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1. WMME HA JIEKAPCTBEHUS ITPOJIYKT  |¥ Pee vl A / : }

I
KDamxa xapexmepuc muxe na npogyxme NMpuroxenue 1 J;l

Tocuera 25 mg puamMupaHu TabieTku ' BG/MA/MP - é P¥IA-7 18 -01- 2075
Tocieta 25 mg film-coated tablets .- e G febsssvmment

Tocuera 50 mg punmupanu Tabnerku
Tocieta 50 mg film-coated tablets

Tocuera 75 mg punmupanu Tabnerku
Tocieta 75 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Tocuera 25 mg duamMupaHHu TabaeTKH
Beska punmupana tabaetka cbabpika enrpomodonar onaMuH (eltrombopag olamine), eKkBHBaJIEeHTEH

Ha 25 mg eanTrpombonar (eltrombopag).

Tocuera 50 mg dua TabneTku
Besaka punmupana tabnetka chabpika entpombonar onamuH (eltrombopag olamine), ekBuBasieHTeH
Ha 50 mg enrpombonar (eltrombopag).

Tocuera 75 mg dun OsneTku
Besaka punmMupana Tabnetka cyabpka entpombonar onamuH (eltrombopag olamine), ekBHBasieHTEH
Ha 75 mg entpombonar (eltrombopag).

| loMOLIIHO BEIIECTBO C H3BECTHO JI€HCTBHE

Tocuera 25 mg ¢uamupaHu TabneTk
Beska ¢punmupana tabnerka cbabpxka S8 mg uzomanr.

Tocuera 50 mg duamupanu TabieTku

Bceska punmupana Tabnerka coabspka 117 mg uzomanr.

Tocuera 75 mg dunmupanu TabneTku
Bcesaka punmupana tabnerka chabpka 175 mg uzomManr.

3a MbJIHUSA CMUCHK HA MOMOIIHHTE BELIECTBA, BHXKTE To4ka 6. 1.
3. JIEKAPCTBEHA ®OPMA
dunmupana tabaerka (Tabnerka).

Tocuera 25 mg duamMupaHu TabneTku
T MHOpO30Ba, KpbIla, ABOHHOU3NMbKHANIA PUIMHpaHa TabneTka ¢ BAILOHATO peedHO 03HAYEHHE
"II" or eqHaTa cTpaHa U ¢ AMAMETBLP NPUOIU3KTEHO § mm.

Tocuera 50 mg dbunmupaHu TabieTku

Po3oBa, kpbria, ABoHiHOM3NbKHANA PuaMHpaHa TabneTka ¢ BIbOHaTO penedHo o3Hayenue "I11" or
e[lHaTa CTpaHa ¥ ¢ AHaMeTbp npubausuTenHo 10 mm.

Tocuera 75 mg duamupanu TabaeTku
Yepsena no kadsBa, Kpbria, 1BoHHOM3MbKHANA (pUnMUpaHa Tabnerka ¢ BTLOHATO pé

o3HayeHue "IV" or eaHara cTpaHa ¥ ¢ AMaMeThp NpHOIM3KTETHO 12 mm.




4, K/IHMHHUYHA JAHHH

4.1 TepaneBTHHH MOKAIAHHA

TocHeTa e nokazaH 3a JiedeHHE Ha Bb3PacTHH NAUMECHTH ¢ MbPBHYHA UMYHHA TPOMOOLIMTONEHHA
(UTII), xouTO HE Ce NMOBIHABAT OT APYro JeUeHUe (Hanp. KOPTUKOCTEPOHIH, UMYHOIIOOYIHHH) (BX.
TO4YKH 4.2 n 5.1).

TocHera e noka3aH 3a JiedueHHE Ha NeAHATPHYHK NALMEHTH Ha Bb3PAacT Ha H HaJ | roaHHa ¢ NbPBHYHA
nMyHHa TpombounroneHus (U TII), npoarpkaealua 6 MeceLia HWiIM NOBEYE CIIEA NOCTABAHE HA
JHArHo3aTa, KOMTO He Ce MOBIMABAT OT APYrH JleueHHA (Hanp. KOPTUKOCTEPOHAN, UMYHOTNIOOYTHHNI)
(BX. Touku 4.2 w1 5.1).

Tocuera e noka3an 3a JieueHne Ha TPOMOOLMTONEHHS NMPH BH3PACTHH MALMEHTH ¢ XpOHHYHA
nadexuus ¢ Bupyca Ha xenatut C (HCV), npu xouTo creneHra Ha TpOMOOLMTONICHUS € OCHOBHHAT
¢aKTop, KOHTO BB3NPENIATCTBA 3aM104YBAHETO WK OFPAHHYABa BL3MOXHOCTTA 14 C€ NOAXbPKA
onTuMasiHa uHTepdepoH-6azupanHa Tepanus (BxK. Touku 4.4 1 5.1).

4.2 /lo3npoBKa H HAMHH HA NPHJIOKEHHE

Jleyenuero c exrpoMbonar TpsabBa ga ce 3ano4sa U HabM1OAaBa OT JieKap € OIIMT B JIEUEHHETO Ha
XE€MaTONOrH4HHU 3a00N9BaHHs WIH Ha XPOHHYEH XeNMaTHT C U HETOBUTE YCIOKHEHHS.

03 BKAa

CxeMHuTe Ha npwiarade Ha enrpombonar TpsabBa na ce HHAUBHAYANU3HPAT criopel Opos Ha
TPOMOOLINTHTE TIPH OTAEIHHA naupeHT. LlenTa Ha neveHuero ¢ entpoMbonar He TpaOBa ra Obae
HOPMATH3HpaHe Ha Opod Ha TPOMOOLIMTHTE.

EnrpoMbonar ce npemiara noa ¢opMara Ha npax 3a NepopajiHa CyCneH3Hns noa Apyrd TbProBcKM
mapkH. [IpaxeT 3a nepopanHa CycneH3ua Moxke Aa JoBee J0 NMo-BHCOKA eKCNO3HIIHA Ha
enrpombonar, oTKonKoTo TabneTHara gpopma (Bx. Touka 5.2). [Ipu npemunaBane ot TabnerHara
¢opMa KbM NepopaHaTa CycneH3ua U o0patHo, 6posT Ha TpomOBounTHTe TpsGBa Aa Cce cllean BeAka
CCAMHLIA B NPOABHKEHHE HA 2 CeAMHLH.

Hmynna (nvpeuyna) mpomboyumonerus
Tpsabea na ce H3anon3pa Hal-HUCKAaTa A03a eNTpoMOONar 3a NOCTHIAHE U NOAABPXKAHE HA Opoil Ha

TpoMbouuTHTe >50 000/ul. Kopurupanero Ha ao3ara e criopel OTroBopa, onpeaesieH or Opos Ha
TpoMOouuTUTe. EnTpoMOonar He TpabBa a ce M3NOA3Ba 32 HOPMAJIM3WPAHE HA TpoMOOLUMTHUSA Gpoii.
B KMHHMYMHM NpOoy4BaHHA, OposAT Ha TPOMOOLMTHTE OOMKHOBEHO C¢ NOBHINABA B paMKHTE Ha | 10 2
CEMHLIH CJie]] 3aMO4YBaHe Ha JieueHe ¢ exTpombonar H HaMansea B paMKHTE Ha 1 40 2 ceaMuum cnen
CITUPAHETO MY.

Bv3pacmnu u neouampuuna nonysayus na evipacm om 6 oo 17 200unu

[1penopbuvTenHaTa HayanHa ao3a enrpomdonar e 50 mg Beansx AHeBHO. [IpH nauMeHT!H ¢ U3TOMHO-
/YOTOH3TOYHOA3HATCKH TIPOH3XO0, NpUIaraHeTo Ha enTpombonar Tpa6ea Aa ce 3arovuHe ¢ HaMajeHa
7033 OT 25 mg BeAHBXK AHEBHO (BXK. TOUKa 5.2).

Ilecuampuuna nonyaayun na ev3pacm om 1 0o ) 200unu
[IpenopbyMdTEeIHATA HayaliHa 403a enTpoMbonar € 25 mg BEAHBK JHEBHO.,
IIpocreoseane u xopexyua na ooama

Cnen 3anoyBaHe Ha JedeHue ¢ enrpomdonar, no3ara TpaOBa na ce KOpUrupa, 3a na ¢
ce noaabpka Opoit Ha TpomOouuTuTe =50 000/ul, koeTo e HeoOXOAUMO 3a HAMANABa
KbpBeHe. /la He ce HaaABMINAaBa AHCBHA 1034 OT 75 mg.




[To Bpeme Ha neueHueTo ¢ entpombonar TpabBa na ce CACAAT pEAOBHO XEMATONOIHYHHTE H
yepHOAPOOHHMTE MOKA3aTEM M A03aTa Ha exTpombonar TpaOBa Aa ce KOPHIrHpa Bb3 OCHOBa Ha Opos Ha
TpoMBoLiMTHTE, KakTO € nocodcHo B Tabauua 1. [To BpeMe Ha neyeHune ¢ exrpombonar mLjaHara
kpbBHa KapTHHa (T1KK), BkntounrenHo 6pos Ha TpOMOOLIMTHTE M HATPHBKA OT NEpU(EpHa KPbB,
TpabBa Aa ce U3cjieBa BCAKA CEAMHLA A0 MOCTHraHe Ha cTaOMIHO HUBO Ha TpoMbouuTHHA Opoi (250
000/pl 3a naii-manko 4 ceamuum). Cnea toea [IKK, sxmouurento 6pos Ha TpoMOOLIMTHTE H HATPHBKA
ot nepudepHa kpbB, TPAOBa Aa ce H3clieABa BCEKH MECELL.

Tabanrna 1 - Koparupase sa 103at1a Ha earpoMbonar npn nannentr ¢ HTI1

bpoii na TpombonnTRTE Kopurupane Ha 103aTa HJH OTTOBOP
<50 000/l cnen Haii- [ToBHIeTe NHEBHATA 1034 ¢ 25 mg 10 MaKCHMaJIHa 0033 735
MaJIKO 2 CEAMHLIH JIEYEHHE mg/IHeBHO*,
250 000/ul no <150 000/ul Hanonzpaifte Haii-HMCcKaTa 103a enrpombonar W/HIH €AHOBPEMEHHO

neyeHue 3a UTII 3a noaaepaaHe HA TakMBa TPOMOOLIMTHH HUB&, KOUTO
CMHUPAT WIH HAMAJIABAT KEPBEHETO.

>150 000/ul no <250 000/l Hamanete aHeBHaTa J03a ¢ 25 mg. U3uakakTe 2 ceaAMHIIM, 32
| na oueHuTe edexTa H 1a MPELEHHTE NOCIEABALH KOPEKLIMH Ha ao3ata’. |
>250 000/l Cnpete npueMa Ha enrpoMOonar; npocieaasaiire 6pos Ha

TPOMOOLIUTUTE ABA ITBTH CEAMHUHO.

Koraro 6post Ha TpoMOouuTHTe nocTurHe ao <100 000/ul,
3aMOYHETE TepaNHiTa OTHOBO NPH JHEBHA 1034, HAMAJIEHA € 25 mg.

* [Ipn nauMeHTHTE, NpHeMalx 25 mg erpombonar npe3 AeH, 103aTa ¢e
NOBHLLIABA HA 25 Mg BeAHDK JHEBHO.

¢ [Tpn nauueHTHTE, NpHeMaLH 25 mg enTpomOonar BeIHbK AHEBHO, TpAOBa
na ce oOMHCIn WK npueMbT Ha 12,5 mg BeAHDBK AHEBHO WIH NMPHEMDbT Ha
25 mg npes Aex.

Entpombonar Moxe Ja ce nNpwiara Kato JOIMBJIHEHHE KbM APYTY JieKapCTBEHH NpoayKTH 3a UTII.
Cxemarta Ha npwiaraHe Ha ChITBTCTRALLUMTE JiekapcTBeHH npoayKTH 3a UTII Tpabea na ce npoMens
cropel KIHHHYHHTE HYXKIH, 3a Aa ¢e Hiberue npexoMepHo nopyuiasaHe Ha Oposa Ha TpoMOOLIMTHTE
[10 BpeMe Ha JieueHHe ¢ enrrpoMOonar.

HeobOxonumo e aa ce M3vaka Hail-Manko 2 ceZIMMLIM, 3a Aa ¢€ BUIH eQeKTHT OT BCAKAa KOPEKLMA Ha
103aTa BbpPXY MOBJIMABAHETO HA TPOMOOLIMTUTE NPU NALHUEHTa, Npeay Aa oOMHcaUTe Jpyra KopeKLuus
Ha J03aTa.

CraHgapTHaTa KOpEKLHs Ha X0o3aTta Ha eaTpombonar, HE3aBHCHMO Ja/IH CE NOBHINABA WX HaMansBa,
TpaAOBa Ja € ¢ 25 mg BEAHBK AHEBHO.

IIpexvcesane na reuenemo

Jleuennero ¢ entpombonar TpsaOBa na ce MpEKbCHE, ako Cnen 4 ceAMHUM Ha Tepanus ¢ entpombonar B
no3a 75 mg BeAH®XK AHEBHO, OpOAT Ha TPOMOOLIMTHUTE HE CE € NMOBHLLUMI A0 HKBA, KOWTO Ca
AOCTATHYHH 3a CTIUpaHEe HA KITHHHYHO 3HAYUMO KbPBEHE.

ITaupeHTHTEe TpsAbBa Aa 6BbAAT NEPHOAMYHO KIIMHHYHO OLICHABAHH H PELISHUETO 3a NPOAb/DKABAHE Ha
nedeHHeTo TPAOBa a ce B3eMe OT JICKYBALUMA JIeKap UHAHBHAYANHO 32 BCEKH nauueHT. [Ipn

MaLHeHTH, KOUTO HE ¢a CIUIEHEKTOMHUPaHHK, OLCHABaHEeTO TpADOBa 1a BKIIOUYBA U CHIIOCTABKA CIIPAM
cruieRekToMUA. Ciel MPeKbCBARE HA JICHEHHETO € Bb3MOXHA NOBTOPHA NOsABa Ha TpombO
(BX. TOUKa 4.4).

Tpomboyumonenun, acoyuupana c xpornuven xenamum C (HCV)
Koraro entpom0bonar ce npunara B koMOHHaLMA ¢ NPOTUBOBUPYCHH IEKapCTBEHH MPO




712 ce HanmpaBH CHPABKa ¢ MMBJIHATA KPATKA XapaKTEPUCTHKA Ha CHOTBETHUA €AHOBPEMEHHO MpHIIAraH
NeKapcTBeH MPOAYKT, 38 CBOTBETHUTE NOAPOOHH NaHHK 32 6€30MaCHOCT WK NPOTHUBOMOKA3AHHSL.

B knHHHYHH npoy4YBasud OpOAT Ha TpOMOOLMTHTE OOMKHOBEHO 3aN0YBa Ja C€ NOBHIIABA B PAMKHTE
Ha | ceoMuUA clten 3anmo4BaHe Ha earpombonar. Llenta Ha neueHuero ¢ entpombonar Tpsdsa na 6nae
NOCTHraHe Ha MHHHMAJIHO HHBO Ha Opos Ha TpoMOOLIMTHTE, HEOOXOAMMO 3a 3aM0YBAHE Ha
NPOTHBOBHPYCHA TEpanusg, NpH cliasBaHe Ha MPENOPHKUTE Ha KIMHKUYHATa npakTuka. [lo BpeMe Ha
NMPOTHBOBUPYCHATA TEpANMi, LIe/ITa Ha JIeYeHHeTO € Ja ce 3ana3y OposaT Ha TpoMOOUMTUTE Ha HHBO,
KO€TO NMpeIOTBPATABA PHUCKa OT YCIIOKHEHUA, BCIIEACTBUE HA KbpBeHe, 0OHKHOBEHO 0koio 50 000/pl-
75 000/ul. Tpabra na ce usbarea Opoit Ha TpoMborTuTe >75 000/1l. Tpabpa na ce u3nonsea Haii-
HHMCKaTa 1033 enTpoMOonar, Heo6xoaHMa 3a NocTUraHe Ha Lienure. KopurupaHeTo Ha ao3ara ce
OCHOBaBA Ha OTroBOpA, ofipeaeneH ot Opos Ha TpoMboumTuTe.

Havanna cxema na npunacane

Jleuennero ¢ enrpombonar TpaOBa aa 3anoyHe ¢ no3a 25 mg BeAHbXK AHEBHO. He ce Haara
KOpHIrHpaHe Ha 103aTa 3a nanueHTd ¢ HCV oT H3TOYHO-/10roM3TouH0a34HaTCcKH NMpOU3X0d WiN
NALMEHTH ¢ JIEKO YepHoapoOHO yBpexaaHe (Bx. Touka 5.2).

Ilpocneossane u xopexyus na oozama

Jlo3ara Ha enTpombonar TpabBa a ce KOpMrypa ¢ no 25 mg Ha BCEKH 2 ceAMHLIM NIPH HEOOXOAUMOCT
33 IOCTHIaHe Ha TapreTHua Opoi TpoMOOLIMTH, HEOOXOAUM 3a 3a1o4YBaHe Ha MPOTHBOBHPYCHA
Tepanud. bpoat Ha TpoMGounTUTE TpAGBa Aa Ce NpocneasBa BCAKA CEAMMLA NMPEAH 3anoYBaHe Ha
NPOTHBOBUPYCHA Tepanus. [Ipn 3anouBaneTo # GpoaT Ha TpOMOOLIMTHTE MOXKE J1a HAMAJTEE, TaKa Ye
TpaOBa 1a ce u30area He3abaBHOTO KOpHrupaHe Ha 4o3ata Ha entpoMOonar (Bx. Tabnuua 2).

[lo Bpeme Ha NIpOTHROBHpPYCHa Tepalus, 103aTa Ha entpoMbonar Tpabea Ja ce kopurupa cnopen
HeoOXOAMMOCTTA, 3a Aa ¢¢ H3berHe HaMaJIgIBaHe Ha 103aTa Ha NErHHTEpdEpoH, NOpaayn HaMalgBaHe
Ha Opoa Ha TPOMOOLIMTHTE, KOETO MOXKE Aa U3JIOKH MAaLMEeHTHTE HA PHCK OT KbpBeHe (Bx. Tabuinua 2).
bposT Ha TpomOouuTHTe TpAOBa fa ce MpocneABa BCAKA CEAMHLA 110 BpEME Ha NIPOTHROBHpYCHATa
Tepanus A0 MocTHraHe Ha crabwino HHBO Ha TpoMOOLMTHHUA Dpolt, oOHkHOBEHO okosio 50 000-75
000/ul. Cnen Tora Bcekn mMecell Tpabpa na ce npasst [IKK, BirountenHo Opo#i Ha TpoMGoumTHTE M
HATPHBKA OT nepudepHa KpbeB. Tpadbea na ce 0OMHCIN HaMansBaAHE Ha AHEBHATA 1034 ¢ 25 mg, ako
OposT Ha TpoMOOLIMTHTE HaaBHLIaBa HeoOxonuMus npuuencH Opoi. [Ipenopbuna ce fa ce U3uaka B
NMPOABL/DKEHHE HA 2 CEMHLIH, 3a JIa C€ OLEHU €(eKTHLT H 1a CE MPELCHAT MOC/IC/IBallld KOPSKLMH Ha
AO3aTa.

He Tpabsa na ce npepuiuasa qo3a ot 100 mg enrpoMbonar BeQHEXK JHEBHO.

Tabnrma 2 Koparapane Ha J03aTa Ha eTpoMOODAr NpH NANACATH ¢
HCYV no speme Ha NPOTHBOBHPYCHA TepanHS

Bpoii TpoMbonETH KoprrepaHe Ba 403aTa HJIH OTIOBOP
<50 000/p1 cnen na-manko 2 TloBMIlIeTe THEeBHATa 1034 ¢ 25 mg A0 MakcuMyM 100 mg/aHepHo.
CCAMHI(H JICHUEHHE
>50 000/ul no <100 000/l H3non3eaiite Hali-HUCKaTa Ao3a enTpoMOonar cnopell HeoOxoAUMOCTTa,

3a 1a ce n30erHe HaMaI9BaHe Ha N03aTa Ha nerumpcbepou.

>100 000/ul o <150 000/l Hamanere aHeBHaTa no3a ¢ 25 mg. U3vakaiime 2 ceaMHuLY, 3a 1a
OLEHHTE e(eKTa M Ja NPELEHHTE NOCieaBaLli KOPEKUHH Ha o3aTa’.
>150 000/pl Cnpete npuema Ha earpombonar; MOBUILETE YECTOTATA HA NpOCcneaaBaHe

Ha ﬁpﬂﬂ Ha TPOMGOHHTHTC Ha AB4 ITbTH CCAMHYHO.

Korato 6posaT Ha TpoMOouuTtuTe € <100 000/ul, 2a
OTHOBO NpPH JHEBHA 034, HAManeHa ¢ 25 mg*.
* 3a nalLMeHTH, NpUeMallH 25 mg enTpoMOonar BeAHbX AHEBHO,




TpAOBa Ja ce OOMMCIIHM MMOBTOPHO 3aMOYBaHE HA TEpanuaTa ¢ 25 mg

npe3 JieH.
¢ [1pH 3ano4yBaHe Ha NPOTHBOBHUPYCHA Tepalus OpoAT Ha TpoMOOLUTHTE
MOJKeE J1a HaMaJiee, Taka ue TpaOBa Aa ce H304rea He3aDaBHOTO HAMAIABAHE

Ha 103474 Ha EJ]TPOMﬁGﬂ&I‘ .

Ilpexvceane na neuenuemo

Jleuennero ¢ enrpombonar TpsbBa na ce NpeKbCHE, ako ¢liea 2 CeIMHLIM Ha Tepanus ¢ enTpoMbonar
npu no3za 100 mg, Oposar Ha TPOMOOLIMTHTE HE € NOCTUTHAN HHUBA, KOMUTO ¢a HEODX0AMMHU 3a 3anoyBaHe
Ha MPOTUBOBUPYCHA TEpanus.

Jleuenuero ¢ entpombonar Tpabea na ce cnpe npu NpeKbLCBaHe HA NPOTHBOBHPYCHATA TEPAnHA, OCBEH
aKko HAMA Apyrd ocHoBaHHA. [IpekoMepHOTO NoBULIABaHE HA Opoa HA TPOMOOLIMTHTE HITH 3HAYHMH
NaTONOTHYHH OTKJIOHEHHS B CTOWHOCTHTE Ha YSPHOAPOOHHTE NMOKA3ATE/IH ChLIO HAJIAraT NpeKbCBaHe

Ha JICYCHHETO.

Cneyuannu nonyaayuu

bvbpeuno yepesicoane

He e HeoOXxoanMo kopurupane Ha 1o3aTa NnpH nauueHTH ¢ 6u0peyuHo yppexaade. [lauuesTure ¢
HapyweHa 6b0peuna ¢pyHkuMsa TpaOBa na H3NON3BAT eTpOMOONAar ¢ NOBHIIEHO BHHMAHHME H CTPOTO
NpoCNeaABaHe, HANPUMEP KaTO CH NPABAT U3CJIeABAHUA HA CEPYMHUA KPEATUHUH W/WIM aHANH3 Ha

ypuHaTa (BX. TOUKa 5.2).

Hepnodpobro yepedxoane

Entpombonar He TpaOBa na ce npunara npu naumeHTH ¢ HTI1 ¢ yepHoapobHo yBpexaaHe (ckop no
Child-Pugh >35), ocBeH ako ouakBaHaTa f1013a NPeBMIIAaBa ChIIECTBYRAIIHA PHCK OT TpoMOoO3a Ha
opTaiHaTa BeHa (BXK. Touka 4.4).

AKO IMTPHIOKEHHUETO Ha enTpombonar ce cMaATa 3a Heodxoaumo npu UTII naunenTy ¢ yeprOoApoOHO
yBpE)KAaHE, HayaHaTa 103a TpaOBa Ja Obae 25 mg BeaHbxK AHeBHO (BXK. Touka 3.2). [Ipu naumeHTH ©
4epHOAPOOHO yBpeXAaHe A03aTa MOXKe Aa ObJe NOoBHIAaBaHa Hail-paHO 3 CEAMMILIM CJieH 3alovBaHe
Ha JIEYEHHETO.

He ce Hanara KOpeKUMA Ha 103aTa NMpH TPOMOOUMTONEHHUYHH NauMeHTH ¢ xporuueH HCV u neko
yepHoapobno yapexaane (ckop no Child-Pugh <6). ITaunenture ¢ xponuueH HCV u wepHoapoGHO
yBpexaaHe TpAOBa Ja 3anouHAT JIEYSHHETO ¢ exrpombonar ¢ 103a 25 mg BeAHBbX AHEBHO (BXK. TOYKA
5.2). Ilpn nauneHTHTE ¢ YEPHOAPOOHO YBpEXAaHE, Clie]l 3aMOUBAHE HA JIEYEHHE ¢ HAYaJTHa J03a
enrpoMbonar, TpsOBa Ja UMa HHTEPBAT OT 2 CeAMHLIM NPEeaH NOBHLLIABAHE HA 03aTa.

CollecTBYBa NOBUIIEH PHCK OT HEXKENAHU ChOUTHA, BKIIIOMHUTEIIHO YEPHOAPOOHA feKOMMEHCALIMA H
TpoMGoeMbonuuau cubuTHs (TEC), np TpoMOOLHTONEHHYHH NALMEHTH C HANPEAHAIO XPOHHYHO
yepHOApOOHO 3a00nsaBaHe, IeKyBaHH ¢ enTpoMOonar WiM B NOAroTOBKA 3a HHBazHBHA NPOLEAYDa,
iy npd HCV nauMeHTH Ha NpOTUBOBUPYCHA Tepanis (BxK. Toukd 4.4 u 4.8).

Cmapuecka ev3pacm
CblecTByBaT OrpaHHYCHH JaHHH 32 ynoTpebara Ha erpoMOonar npu nauueHTH ¢ UTIT Ha BB3pact
65 rogHMHH H MOBEYE H JIMIICBA KIMHHYEH onuT npH nauueHTH ¢ UTII Ha Bv3pacT Hag 85 roannu. B
KIHHHYHHTE [MPOYUYBAHHA Ha €ITPOMOONAr KaTo usno He ca HabnoaaraHH KINHHHYHO 3HAYHMH
pa3iiikH B He3onacHoCTTa Ha enTpoMbonar Mexay NauHEeHTHTE Ha BbL3pacT Haii-Manko 65 TOAMHH 1
No-MJaJH NaudeHTH. B Ipyrd KNIMHWYHU CHOOIIEHHA HE C€ YCTAHOBABAT Pa3/IMKH B MO AT
MEX Y NAUMEHTUTE B CTAPYECKA BB3PACT MU MO-MAGAHTE NALMEHTH, HO He MOXe N1a e
ronsMa YyBCTBHTEIHOCT HA HAKOH MO-Bb3PAaCTHH HHAUBHAM (BXK. TOuka 5.2).

