KPATKA XAPAKTEPUCTHKA HA ITIPOJAYKTA

1. MME HA JEKAPCTBEHHA OPOAYKT
' ' : H3MTLIMHNTEAHA ATEHUMS NO NEKAPCTBATA
Axcurunu6 Caszos 1 mg dpunmupany tabreTku KON XApBNIIERICIAIE 1 NOODYITT - [ FAMOWONUS T
Axcurranb Cannos 5 mg pwiMHpanH TabaeTku Kowt Poa. Ne ;50’( _i’ao.r‘y / & o
Axitinib Sandoz 1 mg film-coated tablets Pasoeussise M
Axitinib Sandoz 5 mg film-coated tablets BG/MAMP - .. 6206 7 "‘? 29-03- 123
‘ : | OgoSperse Ne y;

2. KAYECTBEH 1 KOJIHYECTBEH CB(CTAB

AxcuTHuub Cannos 1 mg puaMHpaHd TabaeTKH

Bcesaka ¢unmispana Tabnetka coaspka | mg akcutanub (axitinib).

Axcurarnb Cannos 5 mg GwIMHpaHn TabaeTKH
Beska ¢unMupana Tabnetka cpabpxa 5 mg akcMTuHHO (axitinib).

HoMonno(H) BetnectBo(a) ¢ H3BECTHO JIEHCTRHE

Axcurnan® Canpos 1 mg dunmupana TabneTkn

Bcesaka ¢unmupana Tabnerka cuabpxka 33 mg siakro3a MOHOXHIIPAT.

Axcurrnnb Cannos 5 mg dHIMHpaHA TabaeTky
Beaka ¢unmupana rabnerka cpabpaa 166 mg rakrosa MOHOXHIpAT.

32 IENHAS CAHCEHK HA MOMOIHHTE BeHIecTBa BYIKTE TOUKA 6.1,

3. JEKAPCTBEHA ®OPMA

Oumvupana tabnerka (TabmeTka).

Axcwrnand Cannos 1 mg gunmupany TabrieTku

YepeeHa, Kpsria, JBOHHOH3MBKHANA 06BUTA TabIeTKa, ¢ IPHOIHIUTENCH AMaMeTHp 6 mm H ¢
Hagnuc “A7TI” ot exHata cTpaHa H “1” or apyrara cTpaHa.

AxcHrHnu6 Cannos 5 mg ¢punMupaHy TabneTku

YepeeHa, OBaiIHa, ABOHHOU3MBKHANA 00BHTA TabneTka, ¢ NPHOIM3UTETHH pasMepH 15 mm
IbJDKHHA HA § mm mmpuHa H ¢ Hagnuc “A7TI” ot enHaTa cTpana | “5” 0T Apyrara cTpaHa.

4. KJIHHAYHH JAHHHA
4.1 TepaneBTHUEH NOKAIAHAH

AxkcHTHHHG Canio3 e TOKa3aH 3a JIedeHHe HA BE3PacTHH NALMEHTH ¢ HanpeaHan 6s0peuHo

4.2 . Jo3upoBKa B HAUHH HA NPHICKEARE

Jleuenne ¢ AxcuTHHHOG Canmos TpabBa aa ce IpoBexaa O1 JIEKap ¢ ONHT B MIPOTHB



03MPOBKA
IMpenopruMTeNHaTA 1032 AKCHTHHUO € 5 Mg ABa ILTH THEBHO.

Jleuerneto TpsOBa na mpoak/HKHE MoKaTo ce HAb/MIDAABA KIHHUYHA 1107132 WIH A0KaTO C& NOABH
HEMpHEMIIMBA TOKCHIHOCT, KOATO HC MOXKE 14 G’Blle JIEKyBaHa CbC CBITETCTBALIA Tepaima ¢
NeKaPCTBEHK IPOYKTH WM KOPUIHpane Ha K03aTa.

AKO NauMeHTHT IOBPBINA MITH MPOITycHE 1034, He TpAGBa Aa B3eMa JOMBIHHTENHA Ro3a. CrenBamara
npexnucaHa no3a Tpadsa Ja ce mpueme 1O 00HIaHHOTO BpeMe.

Agg!mgaue HA Jo3ara

INorxinaBaHe WK MOHIDKABaHE Ha O34Ta ce Npeliopkusa Ha 6a3a Ha 6e30MacHOCTTA M TOHOCHMOCTTA
NPH KOHKPETHUA NALHSHTH.

IIpH naupeHTH, KOWTO MIOHACAT HAYATHA 033 5 mg akcHTHHMO ABA I'bTH XHeBHO 6€3 HEXeNaHH
peaximEd > crernieH 2 (T.¢. 63 TexkH HEKeNaHu peakin cnope] OOLIMTe TEPMHHOIOTHYHHE KPHTEPHH
3a Hexesand cu0uTHA - Common Terminology Criteria for Adverse Events [CTCAE] Bepensa 3.0) B
NpoIbIDKEHHE Ha IBE MOCIEAOBATETHH CEIMHIIH, 103aTa MOKE Aa ¢€ MOBHINH A0 7 mg ABa TbTH
AHEBHO, OCBEH 4KO KPBEHOTO HAJAraHe Ha nanuenta He e > 150/90 mmHg unu nauueHTsT He
MOTYYaBa SHTHXHIEPTEH3HBHO nevenne. Cex ToBa, Ha 6a3aTa HA CBHIIMTE KPHTEPHH, IIPH
TIAIMEHTHTE KOWTO MOHACAT 71034 0T 7 Mg akcUTHHUO JBAa MBTH JHEBHO, 1032Ta MOMKE i@ € MOBHILHA
A0 MakcHMyM 10 mg nBa TsTH JHEBHO.

OrnansBaHe Ha HAKOH HEMENAHH PpeaKIMH MOXKE J1a M3UCKBA BPEMEHHO HIH MOCTOSHHO NPEKpaTABaHe
W/HIH NOHMKABAHE Ha N03aTa Ha aKcHTHHUG (Bik. Touka 4.4). Korato e Heofxoaumo HAMATABAHE HA
703aTa, I034Ta AKCHTUHHO MOJKe Ja e HAMAJIH 10 3 mg JBa MTH AHEBHO M ClIeJ] ToBa 110 2 mg aABa
ITETH JHEBHO.

A,nammpaﬂe Ha J103aTa He CC¢ H3HCKBA Ha Gaza BR3pacT, paca, IOJ HITH TENCCHO TEr0 Ha MAHHCHTA.

Conememeauio npunodicenue ¢ Motgru unxubumopu na CYP344/5

EnHOBpeMEeHHOTO NPHJIOKEHHe Ha aKCHTHHHO ¢ MoIHH uuaxubuTops Ha CYP3A4/5 moke na roBHIy
IUIa3MEeHHTEe KOHICHTpalluK Ha akcHTHHHO (BXK. Touka 4.5). [Ipenoprusa ce H‘360p HA aJTePHATHBEH
neKapcTseH NpoAyKT 6e3 uik ¢ MaaamManeH CYP3A4/5 uHxuOHTOPEH TOTEHIHAN.

Brnpeky ye ananTHpaHETO Ha N03aTa HA AKCHTHHAO HE © MpOy4BaHO NPH NALMEHTH, NPHeMally
MoiHH HHxubuTopH Ha CYP3A4/5, ako MomeH waxuburop Ha CYP3A4/5 tpabea na ce npuiara
€JHOBPEMEHHO, CE HPENOPEYBa NOHMKABAHE Ha [03aTa Ha aKCHTHHUO NPHOMM3ATENHO HATIONIOBHHA
(Hanp. HauanHaTa 1033 TPsGBA Na ce HAMaJIH OT 5 mg JBa ITBTH AHEBHO 1O 2 Mg IBA TETH JHEBHO).
OBnangsaHeTo Ha HAKOHM HEXENIAHA PeakKLMK MOXKE [1a H3HCKBA BPEMEHHO HITH TIOCTOAHHO
NpeKpaTABaHe Ha TepanmuaTa ¢ akcCHTHHHO (BK. Touka 4.4). Ako ce IpexpaTH IPHIOKEHHE Ha MOLIHAA
HHXHMOHTOp, MOKe a ce 0OMHCIIH BpBUIAHE Ha TCPANRATa ¢ aKCHTHHHO B 103aTa, M3M0/I3BaHAa NIPe/H
3anouBaHe Ha MomHKA CYP3A4/5 naxuburop (Bx. Touka 4.5).

Coenvmemeauo npunoxcenue ¢ mowHu unoykmopu na CYP3A4/5

EnHOBpEMEHHOTO NPHIIOKEHHE Ha aKCHTHHHIO ¢ MomuH HHnykTopH Ha CYP3A4/5S Moxe 2 MTOHIKH
Ma3MEeHHTE KOHICHTPAIIMH Ha akcuTHHO {BX. Touka 4.5). [Ipenopbusa ce H30O0p Ha aTepHATUBEH
CBITBTCTBALL JIEKAPCTREH MPOAYKT, 6e3 HiH ¢ MuauManeH CYP3A4/5 uuaynypann noTeHUHa

Bonpexs Ye afanTHpaHETO Ha [I03aTa HA aKCHTHHUO He € poydBaHo NPH NAlHEHTH,
Moy uaaAykTopr Ha CYP3A4/5, ako MoteH uHuykrop Ha CYP3A4/5 Tpabea na ¢f
€IIHOBPEMEHHO, C€ NPENOPEIBa MOCTENECHHO TIOBHIIABAHE HA /103aTa Ha aKCHTHHUG| (M3 ! ciManug’ ;o
HHAYKIMS ¢ BUCOKH JO3H MOIHH HHAYKTOpH Ha CYP3A4/5 e chobieHo, ue ce 1os @g\nﬁpammﬁ T



€/IHa CEIMHIIA OT JAN0YBaKe HA JIEYEHHETO ¢ MHAYKTOpA. AKO e TIOBHIIH J03aTa HA AKCHTHHHO,
NANMEHTHT TPAOBA BHMMATENHO /13 Ce MPOCIEasBa 3a TOKCHIHOCT. ORIAIMBAHETO HA HAKOH HEXENAHH
PEaKLHH MOJKE 1A H3HCKBA BPEMEHHO HIH FIOCTOSHHO MpPeKpaTABaHe HW/HIH IOHIDKABAHE HA 1034Ta Ha
akcHTHHO (BX. TOUKa 4.4). AKO ce NPEKPaTH eIHOBPEMEHHOTO NPHIOKEHAHE HA MOLTHUA HHIYKTOP,
TIPHJIOKECHHETO Ha aKCHTHHUG Tpabea He3abaBHO Na ce BHPHE B 034aT4, H3NO/I3BAHA MPEIH
3ano4ysaHeTo Ha MoianAs CYP3A4/5 nuaykrop (Bk. To4ka 4. 5)

Crenmanyy Oomy/IanHe

Cmapuecka év3pacm (= 65 200unu)
He ce uanara agantapaude sa goz2ara (Bx. Toukd 4.4 u 5.2).

bvbpeuno yepeacoane
He ce Hanara apanmupaHde Ha no3arta (Bx. Touka 5.2). [Tourn HaMa nan}m 3a Jleqelme 'C AKCHTHHHO
TIpH MAIHEHTH ¢ KPeaTHHAHOR XimprHE < 15 ml/min.

Yeprodpobro yspesicdane

He ce nanara ananripate na fosata an TIpATIOKEHHE Ha AKCHTHHUG MPH NalHEeHTH ¢ JieKa CTeHeH Ha
yepHoapoOHo yepexaane (knac A no Child-Pugh). Ilpenopsuea ce noHmkasaHe Ha 103aTa NPA
OPHIOMkKEHHE Ha AKCHTHHHG NP NallMeHTH ¢ yMepeHa CTeleH Ha YepHOApoGHo yepexaane (knac B mo
Child-Pugh) (sanp. HaganHara go3a TpsOBa 1a Ce HAMAH OT 5 g ABA ITETH JAHEBHO A0 2 Mg aBa
I'BTH IHEBHO). AKCHTHHEG He € pOoyvBAaH IPH NALUEHTH C TeXKa CTETICH Ha YepHOAPOOHO
yepexaane (kiac C no Child-Pugh) u ne TpaGBa aa ce u3nonspa NpH Ta3H Hoynanya (BK. T0YKH 4.4
u5.2).

