TIHCTPYKIIIA

IJIs1 MEJUYIHOT 0 3aCTOCYBaHHSI JTIKaPCHKOT0 3aC00y

PEBOJIAI™

(REVOLADE™)

Cknao:
ditoua pevyosuHa: enbTpoMOOIIar;
1 Tabnetka micTuth 25 abo 50 Mr enprpombonary (y ¢opmi enbrpombonary onaminy);

0onoMidicHi peuyosuHuU: MarHiio creapat, MaHiT (E 421), nemono3a MikpokpucTraniyHa, moBigon K30,
HaTpiio KpoxMabermikonat (tum A); o6omorka Opadry White YS-1-7706-G: rimpomenosa, MaKporoi
400, Tutany miokcup (E 171), momicopbat 80 (gnst TabneTok mo 25 Mr); o6omouka Opadry Brown
03B26716: rinpomenosa, Tutany miokcup (E 171), makporon 400, 3amiza okcup xkoBTHl (E 172),
3amiza okcup uepBouui (E 172) (mns TabneTtok mo 50 mr).

JIikapcbka ¢opma. TabrneTKu, BKPUTI MJIiBKOBOIO 060I0HKOIO.

OcHosHi ¢i3uko-xiMiyHi 81acmusocmi: TaONETKY 10 25 MT: KPYTJIi, BOOMYKJIi, BKPUTI ITIBKOBOIO
0007110HKOI0 TabeTKu 0inioro Konbopy 3 MapkyBaHHSIM GS NX3 Tta 25 3 ogHoro 60Ky; TabaeTku 1mo 50
MT': KPYTJIi, BOOIYKJIi, BKPUTI IJTIBKOBOIO 000JIOHKOIO TaOIETKN KOPUYHEBOTO KOIHOPY 3
mapkyBaHHAIM GS UFU Tta 50 3 ogHOrO 60KY.

dapMakoTepaneBTHYHA I'pyna. AHTUTeMopariuyti 3acobu, CHCTEeMHi T'eMOCTATHKH.

Koo ATX B02B XO05.

dPapmakon02iuHi e1acmusocmi.
dapmakoOuHamika.

MexaHni3M mil

TpoMOOIIOeTHH € OCHOBHUM LIUTOKIHOM, 110 6epe y4acTh y perymslii Merakapionoe3y Ta YTBOPEHHI
TPOMOOILIUTIB i € EHIOTeHHUM JIiraHAOM [IJIs PelenTopiB TpoMOomnoeTHHY. EnbTpoMbormiar B3aeEMoi€e 3
TpaHCMeMOpPaHHUM JOMEHOM PeIeNTOPiB TPOMOOIIOETHHY JIIONVWHY i iHiITiI0€e KacKaf CUTHAJIIB,
CXOXKUX, aJle He ifeHTUYHUX 3 TUMH, IO 3aMyCKAIOThCS eHIOTeHHUM TPOMOOIIOETUHOM, iHAYKYIOUH



nporidepaliito Ta gudepeHIfialliio MerakapiouXTiB i3 KIITUH-TIONEPEeIHUKIB Y KiCTKOBOMY MO3KY.

Kniniyna epekTHBHICTh Ta 6e3meKa

LlocaidxceHHs 3a y4acmio navieHmie 3 XpoHiYHOW0 iMYHHOW (idionamuyHow) mpombouumoneHiero
(ITTI)

IIBa paHOOMi30BaHMX IMOMBIMHO CIIMUX MIane00-KOHTPOIbOBAHUX HociimkeHHs ¢as3u III RAISE
(TRA102537) i TRA100773B Ta nBa Bigkpurti gocnigxkenuss REPEAT (TRA108057) i EXTEND
(TRA105325) omintoBanu Oe3meky Ta epeKTUBHICTh 3aCTOCYBaHHS €IbTPOMOOIIAry JOPOCIUM
nalieHTaM 3 [oIlepegHbO JIIKOBAaHOK XpoHiuyHOW ITTI.

Kniniyne gocnigxeHHs, sike 0 IOPiBHIOBAJIO eIbTPOMOOIIAr 3 iHIIKMY BapiaHTaMU JIiKyBaHHS
(HampuKaf CIJIEHEKTOMIEI0), He TPOBOAWIOCE. [[0 TOYaTKy Tepatil CIif po3T/ISHYTH NUTAaHHS
IOBrOCTPOKOBOI 6e3meKy enbTpoMOoIary.

Himu (y seiyi 1-17 pokis)
Besmneky Ta eeKTUBHICTh 3aCTOCYBAHHS eIbTPOMOOIIAry OiTSIM BUBYAIM B OBOX MOCIIIXKEHHSX.

TRA115450 (PETITZ2): mepBUHHOIO KiHIIeBOIO TOYKOIO Oya CTiliKa BifIOBifb, BU3HaUEHa K YacCTKa
ocib, sIKi oOTpuMyBanu eabTpoMOomar i JOCATNIM KimbKOCTi TpoMOouTiB =50 000/MKI IPOTATOM
moHalMeHIe 6 3 8 TUKHIB (3a BiICYTHOCTI €KCTPEHO1 Teparllii) B mepiof 3 5-ro mo 12-i THXKHI mif 9ac
IIOMBIMHO CJIiIIOl paHAOMi30BaHOl Ga3u. YUaCHUKYM Manu HiaTBepaxeHy xpoHiuny ITII mpoTsarom
npuHaiMHi 1 poKy i He many BigmoBifi IoHaliMeHIle Ha OJUH MoNepeHii Kypc Teparrii ITIT ab6o B
HUX CTaBCS PELUOMB IIifl 4ac Takol Teparii, abo BoHU Oy/iK He B 3MO3i IPOOBKYBATH iHIIIe JTiIKyBaHHS
ITTI 3 Megu4HOI IPUYUHY Ta Mau KinbKicTs TpoMOouuTiB <30 000/Mxy. 92% mattieHTiB 6yu
paHgoMi3oBaHi y criBBimHOIIEeHHI 2:1 O oTpuMaHHs enbTpoMbonary (n=63) Ta mname6o (n=29) i
crpaTudikoBaHi 00 TPHOX BUXimHUX TpyIl. [Jo3y enbTpoMbonary MoxHa 6yJI0 KOPUTYBaTH 3aI€3KHO
Bifl KiTbKOCTi TPOMOOITUTIB Y KOHKPETHOTO TallieHTa.

B minmomy 3HauHO GinbIlla YacCTKa MAIiEHTIB, SKi oTpuMyBanu enbrpombonar (40%), MOpiBHSHO 3
rpymoio mnaiebo (3%) mocsariu MepBUHHOI KiHIIEBOI TOYKY (BimHOIIeHHs maHciB: 18,0 [95% [I: 2,3;
140,9], p <0,001). Lieit pe3ynbTat OyB y3roAKEHUM B YCiX TPhOX BiKOBUX rpymax (Tabmuis 1).

Tab6muig 1

Critika BigmoBimb TpoMOOIUTIB ¥ miTeit 3 xpoHiuHo0 ITII 3a BikKOoM

[pymnu EnbTpombonar [Tnarebo

n/N (%) [95% [II] n/N (%) [95% [II]
['pyna 1 (12-17 poxiB) 9/23 (39%) [20%, 61%] 1/10 (10%) [0%, 45%]
['pyna 2 (6-11 pokiB) 11/26 (42%) [23%, 63%] 0/13 (0%) [OB]
['pyna 3 (1-5 pokiB) 5/14 (36%) [13%, 65%] 0/6 (0%) [[0B]

B — maHi BincyTHi

CTaTUCTUYHO MEHINa KiNbKiCTh MAIliEHTIB, SKi OTPUMYBaIu ebTpoMbornar, noTpedyBanu eKCTpeHol
Teparil mij yac paHOOMi30BaHOTO Mepioy MopiBHSHO 3 rpymnoio nnaie6o (19% [12/63] npotu 24%



[7/29], p=0,032).

Ha BuxigHOMYy piBHi 71% o0ci6 B rpymi enbTpoMObomnary Ta 69% B rpymi nnaie6o moBigoMunu npo 6ynb-
Ky KpoBoTeuy (1-4-ro crynens 3a BOO3). Yepes 12 TUXKHIB 4acTKa IAl[i€HTIB, SKi OTPUMYyBaIu
enpTpoMbonar i moBigomMunu npo 6yab-SKy KPOBOTEUY, 3MEHIINIIACh N0 IIOJIOBUHU Bif] BUXiIHOTO
piBHA (36 %). [Ins mopiBHsAHHS Yepe3 12 TUKHIB 55% MallieHTiB, SKi oTpuMyBasu manebo,
IIOBimOMUTIN IIPO Oyb-9Ky KPOBOTEYY.

YyacHukam 6y710 03BOJIEHO 3MEHIUTH 00cAT BuxigHoi Tepamii ITTI nuiite mpoTsAroM BigKpuToi dasu
nocrimxkeHnHs, a 53% (8/15) marrieHTiB Mornu 3MeHIUTH 00cAT BuximHol Tepamil ITIT (n=1) uu
IPUNUHUTY (n=7) TaKy Teparlliio, TepeBaxHO KOPTUKOCTEePOinu, 663 He0OXigHOCTI B eKCTPeHin
Teparil.

TRA108062 (PETIT): nepBUHHOIO KiHIIEBOIO TOYKOIO Oyjla YacTKa Y4aCHHUKIB, SKi JOCSTIIN KiJIbKOCTi
tpomOouuTiB =50 000/MKII II0HAMMEHIIIe OUH Pa3 B epiod Mixk 1-M Ta 6-M THXHEM
panpoMizoBaHoro nepiony. [lamienTy He ganu BiANOBIAL LIOHAWMeEHIIIE Ha OOUH MIONEPeHil Kypc
teparil ITTI abo B HUX CTaBCsS PEIUAMB Il Yac TakKol Teparii Ta KinbKicTh TpoMOGOIUTiB GyIta

<30 000/Mkn (n=67). [1ig 4ac paHmOMi30BaHOTO IEPiONY MOCTIXKEHHS YYaCHUKYU OyIu
paHpoMi3oBaHi y criBBifHOIIEHHi 2:1 1 oTpuMaHHA enbTpoMObomnary (n=45) ta nnauebo (n=22) i
cTpaTtudikoBaHi 0 TPHOX BUXIAHUX TpyI. [103y eabTpoMOonary MoxkHa O6yI0 KOPUTYBaTH 3a/Ie3KHO
KiJIbKOCTi TPOMOOLIXMTIB Y KOHKPETHOTO IallieHTa.

B ninomy 3HayHO Oifnbilla YacTKa MAIi€HTIB, Ki OTpUMYyBaau enbTpombonar (62%), MOpPiBHIHO 3
rpymoio mnaiebo (32%) mocsriu MepBUHHOI KiHIIEeBOI TOYKY (BigHOIIEeHHS maHCiB: 4,3 [95% [I: 1,4;
13,3] p=0,011).

Critika BigmoBigb Oyna Big3HaueHa y 50% THX, XTO HaB IT0YATKOBY BigmoBimb mpoTsiroM 20 3
24 trxkHiB y pocnipgxkenHi PETIT 2 Ta npotarom 15 3 24 tuxHiB B gocnigxenHi PETIT.

IlocaidxceHHs 3a y4yacmro nayieHmie 3 mpoMObOU,UMONEHi€e, adcoyilioBaHO0 3 XPOHIYHUM
eenamumom C

EdekTuBHiCTh Ta 6e31€Ky enbTpoMOOIIary B JIiKyBaHHI TpOMOOIMTONEHI] y maIfieHTiB 3 BI'C
OLIiHIOBA/IM B IBOX PAHIOMi30BaHUX IMOABINHO CIIMUX MIaIe00-KOHTPOIbOBAHUX JOCTIIXKEHHIX. B
nocrimxenHi ENABLE 1 BUKOpUCTOBYBasu MeriHTepdepoH anbda-2a mioc pubaBipu s
IIPOTUBIPYCHOTO JiKyBaHHS, a B gocnimxkenHi ENABLE 2 — nerintepdepon anbda-2b Ta pubaBipus.
[TalieHTH He OTPUMYBaIM IPOTHBIPyCHUX 3ac0o0iB IPSMOI Aii.

Tscka anaacmuydHa aHemis

EnbTpoMOomnar BUBYaau B OQHOLIEHTPOBOMY BilKpuTOMY BUIIPOOYBaHHI B OfHii IpyImi 3a y4acTio
43 maIfieHTiB 3 TAKKOIO alUITACTUYHOIO aHEMi€I0 Ta pepaKkTEPHOI0 TPOMOOIMTOIEHIEIO0 TiCTIsT
IIOHaMMeHIIe OHOT0 Kypcy iMyHocynpecuBHoi Teparrii (ICT), ki Manu KibKicTb TPOMOOIUTIB
=30 000/MmK1.

BBazkajocs, 110 OinbiicTh yuacHUKIB, 33 (77%), Mae nepBuHHE pedpakTepHe 3aXBOPIOBaHHS,
BH3Ha4eHe SIK BiICYTHICTh HajleKHO1 BigmoBifi Ha nonepenH:o ICT 3a Gyab-IKUM IMOKa3HUKOM. B
inmmx 10 yyacHuUKIB OyJla HeJOCTaTHS BigmoBigb TPOMOOILUTIB Ha MonepenHe nikyBaHHS. Bci 10
oTpuManu moHaiMeHIe 2 nonepenHi cxemu ICT, a 50% — monaumenIne 3 nonepenHi cxemu ICT.



[TamienTtu 3 aneMieto PaHKOHI, iHGEKIIi€T0, 1110 He BiATIOBia€ Ha HaleXKHY Tepariio, HasBHicTIO ITHI -
KJIOHY B HeHTpodinax Ha piBHI =50%, Oymu BUKIIOUYEHI 3 HOCITioKEeHHS.

Ha BuxigHOMYy piBHi MefiaHa KinbKocTi TpoMOoIuTiB cTanoBuna 20 000/MKr, piBHi

remorno0iny - 8,4 r/mn, AKH - 0,58 x 10°/71, a aBCOMIOTHA KiJTbKICTh

PETHUKYTOUUTIB — 24,3%10°/11. 86% malieHTiB Mai 3aeXXHICTh Bif| epenuBaHHS €PUTPOLUTIB, a 91%
— Bip mepenuBaHHS TPOMOOIUTIB. BinbuiicTh mamieHTiB (84%) oTpuMay I[OHAWMeHIIe 2 IoIepenHi
Kypcu ICT. Tpu maiieHTy Manu OUTOTeHEeTUYHI IaTOJIOTil Ha BUXiZHOMY PiBHi.

[TepBUHHOIO KiHIIEBOIO TOYKOIO OyJla reMaTosIoTivyHa BiilOBiAb 3a OLIHKOI0 Yepe3 12 TUXKHIB
niKyBaHHS enbTpoMOornaroM. ['eMaTonoriyHy BifilIOBiAs BU3HAYAIM SIK BiTIOBIIHICTh OMHOMY UM
KiJTbKOM 3 TaKUX KPUTEPIiB: 3pOCTaHHS KibKOCTi TpoMOomuTiB 0o 20 000/MKJI Bifi BUXiZHOTO PiBHS
abo crabinmizaris KiTbKOCTi TPOMOOIUTIB Ha TJIi He3aJeKHOCTI Biff IepenBaHb MPOTATOM IIPUHANMHI
8 THXKHIB; MigBUINEHHS PiBHIB remMorno0iny Ha >1,5 r/mm abo 3MeHIIeHHs Ha =4 OOUHUIII TepeIuBaHb
E€PUTPOIUTIB IPOTIATOM 8 TUXKHIB IOCIIiNb; 36inbIeHHs aOCOMOTHOI KinmbKocTi HenTpodinis (AKH) mo
100% a6o 36insmenns AKH >0,5 x 10%/m.

YacTtoTa reMaTonoriyHoi Bigmosigi ctanoBumna 40% (17/43 nanienTis; 95% [II 25, 56), npudyomy
OinbITiCTh Manu BiAMmoBigk 3a omHUM MMOKa3HUKOM (13/17, 76%), Tomi siK yepe3 12 TuxkHIB Gyo
Bil3HA4eHO 3 BIANOBIfl 3a 2 MOKa3HUKaMM Ta 1 BifnoBiab 3a 3 MOKa3HMKaMU. 3aCTOCYBaHHSA
enbTpoMOoIIary NpUunuHsIu 4epe3 16 TUXKHIB, SKIIO reMaToJIOTiuHa BiAmoBigs abo He3ameXkHiCTh Bif
nmepeuBaHb He OynTu mJocATHYTI. [1allieHTH, SKi mamu BigmoBigb, MPOMOBXKUIIHY JTiIKYBaHHS B
po3mupeHii ¢asi gocmigkeHHs. Beboro 14 mauieHTiB yBiinum mo 1iel gas3u. 9 3 nux naIfi€eHTiB
OOCATIY BiAMOBiAl 3a AeKiTbKOMa IoKa3HuKamy, 4 3 9 IpomoBKyBaad OTPUMYyBaTH Tepalliio, a 5
3MEHIIUIIN 00CAT TiKyBaHHS eIbTpoMOOIIaroM Ta MigTpUMyBasIy BigIoBiab (MediaHa CrIOCTEPEXKEHHS
— 20,6 mics1sg, giana3oH — Bifg 5,7 mo 22,5 micsiis). [HImm 5 mallieHTiB TPUNUHUIN TEPAIilo: TPOE —
yepe3 peluanB Yepes3 3 MicsIli po3MpeHol dasu.

[Tig yac nikyBaHHS enbTpoMOomiaroM 59% (23/39) naiieHTiB JOCATNIA He3aIeXKHOCTI Bifl TepeuBaHb
TpomOo1uTiB (28 mHiB 663 nepenuBaHHs), a 27% (10/37) mocsarnu He3aekKHOCTI Bifl mepenuBaHb
eputpouuTiB (56 mHiB 6e3 mepenuBaHHs). HalimoBmuii nepion He3aleKHOCTI Bifl mepenuBaHb
TPOMOOLMTIB M1 THUX, XTO HE HaB BigmoBifi, mopiBHIOBaB 27 OHiB (Memiana). HaiimoBuui mepion
HEe3aJIe2KHOCTI Bifl mepeuBaHb TPOMOOLMTIB [JIsT THX, XTO HAB BifTIOBimb, mOpiBHIOBaB 287 mHIB
(memiana). HanimoBimuii mepiosl He3aIeKHOCTI Bifl IepenuBaHb ePUTPOLUTIB IS TUX, XTO He IaB
BifIMOBifi, mopiBHIOBaB 29 mHiB (MemiaHa). HaimoBimmy nepion He3aneKHOCTI Bifl mepenrBaHb
E€PUTPOLIUTIB OJII TUX, XTO [aB BiAIOBiOb, MOPiBHIOBAB 266 AHIB (MefdiaHa).

[Tonax 50% TuX, XTO [aB BiOIOBIAb i 3a/ieXaB Bif Tepe/liBaHb Ha BUXIGHOMY PiBHI, OCATIA
3HUXKeHHS Ha >80% moTpeOu B nepenuBaHHI 9K TPOMOOLIXTIB, TaK i ePUTPOLIUTIB TOPiBHAHO 3
BUXIIHUM piBHEM.

[TomepenHi gaHi mMigTBEPAXKYIOYOro gochigxkeHHs (mocmigxkenHsa ELT116826), TpuBatodoro
HePaH0Mi30BaHOTO BigKPUTOT0 gociimkeHHs dha3u Il B ogHiil rpyIi, IpOBeIeHOT0 3a y4acCTio
malieHTiB 3 pedpakTepHoio TAA, TPOOeMOHCTPYBaJIU Y3roaxKeHi pe3ynbTaTu. [laHi oOMexeHi 21 i3
3ansiaHoBaHUX 60 MalieHTiB 3 reMaTOoJIOTIYHOI0 BiAOBIAM0, IIPO IKY HOBigoMuUnu 52% mallieHTiB
yepe3 6 MicsauiB. Bifmosigs 3a mekinbkoma nokasHukamu Oyiia Bin3HaueHa y 45% mallieHTiB.

dapmakoKiHemuxka.

dapMakoKiHeTHYHI TapaMeTpu eabTpoMOoIary Ipyu 3aCTOCyBaHHi IIbOT0 IIpenapary [ JIiKyBaHHS



IOPOCIINX, XBOPUX Ha ifionatuyHy TpombonuToneHiyny nypuypy (ITII), Taki: mpu 3acTocyBaHHI
npenapaTy y 0o3i 50 mMr 1 pa3 Ha IeHb MaKCcUMaJlbHa KOHIIeHTpallid npenaparty (C,,,) cTtaHoBuTh 8,01
MKr/mn (6,73; 9,53), a noiia mig KpuBoio «KoHIeHTpatis/4ac» (AUC) - 108 mkr/ron/mn (88; 134).
[Ipu 3acTocyBanHi npenapaty y Ao3i 75 mr 1 pa3 Ha pgeHsb C,,, cTaHOBUTH 12,7 Mxr/mi (11,0; 14,5), a
AUC - 168 mxr/rom/min (143, 198).

dapMakoKiHeTHYHI TapaMeTpu eabTPoMOOoIary Ipyu 3aCTOCyBaHHi IIbOT0 IIPenapary [ JIiKyBaHHS
NOPOCTIUX XBOPHX 3 XpPOHiUHUM BipycHUM remnatutoM C (BI'C) Taki: mpu 3acToCyBaHHI Ipemnaparty y
no3i 50 mr 1 pa3 Ha feHb MaKCHMaJlbHa KOHIeHTpalia npenapaty (C,,,) cTaHOBUTh 9,08 MKr/Mn
(7,96; 10,35), a myoIma mig KpuBOIO «KoHLeHTpalis/4ac» (AUC) - 166 mkr/rom/mn (143; 192). Ilpu
3aCTOCYBaHHI pemnaparty y mo3i 75 mr 1 pa3 Ha gess C,,, cTaHOBUTH 16,71 Mxr/mn (14,26; 19,58), a
AUC - 301 mkr/rop/mn (250; 363). IIpu 3acTtocyBaHHi mmpemnapaty ¥ 7o3i 100 mr 1 pa3 Ha gess C,,,
craHoBuTh 19,19 mkr/mn (16,81; 21,91), a AUC - 354 mkr/rog/mn (304; 411). TakuM 4uHOM, IPHU
3aCTOCyBaHHI OHAKOBUX [I03 €JIbTPOMOOTIAry ¥0oro eKCIo3ullisd IPH TiKyBaHHI XBOPUX Ha XPOHIUYHUM
BI'C Buila 3a 10r0 €KCIIO3ULIiI0 IPH JIiKyBaHHI xBopux Ha ITTI.

