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2, KAYECTBEH U KOJIMYECTBEH CBhCTAB

Beska gpuamupana tabnerka cbabpxka 200 mg copadeHu6 (sorafenib), kato To3unar (tosylate).

3a MbJAHKUSA CIMMCBHK HA MOMOIIHHUTE BELIECTBA BHXKTE TOYKA 6.1

3. JJEKAPCTBEHA ®OPMA

Ounmupanu Tabnetku (Tabaerku).

HepBeHo-KadsiBH, KPBIIH, IBOHHOM3ITbKHANH GUIIMHPAHH TaBAETKH, ¢ BAUTLOHATO pesie(pHO
o3Ha4enne 200 OT eaHaTa cTpaHa M IJIa/IKK OT JPYraTa cTpaHa ¢ AHaMeTbp Ha Tabnerkara 12.0 mm +

5%.

4. KIMHUYHHU JAHHH

4.1 TepaneBTHYHH NOKa3aHHSH

XernarToLesyJ1apeH KapLHHOM
Copadennd 3eHTHBa € Noka3aH 3a JleyeHHe Ha XernaToueyJlapeH KapuMHOM (Bx. To4Yka 5.1)

bbOpeYHO-KIeThYEeH KapLIMHOM

Copadennbd 3eHTHBa € nokasaH 3a 1eYeHHe Ha MALMEHTH C HanpeAHasl 0bOpeYHO-KJIeThUeH
KAPLMHOM, KOMTO NPE/IH TOBA Ca JIEKyBaHH HEYCNeEeWHO ¢ anda-uHTepdepoH UiIH UHTEPIEBKHH-2 HIH
Ca HeMOJAXO/ALIUH 3a Ta3H Teparnus.

AndepeHumpal KapLUMHOM Ha LLIMTOBHIHATA K/1e3a

Copagennd 3eHTHBa € noka3aH 3a JieueHHe Ha NALMEHTH ¢ Mporpecupailll, JIOKaJHO HarpeIHaa Ui
MeTacTaTH4eH, AMdepeHLHpaH (nanunapen/onukynapen/Hiirthle-kneTbuen) kapumuHom Ha
 IMTOBH/IHATA Jle3a, pe)paKTepeH Ha paiMOAKTUBEH HOM.

4.2 Jl03MpOBKA H HAYHH HA NPHJIOKEHHE

Jleuennero cve Copadennd 3enrupa Tpsdea na ce KOHTPOJIMpa OT JieKap, ¢ OIUT B NPOTHBOPAKOBATA
Tepanus.

Jo3upoBKka

[Ipenopwvusanara 103a Copadenu6 3enrusa npu Bb3pacTHH € 400 mg (aBe TabneTkH ot 200 mg) nBa
TbTH IHEBHO (€KBHBAJICHTHO Ha 0011a AHeBHa J103a ot 800 mg). g
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Kopekuusa Ha no3ara

KOHTPONHpaHETO Ha OAO3NPAHMTE HEXKETAHH PEaKLIMM MOXKE 14 HAIONKHU BPEMEHHO [IPEKbCBAHE HNK
HaMaIABaHE Ha 103aTa MPH JEYECHUETO CbC copadeHub.

Koraro e HeoGxoauMo pexyurpane Ha 103aTa [0 BpeMe Ha JIeYeHHe Ha XenarouesynapeH KapiuHoM
(XLIK) 1 nanpennan 6u6peuno-ersuen kapuutom (BKK), nosara ua Copadenu6 3entusa TpabBa
la Ovae pegyudpah Ha ase Tabnetku ot 200 mg copadeHu6 eanH MbT AHEBHO (BX. TOUYKa 4.4).

Koraro e HeoOXxoaMMO HaMansBaHe Ha 103aTa O BpeMe Ha IEYEHHETO Ha AuQepeHUMpal KapLIFHOM
Ha lnToBHAHaTa kue3a (DTC), nosara Copadennt 3entusa Tpabea na ce vamanu no 600 mg
copageHHO THEBHO HA HAKOJIKO NpHema (aBe Tabaerku ot 200 mg u ¢aHa Tabaerka ot 200 mg ¢
HHTEPBaN OT ABAHANECET Yaca MEXIY NPHEMHTE).

AKO € HEOOXOIUMO AOIMBJIHMTENHO HaMaNIaBaHe, 103aTa Copadenn6 3eHTHB MOXKe Aa ce Hamali 1o
400 mg copadenud aHeBHO Ha HAKONKO NpueMa (aBe TabaeTkH ot 200 mg ¢ HHTEPBAJ OT ABAHAAECET
Haca MEXY NMPHECMHTE) M aKO € HeoOXO0AUMO NO-HATATLUIHO HAMAIABAHE [0 ¢QHa Tabnerka ot 200
mg BEAHBXK NHEBHO. Cnejl NOR0OPEeHHE Ha HEXEMATONOTHYHHUTE HEXKeTaHH PeakLuy, J03aTa Ha
Copadennd 3entus moxe na 6bae yBenuteHa.

Heouampuuna nonyrayus
bezonacHocTTa M epuxacHocTTa Ha Copadenut 3enTHBa NP AeLa H IOHOIIH Ha Bb3pacT 210 18
FOAHWHH BCE OLIUE HE Ca YCTAHOBEHH. JIMNCBAT gaHHM.

Cmapuecka ev3pacm
He e HeoGxonrnma xopekuns Ha 103aTa NpH UL B CTapyecka Bb3pacT (MALMEHTH NO-Bb3PACTHH OT
05-roauiliHa Bb3pacT).

bvopeuno yapexncoane
He ¢ HeoOxoauma kopekLMa Ha 103aTa NPH NALMEHTH ¢ JIeKo, YMEPEHO HIH TexkKo OBOpeyHo
yBpexnaHe. Hama naHH#M NpH nauMeHTH Ha QHATH3a (BXK. TouKa 5.2).

IIpocnenssaneto Ha GanaHca Ha TEYHOCTHTE H ENIEKTPONHTHTE NpH NALKHEHTH C PUCK 32 HapylIeHa
OBOpeuna PyHKUMA € npenopruUTENHO.

Yeprodpobno yepesicoane

He ¢ Heobxoauma kopekumsa Ha fo3ata npu naumenTu ¢ Child Pugh A win B (Jiexko U yMepeHo)
4EpHONPOOHO yBpexaare. Hama nanen npu naunenty ¢ Child Pugh C (texko) YepHOAPOOHO
yBpexgaHe (Bx. Touku 4.4 u 5.2).

HauuH Ha npuaoxkeHHe

3a NepopaHO NPHIOKEHHE. |

[1penopnusa ce copadenns aa ce npunara Ha riagHo WiK ¢ XpaHa ¢ HHCKO WK YMEPEHO ChIbpKaHHe
Ha Ma3HMHH. AKO NaLMEeHTHT Bb3HAMepsABa Ja NPHeMa XpaHa, 6orata Ha Ma3HUHH, TaGNeTKHTe
copaenub Tpsbea 1a ce B3emat Hail-Manko | Yac npean win 2 yaca cnexn XpaHeHe. TabneTkure
TpaAOBa Aa ce NpHeMar C 4allia Boaa.

4.3 IIpoTHBONOKA3AHHN

CBPBXYYBCTBUTEIHOCT KbM aKTHBHOTO BELLECTBO HIH KbM HAKOE OT NOMOLIHUTE BELLECTBA,
H30POCHH B TOUKA 6. 1.

44 Crenuaium NPEAYNPEXICHHS H NPEANA3HH MEPKR NPH ynoTpeda

JepMaTonornyna TOKCHYHOCT

Koxna peakumus ppka-kpak (najimapHo-nsiaHTapHa CPUTPOAH3ECTESHA ) M 0OpHB
HCCTHTE HEXKENAaHH ICKAPCTBCHH PEakLUMH ChC copadeHnt. OGpHBBT U KOXKHATA
ca obHkHoBeHO cteneH | 1 2 CTC (Common Toxicity Criteria — o61um KpHTEpHI,




OOMKHOBEHO Ce MOABABAT Mpe3 MbPBUTE 6 CEAMMLM HA JIEYEHHE ChC copadennb. Jleuenuero Ha
ACPMATONOrHYHATA TOKCHYHOCT MOXE Ba BKIKYBA JOKATHO JIEYEHHE 38 CUMITTOMATHYHO
00/1eK4aBaHe, BPEMEHHO NPEKLCBAHE H/LTH MPOMAHA Ha [03aTa copadenub, WK npexbeBaHe Ha
NIEYCHHETO ChC copadeHUb NpH TEXKKH M MEPCHCTHPALLM CTyYau (BXK. TOMKA 4.8).

XHUINEPTOHHSA |
IToBuitieHa Y€CTOTa Ha apTepHaITHAa XHNIEPTOHHA € HaONKoaaBaHa NpH NALMEHTHTE, JIEKYBAHH ChC

copadeHnd. XuneproHusTa 0GUKHOBEHO € GHiIa neka 1o YMEPEHA, NOABHJIA C€ € PAHO MO BpEME Ha
KYpca Ha €YeHHe H € Owia MoBJIMAHA OT CTAHAAPTHATA AHTHXHIIEPTEH3WBHA TepanHi. KpbBHOTO
HansraHe TpAdBa a ¢e€ MOHWTOPHPA PEAOBHO H AKO € HeoGXOAUMO na ce JICKYBa, B ChOTBETCTBHE CbC
CTaHZapTHATA KITMHUYHA NpakTHKa. B ciiyyan Ha TexKa M MepeHCTHPALA XHNEPTOHKUS WM
XHICPTOHHYHHU KDH3H, HE3ABHCHMO OT 3aM0YHANOTO AHTHXHIMEPTEH3NBHO JiedeHHe, TPAGBA fa ce uMa
NMPCABUA OKOHHATETHO NPEKBCBAHE HA JIEHEHHETO ChC copadeHut (Bx. Touka 4.8).

AHEBPUIMH H apPTEPHAIHH JUCEKAIIMH

HM3non3eanero Ha HHXUOGHTOPH Ha bTa Ha VEGF NPH MaLMEHTH CBC WIH 0€3 XHNEPTOHHA MOXeE /ia
oANOMOrHe 0Opa3yBaHeTO Ha aHEBPH3MH M/WITH apTepHanHu AHCEKaLHH. IIpeam 3anousaHero Ha
NeYeHHE CuC copadeHnd TpabBa BHUMATENHO Na ce NpeLeH: TO3u PUCK NPH NMALMEHTH C PHCKOBH
(haxTOpM KaTO XHNEPTOHMS HUNH aHAMHE3A 3a aHEeBPHU3MA.

XUNOrIHKEMHS *

Ilo Bpeme Ha nedeHneTo cbe copadeHn C€ CLOOIIABA 32 NOHWXKaBaHe Ha KPbBHATA 3aXap, B HIKOH
Cily'ad ¢ KIIMHHYHa CHMIITOMATHKA H W3HCKBALLO XOCTIMTAIH3aLMA NopaaM 3ary6a Ha ch3HaHue. B
CITy4aH Ha CHMITTOMATHYHA XHTOTIMKEMHS, copadenus TpAOBA BPEMEHHO 21a ObJIE NIPEKBCHAT.
HuBaTa Ha KkpbBHaTa 3axap NpH NauMeHTH ¢ AHaber TPAOBa peIOBHO 1A Ce MPOBEepABaT, 3a 13 ce
NPCUCHH fa/TH 103aTa HA AHTHAHWAOETHUA JIEKAPCTBEH NMPOLYKT TpA6Ba Na 6bie KOpHrupaHa.

KpbBoH3nME
ITOBHILEH PHCK OT KPBBOH3IIIHB MOXKE Ja Ce NOABH Cliel NpWwiokeHHe Ha copadeHus. Ako HREKOI

KPBLBOUITHE Hallara MEHUMHCKA HHTEPBEHLIMS, C€ NPenopb4Ba NPEeKbCBAHE HA JIEYEHHETO Che
copageHud (Bx. Touka 4.8).

