KPATKA XAPAKTEPHCTHKA HA MPOAYKTA



1. HUME HA JEKAPCTBEHHUA TPOAYKT
Tocuera 25 mg ¢puimHupaHn TabNETKH XJX A 6/0} /o4

Tocieta 25 mg film-coated tablets

ELR 4P <23 U6 -03- 2026
Tocuera 50 mg ¢punmupany TabneTky

Tocieta 50 mg film-coated tablets

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

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Tocuera 25 mg duamupanu TabieTKu
Besika dunmupana Tabnetka cuabpka entpombonar onaMuH (eltrombopag olamine), eKkBUBaJIEHTEH

Ha 25 mg exrpombonar (eltrombopag).

ch tlmmmpaﬂa cmpm en'rponﬁonar onamuH (eltrombopag olamine), ekBHBaJ€HTEH
Ha 50 mg enrpomGonar (eltrombopag).

Ha 75 mg entpombonar (eltrombopag).

[ loMOLIIHO BElEeCTBO C U3BECTHO J1EUCTBHE

Tocuera 25 mg dunmupaHu TabJIETKH
Besaka punmupana tabnerka cbabpxka 58 mg U3oManr.

'- 'd xa 175 Mg H30MAIT.

3a MbJIHKA CIIMCHK HA MOMOILIHUTE BelllecTBa, BHKTE TO4YKa 6. 1.
3. JIEKAPCTBEHA ®OPMA

dunmMupana tabsierka (Tabsnerka).

Tocuera 25 mg duamupanu TabieTKH

TeMHOpPO30Ba, Kpbria, IBOHHOM3MbKHANA (PUIMHpaHa TabneTKa ¢ BJUIbOHATO pesiepHO 03HAYEHHE
"II" or eqHaTa  cTpaHa U ¢ AHaAMETHP NMPUOIU3UTEIHO 8 mm.

Po3oga, prma, mﬁnommmana q:wmupam tabnerka ¢ BrbOHaTo penedno ozHauenune "l1" or
e/lHaTa CTpaHa U ¢ nHaMeTsp npubausurento 10 mm. ,

Tocuera 75 mg hunmupanu Tabnerku
YepseHa 10 kasiBa, KpbIiia, ABOHHOW3MbKHANA (uIMHpaHa TabneTka ¢ BIUTBOHATO |
o3Hauenue "IV" or enHaTa cTpaHa ¥ ¢ AMaMeTsp npubausuTenHo 12 mm.




4. K/IMHHYHHU JAHHH
4.1 TepaneBTHYHH NOKA3ZAHHS

TocHeTa e NoKa3aH 3a JICYEHHE Ha BB3PACTHK NALHEHTH ¢ MbPBUYHA HMYHHA TPOMOOLIUTONEHHA
(UTTI), kOHTO He ce NOBAMABAT OT APYro NieueHue (Hanp. KOPTHKOCTEPOHAH, HMYHOTNI0OynHHH) (BXK.
TOYKH 4.2 M 5.1). -

Tocuera e NMOKA3aH 3a JieueHHE Ha NeAHATPHYHH MALUCHTH HA BB3PACT HAa M Hal | roauHa ¢ MppBHYHA
uMyHHa TpoMbouuTonenns (UTIT), npoawpkasatia 6 Meceua Hin noBeye Cliel IOCTABAHC HA
AMArHo3aTa, KOMTO HE Ce MOBMMABAT OT APYTH JeYeHUd (Hanp. KOPTHKOCTEPOUAH, HMYHOTJIO0Y THHH)
(Bx. TouxH 4.2 1 5.1).

TocueTa e NOKa3aH 3a JeueHne Ha TPOMOOLHMTONEHNA NMPH BB3PACTHH NAHMEHTH C XPOHHYHA
uHdexums ¢ Bupyca Ha xenatut C (HCV), npu kouTO cTenenTa Ha TPOMOOLMTONEHNA € OCHOBHHAT
daxTop, KOWTO BL3NPENATCTBA 3aNOYBAHETO WIH OrpaHHuaBa Bb3MOXKHOCTTA Ja C€ NOAABPXkKa
onTHMaiHa UHTepdepon-HazupaHa Tepanusa (Bx. Touku 4.4 1 5.1).

4.2 [Io3npoBKA H HAYHH HA NPHICKEHHE

Jleuwenuero ¢ entpoMOonar TpaOBa aa ce 3ano4ysa H HabMOAABA OT JICKAP C ONMT B JIEYEHHETO HA
XeMAaTOJIOTHYHH 3a00N4aBaHus HIM Ha XpOHUYEH XenaTHT C U HETOBHTE YCIOKHECHHA.

03 BKa

CxeMHTe Ha npunarase Ha entpoMOonar TpabBa fa ce HHAMBHAYATH3HPAT criopea 6posd Ha
TPpOMOOLIMTHTE NPH OTAENHMA NauMeHT. LienTa Ha neyenueTo ¢ exTpombonar He TpOBa na Onae

HOpMaJTH3HpaHe Ha Opos Ha TpoMOouMTHTE.

Exrpombonar ce mpeanara noa ¢opMarta Ha pax 3a nepopanHa CycrneHs3us noA Jpyrd ThproBCKH
mapku. [TpaxsT 3a nepopanHa CYCNeH3Hsa MOXe J1a A0BEAE N0 M0-BHCOKA €KCMIO3HLIKA Ha
earpoMbonar, oTkonkoro TabnetHara gopma (Bx. Touka 5.2). [1pn npemuHaBane ot TabneTHaTa
dopMa KBM nepopanHaTa cycrieHsua H obparHo, OpoaT Ha momﬁnumm‘e TpabBa 1a ce cieqH BCAKa
CEAMMIIA B NPOABDKEHHE HA 2 CEIMULIH.

Hwmyuna (nvpeuuna) mpomboyumonenus
Tpsabsa na ce H3N0ON3Ba Hali-HHCKATA 1038 eNfTpoMbonar 3a MOCTHIaHe W NoAIbpXKaHe Ha Opo Ha

TpombouTHTe >50 000/ul. KopurupaHero Ha 103aTa € CNOPEA OTrOBOpa, ONpeaeIeH oT Opoa Ha
tpombouuTHTe. EnTpoMGonar He Tpa0OBa Ja ce H3MoN3Ba 3a HOpMAJIH3HPaHE Ha TPOMOOLIHTHHA Opoi.
B KIMHMYHH NMPOY4BaHKd, OpoAT Ha TpoMOoLHTHTE OOHMKHOBEHO CE NOBHINABA B paMKHTE Ha 1 no 2
CEeMHLHM CJIe] 3anoYBaHe Ha JieueHue ¢ eaTpombonar U HaMaisiBa B paMkuTe Ha | 1o 2 ceaMMiH cnen

CMHpPaHETO MY .

Buv3pacmnu u neduampuyna nonyaayus na evipacm om 6 0o 17 200unu

[TpenoppunTenHaTa HavyaaHa 1o3a enrpombonar € 50 mg seaAnsXK AHepHo. [1py nauneHTH ¢
H3TOYHO/IOTOW3TOMHOA3HATCKH MPOU3XO0/, MpUIaraHeTo Ha entpombonar Tpsabsa na ce 3anoyHe ¢
HamMaJIeHa A03a OT 25 mg BeAHBXK AHEBHO (BX. TOUKa 5.2).

Iedouampuuna nonyaayua va ev3pacm om 1 00 3 2o0unu

[IpenopbunTeNnHaTa HayalHa jo3a eaTpoMOonar € 25 mg BEAHbXK NHEBHO.
IIpocneossane u Kopexyur Ha 003ama

Cnen 3anoysane Ha fieyeHHe ¢ enTpombonar, no3ata TpabBa 1a ce KOpUrHpa, 3a aa ce
ce noabpxka 6poit Ha TpombouTHTe >50 000/p], KOCTO € HEOOXOMUMO 33 HAMANABAHE
kbpBeHe. Jla He ce HaaBUIIaBa JHEBHA 103a OT 75 mg.




[To BpeMe Ha nevenneTo ¢ extpombonar TpabBa Ja ce CNeAAT PeIOBHO XEMATOJIOMHYHHTE H
yepHOAPOOHHTE NMOKA3ATENH U 103aTa Ha enTpoMbornar Tpabea na ce kopMrupa Bb3 OCHOBa Ha Opod Ha
TpOoMOOLIMTHTE, KaKTo € nocoueHo B Tabnuua 1. 1o Bpeme Ha neyeHue ¢ earpoMbonar ITbjIHATA
kpbeHa kapTuHa (ITKK), BKiounTeNnHo Gpos Ha TpoMOOLIMTHTE H HaTpHBKA OT nepudepHa KpbB,
TpsaGBa Na ce M3CNeaABa BCAKa CEAMMLIA A0 NMOCTHraHe Ha cTabWIHO HHBO Ha TpoMboLMTHHS Gpoii (250
000/pl 3a Hadi-manko 4 ceamuin). Cnea Tosa [IKK, Bxmountento 6pos Ha TpOMOOLIMTHTE H HATPUBKA
oT nepu¢epHa KpbB, TpAOBa Na ce U3CIeABa BCEKH MECELL.

TaGaana 1 - Koprrapanse aa 103aTa Ha eaTrpombonar npn nanuerTn ¢ HTII

| Bpoii Ba TpomMbonuTHTE KoprrupaHe HA J034TA HIH OTTOBOP
<50 000/ul cnen Hai- [ToBuilleTE AHEBHATA 4034 ¢ 25 Mg A0 MaKCHMAaNHa ao3a 75
MAJTKO 2 CEAMMIIH JIeUCHHE mg/IHEBHO".
250 000/pl no <150 000/pl Hsnonspaiite Hali-HHcKaTa J03a exrpoMborniar H/HaM €THOBPEMEHHO

nevenue 3a UTI1 3a noxabpkaHe Ha TakMBa TPOMOOLIMTHY HHBA, KOHTO
CIIHPAT HWIH HAMAIABAT KbPBEHETO.

>150 000/pl po <250 000/l | Hamanere anesnata nosa ¢ 25 mg. Wauakaiire 2 cenmuiy, 3a
- | ia oueHuTe eexTa K Aa NPELEHUTE NOCNEABALLN KOPEKLIHH Ha lo3aTa’.
>250 000/ul ‘| Cnpere npuema Ha enTpombonar; npocneaseaiite Opos Ha

TpoMbOLMTHTE ABA THTH CEAMMHUYHO.

Korato 6posar Ha TpoMbouuTeTe rocrnrue o <100 000/pul,
3aMOYHETE TEPAINTHATA OTHOBO NPH JHCBHA J03a, HaMaJjieHa ¢ 25 mg.

* [pu nauMeHTHTE, NpHeMalny 25 mg exrpombonar npes3 JeH, 103aTa ce
NOBHIIABA HA 25 Mg BeAHDLXK JHEBHO.

¢ [pu nanmeHTHTE, NpHeMaim 25 mg enrpombonar BeHbLK AHEBHO, TpAOBa
Aa ce 0OMHC/IH UK NMPUEMDBT Ha 12,5 mg BeHBK JHEBHO WIH NPHEMBT HA

25 mg nipe3 nen.

EnrpoMm6onar Moxe Aa ce Mpuiara KaTo AOMbJIHEHHE KbM APYTH JIeKapcTBEeHH npoaAyKTH 3a UTIL.
CxeMaTa Ha NpWaraHe Ha CbILTCTBALMTE JieKkapcTBeHH npoaykTH 3a UTI1 Tpabsa aa ce npomens
Cropen KIHHHYHHTE HYXKIH, 32 2a ¢¢ H30erHe ApeKOMEpHO NMoBHINaBaHe Ha 6pos Ha TPOMOOLIMTHTE
Nno BpeMe Ha JieueHHe ¢ enTpoMbonar.

HeobxoauMo € Aa ce u3vuaka Hait-Manko 2 ceAMHLM, 3a Aa ¢¢ BUAU eeKThT OT BCAKA KOPEKLIMA Ha
J03aTa BbPXY MOBIHABAHETO HA TPOMOOLIMTHTE NPH NALMEHTa, NPEAN 1a OOMHC/IHTE APYra KOpEKLUA
Ha J03aTa.

CranjapTHaTa KOpeKLMs Ha /103814 Ha efTpoMbonar, He3aBHCHMO JajlM Ce TIOBHLLIABA WX HaMaJlfBa,
TpaOBa Aa e ¢ 25 mg BeAHBXK JHEBHO.

IIpexvceane na nevernuemo
JleueHnero ¢ enrpombonar TpsaOBa fa ce NpeKbCHE, KO ¢lied 4 CeAMULIM Ha Tepanus ¢ exrpomOonar B

ao3a 75 mg BeAHK AHEBHO, OpoAT HAa TPOMOOLMTHTE He Ce € NOBHIIKWI A0 HHBA, KOUTO Ca
NOCTATHYHH 32 CIYpaHe Ha KIMHHYHO 3HAYMMO KhpPBEHE. :

[TaupenTrre Tpa6Ba Aa 6BAAT NEPHOAWYHO KITHHAYHO OLICHABAHH H PELICHHETO 3a NMPOJAL/DKABRHE Ha
NneyeHHeTO TpAOBA Aa ce B3eMe OT JICKYBALIHA JICKap HHAHBHIYAIHO 3a BCEKH naLueHT. [1pn

NALMEHTH, KOUTO HE Ca CIUICHEKTOMHMPaHH, OLICHABAHETO Tpa0Ba Aa BIUIIOYBA H CBIIOCTABKA CIPAMO
cruieHekToMus. Cnea npexbcBaHe Ha JIEUEHHETO € Bb3MOXKHA NOBTOPHA NOABA HA TPOMOOLIMTSHT
(BXK. TO4Ka 4.4). '

Ipomboyumonenun, acoyuupana ¢ xporuyen xenamum C (HCV)
Korato entpomGonar ce npunara 8 KOMOHHaLMS ¢ MPOTHBOBUPYCHH NIEKAPCTBEHH PO/}




[1a C€ HAIpPaBH CTIPABKAa C ITHJIHATA KPAaTKa XapaKTepHUCTHKA HA ChOTBETHUS €JHOBPEMEHHO MIPHIIAraH
JIEKAPCTBEH NPOAYKT, 38 CHOTBETHHTE NOAPOOHH NaHHH 32 $€30NaCHOCT WIH NMPOTHBOTIOKAZAHMS.

B xnHHUYHH npoyuBaHus OpoaT Ha TpoMBoLTHTe 0O6MKHOBEHO 3aMoYBa Ja Ce NOBKIIABA B PAMKHTE
Ha |1 cenqmua crex 3anovBaHe Ha enrpombonar. Llesira Ha ieueHunero ¢ enrpoMbonar Tpabsa na obvae
NOCTUraHe Ha MMHUMATHO HHBO Ha Opos Ha TpoMOoUMTHTE, HeOOX0AHMO 3a 3aN0YBAHE Ha
NMPOTHBOBHPYCHA TEpamus, IIPH Cra3BaHe Ha NPEropBKUTE Ha KIIMHWYHATA npakTHKa. [1o Bpeme Ha
NMPOTHBOBHPYCHATA TEPAIHs, LeJITa Ha JIeYEHHETO € Jia ce 3ana3H OpoaT Ha TpoMOOLIMTHTE Ha HHUBO,
KOETO NMPEAOTBPATABA PHCKA OT YCIOKHEHHS, BCICACTBHE Ha KbpBeHe, obukHoBeHO okoo 5O 000/pl-
75 000/pl. Tpabra na ce u3bsarea Opoii Ha TpomborTHTe >75 000/pUl. Tpabea na ce H3ano3Ba Haii-
HHMCKATA 1033 enTtpoMObonar, HeobxoauMa 3a NocTUraHe Ha uenuTe. KopurupaHeTo Ha nos3ata ce
OCHOBaBa Ha OTTOBOPA, ONpe/ieNieH 0T 6pos Ha TPOMOOLIHTHTE.

Hauanna cxema na npunazane
JIeuenueTo ¢ enrpoMbonar TpaOBa Aa 3ano4HE ¢ 403a 25 mg BeAHBX AHEeBHO. He ce Hanara
KOPHrHpaHe Ha fo3aTa 3a naiueHTd ¢ HCV ot n3To4HOo-/IoroH3TOYHOA3HATCKH MPOH3XO0A WK

MALMEHTH C NIEKO YepHOAPOOHO yBpexaaHe (BX. Touka 5.2).

Ilpocneonsane u xopexyus na oozama

Jlo3aTa Ha enTpoMObonar Tpabea fa ce KOPHrHpa ¢ no 25 mg Ha BCEKH 2 CeIMHUM NPH HEOOXONHMOCT
3a NOCTHraHe Ha TapreTHus Opoi TpombolTH, HeoOxoauM 3a 3anouBaHe Ha MPOTHBOBUPYCHA
Tepanus. bposaT Ha TpomOGouuTUTE TPsAOBA Aa Cce MpocieaqaBa BCAKa CeAMHULA NPpeaH 3aMnoyBaHe Ha
NPOTHBOBHpYCHa Tepanus. IIpn 3anouraHeTo # 6poaT Ha TpPOMOOLIHTHTE MOXE Z1a HAaMallee, Taka ue
TpaOBa N1a ce n30area He3a0aBHOTO KOpUTrHpaHe Ha 1o03aTa Ha enTpombonar (Bx. Tabauua 2).

ITo speMe Ha NPOTHBOBHPYCHA Tepanus, Ao3ara Ha enTpoMbonar TpaOBa fa ce KOpHrHpa cnopea
HeoOXOMHUMOCTTS, 33 Aa ce H3berHe HaMaNABaHE Ha A03aTa HAa NErHHTEPp(EPpOH, MOPaaH HAMAJIABAHE
Ha 6pos Ha TPOMOGOLMTHTE, KOETO MOXe Aa H3JIOKH NaUHEeHTHTE Ha PHCK OT KbpBeHe (Bx. Tabauua 2).
Bpost Ha TpoMbBouLHTHTE TPAGBA Aa ce MpOCIeasBa BCAKA CEAMMLIA 1O BpEME HA NPOTHBOBHPYCHATA
Tepanud 10 MOCTHraHe Ha crabunHo HUBO Ha TpoMOboLMTHHS Opo, obukHoBeHO okono 50 000-735
000/ul. Cnen Tora Bceku Mecewl] TpaOBa aa ce npasat [1IKK, sxmouurenHo 6poit Ha TpombouMTuTe H
HATPHBKA OT nepudepHa kpbB. TpsOpa f1a ce oOMHCTH HAMAIABaHE Ha AHEBHATA J103a ¢ 25 mg, aKko
OpoAaT Ha TpomOoLMTHTE HaBHIIaBa HeoOxoaumus npuuencH Spoii. [Ipenopbusa ce Aa ce H3uaka B
MPOABDKEHHE Ha 2 CEAMMLIM, 32 1A Ce OLIeHH eeKThT H [a C¢ MPELCHAT NOC/CBALIH KOPEKIHH Ha
J03aTA.

He TpabBa na ce npeavinaBa no3a ot 100 mg earpoMbonar BeIHLEXK JHEBHO.

Tabnnna 2 Koparupane Ba 103aTA Ha eITpoMbOnAr NpH NANKEHTH ¢
HCYV no BpemMe Ha NPOTHBOBHPYCHA T¢pANHS

bpoi TpombonrTH Koparepane na X0327a HJIH OTIOBOp
<50 000/ul cnen nai-manko 2 [ToBHiDeTe AHeBHATa A03a ¢ 25 mg Ao MakcumMyM 100 mg/aHeBHO.
CCAMHLIH JICHEHHE
>50 000/ul po <100 0600/l H3nonssaiire Hali-HUcKaTa A03a exrpoMbonar cnopel HeoGXoaAUMOCTTA,
3a fia ce H3berHe HAMaIABAHE HA 1034Ta Ha NErMHTEPEPOH.
>100 000/ul po <150 000/l | Hamanere snernaTa nosa ¢ 25 mg. M3vakaiite 2 ceaMuim, 3a 1a
OLiEHHTE e(eKTa H Ja MPELCHUTE NOCIACABALLY KOPEKIMH Ha no3ara’,
>150 000/pl Cnperte npuema Ha exTpombonar; NOBHIIETE YSCTOTATA HA MPOCIIEAABAHE

Ha Opos Ha TpoMOOLMTHTE HA Z1BA THTU CCAMUUHO.

Korato 6post ra TpoMGoumTHTE € <! 00 000/pl, 3anoyge
OTHOBO TPH IHEBHA 1038, HaMaJIeHa ¢ 25 mg*.
* 3a NauKBeHTH, NpHeMalny 25 mg exrpoMOonar BeAHbK JAHEBHO,




TpaOBa Aa ce OOMHMCAN NOBTOPHO 3aM04YBaHe HA TEPANMATA ¢ 25 mg
[pe3 AeH.

. I1pu 3anouBane Ha NPOTHBOBHUPYCHA Tepanusa OposT Ha TpoMboLMTHTE
MOJKE 1a HaManee, Taka 4¢ Tpadpa aa ce u3dArea He3abaBHOTO HaAMaNABaHE
Ha A03aTa Ha earpombonar.

Ilpexvceane na neyenuemo |
Jleuenneto ¢ exrpombonar Tpabpa 1a ce NpeKbCHE, aKo cNeA 2 CeAMHLM Ha Tepanus ¢ earpombonar
npH ao3a 100 mg, 6posT Ka TpoMOOLIMTHTE HE € NOCTHIHATT HHBA, KOMTO ca HEOOXOHMH 3a 3anovupaHe

Ha APOTHMBOBUPYCHA TEpAIHA.

Jleyennero ¢ enrpomOonar TpabBa ga ce cnpe NpH NPEKbCBaHE HA MPOTHBOBHPYCHATA TEPAIKA, OCBEH
aKo HAMa ApYyru ocHoBaHus. [IpekoMepHOTO NoBHLIaBaHEe Ha O6pos Ha TpoMOOLIMTHTE WU 3HAYHMH
NaTOIOTHYHH OTKJIOHEHHS B CTOMHOCTHTE Ha YepHOAPOOHHTE MOKA3aTEH CHIO HAIAraT MPEeKLCBaHe

Ha ACHCHHCTO,

Cneyuasnu nonyrayuu

bvbpeuno yapescoane

He ¢ Heo6XxoaHMO KOpHrApaHe Ha 103aTa NPH nauueHTH ¢ On0peuHo yepexaaHe. [lanuenrure c
HapyiueHa 0b6peuHa QpyHxips TpaOra Aa U3Noa3BaT eNTpOoMOOIar ¢ NOBUILIEHO BHHMAHHE H CTPOro
NpocieaABaHe, HAMpUMEpP KaTo CH MPABAT U3CIIeBAHHA HA CEPYMHHMA KPEaTUHHH WHIIH aAHATTH3 Ha
ypuHara (BxK. Touka 5.2).

Yepnoopobro yspescoare
Entpombonar He TpabBa na ce npwiara npu nauneHTH ¢ UTII ¢ uepHoapobHO yBpexxaaHe (CKop no
Child-Pugh >5), ocBeH ako 04aKBAHATA MOJ13a MPEBULIABA CHIECTBYBALIMA PHCK OT TpoMbO3a Ha

HOPTAJIHATA BeHA (BX. TOUKa 4.4).

AKO MPUIIOXKEHHETO Ha enTpoMOonar ce cMaTa 33 HeoOxoaumo npu UTI1 naupmenTy ¢ yeproapobHo
yBpex/JaHe, Ha4uaJlHaTa f03a TpaOBa na 6bae 25 mg BeAHBXK AHEBHO (BXK. TOuKa 5.2). IIpy naunenTH ¢
YyEepPHOAPOOHO yBpeXaaHe fo3aTa Moxe Aa Obae noBHIIaBaHa Hali-paHo 3 ceAMMLM ClieA 3aII0YBaHEe
Ha JICUEHHETO. |

He ce nanara kopekiusa Ha 403aTa IIpH TPOMOOUMTONEHWYHH NnalHeHTH ¢ XpoHuveH HCV u nexo
uepHoApoOHO yBpexaaHe (ckop no Child-Pugh <6). ITausenture ¢ xponnuen HCV 1 yepHoapobHo
yBpexXaAaHe TpaOBa fa 3aroYHAT JIeYeHHETO ¢ exrpombonar ¢ A03a 25 mg BEAHBK JHEBHO (BX. TOYKA
5.2). [Ipu naupeRTUTE ¢ YepHOAPOOHO YBpEXKAaHE, Clie 3ai104YBAHE HA JICHCHHE ¢ HaYallHa 034
entpoMbonar, TpaOBa Ja UMa HHTEPBaN OT 2. CEAMHLIM MPEIH NMOBHIIABAHE Ha J1034TA.

~ CbinecTByBa MOBHUIEH PHCK OT HEXEIAHH CHOMTHA, BKIIIOYHTENHO YEPHOAPOOHA JEKOMMEHCALHA
tpomboembonuuHu ceouTHa (TEC), npu TpoMOOUMTONEHHYHH NALKEHTH ¢ HANIPEAHAJIO XPOHHUYHO
yepHOAPOOHO 3a00MNABaHE, JICKYBAHH C eTPOMOONAr WiH B IOArOTOBKA 32 HHBA3MBHA MPOLIEAYPA,
win npy HCV nauueHTH Ha NpOTHBOBUPYCHA Tepanud (BX. ToukH 4.4 1 4.8).

Cmapuecka ev3pacm
CohuiecTBYBaT OrpaHHYEHH JaHHH 3a ynorpebara Ha exrpom6bonar npy nauneHTn ¢ UTIT Ha Bwp3pact
65 roaMHH M MOBeYE M JIMNCBA KIHHUYEH onuT Npu nauueHTH ¢ UTI1 Ha pe3pact Haa 85 rogunn. B
KIHHUYHHTE NPOYUYBaHHUA Ha enTpoMbonar kaTo 1o He ca HaO/noAaBaHH KIHHHYHO 3HAYHMH
pa3nuky B GezonacrocTTa Ha exTpoMbonar Mexay NaUMEHTUTE Ha Bb3pacT Hai-Manxo 65 roauHy u
no-Maaad naueHTH. B apyru KIMHHUHM CHOOLIEHHS He ¢€ YCTAHOBABAT PA3NMKHU B IIOBJIHABAHETE
MEXTY MalHEHTHTE B CTAPUYECKA BB3PACT U NO-MITAANTE NaLHEHTH, HO HE MOXKE 18 CC M3KITK)X
rojisMa YyBCTBHTE/HOCT H& HAKOU NMO-Bb3PACTHH HHAWBHAH (BXK. TOUKA 5.2).

CrluecTBYBAT OrpaBMUSHH NaHHH 3a yrioTpebara Ba enrpomObonar npy nauuentn ¢ HC




Han 75 rogunn. ITpu Te3u nalMeHTH ce H3MCKBA NMOBHILIEHO BHUMaHHE (BXK. TOUuKa 4.4).

Hayuenmu om uzmoyHo-/1020U3MOYKOA3IUAMCKU NPOUXO0

[Npu BL3pACTHH M NEAMATPHYHH NALIMEHTH C H3TOYHO-/IOTOM3TOMHOA3HATCKH MPOM3XO/,
BKJLIOUHTEIHO TE€3H ¢ YEPHOAPOOHO yBpekKaaHe, IedeHUueTo ¢ entpombonar TpsaOBa aa
3aMOYHE ¢ HAMaNEHa 1038 25 mg BeAHBK AHEBHO (BXK. TOUuKa 5.2).