Heduampiursna nonyrayua
BezonacHocTTa M ePMKACHOCTTA Ha Axcm"mm6 CaHz03 MpH Jela | I0HOLIH < 18-ro11ﬂmna BB3pacT

HE Ca YCTAHOBEeHH. JIanBaT JaHHH.

HaunH Ha NpHIOKEHUE

AxcHTHHKO € 33 IepopaIHO NpuIoykeHue. TabneTkute TpAOBa a ce MpHEMa NEPOPAIHO /IBA TETH
JHEBHO, HA MHTEPBAIH OT MPHOMM3UTETHO 12 4aca, ckc wim 6e3 XpaHa (Bx. Touka 5.2). Te Tpabra na
ce NOTTHINAT LieIH ¢ Yallla BoAaa.

43 IIporEBONOKA3aRHAA

CRpBXUYBCTBHTENTHOCT KBM aKCHTHH.Hﬁ MK KbM HAKOE OT NOMOIIHHTE BEIeCTBa, H30pOEHH B TOUKA
6.1. .

4.4 -CuenHaJHH DpeAyNpexJcHHA H NPEANAIHA MEPKA npﬁ ymorpeta

IIpenn 3anoyBane HA JEYEHHETO ¢ AKCHTHHHUO M IEPMOAMHHO CIIET TOBa TPAOBa na ce MpocneaABarT
cnewuM4HA CHOHTHA, CBBP3aHH ¢ $e30IIaCHOCTTA, KAKTO € ONHCAHO NO-A0IY .

Cu0HTHA HA CHpliedHa HENOCTATHUHOCT '
' B KIMHHYHH IpOyUBAHHA ¢ AKCHTHHHG 3a TeueHHe Ha mauuenTH ¢ BKK ce cpobmasat c1LOMTHA Ha

CHP/EUHA HEAOCTATHYHOCT {BKIIOUHTENHO CHP/ECYHA HEOCTATHYHOCT, 3aCTONHa CHPACTHA

HEJOCTATHYHOCT, KAPAHOMYJIMOHAJIHA HEAOCTATHYHOCT, HapyIneHa (QYHKLA Ha 19BaTa KaMe

Tpabea mepuoanuno Aa ce HabnMrogasa 3a NPOABA HA NPH3HALM WK CHMITTOMH Ha C
HEIOCTATBYHOCT MOXKE /I3 H3HCKBA BPEMEHHO MPEKLCBAHE UK MOCTOAHHO TIpEKpAT:
MOHEDKARAHE HA JI03aTa AKCHTHHUO.
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XunepToHus
XunepToHHs ¢ ¢xobLEaBana MHOTO YeCTO B KIIHHHYHH IpOYYBaHHA ¢ AKCHTHHHO NpH JieueHHe Ha

nauxentH ¢ BKK (8. Touka 4.8),

B KOHTPONHPAHO KNHHUMHO MPOYYBaHE MEAHAHATA HA BPEMETO HA HAYaIO Ha XHITEDTOHHSATA
(CHCTONHO KPBBHO Hansrane > 150 mmHg wiu nuacTonHo KpbBHO Hansraxe > 100 mmHg) € B
PaMKHTE Ha MbPBUA MECEL| OT HAYANOTO HA JIEYEHHETO ¢ AKCHTHHHO, 4 MOBHLICHHA HA KPBBHOTO
HaNirase ca Hab/iroaBaHK OLLE Ha HETBBPTHS ACH OT 3aM0YBAHETO HA AKCHTHHHG.

KpteHOTO Hanarane Tpabsa na Gbae 106pe KOHTPOMMPAHO NPEAM 3ANOYBAHE HA AKCHTHHUG.
NaunenrnTe TpaGea 1a ce NpocieAsBAT 3a XHIEPTOHHS H NPU HYXKA4 A CE JIEKYBAT ChC CTAHAapTHA
AHTHXHIICPTEeH3HBHA TepanHi. B cayvail Ha nepoHcTHpAallla XMNEePTOHAS, BhIIpekH yrnoTpebaTa Ha
AHTHXHIEPTEH3HBHH JIEKAPCTBEHH MPOJYKTH, A03aTa Ha akcHTHHHO TpsiGBa a ce Hamanu. [pu
NAaUHEHTHUTE, KOHTO Pa3BHAT TEXKKA XMNEPTOHMA, aKCHTHHHG TpaGBa Aa ce npekbcHe BpeMeHHO H 1a
Ce 3an0YHe OTHOBO NPH NO-HHCKA /1032 BEAHAra, KOraTo KPHBHOTO HANATAHE HA NALMEHTA Ce
HOPMaNH3Kpa. AKO JIEYEHHETO C AKCHTHHHUG Ce NPEKbCHE, TAUHEHTHTE, IPHEMALLH
aHTHXHIIEPTEHIHBHH JICKAPCTBEHH NPOAYKTH, TPSOBa Na ce NPOCIeAABAT 33 XUIIEPTOHMS (BK. TOYKA
4.2).

B ciryuait Ha TexKa WM IEPCHCTHPALIE apTepHATHA XMTISPTOHHSA H CHMITOMH, NOACKA3BAllH
CHHApOM Ha 3aiHa ofpaTuMa enuedanonarus (C30E) (sx. no-gony), Tpabea aa ce obMucnu obpasna
AHArHoCTHKAa Ha MO3BKA Ype3 SAPEHO-MarauTeH pesonade (IMP),

Hapywiena ¢dyHkuMs Ha MMTOBMANATA XKNe3a
Tlpu KIMHKUYHE TPOYUBaHAS C aKCHTHHUO NpH Nevyenve Ha nauuenTH ¢ BKK ca choBiaBanum ciyyan
Ha XHUIIOTHPSOMIH3BM H, B MO-MAaJlKa CTENEH, Ha XHNepTUPEOHAH3IBM (BXK. TouKa 4.8).

d)yHK]J,HﬂTa Ha IHHTOBHAHATA XKJIe3a TpHGBa na opje NpocacacHa rpeiy HavYajao0ToO Ha JISHEHHETO C
AKCHTUHHO B TMEePHOAWYHO CJIEN TOBA. XHI'IOTI’IPGOH,I[HSM'I)T HJIH XHIICPTHPEOHOHIMET TpﬂsBa Jace
JISKYBAT CBIJIACHO CTARIAPTHATA MEAHLUMHCKA NpakKTHKa 34 NCANBPRNKAHE Ha CYTHPCOHIHO CBCTOAHHE.

AprepnanHu emOoIHYHI 1 TPOMOOTHYHH CHOUTHS

[Ipn KTHHKEYHK NPOYUBAHMA ¢ aKCHTHHME Ca CHOGWIABAHN APTEPHATHH eMOOTHIHNA H TPOMBOTHUHY
CbOHTHS (BKIIIOUHTENHO NPEXOIHA UCXEMUYHA ATAKA, MHOKAPAEH HH(APKT, MOIbYHO-CBH/OB
HHLHASHT H OIUTY3HA HA apTepUATa Ha peTHHaTa) (BXK. Touka 4.8).

AxcHTHHHD TPAGBa N1a Ce Npuara ¢ NOBHILEHO BHAMAHHE NIPH MaUHeHTH C PUCK WM aHaMHe3a 3a
TaKHBA CHOMTHA. AKCHTHHHG He € IPoYUBaH NMPH NAUMEHTH, KMAH TIPOABK HA apTepHalHa eMGonus
Han TpoMGo3a B Apeaxoanute 12 Meceua.

Benoznu em6o1nunn u TpoMGOTHYHK CLOMTHS

[py kiMBWYHK NPOyYBAHUA C aKCHTHHHG ca ChOGIABAHN BEHO3HH eMBOIMYHY B TPOMBOTHUHK
cubuTHs (BKNIOUMTENHO Genoapoben eMGonK3LM, TbIGOKA BEHO3HA TPOMG03a H OKITy3H/ TpoMBO3a
Ha B€Ha B PETHHATa) (BK. Touka 4.8).

AxcHTHHHO TpaDBa Aa ce Mpunara ¢ NOBHILESHO BHHMAHNE TIPH NAUHEHTH C PHCK WIH aHaMHeE3a 3a
Takusa CbOMTHA. AKCUTHHHO He e IIPOYYBaH NPy NALMEHTH HMATH MPOABA Ha BEHO3HA eMBO/IMA WK
TpoMb03a B npeaxoaHuTe 6 Meceua.

[Hoeuinapane Ha XeMOrnoOHHE WK XEMATOKPHTA
Mo peme Ha JieUEHHMETO ¢ AKCKTHHUG MOraT Ja ce NOBHINAT CTOHHOCTHTE HA XeMOTH

X€MATOKPHTA, OTPA3ABALIM IOBHIICHHETO HA €PHTPOLIMTHATA Maca (Bxk. Touka 4.8, 11
oBulenaTa epuTPOLHTHA Maca MOXKE Aa NOBHILM PHCKA OT eMOOIMYHH H TPOMOO



[Ipenu 3anouBaHe Ha NEUEHHETO ¢ AKCHTHHUG ¥ MEPHOAMUHO Cllel ToBA, TPAOBa Aa ce Mpoc/IeaaBaT
CTOMHOCTHTE Ha XeMOTJIOOHHA MK XEMATOKPHTA. Ako XeMOI‘HOSHH'bT HIA XEMAaTOKPHTHT €€ NOBHLIAT
HaJl HOPMATHHTE CTOHHOCTH, aUMeHTHTE TPAGBA [Ia Ce JIEKYBAT ChITIACHO CTAHAAPTHATA MEAHLIHHCKA
TMPAaKTHKA 33 NIOHIKABAHE HA CTOHHOCTHTE Ha XeMOTNIO0HHA HITH XeMaTOKpHTa A0 TIPHEMIIHBO HHBO.

Kpbeouznus
IIpn KIMHWYHK NPOYYBAHHMA ¢ AKCHTHHHG ca chobLIaBaHy XeMOPArHiHH CEOHTHA (BX. Touka 4.8).

AKCHTHHHO He € MPOYUBaH NPH NAUMEHTH ¢ AOKA3aHH HENEKYBAHHM MOSBYHH METACTA3H HIIH
CKOPOHICH aKTHBEH KPBBOH3ITHB B CTOMALIHO-YPEBHHA TPAKT H He TpiaOBa Ja ce H3MOJI3BA NPH TE3H
NaUKeHTH. AKO HAKOH KPBBOH3/IHB H3KCKBA MEIMLMHCKA HAMECA, BPEMEHHO IIpEYCTAHOBETE MpUeMa
Ha aKCHTHHHD,

AHEBQHSMH H apTe¢pHATHH JHCCKALIHH

Hanonssanero Ha mHxHGKTOpH Ha 0bTa Ha VEGF npu nauueHTH ¢be WIH 6e3 XHIEPTOHHA MOXKE J1a
MoANOMOrHe 006pasyBaHETO Ha AHEBPH3MH H/WIH apTepHanty aucekauui. [TpeaH na ce 3anoune
nedeHne ¢ AxcuTHEOG Canios, TpaGBa BHUMATEITHO 14 Ce NPELEHY TO3H PHCK NPH MALHEHTH C
PUCKOBM (AKTOPH KATO XMINEPTOHUA HITH aHAMHE3a 32 aHEBPH3MA.

Lepdopauns Ha cToMaUIHO-UpeBHNS TpakT # o6pasyBane Ha ducTya
Ilpu knuHEUHK Mpoy4BaHHA ¢ aKCHTHHUG ca CHOBLIABAHM ClyyYaH Ha Aepdopalid HA CTOMALIHO-
YpeBHUA TPaKT H HHCTYIH (BXK. Touka 4.8).

CumnromMuTe Ha nepopallis Ha CTOMAUIHO-YPEBHHS TPAKT WIH PuUCcTyna TpslGBa Ja ¢e NpocnenABaT
NEPHOAUYHO 33 BPEMETO Ha JICUeHHE C aKCUTHHHDG.

YenoxHeHus MMPH Nponeca Ha 3a31papABaHe HA PaHH

He ca nposexaate obuunanuu npoyysasns 3a efexra Ha akCHTHHHO RBpPXY mpoLieca Ha
3a230PABABAHE HA PaHH.

