HAYKTOpamMu CYP3A4 (manmpuknan denitoinoM, kapbamaszemninoM, GpeHobapoOiTaioMm
a00 3acobamMu Ha OCHOBI 3Bip000I0) TAKOK MOKE CIIPUUMHUTH 3HUKEHHSI KOHLIEHTpaIliil puBapokcabaHy
y Tu1a3Mi KpoBi. ToMy ciiJi YHUKATH OJTHOYACHOTO MPU3HAYECHHS 3 MpernapaToM MOTYKHUX 1HAYKTOPIB
CYP3A4, okpiM BHUNaJKiB, KOJIM 3a0€3M€YCHO PETENbHUN Harfsj 3a MAI[lEHTOM 3 METOI0 BUSIBICHHS
03HaK Ta CHMIITOMIB TPOMOO3y.

IHIIi TiKapchKi 3ac00M CyNyTHBOT Tepamii

He Big3zHauanocs KJIiHIYHO 3HAYyHUX (hapMaKOKIHETHIHUX a00 (papMakoAMHAMIYHUX B3aEMOJINA MpH
OJTHOYACHOMY 3aCTOCyBaHHI puBapokcabany 3 MigazonmamoMm (cyoctpar CYP3A4), auroxcuHom
(cyOcTpart P-raikonpoteiny), aropsactatuHoM (cyoctpat CYP3A4 1 P-gp) abo omenpa3zonom (iHTi6iTOp
NpOTOHHOI mommnu). PuBapokcaban He MpUTHiUYye 1 He IHAYKY€E Oyab-sKi BaXIIUBI 130(00pMH LIUTOXPOMY
CYP, Taki sx CYP3A4.

BB Ha 1abopaTopHi mapameTpu

Brume nHa mokasznuku 3ropranHs kposi (ITH, AUTY, HepTest) € nmepenbaduyBanuii, 3 ypaxyBaHHSIM
MexaHi3My [ii puBapokcadbany (AuB. po3ain «PapMaKoIOTiyHi BIACTUBOCTI»).

Ocobnueocmi 3acmocyeanns.

YrponoBxk mepiony JKyBaHHS PEKOMEHIYEThCS 3IIMCHIOBATH KIIHIYHWWA HarJsiA, 110 BIAMOBigae
MPAKTHULIl 3aCTOCYBAHHS aHTUKOATYJISHTIB.

Pu3uK po3BUTKY KpOBOTEY1

SIk 1 mpu 3acTOCYBaHHI I1HIIMX AaHTHKOATYJISIHTIB, Nali€HTaMm, ski mnpuiiMaiore Kcapento®, cruin
nepeOyBaTH MiJ pETENbHUM HAIJISIOM JJIs BUSBIEHHS O3HaK KpoBoTeul. PekoMeHayeTbcs 3
00EpEeXHICTIO 3aCTOCOBYBAaTH JIKAapChbKHH 3acid MpH 3axXBOPIOBAHHAX, IO CYNPOBOIXKYIOTHCS
MIIBUIIICHUM PU3UKOM PO3BUTKY KPOBOTEY. Y BUNAAKY CEPHO3HOI KpoBOTeUl 3acTocyBaHHs Kcapento®
CJIiJT IPUMUHUTH (IUB. po3ain «[lepemo3yBaHHs ).

VY KIHIYHUX JOCIIHKEHHSIX KPOBOTEYI 31 CITM30BUX 000J0HOK (HAMIPUKJIIA, HOCOBI KpOBOTEY1, KpOBOTEUI
3 SICeH, HUTYHKOBO-KHIIKOBI KpPOBOTEYi, KPOBOTEYI 3 OpraHiB CEYOCTATEBOI CHUCTEMH, BKIIOYAIOYH
aHOMAaJIbHY BariHaJIbHY KPOBOTEUY a00 MOCHIJICHHS MEHCTPYaJIbHOI KPOBOTEU1) Ta aHEMisl 3yCTPivaInucCh
YacTille Ha TJIi JOBrOTPUBAJIOi Teparnii puBapokcabaHOM, HIX IIPH JIIKYBaHHI aHTaroHictamu Bitaminy K.
3Bakarouu Ha 1€, J0JAaTKOBO JI0 HAJECKHOTO KJIIHIYHOTO HATJSAY Y BiAMOBIAHUX BUITAJIKaX JOIIIBHO
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MPOBOJUTH JIA0OPATOPHY IEPEBIPKY IMOKA3HUKIB TeMOIJIO0IHY/TEeMaTOKPUTY 3 METOI BHSBICHHS
BHIA/IKIB BHYTPIITHIX KPOBOTEY /IS BU3HAYCHHS KJIIHIYHOT 3HAYYIIOCTI SBHUX KPOBOTEY.

IleBHi KaTeropii Nami€eHTIB, SIK 3a3HAYEHO HWXKYE, MAIOTh IiIBUIICHUI PU3UK PO3BUTKY KpoBoTeui. Taki
MaIi€HTH MICIs MMOYaTKy JIKYBaHHS MOBHHHI TepeOyBaTH IiJl PETEIHbHUM HATJIAIOM JJISI BUSBICHHS
CUMITOMIB FeMOpariyHuX yCKJIaJHeHb Ta aneMii (quB. po3ain «I1oGivyni peakiii»).

[Ipu Oynp-sKOMy 3HMDKEHHI PIBHS TEMOIVIOOIHY YM apTepiaiIbHOTO THUCKY HE3 sICOBaHOI €TioJoTii
HEOOXiTHO BUSIBUTH JKEPETIO KPOBOTEUI.

He3Bakaroum Ha Te, MO JIKyBaHHS pUBapOKCa0aHOM HE BUMAara€ MPOBEACHHS CTaHAApPTHOTO
MOHITOPHHTY WOTO €KCITO3HWIli, BU3HAYCHHS PiBHS pHBapoKcabaHy 3a JIOMOMOTOI0 BiIKaliOpOBaHHUX
KUTBKICHUX TECTIB Ha aHTHU(aKTOp Xa MOXE BUSBUTUCh KOPUCHUM y BHHITKOBUX CHUTYallifX, KOJH
B1JIOMOCTI IPO €KCIO3UIIII0 pUBApOKCcadaHy 3/1aTHI BINTHHYTH Ha IPUUHATTS KIIHIYHUX PIlICHb, 30KpeMa
OpU Tepelo3yBaHHI Ta EKCTPEHMX XIpypriuHuxX BTpydYaHHSIX (OuB. po3aiun «PapmakoioriuHi
BJIACTHUBOCTI»).

HasBHi oOMexeHi JaHi moAo AiTel 13 TpoMO030M LepeOpalbHUX BEH 1 CHHYCIB, SIKI MalOTh 1H(EKIiI0
HHC (muB. «®apmakoauHaMikay). PU3uk KpoBoTeui Ciifl peTeabHO OIIHIOBATH JI0 Ta Iij Yac Teparii
pHUBapoKcabaHOM.

HupkoBa HelocTaTHICTh

Y nopocnux TauieHTIB 3 TSHKKOIO HHUPKOBOIO HENOCTATHICTIO (KIipeHC KpeaTuHiHy < 30 Mil/XB)
KOHIICHTpAIlisl puBapoKcabaHy y Tia3Mi KpOBI MOXKE CYTTEBO ITiIBUIIYBaTHCS (B cepenaboMy y 1,6 paza),
0 MOXe€ MPHU3BECTH 10 MiABHIIEHOTO PU3MKY KpoBoredi. Ciig 3 00EpeXHICTIO 3aCTOCOBYBAaTH
KcapenTo® mnarientam 3 kiipeHcoM KpeaTuHiHy 15-29 mi/xB. He pexomMeHIyeThCsl 3aCTOCOBYBATH
JiKapchbKuii 3aci0 marmieHTaMm i3 KiaipeHcoM KpeaTuHiny < 15 mi/xB (auB. po3ainu «Crocib 3acTocyBaHHS
Ta 1031n», «DapMaKoIOTIidH] BIACTHBOCTI»).

Crain 3 oOepexHicTio 3actocoByBaTH KcapenTo® maiieHTaM 13 HHUPKOBOIO HEIOCTaTHICTIO, SIKi
OJTHOYACHO OTPHMYIOTh 1HIII JIKapChKi 3aco0H, IO NPU3BOAATH JO MIABUINEHHS KOHIIGHTpAIli
puBapokcalaHy y ra3mi KpoBi (IHUB. po3aii «B3aemMois 3 IHIIUMH JIIKAPCHbKUMH 3aC00aMH Ta 1HIII BUAH
B3AEMOIII).

He pexomeHmy€eThCs 3aCTOCYBaHHS JTiKapchKoro 3acody Kcapento® nitsM 3 HUPKOBOKO HEIOCTATHICTIO
TOMipHOTO a60 TAXKKOTO CTyMeHs (MIBHAKICTh KIy60ukoBoi ¢inpTpamnii < 50 ma/xs/1,73 M?), ocKiabku
KJIIHIYHI IaHi Bi/ICyTHI.

B3aemogis 3 IHIIMMU JIIKapCbKUMU 3ac00aMu

He pexomenayetbcst 3actocyBaHHs Kcapento® mamieHTaM, $SKi OTPUMYIOTh CYIYTHE CHCTEMHE
JMIKyBaHHS TMPOTUTPUOKOBUMH TperapaTaMH a30JbHOI TrpynH (HAampHKIaa, KETOKOHA30JI0M,
ITpaKOHa30JI0M, BOPMKOHA30JIOM Ta I03aKOHa30j10M) abo iHribitopamu BlJI-mporeasu (Hampukiazn,
putoHaBipom). Lli nmpenapatu € nmoTy>kxHUMH 1HTIOITOpaMu ogHOYacHO 130¢depmeHTiB CYP 3A4 ta P-gp,
TOMY BOHU MOKYTb ITiIBUIITYBaTH KOHIICHTpaLlii puBapokcadbaHy B TJIa3Mi KPOBi 10 KITHIYHO 3HAUYIIIOTO
piBHS (B cepenHboMy y 2,6 pasa), 110 MOKe MPU3BOAUTH 10 TIIBUIIIEHHS PU3UKY BUHUKHEHHS KPOBOTEYI.
BincyTHi KimiHIYHI JaHi IIOAO AiTeH, SKI OTPUMYIOTh CYIYTHE CHCTEMHE JIIKYBaHHS CHJIBHUMH
iarioiTopamu CYP3A4 1 P-gp (auB. po3ain «B3aemoist 3 IHIIUMU JIKapChbKUMU 3ac00aMU Ta 1HIIT BUINA
B3aEMOIIIY ).

HeobOximHo Oyt oOepekHUMH TpH TPU3HAYEHHI pHBapoKcabaHy TNallieHTaM, SKi 3aCTOCOBYIOTH
JiKapchKi 3aco0u, 110 BIUIMBAIOTH Ha TEMOCTA3, HAIIPHUKIIAJ HECTEPOiHI mpoTu3ananbsHi 3acoou (HII33),
aleTUJICATIIIIIOBY KHCJIOTY Ta IHTIOITOpM arperamii TpoMOOIuTIB, ab0 CEJIeKTUBHI IHTI0ITOpH
3BOpoTHOTO 3axoruieHHs1 cepoToHiHy (CI33C) ta iHriGiTOpHM 3BOPOTHOTO 3aXOIUICHHS CEPOTOHIHY-
Hopeninedpuny (I33CH). fkmio icHye pU3MK PO3BUTKY BHPA3KOBOi XBOPOOHW IUTYHKOBO-KHIIIKOBOTO
TPAKTy, CIil PO3MIIAHYTH MUTAHHS MPO MPOBEACHHS BiIMOBIIHOTO MPOQUIAKTUYHOTO JIIKYBaHHS (IIHB.
po3main «B3zaeMozist 3 IHIIMMHU JIIKApCHKUMH 3ac00aMu Ta 1HII BUIU B3AEMOIIN» ).