Tpsa6Ba na npoaBKKY NpOCHEIABaHETO Ha Opos Ha TPOMOOLIMTHTE NPH NailHEHTa K Aa Ce CNeaBat
CTaHAPTHUTE KPUTEPHH 34 JOITBIIHUTENHO KOPHIHPaHe Ha 1034aTa.

Ileouampuuna nonyaayus
Esrrpom6onar He ce npenopbuBa 3a yiorpeba NMpH Aeua Ha pu3pact noa 1 roguna ¢ UTII mopann
HeJAOCTATBYHO NAHHH 33 0e301acHOCT H e(PHKACHOCT.

Be3zonacHocTTa M edHKacHOCTTa Ha enTpoMbonar fmpy aena » HowH (<18 roguHn) ¢
TpombounTONeHNd, cBbp3aHa ¢ xpounkdeH HCV, He ca ycraHoBeHH. JIuncBar naHHH.

HauuH Ha NPWIOXKEHHE

[TepopanHo npHIOKEHHE.

Tabaerxure TpaOBa aa ce npHeMaT Hal-MAIKC ABa Yaca MPEay WM YETHPH Yaca clie] MPOLYKTH,
ChIBbPKALIM TTOJTMBANICHTHY KATUOHH (HAMNP. XKeJNA30, KANLUH, MarHesuil, atyMHHWH, CENI€H H LIHHK),
KATO aHTHALMAH, MJI€YHH MPOAYKTH (MNIH APYTH XPaHH, ChABPMKALUK KaTLMHA) Wid XpaHHTENHH
NoOaBKH ¢ MHHEpaNH (BX. TOUkH 4.5 U 5.2). |

4.3 IIpoTHBONOKAIAHMN

CBpPBXUYYBCTBHTEIHOCT KbM €TpoMOONIar HiaH KbM HAKOE OT MOMOILIHHTE BEHIECTBA, H3OPOEHH B
Touka 6.1.

44 Crennanau npeaynpexieHns B NpeANA3IHA MEPKH OPH ynoTpeba

IMpu TpombGourTonennyHy naieHTH ¢ HCV U ¢ HanpeaHano xpoHH4dHO 4epHoApoOHO 3abosisBaHe,
AedUHHpPaHO OT HUCKH HMBA Ha anbymun <335 g/l win Mozen 3a kpaeH cragui Ha YepHOAPOGHO
sabonasane (model for end stage liver disease, MELD) ckop 210, cbhiuecTByBa NOBHIIEH PUCK OT
HEXKEIAHHM peakKLMM, BKIIOYHTEIHO MOTEHUHAIHA YepHOAPOOHa NEKOMITEHCALIMA C JIETAJICH H3XO0A H
TpoMboemMbonMMHN CHOHTHA, KOTETO Ca Ha JieueHHe ¢ enTpoMbonar B koMOHHALMA ¢ HHTEPPEPOH-
GasHpaHa Tepanus. OcBeH TOBA, MOJ3UTE OT JICYEHHETO MNPH TE3H NALMEHTH MO OTHOLICHHE Ha AN
NALHEeHTH, NOCTUIHAIM TpaeH BUpyconoruueH orrosop (SVR), B cpaBHeHue ¢ miauebo, ca yMepeHH
(0cOBEHO NPH Te3M ¢ K3IXOAHO HUBO Ha anbyMuH <35 g/l), B cpaBHeHME ¢ LsAnaTa rpynara. JleyeHuero ¢
e;rrpoMbonar Npy Te3n NAUMEHTH TpAOBa Aa ce 3anoysa caMo OT JICKAPH C ONMUT B JICYCHHETO HA
HanpeaHan HCV u caMo, Korato pucKbT OT TPOMOOLIMTONICHUA WIH CITHPAHE Ha MPOTHBOBHPYCHATA
Teparnds Halara HaMeca. AKO JJEHEHHUETO € CMATA 3a KIMHHYHO MOKa33aHO, Te3H MaUHEeHTH TpsOBa Ja
OBLaaT BHHMATENHO MPOCEASBaHM,

KoMmbuHHpaHe ¢ AUPEKTHO AeUCTBALIM MPOTHBOBHPYCHH CPEICTBA
He ca ycraHoBeHH 6€30nacCHOCTTa H e()HKACHOCTTA NPH KOMOHHHPAHE C AHPEKTHO NECHCTBAIIN

NpOTHBOBHPYCHH CPEIACTRA, 01106PCHH 38 JICYCHHUEC Ha XpOHHUYHA HHCI)BK].IHH C BHPYCa Ha XCIIATHT C.

PHCK OT XenaTOTOKCHYHOCT

[TpunoxeHneTo Ha enTpoMOonar Moxe [ja MpeAH3BHKA HapyllaBaHe Ha YepHoapoOHaTa
TEXKA XEMAaTOTOKCHUYHOCT, KOATO Aa Obae JkMBoTO3acTpaLIasaiug {BK. Touka 4.8).




TpA6Ba Aa Ce H3CAEABAT NPEAH 3anoYBaHe Ha JIeUeHHE ¢ eTpoMbonar, Ha BCEKH 2 CEAMHLH NO BpeMe
Ha a3aTa Ha KOPEKLMA Ha A03aTa H BEAHbK MECEYHO Clie]] YCTRHOBABAHE HA MOCTOAHHA [1034,
Entpombonar unxubupa UGTIA] u OATPI1BI, koeTo Moxe na xoBene 10 HHAHPCKTHA
xunepowmpyounemus. I[Tpn nosuinen 6uinpybuH, TpabBa na ce HanpasH QppakLHOHHPAHE.
CepyMHHTE YepHOAPOOHH NMOKA3aTeN|, NOKA3BALlK NATONOMHYHH MMPOMEHH, TpAOBa Aa Ce OLIEHSAT C
NOBTOPHO M3CAEABAHE ClieA 3 A0 5 AHK. AKO MATOJOrHYHHTE IPOMEHH CE TIOTBBPAAT, CEPYMHHUTE
yepHOAPOOHH noKa3aTelH TpaOBa a ce MpocIeasBar, A0KaTO NaTOROrHYHHTE PE3YJITaTH Ce
HOPM&IM3HPAT, CTAOWIM3HPAT WIH C€ BbPHAT KbM M3XOJHHTE HUBa. [IpuemMbT Ha enrrpomMbonar
Tps#OBa na ce npexbcHe, ako HHBaTa Ha ALT ce noauwiar (>3 meTH ropHaTa rpaHyiuia Ha HOpMAaTa
[xI'TH] npu naugeHTH ¢ HOpManHa YepHOAPOoOHa QYHKIHA WIH >3 X M0BEYE OT H3XOAHOTO HHBO WIH
>5 xI'TH, xoeTo oT ABETE € NO-HUCKO, NMPH NALYHEHTH C NMOBHLIEHH HHBA HA TPAHCAMHHA3HKTE Npeau
3aMoYBaAHE HA JIEYEHUETO) H CAa:

MporpecHpaLiy Uiu
NEPCUCTHpALLH 38 >4 CEAMHLIM, HITH

CBITBTCTBAHH OT NMOBHILEH AHPEKTEH OMNUpyOHH, WK
ChITLTCTBAHH OT KIIWHHYHH CHMITTOMM Ha Y€pHOAPODHO yBpexaHe WIH JaHHH 33
yepHOApOoOHA ACKOMITEHCALUA.

HeoGxoaumMo e NOBHILIEHO BHHMaHHE, KOMaTo ce npuiara enTpoMbonar npy nauyeHTy ¢ 4€pHOApOOHO
3abonasane. [Ipy naupenT ¢ UTII n TAA, Tpa6Ba aa ce U3non3sa MO-HKCKa Ha4aaHa 103a
entpombonar. HeobxonumMo € BHUMAaTENHO NMPOCAEAIBaAHE, KOTaTO Ce MPHara rnpH NalyeHTH ¢
4epHOAPOOHO yBpeXaaHe (BX. TouKa 4.2).

YeproapobHa AeKOMIIEHC NPUIOKEHHE C U €pOH
YepruoapoOHa AeKOMIEHCALMA ITPH MTALIMEHTH ¢ XpOHUYEH xenaTHT C: HeoDXoaUMO € NpoCiieASBAHE
Ha MaLHEHTHTE ¢ HUICKU HMBa Ha anbymud (<35 g/1) unu ¢ u3xoanu croiftnocty Ha MELD ckana >10.

INaiuenTuTe ¢ XxpourdeH HCV ¢ uuposa Ha yepHma apod Moxke fia ca HUI0XKEHH Ha PUCK OT
yepHOAPOOHA AEKOMIIEHCALMS, JOKATO ca Ha JiedeHue ¢ anda-unrepdepon. B aBe KoHTpoIHpaHH
KIIMHHYHHM NPOY4BaHUA Npi TpoMOoumToneHHynu nauneHTn ¢ HCV, gepHoapobHa aekoMneHcalms
(acuuT, yepHOAPOOHA eHLe(daoNnaTiA, KbpBEHE OT BapHLIH, CNIOHTAHECH OaKTepHAaNeH NEPUTOHMT)
HACTBIBA DO-4eCTO B pamMoTO Ha entpoMmbonar (11%), B cpaBHenHe ¢ ruiatie6o pamoro (6%). [Ipn
NalHeHTH ¢ HUCKH HUBa Ha andymuH (<35 g/1) unu ¢ uzxoaen MELD ckop >10, e HabmonasaH 3 meTH
NO-BHCOK PHCK OT YePHOAPOOHa ACKOMNEHCAIIHA H MOBHIIABAHE HA PHCKA OT HEXKETAaHH PEaKLIHH C
NeTaneH U3Xoj, B CPaBHEHHE C MALMEHTH C NO-MAJIKO HampeaHano yepHoapobHo 3abonssane. OcpeH
TOBA&, MPH T€3H NALKUEHTH NOM3UTE OT JICYCHHUETO MO OTHOLUEHHE HA AAJ1 NAalHEHTH MOCTHIHANH SVR,
B CpaBHEeHHe ¢ Tuauebo, ca ymepeHH (0cobeHO NMpH Te3H ¢ U3X0AHO HUBO Ha anbyMuH <35 g/l), B
CcpaBHEHHME ¢ LtaTa rpyna. EntpoMObonar Tpabsa ja ce npunara npy T€3M NALKMEHTH CAMO Clien
BHAMATEITHA MPELICHKA Ha OYaKBAHHWTE MON3H CIIPAMO PHCKOBETE.

[TauneHTHTE ¢ TE3H XapaKTEPHCTHKH TpAOBa Aa ce MpOCAEAIBAT BHEMATEIHO 38 NPHU3HALH H
CHUMITTOMH Ha YepHoApoOHa nexomneHcauus. Tpadpa na ce HaNpaBH CIIPaBKa CbC CHOTBETHATA KpaTKa
XapaKTepPHCTHKa Ha HHTEP(PEPOH 38 KPHTEPHUHUTE 3a CIIHPAHE Ha JIEYEeHHETO. AKO NOpaaH YepHoApodHa
ACKOMIIEHCAallHA, NPHEMbT Ha MPOTHBOBHUPYCHA TEPAINKA CE NMPEYCTAHOBH, JICYEHHETO ¢ enTpombonar
TpadBa Ja ce crpe.

TpoMboTHuHW/ TpoMOOEMOONHYHH YCIOXKHEHUS
B kOHTpONMpaHH NpOy4BaHHA NMPH TpoMOouuTOoneHHYHU nauHeHTH ¢ HCV Ha uHTepdep
Tepanusa (n=1439), 38 ot 955 nauneHTH (4%), N1exyranu ¢ entpombonar, 1 6 or 484
nnauebo rpynara ca umanu TEC. Crobinapanure TpoMO0oTHUHH/ TpOMOOEMOOITHY
BKJIOYBAJIM BEHO3HH H apTepHanHu cbOuTHs. [To-ronamara uact ot TEC He ca 6
NPEMHHAIH 10 Kpas Ha nmpoyuBaHero. Hali-uectoro TEC B aBeTe rpynu Ha neue
Ha nopranHata BeHa (2% NpH naunMeHTUTE Ha neueHHe ¢ enTpomObonar crpsamo <I
He ¢ HabmonaBaHa onpeaencHa BpeMeBa BPb3Ka MEXY HAUaNoOTO Ha JIEYEHHETO




¢ HUCKH HHBA Ha anOymuH (<35 g/1) wiu MELD ckop >10 ca umanu 2 meti no-Bucok puck ot TEC, B
CPaBHEHHME ¢ MALHEHTHTE C NMO-BUCOKH HHBa Ha anbymuH. [TauueHTnre Ha Bp3pacT >60 roaunm ca
HMAJTH 2 TbTH Mo-BucoK puck ot TEC, B cpaBHeHue ¢ no-muaaure, Enrpombonar Tpabea aa ce
MpWiara NpH Te3W MalMeHTH CAMO Clie]l BHUMaTelHa NPELICHKA HA OYaKBAHHTE IMOJI3H CNPAMO
puckosere. [TaupeHTrTe TpbBa 11a ce npocieasBaT BHUMATENHO 33 MPH3HALM H CHMITTOMH Ha TEC.

YcraHoBeHO €, ue pucksT oT TEC e NOBHLIEH NPH NalMeHTH ¢ XPOHWYHH 4epHOApoOHH 3aboisBaHus
(X43), nexyBaHu c¢ne 75 mg entpomMbonar BeAHEK ZHEBHO 38 2 CEIMHLIM NMPH NOArOTOBKA 32
uHBa3sHBHH npoueaypH. Lect or 143 (4%) pp3pacTn nauuenTy ¢ XY3 na neyeHue ¢ exrpombonar
ca noryuywid TEC (BCHUKH Ha mopTanHaTa BEHO3Ha CHCTEMA), a B manebo rpynara gsama ot 145
(1%) nawpenTu ca nonydyrnd TEC (eauH Ha noprajiHaTa BEHO3HA CHCTEMA H €IMH MHUOKApIEH
uHpapkT). [ler oT 6-Te NalMeHTa Ha JiedeHHe ¢ enTpoMbonar ca noJy4Had TpoMOOTHYHOTO
yenoxueHne npu Opoit Ha TpomGoumrrre >200 000/pl v B pamkurre Ha 30 AHM cnel MpHEM Ha
nocneaHaTa nosa enrpombonar. EntpoMGonar He € nokalaH 3a JiedeHHE Ha TPOMOOLIMTONEHHA NPH
NalMEHTH C XPOHH4YHO YepHOAPOOHO 3a00n49BaHe ITPH NOATOTOBKA 33 HHBASHBHH NMPOLICIYPH.

B xniuHH4YHH npoyuBaHua ¢ extpoMmbonar npu UTT1, tpomboembonuunu chOHTHA ca HabmogaBaHK
npH HHCHK M HopmaneH Opoii Ha TpoMbowTHTe. ErTpoMGonar 1psadea aa ce npuiara ¢ NOBHIIEHO
BHHUMaHHE NMPH NALMEHTH ¢ W3BECTHH PHCKOBH (aKTOPH 38 TpOMO0EeMOO0IH3IBbM, BKITIOUHTEIHO, HO HE
camo, HaceacTseHH (Hanp. dakrop V Leiden) wnn npunoduru puckoBH dakropy (Hanp. AeULIMT Ha
ATIII, antndocdonunuaeH CHHAPOM), HANPEXHANA BL3PACT, MALMEHTH C ALJTH AEPHOAH Ha
o0e3IBIKBAHE, 3N10KA4ECTBEHH 3a009BaHUA, KOHTPALUEIITUBH H XOPMOHO3AMECTHTEIHA TEPANHi,
XHPYPru4yHa HHTEPBEHLMA/TPaBMa, 3aT/ILCTABAHE M TIOTIOHONYLIEHe. BpoaT Ha TpomBoumTure TpabBa
la ce NpocaeAaBa BHUMATETHO U TpAOBa Aa ce 0OMUCIN HAMAJIABAHE Ha J03aTA WIH NPEKbCBAHE Ha
JIEYEHHETO ¢ enTpomObornar, ako 6podT Ha TPOMOOLIMTHTE HALBHLIHK TapreTHHTE HHBA (BXK. To4ka 4.2).
CroTHOLUEHKETO NON3a/pHCK TPAOBA 1a ce B3eMe npeaBHA NpH nalueHTH ¢ puck oT TEC ¢ kakBaTo H
118 € ETHONOTHA.

Hsama ycranoBeH cnyuait Ha TEC B xkiiMmRM4HO npoy4uBane npy pegpaxrepHa TAA, HE3aBHCHMO OT
TOBA, PHCKDBT 38 HACTHIIBaAHE HA TAKHBA CHOMTHA HEe MOXKE Aa CE€ H3K/HOYH B TA3H NALIMCHTCKA
NoTMyJjaLMa nopaay Mankug Opoil nauueHTH ¢ excno3uums. Tsi Karo Hail-BHCOKATa paspeiticHa 3a
ynorpeda A03a € nokasaHa npy nauMeHTH ¢ TAA (150 mg/neH) H nopaau xapakrepa Ha peakLMATa,
Moxe Ja ce ouakBaT TEC B Ta3W nauMeHTCKa NOITY ALy,

Enrpombonar ve TpabBa aa ce npunara npu nauxeHtd ¢ UTI1 ¢ wepHoapobHo yepexaane (ckop no
Child-Pugh >5), ocBeH ako OuaKBaHaTa Noji3a NMPEeBHLIABA CHUIECTBYBAIHA PHCK OT TpoMDO3a Ha
nopranHaTa BeHa. KoraTo neuennero ¢ exrpombonar ce CMETHE 32 NOAXOAALL0, € HEOOXOAHMO
NOBHLIEHO BHUMAHHE NPH Ha3HAYaBAHETO MY Ha MAalLMEHTH ¢ YePHOAPOOHO yBpexaaHe (BX. TOUKH 4.2

1 4.8). | |

KbpBeHe cnen npexkbcBaHe Ha JIEYEHHETO ¢ enrpoMbonar
Cnen nmpexbeBaHe Ha JIEYEHHUETO ¢ eaTpoMbonar € Bp3M0XKHa NMOBTOPHA NOsABA HA TPOMOOLMTONEHMS.

Cnen npexseBaHe Ha enrrpoMOonar, npH NOBEYETO NALMEHTH SpoAT Ha TpoMOOLIMTHTE ce Bpbilla Ha
H3XOAHOTO HHBO B PAMKHTE Ha 2 CEAMMLIH, KOETO MOBHILABA PHCKa OT KbPBEHE H B HAKOM CITydaH
MOXeE 1a IOBERE A0 XeMoparuu. TO3M PHCK € MOBHLIEH, KO NEUEHHETO ¢ enTpoMbonar ce npekbeHe
NPH NPHEM HA AaHTHKOAryJIaHTH WIH aHTHTPOMOOTHYHHM cpeacTsa. Ilpenoprusa ce Npu NpeKbCBaHE Ha
JIe4eHHETO ¢ entpoMbonar aa ce 3anovyHe oTHOBO JieueHue 3a UTT1 cnopen HacTOSIINTE KOBCEHCYCH
3a JieueHHe. JJOMbJIHHTEAHUTE MEAULMHCKU MEPKH MOTaT Ja BKJIIOUYBAT CIIHpaHe Ha
AHTHKOAry/JIAHTHATA B/ WIH AHTHTPOMOOTHYHATA TepamKs, AHTATOHH3HPAHE HA AHTHKOAryJIALMATA WIH
BJIHBaHE HA TpoMOoLMTU. bpodaT Ha TpoMbOLMTHTE TpAOBa Ja ce npocieasBa BCAKA CEOM
Ce/IMHMLIM CAell MPeKbCBaHE HA IeUEeHHETO ¢ enTpombonar.

B xnuHryHu npoyuBaHus mpH HCV e ¢chobliapana no-BUCOKa 4€CTOTA Ha racTpo ;
KbPBEHE, BKIIOYHTEHO CEPHO3HH CyuaH H CITydaH ¢ JIETANEH H3XOJ, Cile]l CTIHpaHe fias
neruHrepdepoH, pubaBupuH U exrpoMbonar. Cnen cnupaHe Ha JIEYEHHETO, NaLHe




NPOCIEAABAT 33 NPU3HALIM WIH CUMITTOMH Ha FACTPOMHTECTHHAJIHO KBPBEHE,

O6pa3ypaHe Ha PETHKYJIHH B KOCTHHA MO3LK H PHCK OT KOCTHOMO3BYHE Pubposa
EnTpomOonar moxke Aa MOBHIOK PHCKA OT 0Opa3yBaHe MJIH MPOrpecHs Ha PeTHKY/IMHOBH BIAKHA B

KOCTHHS MO3bK. BaxkHOCTTa Ha TA3M HAXOKAa, KAKTO U TPH APYrd arOHKCTH Ha TpoMOONOeTHHORKA
peuenrop (TPO-R), Bce olue He e ycTaHOBEHa.

[Ipeay 3anouBaHe Ha JiedeHHe ¢ erTpoMbonar, HaTpHBKaTa OT NMepHPepHa Kpbs TpsOBa.-aa ce
H3CJIe/1BA BHUMATENHO, 34 Aa ¢€ YCTAHOBAT H3XOAHHTE NMATONOTHYHH NIPOMEHH B KIE€THYHATA
mopdonorua. Ciea ycTaHOBABAHE Ha MOCTOSHHA 4038 enTpoMbonar Bceku Mecel] TpaOBa aa ce rmpasy
meiaHa kphBHa kapTiHa (TTKK) ¢ nudepenupnanto 6poene (JIKK). Ako ce nabmoaaBaTt He3penu MiH
OHCIUTACTHUHH KJIETKH, TpA0OBa Aa ce W3CieABa HaTPHBKA OT nepH¢epHa KPBB 328 HOBH WIH BAOLICHH
MOphONOrHYHH NMPOMEHH (HaIp. KANKOBHIAHW WIH AXPEHH EPUTPOLIMTH, He3peiH 6eM KPhBHH
KJIETKH) WIH UHTONEHHA(H). AKO MALHEHTLT Pa3sBUE HOBH MOPQPOJIOrHYHH MPOMEHH HITH
LIMTOTIEHUA(H), HITH TE ¢ RIOLIAT, TeYyeHHeTo ¢ entpombonar TpabBa na ce NpeKbeHe M 1a ce oOMUCTH
OHoMncHA Ha KOCTEeH MO3bK, BKJHOUHTENHO H OLiBeTABaHe 3a Gpubposa.

[Iporpecys Ha ChUIECTBYBAIK MHEIOANCILIACTHYHHA CUHAPoMH (MJIC)
ChillecTBYBa TEOPETHYEH PHCK, Y€ aroHHCTHTE Ha TPO-R Moxe na cTHMYynHpaT nporpecHUsTa Ha

CHINECTBYBAINM XEMATOJIOMMUYHH 3noKkadecTBeHH 3a0onapanua karo MJAC. Arouucrure Ha TPO-R ca
pacTeKHH (JaKTOPH, KOKTO BOAAT A0 €KCMAH3Us U AUPEpECHLHALIMA Ha TPOMOONOETHYHHUTE
NPOreHHUTOPHHU KJIETKH H oOpasyraHe Ha TpoMbouuTH. TPO-R ce ekcnipecupa rnaBHo Ha
NOBbPXHOCTTA HA KJICTKHTE OT MHEJIOUAHATA JIMHHA.

[Ipu KnuHKHYHK Npoy4BaHua ¢ aroBucT Ha TPO-R npu naipentn ¢ MJAC, ca nabmonasanu ciryuau Ha
npexofiHo NOoBHINaBaHe Ra Opos Ha GnacTHUTE KIETKH M ¢a AOKJIAJIBAHH CITy4aH Ha NPOrpecHUs Ha
MJIC no octpa muenonaHa neskemus (OMJI).

Huarnosara UTI1 win TAA npu Bb3pacTHH M NaLMEHTH B cTapuyecka BL3pacT TpaOpa Aa ce MoTBbpAU
ype3 M3KMOYBAHE Ha APYTH KIHHHYHH €IHHHLM, MPOABABALIY C& ¢ TPOMOOLIHTONECHHA, NTO-CMNELHATHO
auarHosara MJIC tpsOBa aa 6vae n3kmoueHa. TpaOBa na ce 0OMHCIIH M3BBPLIBAHE HA KOCTHO-
MO3b4YHa acupalma H OHoNcHA B XoZa Ha 3a00JIIBAHETO H N0 BPEME HAa JIEYEHHETO, OCO0EHO NpH
MALMEHTH Ha BB3pacT Haj 60 FOAMHH, IPH NALIHEHTH ChC CHCTEMHH CHMITTOMM WIH IIPH HeoOuualiHi
TIPH3HALM, KaTo noBuileH Opoii nepudepHH HacTHH KIETKH.

EdukacHocTTa ¥ 6€30nacHOCTTa Ha eITpoMOONAar He ¢a YCTARHOBEHH TIPH ieYeHHE Ha
TpombouuTonenys B pesynrar Ha MJIC. Entpombonar ve Tpabpa a ce H3n0138a W3BBEH KIMHUYHUTE

Npoy4BaHHA 3a JiedyeHHe Ha TpomOouTOoneHHs, B pesyarar Ha M/JIC.

IluToreHeTHyHH HapylieHus ¥ nporpecus 10 MJIC/OMJI npu naunenTd ¢ TAA

H3BecTHO e, 4e NpH NauMeHTHTe ¢ TAA BB3HMKBAT LIHTOIC€HETHYHH HapylieHus. He e u3BecTHO Janu
enTpoMOonar rnoBrIIaBa PUCKA OT Bb3HUKBAHE HA LIUTONCHETHYHH HapyIIEeHHUS NMPH NallHEHTHTE C
TAA. B xknuHHYHOTO npoy4BaHe npH pedpakrepHa TAA ¢a3a Il ¢ HayanHa no3a Ha enTpombonar 50
mg/neH (yBenMuaBaHa Ha BCEKH 2 ceAMHLM A0 MakcuMaiHa a03a 150 mg/nen) (ELT112523), HoBH
LIUTOreHETHYHH HapyllleHHa ce Habmoaapar npH 17,1% ot Bp3pacTHHTe nauMeHTH [7/41 (karo 4 ot
TAX HMAT NPOMEHH B 7-Ma XxpoMo30Ma)]. MeaHanara Ha BpeMETO OT HAYaJIOTO Ha NpHEMa Ha
MpOY4BAHOTO JIEKAPCTBO J0 NOABATa HA LIMTONCHETHYHHM HapyLUeHHns € 2,9 meceua.

B xnMHH4HOTO NpoyuBaHe npH pedpakrepHa TAA ¢asa Il ¢ entpombonar B n03a 150 mg/nen (¢ue
ChOTBETHHTE MPOMEHH B 3aBHCUMOCT OT pacaTa WM Bb3apactra) (ELT116826), HoBM 1iMTOreHE
HapylleHHA ce Babmonasar npu 22,6% ot Bp3pacTHuTe mauneHTH [7/31 (karo 3 oT TaxX UMa
NPOMEHH B 7-ma XpoMo3omMa)). Bcuuku 7 nauueHTH HMaT HOPMAaJIHA HHTONCHETHKA Ha H3X{
IlecT naiHeHTH HMAT HATOrCHETUMHH HAPYLUEHHA HA 3-1a MECELl OT JICYCHHETO ¢ em'po
eAVH NalMeHT HMA LIMTOTEHETHYHH HAPYILEHHA Ha 6-UA MeCeLl.
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B knuHuuHM npoyvuBaHud Ha entpoMbonar npu TAA, nipH 4% ot nauuenTtute (5/133) e
auarHocTiumpad MJIC. MeanaHaTa Ha BpeMETO 10 MarHo3ara € 3 Mecella ciiefl 3alioyBaHe Ha
IieueHHeTo ¢ entpomdbonar.

