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KPATKA XAPAKTEPUCTHUKA HATIPOAYKTA- & 2229 [ 7 -05- 2025

1. UME HA JIEKAPCTBEHUSA ITPOAYKT

Copadenn6 Cango3 200 mg ¢puimupaHu TadneTKH
Sorafenib Sandoz 200 mg film-coated tablets

2. KAYECTBEH U KOJIHMYMECTBEH CbCTAB

Besika dunMupana Tabnerka cbabpka 200 mg copadenud (sorafenib), karo Tosunar (as tosylate).

3a MbJIHUA CITUCHK Ha MOMOILHUTE BelllecTBa BUXKTe To4ka 6.1.

3. JIEKAPCTBEHA ®OPMA
dunmMupana tabnerka.

YepBeHnKaBoO-KasiBH, KPbIJIH, ABOHHOM3NbKHANHY (PUAMHUPAHHU TaONETKH, ¢ BIUIbOHAT Haanuc “200™ ot
e/HaTa cTpaHa M 0e3 HaAMMC OT Jipyrara CTpaHa, ¢ AMameTsp Ha tabnerkara 12,0 mm + 5%.

4. KIUHHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

XenarouenyaapeH KapLuuHOM

Copadennd Canno3 e nokasaH 3a Je4eHHE Ha Xernarouelyj1apeH KapuHHOM (BXK. To4ka J.1).

bLOpeyHO-KIeThbYe€H KapLUHHOM

Copadennd Cano3 e nokasaH 3a JledeHHe Ha NAUMEHTH C HanpeaHal ObOpeYHO-KIEThYEH KapLHHOM,
KOMTO MpPEIH TOBA ca JIeKyBaHH C ajipa-uHTEpPEPOH UK HHTEPJEBKUH-2 HIIH Ca HETMOJAXOALIHN 32 Ta3H
Teparnus.

JIndepeHumpan KapuMHOM Ha LIMTOBHAHATA XKJIE€3a

Copadennd Canao3 € nokasaH 3a JI€4EHHE HaA NALMEHTH C MPOrpecupalll, JIOKATHO HanpeAHal Uid
MeTacTaTuueH, Audepenunpan (nanuaaped/gonukynaped/Hiirthle-kierb4yeH) kKapuUHHOM Ha
LIMTOBHAHATA XKJie3a, pedpakTepeH Ha paAuOaKTUBEH HOJ.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOXKEHHE

Jleyenuero cbc Copadennd Canno3 TpsadBa a ce KOHTpOJIMpa OT JiIeKap, € OMUT ¢ MPOTHBOpaKoBaTa
Tepanus.

Jo3upoBKa T —




[MpenopbuBanaTa Ao3a Copadennt Canno3 npu se3pactHy € 400 mg copadenud (ase rabnetkn ot 200
mg) JBa TbTH JHEBHO (€KBUBAJIEHTHO Ha 061na AHeBHA no3a oT 800 mg).

Jleyenrero Tp2OBa Ja NPOABIKH A0 NMOJyYaBaHe Ha KITHHHYEH ePEKT WM AOKATO CE NOABH HEMPHEMITHBA
TOKCHYHOCT.

Kopekiiug Ha J03aTa

JleueHHETO HA NOJO3MPAHUTE HEeXKeNaHH peakLiMl MOXE Jia HAJIOXKH BPEMEHHO NPEKbCBAHE UJTH
HaMaJsIBaHe Ha J03aTa IPU NEYEHHETO ChC copadeHNO.

Koraro e HeoOXoAUMO pelyli¥paHe Ha A03aTa 10 BpeME Ha JeYeHHe Ha Xenarouenyjaped KapLHHOM
(HCC) u nanpeanan 6u6peuno-knerpuen kapuuHoM (RCC), nosara Ha Copadenn6d Canzgos tpsabsa na
Obae peayuHpaHna Ha e Tabnetku ot 200 mg copadeHud eaMH MBT AHEBHO (BX.TOYKa 4.4).

Koraro e HeoOx0AHMO HaMalABaHe HA 103aTA N0 BpeMe Ha JieYeHHEeTOo Ha JUudEepeHIupaH KapiIHHOM Ha
wuToBuaHaTa Kuieza (DTC), noszara Copadernd Cangos tpabea aa ce Hamanu 10 600 mg copadenund
IHEBHO Ha HAKOJKO npueMa (aBe tabnerku ot 200 mg u equa tabaetka ot 200 mg ¢ HHTEPBAA OT
ABAHANECET Yaca MEXAy NPUEMMUTE).

AKO € Heo0OX0IHMO JOITBIIHKTENHO HaMaABaHe, no3ata Copadennd Canmgos Moxe aa ¢e Hamany 1o 400
mg copadeHnd NHEBHO Ha HAKOJIKO NpueMa (aBe tadbnerku ot 200 mg ¢ HHTEpBaAN OT ABAHANECET Yaca
MEXIY MPUEMHTE) U aKo e HeoOXOAMMO NO-HaTAaTHIUHO HaMalaBaHe 10 enHa Tabnerka ot 200 mg
BeAHBX AHeBHO. Cres mogodpeHue Ha HEXeMAaTONOMMYHUTE HEXENIAHH peakLiuy, no3ata Ha CopadeHud
Canpo3 Mmoxe Ja Obae ypenunyeHa.

ITeduampuuna nonyaayus
BesomacHocTTa 1 eduxacHocTTa HAa Copadennd Canao3 npH acua v IOHOLIH HA Bb3pact 10 18 roanHu
BCE OLI€ HE €& YCTaHOBeHH. JIMNICBAaT RaHHH.

ITayuenmu 6 cmapuecka ev3pacm
He e HeoOxoauma KOpEeKLIMA Ha 103aTa NPH JIMLA B CTAPUECKa Bb3pPacT (MalHeHTH N0-Bb3PACcTHU OT 65-
roAMiliHa BB3pAcT).

Bvbpeuno yspeacoane
He e HeoOxoaKHMa KOpEKIMA HA A034Ta NPH NALIMEHTH € JIEKO, YMEpPEHO HIIH Tex Ko Ob0peyHo
yBpexaane, HIMa JaHHU NPH MalMEHTH HA AHANNH3a (BX. TOUKa 5.2).

[IpocnenasaneTo Ha GanaHca Ha TEUHOCTHTE U €NEKTPONUTHTE NPH NALUEHTH C PUCK 34 HapyllieHa
ObOpeuna QyHKUMSA € NpenopbYHTENHO.

Yeproopobro yspegicoane

He e HeoOXxoaKMMa kopekUMa Ha A03aTa Npy nauueHTH ¢ kinac A uni B o Child Pugh (nexo u ymepeHo)
yepHOAPoOHO yBpexaaHe. HaMa aanuu npu nauuedTH ¢ kiac C no Child Pugh (texxo) uepHoapobuo
yBpexaaHe (BX. Toukn 4.4 1 5.2).

HauuH Ha 0pUioKEHHUE

3a nepopanHo NPUIOKEHHE.
[Tpenopwuga ce copadennb aa ce npunara Ha rliaJHO WK € XpaHa ¢ HUICKO KJIH YMEPEHO ChAbPXKAHKE Ha

Ma3HHHH. AKO NaLMeHTHT Bb3HaMepABa a NipYeMa Xpana, Gorata Ha MasHHHH, TabeTK padeHyQ
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TpsGBa Aa ce B3eMaT Haf-Manko 1 yac npeau Wi 2 4aca cief xpaHeHe . Tabnerkurte TpsOBa aa ce
MpHEMaT C Yaua BoJa.

4.3 IIporaBomoxa3anusd

CBpBXYYBCTBHTENTHOCT KbM aKTHBHOTO BEILECTBO HJIH KbM HAKOE OT MOMOLIHUTE BellecTBa, H30pOSHH B
TOouKa 6.1.

4.4 CoenpajHy npeaynpeXacHHs H NpeANa3AH MepKH OpH ynorpeba

JdepMaToIOrHMHa TOKCHYHOCT

KoxHa peakius pbKa-Kpak (manMapo-njaHTapHa CpHTPOAU3ECTE3NA) H 0OpHUB NpeAcTaBnaBar Haki-
YECTHTE HEXKEaHH JIEKAPCTBEHH peakLiu cbe copadeHud. OOpHBBT H KOXKHATA peakLus pbKa-Kpak ca
obukHoBeHo creneH 1 u 2 CTC (Common Toxicity Criteria — o6Ld KpUTEpHH 3@ TOKCUYHOCT), U
OOHMKHOBEHO CE NMOABABAT Npe3 MbPBUTE 6 CeIMHLN Ha neyeHue cbe copadenud. JleueHuero Ha
JIEPMAaTOJIOrMYHATA TOKCHYHOCT MOXE [a BKJIIOYBA JIOKANHO eYSHUE 3a CUMIITOMATHYHO obliexyaBaHe,
BpPEMEHHO NPEeKbCBaHe W/HIIH MPOMAHA Ha J03aTa copadeHud, KU npeKseBaHe Ha JIEHEHUETO ChC
copateHud nNpy TEXKKH U NEPCUCTUPALIH cayyaH (BK. Touka 4.8).

AHIEPTOHUSA

[MoBMILIEHA YE€CTOTA HA apTepHaliHa XUIIEPTOHHA € Habnioaapaka Npy NalMEHTHTE, TEKYBaHU CbC
copadeHud. Xunepronusra odOMkHOBEHO e 1A nexka A0 yMepeHa, NosBHIIa Ce paHo N0 BPEME Ha Kypca
Ha JieueHHe H € OHN1a NOBIHAHA OT CTAHJAPTHATA AH THXHIIEPTEH3MBHA Tepanus. KpbBHOTO Handarase
TpabBa J]a ce MOHUTOPHPA PEJOBHO H aK0 € He0OX0IMMO J1a Ce N1eKyBa, B CbOTBETCTBHE CbC
CTaHAapTHaTa KJIMHHYHA NPaKkTHKa. B ciy4yau Ha T€XKa M NepCHCTHpalla XHIIEPTOHHA HJIH
XHOEPTOHUYHU KPH3H, HE3aBUCHMO OT 3allOYHANOTO aHTHXHUNEPTEH3UBHO JieueHHe, Tpabsa Ja ce nma
NMpeABH I OKOHYATENHO NpeKbCBAaHE Ha JIEYCHHETO Che copadennd (BK. Touka 4.8).

CunzpoM Ha TymopeH ansue (TLS)
[Tpu nocTMapkeTHHroBo HabmoAeHHE NPU MAUMEHTH, JEKYBAHU CbC copadeHud, ce cpoblaBa 3a cnydyau

Ha TLS, HAKOH OT KOHTO NeTanHU. PrckoBH ¢daxkropu 3a nosea Ha TLS ca BUCOK TYMOpPEH TOBAp,
HAJTHYHE Ha XpOHHYHA OBOpeUHa HeAOCTATHbYHOCT, ONIMIYpHs, AeXUApaTalHi, XHIIOTOHHS Y ITOBUILCHA
KHCENIMHHOCT Ha YpuHarta. Te3n nauyneHty Tpsadsa ga ce HabnoaaBaT BHUMATENIHO M Ja Ce JIEKyBAT
He3abaBHO, KaKTO € KITHHUYHO MTOKa3aHo, KaTo TpAbBa fa ce 0OMUCIH XuApaTaliHs ¢ MpodHIaKTHYHA
eI,

AHEBPHU3IMH Y apTepyUanHy JHCeKalliy

Hznonspanero Ha nuxuburopu Ha mbTA Ha VEGF npu nauuenTH ¢bC und 6€3 XMnepToHus MOXe Ja
MOANOMOrHe 00pa3syBaHeTO Ha aHEBPH3MH M/HIH apTepHandy aAucekauus. Ilpeau sanousaneTo Ha
nevyexnue ¢be copadeHnd TpadBa BHUMATENHO [a €€ MIPEUEHH TO3H PUCK NPH MALHEHTH ¢ PUCKOBH
¢axTOpH KaTO XHNEPTOHHA MJIM AaHAMHE3a 33 aHEeBPU3MA.