CbluecTBYBaT OrpaHHUYEHH JaHHM 3a ynoTpebaTa Ha enTpoMbonar npH NnaHeHTH ¢




Han 75 rogusu. [IpH Te34 NaLUHEHTH C€ U3UCKBAa NOBHIIEHO BHHMaHHe (BXK. TouKa 4.4).

Iayuenmu om uzmourno-/1020u3movHoQ3uaAMCKY NPOU3X00

IIpH BBL3pAacCTHH H NEAMATPHYHH NALHEHTH C H3TOYHO-/OTOU3TOYHOA3ZHATCKHU NPOU3XO/,
BKIIOYUTENHO TE€3H ¢ YEPHOAPOOHO YBpeXKAaHe, NeYeHHUETOo ¢ eaTpombonar TpadBa Aa
3aMOYHE ¢ HaMaleHa 403a 25 mg BeAHNBXK JHCBHO (BXK. TOUKa 5.2).

Tpsabpa aa npoNwIKH NpocieasBaHeTo Ha Opoa Ha TpOoMOOLIUTUHTE NpH NALIHEHTA U 14 Ce CIICABAT
CTAHJAPTHHTE KPUTEPHUH 3a AOMBJIHHTEIHO KOPpUTrHpaHe Ha 103aTa.

IHeouampuuna nonynayus

EnTpoMGonar He ce npenopbusa 3a ynorpeba npu seua Ha Bbu3pact noxa 1 ronuna ¢ UTI1 nopaan
HeOCTATHYHO JaHHH 3a Oe3onacHoCT M epukacHOCT. bezonacHocTTa H epHKAacHOCTTA Ha
enTpoMOonar npu aeua v 1oHowH (<18 roauHu) ¢ tpomdoLHTONIEHHS, CBBp3aHa ¢ XpoHuYeH HCV | He
ca YCTAHOBEHH. JIMncBaT AaHHH.

HayuH Ha npuiokeHHe

[lepopanHo NpRIOKEHHE.

Tabnerkure TpAOBa Oa ce NpUeMaT Hail-Manko ABa 4aca Mpean WIH YeTHPH 4aca cjie] NPOAYKTH KaTo
aHTHALMAM, MJIEYHH NPOAYKTH (WIH APYTH XPaHH, CbAbPKALLUH KANLKH) WIH XpaHUTENHH A00aBKH C
MHUHEPAIH, CBABPKAUIH TTOJTMBAJIEHTHH KaTHOHH (HAIp. XKeNs30, Kanuvi, MarHe3ui, amyMHHUN, CelcH
H HMHK) (BX. TOUKH 4.5 1 5.2).

4.3 IIporEBONOKA3ZAHHA

CBpBbXYYBCTBHTENTHOCT KbM eNTpoMOoOnar WM KbM HAKOE OT NMOMOLLHUTE BEWIECTBA, H30POCHH B
TOouka 6.1.

4.4 ChneunaaHu npeaynpexacHHs H OpeANa3HH MepPKH NPH ynorpeda

[Ipn TpoMGounToneHnyHy naudeHTd ¢ HCV 1 ¢ HanpeaHano XpoHHYHO YepHOAPOOHO
3abonaBaHe, NePHHUPAHO OT HACKH HHBA Ha andyMuH <35 g/l unu Moaen 3a KpaeH CTaaHH Ha
uepHOApoOHO 3abonapane (model for end stage liver disease, MEL.D) ckop >10, cbiiecTByBa
MOBHUICH PHCK OT HEXeJIaHH PeaKLMH, BKTIOYHTEIHO NOTEHUHANIHA YepHOAPOOHA
JEKOMIIEHCALIMA C JICTAJICH M3X0a B TpoMOoeMOOIUHN CHOUTHS, KOraTo ca Ha JIeYEHHE C
eatpombonar B koMOHHaUKA ¢ HHTepdepoH- Oasupana Tepanua. OCBEH TOBa, MON3IHTE OT
NIeYEHHETO TIPH TE3H NALMEHTH NO OTHOLIEHHE HA AU MAaUMEHTH, NNOCTHIHANIH TpaeH
BUpycoJsioruueH otrosop (SVR), B cpaBHeHHe ¢ riauebo, ca yMepeHH (0co0€HO NIPH T3 C
H3X0JHO HHBO Ha anbyMuH <35 g/l), B cpaBHeHHE ¢ W1aTa rpynara. JiedeHueTo ¢ enrpombonar
NpH TE3H NalMeHTH TPAOBA Aa ce 3ano4YBa CaMo OT NIEKapH ¢ OIHT B JICYEHUETO Ha HalpeaHan
HCV n camo, KOrato pucksT OT TPOMOOLIMTONEHHS WIH CITHPAHE HA NPOTHBOBHPYCHATA
Tepanyii Hajlara HaMeca. AKO JIEYEHHETO CE CMATA 3a ICIMHHYHO TIOKA3aHO, TE€3W MalMEHTH
TpstOBa na ObAAT BHHMATEJIHO IPOCIICASBAHH.

KomGuHHpaHe ¢ IMPEKTHO ASHCTRAIH NPOTUBOBUPYCHH CPEACTRA
He ca ycTaHoBeHH 6¢30MacHOCTTA H €(PMKACHOCTTA NPH KOMOHHUPAHE C AHPEKTHO ACHCTRALIM

MPOTHBOBUPYCHH CPEACTBA, 0A00peHH 3a JiedueHHe Ha XpOHWYHA HHEKUHA ¢ BUpyca Ha xenathT C,

PuCk OT XenaToTOKCHUYHOCT
[Mpunoxenuero Ha enTpombonar Moxke 1a NpeAd3BUKa HapyLUaBaHe Ha yepHoapoOHaTa c]JnyuHa 7|

TeXKa XENaTOTOKCHYHOCT, KOATO Aa Obae JKMBOTO3ACTpaLIaBalla (BxK. ToUKa 4.8).

CepyMHHTE anaHWH aMHHOTpaHcdepasa (ALT), acnaprat amuHoTpaHcdepasa (AST)
TpaOBa Aa ce H3CAEABAT NMPEAM 3aM0UYBAHE HA JICUEHHE ¢ enTpoMbonar, Ha BCEKH 2 ¢
Ha (pa3aTa Ha KOPEKLMA HAa 103aTa H B€IHBK MECEUHO Clie]l YCTAHOBABaHE Ha MOCTO




EntpomGonar nuxudupa UGTIA1 w OATP1BI, koeTo Moxke aa fosefie 10 HHAUPEKTHA
xunepobunupyouHemus. I1pu nosumen Ounupyoun, TpabBa na ce HanpaBu (ppakLHOHUPAHE.
CepyMHHTE Y4epHOAPOOHH NOKa3aTeNy, MOKAa3BallH NaTONOMMMHH MTPOMEHM, TpADBa Aa ce OLeHAT ¢
NOBTOPHO H3cNenBaHe e 3 10 5 AHW. AKO NAaTOIOrHYHHTE NMPOMEHH CE MTOTBBPAAT, CEPYMHUTE
yepHOAPOOHH NOKa3aTeau TpadBa Aa ce NpocieAABaT, JOKATO NMATOJOrHYHHUTE PE3YJIITATH Ce
HOpManH3upaT, cTabUNIHM3HpaT WM ce BbPHAT KbM H3XOTHMUTE HHBA. [1pHeMbT Ha errpoMbonar
TpabBa Aa ce npeKkbCcHe, ako HuBaTta Ha ALT ce noBumiaT (23 mbTH ropHaTa rpaHHLIA Ha HOpMAaTa
[xXITH] npyn nauveHTH ¢ HOpManHa 4epHOAPOOHa PYHKLHMA WIH 23 X MOBEYE OT U3XOAHOTO HHBO WIH
>3 xI'TH, koero o1 zBETE € MO-HUCKO, NPH NALMEHTH C TIOBHLICHH HHBA HAa TPAHCAMHHA3HTE Ipeau
3aIOYBaHE HA JIeYEHHNETO) M ca.

NporpecHpally Win
NepCUCTUpALIM 38 >4 ceAMHLH, WIH

CBITLTCTBAHHU OT MOBHILEH AUPEKTEH OHIHpYOHUH, Hin
ChLITBTCTBAHH OT KIIKHHYHH CHMIITOMH Ha YepPHOAPOOHO yBpexaaHe WIH JaHHH 32
yepHOAPOOHA AeKOMIIEeH CaLlu,

HeobxoaumMo ¢ nosuilieHO BHUMAHHE, KOTAaTO Ce NMpwiara entpoMGonar np1 naumMeHTH ¢ YepHOoApoOHO
3abonsgBaHe. I1pn nawentd ¢ UTII u TAA, TpabBa na ¢ce u3non3Ba rno-HUCKa HadalHa J03a
entpoMbonar. HeobxoanMo € BHUMaTeNnHO npocieasBaHe, KOraTo ce Npuiara rnpu NalMeHTH ¢

YCPHOAPOOHO yBpexkAaHe (BXkK. Touka 4.2),

YepHoapoOHa aekoMneHcalna (NpuiokeHre ¢ MHHTepdepoH)
YepHoapoOHa AeKOMIIEHCALMA NPH MAUMEHTH ¢ XpOHHYEH XxenaTtut C: HeoOX0AUMO e npocneasBaHe
Ha MalMeHTHTEe ¢ HUICKH HHBa Ha anbymuH (<35 g/1) win ¢ n3xoauu croitnoct Ha MELD ckana >10.

[TaumeHtuTe ¢ xpouudeH HCV ¢ uupo3a Ha uepHrs Apod MOXkeE 13 ca H3INTOXKEHH Ha PHCK OT
yepHOApPOOHAa ACKOMNEHCAlMA, A0KATO Ca Ha JieYeHHe ¢ anda-urTepdepon. B aBe KoHTpoIHpaHH
KJIMHUYHH [TPOYUYBaHMA NpH TpoMboumuTonennyHy naueHTH ¢ HCV, ueproapobHa aekoMneHcauus
(acumT, yepHoApoOHa eHUedanoNaTHA, KbPBEHE OT BapHLIH, CIIOHTaHEH OaKkTepHaneH NEPUTOHNT)
HAacCTBHIIBA MO-4e€CTO B paMoTO Ha entpoMbonar (11%), B cpaBHenHe ¢ nnauebo pamoto (6%). Ilpu
NnalMeHTH ¢ HUCKK HUBA Ha anbymuH (<35 g/1) unu ¢ msxoaed MELD ckop >10, ¢ sabmonasaH 3 nuTH
NO-BHCOK PHCK OT YepHOAPOOHA AeKOMIEH CAllMA M MOBHILIABAHE HA PUCKA OT HEXENaHU PEaKLIHH ¢
NeTaneH U3xo/, B CpaBHEHHE ¢ MAUMECHTH ¢ NO-MAJIKO HAanpeaHano yepHoapobHo 3abonaepane. OcreH
TOBA, MPH TE3M MALUCHTH MOJI3IUTE OT JCYSCHHETO MO OTHOLWICHHE HA A MALUWEHTH NOCTUTHAIH SVR,
B cpaBHEHHeE ¢ mutauebo, ca ymepeHH (0cobeHo npu Te3u ¢ M3XOAHO HHBO Ha anbymuH <35 g/l), B
CpaBHEHHe ¢ usnara rpyna. Entpombonar TpabBa aa ce rpunara npy Te€3H NaLUKHEHTH CaMO clie]
BHHMATEIHA NpEeLcHKA Ha OYaKBAHUTE MMOJI3H CIIPAMO PUCKOBETE.

[TauMeHTHTE C Te3W XapakTepUCTHKH TpAORa Aa ce NpociieASBaT BHHMATEIHO 3a MPH3HALM U
CHMIITOMH Ha yepHoapoOHa nekoMneHcauus. Tpabea aa ce HanpaeH CrpaBKa ChbC ChOTBETHATA KPaTKa
XapaKTEPUCTHKA HA HHTEPPEPOH 3a KPHTCPHHUTE 3a CIUPAHE Ha JICYEHHETO. AKO MOpaaH YepHoApoOHa
AEKOMIICHCALMA, MPHEMLT Ha MMPOTHBOBHUPYCHA TEPAITHA CE MPEYCTAHOBH, JIEHEHHETO ¢ enTpombonar
TpsabBa na ce cripe.

TpomboTrunn/TPOMOOEMOONHYHH YCIOKHEHHS
B kxonrponnpann npoyusaHus npu tpombouuroneHu4H# nauueHTH ¢ HCV Ha uHTepdepoH-6azupana

Tepanua (n=1439), 38 or 955 naunentH (4%), nexyBanu ¢ earpomMbonar, H 6 ot 484 nauuenTn (1%) B
nnanedo rpynara ca umanu TEC, Crobwasanure TpoMOOTHYHH/ TpOMOOEMOONIHYHH YCIOKHEHHKA Ca

BXJIIOYBAJIH BEHO3HM W apTepuaniu cbOHTHA. [lo-ronamara yact ot TEC He ca Ounm cepHo3Hu U ca
NMPEMHHAIMU 10 Kpas Ha npoy4dsaHeTo. Hail-uectoro TEC B ABETe rpynu Ha fieueHue e Ouig ‘d" 57

OATOPA

Ha NopTayHaTa BeHa (2% npu nauMeHTHTE Ha JieyesHe ¢ eaTpoMbonar cnpamo <1% np AL IS 0):
He ¢ HabmoaaBana onpeieneHa BpeMeBa Bpb3Ka MeXAY HauanoTo Ha JeueHuero u TEL/. Harnd
C HUCKH HMBa Ha anbymuH (<35 g/1) unu MELD ckop >10 ca HMalH 2 NbTH NO-BHCOK { DK OF
CpaBHEHHE C NALHEHTHTE ¢ NO-BUCOKH HUBA Ha anbymuH. TlaupeHTHTe Ha Bb3pacT >6{) AL




uManu 2 neTH no-eucok puck ot TEC, B cpasHenHe ¢ no-mnaaute. Enxrpombonar tpabsa na ce
[PWIAra npH Te3W MALKUEHTH CaMO CJieA BHUMATENHA MPEHEHKA Ha OYaKBaHUTE IMOA3H CIIPAMO
puckoBete. [TaunerTyre TpsaOBa Aa ce NpOCIEAABAT BHHMATENIHO 332 NPU3HAUM U CHMATOMH Ha TEC.

YcraHoBeHO €, ye pucKsT oT TEC € NoBHiICH NPH NalMEHTH ¢ XPOHH4HU YepHoApoOHH 3abongaBanns
(XY3), nexypanu c¢bc 75 mg enrpoMbonar BeAHLK JHEBHO 3a 2 CeAMMULIM NPU MOATOTOBKA 32
uHBasusHU npotieaypu. Llect ot 143 (4%) Be3pacTHh nauueHTH ¢ XY3 Ha neueHHe ¢ entpoMbonar
ca nony4yunn TEC (Bcuuky Ha nopranHaTa BEHO3Ha CHCTEMa), a B ru1anebo rpynata asama ot 145
(1%) nauuyeHTH ¢a noayuunu TEC (eayH Ha nopranHaTa BEHO3HA CUCTEMa H e[JHH MHOKapJeH
urdapkr). Ilet oT 6-Te MauMeHTa Ha nedeHUe ¢ enTpoMbonar ca nOAYy4YHIH TPOMOOTHUHOTO
ycaoxkHeHue npu 6poit Ha tpomGoumTirre >200 000/l n B pamkuTe Ha 30 aHH cnea npHeM Ha
nocneaHara ao3a enrpombonar. Entpombonar He e mokazaH 3a Jie4eHHE Ha TPOMOOLIMTONEHHS NPH
MalMEHTH C XPOHUYHO YEPHOAPOOHO 3aboNgBaHe NIPH NOArOTOBKa 33 HHBa3HBHH ITPOLIEAYPH.

B xnuuuunu npoyuBanus ¢ esrrpombonar npu UTTL, tpomboembonnunn cubutus ca Habmonasanu
MpYU HHCBK U HopMaseH Opoii Ha TpoMmbGounTuTre. EnTpoMbonar Tpabpa 1a ce npuiara ¢ NOBHIIEHO
BHHMAaHHE NPH NaLHEHTH C U3BECTHH PHCKOBH (pakTopH 3a TPOMOOEMOOIHIBLM, BKTIOYHTEIIHO, HO HE
caMo, HaclieacTBeHH (Hanp. ¢pakTop V Leiden) unu npuaoduru puckoBu gaxTopH (Hanp. AePULMT Ha
ATIII, anTHOCHONMNUACH CHHAPOM), HATIpEAHANA BB3PacT, NALMEHTH C ALJTH NEPHOAH Ha
o0e3IBIDKBaHE, T0KavecTBeHHU 3a60n198aHKUS, KOHTPALUENTTUBH H XOPMOHO3aMECTHTEIHA TeparnHH,
XUPYPruyHa HHTEepBeHLIHA/TpaBMa, 3aTILCTABaHE U TIOTIOHOMyLIEHe. bpoaT Ha TpoMbounTHTe TpabBa
Aa ce NpocJieisBa BHHMATENHO K TpAOBa aa ce oOMHCNH HaMalIgBaHe Ha 103aTa WIH NPEKbCBAHE Ha
JIeueHHeTO ¢ enTpoMbonar, ako 6poAT Ha TPOMOOLMTHTE HAABHUILM TAPreTHUTE HHUBA (BXK. TO4Ka 4.2).
ChoTHOUIERHETO No3a/pHCK TpaOBa Aa ce B3eMe NpeaBU NpH AalMeHTH ¢ pucK oT TEC ¢ kakBaTo H

Aad € CTHOJIOT'HUA.

Hsama ycranoseH cayuail Ha TEC B kiHHHMYHO npoyuBaHe NpH pedpakrepHa TAA, HE3aBHCHMO OT
TOBA, PUCKBT 3a HACTHNBAHE Ha TAKMBA CHOUTHA HE MOXKE Ja CE H3KIIOYH B Ta3H TMALIMEHTCKA
NOMynaLHsA Mopaau MaJIKUA Opoii NallMEeHTH ¢ eKCno3nuMA. 1bit KaTO Hal-BUCOKATA pa3pelleHa 3a
ynorpeba n03a e nokasaHa npy nauueHtu ¢ TAA (150 mg/aeH) v nopaau xapakrepa Ha peakumsra,
MOXe na ce ouakpatr TEC B Ta3y nauMeHTCKa nofnyJiaLm.

EntpomGonar He TpsabBa na ce npunara npu nauxeHTH ¢ UTII ¢ yepHoapo6HO yBpexkaaHe (Ckop no
Child-Pugh >5), ocBeH ako ouakBaHaTa 10132 NPEBHILABA CHIICCTBYBAIMA PHCK OT TpoMOo3a Ha
nopranHatTa BeHa. Koraro neueHnero ¢ enrpombonar ce cMEeTHE 3a NOAXOIALIO, € HEOOX0AHMO
MOBHILIEHO BHHMAHHWE NMPH Ha3HA4YaBaHETO MY Ha MALMEHTH C YEPHOAPOOHO yBpexxaaHe (BxK. TOUkH 4.2
H 4.8).

KbpBeHe cnea npekbeBaHe Ha JIEHEHUETO ¢ eaTpomMbonar
Cnen npexseBaHe Ha JIEYEHHETO ¢ eTpoMbonar € Bb3MOXKHa NMOBTOPHA NOABA Ha TPOMOOLIHTOTIEHHS.

Cnen npekbscBaBe Ha eaTpoMbonar, npy NoBeueTo NaUMEHTH HpoAT Ha TPOMOOLIHTHTE C€ BPbLIA HA
M3XOQHOTO HHBO B PAMKHMTE Ha 2 CEIMHLHU, KOETO MOBHILIABA PUCKA OT KbPBEHE U B HAKOH ClTyuyaH
MOJKe Jia JoBeJe A0 XeMoparuu. To3ud puck € NOBHLIEH, aKO JICYEHHUETO ¢ enTpoMOonar ¢¢ NpeKbCHE
NpH NpUEM Ha AHTUKOAry/1aHTH Wik aHTUTPOMOOTHYHH cpeacTsa. [IpenopbuBa ce npy nNpeKnLCBaHE Ha
neyeHHero ¢ entpombonar ga ce 3anouHe oTHoBO AeveHue 3a UTII cnopea HacTosLUTE KOHCEHCYCH
33 JleyeHHe. JIOMBJIHUTENTHHTE MEAHLIMHCKH MEPKH MOTAT J1a BK/IIOYBAT CIIHPAHE Ha
AHTHKOAryJIJAaHTHaTa WUy aHTUTPOMOOTHYHATA Tepanusl, AHTaArOHU3HPAHE HA AHTHKOArylaLMATa WK
BIIMBaHE Ha TpoMOoLMTH. bposaT Ha TpoMboumTUTE TPAOBA J1a ce nNpocieasBa BCAKA CEAMHLIA 3a 4
CEeIMHLIM ClieA MPEeKbCBaHE Ha JIGYEHHETO ¢ enTpoMOonar.

B xnuHuuny npoy4Barnug npu HCV e cbo0masana no-BHCOKA Y€CTOTA HAa FaCTPOHHTECTHREIRTO
KbPBEHE, BKJIIOMHMTENHO CEPHO3HHU CIy4aH H ClyuaH C JIETaJIEH H3X0J, C/IeA CNHpaHe H / g\w o f?q:%-
nernHTepdepoH, pubaBuprH K entpombonar. Ciea cniMpaHe Ha JIEUeHHETO, NAlKEHTH exF MO RIICS
MpOCHeAABAT 38 NPU3HALIM WM CHMNTOMH Ha raCTPOMHTECTHHAITHO KbpPBEHE, Q :
WA,




O6pa3zysaHe Ha PETHKYJIHH B KOCTHHA MO3BK H PHCK OT KOCTHOMO3bYHa ¢ubposa
Entpom6onar moxe Aa NOBHIIM PHCKa OT 0Opa3yBaHE HIIH TIPOrpecHd HA PeTHKYNHHOBH BlaKHa B
KOCTHHA MO3BK. BaXkHOCTTA Ha Ta3H HAXOMAKA, KAKTO W NPH JAPYrH aroHUCTH Ha TPOMOOTOeTHHOBUS

peuenrrop (TPO-R), Bee olle He e ycTaHOBEHa.

[1peny 3anouBaHe Ha JeyeHHe ¢ entpoMbonar, HaTpHBKaTa OT nepudepHa KpbB Tpabea na ce
H3CcJieBa BHUMATENHO, 32 1a C€ YCTAHOBAT H3XOAHUTE NATOJIOrHYHH MPOMERH B KIETbYHATa
mMopdonorua. Cnen ycTaHOBABAHE Ha MOCTOAHHA J103a enTpoMOonar BCekH Mecell TpsOBa Aa ce npaBy
nbiHa KpeBHa kaptHHa ([TKK) ¢ audepenimanio 6poeHe (JIKK). Ako ce Habnronasat Heapenu unu
JUCILTACTUYHH KICTKH, TpAOBa Aa ce u3cieasa HaTpHUBKa OT nepudepHa KpbB 3a HOBH HITH BJAOLIECHH
MOpP¢ONIOrHYHH MPOMEHH (Hanp. KarnKOoBHAHH WIIH SAPECHU EPHTPOLIMTH, HE3pETH 6€nH KpbBHH
IUIETKH) WIH LIMTONMEHUA(H). AKO NaLMEHTHLT pa3BHE HOBH MOPPONOrHYHH NPOMEHH MITH
LHTONEHHA(H), WK TE C€ BJIOLLIAT, JICYCHHETO ¢ earpoMObonar TpsaOBa Ja ce NpeKbCHE U Aa ce 0OMucnu
OHOMCHA Ha KOCTEH MO3BK, BKJIIOUHMTENIHO H OLBETABaHE 3a Pubpo3a.

[Iporpecrs Ha ChUECTBYBALIH MHENOAHCIUIACTHYHH cHHApoMH (MJIC)

ChliecTByBa TEOPETHYEH pHCK, Ye aroHHcTHTE Ha TPO-R Moxe ga cTHMynHpar nporpecnsTa Ha
ChUIECTBYBALIM XEMATOJIOTMYHH 310KauecTBeHH 3abonaBanus kato MJIC. Aronucrure Ha TPO-R ca
pacTexsH# (GaKkTOpH, KOHTO BOAAT A0 €KCMAH3UA ¥ AudepeHLHaLUg Ha TPOMOONMOETHYHHTE
MPOreHUTOPHH KJIETKH H o6pa3yBane Ha TpombowmT. TPO-R ce excnpecupa rnaBHo Ha
NOBBbPXHOCTTA HA KJIETKUTE OT MHENOUAHATA JIUHHAL.

[Ipyn KIHHUYHU Npoy4uBaHua ¢ aroHucT Ha TPO-R npu naunentu ¢ MJC, ca HabnionasaHu ciyuaH Ha
nNpexoAHO NOBUIIABaHE Ha Opod Ha GIACTHHUTE KIETKM H ca AOKIAJABAHU CIy4aH Ha Mporpecus Ha
MJC no octpa muesonaHa aeskemus (OMIT).

Jinarnoszara UTII nnu TAA npu BB3pacTHU M NALMEHTH B CTapuecKa Bb3pacT TpAOBa Ja ce NOTBbPAH
ype3 M3KJIKUBAHE Ha APYTR KIMHHYHHY €AXHHLH, NPOABABALLH Ce ¢ TPOMOOLIMTONCHHS, MNO-CHELHATHO
nnarsozara MJIC TpsOBa na Onae nakmoseHa. Tpabpa na ce 0OMHCIH M3BBPLIBAHE HA KOCTHO-
MO3BbYHa acnHpalHs 1 OMONCHA B X0Aa Ha 3aB0NABAHETO H MO BpeMe Ha JIeYEHHETO, OCODEHO NpH
NalMeHTH Ha Bb3pacT Hal 60 roaMHu, NpH MauMeHTH CbC CHCTEMHH CHMITTOMH WIH NPH HEOOHYaNHH
NpH3HaLK, KaTo NOBHLIEH Opoii nepudepHn 6NaCTHH KIETKH.

EduxacHoctTa B 6€30MaCHOCTTA Ha enTpoMOonar He ca YCTAHOBCHH NPH JICYCHHE HA
TpoMOouuTOoneHns B pesyarar Ha MJIC. EnrpomGonar He TpadBa na ce H3non3ea H3BbH KNIWHHYHKTE
NpOoyYBaHHSA 32 JJEHEHHE Ha TpoMOouMTonenus, B pesynrat Ha MJIC.

LuTorenernuny Hapyienys H nporpecha ao MJIC/OMJI npu naunentn ¢ TAA

H3BectHO €, ue npu nauueHTUTe ¢ TAA BB3HUKBAT LMTOICHETHYHH HAapyIueHUs. He € u3BeCTHO nanu
enTpoMbonar nNOBHILIABA PUCKA OT Bh3HHKBAHE HA LIMTONCHETHYHH HAPYLICHHA fIPH NALMEHTHTE C
TAA. B knuHHYHOTO Npoy4BaHe npu pedpakrepHa TAA ¢aza Il ¢ Hayanna no3a Ha exrpombonar 50
mg/neH (yBenu4aBaHa Ha BCEKH 2 CeIMHLIH A0 MakcHManHa ao3a 150 mg/aen) (ELT112523), HoBn
LHTOrCHEeTHYHH HapylueHus ce Habmopnaear npy 17,1% or BBr3pacTHHTE nauMeHTH [7/41 (kaTo 4 ot
TSX UMAT NPOMEHHU B 7-Ma Xxpomo3omMa)]. Meananata Ha BpEMETO OT HAYaIOTO Ha IIPUEMA Ha
MPOYYBAHOTO JIEKAPCTBO A0 NOABATA HA LIMTONEHETUUYHH HapylUIeHHs e 2,9 Mecela.