ChpaeyHa McxeMus H/WIK UHapKT

B panaomusmpano, nnaue6o-KOHTPOaHpaHo, ABOHHO-CAANO npoy4Bare (nMpoy4saHe 1, BX. Touxa 5.1)
1CCTOTATa Ha CNELIHO JICHEHUE Ha CHPACYHA HCXEMUA/MH(DAPKTH € NO-BUCOKa B IpynaTa Ha
copadenud (4,9 %) B cpaBuenue ¢ nnaue6o rpynara (0,4 %). Ilpn npoyusane 3 (Bx. Touka 5.1),
HCCTOTATA HA M3MCKBALIMTE CTIELUHO JICYEHHE CITyYaH Ha Chp/iedHa HexeMus/HHpapkT e Guna 2,7 %
NIpH NalHEeHTH Ha copageHuO, B cpaBHenne ¢ 1,3 % npu nnane6o rpynara. [laupenTHTe ¢ HecTaBWIHA
KOpOHapHa apTepuaiHa 001ecT WK NpeceH MHOKapAeH MH(APKT ca HIKITIOYEHH OT Te3M NpOYy4BaHHS.
BpeMEHHO HITH NMOCTOSHHO MPEKBLCBAHE Ha JICYEHHETO Che copadenu® Tpabea na ce MMa npeaBua Npu
NALHCHTH, KOHTO pa3BUBAT ChpPACYHA HCXeMHS W UK nHapKT (Bx. Touka 4.8).

Yavmkasane Ha QT uHTepBana

Copagennb nokasano yawmkasa QT/QTc HHTEpBaJIa (BXK. TOYKa 5.1), KoeTo MoXke Ja AoBeae A0
NOBHLICH PHCK OT BEHTPHKYNIADHH apHTMHH. YniotpebaTa Ha copadeHH6 Tpabea aa ce M3BLPLUBA C
MOBHILECHO BHHMAHHE NPH NIALMEHTH, KOHTO MMAT WIH MOTAT & Pa3BHAT yabbkeH QTc HHTEpBa,
KaTo HanpuMep NMalUHeHTH ¢ BPOACH CHHAPOM Ha yabixeH QT unrepsai, nauueHTy, JIEKYBaHH C
BHCOKa KyMy/laTHBHa 1038 aHTPaLMKIINHH, TTALHEHTH, NPHEMAIlH oNpeaeneH AHTHAPUTMHYHH
JICkapCTBa WK IpYry N€KapCTBEHH NPORYKTH, KOHTO BOAST 10 YALDKaBaHe Ha QT HHTEpBaa, H
TdKHBA C CIICKTPOJTMTHH HAPYLIEHUA, KATO XHNOKAIHEMHA, XHMOKAILIMEMHS HIH XHITOMATHE3HEMMS.

MOHHTOPUHT" € €JICKTPOKapAHOTrPpaMH U eJICKTPOJIMTH (MarHesui, Kamuii, kanumii).

Cmmamﬂo-qp_eaﬂa nepdopanms

CromauiHo-upesHaTa nepopaLus e HeUeCTo CHOMTHE, 3a KOETO ce cboO1aBa npu
OT NALMEHTHTE, NpueMalii copadeHud. B Hakou ciryyau ToBa He ce CBLP3Ba ¢ Ha
HHTPaabaOMUHaIeH TYMOP.




Tepanusra cve copaennt Tpabaa na ce npeycranosn (Bx. Touka 4.8).

CuHapoMm Ha Tymopen im3uc (TLS)

IlpH NOCTMapKeTHHIOBO HabNIONEHHE NPH NALKMEHTH, JIEKYBAHH CBC copageHHb, ce chobinana 3a
ciyyan Ha TLS, HAKOH OT KOWTO neTanHu. Puckosu (pakTopu 3a nossa Ha TLS ca BucoOK TYMOpPEH
TOBAp, HATHYHE HA XPOHHYHA 6BOPEUHa HEOCTATLYHOCT, O/IMTYpHS, AeXHApAaTalMA, XHIOTOHHA U
MOBHIICHA KHCEAHHHOCT Ha ypUHaTa. Te3un nauueHTH Tpa6sa na ce HabMogaBaT BHHMATEIHO U 14 ce
NIeKyBaT He320aBHO, KAKTO € KIIMHMYHO NOKa3aHo, KaTo Tps6Ba aa ce OGMUCIH XUApaTaLMA C
NpOPUIAKTHYHA L.

HepHoapobHo yspexaane

Hama nannv 3a naumenty ¢ Child Pugh C 4epHOAPODbHO yBpexaaHe (Texko). Thit kaTo copadennt ce
CIBMHHHDA NPETUMHO “pe3 YePpHHA Apod, eKcnosHLmaTa MoXe Na 6bAe NOBHLIeHa NPH NaLKHEHTH C
TEXKO HEPHOAPOOHO yBpexkaaHe (BXK. TOUKH 4.2 u 5.2).

EaHoBpeMeHHO NPUIOXKEHHE HA BaphapHH

PenkH ciryqau Ha KpBBOTEYEHHS WIH noBMiaBaHe Ha INR (Intemnational Normalized Ratio) ca
CHOOLIEHH NPH HAKOHN NALMEHTH, KOKTO ca MpyueMany Bap@apHH, OKATO Ca HA JICYEHHE CLC
copadeHub. INaumeHTHTE, KOUTO NMPHEMAT €AHOBPEMEHHO BapdapHH WiH $eHNpoKyMoH Tpabea aa ce
MOHHUTOPHPAT PEAOBHO 3a NPOMEHH B NPOTPOMOHHOBOTO Bpeme, INR WK 33 KIMHMYHO H3SBEHN
KPBLBOH3NIHBH (BXX. TOUka 4.5 u 4.8). | |

YCca0XKHEHNA NPH 3aPAcTBaHE HA PaHU

He ca npoeenenn cneumnantn npoyysanus 3a edexra Ha copadeHHD BLPXY 3apacTBaHETO Ha PAHM.
IlpenopbuBa ce BpeMeHHO NMPEKbCBAHE HA IEUEHHETO ChC copadeHnb, KaTo npeaAnasHa MApKa Npu
NatyCHTH, NPCTLPNENH roJieMH XHPYPruiHH onepauun. MMa orpaHMueH KIMHHYEH OHMHT No
OTHOMICHHE Ha BHICTAHOBABAHE Ha JICYCHHETO CNE/ FONEMH XHPYPrHYHH HHTEPBEHLIMMH.
CneaoBaTenHo, peLIEHHETO N1a Ce NOZHOBH JIEYUEHHETO ChC copaennd crexn ronama xupypruuna
HHTEPBEHLIMS TPIOBA fa Ce OCHOBABA HAa KJIMHHYHATA MPELIEHKA 32 AEKBATHOTO 3a3paBRBaHe Ha
paHara.

IlauneHTH B cTapyecka BbIpacT

Hoknansaky ca ciiy4an Ha 6b6peyHa HeOCTATBYHOCT. Tpabea na ce uMa npenBHn MOHHUTOPMpaHe Ha
O0b6peuHaTa GyHKLHA.

B3auMmoaeiicTane JI€KapPCTBO-AE€KAPCTBO

BauManne ¢ HeoOXoaquMo, KOTraTo ce npuiara copageHnd ¢bC CheIHHEHHA, KOUTO ce
MeTaboIH3UpaT/eTMMHHIPAT NpeanMHO upe3 UGTIA1 (Hanp. upuHoTekaH) iy UGT1A9 (Bx. Touka
4.5).

Ilpenopbusa ce BHUMaHHE MPH €IHOBPEMERHOTO NPWIOKEHHE C NOLIETAKCEN (BX. TOuKka 4.5).

ENHOBPEMEHHOTO NpHIaraHe Ha HEOMUIIHH WITH APYTH AHTHOMOTHLIM, KOHTO MOTAT 1@ NPeXU3BHKAT
SHATUTE/THH CKONOrHYHH CMYLUEHHMA B CTOMALIHO-YpEeBHATa MUKPOGJIOpa, MOTAT Ja 0BEAAT 10
HamanaBaHe Ha OMOHAIHYHOCTTa Ha copadeHHb (BX. Touka 4.5). TpabBa na ce umMa npenpua pUCKBT
OT HaMAJIEHH IUIa3MCHH KOHLIEHTpalMK Ha copadieHHb npeay 3an0YBaHETO HAa KyPC HA JIeYeHHe ¢
AHTHOUOTHLM.

Crobiasa ce 3a No-BUCOKa CMBPTHOCT NPH NALMEHTH ¢ TUIOCKOKIETbUCH KapLUHHOM Ha Henus apob,
JICKYBaHH CbC copadeHHO B KoMOHHALINA ¢ XHMHOTEPaNUK Ha OCHOBATA Ha M1aTHHa. R nBe
PAHZIOMH3HPAaHH U3NHTBAHKA, H3CNEABALLH MALMEHTH C HeAPEOHOKIEThYEH KapUMHOM Ha 0
B NIOArpynata Ha NallMeHTH ¢ IUIOCKOKNETBYEH KapPUMHOM, JIEKYBAHH ChC copadeHu WS 7y X
AONBJIHEHHE KbM NakaMTakces/kapOonIaTiH, KOepHUMEHTBT Ha PUCK 3a obLuara I
oueHeH Ha 1,81 (95% CI 1,19; 2,74), a kaTo NOMbIHEHHE KbM reMurTabun/LMerua
0,82; 1,80). Hama uspa3sena npyunHa 3a cMBPTHOCTTA, HO ca HabMonaBaHK 110-BH
GenonpobHa HEAOCTATBYHOCT, XeMOpParuH 1 HH(EKLMO3HH HEKeNaHN peaKkuyH Npy:

JICKYBaHH CHC COpadeHHO KaTo NOITRJIHEHHE HA XHMHOTEPANIHK HA OCHOBATA HA ILIARHEA . i PR,
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Ipeaynpexaenns, cnenuduuny 3a 3a6onaBaHeTo

Hugpepenyupan xapyurom na wumosudnama xcnesza (AKLUDK)

Ilpenn 3ano4saHe Ha JIEUEHHETO, CE NPENOPBYBA IEKAPHTE BHAMATEITHO Aa O6MHCIST MpOrHo3ara 3a
BCEKH OTAC/IEH MALMEHT, OLIEHABAHKH MaKCHMAalIHKS pa3Mep Ha NiesusTa (Bx. Touxa 5.1),
CUMIITOMHTE, CBBP3aHH ¢ DO/IECTTa H CKOPOCTTa Ha NPOrpPecHs.

OBnansBaHETO Ha EBEHTYANHH HEXKENaHH NEKapCTBEHHU pPEaKLMH MOXKE 12 HAJIOKH BPEMEHHO
PEKBCBARE Ha IEYEHUETO C1C copadeHnb win HamanaBaHe Ha fo03aTa. B npoyusaue 5 (Bx. TOuKa
5.1) npu 37% ot nauueHTHTE € NMpeKLCHATA TepanuaTa, a npu 35% e UMano HamansBaHe Ha H03aTa
OlLLle NPE3 UMKDBI | OT EYEHHUETO Che copaderus.

HamanssaHeTo Ha 103aTa € MMANO CaMO YACTHYEH yeneX 3a 06/IeKYaBaHe HA HEKelaHUTe pEaKLuH.
Io Ta3u npuunHa ce NpenopbYBAT MOCAEABAMIM OLEHKH Ha NOM3aTa M PHCKOBETE, KaTo C€ OTYMTAT
aHTU-TYMOPHATA aKTUBHOCT H [TOHOCHMOCTTA.