JleyenueTo ¢ akcuTuHHG TpaGea fa 6bae npekpaTeHo noHe 24 yaca NpPefH IIAHHPaHa XHPYPrudHa
WHTepBeHNMA. Peiuenuero 3a Bb300H0BABAHE Ha aKCHTHHHG CIIeA XHPYPrHYHA HHTEpPBEHLUA TpAOBa
Aa ce Dasvipa Ha KJIHHHYHATA MPELIEHKa 33 HOPMATHOTO 3a3/IpaBSBANE HA PaHATa.

CuHapom Ha 3anHa ofpatuma eHuedantonatna (C30E)
Tlpu KNHHHYHK NPOYUBAHHA C aKCHTHHHE ca chobliaBaku cyuan Ha C30E (k. Touka 4.8).

C30E e HeBponoruuHo HapyumeHue, KOSTO MOKE g C& TIPOSBH C raBobo/He, ThPYOBE, JIeTaprus,
00'bPKAHOCT, CIETIOTA H APYTH 3PHTENHH M HEBPOJIOTHYHM HapyleHus. Moske a MMa HATHYHA JIEKa
A0 TeXKa XMIEPTOHHA. 34 NokaspaHe Ha aparHo3a C30E e neoGxomuma o6pazna IMP guarHocTHka.
Ipn maunenTn ¢ npusnaun wnk cumirromu Ha C30E, npeyctanoBere BpeMEHHO MM [IOCTOSHHO
neveHHeTo ¢ akeuTHHHG. be30onacHOCTTa Ha BE306HOBSBAHETO HA TEpanMATa ¢ aKCHTHHHG npH
nauueHT ¢ npexogeH C30E, He e u3BecTHa.

[Iporennypus
[1pw KNHHHYHH MPOY4BAHMA C AKCHTHEHG € choGIuABAHA TPOTEHHYPHS, BITIOUHTETHO OT CTeneH 3 n

4 no Texkect (Bk. Touka 4.8).

Tlperiopbusa ce npocaeAsBaHe 3a NPOTEHHYPHS NPEH 3aN0UBAHE HA JIEYEHHETO C AKCHTH
NepHOANYHO crieA Tosa. IIpn nauueHTH, KOMTO Pa3sBHAT YMepEHa 0 TEXKKA NIPOTEH
A03aTa WIIH BPEMEHHO NPEYCTAHOBETE JIEYEHHETO C aKCHTHHWG (B3K. Touka 4.2). Il
akCHTHHHO TpabBa Aa ce NpeyCTAHOBH, AKO NIAUHEHTLT pasBHe HEDPOTHHEH CH

Hexenany peakuu, CBLP3aHM ¢ YepHus 1pob



ITpy XOHTPONHPaHH KITHHWYHH MPOYBAHHUA ¢ AKCHTHHHG 3a nedenne Ha nanuerTH ¢ BKK ca
cBoOIABaHH HEXKENaHH PeaKilii, CRbp3aHH ¢ depHus Zpob. Hali-uecto cpobiaBaHHTE HEXKETaHH
peaKuMu, CEbP3aHH C YepHHA ApoD, ca BKMIOYBATH IOBHILEHU ananwHamunoTpanchepasa (ALT),
acnapraramanotpatcdepasa (AST), u GunupyOuH B kpbeTa (BX. Touka 4.8). He ca HaGmonasann
CHIBTCTBAIIA MOBHIABaums Ha ALT (> 3 nuri Hax ropHata rpaHuna Ha HopMara [[TH]) n
Gunapy6un (> 2 meTH Hag [TH). . '

TTpH KIMHUYHO [IPOYUBAHE 3a OTIPEIEAHE Ha 103aTa ChITbTeTRalo noermasane Ha ALT (12 me1u
Han I'TH) u na 6wmpy6us (2,3 mema Bag [TH), cuntanu 3a IeKapcTBO-CRBP3aHa XENMAaTOTOKCHIHOCT,
ca HaOmonasany py 1 NanEeHT, NpuemMan akCHTHHAD ¢ HadaHa Jo3a 20 mg /182 TETH AHEBHO (4
ITBTU HAJl TIPENOPBUHTEHATA HAYATHA [1034).

YepronpobHATE QYHKIMOHANIHK NOKA3aTe/H TPAOBa Na ce NPOCeABaT MPEeaH 3aoYBaHETO Ha
JIEYEHHETO ¢ AKCHTHHHO U ITEPHOAHYHO CIIEL TOBA.

Yeproapobuo yBpexaane
[TpH KIUHWYHH MPOYYBAHHS ¢ AKCHTHHMO CHCTEMHATa €KCIIO3HIHA Ha aKCHTHHUG e Owia

NPHOMH3KATENHO ABYKPATHO NO-BHCOKA NIPH NALMEHTH ¢ YMEpeHa CTeNeH Ha YepHOAPOOHO yBpexane
(xmac B no Child-Pugh) B cpapHeHHe ¢ manyeHTH ¢ HOpManHa depHoapobHa dynknus. [Ipernoprusa
CE NOHIDKABAHE Ha JI03aTa IIPH NPHIIOKEHHE Ha aKCHTHHAD NPH NAIHEHTH ¢ YMEPEHA CTETCH Ha
yepHoApoOHO yepexxnane (xnac B no Child-Pugh) (k. Touka 4.2).

AxcuTHHU0 He € TIPOYUBaH IIPH MAlMEHTH ¢ TeXKa CTeNeH Ha YepHOoApobHO yepexaane (kiac C no
Child-Pugh) u He TpaGBa aa ce H3MoN38a NPH TA3H MOMy/TALHA.

Crapuecka Bb3pacT (> 63 romunu) u paca

IpH KOATPONMPAHO KIHHHYHO MPOYUBaHe ¢ AKCHTHHUO NpH nedeHne Ha nauveHTH ¢ BKK, 34% ot
TIAIHEHTHTE, JICKYBaHH ¢ aKCHTHHHO, ca OHJIK Ha BB3pacT > 65 roauHH. ['ondMa 9acT OT nauueHTHTe
ca GHiH ot 6snara paca (77%) v azuartim (21%). Benpeku ve no-roaaMara 9yBCTBHTETHOCT KEM
Pa3BHUTHE HA HEXKENAHH PEaKLHi NMPY HAKOH NO-Bb3PAaCTHH NALMEHTH H A3HATIH He MOXKE J1a Ce
W3KTIOYH, KAaTO LAJIO He ca HabnioapaHy roJieMH pa3lIiKH B Ge30MacHOCTTa H e(PeKTHBHOCTTA HA
AKCHTHHHO MEH Iy TAUMENTHTE Ha BBIPACT = 65 rOAMHH H MALHEHTHTE, KOHTO HE Ca B CTapYecKa
BB3PACT, KAKTO H MEXXAY MAalMeHTHTE OT Of1aTa paca M OT APYTH pacH.

He ce Hanara aganTipase Ha fo3aTa Ha 6a3a BB3pACcT Ha MANMEHTa Wiw paca (BxK. ToukH 4.2 1 5.2).

ITomoiuuH BelecTBa

Jaxmoza

To3u nexapcTBeH IPOIYKT ChAbPHkKa JakTo3a. [TaleRTd ¢ pelke HACcTCACTBCHH APobieMH HA
HENOHOCHMOCT KBM raiakTo34, ITbJIeH JakTazeH Ae(HIT WK [TI0KO030-raNaKTo3Ha ManabeopOums He
TpA0Ba ia IPHEMAT TO2H JIEKAPCTREH NPOAYKT.

Hampuii .

To3u JieKapcTBeH NPOAYKT ChABPXkA NMo-Manko oT 1 mmol (23 mg) narpuii Ha puiMapana TabneTka,
T.€. MOXKE 1A C€ Ka¥e, Ye MPAKTHYECKH He ChIbpKa HaTpHH.

4.5 BsaumonelcTBHe c APYrR JeKapCTBeHH NPOAYKTH H APYTE opMH Ha B3aAMOAeHCTBHE

In vitro naHHWTE NOKA3BAT, Y€ aKCHTHHHO ce MeTaGonusHpa rnaeHo upes CYP3A4/S u

CYP3A4/S urxuburopn
Kerokonazon, momen Huxuburop na CYP3A4/5, npunaran B nosza 400 mg Be

[IOBHIIABa ABYKPATHO Cpe/iHaTa CToiHOCT Ha nonrra nod kpueara (AUC) u 1,
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eAMHHYHA NEPOPaIHa 1032 OT 5 aKCHTHHHO, IPHIIOKEHA IPY 3pasd AoSpoeoniy. ExnospeMeHHOTO
MPHIOKEHWe Ha aKCHTHHHO ¢ Moutad HHXuouTopy Ha CYP3A4/5 (Hanp. keTOKOHA3011, HTPaKOHa30J1,
KJIapUTPOMHLIHH, €PHTPOMHLMH, aTa3aHABMP, KHAXHABHD, Hedazo/oR, HendMHABHD, PHTOHABHD,
CAKBHHABHD ¥ TETHTPOMUIIHH) MOKE 12 TIOBHIIH IUIA3MEHHTE KOHLIEHTPAIMH Ha AKCHTHHUO.
I'pefindpyT cBIO MOXeE /]2 TOBHIIH NTA3MEHHTE KOHLIEHTPaLiH Ha akcuTHHHG. [Ipenopbyisa ce
1360p Ha CHITBTCTBALIO JIEYEHHE C JIEKApCTBEHM NpoaykTH 6e3 wiH ¢ MunrManeH CYP3A4/5
WHXHUOHUTOpEeH noTeHumai, AKo TpAGBa fa ce npunoxu eaHospemenHo MoeH CYP3A4/5 unxuburop,
¢e NMpenopriBa KOPHTHPaHe Ha £03aTa Ha akCHTHHHO (BK. To4Ka 4.2).

CYP1A2 u CYP2C19 nHxnOHTOpH
CYP1A2 u CYP2C19 npeacrapnseat Manka (< 10%) yact or MeTaGOIHTHATE TTHILA HA AKCHTHHKO,

EdhexTET Ha MOIIHATE MHXMOKUTOPH HA TE3H M30CH3UMH BEPXY (apMaKOKHHETHKATA HA AKCHTUHHD He
e mpoy4BaH. Heobxoaumo € MOBHmEHO BHHUMAHHE MOPaJH PHCK OT NOBHIICHH NNA3MEHH
KOHICHTPAIMH Ha AKCHTHHUG NPH MALMENTH, NIpHeMalll MOLTHM MHXMOHTOPH Ha Te3H H30SH3HMH.

CYP3A4/5 unpykTopu
Pudammiipin, MomeH HHAyKTop Ha CYP3A4/5, npunoxen B 103a oT 600 mg BeHBXK AHEBHO 32 9

JHH nonmwxaea cpeaHata AUC ¢we 79% H Cmax B¢ 71% Ha eqMBEMYHA 71033 OT S mg aKchuHHG npH
3APaBH JO0OPOBOIIH.

EnHOBpeMEHHOTO NPHIOKEHHE HA aKCHTHHHG ¢ MOmHK HEAYKTOpH Ha CYP3A4/5 (Hamp.
pudaMITHLIAH, TeKCaMeTa30H, PeHHTORH, KapbaMasenwH, pudgabytuH, pudanentdH, Gerobapbutan u
Hypericum perforatum [T KaHTapHOH]) MOXKe 1a NOHIKYM ILNa3MEHHTE KOHLEHTPAUHH Ha
akcHTHHHO. [Ipenopbasa ce m36op Ha CHBMECTHH JIEKapCTBEHH MPOIYKTH 6€3 WK ¢ MHHMMATeH
CYP3A4/5 uHAYKTOPEH NIOTEHIHAN. AKO C& Halara ¢/JHOBPEMEHHOTO NPHIOKEHHE HA MOIIEH
CYP3A4/5 unnyxrop, ce npenophysa aJaTHPaHe Ha 203aTa HA AKCHTHHHO (Bk. Touka 4.2).

In vitro poy4aeanng 3a HHXHOMpane W HHAYKIAL Ha CYP 1 UGT
In vitro IpoyYBaHAS TIOKA3RAT, Y€ AKCHTHHUC B TEPATICBTHYHH IUIA3MEHH KOHLICHTPAIIHH He
unxubupa CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, CYP3A4/5 wm UGT1AL.