B knuuuuHOTO Npoy4ysaHe npH pedpakrepHa TAA ¢aza Il ¢ enrpombonar B 103a 150 mg/nen (cue
CHOTBETHHTE NPOMEHM B 3aBUCHUMOCT OT pacata WiM Bb3pactra) (ELT116826), HOBH LMTOreHETHUHH
HapyuieHus ce Habmonapat npu 22,6% oT Bb3pacTHHTE NauHeHTH [7/31 (kaTo 3 oT TAX UMaT
POMEHH B 7-Ma xpoMo3oMa)]. Bcuuku 7 nauHeHTH HMaT HOPMaJTHa LIMTOrEeHETHKA Ha H3XOAHO HHUBO.
[llecT nauueHTH MMAT LIUTOMEHETHYHH HAPYWIEHHS Ha 3-HS1 MECELL OT JICUEHHETO € €TTPOM(
€/1MH NalHeHT UMa UMTOTCHETHYHHY HAPYIICHUS Ha 6-Us Mecell.

B knuHuYHH npoy4uBaHua Ha entpoMOonar npu TAA, npu 4% ot nauuenture (5/133
avarHoctuuMpad MJIC. MeanaHaTa Ha BpeMeTO A0 AMArHosata € 3 MeceLa cnej 3ang
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JeYeHHeTo ¢ exrpombonar.

[Tpu naunenTuTe ¢ TAA, KOUTO He ca CE€ MOBIMAIE WIH Ca MMAJIH HHTEH3MBHA NPeALISCTBAIA
MMYHOCYTNPECHBHA TEPAIHS, CE MPEeNopbYBa H3C/IEABAHE HA KOCTHHA MO3BK 4pe3 acnHpaums 3a
LIMTOFEHETHKA TIPEH 3aMOYBaHe Ha JIeUeHHeTO ¢ eaTpoMOonar, Ha 3-Hs Mecel] OT JIeYeHHEeTo U 6
MeceLla No-KbCHO. I1pH ycTaHOBABaHEe HA HOBH LIMTOrEeHETUMHH HAapYLIeHHs, TPAOBa Ja ce npeleHu
JAJIH € MOAXOMALIO NPOAb/DKaBaAHE Ha JIEYEHHETO ¢ eTpombonar.

O4HH NTPOMERH

KarapakTa e HaOniozaBaHa B TOKCHKOJIOTH4YHH NMPOYYBaHHA Ha eNTpoMOOnar npy rpu3ayy (BX. TOYKa
5.3). B koHTpONnupaHu npoy4ysaHus npy TpoMbounuToneHH4HU nauueHTH ¢ HCV Ha neuenue ¢
HHTepdepor (n=1 439) ¢ crobLAaBaHO 33 NPOrPECHs HA NPSAILICCTBAILA KATAPAKTA WIH 33
HOBOMOSABKJIA ce KaTapakTa npH 8% B rpynara Ha entpoMbonar U 5% B mtauebo rpynara. Petunanuu
KpbBOU3NHUBH, MasHo CreneH | win 2, ca crobasany npu HCV nauueHTH Ha JieueHHe ¢
uHTepdepoH, pubasupul 1 entpombonar (2% B rpynara Ha exrpombonar ¥ 2% B nnauedo rpynara).
[losBsaBanu ca ¢c¢ KPbBOHITHBH HA NOBBPXHOCTTA HA PETHHATA (NMPEPETHHANIHY), MO/ PETHHATA
(cyOpeTHHanHK) WM B caMaTa petusa, IIpenopbuBa ce peIOBHO OPTANTMOIOrHYHO NPOC/ICAABAHE HA
NanMUeHTHTE.

YabsmokapaHe Ha QT/QTc wHrepsana

[Ipoyueane 3a QTc uHTEpBana npu 3apaed godSposonum, npremMawiy 150 mg enrpombonar fHEBHO, He
€ MOKa3a0 KIMHHYHO 3HAUYUM e(eKT BhpXY ChpACUHATa penoispuszauus. Y aspkasaHe Ha QTc
HHTEPBaNa ¢ ChOOILLIEHO B KIIHHHYMHM nNpoyuBaHUa apH nauueHTH ¢ UTT1 u tpomboLiToneHHYHN
nauueHTH ¢ HCV, KnnHuvHaTa 3HauMOCT HA TE3H C/Ty4aM Ha yabnkasaHe Ha QTc¢ uHTepBana He e
U3BECTHA.

3Jaryba Ha oTTOBOp KEM eaTpoMbonar

3aryba Ha OTrOBOpP WK HEBB3MOXHOCT Ja Ce NOoAAbPHAa TPOMOOLHTEH OTTOBOP IMPH JIeUYEHHE ¢
earpoMbonar B paMKUTE Ha IPENOPBbUMTENIHATA 1038, HANAra U3CcleBaHe Ha NonekKauTe GaKkTopH,
BK/IIOYHTEIHO H NMOBHIIECHO HUBO HA PETHKYJIHH B KOCTHHA MO3BK.

[leanaTpyuna nonyjaanysa
OmucalnTe no-rope NpeAynpexacH!us W npeanasiu mepku npu UTII ce oTHacsT v 3a

neaMaTpHYHATa NOITYJIALIMA.

HUHTepdepeH ¢ 1abopaTOPHU TECTOBE

EnrpomOonar € CHIHO OLBETEH B NOpaAX Ta3K NPHYHHA € BE3MOXHO Aa HHTepdepHpa C HAKOH
naboparopHHu TectoBe. CpolOliaBa ce 3a NpOMAHA B LIBETA HA cepyMa U HHTepdepHUpaHe C TECTOBETE 3a
onpeaeasHe Ha oOLHA OWIHPYOUH M KpeaTHHHMHA NIPH NMaLUeHTH, NpyueMaili erpoMbonar. Ako
nabopaTOpPHHTE pe3yATaTH ¥ KIMHHYHOTO HabMIOACHHE HE CH CHLOTBETCTBAT, IOBTOPHOTO H3CJIeIBAHE

¢ ZPYT METOJ MOXKE /1a MOMOrHE 3a ONMPEAC/ITHE Ha BAIKAHOCTTA HA PE3yJITATHTE.

[1oMOLLHM BeLeCTRA
Hzomanm

[TatuneHTH ¢ peaAkH HacIEACTBEHH MpobaeMH HAa HEMOHOCHMOCT KbM QPYKTO3a He TpAOBa Aa npueMar
TOBA N1€KapCTBO.

Cwvovpicanue Ha Hampuil
To34 NekapcTBEH NPOAYKT ChAbLPKE No-Manko ot 1 mmol Hatpuit (23 mg) Ha dnmMupaHa Tabnerka,
T.€. MOXE /1a C€ KaXe, Y€ MPAKTHYECKH HE ChAbLPXKA HATPUH. —

4.5 B3auMoaeHCTBHE ¢ JPYTH JIEKAPCTBeHH NPOAYKTH H ApYyra GopMa Ha
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B3aAHMOACHCTBHE

Braneticrene Ha entpoMbonar BLpXY APYrH JIEKapCTBEHH NPOAYKTH

HMG CoA pedykmaznu unxubumopu

Hpunoxenrero Ha 75 mg enrpoMbonar BeAHBXK JHEBHO 32 5 AHHK ¢ €AHOKpaTHa Ao3a ot 10 mg
pocyBacTaThH, cy6erpar Ha OATP1B1 n BCRP, na 39 3apaBu Bb3pacTHH € MOBHLIWIO TUIA3MEHHS
Cmax Ha pocyBactaTHH ¢ 103% (90% nosepurencH untepnan [CI]: 82%, 126%) n AUCo- ¢ 55%
(90% CI: 42%, 69%). Bzaumoneiicteusa ce ovaksart H ¢ Apyri HMG-CoA peaykrazHH HHXHOHTODA,
BKAIOMHTETHO aTOPBACTaTHH, (PNIyBAaCTATHH, JIOBACTATHH, TIPpAaBacTaTHH ¥ CUMBACTATHH. Tpabea na ce
OOMHCIM HaMansBaHE Ha 103aTa HA CTATHHHUTE NPH eAHOBPEMEHHO NPUIIOXKEHHE ¢ enrrpomMbonar K
BHUMATEJIHO Ja Ce C/IE€H 3a HeXKellaHW peakLiMH, CBbP3aHH C NMPUIOKEHHETO Ha CTATHHH (BX. TOYKa

5.2).

Cybempamu na OATPIBI u BCRP
EaHoBpeMEeHHOTO NpWIoKeHHe Ha exrpoMbonar u cybcTpati Ha OATP1BI1 (Hanp. MeToTpekcar) U
BCRP (nanp. TonorekaH v MeTOTpeKCaT) TpsOBa Aa cTaBa ¢ NOBHLISHO BHUMAHHUE (BX. TOUKa 5.2).

Cybecmpamu na yumoxpom P450

[Ipn npoy4BaHus ¢ YOBELIKH YepPHOAPOOHH MHKPO30MH, errpoMbonar (ao 100 uM) He e nokasan in
vitro uaxubupase Ha CYP450 ensumure 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 n 4A9/11, Ho € Gun
HHxHOuTOp Ha CYP2C8 u CYP2C9, aMepeHo ¢ nmoMouITa Ha NAKIMTaKCeN W AHKNOGEHaK KaTo
npoOHH cybeTpaTu. [lpunoxenuero Ha 75 mg entpoMbonar BeAHBX AHEBHO 3a 7 AHU NpH 24 30paBu
AO0OPOBOILK OT MBXKKH T10]1 HE € HHXHOUpano WM MHIYUHpaio Merabonuima Ha npobHuTe
cybctpatu 3a 1A2 (xodenn), 2C19 (omenpa3zon), 2C9 (¢prypbunpoden) wim 3A4 (Muaazonam) npu
xopa. He ce ouakBaT KIIMHHYHO 3HAYMMH B3aUMOICHCTBHSA NIPH €AHOBPEMEHHO NPHJIOKEHHE Ha
entpoMOoiar u cyGerparu Ha CYP450 (Bk. Touka 5.2).

HCV npomeaznu unxubumopu

He ce uanckpa kKOpUrupaHe Ha n03aTa, Koraro entpoMOonar ce npuiara eIHOBPEMEHHO C TelanpeBUp
wnu douenpeBup. EAHOBpEMEHHOTO NPUIOKEHNE HA ¢AMHUYHA 103a enTpoMbonar 200 mg ¢
TenanpeBdp 750 mg Ha 8 yaca He NpoMeHs IU1a3MEHATa EKCMIO3ULIHA Ha TeanpeBup.

EnHoBpeMeHHOTO NpUIIOKEHHE Ha eAHHHYHA no3a enTpoMbonar 200 mg ¢ 6ouenperup 800 mg Ha 8
yaca He npoMeHd niazMenara AUCeHa bouenpeBup, HO yBennuapa Cmax ¢ 20% v namansaea Cmin
¢ 32%. KNHHHYHOTO 3HAYCHHE HA HaMaIaBaHETO HAa Cmin He € YCTaHOBEHO, NIPENOpPBLUBA Ce 3aCHIEHO
KJIHHHYHO H NnabopatopHo npocieaseane 3a HCV cynpecns.

Bb3gelcTrUe Ha APYIH IEKAPCTBEHH NPOOYKTH BBPXY enTpoMbonar

Liuxnocnopun
Habnronaea ce NOHHXEHHME HA eKCNO3HLMATA Ha eTpoMOonar npu e HoBpeMeHHO npuaarane ¢ 200
mg ¥ 600 mg nuxknocnopud (BCRP nuxuburop). EaHospeMeHHOTO nprunoxenye ¢ 200 mg
nuxnocnopuH noHwkasa Cmax 1 AUCo« Ha entpombonar cboTBETHO ¢ 25% 1 ¢ 18%.
EanospeMeHHoTO npuwiokeHHe ¢ 600 mg uuknocnopu noHumxkasa Cmax u AUCoe- Ha earpombonar
CBHOTBETHO € 39% M ¢ 24%. Ilo3Bondpa ce KOpUrHpaHe Ha 003aTa Ha enTpoMOonar rno BpeMe Ha
JICYCHHETO B 3aBUCHMOCT OT Opos Ha TpOMOOLIMTHTE Ha nanMeHTa (BxkK. Touka 4.2). bposart Ha
TpoMbouMTHTE TPaOBa Na ce NpocneasBa NOHE BEAHBK CEAMMYHO B NPOABIDKEHHE Ha 2 10 3
ceIMHLIK, KoraTo enTpoMOonar ce npunara eAHOBPEMEHHO ¢ HUKIOCTIOPHH. Moxe n1a e Heoﬁxo,[[mlﬂ
MOBHIIIABaHEe HA N03aTa Ha enTpoMbonar Bb3 OCHOBA Ha Opos Ha TpoMboLUTHTE.

Ionusanenmnu xamuonu (obpazyearie Ha xeramu)
Esrrpombonar o6pasysa xenaTy ¢ NOAHBaJIEHTHH KATHOHH KATO EJA30, Kanumid, Maryf
ATYMHUHHIA, cenieH i uMHK. [IpwiokeHneTo Ha eqHHMYHA fo3a 75 mg enTtpombonar ¢ §
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xapbonat) Hamanaea riasMeHata AUCo« Ha enrpoMOonar cse 70% (90% Cl: 64%, 76%) u Cmax cue
70% (90% CI: 62%, 76%). Entpombonar Tpabpa 1a ce npHeMa NMOHE ABa 4Yaca Npeax HiIH YEeTHPH
yaca cJiejl IpUeMa Ha aHTYHALMIN, MJICUHH NPOAYKTU WIN XPaHHUTENHH J0OaBKH C MHHEPAJIH,
ChABPXKAILHK NONHBAIIEHTHH KATHOHH, 32 Ja ce H3GerHe 3Ha4MTeIHO HaMaliaBaHe Ha abcopOumnsTa Ha
esrpoMbonar nopaau oOpaslyBaHe Ha XenaTtH (Bxk. ToUkH 4.2 H 5.2).

Jonunasup/pumonasup
EaHOBpeMEHHOTO NPUIOKEHHE Ha eaTpoMbonar ¢ JIONMHABUP/PHTOHARHP MOXKE Aa AOBEAE A0

HaMaNABaHe Ha KOHLIEHTpauMATa Ha exTpoMOonar. EqHo npoy4ane npu 40 3apasu ao0poBonuM €
110Ka3aJio, Y€ €JHOBPEMEHHOTO NPHWIOKEHHE Ha eIMHHYHA 103a 100 mg enxrpoMbonar ¢ MHOrOKpaTHO
npuwiaraHe Ha JonuHasup/putoHasup 400/100 mg nBa mMeTH JHEBHO BOAM A0 HaMaJIiBaHE Ha
nnasmeHaTta AUCo» Ha eatpoMbonar ¢cbe 17% (90% CI: 6,6%; 26,6%). CnenosarenHo, Tpabpa na ce
NOAXOAH ¢ NOBHINEHO BHUMAHHE, KOTaTo eaTpoMbonar ¢e npuiara € JHOBPEMEHHO ¢
JIONMUHABUP/pUTOHABHD. bpoaT Ha TpoMOoumtHTe TPAOBA Aa Ce NpocneasBa BHUMATEIHO, 34 Aa CE
OCHIYPH MOAXOAALLA KOPEKIIMA HA Z103aTa eTpOoMOOoNar, KoraTto ¢¢ 3ano4ypa HiH NMpeKhLCBa TEPanus ¢
JIONKHABHD/PUTOHABHD.

Huxubumopu u unoykmopu na CYPIA2 u CYP2C8

Entpombonar ce Mmetabonn3upa no MHoro MerabonuTHH meTHIIA, BxmounTeaHo CYP1A2, CYP2CR,
UGTI1Al un UGT1A3 (px. Touka 5.2). BepoaTHOCTTa IEKAPCTBEHU NMPOXYKTH, KOHTO UHXHOMPAT WIH
HHAYLMPAT €1HH €AHHCTBEH €H3HMM, 12 NMOBIMAAT 3HAYUMO [U1a3MEHHTE KOHLIEHTpaLMH Ha
enTpombonar e Manka. JlekapcTBeHu NPOAYKTH, KOUTO HHXHOHPAT WIH HHIYLUPAT MHOTO €H3HMH
HMAaT NOTEeHLNANA Ja nosywaT (Hanp. GAYBOKCAMKHH) WIH NOHMWKAT (Hanp. puaMnniIHH)
KOHLICHTpaLMUTe Ha eaTpoMbonar.

HCV npomeaznu unxubumopu

Peszyntature oT npoy4uBaHe 3a ¢papMaKOKHHETHYHH (PK) IeKapCTBEHH B3aUMOACHCTBHUA MIOKA3BAT, 4e
eIHOBPeMEHHOTO NMPHIOKEHHE Ha MHOroKpaTHH 03K Souenpesup 800 mg Ha 8 yaca win TenanpeBup
750 mg Ha 8 yaca ¢ eqMHMYHA 0033 enTpombdbonar 200 mg He € NPOMEHWIO TUIa3MeHATa €KCIIO3ULIUA

Ha eaTpoMbonar B KIMHHYHO 3HAYHMA CTEMNEH.

JlekapcTBEeHM MPOAYKTH 3a jJeueHue Ha UTT1

B KNIMHUYHHTE NPOYYBAHUA JNE€KAPCTBEHUTE NMPOAYKTH, H3NOA3BaHH 3a JieueHHe Ha UTII B
koMOHHaLHA ¢ enTpombonar, ¢a OWJIH KOPTHKOCTEPOHAH, AaHA30/ H/HJIH a3aTHONPHH, HHTPABEHO3€EH
uMyHornobynuH (1.v.IG) v autu-D umyHornobynuH. Tpadea aa ce npocneasra OpoAT Ha
TpoMOOLIMTHTE NPKH KOMOHHUpaHe Ha enTpoMOonar ¢ APYry JICKapCTBCHH NMPOAYKTH 33 JICUCHHE Ha
HUTTI, 3a na ce naberHe gocturaHe Ha 6poil Ha TPOMOOLIMTHTE H3BBH NMPENOPBUYNTEIIHHTE IPaAHULIM

(Bxk. TOUKA 4.2).

B3aMMoaeicTBHA C XpaHa
[TpunaraneTo Ha enrpoMbonar TablleTKH WIH Mnpax 3a NepopaHa CYCNEH3Hs ¢ XpaHa ¢ BUCOKO

CbhAbpPXKaHUWE Ha KallkH (Hanp. XpaHa BKIIOYBALa MJIICYHU HPOLYKTH) 3HAYHMO HaMaJsisBa
rnasmMeHuTe AUCo. 1 Cmax Ha entpoMOonar. OOpaTHOTO, NpHUnaraHeTo Ha entpoMbonar 2 yaca
npeam M 4 yaca ciej XpaHa ¢ BUCOKO CbhAbpkaHKHe Ha KaJllMit MM ¢ XpaHa ¢ HUCKO ChABbpKAHHE Ha
kanuui [< 50 mg xanuui] He NOBRNMABRA TU1A3MEHATa EKCNMO3HLMA Ha eTpomMbonar B KJIHHHYHO
3HA4YMMa CTeTIeH (BXK. Touka 4.2).

[lpunaranero Ha eqvHMYHA Ao3a enxrpombonar 50 mg noa gopmara Ha Tabnetka, CbC CTaAHAAPTHA
BHCOKOKAJIOPHYHA 3aKycKa, forata Ha Ma3HHHH, KOSTO € BIUIOYBATAa MIICYHH NPOOYKTH, NOHMKaBa
cpeaHata masMeHa AUCo. Ha enrpombonar ¢ 59% u cpeanara Cmax ¢ 65%. '

[Tpunaranero Ha enMHKM4YHA A03a enTtpoMbonar 25 mg noa dopmaTa Ha npax 3a nepo
c Oborara Ha KasiMi, ¢ YMEPEHO ChbAbPKAHHE HA MA3HHHH H YMEPEHO KalopH4Ha Xp
cpeaHata nnasMeHa AUCo. Ha entpombonar csc 75% u cpeanara Cmax cec 79%.
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Ha eKCIIO3ULMATA € Mo-cnabo H3pa3eHo, KoraTo eAHHMYHa A03a enTpoMbonar 25 mg npax 3a
flepopasiHa CYCIICH3Ms CEe NMpWiara 2 yaca npeay npy¥eMa Ha XpaHa, borata Ha Kanumii (cpeaHara
AUCo ce noHwkasa ¢ 20%, a cpeaHara Cmax ¢ 14%).

XpaHaTa ¢ HHCKO ChabpaKaHue Ha kanuui (< 50 mg kanuui), BKIIOYHTENHO IU10J0BE, HETIBLCTA
LHIYHKA, FOBEXA0 MECO U TUIOAOB coK (6e3 fobaBeH KaLMid, MarHe3ui WM eJf30), HeoborateHH ¢
MMHEPAJTH COEBO MISIKO H 3bPHEHH XPaHH, HE OKA3Ba 3HAYHMO BIIMAHHE BBPXY IUIa3MEHaATa
EKCIOo3ULMA Ha elTpoMmbonar, HE3aBUCHMO OT ChABPKAHHETO HA KAJIOPHUH U Ma3HHHH (BXK. TOYkH 4.2

H4.5).
4.6 PeprunaTeT, OPEMEAHOCT H KbPMEHE

bpeMeHHOCT

JIMICBaT WK ¥Ma OrpaHHUYEHH aHHH 32 NPWICXKEHHE Ha enTpoMOonar npu OPpEMEeHHH KEHH.
[IpoyuBaHHATa NMPH KHBOTHH Ca MOKA3aNM penpoayKTHBHE TOKCHYHOCT (BX. To4ka 5.3).
[ToTeHUHATHUAT PUCK NPH XOPpa HE € H3BECTER.

Tocuerta He ce NPenopbUYBa NO BpeMe Ha OpeMERHOCT.

Xenu ¢ nerepoaen noreHuyan / KoHTpauenius npH MbxKe H XKEHH
TocHeTa He ce MPEnopbYBA NIPH KEHH € AETEPOAEH NOTEHLIMAN, KOUTO HE H3MNMON3BAT KOHTPaUEITTUBH.

KnpmeHe
He e u3BecTHO nanu enrpoMbonar WiH HErOBUTE METaDOJIHUTH CE EKCKPETHPAT B KbpMaTa.

[TpoyuBaHuA npu )XKHBOTHH Ca NOKa3alH, Ye exTpoMOonar BEepoSTHO Ce CEKPETHpa B MIISKOTO (BX.
TOYKa 5.3); nopaaH Ta3sk NPHYKHa HE MOXE Ja C€ H3IKIIOYH PHCK 3a KbpMaueTo. TpadBa aa ce B3eMe
pellleHHe JajiM [a ce CIpe KbPMEHEeTO WIH Ja Ce NPOIBIKK/CIPe BpEMEHHO JiedyeHHeTo ¢ TocHera,
KaTO C€ B3eMAT NMPEARHA NMON3aTa OT KbPMEHETO 32 JIeTETO H M0J3aTa OT JICYCHHETO 3a MaHKaTta.

DepTUNUTET
[Ipy MBKKH WIK XKEHCKH ILTbXOBE (PEPTHIMTETHT HE € MOBIHUAH NPH €KCNO3HLIHA, CPaBHUMA C Ta3H
MpH Xopata. BeApekn ToBa, HE MOXKE Aa C€ H3KMIOYH PHCK 3a Xopata (BXK. To4Ka 3.3).

4.7 EdexTH BbpXy cnocobnocTTa 32 modapaHe H pabora ¢ MAIHHA

Exrpombonar nornuaea npenebpexumMo cnocobHOCTTA 3a wodupaHe U pabora ¢ matunHn. Ilpu
onpejesisHe Ha CMOCOOHOCTTA Ha MAaLIHEHTA Ja H3NBJIHABA 3a1a4H, KOHTO H3UCKBAT MpELICHKA,
MOTOPHH H KOTHHTHBHH ¢nocoBHOCTH, TpAOBa fa ce HMAT NMpeaBHA KIMHHYHHUAT CTATYC HA NALMEHTA
U MPOUITBET Ha HEXKEJIAHH peaKUHH Ha enTpoMOonar, BKIIOYHTE/IHO 3aMaiBaHe H JIMIICA Ha
BHHMAaHHE.

4.8 HexenanH NEeKAPCTBEHH PeaKRHH

Q06001eHne Ha npoduna Ha OezonacHOCT

Hmyuna mpomboyumonenus npu 6b3pacmuy ¥ nEQUAmMpuyHu HayueHmu

BezonacHocTTa Ha eaTpoMOonar e oLieHeHa NP Bb3pacTHH nalHeHTH (N=763) kato ca H3MoN3BaHH
cOOpHHTE NaHHU OT ABoiHOCNenuTe, riauedo-koHTponvpaHu npoyusanus TRA100773A u B,
TRA102537 (RAISE) u TRA113765, B kouTo 403 naumeHTH ¢ca ¢ eKCrio3uLiMa Ha entpombonar, a 179
Ha Tauefo, B JOMbAHEHHE KbM AAHHUTE OT NPHKTIOYWIHTE OTBOPEHH NPOYYBAHHUA (N=36
TRA108057 (REPEAT), TRA105325 (EXTEND) n TRA 112940 (Bx. Touka 5.1). Ila -.:
NMPHEMAT MPOYYBAHOTO JIEKAPCTBO B MpoabJuKeHHe Ha 10 8 roauuy (B EXTEND). Ha
CEPHO3HH HEXKEJIAHH PEeaKLMH ca XenaTOTOKCHYHOCT H T‘pOMGOTH‘{HH/TpDhiﬁOGMGOJI
Haii-yecTHTe Hexenasn peakuuu, Habmonasatu npu Hak-manko 10% ot nauue
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rageHe, AMapHs, MOBUlleHa anaHuH aMUHOTpaHcdepasa u 605ka B repba.

be3zonacHocTTa Ha enTpoMOonar npH neaMaTpHYHK NauMeHTH (Ha Bu3pact ot 1 1o 17 roauHn) ¢
nexkysaHa npeau Toea UTII e nemoHcTpHpaHa B aABe npoyuBanusa (N=171) (ex. Touka 5.1). PETIT2
(TRA115450) e apofiROCHANO H OTKPHTO, PAHAOMH3HPAHO, IUTALE00-KOHTPOJIUPAHO NIPOYUBAHE B JIBE
yacTH. [lanpenTHTe ca panaoMu3zupadu 2:1 v npuemart earpombonar (n=63) unu nnauebo (n=29) B
NpOaAB/DKEHHE Ha 10 13 ceAMHMLH B paHAOMH3HpaHHa nepuo] Ha npoyusaHero. PETIT (TRA108062)
€ OTKPUTO H JIBOHHOCNANO, PpAHAOMH3INPAHO, MNaneho-KOHTPOJHPAHO NPOYMBAHE ¢ MOC/IEA0BaTE/HH
KOXOPTH, B TpH HacTH. [launeHTuTe ca panaomuszbpauy 2:1 U npuemMar esrrpoMbonar (n=44) unu
rutanedo (n=21) B npoasmkeHue Ha A0 7 ceaMuiM. [1IpopwibT Ha HexkeNnaHUTE peakMHU € CPaBHHUM C
TO3H, HaOMOJaRaH NPY BE3PACTHHUTE MMALIMEHTH, C HAKOH JOITbJIHUTENHH HEXETaHN peakLin,
orbenaszaHH ¢ ¢ B Tabauuara no-aony. Hail-uectHTe Heskenanu peakiidd, HaONKOJaBaHH MPH
neavaTpuuHuTe nauueHTH ¢ UTII Ha Bu3pacT 1 roauHa M no-roneMu (>3% H NO-4ECTH CIPAMO
nnaueto), ca OunKU HHpEKLUMs Ha TOPHY AMXATENIHH ITbTHIA, Ha30(apHHIHT, KALIUTHLIA, THPEKCHA,
KopeMHa 0osika, opodapuHreanta 6onka, 3s0Ha 6onka U pHHOpeE.