Kpveouzrue npu JKIIDK

[lopaau noreHuManHKs puck oT KbpBeHe, HHGWITPALMS B TpaxesTa, 6poHXHTe U XpaHOMpoBoa
TpsAOBa 1a G6bae neKypana ¢ IokalHa Tepanus npeau npunaraHe Ha copadeHnd npHy NaLuHeHTH ¢

AKLLK.
Xunoxanyuemus npu JJKIIDK

I1pu w3non3sate Ha copadeHn6 npu naunenTn ¢ JKLLDK, ce NpenopbLYsa BHUMATENHO NPOCJIeAsBaHe
Ha HHBOTO Ha KaluuA B KPbBTA. [IpH KIHHNYHH M3NHTBAHHMA, XHIOKALIMEMHATA € 6WIA NO-YecTa 1
No-TCXkKa npH mauxeHTn ¢ DTC, ocobeHo ako ca uManu aHamHesa 3a XHUTONAapaTHPEOHIHIBM, B
CPaBHEHHE C MALMCHTHTE C OBOPEYHO-KIIEThYEH WK XeNaTOLETyIApPeH KapUMHOM. XHIOKaILMEMHUS
CTeneH 3 U 4 € HACTBNHNA CHOTBETHO NpH 6,8% u 3,4% ot JIEKYBaZHHTE ChC copadeHHd naumeHTH ¢
DTC (8x. Touxa 4.8). HeoGxoauma e xopekuus Ha TexkaTa XHIOKAIHEMHS, 33 [1a C€ NPeACTBPATAT
 YCNIO)KHEHHUA KaTo yabkapaHe Ha QT-uHrepBana wiu torsade de pointes (Bx. Touka "V TBIKaBaHe Ha

QTH)-

Hoomuckane na TSH npu JJKLDK

B npoyusane 5 (Bx. Touka 5.1) ca HabmonaBanHu MoBULIEHUs Ha HHBaTa HA TSH Haa 0,5 mU/I npu
MALMEHTH, JIEKyBaHH Cbe copadenud. Ipu nsnonssare Ha copadenu6 npu nauvenTtu ¢ DTC, ce
NpenopbYBa BHUMATENHO MpOCieasaBaHe Ha HUBOTO Ha TSH.

bvopeuno-kxnemvyen xapyurnom

[NauneHTH oT IPOrHOCTHYHATA rpyRa ¢ BUCOK puck no MSKCC (Memorial Sloan Kettering Cancer
Center) He ca GuiTH BKIHOYEHH B KJIHHHYHO NPOYYBaHE thaza I1I npu 6u6peuHo-kneTbuen KapLHHOM
(BX. npoyusaHe | B Touka 5.1), ¥ NpH T€3K NALKEHTH HE € OLEHIBAHO CHOTHOLUCHHETO MONI3a-PHUCK.

[1oMOUIHK BeLecTBa

ToBa sekapcTBO chbABLp*ka No-Manko or 1 mmol HaTpH# (23 mg) 3a no3a ,Taka 4Ye Ha NIPaKTHKa € ,,6e3
HaTpuii®.

4.5 BaanmogeiicTBHe ¢ ApYrH JieKapcTBeHR NPOAYKTH H APYrH GOpMH Ha B3aumMoaeHcTBHE

Huaykropu Ha MeTaGonuTHH eH3HMM

IpunoxxeHueTo Ha pudaMNULUKH 3a 5 AHU npeau IPHIIOKCHHETO Ha €AHOKPaTHa 103a copadeHuO
BOAHM cpeano ao 37 % peaykims Ha AUC ua copadenus. Camo HHAyKTOpu Ha CYP3 A4

KOHLEHTPALIUHTE MY.




Huxuburopn CYP3A4

KertoxoHason, cuiier HHXubutop Ha CYP3 A4, NpUioxkeH eHH T JHEBHO B NPOAWDKEHHE Ha 7 OHH
Ha 3apaBH 00poBonuy He npomens AUC Ha exrHHYHa 1033 50 mg copadennd. Te3n naHHu
NMOKa3BaT, Y€ KIMHHYHHTE (apMaKOKHHETHYHH B3AHMOAEHCTBUS Ha copadennt ¢ CYP3A4
HHXHOHTOPH ca MAJIKO BEPOATHH.

Cybcrpath Ha CYP2B6, CYP2C8 u CYP2C9

Copagpennt nuxubupa in vitro nourn eanaxso CYP2B6, CYP2C8 u CYP2(9. Bbnpeku Toga, B
KIIMHHYHH (apMAKOKHHETHUHH W3TTHTBAHKA €HOBPEMEHHOTO MPUIOKEHHE Ha copagennt 400 mg
ABA TBTH IHEBHO ¢ UMKI0hochamua, cyberpar Ha CYP2B6, wiu ¢ naknurakcen, cyberpar Ha
CYP2C8, ve Boau A0 KIMHUYHO 3HAYUMO MHXHOUpaHe. Te3n JaHHH npeanonarar, ye copadeHud B
npenopvHnuTeTHaTa o3a 400 mg nBa NETH AHEBHO He MOXe Ja 6bae in Vivo uHxnouTop Ha CYP2B6 u

CYP2C8. '

B nonbiiHenue, €HOBPEMEHHOTO NekdeHue che copadeHHE n Bap¢apuH, cyoctpat Ha CYP2C9, e
BOAM 10 H3mMeHenue B cpeaHoto PT-INR (Prothrombin Time-International Normalised Ratio), B
CpPaBHEHECHHE ¢ ranebo. CneaopaTeiHO MOe Ia C€ OUAaKBA, PHCKBT 32 KIIMHHYHO 3HAYMMO in Vivo
nHXHOupane Ha CYP2C9 or copadennb na 6vae Hucnk. Bee nak NpH NaLUHECHTH, NPHEMAaLLH
BapgapuH Wik GennpokymoH, INR Tpabea na ce npoeepsipa PEAOBHO (BXK. TOYKa 4.4).

Cybcrparu Ha CYP3A4, CYP2D6 n CYP2C19

EnHoBpeMeHHO npunoxeHue Ha copadeHHb U MMaa3onawm, JEKCTPOMETOP(AH HIIH OMENPa30Jl, KOUTO
ca cybctpath Ha uMtoxpomu CYP3A4, CYP2D6 u CYP2C19, chorBeTHO, HE MOBIMABA eXCMO3HLMATA
Ha Te3u NpoAykTH. Toea nokasea, ye copadeHHG He € HUTO MHXHUBHTOP, HUTO MPOAYKT, KOHTO
MOBHIIABA AKTHBHOCTTA Ha T€3H LUMTOXpOoM P450 n3oensnmu. CnenosatenHo, KIMHRYHOTO
(hapMaKOKMHETHHHO B3aHMOIEHCTBHE Ha cOpadeHHb Che CyOCTpaTHTE Ha Te3H eH3MMHM ca MaJIKO
BEPOATHH.

Cybcrpati Ha UGTIAL n UGT1A9
In vitro copaenut unxubupa raokyponupanero upes UGTIA1 u UGT1A9. KJIMHHMHOTO 3HAYEHMe
Ha TO3M (AKT He € U3BECTHO (BXK. MO-A0TY H Touka 4.4).

In vitro npoyuyBanusg Ha CYP en3umua UHAYKLIMA

AxtuBHocTTa Ha CYP1A2 1 CYP3 A4 He ce npoMeHs cries iedeHHe Ha KYJTHBHPAHH YOBEIWKHU
XENATOLUTH ChC copaeHHD, KOETO IOKA3Ba, Ye € MAIKO BEPOATHO copagenut aa unayumnpa CYPI1A2

nCYP3A4,

P-gp-cy6crpaTy

In vitro e poxasano, ue copadennt HHXHGHpa TPAHCNOPTHUS NPOTEHH pP-rABkonpoTenH (P-gp).
[ToBHIICHHTE NIa3MEHH KORUEHTPaLUMH Ha cyGCTpaTH Ha P-gp, xaTo IMrOKCHH He Morar na ce
H3KJIIOUAT NMPH EJHOBPEMEHHO NEYEHHE Che copaderud.

KombuHauus ¢ APYrH aHTHHEONNACTUYHH CPENCTBRA

B knuHnuHK npoyuBaHua copadiennt e mpunaran ¢ [IMpOKa rama Apyrd aHTHHEOTLIACTHYHH CPEACTBA
C TEXHUTE OOMYHHN NO3UPOBKH, BKIIOYHTENHO reMUMTabHH, LMCILIATHH, OKCAJIMILIATHH,
nakiMTaKcen, kapooruiaTuH, KaneLHTabuH, 10KCOPYBHUNH, HPUHOTEKAH, NOLETAKCeN 1
uuinogochamMua. CopadeHnb HIMa KIMHHUHO 3HAYHM edeKT BbpPXY (papMakOKHHETHKATa Ha
FeMUMTabHH, LMCIUTATHH, KAPOONIATHH, OKCANUILIATHH WM UMKIo(hochamu,

[laknurakcen/kapbormnaTuy

— [Tpunoxennero va naknurakcen (225 mg/m?) u kap6ornatux (AUC = 6) cbe copa

™ =
.,

1- - L ‘ﬁ\\
400 mg 1Ba (TbTH AHEBHO), NPUAOKEHH C 3-AHEBHO MPEKHLCBAHE Ha NPWIOKEHH Eii{"&..;\k
copaeHHO (ABA AHHM NpEeaM ¥ €AMH CHIE] IPWIOKEHHE Ha naknuTakces/kapbory , Hﬁﬁr;,ﬂ N
BOMAT A0 3HAYHTENCH €deKT BLPXY (hapMaKOKMHETHKATA HA NaK/IMTaKce. I." Sy 3”'1” e
| j e "

— EnHOBpEMEHHOTO MPHIIONKEHHE Ha MaknuTakcea (225 mg/m2 BEAHDLXK HA Bcemla%éﬂumu) M
kapbonnatun (AUC = 6) cbe copaderut (400 mg aBa msTH aHeBHO, Ge3 NpeKbepaHe Ha
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npueMa) BoaH 10 47% yBenuueHHe Ha eKCNO3HUMATA Ha copadeHns, 29% yBenHuHvie Ha
CKCMO3HUMATA Ha naknurakce H 50% ysenuueHue Ha excriosuumaTa Ha 6-OH naxauTakcen.
(dapMakOKHHETHKATA HA KapOOMNaTHH He ce NoBJHABA.

Te3n nanHM nokassar, Ye He € HEOGXOAMMA KOPEKHMA Ha J03aTa KOTaTo NaKIHTaKeen | xapOonnaTiH
Ce npunarat €AHOBPEMEHHO ChC copadeHus ¢ 3-n1HEBHO NMPEKbCBAHE Ha MPHIOKEHHETO HA copadeHUb
(ABa AHM MpPEeaH H €IMH CIeA MPHIOKEHHE Ha NakIHTakcen/kapooniaTun). KnHHUYHOTO 3HaYeHHe Ha
YBEIHICHHETO Ha EKCNO3HLHATA Ha copad)eHHO U NakNHUTaKCeN, MPH eAHOBPEMEHHOTO MPWICKEHHE
CbC copadeHHb 6e3 npekbCBaHe Ha NPHEMA, HE € H3BECTHO.

Kaneuurabun

EHOBPEMEHHOTO NpPHIOXKeEHHE Ha KaneunTabus (750-1050 mg/m? aBa myTH AHeBHO, M 1-14 Ha
Bcek 21 auu) u copahennt (200 wim 400 mg 1Ba MBTH AHEBHO, NPOXBLILKUTENHO HEMPEKbCHATO
NPUIOKEHHE) HE BOAH IO 3HAYMTE/IHA POMSAHA B €KCNO3HLMATA Ha copadennt, Ho Bomm 10 15 - 50%
YBC/IHYICHHC HA €KCTIO3NLMATA HA KaneuuTabun n 0 — 52% yesennueHue Ha excro3uuusTa Ha 5-FU.,
KN1HHHYHOTO 3HauEHHE Ha Te3H MANKH 10 YMEPEHH YBEIHYEHHA HA EKCNO3NLIMATA HA KaNeLMTabHH 1
5-FU ripn enHoBpeMEHHO NPUIOKEHHE Che copadeHHb He € N3BECTHO.

Hoxkcopybunun/Upunorekan

EnxoBpemeHHOTO Neuenne cbe copadennd Boan no 21 % ysenuuasane va AUC Ha NOKCOPYOHLIHH.
Korato ce npunara ¢ MpuHOTEKaH, UHHTO akTHBEH MeTaGoaur SN-38 ce MeTabonmaupa upes UGT1A]
LMKBI, BMa 67 - 120 % ysennqabane Ha AUC na SN-38 u 26 - 42 % ysenuuasane va AUC Ha
HpHHOTEKaH. KiIMHMYHOTO 3HAYeHHe Ha Te3H JAHHM HE € H3BECTHO (BX. TOUKA 4.4).

Jouerakcen .

Houeraxcen (75 win 100 mg/m?, npunoxeH eAHOKpaTHO Ha BCekH 21 AHM), KOTaTo ce npunara
€AHOBPEMEHHO CBbC copaderud (200 mg aa muTH AxesHO, Wik 400 mg ABa ITETH JHEBHO MPUNIOKEH
Ha OT fieH 2 10 19 oT 21-1HeBeH UMKBI C 3 AHEBHO MPEKBCBAHE HA NPHJIOKEHHETO, OKOJIO
NPHNOXKEHHETO Ha AoLeTaKce), BOgH a0 36-80 % ysennuasane Ha AUC Ha nouerakcen u 16-32 %
NoBHIaBaHe Ha aoueTakcen Cmax. [Ipenoprusa ce BHMMaHue, koraTo copadeHub ce npunara

. €AHOBPEMEHHO ¢ gouerakcen (Bxk. Touka 4.4).

