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1. THPFOBCKO HAMMEHOBABYIE HA IIPOXYKTA 168 7 /Zﬁ 10.05) W .

Tarceva 100 mg film-coated tablets
Tapuesa 100 Mr GuamMupan TabreTkH

2. KAYECTBEH M KOJIHYECTBEH CHCTAB

Tarceva 100 mg
Epna ¢unvnapana Tabnetka ceippra 100 mg erlotinib (mox dopmara na erlotinib hydrochloride).

3a NOMOLIHHATE BeleCcTBa, BIDK pasgein 6.1,

3. JEKAPCTBEHA ®OPMA

®unaMHpany TabNeTKH
Benu 70 KbATEHHKABH, KPBIUH, HEORHO H3NEKHANK Tabnerxu ¢ Hagnue “Tarceva 100° 1 foro,
OTIEYATAHH B CUBO OT €IHATA CTpaHa.

4. KIMHHYHEWA JAHHW
4.1 TepaneBTHIHH NOKAZAHNS

Tarceva e ni0ka3aH 32 JICYSHHE HA NAHHEHTH C JIOKaIHO HanpeHAl HIH METacTasHpan
HenipeDHOKNEeTHUEH pak Ha Denure Apo0oBe clieq Heyclex Ha INOHEe efHa cXeMa Ha
XHMHOTEPANCBTAYHO JIEHEHHE Npefy TOBA.

Koraro ce npeanucsa Tarceva, Tp6Ba Aa ce B3eMarT HpeABHA QakTopuTe, CEEP3aHH C
NPORBIDKUTECAHATa HPCXKHBACMOCT.

He e ycranoBeHa 1oisa 110 OTHOIGHYE Ha NPEKUBAEMOCTTA HIIH JPYFH KIMHHUECKH 3HAYHMH
‘edextu Ha sredenueTo npy nanuent! ¢ EGFR- oTpHIaTenHy TyMOpH (BIX paszen 5.1).

4.2 Jo30poBK2 H METO/ HA APIIIOKEHHE

Jeuenuero ¢ Tarceva TpA6Ba a 6bAe HaOMORARAHO OT NEKap ¢ ONAT B IIPHAMKEHHUETO HA
MPOTHBOPAKOBa Tepanus.

IIpenmopsubanaTa fHeBHa A03a Ha Tarceva e 150 mg, fipHera Hall-ManKko eul 9ac NPSAM HIH ABA
yaa ciel MoeMaHe Ha XpaHa.
Korato e HeoOxouM0 KOpHTHpaHe Ha 103aT1a, TA ¢ HaMallsea ¢ 1o 50 mg (Bik pasnen 4.4).
Tarceva TabneTky ce NPON3BEKIAT C KOJMYECTBO HA AKTHBHOTO Bemectro 25 mg, 100 mg u

i50 mg.

EpHOBpeMeHHOTO NpHilokeHne Ha cyberpath Ha CYP3 A4 K MORYNaTOpH MOXKE Ja HAIT0XKH
KOpHTHpaHe Ha Jo3aTa (BIDK pasfen 4.5).

Yepronpobuo yepeknane: Erlotinib ce exmmuAMpa gpes deproapoben MeTabonu3sM i OUIHapHa
exckpenus. bezonacuoctra H edexTHRHOCTTA Ha erlotinib npu nanueR Ty ¢ YepHOAPoOHO
yBpexase He ca u3cnensand. [lopaau ToBa NpUIOKEHHETO Ha Tarceva NpH NalHeHTH ©




JepHOApobHO yBpeXkAane TpaOBa Ja cTapa BHUMaTenHo. Yiotpebara na Tarceva npu 6onay ¢
TEKKO YepHOAPOOHO yBpEXaHe He c¢ NpenopbyBa (BIUK pasien 5.2).

bebpeuno yBpexnane: Besonackoctra u edexkTuBHOCTT Ha erlotinib npu nauuentH ¢ 656peuso
'yBpexpane (cepyMeH KpeaTHHuH >1.5 WbTH Hajl ropHata FPaHHNA Ha HOpMaTa) He ca
u3cneasany. Bu3 ocHOBa Ha JannuTe OT GapMaKOKHHETHYHHTE HPOyUBaHHS H3[MEKAA HAMa
HYX/2 OT KOPHTHpaKe Ha 032Ta IpH MalyeHTH ¢ JEK 1o yMepeHo OpOpeuHo yBpexaane (BHxK
pasgen 5.2). Ynorpebara Ha Tarceva npu 601HH ¢ Te)xko OB0PEYHO YBpEXKAAHE He Ce
HpenopbYBa.

Ynotpeba npu fena: besonacHoctTa U edekTHBHOCTTA Ha erlotinib npu nanuenty nox 18-
rojuiliga BR3pacT He ca u3cneananu. Ynorpebara Ha Tarceva nipu jena se ce Ipenopbsysa.