IHmi hakTopH PUBHKY PO3BUTKY KPOBOTEY

Ak 1 iHOI aHTUTPOMOOTHYHI JIIKApChbKi 3aco0M puBapokcabaH HE PEKOMEHIYEThCS 3aCTOCOBYBATH
nalfieHTam 3 MiJBUIIEHUM PU3UKOM BUHUKHEHHS KPOBOTEUl, Y TOMY YHCIIi PH HAsBHOCTI:

e  BpoKeHoi a00 Ha0yTOI MaTOJIOr1l 3rOpTaHHs KPOBI;

®  HEKOHTPOJIHOBAHOI TSHKKOI apTepiaibHOI TiMepTeH3ii;
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®  IHIIOTrO INUTYHKOBO-KHUIIIKOBOTO 3aXBOPIOBAHHS 0€3 BUPA30K B aKTUBHIHN CTaJIii, 1110 MOKE MMOTEHIIIHO
MPU3BOAUTH JI0 TEMOpPAriYHUX YCKJIAJHEHb (HANPUKIAJ 3arajbHE 3aXBOPIOBAHHS KHUIICYHUKY,
e3o(arit, TacTpuT Ta racrpoe3odareanbHa pedrokcHa XBOopooa);

®  CYIWHHOI pETHHOMATII;

e  OpoHxoekTa3y abo JEreHeBOi KpOBOTEU1 B aHAMHE3I.

[NarieHTH 3 OHKOJIOTIYHUM 3aXBOPIOBAHHIM

[TamieHTH 31 37105IKICHUMH 3aXBOPIOBAHHSAMH OJHOYACHO MOXKYTh MaTH MiABUIIICHUN PU3UK KPOBOTEY1 Ta

TpoM0O03y. IHOUBIAyalbHY KOPUCTH AHTHUTPOMOOTHYHOTO JIIKYBAaHHS CIiJl TOPIBHATH 3 PHU3UKOM

KpOBOTEY y MAIlIEHTIB 3 aKTHBHUM OHKOJIOTTYHHM 3aXBOPIOBAHHSAM 3JICKHO BiJl JIOKAJi3aIlil MyXJIHHH,

NPOTHUIYXJIMHHOI Tepanii Ta crafii 3axBoproBaHHs. [lyximHHM, po3TamoBaHi B IMITYHKOBO-KHIIKOBOMY

TpakTi a00 CEYOCTaTEeBOMY TPaKTi, OyJIH MOB’s3aHi 3 MiJIBUIIIEHUM PU3UKOM KPOBOTEUI 1] Yac JTIKYBaHHSI

pHUBapoKcabaHOM.

3acTocyBaHHS pUBapoOKcabaHy MPOTHUIIOKA3aHE MAI[iEHTaM 31 3JI0AKICHUMHA HOBOYTBOPEHHSIMHU 3 BUCOKUM

PHU3UKOM KpoBOTeY (IuB. po3ain «[IpoTunokazanus»).

IarieHTH 31 IITYYHUMU KJIaaHaMH CEpILs

PuBapokcabaHn He ci1i1 3aCTOCOBYBATH AJIsi TPOMOONPO(IIAKTUKY MALlI€EHTaM, K1 HEIIOIaBHO TIEPEHECITH

TpaHckateTepHy 3aminy aoprainbHoro kimamana (T3AK). besmeka ta edexruBHicTh Kcapento® He

BUBYAJIUCH Y MAIlI€HTIB 31 IITYYHUMHU CEpLEBUMH KJIalaHAMHU, TOMY BIJICYTHI JaHi, SIKi MiATBEPAKYIOTb,

o Kcapento® 3abe3nedye MOCTaTHIO aHTHKOATYJIAIIIO y ITi€l rpynu mnarieHTiB. He pexomeHayeThes

3actocoByBaTH Kcapento® 1uist TiKyBaHHS TaKUX Malli€HTIB.

[amienTy 3 anTudocdoniniIHUM CHHAPOMOM

He pexomenyeThCst 3aCTOCYBaHHS MPSMUX IEPOPATLHUX aHTHKOATYJISIHTIB, BKITFOYAa0UX puBapokcabaH,

MalieHTaMm 13 TpoMO030M B aHaMHe31 3 JlarHOCTOBaHUM aHTU(OoChOTIITHUM CHHAPOMOM. 30KpeMa, Y

MAIlI€HTIB, SKI MAIOTh MiATBEPHKEHI MO3UTHBHI PE3yJIbTAaTH TECTY AJS BCIX TPhOX aHTH(OCHOTIIIIHIX

AQHTUTIT (BOBUAKOBHI AaHTHKOATyJISTHT, AHTUKApIOJIMIHOBI aHTUTLIA, aHTHU-OeTa-2-TiikompoTein [

aHTHUTLIA), TEpaMis MPSIMUMU NEPOPATLHIMHU aHTUKOATYJITHTAMU MO>XKe OyTH TOB’s13aHa 13 MiABULIICHHAM

PHU3HUKY TTOBTOPHUX TPOMOOTHYHHX SIBUII] y TIOPIBHIHHI 13 TAKUMH TPH Teparlii aHTaroHiCTaMu BiTaMiHy

K.

[NamieHTH 3 HeKJIanaHHoW GiOpUIAIEl0 nepeacepb, skl nepenecnu [1KB 13 BcTaHOBIEHHIM CTEHTa

HasBHi KmiHIYHI JaHI 1HTEPBEHLIHHOTO MJOCHIKEHHS 3 TIEPBUHHOIO METOI OLIHKUA Oe3NeKku

3aCTOCYBaHHsI TMaIlieHTaM 3 HEKJIAMaHHOW ¢iopuisIiero nepencepan, ski mnepenecaun IIKB i3

BCTaHOBJICHHSIM cTeHTa. J[aHi 1010 eheKTUBHOCTI s 3a3HaYEHOT MOMyJIsALii 0OMeXXeHi (AUB. po3aiIn

«Crmoci6 3acTocyBaHHS Ta 103U» Ta «PapmakoguHamika»). BiacyTHi qaH1 moo 1i€i kaTeropii marieHTiB

3 iHcynbTOM/TIA B aHamHe3si.

Hamientn 3 TEJIA Ta HecTaOiIbHUMHU TeMOJAMHAMIYHUMU TapaMeTpaMy a0o0 XBOpi, SKMM HEOOXiTHUI

TPOMOOJTI3HC UM JIETCHEBA EMOOJIEKTOMIS

He pexomenayetncst 3actocoByBaT Kcapento® sk anbTepHaTUBY HE(PpPaKliOHOBAHOMY Ie€lapuHy IS

MAIIEHTIB 3 JIETEHEBOIO eMOOJIEI0, 110 MAIOTh HECTaOlLIbHI TeMOAMHAMIYHI MapaMeTpu abo MOXKYTh

MIPOXOAUTH MPOIIETYPY TPOMOOIZHUCY UM JIETCHEBOT eMOOJIEKTOMI1, OCKUTbKU Oe31eKy Ta e(h)eKTUBHICTh

BukopuctanHa KcapenTo® y nux KIiHIYHUX CUTYAIlisIX HE BCTAHOBJICHO.

CnuHHOMO3KOBA (emniaypanbHa/clliHallbHa) aHecTe31sl a00 MyHKIis

IIpu  HelpoakcianbHii  aHecTe3il  (emixypanbpHiii/cHiHanIBHIM ~ aHecTe3li) abo0  BHKOHaHHI

CHIHAJIBHOT/eMiTypalIbHOT MYHKITIT ICHY€ PU3UK PO3BUTKY €MiaypaibHOT 800 CITMHHOMO3KOBO1 T€MaTOMHU,

10 MOKE MPHU3BECTH [0 TPUBAIOTO YM HEOOOPOTHOTO Mapaiiuy y Mali€HTiB, SIKI 3aCTOCOBYIOTbH

AHTUTPOMOOTHYHI 3ac00M 17151 TPOPLITAKTUKH TPOMOOEMOOIIIYHUX YCKIIaTHECHb.

Pu3uk nux yckiaaHeHb MiABULIYETHCS MPH BUKOPUCTAHHI MOCTIMHMX eImilypallbHUX KaTeTepiB abo mpu

CYMMyTHBOMY 3aCTOCYBaHHI JIIKAPCHKUX MpernaparTiB, 0 BIUIMBAIOTh Ha remocrtas. TpaBmaTudHa abo

MOBTOPHA eMiypanbHa a00 CIMHHOMO3KOBA IMYHKIIIT TAKOX MiJBUILYIOTh PU3UK BKa3aHUX YCKJIaJHEHb.

[TamieHTH TMOBHMHHI TepeOyBaTH i CIIOCTEPEKCHHSAM JJISI BHSBJICHHS CHUMIITOMIB HEBPOJIOTIYHHUX

po3naaiB (HanpuKiIag OHIMIHHS a00 BITUYyTTS c1a0KOCTi y HOrax, IMCYHKII KUIIEYHUKY a00 CEY0BOTO

Mixypa). [Ipu BusiBIeHHI HEBPOJIOTIYHOTO AePIUTY HEOOX1AHI TEpPMiHOBA N1arHOCTHUKA Ta JIIKYBaHHS.

Jlikap TIOBMHEH OI[IHUTH TOTEHI[IHHY KOPUCTh 1 PHU3MK MEpel MPOBEISHHSM TaKOTO BTPYYaHHS Y

MAIIEHTIB, SKI 3aCTOCOBYIOTh AHTHUKOATYJSHTH a00 TOTYIOTHCA JI0 3aCTOCYBaHHS aHTHKOATYJSHTIB 3
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METOI0 MpOo(dITaKTUKH TpomOo3y. BincyTHilt kimiHIUHME AocBixg 3actocyBanHs 15 mMr Tta 20 wmr
pUBapoKcabaHy y TaKMX CUTYaIlisX.

Jlns 3HWOKEHHS TOTEHLIWHOTO PH3UKY KpPOBOTEUl acoIiiioBaHOi 13 OJHOYACHHM 3aCTOCYBaHHSIM
puBapokcabaHy Ta CHHHHOMO3KOBOKO (emigypajbHOI/CIIHAILHOI) aHecTe3iel0 ado MyHKIIIE0
HEoOXigqHO Opatu 10 yBaru (hapMakoKiHeTHUHUI mpodins puBapokcabany. BcranoBneHHs abo
BIJIYYCHHS €MiTypajibHOTO KaTeTepa ado JIIOMOAIbHOT MyHKITIT HaAKpaIe MpOBOAUTH, KOJIH OYIKY€EThCS
caOKUil aHTUKOAryJISTHTHUN eeKT puBapokcadbany (IuB. po3ain «DapmakokineTnka»). OHaK TOYHUN
Yac JIOCATHEHHS JOCTaTHHOTO 3HMKEHHS aHTUKOATYJITHTHOTO €(PEKTY Y KOXKHOTO TMaIli€eHTa HE BIJOMHMIA 1
HOTO il 3BaKUTH BITHOCHO TEPMIHOBOCTI JIIarHOCTHUYHOI MTPOLICTYPH.

Bunywatn emigypanpHHIl KaTeTep, Ha OCHOBI 3arajbHUX (PapMaKOKIHETUUHUX XapaKTEPUCTHUK, CIiJ
IIOHAMMEHIIIe Yepe3 MOABIMHUI Mepioa HaIliBBUBEIEHHS, TOOTO HE paHime HiX yepe3 18 romun mis
JOPOCIIMX TAII€HTIB MOJIONOTO BiKy Ta 26 TOAWH JUIS MAIl€HTIB JITHHOTO BIKY MICHIA MPHU3HAYCHHS
OCTaHHBOI 103U pHBapokcabany (muB. po3ain «DapMakoKiHETHKa»). PuBapokcabaH He NpuUMaTH
MPOTSrOM MEPUINX 6 TOAMH MICIs BUIIyYEHHS eMiaypajJbHOro KaTeTepa.