[Ipu nanMeHTHTE ¢ TAA, KOMTO HE Ca C€ NMOBAUANH WM Ca HMAJIH HHTEH3HBHA NpeALISCTRAIA
HMYHOCYTIPECHBHA TEPANHA, C€ NPENOpHYBA U3CACABAHE HA KOCTHHA MO3BK Ype3 acrHpalLus 3a
LHTOFEHETHKA MPEH 3aTIOMBAHE Ha JieueHHeTo ¢ enrrpoMbonar, Ha 3-us Mecell OT NeUYeHHETO 1 6
Mecella no-kscHo. [1pH ycTaHOBABaHE H8 HOBH LIMTOTEHETHYHH HApPYLUEHHs, TpAOBa Aa ce NpELeHH
J&JTH € NOIXOAALLO NPOABL/DKABAHE HA JIEUEHHETO ¢ erTpoMOonar.

O4HH NpOMeHH

Karapakra e HabmoaasaHa B TOKCHKOJIOTHYHH NMPOYYBAHUA Ha eNTpoMOonar npH rpu3aqdy (Bk. Touka
5.3). B koHTpONnMpaHH npoyyuBaHus rnpH TpoMbormroneHnyHy nauueHTH ¢ HCV Ha nedenwue ¢
uHTepdepoH (n=1 439) e crodlIaBaHo 3a Mporpecus Ha NMpelecTBallla KATApaKkTa WM 3a
HOBOTIONBHIIIA Ce KaTapaxTa npu 8% B rpynara Ha exrpombonar 1 5% B nnaiiebo rpynara. PetuHanuu
KpLBOMIIHEBH, I1aBHO CrerneH 1 mnu 2, ca crobmasanu npu HCV naunenTn Ha neueHne ¢
uHTepdepoH, pubasrupuH U entpombomnar (2% B rpynara Ha esrpombonar 1 2% B ruaueo rpymnara).
[ToseaBanu ca ce KPBBOM3ITHBH Ha MOBLPXHOCTTA Ha peTHHATA (TTPEPETHHANHH), [TO/1 PETHHATA
(cybpeTHHanNHH) HAK B camaTa peTHHA. [Ipenopbusa ce peoBHO 0QTATMOJIOrHYHO NPOCNEAIBAHE HA
NalHEeHTHTE.

VY nrmkasaHe Ha QT/QTc uHTepBana |

[Ipoyusane 3a QTc unTepBana npu 3apaen godposonuy, npuemainH 150 mg enrpombonar aHeBHO, He
€ NOKa3aio KIMHHYHO 3HA4YMM e(eKT BBpXY ChbpAeYHATa peroapH3auns. Y aenkapaHe Ha QT¢
HHTEPBAJIA € ChOOLLIEHO B KIIMHHYHH npoyuBaHua npu nauueHTH ¢ UTIT v TpoMboLpiTONCHHYHH
nauHeHTy ¢ HCV. KnuHuyHaTa 3Ha4UMMOCT Ha Te3H CITy4aH Ha yarpkapaHe Ha QTc uHTepBana He e
H3BECTHA.

3ary6a Ha oTTOBOp KBM entpombonar
3ary6a Ha OTTOBOP HJIM HEBBIMOXKHOCT J1a C€ NOAABPKA TPOMOOLIMTEH OTTOBOP NPH JICYEHHE C

enTpoMOonar B paMKHTE Ha NMpENnoOpbYMTENHATA 1032, HAJlara WicjaeABaHe Ha MORIEKALUTE (PaKTOpH,
BKJTIOYHTENTHO H NOBHIIEHO HUBO HA PETHKY/IHH B KOCTHUA MO3BK.

[leauaTpyyHa NonyAaLHs
Onucanure no-rope npeayrnpexaeHus H npeanasin Mmepku npu UTII ce otHacaT u 3a
neasaTpUYHaTa nonynauna

HHTepdbepeniing ¢ 1adopaTopHH TECTOBE

Errrpombonar e CHIHO OLBETEH Y NOPARM TA3M NMPHUMHA € BL3MOXHO Aa Hmpcbepnpa C HAKOH
naboparopHu TectoBe. Croliuasa ce 3a NpoMAHa B LIBETA HA cepyMa U HHTepdepUpaHe ¢ TECTOBETE 34

onpenensHe HA oOwms 6WIHPYOHH KB KpeaTHHHHA TP MALUEHTH, NpUeMally entpoMbonar. Ako
nabopaToOpHUTE Pe3Y/ITATH H KIMHWYHOTO HabMOACHHE HE CH CBOTBETCTBAT, MOBTOPHOTO M3CIICBAHE

C ApyYr MeTroa MOXE Ja NMMOMOTHE 3a OIPEAC/IAHC HA BANHAHOCTTA HA PC3YJITATUTE.

IToMOIIHM BEINECTBE
Haomaum
[MauueHTH Cc peaxH HACNSACTBEHH NpoOIeMH HA HEMOHOCUMOCT KbM JpykTo3a He TpAOBa Aa NpHeMaT

TOBA JICKAPCTRO.

CvOvpacanue na nampuu

TO34 IeKapcTBEH NPOAYKT ChAbPKa Mo-Manko ot 1 mmol HaTpnii (23 mg) Ha ¢HnMUpaHa

T.€. MOXKE Ja C€ Kaxe, Ye MPAaKTHYECKH He ChAbpiKa HATpHHA. .S*’
-~
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4.5 BiarMoaeiicTBHE ¢ JPYIH JIEKAPCTBEHNE OPOAYKTH H APYIrH GOopMH HA
B3AEMOJeHicTBHE

BraneiicTBHe Ha enTpoMbonar BEpXY APYIrH JIEKAPCTBEHH MPOAYKTH

HMG Cod pedykmaznu unxubumopu

[Mpunoxenunero Ha 75 mg exrpombonar BeAHbK AHEBHO 338 5 AHH ¢ €AHOKPaTHA ao3a ot 10 mg
pocysactaTHH, cybctpar Ha OATPIB] u BCRP, Ha 39 3apasu BE3pacTHH € NOBHIIKNIO IUTA3MEHKS
Cmax Ha pocysactaTtiH cb¢ 103% (90% nosepurenen unrepsan [CI]: 82%, 126%) 1 AUCs« ¢ 55%
(90% CI: 42%, 69%). BaanmoneiicTeua ce ovaksaTt u ¢ Apyru HMG-CoA pexyxrazHu BHXubHTOpH,
BKAIOYHTENHO ATOPBACTATHH, (PTyBACTATHH, JIOBACTATHH, NPaBaCTATHH H CHMBacTaTuH. TpabBa aa ce
oOMHCIIH HaMadBaHe HA 03aTa Ha CTATHHHTE NPH €JHOBPEMEHHO NPUIOKEHHE ¢ enTpombonar H
BHHMAaTETHO 12 CE CJIEH 3a HEXKEJaHH PeakilMH, CBbP3aHH ¢ MPUWI0KEHHETO Ha CTATHHH (BXK. TOYKA

5.2).

Cyvbcmpamu na OATPIBI u BCRP
EnnoBpeMeHHOTO npHaoxkeHue Ha exrpombonar u cydctpatu Ha OATP1B1 (nanp. meTorpexcar) u
BCRP (uanp. TOmoTeKaH B METOTpeKcarT) TpAGBa Aa cTaBa ¢ MOBHILIEHO BHUMaHHE (BX. TOUKa 5.2).

' Cy6empamy na yumoxpom P450

[Ipu npoyuBaHHs ¢ YOBEUIKH YePHOAPOOHH MUKPO30MH, enTpoMbonar (1o 100 pM) He e nokasan in
vitro nuxuoupase Ha CYP450 ensumure 1A2, 2A6, 2C19, 2D6, 2E1, 3A4/5 n 4A9/11, Ho € Oun
uaxubuTop Ha CYP2C8 n CYP2C9, uamepeHo ¢ OMOILTa Ha NAKIHTaKcel B AMKIOPEHaK KaTo
npoOHH cyOcTpaTh. IlpunoxeHuero Ha 75 mg enrpombonar BeAHbX AHEBHO 3a 7 AHHK NpH 24 31paBH
NOOPOBOJILIM OT MBXXKH MOJ HE € MHXKWOUpano WK HHOyuMpano MetabonuiMa Ha npobHHTe
cyocTpatH 3a 1A2 (xkodeun), 2C19 (omenpaszon), 2C9 (bnypbunpoden) nnu 3A4 (Muga30nam) npu
xopa. He ce ouyakBaT KNHHHYHO 3HAYHMH B3aUMOAECHCTBHA NPH €XHOBPEMEHHO NPHIIOKEHHE Ha
enrpombonar U cyberpatu Ha CYP450 (Bxk. Touka 5.2).

HCYV npomeasnu unxubumopu

He ce w3ncKBa KOpHTHpaHe Ha 403aTa, KOraro errpoMbonar ce mpwiara eAHOBPEMEHHO C TEJIANIPEBUP
niH Gouenpesup. EAHOBpeMEOHHOTO NIPWIOKEHHE HA €AMHHYHA 11038 exTpoMbonar 200 mg ¢
TenanpeBdp 750 mg Ha 8 yaca HE NPOMEHs NIa3MECHATA €KCTIO3HLIMA Ha TEJI_RNPEBHP.

EnHOBpeMEHHOTO NPWIOKEHHE Ha eAHHHYHA A03a entpombonar 200 mg ¢ 6ouenpesup 800 mg Ha 8
yaca He npomens wiasMeHata AUC o na 6ouenpesup, Ho yBenwuasa Cmax ¢ 20% » Hamanssa Cmin
¢ 32%. KnuHHuHOTO 3HaueHHe Ha HaMaaaBsaHeTo Ha Cmin HE € YCTAHOBCHO, MPENOPhYBa CE 3aCHICHO

KIHHHYHO W naboparopHo npocnenssaHe 3a HCV cynpecus.

BrapeiicTBHE Ha APYIH JEKAPCTBEHH NMPOAYKTH BLPXY earpombonar

Liuxnocnopus
HabGmonapa ce noHWKeHHEe Ha eKCMIO3ULHATA HA enTpoMOonar npy eaHOBpeMeHHO npunarasde ¢ 200
mg 1 600 mg wmutocnopuH (BCRP unxubutop). EnHospemMennoro npunoxerue ¢ 200 mg
uuknocnopuH noHwkasa Cmax U AUCoe- Ha enrpombonar croTBeTHO ¢ 25% M ¢ 18%.
EnxoBpeMeHHoTO npiaokeHde ¢ 600 mg umiiocnopuH noHmkasa Cmax 1 AUCo« Ha entpombonar
CBHOTBETHO ¢ 39% H ¢ 24%. [lo3BonABa Ce KOpHrHpaHe Ha 03aTa Ha enrpoMbonar no BpeMe Ha
JIeYEHHETO B 3aBUCHMOCT OT 6pod Ha TpoMOouMTHTE Ha nauueHTa (BX. Touka 4.2). bposaT Ha
TpoMOoLMTHTE TPsOBA 2 ce MpocneAsBa OHE BEAHbK CEAMHUYHO B MPOAL/DKEHUE Ha 2 10 3
CEIMHLIM, KOraro enrpombonar ce npwiara eAHOBPEMEHHO ¢ HUKnocnopuH. Moxe na e Heobxoaumo
NOBHINIABAHE HA J103aTa Ha enTpoMbonar Bb3 0OCHOBA Ha Opod Ha TpoMboUHTHTE. -
.,xwum,,a \
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Honusanenmuu kamuonu (0Opazyeane Ha xeaamu)
EarpomObonar obpa3yBa XenaTH ¢ NOJHWBaJICHTHH KATHOHH KATO JKeNA30, KATLMHA, Ms
ATYMHHM#H, cenieH U IHHK. [IpinoXxkeHneTo Ha eAMHWYHA A03a 75 mg exrpoMbonar c &
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ChABPIKALL NOJHBAJIEHTEH KaTHoH (1 524 mg amymuHueB xuapokcua H 1 425 mg Maruesues |
kapboHaT) Hamanaea nnasmeHara AUCo« Ha earpombonar cne 70% (90% CI: 64%, 76%) 1 Cmax ¢ue
70% (90% CI: 62%, 76%). ErtpoMbonar TpadBa Aa ce npuema MOHE ABa 4aca NpeAy WK YETHPH '
yaca CJie]] MpHeMa Ha AaHTHALMIH, MJIEYHH MPOXYKTH WIH XpaHUTENIHH J00aBKH C MHHEPAIIH,
ChIBPKALIHM MOMBANEHTHH KATHOHH, 34 J1a ce W36erHe 3HaUMTE/IHO HaMasABaKe Ha abcopbumaTa Ha
esTpombonar mopaau obpasyeaHe Ha XenaTH (BK. ToukH 4.2 1 5.2).

Jlonunaeup/pumoxagup
EnHoBpeMeHHOTO NMPHNOKEHHE Ha enTpoMOborar ¢ JOMHHABHP/PHTOHABHD MOXE fla A0BEAE N0

HaMaJIABaHE Ha KOHLEHTpalmaTa Ha enTpombonar. Eano npoyusase npH 40 3apaBu A06poBoSiUM €
MOKa3ano, ue HOBPEMEHHOTO NPpHIcKeHHe Ha eauHHYHa ao3a 100 mg earpombonar ¢ MHOrOKpaTHO
[punarase Ha TonuHaBHp/putoHasup 400/100 mg 28a MBTH AHEBHO BOAH 0 HAMAIBAHE HA
rwiazmeHata AUCo. Ha esrrpombonar cee 17% (90% CI: 6,6%; 26,6%). CnenosarenHo, Tpabpa Ja ce
NOAXOAH C MOBHIIEHO BHUMaHHe, KOTaTo erTpoMbonar ce fmpunara eIHOBPEMEeHHO ¢
NONK¥HABHP/puTOHABUp. bpoaT Ha TpomOoLMTHTE TPAOBa Oa ce npocaeAsBa BHHMATEIIHO, 3a 1a ¢
OCHI'YPH NOAXOAAINA KOPEKIIMA Ha A03aTa enTpoMbonar, KOraTo ¢¢ 3anoupa WM NPEKbCBA TEPamH C
JTOTMTHHABHP/PUTOHABHD. *

Hyuxubumopu u ungyxmopu va CYPIA2 u CYP2C8

Entpombonar ce meTafonu3upa no MHOTo MeTabonuTHH meTHILA, BkmouuTenHo CYP1A2, CYP2CS,
UGTI1Al u UGT1A3 (BX. Touka 5.2). BepoATHOCTTa IeKapCTBEHH MPOLYKTH, KOHTO HHXHOMPAT WK
MHIYLUHPAT COHH €AHHCTBEH €H3HM, 112 MORIHAAT 3HAYUMO MNa3MEHHTE KOHLIEHTPAIHH Ha
enTpombonar e Maika. JlekapcTBeHH NPOXYKTH, KOMTO HHXHOUPAT WIH HHAYLIHPAT MHOIO €H3UMH
MMAT MOTEHLHANA Ja NOBHIIAaT (Hanp. (pJyBOKCAMHH) WIH NOHWKAT (Hanp. pUpaMnHLIHH)
KOHLICHTpaLHHUTE Ha errpoMOonar.

HCV npomeaznu unxubumopu

Pesynrature oT npoyusase 3a ¢papMakokuHeTHYHH (PK) iexapcTBeHt B3aMMOASHCTBHS MIOKA3BAT, Ye
€AHOBPEMEHHOTO MPHIOKEHHE HA MHOIOKpaTHH 1034 douenpesup 800 mg Ha 8 yaca win Teianpesup
750 mg Ha 8 yaca ¢ eauHIUHa 1033 enTpoMGonar 200 mg He € NPOMEHUNO NNa3MEHAaTa eKCNO3HLHSA
Ha earpombonar B KJIMHHYHO 3HAYHMA CTEMNCH.

JlekapcTpery NpoAYKTH 3a Jievetine Ha 1]
B KIHHHYHHTE MPOYYBaHHA NEKAPCTBEHHTE NMPOAYKTH, H3MO0N3BaHM 3a neyenne Ha UTII B

koMOHHaLMsA ¢ erTpoMOonar, ca OWIH KOPTHKOCTEPOUIH, AaHA30J1 W/WIH a3aTHONPHH, HHTPaBEHO3EH
nmMyHornoOyauH (1.v.IG) n anrti-D umynornoGynun. Tpabsa na ce npocnensasa OposAT Ha
TpoMOOLIATHTE MpH KOMOMHHpaHe Ha enTpoMOonar ¢ APYry JIeKapCTBEHH NMPOAYKTH 3a JICUCHHE Ha
HUTII, 3a na ce u3zdertHe xocrurade Ha 6poit Ha TPOMOOLMTHTE H3BBH NPENIOPBYHTEIIHUTE MPAHULN
(BXK. TOUKA 4.2).

B3auMonelicTBua ¢ XpaHa
ITpnnaraxero Ha enrpoMbonar TabneTky WK npax 3a NEpoOpPAIHA CYCIIEH3HA C XpaHa C BHCOKO

ChAbPAKAHHE HA Kanlpit (Hanp. XpaHa BKIIOYBALIA MJICYHH NTPOAYKTH) 3HAYHMO HaMallaBa
mnasMeHuTe AUCo- 1 Cmax Ha entpoMbonar. O6paTHoTO, punaraHeTo Ha enrpoMOonar 2 yaca
npeay U 4 yaca ciej XpaHa ¢ BHCOKO ChABPKAHHE Ha KAMLHNA MK C XpaHa ¢ HHCKO CHABPXKAHHUE Ha.
xanumif [< S0 mg kanuuit] He NoBNMUABA ITa3MeHAaTa EKCIIO3KLIMA Ha exTpoMbonar B KITHHHYHO

3HAYMMa CTeneH (BXK. Touka 4.2).

[lpunaranero Ha enMHHYHa Ao3a enTpombonar 50 mg noa popmata Ha TabneTka, CbC CTAHAAPTHA
BUCOKOKANOpUYHA 3aKycKa, Horara Ha Ma3HMHH, KOATO € BKIIOUBANIA MJIEYHH NMPOAYKTH, TOHIDKABA
cpexnata riazMeHa AUCo. Ha enTpoMObonar ¢ 59% u cpeanata Cmax ¢ 65%. '

[Ipunaratero Ha egMHKYHa f03a enTpomOonar 25 mg nox dopmara Ha npax 3a nNepopany
c boraTta Ha KanuMii, ¢ yMEpPEHO ChIbpXKaHHe HA MASHHHH H YMEPEHO KaJIOpHYHa XpaHa
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cpeaHaTa masmeHa AUCo« Ha entpoMbonar cbe 75% u cpeaHata Cmax cbne 79%. ToBa noHWXkeHuUe
Ha eKCIIOZHLIMATA € No-cnabo u3pa3eHo, KOraTo eIMHUYHA A03a erpoMmbonar 25 mg npax 3a
nepopanta CyCrneH3us ce mpunara 2 yaca rpeau npuemMa Ha xpasa, borara Ha kanumi (cpeaHara
AUCo« ce noHmxkaa ¢ 20%, a cpearara Cmax ¢ 14%).

XpaHaTa ¢ HHCKO ChObpKaHHe Ha Kamumii (< 50 mg xaniui), BINIIOUYHTEIHO IUIOA0BE, HETHLCTA
LINyHKA, FOBEK/0 Meco M IooB cok (Ge3 aobapeH xaniuii, MarHe3Hii WiH xens30), HeoDOTaTeHH ¢
MHHEPAIK COEBO MIIAKO H 3bPHEHH XPpaHH, He OKa3Ba 3HAYMMO BIIMAHHE BBPXY IUIA3MEHATA
EKCNIO3ULIMA Ha enTpoMboriar, HE3aBUCHMO OT ChABPIKAHHETO Ha KaJIOPHH H Ma3HHHH (BXK. TOUKH 4.2

u 4.5).

4.6 DepTRIANRTET, OpEMEHHOCT H KbPMEHE

bpeMeHHOCT
JIunceaTt Wi MMa orpaHHYEHH AAHHH 34 MPHWIOXKEHUe Ha enTpombonar npu OpeMEeHHH KeHH.

[IpoyuBaHHATA NMPH HXHBOTHH Ca MOKA3AIH PENPOAYKTHUBHA TOKCHYHOCT (BX. TO4Ka 5.3).
[ToTeHLIHAAHUAT PHCK [IPU XOpa HE € U3BECTEH,

TocueTa He ce nNpenopbuBa N0 BpeMe Ha OPEeMEHHOCT.

JXKeHu ¢ neTepoaeH nore / Ko EMLMA TIPH MBXKE U JKEHH
TockeTa He ce npenopbYBa MPH XKEHH C AETEPOICH TOTEHLHAN, KOHTO HE H3MOM3BAT KOHTPALICITTHBH,

KspMeHe

He e u3secTHO ganu exrpoMOonar WiH HEroBHTe METAOONHTH CE EKCKPETHPAT B KEPMATA.
[NpoyuBaHKa NpH )KMBOTHH Ca NOKA3AIH, Ye enTpoMbonar BEpOATHO C€ CEKPETHPa B MJIAKOTO (BXK.
Touka 5.3); nopaau Ta3x NPUUKMHA He MOXe 1a ce H3KTIOYH PHCK 3a KbpMaueTo. Tpabpa 1a ce B3eMe
pellieHYe JAIH ia CE€ CNPE KbPMEHETO WM Jia ce MPOABIDKH/CNIpe BPEMEHHO 1eueHHeTo ¢ TocHera,
KaTO C€ B3€MAaT NPeABHA MOJ3aTa OT KbPMEHETO 3a JETETO H NOJI34Ta OT JICYCHHETO 32 MaHKara.

DepTHIHTET
ITpn MBLKKH HIH XEHCKH TUTHXOBE PEPTIWIHTETHT HE € NOBIHAH MPH EKCNIO3ULIMA, CPABHHMA C Ta3H
pH XopaTa. Benpeku ToBa, HE MOXe Ja C€ M3KNIOYH PHCK 3a XOpaTa (BiK. ToYKa 5.3).

4.7 EdekTn Bbpxy cnocodHOCcTTA 32 modHpane A padoTa ¢ MamiHHH

EntpoM0bonar normMsaea npeHeOpexxuMo cnocobHocTTa 3a ogHpaHe H padora ¢ MawunH. [1pn
onpezeiHe Ha cnocOOHOCTTA Ha MALMEHTA Ja HITHJIHABA 38/1a4H, KOHTO H3HCKBAT IMPELICHKA,
MOTOPHH H KOTHUTHBHH CriocOOHOCTH, TpabBa fla ce HMAT NpeABH KIHHHYHHAT CTATYC Ha NallueHTa
M IPO(UTBT Ha HeXeNaHH peakiuu Ha enTpoMbdonar, BKIIOUMHATE/IHO 3aMaiBaHe M TIMIICA Ha

BHHMaHHC,

4.8 Hexenann JIeKAPCTBEHH peaKIHHA

O6001eHne Ha npoduna Ha He3onacHOCT

Hmynrna mpomboyumonenus n:pu 8b3PacmHU ¥ ReCUAMPUNHY RAYUeHMU

Be3zonacHocTTa Ha enTpoMbonar ¢ olieHeHa NMPpU Bb3pacTHHA nauueHTH (N=763) KaTo ca H3INO/3BaHu
cOOpHHTE MaHHHM OT ABOHHOCHeNnKTe, mwiauedo-koHTpoaHpaHH npoyusanuil TRA100773A u B,
TRA102537 (RAISE) u TRA113765, B xonto 403 nauMeHTH ca C eKCNO3ULIMA Ha enTpoMOorn: 3Lt
Ha r1auebo, B AOITHJIHEHHE KbM JaHHHUTE OT NPHKIIOYKIMTE OTBOPEHH MpOYyUBaHUA (N—3 § L
TRA108057 (REPEAT), TRA105325 (EXTEND) n TRA112940 (Bx. TOUKa 5.1). l'Iau,H ‘&Ly
NpHeMaT MpoYYBaHOTO JICKapCTBO B MpoaAbDKeHue Ha 1o 8 roauHy (B EXTEND). Haﬁ- --
CEPHO3HH HEXENIAHN PEaKLMH Ca XeMaTOTOKCHYHOCT H Tpﬁmﬁomqﬂu/mouﬁoemﬁonm

14




Haii-yecTHTe HexxeNnawH peakumy, HabnoaaBaHH NpH Hal-Mauko 10% oT nauMeHTHTE ca BKTIOYBAIH:
rajgeHe, Mapus, NOBHLIEHA ajJaHWH aMUHOTpaHcdepasa u 6oska B rop0a.

BesonacHocTTa Ha enTpoMOonar Npu neAUaTpHYHK nauMedTH (Ha Bu3pacT ot 1 no 17 roaunn) ¢
nekysaHa mpeau tosa UTII e aeMoHcTpupana B aBe npoyuBaHud (N=171) (sx. Touka 3.1). PETIT2
(TRA115450) e ABOHHOCHANO H OTKPHTO, PAHAIOMH3HPaHO, INauebo-KOHTPOIHPAHO NPOYYBaHE B 1BE
qyacTH. [TalumeHTHTe ca panaomu3rpanHd 2:1 u npueMar exrpombonar (n=63) wix ranebo (n=29) B
NMpOAbL/DKEHHE Ha A0 13 ceaMuuM B panaoMH3HpaHua nepHoa Ha npoyusanero. PETIT (TRA108062)
€ OTKPHTO ¥ ABOMHOCNANO, PAHIOMM3HPAHO, IUIALIE00-KOHTPONHPAHO NMPOYYBAHE C NMOC/IEI0BATE/IHH
KOXOPTH, B TpH 1acTH. ITauneHTHTe ca paHaoMu3upaHH 2:1 u npremar enrpombonar (n=44) nnu
mauebo (n=21) B npoab/DKeHKe Ha 00 7 ceaMuLH. [IpopuTbT HAa HEXXEJTAaHUTE pPEeaKiLHH € CPABHUM C
TO3H, HaOMoONaBaH NMPH BB3PACTHHTE MALIKCHTH, C HAKOHM JAOMBIHUTE/HH HEXKE/IAHH PEeaKLMH,
otbenasaHu ¢ ¢ B Tabnnuara no-gony. Hali-uecTnTe Hesxenan peakumy, HabmoaaBaHu Npu
neanaTpuuHuTe nauxerTy ¢ UTII Ha sp3pact 1 roauna H no-ronemu (3% # no-4ecTH cnpaMo
mnauebo), ca OHIn MH(pEeKIMA Ha TOPHU AUXATEHH ITbTHLIA, Ha30(apHHTHT, KalLTHLA, IIHPEKCHS,
kKopeMHa Oonka, opodapunreanHa Oonka, 3s0Ha 60n1ka » puHOpes.