4.3 IlpoTrnBONOKA3AHIA
TexKka CBpBXUYBCTBHTENRHOCT KkbM erlotinib Hny koM HAKOE OT TOMOLIHHTE BeIECTRa,
44" Crenuainn NPeLyNPEICHns i CUeIAaIHH IPEAIa3HA MEPKH NpPH yHoTpe6a

Momzu negyxropn Ha CYP3A4 Moxe Aa Hamansr edekTHBHOCTTa Ha erlotinib, a MomBk
nuxuburopn 5a CYP3A4 Moxe A2 npeAu3BHKaT IOBHIIGHA TOKCHYHOCT. EQHOBpEMEHHOTO

.JleYeHHe ¢ TO3H THII JISKAPCTBEHH CPeNCTBa TpAOBa fa ce n3bArea (pux pasuen 4.5).
[Mymaupre Tpsa6sa Aa ce NOCHBETBAT Ja CIPAT Aa NYHIAT, Thil KATO MIA3MEHUTE KOHIEHTPaNu
MOZKE Jia ca HamaneHH (BIk pasnen 4.5).

HMa He yecTH CHOOIIEHMS 32 CHydaH Ha HHTepcTHHMANHO Oenonpotno sabonasane (HB3),
BKII}OUHTEIHO C JieTaleH H3X0[, IIpH HalueHTH, ToNyyaBann Tarceva 3a seyeHve Ha
HefApebHOKIeTRYUeH Oenoapoben pax (HAKEP) iy Apyri HanpenHany COMULHE TyMOopH. 1o
BpeMe Ha NUACTHOTC npoyusase BR.21 va HIKEP wectoTara wa HIB3 (0.8 %) e Omna cpinata
KaKTo B rpynuTe ¢ nnanebo u Tarceva. O0IaTa yecToTa PH NALMEHTHTE, fleKyBaHH ¢ Tarceva,
-BbB BCHUKH HM3CIIEABAHNA (BKIIOYHTENHC HEKOHTPOIHPAHY IPOYIBAHNA ¥ H3CHSABAHMS C
EIHOBPEMEHHO TIPUITOKEHNE HA XHMHOTepani) ¢ npubnusutento 0.6 % B cpasuenne ¢ 0.2 %
npu bonnste ¢ mianedo. CroduleHnTe IHArHO3H NpH NAMUEHTH ¢ Nogospenue 3a B3 sriurodsar
THEBMOHMT, HHTEPCTHIUANHA NHEBMOHMS, HETEPCTHIMANHO GellofpobHo 3abonasane,
obmurepupain 6porxuonut, Genogpobua (pubdposa, CHEAPOM Ha OCTHD PECHHPATOPEH JHCTPEC
(ARDS) n GesonpobHa nEGuITpanns. YecTH ca 3aMBIIABAINATE WM YTEKHABANHTE HakTopH
KaTO €HOBPeMEHHA HIIH NpEfjiecTRBaINa XMMMOTepanus, NpeALIecTBALD IFUSeYene,
IpeRLIeCTBAI0 NAPEHXIMATo3HOo Genonpobio 3a0onaBane, MeTacTarnyHo GenoapobHo
saboasane wiy OenospoCHE HHGEKIMH.

TMpu manpesTy, KOMTO Pa3BHAT OCTPHM HOBH H/HAH HpPOTpecHpalu# HeoOscHUME Oenogpobrn
CHMIITOMH KAaTO JHCITHEd, Kalnua u pedpunurer, nevennero ¢ Tarceva Tpabea fa ce
OpeyCTaHOBH J0 H3SCHABAHE Ha AHArHo3aTa. Ako ce FHarHocTAnHpa WEB3, revennero ¢ Tarceva
Tps6ba Ka ce clpe H, NPH HeoOXOHMOCT, Jia Ce 3allodHe NOAXONAIYa Tepanua (B pazgern 4.8).

JluapHa ce e nosBUIa Npu NpuGausnTenHo 50% oT nanuesTHTE, NekyBanH ¢ Tarceva. YMepeHa
WM TexKa Juapus Tpa0Ba Aa ce Jekysa Hamp. ¢ loperamide. B Bsikon cnyuan moxe 1a e
Beo0x0/MMO HaMalspaHe Ha Jo3ara. [1o BpeMe Ha KIHHAYHUTE U3NHTBAHHS JO3HTE ca
"HaMairiBanH ¢ 1o 50 mg. He ¢ uacnepsano HaMangBaHe Ha [03ara ¢ 1o 25 mg. B ciry4ail Ha
TeKKa IEpCUCTHpAIa AHapHi, TajeHe, AHOPEKCHs FIH IIOBPEINAHE, CBLP3aHH ¢




neverueto ¢ Tarceva TpsabBa Jla ce IpeyCTaloBy 1 Ja ce HpelpHeMaT NoAXOASLIH MEPKH 3a
NeveHNe Ha AeXHApaTauaTa (Bix pasien 4.8).

TabnerkuTte CHABPHKAT NaKT03a ¥ He TpAOBa Aa ce TIpHIaraT NpH BanyeHTH ¢ PeIKHTe
HacHe/IcTBeHH 3a00/MABaHAsA ¢ HEMOHOCHMOCT KbM Tanakrosa, fakTasHa HemocTaTh4HoCT Ha Lapp
iy ManabcopOIus Ha TIIOK03a-TanakTos3a.

Erlotinib ce xapaxTepusnpa ¢ HaManeHHe Ha pastBopuMocTTa HpH pH Hap 5. EdexTeT Ha
aNTHAIHAHNTE CPeNCTBA, MHXHOUTOPHTE HA IPOTOHHATA noMna M H2 aHTATOHHCTUTE BHPXY
pesopOiuaTa Ha erlotinib He ca w3cnenBany, HO pe3opOiMATa MOXKE Ia (bIe BIOIIEH, KOETO Aa
JIOBelie A0 IO-HUCKH IUTasMenn Hupa. TpaGea Ja ce BHHMABA, KOTATO TE3H JEKAPCTBEHH
"npoaykTH ce koMbunHpar ¢ erlotinib.