Tpomboyumonenus ¢ HCV ungdhexyun npu ev3pacmuu nayuernmu
ENABLE 1 (TPL103922 n=716, 715 nexyBanu ¢ entpombonar) u ENABLE 2 (TPL108390 n=805) ca

pPaHAOMH3HPAaHH, ABOHHOCNENH, Iwauebo-KOHTPOIHpaHH, MHOFOLCHTPOBH MPOYYBAHHA, OLICHABALIM
epvkacHocTTa M HDe3onacHOCTTa Ha enTpoMbonar npu TpoMbounTONEeHHYHH nauueHTH ¢ HCV
MH(EKLHA, KOUTO HHAYE Ca NOAXOAALIH 33 3aNo4BaHe Ha MPOTHROBHPYCHA Tepanui. B npoyuBaHHaTa
npu HCV nonynaumsaTa, B KOATO € oueHsBaHa 6€30MacHOCTTa Ce ChCTOM OT BCHYKH PAHAOMH3HPAHH
NaUMEHTH, KOUTO TIpUEMaT ABOHHO3ACNCNIEHHA NIPOYYBaH JICK&PCTBEH NPOAYKT NO BpeMe Ha YacT 2 Ha

ENABLE 1 (c entpombonar n=450, ¢ nnane6o n=232) u ENABLE 2 (¢ enrpom6onar n=506, ¢
rutauebo n=252). IlauneHTire ca aHAIU3HPAHH Cnopel JIeYEHHETO, KOeTo npueMar (obuia
ABOHHO3aC/1ETIEHA MOITyNaLHA 32 OUeHKA Ha Oe3omacHocTTa, entpoMbonar n=955 u mnaue6o n=484).
Hali-BaxHUTE YCTAHOBEHH CEPHUO3HH HEXKEIIAHU PEAKLIMH Ca XENMATOTOKCHYHOCT U

TpoMGoTHYHI/ TpoMBoeMOOnHURY cpOuTHa. Hali-uecTHTe HexkenaHu peakuuu, HabmoaaBaHH NpH
Hal-maniko 10% ot nauueHTHTE, Ca BKITIOYBAJIH IJ1aBO0OJIHE, aHEMHS, HAMAJICH alleTHT, KallUTHLIa,
rajicHe, IUapHs, xunepOunupybuHemus, aoneund, cbpbex, MHAIrMa, MUPEKCHA, YMOPA,
rpunonoacOHo 3abonspane, acTeHNs, BTPUCAHE H NEPpHPEPHH OTOLIM.

Teosicka annacmuuna anemMus npy 6b3PACHU NAYUEHMuy

be3zonacHocTTa Ha enTpoMOONAar NpH TEXKKA arUlaCTHYHA aHEMHMA € OLICHEHAa B OTKPHTO NPOYYBaHE ¢
eaHo pamMo (N=43), B koeto 11 naumenTu (26%) ca neKyrasH B rMpoABDKESHHE HA >6 Mecelia v 7
nauueHTH (16%) ca nexysaHu B NpoAb/DkeHUE Ha > roauHa. Hal-yecTUTe HeXkeNnaHH peakiMu,
HabnrozaBaHH npy Hat-Manko 10% oT nmaLeHTHTE ca BKIIOYBAIH riaBobonne, 3aMasHOCT, KalllnLA,
opodaprHreansa 6oJika, pHHOpes, raaeHe, AHapHs, KopeMHa 60Ka, NOBHILIEHKH TPAHCAMHHA3H,
apTpanrud, 60aKa B KpaHHHUHTE, MYCKYJIHK CNa3MHu, YMOpAa H MUPEKCHS.

CIHCHK Ha HEeXeNaHWTE pCaKliHH

Hexxenanure peakuu B npoyysanuara npu UTII npu Bu3pactHn (N=763), nequaTpHuHHTE
npoyuBanusa npH UTT1 (N=171), npoyusanusra npu HCV (N=1 520), npoyusanuara npu TAA
(N=43) u nocTMapKeTHHTIOBHTE CHOOUICHHS ca H3OpOEeHH NO-10aY cnopea Kiacuduxalupara Ha
MedDRA no cucTeMo-OpraHHH K1acoBe M 1o 4ecToTa. B paMKUTe Ha BCEKH CHCTEMO-OpPraHeH Knac
HEXEJIAHHUTE peaklivH ca MOAPEAECHH MO YECTOTA, KATO Hal-4eCTHTE ca IMbpBH. CHOTBETCTRAIILATA
KaTeropms no 4ecTOoTa 3a BCAKa HEOXENaHa JICKAPCTBEHA peakLMs ce OCHOBABa Ha CJIEIHATa KOHBEHLIHA
(CIOMS III): mHoro yectt (>1/10); yectu (=1/100 no <1/10); reuectn (>1/1 000 no <1/100); peaxu
(=1/10 000 po <1/1 000); c Hen3recTHa yecTOTA (OT HATHUHHATE NaHHH He MoXKe a Obae Han
OLICHKA).
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Ilonyrayus 6 npoyusanuama npu H111

CHCcTemMo0-OpraHeH KJac YecroTa Hexenana peakuus
Hudexunn v mHdecraumu MHoro Hazogapuurur ¢, HHpeKLHsA Ha TOPHH JAWXATETHH ITbTHILA$
YECTH
YecTH ®apuHrur, rpuil, 1abuaned xepnec, TIHEBMOHMA, CUHY3HT,
TOH3WIHUT, HHPEKUHS Ha JUXATETHHTE THTHILA, FTUHTHBUT
Heuectn KoxHa HHpeKLms
Heomnnasmu - Heuectu PexTO-CUrMOUIA/IEH paKk
NOOpOKAYECTBEHH,
310KaYECTBEHU U
HCONPEACNICHH ( BKI. KKCTH U
MNOJIUIHN)
Hapyluienus Ha KpbBTa H Yectn AHeMHA, €O3HHO(DWIHA, IEBKOLIMTO3a, TPOMOOLIMTONEHHS,
nuM{HATa CHCTEMA noHWwKEH XeMornobuH, noHwxkeH Opoii Ha OenuTe KpLBHK
KJIETKH
Heuectu AHHM30IMTO3a, XEMOJIMTHYHA aHEMHS, MHENOLIMTO34,
MOBULUCHHE HA Opos Ha NPBLUYKOAIPEHUTE HEYTPOPIIIH,
HANNWYHE HA MHOETOLIUTH, NOBHILEHHE HA TpoMOoLMTHTe,
NOBHLIEHHE Ha XEMOrIoOHHa
HapylueHus Ha HMYHHATA Heuectn CBpBX4yBCTBHTETHOCT
CHUCTEMA
Hapywenuns Ha YecTH XHUIMOKAITUEMHUS, NOBMKEH AIETHT, NMOBHILEHHE Ha
MeTaboNIM3Ma H XPAHECHETO NMHKOYHATAa KHCEJIHHA B KPbBTA
HevuectH AHOpEKCHA, mojarpa, XUnoxanuieMus
[lcuxuyHy HapylIeHHS YecTH HapyilleHHe Ha ChHA, JAenpecHs
Heuectn AnatHs, NPOMEHH B HACTPOSHHETO, TUIAWIHBOCT
Hapymenna Ha HepBHaTa Yectu IlapecTe3us, XHNOECTE3HA, CHHIMBOCT, MHTpEHA
cHcTeMa Heuectu TpeMop, HapylleHHMS B pPaBHOBECHETO, JH3ECTE3MA,
XeMuInapes3a, MUIpeHa ¢ aypa, nepudepna HEeBpoHaTHi,
nepugepHa CeH30pHa HEBPONATHA, HAPYLIEHHE HA FOBOPA,
TOKCHYHA HEBpONATHA, T1ABOOOJIHE OT CBHAOB MMPOU3XOJ
Hapyinenusa Ha o4yuTe Yectn Cyxo 0K0, 3aMBITIEHO 3peHUe, H0JIKa B OKOTO, HaMaJIeHa
3PUTEJIHA OCTPOTA
Heuvectn Henpo3pa4HOCT Ha Je1ara, aCTUHrMaTH3bM, KOPTHKANTHA
KaTapakTa, MOBHILUEHO Ch/I300TAC/IAHE, KPBBOHIMUB B
pPETHHATA, PETHHHA [THI'MEHTHA eNMUTENHONATHA, 3PHTETHO
HApYyLICHHUE, NMAaTOJIOrHYHH pe3yJITaTH NpH H3CEABAHE Ha
3pMTENHaTA OCTpoTa, OnedapHT, CyX KEpaTOKOHIOHKTUBHT
HapyimeHns Ha yXOTO H Yectn boJika B ylUMTE, CBETORBPTEXK
NnabHpUHTA
CupaedyHH HAPYLUCHHS Heuectu Taxukapaus, ocTbp MHOKapAEH HH(PAPKT, CLPACYHOCHAOBH
HapyLI€HHUA, UHAHO3a, CHHYCOBA TAXHKAPAKA, yablikeH QT
HHTEpBAJ B eJleKTpoKapaxorpaMara
Cba0BU HApYLICHHA YectH Jlbnboka BeHO3Ha TpoMOO3a, XSMATOM, FOPELIH BbJIHH
Heuectu EmGonus, nosbpxHocTeH TpoMbodnieOuT, 3auepBisaHe Ha
JTHLIETO
PecrinpaTopHH, I'pbHH H MHoro Kauvinua®
MEJAHACTHHAIIHH HAPYIICHHA | 4eCTH
Yectn Opodapunreanta 6omka®, punopes’
Heuectn benoapobHa embonua, 6enoapoden

auckoMpopTt, opodapHHreaIHi Me P
CHHYCHTE, CHHAPOM Ha ChHHA anHe

16 \‘-_//




CToMalliHO-4YpeBHH MHoro [aneHe, quapus
HapYLICHUS YECTH
Yectn f3Bu B ycTaTta, 3n0Ha 60ika’, noBpblaHe, KOpeMHa
Ooska*, KppBOM3/IMB B yCTaTa, (praTyneHuus
*MHOr0 4yecTH Nnpu neavaTpuyHy nauueHTu ¢ UTI1
Heuectu Cyxora B ycTaTta, rnocOANHHA, 60NE3HEHOCT Ha KOpeMa,
NMPOMSAHA B LIBETA HA H3XOXKNAHHUATA, XPAHHTETHO
OTpaBfHEe, YCWIeHA NEPHCTAITHKA, XEMaTEMeE3a,
AHUCKOMGODT B yCcTara
XenaroGWwiMapHH MHuoro [MoBHweHa ananuH aMuHOTpaHchepasa'
HapyLICHUS YECTH _
Yecrs [Tosuinena acnaprat aMHHOTpaHchepasa’,
xunepOunnpyOuHeMug, HapylleHa YyepHoApobHa
GyHKLUHS
HedecTH Xonecrasa, UepHOAPOOHH Ne3nH, XENaTHT, IEKAPCTBEHO
HHIYLMPaHO YepHOAPOOHO YBpEKAAHE
Hapyiuenus Ha xoxara H Yectn ObpuB, anoneuns, XUNEpXUApPo3a, N'EHEPATH3HpaH
NOJKOMXKHATA ThKaH ChbpOexX, NeTeXHH
Heyectu YprHkapni, aepMaro3a, CTyA€Ha NOT, EPHTEM,
MeIaR03a, HapylleHa NMHrMeHTal|s, MPOMAHA B L{BETA
Ha KO)KaTa, eKchonvalus Ha KoXKaTa
Hapyuienns Ha MyCKYHO- MHoro bonka B repba
CKeJleTHaTa CHCTEMA YECTH
CHCAHHUTEIHATA THKAH YectH Muanrus, MyCKyJIHB CIa3MH, MyCKYJIHO-CKENeTHa Oorika,
O0JIKa B KOCTHTE
Heuectn | MyckynHa cnaboct
Hapyuierus Ha 6u06peunte n | Yectn [Tporesypns, NOBHIIEHHE HA KPEATHHHHA B KPbBTAa,
[MUKOUYHHTE NTHTHILA TpoMDOTHYHA MUKpOaHruonaTus ¢ 6u0peuHa
HEI0CTAaThYHOCT
Heuectn bubpeuna HenOCTATHLUYHOCT, ICBKOLKTYPHSA, NYTTYCEH
He()PUT, HUKTYpHSA, MOBULIIEHHE HA YPeATa B KPbBTa,
NOBHIICHO CLOTHOHIEHHE OENTHK/KPEaTHHHH B YpHHATa
Hapyiuenns Ha HectH MeHoparns
Bb3MPOH3BOAMTE/IHATA
CHCTEMA M rbpaaTa
OOun Hapywenus u epexktd | Hectu ITupekcus®, 60nka B repanTe, aCTCHUS
Ha MACTOTO Ha MPUIAOKEHUE | *MHoro 4yecTd nNpH neANaTpHUuRH naueHTH ¢ UTII
Heuectn YcellaHe 3a TOIUIHHA, KPbBOHITHB HA MACTOTO Ha
yOoKaaHe, HyBCTBO Ha NMAHHKA, BB3AJICHHE Ha paHH,
_| HepasnoJIOXKeHHE, YCelllaHe 3a YyXKIA0 TAIO0
HscnenBaHus Yecr | IToBMIIeHa ankaiHa ¢pocdaTasa B KPHBTA
Heuect IMosuieHn ardyMuH B KpbBTa, NOBHLIER 001 6enTHK,
NOHMKEH anOyMHH B KPHBTa, NoBHIIEHO pH Ha ypuHara
Hapanapanus, otpassHus 1 | Heuectv CirbHYEeBO H3rapsaHe
YCOXKHEHHS, Bb3HHKHAIIH B
pe3yJITaT HA HHTEPBEHLIHH
. JIOMBIHUTEIIHH HEXKENIaHK PpeakUMH, Habno1aBaHH B NEAUATPUYHHTE
NpoyuBaHuA (Ha B3pacT oT 1 10 17 roaunn).
f [ToBHLIEHHETO HA aNaHHH AMHHOTpaHCcepas3aTa M acnaprar
aMHHOTpaHc(Epas3aTa MOXe a HACTBIIH €AHOBPEMEHHO, BHIIPEKH 4E €
MO-pAAKO.
: O6eauHABaLl TEPMUH C NPEANOYUTARA TEPMHHH OCTPO OBLOpEUHO

yBpexaaHe H 0L0peuHa HeAOCTATBUYHOCT.
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Honyaayus ¢ npoyueanuama hpu HC'V (& kombunayus ¢ npomugosupycna mepanua ¢ unmep@depox u

pubasupun)
Cucremo-opranen kiac | Yecrora Hexenana peaknus
HNudexunu v undecraumu | Yectu Hudexiua Ha NTHKOYHUTE MbTULLA, HHPCKLIMA Ha
FOPHMUTE
AWXAaTETHU MhTHILA, OPOHXHT, HA30(apHHTHT, FPHII,
nabuanex xepnec
Heuectu ["acTpoeHTEpUT, PapUHIHT
Heonnaamu — Yectn 310Ka4YeCTBEHH YepHOAPOOHH HeornasMu
nobpoKkavyecTBeHH,
UOKAYECCTBEHH H
HEONPEACICHH (BKI1. KUCTH
H MOJIHIH)
Hapyiienna Ha kppeTaud | MHoro AHeMHuA
nAM@HaTa cucTema 4yeCTH
YecTn JIumdonenus
Heuectn XeMOIUTHUYHA AaHEMMSI
Hapyuienus Ha MHoro Hamanen aneTur
MeTabonu3Ma H YeCTH
XpaHEHETO YectH XHNEepPriaukeMus, naToloruyHa 3aryba Ha Terno
[McuxyyHH HapyLUICHUS Yectu HenpecHs, 0e3n0k0#CTBO, HAPYLICHHE HA CHHA
Heuectn O0BpxaHOCT, BL3OYaa
Hapyuienns Ha HepBHaTta | MHoro ["naBobonne
cUCTEMA 4ECTH
YectH 3aMagHOCT, HAPYLIEHO BHUMAHHE, THCTEY3HA,
yepHoapoOHa
eHuedatonaTHs, eTaprus, HapyuIeHHE Ha NaMeTTa,
napecre3us
HapyuwieHus Ha ouyuTe YectH KarapakTa, peTUHaTHH €KCYAATH, CYXO OKO,
NOXBATABAHE HA OYHTE, PETHHAJIEH KPHBOM3NHB
Hapywenus Ha yxotou | Uectn CBeToBBLpTEK
nabupuHTa
CbpaeyHH HapyLUEeHUS YectH | Manmuranuu
PecriupaTopHH, rpbIHH MHoro Kauwutuoa
M MEAHACTHHAIIHH YeCTH
HapyLICHHS Yecti Hucnues, opogapunreanna 60ika, AMCNHEsR OPH
YCHJTHE, MMPOAYKTUBHA KallUTHLIA
CroMallHO-YpEBHU MHoro ["apeHe, aMapus
HapYILCHHA 4YeCcTH
Yectn [loBpbluane, acumt, kopeMHa Sonka, 60JKa B
rOpHATa YacT Ha KOpeMa, TUCHEICHS, CYXOTa B
yCcTaTa, 3alekK, pa3ayBaHe Ha KOopeMa, 3b0Ha 0oJKa,
CTOMATHT, ractpoc3odarcanta pedirykcHa donecr,
XEMOPOMIH, KOpeMeH JUCKOMGOPT, BApHIIH
Ha& XpaHOMpOROAa
Heuecty KbpBene oT BapyLM Ha XpaHONPOBOAA, FaCTPHT,
aTo3eH CTOMATHT
XenaroOWiHapHH Yectn XunepbHnHpyOHHEeMH, XX BITEHULIA, IEKAPCTBEHO
HapyLICHHSA MHAYLIHPAHO
4EPHOAPOOHO yBpexaaHe |
Heuectn TpomG03a Ha NopTaTHaTa BEH3 A DHRADE '\\
HEROCTATLYHOCT / <
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Hapymexus Ha Koxara U MHoro Copbex
MNOJKOMHATA ThbKaH YeCTH |
Yectn Obpus, cyxa koxa, exzema, CbpOsLl OOpUB, EPHTEM,
XHNEPXUAPO3a, FeHepaTH3UpaH ChpOeK, anoneius
Heuectu KoxHu ne3uM, npoMgHa B LIBETA Ha KOXKATA,
XHIICPINUIMEHTALHA HAa KOXKATA, HOLIIHH M3NOTABAHNA
Hapylienus Ha MyCKYJTHO- MHoro Muanrus
CKENETHATA CUCTEMA H YECTH
CbCAWHHUTENHATA ThKaH Yectn ApTtpanrug, MyCKyJHH cna3Mu, 6oska B rep0a, Gonka
B KpaHHHULIUTE, MYCKYIO-CKeneTHa Oonka, OoJka B
| KOCTHTE
Hapyuenus Ha 6b0peLiuTe 1 HeuectH TpombBoTHuna MuKpoaHrHonaTHs ¢ ocrpa 6bOpeuna
NUKOYHHTE MBTHINA | HepocTaThYHOCT!, AU3YpHS
OO0y HapylIeHHS K ePEeKTH MHoro [Tupekcus, ymopa, rpunonoaobHo 3abonasane,
Ha MACTOTO Ha IPHIIOKEHHE YECTH aCTCHHS, BTpPHCaHe
YecTH Pasgpa3sBHTENHOCT, OONKA, Hepa3NoJOKEHHKE,
peakL1u Ha
MACTOTO HA HH)KEKTHpaHe, rpbJHa 00/Ka oT
HECHPACYCH NPOH3XOJL, OTOK, NEPHPEPHH OTOLH
Heuectn CppOex Ha MACTOTO HA HHXKEKTHpaHe, OOpHB Ha
MACTOTO H3 HHOKEKTHPaHE, IPBhAEH AHCKOM(OopT
Hicnensanus Yectu [ToBuinaraHe Ha OWNUpyOHHA B KPHBTA,
MOHHXKABAHE Ha TerJIoTo, NIOHWXKaBaHe Ha Opog Ha
O€nUTE KPBLBHH KJIETKH, NMOHWKABAHE HA
xeMornoOuHa, NoHwkKaeaHe Ha Opoa Ha
HEYTPO(PHIINTE, NOBHITABAHE HA MEXAYHAPOAHOTO
HOPMAa/IU3UPAHO CLOTHOLICHUE, YAb/DKABaHE HA
aKTHBHPAHOTO NapLUHATHO TPOMOOILIaCTRHOBO
BpeMe, MOBHLIABAHE Ha
| KpbBHATA 3aXap, NOHIWKABAHE Ha al0OyMHHa B KPBBTa
Hevectn Y avipkaBade Ha QT uHTEpBana Ha

€JICKTPOKapAHOrpaMara

ObenunaBail TEpMHH C IPpEANOYUTAHH TEPMUHH OnUroypus, 6p0peuna
HeAOCTATHYHOCT U O1OpeyHo yBpexaatHe.
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lonyaayusa é npoyusanuama npu 144

CHCcTeMo-opranen Kiac YecroTa HexenaHna peaknus
HapylueHHd Ha KPBBTa H Yectu HeyTponenus, HH$apKT Ha cj1e3KaTa
NUMQpHATa CUCTEMA
Hapywenns Ha Metabonusma | Yectu CBpBXHaTpYNBAHE HA XKENA30, NOHMKEH AIETHT,
H XpaHEHEeTO XHUITOTTTHKEMHSA, NOBUILICH alETHT
[IcuxnyHK Hapy1ICHHS YectH TpeBoXHOCT, Aenpecus
HapyuieHus Ha HepBHaTa Muoro [ naBobonne, 3aMasHOCT
cucrema YECTH
Yectn Cunkon
HapylieHus Ha ovuTe YecTH Cyxo0 0KoO, KaTapakra, NOXbJITABAHE HA OUYHTE,
3aMBIJICHO 3PEHHE, 3PHTEIHHA HAPYUICHUA, METHHHH B
CTBKJIOBHIHOTO TAJIO
PecnupaTopHH, rpBAHH H MHoro Kauwnuna, opodapurreanda 6onka, puHopes
MEIMACTHHATHH HAapyLLEeHUA 9CCTH
| Yectn Enucrakcuc
CroMallHO-YpEeBHH Muoro HAuapus, raaeHe, KbpBAILIH BEHLH, KOpeMHa 60nKa
HapYyILECHHS YECTH
YectH ObpazypaHe Ha MEXYPH M0 JIMTABHLIATA HA YCTATa,
Gosaxka 8 obnacrra Ha ycTara, OBpBLIaHe, CTOMALUIEH
AUCKOM(OPT, KOHCTUMNALMA, pa3AyBaHe Ha KopeMa,
aucgards, NpoMsaHa Ha LIBETa Ha H3MpaXKHEHUATA,
NOJAYBAHE Ha €3MKa,
raCTPOHHTECTHHATHH MOTHJINTCTHH HAPYILIEHHA,
q ¢aTyneHLMs
XenaroOwnHapHy HapylueHds | MHoro [ToBMIlIeHH TPAHCAMHUHAZH
HECTH
Hectu [Topuien OunupyOuH B KpLBTA
(XHREepOHIHPYOHHEMHA), XKBITEHHLIA
C JlexapcTBEHO HHAYLIHPAHO YEPHOAPOOHO yBpexnaHe*
HeuspecTHa | *CpoOLuaBar ce clly4au Ha JIEKapCTBEHO MHAYLHPAHO
4yecToTa yepHOAPOOHO yBpeKaaHe npu naudeHTH ¢ UTT
HCV
Hapyuienus Ha ko)kaTa 1 YecTH [Terexuu, 0OpHB, crpbex, ypTHKapHs, KOXXHH NIE€3HH,
MNOAKO>KHATA ThKaH MaKyJiapeH oOpHB
C [IpoMsaHa B LBETAa HA KOXATa, XHNEPITHTMEHTALINA HA
HEHU3BECTHA | KOXKaTa
4YeCTOTa
HapyLueHus Ha MyCKYJTHO- MHoro Aptpanrus, 001Ka B KpaHHHLIMTE, MYCKYJIHH CNasMH
CKEJICTHATa CHCTEMA H YeCTH
CHEAMHUTE/IHATA ThKAH Yectn bonka B repba, MHanrua, 6onka B KOCTuTe
Hapywenns Ha 6s0peunTe u Yectu XpoMmaTtypus
MHKOYHHTE [THTHLIA
OO0 HapylIeHHS H €¢PEKTH Muoro YMopa, nupekcHs, BTPUCAaHE
Ha MACTOTO Ha NPHJIOKEHHE 4ECTH
Yecn AcTeHus, nepudepHH OTOLM, HEPA3NOIOKEHHE
H3cneapanus HectH [Topnuiena kpeaTuHdocpoKHHaza B KpbBTa

Onurcanne Ha H3OpAHHU HEXENaHK peaklIHy

Tpombomuunw/mpomboembonuunu cvoumus (TEC)




nedenue ¢ enrpomdonar (n=446), npu 17 nauveHTH ca Bb3HHKHaNM obwo 19 TEC, kouTo ca
BIJTIOYBANK (B HU3XOALL pPeA NO OTHOLUCHHE HA YECTOTa) Ab0OKa BEHO3HA TpoMOO3a (n=6),
benoapobHa emb01us (n=6), ocTbp MHOKapAEH HHPAPKT (N=2), MO3bueH HHOAPKT (n=2), eMbonus
(n=1) (BX. TOuKa 4.4).

B eano nnauedo-koHTpoNHpaHo npoyuBaHe (n=288, nonynauus 3a 6e3onacHocT), cnen 2 ceaAMHLM
Je4YeHHe MpH NOAroTOBKA 32 HHBA3MBHH NpoueaypH, Npu 6 ot 143 (4%) BB3pacTHH MALMEHTH C
XpPOHHYHO YepHOApPOoOHO 3abonspaHe, pHemally enrpoMbonar, ca oruetend 7 TEC oT cTpaHa Ha
OopTajHATa BEHO3HA CUCTeMa M NpH 2 ot 145 (1%) naumenTd B mnauedo rpynarta ca oruereHd 3 TEC.
[let or 6 nauneHTH Ha jJeyerde ¢ enTpombonar ca noayuwid TEC npu 6poii Ha TpoMOoLMTHTE
>200000/ul.