In vitro TpoyuBauHs OKA3BAT, J¢ AKCHTHHHG MMa MOTeHIHaN Aa HExuGapa CYP1A2, ETo 3ammo,
¢ IHOBPEMEHHOTO TIPHIIOKEHHe Ha aKCHTHHHO cbe cyocTpaTtn Ha CYP1A2 Moxe nia moBese 10
TIOBHIIICHH TIA3MEHH KOHLIEHTpaLwH Ha cyGcTpatute Ha CYP1A2 (Hanp. TeodunuH).

In vitro mpoy4BaHus ¢bIIO NOKA3BAT, Y€ AKCHTHHMO HMa NoTeHIHAN aa uaxu6upa CYP2CS. Benpekn
TOBA €AHOBPEMEHHOTO MPHIOAKEHHE Ha aKCHTHHHO ¢ makiuTakcen, uasecteH cyberpar Ha CYP2CS,
He € JIOBENIO A0 MOBHIIABAHE HA NNAa3MEHKUTE KOHLEHTPALIAY HA NAK/IMTaKCceN IPH NAlHEHTH ©
HafpeIHAN KapLIHHOM, KOETO MOKa3Ba JIHICA Ha KIWHWYHO 3HAYAMO HHXHOMpane Ha CYP2C8.

In vitro HpOY']BaHHJI TIPH YOBEIIKH XEMATOUMTH CHIIO MOKA3BaT, 4e axcpmnmﬁ He HHOYIIHpa
CYP1Al, CYPIA2 unu CYP3A4/5. Eto 3ammo He ce 04akBa aKCHTHHHO Na NOHWXKH in vivoe
TIa3MeHHTe KOHLUEHTPAHH Ha eAHOBPEMEHHO npwioxkenH cydcrpatn Ha CYP1A1L, CYPIA2 wnn
CYP3A4/5.

In vitro npoyvuBanug ¢ P-rimkonpoTenH
In vitro npoyusanua nokasear, 4ye akCHTHHHO WHXHOMpa P-riHKkonpoTeHH. BelpekH ToBa He ce

OYAKBa AKCHTHHHO B TepalleBTHYHM TTA3MEHH KOHI[SHTpaIMK fa HEXxHOMpa P-raukonporenna. Eto
3al[0 He C& OYaKBa CAHOBPEMEHHOTO NMPHIOKEHHE Ha AKCHTHHHG /1a IOBHIIIH 71 Vive TUIa3MeHUTe
KOHIICHTPALIMH HA TMNOKCHH WK IpyrH cyOcTpars Ha P-ritukonpoTedHa.

4.6 DepTHIATET, OpeMedHOCT H KbpMeHE

Bpementoct




Jluncsar naHHu 110 OTHOLIGHHE Ha ynoTpebara Ha akcHTHHHG MpH GpemeHHM skenn. Ha Gaza Ha
(apMaKoNOrHYHHTE My CBOHCTBA, AKCHTHHMG MOXeE a NMPHYMHU DETATHH YBPEXIaHHS MPH
npunoxeHue NpH Opemenny skeHu. [poyuBaHHATA TIPH HKUBOTHH 1IOKA3BAT PENPOAYKTHBHA
TOKCHYHOCT, BIJTKOUHMTENHO Mandopmamu (Bx. Touka 5.3). AKCHTHHEG He TpAGBa 1a ce mpHiara no
BpeMe Ha GPEMEHHOCT, OCBESH aKO KIMHHYHOTO ChCTOSHHE Ha JKEHATA HE H3HCKBA JIEUEHHE C TO3H
JIEKapCTBEH NPOAYKT.

JKenu ¢ neTepoAeH noTeHuMan TpsGea Aa M3NON3BAT eeKTHBHA KOHTPALIENIMA N0 BPpEME Ha 1 10 1
CCAMHLIA CNIeq JCUCHHETO.

KbpmMeHe
He e H3BeCTHO nany akcHTHHHG Ce eKCKpeTHpa B kbpMarta. He Moxke na ce H3KIIoUH pHCK 3a

KbpMa4eTo. AKCUTHHHO He Tpabpa Ja ce punara B NEPHOA HA KbPMEHE.

Oepriunurer
Ha 6a3a Ha HeK/THHHYHHTE HAXOAKH, aKCHTHHHG MMa NOoTEeHUMAT Ja YBpexX/ia pefpoyKTHBHATA

(yHxuna v geprranTeT npu xopa (BK. Touka 5.3).
4.7 EdexTu Bbpxy cnocobnocrTa 32 WodHpane 1 pabora ¢ MAMBER

AKCHTHHHO TOB/THABA B MANTKA CTeNeH cnocobGHOCTTa 3 wodupane u pabora ¢ Mamuuy. [Taupenture
TpaGBa aa 6baaT MHGOPMHPAHH, Y€ MOTaT Ja M3MHTAT CHCTOSHHA KATO 3aMadHOCT H/HIIH YMOpa 110
BPEME HA JIEYEHHETO ¢ AKCHTUHHE.

4.8 Hexenanu JekapcTBeHH peakuHn

O6ob1eHye Ha npoduna Ha GezonacHoct

ChenH1TE PACKOBE, BISTIOUHTETHO CHOTBETHHTE MEPKH, KOWTO TPAGBA [ & TIPEANpHEMaT, ca
00CBAeHN NO-MOAPOGHO B Touka 4.4: chOHTHS Ha CHPAEYHA HEAOCTATHYHOCT, XHIIEPTOHHA, HapyLlleHa
(yHKUMA HA IWTOBK/IHATA XKI€3a, APTEPHANIHH TPOMBOeMOOIHUHK CHOMTHA, BEHO3HH
TpomboeMGoAHUHK CBOMTHS, MOBHILABAHE HA XEMOITIOOHHA MITH XeMaTOKPHTA, KPBBOH3IIHE,
nepdhopaliks HA CTOMANIHO-YPEBHHUA TPAKT H 06pa3yBaHe Ha QUCTYNA, YCJIOKHEHHS TIPH
3a3paeaBaHero Ha padd, C30E, nporenHypus U noBHHIABAHE HA YSPHOAPOGHHTE SH3HMH.

Haii-yectute (= 20%) HesxenaHy peakuuy, HaGIO1aBAHH MO BPpEME HA JIEYEHHE C aKCHTHHUG, ca
AHAPKA, XUNEPTOHRUA, YMOPA, HaMaJleH aneTHT, rajleHe, MOHWKARAHE Ha TerNoTOo, THC(OHHA, CHHAPOM
Ha NIANMapHO-IIAHTAPHA EPHTPOAM3ECTHA (CHHAPOM ,,p’BKa-KpaK“) KPBBOU3NIHE, XHIIOTUPEOUIH3BEM
NOBPbIIAHE, MPOTEHHYPHA, KALUNKLIA H 3K,

TabnuyeH cMHCHK Ha HEKEMAHHTE PEAKIHM

Tabnnua 1 npeacTass Hexenanu peakuuy cLobiLenn npH chopen Habop OT JaHHU OT 672 NaUUeHTH,
KOHTO Ca MPHeMAlTH aKCHTHHHG B KITHHWUYHY IPOYYBAaHMA TIPH NedeHHe Ha nauuenTi ¢ BKK (Bx.
Touka 3.1). Biiltouenu ca cbulo H HesxenaHHTe peakLMH OT OCTMAPKETHHTOBHS TTePHOL, KOHTO ca
HIEHTHOHUHPAHY TIPH IJIHHHYHK TIPOYYBaHH.

HesxenaHure peakuMu ca onMcaHy 10 CHCTEMO-OPraHeH Kiac, 4ecToTa i TekecT, KnacudrkaumsaTa no
YECTOTA € KAKTO CRENBA: MHOrO 4ecTH (= 1/10), ueetn (>1/100 no < 1/10), Hewectnr (> 1/1 000 go <
1/100), peaxn (=1/10000 ao < 1/1 000), mHoro peaxu (< 1/10 000) 1 ¢ HeHsBecTHa yecToTa (OT
HaJIMYHKTE JaHHHA He MOKe Aa OB/l HanpaseHa oueHka). BasaTa JaHHY 110 OTHOLIEHHE Ha

I'I[JCD,CTaBeHH B HH3XOOAIL pea Ha TAXHATA CEPHO3HOCT. R\

R 73’%'/1'l 1 rn‘J"l-::l.
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Tabamna 1. Hekenann peaknan, cx06MaBand NpH NAHHEHTH, IPHEMANH AKCHTHRAD B

upoyusanns ma BKK (N=672)
CHcTeMo-opranes Kareropus | guwenanu peaxurn® Berukn Crenen 30 [Crenen 40
Kaac qecToTa crenenn® (% o/,
0 ,
Hapyimenus Ha KpBBTA YecTH AnemMus 6,3 1,2 0,4
M muMdHaTa cHCTEMA TpomGounTONEHHS 1,6 0,1 0
TMonuuureMus” 1,5 0,1 o
Heuectu Heyrponenus 0,3 0,1 0
JleBKOIIEHAA 0,4 0 0
Hapymesns 5a MHoro 4eCTH | Xunotapeonnursm” 24.6 0,3 0
EHAOKPHHHATA CHCTEMA YecTH D —— 1,6 0, 0,1
Hapymenns va Muoro yectn | Hamanen anerur 39,0 3,6 0,3
MeTaboIu3Ma H YecTH JexnapaTupane .67 3,1 0.3
XPaHEHETO XHIepKATHEM A .7 1,2 0,1
XunepkanmueMus 2,2 0,1 0.3
Hapymenus na Msuoro yectr | [nasofonne 16,2 0,7 0
HepBHATA CHCTEMA Jlacreyaus 11,5 0 0
Yect 3aMagHOCT 9,1 0,6 0
Hewecta CHHpoM Ha 3agra o6patAmall,3 0,1 0
eHiedanonaras” )
HapyimeHnsa Ha yXOTO K Yectn THRHTYC 3,1 0 0
nabupunra
ChpaeqHH HapyeHHA YectH C16HTHA Ha ChpAeYHA 1,8 0,3 0,7
HENOCTATbYHOCT>
CBAOBH HapYIICHAA Ma#oro yecTd | Xunepropas™® 51,2 22,0 1,0
: Xemoparus®™ 25,7 3,0 1,0
Yect Bexosun eMOOTHUHE H 2.8 0,9 1,2
TPOMOOTIHHA CHOHTHA"
Aptepuanud embommaHE 1 2,8 1,2 1,3
TpoMGoTHUHY CHEATHI® T ,
C men3pecTHa | AHEBPH3IMH H apTEepPHIEM - o
YeCTOoTA JUCEKAHH"
Pecrmiparophu, rysaHH 0 MHoro 4ecTH | NTucnnes’ 17,1 3,6 0,6
MEIHACTHHATHH HapylIcHHA Kamnuua 20,4 .6 0
' Juchonns 32,7 0 0, |
. Yectr Opodapuureanua Honka 7.4 0 0 -
CTroMallHO-YpeBHH Mpmuoro uectr | Jnapus 55,4 10,1 0,1
HAPYLIEHAL ' Tloppbinake 23,7 2,7 0,1
Tanene 33,0 2.2 0.1
Kopemua 6onka 14,7 2,5 0,3
3anex 20,2 1,0 0
CTOMATHT 15,5 1.8 0
,I[Licnencnx 11,2 0.1 0
Yectr Bonka B ropuata yacr Ha 9.4 0.9 0
KopeMa
DuarynennHs 4.5
XeMOpoHaH 3,3
Inocomdus 2,8
CroMamHo-upeBAa 1,9
: nepdopamms m ducTyna>*
XenarcOunmuapHu YecTH XunepOumapySHACMHA 1,3
HapynieHus XonenscTaT" 1,0
Hapymenns Ba koxara 1 | Maoro yecty | CHHAPOM Ha DAMMAapHO- 32,1
MOAKOXKHATA THKAH TAHTAPHA EpPHTPOAN3ECTHA
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CHcTeMo-opranen KaTeropsf | geswenann peakuun® Beruxn  |crenen 30 [Cremen 40
KJ&¢ 4YecTOTA crenens® % o/
%o

(CHHOpOM ,.pEKa-Kpax™) :

O6pue - 14,3 0,1 0

Cyxa koxa 10,1 0,1 0

YecTn Crpbex 6,0 0 0

EputeM 3,7 0 0

Anonenus 5,7 0 0
HapymeHus na MycKymHo- | MHOTO uectTd | Aprpanrus 17,7 1,9 0,3
CKeJIeTHaTa CHCTeMa H Bonka B kpajinanuTe 14,1 1,0 0,3
CheIHHHTEIHA ThKAH Yectu Muanrus 8,2 0.6 0,1
Hapymenua na 0u6penure | MHoro yectu | [poreunypus” 21,1 4,8 0,1
M THKOYHHUTE MLTHINA Yacru Bnfipeuna HeaocTarhunocT™ |1,6 0,9 0,1
O6mu HapymeHHa U Muoro uectd | ¥Ymopa 45,1 10,6 0,3
e(eKTH Ha MACTOTO Ha AcreHus’ 13,8 ,8 0,3
IpUIoAkeHUE Brananenue Ha mirasunure  [13,7 1,0 0
Hscnensanns Muoro gectd | [TonmkagaHe Ha TErI0TO 32,7 4.9 0

YectH [NoBuineHa IHNA3a 3,7 0,7 0.7

Iosuurena 6.5 1,2 0

alaEHHaMEHOTpaHcdepasza

TMosumeHa aMKHNIa3a 3,4 0,6 0.4

MoBumena 6,1 1,0 0

acnapratraMuROTpancgepaza

TMoBHiNeHa anKkanHa 4,8 0,3 0

docdaraza :

TMoBHIIEH KPEATHHIHA 5,7 0,4 0

[NoBamasane Ha Tupeoua- [7,9 0 0

CTHMYHpamHAs XOPMOH

& Hexenans Peakigy Ca NPpeACTaBeHH 110 YECTOTA HA BL3HHKBAHE B X0/1a Ha JICYE€HHACTO, IO BCAKAKBA NIPHYHHA.