4.5 BaaumopeiicrBHA € ZPYTH JeKapCTESHH NPORYKTH H APYTH GOpMHE Ha
B3amMopgeiicTBHEe

Erlotinib e Momen unxuburop Ha CYP1A1 u ymepen uuxubutop va CYP3A4 u CYP2CS, kakro
¥ MOIUEH MHXHOUTOP Ha IIIOKYpoHH3Kpanero ¢ momontta va UGT1A1 in vitro.
DH3HONOTHIHOTO 3HadeHHe Ha MOMIHOTO HExHOupane Ha CYP1A] ¢ Heu3BecTHO IOPaAH MHOIO
orpanuyeHara excrpeckHd Ha CYPI A1 B uoBelIkHTE THKaHH.

Eexrure Ha unxubutopute Ha CYP1A2 BBpxy dapmaxokyHeTHKaTa Ha erlotinib He ca
H3CHeBaKM 1 TpsOBa Ja ce BHUMAaBa, KOT2To Te3H HEXHOHTOpH ce koMGuHupar ¢ erlotinib.

Hocera He ca NpOBEKHAHH KIHHIYHN OPOYUBaHKA Ha B3auMolelcTBrATa CbC cyOCTpar Ha
CYP3A4. B3 ocHOBa Ha JAHHH in Vifro, kombukupanero Ha erlotinib cee cybeTpars Ha
CYP3A4 TpaGsa Az ce WIBLPLIBA BHEMATENHO. AKO Ce CUHTa, 9€ Takapa KoMOMHalHs e
neobxoAuMa, TpAOBa fia Ce NpOBEXAa BHUMATENHO KIMHKYHO MoruTOopHpane. Io Bpeme na
_KIHHWYHOTO M3NHTBAHE HE € JI0Ka3aHo §10BINgBaHe Ha dapMakoKuHeTnKaTa Ha paclitaxel,
cybcrpar Ha CYP3A4/2C8, npu epnospeMeHHO npaRoxeHHe ¢ erlotinib .

WHxuOupanero Ha NIIOKYPOHU3HPAHETO MOXKE Jia JOBENE IO B3aHMONEHCTRHSA C ISKAPCTBEHN
HPOXYKTH, kouto ca cyberpark Ha UGT1AL 1 xouto ce eNHMHHEPAT M3KIIIOYATENHO 110 TO3H
IbT. ITauEeHTH ¢ HUCKO HHBO Ha exclIpecha Ha UGT1A] unu ¢ reHeTHUHH HapyUIeHHa Ha
rmoKypodnsipaseto (Hanp. 6onect Ha Gilbert) Mojxe [a MOKaXKaT HOBUIIEHH CEPYMHH
KOHIEHTpalH Ha GiHpyOHH M TpaGRa #a ce JeKyBaT BHHMATEIHO.

.Erlotinib ce meTabonusupa B yepHua Apod OT YePHOAPOOHHTE IHTOXPOMH IIPH YOBEKA,
npegumuo CYP3A4 n B no-manka crenen or CYP1A2. ExcTpaxenatanHusT MeTabONH3EM C
nomomrta na CYP3A4 B uepBara, CYP1Al B 6emute npobope, 1 CYP1B1 B TyMOpHaTa TEKaH
CBI0 MOXKE MOTEHIIHAIHO A2 JonpuHece 3a MeTa0oMATHOTO OTCTpaHARaHe Ha erlotinib. Moxe ma
BE3HVKHAT IOTEHIHANNH B3aHMOAeCTRAL ¢ JIeKapCTBERUTE BEILECTRA, KOHTO c& MeTaboH3HpaT
OT Te3H SH3HMH, M €4 TeXHH HHXUOWIOpH MIH HHAYKTODH. :

MomguTe naxuburopy Ha aktupaOoCTTa Ha CYP3A4 Hamanssar Metaboiisma Ha erlotinib 1
yBeNHYaBaT [IIa3MeHuTe My KoHUenTpauuy. I1o BpeMe Ha KIMHHYHOTO H3ITUTBAHE
.eJHOBPEMEHHOTO NpuiioskeHne Ha erlotinib ¢ ketoconazole (200 mg queBHO HEpopanHo B
HpojBHXKeHHe Ha 5 OHH), MoilleH HuxnOuTop Ha CYP3A4, € RoBelo [0 IOBHINABAYE Ha
excro3uuuara Ha erlotinib (86% xHa AUC u 69% Ha C,). ITopaay Topa TpadBsa Aa ce BHHMaBa,
xoraro erlotinib ce xoMGunupa ¢ MomeH nExudbuTOp Ha CYP3A4, Hanp. a30J10BH aHTHMHMKOTHIH
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clarithromycin. Axo e reobxoanMo, To3ata Ha erlotinib Tpabra na ce Hamany, ocobeno npu
NOsBA Ha TOKCHYHOCT.

