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KPATKA XAPAKTEPHCTHUKA HA ITPOOYKTA



i. MME HA JEKAPCTBEHUS MPOXYKT
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 PaspelusHue Ne e
Sorafenib Pharmascience 200 mg film-coated tablets BG/MA/MP - . 6— <;’// ) ? __________ / 13062035
2. KAYECTBEH 1 KOMHYECTBEH CHCTAB — -

Beska dwiMppaHa Tabnerka cbabpxka 200 mg copadenut (sorafenib), kaTo To3MNAT (as tosylate).

3a MBJIHUS CIIHCHK HA MIOMOLIHUTE BEIICCTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana rabnerka (TabneTka).

YepaeHokadsBH, KPBIIIH, JBOHHON3ITBKHAIH dbuiMuEpann TabneTkw, ¢ BINTBOHATO penedHo 0003HaAYECHHUE
“200” oT eqHATA CTPaHa U [JIaJKHU OT ApYyrara, ¢ THaMeThp Ha tabnerxkara 12 mm.

4, KJMHHAYHU JAHHU

4.1 TepaneBTHYHY NOKA3AHHHA

XenaroueayaapeH KapiHOM

Copadennt dapMacaiibHC € MOKA3aH 3a TCUCHHE Ha XCNaTOLCTy1apeH KapLUHOM (B3K. TOUKa 5.1)

BROPeUHO-KIETHYEH KAPIIHHOM

Copadennt dapMacaifpbHC e NOKa3aH 33 JICYEHHE Ha TALMEHTH © HanpeaHan 6BEOpeUHO-KIETHYCH
KapUHHOM, KOHTO Tpe/i¥ TOBA €& JIEKYBaHH HEYCIICIIHO C anba-nHTEpHEPOH WIH HHTEPIICBKHH-2 HIIH Ca
HEeMONXOANIH 3a Ta3H Tepartus.

TudepeHUMpaH KapIlIMHOM Ha IINTOBHIHATA JKIe3a
Copadennt dapmacaiizHC € IIOKa3aH 33 JEUEHNE HA MALHCHTH C nporpecupall, JoKaaHo HanpeaHan Wik

MeTacTaTH4eH, IH(epeHIHpaH (nanunaper/¢ponukynapen/Hiirthle-kneTbyen) — KapuuHOM — Ha
[IMTOBH/IHATA JJ1e3a, pedpakTepeH Ha PAAUOAKTHBEH HOZ.

4,2 o3upoBKa H HAYHH HA MPH/IOKECHHE

Jleuernero cbe Copadenut PapmacaiibHc TpAOBa 1a ce KOHTpolMpa OT jekap, ¢ ONHT C
MPOTHBOPAKOBATA TEPAIHL.

EOZ’SHQOBK&

[IpenopbuBaHata f03a copadeHHO npu BE3PACTHH € 400 mg (npe Taberkn ot 200 mg) ABa METH AHEBHO
(eKBMBJIEGHTHO Ha o0iia AHeBHA 1032 oT 800 mg).




Jleuenueto TpabBa na MPOABIDKM A0 NOTYYaBaHE HA KIIMHHUYEH eeKT HIH AOKATO Ce MOABH HENPHEMITHBA
TOKCHYHOCT.

Kopekiud Ha n03aTta

JleueHueT0 Ha MONO3MpPAHHMTE HEMXKETAHM DPEaKUUH MOXKE Aa HANOKU BPEMEHHO MNPEKBCBAHE MU
HaMaJIABaHE HA J103aTa NMPH JICYCHHETO ChC copadeHHd.

Koraro e HeoOxoauMoO peayLdpaHe Ha N03aTa O BpeMe Ha JieYeHHe Ha XenaToLenysiapeH KapLHHOM
(HCC) u nanpeanan 6s6peuHo-kiaerbyeH kapuuHom (RCC), nozara Ha Copadenn® dapmacaiinic Tpsdsa
na 6bae penynupana Ha ase Tabnerku ot 200 mg copadpernt eauH weT AHEBHO (BK. TOuKa 4.4).

Korato ¢ HeoOX0auMO HaMaslsiBaHe Ha RXO3aTa MO BPEME Ha JICYSHUETO Ha AU(EepeHLMPaH KapLMHOM Ha
wuToekaHata xuesa (DTC), nosata Copadennd dapmacaifbHe TpgbBa na ce nHamann go 600 mg
copadeHu0 AHEBHO Ha HAKONKO rpueMa (aBe Tabnetku ot 200 mg u egHa Tabnerka ot 200 mg c HHTEpBaN
OT JBaHaJeceT Yaca Mexay IpUeMHUTE).

AKko e HeoOxXOMUMO JOMBJIHHUTENHO HaMalsBaHe, no3ata Copadenud @apmacaifbHe MOXKe Ja c€ HaMallH
no 400 mg copadeHud AHEBHO Ha HAKOJKO IfpueMa (aee Tabnerku or 200 mg ¢ HHTEpRAl OT ABaHAJECET
yaca Mexay NMPHEMMTE) ¥ ako € HeOoOXOAHMO NO-HATaTBIIHO HaMansBaHe 10 egHa tabnerka or 200 mg
BeAHBXK AHEBHO. Crien noaoOpeHHe Ha HEXEMATOJIOTMYHHTE HEXKEJIaHH peakuuy, no3ara Ha Copaderud
DapMacaltbHC MOXe Aa Obje yBeNHyeHa.

ITeduampuuna nonyaayun

BesonacnocTTa ¥ edpuxacHoeTTa Ha Copadennt® dapmacaltbHC NMpUM AeUa M YOHOLUM Ha Bb3pact a0 18
FOAWHHU BCE OLIE HE Ca YCTAaHOBEHH. JIMIICBAT AAHHH.

Ilayuenmu ¢ cmapuecka gv3pacm.

He ¢ HeoOxoauMa kopeKkUMs Ha [03aTa MpU MUa B CTapyecka BBb3pacT (MAUMEHTH MO-BB3PaCcTHH OT
65roauILIHA BB3pPACT).

Bvbpevuno yepexcoane
He ¢ HeoOxonuma kopeKkUHa Ha R03aTa [PH NALKMEHTH ¢ JICKO, YMEPEHO MM TeXxKO OB0peuHo yBpexaaHe.
Hsama nanHH npu naideHTyd Ha gAanu3a (BXK. To4uka 5.2).

[TpocnensBaneTo Ha GanaHca Ha TEYHOCTHTE H CJACKTPOJIMTHTS MpPH NalMEHTH C PUCK 3a HapylleHa
6b0peyuHa PpyHKIUA € MpernopbYNTENTHO.

Yeproopobro yepedcoane

He ¢ Heobxonuma xopekuus Ha aosara npd nauuedtd ¢ Child Pugh A unu B (aexko u yMepeHo)
yepHOOpo6HO yBpexxaane. HaMa nanuu npu maumenTd ¢ Child Pugh C (rexko) uepHOApoOHO yBpexaaHe
(Bx. Touxku 4.4 u 5.2).

HayuH Ha npUnoxeHHe

3a nepopasHO NPHIOKEHHE,

[IpenopruBa ce copageHUO na ce npuiara Ha IVIaJHO MIIH ¢ XpaHa ¢ HUCKO WIH YMEPEHO ChIBPXKAHHE Ha
MasHUHH. AKO MallHeHTHT Bb3HAMepABa [a NpHeMa XpaHa, boraTa Ha Ma3HHHH, TabeTkuTe copadeHud
TpaOBa Ja ce B3eMaT HaW-Manko 1 wac npeau wim 2 uyaca cien xpaHeHe. Tabnerkure TpsabBa ga ce
[IPHEMAT C Yaula BOJa.




4.3 IlporuBonokasanus

CBpPBXYYBCTBHTEJIHOCT KbM AKTHBHOTO BELUECTBO WIH KBM HAKOE OT MOMOLIHHTE BEUIECTBA, m306pOeHH B
TOYKSa 6.1.

4.4 CoenHaJHE npeAynpeXxacHEA H NpelNna3il MepKH OpH ynorpeba

EGQMH.TOHOT‘H‘IHH TOKCHYHOCT

KoxHa peakums prpKa-Kpak (0anMapHO-IUIaHTapHa epUTPONU3CCTE3UA) MU OOPUB NpEeNCTaBIiABAT HaH-
YeCTHUTE HEXKEIaHH NEKAPCTBEHH peaKLHH ¢be copageHnd. OOpUBET 1 KOXKHATA peakliMsi pbKa-Kpak ca
obukHoBeHo creneH I v II CTC (Common Toxicity Criteria — ofmmB KpHTEpHHM 3a TOKCHYHOCT), H
OOMKHOBEHO ce TIOABABAT IIPe3 ITBPBHTE & ceaMHUIM Ha JieueHune che copadeHuO. JleyeHuwero Ha
AepMATONIOTMYHATA TOKCHYHOCT MOXe [Ja BKTIOYBA JIOKAIHO JIeUYeHHEe 33 CHMITTOMAaTHYHO obJeKyaBaHe,
BPEMEHHO MpEeKbCBAaHE W/IIH MPOMAHA Ha fo3ara copageHHd, WIH NPEKbCBAHE HA JICYEHHETO CBC
copadeHHO MpH TEXKKM U MEPCUCTHPALIM CiTyday (BikK. To4Ka 4.8).

XHIOEPTOHHUA

[TopyillEHA YECTOTAa HA apTepHAIHA XWNEPTOHMA ¢ HabnionaBaHa NpU MaUMEHTHTE, JIEKYBAHH ChHC
copadpenud. XuneproHuara 0OHKHOBEHO ¢ Orna Jieka X0 YMEpeHa, MOSBWIA CE€ paHO MO BPEME Ha Kypca
Ha JleyeHHe W e GWia MOBIMAHA OT CTAHJAPTHATA aHTHXMIIEPTeH3WBHA Tepanuid. KpeBHOTO HamArane
TpAOBa Ja ce MOHUTOpPHpa PEIOBHO H aKO € HeOOX0IUMO Ja ce JIEKYBa, B ChOTBETCTBHE ChC CTAHAAPTHATA
KIMHHUYHA NpaKTHKa. B ciyuyad Ha TeXKa M MEPCUCTHPAINA XWUNEPTOHMA WIH XMIIEPTOHHYHH KDH3H,
HE3aBHUCHMO OT 3aMOYHANIOTO AHTHUXHMIEPTeH3UBHO JieUeHHe, TpiabBa fla ce uMa NMpeaBHA OKOHYATENHO
IpEKBCBAaHE Ha IEUEHHETO Chbe copadeHud (Bk. Touka 4.8).

AHGBPHSMH W aprépyaliii MHCCKallnH

H3non3saHero Ha HHXUOHTOPH Ha MeTH Ha VEGF npu nauueHTH cbe MiaH 0€3 XHUNEPTOHHA MOXKe Ja
NMOATOMOrHe 00pa3yBaHETO HAa AHEBPU3MU K/WIH apTepHaNHH aucekaumi. Ilpeaw sano4yBaHeTo Ha
neyenue c¢be copadeHud TpaOBa BHUMATETHO Ja CE NPELECHM TO3H PUCK MPH MALHMEHTH ¢ PHCKOBH
(akTOpH KATO XMIICPTOHUA WIIH aHAMHE3a 32 aHEBpH3Ma.

XHNOrJIHKEMHA

[Io Bpeme Ha NeYeHHETO CbC copadeHHd ce cboOllaBa 3a MOHWKABaHE HA KPHBHATA 3aXap, B HAKOH
CIy4ad ¢ KIMHHYHA CHMITTOMATHKA M W3HCKBAI0 XOCTMTANM3anug nopaau 3aryba Ha cw3HaHue. B
cy4ali Ha CUMIITOMATHYHA XHMITOTTHKeMHA, copaderud Tpadesa BpemeHHo na 6bae npekbeHaT. HubaTa
Ha KpbBHATA 3aXap NMPH NauMedTH ¢ Auader TpaOBa penoBHO Aa ce MPOBEPABAT, 3a Aa C€ NPELEeHH AallH
Io3ata Ha aHTUAHAOETHHS JleKapcTBeH NpoayKT Tpadea fa Obae kKopurupaHa.

KpeBOu3nHB

[loBulEH PHCK OT KPHBOMITHB MOXKEe JAa Ce TOABH CJiE/ MpHIOoKeHHe Ha copadenunb. Ako HakoMH
KPLBOH3IMB Hajlara MeIUWIIMHCKA HHTEPBEHLHA, Ce INpenopbyBa INPEKECBAHE HA JICUCHHETO CBC
copadenub (Bx. Toukxa 4.8).