VY BUIMaaKy TPaBMAaTUYHOI IMyHKIIi1 MPU3HAUYEHHS pHBapoKcabaHy BapTO BiIKIACTH Ha 24 TOAHMHHU.
Hemae nanux mo/10 TepMiHiB BCTAHOBJIEHHS 200 BUJAJICHHS HEHPOAKCiaaIbHOT 0 KaTeTepa y AiTeH Iif 4ac
JIKyBaHHS JiKapchkuMm 3acoboMm KcapenTto®. VY Takux BUMAgKax CiijJ MPUNAHATA TPUHOM
puBapokcalaHy Ta pO3IJIIHYTH MOKIJIMBICTh 3aCTOCYBaHHS MAPEHTEPATIHLHOI0 AaHTUKOATyJISTHTa KOPOTKOT
ii.

PexoMeHnarii oo 103yBaHHs J1KapChbKOTO 3ac00y /10 Ta Miciis iHBa3UBHUX MPOLEAYP 1 XipYPriyHOTO
BTPYYaHHS

VY pa3i HeoOXiAHOCTI 1HBAa3WBHUX Mpolenyp ado XipypriyHux BTpydaHb 3acrocyBaHHS KcapenTo®
15 Mr i 20 Mr citijl TPUNIMHUATH IOHAMMEHTIIE 3a 24 TOIWHU 0 BTpYyYaHHS, SKIIO II€ MOXKJIMBO, Ta HA
OCHOBI KJIIHIYHOTO pillIeHHs JiKaps. SIKIio mpouenypy He MO>KHA BIJKJIACTH, CIiJl OLIHUTH HAsBHICTh
T IBUIIIEHOTO PU3UKY BUHUKHEHHS KPOBOTEUI 1 TEPMIHOBICTh BTPyYaHHS.

3acrocyBanHs KcapenTto® mnoTpiOHO BiAHOBUTH TiCJIs TPOBEACHHS I1HBa3MBHOI Mpoleaypu abo
XIpypriyHoro BTPYYaHHS TaK MIBHIKO, SIK TUIBKH JOCATHYTO aJCKBaTHOTO TE€MOCTa3y, Ta SKIIO
3aCTOCYBAaHHSA JIIKAPCHKOTO 3ac00y 03BOJISE KJIIHIYHA CHUTYallis B LIJOMY, II0 BCTaHOBJICHO JIIKapeM
(muB. po3nin «dapMakoKiHETHKAY).

[NarieHTH JITHBOTO BIKY

Pu3uk po3BUTKY KpOBOTEY 301IBIITYETHCS 3 BIKOM (IUB. po3ALT « DapMaKOKIHETHKA ).

JlepMaToJoriuHi peakiii

Cepiio3Hi mKipHI peakiii, BKiItoyatoun cuaapoM CriBeHca — JI)KOHCOHA / TOKCHYHHMMA eTigepMaibHUNA
Hekpomiz Tta DRESS-cunapom (peakiiss Ha Jikapcbkuii 3acid 3 €03uHO(DUIIEI0 Ta CHUCTEMHUMH
CUMIITOMaMH), y 3B’s3Ky 13 3aCTOCYBaHHSIM pPHBApOKcabaHy 3apeecTpOBAHO Yy MiCIsIpeecTpaIiiiHuid
nepioa (nuB. po3ain «llo6iuni peakuii»). Pu3uk nux peakiiil y marieHTiB, AIMOBIpHO, € HAaBUIIUM Ha
MOYaTKy Teparii: MosBa peakiiii y OUIBIIOCTI BUITAJKIB BimOyBajacs MPOTATOM IMEPIIUX THXKHIB
nmikyBanHa. Ilpu mepmux mposBax THKKUX MIKIPHUX BHUCUMIB (HAampUKIAA, TeHepasi3allis,
iHTeHcudikailis Ta/abo yTBOpEHHS MyXUpiB) a0 MPH MOsB1 OYIb-AKHUX 1HIIUX O3HAK T1IEPUyTIMBOCTI Y
MO€HAHHI 3 YPa)KEHHSIM CIIM30BOT OOO0JIOHKH CIIiI MPUITMHUTH 3aCTOCYBAaHHS pUBapoOKcabany.
Indopmartis 0po JONOMiXKHI PEUOBUHU

Kcapenro® wmictute nakro3y. IlamieHTamMm 3 piAKICHUMH CHAaJKOBUMH 3aXBOPIOBAHHIMHM, IO
CYNPOBOKYIOTECS HEMEPEHOCHMICTIO TajakTo3W, AedinuTtoM saktazu Jlanma ta mambabCcopOIriero
TJIIOKO3U-TAIaKTO3H, HE CIIiJ] 3aCTOCOBYBATH IIeH JiKapChKUid 3acio.

Iei mikapchKuii 3aci0 MICTUTH MEHIIIE HIXK 1 MMOJTh HaTpito (23 MT) B OJIHIH TaOJIETIN, TOOTO MPAKTUYHO
HE MICTUTh HaTPIIO.

3acmocysanns y nepioo eacimnocmi abo 200y8aHus 2py0oio.

Baritnicts. EdextuBHicTh Ta 6e3neka 3actocyBanHs Kcapento® BariTHUMH KiHKaMH HE BUBYAIACS.
PesynbraTi AOCHIKEHP Ha TBapUHAX BKAa3ylOThb Ha PENPOAYKTUBHY TOKCHYHICTh (IUB. PO3.ILI
«®apMakoJIoTiuHI BIACTUBOCTI»). Uepe3 MOTEHIHY PEenpOayKTHBHY TOKCHUYHICTH, 3HAYHUN PU3BHUK
BUHUKHEHHSI KPOBOTEU Ta MPOXOJKEHHS PUBAapOKcabaHy uepe3 IUIaleHTapHHH Oap’ep 3acTOCYyBaHHS
KcapenTo® y mepiosn BariTHOCTI mpoTUIioKa3aHe (IuB. po3aii «[IpoTunokazanas»).

JKinkam penpoayKTUBHOTO BiKYy CJIil yHUKATH BariTHOCTI ITiJl 4ac JIIKyBaHHs pUBapOKCaOaHOM.
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TonyBanus rpyo. EdextuBHicTs Ta 6e3neka 3actocyBanHs KcapenTo® jxiHKaMu y epiosi TOAyBaHHS
TPYUII0 HE BUBYAacs. Y X0l HOCTIKeHbh Ha TBAPUHAX BCTAHOBJICHO, 1[0 PUBAPOKCA0AH BUIIISETHCS 3
rpyIHUM MojokoM. BignosigHo Kcapento® mpoTunokazaHuil 10 3aCTOCYBaHHA Y IMEPioa TOMyBaHHS
rpynao (muB. posnin «lIporumnokazanus»). HeoOXimHO NMPUAHSATH PIIICHHS CTOCOBHO TMPHUITMHEHHS
rOAyBaHHS IPyAJI0 a0 MPUIMHEHH/YTpUMaHH BiJ Tepartii.

®eprriibHICTh. CriemianbH1 JOCHTIKEHHS 3 OLIIHKY BIUTMBY pPUBapoKcabaHy Ha PepTUIIbHICTD JTFOUHU HE
MPOBOJIMIIACE. Y XOJi AOCIIPKEHHS (PepTHIIBHOCTI CaMIIiB 1 CAMUIb IIypiB HE OYJIO BUSBJIEHO >KOJIHOTO
BIUTUBY (AUB. po3au1 «DapMakoIoTiuHI BIACTUBOCTI ).

30amuicms  énauseamu Ha WEUOKICMb peakyii npu KepyeaHHi aA8MOMpPAHCNOpmMoM abo IHWUMU
MeXaHniZMamu.

Kcapenro® mposiBrisie He3HAYHHWU BIUIMB Ha 3/IaTHICTh KEPYBAaTH aBTOTPAHCIOPTOM a00 I1HIIMMH
MexaHi3Mamu. [loBimoMisian mpo MoOIvHI peakinii, Taki SK BHMAJKH CHHKOTAJIBHOTO CTaHy (J4acToTa:
HevacTo) abo 3amaMopodeHHs (4acToTa: yacTto) (auB. po3aut «I1o6iuHi peakiiin).

[TamienTam, y SIKMX BiI3HAYAIOTHCS MOOIYHI peakilii TaKoro THUITY, HE CIIiJ] KepyBaTH aBTOMOOLIEeM abo
MPAIIOBATH 3 IHIIMMU MEXaHi3MaMHU.

Cnoci6 3acmocysannsa ma 0o3u.

Jlo3yBaHHs

Ipogpinakmuka incynomy ma cucmemuoi em601ii' y 0opociux

Pexomenayerbcs mpusnauat mo 1 Ttabmermi Kcapento® 20 mr 1 pa3 Ha mo0y, I 1032 TaKOXK €
MaKCUMAaJIbHOIO PEKOMEH/I0BAaHOIO J03010.

JlikyBanus npenapatom Kcapento® ciif mpoBOAUTH IPOTATOM TPUBAIOTO Yacy 32 YMOBH, 110 KOPUCTh
BiJl MPO(ITAKTUKH 1HCYJIBTY Ta CUCTEMHOI eMOOJIii mepeBaskae pU3UK PO3BUTKY KPOBOTEYU (JIMB. PO3JILI
«OCco0IMBOCTI 3aCTOCYBaHHS ).

VY BUINAAKY MPOITyCKY NMPHUHOMY TaOJNETKU MarieHTy ciif npuitHata Kcapento® HeraifHO 1 HACTYIHOTO
JTHSI TIPOJIOBXKUTH JIIKYBaHHS 13 mpuiioMoM 1 pa3 Ha 100y 3TiTHO peKOMEHI0BaHOTO 103yBaHH:. He ciin
MpUIMaTH MOJBIMHY 03y Y TOM CaMUll JIeHb, III00 KOMIICHCYBATH MPOITYIICHY TaOJIeTKY.

Jixysanns TI'B, TEJIA ma npoginaxmuxa peyuousie TI' B i TEJIA y dopocaux

[TpoTsirom nepmux 3 TKHIB 115 JikyBaHHs roctporo TI'B i TEJIA pexoMmeHayeTbes mpu3HayaTu 1o 1
tabneti Kcapenro® 15 mr asiui Ha 00y, micas goro — no 20 mr Kcapento® 1 pa3 Ha mo0y st
TPUBAJIOTO JiKyBaHHS 1 npo¢inaktuku peunausy TT'B Ta TEJIA.

KopoTkocTpokoBy Teparito (IprHHANMHI MPOTATOM 3 MICSIIIB) CiJ MpuU3HadaTy mamieHTaMm 3 TI'B un
TEJIA 3a HassBHOCTI TUMYacOBHUX (DakTOpiB PU3UKY (HAIIPUKIIAI, HEIIOIaBHO IepeHeceHa oneparis abo
TpaBMa). [loBroctpokoBy Tepamito ciia npusHavyatu narientam 3 TI'B un TEJIA, mo He moB’s3aHi 3
TUMYacOBUMHU (hakTopamu pusuky, imionarnyauM TI'B um TEJIA a6o nasBHicTio peunausiB TI'B un
TEJIA B aHamHe3I.