Tpomboyumonenun ¢ HCV ungpexyun npu sv3pacmuu nayuesmu
ENABLE 1 (TPL103922 n=716, 715 nexyrann ¢ enrrpomGonar) u ENABLE 2 (TPL108390 n—805) ca

pPaHIOMM3HPaHH, ABOHHOCIIEIIH, I1ALe00-KOHTPOIIHPaHH, MHOTOLEHTPOBHK NpOYYBaHHUA, OLICHABAIIIH
eHKacHOCTTa K Oe3oMmacrocTTa Ha eTpoMOonar npu TpoMobouToneHHyHH nauueHTn ¢ HCV

H(EKLHA, KOUTO HHa4Ye ca MOAXOAALLM 3a 3ano4YBaHe Ha IPOTHBOBHPYCHA Teparnus. B npoyusanusaTa
npu HCV nonynaunsTa, B KOATO € OLEHABAHA 0E30NacHOCTTa C€ ChCTOH OT BCHYKH paHAOMH3HPaHH

NalHEHTH, KOMTO NMPHEMAT ABOHHO3aCNCNCHHS NMPOYUYBaH JIEKAPCTBEH ITPOAYKT MO BpeMe Ha Yact 2 Ha

ENABLE | (¢ errpombonar n=450, ¢ rurauebo n=232) u ENABLE 2 (¢ enrpoMbonar n=506, c
mwauebo n=252). [TaupenTHTe ca aHAMM3IHPAHH CIIOpPE] JICYCHHETO, KOeTO npHeMat (olLa
ABOHHO3acNeTeHa MonynalMs 3a olleHKa Ha 6e3zonacHocTTa, exrpoMbonar n=955 u mnaebo n=484).
| Haii-paxxHuTe yCTAHOBEHH CEPHO3HH HEXKEJIAHH PCaKLIMH €a XeMNaTOTOKCHUHOCT H

TpoMGoTHYHI/ TpoMGoeMGOIHUHH cb6rTHA. Hali-uecTHTe Hexenanu peaxiuu, HabnonaBaHH NpH
Hati-manko 10% oT nauMeHTHTe, Ca BKTIOYBANH rnasobosnne, aHeMHs, HaMaJleH aneTHT, KalluTHlia,
rajicHe, AMapus, XUnepounHpyOHHeMna, aoneuus, Chpbex, MHaNrus, MUPEKCHA, yMopa,
rpunonoaobHo 3adonssaHe, acTeHHd, BTPHCaHe U nepH¢epHH OTOUH.

Tedcka anracmuina GHEMUR npy 8b3PACMHY NAYUEeHMu
bezonacHocTTa Ha errpoMbonar npu Bb3pacTHU NaLeHTHd ¢ TAA € OlcHEHa B OTKPHMTO MPOYYBaHE C

eaHo pamo (N=43), B xoeto 11 naunenru (26%) ca nexyBaHu B NpoAbL/DKEHHE Ha >6 MeceLia H 7
nalreHTH (16%) ca neKysaHH B Npoab/DKEHHE Ha > 1 roauHa. Hali-uecTuTe HeXeNnaHu peakiiHH,
HaOmonasans npy Hali-Manko 10% ot naumeHTHTE ca BKIIOYBAJIH IN1aBoOONHE, 3aMasHOCT, KALIUTHLIA,
opodapuHreanta 60ka, pHHOpes, rajeHe, JHapus, KopeMHa 601ka, NOBHINCHU TPAHCAMHHA3H,
apTpanrus, OolKa B KpalHHMLMTE, MYCKYJIHH CNAa3MH, YMOpa U IMTHPEKCHA.

Texicxka anaacmuyunga gnemMus npu ReCUampuyHama nonyAayUs
be3zonacHocTTa Ha errpoMbGonar npy neAMaTpMYHK NauMeHTH ¢ pedpakrepHa TAA/c peLiamB Ha
TAA (xoxopra A; n=14) wim ¢ HesekyBaHa 10 MOMeHTa TAA (koxopra B; n=37) e oueHeHa B TEKyLIO
OTKPHUTO, HEKOHTPOMHPAHO NPOYYBaHE C HHAHBHAYAJIHO 3a NallHeHTa NOBUINABAHE Ha fo3aTa (06
Opoit N=51). Hexxenanu cuburus ot 0cobeH uHTepec, BKIoYBallH ocTpo ObOpeuHo yBpexaane,
XenaToTOKCHYHOCT, TPOMOOEMOONHYHH CEOBTHSA H KNOHATIHA €BOJIIOLIMA WM LIMTON€HETHYHH
aHOMaNHH, ce crobimasaT cbroTBeTHO NpH 29 (56,9%), 39 (76,5%), 2 (3,9%) n | (2,0%) ot
nauueHTHTe. KaTto 114170 4ecToTaTa, BUOBT H TEXECTTA HA HEXENAHHTE PEaklMy, HAbMoNaBaHU py
esTpoMOonar npy neauMaTpuyHY nauMeHTH ¢ TAA, ca B CbOTBETCTBHE C Te3H, HabnonaBaHH
BB3PACTHH NauueHTH ¢ TAA.
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CnuchbK HA HeXeJIJaHUTe peakLMH

Hexenauure peakiini B npoyusaHusaTa npu UTI npu se3pacTHH (N=763), neamarpHuHHTE
npoyuBanua npu UTTI (N=171), npoyusanusra mps HCV (N=1 520), npoyusanusTa npu TAA npu
pb3pacTHi (N=43), neauatpuutoTo npoyusane npu TAA (N=51) n nocTMapKeTHHIrOBHTE CHOOILIEHHS
ca 130poeHH no-aony cnopen knacigpukauuaTa Ha MedDRA 1o CHCTEMO-OpralHH KJIACOBE H MO
yectoTa (Tabmuum 4, S 1 6). B paMKHTE Ha BCEKH CHCTEMO-OPraHEH KJIAC HeXeNaHHTEe peaklHH ¢a
MoApeAeHH MO YECTOTA, KaTo Hal-vyecTHTe ca NbpBH. CHOTBETCTBALIATA KATErOpHA MO YECTOTA 32
BCAKA HEXKEJIaHA JIEKAPCTBEHa peakLMa ce OCHOBaBa Ha cneaAHaTa KonseHuws (CIOMS III): MHoro
yect (>1/10); yectn (=1/100 no <1/10); neyectn (=1/1 000 no <1/100); peaxu (=1/10 000 no <1/1
000); ¢ HeusBecTHa decTOTa (OT HATMYHHATE JaHHH He MOXke fa Ob/le HanpaBeHa OLCHKA).
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Tabnnua 4 - Hexenany peakuuu npy nomynauusra B npoyysaneto npu UTII

CrcTreMo-opranen Kiaac | YecToTa Hexenana peaknns
Hudekimn n nadecTaimu MHoro HazodapHHruT ¢, MHQeKLHa Ha TOPHH JUXATEJIHH [TbTHILA®
YeCTU
YecTH @apuHruT, rpun, 1abuaneH xepnec, THEBMOHHA, CHHY3HT, |
TOH3WIHT, HH)EKLHA HA JUXATCTHHTE ITHTHINA, TMHITHBHT |
Heuectn KoxHa uHpeKLms
| Heornazmn — Heuectn PeKkTO-CHrMOMAAJIEH paK
AOOPOKAYECTBEHH,
JIOKAYECTBEHH H
HEONPEACICHH (BK{l. KHCTH H
NOJIHIH)
HapyuleHHa Ha KpbBTa U Yectn AHeMH1, €03HHOQWIHA, JIEBKOLIMTO3a, TPOMOOLIHTONEHNA,
numdHaTa cHcTeMa NOKKKEH XEMOTrTNIOOHH, MOHWKEH Opoii Ha OenuTe KPHBHU
KICTKH
Heuecmy AHW30LMTO3a, XeMOJIMTHYHA aHeMHSA, MHEOLIMTO34,
NoBHIICHKE Ha 6pos Ha NPBYKOAAPEHHTE HEYTPODHIH,
HalTHYHe Ha MHOEJIOLMTH, TOBHLICHHE HA TPOMOOLIHTHTE,
. MOBHHUICHHE HA XeMOrI00HHA
HapyuieHns Ha UMyHHATA Heuectv CBpBXUYBCTBUTEIHOCT
CHCTEMA |
HapyiweHma Ha Uectn XHUMOKANHEeMHS, NIOHIDKEH aneTHT, MOBHILICHHE Ha
MeTaboIH3Ma H XpaHeHETOo TIHKOYHATA KHCE/THHA B KpBBTA
| | Heuecn AHOpeKCH1, TIOJArpa, XMOKATLHEMH
[IcuxyvqHH HAPYLICHHS Yecn Hapyinenue Ha ChbH3, eNpecHs
| Heuectn Anatus, IPOMEHH B HACTPOSHHETO, IVIAWIHBOCT
Hapymeﬂml Ha HEpBHAaTa YectH. Ilapecream, XHIT0ECTE3HA, ChHIIHBOCT, MHIPCHA
cHCTeMa Heuectn Tpemop, HapylleHHs B PpABHOBECHETO, JH3€CTE3HA,
XeMHTape3a, MHIpeHa ¢ aypa, nepudepHa HeBpoOmaTHs,
neprudepHa CEH30pHA HEBPOMATHA, HApYLLIEHHE Ha FOBOPA,
) h TOKCHYHA HEBPOMNATHSA, MMABOOOIHE OT ChJ0B NIPOH3XO/
HapyiwieHnus Ha ouure Yecen Cyxo 0K0, 3aMBITIEHO 3peHHe, O0NKa B OKOTO, HaMalleHa
| 3PUTENHA OCTPOTa
Heuectn Henpo3spayHocT Ha Jielara, aCTHrMaTH3bM, KOPTHKAJTHA
KaTapakTa, NOBHILIEHO CHI300TAENAHE, KPbBOHIMEB B
pETHHATA, PECTHHHA NMUTMEHTHA SNMTEMHONATHA, 3PHTEITHO
HapylleHHe, NaTOIOrHYHH PE3yITATH NPH H3CIe1BaHE Ha
_ 3pHUTEIHATA OCTPOTA, OJ1eapHT, CYX KEPATOKOHIOHKTHBHT
HapyLieHHus Ha yXOTO H YecTH Bonka B ymimTe, CBETOBBPTEX
nabupuiTa 1
ChpaeuHu HapylLIEeHHA Heuyectn Taxukapaus, OCTbp MHOKapACH UH(APKT, ChPACYHOCHAOBH
HApPYLUCHHA, LHAHO34, CHHYCOBA TAXHKApaHa, yab/DKeH QT
| MHTEpBAJ B €NeKTpOKapHorpaMara
CBa0BH HapyLOCHUA YectH _ Hunboka BeHO3HA TpoMOO3a, XeMaTOM, roEemH BLJIHH
Heyectn Embonus, nosbpxHocTeH TpoMObodnedbuT, 3auepBaBaHe Ha
| | JIMLETO
PecnupaTopHH, rpbHH H MHoro Kauurmiia®
MEIMACTHHAIHH HAPYUICHHA | YeCTH
Yectn Opodapunreanta 6oska’, puHopes® .
Heuectu BenoxpobHa emGonns, Genonpoben g

AUCKOMQOPT, opodapHHIrean Hy Mexypi,
CHHYCHTE, CHHAPOM Ha ChHHA alHes
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yBpexkaaHe H Op0peuHa HeNOCTATLYHOCT.

CroMamiHO-4YpEeBHH M#oro [apene, auapus
HApPYIICHNA YecTH |
Yectn SI3mH B ycTarta, 3s0Ha Gonka®, noBpeinaHe, KOpeMHa
Oonka*, KpLBOH3NMB B yCTaTa, (PraTyIeHUNA
*MHOrro YeCTH NpH NeIHATPHYHH natMeHTH ¢ UTI1
Heuectn CyxoTa B ycTaTa, rocoguH1d, O0IE3HEHOCT Ha KOpEeMa,
NPOMAHA B LIBETA HA M3XOXKAAHHATA, XPAHUTETHO
OTpaBAHE, YCHIIeHa MEPUCTAITHKA, XeMaTeMe?a,
| AMCKOMQOPT B YCTaTa
X enaro6HIMapHH MHoro TToBuIIIEHa aNlaHWH aMHHOTpaHchepasa’
Hapy1ICHHA | 4ecTH
YectH [ToBHLIEeHa acnapTaT aMHHOTpaHchepasa',
xunepOunupyOuHeMus, HapylIeHa YepHOAPOOHa
$yHKUMA |
Heuectn Xonecrasza, YepHOAPOOHH NIE3HH, XEIMATHT, JIEKAPCTBEHO
| | HHIYLMPAHO YEpHOAPOOHO YBpex/aHe
HapywmeHnus Ha KoxaTa H Yectn O6puB, anoneLus, XHNepxuapo3a, reHepain3upaH
MOAKOKHATA THKAH cbpOex, NeTexXun
Heuectn YpTHKAPHA, ICPMATO3a, CTYICHA IOT, CPHTEM,
MEJIAHO38, HAPYLUICHA IMHI'MCHTALHA, MPpOMAHA B HBECTA
| | Ha KOXKaTa, eKconHauKa Ha KOXara
Hapyuienus Ha MyCKYJIHO- MHoro bonka B repba
CKEJICTHATA CHCTEMA H YECTH
| CheIUHHMTEIHATA ThKaH Yecmn MHuairus, MyCKYJTHH CNia3MH, MyCKYTHO-CKeNleTHa Donka,
| 60JIKA B KOCTHMTE
Heuectr MyckynHa cnaboct .
Hapymienus na 6u6peumre u | Yectn [IpoTeHHYpHS, NOBHIIECHHE HA KPCATHHHHA B KPbHBTAa,
MUKOYHMTE ITBTHINA TpomMOOTHUHA MHKpOaHTHONaTHA ¢ 6vOpeuna
HEAOCTATHYHOCT |
Heuectu b1OpeuHa HEAOCTATHUYHOCT, JIEBKOLIMTYPHA, JTYITyCEH
HepHT, HHKTYPHS, NOBHIIICHHE HA ypeATa B KPbBTA,
_ NOBHIUCHO CHOTHOUICHHE DENTHLK/KPCaTHHHH B YpHHATA
Hapyienus Ha Yectn MeHoparns
BB3ITPOH3BOIUTEIHATA
CHCTEMA M I'bpliaTa _
OOwmn HapymieHn ¥ epextu | Hectn [Tupexcusa*, bonka B repAuTe, ACTCHHUS
Ha MACTOTO Ha NPAIOKEHUE | *MHoro yectH Npx neaxaTpHyHH naumeHTr ¢ UTTI
Heuecrn Yceulane 3a TOIVIMHA, KPbBOUIIMB Ha MACTOTO Ha
yboxnaHe, 4yBCTBO HA NMAHHKA, Bb3MNAJICHHE Ha PaHH,
Hepa3NoIOKEHHE, YCELIAHE 38 HyH/0 TAO
WscneasaHus Yectn TlosuieHa ankanHa gocdarasa B KpbBETa
Heuectn IToBHieH abyMHH B KpBBTA, NMOBHIIEH o011 6enThK,
i | noHwkeH anbyMHH B KpBBTA, NoBuineHO pH Ha ypHHaTa
HapausBanus, otpagaHua H | Heuectn CIIpHYEBO H3rapaHe |
YCNOXHEHHSA, BE3HHKHAIH B
| Pe3yJITaT HA HHTEPBEHLIMH |
¢ JIOMBIHUTENIHH HEXENaHU PCaKUHH, HaboaaBaHH B NEJHATPHIHHTE
npoy4BaHHs (Ha Be3pacT ot 1 a0 17 roaunn).
! [ToBHIIEHKETO Ha ANAHHH aMHHOTpaHC(Epa3aTa H acnapTaT
aMHHOTpaHCc(epa3aTa MOXe a HAaCThITH EAHOBPEMEHHO, BBIIPEKH Y€ €
NO-pAAKO.
3 Ob6enuHABaLL TEPMHUH ¢ NPEAIIOUHTAHH TEPMUHH OCTPO 6B6pedHO
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Tabauua S - Hexxenany peakilvy npH nomnyjiauuaTa B npoyusanusta npy HCV (B komOunaimg ¢

BHPYCHA T€ C UHTE H 4 pubaBUpHH
Cucremo-opranes wiac | Yecrora Hexenana peaxnus
Hndexunn u uHpectaunn | Yectu UHdekuns Ha MUKOYHHUTE ITbTHULHA, HHPEKLHA Ha
FOpPHHTE
AVXATEeJTHN IThbTHLLA, OPOHXHT, HAa30(PAPHHIUT, rpMr,
| nabuasnieH xepnec
| | Hewect I"aCTpPOEHTEPHT, QAPHHTHT
Heonnazmu — Yectu 3110Ka4e€CTBEHH YEPHOAPOOHH HEOIUIa3MH
AobpoxauecTBeHH,
TIOKAYECTBEHH H
"HEONpPEAEICHH (BK/. KHCTH
U MOJIAIH) _
Hapymenns HakpeeTaH | MHoro AHeMHA
nnum@HaTa cCUCTEMA YecTH ]
Yectn JIlnmdonenns
Heuectn XeMOJIHTHYHA AHEMHA
Hapyuienss Ha MHoro HaMmaneH anerur
MerabonuiMa v - YECTH |
XpaHEeHETO | Yecn XHUnepriukeMHus, NaToloruuHa 3ary6a Ha Terno
[cuxH4HK HApYLICHUA Yectn Henpecus, 6€3rokoACTBO, HAPYLUEHHE HA CHHA
HeuectH | ObbpranocT, BB30YIA
HapyiieHus Ha HepBHaTta | MHoro ['naBobosme
cCHCTEMA YECTH
YecrH 3amMasHOCT, HapYLIEHO BHUMAHHUE, IUCTrey3Hs,
yepHoaApoOHa
eHLedanonaTud, NeTAprus, HApyLICHUE Ha NAMETTa,
napecTesus
HapyiueHusa Ha ouMTe Yectn KaTtapakra, peTHHaIHM €KCY1aTH, CYXO0 OKO,
MOXBJITABAHE HA OYHTE, PETHHANICH KPbBOHI/IHB
Hapymennsa sga yxoron | Hecrn CeeToBRbpTEXK
nabupuHTA
| Copaeyny HapyuieHnss | Hectn [Tannmurammm
PecnupaTOpHH, IPBbAHH MHuoro Kauumua
M MEIHaCTHHAIHH YeCTH
HapyLleHUSA Yectn HucnHes, opodapuHreanHa Oonka, AUCNHEs NpU
| YCHIIHE, TPOAYKTHBHA KALIUTHLA
CTOMailIHO-YpPEeBHH MHoro ["anene, nuapus
HapylLIeHHS YecTH
YecTH [TospbinaHe, acLMT, KopeMHa 6onka, 6onka B
rOpPHATA YACT Ha KOpeMa, JUCTENCHS, CYXOTa B
yCTAaTa, 3aleK, pa3ayBaHe Ha KopeMa, 3p0Ha Oonka,
CTOMATHT, racTpoesodareanHa pedurykcHa donecr,
XEMOPOMAH, KOPEMEH AUCKOMQOPT, BAPHLM
H& XpaHONpoBOAA
HeuectH KbpBeHe OT BapHLi4 Ha XpaHONPOBOIA, TACTPHT,
aTOo3€H CTOMATHT
XenarobwinapHu Yecru XunepownmmpybnHemus, *KbITCHHLIA, IEKAPCTBEHO
HapYLIEHHA MHAYLHPaHO )
4ECPHOAPOOHO YBpEKIaHEe e
Heuectu Tpom603a Ha NnopranHaTa BeHa, YeHHQs

HEAOCTATBYHOCT Ny
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Hapylenns Ha Koxarta H MHoro Copbex
NOAKOKHATA ThKaH YeCTH
Yectu Ob6puB, cyxa Koxa, ex3eMa, cbpOiii oOpHB, epurem,
XMMIEPXHIPO3a, FTEHEPAIH3HPaH Chplexk, anoneuns
HeuectH KoxHH ne3um, npoMAHAa B LIBETA HA KOXKAaTa,
' XHMIICPITUTMEHTALMSA HA KOXKATA, HOWHH H3NOTABaHHA
Hapyiuenus Ha MyCKYJIHO- MHoro Muammus
CKEJIETHATA CHCTEMA U YeCcTH
CbEAHHHTE/NHATA ThKaH Yectr ApTpanrui, MyCKYJIHH cniasmH, 6onka B ropba, Gonka
B KpaiiHHLIMTE, MYCKYJIO-CKeseTHa 60osika, 60Jika B
_ KOCTHTE
Hapymenns Ha 0b0peure H | Hedecru TpomGoTHUHa MHXpOaHTHONATHA ¢ ocTpa OLOpeyuna
NMUKOYHHTE ThTHILA HEAOCTATBYHOCT', AN3YpPHS
O0mu HapyeHus U epeKTH MHoro [Tupekcus, ymopa, rpunionoaotHo 3abonssane,
Ha MACTOTO HAa TIPWIOKECHHE YeCTH ACTEHHS, BTPHCAHE
Yectu PasapasHurenHocT, 6onka, HepasnonoXeHHe,
| peaKilMH Ha |
MACTOTO HA HHKEKTHpaHe, rpbiHa Oonka oT
| HECHPACUEH NMPOU3X0l, OTOK, NEpUPEPHH OTOLH
Heuectn Cuplex Ha MACTOTO HA HHDKEKTHpaHe, OOpHB Ha
MACTOTO Ha UHXXEKTHpaHE, rPbAEH AUCKOMGOpT
H3zcnensarus YecTH [TosuinaBaHe Ha HunUpyOHHA B KPBBTA,
NOHWKABAHE HA TErNOTO, NOHIKABAHE Ha Opos Ha
OenuTe KPbBHH KJIETKH, NOHWXKABAHE Ha
xeMornobHHa, noHwkaBaHe Ha Opog Ha
HEYTPOQHINTE, MOBUUIABAHE HA MEXIYHAPOJHOTO
HOPMAIH3HPAHO ChOTHOLICHHE, YAL/DKABAHE Ha
AKTHBHPAHOTO NaplHanHO TPOMOOILIaCTHHOBO
BpeMe, NIOBHLIABAHE Ha
KpPbBHATA 3aXap, NOHWkKABaHE Ha anOyMHHA B KPbBTa
Heuectd Y avokaBane Ha QT unrepsana Ha
CNCKTPOKApAHOTpAMATa

O6enuHABALL TEPMHH ¢ NPEANOYHTAHH TEPMUHH OJIMTOypHs, O10peuHa

Hea0CTaThYHOCT H OBLOpeUuHo yBpexnaHe.




Tabnuya 6 Heoxceranu peaxyuu npu nonyiayusma & npoyusanemo npu TAA

Cnmuu—opnneu KJIAC YecTOoTa

HexeiaHa peaknns

HapyiieHus Ha KpLBTa H Yectv
nuM@HaTa CHCTEMA

Heyrponenun, HHQAPKT Ha CIIC3KATA

Hapymenus Ha Metabonuima | Yectn

CBpPBXHATPYIBAHE HA XKeNA30, MOHHKEH ATeTHT,

H XpaHEHETO | XMIOTJIMKEMHA, NOBHILUCH aneTHT
[IcHxHyHH HAPYLICHHS Yectr TpeBOXHOCT, JenpecHs
HapyweHnHs Ha HepBHaTa MHoro ['naBobonue, 3aMagsHOCT
CHCTEMA 4ECTH
| [‘-Iecm | Cunxon
Hapyimenus Ha ouyure Yecnt CyXx0 0KO, KaTapakTa, NOXbITABAHE Ha OYHTE,
| 3aMBIIIEHO 3PpEHHE, 3PHTEIHH HapYILIEHHA, MbTHHHH B
CTBKIIOBHUIHOTO TAJIO

PecriupaTopHy, rpBIHH H MHoro Kamnuiia, opogapuHreanHa 6onka, pauHopes
MECAHACTHHAITHH HapyillCHHA HCCTH

Yectn EnMcrakcuc
CroMamHO-YpeBHU Muoro HAuapns, raaeHe, KopeMHa bonka
HapylIeHUs YECTH

YectH OOpa3yBaHe Ha MEXYPH NO THraBULIATA Ha YCTATA,

bonka B 001aCTTa Ha yCTaTa, NOBpPBIAaHE, CTOMALLEH
AHCKOMQOPT, KOHCTHNALUA, THHTHBANHO KbPBEHE,
pa3ayBaHe Ha KopeMa, Aucdards, MpoOMAHa Ha LIBETa

Ha H3IIPpaXXHCHNWATa, NOAYBAHEC HA €3HKa,
raCTpOHHTCCTHHAJIHH MOTHWIHTCTHH HApYIUCHHA,

GIaTyICHLUHA

XenarobuiuapHu Hapywenua | MHoro [ToBumieHM TpaHCAMMHA3H
| uecTH
YecTr MosuuieH OunupyOHH B KpbLBTA
_ (xunepbHMpyObHHEMHS ), KBITEHHLIA
C JlekapCTBEHO HHAYLIHPAHO 4€pHOAPOOHO yBpeKaaHe
HEeU3BECTHA
L YyeCTOTa
HapyieHus Ha KoxkaTa # Yectn [eTtexnn, oGpuB, cEpOeKkK, YPTHKAPHA, KOKHH JIE3HH,
NOAKOXHaTa ThbKaH _ MaKyJiapeH OOpHB
C ITpoMsHa B UBETA HA KOKATA, XMIIEPITHTMEHTALMA HA
HEH3BECTHA | KOXAaTa
h 4eCcToTa
HapyuieHHs Ha MyCKYJTHO- MHoro Aptpanrus, 6onka B kpaliHHLIYTE, MYCKY/THH Cra3MH
CKeJIeTHATA CHCTEMA M 4eCTH |
ChETMHHTENHATA ThKaH Yectn bonka B repba, Muasirus, 60/1Kka B KOCTUTE

Hapyienus Ha 6n0peunre u Yectn
NHUKOYHHTE METHILA

XpoMaTtypus

O6mu HapymeHHs n epexTn | MHoro

YMopa, NBPEeKCHA, BTPUCAHE

ACTeHHS, NepH(EPHH OTOLIH, HEPA3NONOKEHNE

Ha MACTOTO Ha MPHIOXKEHHE YCCTH
YectH
Hscnenpaums Yectn

[losHineHa kpeaTHH(POCPOKHHAZA B KPBBTA

OnuxcaHne Ha n30paHH HEXKENaHH peakiiiy

Ipombomuunw/mpomboembonuunu cvbumun (TEC)

B 3 KOHTPONMPAHH H 2 HEKOHTPONMPAHH KITHHHYHH [IPOY{BAHUA IPH BBIPACTHH NALHEHTH
neveHue ¢ enrpomdonar (n=446), npu 17 naurenTu ca Bb3HHKHANK odbimo 19 TEC, konro
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BICTIOYBAJIH (B HU3XOJAIIl peA NO OTHOILIEHWE Ha YecToTa) TI0OKa BeHO3Ha TpoMbo3a (n=6),
6enoapobHa embonuna (n=6), ocThp MMOKapAeH HHPapKT (n=2), MOIBUEH HHPApKT (n=2), eMboH=R
(n=1) (BXk. TOuKa 4.4). ‘

B eano nnauebo-koRTponupaHo npoyusaHe (n=288, nomynauusa 3a 6e3onacHocT), cnea 2 ceMHLM
JIeYeHHe NMPH NOATOTOBKA 38 MHBA3HMBHH NMpoUEaypH, MpH 6 oT 143 (4%) BB3pacTHH NALIKEHTH C
XPOHHYHO YepHOAPOOHO 3abonsBaHe, npHemal enTpombonar, ca otyetenn 7 TEC oT cTpaHa Ha
NOpTAHATA BEHO3HA CHeTeMa M npH 2 ot 145 (1%) naumeHT! B naauedo rpynara ca otueteHd 3 TEC.
[Ter ot 6 nalMeHTH Ha NedeHHe ¢ enrpoMbonar ca norysunu TEC npy 6poii Ha TpoMOoumTHTE
>200000/pl.

He ca ycraHOBeHM crietndHYHN PUCKOBH (DaKTOPH NPH NaLMEHTHTE, KOMTO ca passund TEC, ¢
niKmodeHne Ha 6poii Ha TpomboumnTuTe =200 000/l (BXK. TOUKa 4.4).

