INNPAIOXEHMUE 1

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HME HA JJEKAPCTBEHUSA NPOAYKT

KOV Q003

Copadenut dapmacaiibHc 200 mg GpuamMupaHu TaONETKH

Sorafenib Pharmascience 200 mg film-coated tablets ?\9 ? 7O 20 -01- X5
2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Besika unMupana Tabnerka ceabpxka 200 mg copadennt (sorafenib), kaTo To3unaT (as tosylate).

3a MBJIHUS CIIMCHK Ha MOMOILLHUTE BELECTBA BHXKTE TOYKa 6.1,

3. JIEKAPCTBEHA ®OPMA

dunmupaHa Tabnetka (Tabnerka).

YepBeHOKa(DABH, KPBIJIH, JBOHHOW3MBKHAIH QUIMHUDPAaHH TaONETKH, ¢ BITLOHATO peneHO 0003HAUECHHE
“200” oT efHATa CTPaHa ¥ IJIAJKM OT Apyrara, ¢ AMamMeThp Ha Tabnerkara 12 mm.

4, KJIMHHUYHUA JAHHHU
4.1 TepaneBTHYHH NMOKA3AHHS

XenarouenyJjapeH KapuuHOM

Copadenut dapmacaifbHC € MOKa3aH 3a JiIeYeHHE Ha XenarouenyiapeH KapunHOM (BK. TOUKa 5.1)

bbOpeyHO-K1eThYeH KapLHHOM

Copapennt6 PapmacaifbHC € MOKa3aH 3a JICYCHHEe Ha MAalMeHTH C HanpeaHall OBOpeYHO-KIIEThYEH
KapLIMHOM, KOMTO MpeJH TOBA Ca JIEKyBaHH HEYCIEIIHO C anda-uHTEpHEPOH MK HHTEPJIEBKHH-2 WIIH ca
HEMOAXOJALIM 3a Ta3u Tepamnus.,

NIudepeHLMpaH KapLUMHOM Ha LIIMTOBHIHATA XJ1€3a
Copadennt ®apmacaifbHC € MOKa3aH 3a JIeYeHHEe Ha MaLMeHTH C NPOrpecHpalll, JIOKaaHO HaNpeaHall Wik

mMetacTaTuueH, audepenuupad  (nanunapen/donukynaped/Hirthle-kierbuen) — kapuuHOM — Ha
[IUTOBUHATA Je3a, pepakTepeH Ha paJHOaKTHBEH HOA.

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOKEHHE

Jleuenuero cbc Copapenn® PDapmacaifbHC TpsOBa fAa ce KOHTpOJMpa OT Jiekap, C OMNHT C
NMPOTHBOPAKOBATa TE€PAIM.

Io3upoBka

(eKBUBaJEHTHO Ha obwia qHeBHa 103a oT 800 mg).




Jleuennero TpA6Ba A& MPOIB/DKH IO NOMyYaBaHe Ha KITHHHYEH eeKT WIH JOKAaTO CC MOABH HENPUEMITHBA
TOKCHYHOCT,

Kopekiiua Ha ao3ara

JleueHHeTo Ha NOAO3MPAHHTE HEXCEIAHU pEaKLHMH MOXKEe [Ja HAN0XXM BPEMEHHO MpPCKbCBAHE HIM
HaMaJiiBaHe Ha J[03aTa MPH JIeYEHUeTo Che copadennd.

Korato e Heo6xoAuMMO pedylMpaHe Ha J03aTa 10 BPEME Ha JIeYCHHEe Ha XenaToLCNTyJIapeH KapLHHOM
(HCC) u Hanpennan 6s6peuno-kinerryeH kapuuaoM (RCC), nozara va Copadenut dapmacaitbHe Tpadsa
Aa 6bae penyuMpaHna Ha ase Tabnetku or 200 mg copadeHHO ennH T AHEBHO (BXK. TOUKa 4.4).

Korato e HeoOXonuMo HaMansdBaHe Ha J03aTa Mo BpeMe Ha JIEYEHHETO Ha AH(EepeHLMPaH KaplHMHOM Ha
murosuaHata xiesa (DTC), nosara Copadennt PapmacaitbHc TpaOba na ce Hamanu Ao 600 mg
copabeHu6 NHEBHO Ha HAKOJIKO MpueMa (aBe TabneTku oT 200 mg 1 exHa Tabnerka ot 200 mg ¢ HHTEpBAN

OT ABAHAMIECET Yaca MEXIY [IPHEMHTE).

AKo e HeoOXOaUMO AOITEIHUTENHO HaMaaBaHe, no3ara Copadennd dapMacaltbHC MOXKE [Ja C€ HaMallH
1o 400 mg copadeHn6 qHeBHO HA HAKONKO mpyemMa (e TabsaeTkH oT 200 mg ¢ HHTEpBaJI OT ABAHANCCET
yaca ME&XAY NPHEMHTE) H aKO € HeoGX0IMMO MO-HATATBUIHO HaMandBaHe A0 eqHa tabnerka oT 200 mg
BeHBXK qHeBHO. Ciell mogo6peHne Ha HEXEMATOOTHYHITE HexXenaHH peakuHH, fo3arta Ha CopageHHo

dapmacaifbHe MOXxe Aa OBAe yBeTHYEHa.

ITeduampunna nonyaayun

BesonacHocTTa 1 eduxacHocTTa Ha Copadenut ®apmacaiibHe NpH [ella M IOHOLUIM Ha BB3pacT o 18
rOAMHYU BCE OLUE He ¢a YCTaHOBEHH. JIMICBAT JaHHH.

Ilayuenmu 6 cmapuecka eb3pacm:

He e Heob6xonuMa xOpeKIMA Ha A03aTa MpPH JMLA B CTApYecKa BB3pacT (NMAUHEHTH MO-BH3PACTHH OT
65roaMiliHa BB3pAcT).

Bvbpevno yspesicoane
He e HeoGx0AHMMa KOPEKLIMA HAa JO3aTAa MPH NALKEHTH ¢ 1€KO, YMEPEHO HUITH TEXKO OBOpeyHO yBpeKaaHe.
Hama JaHHH NpH NalHeHTH Ha AHAIH3a (BXK. TOYKE J.2).

[IpocnenssaHero Ha GanaHca HA TEYHOCTHTE M €JICKTPOJMTHTE MpH TIALMEHTH C PHCK 32 HapylucHa
6pOpeuHa QyHKUHA € NPenopbYKTETHO,

UeproOpobro yapeosicoare

He e Heofxomkma kopekums Ha fgo3ata npu nauueHTH ¢ Child Pugh A wmn B (neko u ymepeHo)
yepHOAPOGHO yBpexaane. Hama naunu npu naupteHTH ¢ Child Pugh C (Texxo) uepHOApPOOHO yBpexIaHe
(BK. Toukn 4.4 1 5.2).

HauuH Ha NpHAOKEHUE

3a nepopanHo NpHIOKECHHE.

[Ipenopbusa ce copadeHnd Aa ce MpHIara Ha raJHO WIH C XpaHa ¢ HUCKO HIIH YMCPEHO ChABPKAHHE Ha
Ma3HHHK. AKO NalMeHTHT Bh3HAMEpABa /1a NpHeMa XpaHa, Gorara Ha MasHHHH, TabneTkHTe copadenmnd
Tps6Ba Aa ce B3eMaT Hal-Manko 1 uac npenu wiM 2 waca cnenx xpaHeHe. TaGneTkure TpaGsa na ce

NpHEeMar ¢ yaila Boja.




4.3 IlporuBomoxa3aHus

CBpPBXYYBCTBHTEJTHOCT KbM aKTUBHOTO BELLUECTBO HIIH KBM HAKOE OT NMOMOLIHHTE BELLECTBA, H30POCHH B
TO4YKa 6.1.

4.4 Coenuannu npeaynpexaeHHs B OpeaNa3sHA MepKH npH ynorpeba

JlepMATOIOTHYHAE TOKCHYHOCT

KoxxHa peakums pbKa-Kpak (ITaIMapHO-IUTIAHTapHa €pUTPOAH3ecTe3ud) U OOpHB NpeInCTABIABAT Haii-
YECTUTE HEXKENAHH JIEKAPCTBEHH peaklnK ¢uc copadenud. OOpUBBT M KOXKHATA peakLMs PBKa-Kpak ca
obukHoBeHO cteneH I u II CTC (Common Toxicity Criteria — o0l KpUTEpHH 3a TOKCHYHOCT), H
OOMKHOBEHO C¢ MOABABAT Mpe3 MbPBUTE 6 CeOMHMLM Ha JIeYeHHE C¢bC copadeHHO. JleueHHeTO Ha
ASPMATONOrHYHATA TOKCHYHOCT MOXKE 1d BKIIIOYBA JIOKATHO JIEYeHHe 3a CHMITTOMATUYHO 00JiekuaBane,
BPEMEHHO NMpeKbCBaHE W/HIHM NPOMSIHA Ha ao3ara copadeHul, unm nNpeKbCBaHE HAa JICHEHHETO CBC
copaeHHO NpH TEXKKH K NNEPCHCTHpALLH CiTy4yaH (BXK. To4Ka 4.8).

XHUNepToOHUA

IlopvineHa 4YecToTa HAa apTepHaliHa XHNEPTOHHA € HabliopaBaHa NpH NMALMEHTUTE, JIEKYBAHH CbC
copapeHu6. XuneproHusaTa OOHKHOBEHO ¢ Ouna fieka 10 yMepeHa, MosABUA Ce paHO 1Mo BpeMeE Ha Kypca
Ha JICUCHHE W ¢ Owia MOBIKAHA OT CTAHJAPTHATAa AHTHXMIICPTCH3MBHA Tepanua. KpBbBHOTO HajATaHe
TpaOBa Aa e MOHHTOPHPA PEAOBHO H aKO € HeoOX0QUMO 1a ce JIEKYBa, B CbOTBETCTBHUE ChC CTAHAAPTHATA
KIHHAYHA TMpaKTHKAa. B cilydaM Ha TeXKa H MepCHCTHpallla XHICPTOHHA WIH XHIOCPTOHHYHH KPH3H,
HEe3aBHCUMO OT 3aITOYHAJIOTO AaHTHXMIIEPTEH3IUBHO jeveHUe, TpAOBa a ce MMa NpeaBHU] OKOHYATETHO
NPEeKLCBAHE Ha JIeYeHUETO Che copadeHund (Bixk. Touka 4.8).

AHEBpPU3MH H apTepHATHH AUCEKALIUH

H3monseanero Ha nHXuOUTOpU HAa MbTa HA VEGF npu naumeHTH ¢be win 0e3 XHIIEpTOHHA MOXE fa
NOANOMOrHe 00pa3yBaHETO Ha AHEBPH3MH W/WIM apTepHalHd aucekauud. [Ipeau 3amouBaHeTo Ha
JieyeHHe cbe copadeHud Tpabea BHMMATENHO 1a ce MPELECHU TO3H PHCK MNpPH TMALKEHTH C PUCKOBH
(aKTOpH KaTo XHIEPTOHUS WIH aHaMHe3a 3a aHeBpU3Ma.

XHNOTJIHKEeMHUS

[Io Bpeme Ha nedeHHeTo Che copadeHHO ce chOOWIABa 3a MOHKXKABAHE HAa KPbBHATA 3aXap, B HAKOH
CIy4aH ¢ KIHHMYHA CHMIITTOMATHKAa M H3HCKBAIO XOCIMTAIH3aLMs nopaau 3aryba Ha cb3HaHue. B
CJyvali Ha CUMITTOMaTHYHa XHIIOT/IHKeMHUA, copaeHHd Tpabsa BpemeHHO Aa Obae npekncHaT. Hubara
Ha KPbBHATA 3aXap MPHU nauueHTy ¢ nuaber Tpabsa peaOBHO Ja ce NPOBEPABAT, 34 Ja €€ NMPELECHU JaH
J03aTa Ha aHTHAWAOETHHA JIeKapCTBEH NpoayKT TpsOBa Aa Obae KOpHUrUpaHa.

KpbBoM3IHB

[ToBMIIEH PHCK OT KPBBOM3JIHB MOXKE Ja C€ [IOABH Clle NPWIOKEHHE Ha copadeHHO. AKO HAKOH
KPBLBOH3IMB Hajara MEOWUHHCKA HHTEPBEHLHA, C€ MNpENOphLYBA IPEKBCBAHE HA JIGYCHUETO CBC
copadeHubd (BxK. TOUKa 4.8).