KoMbuHauus ¢ aApyru cpeicTa .

Heomuyun

EAHOBpEMEHHOTO NpuiaraHe Ha HEOMHLHMH, HECHCTEMHO aHTHMHKPOOHO CpeACTBO, H3NON3BAHO 33
YHHLIO0XKABAHE Ha CTOMALIHO-4YPEBHATa (I0pPa, BOJAH 10 B3aHMOAEHCTBHE C EHTEPOXENaTaIHUA
KPBroBpat Ha copateHH6 (Bx. Touka 5.2 MeTabonussM 1 enHMHUHMpate) U B PE3YATAT HA TOBa A0
HamaneHa eKCIo3HLHA Ha copagenu6. I1pu 3apaBr KoGpoBoORLY, NTEKYBaHH ¢ 5-AHEBHA cXeMa Ha
HCOMMUIIHH, CPEAAHATA €KCHO3HUMA Ha copapeHud HaManssa ¢ 54%. Edexrute Ha Apyra aHTMGHOTHLH
HC Ca NMPOY4BaHH, HO BEPOATHO LIE 3aBHCAT OT TAXHATA CNOCOOHOCT a B3aMMOAEHCTRAT ¢
MHKPOOPraHHU3IMHTE C INTIIOKYPOHHIa3Ha AKTHBHOCT.

4.6 @epTHaRTeT, GpeMEHHOCT H KhpPMeHe

BpemenHocT

Jiuncear aaHuM ot ynorpebara Ha copadeHHO npH GpeMeHHN KeHH. IIpoyuBaHusTa NPH KMUBOTHH
NOKa3BaT PENPOAYKTHBHA TOKCHYHOCT, BKIHOUHTENHO Maadopmaliuu (BX. Touka 5.3). ITpu uisxose e
I0KA3aHO, Y€ copadeHHO U HeroBMTE METabOINTH NPEMHHABAT Mpe3 MNAUEHTATA U CE 0YaKBa
copadeHHb na npUYHHKH YBpeXKAaLM eeKTH BLPXY IUI0AA. Copadenub He Tpabea aa ce n3nonsea no
BpeMe Ha OpeMEeHHOCT, OCBEH ako He € abCoIOTHO OKa3aH, ciiel] BHUMATETHO 00ChXAaHe Ha
HeoOXoauMoCTTa 3a MalikaTa ¥ pHcKa 3a noja. | |
JKenu ¢ neteponen noteHuman TpsGea Aa H3INON3BAT e(eKTHBHA KOHTpaLenuus no B
JICYCHHETO. -

He e u3BecTHO nanu copadeHn® ce ekckpetnpa B kbpmata. [1pH sxHBOTHR copaden
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Pa3BHTHETO Ha HOBOPOACHOTO (BXK. TOYKa 5.3), JkeHHTe He TpAGBA A3 KbPMAT Mo BpEME HA JICYEHHETO
cbC copadeHud.

®OepTUauTeT
Pe3ynraTtiTe oT npoyuBaHHs NpH XKUBOTHH NMOKA3BAT, Yye copadeHHD MOXKe J1a YBPEAH MBKKHA H

KEHCKHS pepTIIIHTET (BX. TOYKa 5.3).
4.7 Edexrn Bbpxy cnocofHocTTa 32 modupane u paGora ¢ MAmMHHK

He ca npoBexnaum npoy4sanus 3a egexTuTe BbPXY CiocoBHOCTTA 32 wodupaHe 1 paboTa ¢ MalIMHY.
Hama aokasarenctro, ue copadenut noRMHABa CocoSHOCTTa 3a IWopHpaHe H paboTa ¢ MALIMHM,

48 Hexenann nexapcTBenn peaknun

Hali-saxHuTe cepro3HM HeXXeNaHH peakLMH ca MHOKapeH HH(}APKT/MCXxeMUs, CTOMALIHO-YpEBHA
nepgopaumd, HHIyLIHPaH OT JEKAPCTBOTO XENATHT, KPLBOHIIHB H XHICPTOHHA/XHIIEPTOHHYHH KPH3H.

Haii-yecTuTe Hexenann peakuuu, CBLP3aHH ¢ JIEKAPCTBOTO ca AMapHi, yMOpa, anoneums, HHGpeKLHA,

KOXHA peaKLHA pLKa-Kpak (ChOTBETCTBA Ha CHHAPOM Ha MA/IMapo-IJiaHTapHa EPHTPOAMIECTERHA MO
MedDRA) u 06pus.

Hexxenanure peakumu, 10KNaABaHH B MHOIO KTMHHYHH W3NHTBAHHS WIH 110 BpEME Ha
NOCTMAPKETHHIOBaTa yNnoTpeda, ca NpeCcTaBeHH No-40ny B Tabnuua 1, noapeaenu no

CHCTeMoOpraHHa knacngukauua (MedDRA) u yectoTa. YecToTaTa ce onpenens xkato: MHOFO YecTH
(Z1/10), yectu (=1/100 ao <1/10), HeuecT (=171 000 no <1/100), peaxu (>1/10 000 no <1/1 000), ¢
HEH3BCCTHA YECTOTA (OT HAIHMHHMTE JaHHK HE MOXe Na 6bJie HanpaBeHa OLEHKa).

[1pu BeAKO rpynupaHe B 3aBHCHMOCT OT 4€CTOTATA, HEXKENaHHTE JCKapCTBEHH peakLMH ce H3bpossaT
B HH3XOI41N pell N0 OTHOWIEHHE Ha TAXHATA CEPHO3HOCT.

Tabauna 1: Bcuuks Hexenanu JCKADPCTBCHH PEAKIIHHA, JOKNAABAHRH B MAOIN0 KJIHHAYHR
HINHTBAHHA H/IH IO BpeMe Ha NOCTMAPKETHHIOBATA ynoTpeba

Cucremo-opraniu|Muoro yectn  [UecTw HeuecTH Peaxu C HeusBecTHa
KJIacOBE YeCTOTA
Hugexunm n HH}EKUHA donuxkynur
HHpecTauuu
Hapywenng na  [nuMdonenus  [neekonenus
KPBBTa H HEYTPONEHHS
numpHaTa aHeMMA
CHCTEMA TpoMOouMTOIIE-
HUA

Hapymenns Ha peaKuHH Ha aHIrHoe1IEM
MMYHHAaTa CBPELXYYBCTBHTEII-
CHCTEMA HOCT ( BKJKOYBALIH

KOXKHH peaKkLiH H

YPTHKApPHA)

aHaIakTHYHa

peakuusg
Hapywexus Ha XHNOTHPEOUIH- |XHNEPTHPEOHIH-
€HAOKpPHHHATA M IbM
CHCTEMA _
Hapyuienus Ha  [aHOpekcus XUNOKAJILIHEMH |IeXHIpaTALHA
meTtabonuaMa u  |[xuno- XHNOKATHEMHA
XpaHeHeTo dhocharemus XUMOHATPHEMHA

XHOOTJINKEMHS




Teuxuysn nenpecud
HapyleHUA
HapyweHuns Ha nepudepHa o0paTUMa 3aaHa eHuedanonaTus
HepBHATa CUCTEMA CEeTHBHA neskoeHUedano- °
HeBpoOnaTHs natusa®
____ i AMCTEY3HH |
HapyuieHus Ha ILIYM B YUIHTE
YXOTO H
abupyHTa | | _
CopledHH 3acTONHA yAbKABAHE HA
HapyLIeHHs CbpAeHHa QT
HeaoCcTaThYyHOCTY
MHOKAapAHA
MCXEMHSA H
MHbapkT* |
Cwa0BH KPbBOW3NIMB  |3a4epBABAHE XUNEPTOHHUHN aHEBPHIMH W
HapyLlUeHUS ( BKAKOYUTENHO KpH3Kn* apTepHanHK
CTOMALLHO- AHUCEKALMH
UpEBEH™,
auxarelied
TpakT* U
MO3BYEH
KpBHBOH3JIUB*)
XUMEPTOHHA
PecnuparopHH, Xpema cbOHTHA, NONOOHH
PbAHYU U avconus Ha UHTEpCTULIHANTHA
MeIHACTUHATHH 6enoapodHa
HapYLIEHW conect*
(MHEBMOHHT,
paaHauMoHeH
MHEBMOHHUT, OCTHP
pecnUpaTepeH
AMCTpEC H Ap.-)
CromauiHo- anapus CTOMATHT MaHKpEeaTHUT
4YpPEBHH rageHe (BKJAKOUUTENHO  [TACTPUT
HapyLeHus MOBPbLUAHE CyXOTa B YCTaTa ¥ |CTOMALUHO-YPEBHH
3aneK rMOCOAUHUA B nepdopaunn®
e3UKa)
IHCIIENCHA,
nucoarua
racTpo
e3o(areancH
L pednykc _
XenatoOunuapHH NOBHIIABAHE HA X€TaTHT,
HapyleHHUA OwnnpybuHa WHAYLHpaH OT
KBIATCHHLA, seKapcTBoTO*
XOJELMCTHT, :
. | XOJTAHTHT
HapyweHus Ha  [CyXa KOXa kepaToakaHToMa/ [ex3eMa NCPMATHT B
KOXKaTa u obpHB CKBaMO3€H epUTEMA pe3ynTaT Ha
NOIKOXKHATA anoneuus KNEeTbYEH MY.ITU(OpME panMalMoHHA
TBKaH KOXKHA peakuMs |KapLIHHOM Ha namet
pbka-kpak™** KO»KaTa CHUHAPOM H
epUTEMa exchoNHaTUBEH Stevens-J
cbpOex AEPMATHT NEBKOLL | SR U
aKHE I{HHCTHH:K? -{__i__' \ .r* F e ﬂ_ 1
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JeCKBaMaLMs Ha TOKCHYHA
KOXKaTa eNUacpMatHa
XHIEpKepaTo3a HEKposK3a®*
Hapywenus Ha |apTpanrus MMHAJITHS Pa6aomuonusa
IMyCKYJTHO- - MYCKYJIHH Cna3MH |
CKeJIETHATA |
CUCTEMA,
ChESAUHUTEIHATA
TbKaH
HapyweHus va 610peuna HeppoTHYEH
OBOpeurTe HEAOCTATBYHOCT CHHAPOM
NMHKOYHHTE NPOTEHHYPHA
MbTHILA
Hapylenus Ha €PEKTWIHA r’HHEKOMACTHA
Bb3IPOU3BOAHTEN ANCHYHKLUS
HaTa CHCTEMa H
rbpaara |
OO0 yMopa ACTEeHUS
HapYLIEHUA H bonka rpunonoaotHo
e(exTH Ha (BKIFOUMTENHO [3a0onsBaHe
MACTOTO Ha yCTa, KOpEM, BB3TAJICHHE HA
NPUWIOKEHHE KOCTH, TYMOPHA {JIMTABHLH
Oonka 1
raaBobonue)
NOBULICHA
TeMrepartypa '
Nicnensanus HaMaJISBaHE Ha |MPEXOOHO NPEXORHO
TENICCHOTO TETJIO|NOBUILABAHE HA  |MOBUIIABAHE HA
NOBULLECHA TPAaHCAMHWHA3WTE |aJIKatHaTa
aMuIaza docharasa B
MOBHLIIEHA KpbBTa
nydnasa natosiorutdeH INR
NaTONOrHYHO
NpOTpOMOHHOBO
BpeMe

CbOHTHSA Ca KK HEYECTH, WIH NO-PEAKU OT HEYeCTH.

¥k

epHTpoaH3ecTezns B MedDRA.

Crny4aH ca IOKNaABaHM Clejl paspeiiiaBaHeTo 3a ynorpeba.

