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KAYECTBEH U KOJIMYECTBEH CbCTAB s 1

Besika dpwimupana TabsieTka ebibpaka entpomobonar oiamul (eltrombopag olamine), ekBuBajieHTeH Ha
25 mg entpomoonar (eltrombopag).

[TomMolLIHM BelecTBa C M3BECTHO AeHCTBHE
Bcesika ¢punmupana tabsietka cbabpika 29,70 mg MaHUTO.

3a MbJIHUA CIIUMCHK HA MOMOLIHUTE BEllecTBa BHKTe Touka 6.1.

JIEKAPCTBEHA ®OPMA

Mdunmupana TadsieTka

bsna, kperia, 1BOWHO M3MMbKHANA, ¢ BATHOHATHHY OT JABETE CTPAaHH, (PUIIMHpaHa TadJieTKa, ¢ INaMeThp

10,7 MMm.
TabneTkuTe Morar jia ce pasziesiaT Ha paBHH MOJIOBUHHU.

KJIMHAYHU JAHHH

TEPH NEBTHYHH NMMOKA4A34AHHUH

["lenTpo e nokasaH 3a J1e4eHHe Ha Bb3pacTHU MAUMEHTH C MbpBUYHA UMYHHA TpoMbouuTonenus (UTII),
KOWUTO HE ce TMOBJIMABAT OT JAPYTo JieueHne (Hanp. KOPTUKOCTEPOHIN, MMYHOITOOYJIMHU) (BXK. TOUKH 4.2 U

3.1}

['enTpo € noka3aH 3a JIeYeHWEe Ha NneAUaTpUyYHM MaLUEeHTH Ha Bb3pacT Ha M Haj | roaMHa ¢ nmbpBUYHA
umyHHa TpombounTonenus (UTTT), npoabipkasaiia 6 Mecera uiiM roseve ciiejl NMocTaBsiHe Ha JMarHo3ara,

KOWTO He ce IMOBJIUABAT OT JPYTH JieueHUs (Harnp. KOPTHKOCTEPOUIH, UMYHOTJIOOYJIMHH) (BXK. TOUYKH 4.2 U
34 4

["'enTpO € rnokaszaH 3a Jie4eHre Ha TPOMOOUMTONEHHUS MPU Bb3PACTHH MALMEHTH C XPOHUYHA MH]EKLUs C
pupyca Ha xenatut C (HCV), npu konTo cternenTa Ha TPOMOOLMTONEHUS € OCHOBHUAT (pakTop, KOWTO
Bb3MPENATCTBA 3alO4YBaHETO W/ OrpaHHWyaBa Bb3MOKHOCTTA Jla ce MOJIbpKa ONTUMaIHA MHTEP(PEpPOH-
Oaszupana tepanus (BxK. ToukH 4.4 u 5.1).

["lenTpo € nmokaszaH MpyU Bb3paCTHU MAUMEHTH ¢ NMpUo0HUTA TekKKa arurlacTiiHa aHeMus (I'AA), KOUTO HIIH
HE ca ce T[OBJMSJIM OT TMpealiecTBalia MMYHOCYIIPECMBHA Tepanus WM ca HWMald HWHTEH3WBHO
[peilecTBallo JEeUEHHE U ca HENMOAXOAALLHM 3a TPAHCIJIAHTALINA HAa XEMOIOETHYHH CTBOJIOBH KJIETKH (BXK.
TOYKa 5.1).

HO:ﬁHpDBI{H H HAYHH Ha IIpHJIOKCHHE

Jleyenmero ¢ EHT‘DOMSDI’I&F TDHSBH Ja Cc€ 3ariovyBa H HaOJI01aBa OT JICKAp € OIIKUT B JICHCHHCTO Ha
XE€MAaToJIOrMYHHU 3a00JI9BaHUS UJIK HA XPOHHYCH XCIIATHT C ¥ HeroBuTe YCIIOKHCHHA.

Jlo3npoBka

CxeMuTe Ha rnpuiarale Ha exrpomobornar TpsdBa J1a ce MHAUBHUIYTM3UparT cnopes opos
npyu oTaenHus nauueHTt. Llenta Ha nedyeHueto ¢ enTpomObonar He TpAOBa J1a ObJe HOPM
Ha TPOMOOLIMTHTE.



Hmynna (nypeunrna) mpomboyumonernusi

TpabBa ma ce wWanon3Ba Hal-Huckata jgo3a entpoMbonar 3a MocTUraHe W MoAabpXkaHe Ha Opolt Ha
tpoMbountuTe >50 000/ul. KopurupaHeTo Ha Jo3aTta € cnopea oTroBopa, ompeaeneH ot Opos Ha
TpomGounTuTe. EnTpoMGonar He Tpabea na ce u3nonssa 3a HopManuiupaHe Ha TpombouuTHus bpoii. B
KIIMHUYHU TIpoy4uBaHu#, OpoAT Ha TpoMOOUHTHTE OOMKHOBEHO C€ MNOBUIABA B paMKWTe Ha | 10 2
ceAMMLIH Clell 3anoyBaHe Ha NedyeHue ¢ enrpoMmbonar »m Hamansea B paMKHUTE Ha 1 10 2 ceAMULHU CIEN
CITHPAHETO MY.

Bv3pacmuu u neduampuvna nonynayus va ev3pacm om 6 0o 17 200unu

[IpenopbunTenHaTa Ha4anHa go3a entpombonar e 50 mg Bequnxk AHEBHO. [1pn MaiMeHTH ¢ ¥3TOUHO-
IOFOM3TOYHOA3NATCKH MPON3X0], ITPpHIaraHeTo Ha enTpoMbonar ThabBa fa ce 3amoyHe ¢ HaMaNlera 103a OT
25 mg BeAHBX AHEBHO (BX. TOUka 3.2).

ITeouampuuna nonyrayus na ev3pacm om 1 90 5 2o0unu
[IpenopbunTenHaTa HayanHa no3a enrpomodornar e 25 mg BeAHBLXK JHEBHO.

IIpocneaseane u xopexyua na oozama

Cnen 3anoyBaHe Ha JieueHHE ¢ enxTpombonar, gosara TpsOBa Ja ce KOpUrupa, 3a Ja ce MOCTUTHE U 11a ce
nogaspxa 6poi Ha TpoMbouuTrTe =50 000/ ul, KoeTo € HeoOX0QUMO 3a HaMAaNABaHE Ha PUCKa OT KbpPBEHE.
Jla He Ce HaABHWIABA JHEBHA J03a OT 75 mg.

[To BpeMe Ha NedeHHETO ¢ erTpoMbonar TpabBa Ja ce CIeaaT peJOBHO XEMATONOTMYHUTE U YepHOAPOOHHTE
noxKasare/y 1 fo3aTa Ha enTpombonar TpafBa 1a ce kopMrupa Bb3 OCHOBa Ha Opos Ha TpoMOoLMTHTE, KaKTO
¢ mocoyeHo B Tabnuma 1. Ilo Bpeme Ha nedeHue ¢ entpoMbonar mniaHata kpeBHA kapTuHa (I1KK),
BIUTIO4HTENHO Oposi Ha TpoMOOLUMTHUTE W HaTpuBKa OT nepHdepHa KpbB, TpAOBa Aa ce M3cinegBa BCAKA
ceaMHLIa A0 NOCTUraHe Ha cTabUnNHO HUBO HA TpoMOOUHUTHHA Opo#t (=50 000/l 3a Hall-manko 4 ceaMuLM).
Cnen tosa [IKK, Bxmountento 6pos Ha TpomMOOLIMTHTE U HAaTpUBKa OT nepudepHa KpbB, Tpabsa na ce
M3CNeBa BCEKH Mecell.

Tabauna 1 KopurupaHe Ha 103aTa Ha eaTpoMOonar npu nauueHTH ¢ HTII

bpoii Ha TpoMGOLIMTHTE _ Koprrupare Ha 03aTa WM OTToBOp
<50 000/ul cnen nait-manko [MosuuieTe AHeBHATA 403a ¢ 25 mg o MakCHMMalHa go3a 75
2 ceAMHLM NleueHne mg/HEeBHOY.
=50 000/ul no <1350 000/ul H3non3Baiite Hali-HUCKaTa 032 enTpomOonar u/iii eTHOBPEMEHHO

neuenue 3a UTII 3a nogavpxane Ha TaKABa
TpOMOOLMTHH HHBA, KOUTO CIIHPAT MJIH HAMaNsABaT KbPBEHETO.

>150 000/ul ro <250 000/pl HaMmaneTte qHeBHaTa go3a ¢ 25 mg. M3vakaitte 2 ceJMuLIN, 3a
na oueHuTe edeKTa ¥ Ja MpeueHHUTe NOCJIeABALIY KOPeKUHH Ha
no3ara’. L _
>250 000/l Cnpere npueMa Ha enrpoMOonar; npocnenssalite Opos Ha

TPOMOOLIMTHTE ABA MbTU CEAMHYHO.

Korato Opost Ha TpombounTtHtTe AocTHrHe Ao <100 000/pul,
3aMOYHETE TEPAIMATA OTHOBO NPH AHEBHA 103a, HaManeHa ¢ 25 mg,

* [Tpn nauuenTHTE, MpneMallu 25 mg entpombonar npes AeH, A03aTa ce MOBUILIABA HA 25 mg BEAHDbXK
IHEBHO.

¢ Ilpn naumeHTHTE, MpHREMaInn 25 mg enTpoMOonar BeOHBX JHEBHO, TpaOBa da ce¢ 00
NPHUEMBT Ha 12,5 mg BeAHBXK AHEBHO UK NPUEMDBT HA 25 mg npes AeH.

fr :3:‘.
Entpombonar Moxe Aa ce npunara Kato J0MbJHEHHE KbM JPYTH NeKapCTBEHH NPOAYKTH 33 I{ET
Ha NpWiaraHe Ha CBLIBTCTBALIMTE JiekapcTBeHW Tpoayktu 3a HUTII Tpsbea pa ce 1 Sy
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KIHHAYHUTE HYXIH, 32 Ja ce u30erde NpeKOMEPHO MOBHIIABaHE Ha Bpos Ha TPOMOOIWTHUTE MO BpEME HA
neyenne ¢ entpombonar.

HeobxoanMmo e 1a ce ¥3yaka Hai-manko 2 CCAMHUILIY, 3a Aa ce BHAY edeKTbT OT BCAKA KOPEKLHS Ha Jo3aTa
BBPXY NOB/IMABAHETO HA TPOMOOLMTHTE NIPH NALMEHTA, NPElH A2 OOMUCITHTE IPYra KOPEKIUs Ha 103aTa.

CraHOapTHaTa KOpekUds Ha o3aTa Ha enTpombonar, He3aBUCHMMO AalTH ce MOBHLLAaBa WY HaMallsiBa, Tpa0Ba
Ia € ¢ 25 mg BEIHbX JHEBHO.

IIpexvceane na neyenuemo

JleuenueTo ¢ enTpoMbonar TpabBa 1a ce NpeKbCHe, ako ciiel 4 ceaAMULIM Ha Tepamnus ¢ enTpombonar B 1032
75 mg BeAHbX AHEBHO, OpPOST Ha TPOMOOLMTHTE HE ¢€ € MOBHIIHN J0 HHBA, KOWTO €a JOCTATHYHHU 32
CIIAPaHEe Ha KJIHHA4YHO 3HAYHMO KbpBEHE.

[MauueHTHTEe TpsOBa Na ObLOAT MEPHOAMIHO KIWHUYHO OUCHABAHH M PELICHUETO 3a APOOb/KABAHE HA
eueHneTo TpabBa Ja ce B3eMe OT JIEKyBallug JieKap MHAWBHAYAIIHO 33 BCEKH NauueHT. [1py nauHeHTH,
KOHTO He ca CIUIEHEKTOMHpPAaHH, OlieHABaHEeTO TpAOBa /la BKIIOYBA H CHIOCTaBKa CIIPAMO CILTEHEKTOMHS.
Cne/ MpeKbCBaHE Ha NIeYeHNETO € Bb3MOXHA NOBTOPHA NosBa Ha TpoMOounTonenud (Bx. Touka 4.4).

Tpomboyumonerus, acoyuupana ¢ xporuver xenamum C (HCV)

Korato enTpombonar ce npunara B koMOuHaliua ¢ NpOTHBOBUPYCHH JNeKapcTBeHH MPOAYKTH, TpaOBa 1a ce
HanpasH CIPaBKa ¢ IThJIHATA KPaTKa XapaKTepUCTHKA HAa CbOTBETHHUS €JHOBPEMEHHO NpHTarad AEKapCcTBEH
NpOAYKT, 32 CbOTBETHHTE NOAPOOHHA AaHHM 3a 0€30M1aCHOCT HIH POTHBONOKA3AHNS.

B KJIMHUYHH NMpoy4BaHNUA OpoAT Ha TPOMOOUMTUTE OOMKHOBEHO 3anoYBa Ja ce NOBUINABA B paMKUTE Ha |
ceMWIia clief 3anouBaHe Ha entpoMbonar. Llenta Ha nedeHueTo ¢ enrpombonar Tpadsa a 6wAac nmocTUrane
Ha MUHHMAJIHO HUBO Ha 6pos Ha TpoMOOLUTHTE, HEOOXOAMMO 3a 3anovBaHe Ha MPOTUBOBHPYCHA TEpaIHs,
[pH CHa3BaHe Ha NpenopbKUTE Ha KIMHWYHATA NpakTyka. [lo BpeMe Ha NPOTUBOBHPYCHATA Tepanus, LenTa
Ha JiedeHHETO € Ja ce 3anasy OpodaT Ha TpoMOOLMTHTE Ha HHBO, KOETO MpEeAOTBpATABa pHCKa OT
YCJIOXCHEHM, BCNEACTBNE Ha KbpBeHe, oonkHOBeHO okono 50 000/ul-75 000/ul. Tpabsa na ce u3dgraa
6poit Ha TpoMmGoruTUTe >75 000/ul. TpsaGea na ce H3noI3Ba Hali-HUCKaTa fo3a enTpoMmbornar, HeobxonrMa
3a MOCTHraHe Ha ueanTe. KopurupaHeTo Ha ao3aTa ce OCHOBaBa Ha OTroBOpa, ONpElescH OT Opos Ha
TPOMOOIIUTHTE.,

Hauanna cxema na npunazane

JTledyeHnero ¢ entpombomnar Tpabdsa Ja 3anoyHe ¢ Ao3a 25 mg senNHbxk AHEeBHO. He ce Hanmara kopurupaHe Ha
nozata 3a naumedT™™ ¢ HCV 0T M3TOYHO-/IOTOH3TOYHOA3HATCKH TMPOU3X0X WM NAMUEHTH € JIEKO

yepHOApoOHO yBpexaade (Bx. Touka 5.2).

IIpocneodssane u kopexyus Ha oosama

Hozara Ha enTpombormnar TpabBa fa ce Kopurupa ¢ no 25 mg Ha BCEKH 2 CeAMMUM NPH HeoOXOOUMOCT 3a
IOCTHIaHe Ha TapreTHHs Opolt TpoMboLIUTH, HeoOXOaMM 32 3ar04YBaHe Ha MPOTHBOBUPYCHA TEpANHA. bpodaT
Ha TpoMOoUuMTHTE TpsOBa 1a ce mpocleisBa BCAKA CeIMHIA NPEAH 3alI0YBAHE HA TPOTHBOBHPYCHA TEpAITHd.
Hpwn 3anousaHeTo it 6posAT Ha TPOMOOLMTHTE MOXKE Ja HaMarnee, Taka ue TpsabBa Ja ce n3barea He3abasHOTO
KOPHUTHpaHe Ha j03aTa Ha entpombonar (Bx. Tabnuua 2).

[lo Bpeme Ha TpOTUBOBHpYCHa Tepalud, 103aTa Ha entpombomnar TpsbBa Ja ce KopHTHpa cropen
HEOOXOAMMOCTTA, 3a Aa ce u3berne HaMaABaHe Ha [103aTa Ha nerHHTep¢epon, Nopaau HamansaBase Ha Opos
Ha TpoMOOLIMTHTE, KOETO MOKE J1a M3JTOXKH MAUMEHTUTE Ha pUCK OT KbpBeHe (BxK. Tabmuua 2). bpodart Ha
TpoMOouuTHTE TpAOBA Aa ce MpociensBa BCAKa CeMHMLIA NO BpeMe Ha NpPOTHBOBHPYCHATA Tepamusd 0
MOCTHTaHE HAa CTaOWIHO HHBO Ha TpoMOoUUTHHA 6poH, obukHoBeHo okono 50 000-75 000/ul. Cnea Tora
BcekH Mecell Tpabra na ce npasaTt ITKK, sxmounTtenHo 6poi Ha TpoMOOLMTHTE ¥ HATPUBKA OT e

Ad CC OLICHH Ed)ERTLT H Jia CC [MTPCLUCHAT MNOoCJICBallli KOPCKUHH Ha Q03aTa.

He tpsabea #a ce npepuiiaBa ao3a ot 100 mg enTpoMbonar BeHbK THEBHO.




Tabauna 2 Kopurupae Ha g03aTa Ha eaTpoMbonar npu nauvedHtH ¢ HCV mno Bpeme Ha
NPOTHBOBUPYCHA TepanHa

Bpoit TpombouuTH KopuripaHe Ha fjo3aTa UaH OTroBOp

<50 000/ul cnen wad-manko [ToBuweTe nHEBHATA J103a ¢ 25 mg no makcuMyMm 100 mg/aueBHo.

2 CeIMHILH JIeHYEHHE

>50 000/ul no <100 000/l Manonseaiite  Hali-HMckata ~ go03a  entpoMbonmar  criopen|
HeobX0aMMOCTTa, 33 J1a ¢¢ n3berHe HaMaIARaHe Ha Jo3aTa Ha
neruHTepdEpoH.

>100 000/l go <150 000/l HamaneTte gueBHaTa f03a ¢ 25 mg. M3gakaiite 2 ceaMuULM, 3a aa
OLICHHTE eeKTa M 1A IPELCHHUTE MOCNCABALLM KOPEKUNH Ha Jo3aTta’.

>150 000/l Cnpere npuieMa Ha enrpomOonar; TMOBUILETE YECTOTATa Ha
npoclieiaBaHe Ha Oposd Ha TPOMOOLMTHTE Ha ABA ITBTH CEAMUYHO,

Koratro Oposat Ha TpombouutnTe e <100 000/ul, 3anouneTe
TepanKkATa OTHOBO NpH AHEBHA 1034, HAManeHa ¢ 25 mg*,

* 3a nauMeHTH, NpHeMaliu 25 mg entpombonar BeAHbXK JHEBHO, TpA0Ba fa ce 0OMHCIN MOBTOPHO
3a1109YBAHE HA TEpanuaTa ¢ 25 mg npe3 AeH.

' [Tpyn 3anouBaHe Ha NPOTUBOBHPYCHA Tepanus OpoaT Ha TpPOMOOLMTUTE MOXE Ja HaMamee, Taka Jye
TpabBa na ce U3bsArea He3abaBHOTO HaMalsiBaHe Ha n03aTa Ha enTpombonar.

Ilpexvcaane na neveruemo
JleyeHneTo ¢ enTpombonar TpadBa Ia ce MPeKbCHE, ako ciie] 2 ceAMHULM Ha Tepanus ¢ entpoMbonar npu
noza 100 mg, 6poaT Ha TpoMOOLMTHTE HE € JOCTHTHAN HMBA, KOWTO ca HeoOXoaWMy 3a 3anoyBaHe Ha
MPOTHBOBUPYCHA TEpaNus.

JleueHuneTo ¢ entpombonar TpsbBa aa ¢ce cnpe Npy NpekbCBaHe Ha MPOTHBOBHPYCHATA TEPANHA, OCBEH aKo
HAMa JIpyT¥ ocHoBaHud. [lpexkoMepHOTO mnoBMLIaBaHE Ha Opos HA TpPOMOOLMTHTE WK 3HAYUMHU
MaTONOTMYHHU OTKJIOHEHUA B CTOMHOCTHTE HA YEpPHOAPOOHHMTE MoKaszaTelid Cbillo Hallarat npekbcBaHe Ha

JECYCHHUETO.
Texcka anracmuyHa auemus

Havanna cxema Ha nputazane

JledeHneTo ¢ entpombonar TpsaOBa Aa ce 3anoyke ¢ 103a S0 mg BeAHbXK AHEBHO. [ IpH MayMEHTH C H3ITOYHO-
/HOrOM3TOYHOAa3HaTCKH POU3X0/ JieyeHueTo ¢ entTpomMbonar Tpadbsa ga 3amouHe ¢ HaMaleHa go3a 25 mg
BeJHBK AHEBHO (BX. Touyka 5.2). JleyeHHeTOo He TpsaOBa Ja OBAS 3aMouyBaHO, KOTATQ MAUHEHTHT UMA
LMTOFEHETHYHHU aHOMANHHM Ha 7-Ma XpoMO30Ma.

Ilpocneossane u kopexyus na oozama

[TocTUraHeTo Ha XeMaTOJOTHYEH OTTOBOP M3MCKBA NOCTENEHHO THTPHUPaHe Ha Jo3arta, o6ukHoseHo no 150
mg U MOXeE Ja OTHeMe 10 16 ceAMHLM cnej 3anodBaHe Ha entpoMmbonar (Bx. Touxa 5.1). Jlosara Ha
enTpombonar TpsabBa [ja ce KOPUIWpa, KaTo ce nosuLIasa ¢ 50 mg Ha BCekM 2 CeOMHUIH, CTIopel] HYXKIUTE
3a TIOCTHUTaHe Ha npuueneH 6poit Ha TpoMbouutute =50 000/ul. Tlpw nauweHtHuTe, nMpHeMamM 25 mg
BeIHHXK JHeBHO, Ao03aTa TpabBa Aa ce noBUWM Ha 50 mg axHeBHO, NpeAd Xa 3an04YHETE [a MOBHILABATE
no3zara ¢ 50 mg. He Tpabea ma ce mpesHimiaBa aHeBHa Ao3a oT 150 mg. [lo BpeMe Ha NleUEHUETO C
enTpombonar TpabBa na ce creaAT peJOBHO XeMATONMOrHYHNTE U YepHOAPOOHUTE MOKasaTeNln U A03aTa Ha
esTpombonar na ce KopurHpa Bb3 OCHOBA Ha Opos Ha TpOMOOUMTHTE, KakTo € nocodeHo B Tabnnua 3.




Tabnunua 3 KopurupaHe Ha 103aTa Ha eJTpoMbonar npy NalHEeHTH ¢ TEXKKA aNAacTHYHA AHEMHA

bpoi# Ha TpombounTHTE _ KopurupaHe Ha jo3ata WK 0TrOBOpa
<50 000/ul cnen nali-manko ITornweTe qHeBHATA A03a ¢ 50 mg A0 MakcUMaJTHa Jo3a
2 ceaMULM Tepanus 150 mg/axeBHo.

|
| Tlpy maimeHTH, NpUcMalM 25 mg BEAHBX AHEBHO TNMOBHIETE
no3ata Jo 50 mg nHeBHO Mpeau na noBuuKTe Aosarta ¢ SO mg.

250 000/pu] no <150 000/l Usnon3eaiite Hai-HuCckaTa Ao3a Ha eaTpoMbonar 3a
L MOIBPXKAHE HA TAKWBA TPDOMOOLIMTHH HHBA.
>1350 000/l go <250 000/ul Hamanete gHeBHara go3a ¢ 50 mg. Usuakaiite 2 ceqmuuu, 3a ga
olleHUTe edekTa U Ja NMPELCHUTE MOCIEABAU KOPEKLIUH Ha
ao3ara.
>250 000/ul CrnipeTe npuema Ha entpoMmbonar Hai-Manko 3a €/{Ha ceIMMIIA.

Koraro 6posTt Ha TpombouuThTe gocturae ao <100 000/pl,
3aMoYyHeTe TepanusaTa OTHOBO INpHY JHERHA 21033, HamalneHa ¢ S0

mg.

Hamanseare na oozama npu pecnoxoepu ¢ ROBAUABAHE HA MPUME KAEMbYHU AUHUY (Deau KPbEHU KIEeMKU,
HePEeHU KDBEHU KnemKy u mpomboyumuy)
[Ipn nauWeHTH, KOWTO TMOCTHTHAT JedebeH OTroBOp MO OTHOWEHWE HA TPHTE KIETRYHH JIHHHH,
BKJIIQUHTENIHO XeMoTpaHC)y3HMOHHA HE3aBUCHMOCT, Npoab/hKaBallla Haifi-manko 8 ceAMHLIM: Ao3ara Ha
enTpoMbonar Moxe ga ce HaManu ¢ 50%.

Axo OposT Ha KPbBHHTE KJIETKM ocTane crabwuneH ciel 8§ ceAMHUM NpH NpHIaraHe Ha HaMajieHaTa J03a,
NpHeEMbT Ha earpoMmbomar TpsOBa ga ce cripe U Ja ce ciear OpoAT Ha KPbBHHTE KIeTKH. AKO OpOAT Ha
tpombouuTHTe cmagHe <30 000/ul, xemornobuHBLT cnagHe <9 g/dl unm abcomoTHusaT ©Opolt Ha
HeyTpodunute (ANC) <0,5 x 10°/1, 3anoyHeTe 0OTHOBO NpHeMa Ha enTpoMbonar B npeguilHaTa edekTHBHA
034,

IIpexvceane na nevenuemo

[Tpu numca Ha XeMaToNorudeH oTroBop citell 16 cenmuuyu neuenue ¢ entpombonar, nedyenueTo Tpsdea na
ce crpe. AKO ce OTKPHUAT HOBH UMTONGHETHUHH aHOMalUM, TpsOBa Aa ce nMpeleHNn, RajlH € NOAXOIALIO
npueMsT Ha enTpoMbonar Aa npoabmkasa (Bx. ToukH 4.4 u 4.8). TlpexoMepHOTO NOBNUARAHE Ha OpodA Ha
TpoMGouNTHTE (KakTo e ontucaHo B Tabnuna 3) nnu HaTMUKeTo Ha 3HAUNMH OTK/IOHEHUS B YEPHOpOOHHTE
TECTOBE CHUIO U3KUCKBA CIIUpaHe HA npuemMa Ha enTpombdbonar (Bx. Touka 4.8).

Cneyuanuu nonynayuu

bvbpeuno yepeocoane

He e HeobxoauMo KOpHUTrHpaHe Ha Ko3aTta MpH NauueHTH ¢ 6u6peaHo yspexaaxe. [TanHeHTUTe ¢ HapyllleHa
OrOpeuHa ¢yHkuua TpabBa na n3nonsear enTpoMOONar ¢ NOBULICHO BHUMAHHUE H CTPOTO NMPOCNEABaHE,
HANpUMED KaTO CH MPaBAT H3CIEABAHNS HA CEPYMHHA KPEaTHHUH W/WIM aHAJIM3 Ha YpUHaTta (BX. ToYKa
5.2).

Yeprodpobno yepesxcoane

Entpombonar He Tps6Ba na ce npunara npy nauueHTH ¢ UTI1 c yeproapobHo yBpexaane (ckop no Child-
Pugh >5), ocBeH ako ouakBaHaTa 0/13a NPEeBHIIABA CHILECTBYBAIMA PHCK OT TpOMOO3a Ha MOPTATHATA
BeHa (BX. Touka 4.4),

Ako TIpUnoXeHHeTo Ha enrtpombonar ce cmsaTa 3a Heobxoaumo npu HITIT naumeHtn ¢ uyeppaspot
yBpeXJaHe, HauajHaTa [03a TpabBa aa Obae 25 mg BeHbk IHEBHO (BX. ToYKa 5.2). ITpp MMany
yepHOAPOoOHO yBpeXxJaHe [o03aTa Moxe na 6bae noBHinasaHa Hal-paHo 3 ceAMUUM clel @
neYeHHeTo. 5
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He ce Hanara kopekuus Ha jo3ata npu TpoMOOUUTONEHUYHU NalueHTH ¢ xporudeH HCV wn neko
yepHoApoOHo yBpexaane (ckop no Child-Pugh <6). INMaunentrte c xpornnies HCV u nauueHTHTE C TeXKa
aniacTHYHa aHeEMHSA B YepHOpoOHO yBpexaane TpsOBa Aa 3ano4HaT AeUeHHeTo ¢ enxTpoMbonar ¢ f103a 25
mg BeIHLk NHEBHO (BX. Touka 5.2). Ilpm nmauuenTHTe ¢ YepHOIpOOHO yBpeXIaHe, clie] 3alouyBaHe Ha
NeYeHne ¢ HayajiHa Jo3a entpoMbdonar, TpaOBa na UMa WHTEpBan OT 2 CEAMHLIM MpeaHN MOBHILABAHE Ha
103ara.