CobpaeyHa ucxeMus WniIH HHQaAPKT




B pangoMusmnpano, manedo-KOHTPOAMpaHO, ABOHHO-CNANO MpoyuBaHe (MpoyvueaHe 1, BkK. Touka J.1)
YeCTOTATA Ha CIELIHO JIEeUCHHE Ha ChpAeYHa HCXeMUs/MH(apKTH € MO-BHCOKA B rpyrnata Ha copajeHud
(4,9 %) B cpaBHenne ¢ mnauebo rpynara (0,4 %). Ilpu npoyusaHe 3 (BxK. Touka J5.l), yecToTaTra Ha
W3UCKBAILHTE CIEIIHO JIEeYECHHE C/TyYaH Ha chpAeyHa HexeMua/mHpapkr e Ouna 2,7 % npH naureHT# Ha
copadeHut, B cpasueHue ¢ 1,3 % npu miauebo rpynara. IlauneHTHTe ¢ HecTabuiHa KOpOHapHa
apTepdanya GonecT WIH NpeceH MHOKapAeH HH(pApKT ca U3KIIOYEHH OT T€3H NpoyuBaHHd. BpemeHHo
WM NTOCTOAHHO NpeKhCcBaHe Ha JiedeHueTo cbe copadeHnO Tpadsa na ce UMa IMpelBHI NMPH NalMEHTH,
KOHTO Pa3sBHBAT ChpACYHA HCXEMHA W/ ITH HHPAPKT (BXK. TO4YKa 4.8).

YnoipkapaHe Ha QT uHTepBana

Copadenntb nokazano yawnpkaBa QT/QTc unrepBana (Bk. Touka 5.1), KOETO MOKe 1a MOBEAe MO
MOBULIEH PHCK OT BEHTPUKYJAapHH apuTMHM. Ymotpebara Ha copadeHu® TpaOpa fa ce H3BBLpIIBA C
NOBHIIEHO BHHMaHWe NPH NALHEeHTH, KOUTO MMAT MJIM MOTaT Aa pa3BuAT yasbkeH QTc naTrepsan, karo
HalpHUMep TALMEHTH ¢ BpoleH CHHApoM Ha yawpkeH QT HHTepBan, MalMeHTH, JIEKYBAHH ¢ BHCOKA
KyMYJIaTHBHA 033 aHTPALMIKJINHH, NMALUUEHTH, IPUEMAaLlH ONpeleeH! aHTHaApHTMHUYHH JIEKApCTBa HITH
IPYTH JIEKAPCTBEHH NPOAYKTH, KOMTO BOAST A0 YaADKaBaHe Ha QT HHTepBasa, H TAKHBA C €ICKTPOIHTHH
HApYIIECHHA, KATO XHMNOKANHEMHA, XMITOKAIUHEeMUs WK xurnomarHesuemus. 1o speme Ha ynotpebata Ha
copapenu® npH TakuBa mnauuMeHTn TpadOBa nda ce oOMHMCIM TNEPHOAHYEH MOHHUTOPHHI C
eNIeKTPOKaApAHOrpaMH H €JIeKTPOJIHTH (MarHe3nH, Kaui, Kamuuii).

CroMamHo-4peBHa nepdopanms

CromamHo-ypeBHaTa nepdopaliua € HeuecTo chOHTHE, 3a K0eTO ce chobuuaea npu no-mManko ot 1% or
nauHeHTWTe, nNpHeMam| copagenn6. B HaxkoM ciayyad TOBAa HE C€ CBBP3BA ¢ HANMYHHA
uHTpaabaoMHHaneH Tymop. TepanusTa cbe copadeHus Tpabsa na ce npeycTaHoBH (BX. Touka 4.8).

CuHapoM Ha TyMmopen pasnan (TLS)

[Ipu mocTMapKkeTHHroBoO HabMoaeHHe NPH MALUEHTH, JIeKyBaHH cbe copadeHHd, ce chobluasa 3a CiTydau
Ha TLS, HAKOH OT KOHTO JieTaTHU. PUCKOBH (pakTOpH 3a NosABa HAa TLS ca BUCOK TYMOPEH TOBap, HAJIMYHE
Ha XpoHMYHa OBOpedyHa HEAOCTATBYHOCT, OJIMFYPHRA, JEXHApATalHd, XHUIIOTOHHA H TIOBHIIEHA
KMCEMTMHHOCT Ha ypHHATa. Tesn nauueHTH Tpsabea na ce HabmoZaBaT BHUMATEIHO M Ja C€ JICKYBaT
He3a0aBHO, KAKTO € KIHHUYHO NOoKa3aHo, KaTo TpabBa aa ce oOMMCIH XuapaTaums ¢ npoduiaxkryyHa
LIEJI.

Heproapobro yBpekaaHe

Hsama naHHM 3a TALUEHTH ¢ TexkKo uyepHoapoOHo yBpexaaHe (Child Pugh C). Ts#t kaTo copadenud ce
eJIMMHHHMPA TIPEAUMHO 4pe3 YepHHUA Apo0, eKCcrno3HuuATa MoXKe Aa Oble MOBHIIEHA NPH MALMEHTH ¢
TEXKO YepHOApoOHO yBpexxgaHe (Bxk. Touku 4.2 H 5.2).

EnHOBpEMEHHO TIPWIOKEHHE Ha BapdbapHH

PenxH ciy4ad Ha KpbBoTeueHUs Wi noBuiaBaHe Ha INR (International Normalized Ratio) ca cho0uueHH
MPH HIKOM MAaIHEHTH, KOHTO ca IpueMand BapdapuH, JOKATO ca Ha JieyeHHe cbC copadeHHS.
[TaupeHTHTE, KOUTO IIPUEMAT €AHOBPEMEHHO Bap(apul win eHnpoKyMoH, TpabBa 1a ce MOHHTOPHPAT
PENOBHO 3a MpoMeHH B NMpoTpoMOuHOBOTO BpeMe, INR HaH 32 KIMHHYHO H3ABEHH KPBBOM3IHBH (BXK.
Touka 4.5 u 4.8).

Y CI0XKHEHHS NPU 3apacTBAHE Ha PAHU




He ca npoBejeHH CrieHATHA TIPOYYBaHUA 3a edekra Ha copaeHMO BBPXY 3apacTBAHETO HAa paHH.
[IpenopbyBa ce BPEMEHHO NPEKbCBAHE HA JIEYEHHETO ChC CopadeHHUO, KaTo npeanasHa MApKa TpH
NMALHUEHTH, NPEThPIENH rOJIEMH XHPYPruyHU onepanuu. FiMa orpaHndeH KTHHHYEH ONUT MO OTHOLUCHHE
HAa BBL3CTAHOBABAHE HA JICUCHHETO CJIEM FOJIEMH XHPYPrudHd HHTEPBEHUMH. ClIea0BaTe/IHO, PELIEHHETO
1a ce NOAHOBH JIEYEHHETO ChC copadeHHE cen roisMa XUpypruyHa WHTEpBEeHLMA TPAOBa Ja Ce OCHOBABA
Ha KITHHHYHATA NpELICHKA 32 aJ€KBaTHOTO 3a3/ipaBsABaHe Ha paHaTa.

IlaliieHTH B cTApYECKa BB3pacT

Joknansanu ca caydan Ha 6nOpeuna HexocTarpuHocT. TpabBa fa ce MMa NpeaBHA MOHMTOPHMpPAaHe Ha
On0Opeunara ¢pyHKUMA.

B3aumoaeHcTBUE TEKAPCTBO-JIEKAPCTBO

Buumanue ¢ HeoOxoauMo, korato ce mpusara copadgeHut cbre cheAMHeHHA, KOUTO ce Metabonusupar/
enuMuHUpaT npeguMHO vpe3 UGTI A1 (Hanp. upuHoTekan) wid UGT1A9 (Bx. Touka 4.5).

IIpenopbuBa ce BHHMaHHE NPH €AHOBPEMEHHOTO NPHIOKEHHE C JoLeTaKcesn (BX. Touka 4.3)

EAHOBpEMEHHOTO NpHIaraHe Ha HEOMHLUHAH WM APYTH aHTHOHOTHLM, KOWTO MOrar Ja NpeXH3BHKaT
3HAYMTEIHH EKOJIOTMYHH CMYLUEHHS B CTOMAIUIHO-4YpeBHAaTa MMKpoduiopa, Morar A4 HAOBEIaT [0
HaMa/sBaHe Ha SHOHATHYHOCTTA Ha copadeHHO (Bxk. Touka 4.5). Tpabsa na ce HMa npeaBUA PHCKBT OT
HaMalleHH IUIa3MeHH KOHLIEHTpauudd Ha copadeHH® npeau 3alo4YBaHETO HAa KypC Ha JIEYEHHE C
AaHTHOHOTHUH.

CroflnaBa ce 3a No-BHCOKA CMBPTHOCT MPH NMALHEHTH ¢ MIOCKOKIEThYEH KapuUWHOM Ha Oenms npob,
nekyBaHM CBC copadeHW® B koMOMHAUMA ¢ XUMHOTEpAallMH Ha OCHOBaTa Ha IUlaTHHa. B nBe
PaHAOMH3HpPaHH M3NMTBAHKUA, H3CAESABAILM MALMEHTH ¢ HeapeOHOKIEThYCH kapLUMHOM Ha Genng apob B
MOArpyIaTa Ha MALKEHTH ¢ IUIOCKOKJIETbYEH KapLMHOM, JIEKYBaHH CbC copadeHHb kaTo JOMbJIHEHHE
KBbM MaKIHTaxce//kapOonnaTHH, koeQUIIMEHTHT Ha PHCK 3a ofuIaTa MpeXUBIEMOCT € oucHeH Ha 1,81
(95% CI1 1,19; 2,74), a xkaTo nonbiHeHHe KbM reMumMTabus/iucmaTid — 1,22 (95% CI 0,82; 1,80). Hama
H3paseHa TpPHYMHA 38 CMBPTHOCTTA, HO ca HaOmojaBaHH MO-BHCOKAa dYecToTa Ha OenmoiapobHa
HEAOCTATHYHOCT, KPBBOH3NMMBY W HH(QEKLUHO3HH HEXKEJAHM peakuHM TNpH NauHeHTH, JICKYBAHH CBC
copadeHUb KaTo JOIMBJIHEHHE HA XMMHOTEpAlMH Ha OCHOBATA HAa IUIaTHHA.

CrenndyuruHu NpenynpexaeHHs B 3aBHCHMOCT OT 3a00/IsSBaAHETO

Hugepenyupan kapyunom na wumoeuornama sxcaesa (DIC)

[penu 3anmouysBaHe Ha JCUEHHETO, C€ MPENOpPHYBA JICKAPUTE BHHMATEIHO Ja OOMHCIAT NMPOrHO3aTa 3a BCEKH
OTAEJICH MAlMEHT, OLIEHABalKH MaKCHMAalHHA pasMep Ha yiesuara (Bxk. 5.1 3a nezum <1,5 cM), cCUMITTOMKTE,
CBBP3aHH ¢ DoNlecTTa M CKOPOCTTA HA MIPOrPECHH.

OBnafsBaHETO HA €BEHTYAIHH HEXKENaHH JICKAPCTBEHH peakLMH MOXKE Aa HaNOXKH BPEMEHHO NMPEKBCBaHE Ha
NEYEHHETO Che copadeHnt WIx HaMasBaHe Ha fo3ara. B npoyusaHe 5 (Bx. Touka 5.1) npH 37% oT nauHeHTHTe
e MpeKbhCcHATa TepanudaTa, a npu 35% e UMalo HaMaIABAHE HA J03aTa OLUE Npe3 LMKBA 1 OT JIeueHHeTo Che

copadenud.

HamansasaHeTo Ha O3ara € HMaJio caMO 4acTHYeH ycnex 3a ofnekuaBaHe Ha HexenaHuTe peakuuu. Ilo Tazm
NMpUYKHA Ce& Mpenopb4YBaT MOCIENBAINM OLEHKH Ha Moj3ara M PHCKOBETE, KATO C€ OTUHTAT aHTH-TYMOPHATA
AKTUBHOCT H MIOHOCHUMOCTTA.




Kpveouznug npu DITC
[Topanu NOTEHUMAHHS PUCK OT KbpBEeHe, HHQWITpauus B TpaxeaTa, OpOHXHTE K XpaHONpPOBOAa TpsOBa a Obae
JIeKyBaHa ¢ JIOKaJIHa Tepanua Npeau npunarate Ha copagenub npu naumentH ¢ DTC.

