IHCTPYKIOIA
JJIS1 MEAUYHOT0 32CTOCYBAHHA JIKAPCHKOIo0 3ac00y

PEBOJIA/I™

(REVOLADE™)
Cknao:
ditoua peuosuHa: enbTpoMOoOIIar;
1 Tabnerka MicTuTh 25 abo 50 mr enbTpombonary (y opmi enpTpomMOonary ogaminy);
oonomidcHi pevosunu: MarHiro crteapart, maditT (E 421), nemono3a MikpokpuctaniyHa, nmoBigoH K30,
HaTpPiI0 KpoXMaNIbIIiKoMAT (THr A); obononka Opadry White YS-1-7706-G: rimpomeno3sa, makporoi 400,
tutany niokcup (E 171), momicopbat 80 (ans tabnetok mo 25 mr); obononka Opadry Brown 03B26716:
rinpomenosa, tTutany aiokcua (E 171), makporon 400, 3amiza okcun >xoBtuil (E 172), 3amiza okcun
yepBonuii (E 172) (ans Tabnetok mo 50 mr).
Jlikapcbka ¢opma. TabneTku, BKpUTI IITIBKOBOIO 000JIOHKOIO.
OcnosHi @hisuxo-ximiuni eracmugocmi: TaOMETKU MO 25 Mr: Kpyrii, ABOOMYKJTi, BKPHUTI IUIIBKOBOIO
000JIOHKOI0 TabseTKH O6110r0 Koybopy 3 MapkyBaHHAM GS NX3 ta 25 3 ogHoro 6oky; Tabnetku mo 50
MT: KpYTJIi, ABOOMYKJIi, BKPUTI IJTIBKOBOIO 0O0JIOHKOIO TaOJIETKH KOPUUHEBOTO KOJIBOPY 3 MAPKYBaHHAM
GS UFU Ta 50 3 onHoro 60kKy.
®apmakoTepaneBTHYHA Ipyna. AHTUreMOpariyHi 3aco00u, CUCTEMHI T€MOCTATHKH.
Kox ATX B02B XO05.
Dapmakonoziuni eracmusocmi.
Dapmaxoounamixa.
MexaHni3M aii
TpomOoIoeTHH € OCHOBHUM LIUTOKIHOM, IIO O€pe y4acTh y peryiisiii Merakapiornoe3y Ta yTBOPEHHI
TPOMOOIIUTIB 1 € €HJOTeHHUM JITaHAO0M JJIs pelenTopiB TpomOonoeTuHy. EnpTpombomnar B3aemoie 3
TpaHCMEMOPaHHUM JOMEHOM PELENTOpPiB TPOMOOIOETUHY JIIOIMHH 1 1HILIIOE KacKaJl CUTHAIIB, CX0XKHUX,
aJie He 1IGHTUYHUX 3 TUMH, [0 3aITyCKal0ThCs €HI0T€HHUM TPOMOOIIOETUHOM, 1HAYKYIOUH MpoJTidepariito
Ta Au(epeHIialiio MerakapiomTiB i3 KIITHH-TIONEPEHHUKIB Y KICTKOBOMY MO3KY.
Kniniuna eekTuBHICTh Ta Oe3mexa

Hocniooicenns 3a yuacmio nayienmis 3 XpoHiuHow iMyHHow (idionamuunoro) mpomboyumoneniero (ITI1)
JIBa paHIOMI30BaHMX TOJBIMHO CIINUX TIAned0-KOHTponboBaHuX nochimkenHs (asu III RAISE
(TRA102537) i TRA100773B Ta aBa Bimkputi mocmimkeHHs REPEAT (TRA108057) i EXTEND
(TRA105325) ouintoBanu 6e3neky Ta epeKTUBHICTh 3aCTOCYBaHHS ebTPOMOOIary JOpOCIuM MallieHTaM
3 MIOTIEPETHBO JIIKOBaHOO XpoHiyHO ITTIL.

Kniniune gocnipkeHHs, sike 6 MOpiBHIOBAIO €IbTPOMOOTIAr 3 iHIIMMU BapiaHTaMH JIiKyBaHHS (HalpUKiIal
CIUICHEKTOMI€10), HE MPOBOAMWIOCH. Jl0 MOYaTKy Tepamii CiliJl pO3MJISIHYTH NMUTAaHHS JOBIOCTPOKOBOT
0e3neku enpTpoMOONary.

Himu (y eiyi 1-17 poxis)

besneky Ta eeKTUBHICTh 3aCTOCYBaHHS €JIbTPOMOONAry JITSM BUBYAIHU B IBOX JOCIIKEHHIX.
TRA115450 (PETIT2): nepBUHHOIO KiHIIEBOIO TOUKOIO OyJia CTiiiKa BiAMOBib, BA3HAUEHA SIK YacTKa 0cio,
SK1 OTPUMYBAJIH €IbTPOMOONATr 1 1OCATIIN KiIbKOCTI TpoMOouuTiB >50 000/MKII IpOTSATroM IIOHaMeHIIIe
6 3 8 THOKHIB (32 BIICYTHOCTI €KCTPEHOI Teparii) B mepion 3 5-ro mo 12-if THxHI miJ] yac MoABIHHO CIinoi
paHoMi3oBaHoi (pa3u. YuacHUKM Manu miaTBepukeny xpoHiuny ITII nporarom npunaiimai 1 poky i He
Jlaly BiAMOBI/II IOHAWMEHIIIe Ha OJIWH TonepeaHiii Kypc Tepamii ITIT abo B HUX cTaBcs peluIauB Mija 9ac
Takoi Tepamii, abo BoHM OyJin HE B 3M031 POAOBXKyBaTH iHIIe JikyBaHHs ITII 3 Menn4yHOT MpUYMHM Ta
Manu KutbkicTh TpoMOoruTie <30 000/mxi1. 92% mnanieHTiB OynM paHIOMi30BaHi y CIHiBBITHOIIEHH] 2:1
JUIS OTpUMaHHs enbTpomoOonary (n=63) ta mianebo (n=29) i crpaTudikoBaHi 10 TPbOX BUXITHHUX TPYIL.



Jlo3y enpTpoMOoOmnary MokHa OyJi0 KOPUTYBAaTH 3aJI€KHO BiJl KUTBKOCTI TPOMOOIMTIB y KOHKPETHOTO
narfiexTa.

B minomy 3HauHO 6iIbIIIa YACTKA MALIEHTIB, K1 OTpUMYBaiH enbTpomoonar (40%), mOpiBHSIHO 3 TPYIOIO
wiane6o (3%) AocAriM TEpBHHHOI KiHIEBOI TOYkW (BimHomieHHs mmanciB: 18,0 [95% I 2.3;
140,91, p <0,001). Lleit pe3ynbTaT OyB y3roPKEHUM B YCiX TPHOX BIKOBHX rpynax (tadmuug 1).

Tabmums 1
Criiika BianoBiab TpoMOOIMTIB y AiTei 3 xponiyHoto ITII 3a Bikom
I'pymu EnpTpomOomnar [Tnane6o
/N (%) [95% JUI] /N (%) [95% JII]
Tpyma 1 (12—17 pokis) 9/23 (39%) [20%, 61%] 1/10 (10%) [0%, 45%]
pyma 2 (6-11 poxis) 11/26 (42%) [23%, 63%] 0/13 (0%) [JIB]
Tpyna 3 (1-5 pokis) 5/14 (36%) [13%, 65%] 0/6 (0%) [J1B]

JIB — naHi BiJICyTHi

CTaTUCTHYHO MEHIIA KiJbKICTh MAIli€HTIB, SIKI OTPUMYBAIH eJbTpoMOomnar, moTpedyBalu eKCTPEeHOL
Teparii i1 yac paHI0Mi30BaHOTO Mepi0ay MOPIBHAHO 3 rpyroro mianedo (19% [12/63] nmpotu 24% [7/29],
p=0,032).

Ha Buxignomy piBHi 71% ocib B rpymni enbTpombomnary Ta 69% B rpymi mianedo noBiIOMUIHN PO Oyab-
aKy kpoBoteuy (1-4-ro crymens 3a BOO3). Uepe3 12 TuxHIB YacTKa MAIi€HTIB, SKi OTPUMYBAIU
enbpTpoMOomar i MoBiAOMUIM MPO OyAb-IKY KPOBOTEUY, 3MEHIINIIACH 10 TIOJIOBUHH BiJl BUXITHOTO PiBHS
(36 %). ns nopiBHAHHA 4epe3 12 TuxHIB 55% MamieHTiB, K1 OTPUMYBAIH IU1ane0o, MOBITOMIIN PO
Oyab-sKy KPOBOTEUY.

YyacHukam Oysio JA03BOJEHO 3MEHIIUTH oOcsr BuxigHoi tepamii ITII nuime npoTsrom Bigkputoi daszu
nocaimkenHs, a 53% (8/15) nmauienTiB Morau 3MeHIUTH 00csr BuxiaHoi repamii [T (n=1) yu npunusuTH
(n=7) Taky Teparito, MepeBaXKHO KOPTUKOCTEPOian, 6e3 HeOOX1THOCTI B €KCTPEHil Teparnii.

TRA108062 (PETIT): nepBUHHOIO KiHIIEBOIO TOYKOIO OyJia YacTKa YYAaCHHKIB, SKI JOCSTIH KUTBKOCTI
tpombonuTiB >50 000/MKJI IOHAMMEHIIIE OJIMH pa3 B Mepioa Mk 1-M Ta 6-M TH)KHEM paHI0Mi30BaHOTO
nepiony. [lamienTn He mamu BiAMOBiAl IOHAWMeEHIIe Ha oAuH nonepenHid kype tepamii [TII abo B Hux
CTaBCs PELMIUB MiJ Yac Takoi Tepamii Ta KuUIbKicTh TpoMmOonuTiB Oyna <30 000/mkn (n=67). Ilix gac
PaHIOMI30BaHOTO MEPIOAYy AOCHIKEHHS y4YacHUKHA Oyl paHAOMI30BaHI y cmiBBigHOWIEHHI 2:1 nmms
oTpuMaHHs enpTpoMbomnary (n=45) ta mnane6o (n=22) i ctpatudikoBaHi 10 TPbOX BUXITHUX Ipy. o3y
enpTpoMOonary MoxHa 0yJi0 KOPUTYBaTH 3aJI€KHO KIIBKOCTI TPOMOOIUTIB Y KOHKPETHOTO Malli€HTA.

B oMy 3HauHO Oibllla YacTKa MAIlIEHTIB, K1 OTpUMYBaIU enbTpoMoOomnar (62%), HOPIBHSHO 3 TPYIOI0
wiane6o (32%) mocsarau MepBUHHOI KiHIIEBOI TOUKH (BimHomieHHs maHciB: 4,3 [95% Ml 1,4; 13,3]
p=0,011).

Crilika BiAnoBiaes Oyna BigzHaueHa y 50% Tux, XTO JaB MOYATKOBY BiAMOBib MpoTsaroM 20 3 24 THKHIB
y nocnimkenni PETIT 2 ta mpotsirom 15 3 24 tixkniB B nocnimkenni PETIT.

Hocniooicenns 3a yuacmio nayieumis 3 mpomoOoyumoneHicto, acoyitosanoi 3 xporiynum cenamumom C
EdexTuBHICTh Ta 6e31eKy enpTpoMbonary B JIiKyBaHHI TpoMOonuToneHii y nauienTis 3 BI'C onintoBanu
B JIBOX PaHIOMI30BaHHMX MOJBIHHO CIINMHUX IUIAe00-KOHTPOJIBLOBAHUX JOCTIIKCHHAX. B mocmimkeHHi
ENABLE 1 BukopucroByBanu rmeriHtepdepon anbda-2a miaoc pubOaBipuH A1 MPOTHBIPYCHOTO
mikyBaHHs, a B npociimkeHHi ENABLE 2 — mnerintepdepon anbda-2b ta pubasipun. [lamientu He
OTPUMYBAJIM IPOTUBIPYCHUX 3aC001B MPSIMOi Aii.

Tsoicka aniacmuyna anemist
EnprpomOonar BHBYaiM B OAHOLIEHTPOBOMY BiJIKpUTOMY BHUIIPOOYBaHHI B OJHIN Tpymi 3a y4acTio
43 TmalieHTIB 3 TSOKKOK aIUIaCTHYHOIO aHEeMI€l0 Ta pPePpakTePHOI TPOMOOIMTOICHIED ITiCIIS



IoHaiiMeHIe ogHoro kypcy imyHocynpecuBHoi tepamii (ICT), ski Manu KiIbKICTh TpOMOOLMTIB
<30 000/mxkJ1.

Baakanioch, 1110 O11b1IICTh YYacHHUKIB, 33 (77%), Mae iepBUHHE pepakTepHe 3aXBOPIOBAHHS, BU3HAYCHE
AK BIJCYTHICTh HajexHoi Biamosini Ha mnomepenHto ICT 3a Oynap-fkuM MOKa3HUKOM. B iHIIHX
10 yyacHukiB Oyfia HEJOCTAaTHS BIJINOBIb TPOMOOIMTIB Ha mornepenHe JikyBaHHs. Bei 10 orpumanu
monaimentie 2 nmonepenti cxemu ICT, a 50% — monaiimenmne 3 nonepeani cxemu ICT. Tlamientu 3
aHemiero DaHKOHI, iH(]EKIi€0, 0 HE BIANOBIAaEe Ha HaNeXHy Teparito, HasBHicTIO [THI-kiony B
HeiTpodinax Ha piBHI >50%, Oynu BUKITIOUEH] 3 T1OCIIIKEHHS.

Ha BuxigHomy piBHI MefiaHa KUTbKOCTI TpoMOonuTiB craHoBua 20 000/MKJI, piBHI

remoryiobiny — 8,4 r/m1, AKH — 0,58 x 10%/11, a aGconoTHA KibKICTD

peTuKymouuTiB — 24,3%10%/11. 86% malieHTIB My 3aI€XKHICT Bl IepEIMBAHHS ePUTPOLHTIB, a 91% —
BiJ] IEpEIMBAaHHS TPOMOOIUTIB. BinbmicTh namieHTiB (84%) oTprMay moHalMeHIIe 2 morepeIHi Kypcu
ICT. Tpu namieHTH MaJy UTOT€HETHYHI ITaTOJIOTI] Ha BUX1THOMY PiBHI.

[1epBUHHOIO KiHIIEBOIO TOYKOIO OyJia TeMaTOJIOTIUHa BiAMOBIAb 3a OI[IHKOO Yepe3 12 THKHIB JIKyBaHHS
enpTpomMbonaroM. ['eMaronoriyHy BiIOBIb BU3HAYAIH K BIAMOBIIHICTE OAHOMY YU KUTBKOM 3 TaKHX
KpUTEPIiB: 3pOCTaHHs KiIbKOCTi TpoMOouuTiB m1o 20 000/MKI Bix BUXimHOTO piBHA ab0 cradimizamis
KUTPKOCTI TPOMOOITMTIB Ha TJI HE3aJIEKHOCTI BiJ] NEpeNWBaHb MPOTATOM TNPUHANMHI 8 THXKHIB;
MiBUIICHHS PIBHIB TeMOMIO0IHY Ha >1,5 1/t a00 3MEHIICHHS Ha >4 OMHMIII ITePEeJINBaHb EPUTPOIIHTIB
MPOTATOM 8 THXKHIB TIOCILIB; 30UTbIIeHHST a0CcoMOTHOI KimbkocTi HelrpodiniB (AKH) mo 100% abo

36inbmenns AKH >0,5 x 10%/.

Yacrota remarosioriyHoi BiAmosiai craHoBuia 40% (17/43 mamientiB; 95% I 25, 56), npuuomy
OUTBIIICTH K BIAMIOB1Ib 32 OTHUM TIoka3HUKOM (13/17, 76%), Toxi sik uepe3 12 TuxHIB 0yJI0 BiI3HAYEHO
3 BianoBiAl 3a 2 mokazHUKaMu Ta | BIAMOBiAR 3a 3 MOKa3HWKAMHU. 3aCTOCYBaHHS eIbTpoMOomary
MPUIHMHSIIN Yepe3 16 THKHIB, SKIO reMaToJIOT1YyHa BINOB1/Ib a00 He3aJIeKHICTh Bl epeluBaHb HE Oyl
nocaruyTi. [lanienTy, siK1 Janu BiANOBIAb, IPOJOBXKWIN JIIKYBaHHS B pO3LIMpeHid (a3l AOCTiIKEHHS.
Bceworo 14 mariienTiB yBivinwn mo 1i€i ¢asu. 9 3 UUX MaIi€HTIB JOCITIW BIATOBIAL 3a JEKITbKOMA
MoKa3HWKamMH, 4 3 9 npoOAOBXKYBaJIM OTPUMYBAaTHU Tepamilo, a S5 3MEHIIWIM OOCST JIKyBaHHS
eIbTPOMOOIIaroM Ta MiATPUMYBAJIU BIANOB1Ab (MeiaHa criocTepeskeHHs — 20,6 Micsis, 1iana3oH — Big 5,7
10 22,5 micsist). [Hii 5 namieHTiB NPUIMHIIN TEPaIliio: TPOE — Yepe3 PeLUIUB yepes 3 MicsI po3UINpPEeHOT
dazm.

[Tig yac mikyBaHHS enbTpoMmOomnaroM 59% (23/39) mailieHTiB JOCATIM HE3aJeKHOCTI BiJl MEpPEIUBaHb
TpombonuTiB (28 aHIB 0e3 mepenuBanHs), a 27% (10/37) mocsrin HE3alIEKHOCTI BiJ TEpeTUBaHb
eputporuTiB (56 nHiB 0Oe3 mnepenuBaHHsA). HalpoBmmii mepion HE3aJEKHOCTI BiJ TepeTrBaHb
TPpOMOONLIUTIB Il TUX, XTO HE JaB BIAMOBIAI, JOpiBHIOBaB 27 nHiB (Mexmiana). Halmommmmii mepiof
HE3JI)KHOCTI BiJI TepeIMBaHb TPOMOOIIUTIB JJI THX, XTO JIaB BiATOB1Ab, TOPiBHIOBAB 287 NTHIB (MeIiaHa).
HaiimoBmuii mepiog HE3aJeKHOCTI BiJ TEpeNWBaHb EPUTPOIUTIB ISl THUX, XTO HE JaB BIAMOBII,
nopiBHIOBaB 29 nHiB (MeiaHa). HalimoBmumii nepio/1 He3aueXHOCTI BiJl IepeIMBaHb €PUTPOLIUTIB IS THX,
XTO JIaB BI/IMOB1/1b, TOPIBHIOBAB 266 NHIB (MeaiaHa).

[Tonan 50% TuX, XTO /JaB BIJIMOBIIb 1 3aJI€KaB BiJ MEpEIUBaHb HA BUXITHOMY PIBHI, JOCATIN 3HIKECHHS
Ha >80% mnoTpedu B nepenuBaHH1 K TPOMOOIIUTIB, TaK 1 EPUTPOLIUTIB MOPIBHSIHO 3 BUXIAHUM PIBHEM.
[Tonmepenni mani migTBepmKyrouoro mociipkeHHs (mocmimkenHss ELT116826), TtpuBarodoro
HEPaHJIOMI130BaHOTO BIIKPUTOTO JociiakeHHs ¢a3u Il B oHil Tpymi, IpOBEJEHOI0 32 yYacTIO MAlllEHTIB
3 pedpakrepHoro TAA, TpoIEMOHCTPYBAIM Y3TO/KEHI pe3yibTaT. Jlani oomexeni 21 13 3aruraHoBaHUX
60 maIieHTiB 3 TEMATOJIOTIYHOI BIAMOBI/IIO, TIPO SKY MOBIIOMIIIH 52% MaIieHTiB dyepe3 6 MICSIIB.
Binnosiap 3a nekiIbkoMa MoKa3HUKaMu OyJia Big3HaueHa y 45% Malli€HTiB.

dapmakokinemuxa.

dapMaKOKIHETUYHI MapamMeTpu eabTpoMOOoIary mpu 3acTOCyBaHHI LbOTO Ipenapary i JIIKyBaHHS
JOpOCIUX, XBOPHX Ha iaionaTuuHy TpomOoumrtoneHiuny mypmypy (ITII), taki: mpu 3actocyBanHi



npemnapatry y 1031 50 mr 1 pa3 Ha JeHb MakcuMajbHa KoHUEeHTpalis npenapatry (Cpax) craHoBUTH 8,01

MKT/Mi (6,73; 9,53), a muomma mia kpuBor «koHieHtpais/gacy (AUC) — 108 mxr/ron/min (88; 134). Ilpu
3acTOCYBaHHI npenapary y 031 75 mr 1 pa3 Ha geub Cy,¢ cranoButh 12,7 mxr/mi (11,0; 14,5), a AUC

— 168 mxr/roa/mi (143, 198).

dapMaKOKIHETHYHI MapaMeTpu enbTpoMOomnary mpHu 3aCTOCYBaHHI LIbOTO HpenapaTry sl JIKyBaHHS
JIOPOCIINX XBOPHX 3 XpoHIuHUM BipycHuM renaturoM C (BI'C) Taki: mpu 3acTocyBaHHI penapaTy y 1031
50 mr 1 pa3 Ha 1eHb MakCUMaJbHa KoHIeHTpalis npenapaty (Cpyax) cTaHoBuTh 9,08 Mxr/mi (7,96; 10,35),

a Twioma mia kpuBoro «koHIeHTpamis/gacy (AUC) — 166 mxr/ron/mn (143; 192). Ilpu 3actocyBaHHI
npernapaty y 1031 75 mr 1 pa3 Ha neHb Cpax cTaHoBuUTh 16,71 mxr/min (14,265 19,58), a AUC — 301

MKr/rog/mi (250; 363). Ilpu 3acTocyBanHi npenapatry y 1031 100 mr 1 pa3 Ha neHb Cp,x CTaHOBHTH 19,19

Mkr/mit (16,81;21,91), a AUC — 354 mxr/ron/mn (304; 411). Takum 4uHOM, TIPH 3aCTOCYBaHHI OJTHAKOBUX
7103 enbTpoMOoIary Moro eKCHo3ullis NpH JIiKyBaHHI XBopux Ha XpoHiunuii BI'C Bumma 3a ioro
€KCITO3MITiIO TTPpH JTiKyBaHHI xBopux Ha ITII.