He ca ycTaHOBeHH cnieuMpHYHH pUCKOBH GaKkTopH NpH NalHeHTHTE, KOHTO ca pa3BuiH TEC, ¢
H3KOUcHHE Ha Opoii Ha TpomboumTHTe =200 000/l (BXK. TOuKa 4.4).

B xoHTpOonupanu npoyusanus npy rpoMOboupToneHHuHH naunedTd ¢ HCV (n=1 439), 38 ot 955
nauxeHTH (4%), nexysany ¢ entpombonar, u 6 ot 484 nauneHru (1%) B nnauebo rpynara ca uManu
TEC. Haii-uecrata TEC B aBere rpynu Ha neueHue e Ouna tpom603a Ha nopranHara BeHa (2% npu
NaUHEHTHTE HA JieucHHE ¢ eaTpombonar cnpamo <1% 3a mnauedo) (Bxk. Touka 4.4). ITaumenrure ¢
HMCKH HHBA Ha andbymuH (<35 g/1) unu MELD >10 ca umanu 2 meth no-pucok puck ot TEC, B
CpaBHEHHUE ¢ NALHEHTHTE C NO-BUCOKH HHBA Ha anOymuH. [laumnenTure Ha BB3pacT =60 roguHH ca
MMaJH 2 MbTH NO-BHCOK pUCK oT TEC, B cpaBHEHHE ¢ NO-MJIAAMTE NMaLHEHTH.

Heproopobna oexomnencayun (npuroxcenue ¢ usmepgepou)

[Taunenrture ¢ xpoHuyen HCV ¢ unpo3a Moxke 1a ca H3I0KEHH Ha PUCK OT 4epHOApoOHa
JICKOMIICHCALMs, IOKATO €2 Ha JledeHUe ¢ anda-uHrepdpepoH. B 2 koHTponupaHH KITHHKUYHH
npoy4BaHHUA npu TpoMbouuToneHuynu naunentd ¢ HCV, e chobuasana uepHoapoOHa
JNeKOMIICHCaLns (aCLIMT, YepHOoAPpOOHa eHledaionaTus, KbpBEHEe OT BapHLIM, CIIOHTAHEH DakTepuaneH
[EPHTOHHT) MO-4€CTO B pamoTO Ha entpoMmbonar (11%), B cpaBHeHue ¢ wiauebo pamMoTto (6%). Ipu
NaLMEeHTH ¢ HUCKK HUBA Ha anbyMuH (<35 g/l) unu MELD ckop 210 Ha n3xoaHo HUBO, € HabmoaaBaH
3 ITbTH TIO-BHCOK PHCK OT YepHOAPOoOHa JeKOMMeHcalMs ¥ MOBHILIABAHE HA PHCKA OT HEXE/IaHH
cbOMTHA C neTaseH U3X0/, B CpaBHEHHE C MALMEHTH ¢ MO-MaNKO HaNpeHANIO YepHOoApobHO
3abonasane. EntpoMbonar TpabBa na ce npuiiara npy Ta3y rpyna MalHeHTH caMo CJie] BHHMATENNHa
NpELeHKa Ha OYAKBAHHUTE NON3HU CNIPAMO pUCKOBeTE. [lalIMEHTHTE ¢ Te3H XAPAKTEPHUCTHKH TpabBa aa
ce MpOCIeAABAT BHUMATEIHO 3a NPH3HALM H CHMITTOMM Ha YepHOApOoOHA AEKOMIIEHCALINA (BX. TOYKA

4.4).

Xenamomoxcuynocm

B koHTpONHpaHHTe KIIMHHYHH MpoYyYBaHHA ¢ enTpomOonar npn xponuuda UTII ca HaGmogaBanu
nosrwicHue Ha ALT, AST n 6unupybuna B cepyma (Bk. Touka 4.4).

Te3n naxonku ca npeanmuo seku (Crenen 1-2), odparumu 1 He ca GHNM CHIPOBOAEHH OT KITHHHYHO
3HAYUMH CHMITTOMH, KOMTO OHXa NMoKka3any HajiMuMe Ha HapylleHa YyepHoaApoOHa ¢pyHximg. B 3-te
rnauebo KOHTPOJIMpaHH NMPOYYBAaHHUA NPU BL3PACTHH NAUMEHTH ¢ XpoHnuHa UTTI, 1 nauueHT B
rutanebo rpynata ¥ | malMeHT B rpynarta Ha esrrpoMbonar ca MMaii OTKJIOHEHHS B YePHOOPOOHHTE
¢yHxusoHaHH noxasateny Ctenex 4. B aee miane6o KOHTPOJIHpPaHH NPOYUBAHHS NPH NeJHATPHUHH
NauHeHTH (Ha BB3pacT oT | ao 17 roouum) ¢ xpounyna UTTI, ALT >3 x ITH ce cbobuwapa npu 4,7%
H 0% croTBeTHO B rpynHTe Ha exrpoMbonar # ntauebo.

B 2 koHTpONMpaHH KIIMHHWYHKW NnpoyyBaHHA NpH nanyeHTd ¢ HCV, ALT win AST >
cbob1asa npu 34% u 38% cvoTBEeTHO B rpynuTe Ha entpombonar v miaue6o. Io
NpH KOHTO ¢ npuiara entpoMbonar B KoMOHHaLMA ¢ neruHTepdepon/pubaBup
xunepounupybunemus. Karo usno oo 6unupyoun >1,5 x I'TH ce crobinasa n
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CLOTBETHO B I'PyNMTE Ha entpombonar 1 nnauebo.

B npoyuBaHero ¢ eqHO paMo 3a MOHOTEpanus npu pegpaxrepHa TAA daza II, eqHoBpeMenHo ALT
wid AST >3 x ITH c o6t (unaupexren) Ounupydus >1,5 x I'TH ce cvobiuasar npu 5% ot
naumMeHTuTe. OO 6MnupyouH >1,5 x I'T'H ce ycranopasa npu 14% ot nauyeHTHTE.

Tpomboyumonernus caeo cnupane Ha AEYEHUEmo

[Ipu 8% ot rpynara Ha entpombonar 4 npu 8% ot rpynara Ha 1anle6o B 3-Te KOHTPOIMPAaHH
npoy4ysaHusa npu UTII ca HaOmonaBanu npexoaHy HaManieHHa Ha Opoa Ha TpoMOOLIMTHTE 10 MNo-
HHCKH OT U3XOJHHTE HHUBA CNeJ MPSKbCBAHE HA JICUCHHETO (BXK. TOUKa 4.4).

HHosuuen pemuxyiun 6 KOCIMHUR MOZBK

[lo Bpeme Ha nporpaMara NpH HUKOH OT NALMEHTHTE HE € HMAJIO JAHHH 32 KJIMHUYHO 3HAYHMH
NaTOMOrMYHHU MPOMEHH B KOCTHHA MO3BK WK KIHHUYHH HAXOAKH, KOUTO Aa NOKA3BAT KOCTHO-
MO3b4Ha AuchyHkuma. [Ipn mansk 6poii naunentu ¢ UTTL, neueHunero ¢ enrpombonar e 6uno
NPEKBCHATO MOPAaH Pa3BUTHE HA PETHKYIHH B KOCTHUA MO3BK (BX. TO4YKa 4.4).

Humocenemumnu napyuuenus

B x1MHMUHOTO npoy4BaHe NMpH pe¢gpakrepHa TAA ¢aza Il ¢ HauanHa go3a Ha entpomGonar 50
mg/neH (YBeIHUaBaHa Ha BCEKM 2 ceAMMIM A0 MakcuManHa A03a 150 mg/nen) (ELT112523), HoBu
LIMTOTeHETHYHH HapylueHHs ce HaOnoaasat npH 17,1% ot Bb3pacTHuTe nauueHTtH [7/41 (kato 4 oT
TAX HMAT NPOMEHH B 7-Ma Xpomo3oma)]. Meauanara Ha BpeMeTo OT Ha4aJoTO Ha MMpHEMA Ha
MPOYYBAHOTO JIEKapPCTBO O NMOSBATa HA LIMTOrCHETHYHU HAPYLICHHS € 2,9 Mecela.

B xnmHuyHOTO NpoyuBaHe npH pedpaxkrepHa TAA ¢a3a Il ¢ enrpomGonar B noza 150 mg/nen (¢cne
CBOTBETHUTE MPOMEHH B 3aBUCHMOCT OT pacaTta Wi Be3pactrta) (ELT116826), HOBH LIHTOT€HETHYHH
HapyleHua ce Habmomaear npu 22,6% ot Bp3pactHHTe nauueHTH [7/31 (kaTo 3 oT TAX UMaT
NPOMEHH B 7-Ma XpoMo3oma)}. BcHuky 7 nauMeHTH ¥MAT HOPMAJTHA LIUTOrEHETHKA Ha H3XORHO HUBO.
[HlecT nayueHTH HMAT LUHTOrCHETUYHH HAPYILICHHUA Ha 3-Us MECelL] OT JIEUeHHETO ¢ eaTpombonar u
€IHUH NMALHEHT UMa LIHTOreHETUYHHM HApYLIEHHS HA 6-HA Mecell.

XeMamono2uunu 310Kauecmeen 3abonl6anin

B oTBOpeHOTO Mpoy4BaHe ¢ enHo pamo npH TAA, npu Tpuma (7%) nauHeRTH € ANarHOCTHLHpaH
MJIC cnen neyenue ¢ enrpombonar, B Asete TeKywu npoyusanus (ELT116826 u ELT116643) npu
1/28 (4%) u 1/62 (2%) ot nauueHTure ¢ auarHoctuipad MJIC win AML BBB BCSKO npoyuBaHe.

CrobmasaHe Ha NOJO3UPAHH HEXKEIAHH peaKlIvy

C100maBaHeTO Ha NOAO3HPAHH HEXXENaHH Peakiyi el pa3pewiapaHe 3a ynotpeda Ha JIEKapCTBEHHA
NPOAYKT € BaxkHO. ToBa no3BoasBa Ia npoab/DKK HAOMOACHHETO Ha ChbOTHOLIEHHETO NOJI3a/PHCK 34
NIEKapCTBEHHA NPOAYKT. OT MEQHLIMHCKHTE CMEUHAITUCTH C€ H3KCKBa Ja chobl1iaBaT BCAKa
NOJI03HPAHA HEXEJIaHa peaklua dpe3: U3menHuTeNnHa areHums no gexapereara, yiu. ,,JaMan

['pye* Ne 8, 1303 Cogmus, Ten.: +359 2 8903417, yebeaitT: www.bda.bg

4.9 Ilpenoznpane

B cnyuait Ha npenosupane 6posT Ha TPOMOGOLIMTHTE MOXKE J1a C€ YBENHYH NIPEKOMEPHO / 18
nosene 1o TpoMboTHUHK/TpoMOboemMbonuuHn ycnoxxneHua. B ciyvait Ha npeao3upa W T ¢




B KNIHHHYHHMTE NIPOYYBAHHMA HMa €IHO CbODILEHHE 338 NPEAO3KHpaHe, NPH KOETO NALMEHTHT € NOrbHAN
5 000 mg exrpombonar. CroblueHnTe HexENaAHHN ICKAPCTBEHH peakyum ca 6UTH nek oOpuB,
npexoaHa Opaaukapaus, nosuasane Ha ALT u AST u ymopa. YepHoapoOHuTe ¢H3MMHU, H3MEPEHH
MEeXTY 2-pH U | 8-TH A¢H ciea NOMTBLUIAHETO, ¢4 JOCTHIHAIW Hal-BUCOKH CTOHHOCTH A0 1,6 mbTH
I'TH 3a AST, 3,9 mev 'TH 3a ALT 1 2,4 nbTu I'TH 32 0611 6unupyOun. bpoat va TpombouuTe €
oun 672 000/l na len 18 caen normpliaHe Ha 1EKAPCTBOTO, 8 MAKCHMATHHAT AOCTUFHAT Opoii Ha
TpomOoumTHTe € 61w 929 000/ul. Bcnuku cb6HTHA ca oT3By4vanu 6e3 nocaeacTBUA clief] 1eUeHHe,

Toni kaTo enTpoMbonar HAMa 3HaUMMa HBOpeyHa ekckpels M ce CBbP3Ba BbB BUCOKA CTENEH C
1a3MEHHTE MPOTECHHH, HE C€ OYAKBa XEMOAMAIH3aTa A4 € ¢PEKTHBECH METO 32 3aCWIBAHE HA
€NUMHHHpAHeTO Ha exTtpombonar.

5, ®APMAKOJIOTHYHM CBOMCTBA

5.1 ®apMakOIHHAMHYHH CBOHCTBA
QapMakoTepaneBTHUHA rpyna: KpbBOCHHpaLUH CPEACTBA, APYIH CHCTEMHHK XeMocTaTHu, ATC kon:
B02BX 05

MexaHH3LM Ha AIeHCTBHE

TPO e OCHOBHMAT UMTOKHH, YYaCcTBAalll B peryJjalldaTa Ha MerakapHornoesara v NpoM3BoOLACTBOTO Ha
TpoMOOLIMTH, K € eHaoreHHUMAT aurana Ha TPO-R. Earpombonar B3auMoaeiicTea ¢ TpaHcMeMOpaHHHA
JoMeH Ha yopewikusa TPO-R u HHHLMYpa CUIHAIHK KacKagH, Mogo0OHHU, HO HE HASHTHYHU HA TE3H,
KOHUTO C€ UHUIIHUPAT ¢ eHToreHHus TpoMbonoetud (TPO), unayuupaiiku nposudepanms v
ArdepeHuMaLHg OT MPOreHHTOPHH KIIETKH Ha KOCTHHA MO3BK.

KnuuuuHa eduKacHOCT U He30nacHoCT

IIpoyyeanun npu umynna (nvpeuyna) mpomboyumonenusn (U111

/e ¢aza I1I, pannoMu3upaHu, ABoiiHOCHEenH, 1auebo-koHTpoIHpann npoyuyBaHua RAISE
(TRA102537) u TRA100773B u ase orBopenu npoyusanua REPEAT (TRA108057) un EXTEND
(TRA105325) ca oueHuim 6e30nmacHOCTTA H €()HUKACHOCTTA Ha enTpoMOonar nNpH Bb3pacTHH
nauneHTH ¢ UTI1 ¢ nmpeawectpaio nevenne. Kato uano, exrpombonar € 6un npunoxkeH Ha 277

nauuerTH ¢ UTII1 3a Hali-Manko 6 meceua v Ha 202 nauMeHTy 3a Had-Manko | roauHa. Ilpoyupaxero
daza II c eqno pamo TAPER (CETB115J2411) ouensasa 6bezonacHocTTa M epUKacHOCTTA Ha

earpombonar, KakTo M Bb3MOXKHOCTTa My J1a HHAYLMpa TPaeH OTTOBOP ClieA MPEeKbCBAHE HA
neveHHeTo npH 105 pu3pacTHH nauueHTH ¢ UTI1, kouTo nonyyasaT peUHAUB HIH HE Ce NOBJIHABAT OT
KOPTHKOCTEPOUAHO JICYEHUE OT ITbPBA JIHHHA.

Jlsounocaenu, niayebo-xoOHMpoRUpanu nPOYYEaHUs

RAISE:

197 naumentn ¢ UTII ca pangomusupanu 2:1, earpombonar (n=135) xuM nmnauebo (n=62), H
PaHAOMH3HPAHETO € CTPAaTHPHUHPAHO B 3aBUCHMOCT OT TOBA JAJH € HalpaBeHa CIUIEHEKTOMMA,
NPWIOKEHUETO Ha JieKapCcTBeHH npoaykTy 3a UTII na u3xoaHo HUBO U H3X0OHHA Opoii Ha
TpomGoumTHTe. Jlo3aTa Ha enTpoMOOnar € KOpHrHpaHa npe3 6-MeceyHHs MEPHO/ Ha JICUEHHE Bb3
OCHOBA HA UHAMBH(yanHud Opoi#i Ha TpoMOOLMTUTE NPH BCEKH NAaUHEHT. BcHUKM NasHeHTH ca
3ano4Hanu neuenue ¢ 50 mg entpombonar. Ot 29-Tusa aeH A0 Kpaa Ha JeueHHeTo, 15 no 28% or
NalHCHTHTE Ha JIEYCHHE ¢ exTpombonar ca noAabpXkaHi Ha <25 mg u 29 no 53% ca npuemanu 75 mg.
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OcBeH TOBa MaLHCHTHTE ¢a MOXE/IH 1a HAMANABAT MOCTENECHHO N03aTa Ha CBTLTCTBALUTE
nekapcTBeHH npoAyKTH 3a UTII 1 ca Moxkenu aa nonmy4aBaT CHMIITOMATHYHO JIeHEHHE CMIOpeN
MECTHUTE TEPANEBTHYHH cTaHaapTH. [loeeue OT NoIOBHHATA OT BCHYKH NALUEHTH BHB BCAKa Irpyrna Ha
neucHHe ca OHNK Ha >3 npealtectraiiy neuyeHua 3a UTH u 36% ca umanm npeaiecTaaiua
CIJICHEKTOMMUS.

Mennanara Ha Opos Ha TpoMOOLMTHUTE Ha H3XOAHO HHMBO e Ouna 16 000/ pl B ABere rpyny Ha
nedyeHHe, KaTo B rpynara Ha entpombonar e nogaspkada Haa 50 000/pl npu BcHukH noceleHus no
BpEME Ha JIEUEHHETO OT 15-Tus ieH HaTaThk; 3a pa3jiMKa OT Ta3W rpyna, MeauMaHata Ha Opoki Ha
TpoMOoLuTHTE B r1auebo rpynara e ocranana <30 000/ul no Bpeme Ha 11A10TO NpOYy4YBaHe.

bpoii TpomGoT Mexay S0 000-400 000/ul, 6e3 cnacuTesnHO NeUeHUE € NMOCTUTHAT MPH 3HAYUTETHO
no-rofgM Opoif MaLHeHT! B rpynaTa Ha ieueHye ¢ exTpoMObonar no BpeMe Ha 6-MeceYHHs NEpHOA Ha
neuenue, p <0,001. [eraecer u yeTHpH NpOLICHTa OT NALHEHTHTE Ha JieueHHe ¢ errpombonar 1 13%
OT MalLHEeHTHTE Ha Mauebo ca NOCTUIrHANK TOBA HUBO Ha OTrOBOp Cnel 6 CeAMHULIM Ha JICYEHHE.

CxoneH TpoMOOLIHTEH OTIOBOP € NOAABPKAH M0 BpeMe Ha LIUIOTO [poy4BaHe, Kato 532% u 16% ot
NaUHEHTHTE Ca C€ NOBIHAIIH B Kpas Ha 6-MECEYHHS NEPHOA Ha NEYEHHE.

Tabanua 4 Bropa4aun pe3ynTaTtH 3a epHKacHOCT OT RAISE

Entpomboniar | Ilnanebo

N=135 N=62
KJ104yOBH BTOPHYHH KpaiiHH TOYKH
O061 6poii Ha ceamunuTe ¢ TPpoMOoLIUTEH 6poii
>50 000-400 000/p], cpeneH (SD) | 11,3045 1 24(59)
[NaupmeHTH ¢ 275% OT U3CNEABARUATA B TAPTETHHUA 51 (38) 4 (7)
anana3oH (50 000 no 400 000/ul), n (%)
pmﬁﬂw a {0,001
[NanenTtH ¢ kbpBeHe (Ctenenu 1-4 no C30) no Bedako 106 (79) 56 (93)
BpeMe npe3 6-te Meceua, n (%)
p-CToliHOCT ® 0,012
[TaumenTH ¢ kppeere (Crenenu 2-4 no C30) no Besko 44 (33) 32 (53)
BpeMe npe3 6-Te Mfceua, n (%) 0.002
P-CTOHHOCT
HeobxoauMOCT OT cnacHTenHO aeueHne, n (%) 24 (18) 25 (40)
p-CToiliHOCT * 0,001
[TauueHTH Ha nevyeHHe 3a UTII Ha n3xonHo HHBO (n) 63 [ 31
[TaitHeHTH, KOMTO ca ce OITHTAJIM Ja HAMANAT J03aTa WM Ja 37 (59) 10 (32)
CrpaT TEPANKATA HA H3XOAHO HHBO, n (%) 0.016
p-CTOHHOCT * ’
a JIOTHCTHU4EH PpErpeCHOHEH MOJEN, KOPHTHPaH CIpAMO NPOMEHITHBHTE 34

pPaHAOMH3HpaHe U cTpaTH(PHKALMA

b 21 o1 63 (33%) nauueHTH, NEKYBaHH C eTpoMOonar, NpueManu
nexapcTeeH NpoaykKT 3a UTII Ha H3XOAHO HUBO, CIIPENH NEPMAHECHTHO
BCHYKH NlekapcTBeHH npoaykTu 3a UTII Ha u3xoaHo HHBO.

Ha u3xoano yueo noseue ot 70% ot naudeHTHTe ¢ UTI] BBB BCAKa rpyna Ha JICUEHHE ¢a ChobIunu
3a HAKaKbB BHA KbpBeHe (Ctenenn 1-4 no C30) u croTBeTHO NnoBeye ot 20% ca crodIMnH 34
KJIHHHUYHO 3Ha4HMO KbpBeHe (Crenenu 2-4 no C30). ChOTHOWEHHETO MEXKAY MaliHe YA

¢ entpoMbonar ¢ HAKaxsB BUA KbpBeHe (Cteneny 1-4 no C30) U nauMeHTH Ha JedeH o
enTpoMObonar ¢ KIIHHUYHO 3Ha4uMO KbpBeHe (Crenenu 2-4 no C30) e Hamanano or
npubauszurenHo 50% ot 15-Tug aeH a0 xpad Ha NCYSHUETO NO BpeMeE Ha LenUs 6-Meq 'E
JICUCHHE,
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TRA100773B:

[T pByyHaTA KpaiiHa ToYKa 3a ePHKACHOCT € OKna NPOLECHTHT MAUKEHTH C OTTOBOP, ONpeesieHa KaTo
nauueHTH ¢ UTI], npu kouTo ¢ nManio noeuiliasade Ha 6poa Ha Tpombountutre Ao >50 000/ul Ha aeH
43 ot w3xoaHo HHBO <30 000/ul; nalyeHTHTE, KOUTO Ca NpeBAPHTENIHO HIKTIOYEHH nopaas Opoit Ha
tpoMbouutuTe > 200 000/, ca cudTaHH 3a MAaUHEHTH ¢ OTTOBOP; NALIHEHTHTE, KOHTO €& NMPEKECHAIH
No HAKAKBA Apyra MPHYHHA, Ca CYXTAHH 33 HEOTTOBOPIIIH, HE3aBHCHMO OT Opos Ha TPOMOOLIMTHTE.
O6wo 114 nauueHTy ¢ npeawecTsawmo aeyeHue 3a UTI1 ca 6w panaomusupanu 2:1 entpombonar
(n=76) xpM ranedo (n=38).

Tabnana S Pe3yaTaTth 3a epuxacaoct or TRA100773B

ExrpomMbonar [Inauebo
N=74 N=38

KniouoBs mbpBHYHU KPalHU TOUYKH
[ToaxonaslH 3a aHAIH3 Ha €PHUKACHOCTTA, N 73 37
[MauwmenTn ¢ 6poii Ha TpomboumTrTe 250 000/l cnea
nepuoA Ha npunarane A0 42 auu (cpasHeHo ¢ 6poit Ha 43 (39) 6 (16)
u3xonHo HUBo <30 000/ul), n (%)

p-cToiiHocT <0,001
KnouoBH BTOpHYHH Kpa'ﬁﬁu TOYKH
[TaupeHTH ¢ OLIEHKA Ha KbpPBEHE Ha IeH 43, n 51 30
KupeeHe (Crenenu 1-4 no C30) n (%) 20 (39) 18 (60)

p-CTOHHOCT 0,029

a JIorucTHUYEH perpecHoHeH MOJEI, KOPUTHpPaH CIIPAMO NPOMEHIUBHTE 32

pPaHAOMM3HpaHE U CTpaTHGHKAUMA

N B aeete npoyusannd, RAISE n TRA100773B, ortroBopbT KbM enTpoMOonar, B CpaBHEHHE C
rianebo, € OW cxoleH, HE3aBHCHMO OT U3MON3BaHMs IeKapcTBeH npoaykT 3a UTII, nannuuero nnu
JIMNCATA HA CIUIEHEKTOMMSA M H3XOJHOTO HUBO Ha Opoa Ha TpoMbouuTuTe (<15 000/pl, >15 000/ul)

NpH paHAOMHU3IKPAHETO.

B npoyusanusaTa RAISE u TRA100773B, B noarpynara na nauenture ¢ UTI1 ¢ usxonex 6poit Ha
TpomOGouutuTe <15 000/pl, Mequanara Ha 6pos Ha TPOMOOLIMTHUTE HE € JOCTHIHAJIA TAPreTHOTO HHBO
(>50 000/ pl), Bbpexn 4e 1 B ABeTe npoyuBaHus 43% OT TE€3W NALMEHTH, IEKYBaHu ¢ enrpombonar,
ca ce MOBIHAIH cnea 6 ceaMHuuM Ha eueHue. OceeH ToBa B wanuTeaHeTo RAISE, 42% ot nanueHTHTE
¢ u3XxoAeH Opoit Ha TpomOouuTuTe <15 000/1l, nexysanu ¢ entpombonar, ca UMalIHu OTTOBOP B Kpast Ha
6-MeceuHus nepuos Ha nedeHue. 42 10 60% ot yyactHuumTe B npoyusaHeTo RAISE, na neuenue ¢
enTpoMOonar, ca npdeMany 75 mg ot AeH 29 10 Kkpas Ha JICYEHHETO,

OmKkpumu HeKOHMPORUPAHYU RPOYYEAHUA

REPEAT (TRA108057):
ToBa OTKpHUTO NPOYYBAHE C MHOTOKPAaTHO Npunarade (3 HHKeIa OT 6 ceAMHLIM Ha NIeYEHHE,

nocneaaHy ot 4 ceaAMHL 6e3 JieueHHe) e NoKas3ajo, Ye eNH30AMYHO MPHICKEHHE Ha eTpoMbonar ¢
MHOTOKPaTHH KYpPCOBE He MoKa3pa 3aryba Ha OTrosop.

EXTEND (TRA105325):
Entpom6onar e 6un npunoxen Ha 302 naudeHTu ¢ U TI1 B ToBa oTKpHTO pasisupeHo
NaseHTH ¢4 3aBbpHIn | roauHa, 180 ca 3apbpinwin 2 roaunu, 107 ca 3asbpuinim /
3aBLPUIAIH 4 rOJBHH, 34 ca 3aBBPIIAAK 5 roiMHH H 18 ca 3aBBpIIKWIH 6 roauHH. Mg
Ha TpoMOOLIMTHTE Ha H3X0AHO HHBO € Onna 19 000/pl npeau npunoxkeHUeTO Ha ENTY

er
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MeanaHata Ha Opos Ha TpoMOouuTuTe Ha 1-Ba, 2-pa, 3-Ta, 4-T4, 5-T4, 6-Ta ¥ 7-Ma rOAMHA OT
npoyusasero € 6wna crorBeTHO 85 000/, 85 000/ul, 105 000/pl, 64 000/ul, 75 000/pl, 119 000/ul n
76 000/pl.