XHNOrIUKEMUs

[To BpeMe Ha nedeHHETO ChC copadennd ce croblIaBa 3a NOHMXKABAaHE HA KpbBHATA 3aXap, B HAKOH
Cly4aH C KJIMHH4YHa CHMITOMATHKA M U3HCKBAIIlO XOCNHTANH3alM A opasn 3aryfa Ha cb3HaHHe. B




Ha KpbBHATA 3aXap NpH nauMenTn ¢ auaber TpadBa peqoBHO a Ce MPOBEPABAT, 3a Ja € MPELEH! Jau
7103aTa Ha aHTHIHA0EeTHHA 1IeKapCTBEH NPoAYy KT TpaOBa Aa Obae KOpHrvpaHa.

KpbBON3IHB

[ToBHILEH PHCK OT KPHBOM3IIMB MOXE J1a Ce MOABH el NpUoxeHue Ha copadennd. Ako HAKOM
KpBHBOH3/IHB Haara MeJMLIMHCKA HHTEPBEHLMS, CE€ NPENOPbUBA MPEKhCBAHE HA NEYEHHETO CbC

copatenud (Bx. Touka 4.8).

ChpreyHa HcxeMus U/ MIH HHQaApKT

B pangomu3dpaHo, niauebo-KOHTPONMPaHo, ABOAHO-CANO NpoyuBaHe (MpoyusaHe 1, BX. Touka 5.1)
4ECTOTATA Ha CMENIHO JICYEHHE HA ChpACUHA HCXeMHUA/MH(pAPKTH e NIo-BHCOKa B rpynara Ha copageHuo
(4,9 %) B cpaBHeHKe ¢ nnauebo rpynara (0,4 %). [Ipu npoyusane 3 (BX. Touka 5.]1) uyecroTaTa Ha
H3UCKBALMTE CIEILHO JIGUEHHE ClIyyan Ha ChpacyHa HcXeMUA/MHQapKT ¢ 6una 2,7 % npH nauHeHTH Ha
copadennd, B cpaBHeHue ¢ 1,3 % npu nnanebo rpynara. [lainentate ¢ HecTabuilHa KOpOHAPHA
apTepHanHa fonecT WM npeceH MUOKapAeH HH}APKT ca MIKIIOUYEHH OT TE3H NpoyyBaHHs. BpemenHo
MJTM MTOCTOSHHO NMPeKbCBaHe Ha JICYCHUETO ChC copadennd Tpadsa aa ce MMa NpeIBHA NPH NALHEHTH,
KOWTO Pa3sBHBAT ChbPACYHA HCXEMHA H/HIH HHPAPKT (BXK. Touka 4.8).

Y awpkaraHe Ha QT uHTEpBana

Copadennt pokaszaHo yabkasa QT/QTc nHrepsana (Bx. Touka 5.1), koeTo MoXe aa foBeae Ao
MOBHILEH PHCK OT BEHTPHKY/IApHKH apHTMHH. YioTpebaTa Ha copadeHnd 1pabsa Ja ce U3BLPILBA ¢
MOBULIEHO BHUMAHHE NPH NAUKMEHTH, KOHTO MMaT MJIH MOTaT Aa pa3BuAT yaAs/ked QTc uHTepsan, Karo
HAMTPUMED NALHEHTH ¢ BPOJECH CHHAPOM Ha yabinkeH QT uHTepBan, NalHeHTH, JEKYBaHH C BUCOKA
KyMYNaTHBHA 1034 aHTPALKUKJIHHH, TALUEHTY, IPHEMALIH ONpee/IeHH aHTHAPDHTMH YHH JICKApCTBA HUITH
ApYTU JEKAPCTBEHH MPOIYKTH, KOHTO BOIOAT IO YAb/pkaBaHe Ha QT HHTepBaia, H TAKUBA C €JIEKTPONIHTHH
HapYUIEHHs, KAaTO XHIOKATHEMHUS, XUITOKANUHEMHS HIH XHiomarHesHeMus. [1o speme Ka ynorpebara Ha
copacdeHn6 npy TakMBa nauMeHTd TpAdBA fa c€ OOMHUCIH NEPHOAHYEH MOHHTOPHHT C
eJIEKTPOKAPAHOTPAMH U €NEKTPONMTH (MarHe3ui, Kanuit, Kanuui.

Cromalno-4ypeBHa nepdopalivs

CroMauIHo-YpeBHaTa nepdopauus € HedecTo CbOMTHE, 3a KOETO ce choOllaBa npH no-Mainko ot 1% ot
MALHEHTHTE, pHemMailu copapeHnd. B Hakou Cly4yaH TORA HE Ce CBBP3Ba C HATHYHHA
HHTpaadJOMHHAJIEH TYMOP.

TepanuaTa cbe copadenud Tpadea aa ce npeycraHoBH (BX. Touka 4.8).

UepHoapobHO yBpexaHe

Hsama ganny 3a nauueHTtH ¢ kaac C no Child Pugh (Texko) uepHoapobHo yspexnaue. Tbil kato
copadeHHO ce eTMMHHUPA NPEAMMHO Ype3 YepHUA ApoDd, eKCno3nuuATa MOXKe Aa Oble NosUIleHa NpH
MALMEHTH C TEXKKO 4epHOAPOOHO yBpexaaHe (BXK.TOUKH 4.2 U 5.2).

EaHoBpeMEHHO NPHAOKEHHE Ha BapdapuH

Peaxy ciy4a Ha KpbBoTeueHus win nosuinaBase Ha INR (International Nommalised Ratio) ca

[TauueHTUTE, KOUTO NpHEMaT eHoBpeMenHo BapdapuH unu pennpoxymoH Tpabsa aa A
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peloBHO 3a TIPOMEHH B NpOTPOMOHHOBOTO BpeMe, INR HIIH 3a KIHHWYHO H3SBEHH KPBBOH3/IHBH (BX.
toukH 4.5 1 4.8).

YCnoXXHEHHA NP 3apacTBaHe Ha paHH

He ca npoBeaeHu cnenuanHy Npoy4BaHua 3a edpexra Ha copadeHnd BbPXY 3apacTBaHETO HA PaHM.
[lpenopbyBa ce BpEMEHHO NPeKbCBaHEe Ha JICYEHUETO CbC copadeHud, kaTo npeanassa Mapka npu
naLMeHTH, NPETHPIEIN FOJIEMH XHPYPrHuHU onepauuny. MiMa orpasnueH KIIHHUYEH ONHT MO OTHOUIEHUE
HA BL3CTAHOBABaHE HA NeUYeHHETO CNEed roJiEM XUPYPruHH HHTEPBEHLUMH. CAEAOBATENIHO, PELIEHHETO
1a cE MMOAHOBH JIEHEHHETO CbC copadeHud cieq rojiaMa XHpypruuia HHTepBeHUus TpsOBa fa ce
OCHOBaBa Ha KJIMHMYHATA NpeLeHKa 3a aJeKBaTHOTO 3a3paBsBaHe Ha paHaTa.

[TauMeHTy B cTapuecka Bb3pact

JloknaaBaHH ca ciayuau Ha 6bOpeuHa HeROCTATBUHOCT. TpA0Ba fAa ce UMa nNpeaBU MOHUTOPHpAHE Ha
ObOpeuHaTa QyHKLHS.

B3anMoAeHCTBUA NEKAPCTBO-NIEKAPCTBO

Buumanue e HeobXxoauMo, Koraro ce npunara copageHud cbe CbEANHEHHS, KOUTO CE
metabonnsupat/enumuunpar npeauMuo upe3 UGT1Al (nanp. npunorekan) uia UGT1A9 (Bx. Touka

4.5).
[IpenopbuBa ¢€ BHUMAHHUE TIPH €AHOBPEMEHHOTO MPHAOKEHHE € JoUETaKCeN (BXK.ToYKa 4.5).

EAHOBpEMEHHOTO NpUJaraHe Ha HEOMULIHH WK ApYTd aHTHOMOTHLIM, KOMTO MOTaT Ja NpeJH3BHKAT
3HAYHTETHH €KOJIOTHYHH CMYILIEHHA B CTOMALIHO-YpeBHaTa MUKPOQIOpa, MOTaT a 10BeAaT A0
HamansfBaHe Ha 6MoHANMUHOCTTA Ha copadeHud (BXK. Touka 4.5). Tpabsa na ce UMa NpeABHI PUCKDBT OT
HAMaieHH IA3MEHH KOHLUEHTpaUYy Ha copadeHud npeay 3aoyBaHETO HA KYpPC Ha JIeYeHHe C
aHTHOHOTHUH.

Cpob1iara ce 3a No-BHCOKA CMBPTHOCT NPH NALUMEHTH ¢ CKBAMO3HO-KJIETbYEH KapUHHOM Ha Oenug apob,
NeKyBaHH CbC copadeHnt B koMOHHALIMS ¢ XUMUOTEPANUY Ha OCHOBATa Ha niaTviHa. B ase
paHAOMH3HPAHK N3MUTBAHHA, N3CJIEIBALIM MALUEHTH ¢ HeJApeOHOKNETHYEH KapLIHHOM Ha Oesns apob B
MOArpynara Ha MauHeHTH C CKBAMO3HO-KIETbYEH KAPUHHOM, JICKYBAHH Ch¢ cOpadeHHD kaTo
AONBJHEHHE KbM NaKnuTaKce/kapbonaariu, KoeQUUUEHTHT HAa PUCK 33 o0LLAaTa TPEeXHBIEMOCT €
ouereH Ha 1,81 (95% CI 1,19; 2,74), a xaTto nonbaHeHHe KbM reMunTabun/uucnnatuH 1,22 (95% ClI 0,82;
1,80). Hama u3paszeHa npHYMHa 3a CMBPTHOCTTA, HO ca HabMmoJaBaHy No-BHCOKa yecToTa Ha OenonpobHa
HEAOCTATbYHOCT, XEMOParuH 1 HHPEKIMO3HU HEXENTaHH PEAKLUNH TTPH NTALIMEHTH, NEKYBAHHU ChC
copadennb kaTo A0NbIAHEHHE HA XHMUOTEPaNHK Ha OCHOBATA HA MNATHHA.

CneundHuHy NpeAYNDEXACHHE B 3aBUCUMOCT OT 3ab0NIABaAHETO

Luppepenyupan xapyurom na wumoesuonama sxcnesa (DTC)

[Ipenu 3amoYBaHe HA NCUYSCHHUETO, CE NPENOPDLYBA NEKAPHUTE BRUMATENHO Ja OOMHUCAAT NporLo3ara 3a
BCEKH OTAES/EH NalMeHT, OLleHABaHKHU MaKCUMANHUA pa3Mep Ha nesusdra (Bxk. 3.1), CHAMIITOMHUTE,
CBbp3aHH ¢ DOJECTTa H CKOPOCTTA HA NMPOrpecHs,




NalHEHTHTE € MPEKbCHATA TEpanuaTa, a Mpy 35% e uMano HamansBaHe Ha J03aTa Olue npe3 UMKBI 1 oT
nedeHHeTo cbe copadennd.

HaManssaHeTo Ha J03aTa € KMaIO CaMO YacTHYEH ycnex 3a obnexvyaBaHe Ha HexenanuTe peakuuu. 1o
Ta3x MPHYKMHA CE MPENOPBHHUBAT MOCIEABALIM OLEHKH Ha 110/13aTa U PUCKOBETe, KaTO C& OTYHTAT aHTH-
TYMOPHATA AKTUBHOCT U IOHOCUMOCTTA.

Kpveousnue npu DTC
IMopaa# NOTEHIMANHHUSA PHCK OT KbpBeHe, HHQWITPALMA B TpaxeaTa, OpOHXHTE M XpaHonposo/a TpAOBa
1a Obje NIEKyBaHa ¢ NOKANHA Tepanus Npean npunarae Ha copadenub npu nauuentu ¢ DTC.

Xunoxanyuemua npu DIC

I1pu u3nonssane Ha copadeHud npu nauneHTH ¢ DTC, ce npenopbuisa BHHMATENHO NMPOCACAABAHE Ha
HUBOTO Ha KanuHa B KpbBTa. [IpH KIMHUYHH M3MHTBAHHA, XHIOKANIHEMMATA € OuIa no-4yecTa u Mno-
Texkka npu naunentH ¢ DTC, ocobeno ako ca KMaiM aHaMHe3a 3a XHIloNnapaTHPEOHIN3bM, B CPABHEHHE C
MaUHEeHTUTE ¢ ObOPEUHO-KIETHYEH WM XeNaToLeNyapeH KapuHOM. XUNoKaIuMeMus crened 3 u 4 €
HACTBIINJIA CHOTBETHO NpH 6,8% 1 3,4% ot nexyBanuTe cbe copadenn6d naunentd ¢ DTC (Bxk. Touka
4.8). Heo6x0auMa e KOpeKLMa Ha TeXKaTa XHIIOKATLHMEMHA, 32 JIa C€ MPEeAOTBPATAT YCIOXKHCHUA KATO
yabkasaHe Ha QT-unTtepsana wiH torsade de pointes (Bx. Touka "Y ab/okaBaHe Ha QT").