Abcopbyis ma biooocmynHicme.

[Tik xoHIEHTpAIll eTbTpOMOONIAry JOCATAETHCS 4epe3 2-6 TOJUH TICIs MepOpaJTbHOrO 3aCTOCYBAHHS.
CyMicHe 3aCTOCYBaHHS 3 aHTalUMAAMH Ta IHITUMHU PEYOBHHAMM, L0 MICTATH MOJIIBAJIEHTHI KaTIOHH, TaKi
SIK MOJIOYHI TPOJYKTH Ta MIHEpaJIbHI TOOABKH, CyTTEBO 3MEHIIYE€ KOHIICHTpAIlil0 enbTpomoorary. B
JOCITIJKEHH] BITHOCHOT 010JJOCTYITHOCTI y JIOPOCIMX 3aCTOCYBaHHs eJbTpoMbomnary y ¢hopmi MOpOIIKy
JUIsL IPUTOTYBAHHsI EPOPAIBHOI cycrensii aano 3mory pocsartu 3HadeHHs AUC o.o0), Ha 22% BULIOTO,
HIXX IIPU 3aCTOCYBaHHI TabJeToK. AGCOMIOTHA 010I0OCTYIHICT €IBTPOMOOIIATY MTPH MPU3HAYEHH1 JIIOANHI
HE BCTaHOBJIEHA. ba3ylounch Ha eKCKpelii i3 ceuero Ta BUBeIeHH1 METa0OITIB i3 eKamisiMu, epopaibHa
abcopO11ist peyoBUH, TIOB’S3aHUX 3 IMPEnapaToM, IMicias MpuidoMy pa3oBoi 03U 75 MTr eabTpomOomnary
pUOIN3HO CTAaHOBUTH 52 %.

Posnooin

Enbrpombonar BenMKO Mipoto 3B’si3yeThesl 3 OlnkaMu 1uiasmu JoauHd (> 99,9 %), mepeBaxHO 3
anpOyminoM. Enprpombonar € cyOctparom Oifka pe3sMCTEHTHOCTI paKky MOJIOYHOI 3aJl03M, aje He €
cyoctparom P-riikonpoTteiny Ta TpaHCIIOPTHHX TOMINENTH/IB OPTaHIYHUX aHIOHIB.

Memabonizm.

EnprpomMbonar mepBMHHO METaOOMI3y€eThCS  IIISXOM PO3IICIUICHHS, OKUCIEHHS Ta KOH Ioramii 3
TIIIOKYPOHOBOIO KHCIIOTOIO, TIIIOTaTiOHOM a0o mwmcreinom. [lim bac paaioioriyHOTO TOCIIKCHHS
enpTpomMbomnar BinnoinaB npuoansHo 3a 64 % AUC mna3MoBOro paaioakTHBHOTO Byriemto. HesHauni
MeTabOoITH, OTPUMAaHi y pe3yJIbTaTi IITFOKYPOHi3allii Ta OKMCIICHHS, KOKEH 3 SKHX BIJIOBIIa€ MEHII Hixk
3a 10 % T1UTa3MOBOI PalioaKTUBHOCTI, TaKOX Oy BUSBJICHI. ba3dyrounch Ha NaHUX TOCIIHKCHHS
3aCTOCYBaHHS JIIOAMHI MiY€HOTO Pali0aKTUBHOTO eNbTPOMOOTIIary, ouikyeTbes, o npudimsno 20 % no3u
MeTa0O0MI3y€eThCs MIITXOM OKUCIICHHS. 3a JaHUMH JOCTIDKEHHS in vitro Oylo ineHTH(IKOBAHO, IO
13oea3umu CYPIA2 ta CYP2CS8 BigmoBimanbHi 3a MeTa0OdI3M IIISIXOM OKHCIIEHHS, 130€H3UMH
ypunuaaudochormokyponinrpanchepasn UGT1A1 ta UGT1A3 BianoBiganbHi 3a TIIOKYpOHi3alilo, a
OakTepii 3 HIDKHIX BiJUIUIIB IUTYHKOBO-KHIIIKOBOTO TPAKTy MOXKYTh OyTH BiJNOBIJAIBHUMH 32 IPOLIEC
PO3IIETICHHS ITpeTapary.

Eniminayis.

AOGcopOoBaHHii eTbTPOMOOTIAr IHTEHCUBHO METa00Ii3y€eThCS. BHBOIUTRCS enbTpoMOOIIar nmepeBakHo 3
dbexamismu (59 %), 31 % no3u BUABISAETHCA Y cedl y BUTIIsLAI MeTaboiTiB. HeamineHoro ensTpomOomnary
y cedi He BUsiBIIeHO. He3miHenuii enbTpombonar, o eKCKpeTyeThes 3 peKaisiMu, CTAHOBUTD IPUOIU3HO
20 % no3wu. Ilepion HamiBBUBEIEHHS €IBTPOMOOIIATY 3 TJIA3MHU CTAHOBHUTH MpUOIU3HO 21-32 roauHu.
DapmakoKinemuyHi 83aEMOOI.

basyrounch Ha TOCTiIKEHHIX 3 MIYEHUM Pa/lioaKTHBHUM €IbTPOMOOIIaroM, MO>KHa CTBEPKYBaTH, 110
TIIIOKYPOHI3aIlisl Bilirpae He3HAUHY POJb y Horo MeTaboi3mi. JlocmiKeHHS 3 BUKOPUCTAHHSIM MIKPOCOM



MeYiHKY JIFOAUHYU nokasany, mo came pepmeHTH UGT1A1 Ta UGT1A3 BianoBiAa0Th 3a MIIOKYPOHI3aLi 0
enpTpombomnary. EnprpomOonar Oys inriditopom Hu3ku ¢epmentiB UGT in vitro. Kniniuno 3Ha4ymioi
MEIMKAMEHTO3HO1 B3a€MOJII 13 3aJlyueHHSIM IIIOKYPOHi3allii He OYIKYETbCA y 3B’SI3KYy 3 OOMEXEHUM
BIUMBOM iHAMBINyanbHUX UGT eH3uMiB Ha mpoliec INIIOKYpOHi3alii enbTpoMOonary Ta MmoTeHLIHHUX
CYIyTHIX Ipernaparis.

[Tpubnuzno 21% no3u enpTpoMOONary Moxe MeTadoIi3yBaTUCs IIISIXOM OKHUCIEHHs. JloCHiKeHHS 3
BUKOPUCTaHHAM MIKPOCOM TEUiHKM JIIOJMHM Tokaszanmy, mo came ¢epmentu CYPIA2 ta CYP2C8
BIJNIOBIAIOTh 3a OKUCJEHHS enbTpomOomary. JlocmiJukeHHs in Vvitro Ta in Vvivo TOKa3aud, M0
enpTpombonar He € iHridiropom CYP enzumis.

VY nociiJUKeHHSX in vitro OyJo MpOAEMOHCTPOBAHO, IO enbTpoMOomnar € iHri0iTOpoM TpaHCIOpPTEpiB
OATPIBI Tta TpancnopTepiB Oilka pe3UCTEHTHOCTI paky MosiouHoi 3ayno3u (BCRP — breast cancer
resistance protein); eabTpoMOoIar MiJBUIIYBaB €KCNoO3ulilo cydctpaty po3yBactatuny OATP1BI1 i
BCRP y kiiHIYHOMY JAOCIHIPKEHHI B3a€MOJIl JIKapChKUX 3aco0iB. Y KIIHIYHUX JOCHIDKEHHAX 13
3aCTOCYBaHHSAM eJIbTPOMOONAary peKoMEHIyBalloCh 3HMKEHHs 103U craThHiB Ha 50 %. OnHouacHe
BBeZieHHA 200 mr nukiaocnopuny (iHriditopy BCRP) 3menmryBano Cpax Ta AUC;, ¢ enpTpoMObonary Ha
25 % Ta 18 % BianoBigHo. OnHouacHe BBeAeHHS 600 Mr mukiocnopuny 3MeHIyBano Cpax Ta AUC ¢

enpTpombomnary Ha 39 % Ta 24 %, BiANOBIAHO.

EnpTpombonar yTBOpIO€E XenaTHI KOMILJIEKCH 3 MOJIIBaJICHTHUMH KaTiOHAMHU, TAKHUMH SIK 3371130, KaJIbIIii,
MarHii, alroMiHil, CeJICH Ta [IMHK.

VY nmochimkeHHAX in vitro Oyno TPOJAEMOHCTPOBAHO, L0 enbTpoMmOomar He € cyOcTpatoMm Juis
TPAHCHOPTHUX MOJIINENTUAIB opraHiunux aHioHiB, OATP1BI1, ane € iHri6iTopoM LBOTO TPAHCHIOPTEPY
(3nauenns [Csq 2,7 MM [1.2 Mxr/mi]). Y ZOCHIKEHHSX in Vitro TaKoX OyJo MpOJEeMOHCTPOBAHO, IO

eJIbTpOMOOMAr € 1Hr161ITOPOM Ta CyOCTpaTOM TPAHCIOPTEPIB OLIKA PE3UCTEHTHOCTI paKy MOJIOYHOI 3aJ1031
(BCRP) (3Hauenns ICsq 2,7 MkM [1,2 Mxr/mi]).

Oxkpemi epynu nayicumis

Hupkosea neoocmamuicme.

dapmakoKiHETHKa eIbTpOMOONary BHUBYAjach IMICIs 3aCTOCYBAaHHS IbOTO Iperapary  JOPOCIUM
naiieHTam 3 HUPKOBOI HepoctatHicTio. Ilicast mpuitomy paszoBoi no3u 50 mr AUC enpTpomOomnary
3MeHIyBasacs Ha 32 % y XBOpPHUX 3 JIETKOIO HUPKOBOIO HEAOCTATHICTIO, HA 36 % — y XBOPHX 3 TOMIPHOIO
HUPKOBOIO HEIOCTATHICTIO Ta Ha 60 % — y XBOpHUX 13 TSHKKOIO HUPKOBOIO HEJOCTATHICTIO MOPIBHSHO 31
3I0POBUMU JTOOPOBOJBIIMU. XOYa 3a3BHYail y MAIIEHTIB 3 HUPKOBOK HEIOCTATHICTIO 3MEHIIYETHCS
IUIa3MOBa KOHLIEHTpAIlisl enpTpoMOomnary, iCHye CyTTeBa BapiaOeNbHICTh MOKA3HHUKIB €KCHO3MILII MpH
MOPIBHSAHHI MAI€HTIB 3 HUPKOBOIO HEJAOCTATHICTIO Ta 3I0POBUX 100poBoubLiB. [lamienTamM 3 HUPKOBOIO
HE/IOCTATHICTIO HEOOXIJTHO 3aCTOCOBYBATH €IbTPOMOOIAr 3 OOEpEeKHICTIO 1 32 YMOBH IMOCTIHHOTO
CTIIOCTEPEXKEHHS, HANPHUKIAJ HUIIXOM BHUMIPIOBAaHHS CHPOBATKOBOTO KPEAaTHHIHY Ta/ab0 MpOBEACHHS
aHamizy ceui. E¢)ekTUBHICTD Ta Oe3reka eapTpoMOonary y namieHTiB 3 HOMiIpHOIO a00 TSHKKOI HUPKOBOIO
HE/IOCTATHICTIO Ta MOPYIICHHAMH (PYHKIIT ITIEYiHKU HE BCTAHOBJICHI.

Ileuinkosa neoocmammuicme.

dapmakoKiHETHKa eIbTpoMOONary BHUBYAjacs IMICIAs 3aCTOCYBAaHHS IOTO TMperapary JO0pPOCIIUM
MarieHTaM 3 Me4YiHKOBOIO HejocraTHicTio. [licas mpuitiomy paszoBoi no3u 50 mr AUC enprpombonary
30inprryBanacs Ha 41 % y XBOpuX i3 JIETKOK IMEUYIHKOBOIO HexocTatHicTio, HA 80 % — y XBopuX i3
MOMIPHOIO MEYIHKOBOIO HEIOCTATHICTIO Ta HA 93 % — y XBOPHX 13 TSHKKOIO NMEUiHKOBOIO HEJIOCTATHICTIO
MOPIBHSHO 3 BIAMOBIIHUM TOKAa3HUKOM Yy 3J0POBUX TOOPOBOJBIIB. ICHYe CyTTeBa BapiaOenbHICTBH
MOKa3HHUKIB EKCMO3UIii TpU TOPIBHAHHI TAli€HTIB 3 TEYIHKOBOIO HEIOCTAaTHICTIO Ta 3J0POBHX
JO0OPOBOJIBIIIB.

BriuB ne4iHKOBOT HEJJOCTATHOCTI Ha (PapMaKOKIHETUKY €IIbTPOMOOIIAry MpHu MOBTOPHOMY 3aCTOCYBaHHI
OyB BHMBUCHHMH INUISIXOM MOMYJSAIIMHOTO (hapMaKOKIHETHYHOTO aHadi3y 3a ydacTio 28 310pOBHX



n00poBOJIBLIB Ta 714 mamieHTiB 3 mopymeHHsM QyHKuil nedinku (673 nauient 3 BI'C ta 41 nariesnt
3 XpPOHIYHOIO XBOPOOOIO MEUiHKH iHIIOi eTionorii). 3 mux 714 mamieHTiB 642 Manu Jerke MOpyIICHHS
¢byHKUii e4iHky, 67 — noMipHe MopyeHHs PyHKIIT HeUiHKY 1 2 — TSHKKe MOpyIIeHHs PYHKIIT MeUiHKH.
[TarieHTH 3 JIETKUM CTyNEHEM MeYiHKOBOi He1ocTaTHOCTI Manu npubausHo Ha 111 % (95% [I: Bix 45%
1o 283%) sumii nokasauku AUC enpTpomOomnary y mia3Mi KpoBi, a MaIi€HTH 3 MOMIPHUM CTyIEHEM
nevyiHkoBoi HegocraTHocTi Mamu Ha 183 % (95% ML Bim 90% mo 459%) Bumii mokazuuku AUC
eJIbTpoMOoMnary y ria3mi KpoBi MOPiBHSHO 3 BiJIMOBITHUM IMOKa3HUKOM Y 3/I0pPOBHX J100POBOJIBLIIB.
Tomy enbTpomOomar He ciiJ 3acTOCOBYBaTH Ui JiiKyBaHHS mnaiieHTiB 3 ITII Ta mnediHkoBorO
HepocTatHicTO (mkana Yaiinaa — [T'10 > 5), skimo oyikyBaHa KOPUCTh BiJl 3aCTOCYBaHHs IpenapaTy He
Oyze mepeBaxaTH PU3HKY TPOMOO3y MOPTaIbHUX BeH (IUB. po3ainu «Crnocid 3acTocyBaHHS Ta I03W» Ta
«Oco0IMBOCTI 3aCTOCYBaHHS» ).

[TamienTamM 3 MEYiHKOBOIO HEJOCTATHICTIO HEOOXIAHO 3aCTOCOBYBAaTH e€NbTpOMOOMAr 3 OOEpex HICTIO.
[Tamientam 3 xpoHiunoto ITII Ta nerkoro, MOMiIpHOIO Ta TSAYKKOIO MEYIHKOBOIO HEOCTATHICTIO JIIKYyBaHHS
eJIbTPOMOOMAroM CJIiJ] MOYMHATH 31 3MEHIIEHOT 103U 25 Mr | pa3 Ha JeHb.

Pacosa npunanescnicme.

BrnuB cxifgHOa31icbKOro MOXO/HKEHHS MallieHTa Ha (apMaKOKIHETHKY elIbTpoMOonary OLHIOBAIN 3
BUKOPUCTaHHSAM aHalizy MNomyJssmiiHol Qapmakokinetukn y 111 3mopoBux nopocnux (31 ocoba
cximHoa3iicekoro nmoxomkenHs) ta 88 marientiB 3 ITII (18 oci® cxigHOA31MCHKOTO MOXOMKEHHS). 3a
JAaHUMH aHaNi3y MonmyJssimiiHoil ¢apmakokiHeTuku y mamieHTiB 3 ITII cxilHOa31iCbKOro MOXOIKEHHS
3HayeHHss AUC enpTpomOonary BUsSBUINCS MPUOIN3HO Ha 49% BUIIKMMU, HIXK y MAI€HTIB 1HIIUX pac,
TOJIOBHUM YMHOM, ITPEJICTABHUKIB €BPOIEOiTHOI pacu (IuB. po3aii «Crocid 3acToCyBaHHS).

BrmnuB  cXigHO/MIBAEHHOCXITHOTO a31MCHKOTO TMOXOKEHHSI TallieHTa (HalmpuKiIaa KUTaHChKOTO,
AMOHCHKOT0, TalBAaHCHKOTO, KOpPEHChKOro abo TalchKoro) Ha (apMakOKIHETHKY eJbTpombonary
OLIIHIOBAJIM 3 BUKOPUCTAHHAM aHaJli3y MOMyJsiiHoi papmakokiHeTuku y 635 namienTiB 3 BI'C

(145 — cxigHO0a31HiCHKOr0 MOXOKEHHS Ta 69 — MIBIGHHOCX1THOTO a31iChKOro MoxokeHHs ). Ha miacTasi
OLIHOK aHaNi3y MOMyJAiiHOT (papMaKOKIHETUKM y MAIli€HTIB CXiTHO/MIBJEHHOCXIIHOTO a31iCbKOro
noxopkeHHs 3HaueHHs: AUC enpTpomOomnary BUSBHIMCSA MPUONINU3HO HAa 55% BHUIIMMM MOPIBHSAHO 3 Y
NAIl€HTIB 1HIIUX pac, TOJOBHUM YHMHOM, NPEACTaBHUKIB €BpONeoinHoi pacu (auB. po3ain «Crocid
3aCTOCYBAHHS»).

Cmamp.

BruB craTi Ha hapMakoOKiHETHKY €JIbTpOMOONAary OliHIOBAIN 3 BAKOPUCTAHHAM aHaNi3y MOy HHOT
¢dapmakokinetuku y 111 3noposux gopocnux (14 xinok) ta 88 mamienti 3 ITII (57 xiHok). 3a qanHuMu
aHaJi3y nomyJsniitHoi papmakokinetuku y namientok 3 ITI1 3nauenns AUC enpTpombonary BUSBHIINCS
npubsn3HO Ha 23% BHUIUMHU, HK y MAIIEHTIB YOJIOBIYOI CTaTi, 0€3 KOPUT'YBAaHHS 3a MAcolo Tia.

Brus craTi Ha hapMaKOKiHETHKY €JIbTPOMOOINAary OliHIOBAIN 3 BAKOPUCTAHHAM aHaNi3y MOy HHOT
¢dapmakokineTuku y 635 namienTiB 3 BI'C (260 xiHok). 3a pe3yabTaTaMi MOAETIOBAaHHS Y >kiHOK 3 BI'C
3HaueHHss AUC enbrpomMOonary BUsSBHUIMCA NpuOIu3HO Ha 41% BHUIIMMHU TOPIBHSHO 3 TaKUMHU Y
YOJIOBIKIB.

Bik.

BruB Biky Ha apMakOKiHETHKY eIbTpoMOONary OLiHIOBAIM 3 BUKOPUCTAHHAM aHaJi3y MOIYJISALiHHOT
¢dapmakokiHeTukH y 28 3p0poBux ocibd, 673 namientiB 3 BI'C ta 41 mamienta 3 XpoHIYHOIO XBOpOOOIO
iHII01 eTiosorii y Biui Bix 19 1o 74 pokis. Jlani papMakoKiHETHKH eTbTPOMOOIIAry y Maii€eHTiB BIKOM BiJl
75 poKiB BiACYTHI. 3a pe3yibTaTaMU MOMyJIALIHHOTO (papMaKOKIHETUYHOTO aHANi3Y, y MALIE€HTIB JITHHOTO
BiKy (> 65 pokiB) 3HaueHHss AUC enpTpomOomnary B mia3mi Kposi Oynu Ha 41 % BuIe B OPIBHSIHHI 3
OLTBIII MOJIOJUMH MAI[iEHTAMH.



Himu (8io 1 0o 17 poxig)
3a JaHUMM KIIHIYHUX JOCIHIPKEHb, BUBEJCHHS eNbTpoMOomnary 3 Ijia3Mu KpoBi HICIs MEepopabHOTO
npuiioMy 301IbIIY€THCS 31 301IbIICHHAM MacH Tijla. BIuMB pacu i cTaTi Ha MOKa3HUKU (papMaKOKIHETUKU
elbTpoMOomnary y Aitei Ta AJ0poCiuX MauieHTiB crniBnagaoTs. 3HaueHHss AUC enpTpombonary y riasmi y
MAIIEHTIB CX1IHO/MIBIEHHOCX1THOTO a31iChbKOT0 MOXO0KeHHSI OyiH mpuOIn3HO Ha 43 % BUIIlE MOPIBHSHO
3 nmarienTamu iHmmx pac. 3HayeHHsa AUC enpTpomOomnary y mias3mi y nanieHTok 3 ITIT Oynu npubauzHo
Ha 25 % BUIIle MOPIBHSIHO MAI[IEHTaMU YOJIOBIUO1 CTaTI.
[TapameTpu papmakokiHeTuku enprpomobonary y aiteit 3 ITII HaBeneno y tabnumi 2.

Tabmums 2
Cepenni 3HaUSHHS IUIa3MOBUX NapaMeTpiB (papMaKOKIHETHKH €IbTPOMOOIIary B piBHOBaKHOMY CTaHi
aiteit 3 ITIT (50 mr 1 pa3 Ha neHb)

Bix Cinax (MKr/mi) AUC ¢_1) (MKrxToz/mi)
12—17 pokiB (n = 62) 6,80 (6,17; 7,50) 103 (91,1; 116)
6—11 pokiB (n = 68) 10,3 (9,42; 11,2) 153 (137; 170)
1-5 pokiB (n = 38) 11,6 (10,4; 12,9) 162 (139; 187)
Kuainiuni xapakrepucTuku.