CoblUecTByBa TIOBHIIEH PHUCK OT HEXeNaHW CLOWMTHA, BKIOHHUTEIHO YepHoApoDHA HeKoMMeHcauus H
TpoMOboeMbonuunn ¢uburna (TEC), nmpu TpoMOOUMTONEHHYHH MALMEHTH ¢ HaNpeAHANo XPOHUUHO
yepHoApoOHO 3abonABaHe, neKyBaHu ¢ enTpoMOornar Win B NOATOTOBKA 3a HHBA3WBHA NMPOLEAYPA, HIIK IPH
HCV nauuenTy Ha IMpoTHBOBUPYCHA Teparnus (Bx. Touky 4.4 u 4.8).

Cmapuecka gv3pacm

ChlUIecTBYBAT OrpaHW4eHn JaHHM 33 ynotpedaTta Ha entpombonar npu nauneHtd ¢ UTTT Ha BB3pacT 65
FORVMHU KW NOBEYEe M JIMMNCBa KNMUHAYEH onMT npu nauueHTn ¢ MTI] na sw3pact Hag 83 roamuu. B
KJIUHUWYHHTE NIpoy4YBaHUA Ha enTpoMbonar karo Usfo He ca HabmoJaBaHU KIHHUYHO 3HAYUMH pa3liHKH B
OesonacHoCTTa Ha enTtpombonar Mexay MauKeHTUTE HA Bb3pacT HaW-Manko 65 roauHa M no-miaiau
MauHeHTH. B Opyrd KIMHHUHH CBHOOLIEHWA HE ce YCTAHOBABAT pPa3lUKU B TIOBIMABAHETO MEXKITY
NaUMEHTHTE B CTApyecka BL3pacT A NO-MJALMTE MALMKEHTH, HO HE MOXE Aa CE H3KIIOYHM MOo- rondama
qyBCTBHTE/IHOCT Ha HAKOH NMO-BB3PACTHH WHIANBUIH (BX. TOYKaA 5.2).

ColllecTBYBAT OrpAHUYCHU JaHHU 33 yrioTpebara Ha entpoMbomnar npu nauueHT! ¢ HCV u TAA Ha BB3pacT
Haz 75 roguHu. [Ipy Te3u NaLMeHTH ce W3KHCKBA MOBHILUEHO BHUMaHUE (BX. ToUKa 4.4).

Hayuenmu om uzmourno-/1020U3MOYHOAIUAMCKU NPOUIX 00

Ilpyu BB3pacTHH U NEANATPUHHA NALMEHTH C U3TOYHO-/IOMON3TOYHOA3HATCKH NPOH3X0J, BIJIFOUHTENHO Te3H
¢ yepHOApoOHO yBpexaaHe, JeyeHHETo ¢ enTpombonar TpabBa na 3aroyvHe ¢ HamMajleHa f03a 25 mg
BeJHDbAK NHeBHO (BXK. TO4Ka 5.2).

Tpabea na npoabXH NpocieAdBaHeTO HA Opod HA TpoMOOLMTHTE INPH NaLEHTa U Aa CE CIeABaT
CTAHJAPTHUTE KPUTEPHH 3a JOITBITHUTETHO KOPUTUPAHE Ha 103aTa.

[leouampuyna nonyarayun

["'enTpo HE ce nNpenopbuBa 3a yrnorpeda npu geua Ha Be3pactT mog 1 roguua ¢ UTI nopany HegocTaThUHO
JaHHH 3a 6e3onacHOCT U edpHkacHOCT. bezonacHOCTTa U e(hUKaCHOCTTa Ha enTpombonar npu aeuya # I0HOUIH
(<18 roaunu) c TpomMGoumMTONEHNS, CBBP3aHa ¢ XpoHudueH HCV unu TAA, He ca y¢TaHoBeHHU. Jluncear
JAHHHU.

Ha4uH Ha NPpHNGKCHHC

TlepopalHo NpuUnoxeHUe

Tabnetkure TpadBa Na c¢ NpUeMaT Hal-MajKo JBa Haca MPEaHM HIM YECTHPH 4Yaca ciiel NPOAYKTH KAaTo
aHTHAUWOW, MIIEYHH TIPOAYKTH (MM APYTH XPaHW, ChAbDKAIUW KaILHMH) WIA XpaHWUTETHH HOOABKH C
MUWHEpAH, ChAbPXKALUKX NONUBANEHTHH KATUOHU (HaMp. Kenda3o0, KaNUuui, Maruesun, ajyMHUHHNN, CEJIEH H
UMHK) (BX. TOUkH 4.5 1 5.2).

4.3 IIpoTHBONOKa3zaHUA

CBpBXUYYBCTBHTEITHOCT KbM enTpoMbonar MK KbM HAKOE OT MOMOLIHHUTE BELLECTRA, W3bpoeHu B Touka 6.1,




4.4 CuoeunajJHu npeaynpexjaeHUs H NpeAna3sHH MepKH NpH ynorpeda

IMpu TpomboumToneHnusn naunedT™ ¢ HCV U ¢ KanpeaHano XpoHHYHO 4epHoApoOHO 3abonsaBaHe,
nedUHUpaHO OT HUCKM HHBA Ha anbymMuH <35 g/l unu Molieni 3a KpaeH cTaauil Ha YepHOJIpOOHO
sabonapaHe (model for end stage liver disease, MELD) ckop =10, ¢blIeCTBYBA TTOBHIHEH PHCK OT
HeXeNaHH peakLlMH, BKITIOUNTENHO MOTEHLMATHA YepHOApOoOHa AEKOMIIEHCALNA ¢ JIETANIEH U3X0A U
tTpoMOoeMGonMYHM CHOUTHSA, KOTaTo ca Ha NiedeHne ¢ enTpoMbonar B KOMOHHALMA ¢ HHTEPEPOH-
Oa3upaHa Tepanua. OcBel ToBa, MON3BUTE OT JICUEHHUETO TPK TE3H MAUKECHTH NO OTHOLIEHWE HA O]l
MalveHTH, IIOCTUTHAIH TpaeH BUpyconoruueH otroeop (SVR), B cpaBHeHHe ¢ nnaledo, ca yMepeHu
(ocoDeHO NpH Te3H € N3XOJHO HUBO HA anbymuH <35 g/l), B cpaBHEHHe ¢ LianaTa rpynara. Jleuenueroc
enxTpoMbonar rpu Te3u nauueHTH TpaOBa Ja ce 3anouBa CaMo OT JIEKapH C OTIHT B JIEYEHHETO Ha
Hanpeanan HCV n caMo, Korato puckbT OT TPOMOOLIHTONEHUA W CTUpaHe Ha MPOTUBOBHPYCHATA
TEpanHua Hajlara Hameca. AXO JIEYEHUETO CE€ CMATA 3a KIHHWYHO MMOKa3aHo, TE3M NMauMeHTn TpabBa Ja
ObJaT BHUMATEIHO POCTeIBaHH.

KoMbuHHpaHe ¢ AMPEKTHO AeHCTBALIN MPOTHBOBHPYCHH CPENCTBA
He ca ycranoBeHH Oe3onacHOCTTa U e(MKacHOCTTa MpH KOMOMHHpaHe ¢ JAHMPEKTHO AclicTealiy
MPOTHBOBHPYCHH CPelICTBAa, 0100pEHH 3a JICUEHHE HA XPOHRHYHA HHpeKLMA ¢ BUpYca Ha xenaTuT C.

PHCK OT XenaToTOKCHYHOCT
[MpuioXKeHHETO Ha eTpoMOoNar Moxe Ja MpeW3BHKa HapylIaBaHe Ha YEpHOAPOOHATA (PYHKLMS H TEXKA
XeTMaTOTOKCHYHOCT, KOATO Aa Obae XKWBOTO3acTpaluaBama (Bx. Touka 4.8).

CepymHNTe anaHvuH aMuHoTpaHcdepasa (ALT), acnaprat amuHoTpancdepasa (AST) n 6unupybun Tpadsa

1a Ce W3CTeIBaT Npeay 3anouBaHe Ha JeyeHHe ¢ enTpomOonar, Ha BcekH 2 ceIMULH 10 BpeMe Ha ¢asarta Ha

KOPEKUHUS Ha J03aTa H BeIHBK MECSUHO Clie]l YCTaHOBABAHE HA NMOCTOSHHA 1034.

Entpombonar wuxubupa UGTIAl u OATPIBI, koeto Moxe naa JoBeie RO WHIAWPEKTHA

xunepoumupybruHemus. I1py nosuined SUNHpYOwH, TpabBa 1a ce HanpaBu ¢ppakunoHUpaHe. CepyMHHUTE

YepHOJAPOOHH TNOKAa3aTeNM, NOKa3BallM MMaTONOTMYHH MPOMEHHM, TpAbBa fna ce OUEHAT ¢ TOBTOPHO

WicnenBade cied 3 40 5 JHH. AKO TATONIOTHUYHHTE NMPOMEHH ce TOTBBPIAT, CEPYMHUTE depHOApOoOHH

nmokalatend TpsabBa 1Na ce npocaensBaT, JOKaTo NaTONOrMYHWTE Ppe3yliTaTH Cce€ HOPMAanud3upar,

CTabOMNN3UPAT WM CE BbPHAT KbM W3XoaAHUTe HUBA. [IpneMbT Ka entpoMboriar Tps0Ba na ce peKbCHE, ako

HuBata Ha ALT ce moBuIuar (23 mbTH ropHarta rpannua Ha HopMarta [X I'TH] npw naumeHTH ¢ HOpMATTHA

yepHOApoOHa PYyHKIHA WK >3 X MOoBeUe OT HIXOAHOTO HUBO UMK >5 X I'T'H, xoeTo OT ABeTe € Mo-HUCKo,

NpH NauKeHTH ¢ NOBUUICHH HABA HA TPAHCAMHHA3NTE NpeH 3aN04RaHE Ha JIEUEHHETO) H ca!

®* [porpecupariy Wiy

e TMepcHCTHUpALLH 3a >4 ceAMHULIH, UITH

¢ CBLMBLTCTBAHHM OT NOBHINEH AHPEKTEH OUNNPYOHH, U

® CbITBTCTBAHH OT KJIMHMYHH CUMIITOMH Ha depHoApoOHO yBpeXAaHe WM JaHHH 3a depHonpobHa
JEKOMIIEHCALIHS.

HeobxonnuMo € MoBWIEHO BHUMAaHHE, KOTATo ¢e Mpuiara enrpoMbonar Nnpv nauyueHTH ¢ 4epHOApPoOHO
sabongpane. ITpu naunentn ¢ UTIT u TAA, Tpabsa [a ce M3noa3Ba MO-HACKA HavanHa 1034 errpoMbonar.
Heob6x0aMMoO € BHAMATENIHO NPOc/eaaBaHe, KOraTo ce Mpuiara npy NauMeHTH ¢ 4epHoapoOHO yBpexaaHe
(BXk. TOUKA 4.2).

YeproapobHa JekoMMeH Al (MPUIOKEHHE C HHTEpdEpOH)

YepuoapoOHa gekoMIleHcALHA MPH MAaLHEHTH ¢ XpPOoHHUEH XerlaTHT C: HEODXOAHMO € Mpocie
NAlMEHTHTE ¢ HUCKH HUBA Ha anbymuH (<35 g/1) nnn ¢ naxognu crofinocT Ha MELD ckop 2
[Tanuentnre ¢ xpornuen HCV ¢ uupo3a Ha depHus Apod Moxe Na ca HINOXKEHH Ha PHCK O
JeKOoMIeHcal[MA, IOKATO ca Ha JleuyeHne ¢ anda-uHtepdepoH. B 1Be KOHTpONKpaHH KIHHH
npu TpoMOouuTOoneHWUHHM mnanyeHTH ¢ HCV, depHoapoOHa nexkomiieHcauus (acuu
eHUedanonaTus, KbpBeHe OT BApULM, CIIOHTaHEeH DakTepHalieH NEPUTOHHT) HACTLIIBA NO-
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Ha eatpombonar (11%), 8 cpaBHeHHe ¢ nnauebo pamoTo (6%). IIpH MaUMEeHTN ¢ HUCKH HUBa Ha aNOyMWH
(<35 g/I) nnu ¢ usxomen MELD ckop 210, ¢ nabnopaBan 3 MbTH MO-BUCOK PUCK OT YePHOApOOHA
JeKOMICHCAl¥g W NTOBUILIARAHE HA PHCKA OT HEXKEJIAHH PEaKUH C JIETATIEH U3XO0J, B CPABHEHYE C MALIHEHTH
¢ M0-MaJiKO HanpeaHano yepHoapobHo 3abonsaBaHe. OCBEH TOBa, IIPH Te3H MALUEHTH MOJI3UTE OT JICYCHHETO
[0 OTHOLIEHHWE Ha T NauueHTH nocTurHany SVR, B cpaBHeHue ¢ nnauebo, ca ymepeHu (ocobeHo Mpy
TE3W ¢ M3IXOAHO HUBO Ha anbyMHH <35 g/l), B cpaBHeHHe ¢ usanata rpyna. Enrpombonar tpsabsa na ce
Ipunara Npd Te3W MaLMEeHTH CaMO Clie]l BHUMATEIHa NPpELEHKA Ha O4AKBAHUTE MON3H CIPsAMO PHCKOBETE.
[TaneHTHTE ¢ TE3U XapaKTEPHCTHKH TPsOBa a ce npoc/icASBaT BHUMATEHO 34 MPH3HALH ¥ CHMIITOMH Ha
yepHoapoOHa nekomneHcalua. Tpabea na ce HarpaBH cnpaBka ¢bC ChOTBETHaTa KpaTKa XapaKTepHUCTHKa
Ha WHTep(epoH 3a KPUTEPHHUTE 3a CMUpaHE Ha NedeHWEeTo. AKO Topagu uepHoApoOHa AexoMIIeHcauus,
npueMbT Ha NPOTHBOBHPYCHA TEPAINA CE NPEeyCTAHOBH, leyeHueTo ¢ enTpoMbonar Tpadsa na ce cape.

TpomboTHuHK/TpoMOOEeMOOINYHY YCIIOKHEHUS

B konTponupaHu npoyusaHus npu TpoMmbouutoneHuuyHy nauneHtd ¢ HCV Ha muTepdepoH-ba3npaHa
Tepanns (n=1 439), 38 or 955 nauueHTH (4%), nekyBanu c enrpombdbonar, u 6 oT 484 nauuenTH (1%) B
mnanebo rpymara ca umand TEC. Crobmasanate TpomMOoTHUHH/TpOMOOEMOONHYHH YCTOXHEHHd ca
BKJIOYBAIH BEHO3HU W aprepuanHy cubutua. Ilo-ronsimara yact or TEC He ca Owim cepvo3HM M ca
[IpeMWHANY JI0 kpas Ha npoyuBaHeTo. Hait-uectoro TEC B aBeTe rpynu Ha nedyeHHe € 6uno Tpombosa Ha
nopranHarta seHa (2% npu nmauMeHTHTE Ha JledyeHHe ¢ enTpoMbonar crnpamo <1% npu nnauebo).

He e HabmonaBana onpelieneHa BPeMEBA BPb3Ka MeXy Hadanoto Ha neuenueto W TEC. IaunenTtrTe ¢
HYUCKH HuBa Ha anbymuH (<35 g/l) unu MELD ckop 210 ca nmanu 2 nuTH no-BUcok puck ot TEC, B
CPaBHEHHE ¢ MALMEHTHTE C ITO-BUCOKH HUBA Ha anbyMuH. [TauueHTHTE Ha BR3pacT 260 roauHn ca UManu 2
mbTH To-BHCOK puck oT TEC, B cpaBHeHMe ¢ no-mnagute. Exrpombonar Tpabsa na ce npunara npu Te3u
TALMEHTH CaMO CJTe]] BHUMATETHA MpelieHKa Ha OYaKBaHUTE TIOJN3H cripsAMo puckoBeTe. [lauuenTuTe Tpabra
Jla ce npocneiaBaT BHUMATEITHO 3a NPH3HALUY U cCUMINITOMHA Ha TEC.

VYcranoBeHo e, 9e puckbT oT TEC e noBHILIeH MPH NMAalMEHTH ¢ XPOHUYHU 4YepHOApoOHU 3abonsgrannd
(XUY3), nekysanu ¢bve 75 mg entpombonar BeaHnk AHEBHO 33 2 ceAMHLIN NP NMOATOTOBKA 32 HHBAa3WBHH
npoueayps. Hlect ot 143 (4%) sp3pacTHy naipenTu ¢ XU3 Ha nevedue ¢ entpombonar ca momyyunu TEC
(BCHYKHM Ha MopTasiHaTa BEeHO3Ha CUCTeMa), a B nauedo rpynata Asama oT 145 (1%) maunueHTH ca nmonay4uam
TEC (envH Ha mopTaiHaTa BeHO3HAa CHCTeMa M eIMH MUokapleH WHpapkT). IleT ot 6-Te mauueHTa Ha
neveHne ¢ enrpoMbonar ca nojayqnid TpOMOOTHYHOTO ycrnoxHeHHe npy 6pod Ha TpombouuTuTte >200
000/u! v B pamkute Ha 30 nHKM cien NpUEM Ha nocneaHaTa go3a entpombonar. EntpoMmbonar He ¢ noka3zaH
3a JICUeHHE HA TPOMOOLIMTONEHHUA NIPH MALMEHTH ¢ XPOHHUHO YepHOIpobHO 3abongBane MpU NOATOTOBKA
3a MHBA3WBHH NPOLERYPH.

B knuHnuHK npoyuBanusg ¢ entpombonar npn UTII, Tpomboembonnuny crbutHsa ca Habnogasawu npu
HUCBHK U HopMmaneH Opol Ha TpoMbouuTuTe. EnTpoMbonar Tpsbea Aa ce npuiara ¢ NOBUIIEHO BHUMAHHE
MPH NAUKEHTH C M3BECTHH PUCKOBA ¢(akTopu 3a TpoMOOeMOONHU3IBLM, BKIIOUWUTENHO, HO HE CaMo,
HacnezncTeeHn (Hanp. dakrop V Leiden) unu npugobut pucxosu daxktopu (nanp. aepuunt Ha ATIII,
aHTUdochonunuIeH CUHAPOM), HampeJHala Bb3pacT, MallMeHTH C JBJTH TMEPUOAM Ha 00e3/BHKBaHE,
3]1I0KAYECTBEHN 3a00NfABaHH®, KOHTPAUENTHBH H XOPMOHO3aMECTHUTENIHAa Tepanus, XWpypruyHa
HHTEPBEHUMUA/TpaBMa, 3aTTECTARAHE W TIOTIOHOMNYEHE. bpoAT Ha TpoMOOLUTHTE TpsAOBa Aa ce nmpocneasasa
BHUMaTelHoO B TpAOBa ga ce oOMMCIM HAMANdBaHE HA J03aTa HIH [PEeKbCBAHE HA JIEYEHHETO ¢
enTpoMbornar, ako OpoAT Ha TpoMbOLIMTHTE HAABHILIN TAPTETHHTE HUBA (BX. TOUKa 4.2).

CbOTHOUIEHHETO NMOJI3a/pUck TpAOBA Ja ce BieMe npeasil npy nauueHTy ¢ puck ot TEC ¢ kakBaTto ¥ pa e
EeTUOJIOTHAL.

Hsama yctanosen ciyuait Ha TEC B KTHHHYHO mpoyuyBaHe npH pedpaxrepHa TAA, He3aRUCUMO OT TOBA,
PHCKBT 3a HACTHINIBAHE HA TaKWBa CHOMTHA He MOXE Ja e N3KIIOUH B Ta3H NalHeHTCKa Nonyiauyud nopaau
ManKua Opoii manHeHTH © ekcno3niua. ThH KaTo HaH-BHCOKAaTa paspelleHa 3a yrmotpeba go3a e rnokasaHa
npu nanyeHT ¢ TAA (150 mg/nen) ¥ nopaau xapakrtepa Ha peakiuusaTa, Moxe Ja ce ouaksaT TEC B Ta3u
MALUEHTCKA MOMYTALMA.

Entpom6onar ne Tpsa6sa na ce npunara npu nauueHtn ¢ UTTT ¢ yeproapobho yspexaane (ckop no Child-

Pugh >5), ocBeH ako ovakBaHaTa MoJi3a MPEBHIIARA CHINECTBYBALIUA PUCK OT Tpombo3a Ha et IFHIF.

BeHa. Koraro neyenuero ¢ entpoMbornar ce cMeTHe 3a NoAX0AlI0, € HeoOX0aUMO MOBUIIOH dﬂ% % AN

TIpH HA3HAYABAHETO MY HA MALUEHTH ¢ yepHoApoOHO yBpexkgane (Bxk. TOUkH 4.2 1 4.8). f,n,., N
T



KbpeeHe ¢/ie npeKLCBAHE Ha JiedeHHETO ¢ enTpoMmbonar

Cnen npekLCBaHE Ha JIeUYEHAETO ¢ enTpoMbonar e Bb3MOXHA TIOBTOPHA NoABa Ha TpoMbounToneHnd. Cnel
MpeKbCBaHe Ha enTpoMbonar, NPy MOBEYETO NAaLUEHTH OPOAT Ha TPOMOOLMTHTE C€ BPBLIA HA H3XOQHOTO
HWBO B paMKHTe Ha 2 CEIMMLUM, KOETO NMOBHUIARA PHUCKA OT KbPBEHE H B HAKOH CTy4au MOXKe Ja JORee 10
xeMoparun. To3M pUCK € MOBHUINEH, aKo JIeYeHHeTO ¢ enTpomOomnar ce TpekbCcHe NpH [MpPHEM Ha
AHTHUKOAry1aHTH WIH aHTHTpoMOOTHYHM cpeacTBa. IlpenopbyBa ce NMpH NMPEKbCBAHE HA JICUCHUETO €
enTpombonar pa ce 3anouyHe oTHOBO JieyeHHe 3a UTII criopenq HAacTOAILIMTE KOHCEHCYCH 3a JICHCHHE.
NonmbAHNTENHUTe MEOWLMHCKH MEPKM MOTaT Ja BKIIOYBAT CMHpPaHE HA AHTHKOArylaHTHaTa W/HIM
aHTUTPOMOOTHYHATA TEPANHs, AaHTATOHU3MpaHe Ha aHTHKOATyIaLMATa WITH BIHBaHe Ha TpOMOOLINTH. bposT
Ha TpoMbouuTHTE TPpAOBA Aa ce nMpocneasBa BeAka ceAMHLA 3a 4 CeIMHLIH cliell NPeKbCBAHE Ha EUEHNETO
c enxTpoMbonar.,

B knuuuund npoyusanus npu HCV e crobliaBana no-BHCOKA YECTOTA HA TAaCTPOMHTECTHHATHO KBPBEHE,
BKJIIOUHTENIHO CEPHO3HH CTyUYan U ClIy4aH C IeTaleH U3XO0J, CTieA CrMpaHe Ha NErMHTEpREpoH, pHOaBUpHH
1 entpombonar. Crnell clinpaHe Ha IEYEHNETO, NALHEHTUTE TpsAOBa fa ce NpocAedABaT 3a NPU3HALH Wi
CHMITOMM HA raCTPOMHTECTHHAJIHO KBPBEHE.

O6pa3yBaHe Ha peTHKYITHH B KOCTHHA MO3BK H PHCK OT KOCTHOMO3BYHA (HUOpO3a

Entpombonar Moxe Ja ITOBHLIW pUcka OoT 00pa3yBsaHe HITH ITpOrpecHa Ha pECTHKYJIMHOBH BTaKHA B KOCTHHA
MO3BK. BaXKHOCTTa Ha Ta3n HaXO/Ka, KaKTo U NPy APYrU aroHUCTH Ha TpomObonoeTnroBns peuentop (TPO-
R}, Bce OMIe HE € YCTAHOBEHA.

[Mpean 3anousaHe Ha JedeHHe ¢ enTpombonar, HaTpHUBKaTa oT nepudepHa kpeB TpAOBa Ja ce M3cienBa
BHMMATE/IHO, 32 [ia C€ YCTAHOBAT W3XOAHWTE NATOJOrMYHU NPOMEHH B KneTbuHara Mopdonornda. Cnen
yCTaHOBsBaHe Ha MTOCTOSHHA 1032 enTpoMmbonar Bceku Mecel] Tpsbsa Aa ce MpaBy MBJIHA XPBBHA KapTHHA
(TTKK) ¢ oandepennmanto 6poene (JIKK). Ako ce HabmoaBaT He3pelH WY JUCIUTACTHYHH KIIETKH, TpA0Ba
Aa ce W3cnenBa HaTPUMBKA OT MepH(epHa KPbB 32 HOBM WM BROLIEHR MOP(PONOTrHUHM NpoMeHy (Hamnp.
KalKOBUIHH WIH AAPEHH EPUTPOLIUTH, HE3PEIHN OCIH KPBBHH KIIETKH) WIIH IIHTONIEHUA(H). AKO MAllMEHTHT
pa3Bie HOBH MOP(GONOrHYHM NPOMEHU MM LIXTONEHMA(H), UK Te Ce BIOLIAT, JICYEHUETO ¢ enTpombonar
Tps0OBa Ja ce MpexbCcHe W Aa ce ofMucan Ouoncus Ha KOCTEH MO3BK, BKIIOUHTETHO W OLBETABaHE 3a

¢ubposa.

[Tporpecys Ha ChIUECTBYBAIOH MHUEToAMCATaCTHYHY cunpoMu (MJIC)

ChILECTBYBAa TEOpETUUYEH pUCK, 4e aroHuctute Ha TPO-R MoXe na cTHMynHpar mnporpecmiaTa Ha
CHILECTBYBAIM XEMATONMOTHYHH 3JloKkadecTBeHH 3abonsBaHua kato MJIC. Arowuctute Ha TPO-R ca
pacTexxHHU QakTOpH, KOUTO BOIAT 10 eKCTIAH3MA W AudepeHumalys Ha TPOMOONOETHIHHTE [IPOTEHHTOPHH
KJIeTKU U oOpa3zyBaHe Ha TpoMmbounTtd. TPO-R ce ekcrpecHpa rnaBHO Ha MOBBPXHOCTTA HA KIIETKHTE OT
MUEJIOHAHATA JIHHHA.

[Mpy xiIMHUYHA npoy4BaHus ¢ aroHUcT Ha TPO-R npn mauuentn ¢ MJIC, ca nabmoaasany ciryyan Ha
NpeX0oAHO NOBULIaBaHe Ha Opos Ha 6nacTHUTE KIETKH W ca JOKJIa[BaHH CiiyuaHn Ha nporpecus Ha MJIC go
OCTpa MHUEJIOUHA ieBKeMua (AML).

HMunarnosarta UTT] unn TAA 1npy BB3pacTHH M MALHEHTH B CTapyecka Bb3pacT TpAOBRa Ja ce MOTBLPAH Ype3
M3KTI0YBaHE Ha OPYrd KIHHHYHM E€AWHWLM, TIPOABABAIiM €€ C TPOMOOLMTOIIEHHS, [10-CMELMAITHO
anardo3zata MJIC tpabBa ga Obae uzkmoueHa. Tpabea na ce obMucan U3BHLPIUIBAHE HA KOCTHO- MO3BYHA
acrypauns 1 OHOMCHA B X0Ja Ha 3a00NgBaHeTO M [10 BpeMe Ha JIeYeHHeTo, 0coOeHO NpH MalMeHTH Ha
Bb3pacT Hax 60 roanHH, NpH NaUUEHTH CbC CHCTEMHH CHMITTOMH WM NpPH HeoOWUYaiiHW npn3Haly, KaTo
nosuLIeH Gpoi nepudepHU DIACTHN KIETKH.

E¢dukacHocTra W 6e30macHOCTTa Ha [enTpo He ca YCTaHOBECHH TIpM Nle4€HHE Ha TPOMOOUWTONEHHMA B
pesynrat Ha MJIC. T'enTtpo He TpsOBa Aa ce M3M0J3BA M3BbH KJIMHUYHUTE NMPOYYBaHHA 33 JICHCHHE HA
TpoMOouuTONnEHus, B pesynrtat Ha MJIC.