Konu nokazane nogosxenns npodinaktuxu peuuansis TT'B a6o TEJIA (micns 3aBepuenns Tepanii TT'B
1 TEJIA TpuBamicTio moHaiMeHIe 6 MIicsIIiB), pPeKOMEHAOBaHa J103a CTAHOBUTHL 10 Mr o1uH pa3 Ha 100Yy.
Jns mamieHTiB 3 BUCOKMM pusukoMm peuuauBy TI'B a6o TEJIA, 3 yckiIagHeHMMH CYIMyTHIMH
3aXBOPIOBAHHSIMH, a TAKOXK JIJIS MAITIEHTIB, K1 mepeHecu peruans TI'B un TEJIA na doni 3acTocyBanHs
nikapebkoro 3aco0y Kcapento® 10 mMr ogus pas Ha 100y, 3 METOIO PO ITAKTHKH MOXKe OyTH TOLITEHIM
3aCTOCYBaHHsI JIikapchbKoro 3aco0y Kcapento® 20 mr oguH pa3 Ha 100y.

TpuBanicTs MiKyBaHHS BU3HAYAETHCS 1HAUBITyaTIbHO MICTs PETEIbHOT OIIIHKU KOPUCTI BiJl 3aCTOCYBaHHS
Ta MOTEHIIHHOTO PU3UKY PO3BUTKY KPOBOTEY (IUB. po3ia «OcOOIMBOCTI 3aCTOCYBAHHS).

[Tepion Pexxum no3yBanHs 3aransHa
n000Ba 103a
JlikyBaHHs Ta 1-21 neus 15 Mr aBivi Ha 100y 30 mr
npodinakTuka peuuauBiB | 22 neHb i gani 20 Mr ouH pa3 Ha 100y 20 mr
TI'B 1 TEJIA
[TpodinakTrka [Ticns 3aBepienns teparii | 10 Mr oguH pa3 Ha 700y 10 mr
pemmauiB TI'B i TEJIA | TI'B 1 TEJIA TpuBamnicTio | a0o abo 20 mr
[IOHAalMeHIIe 6 MICSIIIB 20 Mr oJIMH pa3 Ha 100y
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VY pa3i nponycky npuiiomy Tadierku Kcapento® mo 15 mr mifg gac JiKyBaHHS MO 15 MT JiKapchbKOTO

3aco0y aBiul Ha 100y (1-21 AeHB) MaIl€eHT MOBUHEH HETaHO mpuiHATH 103y Kcapento®, mob

3abe3neuntH npuitom 30 mr Kcapento® Ha 100y. Y 1bOMY BHIAAKY MOKHA MPUHHATH OJHOYACHO 2

TabneTku mo 15 mr. HactynmHOTO JTHS CITiJl MPOJAOBKUATH 3BHUAHUM PEeKUM 10 15 Mr nBidi Ha 100y, K

PEKOMEHI0BAHO.

VY BUNAAKy MPOMYCKY MPUMOMY TAOJETKH ITiJI 9ac PeKUMY JIIKYBaHHS OAWH pa3 Ha A00y MAIll€HTY CIIiJI

npuiinaTi Kcapento® HeraitHO 1 HACTYITHOTO THS IPOJIOBXKUTH JTIKYBaHHS 13 mpuitomoM 1 pa3 Ha 100y

3TiIHO 3 PEKOMEHIOBAaHUM J03yBaHHsAM. He ciig mpuitmMaTu MoABiiHY 103y Y TOW caMHUil JIeHb, 100

KOMITIEHCYBATH MPOIYIIEHY Ta0IETKY.

Jixysanus eéenosnoi mpomboemobonii (BTE) i npogpinakmura peyuousy BTE y dimeii

3acTocyBaHHs JiKkapchkkoro 3aco0y Kcapento® miteit cmig posmoyaTd Ticias NpPUHAWMHI S5 JHIB

MIOYaTKOBOT MMApEHTEPATIbHOI aHTUKOAryJITHTHOI Tepaii (AuB. po3ain «PapMaKoIoTiyHi BIACTUBOCTI»).

J103y po3paxoBYIOTh 3aJI€KHO Bl MacH TiJa.

Maca mina 6io 30 0o 50 ke: pexomeHz0BaHa 1o03a 15 mMr ogun pa3 Ha no0y. Lle MakcumanbHa 1060Ba

703a.

Maca mina 6io 50 ke abo éuwe: pekoMeH10BaHa 103a 20 Mr ouH pa3 Ha 700y. Lle MmakcumanbpHa 1060Ba

703a.

Jlnst marieHTiB 3 Macoro Tija MeHIe 30 Kr AUB. IHCTPYKIIIO A7 MEIUYHOTO 3aCTOCYBAaHHS JIIKAPCHKOTO

3aco0y Kcapento®, rpanyiu s IpUroTyBaHHS CyCHEH31i UIsl TepOpaIbHOTO 3aCTOCYBaHHS.

Cai KOHTpOJIIOBATH Bary JWTHUHM Ta PETYJSIPHO KOpHUryBatu 1o3y. Lle HeoOxinHO it 3abe3rnedeHHs

MIITPUMKH TepaneBTUYHOT 103u. KOpuryBaHHS 1034 CiIi MPOBOJAWTH JIUIIE HA OCHOBI 3MIHHM MacH Tija..

Tepamito ciii TPOAOBXKYBaTH HE MEHIIE 3 MicAliB. 3a KIIHIYHOI HEOOXiMHOCTI JIKyBaHHS MOXXHA

MPOJIOBXKUTH 70 12 micsiiB. Hemae naHux momo 3HMKCHHS 03 Y JITEH Micis 6 MICSIIB JTIKyBaHHS.

CriBBiTHOIIICHHS KOPHCTH/PU3MK TPOJOBKEHHS Tepamii dvepe3 3 MicsAlll CJiA OIIHIOBaTH Ha

IHIUBIIyaIbHINA OCHOBI, OEpy4YH 1O yBaru pHU3UK TMOBTOPHOTO TPOMOO3Y MOPIBHSIHO 3 MOTEHIIHHUM

PHU3UKOM KPOBOTEUI.

Axio 103y mpomnyieHy, To i ¢ IPUHHATH SIKOMOTa MIBHIIE IICIIS TOTO, SIK 11 0yJIO MOMIYeHO, aje

TITBKU B TOH ke JeHb. SIKINO 11e HEMOXKIIMBO, MAIll€HT MTOBUHEH MPOMYCTUTH JI03Y 1 MPOJIOBKUTH IPUAOM

HACTYIHOT J103H, SIK 11¢ OyJI0 Mpru3HadeHo. [larieHT He MOBUHEH NMPUHMAaTH JB1 1031, 1100 KOMITIEHCYBAaTH

IPOMYUICHY J103Y.

Ilepexio 3 anmaconicmis eéimaminy K na Kcapenmo®

- IIpodinaktuka iHCYIBTY Ta CHCTEMHOI eMOOIii: HEOOXIAHO MPUIMHUTU Teparmilo aHTaroHiCTaMu
Bitaminy K i mounHaTu 3actocyBanss Kcapento®, Koju MOKa3HUK MIXXHAPOIHOTO HOPMaJTi30BaHOTO
BinHomeHHs: (MHB) cranoButnme < 3.

- JlixyBanus TI'B, TEJIA Ta npodinakTuka iX MOBTOPHOTO BUHUKHEHHS y JOPOCIHX Ta JIIKyBaHHS
BeHOo3HO1 TpombOoem6boiii (BTE) 1 mpodinakruka peuuauBy BTE y niteit: Tepamist aHTaroHicraMu
Bitaminy K mae Oytu mpumnuHeHa, a 3actocyBaHHs KcapenTo® ciig moyuHaTH TPH JOCSITHEHHI
nokasznuka MHB < 2.5.

[Ipu mepexomi martieHTiB 3 aHTaroHicTiB BitTaMiny K Ha Kcapento® micis 3actocyBanHs Kcapento®

sHaueHHss MHB moxyTh Oytr xubHO miaBumieHi. MHB He € BamigoBaHMM METOJOM JJisi OLIIHKH

AHTUKOAryJITHTHOI akTuBHOCTI KcapenTto®, TOMy HOro He CIliJi BUKOPHUCTOBYBAaTH (IIMB. PO3ALI

«B3aemMois 3 IHIIUMU JTIKAPCHKUMHE 3aC00aMH Ta 1HIII BUAU B3aEMOJII).

Ilepexio 3 Kcapenmo® na anmazonicmu eimaminy K

IcHye MOXIMBICTH HEIOCTAaTHBOI AHTHUKOAryJslii MpoTAroM mepioxy nepexoay 3 Kcapento® Ha

antaronict BitamiHy K. Tak camo, sk 1 mig 9ac OyIb-IKOTO TEpPeXoay Ha ajJbTepHATUBHUN

AaHTHUKOATyJISHT, Y IIbOMY BUIAJIKy Mae OyTH 3a0e3nedeHa OesrepepBHa afeKBaTHA aHTHKOATYIIALS.

HeoOximHo mam’sitaTd mpo Te, 1m0 Ha Tii 3acTocyBaHHS Kcapento® MOXyTh BHU3HAYATHCS XHUOHO

miaBuIeHi 3HaueHast MHB.

VY pasi nepexony 3 Kcapenro® na anTaronict BiTaminy K anTaronict BiTaminy K cmig moumHatu

npuiiMaT ogHo4acHo 3 KcapenTo® i mpoaoBKyBaTu OJJHOYACHUN NpUiioM, JomOKH rokazHuKk MHB ne

Oyne cTaHOBUTH > 2. YIPOJOBX MEPIIMX JBOX JHIB MEPIOJy NEpexoqy MOKHAa BHUKOPHUCTOBYBATH

CTaHJapTHEe J03yBaHHA aHTaroHicra BiTaminy K. Hapami no3yBanHs aHTaronicra Bitaminy K

KOPHUTYEThCS 3aJIEKHO BiJl 3HaYeHHss MHB.
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[Toxu nanieHT ogHOYacHO 3acTocoBye Kcapento® Tta anraronict Bitaminy K, MHB criin Bu3sHauaTu He

paHiie HiX dyepe3 24 roAuHH Micis MpUioMy OCTaHHbBOI 1031 KcapenTo® (mepen mpuiloMOM HAaCTYITHOT

no3u Kcapento®). [licnst npununenns 3acrocyBans Kcapenro® MHB moxxHa 10CcTOBIpHO BH3HAYaTH

HIOHAMMEHTIIIE Yepe3 24 TOIUHM TICIs TpriioMy ocTaHHBOI 1031 KcapenTo® (muB. po3ainu «B3aemois

3 IHIIUMHU JIIKAPCHKUMH 3aC00aMHU Ta 1HIII BHIU B3a€MOIi», « DapMaKoIOTidH1 BIIACTUBOCTI).

Jimu

JiTsmM, siki mepeinu i3 3actocyBanns Kcapento® Ha 3aCTOCYBaHHS aHTaroHicty Bitaminy K, HeoOXigHO

npoioBxKyBaTu mpuitom Kcapento® mpotsrom 48 roauH Mmicis MEpIIoi 03U aHTaroHicty Bitaminy K.

[Ticms nBOX MJHIB OJHOYACHOTO 3aCTOCYBaHHS Ciif BuU3HauMTH 3HadyeHHs MHB nmo wactymHOi

3artaHoBaHoi 1o3u Kcapento®. Jlo Tux mip, moku MHB He ctane > 2,0, pekoMeHy€ThCs IPOIOBXKYBaTH

onHovacHe 3acTocyBaHHS Kcapento® Ta antaronicty Bitaminy K. Ilicis mpunuHeHHs 3acTOCyBaHHS

Kcapenro® MHB MokHa JOCTOBIpHO BH3HAuyaTH MIOHaiMeHIIe depe3 24 TOAMHU TMicHs NpUoMY

octanHboi 103U Kcapento® (nuB. Buie Ta po3aist «B3aeMois 3 iHIIUMH JTIKapCHKUMH 3aC00aMH Ta 1HII

BHJIH B3a€EMOJTII»).