KoxHata peakiius pbka-Kpak ChOTBETCTBA Ha CHHAPOMA Ha NaIMapHO-TNAaHTAPHA

Jonwanurenna nndopmMaums OTHOCHO M3GPaHH HeXENAHN JNEKaPCTBEHU peaklHi

3acmoiina copoeyna Hedocmamvurocm
B wIMHUYHM npoyYBaHHs, CHOHCOPUPAHHM OT (HpMarTa, 3acToiiHa ChbpAeYHA HEAOCTATHYHOCT Ce
CboO1aBa KaTo HexesaHo cbbuTHe npu 1,9 % oT naumMeHTHTe, NEKYBaHH CbC copapeHnd (N=2 276).
B npoyusane 11213 (BKK) Hexkenanu cb6HTHA, CHOTBETCTBAIIM HA 3aCTONHA ChpAetHa
HEAOCTaTBHHOCT, €a noKnansaHy npu 1,7 % oT nauueHTHTe, lekyBaHu cbe copadeHut, 1 mpu 0,7 %

Npx nonryuasawyre niauebo. B npoyusane 100554 (XLIK) npu 0,99

copapeHu6 ¥ npu 1,1 % ot nonyvapanmTe Nnaue6o ca chobIEHH TAKHBA ChOHTHA.

Honvanumenna ungpopmayus 3a cneyuannu nonyrayuu

B KIHHHYHH U3NIUTBAHKA, HIKON HEXENaHH IeKapCTBEHN PeaKLIHH KaTo KOXKHA peaki]
AHApUA, AJIONCLHA, HAMAJIABAHE HA TENIECHOTO TETJIO, XHITEPTOHMA, XHITOKANLHEMHUA,
KEPATOAKaHTOM/ILIOCKOKJIETHYEH KAPUMHOM Ha KOXATa ca HaBII0NaBaHH Che 3HAY

HECTOTA NPH MALKMEHTH ¢ NH(EPEeHLHPaH THPEOHICH KAPLIMHOM B CPaBHEHHE C nauueNTHTE

Mpoy4BaHus 3a ObOpeyHO-KIETBYEH WK XenaToLenynapeHx KapLUHHOM.
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QTrI0HEHUA B NabopaTopHuTe uicheasaHus nmpu naurenty ¢ XK (npoyuysane 3) 4 ¢ BKK
(npoyuBane 1)

[ToBHIIEHA AKNAa3a M aMuaasa ca noknansaHu MHoro uecto. CTCAE 3 vnu 4 cTeneH noBUILEHH
CTONHHOCTH Ha JiMnasata ca ce nossunu npu 11 % 1 9 % ot naudeHTHTE B rpynata ¢b¢ copaderud,
cboTBeTHO, npyu npoyusane 1 (BKK) u npoyusane 3 (HCC), B cpasHeHne cbe 7 % 1 9 % ot
nauMeHTUTE B rpynara Ha nnaue6o. [TosuuieHu crofinocty Ha aMunasara CTCAE 3 nin 4 ¢TeneH ca
ce noasuin npu 1 % u 2 % OT NauMeHTHTE B rpynaTa ¢ue copadenund, CboTBETHO, NpH npoyusaHe | U
npoyusaHe 3, B cpaBHeHHe ¢ 3 % OT NALMEHTHTE BbB BCsika nnauedo rpyna. KInHHHYHHAT NaHKPEaTHT
e JOKNaABaH Npk AsaMa oT 451, nexyBaHu cbe copadpennd naunenTn (CTCAE 4 crene) npu
npoy4saHe 1, 1 ot 297 nauseHTH nekypanu c¢be copadennd npu npoyusane 3 (CTCAE 2 crenen) u
enuH ot 451 (CTCAE 2 crenen) B rpynara c rnauedo B npoy4paxe |. |

XunodocdaTemusTa € MHOTO YecTa labopaTopHa Haxo/lka, HabmonasaHa npH 45 % u 35 % ot
NIeKYBaHHTE ChC copadieHHb nauyeHTH B cpaBHerHe ¢ 12 % 1 11 % OT NaUMEHTHTE B rpyTiaTa Ha
nnaueto, CLOTBETHO, NpH npoyuBade 1 u npoyusade 3. Xunodpocdaremus CTCAE 3 creneH (1 -2
mg/dl) npu npoyusasxe 1 ce € nossuna npu 13 % oT nauMeHTHTe, JieKyBaHu Cbe copadeHud 1 3% or
nauueHTHTE B rpynara Ha rutauebo, a npu npoyusase 3 npu 11 % oT nauneHTUTE NEKyBaHM Cbe
copadesnt u 2 % ot nauuenTuTe B Nnauebo rpynata. Hama cnyuau va xunodocparemus CTCAE 4
creneH (< 1 mg/dl), cboGuiesn B rpynara cbe copadeHud wiu rpynara ¢ nnauedo npu npoyssane | 1
| cnywat B nnaue6o rpynarta npu npoyssane 3. ETuonornata Ha xunodocdaTeMusTa, CBbp3aHa Cbe
copadeHnd He e U3BECTHA.

Mpu CTCAE 3 crenex unm 4 crene ca Habnioaasanyu OTKIOHeHUs B nabopaTopHuTte nokasareny npu
S % OT NAUHEHTHTE, JEKYBAHW CbC copadeHHDd, BKIIOUHTENHO NTUMPONEHNWA H HEYTPONEHHS.

X unokaniuemus e noknaasada npy 12 % u 26,5 % oT nauMeHTUTe, NEKYBaHH ChC copadeHHD,
cpaBHeHo ¢ 7,5 % u 14,8 % npu nauneHTHTE Ha nnauebo, CbOTBETHO B NpoyuBaHe | 1 npoyusaHe 3.
MHO3UMHCTBOTO JOKNAABAHM CJTyyay Ha xunokanuuemus ca HUCHK Kkiac (CTCAE | u 2 ctenen).
CTCAE 3 ctrenen xunoxkanuuemus (6,0 — 7,0 mg/dl) ce Habmopasa npu 1,1 % 1 1,8 % ot
MauHeHTHTe, NeKyBaHu ¢be copatdenud, u npu 0,2 % u 1,1 % OT nauKeHTHTE B rpymnara Ha ruaueto, a
CTCAE 4 crenen xunokatunemus (< 6,0 mg/dl) ce nabaronaea npu 1,1 % un 0,4 % ot nauneHTHTE,
nekyBaHH cbe copadeHud, u npu 0,5 % u 0 % oT naumneHTHTe B rpynaTa Ha nnauebo, ChOTBETHO B
npoyusaHe | 1 3. ETHOIOrHATa Ha XHAOKANLMEMHATA, CBbP3aHa CbC CopadeHHd, He € U3BECTHA.

[Mpu npoyuBanus 1 v 3 ce HaGNIOAABA MOHKEHHE Ha KATHA NPH CbOTBETHO 5,4 Yo 1 9,5 Yo OT
NauMEHTHTE Ha TeueHUe cbe copadeHub B cpaBHenue ¢ 0,7 % u 5,9 % ot nauueHTuTe Ha nnauebo.
[ToseueTo OT cboOLaBaHUTE Cyuau Ha xunokanvemus ca ¢ uucka creneH (CTCAE 1 crenen). Ilpu
Te3u npoyusanus xunokaauemuss CTCAE ctenen 3 ce passvpa npu 1,1% u 0,4% ot naumMeHTHTE Ha
neueHue cbe copadennd v npu 0,2 % u 0,7% oT naureHTUTe B rpynara Ha nnauedo. Hima
cbobweHus 3a xunokanuemus CTCAE ctenen 4, '

OrxnoHeHHs B 1a0opaTopHKTe nokasareny npy naunentu ¢ DTC (npoyusane J5)

3a XMNOKAILMEMHA ce CHoOLIana npy 35,7% oT nalMeHTUTe Ha NeUEHHE CbC copadeHud B CpaBHEHHE
c 11,0% ot nauveHTHTE Ha mianebo. [TopeueTo oT ¢HOOLIEHHATA 3a XUITOKAJILIHEMHSA Ca 3a
HUCKOcTeneHHa Takasa. Xunokanuuemus ctened 3 no CTCAE ce e pazsuna npu 6,8% ot
MaLMEHTHTE, NeKyBaHH cbe copadeHnt v nmpu 1,9% oT naudenTHTE B rpynarta Ha rauedo, a
xunokanuuemus creneH 4 no CTCAE ce € passuna npu 3,4% OT NAUHEHTHTE, TEKYBAHH CBC
copadernt v npu 1,0% oT nauMeHTHTE Ha naLedo.

JIpyri KIMHWYHO 3HAYMMM OTKIOHEHHS B TabopaTopHUTE nokaszateny, HabnioaasaHl B Npoy4BaHe 5
ca rnoxasaHu B Tabnvua 2.
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Tabanua 2: CeLp3aHH ¢ JJeYeHHETO OTKIOHEHHA B JabopaTopruTe NOKA3ATEAH, CHOOMABAHM

upu naunenTs ¢ DTC (npoyusane 5) npe3s asoiinocnanarta dasa
Copadennt N=207

JlabopaTtopen napamernp,

Ilnane6o N=209

(B % OT u3cnensanute npobH) | Beuukw Crenen 3* | Crenen 4* Benwukn | Crenen 3* | Crenen 4%
CTENEHH™ creneHy*

HapyineHus Ha KpbBTa M THM(HATA CHCTEMA

AHeMHUs 30,9 0,5 0 234 0,5 0
_Tpombouuronenns 18,4 0 0 9,6 0 0

HeyTtponeHus 19,8 0,5 0,5 12 0 0

JIuMorneHus 42 9,7 0.5 25,8 5,3 0

HapyuieHus Ha MeTabosM3Ma M XpaHEHETo

XunoxkanueMus 17,9 1,9 0 2,4 0 0

Xunodocharemus** 193 12,6 0 2,4 1.4 0

Xenato-OuiHapHH HapyleHus

[MosnweH 6unHpy6uH 8,7 0 0 4,8 0 0

[MoBumena ALT 58,9 3.4 1,0 24.4 0. 0

IToBuuiena AST 53,6 1,0 1,0 14,8 0 0

H3cneasauus |

[loBuiieHa amMmunasa 12,6 2,4 1,4 6,2 0 1,0

MoBuweHa nunasa 11,1 2.4 0 2.9 05 | 0

* O61H TEPMHHONOTHYHH KPHTCPHH 33 HEXENIaHH JekapcTBeHd peakumH (Common Terminology

Criteria for Adverse Events - CTCAE), Bepeus 3.0
** He e H3BecTHa eTHONOrHATA HA CBBP3AHATA ChC copaennd xunogocdaremus.

CrobiaBaHe Ha NOAC3IUPAHH HEXKEIAHH PEAKIIHM

CpoOLaBaHeTo Ha NOAO3UPAHH HEXKENAHH PeakUMH cnel pa3peniaBaHe 3a ynotpeda Ha ekapCTBEeHHS
MPOAYKT € BaXKHO. ToBa NO3BONIABA a NMPOABIKH HABNIOAEHHETO HA ChOTHOLIEHHETO noJI3a/pucK 3a

NEKAPCTBCHHA MPOAYKT. OT MEJHLIMHCKHTE CMICLHANIMCTH C€ M3HCKBA 1a ChoOLLABAT BCeIKa
MTOA03HpAHA HEKeNaHa peakuus ype3 H3mbaHuTenHa areHuns no nekapersara ya. ., Jlamsan ['pyer”
Ne 8, 1303 Cocus, Ten.: +35 928903417, yeGcaiir: www.bda.bg.

4.9 Ilpeposupane

Hama cneunduyno neuenue npw Apeno3upaHeTo Ha copadenu. Haii-sricokara n103a copadenu®,

npoytBaHa KIMHH4YHO € 800 mg, nBa nbTH AHeBHO. Hexenanute peakuyn, Habmonapany NpH Ta3n
1033 ca OWIH NPeaHMHO AWAPHA H AePMATOJIOTHYHH NpodBH. B ciyuaii Ha NOAO3HPAHO NPEIO3HPAHE,
copadeHub aa ce cnipe K Aa ce 3anoyYHe NOAABPKALLO JICYEHHE, KOraTo € HeOGX0AHMO.

5. ®APMAKOJIOTHYHMU CBOMCTBA

5.1

PapMaxoaHHAMHYHM CBOHCTBA

dapMaKoTepaneBTHYHA Ipyna: AHTHHEOMNA3MEHN CPEACTBA, NMPOTEHHKHHA3HH UHXHOHTOpH,, ATC

koa: LO1EX02.