Xunoxaryuemus npu DTC

ITpu m3non3BaHe Ha copadgeHut npu nauneHtu ¢ DTC, ce npenopbyBa BHHMATEIHO NPOCIeAABaHE HA HHBOTO Ha
KaiuMs B KpBBTA. IIpH KIIHHUYHH U3MHTBAHUSA, XMIIOKQJIUHEMHATA € OMUJIa MO-4ecTa H NO-TeXKKAa NMPH NALMEHTH C
DTC, ocobeHo ako ca MMaiH aHAMHE3a 3a XMIMOMApPaTHPEOWAH3bM, B CpaBHEHHE ¢ naumeHTuTe ¢ OBnbpeyHo-
KJIETHYEH HIH XENaTOLETY/IapeH KapLUHHOM, XHUMOKALMEMHA CTeNeH 3 H 4 € HaCThITHIA ChOTBETHO NpH 6,8% K
3,4% ot nexkypanute ck¢ copadennd nauueHTH ¢ DTC (Bxk. Touka 4.8). HeoOxonuma € KOpeKUHMA HA TE€XKKaTa
XHIMOKAILMEMHS, 34 Ja Ce MPeNOTBPATAT YCJIOKHEHUA KaTo yaspkasaHe Ha QT-uHTepBasia WiH torsade de pointes

(8x. Touka "YawpxaBane Ha QT").

IToomucxane na TSH npu DIC

B npoyusane S (BK. TouKka 5.1) ca HabmoaaBaHH NOBUINEGHHA HAa HUBATa Ha THpeocTUMYHpail xopMoH (TSH)
Haa 0,5 mU/l npu nauMeHTH, 1eKyBaHu ¢b¢ copadenul. IIpu usnonseaxe Ha copapennt npu nauuentn ¢ DTC,
ce NpenopbuBa BHUMATe/IHO NpocneasBaHe Ha HUBOTO Ha TSH.

brbpeuHo-Kremvuen KapyuHom

[TaueHTH OT NMporHocTW4Harta rpymna ¢ BHcok puck no MSKCC (Memorial Sloan Kettering Cancer
Center) He ca 6wy BKITIOYEHH B KIMHHYHO nipoy4Bare (aza [II npu 61.0peuHo-KIeThUeH KapLIHHOM (BXK.
npoy4BaHe 1 B Touka 5.1), 4 Npy TE3U NALMEHTH HE € OLICHABAHO CHOTHOLICHHETO MOMN3a-pHCK.

Hndopmaliia 3a NOMOWIHHTE BEIECTBA

ToBa nekapcTBo chaBpxka mo-majko oT 1 mmol Hatpuii (23 mg) Ha no3a, T.e. MOXE Oa C& Kaxe, 4e
MpakTHYECKH HE ChObPXKA HATPHH

4.5 BsammMojaeiicTBHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH H ApYr# GopMH HA B3aHMOAEHCTBHE

NHayxropy Ha MeTabONHTHN €H3UMH

[MpunoxeHHeTo Ha pudaMMULMH 32 5 HU NpeH NPWIXKEHHETO Ha €AHOKpaTHa 103a copadeHHd Boau

cpenHo Ao 37 % peaykuua Ha AUC Ha copadenn6. Camo uHaykropu Ha CYP3A4 akTHBHOCT W/HIH
FMIOKypOHHpaHe (Harp. XBIT KAHTapHOH, $eHUTOHH, kapbaMaseruH, deHobapburan W fekcaMera3oH)
MOTAT CHINO Aa noBHIIaT MeTtabonusMa Ha copadeHHd H 1o TO3H HaAYHH @ MOHMKAT KOHLEHTPAaLUHTE

MY.

Huxuburopu CYP3A4

KerokoHazon, cwieH HHxHOouTop Ha CYP3 A4, npunoxeH eauH NbT JHEBHO B IPOAB/DKCHHE HA 7 HU Ha
sapasu no6poponauH He npoMeHs AUC Ha equnudHa go3a S0 mg copadenud. Tesn aaHHM nokassar, ue
KIHHHYHKTE (apMaKkOKHHETHUHH B3auMozeicTsus Ha copadenub ¢ CYP3A4 uHXMOHTOpH Ca MajKo

BEPOATHH.

Cyb6cTparn Ha CYP2B6, CYP2C8 u CYP2C9

Copadenutd wHxuGupa in vitro noutn eaHaxkso CYP2B6, CYP2C8 u CYP2C9. Benpeku ToBa, B
KIHHUYHA GapMaKOKMHETHIHH H3NHTBAHHA €QHOBPEMEHHOTO MPHIOkEeHHE Ha copadeHnd 400 me-nme
TBTH AHEBHO ¢ nuknodochamun, cyberpar ua CYP2B6, win ¢ naknurakces, cyberpar Ha S7Y Dot




BOJIM 10 KIIHHHYHO 3HAUHMO HHXHOHpane. Te3n naHHK MpeAnoarar, 9¢ copadeHHO B MPENOPBUHTE/HATA
nosa 400 mg Ba MHTH AHEBHO HE MOXe a OBe in vivo uuxuburop Ra CYP2B6 u CYP2CS.

B nomreiHeHUe, €THOBPEMEHHOTO JICUECHHE ChC copabenut u BapdapHH, cyocTpar Ha CYP2C9, re rOOH
1o usmenenue B cpeanoto PT-INR (Prothrombin Time-International Normalised Ratio), B CpaBHCHEHHE
¢ mnaueto. CleloBaTesIHO MOXeE Jia ¢¢ O4aKBa, PUCKBT 3a KITHHHYHO 3HAYNMO in vivo HHXHOMpaHe Ha
CYP2C9 or copajenut na Obae Huchk. Bce mak mpH TMAUHMCHTH, NpUCMAallv BapdapuH WIH
dermpoxymoH, INR Tpsa6Ba na ce mposepsBsa pe/ioBHO (BXK. Touka 4.4).

Cy6crpatu na CYP3A4, CYP2D6 u CYP2C19

EnHOBpeMeHHO MPHIIoKEHHE Ha copateHHO H MHAA30/IaM, ackcTpoMeropdaH WIH OMenpasoll, KOHTO ¢a
cyOcTpaTd Ha LIMTOXPOMH CYP3A4, CYP2D6 u CYP2C19, cbOTBETHO, HE MOB/IHABA CKCIIOIHULIMATA HA
Te3u npoayktH. Tosa nokasea, ue copadeHub HE € HUTO MHXNUOUTOP, HUTO MPOAYKT, KOMTO MOBHIIABA
AKTHBHOCTTA Ha Te3u uuroxpoMm P450 uzoensuMH. CrenoBaTesiHO, KIMHHIHOTO (hapMaKOKHHETHYHO
p3auMonedicTeHe Ha copadeHud che cyOCTpaTHUTe Ha TE3H CH3UMH Ca MAJIKO BEPOATHH.

Cy6crpary Ha UGT1Al u UGT1A9

In vitro copadeHut HHXHOMpPA I/TIOKYPOHHPAHETO Ype3 UGT1A1l 1 UGT1A9. KNIHHHYHOTO 3Ha4eHHE Ha
To34 GAKT HE € H3BECTHO (BXK. MO-A0TY K TOYKa 4.4).

In vitro npoyusaHus Ha CYP eH3UMHa WHAYKIHA

AxtipHocTta Ha CYP1A2 u CYP3A4 He ce MpOMEHS CMeA JISYCHHE Ha KyJATHBMpPaHH HOBCHIKH
XeMaTOLMTH Che copadeHUO, KOeTo MoKa3Ba, e € Manko BECpOATHO copadeHut na uayuupa CYP1AZ n

CYP3A4.

P-gp-cybcTpaTH

In vitro e nokazaHo, ue copaenu® HHXHOHpa TPaHCNOPTHMA MNPOTEHH P-TIHKOMPOTCHH (P-gp).
ToBuIeHHTE 1a3MEHH KOHLIEHTpalMH Ha cybcrpaTi Ha P-gp, KaTo AMTOKCHH He MOTaT Jia Co M3KJItodar
NpH € HOBPEMEHHO NeueHHe Che copadeHuo.

KoMOMHALMSA ¢ ApYrH aHTHHEOITACTHYHM CPEACTBA

B xiMHH4HY IPpOYYBaHHA copadeHnd e npunaraH ¢ WHMpoKa raMa ApyTH aHTUHEOTTACTHYHH CpEeACTBa C
TexHuTe OGUYANHH AO3MPOBKH, BITIOYUTENHO TEMUMTAOHH, LIMCIUIATHH, OKCAIMILIATHH, NAKITHTAKCS,
xapGoIUIaTHH, KaneuuTabuH, OKCOpYOHLIMH, HPHHOTEKaH, IOLETAKCE H nuxnodochamun. Copadenud
HIMa KIMHHYHO 3HAUHM edeKT BbpXy (papMaKOKHHETHKATA HA reMuUdTabMH, LMCIUIATHH, KapOOIaTuH,

OKCATHIIATHH KWK LHKIodochaMua.

Taxnurakcen/kapOomaTHH

o [IpunoxeHneTo Ha MaKnHTaKcesn (223 mg/m?) u kapGomnarun (AUC = 6) cpc copadenut (< 400
mg 7Ba IMHTH JHEBHO), NPUIOXKEHH ¢ 3-IHEBHO NPEKHCBAHE HA IPWICKEHHETO Ha copadeHud
(aBa OHH NpPEeRd W €OWH CJeA NPHIOKEHHe Ha naxMTaKce/kapbornarui), He BOIAT AQ
sHaunTeNeH eeKT BhpXy GapMaKOKMHOTHKATA HA MAKTHTaKCel.

o EnHOBpeMEHHOTO INPUIOKCHHE HA MAKIHTaKCE (225 mg/m? BeAHBX Ha BCEKH 3 CeaAMHLM) H
kapGornaris (AUC = 6) cBe copadenut (400 mg aBa MbTH IHEBHO, 6e3 MpexkhCBaHe Ha MpHeMa)
BoaM A0 47% yBelW4eHHEe Ha eKCIO3HLMATA Ha copadeHut, 29% yBenuuHHE Ha EKCIIO3HLIMATA




Ha naxnurakcen W 50% ysenMueHue Ha exkcnosvpusTa Ha 6-OH naxnurakcen.
dapMakoKHHETHKATA HA KApOOIUIATHH HE CE MOBIHABA.
Te3u JaHHM NOKAa3BAaT, Y€ He € HeoOXoIUMa KOPEKLIMA Ha /103aTa KOraTo NakIHTakcesl K KapOOILTaTHH ce
MPWIAraT eIHOBPEMEHHO ChC copadeHNnO ¢ 3-AHEBHO NPEKBECBAHE HA MPHIIOKEHUETO Ha copadeHud (aBa
OHH NpedH ¥ €AHH Ccled OPUIOKEHHEe Ha naknurakcel/kapboruiaTtvH). KIHHHYHOTO 3HAUCHHE Ha
yBEJIHUEHHETO Ha eKCIIO3ULIMATa Ha copadeHHD U maKiTHTakce, NpH eTHOBPEMEHHOTO MPUTOKEHHUE ChC

copadennt Oe3 mpexbCcBaHE HAa NIPMEMA, HE € U3BECTHO.

Kaneuurabuu

EnHOBPEMEHHOTO NpHIOKeHHE Ha kaneuutabus (750-1050 mg/m? 18a mbTH AHEBHO, IHH 1-14 Ha BeeKH
21 nuu) ¥ copadennt (200 wnu 400 mg KBa ITBTH AHEBHO, NPOABDKHTEIHO HEMPEKBCHATO NMPHIIOKECHHUE)
He BOAH A0 3HAUKHTEIHA MPOMAHA B €KCMO3MUMATA Ha copageHub, Ho Boam a0 15 - 50% yBennueHHne Ha
eKcno3uLmuaTa Ha KarleuurabuH u 0 — 52% ysenuueHne Ha excnospumsara Ha S-FU. Kinauuxorto
3JHAUCHHE HA TE3H MAJIKH JO0 YMEPEHH YBeJHYeHHS Ha eKcro3uimara Ha xanenurabun v 5-FU npw
eIHOBPEMEHHO NpHIOKeHHe CbC copadeHHd He € UIBECTHO.

Hoxcopyburmn/UpuHoTekaH

EnHoBpeMeHHOTO Jieuenue ¢»¢ copadeHnt Boau mo 21 % ysenmyasaHe Ha AUC Ha nokcopyOuumH.
Koraro ce npuiara ¢ MpHHOTEKaH, YMiTO aktuBeH Metabonut SN-38 ce merabonusupa upez UGTIA]
KB, uMma 67 - 120 % yeBenuuarane Ha AUC Ha SN-38 u 26 - 42 % ysenuuaBane Ha AUC Ha
MpHHOTeKaH. KIIMHHYHOTO 3HAaYEeHHe Ha Te3H JaHHH HE ¢ W3BECTHO (BXK. TOUYKA 4.4).