ChpaeyHa HCXeMHA H/UNH HHDAPKT




B paHIOMH3MpPAHO, M1auebo-KOHTPOIHPaHO, JBOMHO-CIIAMNO TMpoyuBaHe (npoyysaHe l, BX. TOUKA 5.1)
YecTOTATa Ha CIEIIHO NeYeHHe Ha ChpACHHA ucxeMHs/HH(APKTH € No-BUCOKA B rpyriara Ha copadenud
(4,9 %) B cpaBHeHMe ¢ Utalebo rpymnara (0,4 %). TIpn npoyusane 3 (BX. TOUKa 5.1), uectoTara Ha
W3UCKBALIMTE CIICLIHO NIeYeHHe CIydYaHl Ha CbpACHHA ycxeMus/uHOapkT ¢ 6una 2,7 %o NpH NauMeHTH Ha
copadennb, B cpaBHenHe ¢ 1,3 % mpu nnayebo rpynara. llanueHTHTE C HecTaOWIHA KOpPOHApHa
apTepyaiHa 60I€CT WIM NMPECeH MHOKApAEH yHGAPKT €2 U3KIIOYEHU OT TE3H MPOYHBAHUA. BpeMmeHHO
WIH TIOCTOSHHO MPEeKbCBaHEe Ha JICHCHHETO CBC copatenut TpaGBa Ja ce UMa NpPEABHA IPHA NALMCHTH,
KOWTO Pa3BHBAT ChpAeYHA HCXEMHA u/wine uHdapKT (BX. TouKa 4.8).

Y gesoxasane Ha QT uHTEpBana

Copadenud noka3aHO yanDKaBa QT/QTc uuTepBana (BXK. Touka 5.1), KOETO MOXE Ja AOBEAC Ao
MOBHIUEH PHCK OT BEHTPUKY/NapHH 3pUTMHH. Vnorpe6ara Ha copadenub TpabBa Aa ce M3BBPIIEA C
TOBHIIEHO BHUMAHHE TPY NMALUMEHTH, KOWTO UMAT WK MOTaT /1 pasBUAT yabmwkeH QTc unTepBan, KaTo
HATIpHMED TALMEHTH C BpOJEH CHHAPOM Ha YAB/DKEH QT uHTepBal, MalMEHTH, JIEKYBaHH C BHCOKA
KyMyNaTHBHA 032 aHTPAUMKIMHH, TALHEHTH, MPHEMALIA OTIpesieSicHd aHTHAPHTMHYHH JIEKApCTBA HIIK
[pyry eKapcTBEHH TIPOYKTH, KOUTO BOIAT 20 yAb/DKABAHE Ha QT uHTepBana, X TAKUBA C EICKTPOIHTHH
HApYILLEHHA, KATO XHMOKATHEMHS, XHITOKAILMEMHS HITH xunomarHesuemus. [To BpeMe Ha ynoTpebaTta Ha
copadennfS mNpH TaKuBa MNAUHMEHTH Tpafpa ma ce obmuCIM TEPHOAMMCH MOHHTOPHMHI C
eNEKTPOKApAHOTPaMH H €JICKTPOJIUTH (MarHesui, Kauit, Kanuui).

CromaluHo-4peBHa nepdopauus

CroMaimHO-upeBHaTa nephopaiud € He4ecTo cpOHTHE, 38 KOETO ¢ ChoOlLaBa MPpH Mo-Majako OT 1% or
nauMeHTHTe, npuemalnu copadenuf. B Hikoum cimyuam TOBa HE CO CBBLp3BAa € HAIMYHHA
uHTpaabaoMuHaIeH Tymop. Tepamusara cbe copadenus Tpabsa fa ce MpeyCTaHOBH (BK. TouKa 4.8).

CunapoM Ha Tymopen pasnan (TLS

T1py MoCTMapKeTHHIOBO HAabTIOICHHE TIPY NALIACHTH, JIEKyBaHH che copadeHub, ce cpodiuasa 3a ciryyas
na TLS, HAKOH OT KOHTO JieTa/iHH. PHCKOBH dakTopu 3a moasa Ha TLS ca BUCOK TYMOPEH TOBAP, HaJIH4He
Ha XpoHHYHa OBOpeuHa HeOOCTATHYHOCT, OJIHTYPHA, HeXuaparauus, XWINOTOHHA H MOBHMIICHA
KMCEIMHHOCT Ha ypuHara, Tesu MaupeHTH Tpabpa ha ce HabI0IaBaT BHUMATE/NIHO H Ja C€ JICKYyBaT
He3aGaBHO, KaKTO € KIMHHYHO MOKa3aHO, KaTo TpsaGBa Ja ce oOMmcan XHapaTauusd < npoduaakTUYHAa
Les.

YepHonpoOHO yBpekaHe

Hsma DaHHM 3a DAalMEHTH C TeXKO YepHOIPOOHO yBpexkaaHe (Child Pugh C). Tn# kato copadeHund ce
eTMMHHUpPA TIPEAHMHO Ype3 YepHHS apo6, exkcriozuumaTa Moxe Ja Oba€ nosHIICHa MpH MaLEHTH C
TEXKO YEPHOPOGHO YBpeXKAaHe (BXK. TOUKH 42 un5.2).

EnHoBpeMeHHO NMPWIOKEHHE HA Bap(aprH

PeiKH CTy4Yad Ha KPBBOTEUSHHS HIH NOBHUILIABAHE HA INR (International Normalized Ratio) ca CchOOLUEHH
Mpy HAKOM MMalMEHTH, KOHTO Ca IpHeManH papdapHH, JOKATO Ca Ha JICYEHHE CBC copaderud.
[TauueHTHTE, KOMTO NMPHEMAT EAHOBPEMEHHO papdapuH WK GEHIIPOKYMOH, TpabBa Ja ce MOHUTOPHpAT
pENOBHO 3a NPOMEHH B nporpom6uHOBOTO BpeMe, INR uiu 3a KIHHATHO M3SBEHH KPBHBOUIIMBH (BXK.
touka 4.5 n 4.8).

Y enoKHEHHUS TPH 3apacTBaHe HAa PAHK




He ca npoBefeHM crnemuaiH{ MpoyuBaHus 3a edekTa Ha copadeHHO BBPXY 3apacTBAHETO HA paHH.
[Ipenoprusa ce BpeMeHHO NMpeKbCBaHe Ha JiedeHHeTo ¢h¢ copadennd, karo npennasHa mspka MpH
MALKHEHTH, TIPETHPIEIH roJieMHd XHPYpri4HH onepaiud. Hma orpaHiueH KIMHMYEH OMMMT MO OTHOLICHHE
Ha Bb3CTAHOBABAHE HA JICYCHHETO cliel FOJIEMH XMPYPrUMHH HHTEPBECHUMM. CIeIOBATEIHO, PEUICHHETO
na ce MOAHOBH JIEYEHHETO Che copadennt cien rojisiMa XUpypruyHa HHTepBEeHLMA TpAGBa Aa C¢ OCHOBaBa
Ha KIMHHYHATA ITPELIeHKA 32 aJIeKBaTHOTO 3a3[paBABAHE HA paHarTa.

[TaLMeHTH B cTapyecka Bh3pacT

TloknaapaHH ca caydan Ha 6B0OpeuHa HemocraThuHocT. TpsbBa na ce WMa NMpeaBH] MOHMTOpHpaHe Ha
6p6peuHaTa QyHKLIMA.

B3aHMoAeHCTBHE JICKADCTBO-ICKAPCTBO

BuuMaHue ¢ HeoOXOAMMO, KOraTo ce mpunara copadeHub Cbe CheMHEHHA, KOMTO ce MeTabonn3upar/
eTMMUHUpaT npeaumMHo upes UGT1A1 (Hanp. mpuHorekar) win UGT1A9 (Bxk. Touka 4.5).

[IpenopbuBa ce BHUMaHKe NMPH €AHOBPEMEHHOTO MPHJIOKEHHE ¢ AoLeTaKcen (BXK. To4ka 4.5)

EnHOBpeMEHHOTO MpWiaraHe Ha HeOMHLMH WIH APYrH aHTHOMOTHMLIM, KOMTO MOTraT Ja NpeAH3BHKAaT
3HAYWTCNIHH €KOJIOTHYHH CMYIIEHHS B CTOMAITHO-YpeBHaTa MMKpoduiopa, Morar Ja AOBEAAT 1O
HaMaNngBaHe Ha OMOHATHYHOCTTA Ha copadeHHb (Bx. Touka 4.5). Tpabsa aa ce MMa NMpeaBHA PHCKBT OT
HaMalleHH IUTa3sMEeHH KOHLIEHTpaLMH Ha copadeHHO npead 3amouyBaHETO Ha KypC Ha JICUEHHE C
aHTHOHOTHLI.

Cpobiasa ce 3a [O-BHCOKA CMBPTHOCT NPH NMALMEHTH ¢ IUIOCKOKIEThYEH KapLMHOM Ha 6enns apob,
nexyBaHH ¢b¢ copadeHdb B kOMOWHAlLMA C XHMMOTEpAanHH Ha OCHOBara Ha IUIATHHA. B nse
PaHIOMH3UPAHH M3MHTBAHKSA, U3CAEABAILM NALMEHTH ¢ HeApeGHOKIeT YeH KapuMHOM Ha Gends apob 8
MOArpyNnara Ha NalMeHTH C IUIOCKOK/IEThbYeH KapUMHOM, JIEKYBaHH ¢bC COpadeHHO KaTo AOMBIHEHHE
KBM NAKIMTaKcen/kapGomiaTil, KoeQHUMEeHTHT Ha PUCK 3a ofluaTa NpeKUBAEMOCT € OLEHeH Ha 1,81
(95% CI 1,19; 2,74), a xaTo AoBJIHEHHE KbM reMumuTabur/umennatus — 1,22 (95% CI 0,82; 1,80). Hama
W3pa3eHa NpPHUMHA 3a CMBPTHOCTTA, HO ca HaOMIOJaBaHM MO-BHCOKa 4YeCTOTa Ha OenoxapobHa
HEAOCTATHYHOCT, KPHBOM3IMBH M MH(EKIMO3HH HEXEaHW pPeakUHH NpH MalWeHTH, JICKYBaHH CBC
copadeHHO KaTo NOITEIHEHHE Ha XHMHOTEPAllMM HA OCHOBATAa Ha IIaTHHA.

CrieuBdWYHHH NpeaynpexXAeHHs B 3aBUCUMOCT OT 3a0019BaHeTo

Hucpepenyupan xapyunom na wumoeuonama scaesa (DIC)

[penyu 3amovBaHE HA JICYEHHETO, CE MpPenopbyBa JleKapHTe BHHMATENHO Ja OOMHCIIAT MpOrHosara 3a BCEKH
OTHENEH MALUEHT, OUEHABAHKY MAKCHUMAIHHA pasmep Ha jne3udara (Bx. 5.1 3a nesnn <1,5 ¢M), CHMIITOMHTE,

CBBp3aHH ¢ 6ONecTTa ¥ CKOPOCTTa Ha MPOrpecHs.

OBnagsBaHETO HA €BEHTYATHH HEXeNaHH JICKAPCTBEHH peaKUHH MOXKE 14 HAJOXKH BPEMEHHO MNMpPEKBhCBAHE Ha
neueHueTo cbe copadeHHO WK HaMansaBaHe Ha Jo3ara. B npoyusaHse 5 (Bx. Touka 5.1) npu 37% OT nauueHTUTe
e MpeKbCHATa Tepanudara, a npu 35% e UMano HaMaBaHe Ha J03aTa OlUE Mpe3 LMKBI 1 OT JCHEHHETO CBbC

copadenud.

HamaligBaHeTO Ha [OO3aTa € MMAIO CaMO YaCTHYeH yCmeX 3a oOfexvaBaHe Ha HexeaHWTe peakiu. Ilo Tasu
NPHYHHA C€ MPEenopBYBAT MOC/AEABALlYM OLUCHKM Ha MOJN3aTa M PUCKOBETE, KaTo Ce OTYMTAT aHTH-TyMOpHAaTa

aKTHBHOCT H ITIOHCCHMOCTTA.




Kpveousnue npu DIC
IMopanu NOTEHUHATHHA PHCK OT KbPBCHE, uHQWITpALMS B TpaxeATa, OpOHXHTE H XpaHONPOBOAA TpsaOBa na Obae
NeKyBaHa ¢ JIOKIHA TepalHa Npeay MpHilarane Ha copadeHud MpH NalHeHTH C DTC.