TAPER (CETB115J2411):

Tora e npoyuBane ¢a3a Il ¢ eaHo pamo, Bkmousamo nauveHTy ¢ UTII, nexysanu ¢ errpombonar
cliel HeycnelHO KOPTHKOCTEPORIHO JICYCHHE OT ITbPBa JIMHHA, HE3aBHCHMO OT BPEMETO cJiel
nocTapsHe Ha AuarHo3ata. O6mo 105 nauueHTH ca BKIIOYEHH B MPOYYBAHETO H €A 3aNOYHAIN
nevyeHHe ¢ earpoMbonar 50 mg BegHBK AHEBHO (25 mg BEAHLXK JHCBHO 338 NAUWECHTH ¢ H3TOYHO
/tOrOM3TOYHOA3HATCKH rpousxon). Hozata errpombonar € kopurupaHa no BpeMe Ha nepuoaa Ha
JICYEHHNE Bh3 OCHOBA HA HHAWBHAYAITHHUA Opoi TpoMOOLIMTH C Lie)1 MOCTUTIaHE HUBO Ha TpoMbounTHTE
>100 000//pl.

Ot 105-Mara nalMeHTH, KOHTO €a BKIIOYEHH B MTPOYYBAHETO U KOMTO Ca MOMYUYUIH NOHE €HA /1034
enrpombonar, 69 nauyeHTH (65,7%) 3aBbpliBaT neyeHuero, a 36 naunenty (34,3%) npexbeBar
J€YeHHETO Ha PaHeH eTarl.

AHa/Iu3 Ha TpalHHHUA OTIOBOP CJiel CIIMPAHE Ha JICUCHHETO

[TupByyHaTa KpafiHa TOUKa € NMPOLEHTHT NALHEHTH ¢ TPACH OTrOBOP Clie CNHPaHE HA TCUCHHETO IO
Mecen 12. TlauueHTHTE, KOMTO ca JOCTHUrHanu 6poit Ha TpomGounTHTe =100 000/1l U OGpoaT Ha
TpoMbouuTHTE Cce 3ana3pa okonao 100 000/pl B npoanmkenue Ha 2 Mecena (6e3 cTORHOCTH NoJ

70 000/ul), oTroBapaT Ha YCNOBHATA 3a HAMAIABAHE HA A03aTa Ha enTpomOonar ¥ NpeKbLCBaHe Ha
JICYESHHUETO. 3a a ce MPHEME, Y€ € MOCTUIHAT TPaeH OTrOBOP CNE JICYCHHETO, NALMEHTET TPAOBa aa
noaaspxa 6poi Ha TpoMObourtHTe >30 000/ul npy nunca Ha KbPBEHE WIIH NPHIAraHe Ha CIMIAaCHTETHO
JIeYeHHKe, KaKTO M0 BpEME Ha MEPHOAa Ha HAMaJIBAHE HA 103aTa, TAKA U CJIEA NPEKbCBAHE Ha
nedeHnero a0 Mecen 12.

ITpoALIKHATENHOCTTA HA HAMAJIABAHE Ha J03aTa ¢ HHAMBUAYANH3IMPAaHa B 3aBUCHMOCT OT HayanHaTa
71034 K OTroBOpa Ha nauMeHra, CeraacHO cxeMara 3a HaMaIgBaHe Ha 103aTa ¢¢ npenopLyuBa
NOHWXXaBaHe Ha J103aTa ¢ 25 mg Ha BCEKH 2 ceAMHLIH, ako OpoAT Ha TpoMboumTrTe € cTabunen. Cnex
KaTO AHEBHATA 1034 € HaMaJIeHa [0 25 mg 3a NepHoA OT 2 CEAMHULH, CJIE€ TOBA CE NpMHiara 1o3a

25 mg npe3 AeH B NPOARDKEHHE Ha 2 CeAMHLM 10 NIpeKbCBaHe Ha JieueHueTo. I1pH nauveHTHTe ¢
M3TOYHO-/1OTOH3TOYHO-a3HATCKH NMPOH3X0A HAMAJIABAHETO € M3BLPUICHO HA NMO-MAJIKH CTHIKH OT

12,5 mg Ha Bcaka BTOpa ceaMuua. B ciryyal Ha BB3HMKBaHe HA peuuauB (aedrHUpaH Karo Opoit Ha
TpoMOGounTHTe <30 000/ul) Ha naumenTHTE Ce npegiara HOB Kypc enTpoMbonar ¢ noaxoadua
HavajiHa 4o3a.

OcempaeceT ¥ aeBeT nauueHTH (84,8%) nocrurar meneH orrosop (bpoii Ha TpombouMTUTE

>100 000/ul) (Ctenka 1, Tabnuua 6), a 65 naumerTH (61,9%) 3ana3Bar MLIHUA OTTOBOP HAN-MANKO

2 Mecella, kaTo OpoaT Ha TpoMbouuTuTe He cnaga noa 70 000/ul (Crenka 2, Tabnuua 6). [pu
yeTHpHUAECeT H YeTHpH naumeHTH (41,9%) € 6110 BB3MOXKHO 1a ce HaMalld no3aTa Ha entpombonar
10 MOCTHraHe Ha NPEeKbCBAHE HA JIEYCHUETO, KATO OpoAT Ha TpoMOouMTUTE ce 3ana3ea =30 000/ul npu
JINNCa HAa KbPBEHE WIH NMpWIarale Ha cnacuresiHo nedyeHue (Ctenka 3, Tabnuua 6).

[IpoyuBaHeTO MOCTHUra MbPBUYHATA CH LIEJ1 KATO AEMOHCTPHpA, 4e enTpoMbonar Moxe 1a HHAyLHMpa
TpaeH OTroBOP CleA CIIUPAHE HA JIEYEHHUETO TIPH JIKNCA HA KBPBEHE HWIH NMPUIIAraHe Ha CNAacHTENTHO
nedenue a0 Mecen 12 npu 32-ma ot 105—1e Bknouenu naumenty (30,5%; p<0,0001; 95% CI: 21,9,
40,2) (Cmenka 4, Tabnuua 6). [Io Meceu 24, 20 or 105-te BknioyeHy nauneHTH (19,0%; 95% CI.:
12,0, 27,9) 3ana3eat TpaeH OTrOBOp Cl€]l CIIKPAHE HA JICYUEHHETO IPH JIMIICA HA KbPBEHE WIH
npuiarade Ha cniacuTenHo nedeHue (Ctonka 5, Tabnuua 6).

MeauaHaTa Ha NpOABDKHTETHOCTTa Ha TPAKHMA OTT'OBOP CJie] NMPEKbCBaHe Ha feue /
Mecen 12 € 33,3 cepmMuuu (MHHUMYM-MaKCUMYM: 4-31), a MeaHaHaTa Ha NPOAE
TPpaHHUA OTTOBOP CJIEI NPEKBCBAHE Ha Je4deHueTo a0 Mecew 24 ¢ 88,6 ceamuum
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(MUHAMYM-MaKcRMyM: 57-107).

Cnen HamMansiBaHE Ha A03aTa H NMPEKbCBAHE HA NeYEeHUETOo ¢ eaTpoMOonar npy 12 nauueHTH uma
3ary0a Ha OTroBop, 8 OT TAX 3an04YBaT OTHOBO NPHEM Ha eJITpoMOoNar 1 rpH 7 UMa BE3CTAaHOBABAHE
Ha OTroBOpA.

[1o Bpeme Ha 2-roAMIIHAMR NEpHMOA Ha npocneassaHe, 6 ot 105-t¢ nauuenTH (5,7%) noayuyasar
TpoMOoeMbBonnuHH cbOXTHA, KaTo OT TAX 3 mauueHTH (2,9%) nomyuaeat aAbnboka BeHO3Ha TpoMOO3a,
1 naunent (1,0%) noryuaBa NoBLPXHOCTHA BeHO3HA TpoMOo3a, 1 maumeHT (1,0%) nony4yasa
TpoMO03a Ha KaBepHO3HHA cHHYC, | naumeHT (1,0%) nomyuasa HepebpoBacKyiapeH HHUHACHT H

1 nauent (1,0%) nonyyasa 6enoapoben eMOonu3bM. OT 6—1€ nalMeHTH, 4 NaUUEHTH MOTyYaBat
TpoMOoeMOONHYHH CHOMTHA, KOUTO ca choOLIeHH KaTo CTeneH 3 Wi Nno-BHCOKa, a 4 MalHeHTH
nosy4yasaT TpoMOoeMOOIHYHH chOUTHA, KOKTO ca ChoOLIeHH KaTO cepuo3HH. He ce chobinaea 3a
CJTyYaH C JIETAJIEH H3XOA.

Heazecer ot 105 naupenTH (19,0%) nomyuyasat J€KH A0 TEAKH XeMOpParu4Hyu ChbOMTHA, A0KATO
NpHEMAT JICUEHHETO, MPEeAHN Ja 3alo4He HaManaBaHeTo Ha ao3arta. [let or 65 naumentu (7,7%), kouto
ca 3aMnoYHald HaMansBaHe Ha J103aTa, NOIY4YaBaT JIEKH 10 YMEPEHH XeMOpariiH1 ChOHTHS M0 BpeMe
Ha MepHo/a Ha HaMaJIsiBaHe Ha Jo3aTa. He ca Bb3HMKHAJIM TEXKH XeMOparuyH1 chOUTHA No Bpeme Ha
nepuoAa Ha HaMaJiABaHe Ha Ao3ara. JiBama ot 44 nauueHTH (4,5%), NpH KOKHTO A03aTa € HAMaNeHa K
JIEYEHHETO ¢ eNITpoMOONAar € NpeKhCHATO, NOMY4YaBaT JIEKH 10 YMEPEHHU XeMOparHyHu cbOHTHS cnen
npexKbeBaHe Ha eueHnero no Meceny 12. 1o BpemMe Ha TO3U nepHOA HE € Bb3HHKHAIO TEXKKO
XeMoparuuHo cs6uTHe. HHKO# OT nauueHTUTE, KOUTO NPEKBCBAT MPHEMa Ha enTpombonar M ca
BKJIIOYEHH BBB BTOpATa rOAMHA Ha NpOCieAABaHe, HE MOTy4aBaT XEMOPArnyHo cs0HTHE NO BpeME Ha
BTOpaTa roguHa. Jlgse cxburus Ha BpTpeUepeneH KPbLBOMIHE C JICTANICH H3XO0J ca ChOOILEHH 10 BpeMe
Ha 2-rOAMILIHHA NEPHOA Ha npocneasBane. U asere chOMTHA BL3HUKBAT MO BPEME Ha JIEYEHHETO, HE B
KOHTEKCTa Ha HamMasfBaHe Ha ao3ata. CrOUTHATA HE Ce CUMTAT 3a CBbP3aHH € NIEKapCTBOTO 10
NpOYUYBAHETO.

LianocTHHAT aHanN3 3a 6€30MacHOCT CHOTBETCTBA HA NPEAXOHO ChOOLIIeHUTe NaHHH W OL{€HKaTa
PHCK-II0JI3a OCTaBa HENpPOMEHeHa 3a ynorpebara Ha enrpombonar npy naunedTn ¢ UTIL.

Tabauma 6 - [IponeHT HA NALMEHTHTE ¢ TPACH OTTOBOP CJIEA CIHPAHE HA JEICHHETO HA
Mecen 12 n na Mecen 24 (usaarta anaansupana rpyna) 8 TAPER

BcHuku naitHeHTH IIpoBepka Ha XHMoTe3a
N=105
n (%) 95% CI p-ctoliHOCT | OTXBBPIICHH
HO

Crenka 1: [TauueHTH, KOHTO ca JOCTHranu 89 (84,8) | (76,4,91,0)

bpoii Ha

TpomborruTe >100 000/pl nose BeaHbk _ _

Ctenka 2: [TauMeHTH, KOWTO NOMTBPIKAT 65 (61,9) | (51,9,71,2)

crabunen Opoii Ha TpoMOOLMTHTE B
NPOALBKEHHE HA 2 Mecelia cnen
nocturane Ha 100 000/ul (6e3 cToiiHoCcTH

<70 000/pl)

Crenka 3; HanueHTH, IIpH KOHTO € 610 Bb3MOXKHO | 44 (41,9) (32,3, 51,9)
Ia C€ HaMaJIy Ao3aTa Ha eaTpombonar ao
NpexbCBaHe Ha

JICUEHHETO, KATO OpOAT HA TPOMOOLIMTHTE Ce
3ana3sa >30 000/ul mpu aunca Ha xepBEHE HIH
| MpUNIaraHe Ha HAKAKBO CNACHTENHO JICUEHHE

Ctonka 4: [TanpeHTH ¢ TpaeH OTTOBOp cnejl 32 (30,5) | (21,9, 40,2)
CIIMpaHe Ha neYeHueTo a0 Mecew 12, npu
kouTo 6posaT Ha TpoMboLHTHTE ce 3ana3Ba >30
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000/l mpr nunca Ha KbPBEHE WIHN NIpHJIaraHe
Ha HIKAKBO CITACHTENHO JieUeHHe _
Ctbnka 5: [1auHeHTH ¢ TPaeH OTTOBOp Cllea 20 (19,0) | (12,0, 27.9)
cnupaHe Ha JeueHuero oT Mecen 12 no Meceu 24,
NPH KOHTO

OposaT Ha TpombouuTHTE ce 3anaszea >30 000/pl npH
JIAFICA HA KbPBEHE WIH NPHIAraHe Ha HAKAKBO
CIIACHTEJIHO JICUCHHE

N: o611 6poit naieHTH B rpynara 3a nedeHde. ToBa € 3HaMEHATENAT, H3ION3BAH NPH HIYHCIABAHE HA MPOUSHTHTE (o).

n; 6po#l nalHeHTH B CHOTBETHATA KATEMOPHA.

05% CI 3a yecToTaTa Ha PASIPEACICHHE € N3THUCIEH YPE3 HITI0I3BAHETO HA TouHUA MeTod Ha Knomsp- [Tuspern (Clopper-
Pearson

exact method). TecTsT Ha Knomsp- TIMBPCLH € W3NOr3saH, 3a a CC H3CICABA ZAIH IPOUESHTLT Ha pecnioHacpute € >15%. Cl
H p- CTOHHOCTUTE Cca ChOOIIEHN.

* O0o3HauaBa CTATUCTHYECKA 3HAYHUMOCT (SAHOCTpaHHo) npH HUBo (0,05,

PesynTaTi OT aHANK3a HA OTrOBOPA KbM JICYEHUETO NO OTHONIEHHE HA BPEMETO CJIeA TIOCTABAHE HA
anarno3zata UTI1

[TpoBeneH € ad hoc aHanu3 Ha Bcuuky n=105 nauHeHTH N0 OTHONIEHHE HA BPEMETO CJIEA NOCTABAHE
Ha aquarnozara UTTI, 3a na ce oneHy OTroBOpa KbM eaTpoMGonar npyu 4eTHPH paliHiEHA BpEMEBH
KaTeropHH cjea nocTaBare Ha quarHosara UTII (HoBoanarnocTrumpana UTII <3 mecela,
nepcucTpawa UTII 3 no <6 meceua, nepcuctupaita UTIT 6 no <12 meceua u xponuyna UTT]

>12 meceria). 49% ot naumenTuTe (n=>51) ca umanu nocraseHa auarHosza UTII ot <3 meceila, 20%
(n=21) ot 3 no <6 Mecena, 1 7% (n=18) ot 6 no <12 meceua 1 14% (n=15) or >12 meceua.

Ilo narara Ha 3aKMouYBaHe Ha naHHHTe (22 okToMBpH 2021 r.) naunMeHTHTE ca HMAIH €KCIO3HLIHA Ha
entpoMbonar ¢ MeauaHa Ha npoAwnKHTENHOCT (Q1-Q3) 6,2 Meceua (2,3-12,0 meceua). MeanaHara
(Q1-Q3) na 6pos TpombouuTH Ha M3xoaHo HUBO € 16 000/p] (7 800-28 000/l).

OTroBop KhLM JIeYeHHETO, onpeaeneH ot 6pos Ha TpoMboLHTHTE, neduHHpaH Kato bpol TpoMOOLIMTH
>50 000/l none Beansxk no Ceamuua 9 6e3 cnacHTENHO eueHHe, € nocturaat npu 84% (95% CI:
71% no 93%) ot HoBoauarHocTHUKpaHuTe nauneRTd ¢ UTI1, 91% (95% CI: 70% no 99%) n 94%
(95% CI: 73% no 100%) ot naunenture ¢ nepcuctipaiua UTII (1.e. ¢ anarnosa UTTI cworeerno 3 no
<6 Meceua ¥ 6 A0 <12 Meceua) n npu 87% (95% CI: 60% no 98%) or naunenrture ¢ xpouuuda UTTL.
YecToTaTa Ha ITHJIEH OTTOBOP KbM JieueHHeTo, AerHrpana kato 6poit tpomboupTu =100 000/ul none
peadbK 10 Ceamuua 9 6e3 cnacurenHo aeuenue, € 75% (95% CI: 60% no 86%) npu
HosoAHarHocTHitupaHH nauueHTH ¢ UTTL, 76% (95% CI: 53% no 92%) n 72% (95% CI1: 47% no
90%) npu naipeHTy ¢ nepcuctupaina UTII (¢ auarnoza UTII chorBeTHOo 3 10 <6 Meceua 1 6 Ao

<12 mecewa) H 87% (95% CI: 60% no 98%) npu naumesT ¢ xponuuna UTII.

YecToTaTa Ha TPacH OTTOBOP KbM JleueHneTo, aedunupal kato Opo# tpomborntn 250 000/pl 3a noxe
6 ot 8 nocaeaBalH OLEHKH 6€3 CNIACHTENIHO IcUeHHE 10 BpEME Ha ITEPBHTE 6 Mecella B NPOYHBAHETO,
e 71% (95% CI: 56% 10 83%) npu HoroauarnocTHuHpaHu nanuentu ¢ UTIL, 81% (95% C1: 58% no
95%) U 72% (95% CI: 47% no 90,3%) npu naumenTtH ¢ nepcuctupaina UTII (¢ aardoza UITII
CBHOTBETHO 3 A0 <6 Meceua u 6 no <12 mecena) 4 80% (95% CI: 52% no 96%) npu nauHeHTH ¢
xpouuuHa UTT1.

[Tpu ouenssane cnopen Ckanara 3a kbpeHe Ha C30 (WHO Bleeding Scale) crorHOLIEHHETO Ha
HosoauarsocrHlMpany naunenTd ¢ UTT u nausenTv ¢ nepcuctupaina UTII 6e3 kppBeHe Ha
Cenmuiia 4 e B nuanasoHa ot 88% mo 95%, cnipamo 37% 10 57% Ha U3XOOHO HHUBO. 38 MALIUEHTHTE C
xponnyHa UTTI 1o e 93%, cnpamo 73% Ha W3XOAHO HHBO.

BezonacHoctTa Ha entpombonar ¢ cxoaHa npu BcuukH kateropuy UTII u croTBeTCTRA
My npo¢i1 Ha 6€30MacHOCT.

He ca npoBexnaHH KIMHHYHH NPOY4YBaHHUA, KOUTO 1a CPaBHAT enTpomMOonar cnpam
3a leueHHe (Hanp. cruieHeKTomMKa). [peay 3anoyeane Ha Teparnug, TpaOBa Ja ce UM
ABIrocpoyHara 6€30NacHOCT Ha enTpoMbonar.

28



Heouampuuna nonyaayua (na evpacm om 1 0o 17 200unuy)

BesonacHocTTa M €PMKACHOCTTA Ha enTpoMOONar Npy neANaTPHYHH NALMEHTH Ca U3CNEABAHH B ABE
MPOy4BaHHUS.

TRA115450 (PETIT2):

[TopBHYHAaTa KpaiiHa TOYKA € TPaeH OTrOBOP, ACPHHHPAH KaTo NPOLUEHTA NALUKUEHTH, NOTy4aBallly
enTpoMOonar, B cpaBHeHHe ¢ ranedo, nocturaiiku 6po# Ha TpombomTute > 50 000/l 3a Hali-manko
6 ot 8 cenMHILM (NPH THIICA HAa CIIACHTEJIHA TEPAINKA), MEXAY CEAMHLUM 5 a0 12 no BpeMe Ha
ABOHMHOCHENHA paHAOMK3HpaH nepuoa. [lanMenTuTe ca AHarHOCTHUMpPaHU ¢ xpoHuWyHa U111 B
NpoABL/LKEHHE HA Hai-Manko | roanHa u ca pedpakTepEH HIH peLMIMBHpPAallH Ha TTIOHE €4HA
npemuectraina Tepanus ¢ UTI1 win He morar aa npoasipkart aApyry jJeyenus Ha UTII no
MEIMUMHCKHY NPHUMHH U HMaT Opoii Ha TpombGoumTuTe < 30 000/pl. leBeTnecer u ABaMa MalMeHTH ca
PaHAOMH3HPaHH OT TPH BB3pacTOBH KOXOPTHH rpyn# (2:1) Ha eatpombonar (n=63) uau ranedo
(n=29). llozaTa Ha enTpombonar Moxe Ja ce KOPHrHpa Bb3 OCHOBA Ha MHAMBHAYaNHMUS OpoH

TPOMOOLIMTH.

Karo 1110, 3HaYHTEJIHO NO-TroJiAMa YacT OT nauMeHTHTe Ha enTtpoMOonar (40%) B cpaBHEHHE ¢
nauueHTHTEe Ha w1anebo (3%) ca NnoCTHrHaiIn MbpBHYHATA KpalHa TOYKA (CbOTHOLICHHE Ha
mwancosere: 18,0 [95% CI: 2,3, 140,9] p <0,001), xoaTO € CXOAHA B TPHTE BB3PACTOBH KOXOPTH
(Tabnuua 7).

Tabaana 7 CTeneH HA NOCTHIHAT TPA€H OTIOBOP NO OTHOIEHHE HA
TPOMOOMBTHTE 110 BL3IPACTOBH KOXOPTH NPH
neAHATPHYAN NaunenTH ¢ xpoununa UTII

EnrpombGonar [Lnaunebo
n/N (%) n/N (%)
[95% CI] _ [95% CI]
Koxopra 1 (12 no 17 roausu) 9/23 (39%) 1/10 (10%)
[20%, 61%] [0%, 45%]
Koxopra 2 (6 1o 11 roannHn) 11/26 (42%) 0/13 (0%)
[23%, 63%] [N/A]
Koxopra 3 (1 oo 5 roquHM) 5/14 (36%) 0/6 (0%)
[13%, 65%] [N/A]

CTaTHCTHYECKH TTO-MAJIKO MALMEHTH, NPUEeMaLLIH eTpoMOorar, ca ce Hy>KAAellH OT
*KMBOTOCTIACABALA TEPANHA M0 BpeMe Ha NEPHOAA H8 PaHAOMH3ALK CTIPAMO NAalMEHTHTE, NPHEMALIH
raneto (19% [12/63] cnpamo 24% [7/29], p=0,032).

Ha usxoano HuBo 71% oT naupenTHTe B rpynata Ha earpombonar u 69% B rpynara Ha auebo
cboOwnaBat 3a KepBeHe (C30 Crenenu 1-4), Ha ceamuna 12 npoueHTHT Ka nauMeHTHTE, NpHeMally
enTpoMbonar W ceob1asally 338 KbpBEHE, € HAMaNU1 HANOAOBHHA CIIPAMO U3XOAHATa CTOHHOCT
(36%). 3a cpaBHeHKE Ha ceaMHuLa 12 55% ot nauMeHTHTE, NMpHeMaiuy naauedo, crobluaBar 3a
KbpPBEHE.

Ha naumeHTUTe € OWIO NO3BOACHO Aa HAMANAT WM cnipaT TepanuaTta 3a M TII Ha u3xoaHo HHBO camMo
O BpeMeE Ha o'ncpmaTa cl)aaa Ha npoyuBaHeTo ¥ 53% (8/15) ot naunenTuTe ca Own B CHCTO!

6e3 na ce € Hanarana >KMBOTOCMACABAallA TEpanus.

TRA108062 (PETIT):
[TupBruHaTa Kpaiina Touka € NpOLUEHTHT NaLMEHTH, NOCTHIrHaNu Opol Ha TpoMboO



NoHe BEAHEX Mexay ceaMuuH 1 u 6 o nepuoaa Ha panaomusauus. [lauuenture ca ¢ auarsosa UTTI1
OT NoHe 6 Mecella U ¢a pePPAKTEpPHH HIH ¢4 HMAINH PELIMANB [IPH MOHE €AHO NPEAILECTBALIO JICYEHHUE
Ha UTII u ca umanu Opoii Ha TpomGonruTe <30 000/pl (n=67). ITo BpeMe Ha nepuona Ha
pPaHAOMH3aLMs MALMEHTHTE Ca CTpaTH(ULMPaHH MO BB3PACT B TPH KOXOPTH K paHOOMH3HpaHH (2:1)
Ha entpomMbonar (n=45) nimu mwaue6o (n=22). Jo3zata Ha entpoMbonar e Moxeno aa Objae KopHrupaHa
Bb3 OCHOBa Ha HHAWBHAYAIHUS Opoil Ha TPOMOOLIUTHTE.

KaTo uano, 3HauMTEeNHO NO-BHUCOK MPOLEHT OT MALKMEHTHTE, NpUeMaLly enTtpoMbonar (62%), cnpamo
nalMeHTHTe, NpyuemMallH ranedo (32%), nocturat MppBHYHATa KpahHa TOYKa (CHOTHOLLCHHE Ha
waHcosete: 4,3 [95% CI: 1,4, 13,3] p=0,011).

Tpaen orrosop ce Habmogapa npH 50% OT MEPBOHAYANTHO OTTOBOPHJIMTE B NMpoALIXKeHHue Ha 20 ot 24
ceamuiH B npoy4Banero PETIT 2 u B npoawnkenue Ha 15 ot 24 ceamuuM B npoyusanero PETIT.

IIpoyysanus npu mpomboyumonernus, acoyuupana ¢ Xxporuyer xenamum ¢

EdukacHocTTa M 6€30nMacHOCTTa Ha enTpomOonar 3a JieueHHe Ha TPOMOOLIMTONEHUS NTPH MALMEHTH C
HCV nH$pexLna ca OLEHSHH B ABE PAHAOMUW3HPaHM, ABOHHOCIIENH, NNaLeb0-KOHTPOIIHPaHHK
npoyusaHnsi. B ENABLE 1 3a npoTHBOBHpPYCHO JieueHHE ca U3N0J3BaHH NErMHTEpGEpoH anda-2a
iroc pubasupuH, a B ENABLE 2 ca usnonssaud neruarepdepon anga-2b numoc pubasupsn.