Copagennt e MynTukunaseH HHXUGHTOP, KOHTO NPOABABA aHTUNPOJIU(PEPATHBHH H AHTHAHTHOTEHHH

CBOHCTBA in vitro U in vivo.

e T ‘
MexaHMIbLM Ha feiicTBUe B hapMakoIMHAMHYHH edekTH TR IR f;: NS
e w1 ML R
Copadennb ¢ mynTuxkuHazen uHxubuTOp, KOITO HaMAaNIsABRa MPOJIH(PEPAUUATA Ha TYMO OISR ™ \Cf -‘q\
in vitro. CopadpeHn6 HHXHOHPA TYMOPHHA PacTeXx Ha HHAPOK CHEKTHP YOBCLIKH TYMO mﬁma-n RSN
MHILKH C OTCTPAHCH THMYC, NPUAPYKEHH OT PEAYKLUMA Ha TYMOPHATa aHrHOreHesa. eHHG " - L \ii
: : g - IT‘..J-

HHXHOHMpA aKTHBHOCTTa HA TAPreTHTE, NMPUCHCTBAIIH B TymopHata kietka (CRAF, BRAF; V6OOE -+ ... | 5 1

BRAF, ¢-KIT u FLT-3) u B TymopHure chaose (CRAF, VEGFR-2, VEGFR-3 u PDG ) RARS -/ ./
! *f'.‘\“'a. hf:_,:h N
, ""'I ~—. , R !.-".’ ,

\h:-'..‘a '1’5"’_’ e 1r:a‘~"-‘-‘“_.: 3
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KHHa3HTe Ca CepHH/TpeoHHHKHHa3y, aokarto ¢-KIT, FTL-3, VEGFR-2, VEGFR-3 u PDGFR-B ca
peLenTop THPO3SHHKHHA3H.

KnnnnuHa edukacHocT

KauHHuHaTa 6€30MacHOCT H epMKacHOCT Ha copadeHnt e npoyuena NMPH NALHEHTH C
xenaroueynapeH kapunHoM (XLIK), npu naunenTyn ¢ 6u6peuno-knersuen kapumtiom (BKK) B
HanpeAHan CTaAH | NPH NAUKEHTH ¢ AMdEepeHHpaH KapLIMHOM Ha IIHTOBKIHaTa xJe3a (DTC)..

XenaroueaynapeH KapLuuHOM |
Ilpoyusane 3 (npoyusane 100554) e dasa II1, mexxayHapoaHo, MHOTOUEHTPOBO, PAHAOMH3HPAHO,

ABOHHO C/IANO, MNauebo-KOHTPONHPaHO NPOYUBaHe NpH 602 NALUEHTH ¢ XenaTouemynapeH
KapuuHoM. JleMorpadckuTe NoKa3aTe/n U XapakTepHCTHKHTE Ha 3a60NABAHETO HA M3XOAHO HHEBO Ca
OunH cpaBHHMH MeXIY rpynaTa Ha copadenut u mwauebo rpynara no orHowenue Ha ECOG craryc
(cratyc 0: 54% cpeuty 54 %; cratyc 1: 38 % cpewy 39 %; cratyc 2: 8 % cpewyy 7 %). TNM cranuii
(cramnii I: < 1% cpeuty < 1 %; craguii I1: 10,4 % cpewy!( | 8,3 %; craauii I1I: 37,8 % cpeury 43,6 %;
cranuii IV: 50,8% cpey 46,9 %) u BCLC craguii (craamii B: 18,1 % cpewty 16,8 %; craauii C: 81,6
Y cpeiuy 83,2 %; craauii D: < 1 % cpeiy 0 %).

[IpoyuBaneTo € cnpsaHO, CNeA KaTo IaHHpaH MEeKAMHEH aHaTH3 Ha OS e NpeMHHAN NPEABAPHTEITHO
omnpeaceHaTa rpaHuua Ha eduxacHocT. To3u ananus Ha OS noka3pa CTATHCTHYECKH 3HAYMMO
NpeAUMCTBO Ha copadennt cripamo rianebo 3a OS (HR: 0,69, p = 0,00058, sx. Tabauua 3).

HMa orpaHuyeHH JaHHH OT TOBA NPOYYBaHE [pH nauMeHTH ¢ YepHoapobHo yepexaaune Child Pugh B
H € Bkmo4eH caMo eauH natent ¢ Child Pugh C.

Tabamna 3: PesyaraTu 3a epnxacnoct or npoyusane 3 (npoyasane 100554) npH
XEeNaToHENY IaPeH KAPIHHOM

[TapameTsp Ha Copadennd ITnaue6o P-crofinocr | HR
€(PHKACHOCT | (N=299) N=303) . (95% CI)
O6wma npexxuBaeMocT 46,3 34,4 0,00058* 0,69
(08S) (40,9 no 57,9) (29,4 no 39,4) (0,55 no 0,87)
[MeauaHa, cenMuLU
(95% CI)]
BpeMe a0 nporpechs 24,0 12,3 0,000007 0,58
(TTP) [Meaunana, (18,0 no 30,0) (11,7 n0 17,1) (0,45 no 0,74)
ceaAMHLH (95% CI)]**
CI= nosepurenck uareppan, HR= koedHLHEHT Ha pHCK (copadennb cnpamo nmnaueto)
* CTATHCTUIECKH 3HAYHMO KATO P-CTOHHOCTTA € NoJ NpeABapHTeNHO onpeaeneHara O’ Brien

Fleming rpannyna croiinoct ot 0,0077
**  HE3aBHCHM PafNOJIOrHuEH Mpernen

ITpoyusaHe 4 (npoyusane 11849) e daza 1, mexxayHapoano, MHOTOLICHTPOBO, PaHAOMH3HPaHo,
JABOHHOCNANO, TU1aLEe60-KOHTPOIMPAHO MPOy4YBaHe, KOETO OLICHABA KIMHHYHATA MON3a OT copadeHut
nps 226 NaUKMEHTH C XeNaToueTynapeH KapunHoM. [Tpoyusanero e nposeneHo B Kurait, Kopes u
TafiBaH ¥ noTebpxKaaBa pesynrarure ot [Ipoyusane 3 No OTHOLIEHHE HA OnaronpusTHOTO
CBOTHOWIEHHE NoM3a-pHck Ha copadennd (HR (OS): 0,68, p = 0,01414).

B npensapurento onpeaenenute crpatidpukauuonnu dgakropu (ECOG CTATYC, HATHYMHE WU
OTCHCTBHE HAa MAKPOCKOIICKA CHA0BA HHBA3UA W/WIM pa3snpoCTpaHEHHE HA TyMOpa H3BbH YepHUs
npo0) Ha [Ipoyupane 3 u [Ipoyusane 4, HR npencraes sHaunTenHO Nno-A00pHTE pe3y Ay e
copaennbd cnpamo nnaue6o. ExcruioaropuusT aHanus Ha noarpynara noxkaspa no-c

o
.03

brOpeyHo-KIeThYEH KAPIIHHOM R R

' L= II'"-.-'-“?_ ol a )
besonacHocTTa M eHKkacHOCTTa Ha copadeHUb NpH NeueHHeTo Ha ﬁhﬁpeqﬂo-mm‘q\emkapunﬂmf |
(bKK) B HanpeaHan cTaauii € MpoyyBaHa B CJIeAHUTE JBE KIHHUYHH NpoyUuBaHMSA: "3 "+,

j
!
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[lpoyurane 1 (npoyusane 11213) e ¢aza 111 MHOTOLICHTPOBO, PAHAOMH3HPAHO, ABOHHO C/1ANO,
nnauebo-koHTponupaHo npoyusate ¢ 903 nauuenTH. BKioueny ca camo NMaLUECHTHTE C SCEH
6b6peuHo KNeTbY4eH KapLUHHOM H HHCBK M MEXIHHEH puck MSKCC (Memorial Sloan Kettering
Cancer Center). OCHOBHHTE U€/H €a LISIOCTHATA MPEKHBAEMOCT H NPEKHBAEMOCT Oe3 nporpecupaHe
(ITBII).

[IpHOAH3NTEIHO NONOBMHATA OT NauMeHTHTe MMaT ECOG cTatyc () H NOJIOBHHATA OT NAUMEHTHTE Ca
6nnu B Hucka MSKCC nporHoctuaHa rpyna.

[1BII € oneHeH 4pe3 cnanm He3aBHCHM PATUOIOTHYEH Nperyie, KaTo ca U3NoN3BaHU KPHTEPHU
RECIST. I1BIT ananu3 e npoeenex Ha 342 ciyuas npu 769 naumentr. Cpeanara I16I1 e 167 auu npu
MAUHCHTHTE, pAHAOMM3MPAHH KbM copadeHud, B cpaBHeHHte 10 84 HM NpH MaLMEHTHTE Ha riaue6o
(HR = 0,44; 95% CI: 0,35 - 0,55; p < 0,000001). Br3pactra, MSKCC nporaoctiuHa rpyna, ECOG
PS 1 mbpBHuHaTa Tepanus He nosaMaBaT edekTa OT NeueHHe. |

MexauHen aHanu3 (BTopu MeXXAMHEH aHaIN3) 33 LIATOCTHA NPEXKUBACMOCT € NPoBeAcH npu 367
CMBPTHH Citydau npu 903 naunentd. Homunannara anda croiiHocT 3a To3H ananus e 6ia 0,0094.
Meaunanara Ha npexuHBaeMocT € 19,3 meceLta IpH NaLMeHTH, pPaHIOMH3IUPaHH KbM copadeHud, B
CpaBHeHHe ¢ 15,9 Mecena npu nauMeHTHTE Ha IWaue6o (HR =0,77; 95 % CI. 0,63 - 0,95: p <0,015).
[1o BpeMe Ha T03M aHaIH3 OKos0 200 NalKMeHTH OT ianeto Fpynara ¢a NpeMHHAIH KbM IPYIIaTa Cbe
copadexnd.

Ilpoyusaue 2 e da3za Il pannomusupano, ¢ NPEKbCBAHE NPOYYBAHE NPH NalMEHTH C METACTATHUYHM
MaNMrHeHn 3abonsasanus, Bkmouurento BKK. TaumenTuTe cbe crabunusnpaHo 3abonsapaHe U
JICHEHHE ¢ copaeHHO Ca PaHAOMH3HPAHH KbM IU1aLEGO WIH MPOIBIKABAT JICUCHHETO C copadenud.
[IpexuBieMocTTa 6e3 nporpecupase Ha Gonectra npy nauventn ¢ BKK e 6una sHaunrento no- -
MPOAB/KHTENHA B rpynata Ha copadenub (163 aun), otkonkoTo B uiaue6o rpynara (41 auu) (p =
0,0001, HR = 0,29).

€PCHUHPAaH KapLIHHOM Ha WIMTOBHAHATA xne3a (DTC)
Ipoyusaue 5 (npoyusane 14295) e ¢aza I, MEXIYHApPOAHO, MHOTOUEHTPORO, PaHIOMH3HPAHO,
ABOAHOCAANO, ILIaLe60-KOHTPONMPAHO NpoyuBaHe NpH 417 NaHEHTH ¢ JTORATHO HanpeaHan WM
metacTaTiueH DTC, pedpakrepen Ha paauoakTusen #on. Ilpexussemoctra 63 nporpecus (PFS),
OLICHCHA Ype3 3aC/IeNeHa He3aBHCHMA PaaHoIOTHYHA OlICHKa Ha Ga3a kputepuute RECIST e
MbPBHYHATA KPaHHa TO4YKa Ha NPOy4YBaHeTo. Bropuunmte kpaiinn ToukM BKmIOYBAT 061A
npexuBaeMocT (US), CKOpocT Ha OTTOBOpa Ha TyMopa H NPOALDKHTENHOCTTA Ha OTroBopa. Cren
NPOrpecHs € GUII0 NO3BONCHO NMALMEHTHTE Aa NOTYHaBaT OTBOPEHO copadernod.

Ilaumenrure ca 6Mnu BKMOYEHH B IPOYUBAHETO, AKO Ca MMAIH MporpecHs B paMKHTe Ha 14 meceua or
BKTIOYBaHETO U ca uMau DTC, pedpaktepen na panuoaxtusen iion (PAM). Pedpakrepen Ha PALL
DTC ce aedpmuupa xato HanMuHe Ha JI€3UA, KOATO He KanTHpa #oa npu PAU-ckan, unm noayvapaiua
KyMynatusHa PAW >22,2 GBq, unu nokassawut nporpecus cien nevenue ¢ PAM B paMKHTe Ha 16
MECCLIA OT BKITIOYBAHETO B MPOYYBAHETO WM Clie ABa Kypca Ha neueHue ¢ PAU B pamkuTe Ha 16
MECELa.