IHomucxane na TSH npu DTC
B npoyusaHe 5 (8x. Touka S.1) ca Habnozapanu nosuieHHa Ha HuBara Ha TSH nHan 0,5 mU/l npu

MalUeHTH, JIeKyBaHH che copadenu®. [Tpu usnonssade Ha copadennd npu nauuentu ¢ DTC, ce
npenopbyBa BHUHMATENHO NpociemiBade Ha HUBOTO Ha TSH.

bbOpeyuno-kiemvyeH KapyuHoM

[MauueHTH OoT NporHocTHYHaTa rpyna ¢ Bucok puck no MSKCC (Memorial Sloan Kettering Cancer
Center) He ca OWJIM BKNIOYEHH B KIHHHYHO npoyqsaHe ¢aza lII mpu 6p0peuHo-KIIeThYEH KAPLHHOM (BXK.
npoyuBade 1 B Touka 5.1), ¥ NpY Te3H MALHEHTH HE € OLIEHABAHO ChOTHOLICHHUETO MON3a~PUCK.

HHQOQM&LU,HH 34 NOMOILIHUTE BELIECTRA

Copadenud Cannos cbabppika HaTpHH,
Topa nexapcTBo Chabpia no-Manko ot 1| mmol Harpu#t (23 mg) Ha 1038, T.€. MOXE Ja Ce Kaxe, 4
NPaKTHYECKH HE ChAbPKA HATPHH.

4.5 B3anMoae#cTBHE ¢ APYTH JIEKAPCTRBEHH OPOAYKTH H APYTH GOpMH HA B3JaAMOJEHCTBHE

HMuaykTopH Ha MeTabONHTHH eH3UMH

[TpunoxkeHHeTo Ha pudaMIHLKH 338 S5 IHH TIpeH NIPUJIOKEHHETO Ha €IHOKPATHA 1032 copadeHnd BoAH
cpeano a0 37 % peaykuus Ha AUC Ha copadenn6. Camo nHxykTop Ha CYP3A4 akTHBHOCT H/MAH
IJIIOKYpOHHpaHe (Hamnp. XbJIT KaHTApHOH, GEHUTOKH, KapbamazenuH, ¢peHobapOuTan U AeKCaMeTasoH )
MOTraT ChILO Aa MOBUIIAT MeTaboIM3Ma Ha copadeHud B 1o TO3M HA4YKH J1a MOHHXXAT KOHLEHTPALIMHUTE

MY.

Muxuburopu Ha CYP3 A4




KIMHHYHHTE $apMaKOKHHETHYHH B3auMoJeicTBHA Ha copadenud ¢ naxuburopu Ha CYP3A4 ca manko
BEPOSATHH.

Cy6crparn Ha CYP2B6, CYP2C8 u CYP2C9

Copadennd unxudupa in vitro CYP2B6, CYP2C8 n CYP2C9. Benpeku ToBa, B KIHHHYHH
hapMaKkOKHHETHYHH U3NHTBAHHA eJHOBPEMEHHOTO MpPHIIOKEHHe Ha copadennd 400 mg nBa NbTH
nHeBHO ¢ nuKnodocdhamua, cyberpar Ha CYP2B6, unu ¢ naknurakcesn, cyScrpar na CYP2CS8, He Boau
10 KJIHHHYHO 3HauMMo UHXHuOupaue. Tesn naHHM nipeAnosarat, ye copadeHnd B npenopbuMTENHaTa 032
400 mg nBa MbTH AHEBHO He MOXe na 6bae in vivo HHxubutop Ha CYP2B6 unn CYP2CS.

B nombiHeHHE, EMHOBPEMEHHOTO NiedeHHe cbe copadeHub U BapdapuH, cyberpar Ha CYP2C9, e Boau
no usmerenne B cpernoto PT-INR (Prothrombin Time-International Normalised Ratio), B cpaBHEHHE C
nnane6o. CnenoBaTenHo MOXKE Aa CE 0YaKBa, PHCKBT 3a KIMHUYHO 3HAYHMO 7 vivo HHXHOHpaHe Ha
CYP2C9 ot copadennb na 6b1e HUCHK. Bee nak npu nauneHTH, npueMainy Bapdapit wim
dennpoxymoH, INR TpaOBa na ce mposepsaBa peIoBHO (BX. TOUKA 4.4).

Cy6ctpatu Ha CYP3A4, CYP2D6 u CYP2C19

EnHOBPEMEHHO MpHIIOKEHHE Ha copadeHnb H MUAR30NaM, AEKCTPOMETOPGhAH HITM OMENpa3o, KOUTO ca
cyberparu Ha nuToxpoMu CYP3A4, CYP2D6 u CYP2C19, cboTBeTHO, He OBNHABA EKCIIO3HLHATA Ha

Te3u NpoAykTH. ToBa Noka3Ba, ue copadeHHd He € HUTO HHXMOMTOP, HHTO MPOAYKT, KOATO NOBHINABA
aKTHBHOCTTA Ha Te3H LUTOoXpoM P450 nsoensumu. CnenoBaTenio, KIHHHYHOTO GAapMAKOKHHETHYHO
B3auMOfelicTeHe HA copadeHnd cbe cybcTpaTHTe Ha T€3H €H3NMH Ca MANIKO BEPOATHM.

Cybcrpatu Ha UGT1Al u UGT1AS

In vitro copadenud Huxubupa rmoxypodupaneto 4pes UGT1A] u UGTIAY. KnuHU4HOTO 3HaUeHHe Ha
TO3H (PaKT HE € H3BECTHO (BXK.NMO-J0NY ¥ TOUKa 4.4),

In vitro npoyuBanus Ha CYP eH3MMHa HHAYKLHA

AxtuBHoctta Ha CYP1 A2 u CYP3 A4 He ce npoMeEHs cliel Jie4eHHe Ha KYITHBHPAHH YOBELUKH
XEeMaTOLUTH Che¢ copadeHnd, KoeTo Moka3Ba, Ye € Manko BeposTHO copadeHnd na unayunpa CYP1AZ u
CYP3A4.

P-gp-cyGcrpary

In vitro e nokasaHo, uye copadgeHnd HHXUOHpa TPAHCIIOPTHUS HPOTEHH P-TIIHKONPOTEHH (P-gp).
[MoBulIeHHTE MIa3MEHH KOHLIEHTpaLHuM Ha cyOcTpaTd Ha P-gp, xaTo AMrOKCHH He MOraT Jla ce H3KJIIo4ar

MpH €AHOBPEMEHHO JIEYEHHE ChC copadeHud.

KoMOHHaIHA ¢ ApYrd aHTHHEONJIACTHYHU CPEACTBA

B kiuHH4HM npoyuBaHus copadeHnO e npunaral ¢ LIMPOKa raMa ApyrH aHTHHEOIIACTHYHH CPeACTBa C
TexHuTe 0OHYaliHH AO3HPOBKH, BKIIOYHTEIHO reMUUTaduH, LMCIIJIATHH, OKCAHIUIATHH, NaKJIHTaKCeN,
KapGONIaTHH, KaneyuTabuH, JOKCOPYOHULMH, MPHHOTeKaH, Jouerakcen U uuknogocdamua. Copadenntd
HAMA KJIMHUMHO 3HAYUM edheKT BbpXy $apMaKkOKMHETHKaTa Ha reMUHTaOMH, LIMCIIJIATHH, KapOOIjIaTHH,
OKCAJHILIATHH WK LHHKIodochamMun.

[TaxuTakce/l/kapOoniaruH




0 [TpunoxeHueTo Ha makiuTakcen (225 mg/m®) u kapbonnatna (AUC = 6) cuc copadennd (< 400
mg ABa MbTH JHEBHO), ITPUIOKEHH € 3-THEBHO NTPEKBCBAHE Ha NMPUIIOKEHUETO Ha copadeHud (aBa
IOHH NPESOH H eHH ClIe] NPHIOKCHUE Ha NaKnuTakce//kapboniaTHH), He BOJAT 10 3HAYUTENCH
edext BbpxXy papMakOKHHETHKATA Ha NaKINTaKCel.

O EqHOBpeMEHHOTO IIPHIIOKEHHE Ha MaKIHTaKeen (225 mg/m’ BeAHbXK Ha BCEKH 3 CEAMHLM) H
xapbomnatd (AUC=6) cbc copadpennd (400 mg aBa nbTH AHEBHO, 6€3 IpeKbcBaHe HA NIpHeMa)
BoaM A0 47% yBelHYEHHE HA €KCIO3ULUATA Ha copadeHud, 29% ypenuueHHe Ha eKCIIO3ULIUATA
Ha nakauTakcen U 50% yBenuueHHe Ha eKCrmo3uLuaTa Ha 6- OH maxknuTakce.

q)ﬂpMﬂKUKHHETHI{ﬂTa Ha K&pﬁﬂl’[ﬂﬂTHH HC CC [1OBJIHABA.

Te3un gaHHH MOKA3BAT, 4Ye He € HeoOX0AHMa KOPEKIIHA Ha A03aTa KOraTto MakjIMTakcen H KapOomnjaTuH ce
IpHUaraT e AHOBPEMEHHO Cbe copaderusd ¢ 3-IHEeBHO NPEKBCBAHE HA NMPHIOKEHHETO Ha copadeHud (apa
AHH NIPERH H €OUH Clel NPUNoKEHHe Ha NaknuTaxcen/kapdonnatiu). KTMHUYHOTO 3HAYEeHUE Ha
YBENHYEHUETO Ha EKCIIO3UIHATA Ha copadeHUd K naKnauTaKkces, NpH € JHOBPEMEHHOTO NPUIOKEHHE CbC
copadennd Oe3 npexbcBaHe Ha MpHeMa, He € H3BECTHO.,

Kanenuradbnu

EnHoBpeMEeRHOTO NMpUNoXKeHHe Ha KaneyuTabun (750-1050 mg/m? aBa MbTH AHEBHO, AHYM 1-14 Ha BcekH
21 nuu) u copadenud (200 unu 400 mg aBa NBTH JHEBHO, MPOABILDKUTENHO HENPEKBCHATO NIPUNOKEHHE)
He BOJM A0 3HAYMTEIHA MPOMAHA B eKcno3uuuaTa Ba copadenud, Ho soau o 15-50% yBenuyuenue Ha
eKxcno3uLuATa Ha Kaneuutabul u 0-52% yeennyenue Ha ekcno3duuaTa Ha 3-FU. KanHugHoTO 3HAYEH He
Ha Te3H MAIKH /10 YMEPEeHH yBeNIHUYeHHA Ha eKCIIO3ULUATa Ha kaneuuTabuH 4 5-FU npu egHoBpeMeHHO
npunoxeHue ¢ve copadennd He € N3BECTHO.

Hokcopybuuyn/MpuHoTeKkas

EnHoBpeMeHHOTO Je4yenne ¢bve copadenud soau ao 21 % ysenuyasane Ha AUC Ha aokcopyOHLIUH.
KoraTo ce npunara ¢ UypMHOTeKaH, 4MiiTo aktHBeH MeTabonnut SN-38 ce Merabonusupa upes UGTI1AI

HHKBI, HMa 67 - 120 % yBennuenune Ha AUC Ha SN-38 1 26 - 42 % ypenuyenue Ha AUC Ha
MPHHOTEKAH. KIIMHUYHOTO 3HAYEHHE HA TE3W AAHHU HE € U3BECTHO (BX. TOUKa 4.4).

EDLI,BTHKCEJI

Houetaxcen (75 unu 100 mg/m’, npunoxeH eJHOKpaTHO Ha Beekd 21 IHM), KOraTo ce npujiara
eIHOBpEMEHHO ¢bC copadernd (200 mg aa mpTH AHeBHO MM 400 mg ABa MbTHU JHEBHO, IPHIOXKEH Ha
neH 2 npe3 19 ot 21-agHeBeH UUKDBA € 3 JHEBHO NPEKbCBAHE HA NPUIOKEHHUETO, OKONO NPUIOKEHHUETO HA
noluerakcen), Boau 1o 36-80 % ysenuueHue Ha AUC Ha gouerakcen U 16-32 % nobuiuasade Ha Cpax HA
nouerakceln. IIpenopsusa ce BHHMaHue, Korato copadgeHud ce npunara eqHOBPEMEHHO ¢ IOETAKCEN
(BXx. TOuka 4.4).