6

Cancer Institute Common Terminology Criteria for Adverse Events), sepcus 3.0
s BrxTte Onkcanse Ha B3OpOSHH HEXENAHH PEaKkiIHH.

r Crobmaeany ca daranuu (cTened 5) caydaq.

a Brmountemno nepkocHuedanonarug,
e Brm:ouHTEHO CHPACTHA HENOCTATEYHOCT, 3aCTOHHA CHPACYHA HEOCTATHYHAOCT, KApAHONY IMOHATHA
HeAROCTATHRYHOCT, HaManeHa (pakups Ha M3TIACKBAHE, JeBOKAMEpHa AHCHYHKUHL A HSNOCTATEYHOCT HA

JACHATA KaMepa.

*  BEWOUMTENHO BAOLIEHA XANCPTOHUA, MOBHINCHO KPERHO HANATAHE, XMIIEPTOHKEA H XMNEPTOHHYHA KpH3a.

: BrmovHTeNHO YAB/IKEHO aKTHBHPAHO NAPIHAIHO TPOMOOIIACTEHOBO BPEME, AHANECH KPHBOUIIHE,
apTepHalicH KPBBOH3NHUB, HANHYAS HA KPBB B YPHHATE, KPBbBOMINHE B CHTPAIHATA HEPEHA CACTEMA,
MOIBYEH KPBBOHINMB, VIRIKCHO BPEME Ha CHCHPRAHE, KOHIOHKTHBANICH KPBEOUINIHE, KOHTY3H4,
XEMOparsyHa MapHs, AAChYIKIHORANHO MAaTOYHO KEPBEHE, ENMCTAKCHE, CTOMAIIEH KPHBOH3IIHE,
KPBBOH3ITHB OT CTOMAITHO-YPERHYA TPAKT, KbPBEHE OT BEHIUHTE, XEMaTEME3a, XeMaTOXe3HA, NOHHKEH

XEMATOKPHT, XCMATOM, XEMATYPHA, TOHHXXEH XCMOFHOGHH, XEMONTH3a, XPBBOH3IIHE, KOPOHAPHOAPTEPHANCH

KPBHBOM3/HE, KPBBOHIIHE OT MHKOYHKHTE METHINA, XEMOPOKIAICH KPHBOMI/IHE, XEMOCTa3a, MOBHIICHA
CKIOHHOCT KEM KPBBOHACHAAHHA, TIOBHIICHO MEIKAYHAPOJHO HOPMAIHZHPAHO CHOTHOUICHHE, KDBBOH3NIHA OT
JIONIHATA 4acT Ha CTOMAMHO-YPEBHHA TPAKT, MEJIEHA, IETEXHH, (JapHHTeaner KPBBOH3NUB, Y ABITKCHO
npoTpoMBHHOBO BpeMe, GenoapobeH KPBBOHIIKB, NYPIypa, PEXTAIEH KPEBOH3IHE, HOHMKEE Opolt Ha
EPUTPOLHTHTE, (GEOPEUCH KPEBOHATHE, KPBEBOMAIHE Ha CKIEPATa, CKPOTANHO XEMATOLENE, XeMaTOM B
JanaKa, KpBBOH3NUBH [0 HOKTHTE, CyOapaxHOHIaNeH KPBBOH3IHE, KPBEOWINME OT €3UKd, KPBBOU3IUB OT
rOpHATa 4acT Ha CTOMAMIITHO-YPEBHHSA TPAKT ¥ BATHHANEH KPBBOHIIHE,
" Brxmouwrtenno caaapomM Ha Budd-Chiari, ren6oxa seno3na tpoMGoza, TpomMOo3a Ha roryrapHaTa BeHA,

O61H TEPMHHOIOTHYHH KPHTEPHH 3a HeXENaHu peakuky Ha Halmonanuus oskonorayed HHCTHTYT (National

BEHO3HA TpomGo3a B TasH, SenompobHa eMBONUA, OKITYIHA HA DeTHHATIHA BeHa, TpoMO03a Ha PETHHANHA BeHA,
TpoMG03a Ha NOAKMOUYUYHATA BeHa, BEHO3HA TpoMG03a H BeHO3HA TpoMO03a HA KpalHADHTE.
Brmotutenno ocTsp MuokapaeH uadapkTt, emMBoaHa, MEOKapen HHGAPKT, OKIY3HA Ha PCTHE
NIPEXOHA HCXCMHYHA aTaxa,

Cromamno-upesHa nepdopamus 1 GUCTYNa BIIKOYBA CHEIHHTE NPEANOYHTAHH TEPMHHH!
abenec, ananen adcuec, aHanHa PUCTYIIA, IPOIYCKAHe HA CTOMALTHO-4PEBHA AHACTOMO3
nephopanus, nepdopauns Ha geSenoto ucpso, ezodarobponxanna HCTYNA H OSPHTO
HpoteuHypus BKTIOYBEA CICAHHTE IPSINOUNTAER TEPMHHM: IDOTEHH B YPHHATR, HANHY
H TIPOTERHYPHA,
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Brmountento ocrpa Gr0pedHa HETOCTATRIHOCT )
" XOIeUHCTHT BKIIOUBE OCTED XOMEIMCTHT, XOJNENHCTHT, HE(IEKIMO3EH XONEMHCTHT.

Onmcande Ha H30paHH HeKeNaH PEAKIHH

Croumusa Ha CHPOEHHA REQOCMAMBYHOCT (BHC. MOuKa 4.4)

B konTponHpano KIHHHYHO poydpaHe ¢ akcuTHHUG (N = 359) 3a nedenne na nanperTH ¢ BKK mpa
1,7 % ot npuemawpTe akcrTHHUO ce choGmasat cbOHTHA Ha chpeyHa HepocTaTbuHocT (0,6%),
KapAHOMYAMCHAIHA HexocTaThuHocT (0,6%), HapyimeHa dynxuus Ha nasara kaMepa (0,3%) 0
HEJOCTATBYHOCT Ha AAcHaTa kamepa (0,3%). Hexenanu peakiii Ha CbpA€vHA HEAOCTATRYHOCT OT
creneH 4 ce cpobmasart npe 0,6 % oT NauHeHTUTe, MPHEMallH akCHTHHHG, PaTalHa ChpacTHa
HEAOCTATHYHOCT ce chobmasa npu 0,6 % ot npreMauHTe AKCHTUHHO.

B npoyysasus ¢ MOHOTEPAITHA ¢ akCHTHHHO (N = 672) 3a neuenue Ha naumentn ¢ BKK npu 1,8% ot
OpHEMALIATE aKCHTHHUG ce CroOMmaBaT CHOUTHA HA CHPOSYHA HEAOCTATEUHOCT (BKIHOUHTEHO
CBPACTHA HEZOCTATHYHOCT, KapAHOMY/IMOHATHA HEIOCTATHYHOCT, HApYINeHa ¢yHKIHS Ha JjBaTa
KaMepa, HamManeHa GpaKiys Ha M3TIaCKBaHe W HEJOCTATHYHOCT Ha AACHATA KaMepa). ChOHTHA Ha
CHPCUNA HENOCTATHIHOCT OT cTeneH 3/4 ce chobimarar npu 1,0% or nammenTTe, 2 Ha garanHa
ChpAcTHA HeJoCTaThyHOCT — npHd 0,3% oT npHeManuTe aKCHTHHHO.

Tupeoudna Juchynryun (sox. mouxa 4.4)

B KOHTPOIHpaHO KIHHHMHO MPOyYBaHe C aKCHTHHHG fipH sievenne Ha nampenth ¢ BKK ce crobliasa
3a XHTIOTHPeOUAKIEM TIpH 20,9% 0T MALHEHTHTE H XHIIePTHpeoHaryEM NpH.1,1% OT naleHTHTe.
Karto Hexenana peakums € ch00I1apaHo NOBMIARAHE Ha THPeOHA-CTHMY/Hpattus XopmoH (TSH) npu
5,3% ot nauuenTure, npueMamy akcHTHHHOG. Ilo Bpeme Ha pyTHHHU NabopaTopHM M3CIICABAHWS NpU
nalHeHTH, kouro uMar TSH < 5 pU/ml npeau neveruero, npu 32,2% oT ManHeHTHTE, NpHEMallld
aKCHTHHMO, ca BE3HAKHAIM noevinesd croiinoctu Ha TSH no = 10 pU/ml.

B c6opHH KTHHHUHHE Npoy4YBaHus ¢ akcHTHHHG (N = 672) npu neyenne ua naimenTH ¢ BKK,
XHNOTHPEOHIM3EM ce chobimana npu 24,6% 0T nanHenTHTE, NPYEMAITH akcHTHHHO.
XuneprapeoHansM ¢e chobmana npu 1,6% or naMesTHTe, PHOMAIITA AKCHTHHHO.

Bernoznu embonuny 1 mpombomuyny cobumua (sxc. mouxa 4.4) .

B KOHTPOMHPaHO KINHHYHO MPOyYBaHE ¢ AKCHTHHED 3a NeueHue Ha naiweHtd ¢ BKK ca ceobinasanu
BEHO3HH eMOOTHYHY H TPOMOOTHYHM. HEXXENaHH Peakiyy npH 3,9% o1 nalUeHTHTe, NPHeMAaIn#
aKCHTHHHO, BKounTeaHO Geonpobua emGonns (2,2%), BeHO3HA OKTy3ui/Tpomb03a B peTHHATA
(0,6%) u mpaboka BeHo3Ha TpoMGo3a (0,6%). 3a HexeaHHTE peakUdK BeHo3Ha eMOonus 1 TpoMGo3a
crener 3/4 ce cyobmrara npu 3,1% 0T nalMeHTHTe, MpHeMAatIH akcHTHHHO, TIpH eHH NartHeHT
(0,3%), npremam; akcuTHMG, € crofinena (atanna Genoapobua emGomnua.

B c60pHY KIHHHYHH Npoy4BaHus ¢ akcHTHHHO (N = 672) npu nevenne Ha naupeHTH ¢ BKK, Benosnu
eMOONHYHH H TpoMOOTHYHH CEOWTHA ce chobmaear npH 2,8% or naumenTHTE, IpHUEMALIH
akcHTHHHO, Bewosnu eMbonuarm 1 TpoMGoTHUHH chOHTHA cTenek 3 ce crobmasat nipu 0,9% or
nauenTuTe. Benosuu eMbonuunn ¥ TpoMGoTHYHM chOHTHA cTeneH 4 ce chobmasar npu 1,2% ot
natMeHTHTe. BeHosHH eMOOTHUHH H TPOMOOTHYHH CHOHTHS ¢ NETaieH H3XO0A ce chobIaBaT npu
0,1% oT nauueHTHTE, IPHEMAIIH AKCUTHHHUD.