HM3xoaHuTe aeMorpadcky ¥ NaLMeHTCKH XapaKTEPUCTHKH ca Onnu 10bpe GanancHpanu 3a asere
TepanesTHYHU rpynH. Meractasn ca 6unm Hanuuum B Genute apobose npH 86%, B JIMM(HH Bb3H
1pu 51% u B kocTHTE Npu 27% OT nauueHTHTEe, MeauaHaTa Ha NPUNOXKEHATa KyMYyJaTHBHA 0034
PAIHOAKTHBEH HOA NPCIH BIIIOYBAHETO B MPOYYBAHETO € GHNA NPHOIHIUTENTHO 14,8 GBq. [Moseuero
OT NALMEHTHTE ca OIIK ¢ ranuaapeH KapuuHoM (56,8%), nocienBaH ot donukynapen (25,4%) u
cnabo aHdepeHunpan kapunHoM (9,6%).

MezanaHara Ha BpeMeTo Ha PFS e 6una 10,8 mecena B rpynata ¢bC copageHHo, B cpa
Mecella B rpynara ¢ rnane6o. (HR = 0,587; 95% nosepurenen uHTepsan (Cl): 0.454
eAHoCcTpaHHO p <0,0001). R S
EdextbT Ha copadeHnt pupxy PFS e 611 cTabHiieH HE3aBHCHUMO OT reorpag)ckoTo B@Qﬂﬂﬂmﬂ% S e ¥
BB3pacT Han Wi noA 60 ronuHK, nosn, XMCTONOrHYEH NOATHN, H NIPUCHCTBHE WK ﬂﬁmﬁem Fod T4
KOCTHH METACTA3H, ‘ NG s
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B obuus ananus Ha npexxussieMocTTa, NpoBeaeH 9 Mecela ciex npeycTaHoBIBaHe chOMpaHeTO Ha
RaHHH 32 puHaneH aHanus Ha PFS, He ce ycTaHOBABa cTATHYECKM 3HAYHMA pasnuka B ob1ara
MPEXHBACMOCT MEACTY IPYNIHTE Ha pa3nu4HO neveHue (HR=0,884; 95% CI: 0,633; 1,236,
CAHOCTpaHHO p CTOHHOCT (,236). ITpu pamoTo Ha copadeHHE He € JOCTHrHATa MeIHAHATA Ha 0§,
AOKATO NpH w1auebo pamoto e 36,5 mecena. CTo netaecer U cenem (75%) ot naupenTHTE,
PaHAOMH3HPAHHK aa Noyvasar naue6o u 61 oT nauMeHT! (30%), paHaoMu3MpaHy Aa noy4aBaT

copaeHub, ca nosyyaBaaM OTBOPEHO copadeHusd.

CpeHaTta NpoABDKHTETHOCT HA NEYEHHETO B ABOHHOCIENHS nepuoa e 6una 46 ceaMUun (MHTEpBaN
0,3-135) npu naunenTHTe, NpuemMaiy copageHHO, u 28 cenmuiy (uHTepBan 1,7-132) npH
NalKECHTHTE, NpHeMallu wiaueto.

He e Habmoaasan nuaen orrosop (CR) chriacuo RECIST. O6mara uecTora Ha otroeop (CR +
HacTutien oTrosop (PR) Ha eaHo HesaBHCHMO panuonoruyHo oueHsBaHe € GUIO MO-BHCOKO B rpynara
Ha JieyeHHe cue copaderut (24 naumenTH, 12,2%), B cpaBHeHMe ¢ rpynara Ha rwiane6o (] mauuenrT,
0,5%), eatocTpanHo p <0,0001. MeauanaTa Ha MPOBHKHTENHOCTTA Ha otrosopa € 309 aun (95% CI:
226 505 n1HW) Npy NaLKEHTHTE HA JIEYHEHE ChC copaenut, koo ca umanu 4O,

EauH post-hoc ananus Ha noarpynuTe B 3aBHCHMOCT OT MAKCHMANTHHMA pa3Mep Ha TyMoOpa NnokasBa
e(heKT OT JIeYEHHETO Mo OTHOWeHHe Ha PFS B nonza Ha copageHHb cnpamMo mnanebo 3a NaLMEHTH ¢
MaKCHManeH pasMep Ha TyMopa oT 1,5 cm wnu no-royam (HR 0,54 (95%Cl:0,41 - 0,71)), nokato NpH
MALHCHTHTC C MaKCHMAJIEH pa3mep Ha Tymopa nop 1,5 cm ce crofwiara 3a yHcneHo no-cnab eexT
(HR 0,87 (0,40-1,89).

EauH post-hoc ananu3 Ha noArpynuTe B 3aBHCHMOCT OT CUMITTOMMTE Ha THPOMACH KapLHHOM B
Ha44I0TO HA JIEYECHHETO, NOKA3Ba €PEKT OT JIEUEHHETO MO OoTHOLIeHHE Ha PFS B nomsa Ha copadeHHO
CHPAMO NMNaie60, KaKTO NPH CHMITTOMATUYHH, TAKa W NPH aCHMITTOMATHYHK nawxenTh. HR Ha
[pEeKUBAEMOCT be3 nporpecus € 0,39 (95% CI: 0,21 - 0,72) npr nauMeHTH CHC CUMITOMH B HA4alIo0To
Ha ne4enuero U 0,60 (95% CI:0,45 - 0,81) npu naumenT 6e3 CHMITTOMM B Ha4aJIOTO Ha JICYEHHETO.

Yawukasare Ha OT uHTepBana

B KIHHWYHO dapMaKonOrH4HO HINHTBAHE ca ROKYMEHTHPaHH H3MepBaHHaTa Ha QT/QTc npu 31
MalMEHTH HA H3XOAHO HUBO (NIpeay IeueHHe) K cnen neueHneto. Cnex euH 28-1HeBeH LMK Ha
ICHCHAC, B MOMEHTA Ha MakCHManHa KOHUEHTpauHs Ha copadenut, QTcB e yanmken ¢ 4 £19 msec u
QTcF ¢ 9 £18 msec B cpaBHeHHe ¢ M3XOAHO HUBO Ha MaLeGo fieuesue. [To Bpeme Ha EKT
MOHHUTODHMHIa HHTO €IHH Y4acTHHK He mokassa QTcB unu QTcF >500 msec ciien Jieuesnero (BXK.
Touka 4.4). |

[lexnarpuyHa nonynanus

EBponeiickara areHUNS N0 NeKapeTBaTa OCROGOKAABA OT 380 bIHKEHHETO 32 NpeaoCTaBAHE Ha
pPe3yATATUTE OT NPOY4BaHHATA BbE BCHUKM NMOATPYNH Ha NEAHATPHYHATA HOMY/IALIAA npu 6u6peueH
KaplHHOM U KapLHOM Ha 6B0peyHOTO NnereHue (¢ H3KIIOYEHKE Ha HeppobaacTom,
HegpobnacToMarosa, CBET/IOKNETEYEH CapKOM, Me3061acTeH Hedpom, Meaynapen Ou6peyen
KapUHHOM H pabaonaen Tymop Ha 6b6peunTe), W uepHoapoGeH KapuHHOM, H KapLIMHOM Ha
HHTDPAXENATAITHHTE ATBYHH THTHILA (C M3KITIOYEHHE Ha XenaTobnacToM) H AudepeHUHpPaH KAPLHHOM
Ha WWMTOBHAHATA X*Ji€3a (BK. Touka 4.2 32 HHGOPMaLIMS -OTHOCHO yrioTpeha B neaHaTpusTa).

5.2 @apMaKOKHHEeTHYHH CBOICTBA

Abco H pasfpeaeeHUe

NepopasHo NpUIOKEHHE, CopadeHHD A0CTHra NHKOBY TUTA3MEHH KOHUEHTpALIHH Np B’l‘eﬁﬂéflté.\f‘ £\

4aca. Koraro ce npuara cnen koncymaums Ha xpana che 60rato ChaspxanHe Ha XIS Y ”F—.-\"\
abcopbumaTa Ha copadennt e penyumpana ¢ 30 % B cpasHeHHE C NPHIOKEHHETO HaTnaNHOY & by
CroiiHocTuTe Ha Cpax H AUC ce noeumaBat HENPONOPLUHOHANHO NPH A03H NO-BHGOKH 02,400 mg asa’ -7

MbTH AHEBHO. CBLP3BAHETO Ha copadeHHb ¢ nIaMeHHTe MpoTerHn € 99.5% in vitroe, *

\::\- il'ﬂ"": _ . " ml - - .';h:'.:'ﬂ .:'.
\\s\ T Y o
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MHOroKpaTHOTO NpuioXKeHHe Ha copadeHnd 3a 7 aHu BoAK A0 2,5 - 7-KpaTHO KyMYy/THpaHe B
CPaBHEHHE € MPHNOXKEHHE Ha €lHOKpaTHa A03a. CTaUHOHApHUTE NNa3MEHW KOHUEHTpaUWK Ha
copatheHul ce nocTUraT 40 7 AHM, C MMKOBO A0 MHHUMATHO OTHOLLEHHE HA CPEAHUTE KOHUEHTpALMH
NO-Manko ot 2, |

PaBHOBECHWUTE KOHLUEHTPALMH Ha copadeHnb, npunoxen no 400 mg ABa NETH AHEBHO, Ga OLICHEHH
npu naunert ¢ DTC, RCC v HCC. Haii-Bicoka cpenna KOHUEHTpaLMA ¢¢ HabnoxaBa MY MaLHEHTH
¢ DTC (npu6ausnTenHo ABa MbTH NO-BUCOKA OT Ta3u, Habaroaasana npu naunentd ¢ RCC v HCC),
BBLNPEKH YE NPH BCUUKH BUAOBE TyMOpH BapHaOHHOCTTA € OKna Bucoka. [ipuumnHaTa 3a nosuLieHaTa
KOHUeHTpauus npy nauveHTy ¢ DTC He € u3BecTHa.

buotpancopMalyg U eNMMHHHpaHe

ENHMMHALMOHHHMAT NOJYXKHBOT Ha copadennt e npubnusurento 25-48 yaca. Copagpenud ce
MeTabOoNMW3Kpa NPeAHMHO B YePHHs APOG M € MOMIOKEH Ha OKHC/IHTENECH MeTa0oH3bM, MEAHHPAH
nocpeactsom uutToxpoM CYP 3A4, kakro u rokypoHupane, nocpeacteom UGTIAS.
KoHiorupaHHTe cheinHeHna Ha copadenud Morat aa 6baaT pasueneHH B CTOMAILHO-YPEBHUA TPaKT
OT aKTHBHOCTTA Ha GakTepHanHa ryKypoHHAa3a, no3Boissalla peadcopOUunaTa Ha HOKOHIOTHPaHOTO
aKTUBHO BelllecTso. JlokaszaHo e, Ye €JHOBPEMEHHOTO MPUiaraHe Ha HEOMHLIMH NPEYH Ha TO3H
npoLec, HaManABaiku cpesHaTa GMOHAITMHHOCT Ha copadeHud ¢ 54%.

Copagenub e npubansurento 70-85 % oT UMPKyIHpaluM BELLECTBA B IU1a3MaTa MpH CTalHOHAPHO
cbeTosiHue. Unentnduunpanu ca § MmerabGonura Ha copadenud, 5 OT KOHTO Ce OTKpHBAT B ILTa3Mara.
['nasHUAT UMPKyAHpauwl MeTabonuT Ha copadenu® B nuiasMara, UpMAHH N-OKCHI, NOKa3Ba in vilro
aKTHBHOCT, Noa06Ha Ha Ta3u Ha copadennt. Tosu MetaboauT npencrabassa npubnusurento 9-16 %
OT LHPKYJAUPAILH BELLECTBA B CTALHOHAPHO CHCTOAHKE,

Cnen nepopanHo npunoxeHue Ha no3a 100 mg pasreop copadennd, 96 % oT aozara ce Bb3CTaHOBABA
B pamkuTe Ha 14 auu, 77 % OT H03aTa Ce eKCKpETHpa B U3NpaXKHEeHUATa U 19 % ce ekckpeTHpa B
ypHMHATA KaTO IIoKypoHupahu MeTaGoauTi. HenpomenenuaT copadeHnud, koiito npencrasnisa 51 %
OT 103474, € YCTAHOBEH B M3NPaKHEHUATA H HE C€ YCTAHOBABA B ypHHATa, KOETO NOKa3Ba, 4e
GHNMapHATA eKCKPEeLIHS Ha HEMPOMEHEHOTO AKTHBHO BELLIECTBO MOXeE Ja AOMNPUHECE 3a
eJIMMHHUPAHETO Ha copadenud.

dapMakOKHHETHKA NPY CNSUMANHN NONYNALUH
AHANM3LT Ha AeMorpadckuTe NaHHU NMOKa3Ba, Ye HAMA BPb3Ka MexXay (PapMakOKHHETHKATA H

pb3pacTTa (00 65 roguiuHa Bb3pacT), N0Aa WIH TENECHOTO TErO.