Ilokazanns.

JlixyBaHHS Malli€HTIB 13 XPOHIYHOIO IMYHHOIO (110MaTUYHOI0) TPOMOOLIMTONEHIYHOIO Iy PITyPOI0 BIKOM
Bl OJHOTO pPOKY, SKi HE MIJAAIOThCS JIKYBaHHIO IHIIMMH JIIKapChbKUMHM 3aco0aMy (HampHKIag,
KOPTUKOCTEPOiaMH, IMyHOTJIOOYTiHAMH).

JlikyBaHHSI TPOMOOIIUTOTICHIT Y TOPOCIMX MAII€HTIB 13 XPOHIYHAM BipyCHUM TenaTuToM C, SKIIO CTYITHb
TPOMOOLIUTONEHII € TOJOBHUM YHHHHMKOM, IO 3aBa)kKa€ po3noyaTH abo OoOMExXye MOKIUBICTh
MIPOIOBKYBATH ONTHMAIIbHY TEPAIlito Ha OCHOBI iHTEPEPOHY.

JlixyBaHHSI 1OpOCIMX MaLI€HTIB 3 HAOYTOI AIUIACTUYHOIO aHeMiero TsKkoro cryneHs (TAA), ski He
1J1aBajnucs MonepeHii IMyHOCYIPECHBHIN Teparlii a00 BayKKO MiJAaBaJIUCS MONEPEIHbOMY JIIKYBaHHIO
Ta HE MiAXOIATH U TPAHCIUIAHTAIlli TeMOTIOETHYHIX CTOBOYPOBUX KIIITHH.

IIpomunokazanns.

INnepuyTnuBiCTh 10 enpTpoMOOIary abo Oyb-sIKOro 1HIIOr0 KOMIIOHEHTA Mpenapary.

B3aemooia 3 inwumu nikapcoKkumu 3acooamu ma inuii 6UOU 63aEMOOIil.

Bnaue enompombonacy na inwii 1ikapcoki 3acoou

Ineioimopu I'MI-KoA (ciopokcumemunentomapun-koensum A) pedykmasu.

JlocaikeHHsl in vitro MpOAEMOHCTPYBaO, IO €IbTpoMOomar He € cyOocTpaToM JUIsl TPAHCIOPTHUX
nomnenTtuaiB opraniyHux aHioHiB (OATP1B1 — organic anion transporter polypeptide), asie € iHridiTopom
uuX TpaHcnopTepis. JlochniKeHHs in vitro TaKoX MPOJIEMOHCTPYBAJIO, 110 eJIbTpoMOoIar € cyocTpaTom
ta 1Hriditopom BCRP. [Ipuitom ensrpombonary 75 Mr oguH pa3 Ha 100y NpOTIroM 5 JHIB 3 pa30BOIO
no3o0to0 10 mr cyoctpary OATP1BI1 i BCRP posyBactatuny 39 310pOBUMH JOPOCIUMH JOOPOBOJBIISIMH
npu3Beno 10 30ubieHHs Cp,¢ po3yBacTaTuny miazMu Ha 103 % (90% mosipuwmii intepsan [Al]: 82%,

126%) 1 AUC(., Ha 55 % (90% [A1: 42%, 69%). Takox cig ouikyBaTH B3a€EMOJII1 3 IHIIUMU 1HT10ITOpaMu
I'MI'-KoA-peaykTasu, y TOMy YHCIIi aTOPBACTATHHOM, (hTyBaCTaTHHOM, JIOBACTATHHOM, MPABaCTATHHOM
1 cumBacTaTuHOM. [Ipu cyMicCHOMY 3acTOCYBaHHI 3 €1bTPOMOOTIArOM CJTi/1 3SMEHIITYBATH 103U CTaTHHIB Ta
peTeNpHO KOHTPOJIFOBATH MTOOIYHI peakIlii, CHpHYUHEH] CTATHHAMM.

Cyocmpamu OATPIB1 ma BCRP.

3acTocoByBatH enbTpombonar pazom 3 iHmuMu cyoctparamu OATP1B1 (manpukian 3 METOTpEKCaTOM)
ta BCRP (Hanpukiam 3 TOMMOTEKAHOM Ta METOTPEKCATOM) CIIif] 3 00€pEkKHICTIO.

Cyocmpamu yumoxpomy P450

JlociKeHHS 3 BAKOPUCTAHHIM TIEYIHKOBUX MIKPOCOM JIFOJIMHU TTOKa3aJIH, 110 eabTpoMoOonar (y 1031 10
100 uM) in vitro ve ranbmye CYP450 ensumu 1A2, 2A6, 2C19, 2D6, 2E1, 4A4/5 Ta 4A9/11 ta ranemye



CYP2C8 ta CYP2C9, sixiio npy BUMipIOBaHHI BUKOPUCTOBYBATH MAKJIITAKCEN Ta AUKIO(EHAK SIK TECTOBI
cyoctparu. 3actocyBaHHs 75 Mr elnbTpoMOonary 24 310pOBUM YOJIOBIKaM-100pOBOJIBLISIM HE T'aJIbMyBaJlo
abo i1HayKyBaso Meraboni3m TecToBHX cyOctpatiB mnst 1A2 (xodeiny), 2C19 (omenpaszony), 2C9
(pypbinpodeny) abo 3A4 (minazonamy). [Ipu cymicHOMYy 3acTOCyBaHHI €1bTpoMOONary Ta cyocTpaTiB
CYP450 kniHiuHO 3HAYYIO0i B3a€MO/II1 HE OUYIKY€EThCS.

Ineioimopu npomeasu BI'C.

KopuryBanus n03u He moTpiOHE, SKIIO €IbTPOMOOIAr 3aCTOCOBYIOTH CYMICHO 3 TellampeBipoM abo
6ouenpesipom. CymicHe 3acTOCYBaHHS pa3oBoi 4034 enbrpombomnary 200 mr 3 750 mMr TenanpeBipy KOxKHI
8 TOJIMH HE 3MIHIOE KOHIICHTpAIIli TeJanpeBipy B IIa3mi.

CrisibHE NPU3HAYCHHSI pa3oBoi 03U enbrpomoOornary 200 mr 3 800 mr GorenpeBipy KOXHI 8 TOJIUH HE
sminroe AUC (._q), aie 30u1bu1ye Cpax Ha 20 % 1 3H1mKYE Cpyjpy Ha 32 %. KillHIYHY 3Ha4YIICTh SHUKCHHSI
Cinin HE OyJI0O BCTAaHOBJICHO, PEKOMEHYETHCS PETEeIbHUN KIIHIUYHUH 1 1a00paTOpHUN KOHTPOJb Cynpecii
BI'C.

Bnaue inwux aikapcokux 3aco6is na erempombonaz

Luxnocnopum.

JloCiDKEeHHS in vitro TIOKa3aju, U0 eJbTpoMbonar € cyocTpaToM Ta iHri6iTOpoM Oiika pe3uCTEeHTHOCTI
paxKy MOJIOUHOT 3aJ103H. 3HI)KEHHsI BIULTUBY €JIbTPOMOOIIAry CrocTepirajgocs Npyu CyMiCHOMY 3aCTOCYBaHHI
200 mr Ta 600 mr nukiaocnopusy (inriditopy BCRP). Onnouache 3actocyBanHs 200 MI LIUKJIOCIIOPUHY
3MeHIyBano Cpax Ta AUC(.,, enbTpombonary Ha 25 % Tta 18 % BiamoBigHo. OqHOYaCHE 3aCTOCYBAHHS

600 mr nuknocnopuny 3MeHIyBano Cyax Ta

AUC(., enbTpoMbonary Ha 39% Tta 24% BianoBigHo. KopuryBanHs 103U enpTpomOomnary mija vac
JIKYBaHHS 31HCHIOETHCS HA MIACTaBl KUTBKOCTI TPOMOOIUTIB marieHTa. KiabkicTh TpOMOOIUTIB CIif
KOHTPOJIIOBATH MPUHANHMHI pa3 Ha THXKJAEHb MPOTAroM 2 — 3 THXKHIB MICJS NMPU3HAYEHHS CIIJILHOTO
3aCTOCYBaHHs e€JIbTpOMOONary 3 MHUKJIOCTIOPUHOM. Moke moTpeOyBaTucs 3O0LIBIICHHS JI03H
enbTpoMOOTary BiJIMOBITHO 10 KUTBKOCTI TPOMOOIIHTIB.

Tlonieanenmui kamionu (xenammue cnoay4eHHs,)

EnapTpoMOonar BcTynae y xenaTHe CIOJyYEHHS 3 MOJIiBaJICHTHUMU KaTiOHAMH, TAKUMHU SIK AJTFOMIHIMN,
KaJIbIIii, 3aji30, MarHid, cejaeH Ta IWHK. [Ipu3HadeHHs enpbTpoMOomary pasoBO /103010 75 Mr 3
MOJIIBAJICHTHUM aHTALWJIOM, 10 MICTUTh KaTioHH (1524 mr rigpokcuay antomiHito 1 1425 mr kapboHaty
MarHiwo), 3MeHmmio AUC( .., enpTpoMOomnary B miaa3Mi kpoBl Ha 70 % 1 Cpyax Ha 70 %. AnTaumawy,

MOJIOYHI MPOYKTH Ta 1HII PEYOBHHHU, IO MICTATH MOJTIBAICHTHI KaTiOHH, TaKl K MiHEpaJIbHI 100aBKH,
CJIiJ] MPUIMAaTH IOHAWMeEHIIEe 3a 2 TOJUHU 710 a0 uepe3 4 TOAMHU Micis 3aCTOCYBaHHS ebTpoMbomnary,
11106 3aro0irTi 3HaYHOMY 3MEHIIEHHI0 a0copOii enbTpoMbonary 3a paxyHOK X€JIaTHOT'O CIOTY4EHHS.
Bzaemoois 3 ixcero.

3actocyBaHHs enbTpoMOomnary y hopMi TaOJIETOK pa3oM 3 1’KE0 3 BUCOKHM BMICTOM KaJIbI[it0 (HAITPHUKIIA],
XKero, 1110 BKIII04Ya€e MOJIOYHI mpoayKTH) 3HauyHO 3MeHIIHI0 AUC ), Ta Cpyax | HaBIaku, 3acTocyBaHHs

enpTpoMOomary 3a 2 TOJWHU /10 a00 4 TOIWHU IMICIIA 1K1 3 BUCOKHM YM HU3BKUM BMICTOM KasbIlito (<50 mr
KaJIBIIi10) HE 3MIHHIJIO €KCITO3HIIII0 €bTPOMOOTIAry B IJIa3Mi JI0 KIIHIYHO 3HAYYIIOTO CTYTCHS.

[Ipuiiom onmHOpa3oBoi m03u enbrpombomnary 50 mr y ¢dopmi TabmeTku pa3oM 31 CTaHAAPTHUM
BHCOKOKAQJIOPIHHUM CHIJIAHKOM 3 BUCOKHM BMICTOM KHUPIB, BKIFOYAIOYH MOJIOYHI MPOJYKTH, 3MEHIITYE
wiazmoBuit AUC enbTpom6bomnary Ha 59 %, a Cax — Ha 65 %.

[Tpuiiom oHOPa30BOI A03U eabTpoMOomary 25 Mr y Gpopmi HOPOMIKY U MTPUTOTYBAaHHS CyCHeH311 s
MEPOPATLHOTO 3aCTOCYBAHHS Pa30M 3 CEPETHBOKAIOPIHHOIO 13KEI0 3 BUCOKMM BMICTOM KaJIBIIiF0, CEPEIHIM
BMICTOM JKHpPIB 3MEHINyBaB miazMoBuii cepenniit AUC_,, enpTpomOomnary Ha 75% Tta cepenHiii Cpyax

Ha 79%. Take 3MeHIIEHHS EKCMO3UIIi MOcHabiioBalloCh MPU 3aCTOCYBaHHI pPa3oBOi A03U 25 Mr
enpTpoMOomnary y ¢GopMi HOPOILIKY JUIsl IPUTOTYBAaHHS CYCIEH31i ISl epOopanbHOro 3aCTOCyBaHHS 3a 2



TOAMHU J10 TpUHOMY TKi 3 BUCOKMM BMICTOM KaJibLito (cepenHe 3HaueHHs AUC ), 3MeHImiIoch Ha 20%,
a cepeae 3HaueHHS Cpax — Ha 14%).

[TpoxykTu Xap4yyBaHHS 3 HU3bKUM BMICTOM KaJbllito (<50 M Kajibllil0), y TOMY YHCIi PPyKTH, HEKUPHA
IIMHKA, SJOBUYMHA 1 He30araueHwil (0e3 nogaBaHHSA Kalblilo, MarHito abo 3amiza) QpyKTOBUH CIK,
He30araueHe coeBe MOJIOKO 1 He30araueHi Kpynu CyTTEBO HE BIUIMBAIM Ha €KCIO3MIIII0 enbTpoMOonary B
1a3Mi, HE3aJICXKHO BiJl KaOPIHHOCTI 1 BMICTY JKUPIB.

Jloninagip/pumonasip.

CywmicHe 3acTocyBaHHs enbTpombonary i3 jominaBipom/putonasipom (JIIIB/PTB) moxe 3meHmyBatu
KOHIIEHTpaLio enbTpoMbonary. [lociimkenHs, npoBeneHe 3a yyacTio 40 310poBHX J0OpPOBOJBLIB,
1oKa3aJio, 0 CyMiCHe NMpU3HaueHHs €J1MHO1 103U enpTpomOomnary 100 mr 3 JIIIB/PTB 400/100 mr aiui
Ha 100y npu3zBeno 1o 3umxeHHs AUC ., enbTpoMOomnary mia3Mu kposi Ha 17 %. Tomy 3acTocoByBatu

enpTpoMOOTar pa3oM 3 JIOMIHABIPOM/PUTOHABIPOM CIIiJ 3 00€pekHICTIO. JIJIsi TPaBUIILHOTO BU3HAYEHHS
703U eapTpoMOomnary HEoOXiJTHO PEeTeNhbHO MEPEeBIPATH KUIBKICTh TPOMOOIMTIB y pas3l CyIMyTHHOTO
MoYaTKy a00 MPUMMHEHHS JTIIKYBaHHS JIOMHABIPOM/PUTOHABIPOM.

Ineioimopu ma inoyxkmopu CYP1A2 i CYP2CS.

EnapTpoMOonar mertabomizyeTbes Kibkoma nuisxamu, Bikitouaroun CYP1A2, CYP2C8, UGTI1A1 i
UGTT1A3. JlikapcbKi 3aco0W, SIKi BIUIMBAIOTh Ha 1HT1O0yBaHHS a00 1HAYKIIIO OHOTO (pepMEeHTY, HaBpsI YU
MOXKYTh BHSIBJISITH ICTOTHUH BIUIMB Ha KOHILIEHTpallii enbTpoMOoONary B Iasmi; TOAI K JiKapchbKi 3acolu,
SK1 BIUIMBAIOTh Ha 1HT10yBaHHSA a00 IHAYKIUIO KUTbKOX (PEpPMEHTIB, MAlOTh MOTEHLIAN JJIs 30UIbIIECHHS
(manpuknaza payBokcamin) a00 3MEHIIEHHS (HapUKiIaa pudamMmiuH) KOHIEHTpallii enbTpoMOomnary.
Ineioimopu npomeasu BI'C.

PesynbraTi nociimkeHHs B3aeMo1ii (hapMaKOKIHETHKH IBOX JIIKaPChKHUX 3aC001B OKA3YIOTh, 1110 CyMICHE
BBEJICHHS 3 OJIHI€I0 7103010 enbrpombonary 200 Mr moBTopHUX 103 6ouenpeipy 800 Mr koxHi 8 roanH
abo TenamnpeBipy 750 Mr Ko>kHi 8§ rOJMH HE 3MIHIOE€ KOHLEHTpalill enbTpomMOonary B mjia3Mi KIIHIYHO
3HAYYIIOK MipOIO.

JHixapcoxi 3acobu ons nixysauns ITII.

JlikapchKki 3aco0u, 110 3aCTOCOBYIOTHCS Y MOETHAHHI 3 €IbTPOMOONAroM B KIIIHIYHUX JOCITIIKEHHAX IS
nikyBanHs [TT], BK)IIOUaI0Th KOPTUKOCTEPOIH, TaHA30J Ta/ab0 a3aTioNprH, BHYTPIIIHLOBEHHE BBEJICHHS
iMyHOTr100YMMiHY Ta aHTH-D-iMmyHOrnoOyiHy. [Ipu cymicHOMy 3acTOCyBaHHI enbTpoMOONary 3 iHIIUMHU
mikapcbkuMu 3acobGamu uis grikyBaHHS ITII cmig KOHTpONIOBAaTH KUTBKICTH TPOMOOIMTIB, 11100
YTPUMYBATH 11 y MeXaX peKOMEHI0OBAaHOTIO Alana3oHy (IuB. po3ait «Crnocid 3acTocyBaHHS Ta JO3H»).
Ocoobnueocmi 3acmocy8anns.

V xeopux na xpouiunuii BI'C 3 mpomboyumonenicto ma XpoHiuHUM 3AX80PIOBAHHAM NEUIHKU NI3ZHbOI
cmaoii icHye niosuweHull pusuK po3eumKy NOOIYHUX pearyil, y momy YUcii NOMeHYiUHO 1emaibHoi
NeYiHK080i HedoCcmamuocmi ma mpomooemMOOoNiYHUX YCKIaoHeHb. 1liosuwenuti pusux 6U3HAYaemvcs 3d
HU3bKUM pieHeM anvoyminy < 35 2/1 abo npu 3HaAueHHi NOKA3ZHUKA MOOeli MEePMIHANbHOI cmaoii
saxeoprosanns neuinku (MELD) > 10 nio wac nikyéanHs eiompomOOnazom y nOEOHAHHI 3 Mepanicro
inmepgepornom. Kpim moeo, nepegacu niKy8aumHs 3 mouku 30py OOCACHEHHs CMIUKOL 8ipycon02iuHOl
8i0nosidi (CBB) 6 nopiensnni 3 niayebo y yux nayienmis 0yau He3HaAYHuUMu (0COOIUBO ) NAYIEHMIB 3
bazosum pienem anvoyminy <35 2/n). JIikyeanusa erompombonazom yux xeopux nNOGUHHI pO3NOYUHAMU
Juwe iKapi, wo maroms 00c8i0 edenns nayienmis 3 xponivnum BI'C na nizuiti cmadii, i minoku mooi,
KOJU € PU3UK PO3BUMKY MPOMOOYUMONEHii abo niompumKka npomusipycHoi mepanii 6umaae 6mpy4anHs.
AKwo iKysanHs € KiiHiYHO 00YMOGIeHUM, NOMPIOEH pemelbHUll MOHIMOPUHE CIMAHY YUX XBOPUX.
Bzaemooisa 3 npomugipychumu nikapcokumu 3acobamu npamoi oii

besneka ta eekTUBHICTH KOMOIHAIIT €TBTPOMOOTIATy 3 MPOTUBIPYCHUMH JIIKAPCHKUMHU 3ac00aMU MPsAMOT
i1, 3aTBEPKSHUMH TSI TIKYBaHHS XpOHIYHOTO renatuty C, Ha TaHWi Yac HE BCTAHOBJICHA.

Pusux cenamomoxcuunocmi.

3acTocyBaHHS eNbTPOMOOINary MoXke CIIPHYUHSITH MOPYIIEeHHs (YHKIIT MeYiHKY 1 BUSBIATH CEPHO3HUNA
TOKCHYHHH BIUIMB Ha MEYIHKY, 10 MOXKe OyTH HeOe3MeuHUM IS KUTTA (AUB. po3aii «I1o6iuHi peakii»).




Cnin BumiproBatu piBHI cupoBaTkoBux AJIT, ACT Ta OinipyOiHy mnepen MOYATKOM JIIKYBaHHS
eJIbTpoMOONaroM, KOXHi 2 THXHI I 4ac KOPEKIii A03W Ta MIOMICAYHO Micias cTrabirizawii 1030BOro
pexxumy. EnptpomOomnar e inriGitopom UGTI1A1 1 OATPIBI, mo Moxe HpHU3BECTH A0 PO3BUTKY
HenpsaMoi rinepOinipyoinemii. Skmo OunipyOiH MiIBUINEHUH, CiJl TPOBOJUTH KOHTPOJIb MPSIMOTO Ta
HenpsiMoro Oinipy6iny. [Tpu mosiBi 3MiH y EUiHKOBUX TeCTaxX HEOOX1THO MPOBECTH MOBTOPHE BU3HAYCHHS
npoTsiroM 3-5 1HIB. SIKIIO MOpyIIeHHsS MiATBEPASATHCS, MOTPIOHO KOHTPOJIOBATH PIBEHb MEYiHKOBHX
depMeHTIB 10 iX HopMamizamii abo crabimizauii. [lpunuHsATH JiKyBaHHA €IHTPOMOOIIATOM CIif MPU
nigsuieHHi piBHs AJIT (>3 x BMH y mamieHTiB 3 HOpMaJIBHOIO (PYHKITI€IO MTEUiHKH a00 >3 X BUX1THOTO
piBHs un >5 x BMH, 3anexHo Bij TOTo, sIke 3HAYCHHS € HUKYHMM, Y MAIIEHTIB 3 IMABUIIICHUMH PIBHIMH
TpaHCaMiHa3 Tepe]1 JTIKyBaHHIM), a TAKOXK TIPH:

- TporpecyBaHHI MPOILIECY;

- TIepPCUCTEHIIII mporecy > 4 THXHIB;

- CyNyTHBOMY ITiJIBHIICHHI PiBHS MPSMOro OuTipyOiHy;

- MOSIBI CyMYyTHIX KJIIHIYHUX CHMIITOMIB MOPYIIEHHS ()YHKIIT MMEYiHKKH a00 O3HAK MEYiHKOBOI

JIeKOMITeH calli.