Xunoxanyuemus npu DTC

[Ipu H3M03BaHe Ha copatpenn6 npu nauuertu ¢ DTC, ce npenopstba BHHMATEHO MPOCIeAABaHe Ha HUBOTO Ha
Ky B KpEBTa. [IpH KIMHAYHA M3ITHTBAHHA, XUTTOKATIIAEMHATA © Gusia no-yecTa M Mo-TeXKa NPH NauydeHTH C
DTC, ocobeHo ako ca WMaiH aHaMHE3a 34 XHIONAPATHPEOHAN3EM, B CPABHEHHE © MALMCHTHTE © oB0peyHo-
KIEeTBYCH WK XeMaToley/1apeH KapLHHOM. XHIIOKANLMEMHs CTCIICH 3 4 4 e HacTHMMAA CHOTBETHO IpH 6,8% U
3,4% OT NEeKyBaHHTE CHC copathenut naunents ¢ DTC (k. ToUKa 4.8). HeoGxoauma e KOpeKLHMs Ha TexkKaTa
XHMOKATLAEMHS, 32 [a C& IPEAOTBPATAT yCNOKHEHHs KATO Y ABKABAHC Ha QT-unTepBana win torsade de pointes
(K. Touka " Y ABDKaBaHe Ha QT").

HHoomucxane na TSH npu DTC

B npoyusase 5 (Bxk. To4Ka 5.1) ca HaGMIONaBaHH MOBUILICHHMA HA HHUBAaTa HA THPEOCTHMYTHpAIIl XOPMOH (TSH)
#an 0,5 mU/l npy nauMeHTH, JIEKyBaHH CbC copadenu®. [Ipy H3MOI3BaHE Ha copacpennt npu nauuedTH ¢ DTC,
ce npernopbysa BHUMATENHO NPOCEAsBaHe Ha HHBOTO Ha TSH.

Brbpeuno-xnemvien KapyuLoM

[lanMeHTH OT MPOTHOCTHYHATA rpyna ¢ BHCOK PHCK IO MSKCC (Memorial Sloan Kettering Cancer
Center) He ca GWIM BKITFOYEHH B KITHHHYHO NPOY1BAHC ¢daza ITI npu 6EOpeUHO-KIETHUEH KapLITHOM (BX.
npoyusaHe | B TouKa 5.1), ¥ IIpH Te3H MAUMCHTH HE © OLICHABAHO CHOTHOLLIEHHETO MON3a-PHCK.

HHQOQM@,M 33 TOMOIIHHTE BEIECTBA

Tosa nexkapcTBO ChABPYKA MO-MAMKO OT I mmol Hatpuii (23 mg) Ha A033, T.€. MOXKE Ja CE Kake, H9¢
IPAKTHYECKH HE CBADbPKA HATpUi

4.8 BiaumojaeiicTBHE C APYIH JieKAPCTBEHH NPOAYKTH B ApyTd ¢dopmH Ha B3aHMOJAEHCTBHE

Uuaykropy Ha METaOONHTHY CHINMH

TIpunoxeHueTo Ha pUGAMITHIKH 32 5 OHM MpenH MPWIOKEHHETO Ha €IHOKpaTHa 1032 copadpeud Boay
cpendo ao 37 % peayxuus Ha AUC na copadennd. CamMo MHAYKTOpH Ha CYP3A4 akTUBHOCT W/HIH
TIIOKYPOHKpaHe (Hamp. *BJIT KaHTapHoH, deHrTOMH, XapOaMasenuH, deroGapbuTan M JeKCaMeTa3oH)
MOLAT ChLIO 1A TIOBHIIAT MeTabomuaMa Ha copadeHul M 1o TO3W Ha¥HH 12 MOHIDKAT KOHLEHTPALMHUTE

MY.

Muxuburopu CYP3A4

KeTOKOHAa30/, CHIEH HHXHOUTOp Ha CYP3 A4, npunoxeH €AHH BT AHEBHO B npoABk/DKEHHE Ha 7 IHU Ha
3paBu NOOPOBONILH HE MMPOMEHS AUC Ha exuHM4Ha no3a 50 mg copadenud. Te3n JaHHH NMOKA3BAT, HC
KIMHUYHETE (AapMAKOKMHETHYHM B3aMMOJCHCTBHS Ha copadern6 ¢ CYP3A4 uHXHOUTOpH ca Majko
BEPOATHH.

Cy6crpatn Ha CYP2B6, CYP2C8 y CYP2CH

Copadennt uHXuOHpa in vitro TOYTH CIHAKBO CYP2B6, CYP2C8 u CYP2C9. Benpekn TOBa, B
KITHHWYHY (PAPMAKOKHHETHYHH WM3MUTBAHHMA €AHOBPEMCHHOTO nprioxkenue Ha copadenud 400 mg nea
I5TH OHEBHO ¢ LmKIodochamu, cybcTpar Ha CYP2B6, Wiy ¢ maxJIMTaKces, ¢y CYP2CS, ue




BOJIM N0 KIHHHYHO 3HAYHMO HHXHOHpaHe. Te3u qaHAM npennonarar, e copadeHHd B NpenopbYHTEIHATA
no3a 400 mg OBa IbTH AHEBHO He MOXke Aa 6bae in vivo nHxubuTop Ha CYP2ZB6 u CYP2CS.

B nonwiHeHHe, eAHOBPEMEHHOTO JieHeHHe ¢ copadeHnO u BappapuH, cyocTpar Ha CYP2C9, He Boan
no uzMeHeHHe B cpegHoTo PT-INR (Prothrombin Time-International Normalised Ratio), B cpaBHEHEHHE
¢ mianebo. ClemoBaTe/IHO MOXE Aa ¢& OYaKBa, PHCKEBT 3a KJIMHUYHO 3HAYHMO in vivo HHXHOHpaHe Ha
CYP2C9 or copadennd na Ompae Hucbk. Bce mak npH nauMeHTH, NpHeMalld BapgapuH WM
¢dennpokymoH, INR Tpabsa na ce nposepaBa peaoBHO (BXK. ToUka 4.4).

Cyb6crpatn Ha CYP3A4, CYP2D6 u CYP2C19

EaHoBpeMeHHO MPUJIOKEHHE Ha copadeHHb U Muaa3onamM, JeKCTPOMETOpdaH HITH OMENPA30o)l, KOUTO Ca
cyoctpati Ha uproxpomu CYP3A4, CYP2D6 u CYP2C19, ¢cpOTBETHO, HE ITOBJIUABA €KCIIOIUIMATA Ha
Te3W NpoAYKTH. ToBa nmokasea, uye copadeHHO He € HHTO UHXHOUTOpP, HUTO MPOAYKT, KOHTO MOBHILABA
aKTHBHOCTTA Ha Te3d uuroxpoM P450 n3zoeHzumu. CrneaoBaTenHo, KIHHMYHOTO (apMakOKHHETHYHO
B3aHMoAcHCTBHE Ha copadeHnd cue cyOCTpaTHTe Ha TE3U €H3UMH Ca MAKO BEPOSTHH.

Cyb6erparn Ha UGT1A]1 n UGT1A9

In vitro copadennt naxubupa rmokyponupanero upes UGT1A1 u UGT1A9. KnuHHYHOTO 3HaUeHHE Ha
TO3U (aKT He € U3BECTHO (BXK. IO-TOJy H TouKa 4.4),

In vitro npoyuBanus Ha CYP eH3WMHA MHYKIHA

AxtuRHOcTTa HA CYPIA2 1 CYP3A4 He ce npomeHA cnen JieueHHE Ha KYJITHBHPaAHH 4OBEIIKH
XeTIaTOLMTH ¢he copadeHHO, KOETO NOKAa3Ba, Ye € MAJIKO BEPOATHO copadenus na unmyuupa CYP1A2 u
CYP3A4.

P-gp-cybcTpaTu

In vitro e pokasaHo, ue copadeHHO HMHXMOHMpa TpaHCMOPTHHA NpOoTeMH p-raukonporedd (P-gp).
TToBMIneHUTE ILU1a3MEHH KOHIICHTPALKMH HA cybeTpaT Ha P-gp, KaToO JUroKCHH HE MOTaT fa ce U3KoUaT
[PH €AHOBPEMEHHO JieYeHHE ChC copageHud.

KOMGHH@HH C APVYIrH aHTHHEOIUIACTUYHH CPEACTBA

B knuHu4HK nMpoyuBaHKua copadeHHd € npuiaral ¢ IMPOKa ramMa JApyrd aHTHHEOTUTACTHYHH CPECTBA C
TEXHUTE O0MMAHHM JO3HPOBKH, BKIIOYMTENHO reMuMTaOHH, LHCIUIATHH, OKCATUIUIATHH, MTAKIHTAKCEN,
KapOoILIaTHH, KaneLHTabuH, AoKCOpYOHLIMH, HPHHOTEKaH, aoueTakcen H uuknodochamun. Copadenntd
HAMA KJIMHHYHO 3HAUMM edeKT BbpXY (apMaKOKHHETHKATa Ha reMuMTabuH, UUMCILIATHH, KapboraTus,
OKCATMIUIATHH WK LuKinodochamun.

[Taknurakcen/kapbonnaTu-

o IlpunosxeHHeTo Ha nmaknuTakces (225 mg/m?) u xkap6orunatud (AUC = 6) cbe copadenut (< 400
mg ABa ITHTH JHEBHO), IPWIOKEHH ¢ 3-JHEBHO NpPEKbCBaHE Ha MPUIONKEHHETO Ha copadeHud
(IBa OHW Tmpeod W €OWH ClleAl TIPUIOKeHHWE Ha MaKIHTaKcel/KapOOIIaTHH), He BOIAT A0
3HAYHTENEH €deKT BEpXy (PapMaKOKHHETHKATA Ha MakIHTaKCEN.

o EnHOBpEMEHHOTO NpHIOXKEHHE Ha nakiaurakcen (225 mg/m? BeaHbxK Ha BCEKM 3 CeAMMIIH) H
xap6onnatuH (AUC = 6) cic copadennt (400 mg nBa nbTH JHEBHO, 63 MPEKbCBAHE Ha NPHEMa)
BOJU A0 47% yBeTW4EeHHE Ha €KCMO3ULMATA Ha copadeHud, 29% ypennuHHe Ha




Ha nakauTakcen H 50% yBenuuenuwe Ha excnosuumsara Ha 6-OH naxiuraxcern.
OapMaKOKHHETHKATA Ha KapOOIUIaTHH He ce MOBJIHABA.
Te3n [aHHM MOKA3BaT, Ye He € HeoOXoAMMa KOPEKIIHA Ha 103aTa KOraTo rakjidrakces U KapOoIUIaTuH ce
MpHIAraT €THOBPEMEHHO Che copateHuO ¢ 3-AHeBHO NIpeKbCBaHe Ha NPUIOKEHHETO Ha copadeHut (asa
AHM TIpEAH W €OHH Cliel NPWIOKEHHWEe Ha Nakniurakcen/kapboryatud). KIHHHYHOTO 3HAYEHHE HA
YBENHYEHHETO Ha €KCMO3MLIMATA Ha CopadeHHO U NaKIMTaKCeN, MPH eAHOBPEMEHHOTO MPHIIOKEHHE CBC
copadeHHO 6€3 MpeKbLCBaHe Ha NIPHEMA, HE € W3BECTHO.

KanenurabuH

EnHOBpEMEHHOTO NPWIOKEHHE Ha KaneuurabuH (750-1050 mg/m? apa mbTH OHEBHO, AHH 1-14 Ha BCekH
21 gun) u copadenud (200 nnu 400 mg ABa MBTH AHEBHO, MPOAB/DKHTENHO HEMPEKBCHATO NMPHIOKEHHE)
He BOJHM 10 3HAYMUTENIHA NPOMSHA B €KCIIO3uuMaTa Ha copaderund, Ho Boau a0 15 - 50% ysenuuenue Ha
eKCIIO3MuMATa Ha KaneumrabmH U 0 — 52% yBeauueHe Ha exkcnosuumara Ha 5-FU. KnuHuuHoTO
3HAYCHHE Ha TE3H MAJIKM A0 YMepeHH yBelHYeHHs Ha €KCIO3HLMATa Ha kaneuwrabuH U 5-FU npu
eAHOBPEMEHHO TIPHIOKCHHE ChC cOpadeHUb He € U3BECTHO.