MomnnTe HHEyKTOpH Ha akTHBHOCTT2 Ha CYP3A4 3acuneat metabonusma Ha erlotinib u
3HaYHMO HaMaA1BaT Ila3sMeHKTEe My KoHHeHTpanus. Ilo BpeMe Ha KITMHUYHOTO H3NHTRBAHE
€HOBPEMEHHOTO NpHiokeHne Ha erlotinib u rifampicin (600 mg nepopaiHo BeAYE:K THEBHO B
NpOARMKEHHe HA 7 JHHM), MOIIHH HERykTopu Ha CYP3A4, e noseno no 69 % HaMmanenune Ha
.cpeanata AUC na erlotinib. KnuarynoTo 3uayenye Ha ToBa HabnioIeHKE He € SCHO, HO
e(heKTHBHOCTTa MOXKe Na Oblle HaManena. Hamanena eKcrosumus Moxe Aa ce Habnoaasa i ¢
JPYTH HHAYKTOPH, Hanp. phenytoin, carbamazepine, 6apOuTypaTH HIH BT KAaHTAPHOH
(Hlypericum perforatum). KombGyHHpaHeTO Ha TE3H JEeKapCTBEHH Bemectsa ¢ erlotinib Tpabea aa
cTaRa NpeAnasnuBo. Korato e Bu3MoxHO, Tpa0Ba fa ce HMa NpeXBUA aNTepHATHBHO JieueHrie 6e3
MOI[Ha HHOYHpailia aKTHBHOCT 0 oTHoilleHHe Ha CYP3 A4,

1o BpeMe Ha KIMHHYHHTE H3NUTBAHHA MMa CHO0LISHHA 3a IOBUINeHAe Ha International
Normalized Ratio (INR) u ¢s0HTHS ¢ KBpEeHe, BIIIOYHTEHO KbPBEHE 0T CTOMALIHO-UPEBHIS
-TP&KT, HAKOU OT KOUTO ca OHAH CBBP3aHH ¢ eIHOBpeMeHHO Npuioxenne na warfarin (Biox
paszgen 4.8), a HAKoH ¢ egHoBpeMeHHa yriorpeda Ha HCIIBC, Maunenrure, npuemaniy warfarin
WK APYI'M aHTHKOAryaaHTH - KyMapHHOBH HPOH3BOAHH, TPAGBA Aa ce NPOCHEAABAT PeAOBHO 32
HpoMeHH B npoTpoMOuroBoTO BpeMe mirH INR.

B13 0CHOB2 Ha pe3yNTaTHTE OT NOMYNANMOHHOTO (apMAaKOKHHETHYHO M3CHEBaHe, TallHEHTHTE,
KOWTO HPOABIKARAT JIa HylliaT, TpA0Ea Aa ce HACHPHAT Ja IPEyCTAHOBAT MYLISHETO N0 BpeMe Ha
npueMa ka Tarceva, Thil KaTo B IPOTHBEH Cilydail MiIa3MEeHATE KOHLSHTPAIUH MOKeE Ja e
HaMallsiT.

"Erlotinib e cybcrpar Ha P-riukonpoTenna, NpeHOCHTEN Ha AKTHBHHU BellecTBa. EHOBPEMEHHOTO
NpHNOXKeHue Ha HHXuOuTopH Ha Pgp, Hanp. cyclosporine 1 verapamil, Moxe xa lioege A0
HpOMEHH B pasupeNeieHASTO W/HIIH pOMEHeHo enuMUHHpane Ha erlotinib. [locneacTersra Ha
TOBa BRapMoeiicTBue Hanp. 3a tokcHuHocTTa Ha LIHC He ca yeranosexn. TpsOBa aa ce BHUMaBa
B TAKABA CHTYALHH,

Erlotinib ce xapaxrepnaupa ¢ HamaleHue Ha pa3TBopuMocTTa npu pH Han 5. Edexrst Ha
aHTHANMAHTE, MHXUOHTOpHTE Ha NpoToHHaTa nomna 1 H2 aHTaronncTrte BepXy pesopOluaTa Ha
erlotinib He e uzcnensan, HO pe30pdUUATa MOXKE A € BIOMEHs, KOSTO MOXe Jla AoBele 0 1o~
"HACKHM NnaszMenu Husa. TpaOra fa ce BHHMABa, KOTATO TE3H JIEKAPCTREHH IPOKYKTH Ce
xoMOHHHApaT c erlotinib.

4.6 Bpemennoct i KLpMeHe

Hama npoyusanus Bepxy OpeMeHHM jxeHH, u3noiszeanmy erlotinib. Viscnensanmnara npy NBOTHH
ca NOKa3afy M3BECTHA PENpPOYKTHBHA TOKCHYHOCT (BiK pasnen 5.3). [ToreHnHanuuaT pHck 3a
xopara € HeuspecteH. JKenu B Jerepoana BL3pacT Tp0Ba Ja ce cpBeTBar Jia H3lbarear
_bpemenHocT, noxaro ce Aekyear ¢ Tarceva. ITo BpeMe Ha neueHnero M Hal-ManKo 2 CEIMMIU
CIIEA 3aBbpLIBaHETO MY TPA0Ba A2 Ce H3MON3RaT afeKBaTHH KOHTPalleITHBHY METOAN.
JeuenuseTo Ha fpeMeRHH xeHu TpA0Ra Az TPOILIDKH CaMo ako MOTEHIHATHATA [Io32 32
MaliKxara HanXBEpPIA PHCKa 33 INIOTA.

He ¢ m3Bectao manu erlotinib ce excxkperypa ¢ KspMata BpH Yopeka. Ilopaiy noTennyanHara
BpEAia 32 KbpMageTo, Malikute TpAOBa Jia ce MOCHBETBAT Ja He KhpPMAT, JOKATo npHeMar Tarceva.