EapTpoMOonar marieHTam i3 3aXBOPIOBAaHHSMHM TIEYIHKH CJIIJT MpU3HAYaTH 3 o0epexHicTio. [lamienTam 3
ITII ta ypakeHHSM NEYiHKH JIIKYBaHHS €IbTPOMOOIAroM CiIiJl MOYMHATH 31 3HIKEHOI ao3u. [lpu
MPU3HAYCHHI MMAaIliEHTaM 3 TOPYIICHHAM (YHKIII NMEYiHKA HEOOXITHUN PETEIhbHUN MOHITOPUHT (IIMB.
po3ain «Crocid 3aCTOCYBaHHS Ta IO3U» ).
Ileuinkosa nedocmamuicmo (npu 3aCMOCY8AHHI PA30M 3 IHMepghepoHoMm).
ITeuinkoBa HEZIOCTATHICTH y MaIli€HTIB 3 XpoHiuHUM BI'C: citijt peTebHO KOHTPOJIIOBATH CTaH IMAIlI€HTIB 3
HU3BKHUM piBHEM alibOyMiHy (< 35 1/i1) 260 TpH MOYaTKOBOMY 3HAYEHHI MOKa3HUKA MOJIET TepMiHAIBHOL
cTazii 3axBoproBanHs nedinku (MELD) >10.
VY mamientiB 3 BI'C 3 1upo3oM MediHKHM TpH 3acTOCYBaHHI anbda-iHTepPEepOoHy MOXKIUBHA PU3HK
MEeYiHKOBOI JeKomIieHcallii. B 2 KOHTpoJIbOBaHMX KIIIHIYHUX IOCHTIDKeHHAX y marieHTtiB 3 BI'C Tta
TPOMOOIIUTONIEHIEI0 TIPO O3HAKK II€YIHKOBOI HEAOCTATHOCTI (acIuT, TMEYiHKOBY e€HIledaonario,
KpOBOTEUY 3 BapHKO3HO PO3IIMPEHUX BEH, CIHOHTAHHUMN OaKTepiallbHUN TMEPUTOHIT) MOBIIOMIISIOCS
yacrtime B rpymni enstpoMbomnary (11 %), ik y rpyni miamnedo (6 %). IlamieHTu 3 HU3BKUM piBHEM
anpOoyMiny (< 35 1/m) a6o > 10 3a mkanoro MELD Ha mouaTky AOCHiDKEHHSI Majiu y 3 pa3u OUTbIINN
PHU3MK MEYIHKOBOI HEAOCTATHOCTI Ta 301IbIIEHHS PU3UKY JIETATIbHUX HECHPUSTIUBUX MOJ1H MOPIBHAHO
3 TUMHM, XTO MaB MEHII II3HIO CTa/lil0 3aXBOPIOBaHHA nevyiHku. KpiM Toro, mepeBaru JiKyBaHHS 3 TOUKH
30py nocaraeHHs CBB B nopiBHsAHHI 3 m1ane60 y MX NaiieHTiB OyJiu He3HAYHUMU (0COOIMBO Y MAIIEHTIB
3 0a30BUM piBHEM anbOyMiHy < 35 1/11). EaxpTpoMOonar Takum marieHTaM CIiji MPpU3HA4YaTH TITLKH MICIIS
PETENILHOTO PO3IJIsAY OUIKYBaHUX MepeBar y NOpiBHAHHI 3 pusukaMu. [Ipu ikyBaHHI NAI[IEHTIB 3 TAKUMHU
XapaKTepUCTHKAMHA HEOOXIJIHO yB@KHO CTEXHUTH 32 O3HAKaMH Ta CHUMITOMAaMH TI€YiHKOBOI
HejocTaTHOCTL. 3auia iHpopMalii MO0 KpUTEpiiB MNPUNUHEHHS JIKyBaHHS 1HTEp(EpPOHOM CIif
CKOPUCTATHUCS BIANOBIIHOK 1HCTPYKLIEIO ISl MEIUYHOI'O 3aCTOCYBaHHS. 3aCTOCYBaHHs eJIbTpoMOomary
CJI1JT IPUITUHUTH, SIKIIO IPOTUBIPYCHY TEparito NPUIIMHWIN B 3B’ SI3KY 3 IEYIHKOBOIO HEJJOCTATHICTIO.
Tpombomuuni/mpomboemooNiuHi YCKIAOHEHHS.
[Tix yac KOHTPOIHOBAHUX JOCIIIHKEHB 33 YUaCTIO TAIIEHTIB 3 TpoMboluToneHiero, xsopux Ha BI'C, ski
oTpuMyBanu Tepamito iHTepdpepoHoM (n = 1439), y 38 3 955 mnauientiB (4 %), sKi OTpUMYyBaIH
enpTpombonar, iy 6 3 484 (1 %) nawieHTiB rpymi mianedo po3BUHYJINCH TPOMOOEMOOITIYHI YCKIIaHEHHS
(TEY). 3a3nHaueni TpoMOOTHYHI/TpoMO0eMOOITiUHI YCKIIaJHEHHS BKJIIOUANIHN K BEHO3HI, TaK 1 apTepiajibHi
nofii. binmemictes TEY Oynu Hecepiio3HuMH 1 OyiH YCYyHYTI A0 KiHIS gociipkeHHs. Tpom603 mopTambHOi
BeHU € HailOutem nommpeHuM TEY B 00ox rpymax jikyBaHHs (2 % mMawi€eHTIB, SKI OTpUMYBaIH
enbTpomOomnar, npotu <1% Tux, ki orpumyBanu miane6o). He cnoctepiranocs xoaHux crenupiyHux
3B’SI3KIB M)XK 4acOM TOYaTKy JIiKyBaHHA Ta po3BUTKOM TEY. ¥V namieHTiB 3 HU3bKUM piBHEM aJbOyMiHYy
(< 35 r/m) abo MELD >10 6yno 3adikcoBaHo BIBidi OUbIIKN pu3UK po3BUTKY TEY, HiX y marieHTis 3
BUIIMM PiBHEM albOyMiHy; y MauieHTiB BikoM =60 pokiB pu3uk TEY OyB y 2 pa3u BUIIUM y OPiBHSIHHI



3 MOJOIIIMMH TarmieHTamMu. EnprpomOomar TakuMm mami€eHTaM MOTPiOHO MPU3HAYATH TUTHKU ITICIS
PETENLHOTO PO3TISAY OYiKyBaHHX IepeBar Ta MOXKIUBUX PH3HUKIB. HEoOXigHO YBa)KHO CTEXKHTH 3a
o3HaKaMu Ta cumnromamu po3BuTky TEY y Takux maiieHTiB.
Byno BcranoBneHo, mo pusuk TEY 30imb11y€eThesl y MamieHTIB 3 XpOHIYHOIO IMEYIHKOBOIO HEIOCTATHICTIO
(XITH) npu mpu3HaYeHHI enbTpoMOorary o300 75 mr 1 pa3 Ha m00y MpOTIroM JBOX THIKHIB MPHU
MiArOTOBI 10 iHBasuBHHX mpouenyp. Y 6 3 143 (4 %) nopocnux mamientiB 3 XIIH, siki otpumyBanu
enpTpomobornar, possunysuca TEY (BCI y cucTeMi TNOPTAIBHO] BEHH), Y rpym wiane6o TEY po3sunynucs
y 2 3 145 (1 %) namienTiB (0AHA MO B CUCTEMI MOPTAJIIbHOI BEHHU 1 OAMH iH(apKT M10Kap):[a) V53
6 TMaIi€HTIB, MO OJEPKYBAIH €IBTPOMOOIIAr, PO3BUHYIIUCS TPOMOOTHYHI YCKIJIAQJHEHHS TPH KITBKOCTI
tpombonutiB > 200000/mki ipotsirom 30 AHIB 3 MOMEHTY IPUHOMY OCTaHHBOI 103U. EnpTpomOonar
HE TIOKa3aHW# IS JTIKyBaHHs TPOMOOIUTOIIEHIT y MAIliEHTIB 3 XPOHIYHOIO MTEYiHKOBOI HEIOCTATHICTIO B
paMKax MiATOTOBKH /10 IHBa3UBHUX MPOLELYP.
3a JaHUMU KIIHIYHHUX JOCHIKeHb 3 enpTpomOomaroM y xBopux 3 ITII, Bumagku tpomOGoemOomiii
CIOCTepIrajucs Npu HU3bKOMY Ta HOPMAJIbHOMY PiBHI TPOMOOLUTIB. 3 00EPEkKHICTIO CIi MPU3HAYATH
enpTpoMOonar mnamieHTaMm 3 (akTopaMH PU3UKY BHHHKHEHHS TpoMO0oemOoilii, BKIIOYAIOUU CIaIKOBi
(nanpuknazn ¢akrop V Jleiinena) abo HaOyTi GakTopu pu3uKy (Hanpukiaaa aediuut anTuTpoMOiny III,
aHTU(OCPOMIMITHUI CHHAPOM), TITHUN BiK, TPUBAIUHN Mepio] iIMMOO1Ti3allii, 310sKICHI HOBOYTBOPEHHS,
KOHTpAIIETITUBU Ta TOPMOHAJIbHY 3aMICHY TepaIlito, XipypriuHi BTpy4aHHs/TPaBMHU, OKUPIHHS, TaJiHHS.
PiBeHb TPOMOOLMTIB €111 MOCTIHHO KOHTPOJIIOBATH Ta Y pa3i oro 3poctaHHs Ouible HEOOX1AHOTO PiBHSA
noTpiOHO BUPILIYBATH MUTAHHS MPO 3MEHIICHHS 03U a00 MPUNMHEHHS JIKYyBaHHS €JbTPOMOOIarom
(muB. po3nin «Crocid 3acTOCyBaHHS Ta J03W»). 3aBXKAM MOTPIOHO 3BakaTh Ha OanaHC PU3UK/KOPHUCTH
NP JIIKYBaHHI Mali€HTIB 13 pu3ukoM BUHUKHEHHS TEY Oyab-sKoi eTiosorii.
V kniHiYHUX BUNPOOYyBaHHAX Npu pedpakrepHiii TAA He Oyio BusiBiIeHO xo1HOro BUnaaky TEY, onnak
PHU3UK PO3BUTKY IIMX SIBUIL HE CIIiJ] BUKJIIOYATH Y LI MOyl Malli€HTIB Yepe3 OOMEXKEeHY KiIbKICTh
XBOPHX, fKI OTPUMYBaIM JiKyBaHHS. OCKUIbKM TMali€eHTaM 3 MoKazaHHAIM TAA mnpu3HauvaeTbes
MakcuMalibHa cxBasieHa J103a (150 Mr/no0y) 1 uepe3 xapakrep peakiiii, po3Butok TEY mMoxxHa ouikyBatu
B I[i{ IOMYJISAIT MAIi€HTIB.
Enbrpombonar He ciif 3aCTOCOBYBATH ISl JIIKYBaHHS MAILiEHTIB 13 MOMIPHOIO Ta TSDKKOIO MEYiHKOBOIO
HeJOoCTaTHICTIO (3a mikaiorw Yaitnga — [1°ro > 5), K110 MOTeHIIifHA KOPUCTH BiJl 3aCTOCYBaHHS He Oyze
nepeBakaTu pU3UK TPoMOO3y MOPTAIbHUX BeH. SIKIIO MNPUHHATO pIOIeHHS NpO HEOOXiTHICTh
3aCTOCYBaHHS Mpenapary, enbrpomoonar Juist JikyBaHHs xBopux 3 ITII Ta meuiHKOBOIO HEOCTAaTHICTIO
CIIiJ] IpU3HAUaTH 3 00epexkHICcTIO (AuB. po3aun «Cnocid 3acTocyBaHHs Ta 103W» 1 «I10614H1 peakiii»).
Kposomeui nicis npununenus niky8auHs e1bmpomMoonazom.
[Ticns npunuHeHHs JiKyBaHHA enbTpomOomaroM y mamieHTiB 3 ITII Moke NMOBTOPHO BHHUKHYTH
TPOMOOIMTONEHIA. Y OUIBIIOCTI MAIli€eHTIB TMICNIs NPUIMHEHHS JiKyBaHHS PeBoiagoM KilbKicTh
TPOMOOIIMTIB MOBEPTAETHCA 10 IOYATKOBOT'O PIBHS MPOTATOM 2 THXKHIB, 1110 301IbIITY€E PU3HUK BUHUKHEHHS
KpPOBOTEU 1 y JESKUX BMIAJKaX CHOPUYMHSAE KpoBoTeui. Llel pHU3MK MiABHUIIYETHCS, SKIIO JIKYyBaHHS
eJIbTPOMOONAaroM MPUIUHAETHCS HA TJII 3aCTOCYBaHHS AHTHKOArYJSIHTIB a00 aHTHUTPOMOOLUTApHHUX
3aco0iB. Y pa3i NpUNUHEHHS Teparii eIbTPOMOOIarom JIiKyBaHHS 1A10MaTUYHOI TPOMOOIIMTONEHIYHOT
MypIypH PEKOMEHAYETHCS BITHOBUTH 3T1JHO 3 ICHYIOUMMH KJIIHIYHUMHU pEKOMEHalisIMU. SIK 01aTKOBI
3aX0JM MOKHA TNPHUIHMHUTH aHTHUKOATYJSHTHY Ta/ab0 aHTUTPOMOOLMTApHY Tepamilo, MepersIssHyTH
aHTUKOAryJsiliiHy a6o TpoMOoLuTapHy MIATPUMKY. KibKICTh TPOMOOIMTIB CTi1 HEPEBIPSTH HMIOTHXKHS
IPOTAroM 4 THKHIB MICJIS IPUITMHEHHS JTIKYBaHHS €JIbTPOMOOIIarom.
VY KITIHIYHUX JOCTIJDKEHHSX MalieHTiB, XxBopux Ha BI'C, micns npunuHeHHs npuiiomMy nerinrepgepony,
pubaBipuHy Ta eIbTPOMOOIIAry MOBIIOMIISIIOCH PO BUIIMK PiBEHb BUHUKHEHHS IUTYHKOBO-KUIIIKOBUX
KpOBOT€Y, B TOMY YHCII TSDKKMX 1 JeTanbHuX. [licns mpunuHeHHs Tepamii Mali€HTiB MOTPiOHO
KOHTPOJIIOBATH Ha HASBHICTH OY/b-SKHX CHMIITOMIB IIIJTYHKOBO-KHIITKOBOI KPOBOTEHI.
Kicmxoso-mo3kose popmyseanns pemukyniny ma pusux Kicmkogo-mo3Koeo20 Qioposy.



Enprpombonar Moxe 301IbIIyBaTH PU3UK MOSBU a00 MiABUIIEHOTO YTBOPEHHS PETUKYIIHOBUX BOJIOKOH
y KICTKOBOMY MO3Ky. 3HaY€HHs I[bOTO, SIK 1 MPHU 3aCTOCYBAaHHI 1HIIUX aroHiCTiB TPOMOOIOETHMHOBHX
peLenTopiB, 1€ He BCTAHOBJICHO.

Ilepen moyaTkoM JiKyBaHHS €IbTPOMOOIIATOM CIIiJl PETEIbHO BUBYMTU Ma30K NepudepruyHoi KpoBi uis
BHU3HAYEHHS IIOYATKOBOT'O piBHSA MOP(MOJOTiYHUX MNOPYLIeHb KIITUH KpoBi. Ilicis BcTaHOBIEHHS
CTaOUIBHOTO PEKUMY J03YBaHHS €IbTPOMOOIAry IIOMICAL MOTPIOHO POOUTH MOBHUI aHai3 KpOBi i3
HiApaxyHKOM JIeMKoUTapHOi hopMynu. Y pa3i mosBH He3pUIUX a00 TUCINIACTUYHUX KIITHH HEO0OXiTHO
MIpoaHaIi3yBaTl Ma30K Mepru(epruuHoi KpOBi 00 BUABJIEHHS HOBUX a00 MOTIMOJIIEHHS BXKE ICHYIOUMX
MOp(OJIOTIYHUX MOPYIIEHb (HAIPUKIIal PO3PUBIB Ta MOSABHU SJEp B EPUTPOLIMTAX, HEZPUTUX JEUKOIUTIB)
a0o0 nuTorneHii. SIKIo y XBOpOro 3’sBISIOTHCS HOBI a00 MOMIMOIIOIOTHCS YXkKe 1ICHYI0Ul MOPQOIOTiuHi
NopyuIieHHs: a00 BUHUKAE LIUTOIIEHIs, JTIKYBaHHS ebTPOMOOIaroM ciiii IPUIMUHUTH 1 BUPIIIUTH MUTaHHS
PO MPOBeCHHS O10MCiT KICTKOBOIO MO3KY, BKJIIOUatouu (hapOyBaHHS Ma3Ka JJis BU3HaueHHs (piOpo3y.
3nosKicHi HOBOymMEOpeHHs ma ix npoepecy8anHs.

[{ono aronictiB TPO-R icHye TeopeTHuHe NpUMYIIEHHS, 1110 BOHU MOXYTh CTUMYJIFOBATH IIPOTPECYBAHHS
ICHYIOUMX T'€MaTOIOCTUYHUX HOBOYTBOPEHb, TAaKUX SIK MIETOJUCIIACTUYHUNA CHUHAPOM. ATOHICTH
TPOMOOIOETHHOBUX PELENTOPIB € (PaKTOPaMHU POCTY, 10 CIIPUYUHSIIOTh PO3BUTOK KJIITUH-TIOTIEPETHUKIB
TpoMbonoe3y, iX JudepeHIiIoBaHHS Ta MNPOAYKLII0 TpoMOOuuTiB. TpoMOONMOETHHOBI peLenTopu
NPEJCTaBJICH], TOJIOBHUM YMHOM, Ha MIOBEPXHI KJIITHH MI€JIOTAHOTO MOXOKEHHSI.

VY KIIHIYHUX JOCIHIIKCHHSIX 3aCTOCYBaHHS aroHICTiB TPOMOOMOETHHOBHX PEIENTOPIB y MAIEHTIB 3
mienonucracTuayHuM cuHapomoM (M/IC) dikcyBanuch BUMAaIKu TPAaH3UTOPHOTO 301IbIIEHHS KUTBKOCTI
OmactHux KIiTHH 1 iporpecyBanHs MJIC no roctporo mienoignoro neiikosy (I'MJI).

Hiarno3 ITII a6o TAA y mopocinux 1 JITHIX TAIli€EHTIB MOBUHEH OYTH MiATBEP/HKCHUH IIISTXOM
BUKJIFOYEHHS 1HIIMX HO30JIOTIH, L0 PO3BUBAIOTHCSA 3 TPOMOOLMTOINEHIEID, 30KpeMa CIiJl BUKIIOYUTH
miarHo3 MJIC. Cnig po3riissHyTH MOKJIMBICTH BHKOHAHHS acmipalii KiCTKOBOTO MO3Ky Ta Oiormcii
IPOTAroM nepediry 3aXBOPIOBAaHHS Ta JIKYBaHHS, 0COOJIMBO y MalieHTIB BikOM Bix 60 poKiB, SIKi MalOTh
CHCTEMHI CHMIITOMH aHOMaJIil, Taki K 3pOCTaHHA KUTbKOCTI NepupepUIHUX OaCTHUX KITITHH.
EdexTuBHicTh Ta O€3MeKy 3aCTOCYBaHHS €IbTPOMOONAry JUIsl JIKyBaHHS 1HIIUX TPOMOOIIMTONCHIYHIX
ctaniB, Bimodaroun MJIC abo TpomOOIUTOIEHIt0, 1HAYKOBaHI XiMIOTEpaImi€r, HE BCTAaHOBICHO.
EnprpomOomnar citij; 3acTOCOBYBATH JIUIIIE 33 3aTBEPKEHUMHU MTOKA3aHHSIMH 1 HE CJIiJ] 3aCTOCOBYBATH TSI
nikyBaHHs TpomOonuTorneHii, Bukimkanoi MJIC, a6o Oynb-sAK0i iHIIIOT IPUYUHU TPOMOOLIUTOIICHI].
Lumozenemuuni dechexmu ma npoepecysannsi 0o MJ{C/I'MJI y nayicumie 3 TAA.

Bimomo, mo y marienTiB 3 TAA BUHUKAIOTH TUTOreHETHYHI Acdextu. Hepimomo, uu empTpomOoOnar
MiABHIY€ PU3UK [IUTOTEHETHYHHUX NedekTiB y nmamientiB 3 TAA. YV kininivHOMY BunpoOyBanHi (azu 11
eIBTpOMOOTIary y Mo4aTKkoBii 1031 50 Mr/mo0y (3 miIBUIICHHSIM J03H KOXKHI 2 THKHI 10 MAKCUMAaIbHOL
nosu 150 wmr/mo6y) (ELT112523) y mnamientiB 3 pedpakrepHoro TAA BHHUKHEHHS HOBHX
IUTOr€HETHYHUX MAaTONIOTiH crocTtepiranock y 17,1% nopocnux manieHtis [7/41 (y 4 3 sskux Oynu 3MiHH
B XpomocoMmi 7)]. MeziaHa gacy 710 MOSIBU ITUTOTCHETHYHOT MATOJIOTIT JopiBHIOBaJIA 2,9 MicCsIIs.