Apmepuannu emborwunu u mpombomuyny cobumus (exc. mouxa 4.4)
B KOHTPOIHPaHO KAMHHYHO NpOy4YBaHe ¢ akcHTHHEG npu nevexve Ha naunenTn ¢ BKK npu 4,7% or
TIALEHTHTE, NPHEMALIH AKCHTHHHG, ce CHoDLIaBaT apTepHaiHg eMOOTHYIHE 1 TPOMOOTHYMHE

33 HeIEJIAHH peaKiHH aprepHaiHa eMOoaus H Tpombo3a crened 3/4. Tlo eauu ns
cBOOIEeHH CHOTBETHO (daTaneH OCTEP MUOKapAeH HHPAPKT 1 MOZBUHO-CHIOB
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TpoMG03a (BKIIOUYMTETHO NPEXOAHA HCXEMHYHA 4TaKa, MHOKap/eH HHGAPKT H MO3BYHO-CHI0B
HHIUIEHT) ce chobinana npu 5,3% OT NaLuHeHTHTe, PHeMALI| aKCHTHARUO.

B c60pHM KNHHHYHM NpoydYBaHHd ¢ akcHTHHHO (N = 672) npu neuenue Ha nanHeHTH ¢ BKK,
aprepuanay eMOonuuHA # TpoMboTHYHE CHOHTHA ce chobasar npu 2,8% oT naupeHTHTE,
NPHEMALIH AKCHTHHHG. AprepHanny eMGOTHYHH W TpOMGOTHYHH cEOMTHIA cTelleH 3 ce crobmasar
npu 1,2% ot naimenTHTe. APTEpHAITHH eMOOITHYHH M TPOMOOTHYHH csﬁma creneH 4 ce crol1NaBar
npH 1,3% oT naipeHTHTe, IpHeMalIH aKCHTHHHD.

Honuumenus (6xic. Hoswmuasane na xemo2nobuna win xemamoxpuma 6 mosxa 4.4)

B KOHTPOMHPaHO KITHHMYHO NPOY4BAHE ¢ aKCHTHHHG npH JeueHre Ha nawwent ¢ BKK € cpobimapana
no;uLETeMus TIpH 1,4% or narmenTure, npuemary akcuTHHAG. [Ipn pyTHHER nabopaTopuu
H3CTEABAHHA ¢ PETHCTpHpa NOoBHIIEH XemornobuH Haa [TH npu 9,7% oT nauueHTHTe, NpHEMAalllH
AKCHTHHEG. B YeTHpH KNMHHYHH TIPOYYBaHHA ¢ AKCHTHHHO 32 JieueHne Ha narpeRTH ¢ BKK (N = 537)
npu 13,6% OT nauyeHTHTE, HPHEMAnIH akcHTHHEO, & HabioapaH nosHues xemornobus van I'TH.

B c6opHu kHHEYHE poydBatus ¢ akcHTHHHG (N = 672) npu neuenne Ha nanpentH ¢ BKK,
TNIOTHIIMTEMHA ce chobinasa npd 1,5% OT MAIMEHTHTE, TPHEMAITH AKCHTHHHO.

Kpveousnus (soic. mouxa 4.4}

B KOHTPOIMPAHO KITHHHYHO [POY4BaHe ¢ aKCHUTHHUG mpH nedenne Ha nanuenTH ¢ BKK, usxmousamo
NALMEHTH ¢ HEJIEKYBaHH MOZBYHM METacTasH, ce choblaRaT XeMOparuyHH HEKETaHH PeakiyH NpH
21,4% OT nauMeHTHTe, IPHEMAIH AKCHTHHHO. XeMOparviHUTe HeskeNlaHi Peakiiiy [pH NMAlHeHTH,
JIEKYBaHH ¢ AKCHTHHMO, BRIIOUBAT enucTakcHe (7,8%), xemarypus (3,6%), xemonmusa {2,5%),
PeKTaNeH KPbBOH3IMB (2,2%), kbpBeHe oT Benuure (1,1%), cromamen xpbronanus (0,6%), MmosbueH
kpseou3se (0,3%) ¥ KPbBOH3ITHE B JOJTHATA YacT Ha cTOMAMHO-4peBHud TpakT (0,3%). 3a
XEeMOpariiHH HeXKEeNlaHH peaKLMH OT CTEeNeH > 3 ce crobmasa npH 3,1% oOT nauHeHTHTE, MpHeMallA
AKCUTHHMO (BKIHOUMTENHO MOYbYEH KPHBOH3/HR, KPHBOM3IHME B JOHATA HACT HA CTOMALIHO-YPEBHHA
TPaKT U XeMOIITH32). 3a (aTaleH KPbBOM3IIHB (CTOMALIEH KPBBOU3ITHB) ce choOIaBa Npu eauH
nargesT {0,3%), npremam akcurranG. IIpH mpoyusanus ¢ MoHoTepamia akcHTHHHG (N = 850) ¢
cpobuiasana xemornrisa npu 3,9% of nauueHTHTE. [TpH 0,5% € choGmena XxeMONTH3a OT CTeNeH > 3.

B c6opHH KTHHHYHH Npoyusanms ¢ akcHTHHHG (N = 672) npu nedenne Ha narmenTH ¢ BKK,
XeMOparudHe cs6uTHA ce chobuasar mpy 25,7% 0T NAlHEHTHTE, PHEMALIH AKCHTHHKO.
XeMoparmunu cuGuTHs crencH 3 ce choOinaBaT npy 3% OT nareTHTe. XEMOParHuHH ChOHTHS
creneH 4 ce cbobwmasar npy 1% OT nauHeHTHTE, 4 KPHBOHIIUB C JIETANCH H3X0 ce ChoOmasa npu
0,4% ot naLMeHTHTE, NPHEMALIH AKCHTHHHD. ’

Cromauso-upesta nepdopaums U obpasysare sa ductyna (Bix. Touka 4.4)

B KOHTPONHPAHO KJIMHHYHO NPOYYBAHE ¢ AKCUTHHHO TpH JedenHe Ha naueHTH ¢ BKK npu 1,7% or
IPHEMAILUTE AKCHTHHUO ce ChoOIaBa 3a CEOMTHS OT THIA CTOMALIHO-YPEBHA nepdopalii,
BKJIIOUHTEHO aHanHa (ucTyna (0,6%), dpuctyna (0,3%) u ctoMamHo-uperHa neppopauns (0,3%).
TIpu npoyusanus ¢ MmoHoTepanna akcurauG (N = 850) npu 1,9% oT manyeHTHTE ce ChoOIaBa 3a
CBOHTHA OT THITA CTOMAIIHO-YpeBHa Nepdopauws u npu exvH nauwent (0,1%) ce crobuiasa 3a
(aTanHa cromMalmHo-4peBHa epdopanua.

B c6opHA KITHHHYHH poyusaHns ¢ akcuTiHIG (N = 672) npu nedenue ua nanuentute ¢ BKK,
CTOMANIHO-4peBHA nephopanya 1 pucTyna ce cwﬁmana'r npu 1,9% oT maupeHTHTe, MPHeMallH
aKCHTHHHG.

CrobliapaHe Ha DOAOZUPAHH HEKEIAHH PEaKIIHiH
Crobmasane Ha MOAO3NpAHH HEXKENAHA PEAKIIHH CIICH paspemaBaHe 3a yrnorpeda
MPONYKT € BakHO. Tosa no3posigRa A4 MPOTEIKH HAOMIOEHHETO Ha CHOTHOIIE
NEKAPCTBEHMA MPOAYKT. OT MEAMIIHHCKHITE CHELMAMCTH CE H3HCKBa Ja ChoD1IaB
Noao3xupaHa HEXKENaHa peaklMia Mpe3 HallHOHAIIHA CHCTEMa 3a cxoﬁmasaﬂe KBM
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areHuys no nekapersara, yn. ,.Jlamsn I'pyes”, Ne 8, 1303 Codyun, Ten.: +359 2 8990 34 17, yebeaiit:
www.bda.bg,

4.9 Ilpemosupane
Hama cneumduuno neuenve Ha npeno3upaHeTo ¢ akCHTHHHG.

B xonTpoanpaHo KIMHHYHO NpoydBaHe ¢ akCHTHHHG NpH Tevenye Ha natrenty ¢ BIKK eqnu nauvent
¢ lIpHeMan Nno HEBHHMAaH#UE B IPOALRIKEHHE Ha 4 qHu no3a ot 20 mg ABa OLTH AHEBHO H € TIONYYHA
3aMafHOCT (CcTeneH 1),

B I'IprLIBaHe 34 onpeneadHe Ha 103a Ha aKcHTHHHO YHaCTHHLUHTE, KOHTO Ca NpHeMaK HavalHH 103H
ot 10 mg xBa METH AHEBHO WM 20 Mg ABA WBTH JHEBHO €A MOTYUYHIIM HEXKENAHH PEAKLIHH,
BKOYBALLLH XHOCPTOHHKA, CBbP3aHH ¢ XHIEPTOHHATA 'EPUORE H (bﬂTaJ’lHa XeMOonTH3a.

Ilp# noxosupano npenosupate npueMbT Ha akcHTMHNG TPAGBA Aa C& MPEKPATH H /1A CE 3arIOMHE
NOAABPIKALID JCHEHHE,

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1 dapmakoaHHAMHYIMNH CBOliCTBa

DapMaxoTepaneBTHUHA TPYNa: AHTHHEOTIACTHYHH CPE/ICTBA, NIPOTEHHKHAHH HHXHGUTOpH, ATC
koga; LO1EKOI.

MexaHusbM Ha AelicTRHE
AKCHTHHHO € MOLIIEH M CeJTEKTHBEH THPO3HHKHUHA3EH MHXHOUTOP Ha peLenTOPHTE 38 ChAOBHA

enzoTeneH pacrexet daktop (VEGFR)-1, VEGFR-2 n VEGFR-3. Te3n peLienTopH y4acTsar 8
NaTOOrHYHATA AHFHOTEHE3a, TYMODHHA PacTe’ M METACTATHIHPAHETO Ha TYMOpa. Y CTaHOBEHO e, Ye
arcuTuHHG uHxuGHpa cunno VEGF-MenHHpaHaTa enfoTeNnta KIeThYHA IponHepalud u
NPEKUBAEMOCT. AKCMTHHUG uHxubupa docdopunupanero Ha VEGFR-2 B cuaoBeTe Ha keeHorpadren
TYMOP, KOMTO €KCMPECHPAT NPHUERHHTE PELETTTOPH in Vivo 1 BORH 10 3a0aBaHe HA TYMOPHHA PACTeX,
perpecs H MHXHOMpaHe Ha METACTA3MTE B MHOTO EKCIEDPHMEHTATHH MOJETH Ha PaK.

Edexr pbpxy QTc HHTEpBATIA

B pannomuzupano 1BoHHO-KPBCTOCAHO npoyUBaHe, 35 3aApaBH A0GpoBoILM ca MpHENH eAHHHYHA
nepopanHa 103a akcHTHHHG (5 Mg) npH 0TCHCTBHE M MPH CHITETCTBAL MpHeM Ha 400 mg KeTokoHa3on
3a 7 aHH. Pesynratite OT TOBA NPOYYBaHe NOKA3BAT, Y€ TIA3MEHUTE SKCTIOBHIMM HAa aKCHTHHHG 110
TEpaneBTHYHH HHBa NABYKPATHO [I0-BHCOKH OT OYAKBAHWTE CJIe/l TPHEM Ha 1033 OT 5 mg, He ¢a N0Be/H
A0 KAMHWYHO 3HAUKMO YABDKABaHe Ha QT uUHTEpBana.