Ilepexio 3 napenmepanvrux anmukoa2ynaumie Ha Kcapenmo®

JlopociiuM Ta neliaTpUYHUM Malli€HTaM, SIKi OTPUMYIOTb TapEHTEPaIbHI aHTUKOATyJISTHTH, 3aCTOCYBaHHS

Kcapento® cmig po3mounmHatu 3a 0—2 ToAMHM JO0 MOMEHTY HACTYIHOTO IIJIAHOBOTO BBEICHHS

MapeHTEePAIBHOTO JTIKApChKOro 3aco0y (HANpHKIaJ HU3bKOMOJEKYJSIPHOIO renapuHy) abo y MOMEHT

MPUINMHEHHS 3aCTOCYBaHHS JIKapChbKOro 3aco0y i TOCTIHHOTO MapeHTEepalbHOrO BBEICHHS

(HampukJag He(PaKIiOHOBAHOTO TeMAPUHY JUIsl BHYTPIIIHBOBEHHOTO BBEICHHS).

Ilepexio 3 Kcapenmo® na napenmepanvHi anmuxoayisitHmu

[TpunuauTu 3acrocyBanHs KcapenTo® i BBECTH MepIly 703y MAapeHTEPATbHOTO aHTUKOATYJISIHTY Y TOM

4ac, KoJim ciif 0yso 0 3acTocoByBaTH HacTymnHY 1103y Kcapento®.

Oco0nHBi KaTeropii MmaiieHTiB

Tayieumu 3 nopyuennsam Qyukyii HUpox

Jlopocni. HasBHI oOMeskeH1 KJTiHIYHI aHi y MAIi€HTIB 3 HUPKOBOIO HEIOCTATHICTIO TSKKOTO CTYIEHS

(xkmipeHc kpeatuHiny 15-29 Mi/XB) BKa3yrOTh Ha 3HAYHE ITiIBUIICHHS KOHIICHTpAIl puBapokcadany y

IU1a3Mi KpoBi. 3Ba)kalouM Ha Iie, P JIIKyBaHHI Malie€HTIiB L€l kareropii gikapcekuii 3aci6 Kcapento®

CJIIJT 3aCTOCOBYBATH 3 00epexHICTIO. He pekoMeHyeThCs 3aCTOCYBaHHS JTIKAPCHKOTO 3ac00y TMallieHTaM

3 KIIPpEHCOM KpeaTuHiHy MeHme 15 wmi/xB (guB. po3aimm  «OcoOIMBOCTI  3aCTOCYBaHHS» 1

«DapMakoKiHETHKAY).

[TamieHTaM 3 HUPKOBOIO HEIOCTATHICTIO CEPEIHBOTO CTYIEHS TSXKKOCTI (KiipeHc KpeatuHiHy 3049

MJI/XB) a00 TSKKOTO CTymneHs (KIpeHC KpeaTuHiHy 15-29 Mil/XB) peKOMEHIOBaHI HACTYIHI CXEMH

J03yBaHHS:

- st Tpo(UTAaKTUKKA 1HCYJBTY Ta CHCTEMHOI eMOOoJii y TaIll€eHTIB 3 HEKJIAMaHHOKW (iOpHIISIIE0
nepecepib peKOMEH0BaHa 103a CTAHOBUTH 15 Mr 1 pa3 Ha 100y (auB. po3nin «PapMakOKiHETUKAY ).

- s mikyBanHa TI'B, TEJIA Ta npodinmaktuku moBropHoro BunukHeHHss TI'B ta TEJIA: mpotsrom
nepmux 3 THXKHIB MallleHTH NMOBUHHI oTpuMyBatu Kcapento® mo 15 mr nBiui Ha n00y. Ilicns
3aKIHYEHHSI 1IbOTO MEPioJy PEKOMEHI0BaHa /033 CTaHOBUTH 20 MI oAMH pa3 Ha J00y. Y BHIAJKY,
SKILO PU3HK PO3BUTKY KPOBOTEUI y marieHTa nepepaxkae pusuk peruausiB TI'B ta TEJIA, HeoOxinHo
PO3MIISIHYTH TMHUTAHHS TPO 3HIKEeHHs no3u 3 20 mr 1 pa3 Ha moby go 15 mr 1 pa3 Ha m00y.
PexomeHalisi CTOCOBHO 3acTOCYBaHHS 103U 15 Mr IpyHTyeTbcs Ha (apMaKOKIHETHUYHOMY
MOJICITFOBaHHI 1 HE JOCIIHKYBaIACh Y KJITHIYHUX YMOBaX (AUB. po3aiiu «OCOOIMBOCTI 3aCTOCYBaHHSY,
«®DapMaKoJIOTi4HI BIACTUBOCTI»).

SAxio pekoMeH0BaHa /103a CTaHOBUTH 10 MT oauH pa3 Ha 100y, KOPEKIIis 103 HE MOTpiOHA.

XBOpUM 3 HUPKOBOIO HEOCTAaTHICTIO JIETKOTO cTyreHs (kimipeHc kpeatuHiHy 50-80 Mi/XB) KOpekuis

71034 He MOTpiOHA (IUB. po3ain «PapMaKOKIHETHKAY).

ITH.

— JliTh 3 HUPKOBOIO HEIOCTATHICTIO MOMIPHOTO CTYMEHs (MBHAKICTh KIIy00o4uKoBOi (imbTpartii 50—80
mi1/xB/1,73 M?): KOpeKIlis 71031 He TOTPiOHA HAa OCHOBI JaHHX y JIOPOCIMX Ta OOMEKEHHX NaHHX Y
NelaTPUYHKX TAII€HTIB (TuB. «DapMaKOKIHETHKAY).

— JliTh 3 HUPKOBOIO HEIOCTATHICTIO TSHKKOTO CTymNeHs (IMBHAKICTh KITyO004dKkoBOi ¢imbTpamii < 50
mi/xB/1,73 M?): 3acTocysanns Kcapento® He peKOMeHIyeThCs Yepe3 BiACYTHICTh KIIIHIYHMX JaHHX
(muB. po3ain «OCcoOIMBOCTI 3aCTOCYBAHHS» ).
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THayieumu 3 nopywennsam Qyuxkyii neuinku
KcapenTo® mnpoTrurnokasaHuii marieHTaM 13 3aXBOPIOBAaHHSMH TI€YIHKH, IO AaCOIIIOIOTHCS 3
KOAaryJIonari€ro Ta KJIiHIYHO 3HaYy MM PU3UKOM BUHUKHEHHS KPOBOTEU1, y TOMY YUCIIi XBOPUM Ha LIUPO3
neuinku kimacy B ta C 3a knacudikamiero Yannga — IT'to (muB. posminu «IIpoTtumokasanHs» Ta
«DapMaKOKIHETHUKAY ).
BiacyTHi KIiHIYHI 1aH1 MO0 AITEH 13 MOpyIIeHHAM (DYHKITIT TeYiHKH.
THayienmu nimnvo2o 6iKy
Kopexkiis n1o3u He moTpiOHa (1uB. po3/ain «DapMaKOKiHETHKAY ).
Maca mina
Jlnist TopocuX KOpeKLis 031 He MOTpiOHa (IuB. po3aia «DapMaKOKIHETHKAY).
Jlist miteit 103y BUSHAYAIOTh 3aJIEKHO BiJl MacH Tiia
Cmamp
Kopexkis n1o3u He moTpiOHa (1uB. po3/in «DapMaKOKiHETHKAY ).
3acmocysanns y nayienmis, aKi npoxoosams npoyeoypy Kapoiosepcii
J103BOMSETBCSL pO3MOYNHATH 200 TPOIOBXKYBaTH 3acTocyBaHHS Kcapento® y marieHTiB, SKI MOXYTh
notpeOyBaTu KapioBepcii.
[Ipu mpoBeneHHi KapaioBepcii mmig KoHTposieM uepe3cTpaBoxinHoi exokapaiorpadii (HCExo-KI') y
NAIli€HTIB, SKI paHille HE OTPUMYBAJIM AaHTUKOAryJsHTH, 3acTtocyBaHHA KcapenTto® HeoOXiIHO
po3movyaty NpUHAWMHI 3a 4 TOAWHU 10 KapaioBepcii s 3a0e3ledeHHs aJeKBATHOTO PIBHS
aHTHKOoarysnii (quB. po3ninn «PapmakonuHamikay Ta «DapmakokiHeTukay). st BCiX MAIli€HTIB 110
MPOBEACHHS Kap/ioBepcCii MOTPIOHO OTpUMATH MIATBEPIKEHHS TOTO, 0 BOHM mpuiiManu Kcapento®
3TiAHO 3 mpu3HaYeHHAM. [1i yac npuHHATTS pillIeHHS PO MOYATOK Ta TPUBATICTD JIIKYBaHHS HEOOX1THO
BpaxoBYBaTH PEKOMEH/AIlll yCTAICHUX KEPIBHUIITB CTOCOBHO aHTHKOATYJITHTHOT Tepamii y XBOpHUX, SKi
MIPOXOAATH MPOLEAYPY KapaioBepcii.
[NamienTH 3 HeKNIananHow GiOpUIAIEl0 nepeacepb, ski nepenecnu [1KB 13 BCTaHOBIEHHIM CTEHTa
HasiBHuiI 0OMekeHHit JOCBI/] 3aCTOCYBaHHS 3HIKEHOT /103U JIiKapchKoro 3aco0y Kcapento® 15 mr 1 pa3
Ha 700y [abo mikapcekoro 3aco0y Kcapenro® 10 mr 1 pa3 Ha 100y Ais MAIli€eHTIB 3 HUPKOBOIO
HEJIOCTATHICTIO CEPEIHBOTO CTYIEHS TSKKOCTI (KimipeHc kpeaTuHiny 30—-49 mu/xB)] B koMOiHamii 3
iHridiTopom penenropiB P2Y12 makcumym 1o 12 micsmiB mamieHTaM 3 HEKJIaNaHHOKO (iOpuIIsLiero
nepeacepb, siKi mMoTpeOyITh 3aCTOCYBaHHS NEPOPATHHOTO aHTUKOArysstHTy Ta nepeneciau [IKB 13
BCTaHOBJICHHSIM CTeHTa (AMB. po3ain «OcoOarBOCTI 3acTocyBaHHs» Ta «DapMakoAMHAMIKAY).
Cnocib 3acmocysanns
Jlopoci
J71s mepopalibHOTO 3aCTOCYBaHHSI.
Tabnerku mikapcbkoro 3aco0y Kcapenro® 15 mr ta 20 mr ciig npuiiMaty mig dac ki (IuUB. po3ail
«DapMakoKiHETHKAY).
Iloopibnenns mabnemxu
JIy1st aIienHTiB, AKi HE MAalOTh 3MOTH MTPOKOBTHYTH 1Ty TAOJNETKY, il MOKHA TOAPIOHUTH Ta 3MIIIaTH 3
BOJIOI0 200 TKelo M’SKOi KOHCHUCTEHIIi, TaKolo sK s0Iy4He mope, 0e3nmocepeHbo nepes MpruiioMoM
nepopanbHo. Ilicas mpuitomy moapioHeHnx Ttabnetok Kcapento® 15 mr um 20 mr ciig HeraiHO
IIPUHHATH 1KY .
[ToapiOHeHi TabIeTKU MOKHA BBOJUTH Yepe3 NUTYHKOBUM 30H[ (IUB. po3alm «DapMaKOKIHETHKA) Ta
«OcobmuBi 3aX0/11 OE3MEKM» ).