Abcopbuis ma 6iodocmynHicmb.

[Tik KoHIIEHTpAllil enbTpoMOOIIary HOCATaEThCS Yepe3 2-6 TONUH IIiCIs TepopasibHOT0 3aCTOCYBAHHS.
CywmicHe 3aCTOCyBaHHS 3 aHTal[M[aMy Ta iHIIMMU PeYOBUHAMHU, 10 MICTATh [IOJIiBaJIeHTHI KaTiOHH,
TakKi K MOJIOUHi IPOAYKTH Ta MiHepasbHi f00aBKHU, CyTTEBO 3MEHIIyE KOHIIEHTPALlif0 eTbTpoMboTary.
B mocmipxenHi BimHOCHOI 610I0CTYITHOCTI Y JOPOCTIUX 3aCTOCYBAaHHS ebTpoMbonary y hopmi
TIOPOLIKY [JIl IPUTOTYBaHHSA [IePOPasIbHOl CyClleH3il fano 3Mory pocartu 3HadeHHs AUC .y, Ha 22%
BUIIOTO, HiXK P 3aCTOCyBaHHi TabmeToK. AOComoTHa 6i0H0CTyIHICTL eNbTpoMbonary npu
Ipu3HadeHHi JTIOANHI He BCTaHOB/IeHa. ba3ylouuchk Ha eKCKpellil i3 cedelo Ta BUBe[eHHI MeTabo0IiTiB
i3 pekamisiMmu, nepopanbHa abcopOIlisi PpeYOBUH, OB’ I3aHUX 3 IIPEapaToM, Iicis TPUoMy pa3oBoi
mo3u 75 Mr enbTpoMOomary mpubnu3Ho CTaHOBUTH 52 %.

Po3noodin

EnbTpoMOomnar BeJTMKOI0 Mipoio 3B’s13yeThes 3 Oinkamu mmasMu mopusu (> 99,9 %), mepeBaxHo 3
ansbyminom. EnpTpombonar € cybcTpaToM 6Ginka pe3uCTEeHTHOCTI paKy MOJIOUHOI 3a/103H, ajle He €
cybcTpaToM P-rimikompoTeiny Ta TPAHCIOPTHUX MOJINENTH B OPraHiYHUX aHiOHIB.

Memaboaism.

EnbTpoMOomnar nepBUHHO MeTab0Ii3yEThCS IIIIXOM PO3IIENIEHHS, OKUCIIEHHS Ta KOH oralfil 3
TJIIOKYPOHOBOIO KHCJIOTOO, TII0TaTioHoM abo 1ucteinoM. ITifg wac pagiosorivHOro JOCTimKeHHs
enbTpombonar Bignosigas mpubau3Ho 3a 64 % AUC mn1a3MoBOro pafiioakKTUBHOTO Byrielno. HeanauHi
MeTaboJiTH, OTpUMaHi y pe3yibTarTi III0KYPOHi3allil Ta OKKACIIeHHS, KOXKEeH 3 SIKUX BifIOBifla€ MeHIII
HiX 3a 10 % n1a3MoBoI paflioaKTUBHOCTI, TaK0XK Oynu BusBIeHi. ba3yio4ucek Ha JaHUX JOCTiAKEHHS
3aCTOCYBAHHS JTIOUHI MiueHOTr0 pagioakKTUBHOTO eIbTPOMOOIIary, 04ikyeThes, mo mpubmusuo 20 %
103U MeTaboIi3yEThCS LUISIXOM OKUCIIEHHS. 3a JaHUMU [OCIigXKeHH in vitro 6yio ineHTH(hiKOBaHO,
1o i3oen3umu CYP1A2 ta CYP2CS8 BingmoBimasnpHi 3a MeTa00J1i3M IIIIIXOM OKKUCJIEHHS, 130€H3UMU
ypupuaaudocdormokypoHinTpaacdepasum UGT1A1 ta UGT1A3 BignoBimanbHi 3a IIIOKYpOHi3alliio, a
OakTepii 3 HUKHIX BiffiNiB IUTyHKOBO-KUIIKOBOTO TPAKTy MOXKYTh OyTH BilIOBifalbHUMU 3a IIPOLEC
PO3IIENIeHHd IIpenapary.

Eniminauyis.

Ab6copboBanuii enbTpomMbonar iHTeHCUBHO MeTab0/mi3yeTbcs. BUBOOUTLCS ebTpoMbonar mepeBaxHo
3 pekanmiamu (59 %), 31 % [o3u BUSBIAETLCA Y cedi y BUTIAni MetaboniTiB. HeaMineHOTro



enbTPpoMOOIIary y cedi He BUsBIeHO. He3MineHu# enpTpoMbonIar, o eKCKpPeTyeThes 3 pekamisamu,
cTaHoBUTH Mpubu3n0 20 % mo3u. Ilepion HamiBBUBEIEeHHS eIbTPOMOOIAry 3 MIa3MKi CTAHOBUTD
npubnu3no 21-32 roguHM.

®apmakoKiHemuyHi 83aemo0il.

Basyrounck Ha OOCTiAXKEeHHAX 3 MiYeHUM paflioaKTHBHUM eIbTPOoMOOIIaroM, MoKHa CTBEPHAXKYBaTH,
IO TJTIOKYPOHi3allis Bigirpae He3Ha4YHy poJib y #oro Metabomiami. [locmigKeHHs 3 BAKOPUCTAHHSIM
MiKpPOCOM IEeYiHKM TIOANHY oka3any, o came pepmentd UGT1A1 ta UGT1A3 BinnoBigaioTh 3a
TJIIOKYPOHi3alliio enpTpoMOomnary. Enbrpombonar 6yB inribiTopom Husku gepmentiB UGT in vitro.
Kniniyno 3Hauy1[0i MegKaMeHTO3HOI B3a€MOII i3 3a/ly4eHHSIM TIIIOKYPOHi3allil He 049iKyETHCS ¥
3B’A3Ky 3 00MexkeHUM BIIUBOM iHguBinyanbHux UGT eH3UMiB Ha Ipoliec TII0KypOHi3atlii
enbTpoMOoIIary Ta MOTEHIIHUX CYNyTHIX mpemaparis.

[Tpu6nusno 21% no3u enbTpoMOOIIary Moxe MeTaloJli3yBaTUCS MUIIXOM OKUCIIeHHS. [JOCTiXKeHHS 3
BUKOPUCTAaHHIM MiKpPOCOM II€UiHKHU JIIOOVHY IT0Ka3any, mo came pepmentu CYP1A2 ta CYP2C8
BiATIOBiZAlOTh 3a OKUCIIEHHS ebTpoMOomary. JocimKeHHs in vitro Ta in vivo moKa3aiu, 110
enbTpoMbomnar He € iHribitopom CYP eH3uMiB.

Y mocnimkeHHSX in vitro 6y10 TpogeMOHCTPOBAHO, 1110 eIbTpoMOoIIar € iHri6iTopoM TpaHCIOPTEPiB
OATP1B1 Ta TpaHcnopTepiB Ginka pe3uCTEHTHOCTI paky Mono4yHoi 3amo3u (BCRP - breast cancer
resistance protein); embTpoMOomnar migBUINYBaB eKCII03ullito cybcTpaTy po3yBacTatuy OATP1B1 i
BCRP y kniHiuHOMY [OCifI>KEeHHI B3a€EMO{Iii TikapchbKux 3ac00iB. Y KIIiHIYHUX [OCTiIXKEHHIX i3
3aCTOCYBaHHSIM ebTPoMOOIIary peKOMeHAYyBaIOCh 3HUKEHHS N03U CTaTUuHIB Ha 50 %. OgHOYaCHe
BBemeHHs 200 Mmr nuknocnopuny (iHribitopy BCRP) 3menmysano C,,, Ta AUC, . enbTpoMOomary Ha 25
% Ta 18 % BignoBigHo. OfHOYacHe BBemeHHS 600 Mr nukiocnopuny 3Menmrysano C .. ta AUC,
enbTpombonary Ha 39 % Ta 24 %, BifmoBigHO.

EnpTpomMbormar yTBOpPIO€E XelaTHI KOMIIEKCH 3 TI0JTiBaJIeHTHUMHM KaTiOHaMH, TaKUMHU SIK 3a71i30,
KaJIbIliMi, MarHii, aJloMiHil, ceyieH Ta IUHK.

Y mocnimxkeHHSX in vitro 6y0 mpogeMOHCTPOBAHO, 110 elbTpoMbonar He € CyOCTpaTOM AJis
TPAHCIIOPTHUX MOJINENTU/iB opraniynux aHionis, OATP1B1, asne € iHTri6iTOpOM IILOTO TPAHCIIOPTEPY
(3HauenHs IC;, 2,7 MKkM [1.2 MKr/min]). ¥ gocnigxkeHHSX in vitro Takox 0ys10 MpomIeMOHCTPOBaHO, 110
enbTpoMbonar € iHribiTopoM Ta cyGCcTpaTOM TPAHCIOPTEPIB OiNka Pe3UCTEHTHOCTI PaKy MOJIOYHOI
3ano3u (BCRP) (3nauenns IC,, 2,7 MKM [1,2 MKr/mmn]).

OKpemi epynu nauieHmis
Hupkosa HedocmamHicme.

dapMmakoKiHeTHKa ebTpoMOOIIary BUBYaIach Iicjs 3aCTOCYBaHHS I[bOTO ITPenapaTy OOPOCIHM
nalieHTaM 3 HUPKOBOIO HefocTaTHiCcTI0. Ilicis mpuitomy pa3oBoi go3u 50 mr AUC enbTpoMOormary
3MeHIIyBanacs Ha 32 % y XBOPUX 3 JIETKOI HAPKOBOIO HEIOCTATHICTIO, Ha 36 % - Yy XBOpUX 3
IIOMIPHOI HUPKOBOIO HEOCTATHICTIO Ta Ha 60 % - y XBOPHUX i3 TAKKOI HAUPKOBOIO HEJOCTATHICTIO
IIOPiBHSHO 3i 3MOPOBUMU HOOPOBONBLIAMHU. X04Ya 3a3BAYall ¥ Malli€HTiB 3 HUPKOBOIO HEOOCTATHICTIO
3MEHNIYETHCS MJTa3MOBa KOHIIEHTpallis enbTpoMbomary, iCHye cyTTeBa BapiabeIbHICTh TOKa3HUKIB
€KCITO3UIIil ITPY MOPiBHSIHHI MaIlieHTiB 3 HUPKOBOIO HEJOCTATHICTIO Ta 3[OPOBUX T0OPOBOJIBIIIB.
[NTamieHTaM 3 HUPKOBOIO HEJOCTATHICTIO HEOOXiAHO 3aCTOCOBYBATH enbTpoMOoIIar 3 06epexkHicTIO i 3a
YMOBY MOCTIMHOTO CIIOCTEPEXKEHHS, HaIPUKIIaA IIJITXOM BUMIPIOBAHHS CUPOBATKOBOI'O KPEATHUHIHY
Ta/abo poBeneHHs aHani3dy cedi. EdekTuBHicTE Ta Oe3neka enbTpoMboNary y nalieHTiB 3 TOMipHOIO
a00 TSAKKOI0 HUPKOBOIO HEIOCTATHICTIO Ta MOPYIIEHHIMY (QYHKIIII Me4iHKU He BCTAHOBJIEH.



ITeuiHkosa HedocmamHicme.

dapmakokiHeTHKa ebTpoMOoIIary BuBYanacs Iicias 3aCTOCYBaHHS IIbOT0 IpernapaTy JOPOCIUM
malfieHTaM 3 MeYiHKOBOIO HeflocTaTHiCcTIo. [Ticisa mpuitoMmy pa3osoi go3u 50 mr AUC enbTpombomary
36inmbimyBanacs Ha 41 % y XBOpUX i3 JIeTKOI0 IIeYiHKOBOO HemocTaTHICTIO, Ha 80 % - y XBopux i3
IIOMIPHOI0 ITe4YiHKOBOK HENOCTaTHICTIO Ta Ha 93 % - y XBOPHX i3 TAXKKOI [1€YiHKOBOK HEeOCTaTHICTIO
TIOPiBHSIHO 3 BiATIOBiZHUM ITOKA3HHUKOM y 3[0POBUX T0OPOBOIIBLIB. [CHY€E CyTTEBa BapiabeNbHICTh
ITOKA3HMKIB €KCIIO3UIIi] ITPY MOPiBHSIHHI MallieHTiB 3 MeYiHKOBOIO HEIOCTATHICTIO Ta 3[IOPOBUX
nOOPOBOIBIIIB.

BruB nediHKOBOI HEIOCTATHOCTI Ha (hapMaKOKiHETUKY eIbTPOMOOIIary IIpy IIOBTOPHOMY
3aCTOCyBaHHI O0yB BUBUEHHU IIISXOM MONYJAIiHOT0 (hapMaKOKiHETUUHOT0 aHasli3y 3a y4acTio 28
310poBUX N0OPOBOMIBIIB Ta 714 mallieHTiB 3 mopyumeHHIM GyHKII mevinku (673 marientu 3 BI'C ta
41 mallieHT 3 XpOHIYHOI0 XBOP0060I0 NeviHky iHmoil etiosorii). 3 uux 714 mauieHTiB 642 Manu jerke
OpyLIeHHA QYHKII] IeYiHKY, 67 — IMOMipHe IOPYIIeHHS (PYHKIII MeYiHKN i 2 — TAKKe IOPYIIeHHS
¢byHKLil mevinku. ITallieHTH 3 TEeTKUM CTyTIeHeM IeYiHKOBOI HeJOCTaTHOCTI Manu npubau3uo Ha 111
% (95% [II: Bim 45% 1o 283%) Buii nokasuuku AUC enbTpoMOonary y mia3Mi KpoBi, a MaliiesT 3
IIOMIPHUM CTYIIEHEM TEeYiHKOBOI HeloCcTaTHOCTI Manu Ha 183 % (95% [I: Bim 90% mo 459%) Buri
noka3Huku AUC enpTpombomnary y mia3Mi KpoBi OPiBHSHO 3 BiATIOBIAHUM ITOKa3HUKOM Y 3[0POBUX
HOOPOBOJIBIIIB.

Tomy enbTpoMOoIIar He CJIifl 3aCTOCOBYBATH I JTiKyBaHHS mHalieHTiB 3 ITII Ta meyiHKoBOIO
HefocTaTHIiCTIO (mKana Yaunaa - [1'10 = 5), SKII0 04iKyBaHa KOPHUCTH Biff 3aCTOCYBaHHS IIpenapaTy
He Oyne rmepeBaxaTy PU3NKY TPOMOO3y IOpTalbHUX BeH (OuB. po3minu «Crocib 3acTocyBaHHS Ta
no3u» Ta «OcobIUBOCTI 3aCTOCYBAHHS»).

[TaieHTaM 3 Ie4iHKOBOIO HEIOCTATHICTIO HeOOXiTHO 3aCTOCOBYBaTH eNlbTpoMbonar 3 00epexkHiCTiO.
[Tamientam 3 xporiyHOW ITTI Ta 1€rKo10, IOMIPHO Ta TAKKO [Ie4YiHKOBOK HENOCTATHICTIO
JIiKyBaHHS eJIbTPOMOOIIaroM CJIifi IOYMHATH 3i 3MeHIIIeHol 103U 25 Mr 1 pa3 Ha OeHb.

Pacosa npuHanescHicmo.

BrnnuB cxigHOa3iMChKOT0 MOXOMXKEHHS allieHTa Ha (apMaKOKiHETUKY eIbTpoMOoIIary oliHioBaIu 3
BUKOPUCTAHHIM aHaJi3y monynsiiiinol papmakokineTuku y 111 3gopoBux gopocnux (31 ocoba
cxigHOa3iichKOoro noxomxkenHa) Ta 88 marienTiB 3 ITTI (18 ocib cximH0a3iiCcbKOro MOXOMXEHH). 3a
NaHUMU aHAaJi3y NOMyISaLUiiHol (papMaKOKiHETUKY y narfieHTiB 3 ITI1 cxigHOa3iiChKOro MOXOIXKEHHT
3HaueHHs AUC enbTpoMbomnary BUsIBUINCS MpubIu3H0 Ha 49% BUIIMMH, HiXK y IAIliEHTIB iHIIKUX pac,
TOJIOBHUM YMHOM, IIPEICTAaBHUKIB €EBPOIEOITHOI pacH (OuB. po3min «Crocib 3aCTOCYyBaHHS»).

BrnuB cximHO/MiBIEHHOCXiITHOTO a3iliChKOT0 MOXOMXKEHHS IMallieHTa (HalpuKIag KUTalCbKOTo,
STIOHCHKOT'0, TaliBAHCHKOT0, KOPEMCHKOro abo TaiChKOT0) Ha (hapMaKOKiHETUKY eJIbTpoMOoIary
OLIiHIOBa/IM 3 BUKOPHUCTAHHAM aHaIi3y MOmyALiiHol apMaKoKiHeTUKH y 635 marrieHTiB 3 BI'C
(145 - cximHOAa3iiCHKOT0 IMOXOMXKEeHHS Ta 69 — IMiBIeHHOCXigHOT0 a3iChKOro MoXomxeHHsa ). Ha
IifCTaBl OIIIHOK aHaIi3y NONyIANiiHOl (hapMaKOKIHETHKH Y NallieHTiB CXiIHO/MiBOEHHOCXITHOTO
asiiicbKoro moxomxkeHHs 3HaueHHs AUC enbTpombonary BUSBUINCS MPUOIU3HO Ha 55% BUILIUMU
IIOPiBHSHO 3 Y IMalli€HTiB iHIINUX pac, TOJIOBHUM YHMHOM, IIPEICTABHUKIB €BPOIIEOITHOI pacy (IuB.
po3nin «Crocib 3acTOCyBaHHS»).

Cmame.



BnnuB cTarti Ha papMaKOKiHETHKY eTbTPOMOOIIary OIliHIOBaId 3 BAKOPUCTAHHSM aHalli3y
monynsaniiHol papmakokineTuku y 111 3mopoBux mopocnux (14 xiHoK) Ta 88 matrienTiB 3 ITTI

(57 xkiHOK). 3a mJaHUMHU aHai3y MOMyJALiiHOl (hapMaKOoKiHeTuKY y nauieHTok 3 ITTI 3HauenHs AUC
enbTpoMOoInary BUSBUINCS TPUOIN3HO Ha 23% BUILKMMHU, HiXK Y IAllieHTiB 40JI0BiYoi cTaTi, 6e3
KOPUT'YBaHHS 3@ Maco Tija.

BrnnuB crati Ha hapMaKOKiHETUKY elbTPoMOOIIary OIiHIOBaIu 3 BUKOPUCTAHHSIM aHaIi3y
ONyJNALiHOl PapMaKOoKiHeTUKH y 635 nanieHTiB 3 BI'C (260 XkiHOK). 3a pe3yabTaTaMu
MofienntoBaHHS ¥ XkiHOK 3 BI'C 3HauenHs AUC enbTpoMOoriary BUSBUIKCS Mpubnu3Ho Ha 41%
BUILIMMH TIOPIBHSAHO 3 TAKMMHU Y YOJIOBIKiB.

Bik.

BrnuB Biky Ha (papMakKoKiHETHKY eTbTpoMOOIary OliHIOBaIu 3 BUKOPHUCTaHHSAM aHali3y
nonynsiiiHol papMakokineTuku y 28 3mopoBux ocib, 673 narienTiB 3 BI'C Ta 41 matieHTa 3
XPOHiIYHOI0 XBOp0060I0 iHIIOI eTiosorii y Bimi Bim 19 mo 74 poxkis. [laHi hapMaKOKiHETHKH
enbTpoMOoIIary y naiieHTiB BikoM Bif 75 poKiB BigCyTHi. 3a pe3yabTaTaMy MONYJISIiHOTO
(hapMakKOKiHETUYHOI0 aHali3dy, y Ialli€HTiB JIITHLOTO BiKy (> 65 pokiB) 3HaueHHs AUC
enbTpombonary B mia3Mi KpoBi 6ynu Ha 41 % Bullle B OPiBHAHHI 3 O1/IbII MOJIOAWMHU TAI[iEHTaMHU.

Iimu (8id 1 0o 17 pokia)

3a maHUMH KTiHIYHUX OOCTioKeHb, BUBEEHHS ebTpoMOoIary 3 mjaa3Mu KPOBi Miciis mepopabHOTo
npuiioMy 30inbIIyeThCS 3i 30iMbIIEHHIM MacH Tina. BIuB pacu i cTaTi Ha MOKa3HUKYU
(dhapMakoKiHeTUKY ebTPoMOOIary y miTel Ta HOPOCIUX IMallieHTiB CIiBnamaioTh. 3HaueHHs AUC
enbTpoMOoIary y mia3Mi y MallieHTiB CXiqHO/IiBIeHHOCXiTHOT0 a3iliCbKOT0 MMOXOMXKEeHHS 0yTu
npubnu3Ho Ha 43 % BuIlle IOPIBHSIHO 3 MallieHTaMu iHImux pac. 3HaueHHs AUC enbrpombonary y
nna3Mi y namieHTok 3 ITII 6ynu npubnusHo Ha 25 % Bullle MOPIBHSIHO MallieHTaMU Y0JIOBiYOI CTaTi.

[TapameTpu papMakoKiHeTUKH enbTpoMbomnary y miten 3 ITII HaBegeHo y Tabmuili 2.
Tabmuisg 2

CepernHi 3Ha4eHHS IJTa3MOBUX ITapaMeTpPiB (hapMaKOKiHETUKY eIbTPOMOOIIary B piBHOBaXkHOMY CTaHi
miteit 3 ITTI (50 Mr 1 pa3 Ha feHb)

Bik C ax (MKT/MIT) AUC (., (MKT XTOM/MII)
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 poxkiB (n = 38) 11,6 (10,4; 12,9) 162 (139; 187)

KrinigHi xapaKTepHCTHKH.
Iloka3anus.