Hoxcopyounun/MpuHorekan

EnHoBpeMeHHOTO NeveHMe c¢be copadennd Boau n0 21 % yeenuuaBaHe Ha AUC Ha JokcopyOHIMH.
Korato ce nmpunara ¢ HpHHOTEKaH, YMiTO akTuBeH Metabonut SN-38 ce merabonu3npa upes UGTIAI
IMKDI, uMa 67 - 120 % yBenuuaBaHe Ha AUC Ha SN-38 u 26 - 42 % ysenuuaBaHe Ha AUC Ha
HUpHHOTEeKaH. KIHHHYHOTO 3HaYEHHME HA TE€3H JAHHU HE € H3BECTHO (BXK. TOuKa 4.4).

OLICTAKCEIT

Houetaxcen (75 win 100 mg/m?, npunoskeH eNHOKpaTHO Ha BCekH 21 AHHM), KOraTto ce Mpuiara
eIHOBPEMEHHO ¢BbC copadennd (200 mg ABa MBTH AHEBHO, NMPHIOKEH Ha JicH 2 npe3 19 oT 21-aHeBeH
LMK ¢ 3 AHEBHO NMPeKbCBAHE Ha MPWIOKEHHETO, OKOJIO NPHIIOKEHUETO HAa JOLETAKCEeN), BOAH A0 36 -
80 % ysenuuasane Ha AUC Ha mouerakcen u 16 - 32 % nosuuiasaHe Ha aoueraxcen Cuax. IIpenoprysa
ce BHMMaHHe, xoraTo copadeuub ce npunara eAHOBpEMEHHO C JOLIETaKcen (BXK. Touka 4.4).

Kom6uHauus ¢ Apyry CPencTea

Heomuyun

EQHOBpPEMEHHOTO IpWIAaraHe Ha HEOMHIHMH, HECHCTEMHO AHTHMHKpPOOHO CpeACTBO, M3MOA3BAHO 34
YHHILOXXaBaHE Ha CTOMAallHO-4YpeBHaTa ¢nopa, BOAH A0 B3aHMOJEHCTBHE € €HTEPOXENaTaNHHA
KpBeroBpar Ha copadeHud (Bx. Touka 5.2 Merabomi3em ¥ eHMHUHHpPAHE) U B PE3yNITAT HAa TOBA A0
HaMalleHa excno3uuMia Ha copadenud. Ilpu 3apaBu noOpoBosLM, JEKYBaHH C 5-IAHEBHA CX€Ma Ha
HEOMHIIHH, CPEeHATA eKCTIO3HIMA Ha copadeHnt Hamansasa ¢ 54%. Edexrure Ha ApyrH aHTHOHOTHIM He
ca TIPOYYBaHH, HO BEPOATHO 1€ 3aBHCAT OT TAXHATa CrOCOOHOCT Ja B3aUMOACHCTBAT ¢
MHKPOOPraHU3MHTE ¢ [NIIOKYPOHHIa3HA aKTHBHOCT.

4.6 Depranuter, 6peMEeHROCT H KbPMEHE

bpemenHoct

Jluncear naHHH ot ynorpebata Ha copadeHUO npH OpeMeHHM xeHH. lIpoyuBaHHATa NpH XHBOTHH
MOKa3BaT PENPOAYKTHBHA TOKCHYHOCT, BRITIOYMTETHO MandopMauuH (BK. Touka 5.3), [IpH napxose e




GPEMEHHOCT, OCBEH aKO He € aDCONMOTHO MokasaH, CIIE/ BHUMATEIHO 00CHM/IaHe Ha He0OX0AUMOCTTa 34

MalikaTta M pMcKa 3a rJjoja.
YKeHu ¢ 1eTepoieH MoTeHIMan TpsaOBa 1a U3MoJi3Bat edeKTHBHA KOHTPALETLIKA N0 BPEME Ha JICYCHHCTO.

KbpmeHe

He e usBecTHO mamu copadeHud ce ekckpeTupa B KbpMarta. IIpu KUBOTHH copadeHHO H/HUiIH HErOBUTE
MeTabOJTUTH Ce EKCKPETHUpAT B MJISKOTO. TbH KaTo copadeHub MOoXKe 1a yBpeau pacTexka v pasBHTHETO
Ha HOBOPOJEHOTO (BXK. TOYKA 5.3), ’KEHHTE HE TpaOBa 1a KbPMSAT 110 BpEME Ha JIEYEHHETO ChC copadeHHO.

DepTHIIMTET

Pe3syararuTe OT MPOYUBaHUS MPH )KUBOTHH MOKA3BaT, He copadeHHO MOXKe 12 yBPeH MBIKKHS U IKCHCKHA
dbepTunUTeT (BXK. TOYKA 5.3).

4.7 EdexTn BbpXY cl0co0HOCTTA 32 mOPHpaHEe H pabora ¢ MAIUHHH

He ca mpoBex/aHH MPOyYBaHHs 32 e(eKTHTE BHPXY crnocoGHOCTTA 3a WwodupaHe U padboTa ¢ MalIHHH.
Hsima 10Ka3aTeacTBo, ue copadeHnb noBiuaBa COCOOHOCTTA 32 mwodupaHe U padboTa ¢ MallMHH.

4.8 HexeaHH JIEKAPCTBEHH PeaKIHH

Haii-Ba)KHUTE CEPHO3HM HEXKEJaHW peakuud ca MHOKap/cH MH(ApKT/MCXEMHs, CTOMALIHO-YPEBHA
nepdopalus, HHAYLMPaH OT JIEKAPCTBOTO XEMNAaTHT, KPBBOU3/IHE H XUTEPTOHHUS/XUIEPTOHUUHH KPH3H.

Haii-4eCTHTe HeXeaHW peaKllMH, CBBP3aHM ¢ JIEKapCTBOTO Ca IHapHs, yMopa, ajlonCLHi, HHpeKUus,
KOJKHA peaKis pbKa-Kpak (ChOTBETCTBAa HAa CHHAPOM Ha NaiMapo-TUIaHTapHa EPUTPOAU3ECTE3US 1O

MedDRA) u o6pHuB.

HeskenaHuTe peakiuH, I0KJIaABAHH B MHOTO KIIMHHYHH W3MUTBaHUA HIIH 110 BpEME Hd
MOCTMAPKETHHrOBaTa ynorpeda, ca nNpeCTaBeHH Mo-107y B tabnuua 1, noApeneHH 1o CHCTeMOOpraHHa
knacupukauus (MedDRA) n uecroTa. YecToTaTa ce onpeelis KaTo: MHOIO YeCTH (>1/10), wectu (=1/100
no <1/10), neyectn (=1/1 000 no <1/100), peaxu (=1/10 000 no <I/1 000), ¢ Heu3BecTHA uecToTa (OT
HAJIMYHUTE JAHHH He MOXKe /1a Ob/ie HanpaBeHa OLCHKA).

[Ipu BCSKO rpyMHUpaHE B 3aBUCHMOCT OT 4€CTOTaTa, HEMEIAHUTE IeKapCTBEHH peakLnH ce u30posBar B
HU3XO/AIIL Pel MO OTHOLIEHHE Ha TAXHATa CEPHO3HOCT.

Ta6auna 1: BcHUKH HexXeJaHH JIEKAPCTBEHH PeAKLHH, T0KIAABAHH B MHOTO KJIMHHYHA H3NUTBAHHA WJIH
no BpeMe Ha MOCTMAPKETHHI0BaTa ynorpeba

CucteMoOpraHHd | MHOro 4eCTH Yectn Heuectn Penku C

KJ1acoBe HEU3BECTHA
4yecToTa

WUndexumun u| uHbexkuus (OTHKYTUT

vH(pecTauHH

Hapywierus Ha| JMM(pONEHHS JIEBKOTEHHS

KpPbBTa u HEYTPOMNEHHS

numdHara aHeMus

CUCTEMA TPOMOOLIMTONEHHUS
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peakuuy Ha| aHruoeaem
CBPBXYYBCTBHUTEJIHOC
T (BKJIIOYBALIM KOXHH
peaxkuu1 |
YPTHKapHs)
aHaunaKkTHYHA
peakius
XUTMOTHPEOUU3BM | XHIIEPTHPEOHIH3BM
aHOpEKCHUs XHIOKAJILIHEMHS aexuaparaums CHHAPOM Ha
xunodocdareMus | XUNokaaIueMus TYMOPEH
XUIIOHATPUEMUS JTU3UC
XHUTOTJIMKEMUS
aernpecus
nepudepHa ceTuBHa | oOpaTuma 3a/THA eHuedanona
HEBpOMAaTHS NeBKOeHLe(aonaTus THSA®
JIUCTEeY3us ¢
IIyM B YIIIHTC
3aCTOMHA CbpaevyHa yAb/DKaBaHe Ha
HeIoCTaThb4YHOCT* QT
MUOKapJHa HUCXEMHS
1 uHpapkT*
| KPBBOU3JIUB 3ayepBsBaHe XUINEPTOHUYHHU KPU3H aHEBPHU3MH H
(BKJIIOYMUTEIIHO apTepUaiHH
cTOMaluHoupeBeH* JOUCEKaLUH
, IMXaTeJieH TpakT™*
17 MO3BbYEH
KPbBOU3/IUB*)
| XHMepToHHUs
Xpema cbOMTHA, NOAOOHHU Ha
eaucoHus MHTEepPCTULIHAJIHA
OenogpobHa Gonect*
(MMTHEBMOHMT,
pajgHaLMOHEH
MHEBMOHUT,  OCTBP
pecnupaTopeH
JUCTPEC U Ap.)

1




[ qMapus ~ rajeHe | CTOMATT MAaHKPEATUT T[aCTPHUT
| nospwilane 3anek | (BKJIIOYUTETHO CTOMaLIHO-YPEBHU
| cyXoTa B ycTaTa 1 nepdopaunu*
rJ10COOWHMA B
€3MKa)
JIUCTIETICHS,
aucarus
racTpo-
e3o(areasieH
pedayxe
MOBHILIABAHE Ha| XernaTuT,
OounupyonHa ¥ | HHIyUUpaH oT
YKbITEHHLA, IeKapCTBOTO*
XOJIELIMCTHT,
XOJIaHTUT
[ cyxa koka oOpuB| KepaToakaHToma/ | eK3eMa epuTeMa [lepMaTHT
amorielMss  KOXKHAa | CKBamMO3€H MynTadopme noao0eH Ha
| peakus pbKa| KIeTb4€H pagualMoOHEeH
Kpax** epuTeMa| KapLIMHOM  Ha CHHIPOM Ha
chpbex KoJKaTa StevensJohnson
‘- ekconmaTuBeH JIEBKOLIMTOKJ1AC
JlepMaTHUT TUYEH BaCKYJIUT
aKHe TOKCHYHA
JleCKBaMallus Ha enuaepMaiHa
KOXKaTa Hekposn3za*®
XHIepKepaTo3a
|| apTpanrus MHUAJITHs. MYCKYJTHH pabaoMuo/IH3a
cria3Mu
obOpeuHa HeDpPOTHYEH
HEJIOCTAaTbYHOCT CUHIPOM
NPOTEUHY U
€PEeKTHIIHA rMHEKOMaCTHS
auchyHKLMS
‘| ymopa 6onka acTeHHs
(| (BKJIFOUMTEJIHO rpUnonoaodHoO
1| ycTa, KOpeM, KOCTH, 3a00J/1IBaHe
TymMopHa Oojika W | BB3MNAJICHHC Ha
riaaBo0osue) JIMTaBULIMA
| moBuiLIEHa
| TemnepaTypa
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Hzcnenpanus HaMaJsiBaHe Ha | MPeXoaHO MPeXOAHO

TEJECHOTO  TerJo | MOBUILIABAHEe Ha | MOBULIABaHe Ha

[MOBMIIIEHA aMMJia3a | TPaHCAMHHA3HTE aJIKajiHaTa

MOBHULLIEHA JIMMNa3a ¢ocdaraza B KpbBTa
natoniorudeH  INR
NMnaToJIOrH4HO
MPOTPOMOUHOBO
BpeMe

. HeskelaHHTe PeaKLMK MOTaT J1a HMaT JKHBOTO-3acTpallaBall HiK dataneH u3xoa. Takusa cbOMTHS

ca WIH HEYECTH, WK M0-PEIKH OT HEYECTH.

*¥  KokHAarta peakuus pbKa-Kpak CbOTBETCTBA HAa CHHIApPOMAa Ha  MajiMapHO-IUIaHTapHa
epurpoaunsecre3us B MedDRA.

Ciy4au ca JOKJIa[IBaHH CJie]l pa3pellaBaHeTo 3a ynorpeoa.