KomOuHallus ¢ ApYry cpelacrea

Heomuyun
EnHOBpeMEHHOTO NPUAraHe HAa HEOMHLMH, HECHCTEMHO aHTHMHKPOOHO CPEACTRO, H3MON3BAHO 32

YHHINOXKABaHe HA CTOMalUHO-YpeBHaTa (Ppiopa, BOAU A0 B3aUMOACHCTBUE ¢ CHTEpOXENaTanHus I(p’b[‘OBpaT
Ha copapeHn®d (Bx. Touka 5.2, Merabonu3sM U eNUMHHHpaHE) 4 B pe3yJITar Ha TOBA A0
eKcno3Hius Ha copadennd. Ipu 3apasu noSpoBonuy, NeKyBaHH € S-AHEBHA CXEMA H
CpelHaTa €KCno3uling Ha copadeHnd Hamanasa ¢ 54%. EdektHTe Ha ApYyru aHTHOH




Npoy4BaHH, HO BCPOATHO ILUC 3aBHCAT OT TAXHATA cnocobHOCT na B3aMMOACHACTBAT C MHUHKPOOPIraHH3IMHTC
C TMOKYpPOHHAa3Ha aKTHBHOCT.

4.6 @epraauTer, GpeMEeHHOCT H KbPMeHe

BpeMeHHOCT

JIunceaT ganHu OT ynotpebara Ha copadeHud npu OpeMeHHH xkeHU. [IpoyyBanusTa NMPH XUBOTHH
MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT, BKIKOYHTENHO MandopMaliii (BXK. Touka 5.3). [1pu nisxoBe e
Ioka3aHo, e copadeHnd u HeropuTe MeTaboNHTH TPeMUHARAT Npe3 NNIALlEHTATa U ce oyakBa copadeHub
Na NPHYHHH yBpexaamHn edektn sbpxy nnoga. Copadenud He TpaOBa Aa ce U3MO/I3Ba 10 BpEME Ha
6pEMEHHOCT, OCBEH aKo He € abCONIOTHO TOKa3aH, Clie] BHUMATENHO 00ChX)IaHe Ha HeoOX0AMMOCTTa 32
MalKara ¥ pUCKa 3a mioja.

Keun ¢ gereponeH noteHuuan Tpadsa Aa W3NoN3BaT &peKTUBHA KOHTPALCIILHA MO BPEME Ha TEHEHHETO.

KnpMeHe

He e u3pecTHO panu copadennb ce ekckperdpa B KbpMara. [1pu xuBoTHH copadeHud wnim Herosure
MeTabOoJINTH c€ EKCKpeTHPAT B MIAKOTO. Tbil KaTo copadeHud MOxke Aa YBPEAH pacTeka H pa3BUTHETO
HA HOBOPOJEHOTO (BX. Touka 5.3), )keHuTe He TpAOBaA 1a KbpPMAT 10 BPEME Ha JICYEHHETO CbeC copadeHud.

DepTUIHTET

Pesyntatime OT Nnpoy4YBaHHA NPH XXMBOTHY MOKA3BaT, Y€ copadeHud MOKe 1a yBpeau MBXKUA H
KEHCKHA PepTHANTET (BX. TO4YKa 3.3).

4.7 EdexTh BBpXY cnocofHoCcTTA 32 modupane H pabota ¢ MAIIANH

He ca npoBexnanu npoyysaHii 3a epekTuTe BhpXY cnocofHocTTa 32 wodupaHe ¥ paboTta ¢ MalllMHY.
Hsama nokasareiacTso, ye copadeHud nopauasa cnocoOHOCTTA 3a odupane U paboTa ¢ MalllUHM,

4.8 Hexe1aHH JJeKAPCTBCHH pPeaKOHHA

Haii-saxxHHTE CEpHO3HY HEXEIAHN PeaKiiui ca MROKApACH MHPApPKT/UCXeMHA, CTOMALIHO-UpEBHA
nepdopalud, HHIYHKPAH OT JEKAPCTBOTO XENATHT, KPbBOH3IIUB U XUNEPTOHUS/ XUNEPTOHHYHH KPH3H,

Haii-uecTHTE HEXENaHHW PEaKIMH, CBBP3aHH C IEKAPCTBOTO ca AHApHA, yMOpa, alonelus, HHpek U,

KOKHa peaKu s pbKa-Kpak (ChOTBETCTBA Ha CHHAPOM Ha [alMapo-Ij1aH TapHA ePUTPOIU3ECTE3UA MO
MedDRA)u 06puB.

Hexenanure pe€akLUHH, JOKJIaIBaHH B MHOI'O KIIHHUYHH H3IIKTBAHHUA HIIH [1O BpCMC Ha
NOoCTMapKETHHIOBATA }’HOT[J35E, €4 NpCACTAaBCHH NTO-40J1Y B tabavua I, MoApCAcHH 10 CHCTCEMO-OpPIrdHHaA

iacupuxauus (MedDRA) n yecrora. YecroTaTa ce onpenens kato: MHoro 4ecth (= 1/10), uectu (=

1/100 go <1/10), Heuectu (=1/1 000 no <1/100), penku (==1/10 000 no <1/1 000), c HeusBecTHA YeCTOTA
(OT HANWYHHTE JAHHW He MOXKe Ja Obi¢ HanpaBeHa OLICHKA).

[IpH BCAKO rpynMpaHe B 3aBUCUMOCT OT YECTOTATA, HEXKENAHHTE IeKApCTBEHU PEaKlUH ce H30posaBar B
HU3XOJAALL peA Mo OTHOLIEHWE Ha TAXHATA CEPHO3HOCT.
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Tabauna 1: Bcnukn HexeJIaHH JIEKAPCTBEHH peaKiHH, 10K/JIaIBAHH B MHOI0 KJIHHHYHH

H3NMHTBAHHA HJIH IO BPEME HAa NOCTMAPKETHHIOBaTA ymrrpeﬁa

Cucremo- MHoro YecTu Heuectu Penku C HeusBecTHa
OPraHeH Kjiac | 4ecTH 4yecToTa
Uudexuuu u uHpekuus | GoAMKyIUT
HWHGecTaumm
Hapywenus NUM(ONEeH | JEeBKOMEHHH,
Ha KpbBTa U U HEYTPOIEeHHus,
nuM@Hara aHeMMH,
cucTeMa TpoMOOLUTOE-
E= HUS
Hapywenus peakuMH Ha aHrHoe1eM
Ha UMyHHaTa CBPbX4YBCTBH-
CHCTEMA TEJIHOCT
(BKJIFOUBALLH
KOXHH
peakiuH U
ypTHKapHs ),
aHa(uJIaKTHY-
Ha peaKkLms
Hapyumenus XHUNOTHUPEOUU- | XUNEPTHPEOH-
Ha 3bM AU3bM
eH/IOKpHHHATa
CUCTEMA
Hapywenus aHOpeKCcHd, | XHUMOKaJILue- nexuaparaums CMHJPOM Ha
Ha XHI10- MU, TYMOpPEH
merabonmnamMa | docdare- | Xunokanue- JIU3UC
M XpaHEHETO MU MU,
XHIOHATpHUE-
MU,
XHUITOTrJIMKEMH S
[TcuxXu4HU aernpecus
HapyIlIeHHs
Hapyenus nepudepHa obpatuma Enuedanona-
Ha HepBHaTa CETHBHA 3a/lHa THA®
cHCTEMA HEBpPOMaTHs, NeBKOeHUe(al
_ AUCrey3us ornarus*
Hapywenus [IyM B YLIUTE
Ha yXOTO H
nabupHHTa
Copaednu 3aCTOHHA Y nbnkaBa-
HapylueHHus Cbp/le4yHa He Ha QT
HEA0CTaTbYHOCT
*'J
MHOKap/IHa
HUCXEMUS U
HHpapkT* -




CbaoBH KpbBOHU3- dnar XHNEPTOHHYHH aHEBPH3MH U
Hapy leH U JIUB Kpu3u* apTepHAJIHH
(BKJIKOUMTE M CEKLIUHU
JIHO
CTOMALIHO-
ypeBeH*,
JUxaresieH
TpakT* u
MO3BbYEH
KPbBOHU3-
UB*),
XHUMNEpTO-
%= HUS
PecriuparopHu Xpema, CuOuTHS,
, TPBAHH H auchoHus noaoOHH Ha
MEOUacTHHAIIH MHTEPCTULIHA-
H HapyIlUECHHSA Ha OenoapoOHa
oonect*
(MHEBMOHHT,
pagdaluoHEeH
MTHEBMOHMHMT,
OCTBP
pecrnuparopeH
= JUCTPEC U JP.)
Cromaiso- aMapms, CTOMATHUT MaHKpeaTur,
YpPEBHHU rajicHe, (BKJIOYUTEJIIHO | TFacTpHT,
HapylIEHHUA MOBpbLIA- | CyXOTa B ycTara | CTOMAILHO-
He, H TJIOCOMHUA B | YPEBHHM
3areK e3MKa), neppopauuu*
JINCTencus,
nucdarus,
racTpo-
e3odareanen
e pedaykc
Xenaro- NOBULLIABAHE XEIaTHT,
OunuapHu Ha WH Y LIHpaH
HapylueHus onnupybuHa M | oT
XbJITEHHLA, JIEKapCTBO-
XOJIELIUCTHT, TO*
XOJIAHTUT
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Hapyuenus CyXa KOXka, | KepaToakaHTOM/ | eK3ema, JIEPMATHT B
Ha Ko)Kara 1 o0puB, CKBaAMO3HO- epuTeMa pe3yJTar Ha
MOAKOXXHAaTa aoneuus, | KjieTb4yeH MyJTudopme paauanoH
ThKaH KOXHA KapLUHUHOM Ha Ha MaMmer,
peakLus KOXarTa, CHHIPOM Ha
pbKa- ekchoaTUBEH Stevens-
Kpak™**, JIEPMaTHT, Johnson,
epuTeMa, aKHe, JIEBKOLIUTO-
CbpOex JeCKBaMallus Ha KJIaCTHYEH
KOJKaTa, BaCKYJIUT,
XHIepKeparo3a TOKCHYHA
enuaepmall
Ha
it HeKposn3a*
Hapymenus apTpaiarus | MUaIrus, pabaoMuON
Ha MYCKYJIHO- MYCKYJIHH H3a
CKEJIECTHATa crnasmMH
CHCTEMA H
ChbEeAMHHUTENIHA
-TaTBKAH
Hapyiuenus OBbOpeyHa HedpoTu-
Ha 6b0peuuTe HEJJOCTATbYHOCT YeH
¥ THKOYHUTE , CHHIPOM
MbTHINA [MPOTEUHY pUsl
Hapywenus €peKTHJIHA rMHEKOMAacCTHA
Ha AUCHYHKLMUS
BBH3MPOU3BOAH
TCIIHATa
CUCTEMA H
rbpaara
O61u yMOpa, ACTEH M,
HapyumeHus 1 | 6oJsika rpunonoaobHo
e(eKTH Ha (BkmouuTe | 3abonsBaHe,
MSACTOTO Ha JIHO YCTa, Bb3aJleHue Ha
[IPUJIOXKEHHE KOpEM, JIMraBULIUTE
KOCTH,
TYMOpHA
0o0Jika
riaaBodosine
),
TeMIiepary-
pa
Hscneapanus | HamansBa- | npexoaHo NMpPeXoaHO
He Ha MOBMIlIABaHE HA | NMOBHIIABaHE
TEIEeCHOTO | TPaHCAMHHA3W- | HA ajJKajlHara
TEerJo, TE ¢ocdarasza B
NOBHULIEHA KpPbBTa,
aMHJ1a3a, MaToJIOrHYeH = i
NMOBHILIIEHA INR, /:—;:'f'_
nunasa NaToJIOTMHYHO [/ &




NMpoTpoMOUHO-
BO BpeMe
" HexxenaHuTe peakijii MOraT Jla MMarT )XMBOTO3acTpaluaBall ik ¢araneH usxoa. Takupa
CbOMTHSA ca WM HEYECTH, UJIK MO-PEJKH OT HEYECTH.
e KoxHara peakuus pbka-Kpak CbOTBETCTBA HAa CHHAPOMA Ha najiMapo-njaHTapHa
epurpoausecte3ns B MedDRA.
° Cnyuau ca JIOKJIaJBaHH clie]] pa3pelaBaHeTo 3a ynorpeoa.