[laiHeHTHTE HE Ca NPUEMANTH HPEKTHO ACHCTRAIIM IPOTUBOBHPYCHH cpeacTea. M B apere
Mpoy4YBaHHA, NalMeHTHTE ¢ Opoii Ha TpomOboumtHTe <75 000/1] ca Ounu BKIIOYBAHH H pa3npeaensiHy
Ha rpynu cnopea Opos Ha TpoMSouprrrTe (<50 000/l 1 250 000/ul no <75 000/ul), ckpuHuHroBara
HCV PHK (<800 000 IU/ml u 2800 000 IU/ml) u HCV renotuna (resotun 2/3 u reHotun 1/4/6).

H3xoaHUTe xapaKTepHCTHKH Ha 3a6onaBaneTo ca OWK CXOHH B ABETE MPOYUBAHHA H Ca OTTOBapsIH
Ha MONyJauuA NalHeHTH ¢ KoMNeHcHpad xenatuT C W uMpo3sa. I1o-ronsMa 4acT OT NauneHTHTE ca
61nn ¢ HCV rexotun 1 (64%) 1 ca iMainn csbp3ann ¢ubposza/umposa. TpuliceT ¥ €AMH BPOLIEHTA OT
naLHeHTHTE ca 6uaK Ha npenwecTraina repanus 3a HCV, rnaBHo nerunvpaH HHTep¢epOH UIIoC
pubaBupuH. U3xoauuar 6poii Ha TpomOGouuTHTE (MeanaHa) € Oun 59 500/ul npy asere rpynu Ha
nedenne: 0,8%; 28% u 72% ot BoOUYeHUTE NALUMEHTH ca UManH O6poii Ha TpOMOOLIMTUTE CBOTBETHO

<20 000/ul, <50 000/ul u >50 000/pl.

[IpoyuBaHusATa ca ce CHCTOAIM OT JiBe (a3 — paza npeaM BIIIIOUBAHE HA MPOTHUBOBUPYCHO JICYEHHE
da3a ¢ npoTHBOBHPYCHO JieueHre. BLB dazaTa npeau sKIOUBAHE HAa MPOTHBOBHPYCHO JICUCHHE
NalMEHTHTE Ca NoJy4YaBand enTpoMbonar Ha OTBOpPEH MPHHLMI 3a NOBUIaBaHe Ha Opod Ha
TpomboumtTe A0 =90 000/ul npu ENABLE 1 u >100 000/pn]l npu ENABLE 2. Meauasara Ha
BpPEMETO 3a AOCTUIaHe Ha TapreTHUs Opoi Ha TpoMboiwTrTe >90 000/u] (ENABLE 1) wn 2100
000/ul (ENABLE 2) € 2 ceaMHuUM.

[TepeuuHaTa KpailidHa TOYKa 3a e(PHKACHOCT 34 ABETE MPOYYBAHHA € OWla TpaeH BUPYCOJIOTHYEH
orrosop (SVR), onpeaeneH KaTo NpoueHT nauueHTH, npy KouTo He ce orxpuBa HCV-PHK Ha 24-tara
ceAMHLA CieR 3aBbPUIBAHE HA TUTAHHMPAHUSA EPHOA HA JIEYEHHE.

H B gsete npoyuyeanud np¥ HCV 3HaUHTENAHO NO-ronsama 4acT OT NalMEHTHTE, JIEKYBaHH ¢
exrpombonar (n=201, 21%), ca aocrvrHanu SVR, B cpaBHeHHe ¢ JeKyBaHHTe ¢ 1u1auebo (n=65, 13%)
(k. Tabnuua 8). INoaobpeHneTo npHu Ta3m 4acT OT NALMEHTHUTE, KOMTO ca AoCTUrHanu SVR, e 6uno
CBHOTBETCTBALLO BbB BCHUKH FOArPYNH Ha paHAoMHU3upaHe (H3xoneH Opoi Ha TpombouuTrTe (<50 000

1/4/6)).




Tabauna 8 Bapycoaorauen orrosop npa HCV nannents 8 ENABLE 1 1 ENABLE 2

CGopnu AanHH ENABLE 1* ENABLE 2°

[TaipeHTH,
NOCTHrallH 1 439/1 520 (95%) 680/715 (95%) 759/805 (94%)
TaprereH Hpoit
TPOMOOLIMTH U
3aM0OYBalliH

IIPOTHBOBUPYC
H&T@panﬂﬂ'

Earpombonar | Ilnaunebo | Earpom- | Ilnanebo | Earpombonar |ILnanebo
bonar
O6m Opo# n=956 n=485 n=450 n=232 n=506 n=253
NANHEHTH,
BJIH33IIH BLB
dazaTa na
NpOTHBO-

BHpPYCHA
TePAnHA

% NANHERTH, XOCTHIMAIIH BHPYCOJIOrHYEH OTIOBOP
O6m SVR' 21 13 23 _ 14 19 13

HCV PHK
2esomun

Tenotun 2/3 | 35 25 35 24 34 25

["'eroTHN 15 8 18 10 13 7
1/4/6*

Huea na
anbymum ©
<35g/1 11 8
> 35¢g/1 25 16
MELD cxop® _
>10 18 10
<10 23 | 17
a EnTpoMbonar, npunaran B KoMOHHallH4 ¢ neruHTepdepoH anda-2a (180 ug seansxk
ceaAMUYHO 3a 48 cenMuLuM 3a renotun 1/4/6; 24 ceaMuum 3a redorun 2/3) nmoc pudasupuH (800 ao

1 200 mg nHeBHO NMEpOpaIIHO, pa3fe/icH® Ha ABa MpUeMa)

6 Entpombonar, npuiarad B koMOHHalmMa ¢ neruHrepdepoH anda-2b (1,5 pg/kg Beanbx
ceAMUYHO 3a 48 ceaMuLM 3a reHoTun 1/4/6; 24 cepmunu 3a reHotnn 2/3) mmoc pubasupun (800 ao 1
400 mg AHEBHO NepopaHO, pa3ie/IeHH Ha JABa NMPHEMA)

B TapreTuuar 6poii TpombouTi € 61n >90 000/ul 3a ENABLE 1 u1 >100 000/ul 3a ENABLE 2.
B ENABLE 1, 682 naunseHTH ca paHaOMHU3HpaHH BLB ¢a3aTa Ha NPOTHBOBHUPYCHO JIEYEHHE; B
nocaeacTsue obave 2-Ma NaUMEHTH €& OTTErWIH MHGOPMHPAHOTO CH CbIJIacHE NPEAH [a 3aMoYHaT
NMPOTHBOBHPYCHO JICYEHHE,

r p-croifHOCT <0,05 32 enrpoMbonar cnpsamo niauedo
il 64% ot nauveHTHTe B ENABLE 1 4 ENABLE 2 ca 6unM resorun |
e Post-hoc aHanus

Ipyru BTOpHYHH HaXOIKH OT MPOYUBAHHATA BKIIOYBAT: 3HAYUTEIIHO MO-MAIKO MALMEHTH HA JiIEeYEHHE
¢ enrpombonar ca NpeKbLCHaNM APOTHBOBHPYCHATA TEPATTHA NPEXASBPEMEHHO, B cpaBHeHHe
rnauedo (45% cripamo 60%, p=<0,0001). ITIpu no-rongmMa 4acT OT NALUMUEHTHTE HA € -/-, c:r‘{mr Hq
€ HATOXKMAO0 HAKAKBO HaMallABaHE Ha 103aTa Ha MPOTHBOBUPYCHATA TEparus, B CpaBk AL
(45% cnpsimo 27%). Jleuenuero ¢ enrpoMbonar ¢ 3a6aBino U HaManuiIo ciryyaure Ba f§
A03aTa Ha FCTHHTEPPEPOH.
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5.2 @apMaKOKHHeTHYIHH CBONHCTBA

DapMakOKUHETHKA
JlaHHHMTE 3a r1asMeHa KOHLEHTpAallMA - BpeMe Ha enTtpoMbonar, noryderH ot 88 nauuentn ¢ UTI1 B

npoyusaHuaTa TRA100773A n TRA100773B, ca xomOuHHpanu ¢ aaHuM ot 111 3apasn BB3pacTHH
YYaCTHHLM B nmonynauHoHeH ¢apMakokuHeTuueH (PK) ananus. [IpeacraBenu ca pesynraTure 3a
nnasmeHuTe AUCo) 1 Cmax Ha entpom6bonar 3a nauneHtHre ¢ UTII (TaGnuua 8).

Tabanna 8 Cpeann reoMeTpuunu cToiiHocTH (95% noBepHTENICH
HHTEPBAJ) HA PAPMAKOKHHETHYHHTE NAPAMETPH
32 IVIA3MEHA KOHNECHTpamHA Ba earpombonar B
CTALUHOHAPHO ¢bhCcTONHHE NpH Bb3pacTrH ¢ HTII

Ho3a na exrpombonar, N KUC(“-‘;! pug.h/ml Coa", pg/ml
BEAHLK AHEBHO
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 AUC0.1) H Cmax BB3 OCHOBa Ha nonynauroaHH PK post hoc pesynrath.

J[aHHH 3a ru1a3MeHaTa KOHLIEHTpalua Ha ejrrpomMbonar BbB BpeMeTo, CrOpany mpy S90 nauyeHTH ¢
HCV, Bkmouenn sbB daza [1I npoyusammara TPL103922/ENABLE 1 u TPL108390/ENABLE 2, ca
KoMOHMHHpaHH ¢ JaHHH oT nauueHtu ¢ HCV, sxmouenn puB daza Il npoyusane TPL102357, u ot
3/JpaBH Bb3PACTHH YYACTHHLM B NOMyNaUHOHEH PapMaKOKHHETHUYEH aHanu3. M3udcaeHure rasmMeHH
HuBa Ha Cmax H AUC e Ha entpoMbonar 3a naudeHT ¢ HCV, BuniodyeHn Bue ¢a3sa 11
Npoy4YBaHHATA, ca npeacTtaBeru B Tabnuua 9 3a Beska npoyysaHa A03a.

Tabauna 9 Cpeann reomerpaan cToiinocTH (95% CI) na
$papMaKOKHHETHYHH NAPAMETPR HA €JITPOMOONAT B IVIA3MATA B CTALKHOHAPHO
ChCTOSHHE NPH DANHEHTH ¢ Xponuuna HCV

Ho3a na N AUCqy Cia
eaTpombonar (pg.b/mi) (ug/mi)
(BeAADbXK AHEBHO)
25 mg 330 118 6,40
_ (109, 128) (5.97, 6.86)

50 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)

JlaHHMTE ca npeacTaBeHH KATO CPEAHH reOMETPHYHH CTOMHOCTH (95% CI).

AUC19 n Cmax BB3 OCHOBA HA NONYJALHOHHH, GapMaKkOKHHETHYHM, post-hoc oLleHKH NpH Haii-
BHCOKAaTa 1033 B JaHHHUTE 38 BCCKH NalLlHEHT.
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Abco ¥ OMOHATMYHOCT

EnrrpomBonar ce abcopbupa ¢ nukoBa KOHLUEHTpalMs 2 a0 6 4aca ciie NepopanHO NPHIOKEHHE.
[IpunoxeHHeTo Ha eaTpoMbonar eTHOBPEMEHHO C aHTHALIMIAH H JPYTH NMPOAYKTH, ChAbpKalllH
NOJHBANEHTHH KATHOHHU, KATO MJICYHH NPOAYKTH H XpaHHTEIHH A00aBKH C MUHEPAJTH, 3HAYUTENIHO
HamMansgBa eKCno3uuMaATa Ha enrpoMbonar (Bx. Touka 4.2). B npoyuBase 3a OTHOCHTENIHA
OHOHATHYHOCT NPH Bb3pacTHH enTtpoMbonar noa ¢opmara Ha Mpax 3a NepopasiHa CyCreH3Us BOAMR A0
22% no-eHcoka ruiazMeHa AUC o), oTkonkoTo popmara punmupana Tabnerka. AbconoTHaTa
niepopanHa OCHOHAIMYHOCT Ha efTrpoMOonar ciiel NPWIOKEHUE MPU XOpa He € yCTaHOBeHa. Bb3
OCHOBA Ha ypHHApHATA EKCKPELNA ¥ MeTabONIUTHTE, KOHTO C€ OTIAENAT ¢ deueca, nepopaiHara
pe3opOLng Ha CBBP3AHUTE C JICKAPCTBOTO BELUECTBA Clie] MPHIOKEHHE Ha €IHOKPATHa 103a 75 mg
pasTBOp Ha enTpoMOonar € oLeHeHa Ha Hal-Manko 52%.

Pasnpenenexne
EntpombGonar ce CBbp3Ba BbB BUCOKA CTENEH € YOBELIKHTE ILTA3MEHH NPOTEUHH (>99,9%), rnasHo ¢

anbymuH. Entpombonar e cybctpat 3a BCRP, Ho He € cyOGerpar 3a P-rnukonporerHa unu OATP1BI.

buorpanchopmaums
EntpomGonar ce MmeTabonu3upa riaBHoO 4pe3 pa3LensaHe, OKHCIIEHHE H KOHIOTalUHs ¢ NIOKYPOHOBa
KUCENIMHA, IMYTaTHOH WIK LMCTEHH. B npoyusaHe APH Xopa ¢ paAHOH3OTONHO MapKHpaHe,

enrpoMbonar e chcrapngsan npubansurenso 64% or AUC o) Ha nasMeHns paguoBBIJIEPOA.

OTKpHMTH Ca U BTOPOCTENEHHH META0O0NNTH, NOTYYEHH B PE3YTaT Ha MMIOKYPOHHpPaHE H OKHCIIEHHE.
In vitro npoyusanua npegnonarar, ue CYP1A2 u CYP2C8 ca 0TTOBOPHH 3a OKHC/IHUTEIHUS
MeTaboMHu3bLM Ha enrpombonar. Ypuaux augochorniokypoHun tpaHcgepasure UGTIAL u UGTIA3
ca OTTOBOPHH 3a IMNTIOKYPOHHPAHETO, a OaKTEepPHA B AOJIHHA raCTPOMHTECTHHAJIEH TPaKT MOXE 13 €
OTTOBOPHA 34 Pa3LEIBaHETO.

Enum e

PezopOupanuaT exrpoMbonar ce MeTabon3Mpa EKCTEH3HBHO, I TABHUAT ITBT HA EKCKPELIHA HA
eJTpoMOonar € upes ¢eueca (59%), kato 31% ot no3ara ce oTKpHBa B ypHHAaTa 5o ¢opmara Ha
metaGonuTu. HenpoMeHeHo W3xoaHo ceearHeHue (enTpoMbonar) He ce OTKpUBa B YpPHHATA.

HenpomeHeHHAT eaTpoMOonar, eKCKpeTHpaH BbB ¢eLieca, cbeTarispa npuonausurento 20% ot
no3aTa. [lnasMeHMaT noy>XHBOT Ha eTHMHHHpaHe Ha enTpoMbonar ¢ npubansurenHo 21-32 yaca.

MapMaKOKHHETUYHH B3aUMOAEHCTBHA
[Ipy npoyuraHKA NpH Xopa ¢ paaAHOU3OTONHO MapKHpaH enrpoMOornar € yCTAHORCHO, Y€

IJIOKYPOHHPAHETO HI'pae HE3HAUYMTEMHA pong B MeTabonusMa Ha enrpoMOonar. [lpoyusanns ¢
YOBELLKH YepHOAPOOHH MHKPO30MH ca ycTaHOBHIM, Ye UGT1A] u UGT1A3 ca ensumure,
OTrOBOPHH 3a I'MIOKYpOHHpaHeTo Ha entpombonar. Enrpombonar ¢ vHxuOuTop Ha ronsam 6pont UGT
€H3HMH in vitro. KIIHHM4HO 3HAYMMM NleKapCTBEHH B3aUMOIECHCTBHA, BKMIOYBALIM NIIOKYPOHHPAHE, HE
Ce OYaKBaT, NMopaJaH OrpaHHYEHOTO yyacTue Ha otaenHure UGT eH3uMH B rimOKypOHHPaHETO Ha
enxrpoMbonar,

[Ipubnusurenno 21% ot npuerara go3a enrpomdonar Moxe /ia NpeTbpny OKCHIATHBEH
MeTabonuabM. [TpoyuBaHuUs ¢ YOBELIKK YePHOAPOOHH MHUKPO30OMH ca YcTaHOBWIH, ue CYPIA2Z u
CYP2C8 ca eHauMHuTE, OTTOBOPHH 3a OKHCNICHHETO Ha enTpoMbonar. Entpomboriar He HHXHOHpa H He
HHRyuHpa CYP eH3uMuUTe criopen in vitro U in vivo JAHHH (BK. TOYKA 4.5).

In vitro npoy4ypaHus nokasear, 4e enrpoMmbonar € HHXu6uTOp Ha Tpancnoprepure OATP1B4srBCR
H NOBHILIABa €KCIIO3HUHATa Ha pocyBacTaTHH (cyocrpaTr HA OATP1B1 u BCRP) B kiu / S

H3MHTBAHE 34 JICKapCTBEHU B3auMoaekicTBuA (BXK. TouKa 4.5). B KITHHHYHK Npoy4BaH / - }
exTpoMOonar e NpenoprYaHO HaManABaHE Ha f03aTa Ha ctaTHHHTE ¢ 50%.




EnrpomGonar ofpa3yBa xelaTy ¢ NOJMBAJICHTHH KATHOHH KATO JKeJA30, KL, MarHesuni,
aTyMHHHH, CEJIeH U LIMHK (BX. TOukH 4.2 1 4.5).

In vitro npoyvuBaHHS NOKA3BaT, ye enTpoMObonar He € CyOCcTpaT Ha TpaHCnopTHpalMs opraHH4HH
annoHH nonunentia, OATPIB1, o e nuxuburop Ha To3u TpaHcnoprep (IC50 croinoct 2,7 uM [1,2
ug/ml]). In vitro npoyyBaHHATa CHILO TaKa NOKA3BaT, 4e enTpoMboNar e cydocTpar H HHXHOKTOp Ha
NpOTEHHa 3a Pe3UCTEHTHOCT KbM pak Ha repaata (BCRP) (IC50 croitnoct 2,7 uM [1,2 pug/ml]).

Cneumaniy nonyJjaaiivi NauneHTH

bvbpeuno yepedcoarne
(dapMakOKHHETHYHHTE NOKA3aTe/N Ha eaTpoMOonar ca Npoy4BaHH Cliell IPHIoKEHHE Ha

enTpoMOonar Ha Bb3pacTHH naiMeHTH ¢ Ob6peuHo yBpexpaHe. Ciea NpHIOKEHHe Ha €THOKpaTHA
no3a ot 50 mg, AUC-) Ha errrpombonar ¢ 6una ¢ 32% a0 36% no-Hucka npH NalUeHTHTE C JIEKO 10
yMepeHo TexKo 0n0peuto yBpexaaHe U ¢ 60% no-HUCKa NPH NaLHEHTHTE ¢ Texkko OsOpeuHo
yBpexXaaHe, B CpaBHEHRHE Cbe 3paBH AoOposonuu. HabmoaaBaHo € ChLIECTBEHO pasHOOOpasHe 1
3HAYMMO MPHNOKPHUBAHE Ha eKCITO3MLIMHTE NpH NalMeHTH ¢ 6u6peuHo yBpexKaaHe U 3ApaBu
nobpoeoniy. KoHueHTpaunuTe Ha csoboanKs (akTHBeH) enTpoMbonar (iekapcTBeR NPOAYKT, KOATO
Ce CBbP3Ba BbB BHCOKA CTENEH C IUIa3MEHUTE NPOTEHHH) HE ca H3cneapanH. [JalMeHTHTE ¢ HapylieHa
6bOpeuna dyHkuMA TpsabBa Aa M3N0/3BaT enTpoMbonar ¢ MOBHIIEHO BRUMAHHE H NIPH CTPOro
MpoCneAsBaHe, HAIpUMEp KATO CH NPABAT H3CACABAHKA HAa CEpYMHHs KpeaTHHHH H/WIH aHa/IH3 Ha
ypuHara (Bx. Touka 4.2). E¢uxacHoctTa M 6€30nacHOCTTa Ha enTpoMbonar He ca yCTAHOBEHH NpH
MaLMEHTH ¢ YMEPEHO TEXKO JI0 TEXKKO O16OpeuHo U YyepHOApOOHO yBpeXKnaHe.

Yeproopobro yepexcoane

dapMakOKHHETHMHUTE NMOKA3aTeNKM Ha eTpoMOonar ca npoy4saHy cine/l NPHIOoKeHHE Ha
enTpoMOonar Ha BE3PaCTHH MALHEHTH C YePHOAPOOHO yBpexkaaHe. Cliea NPpHIIOKEHHE HA €IHOKPATHA
no3a ot 50 mg, AUCwo-) Ha earpombonar e 6una ¢ 41% no-BHCOKa NpH NALHEHTHTE € JIEKO
yepHOApoOHO yBpexaaHe H ¢ 80% no 93% no-BHCOKa NpHU NMALMEHTHTE C YMEPEHO A0 TEXKO
yepHOAPOOHO YBpEXKIaHe, B CpaBHEHHE ChC 3ApaBu AobpoBonuH. HabaonasaHo € chulecTBeHO
pa3sHooOpa3ne W 3HAUHMO NMPHNOKPHBAHE HA EKCTIO3ULIMHMTE MPH NALMEHTH ¢ YEPHOAPOOHO yBpexxaaHe
H 3ApaBH 100posoaud. KoHueHTpauuHTe Ha HeCBbp3aHHuA (aKTHBEH) errpombonar (1ekapcTseH
NPOAYKT, KOHTO Ce CBBbP3Ba BLB BUCOKA CTEINEH C IUTA3MEHHTE NPOTEUHH) HE Ca H3CIICABAHH.

BausiHueTo Ha 4epHOOpPOOHOTO YBpeKaaHe BhpXy (papMaKOKHHETHKATa Ha elTpoMbonar ciel
MHOTOKPAaTHO NPWIOKEHHE € OLIEHEHO Ype3 MomynauBoHeH papMakOKHHETHYEH aHau3 npu 28

3APaBH BbL3PacTHH U 714 nanyeHTty ¢ yepHoapodHo yBpexaaHde (673 naunentn ¢ HCV # 41 naumenTH
¢ XpOHHYHO YepHOoApoOHO 3abonaBaHe ¢ Apyra etnonorug). Ot 714-te nauyenTa, 642 ca OUM ¢ neko
yepHOAPOOHO yBpexaane, 67 ca O6UnH ¢ YMEPEHO TEXKKO YepHOAPOOHO yBpexxaane H 2 ca Ounm ¢
TeXKKO YepHOAPOOHO yBpexaaHe. B cpaBHeHue ¢bC 3ApaBH JOOPOBOIILIM, NALUUEHTHTE C JIEKO
uyepHOApOOHO yBpexaaHe ca Omwmm ¢ npudausurenHo 111% (95% CI: 45% no 283%) no-sucoky
cToitHocTH Ha rasMeHaTa AUCo-» Ha enrTpoMbonar, a malMeHTHTE ¢ yMEPEHO TEXKKO YEPHOIPOOHO
yBpexxaaHe ca umanu npubmurenyo 183% (95% CI: 90% no 459%) no-BHCOKH CTOHHOCTH Ha
riasMeHaTa AUCqo- Ha enrpombonar.

3aTroBa enrpoMOonar He TpaOBa Aa ce npunara npy nauMeHTH ¢ UTII »n yueproapobHo yBpexaaHe
(ckop o Child-Pugh >5), ocBeH ako oyakBaHaTa noJji3a NpeBHILIARA CHUICCTBYBALIHA PUCK OT
Tpomb0o3a Ha MoprajHaTa BeHa (Bxk. To4KH 4.2 1 4.4). [1pn naunentn ¢ HCV, 3anounere enrpombonar
C A03a 25 mg BeAHBXK JHEBHO (BXK. TOUKa 4.2).




Paca

BraugHueTo Ha H3TOYHOA3HATCKHUS MPOU3XO0A BbPXY (PapMaKOKHHETHYHHUTE NMOKA3ATENH Ha
enrpoMbonar e OleHeHO ¢ NOITyJIaUMOHEH papMakOKHHETHYEH aHanus npH 111 3apasu aw3pacTHH (31
H3TOYHoa3HaTLH) U npy 88 naumenru ¢ UTTI (18 narounoasuarun). Bu3 0CHOBA Ha NaHHHTE OT
nonyJauHOHHKA ¢apMaKOKHHETHYEH aHaH3, U3TouHOoa3HaTcKkuTe nauneHTH ¢ UTII ca 6unu ¢
npubnusuTenHo 49% no-ronama mnazmesa AUCo Ha enrpombonar, B cpaBHEHHE C MaLHEHTH, KOUTO
He ca OT M3TOYHOA3HATCKH MIPOU3X0A, IIaBHO OT €BponenaHaTa paca (BkK. Touka 4.2).

BrussMeTo Ha H3TOYHO-/FOrOW3TOYHOAZMATCKHUSA €THHYECKH NMPOH3X0A BbpXY PapMaKkOKMHETHKATA Ha
enTpoMbonar e oLIeHEeHO Ype3 NOMyIaluHOHEH, (apMaKOKHHETHYEH aHanu3 npu 635 nauwenty ¢ HCV
(145 ot A3TrounHa A3ua n 69 ot Oronsrouna Aszma). Bn3 0CHOBa Ha OLICHKHTE OT RONYJIALMOHHHA
(bapMaKOKHHETHYESH aHANU3, H3TOUHO-/IOTOM3TOYHOA3HATCKUTE NallMEHTH Ca HMaIH NPUONH3UTEIHO
55% no-BHCOKH cTOHHOCTH Ha azMeHa AUC o Ha exrpombonar, B CpaBHEHHE C MALMEHTH OT
ApYruTe pacH, KOWTO ca OMNK NpeaUMHO OT eBpofieaAHaTa paca (Bxk. Touka 4.2).

Hon
BnuaHueTo Ha nona BppXY PapMakOKUHETHHHHTE MOKA3aTENIH Ha enTpoMOonar € OLIEHEHO C
MomynauHoHeH GpapMakoKHHeTHYeH aHanH3 rpu | 11 3apasn Bb3pacTHH (14 KeHH) K NpH

88 nauuenTy ¢ UTII (57 xenu). B3 ocHOBa Ha JaHHWUTE OT NOMY/NAUHOHHUA PapMaKOKUHETHYEH
aHanus, naudeHTHTe xkeHu ¢ UTII ca Ounm ¢ npubnusurento 23% no-ronama mnazmeda AUCo-) Ha
enTpoMOonar, B CpaBHEHHUE C MALMEHTUTE MbXe, 6€3 KOPEKUHS CTIPSIMO Pa3iIMKUTE B TETJIOTO.

BnusHMeTO Ha MONa BbpPXY apMakOKMHETHKATA Ha eJITpoMOonar € OLICHEHO 4pe3 NOIYNALIHOHEH
dbapMakokuHeTHYeH aHanu3 npu 635 mauuentu ¢ HCV (260 xenn). Cnopen oueHka Ha MOAeEna, NpH
xeHute ¢ HCV, mnazmenara AUCe-) Ha enrpombonar e Ouwna ¢ npubnusurento 41% no-sucoka, B
CPaBHEHHE C MbXKETE.