JIikyBaHHSI JOPOCIIKX ITAlli€HTIiB i3 XPOHIYHOI0 iMyHHOO (ifionmaTUYHOI0) TPOMOOLUTOIEHIYHOIO
IIypPIIypPOIo, SKi He MifaoThCs JTiKyBaHHIO iHIIMMU JTiKapChKUMU 3acobaMu (HalpuKiaz,
KOPTHUKOCTEPOigaMu, iMyHOTI00yTiHaMu).



JIikyBaHHS [iTel BiKOM Biff OHOT'0 POKY i3 XPOHIYHOI0 IMyHHOO (igi0onaTU4YHOI0)
TPOMOOLUTOEHIYHOO MYyPIIYPOIO i3 TPUBAIICTIO 3aXBOPIOBAHHS 6 MiCsIIiB a00 JOBIIE 3 MOMEHTY
BCTAHOBJIEHHS [iarHO3Y, SIKi He MigmaloThCs JMiKyBaHHIO iHIIUMU TiKapCbKUMU 3aco0aMu (Halpukiaz
KOPTHUKOCTEPOigaMu, iMyHOTI00yTiHaMu).

JIikyBaHHSI TPOMOOLKTOIIEHI] Y TOPOC/IMX TAlliEHTiB i3 XPOHIYHUM BipyCcHUM renatutoM C, SKII0
CTYIIiHb TPOMOOIIUTOIIEHII € TOJIOBHUM YMHHHUKOM, ITI0 3aBaKa€ Po3noyaTt abo 00MexKye MOKIIUBICT
IIPOIOBXKYBATU ONTHUMaJIbHY TepaIllilo Ha OCHOBI iHTep(EepOHY.

JIikyBaHHST JOPOC/IUX MallieHTiB 3 HA0yTOIO allJTaCTUYHOI0 aHeMiel0 TsKKoro cryneHs (TAA), ki He
mifmaBanucs MoIepeHil iMyHoCyIpecuBHil Teparii abo BaXKKO IifaBaaucs MOIepeIHbOMY
JIIKyBaHHIO Ta He MiAXOASATH [ TPAHCIJIAHTAIlil TeMOIIOeTUYHUX CTOBOYPOBUX KITiTHH.

IIpomunoka3aHHs.

linepuyTnuBicTs g0 enbTpoMbomnary abo 6yab-SKOT0 iHIIIOr0 KOMIIOHEHTA IIpemnapary.

B3aemodisn 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodilii.

Bnaug eabmpombonazy Ha iHWwi Aikapcbki 3acobu

IH2i6imopu I'MI-KoA (2i0poxcumemuizatomapua-KoeH3um A) pedykmasu.

HocnigxkeHHs in vitro IpomeMOHCTPYBaIo, 110 ebTpoMOonar He € CyOCTpaTOM IJIsT TPAHCIIOPTHUX
noinenTufiB opraHiyaux a”ioHiB (OATP1B1 - organic anion transporter polypeptide), ane €
inribiTopoM 1IuX TpaHCHOpTepiB. JOCHimXKeHHS in vitro TaK0XK MPOIEMOHCTPYBao, 1110 eIbTpoMbornar
€ cy0cTpaToM Ta iHribitopom BCRP. IlpuiioM enbTpombonary 75 Mr of¥H pa3 Ha fo0y IpOTSAroM 5
IHiB 3 pa3oBoio 103010 10 Mr cy6ctpaty OATP1B1 i BCRP po3yBacTtatuny 39 300pOBUMYU OOPOCIUMU
noOpoBONbLSIMY TTPU3Beso 0o 30inbimenHs C,,, po3yBacTaTuHy mwia3Mu Ha 103 % (90% moBipumit
inTepsan [[II]: 82%, 126%) i AUC,.. Ha 55 % (90% [I: 42%, 69%). Takox cinig o4iKyBaTH B3aEMO[Iii 3
inmumu inribitopamu 'MT-KoA-penykTasu, y TOMy YHCIIi aTOPBACTAaTUHOM, (JIyBaCTaTUHOM,
JI0BaCTAaTUHOM, IIPAaBAaCTaTUHOM i cHMBacTaTHHOM. [Ipy cyMicHOMY 3aCcTOCyBaHHi 3 enbTpoMOoaroM
CJIil 3MEHIIyBaTH [I03U CTATUHIB Ta peTeIbHO KOHTPOJIIOBATH M00iYHi peakiiii, cmpuyrnHeHi
CTaTHHaMHU.

Cyb6cmpamu OATP1B1 ma BCRP.

3acTocoByBaTu enbTpoMOoIar pa3om 3 iHmmuMu cybctpatamu OATP1B1 (Hanpuknapg 3
MeToTpekcaToM) Ta BCRP (Hampukiaj 3 TOMOTEKAHOM Ta METOTPEKCATOM) CJIifl 3 00epexkHiCTIO.

Cybcmpamu yumoxpomy P450

HocmimKeHHS 3 BUKOPUCTAHHSIM MTeYiHKOBUX MiKPOCOM JIIOOWHY TOKa3aslH, 1o enbTpombonar (y mosi
no 100 uM) in vitro ue ransmye CYP450 en3umu 1A2, 2A6, 2C19, 2D6, 2E1, 4A4/5 Ta 4A9/11 Ta
ranemye CYP2C8 ta CYP2C9, gKiro npu BUMipOBaHHI BUKOPUCTOBYBATH IaKJIiTaKCeNl Ta QUKIO(peHaK
SIK TeCTOBi cyOcTpaTu. 3acToCyBaHHS 75 MT efbTpoMOormnary 24 3MOpOBUM Y0JI0BiKaM-100POBOIBLIISIM
He rajbMyBasio abo iHgyKyBamo MeTabos1i3aM TecToBux cyocTparis mns 1A2 (kodeiny), 2C19



(omenpasony), 2C9 (bnypbinpodeny) abo 3A4 (mimazonamy). IIpu cymicHOMY 3aCTOCYBaHHI
enbTpombomnary Ta cyoctparie CYP450 KTiHIiYHO 3HAUYIIOi B3aEMOIii HE 0YiKYETHCS.

IHeibimopu npomeasu BI'C.

KopurysaHHs 103U He IOTpiOHe, SIKIIO elbTpoMOoIIar 3aCTOCOBYIOTh CYMIiCHO 3 TelanpeBipoM abo
bonenpesipoM. CymicHe 3aCTOCYBaHHS pa30Bol 103U enbTpoMmbonary 200 mr 3 750 Mr Tesanpesipy
KOXHi 8 TOIVH He 3MiHIOE KOHLIEHTPAllil TeJlallpeBipy B I1a3Mmi.

CninpHe pr3Ha4YeHHS pa30Bol 103U enbTpoMbonary 200 mr 3 800 mr GomenpeBipy KOXHi 8 ToguH He
3miHtoe AUCq,, ane 30impmye C,., Ha 20 % i 3HUXKYyE C,, Ha 32 %. KniHiuHy 3HaUyLIiCTh 3HUKEHHS
C,.n He OYJI0 BCTAHOBJIEHO, PEKOMEHIYETLCS PETENIbHUM KITiHIYHKM i Tab0paTOPHUM KOHTPOIIb
cynpecii BI'C.

Bnaue iHwux aikapcvbkux 3acobis Ha eabmpombonaz

HukaocnopuH.

HocmifKeHHS in vitro moKasanu, 10 eabTpoMOoIar € cyocTpaToM Ta iHribiTopom Ginka
PE3UCTEHTHOCTI PaKy MOJIOYHOI 3a103U. 3HUKEHHS BIIUBY €JTbTPOMOOIIATY CIIOCTePiraaocs mpu
cymicHoMy 3actocyBanHi 200 mMr Ta 600 Mr ruknocnopuny (iHriéitopy BCRP). OgmHo4yacHe
3actocyBaHHs 200 MTr nuKIocnopuHy 3MeHInyBano C,., Ta AUC,, enbrpoMmbomary Ha 25 % ta 18 %
BigmoBigHO. OpHO4YacHe 3acTocyBaHHS 600 MI IMKIOCTOPUHY 3MeHIIyBaso C,,, Ta

AUC, enbvrpoMbomnary Ha 39% Ta 24% BipmoBigHo. KopuryBaHHs 7031 enbTpoMOoOIIary mig gac
TMiKyBaHHS 3[MiMCHIOETHCS HA MifCTaBi KiTbKOCTi TPOMOOIMTIB MalieHTa. KinbKicTh TPOMOOIUTIB CIIift
KOHTPOJIIOBATH IIPUHaNMHI pa3 Ha TUXKAEHb IPOTATOM 2 - 3 TUXKHIB ITiC/Id IpU3HaYeHHS CIIIIBHOTO
3aCTOCYBaHHS eNlbTpoMOomary 3 HUKJIOCIOPUHOM. MoxKe noTpeOyBaTHCS 30i/bIIEHHS 003U
enbTpoMOoIary BifilloBiAHO A0 KiMbKOCTi TPOMOOLIUTIB.

ITonisaneHmHi KamioHu (xeaamue cnoay4eHHA)

EnbTpomborar BCTyIIa€ y XeJlaTHE CIIOyYeHHs 3 IOJIiBaJIeHTHUMHU KaTiOHaMH, TaKUMU SK aJTIOMiHiH,
KaJIbIlil, 3aj1i30, MarHi#, ceyieH Ta IUHK. [Ipu3HayeHHs elbTPoMOOIIary pa3oBoio g030i0 75 MT 3
IIOJIiBaJIEHTHUM aHTAIUAO0M, 110 MICTUTh KaTioHHU (1524 Mr rifpokcupny amoMiHiio i 1425 Mr
KapOoHaTy MarHiiw), 3menumno AUC,, enbTpoMOonary B mna3mi Kposi Ha 70 % i C,,,, Ha 70 %.
AHTanuay, MOJIOYHI IIPOOYKTY Ta IHILI PEYOBUHHY, 1110 MICTATh II0JIiBaJIeHTHI KaTiOHH, TaKi 9K
MiHepasbHi 100aBKH, CIif MpUAMaTH II[OHAWMEHIIIe 3a 2 TOOUHU 00 a00 yepes3 4 TOOUHY ITics
3aCTOCyBaHHS eNbTpoMbonary, o0 3amnobirtTu 3HayHOMy 3MeHIlIeHHI0 abcopOilil enbTpoMOoIary 3a
PaxyHOK XeJIaTHOTO CIIOyYeHHS.

B3saemodis 3 idxcero.

3acTocyBaHHSA enbTpoMOoIary y popMi TabIeToK pa3oM 3 izKelo 3 BUCOKUM BMiCTOM KaJlbIliio
(HampuKiag, 1Kelo, 10 BKJII0Ya€ MOJIOYHI IPOAyKTH) 3HayHo 3MeHmmnio AUC,, ta C,,,, I HaBmakw,
3aCTOCYBaHHS eNbTpoMOomnary 3a 2 ToguHu [0 abo 4 TOOUHMU MicIs iKi 3 BUCOKUM YU HU3BKUM
BMiCTOM KaJbIlifo (<50 Mr Kasbliifo) He 3MiHKJIO eKCII03UIIil0 elbTpoMOoIIary B miaa3Mi 4o KIiHigHO
3HAQYYILIOTO CTYIIEHS.

[TpuiioM ogHOpPa30Boi 103U enbTpombonary 50 Mr y ¢opmi TabneTKy pa3oM 3i CTaHgapTHUM
BHCOKOKAJIOPIMHUM CHiJAHKOM 3 BUCOKHMM BMiCTOM KUPiB, BK/II0Yal04YU MOJIOYHI IPOAYKTHU, 3MEHIIYE
nna3moBuit AUC enpTpoMbonary Ha 59 %, a C,,, - Ha 65 %.



[TpuiioM ogHOPa30Bo1 [03U enbTpombonary 25 Mr y (opMi IOpPOLIKY A5l IPUTOTYBaHHS CyCIeH3il
[JIs1 IepOPaibHOTO 3aCTOCYBAHHS Pa30M 3 CepeIHbOKAIOPIMHOI0 13Kel0 3 BUCOKUM BMICTOM KaslblIilo,
cepenHiM BMiCTOM XUPiB 3MEHIITyBaB IJ1a3MoBuii cepenHiit AUC, , enbTpoMOormary Ha 75% Ta
cepepHiii C,,, Ha 79%. Take 3MeHIIIeHHS €KCIIO3UIlil oca0Ii0Basock IPU 3aCTOCYBaHHI pa30Bol
mo3u 25 Mr enpTpoMOomary y popmi mOpoIKy [js IPUTOTYBaHHS CyCIIeH3il AJIs TepopasbHOTO
3aCTOCYBaHHS 3a 2 TOAWHU [0 IPUMOMY 1XKi 3 BUCOKUM BMIiCTOM Kanbliito (cepenHe 3HaueHHs1 AUC, .,
3Mmenmunock Ha 20%, a cepenHe 3HaueHHs C,,, — Ha 14%).

[TpopykTy Xap4yyBaHHS 3 HU3bKUM BMiCTOM KaublIlifo (<50 MTI KanlbIlil0), y TOMY YHUCIIi QPYKTH,
HeXWPHA ITWHKA, SJIOBUYHKHA i He30arauenuii (663 momaBaHHS KaJIbIlilo, MarHiio abo 3amisa)
GbpyKTOBUY CiK, He30araueHe COEBe MOJIOKO i He30araueHi Kpynu CyTTEBO He BIJIMBAIM Ha
€KCIIO3UIIiI0 eTbTPOMOOTIary B IJla3Mi, He3aJIe’KHO Bifl KaJOpPilHOCTI i BMIiCTY KUpiB.

Jloninasip/pumoHasip.

CywMicHe 3acTocyBaHHS enbTpoMbornary i3 noninaBipoM/putonasipom (JI[IB/PTB) Moxke 3MeHIIyBaTH
KOHIIeHTpallifo ebTpoMbomnary. [locmigKeHHs, poBefieHe 3a y4acTio 40 30opoBUX HOOPOBOJIBIIIB,
IT0Ka3aJlo, 1[0 CyMiCHe MpU3HaYeHHs eOUHOI fo3u enbTpoMOomnary 100 mr 3 JITIB/PTB 400/100 mr
nBiui Ha moOy mpu3Besno mo 3uuxkeHHs AUC,, enbTpoMOormary miaa3Mu KpoBi Ha 17 %. Tomy
3aCTOCOBYBaTH eNlbTpoMbonar pa3oM 3 JIoMiHaBipOM/pUTOHABIpOM ciif 3 o0epexHicTio. [I11s
IIPaBUJIbHOT'O BU3HAYEHHS 03U eJIbTPpoMOonIary HeoOXifHO peTeIbHO NePeBipATH KilbKiCTh
TPOMOOIUTIB y pa3i CYyImyTHLOTO MOYaTKy a00 IPUIMHEHHS JIiIKYBaHHS JI0MiHABipOM/pPUTOHABIPOM.

IHeibimopu ma iHOykmopu CYP1A2 i CYP2CS8.

EnpTpombomnar MeTaboti3yeThCs KiTbKoMa migxamu, Bkitodaioun CYP1A2, CYP2CS8, UGT1A1 i
UGT1AS. JlikapceKi 3aco0u, SKi BIJIMBaIOTh Ha iHTi0OyBaHHS a00 iHOYKIIiI0 OOHOTO (epMEHTY, HaBPsa
YU MOXKYTh BUSIBJIATH iCTOTHUY BIUIUB Ha KOHIIEHTPAllii enbTpoMOomary B maa3Mi; TOAi SK JTiKapChKi
3aco0u, sIKi BITMBAIOTh Ha iHTiOyBaHHS ab0 iHOYKIIi0 KiTbKOX (epMEHTIB, MalOTh IIOTEHITia [JIs
36inbIneHHs (HampuKiaz ¢ayBoKcaMiH) abo 3MeHIeHHs (HanpukiIaa pudaMIliliH) KOHIIEHTPaIlii
enbTpombonary.

IHe2ibimopu npomea3su BI'C.

Pe3ynbTaTi goCHigKeHHs B3a€MOZil papMaKOKiHETHKY ABOX JTiIKAPCHKUX 3aC00iB II0KA3YIOTh, 1110
CyMicHe BBefieHHS 3 OfHi€I0 M03010 enbTpoMObomary 200 Mr moBTOpHUX [03 Oorenpesipy 800 mr
KOoXHi 8 romrH abo Tenmanpesipy 750 MI KoXHi 8 ToguH He 3MiHIO€ KOHIIEHTpallill enbTpoMOomary B
II71a3Mi KJTiHIYHO 3HAYYII00 Mipoio.

Jlikapcuvki 3acobu 05 nikyeavHs ITII.

JlikapchKi 3aco0H, 1110 3aCTOCOBYIOThCS Y TIOETHAHHI 3 eTbTPOMOOIIaroM B KITiHIYHUX JOCITiIKEeHHIX
nins nikyBaHHs ITII, BKII04aloTh KOPTUKOCTEPOIAX, HaHa30J1 Ta/a00o a3aTioNpuH, BHYTPIITHEOBEHHE
BBe[leHHSA iMyHOTNI00yMiHy Ta aHTu-D-iMmyHOTN00YyMiHY. [Ipu cCyMiCHOMY 3aCTOCyBaHHi eJIbTpoMOOTIary
3 iHmMMY nikapchbKuME 3aco0amu A nikyBaHHs ITII cig KOHTPOTIOBAaTH KilnbKiCTh TPOMOOIUTIB,
106 yTPpUMYBaTH il ¥ MexkaX PeKOMeHI0OBAaHOT0 fiama30Hy (OuB. po3min «Crocib 3acToCyBaHHS Ta
DO3MU»).

Oco06.1ueocmi 3acmocyeaHHsi.

Y xeopux Ha xpoHiuHuti BI'C 3 mpomboy,umoneHieo ma XpoHiYHUM 3aX80PHOBAHHAM NEYIHKU Ni3HbOI



cmadii icHye nidsuweHull pu3uk po3sumky nobiuHUX pPeakuyill, y momy 4uc/ai nomeHuitiHO 1emanbHoOi
neviHkogoi Hedocmamuocmi ma mpomboemboaiuHUX YCKAaOHeHb. ITidsuleHull pusuk
BU3HAYAEMbCA 3d HU3LKUM pigHeM anvbymiHy < 35 2/a abo npu 3HaueHHi nokaszHuka mooei
mepMiHaabHoi cmadii 3axeoptosaHHs neviHku (MELD) = 10 nid uac aikyeaHHsa eabmpomMbonazom y
noedHaHHi 3 mepanier iHmeppepoHoM. Kpim mozo, nepesazu aiky8aHHA 3 MOYKU 30py O0CACHEHHA
cmitikoi gipycosoziuHoi 8ionoeidi (CBB) 8 nopieHsiHHI 3 naaue6o y yux nauieHmis 6yau He3HaYHUMU
(ocob.augo y nauieHmie 3 6a3o8um pigHem anvbymiHy <35 2/a). JIikyeaHHA eabmpombonazom Lux
X80pUX NOBUHHI PO3NOYUHAMU AUWe AIKAPI, WO Marmb 00c8i0 8e0eHHA NauieHMi8 3 XPOHIYHUM
BI'C Ha ni3Hili cmadii, i miabku moodi, Koau € pu3uk po3gumky mpombouumoneHii abo niompumka
npomueipycHoi mepanii aumazae 8mpyyaHHs. SIKW,0 AiKy8aHHA € KAiHIYUHO 0O6ymo81eHUM, nompibeH
pemeibHUll MOHIMOPUH2 CMAHY UUX XBOPUX.

B3aemolia 3 npomugipycHUMU AiKapcbkuMu 3acobamu npsamoi 0ii

Beameka Ta epeKTUBHICTh KOMOiHaIlii eTbTpoMOOIIary 3 TPOTUBIPYCHUMH JTiIKAapCHKUMHU 3aco0aMu
IIPSMOI Ail, 3aTBePIXKEHUMH 15 JTiIKyBaHHS XpOHiuHOTO renatuty C, Ha HaHWi Yac He BCTaHOBJIEHA.

Pusuk eenamomokcu4yHocmi.

3acTocyBaHHS eIbTPOMOOIIATy MOXKe CIPUYUHSTH MOPYIIeHHs QYHKIII IeYiHKY i BUSIBIISATH
CEePHO3HUY TOKCUYHUY BIIJIUB Ha MEYiHKY, 10 MOXKe OyTH HeOe3MeYHUM I KUTTS (OUB. PO3MIIN
«ITo0OiuHi peakirii»).

Cnip BumiptoBaTu piBHi cupoBaTtkoBux AJIT, ACT Ta 6inipy0iHy nmepeq mo4yaTKoOM JIiKyBaHHS
eNbTPOMOO0IIaroM, KOXKHi 2 THXKHI il Yac KOpeKIIii ;03K Ta IMOMiCsIYHO Mmicist cTabimizarlii 1o30Boro
pexumy. EnprpoM6bomnar € inriditopom UGT1A1 i OATP1B1, mo MoxKe IPHU3BECTH A0 PO3BUTKY
HemnpsaMoi rinep6inipy6inemii. ko 6inipy6in migBUILEHUH, CITi TPOBOAUTH KOHTPOJIb IPSIMOTO Ta
Hemnpsamoro 6inipy6iny. [Ipu mosBi 3MiH y e4iHKOBUX TecTax HeoOXigHO TPOBECTH IIOBTOPHE
BHM3HAYEHHS MPOTATOM 3-5 AHIB. AKIIO MOPYIIEHHS MiATBEPASATHCS, MOTPIOHO KOHTPOTIOBATH PiBEHb
neviHKoBUX (pepMeHTiB [0 ix HopMartisailii abo crabinizarii. [IpunuHATH TiKyBaHHS eIbTPoMOOIIaroM
ciip npu migeuieHHi piBHS AJIT (33 X BMH y natiieHTiB 3 HOpMabHOIO QYHKITIEIO ediHKX abo

=3 X BUXIIHOTO piBHA uM >5 X BMH, 3anexkH0 Biff TOTO, sIKe 3HaUYEHHS € HUKYUM, Y Malli€HTIB 3
NiABUIIIEHUMH PIBHAMU TpaHCaMiHa3 Iiepeq JiKyBaHHAM), a TaKOX IIPU:

- MIpOorpecyBaHHi IPOIECy;
- IIepCUCTEHIII TpoIiecy = 4 TUXKHIB;
- CYNyTHbOMY IiABUILEHHI piBHA npsiMoro Oimipybiny;

- TIOSIBi CYIYTHIX KJTIHIYHUX CUMIITOMIB IIOpPYyIIeHHS QYHKII neyinku abo 03HaK Me4iHKOBOI
OeKOMIIeHcallil.