JonbJHUTENHA HHGOPMALIMS OTHOCHO M30paHH HEXENaHH JIEKapCTBEHH peakinu

3acmoiina cepoeuHa HedoCmamvbyHOCMm

B KIMHMYHH NpOyYBaHHs, CIIOHCOPHPAHH OT (pUpMaTa, 3aCTOHHA Chbp/IeYHA HEOCTATBYHOCT Ce
choOlaBa KaTo HexxenaHo chbuTue npu 1,9% oT nauuMeHTUTe, JieKyBaHH cbe copadeHud (N= 2276). B
npoyusaHe 11213 (RCC) Hexenanu cbOMTHA, CbOTBETCTBALLM HA 3aCTOHHA Chp/A€YHA HEAOCTAThYHOCT,
ca gokaanasaHu npy 1,7% OT nauueHTuTe, JieKyBaHu cbC copapeHun0, u npu 0,7% npu nonyvyaBauure
maie6o. B npoyusane 100554 (HCC) npu 0,99% ot nekyBanuTe cbe copadenud u npu 1,1% ot
moJiy4aBauiure rianedo ca cboOLIEHH TaKUBa CHOMTHA.

Jlonvanumenna ungopmayus 3a cneyuaitHu nonyiayuu

B KIMHWYHH U3MKUTBAHUA, HAKOU HEXEJIaHM JIEKAPCTBEHH pPeaKkLMM KaTO KOXHa peakiius pbKa-Kpak,
NMapus, aJionelys, HaMausiBaHe Ha TeJIECHOTO TErJIo, XUMEPTOHHSA, XUIOKAILIHEMHUS, H
KepaToakaHTOM/CKBaMO3HO-KJIETbY€H KapLIHHOM Ha Ko)kara ca Ha0/10JaBaHH CbC 3HAYMTEIIHO M10-T0J1sIMa
4eCTOTa MPH MaLHEHTH ¢ AudepeHpaH THPEOHIEH KapLIMHOM B CPaBHEHHE C MALMEHTHTE OT
Npoy4BaHus 3a ObOPEUHO-KIETHYEH HIIH XEMaTOoLENy /IJapeH KapLIHHOM.

OtkinoHeHus B naboparopHute uscaeasanuns npu nauuedTy ¢ HCC (npoyuane 3) u ¢ RCC (npoyuBaHe

1)

MHOTr0 4ecTo ca J0K/aABaHy nopuineHa aunasa u amunasza. CTCAE 3 wnu 4 creneH noBUIIEHH
CTOMHOCTH Ha aMnaszara ca ce nossuiau npu 11 % u 9 % ot nauueHTHTE B rpynara cb¢ copagenmo,
cvotBeTHO, npu npoyusane 1 (RCC) u npoyusane 3 (HCC), B cpaBHeHHEe ¢bC 7 % M 9 % OT NaLHEHTHTE
B rpynara Ha niane6o. [ToBuwenu croitnoctn Ha amunaszata CTCAE 3 wiu 4 crenel ca ce NOSBHIIH NPH
1 % u 2 % OT nmaLMeHTHUTE B rpymnara cbc copadeHuO, CbOTBETHO, NPH NpoyyBaHe | U npoyysaHe 3, B
cpaBHeHUe ¢ 3 % OT MalUKMeHTHTE BbB BCsKa Mu1anedo rpyna. KIMHHYHHUAT MaHKpeaTHT € JOKJIaJBaH NpH
nBama ot 2-Ma ot 451, nekyBanu cbe copadenud naunentu (CTCAE 4 crenen) npu npoyusase 1, 1 ot
297 nauueHTH JekyBaHH cbe copadenn® npu npoyusane 3 (CTCAE 2 crenen) u 1 ot 451 nauueHTH
(CTCAE 2 crenen) B rpynara ¢ njauedo B npoy4sase 1.

XunodocdaremMusaTa € MHOro Yecta n1abopaTopHa Haxozka, HaOronaBaHa npu 45 % u 35 % ot
JieKyBaHHUTe cbe copadenud nauueHTH B cpaBHeHue ¢ 12 % u 11 % ot maumenTuTe B rpynara Ha
niaauebo, CbOTBETHO, NpH npoyusBane | u npoyusane 3. Xunodocharemus CTCAE 3 crenen (1 —2
mg/dl) npu npoyusane | ce e nosiBuaa npu 13 % OT nauMeHTHTE, JIEKyBaHH CbC copadennd 3 % ot
MalMEeHTUTE B rpymnara Ha nauedo, a npu npoyusase 3 npH 11 % oT nauMeHTUTe JIEKyBaHH CbC- —
copadennd u 2 % ot naiueHTHTe B rianebo rpynara. Hama ciayvan Ha xunodocharemus ﬁTCAE'4

/7 > \
crenel (< 1 mg/dl), cbobiuenn B rpynara cbe copageHud i rpymnara ¢ riiauedo npu npoy4sane. -y | R\




cnyuyaii B nnaue6o rpynara npu npoyusane 3. ETvonorusrta Ha xunogocdaremMunra, CBbp3aHa cbC
copapeHud He e U3BeCTHA.

I[Tpu CTCAE 3 cteneH uiu 4 creneH ca HabnoaaBaHu OTKIQHEHNS B N1abopaTOpHUTE NOKa3aTeNy NIpy =
5 % OT MauUNeHTUTE, JIEKYBAHH ChC copadeHHO, BIIIOUHTENHO TUMPONEHKHS U HEYTPONEHHS.

XunokanuueMus e JoknaasaHa npu 12% u 26,5% OT nauMEHTUTE, TEKYBAHHU CBC CopadeHud, CPaBHEHO ¢
7,5% n 14,8% npu naynesTuTe Ha nialebo, CLOTBETHO B NPOYUYRaHe | W [pH NMpOyuBaHe 3.
MHO3HHCTBOTO A0KIAABAHH Cy4Yad Ha xunokanuueMus ca HUCHK Knac (CTCAE 1 v 2 ctenen). CTCAE
3 cteneH xunokanuueMus (6,0 — 7,0 mg /dL) ce nabnropapa npu 1,1% u 1,8% 0OT nauueHTUTe, NEKyBaHH
¢be copadenud, v npu 0,2% u 1,1% ot naunenture B rpynarta Ha nnauebo, a CTCAE 4 creneH
xunokanuueMus (< 6,0 mg/dL) ce Habnrogasa 1,1% u 0,4% oT nauueHTHTe, NEKYBaHU CbC copadeHud, U
npu 0,5% u 0% oT nauveHTHTE B rpynata Ha njauebo, cboTBETHO B npoyusaHe | v 3. ETvonorudra Ha
XMIOKANUHEMHUATA, CBbP3aHa ChC copaPeHud, HE € H3BECTHA.

[Tpu npoyuBanus 1 u 3 ce nabmogasa noHUXEHHE Ha Kanus NpH cxoTBETHO 5,4% u 9,5% oT nauueHTHre
Ha NieueHne cbe copadpeHUO B cpaBHeHuE ¢ 0,7% u 5,9% ot nauuenTuTe Ha naauedo. [Torewero ot
chOOIABaHUTE Cllyyan Ha xunoxkanuemus ca ¢ Hucka creneH (CTCAE 1 crenen). Ilpu 1e3m nmpoyuBaHus
xnnoxkanuemMua CTCAE 3 crenen ce pazsua npu 1,1% # 0,4% OT nauneHTUTE Ha NeYEHUE CbC
copadennd u npy 0,2% u 0,7% ot nauneHTHTE B rpynara Ha maauebo. Hama cuobuienus 3a
xunoxkanuemus CTCAE 4 crenen.

OTKa0HeHHs B nabopaTopHUTE noKasartesH npu naiuedtH ¢ DTC (npoyuBane 5)

3a XxunokaaiHemMHs ce Crobwana npy 35,7% or nauUeHTHTE Ha NeueHue Cbe copadeHud B CpaBHEHHE ¢
11,0% ot nauueHTHTE Ha Nnauedo. ITopedyeto OT CHOOUICHUATA 3a XUMTOKAILHEMHUSA Ca 34 HUCKOCTENEHHA
Takasa. Xunokanuuemus crenel 3 no CTCAE ce e pa3suna npu 6,8% 0T nauueHTuTe, IEKYBaHH ChC
copadenud u npu 1,9% oT nauueHTHTE B rpynara Ha naauebo, a xunoxanuvemus crenecH 4 no CTCAE
ce € pa3Buna npu 3,4% oT nauKeHTUTe, NeKyearu cbe copadeHud u npu 1,0% oT nauHeHTUTE Ha
niauebo.

Hpyru KJIMHWYHO 3HaYUMH OTKIIOHEeHHS B NabOpaTOPHUTE MokasaTeny, HabjloAaBaHu B npoy4BaHe 5 ca
noka3aHH B Tabnuua 2.

Tabnauna 2: Cebp3aHy ¢ JIe4eHHETO OTKJIOHEHHA B 1a00paTOpHHTE NOKAa3aTe IH, ¢hoGIaBaHH Npy
nanuedT ¢ DTC (mpoyuBane 5) npes apoiinocaanara gasza

Copadenund [Tnaue6o
JlaGopaTopeH napaMeTs N=207 N=209
Dp pe P P Bcuuku Crenen | Crenned | Bcevuku | Crenen | CreneH
(8 % OT U3CNeIBAHHTE
CTENeHN 3* 4% cTeneHu * 3* 4*
npoou) .

Hapyuiexus Ha KpbBTa M JIUM@HATA cUCTEMA

AHEMUA 30.9 0.5 0 234 0.5 0
TpombounToneHus 18.4 0 0 9.6 0 0
HeyTponenus 19.8 0.5 0.5 12 0 0
JInmponenus 42 9.7 0.5 25.8 5.3

HHE)’IJJEHHH Ha MeTabonuimMa U XPAHCHCTO




XunokaiaueMus 17.9 1.9 0 2.4 0 0
Xunogocparemus ** 19.3 12.6 0 2.4 1.4 0
Xenato-OW/IHapHH HapyLlIeHHA

[TosuiieH ONITHPYOHH 8.7 0 0 4.8 0 0
[Mosuinena ALT 58.9 3.4 1.0 24 .4 0 0
[ToBuineHa AST 33.6 1.0 1.0 14.8 0 0
HNicnenpanns

[TosuiieHa aMunasza 12.6 2.4 1.4 6.2 0 1.0
[TosuilleHa 11nasza 11.1 2.4 0 2.9 (0.5 0

* O0WM TEPMHHONOTHYHH KPUTEPHM 3a HexXeNaHH nekapeTBeHd peakunH (Commoen Terminology Criteria for

Adverse Events - CTCAE), Bepcus 3.0
** He ¢ u3secTHa eTHOJIOrMATA Ha CBBbP33HATA ChC copadeHHnd xunogocdaTeMus.

Cpo0llaBaHe Ha NOAO3IUPAHH HEKEIAHH PEaKLIMU
CrvobluaBaHeTo Ha NOJ03MPaHH HEXENaHH peakUUU Clies paspellaBaHe 3a ynorpeda Ha NeKapCTBEHHA

NPOAYKT € BaXXHO. TOBA Mo3BOAABa Ja MPOABLJIKH HAbNHOAEHHETO Ha ChOTHOLIEHUETO NON3a/PHCK 34
neKapcTBEHHA NpoayKT. OT MEIHUHHCKHTE CIIELHANMCTH ¢ H3HCKBA Ja Cho0llaBaT BCIKa NOAO3MpaHa
HEXEaHA PEaKkliia upe3 HalWOHaHA cUCcTeMA 3a cboblliaBaHe KbM M3nbiIHUTeNHATA areHi|s no
nekapcTsara, via. .. Jlamad ['pyes” Ne 8, 1303 Codus, Ten.: +35928903417,

yebOcaiiT: www.bda.bg.