[lepuaTpuyHa nomysauxs
He ca nposesieHy npoy4BaHus BbpXy GapMakoKHHETHKaTa Ha CopaeHnd npy neaHaTpHIHK
NALUEHTH.

Paca
HaMa KNHHUYHO 3HAYUMH pa3siHuHsa BbB (hbapMaKOKMHETHKHTE MPHU KABKAa3Ka H a3MaTCKa NomyAaLMs.

BEb0OpesiHo yBpexKaaHe

B 4 K1HHMYHHM Npoy4BaHua $a3a [, crauMoHapHaTa eKCro3MUMA € NOA0OHA MPH NALKUEHTH C JIEKO A0
yMepeHo 6u6peUHo yBpekaaHe B CpaBHEHHE C EKCNO3HLMATA MPH MAUMEHTH ¢ HopManHa OnbpeuHa
dyHkuusa, [Tpu KIMHUYHO PamMakoNorHyHO npoyusaHe (€aHokpaTHa no3a ot 400 mg copadennd) He e
HaGMIOAABaHA BPB3KA MEXIY €KCNo3uLMaTa Ha copadennd u 6pbpeunara QyHkUNA NpH NKua ¢
HopManHa 6B0Opeuta GyHKLUS, TEKO, YMEPEHO HITH TexKo (bOpeuHo yBpexaaHe. Hama aaHHH 3a

' MAaLMEHTHTE, KOUTO Ce HYNIAAT OT AHaNIu3a.

WY f.f““m” 2

YepHoapoOHO yBpexaaHe é’tlh . ,,N :r;'?;_}: 0
IMpu naunenTyn ¢ xenarouenynapeH kapunHom (XLIK) ¢ Child-Pugh A unu B (neko a g. .eﬂﬂj il \‘_H%’\Hl
yepHOAPOOHO yBpexkaaHe CTOHHOCTHTE HA €KCMO3HUMATA Ca CPABHUMY U €2 B MPaHH Tz ha* ,-_.;_ PRRER L
eKCNIO3uLIMHUTE, HabnoaBaHK Npyu nauneHTH Oes yepHoapobHo yBpexaaHe. Papmak ii_fﬂ "r}_nqa’ra RGN
(PK) Ha copadeHnd npy NauHEHTH C Child-Pugh A unu B 6e3 XLIK e noagobna na @ npu‘zﬁpﬁaﬁ e
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RodposonuH. HaMa naHHK npH nauueHTH ¢ Child-Pugh C (texko) YepHOAPoOHO yBpexaaHe.
Copadennb ce ennmMuunpa npeanmuo upes YEPHUA APOO U eKCNO3MUHKATA MOXKe Aa ObAE NOBHILICHA
NPH Ta3H Ipyna NaLHeHTH.

5.3 IlpeaxanHAHYEH NaBHH 33 Ge30nacHOCT

[IpenknuauunuaT npodun Ha GezonacHoCT Ha copadieHHE € OLICHEH NPU MHLLKH, IUTbXOBE, Ky4eTa
3aHLH.

[poyuBatniTa 338 TOKCHYHOCT PasKPHBAT NPOMEHH (A€reHepaLlMOHHH H pPereHepalioHHy) B
PA3THYTHH OpraHH NpH €KCMNO3HUMKA MMO-HUCKA OT OYAKBAHATA (Bb3 OCHOBA HA cpaBHaBaHe Ha AUC).
Cnen MHOTOKpaTHO NPUITOXKEHHE NPH MIIAIH K MOApaCTBALIH Ky4eTa ca HabmoaaBaHH eeKTH BbpXY
KOCTHTE H 3bOMTE NPH NPHIOKEHHE Ha NO-HUCKH 031, [IpOMEHHTE Ce ChCTOST BhE HEMPABMUITHO
YIUTbTHABaHE Ha (peMopaHaTa pacTeKHa IUI0YKa, XHIMOUCITY1apeH KOCTEH MO3BK, HENOCPEACTBEHO A0
YBpeAcHaTa pacTexHa IUTOYKA H yBpeXX/JaHe Ha ChcTaBa Ha AeHTHHa. [Tonobuu edeKTH He ca
Ha0JIF0IaBaAHH NPH BBL3PacTHH KyYeTa. ,
IpoBeneHa e crannapTHa nporpamMa oT NPoy4BaHMs BbpPXY F€HOTOKCHYHOCTTA M Ca MONYYEHH
OJIOKHUTENHN PE3YTATH, KATO OBHLIABAHE HA YECTOTATA HA CTPYKTYPHH XPOMO3OMHH abepaunu
[PH in Vitro KNETHYHA JHHHUA OT Go3alHUK (AHYHHK OT KHTAHCKH XaMcTep) 3a KJ1aCTOTEHHOCT NPy
NPHCHCTBHETO HAa META0ONIMTHO akTHBHpaHe. CopadeHnb He e FeHOTOKCHYEH B TecT Ha Elimc HITH B
in vivo MHUKPOHYKJIEApEH TECT NPH MULIKH. EAUH MexauHeH NPOLYKT OT MPOU3BOACTBEHMS MPOLEC,
KOWTO NMPUCHLCTBA B KpaiiHaTa akTHBHa cy6cTanums (< 0,15 %), e 6Mn nonoMUTENEH 32 MYTareHHOCT B
in vitro 0aKTEPHATHO KIETBYHO H3cneBaHe {Ames test). OceeH ToBa, napTHaaTa copagenud,
H3ICJICABaHA CbC CTAHAAPTEH PEHOTOKCHYEH TeCT, Bikmouea 0,34 % PAPE. |

Ipn 2-roguumibo npoyusate 3a KaHLEPOreHHOCT [PH MHUIKH € HMAJIO CTy4aH Ha aIeHOKAPLIMHOM Ha
Ae0ENOTO YePBO, CBLP3aHHU C TeXKKa XHNEpPILIA3KS K BB3NAICHHUE, 2 NPH 2-FOAHUIHO NPOyYBaHE 34
KaHLCPOTCHHOCT MpPH IUTbXOBE € HMANIO CTy4aH Ha aflecHOM Ha OCTPOBHMTE KJIETKH Ha naHkpeaca.
CHCTEMHHTE EKCO3HLMH, NTOCTHTHATH H'B JIBETE MPOYYBAHKA 3a KAHLIEPOT€HHOCT, €A NOJ |
KIHHHYHHTE CKCNO3HLMH TIPU XOpa MpH NpenopbUKTENHaTa 103a. Habmoaapannte CJIy4yaH ¢a MaIKO
Ha Opoli B KIMHMYHOTO 3HAYEHHE Ha Te3H HAXOAKH € HEMIBECTHO.

He ca nposeaenn cneunuunn npoyusanus cue copadeHHO NpH XKUBOTHH, 3a Aa ce OLEHH edexTa
BBLPXY depTunuTeTa. Hexenan edekt BLpXy MbkKkHA H KeHCKH (pepTHNHTET MOXE 1A Ce OYAaKBA, Thil
KaTo NpH MPpOY4BaHWA 3a XPOHHYHA TOKCHYHOCT €a YCTAHOBEHH ITPOMEHH B PENPOAYKTHBHHUTE OpraHy
Ha JXHBOTHHTE OT BaTa roja, npyd AO3MPOBKa NMO-HUCKA OT KITHHHYHATA A03a (Bb3 ocHoBa Ha AUC).
THNUYHHTE NPOMEHH Ce CBCTOAT OT CHMITTOMH Ha JACreHepalks 1 3abaBsHe Ha pa3BUTHETO HA
TCCTHCHTE, CNHAWANMA, MPOCTATa H CEMEHHHTE KAHAMETA Ha IUTbXOBE. JKEHCKHTE IIbXOBe NOKA3RAT
HCHTPATHA HEKPO3a Ha KOPITYC JIyTEYM M CNIHpaHEe Ha Pa3sBHTHETO Ha (JONHKYIHTE Ha AHYHHLMTE.
KyueTtara nokassar TyGynapHa AereHepauus Ha TECTHCHTE U OJIHroCrnepMHs.

Copadennbd e eMGpHOTOKCHYEH U TEpaTOreHEH, KOraTo ce nprsiara Ha MIbXOBE K 3aiLiK ¢ eKCO3ULMA
Ha N103M, NIO-HHCKH OT KiuHK4HHTe. Habmonapanure edekru BKMOYBAT HAMANISBAHE TENECHOTO TEINO
Ha MaHKaTa H 10718, NOBHILEHa YECTOTa Ha pe3opOLUMA Ha 3apOAHLIA H MOBHILCH Opoii Ha BLHIIHM H
opraHHu MandopaluH.

[IpoyuBaHusaTa 3a OLEHKA Ha pHCKa 3a OKOJIHATA Cpé€Ja nokassar, 4e copadeHud TO3MNaT UMa
MOTERLUHAN Aa Obae yCTOHUMB, 6HOaKyMYIHpALLl U TOKCHYEH 33 OKONHATA cpena(Bxk. Touka 6.6).

6. ®APMALEBTHYHH IAHHH

6.1 Chnurcnbk Ha NOMOIMHHTE BemecTBa

e
/ BT g S
Anpo Ha TabneTkara; . A T TNELN
Xunpomenosa 2910 (E464) Erd et }
KpockapMmenosa Hatpuii (E468) / &3 / ‘~ U+ ]1
MukpokpucranHta uesynosa (E460) T Gl g T |
Marunesues creapat (E470b) | | \ et -"'_: /
Hatpues naypuncyndar (E514) \\ Ca e
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O6BuBKa Ha TaOleTKATA:
Xunpomenosa 2910 (E464)
Twuranos anokcun (E171)
Maktporoa (E1521)

KeneszeH okcua, yeppeH (E172)

. 6.2 HecbBMeCTHMOCTH

Henpunoxumo

6.3 Cpok Ha roanocr

3 roauBu.

6.4 Chneuwajnnn ycioBHE HA CLXPRHEHHE
Ha He ce cpxpauspa Haa 30°C.

6.5 BuanchabpkaHHE HA ONAKOBKATA

112 ¢punmupanu Tabnerku 8 AnymMunnesu-PVC/PE/PVDC ﬁnuc'rcpu.
112 x 1 punmupann tabnetku B Anymunnesu-PVC/PE/PVDC ennono3osu, neppopupaHu OIHCTEPH.

He BcHukM BUIOBHM ONakoBKH Morar aa GbAaT IyCHATH B npoaax6a.
6.6 Cneuuansan Npeana3zHA MEPKH NPB H3XBLPJISHE H paboTa
To3u nexapcTeeH NpogyKT 61 MOILa £a NpeACTaBASBa MOTEHLMAICH PHCK 3a OKONTHaTa Cpeja.

HeH3rons3sawuaT NpoayKT WK OTNIAABYHHTE MATEPHANIH OT HETO TpA0Ba 51a ce H3XBBPJIAT B
CHOTBETCTBHE C MECTHHTE M3HCKBAHHA.

7. TPHUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEEA
Zentiva k.s.

U kabelovny 130,
Dolni Mé&cholupy

102 37, Prague 10
Yewka permyOnuka

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEEA

Per. Ne 20200205

9. JATA HA ITBPBO PA3PEIIABAHE/MOJAHOBSBAHE HA PA3ZPEHIEHUETO 3A

YINIOTPEEBA
/laTa Ha mepBO pa3spewapane: 21.10.2020 r. T
Jlara Ha NoAHOBABAHE: 7 ;J.g*r’#'ﬁfﬁg-'fﬁx fie, "o
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