IIuToreHeTnyHN HapylueHua U nporpecusa 1o MJIIC/AML npu naumedTn c TAA

UzeecTHO €, ue npH nmauuveHTHTe ¢ TAA BL3HHMKBAT LIMTOrEHETHUHU HapylueHus. Hef
enTpoMbonar NoBUIIABa pUCKA OT Bb3HHKBAHE Ha LUTOreHETHYHH HApYLICHUS NIpH Ma
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KTHHUYHOTO npoydBaHe npu pedpaktepHa TAA ¢aza Il ¢ HavanHa go3a Ha entpoMbonar 50 mg/ned
(yBennuaBana Ha BCeKM 2 ceAMHMUM 10 MakckumanHa po3a 150 mg/nen) (ELTI112523), Hoen
LUUTOreHeTUYHU HapyuleHnd ce Habmromasar npw 17,1% ot Be3pacThUTe nauueHTH [7/41 (kato 4 0T TAX
MMAaT NPOMEHM B 7-Ma XpoMo3oma)]. MeanaHata Ha BpeMeTO OT HA4aloTO Ha NpHeMa Ha NPOY4YBaHOTO
NeKapCcTBO OO NofgBaTa Ha LIUTOreHeTUYHM HapYUIeHUd ¢ 2,9 Mecela.

B wmHngHOTO mpoydBaHe nipu pedpaktepHa TAA daza I1 ¢ entpombonar B no3a 150 mg/nen (cbe
CHbOTBETHUTE NPOMEHH B 3aBMCHUMOCT OT pacata WwiM Bu3pactra) (ELT116826), HOBM HUTOrEHETHUYHU
HapyteHHs ce Habmopaeat npy 22,6% ot Bb3pacTHUTE nauneHTH [7/31 (kaTo 3 OT TAX UMAT IPOMEHHU B /-
Ma XpoMo30Ma)|. Bcuuku 7 nalyeHTH MMAT HOpMAallHa UHMTOreHeTHKa Ha U3XoAHO HHURBO. lllect mauuneHTH
UMAT UWTOTEHETHYHH HapylleHHS Ha 3-UsA Mecel] OT fieYeHHETo ¢ entpombonar W eIuH NauMeHT UMa
LIATOrEHETHYHHY HAPYLICHHUS Ha 6-UA Mecell.

B kIMHWYHH NIpoy4YBaHHUA Ha enTpombonar ripu TAA, ripu 4% oT naunenTuTe (5/133) ¢ AUarHOCTHLHpAH
MJIC. Meananarta Ha BpeMeTo A0 AWarHosarta e 3 Mecella cfiel] 3armoyBaHe Ha NeuYeHUeTo ¢ entpombonar.

Ilpn napueHTHTe ¢ TAA, KOHTO HEe Ca Cc€ MOBJIMANAKM HJIH Ca MMAIH WHTEH3MBHA NpeAliecTBalla
UMYHOCYINpECHBHA TEpalnuWiA, ce NpenopbuBa HM3CIEABAaHE Ha KOCTHHS MO3BK uYpe3 acnvpauud 3a
IIITOTEHETHKA TIPEJIH 3aMOvBaHe Ha JieUeHHEeTo ¢ eaTpoMbonar, Ha 3-Ug Mecel OT JIEYEHNETO H 6 Mecela
no-kb¢cHO. Ilpy ycTaHoBABaHEe Ha HOBH LIMTOFEHETHYHM HaApyLUeHHSA, TpAOBa /[a ce NMpeucHH OallH ¢
MOJX0AAWO0 Mpoab/KaBaHe Ha JIEYEHHETO ¢ enTpoMboIar.

OuHK NpOMEHH

Katapakra € HaGmoaaBaHa B TOKCHKOJIOTHYHH NIPOYUBaHUA HA enTpoMObonar npy rpuzayuu (Bx. Touka 5.3).
B xoHTpoNnupaHu NpoydraHus npu TpoMbouuToneHwyHy naunweHT ¢ HCV Ha nedenwe ¢ uHTepdepoH (n=1
439) e cboOLaBaHO 3a [POrpeCcHs Ha NpeAlIecTBAllla KaTapakTa WM 3a HOBOMOABHUNA C€ KaTapakTa NpH
8% B rpymnara Ha entpoMbornar 1 5% B nutanebo rpynarta. PeTHHANTHH KPBBOH3NHBH, rnaBHo CterneH 1 WiH
2, ca ¢crobmaeanu npu HCV naudeHTH Ha fieueHue ¢ vHTeppepoH, pubasupuH v entpomdbonar (2% B
rpynara Ha exrpomOonar ¥ 2% B mauedo rpynara). [logBgBanu ca ce KphBOM3IIUBH HA MOBBPXHOCTTA HA
peTHHATA (MpepeTUHANHHU), TIOJ] peTHHAaTa (CYOpeTHHANIHK) MIIM B caMaTa peTHHA. [lpenopsuBa ce pedoBHO
OPTaIMONOTHYHO NMPOCNEAABAHE HA MALIHEHTHTE.

YeiokasaHe Ha QT/QTc¢ uHTepBaNna

[TpoyyraHe 3a QTc nHTepBana npu 3apaen Jodposonuy, npueMaty 150 mg entpombonar JHeBHO, He €
noxasano KMMHHYHO 3HAYHM eeKT BbpXY ChpAeYHaTa pernoiapusanua. Y apikaBade Ha QTc unTepsania e
cb0OOILICHO B KJIHHUYHH npoy4BaHua npH naumeHTd ¢ UTII n tpoMOouuTonenuuun nauueHtd ¢ HCV.
KnvHnYHaTa 3Ha9MMOCT Ha Te3M clyyad Ha yabmkasaHe Ha QTc HHTEpBana He € U3BECTHA,

3aryba Ha OTTOBOp KBM eNTpoMbonar

3aryba Ha OTIOBOp HWNH HEBBLIMOXHOCT Ja C€ NOAABpka TPOoMOOLIMTEH OTTrOBOp INPU JEYEHHE C
enTpoMbonar B paMKUTE Ha NpENOpPBYNTEIHATA 1033, HANlara M3CMEABaHE Ha MOIEKALUUTE (PaKTOpH,
BKJIIOYUTEMTHO W MOBUILIEHO HUBO HA PETHKYJIMH B KOCTHHA MOJBK.

IMeanarpuuxa nomyaanys

OmnHucaHnTe No-rope NMpeaynpexaeHus u npeanasdu mepku npu HUTIT ce oTHacaT U 3a neguarpyyHaTa
MOITY AL,

UuTepdepeHis ¢ 1adopaTOpHN TECTOBRE

Entpombornar € cHIHO oUBeTeH W NOpaIH Ta3ud NpUYNHA € Bb3MOXHO Ja HUHTEpdepHUpa ¢ HAKOH
naboparopHu TectoBe. ChoblliaBa ce 3a NpoOMAHA B UBETA Ha cepyMa ¥ MUHTepdepHUpaHe C TECTOBETE 3a
onpeAcaHe Ha obuya OuTHpyOHH H KpeaTHHHHA NIPH NauMeHTH, npueMaium I'eatpo. Ako nabopaTopHUTE
pe3ynTaTh ¥ KJIMHUYHOTO HabmoaeHue He CH ChOTBETCTBAT, NOBTOPHOTO U3CNeNBaHe ¢ ApYr
113 TTOMOTHE 3a OTpefie/IAHE HAa BATUAHOCTTA HA Pe3yITaTHTE.

ChOobpXkaHUe Ha HaTpui

To3u nexapcTBEH NPOOYKT ChABPXKA No-Manko oT 1 mmol HaTpuii (23 mg) Ha punmup
MO3K€e [a ce KayKe, Ue NMPaKTHYECKH HE ChAbpXKa HaTpHi.
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CoapprkaHue Ha MAHWUTOJ

To3u nekapcTeed NPoAYKT ChAbPXKA MAHHUTOMN , KOWTO MOXKE Aa UMa cllabo H3pa3eHo cabuTelHo

NeHCTBHE.

4.5 B3aumopeiicTBHe ¢ APYMY IEKAPCTBEHM MIPOAYKTH M APYTH QOpPMH Ha B3aHMO/AeHCTBHE

BeaseiicTBHE HA enTpoMbonar BbpXY ApYIrd JEKAPCTBEHH MIPOJYKTH

HMG CoA pedyxkma3sHu unxubumopu

[TpunoxeHuweTo Ha 75 mg entpombonar BelAHBXK AHEBHO 3a 5 AHM C efHokparHa ao3a or 10 mg

pocyBacTaTuH, cyoctpar Ha OATP1B1 u BCRP, na 39 31paBd Bb3pacTHH € MOBHLINNO Ma3MeHns Cmax HA
pocyBacTatiH ¢be 103% (90% goseputeneH unHtepsan [Cl]: 82%, 126%) 1 AUCo.» ¢ 55% (90% CI: 42%,
69%). B3anmozaeiicteua ce ovakBaT U c JApyrd HMG-CoA peaykrasHH HHXHOWTODH, BKIIOUMTENHO
aTOPBACTATHH, (DITyBacTaTHH, JIOBACTATHH, NpaBacTaTUH M CcHMBacTaTHH. Tpsbea ga ce obmucau

HaMaNABAHE Ha 103aTa HA CTATHHHUTE TIpH CAHOBPEMCHHO TPHJIOXKCHUE C BHTPDMGDHHF H BHUMATCIHO Aa CC
CICAN 3a HEXKEITAaHHW pCakKU K, CBbp3aHHA C ITPHUNOXKCHACTO HA CTAaTHHH (B}l{. TOHKA 52)

Cyvbcmpamu na OATP1BI! u BCRP

ExnoBpemeHHOTO NpuaoxkeHue Ha enrpombonar u cydetpath Ha OATP1IB1 (wanp. metotpexcar) u BCRP
(Hanp. TONOTEKaH M MeTOTpeKcar) TpabBa Aa cTaBa ¢ NOBHUICHO BHUMaHUE (BXK. TOUKa 5.2).

Cybcmpamu na yumoxpom P450

[1pn npoyuBaHHs ¢ HOBEIWIKN YepHOApoOHU MHKKpo30oMH, enTpoMbonar (go 100 pM) He e nokasan in vifro
nuxnbuparne Ha CYP450 erzumute 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 u 4A9/11, Ho e 61 wHxubuTOp Ha
CYP2C8 u CYP2C9, uaMepeHo ¢ MOMOMITa Ha MakauTakcesl M OukinodeHak karo npobHH cybeTparth.
IMpunoxennero Ha 75 mg entpombonar BeAHBLX AHEBHO 3a 7 AHM npu 24 3apaBu JoOpOBOJILM OT MBIKKH
non He € MHxubupano wiu MHIyUMpato Metabonnama Ha npobHuTe cydcTpaTt 3a 1A2 (xodenH), 2C19
(omenpazon), 2C9 (qaypbunpoden) nnu 3A4 (Mugasonam) npu xopa. He ce oyaksaT KIMHHYHO 3HAYHMH
B3aUMOAeHCTBHA TIPH eHOBPEMEHHO NpHIOXKEeHHe Ha enTpombonar U cydctpat Ha CYP450 (Bx. Touka
5.2).

HCV npomea3snu unxubumopu

He ce w3nckpa kopHrupane Ha no3ara, Korato enrpoMbonar ce npunara ¢JHOBpEMEHHO ¢ TENanpeBUp UNH
fouenpesup. EqHOBpEMEHHOTO NPHIOXKEHHE HA €IWHUYHA J03a enTtpoMbonar 200 mg ¢ tenanpesup 750
mg Ha 8 yaca He MpOMEHS IUiazMeHata eKCMO3HIHA Ha TeJaNnpeBHP.

EnHoBpeMEHHOTO MPHIOKEHHE Ha eIMHUYHA J103a enTpombonar 200 mg ¢ Gonernpeenp 800 mg Ha 8 yaca He
nmpoMeHa mnazMenata AUC..; Ha OouenpeBup, Ho yBenqnuaBa Cmax © 20% v HamansaBa Cuin ¢ 32%.
KNHHHYHOTO 3HaYeHHe HA HaMalAaBaHETO HA Chin HE € YCTAHOBECHO, NPENOopbYBa CE 3ACUIIEHO KJIMHUYHO U

nabopatopHo npocneassane 3a HCV cynpecus.

Bo3gelcTRHE HA APYTH JeKaPCTBEHN MPOAYKTH BbPXY enTpoMbonar

L{uxnocnopun

Habmoaasa ce MOHUXEHNE Ha EKCTIO3NUHUATA Ha eaTpoMbonar nnpH eAHOBpeMeHHO npunarane ¢ 200 mg #

600 mg umknocnopud (BCRP wuuxuobutop). EaHospemMeHHOTO TNpHIokKeHHe ¢ 200 mg LHKIOCIIOPHH
moHNxaBa Cnax 1 AUCs Ha enTpomMbonar croTBeTHO € 25% 1 ¢ 18%. _
EnnoBpemeHHOoTO npunoxenne ¢ 600 mg UUKIOCTOpPHH MOHMXKaBA Cma M AUC).. Ha enTtpomMbomar
ChOTBETHO € 39% 1 c 24%. [To3BonsABa ce KOPUrHpaHE Ha J03aTa Ha eaTpoMbonar no BpeMe Ha JIEYEHHETO
B 3aBHCUMOCT oT Opos Ha TpoMOOLMTHTE HA nanyeHTa (BX. Touka 4.2). bposT Ha TpoMOOUNTHIe=EpA0BA da
Ce MPOCNEafABa MOHE BEAHLX CEAMHUYHO B NpoIbipkeHHe Ha 2 10 3 ceaMULH, [{DI"HT RO MFAI~Ce
npuiara egHOBPEMEHHO C UWKIOCNOpUH. Moxke na e Heobxomumo mnoBulLapphgN“ia—T03z
entpoMbonar Bb3 0CHOBA Ha Opos Ha TPOMDOLMTHTE. ey | 1
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lonueanenmuu xamuornu (0bpasysgre Ha Xeramu)

Entpombonar oOpa3ysa XenaTH ¢ MOJHBANECHTHU KATHOHU KATO XKEJA30, KanUWh, MarHesuh, aryMHHWH,
cejeH U uuHK. [IpuaokeHWeTo Ha eawHHYHa Ao3a 75 mg enTpoMOonar ¢ aHTHaUMA, ChbAbpXKalll
nonuBaneHTeH katoH (1 524 mg anymunnen xuapokcua v 1 425 mg marde3ues kKapOoHaT) HamansBa
nnazmMeHaTa AUCy Ha enrTpoMbonar cec 70% (90% Cl: 64%, 76%) 1 Ciax ¢bC 70% (90% CI: 62%, 76%).
Entpombonar TpsabBa Aa ce nprema IoHe ABa yaca MpeAn WM YETHPH Yaca cjel npHeMa Ha aHTHaUHIH,
MJIEUHHU NIPOAYKTH WM XpaHWTEITHH A00aBKHA ¢ MMHepanu, ChABbPXKAIUM MMOJHBANCHTHH KAaTHOHH, 33 Aa C¢

n3berHe 3HauKWTENHO HaMansaBaHe HAa abcopOunaTa Ha enTpomOonar nopaad odbpasyBaHe Ha XelaTH (BX.
TOukH 4.2 1 5.2).

Jlonuxnasup/pumonagup

EaHoBpeMEHHOTO MpU0XKEHHE Ha enTpoMbonar ¢ ToNYMRaBUp/pUTOHABUP MOXE J1a IOBEJE 10 HAMaIIBAHE
Ha KOHLEeHTpauudaTta Ha entpombonar. EqHo nmpoyusane npu 40 3apaesu nobposonmum € rnokasano, ye
e THOBPEMEHHOTO NpUNoXeHHe Ha eauHHYHa go3a 100 mg exTrpombonar ¢ MHOTOKpaTHO MpUJIaraHe Ha
normuHaBup/puToHarup 400/100 mg gBa WbTH AHEBHO BOAW [0 HaMansBaHe Ha NnasMmeHaTa AUCo.. Ha
entrpombonar cuc 17% (90% CI: 6,6%; 26,6%). CnegoBarento, Tpa0Ba 1a ce nogXoAW ¢ TMOBHILEHO
BHHMaHHe, korato entpombornar ce mnpunara €IHOBPEMEHHO C JIONHHABHP/pUTOHABHUP. bpoaT Ha
TpomOoLMTHTE TPAOBA [1a ce NpociieIsBa BHUMATENHO, 3a Ja Ce OCHI'YPH NMOJXOAAIA KOPEeKUM Ha 103aTa
enTpoMbonar, KoraTto ce 3anotvsa W/u MPEKLCBA TEPAMKs C JIOMMHABHP/ PUTOHABHD.

Huxubumopu u undyxkmopu na CYPIAZ2 u CYP2C8

Entpombonar ce Mertabonuszupa mo MHoro MetabonuTHM npruma, BkMoYHTenHO CYPIA2, CYP2(CS,
UGT1A1l u UGT1A3 (Bx. Touka 5.2). BepoATHOCTTa NEeKapcTBEHW MPOXYKTH, KOUTO WHXWOUpaAT uny
WHIYLUHpPAT €OWH eINHCTBEH €H3MM, AA MOBIUAAT 3HAYNMO TUJTA3MEHUTE KOHLIEHTPAaLUWK Ha entpoMbonar ¢
Masika. JIekapCTBEHU NPOAYKTH, KONTO UHXMOMpAT UNM HHAYLMpaAT MHOTO €H3WMH HMAT NMOTEHLHana ga
MoBHiLAT (Hanp. ¢IIyBOKCAMMWH) UK NMOHUXKAT (Hanp. pudaMNHLUMH) KOHLEHTpaUMATE HaA efTpoMbonar.

HCV npomeasnu unxubumopu

PesyntaTite OT npoyusahe 3a ¢apmaxokuHeTH4dHW (PK) nekapcTBeHMM B3auUMORECHCTBHA NOKa3BaT, 4e
eJHOBPEMEHHOTO MPHUIIOXKEHHEe Ha MHOTOKpaTHH A03H Oouenpesup 800 mg va 8 yaca wnu renanpesup 750
mg Ha 8 yaca ¢ eauHM4Ha go3a entpombonar 200 mg He e NPOMEHMJIO THa3MeHaTa E€KCIO3NUNA Ha
exTpoMbonar B KITWHHYHO 3HAYHMa CTElEH.

JlekapCTBEHU NMPOJIYKTH 3a neuexHne Ha UTI1

B KTMHUYHHTE MPOYYBAHHA NIEKAPCTBEHHTE TIPOAYKTH, U3MON3Bank 3a nedyenre Ha UTT1 B koMOMHaLMA ¢
entpoMbonar, ca GunH KOPTHKOCTEPOWAH, NAHA30N W/MIWM a3aTUONPHUH, UHTPABEHO3EH MUMYHOTrIo6yINH
(IVIG) n antu-D umyrnornobynun. Tpabra ga ce npocneassa OpoaT Ha TpoMOOLUTHTE NTpH KOMOHHHpaHE
Ha exTpoMbonar ¢ Apyru nexapcTBEHH NpOAyKTH 3a nedyeHue Ha UTTI, 3a na ce n3berue nocturane #a dbpo#i
Ha TpOMOOLIMTHTE U3BBH MPENOPBLYHTETHUTE MPAHULIU (BXK. TOUKa 4.2).

B3auMoneicTBHA ¢ XpaHa

[NpnnaraHeto Ha enTpombonar TabeTKH WM NMpax 3a NepopasiHa CYCIMEH3NA C XpaHa ¢ BUCOKO ChIbpKaHHe
Ha Kanuuil (Harp. XpaHa BKIOYBalla MAEYHU NpoayKTH) 3HaunMo HamanaBa MIa3sMeHHTe AUCo.o B Cmax
Ha entpoMmbonar. O6paTHoto, MpuaraHeTo Ha enTpoMbonar 2 yaca npefu # 4 yaca cief XpaHa ¢ BUCOKO

ChbAbPKAHNE HA KANUXH KHIN C XpaHa ¢ HUCKO CbhAabpkaHMe Ha kanuuil [< 50 mg kanuuit] He noBnugBa
TIa3MeHaTa eKCno3uLuA Ha entpomMbonar B KIMHHYHO 3HaUHMa cTereH (BXK. Touka 4.2).

[Mpunaranero Ha eawHnuHa pAosa enrpombonar 50 mg noa dopmarta Ha TabneTka, C¢BC CTaHIApPTHA
BHCOKOKAIOPHYHA 3aKycka, Oorata Ha Ma3sHHHM, KOATO € BK/IIOYBAala MIIEYHH MNPOAYKTH, MMOHHXKABA
cpeaHara nnasmeHa AUC.. Ha enTpoMbonar ¢ 59% u cpeanara Cpax € 65%.

[TpunaraneTo Wa equHMYHA Jo3a entpombonar 25 mg nod ¢gopMara Ha npax 3a NepopajHa,

nMpusara 2 gaca npeay npuemMa Ha xpaHa, dorara Ha xanuui (cpegHata AUCow ¢

cpeaHaTa Cnax ¢ 14%).
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Xpanara ¢ HICKO ChObpkaHKe Ha kangui (< 50 mg xanuwii), BKIOYATEIIHO TNIOAOBE, HETITHCTA LIYHKA,
rOBEXO0 MECo U MITOJO0B cok (6e3 nobaeH kaniui, Marne3uil WiM kensa3o), HeoboraTeHu ¢ MUHEPAJIA COEBO
MNISIKO M 3bPHEHHM XPaHH, HE OKa3Ba 3HA4MMO BIHAHME BBPXY MJiazMeHaTa eKClOo3HIUWA Ha enTpombonar,
HE3aBUCHMO OT ChIbPXXAHHETO HA KAJIOPHUU W Ma3HUHH (BX. TOYKH 4.2 U 4.5).

4,6 @epTHANTET, DpeMeHHOCT H KbPMEHE

BbpeMeHHOCT

JlunceaT MM WMa OTpaHMuUEHM JaHHHM 3a TpUNOXKEHUWe Ha enTpombornar npu OpeMeHHH >XeHH.
[Tpoy4BaHHsATa NpH KHBOTHMU Ca MOKa3TH PeNpoNyKTHBHA TOKCHYHOCT (BXK. TOUYKa 3.3).
[ToTeHUMATHHAT PUCK TIPH XOpa HE € U3BECTEH.

["enTpo He ce MpenopbhyBa NO BpeMe Ha OpeMEHHOCT.

XeHH C ACTCPOACH HOTEHI]HBJI/KOE!QHHEHHH?I ITpH MBbKE H KCHH
l"empo HE ce npernopbuBa Mpd KECHU C AETECPOACH MOTEHLHAN, KOHTO HE HM3NON3BAaT KOHTPALICIITHBH.

KbpMmeHe
He e n3BecTHO f1anu entpoMOonar WK HeroBUTE MeTabOITHTH ce eKCKpeTHpaT B kKbpMaTta. [Ipoyuyranns npy

YKMBOTHH Ca Nnokaszaly, ye eatpoMbonar BEpOSATHO C€ CEKpeTUpa B MIAKOTO (BX. TOUKa 5.3); MOpany Ta3u
IIPUYHHA HE MOXe JIa Ce M3KJII0YM PHCK 32 KbpMadeTo. TpAdBa aa ce B3eMe pelleHHe Jajli [1a ce cnpe
KbPMEHETO WIH 1A Ce TMPOABLIDKH/CIIPE BPEMEHHO JICYEHNETO ¢ | e)Tpo, KaTo ce B3EMAT MpeABN] ToJI3aTa
OT KBbPMEHETO 3a ACTETO U M0JI3aTa OT NEYEHHETO 32 MaHKaTa.

QOepTHIHTET

[Tpy MBKKH MK XKEHCKH TUTBXOBE QEPTHUITHTETHLT HE € MOBANAH TIpU eKCMO3NLMSA, CpaBHMMA C Ta3M HpH
xopara. Bunpekv ToBa, He MOXeE Ja Ce M3KITIOUH PHCK 3a X0para (BxK. Touka 3.3).

4.7 Edexkrn Bupxy cnnocobHocTTa 3a modupane U pabora ¢ MauIMHA

Entpombonar mosnmussa npeHebpexumo cnocobHocTTa 3a wodupaHe W pabora ¢ MaummHH. [lpw
OnpeJeNiHE Ha CMTOCOOHOCTTA Ha MallHeHTa Aa W3ITbIIHABA 331844, KOUTO M3HCKBAT NPEUCHKA, MOTOPHH H
KOTHUTHBHH ¢TTOCOOHOCTH, TpaOBa 1a ce UMAT NpeJBUI KIIMHHUYHUAT CTATYC Ha MalMeHTa ¥ NpoPHIBT Ha

HeXeJIaHW peakLMM Ha enTpomOonar, BKITIIOYHTETHO 3aMaiiBaHe ¥ Tunca Ha BHUMaHHe.

4.8 HexelaHH JeKaPCTBCHH peakIHH

0O60611eHHe Ha podHila Ha Oe3lonacHOCT

Huynna mpomboyumonetua npu 8b3pacmuy ¥ neQuampuiHy nayuesmu

Be3jomacHocTTa Ha ['enTpo € olieHeHa MpH BB3PACTHM MauueHTH (N=763) xato ca U3MoJI3BaHU cOOpHHTE
OaHHW OT ABOHHOCHenuTe, Niauedbo-kouTpoupany nmpoydBausad TRA100773A u B, TRA102537 (RAISE)
H TRA113765, B xouto 403 nmaupeHTH ca ¢ excro3duus Ha I'entpo, a 179 Ha nnalebo, B JONMBIHEHNE KBM
NaHHHTE OT mnpHKnounnuTe orBopeHH mnpoyuBanus (N=360) TRA108057 (REPEAT), TRA105325
(EXTEND) u TRA112940 (Bx. Touka 5.1). IlauuentuTte npueMar nNpoy4yBaHOTO JIEKAPCTBO B
npoxbmkeHne Ha Oo 8 roauHu (B EXTEND). Ha#h-saxxHuTe CepHO3HH HeEXEeNaHH peakiHH ca
XENaTOTOKCHYHOCT MW TpoMOOTHUYHH/TpoMOoemOonnuun cbOMTHA. Haill-yuecTUTE HEXKENnaHW PpeakuMH,
HaOnmoaasann npu Hal-manko 10% OT NMalMEHTUTE Ca BKIIIOYBAIH. rafcHe, JAuapwsd, NOBHUICHA aNaHHH
aMuHOTpaHc¢epasa n 6oJka 8 ropba.

be3onacHocTTa Ha 'enTpo npy neauatTpyUyHU naUUeHTH (HA BB3pacTt oT | mo 17 rofis
npeau tosa UTTI e nemoxcTpupana B e npoyasanusa (N=171) (Bx. Touka 5.1). PETYY
ABOMHOCTSATIO U OTKPUTO, PAaHAOMU3NPaAHO, NNAaueOo-KOHTPOJINPAHO NPOYUYBAHE B JE :/ kA
ca pangoMu3npanm 2:1 v npuemar Nentpo (n=63) nan nmnauedo (n=29) B NpOTBIKE ’! B
B panaoMuinpaHus nepnoy Ha npoyusaHero. PETIT (TRA108062) e otxpy
pPaHAOMH3UPAHO, MIauedO-KOHTPOAHPAHO MpPOYYBaHE C MOCJAEJOBATENIHH KOX

e 6
ADTH,\
TTaupeHTHTE ca paHmoMusupanu 2:1 u npuemart I'entpo (n=44) unu miauebo (n=2
14
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no7 cenmMuuy. IpodurbT Ha HexenaHWUTE peakUWy € CpaBHUM C TO3H, HaOMoAaBaH NPH BB3PACTHHTE
MaHAEHTH, ¢ HAKOM OOMBIHHTENHH HexenaHn peakuud, otdenszann ¢ ¢ B Tabnuuara no-mony. Haii-
qeCTUTE HEXKENaHW peakuHn, Habmoaaranu npy neguaTpuuauTe nauuedTy ¢ UTI1 Ha Be3pact | roguna u
no-roneMu (>3% H mno-vecTH crnpaMo nnauedo), ca OunM HHPeEKUHMs HAa FOpHH JNXaTelHH IThTHINA,
Hazo(apHHIHT, KAULTWLA, THPEKCHA, KopeMHa 6onka, opodapHHreanHa donka, 3x0Ha 00/ika W pHHOpes.