1TH
Jlimu 3 macoro mina 6io 30 0o 50 ke.
J51s mepopalibHOTO 3aCTOCYBaHHS.
[NarienTy cii mMOpaauTH KOBTATU TaONETKY, 3alMBAIOYH 11 PIAMHOIO. [i Takox crin NpUiiMaTy Tia 9ac
ki (muB. «DapMakokineTukay). TabIeTKu i mpuitMaTH TPUOJIU3HO 3 IHTEPBAIOM 24 TOJIUHHU.
SIKI110 MAIlieHT 0/1pa3y BUILTIOHYB /103y a00 BUpBaB MpoTiaroM 30 XBUJIMH Micis IPUAOMY O3H, CIiJ1 1aTH
HOBY 1103y. OJTHaK, SKIIO MaIlieHT 0J1r0€ O1nbie HiK Yepe3 30 XBUIUH Micisl TPUHOMY J103H, 103y HE CITiJI
BBOJIUTH IIOBTOPHO, & CJIiJl IPUWHATH HACTYITHY JI03Y 32 PO3KIAIOM.
TabieTky HE MOXKHA PO3AUISITH, HAMAralouuch OTPUMATH YaCTHHY JI03U TAOJIETKH.
Iloopibnenns mabnemxu
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Jlnsi maiieHTiB, sIKi HE MAalOTh 3MOTH NPOKOBTHYTH LTy TabieTky ciif 3actocoByBatu KcapenTo®,
I'panyny U1 IPUTOTYBAaHHS CYCHEH31i IS TepOpaIbHOTO 3aCTOCYBAHHS.

SIKImo cycmeH3ist Uis NepopalbHOTO 3aCTOCYBaHHS HEAOCTYIHA BiJpa3dy, KOJHM MpHU3HAYCHI O3H
puBapokcabany 15 mr a6o 20 wmr, ii MokHa OTpuUMaTH, MOAPIOHUBIIM TabneTKy 15 mr a6o 20 wmr i
3MimaBImM ii 3 Boxoro abo sAOMyyHHM MmIope Oe3MocepeHbO Mepes 3aCTOCYBAaHHSAM 1 BBOASYM i
nepopanbHO (IuB. «PapMaKOKIHETHKa» Ta po3iia «OcoOnuBi 3ax0au Oe3MeKn» ).

Jimu.

besneka Ta edeKkTUBHICTH 3aCTOCYyBaHHs Jikapchkoro 3aco0y Kcapento® y agiteit mo 18 pokiB He
BCTaHOBJICHA IS MOKA3aHHS MPOQIAKTUKA IHCYJIBTY Ta CHCTEMHOT eMOOJTii y MAIIEHTIB 13 HEKJIanaHHO0
biopustiero nepeacepapb. Jani moo miel kareropii BiicyTHi. ToMy He pEKOMEHTYEThCS 3aCTOCYBaHHS
JKapchKOro 3aco0y aiTsaM 110 18 pokiB 3a mokazaHHsIM, KpiM JiKyBaHHS BeHO3HOI TpoMOoemoOoiii (BTE)
1 mpodinmaktuka peruauBy BTE.

Ilepeoo3ysanns.

VY nopocnux 3agikcoBaHO piKiCHI BUNIAJAKK repeno3yBanHs 10 1960 mr. Y pasi nepeno3yBaHHS Malli€HTa
CJIIJT PETENIHHO OTJIIHYTH IIOJI0 TAKUX YCKIIQTHEHb, IK KpOBOTEYa a00 1HII MOOIYH1 peakilii (IuB. HIKIe
«JlikyBaHHs KpoBOTeY»). JlaHi momo niteil oOMexkeHi. YHaAcHiI0k oOMexeHoi abcopOItii mpu BBEICHHI
JKapChKOTO 3aco0y y 103ax, 10 3HAYHO MEPEBHUIIYIOTh TepaneBTH4HI (50 Mr abo BHIIE), OUIKYETHCS
eeKT HacCHUeHHsI 06€3 MOJAJIBIIOr0 3pOCTaHHS CEPEIHBOT0 PiBHSA y ITUIa3Mi KPOBI AJIsl JOPOCIUX OJTHAK
HEMa€ JTaHUX 1010 HaITePareBTUYHUX 7103 Y AITEH.

HasBauii cienndiunnii HeTpanizyrounii 3aci0 (aHaekcaHeT anbga), aKuid MpoTuaie HapMaKkoIOTTYHUM
edexkTam puBapokcabaHy JJIs JOPOCIINX, ajle He BCTAHOBIICHUM /IS ITEH (IMB. KOPOTKY XapaKTEPUCTUKY
npemnapary anjaekcaner anbga). [Ipu nepeno3yBaHHi J1iKapchbKOTo 3aC00y It 3MEHILICHHS] BCMOKTYBaHHS
puBapokcabaHy MOXKHA 3aCTOCOBYBAaTH aKTUBOBAHE BYT1JLIIS.

JlikyBaHHS KpOBOTEY

[Ipy BHUHUKHEHHI YCKJIAQJHEHb y BHIJISIII KPOBOTEYI CIHIJl BIAKIACTA BBEACHHS HACTYITHOI 03U
puBapokcabany a00 TPUIMHWTH JIIKYBaHHS, 3aJeKHO Bl curyamnii. Ilepiog HamiBBUBEICHHS
puBapokcabaHy CTaHOBHTb NpuOIu3HO 5-13 romun y gopocnux. Ilepion HamiBBUBEOCHHS Yy AiTeH,
OIIIHEHUH 3a JIOTIOMOTOIO ITiIXO/IIB MOJIETIOBAHHS MTOMYJIAIINHOT (hapMaKOKIHETUKH, € KOPOTIIUM (JIHB.
po3ain «PapMakoJIOTiYHI BIACTUBOCTI»). JIiKyBaHHS CHiJ MpPU3HAYATH 1HAMBIAYyalbHO, 3aJIEKHO BiJl
IHTEHCHUBHOCTI Ta JIOKaJi3allii KpoBoTedi. Y paszi moTpeOu CiiJ MPOBECTH HAICKHE CHMITOMATHYHE
JIKyBaHHSA, HANpPUKIAJA, MEXaHIYHY KOMIIPECII0 NpU IHTEHCHBHIM KpPOBOTEYl 3 HOCA, XipypriuyHHi
reMocTa3 3 TpolLeaypaMH KOHTPOJIFO KPOBOTEYi, BiJHOBJIICHHS BOJHO-CJIICKTPOJITHOTO OallaHCy Ta
reMOJMHAMIUHy WIiATPUMKY, MEpeIMBaHHSA KpoBI (epuTpomuTapHoi Macu abo CBIX03aMOPOKEHOI
TIJIa3MH, 3JIEKHO BiJl CTaHy, IO BUHUK: aHeMisl a00 KoaryJsonaTist) a0 TpOMOOITUTIB.

Sxmio micns 3acTOCyBaHHS 3a3HAYCHHMX BHINE 3aXOMAIB KpOBOTE€YA HE MPUIUHWIACA, CIi PO3TISHYTH
MOXJIMBICTh 3aCTOCYBaHHS CIelU(IgHOr0 HEHTpaizyrodoro 3acody (aHaekcanery anb(da), iHridiTopa
¢dakTopa Xa, SKuUi mpoTUAi€ (papMakKoJOriyHUM edeKkTaM pHuBapokcabaHy, abd0 MPOKOATYJISIHTHHX
npenapariB Jii, TaKUX SK KOHIIEHTpAT mpoTpoMOiHoBoro komiuiekcy (PCC), koHIleHTpaT akTUBOBAaHOTO
nporpoMOiHoBoro komruiekcy (APCC) abo pexomOinantauii ¢akrop Vlla (r-FVIla). IIpore mocsin
3aCTOCYBaHHS ITUX JIIKAPCHKUX 3acO0IB y JOPOCIHMX Ta y JITEH MPH NEPEeN0o3yBaHHI pHBapoKcabaHy
obMexeHmii. PekoMenparii Takok 0a3yrOThcs Ha OOMEKEHHMX HEKIIHIYHHMX aaHuX. Kopekiis mosu
pexkoMOinanTHOTrO (aktopy VlIla mae 3miiicHIOBaTHCS Ta TUTPYBAaHHS TMOBHHHO TPOBOIUTHCS 3aJICKHO
BiJl CTyTICHS] KOHTPOJIIO HAJl KPOBOTEUEHO. Y BHUITA/IKYy MACUBHHUX KPOBOTEU CIIiJ] PO3TIISHYTH MUTAHHS PO
KOHCYJIBTAI[I}0 T€MaTOoJIOra, 3aJIeKHO BiJl cuTyarii (uB. po3nit «DapMakoIoTidHi BIaCTUBOCTI ).
[TpoTtaminy cyibdar i BiTamin K He HOBHHHI BIUTMBATH HAa aHTUKOATYJIIHTHY aKTUBHICTh PUBApOKCAOaHy.
HasBHuii oOMexeHuit TOCB1J] 3aCTOCYBaHHS TPAHEKCAMOBOI KMCIIOTH Ta BIJICYTHIH JTIOCBIJT 3aCTOCYBaHHS
aMiHOKaIpOHOBOT KMCIIOTH 1 allpOTHHIHY Y IOPOCIHX, SIKi OTPUMYIOTh puBapokcabaH. BincyTHiil mocBin
3aCTOCYBaHHS ITUX TIpenapariB y JITeH, siKi OTPUMYIOTH puBapokcaban. HaykoBoro oOrpyHTyBaHHS
JIOLULUTFHOCTI a00 JOCBiy 3aCTOCYBaHHS CHCTEMHOTO TIe€MOCTATUYHOTO JIIKApChKOro 3acoly
JIECMOIIPECUHY JIJIsl YCYHEHHSI CUMIITOMIB TIepel03yBaHHs pUBapoKcabaHy Hemae. 3 Orfisily Ha BHCOKE
3B’3yBaHHS 3 OUIKaMHU IJIa3MH KpPOBI OUIKYEThCS, IO pUBapOKcabaH HE BUBOJUTHCA 3 OpraHizMy
[UISIXOM a3y .
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Hlo6iuni peakuii.

besneky 3acTocyBaHHS puBapokcabaHy OIiHIOBaIM y Xoiil3 kmrodoBux mocmimkenb ¢azu III (mus.
tabmuiro 11). 3aramom 69608 mopociux mamieHTIB y AeB’ATHAAUATH AociipkeHHsx ¢asu 11 ta 488
MelaTpUYHUX MaIlI€HTIB y IBOX nociipkeHHsX ¢as3u I ta qox qocmimkenusax dasu Il 3a3nanu BrumBy
pHuBapokcabaHy.

Tabmuus 11. KinekicTe mamieHTiB, fKi Opaiy ydacTb y IOCHIDKEHHSX, 3arajbHa jJ000Ba /103a Ta
MaKCUMaJIbHa TPUBATICTH JIKYBAHHS JOPOCIIHMX Ta MEAIaTPUYHMUX MAIlI€HTIB Y AocaipkeHHs X dazu 11

. MakcumanbsHa
KinbkicTh :
ITokazanasa R 3araigpHa 1000Ba 1034 TPUBAIICTH
MAIiEHTIB .
JiKyBaHHs
[Tonepemxenns Benos3uoro | 6 097 10 Mr 39 nHiB
tpomboemobonizmy (BTE) y mopocnux
MaIli€HTIB, SIKUM TPOBOAMIA IUIAHOBY
orepario 3 SHJIOTIPOTE3yBaHHS
KYJIBIIIOBOTO 200 KOJIHHOTO CYTJI00iB
[Ipodinaktuka BTE y comaruunux | 3 997 10 mr 39 nHiB
XBOPHX
JlikyBaHHs TpomO03y TIMOOKHUX BeH | 6 790 Henb 1-21: 30 mr 21 micaup
(TT'B),  TtpomboemOomii  JereHeBoOi Hensb 22 1 Hagani: 20 mMr
aprepii (TEJIA) Ta mnpodinakruka [licns  monaiimMenme 6
peluInBIB micamiB: 10 mr ado 20 mMr
JlixyBanus BTE Tta mpodinakruka | 329 Jloza, ckopuroBana 3a |12 micsuiB
peuunuBiB BTE y HOBOHapomkeHUX Ta Macoro Tina, IS
niTeit (BikoM 10 18 pokiB) micis oYaTKy IOCATHEHHS Takol X
CTaHJapTHOI aHTUKOATYJITHTHOT Teparii eKCIo3mIli, Ak 1 y

JIOPOCIINX, SIKi OTPUMYBAJIN
20 wMr puBapokcabaHy
OMUH pa3 Ha JeHb [UIs
nikyBaHHs1 TI'B

[Monepemkenus iHCYABTY Ta cucteMHoi | 7 750 20 mr 41 Mmicsaup
eMOoitii y TaIli€HTIB 3 HEKJIanmaHHOI
Gbi0punsIiero nepeacepan

[Tonepemkenns  areporpomOoTnuHux | 10 225 5 mr a6o 10 Mr BignmoBigHo, |31 Micsanb
siBuI y mamnieHTiB micist [KC y komOinarii 3 ACK abo y

komOigamii 3 ACK Ta

KJIOTIiIorpeeM uy

TUKJIOII JMHOM
[IpodinakTrka ateporpomboTnuHux | 18 244 5 mr omnovacHo 3 ACK a6o |47 micaiiB
sy y mamnieHTiB 3 IXC/3ITA 10 mr

3256** 5 mr oxHouacHo 3 ACK 42 micsi

* TlanieHTH, sIKi OTpUMalK NpuHaiMHi 1 103y puBapokcabany.