VY xninivHOMY nociipkerHi ¢asu I enmprpombomnary y mo3i 150 mr/mo0y (31 3MiHaAMU 3aJ1€KHO BiJl €THIYHOT
MIPUHAJISKHOCTI 200 BiKy BiAMOBIIHO 110 Moka3anb) (ELT116826) 3a yuacTio nmarieHTiB 3 pepakrepHOr0
TAA, BUHUKHEHHS HOBHX IHUTOTCHETHYHHX MATOJOTIH crocTepirainock y 22,6% Aopociux NamieHTiB
[7/31 (y 3 3 sixux Oymm 3MiHM B XxpoMocoMi 7)]. Bci 7 mamieHTiB Manu HOpMaibHI ITUTOTCHETHYHI
napaMeTpy Ha BUXIJHOMY piBHI. Y IIECTH MaIi€HTIB BiAMIYaIlCh HIUTOTCHETHYHI JeeKTH Ha 3-My MicsIli
JKyBaHHS €IbTPOMOOIIaroM. Y OJHOTO MaIli€HTa BiAMIYaIuCh IUTOTCHETHYHI Te(EeKTH Ha 6-My MicsIli
JKyBaHHSI.

VY ximiHIYHEX BUIPOOYBaHHAX enbTpoMOomnary 3a ydyactio nmamientiB 3 TAA 4% nanientiB (5/133) OyB
nocraBienuii giarno3 MJIC. Meniana 4acy A0 NMOCTaHOBKH JiarHO3y CTaHOBHJIA 3 MICSIl 3 TOYATKY
JKyBaHHS €JIbTPOMOOIIaroM.

s manientiB 3 TAA, ski He miggaBaimucs ad0 BaKKO IMiIIaBAUCS IOTEPENHIA IMyHOCYTPECHBHIN
Teparii, PEKOMEHIOBAaHE TIPOBEJCHHS OOCTEKEHHS KICTKOBOTO MO3KY 3 IIUTOT€HETHYHHMH



JOCIIKEHHSIMU TTepeJl TUM, SIK TIOYNHATH IPUHOM eIbTPOMOOIIary, a moTiM Ha 3 Ta Ha 6 MICSII JIIKyBaHHS.
Sxmo OynyTh BUSIBICHI HOBI IMTOTEHETHYHI JeQEKTH, CIiJ OLIHUTU JOULIBHICTh MPOJOBKEHHS
JIKYBaHHS €JIbTPOMOOIAaroM.

Kamapaxma ma inwi 3minu 3 60Ky opeauis 30py

3a JaHMMM TOKCHKOJIOTIYHUX JOCHI/DKEHb Ha TBapWHAaX, IpPHU 3acTOCYBaHHI eIbTpoMOomnary
CIOCTepirajucs BUNaJIK1 BUHUKHEHHS KaTapakTH. Y KOHTPOJIbOBAHUX JOCIIPKEHHX Yy nauieHTiB 3 BI'C
i TpomOonuToneHiero (n = 1439), siki oTpuMyBau Teparito iHTepHepoHOM, TPOrpecyBaHHs BXKE ICHYI0UOT
KaTapakTu abo BIepIle BUSABJICHI BUMAJIKU KaTapakTu ckiaiu 8§ % y rpyni enpTrpomOomnary i 5 % y rpymi
riane6o. KpoBoBUIMBY B CITKIBKY, IepeBakHO Kiacy 1 abo 2, Oynu 3apeecTpoBaHi y namieHTiB 3 BI'C,
AK1 OTpUMYyBaJH iHTephepoH, pubaBipuH 1 enpTpomOomnar (2 % y rpymi enstpombonary i 2 % y rpymi
iane6o). KpoBoBuwimBH criocTepiraluch Ha MOBEPXHI CITKIBKM (IIpepeTHHANbHI), MiJl CITKIBKOIO
(cyOperunanbHi) a00 B TKaHMHM CITKIBKM. PeKOMeHIyeThCsl peryispHe  oQTaabMOJIOTiuHe
CIIOCTEPEXKEHHS 3a MAI[lEeHTaMH, B TOMY YHCJIi 3 METOIO BUSIBJICHHS KaTapaKTH.

THooosxcenns inmepsany QT / QTc.

Hocnimkenns inTepBany QTc y 3m0poBuX J0OPOBOIBIIIB, SKi OTprMYyBaiu 1mo 150 Mr enmpTpoMOoOnIary Ha
no0y, He ToKa3aJIM KJIHIYHO 3HaYyIOro BIUIMBY Ha penojspusaiiito cepus. IIpo nogoBxeHHs iHTepBay
QTc moBiIOMIISETHCA B KIIHIYHUX BUMPOOyBaHHAX 3a y4acTio namieHTiB 3 ITII 1 y mamientis 3 BI'C ta
TpombonuToneHieto. Kimaiuae 3HaUCHHS 1TUX BUNAAKIB MooBxkeHHs QTc HeBimome.

3uuoicenns mepanesmuuno2o egekmy niKy8aHHs e1bmpomMOOnazom.

VY pasi 3HWKEHHS TepamneBTHUYHOro e(peKTy JiKyBaHHS a00 HEMOXKIMBOCTI MIATPUMYBATH BiJAMNOBIAb
TPOMOOIIMTIB Ha JIKYyBaHHS €IbTPOMOOIArOM Yy MEKax PEKOMEHJIOBAaHUX /03 CIiJ LIyKaTH MPUYUHHI
(bakTopH, BKIIOYAIOUH IM1JIBUILIEHHS BMICTY PETUKYJIIHOBUX BOJIOKOH y KICTKOBOMY MO3KY.

Himu

3a3HaueHi 0coOIMBOCTI 3aCTOCYBaHHs eabTpoMOonary ais jikyBaHHs I TI1 HeoOx1aHO BpaxoByBaTH y pasi
[PU3HAYEHHS NpenapaTy AiTIM.

Bnnue na nokaznuxu nabopamopuux ananizie

Enbrpombonar mMae cuibHO 3a0apBiIeHMH, OT)KE MOXKE BIUIMBATH Ha JEsKl MOKA3HUKU JIAOOPATOPHHUX

aHami3iB. Y MaIieHTiB, ki orpuMyBanu PeBomag™, crocrepiranuck 3MiHa KOJIbOPY CUPOBATKU Ta BILUIUB
Ha piBHI 3arajibHOro OUTiPyOiHY Ta KpeaTHHIHY. SIKIo pe3ynbTaTH Ja0opaTOpPHUX aHAi3IB Ta KIIHIYHI
CIIOCTEPEXKEHHS HE Y3TOIKYIOThCS MK CO0010, /11 BU3HAUEHHS BaJIITHOCTI pe3yJIbTaTiB MO>KHA BUKOHATH
MOBTOPHI aHAJI31 3 BUKOPUCTAHHSM 1HILIOTO METOAY.

Bmicm nampiio

Lei nikapcokuti 3aci6 micmume merwe 1 mmons wampiro (23 me)/mabiemky, 6Kpumy RIi6KOB0IO
00010HKO10, MOOMO NPAKMUYHO GiIbHULL 8I0 HAMPITO.

3acmocysanns y nepioo eacimuocmi abo 200y8aHHs 2pyoo0.

Bacimnicmo

Hemae nocraTHix maHMX IIOAO 3aCTOCYBaHHS eNbTPOMOONAary BariTHUM. 3a JaHUMH JIOCITIKEHb Ha
TBapuHax OyJia BUSBIIEHA PEMPOIYKTUBHA TOKCHYHICTh JKAPCHKOTO 3aco0y. [loTeHmiitHuI pu3uK 1is
JIFOAWHA HEBIIOMUIA.

PeBonan He pekOMEHAYETHCS 3aCTOCOBYBATH Y MEPi01 BariTHOCTI.

JKinku penpodykmugHoz2o 8iky/ KOHmpauenyis v 40J108iKi6 ma HCiHOK

PeBonmang He peKOMEHAYETbCA A JIIKyBaHHS KIHOK PEMpPOAYKTUBHOIO BIKYy, SIKI HE KOPHCTYIOTbCS
3aco0aM¥ KOHTpALETIIii.

L'ooysanns epyooio

Hesinomo, 4y npoHukae enpTpombonar abo Horo MeTadoiTH y TpyJHE MOJIOKO JIFOJUHH. 33 JTaHWUMH
JOCIIKeHb Ha TBApUHAX, EbTPOMOOIATr MPOHUKAE Y TPYIHE MOJIOKO, TOMY HE MOYKHA BUKITFOUUTH PHU3UK
s HeMOBISITU. Crifi BUPILIUTH MUTAHHS NP0 MPUIIMHEHHS TOAYBaHHS TPyAIl0 ab0 yTpUMaHHS Bif




nikyBaHHs PeBonazoM, 3Bakarouu Ha OUYiKyBaHY KOPHCTB BiJl JIKYBaHHS Ul MaTepi Ta MOTEHLINHUNA
PHU3UK Ul TUTHHMU.

Depmunvricmo

PenpoaykTuBHa (yHKIIisI CaMOK 1 caMIliB IIypiB MPH 3aCTOCYBaHHI IM 103 Mpenapary, MOpPIBHAHHUX 3
703aMHU eIbTpoMOONary Jjisl JIIOJUHH, He 3a3Haja BIUMBY. OIHAK PU3MK AJIS JTIOJAWHU HE MOXe OyTH
MOBHICTIO BUKJTIOUEHUIA.

30amuicmv  enausamu Ha WBUOKICMb pearkyii npu KepyeaHHi ABMOMPAHCNOPMOM ab0 [HWUMU
Mexanizmamu.

EnapTpoMOonar YMHUTE HE3HAYHUN BIUTMB HA MIBUIKICTH PEAKIIl MPU KepyBaHHI aBTOTPAHCIIOPTOM abo
miJ yac poOOoTH 3 1HIMMU MexaHi3mMamu. KiiHiuHuE cTaH mamieHTa 1 npodiib MOOIYHMX peakiiit
enpTpoMOoMnary, y ToMy 4rcJi 3a1laMOpOY€HHS 1 BIICYTHICTh MUJIBHOCTI, CJIiJ] MaTH Ha yBa31 IPU PO3TJIsal
3MaTHOCTI TAIliEHTa BUKOHYBAaTH 3aBIaHHS, sKI BHMAararTh KOHIICHTpAIllli yBaru Ta IIBHJKOCTI
MICUXOMOTOPHHX PEaKIIiil.

Cnoci6 3acmocysanns ma 0o3u.

JlixyBaHHs enbTpoMOONaroM NOTpiOHO MOYMHATH Ta MPOBOJUTH M1l HATJIAIOM JIIKaps, IKUA Ma€e JOCBIJ
JIIKyBaHHS T€MaTOJIOTTYHUX 3aXBOPIOBaHb a00 XpoHiuyHOro renatuty C Ta HOro yckiiagHeHb.

Pexxum 103yBaHHS € 1HAUBIAyaIbHUM 1 0a3y€ThCs HA KUTBKOCTI TPOMOOLIUTIB Y KOXKHOTO NarjieHTa. MeToro
JIKyBaHHS €JIbTPOMOOINAaroM € He HopMalli3allisi KIIbKOCTI TPOMOOIIUTIB.

Jlixysanns nayienmis i3 XxpoHiuHow idionamuyHow mpomooyumoneHniynoio nypnypoio (ITII).

JUis [OCSITHEHHS Ta MIATPUMKH KilbkocTi TpoMmOomutiB > 50000/MKa HEOOX1IHO 3aCTOCOBYBATH
MiHIMaJbHY e(eKkTHBHY 103y enbTpombOomnary. KopuryBanHs 10o3u 0a3yeTbcs Ha 3MiHI KIJIBKOCTI
TpoMOouuTiB. He ciijl BUKOpUCTOBYBAaTH enbTpoMOOIar i HopMaiizalii KUIbKOCTI TpOMOOLUTIB. Y
KIHIYHUX JTOCIIKEHHSX 30UIBIIEHHS KIJIbKOCTI TPOMOOIUTIB CIIOCTEPIraiocsl BIPOJIOBXK 1-2 THXKHIB
TICJIs TOYaTKY Tepamnii elbTpoMOonarom 1 3MeHIIeHHsI X KUIBKOCTI CIIOCTEPIranocst BIpOAOBXK 1-2 THKHIB
TICJIsl MPUITMHEHHS 3aCTOCYBaHHS Mpemnapary.

Jopocni nayiecumu ma oimu 8ikom 6i0 6 0o 17 pokie

PekomennoBana mouaTkoBa no3a enbTpombomary — 50 mr 1 pa3 Ha n00y. JlikyBaHHS mHalli€HTIB
CX1THO/TBACHHOCXITHOTO a31MChKOT0 MOXOHKEHHS CJIi] PO3MOYMHATH 31 3MEHIIIeHO01 103U — 25 mr 1 pa3
Ha 700y .

Iimu gixom 6i0 1 0o 5 poxis

PexomennoBana mouaTkoBa f103a enpTpoMobonary — 25 mr 1 pa3 Ha 100y.

Monimopune ma kopuzyeanns 003y8aHHAL.

[Ticas mowaTKy JIIKYBaHHS €IbTPOMOOIIAroM 103y MOTPIOHO KOPUTYBAaTH Tak, 100 JOCSATHYTH PIBHS
TpoMOouuTiB > 50000/MKI Ta MIATPUMYBATHU HOTO JUIsl 3MEHILIEHHS! pU3UKY BUHUKHEHHS KpoBoTed. He
CJIIJT TIEpEBUIIYBATH 03y 75 MT Ha 700y .

B xoni nikyBaHHA enbTpoMOONaroM HEOOXIJHO PEryJsipHO KOHTPOJIIOBATH MEYIHKOBI (PYHKIIIOHAJbHI
TECTH 1 TeMaToJIOriuHI TOKa3HUKM Ta KOPUTYyBaTH 103y eibTpoMOomnary, 0a3ylouuch Ha pIBHI
TPOMOOIINTIB, SIK HaBeZeHO y Tabmuil 3. Po3ropHyTuii aHaii3 KpoBi, BKJIIOYAIOYH MIAPAXyHOK KUTBKOCTI
TPOMOOIIMTIB Ta Ma30K NepupepuyHOi KpOoBi, OTPIOHO MPOBOAUTH HIOTHUKHS 10 BCTAHOBIIEHHS CTAJIOTO
piBHA TpoMOoUTIB (= 50000/MKJ HIOHaMMEHIIE BIPOAOBXK 4 THKHIB). [licis 1[bOro po3ropHyTHI aHaMNI3
KpOBI IPOBOJIUTHCS IIOMICALIS.

3acTocoByeThCs HaiiMeHIa eheKTUBHA J103a Ipenapary Ui MiATPUMKH HEOO0X1THOTO piBHS TPOMOOIIUTIB.

Taommis 3
Kopexkis m1o3u ensrpombornary st narieHTis 3 [TI1
KinbkicTh TpOMOOITUTIB Hoza
< 50000/mki micast | 30imbUTH  JO00OBY 103y Ha 25 Mr A0 JIOCSTHEHHS
HioHalMeHIIe 2 THXKHIB Teparlii | MaKCUMaJIbHO1 103U 75 Mr Ha A00y.*




> 50000/mka Ta < 150000/Mkn1 | 3acTocOBYBaTH HaiiMeHIy €(pEeKTHBHY 03y elbTpombonary
Ta/abo cymyTHboro mnpemnapary s JgikyBanHa ITIT nmns
HiATPUMKH PiBHS TPOMOOIUTIB, 110 3amobirae KpoBoredi abo
3MEHIIYE 1.

> 150000/mx Ta < 250000/mkn | 3MeHIIUTH 1000BY 703y Ha 25 mr. 3aduekatu 2 THXKHI JUIS
OLIHKKA e(eKTy BiJ LBOr0 Ta MOJAIBIIOTO BiANOBIAHOTO
KOPUTYBaHHS J031**,

> 250000/mx [lpunuauTH  3acTOCYBaHHS €IbTpOMOOIAry, 30UTBIINTH
4acToOTy MiApaxyHKy TPOMOOIMTIB 70 2 pa3iB HA THKICHb.
[Tpu piBHi TpoMOoIUTIB < 100000/MKI TOBTOPHO MPU3HAYUTH
enpTpoMOoMNar y 3MeHIIeHii Ha 25 Mr 1000Biii 103i.

* Jlng mami€eHTiB, SIKi OTPUMYIOTH TEpaIiio eIpTpoMOonaroM y mo3i 25 mr 1 pas gepes mo0y, miABHITYBaTH A03y A0 25 mr |
pa3 Ha 100y.

*% Jlnms TAIi€HTIB, SIKI OTPUMAIOTH Tepariro expTpoMOonaroM y mo3i 25 mr 1 pa3 Ha 100y, ciin cipoOyBaTH BiTHOBUTH
JKyBaHHA y 7031 25 Mr "epe3 100y.

EapTpoMOonar MokHa 3aCTOCOBYBAaTH OAATKOBO 1O IHIMUX JIKApChKUX 3ac0o01B mis jmikyBauHs [TII.
BinnoBigHO 10 KIIHIYHOTO CTaHy CJiJ KOPUTYBATH /103y CYIYTHIX JIIKApChbKUX 3aC001B AJIs JTIKYBaHHS
ITII 3 MeTo0 YHHUKHEHHS HaAMIPHOTO 30UIBIIEHHS KUIBKOCTI TPOMOOLMTIB B XOZl JIIKYBaHHS
enpTpoMOOTIarom.

[lepen KO’)KHUM HOBUM KOPUTYBAaHHSIM JIO3U CJiJ 3a4€KaTH LIOHAWMEHIIe 2 THXKHI MicIs MONepeIHbOro
KOPUTYBaHHS J03H JJIs1 TOTO, 00 MOOAYUTH BIAMOBIIH TPOMOOITUTIB TAIlIEHTA HA JTIKYBaHHS.
CraHnapTHOO KUIBKICTIO €IbTPOMOOTIary /st 301J1bIeHHs 00 3MEHIIIeHHSI TOO0BO1 1031 € 25 MT Ha 100Yy.
IIpununenns niKy8aHHs.

3acTocyBaHHSI €IbTPOMOOIAry Ciiji MPUIUHUTH, SKIIO PIBEHb TPOMOOLMTIB HE MiJBULIUBCS A0 PIiBHS,
JOCTATHHOTO /171l YHUKHEHHSI KJIIHIYHO 3HaYY[01 KpOBOTEU1, MICis 4 THKHIB JIIKyBaHHS eJIbTPOMOOIaromMm
y 1031 75 mr 1 pa3 Ha 100y.

[lepioguuHo TNOTPIOHO NPOBOAUTH KIIIHIYHE OOCTEXKEHHS MallieHTa Ta MpUHAMATH pILIEHHS Mpo
MIPOJIOB)KEHHS JTIKYBaHHS Ha 1HAWBITyaJIbHIN OCHOBI. Y TAII€HTIB 3 IHTAKTHOIO CEJIE31HKOIO CII1J] OIIHUTH
MOJKJIUBICTh TpOBeJEHHs cIuleHekToMii. [licis mpunuHeHHs JiKyBaHHS MOJKJIMBA IMOBTOpPHA IOsIBa
TPOMOOLIUTONEHI].

Jixysanns mpomboyumoneHii y dopocaux nayieumie i3 xponiunum BI'C.

IIpu 3actocyBanHi enbTpomMOonary y koMOiHalli 3 IPOTUBIPYCHUMH NpenapaTaMu CIij 3BEpHYTHUCS J10
THCTPYKLIi 3 MEAUYHOT'O 3aCTOCYBaHHS IIUX IIpernapaTiB.

VY KIHIYHUX JOCTIKEHHAX 301IbIIEHHS KIJIBKOCTI TPOMOOILIUTIB 3arajioM CIIOCTEpIrajiocsi BIPOIOBXK 1
THXKHS TICHs TOYaTKy JIIKyBaHHS elbTpoMOoraroMm. MeTow JiKyBaHHS MOBHHHO OyTH JOCSATHEHHS
MIHIMaJbHO HEOOX1HOT KUIBKOCTI TPOMOOIMTIB [Jsi TOYaTKy HpoTHBIpycHoi Tepamii. B xoxi
MIPOTUBIPYCHOI Teparii METOIO JIIKyBaHHS MOBUHHA OyTH MIATPUMKA KIJIBKOCTI TPOMOOILIUTIB Ha PiBHI, 110
nmomnepeKye pu3uk Kpoorted, 3BudaitHo 11e 50000-75000/mxn. PiBast TpoMOomuTiB > 75000/MKn cimin
YHHUKaTH. 3aCTOCOBY€EThCS HalilMeHIIa eeKTUBHA /032 eIbTpoMOonary AJis JOCATHEHHS Ta MiITPUMKHU
KUTBKOCT1 TPOMOOIIUTIB, 110 HEOOX1HA JUIsl TOYATKy Ta ONTHUMI3allii mpoTuBipycHoi Tepamii. [Tia6ip 103
0a3yeThcs HA BIAHOBJIEHHI KIJIBKOCTI TPOMOOIIMTIB.

Ilouamkosa 0o3a.

[ToyatkoBa mo3a mpemapaty ckiaamgae 25 mr 1 pa3 Ha 100y. He moTpiOHO 3MiHIOBaTH 03y MalllEHTaM
CX1JTHO/MIBACHHOCX1IHOTO a31MChKOr0 MOXO/KeHHsS a00 MalieHTaM 13 JIETKUM HOpYyLIEHHSM (QyHKIii
TIEY1HKH.

Monimopune ma kopucyeanms 003u.

Jlo3y enapTpoMOonary 301IbIIYIOTh Ha 25 MT' KOXKHI 2 THXKHI 7O JOCSATHEHHS KUIBKOCTI TPOMOOIIUTIB,
ONTHUMAaJBHOI U1 MOYaTKy MpOTUBIpyCHOI Teparii. KiTbKicTh TPOMOOLUTIB CITiJl EPEBIPATH IOTHKHS




nepes; MoyaTKoM NMpOTUBIpycHOI Tepamii. Ha mowyaTtky mpoTuBipycHOI Tepamii KibKiCTh TPOMOOLMTIB
MO>K€ 3MEHILIUTHUCH, TOMY BiJipa3y KOPUT'YBaTH 103y HE ciij (AuB. TabnuIio 3).