JlonbHUTEIHA HHGOPMALMS OTHOCHO W30paHu He)KelaHW JIEKapCTBEHH PEAKIIMK

3acmoiina cvpoeyHa HedoCmamvyHoOCm

B KJIWHWYHM MPOYYBAHHUs, CIIOHCOPUpPAHH OT (Qupmara, 3aCTOMHAa CbpA€YHA HEN0CTATHYHOCT C€
cbobIIaBa KaTo HexkesaHo crouTHe npu 1,9 % oT naumeHTHTe, JIeKyBaHH Cbe copadeHnd (N=2 276). B
npoyusane 11213 (RCC) Hexenanu cbOMTHS, CHOTBETCTBAIIM HA 3aCTOMHA ChbpACYHA HEAOCTATHYHOCT,
ca noknanasanu npu 1,7 % OT NauMeHTUTe, JeKyBaHu cbC copadennd, u mpu 0,7 % npy nomyyasaliure
miane6o. B npoyusane 100554 (HCC) npu 0,99 % ot nexyBaHuTE ChC copaenud u npu 1,1 % or
MoJTyuyaBaiiuTe rianeto ca CboOIIEHH TaKMBa CHOUTHAL.

Jlonvbanumenna ungopmayus 3a Cneyuainu Ronyrayuu

B KIMHMYHHM W3MUTBAHMUS, HAKOM HEXEJAHM JICKAPCTBEHW PEaKUHHM KATO KOXXHa PEaKLHi pbKa-Kpak,
quapus, ajoneuus, HaMajisgBaHEe Ha TEJNECHOTO TErJo, XWMEPTOHWSA, XMMNOKAILHEMHA,  H
KepaTOaKaHTOM/TUIOCKOKJIEThbYeH KapLMHOM Ha Kox<ara ca HaOJo/aBaHH ChC 3HAYMTEHO MO-rojiiMa
4ecTOTa MpPH MNaUuMeHTH ¢ JudepeHuMpaH THPEOWJeH KapUMHOM B CpaBHEHHWE C TNALMCHTHTE OT
npoy4BaHus 3a ObOPEUHO-KJIETHYEH WK XeMaToLeTyJIapeH KapLUHHOM.

OrxiioHenus B 1aGoparopuuTe uicneasanus npu maimentr ¢ HCC (npoyuBaHe 3) u ¢ RCC (npoy4BaHe

1)

[MoBumena nuna3a ¥ amuiasza ca jgoknaasand MHoro decto. CTCAE 3 wiu 4 creneH NOBHINEHH
CTOWHOCTH Ha nunazara ca ce nossuad npu 11 % u 9 % ot naiueHTuTe B rpynara cbC copageHuoO,
choTBeTHO, npy npoyusane 1 (RCC) u npoyusane 3 (HCC), B cpaBHeHHE CBC 7 % 1 9 % OT NaLMEeHTHTE
B rpymnara Ha rnunaue6o. [ToBuiieHH CTOHHOCTH HAa aMHJIa3aTa CTCAE 3 unu 4 cTeneH ca ce NosiBUJIM IMpH
1 % u 2 % OT NaLMEeHTHTE B rpymnaTa che copadgenud, ChbOTBETHO, MPU NMpoyuBaHe 1 U npoy4saHe 3, B
cpaBHeHHe ¢ 3 % OT nauMeHTHTe BbB BCsKa uianedo rpyna. KiInHHYHUAT MAaHKPeaTHT € 10K/Ia1BaH ITpH
neama ot 451, nexyBanu c¢be copapennt nauuentH (CTCAE 4 cremeH) npu npoy4BaHe 1, 1 or 297
MauMeHTH JieKyBaHu cbe copadennt npu npoyusane 3 (CTCAE 2 crenen) u enuH oOT 451 (CTCAE 2
cTerneH) B rpynara ¢ niaue6o B npoyusaHe 1.

XunogocdareMusTa € MHOro uecra JjiabopaTopHa HaxOJKa, nHabmonasana npu 45 % u 35 % or
JIeKyBaHUTE Che copadeHnd nauueHTH B cpaBHeHUe ¢ 12 % 1 11 % oT nauMeHTHTe B rpynara Ha nauedo,
ChOTBETHO, MpH npoyusaHe | u npoyusane 3. Xunogpocharemus CTCAE 3 crenen (1 - 2 mg/dl) npwu
npoyusaHe | ce e nosieusa npu 13 % OT MauUeHTHTE, JIEKyBaHH ChC copaeHud 1 3 % OT NALMEHTHTE B
rpynara Ha miane6o, a npu npoyusane 3 npu 11 % OT MaMEHTUTE JIEKYBaHH CbC copaenn6d u 2 % ot
nauuenTuTe B aue6o rpynara. Hama cinydau Ha xunodocdparemus CTCAE 4 mg/dl),
cHOBILEHH B rpynarta ¢be copadeHnb uim rpynara ¢ riauedo npu npoy4ysaHe ebo
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rpynara npd npoyusade 3. ETHonorusta Ha xunogocdaremuiTa, CBbp3aHa CBC copapeHHd He €
M3BECTHA.

IMpu CTCAE 3 crenen uny 4 creneH ca HabM0aaBaHU OTKIIOHEHHUA B naboparopHUTE MOKA3aTeH NPH
5 % OT MALMEHTHTE, IEKYBAHH ChC COPadeHUO, BIIIOUHTETHO TUMGONEHUS H HEYTPOIICHHUA.

XunokanueMus € foknaasana npu 12 % u 26,5 % oT nauueHTHTe, JeKyBaHH Che copadeHnd, CpaBHEHO
¢ 7,5 % u 14,8 % npH nauMeHTHTE Ha nnaue6o, CbOTBETHO B MpOY4YBaHe 1 1 npoyyBaHe 3.
MHO3HHCTBOTO AOK/IAZABAHM Clydad Ha Xunokanuuemus ca Huchk k1ac (CTCAE 1 u 2 crenen). CTCAE
3 creneH xurokanuuemus (6,0 — 7,0 mg/dL) ce HaGmonasa npu 1,1 % u 1,8 % OT nauHeHTHTE, NEKYBaHH
cve copadennt, u npu 0,2 % u 1,1 % or mauMeHTHTe B rpynara Ha wiauebo, a CTCAE 4 creneH
xunokanuueMua (< 6,0 mg/dL) ce Habmogasa npu 1,1 % wu 0,4 % OT NALKMEHTHTE, NEKYBaHH CbC
copatennt, u npu 0,5 % 1 0 % OT MauMeHTHTe B rpynara Ha Iaueto, CHOTBETHO B NPOY4BAHE 1 u3.
ETHONMOrUsTa Ha XUNOKATLUMEMHUSITA, CBhP3aHa ChC copadeHHO, He € H3BECTHA.

Ipu npoyusanus 1 ¥ 3 ce Hab1I0AaBa NOHKEHHE HA KA [IPH CBOTBETHO 5,4 %o U 9,5 % OT maLMeHTHTE
Ha JleueHHe Cbe copadenut B cpapuenme ¢ 0,7 % u 5,9 % OT nauueHTHTe Ha rauedo.

IMoBeueTo OT CHOGIIABAHHTE CTyHaH Ha Xunokanuemus ca ¢ hucka creneH (CTCAE 1 crenen). [Ipu Te3u
npoyusanus xunoxanuemus CTCAE crened 3 ce paseusa npu 1,1 % u 0,4 % oT naLMeHTUTE Ha JICUeHHe
cse copadennt u mpu 0,2 % u 0,7 % OT MalMeHTHTE B rpynata Ha miane6o. Hama ChOOLIEHHUS 3a
xunokanHemus CTCAE creneH 4.

OrtxnoHeHus B TaboparopHuTe nokaszareny npu namyent ¢ DTC (mpoyusaHe 5)

3a XHIOKAALHEMHA ce choBinasa npu 35,7% OT NaLMEHTHTE Ha JICYEHHE CBC COpadeHHUD B CPaBHEHHE C
11,0% ot naumerTHTe Ha naueto. [Toeeyero o chOOIIEHHATE 33 XMITOKATLIHEMHS €A 38 HUCKOCTEICHHA
takaBa. Xunoxanuuemus creneH 3 no CTCAE ce e pa3smia npH 6,8% oT naupeHTHTe, JCKyBaHH ChC
copatbenu6 u npu 1,9% OT MaUMEHTHTE B rpynara Ha rauedo, a XHIOKAILHEMHs CTENeH 4 no CTCAE
ce e pa3suia npH 3,4% OT NallMeHTHTe, JIEKYBaHU CBC copadenu6 u npu 1,0% OT NAMEHTHTE Ha nauebo.

Jlpyra KNMHHMYHO 3HAYHUMH OTKJIOHEHHS B 1a00PaTOPHUTE MOKA3ATEIH, HabmrofaBaHy B MPOYYBaHe 5 ca
roKasaHu B Tabnuua 2.

Ta6amna 2: CBBP3aBH ¢ JeueHHETO OTKAOHEHHS B 1afopaTopHHTE NOKa3aTe M, ChobmAaBany nNpH
nanuentn ¢ DTC (npoyusane 5) npe3 ABoiiHocI190aTA (pa3a
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JIaGopaTopeH napameTsp, Copadennd N=207 [Tnane6o N=209
(B % OT M3CICABAHHUTE BcHYKH Ctened | Crenen | Bceuuku | Cremen [CreneH

npoou) crerieHp* | 3* 4* creneHu* 3* 4%

Hapywmenus Ha KpbBTa H TUM(QHATA CHCTEMA

AHemus 30,9 0,5 0 23,4 0,5 0

TpombonuroneHHa 18,4 0 0 9,6 0 0

HeyTtponenus 19,8 0,5 0,5 12 0 0

JInmdoneHuns 42 0,7 0,5 25,8 5,3 0

Hapymenus Ha meTabonusMa H XpaHEHETO

XHoKaIHeMHA 17,9 1,9 0 2,4 0 0

Xunodocharemus™** 19,3 12,6 0 2,4 1,4 0

Xenaro-OunuapHy Hapy1IeHH

[osHuieH OMNMPyOHH 8,7 0 0 4.8




[Mopuwesia ALT 58,9 3,4 1,0 24.4 0 0
[TopuieHa AST 53,6 1,0 1,0 14,8 0 0
HscnensaHus

[ToBuileHa aMuwiasa 12,6 2,4 1,4 6,2 0 1,0
[TopyilieHa NUMNasa 11,1 2,4 0 2,9 0,5 0

* O6WM TEpPMUHONOIHYHH KPHUTEPHH 3a HEXENaHH JICKapCTBCHH peakiun (Common Terminology
Criteria for Adverse Events - CTCAE), Bepcus 3.0
** He e U3BECTHA €THOJIOTHATA HAa CBBbp3aHaTa Cbl copadenud xunodpocharemus.

CpoblliapaHe Ha MTOJO3NPAHH HEKENaHH DEAKIIHM

CHo6IaBaHeTo Ha MOJO3HPAHH HEXKENaH PeakiHH C/efl paspellasane 3a ynotpeba Ha NEKAPCTBEHHA
npoayKT ¢ BaxHO. ToBa Mo3BOJABA A3 MPOAB/IKH HaBIONEHHETO HA CHOTHOLIEHHETO TOM3a/PHCK 34
fleKapcTBEHUA MPONyKT. OT MEAHIIMHCKUTE CLICLMATUCTH CC M3KCKRa Aa choOIlaBar Beska noaosHpaHa

HeXe/IaHa peakLMA upes:

MU3nBpJIHUTENHA areHUKs Mo JICKapCTBaTa
yi1. ,,JJamsaH ['pyes” Ne 8
1303 Codus

Ten.: +359 2 8903417
ye6ealiT: www.bda.bg

4.9 IIpenosupane

Hama crieunduyHO JIe4eHHe NpU IPEAO3UPAHETO Ha copadenns. Hai-BucokaTa R03a copadeHud,
npoyysana KiHHH4HO ¢ 8§00 mg, 1Ba METH JHCBHO. He)xenanuTte peakuuy, HabmoaBaHH MpY Ta3y 1033
ca GWIM NpeIWMHO AHapys H ACPMATOJOrMYHH NPOABM. B ciyuail Ha MOAO3WPAHO NPEAO3HPAHC,
copadpeHnb fia ce CrIpe M Jia ce 3anovHe MOAABPXKALIO EUEHHE, KOraTo © HeoOxoauMo.