4.7 Edexrn pupxy conocofHoeTTa 3a modrpane H paGora ¢ MallHHK




He ca npoBex/aHH U3CIefBanys Ha epeKTHTE BEPXY ClI0COGHOCTTA 3a mogupate 1 paboTa ¢
MalHHH; TPANOXKEHHETO Ha erlotinib obate He ce ¢BEP3Ba ¢ YEpEkKIaHe Ha ICHXHYECKHTE
CNocOOHCCTH,

‘4.8 Hexenann edexrn

Hali yecto crobuiapanuTe Hexemany NekapeTreHH peakiy (HIIP) ca 6Gunui o6pus (75 %) 1
nuapus (54 %). Iopedero ca 6unH ¢ TexecT OF crenel 1/2 ¥ ca oT3By4aBanu 6e3 HONEBIHUTENHA
nameca. OOpHBH H J¥apHsA OT CTeleH 3/4 ca HabmoNaBauu pH choTeeTHO 9 % 1 6 % OT
MAMEHTHTE, JEKYBaHH ¢ Tarceva, kaTo ca JICBeNH JO IPEYCTAHOBSIBAHE HA YUACTHETO B
KIMHUYHOTO u3nuTBaHe Ha 1 % oT mauuenTHTe. HamasipaHe Ha no3ata nopags oOpHE My
JHApHA € € HaAoKuIo np# 6 % 1 1 % OT NALMEHTHTE CHOTBETHO. B KAHHHYIHO U3NHTBAHE
BR.21 cpegroTo BpeMe A0 Ha4anoTo Ha oOpuba e Ouno 8 M, a O Ha4aNoTO HA FUApPHATA -
12 gau.

HexenannuTe cpOUTHA, BE3HAKHANH 110-4ecTO (>3 %) npH nauuerTy, aekysany ¢ Tarceva, B
cpaBHienye ¢ rpynara ¢ mianebo 1o BpemMe Ha MUIOTHOTO Npoyysane BR.21, 1 npy HaH-Marnko
10 % ot mauuenTHTE B rpynata ¢ Tarceva, ca o0obmenH cnopen obImuTe KpHTEPHH 34
TokcH4HOCT Ha Hanuosanuua pakos ugetaryT (NCI-CTC) B Tabnuna 1. '

Tabnuna 1: Mmuoro secta HIIP no speMe Ha KiMHIN9HOTO H3KHTRane BR.21
Erlotinib IInaneGo
N =485 N=242
Crenen no NCI-CTC Qodme 3 4 O6mo 3 4
TipeanosirTan Tepyviii o MedDRA % % % %o % %
O6wo nanuertr ¢ HC 99 40 22 96 36 22
Hupexyuu u onapasumasgane
HMudexima 24 4 0 15 2 0
Memabonuzom u xpanumenny
HapyueHus
AHopekcus 52 8 i 38 5 <1
Hapyuienus na ouume _
KoHIOHKTHBUT 12 <1 0 2 <1 0
Cyx KepaToKOHIOHKTHBHT 12 0 0 3 0 0

Pecnupamopny, moparannu u
‘| Meduacmunanny napyuenus

Jucnnes 4] 17 11 35 15 11
Kanmauna 33 4 0 29 2 0

CmoMauno-4pesnit HApYUens

Huapus 54 6 <1
Tanene 33 3 0
Hosprinane 23 2 <i
Cromatut 17 <1 0

KopemHa Gonixa 11 2 <1




Erlotinib Hnaneio
N =485 N =242
.| Crenen no NCI-CTC Q6o 3 4 Qoo 3 4
IipepnounTan Teprtin mo MedDRA % % % % % %
Hapywienus na xoxcama v
ROOKOJICHONA NMbKaH
O6pus 75 8 <] 17 0. 0
Csupbex 13 <1 0 5 0 0
Cyxa xoxa 12 0 0 4 0 0
| O6uyu napywmenus u napywenus na '
MACHMOMO HA NPURONCEHUE
Ywmopa 52 14 4 45 16 4

Jpyru sabaomenns;

IepBUYHATA NONYNAIHA 32 H3cHeaBaHe Ha 0e30MACHOCTTa € ONpeReicHa KaTo 759 MalHeHTH,
ASKYBaHH ¢ MOHOTepanys ¢ J03a ot Haili-Manko 150 mg Tarceva no BpeMe Ha KITHHIYHO
manuteane Gasza I BR.21, xnuuayno HanuTeade ¢asza 11 A248-1007, 1 TpH KIHHASHM
-usnATBaHuA ¢asa II ¢ momymanusa ¢ npyru 3aGonseanns ocsed HAKEP: 248-101 (pak Ha
saiturmyTe), A248-1003 (pax Ha riasata u musta), OSI2288g (MeracTasupai pak Ha repjaTa) U
242 garyenTH, KOMTO ¢4 IOIYYaBaid mianedo B KMHNIHO u3nuteage BR.21. Cnennunte yectd u
HEYeCTH HEeXKeNaHy peakiyy ca HabMonaBaHH [Py MalHEHTH, IT0ydaBail MOHOTEpamys ¢
Tarceva KaTo IGPBHYHA TIONYIAlHA 32 H3cnegBaHe Ha Oe3011aCHOCTTa.