B xoni nmpotuBipycHOi Tepamii ciJi KOPUTYBaTH O3y €IbTPOMOOIAry TakuM YUHOM, 100 YHUKHYTH
3MEHIIEHHS 103U MNeriHTep(epoHy, OCKUIBKM 3MEHIICHHS KUIBKOCTI TPOMOOILMTIB 301IbIIY€E PH3UK
KpOBOTeY y mauieHTiB (quB. Tabmumo 4). KinbkicTh TpOMOOIMTIB CITiJi KOHTPOJIIOBATU IOTHXKHS 10
JOCATHEHHS iX cTabUTbHOTO piBHSA, 3a3BU4aii e 50000-75000/Mki1. Y moaansioMy moMicsis HeoO0XiTHO
MIPOBOJUTH MOHITOPUHI 3arajbHOTO aHaji3y KpOBi, BKJIIOYAIOYM KUIBKICTb TPOMOOILIMTIB Ta MAa3oK
nepupepuyHoi KpPOBi.

Crig po3risiHyTH MOXKIIMBICTH II0JJOOOBOTO 3MEHIIECHHS JO03M HA 25 MT, SIKIIO KUTBKICTh TPOMOOIIUTIB
nepeBuIlye HeoOXiAHUN piBeHb. Uepes 2 THXKHI CIil OLIHUTH e(PeKT HOBOI 103U Ta MPUHHATH PillIEHHS
PO MOAAJIBITY KOPEKIIIIO JO3H.

He cnin nepeBumtyBatu 103y 100 mr Ha 100y.

Tabmuns 4
Kopexkuis 103u enprpombonary /isi Hali€HTiB 3 XpOHIYHUM BipycHUM renatutom C B X0/l
NPOTHUBIPYCHOI Tepartii
KinbKicTh TPOMOOIHUTIB Jlo3yBaHHsI
< 50000/mKm micist | 30impmmTH 1000BY 103y Ha 25 mr, ane He Ourbmie 100 mMr Ha

IoHalMeHIIIe 2 THXKHIB Teparii | 1o0y.

> 50000/mka Ta < 100000/mMxn | Haiimenmia go3a enpTpomOornary, Mo Aa€ 3MOTYy YHHUKHYTH
3MEHIIICHHS J03H MeTiHTepdepony.

> 100000/mx1 Ta < 150000/mMk1 | 3MeHIIATH T000BY A03y A0 25 mr. Yepe3 2 THXKHI OLIHUTH
e(eKT HOBOI J103M Ta TMPUHUHATH PIMICHHS PO TOJAJbIIE
KOPUTYBaHHS 03U ™.

> 150000/mK1 [lpunuauT  NiKyBaHHA  €ITPOMOOIAroM;  MiJABHIIUTH
YacTOTy KOHTPOJIO KiTBKOCTI TPOMOOLHMTIB A0 2 pa3iB Ha
TUXKICHbD.

SIK TUTBKM KITBKICTH TpoMOOmMTIB cTtaHOBUTHME < 100000/
MKJI, BITHOBUTH Tepamito y A000Biil 1031, 3MeHIIeHId Ha 25
Mr**,

* Ha mouaTKy pOTHBIpYCHOI Tepartii KiTbKiCTh TPOMOOIMTIB MOKE 3MEHIIUTHCH, TOMY HETaifHO KOPUTYBATH JI03y HE CIiJ.
** Jlns mamieHTiB, sIKi OTPUMYIOTH TEpaIlilo enbTpoMobonaroM y no3i 25 mr 1 pa3 Ha 100y, citif cipoOyBaTH BiJHOBIIOBATH
JKyBaHHA Yy 1031 25 Mr yepe3 100y .

IIpununenns 1iKy8aHHs.

SIkmo micist 2-TukHEBOI Tepaii enbTpombonarom y 1031 100 Mr He 6yi10 10CSITHYTO HEOOX1THOTO PIBHA
TPOMOOIMTIB [yl MOYATKy MPOTHUBIPYCHOI Teparii, 3aCTOCYBaHHs €IbTPOMOOIIAry CIIii MPUITMHHUTH.
Tepamnito enpTpomMOOIaroM CiiJi IPUMMHUTH, SKIIO MPUIIMHAETHCA MPOTHBIpYycHaA Tepamis. HanmipHuit
piBEeHb TPOMOOIMTIB 200 Cepilo3HI MOPYIIEHHS MEYIHKOBUX (PYHKIIOHAJIBHUX TECTIB TAK0X MOTPEOYIOTh
NPUITMHEHHS JTIKYBaHHS.

Annacmuuna anemiss mAHCKO20 CMYNEHsl.

Ilouamkosa 0o3a.

[TouatkoBa 103a enpTpomOomary craHoButh 50 Mr 1 pa3 Ha 700y. Jlus  malfieHTiB
CX1JTHO/MIBJCHHOCXIHOTO a31iCbKOT0 MOXO/KEHHS MPUHOM eIbTpoMOONary Ciil po3MOoYMHATH 3 103U
25 mr 1 pa3 Ha no0y. JlikyBaHHS He CIiJ PO3MOYMHATH, SKIIO MAaLI€HTH MalOTh BCTaHOBJIEHI
[IUTOTEHETHYHI AE(PEKTH XPOMOCOMH 7.

Monimopune ma kopucy8anus 003u.

I'emaTos0riuHa BiANOBIAb MOTPEOy€E TUTPYBAHHS 1031, 3a3BHUai 10 150 Mr, 1 Moske 3aiiHATH 10 16 THXKHIB
3 MOYaTKy npuiiomy enbTpombomnary. Jlo3y enbrpombonary ciiji KOpUryBaTd 3 KpokoMm 50 MI KOXKHi
2 TWKHI IS AOCATHEHHS HEOOXiMHOI KimbKOCTI TpombOoruTiB > 50 000/mxm. [[nst marmieHTiB, 1o




npuiimMatoTh 25 mr 1 pa3 Ha 100y, 103y ciiJ crnodatky 30utbmmTH 10 50 Mr Ha 100y, a BXKe MOTIM
30imbmryBatu 103y Ha 50 mr. Jlozy 150 mMr Ha noOy He ciin nepesuiryBatu. Ilin wac Ttepamii i3
3aCTOCYBaHHSAM €JIbTPOMOOIAry CiiiJi MPOBOJAUTH MOHITOPUHT KIIIHIYHUX F'€MaTOJIOTYHUX MOKa3HUKIB Ta
MEYiHKOBUX P00 1 3MIHIOBATH JI03Y €JIbTpOMOONAary BiIMOBIIHO 0 KIIBKOCTI TPOMOOIIHUTIB, SIK 3a3HAUYEHO
y Tabmui 5.

Tabmuns 5
KopuryBanus 10o3u enprpomMOonary y maii€HTiB 3 alIaCTUYHOI0 aHEMIEIO TSKKOTO CTYTICHS
Kinekicts Kopurysauus 1031 a00 BiOBIIb
TPOMOOIIUTIB
<50 000/mxn micis 36inbmryBatu 1000BYy 103y Ha 50 Mr 0 AOCATHEHHS MaKCUMAaJIbHOI
HIoHaliMeHIe 2 no3u 150 mr Ha 100y .
THDKHIB Teparnii Jnsi marienTiB, mo mnpuiiMaroTh 25 mr 1 pa3 Ha 1no0y, CriodaTKy
migsunmTa g0 S0 Mr Ha 100y, a BKe MOTIM 30UIBIIYBAaTH /03y Ha
50 mr.
Bix > 50 000/mxn 1o | 3acTOCOBYBaTH HaWMEHIy 103y €IbTPOMOOIIary, JOCTaTHIO JUIS
< 150 000/MK MIITPUMKH KiJTBKOCTI TPOMOOITUTIB.
Bing > 150 000/mxit no | 3MeHmuTH 1000BY 103y Ha 50 Mr. 3auekard JBa THXKHI 7S OLIHKH
<250 000/mKn e(eKTIiB Ta MOJANIBIIOr0 KOPUTYBaHHA 103U (Y pa3i HEOOXiTHOCTI).
> 250 000/mx [TpunuHUTH 3acTOCYBaHHS eJNbTpoMOONary; MpOTArOM INpHHAWMHI

OJTHOT'O THIKHSI.
[Ipu mocsraenHi kinbkocTi TpomMboruTie < 100 000/MKI BiTHOBUTH
Tepariio, SMEHIIUBIIHU 1000By 703y Ha 50 mr.

Ilocmynose 3Hudicenns 003u 05l NAyicHmMig 3 8i0N0GIO0I0 3a MPbLOMA NOKAZHUKAMU (PIGHI JeUKOYUMIS,
epumpoyumie ma mpomooyumis).

JUJist arieHTiB, MO AOCSTIH BIAMOBII 32 TPhOMA IMIOKA3HUKAMH, BKIIOYAIOUH BiJICYTHICTh HEOOXITHOCTI B
TpaHc(y3isix, 0 TPUBAE NPUHANMHI 8 THXKHIB: 71032 ebTpomMbonary Moke Oytu 3HmxeHa Ha 50 %.
SIKmo aHami3 KpOBi 3aJHMIIAETHCS CTAOUIBHUM Yepe3 8 TIDKHIB NP 3HIDKEHIM 1031, CIif MPUITUHUTH
NPUKAOM eIbTPOMOONAry i MpOBOJUTH MOHITOPWHT 3a pe3ysbTaTaMH aHai3y KpoBi. SIKIIO KiNBKIiCTH
TpombonuTiB magae n1o < 30 000/mki, remornobin a0 < 9 r/am abo abCoMOTHE YMCIIO HEHUTPOdiiB
<0,5 x 109/.]'[, MIPUHOM eNIbTpOMOOIIary Moke OyTH BIJTHOBJICHO B TTOTIEPEIHIN ePEeKTUBHIN 1031.
IIpununenns niKy8aHH:.

SIK10 ’KO/IHOT TeMaToJIOriuHO1 BIAIOBI/AI HE CIIOCTEPIraeThesl yepe3 16 TWKHIB Teparii, 3aCTOCYBaHHS
enpTpoMOOTary CiiJi IPUMUHUTHU. SIKIIO HE BUSABICHO JKOAHUX HOBUX IUTOTCHETUIHUX NE(EKTIB, CIII
OLIIHUTH, YU JOLUIHHO MPOAOBXKYBATH MpHIMaTHu enbTpoMOonar. 3acTOCyBaHHS eJbTpoMOomnary ciij
MPUINMHUATU TIPU HAJIMIPHUX 3MiHaX KUIBKOCTI TPOMOOLMTIB (SIK 3a3HayeHO y Tabmuil 4) abo 3HaUYHUX
BIJIXWJICHHSIX 3HaU4€Hb NEYIHKOBUX P00 BiJl HOpMaIbHUX.

Cneyianvui nonynayii.

Hupkoea neoocmammuicmeo.

3MiHIOBaTH 103y HE MOTpiOHO. JIIKyBaHHS MAII€HTIB 13 HUPKOBOIO HEJOCTATHICTIO CJIIJ 3M1MCHIOBATH 3
00epeXHICTIO Ta KOHTPOJIIOBATH PIBEHb CUPOBATKOBOT'O KPEATHHIHY Ta/a00 MPOBOAUTH aHAII3H CEUi.
Ileuinkosa neoocmammuicme.

EnbrpomOomnar He ciif 3acTocoByBaTu AJis JTiKyBaHHs nauieHTiB 3 ITII 1 ne4iHKoBOIO HEJOCTATHICTIO (32
mikanoro Yainna — [T'1o0 > 5), SKIIo TIIBKK OYiKyBaHa KOPHUCTh BiJ] 3aCTOCYBaHHsI He OyJie mepeBaxaTH
BH3HAYEHOTO PU3UKY MOPTATLHOTO BEHO3HOTO TPOMOO03Y (AuB. po3au1 «OcoOIUBOCTI 3aCTOCYBAHHS).
SIKImo 3acToCyBaHHS —€IbTPOMOONAry BBAXKAETHCSI HEOOXITHUM JJIsl  JIKYBaHHS  11100aTHYHOT
TPOMOOLIMTONEHIYHOT MypPIypH, MOYaTKOBa /1032 MAa€ CTaHOBUTH 25 Mr Ha a00y. 30LIbIIyBaTH A03Y



eJIbTpoMOonary mauieHTaM i3 MEeYiHKOBOK HEJOCTATHICTIO CJiJl HE paHillle HDX 4epe3 3 THKHI Micis
MOYaTKy Teparii.

Jnsa narientiB 3 xpoHiuauM BI'C 1 meuinkoBoro HemocTatHicTio (3a mkanoro Yaitnga — [Tt < 6) mo3y
3MiHIOBaTH He NoTpi6HO. [TamienTam i3 xponiuauM BI'C 1 marieHTam 3 aniacTUYHOIO aHEMIEIO TSKKOTO
CTyHEHs Ta NeUiHKOBOIO HEJJOCTATHICTIO CJIiJ OYMHATH JIIKYBaHHs ebTpoMOomnarom y no3i 25 mr 1 pa3
Ha 100y. 30UIbIIyBaTH 103y €IbTpOMOONAry rnaieHTaM i3 Me4iHKOBOI HEeIOCTAaTHICTIO CIiJl HE paHile
HIK yepe3 2 THKHI MicIs M0YaTKy Teparii.

Bynio BCTaHOBIIEHO MiIBUIIIEHHS PU3UKY MOOIUYHUX e(eKTiB, BKIIIOYAIOUX MTEYiIHKOBY JAEKOMIICHCALIIIO Ta
TpoMO0eMOOITIYHI YCKIIaJAHEHHS], Y MAlli€HTIB 13 XPOHIYHUMHU 3aXBOPIOBAHHSAMH MEUIHKU MPH JIKyBaHHI
eJIbTPOMOOMaroM y mepioj] MiArOTOBKH JI0 1HBa3UBHOTO BTPY4YaHHs a00 MPOTATrOM JIIKyBaHHsS XBOPUX Ha
BI'C B xoxai npoTtuBipycHoi Tepamii (quB. po3ainu «OcoO0mmuBocTi 3acTocyBaHHs» Ta «I10014HI peakiii»).
Ilayienmu 1imHb020 BIKY.

Jlani 110710 3aCTOCYBaHHS enbTpoMOonary s aikyBanHs namieHTiB 3 [TII Bikom Bix 65 pokiB oOMexeHi
Ta HeMae KJIIHIYHOTO IOCBiy 3acTocyBaHHs npenapary nanientamu 3 I'TII BikoM Bix 85 pokiB. 3aranom,
3a JaHUMHM KJIIHIYHUX JTOCTIIKEHb eJIbTpOoMOoMNary, CyTTeBOi pi3HHLI Y Oe3Meli 3acTocyBaHHA Ipenapary
nairieHTaM BIKOM J10 65 pokiB 1 crapiie 65 pokiB HE BCTAHOBJEHO. 3a MaHMMHU I1HIIUX KITIHIYHHX
CIIOCTEPEXKEHb HE OYJI0 BUSABICHO BIIMIHHOCTEH y TepaneBTHUYHOMY e€(eKTi MK MaIieHTaMH JIiTHHOTO
BiKYy Ta MOJIOJIINMH TAaIliEHTAMU, ajie He CIiJ BUKIIOYATH MOKIUBOCTI OUIBIIOT YYTIUBOCTI Y JCSIKUX
MAIIEHTIB JIITHHOTO BIKY.

JlaHi 010 3aCTOCYBaHHS ebTpoMOonary Juis JikyBaHHA naiieHTiB i3 BI'C BikoM Bif 75 pokiB 0OMeXeHi.
[{um narieHTam npenapar ciaiJl IpU3HauaTH 3 00epEeXHICTIO (AUB. po3aii «OcOOIMBOCTI 3aCTOCYBAHHSD»).
Tayienmu cXiTHO/TIBICHHOCXIOHO20 A3IUCHKO20 NOXOONCEHHSI.

Jlnia miTedt Ta JOPOCTUX MAIEHTIB 13 KpaiH CXigHOI Ta MiBAEHHOCXIAHOT A3ii, BKIIOYAIOYH MAII€HTIB 3
MEYiHKOBOIO HEJOCTATHICTIO, TIOYATKOBA 71032 eJIbTpoMOonary Mae cTaHOBUTH 25 Mr 1 pa3 Ha 100y (1IuB.
po3nin «DapMaKOKiHETHKAY).

Heo0XigqHO KOHTpOJIOBATH KUIBbKICTh TPOMOOIMTIB Ta KEPyBaTHCS CTAaHAAPTHUMHU KPUTEPISIMU JUIs
MoAaJbIIoi Moau(iKarii 103.

Jimu.

PeBonaz, TabneTku BKpUTI MIIIBKOBOIO 000JIOHKOIO, HE PEKOMEH Ty €ThCS IS JIIKYBaHHS JiTei BikoM 10 1
poky 3 xpoHiuHoto ITII y 3B’513Ky 3 HEJOCTaTHICTIO JaHUX II0A0 €(PEeKTUBHOCTI Ta O€3MeKu npenapary.
Jlanux 1monao e(peKTUBHOCTI Ta Oe3meku enprpomMbOomnary mns JiTed Tta miumnrtkiB (< 18 pokiB) 3
TPOMOOIMTONEHI€I0, OB’ s13aHot0 3 XpoHiyHUM BI'C a6o TAA nHemae. JlaHi BiACYTHI.

Ilepedosyeanns.

Cumnmomu.

ITix yac KIIHIYHUX JOCHIKEHb 3a yyacTio XxBopux Ha ITII cocTepiraBcst oMH BUIA 0K epea03yBaHHs,
ko xBopui mnpuitHaB 5000 mr enaprpomOomnary. IToBinmomieHHS mpo MOOIYHY peakiiio BKIIOYAIH
MIOMIpHE BHCHUIIAHHS, TPAH3UTOPHY OpajuKapiro, CTOMJICHICTh Ta MiJABMIICHHS DIBHA TpaHCaMiHa3.
PiBeHp me4iHKOBUX (EPMEHTIB, 10 BUMIPIOBaBCA MK 2-M Ta 18-M JHEM micis Hepeao3yBaHHS,
niasunmBes y 1,6 pasu Bumie BepxHboi Mexi Hopmu it ACT, y 3,9 pasu — qna AJIT ta 'y 2,4 pasu
— JuIst 3arasibHoro OuipyOiHy. Kinbkicte TpomOouuTiB cranoBuna 672 000/mkn Ha 18-i genp micis
nepe03yBaHHsl, MaKCUMalbHUA piBeHb TpoMOomMTiB cTaHoBUB 929 000/Mkn. Yci mobOiuHi peakuii
MUHYJIH MICJIA JTIKyBaHHS 0€3 yCKIIQHEHb.

Jlixysanns.

VY pe3ynbTaTi nepefo3yBaHHA KIJIBKICTH TPOMOOIMTIB MOXE HAAMIPHO 3pOCTH 1 CIPUYUHHUTH
TpoMOOTHYHI/TpoMOOeMOoIiuHl  ycknaaHeHHs. [lpu mepeno3yBaHHI Cliil NPUHHATH TEPOPabHO
npenapaTtd MeTalliB, L0 MICTATh KaTiOHHM, Taki SK KaJbllii, amtoMiHiii abo MmarHidd, i yTBOpPEHHs
XeJaTHUX KOMOiHaIi# 3 enbTpoMbonarom Ta oOMexxeHHs ioro abcopOiii. Ciaijl peTenbHO KOHTPOIIOBATH



piBeHb TpoMOoIMTIB. [IOBTOPHO 1HILIIOBATH JIIKYBaHHS €JIbTPOMOOINAroM MOXHA 3TiIHO 3 HaBEJIECHUMHU
pexomeHaanismMu (AuB. po3ai «Crocid 3aCTOCYBaHHS Ta I031»).

Ockinbku enbTpoMOOIIar He BUBOAUTHCS HUPKAMU y 3HAUHIM KIJIBKOCTI 1 BEJIMKOIO MIPOIO 3B’ SI3Y€THCS 3
OlTKaMU MJIa3MH, reMoiaii3 He Oyze e()eKTUBHUM METOJIOM elliMiHallil eabTpoMOornary.

Ho6iuni peaxuii.

Imynna mpomboyumoneris y dopocaux nayieumis 3 ITII ma oimeti

besneky 3actocyBaHHs mpenapary PeBonian OLiHIOBAaIM Yy JOPOCIMX MalieHTIB (n=763) B paMmkax
00’ eTHaHUX, TOIBIHUX CITIMHX, TU1ale00-KOHTpoIboBaHuX nociimxkerb TRA100773A ta B, TRA102537
(RAISE) i TRA113765, B skux 403 mnamieHta oTpumyBaiu npenapaT Peomanx, a 179 mnamieHTiB
OTpPUMYBAJIU I1J1a11€00, OKPIM JTaHUX, OTPUMAHUX 3a Pe3yJIbTaTaMH 3aBEPIICHUX BIIKPUTUX JOCIIKEHb
(n=360) TRA108057 (REPEAT), TRA105325 (EXTEND) ta TRA112940. IlamieHTH OTpUMYyBaIH
JOCHIJKYBaHUM mperapatr mpoTsrom 1o 8 pokiB (B pamkax EXTEND). Haiibinbm cepito3HuMu
NOOIYHUMHU pEeaKUiIMU OyJlM TeNaTOTOKCHYHICTh Ta TPOMOOTHYHI/TPOMOOEMOONIYHI YCKIIaJHEHHS.
Haii0inpm yacti no6iuHi peakuii, 1o BUHUKau npuHaiiMii y 10 % nauieHTiB, BKIIOYAIN: HYI0TY, Jiapero
Ta MiJIBUIIEHHS PIBHS aJlaHiHAMIHOTpaHCc(epasu Ta O1b y CIHHI.

besneka 3acrocyBanns npenaparty Pesonan aitsam (Bikom Bix 1 1o 17 pokiB) 3 monepenHbo gikoBanoro I'TIT
Oyna mpoaeMoHCTpoBaHa y ABox AociimkeHHsx (n=171). PETIT2 (TRA115450) sBisuio co6oro moaBiitHe
cliine, BIAKPUTE, paHI0Mi30BaHe, Mane00-KOHTPOIbOBAHE JOCHIKEHHS, 110 CKIIa1al0Ch 3 IBOX YAaCTHH.
[TamienTiB Oyno paHAOMI30BaHO y CHiBBiAHOMIEHHI 2:1 10 Ipymu 3acToCyBaHHsS mpenapaTy PeBoman
(n=63) abo mmanebo (n=29) mpotsarom 13 TUxHIB y paHmomizoBanuii nepion nocmimkenHs. PETIT
(TRA108062) siBismo co0oro BiAKpHUTE 1 MOABIMHE crine, paHIoOMi3oBaHe, IMane00-KOHTPOILOBAHE
JOCIIJKEHHSI B KOTOpPTax 3 BIJICTPOYEHHUM 32 4acOM HAaOOpPOM MAIli€HTIB, IO CKJIAJanocs 3 3 YacTHH.
[TamienTiB Oyno paHAOMI30BaHO y CHiBBiAHOMIEHHI 2:1 10 Ipymu 3acToCyBaHHsS mpenapaTy PeBoman
(n=44) a6o manebdo (n=21) npotsirom 7 TrxHiB. [Ipodine HeOaxkaHUX peakiiii OyB NOPIBHIHHUM 3 THM,
SIKMH CIIOCTEPIraBcs y JOPOCIIHX, 3 10JIaBAaHHIM JAEAKHX HeOaKaHUX PeaKIliid, BIIMIYEHUMH 3HAKOM «4» B
Tabmuii Hwkve. HailGinpm nommpennmy Hebaxxanumu peakuismu y aiteit 3 ITI Bikom Bix 1 poky (=3 %
Ta OuIblIe, HIXK B TPyI miane0o) Oynu iHQEeKIis BepXHiX JUXAIbHUX HUIAXIB, Ha30()apHHTIT, Kalleb,
nipekcis, O1Tb B IUTYHKY, O1JIb B pOTOTIIOTII, 3yOHUH Ol11b, 1 puHOpes.