B koHTponupaHH npoy4uBaHHa npy TpoMboumronennuHH naueHTH ¢ HCV (n=1 439), 38 ot 955
naumeHTH (4%), TekyBaHu ¢ exrpombornar, # 6 ot 484 naiyentu (1%) B mnauebo rpynara ca UMaiu
TEC. Hali-uecrata TEC B aBeTe rpynu Ha neueHHe € 6una tpomOG03a Ha nopranHara BeHa (2% npu
NalHeHTHTE Ha Je4yeHHe ¢ enTpombonar cnpaMo <1% 3a manebdo) (Bxk. Touka 4.4). [lauueHTure ¢
HHCKHY HUBA Ha anOymuH (X35 g/1) wim MELD >10 ca umanu 2 meTH no-Bucok puck ot TEC, B
CPaBHEHHE ¢ MALMEHTHUTE C NNO-BHCOKY HHBa Ha anfymuH. [laiMeHTHTe Ha BB3pacT 260 roauns ca
HMAaIH 2 MbTH No-BHCOK puck ot TEC, B cpaBHEHME C MO-MJIAAHTE MALHEHTH,

Yeprodpobua dexomnencayus (npunoxcenue ¢ unmepdepor)

[MaumentrTe ¢ XxpoHnuer HCV ¢ unpo3a Moxe aa ca H3/IOXKEHH Ha PUCK OT YEpHOAPOOHa
NeKOMIIEHCaLMA, JOKATO Ca Ha JieueHue ¢ anda-uHrepdepon. B 2 kOHTponUpaHn KINIHHHYHY
npoyusaHus npu TpomboumTonennuHy nauments ¢ HCV, e cpobinasana yepHoapobHa
nekoMnercatua (acuuT, yepHoapobha enuedanonaTisa, KbpBeHE OT BAPHLM, CIIOHTaHEH faKkrepuaieH
NEPUTOHHKT) MO-4eCTO B paMOTO Ha entpoMbonar (11%), B cpasaenme ¢ nnanebo pamoto (6%). Tpy
NalHEHTH ¢ HUCKHX H1Ba Ha anbymuH (<35 g/1) unu MELD ckop >10 na u3xoaHo HHBO, € HabmopasaH
3 MbTH NO-BHCOK PHCK OT HEPHOAPOOHA AEKOMIIEHCALIMS H NOBHUIABAHE HAa PHCKA OT HeXeJaHH
CBOHTHA C IETANEH H3XO0J, B CPABHEHHE C MALHEHTH C 110-MAJIKO HaIpPeAHANo YepHOAPOoOHO
sabonasane. Exrpombonar Tpabea qa ce npunara npy Ta3M rpyna nauHeHTH ¢aMo CJIe BHUMATEHA
NpeLeHKa Ha OYAKBAHWTE NOJI3H cnpAMo puckosere. [laumenTure ¢ Te3H xapakrepucTHkH TpabBa Ja
ce MPOCNeAABAT BHHMATEIHO 3a MPH3HALM H CHMIITOMH Ha YepHOApoOHa AekoMneHcaums (BXK. TOYKa
4.4).

Xenamomoxciuinocm

B koHTpOnHpaHHTe KNIHHHUYHH NMpoyuBaHua ¢ eaTpoMbonar npu xpoununa U TI1 ca nabmoaasauu
noBHiieHHe H8 ALT, AST n Owinpybuna B cepyma (Bxk. ToUKa 4.4).

Te3n Haxoaku ca npeauMHo Jekn (Crenen 1-2), o6paTHMHU H He ca OWITH CBIIPOBOAEHH OT KIIHHHYHO
3HAYUMH CHMITTOMH, KOMTO 6MXa MoKa3a/iH HaJIHYHME Ha HapylIeHa uepHoapoOHa ¢pyHkuua. B 3-te
nnauebo KOHTPONHpPaHH NMPOYyYBaHHA NMPH Bb3pacTHH nauueHTH ¢ XpoHuuHa UTII, 1 nauueHT B
iwianebo rpynarta ¥ | nalLMeHT B rpynaTta Ha enTpoMOonar ¢a HMajli OTKNIOHEHHA B HEPHOAPOOHHTE
dyHKupMoHaNHH noxasateny Crener 4. B ase wiauebo KOHTpONMpPaHH MPOYUYBAHUA NPH NEAHATPUHHH
nauueHTH (Ha BB3pacT ot 1 go 17 roaunn) ¢ xpounura UTII, ALT 23 x ITH ce crobiuara npu 4,7%
u 0% CHOTBETHO B rpynHTEe HA enTpomOonar u mwiauebo.

B 2 KOHTpPONHpaHH KIIHHHYHH nipoyuBaHus npu nauyeHTH ¢ HCV, ALT unw AST >3 xI'TH ce

cboOLIaBa npy 34% u 38% cBOTBETHO B rpynMTe Ha exrrpoMbonar v mauebo. [fopeueTo nauHeHTH,
PH KOUTO ce npunara entpombonar B koMOMHanys ¢ neruarepdepon/pubaBUpUH UMAT HHAH |
xunepounupyouHemua. Karo usno o6 6unupyoun >1,5 x I'TH ce chobiuasa npu 76% u S

CLOTBETHO B rpynuTe Ha earpombonar H wiauebo.




B npoyuBaHero ¢ €1HO paMO 38 MOHOTEPAITHA NPH péq:pa'mpﬂa TAA d¢aza Il, ennospemeHHO ALT
wid AST >3 x ITH ¢ o6 (uHanpexren) oOunupyonn >1,5 x I'TH ce cvobiuasar npu 5% ot
nanuenTuTe. O6m 6unnpyoun >1,5 x I'TH ce ycraHopasa npu 14% ot nauneHTHTE.

Ipomﬁoqmnmeﬁuﬂ CREe0 cnupane Ha Aeyeruemo

Ipu 8% ot rpynara Ha enrpoMbonar 1 npu 8% ot rpynaTa Ha mianedo B 3-Te KOHTPOJIHPaHH
npoyuBanus npH UTII ca nabmonasanu npexoann HamaneHus Ha Oposd Ha momﬁoulmne A0 no-
HHCKH OT U3XOJHWTE HHUBA CJIE]] PCKBCBAHE Ha JIeHeHHETO (BXK. Touka 4.4).

Toeuuen DEMUKYVAUR 8 KOCIMHUR MO3bK

[lo BpeMe Ha nporpaMaTta NPH HUKO# OT NALHEHTHTE HE € MMAJIO JaHHH 38 KIHHHYHO 3HaYHMH
NaTOJOTHYHH NMPOMEHH B KOCTHHA MO3BK HJIH KIMHHYHH HAXOOKH, KOHTO & NOKA3BAT KOCTHO-
mo3buHa AucyHkuma. IIpu mamsk Opoil naumenTu ¢ UTTI, nedenuero ¢ enrpombonar e 6Guno
NpeKbCHATO NMOPAJH Pa3BHTHE Ha PETHKYIHH B KOCTHHA MO3BK (BX. TO4ka 4.4).

Llumozenemuunu napyuienus

B xiMHH4YHOTO nMpoyuBaHe npH pedpakrepHa TAA daza Il ¢ Hauanna no3a na errpombonar 50
mg/neH (YBeIHYABAHA Ha BCEKH 2 ceAMHLM 10 MakchumanHa ao3a 150 mg/nen) (ELT112523), Hosu
LIATOrEHETHYHM HapyllleHHa ce HabmonasaT npy 17,1% ot pp3pacTHUTE nalyeHTH [7/41 (kato 4 ot
TAX MMAT MPOMEHH B 7-Ma XpoMo3oMa)]. MeauaHara Ha BpeMETO OT HAYal0oTO Ha MpHEMA Ha
NPOYYBAHOTO JIEKAPCTBO A0 NOABATa HA LIMTONeHETMYHHU HapylleHus € 2,9 mecena.

B xinnuyHOTO NpoyusaHe npu pedpakrepHa TAA ¢aza Il ¢ entpombonar B no3a 150 mg/nen (cue
CBHOTBETHHTE NMPOMEHH B 3aBHCHMOCT OT pacaTa WiH Bb3pactra) (ELT116826), HoBH uMTOreHETHUHH
HapyLIeHHA ce Habmopasart npu 22,6% ot pb3pacTHHTe naumeHTy [7/31 (kato 3 ot TAX Umar
MpOMEHH B 7-Ma Xxpomo3oma)]. Beuuku 7 naneHTH HMAaT HOPMAailHA LIMTOr€HETHKA HA W3XO/HO HHUBO.
lllecT nanHeHTH HMAT MMTOreHETUYHM HAPYIEHHA Ha 3-HA Mecel OT JICYEHHETO ¢ exrpombonar u

€AMH NALMEHT UMA LINTOreHETHUHH HapylleHUA Ha 6-ua Mecell,

XeMamono2uunu noxauecmseni 3abonseanus

B oTBOpenoTO npoyuBaHe ¢ eaHo pamo npu TAA, npu Tpuma (7%) NAUHEHTH € ANATHOCTHLMPAH
MJAC cnen neuenne ¢ entpoMbonar, B apere TexywM npoy4ysaHusa (ELT116826 u ELT116643) npu
1/28 (4%) n 1/62 (2%) ot nauuenTnTe ¢ AMarHocTHuupad MJC nnu AML BBB Bcsko nmpoyusane.

CrobluasaHe Ha MOJO3HPAHH HEXKEIaHH PEaKI[HH

Chol1napaHeTo Ha NOJO3HPAHH HEXEJIAHU PEAKLMH Clie]l pa3pellaBaHe 3a ynorpeda Ha JieKapCTBEHHS
NPOAYKT € Ba)KHO. 10Ba MO3BONABA A NPOAL/DKH HAOMIOACHHETO Ha CHOTHOLICHHUETO NOJI3a/PHCK 34
JeKapcTBeHMA npoAYKT. OT MEIHUHMHCKHTE CTICLIHAJIHCTH C€ H3KUCKBa Ja ChoOIaBaT BCAKA
NoJo3HpaHa HeXxeNlaHa peakuxa upe3: U3mwiHuTeNHa areHuua no JeKapeTsara, yi. ,,JlamMan

I'pyep* Ne 8, 1303 Codus, Ten.: +359 2 8903417, yeGeairr: www.bda.bg

4.9 Ilpexo3mpane

B ciyuail Ha npenosupane OpoaT Ha TpOMOOLIMTHTE MOXKE Aa C€ YBEIMYH NPEKOMEPHO H TOBA AA
nosene A0 TpoMOOTHUHIW/ TpoMBoeMOONIHYHH YClIOKHeHHA. B ciyuaii Ha npeaosupaHe, TpadBa
oOMMHCIIH NepopaTHO NPUITOXKEHUE Ha Npenapar, ChAbPXKAalll METAITHH KATHOHH, KAaTO Kauuui
ATYMHHHH WIN MarHe3Hii, 3a na ce oOpa3ysar xenat ¢ exrpoMOonar v Taka ja ce¢ OrpaHuy
abcopbunara. bpost Ha TpoMOouuTHTE TPAOBA BHUMATENHO A € Cliean. JleueHneTo ¢
TpaOBa J1a ce MOAHOBH B CHOTBETCTBHE C NPEMOPBHKHUTE 38 A03UPaHE H NMPHIOKEHHE (BXK.

B xiMHHYHHTE NPOYUYBAHHA HMA €[HO ChOOLIEHHE 38 MPEAO3HPaHe, NPH KOETO MAlIMEHTHT
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5 000 mg enrpombonar. CrobleHHTE HeXKENaHU JIEKapCTBEHH PeakLiuy ca OWIH niek oOpHB,
npexoaHa 6paavkapana, nopuiiasade Ha ALT u AST u ymopa. HepHoapoOuHTe eH3HMH, H3MEPEHH
MEXTY 2-pH K |1 8-TH JieH cnen nornpllaHeTo, ca AOCTHIHAIH Hali-BUCOKH CTOHHOCTH A0 1,6 mbTH
ITH 3a AST, 3,9 meti I'TH 3a ALT 1 2,4 msTu I'TH 3a 061 6unupydun. bposat Ha TpomOouHTHTE €
6un 672 000/ul Ha Jlen 18 cnen norireilaHe Ha NEKAPCTBOTO, 8 MAKCHUMATHHAT JOCTHIHAT Opoit Ha
TpoMbormuTHTe € 61 929 000/pl. Beuuku cp6HTHA ca OT3BYUYAH 6€3 NoCAeACTBHSA ClE] JIEUEHHE.

Toil kaTo exrpoMbonar Hama 3HaUMMa 6bOpeyHa ¢kCkpels H ce CBbP3Ba BbB BUCOKA CTENEH C
IUIa3MEHHTE NPOTEHHH, HE C€ OYaKBa XeMOJHA/IH3aTa /1a € eDEeKTHBEH METO] 34 3aCH/IBaHE Ha

eJIMMHUHHPAHETO Ha exTpoMOonar.

5. ®APMAKOJIOrHYHH CBOHCTBA

51 QPapmakoaHHEARMHYHH CBOHCTBA
dapmakorepaneBTiH4Ha rpyna: KppsBocnupainu cpeacrsa, Apyru CHCTeMHH xeMocTaTHLM, ATC koa:
B02BX 05 | |

MexaHH3BLM HA AeHCTBHE

TPO e 0CHOBHMAT LIMTOKHH, YYacTBalll B peryjlaliMaTa HA MEraKapHomNoe3aTa U MPOU3BOIACTBOTO Ha
TpOMOOLIMTH, M € eHAOreHHHMAT NHuranx Ha TPO-R. Entpombonar B3auMonecTea ¢ TpaHcMeMOpanHua
noMeH Ha gosewikia TPO-R ¥ HHHIMUPA CHTHANTHA KACKANH, OA00HH, HO HE HACHTHYHM Ha Te3H,
KOMTO C€ MHMIIMHpAT ¢ eHgoreHHna TpomGonoernH (TPO), unayumpakixv nponudepaums 1 -
AudepeHIMALMA OT NPONEHHTOPHH KJIETKH Ha KOCTHHS MO3BK.

KnuHnuHa epUKacHOCT U 6€30NnacHOCT
IIpoyueanus npu umyuna (nvpeuuna) mpomboyumonenus (HT11)

Hee daza 111, panaoMH3HpaHH, ABOHHOCIENH, NNaUe0O-KOHTponupaHH npoyusaHus RAISE
(TRA102537) n TRA100773B u aee oreopenn npoy4uraHia REPEAT (TRA108057) u EXTEND
(TRA105325) ca ouennan 6e3onacHoCcTTa H eUKacHOCTTa Ha enTpoMObonar npy Bb3pacTHR
naumeHTH ¢ UTII ¢ npenmnecTrallo neueHue. Karo uano, exrrpombonar € 6un npunoxeH Ha 277
naupeHTH ¢ UTII 3a Hafi-manko 6 mecenia ¥ Ha 202 naupeHTH 3a Ha-Manko | roamHa. [Ipoyusanero
¢aza Il ¢ eqno pamo TAPER (CETB115J2411) ouensea be3onacHocTTa M €(pHKACHOCTTA HA
erTpoMOONar, KakTo H Bb3MOXKHOCTTa My Aa HHEYLIHPa TpaeH OTTOBOP CJiell MPEKbCBAHE HA
neuenneto npu 105 Bu3pacTHH nawpieHTn ¢ UTT1, kouro nomyuyaBaT pelMAMB WIH He Ce NOBIHABAT OT
KOPTHKOCTEPOMIHO JICUEHHE OT ITbpPBa JIHHHA.

Heotimocaenu, niayebo-xoHmMpoAUPaHUu NPOYYEAHUR

RAISE:

197 naunenT ¢ UTTI1 ca pangomusupanu 2:1, eatpomdbonar (n=135) kM miauebo (n=62), u
PaHAOMH3HPAHETO € CTPaTHGHIMPAHO B 3aBUCHMOCT OT TOBA JAJTH € HAIPABEHA CIUICHEKTOMMS,
NPHIOKEHHETO Ha JIEKAPCTBEHH NpoAYKTH 3a UTII Ha U3X0AHO HUBO U U3XOAHHKA OpO Ha
TpoMbGouuTHTe. Jl03aTa Ha enTpoMOonar € KOpuripaHa npe3 6-MeceyHus NEpHo Ha JIEUEHHE Bb3
OCHOBA Ha HHAMBHAYAMHUA Opoii Ha TpoMOOLMTHTE NPH BCEKH NALMEHT. BCHUKH NalUeHTH ca
3anoyHainH JeyenHe ¢ 50 mg entpombonar. Ot 29-Tus AeH A0 kpad Ha nedeHHeTo, 15 no 28% or
NalHEHTHTE Ha JIEUYCHHKE ¢ eITpomMOoOnar ¢a noaabpkaHu Ha <25 mg H 29 no 53% ca npuemanu 75 mg.
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OcBeH TOBA NALHEHTHTE ¢a MOXKE/IH J1a HAMAIABAT NOCTENEHHO A03aTa Ha ChIThTCTBAILIMTE
nexapcTeeHH npoayktH 3a UTII u ca MOkenu na nomyyaBar CHMOITOMATHYHO JIEUEHHE CIIOpe/]
MECTHHTE T€paneBTHUYHH cTarAapTy. [loBeue OT NonoBHMHaTa OT BCHYKH NAlLMEHTH BB BCAKA Ipyna Ha
nedyeHHre ca OunK Ha 23 npeamecrsaiy nevyeHHs 3a UTT1 u 36% ca umanu npeninecreaiia
CIUIEHEKTOMHA.

MeauaHaTa Ha 6pos Ha TpoMOOLUMTHTE Ha H3XOAHO HHBO € 6una 16 000/ pl B nBere rpyny Ha
JIeuYECHHE, KaTO B rpynara Ha entpombonar ¢ noaabspxaHa Haj S0 000/pl npy BCHYKH MOCEIEHH M0
BpEME Ha JieueHHeTo OoT 15-THA NeH HATAaThK; 3a Pa3THKA OT Ta3H Ipyna, MEAHaHaTa Ha Opoii Ha
TpombouyTtuTe B miauebo rpynara e octaHana <30 000/ul no speMe Ha LAIOTO NMpoyuBaHe.

bpoii TpomGounTtu Mexay 50 000-400 000/pl, 6e3 cnacHTeIHO JICUEHHE € MTOCTHTHAT NPH 3HAYHTETTHO
no-ronsm 6poii nauMeHTH B rPYNAaTa Ha jic4eHue ¢ entpoMbonar rno BpeMe Ha 6-MeceuHMs NEpHO/ Ha
neueHue, p <0,001 (Tabnuua 7). [letaeceT 1 yeTHpH NPOLIEHTA OT NALMEHTHTE Ha JIEYEHHE C
esrrpombonar v 13% oT naupeHTHTE Ha ianedo ca NOCTHIHAIM TOBa HHBO Ha OTTOBOp clied 6
CEMHULIN Ha JICYEHHE.

CxoneH TpoMOOLIMTEH OTTOBOP € MOAABLPAKAH 10 BpeEMe Ha LAJIOTO NpoyyBaHe, kato 52% H 16% ot
NaLMeHTHTE ca Ce NOBJHAIM B Kpas Ha 6-MeCeyHHs NEPUO/1 Ha JICUCHHE. -

Tabunoa 7 BropauHH pe3yaTarH 3a epuxacHocT oT RAISE

Enrpombonar | [lnaueGo
N=135 N=62

Knro4oBH BTOPHUHH KpaiiHH TOUKH

O61 6poti Ha ceamuLTe C TpoMOOLIHTEH Opoii

>50 000-400 000/ul, cpenen (SD) *

[MatmeHTH ¢ >75% OT U3CNcABAHHATA B TAPICTHHA 51 (38) 4 (7)

auanaszoH (50 000 no 400 000/ul), n (%) * =

p-CTOHHOCT <0,001

ITaumenTH ¢ fcpreHe (C'reniuu 1-4 mo C30) no Bcsiko 106 (79) 56 (93)
BpeMe Mnpe3 6-Te Mecena, n (%)
- p-croiHocT® 0,012

11,3 (9,46) 2,4 (5,95)

[TaumenTH ¢ kppBeHe (Crenenn 2-4 no C30) no BesAko 44 (33) 32 (53)
BpeMe npe3 6-te Mecena, n (%)
p-CTOHHOCT *
HeobxoauMocT OT cnacHTeNHO JieueHue, n (%) 24 (18) 25 (40)
p-CToMHOCT * | 0,001
[TaumnenTH Ha neueHue 3a UTII na u3xonno HHBO (n) 63 31
[TaLHeHTH, KOHTO ca ce ONMTANIH Aa HAMAJIST 103aTa WK 37 (59) 10 (32)
[a CIIPaT TEepanuAaTa Ha H3XOAHO HHBO, n (%)" 0.016
pP-CTOHHOCT * ’
a JlorucTHUYeH perpecHoHeH MOAeN, KOPHIrHpaH CrpAMO MPOMEHIHBHTE 32
pAHAOMH3HpaHe H cTpaTH(pHKaLMA
b 21 ot 63 (33%) nauueHTH, IeKyBaHH ¢ entpoMbonar, npueManu
nexapcTBeH nMpoayKT 3a UTII Ha H3X0AHO HMBO, CIIPENIH NNEPMAHEHTHO
BCHYKH J1eKapcTBeHK NpoAYKTH 3a UTII na usxoaHo HURO.
Ha u3xonxo HuBo noseue ot 70% ot naumeHture ¢ UTI1 BbB BCAKA rpyna HA JICHEHHE ¢a ChOOMINNH
3a HAKakbe BUA KupeeHe (Crenenn 1-4 no C30) v cboTBeTHO Noseue oT 20% ca choOIWIH 3a
KIHHHYHO 3HaYMMO KbpBeHe (Ctenenu 2-4 no C30). ChoTHOLIEHHETO MEXTY NaLMEHTH Ha Ji€
¢ exrpoMbonar ¢ HAKaKkbB B KbpeeHe (CreneHu 14 no C30) ¥ nauMeHTH Ha JEeYEHHE C '
enTpoMOonar ¢ KIHHHYHO 3Ha4YHMO KupBeHe (Crenenu 2-4 no C30) e HaMansno oT H3X0
npubnusurenHo 50% ot 15-THA AeH N0 Kpas Ha NIEYSHHUETO MO BpeMe Ha LieMa 6-Meceue
JIEYCHHKE,
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TRA100773B:

[TspBHuHaTa KpaliHa TOYMKA 3a ePUKACHOCT € OM/1a NPOLEHTHT MALUEHTH ¢ OTTOBOP, ONPEEcHa KaTo
nanueHTH ¢ UTT], npu KouTO € MMasIo nopuilaBaHe Ha 6pos Ha TpombouuTHTe 10 250 000/l Ha aeH
43 or usxoano HXBO <30 000/ul; naumueHTHTE, KOWTO Ca MPeABAPHTENIHO HIKIIOYEHH nopaau Spoli Ha
TpoMboumTiTe > 200 000/1l, ca cuMTaHM 38 NALMEHTH ¢ OTTOBOP; NALMEHTHTE, KOUTO Ca MPEKbCHAN
Mo HAKAKBA JPYra NPHYHHA, Ca CYMTAHM 32 HEOTTOBOPWIH, HE3aBHCHMO OT Opost Ha TPOMOOLIMTHTE.,
O61mo 114 naupentn ¢ npeawectsamo neuenne 3a MTT1 ca 6unu panpomuskpanr 2:1 earpombonar
(n=76) xbM mnanebo (n=38) (Tabanua 8).

Tabnena8  Pesyaratn 3a eduxacmoct ot TRA100773B

ErrpoMGonar [nauebo
N=76 N=38
KinioyoBH ITbpBHYHH KpaHHH TOYKH
| MoaxonsiuM 33 aHAJIH3 HA ePHUKACHOCTTA, N 73 | 37
Maumenty ¢ Spoit Ha TpoMOounTHTe 250 000/l cnex
neproj Ha npwiaraHe 10 42 nqHu (cpaBHeHO ¢ O6poii Ha 43 (39) 6 (16)
u3xoaHo HuBo <30 000/ul), n (%) |
p-crofitioct <0,001
| KiiouoBH BTOpHYHH KpaiHH TOYKH _
[TlauneHTH ¢ OLIEHKA HA KbpBeHe Ha ACH 43, 1 51 30
Kbpeene (Crenenu 1-4 no C30) n (%) - 20(39) 18 (60)
p-crofinocT® 0,029
a JlorucTHYeH perpecHoHeH MoIeJl, KOPHTHpaH CIpAMO NPOMEHIHBHTE 33

pPaHAOMHU3UpPAHE B CTPaTU(PUKAUKNA

U B pBere npoyuBanua, RAISE n TRA100773B, otroBopsT XbM enTpoMbonar, B cpaBHEeHHE C
nuiaueto, e 611 cXxoaeH, He3aBHCHMO OT M3NON3BaHKA JIeKapcTBeH NMpoayKT 3a UTII, nanmuuneTo win
JIRTICATa HA CIUJICHEKTOMHSA M M3XOAHOTO HHBO Ha Opoa Ha TpoMmbouTute (<15 000/ul, >15 000/ul)
[PH PAHAOMHIHPAHETO. |

- B npoyusanusTa RAISE u TRA100773B, B noarpynara Ha naigienTHTe ¢ UTI1 ¢ H3xonen 6poii Ha
tpomboLmTHTe <15 000/, MeananaTa Ha 6pos Ha TPOMOOLIUTHTE He € TOCTHIHANA TAPrETHOTO HHBO
(>50 000/ ), BuripeKu ue 1 B ABeTe NpoyuBaHua 43% OT Te3u NALMEHTH, JIEKYBaHH ¢ enrpombonar,
ca ce NOBJIHANY chel 6 ceaMHLM Ha neueHHe. OcBeH Toea B m3nuTBaHeTo RAISE, 42% OoT nauuenTure

¢ H3xozneH Opoii Ha TpoMboLmTHTE <15 000/p], nexysauu ¢ enrpombonar, ca HMalH OTTOBOP B Kpas Ha
6-Mece4HHA neproj Ha seueHue. 42 no 60% ot yyactuuuure B npoyuBanero RAISE, na neyenue ¢

eaTpoMOonar, ca npHMeMany 75 mg ot AcH 29 00 kpas Ha JICYSHUETO.

Omxpumu HeKOHMPOAUPAHU NPOYHEAHUA

REPEAT (TRA108057):

ToBa OTKPHTO NpOy4BaHe ¢ MHOTOKPATHO npuiaraHe (3 LHKBJA OT 6 CEIMHLIH Ha JICYEHHE,
nocieaBaHu ot 4 ceaMuLH 6€3 IeueHNE) € NoKa3ano, yYe eNH3I0AUYHO MPWIOKEHHE Ha eJTTpoMmbonar ¢
MHOrOKPAaTHH KYpCOB€ HE NMoKa3Ba 3aryba Ha oTroBop. |

EXTEND (TRA105325):
Entpom6onar e 61wn npunoxeH Ha 302 naudent ¢ HTII B ToBa OTKpHTO pa3tiMpeHo npoyysane, 218
NalMeHTH ca 3aBbpIiK 1 roanHa, 180 ca 3apspwim 2 roausu, 107 ca 3aBspiumny 3 ronHum, 7
3aBLPLIMIH 4 roauHN, 34 ca 3aBbPIIWIH 3 FOIHHHA H 18 ca 3aBbpluiy 6 roaMHu. MeaHaHara

Ha TpoMOOLMTHTE Ha H3X0AHO HUBO ¢ Ouna 19 000/ul mpeau npuioxernero Ha exrpoMbon

Meananara Ha 6pos Ha TpoMOOLMTHTE Ha |-Ba, 2-pa, 3-Ta, 4-Ta, 5-Ta, 6-Ta ¥ 7-Ma roaHHa 01
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npoyusaHero ¢ Guna crotBeTHO 85 000/pl, 85 000/pl, 105 000/pl, 64 000/ul, 75 000/ul, 119 000/pl
76 000/pl.