** 3 nocmimienas VOYAGER PAD.

Haiiuacrime y maiieHTiB, sIKi OTpUMYBAIM pUBapoKcabaH, MOBIIOMIISIIN MPO TaKl BiA3HAYEHI MOOIYHI
peakiii sk KpoBoTeui (nuB. po3nain «OcoOIUBOCTI 3aCTOCYBAHHS» Ta HABENECHWUN HIDKYE MIAMYHKT
«IH(opmMarrist CTOCOBHO OKpeMUX MOOIYHUX peakiliit» ). Haitgactimuymu Oyid MOBiTIOMIIEHHS PO HOCOBI
KpoBotedi (4,5 %) Ta KpOBOTEUl MUTYHKOBO-KHIIIKOBOTO TPakTy (3,8 %).

Tabmuus 12. YactoTa po3BUTKY KpOBOTEU™ Ta aHEMii y MAIli€HTIiB, SKi OTPUMYBAJIH pUBapoOKcabaH
MPOTSITOM 3aBepIICHUX Aociipkers dasu 1l 3a yugacTio mopociux Ta nemiaTpuyHuX MarieHTiB
IToka3aHHs bynb-ska KkpoBoTeua Anewmis
[Tpodinaktuka BeHo3Hoi Tpomboembomdii (BTE) y | 6,8 % namienTiB 5,9 % mnarieHTiB
JIOPOCIIMX TIALI€HTIB, SIKUM TPOBOSTH OINEpPaTHBHI
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BTpYYaHHs 3 EHIONPOTE3yBAHHS KYyJIbLIOBOIO YH
KOJIIHHOTO CYTJI00iB

[Mpodinaktuka  BeHo3Hoi  TpomboemOomii  y | 12,6 % marieHris 2,1 % mnarrieHTiB
COMATUYHUX MAIl€HTIB

JlixyBanns TI'B, TEJIA i npodinakTika peruIuBy 23 % marti€eHTiB 1,6 % naiieHTiB
JlixyBanus BTE Ta npodinaktuka peruausiB BTE y | 39,5 % narienris 4,6 % mnariieHTiB

HOBOHAPOJKCHHX Ta JiTeH (BiKOM 110 18 pokiB) micis
MOYATKy CTaHJIAPTHOI AaHTHKOATYJITHTHOT Tepartii

[Ipodinaktuka iHCYnBTY Ta cucteMHoi emOomii y | 28 Ha 100 mamiento- | 2,5 Ha 100
JIOPOCIMX TAIIEHTIB 13 HEKJIAMMaHHOW (IOPWIISIIEI0 | POKIB MaIi€HTO-POKIB
nepeacepib

[Ipodinaktuka  areporpomOoTMuHMX  siBUl y | 22 Ha 100 mamienrto- | 1,4 Ha 100
JIOPOCIIMX TAIEHTIB MiCIs MEPEHECEHOr0 TOCTPOro | POKIB NaIieHTO-POKIB

kopoHapHoro cunzipomy (I'KC)
[Ipodinaktuka  areporpomOoTMUHHUX  sBUIl y | 6,7 Ha 100 mamiento- | 0,15 ma 100

nauienTis 3 IXC/3IIA POKiB aL[i€cHTO-POKiB**
8,38 Ha 100 mamiedaro- | 0,74 ma 100
pokis” HaIi€HTO-
pokip***#

* J17st BCiX JOCHiIKEeHb pUBapoKcabaHy BCi sBHILA KpOBOTEY 310paHi, BiIPEeoOpTOBaHi Ta pO3TIIAHYTI.

** Y nmocmimkxenni COMPASS wacrora anemii Oyia HU3bKOIO TIPY BUKOPHCTaHHI BUOIPKOBOTO MiAXOLy 10 300py
MOOIYHUX SABUIIL.

*#%* ByB 3acTOCOBaHMI BUOIPKOBHI MiXia 10 300py iHopManii npo HeOaxkaHi SBUILA.

#3 nocaimxennst VOYAGER PAD.

Hwxue y Tabnuni 13 HaBeeHO yacTOTy MOOIYHUX peakiii, 110 BUHUKAJIU [IPU 3aCTOCYBaHHI JIIKAPCHKOTO
3aco0y Kcapento® y mopocnux Ta nefiaTpudHuX mnamieHTiB. [1o0iuHI peakiii y3araipbHEeH1 Ta OmHcaHi 3
BUKOpUCTaHHAM Kiacuikamii cuctem opraniB (MedDRA).Y mexax KOXHOI Ipynu MoOiuHi peakiii
MPEACTABIICH] y TTOPSIIKY 3MEHIIIEHHS 1X TSKKOCTI: Iyke gacto (> 1/10); wacto (>1/100 —< 1/10); HewacTo
(> 1/1000 —<1/100); moomuuoki (> 1/10000 —<1/1000); myxe pigko (< 1/10000); vactora HeBimoma (HE
MOKe OyTH BCTaHOBJICHA 32 HASBHUMU JAHUMHU ).

Tabmums 13. Yci moGiunHi peakinii, BiAMIUEHI Y JOPOCIHMX MAIIEHTIB MICIs MOYaTKY JIKYBaHHS B XOJi
nocmikenb ¢asu 1l abo y micispeectpaniiiHomMy mnepiofi* Ta y meiaTpUYHUX MAaLi€HTIB y ABOX
nociikeHHsax dasu Il Ta nBox gocaimkeHHsx dazu I11

Yacrto Heuacto [TooguHOKI Jyxe pigko Yactorta
HEBITOMA
Tlopywenus 3 60Ky Kpo8OHOCHOI ma aimgpamuunoi cucmem
AHneMis TpomboruTo3
(BKITIOYAIOYH (BKITFOUArOUH
BIIOB1AH1 30UIBIIEHHS
nmabopaTopHi KUIBKOCTI
mapameTpu) TpOMOOIHUTIB)™,
TPOMOOIIUTOTICHIS
Topywenns 3 60Ky iMyHHOI cucmemu
AnepriuHa peaxiiis, AnadimakTuyHi
aNepriuHui peaxitii
JEpPMaTuT, BKJTIOYAIOUU
AQHT1OHEBPOTUYHUI aHa(iTaKTHIHUT
Ta ajepriyHui 0K
HaOpsIK
Po3znaou 3 boky nepeosoi cucmemu
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3arnaMopoYeHHs], Mo3koBi Ta
TOJIOBHUU O171h BHYTPIIITHOUEPEITHI
KPOBOBHJIUBHU,
CUHKONAJIBHUN CTaH
Ilopywenns 3 b0Ky opeanie 30py
OuHnit
KPOBOBHIIUB
(BKITIOYAIOYH
KPOBOBHIIUB y
KOH IOHKTHBY)
Cepyesi nopywenns
\ Taxikapmis

Cyounni nopyuienus

AprtepianbHa
TinoTeH3is,
remMaToma

Pecnipamopmni poznadu, namonoeis cepedoc

MIHHA Ma 2PYOHOI KIiMUHU

HocoBa kpoBoreua, Eo3unodinbha
KPOBOXapKaHHSI ITHEBMOHIsI
Posnaou 3 60Ky wnynko8o-KuuK08020 mpaxmy
KpoBoteui 3 sicen, | CyxicTh y poTi
[IUTYHKOBO-
KHUIIIKOBI KPOBOTEY1
(BKITIOUAIOUH
PEKTATBHY
KpOBOTeuy), OUTb y
IIUTYHKOBO-
KHUIIKOBOMY TPAaKTi
Ta >KUBOTI,
JUCTIETICIsI, HY10Ta,
3amop”, miapes,
6moBaHH"
I'enamobiniapui nopyuienus
[Tinsumenns piBas | [leuinkoBa JKoBTanuris,
TpaHcaMiHa3 HEIOCTATHICTb, [T IBALIEHHS
M IBUIIICHHS PIBHS piBHSA
O1mipy0iny, KOH FOTOBaHOTO
HiABUIIEHHA piBHSA | OinipyOiny (3 abo
nyxHoi pocharazu | 6€3 0THOYACHOTO
KpOBiA, MABUINEHHS | MIABUIEHHS
piBHS piBas AJIT),
raMmariyTaMii- XOJIeCTa3, TeNaTuT
TpaHcdepasu (BKITFOUArOUH
(TrT)? renaToLeIONsApHE
YIIKOKCHHS)
Po3znaou 3 boky wikipu i niowkipHoi mxanunu
CaepOix Kponus’suka Cungpom
(BKITIOYAIOUH CriBenca-
HEYaCTl BUITAIKH JI>xoHCOHA/
reHEepaIi30BaHOTO TOKCHYHUN
CBEpOEKY), eriiepMaTbHUMA
BUCHIIAHHA, HEKpOJi3,

eKX1MO3, IIKIpHUHA

30



Ta MiAMKIPHAN

DRESS-

KPOBOBHJIMBU CHUHIPOM

Topywenns 3 60Ky ONOpHO-PYX08020 anapamy, CNOIYYHOL i KICMK080I mKaHUHU

Bine y kinmiskax” | FemapTpos KpoBoBunusu y Kommapr-

M’s31 MEHT-

CHUHJIPOM
BHACITIJIOK
KpOBOTEYi

Po3znaou 3 boky HUpoK i ceuo8uBiOHUX WLIAXIG

VYporeHitanbHi Hupkosa

KpOBOTeUl HEeZ0CTaT-

(BKITIOYAIOYH HICTB/ TOCTpa

reMatypito i HUPKOBA

MeHopario®), He/[0CTaT-

HUPKOBA HICTb

HEIOCTATHICTh BHACJIIIOK

(BKIIIOYaO4H KpOBOTeUli,

TT1IBUIIICHHS PIBHS 110

KpeaTUHIHY B CIpUYNHIIIA

KpOBI, ITiIBUIIICHHS rinonepdy-

PiBHS CEYOBHHU B 3110, TOIIKOI-

KpOBI) KEHHS
HUPOK,
acorioBasne
13 3acTocy-
BaHHSM aHTH-
KOaryJsHTa

CucmemHi nopyweHns ma Cmanu, nog A3ami 3 mMicyem 3acmocy8anHsl IIKapcbKo20 3acooy

Tapsuka®, ITorane JlokamnizoBaHui

nepudepuaHui CaMOTIOUYTTS HaOpsK®

HaOpsK, 3arajbHe (BKITIOUAIOYH

MOTIPIIEHHS HEe3TyKaHHS)

CaMOIIOYyTTs Ta

3HIKEHHS

aKTUBHOCTI

(BKITIOYAIOYH

BTOMITIOBAHICTh Ta

aCTEHII0)

Pesynomamu ananizis

[TigBuIeHHs piBHS
JaKTaTIAeTiApO-
renasu (JIAD)A,
TiIBUIIICHHS PI1BHS
ninazu®,
T1IBUIIICHHS PI1BHS
aminazu®

Tpasmu, ompyeHHus, npoyedypHi YCKIAOHEHHs.