Tpomboyumonenus ¢ HCV undexyun npu 6v3pacmuu nayuesmu

ENABLE |1 (TPL103922 n=716, 715 nexkyBaHu ¢ entpoMbonar) ¥ ENABLE 2 (TPL108390 n=803) ca
paHAOMU3NpPAHA, SBOWHOCHENH, INAUCO0-KOHTPONMpPAHH, MHOTOLEHTPOBH MPOYYBAHMSA, OLIEHABALIH
eukacHocTTa U Oe3onacHocTTa Ha ['enTpo npu TpoMGounTOoneHYHu naumeHTH ¢ HCV nHdekums, xouTo
WHa4Ye ca NoAaxoIfilud 3a 3alQuyBaHe HA TIpPOTHBOBHpYCcHA Tepanus. B npoyusanuaTta npu HCV
MOMnyJaluuaTa, B KOATO € OLEHABAHA 0€30MaCHOCTTA CE ChCTOM OT BCHUYKH PAHAOMHU3MPAHHU MMALIMEHTH, KOHTO
MpUeMaT ABOWHO3AC/ICNCHHA MPOY4YBAH JICKapCTBEH MpoXyKT no Bpeme HAa YacT 2 Ha ENABLE 1 (c
I'entpo n=450, ¢ maauedo n=232) u ENABLE 2 (¢ I'entpo n=506, ¢ nnauedo n=252). [Naunenrure ca
aHaNM3UPaHH CTIOPE] JIEYEHWETO, KOETO MpHemaT (00iua ABOHHO3ac/encHa MonyjaauyA 3a OUueHKa Ha
be3zomacHocTra, I'entpo n=955 ¥ nnauebo n=484). Hali-BaxHUTEe YCTAaHOBCHH CEPHO3HH HEKENaHH
peaklMH ca XenaTOTOKCHYHOCT U TpoMOoTh4HH/TpoMOOoeMOONUYHK C¢BhOUTHA. Hal-yecTHTEe HekenaH
peakiuy, HabmongasaHn npw Hafi-manko 10% oT nmauueHTHTE, ca BKIIOYBAIA TrNaBoOJIHE, aHEMHA,
HaMmaneH aneTHT, Kalllula, rageHe, AHapus, XUNeponnampyonHemus, anoneuus, cbLpOek, MHanNrus,
MHPEKCHUA, yMopa, rpunonogobHo 3abonsBaHe, ACTeHWd, BTpUCaHE N TEpHPEPHH OTOLIH.

Texcka anigcmusHa aHeMus hpu 6u3PpacmHu nayuesmu

bezonacHocTTa Ha [eTpo NMpH Texkka arnTacTHYHA aHEMUSA € OLUEHEHA B OTKPHTO NMpOoyUBaHE ¢ €JHO paMo
(N=43), B koeto |1 nauuentH (26%) ca nexyBaHy B NPOAbKEHHE Ha >6 Mecela ¥ 7 naunvenTu (16%) ca
NeKYBaHH B NIPOIbIKEeHME Ha >1 roguHa (Bx. Touka 5.1). Hali-uecTuTe HexenaHu peakLuu, HabmoaaBanu
npH Hal-manko 10% oT mauMeHTHTE ca BKIIOYBAIM rnasobone, 3aMasHoOCT, Kalliuua, opodaprHTeaIHa
Oonka, puHOped, raaeHe, Onapus, KopeMHa Oo0nka, MOBHILEHM TpaHcaMMHazW, apTpairus, Oonka B
KpalHULHTE, MYCKYJIHH CIIa3MH, YMOpa ¥ NTUPEKCH4.

CHMCBK Ha HeXEJIaHNTE pPCaKlIHH

HexenanuTte peakuyuu B npoyusauusta nipy UTI1 npu sb3pacTHy (N=763), negHaTpUYHHTE NPOYyYBaHUA
npu HTII (N=171), npoyusanusta npu HCV (N=1 520), npoyupanusta npy TAA (N=43) n=
MOCTMAPKETHHIOBHTE CHoOILeHUs ca WibpoeHH mo-gony cropeld knacugukanuara Ha MedDRA 1o
CUCTEMO-OPraHHM KNAaCcOBE M IO YeCTOTA. B paMKHUTE Ha BCEKN CHCTEMO-OPraHeH KJ1ac HEXKETaHHUTE peaKLMH
ca MoJpeJeHH 1o 4eCcToTa, KaTo Hall-uecTuTe ca mepBH. CHOTBETCTBALIATA KATETOPHS 110 YEeCTOTa 3a BCAKA
He)KellaHa JIeKapCTBeHa peakilud ce OCHOBaBa Ha crefiHaTta koHBeHUHA (CIOMS HI): muoro qectn (=1/10);
yectd (=1/100 go <1/10); Heuectu (=1/1 000 no <1/100); peaxu (=1/10 000 mo <1/1 000); c HeuzBecTHa
yecToTa (OT HATMYHUTE JAHHHU He MOXKe Ja ObJe HanpaBeHa OleHKa).

Ilonynaunus 8 npoyuBaHuatTa npn HTII

CHCTeMO0-0praHeH KJac YectroTa Hexenana peaxkunsa

UHdekuuu 1 HHpecTauuH MpHoro HazogapruHaruTé, HHQCKUUA Ha TOPHHU AUXATCIIHU ITHTHILA¢
HEeCTH
HecTH DapuHTUT, rpun, nabranex xeprec, THEBMOHHA, CHHY3HT,

TOH3UIIMT, HH(EKIMA HA NHXATENHATE MbTULLA, THHIHBUT

Heuectn KoxxHa HHpEKIHSA

Heonnazmmy — Heuectn PexTo-CHIrMOHJANEH pak

noOpokauecTBeHH,

3JIOKAYECTBECHHU U

HeonpeaeneHu (BKN., KHCTH K

MOJTHITH )

HapylieHns Ha KpbBTa H Yectn




IMM(PHATA CUCTEMA

HegecTH

AHHU3O0LNUTO3a, XEMOJINTHYHA aHEMNA, MHEIIOLIHTO34,

MoBKLLEeHHe Ha Opos HA NMPbUYKOAAPEHHTE HEYTPOGUIIH,
HATMYHE HAa MHOEJIOLIMTH, MOBHIIIEHHE HA TPOMOOLIUTHTE,

[MOBHLIUCHHUC HA

xemornobuHa
Hapyuienus Ha UMyHHaTa Heuectu CRpBXYYBCTBUTETHOCT
CUCTEMA
HapyiueHud Ha Hectn XHIOKATHEMHS, HOHIDKEH aleTUT, MOBHILICHHE HA ITHKOYHATA
MeTab0IM3Ma 1 XPaHEHETO KMCEJIMHA B KPbBTA
Heuectu AHOpeKcHd, nojaarpa, XunokajuueMus
IcuxymyHn HapylueHns YecTH HapyiueHue Ha ChHA, AETIpecus
HeuecTH ATnaTHA, NPOMEHHW B HACTPOCHUETO, MAAYIMBOCT
Hapyiwenvs Ha HepBHaTa UectH Ilapecre3us, XUNOeCTe3NsA, ChHINBOCT, MHTPEHA
CHUCTEMA HevecTn Tpemop, HapylleHHS B  DABHOBECHETO, AH3ECTE3UA,
XeMHuIapesa, MHIrpeHa ¢ aypa, nepudepHa HEBPONaTHd,
neprdepHa CEHIOpHA HEBpOMaTHiA, HapylIleHHe Ha TroBopa,
TOKCHYHA HEBPOIATHA,
r71aBODOJIME OT Ch/IOB NMPOU3XO]
Hapyiiienns Ha odHTE YecTu Cyxo0 0K0, 3aMBTJICHO 3peHue, D0nKa B OKOTO, HAMAIEHA 3PHTENHA
OCTpOTa
HeuecTn Henpo3pauHOCT Ha jeuara, aACTHIMaTHIbM, KOPTHKATHA
KarapakTa, MOBHULIEHO ChI300TAENAHE, KPHBOW3NUB B
PETHHATA, PETHHHA MUTMEHTHA EMUTETHONIATHA, 3PHTENTHO
Hapy LUEHHE,
MaTOJNIOTHYHU pe3y/ITATH ITPH W3CREABaHe HA 3PATEITHATA OCTPOTA,
OnedapHT, CYX KEpaTOKOHIOHKTHBHT
HapyuieHus Ha yXOTO H YectH boJika B yIOIUTE, CBETOBBPTEXK
nabnpHHTA
ChpAeYHH HAPYLICHNA HeuecTH Taxuxapaus, OCTbp MHOKapeH HH(APKT, Cbp1IeHHOCHAOBH
HapyLWEHUA, IMaH03a, CHHYCOBa TaxuKapams, y Ab/ikeH QT
MHTEpBAJ B EIEKTPOKapAxRorpamara
CbosH HapyilleHHS HecTn Jbiboka BeHO3HA TpoMO03a, XEMATOM, TOpEILH BbJTHH
Heuectu Embomms, nosbpxHocTeH TpoMbognedut, 3adeppsBaHe Ha JTMLIETO
PecniupaTopHU, TPBIHHA U MHoro Kauuuia®
MeJHaCTUHAIIHA HAPYUWIEHUS | 4ecCTH
Yectn Opodapunreanna donka®, punopes®
Heuectn benoapobua embonus, Senoapober uHdapkT, Hazaneu
aucxoMopTt, opodapuHreanHu MeXypH, HapyLieHus Ha
CHHYCHUTE, CHHIPOM Ha CbHHA alHed
CToMalTHO-YpeBHY MHoro I"aaeHe, auapus
HapyUIeHNS YeCTH
Yectu SI3BM B ycTara, 350Ha Oonka®, mospblIaHe, kopeMHa Ooka*,
KPbLBOU3JIUB B ycTaTa, naTyneHLns
*MHoro yecTy npu neguaTpuaHn nauuenTn ¢ U111
Heuecty CyxoTa B yCTaTa, rMocofuHHs, O0Ne3HEHOCT HAa KOpeMa,
MPOMSAHA B L[BETA HA W3X0XKAAHNATA, XPAHWUTEHO OTPaBAHE,
ycuJieHa neprcTanTHka, XeMaTeMe3a, JHCKOMMOpT B ycTarta
XemnaroOwmapHu MHoro [ToBULIEHA anaHNH aMuHoTpaHchepasa’
HapylleHUs YECTH
YectH [ToBuIeHa aciapTaT aMiHOTpaHcdepasal, e
| xunepOunupyOHHeMHs, HapylueHa HePHOAPER J‘.y
Heuectn XonecTasa, 4epHOAPOOHH Tie3un, XenaTT, HeeRheBsHOm, ™. 2
HHOYLHpaHo YyepHoAPoGHO yBpeskaane [/ &/ virgntig
HapyiieHusa Ha koxkaTa v Yectn OG6puB, anorewus, XHNEPXHAPO3a, TeHepi; H3H

(ICTCXHH
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NMOAKOKHATa THbKAH HeyecTn Y pTUkapud, IepMaro3a, CTYACHA [OT, EPUTEM, MENIaHOo34,
HapyLueHa NMUTMEHTAUNA, NPOMAHA B LIBETA HA KOXKarTa,
| exchonuanmns Ha KoxKaTa
HapyuieHus Ha MyCKyTHO- MHoro bonka B rep0a
CKeJleTHATa CHCTEMA W 4YECTH
CbeIUHUTEIHATA ThKaH Yectu Muanrus, MycKyIHHY CITasMH, MYCKYJIHO-CKelieTHa Ooska, 0onka B
KOCTHTE
HeuectH MyckynHa caabocT
HapyuieHus Ha Ou0OpetiuTe n | Hectu [TpoTenHypHs, NOBULUEHHE HA KPEATHHHNHA B KPbBTA,
MTHKOUYHHTE MBTHILA TPOMOOTHYHa MUKPOAHTHONATHA ¢ 6p0pedHa HegocTaThYHOCT
HeuecTtH brOpeuHa HeJOCTATBEYHOCT, NERKOUMUTYPHSA, TYIYCEeH HedpuT,
HHKTYPHA, TOBULLICHHE HA YPesTa B KPbBTA, MMOBULIEHO
CbOTHOLIEHHE OENTbK/KPEaTHHHH B ypHHaTa
Hapyinenus Ha YectH Meunoparus
Bb3NPOUIBOAUTENHATA
CUCTEMA M M'bpaaTa _
O0wm Hapyluenna n epektn | HecTu [Mupekcus*, 60/1Kka B rbpaAMTE, ACTCHUSA
Ha MACTOTO HA MPHJIOXKEHHE *MHoro 9ecTH nipu neguaTpuyHy nauueHT ¢ UTTI
HeuecTH ¥YcewaHe 3a TOTUIMHA, KPBBOW3NNB Ha MICTOTO Ha YOOk IaHe,
YyBCTBO HA [MAHHKA, Bb3NAJICHHE HA PAHH, HepasoJIoKeHHE,
| ycewiaHe 3a HyxA0 TA10
Hscneasanns YectH ITosuiena ankanHa docdarasa B KpbBTa
Heuecrn TTosHUICH aIOYMHUH B KPBBTA, MOBULICH 001 OENITHK, MOHHIKEH
| andyMHH B KpbBTa, NoBHIIeHO pH Ha ypuHaTa
HapaHsaBanug, otpaBsHus 1 | Hedectu CIbHYEBO U3rapsHe
YCIIOXHEHUS, BL3HUKHANIH B
pE3YITAT HA HHTEPBEHLNH

JloMbIHNTETHT HEXeNaHK peakUWH, HAOMIOAABaHY B NeIHaTPUYHUTE NIpOYUBaH# (HA Bb3pact oT |

a0 17 roavH#A).

[ToBMineHMeTO Ha anaHWH aMUHOTpaHcdepas3aTa M acnapTaT aMHHOTpaHcdepazaTa MOXKeE Ja
HACTHITM €JHOBPEMEHHO, BBIIPEKH He € TTO-PAAKO.
ObenunsBalll TEPMUH C TTPeANIOYHUTAHU TEPMUHH ocTpo OBOpeyHo yBpexaaHe U 6nbpedHa

HCAOCTATHYHOCT.

Iomyjauus B npoyuBanuaTa npd HCV (B koM6MHALIMS ¢ NPOTHBOBHPYCHA Tepanus ¢ HHTepdepon
H pHOABHPHH)

CucTeMo-opraseR Kiac YecToTa HexelaHa peakuus
Nudexunn 1 nndecramu Hectn HMHdekunsa Ha NHKOYHUTE ITbTHINA, MHQEKINUA Ha FTOPHNUTE
JAXaTeTHY MbTHINA, OpOHXMT, HA30(apUHTHT, TPHII, NabnaneH
xeprnec
HeudecTn ['acTpoeHTEpUT, QapUHIHT
Heonnasmu — Yectu 3/10KauyecTBEHNH YePHOAPOOHHU HEeOoINa3MH
nOOpPOKaYeCTBEHH,
3N0Ka4eCTBEHH H
HeonpeaAeNIeHH (BKII. KHCTH ¥
NOJIHNH)
HapyiueHus Ha KpBBTa # MHoro AHeMHA
nuMdHaTa cucTema YECTH
YecTn Jlumdonenns
Heuectn XEeMOJIUTHUYHA aHEMMUS
HapyilieHusa ua metabonuzma | MHoro Hamanen aneTtur =~
M XPaHCHETO YeCTH A Al E
| Yectn X MIepriMKeMus, IaToNorniHa 3ary6a ye g¥je >
TTcHXMUYHY HapyLIEHUS YecTH Ienpecus, Ge3nokoicTeo, HapyleHng HErpifuedtigt, \ 2. \!
HevecTn O6bpkanocT, Bh30yaa | & [ NTE N\ T

-‘_‘:;% ‘..1‘1_.
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Hapyirenusa Ha HEpBHATA Mmuoro I'masobonne
cCUcTEMA HECTH
YecTn 3amMasiHOCT, HapYyLIeHO BHUMAHUE, AUCTEY3us, HepHOIpoOHa
eHuUedanonaTus, JeTaprid, HapyUIEHWE Ha TAMETTAa,
napecTesus
Hapyinenns Ha ouuTe Hectn KarapakTa, peTHHA/IHY €KCYIaTH, CYXO0 OKO, ITOXXBJITABAHE Ha
O4YNTE, pETHHANEH KPBBOMU3JINB
Hapymenus Ha yXO0TO Yectn CeeToBBpTEXK
nabupHuHTa
CrpAcYHH HAPYLUEHHA Yectn [ lannuTanun
PecriupaTopHu, rpbHU U MHnoro Kamnnua
MEJIMACTUHAITHYA HApYLLEHHS YEeCTH
YectH Hncnred, opodapunreanna 6oska, AuchiHes NpH YCUITHE,
NPOOYKTHBHA KALLTHLA
CToMauHo-4YpEeBHN Mnoro ["anexe, quapus
HapyLIeHHA YeCTH
YecTu IMoepwiane, acuuT, KopeMHa 6orka, OolKa B ropHaTa yacT
Ha KOpeMa, AUCTENCHSA, CYXO0Ta B yCTaTa, 3arekK, pa3ayBaHe
Ha kopema, 3b0Ha bonka, cToMaTut, ractpoesodareanHa
pedirykcHa BonecT, XeMOpOHIH, KopeMeH JUCKOMPOPpT,
BapULH
Ha XpaHONpOBOAA
Heuectn KbpBeHe 0T BapHLIM Ha XpaHOMNpOBOAA, racTpUT, adTO3eH
| CTOMATHT
XenarobunuapHy napytenus | Yectu XunepOunupyOoHHeMns, )KbITEHHUA, TEKAPCTBEHO HHAYUHRPAHO
YepHOAPOOHO YBpEXKAAHE
Heuectw Ipomﬁnza Ha NopTalHaTa BeHa, qyepHOApOoOHa HEIOCTATLYHOCT
Hapyiuennsa Ha KoxaTa u MHoro Coupbex
NMOOKOXHATA THKAH YeCTH
Yectv O6pue, cyxa koxa, ex3ema, copbaul obpuB, eputem,
XHIIEPXHAPO3a, FEHEpAIN3MPaH CHpOeX, anoneuus
Heuectn KoxH¥ ne3nu, npoMsiHa B LIBETA HA KOXKaTa,
XHNEPNUrMEHTALNA HA KOXKATa, HOLHH H3NOTABAHNSA
HapyiieHus Ha MyCKYITHO- MHoro Mpuanrus
CKeNeTHATa cucTeMa 4eCTH
ChEJHHUTENIHATA ThKaH Yectn ApTpanrus, MycKyJTHH criasmy, bonka B ropba, 6onka B
KpaltHHLMTe, MYCKYJIO-CKeJieTHa Donka, 00/iKa B KOCTHTE
HapyuieHus Ha 0b0peunTe U Heuecty TpomboTnuHa MuUKpoaHrdonaThg ¢ ocTpa 6sbpeuna
NAKOYHUTE MHTHIHA HEJOCTaTHYHOCT!, AH3YPHS
OOy HapylueHus ¥ epexTH MHroro Mupekcusd, ymopa, rpunonogobHo 3abonaBane, acCTeHNs,
YeCTH BTpHCAHE
Ha MACTOTO Ha NPUJIOKEHHE YectH Pa3gpa3HUTESTHOCT, DONKa, HEPA3MONOXKEHNE, pEAKLINM HA
MACTOTO Ha MHXKEKTHUPAHE, rpbaHa O0NKa OT HeCbpacHEH
TIIPOHM3XOA, OTOK, IEPUPEPHH OTOLUH
Heuectn CupOexx Ha MACTOTO Ha UHXEKTHPaHE, OOPUB HA MACTOTO Ha
| UHXEKTHUPAHE, TPBIAEH JUCKOMGOpT
Hicneapanus Yectn lNMoumasaHe Ha 6UIHpyOHHA B KPBBTA, TOHW)KABAHE HA
Tern10To, NOHWkKaBaHe Ha Opos Ha OenuTe KPLBHHU KIETKH,
NIOHUKaBaHe HA XeMOorioOuHa, NOHkaBaHe Ha Opos Ha
HeYTpOUIUTE, MOBHILIABAHE HA MEX Y HAPOAHOTO
HOPMAJTH3HPAHO CHOTHOLIEHUE, YOBIDKAaBaHe Ha
AKTHBHPAHOTO NapuyaliHo TPOMOOITACTHHOBO BpPEME,
[OBHLLIABAHE Ha
KpbBHaTa 3aXap, NOHW)KaBaHe Ha anbymiHa BEphifa-
Heuectn Y nbokaBade Ha QT HHTepBaa Ha eJleKTy i_;n..« MO

O6enuHaABaLl TEPMUH ¢ MPESANOYHTAHH TEPMUHH Onuroypus, 6b0peuHa HegocTa v/

0b0peyHO YBpEKAaHE.
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Ilonyaauua B npoy4BaHusaTa npu TAA

CHCTEMO-0praHeH Kaac YecToTa HexenaHa peakius
Hapyluenus Ha KpbBTA U YectH HeyTtpornienus, vHgapKT Ha cne3kaTa
nuMdHaTa cucTema
Hapyiwenus Ha Metabonusma | HectH CBpbXHATPYIIBAHE HA XKEJIA30, TIOHWKEH ATIETHT,
H XPaHEHETO XUMOrMUKEMNAS, MOBUILEH AMETHT
[ lcxW4HW HapyUIeHNS Hectn TpeBoxxHOCT, AenpecHs
HapyuieHus Ha HepBHaTa MHoro I'naBobonue, 3aMasHOCT
CHUCTEMA YECTH
YecTu CHHEKOTI
HapyuieHusa Ha ounTe Yectn Cyx0 0KO, KaTapakTa, NOXKbJTABAHE HA OUUTE, 32MEIIIEHO
3peHHE, IPUTENHHN HApYLIEHH, MbTHHHH B CTBKJIOBUIHOTO
TSITO
PecniupaTtopHu, TpbIHH H MHoro Kauinuia, opodapuHreantHa 6onka, puHopes
MeAVNaCTHHATHHN HapYLUECHHS HECTH
Hectu FruMcTaxcHc
CTOMalIHO-4YpeBHN Muoro Huapus, rageHe, KbpBaliH BeHIH, KopeMHa OoJlka
HapyMmeHHs 4eCTH
YecTH Ob6pa3yBaHe Ha MEXYpH [0 THraBuLATa HA yCTaTa, bonka B
obmacTTa Ha ycTaTa, IOBpbINAHE, CTOMALICH AUCKOMPOpT,
KOHCTHNALKA, pa3lyBaHe Ha kopeMa, Aucdarns, NpoMsHa Ha
LUBETA HA U3IPAKHEHUATA, TIOAYBAHE HA €3UKA,
TaCTPOMHTECTHHANHH MOTHJIMTETHH HapYIICHUA, QaTyICHIUA
XenaroOunuapru HapyueHus | MHoro [TOBUILICHH TpaHCAMWHA3H
4eCTH
UectH [MToBHineH OMNUPYOHH B KpbBTa (XUTIepOUTHPYOHHEMAS ),
XbJITEHULA
C JlekapcTBeHO HHIYUHpaHO YepHOApoOHO yBpeknaHe*
HeuzBecTHA | *CrnoOwiasar ce Ciyyay Ha JIEKapCTBEHO MHAYLIMPAHO
4ecToTa yepHoApobHo yspexaane npy nauneHty ¢ UTITu HCV
HapylieHys Ha KoxkaTa U YectH [TeTexnu, obpus, Cupdexk, ypTHKAPHA, KOXHU JIE3UH,
MOOKOXHATa TEKaH MakyjnapeH cOpuB
C [TpoMsiHa B 1{BeTa HA KOXKATA, XUIIEPNUTMEHTALUA HA KOXATA
HEW3BECTHA
YECTOTA
HapymreHns Ha MyCKyJTHO- MHoro ApTrpanrus, Oonka B KpalfHHLMTE, MyCKYJIHH CMa3MH
CKENEeTHATA CUCTEMA H 4eCTH
CHEANHHTETHATA ThKaH Yectv bonka B repba, MHanTug, 601Ka B KOCTHTE
HapylueHusa Ha 0u0peunTte 1 YecTn XpoMmarypud
MAKOYHHUTE MBTHILA
O01uy HapylIeHus U €PeKTH MHoro YMopa, NupeKcls, BTpUCaHe
Ha MACTOTO Ha MPHIOKECHHE HeCTH
Yectn AcTeHUs, nepHPEPHA OTOLIH, HEPA3NONOKEHHUE
Micnensanms Hectn IMosuinena kpeaTnHPocoknHasa B KpbBTa
Onwncanue Ha ¥30OpaHu HEeXKENAHW peakiny

Tpombomuunw/mpomboembonuunu cvbumus (TEC)

B 3 KOHTPONHPaHH W 2 HEKOHTPOJHPAHHU KIUHHUYHHA NTPOYUBAHHMA NPH BL3IPACTHH
nedexnue ¢ enrpombonar (n=446), npu 17 nauueHTy ca Bb3drkHany odbuwo 19 TEC,
HU3XOAA1] pel N0 OTHOLIEHHE Ha uecToTa) Abiboka BeHo3Ha TpoMbo3a (n=6), ben
OCTBP MHOKapaeH UHPapkT (n=2), Mo3bUeH HHdapkT (n=2), emOonKus (n=1) (BKk.

B exno nnanebo-koHTpoIUpaHo npoyyaHe (n=288, nonynauns 3a 6e3zonacHocT), ¢
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MPH MOATOTOBKA 38 WHBA3MBHU mnpouenypw, nmpu 6 ot 143 (4%) BB3pacTHH MALUWEHTH ¢ XPOHUUYHO
YyepHOApPOOHO 3a0onABaHe, Npuemalluy entpombonar, ca oryetedn 7 TEC oT cTpaHa Ha nopTanHiara BeHO3Ha
cucTeMa M nipu 2 ot 145 (1%) naumenTyn B nnauebo rpynara ca orueteHn 3 TEC. Tlet oT 6 maumenTH Ha
negenue ¢ exrpomborar ca nomyuunu TEC npu 6poit Ha TpomOouuTHTe >200 000/ul.

He ca ycTaHoBeHH crellHHIHM pUCKOBH PAKTOPH IIPH NMALUMEHTHTE, KOMTO ca pa3BiiM TEC, ¢ H3KI09eRHE
Ha Opoii Ha TpoMOoumnTHTe =200 000/l (BX. TOUKA 4.4).

B KoHTponupaHu npoy4BaHus rpu Tpombouutonennynn naunenty ¢ HCV (n=1 439), 38 ot

955 nauueHTH (4%), NexysaHu ¢ enxrpombonar, u 6 ot 484 naumnenty (1%) B nnanebo rpynata ca nmMany
TEC. Haii-yectata TEC B aere rpynu Ha jieueHune € OGuna tpombo3a Ha nopranHaTta BeHa (2% npu
nallMEeHTHTE Ha JieueHHre ¢ earpombonar cnpamo <1% 3a nmurauebo) (Bx. Touka 4.4). [allMEHTHTE C HUCKU
HUBA Ha anOyMuH (<35 g/l) nnu MELD >10 ca nmann 2 neTH no-BHCOK puck oT TEC, B cpaBHeHHe C
[ALMEeHTHTE ¢ NO-BUCOKH HHBA Ha anOymuH. [Tanuenture Ha gp3pacT >60 roguHU ca WMaiy 2 TbTH M0-
Bucok puck oT TEC, B cpaBHEeHHE ¢ NMO-MJIAIUTE MALIHEHTH.

Yeprodpobra dexomnercayus (npunojicenue ¢ unmeppepon)

[MaupexTuTe ¢ XpoHuueH HCV ¢ unpoza Moxke [a ca U3/0XKEHHN HA PUCK OT YEPHOApPOOHa JeKOMIIeH AL,
OoKaTo ca Ha nedeHne ¢ anda-uHTepdepoH. B 2 KOHTpPOJMpPAHH KIAHHUYHH TpOyYBaHHA MNpH
TrpomGounTonenwynn nauweHty ¢ HCV, e cpobuiasaHa dvepHompoOGHa JAEKOMIIEHCAUMA (acUHT,
yepHoApoOHa eHuUedanonaTHA, KbpBEHE OT BApHMUM, CMOHTaHEH OakTepHaneH NEPUTOHUT) NO-YECTO B
paMoTo Ha entpoMbonar (11%), B cpasHenne ¢ mauedo pamoto (6%). I1py MaUHEeHTH ¢ HHCKHA HUBA Ha
anbyMun (<35 g/1) nmu MELD cxop >10 Ha n3XoOHO HUBO, € HabmogaBaH 3 ITbTH ITO-BHCOK PHCK OT
yepHoApoOHA JeKOMNEHcAalMs W MOBMIIABAHE HAa pUCKA OT HEXeNaHW ChOMTHS C NeTaleH M3Xol, B
CpaBHEHHE ¢ MAIMEHTH ¢ MO-MAIKO HanpeAHano depHoapoOHO 3abonaBane. Enrpombonar TpsdBa aa ce
Mpunara nNpH Ta3n rpyfa MalUMEeHT CaMo cnell BHHMaTelHa MpEleHKa Ha O4AKBAaHUTE MOJI3M CHpPAMO
pAcKoBeTe. [TanneHTHTe ¢ TE3W XapaKTEpHCTHKH TpAOBA [1a ce MpOCNeasiBaT BHUMATETHO 3a TIPH3HALM H
CHMIITOMM Ha YepHoApoOHa AexoMneHcaums (Bx. Touka 4.4).