4.9 Ilpeaosupane

Hama cneuMduuHO Neuenne npu npeao3upaHeTo Ha copadennt. Hal-Bucokara 103a copadenuo,
npoyuyeada KnuHH4HO ¢ 800 mg, nBa neTH. Hexxenanure peakuuu, HabnwoaapaHu npy Tasn 103a ca OUAn
MpeAUMHO AUApHA U ASpMATOAOrHYHM nposBd. B ciyuall Ha nogo3upaHo npeao3upane, copadeHud aa ce
CMpe U Ja ce 3an04He ROATbPKALLO NEUCHHE, KOTATO € HEOOXOAUMO.

5. GAPMAKOJOIrHYHU CBOHUCTRBA

5.1 PapMaKoTEpaNEeBTHYHHK CBOHCTBA

(MapmakoTepanesTHYHA rpyna: AHTUHEONNAACTUYHH CPEACTBA, HHXHOUTOPHU HAa NPOTEHH KUHa3ata, ATC
koa: LOTEXQ2

Copagenund € MyNTHKHHa3eH HHXHOUTOP, KOHTO NpoABABa aHTHNPONUGEPATHBHH Y AHTHAHTHOreHHH
CBOVCTBA in Vilro U in vivo.

Mexauu3bM Ha AclicTBHE B hapMaKOIHHAMUYHU €DEKTH

CopadeHud € MyATHKHHA3eH HHXUOUTOp, KOHTO HaMansiBa nponudepaunaTa Ha TYMOPHH KJIETKH in
vitro. CopadpeHnd nuxnbupa TyMOpPHHS PacTeXK Ha LIHPOK CMEKTbP YOBEIUIKY TYMOPHH NPHCAJKH B
MHILIKH C OTCTPaHEH TUMYC, IPUAPYXKEHH OT peAyKLUUa Ha TyMopHaTa aHruoreHesa. CopadeHut
HHXKHOMpa aKTUBHOCTTA Ha TapreTuTe, npucecTauly B tyMopHara knetka (CRAF, BRAF, V60OE BRAF,
c-KIT u FLT-3) u B TymopuuTe cbaose (CRAF, VEGFR-2, VEGFR-3 u PDGFR-B). RAF-kuHazute ca
cepHH/TpeoHnHKNHA3M, nokato c-KIT, FLT-3, VEGFR-2, VEGFR-3 u PDGFR-8 ca peuenrop
TUPO3HHKHHA3H,

A —

KanHuYHA eDUKACHOCT




KnnHuyHaTta 6e30nacHoCT ¥ ePUKacHOCT Ha copadeHud e npoyyueHa npy NauHeHTH ¢ XenaToueaynapeH
kapuuHoM (HCC), npu nauueHT! ¢ 6u6peuno-kneTbuen kapuuHoM (RCC) n npu nauueHTH ¢
AudepeHUHpaH KapUMHOM Ha WKWTOBHAHATA sknesa (DTC).

XenarouenynapeH KapLuHOM

[IpoyuBane 3 (npoyusane 100554) ¢ daza Ill, MexayHapoHO, MHOTOLEHTPOBO, PAHAOMUIUPAHO,
NBOHHO-CAsMO, Nnalebo-koHTpoNHMpaHo npoyuBaHe npu 602 naudeHTy ¢ XenaTouenyjiapeH KapuUHOM.
Hemorpadckute nokazare/id U XapaKTePUCTUKHTE Ha 3a00NABAHETO HA H3XOAHO HHBO ¢a OUJIW CpaBHUMMU
MEXAY rpynara Ha copagenu6 u nnauebo rpynara no otHoweHue Ha ECOG craryc (craryc 0: 54 %
cpeity 54 %; craryc 1: 38 % cpewty 39 %; craryc 2: 8 % cpeuty 7 %), TNM craanii (ctaguii I: <1 %
cpewty <l %; craauii 11: 10,4 % cpewuy 8,3 %,; craguit [11: 37,8 % cpeuy 43,6 %; cragun [V: 50,8 %
cpewny 46,9 %) u BCLC craguii (ctanuii B: 18,1 % cpewy 16,8 %; craanit C: 81,6 % cpewy 83,2 %;
craani D: <1 % cpety 0 %).

[Ipoy4yBaHeTO € CNPAHOo, CJIeA KaTO NIAHKXpaH MEeXIWHEH aHanu3 Ha OS ¢ NpeMUHAT NPEABAPHUTENHO
onpeaeneHara rpaHuna Ha eduxacHocT. To3u aHanu3 Ha OS Mmoka3pa CTATHCTHYECKH 3HAYUMO
npeAMMCTBO Ha copadenud cnpamo nnauedo 3a OS (HR: 0,69, p = 0,00058, px. Tabnuua 3).

Mma orpaHnyeHdd JaHHHU OT TOBA NPOYUYBAHE NPH NalUHUEHTH ¢ YyepHoapobHo yepexcaane kinac B no Child
Pugh u e sxmouen camo enuH nauueHT ¢ xnac C no Child Pugh.

Ta6anna 3: PesyaraTu 3a edHKacHOCT OT npoydBane 3 (npoyusaHe 100554) npu xemaTouenyaapen
KAPUHHOM

[TapameTnp Ha CopadeHud [1nauebo P-CTOHHOCT HR
ePUKACHOCT (N=299) (N=303) (95% CI)
O611a npeKUBAEMOCT 46,3 34 4 0,00058* 0,69
(OS) (40,9; 57,9) (29,4; 39.4) (G,55;0,87)
[MenuaHa, ceAMALU
(95% CI)]
Bpeme no nporpecus 24.0 12,3 0,000007 0,58
(TTP) [MeanaHa, (18,0; 30,0) (11,7;17,1) (0,45;0,74)
ceamuin (95% CI)**

Cl=nosepurenen unrtepean, HR=koepuuueHT Ha puck (copadenub cnpsmo nnauebo)

* CTATUCTHYECKHU 3HAYHMO KATO P-CTOHHOCTTA € MO NpeaABapUTEIHO onpeacacHaTa O’ Brien

Fleming rpanuyna crofinoct 0,0077
ox HE3ABUCHM PAAHONOMUYECH TNIperien

[Ipoyusane 4 (npoyusaHe 11849) e daza IIl, MmexayHapoAHO, MHOTOLEHTPOBO, PAHAOMH3HPAHO, IBOHHO-
CANO, Nnauedo-KOHTPOIUPAHO NPOYYBAHE, KOSTO OLCHABA KIIMHHUYHATA Mon3a OT copadeHnd npu 226
MAaUHEHTH ¢ XernaTouenaynaped KapuiHoM. [[poyuBaHeTo € nposeaedo B Kutaii, Kopes » TaiBaH u

MOTBbPAKAABA pe3yATaTuTe OT IIpoyusaHe 3 no OTHOWEHUE HA 61aronpUATHOTO CLOTHOLIEHHE NOJ3a-
puck na copapennd (HR (OS): 0,68, p=0,01414).

B npeasaputeNHo onpeaencHuTe cTpathpukauHoHHu aktopd (ECOG crartyc, HalMYHE WIM OTChCTBHE
Ha MaKpPOCKOICKa CbI0Ba UHBA3K4 /WK pa3pOCTPAHEHNE HA TYMOPA U3BBH YEepHHS Apob) Ha
npoyyBaHe 3 U npoyysaHe 4, HR npeacrass 3HaunTenHo no-a1o06pute pe3yatatd Ha copadeHno ¢

NAUUEHTH ¢ OTAAICUEHH METACTA3H B M3XOAHOTO HHBO Ha 3a00/1BaHETO.




B16peuHo-KIeTbUYEH KapLIMHOM

bezonacHocTTa M edHkacHOCTTa Ha copaderud npu neveHueto Ha 6bOpeuHo-KNeTbYeH KapuuHOM (RCC)
B HANPEAHAN CTAAUN € Npoy4YBaHa B CJIEAHUTE ABE KIUHHUHH RPOYUBAHUS!

[Tpoyusane | (npoyuBane 11213) e ¢aza Ill, MHOTOUEHTPOBO, PAHAOMU3UPAHO, ABOHHO-CNATO, fNaLEedo-
KOHTPOMHPaHO npoyuBaHe ¢ 903 nauueHTH. BKAKOYEHN ca caMO NauUeHTHTE ¢ ACeH OBOPEYHO KNEThYEH
KapUMHOM U HUCHK M MexxadHeH puck MSKCC (Memorial Slean Kettering Cancer Center). OcHOBHHUTE
LIENTH Ca LANOCTHATA NPEXUBAEMOCT U NMPeXHUBAEMOCT Oe3 nporpecupate (PFS).

[Tpnbnn3uTenHo nonoBMHara ot naudentute umat ECOG cratyc O M nonoBHHATA OT MaLUEHTHTE ca

Ound B HUcka MSKCC nporinocTyyna rpyna,
PFS € ougHeH 4pe3 cngn He3aBUCHM paaMoNIOTHUEH Nperies, KaTto ca uinonizsaHu kputepun RECIST.

PFS ananu3 e nposejex Ha 342 cayuyaa npu 769 naumuentu. Cpeanust PFS e 167 a1 npu nanueHTuUTe,
paHAOMH3HPAHH KbM copadeHuO, B cpaBHenne no 84 qHU npd nauneHTUTe Ha mauebo (HR =0,44; 95 %
Cl: 0,35 -0,55; p <0,000001). Br3pactrra, MSKCC nporHoctuyna rpyna, ECOG PS u nbpBH4HaTa
TEpanus He MOBJNABAT eeKTa OT NeHeHHe.

MexIHHEH aHanu3 (BTOpH MEXIUHEH aHANU3) 3 LANIOCTHA NPEKUBAEMOCT € NpoBeaecH npu 367
CMBPTHH cayuau npH 903 nauunenTu. HoMuHankara anga ctoHHOCT 3a TO3W aHanu3 € 6una 0,0094.
MenuaHata Ha npexuBsaeMocT e 19,3 Mecena npu NanMeHTH, paHAOMH3HpaHU KbM copadeHuo, B
cpaBHeHuE ¢ 15,9 Mecena npu nauneutdre Ha naauedo (HR =0,77; 95 % CL 0,63 - 0,95; p=0,015). I'lo
BpeME Ha TO3M aHann3 okoso 200 nauueHTH OT nnauedo rpynara ca NpeMUHAIN KbM FPyNaTta ¢bC
copagderuo.

IMpoyuBane 2 ¢ ¢aza II, npoyysaHe ¢ NpeKLCBaHE NPH NALHEHTH ¢ METACTATHYMHH MANIHTHEHH
3abonapanug, sknoyutento RCC. I[aunenTture ¢be cTabunuanpano 3abonsBaHe U icyeHue ¢ copadeHnd
¢a paHAOMHU3MpPaHH KbM Naauedo UM MpoAbikaBatT eueHueto ¢ copapennd. [Ipexupiemoctra 6e3
nporpecHpane Ha 6onectra npu nauueHTH ¢ RCC ¢ 6una 3HaYHTENHO NO-NPOAL/KUTEIHA B rpynaTa Ha
copadenund (163 aHu), otkonkoro B nianedo rpynara (41 auu) (p = 04,0001, HR = 0,29).

dudepeHUnpaH KApUUHOM Ha LHToBWAHATA XxJe3a (DTC)

[TpoyuBane 5 (npoyuBane 14295) e ¢aza 1, mexayHapoaHo, MHOMOLIEHTPOBO, PAHAOMU3HPAHO,
JBOHHOCNANO, NNauebo-KOHTPOJUPaHO NpoyyBaHe npH 417 NalHEeHTH ¢ JIOKAJIHO HanpeaHal WM
MetTacTtaTueH DTC, pedpakTepeH Ha paguoakTueeH itol. [pexusaemoctra 6e3 nporpecus (PFS),
OlicHeHa upe3 3aclienieHa HE3aBHCHMA paguonoruyHa oucHka Ha 6a3a kputepunte RECIST e mbperuHara
KpaliHa TOUKa Ha Npoy4uBaHeTo. BTopuyHuTe Kpaiinu ToukH Bkmo4Bat odia npexussemoct (OS),
CKOPOCT Ha OTrOBOpa Ha TYMOpPA U NPOAL/IDKUTEAHOCTTA HA oTtroBopa. Cnea nporpecus e 6uio
MO3BOJCHO NALKWEHTUTE Ja NOJAYUaBaT OTBOPEHO copadeHud.