OLICTAKCEC]

Nouerakcen (75 wm 100 mg/m?, npuiokeH eIHOKPATHO HAa BCEKH 21 AHM), KOraTto ce mnpuiara
eqHOBpeMeHHO ¢b¢ copadernb (200 mg nBa MTbTH AHEBHO, NPHJIOKEH Ha JieH 2 npe3 19 oT 21-nHeBeH
LMKBI ¢ 3 AHEBHO NMPEKbCBaHE HA NMPHIOKEHUETO, OKOJIO NMPHIOXKEHUETO Ha JOLIETaKCeN), BOAH 10 36 -
80 % yesenuuasaHe Ha AUC Ha pouetakcen H 16 - 32 % nopumiaBaHe Ha gouerakces Cpax. [Ipenophysa
ce BHHMaHHe, Korato copadeHut ce npunara efHOBPEMEHHO ¢ JoLeTakceN (BxK. TouKa 4.4).

KombuHaumg ¢ Apyry cpeacTBa

Heomuyun

EnHOBpeMEHHOTO MpWiaraHe Ha HEOMHUIWH, HECHCTEMHO AHTUMHMKPOOHO CpeACTBO, H3NO/3BAHO 38
YHHUIOXKABAHE Ha CTOMALIHO-4YpeBHaTa ¢uiopa, BOAM A0 B3aHMOACHCTBHE C €HTCPOXCNATANIHUA
KpBrospar Ha copapeHuO (Bk. Touka 5.2 Merabonu3sM H €IHMKHHHMpaHe) H B pe3yaTaT Ha TOBa [0
HaMmalneHa ekcrosnuus Ha copapeHud. IIpu 3apaBu nOOpOBONLUM, NEKyBaHH C J-JHEBHA CX€Ma Ha
HEOMHILIHH, CPEHATA eKCo3HUMA Ha copadeHnb Hamaisa ¢ 54%. Edexrure Ha Apyry aHTHOHOTHLM He
ca MPOYYBaHH, HO BEPOATHO IUE 3aBHCAT OT TAXHATA CHOCOOHOCT 1a B3aHMOAEHCTBAT C
MMKPOOPraHU3MHUTe ¢ IIOKYPOHHAA3HAa AKTHBHOCT.

4.6 DepTHAHTET, OPEeMECHHOCT H KbpMeEHE

bpemeHHOCT

Jluncear maHHH ot yrnorpebara Ha copadgenHu® npu OpemeHHM >keHH. IlpoyyBaHHSTA MpPH XKHBOTHH
IMOKA3BaT PETIPONYKTHBHA TOKCHYHOCT, BKIIIOMUTENHO MaldopMalHH (BX. Touka 5.3). Ilpu rursxose e
JI0K&3aHO, 4ue copadeHnud U HeropHTe MeTabOMUTH NPpeMUHABAT Npe3 MUIALEHTATa H ¢ 04aKBa CopaeHui

Aa MPHYHHH yBpexcaamH edekrn ppXy miona. Copagenud He Tpabpa fa ce H3NON3Ba no AHCMINE] oq_‘o




OpeMEHHOCT, OCBEH aKko He € abCOIIOTHO MOKa3aH, ciiel] BHUMATETHO 00CHKIaHe Ha HEOOXOIMMOCTTA 3a
MauKaTa U pUCKa 3a rioja.
XeHu ¢ gereponeH noreHuMasn TpsadBa aa u3non3BaT ehEeKTHBHA KOHTPALICNLIUS MO0 BPEME Ha JIEYEHHETO.

Kbpmene

He e u3zBectHo nanu copadeHub ce ekckperupa B kbpMara. [Ipu xuUBOTHH copadeHUO W/WIKM HErOBHUTE
MeTa00JIMTH C€ eKCKpeTHpaT B MIIAKOTO. Tbit kato copadeHHd Moxe aa yBpeaH pacTeka U pa3BUTHETO
Ha HOBOPOJEHOTO (BXK. TOYKa 5.3), )keHUTe He TPAOBa Na KbPMSAT I10 BpEME Ha JICYEHHETO ChC copadeHuO.

OepTUIIHTET

PesynraTure OT Mpoy4YBaHUsA NMPH )KMBOTHH MOKAa3BaT, 4e copapeHud Moxe a yBpeaAH MBXKKHS H XKEHCKHA
depTuauTeT (BXK. TOYKa 5.3).

4.7 EdexTn Bbpxy cnocoOHocTTa 32 mopHpaHe H padoTa ¢ MAIIHHH

He ca npoBexxnaHu npoy4BaHHs 3a eeKTHTE BbPXY CIIOCOOHOCTTA 3a IIo(HpaHe W paboTa ¢ MalIHHH.
Hsama nokasarencTso, ye copadeHHb nosnusiea cnocobHOCTTa 3a wodupaHe U padora ¢ MallHHH.

4.8 HexelaHH JJeKAPCTBEHH peaKlHH

Haii-Ba)kHHUTE CEpHO3HH HEXKEJaHU peaKUMd ca MHOKapaeH HH(apKT/MCXeMHs, CTOMAlIHO-4YpEeBHA
nepdopaiys, HHAYLIHPAH OT JIEKAPCTBOTO XEMAaTUT, KPBBOU3JIUB U XUIIEPTOHUS/XHNEPTOHHYHH KPH3H.

Haii-uecTuTe HEXXeJIaHH peakLMH, CBBP3aHH C JIEKAPCTBOTO ca AWAapHs, yMopa, ajloneuus, HHQEeKuus,
KOXKHAa peaklUHs pbhKa-Kpak (ChOTBETCTBa Ha CHHAPOM Ha MNajJMapo-TUIaHTapHa €PUTPOAHM3ECTE3HS M0

MedDRA) u o6pus.

Hexxenanure peakuuy, A0K/JIaABaHH B MHOIO KJIMHHYHH HU3MTHTBAHHUS WM 10 BpeMe Ha
MOCTMapKeTHHroBaTa yrnotpeba, ca npeacTaBeHH Mo-A0y B Tabiuua 1, moapeeHH 1o CHCTEMOOpraHHa
knacupukanms (MedDRA) u wecTora. YectoraTa ce onpeaens karo: MHOro yectv (=1/10), vectu (>1/100
no <1/10), veyectu (=1/1 000 mno <1/100), penku (=1/10 000 no <1/1 000), c Heu3BecTHa yecTOoTa (OT
HaJIMYHUTE JAHHH HE MOXKe J1a ObJie HarpaBeHa OLIEHKA).

[Ipu BcAkO rpynupaHe B 3aBUCHMOCT OT YeCTOTaTa, HeXKETaHUTE JIEKapCTBEHH PEaKLMH ce H30posBar B
HU3XOAAII PeA MO OTHOLUEHHE HA TAXHATA CEPHO3HOCT.,

Ta0auna 1: BcHYKH HeXKeJIaHH JIEKAPCTBEHH PeaKIHH, J0K/JIaABaHH B MHOI0 KJIHHHYHH H3MHTBAHHUSA HJIH
0 BpeMe Ha MOCTMAPKETHHIoBaTa ynorpeba

Cucremoopraiiu | MHoro yecTy YectH Heuectn Penku C
Knacose HEW3BECTHA
_ pAE Al __ 4eCcToTa
H| uHbeKkuus hOSUKYTUT
‘Hapymenus Ha| numdonenus JIEBKOMEHHS
KpbBTa  H HEYTPONEHHS
numdHaTa aHEMHS]
CHCTEMA | TPOMOOLIUTONEHHS
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OUCTPEC U Ap.)

peakLUH Ha| aHruoenem
CBPBXYYBCTBUTEIHOC
T (BKJIFOYBALLM KOXXHH
peaKkuuH H
ypTHKapH)
aHa(UIaKTHYHA
peakuus
XMIMOTHPEOUAU3IBM | XUIIEPTHPEOHIU3IBM
aHOpEKCHUS XUTMOKaJIUEMHUS aexuaparaums CHHAPOM Ha
1| xunopochareMus | XUMNOKATIHEMHS TYMOPEH
XUIIOHATPUEMHS JIU3KC
XHUITOTJTHKEMHUS
nernpecus
nepudepHa ceTuBHa | oOpaTuma 3a/lHa eHuedasiona
HeBpOMnaTus neBKoeHuedanonaTus THA®
AUCrey3us '
[IYM B YILIHUTE
3aCTOMHA CbpAeYHa yAB/DKaBaHe Ha
HeaocTaTb4YHOCT™ QT
MHOKapJiHa UCXEMHUS
¥ uHpapkT*
| KPBHBOM3IHB 3a4yepBsBaHe XUIMEPTOHUYHH KPH3H aHEBPHU3MHU U
| (BKJIFOUMTEIIHO apTepHaJIHH
CTOMAaITHOYpeBeH* IUCEeKaluH
, IUXaTejieH TpakT*
| 1 MO3bU€H
| xppBOM3IHB*)
XHUIMEPTOHHSA
Xpema cbOUTHA, MOAOOHH Ha
eaucpoHHUA MHTEpPCTULIMATHA
Oenonpobna OGonect*
(THEeBMOHMT,
paHallHOHeH
MHEBMOHHUT,  OCTBP
pecrupaTopeH
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NOBHINIEHA
| Temneparypa

nuapus rageHe | CTOMAaTUT NaHKPEeaTHUT TracTpUT
NOBpbLUAHE 3aneK | (BKJIFOYUTEIHO CTOMALUHO-4YPEBHH
cyxoTa B ycTtata¥ | nepdopauuu™
rJIOCOAMHHS B
e3UKa)
AUCTerncus,
aucdarus
racTpo-
e3o(areaneH
| peayke |
MOBHLIABaHE Ha| XenaTHr,
OnnnpybuHa M| HHAYLUHpaH OT
XKBJITEHHUIIA, NeKapcTBOTO*
XOJIELIUCTHT,
XOJIAHT'UT
@a| cyxa Kkoxa DﬁpHB'l KepaToakaHToMma/ eK3eMa epuTeMa OePMaTUT
| anoneuMs  KOXKHA| CKBaMO3€H MyaTH(OpME nonobeH  Ha
peakLus pBKa| KJIeTbYeH paauaLMOHEH
| kpak** epuTEMa | KapLIMHOM Ha CHHJIPOM Ha
| cppbex KOYKaTa StevensJohnson
ekconmaTuBeH JIEBKOLIMTOKJ1AC
NEePMaTUT THYEH BACKYJIUT
aKHe TOKCHUYHA
AeCKBaMalus Ha enuaepMata
KOYKaTa HeKponusa*
XUMepKepaTo3a
a| aprpanrus MHAJITHA MYCKYJIHH pabaoMHoIM3a
cra3sMu
6b06peuHa He(pOTHYEH
HEAOCTaTbYHOCT CHHIPOM
NPOTEUHYpPHUS
epEeKTHJIHA TMHEKOMAaCTHA
AUCOYHKLHSA
yMopa Ooska aCTeHHUS
1| (BKJIFOYHTEIIHO rpunonogobHo
ycTa, KOpeM, KOCTH, | 3abosisaBaHe
ja| TyMOpHa Oosika | | Bb3MaJIeHHE Ha
ri1aBobonue) JIMTaBHLIH
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WacnenpaHus | HamansBaHe Ha | MPEXO/HO MPEXO/IHO
| TeNeCHOTO  TerJIO | MOBMILABAHE Ha | NOBHUILIABAHE Ha
| noBHIIEHa aMMiIa3a | TPAHCAMHUHA3HUTE ajKaJHaTa
| moBuIueHa JiMMnasa ¢ocdaraza B KpbBTa
ST naronornued  INR
el MaTOJIOTHYHO
T By 13 NMPOTPOMOHHOBO
b ek D BpEMeE
* HesxenaHuTe peakLIMM MOTraT a MMAaT XKHMBOTO-3acTpaluaBail Wik ¢paraneH uzxon. Takupa coOUTHA

ca WJIH HeYEeCTH, UJIH MO-PEAKH OT HEUYECTH.

¥*  KoxHaTa peakuMs pbKa-KpaK CbOTBETCTBA Ha CHHApPOMAa Ha MajJMapHO-IUlIaHTapHa
epurponusecre3us B MedDRA.

© Cny4au ca AOKJIaJABaHH Clle[] pa3peLiaBaHeTo 3a ynorpeoa.