Crnepinure TEpMUEN ca H3TION3BaHM 3a CTENCHYBAHE Ha HeskelaHuaTe eeKTH [0 4ecToTa: MHOTO
gectd (>1/10); uectn (>1/100, <1/10); newectn(>1/1,000, <1/100); penxw (>1/10,000, <1/1000);
MEOro peakd (<1/10,000), BKIFMITENRO OTASIHY CHOOIUEHHS.

Cmomaiuno-4pesiu HApYIenua.

Hecmu: KE®pBeHe 0T CTOMALIHO-4PEBHEAS TPAKT. 110 Bpeme Ha KIHHIYHUTE
H3NMTBAHUS HAKOH CTy4an ca OHIM CBLpP3aHH C eNHOBPEMEHHO NPHIOXKEHAS
Ha warfarin (swk pasaexn 4.5), a HIKOH ¢ eIHOBpeMeHHa ynorpeba Ha
HCIIBC. '

Xenamo-0unuapHu HaOpywenus:
Yecmu: OTIIOHEHNs B YepHOHPoOHNTE (PYHKIMOHANAM TECTOBE (BKIFOYUTENHO
' nosUNIcHa ananuy aMunorpancdepasa [ALT], acnaprar aMpHoTpanchepasa
[AST], Ounupybun). Te ca G1IH NpeIHMHO JIEKH HIIM YMEPEHH II0 TEKECT,
HPEeXOIHM HIH CBBP3aHH C 4epHOAPOOHH MeTacTasH.

Ounu Hapyuienua: ]

Yeomu: Keparut. Crobmiasa ce efin OTHSAEH Clydai Ha HalHenT, HOoIy4asan
Tarceva eAHOBPEMEHHO ¢ XHMHOTEPAIIHA, KaTo YCIOKHEHHE ¢ KOJKHO-
JHTaBHYHO Bh3NaATCHHE.

Pecnupamopuy, mopaxannuu 1 MedUacmunaIny HAPYWERUS!




Hevecmu: CepuosHo naTepcTanuanyo 6enonpobuo 3abomipane (HE3), BRIIOYHTENHO C
neTaneH H3XoJ, IIpH ManHeHTH, nony4yasain Tarceva 3a nevenue na HI[KBP
HIIH XPYTH HanpeAHaNy CONHAHN TyMopH (BIoK paspaen 4.4).

4.9 Hpenosupase

Enuupunu nepopanuu nosu Tarceva no 1000 mg erlotinib npu 3apasy vuausman 1 go 1600 mg
1ipu 60THM OT pak ca ce NoHacAIK Jobpe. MHOTOKPATHO HpHAoKeHHe Ha Jo3H 1o 200 mg nsa
II5TH AHEBHO HPH 3/[paBH HHIHMBHIH ca ¢e MOHACAAH 3]Ie CaMOo Clie)] HAKOIKO JHH Ha
‘npunoxenne. Br3 ocHOBa Ha JaHHHTe OT Te3W H3CASEBAHHAL, DU NIPUIOXKEHHE Ha NPOXYKTa B
J03H MO-BHCOKH OT NpenopbuBaHuTe 150 mg Moxke a BE3HUKHAT TEXKKH HEXENaHH ChOHTHA
KaTo Auapus, oOpHB i BEPOATHO HOBHILEHA AKTABHOCT Ha YePHOAPOOHKTE aMHHOTpasCHepasH .
ITpu nozo3peHne 3a mpeno3npaKe, iedennero ¢ Tarceva TpabBa Ja ce NPEyCTaHOBH U JA ce
3al0YHe CHMITTOMATHYHO JeveHue,

. 5. ©®APMAKOJIOTHYHH CBOMCTBA
‘5.1 ®apMakoaHHAMHYHH CBoiicTBa
®apMakoTepaneBTHYHA IpyNa: aHTHHeoNnacThuHo cpenctso, ATC kox: LO1XX34

Erlotinib e auxnOATOp Ha THPO3KH KNHA3aTa HA PELIENTOPA Ha eNHIEPMaNHus PACTEXeH
daxrop/doBemxus penenTop Ha enuaepManaus pacrexen dakrop tun 1 (EGFR, m3pecten 1
karo HER1). Erlotinib Mompo unxubupa untpanenyirapsoro docdoprmipane Ha EGFR. EGFR
€€ eKCTIpecHpa BEPXY KIeTHHHATAa MOBBPXHOCT Ha HOPMANHUTE H PAaKOBHTE KIETKH, B
_HEKJTHHHYHE MOJENH HHXuGnpaneTo Ha docdotuposuna Ha EGFR Boau 1o xaeTsyHa CTa3a
H/HAH CMBPT.