EnpTpomOomar narieHTaM i3 3aXBOPIOBAHHSIMY MMEYiHKK CJIifl MpU3HadYaTH 3 obepexkHicTio. ITalieHTam
3 ITTI Ta ypaxKeHHSIM MeYiHKY JiKyBaHHS ebTPoMOOIIaroM CJIifi MoYrWHaTH 3i 3HUKeHol go3u. [Ipu
Ipu3HadYeHHi alieHTaM 3 MOPYIIeHHIM (QyHKIII TeYiHKY HeoOXigHUYN peTeIbHUN MOHITOPUHT (OUB.
po3min «Croci0 3aCcToCyBaHHS Ta HO3U»).

ITeyiHKkosa HedocmamHicmb (Npu 3aCMOCy8aHHI pa3om 3 iHmepgpepoHoMm).

[TeyinkOBa HEAOCTATHICTD y MallieHTiB 3 XpoHiuHUM BI'C: C/if peTenbHO KOHTPOJIIOBATH CTaH
NallieHTiB 3 HU3bKUM pPiBHEM anb0yMiHy (< 35 r/m) abo Ipy M0YaTKOBOMY 3HAUEHHI TOKa3HUKA
MofieJIi TepMiHanbHOI cTafii 3axBopioBaHHS nevinku (MELD) =10.



Y nanienTis 3 BI'C 3 iupo30oM nediHKY NpU 3aCTOCYBaHHI anbha-iHTepdhepoHy MOKIUBUN PU3UK
IIe4iHKOBOI JeKOMIeHcallil. B 2 KOHTpo/IbOBaHUX K/TIHIYHUX HOCTiAKeHHAX y nauieHTis 3 BI'C ta
TPOMOOIUTOIIEHIEIO TTPO 03HAKY ITEYiHKOBOI HEIOCTATHOCTI (QCIUT, IEeYiHKOBY eHIledasonario,
KPOBOTEYY 3 BAPMKO3HO PO3IIMPEHUX BEH, CIIOHTAHHUM OaKTepiaTbHUN TEPUTOHIT) TOBiIOMIISAIOCS
yacrTime B rpymi enbTpoMbomnary (11 %), Hixk y rpymi nnamue6o (6 %). [TalieHTy 3 HU3bKUM PiBHEM
anbOyMiny (< 35 r/m) abo 3 10 3a mkanoo MELD Ha o4aTKy JOCTifXKeHHS MaJid y 3 pa3u OibInii
PU3UK IEeYiHKOBOI HEIOCTATHOCTI Ta 30iNbIIIeHHS PU3UKY JeTaIbHIUX HECIPUATIUBUX IOTIN
IIOPIBHAHO 3 TUMH, XTO MaB MEeHIII Mi3HIO CTafil0 3aXBOPIOBaHHA edinku. KpiMm Toro, nepesaru
TiKyBaHHS 3 TOYKY 30py HocsarHeHHs CBB B mopiBHsHHI 3 nnae6o y IuX NalieHTiB 6ynu
He3HaYHKUMHU (0COOIMBO Yy MallieHTiB 3 0a30BUM piBHEM anbbyMminy < 35 r/m). EnpTpoMbonar TakKuM
ImalieHTaM CJIif IpU3HadYaTy TUIbKU IIIiC/IA PETENIbHOTO PO3rJIANy O4YiKyBaHUX IIepeBar y IIOPIBHAHHI 3
pusukamu. [Ipu niKyBaHHI IalieHTiB 3 TaKUMHU XapaKTepHUCTUKaMU HeOOXiTHO YBazKHO CTEXKUTH 3a
O3HaKaMH{ Ta CUMIITOMaM¥ Ie4YiHKOBOI HeIOCTATHOCTI. 3afis iHpopMaril Iogo KpuTepiis
IPUNMHEHHS JTiKyBaHHS iHTEP()EPOHOM CJIifi CKOPUCTATHUCS BiAIIOBIAHOIO iHCTPYKII€IO AJIST MEOUUYHOTO
3aCTOCyBaHHS. 3aCTOCYBaHHS e/TbTpOMOONAry CIij IPUIUHUTH, SIKIIO IPOTUBIPYCHY Teparliio
IIPUIIMHUIIY B 3B’3KY 3 [I€4iHKOBOX HENOCTaTHICTIO.

TpombomuuHi/mpomboemb0aiuHi YCKAAOHEHH .

[Tig yac KOHTPO/IBOBAHUX AOCTIAKEHb 3a YYaCTIO MalliEHTiB 3 TPOMOOIIUTOIEHi€l0, xBopux Ha BI'C,
SKi OTpUMYyBasnu Tepaniio inTepdeponoM (n = 1439), y 38 3 955 natieHTiB (4 %), AKi OTpUMyBaIu
enbTpombonar, i y 6 3 484 (1 %) nauieHTiB rpymi muaie6o po3BUHYIHCH TpoMO0eMOOITiuHi
ycknapHeHHd (TEY). 3a3HadeHi TpoMO0oTHYHI/TpoMO0eMOOITiuHI yCKITafHEHHS BK/II0Uay K BEHO3Hi,
Tak i apTepianbHi mopii. Binbiicte TEY 6ynu Hecepito3HUMHU i 6yIM YCYHYTI OO KiHIIST HOCTiXKEHHS.
Tpom0603 nopranbHOI BeHU € Haibinbi nomuperuM TEY B 060x rpynax nikyBaHHS (2 % Talli€eHTiB,
SIKi oTpuMyBaju enbTpombonar, mpoTtu <1% Tux, ki orpuMyBanu nnane6o). He cmocrepiranocs
JKOJHUX CIenu(piyHNX 3B’3KiB MiXK 4aCOM II0YaTKY JIiKyBaHHS Ta po3BUTKOM TEY. V namieHTiB 3
HU3BKUM piBHEM anbOyMiny (< 35 r/n) abo MELD =10 Oymo 3adikcoBaHOo BOBidi OiMbLIINI PU3UK
po3BuTky TEY, HixX y nalieHTiB 3 BUIIUM PiBHEM anb0yMiHy; ¥ manieHTiB BikoM =60 pokis pusuk TEY
OyB y 2 pa3u BUIIKM Y IOPIiBHSIHHI 3 MOJIOAIIMMH TallieHTaMu. EnbTpomMOonar TakuM IMallieHTaM
OTPiOHO MPU3HAYATH TiMBKHU IiCIISI PETEIHFHOT0 PO3TJISIAY OUiKyBaHUX IIepeBar Ta MOXKJIMBUX
pu3ukiB. HeoOxigHO yBaXKHO CTEXKUTH 3a 03HAKAMM Ta CUMIITOMaMu Po3BUTKY TEY y Takux
ITAllieHTiB.

Byno BcTaHOBIEHO, 1110 pu3uK TEY 306inbIIyeThCA ¥ MaliEHTIB 3 XPOHIYHOIO II€YiHKOBOIO
HegocTaTHicTIO (XITH) mpu mpu3HadeHHi enbTpoMbomary fo3ot 75 Mr 1 pa3 Ha go0y IpOTATOM [ABOX
THUKHIB IIPY MiATOTOBLI A0 iHBa3uBHUX mpouenyp. Y 6 3 143 (4 %) mopocnux nauiexTiB 3 XITH, ski
oTpuMyBau enbTpoMOoIiar, po3sunynucs TEY (Bci y cuctemi mopTanbHOI BeHH), y TPy miaie6o
TEY po3sunynucsa y 2 3 145 (1 %) nmamieHTiB (ogHa MOfis B CUCTeMi IIOPTAJIbHOL BEHHU i OOUH iHQapKT
Miokappa). ¥ 5 3 6 maiieHTiB, 1m0 ofepKyBaiyd enbTpoMOoIIar, pO3BUHYIHUCS TPOMOOTHYHI
YCKJIafIHEHHS IIPH KinbKocTi TpoMOo1uTiB > 200000/Mkn npotaroM 30 gHIB 3 MOMEHTY IIPUHOMY
OCTaHHBOI 103u. EnbTpombonar He moKa3aHUM OJ15 JIiKyBaHHS TPOMOOLKMTOIEHII y TTalli€HTiB 3
XPOHIYHOIO MTEeYiHKOBOIO HEIOCTATHICTIO B paMKax IiATOTOBKY 00 iHBA3WBHUX IPOLEOYP.

3a maHUMH KIiHIYHUX OOCTigXKeHb 3 enbTpoMOonaroM y xBopux 3 ITII, Bunagku Tpom6oeMOo0ITin
CIIOCTEpIranucs MIpy HU3bKOMY Ta HOPMaJIbHOMY pPiBHI TpOMOOIUTIB. 3 00€peXKHICTIO CIIif
IpU3HaYaTy efbTpoMOonar namieHTaM 3 ¢pakTopaMyu pU3UKy BUHUKHEHHS TpoMOoeMOotil,
BKJTIOHAIOYH CITafKOBi (Hampukian ¢akrop V JlefineHa) abo HaOyTi hakTopu pU3UKY (HalpUKIazg
nedimut anTuTpoMOiny III, anTudocdominigHui cuHOPOM), TITHUH BiK, TpUBaIUM Mepion
iMMoGimizaliii, 37109KiCHI HOBOYTBOPEHHS, KOHTPAIIETITUBY Ta TOPMOHA/IbHY 3aMiCHY Teparliio,
XipypriuHi BTpy4aHHS/TpaBMH, OXKUPiHHSA, NaliHHg. PiBeHb TPOMOOIUTIB CJIif MOCTIKHO
KOHTPOJIIOBATH Ta y pasi #oro 3pocTaHHs Oinblie HeoOXigHOTO PiBHS MOTPIOHO BUPIIIyBaTH MUTAHHS



IIPO 3MEHIIeHHS 103U a00 NPUNUHEHHS JIiKyBaHHS enbTpoMOonaroM (ouBs. po3ain «Cnocid
3aCTOCYBaHHS Ta HO3W»). 3aBXKAM MOTPiOHO 3BaxkaTu Ha GanaHC PU3UK/KOPUCTH IIPHU JIiKYBaHHI
MAIEHTIB i3 pu3uKOM BUHUKHeHHs TEY Oymb-sK0i eTiosorii.

Y kniniunux BunpobyBaHHAX npu pedpakTepHiii TAA He Oy10 BUSBIEHO XXKOHHOTO Bunagky TEY,
OOHAK PU3UK PO3BUTKY IUX SIBUII He CIIi[ BUKJIIOYATH Y Iill OMYJIALii malieHTiB yepe3 o0MexKeHy
KIJIBKICTBh XBOPUX, SIKi OTpUMYBaIu JIiKyBaHHA. OCKUIBKY NallieHTaM 3 IToKa3aHHAM TAA
IpU3HAvYa€eThCS MaKCUMaJjibHa cxBajieHa fo3a (150 mr/moby) i uepe3 xapakTep peakilii, po3BUTOK TEY
MO2KHa O4iKyBaTH B I[ill IOMyIALil aIli€HTIB.

EnpTpombormar He CIIifi 3aCTOCOBYBATH 15 JIiKyBaHHS IAIli€EHTIB i3 IOMipHOIO Ta TSIKKOI0 ITeYiHKOBOIO
He[IOCTaTHICTIO (3a mKasow Yaunpga - [1't0 = 5), 9KI10 NOTeHI[iiHa KOPUCTS Bif 3aCTOCYBaHHS He
Oyme mepeBazkaTH PU3UK TPOMOO3Y MOPTAIbHUX BEeH. SAKIINO IPUNHSITO PillleHHs PO HeoOXigHICTh
3aCTOCYBaHHS IIperapary, eabTpoMobonar ass aikyBaHHS xBopux 3 ITI1 Ta me4iHKOBOIO
HEeJOCTaTHICTIO CIIiJ mpu3HadaTy 3 00epexkHicTIO0 (AuB. po3mdinu «Crmocib 3acTocyBaHHS Ta HO3U» i
«ITo0OiuHi peakirii»).

Kposomeui nicis npunuHeHHA AiKYy8aHHA eabmpombonazom.

[Ticns npunuHeHHs JIiKyBaHHS elbTpoMOonaroM y naiiienTis 3 ITTI Moxke TOBTOPHO BUHUKHYTHU
TPOMOOUUTOIEHisA. Y GiNbIIOCTI MallieHTiB mic/sa IPUIMHEHHS JTiKyBaHHS PeBonagoM KibKicTh
TPOMOOLUTIB IIOBEPTAETHCS OO MMOYATKOBOTO PiBHS IMPOTATOM 2 THUXKHIB, 110 30iIbIIyE PU3UK
BUHUKHEHHS KPOBOTeY 1y JesKUX BUMIaAKaxX CIPUYUHSIE KPOBOTedl. llell pU3UK MigBUILYETHCS, SKIIO
TiKyBaHHS eIbTPOMOOIIaroM IPUIMHSAETHCS Ha T/ 3aCTOCYBaHHS aHTUKOATYIAHTIB ab0
aHTUTpoMOOIIMTapHUX 3ac06iB. V pas3i npunuHeHHs Teparnil ebTpoMOoaroM TiKyBaHHS ifionaTUuyHOI
TPOMOOIUTOIIEHIYHOI TyPIyPH PEKOMEHAYETHCS BITHOBUTH 3TiHO 3 iCHYIOUUMHM KITIHIYHUMHU
peKoMeHJaliIMy. dK OoJaTKOBi 3aX0y MOXKHA MPUIIMHUTY aHTUKOATYISHTHY Ta/abo
AHTUTPOMOOLIMTAPHY Tepallilo, IePerIgHyTH aHTUKOATyIALiiHy a0 TpOMOOIIUTapHY HiATPUMKY .
KinpkicTh TPOMOOIIUTIB CJIiff IEPEBIPATH MIOTUKHS IPOTITOM 4 TUXKHIB IiCIId TPUNINHEHHS JTiIKyBaHHS
ebTpoMOOoIIaroM.

Y KIiHIYHUX OOCTIIXEHHX NalieHTiB, xBopux Ha BI'C, micig npunuHeHHs IpUUOMY
nerintepdpepony, pudaBipuHy Ta eIbTPOMOOIAry MOBiOMIISIIOCH PO BUINNM pPiBeHb BUHUKHEHHS
[IUTYHKOBO-KUIIKOBHAX KPOBOTEY, B TOMY YMCJIi TSIXKKUX i TeTanbHuX. [Ticjig NpunuHeHHS Teparil
TIAIli€eHTiB MOTPiOHO KOHTPOJIIOBATH Ha HASIBHICTh Oy/Ib-IKMX CHMIITOMIB IITYHKOBO-KHUIIIKOBOI
KpPOBOTEUI.

Kicmkoeo-mo3ko8e (popMyB8aHHA pemuKyaiHy ma pu3uk Kicmkoeo-mo3k08020 ¢ibposy.

EnpTpombormar Moxke 36iTbIITyBaTH PU3UK MOSBU a00 MiIBUIIIEHOT0 YTBOPEHHS PETUKYITIHOBUX
BOJIOKOH Y KICTKOBOMY MO3KY. 3HaY€HHS LIbOT0, SIK i IPY 3aCTOCYBaHHI IHIIKXX aroHiCTiB
TPOMOOTIOETUHOBUX PEIENITOPIB, 1lle HE BCTAHOBJIEHO.

[Tepen mo4yaTKOM JIiKyBaHHS €JIbTPOMOOIIAroM CJIifi peTebHO BUBYUTH Ma30K ImepudepruyHol KpoBi
[J1s1 BU3HaYEHHS II0YATKOBOTO PiBHS MOP(OJIOTIYHUX IOPYIIEHb KITiTUH KPOBi. [Ticis BCTaHOBIEHHS
cTabinTbHOTO PeXUMY HO3yBaHHS e/lbTpoMbonary momicsns moTpibHO poOUTH IOBHUM aHali3 KpoBi i3
HifpaxyHKOM JIeHKoIMTapHol ¢popMysu. YV pasi nosBu He3pinux abo gUCIIaCTUYHUX KITiTUH
HeoOXiHO ITpoaHai3yBaTy Ma30kK nepudepryHoi KPOBi 010 BUSBIEHHS HOBUX ab0 MOTrNubIeHHs
BXe€ iICHYI0UUX MOP()OIOTiYHUX TOPYIIEHD (HAallpUKiIag PO3PUBIB Ta OSBU SIOEP B €PUTPOIUTAX,
HEe3PIiNKX JIEMKOIUTIB) ab0 IUTONEHiN. JAKIO0 y XBOPOTO 3’ ABISAIOTHCS HOBi a00 MOTMUOITIOI0TECS YKe
icHytoui Mopdornoriuni nopyueHHs: abo BUHUKA€E IUTOIEHis, JIiIKyBaHHS ebTPOMOOIIaroM Ciif
IPUIMHUTY i BUPIIIKUTH MUTAHHS PO IPOBeeHHS 6i0TCii KiCTKOBOT0 MO3KY, BKIIOUAIOUH



(bapOyBaHHS Ma3Ka [ BU3HaUYeHHS (ibpo3y.
3105KiCHI HOBOYMBOPEHHA Ma iX NPO2PeCcyB8aHHA.

Tomo arownictiB TPO-R icHye TeopeTHYHe MPUNYIIEHHS, 1110 BOHU MOXYTh CTUMY/IIOBAaTH
IIPOTPEeCYBaHHS iCHYIOYUX T€eMaTOIOETUYHUX HOBOYTBOPEHD, TAKUX SIK Mi€JIOOUCIIaCTUYHUN
CHHOPOM. ATOHICTH TPOMOOIIOETUHOBUX PELENTOPIB € (haKTOPaMHU POCTY, IO CIIPUYUHSIOTh PO3BUTOK
KJIiITUH-TIOTIEPeIHUKIB TpoMOomoesy, ix qudepeHIiloBaHHS Ta MPOAYKIIi0 TPOMOOIUTIB.
TpomOGOIIOETHHOBI pPelenTopyu IPeaCcTaBieHi, TOJIOBHUM YUHOM, Ha ITOBEPXHI KITITUH Mi€T0IqHOTO
IIOXOMKEeHHS.

Y K7TiHIYHUX JOCTIIZKEHHSIX 3aCTOCYBAHHS arOHiCTiB TPOMOOIIOETHHOBUX PELIENITOPIB y MAIli€HTiB 3
MienmogucmnactuyHuM curppomoM (MJIC) dikcyBanuch BUagKyu TPAH3UTOPHOTO 30iIbIIeHHS
KiNbKOCTi 671acTHUX KTiTHH i mporpecyBadHs MJIC mo roctporo MiemoigHoro nerko3y (I'MJI).

Hiaruo3s ITIT a6o TAA y gopocnux i MiTHIX NallieHTiB MOBUHEH OyTH MiATBEPOKEHUN IIJITXOM
BUKJIIOUEHHS iHIIMX HO30JIOTiH, III0 PO3BUBAIOTHCS 3 TPOMOOIMTOIIEHIEI0, 30KpEMa CJIifl BUKITIOYUTH
niarHo3 M C. Crif po3T/iSHYTH MOXKJIMBICTh BUKOHAHHS aclipariil KicTKOBOT0 MO3KY Ta 6iomcil
IPOTSATOM Iepebiry 3aXBOpIOBaHHS Ta JIIKYBaHHS, 0COGIMBO Y MalieHTiB BikoM Bifg 60 pokis, ski
MalTh CUCTEMHI CUMIITOMM aHOMAJIiif, TaKi SK 3pOCTAHHS KiJTbKOCTi mepudepudHux 61acTHUX
KJIITUH.

EdekTuBHICTh Ta 6€31€Ky 3aCTOCYBaHHS eIbTPOMOOIIary s JTiKyBaHHS iHIIUX TPOMOOIUTOIEHIYHUX
craHiB, Bkmodaioun MJIC a6o TpoMOOIMTOIIEHII0, iHIyKOBaHi XiMioTepari€io, He BCTAHOBJIEHO.

EnpTpombomar ciiig 3aCTOCOBYBaTH JIMIlIe 3a 3aTBEPAXKEHUMU T0Ka3aHHSIMHU i He CIIiJ 3aCTOCOBYBaTH
OIS TiKyBaHHS TpoMOoIiuToneHii, Buknukanol MJIC, abo Oyab-sgKoi iHINol IPUYUHYU TPOMOOIIUTOTIEHII.

IMumozenemuuHi depekmu ma npozpecysaHHa 0o MIIC/I'MJI y nauienmis 3 TAA.

Bimomo, 110 y matrieHTiB 3 TAA BUHUKAIOTh HUTOTeHEeTHYHI nedekT. HeBimoMo, uu enbTpombonar
IiABUINYE PU3UK IUTOTEHETUYHUX HedeKTiB y maifieHTiB 3 TAA. ¥V kniniunoMy BunpoOyBaHHi da3u 11
eNnbTpoMOONary y nmoyaTkoBit go3i 50 Mr/mo0y (3 migBUIEHHSM OO3U KOXKHi 2 THXKHI 10
MakcuMasnbHoi fo3u 150 mr/moby) (ELT112523) y natientis 3 pedpakrepHoo TAA BUHUKHEHHS
HOBUX IIUTOT€HETUYHUX NIATOJIOTiH criocTepiranocs y 17,1% nopocnux nanieHTis [7/41 (y 4 3 g9Kux
Oymnu 3miHu B xpomocomi 7)]. MemiaHa 4acy [0 IIOSIBU LIUTOT€HETUYHOI 1aTOJIOri1 JopiBHIOBana 2,9
MicsIis.