[TauneHTHTe ca OHIIM BKAKOYEHH B MPOYYBAHETO, aKO €A UMAJIH NPOrpecHs B paMKHUTE Ha 14 mMecela oT
BKJIFOUBAHETO H ca uManu DTC, pedpaktepen Ha paauoakTusen iioa (PAH). Pedbpaktepen va PAU DTC
ce Re(hrHMpa KaTO HATUYKE HA JIE3HS, KOATO HE KanTHpa HoA NpH PAW-ckaH, H1x nosy4vasawa
kymynatuena PAH >22,2 GBq, niu nokassau nporpecus cnes feyeHue ¢ PAM B pamkure ua 16 meceua
OT BKIIKOUBAHETO B NPOYYBAHETO MIM CNE] ABa Kypca Ha Aevyenue ¢ PAU B pamkuTe Ha 16 Mecena.

H3xoauuTte aeMorpadcKi W NallMEHTCKY XapakTepucTuku ca Ounu nobpe GanaHcuHpaHm 3a 1sere

TeparneBTHYHU rpyNH. MeTtacTtaszu ca 6nnu Hanu4HK B 6ennte apodose npu 86%, B nuMbHH Bb3NK Npu
51% u B kocTHTe NMpu 27% oT nauuenTHTe. MeaHaHata Ha NpUICKEHaTa KYMYJaTHBHA J03a
pagHOaKTHBEH HOM NpeaH BKIIOYBAHETO B NTpoyusaHeTo e 6una npubansurtenHo 14,8 GBq.
naudeHTHTe ca OMNH ¢ nannnapeH kapuuHoM (56,8%), nocaenpan ot onukynapen (25,4°
JudepeHunpad kKapuuHoM (9,6%).




LI

MenuaHata Ha BpeMeTo Ha PFS e 6nna 10,8 mecena B rpynara cuc copadeHnd, B cpaBHEHHE € 5,8 Mecela
B rpynara ¢ nnaue6o. (HR = 0,587; 95% nosepurenen uurepsan (Cl): 0,454; 0,758; enroctpanHo

p <0,0001).

EdexTbT Ha copadennd sopxy PFS e 6un crabunen He3aBUCHMO OT reorpadckoTo pasnoioKeHHe,
Bb3pacT Haa uau noa 60 roouHU, noN, XMCTONOTHYEH NOATHI, ¥ IPUCHCTBHE WM OTCHCTBHE HA KOCTHH

MECTACTA3H.

B o6wins aHanu3 Ha MpexxuBseMOCTTa, MPOBEACH 9 Meceua ciel npeycTraHoBsBaHe ChbOUpaHeTO Ha JaHHH
3a huHaneH aHanni Ha PFS, He ce ycTaHOBABA CTATHYECKH 3HAYMMA pa3fiiKa B 00IIAaTA NPEeXUBAECMOCT
Mex Ay rpynuTe Ha passanyHo JedeHue (HR=0,884; 95% CI. 0,633; 1,236, eAHOCTPAHHO p CTOHHOCT
0,236). [1pu paMoTO Ha copadeHnd He € JoCcTHrHaTa Meananara Ha OS, AokaTo npu niauedo paMmorTo e
36,5 mecena. Cto netaecet U ceaeM (75%) oT nauueHTHTE, paHAOMH3MPAHH Aa noay4apar MJauebo u 61
ot nauuenTH (30%), paHAOMH3HpaHH Aa noaydaBar copaderuld, ca nosyyasanu OTBOPEHO copadeHud.

CpenHaTa NpOABJDKHTENHOCT Ha JeYeHNeTo B ABOHHOCAENnNA nepHoa € buna 46 ceamuum (HTepBan 0,3-
135) npy nauueHTHTE, ApHeMaliy copadeHund, n 28 ceamuuu (unreppan 1,7-132) npu nauueHTHTE,
npueMaly naauedo.

He e HabmopaeaH mbaeH otroBop (CR) cernacko RECIST. O6wara dyecrora Ha orrosop (CR + yacTuuen
otrosop (PR) Ha eHO HE3aBUCHMO PAAHONOTHYHO OUCHABAHE € OO0 NO-BUCOKO B rpynara Ha JieYEHHE
che copadenud (24 naunentu, 12,2%), 8 cpaBHeHHe ¢ rpynata Ha riauebo (1 nauuent, 0,5%),
eaHocTpanHo p <0,0001. MeanaHaTa Ha NpOABIKUTEAHOCTTA HAa OTroBopa € 309 auu (95% CI: 226 505
IOHH) MPH MAUKEHTUTE Ha JIEUHENE ChC copadeHund, kouo ca umanu HO.

Eaun post-hoc aHannuz Ha NOArpyNUTE B 3aBUCHMOCT OT MAKCHMAJTHKA pasMep Ha TYMOpa NMoKa3Ba eeKT
OT NeveHHeTo No oTHolleHHe Ha PFS B nonsza Ha copadeHud cnpamo naauedo 3a NaUNEHTH C
MaKCHMAJIEH pasMep Ha TyMopa ot 1,5 cm usid no-ronsM (HR 0,54 (95%CI:0,41 - 0,71)), nokaro npu
MalMeHTHTE ¢ MAaKCHMaJIEH pa3Mep Ha Tymopa noa 1,5 cm ce ¢bobiuasa 3a yncaeHo no-cnabd egexr (HR
0,87 (0,40-1,89).

EavH post-hoc aHanu3 Ha NOATPYITHTE B 3aBUCHMOCT OT CUMNITOMUTE HAa THPOHAECH KAPLIMHOM B Ha4alioTo
Ha JleYeHneTo, Nokassa edekT oT NeYeHHeTo no oTHoweHue Ha PFS B nosa3sa wa copadeund cnpamo
niauefo, KakTo Npu CHMNTOMATHYHH, TAKa ¥ MPH aCUMNTOMATHYHHU nauneHTd. HR Ha npexupsemocT
6e3 nporpecus € 0,39 (95% CI: 0,21 - 0,72) npu NaLMEHTH Cb¢ CHMITOMY B HA4YaNOTO Ha ICYEHHETO H
0,60 (95% CI.0,45 - 0,81) nmpn nauuesTH 6€3 CKMNTOMHY B HA4aN0TO HA JIeYEHHETO.

Y abmkasane Ha QT uHTepBana

B k1MHHYHO $apMaKOIOrHYHO U3NMHTBAHE Ca JOKYMEHTUPAHHN HaMepBaHHATa HA QT/QTc¢ npu 31
nauveHTH Ha H3XONHO HUBO (ITpeau NEYeHHE) U cnea nedenneto, Cnen eanu 28-AHEBEH LIMKDBJ Ha
jieyeHHe, B MOMEHTA Ha MAKCHMallHa KOHLEHTpauus Ha copadennd, QTcB e yabmxen ¢ 4 £19 msec u
QTcF ¢ 9 +£18 msec B cpaBHEeHHE ¢ H3XOAHO HUBO Ha rauedo nevenue. [1o speme va EKI™ MOHHTOpHHra
HUTO €OMH Y4acTHHK He noka3ea QTcB unu QTcF >500 msec caen neuennero (Bxk. Touka 4.4).

[MeguaTpryHa 0onynayus

EBponeiickara areHUMs 110 ekapcTBaTa ocBoDOXK1aBa OT 3aBJIKEHHETO 32 IPENOCTABsIHE Ha
PE3YNTATATE OT NPOYYBAHHATA BbB BCHUKH NOJACPYIH HA NeAWATPUYHATA ONyaaums rnpu 6ub

CBETNOKJIETBUEH CapkoM, Me300nacTen Hedpom, MeaynapeH OudpedeH KapLMHOM H paﬁno 2 ygpmr
6bOpeunTe), U HepHOAPOOEH KApLUUHOM, ¥ KAPUUHOM HAa HHTPAaXEMaTalHUTE KIbYHH MbT g-;(,:‘ o
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H3KJIIOUEHHE Ha XenaTooaacToM) # audepeHLHpaH KapLHHOM Ha WWMTOBKHAHATA X ne3a (Bxk. Touka 4.2 3a
HHbOpMaL KM OTHOCHO yrnoTpeba B MeaHaTpUITa).

5.2 @apMaKoOKHHETHYHH CBOHCTBA

AOcopbLina U paznpeaencHue

Cnen npunoxeHue Ha copadeHnO TabaeTKy, CpeaHaTa OTHOCUTENHA OMOHANHYHOCT € 38 - 49 %, koraro
Ce CpaBHABA C NEepOpalHHg pa3TBOp. ADGCOMOTHATa OHOHANHYHOCT He € u3BeCcTHa. Cnea nepopanHo
npuaoxeHue, copadeHnd JoCTHra MRKOBU NJIA3MEHH KOHUEHTpALUHH npudausuTtenHo a0 3 yaca. Koraro
ce npuJara cjief KOHCYMalHs Ha XpaHa che H0raTo ChAbpikaHUe Ha MasHUHH, abcopbuusTa Ha
copadeHud e peayurdpana ¢ 30 % B CpaBHEHHE ¢ NPHJIOXKEHUETO HA INNANHO.

CroiliHocTHTe Ha Cnax H AUC ce NoBHILABAT HEMPONOPLHOHAIHO NPH 103K NO-BHCOKH OT 400 mg,
IpUiaraHy Asa Nt AHesHo. CBbp3BAHETO HA copadeHud ¢ nnasmeHure nporerHu e 99,5 % in vitro.
MHOrokpaTHOTO NPUIMKEHUE HA copadedud 3a 7 AHU BOAU A0 2,5 - 7-KPATHO KYMYJIHpaHE B CpaBHEHHE
C NPUNOKEHKHE HA €AHOKPATHA J03a. CTaUHOHAPHUTE NJa3MeHd KOHLUEHTpALUY Ha copadeHud ce
MOCTUIaT A0 7 AHK, C MHKOBO 10 MHHWMAJIHO OTHOLIEHHE HA CPEAHUTE KOHUEHTpalUru Mo-ManKko ot 2.

PaBHOBECHHTE KOHLUEHTpALMH Ha copadeHnd, npunoskeH no 400 mg aABa NbTH ZHEBHO, Ca OLIEHEHH NpH

nauunent ¢ DTC, RCC 1 HCC. Haii-Bucoka cpeaHa KOHUeHTpalusa ¢e Habmoaasa npy nauueHtn ¢ DTC
(npUGAKM3KUTENHO Ba NbTH NO-BUCOKA OT Ta3H, Habnrogasana npu nauweHT ¢ RCC u HCC), Bbnpexy ue
MPH BCHYKYH BUAOBE TyMOpPH BapHabunHocTTa € 6una Bucoka. [lpyunHaTta 3a noBuiIeHaTa KOHUEHTpauHs

npy nauneHTH ¢ DTC He e n3secTHa.

buorpanchopMauug U eNTMMHHUPAHE

EJMMUHAUHOHHHUAT NONYKHUBOT Ha copathennd e npubanzurento 25 - 48 yaca. Copadenud ce
MeTabonu3upa npeIUMHO B YepHUA Apob U € NOAJI0XKEH Ha OKHCAUTeNeH MeTabonn3bM, MeIMKpaH
nocpeactsoM LUTOXpoM CYP 3A4, kakTo ¥ rmokypoHHupaHe, nocpeacrsoM UGTIA9. KoHrornpannTe
CheAWHEHHA Ha copadeHud Morat na 6baaT pasLeneHd B CTOMALLIHO-YPEBHUA TPAKT OT aKTHBHOCTTA HA
GakTepyanHa rilyKkypoHuaasa, no3sonssaila peadbcopOuusta Ha HEKOHIOMMPAHOTO AaKTHBHO BEILECTRO.
JokazaHo e, ye €JHOBPEMEHHOTO NPUJaraHe Ha HEOMULIMH NPeYH Ha TO3H MPOLEC, HAMANIIBAHKH
cpeaHarta OvoHanHyHOCT HaA copadeHud ¢ 54%.

Copadenud e npubausurenno 70 - 85 % o1 uMpKyIupatlM BEIISCTBA B MJIA3MaTa Npu CTallMHOHAPHO
cheTOoAHHE. MaeHTHHNIMpaHy ca 8 MeTabonuTa Ha copadeHHd, 5 OT KOMTO ce OTKPHBAT B IJia3mara.

[ naBrUAT UMpKYaKpaw MeTabonuT Ha copadeHud B nnasmara, nHpUANH N-OKCHI, TOKA3Ba in vitro
aKTHBHOCT, NoJ00Ha Ha Ta3u Ha copagenuOd. To3u meTabonut npeacrasnasa npudaunsurento 9 - 16 % or
LMPKYNHPALIM BEILECTRA B CTAL[HOHAPHO CHCTOSHHE.