HenpebHnoksersueH 6Genonpofen pax (HIIKEP):

EdextaBroctTa 1 GeflontackoctTa Ha Tarceva ¢a JOKa3aHH ¢ €HO PaHOMH3HPAHO, ABOHHO~
CIISIO, HNaneG0-KORTPONUPaHO KNNEHYHO HanATsane (BR.21), sppxy 731 nalueArH ¢ JOKATHO
nanpeguan wii metactasupan HIIKBP cnex seycnex Ha oHe efta cXeMa Ha XHMHOTEparnis.
IManuenTure ca 6K pasRoMusdpany 2:1 ga noayyasar repopanno Tarceva 150 mg unu

' .1ianebo BepHEK AHeBHO. KpalinHte TOUKH HA KIHHAYHOTO H3IMATBAHE Ca BKIIOYBAIM 001Ha
NPEeXKUBASMOCT, IpexkuBaeMocT Oe3 Nporpecupande Ha 3a0ongradero (TIGIT), cTeneH Ha OTTOROP,
HPOABNKHTENHOCT Ha OTTOROPA, BpeMe JI0 BIIOIABAHE Ha CHMITOMHTE, CBBP3aHH C
Benoapobuua pak (kauuiiia, AuCHes u Gonka), u GezonacHoct. ITperuHara Kpatina Touka €
NPEKUBAEMOCTTA,

HeMorpadckure XapaKTepHCTHKY ca A06pe GallaHCHpaHK MeXXAy ABETe MPYNH Ha IeYeHHe,
Oxo:10 z1Be TPeTH OT HALMEHTHTE Ca GHITH MEXKE B BPHONHAHTENHO eHa TPeTa ca HMAH B
Hawanoto cratyc Ha ECOG 2, a 9 % ca umany Ha H3X0JHO HHBO cratye Ha ECOG 3. Hesetaecer
-H TPH TIpoueHTa i 92 % OT BCHHKY IMaHHEHTH B rpynute ¢ Tarceva i mnanebo ch0TBETHO, ¢2
JEKYBaHH Gpe/iH TOBA ChC CXEMA Ha Aedeie, ChIbPKaia INIATAHA, 2 CROTEETHO 36 % 1 37 % ot
BCHYKH HaiHEHTH €A HOJYYHIH NPeIA TOBA TEPAliuA € TaKCaH.

CTaHgapTH3HpaHuAT prckoB koednnuent (HR) no orsomenne Ha cMBPT B rpynara ¢ Tarceva B
cpaBHeHHe ¢ rpynara ¢ mnanedo e 0.73 (95 % CI, 0.60 xo 0.87) (p = 0.001). IlpouesTsT Ha
FHMBHTE MaluentH B Mecer] 12 e 31.2 % u 21.5 %, 3a rpymara ¢ Tarceva i 1 £THO.




Cpennata o0ma npexxunsiemoct ¢ 6.7 Mecena B rpynarta ¢ Tarceva (95 % CI, 5.5 go 7.8 mecena) B
cpaerenHe ¢ 4.7 Mecena B Tpynara ¢ wianebo (95 % CI, 4.1 no 6.3 mecena).

EdextsT no otHoOmeHKHe Ha 00IaTa IPEXXHBASMOCT € H3CTeABaH MPY PasiHMHE CyONOmyaauy
nanueHTH. EdextsT Ha Tarceva Bepxy o0MIaTa pexkuBIeMocT ¢ Nofo0eH NpH MauHeHTHTE C
usxogeH cratyc (ECOG) or 2-3 (HR =0.77, CI 0.6-1.0) uynu 0-1 (HR = 0.73, 0.6-0.9), mpxe
((HR =0.76, CI 0.6-0.9) wunt xexin (HR = 0.80, CI 0.6-1.1), nanuenTn < 65-rogniiya Bp3pact
-(HR = 0.75, CI 0.6-0.9) rutn no-u3pactuu nauuents (HR = 0.79, CI 0.6-1.0), nauuenTn ¢ eina
npeAecTBama cxema Ha nedenne (HR =0.76, CI 0.6-1.0) mmu ¢ noeeue ot egHa
npeaulecTsamy cxemu Ha nedenne (HR = 0.75, Cl 0.6-1.0), nanuentu ot OsnaTa paca

(HR =0.79, CI 0.6-1.0) wmy aswatiu (HR = 0.61, 0.4-1.0), nanueHTs ¢ aNeHOKAPIIHHOM

(HR =0.71, CI 0.6-0.9) unu ckraMo3nokneThueH kapiudoM (HR = 0.67, CI 0.5-0.9), no ye u npu
HAUHeHTH ¢ APYTH XucToaornyHy Haxonku (HR. 1.04, CI 0.7-1.5), naumenTH B crapuii IV na
3a00NABaHeTO B MOMEHTA Ha JuarHocTanapanero My (HR = 0.92, CI 0.7-1.2) nnu saGongpane
< ctannit I'V B MomenTa na muardocranupanero My (HR = 0.65, 0.5-0.8). [TauueHTHTE, KONATO
HEKOTa HE ¢a NYIMHMITH, ¢a NOTYUHIM MHOIO NO-TONsMa IoN3a 0T AedeH#eTo ¢ erlotinib (HR Ha
-mpexuBieMoct= 0.42, CI 0.28-0.64) B cparHenne ¢ HacTosuia wmi 6upimy nymayu (HR = 0.87,
C10.71-1.05).

Ilpu 45 % ot namHeHTHTE ¢ H3BECTEH CTaTyc Ha excnpecns Ha EGFR puckoBraT koethunuenT e
0.68 (CI 0.49-0.94) npu nanpentute ¢ EGFR-nonoxurenay tymopH  0.93 (CI 0.63-1.36) npu
namuenTHTe ¢ EGFR-otpunarennu tymopu (onpexeneny upes JHC npu msnomssage na EGFR
pharmDx kit, karo 3a EGFR-oTpHIaTeHy ce ONMpelefsT TyMOpH ¢ 1ox 10% onsereHH TYMOPHH
xnerxu). Iipu ocTaHamute 55 % OT HAUBEHTHTE ¢ HeM3BeCTeH cTaTyc Ha excripecus Ha EGFR
packoeuaT koeduupenrt e 0.77 (CI 0.61-0.98). .