Y kninivHOMYy mocnigxkeHnHi ¢as3u II emprpombomnary y mo3i 150 Mr/noly (3i 3MiHaMu 3ayieXHO Bif

eTHIYHOI mMpuHaNexXHOCTi abo BiKy BimmoBigHO Ho mokal3anb) (ELT116826) 3a y4acTio maIji€eHTiB 3
pedpakTepHoio TAA, BUHUKHEHHS HOBUX IIUTOT€HETHYHUX TaTOJIOTIM CIIOCTEpiranoch y 22,6%
mopocnux namienTis [7/31 (y 3 3 akux Oynu 3MiHu B xpoMocoMi 7)]. Bci 7 maliieHTiB Manu HopMabHi
[IATOTEHETUYHI TapaMeTpU Ha BUXIAHOMY PiBHI. Y II€CTU MaLi€HTIB BigMi4aJIuCh UUTOT€HETUYH]
nedeKTu Ha 3-My MicsIli TiKyBaHHS elbTpoMOOIIaroM. Y ogHOTO MalfieHTa BifMidanuch
IIUTOTeHETUYHI JeeKTH Ha 6-My MicAli JTiKyBaHHS.

Y kmiHiYHUX BUNIPOOyBaHHAX efbTpoMbornary 3a y4dacTio nauieHTiB 3 TAA 4% nauienTis (5/133) 6yB
noctaBnenuy giarHo3 MJIC. MefmiaHa 4acy A0 MOCTaHOBKY [IiaTHO3Y CTaHOBUJIA 3 MICAII 3 TOYATKY
JiKyBaHHS e1bTPOMOOIIaroMm.

s namienTi 3 TAA, ski He migmaBanucs abo BazKKO IifgaBaaucs MOMepPeaHil iMyHOCYIpeCHBHiM
Teparil, peKoMeHI0BaHe IIPOBeNeHHs 00CTeXKeHHS KiCTKOBOT'0 MO3KY 3 IIUTOT€HETUUHNUMU
MOCTiMKEHHSIMY TIePe]] TUM, SIK MOYMHATH IPUHUOM eJIbTpoMOoIIary, a motiM Ha 3 Ta Ha 6 Micsiri



JiKyBaHHS. fAKINO OyOyTh BUSBIIEHI HOBI IIUTOreHETUYHI nedeKTH, CITif OIiIHUTH OOIiIbHICTh
IIPOOBKEHHS JTIKyBaHHS eTbTPOMOOIIarom.

Kamapaxkma ma iHwi 3MiHu 3 60Ky opaaHis 30py

3a maHMMHY TOKCHUKOJIOTiYHUX JOCIi?KeHb Ha TBapHHAaX, IIPU 3aCTOCYBaHHi elbTpoMbonary
CIIOCTepiranucs BUMIafKU BUHUKHEHHS KaTapaKTU. Y KOHTPOJIbOBAHUX JOCTIIAKEHHIX V Ialli€HTiB 3
BI'C i TpomGornuTonenieto (n = 1439), siki oTpuMyBanu Tepariio iHTephepoHOM, TPOrpecyBaHHS BXKe
icHytouoi kKaTapakTu a0o BIiepllle BUSIBIEHI BUMIQKK KaTapaKTu CKnanu 8 % y rpymi easrpombomnary i
5 % y rpymi nnane6o. KpoBoBuIuBY B CiTKiBKY, ITepeBaxHO Kjacy 1 abo 2, 6ynu 3apeecTpoBaHi y
nauienTiB 3 BI'C, gki oTpuMyBanu inTepdepoH, pubasipuH i enbrpombomnar (2 % y rpymi
enbTpombonary i 2 % y rpymi nnane6o). KpoBoBUnuBY crocTepiraauch Ha IOBEPXHi CiTKiBKU
(mpepeTuHaNbHi), mig ciTKiBKOIO (CyOpeTwHanbHi) a00 B TKAHWHY CiTKiBKHM. PEKOMEHIYETHCS
perynspHe 0hTalbMOJIOTiYHE CIIOCTEPEXKEHHS 3a MallieHTaMH, B TOMY YUCIi 3 METOI0 BUSIBIEHHSI
KaTapaKTH.

ITodosacenHsa inmepsany QT / QTc.

Hocnimxenns intepany QTc y 3mopoBux 4oOPOBOIBIIB, sIKi oTpuMyBainu 1mo 150 Mr ensTpombomnary
Ha o0y, He TIOKa3asIu KJIiHIYHO 3HAUYIIOTO BIUIMBY Ha PeNojgpu3aliio ceplisd. [Ipo momoBXkeHHS
inTepBany QTc nmoBimOMIsiETHCS B KITiHIYHKUX BUTPOOYBaHHAX 3a y4acTio marieHTiB 3 ITTI i y martieHTiB
3 BI'C ta TpomboruTonenieto. Kiminiune 3HaYeHHsT X BUTIAOKIB momoBxkeHHs QTc HeBigoMe.

3HUdICeHHS mepanesmuyHo20 epekmy NiKy8aHHs eabmpombonazom.

Y pagi 3HUKEeHHS TepaneBTUYHOr0 edeKTy JIiKyBaHHS a00 HEMOXKIMBOCTI MATPUMYBATH BiITIOBiAb
TPOMOOLUTIB Ha JIiIKyBaHHS eIbTPOMOOIIaroM y MezkaxX PpeKOMEHI0BaHUX 03 CIIif IIyKaTH MPUYKMHH]
(dakTOpHU, BKII0YAIOUM MiABUIIEHHS BMICTY PETUKYJIIHOBUX BOJIOKOH y KiCTKOBOMY MO3KY.

Himu

3a3HauveHi 0coOMMBOCTI 3aCTOCYBaHHS enbTpoMOomary ass jaikyBauHs ITII HeoOXimHO BpaxoByBaTH y
pa3i nIpu3HayeHHs IpenapaTy giTaM.

Bnaue Ha nokKasHuku 1abopamopHuUX aHai3ie

EnbTpoMOomnar Mae cuibHO 3a0apBieHUM, OTKe MOXKe BIIMBATH Ha JIesIKi TOKa3HUKY J1ab0paTOPHUX
aHasi3iB. YV mauieHTiB, fKi oTpuMyBanu PeBonag™, crocTepiranuch 3MiHa KOJIbOPY CHPOBATKHU Ta
BIIJIUB Ha PiBHi 3aranbHOTrO0 6inmipy0iHy Ta KpeaTHHiHY. fAKIIO pe3ynbTaTu 1a00paTOpHUX aHAai3iB Ta
KJTiHiUHi CIIoCTepekKeHHs He Y3TOAXKYyI0ThCS Mixk c00010, [/ BU3HAUYEHHS BaJlifHOCTI pe3ysIbTaTiB
MOXKHa BUKOHATH IIOBTOPHI aHaIi3¥ 3 BUKOPUCTAHHAM IHIIIOTO METOLY.

Bmicm Hampiio

Lell nixapcvkull 3aci6 micmumbv meHwe 1 mmoab Hampiw (23 m2)/mabaemky, sBKkpumy naiBKko8o0
000/10HKO0, MOOMO NPAKMUYHO 8ibHUll 8i0 HAMPITO.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.



BaeimHicmb

HeMae mocTaTHiX maHUX W00 3aCTOCYBaHHSA €IbTPOMOOIIAary BariTHUM. 3a JaHUMHU OOCIigKeHb Ha
TBapuHax OyJla BUSBIIeHA PENPOAYKTHBHA TOKCUYHICTD JTiKapChKOTO 3aco0y. [T0TeHIiNHUN PU3UK IJIT
JIIOMUHY HEeBifOMUH.

PeBonag He peKOMEHIYETHCS 3aCTOCOBYBATH Y I1ePiof BariTHOCTI.

2KiHKU penpodykmusH020 8iKy/ KOHMpdauenuisa y 40408ikie md HCiHOK

PeBorap He peKOMEHOYETHCA A1 JIIKYBaHHS XKIHOK PEIIPOAYKTUBHOTO BiKY, sIKi He KOPUCTYIOTHCSA
3aco0amMu KOHTpalemIIii.

l'odyeaHHA 2py0d0io

Hesigomo, uu mpoHUKa€e enbrpoMbonar abo #oro MetaboiTi y TpyAHEe MOJIOKO JIIOAWHY. 3a JaHUMU
IOCTiAKeHb Ha TBapuHax, ebTpoMOoIar MpoHUKae y TPyIHE MOJIOKO, TOMY He MOXKHA BUKIIOUUTH
PU3UK A1 HeMOBNATH. CIIifl BUPIMINTY NUTaHHS PO IPUIIMHEHHS TOAyBaHHS TPyAnio abo
yTpUMaHH4 Bif JTiKyBaHHS PeBoamoM, 3BaKaluu Ha O4YiKyBaHYy KOPUCTH Bifl JIIKyBaHHS OJ1 MaTepi
Ta MOTEHUINHUN PU3UK OJISI OIUTHHU.

PepmuabHicmb

PenpomykTuBHa (QyHKIIiS CaMOK i caMI[iB IIypiB IIPHU 3aCTOCYBaHHi IM 03 IIpenapaTty, MOPiBHIHHUX 3
mo3aMu efbTpoMOonary mjis JI0AUHY, He 3a3Hasia BIiuBy. OfHAK PU3UK IJIS JTIOOUHU He MOXe OyTu
IIOBHICTIO BUKJIIOYEHUH.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

EnprpoMbomnar YMHUTH HE3HAYHUY BIIJIUB Ha MIBUAKICTh Peakliii Mpy KepyBaHHI aBTOTPAHCIOPTOM
abo mig yac poboTtu 3 iHImMUMK MexaHiaMaMu. KniHiyHu# cTaH maifieHTa i mpodins mobivHuX peakilin
enbTpoMboInary, y ToMy 4HCJIi 3allaMOpPOYeHHS i BiICYTHICTh MUIBHOCTI, CJIifl MaTX Ha yBa3i npu
PO3TJIAAi 3aTHOCTI MallieHTa BUKOHYBATHU 3aBIaHHs, SKi BUMaraloTh KOHIIEHTpallil yBaru Ta
IIBAJKOCTI IICUXOMOTOPHUX peakiiiil.

Cnocid 3acmocyeaHHsi ma do3u.

JIikyBaHHST enbTpoMOOIIaroM mMoTpPibHO IOYMHATH Ta ITPOBOAUTH IIifl HATISIOOM JliKaps, SKUi Mae
[OCBif TiKyBaHHS reMaTOJIOTiYHUX 3aXBOPIOBaHb a00 XpoHiYHOTO remaTuTy C Ta HOT0 YCKIagHEHb.

PexuM no3yBaHHS € iHOUBiAyanbHUM i 6a3yEThCS Ha KiTbKOCTi TPOMOOIMTIB ¥ KOKHOTO TallieHTa.
MerToto TiKyBaHHS eIbTPOMOOIIaroM € He HopMasli3allis KiTbKOCTi TpPOMOOIIUTIB.

JIikyeaHHs nauieHmie i3 xpoHiuHow0 idionamuyHo mpomboyumoneHiuHowo nypnypoto (ITII).

IIns moCATHEHHS Ta MATPUMKH KinbKocTi TpoMbonuTiB = 50000/MKI HeoOXiIHO 3aCTOCOBYBATH
MiHiManbHy epeKTUBHY 003y enbTpoMbomnary. KopuryBanHus mo3u 6a3yeThbcs Ha 3MiHi KiTbKOCTi
TpoMOouuTiB. He ciif BUKOPUCTOBYBaTH eIbTpoMOOIIar i HopMalti3allil KiTbKOCTi TPOMOOLXTIB. Y
KJTIHIYHUX DOCTIIXKEeHHAX 301/bIIeHHS KiNbKOCTi TPOMOOIIUTIB CIIOCTEPIrasocs BIPOOOBXK 1-2 THKHIB



TiC/Isl MOYaTKYy Teparil eTbTpoMO0IaroM i 3MeHIIeHHS iX KiJTbKOCTi CIIOCTepiraaocs BIPOooBxK 1-2
TUXKHIB ITiC/IS1 MPUIIMHEHHS 3aCTOCYBaHHS IIperapary.

Ilopocni naiienTy Ta OiTé BiKoM Bif 6 1o 17 pokiB

PexkoMenpoBaHa ImouyaTkoBa fo3a enbrpoMmbomnary - 50 Mr 1 pa3 Ha go0y. JIikyBaHHS Nalli€HTIiB
CXiTHO/TiBIEHHOCXiTHOT'0 a3i¥ChKOT'0 TIOXOMXKEHHS CIIi[l PO3MOYMHATH 3i 3MEHIIIEHO]1 1031 - 25 Mr 1
pas Ha mo0y.

[iTu BikoM Big 1 mo 5 pokiB
PexomMeHOBaHa MOYaTKOBa fi03a enbTpoMbonary - 25 mr 1 pa3 Ha #o0y.
MoHimopuHe ma kopu2y8aHHA 003YBAHHA.

[Ticns movyaTKy MiKyBaHHS eIbTpoMOOIIaroM 103y MoTpibHO KOPUTYBATH Tak, 1100 HOCATHYTH PiBHS
tpoMOouuTiB = 50000/MKJI Ta MiATPUMYBATH HOTO [/ 3MEHIIEHHS PU3UKY BUHUKHEHHS KPOBOTEY.
He cnip nepeButiryBatu o3y 75 Mr Ha go0y.

B xogi nikyBaHHS enbTpoMOonaroM HeoOXiTHO PeryIapHO KOHTPOJIIOBATH MEYiHKOBI PyHKITIOHaIbHI
TECTH i TeMaToJIoOTiYHi TOKa3HUKM Ta KOPUTYBaTH 403y elbTpoMOomnary, 0a3yiounch Ha piBHI
TPOMOOIUTIB, SIK HaBeneHO y Tabmutl 3. Po3ropHyTuii aHami3 KpoBi, BKJII0Ya0YHX MiApaxyHOK
KiJTbKOCTi TPOMOOLIMTIB Ta Ma30K meprudepruyHoi KPoBi, MOTPiOHO TPOBOOUTH IOTUKHS [0
BCTAHOBJIEHHS CTa0ro pPiBHS TpoMOomuTiB (= 50000/MKII IIOHaMMeHIIe BIponoBx 4 TuxHiB). [Ticis
IIbOTO PO3TOPHYTHU aHasi3 KPOBi IPOBOOUTHCS IIOMiCSLIA.

3aCcTOCOBYETHLCA HaliMeHIIa eeKTUBHA [103a ITperapary AJid DifTPUMKKY He0OXiqHOTO PiBHS
TPOMOOIIUTIB.

Tabmuig 3

Kopekuist mo3u enbTpoMOornary s mamienTis 3 ITTI

KinbKicTb TPOMOOITUTIB I1o3a

< 50000/mki1 micns 30inpmuTH [0OOBY D03y Ha 25 MT [I0 [OCATHEHHS
[IOHalMeHIIle 2 TUXKHIB Tepamii |MakcuMasbHOI 03U 75 Mr Ha fo6y.*

> 50000/mkn Ta < 150000/Mkn  |3acTocoByBaTH HaliMeHINy eeKTUBHY 03y elbTpoMOomary
Ta/ab0 CyIyTHLOTO Ipemnapary ans nikyBaHHs [TIT ms
MiTTPUMKH PiBHS TPOMOOLMTIB, 10 3amobirae KpoBoTedi abo
3MEHIIYE 11.

> 150000/mkn Ta < 250000/mk1 [3MeHmIUTH K06OBY KO3y Ha 25 Mr. 3a4eKaTy 2 THUXKHI OJis
OLIHKYU e(eKTy Bifj IIbOT'0 Ta IOJAJIIIOT0 BiIIOBIZHOTO
KOPUTYBaHHSA #O3U**.

> 250000/mkn [[pUNMHUTH 3aCTOCYBaHHS eIbTpoMOomnary, 30iIbIIuTI
JacTOTy MifpaxyHKy TPOMOOIUTIB 10 2 pa3iB Ha TUKOEHbD.
[Tpu piHi TpoMOo1UTIB < 100000/MK/I TOBTOPHO
IPU3HAYUTH eNlbTpoMbonar y 3MeHIIeHil Ha 25 Mr fo00Bii
o3l

* Tl MallieHTiB, SKi OTPUMYIOTh Tepaliio enbTpoMOonaroM y mo3i 25 Mr 1 pa3 yepes 106y,
IigBUINYyBaTU H03Yy [0 25 MTr 1 pa3s Ha fmo06y.

** T TaIlieHTiB, SKi OTPUMAIOTh Tepallito ebTpoMbonarom y nosi 25 mr 1 pas Ha go0y, ciin
crpoOyBaTH BigHOBUTH JIiKYBaHHS y 031 25 Mr yepes o0y .



EnbTpombomnar MokHa 3aCTOCOBYBAaTH AOOATKOBO [0 iHIINX JTiKapCchKuX 3aco6iB mms nikyBauHs [TII.
BigmoBigHO 40 KIiHIYHOTO CTaHy CIil KOPUTYBATH OO3Y CYNYTHIX TiKapChKUX 3aC00iB s NiKyBaHHS
ITTI 3 METOI0 YHUKHEHHS HagMipHOT0 30iIbIIIeHHS KiTbKOCTi TPOMOOIUTIB B XOAi JIiIKyBaHHS
eJIbTPOMOOIIaroM.

[Tepen KOXKHUM HOBUM KOPUTYBaHHSIM HO3M CIIi[ 3aUeKaTH IIOHaWMeHIIe 2 TUXKHI Micag
IIOTIEPEIHBOTO0 KOPUTYBAHHS 03U AJIS TOTO, 11100 Mo6ayuTH BigmoBiab TPOMOOIIMTIB IalliEHTa Ha
JIIKyBaHHS.

CraHmapTHOIO KilmbKicTIO enbTpoMOoITary asist 30inbiieHHsT abo 3MeHIeHHS 1o00BOol 103U € 25 MT Ha
no0y.

ITpunuHeHHA AIKYBAHHA.

3acTocyBaHHS elbTpoMOOIIary Ciif IPUIUHUTY, SKII0 PiBeHb TPOMOOUUTIB He MigBUIIKUBCS 0 PiBHS,
OOCTAaTHBOTO AJIT YHUKHEHHS KJIiHIYHO 3HA4yIlol KPOBOTedi, micnsa 4 TUXKHIB JTiKyBaHHS
enbTpomboniarom y mo3i 75 mMr 1 pa3s Ha o0y .

[TepioguyHO MOTPiIOHO TPOBOTUTH KITiHIYHE 00CTEeKEHHS IMaIlicHTa Ta IPUUMATH PillleHHS PO
IIPOMIOBXKEHHS JIIKyBaHHS Ha iHOWBiTyasbHil OCHOBI. Y MAaIli€eHTiB 3 iHTAKTHOIO CEJIE3iHKOI0 CIIif
OLIIHUTH MOXKJIUBICTh IPOBEieHHS CIIJIeHeKToMii. [Ticiia mpunuHeHHS JTiKyBaHHS MOXKJIMBa ITOBTOPHA
0sIBa TPOMOOIUTOIEHil.

JlikyeaHHs mpombouumoneHii y dopocaux nayieHmis i3 xpoHiuHum BI'C.

[Tpu 3acTocyBaHHi enbTpoMbonary y KoMmOiHallii 3 MpOTUBIPyCHUMHU TIpenapaTaMu CIliJ] 3BepHYTUCS
[0 iHCTPYKIIil 3 MEOUYHOTO 3aCTOCYBAHHS LIMX IIpernaparTis.

Y kniHIYHYUX DOCTimXeHHIX 30iNblIeHHS KiTbKOCTi TPOMOOITUTIB 3arajioM CIIOCTEPIranocs BIPOIOBK
1 TUXKHS TiCNS MOYATKY JIIKyBaHHS eNbTpoMOonaroM. MeToro JIiKyBaHHS IIOBUHHO OYTH MOCATHEHHS
MiHiManbHO HEOOXiAHOI KiJTbKOCTI TPOMOOUMTIB [JIst MOYaTKy MPOTUBipyCHOI Teparii. B xomi
IIPOTUBIPYCHOI Teparii MeTo JTiKyBaHHS IOBUHHA OYTH MigTPUMKa KilbKOCTi TPOMOOLMTIB Ha PiBHI,
1110 TIOTIEPEIKY€E PUIUK KPoBoTed, 3Bu4aitHo e 50000-75000/mkn. PiBHst TpoMboIuTiB > 75000/MKI
CJIifl yHUKaTH. 3aCTOCOBYEThCS HaliMeHIlla eeKTUBHA 03a eJIbTPOoMOOTIary sl JOCATHEHHS Ta
TiATPUMKHU KiTbKOCTi TpOMOOIUTIB, 1110 He0OXifHa [T I0YaTKY Ta ONTHMi3allil IpPOTHBipyCHOI
teparil. I1ighip o3 6a3yeThcsa Ha BiJHOBIEHHI KiTbKOCTi TPOMOOLIUTIB.

IToyamkosa 0o3a.

[TouaTKOBa fi03a npenapaTty ckiagae 25 Mr 1 pa3 Ha go0y. He nmoTpibHO 3MiHIOBaTH [03Y MallieHTaM
CXigHO/MiBIEHHOCXIIHOT0 a3iiiChKOr0 MOXOMAXKEHHS a0 MallieHTaM i3 JIeTKAM MOPYIIeHHIM QyHKIIi
MeYiHKu.

MounimopuHe ma Kopuz2y8aHHsA 003U.

o3y enbrpoMbonary 36ibIIyIoTh Ha 25 MT KOXKHi 2 THXKHI 10 JOCATHEHHS KilTbKOCTi TPOMOOLIUTIB,
OTITUMAJIbHOI [JIT II0YaTKy IPOTUBIPYCHOI Teparii. KinbKicTh TPOMOOUUTIB CIIifl TepeBipATH MIOTUKHS
nepeq MoYaTKkoM MPOTUBipycHOI Tepamil. Ha moyaTky mpoTHBipyCHOI Teparii KinbKiCTh TPOMOOIUTIB
MOXK€ 3MEHIIUTUCEH, TOMY Biipa3y KOPUTYBaTH 003y He CJIif (OuB. Tabmuiro 3).