XenamomoxcusHocm

B KOHTponHpaHUTe KNHMHWYHM TNpoyuBaHUA ¢ entpombonar npu xponuuHa HTII ca Habniopasanw
noenmenne Ha ALT, AST n 6nnnpy6buna B cepyMa (Bxk. Touka 4.4).

Tesn Haxomxu ca apegumHo nekd (Crenen 1-2), obpatnMu ¥ He ca OMIIH CBHITPOBOAECHH OT KIIWHUYHO
IHAYHMMH CHMITTOMH, KOHTO OHXa noka3anu HalHune Ha HapylueHa yepHoapobra pyHkuus. B 3-te
nmianebo KOHTPOJHpaHH NPOYUYBAHWA NMPH BB3PAcTHM nauueHTH ¢ xpoHuyna UTII, 1 mauueHT B
nnauebo rpymata ¥ | man@eHT B rpynara Ha exrpoMbonar ca WMalM OTKNOHEHHS B UYEPHOAPOOHHTE
dyukunonanuu nokazarenu Crened 4. B ngse nnauebo kOHTPONHpaHH NpOy4YBaHUA NMPH NEAUATPUYHM

ManyenT! (Ha Bu3pacT oT 1 4o 17 rogunn) ¢ xpounura UTTI, ALT 23 x T'TH ce cbobwasa npu 4,7% u 0%
CLOTBETHO B rpynure Ha ejarpombonar n nnauebo.

B 2 xoHTpONMpaHH KIMHHYHY MpoyyraHua npu naguents ¢ HCV, ALT nan AST >3 x TTH ce cvobinasa
npu 34% u 38% cHLOTBETHO B rpylUTe Ha enTpoMbonar u nuiaunedo. [lopeyeTo MalMeHTH, NPH KOWTO C€
npunara enrpombonar B xoMOMHalMA ¢ nNernHTepdepoH/pudaBUpHH  UMAT  HMHAWPEKTHA
xunepOunupyburnemus. Karo usno obuy Sunnpyous >1,5 x I'TH ce cvobiasa npu 76% u 50% cLOTBETHO
B rpynurte Ha exrpombonar n nnatebo.

B npoyuBaHeTo ¢ eqHO paMo 3a MOHOTepanus npu pedpaktepHa TAA dasa II, ennospemenno ALT nnm
AST >3 x ITH ¢ o6 (MaaupexTeH) 6nnupy6bun >1,5 x TTH ce cwobmasat npH 5% ot nmauuenTute. 0611
Ounupybus >1,5 x I'TH ce ycrtanossasa npd 14% OT nauueHTHTE.

Tpomboyumonenus cteQ cRUpPAane Ha leYenuemo

I[Tpn 8% ot rpynara Ha entpomOonar u npu 8% ot rpynara Ha ninanebo B 3-1€ KOH
mpu UTTI ca HabGmioxaBaHu NpexoJHU HamaneHus Ha 6pos Ha TpoMOOLMTHTE 10
HUBaA CJie]l TpeKbCBaHe Ha JeYeHHeTo (BXK. Touka 4.4).
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HOSH&HEHPEMHR‘_PEHH 6 KOCMHUR MO3BK

Tlo BpeMe Ha mTporpamMara rpH HUKOH OT MAUMEHTHUTE He € UMAJI0 JaHHH 3a KTHHHYHO 3HAYHMH NaTOSIOTMYHH
MPOMEHH B KOCTHHA MOZbK KIH KIKWHHYHH HAXOOKH, KOMTO [Ia NOKa3BaT KOCTHO- MO3bYHA ANCHYHKUMS.
ITpu Marek 6podt mauuenTn ¢ UTTI, nedenueto ¢ entpombonar ¢ 6110 NMpexbCHAaTO AOPAAH paiBHTHE Ha
pPeTUKYIIUH B KOCTHHA MO3BK (BX. Touka 4.4).

QHH‘IGEEHE'HIH‘IHH HAPpYweHis

B xnvHHYHOTO npoyusale npH pedpakrepHa TAA dasza Il ¢ HayanHa po3a Ha earpombonar 50 mg/aeH
(yBenW4YaBaHa Ha BCEKH 2 CeAMMLM OO MakcnManHa go3a 150 mg/nen) (ELT112523), HoBH HHUTOreHETHUHH
HapylleHua ce HabmopasaT npu 17,1% oT Bb3pacTHUTE NaUMeHTH [7/41 (xato 4 OT TAX WUMaT NIPOMEHN B 7-
Ma XpoMo3oMa)]. MenuaHaTta Ha BpeMeTC OT HayanoTo Ha MpHeMa Ha NMpOYYBAHOTO JIEKAPCTBO 0 MosBaTa
Ha LIMTOTeHEeTHYHU HapylueHus e 2,9 Mecela.

B xiuMHHYHOTO mpoyuBaHe npH pedpaktepHa TAA daza Il ¢ entpombonar B go3za 150 mg/nen (cue
CbOTBETHUTE MPOMEHHU B 3aBUCUMOCT OT pacata WM Bwb3pactra) (ELT116826), HOBU LUHTOTreHETHUHH
HapyleHus ce Habmogasat npu 22,6% ot Bp3pacTHATE natueHTH [//31 (xaTo 3 OT TAX UMAT NIPOMEHHU B /-
Ma XpoMo3oMa)]. BcrukH 7 nallHeHTH WMaT HOpMalTHa LIMTOreHETHKA Ha U3XOAHO HUBO. lllecT nauueHTH
UMaT UKXTOTEHETHYHHM HapYLUIECHHs Ha 3-HA Mecel] OT JeYeHHETO ¢ enTpomborar W eQWH TNMauMeHT UMa
LIUTOT€HETUYHHN HapyLIEHUs Ha 6-Us Mecell.

Xemamonozuynu 3r0Kavecmeenu 3abonssans

B oTBOpeHOTO TIpOoyuBaHe ¢ egHo pamo npH TAA, npy tpuMa (7%) manueHTH € auarHoctuuupad MJAC
clien neyeHue ¢ entpomdbonar, B ABete Tekyuiu npoyysadud (ELT116826 n ELT116643) npn 1/28 (4%) u
1/62 (2%) ot nauueHTHTe € guarnocTuMpad MJIC unu AML BBB BCAKO NMPOYYBAHE.

C'b{)ﬁm&BaHE Ha MOJA03HPAHH HCXKCTAHH DCAKITHH

CroOillaBaHeTO Ha MOAO3HPAaHHW HEeXXeNTaHHW PEeakLWH Cclie] pazpellaBaHe 3a ynorpeba Ha nekapcTBEHUWA
MPOAYKT € BaxHO. ToBa MO3BOJIABA Ja MPOABIDKH HaONIOCHUETO HAa CHOTHOLIEHHETO NON3a/pUCK 3a
neKapCTBeHKA MpoAYKT. OT MEAHLUMHCKHTE CINEMATACTH C€ M3NUCKBa [Ja ¢hoOUlaBaT BCska MOJO3MpaHa
HeKeslaHa peaklus ypes:

HammeanuTenna arenuus no nekapcreata (MAJI)
yn. ,,JlamaH ['pyeB® No§

rp. Cogus 1303,

Ten. +359 2 8903417

eJi. moua: bdaf@bda.bg

yebGcaliT: www.bda.bg

4.9 IIpeaosnpaHe

B crmyyati Ha npepo3upane OposT Ha TPOMOOLMTHTE MOXE Aa C& YBEJIWYH [PEKOMEPHO M TOBa la oBe/le A0
TpoMOoTHYHI/TpoMOOEMOONTHMYHH YCIOKHEHUA, B cnayuail Ha npeno3umpane, tpabBa ga ce oOMHCIH
nepopanHo TNPWIOKEHHe Ha MNpernapar, ChAbpXAlll METATHU KATHOHHW, KaTo KAILMHA, anyMHHHN WU
MarHe3uid, 3a na ce obpasysar xenatd ¢ enTpoMbonar ¥ Taka fa ce orpannun abcopbumnsta. bposar Ha
TpoMOOUMTUTE TpAaGBa BHUMATENHO da ce cneau. JleueHueto ¢ entpoMbonar TpsbBa fna ce NMOAHOBH B
CbOTBETCTBHE C NPENOPBLKUTE 3a JO3HPAHE H MPHIOKEHHKE (BX. TOUKa 4.2).

B KAMHMYHUTE NpOyuBaHNS MMa €AHO CHOOUICHHE 3a NMpeao3npaHe, MpH KOETO MALKEHTLT € NOrbIHaAN 5
000 mg entpombomnar., CroOLICHHTE HEXENaHHW JIEKapCTBEHH peakluu ca Ouim nek oOpHB, NpexolHa
Gpagukapaud, noewinasane Ha ALT u AST ¢ ymopa. UepHoapoOHUTE €HIUMH, H3IMEPEHH MEXIY 2-pU U
| 8-TH [iIeH cneq nmorTLLIAHETO, ca NOCTUIHAIM Hal-BUCOKY cToMHOcTH 1o 1,6 mbt [TH2a A S Y ITbTH
ITH 3a ALT n 2,4 wetn ['TH 3a o611 Ounupydun. bpoat Ha TpombounTute e 6un 672 !"' 1 A
clief] OrTbLIAHE HA JIEKAPCTBOTO, 4 MAKCUMAIHHUAT AocTHUTrHAT 6poi Ha TpombouuThTe ¥ B )

Bcuuku ceOUTHA ca oT3BYYanH 63 NOCNEACTRHA C/ell TeUCHHE,

To# xaTo enTpoMbonar HaAMa 3HauMMa ObOpetHa eKCKpELIMA U Ce CBBP3Ba BbB BUCOKA (TCHCHPRNAI N
va A




NPOTEHHH, He C€ O4YaKBa XeMoAWanni3aTta [Ja € e(@EeKTHBEH METOJ 33 3acH/IBaHe Ha eTWMHHHpPaHETO Ha
enTpoMbonar.

5. ®APMAKOJIOTHYHHU CBOUCTBA

5.1 ®apmakoIHHAMHYHH CROHCTBA

dapmakoTepanesTHuHa rpyna: KpbBocnupamy cpeictsa, ApyrH CUCTeMHHM xeMocratuud, ATC ko
B02BX 05

MexaHH3IsM HA JeHCTBHE

TPO e OCHOBHMST UWTOKHH, Y4YacTBAIN B peryjlaugyara Ha MErakapuorioesata W MNpoOW3BOACTBOTO HA
TpoMOOLMTH, B € erforeHHUAaT nurang Ha TPO-R. Entpombonar BzauMoneiictea ¢ TpaHcMeMOpaHHUSA
noMeH Ha JoBelnkua TPO-R W HHHUIHKpPA CUTHANTHH Kackalu, NOJoOHN, HO He HASHTHYHH Ha Te3W, KOUTO
ce UHHIMMPAT ¢ eHaorenHus Tpombonoerun (TPO), nHoyuupaiikn nponndepauus 1 AHdepeHIHALNS OT
MPOreHUTOPHN KJETKU Ha KOCTHHA MO3BK.

KnuHruyHa edHKacHOCT ¥ 6€30M1aCHOCT

IIpoyusanus npu umyHna (nepeusna) mpomboyumonenus (HT11)

IlBe da3a I11, panaoMusnpadn, asofiHocneny, nuauebo-koHTponupann npoyusaiusa RAISE (TRA102537)
n TRA100773B u aee otBopenn npoyuBanus REPEAT (TRA1080357) m EXTEND (TRA105325) ca
oueHHNIH Oe3omacHocTTa ¥ edMKacHOCTTa Ha enTpombonar npu pb3pacTen nauumeHTH ¢ HUTIL ¢
npeaulecTBaio nedeHne. Karo usio, exrpombonar e 6 npunoxkeH Ha 277 MalHeHTH C HUTIT 3a nHaii-
Manko 6 Meceua U Ha 202 nauuenTy 3a Hali-mManko | roauna. IlpoyuysaHeTo ¢dasza II ¢ eano pamo TAPER
(CETB115J2411) oueHssa Ge3onacHOCTTa H epUkacHOCTTa Ha enrpoMbonar, KakTo H Bh3MOXKHOCTTa My
na HHAYUUpA TpaeH OTTOBOp Clie] MpeKbeRaHe Ha neueHueTo npH 105 se3pacTan nauuenTt ¢ UTII, kowuto
IOJyuaBaT PELMAMB KK HE Ce NOBUABAT OT KOPTHKOCTEPOH/IHO JICYCHHE OT IMbPBA NHHAA.

Heotinocnenu, niayebo-KkOHMPOTUPARY BPOYVYSARUA

RAISE:

197 nauwenta c¢ HTII ca panpommsupand 2:1, enrpombonar (n=135) kbM mnauebo (n=62), w
PAHIAOMH3HPAHETO € CTPaTUPUIMPAHO B 3aBUCUMOCT OT TOBA JajH € HANpaBeHA CIIJIEHEKTOMMUA,
NPUIOKEHHETO HaA fekapcTBeHH npoaykTh 3a HTIl Ha wu3xoaHo HMBO M m3xoguus Opod Ha
TpombouuTHTE. Jlo3aTta Ha enTpoMbonar e KOpUrHpaHa npe3 6-MeceyHus NepHo Ha Jieu¢HHEe Bb3 OCHOBa
Ha MHIWBHMAYyanHHA Opol Ha TpoMOOUHMTHATE MPH BCEKH MALMEHT. BCHUKHM NAMEHTH ca 3aNo4HANN
neyeHne ¢ 50 mg entpombonar. OT 29-Tua IeH 10 Kpas Ha jedeHHeto, 15 no 28% oT mauneHTHTE Ha
JleyeHue ¢ enTpoMbonar ca noaaspkaiy Ha <25 mg v 29 1o 53% ca npuemann 75 mg.

(OcBeH TOBA MMALMEHTHTE Ca MOXKENH Aa HAMAIABAT MOCTENICHHO J03aTa Ha ChITbTCTBAIINTE JIEKAPCTBEHH
npoaykTy 3a UTIT u ca moxxenu na nonyyasaT CUMITOMaTHYHO JIEYEHHE CNOPE] MECTHUTE TEpaneBTHYHH
ctanapTd. TloBeye OT MOMOBHHATAa OT BCHUYKH MAalMEHTH BLB BCAKA Ipyna Ha jiedeHHe ca Owin Ha 23
npeawecTsamn neyeHus 3a UTIT u 36% ca nmann npeaulecTsallla CrjacHeKTOMNA,

MegnaHaTta Ha Opos Ha TpoOMOOLMTHTE HAa M3XOAHO HHBO € 6una 16 000/ul B gBeTE rpyny Ha neveHne, KaTo
B rpynara Ha ejxrpombonar e noggbpxkaHa Haz 50 000/ul npy BcHYKH NoCeUIeHUs MO BPEME HA JIEYEHHUETO
oT 15-THA JeH HAaTaThK; 3a pa3fi#dKa OT Ta3u rpyna, Meanavarta Ha Opo#i Ha TpomOouuTHTE B nnauedo
rpymnata e octanana <30 000/ul no Bpeme Ha LAIOTO MPOYyYBAHE.

Bpoit TpombounTH Mexay 50 000-400 000/ul, 6ez cnacutenHo neYeHUE € MOCTHTHAT TIPH 3HAYWTETHO NO-
rojisM Gpoii maluMeHTH B rpyNaTa Ha JieueHue ¢ enrpoMbonar no BpeMe Ha 6-MeceuHH
p <0,001. ITeTnecet u 4eTHpH MPOLICHTA OT MMALMEHTHTE Ha JIEYEHHE C eJITPOMOOTI
Ha nnauedo ca NoCTUrHajJM TOBa HMBO Ha OTrOBOpP crea 6 ceaMHLM Ha NeyeH
OTTOBOP € MOJUTHPXKaH M0 BpeMe Ha LSIOTO npoyusaHe, Kato 52% u 16% ot n
B Kpas Ha 6-MeceyHHs Nepuo Ha NedyeHue.




Tabanua 4 BropuunH pe3yaTaTH 3a eépHkacHoct oT RAISE

EnrrpoMmbonar [Tranebo
N=135 N=62

Knwyosu BTOPHYHH KpailHH TOYKH

Obu1 6poit Ha cenMuLuTe ¢ TpoMOOUKUTEH OpoH
>50 000-400 000/, cpenen (SD) 11,3(9,46) | 2,4(595)
[Mauuentn ¢ >75% o1 u3cnenBanuaTa B TapreTHUA JuanasoH (50 51 (38) 4 (7)
000 zo 400 000/ptl), n (%)
p-CcroitHocT ? <0,001
[MaurenTH ¢ kupBere (Ctenenn 1-4 no C30)) no BCAKO BpeMme 106 (79) 56 (93)
npes 6-te meceua, n (%)
p-CToMHOCT * 0,012
[MTanuenTy ¢ kbpBeHe (Cteneny 2-4 no C30) no BCAko BpeEME 44 (33) 32 (53)
npes 6-Te Meceua,an (%) 0.002
P-CTORHOCT
Heo6X0auMOCT OT ClIacHTETHO Niedenne, n (%) 24 (18) | 25(40)
P-CTOMHOCT ® 0,001
[TaumnenTH Ha neueHue 3a UTI1 Ha n3xogHO HKUBO (n) 63 31
ITamMeHTH, KOUTO ca ce ONUTaNH Ja HamanaT go3arta wimu ga| 37 (59) 10 (32)
CIpaT TEpanHuaTa Ha M3XOQHO HHRBO, n (%)° 0.016
p-CTOHHOCT * ’
a JIOTHCTHYEH perpecMoHEH MOJes, KOpHWTHpaH CHIpIMO TPOMEHIHMBHTE 33 paHIOMH3HPAHE H
cTpaTUdHKaLHA

b 21 ot 63 (33%) nagueHTH, IEKYBaHHU ¢ enTpoMbonar, NpueMay nekapcTeed Npoaykr 3a MTIT Ha
U3XO/HO HHBO, CTIPENIM IEPMAHEHTHO BCHUKH JieKapCcTBeHH npoaykTh 3a U TTI Ha M3X0aHO HHBO.

Ha n3xoano HuBo nosede oT 70% ot nauueHTHTe ¢ UTII] BBB BCSKa rpyna Ha JledeHHe ca ChoOUInIu 3a
HiakakbB BUA kbpBeHe (Crenenu 1-4 no C30) n cvoTBeTHO nosede oT 20% ca CHOOMIMIN 32 KIIHHHYHO
3HauYUMO kbpBeHe (CteneHu 2-4 no C30). CHOTHOINEHHETO MEX Y NalMEHTH Ha leYeHHe ¢ enTpoMbonar ¢
HAKakbB BH] kbpBeHe (Ctenenu 1-4 no C30) u nauneHTy Ha AeueHHe ¢ entpombornar ¢ KIIMHHYHO 3HaYHMO
kbpBeHe (Crenenn 2-4 no C30) ¢ HaManano oT U3XOAHOTO HUBO ¢ TpubnusuTenno 30% ot 15-Tug aeH Ao
Kpas Ha JIeucHUeTO MO BpeMe Ha Uenus 6-MeceveH epuo/ Ha JieueHHe.

TRA100773B:
[TnpBHYHaTa KpaiHa TOYKA 3a ePUKACHOCT € OUNIa NPOLEHTHLT MAUUEHTH C OTTOBOP, OTIpeieNieHa KaTo MALHEHTH C

UTTI, npn KouTo € UMano nosuilasaHe Ha 6pos Ha TpombouutuTe a0 230 000/l Ha aeH 43 oT M3X04HO HHBO <30

000/ul; nauneHTHTE, KOUTO Ca NpeIBAPUTEIIHO W3KMoYeHH nopany 6poit Ha TpoMmboumuTute >200 000/pl, ca
CUYMUTAHH 3a MALIMEHTH C OTIMOBOP; NALMEHTHTE, KOUTO Ca MPEKbCHANY NO HAKAKBA ApyTa IPHUYHHA, ca CUMTAHH 33
HEQTrOBOPHIIH, He3aBHCHMO OT Opos Ha TpoMbouuTHTe. O610 114 nauneHTr ¢ npeamectTsaino JedeHne 3a UTT]
ca Ounu pangoMuzupann 2:1 enrpombonar (n=76) kbM nnauebdo (n=38).

Tabimua S PesyaraTn 3a epukacHoct oT TRA1007738

Entpombonar [Tnauebo
N=74 N=38
Knro10BH IMEPBUYHH KpaliHN TOUKH
[Tonxonsiu 3a aHanus Ha e(h)MKACHOCTTA, N 73 37
INTanmenTH ¢ Opoit Ha TpoMmbonuTHTe 250 000/l cnex
Mepuoz Ha pwiarane 4o 42 IuM (cpaBHEHO ¢ 6poif Ha 43 (59) 6 (16)
n3xoaHo HUBo <30 000/ul), n (%) T E e
) <0,001 / S |

p-CTOHHOCT" __
Ki040BHY BTOPpHYHH KpaiHN TOYKH ﬂ‘fgf ;:" 1-,. A %
TTaLMeHTH C OLIeHKa Ha KbpBeHe Ha [eH 43, n 51 i’ﬂ Vo | =
Kbpsene (Ctenenu 1-4 no C30) n (%) 20 (39) R N : "”‘__ _.55'

TN
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p-CTOMHOCT
a JlorucTrAUER perpecHOHEH MOJIEN, KOPHTHPAH CIpSIMO TIPOMEHIHBUTE 3a paHIOMHU3HpaHe
CTpaTrpMKains

U B asere npoyusanus, RAISE n TRA100773B, oTroBopsT kbM enTpomOonar, B cpaBHeHHE ¢ miaueo, e
OHN CXOZEeH, HEe3aBMUCHMO OT H3NOJI3BAaHUA JekapcTBeH NpoAyKT 3a WUTII, HanwuyueTo vinu jIumncara Ha
CTIICEHEKTOMHMA W H3XOAHOTO HMBO Ha Opos Ha tpoMboumrtute (<15 000/ul, >15 000/pl) npu
PaHIOMH3HPAHETO.

B npoyuBanusata RAISE nm TRA100773B, B noarpynata Ha nauxeHture ¢ UTII ¢ u3xonen Opoit Ha
TpoMboumTHTe <15 000/ul, MeanaHaTa Ha Opos Ha TpoMOOUHMTHTE HE € NOCTHUrHANA TapreTHOTO HUBO (>50
000/ul), penpexkn 4e u B gBeTe npoyuBaHus 43% or Te3W NalUMeHTH, NIEKYBaHHW ¢ exTpombonar, ca ce
NOBNUANM clien 6 ceaMULN Ha NedeHde. OcBeH ToBa B U3NIUTBaHETO RAISE, 42% oT mauuneHTHTE ¢ N3X0AEH
6poit Ha TpoMmbouuTuTe <15 000/Ul, nekyBanu c entpombonar, ca HMaaM OTrOBOP B Kpas HA 6-MeCeuHMs
nmepuol Ha nevyeHune. 42 mo 60% ot yuactTHuuuTe B npoyuBaHeTo RAISE, Ha neuenne ¢ entpombonar, ca
npyueMalin 75 mg ot JeH 29 10 kpast Ha JEeUYCHUETO.

Omkpumu HeKORMPOAUPAHU NPOYYEAHUA

REPEAT (TRA108057):

ToBa oTKpHTO TIpOydBaHE ¢ MHOTOKPATHO npunarade (3 uukbia ot 6 ceAMHLM Ha NedeHHe, MOCTeABaHH OT
4 ceaMuiy Oe3 NedeHue) € Mmoka3ano, 4ye enU3ogUYHO MPHIToXEHHE Ha eNTpoMOoIar ¢ MHOTOKPaTHH
KYypCOBE He Moka3na 3aryba Ha oTroBop.

EXTEND (TRA105325):

Entpombonar e 6un npunoxed Ha 302 mauuedTn ¢ UTI] B ToBa OTKpUTO pa3lIMpPEeHO NpoyuBaHe,

218 mauueHTH ca 3apbpiunnyd 1 roguHa, 180 ca 3arspmniau 2 roaunu, 107 ca 3apbpLINIM 3 TOIHHH,

75 ca 3aBBbpIININ 4 ro2MHN, 34 ca 3aBbpIINAK S roauHy ¥ 18 ca 3apbplunny 6 roanHyu. Meanuanara Ha 6pos

Ha TpOMOOUHNTHTe Ha H3X0oAHO HUBO € Omna 19 000/l npeau npunoxerueTo Ha entpomdonar.
Mennanarta Ha Opos Ha TpomGouuTuTe Ha 1-Ba, 2-pa, 3-1a, 4-Ta, 5-Ta, 6-Ta ¥ 7-Ma rofMHa OT MPOYUBAHETO
e 6una cworBeTHO 85 000/ul, 85 000/ul, 105 000/ul, 64 000/ul, 75 000/ul, 119 000/ul u 76 000/l

TAPER (CETB1135J2411}):

Tosa e npoyusane da3za Il ¢ eqno pamo, skmousamo nauuentH ¢ UTII, nekysanu ¢ eaxrpombonar cnea
HEYCIMEIWHO KOPTUKOCTEPOHIHO NICYEHHE OT MLPBA JIMHKA, HE3ABUCHMO OT BPEMETO CIIER MOCTABAHE Ha
auarHosata. O6mo 105 manueHTH ca BKIOYEHH B MTPOYYBAHETO U Ca 3aMOYHATH JieyeHne ¢ entpombonar
50 mg BenHBXK AHEBHO (25 mg BeIHLXX OHEBHO 3& MALWEHTH C H3TOYHO-/IOrOM3TOYHOA3HATCKH
npousxoa). [lolata entpomdonar € xopuripaHa nmo BpeMEe Ha Mepuofa Ha JieHeHHEe Bb3 OCHOBA Ha

MHANBHAYATHHA 6polt TpOMOOLMTH ¢ 1ien MOCTUraHe HUBO Ha TpoMOounTute =100 000/pl.

Ot 105—MaTa nayMeHTH, KOUTO ca BK/AKOYEHW B NPOYUYBAHETO W KOHUTO ca MONYYHJIH TNOHE €JHa A03a
entpombonar, 69 naumeHtu (65,7%) 3apbpmiBat neyeHHeto, a 36 mauueHTH (34,3%) mMpeKnCBAT
NIEYEHHETO Ha paHEH eTall.

AHanu3 Ha TpaiHUs OTTOBOP CNel CITHpaHe Ha JICHEHHETO.

[IbpBHYHATA KpaiiHa TOUKA € NPOLIEHTHT NAUUEHTH C TPacH OTIrOBOP CJIe] CNUpaHe Ha JieueHHeTo 10 Mecen

12. IManuenTute, KOUTO ca focTUrHany 6po# Ha TpombouuTute >100 000/l v 6posT Ha TpoMbOLUTHTE Ce
sanaspa okono 100 000/ul B nponbmxenre Ha 2 meceua (6e3 ctofnocty noyg 70 000/ul), orroBapaTt Ha
YCJIOBHATA 3a HaMaANABaHe Ha J03aTa Ha eNTpoMOonar  NpeKbCBaHE Ha JIeYeHHETo. 3a ka ce npHeMe, 4e e
MOCTUrHAT TPaeH OTTOBOP CNel NeYEHUETo, NalyeHTLT TpROBa Aa noaabpxa OpoA Ha TpoMmbouuTTe =30
000/ul npu nunca Ha KbpBEHE WM [IPpUIaraHe Ha CNACHUTENTHO JieYeHHWE, KaKTO O BPEME Ha NeEpHoja Ha
HaMaJIsiBaHe Ha HO3aTa, Taka U ¢Jie]] MpeKbCBaHe Ha JieuenreTo 10 Mecen 12.