JlonbaHUuTeIHa MHGOPMALIMSA OTHOCHO W30paHU HEXXEJIaHH JIEKAPCTBEHH PEaKLIMK

3acmoiina cvpoeyHa HedoCmamuvyHOCM

B KJIHHHYHH NPOYYBaHHS, CIIOHCOPUPAHH OT (upmara, 3aCTOMHA CbpAeYHa HENOCTATBYHOCT Ce
cpob1IaBa KaTo HexenaHo crouTre npH 1,9 % ot mauuMeHTHTe, NeKyBaHu cbe copagpenud (N=2 276). B
npoyuBaHe 11213 (RCC) Hexxenanu cpOUTHSA, CBOTBETCTBAIIM HA 3aCTOMHA CbpJE€YHA HEAOCTaTbYHOCT,
ca nokiaaaBany npu 1,7 % ot nauueHTuTe, JeKyBaHUd cbe copadenu0, v npu 0,7 % npH nosyyaBaiiuTe
miaue6o. B npoyusane 100554 (HCC) npu 0,99 % ot nexyBanute cbc copapeHud u npu 1,1 % ot
mosty4aBauuTe ruianebo ca cbo01LeHH TakuBa CbOUTHA.

Honvanumenna ungopmayus 3a cneyuaniu NOnyaayuu

B KIMHWYHM M3MUTBAHHUA, HAKOM HEXEJIAaHH JIGKAPCTBEHH peaKLMH KaToO KOXKHA peaklus pbKa-Kpak,
nMapusi, ajorneuus, HamajisBaHe Ha TEJNEeCHOTO TEerJlo, XMIEPTOHHWSA, XHMOKaILUUeMHus, H
KepaToaKkaHTOM/IUIOCKOKJIEThbYEH KapLMHOM Ha KO)KaTa ca Ha0JIroJaBaHH CbhC 3HAYMTENHO MO-rojsma
yecToTa NpM MalMeHTH ¢ AOudepeHUHMpaH THUPEOHIEH KAapUMHOM B CpaBHEHHE C MNAalLMEeHTUTe OT
Mpoy4BaHHs 32 ObOPEYHO-KJIETBYEH WIH XENaToLe/Ty1apeH KapLHHOM.

OtkaoHeHHs B 1abopaTopHuTe uacneasanus npu nauueHTd ¢ HCC (npoyusane 3) u ¢ RCC (nmpoy4BaHe

1}

[ToBumeHa aunaza ¥ amwiaza ca goknagBaHd MHoro 4vecto. CTCAE 3 winu 4 creneH NOBHIIEHH
CTOMHOCTH Ha JiMnasara ca ce nosBuad npy 11 % u 9 % oT nauMeHTUTE B rpynarta c¢bc copageHHO,
cvoTBeTHO, npu npoyusane 1 (RCC) u npoyusane 3 (HCC), B cpaBHenue cbe 7 % 1 9 % or nauueHTuTe
B rpynara Ha ruaue6o. [Tosumenu croiinoctd Ha amunaszara CTCAE 3 unu 4 cTeneH ca ce NnosiBUIY NpH
1 % u 2 % oTr nauMeHTHTE B rpymnara cb¢ copadeHud, CbOTBETHO, NPH NMpoy4BaHe 1 W mpoyyBaHe 3, B
cpaBHeHHE ¢ 3 % OT nauMeHTUTe BbB BCsKa ruiauedo rpyna. KIHHHYHHUAT MaHKPEaTUT € JOK/Ia/iBaH MpH
nBaMa ot 451, nekysanu cbe copadenut nmauumeHtH (CTCAE 4 crenen) npu npoyusane 1, 1 ot 297
MalMeHTH JekyBaHu cbe copadenut npu npoyusane 3 (CTCAE 2 crenen) u eaun ot 451 (CTCAE 2
CTeneH) B rpynara ¢ ruiauedo B npoyusaHe 1.

Xunodocharemusra € MHOro yecra siaGoparopHa Haxonka, HabmonasaHa npu 45 % u 35 % ot
JNleKyBaHHTE cbe copadeHHb nauueHTH B cpaBHeHHe ¢ 12 % u 11 % or nauxeHTHTE B rpynara Ha ruiauedo,
CHOTBETHO, MpH npoyusaHe 1 u npoyusase 3. Xunogpocdaremus CTCAE 3 crenen (1 - 2 mg/dl) npu
npoy4saHe 1 ce e nosBuna npu 13 % oT naiueHTUTe, NeKyBaHH CbC copadeHHO U 3 % OT MaUeHTHTe B
rpynarta Ha riane6o, a npu npoyusase 3 np# 11 % OT MalUeHTHTE JIEKyBaHH ChC copadeHnd u 2 % oT
nagueHTuTe B rutauebo rpynara. Hama cinyyau Ha xunodpocharemus CTCAE 4 crenen (< _L-agrdh;
chOOLIEHH B rpynaTta ¢be copadeHnb wiu rpynara ¢ rutauedo npu npoyusade 1 v 1 ciayygs
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rpynata npd mnpoyuBaHe 3. Erwonorusra Ha xunodocdaremMusTa, cBbp3aHa CbC copadeHHd He €
M3BECTHA.

[Ipu CTCAE 3 crenieH i 4 creneH ca HabmoaaBaHH OTKJIOHEHHA B NabopaTopHHTE NOKA3aTeNIH NpU
3 % OT nauHeHTHTE, JIEKYBaHHU CHC copadeHnd, BKIIIOUMTEHO THM(QONCHHA U HEYTPOIIeHHA.

XanokanuueMus e qokiageaHa npu 12 % v 26,5 % ot nalpeHTuTe, 1eKyBaHU Che copadenud, cpaBHEHO
c 7,5 % u 14,8 % npu naumenTHTE Ha Iauefo, CLOTBETHO B NpOyYBaHe 1 U npoyusane 3.
MHO3HHCTBOTO AOKNABAHU cimy4yau Ha xunokanumemus ¢a HUCEK knac (CTCAE 1 u 2 crenen). CTCAE
3 creneH xunokanuHeMus (6,0 — 7,0 mg/dL) ce Habmopaea npu 1,1 % u 1,8 % ot nauMeHTHTE, NEKYBAHH
¢ue copadernd, u nipu 0,2 % u 1,1 % or maumenTure B rpynara Ha ruiauebo, a CTCAE 4 crenen
xunoxanuuemus (< 6,0 mg/dL) ce Habmonasa npu 1,1 % u 0,4 % or naumeHTHTe, JIEKYBAHH CBHC
copadenud, u npu 0,5 % u 0 % ot nauKeHTHTE B rpynara Ha 1uiauebo, CbOTBETHO B NnpoyuBaHe 1 U 3.
ETHOMOrMsATa Ha XHITOKANLMEMHATA, CBBp3aHa Ch¢ copadeHHO, He € U3BeCTHA.

IIpn nmpoyusanns 1 1 3 ce HabnrogaBa NOHIDKEHWE HA KaJIUA NPH CBOTBETHO 5,4 % u 9,5 % ot naumeHTHTE
Ha JIe4eHHe ¢bC copadeHnd B cpasHeHue ¢ 0,7 % u 5,9 % ot nauneHTHTE Ha naLedo.

[ToBedero ot choS1IaBaAHUTE Cy4YaHd HA xHNokanuemus ca ¢ HuCKa creneH (CTCAE 1 crenen). [lpu te3u
npoyuBaHus xuroxkanueMus CTCAE crenen 3 ce paseuba npu 1,1 % u 0,4 % o1 nanueHTUTE Ha JIeYEeHHE
cue copadpennd u npu 0,2 % u 0,7 % or nauvenTure B rpynara Ha ruianiebo. Hama crobiienus 3a
xunoxanuemMus CTCAE creneH 4.

Otxnonenus B 1aboparopHuTe nokasarenu npu nauueHTH ¢ DTC (mpoyusaHe 5)

3a xunokajuuemMus ce cpodiasa npu 35,7% oT nalMEeHTUTE Ha NIeYeHHE CBC copadeHUO B CpaBHEHUE C
11,0% ot naumenTHTe Ha Ianedo. [Iosedero oT CrOBIEHUATA 32 XUITOKATUMEMHA €A 38 HUCKOCTECNCHHA
takaBa. Xunokanuvemus crener 3 no CTCAE ce e paisuia npu 6,8% OT naupeHTHTe, JIeKyBaHH CBHC
copapenud u npu 1,9% ot naumeHTUTe B rpynara Ha rutauebo, a xunoxkanudemus crened 4 no CTCAE
ce e pa3Busia nph 3,4% OT nauMeHTUTe, IeKyBaHHU che copadeHnd v npu 1,0% ot nauveHTHTE Ha Ianebo.

HApyrn KIHHHYHO 3HAYHMH OTKJIOHEHUA B 1a00OpaTOPHUTE IOKa3aTeNH, HaOMIOJaBaHN B ITPOYYBaHE S ca
nokasaHH B Tabsuua 2.

Tabnana 2: Cepp3aHH ¢ JIEYEHHETO OTKJIOHEHHSE B 1a00paTOpHHTE mOKa3aTe H, choOmaBann NpH
nandedTH ¢ DTC (npoyusane 5) npes Apoiinocasnara ¢aza

JlabopaTopeH napaMersp, Copadenutb N=207 [Tnane6o N=209
(B % OT H3cnenBAHUTE Bceuuku CreneH | CreneH | Bcuuku | Crenen (CrerneH
npo6n) creneHu* | 3% 4* CTeneHu™ 3 4%

HapyimeHnsa Ha KpbBTa M TMMQHATA CHCTEMA
AHeMHs 30,9 0,5 0 23.4 0,5 0
TpomGouuTonenus 18,4 0 0 9,6 0 0
Heyrponenus 19,8 0,5 0,5 12 0 0
Jlumdonenns 42 9,7 0,5 25,8 5,3 0
Hapymenust Ha MeTabonusMa U XpaHEeHeTo

| XHUNOKaNnHeMHA 17,9 1,9 0 2,4 0 0
XHI‘IOC[)OOQJ&TGMHH**J 19,3 12,6 0 2,4 1,4 0
Xenaro-OunnapHu HapyLUEHHs
[ToBumeH OHnHpyOHH 8,7 0 0 4.8 0
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[lopmwena ALT 58,9 3,4 1,0 24.4 0 0
Toemmena AST 53,6 1,0 1,0 14,8 0 0
H3cnenpanus

IloBHIEHa aMuiIa3a 12,6 2.4 1,4 6,2 0 1,0
[TosHiIeHa nunasa 11,1 2.4 0 2.9 0,5 { 0

* O6mM TepMHHOJOMMYHH KpUTEepHUHM 3a HexelaHd JekapcTBeHH peakuyH (Common Terminolo
P

Criteria for Adverse Events - CTCAE), Bepcus 3.0
** He e u3BecTHa €THOJOTHATA Ha CBbp3aHaTa Cb¢ copapeHUd xumnogocharemns.

CrpobliaaHe Ha NONO3UPAHH HEXKENAaHH peakLHH

CrofLIaBaHeTo Ha NMOMO3HPAHH HEXENIaHW PeaKkUWH /el paspellaBaHe 3a ynorpeda Ha JieKapCTBEHHA
MPOLYKT € BaxHo. TOBa NO3BONABA A2 NPOXL/DKM HaGMIONEHMETO Ha CHOTHOLIEHHETO MON38/PUCK 34
JeKapcTBeHMA npoAykT. OT MEAMIMHCKHTE CIIEMAIMCTH € M3UCKBA 1a choOINaBaT BCiKa NoAo3HpaHa

HexXXeJlaHa peakuHs ypes:

HamenHauTeNnHA areHy M4 110 JIEKapCTBaTa
yi. ,,Jamsau I'pyeB™ Ne 8
1303 Cogus

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

4.9 Ilpepoznpane

Hama cneuudnuHo JiedeHHe TMpPH mpemosHpaHeTo Ha copadennb. Hali-Bucokata nosa copadenud,
npoyusaHa knuaHuHo € 800 mg, nBa meTH AHeBHO. Hexenanure peakuuu, HaboaaBaHu NPH Ta3K 1033
ca OWIH NpeAHMHO AHAPUS H AEpPMATONOrHYHHM NposABH. B cioyudali Ha MOAO3HpaHO Mpeao3HpaHe,
copageHHO J1a ce Crpe H Ja Ce 3arnoyHe MOAXbpPIKaLIO JIeYEHHEe, KOraTo € HeobxomuMmo.

5. ®APMAKOJOI'NMYHEHN CBOHCTBA

5.1 PapmaxoauHaMHYHH CBOlicTBa

(dapMakoTepaneBTHYHA rpyna: AHTHHeOIUIa3MEHH CpPeACTBa, NMPOTEHHKUHAa3HH HHXHOMTOpH, ATC
kon: LO1EX02.

CopadeHnt € MynTHKHHa3eH HHXHUOMTOp, KOHTO NMposBABa aHTHNPONH(GEPATUBHY U @HTHAHTHOTCHHH
CBOHCTBA in vitro U in vivo.