B xopi mpoTuBipyCcHOI Tepamil clig KOpUryBaTH 03y e1bTPoMOO0Iary TakKuM YMHOM, 11100 YHUKHYTH



3MEHIIEHHS 103U MerinTephepoHy, OCKIIbKY 3MEHIIIEHHS KiTbKOCTi TPOMOOIIUTIB 30i/IbIIIyE PU3UK
KPOBOTEY Y MaIlieHTiB (muB. Tabnuito 4). KinbKicTh TPOMOOIMTIB C/Til KOHTPOIIOBATH MIOTHKHS [0
IOCSATHEHHS iX cTabinbHOTO piBHS, 3a3Buyai e 50000-75000/Mkn. Y nomanbuIoMy IOMiCSIIs
HeoOXiTHO ITPOBOAUTH MOHITOPUHT 3arajibHOr0 aHasli3y KPOoBi, BKIII0YaOUM KiJIbKiCTh TPOMOOLIUTIB Ta
Ma30K nepudepruyHoi KPoBi.

Crnip po3TNSIHYTH MOXKJIMBICTE II0M000BOTO 3MEHILIEHHS 03U Ha 25 MT, SIKIIO KiJTbKiCTh TPOMOOIIUTIB
nepeBuIlye HeoOXimHMI piBeHb. Yepe3 2 TUXKHI CIifl oiHUTY epeKT HOBOI 103U Ta NMPUUHATU
pillleHHS PO MOJasIbIly KOPEKIio J03H.

He cnig nepesumyBatu go3y 100 mMr Ha g00y.

Tabmnuig 4
Kopekuist mo3u enbTpoMOoIary s mamieHTiB 3 XpOHiYHUM BipycHUM remaTtutToM C B X0[i
IIPOTUBIPYCHOI Teparii
KinbkicTh TpOMOOLIUTIB [103yBaHHSA
< 50000/mkn micns 30inbmuTH J000BY f03y Ha 25 Mr, ane He Oinbiie 100 Mr Ha

[MOHalMeHIIle 2 TUXHIB Tepamil |go0y.

> 50000/mkn Ta < 100000/mMkn  |HaliMeHIna io3a enbTpoMOoIIary, 1o fa€ 3MOTy YHUKHYTH
3MEHIIIEHHS 03U IeTriHTeppepoHy.

> 100000/mkn1 Ta < 150000/Mk11 [3MeHIIUTH 1060BY 003y [0 25 MT. Yepe3 2 TUXKHI OIIHUTH
e(eKT HOBOI 1031 Ta IPUUHATH PillleHHS IIPO MOJabIle
KOPUTYBaHHS J03u*.

> 150000/Mkn1 [TPUIUHUTHY JIiKYBaHHS €JIbTPOMOOIIAaroM; MiIBUIIUTH
JaCTOTY KOHTPOJIIO KiTbKOCTi TpOMOOLUTIB 10 2 pa3iB Ha
TUXOEHbD.

K TiNbKY KinbKicTh TpoMOoIuTiB cTaHoBUTUME < 100000/
MKJI, BITHOBUTH Tepalito y qo0oBi 1031, 3MeHIneHil Ha 25
MI**,

* Ha mo4aTKy NPOTUBIPYCHOI Teparil KiTbKiCTh TPOMOOLIUTIB MOXKe 3MEHIIUTHUCh, TOMY HEeranHO
KOPUT'YyBaTHU HO3y He CIIiA.

** T TallieHTiB, SKi OTPUMYIOTh Tepaliio enbTpomMbonarom y no3i 25 mMr 1 pas Ha mo0y, ciif
crpoOyBaTH BifHOBIIOBATH JIIKyBaHHS y [03i 25 MT dyepe3 mo0y.

IIpunuHeHHA AIKYBAHHA.

fAxmio micnsg 2-TUXKHeBol Teparii enbTpombonarom y no3i 100 Mr He 6yI10 HOCATHYTO HEOOXiTHOTO
piBHS TPOMOOLMTIB M7 IIOYATKY IPOTUBIPYCHOI Teparlii, 3acToCcyBaHHS elbTpoMOoIary CJif
IPUIHHUTH.

Tepamito enbTpomMGoIIaroM CIIifl MIPUIUHUTH, SKIIO IPUIUHSIETHCS IPOTUBIPYCHA Tepamis. HagMipHuit
piBeHb TPOMOOIIUTIB a60 CEPHO3Hi MOPYIIEHHS MeYiHKOBUX (YHKI[IOHATbHUX TECTIB TAKOXK
noTpeOyIOTh IPUNUHEHHS JIIKYBaHHS.

AnaacmuyHa aHemisi MAKX K020 CMyneHs.
ITouamkosa 0o3a.

[TouaTKOBa fo3a enbTpoMOoIary ctaHoBuTh 50 Mr 1 pa3 Ha goOy. [l malieHTiB
CXigHO/MiBIEHHOCXITHOT0 a3iiiChKOr0 MOXOMXKEHHS IPUHUOM eIbTPOMOOTIary CJlifi PO3MOYNHATH 3 03U



25 mr 1 pa3 Ha mo0y. JIikyBaHHS He CIIiJl pO3MOYUHATH, SKIIO MaIliEHTH Mal0Th BCTAHOBJIEHI
IIUTOTeHETUYHI feeKTH XpOMOCOMH 7.

MoHimopuH2 ma Kopu2y8aHHs 003U.

emaTosoriuHa BignoBifb MoTpedye TUTPYBaHHS NO3HU, 3a3BUYaii 0 150 Mr, i MoKe 3alHATH [0

16 TuXkHIB 3 MOYaTKy IpuiioMy eabTpoMmbonary. [1o3y enbTpoMOomary Ciifi KOPUTYBaTh 3 KPOKOM

50 MT KOXKHi 2 TUXHi 71 HOCITHEHHS HeoOXimHoi KinmbKocTi TpoMmOouuTiB = 50 000/MKk. s
TallieHTIB, 110 MpuiMaioTh 25 Mr 1 pa3 Ha go0y, Ho3y ciif crmovaTtky 30inpmuTu 7o 50 Mr Ha 700y, a
BXKe 10TiM 30inbiyBatu go3y Ha 50 mr. o3y 150 Mr Ha moby He ciif nepesuttyBaTty. [1ig yac Teparmil
i3 3acTOCyBaHHSM €NIbTpOMOONAary Ciifi IPOBOOUTH MOHITOPHHT KIiHIYHMX reMaTOJIOTiUHUX
II0OKa3HUKIB Ta [Te4iHKOBUX P00 i 3MiHIOBaTH 03y eIbTPOMOOIIary BiilIOBigHO [0 KiTbKOCTI
TPOMOOIUTIB, SIK 3a3HaY€HO Yy Tabnuili 5.

Tabmuig 5

KopurysaHHs 103U enbTpoMOonary y NalieHTiB 3 allJlaCTUYHOI aHEMI€I0 TSIXKKOr0 CTYIeHS

KinpkicTh TpoMOOIUTIB [KOpUryBaHHS H03U ab0 BiAMOBIOb

< 50 000/mkmn micng 30inmbiryBaT [060BY m03y Ha 50 MT 10 MOCSTHEHHS MaKCHMaJlbHOI
[OHaVMeHIIIe 2 THXKHiB|go3u 150 Mr Ha go0y.

Teparil [ malieHTiB, 110 NpuiMaioTh 25 MT 1 pa3 Ha §o0y, CIo4aTKy
migBuIIuTH [0 50 Mr Ha mo0y, a BxKe IMOTiM 30ibIITyBaTH 03y Ha
50 mr.

Bix 3 50 000/Mmkn o 3acTOCOBYBaTH HaMEHIIy 103y eIbTpoMOonary, JOCTaTHIO [JIs

£ 150 000/mkn MigTPUMKU KiJTbKOCTi TPOMOOITUTIB.

Big > 150 000/Mkn go |3MeHmuTH 1060BYy 003y Ha 50 Mr. 3ayeKaTu fBa TUKHI OIS OL[iHKU

£ 250 000/mKn1 edeKTiB Ta MOMaIbIIOT0 KOPUTYBaHHS 03U (y pa3i HeoOXifmHOCTI).

> 250 000/MKn [[PUIUHUTH 3aCTOCYBAHHS eIbTPOMOOIIary; MPOTSATroM IIPUHANMHI

OJHOT'O THUXKHS.
[Tpu gocsirHeHHi KinmbKocTi TpoMOomuTiB < 100 000/MKI BigHOBUTH
Tepariio, 3MeHMUBIIN 1000BY 103y Ha 50 Mr.

ITocmynose 3HuUdCeHHA 003U 0414 nayieHmis 3 8i0nogid0w 3a Mpbomda NOKA3HUKAMU (piBHI
Aetikoyumis, epumpouumis ma mpombouumis).

[1s maienTiB, 110 AOCATJIM BiOBiAl 3a TPhOMa [TIOKa3HUKAMU, BKJII0Yal04yHU BifICYyTHICTh
HeoOXiIHOCTi B TpaHC()y3igx, 10 TPpUBa€E NMPUHAWMHI 8 TUXKHIB: f03a enbTpoMOoOIIary Moxe OyTu
3HuXkeHa Ha 50 %.

ZAKI10 aHammi3 KpoBi 3aMuInaeThCs CTabimbHUM Yepe3 8 TUKHIB IpU 3HUKEHiH [03i, C/if IPUIUHUTH
IPHUIoM ebTpoMOonary i TpOBOJUTH MOHITOPUHT 3a pe3yIbTaTaMy aHasli3y KpoBi. K0 KiNbKiCTh
TpoMOonuTiB nmamae f1o < 30 000/Mkn, remornobin fo < 9 r/mn ab6o abcomoTHE YUCIIO HEUTPOGiTiB
< 0,5 x 10°/1, mpuiioM ensTpoMGonIary Moxe GyTH BifHOBIEHO B IONepeHil epeKTUBHIl HO03i.

ITpunuHeHHA NIKYBAHHA.

AK110 KOMHOI reMaTOoJIOTiYHOI BiATIOBiMi HE CIIOCTEpIraeThCs yepe3 16 TUXKHIB Tepalrii, 3aCTOCyBaHHS
enmbTpoMOOIIAry CIlig IPUIUHUTH. AKIIO He BUSBIEHO XXKOMHUX HOBHUX ITUTOTE€HETUYHUX IedeKTiB, CIIif
OLIHUTH, UM [OIIJIbHO IIPOJOBKYBATH NIPUUMATH elbTpoMOomar. 3aCToCyBaHHS elbTpoMOomnary Ciim
IPUIMHUTY TIPYU HaAMipHUX 3MiHax KiTbKOCTi TpOMOOIUTIB (SIK 3a3HaueHo y Tabnutli 4) abo 3HaUHUX



BiIXUIEeHHSIX 3HaYeHb NTeYiHKOBUX P00 Biff HOpMaIbHUX.
CneuianvHi nonyasuii.
Hupkxosa HedocmamHicme.

3MiHIOBaTH 003y He MoTPibHO. JIiKkyBaHHS IAlli€EHTIB i3 HUPKOBOIO HEOCTATHICTIO CJIif 37iliCHIOBATH 3
00epexkHiCTIO Ta KOHTPOJIIOBATH PiBEHb CUPOBAaTKOBOTO KpeaTUHiHy Ta/a00 MPOBOOUTH aHali3u cedi.

ITeyinKosa HedocmamHicme.

EnbTpoM0Oonar He CJIifi 3aCTOCOBYBATH AJid JTiKyBaHHS manieHTiB 3 [TTI i neuiHKOBOIO HEJOCTATHICTIO
(3a mkamnoro Yaunpma - 1’10 = 5), IKIIO TiNbKK 04iKyBaHa KOPUCTD Biff 3aCTOCYyBaHHS He Oyfe
nepeBaXaTy BU3HAUEHOI'0 PU3UKY IIOPTAIbHOI'0 BEHO3HOT'0 TpoMO03y (IuB. po3nin «Oco0IuBoCTi
3aCTOCYBaHHS»).

ZAKI10 3aCTOCyBaHHS ebTpoMOOIIary BBaxKaeThCsl HeOOXimHUM AJIS JTiKyBaHHS imionaTAYHOI
TPOMOOLIUTOIIEHIYHOI TyPIIypPH, T0YaTKOBA [03a Ma€ CTaHOBUTH 25 Mr Ha f00y. 30inblIyBaTé 403y
enbTpoMOoIIary mauieHTaM i3 meviHKoBOI HeIOCTATHICTIO CIIif He paHillle HiX yepe3 3 TUXKHI micns
IOYaTKy Teparil.

[Ins namienTiB 3 xpoHiyauM BI'C i me4iHKOBOIO HefOCTaTHICTIO (3a mKasow Yaiinaa - [1'10 < 6) o3y
3MiHIOBaTH He MoTpi6HO. ITamienTam i3 xpoHiuauM BI'C i marieHTaM 3 amiaCTUYHOI aHEMIEIO
TS2KKOTO CTYIIeHs Ta ITe4iHKOBOIO HENOCTATHICTIO CJIifl ITOYKMHATH JIiKyBaHHS eIbTpoMOoIaroM y mo3i
25 mr 1 pa3 Ha mo6y. 306inblIyBaTé 003y eIbTPoMOOIIary malieHTaM i3 me4iHKOBOI HEJ0CTaTHICTIO
CJIi[l He paHillle HiX Yyepe3 2 TUXKHI MiC/IsA M0YaTKy Teparlii.

Bymno BCcTaHOB/IEHO MiIBUILIEHHS PU3UKY MO0IiYHUX ePeKTiB, BK/II0UAI0YHU [TeYiHKOBY JeKOMIIEHCAIlil0
Ta TpoM0O0eMOOITiuHI yCKITafHEHHS, ¥ Malli€HTiB i3 XPOHIYHUMU 3aXBOPIOBAHHSIMU NEYiHKYU IIPU
niKyBaHHI ebTpoMOOIIaroM y mepiof] mifAroOTOBKY [0 iHBA3UBHOT'O BTPY4YaHHS a0 IPOTATOM
nikyBaHHs xBopux Ha BI'C B xoni mpoTuBipycHoi Tepamii (muB. po3ninu «Oco6IMBOCTI 3aCTOCYBaHHS»
Ta «ITo0iuHi peakirii»).

ITayieHmu AiMHbO20 BIKY.

IaHi momo 3acTocyBaHHS efbTpoMbonary ajis nikyBaHHs manieHTiB 3 ITTI BikoM Bifm 65 pokiB
o0MeXeHi Ta HeMae KJTiHiYHOTO IOCBily 3aCTOCyBaHHS npenapaTy nauientamu 3 ITTI BikoM Big 85
POKiB. 3arasioM, 3a JaHUMHU KJTiIHIYHUX [OCHiXKeHb eTbTpoMOoIary, CyTTeBoi pi3Hutli y 6e3mneti
3aCTOCYBaHHS IIpelapaTy MaljieHTaM BiKOM [0 65 pOKiB i cTapie 65 poKiB He BCTaHOBJIEHO. 3a
[aHUMHU {HIINX KJIiHIYHUX CIIOCTepekeHb He 0yJ10 BUSBIIEHO BiIMIHHOCTEX y TepaleBTUYHOMY eheKTi
MiX MallieHTaMU JiTHBOTO BiKy Ta MOJIOAIIMMH ITallieHTaMH, ajie He CJIif BUK/I0YaTh MOXKIIMBOCTL
Oi7TbIIO] YYTIMBOCTI V eSIKUX TAI[iEHTIB JIITHBOTO BiKY.

IaHi 1100 3aCTOCYBaHHS ebTpoMOOIary [js JTiKyBaHHS mallieHTiB i3 BI'C Bikom Bim 75 pokiB
obMmexeHi. [IluM marieHTam mpemnapar Ciif mpu3HavyaT 3 00epexkHicTio (quB. po3min «Oco6IuBOCTI
3aCTOCYBaHHS»).

ITauieHmu cXigHO/TiBAEHHOCXIOH020 A3iliCbK020 NOXOOHCEHHA.
Ilns miTed Ta MOPOCHUX TMAIiEHTIB i3 KpaiH CXigHOI Ta MiBAEHHOCXiIHOI A3ii, BKTIOUYalOYX Malli€HTIB 3

IIe4iHKOBOI0 HEOCTATHICTIO, IOYAaTKOBA [03a eIbTPoMOoIary Mae CTaHOBUTH 25 Mr 1 pa3 Ha go0y
(muB. po3min «®apMakOKiHETHKA).



Heo0xigHO KOHTPOJIIOBATH KiNTbKiCTh TPOMOOIIUTIB Ta KEPYBATUCS CTaHIAPTHUMU KPUTEPisMU OIS
mopablinol Mmogudikarlii gos.

Himu.

PeBonap, TaGneTku BKPUTI M1iBKOBOIO 060JIOHKOIO0, HE PEKOMEHAYETHCS IJIs1 JIIKyBaHHS [iTel BiKOM
no 1 poky 3 xporiuHoto ITII y 3B’s13Ky 3 HEIOCTATHICTIO aHUX IOA0 ePeKTUBHOCTI Ta Oe3meKu
mpemnapary.

Hanux mono epeKTUBHOCTI Ta 6e3meKu eapTpoMOonIary s miTed Ta mimmiTKiB (< 18 pokis) 3
TPOMOOLUTOIEeHi€l0, TOB’s13aH0I0 3 XpoHiuHUM BI'C ab6o TAA HeMae. [TaHi BifCyTHi.

Ilepedo3yeanHns.
Cumnmomu.

[Tig 4yac KITiHIYHUX OOCTIgXKeHb 3a y4acTo xBopux Ha ITII cnocTepiraBcs OOQUH BUMAHOK
nepeno3yBaHHs, Koy xBopuit npuiitHas 5000 Mr enbrpombomnary. [ToBimoMeHHS po Mo0iYHy
peaxliiio BKJII0Yasiy oMipHe BUCUIIAHHS, TPAaH3UTOPHY OpafirKap/ilo, CTOMJIEHICTh Ta MiBULIEHHS
piBHS TpaHCcaMiHa3. PiBeHb ITe4iHKOBUX (DePMEHTIB, 1[0 BUMipIOBaBCS Mix 2-M Ta 18-M mHeM micms
nepeno3yBaHH, HifABUIIKBCA y 1,6 pa3u Buille BepxHb01 Mexki HopMu it ACT, y 3,9 pasu - gna AJIT
Tay 2,4 pasu - mis 3aranbHOro 6inipy6iny. Kinekicts TpomMOoIruTiB cTaHoBmta 672 000/Mkit Ha 18-
IeHb IicyIs mepeo3yBaHHs, MaKCUMabHUM piBeHb TpoMOo1uTiB cTanoBuB 929 000/MK. Vi mobiuni
peaxtii MUHYIY Ticns NTiKyBaHHS 6e3 YCKIagHeHb.

JIiKyB8aHHA.

Y pe3ynbTaTi nepeno3yBaHHS KiTbKiCTh TPOMOOLIUTIB MOXKe HaAMipPHO 3POCTH i CIIPUYUHUTHI
TpoMOOTHYHI/TpoMOoeMOo TiuHi ycKmagHeHHs. [Ipu nmepeno3yBaHHi Cllig IPUAHSTH [TePOPabHO
IIperapaTyd MeTaJliB, 10 MiCTSITh KaTiOHH, TakKi K Kasbllii, a/llfoMiHiit abo MarHii, Ojis yTBOPeHHS
XenaTHUX KoMOiHali# 3 embTpoMOonaroM Ta oOMexXeHHs Woro abcop6iii. Crig peTenbHO
KOHTPOJIIOBATH PiBeHb TPOMOOIUTIB. [IOBTOPHO iHillifoBaTH JTiKyBaHHS €TbTPOMOOIIaroM MOXKHa
3riflHO 3 HABeeHUMHU PeKOMeHaIisiMu (OuB. Po3min «Crmocib 3acTOCYBAHHS Ta TO3U»).

OckinbKy enbTpoMOOTIar He BUBOOUTLCS HUPKAMHU y 3HAUYHIN KiTbKOCTI i BEIMKOIO MipOI0 3B’I3Y€EThCS
3 Ginkamu mia3Mu, reMopiani3 He 6yne ebeKTUBHUM METOHOM ejliMiHallii ebTpoMbonary.

ITo6iuni peakuii.
ImMyHHa mpombouyumoneHis y dopocaux navienmie 3 ITII ma dimet

Besneky 3acTocyBaHHs IpenapaTy PeBosaf OLiHIOBANX Y AOPOCIUX MallieHTiB (Nn=763) B paMKax
00’eTHAHUX, TOOBIMHUX CIIMUX, M1ale00-KOHTPoIboBaHuX gociimxkens TRA100773A ta B,
TRA102537 (RAISE) i TRA113765, B skux 403 marieHTa oTpuMyBaiu npenapat Pesonag, a 179
MalliEHTIB OTPUMYBaJH IIale00, OKPiM JaHUX, OTPHMaHUX 3a pe3y/ibTaTaMU 3aBEPIIEHUX BiTKPUTUX
pocmimxens (n=360) TRA108057 (REPEAT), TRA105325 (EXTEND) ta TRA112940. ITarienTtn
OTPUMYBAJIM JOCIIIIXKYBaHUH IIperapaT mpoTsAroM no 8 pokis (B pamkax EXTEND). Haii6inbim



CepU03HUMHU NMOOIYHUMY pPeakLisMu OyIu relaTOTOKCUYHICTh Ta TPOMOOTHYHI/TpoMOoeMOoTiuHi
ycknagHeHHs. Haibinpir gacTi no6iuni peaxuii, o BuHUKamu npuHaiMHi y 10 % mariieHTis,
BKJTIOYAJIU: HYIOTY, Aiapelo Ta MifBUILEHHS PiBHS allaHiHaMiHOTpaHCcdepasu Ta O0inb y CIuHi.