[TpoABHKUTENHOCTTA HA HaMAaIABaHe HAa [03aTa € HHAWBHAYAITHW3NpaHa B 3aBHCHMOCT OT
OTroBopa Ha naumneHTa, CbriiacHO cxemara 3a HaMalaBaHe Ha 103aTa e [IPenopLYBa 10
¢ 25 mg Ha Bcekm 2 ceIMUIH, ako OpoaT Ha TpomOouwTuTe € ctabuned. Cnen ka
HaMalieHa 10 25 mg 3a nepuo oT 2 CEAMMULM, CNejl TOBAa Ce npuiara jo3a 25 mg npes

Ha 2 ceIMHILIU 10 NMPEKBCBAHE Ha ICYEHHETO. an MaHHEHTHTC C H3TOYHO-KOTOHU3ITOYHO
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HAMATABAHETO € M3BBPLISHO Ha TNO-MANKW CTHIKK OT 12,5 mg Ha BcaAxa BTOpa ceaMuiua. B ciayvail Ha
Bb3HMKBaHe Ha peuuauB (geduHupaH karo Opodi Ha Tpombouutute <30 000/ul) na nauneHTHuTe Ce
nMpeaiara HOB Kypc elTpoMbonar ¢ moaxondailla HaqyatHa J03a.

QOcemMzeceT ¥ neeeT nauueHTd (84,8%) mocturar neiaeH otrosop (Gpoit Ha TpomGoumTuTe >100 000/U])
(Ctenika 1, Tabnuua 6), a 65 mauneHtn (61,9%) 3zanaspar IMBIHUA OTTOBOp HaHW-MaIKO 2 Mecela, KaTo
OposaT Ha TpoMOouuTUTe He cnmaga noa 70 000/ul (Ctenka 2, Tabnnua 6). Hpn yeTnpuaecetT U YETUPH
nargreHTH (41,9%) e 6M0 BH3MOXKHO 1a C€ HAMaJIi 103aTa Ha enTpoMOonar JO NMOCTUraHe Ha MpeKbCBaHe
Ha JIe4eRHeTOo, kaTo OpodT Ha TpoMmbouTHTe ce 3ana3ea =30 000/ul npu nunca Ha KbpBEHE WK NpUNIaraHe
Ha cnacutenHo JeueHne (Ctenka 3,Tabnuua 6).

[poyyBaHeTo NOCTHra WHPBHYHATA CH LIeJ1 KaTO JEMOHCTPUpA, Ye eTpoMboriar Mo)ke Ja MHOyuupa TpacH
OTroBOp CleJl CipaHe Ha JICUEHWETO MPH JINNCA HAa KbPBEHE WIH NMpHiarale Ha CNnacHTENHO JIeUeHHEe JI0
Mecen 12 npu 32-ma ot 105—1e BruOYeHH naumeHTy (30,5%; p<0,0001; 95% CI: 21,9, 40,2) (CTenka 4,

Tabnmuua 6). fo Meceu 24, 20 ot 105-te BruntoueHu naupedty (19,0%; 95% CI: 12,0, 27,9) 3anaseat TpaeH
OTroBOp Cliel CMUpaHe Ha NIEUECHHETO MpPH JIANCA Ha KbPBEHE WM IpPHIIAaraHe Ha CIIACHTENTHO JICUEHHE
(Ctenika 5, Tabnnua 6).

MemgnaHaTa Ha NPOTBIDKUTENHOCTTA Ha TpalHUA OTroBOpP clel NpeKbeBaHe Ha NeueHueTo 1o Mecen 12 e
33,3 ceaMuUM (MHHUMYM-MaKCUMyM: 4-31), a MeJuaHaTa Ha NPOALIDKHTENHOCTTA HA TPAHHHUA OTTOBOP
clie]] MpeKXbeBaHe Ha neueHueTo A0 Mecerl 24 ¢ 88,6 cenMuuM (MUHUMYM-MakcUMyM: 57-107),

Crnez, HaManARaHe Ha J03aTa U MpekbcBaHe Ha JieueHUETo ¢ enTpombonar rpw 12 nauveHTH uma 3aryba Ha
OTroBOp, 8 OT T9X 3aMOYBAT OTHOBO IIPHEM Ha enTpoMbornar u mpx 7 HMa Bb3CTaHOBABAHE Ha OTTOBOpa.

[Mlo Bpeme Ha 2-TOOHUIHWA TepHon Ha npociaexssaHe, 6 oT 105-te mauwentw (5,7%) nosyyaear
TpombBoeMboaHuHKH CBOHTHA, KATO OT TAX 3 nawueHTH (2,9%) nonyuyasat Apnboka BeHO3Ha TpoM0OO3a, |
nanueHT (1,0%) nmonyuasa MOBLPXHOCTHA BeHo3Ha TpoMbo3za, 1 nauuenT (1,0%) nonyyasa Tpombo3a Ha
KaBepHO3HHA cHHYC, | mauuenTt (1,0%) nonyuasa LepebpoBacKynapeH MHUMICHT W | maument (1,0%)
nonyvaea OemompobeH embommsnm. OT 6-Te nmauweHTH, 4 NAUMEHTH TMOJy4YaBaT TpoOMOOEeMOOIHYHM
ChOHTHS, KOMTO ca chobuienn kato CreneH 3 WM MO-BHCOKA, a 4 naiHeHTH nojgyqasaT TpoMO0oeMOOTHIHH
chOHTHA, KOUTO ca cho0meHn kaTo cepuo3ru. He ce chobinasa 3a cnyyay ¢ reTajleH U3X0M,

NBageceT ot 105 naumenTH (19,0%) noayuasar neku A0 TeKKH XEMOpariyHy CbOUTHA, JOKATO IpUeMar
NleyeHHeTo, IpeJH /1a 3amoyHe HaMaIABaHETo Ha jo3arta. [leT oT 65 nauuenTH (7,7%), KOUTO ca 3arovHanu
HaManaBaHe Ha J03aTa, MOoNY4aBaT JIeKW N0 YMEPEeHN XeMoparn4Hu cbOMTHS MO BpeMe Ha Mepuoaa Ha
HaMallaBaHe Ha fo3ata. He ca BB3HUKHAIM TeXKH XeMOparudHH ¢hEOWTUA Mo BpeMe Ha IepHoaa Ha
HaMalaBaHe Ha nosara. JIsama ot 44 naumeHtr (4,5%), Ipy KOUTO Jo3ara € HaMajieHa ¥ JIEYUCHHETO C
eJTpoMbonar ¢ NMpeKbCHATO, NMONyYaBaT JIEKH A0 YMepeHW XEMOoparduHu ChOHWTHA cnel MpeKbCBaHEe HA
nedeHueTo Jo Mecen 12. TTo BpeMe Ha TO3M NEpHO He € BH3HHKHANO TEAKO XeMoparnyHo cebutne. Huko#
OT MAUMEHTHTE, KOMTO MPEKBCBAT NMpHeMa Ha entpoMfonar M ca BKIIOUEHH BBB BTOpaTa rojMHa Ha
MpociensBaHe, He ITONYYaBaT XeMOparuuHo cnOuTHEe Mo BpeMe Ha BTopaTa roauHa. dee crbuTHs Ha
BhTpeuepened KPbLBOH3JIMB € JIeTalleH U3X0A ca cpoDLIeHH No BpeMe Ha 2-roavliHudg nepuoa Ha
npocneasBare. M nBete ¢chONTHA BBE3HMKBAT N0 BpeMe Ha JICUEHHUETO, HE B KOHTEKCTa Ha HaMansgBaHe Ha
nozara. CbOUTHATA HE ce CUMUTAT 3a CBBP3aHH € JIEKAPCTBOTO MO NPOYYBAHETO.

LisnocTHUAT aHanys 3a 0e30MacHOCT ChOTBETCTBA HA NPEeAX0QHO ChODLICHUTE JaHHH U OLIEHKATA
pUCK-TION3a 0CTAaBa HEMPOMEeHeHa 3a ynoTpebara Ha entpombonar npy nauuedTd ¢ UTII

Tabauua 6 IMpoueHT Ha NALMEHTHTE ¢ TPaeH OTrOBOP cJe/ CIIHPAHE HA JTEYEHHETO HA
Mecen 12 1 Ha Mecen 24 (usnara ananusupana rpyna) B TAPER

BCHYKH NMALIHEHTH
N=105
n (%) 95% (1

Crenka 1: TlauueHTH, KOUTO ca nocTuranu Opoft Ha 890 (84.8) | (76,4,91,0)
TpoMbounTuTe =100 000/l noHe BeAHBXK
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Ctenka 2: lMauuenty, KOUTO NoaxepkaT cTabunex Opoit Ha 65 (61,9) | (51,9,71,2)
TPOMOOLIMTHTE B NPOIBLIKEHHE HA 2 Mecela crell
pocturade Ha 100 000/ul (6e3 cToftHoCTH
<70 000/pl)

Crenka 3: TlaunueHTH, npH KOUTO e OWI0 BB3MOMXKHO 114 Ce 44 (41,9) | (32,3, 51,9)
HaMaJ/TH J103aTa Ha enTpoMOoTIiar 0 MpeksCBaHe Ha
NeUYeHHETO, KaTo OposT Ha TPOMOOLMTHTE C€

3anasea >30 000/ul npu nunca Ha KLpBEHE WIH
TNpHJIAraHe Ha HAKAKBO CITACHTEITHO JIEUEHHE

Ctbnka 4: [laumeHTH C TpaeH OTrOBOp CNel CUpaHe Ha 32 (30,5) |1(21,9,40,2) | <0,0001* Ha
neqyeHdero go Mecen 12, npy KOUTO OpoAT Ha
TpoMboLUTHTE ce 3ana3sa >30 000/l npu nanca Ha

KbpPBEHE HH NMpHIaraHc Ha HAK4aKBO CIIACHTCIIHO
JJEHCHHE

Ctenka 5: TlauweHTH ¢ TPAcH OTTOBOP CNEl CITHPAHE HA 20 (19,0) | (12,0, 27.,9)
neueHueTo ot Meceu 12 go Meceu 24, rpu KoWTO
oposT Ha TpoMOOLIMTHTe ce 3amazBa >30 000/ui npu

JIRINCAa Ha KBPBCHE HJTH TPHUNAaraHe Ha HAKAKBO
CNaCHTCAHO JIEHCHUC

N: o6m 6poil maLueHTH B rpyNaTa 3a eueHne. 10Ba ¢ SHAMEHATENAT, H3NOJB3BaH ITPH H3UKCIIABaHe Ha npoleHTHTE (Y0).

n: Opoi NALIKEHTH B CHOTBETHATA KATEMOPHA.

95% CI 3a yecToTaTa Ha pa3Npele/ICHHE € HIYKCICH MPe3 H3NON3BAHETO Ha TOYHHUA MeToa Ha Knomsp- [Tmspenu (Clopper-Pearson
exact method). TectsT Ha Knormnp- ITehpehH € W3N0N3RaH, 3a 1a ¢ M3CNeaBa fany MPOUeHThT Ha pecnonaepute € >15%. Cl w p-
CTOHHOCTHTE €a ChODIIEHH.

* Of03HaAYaBa CTATUCTHYECKA 3HAUWMOCT (eAHocTpaBHo) npH Husg (.05,

PesyaraTd OT aHank3a Ha OTrOBOpa KbM JIEYEHHETO MO OTHOLUEHHWE HA BPEMETO CJIE MOCTaBsHE HA
nuarno3ata UTII IpoBeneH e ad hoc aranu3 Ha BCHYKK n=105 nallMeHTH NO OTHOLIEHHE HA BPEMETO CNEA
nmocraBgHe Ha guarHoszata UTIL, 3a mga ce oleHH OTroBopa KbM entpoMbornar Npy YeTHPH pas3nHuyHH
BpEMEBH KaTeropuu ciel noctasaHe Ha guarnosara UTIT (HoeogmarHoctnumpana MTIT <3 mecena,
nepcucThpaia UTTT 3 po <6 Mecena, nepcuctupama UTIT 6 no <12 meceua n xpouuyna UTII >12
Mecella). 49% ot nauuenTHTe (n=51) ca uMand noctaseHa aguarno3a UTI1 ot <3 Meceua, 20% (n=21) ot 3
10 <6 Meceua, 17% (n=18) ot 6 no <12 meceua n 14% (n=15) ot >12 Meceua.

o haraTa Ha 3axnouyBaHe Ha jgaHHuTe (22 oktoMBpy 2021 r.) maupeHTUTE ca UMaH €KCMO3HLMA Ha
entpombonar ¢ Meguana Ha npogeikHTenHocT (Q1-Q3) 6,2 Mecena (2,3-12,0 mecena). Meauwanarta (Q1-

Q3) Ha Opos TpomGouNTH Ha N3xogHo HUBO e 16 000/ul (7 800-28 000/ul).

OTroeop KbM JICUEHHETO, oNlpeAeicH oT 6pos Ha TpoMboUNTHTE, AeduHUpaH kaTo Opoi TPOMOOLNTH

>50 000/pl mone sequex o CexaMuua 9 6e3 cnacuTeNHo edeHue, € mocTUrHaT rnpu 84% (95% Cl: 71% no
93%) ot HoBoauarHocTHLKMpaHuTe naueHTu ¢ UTIL, 91% (95% CI: 70% no 99%) u 94% (95% CI: 73%
no 100%) ot naunentyte ¢ nepcuctupama UTII (T.e. ¢ auarnosa UITII crorBeTHO 3 10 < 6 Mecela ® 6 A0
<12 meceua) v npn 87% (95% Cl: 60% g0 98%) ot nayuentute ¢ xpounuaa UTTI.

YecToTaTa Ha MBJAEH OTrOBOP KbM NedYeHNeTo, aedunnpana xato d6poi tpombountn =100 000/ul none
BeAHEXK 10 CeaMulla 9 6e3 cnacHuTeiHO nevenne, € 75% (95% Cl: 60% a0 86%) npw
HooanarHoctuuupann nauueHTH ¢ UTTI, 76% (95% Cl: 53% no 92%) u 72% (95% CI: 47% no 90%) npu
nauueHTH ¢ nepcucTupama UTIT (¢ anarnosa UTIT choTBeTHO 3 0 <6 Meceua u 6 no <12 mecena) u 87%
(95% CI: 60% no 98%) npu naumeHTH ¢ XporuudHa UTTL

YecToTaTa Ha Tpa€H OTTOBOP KbM JleueHHeTo, AeduunpaH xaro 6poit TpombounTn >50 000/l 3a none 6 ot
8 nmocneapaily olleHky 0e3 cnacHTENHO NeyeHUe No BpeEME Ha IThLpBuTe 6 Mecela B Ipoy4BaHeTo, ¢ 71%
(95% CI: 56% no 83%) npu HoBoauarHocTHunpaHu nauueHTH ¢ UTII, 81% (95% CI: 58% no 95%) u
72% (95% ClI: 47% no 90,3%) npn nauuenty ¢ nepcuctupaita UTTI (c anarnosa UTIT cvoTBeTHO 3 A0 <6
Meceua H 6 10 <12 meceua) ¥ 80% (95% CI: 52% no 96%) npu mauueHTH ¢ Xpouuyna U

HoBOoAHarsoctuiupany nauneHtd ¢ UTIT 1 naunenTn ¢ nepcuctupana K TII 6e3
B Iuana3oHa ot 88% 10 95%, cnpamMo 37% no 57% Ha #3X0AHO HWBRO. 3a nauMeH

e 93%, cnpamo 73% Ha U3XOIHO HHBO.
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be3onacHocTTa Ha entpoMbonar € cxogsa rpu Bcuukn kateropud UTIT n ¢cboTBeTCTBAa Ha U3BECTHUSA MY
npodni Ha 6€30NacHOCT.

He ca npoBexaaHy KIWHHYHH MPOYYBAHHA, KOUTO Aa CPaBHAT entpombonar cnpaMo ApyrH BapHaHTH 3a
neyenue (Hanp. cnaeHekToMud). Ipean 3anouBaHe Ha Tepanus, TpsabBa 1a ce WMa npeABHI AbJIrocpoyHara
Oe3onacHocT Ha enTpomOonar.

HHeouampuyuna nonynayun (va ev3apacm om I oo 17 200unu)
be3zonacHOCTTa W edukacHOocTTa Ha enTpoMboniar NpH nNeaAUaTPpHUHN NAUMEHTH € NpOyYeHa B IBE
[poydBaHuA.

TRA1135450(PETIT2):

[IbpBUYHATA KpaliHa TOUKA € MOCTUTHAT TPacH OTroBOp, AEPHHMPaH KaTO NPOUEHTET NaUMEHTH, NpHEMALLIH
entpombonar, B cpaBHeHne ¢ nnauebo, nocturiany 6poit Ha TpomboumTHTe =50 000/l B NpoaABIKEHNE Ha
nmoHe 6 or 8 ceAMHUIM (TIPH JTUIICA HA »KUBOTOCMACABALLA TEpanud), MeXAy ceaIMHULH > A0 12 nmo BpeMe Ha
NBOHROCNENNA paHaoMN3npaH nepuol. Ilpu nauneRTUTE € nocraBeHa gdartosa XxpouuuHa UTIT ot none |
ronHa W ca 6UnH pedpakTEPHH HITH €a WMAJIM peUurIUB NpH MOHE eAHO MpedilecTrallo neyeHne Ha UTTI,
WM ca OUNIN HecnnocoOHK J1a NpOoOBXKaT ¢ ApYrd MeToau Ha aedyenne Ha MU TII no MegnuuMHcky nokasaHus
H ca uMand 6poit Ha TpombouuTe <30 000/ul. MeseTmeceT M aBaMa TaUMEHTH ca CTpPaATHQUIHPAHH
NOo BB3PACT B TPH KOXOPTH W panaomuzupany (2:1) nma entpombonar (n=63) nim nnauebdo (n=29).
JlozaTta Ha entpombonar e moxkeno Oa O0bJe kOpPUTHpaHa BL3 OCHOBA HAa MHAMBUAyanmHus Opoll Ha
TPOMOOLINTUTE.

Kato usno, 3HaYUTeNHO TO-BHCOK MPOLEHT OT MauueHTHTe, npuemaiin earpombdoriar (40%), cnpamo
naundeHTUTe, npueMauly mianedo (3%), nocturaT MbpBUYHATA KpaifHa TOUYKA (CHOTHOLUIEHHE HA IIAHCOBETE!

18,0 [95% CI: 2,3, 140,9] p<0,001), kaTo pe3ynraTuTe ¢a noJoOHHU B TPUTE BB3PacTOBA KOoXOpTH ( Tabnuua
7.

Tabanua 7 CreneH Ha NOCTHrHAT TpaceH OTroBOp MO OTHOUIEHHEe HA TPOMOOLIMTHTE IO
BB3PACTOBH KOXOPTH NPH NeAHATPHYHM NTanHeHTH ¢ xpoHuyna HTTI

Entpombonar [Tnauedo
n/N (%) n/N (%)
[95% CI] [95% Cl]
Koxoprta 1 (12 no 17 roaunsu) 9/23 (39%) 1710 (10%)
[20%, 61%] [0%, 45%]
Koxopta 2 (6 1o 11 roannu) 11/26 (42%) 0/13 (0%)
[23%, 63%] [N/A]
KoxopTa 3 (1 A0 5 roauHn) 5/14 (36%) 0/6 (0%)
[13%, 65%] [N/A]

CTaTUCTHYECKH NMO-MAIKO NaOWEHTH, npueMaily ejarpoMbonar, ca ce Hy>KJaeilu OT >KHBOTOCIMAcsBalla
Teparus 1o BpeMe Ha TepHoia Ha paHIoOMHU3auus cripaMo NMatUeHTHTe, nprHemaluy nmnauebo (19% [12/63]
cnpsamo 24% [7/29], p=0,032).

Ha n3xoano Hueo 71% oT nauneHTUTE B rpynarta Ha entpombonar 1 69% B rpynara Ha miauyedo cbobLiasat
3a KbpBeHe (C30 Crenenu 1-4). Ha ceamuia 12 npoleHTHT Ha NalleHTHTe, pUeMally enTpoMbonar u
ch0o0IaBaly 3a KbpPBEHE, € HaMalsan HanoJIOBUHA CNPAMO U3XoaHaTta CTOHHOCT (36%). 3a cpaBHEHUE Ha
ceaMuua 12 55% ot naunenTnTe, NpUeMaily nnamnebo, cbobmaBar 3a KbpReHe.

Ha naimenTuTe € OMNO NO3BONEHO Ja HAMAIAT WM cnipaT TepanuaTa 3a U111 va u3xoaHo HMBO caMo Mo
BpeMeE Ha OTKpHTaTa ¢pa3a Ha npoyuBaHeTo U 53% (8/15) oT nauueHTHTE ¢a OUNH B ChCTOAHKE 1a HAMANAT
(n=1) nnu cnpar (n=7) tepanusita 3a UTIl Ha u3xoaHo HHUBO, MPpEeaAUMHO KOPTHKOCTEPOHIH,
Hajlarana *KMBoTOCacaBalla Tepanus.

TRA108062 (PETIT):
[TepBAYHATA KpaliHa TO4YKA € MPOLEHTHT MalUEHTH, MOCTUTHATA Opoil Ha TpOMOOLIUTH
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BeAHDBK MeX Ay ceaMHLM | U 6 oT nepuoga Ha paHgomuzauud. Ilauuenture ca ¢ guardosa UTT1 ot noxe 6
Mecela 1 ca pedpakTepHH KW ca UMATH pelHanB NP NoHe €1HO npeawecrtsailo neyewue Ha UTH v ca
nMann 6poit Ha TpoMboruTuTe <30 000/l (n=67). Tlo BpeMe Ha NMepHOIA HA paHAOMM3ALHSA TTALMEHTHTE
ca cTpatddHIMpadH MO BBL3PacT B TPH KOXOPTH WM pPaHAOMM3WpaHu (2:1) Ha entpoMbonar (n=45) WM
nnatebo (n=22). Ho3aTta Ha entpoMbonar ¢ Moxeno Ja 6bA¢ KOpUrHpaHa Bb3 OCHOBA HA WHAHBH Y ATHHA
Opoii Ha TpoMOOLIMTHTE.

KaTto 1usno, 3HauMTENHO MO-BHCOK TIPOLEHT OT MaUMEHTHTE, MpueMaind entpoMbonar (62%), cnpamo
nawiieHTHTe, npuemailn mnauedo (32%), nocTuraT nbpBHYHATA KpaWHa TOYKa (CHOTHOLICHHE Ha
maHcoreTe: 4,3 [95% CI: 1,4, 13,3] p=0,011).

Tpaen orrosop ce Habmopgasa npu 50% 0T WLPBOHAYAIHO OTTOBOPHIIMTE B NMPOXRDKEHHE Ha 20 oT 24
cenmuuy B npoyuBadeTo PETIT 2 1 B npoabnmxenune Ha 15 or 24 cenmMuui B npoyuBaHeTo PETIT.

HpﬂWHﬂHI{H npu FHPOMﬁﬂHHIHUHEHHH, deoyjuupdnd ¢ XPORHUYeH xenamum C

EdnkacHocTTa ¥ 6e3ornacHocTTa Ha elTpoMbonar 3a neyeHue Ha TpoMOoLuMTONEeHUA NpH nauueHTH ¢ HCV
MHPEKLMS Ca OLECHEHW B IBE PAHIOMH3MpaHHW, ABOMHOCNEeNH, Muanebo-KOHTpPONHpaHd npoyusaHus. B
ENABLE 1 3a npoTHBOBHpYCHO JledeHHe ca W3NON3BaHU NernHTepdepoH anda-2a rniawc pubaBUpHH, a B
ENABLE 2 ca n3non3sann neruatrepdepot anda-2b nmoc pubasupuH.

[MayHeHTHTE HE ca MPHUEMANH AUPEKTHO AEHCTBALIM NMPOTHBOBHPYCHH cpelcTBa. M B ABeTE mpoyuBaHuA,
nalueHTUTe ¢ Opoit Ha TpoMbounTTe <75 000/l ca 6unn BKIOYBAHU U pasnpeAcNaHH Ha rpyny crnopel
6post Ha TpombouuTHTe (<50 000/ul u =50 000/ul go <75 000/ul), ckpunnaroeara HCV PHK (<800 000
IU/ml 1 >800 000 IU/ml) u HCV renornna (redorun 2/3 ¥ reqotun 1/4/6).

H3xonuuTe XapakTepUCTHKH Ha 3a00nABaHeTO ca OMITM CXOAHM B JBETe MPOYUBAHHUA H Ca OTrOBapAllv Ha
MOMyNalnsA TMALHEHTH ¢ KoMIeHcupaH xematut C ¥ 1upo3a. [To-romama 4acT OT MAlHEHTHTE ca OHIK ¢
HCV renotun 1 (64%) u ca nManu cBbp3aHyn Pudpoza/uuposa. TpHiceT ¥ eAUH NPOLEHTA OT NALHEHTHTE
ca Ounv Ha npenwectbania Tepanus 3a HCV, rnaBHo nerunmupaH UHTephepoH nmoc pubaBupuH.
Haxoanuat 6poit Ha TpombouuTrTe (MeamaHa) ¢ 6w 59 500/ul npu nBete rpynu Ha neuexne: 0,8%; 28%

1 72% OT BKJIFOYEHWTE MaLMEHTH ca HMann Opoli Ha TpomGourTuTe cboTBeTHO <20 000/ul, <50 000/ul v
>50 000/l

[MpoyuraHHsATA ¢a C€ CHCTOSITH OT JiBe (pa3u — pa3a nmpeau BKIIOYBAHE HA NPOTHBOBHUPYCHO JicUeHHe U (a3a
C MPOTUBOBUPYCHO NledeHHe. Bbe (hazata npean BKNOUBAHE HA NPOTUBOBHPYCHO JICUEHHE NAalLUEHTUTE Cca
MONy4aBali eITpoMOoNIar Ha OTBOPEH NMPHHLIMN 3a TIOBUILABaHe Ha Opos Ha TpombouwuTHTe D0 >90 000/ul
npu ENABLE 1 n =100 000/ul npu ENABLE 2. Menuanarta Ha BpeMeTO 3a IOCTHIaHe Ha TapreTHHd Opoli
Ha TpoMbouuTute =90 000/ul (ENABLE 1) unu >100 000/l (ENABLE 2) e 2 ceamuuu.

[MupBHYHaTa KpaifHa TOWKA 3a e(pHKACHOCT 3a JABETE MPOYYBAHHA € OHINIa TpacH BUPYCOJIOTHYEH OTTOROD
(SVR), onpeenien KaTo MpoileHT MalueHTH, NpH KOUTO He ce oTKpuBa HCV-PHK Ha 24-taTa cenMuiia cren
3aBLPIUBAHE HA IJIAHNPAHUA NMEPHOJ HA NEYEHMUeE.

M B nBete npoyusanus npu HCV 3HauKWTENHO NO-ro/isiMa 4yacT OT NauUMeHTHTe, IeKyBaHH ¢ enTpoMbonar
(n=201, 21%), ca gocturHanu SVR, B cpaBHeHHe c nekyBawute ¢ nauedo (n=65, 13%) (ex. Tabnuua 8).
ITonoOpenneTo Npy TazyW YacT OT MALMEHTHTE, KOUTO €a JOCTHIHAMN SVR, ¢ 0o ¢hoTBeTCTRAIO BBHB
BCHYKH NOArpynd Ha panHaoMusupaHe (u3xoneH Opoit Ha TtpoMbonmtute (<50 000 cnpamo >50 000),
supyceH ToBap (<800 000 IU/ml cnpamo >800 000 [U/ml) u renoTtun (2/3 cnpsamo 1/4/6)).