TAPER (CETB115J2411):

Toga e npoy4Bane ¢aza Il ¢c eano pamo, smoupatio naupeHTi ¢ UTI1, nexyeanu ¢ exrpombonar
cJie]] HEYCNEeIHO KOPTHKOCTEPONAHO NEUCHHE OT MTbPBA JIHHHSA, HE3@BHCHMO OT BPEMETO ClIeA
nocrapsgHe Ha qHarHo3ara. O6uo 105 naupeHTH ca BIUTIOYEHH B IPOYYBAHETO M Ca 3aMOYHAIH
neueHHe ¢ exTpombonar 50 mg BeAHEXK AHEBHO (25 mg BEANDBK JHCBHO 38 NMALIMEHTH C H3TOYHO
/IOroM3TOYHOA3NaTCKH Ipou3xon). Jlozara entpombonar e KOpUrupaHa no BpeMe Ha rnepuoja Ha
Je4eHHe BL3 OCHOBA HA HHAMBHIYAIHHA Opoit TPOMOOLIMTH C LieN1 NOCTUraHe HUBO Ha TpoMOOLIHTHTE
>100 000//pl.

Ot 105—-MaTa nauMeHTH, KOMTO ¢& BKIOYEHH B [IPOYYBAHETO U KOHTO Ca MOTYHWIH MOHE €1Ha 1034
exrrpoMbonar, 69 naupedTu (65,7%) 3asbpLIBaT NevyeHHETO, a 36 nalveHTH (34,3%) npexkbeBat
JICHCHHAETO HA PAHEH eTAll.

AHanu3 Ha TpaliHHA OTTOBOP ClIeA CTUpaHe Ha JICUCHHETO

[TnpBuvHATaA KpaliHa TOUKA € NPOLUCHTHT MALHEHTH C TPaeH OTTOBOP CJICA CNHPAHE HA JECYEHHETO 10
Mecen 12. TTaunenTHTe, KOUTO ca pocTturHanu Opo#i Ha TpombGoumruTe >100 000/l ¥ GposT Ha
TpoMOouuTHTE ce 3ana3ea okoso 100 000/ul B npoawpkeHue Ha 2 Meceua (6e3 CTOHHOCTH oA

70 000/ul), oTroBapAT Ha YCIOBHMATA 3a HaMalsBaHe Ha 03aTa Ha exrpombonar H MpeKbCBaHe Ha
JIEYEHUETO, 3a [1a ce NPHEME, Y€ € MOCTHTHAT TPaeH OTroBOP CMEA JICYEHHETO, NALMEHTHT TP1OBa Na
noaxbpxka Opoit Ha TpombounTHTe >30 000/Nl Npy nMNca Ha KbpBEHE WK NpUIaraHe Ha CNacHTENHO
JleYeHHe, KAKTO N0 BpeMe Ha NepHoAa Ha HaMaJIABaHe Ha NO3ATA, Taka H ClIe] NPEKLCBaHe Ha
neyeHneTo no Mecei 12.

[Tpoab/DKUTENHOCTTA HA HAMAJISBAHE Ha J03aTa € MHAMBUIAYAIM3HPaHa B 3aBHCHMOCT OT HayaiHarta
1038 M OTTOBOpa Ha nauueHTa. ChIIacHO CXEMATA 38 HAMAJISBAHE Ha J03aTa CE NMPENnophYBa
MOHKKABAHE HA 03aTa ¢ 25 mg Ha BCEeKH 2 ceAMHLIM, ako OposaT Ha TpomboiTuTe € ctabmien. Cnen
KATO AHEBHATA N03a € HaMalieHa A0 25 mg 3a nepuo oT 2 CeAMHLM, Ce]] TOBA ce Npuiara 103a

25 mg npe3 ieH B MPOAL/DKEHHUE Ha 2 CEAMHLIM A0 MPEKbCBaHEe Ha JiedyeHHueTo. [1pH nauMeHTHTE €
H3TOYHO-/IONOH3TOMHO-a3HATCKH MPOU3X0/ HAMAABAHETO € H3BBPLICHO HA NO-MAJKH CTBHIIKH OT
12,5 mg Ha BcsAKa BTOpa ceaMHua. B ciyyait Ha Br3HHKBaHE Ha pelHauB (aedHHHpaH KaTo Opoit Ha
TpombouuTTe <30 000/)n]) Ha NauHeHTHTE Ce npeasara HOB Kypc enrpombonar ¢ NoAXoaAsIa
HayanHa Jo3a.

OcempeceT u AeBeT naumeHTH (84,8%) nocturar meaex otrosop (6poii Ha TpoMOBoLIMTHTE

>100 000/pul) (Crenka 1, Tabnuua 9), a 65 nauneHTH (61,9%) 3ana3sar muiHHA OTTOBOP HaM-MaJIKO

2 Mecelia, Kato 6poaT Ha TpoMOouMTHTE He criaaa nox 70 000/ul (Ctwhnka 2, Tabnnua 9). Ilpu

' yeTUpHAEceT ¥ YeTHpH nauneHTH (41,9%) e OMno BB3IMOXKHO Ja ce HAaMAJIK A03aTa Ha eTpombonar
10 NMOCTHrAHE HA NPEKLCBAHE HA JieUeHHETOo, KaTo OposaT Ha TpoMboirTHTe ce 3anasea >30 000/pl npn
JIHTICA Ha KbPBEHE WIH Npuiarase Ha cnacutenHo nedeHue (Cronka 3, Tabmuua 9).

[IpoyuBaHeTO NOCTHTa MbPBHYHATA CH LIEN KaTO AEMOHCTPHPA, Ue esrrpoMbonar Moxe na HHAYLMpa
TpPaeH OTrOBOP CJE/ CIIMPAHE Ha JICYCHHUETO MPH JIMIICA HA KEPBEHE WIH TIPHJIaraHe Ha CrnacHTEelHO
neucHue ao Mecen 12 npu 32-ma or 105—-te sxmouenu nauueHTH (30,5%; p<0,0001; 95% CI: 21,9,
40,2) (Ctonka 4, Tadbnuua 9). o Meceu 24, 20 or 105-Te sunioyenn nauueHTH (19,0%; 95% CI.
12,0, 27,9) 3ana3pat TpaeH OTrOBOP CACA CIIHPAHE HA JICUEHHUETO NMPH JIMIICA Ha KbpBEHEe WIH
npuiaraHe Ha cnacurenHo neueHue (Ctonka 5, Tabawua 9). '

MeauaHaTa Ha NPOXR/DKHTE/THOCTTA HA TPAHHHUA OTTOBOP CIE NMPEKBCBAHE HA JICUEHHUETO 10 -
Mecen 12 e 33,3 ceamuun (MHHHAMYM-MakCUMYM: 4-51), a MeaAHaHaTa HA MPOAB/LKHTEH
TpaiHMa OTTOBOP ClIe[ NPEKbCBaHe Ha JicueHHeTo 10 Mecel 24 e 88,6 ceaMuum
(MHHAMYM-MaKcHMyM: 57-107). |
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Cnen HamagBaHe Ha J03aTa H MPEKbCBAHE Ha iedeHHeTO ¢ enrpoMbonar npy 12 nauveHTH UMa
3aryba Ha oTroBop, 8 OT TAX 3anO4YBaT OTHOBO MPHEM Ha enTpoMbonar ¥ NpHM 7 Ma BL3CTaHOBABAHE
Ha OTTOBOpA.

[To Bpeme Ha 2-roavUIHMA NEpHOS Ha npocneassate, 6 or 105-Te naumeHTH (3,7%) noryvasar
TpoMOoeMOONHHH CHOMTHA, KaTO OT TAX 3 naumeHTH (2,9%) noryyasat qenboka BeHO3Ha TPOMBO3a,
1 maumeHT (1,0%) nonyyuasa NOBbLPXHOCTHA BeHO3Ha TpoMbo3a, 1 nauuenT (1,0%) nonyyasa
TpoMG03a Ha KaBepHO3HHA CHHYC, | nauuenT (1,0%) nomyyasa nepebpoBaCKyN&pEH HHLIMACHT H

1 maumeHT (1,0%) nonyuasa 6enonpoben embonnsbMm. OT 6-Te nauMeHTH, 4 NaUMEHTH NOJYYaBAT
TpoMboemMBonMuHH cLOHTHA, KOHTO ca choluieHH KaTo CTeneH 3 WK NO-BHCOKA, a 4 NalHEHTH
fo;y4asat TpoMOoeMOONTHYHH CHOHUTHR, KOMTO ca ChOOLIEeHH KaTO cepHo3Hu. He ce chobiliapa 3a

CJiviaH C JICTANICH H3X0A.

Jipanecer ot 105 naumentH (19,0%) nomyuasar neks A0 TEKKH XEMOpParuyHH cbOMTHA, JOKATO
PHEMAT JICHEHHETO, MMPEAH Jia 3aN0YHe HaMasnsBaHeTo Ha go3ara. [ler ot 65 nauuentu (7,7%), kouTo
ca 3aMOMHAIM HAMAJIABAaHe Ha 1103aTa, NOJIY4aBaT JIeKH 0 YMEPEHH XeMOparHuHd CbOMTHA Mo BpeMe
Ha MepHoaa Ha HamMandBaHe Ha no3ara. He ca Bb3HHKHAH TEXKKH XEMOPArH4HH CHOHTHA MO BPEME Ha
nepHoZia Ha HaMaNnsBaHe Ha fo3ata. JIpama ot 44 naumeHTH (4,5%), MPH KOKHTO J03aTa € HAMAJIEHA H
neveHHeTo ¢ errpoMbonar e NpeKbCHATO, MOMY4aBaT JIEKH 10 YMEPEHH XeMOoparuyHH cbOuTHA criel
npekbCBaHe Ha NeueHHeTo A0 Mecen 12, 1o BpeMe Ha TO3H nepHOA HE € BE3HHKHAJIO TEXKO
xeMoparuuHo crOuTHe. HHKO#M OT malMeHTHTE, KOWTO MPEKBLCBAT NMpHEMA Ha enTpoMbonar v ca
BKJIIOYEHH BHB BTOPATa MOIMHA Ha NpOC/eAABaHe, He NOSYyYaBaT XeMOpParHyHo CbOHTHE MO BpeMe Ha
BTOpaTa roaKHa. JIpe coOMTHS Ha BhTpeuepeneH KPbBOMAIHB C JICTANEH W3XO/ ¢a ChODILEHH MO BpeMe
Ha 2-TOAHIIHHA NEpHOA Ha npocneasBaHe. M npere chOUTHA BB3HUKBAT MO BPSME HA JICYCHHETO, HE B
KOHTEKCTa Ha HaMaaBaHe Ha go3ara. CrOuTHATA HE C€ CUMTAT 3a CBLP3AHHU C JIEKAPCTBOTO 110

MPOYUBAHETO.

LanocTHUAT aHANIH3 3a 6€30MaCHOCT ChOTBETCTBA HAa MPEAXOAHO CHOOLICHHTE NaHHH H OLICHKATa
PHMCK-TION3a OCTaBa HENpoOMeHeHa 3a ynoTpebara Ha errpombonar npu nauvesntd ¢ UTTI.

Ta6auna 9 - [IpouesT HA DAHEHTHTE ¢ TPACH OTTOBOP CJIeJ CHHPAHE HA JeIeHHETO HA
Mecen 12 u 5a Mecen 24 (usaara asasu3npana rpyna) B TAPER |

Bcuuky nauMeHTH [IpoBepka Ha XHMOTE3a
N=105
n (%) 95% CI p-cToliHOCT | OTXBBPACHH
HO
Crenka 1: [1antueHTH, KOHTO ca AOCTUIANHU | 89 (84,8) [ (76,4,91,0) |
Opoit Ha
_TpoMbouTrTe >100 000/pl noHe BeAHLK |
Crbnka 2: [TaumeHTH, KOUTO NOATBPXKAT 65 (61,9) | (51,9, 71,2)

crabuneH 6poii Ha TpoMboLUTHTE B
NpoABJDKEHHE Ha 2 MECeLa ciiel
nocturane Ha 100 000/ul (6e3 cTroiHOCTU

<70 000/pl) |

Cronka 3: IlanpeHTy, mpH KOUTO € OMNo BbIMOXKHO | 44 (41,9) | (32,3,51,9)
Aa Ce HaMaNH 103aTa Ha eaTpoMbomnar ao
NpeKbLCBaHe Ha

NICUEHHETO, KAaTO OpOoAT Ha TPOMOOLIUTHTE Ce
zana3pa >30 000/ul npn aunca Ha KLpBEHE WU
NpWIAraHe HA HAKAKBO CHACHUTENHO JICUECHHE

Crpnka 4: [NauneHTH ¢ TpaeH OTroBOp Crlex [32(30,5) | (21,9,40,2) [ <0,0001*
CHHpaHe Ha JaedeHueTo A0 Mecen 12, npu
KOMTO 6poAT Ha TpoMOOUMTHTE ce 3ana3sa =30
000/u] npu nunca Ha KbPBEHE KWIH NMpWIaraHe
HAa HAKAKBO CNIACHTENIHO JIEYEHHE
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Ctunxa 5: [aupeRTH ¢ TPaeH OTrOBOp Clel 20 (19,0) (12,0, 27,9)
CnMpaHe Ha nedeHHeTo 0T Mecen 12 no Mecen 24,
MPH KOHTO

OposT Ha TpoMOouETHTE ce 3ana3sa >30 000/ul npu
AKMNCA HA KbPBEHE WIH NNPUIAaraHe Ha HAKakBo
CMACHTENHO NeYEHHE

N: o6in Gpo#t nauuenTy B rpynara 2a nedexdue. Topa € 3HAMEHATEIAT, H3MONIBAH NPH HIYHCIABAHE HA NPOLICHTHTE (%0),

n: 6po# naunueHTH B CHOTBETRATA KATEMOPHA.

95% CI 3a yecToTaTa Ha pa3NPEASICHHE ¢ M3YNCIICH Ype3 H3MIOI3BAHETO HA TOYHUS MeToA Ha Knomsp- ITnspchH (Clopper-
Pearson

exact method). TectbT Ha Knonsp- IIHbpebH € HANOMIBAH, 38 Ja CE H3CACABA AQTH NIPOLICHTHT Ha pecnoHaepHTe € >15%. Cl
H p- cTofiHoCTHTE ca ChOOIMEHH.

* O003HAYABA CTATHCTHYECKA JHAYHMOCT (€AHOCTpPaHHO) npH huBo 0,05,

PesysrraTi OT aHanM3a Ha OTTOBOPA KbM JICHEHHETO MO OTHOLIEHHE HA BPEMETO CJICA MOCTABAHEC HA
nuarHo3ata UTII1

[TpoBeneH e ad hoc aHanu3 Ha BCH4KH n=1035 mauyeHTH NO OTHOIIICHHE HA BPEMETO CJIe]l IOCTaBAHE
Ha anartosarta UTII, 3a ga ce OLieHH OTTOBOPA KbM €NTpOMOOTIAr IIPH YETHPH PATHYHH BPEMEBH
KaTeropuu cien nocrapine Ha auarsosara HTII (Hosoauarnoctuumpana UTIT <3 meceua,
nepcuctupama UTII 3 no <6 mecena, nepcuctupawa UTII 6 no <12 mecena n xponnwuna UTII

>12 mecena). 49% ot nauuenTuTe (n=51) ca umanu nocraseHa Auarso3a UTII or <3 mecena, 20%
(n=21) ot 3 Ao <6 mecena, 17% (n=18) ot 6 no <12 meceua u 14% (n=15) ot >12 MeceLa.

o naTATa Ha 3aK/IOYBaHe HA JaHHHUTE (22 okToMBPH 2021 I.) MalMEeHTHTE ca HMAIH €KCNO3HLIMSA Ha
exrpoMOonar ¢ meauaHa Ha npoaswkuTentoct (Q1-Q3) 6,2 mecena (2,3-12,0 meceua). Meauanata
(Q1-Q3) na 6pos TpomboLMTH HA H3X0AHO HUBO € 16 000/ul (7 800-28 000/ul).

OTroBop KbM JIEUeHHETO, onpeaeneH ot 6pos Ha TpombowTUTE, AehHHUpaH KaTo OpOoH TPOMOOLMTH
>50 000/ul noue Beanrxk no Ceamuua 9 6e3 cnacurenHo neyeHue, € noctTHrHat npu 84% (95% CI.
71% no 93%) ot HoBoauarHocTuunpanure naudeHT ¢ UTII, 91% (95% CI: 70% a0 99%) u 94%
(95% CI: 73% no 100%) or naumenture ¢ nepcuctupawma UTII (1.e. ¢ anarnoza UTI1 crorBerno 3 mo
<6 mMecena u 6 1o <12 meceua) 1 npu 87% (95% CI: 60% no 98%) ot naumenTure ¢ xpounyna UTIL.
YecToTaTa Ha ITRJIEH OTI'OBOP KbM JiedeHHeTo, nedunupana kato 6poii tpomGoumty =100 000/ul noxe
BeAHBXK A0 CeaMuiia 9 6e3 cnacuTenHo acyeHue, € 75% (95% CI: 60% no 86%) npu -
vHoBoanarHocTuiMpany nauuenTy ¢ UTII, 76% (95% CI: 53% no 92%) u 72% (95% CI: 47% no
90%) npu naumenTH ¢ nepcucrupaia UTII (c auarnoza UTII crotBeTHO 3 10 <6 Meceua H 6 no

<12 mecena) u 87% (95% CI: 60% no 98%) npu naumerTH ¢ XpoHnuHa UTIIL.

YecToTaTa Ha TpacH OTTOBOP KbM JieUeHHETO, ActhuHHpaH kaTo Opo#t TpomOouyTH >50 000/l 3a noHe
6 oT 8 nocneapaiy olleHKH 6€3 CNACHTETHO JICYCHUE MO BPEME Ha ITbpBHTE 6 Mecela B NPOYYBAHETO,
e 71% (95% CI: 56% no 83%) npu HoBoauarHocTHiMpan nauueHTH ¢ UTI1, 81% (95% CI: 58% no
95%) u 72% (95% CI: 47% ao 90,3%) npu naumenTH ¢ nepcucrupama UTII (¢ amarnosa HTII
CcBHOTBETHO 3 o <6 Mecena B 6 no <12 Meceua) u 80% (95% CI. 52% a0 96%) npu naumeHTH
xpoHuuHa UTIL.

[1pu ouensBane crnopea Cxanara 3a kbpBeHe Ha C30 (WHO Bleeding Scale) crorHOLIEHKETO HA
HoBoaMarHocTuLHpanu nauMeHTy ¢ UTTI » nauuerT ¢ nepcuctupaiia UTII 6e3 kepeeHe Ha
Ceamuua 4 e B aManaioHa ot 88% no 95%, cnipamo 37% 10 57% Ha U3XOAHO HHBO. 3a NAaLHEHTHTE C
xponuuHa UTTI o e 93%, cnpamo 73% Ha H3XOAHO HMBO.,

bezonacHocTra Ha errpoMbonar € cxonHa mpH BCHYkH KaTteropun HTI1 4 cboTBeTCTBA Ha H3BECTHHA
My npodun Ha He30nacHOCT.

3a JieueHue (Hanp. cruienexroMus ). [lpean sanoysaxe Ha Tepanus, TpabBa Aa ce HMa ITpeaB
ALArocpoyHara 6e30macHOCT Ha enTpoMOonar.



ITeouampuuna nonyrayus (na ev3pacm om 1 oo 17 zoounu)

BezonacHocTTa M epHKACHOCTTA Ha enrpomMbonar npy NeAHaTPHYHH NALHMEHTH ca H3CIIE[BAHM B JIBE
MPOY4BAHHA.

TRA115450 (PETIT2):

[TLpBUyHaTa KpaiHa TOUKa € TPaeH OTrOBOp, ACPHHHPAH KATO MPOLIEHTA NALMEHTH, NOMy4YaBallH
entpoMbonar, B cpaBHeHHe ¢ IutaLe6o, nocturaiiku 6poii Ha TpomMbouTuTe 2 50 000/pl 33 Haki-Manko
6 ot 8 cemmuim (ITPH JIATICA HA CAACHTEJIHA TEPArys ), MEXKIY CeAMHLIM 5 0 12 1o BpeMe Ha
nBOHHOCIENUA paHaoMHu3HpaH nepuo. [lanuenTure ca guarHocTHumMpaHH ¢ xpounyna UTII B
NpoaBLDKEHHE Ha Hail-Ma/Iko | roauHa U ca pedpakTepHH WIH PELIMAHBHPALLIN Ha MOHE €/1Ha
npenisecreaina tepanus ¢ UTT] unu e Morar na npoasipkat ApyrH jJedeHns Ha UTT1 no
MEJIULIMHCKH NPpHYHHHM H HMaT Opo#i Ha TpomboumTrTe < 30 000/pl. JleBeTaecer H npaMa MALMEHTH ca
paHIOMH3IUPaHH OT TPH BB3PACTOBH KOXOpPTHH rpynH (2:1) Ha enrrpombonar (n=63) unu nnauebo
(n=29). lozaTta Ha enTpoMOGonar Moxe [1a c€ KOPHIHpa Bb3 OCHOBA Ha HHAMBHIYaIHus Gpoil
TPpOMOOLHTH.

KaTto uano, 3HaYHTENHO MO-ToJAMa 4acT oT naumMeHTHTe Ha exrpombonar (40%) B cpasHEHHE C
nauMeHTHre Ha Taune6o (3%) ca NOCTHrHANMH TbPBHYHATA KpaHHa TOUKa (ChOTHOLIEHHE Ha
miaHcoserte: 18,0 [95% CI: 2,3, 140,9] p <0,001), koATO € CXONHA B TPHTE BL3IPACTOBH KOXOPTH
(Tabnuua 10). |

Tab6anna 10 CreneH HA NOCTHIHAT TpaeH OTIroBOP O OTHOIECHHE HA
TpOMOONUTHTE 0 BL3IPACTOBH KOXOPTH NPH
NeAHATPHYHH DANBEHTH ¢ xponnuna UTI]

Errrpom6onar [Inauebo
/N (%) VN (%)
[95% CI] [95% CI]
Koxopra 1 (12 no 17 roaguun) 9/23 (39%) 1/10 (10%)
[20%, 61%] [0%, 45%]
Koxopra 2 (6 no 11 roausn) 11/26 (42%) 0/13 (0%)
[23%, 63%] [N/A]
Koxopta 3 (1 20 5 roauns) 5/14 (36%) 0/6 (0%)
[13%, 65%)] ' [N/A]

CTaTHCTHYECKH NMO-MATIKO NALMEHTH, NMPHEMAaIllH eTpOoMOONIAr, ca ce HYKIAe/Iu OT
’KHBOTOCMACBALIA Tepanys o BpeMe Ha MepHoAa Ha pAaHROMH3ALMA COPAMO NAaLHEHTHTe, NpHeMauly
nnauebo (19% [12/63] cupamo 24% [7/29], p=0,032). |

Ha u3xoano Hueo 71% ot naudeHTHTE B rpynara Ha entpoMoonar 1 69% B rpynata Ha nnauebo
chobinaear 3a knpeeHe (C30 Crenenn 1-4). Ha cepmuuia 12 npoleHTHT Ha NaLMEHTHTE, MPHEMALIH
enrpombonar 4 cpOOLIABALIH 38 KbPBEHE, € HAMANISUT HalNoJOBHHA CMIPAMO W3XOAHATA CTOHHOCT
(36%). 3a cpapHeHMe Ha ceaMuua 12 55% ot naumenTHTe, MpHEMalLH ITaLedo, CHOOIINABAT 3a
KbPBEHE.

Ha naunenTHTe ¢ OMJIO MO3BOJIEHO Ja HAMANAT HAH cnpaTt TepanuaTa 3a UTT] Ha #3X0aHO HHBO camo
1o BpeMe Ha OTKpUTAaTa (pa3a Ha npoyuBaHeTo H 53% (8/15) ot mauMeHTHTE Ca OWIN B CECTOAHHE Aa
HamansaT (n=1) uwiu cnpat (n=7) Tepanusata 3a UTT1 Ha M3XOAHO HUBO, NPEAMMHO KOPTHKOCTEPOHIH
0e3 Ja ce e HaJlaraaa »XXMBOTOCNAcABaLIA TeparnuA.

TRA108062 (PETIT):
ITupBHyHaTA KpaliHa TOYKA € NPOLEHTET NALMEHTH, NocTHrHauu Hpoit Ha Tpombo




NoHe BeAHDbX Mexay ceaMui | 1 6 ot nepuoaa Ha pangommsauns. [Tauventure ca ¢ quarHosa UTI1
OT noHe 6 Meceua U ca pedpakTepHH WM Ca HMAITH PELMAUB TIPH MOHE €AHO NMpeJIIeCTBALLO JCYCHHE
na UTT1 u ca umanu Gpoii Ha TpomOoruTuTe <30 000/nl (n=67). Ilo BpeMe Ha neproaa Ha
PaHIOMM3aLIMA NALHEHTHTE Ca CTpaTHOHLMPaHH N0 BE3PACT B TPH KOXOPTH M pAaHAOMH3HpaHH (2:1)
Ha exTpoMbonar (n=45) unu aue6o (n=22). Jlozata Ha exrrpoMbGonar e Moxeno 1a 6bae Kopurupasa
Bb3 OCHOBA Ha HHAMBHAYaNHUA Opoii Ha TpoMOoLHTHTE.

KaTo 110, 3HAYKTENHO NO-BHCOK NPOLIEHT OT NMAalMEHTUTE, NpHeMalilk entpombonar (62%), cnipamo
nauHeHTHTe, MpHemainy manebo (32%), nocrurar MbLpBHYHATA KpaiHa ToUka (CHOTHOILIEHHE Ha
maHcoBere: 4,3 [95% CI: 1,4, 13,3] p=0,011).

Tpaen otrosop ce Habmoaaea npx 50% OT MBPBOHAYATHO OTTOBOPWIHTE B Npoaw/keHHe Ha 20 ot 24
ceamuuy B npoyusanero PETIT 2 u B npoawpkenne Ha 15 ot 24 ceaMuL B npoyusaneTo PETIT,

IIpoyueanus npu mpomboyumonenus, acoyuupana c xponuie xenamum C

EdukacHocTTa 1 Ge3onacHocTTa Ha entpoMbonar 3a neyeHHe Ha TPOMOOLMTONEHNUSA NMPH NMALMEHTH ¢
HCV undexuus ca oOlieHeHH B B¢ PAHAOMH3IHPAHH, ABOHHOCIEIH, N1alebo-KOHTPOIMpaHH
npoyuBanus. B ENABLE 1 3a npoTHBOBHPYCHO JIEMEHHE Ca H3NOJI3BaHH NeruHTepdepon anda-2a
remoc pubasupuH, a B ENABLE 2 ca uanonseanu neruHrepdepon anda-2b nmoc pubasupuH.

IlauMeHTHTE He ca NPHEMAalH XMPEKTHO AeicTBali MPOTUBOBHPYCHH cpeacTsa. U B ABeTe
Npoy4BaHHA, natueHtrTe ¢ 6poli Ha TpoMGouuTuTe <75 000/l ca OMM BXIIOYBAHH M pa3NIpeaeaHH
Ha rpynH cnopen 6poa Ha TpomboumrrTe (<50 000/u] u 250 000/l no <75 000/ul), ckpuHuHrosaTa
HCV PHK (<800 000 IU/ml 1 >800 000 IU/ml) w HCV renoruna (renotun 2/3 u reHotun 1/4/6).