MexanusbpM Ha ieficTBHe M QapMakoIMHAMUYRY €PEeKTH

Copadennt e MyITHKMHa3eH HHXHOHTOP, KOWTO Hamansea npoinudepaumsaTa Ha TYMOPHH KJIETKH in vitro.
Copadennt HHxubupa TYMOPHHS PacTeX Ha IHPOK CNEKTHP YOBELIKH TYMOPHH IPHCAINKH B MHIUKH C
OTCTPaHEH THMYC, NMPHIAPYKEHH OT peAyKUMA Ha TymopHara aHruorenesa. Copadenu® muxubGHpa
aKTHBHOCTTA Ha TapreTure, MPHCHCTBAIK B TymopHara xietka (CRAF, BRAF, V600E BRAF, ¢-KIT u
FLT-3) u B Tymopuure chaoBe (CRAF, VEGFR-2, VEGFR-3 u PDGFR-f). RAF-kuHasute ca
cepHH/TpcoHHHKHMHa3y, aokato c¢-KIT, FTL-3, VEGFR-2, VEGFR-3 n PDGFR-§ ca peuentop

TUPO3ZHHKHHA3H.
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KranruyHa eprUKacHOCT

KiunuuHaTa GesonacHocT H epUKACHOCT Ha copadeHHl € NpoydeHa NPH MALUMEHTH ¢ XernaToLenyapeH
kapuuHOM (HCC), mpH nauuenTH ¢ 666peuno-knernueH kapurHoM (RCC) B Hanipeanan cTagui H npH
NAaLHeHTH ¢ ARdepeHIMpal KapLMHOM Ha InrToBKaHarta xuiesa (DTC).

XenarouenyaapeH KapLiHHOM

[Tpoyusane 3 (mpoyusane 100554) ¢ dasa I1l, MexxayHapoaHO, MHOTOLIEHTPOBO, PAHAOMH3HPAHO, ABOHHO
CNAMNO, IUIalebo-KOHTPOIUpaHO mpoyuBaHe mpH 602 nauWeHTH ¢ XenaTrouenylapeH KapLUHHOM.
HeMorpagckuTe MoKasaTeH U XapakKTePHCTUKHTE Ha 3a00/IABAHETO Ha H3XOAHO HXBO ¢a OMITH CpaBHUMH
MexXAy rpynara Ha copadenu® u mnauedo rpymara no otHoweHue Ha ECOG craryce (cratyc 0: 54 %
cpemty 54 %; craryc 1: 38 % cpeury 39 %; craryc 2: 8 % cpeuyy 7 %). TNM crannit (craguii I: <1 %
cpemy < 1 %; crammii II: 10,4 % cpemxy 8,3 %; craguit III: 37,8 % cpeury 43,6 %; cragu#i IV: 50,8 %
cpeixy 46,9 %) u BCLC cranuit (craamii B: 18,1 % cpemy 16,8 %; craguti C: 81,6 % cpemy 83,2 %;
craamit D: <1 % cpewy 0 %).

[TpoyuBaneTo € CIPsAHO, Cled KaTo IUIaHMpaH MeXAWHEH aHanu3 Ha OS e npeMHHaN [peaBapHTENHO
onpeneficHaTa rpaHuua Ha edukacHocT. To3n aHanu3s Ha OS nokasBa CTATHCTHYECKH 3HAYHMO
npeaumcTso Ha Copadennt Papmacaitere cnipamo rwianedo 3a OS (HR: 0,69, p = 0,00058, x. Tabnuua
3).

HMma orpasHyeHy AaHHU OT TOBa MPOYYBaHe NMpPH MalHEHTH ¢ YepHoapoOHo yBpexaaHe Child Pugh B u
e BKIoYeH camo egquH natueHT ¢ Child Pugh C.

Tabnuna 3: Peayararu 3a epHkacHocT oT mpoyusaHe 3 (nmpoyusane 100554) npm xenaronenyaapen
KAPOMHHEOM

ITapameTsp Ha | Copadennb ITnaue6o (N=303) | P-crolinoct HR
e(pHKACHOCT (N=299) (95% CI)
Ob6wma npexuBieMoCT 46,3 34,4 0,00058* 0,69
(OS) (40,9, 57,9) (29,4, 39,4) (0,55, 0,87)
[MenuaHa, ceAMHLH

L (95% CI)] |
Bpeme mno nporpecus | 24,0 12,3 0,000007 0,58
(TTP) [MeanaHa, | (18,0, 30.0) (11,7, 17,1) (0,45, 0,74)
ceamui (95% CI)]**

Cl= nosepurenen nHTepBal, HR= xoedunment Ha prck (copadenud cnpamo runauebdo)
* CTATHCTHYECKH 3HA4YMMO KATO P-CTOMHOCTTA € IoA NpeABAapHTENHO onipeacneHara O’Brien
Fleming rpanuuna croifHocT ot 0,0077 ** He3aBHCHUM paHOJIOrH4EH NMperien

[Mpoyusane 4 (mpoyuBane 11849) ¢ dasza III, MexTyYHApPOAHO, MHOTOLEHTPOBO, PaHAOMH3HPAHO,
OBOMHOCHATIO, Tane00-KOHTPOMHPAHO NMPOY4YBaHe, KOETO OLCHABA KJIMHWYHATA MOA3a OT copadeHHDd
npH 226 maLMeHTH ¢ XenaToLeyapeH KapuuHoM. [IpoyuBanero € nposencHo B Kurait, Kopes v Taliban
1 NOTBLPKAaBa pesynrature oT [Ipoydsane 3 no oTHoweHUEe Ha O1aroNpUATHOTO CHOTHOLLICHHE M0J13a-

puck Ha copadperud (HR (OS): 0,68, p = 0,01414).

B npensapurenHo onpeaencHuTe crpatidukauuodiu dpakropu (ECOG craTyc, HUTHYHE WIH OTCHCTBHE
Ha MaKPOCKOICKa CBHJOBa HMHBa3Hid WHWIH PasnNpoOCTpaHEeHHe Ha TyMOpa HW3BBH 4YepHHA Apob
ITpoyusase 3 u Ilpoyusane 4, HR npeacTass 3Ha4YHTENHO No-A06pHTE pe3ynTaTH Ha copadeHis
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nnate6o. EXCnnoaTtopHUAT aHaIM3 Ha NOArpyNaTa mokasea no-cinabo uipaseH ePEeKT OT TEUESHHETO NpPH
MAUMEHTH ¢ OTAQIEYEHH METACTa3H B M3XOAHOTO HMBO Ha 3a00aBaHeTo.

BBOpeUHO-KAETHUYEH KapLUHHOM

be3zonacHocTTa M €PHKACHOCTTA HA copadeHHO MpH JIeUeHHETO Ha ObOpeuHo-KneTbueH KapuHoM (RCC)
B HAMpeAHAa CcTaAKHd € Npoy4BaHa B CJIEAHUTE ABE KIHHHYHH TPOYyYBaHMA:

[Ilpoyusane 1 (mpoyurane 11213) e c¢asa III MHOroueHTpPOBO, PaHAOMM3HUPAHO, ABOHHO CJHAMNO,
IaleOOKOHTpOIMpaHo npoyuBaHe ¢ 903 nauueHTH. BKUIIOUEHH ca caMO naLMeHTuTe ¢ aceH HuOpeyHo
KIIE€ThYEeH KapUMHOM W HUCBK H MexxauHeH puck MSKCC (Memorial Sloan Kettering Cancer Center).
OCHOBHHTE LEJIH ¢a LAIOCTHATA NPEXKUBACMOCT U NpexHpaeMocT Oe3 nporpecupane (PFS).
[Tpubamzurenno noaosuHara ot naumeHture uMaT ECOG cratyc (0 ¥ monoBHHAaTa OT NALMEHTUTE Ca
Owin B Hrcka MSKCC nporsocruyHa rpyna.

PFS e oLieHeH upe3 CJAI HE3aBUCHM PaaHOJIOrHYEH Npernes, karo ca uinon3sand Kpurepuu RECIST.
PFS ananu3 e npoBeneH Ha 342 cixydasa npu 769 nauueHTtd. Cpeauusar PES e 167 quu npu nauueHTyTe,
paHIOMH3HPaHH KbM copadeHns, B cpapHeHHe 10 84 nuu npu nauueHTHTe Ha 1wianebo (HR = 0,44; 95
% CI: 0,35 — 0,55; p < 0,000001). Be3pacrra, MSKCC npornocruyna rpyna, ECOG PS u mepBUYHaTa
Tepani He NOBIHABAT €PEKTa OT JICUCHHE.

MexxauHeH aHann3 (BTOPH MEKAWHEH aHATH3) 34 LAUTOCTHA NMPEXKUBASMOCT € IPOoBe/ieH IPpH 367 CMBPTHH
cayyau npH 903 nauuenTH. HoMuHanHaTa anda croiHOCT 3a TO3H aHanu3 e Ouna 0,0094. Meauanara Ha
NpexuBAEMOCT € 19,3 Meceula nNpH MaLMEeHTH, paHAOMU3HPAHH KbM copadeHnd, B cpasHenue ¢ 15,9
MeceLa npu nanveHTure Ha mauebo (HR = 0,77; 95 % CI.0O 0,63 - 0,95; p <0,015). Ilo Bpeme Ha TO3H
aHanu3 oxono 200 maupeHTH OT 1wauedo rpynara ca mpeMAHANH KBM rpyrnara cbe copadeHuod.

[IpoyuBane 2 e ¢daza II paHnoMusnpaHo, ¢ NMpeKbCBaHe MPOYYBAaHE MPU MALMEHTH C METACTATHYHH
ManurHeHH 3abonaanus, pxmounTendo RCC. [TauuerTHTe ¢be cTabWinn3npano 3abo/dBaHe K jeYeHHe
Ce¢ copadeHHO ca paHAOMH3MpaHM KBM IUaLehO MAM TPOAB/DKABAT JIEYEHHETO CBC copageHHD.
[IpexxuseMocrra 6e3 mnporpecHpaHe Ha Oonecrra npu nauweHTH ¢ RCC e Ouna 3HauymTenHo
NONpoaAB/DKUTENIHA B Ipynara Ha copadeHus (163 auu), oTkonkoro B manebo rpynara (41 nuu) (p =
0,0001, HR = 0,29).

udbepeHLIMPAH KapLIMHOM HA InuToBHAHATA »#1e3a (DTC

IIpoyusane 5 (nmpoyusaHe 14295) ¢ ¢asza IIl, mexayHApOOHO, MHOIOLEHTPOBO, PaHAOMH3HPAHO,
OBOMHOCHANO, InauebO-KOHTPOIHpaHO IpoyuBadHe npd 417 nauHeHTH ¢ JIOKAJTHO HanpegHal WIH
MmetactatiueH DTC, pedpaxrepeH Ha paguoaxkTuBeH oA, IIpexxuBsemoctra Oe3 nmporpecusa (PFS),
OLIeHEeHa upe3 3ac/ieNeHa He3aBHCHMa paHoJIoruyHa olleHKa Ha 6a3a kpurepuure RECIST e nupeuuHara
KpailHa TOYKa Ha NpoyuBaHETO. BTopHuHMTe KpallHH TOUMKM BKIIOUBAT oblia npexussemoct (OS),
CKOPOCT Ha OTTOBOpPA HAa TYMOPa H NPOAB/DKUTEHOCTTA Ha OTroBopa. Cnen nporpecHs € W0 NO3BONEHO
NalHEeHTHTE J1a [10,;Ty4aBaT OTBOPEHO copadeHHd.

[TaupenTnTe ca 61K BKIIOYEHH B MPOYYBAHETO, aKO ¢a UMAJIH IIPOrpecHs B paMKHUTe HA 14 mecena or
BKNMIOUBaHETO M ¢ca UManu DTC, pedpakTrepeH Ha paAMOAKTHBEH HON (PAI). Pedpaxrepen na PAM DTC
ce nedHHMpa KaTO HAIMUMe Ha Je3Hs, KOATO He Kamrupa iog npu PAM-ckaH, wiu nonmyuyapawa
kymynatusHa PAU >22,2 GBq, Wi nokassau nporpecus ciex eueHne ¢ PAM B pamkure Ha 16 Mecena
OT BKJIIOYBAHETO B IPOYYBAHETO HWIH CleA JBa Kypca Ha JeucHue ¢ PAH B pamkure Ha 16 Mecela.