TaGnnua 8 Bupyconornyen otropop npu HCV naunent B ENABLE 1 n ENABLE 2

C6opHu JaHHH ENABLE 1° ENABLE 2°

I [auneHTH,
NOCTUTaLIH 1 439/1 520 (95%) 680/715 (95%) 759/805
TapreTeH Opo#
TpOMOOLIMTH ¥
3anQYBalH

NPOTHROBHPYC
Ha Tepanus ®
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EatpomGonar | Ilnaunebo | Earpom- | Ilmanebo | EaTpomGonar | Ilnamebo
bonar
O6u1 6poii n=956 | n=485 n=450 n=232 n=506 n=253
NalHEeHTH,
BJH3ALIN BLE
(pazaTa Ha
IPOTHBO-
BHPYCHA
_Tepais
%o MaRNEHTH, JOCTHTAIIH BHPYCOJIOTHYEH OTTOROP
06y SVRT 21 L 13 23 14 19 13
HCV PHK
2eHomun
["'eHoTun 2/3 35 235 35 24 34 25
["'enoTHIT 15 8 18 10 13 7
1/4/6*
Husa Ha
anbymun ©
< 35¢g/l 11 8
> 35g/1 25 16
MELD cxop®
>10 E 10
<10 23 17

a Entpombonar, npunarad B koMOnHauusa ¢ neruarepdepoH anda-2a (180 ng BeagnsX ceaMUYHO 3a
48 cegmuum 3a redHotun 1/4/6; 24 cenmuum 3a resorun 2/3) nmoc pudasnput (800 no
1 200 mg nHeBHO Nepopanno, pa3ie/ieHHd Ha JBa IpUeMa)

6 EnrpombGonar, npunaran B xoMbuHauus ¢ nerunrepdepon anda-2b (1,5 pg/kg BeiHvk ceAMUUHO
3a 48 ceaqmuiy 3a reHotun 1/4/6; 24 cenmniy 3a resotin 2/3) natoc pubasupnd (800 no 1 400 mg
JHEBHO TIEpOpaHo, pa3icJIEeHH Ha Z1Ba MpHeMa)

B TaprernusT 6poit TpombounTy € 6un 290 000/ul 3a ENABLE 1t 1 2100 000/pl 3a ENABLE 2. B
ENABLE 1, 682 nauueHTH ca parIOMU3HPAHH BBEB (pazaTa Ha MPOTHBOBHPYCHO JICUCHHUE; B
nocneacTeue odaye 2-Ma NAUHECHTH ¢a OTTEIIAIN MHGOPMUPAHOTO CH ChrIacHe Npean a
3aTI0YHaT NPOTHBOBUPYCHO JICHEHHE.

r p-croinocTt <0,05 3a entpoMbonar cnpaMo nnauebdo
I 64% ot nameuTHTe B ENABLE 1 1 ENABLE 2 ca 0wy resoryn i
e Post-hoc ananni

JApyry BTOpAYHM HaxoAKH¥ OT MPOYYBAHMATA BKIOYBAT: 3HAYMTEIIHO NO-MAJIKO NALMEHTH HA JEYEHHUE C
enTpoMbonar ca rmpeksCHAIH MPOTUBOBUPYCHATA TEPATTHA MPEKISBPEMEHHO, B cpaBHEHNE ¢ ninauebo (45%
cnpamo 60%, p=<0,0001). T1pu no-rongama 4acT OT MALMEHTHTE Ha eNTpOMOOTIAr He €€ € HATOXKHIIO HAKAKBO
HamalisiBaHe Ha J03aTa Ha NPOTHBOBHpyCcHaTa Tepanus, B cpaBHeHne ¢ nuauedo (45% cnpsamo 27%).
JleyeHHeTO ¢ enTpoMborar e 3abaBUi0 U HAMAJTHIIO CITYYauTe Ha HAMATABAHE HA J03aTa Ha NEFUHTEP(EpPOH.

Teacka aniacmuiHag aHeMus

EnTpoM0onar ¢ npoyueH B ¢ IHOUEHTPOBO, OTKPHTO MPOYUBAHE C €AHO paMO NMpH 43 NaLMeHTH ¢ TeXKa
arlacTUYHA aHeMus ¢ pedpakTepHa TpoMOOLMTONEHMS CNEl TNOHE E€IMH nNpeAlecTBall Kypc Ha
uMyHocynpecopHa Tepanus (MCT) n 6po# Ha TpombormTrTe <30 000/l

[Mpn bonmmHcTEOTO OT mnauueHTHTe, 33 (77%), € npeucHeHo, 4Ye WMAaT ,,IEPBRUYHO pedpakTepHO
3abonsBane®, nedMHMpaHO KaTo NHrica Ha 3ajososuTesieH otroBop kbM VCT npu HUTO eaHa KieThb4YHA
nunug. [lpn ocrananute 10 nmauueHTH e NMpelieHeHo, Y€ WMAT HEeJOCTAThYHO NOBIUABaHe Ha Opos Ha
TpoMOOLIUTHTE OT NMpeaulecTBallnTe Tepanuu. Ilpu BcuukuTe 10 ca nMpoeRJaHH MTOHE ABE
CXeMH Ha MMYHocynpecHsd, a npn 50% ca npoeexaaHn noke 3 npealnecTsalun CXeMH H

TlarueHTHTE ¢ ANarHo3a anemMus Ha QaHKOHH, HH(EKIUA, KOSTO HE Ce TIORJTHABA OT Chb 2,

¥ MTApOKCH3MAIHA HolHA Xemornoounypus (ITHX) cbe 3acarane Ha HeyTpodunute >50H/E

Jla y9acTBaT B M3NUTBAHETO. %
& §f

Ha u3xoaHo HABO MeauaHaTa Ha Opos Ha TpoMmbouuTuTe € 20 000/ul, Ha xemornodw = /!
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0,58 x 10%1, a aGcomoTHusT peTukynouuten 6poii e 24,3 x 10%/1. OceMaeceT W LIeCT MPOUEHTa OT
nal{eHTHTE ca 3aBUCHMH OT TpaHCy3nA Ha epUTPOLMTHA Maca, a 91% ca 3aBUCUMN OT TpaHcdy3ns Ha
TpoMOoOUHTHa Maca. [Ipn GonmmuMHCTBOTO OT naumMeHTUTe (84%) ca MpuiaraHy MoHe 2 mpeAlecTBalllH
HMYHOCYTIpECHBHM Tepanuu. TprMa NauMeHTH ca MMaIH LIMTOTeHETHYHH HapYUWEeHHs Ha U3XOQHO HHBO.

[TopBHYHA KpailiHa TO4YKa € XeMATOJOTHYEeH OTrOBOP, OLiEHeH cliel 12 ceAMHLUH JledeHHue ¢ enTpoMbonar.
XeMaTONOrHYHHAT OTTOBOP ce JedHUHUPa, KaTO NIOKPUBAHE Ha eJUH WY NOBeYe OT CIIEAHUTE KPHUTEPHH: 1)
noBHinaraHe Ha Opoa Ha TpombouuTHTe Ao 20 000/ul Hag v3xoaHOTO HUBO WM cTabuneH Opoll Ha
TPOMOOLINTHTE M HE3aBHUCHUMOCT OT XeMOTpaHC(y3us B NpOAb/DKEHHE HAa MHHHUMYM 8 ceAMHLH, 2)
noBMINaBaHe Ha xemornobuHa ¢ >1,5g/dl wnm moHmwxkaeaHe ¢ >4 eIMHWUM Ha TpaHcdylupaHaTa
EPUTPOLIMTHA Maca B Npob/ikeHne Ha 8 nocneaoBaTeniu ceamuuy; 3) 100% noBuinaBane Ha adCOMOTHUA
6poit Ha HeyTpodunuTe (ANC) nan nosuinasade Ha ANC >0,5 x 107/,

XematonornaHuaT otrosop e 40% (17/43 naumentu; 95% CI 25, 56), B moBedeTo CJIyuaH € Nno OTHOIIEHHE
Ha egHa KneThuHa nuuaug (13/17, 76%), kato nma 3 ciaydast Ha OTIOBOP MO OTHOIGHHE HA ABE KIETHYHH
JIMHUK K | cny4ail Ha OTroBOP MO OTHOLUEHHE HA TPUTE KIETHUYHN AHHUK HA 12-1a ceamuua. Entpombonar
ce cnupa c¢nel 16 ceAMHLM NIPH JTHTICA HA XEMATONOTHYEH OTTOROP MIIH HE3aBHCHMOCT OT TpaHCdY3Hs.
[TaumeHTHTe, OTrOBOPMJIM Ha TepanusTa, NpOOL/KaBaT JeYeHUETO BLB ¢azara Ha NpOIb/IKEHHUE Ha
npoyuBaHeTo. O6uio 14 nauueHTH ca BKIIOYEHHU BbB (ha3aTa Ha [IPOAbILKEHHE HA U3NMHTBAHETO. [leBeET OT
TE€31 NMALMEHTH ca NMOCTUrHaNM OTrOBOp N0 OTHOLIEHHWE Ha MHOIM0 KNETbYHHU JIMHMH, npu 4-Ma oT 9-Te
JIeYEHHETO € MPOABJIKEHO, a MPH 5-Ma Jo3aTa Ha enTpoMOonar e MoHwKeHa nMpH 3aTbpXKaHe Ha 0TroBOpa
(MeanaHa Ha nipocneassane: 20,6 Meceila, AUana3oH: 5,7 go 22,5 meceua). Hpn octaHanute 5 manueHTa
NeYeHUETO € CIIPAHO Nopaay pelHaHB Ha 3a00J4BAHETO, YCTAHOBEH IpH MIOCEIEHHETO Ha 3-Us Mecel oT
NTPOXBIHKEHUETO HA MMPOYYBAHETO.

[To BpeMe Ha neyeHneTo ¢ enTpoMbonar 59% (23/39) ctaBat He3aBUCUMH OT TpaHCy3Ua Ha TpPOMOOUHTHA
maca (28 nnu 6e3 TpaHcdy3na Ha TpomOouNTHA Maca), a 27% (10/37) ctaBaT He3aBUCHMH OT TpaHChY3HA
Ha epuTpounTHa Maca (56 gHu Oe3 TpaHcdyzud Ha epuUTpouUMTHA Maca). Hall-gnarwaT nepuoa Ha
HE3aBUCUMOCT OT TpaHcdy3lus Ha TpoMOOLMTHA Maca NMpH HEOTroBopunute ¢ 27 AHU (MeaWaHa). Haii-
TBIATHAT TIEPHOJI Ha HE3aBHCHMOCT OT TpaHcdy3us Ha TpoMOOLUTHA Maca TpH OTroBopunuTe € 287 IHH
(Meanana). Hal-gbArdaT niepHOA HA HE3aBHCUMOCT OT TpaHC)Y3HOHHA EpHTPOUHTHA Maca IIpH
HeoTropopunute € 29 aHu (MexadaHa). Hal-abiaruatr nepuo] Ha HE3aBHCHMMOCT OT TpaHChy3us Ha
epUTPOIINTHA Maca MNPH OTIOROPUITHTE 266 oHU (MeanaHa).

Hazn 50% oT oTroBOpHIIMTE Ha JIEUEHHETO, KOMTO ca OHITH 3aBUCHMH OT XEMOTPAHC(]Y3Hs HA HIXOOHO HURO,
uMart >80% HamanaBaHe Ha HYXIAWTE OT TpaHCPY3NA KAKTO OT TPOMOOLMTH, Taka U OT EPUTPOLIUTH CITPAMO
M3XOJHOTO HUBO.

[TIpensapuTenHuTe pe3yaTatn oT noaxkpensworo mnpoyysaHe (IlpoyuBane ELTI116826), Texyuuo,
HepaHAoMHW3HpaHo, daza Il, oTBOopeHO NpoydBaHe ¢ €JHO paMoO Npu nauueHTH ¢ pedpakrepHa TAA,
Moxa3Ba CXOJHH pe3ynTaTi. JlaHHuTe ca orpaHudeHy 0o 21 oT mianupaHurTe 60 maiHeHTH C XeMaTOJIOTHUYEH
OTroBop, chobmeH npyn 52% oT nauueHTUTe HA 6-HA Mecel. OTroBOp NMo OTHOLIEHWE HA MHOTO KJIETHYHH
JTHHUH ce chobulasa npy 45% oT NaLMEHTUTE.

5.2 PapMaKoKHHETHYHH CBOHACTBA

QapMakOKMHETHKA

JaHHHTe 3a Mia3MeHa KOHUEHTpauus - Bpeme Ha entpombonar, nonyueHH ot 88 nauwenta ¢ UTII B
npoyuBanuata TRA100773A u TRA100773B, ca xoMbunvpaum ¢ gaHwu oT 111 34paBH BB3IPACTHH
y4aCTHULM B nonynaunoHeH d¢apmakoxkuHetnued (PK) ananus. [lpeacrasenu ca pesynraTuTe 3a
nmnazmMernte AUCqo.c) M Cmax Ha enTpomdbomnar 3a nanyentiTe ¢ UTII (Tabnuua 9).

Tabauua 9 Cpegsn  reoMeTpudHH cToifHOCcTH (95%  JoBepuTeneH
papMaKOKHHETHMHHUTE NMapaMeTPH 3a ILIA3MEHA KOHLICHTpPalHA H
CTANHOHAPHO CLCTOAHNE NMPH BL3pacTHH ¢ HTII

AUCo: -, PE-I7m
JHo3a na earpombonar, N O

BECAHLAK JHCBHO
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30 mg 28 47 (39, 58) 3,78 (3,18; 4,49)
50 mg 34 108 (88, 134) 8,01 (6,73; 9,53)
75 mg 26 168 (143, 198) 12,7 (11,0; 14,5)

a AUC -} ¥ Cnax Bb3 OCHOBa Ha nionmynanmouin PK post hoc pesynratw.

JlaHHu 3a nna3zMeHaTa KOHLEHTpanus Ha enTpoMbonar BsE BpeMeTo, chbpanu npu 590 nauuentn ¢ HCV,
BknouYeHH BbB ¢asa Il npoyusannsata TPL103922/ENABLE 1 n TPL108390/ENABLE 2, ca
koMOuHHpaHu ¢ faHuu oT naimeHTH ¢ HCV, Bkmouenu Boe ¢aza Il npoyusane TPL102357, u oT 30paBy

BB3PACTHH YHACTHHUH B NONyNalMOHEH (papMaKOKHHEeTHYEeH aHanu3. M3uucnernte naasMeny HUBa Ha
Cmax U AUC0.r) Ha entpoMbonar 3a naunentu ¢ HCV, Bkniodenn sbB dasa [l npoyusanusdra, ca
npeacraBeHy B Tabmuuya 10 3a Besika npoyusaHa no3a.

Tabanua 10  Cpeann reomeTpudHH cToOHHOCTH (95% C]) Ha papMaKOKHMHEeTHYHH NapaMeTpH Ha
eaTpoMOonar B ia3MaTa B CTALHOHAPHO CHLCTOSIHHE NPH MaHEHTH ¢ XPOHHYHA

HCV
Jo3a Ha N AUC Cruax
eaTpombonar (pg.h/ml) (ug/ml)
(BeAHBK IHEBHO)
25 mg 330 118 6,40
(109, 128) (5.97, 6.86)
S50 mg 119 166 9,08
(143, 192) (7.96, 10,35)
75 mg 45 301 16,71
(250, 363) (14.26, 19,58)
100 mg 96 354 19,19
(304, 411) (16.81, 21,91)

JHaHHNTe Ca npeacTaBeHHN KaTo CpeAHH reOMETPHUHH CTONHOCTH (95% CI).
AUC (0-1) 1 Cinax Bb3 OCHOBA Ha NOMYJIALMOHHH, GapMakOKWHETUYHM, posi-hoc OLUEHKY NMPU Hall- BucokaTa
J103a B JIAHHWUTE 3a BCEK# NaLUEHT.

Abcopbuns u GHOHATHIHOCT

Enrpombonar ce abcopbupa ¢ mHKoBa KOHLEHTpauMsa 2 A0 6 daca ciell NepopaliHO IPUTOKEHUE.
[TpunoxenneTro Ha enTpoMOonar eHOBPEMEHHO ¢ AHTHAUMIN W JPYTH MPOAYKTH, CROBPXKALIH
MONHBAIEHTHH KATUOHH, KaT0 MIEYHH TPOAYKTH M XPaHUTENTHU N00aBKM ¢ MHHEDANH, 3HAYHTEIIHO
HaMallaBa eKCMO3HUIHATA HAa enTpoMbonar (Bx. Touka 4.2). B npoydsaHe 3a OTHOCHTENMHA OHOHATHYHOCT

npy BBL3PacTHU enrpombonar noa ¢opMara Ha npax 3a NEPOpPanHa CycheH3us Boay g0 22% Mo-BHCOKA
nnazMeda AUCp.«), OTKONMKOTO popmara (riMppana TabieTka. AOCOMOTHATA nepopasiHa OMOHATMYHOCT

HA eJTpoMboONar ciel nNpulloxKeHNe NMpyu Xopa He € YCTaHOBEHA. BB3 OCHOBA Ha ypUHAPHATa €KCKpPEUHS U
MeTabDOIMTHTE, KOHTO Ce OTAEeNAT C deueca, nepopanHata pe3opOLHA Ha CBbpP3aHUTE C JNEKApCTBOTO
BellleCTBA clie] NPHIIOKEHHE HA €JHOKpaTHA [o03a 75 mg pa3TBop Ha enTpombonar e oueHeHa Ha Hali-Manko

52%.

PaznpencnieHuve

EntpoMOormar ce cBbp3Ba BbB BHCOKA CTENEH C YOBELIKUTE MasMEeHW NpoTenHn (>99,9%), rnasHo ¢
anbymuH. Extpombonar e cyberpar 3a BCRP, Ho He e cyberpar 3a P-raukonportenda unu OATPIBI.

bnotpaHcdopmaliuns

EntpoMmbonar ce meraboin3npa FMaBHO 4pe3 paslenBaHe, OKKWCIEHWE W KOHIOTAlMA ¢ TNIOKYpPOHOBa

KMCENHHA, IMYTATHOH WM BUCTEHH. B npoyusaHe npy xopa ¢ paguoW30TONHO MapkHpaHe, eTpoMOonar e
cueTaBnaBai npubanznrenHo 64% ot AUCy. Ha niazMeHus paJuoBwITIEpOL.

OTKpPUTH Ca U BTOPOCTENEHHN META0OIUTH, ITONTYYEHH B PE3YITAT Ha MNTIOKYPOHHPAHE H OKHC
npoyusanud npeanosarat, 4e CYPIA2 u CYP2C8 ca OTroBOpHH 3a OKHCIHTEITHHA
entpombonar. Ypuanu andocdormokypodunn tpaHcdepasnte UGTIAL v UGTIA3
rIIOKYpOHUpaHeTo, a OakTepus B JOOJHWUA TACTPOWHTECTHHANIEH TPAKT MOXE [
pa3LEnBaHETO.
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ETuMHUHENDaHE

Pezopbnpanuar entpoMbonar ce MeTtalonM3npa eKCTEH3INWBHO. [NTABHMAT NBT Ha €KCKpPELUs Ha
entpomGonar e upe3 deueca (59%), kato 31% oT fo3aTa ce OTKpHMBa B YpHHATa noj ¢opmara Ha
mMeTtabomuTu, HenmpoMeHeHO H3XOAHO CheIHHEHHE (enTpoMboOTar) He ce OTKpHBA B YPHHATA.
HenpoMeHeHHAT enTpomOonar, eKcKpeTHpaH BbB (eleca, cbeTaBinssa npudbausutento 20% ot pozara.
[Mna3MeHHAT NOMYXXHBOT Ha eTMMHHHApPAHE Ha enTpomboniar € NpubnusuTenHo 21-32 yaca.

tbapmamm HEeTUYHH B3aUMOJIEHCTBHUA

IMpwu IpoyYBaHHA TIPH XOpa ¢ pATHOUIOTOITHO MApKUpaH eNnTpoMOoIar e ycTaHOBEHO, 4e TTIOKYpPOHHPAHETO
Wrpae HezHauuTenHa pons B MeTtafonusma Ha entpoMOonar. IlpoydBanus ¢ 4oBeLIKM YEpHOAPOOHH
MUKpo3oMM ca yetaHoBHIIN, 4e UGTIALT u UGTI1A3 ca eHsumuTe, OTTOBOPHH 3a INIOKYPOHHPAHETO Ha

entpombonar, EntpomOonar e uHXu6uTop Ha ronsM Opod UGT eH3nmu in vitro. KNMHHYHO 3HAUYNMH
JIEKapCTBEHN B3aHMOMAEHCTBHS, BKIIOUYBALUM [TIOKYPOHHUpaHE, HE Cc¢ OuUakBaT, TMOpPaAN OrpaHH4EHOTO
yqacThe Ha oTaenHuTe UGT ¢H3UMH B rMIOKYpPOHNPAHETO HA eTpoMOonar.

[TpubnusntenHo 21% ot npuetaTta go3a enarpoMbonar Moxke Aa MPEThPIH OKCHAATHBEH METADOINIBM.
[TpoyuBaHns ¢ YOBELIKH YepHOAPOOHN MUKPO30MHU ca ycTaHOBHIH, Y€ CYPIA2 n CYP2CS8 ca eH3UMNTE,
OTrOBOPHH 3a OKUCIEHHETO Ha entpombonar. EnxtpoMbonar He HHXHOHWpa ¥ He HHAYLHpa CYP eH3uMuTe
cnopel in vitro W in vivo JaHHH (BX. Touka 4.5).

In vitro npoyuBaHus Mokassart, e entpomodonar ¢ urxubuTop Ha Tpancnoptepute OATP1BIu BCRP n
MOBMILIABA €KCMO3MLMATa Ha pocyBacTaTHH (cyOcTpaTr Ha OATPIB1l u BCRP) B x/IHHHYHO H3NHTBaHE 3a
NEKaApCTBEHH B3auMoneHcTeud (Bx. Touka 4.5). B KIHHHYHH NpoyyBaHUd ¢ eaTpoMbonar € npenopbYaHo
HaMansABaHE Ha J03aTa Ha ctaTuHuTe ¢ 50%.

EntpoMmbonar obpasypa XenaTH ¢ MOJHBANCHTHY KaTHOHW KaTO XKeNA30, KAMLUMi, MarHe3nH, aryMHHHH,
CeJIEH ¥ LWHK (Bx, TOUkH 4.2 1 4.5).

In vitro npoy4BaHus nmokassart, 4e enTpombonar He € cyOcTpaT Ha TPAHCTIOPTHPALIMS OpraHuyHu aHHOHH
nomunentua, OATP1IB1, Ho € uaxuburop Ha To3m TpaHcroptep (ICso crofinoct 2,7 uM [1,2 pg/ml)). In

Vitro TIpOY4YBaHWATA CBLIO Taka MOKa3BaT, 4de efTpoMbonar e cybctpar M wHXMOMTOp Ha NMpPOTEHHa 3a
Pe3UCTEHTHOCT kbM pak Ha rbpaarta {BCRP) (ICso cToinocTt 2,7 uM [1,2 pug/ml]).

CIEUHATHA TONYAALMH MAaUHCHTH

Bwvbpeurno yapexcoarie

dapMakOKMHETHIHHTE NOKA3aTeNIN Ha erTpoMbonar ca npoy4BaHy clie MpUIokeHHe Ha entpombornar Ha
Bb3PAaCTHH MalMEHTH ¢ 6L0peuno yepexkiane. Cnea npunoxeHue Ha egHokpatHa 103a ot 50 mg, AUCo«
Ha enrpoMbonar ¢ ouna ¢ 32% no 36% no-HuckKa npu NMaUMEHTHTE ¢ NIEKO 10 ymepeHo Texxko 6nOpedno
yBpexaaHe ¥ ¢ 60% no-HHcKa npy MaUMEHTHTE ¢ TexKko OBOpeUHO YBpeXaaHe, B CpaBHEHHE ChC 3/PaBH
nob6posonuu. HabmoaBaHo € ChlleCTBEHO pa3HooOpasne W 3HAUNMO NIPUIIOKPHBAHE HA EKCTTO3ULIMHUTE MPH
MaIAeHTH ¢ OBOpeuHo yBpexaaHe W 3apaBu goOposonuu. KoHlleHTpaipnTe Ha cCBOOOAHMA (aKTHBEH)
eaTpombonar (JlekapcTBEH NPOOYKT, KOHTO C€ CRBP3BA BLEB BHCOKA CTEIEH C MJIA3MEHHTE ITPOTEHHHN) HE ca
nicneasaud. [lampenTre ¢ HapyweHa 6p6peuna dyHkuusa TpsabBa na uanonssar errpoMbonar ¢ NOBHILIEHO
BHAMaHHE H NPYU CTPOro NpocieNiBaHe, HAIPUMEP KaTo CH NPABAT U3cleBaHis Ha CEPYMHHA KpeaTUHHH
/MMM aHanW3 Ha ypuHaTta (BX. Touka 4.2). EdukacHocTra ¥ 6¢3omacHOCTTa Ha entpoMbornar He ca
YCTAaHOBEHH NPH MauMeHTH ¢ YMEPEHO TEXKKO 10 TexXKo Ob0OpeuHo K yepHOAPOOHO yBpeKaaHe.

Heprodpobro yepesicoare

(dapMakOKHHETHYHHUTE TI0Ka3aTe/IM Ha enTpoMbonar ca Npoy4BaHH ciel MPHIOKEHHUE Ha empomﬁonar Ha
BB3PACTHH MALMEHTH C YepHOAPOOHO yBpexkaane. Cnel MpHUIoXKEHNE HA e JTHOKpATHA 11033, g

«» Ha enTpoMbonar ¢ ouna ¢ 41% no-BHCoOKa NpH NaLMEHTHTE C JIEKO gepHOAPOOHO pr §7 ME’W
93% mo-BUCOKa TIPH NALUEHTUTE ¢ YMEPEHO A0 TEXKO 4epHOAPOOHO yBpeXkIaHe, B CPf s
nobpososiun, HabmogasaHo € chliecTBEHO pasHoobpasne W 3HaYHMO TPHTITOKPHBAHE g i} '-,lv_-,l-
NauUeHTH ¢ YepHOApOOHO YBpexkaaHe Y 3apaBu gobpoBonun. KOHUCHTpaUUHTE Ha cﬂ. 33:!{1%

1'.'"'
eJITpoMOoONar (JiekapcTBEH NMPOAYKT, KOKTO ce CBHP3Ba BbB BHCOKA CTENEH € nnasMeliTe
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H3CJICABAHH.

Bnauangero Ha uepHoApoOHOTO yBpeXaaHe Bbpxy dapmakoKMHeTHKaTa Ha enTpoMmOonar cnen
MHOT'OKpPATHO MPHI0XKEHHE € OLIEHeHO Ype3 MOmnyJauloHeH (papMakoKMHETHYEH aHain3 npu 28 31pasu
Bb3pacTHH 1 714 naudeHTH ¢ yepHoapoOHOo yBpexaane (673 nauvenTd ¢ HCV 1 41 nanueHTH ¢ XpOHAYHO
yepHOAPOOHO 3abonsaeaHe ¢ Apyra etnonorus). Or 714-te naunenTta, 642 ca Bunu c neko 4epHOApoOHO
yBpexnaHe, 67 ca OHIHM C YMEPEHO TEXKKO UepHOAPOOHO yBpexkaaHe U 2 ca OMNIM ¢ TekKO YepHOoApobHO
yBpexaaHe. B cpaBHeHHe CBbC 3/1paBH JOOPOBONILK, MALUEHTHTE € JIEKO YEPHOAPOOHO yBpeXaHe ca bum

¢ npubnusutento 111% (95% CI: 45% npo 283%) no-sucokn CToiiHOCTH Ha nnasmenata AUCe.y Ha
enTpombonar, a TMaUMEeHTHTE C YMEPEHO TEXKO YEpPHOAPOOHO yBpexaaHe ca  HMAlH

npubnusutenno 183% (95% CIl: 90% po 459%) no-sucoku cToifiHocTh Ha nuiasmenara AUC.,; Ha
enTpoMbonar.

3aroa entpombonar He TpaOBa aa ce npunara npy nauventy ¢ UTI u yeproapodHo yBpexaane (Ckop Mo
Child-Pugh >5), ocBeH ako oYakBaHaTa MoOJ3a NpeBHINAaBAa ChLIECTBYBAIIUR PHUCK OT Tpombo3a Ha
nopTanHara seHa (BX. Toukd 4.2 u 4.4). [1pu nauventu ¢ HCV, 3ano4Hete entpombonar ¢ go3a 25 mg
BeAHBXK AHCBHO (BX. TOuka 4.2).

Paca

BnusaHueTO HAa N3TOYHOA3HATCKHUA TTPOH3X0A BhpXY (GapMaKOKHHETHHHHTE MOKasaTen Ha exTpombonar e
OLIEHEHO C MONyNalXoHEH hapMakoKHHeTHYeH adanus nipy 111 3gpaBu Bb3pacTHH (31 U3TOYHOA3HATLIM) Y
nmpA 88 mnamuentd c¢ HUTIT (18 wu3touHoaszwaTuw). BB3 OCHOBA Ha J3HHUTE OT MNONYJAllHOHHUA
(papMakOKMHETHYEH aHalTu3, H3TouRoasnarckute naumentd ¢ UTII ca 6unn ¢ npudbnnzutento 49% mno-
rosama tasmerna AUCo..) Ha enTtpombonar, B CpaBHEHHE C MAUMEHTH, KOUTO HE Ca OT M3TOYHOAZNATCKH

MPOU3X0J, TNIABHO OT €BPOINEUIHATA paca (BXK. Touka 4.2).