H3xoAHHTE XapaKTEPHCTHKH Ha 3abonaBaHeTo ca HHIM CXOQHHM B ABETE NPOYYBAHHUA U Ca OTTOBapsIH
Ha MOMyJalikA MaLHEeHTH ¢ KoMneHcupaH xenatHr C W uposa. [lo-ronsiMa 4act ot NAUHEHTHTE Ca
6w ¢ HCV redorun 1 (64%) 1 ca umManu cBbp3ani ¢pubpo3a/limpo3a. TpHiiceT W eAMH NPOLIEHTA OT
NalMeHTHTE ca 6WIKM Ha npeaumecTsawa Tepanud 3a HCV, rnasno nerwiupan HHTEpGEpOH IUmoc
prbasupuH. Haxoauuar Gpoii Ha TpoMGounTure (MeanaHa) e 61 59 500/ul npy aABere rpynH Ha
neuenue: 0,8%: 28% u 72% oT BKMIOYEHWTE NAalUMEHTH ca HMaiH 6poii Ha TpOMOOLIUTUTE CHOTBETHO
<20 000/ul, <50 000/ul 1 =50 000/ul.

[MpoyuBaHHATa ca ce CBCTOMTH OT ABe a3y — (asa npeay BKIIOYBAHE Ha TPOTHBOBHPYCHO JIEYEHHE H
da3a ¢ NpOTUBOBHPYCHO NieucHHe. BuB (pazara npeau BIIOYBAHE HA MPOTHBOBHPYCHO ICUCHHE
NalMeHTHTE ca MOAy4aBai elTpoMbonar Ha OTBOPEH MPHHIMN 3a NOBULIABAHE HAa Opos Ha
tpombouTrTe 10 =90 000/ul npu ENABLE 1 1 >100 000/p] npu ENABLE 2. MeauaHara Ha
BPEMETO 38 JOCTHraHe Ha tapreTHus 6poit Ha TpomOoumrire 290 000/ul (ENABLE 1) nnn 2100
000/ul (ENABLE 2) e 2 ceamui.

[TupBHyYHaTa KpaliHa TOUKa 3a epPHKACHOCT 3a ABETE NPOYYBaHHA € OUna TpacH BHPYCOJOrHYCH
otrosop (SVR), onpeneneH KaTo NPOLEHT NaLHEHTH, NpH KouTo He ce oTkpusa HCV-PHK Ha 24-tata’
ceIMMLIA CJIe] 3aPbPLIBAHE HA MaHUPAHHUA MEPHOM Ha JICUYCHHE.

M B aete npoyusaHus npy HCV 3HauuTEenHO NO-ronsMa 4acT OT NaUMEHTHTE, JIEKYBaHH C
entpombonar (n=201, 21%), ca nocturHanu SVR, B cpaBHeHHe ¢ niekyBaHuTe ¢ rnauedo (n=635, 13%)
(sx. Tabnuua 11). [ToaoOpeHHeTo NpH Ta3M YaCT OT NALMEHTHTE, KOHTO ¢a AO0CTHTHaNH SVR, e buno
CHOTBETCTBAILO BHB BCHYKK NOATPYIH Ha PaHAOMH3HpaHe (M3xoneH Gpoit Ha TpomGorTHTe (<50 000
cnpamo >50 000), Bupycen Torap (<800 000 IU/ml cnpamo >800 000 IU/ml) n renorun (2/3 cnpamo
1/4/6)). -
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Tabanua 11  Bupyconoruswen orrosop npa HCV nanneaTas 8 ENABLE 1 m ENABLE 2

—

CGopHE JRHHA ENABLE 1* ENABLE 2°.

[lammenTH,
ROCTHUralltH 1 439/1 520 (95%) 680/715 (95%) 759/805 (94%)

TapreTeH 6poi
TPOMOOLIMTH H
3AM0YBalln

MPOTHBOBHPYC
Ha Tepanus "

Earpombonar| Ilnane6o | Exrpom- | Tinane6o | EarpomGonar |TLiane6o
bonar
O6m Gpoii =956 n=485 =450 n=232 n=>506 n=253
NANHEHTH,
B/IH3AINH BbB
¢a3aTa Ha
IPOTHBO-
BHpPYCHA
TepaANHA

% NANHEHTH, AOCTHMNIA BEPYCOJIOrHYEH OTTOBOP
O6m SVR' _ 21 13 23 | 14 | 19 13
HCV PHK

2eHomun _ |
I'esotun 2/3 35 25 35 24 34 25

["'eHOTHII 15 8 18 10 13 7
1/4/6" ‘

Huea na

anbymiu © |
< 35g/1 | 11 8
> 35g/1 | 25 _ 16
MELD cxop’ q
> 10 18 10
<10 23 17

a EntpoMbonar, npunarad B koMOuHaims ¢ neruatepdepoH anga-2a (180 pg seaHnx
ceaMHUHO 3a 48 ceaMHLIM 3a reHoTHN 1/4/6; 24 cepmuum 3a reHoTHn 2/3) mmoc pudbasuput (800 ao

1 200 mg nHeBHO NEpOPATHO, pa3AC/ICHY HA Ba NMpHEMA) |

0 EnrpomGonar, npiiarad 8 KoMOvHaums ¢ neruurepdepon anda-2b (1,5 pg/kg Beannx
ceIMMUYHO 3a 48 ceamuiu 3a reHoTun 1/4/6; 24 cenMuum 3a reHoTun 2/3) nmoc pudbasupuH (800 oo |
400 mg aAHeBHO NEPOPANHO, pasfgesIEeHH Ha JBa NpHEMa)

B TapreTuuar 6poit TpomOounTH € 61 >90 000/l 3a ENABLE 1 1 >100 000/ul 3a ENABLE 2.
B ENABLE 1, 682 naiumeHTH ca paHIOMH3HpaHH BbB (a3aTa Ha MPOTHBOBHPYCHO JICYCHHE; B
nocaeacTeue obaue 2-Ma MalKHeHTH ¢a OTTErTIH HHQOPMHPAHOTO CH ChI1acHe ITPCN Oa 3aTl0YHAT
NPOTHBOBHUPYCHO JICUEHHE.

r p-croiiHocT <0,05 3a exrrpoMOonar cnpaMo riauebo
| 64% ot nauneHTute B ENABLE 1 u ENABLE 2 ca Ownm resorun |
e Post-hoc aHanus

Jlpyru BTOPHYHH HAXOJAKH OT NPOYYBAHUATA BKIIOYBAT: 3HAUUTETHO MO-MAIKO NALHEHTH Ha JICYEHHE
¢ enTpoMOonar ca NpeKsCHaNK NPOTHBOBUPYCHATA TEPANMA NPEXAECBPEMEHHO, B CPABHEHHKE C

nnauebo (45% capamo 60%, p<0,0001). ITpu no-ronsma 4acT OT NaLMEHTHTE Ha enTpomObonIar He ce e
HAJIOXKMIO HAKAKBO HAMAJIABAHE HA HO3aTa Ha MPOTHBOBHPYCHATA TEPanus, B CpaBHEHHE ¢ DPATIAGY
(45% cnpamo 27%). JleweHuero ¢ entpombonar e 3a0aBHII0 1 HAMATHIIO CTy4YaHTe Ha Ha) ..‘ﬂ
NO38Ta Ha NErHHTEpREPOH.




Ieduampuuna nonyrayua

EBponetickaTa areHIMs 110 JICKApCTBaTa 0CBOO0XKAABA OT 38Ab/DKEHHUETO 38 NMPEAOCTABIHE HA
pe3yJITaTHTE OT NPOYUBAHKATA ¢ eTrpoMbonar BbB BCHUKH NMOArpyNH Ha NEAMATPUYHATA NOMyauus
NpH BTOpHYHA TPOMOOLIMTONEHHA (BXK. Touka 4.2 3a HHGOPMALMA OTHOCHO yrnoTpeda B NEAHATPHATA).

S.2 OapMaKoOKHBETHITHH cBolicTBA

DapMakOKHHETUKa
JlaHHHTE 38 TU1a3MEeHa KOHLIEHTpALMA - BpeMe Ha ertpoMmbonar, nomyuyeHH ot 88 nauuentu ¢ U111 B

npoyusaHusaTa TRA100773A u TRA100773B, ca xoMGHHHpaHK ¢ AaHHH OT 11] 3ApaBH BB3pacCTHH
y4YaCTHHLM B nomyaausoHeH papmakokunetnueH (PK) ananus. [IpeacraBeHu ca pesysrraTire 3a
niasMeHuTe AUC o) 1 Cmax Ha extpomOonar 32 nauueHTute ¢ UTII (Tabnuua 12).

Tab6auna 12 Cpeann reomerpraan cTolinocTn (95% gosepurenen
HHTEPBAJ) HA PAPMAKOKHAHETRYHHTE NAPAMETPH
32 IIa3MeHa KOHOEHTpanHAa Ha earpombomar B
CTARHOHAPHO CheTOSHHE OpR Bb3pacTHH ¢ UTTI

Mo3a ua exrpombonar, | N AUC- ° pg.h/ml Cuu*, jig/ml
BeAHDBAK JACBHO ‘
30 mg 28 | 47 (39, 58) _ 3,78 (3,18; 4,49)
50 mg 34 | 108 (88, 134) 8,01 (6,73; 9,53)
I 75 mg 26 168 (143, 198) _ 12,7 (11,0; 14,5)
a AUC 0.1y M Cmax BB3 0CHOBA Ha nomynaunoHuH PK post hoc pesynram.

JlaHHHM 3a N1a3MEHATa KOHLICHTpaLMs Ha eTpoMbonar BLB BpeMeTo, chOpann npu 590 naumeHTH ¢
HCV, sxmouens suB ¢asa Il npoyusannsara TPL103922/ENABLE 1 u TPL108390/ENABLE 2, ca
koMOHHHpanH ¢ AaHHH ot nauneHTH ¢ HCV, Bovenn BB da3a Il npoyusaHe TPL102357, v ot
3ApaBH BB3PACTHH YYACTHHLIHM B MOMyJIALMOHEH (papMaKOKMHETHUCH aHanK3. U3uucaeHHuTe ruia3sMeHH
HuBa Ha Cmax # AUCo- Ha enrpoMOonar 3a pb3pacTHH naupentu ¢ HCV, pxmouenu BuB daza 111
MpOyYBaHMATA, Ca NpeAcTaBeHH B Tabnuia 13 3a Bcaka npoy4ysaHa J03a.

Tab6auna 13 Cpeann reomerpaunn croiinocth (95% CI) na
$apMaAKOKHHEETHYHH NaPAMETPH HA eaTpombonar B I1a3MaTA B CTALHOHAPHO
ChCTOSHHE NPH NaNHeHTH ¢ xporuuna HCV

Jlo3a Ha N AUC .y Canx
exrpombonar (ug.h/ml) (1ig/ml)
(BeAHBK NHEBHO) | 4
25 mg 330 118 6,40
_ 1 (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)

AUC 0 H Cnax Bb3 OCHOBA Ha NMOMYJIALIMOHHH, GapMaKOKUHETHUYHH, post-hOoc OLIEHKH NpH Haii-
BHCOKATA 1034 B JAHHUTE 34 BCEKH MALIMEHT.




Abcopbums H OHOHATHUHOCT |

Entpombonar ce abcopbupa c nukoBa koHLUEHTpalus 2 o 6 yaca cnea NnepopanHo NMPIIOKEHHE.
[Tpunokenrero Ha exTpoMbonar eTHOBPEMEHHO ¢ AHTHALIMAH H JPYTH NPOAYKTH, ChAbPXKAIlH
NOMMBAIEHTHK KATHOHH, KATO MJICUHH NMPOXYKTH H XPAHHTEIHH A00ABKH ¢ MUHEPAIH, 3HRYHTETHO
HaMaJISBa €KCITO3HiMATA Ha enxTpoMObonar (Bxk. Touka 4.2). B npoyysane 3a OTHOCHTEJIHA
OHOHAJTHYHOCT NMPH BB3PACTHH eATpoMOOoNar nox ¢opMarta Ha fipax 3a NepopanHa CyCNeHIHA BOAK 10
22% no-sucoka nnasmeHa AUCow), oTkonkoTo dopmara punmupana Tabnerka. AbcomorHaTa
nepopajiHa GHOHANTHYHOCT Ha enTpoMbonar ciieA NPWIOKEHHE MPH XOpa He € ycTaHoBeHa, B3
OCHOBA Ha YPHHAPHATA EKCKPELMs # MeTaGONUTHTE, KOMTO Ce OTAEIAT ¢ delleca, NepopalHara
pe3opOLMs Ha CBBP3aHHUTE C JIEKAPCTBOTO BELIECTBA CNE MPUIOKEHHE HA €HOKPAaTHA 1032 75 mg
pa3TBOp Ha enTpoMbonar ¢ oueHeHa Ha Hai-Manko 52%.

Pasnpenenenue -
Enrrpombonar ce ¢CBbp3Ba BbB BUCOKA CTENEH C YOBELUKHTE IU1a3MEHHU MPOTEHHH (>99,9%), rnasHo ¢
anGymun. Enmrpombonar e cybctpar 3a BCRP, Ho He e cybetpar 3a P-raukonporenda win OATPIBI.

bu M

EntpoM6onar ce Merabosdinpa riiaBHo 4ypes pasuenBaHe, OKHCIEHHE H KOHIOTalHa ¢ IIIOKYypPOHOBA
KHCEIHHA, NTYTATHOH WIH LHCTEHH. B npoyysaxe npu Xopa ¢ paiHOH30TONMHO MApKHpaHe,
enrpoMOonar e cecrasnssan npudnusureno 64% or AUCo«) Ha ruta3MeHHs paJHOBBIJIEPO/L.

OTKpPHTH ¢a H BTOPOCTENEHHN MeTaOONMHTH, NOMYYEHH B PE3YATAT Ha INIIOKYPOHHPAHE H OKHCIICHHE.
In vitro npoyuBanus npeanonarat, 4e CYP1A2 n CYP2C8 ca oTroBopHH 38 OKHCIIHTETHHA
metaboaussm Ha entpoMmbonar. Ypuans audocdormokyponun TpaHcdepasure UGT1AL u UGTIA3
ca OTTOBOPHH 3a INIIOKYPOHHPAHETO, a 6aKTepHa B A0NHUA FACTPOHHTECTHHANICH TPAKT MOXKE /3 €
OTrOBOPHA 3a pa3LeNBaHETO.

Enumunupane
Pe3zopbupanuaT exrpoMbonar ce MeTaboNH3Hpa eKCTEH3HBHO. [ IaBHHAT MBT HA €KCKPELUA Ha

exrpomGonar ¢ upes deueca (59%), karo 31% ot no3ara ce oTKpuBa B ypHHaTa noa ¢gopmara Ha
meTabonuTH. HenpoMeHeHo H3XoAHO cheAuHeHue (enrpoMbonar) He ce OTKpHBA B YPHHATA.

HenpoMenennsaT erpoMbonar, eKcKpeTHpaH BbB $elieca, cherasiasnsa npubansurenno 20% or
no3ata. [11asMeHUST NOMY)KMBOT Ha eIMMMHHpPaHe Ha entpoMmbonar € npubnusurento 21-32 yaca.

PapMakOKMHETHYHH B3aUMONEHCTBHA

[Ipu npoyuBaHKa NPH XOpa ¢ paJHOH3OTONHO MapKHpaH eaTpoMbonar e yCTaHOBEHO, 4Ye
FAIOKYPOHHPAHETO HIrpae He3HauMTeNHA poia B MeTabonnima Ha enTtpombonar. [lpoyusanus ¢
YOBEIIKH 4epHOAPOOHH MHKpO3oMu ca ycraHoBWIH, ye UGTIAL u UGTIA3 ca eHsumuTe,
OTrOBOPHM 33 MNIIOKYPOHHpaHeTo Ha enTpoMbonar. Enrpombonar € uaxuburop Ha ronam bpo UGT
€H3UMMU In vitro. I_(JIHHH'-IHU 3HAYMMH JIEKAPCTBEHH B3aHMOACHCTBHSA, BK/IIOYBALLH ITFOKYPOHHPAHE, He
ce OYaKBAT, MOPaAH OrpaHH4eHOTO yuacTHe Ha otaenHATe UGT eH3nMu B rIOKYpPOHHPAHETO Ha
enrpoMOonar.

[pubausurento 21% ot npuerara nosa entpombonar Moxe Aa NpeTbpPIH OKCHAATHBEH
MeTabonu3nM. ITIpoyuBaHHa ¢ YOBEIIKH “MepHOOPOOHN MHKPO3OMH ca ycTaHOBWIH, Yye CYP1A2 n
CYP2C8 ca eH3uMHTEe, OTTOBOPHH 33 OKHCJIEHHETO Ha enTtpombonar. Entpombonar ve uHxubupa u He
nuayuupa CYP eHsuMuTe ciopea in vitro W in vivo JaHHH (BX. TOUKA 4.5).

In vitro npoyupanMa nokassar, ue enrpombonar ¢ HHxub6uTOp Ha TpaHcnoprepure OATP1B1u BCRP
H MOBH1IABA €KCMO3HLMATA HAa pocyBacTaTHH (CybcTpat Ha OATP1B1 n BCRP) B uimanyHo




EntpoMOonar o0pa3yBa XenaTH ¢ MOJHBAICHTHH KATHOHH KaTO XKe/A30, KaHA, MarHe3un,
ATYMHMHHH, ceJIeH U LIMHK (BXK. TOUKH 4.2 U 4.5).

In vitro npoy4BaHHA NOKA3BAT, 4e exTpoMbonar He € cyOcTpaT Ha TpaHCMOPTHPALIMA OPraHHYHH
anuoun noaunenTua, OATP1BI1, Ho e nHxubuTop Ha To3M TpaHcnoprep (IC50 croiinoct 2,7 pM [1,2
ug/ml]). In vitro npoyuBaHHATa CHUIO TAKA NOKA3BAT, Ye exTpombonar e cybcTpar M HHXHOMTOD Ha
MPOTEHHA 38 PE3HCTEHTHOCT KbM pak Ha ropaata (BCRP) (IC50 crolinoct 2,7 pM [1,2 pg/ml)).

Creunanyy nomyalHy NalHeHTH
bvbpeuno yepexcoate

dapMaKOKHHETHYHHTE NOKA3ATENH Ha enTpoMOomnar ca npoy4uBaHH cliek NPHIOKEHHE Ha
esrrpoMOonar Ha Bb3pacTHU MalueHTH ¢ Op0peuno yepexaane. Cnen npuioxkeHHe Ha €HOKpaTHa
no3a ot 50 mg, AUCe«) Ha exrrpombonar ¢ 6una ¢ 32% 1o 36% no-HHCKa NPH NaLHEHTHTE € JIEKO 10
yMepeHO Texko 6p6peuHo yBpexaaHe H ¢ 60% no-HHCKa NpH AalMEeHTHTe ¢ Texxo 6bopeuHo
yBpeXIaHe, B CpaBHEHHE Cbe 3apaBn nobpoeonumn. HabmoaasaHo € clliecTBeHO pazHOOOpasHe H
3HAYHUMO TIPUNIOKPHBAHE HA EKCIMO3HLIMHMTE NPH NaUMEHTH ¢ OBOpeuHo yspexaaHe H 3/1paBH
nooposonuu. Konuexrpawumure Ha cBoboaHHA (aKTHBEH) eaTpoMOonar (nekapcTBeH MPOAYKT, KOHTO
CE€ CBLP3BA BLB BHCOKA CTEMEH ¢ IUIA3MEHUTE MPOTEHHH) HE ca WicaeaABaHH. [lauueHTHTE C HapyLIeHa
616peuna dyHkiMa TpabBa Aa W3anon3eart enTpombonar ¢ MOBULLCHO BHHMAHHE H MPH CTPOro
POCICASBANE, HATIPHMEP KATO CH NPABAT U3C/IEIBaHUA HA CEPYMHHSI KPEATHHHH W/MWJIH aHAJIH3 Ha
ypHHaTa (BX. Touka 4.2). EduxacHocTra 1 6e30nmacHocTTa Ha entpoMbonar He ca yCTAHOBEHH NpH
NaLHEHTH ¢ YMEPEHO TEXKO [0 TeXKO O1LOpeuHo 1 yepHOApOOHO yBpexaaHe.

Yeproopobro 4

PapMaKOKHHETHMHHTE NOKA3aTE/H Ha enTpoMOonar ca npoyYBaHH ciel NPHIOKEHHE Ha
enTpoMbonar Ha BL3PACTHH NALMEHTH ¢ YepHOAPOOHO yBpexaaHe. Criea NpHIoKEHHE Ha €HOKpATHA
no3a ot 50 mg, AUCew) Ha enxtpombonar e 6una ¢ 41% no-pucoka npy NALHEHTHTE C JIEKO
yepHoApoOHO yBpexaaHe H ¢ 80% no 93% no-Bucoka npy NaLMEHTHTE ¢ YMEPEHO A0 TEXKKO
yepHOAPOOHO YBpeXK1aHe, B CpaBHEHUE Che 3ApasH AodpoponuM. HabmoaasaHo € ChIIECTBEHO
pazHooOpa3He B 3HAYHMO NPHNOKPHBAHE HA €KCINO3ULIMKTE NPH MALMEHTH C YepHOAPOOHO yBpeXKaaHe
H 3ApaBH ao0poponur. KoHuleHTpaunuTe Ha HeCBBp3aHKHA (aKTHBEH) enrTpoMOonar (JiekapcTBeH
MPOIYKT, KOUTO Ce CBBP3BA BbB BUCOKa CTOMEH C IUTa3MEHHTE NPOTEHHH) HE Ca M3CIIEBaHH.

BnusHHeTO Ha YepHOIPOOHOTO YBpeKAaHe BEPXY (papMakOKHHETHKATA Ha errpombonar cnen
MHOTOKPATHO NPWIOKEHHE € OLICHEHO Ype3 NOMyAaluoHeH papMaKOKHHETHYEH aHamus IpH 28
3ApaBH BB3PACTHH H 714 nauueHTH ¢ yepHoApoOHO yBpexkaaHe (673 nauvendtd ¢ HCV u 41 naumentn
¢ XpOHMYHO YepHOoApoOHO 3abonapane ¢ apyra etonorus). Ot 714-te naupnenra, 642 ca bunu ¢ nexo
yepHOPOOHO YBpexaane, 67 ca OWIM ¢ yMEPEHO TEXKO 4YepHOAPOOHO yBpekaaHe 1 2 ca Ouim ¢
TEXKKO YEPHOAPOOHO yBpexaaHe. B cpaBHeHHe cbe 31paBu JOOPOBOJILIH, NALUKHEHTHTE C JIEKO
yepHOAPOOHO yBpexaaHe ca 6unu ¢ npubnnsurenHo 111% (95% ClI: 45% no 283%) no-srcoku
croiiHocTH Ha rasmeHata AUC«o Ha entpombonar, a nauHeHTHTE ¢ YMEPEHO TEXKO YepHOAPOOHO
yBpexxaaHe ca uManu npubnusurento 183% (95% CI: 90% no 459%) no-BHcokH cTORHOCTH Ha
nnasMeHata AUC o) Ha exrpombonar.

3aroBa eaTpoMbonar He TpAGBa na ce npunara npy naumerTd ¢ UTII u yepHoapobHo yBpexaaHe
(ckop no Child-Pugh >5), ocBeH ako odakBaHaTa Moj3a NpeBHllaBa CHIIECTBYBALHA PUCK OT
TpoMOO3a Ha nopTanHaTa BeHa (BxXK. TOukH 4.2 H 4.4). [Ipn nauuentd ¢ HCV, 3anounere enrrpombonar
¢ 1032 25 mg BeOHDbXK JHEBHQ (BXK. TOUKa 4.2).




Paca

BiiMsaHHETO Ha H3TOYHOA3UATCKHA NPOU3XO] BbPXY PapMaKOKHHETHYHHTE MOKA3ATEIH Ha
enrpoMOonar e OLEHEHO ¢ NMomynalMoHeH (GapMakOKHHETHYEH aHanus rmpu 111 3apaen pu3pacTHH (31
u3TOuHOa3HaTIH) U npH 88 naupentn ¢ UTII (18 usTounoasnarun). Bu3 ocHOBa Ha TaHHHTE OT
NomyNauHOHHHA (papMaKOKHHETHYEH aHAIN3, H3ToyHoa3HaTckute naureHTH ¢ UTTI ca 6win ¢
npubnuzurenso 49% no-ronama nnasmeHa AUCo-) Ha enTpoMbonar, B CpaBHEHHE € MALIHEHTH, KOMTO
HE ca OT H3TOYHOA3HATCKH MPOH3XO0/, TNIABHO OT €BPOTICHIHATA paca (BK. TouKa 4.2). |

BnusaHHeTO HA H3TOMHO-/IOTOM3TOYHOA3UATCKUS €THHYECKH NPOU3X0] BLpXY PapMakOKMHETHKATA Ha
enxTpoMbonar e OLIEHEHO Ype3 MONYJALUHOHEH, (apMAKOKHHETHYEH aHANIN3 NpH 635 naurentH ¢ HCV
(145 ot U3Touna Azua ¥ 69 or 10ronsrouna Asus). Bn3 0CHOBa Ha OLIEHKHTE OT MMOMYyallHOHHHA
dapMakOKHHETHYEH aHANIH3, H3TOUHO-/IOTOU3TOYHOA3HATCKHTE NalMEHTH Ca HMATH NPHOIMIMTENHO
55% no-BHCOKH CTOMHOCTH Ha 1uiasMeHa AUCe- Ha enTpoMGonar, B cpaBHeHHE C ALMEHTH OT
APYTUTE PacH, KOHTO ca OWIH NpeJUMHO OT eBpoNeHAHATa paca (BXK. Touka 4.2).

[lon
BnusHueTo Ha nona BbpXy GapMaKOKHHETHYHHTE IOKA3aTENH Ha elITpoMOONar € OLIEHEHO ¢
nonynaiHoHeH ¢papMakoKHHeTHUEH aHanus npu 111 3apasu pu3pacThi (14 xeHu) u npy

88 nmaumenty ¢ UTII (57 xenn). B3 0CHOBa Ha JARHHTE OT MOMYJIALMOHHHA GapMaKOKHHETHYEH
aHans, nauHeHTHTe KeHH ¢ UTII ca 6wnu ¢ npubauzurento 23% no-ronama mnasmena AUCo+) Ha
enTpoMbonar, B CpABHCHHE C MALMEHTUTE MbKe, €3 KOpeKlHa CpAMO PaIMKHTE B TETTIOTO.

BnusH1eTo Ha nofa BbpXy GapMakOKHHETHKATA Ha eTpoMOONar ¢ OLICHEHO Ype3 Moy IaliHOHEH
dapMakokuHeTHYeH aHanus npy 635 naumenTd ¢ HCV (260 xemn). Criopea oueHka Ha Moaena, npH
xxeHuTe ¢ HCV, nnasmenata AUCq-y Ha enrtpombonar e 6una ¢ mpubansurento 41% no-BUCoKa, B
CpPaBHEHHE ¢ MBXKeETE.