Uzxonuute pemorpadcku M MALMEHTCKH XapaKTepHCTUKM ca Ounm gobpe GanaHcupaHW 3a ABeTe
TepaneBTHYHH rpyny. MeracTasu ca 6unu HanuuHu B Oenure apobose npu 86%, B TMMQHH BB3NH NpH
51% u B xocrure npu 27% oT naupeHrutre. MenuaHaTa Ha NpUAOGKEHATa KyMyJaTHBHA J03a

paJHOaKTHBEH HOA Tpeay BKIIOYBAHETO B MpoyuBaHeTo € Ouna npubnusurenso 14,8 GBq. [lopedenag

®
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NalMeHTHTE ca OWIK ¢ mamwiapeH KapiuHoM (56,8%), nocneasad oT (oMHKynapeH (25,4%) u cnabo
nubepeHUHpaH KapuuHOM (9,6%).

Meauanara Ha BpeMeto Ha PFS e 6una 10,8 Meceua B rpynara Cue copadeHu®, B cpaBHEHHE ¢ 5,8 MeceLa
8 rpynara ¢ mwiatebo. (HR = 0,587; 95% nosepuTesicH HHTEPBAI (CI): 0,454, 0,758; enqHocTpaHHO p
<0,0001).

EdexrsT Ha copadennt Bppxy PFS e Oun crabuieH HE3aBHCHMO OT reorpa)CKOTO PasMoNCKECHHE,
BB3PACT HaJ WM nox 60 roauHH, Mo, XHCTONOTHYEH TIOATHII, U MPHCHCTBHE HIN OTCHCTBHE HA KOCTHH
METACTa3M.

B 061nus aHATH3 Ha IPEXKHUBAEMOCTTE, MPOBEACH 9 MeceLia clie]l IPeyCTaHOBABAHE cHOHpAHETO Ha NAHHH
3a (uHaned ananus Ha PFS, He ce ycTaHOBABa CTATHYMECKH 3HAYMMA pa3NiKa B ob111aTa MpeKUBIEMOCT
MEXTy TpynHre Ha pasnmdHo nedeHue (HR=0,884; 95% CI: 0,633; 1,236, eqHOCTPAHHO P CTOHHOCT
0,236). TIpu pamoTo Ha copadeHu’ He e JOCTUrHaTa MeanaHaTa Ha OS, IOKATO MpH rmnauebo paMoTo €
36,5 mecewa. Cto netaecer H ceaeM (75%) OT nauHeHTHTE, pAaHAOMH3HPaHH [a roy1aBat mwauebo u 61
oT nauneHTH (30%), paHAOMH3MPAHY J1a TIOMy4aBaT copadeHUO, ca noxy4aBaH OTBOPEHO copadeHud.

CpeaHaTa NpoIb/LKHTETHOCT Ha JIYEHHETO B ABOHHOCIICIHA NIEPHOA © 6wia 46 cenMuLM (MaTepsan 0,3-
135) npu mauMeHTHTE, NMpHeMalH copapenud, u 28 ceaMuuy (HHTEpBAN 1,7-132) npH nauyeHTHTE,
npHeMallH 1waneto.

He e Habmoapan munieH otrosop (CR) crrnacuo RECIST. O6iara yectora Ha 0170oBOp (CR + wacTHyeH
otroBop (PR) Ha €1HO HE3aBHCHMO PaJiMOJIIOTHYHO OLICHABAHE € OO0 MO-BHCOKO B IpynaTa Ha JICUEHHe
cbc copapenud (24 naumentH, 12,2%), B CpaBHEHHE C rpymnaTta Ha wiauebo (1 nauuent, 0,5%),
eqHocTpanHo p <0,0001. MeauaHara Ha OPOAB/DKHTETHOCTTa Ha OTroBopa € 309 nHu (95% CI: 226 505
[HH) TIPH NALWEHTHTE Ha JieuHeue che copadennd, koo ca umanu HO.

EnuH post-hoc aHanu3 Ha NOATPYIIMTE B 3aBHCHMOCT OT MAKCHMaIHHA pa3Mep Ha TyMOpa riokassa ePeKT
OT JIeueHHeTo no oTHoweHne Ha PFS B mon3a Ha copadeHHO cnpamo ruiauedo 3a naudeHTH ¢ MaKCHMAaleH
pasMep Ha Tymopa oT 1,5 cm wm no-ronam (HR 0,54 (95%CI:0,41 - 0,71)), ROKATO NpH NaLMEHTHTE C
MaKCHMaIEH pa3sMep Ha TyMopa noa 1,5 cm ce cpobuaBa 3a yHcaeHo no-cnab edexr (HR 0,87 (0,40-
1,89).

EnuH post-hoc aHanu3 Ha MOATPYIHTE B 3aBHCHMOCT OT CHMIITOMUTE Ha THPOHAEH KaplIIWHOM B HA1AJIOTO
Ha JIeYEHHETO, NoKa3Ba e(deKT OT JiedeHHeTo 1o oTHomeHue Ha PFS B nomsa Ha copadeHub crpamo
naueto, KakTo NpH CHMITTOMATHYHM, TAKa H NPH ACUMITTOMATHYHH MALHEHTH. HR Ha npexuBieMoCT
6ea nporpecus e 0,39 (95% CI: 0,21 - 0,72) npu NaLHEHTH CLC CHMITTOMH B HAYAIOTO Ha JISUCHHETO M
0,60 (95% CI1:0,45 - 0,81) npu nauyeHTH 6€3 CHMNIITOMH B HAYaI0TO HA ISYEHHCTO.

VYV nepkapane Ha QT wHTEpBana

B knuHHYHO (papMAKOJIOrH4YHO H3NHUTBAHE €& NOKYMCHTHPAHH H3MCPBAHUATA HA QT/QTc npu 31
HallMeHTH Ha M3XOJHO HHMBO (Ipelu NeveHHe) M ciel jedeHdero. Cren eanH 28-IHEBCH LMKBI Ha
feyeHHe, B MOMEHTA HA MaKCHMAaJiHa KOHLeHTpalHda Ha copagenud, QTcB e ynsmken ¢ 4 £19 msec H
QTcF ¢ 9 +18 msec B CpaBHEHHE ¢ H3XOHO HHBO Ha M1aite6o neyenue. Io Bpeme Ha EKI" MOHHTOpHHT A
HHTO eHH yuacTHHK He nokasea QTcB umm QTcF >500 msec cex JICUCHHETO (Bx. TouKa 4.4).

[TeanaTpyuHa NOMyAalys

Esponelickata areHuus NO NeKapcTara OCBOOOXKAaBa OT 3aXB/DKEHMETO 32 NPENOCTaBiHE Ha

PE3yNTATHTE OT MPOYYBAHHATA BB BCHUKHM MOATPYMH Ha MEJHaTpHUYHATA MOIMYJIALMA TpH OBOpeueH

KapLHHOM H KapLMHOM Ha 666pEeIHOTO nereHye (¢ H3KMOYCHHE Ha HedpobnacToMm, Hepod ; NGEPP
»
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CBETJIOKJIEThYEH CapKoM, Me3obnacteH HedpoM, MemysiapeH ObOpeveH KapLHHOM B pabJouaeH TyMOop
Ha OBOpenTe), U 4epHOAPOGEH KaplMHOM, M KapUMHOM HA HHTPaXeMaTANHHTE MUTBYHM MBbTHINA (C
M3KIIOYEHHE Ha xenaTobnacToM) u AudepeHLHPaH KapLIMHOM Ha IIIMTOBHAHATA »Uie3a (BXK. To4uka 4.2 3a
MH(OpMaLKA OTHOCHO yrniorpeba B neUaTpuaTa).

5.2 QPapMaKOKHHETHYHH CBONCTBA

Abcopbuna 1 pasnpeneneHue

Cnen npunoxeHne Ha copadenut TabneTku, cpegHaTa oTHOCHTENHE GHOHATHYHOCT € 38 - 49 %, xoraTo
ce CpaBHsBa ¢ IepopanHua pasTeop. AGconoTHaTa GHOHATHYHOCT HE € H3BecTHa. (niex mepopanHo
NpUIOKEHHE, copadeHHD HoCTHra MMKOBH IUIA3MEHH KOHLIEHTpalMH MpuOnu3nTenHo Ao 3 yaca. Koraro
ce mpWiara cjiefl KOHCYMallusd Ha XpaHa CbC 0Oraro ChABpXKAHHE HAa MAasHMHH, abcopOumaTa Ha
copadennd e pegyumpana ¢ 30 % B cpaBHEHHE ¢ IIPIIICKEHHETO Ha IaIHO.

Crotiroctrre Ha Cmax H AUC ce nosHILaBaT HENMPONOPLHOHAJIHO NpH AO03M no-BUCOKH oT 400 mg nsa
ITbTH AHEBHO. CBBP3BaHeTO Ha copadeHud c riaMeHUTe MPOTEeHHH € 99,5 % in vitro.

MHOroKpaTHOTO NpHIoKeHHe Ha copadeHuO 3a 7 AHK BOAH 0 2,5 — 7-KpaTHO KYMY/IHPaHE B CPABHCHHE
C TIPHIOKEHHE HA eQHOKpaTHa no3a. CTAalMOHApHMTE MJIA3MEHM KOHLEHTpauMH Ha copageHub ce
MOCTHTAT IO 7 AHM, C TMKOBO J0 MHHMMAIHO OTHOLIEHHE HA CPEAHHTE KOHLEHTPaLMH Mo-MaJIKo OT 2.

PaBHOBeCHHTE KOHUEHTpaLMH Ha copadenud, npunoxked no 400 mg ABa NbTH JHEBHO, €A OLIEHCHH MPH
nauueHTu ¢ DTC, RCC u HCC. Hali-BHcoKa cpeliHa KOHLIEHTpaLKa ce Habmoaasa nmpu naudeHTH ¢ DTC
(npuGIM3MTENHO ABA ITBTH I10-BHCOKA OT Ta3u, HabmoaasaHa npu naupenTd ¢ RCC u HCC), Bpnpeky ye
NPH BCUYKH BHAOBE TyMOpPHU BapHabwiHocTTa € 61ta BUCOKA. I IpHuMHATA 34 MOBHIIEHATA KOHLIEHTPaLHA
npu naneHtd ¢ DTC He e H3BecTHA.

buorpaHchopMm H eJIMMUHUDPaHE

EnvMHHALHOHHHUAT MOMYKHBOT Ha copadenu® e npubnusurendo 25 - 48 uaca. Copadennb ce
MeTabonu3upa nMpearMHO B 4YepHHA Apob H € MOUIOKEH HA OKHCJIHMTENEH MeTabon3bM, MeAHHpaH
nocpeacteoM LuToXpoM CYP 3A4, kakTo H rmokypoHupane, nocpeactsoM UGT1A9. KoHiorupanure
cheiiHeHHs Ha copadeHHd mMoratr ga 6bJaT pasueneHd B CTOMALIHO-YPEBHHA TPAKT OT aKTHBHOCTTA HA
CakTepHaiHa DIyKypOHHIa3a, no3sosasalia peabcopbuuara Ha HEKOHIOTHPAHOTO aKTHBHO BCLNECTBO.
JHokasaHo €, Y€ eNHOBPEMEHHOTO MNpHiaraHe Ha HEOMHLMH IpPEeYd Ha TO3H MpoLeC, HaMaliBaHKH

cpeAHaTa OHOHATHYHOCT Ha copadeHHb ¢ 54%.

Copadenut e npubnusurenno 70 - 85 % or UMpKyNHpalld BELIECTBA B IUIa3sMaTa MpH CTalHOHApHO
cecroanue. Mnentuduunpanu ca 8 MeraGonura Ha copagennO, 5 OT KOHMTO C¢ OTKPHBAT B IUIa3Mara.
[naBHMAT UMPKYJTHpail MeTabonuT Ha copadeHu® B miasmara, NHpHIMH N-OKCHA, TOKasea in vilro
aKTHBHOCT, Nofo0Ha Ha Ta3u Ha copadennt. Tozu MeraGonuT npeacrapissa NpUONH3ATENHO 9 - 16 % oT
UWHMPKYHpAIIH BeIleCTBa B CTALIMOHAPHO CHCTOSHHE.

Caen nepopanHo npuwioxeHue Ha ao3a 100 mg pasrsop copadennt, 96 % or Ao3aTa ¢e BB3CTAHOBABA B
pamkuTe Ha 14 qHH, 77 % OT Ko3aTa ce eKCKpeTHpa B U3NpaxHEeHHATa U 19 % ce ekckpeTHnpa B ypHHaTa
KaTo NIIOKypOHHpaHH Metabomuti. HenpoMeHeHHAT copadenub, xokTo npeacrasndasa 51 % Or no3ara,
€ YCTaHOBEH B H3NPAXHEHNUATA H HE C€ YCTAHOBABA B YPHHATA, KOETO I0Ka384, Ye OHIHapHaTa eKCKpeLHs
HAa HEMPOMEHEHOTO aKTHBHO BELIECTBO MOXKe Ja JOTPHHECE 3a eTMMUHHPAHETO Ha copadeHHO.