[Toctpouenypna
KpoBOTEYa
(BKITIOUAIOUH
micisoneparinny
aHeMilo Ta
KpOBOTEYY 3 paH),

CynuHHa nceBJio-
aHeBpu3Ma©
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CHHIII, CeKpellis 3
panu”

A Bigsnaueno y xomi npodinakrtuku BTE y nopocivx NamieHTiB, AKMM TPOBOJWIM IUIAHOBY OIEPAILIO 3
SHOMPOTE3yBaHHS KYJIBIIIOBOTO 200 KOJIIHHOTO CYTJIO0IB.

B Binsnaueni B xoxi nikysanus TT'B, TEJIA Ta npodinakTHKu iX pelUIMBiB K dy’Ke 9acTi y )KiHOK Mojoame 55
POKIB.

€ Bixzuayanucs sk HeYacTi pH IPOBEIEHH] MPO(iTaKTHKH aTepOTPOMOOTHYHHUX SBUII Y IALI€HTIB, SKi IIEPEHECIA
I'KC (micis gyepe3mKipHoTo BTpYYaHHs).

* Bylo 3acTOCOBaHO 3a3layieriap BU3HaYCHUH BUOIPKOBUI migxin no 30opy iHpopmarii npo moOiuHi peakmii B
okpemux pociimpkeHHsx ¢asu [1I. Yacrora moOivanX peakuiil He 301MbIIHINCE Ta He OyJI0 iIeHTU(IKOBAHO HOBUX
MOOIYHMX peakUiil micis aHaji3y HUX JTOCIiIKEHb.

IHdopMaItis CTOCOBHO OKpEeMUX MOOIYHUX PEaKIliid

3 ormamy Ha (apMakoJOTIYHMNM MeXaHi3M il puBapokcabaHy, 3actocyBaHHs Kcapento® wmoxke
CYIIPOBOJIKYBATHCS IMiIBUIICHHSAM PU3UKY BUHUKHEHHS BHYTPIIIHbOIT a00 BIAKPUTOI KpOBOTEUl Yy Oyab-
SKMX TKAaHHMHAX Ta OpraHax, [0 MOXe MPU3BOAUTH JIO TIOCTreMopariqHoi aneMii. O3HaKu, CHMIITOMH Ta
CTYIIHb TSDKKOCTI (BKJIFOYAIOUM MOXJIMBHHA JIETaTbHUN HACTINOK) BIAPI3HAIOTHCS 3alIe)KHO BIiJ
JIOKaji3amii Ta BHPaXEHOCTI KpoBoTeui Ta/abo anemii (muB. posnin «llepemo3yBanHs. JlikyBaHHS
KpOBOTEU»). Y XOIi KIIHIYHUX JAOCIIPKEHb KPOBOTEUI 31 CIM30BHUX OOOJOHOK (HANpHUKiIad HOCOBI
KpOBOTEYi, KpPOBOTEYl 3 SICEH, NIIYHKOBO-KHIIKOBI KpPOBOTEYi, KPOBOTEYl 3 OpraHiB CEYOCTATEBOI
CHCTEMH, BKIIIOYAI0UM aHOMAJIbHY BariHaJbHY KpOBOTEUy a00 MOCHUJICHHS MEHCTPYAJIbHOI KPOBOTEU1) Ta
aHeMisl 3yCTPIYaJMCh YacTillle MPU JOBTOTPUBAIOMY JIIKYBaHHI pUBapOKCca0aHOM, HIXK MPHU JIIKyBaHHI
aHtaronictamu BitTaminy K. 3Bakaiounm Ha 1€, OKpIM HAJIEKHOTO KIIHIYHOTO CIIOCTEPEKEHHS, Y
BIIMOBIIHMX  BHUIIAJIKAX PEKOMEHIYETHCS MPOBOAUTH  JIAOOpATOpPHY TMEPEBIPKY TOKA3HHKIB
reMOrJI001Hy/TeMaTOKPUTY 3 METOIO BHUSBJICHHS BHIIAIKIB BHYTPIIIHIX KPOBOTEY JIi BH3HAUCHHS
KJIIHIYHOT 3HAYYIIOCTI SBHUX KPOBOTEU. PU3MK BUHUKHEHHS KPOBOTEYI MOXKE OYTH BHUIIUM y TEBHHUX
IpyN TAali€HTIB, HAPUKJIAJ y MAai€HTIB 3 HEKOHTPOJIbOBAHOIO TSDKKOIO apTepiajibHOIO TiNEepPTEH31€l0
1/ab0 y TaIli€HTIB, K1 OJJHOYACHO MPUHUMAIOTH JIIKAPCHKUH 3aci0, SKUH BIUTMBAE HA TEMOCTA3 (JIUB. PO3ILT
«Oco01MBOCTI 3acTOCYBaHHA. PU3HK pO3BUTKY KpOBOTEY»). MOKe MOCHIIIOBATUCH IHTEHCUBHICTh Ta/ab0
TPUBAIIICTh MEHCTPYAJIbHUX KpoBOTed. [IposiBaMu reMopariyHuX yCKJIaaHEHb MOXXYTh OyTH CJIaOKICTh,
OIiIiCTh, 3aITaMOPOYCHHS, TOJIOBHU 0171 200 HAOPSIK HE3 ICOBAHOI €TI0JOT1i, JUCITHOE, IIIOK HEB1IOMOT
eTioJiorii. Y AesKUX BUTNIAAKAX SK HACIHIIOK aHEMIi CITOCTEepIrajaucs Taki CAMITOMH 1IIeMii cepIis, sik O171b
y rpyasx abo CTeHOKapis.

Bynu moBimomiiIeHHS MpO BTOPHWHHI YCKJIQJHEHHSI, BIAOMI SIK HACHIAOK TSDKKOI KpOBOTEUl, TaKi SK
KOMITApTMEHT-CUH/POM 1 HUIPKOBAa HEAOCTATHICTh BHACIHIOK rinonepdysii, abo MOIIKOHKEHHS HUPOK,
acolfiiioBaHe 13 3aCTOCYBaHHSM aHTHKOAryjsHTa. ToMy Il 4Yac OIIIHKM CTaHy IAIlI€EHTa, SKOMY
MPU3HAYAIOTh AHTUKOATYJISIHTH, CITiJI 3BOKYBAaTH PU3HK BUHUKHEHHS KPOBOTEYI.

[legiaTpuyHi ManieHTH

Ominka Ge3neKH 3acTOCYBaHHA y JiTel Ta MiIIITKIB 0a3yeThCsl Ha TaHUX O€3NeKH, OTPUMAHHX Y JIBOX
BIIKPUTHX aKTUBHHUX KOHTPOJIbOBaHHMX nociipkeHHsx 11 ¢a3um ta ogHomy mocmimkenHi I ¢dazm 3a
ydacTio ziteit Bikom 10 18 pokiB. Pezynpratu 6e3mexu Oyiu 3aranom noaiOHUMH MiX puBapoKkcabaHoM
1 IpenapaToM MOPIBHSAHHS B PI3HHUX MMEIIaTPUYHUX BIKOBUX Tpymnax. 3araiom npodins 6e3neku y 412
JITel Ta MiUTITKIB, SIKI OTPUMYBAJIM pUBapokcabaH, OyB MOIOHUM 10 TPOGLIIO y TOPOCIiil MOMmyALii Ta
HE3MIHHUM y BIKOBHUX IIITPYIIax, X04a OIliIHKa 0OMeKeHa HEBEJIMKOIO KUIbKICTIO MAaIli€HTIB.

VY neniaTpu4HUX MAIEHTIB PO TOJIOBHUNA O11b (J1y’ke yacTo, 16,7%), nuxomaHnka (Jyxe gacto, 11,7%),
HOCOBa KpoBoTeua (ayxe dacto, 11,2%), 6moBanns (xyxe yacto, 10,7%), Taxikapais (dacto, 1,5%),
301bIIeHHS piBHS OUTIpYyOiHY (4acTo, 1,5%) Ta migBUIIeHHS KOH IoroBaHoro OuipyOiny (Heyacto, 0,7%)
MTOBIIOMJISUIOCS YacTille, MOPIBHIHO 3 JOPOCIUMH. SIK 1 B TOPOCIiH MOMYJIAIi, MEHOPArito CIIOCTEPIrain
y 6,6% (uacTo) MiANITKIB *KIHOYOI cTaTi micias MeHapxe. TpoMOOIMTONEHIsA, sKa crocTepiraiacs B
MMOCTMApKETUHIOBOMY TEpiofl y Jopociux, Oyna wyactoro (4,6%) y mnemiaTpuyHUX KIIHIYHUX
nocmikeHHsax. [lo6iuHi peakuii y mneaiaTpU4HUX NAali€HTIB Manud JIeTKuid a0o cepeiHil CTymiHb
TSXKKOCTI.

[oBigoMaeHHs npo HeOakaHi MOOIYHI peaKIii

[ToBinomieHHs po MOOIYHI peakiii mcis peecTparlii JiKapchbKoro 3acody Mae BaXJIuBe 3HaYeHHA. Lle
Ja€ 3MOTY TPOBOJMTH MOHITOPUHT CIIBBIAHOIIEHHS KOPUCTH/PU3UK TIPH 3aCTOCYBaHHI IHOTO
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Jikapcbkoro 3aco0y. MemuunuMm Ta (apManeBTUYHHMM IIpaliBHUKAaM, a TaKOoX HamieHTam abo ix
3aKOHHUM TIPEICTaBHUKAM CJIiJI TOBIJOMIISITH MPO yCi BUMAIKH MiJ03PIOBAHUX MOOIYHUX PEaKIiid Ta
BIZICYTHOCTI €()EeKTUBHOCTI JIIKapChbKOro 3aco0y uepe3 aBTOMAaTH30BaHy iH(OpMaliiiHy CcUCTeMy 3
(dhapmakoHarsay 3a mocusanusaMm: https://aisf.dec.gov.ua.

Tepmin npuoamnocmi.

3 poxu.

Iloopioneni mabremxu. IlogpiOHeni TabneTku puBapokcadbaHy cTallIbHI Y BOI Ta SOJyYHOMY TIOPE 10
4 roauH.

YmoBH 30epiranus.

30epiraT y HEAOCTYITHOMY JUIs AiTel micui pu Temrneparypi He Buiie 30 °C.

YnakoBka.

Tabnremxu, skpumi 06010HKOI0, NO 15 me:

o 14 Tabnerok y 6micrepi, mo 1 (14x1) a6o 3 (14%3) Gmictepu y KapTOHHIM Mmadiii.
Tabnemxu, skpumi 06010HK010, no 20 me:

o 10 a6o 14 tabnetok y 6mictepi, 1o 2 (14%2) a6o 10 (10x10) 6micTepiB y KapTOHHIN TadIli.

Kareropis Bizmycky.
3a pelenTtom.

BupooHuk.

Baitep AT'.
baiiep bitrepdensn I'm6X.

Micue3HaxoakeHHsI BUPOOHUKA Ta ajgpeca Micusi IPOBeJAeHHs 0ro JislyIbHOCTI.

Kaiizep-Binsrensm-Anee, 51368, Jleepkysen, Himeuunna.
Optmrraiins ['penmin, Cetinracrep occe 1, 06803 bitrepdenpa-Bonsden, Himeaunna.

Jara ocrannboro neperJasay. 11.04.2025
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