Knunuuna edmkacHoeT u Gezonachoct

BesonacHocTTa M €UKACHOCTTA Ha aKCHTHHUG ca OLEHEHH B PAHIOMHIHPAHO, OTBOPEHO,
MHOroueHTpoeo, daza 3 npoyusare. Mawmentu (N = 723) ¢ Hanpennan BKK, unero 3a6onasane e
fIPOrpeCHpaIo Mo BpeMe Ha HITH Cle IEYeHHE € NPeAXofHa CHCTEMHA TepanHs, BKAloYBalla
CYHHTHHHG-, GeBaum3ymal-, TEMCHPOIMMYC- HTH UHTOKHH-CBIBPKALIA CXEMH, Ca PAHIOMH3HPAHH
(1:1) na npuemar akcurunut (N = 361) unu copadenus (N = 362). [TppuuHaTa KpaiiHa TouKa,
npesxussemoct 6es nporpecus (TIBIT) (progression-free survival, PFS), e oreHeno upes sacneney
HE3aBHCHM LICHTpaseH Mpernen. )
BropuunHTe kpalHi TOUKU ca BKITIOMBAIM YECTOTA HA OGEKTHBEH orroeop (H0O, obj
rate, ORR) u ofuwia npesxuraemoct (OI1, overall survival, OS).
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(urrrepnekun-2 vy uuTepdepon-anda), 59 naumenrr (8,2%) ca Gwmm Ha Tepamua ¢ SeBauuzymat u
24 naupert (3,3%) ca GWIA Ha NpeaXOAHA Teparis ¢ TeMcHpomamyc. MaxozHaTe AeMorpadeku
Xa8PaKTEPUCTHKH H XaPaKTEPHCTHKHTE Ha 3a60/IMBAHETO Ca CXOJHH DY IPYITHTE C AKCHTHHHO U
copadennG o OTHOMICHHE Ha BB3pAcT, TON, paca, GyHKIHOHaneH cTaTyc no ,,3101Ha KoonepaTHBHa
onxonoruyna rpyna“ (Eastern Cooperative Oncology Group, ECOG), reor'pa(bcm PErHoH #
TPEAXOXHO NEYCHHE.

B ofuiaTa nony iauds NAlHMeHTH W B JBETE TIABHHM MOATPYIH (C MPEAXOAHO JIeYeHHE Che CyHUTUHUOG
H ¢ IPEIXOHO JeYEHHE ¢ IMTOKHHA) MMA CTATHCTHUECKH 3HAMMMO MPEHMYIIECTBO 32 AKCHTHHUG
npex copadenut N0 OTHOICHAE Ha ITbPBHYHATA Kpaiina Touka [TBIT (Bx. Tabmuua 2 u Qpurypu 1,2
3). CroiinocTra Ha Meuanara Ha edexra [1BI1 ¢ paznuuHa B oarpymiTe ¢ npeaxoaHa Tepanus. Jise
OT IOATPYTIHTE Ca OHIH TRBP/IC MAJIKH, 32 Ja NPeJCCTaBAT HAJCHIHH PE3YITATH (TIPEAXONHO JeUCHHE
€ TEMCHPOIIUMYC HIH NIPEIXOAHO JieueHHe ¢ OeBaiprsymab). Hama cTaTHCTHYECKH 3HAYAMH PaslIMKH
MEXKIy JBeTe paMeHa Ha TIpoydBaHeTo 1o oTHomeHHe Ha OI1 B obmara norrynaum HITH B IO PYIHTE
C TIPeAXOqHA TEPAIHA.

Tabanna 2. PesyaTaTi 332 epHAKACHOCT

Kpalina Touka / H3c/eqBaHA | AKCHTHHHO copatdennd | Koepunuenr Ha p-cTOHHOCT
monyIanHsd puck (95% JAH)
O6m Gpoit Baroaern ITT) N=361 N=362
Memana Ha ITBI1 ° B Meceun 6,8(6,4,8.3) 4.7(4,6,6,3) 0,67 (0,56, 0,81) <(,0001"
{95% ) :
Memguana ua OI1 " B Meceun 20,1 (16,7,23,4)| 19,2(17,5,22,3) 0,97(0,80,1,17y  HC3
(95% JTH) - -
YOO 55 % (95% JIH) 19,4(15,4,23.9)| 94(6,6,12,9) 2,06%(1,41, 3,00) 0,0001*
Tlpeaxoamo ge9eHHe Che N=194 =195
CYHRTHHEG
Mennana sa [TBI12° B Mecenn 4,8(4,5, 6,5) 3,4(2,8,4.7) 0,74 (0,58, 0,94) - 0,0063°
(95% IH)
Menuana Ha OIT" B Mecern 15,2(12,8, 18,3)| 16,5(13,7,19,2) 1,00(0,78,1,27y  [HC3
(95% H)
- 400 5 9, (95 TH) 11,3(7.2,16,7) | 7.7(4.4.12.4) 1,48¢(0,79,2,75) [HC3
Ilpeaxoano Ae<TeHHE C N=126 N=125
UHTOKHHH
Menuana wa [TBI1%5 B Mecens 12,0(10,1,13,9)| 6,6(6.4,8,3) 0,52(0,38,0.72) <0,0001° -
(95% H)
Mennana na OI1" B Mecenu 29,4 (24,5, HO)| 27,8(23,1, 34,5) 0,81(0,56,1,19) [HC3
- {95% HH)
9005 % (95% JII/I) 32,5(24,5,41,5)| 13,6(8.1,20,9) 2,39°(1,43-3,99) 0,0002"

I = noseprrencH uaTepsan, HR = koepuumnent na puck (akcutuand/copadennd); [TT: obur Gpolt MauueHTH,

BKNOHeHM B ripoy4usaseto (Intent-to-treat); HO: He Moxe n1a ce onerg; HC3: HAMAa CTaTHCTHMECKA 3HAYHMOCT;

Y0QO:; uectora Ha obexruecH orrorop; OT1: ofma npexuesemoct; ITBI1: apexueseMocT 0e3 NPOTPECHs.

*  Bpeme oT paHIOMH3HPaHE OO HPOrPecHd WIH CMEPT OT BCAKAKBa OPHIHHA, KOSTO OT IBETE HACTBIH MHPRO.
Jara Ha 3akm0aeane ma 6azarta-gannu: 03 wam 2011,

OneHeHo upes HE3AEHCHM NPEFe] Hi PEHTTEHOIOTHYHHTE PE3YNTaTH chraacHo KpurepnuTe 3a OUCHKA Ha

MORJIHABAHETO NpH conapru TyMopH (Response Evaluation Criteria in Selid Tumours, RECIST).

» Eanoctpansa p-cToiinoct ot log-rank TecT Ha negenuero, crparnduuapana no dpysaxnnonaneH crarye no ECOG n

Npeax0dHa TCpanai.

T Jlara Ha zakiodpane Ba Gazara-nanua: 01 noemppur 2011,

% Jlara ua saxkaiodeaHe Ha Gasara-padad: 31 asrycr 2010.

¢ OrHOIIeHHe HA PHCKOBETE CE M3NON3BA 32 UCCTOTa Ha OOEKTHBEH 0TroBop. OTHOIIEHHE HA PACKOBETE > 1
NOKa3Ba BUCOKA BEPOSITHOCT OT OTTOBOP HAa PAMOTO € AKCHTHHHG; OTHOIUCHHES HA PUCKOBETE < 1 IOKa3Ba BHCOKA

BEPOATHOCT OT OTFOBOP HA pamMoTo ¢we copadenub.
Eanoctpauna p-crofinoct ot Cochran-Mantel-Hacnszel Tect na nedenuero, crpareHIHpaHa no

craryc no ECOG 1 npexonna tepanua.

¢ . EaHocrpanna p-croiroct ot log-rank TecT Ha neuenreTo, crpaTHdHIKpaHa 10 HyHKIMOHATE
¥ Ennoctpauna p-crolinoct ot Cochran-Mantel-Haenszel Tect Ha neucnuero, cTpatHduuupan

cratyc no ECOG.
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®urypa 1. KpuBa na npexussemoct 6e3 nporpecusi no Kaplan-Meier no nesaBucama
OLeHKA HA 00IaTAa Momy.JIalHsA

Jlstn na I1BI1
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@urypa 2. Kpusa Ha npexxussiemoct 6e3 nporpecus no Kaplan-Meier no nezaBucuma
OHEHKA HA NMOArPYNaTa ¢ NPeaAXxoJAHO je4YeHHe CbC CYHHTHHHO

Jlsin na 1611
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®urypa 3. Kpnea na npe:xxussiemoct 6e3 nporpecusi no Kaplan-Meier no nezaBucuma
OlEeHKA HA MOArpyNaTa ¢ NPeaxoJHo JedyeHHe ¢ IHTOKHHH

1.0
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[MenuaTpuuHa nonviaius

Eponeiickara areHLMs 1o iekapeTBaTa 0ocB0O0X/1aBa OT 33, Ib/DKEHHETO 3a MPEOCTaBsHe Ha
pe3ynTaTHTe OT NMPOYYBAHHATA ¢ AKCMTHHHO BHB BCHYKH MOATPYITH HAa MEeJHATPUYHATA MOy laLus
TpH JIeYeHHe Ha KapLUMHOM Ha Gb0peka 1 6bOpeuHOTO NereHye (¢ U3KIIOUEHHE Ha HeppobaacToM,
HedpobaacToMaTo3a, CBETIIOKIETHYEH CapKOM, Me3obnacTeH Hedpom, 6b6peyeH MeayiapeH
KapIHHOM U pabaouaen Tymop Ha 6bp0peka) (Bxk. Touka 4.2 3a nHOpMaLMs OTHOCHO yrnoTpeba B
neauaTpHATa).

5.2 ®apmMakoKHMHETHYHH CBOHCTBa

Cnen nepopanHo npuaokeHne Ha TablneTkn akcHTHHHO cpeiHaTa abcomoTHa GHoHanuuHocT € 58% B
CpaBHEHHE C HHTPABEHO3HO NpHIokKeHHe. [11a3MeHUAT MOMyKMBOT Ha aKCHTHHUO Bapupa oT 2,5 10
6,1 yaca. [lpunarasero Ha 5 mg akcHTHHMO BAa MTBTH JHEBHO BOJM J0 MO-MAJIKO OT ABYKPATHO
KYMYJIHpaHe B CpaBHEHHE ¢ eJHOKpaTHa 103a. [Topaan KpaTKus NoMyKHBOT HAa KACUTHHHO
CTaLMOHAPHOTO CHCTOAHHE C€ OYAKBA B paMKMTE Ha 2 /10 3 [HH Clle]l MbpBOHAYaIHaTa 103a.

Ab6copbuus ¥ pasnpeneneHue
MakcHMaTHH KOHLIEHTPALMKM Ha aKCHTHHHUG B MiasMara Haif-o6110 ce JOCTHraT B paMKuTe Ha 4 yaca

cJieq1 epopasieH npueM Ha akcHTHHHO ¢ MeauaHa Ha Tyax B AHanasoHa ot 2,5 10 4,1 vaca. [IpuembT
Ha aKCHTHHHO C XpaHa ¢ YMEPEHO ChAbp:KaHHE HA MasHMHH BOM 10 10% no-HUCKa eKCMO3HLIMA B
CPaBHEHHE C MPHUEM Ha IJTagHO. XpaHa C BHCOKO ChAbPIKAHHE HA MAa3HHHH M KAJIOPHH BOAM 10 19%
NO-BUCOKA EKCIIO3ULIMSA B CPaBHEHHE C NIPUEM Ha IaJiHO CYTPHH. AKCHTHHHO MOXKe /1a ce MPHEMa ChC
wiu 6e3 xpaHa (Bx. Touka 4.2).

Cpeanute cTOHHOCTH Ha Cmax 1 AUC ce NMOBHILABAT NPOTIOPIIMOHATIHO MPH NMPHIaraHe Ha akCHTHHHO
B Manasona ot 5 10 10 mg.
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CpeaHOreOMETPHUHUAT NEPOPAJIEH KITHPBHE H TPHBHAHKAT 00eM Ha pasnpeaencHHe ca CbOTBETHO 38
I/hw 160 1.

bBuoTpaHcdopmaumna M enMMHUHHpPaNe
AxkcuTHHHD ce MeTaGoITH3HMpa rnaBHO B YepHus Apob or CYP3A4/5 v B 1o-Masika CTefneH ot
CYP1A2, CYP2C19 n UGTI1AL.