5. @OAPMAKOJIOTHYHH CBOHNCTBA
5.1 ®apvaxolRHAMHYHH CBOHCTBA

dapMaKoTepaneBTHYHA IPyna: AHTHHEOIUIa3MEHH CpelcTha, IPOTEMHKMHA3HH HHXUOHTODH, ATC
xoa: LOTEXO02.

Copadennd € MyJITHKHHA3CH MHXHOWTOP, KONTO MPOABABA AHTHNPONUQPEPATHBHY U AHTHAHTHOTCHHH
CBOMCTBA in vifro U in vivo.

MexaHHu3bpM Ha feHcTBHE H PapMaKoAHHAMUYHH edekTH

Copatenub e My TTUKHHA3EH HHXHOHTOP, KOWTO HaMAIABa MPONH(epalHaTa Ha TYMOPHH KJIETKH in Vilro.
Copadenn6 uHxubHpa TyMOPHHS pacTeX Ha IHPOK CEKTHP YOBELIKHA TYMOPHH NPUCAAKH B MHILIKH C
OTCTpaHeH THMYC, TPHUIPYXKEHH OT PeXyKuHd Ha TyMOpHAaTa anruoreneza. CopadeHnb MHxHOMpa
aKTHBHOCTTA Ha TapreTuTe, NPHCHCTBALLH B TyMOpHATA KIIE€TKA (CRAF, BRAF, V600E BRAF, c-KIT u
FLT-3) u B Tymopuute cwiose (CRAF, VEGFR-2, VEGFR-3 u PDGFR-B). RAF-kunasure ca
CEpUMH/TPEOHHHKHHA3H, J0KaTO ¢-KIT, FTL-3, VEGFR-2, VEGFR-3 u PDGFR-p ca peuenTop
THPO3UHKHHA3H.
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KaunuyHa edHKacHOCT

KnunuyHaTa 6e30macHOCT M eHKACHOCT Ha copadeHHO e mpoy4yeHa MpH NALMEHTH ¢ XeNaTolemyiapeH
kapuuHoM (HCC), npu naumeHTH ¢ 656peuro-kiersder kapuuHoM (RCC) B HanpenHan cTaaui M NpH
NMaLMeHTH ¢ AU(epeHIHpaH KapLHUHOM Ha WuToBUAHATA ie3a (DTC).

XenaroueayaapeH KapuHOM

[IpoyuBare 3 (npoyusane 100554) e dasa 11, MexxayHapoaHO, MHOTOLEHTPOBO, PAHAOMHU3MPAHO, ABOHHO
cnano, mnuanebo-KoHTpPoNupano mnpoy4BaHe MNMpH 602 NauHEHTH ¢ XEMaToUCTyJapeH KapLUHHOM.
HemorpadcKHTe MOKA3aTEAM H XaPAKTEPHCTHKHTE Ha 3a60I9BaHETO HA H3XOXHO HUBO ¢a GMITH CPaBHUMH
MeXIy rpynara Ha copadenu® u raueGo rpynara mo otHomenue Ha ECOG craryc (craryc 0: 54 %
cpetry 54 %; craryc 1: 38 % cpewxy 39 %,; cratyc 2: 8 % cpeuy 7 %). TNM cramnii (crammii I: <1 %
cpewy < 1 %; cragmii I1: 10,4 % cpemy 8,3 %; cramuif I11: 37,8 % cpeury 43,6 %; crapmii IV: 50,8 %
cpewty 46,9 %) u BCLC craauii (craguii B: 18,1 % cpemy 16,8 %; craauit C: 81,6 % cpemy 83,2 %;
crapuit D: < 1 % cpewyy 0 %).

[TIpoyuBaHeTO € CIPAHO, ClIe]l KaTo IUIAHHPaH MEXIHWHEH aHaIH3 Ha OS ¢ npeMHHall NpeABAPUTETHO
onpemeneHaTa rpanuua Ha eduxacHoct. Tosu ananm3 Ha OS mokasBa CTATUCTHYECKH 3HAYUMO
npeauMcTBo Ha Copadennt ®apmacaiivic cripamo mianedo sa OS (HR: 0,69, p = 0,00038, Bx. Tabanua
3).

HMa orpaHHueHH JaHHH OT TOBA MPOyYBaHE NPH NalHeHTH ¢ YepHoaApobHO yBpexnane Child Pugh B u
e BKIoYeH camo eauH nanueHt ¢ Child Pugh C.

Tabauna 3: PesyaraTta 3a epmxacaoct or npoyusane 3 (mpoyusame 100554) npm xenatouemynapeH
KAPIHEOM

ITapameTsp Ha | Copadenud [Tnane6o (N=303) | P-croiinoct HR
e(UKacCHOCT (N=299) (95% CI)
OO01ua nmpexuBAeMOCT 46,3 34,4 0,00058* 0,69

(OS) (40,9, 57,9) (29,4, 39,4) (0,55, 0,87)
[MenuaHa, ceaMUIIA

(95% CD)]

Bpeme no nporpecua | 24,0 12,3 0,000007 0,58

(TTP) [MenuaHa, | (18,0, 30.0) (11,7, 17, (0,45, 0,74)
ceamuim (95% CI**

ClI= nosepureneH urreppan, HR= koeduuneHT Ha puck (copadennd cnpamo miauebo)
* CTATHCTHYECKH 3HAYMMO KAaTO P-CTOMHOCTTAa € NOA NpeaBapuTenHo onpexaeneHara O’Brien
Fleming rpaHuuHa ctoiHoct ot 0,0077 ** HezaBHCHM PaqHOJIOTHYEH Nperien

[Tpoyusane 4 (npoydusane 11849) e dasa III, MexmyHaponHO, MHOTOLEHTPOBO, PaHIOMH3HPAHO,
NBOMHOCIIATIO, MIAle60-KOHTPOIHPAaHO MpOyYBAHE, KOETO OLEHABA KIMHHYHATA I107132 OT copageHuHb
npy 226 MALKEHTH ¢ xenaTonenyaapeH kapuuHoM. [Ipoyusasero e nposeaeHo B Kuraid, Kopes u TalBan
M MOTBBKAABA pe3ynratute oT [Ipoyusane 3 no oTHoleHHe Ha 61aroNPUATHOTO CHOTHOIICHHE M0/13a-
puck Ha copapernd (HR (OS): 0,68, p = 0,01414).

B npensapHTenHo onpenenacHuTe crpatuuxaunonss ¢pakropr (ECOG cTatyc, Hann4Ke Wiv OTCECTBHE
Ha MaKpPOCKOMCKa CHJOBa HMHBa3Hid W/WIM pasnpoCcTpaHEHMEe Ha TyMmMOpa H3BBH 4e 00) Ha
[poyu4eane 3 u [lpoyusane 4, HR npeactaea 3HAUHTENHO N10-J00pHTE pe3ynTaTH
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nnane6o. EKCrmoaTopHMAT aHANN3 HA NOArpynara nokasBa no-cirabo w3paseH edekT OT JISUSHHETO TIPH
[ALMEHTH ¢ OTAAICUEHH METACTa3H B H3XOJHOTO HHMBO Ha 3a0051aBaHETO.

BuOpedHo-KieThYeH KaplHHOM

Be3onacHOCTTa K e(pHKACHOCTTA Ha copadeHMO NpH JIeYCHHETO Ha 616 peUHO-KIETEYEH KapUHHOM (RCC)
B HanpesHal CTalui € MPOy4YBaHa B CICAHUTE /1BC KJIMHUYHH NpOYyYBaHHUA:

[MpoyusaHe 1 (mpoyusaHe 11213) e ¢asa 1l MHOrouUeHTPOBO, PaHAOMHU3HPAHO, ABOHHO CJATIO,
1aneSOKOHTPONINPAHO NMPOYYBaHe C 003 manHeHTH. BIUBOYEHH ca caMO NAUHEeHTHTE C ACCH 6B0OpedHo
KJIeTbYeH KapUHMHOM M HHCBK ¥ MEKIWHCH PHCK MSKCC (Memorial Sloan Kettering Cancer Center).
OcHOBHHTE LIG/IH €4 LANA0CTHATA NPEKMBIAEMOCT H MPCKHBACMOCT 6e3 nporpecupate (PFS).
[TpuGNU3KHTEIHO MOOBMHATA OT MAUHEHTHTE UMaT ECOG cratyc 0 ¥ nonoBdHaTa OT MAUUCHTHTE Ca
6w B Hucka MSKCC nporHoCTHYHA Irpyna.

PFS e oleHEH 4pe3 /AN He3aBUCHM PafHOJIOrHHeH Mperici, karo ca minonssany kpurepu RECIST.
PFS ananu3 e npobefeH Ha 342 ciaydad npy 769 nauventd. Cpenaust PEFS e 167 quy npy NaudeHTUTe,
pAaHZOMH3HPAHHN KbM copadennt, B cpapHeHue [0 84 THH NPH NAIMEHTHTC na nnauedo (HR = 0,44; 95
% CI: 0,35 — 0,55; p < 0,000001). Bs3pacTra, MSKCC nporHoctiuHa rpyna, ECOG PS ¥ mppBHYHATA
Tepanusa He NOBAMABAT eeKTa OT JIEUCHHE.

MexIuHeH aHanu3 (BTOpY MeKIAHHECH aHAW3) 3a LAJIOCTHA NMPEXHUBAEMOCT € MPOBCICH PH 367 cMBPTHH
cyday nipu 903 mauuenTd. HoMHHanHaTa anida CTOWHOCT 3a TO3H aHanH3 € 6una 0,0094. MeaxaHata Ha
npeskuBsemoct € 19,3 Mecella npu MalnCHTH, pPaHOOMH3UPAHH KbM copadeHHO, B CPABHEHHE C 15,9
Mecelia rpy NalHEHTHTE Ha nnaue6o (HR = 0,77; 95 % CI:C 0,63 - 0,95; p < 0,015). Ilo BpeMe Ha TO3H

ananu3 okosio 200 rauMeHTH OT wianebo rpynara ca MpeMHHAIH KbM rpymnara ckc copadeHud.

IIpoyusane 2 € ¢a3a Il paHROMH3HPAHO, C MpeKsCBaHe MpOyH4BaHE NPH MAaUMEHTH C METaCTaATHYHH
Manuruesu 3aGomsasanns, srmountento RCC. IlaupenTuTe Cbe crabwinsupano 3abos1iBaHe M ICYCHU®
cbe copadeHnO ca PaHAOMH3HPAHH KbM mianebo WiH MPOTBDKABaT JEYCHHETO CBC copaderud.
IpexusaemMocTTa Ge3 MporpecHpaHe Ha Gonecrra mpn naumentd ¢ RCC e funa 3HAYHTEIIHO
MONpOAB/DKMTENIHA B Fpynara Ha copadenut (163 aHu), OTKONIKOTO B ruane6o rpynara (41 aum) (p =
0,0001, HR = 0,29).

IudepeHHpaH KAPUHHOM HA IIMTOBKUIHATA JKII€3a (DTC)

[IpoyuBane 5 (mpoy4BaHe 14295) e daza III, MexayHapogHO, MHOIOLEHTPOBO, paHIOMH3HPaHO,
aBoliHocHANo, MIanefo-KOHTPOMUPAaHO MpOYHBAaHE IPH 417 panyeHTH ¢ JIOKATHO HanpeaHan HWiH
meracratuuen DTC, pedpakrepeH Ha paaHOAKTHBCUH iion. TIpexusseMoctTa 0€3 MporpecHs (PFS),
OlleHEeHa upe3 3acereHa HE3aBUCHMA PAIMONIOTHYHA OLEHKA Ha 6aza kputepnuTe RECIST e mppertHaTa
KpaiiHa TOYKa Ha INpOYy4BaHETO. BropuyHuTe KpaiHH TOYKH BKIIOYBAT obua npexxupiemoct (OS),
CKOPOCT Ha OTFOBODa Ha TYMOPa H MIPOABIDKMTETHOCTTA Ha otroBopa. Crieq nporpecis e OHI0 NO3BOJICHO
NalMeHTUTE J1a T0JIy4asaT OTBOPCHO copadenud.

[NauyenTuTe ca GHIN BKIIOYEHH B NPOY4BAHETO, ako ¢a UMaJlk nporpecus B paMKHTe Ha 14 meceua oT
skmiouaHeTo i ca umMank DTC, pedpakrepeH Ha paAHOaKTHBEH #ion (PAH). PedppakTepeH Ha PAU DTC
ce neduHMpa KaTo HAIMUME HA JIE3Us, KOATO HE KanTupa MoA IpH PAN-ckaH, wiM nosy4apaiia
KyMYyJ1aTHBHA PAM >22,2 GBq, Win noKa3Ball Nporpecus ciej JeHCHHE C PAU B pamkuTe Ha 16 Mecena
OT BKTIOYBAHETO B MPOYYBAHETO MM CIle[l IBa Kypca Ha JICHEHHE C PAM B pamkuTe Ha 16 mecela.