Tpomboyumonenis, nog’azana 3 gipycom cenamumy C, y 00pociux nayicumie

ENABLE 1 (TPL103922 n=716, n=715 nikyBanucs enprpombonarom) tTa ENABLE 2 (TPL108390
n=805) sBsIM CcOOOK pPaHIOMI30BaHI, TOJBIMHI CIiMi, IJIANe00-KOHTPOILOBAHI, 0OAaraTOIEHTPOBI
JNOCIKEHHST U1 OIIHKM Oe3neku Ta e(eKTUBHOCTI ImpemnapaTy PeBonanx y maumieHTiB 3
TPOMOOIIUTONIEHI€10, TIOB’ SI3aHOIO 3 BipycoM renatuty C, siKi, B IHIIIOMY BHIAIKy, MaJIH IIPaBO PO3MOYATH
MPOTHBIPYCHY Teparir. Y IociipKeHHsX rematuty C MOMyJsIIito i OMHKKA Oe3NeKH CKIIagand BCi
PaH/I0Mi30BaH1 MaIi€EHTH, K1 OTPUMYBAJIU JOCIKYBaHUH IIpenapar y Mo IBIHHOMY CIIIIOMY NepioAi mij
gac Yactunau 2 nocmimxendss ENABLE 1 (nikyBanns npenaparom PeBonan n=450, nikyBaHHS 1u1ane0o
n=232) ta gocmimkenHss ENABLE 2 (mikyBanus mpemapatom PeBoman n=500, mikyBaHHS mane6o
n=252). [larieHTiB aHaM13yBaIM BIAMOBIIHO 10 32CTOCOBAHOI CXEMHU JIIKYBaHHS (3arajibHa MOMYJISIIIs IS
OIIIHKM O€3TeKH y MOJABIMHOMY CirinoMy miepioi, mpenapar PeBoan n=955 Tta miamne6o n=484).
HaiiGinpIm cepiio3HIMHU OOIYHUMH PEaKIisiMU, BUSBICHUMH ITiJ1 9ac pociipkens teparnii ITIT abo BI'C,
OyJIM TenaTOTOKCUYHICTh 1 TPOMOOTHYHI/TpOMO0eMOOIIUHI YCKIIQAHEHHS.

Haii0inpim yacTuMu mobiyHUMH peakuisMu (nepeHeceHuMu npuHaiiMHi 10 % marieHTiB) OyIb-sIKOTO
crynens B pociikeHHsax JikyBaHHs [TII abo BI'C Oynu ronoBHuil Oiib, aHeMisl, 3HUKEHHS alleTUTY,
0e3CoHHs, Kalllelb, Hy10Ta, Jliapes, rinepoiipyoineMito, ajonelrlis, cBepOix, Oi1b y M s13ax, TiepTepMis,
BTOMa, TPUIIONOAI0H] 3aXBOPIOBAHHS, aCTEHisl, 03HOO 1 nepudepryuHi HAOPSKH.

Taocka annacmuyna anemis y 00pOCIUX NAYiEHMis

besneky PeBonamy mnpu aminacTuuHid aHeMii TSKKOTO CTYIEHS OLHIOBAIM IMiJ 4ac IPOBEICHHS
HEKOHTPOJIOBAHOT'O BIAKPUTOTO JOCHIKEHHS 3a y4acTio 43 maiieHTiB, B sikomy 11 martientis (26 %)
OTPUMYBAJIU JIIKYBaHHS MPOTIrOM > 6 MicALiB, a 7 nauieHTiB (16 %) oTpuMyBaiIH JiKyBaHHS MPOTATOM




> 1 poky. HaiiGinpm cepiio3HUMH TOOIYHUMH peakuisiMu Oynu ¢eOpuibHa HEHTpomeHis Ta
cerncuc/ingexuis. HaiOinpm yacti moOiyHi peakiii, mo BUHUKaIM npuHaiiMHi y 10 % mnarmieHTis,
BKJTIOYAJIH: TOJIOBHUH 0111, 3alIaMOpPOYEHHS, 0€3COHHS, Kalllelh, 3aIUIIKY, O11b Y pOTOTJIOTII, PUHOPEIO,
HYJIOTY, liapeto, Oib y )KUBOTI, 301IbIIEHUI piBEHb TPaHCaMiHA3H1, €KXIMO3, apTPAIITito, M’ sI30B1 CIa3MH,
O11b y KiHIIIBKaX, BTOMY, (heOpuiIbHy HEHTPOIIEHII0 Ta MipeKCito.

[ToGiuHi peakuii, Mpo sAKi MOBIIOMIISIIOCS B AOCHIDKEHHAX 3a y4yacTio 763 mopociux naiieHTiB Ta 171
naiienTiB autsdoro Biky 3 ITII, 1520 mauientis 3 BI'C, 43 namientiB 3 TAA Tta micnspeecTpaniitHux
3BiTax, nepeiiueHi Hwxk4e 3a kinacudikauiero MedDRA 3a yacToTor0 BUHUKHEHHsS. B Mexkax KO>KHOTO
KJIacy CHUCTEMHM OpraHiB MoOi4HI peakiii Ha JKapcbKUi 3aci0 KkiIacu(pikoBaHO 3a YaCTOTOO, /i€ Ha
nepuioMy Micii WayTh MoOIYHI peakiii, 1o 3ycTpidaoThes Haivactinie. YacToTy BUHUKHEHHS KOXHOI
MoOIYHOI peakilii BKa3aHo 13 3aCTOCyBaHHAM Takoro ymMmoBHOTo nojiay (CIOMS III): ayxe wacto (>1/10),
gacto (=1/100 ta < 1/10), vewacto (=1/1000 Ta < 1/100), pigko (=1/10000 Ta < 1/1000), myxe piako
(<1/10000), HeBigoMO (3a HASIBHUMH JaHUMH YaCTOTY BU3HAUYNUTH HEMOJKIIUBO).

[Tpu nikysanni ITIIL.

Kaac cucremu opranis Yacrora | [lobiuna peakuis

THgexuii Ta iHBa3il AYxKe Hasogapunrit®, indekuis BepXHiX IUXanbHUX MIAXiB®
4acTo
4acTo @dapuHrIT, TPUI, Teprec POTOBOI MOPOKHUHU, THEBMOHIS,

CUHYCHUT, TOH3WIIT, IHPEKIiT AUXaIbHUX IUISXIB, THTIBIT

HEYacTo Indexuis mxipu

HoBoyTBOpeHHs HEYacTo Pak pekToCHrMoiqHOTO BiAJILTy TOBCTOI KUIIKH

TOOPOSIKICHI, 3IIOSKICHI Ta

HeineHTH(iKoBaH1

(BKJTFOYArOYH KICTH Ta

TIOJIITTN )

[Topymienns 3 Ooky 4acTo AHeMist, €03uHO(D1ITIS, JISUKOIUTO3, TPOMOOIIUTOIICH S,

CHCTEMH KpPOBIi Ta 3HWKCHHS PiBHIB TeMOTJI001HY, 3HIDKEHHSI PIBHIB JICHKOIINTIB

TiM(ATHIHOT CUCTEMH HEYJacTo AHI301IMTO3, TEMOJIITHYHA aHEMIs, MIEIOIUTO3, 1 IBUILICHHS

PIBHIB MaJIMYKOSAEPHUX HEUTPOP1IiB, HASIBHICTH MI€JIOIUTIB,
MIIBUILEHHS KUTBKOCTI TPOMOOIIUTIB, T1IBUIIIEHHS PiBHIB

reMOrJI001Hy
[Topymienns 3 60Ky HEYacTo INnepuyTnuBicTh
IMYHHOT CUCTEMU
[Topyuienus 3 60Ky 4acTo lNnokamniemisi, 3HUKEHHS alleTUTY, MiABUILEHHS PiBHIB
00OMiHY pE4OBHH Ta CEYOBOI KHCIIOTH B KPOBI
Xap4yyBaHHS HEJacTo AHOpeKcis, moaarpa, TinoKaibIieMis
[euxivni poznaau 4acTo [Topymienns cHy, nenpecis

HEYacTo AmaTist, 3MiHU HaCTpPOIO, IJIAKCHBICTD




[TopymuienHs 3 60Ky 4acTo [Tapecre3is, rinecTesisi, COHIUBICTh, MITPEHb
HEPBOBOI CUCTEMHU HE4acTo Tpemop, mopyIeHHs piBHOBAru, AU3eCTe3is, reminapes,
MITpeHb 3 ayporo, nepudepuyHa Heiiponaris, nepudepudna
CEeHCOpHa HeHponaris, HOPYIICHHS MOBJICHHS, TOKCUYHA
Helpomnarisi, CyAMHHUIA roJ0BHUH OL1b
[TopyienHs 3 60Ky 4acTo CyxicTh B 04ax, HEUITKICTh 30pYy, OiIb B 0UaX, 3HWKECHHS
oprany 30py TOCTPOTH 30py
HEYacTo JleHTUKYIISIpHE IOMYTHIHHS, aCTUTMATH3M, KOPTHKaJIbHA
KaTapakTa, [iJIBUIIEHa CIIb030TeYa, peTHHAJIbHI FeMoparii,
peTuHaIbHA MITMEHTHA €MITETIONAaTIs, MOTIPIICHHS 30Dy,
MOPYIIEHHS TECTIB 3 TOCTPOTH 30pYy, OsieapuT Ta cyxuit
KepaTOKOH IOHKTHUBIT
[Topymienns 3 60Ky 4acTo binp y Byxax, BepTuro
Oprasy ciyxy Ta
Ta0IpUHTY
[TopymienHs 3 60Ky cepisi | HE4acTo Taxikap[isi, TocTpuit iHGapKT MioKapa, KapioBacKyJIspHI
NOPYLIEHHS, 111aH03, CHHYCOBa TaxiKap/is, O0I0BXKEHHS
inTepBany QT Ha enekTpokapaiorpami
[Topymienns 3 60Ky cyuH | 4acTo Tpom003 rmMOOKHUX BeH, TeMaToMa, PUILIIMBH XKapy
HE4acTo EmOouist, TpoM60(h1e0iT MOBEpXHEBUX BEH, TOYEPBOHIHHS
00mMIust
[TopyienHs 3 60Ky TyXKe Kamens*
JYXaJIbHOI CUCTEMH, 4acTo
TpyHOT K_ﬂiTKH Ta 9acTo Bine y potornorui®, punopes®
CCPCAOCTIHHA HEYacTo JlereneBa em60is, iH(GAPKT JI€reHIB, HEMPUEMHI BITUYTTA y
HOCOBIl MOPOKHUHI, OB MyXUPLIB Ta OLIb y POTOIJIOTII,
YCKIJIQAHEHHS 3 00Ky Ha3aJbHUX CUHYCIB, CHHPOM HIYHOT'O
arHoe
[Topymienns 3 60Ky yxKe Hynora, niapes
[ITYHKOBO-KHUIIIKOBOTO 4acTo
TpaKTy 9acTo CyxicTb y poTi, 3y6nuii 6i16*, G1r0BaHH, OilIb Y KUBOTI*,
KpOBOTE€YA Y POTOBIM MOPOKHUHI, 3TyTTS
* Jlyxe nommpeni y aiteit 3 ITIT
HEYaCTO CyXiCTb y pOTI, TII0COAMHIs, OOTICHICTD )KUBOTA,
3HeOApBIICHHS BUMIOPOKHEHB, Xap4OBE OTPYEHHS, YacTa
nedexartis, remaTeMe3uc, TMCKOM(OPT y pOTi
[opy1ueHHs 3 60Ky Ayxe 301IbIICHHS PIBHS aHaHiHaMiHOTpaHC(bepaL’sI/IT
HEYiHKU Ta 4acTo
KOBYOBMBI/IHHX IUIAXIB 4acTo 36ibIIeHHs piBHs acnapraTaminoTpancdepasu,
rinepOinipyOinemisi, mopymeHHs QyHKIT MeYIHKU
HEYacTo XomnecTas, ypakeHHS TIEYiHKH, TeTaTUT, MEAMKAMEHTO3HE

ypaXKeHHS TIEYiHKU




YCKJIQIHEHHS NPOLENYP

[Topymienns 3 60Ky HIKipH | 9acTo Bucunanss, anomnenisi, rineprizpos, reHepaii3oBaHui
Ta MiJMIKIPHUX TKAaHUH cBepOXK, nmerexii
HE4YacTo Kponwus’siHka, epMaTo3, XOJIOAHHH IIiT, epuTEMA, METIaHO3,
MOPYUICHHS MirMeHTalii, 3He0apBIeHHS IKIPH, JTyIIEHHS
HIKipH
[TopyienHs 3 60Ky yxKe binb y crimni
CKEJIETHO-M5I30BOi Ta 4acTo
CIIOJIy4YHOI TKAHUHU 4acTo Mianrisi, Ccy1oMu M’s131B, CKEJIETHO-M SI30BHI O1J1b, O1TH Y
KICTKax
HEYacTo M’s130Ba Cl1a0KICTh
[TopymuienHs 3 60Ky HUPOK | 4acTo [Iporeinypis, 3011bIIEHHS PiBHSI KPEaTUHIHY B KPOBI,
1 CEYOBUBITHUX IIIJISAXIB TpOMOOIIUTapHA MIKPOAHTIOMATIs 3 HUPKOBOIO
HEIOCTATHICTIO T
HE4acTo HupkoBa HeocTaTHICTD, ICHKOLUTYPisi, BOBYAKOBUN
HEPPUT, HIKTYpisi, 301IBIICHHS PIBHS CEUOBHHHU B KPOBI,
301IbIICHHS CIIBBIAHOIIECHHS MPOTETH/KPEATHHIH y cedi
[TopymieHHs 3 60Ky 4acTo Mewnoparii
pEeNpOAYKTUBHOI CUCTEMU
Ta MOJIOYHOI 3aJI03U
3arajibHi MOPYLIEHHS Ta 4acTo Jluxomanka®*, 611b y Tpyasix, acTeHIs
CTaHH B Miclii * Ily>xe nommpeni y nivent 3 [TII
3aCTOCYBaHHS HEYacTo BiguyTTs sxapy, remoparii y Miciii MyHKIIi1 CyIUH, BIIUyTTs
TPUBOXKHOCTI, 3alIAJICHHS paH, He3AyKaHHs, BIAUYTTS
CTOPOHHBOTO Tija
JlabopartopHi naHi 4acTo 301nbIIeHHS PiBHSA JTyX)HO1 (hocdaTazu KpoBi
HEYacTo 30u1bLIeHHS PiBHS aJdbOyMiHY KPOBI, 301IbIIEHHS 3aralbHOTO
piBHS OUIKIB, 3MEHIIEHHS PIBHS albOyMiHYy KpPOBI,
30inbeHHs piBHs pH ceui
TpaBmH, OTpy€HHS Ta HE4acTo ConsuHi omiku

¢ JomatkoBi mo0OiuHI peakilii, o CIOCTEPITalOThCS M1 Yac NeAlaTpUIHUX JOCTIHKEHB (BIKOM BiJl
1 o 17 pokiB).

l 301pIICHHS PIBHIB allaHIHAMIHOTpaHcdepasu Ta acapTaTaMmiHOTpaHcpepasu MOKYTh BHHHKATH
OJIHOYACHO, X0Ya 1 3 MEHILIO0 YaCTOTOIO.

i 3rpyIoBaHe 3a MepeBaXHUMH TePMiHAMU rOCTpe MOPYIIEHHS (YHKIIIT HUPOK Ta HUPKOBA

HEJIOCTATHICTH

IIpu nixysanni BI'C (pa3oM 3 IpOTUBIPYCHUM JIIKYBaHHSIM 1HTEp(hEPOHOM Ta pHOaBIpUHOM).




Kuac cucremn opranis Yacrora | [lobiuna peakuis
IHdexmii Ta iHBa3Ii 4acTo [HdexKIis ce40BUBITHUX MUISIXiB, IH(EKIIS BEPXHIX
JMXAIBHUX NUISX1B, OPOHXIT, HA30(aPHHTIT, TPHUII, TepIIeC
POTOBOI IOPOKHUHU
HEYacTo ["actpoenTeput, hapHuHTIT
HoBoyTBOpeHHs 4acTo 3105KiCHI HOBOYTBOPEHHS MEY1HKH
JIOOPOSIKICHI, 3JI0KICHI Ta
HeleHTH()IKOBaH1
(BKJTFOUAFOYH KICTH Ta
TTOJTITIH )
[Topymuienns 3 60Ky TyKe AHeMis
CHUCTEMH KpOBI Ta 4acTo
JTIM(PATUIHOT CUCTEMU 4acTo JlimponeHis
HEYacTo I'emoniTruHa aHeMist
[TopymurenHs 3 60Ky 0OMiHY | ayXke 3HIKCHHS alleTUTY
PEUOBHH Ta Xap4yyBaHHS 9acTo
4acTo ['inepriikemisi, maToJoriyHa BTPAT MacH Tija
[Tcuxivuni po3naau 94acTo Jlenpecisi, HECTIOKIH, TOPYIICHHS CHY
HEYacTo [TopymuieHHs CBiTOMOCTI, 30yDKEHHS
[TopymuienHs 3 60Ky TTyKe lNonoBHwMii 6i1b
HEPBOBOI CUCTEMU 4acTo
4acTo 3anamMopoYeHHs, OPYIICHHS YBaru, AUCTeB3is, MEYiHKOBA
eHuedanonaris, Jeraprisi, MOpymEHHs MaM'sITi, mapecTesis
[Topymienns 3 00Ky oprany | 4acTto Karapakra, eKCy1aTH CiITKiBKH, CyXiCTh B 0YaX, KOBTSHHIIS
30py Ouei, KPOBOBWJIHMB B CITKIBIII
[TopymienHs 3 60Ky opra”y | 4acrto Beprturo
CIIyXy Ta JJabIpUHTY
[Topymienns 3 00Ky cepisi | 4acTo [Tocunenns cepueOUTTs
[Topymuienus 3 60Ky TyKe Kamenp
JUXaITbHOI CUCTEMH, 4acTo
TPY/HOT KIIITKM Ta 4acTo 3aauinka, O0i71b B pOTOTIIOTII, 33UIIKA TPU Pi3UIHOMY
CEPEIOCTIHHA HABaHTa)XCHHI, KallleJlb 3 MOKPOTUHHSM
[Topymenns 3 60Ky yxKe Hynora, niapes
IITYHKOBO-KHUIIIKOBOTO 9acTo
TPaKTy 4acTo bnroBanHs, aciuT, O11b B HUIYHKY, OUIb Y BEPXHIX BiAJ11ax
KT, aucnerncis, cyXicTh B pOTI, 3a10p, 3AYTTs, 3yOHUI
011, CTOMATHUT, TacTpoe3odareanbHa pedIIroKCHa XBOpo0a,
reMopoii, IMCKOM(POPT B IUTYHKY, BAPUKO3HE PO3IIUPEHHS
BEH
HEYacTo KpoBOBUIIUB 3 BEH CTPABOXO/y, TACTPUT, BUPA3KOBHI1
CTOMAaTUT
[Topymienns 3 60Ky 9acTo ['inepOinipyOiHeMmis, >)KOBTSHHIIS, MEIMKAMEHTO3HE
MEYIHKHU Ta KOBUOBUBITHUX ypaXK€HHS MeUiHKH
IUIAXIB HEYacTo Tpom003 noTpanbHOI BEHH, IEYIHKOBA HEIOCTATHICTh




[TopymienHs 3 60Ky WIKIpH | Ty’Ke Caep0Oix
Ta MAMKIPHUX TKAHUH 4acTo
4acTo Bucun, cyxicTh mKipH, €K3eMa, BUCHUII 31 CBEpOEkKeEM,
epuTeMa, TIilepriipo3, TeHepaTi30BaHUi CBEpOIK, aToneIis
HEYacTo HIkipHi ypaxXeHHs1, 3MiHa KOJIbOPY IIKIPH,
rineprirMeHTais mKipy, HiYHe MOTIHH
[TopymuienHs 3 60Ky JTyXKe Mianris
CKEJIETHO-M’5130BOi Ta 4acTo
CIIOJIyYHOI TKAaHUHU 4acTo ApTtpairis, M’s30B1 cia3Mu, O11b B CITUHI, O1JIb B KiHIIIBKaX,
CKeJIETHO-M30BHii 01J1b, O1JIb B KICTKaX
[TopyuieHnHs 3 60Ky HUPOK 1 | HEYACTO TpoMOOIIUTapHA MIKPOAHTIOMATIs 3 TOCTPOI HUPKOBOIO
CEUOBHBIIHUX HUIAXIB HEJOCTATHICTIO JU3ypist
3aranipHi OPYIICHHS Ta Ty Ke [Tipekcist, BTOMJIIOBaHICTb, TPUIIONOAIOHUI CUHAPOM,
CTaHU B MicIll JacTo acTeHisi, 03HOO
3aCTOCYBaHHs 4acTo JpatiBnuBicTh, OUTh, HE3AYKAHHS, PEaKIlis B MICIII 1H €K1,
OUTb B TPYASIX HECEPIIEBOTO TIOXOKEHHS, HAOPSIK,
nepudeprnaHnii HaOpsIK
HEYacTo CaepOix B MicCIIi 1H €KITli, BUCHIT B MICIIl 1H’ €KIIIT,
JUCKOMGOPT B TPYIsAX
JlaGopaTopHi naHi 4acTo [TinBuieHHs piBHIB OLTIpyOiHY B KPOBI1, 3HUKEHHS MacH
TiJ1a, 3HWKEHHS PIBHIB JICHKOIUTIB, 3HI)KCHHSI PIBHIB
reMoryIo0iHy, HEHTPOIICHIs, MABUIIICHE MIKHAPOIHE
HOpMaJTi30BaHe BIIHOIICHHS, MIOJIOBKEHHS aKTHBOBAHOT'O
YaCTKOBOI'O TPOMOOIIJIACTUHOBOTO Yacy, iABUIIEHHS PiBHIB
TJIFOKO3H B KPOBI1, 3HWKEHHS PiBHIB aJIbOYMIHY B KPOBI
HEYacTo [Tonosxenns intepBany QT Ha enexTpokapaiorpami

T3rpymnoBana 3a mepeBaXHUMH TepMiHAMHE OJIrypisi, HIPKOBA HEIOCTATHICTh TA MOPYIICHHS DyHKIIi]

HUPOK
[onynsauis gocnimkenHs TAA.