Besmneka 3acTocyBaHHS IpenapaTty PeBomnap miTsM (BikoM Big 1 mo 17 pokiB) 3 monepemHbo
nikoBaHoto ITII 6yna mpomeMOHCTpOBaHa y ABOX mociimkeHHsaxX (n=171). PETIT2 (TRA115450)
SIBTISITIO cO00I0 TOfIBiliHE CIIile, BiIKpHUTe, paHIOMi30BaHe, M1aned0-KOHTPOIbOBaHEe MOCIIIXKEHHS, 1110
CKJIafiajIoch 3 JBOX YacTuH. IlaIfieHTiB Oy10 paHmoMi30BaHO y CIIiBBigHOIIEeHH] 2:1 g0 rpynu
3acTocyBaHHS Ipenapaty PeBonap (n=63) abo mnarebo (n=29) npotsarom 13 TUXKHIB y
panpomizoBanuit mepion mocuimxkenus. PETIT (TRA108062) sBisiio co6oo BimKpuTe i moaBiiiHe
ciine, paHmomizoBaHe, MIare60-KOHTPOIbOBaHE JOCITIIXKEHHS B KOrOpTax 3 BiICTPOYEHUM 3a YacoM
Ha0OpOM MallieHTiB, 10 CKJIafanocs 3 3 yacTuH. [lalieHTiB 6yn0 paHIoMi30BaHO y CIIiBBigHOIIEHH]
2:1 mo rpymu 3acTocyBaHHS IpemnapaTty PeBonan (n=44) abo nnarne6o (n=21) npoTarom 7 TUKHIB.
[Tpodins HebaxkaHUX peakiiii OyB MOPIBHAHHUM 3 TUM, SKUH CIIOCTEPIraBCsS y JOPOCIUX, 3
OOOaBaHHSAM OesSKuX HeOakaHUX peakilid, BiTMiueHUMU 3HAKOM « 4 » B Ta0Onulli Huxk4ye. Haubinbi
nomupeHUMH HebaxxaHuMu peakuismu y giteit 3 ITII Bikom Bif 1 poky (=3 % Ta Oinblie, HiX B rpymi
nnane6o) Oy iHbeKIlis BepxHiX OUXanbHUX IUISXiB, Ha30(papUHTIT, Kallleb, mpekcis, 0inb B
IITyHKY, 6isb B pOTOTNIOTIN, 3yOHUM 6inb, i puHOpes.

TpombouumoneHis, nos’a3axa 3 gipycom 2enamumy C, y dopocaux nauieHmis

ENABLE 1 (TPL103922 n=716, n=715 nikyBanucs enbrpomOomnarom) Ta ENABLE 2 (TPL108390
n=805) sBmsimu co0010 paHOOMi30BaHi, MOABiHHI Ciimi, mIane60-KOHTPOIbOBaHi, 6araToleHTPOBI
MOCTimKEHHS 115 OIliHKY 6e3meku Ta eheKTUBHOCTI ITpenapaty PeBomnap y maijieHTiB 3
TPOMOOLIUTOIIEHI€EI0, TIOB’sI3aHOI0 3 BipycoM remaTtuty C, gKi, B iHIIOMY BHIIaKy, Majy IIpaBo
PO3MmoYaTy IPOTUBIPYCHY Tepalito. Y HOCHigKeHHAX renaTtuTy C MOmysiiio A7 OIliHKu 0e3rmeKu
CKJlafia/iv BCi paHAOMi30BaHi MallieHTH, IKi OTPUMYBAJIX HOCIiAKYBaHUY [IpenapaTr y IoOBITHOMY
crinmomy nepiopi mig 9ac Yactunu 2 gocnimxkenus ENABLE 1 (nmikyBaHHS mpemnapaToM PeBomnap
n=450, nixkyBaHHs mane6o n=232) ta pocuigxkennss ENABLE 2 (nmikyBaHHS IIpellapaToM PeBonan
n=>506, nmikyBaHHS mnane6o n=252). [Ta1ieHTiB aHani3yBanu BifNIOBIAHO N0 3aCTOCOBAHOI CXeMU
JiKyBaHHS (3arajbHa MOMYJIALis A5 OL[iHKY O6e3MeKy y MOABIHOMY CIIiIloMy Iepiofii, mpemapar
PeBostam n=955 ta mname6o n=484).

Haibinpi cepiio3HuMy NOOIYHUMY peakilisiMU, BUSBIIEHUMH ITifl 4ac mociimxkeHsb Teparii ITIT abo
BI'C, 6ynu remaTOTOKCHYHICTE i TpOMOOTHYHI/TpoMO0eMOOTiYHI YCKITagHEHHS.

Haiibinpim yacTuMu oGiYHUME peakiiamu (nepeHeceHuMu npuHaiMui 10 % nauieHTiB) 6yab-9KOT0O
CTyIeHs B HoCTimxkeHHsX JTikyBauHs ITIT abo BI'C 6ynu ronoBHuit 6inb, aHeMist, 3HUKEHHS alleTUTY,
0e3COHHS, Kalllellb, Hy[I0Ta, Aiapes, rinepOinipybinemito, anormerrisi, ceepbix, 6inb y M'sg3ax,
rimepTepwmisi, BToMa, TPUIIONOAiOHI 3aXBOPIOBAHHS, aCTeHis1, 03H00 i mepudepuyHi HaOPSKH.

TA%CcKa anaacmuyHa aHemia y 00pocAux NauieHmis

Besnexy PeBonany mpu amiacTAYHINA aHeMil TSXKKOTO CTyIeHS OLIHIOBAJIM Iiff Yac MPOBEOEHHS
HEKOHTPOJIbOBAHOTO BiZKPUTOTO OOCiKeHHS 3a y4acTio 43 maifieHTiB, B skoMmy 11 namieHTi (26 %)
OTPUMYBAJIH JTIKyBaHHS IPOTATOM > 6 MicAIiB, a 7 mauieHTiB (16 %) oTpuMyBanu TiKyBaHHS
npotsiroM > 1 poky. Haibinbm yacTi mo6iuHi peakiii, 1110 BUHUKaIKM npuHaMHi y 10 % maiieHTis,
BKJIIOYAJIU: TOJIOBHUY 0inlb, 3artaMopo4YeHHs, 6e3COHHS, Kalllesb, 3afUIIKYy, Oi/1b Y POTOTIIOTL,
PUHODEIO, HYOOTY, Oiapelo, 6inb y XKUBOTI, 30iIbIIeHNN PiBEHb TpaHCaMiHa3y, eKXiM03, apTpalriio,
M’s130Bi cra3my, Oinb y KiHIiBKaX, BTOMY, (GeOpunbHy HeHTPOIEeHilo Ta IipeKciio.

[To6iuHi peaxiiii, mpo sIKi MOBIMOMIISITIOCS B HOCHIIXKEHHSIX 3a Y4acTi0 763 mOpOCIux maiieHTis Ta 171



natieHTiB gutga4oro Biky 3 ITII, 1520 namienTis 3 BI'C, 43 manienTiB 3 TAA Ta micnsipeecTpalliiHux
3BiTax, MepenivyeHi HuK4e 3a Kinacudikariero MedDRA 3a 4acTOTOI0 BUHUKHEHHS. B MexKax KOXKHOTO
KJIaCy CUCTEMHU OpTraHiB Mo6iuHi peakilii Ha miKapchKui 3aci0 KiacupikoBaHO 3a YaCTOTOIO, [Ie Ha
nepiIoMy Miciri #nyTh no0iYHi peakiiii, 110 3ycTpivyaloThCs HalvacTimnie. YacToTy BUHUKHEHHS KOXKHOI
no0iyHOI peakilil BKa3aHo i3 3aCTOCyBaHHSIM TaKoro ymoBHoro nopiny (CIOMS III): oyxe gacTo
(31/10), gacto (31/100 Ta < 1/10), HeuyacTo (31/1000 Tta < 1/100), pigko (31/10000 Tta < 1/1000), my=xe
pigko (<1/10000), HeBimoMO (3a HasIBHUMU JaHUMHU YaCTOTY BU3HAUUTU HEMOXKIINBO).

[Ipu nikyBanHi [TTI.

Knac cuctemu opraniB [Yacrora |[[loGiuna peaknisi

[HdeKIIil Ta iHBa3il myxe yacto|Hasodapunrit’, iHdexilis BepXHIiX QUXalbHAX MUIAXIiB®
4acTo DapuHTiT, I'PUIl, TEPIeC POTOBOL TOPOXKHUHMY, THEBMOHIS,
CHHYCUT, TOH3UWIIT, iHQEKIlil AuXanbHUX IIJIAXIiB, TiHTIBIT
HE4YacTo [Hekis WKipu

HoBOyTBOpEHHS HE4acTO Pak peKTOCHTMOITHOTO BififIilTy TOBCTOI KUIITKA

noOpOsIKiCHi, 37T0SIKiCHI Ta

HeineHTH(hiKoBaHi

(BKITI0YAIOYH KiCTH Ta

[IOJTIiIIN)

[TopymieHHS 3 6OKY 4acTo AHeMist, e03uHOPiITisI, TEUKOIIUTO3, TPOMOOLIUTOIEHIS,
CACTEeMU KPOBI Ta SHUKEHHS PiBHIB reMorno0iHy, 3HNKEeHHS PiBHIB JIEMKOIUTIB
TiM(paTHYHOI CHCTEMHU HEe4acTo AHI301IMTO3, TeMOJIITUYHA aHeMisd, MieJIoOIUTO3, IiNBUIIeHHS

PiBHIB mMaNYKOSIIePHUX HeUTPOdisiB, HAsSBHICTb Mi€IOLUTIB,
iTBUINEHHS KiTbKOCTi TPOMOOITUTIB, IMiIBUINIEHHS PiBHIB

reMorsio0iHy
[TopymeHHs 3 6OKY He4YacTo [inepyyTAuBICTh
iMyHHOl CHCTEMU
[TopymreHHs 3 60Ky 00MiHY [4acTo [imokamiemis, 3HUXKEHHS alleTUTy, MiJBUIeHHS PiBHIB
PEYOBUH Ta XapuyyBaHHSA CEY0BO1 KUCJIOTH B KPOBI
HeyacTo |AHOpeKcCid, nojarpa, rinoKaibliieMis
[TcuxiuHi po3nagu qacTo [TopyllleHHs CHY, AeNpecis
HEYacTo ATiaTisg, 3MiHUM HACTPOO, IJIAKCUBICTh
[TopytieHHS 3 6OKY 4acTo [TapecTe3is, rinectesisi, COHIUBICTh, MITPEHb
HEPBOBOI CUCTEMU HeyacTo [[peMop, mOpylLIeHHS PiBHOBAru, Ou3ecTesis, reMinapes,
[mirpens 3 aypoio, nepudeprudHa Helpomnaris, mepudeprudHa
CEHCOpHa HeupoIaTis, MOPYILIEHHS MOBJIEHHS, TOKCUYHa
HeWpomnaTis, CyIUMHHUM TOJIOBHUH 6ib
[TopyuieHHs 3 60Ky OpraHy [4acTo CyxicTh B 04aX, HEUiTKiCTh 30Dy, Oifb B 0UaX, 3HUKEHHS
30py TOCTPOTH 30pY

HedyacTo | IeHTUKyNsipHE IIOMYTHIHHS, aCTUTMaTH3M, KOPTHKalbHa
KaTapakTa, IiiBUIlleHa CJIb030TeYa, peTUHAJIbHI remMoparii,
peTHHaNbHa MIirMeHTHA eliTeNionaris, MoriplieHHs 30Dy,
MOPYILIEHHS TECTiB 3 TOCTPOTU 30Dy, Onedaput Ta cyxun
KepaTOKOH I0OHKTUBIT

[TopymieHHs 3 00Ky OpraHy [4acTto Binb y ByxaX, BEPTUTO

CIyXy Ta nabipuHTy
[TopymenHs 3 60Ky cepus |HedacTo [[axikapgisi, rocTpuii iHpapKT MioKapaa, KapAioBacKyIspHi
[IOPYIIEHHS, [[ilaH03, CHHYCOBa TaXikKaphis, IONOBXEHHS
inTepBany QT Ha eneKTpokapmiorpami

[TopymieHHs 3 60Ky CyauH [4acTo [Tpom603 rubOKKX BeH, reMaTOMa, IPUIIJIUBY Kapy
HE4acTo Em6o0misi, TpoMO0G1ebiT MOBEPXHEBUX BEH, TOYEPBOHIHHS
00IMYYs




[Topy1iieHHS 3 00Ky
MUXaIbHOI CUCTEMH,
TPYOHOI KJIITKY Ta
CepenoCTiHHSI

Iy2Ke 9aCTO

Karmmemns*

1acCToO

Binb y porornoTui’, pubopes®

[HEe4YaCTO

JlereneBa eM00isi, iHbapKT JieTeHiB, HEMPUEMHI BiIUyTTS y
HOCOBi¥ ITOPOXKHUHI, ITOSIBA TyXUPIIiB Ta 6iNb y POTOTIOTII,
YCKJIagHEHHS 3 00Ky Ha3aJIbHUX CUHYCIiB, CHHIPOM Hi4HOTO
QIIHOe

[Topy1eHHs 3 60Ky
IT1JTYHKOBO-KHUIIIKOBOT'O
TPAKTy

my»Ke 4acTo

Hyporta, miapes

1aCTO

CyxXicTb y pori, 3yOuui 6ine’, GmoBaHHs, Oilb y XKUBOTI¥,
KPOBOTEYA y POTOBIiY IIOPOXKHUHI, 30YTTH
* Iyxe nomupeHi y gitei 3 ITTI

[HEe4aCTO

CyxicTb y poTi, T7IocOguHis, O0JiCHICTL KUBOTA,
3HeOapBIeHHS BUIIOPOXKHEHb, XapuyoBe OTPYEHHS, 4acTa
medekallis, reMaTeMe3nc, JUCKOMMOPT y POTi

[lopy1ieHHS 3 OOKY
MMeYiHKY Ta >KOBYOBUBIOHUX
MITSIXiB

my>Ke 4acTo

36inbIeHHs PiBHA anaHiHaMiHOTpaHC(epasn'

1aCTO

30ibIIeHHS PiBHS acmapTaTaMiHoTpaHCchepasy
rinep6inipybinemisi, nopyuieHHs QYHKINI MediHKK

HEYacTo XonecTas, ypaxKeHHS [IeYiHKHY, TelaTUT, MeEJUKaMeHTO3He
ypaxkKeHHS MeYiHKU
[TopymeHHs 3 00Ky IIKipH [4acTo BrcumiaHHs, anomneris, Tineprigpos, reHepani3oBaHuil
Ta OiOMIKIpHUX TKAaHUH cBepOixk, merexii
HE4acTo Kponus’'siHKa, epMaTo3, X0JIONHUY IIiT, epuTeMa, MeJIaHo3,
[OpYILIEHHS ImirMeHTallil, 3He6apBIeHHs LIKipH, TyIIeHHS
MIKipu
[Topy1ieHHs 3 6OKY myKe dacTo|bink y criuHi
CKeHeTHOjM'HBOBO'l' Ta JaCTO Mianrisi, cymoMu M’g3iB, CKeJIeTHO-M 130BUY 0inb, Oinb y
CIIOJIy49HOl TKAaHWHHA IKicTKax
HeyacTo  |M’si30Ba ciaOKicThb

[TopymieHHs 3 60Ky HUPOK i
CEYOBUBITHUX LIJISAXIB

1aCTO

[TpoTeinypis, 30inbIeHHS PiBHS KpeaTUHIHY B KPOBI,
TpoMOOoI[MTapHa MiKpOaHTioNaTis 3 HUPKOBOIO
HeIoCTaTHICTIO"

YCKIIQOHEHHS IIPOIEenyp

HedacTo |HupKoBa HEIOCTATHICTH, JEUKOLUTYPisd, BOBYAKOBUU HEPDUT,
HiKTypisi, 30iNbIIeHHS PiBHS CEYOBUHU B KPOBi, 30i/bIIeHHS
CIiBBiJHOIIEHHS IPOTEIH/KpPeaTuHiH y cevi
[TopymieHHs 3 6OKY 4acTo Menoparii
PENpPONYKTHBHOI CUCTEMU
Ta MOJIOYHOL 3aJI031
3arasbHi IOPYIIEHHS Ta  [4acTo JluxoMaHKa*, 6ifb y IPyOsiX, acTeHis
CTaHU B MicCIi *[lyxe nomupeni y giveu 3 ITT1
3aCTOCYBaHHA HedacTo  |BiguyTTsa XKapy, reMoparil y Micli yHKIIil CyOUH, BiT4yTTS
TPUBOXKHOCTI, 3alajieHHsl paH, He30yKaHHs, BIIUyTTI
CTOPOHHBLOT'O Tisla
JTaGopaTopHi maHi JacTO 30inpiIeHHs PiBHSA MyXKHOI dhocdaTasy KpPoBi
HE4acTo 30inblIeHHS PiBHSA anb0yMiHy KpOBi, 30inbIIeHHS 3araJlbHOTO
piBHS OiNKiB, 3MeHIIIEHHS PiBHS anbO0yMiHy KpPOBi,
30inbIneHHs piBHSA pH ceui
[IpaBMH, OTPYEHHS Ta HEe4acTo CoHSIUH] OmiKu

¢
0o 17 poxkiB).

+

IomaTkKoBi MoOiyHi peakirii, 0 CIIOCTEPIral0ThCA i Yac mefiaTPUYHUX OOCITiIXKeHb (BiKoM Bim 1

30inpiIeHHs PiBHIB anaHiHaMiHOTpaHC(]epa3y Ta acrapTaTaMiHOTpaHChepa3u MOXKYTh

BMHHUKATH OMHOYACHO, X04a i 3 MEHIIIOI YaCTOTOIO.




t

He[oCTaTHICThb

[Ipu nmikyBauHi BI'C

a30M 3 IPOTUBI

CHUM NiKVBaHHSIM iHTE

3TpyIoOBaHe 3a IMePEeBaXKHUMU TEPMiHAMU T'OCTPE MOPYLUIEHHS QYHKINI HUPOK Ta HUPKOBA

epOHOM Ta pubaBiprHOM).

(BKIIOYAIOYH KiCTH Ta
TIOJTIIIN)

Knac cucremu opradis [Yacrora |[Iobiuna peaknis

[Hbekil Ta iHBa3il JacTO [HbeKIis ceYOBUBIMHUX MINSXiB, iHGEKITis BEpXHiX
nuXaJibHUX IIISXiB, OPOHXIT, Ha30(apUHTIT, TPUII, TepIIec
POTOBOI NOPOKHUHU

HEeYacTo CacTpoeHTepUT, GapuHTIT

HoBOYTBOpEHHS JacTo 3710KiCHi HOBOYTBOPEHHS IEYiHKU

noOposiKicHi, 3M0sKicHi Ta

HeimeHTH(iKOBaHI

[TopymeHHs 3 60Ky CUCTEMHU |TyKe 4acTo JAHeMis

KPOBi Ta nmimMdaTuyHOl 4acTo Jlimpomnenis

CHCTEMH HEYACTO ['eMoiTUYHA aHEMis

[TopyuieHHs 3 60Ky 00MiHYy |myKe 4acTo |SHUKEHHS alleTUTY

PEYO0BUH Ta XapiyBaHHA 4acTo [inepriikeMisi, maTOJIOTiYHa BTPAT MacH Tina

[IcuxiuHi po3nagu 4acTo [lenpecis, HECIIOKiN, OPYIIEHHS CHY
HEYacTo [lopyieHHs CBiZOMOCTI, 30yIKEeHHS

[Topy1ieHHs 3 60Ky HEPBOBOI

Iy’Ke 4acTo

CooBHUY Oib

CACTEMH 4acTo 3amaMOpOYeHHs, IOPYLIEeHHS yBaru, JUCTeB3is, Ie4iHKoBa
eHnedanonarisi, neTapris, NOPyILIeHHS IIaM'sTi, TapecTesis

[TopyteHHs 3 60Ky OpraHy [4acTo KaTapakTa, eKCyJaTH CiTKiBKH, CYXiCTh B 049aX, KOBTSIHHUIA

30py 04el, KDOBOBUIIUB B CITKIBIIi

[TopyueHHs 3 00Ky OpraHy [4acTo BepTuro

CIyxXy Ta nabipuHTy

[TopymeHHs 3 00Ky ceplig  |4acTo [TocuneHHs cepuebUTTs

[Topy1uieHHs 3 6OKY myxe 4dacTo [Kamernb

IMXaJIbHOL CUCTEMH, TPYOHOL
KJTiITKM Ta CEPeNOCTiHHSI

4acCTo

3apuika, 6ifk B POTOTJIOTIN, 3aiUIIIKA TP PisuduHOMY
HaBaHTaXXEHHi, Kalleslb 3 MOKPOTUHHSIM

[lopy1eHHS 3 O0KY

my’Ke 4acTo

HynoTa, miapes

CITOJIYYHOI TKaHUHU

[ITyHKOBO-KHIIIKOBOT O JaCTO BrtoBaHHS, acuut, O6inb B IMITYyHKY, Oi/1b Y BepXHixX Bigminax
TPAKTy [IKT, gucmencis, CyXiCTb B POTi, 3a110p, 3OYTTs, 3yOHUM
0in1b, CTOMaTUT, TacTpoe3odareanbHa pediokcHa XBopooa,
reMoOpoy, TCKOM@OPT B IIIYHKY, BAPUKO3HE POIIIUPEHHS
BEH
HEe4acTo KpOBOBUJIKB 3 BEH CTPaBOXOMY, TaCTPUT, BUPA3KOBUM
CTOMATHUT
[TopymeHHs 3 00Ky IEYiHKHU [4acCTO [inepOinipy6iHeMis, XKOBTSIHULS, MEJUKaMEHTO3HE
Ta JKOBYOBUBITHUX IIISIXiB ypaxKeHHS MeYiHKU
HE4YacTo TpomM003 MOTPabHOI BEHH, MeYiHKOBA HEIOCTATHICTh
[TopymienHs 3 00Ky mKipu  |gyxe dacTo |[CBepOix
Ta MIAIIKIPHUX TKaHUH YacTo BucwuIl, CyXiCThb IIKipH, €K3eMa, BUCHII 3i cBepOexeM,
epuTeMa, Tilleprigpos, reHepari3oBaHuil CBepOixK, amomelris
HEYacTo [MIkipHi ypaXXeHHs, 3MiHa KOJIbOPY LIKipH, TinepuirMeHTanis
[IKipy, HiYHE MOTiHH
[Topy1eHHs 3 60Ky nyxe dacTto [Mianris
CKeJIeTHO-M s130BO1 Ta 4acTo ApTparris, M’s130Bi crta3mu, O0itk B criuHi, OiTh B KiHITiBKaX,

CKeJIeTHO-M 930BuH 0ijib, Oi/Ib B KiCTKAX




CTaHU B MICLi 3aCTOCYBaHHA

[TopymieHHs 3 60Ky HUPOK i |HEYacTo TpoMOOoIIMTapHa MiKpPOaHTiOIaTist 3 TOCTPOI0 HUPKOBOIO
CEYOBUBIIHUX IIJISIXiB HEeIOCTaTHICTIO, oU3ypis
3araibHi IOPYLIEHHS Ta myzxe yacTo [[lipekcisi, BTOMJIOBaHICThb, TPUIIONONIOHNIM CUHOPOM,

ACTeHis, 03H00

4acCTo

[ patiBmuBicTh, 6inb, HE3MyKaHHS, PeaKIlis B MiCIli iH’eKIIii,
0i/1b B TPy[SIX HECepleBOro MOX0AKeHHs, HaOpSK,
neprudepryHnil HaOPSK

HEe4YacCTO

CBep0ix B MicIi iH'€KIIii, BUCHUI B MiCIIi iH’€KITii,
mcKoMGOPT B IPYASX

JTaGopaTopHi maHi

9aCTO

[ligBuinieHHA PiBHIB OiNipy0iHy B KpOBi, 3HUKEHHST MacCH
Tijla, 3HUXKEHHS PIBHIB JIEUKOLUTIB, 3HUXKEHHS PIBHIB
reMorjI00iHy, HEUTPOIIeHis, migBUIeHe MiXKHAPOIHE
HOpPMaJIi30BaHe BiMHOIIEHHS, IIO[N0BXEHHS aKTUBOBAHOT O
JaCTKOBOT'0 TPOMOOIIJTACTUHOBOTO Yacy, MiABUIIEHHS PiBHIB
TJII0KO3U B KPOBi, 3HMKEHHS PiBHIB ambOyMiHy B KpOBi

HE4YaCTO

[TopoBxkenHd iHTepBany QT Ha eneKTpoKapgiorpami

'3rpynoBaHa 3a mepeBaXXHUMHK TePMiHAMH OJIrypis, HAPKOBA HEJOCTATHICTh Ta IOPYLICHHS QyHKIIil

HUPOK

[Monynauig gocmimxkennd TAA.