Cnen nepopanHo NPHIOMKEHHE Ha 5 mg paanoakTHeeH akCcHTHHUG 30-60% OT paanoaKkTHBHOCTTA ce
OTKpHBa BLB elieca B 23% B ypuHaTa. [TaBHHAT KOMITOHEHT, OTKPHT RBE (peLeca H NpeacTaBnsBalll
12% oT ao3ara, € HenpoMeHeH akcuTHHHG. B ypHHaTa He € OTKPHT HEMPOMEHEH AKCHTHHHG,
MeTaboNHUTH KaTo KapOOKCHIIHA KUCETHHA U CYJI(OKCH AOTPHHACHT 3 FOJIEMa YacT OT
pajinOAKTHBHOCTTA B YpHHATA. [ JIABHHAT paLHoaKkTHBEH KOMIOHEHT B itasmara (50% or
UMPKYIHpaLIaTa paJHOaKTHBHOCT) MpeAcTarNsBa MeTaboNnTET N-IiItOKYPOHH/, 8 BCEKH OT
HETIPOMEHEHHA aKCUTHHHO M MeTabonuTET cysdoKeHa ZONpHHAcA 2a npubausHTeaHo 20% ot
UHPKYJIHPAILATA PaAHOAKTHBHOCT.

Mera6onurute cyndokena u N-rmokypoHHa nokassat npubanzurento 400 mutu u cvorserHo 8000
eTH No-cnab in vitro edext capiMo VEGFR-2 B cpaBHeHHe ¢ akCHTHHHG,

CrelHaJHH IONYNaUHH

Cmapuecka ev3pacm, noa u paca
[TomynaitnonnuTe HapMakOKHHETHYHH AHATH3H [PU MALHEHTH ¢ HanpeaHan pak (BKMOYHTEITHO

Hanpenxan BKK) 4 3npasu noSporoniy ca noxasanu, Y€ HAMa KIHHHYHO 3HAYHMH edexTH Ha
BB3pACTTA, N0, TENIECHOTC Terno, pacara, 6x0peunara dyukuus, UGT1A] renoruna win CYP2C19
T€HOTHIIA.

Ileouampuuna nonyrayus
AKCHTHHHO He € Mpoy4BaH NPH NalHeHTH Ha BL3pacT < 18 roguuy.

Yeprodpobro yepexcoane
In vitro v in vivo JaHHHUTe MOKA3BAT, Ye AKCHTHHUO Ce MeTaboNIM3Hpa MABHO Npe3 YepHHs Ipo6.

B cpaBHeHHe ¢ HHAMBHANHTE C HOPMAanHa YepHOAPoGHA BYHKUMS CHCTEMHATA eKCITOZHLHA el
€MHHYHA /1033 AKCHTHHHO € CXOHA C Ta3W MPH HHAWBHIM C NEKO YepHOAPOOHO yBpeXkaaHe (kac A
fto Child-Pugh) n no-sucoka (mpubnnsutenHo AByKpaTHO) NpU HHAMBUAH C YMEPEHO YepHOAPOGHO
yspexaaHe (xkaac B no Child-Pugh). AkcuTHHHG He e npoyuBaH MPH HHAUBHAH € TEXKKO
uepHoapobHo yepexaare (knac C 1o Child-Pugh) v we Tpafsa aa ce 13001384 IpH Ta3H NOMyJIALMA
(3a NpenopLKVTE 3a afaNTHpaHe Ha 103aTa BXK. TouKa 4.2).

bvbpeurno napywenue
Hefnpomenen akcHTHHHG He ce OTKpHEBa B ypHHaTa.

AKCUTHRHO He € TIpoyuBaH PH HHAMBHAM ¢ OBOPEYHO yBpekaaHe. B KTHHAYHHTE MPOY4BaHHA C
akcuTiHUO NpH nevenue Ha naumentu ¢ BKK, nauuenture cbe cepymed kpeatunus > 1,5 mytu ITH
HIIN M3YHMCNEH KPeaTHHHHOB KIIHPLHC < 60 ml/min ca 61y uskitodeny. IomyraliHOHHKTE
(papMaKOKMHETHYHH aHATH3H NOKA3BAT, e KIHPBHCHT HA AKCHTHHHG He Ce MPOMEHS MPH WHAMBHAIH C
OnOpeuHo yBpexane U Be € HeoOX0OUMO aaNTHpaHe Ha A03aTa.

5.3 [peaknoHAYHE JaHHH 33 GesonacHoCT

TOKCHMHOCT HipH MHOTOKPATHO MPHAOKEHHE

penpoyKTHBHATA CHCTEMa, CKeJleTa H 3n0uTe O3 Ha6monaBaH HeskenaH edexr (Nd ,served :
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Adverse Effect Levels, NOAEL) ¢ HiBa npHOIM3HTENHO eKBHBATICHTHH TIPH XOpa NpH
IPenopHUYHTEHA KIHHHYHA HauanHa 1o3a (Ha Gasa crofinocrd Ha AUC). '

KauiieporeHHOCT
He ca npoBexaHu npoy4BaHHA ¢ akCHTHHHE 32 KaHLIEPOTE€HEH MOTEeHIHAIL.

I'eHoTOKCHYHOCT ,

TpH KOHBEHIHOHANHH {1 Vilro U3CNICABAHHA 32 TeHOTOKCHYHOCT aKCHTHHHD He € nokasan
MYTareHHOCT WK KnactoreHHocT. HabmonasaHo e 3HAYHMO MOBHLICHHE Ha MOMMIUIOHHATA i1 Vilro
ApH KoHIeHTpar > 0,22 pg/ml 1 noermaeaxe 6pos Ha MUKPOHYKIICapHHTE TOIMXPOMATHIHH
epHTPOLTH in vivo ¢ auBo Oe3 Habmonasan edekr (No Observed Effect Level, NOEL) 69 nstu
OYaKBaHaTa EKCTIOSHIIMA NpH Xopa. HaxonKHTe N0 OTHOIMEHHE HA MEHOTOKCHYHOCT He Ce CYMTAT 33
KJIIHHIYHO 3HAYHMH TIpH HHBATA HA €KCHO3HIMA, HabmoxasaHH Npk X0pa.

PenpomykTHBHA TOKCHYHOCT .
Cebp3aHaTe ¢ aKCHTHHHO HAXOIKH, 3aCATAINH TECTHCHTE H €NMHAHIMMA, BKIIOYBAT HAMAIICHO TEeTJIo
Ha OpraHHTe, aTpodHa WK AeTeHepalHs, HaMaicH Opoil repMHHATHBHH KIETKH, XHIIOCIEPMHA HIIH
HeoGHuaHHH GOPMH Ha CIIEpMa, HAMAJIEHH IWIbTHOCT Ha cTiepmaTa  Gpoit Ha cnepmarosonute. Tesu
HAXOMKH ¢a HaOMOMABAHH [IPH MMIUKH TIPK HABA HA eKCIIOZMLUMA NpHOIH3NTENHO 12 mBTH OYakBaHaTa
eKCITO3MIIHA NPH XOpa ® IPH KyueTa NPH HHBa Ha eKCIO3HLIMSA 1107] O4aKBaHaTa npH xopa. He e
_ycraHOBeH e()eKT BEPXY PEeNpOAYKIMATa WIH QEPTHIHTETA NPH MBEXKH [PH HHBA HA eKCTIO3HIHUA
IpHGIH3HTENHO 57 IBTH OYAKBAHATA EKCIIO3HIHA NIPK Xopa. HaxoaAKHTe IIPH HKEHCKHUTE BKIIOYBAT
MPH3HALH Ha 3abaBeHa MOJOBa 3PAJIOCT, PENYLIHPAHO WM JIHIICBAINO KBJITO TAA0, HAMAIECHO TErIO Ha
MATKATa MU MaTO4HA aTpodHd npH excrio3Hiya NpHOIM3HTEIIHO €KBHBAJICHTHA HA OYaKBaHATA NPH
xopa. Habmogapann ca HaManeHd QepraluTeT | XXU3HeCTocoOHOCT Ha eMOPHOHHTE MPH KEHCKH
MMLUIKH TIpH BCHUKH TECTBAHH JO3H C HHBA HA EKCTIO3MLINA NP Haii-HUCKaTa 1038 paGmusuTenHo 10
I’ETH O4AKBAHATA €KCIIO3HLIMA TIPH XOpa.

'BpeMeHHH MHLIKH C eKCIIO3HLMA Ha AKCUTHHHO ¢a MOKA3a/I4 NIOBUILICHA 9eCTOTa Ha MaIQOPMAaIHH,
XapaKTepH3HpalllH Ce ¢ pa3lenBade Ha HeBUETO M IPOMEHH B CKeNeTa, BKINOUHTENHO 3a0aBeHa
ocHHKaiHA IPY HHBA HA SKCMO3UILMA MO/ OYaKBaHaTa NIpH Xopa. He ca npopexaan npoy4BaHus 3a
TOKCHIHOCTTA BBPXY NEPHHATATHOTO H IMOCTHATAIIHOTO pa3sBHTHE. '

TOKCHKOJIOTHIHM HAXONKH TIPH TIOOBO HE3PENH KUBOTHH

OGpaTuMa JHCTIIA3KS HA eNH(pU3HTe ¢ HAOMONARAHA IPH MHIIIKH M Ky4Y€Ta, Ha KOHTO € NMpHIiaran
aKCHTHHHG 2a Hali-Mayko | Mecell IpH HUBA Ha EKCIO3UIHA NIPUONH3UTENHO MECT IIETH IO-BHCOKK OT
OYAKBAHHTE NpH Xopa. YacTHuHo o6paTHMH 35001 KapuecH ca HabMmoJapaAH NMPH MHIIKH, TPETHPaHH
3a NoBede 0T | Mecel [PH HUBA HA eKCMO3HLHMA NMoJ00HH Ha O4aKBaHKUTE TIPH Xopa. JIpyria TOKCHHH
e(exTH ¢ BE3MOKHA 3HAYHMOCT 3a IIEAHATPHUHNTE NMALACHTH HE Ca OLIEHABAHH [IPH MIJaAH KHBOTHH.

6. ©APMAUEBTHYHM JAHHHM

6.1 CouchbK Ha NOMOUENTE BEHIECTBR
SAnpo va Tabnerkara -

JlakTo3a MOHOXHIpAT

Iemynosa, MMKpOKpHCTaIHa
Kpockapmenosa HaTpHi

MarHesues cTeapat

DUIMOBO [IOKPHTHE Ha TalleTKaTa
Xunpomenosa

JlakTo3a MOHOXHAPAT

Turanos guoxeun (E 171)
Kenezen okcnn, depses (E 172)
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TpuaueTna

6.2 HeceeMecTHMOCTH

Hempunosxumo.

_6.3 Cpox Ba rogaoCcT

3 ronuHM

6.4 Cnennaﬂnn ycaoBHg HA cmépanenne

Jla ce chXpaHABa B OpUrHHATHATA OBAKOBKA, 32 J1d Ce NPeIIa3H OT BJara.
6.5 BuaH chabpAKAHHE HA ONAKOBKATA

bmucrepu ot oPA/Anymunni/PVC/AnyvMusni, ceaspxaiin q)pmmnpaml Tabaerku. Besxa onakoska
chabpaka 14, 28, 56 wiu 60 dunmupann TabaeTku.

Ilepdopupanu exHonozosu GmucTepy OT oPA/AnyMHHnﬁ/PVCfAnyLm}mﬁ, CHOBPKAIH HUTMHPAHH
TabneTkn. Beska onakorka chabpika 56x 1 dHmMHpaHn TabIeTKH.

He BcHUKH BUIOBE OMAKOBKH MOraT Aa OBJAT IyCHAaTH Ha Tazapa.

6.6 CnenuarHm NpeANa3AA MEPKA IPA H3XBLP/ISHE H palora

HeH3NoN3BaHKAT JEKAPCTBEH MPOAYKT HITH OTIIATBYHATE MaTEPHATH OT Hero TpAOBa Ja ce H3XBBPIAT

B ChOTBETCTBHE C MECTHHTE H3WCKBAHHAL.

7. IIPATEXKATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Sandoz d.d.

Verovikova 57

1000 Ljubljana

CrnopeHHA

8. HOMEP(A) HA PAJPEIIEHHRETO 3A YIIOTPEBA

Per.Ne:

9. JIATA HA IIBPBO PA3SPEIIABAHE / IIO,I{HOBE[BAHE HA PASPEIIEHHETO 3A
YIIOTPEBA

Jara Ha ITbpBO pazpeLIapaHe:

Jlata Ha NOC/IeHO NOJXHOBABAHE!

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

01/2023
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