Cnen nepopanHo npunoxenue Ha 1o3a 100 mg pa3teop copadeHud, 96 % ot fo3ata ce Bb3CTAHOBABA B
paMkuTe Ha 14 anu, 77 % oT f03ata ce eKCKpeTHpa B H3npaxHeHHATa H 19 % ce eKcKpeTHpa B ypHHATa
KaTo rMIOKYpoHUpaHu MeTabonuti. HenpoMeHeHHAT copadennd, xoiito npeacrasnspa 51 % or go3ara, €
YCTAHOBEH B MANPAXKHEHUATA M HE C€ YCTAHOBABA B YPHHATA, KOETO NOKa3Ba, Yye OWIHapHaTa eKCKpeLus
Ha HENPOMEHEHOTO aKTHBHO BELLECTBO MOXE Aa AONPUHECE 32 eTUMHHUPAHETO Ha copadeHno.

DapMAKOKHHETHKA NPH CNEIMAIHY NTONYJIAllnU

AHATH3BT HA IeMOrpadCKUTE JaHHK MOKa3Ba, Y€ HAMA BPpb3Ka MexAy hapMaKoKHHETHKAT M BLIPALTTa -
(no 65-roAMLIHA Bb3PacT), MOJa HIIH TeNeCHOTO Tero.




[leaparpHyvHa nonyiaauus

He ca nposeaenn npoyusanns BupXY papMakoKHHEeTHKaTa Ha copadeHud npu NEAHATPUUHH MTALHEHTH.

Paca

Hsama KNHHHYHO 3HAYWMH pa3inung BbB GapMakOKMHETHKaTa NpH MonynauHsa OT €BPOTNCHAHATA paca H
a3MaTCKa MomnyJJaLus.

bu0peyHO yBpexaaHe

B ueTHpH KIHHHYHH NTpOoYyUYBaHUA (a3a I, cTaHOHapHATE eKCIO3HUMA € NoA00OHA MPH NALMEHTH C J1eKO
10 yMepeHo 6v0peyHo yBpekaHe B CPAaBHEHUE ¢ EKCMO3UUMATA NPU NALKUEHTH ¢ HopMasiHa Ou0peuHa
byukums. [IpH KIMHUYHO PapMakoIOrMyHo npoyyBaHe (eaHokpaTHa no3a oT 400 mg copagenud) He €

HaOMIOAABaHa BPb3Ka MEXAY eKeno3uuuaTa Ha copadeHud u 6n6peyHata GyHKUUA NPU THLA C
HopManHa Ob0peuHa GyHKLHUA, JEKO, YMEPEHO UIIH TeXKo 0bOpeuHo yBpexxaaHe. HaMa naHHH 3a

MalHCHTHTE, KOUTO C€ HYAKJAAT OT AHANN34.

UepHoapoOHO YBpEKAAHE

[Mpu naumeHTH ¢ xenarouenynapeH kapuuHoM (HCC) ¢ knac A niu B no Child-Pugh (nexo no ymepeno)
yepHOAPOOHO yBpexaaHe CTORHOCTHTE Ha eKCMO3HLUATA Ca CPABHUMHU W €A B FPaHULMTE HA
EKCMO3HUMHTE, HAOMONaBaHHU NPH NauueHTH 0e3 yepHoapobHo yBpexaane. @apmakokuHeTrkara (PK)
Ha copagennd npu nauuenty ¢ kinac A n B no Child-Pugh 6e3 HCC e nogobna wa PK npu 3apasu
nobposonuun. Hama nannu npu nauuentu ¢ knac C no Child-Pugh (Texko) yepnoapobHo yBpexaane.
CopadeHnd ce eTUMHHHpPA MPEIHMHO 4pe3 YEPHHA Apo6 H €KCNO3HUUATA MOXKE Ja ObJe NOBULIEHA NPH
Ta3W rpyna nauueHTH.

5.3 IIpeakMMHHYHH JaHHH 32 0€30HACHOCT

[MpeakMMHNYHUAT Npodun Ha 6€30MacHOCT Ha copadeHnd e oueHeH npu MUUIKH, MIbXOBE, Ky4eTa U
3al LK.

[TpoyuBaHHATA 32 TOKCHYHOCT Pa3KPUBAT MPOMENHH (IereHEPALMOHHH ¥ PEreHEepPalMOHHHN) B pa3jHYyHH
OpraHu NMpH €KCNo3uLIMA MO-HHUCKA OT O4aKBaHaTa (Bb3 OCHOBA Ha cpaBHaBaHe Ha AUC).

CJien MHOFOKPAaTHO NPHIOKEHHKE NTPH MJIAIU H NOAPACTBALLM kyyeTa ca HabnoaaBaHH eekTH BhpXY
KOCTUTE H 3b0UTE NPH NPHUIOKEHHE HA MO-HUCKH A03U. [IpOMEHNTE Ce ChCTOAT B HENPABUITHO
YNALTHABAHE HA (beMOopaNlHaTa pacTe)xHa NNOUKa, XHIIOLUENY/IapeH KOCTEH MO3bK, HEMOCPEACTBEHO 10
yBDEACHATA pacTeXHa MI0YKA H YBPEXKaHe Ha CbCTaBa Ha AeHTHHA. [lonobHu edexTH He ca
Ha0MOAaBaHK NPU BB3PACTHH KYy4eTa.

[IpoBeneHa e cTanJapTHa [porpaMa oT NPOoyUYBaHHA BbpPXY MEHOTOKCHYHOCTTA H €A NOJYUYEHH
MOJIOKHTENHY PE3YNTATH, KATO MOBKILIABAHE HA YECTOTATA HA CTPYKTYPHH XpOMO30OMHH afepalun npH in
vitro KNeTb4Ha JHHUS OT D03alHUK (AHYHHK OT KUTAHCKU XaMCTep) 3a KNaCTOPeHHOCT NPH NPHCBCTBUETO
Ha MeTabonuTHO akTuBHpaHe. CopatheHHd He € TeHOTOKCHYEH B TecT Ha EfiMc uiau B in vivo
MHKPOHYKR€ApEH TECT NPH MHUIUKH. EAUH MEXAHHEH NPOAYKT OT NPOM3BOACTBEHHS NPOLIEC, KOMTO
NMPHCHLCTBA B KpalHaTa akTUBHA cyOcTaHuusa (< 0,15 %), e Oua nonoxuTeNeH 3a MYTAreHHOCT B in Vitro
OakrepranHo KIETBYHO UlcieaBaHe (Ames test). OcBeH ToBa, napTuaarta copadeHud, HacaeBaHa CbC
CTaHZAapTEH reHOTOKCHUeH TecT, BKaoyBa 0,34 % PAPE.

He ca mposeaeHu nMpoyuBaHus 3a KAPUHWHOTEHHOCT Cb< copaderud.

He ca nposeneny cneuudpuyuHU nNpoyyBaHusa cbe copadeHub npu XKHUBOTHH, 3a 14 ce




bepTunrTeta. Hexxenan edekT BbpXy MBKKHUR M XKEHCKH QEPTHAUTET MOXE [1a C€ 04aKBa, TbH KaTO MpH
MPOY4YBaHKA 33 XPOHHWYHA TOKCHYHOCT Ca YCTAHOBEHH NPOMEHH B PENpPOAYKTHBHHTE OpraHH Ha
)KHBOTHHUTE OT JBaTa ofa, NpH AO3WPOBKA MO-HUCKA OT KIMHHYHATA 4034 (Bb3 OcHOBa Ha AUC).
THUNHYHKTE NPOMEHHU Ce CHCTOAT OT CUMNTOMHU Ha AereHepauus U 3a0aBaHe Ha pa3BUTHETO Ha TECTHCUTE,
enuauauMa, NpocTaTa i CEMEHHUTE KaHaN4eTa Ha NNbXOBE. XXeHCKUTE NABbXOBE NMOKAa3BaT LEHTPATHA
HEKPO3a Ha KOPIYC NYTEYM U CRIMPAHE HA Pa3BATHETO HA (poNUKynuTe Ha AHUHHLHKTE. KydyeTaTa
noka3saTt TyOyaHa JereHepaunsa Ha TECTUCUTE K OJIMTOCNEPMHUSL.

CopaeHnd e eMOPUHOTOKCHUEH U TEPATOreHEH, KOraTo ce Mpujara Ha ribXOBE K 3aHUM ¢ EKCMO3HLNA Ha
N03H, MO-HUCKK OT KMMRKWuHNTe. Habnrogasanure epekTH BKIIIOYBAT HAMaNIBaHe TENIECHOTO TETJIO Ha
MaiikaTa ¥ mioJa, NOBHILUEHA 4eCTOTa Ha pe3opObLMA Ha 3apOoAHLila U noBUHIeH Opoii HA BEHILHU U

opransy Mandpopmaguu.

[IpoyuBaHKATa 3@ OLEHKA Ha PHCKa 3a OKOJNIHATa Cpelia MOKa3BaT, 4e copadeHnd To3unar HMa NoTeHLUHan
na 6bae ycroiiuus, GHoakyMynHpalll ¥ TOKCHYEH 38 OKOJIHATA cpeaa. MHpopMaL Mg OTHOCHO OLEHKA Ha
pHCKa 3a OKOJIHaTa cpeaa € HanuyHa B EPAR Ha 17034 nekapcTBEH NPOAyKT (BX. TOUKa 6.6).

6. CAPMAUEBTUYHH JTAHHH
6.1 CnHCBHK Ha MOMOLIHHTE BELIECTBA

CovpuesyHa Ha TabaeTkara:
Xunpomenosa 2910
KpockapMenosa HaTpui
[lenynosza, MUKPOKPHCTAITHA
MarHe3ues creapar
Harpues naypuncyndar

TlokpuTHe Ha TabneTkara:
XunpomMenosa 2910
TuTanos AUOKCHA
Makporon

UepBeH xene3eH OKCHA

6.2 HecLBMECTHMOCTH

Henpunoxumo.

6.3 Cpok na rogHoct

3a baucmepume om Aaymunui-QPA/AlwPVC:
3 rOQHUHH

3a 6aucmepume om Aaymunuii-PVC/PE/PVDC:
3 rOBHHH

6.4 ConenuHajaHK YCJIOBHS HAa ChXpaHEHHe

3a 6aucmepume om Aaymunuu-QPA/Alw/PVC':
To3u nexkapcTBeH NPOAYKT HE U3UCKBA CMeHAHH YCIOBUS HA ChXpaHeHHUE.




3a baucmepume om Anymunui-PVC/PE/PVD(:
Ha He ce chxpaHsaBa Han 30°C

6.5 BHA H ChbAbpKAHHE HA ONRKOBKATH

28, 56, 112 punmupanu tabnetku B 6nncrepu ot AnymuHui-PVC/PE/PVDC.

56 x1, 112 x | punmupany tabnertku B nepdopupany, €AHOA030BH DJIKCTEPH OT AJYMHUHHH-
PVC/PE/PVDC.

60 punmupann Tabaetky B 6anctepu or AnymMunuii-OPA/AlW/PVC.

He BCHuKHM BHAOBE OIMAaKOBKH MOrar fa 6baar nycHaT# B ripoaaxoa.

6.6 ChnenManHu npeAnNa3HH MEPKH NPH H3XBLPJIAHE
To3n nekapcTBEH NPOAYKT OM MOTBA Jia MPEACTAB/IABA NOTCHUMANEH PUCK 32 OKONHATA Cpena.

Hensnon3BaHuAT NPOAYKT HJIH OTNAABYHUTE MATCPHATIA OT HETO TpﬂﬁBa Aa CC H3XBLPIAT B
CBLOTBCTCTBHE C MCCTHHUTE H3HCKEBaHHA.

7. IPHTEXATE HA PASPEIIEHHETO 3A YIIOTPEBA

Sandoz d.d.
Verovikova 57, 1000 Ljubljana
CnoBeHus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Per. No;: 20200151

9. JATA HA ITbPBO PASPEIIABAHE/TIOJHOBABAME HA PAZPEUIEHHETO 3A
YIIOTPEBA

JaTta Ha nbpBO paspetuasane: 23.09.2020
JlaTa Ha MOCAEAHO MMOJHOBIBAHE:

10. HATA HA AKTYAJIN3UPAHE HA TEKCTA
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