UsxonHuTe AemMorpadcky ¥ MNAalMEHTCKH XapakTepHCTHKH Ca 6uin nobpe OanaHCHpaHd 3a [BETE
TepaneBTUYHM rpynHd. Metacrasu ca 61 HaTM4HH B 6enuTe apobose mpu 86%, B auMbHR BB3IH NIPH
51% u B KocTuTe mpu 27% OT NAIMEHTHTC. MezMaHaTa Ha NpWioXeHaTa KyMyjaTHBHA 11034
panvioaKTHBEH #OJ1 Npe BKIIOYBAHETO B MPOYHBAHCTO ¢ Guna npubGnusuTenHo 14 ~HQpeueTo OT
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auMeHTHTe ca GWIM ¢ nanmwiapeH KapuuHoM (56,8%), nocneasat OT GOMHKyNapeH (25,4%) u cnabo
audepeHUHpaH KapuuHoMm (9,6%).

Menuanara Ha BpemeTo Ha PFS e 6una 10,8 Mecena B rpynara b copadenud, B cpapHeHHe ¢ 3,8 MeceLia
B rpynara ¢ rwianedo. (HR = 0,587; 95% nosepurenen murepBan (CI): 0,454; 0,758; eqHOCTpAHHO P
<0,0001).

EdextsT Ha copadennt Bepxy PFS e 6un crabuneH He3aBHCHMO OT reorpad)cxoro pa3srnoioKeHue,
BB3pAcT Haa Wik noj 60 roauMHM, Mo, XUCTOJNOTHYEH MOATHIL, H NPHCHCTBHE HITH OTCHCTBHE Ha KOCTHH
METACTa3H.

B o61ums aHAH3 Ha PEXKUBAEMOCTTa, NpoBe/ieH 9 Mecena Cliel NpeyCTaHOBABAHE chOMpaHeTo Ha JaHHK
3a (uHaneH aHanu3 Ha PFS, He ce ycTaHOBABA CTATHYECKH 3HATHMA paliiMKa B o0aTa NpeKUBIEMOCT
Mexxay rpynuTe Ha pasmuuHo aedeHne (HR=0,884; 95% CI 0,633; 1,236, eqHOCTPaHHO P CTOMHOCT
0,236). ITpu pamoTo Ha copadeHHO He € JOCTHrHATa MEAHaHaTa Ha OS, gokaTto npH miauedo paMoTo €
36,5 meceua. Cto netaecet u ceaeM (75%) OT NalKeHTHTE, PAHIOMH3HPaHH J1a OTyHaBaT rwnauebo u 61
ot namenTH (30%), paHNOMH3HpaHK Aa NoMy4asaT copaderund, ca nomy4asani OTBOPEHO copadeHud.

CpefHaTa NPOABLDKHATENIHOCT Ha JICYEHHETO B JBOMHOCIIENHS NEPHOA € 6wna 46 ceamuuu (uuTepsan 0,3-
135) npu NaUUEHTHTE, MpUEMaLlH copabennt, u 28 ceamMHUE (UHTEpBAT 1,7-132) npu nauMeHTHTE,
npyeMally ruiauedo.

He e Habmonasan e otroop (CR) cernaceo RECIST. Obiara yecToTa Ha OTTOBOP (CR + vactyueH
orroeop (PR) Ha eAHO HE3ABHCHMO PAJUOIONMYHO OLCHABAHE € 6uO MO-BUCOKO B Ipylara Ha Je4CHUE
cec copatennt (24 naumeHtH, 12,2%), B CpaBHEHHME C rpynara Ha miane6o (1 namwment, 0,5%),
enHocTpanHo p <0,0001. MeauaHara Ha IPOAB/DKUTENHOCTTA Ha OTFOBOpPA € 309 nuu (95% CI: 226 505
[IHH) NIPH MALMEHTHTE Ha JIeUHeHe CbC copadieHud, koMo ca UManu 4o.

Enun post-hoc aHaaH3 Ha NOATPYNHTE B 3aBUCHMOCT OT MaKCHMAJTHHA pa3Mep Ha TyMOpa 1okasea edexr
OT JIeYeHHETO 110 oTHoweHke Ha PFS B mossa Ha copadeHub cripaMo raiedo 3a MalMeHTH ¢ MaKCHMAIICH
pasmep Ha Tymopa ot 1,5 cm win no-ronsm (HR 0,54 (95%CI1.0,41 - 0,71)), noxaTo NMpH NMAIHEHTHTE C
MaKCHMalleH pasMep Ha Tymopa nox 1,5 cm ce cpo0iiiaBa 3a 4HCIEHO no-ciab epexr (HR 0,87 (0,40-
1,89).

Exus post-hoc aHanu3 Ha NOArpyNHMTE B 32BUCHMOCT OT CHMITOMHTE Ha THPOHACH KapIMHOM B Ha4alnoTo
Ha JICYEeHUETO, OKa3Ba ePEKT OT JIeUeHHeTo Mo OTHolleHue Ha PFS B monsa Ha copadenud cnpsamo
nauefo, KAKTO NpH CHMITTOMATHYHH, TaKa ¥ NPH 2aCHMIITOMATHYHK NALMCHTH. HR na npexuBieMocT
6es nporpecus € 0,39 (95% CI: 0,21 - 0,72) npu nalMeHTH CbC CUMIITOMH B HA9AJIOTO Ha JIE4EHUETO U
0,60 (95% CI1:0,45 - 0,81) npu nauHeHTH 6e3 CUMITTOMH B HAYaJIOTO HA JICUECHHETO.

Y oeoxasane Ha QT uHTEepBana

B knHHWUYHO (APMAKONOTHYHO H3MKMTBaHe Ca JAOKyMEHTHDAHH M3MEpBaHHATA Ha QT/QTc npu 31
MAUMEHTH Ha H3XOIHO HHBO (TIpeiM JieueHWe) H ciel yiedenuero. Cnea eauH 28-1HEeBEeH LIMKBJ HA
JeyeHHe, B MOMEHTa HA MAKCHMAITHA KOHLIeHTpauka Ha copagennt, QTcB ¢ yasmkes c 4 £19 msec u
QTcF ¢ 9 £18 msec B CpaBHEHHE C H3XOHO HMBO Ha ILTaLebo JieueHHe. o speme Ha EKI" MonuTOpHHTa
HHMTO efHMH y4acTHHK He noka3sa QTcB wnn QTcF >500 msec cien iedeHHETO (Bx. TouKa 4.4).

[TeguaTpyyHa NOMYIAIIHA

EBponelickaTa areHUMs IO JieKapcTBaTa OCBOOOMN7aBa OT 3aAB/DKCHHETO 34 npesocTaBsiHE Ha
pe3yNTaTHTE OT MPOY4YBAHHATA BBB BCHYKH NOATPYNH Ha NMEJMATPUHATA TOMy/IalkA TIpH OBOpeueH
KapLIMHOM ¥ KapLMHOM Ha GB6PeUHOTO flerexte (C H3KITIOUCHHUE Ha HedpobnacTom, aTo3a,
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CBET/IOKJIETHYEH CapKoM, Me300iacTeH HedpoM, MenynapeH 6b6peHeH KapLMHOM K pabiouieH Tymop
Ha GBOpenMTe), M YEpHOAPOGEH KApUWHOM, M KAapLMHOM HA WHTpaxeNaTAIHHMTe MThYHH MBTHIA (C
H3KJTIOYEHHE Ha XeraTobnacToM) H ARMEpPEHIMpaH KAPLMHOM Ha IIHTOBHAHATA j%JTe3a (BXkK. Touka 4.2 3a
uHopMaLA OTHOCHO ynoTpeda B NeAHaTPHUATA).

5.2 ®apMAKOKHHETHYHH CBOHCTBA

AbcopOuma ¥ pasnpeneneHHe

Cnen npunoxeHue Ha copadeHut TabneTku, cpeHaTa OTHOCHTeTHA GnoHanM4HOCT ¢ 38 - 49 %, xoraro
ce CpaBHABAa C IEpOpaHHs pa3TBOp. AGCONMOTHATA GHOHANMYHOCT He € u3BeCTHA. (el mepopanHo
MpHIOKEHHE, copadeHHG JOCTHIra MHKOBY IUIa3MEHH KOHLIEHTpaLMH npubnusuTento o 3 uaca. Koraro
ce Mpwiara cjejl KOHCyMallis Ha XpaHa CbC 0oraro ChAbp)KaHWE Ha MasHMHH, abcopbuusra Ha
copadennt e pexyuupana ¢ 30 % B cpaBHeHHe ¢ MPHIOKEHHETO HA IMAJHO.

Cro#inoctiTte Ha Cmax 1 AUC ce MoBHIIABAT HENPONOPLMOHAIHO MpPH JO3H r10-BHCokH oT 400 mg npa
msTH AHeBHO. CBBp3BaHeTO Ha copageHUd ¢ IlaMeHHTe NPOTeHHH € 99,5 % in vilro.

MHOroKpaTHOTO NpUAokeHHe Ha copadenud 3a 7 IHK BOAM A0 2,5 — 7-KpaTHO KYMYJIHPDAaHE B CPABHEHHE
C MPWIOKEHHE HA eJHOKpaTHA Jo03a. CTALMOHAPHHTE IUIa3MCHH KOHLICHTpaLMH Ha copadeHHb ce
MOCTHUTAT A0 7 AHH, C MHKOBO A0 MHHHMATHO OTHOILEHHE Ha CPEIHHUTE KOHLIEHTPALHH MO-MATKO OT 2,

PaBHOBECHHUTE KOHLIEHTpAIIMH Ha copadeHuO, npuwioxed no 400 mg nBa rETH AHEBHO, Ca OLIEHEHH [IPH
naurenTd ¢ DTC, RCC u HCC. Haii-BHcoka cpeHa KoHueHTpalus ce Habmoaasa npy nauueHTi ¢ DTC
(MpUOIH3HTENHO ABA ITFTH MO-BUCOKa OT Ta3H, Habmonasana npu naudeHTH ¢ RCC v HCC), penipexy ue
MpH BCHUYKH BHIOBE TYMOpH BapHabWIHOCTTa € 61ia Bucoka. [Ipuaunara 3a noBuilieHaTa KOHLUCHTPALIKA
npu nauveHTH ¢ DTC He e u3pecTHa.

BuorpaHchopMalisa 1 eTHMHHHAPAHE

ENMMHHALMOHHUAT MNONYXKMBOT Ha copadenn® e npubnmsurenHo 25 - 48 uaca. Copadenud ce
MeTabonu3Mpa NpeaHMHO B YepHHA Apo0 W e TMOAIOKEH Ha OKUCIHTENCH MeTaboNn3bM, MeNUHpaH
nocpeacTeom uuroxpom CYP 3A4, kakro u rmokyponupane, nocpeacrsoM UGT1AS9. Konorupanute
cbequHeHHA Ha copadeHHO MoraT Aa 6p4aT pasueneHd B CTOMaWHO-YPEBHUA TPAKT OT 8KTHBHOCTTA Ha
faKTepHaNHa IIIyKypOHHa3a, Mo3BoJsABallla peabcopbumsara Ha HEKOHIOTHPAHOTO aKTHBHO BELLECTEO.
Jloka3aHo €, Ye eJHOBPEMEHHOTO MpWJaraHe Ha HEOMHLMH NpPEYH HA TO3H NPOLEC, HaMaIABAHKH
cpeaHaTa 6HOHANMYHOCT Ha copadeHud ¢ 54%.

Copadennt e npubmuzurenno 70 - 85 % oOT UMPKYyNMpalld BEIIECTBA B M1a3MaTta I[PH CTalHOHAPHO
cberosHve. Maentuduuupann ca 8 Merabonuta Ha copadeHHMO, 5 OT KOMTO ¢€ OTKPHBAT B Nia3MaTa.
[nasHUST UMpKYJHpall MetaGonur Ha copadeHHG B rrasMara, NHPUIHH N-OKCHA, MOKasBa in vifro
aKTHBHOCT, Mofo6Ha Ha Ta3u Ha copadennt. Tozu MeraboauT npeacrasnssa Mpubau3MTENHO 9 - 16 % ot
LIMPKYJIMPALIH BEIeCTBa B CTALMOHAPHO ChCTOSTHHE.