Kinac cuctemMu oprasis

YJacToTa

ITo6iuHa peakiist

[TopytmeHHs 3 60Ky CUCTEMHU
KPOBi Ta nmimMdaTuyHOl
CHCTEMHU

1aCTO

HelTponeHis, iHQapKT cene3iHku

[TopymeHHs 3 60Ky 00MiHy [4acTo [TepeBaHTaXKEeHHS 3al1i30M, 3HMXKEHHS alleTUTY,
[PEYOBUH Ta XapyyBaHHS CiOTIiKeMis, MiIBUIIIEHHS alleTUTY
[Icuxiuni posnagu 4acTo [ pUBOXKHICTH, Jenpecis

[Topy1ieHHs 3 60Ky HEPBOBOI

my’Ke 4acTo

["oymoBHMIL OiNtb, 3aIaMOpPOYEHHS

CUCTEMH 4acTo HenpuTOMHICTD

[lopy1ieHHs 3 00Ky opraHy [4acrto CyxXiCTb B 04aX, KaTapakKTa, KOBTAHUI[A O4el, 3aTyMaHeHHs

30py 30Dy, NOTIpIIeHHs 30Dy, IaBaloyi IOMYTHIHHA
CKJIOIOAIOHOTO Tina

[lopy1eHHS 3 00Ky nyxe dacto [Karens, 6iyib B pOTOTJIOTIi, pUHOpEs

IVXaJIbHOL CUCTEMH, TPYOHOL

KITITKH Ta CepeoCTiHHS 4acTo HocoBa KpoBoTeua
[Topy1eHHS 3 00Ky nmyxe dacto |[diapes, HyfoTa, KpOBOTOYUBICTh ACEH, OiJIb B IITYHKY
[I1JTyHKOBO-KUIIIKOBOT'O JaCTO YTBOpEHHS MyXUpLiB HA CTU30Bii 06010HII poTa, 6ib B
TPAKTy POTOBiY MOPOXKHUHI, OMI0OBaHHS, OUCKOMQOPT B LIIYHKY,
3aI0p, 3OyTTA, gucdaris, 3He6apBlIeHHS BUTIOPOXKHEHE,
HaOPSK f31Ka, TOPYIIeHHS MOTOPUKY LIITYHKOBO-
KUIIIKOBOT'O TPAKTy, METEOPU3M
[TopymieHHs 3 00Ky mediHky |myxKe dacTo [[ligBuieHHs piBHIB TpaHCaMiHa3
Ta JKOBUOBUBINHUX IUIAXIB  [gacTo [TinBuILeHHS PiBHIB OiipyGiHy B KPOBI
(rinepbinipybiHemist), KOBTSIHUIIA
HeBigoMO |MeguKaMeHTO3He ypaxKeHHS MediHku*
* Bumagky MeIuKaMeHTO3HOTO YpakKeHHS MediHKu 0yIu
3apeecTpoBaHi y nanieHTis 3 ITII Ta BI'C
[TopyueHHs 3 00Ky IIKipu  [4acTo [Tetexii, Bucut, cBepOixkK, KPOIIUB'THKA, IIKIPHI ypaXKeHHS,
Ta MiAIIKipHUX TKaHUH [MakynsapHu BUCUI
HeBifoMO  |3MiHa KOJIbOPY LIKipH, rinepnirMeHTalis MKipu
Musculosketal and myxe dacTo |JAptpanris, 6ib B KiHITiBKax, M’s130Bi clla3Mu
connective tissue disorders [gacTo Binb B cnumHi, Mianrig, 6inb B KicTKax




[TopyueHHs 3 00Ky HUPOK i [4acTo XpoMatypis
CEYOBUBITHUX LIJISXIB

3arasipHi IOPYLIEHHS Ta mye dacTto [BToMIOBaHICTS, mipeKcis, 03H00
CTAQH¥ B MiCIIi 3aCTOCYBaHHS [gacTo AcTenis, nepudepuynnil HaOPSIK, HE3MyKaAHHS
JlaGopaTopHi gaHi 4acTo [TinBuieHHs PiBHIB KpeaTuhoCchOoKiHa3M B KPOBi

Onuc desxux nobiuHUX peakuil

Tpom6GoeMObomiuHi yCKIagHeHHS

Y 3 KOHTPOJIbLOBaHUX Ta 2 HEKOHTPOJIbOBAHUX KIIIHIYHUX OOCIIIKEHHAX 3a y4acTio 446 qopocnux
xBopux i3 ITTI, gxki nmikyBanuck enbTpoMbonaroyM, y 17 mauieHTiB BUHUKIIO 3aranoM 19
TpoMO0eMOOTiYHNX YCKIIafHEHb, 110 BKJII0Yasy (y MOPSAOKY 3MEeHIIeHHS YaCTOTH BUHUKHEHHS)
TpoM003 IrIuO0KuX BeH (6), nereHeBy em0oitio (6), rocTpuii iHpapKT Miokappa (2), nepebpanbHu
indapxkr (2), emboriio (1) (muB. po3nin «OcobIUBOCTI 3aCTOCYBAHHS»).

Y n1ane60KOHTPOILOBAaHOMY KIiHIYHOMY AOCTiAKeHH] (228 malfieHTiB) micns 2 TUXKHIB TiKyBaHHS
nepeq iHBa3iliHUMU nporienypamMu y 6 3 143 (4 %) DOpOCUX MAIi€HTIB i3 XpOHIYHUME XBOpPOOaMu
MeYiHKH, SKi JTiKyBaIuCh €IbTPOMOOIIaroM, BUHUKIIO 7 TPOMO0eMOO iYHIUX YCKITafHEHDb Y CUCTEMI
nopTanbHuX BeH Ta 'y 2 3 145 (1 %) nauienTiB 3 mnanebo-rpynu BUHUKIO 3 TpoMOoeMOomiuHi
yCKIIafiHeHHs. Y 5 3 6 mallieHTiB, gKi JTiKyBanuch ebTpoMOonarom, BUHUKIN TpoMOoeMOomiuHi
YCKJIafiHEHHS IIPH KinbKocTi TpoMOouuTis >200000/MK1.

3a BUHSATKOM KinbKoCTi TpoM6GoruTiB =200000/MKJ1, He Oy10 BU3HAUEHO iHIINX CIIeluGiYHUX PU3UK-
(bakTopiB Mallie€HTiB, y IKAX BUHUKAIN TPOMO0oeMOOTiuHi yCKIagHeHHS.

Y KOHTPOJIbOBAHUX [IOCTIIKEHHSX MallieHTiB 3 TpoMOoLUTOIeHi€l0, XBopux Ha BI'C, siki oTpuMyBanu
Tepariio iHTepdeporom (n = 1439), y 38 3 955 (4 %), sKi oTpuMyBanu enbrpombomnar, i 6 3 484 (1 %)
NallieHTiB TPynH Iaiedo po3BUHYNINUCH TpoMOoeMbomiuHi ycknagHeHHs (TEY). 3a3Hadeni
TPOMOOTHYHI/TpoMO0eMOOIiYHi yCKIagHeHHS BKJII0Yall SIK BeHO3Hi, TaK i apTepianbHi ABUIIA.
Tpom0603 nopranbHOI BeHU € Haibinbi nomuperuM TEY B 060x rpymnax nikyBaHHS (2 % Talli€eHTiB,
SIKi oTpuMyBaju enbrpombonar, mpotu <1 % Tux, AKi OTpUMYyBaiH Iaiebo) (IuB. po3min
«Oco6IMBOCTi 3aCTOCYBaHHS»). Y MAIliEHTIB 3 HU3bKUM piBHeM anbOyMiny (< 35 r/m) abo MELD =10
Oyno 3adikcoBaHo BABiui Oinbimuil pu3uK po3BUTKY TEY, HiX y naiieHTiB 3 BUIIUM PiBHEM anbOyMiHY;
y marfieHTiB BikoM Bifl 60 pokiB pu3uk TEY OyB y 2 pa3u BUIIUM Yy OPIiBHSIHHI 3 MOJIOAIINMU
nalieHTaMuU.

[TeuiHKOBa HEIOCTATHICTD (IPU 3aCTOCYBaHHI 3 iHTephepoHOM)

XBopi Ha BI'C 3 1po30oM NediHKy IpHU OTpHMaHHi Teparil anbda-iHTepdhepoHOM MaloTh PU3UK
PO3BUTKY II€UiHKOBOI JeKOMIIEHCAIlil. Y 2 KOHTPO/IbOBaHMX KTIHIYHUX JOCTIIKEHHSIX 3a Y4acTIO
malieHTiB 3 TpoMOoiuToneHiew i BI'C mpo 03HaKX MMeYiHKOBOI IeKOMITeHcallii (aCLUT, TeYiHKOBY
eHI1ledasnonario, KpOBOTeYY 3 BApUKO3HO PO3UIMPEHUX BEH, CIIOHTAHHUYN OaKTepianbHUM IEPUTOHIT)
TIOBilOMIIsANIOCS YacTiiie B rpymi enbTpoMbonary (11 %), ik y rpymi nnarebo (6 %). V maiiedTis 3
HU3bKUM piBHEM anbOyMiny (< 35 r/n) abo mpu movyaTKOBOMY 3Ha4YeHHI MMOKa3HKKa 3a 1mKanown MELD
=10 6yno 3adikcoBaHO BTpUUi OiNbLIINY PU3UK MEYiHKOBOI JeKOMIIEH Callil Ta 30i/IbIIIeHHS PU3UKY
JleTaJIbHUX HEeCIPUATIIUBUX MIOAIU [TOPIBHAHO 3 TUMU, XTO MaB MEHIII Mi3HI0 CTafil0 3aXBOPIOBaHHS
nevinku. EnpTpomMbonar TakuM MallieHTaM CJlif IpU3HavyaTH TibKY IIiC/IST PETENIBHOTO PO3TIALY
OYiKyBaHUX IlepeBar y IOPiBHAHHI 3 pu3uKamu. [Ipu JIiKyBaHHI Nali€HTIB 3 TAKUMU
XapaKTepUCTUKaMU HeoOXigHO yBaXKHO KOHTPOJIIOBATU CUMIITOMU I1€4YiHKOBOI eKOMIeH callii



(muB. po3min «OcoOMMBOCTI 3aCTOCYBaHHSI»).

Pusuk eenamomokcu4yHocmi

[Tig yac KOHTPO/IHOBAaHUX KITIHIYHUX AOCTiAKEHb JTiKyBaHHS XpoHiuHoi ITTI i3 3acTOCyBaHHAM
enbTpoMOboIary crnocrepiranoch 30inbiieHHs: cupoBaTkoBux piBHiB AJIT, ACT Ta 6inipy0Giny.

Lli nopymenHs Oynu TerkKuMu (CTymiHb 1-2), Mamu 000POTHHM XapaKTep Ta He CYIIPOBOAXKYBaIUCS
KJTIHIYHO 3HAUYIIUMHU CUMIITOMaMH, 5iKi 6 CBiIUusIK Mpo nopyuleHHs QyHKIl neginku. Cepeq
y4acHUKIB 3 nnane00-KOHTPOJIbOBAHUX JOCHiXKeHb JTikyBaHHA [TT] y 1 marienTa rpynu muane6o i 1
nalieHTa rpynu eabTpoMbonary po3BUHYJIach e4iHKOBa HEIOCTATHICTD 4 CTyneHs. Y [IBOX mane6o-
KOHTPOJIbOBaHUX JOCTIIKEHHX JIIKyBaHHA AiTei (BikoM Bif 1 mo 17 pokiB) 3 xponiunoio ITTI, piBHi
AJIT, Ginbn HiXK y 3 pa3u BUIIi 3a BepxHI0 MexXy HopMu (BMH), 6ynu BctaHoBmeHi y 4,7 % Ta 0 %
NallieHTIB 3 TPy enbTpoMOoIary Ta muaiedo BignoBifHO.

Y [BOX KOHTPO/IhOBaHUX KIiHIYHUX AocigkeHHAX ¥ xBopux 3 BI'C piBai ACT a6o AJIT, 6inbu HiXK y 3
pasu Builli 3a BMH, Oynu BcTanoBneHi y 34 % Ta 38 % martiieHTiB 3 rpyn enbTpoMbomnary Ta nnauebo
BigmoBigHO. 3aCTOCyBaHHS eNbTPOMOOIIAry pa3oM i3 nerintepdepoHoM/pubdodiaBiHOM OB’ SI3aHO 3
HeTpsMoIo Trinepbinipybinemieto. PiBenb 3aranpHoro 6imipydiny = 1,5 x BMH 6yno BcTaHOB/IeHO y 76
% Ta 50 % marrieHTiB 3 Tpyn enbTpoMOONIary Ta mnanebo BimmoBimHO.

[Tig yac HenopiBHANBEHOTO gocTimxkeHHs ¢pa3u II MmoHoTepinal pedpakTreproi TAA pisui ACT a6o AJIT,
6inbin HiXK y 3 pa3u Buili 3a BMH, Ta 3aranbHoro (HemnpsMoro) 6inipy6iny, 6inbm Hix y 1,5 pa3u
Buiri 3a BMH,cnoctepiranuce y 5% manienTis. PiBHi 3aranbHoro 6inipy6iny, 6inbi Hik y 1,5 pa3u
Buili 3a BMH, cnoctepiranucse y 14% mnaifieHTis.

TpomGonuTONEH s MicHsa NPUNUHEHHS TiKyBaHHS.

3a maHuMHU 3 KOHTPOJIbOBAHUX KITIHIYHUX JOCHIAKEHD, CIIOCTEPIraIoCcs TPAH3UTOPHE 3MEHIIEHHS
PiBHS TPOMOOLUTIB HUKYe TI0YaTKOBOTO PiBHA IIiC/Is MPUNMHEHHS JIiKyBaHHA V 8 % MallieHTiB rpymnu
enbTpombonary i 8 % rpynu nnaiebo (ouB. po3nin «Oco6MMBOCTI 3aCTOCYBaHHSI»).

30inblIeHHS PiBHSA PETUKYIIHY YV KiCTKOBOMY MO3KY.

3a maHUMH KIiHIYHUX OOCTigXKeHb, He Oy10 BUSIBIEHO 03HAK KITIHIYHO 3HAUYIIUX IOPYIIEHb
KiCTKOBOTO MO3KYy a00 K/TiHiYHUX O03HaK, 5IKi 6 CBiIUMIIK PO MOPYIIeHHS PYHKIIII KiCTKOBOT'O MO3KY.
Y 1 nauieHTa NiKyBaHHS eabTpoMOonaroM 0yI0 IPUNUHEHO y 3B’93KY 3 [10SIBOI0 PETUKYIIIHY Y
KiCTKOBOMY MO3KY (OuB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

HI/ITOFeHeTI/I‘-IHi Ee@eKTI/I.

Y kninivHOMY mocnigkeHHi ¢a3u Il enmpTpoMObonary y modaTkoBik fo3si 50 Mr/moby (3 migBuIeHHIM
I03U KOXKHi 2 TUXKHI 10 MakcuMasbHOI 031 150 Mr/no0y) (ELT112523) 3a ydacTio nalieHTiB 3
pedpakTepHOI0 TAA, BUHMKHEHHS HOBUX IIUTOT€HETUYHUX NIATOJIOTiN criocTepiranock y 17,1%
mopocnux mnamieHTiB (7/41 (y 4 3 skux 6ynu 3MiHu B XpoMocomi 7)). MefiaHa 4acy [0 TIOSIBU
IIMTOTEHETUYHOI ITaTOJIOTil fopiBHIOBana 2,9 MicsIiB.

Y xniniunomy pocnipxenHi ¢asu I enprpombonary y mo3i 150 Mr/mo0y (3i 3MiHaMu 3ayiekHO Bif
eTHiIUHOI mpuHaiexXHOCTi abo BiKy BifimoBigHO o moka3anb) (ELT116826) 3a y4yacTio maljieHTiB 3
pebpakTepHO0 TAA, BUHUKHEHHS HOBUX IIUTOT€HETHYHUX [IaTOJIOTIN CIOCTepiranocs y 22,6%
nopocnux namieHTis (7/31 (y 3 3 axkux Oynu 3MiHU B XpoMocoMi 7)). Bci 7 mallieHTiB Manu HopMabHi
[IATOTEHETUYHI TapaMeTPU Ha BUXIAHOMY PiBHi. Y II€CTH Malli€HTiB BigMidanuch UUTOT€HETUYHI
nedeKTH Ha 3-My MicsIli JTiKyBaHHS enbTpoMOomIaroM. Y ogHOTO MallieHTa BifMidanuch



IIUTOTeHETUYHi Je@eKTH Ha 6-My MicAli JTiKyBaHHS.

[lig yac HEKOHTPOJILOBAHOTO BIIKPUTOI0 focifnkKeHHA TAA nanieHTaM IPOBOAMUIIN IIYHKINIO
KiCTKOBOTO MO3KY Ta OIliHIOBa/IM IuToreHeTnyHi nedektu. 8 (19 %) mairieHTiB Manu HOBI
IIUTOTeHETUYHi fedeKTH, BKIII0Yaloun 5 MallieHTiB, IKi Maiu 3MiHA B XpOMOCOMi 7. 3a pe3yiabTaTaMu
nBox notouHux pocinigxkeHb (ELT116826 ta ELT116643), nutorenetuyHi nedekTu Oyiu BUsSBIeH v 4
328 (14 %) Tay 4 362 (6 %) namieHTiB B KOXKHOMY OOCIiIKEHH.

['eMaTONI0Ti4YHI 3105KiCHI HOBOYTBOPEHHS.

3a maHMMK HEKOHTPOJIbOBAHOTO BimkpuToro mocuimkeHHs TAA 'y 3 (7 %) nauieHTiB 6yio
niaraoctoBaHo MJIC micys nmiKyBaHHS €IbTPOMOOIIAroM, y OBOX MOTOYHUX HOCITiIKEeHHSIX
(ELT116826 ta ELT116643) y 1328 (4 %) Tay 1 3 62 (2 %) marienTiB 6yno giaruocropano MJIC Ta
I'MJI.

Tepmin npudamHocmi. 4 pokwu.

YMoBu 30epiranHsi.

36epiratu nmpu Temmepatypi Hux4e 30 °C. 36epiratu y HeHOCTYITHOMY [JIS OiTeH MicIIi.

YnakoBka. ITo 7 TabneTok y 6micTepi 3 momiaminy/amoMinieBoi donbru/momniBininxnopuny. 1o 4
OmicTepu (mns TabmeTok mo 25 Mr) abo mo 2 Omictepu (gyst TabmeTok 1mo 50 MI') B KAPTOHHIM KOPOOIIi.

Kareropis Bignmycky. 3a pelenToM.

BupoOHUKH.

I'makco Onepewumac FOK JIT, Benuka bpuranis/

Glaxo Operations UK LTD, United Kingdom (Bupo6Huymeo, koHmpo.ib sikocmi)
I'makco BemnkoMm C.A., Icrianis/

Glaxo Wellcome S.A., Spain (BupobHuk 015 nep8uHHO020 ma 8MOPUHHO20 NAKYBAHHA Mda 8UNYCKY
cepii)

Micne3HaxoaKeHHsI BAPOOHHKIB Ta aJpeca MicCIsi MpoBaaKeHHS IX Tis/IbHOCTI.
I'makco Onepewmac FOK JIT]I,

IIpawnopi Ctpirt, Bea, SG12 0D], Benuka bpuranis/



Glaxo Operations UK LTD,

Priory Street, Ware, SG12 0D], United Kingdom.

I'makco BennkoMm C.A.,
Aspa. EkcTpemanypa, 3, [Ton. [ug. Annerngenyepo, Apasga pe Ilyepo, Byproc, 09400, Icrianis/
Glaxo Wellcome S.A.,

Avda. Extremadura, 3, Pol. Ind. Allendeduero, Aranda de Duero, Burgos, 09400, Spain.