Kuaac cucremn opranis Yacrora Ilo0iuna peakuis

[TopymienHs 3 60Ky 4acTo HeiiTponenis, iHpapKT cene3iHku

CUCTEMH KpPOBI Ta
TiMpaTHIHOT CUCTEMU

[Topymienns 3 60Ky 0OMiHY | 4acTo [TepeBaHTa)KEHHS 3aJ1130M, 3HWKEHHS alleTUTY,
PEYOBHH Ta XapuayBaHHS TITOTIIIKEeMisl, T IBUIIICHHS alleTUTY

[Teuxivuni po3naau 9acTo TpUBOXHICTB, IeTIpecis




[Topymenns 3 60Ky HEpBOBOi | my»Ke l'onoBHuii 61k, 3aIaMOPOYCHHS
CUCTEMU 4yacTo
4acTo HenputomHicTb
[TopyureHHs 3 60Ky oprany 9acTo CyXicTh B 04ax, KaTapakTa, >)KOBTSHUIISI OYeH, 3aTyMaHCHHS
30py 30py, MOTiPIIEHHS 30Dy, IUIaBal04i TOMYTHIHHS
CKJIONOIIOHOTO Tija
[TopymuienHs 3 60Ky JTyXKe Kamens, 6116 B pOTOTIOTI, PUHOPES
IVXaJIbHOI CUCTEMH, 4acTo
TPYIHOT KIIITKH Ta 4acTo HocoBa kpoBoTteua
CepEeNOCTIHHS
[Topymienns 3 60Ky JTyKe Hiapesi, Hy10Ta, KPOBOTOYMBICTH SICEH, O1J1b B IIUTYHKY
[UTYHKOBO-KHIIKOBOTO 4acTo
TPaKTy JacTo Y TBOpeHHs MyXUPIIiB HA CIAM30Bi 0000HIII poTa, OUTh B
POTOBii MOPOXKHUHI, OJIFOBaHHS, AUCKOM(DOPT B HUTYHKY,
3armop, 34y TTs, Aucdaris, 3He0apBIEHHS BUMTOPOKHEHb,
HAOpSK SA3UKa, TOPYLICHHS MOTOPUKH UTYHKOBO-
KHUIITKOBOTO TPAKTy, METEOPU3M
[Topymienns 3 60Ky yKe [TinBuieHHs piBHIB TpaHCaMiHa3
MIEYIHKYU Ta )KOBUOBUBITHUX | 4aCTO
IUIAXIB 4acTo [TigBumeHHs piBHIB Oi1ipyOiHy B KPOBi
(rinepO6inipyOiHeMis), )KOBTSIHUISA
HEBiIoMO | MeauKaMeHTO3HE ypakeHHS IeYiHKU*
* Bunmaiku MeTUKaMEHTO3HOTO YpaKeHHs eUiHKN Oynu
3apeectpoBani y nartienTi 3 [TII Ta BI'C
[Topymienns 3 00Ky MIKIpH | 4acTo [Terexii, Bucurl, cBepOi1kK, KPOIHUB’ sTHKA, IIIKIPHI YPa>KeHHS,
Ta MIAIIKIPHAX TKAHUH MaKyJISIpHUN BUCHIT
HEBIZIOMO | 3MiHA KOJIBOPY MIKIPH, TiEPIIrMEHTAIlisl IKIpH
Musculosketal and yKe Aprtpanris, 611b B KiHI[IBKaX, M S30B1 ClIa3MH
connective tissue disorders | yacrto
4acTo Bbine B ciuHi, Miairis, OUIb B KICTKaX
[Topymenns 3 60Ky HUPOK 1 | 4acTo Xpomarypis
CEYOBUBIIHUX MUISIXIB
3arajibHi MOPYLIEHHS Ta JIyXKe BromutoBaHicTk, mipekcisi, 03H00
CTaHH B Miclii 4acTo
3aCTOCYBaHHS 4acTo Acrtenis, nepudepuuHnii HAOPSIK, HE3 MY KAHHS
JlaGopaTopHi naHi 9acTo [TinBumeHHs piBHIB kKpeaTudochokiHa3u B KPOBi

Onuc deakux nobiyHux peaxkuyiu

TpomMO0eMO0JIiYHI YCKIIaJHEHHS

VY 3 KOHTPOIBOBaHMX Ta 2 HEKOHTPOJIHOBAHKX KITHIYHUX JOCIIIKEHHSX 32 y4acTio 446 JOpOCINX XBOPUX
13 ITII, sxi mikyBanuch enpTpoMOomnaroM, y 17 maii€eHTiB BUHHUKIO 3araioM 19 tpomOGoemOomiyHUX
YCKJIaJIHEHb, 110 BKIOYANIHU (y MOPAIKY 3MEHILIEHHS YaCTOTH BUHUKHEHHS) TPOMOO3 TUOOKHX BeH (6),
nereneBy emOouito (6), roctpuii iHdapkT miokapaa (2), uepedbpanbuuii iHbapkT (2), embomnito (1) (auB.
po3ain «OcobIMBOCTI 3aCTOCYBAHHS).
VY m1ane00KOHTPOILOBAHOMY KIITHIYHOMY AOCTIIKeHH1 (228 maiieHTiB) micis 2 THKHIB JIIKYBaHHS TIepe]
iHBasiitHuMHU Tiporieaypamu y 6 3 143 (4 %) 1opocaux MaIieHTiB i3 XpOHIYHUMH XBOpOOaMu TIEUiHKH, SKi
JKyBaJIUCh €1bTPOMOONIAroM, BUHUKIIO 7 TPOMOOEMOOIIYHIX YCKIAIHEHb Y CUCTEMI MOPTaIbHUX BEH Ta




y 23145 (1 %) nauienTiB 3 miane6o-rpynu BUHUKIO 3 TpoMO0eMO0ITiuHI yCKIa HeHHS. Y 5 3 6 MaIli€HTIB,
K1 JTIKYBaJIUCh €IbTPOMOONIAroM, BUHUKIIM TPOMOOEMOOITIYH1 YCKIIaJHEHHS PU KUIBKOCT1 TPOMOOIIUTIB
>200000/MK1.

3a BUHATKOM KiUIbKOCTI TpoMOoruTie >200000/MKi1, HEe OyI0 BU3HAYEHO IHIIMX CHEUU(pIYHUX PU3HK-
(akTOpiB MALIEHTIB, y AKMX BUHUKAIN TPOMOOEMOOIIYHI YCKIIQJHEHHS.

VY KOHTpPOJIbOBaHMX JOCIIKEHHSX MAalLli€HTIB 3 TpoMOoIuToneHieto, xsopux Ha BI'C, siki oTpumyBanu
teparito iHTeppeporoM (n = 1439), y 38 3 955 (4 %), sixi oTpumyBanu enprpomobonar, i 6 3 484 (1 %)
NAIeHTiB Ipynu Mianebo po3BUHYIHUCh TpombOoemOomiuni yckiagHeHHs (TEY). 3asnaueni
TPOMOOTHYHI/TpoMOOEMOOIIUH1 YCKIIaJHEHHS BKIIIOYAJIH K BEHO3HI, TaK 1 apTepiaibHi sBuIa. Tpom603
nopTanbHOi BeHU € HaiOutbm nommpenuM TEY B o0ox rpymax jnikyBaHHS (2 % Nalli€eHTIB, SKi
OTpUMYBaJIU ebTpoMbomnar, npotu <l % Tux, gki oTpuMyBanu mianedo) (auB. po3ain «OcobaMBOCTI
3aCTOCYBaHHA»). Y MAalLlI€HTIB 3 HU3BKUM piBHEM anibOyMinHy (< 35 r/m) abo MELD >10 6y 3aikcoBaHO
B/Bi4l OLTbIINI pu3uK po3BUTKY TEY, HIXK y Malli€HTIB 3 BUIIMM piBHEM ajbOyMiHY; y MAIi€HTIB BIKOM
BiZ 60 pokiB pu3uk TEY OyB y 2 pa3u BUIIKMM Y HOPIBHSAHHI 3 MOJIOJIIMMH Malli€HTAMH.

IlediHKOBa HEOCTATHICTD (IIPH 3aCTOCYBaHHI 3 IHTEPHEPOHOM)

XBopi Ha BI'C 3 11po30M nediHku npu OTpUMaHHI Tepanii anbda-iHTephepoHOM MatOTh pU3UK PO3BUTKY
MEYIHKOBOI JIGKOMITEHCAIlii. Y 2 KOHTPOJIbOBAHUX KIIHIYHHMX JOCIHIPKCHHSX 33 Y4YacTIO MAI[IEHTIB 3
tpoMOonuroneHiero i BI'C mpo o3Haku me4iHKoBOI JeKOMIICH callii (aCIUT, MEYiHKOBY eHIledaronarito,
KpOBOTEUY 3 BapHKO3HO PO3IIMPEHHUX BEH, CIOHTAHHUU OakTepiaibHUN TEPUTOHIT) MOBIIOMIISLIOCS
gacrime B Tpymi eapTpombonary (11 %), Hixk y rpymi miamne6o (6 %). Y maimieHTiB 3 HU3bKUM PiBHEM
anpOyMiny (< 35 r/m) abo mpu MOYAaTKOBOMY 3HAueHHI mokasHuka 3a mkanoro MELD >10 Oymno
3a(hikCOBaHO BTpHUYI OIIBIIMI PHU3MK MEYIHKOBOI JAEKOMIEHcalii Ta 30UIbIIEHHS PHU3HMKY JIETaTbHUX
HECTIPUATIUBUX MOJIN MOPIBHAHO 3 THMH, XTO MaB MEHII Ii3HIO CTaJil0 3aXBOPIOBAHHS IEYiHKH.
EnprpomMOonar TakuMm malrfieHTaM CiiJ MpU3HAYaTH TUTBKU MICHIS PETENBHOTO PO3TIISAY OUYiKyBaHHX
nepeBar y NmopiBHSHHI 3 pu3ukamu. [Ipu JiKyBaHHI Nali€HTIB 3 TAKUMHU XapaKTEPUCTUKAMHU HEOOXiTHO
YBOXHO KOHTPOJIOBAaTH CHMIITOMH TE€YIHKOBOI JexomreHcamii (auB. po3ain  «OcobiuBocTi
3aCTOCYBaHHSI).

Pusuk eenamomoxcuunocmi

[Tix 9ac KOHTPOJBOBAHUX KIIHIYHUX JIOCHiKeHb JiKyBaHHs XpoHiunoi ITII i3 3acTocyBaHHAM
enpTpomMbomnary crnocrepiranock 30inbmienns cupoatkoBux piBHiB AJIT, ACT rta 6inipy06iny.

Ili mopymienHs Oynu sierkuMu (CTymiHb 1-2), Mamu OOOPOTHHIA XapakKTep Ta HE CYMPOBOIKYBATHCS
KJIIHIYHO 3HAYYIIMMHU CUMIITOMAaMH, 5IKi O CBiAYMIIM po nopyiieHHs GyHKIii nedinku. Cepen y4acHUKIB
3 mnane60-KOHTPOIbOBaHUX AocikeHb JikyBanHs I TII y 1 namienTta rpynu mnane6o i 1 namienrta rpynu
eNbTpOMOOTIary po3BUHYJIACH TIEYIHKOBA HEOCTATHICTh 4 CTYMEHs. Y JBOX IUIANe00-KOHTPOILOBAHUX
JOCIHIKEHHSAX JIiKyBaHHA JiTed (BikoM Bix 1 1o 17 pokiB) 3 xponiunoro ITII, piai AJIT, Ginbm Hix
y 3 pasu Bumii 3a BepxHio Mexxy Hopmu (BMH), Oynu Bcranosneni y 4,7 % ta 0 % naiieHTiB 3 rpyn
enpTpomMbomnary Ta rniamnedo BiJIOBiIHO.

VY BOX KOHTPOJIbOBAHMX KJIIHIYHUX JOCHiKeHHAX Y xBopux 3 BI'C piBui ACT a6o AJIT, Oinbm HIXK y
3 pasu Bui 3a BMH, 6ynu Bcranosneni y 34 % ta 38 % mnarieHTiB 3 rpyn enpTpomMbonary Ta mianedo
BIJIMOBIAHO. 3acTOCyBaHHs enbTpoMOomnary pazom i3 merinrephepoHom/puOodIiaBiHOM TOB’SI3aHO 3
HenpsAMolo TinepOinipy6inemieto. PiBens 3aranpHoro OutipyOiny > 1,5 x BMH 0Oyno BctanoBieno y 76
% Ta 50 % marieHTiB 3 TPy eIpTpOMOOIIary Ta rmianedo BiJMmOBiIHO.

ITix yac HenopiBHsUIBHOTO nociimkeHHs (as3u Il monoTepinai pedpaxtepHoi TAA piui ACT a6o AJIT,
O HIX y 3 pasu Bumi 3a BMH, Ta 3aransHoro (Henpsimoro) OunipyOiny, 6inbin Hix y 1,5 pa3u Bumri
3a BMH,cnocrepiranuce y 5% nauienTiB. PiBH1 3aransHoro 6inipy6iny, O6inbmm HiX y 1,5 pa3u Bumi 3a
BMH, crniocrepiranucs y 14% mnarieHTis.

TpomOGounTONEH s micas NPUIUHEHHS JIKyBaHHS.




3a maHuMHU 3 KOHTPOJIBOBAHUX KITHIYHUX JOCIIHKEHb, CIIOCTEPITaiocs TPAH3UTOPHE 3MEHIIICHHS PiBHSI
TPOMOOIMTIB HI)KYE IMOYATKOBOTO PIBHS IIICHS NPUIMHEHHS JIIKyBaHHSA y 8 % mMali€eHTIB TIpynu
enpTpomoOomnary i 8 % rpynu iane6o (AuB. po3ait «OcoOIMBOCTI 3aCTOCYBAHHS).

301IBIIICHHS PiBHSA PETUKYIIHY Y KICTKOBOMY MO3KY.

3a TaHUMU KIIHIYHUX JTOCIIIKEeHb, HE OyJI0 BUSBIEHO O3HAK KIIIHIYHO 3HAUYIIUX MOPYIIEHb KiCTKOBOTO
MO3Ky a00 KJIIHIYHHMX O3HAK, sIKi O CBIAYMIIM MPO MOPYIIEHHS (PYHKIIT KICTKOBOro MO3Ky. Y 1 marienra
JKyBaHHS €JIbTPOMOOIIaroM OyJio IPUITMHEHO Y 3B’ SI3KY 3 MOSIBOIO PETUKYJIIHY Y KICTKOBOMY MO3KY (IIHB.
po3ain «OcoOIMBOCTI 3aCTOCYBAHHS).

[{uToreHeTHYHI AeEKTH.

VY kainiuHOMYy focmipkerHi (asu Il enbrpombonary y mouatkosiit 1031 50 Mr/n00y (3 miABUILIEHHSIM 103U
KOXHI 2 TH>KHI 10 MaKcuManbHOi 1031 150 mr/no0y) (ELT112523) 3a yuacTio namieHTiB 3 pepakTrepHOr0
TAA, BUHUKHEHHS HOBHUX IIUTOT€HETHMYHUX MATOJOTiH cmocTepiranock y 17,1% mopocnux maiieHTiB
(7/41 (y 4 3 sxux Oynu 3MiHE B Xpomocomi 7)). Meniana 4yacy 0 MOSIBU LUTOTEHETUYHOI MATONOTI{
nopiBHIOBasa 2,9 MiCSIIiB.

VY xniniyHOMY JociikeHHi ¢asu Il enprpomOonary y 1o3i 150 mr/no0y (31 3MiHaMu 3aJ1€KHO BiJl €THIYHOI
MIPUHANIEKHOCTI 200 BiKy BIAMOBiIHO 110 moka3anb) (ELT116826) 3a yuacTio mamieHTiB 3 pepakTepHOr0
TAA, BUHUKHEHHS HOBHUX IIUTOT€HETHMYHUX MATOJOTIH crocTepiranock y 22,6% AOpociuX Malli€HTiB
(7/31 (y 3 3 sxkux Oynu 3miHH B Xpomocomi 7)). Bci 7 mamieHTIB Manu HOpPMallbHI IIUTOTEHETHUYHI
napaMeTpH Ha BUX1THOMY piBHI. Y IIECTH MAalli€HTIB BiIMIYaIUCh IUTOT€HETUYHI 1e(heKTH Ha 3-My MicsIIi
JKyBaHHS €IbTpoMOOIaroM. Y OJHOrO MallieHTa BiAMIYaIuCh LIUTOTCHETUYHI 1e(eKTH Ha 6-My Micslli
JKyBaHHS.

ITig yac HEKOHTPOIBOBAHOTO BIIKPUTOTO A0CHiKeHHS TAA marieHTaM MpoBOAMIN ITyHKI[IFO KICTKOBOTO
MO3KY Ta OIliHIOBalM IuToreHeTnyH1 nedektu. § (19 %) nmamieHTiB Manau HOBI IIUTOTCHETUYHI JeeKTH,
BKJIIOUAIOYH 5 MAIlI€HTIB, SKi Majl 3MiHU B XpOoMOcoMi 7. 3a pe3ysbTaTaMu ABOX MOTOYHUX JTOCIITKCHb
(ELT116826 ta ELT116643), mutorenetnyni Aedextu Oynu BusiBieHi y 4 3 28 (14 %) tay 4 3 62 (6 %)
MAIIEHTIB B KOKHOMY JOCTiI>KEHHI.

['emMaTosIOriuHi 3710sIKiCHI HOBOYTBOPEHHSI.

3a 1aHUMH HEKOHTPOJIbOBAHOT'O BIIKpUTOTO AociiukeHHs: TAA 'y 3 (7 %) natieHTiB OyJ10 11arHOCTOBAHO
MJIC micng nikyBaHHS ebTpoMOomnarom, y 18ox notounux pociimkeHusx (ELT116826 ta ELT116643)
y 1328 (4 %) tay 1362 (2 %) nauientiB 0yno aiaraoctoBano MJIC ta TMJL.

Tepmin npuoammnocmi. 4 poxu.

YMoBH 30epiranus.

36epiratu npu Temneparypi Hux4ae 30 °C. 36epiratv y HEIOCTYITHOMY JJISL AITEH MICIIL.

YnakoBka. [lo 7 Tabnerok y Omictepi 3 momiamimy/amtoMiHieBoi ¢onbru/moniBiniaxiaopuny. Ilo 4
omictepu (ans TabneTok mo 25 mr) abo mo 2 Gmictepu (i TadneTok mo 50 Mr) B KapTOHHINA KOPOOITi.
Kareropis Binmycky. 3a penenrom.

BupoOunkn.

I'nakco Onepeiitnc FOK JIT/I, Benuka Bpuranis/

Glaxo Operations UK LTD, United Kingdom (Bupo6nuymeo, xonmpons axocmi)

I'makco Bemnkom C.A., Icnanis/

Glaxo Wellcome S.A., Spain (Bupobnux 01151 nepsunnozo ma 6mopurHo20 NaKy8arHs ma eunycky cepii)
Micue3HaxoakeHHs1 BAPOOHUKIB Ta aJpeca Micls NMPOBAKeHHS IX AisIbHOCTI.

I'makco Onepeitmac FOK JIT/I,

[Tpatiopi Ctpit, Bea, SG12 0DJ, Benuka bpuranis/

Glaxo Operations UK LTD,

Priory Street, Ware, SG12 0DJ, United Kingdom.

I'makco Bemnxkom C.A.,

Asna. Exkcrpemanypa, 3, Ilon. Inn. Annennenyepo, Apanna ne Jlyepo, byproc, 09400, Icnanis/




Glaxo Wellcome S.A.,
Avda. Extremadura, 3, Pol. Ind. Allendeduero, Aranda de Duero, Burgos, 09400, Spain.