BIusiHHETO Ha HM3ITOYHO-/FOTOM3TOYHOA3ZMATCKUS CTHHYECKHU TNPOM3IXOA BBHPXY (PapMakOKHMHETHKAaTa Ha
enTpoMbonar e oLUeHeHO upe3 NOMynauoHeH, papMakoknHeTHYeH adanwn3 npH 635 namuent ¢ HCV (145
ot Hstouna Asma m 69 or IOroumstouHa A3zug). Bb3 OCHOBA Ha OUEHKHTE OT NOMYJIAUHOHHHA
(papMaKOKMHETHYEH aHanM3, N3TOYHO-/IOTOM3TOUHOA3MATCKUTE MALMEHTH C& Mall npubnuznutendo 55%
Mo-BHCOKH cTOWHOCTH Ha muasMeHa AUCp.r) Ha entpomOborrar, B CpaBHeHHE ¢ NAlMEHTH OT JPYrUTE pach,

KOWTO ca DU NMpeJUMHO OT €BpOTICHAHATA paca (BX. TouKa 4.2).

Ilon

BaudHHeTO Ha NoJa BupXY papMakOoKHHETHUHWTE NTOKA3aTENTH Ha enTpoMOonar € OueHEHO ¢ NomyJlaliHOHEH
chapMakoxnHeTH4eH aHanu3 npH 111 3apaBu Bb3pacTHH (14 xeHn) W npy 88 nauneHTH ¢ UTII (57 xeun).

B3 OCHOBa Ha JaHHHUTE OT MOMYJAUMOHHHA (PapMakOKMHETHUcH aHamu3, nauueHTure xenn ¢ UTII ca
onnu ¢ npubausurtento 23% no-ronama nnasmeHa AUC.;) Ha enTpomMOonar, B cpaBHEHNE ¢ MALMEHTHTE
MBXE, 0€3 KOpeKUHA CTIPAMO Pa3IMKUTE B TETIIOTO.

BaussHHeTo Ha mnona BBpXY dapMakoKWHeTHKaTa Ha enTpoMbonar € OUEHEHO upe3 MONnynauuoHeH
¢apMakoKUHEeTHYEH aHaU3 NpH 635 nanuenTu ¢ HCV (260 xxenn). Criopes oueHka Ha MOAENa, MpH KEHUTE
¢ HCV, nnasmenata AUC.r) Ha enTpombonar ¢ 6una ¢ npubnusutento 41% no-Bucoka, B cpaBHeHHE C
MbIKETE.

Bvipacm

BnnsHueTo Ha Bn3pacTTa BLPXY (hapMakOKMHeTHKaTa Ha enTtpoMbonar € OLUESHEHO 4Ype3 NonynauvoHeH
dapMakoKHHETHYEH aHaIN3 nipu 28 3apasu nvua, 673 naunentn ¢ HCV # 41 nmauveHTH ¢ XpOHKHYHO
yepHOApOOHO 3a00nABaHe ¢ Apyra eTUONIOrns, Ha 8b3pacT oT 19 1o 74 roguHu. HaMa papMakoKMHETHYHHU
JJAHHM 3a TIPUJIOKEHUE Ha eATpoMOOIIar Npy NauNeHTH Ha Bb3pacT 275 roguHu. Criopen olleHKa Ha
MOJIeNa, NPH MauUEHTHTE B cTapyecka Bb3pacT (265 roaunwn), mnasmenara AUCo..)Ha entpombonar e Ouna

¢ npudnuskTenHo 4 1% no-BHCOKa, B cpaBHEeHHE C NO-MIIAANTE NalHeHTH (BX. Touka 4.2).

Ileduampuuna nonyrayus (Ha evapacm om 1 do 17 2odunu)
(DapMakoKMHeTHKaTa Ha enTtpoMbonar € oueHeHa npu 168 neanaTpHyHH MalUeHTH Q/

BeIHEXK AHeBHO B JBe npoyusaHus TRA 108062/PETIT u TRA115450/PETIT-2. l’[pﬁ
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TEJNIECHOTO Terno. BnusHueTo Ha pacata W moyia BepXy uauncieHns mnasMed CL/F Ha entpombonar e B
CHOTBETCTBHE MEXKIY NEIUaTpHUHHTE U Bb3PACTHHTE nauueHTd. [Ipn HM3TOYHO-IOrOM3TOYHOA3HATCKHTE

neguarpuuHn naunentd ¢ UTIT ce wabmogasar ¢ npubnusurtenHo 43% mno- BUCOKH CTOWHOCTH Ha
nnasMeHara AUC 1) Ha enTpombonar cnpsaMo Te3u, KOHTO He ¢a OT a3HaTCKH npousxod. [leauaTpuaHuTe

naupentd ¢ UTIT oT xkencku non wmat ¢ npubnuzutenso 25% mno-BUCOkW CTOHHOCTH Ha MiasMeHaTa
AUC ¢ty Ha erTpoMOOTIar CIIPAMO NALMEHTUTE OT MBXKH TIOJL.

dapMakOKHHETHUHHUTE XapaKTePUCTHKH Ha erTpoMbonar nipu neauarpuady naunent ¢ UTT1 ca noxaszanu
B Tabnuua 11,

Ta6aunua 11  Cpeanu reomerpuaay (95% CI) na naazMennTe papMaxoKHHETHYHH MTOKa3aTeaH
Ha earpoMbonar B CTAIHOHAPHO CHCTOSHHE NPH NeAHATPHYHH HalHeHTH ¢ HTII
(npu cxema Ha npuaaraxde 50 mg BeHLXK JTHEBHO)

BripacT C max AUC .
(pg/ml) (ug.hr/ml)
12 xo 17 rogunHu (n= 62) 6,80 103
(6,17, 7,50) (91,1, 116)
6 no 11 roguun (n=68) 10,3 153
(9,42, 11,2) (137, 170)
1 1o 5 roguHn (n=38) 11,6 162
(10,4, 12,9) (139, 187)

JanHuTe ca npeacraBedy kato cpeaHn reoMmeTpuuHn (95% Cl). AUC o1 1 Crax ca Da3upanm Ha
MONyAaliiOHHH HapMaKOKHHETHYHU post hoc NIUACTEHNA

5.3 IlpeaxsiMHHYHH JaHHH 32 6€30NACHOCT

(dapmMakoJIorHuHa 6€30MacHOCT ¥ TOKCUYHOCT NPU MHOTOKPATHO NpHIAraHe

EntpomOonar He cTUMyaupa MpOAYKLMATA Ha TPoMOOUMTH NpY MHULIKHM, TUTEXOBE M KydyeTa, Mopaiu
yHMKanHaTa cnenuguudoct Ka TPO peuenTtopa. [Topaan Tazu npUyvHa JAHHATE OT Te3W KUBOTHM HE ca
abCOMOTHO TOYEH MOJieNl Ha MOTEHLUMANHUTE HEXENaHW peakilMH, CBbp3aHu ¢ (QapMaKoJIorHsaTa Ha
enTpoMbonar TpH XOpa, BKIIOYHTEIIHO W TMPOYHBAHUATA M0 OTHOLUEHHE HA pPENMpOayKUHATA H 32
KAHLEPOr€HHOCT.

KaTapakTa, CBbpP3aHa ¢ JICUEHHETO, € YCTAHOBEHA TPH rpyusauy ¥ € Ouna Ko30- 4 BpeMe-3aBucuma. I1pu 26
TBTH KJIWHUYHATA €KCTIO3UINA NMPH Xopa, NP Bb3pacTHH naueHTH ¢ UTII npu no3a 75 mg aHeBHO # 3
IIbTH KJIMHUYHATa €KCIIO3WLMA TIpH Xopa, NMpH Bb3pacTHM nauueHTd ¢ HCV npw goza 100 mg aHeBHO,
ocHoBaHa Ha AUC, karapakta e HabmojgaBaHa MpH MHUIUKA cied 6 ceaAMUUM U NpH bXose clel 28
CeIMHLA Ha npunarasde. [Ipy >4 nbTH KITHHHYHATA €KCITO3NIKA TIPH Xopa, npu nauueHTH ¢ UTII npu nosa
75 mg AHEeBHO U 2 IbTHU KJWMHAYHATA E€KCIO3MUMA MpH Xopa, npy naunedTd ¢ HCV npu no3za 100 mg
IHEBHO, ocHoBaHa Ha AUC, kaTapakTa e HabmogasaHa npy MULIKH cnel 13 ceMHLIM ¥ NpH ATbXOBE Cle]
39 cenmnuy Ha npunarade, [pn 1034, KOUTO HE C€ NMOHACAT OT MJIaJH MUTBXO0BE, Npedn Ja OBAAT OTONTH,
npuiIokeHn oT 4 1o 32 neu (paBHABALIM ¢¢ MPHOTUIUTETHO Ha TE3H MPH 2-TOAMIIHO AETE B Kpas Ha Neproja
Ha MpHIOXEeHNE), MOMbTHABAHE Ha OKOTO ce Haliioaara (He € MpPOBEXKIAHO XHUCTOMOTMYHO U3C/IEABAHE)
npd 9 MbTH MaKCHMAaHATa KIWHMYHA €KCIIO3MLMA NpHU Xopa, npy neanatpuyHd maynentH ¢ UTII npu
no3a 75 mg/oen, ocHosaHa Ha AUC. He e nabnonaBana karapakTa NpH MJIaaM TLTBXOBE, NONMy4YaBallM
MOHOCHMHM JIO3W, TIPEBHIIABALUH 5 ITETH MakCHUMAJIHATA KIWHWYHA EKCNO3HMIMA NpH Xopa, IpH
neguaTpuyrn naueHTH ¢ UTII, ocHoBana Ha AUC. KarapakTa He e HabmiolaBana I'py Bb3pacTHH KydeTa
cmen 52 ceAMHULH HA MPMIIArase npy 2 MbTH KIWHUYHATA SKCTIO3NLMA TIpU XOpa, TTpU BB3PACTHU WUIH
neauatpuyHd nauudeHtd ¢ UTII npyn go3a 75 mg OHEBHO W €KBHBAJICHTHA KIIMHHYHA €KCMO3HINA NIpPH
xopa, npu nauueHtd ¢ HCV npu go3a 100 mg aHeBHO, ocHoBaHa Ha AUC.

brOpeuna TyOynHa TOKCHYHOCT € HabI04aBaHa B [POYYBaHUA ¢ IPOARDKUTENHOCT Ag/| A&J)
H TUTBXOBE NMPH eKCIO3HIHM, KOMTO KaTo LUANO Ca CRBP3aHM ChC 3a00/€BAaEMOCT H i A
TOKCHYHOCT € HabmofaBaka U B 2-TOJMIIHO NMPOYYBaHe 32 KAHUEPOTEHHOCT NpH NefogfiHE NS
TpH MULLKH B 103K OT 25, 75 u 150 mg/kg/nresHo. EdekTHTe ca OUNH mo-Majiko Tex Tt

H Ca CC XapakKTepHU3HpalH CbC CHCKTbP OT PCIrCHCPATHBHH IMTPOMECHHA.

34




Excrio3numaTta npu Hah-HUckata fgo3a € 6una 1,2 wim 0,8 nuTh WIMHMNYHATA eKCTIo3WUUs TpH Xopa,
ocHoBaHa Ha AUC, npu Bb3pacTHH unK neauatpnuHy nauneHtd ¢ UTTI npr gosa 75 mg aHesHo ¥ 0,6 NbTH
KJJMHHYHATA €KCIIO3HUMSA NpU Xopa, npu nauueHTd ¢ HCV npy go3a 100 mg aneBHO, ocHoBaHa Ha AUC.
brOpeunn edexTH He ca HabNOMagaHu MPH MTbXOBE crel 28 ce MUY HITH NMPH Ky4eTa crieq 52 ceAMULU
TIPH €KCMO3UUMA 4 UNH 2 MbTH KIWHUYHATA €KCNOIHUMSA NMPH XOpa, NPH RL3pacTHH nanueHTy ¢ Tl n 3
WM 2 MBTH KIMHWYHATA eKCMO3HIMA TPH X0pa, npH neanatpuaHu naunedTd ¢ UTII npu no3a 75 mg
JHEBHO U 2 ITbTH €KBHBAJIEHTHA KJIMHUYHA eKCMO3KLng [Ipy Xopa, npu naynexdt ¢ HCV npu poza 100 mg
MHEBHO, ocHoBaHa Ha AUC.

XenaTouuTHa JereHepans H/UId Hekpo3a, YeCTO NPHUIPYKEHA ¢ MOBUIIEHH CTOHHOCTH HA YepHOApOOHHTE
CH3UMH B CepyMa, ¢ Ounta HabnroaBaHa NpH MHULLIKH, [UTBXOBE W KY4YeTa B 03H, KOMTO ca OMnu cBbp3aHu
cbC 3a60NEBAEMOCT U CMBPTHOCT UIIH ¢ HeAoOpa noHocumocT. He ca HabmogasaHn yepHoapobHN edexTn
ClleX XpPOHWYHO MPHIOKEHNE NPH NNbX0Be (28 cenmuun) v Npyu Kyuera (52 ceAMHLUM) NpH 4 WIH 2 NBTH
KIHHUYHATa €KCMO3WLUHUA TPH XOopa, MpH Bb3pacTHY nattHeHTH ¢ UTII w 3 nnu 2 o0bTH kIWHUYHATa
eKCNO3ULMAA NpH Xopa, nNpu neaguatprauyHu naureHTH ¢ HITII npu go3za 75 mg AHEBHO M 2 TbTH WX

€KBHBANIEHTHA KJIHHHYHA €KCNTO3ULINA TipH X0opa, npy naudeHTy ¢ HCV npy no3a 100 mg nHeBHO, OCHOBaHA
Ha AUC.

[Ipn go3u ¢ HegoOpa MOHOCUMOCT MPH MITLXOBE M KydeTa (> 10 unu 7 mbTH KIMHWUYHATA €KCTIO3HLHSA TIPH
X0pa, IPH BL3PaCcTHH UNK negdatpuvHm naunedTd ¢ UTT1 npn no3a 75 mg AHEBHO ¥ >4 NbTH KNWHUYHATA
eKCTIO3ULINA NMpu xopa, pH naudenty ¢ HCV npu go3a 100 mg gueBHo, ocHoBaHa Ha AUC) B kpaTkoCpoyHH
npoy4BaHus, ca HabnaaBanu HaMalisBaHe Ha Opod Ha PETHKYTIOUMTHTE U PErCHEpaTUBHA KOCTHO-MO3bYHA
epUTPOHAHA XuneprUiasua (caMo mnpW mrbxoBe). He ca HabmopaBanu 3HauMMHM egekTH BBpPXY
EPUTPOLIHTHTE UJIH OPOs Ha PETHKYJIOLMTHTE NPH NPAIOKEHHE A0 28 ceAMHULM IpH IUTLXOBE, 52 ceAMULH
NPH KyYeTa ¥ 2 roJAMHN TIPU MHULIKH WIH [LUTBXOBE TIPH MaKCUMAITHUTE MOHOCUMY JI03H, KOUTO ca bunn 2
o0 4 ObTH KJIWHWYHATA eKCMO3ULUA NPH XOpa, NMpH BB3pacTHUA WM neguatpuddy nauueHTn ¢ I npu
J103a 75 mg AHEBHO U <2 MbTH KIINHNYHATA €KCIO3NLUA NpH Xopa, npy nagueHtd ¢ HCV nipn gosa 100 mg
IHeBHO, ocHoBaHa Ha AUC.

EngoctanHa xunepocrto3a e HabmojgasaHa B 28-CeMHUYHO TOKCUKOJOTHYHO MPOYYBaHE NMPH IUTHXOBE B
TOKCH4Ha 103a ot 60 mg/kg/aveBHo (6 MbTH UK 4 b TH KIHHWYHATA €KCTIO3ULUA NIPH X0pa, NPH Bb3PacTHH
K nexuatprdHn nauvent ¢ UTII npu go3a 75 mg gHeBHO ¥ 3 MBTH KITWHWYHATA €KCITO3HLIHUA TIPH XOopa,
npu nauueHTd ¢ HCV npn go3a 100 mg greBHo, ocHosaHa Ha AUC). He ca wabmogaBaHy KOCTHH TPOMEHHU
Npy¥ MUILKK H IUTLXOBE cile]l JOKUMBOTHA €KCNO3ULMA (2 roavHH) npu 4 NbTH UM 2 TBTH KJIMHHYHATA
€KCIO3KLMA MPH XOpa, NPH Bb3PACTHN MM nieanaTpuuHy nauueHTy ¢ UTIT npy no3a 75 mg AHEBHO H 2
MbTH KJIMHWYHATA eKCcnio3nums npn xopa npy HCV naupentu npn noza 100 mg anesxHo, ocuoaHa Ha AUC.

KaH LCPOTICHHOGCT N MYTAIrCHHOCT

EnrpoMOonar He e kaHUeporeHeH NPH MULLKK B 4034 A0 75 mg/kg/nHeBHO UK npy MITBXOBE B 2034 00 40
mg/kg/qHEBHO (eKCNO3HUMH 0 4 WIK 2 ITbTH KIHHWYHATA €KCIO3KMIUA MPHU XOpa, MPHU BH3PACTHH WIH
neguaTpuunu nauueHT? ¢ UTII npr noza 75 mg AHEBHO M 2 MbTH KNIMHUYHATA €KCMIO3HWLMA NPH Xopa, NPH
nauneHTH ¢ HCV npu no3a 100 mg aHesro, ocHosaHa Ha AUC).

EnxrpoMbonar He e OMNI MyTareHeH WJIH KJIaCTOTeHeH npH OakTepHalicH MyTALUMOHCH aHallW3 WIH B [BE in
vivo W3cneaBaHnsa npd nmiabxoee (cuHTe3a Ha JJHK B MuKpoHyk/ieyca B U3BbH s-(pa3aTa Ha KJIETbYHHSA
IMKEJI, 10 vnu 8§ MbTH KTMHAYHATA €KCIO3ULIHA NTPH X0pa, MPH BB3IPACTHH WK NeJHATPHYHH MALHEHTH C

UTI npw go3a 75 mg AHEBHO B 7 IBTH KIIMHHYHATA eKCIIO3HUHS NTpH xopa, NpH nauuentd ¢ HCV npn go3a

100 mg AHEBHO, OCHOBaHa Ha Cmax). B in vitro TecT 33 HHMCIJOM APH MULIKH, chpumﬁnnar e oun rPaHAYHO
NO3UTHBEH (<3-ITbTH NOBULIIABAHE HA MYTALUHMOHHATA YECTOTA). 1€3H in vilro v in vivo HaXOJKH NOKA3BaT,
ye enTpoMOonar He npeacTaBisRa N’eHOTOKCHYEH PHCK 3a XOopa.

PenpoVKTHBHA TOKCHYHOCT

EntpoMbonar He ¢ nosnusan GepTUINTETa, PAHHOTO pa3BUTHE Ha eMOproHa 1 eMbprode
MpHA XEHCKW nbXoBe B A03M o 20 mg/kg/aHeBHo (2 NbTH KJIMHUYHATA €KCMO3U
Bb3paCTHU MU 1oHOWHW (Ha BB3pacT 12-17 roauuu) nauuentd ¢ HUTII npn no3
€KBWBAJIEHTHA KIIMHUYHA eKCITO3MLMA NpH Xopa, npy naunenTd ¢ HCV npu posza 100 BH
Ha AUC). CoIuo Taka, He € HabmoaaBaH edekT BbPXY eMOpHOGhETATHOTO pa3BiTHEe N34 Ak
150 mg/kg/nneBHO, Haili-BHMcoKaTa “3cneasana aosza (0,3 go 0,5 nbTH KIMHAUYHATA €K (;%:IH,H‘H

npy nauuentu ¢ UTTI npu go3a 75 mg aHesHo ¥ npy HCV nauuenTy nmpu no3a 100 mg
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Ha AUC). Benpekn ToRa, MpHM TOKCUYHA 3a Maitkata goza ot 60 mg/kg/nHeBHO (6 MBTH KIHHWYHATA
€KCTIO3NLMA ITpH Xopa, npu nauned™d ¢ UTI npu gosa 75 mg AHEBHO ¥ 3 BT KIMHWYHATA €KCIIO3N LS

npu xopa, npu mauuedTH ¢ HCV npu go3za 100 mg aneBHo, ocHoBaHa Ha AUC) mpHu TsX0Be, NIEYESHHUETO C
entpoMborniar e OWIO CBBLP3aHO ¢ eMOpPUOHANICH NETANUTET (MMOBHIIEHA MIpe- M MOCTUMILIAHTALIMOHHA
3ary0a), HaMargeHo TellecHO Terjio Ha ¢eTyca ¥ HaManeHo Terlno Ha OpeMeHHATa MaTka B MPOYYBaHE Ha
KEHCKUA QEPTUINTET, KAKTO M ¢ HHCKA YeCTOTa Ha LEpPBHKAIHM pedbpa v HaMaleHO TeNecHO Terio Ha
deTyca B npoyyBaHe Ha eMOpuodeTanHoTO pa3suTHe. ExTpoMbomnar TpadBa na ce npuiara mo BpeMe Ha
OpeMEHHOCT, CaMO aKO OYAKBAHKWTE MOJI3H ONMPABAABAT NOTEHLMAIHATE PUCKOBE 3a I1oja (BXK. Touka 4.6).
Entpombonar He e 3acerHan gepTWINTETa NPU MBXKH MIbX0BE B 1034 A0 40 mg/kg/nHeBHO, Hall-BUCOKa
n3cjeABaHa Jio3a (3 MbTH KJIMHHWYHATA €KCNO3WLHMA NpH Xopa npd mauuedtn ¢ UTIT npu gosza 75 mg
JHEBHO U 2 NbTH KJIWHUYHATA EKCIO3NLUMA IPA Xopa, npn naudeHT™d ¢ HCV npu gosa 100 mg AHEBHO,
ocHoBaHa Ha AUC). B npoyurase Ha npe- U TOCTHATATHOTO pa3BUTHE IPH ILTEXOBE He ca HaboJaBaHy
HexelTaHW edekTH BbpXy OpeMEHHOCTTa, pakJaHETO W KBPMEHETO NpH Fo XKEHCKH mrpxose NpH 103M,
KOWUTO He ca TOKCHYHHM 3a MatikaTta (10 u 20 mg/kg/nHeBHo), He ca HabMogaBaHU eEKTH BEPXY pacTexa,
pa3BUTHETO, HEBPOMOBEJIEHUECKATA U PENpOdyKTHBHATa (YHKIMSA Ha MOTOMCTBOTO (F). EnTpoMbonar e
OTKPHT B IIa3MaTa Ha BCUYKHA F) MaJkd 3a uenus 22-4acoB MNEPHOL Ha B3eMaHe Ha Mpobu ciel
MPUIIOKEHHE HA JIEKApCTBEHUA MPOAYKT Ha Fo Maliku, KOETo npeamonara, ¥e eKCIO3IWLMATA HA MAITKHTE
Ha eaTpoMOonar Hali-BepOATHO € HACTBIIBaJNia B Pe3yATAT HAa KbPMEHETO.

DOTOTOKCHYHOCT

In vitro npoyuyBanus ¢ eaTpoMOoNar nMoka3BaT MOTEHLHAEH PUCK OT (POTOTOKCHUHOCT, 0Daue rpy rpusauu
HE € UMANO JaHHHU 3a KOKHAa PoTOoTOKCHUYHOCT (10 MnK 7 mbTH KNMHUYHATA €KCMO3ULMA MPHU XOopa, OpH
Bb3pacTHH WJIN nexrarpudHu naunedTd ¢ UTT] npu goza 75 mg THEBHO M 5 MBTH KIIMHUYHATA €KCITO3NLIHMA
npu xopa, npy naueHtd ¢ HCV npu noza 100 mg gHeBHO, ocHOBaHa Ha AUC) uan ouHa POTOTOKCHYHOCT

(=4 TBpTH KIMHUYHATA KCTIO3UIIUA TIPH X0pa, TIPH Bb3PACTHH HIH NearaTpuuHy nauueHT ¢ U111 npu no3a
75 mg AHeBHO U 3 ITHTH KIIMHWYIHATA €KCITO3ULIHS TIPH Xopa, Tpy nauueHTn ¢ HCV npu no3a 100 mg nueBHo,
ocHoBaHa Ha AUC). OcBeH ToBa NMpH KIMHWUYHO (papMaKoNOrHYHO Ipoy4dBaHe ¢ 36 yJacTHHULH, He ca
HaMEPEeHH JJaHHH, Yye POTOUYBCTBUTETHOCTTA Ce MMOBULUABA Cle] [IpUIIOKEHHUE Ha 75 mg enrpombonar. Tosa
€ HM3MEpeHo 4Ype3d HHAeKkc Ha 3abaBeHa (QOTOTOKCHYHOCT. BBIPEKd TOBA HE MOXKE [1a €€ H3IKIIFOYH
MOTCHUMANIEH PUCK OT QoToaneprud, Thid KaTO HE MOXE JAa Ce MNpPoBelde KOHKPETHO MNPEAKIMHHUYHO
TPOYURAHE,

npD}"qBﬂ.HHH IMpH BCHHUJIHH AKHBOTHH

[Tpy npunoxeHWe Ha A03W HA NOHOCUMMTE NIPH [LUTBXOBE MIpeIN OTOMBAHE, ¢¢ HabJOIaBa MOMBTHIBAHE
Ha 0koTo. [Ipn npunoXkeHne Ha MOHOCUMH [103H, He c¢ HabmoAaBa NOMbTHABaHE Ha OKOTO (BX. MO-rope
Touka ,,DapMakoIornHa 0€30TaCHOCT M TOKCHYHOCT TIPU MHOTOKPATHO NpHiaraue™), B 3akmoueHue, kaTo
Ce B3eMAar NMpeABH IpaHMUMTE Ha €KCNO3MUMA Bb3 ocHOBa Ha AUC, He Moxe Ia ce W3KJII0YHM PHCK 3a
pa3BUTHE HAa KaTapakTa, CBBp3aHa ¢ IIpHeMa Ha ejTpomOonar Opu NeAHATpUyHM nauueHTH. JInncsart
HaXxOJIKu ITPH MJIAJINTE TUTHXOBE, KOUTO Ja MPEANoNaraT HalTuuHeTO Ha MO-TOJIAM PUCK OT TOKCHYHOCT TIpH
NeYyeHHe ¢ enTpoMbonar Ha negUaTpHYHHATE MALKEHTH cCNpAMO Bb3pacTHM naunestn ¢ UTTI.

6. OGAPMAIIEBTHYHH JAHHHA
6.1 CnuchK Ha TOMOIUHHTE BEH[ECTRA

Hopo na mabnemrxama

[lenyno3za, Mukpokpuctaida PH 102
Manwnton (E421)

[loBraoH

Llenrymosa,cnnuupana, MUKPOKPHCTATHA
HaTtpuer HUIIECTEH MIIMKONAT (THIT A)

[ muueponios qubexeHar

MartHe3ueB cteapar

Duarmogo noxkpumiue
Twuranos quokcng (E171),

Xunpomenosa (E464)
Makporon (E1521)




IMonucopbat 80 (E433)

6.2 HechBMeCTUMOCTH

HenpunoxuMo

6.3 Cpok Ha roaHOCT

3 roauHn

6.4 CnennajHu ycl0BHS HA ChXpaHEHHE

To3n nekapcTBEH NPOLYKT HE U3UCKBa CNIELIHAIHH YCI0BHSA Ha ChXpaHeHHE.
6.5 Buau cuabpkaHHe HA ONAKOBKATA

MunIMupaHy TabneTky

ANyMHHHEBH OTHCTEPH B KAPTOHEHA KYTHS, Chabpkalna 14 niy 28 ¢unmupanu tabnetkn. He Bcuuxu
BHAOBE ONTAKOBKHM MOraT Ja ObJaT nMycHaATH Ha rasapa.

6.6 CrneuMajHH Npeana3HH MEPKH IMPH HIXBLJIAHE

Heu3non3BaHUAT TeKapCTBEH NPOAYKT WIH OTNATBYHHUTE MaTEpHaNH OT Hero TpsabBa 1a ce U3XBBPIAT B
ChOTBETCTBHE ¢ MECTHNTE W3HCKBAHUA.

7. ITPUTEXXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA
HOBEJI ®PAPMA EOO/]]

Oyn. ,,brirapus* No:109
Codus 1404, bearapus

8. HOMEP(A)HA PAZPEILIEHHUETO 3A YIIOTPEBA

Per. Ne: 20250313

9. JATA HAIIBPBO PAIPEIUJABAHE/IIOAHOBABAHE HA PAZPEHLIEHHETO 3A
YIIOTPEBA

Hata Ha mbpBo paspeiwasane: 04.11.2025

10. JIATA HA AKTYAJIM3HPAHE HA TEKCTA
06.2026
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