Bv3pacm
BnusHHeTO Ha BB3pacTTa BLPXY (hapMaKOKHHETHKATA Ha €NTpoMbonar € OLCHEHO Ypes

MONMyNalHOHEH PapMaKOKMHETHYCH aHanu3 npu 28 3apaBH nvua, 673 nauuentu ¢ HCV u 41
MaLMEHTH ¢ XPOHUUYHO YepHOApoOHO 3abonsaBaHe ¢ Apyra €THONOr|A, Ha BB3pacT oT 19 no 74 rogunu.
Hama ¢papMakOKHHETHYHH JAHHH 33 MPWIOKEHHE Ha eTpoMOonnar rnpu NaludeHTH Ha Bb3pacT 275
roguHi. Cnopen oueHka Ha MoJena, IpH MalKHEHTHUTE B CTapUYEcKa Bb3pacT (65 roauHn), rnnaMeHara
AUC @+ Ha errpoMbonar € 6mna ¢ npubansurenyo 41% no-BHcoka, B CPABHEHUE C NMO-MIIaTHTE
nauMeHTH (BX. Touka 4.2).

Ileduampuuna nonyaayun (na ev3pacm om 1 0o 17 200unu)

PapMaKkOKHHETHKATa Ha esaTpoMbonar e oueHeHa npH 168 neauarpuuHu naumedTd ¢ UTII, npunosxen
BeaHBXK AHEBHO B ABe npoyuBaHus TRA108062/PETIT u TRA115450/PETIT-2. [Ipusnauust
I1a3MeH KIHPBHC Ha errrpoMbonar cnef nepopanHo npuiaoxkerue (CL/F) ce nosuinasa npu
MOBHILIABaHE Ha TEJIECHOTO Teryo. BnusHueTo Ha pacara H nosna Bbpxy H34ucaeHus wiasmeH CL/F na
esrrpoMbonar € B CbOTBETCTBHE MEXAY NEAUATPHYHHTE M Bb3pacTHUTE nalueHTH. [IpH n3TrouHo-
/Yorou3TOMHOA3NATCKUTE NeAuaTpuuHu nauueHTu ¢ UTII ce Habmogasar ¢ npubnusurenrno 43% no-
BHCOKH CTOHHOCTH Ha nnasmeHata AUCe-r) Ha entpombonar cnpaMo TE3H, KOUTO HE ¢a OT a3HaTCKH
nponsxon. INeanarpuuinure nauneHTH ¢ UTTI ot s)keBckH o uMat ¢ npubausurento 25% no-BUCOKH
croiHocTH Ha nnasMeHaTa AUC e Ha errpomMBonar crnpsAaMo NaLHEHTHTE OT MBXKKH T10J1.

DapMakOKHHETHHHHTE XapaKTePUCTUKHU Ha enTpombonar nmpH neauarpuyHu nauuedtH ¢ UTT1 ca
nokasaHu B Tabnuua 10. =TT




Tabanma 10  Cpeanu reomerprunn (95% CI) sa naasmMennTe
$papMaAKOKHMHETHYIHH NOKA3ATEH HAa eJTpoMOONar B CTAIHORAPHO
ChHCTOSHAC npH neAHaTpuund naunesTH ¢ HTII (npu cxema Ha

npujaaraHe 30 mg BeAHbLXK AHEBHO)

Buipacrt Cunx AUCp.y
(ng/ml) (ng.hr/ml)
12 no 17 roguum (n= 62) 6,80 103
| (6,17, 7,50) (91,1, 116)
6 no 11 roguuu (n=68) 10,3 153
(9,42, 11,2) (137, 170)
1 Ao 5 roauun (n=38) 11,6 162
(10,4, 12,9) (139, 187)

IaHHHTe ca npeacTaBeHH Kato cpeaHu reoMeTpruHH (95% CI). AUCp.) H Crax Cca
Oa3zupaHH Ha nomynauMoHHH GapMaKOKMHETHUHH post hoc H3UUCNESHUA

5.3 IlpeaxnRA4YAH JaHAA 32 He30MaACHOCT

(dapmakonoruyHa 6€300aCHOCT ¥ TOKCHYHOCT NPH MHOTOKPATHO NpHIaraHe

EnTpoMmGonar He cTHMyJIHpa NPOAYKLIMATA Ha TPOMOOUHTH NPH MULUKH, TUTBXOBE M Ky4eTa, nopaan
yHukanHaTa cnetépuydHoct Ha TPO peunenropa. Ilopaan Tazu npHunHa JAHRHTE OT TE3H )KUBOTHH HE
ca abcosIlOTHO TOYEH MOJEN Ha MOTEHIMANTHHTE HEXENaH! PEaKLHH, CBBP3aHH ¢ (PapMaKONOTHATa Ha
enrpoMbonar npu xopa, BKIIIOUYUTETHO H MPOYYBAHHATA 110 OTHOLICHHE Ha PENPOAYKLIMATA H 33
KaHIIEPOr€HHOCT.

Karapakra, cBbp3aHa € JIEYEHHETO, € YCTAHOBEHA ITPH MPHU3adu Y € Omna 1030- U BpEME-3aBHCHMA.
[Tpu >6 bTH KIMHHYHATA €KCMO3HUMUA NPH Xopa, NpH Bb3pacTHH nauuedTd ¢ UTI1 npu ao3a 75 mg
AHEBHO H 3 MbTH KIHHAYHATAE €KCNO3KLIMA NMPH XOpa, NpH Bu3pacTHH nauneHTn ¢ HCV npyu ao3a 100
mg nHeBHO, ocHoBaHa Ha AUC, karapakra ¢ HaGnmogaBaHa Npy MHULLIKH ¢liel 6 CCOMHLM M NPH
IbXxoBe ciiel 28 ceamuum Ha npwiarade. [py 2 4 mbTH KATHHUYHATE €KCNO3HLMS TIPH X0pa, NpH
nauueHTd ¢ UTII npu n03a 75 mg AHEBHO U 2 THTH KIMHHYHATA €KCIO3HIHA TPH X0pa, MpH
nauxeHTd ¢ HCV npu no3a 100 mg auesHo, ocHopaHa Ha AUC, karapakTa e HaOJoaBaHa 1pu
MHIIKH ciel 13 ceaMuuy M npu IursXxoBe cnea 39 cenmuiy Ha npunarase. Ilpu no3u, kKoMTO HE Ce
MOHACAT OT MJIAJH TUTBXOBE, NMpelu Ja 6bAaT OTOMTH, NPHIOKEHHU OT 4 Ao 32 AeH (paBHABALLH CE
NpUONIM3IHTENHO HA TE3H NPH 2-TOAHULIHO JETE B Kpas Ha 1M€pPHOa Ha NPHIOMKECHHE), MOMBTHABAHE Ha
oKoTO ce Habmoaasa {(He € MPOBEKIAHO XHCTOJIOTHYHO H3CNEABaHeE) NPH 9 METH MaKCHMANIHATA
KITHHHYHA €KCMIO3ULMA [IPH X0pa, npH neanatpyuyHu naudeHTH ¢ UTII npn no3a 75 mg/nenH, ocHopana
Ha AUC. He ¢ HabmoaasaHa kaTapakTa npd MJIajH IUTEXOBE, NMOJTy4aBalllH TOHOCUMH 103H,
NPEeBHULIABALIM S ITbTH MAKCUMANHATA KTMHHUYHA €KCITO3HLHA NPH XO0pa, NPH NeaMaTpHHHHA NalHeHTH
¢ UTII, ocnoana Ha AUC. Katapakra He ¢ HabmonaBaHa NPH BB3pacTHU Kyyera cnen 52 cenMHULM Ha
npwiaraHe NpH 2 MbTH KJIWHHYHATA EKCNO3ULMA NMPH XOpa, NPH BH3PACTHH HIH NEAHATPHYHH
nauueHTH ¢ UTTI npu ao3a 75 mg AHEBHO U €KBUBANEHTHA KJIMHHUYHA €KCNO3HLMA MIPH XOpa, NpH
nauueHTH ¢ HCV npu no3a 100 mg gueBno, ocHoBaHa Ha AUC.

b1pOpeuna TyOynHa TOKCHYHOCT € HAONI0AaBaHa B NPOYUBAHKMA C NMPOABLIDKHTENHOCT A0 14 1HM npu

MHIIKH U TUTbXOBE NPH €KCNO3ULIMH, KOWTO KaTo L0 ¢ CBbP3aHM ChC 3a00/1€BaGMOCT M CMBPTHOCT.
TyOynHa TokcHuHOCT € Ha0NKAaBaHa H B 2-TOAMIIHO NPOYYBAHE 33 KAHUEPOTCHHOCT NpH nepopatHo
PWIOKEHHE NMPH MULIKH B A03K OT 23, 75 n 150 mg/kg/nneBHo. Edexrure ca Ounm no-m
P NO-HHUCKH J03H H €a C€ XapaKTepH3IUPATU ChC CNIEKTHP OT PEreHepaTUBHH MPOME

Excno3vuusara npy Haii-HHCKaTa no3a e 6una 1,2 win 0,8 mbTH KIMHUYHATA €KCI103
ochoBaHa Ha AUC, npH Bb3pacTHU UK neanaTpyyHu nauueHTH ¢ UTI npu po3a
'bTH KIMHHYHATA €KCNO3ULMA NpK Xopa, npu nauuedHTd ¢ HCV npu gosa 100 mg



Ha AUC. brbpeunn edexTy He ca HaGnIOAaBaHHK NPH IUTHXOBE cileA 28 ceaAMULM WK NPU KydeTa Cen
52 ceIMHLH MPH €KCMO3HLMH 4 WiK 2 MbTH KIIMHHYHATA €KCNO3HLHA MTPH XOpa, MPH Bb3PACTHH
nauHenTd ¢ UTII U 3 Wi 2 mbTH KNIMHKHYHATA eKCMO3HLMSA NPH XOpa, NpH NEARATPHYHN NALMEHTH C
UTII npu no3a 75 mg AHEBHO U 2 ITbTH €KBUBATICHTHA KJIMHHYHA €KCNO3HULIHA TTPU Xopa, NPH
nauueHTd ¢ HCV npu no3a 100 mg nueBHO, ocHoBaHa Ha AUC.

XenaToLWTHA gereHepalis W/ UAK HeKpo3a, YeCcTO NPUAPYKEHA C MOBHILIECHH CTOHHOCTH Ha
uepHOAPOOHHUTE EH3HMH B CepyMma, € Ona HabmoaapaHa MPH MHLIKHY, IUTLXOBE U KyUeTa B 03H,
KOHTO ¢a OWIH CBBp3aHH ChC 3a60/1€BAEMOCT H CMBPTHOCT WIH ¢ Hegobpa noHocuMocT. He ca
HaOmoaaBaHH YepROAPOOEN eekTH Cliel XPOHHUYHO MPUIIOKEHHE NPH IUThbXoBe (28 ceAMHLK) Y fpH
Ky4deTa (52 ceamuuu) npy 4 WK 2 nbTH KIHHAYHATA €KCNO3HLHA [IPH XOpa, NPH Bb3PAaCTHH NTALMEHTH
¢ UTTI v 3 nnm 2 mbTU KIMHUYHATA €KCIIO3ULIMA MTPU Xopa, IpH neaquaTpuudH nauyeHtn ¢ UTII npu
n03a 75 mg AHEBHO M 2 ITbTH WIH €KBHBAJICHTHA KIITHHWYHA EKCMO3ULIMA PH XOpa, NMPH NaLHEHTH ¢
HCV npu no3a 100 mg gqueBro, ocHopaHa Ha AUC.

[1pu 0031 ¢ HegoOpa NOHOCUMOCT NPH TUTEXOBE H KydeTa (> 10 nnn 7 mbTH KIMHUYHATA eKCNO3HLNA
MpH XOpa, NPH BE3pACTHH WIH niegHaTpuyHy nauneHTu ¢ UTII npu no3a 75 mg aAHeBHO H >4 eTH
KIMHUYHATA €KCMO3ULMA ITpU Xopa, npH naudeHTy ¢ HCV npu poza 100 mg aHeBHO, OCHOBaHA Ha
AUC) B xpaTKOCpOYHM NpOYYBAHUSA, ca HaOMIOAaBaHH HAMaJIABaHE HA OpoA Ha PETUKYJIOLIUTHTE H
pereHepaTHBHA KOCTHO-MO3BUYHA EPUTPOKAHA XHUNepIvIazug (caMo npH wrexose). He ca HabmiopapaHu
3HAYHMH €(PEKTH BbPXY EPUTPOLMTHTE KU OpOsi HA PETHKYJIOLIMTHTE NPH NpUIOKeHHe 10 28
ceAMHLH NMPH ILUTBXOBE, 52 CEIMHLUM NpH KyYeTa U 2 roAMHHU [PH MHUILKH WIH ILTbXOBE MPH
MAKCHMAJTHMTE NOHOCHMHE 03K, KOMTO ca OMIIH 2 10 4 MbTH KIIMHHWYHATA CKCMO3HLMA NTPH XOpa, NpH
BBH3PACTHH WK rneaHaTpuuHH nauneHTH ¢ UTII npu noza 75 mg aHeBHO H <2 METH KIHHHYHATA
€KCMO3HULIMA NpY Xopa, npH naumeHTd ¢ HCV npu no3a 100 mg aueBHo, ocHopana Ha AUC.

EnnocranHa xunepocrosa € HabmonasaHa B 28-ceAMHYHO TOKCHKOJIIOrHYHO NMPOYYBAHE MPH IUTHXOBE
B TOKCUUHa no3a oT 60 mg/kg/aHeBHo (6 TbTH WIH 4 ITETH KNHHUYHATA €KCTIO3HLMSA 1IPM XOopa, IpH
BB3PACTHH WiH negdaTpyuHy nauweHTu ¢ UTI1 npu po3a 75 mg AHEeBHO 4 3 MbTH KIMHHUYHATA
eKCNO3uLMA npy Xopa, NpH nauHeHTH ¢ HCV npu go3a 100 mg auesHo, ocHoaHa Ha AUC). He ca
HaOMIONaBaHM KOCTHH MPOMEHH NP MKIIKH K TUTEXOBE Clie]l N0’KMBOTHA €KCNO3ULIUA (2 rOAUHM) NpH
4 MbTH WK 2 ITBTH KIHHHYHATA €KCMO3MLMA P XOpa, MPH Bb3PACTHH MK NEANATPUYHH NALHEHTH ¢
HTII npu no03a 75 mg AHEBHO H 2 MbTH KIIMHUYHATA KCNO3ULIMA NpH xopa mpy HCV nauneHTH npu
no3a 100 mg aHeBHO, ocHOBaHa Ha AUC.

KaHUEepOreHHOCT U MYTAreHHOCT

EnrpoMbonar He e KaHLIEpPOreHEeH NpU MULLIKK B 1034 10 75 mg/kg/AHEeBHO WM NPH IBXOBE B AO3M
0o 40 mg/kg/nHeBHO (€KCNO3ULKMHU 10 4 HIIH 2 ITHTH KIMHHYHATA EKCIIO3MLMA NMPU Xopa, NpH
BBL3IPACTHH HIH nMeauaTpuuHu nauneHTH ¢ UTTI npu noza 75 mg OHEBHO H 2 IMbTH KIMHWYHATA
eKCIO3ULHA NpH Xxopa, npu nauueHTH ¢ HCV npu no3a 100 mg asesHO, ocHoBana Ha AUC).

EnrpoMbonar He € 61n MyTareHeH WiH KAacToreHeH npu bakrepHaneH MyTallMOHEH aHAJIU3 WK B IBE
in vivo uacnenBaHua Npv mibxose (cuHte3a Ha JIHK B MUKpOHYKNeyca M u3BbH s-(a3aTa Ha
KICTBYHHA UHKDBJ, 10 unH 8 NbTH KNHHHYHATA €KCMO3HMUNA [TPH XOPa, NMPH BB3PACTHU WIH
neanaTpruyHl nauneHTd ¢ UTI1 npu go3a 75 mg AHeBHO U 7 MBTH KIHHHYHATS €KCMO3ULIMA NPH X0pa,
npu naurenTd ¢ HCV npu no3a 100 mg aHeBHo, ocHosaHa Ha Cmax). B in vitro TecT 3a numdom npu
MHLIKH, eTpoMOonar € 641 rpaHHYHO NO3HTHEEH (<3-MbTH NOBHILIABAHE HA MYTALIMOHHATA YECTOTA).
Tesu in vitro ¥ in vivo HaxQJIKM NOKA3BaT, 4¢ earpoMOonar He NpeaACTaBIABRa Fr€HOTOKCHYEH PHUCK 34
Xopa. “

PBHPOQ}/ KTHBHA TOKCHYHOCT
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OHEBHO H EKBHBAJIEHTHA KIHHHYHA €KCITO3ULHA NpH Xopa, rpu nauvedTH ¢ HCV npu go3a 100 mg
nHesHo, ocHoBaHa Ha AUC). Cesuto Taka, He e HabmoaaBaH edeKT BpXy eMOpHOdETATHOTO pa3BUTHE
npu 3aiium B ao3u a0 150 mg/kg/nHeBno, Haii-BucoKkaTa uacnensana ao3a (0,3 ao 0,5 nuTH
KIHHBYHATA €KCNO3HIUA MPH Xopa, npy naunerTH ¢ UTTI npn no3za 75 mg auesHo u npu HCV
nauueHTH npy ao3a 100 mg aHesHo, ocHoBaHa Ha AUC). Benipexu ToBa, npH TOKCHYHa 38 MalKaTa
no3a ot 60 mg/kg/aHeBHO (6 MBTH KIIHHNYHATA €KCIIO3HLMUSA NP Xopa, npu nauueHTH ¢ UTII npu
no3a 75 mg AHEBHO M 3 MbTH KJHHHYHATA CKCTIO3KLMA NpH Xopa, npu nauueHTH ¢ HCV npu no3za 100
mg AHeBHO, ocHOBaHa HA AUC) npu murexoBe, JieyeHHeTo ¢ exTpomMbonar e HHNo CBLP3aHO C
eMOpHOHAaJIeH JieTanuTeT (MOBULIEHa Npe- U IOCTHMILTAHTALMOHHA 3aryba), HaMaleHO TeJIECHO TErTio
Ha (peTyca M HaMasIeHO Terjo Ha OpeMeHHaTa MaTKa B NIPOY4YBaHE Ha XKEHCKHA QEPTWINTET, KAKTO M C
HHCKA YeCTOTa Ha UEePBHKATHH pedpa n HaMaJleHO TeJIeCHO TEMO Ha deTyca B NMpOyUBaHe Ha
eMOpHogeTtannoro paseutTHe. Enrpombonar tpsabea na ce npunara no spemMe Ha OpeMEHHOCT, CaMo
aKO OUaKBaHHTE NMOJI3H ONPABAABAT MOTCHUHMAIIHHTE PMCKOBE 3a Iutoaa (Bxk. Touka 4.6). Enrpombonar
He e 3acerHan ¢pepTWIHTETa NP MBKKH TUTEXOBe B 403K 10 40 mg/kg/nHeBHO, Hal-BUCOKA
H3cJaeABaHa 1032 (3 NbTH KIMHRYHATA €KCNO3HUMA pH Xopa npd nauMeHt# ¢ UTI npu aoza 75 mg
IHEBHO H 2 MbTH KJIHHHUYHATA €KCNIO3HUMSA NPH Xopa, npk naumeHTH ¢ HCV npu ao3a 100 mg axesHo,
ocHoBaHa Ha AUC). B npoyuysate Ha npe- 1 NOCTHATANIHOTO Pa3BHTUE MPH IUTbXOBE HE Ca
HaOMonaBaHH HexellaHu edeKTH BbpXy OpeMEHHOCTTA, PAKAAHETO B KhpMeHeTO NpH FO xeHckH
IUIXOBE NMPH J03H, KOMTO He ca TOKCHYHM 3a Maiikara (10 n 20 mg/kg/nnesHo), He ca HabmionaBaHu
e(deKTH BLPXY pacTexa, pa3sBHTHETO, HEBPOMOBEAEHYECKAaTa H PENPOLYKTHBHATA (GyHKLIMA Ha
notomMcTBoTO (F1). EnTpOoMOoOnar ¢ oTkpuT B mta3mMaTta Ha BCHYKH F1 Manku 3a nenus 22-yacos
NepHOJ Ha B3eMaHe Ha NMpoOH criel NPUIOKEHHE Ha JICKapCTBeHUa NpoaykT Ha FO MaiikH, koeTo
Npeanosiara, 4e eKCno3vuMsTa Ha MAJIKMTE Ha esrrpombonar Hali-BeposSTHO € HACTBIIBANA B pe3ynTaT
Ha KbPMEHETO.

DOTOTOKCHUYHOCT

In vitro npoy4uBanui ¢ enTpomMbonar noKa3paT MOTEHLMANICH PHCK OT GOTOTOKCHYHOCT, 00ade npu
rpH3a4M HE € HMANO AAaHHH 33 KOXHA POTOTOKCHYHOCT (10 Wi 7 MeTH KIMHWYHATA EKCIIO3HLIMA NPH
XOpa, NpH Bb3pacTHH WK neavaTpuuHH nauueHTd ¢ UTII npu no3a 75 mg AHeBHO ¥ 5 MLTH
KJIHHHYHATa eKCO3uLMA Npy xopa, npyu nauuedtu ¢ HCV npu no3a 100 mg aAHeBHO, OCHOBaHa Ha
AUC) nin o4Ha POTOTOKCHUYHOCT (= 4 ITbTH KIIMHHUYHATA €KCIIO3HLMA NPH XOpa, NPH BB3IPAaCTHH UINH
neauarpuuHi nauneHTH ¢ UTII npu nosa 75 mg aHeBHO M 3 MbTH KIMHHYHATA EKCIIO3ULIMA MPH XOpa,
npu naupeHt ¢ HCV npu goza 100 mg auesHo, ocHoraHa Ha AUC). OcBeH TOBa NpH KITUHUYHO
(apMaKONOrH4YHO NpoOy4BaHe ¢ 36 YYaCTHHLIH, HE Ca HAMEPEHH AaHHHM, Ye (POTOUYYBCTBHTENTHOCTTA Ce€
NOBHILIABA CAel NpWIokeHHe Ha 75 mg entpoMbonar. Tosa € usMepeHo upes MHAeKke Ha 3abaBeHa
(hOTOTOKCHYHOCT. BBIIpEKH TOBa He MOXKe [a ce MU3KJIIOYHM MOTCHUHKANEH PHCK OT doToaneprus, Thii
KaTo HE MOXE J1a C€ NMPOoBeie KOHKPETHO NPEAKIHHHYHO NMPOYYBaHe.

I1poyuBaHHS NPH FOBEHWIHH KHBOTHH

[Ipn npunoxkeHHe Ha AO3K HAA NOHOCHMMTE NPH IUTBXOBE Npeau otbusaHe, ce Habnionaea
NOMbTHABaHE Ha 0koTO. [Ipy npuioxkenve Ha NOHOCHMH A03H, He ce HabllogaBa MOMbTHABaAHE Ha
OKOTO (BX. NO-rope Touka ,,PapMakonorunuta 6€30MacHOCT H TOKCHYHOCT NPH MHOTOKPAaTHO
npuiarade). B 3akmoueHHe, KaTo ¢¢ B3eMaT NpeABH MPAaHULIMTE HA €KCNO3HIMA Bb3 OCHOBA HA
AUC, He MOXKe Ia ce M3KITIOUH PHCK 3a Pa3BUTHE Ha KATAPaKTa, CBbpP3aHa ¢ rpHema Ha enrpombonar
MpH NEANATPHYHH faLlMeHTH. JIMNCBAT HAXOAKH NMPH MIIAZIHTE ILUTbXOBE, KOUTO Aa NpeAnoarar
HAJTHYHETO HA NMO-TOMAM PHCK OT TOKCHUMHOCT TIPH JIeUeHHUeE ¢ enTpoMbonar Ha neaHaTpHYHUTE
NaLHUEHTH CAPAMO Bb3pacThM naudeHTH ¢ UTII.




6. OPAPMALIEBTUYHU JTAHHHA
6.1 ChnHcbK HA NIOMOUHHTE BellecTBa

Slapo Ha TabGnerkara
Llenyno3a, MUKpOKpHCTAJIHA
MaunuTon

[loBuaoH

H3omant (E953)

KanuueB cHMKar

HaTpueB HULLIECTEH ITTHKOHAT
MarHe3ueB creapar

OOBHBKa Ha TabJieTkara

Tocuera 25 mg ¥ S0 mg dbunmupanu TabneTku
Xunpomeosa

TuranoB quokeua (E171)

XKenezen okcun, yepseH (E172)

Kenezen okcua, k6T (E172)

Tpuauerun

Tocuera 75 mg ¢puamupanu TabneTku
Xunpomenosa

Turanos auoxcun (E171)

XeneseHn okcua, uepseH (E 172)
Tpuauerun

6.2 HecbBMeCTHMOCTH
Henpuinoxumo
6.3 Cpok na rognocr
2 rOAUHH
6.4 ChnenuajiHH YCJIOBHS HA CbXPAHEHHE
To3u nekapcTBEH NPOAYKT HE H3UCKBA CMELIMAJIHH YCIIOBHA HA CbXPaHEHHE.

6.5 BuaucbhbabpKaHHE HA ONAKOBKATA

duamMupaHu TabJIETKH

Tocuera 25 mg, 50 mg 1 75 mg ¢punamupanHu TabeTKH

baucrepu ot OPA/AL/PVC-AL, onakoBaHH B KyTHH, cbabpaKawiu 14, 28 win 84 punmupanu
TabNIEeTKH, €IHOA030BH OJIMCTEPH, ONAKOBAHHU B KYTHH, ChabpxkaluM 14x1, 28x1 unu 84x1 ¢punmupanu
TabJIETKH.

He BcHuku BHIIOBE ONMAKOBKH Morar jia Ob1aT nycHaTv B npoaaxoa.

6.6 CrneuHaJHH NpeaANasHH MEPKH NPH H3XBbPJIHE

Heu3snon3BaHUAT JIEKAPCTBCH MNPOAYKT HWJIH OTNAABYHHTC MATCPHAJIK OT HECI'O T'pﬂﬁ
CE€ U3XBHLPJAT B CbOTBETCTBHUC C MECTHHUTE H3UCKBAHMHA.
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Zentiva, k.s.
U kabelovny 130

Dolni Mécholupy

102 37 Prague 10
Yewka penyOiunka

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Tocuera 25 mg punamupanu tabnerku, Per. Ne: 20240106

Tocuera 50 mg ¢punmupanu Tabnerku, Per. Ne: 20240107
Tocuera 75 mg punmupanu Tabnerku, Per. Ne: 20240108

9. JATA HA ITbPBO PASPEIIABAHE/TIOJJHOBSBAHE HA
PASPELIEHUETO 3A YIIOTPEBA

Jlata Ha mbpBO pa3petaBaHe: 29.04.2024 r.
JlaTa Ha nocjeHO NOAHOBABAHE:

10. JAATA HA AKTYAJIUBUPAHE HA TEKCTA

28.01.2025 r.