Bvipacm

BnusHHETO Ha BB3PACTTA BLPXY PapMakOKHHETHKATa HAa enTpoMOONar € OLEHEeHO Hpe3
NonyNnauHoHeH GapMakOKMHETHUYEH aRanu3 1pH 28 3apasu aHua, 673 nauuentu ¢ HCV 1 41
NalLMEHTH ¢ XPOHHYHO YepHOApoOHO 3a60/sABaHe ¢ ApyTra €THOJIOTHUSA, Ha BB3pacT OT 19 1o 74 roanHH.
Hsama gapMaxoKHHETHYHH AaHHH 3a NMPWIOKEHUe Ha errpoMOonar npu naMeHTH Ha Bb3pacT =73
roguHH. Criopea oLeHKa Ha MOJena, NpH NAalHUEHTHTE B CTAPYECKa Bb3pacT (=65 roauHn), nnasMeHara
AUC-o Ha entpombonar ¢ Suna ¢ npubansurenHo 41% no-BHCOKa, B CpaBHEHHE C MO-MJIAAHTE
nanyeHTH (BX. Touka 4.2).

Ileduampuuna nonynayus (na ev3pacm om 1 0o 17 2o0unu)

dapMakoKHHeTHKATa Ha enTpoMbonar e onienexa npu 168 neauaTpuusu nauueHTn ¢ UTII, npunoxen
BeIHBX AHEBHO B JABe npoyuBaHus TRA108062/PETIT n TRA115450/PETIT-2. [IpuBuauudar
IJ1a3MeH KIMpBHC Ha exTtpoMObonar cnea nepopanko npunoxeHue (CL/F) ce nopuinasa npu
NOBHILIABAHE Ha TEJIECHOTO Teryio. BnuAHUeTO Ha pacata H nosa BepxXy H3uucaeHus twrasMeH CL/F na
enTpoMOonar € B CbOTBETCTBHE MexXAY NEeIUATPUYHHTE U Bb3PACTHUTE NAauMeHTH. IIpH WiTouHo-
/IOrOU3TOYHOA3HATCKUTE neauaTpuyHU natueHTH ¢ UTII ce nabarogasat ¢ npudbansurendo 43% no-
BHCOKH cToHOCTH Ha ruia3MeraTta AUCo+) Ha enTpoMbonar CnpaMo Te3H, KOHTO HE Ca OT A3HATCKH
npousxox. [leguarpuunure nauuerty ¢ UTII o1 xeHCKkH mon HMAT ¢ NPHOIM3HTETHO 25% 1O-BHCOKH
croiiHocTH Ha iasmeHata AUCo-) Ha exrpoMbonar cnpaMo NALHEHTHTE OT MBXKKH MO,

dapMakKOKHHETHYHHTE XapaKTepHCTHKH Ha enTpoMbonar mpu neavaTrpyuynu naudent ¢ UTII ca
nokazaHu B Tabnuua 14. | |




Tabanna 14 Cpeann reomerprunn (95% CI) na naaiMennTe $apMaKOKAHCTRIHA
DOKA3ATE/AH HA eJITPOMOONAT B CTANHOHAPHO CHCTOSHHE NPH NeXHATpHYAER nanuenTn ¢ HTII
(npn cxema Ba npuaarage 30 mg BeAHLXK AHEBHO)

Buipacr Coan AUC-)

| 1 | (pg/ml) (pg.hr/ml)
12 no 17 ropuuu (n= 62) 6,80 103

_ (6,17, 7,50) _ (91,1, 116)
6 no 11 roannu (n=68) 10,3 153

. . (9,42, 11,2) . (137, 170)
1 1o 5 roayan (n=38) 11,6 162

(10,4, 12,9) (139, 187)

Jannure ca npeacraseny karo cpeatu reomerpuunn (95% CI). AUCp-) H Cinax ca
6a3upanH Ha nonyJalMOHHH GapMAKOKMHETUYHH post hoc H3YUCTICHHUS

5.3 Ilpeax1HEHYHH AAHHH 32 Ge30DACHOCT

MdapMakonoryuHa 6e30nacHOCT ¥ TOKCHYHOCT IIPH MHOTOKPAaTHO NIPHJIAaraHe

ErrpoMGonar He CTUMY/IHpa NPOAYKIUMATA HA TPOMOOLMTH NMPH MHLIKH, ILTEXOBE M Ky4eTa, NIopaaH
yHHKanHaTa cretudpruHocT Ha TPO penenrtopa. [Topany Ta3y NPpHYMHA JaHHHTE OT T€3H XKHBOTHH HeE
ca abCOMOTHO TOYEH MOJEN Ha MOTEHIHAJIHHTE HEXKENNaHH PeakLMH, CBbp3aHH ¢ PapMakonoruaTa Ha
esrTpoMOonar npH Xopa, BTIOYHTETHO H MPOYUYBAHHATA 1O OTHOLICHHE Ha PENPOMYKLHATA H 34

KaHLIEPOreHHOCT.

KarapaxTa, CBLp3aHa ¢ JIEYEHHETO, € YCTAHOBEHA NPH IPH3ayud U € OKna 1030- U BpeMe-3aBUCHMA.
[Ipu >6 METH KIMHHYHATA €KCIIO3ULUA NPH XOopa, NpH Bb3pacTHH nauueHTn ¢ UTTI npn no3a 75 mg
JHEBHO ¥ 3 MbTH KIMHHYHATA €KCIIO3HLNA NPH Xopa, NpH Be3pacTHH nauuedTd ¢ HCV nipu no3a 100
mg AHeBHO, ocHOBaHa Ha AUC, karapakTa e HaOmogasaHa NpH MHILKH /i€l 6 CCAMHIM H NTPH
[UTBXOBE cacy 28 ceaAmMHUM Ha npuiarade. [Ipd > 4 mbTH KIMHHYHATA €KCNIO3HLIMA MPH XOpa, MPH
naupeHTH ¢ UTIT npu no3a 75 mg AHEBHO K 2 ITbTH KNMHHAYHATA €KCIIO3HLIMA NPHU XOpa, NMpH
naumendTd ¢ HCV npu no3a 100 mg nneBHo, ocHoaHa Ha AUC, karapakTa ¢ HabnmonaBaHa npH
MHIIKH cnea |13 ceaMHLIM M NPy IWibXoBe ciel 39 ceamuuM Ha npunaraxe. [Ipyn no3u, KOUTO He ce
NOHACAT OT MJIAZIM TUTBXOBE, npeau aa 6baar oTOUTH, NPUACKEHH OT 4 10 32 neH (paBHABAIIH ce
MpUOIU3UTETHO Ha Te3H MpH 2-rOAMLIHO JETE B Kpad Ha NEPHOAA Ha NPHIOKECHHE), TOMbTHABaHE Ha
OKOTO ce HabmoaaBa (He € MPOBeXAaHO XHCTONOTHYHO H3C/IeIBaHE) NPH 9 ITbTH MAKCHMATHATA
KIMHHYHA EKCTIO3HLIMA [IPH XOpa, npu neauaTpuudi naumeHtd ¢ UTTI npu po3a 75 mg/nen, ocHoBaHa
Ha AUC. He e HabmonapaHa xatapakra Npy MAaaM IUTEXO0BE, NMOJy4YaBallly. MOHOCHMH JIO3H,
MpeBHILARAINH 5 MHTH MAKCHMAJIHATA KJTHHHYHA EKCTIO3HLMA [TPH XOpa, NPH NEAHaTPHYHHE NalMEeHTH
¢ UTI, ocuosana Ha AUC. Karapakra He € HabimoapaHa mpH BB3PACTHH KydeTa clieq 52 ceAMHLM Ha
TpUNAraHe npy 2 MbTH KTHHWYHATA eKCMO3HLMA TIPH XOpa, NMPH BB3PacTHH WIH NEAHATPHYHH
nauueHTH ¢ UTIT npu ao3a 75 mg AHEBHO K eKBHBAJICHTHA KIHHHYHA €KCIO3HLKA NIPH XOpa, NpH
naumeHTH ¢ HCV npu noza 100 mg asesHo, ocHoBana Ha AUC.

BrOpeuna TyOynHa TOKCHYHOCT € HabmoaaBaHa B MPOYMBaHUA ¢ MPOAWDKHTENHOCT A0 14 AHu npH
MHLIKH H TUTbXOBE NPH €KCMO3MIIHH, KOHTO KATO LBUIO €4 CBbP3aHH ChC 3a0601€BaeMOCT H CMBPTHOCT.
TyGyana TOKCHUHOCT € HabmozagaHa U B 2-rOAMIIIHO NPOYYBAHE 3a KAHLICPOreHHOCT IPH NEPOPATHO
NPWIOKEHHE MPH MHIUKH B 03H ot 25, 75 U 150 mg/kg/anesno. Edexrure ca 6unu no-Maako TEXKH
NpH NO-HHCKHM 034 H Ca €& XapaKTePH3UPAJH CbC CNEKTHP OT pErCHEPATHBHH NPOMEHH.

Excno3sunmsTa npy Hali-HUcKaTa a03a € 6una 1,2 win 0,8 mhTH KTMHHYHATA €KCMNO3HIHA NPH XO0pa,
ocHoBaHa Ha AUC, npH Be3pacTHH WIK neanaTpuuHu naumeHT! ¢ UTTI npu nosa 75 mg aHesHo i 0.6
ITHTH KJIHHAYHATA €KCMIO3HUMA MpHY Xopa, npu nauxeHTd ¢ HCV npu ao3a 100 mg aHesHo, ocyoBaye
Ha AUC. BuOpeusn edextn He ca HaOmoaaBaHH NpH IUTBXOBE ciael 28 ceaMUIu HIH NMpH 1/ Lo

52 ceAMHWLH NPH €KCMO3HLMH 4 WIH 2 MBTH KIHHHYHATA €KCIMIO3HLIMA MPH XOpa, NPH Bh3p *’(
naumenTH ¢ UTTI K 3 nnu 2 mbTyU KIHHHYHATA €KCNO3HLMA [IPH XOpa, NP NEARATPHYHHE PR
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HUTTI npw poza 75 mg AHEBHO H 2 ITbTH EKBHBAJIEHTHA KTHHHYHA €KCMO3HUMA NPH XOPa, NP
nawpeHTy ¢ HCV npu no3a 100 mg nueBHo, ocHoBaHa Ha AUC.

XenaTouuTHa AereHepalyd W HINW HEKPO3a, MecTo NPHAPYKEHa C MOBHULICHH CTORHOCTH Ha
yepHONPOOHHTE €H3UMH B cepyMma, e 6wia HabmogaBaHa NpH MHUIKH, TUTHXOBE H Ky4eTa B J03H,
KOHTO ca OMAH CBBP32HH ChC 3a60neBaeMOCT U CMBPTHOCT WK ¢ HexoOpa noHocuMocT. He ca
nabmopaBaHl YepHOAPOOHH €PEKTH CEA XPOHHUHO MPHIIOKEHHE NPH ILTEXO0BE (28 cCeAMMULIM) U npH
kyueta (52 ceaMHLM) MpH 4 WK 2 MbTHU KIMHHYHATA €KCIIO3ULUA MPH XOpa, NPH BL3PACTHH NALHCHTH
¢ UTT 1 3 wnu 2 mbTH KAHHUYHATA €KCTIO3HLIMA NIPH Xopa, Npu neauaTpyyHy naumentu ¢ UTII mpu
no3a 75 mg AHEBHO M 2 ITbTH WM €KBHBAIEHTHA KITHHHYHA €KCTMTO3HLIUA NPH XOpa, NPH NALHEHTH C
HCV npu ao3a 100 mg anesno, ocHosaHa Ha AUC. |

[1pn no3m ¢ HeaoObpa MOHOCHMOCT MpPH TUTBXOBE H Ky4era (> 10 wiM 7 ImbTH KIMHHYHATA €KCNIO3IULMA
MpH XOpa, TIPH BL3PACTHH WIK NeAHaTpHuHH naurentd ¢ UTTI npu go3a 75 mg AHEBHO U >4 THTA
KJIMHHYHATA eKCIIO3HIMA NpH Xopa, npu nauuexdT ¢ HCV npu no3a 100 mg AHEeBHO, OCHOBaH& Ha
AUC) B xpaTkocpouHH Npoy4BaHHi, ca HaOMmoaBaHy HaMalaBaHe Ha Opos HA PETHKYNOLMTHTE H
pereHepaTHBHa KOCTHO-MO3bYHA EPHTPOHIHA XHNepua3usa (camo npH rurexose). He ca Habmonasanu
3HAYHMH €(DEKTH BLPXY EPHTPOLIMTHTE WK Hposd Ha PETHKYJIOLIMTHTE NIPY NpUIOXKEHHE A0 28
CeIMHLIM NPH ILTBXOBE, 52 CEAMHLM ITPH KY4eTa H 2 FOAMHH NPH MRIUKH HIH IUTBXOBE NPH
MaKCHMAIHHTE MOHOCHMH A03H, KOUTO ca 6nnM 2 10 4 MbTH KIIMHUYHATA €KCMO3HULIMS MPH X0pa, NPpH
BE3PACTHH WiH neauaTpuuHy naumeHT ¢ UTI1 npu noza 75 mg AHeBHO M <2 ITHTH KJIHHHYHATA
eKCIIO3ULMA npy Xopa, npy nauuentd ¢ HCV npu noza 100 mg avesHo, ocHoBaHa Ha AUC.

ExnaocTanHa Xunepoctosa € Habnonasata B 28-ceAMHYHO TOKCHKONOTHYHO MPOYYBAHE NPR MIBLXOBE
B TOKCHYHa 71034 oT 60 mg/kg/nHeBHO (6 MbTH Wil 4 MbTH KIMHAYHATA €KCIIO3HLHA TTPH XOpa, NMpH
BB3PACTHH WK neauaTpuyiHH naunenTy ¢ UTII npu nosa 75 mg AHEBHO M 3 IMbTH KIMHHYHATA
eKCIO3MLMA npH Xopa, npa nauveHTn ¢ HCV npu ao3a 100 mg anesHo, ocHosada Ha AUC). He ca
Ha0n01aBaHH KOCTHH MIPOMEHH TMPK MHLIKH H IUTBXOBE C/I€] AOXKHBOTHA €KCINO3HLMA (2 rOIHHH) TPU
4 TETH WNH 2 MHTH KIIHHHYHATA €KCMNO3ULIMA IIPH X0pa, MPH Bb3PACTHH WIH NEAHATPHYHHE NMALHEHTH C
HUTTI npu nos3a 75 mg aHeBHO K 2 ITHTH KTHHUYHATA eKCNO3HUMA NpK xopa npy HCV nauMeHTH npH
no3a 100 mg aHesHo, ocHoBaHa Ha AUC.

KaHLIepOreHHOCT U MYTAreHHOCT

Enxrpombonar He € KaHLEPOreHeH NPH MHULLKH B 031 A0 75 mg/Kg/AHEBHO WU NpPK TUTHEXOBE B 103H
oo 40 mg/kg/nHeBHO (eXCNO3HULIMK A0 4 MIIH 2 IMbTH KNHHHYHATA €KCNIO3HLHA ITPH XOopa, MpH
BB3PACTHH WK neauaTpH4uHy nauneHTy ¢ UTTI npu 1o3a 75 mg AHEBHO K 2 ITHTH KNHHHYHATA
eKCMO3KLIMA NpK Xopa, nNpH nauuenth ¢ HCV npu no3a 100 mg anepHo, ocHoBaHa Ha AUC).

Enrpombonar He e 611 MyTareHeH WIH KJaCTONeHEH NpH bDaxTepHaneH MyTallHOHEH aHAITH3 HJIH B 1B€
in vivo U3cneBaHHA NPH NIUTbXoBe (CHHTe3a Ha [IHK B MHKpOHYK/eyca U H3IBBH s-¢a3ara Ha
KJIeThYHHSA UHKH, 10 HiM 8 mbTH KIHHKHYHATA €KCMO3SHLKA TTPH XOp4a, TIPH BB3PACTHU WIH
neanarpuury naientd ¢ UTT npu noza 75 mg AHEBHO H 7 MHTH KIMHWYHATA €KCMO3HLIMA IIPH XOpa,
npu nauueHTH ¢ HCV npu noza 100 mg anesHo, ocHoBara Ha Cmax). B in vitro TecT 3a nMM¢oM npu
MHIIKH, enTpoMObonar e Ol rpaHHYHO MO3UTHBEH (<3-MBbTH MOBHILUABAHE HA MYTALIHOHHATA YECTOTA).
Teau in vitro v in vivo HAXOAKH NOKA3BAT, He ATpOMOONAr He MpeacTaBIgBa NeHOTOKCHYESH PHUCK 34

Xopa.

PenponykrHBHa TOKCHYHOCT
Enrpombonar He € nopnuan GepTHINTETA, PAHHOTO pa3BUTHE Ha eMOpHOHa H eMOpHOdeTanHoTOo

pa3BUTHE TPH XKEHCKH ILTbXO0BE B o34 10 20 mg/kg/aHeBHo (2 MbTH KIIHKEHYHATA €KCMO3HIIKA NPH
X0pa, NpH Bb3pacTHH WIM IoHOMH (Ha BB3pact 12-17 rogunn) nauuentu ¢ UTT] npu nosza 75 mg

) .
JIHEBHO H €KBHBAIICHTHA KIHHHYHA €KCTIO3HLMSA NPH Xopa, NpH nauveHTH ¢ HCV npu .uaaa 1 HUmi/;a
nHeBHo, ocHoBaHa Ha AUC). Coito Taka, He ¢ HabnmoaaBaH ePeKT BbpPXY emﬁpuocbemu QP
npH 3akium B Ao3u A0 150 mg/kg/nHeBHo, Hali-BucoKaTa H3cneasana ao3a (0,3 1o 0,5 meyp F Y 2 g Y Y
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KJIMHMYHATA eKCIIO3HLMA NPH Xopa, npH nauneHTH ¢ UTII npu nosa 75 mg auesHo u npu HCV
naupeHTH npu ao3a 100 mg aHesHo, ocHoBaHa Ha AUC). Benpekn ToBa, npu TOKCH4YHa 3a MalikaTta
no3a ot 60 mg/kg/nHeBHO (6 MbTH KIMHHYHATA EKCTIO3HLIMA TPH XOpa, 1pH naureHTH ¢ UTTI npu
no3a 75 mg AHEBHO B 3 MbTH KIHHUYHATA €KCMO3HLMA NpH xopa, npu nauveHTH ¢ HCV npu no3a 100
mg AHEBHO, ocHOBaHa Ha AUC) npu mrbxoBe, neueHuero ¢ eatpoMbonar € 6W10 CRBpP3aHO C
eMOpHOHAJIEH JIETATHTET (MIOBHLISHA MNpe- B MOCTHMIUIAHTALMOHHA 3ary0a), HaMaleHO TEAECHO TETIO
Ha deTyca M HAMAJICHO Terno Ha HpeMeHHAaTa MaTKa B MPOYYBAHE HA KEHCKUA QEPTWIHTET, KAKTO H C
HHCKA YeCTOTa Ha LEPBHKANIHH pedpa H HaMaIeHO TEIECHO TETJIO Ha (eTyca B IpOyuBaHe Ha
eMOpHoderanHoTo pazpurHe. EnrpomGonar Tpadea aa ce npunara no speMe Ha OpeMEHHOCT, CAMO
aKO OUYAKBAHHTE [MOJ3H OMPABAABAT MOTEHUHAIHHTE PUCKOBE 3a Moaa (Bx. Touka 4.6). Enrpombonar
HE € 3acerHall PepTIIHTETAa NPH MBXKKH ILTbXOBE B 4034 A0 40 mg/kg/nHenHo, Hail-BUCOKa
H3c/ieABaHa 1034 (3 MbTH KIMHHYHATA €KCIO3KMLMA ITpH Xopa npy naumeHtyd ¢ UTII npu noza 75 mg
AHEBHO H 2 ITbTH KJIHHHYHATA €KCMO3HLMA NMPH Xopa, npu nauueHTH ¢ HCV npu noza 100 mg anesHo,
ocHoBaHa Ha AUC). B npoyusaHe Ha npe- H NOCTHATATHOTO pa3BHTHE NPH TUTHXOBE HE ca
HaOMogaBaHH HexeNlaHH eekTH BEpXY OpeMeHHOCTTa, PAKAAHEeTO H KbpMeHeTo 1pH FO xeHckH
ILTbXOBE NPH A03HK, KOMTO HE Ca TOKCHYHH 3a Maiikara (10 u 20 mg/kg/nneBHo), He ca HaOMOAaBaHH
e(dEKTH BBpPXY PacTexka, pa3BHTHETO, HEBPONOBEACHUYECKATA H PENPOAYKTHBHATAE QYHKLMS Ha
noroMcTBoTo (F1). EnrrpoMOonar ¢ oTkpuT B nna3Mara Ha BCHUkd F1 mManku 3a uenusa 22-4acos
NepHO HA B3¢MaHe Ha poOH cnea MpuioXKeHHe Ha NeKapCTBEHUA NPOoAYKT Ha FO Maliku, KoeTo
NPEANONAra, 4¢ eKCMO3MIHATA HA MAIKHTE Ha enTpoMGonar Hal-BepOSTHO € HACTHIIBAIA B PE3YJITAT
Ha KbPMEHETO.

DOTOTOKCHYHOCT

In vitro npoyupaHui ¢ enrpomMOonar MOKa3par NOTEHUHANICH PHCK OT POTOTOKCHYHOCT, obave npu
rpU3aYvy He € HMaJo RaHHM 338 KOXKHA GOTOTOKCHYHOCT (10 WK 7 MbTH KNTHHHUYHATA €KCTIO3HLIMA MPH
Xopa, NPH Bb3PACTHH WK neAHaTpH4HH nauueHTH ¢ UTII npu no3a 75 mg nHeBHO H 5 IrbTH
KJIMHHYHATA €KCITO3IULMA MPH Xopa, npH naudeHtn ¢ HCV npu no3za 100 mg aAHeBHO, OCHOBAHA Ha
AUC) nnu ouHa GoToTOKCHYHOCT (2 4 ITHbTH KIIMHHYHATA €KCTIO3HLIHA MPH XOpa, NPH Bh3PacCTHH WIH
neauaTpHyHKU natuent ¢ UTII npu ao3a 75 mg aHeBHO H 3 MBTH KITHHMYHATA €KCIIO3HLMA TIPH XOpa,
npu nauenTd ¢ HCV npu no3a 100 mg nHeBHo, ocHopaHa Ha AUC). OcpeH ToBa NpH KIHHHYHO
¢hapMaKoJIOrH4HO Npoy4YBaHe ¢ 36 y4aCTHHMLM, He Ca HAMEPEHH RaHHH, Y€ (POTOUYYBCTBUTENHOCTTA CE€
MOBHIIABA CJIEA NPHWIOKCHUE Ha 75 mg enrpoMbonar. Tosa e H3MepeHO upe3 HHAEKC Ha 3abaBcHa
(GOTOTOKCHUYHOCT. BBIPEKH TOBA HE MOXKE [a C€ M3KITIOMH MOTCHIIHANCH PHCK OT ¢oToaneprus, Toit

KATO HE MOXKE 13 C€ MPOBEAE KOHKPETHO MPEAKIIHHHYHO MPOYYBAHE.

[IpoyuBaHus NpH OBEHWIHH KHBOTHH
[Tpn npunoxxeHne HA A03H HAR NOHOCHMHTE NpH IUTHXOBE MpeaH oTOMBaHE, ce HabnroaaBa

NOMBTHABaHE Ha OKOTO. [IpH npuiokeHHe Ha MOHOCHMH AO3H, HE ce HabmoaaBa NOMBLTHABAHE Ha

~ OKOTO (BXK. o-rope Touka ,,apMakosoruuHa 6€30nacHOCT H TOKCHYHOCT [PH MHOTOKPATHO
npunarane®). B 3akmoueHue, KaTo ¢ B3eMarT NpeABHA NPAHHLHTE HA €KCNO3HLMA Bb3 OCHOBA Ha
AUC, He MOXe Aa ¢ M3IKMOUM PHCK 32 pa3BUTHE Ha KATApaKTa, CBLP3aHa C IpyUeMa Ha enTpoMOonar
NMPH NEAUATPUYHH NaLMEHTH. JIMNCcBaT HAXOAKH NpH MITAAHTE IUTHXOBE, KOHTO ia mpeanonarar
HAJIMYMETO Ha NMO-TOSAM PHCK OT TOKCHYHOCT NMPH JIeueHHe ¢ exTpoMbonar Ha NeAHATPHUYHHTE
NalHEHTH CIIPAMO Bb3pacTHH naumMeHTH ¢ UTITI.

6. GDAPTV[A].IEBTH‘[HH JAHHH

6.1 Cnachk Ha DOMOIMHETE BEIECTRA

Aapo Ha TabneTkara
Llenmyno3a, MHKpOKPHCTAIHA
ManuTon

ITounon

H3omant (E953)

Kanumes cunuxar




HaTpueB HULLIECTEH INIMKOHAT
MaruesueB creapar

OOBMBKa Ha TabaeTKaTa

Tocuera 25 mg u S0 mg duamupanu TabneTku
XHUIpomenosa

TwuranoB nuokcua (E171)

Xenezen okcua, yepseH (E172)

Kenezen okcun, xbiat (E172)

Tprnauerus

Twuranoe auokcun (E171)
XeneseH okcua, uepseH (E 172)
TpuaueTun

6.2 HecbBMecTHMOCTH
Henpuioxumo
6.3 Cpok Ha rognoct
2 rOJAMHH
6.4 CrneunajHu ycJIOBHS HA CbXpPaAHEeHHeE
To3u nexkapcTBEH NMPOAYKT HE U3UCKBA CIELIMAJIHK YCIIOBUS HA CbXPaHEHHE.
6.5 DBuaHcbABpKAHHE HA ONIAKOBKATA
OunmMupaHyu Ta0NETKH
Tocuera 25 mg, 50 mg u 75 mg ¢puamMupanu TabJIeTKH
baucrepu or OPA/AL/PVC-AL, onakoBaHH B KYTHH, CbabpxKalum 14, 28 unu 84 dpuamupanu

TabJIeTKH, €1HO1030BH OJIMCTEPH, ONMAKOBAHU B KYTHH, Chabpkawim 14x1, 28x1 wim 84x1 puamupanm
TabJIeTKH.

He Bcnuku BMAOBE ONAKOBKH Morar fa Obaart mycHaTy B npozaxoa.
6.6 CoenHa/HH NpeaANasHH MEPKH NPH H3XBbPJIsHE

Heu3non3BaHUAT JIEKAPCTBEH MPOAYKT HJIK OTNaAbYHUTE MaTepPHaJIK OT HEro TpsOBa Ja
C€ U3XBBPJIAT B CbOTBETCTBHE C MECTHUTE U3UCKBAHUA.

T [NPUTEXATEJI HA PASPEILIEHHUETO 3A YIIOTPEBA

Zentiva, k.s.
U kabelovny 130
Dolni Mécholupy

102 37 Prague 10
Yewka penybnuka




8. HOMEP(A) HA PASPEILEHUETO 3A YIIOTPEBA

Tocuera 25 mg dunmupanu rabnerku, Per. Ne: 20240106
Tocuera 50 mg punmupanu Tabaetku, Per. Ne: 20240107
Tocuera 75 mg dbunmupanu tabnerku, Per. Ne: 20240108

9. JAATA HA ITBPBO PAZPELHIABAHE/INIOJHOBJBAHE HA
PASPELHIEHHUETO 3A YIIOTPEBA

JlaTa Ha nbpBO pa3pewiaBane: 29.04.2024 r.
JlaTa Ha nocne/1HO NOJAHOBABAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

17.11.2025 r.

41