DapMaKOKHHETHKA [IPH CNCLHANIHH MOMYIaLHH

AHaNTH3BT Ha AeMorpad)CKUTe JaHHH MOKa3Ba, Yye HAMA BPB3Ka MEXAY (apMakxOKHMHETHKATA H B3
(mo 65 rogyioHa BB3pPAacT), NoJIa WIH TEAECCHOTO TEIO.
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[leauaTpuyHa nomynaimg

He ca npoBeieHH NpOY4BaHHA BLPXY papMaKOKHHETHKaTa Ha copadeHud nNpH neMaTpH4HH MALHECHTH.

Paca

Hsama KJIMHHYHO 3HAYMMH PA3IHYHA BbB (PapMAKOKMHETHKHTE MPM KaBKa3Ka U A3MaTCKa NOITyJalys.

brOpeuHo YBpeKAaHE

B 4 xivHm4HE npoyuBaHMa (a3a I, crallMoHapHaTa €KCMO3MUMA € NOAOOHA NPU NALMEHTH C JIEKO 10
yMepeHO OLOpeuHO YBpeXJaHe B CPaBHEHHE C €KCIIO3ULMATZ IPH MalMeHTH ¢ HopMasiHa 6nOpeuna
dyukupa. Ipu kmuHEHYHO damakonormyHo npoy4yeaHe (exHokpatHa no3a ot 400 mg copadperud) He e
HabmoaBaHa Bpb3Ka MEKAY CKCMO3HLUATA Ha copadeHHO U OpOpevHaTa GyHKLUHA NPH JIHLA C HOPMAJTHA
OnOpeuHa GYHKIMA, J€KO, YMEPEHO MM Texko 6v0peuHo yepexkaaHe. Hama naHHM 3a MauMeHTHTE,
KOMUTO C€ HY>KOaAT OT JAHAIH3A.

YepHoapoOHO yBpeKAaHe

ITpy naumenTH ¢ xenarouenynapeH kapuuHom (HCC) ¢ Child-Pugh A win B (ieko A0 yMepeHo)
uyepHOAPOOHO YBpeXKAaHE CTOMHOCTHTE Ha €KCOO3MIMATa Ca CpaBHMMM M €A B TpaHHLMTE Ha
eKCIMO3HLMUTE, HaOmoJaBaHH IPH nauueHTH 6e3 yepHoapoOHO yBpexaane. GapmakoxuHeTHkata (PK)
Ha copadennt npu naupentH ¢ Child-Pugh A wnu B 6e3 HCC e nogobxa Ha PK nipu 3apasu 100poBonuy.
Hsma pnanuu npu naumeHtH ¢ Child-Pugh C (texko) uepHoupobHo yspexxgaHe. Copagpenud ce
CIIMMMHUPA TIPEIUMHO 4Ype3 YCpHHUA Apod U eKCMO3MUMATa MOXe Ja Obae noBWuIeHa IMPH TasH rpymna
NALHEHTH,

5.3 IlpeaxnERE4YHA JAHHH 32 6e300aCHOCT

[TpeaxnmuuyHuaT npodun Ha GezonacHocT Ha copadeHHO € OLEeHEH NMPHU MHLIKH, ILTBXOBE, KydeTa H
3AULIM.

[IpoyuBaHHATA 338 TOKCHYHOCT Pa3KpUBAT NPOMEHH (JereHepaLMOHHH H PEreHepalldoOHHH) B Pa3inHyHK
OpraHf NMpH €KCIO3MNIHA NO-HHACKA OT OYaKBaHaTa (B3 OCHOBa Ha cpaBHaBaHe Ha AUC).

Csiel MHOTOKPaTHO NPWIOKEHHE NPH MJIaAM M MOJAPAcTBAllM Ky4era ca HabnoaaBaHH e(peKkTH BEpPXY
KOCTHTE H 3B0HTE NpH NPHIOKEHHE Ha NMO-HUCKU A03U. IIpoMeHHTE C€ CBCTOAT BBB HEMPABHIHO
YIUThTHABaHE Ha (heMOpa/iHaTa pacTe)KHa IUI0YKa, XHIONETyIapeH KOCTEH MO3BK, HEMOCPeACTBEHO A0
YBpE/CHATA pacTeXHAa IUIOYKA M YBpeXnaHe Ha CcbcraBa Ha AeHTHHA. [logoOGHM edekTH He ca
Hab1r0aBaHH MPH BBE3PACTHH Ky4eTa.

[IposegeHa e cTaHaapTHa HNporpama oOT [POyYBaHMA BBPXY T€HOTOKCHYHOCTTa M Ca MONMYy4YeHH
NMONOXHTENIHH PE3yJITATH, KATO MOBHLIABAHE Ha Y€CTOTAaTa Ha CTPYKTYPHH XPOMO3OMHH adepaluu npu
in vitro xnerpuHa NUHHf OT O03adBMK (AHYHMK OT KUTANCKKH XaMCTep) 3a KIACTOMeHHOCT MpH
NpMCHECTBHETO Ha MeTabomuTHO akTuBHpaHe. CopadeHHd He € reHOTOKCHYEH B TecT Ha EAMC HnH B in
vivo MUKPOHYKJIEapeH TeCT NPH MHIIKH. EOWH MEXXOWHEH NMPOAYKT OT IPOU3BOACTBEHHA NPOUEC, KOHTO
NpHCEHECTBA B KpaifHaTa akTHBHa cybcTtaHumA (< 0,15 %), ¢ 61N nonoXUTENEH 38 MYTAT€HHOCT B in Vilro
GakTepHaTHO KNeThYHO H3cneasaHe (Ames test). OcBeH ToBa, MapTHaara copadeHHd, H3CNeaBaHa ChC
CTaHAAPTEH NFeHOTOKCHYEH TecT, BKnousa 0,34 % PAPE.

[lpu 2-rogMinHO MpOy4YBaHE 3a KAHLIEPOreHHOCT NMPH MHIUKKM € HMAaJIO CiTy4Yad Ha afCHOKapLIMHOM Ha
nebenoTo 4epBo, CBBP3AHH C TEXKKA XHUIEPIUIa3Ms ¥ BB3MANICHHE, a ITpH 2-TOAHIIHO TMPOY4YBAaHE 3a




EKCTIO3HLIMK TIPH XOpa TMpH NpenopbuuTeNHaTa no3a. Habmonasanure ciayuyaH ca Maako Ha Opoil H
KIIMHAYHOTO 3HAYCHHME Ha Te3H HaXOAKH € HEH3BECTHO.

He ca npoBeseHM crieLIKHYHH NMPOYYBaHUA cbe copadeHHb NpH )KUBOTHH, 3a /1a C€ OLICHH e(eKTa BbpXY
deprinmrera. Hexxenan eeKT BbPXY MBXKKHA Y JKEHCKU (PEPTHIMTET MOXKE ia C€ 04aKBa, Thil KATO NpH
NMpOYyYBAHHA 3a XPOHWYHA TOKCHYHOCT €A YCTAHOBEHH NPOMEHU B PENpPOMYKTHBHHTE OpPraHM Ha
’KUBOTHUTE OT ABaTa MOJa, NpH HO3MPOBKA MO-HMCKA OT KIHHHYHATa 1033 (BB3 ocHoBa Ha AUC).
TunuuHKTE NPOMEHH C€ CBCTOAT OT CUMIITOMHM Ha JiereHepauma 1 3abapsiHe Ha pa3BUTHETO HA TECTUCHTE,
eNUIMAMMa, NPOCTAaTa U CEMEHHHMTE KaHaT4eTa Ha IUTbXoBe. JKEHCKHTE IUTBXOBE NMOKA3BaT LiEHTpalHa
HEKpO3a Ha KOPITyC JIyTEYM U CIIMpaHe Ha Pa3BUTHETO HA QOTUKYIHTE Ha siyHunmTe. KyderaTa nokassar
TyOynapHa fereHepauus Ha TECTUCHUTE H ONTUIOCTIEPMHS.

Copadennd ¢ eMOPHOTOKCHYER M TEPaTOreHeH, KOraTo e npuara Ha IibXoBe # 3alLiM ¢ eKCNO3MIHs Ha
IO3H, MO~-HUCKHK OT KNHHWUHMTEe. HabmonapaHuTe eekr BKITIOMBAT HAMaJIsBaHE TEJICCHOTO TErMIO Ha
MalKaTa M IU1044, NOBHILEHA 4YecToTa Ha pe3opOuus Ha 3apoAMina M MOBHINEH Opoil Ha BBHIIHM H

OpraHHH MajIdOpaLyH.,

[IpoyuBaHHATA 3a OLEHKA HA PUCKA 33 OKOJTHATA Cpela [TOKa3Bat, 4e copageHHO TO3UWIAT HMa IOTeHIMAN
na 6bae ycToifuus, OHOAKyMyJIHpall H TOKCHYEH 33 OKOJIHata cpeaa. Mudopmalus 0THOCHO OLIEHKA Ha
pHCKA 3a OKOJIHaTa cpeaa ¢ HanuuHa B EPAR Ha To3H nekapcTBeH NpoayKT (BxK. To4Ka 6.6).

6. @®APMANEBTHYHM JAHHU

6.1 ChneEchk BEa DOMOIIHHTE BELIECTBA

Anpo Ha Tabnerkara:

Xunpomenosa 2910 (E464)
KpockapMmenosa Hatpuii (E468)
MukpokpucTanHa uemysno3a (E460)
Marumsues creapat (E470b)
Harpues naypwicyngar (E514)

OUIMOBO ITOKPHTHE:

Xunpomenosa 2910 (E464)
TuranoB auokeua (E 171)
Maxporon (E1521),

UepreH xene3eH okcua (E 172)

6.2 HechrBMECTHMOCTH
Henpunoxumo
6.3 Cpox Ha rogaocTt

3a anyMuHHH-OPA/Alw/PVC bnucTepw:
3 roOMHYU

3a anymuHui-PVC/PE/PVDC bauctepw:
3 roOUHH
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6.4 CoenmajBH YCNOBHA HA ChXpAHEHHE

3a arymMuHUH-OPA/Alw/PVC GnucTepH:
To3u nexapcTBeH MPOAYKT HE H3HCKBA CITEIHUANIHY YCIOBHA Ha CHXPaHCHHE.

3a anymunuid-PVC/PE/PVDC daucrepu:
Ila He ce cexpanaBa Haa 30 °C.

6.5 Buau chbaAbpXKaHHE HA ONAKOBKATA

Copadenud dapmacaitprc 200 mg punmupanu tabnerku ce npeparar B anyMuHnid-PVC/PE/PVDC Gnuctepn
no 28, 56 vwnu 112 Tabnerky.

Copadennt @apmacaitbic 200 mg ¢uiMmupanu TabneTkd ce npeanarat B amyMMHWR-PVC/PE/PVDC
nepdopupal enHonozon Gauctep (56 x 1) unum (112 x 1) Tabnerku.

Copadennt ®apmacaitbic 200 mg duiMHpanu Tabnerky ce npeanarar B amyMHHHA-OPA/Alu/PYVC dnucrepu no
60 Tabnerku.

6.6 CnenuanHH NpeANAIHH MEpPKH NPH HIXBLPJAHE A pafoTa
To3u nekapcTeeH mpomykr OM MOrsa Aa NpeAcTaBisBa MMOTCHLHAJIEH PHCK 3a OKOJIHATa cpeaa.

Hensnon3paHuaT NpoAYKT WIH OTNAABYHUTE MATEPHATH OT Hero TpsabBa aa ce U3XBBLPIIAT B CbOTBETCTBHE
C MECTHHTE H3HCKBAHHA.

7. NPHUTEXATEJI HA PASPEIUEHHUETO 3A YIIOTPEBA

PHARMASCIENCE INTERNATIONAL LIMITED

1, Lampousas Street, 10935,

Nicosia,

Kunsp

8. HOMEP HA PABPEIIEHHUETO 3A YIIOTPEBA
Per. Ne 20200229

9. JATA HA ITBPBO PAZPEHIABAHE/MIOAHOBABAHE HA PA3ZPEINEHUETO 3A YIIOTPEBA

Jara Ha mppBO paspewasate: 30 Hoemepu 2020 .
TlaTa Ha nocnegHo nmogHoBABaKe: 13 roHH 2025 1,

10. JATA HA AKTYAJIM3IHNPAHE HA TEKCTA

12/2025
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