Cnen nepopanHo npriokenne Ha nosa 100 mg pasreop copadenud, 96 % or xo3aTta ce BL3CTAHOBSABA B
paMkuTe Ha 14 quu, 77 % OT Ho3ara ce eKCKpeTHpa B W3npaxHeHuATa v 19 % ce ekckpeTHpa B ypHHaTa
KaTo rmoKypoHHpaHH MeTabonut. HenpomereHusaT copadennd, koiito npeactasinasa 51 % or go3aTa,
€ YCTAHOBEH B M3MPAKHEHUATA U HE Ce YCTAHOBABA B YPHHATA, KOETO M0Ka3Ba, Ye OWIHApHATa eKCKpeLHA
HA HEMPOMEHEHOTO aKTHBHO BELIECTBO MOXKEe Aa JIOTNpHHECE 3a eIMMHHHPAHETO Ha copadeHud.

DapMaKOKHHETHKA NPH CTICLIHATHH TOMYyJIaALHH

AHAAM3BT Ha JeMorpad)CKUTe AaHHH [TOKa3Ba, Ye HAMa BPh3Ka MEx Iy HhapMakoKUH
(#c 65 roguiHa BB3pAcT), [I0J1a WK TEIECHOTO TErJIO.

19



[MeapaTpU4HA NOMYNaLNA

He ca npoBeicHH NpOYy4BaHHA BBPXY (apMakOKMHETUKATA Ha copadeHub NpH NeAUaTpHYHH NalHEHTH.

Paca

HaMa KITMHHYHO 3HAYMMH PasiHuns BbB HapMaKOKHHETHUKUTE NPK Kaskaska H a3uaTCcKa Moy nauus.

BuOpeyHO yBpexaaHe

B 4 xuHM4YHM npoyusaHus ¢asa [, craipoHapHaTa CKCTO3HIHA © nofoOHa NpH MAlMEHTH C JIEKO O
yMepeHo GBOpedHO yBpexkaaHe B CpaBHEHHE C eKCIIO3HLIMATa NMpH NalMeHTH ¢ HOpMalHa 6nb6peuna
byukimsa. [IpH KIHHHYHO (PaMaKONOrHiHO npoyusaHe (eJHOKpaTHa no3a oT 400 mg copadenund) He e
Ha6I0AABAHA BPB3Ka MEXKAY €KCIO3HUMATA Ha copathenut 1 6pOpeuHaTa GyHKIMA NPH JTHLA HOpMAJIHA
6p6peuna (yHKLMA, JIEKO, YMEPEHO HMIIH TEXKO 616peuno yspexiaHe. HaMa JaHHM 33 NALUMEHTHTE,
KOWTO ¢€ HYXKAAAT OT AHAH3A.

YepHoapoOHO yBpeXIAHE

[py naupeHTH ¢ XEnaToLemyjlapeH KapLMHOM (HCC) c Child-Pugh A wmu B (nexo 1o yMepEHO)
qepHOpoGHO yBpeNIaHe CTOMHOCTATE Ha EKCTIOSHIMATA ca CpaBHMMH W Ca B TDaHULIMTC Ha
eKCIIO3ULIMUTE, Hab/IOABAHH [PH TIALMEHTH bes3 qepHOAPOOHO yBpekaate. PapMakokHHETHKATa (PK)
Ha copadeHUO Mpy MaLHCHTH C Child-Pugh A wiu B 6e3 HCC e monoGHa na PK nipu 31paBy AoOPOBOJILIA.
HsaMa JaHHH NP TALUHEHTH C Child-Pugh C (Texx0) 4epHOAPOOHO yBpeKIaHE. Copatenud ce
eJTHMMHUpPA TIPEJMMHO Upe3 YepHHs APod M eKCIO3ULHATA MOKE Ad fpae TIOBMILIEHA TIPU Ta3d rpymna
NMALHCHTH.

53 [IpexkJAHHYHH AAHEH 33 0€30NMACHOCT

[TpeAKTMHHYHUAT OPOQHIT HA Ge30nacHOCT Ha copadeHul e oleHeH NPH MMIUIKH, TUTBXOBE, KyHeTa H
3aLIy.

[IpoyupaHuATa 33 TOKCUYHOCT Pa3KpHBAT MPOMCHH (nereHepallHOHHH U pereHepalHoOHHH) B pas3/iiiHH
OpraHy NMpH eKCMO3HUMA M10-HUCKa OT OHaKBaHaTa (BB3 OCHOBA Ha CPaBHABAHC HA AUC).

Cnen MHOFOKPATHO MPHWIOKEHHE IIPH MIaJiH M NOAPACTBALIM KyHcTd ca HaOmonapaHu epeKTd BbpXY
KOCTUTE Y 3H0MTe MpU NPWIOKEHHe Ha MO-HHUCKH IO3H. [IpoMeHUTe C€ CHCTOAT BHB HEMpPaBHIHO
yIUTSTHABAHE Ha (peMOpa/HaTa pacTexHa IotKa, XMITOLETYIapeH KOCTEH MO3BK, HEMOCPEACTREHO A0
yBpeieHaTa PACTeXKHA TUI0UKAa W YBPEMJaHe Ha cheTaBa Ha jenTHHa. IlomoGHM edexTH HE ca
HaOmoaaBaHH TIPH BB3PACTHH KY4eTa.

[TpoBesieHa € CTaHJApTHA MnporpaMa ot MpOyuBaHUA BBPXY TEHOTOKCHYHOCTTa W €4 NOJTy4EeHH
[OICIKKTE/IHH Pe3yNTaTy, KaTo NOBHIIABAHE HA YECTOTaTa Ha CTPYKTYPHM XPOMO30OMHH abepaly NpH
in vitro KnerbuHa JdHuA OT OO3aHHHK (AHYHUK OT KMTaHCKH XaMcTep) 3a KJIaCTOr¢HHOCT NpH
NMPUCHCTBHETO Ha meTabonuTHO akTuupane. CopadeHnb He € reHOTOKCHUCH B TECT Ha EiiMmc wiu B in
vivo MUKPOHYKJICApeH TECT NMPH MHUIKH. EuH MEXAMHEH MPOIYKT OT IPOU3BOACTBEHHA MMPOLET, KOHTO
MPUCHCTBA B KPaiHaTa AKTHBHA cy6eranumsa (< 0,15 %), e 61T TOJIOYKUTENIEH 33 MyTareHHOCT B in Vifro
faxTepHaJTHO KJIETHYHO H3CJCBAHE (Ames test). OcBeH TOBa, MapTUaaTa copadeHud, uicneqsaHa cbe
craHfapTeH PFEHOTOKCHUCH TECT, BKIFOYBA 0,34 % PAPE.

He ca ripoBefeHH NPOY4BaHHA 33 KAPLUMHOTEHHOCT ChC copadeHud.
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He ca nposeaeHH CrieUMGHTHH NPOYyUBAHNS CBC copadeHud MpH KUBOTHH, 32 /1a € OLIEHH edeKra BEpXY
deprnurera. Hesxenal eekT BbpXY MBKKHA H MEHCKH PEPTHIMTET MOXE Ja C€ O4AKEA, THH KaTO NMPH
NpoyYBaHMA 34 XPOHWYHA TOKCHYHOCT Ca YCTAHOBEHH MPOMEHH B DPEMPOXYKTHBHHTC OpraHA Ha
JKMBOTHUTE OT ABATA MOJA, NMPH AO3HMPOBKA MO-HHCKA OT KIBHHYHATA 7033 (83 ocHoBa Ha AUC).
THIMYHHTE POMEHH C€ CECTOAT OT CHMITTOMM Ha IETCHEpaiiii 1 3aGaBsHE Ha PA3BUTHETO Ha TECTHCHTE,
eNMAMAMMA, NIPOCTATA H CEMEHHHMTE KaHaI4eTa Ha ILTHXOBC. Kenckure TUIBXOBE NMOKa3BaT LIEHTpa/lHA
HeKpo3a Ha KOPITYC JIyTeYM H CIIHpaHe Ha pasBUTHETO Ha donuKyHTe Ha AHUHHLHTE. Kyuerara nokassat
TyGynapHa AereHepaLus Ha TECTHCHTE H OTMrOCTICpMHA.

CopatheHnG e eMOPHOTOKCHYEH 1 TEPATOreHEH, KOraTo ¢o [pIUIATA Ha TUTXOBE U 3alLi C eKCIO3HIHA Ha
O34, MO-HHCKH OT KiuHH4HKTe. Habmonasanure eeKTH BKJIIOYBAT HAMATABAHE TEIECHOTO TEIIO Ha
MaiixaTa M IUIOAA, MOBMIICHA YecTOTa Ha pe3opOuMs Ha 3apoauuia H noeuiied Opo#t Ha BBHLUHK H

opraHHM Mangopanuy.

ITpoyuBaHHATA 3a OLEHKA Ha PHCKA 33 OKONHATA Cpefia nokassart, ue sorafenib tosylate ©Ma noTeHLHA
na 6bae ycToiumMB, GroaKyMyTHpaml H TOKCHYEH 32 OKONHAaTa cpeaa. Mngopmals OTHOCHO OLICHKA HA
pHCKa 33 OKOJIHATa CpeJia € HAIMHA B EPAR Ha TO3M NEKAPCTBEH MPOXYKT (BkK. Touka 6.6).

6. ®APMAIIEBTAYHHA JAHHU

6.1 CrnHchbK HA TIOMOIHHATE BEICCTBA

Anpo Ha Tabnerkara:
Xunpomenosa 2910 (E464)
Kpockapmenosa Hatpuii (E468)
MHukpokpucTanHa uenynosa (E460)
Marnuzues creapaTt (E470b)
Hatpues naypuincyndar (E514)

DWIMOBO NMOKPHTHE:

Xurnpomenosa 2910 (E464)
Turaxos puokcua (E 171)
Makporon (E1521),

YepseH xenese okcus (E 172)

6.2 HecnrBMeCTHMOCTH
Henpunoxnmo
6.3 Cpox BHA TOAHOCT

3a amyMuHuii-QPA/Alw/PVC bnucTepu:
3 rojuHHU

3a anymunuti-PYC/PE/PVDC 6IHCcTEDH:
3 roaHHu

6.4 ChnenuajHH yCJOBHSH HA ChXPAHEHHE
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3a amymupnii-QPA/Alw/PVC GnncTepH:
To3u NEKapCTBEH MPOAYKT HE H3HCKBA CTIELMATIHH yCAOBHA Ha CBLXPaHEHHE.

3a amymupuil-PVC/PE/PVDC GnvcTepH:
Ila He ce cexparasa Han 30 °C.

6.5 Bna B chHAbLPRAHHE HA ONTAKOBKATA

Copadennt Papmacaifbrc 200 mg ¢unrmapanu TabneTki ce Mpeanarar B asrymunmii-PVC/PE/PVDC Gancrepy
o 28, 56 win 112 rabneTku.

Copadenn6 ®apmacaiiprc 200 mg ¢unMupann TabnmeTkH ce INpepiarar B anymunuii-PVC/PE/PVDC
nepdopHpaH eaHOI030B OIHMCTED (56 x 1) win (112 x 1) Tabnerxu.

Copadennt Papmacaiibic 200 mg dunmupanu TabJeTKH ce NPEIAraT B ayMHRHH-OPA/Alw/PVC 61KCTepH 10
60 Tabnerxu.

6.6 CnemMaaHH NpeAna3’HH MEPKH NPH H3XBBLPJISHE H pabora
To3H NekapcTBEH MpomykT OM MOFBA Jia TpPEACTAB/IABA [IOTEHLMAEH PHCK 3a OKOJIHATa Ccpeaa.

Hewnsnoa3BaHyiaT NpOAYKT WIH OTHAAbUYHUTE MATEpHAIH OT HETO Tpa6Ba Aa ce UIXBHPIIAT B CHOTBETCTBHE
¢ MECTHUTE W3UCKBAHUA.

7. IIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

PHARMASCIENCE INTERNATIONAL LIMITED

1, Lampousas Street, 1095,

Nicosia,

Kunep

8. HOMEP HA PASPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20200229

9. JTATA HA IIBPBO PA3SPEIIABAHE/MIOJHOBSBAHE HA PASPEINIEHHUETO 3A YIIOTPEBA

JlaTa Ha ITHPBO paspeinapane: 30 HOEMBPH 2020 T.

10. JATA HA AKTYAJIM3APAHE HA TEKCTA
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