Cpennata I1BI1 e 9.7 cenqvuuy B rpynara ¢ Tarceva (95 % CI, 8.4 go 12.4 cepMuIp) B cpaBHEHuE
¢ 8.0 cenvumu B rpynara ¢ mnanebo (95 % CI, 7.9 g0 8.1 cegmumm).

Crenenra ha ofextuen o1rosop no RECIST B rpynara ¢ Tarceva e 8.9 % (95 % CI, 6.4 no
12.0).

IIxpeure 330 nmandenTy ca OLEHABARH LeHTpaiHO (CTenieH Ha oTroBop 6.2 %); 401 nanueHTH ca
OLISHABAHM OT H3CIEJ0BaTeNNUTE (CTeneH Ha oTrosop 11.2 %).

Cpexnmara NpombIKHTETHOCT Ha 0TroBopa e 34.3 cemmumy, Bapupammu ot 9.7 go 57.6+ ceaMuny.
'TIpOHEHTHT Ha NALMEHTH C IBJIEH OTroBOp, YACTHYEH OTFOBOP HIH CTAOHNHO 3a00N1BaHe e

44.0 % u 27.5 %, crotBeTHO 3a rpymare ¢ Tarceva i nnaneto (p = 0.004).

Ion3a no oTHOMEHNE Ha NPeKUBAEMOCTTa ¢ Tarceva € yCTaHOBEeHa H NPH NallUeHTH, KOUTO He ¢a
HOCTUTHANH 00eKTHBEeH TyMopes oTrorop (o RECIST). ToBa IMYH OT PHCKOBHA K0e(HIHEHT 34
cmeprHOCT ot 0.82 (95% CI, 0.68 mo 0.99) npu nanuenTyTe, THiiTO Hal-K06BP OTrOBOD € OUI
cTabHIH3HpaHe WIH NporpecHpaHe Ha 3a00NABAHETO.

Ilpunoxenunero Ha Tarceva e GHIIO OT HON3a 110 OTHOMIEHHE Ha CHMIITOMATHKATa, KaTo € 0BENO0
JI0 3HAYMTENHO YAB/DKABaHe Ha BPeMeTo 10 BAONIABAHE Ha KalUIKHiATa, AHCITHeATa H fonKaTa B
CpaBHEHHE ¢ fnanefo.

5.2 ®dapmakoKHHETHYHH CBOiiCTBa

Pesopbuua: Cnen nepopalino NPUIOKeH#HE, MaKCHMAaliAK NIIa3MeHH HHEBa Ha erlotinib ce
roay4aBat npuOIH3KTENHO 4 Jaca cier ipueMa. [IpoyuBase HpH HOPMANHH 3ApaBH AOOPOBOILH




€ nokasano abcomoTHa GHoHannuHocT oF 59 %. EXCro3HmMATa Clell IepOPpanto NPHIOKEHHE
MO3Ke Jia e YBENHYH 0T XpaHara.

Pasnpenenenue: Erlotinib uma cpenen unum obem Ha pasnpegenenue o 232 1 M ce pasnpenens
B TYMOPHHTE ThKaHH IPH Xoparta. B eano npoydpane BppXy 4 nampeHTH (3 ¢ HenpeSHOKNETRYEH
6enoapoben pax [HIIKBP] 1 1 ¢ pak Ha Jiapuukca), noiydasan nepopanto 150 mg gueBso

“Tan ceva, TYMOpPHHTE Hp0611 TIpH ONIEPATHBHOTO OTCTPaHABaHE Ha JICH 9 ot neyenneTo ca

HOKa3aJH CPEIHH KOHIEHTpalluH Ha erlotinib B Tymopa 1,185 ng/g Tokan. ToBa oTroBaps Ha
obmo cpenno 63 % (rpanuiy 5-161 %) 0T MakCHMANHKUTE TIa3MEHA KOHLEHTPALMH B
PaBHOBECHO CECTOAHME. [IBPBHYHNTE aKTHBHH MeTa0OMUTH ca IPHCHCTBANH B TYMOPA B CpPelHH
xonnenTpanun 160 ng/g TeKaH, Koero oTroBaps Ha o0mo cpeaso 113 % (rpauumu 88-130 %) ot
MaKCHMANHHUTE MIA3MEHH KOHIEHTPalHA B pABHOBECHO ChCTOsTHME, CRBP3BAHETO C MIa3MEHHTE
npotenny e npubmasurento 95 %. Erlotinib ce cBnp3Ba cbe cepyMuus andymuH u ¢ anda-1
xucel raakonporent (AAG).

‘MerabomnseM: I1pu yoseka erlotinib ce merabomusupa B yephus Apo6 or YepHONPOOHHTE

HUTOXPOMA, npenuMHo CYP3A4 i B no-manka creneH oT CYPIA2. BraMoxHO €
eKCTpaxenaTanHuaT MeTabonnsem ¢ momomra Ha CYP3A4 B uepsata, CYP1A1 B Genute
npobose, 1 1B1 B TyMOpHaTa THKaH J1a JONPHHACH 3a MeTA0OIMTHOTO eNuMEHIpaHe Ha erlotinib.

VineRTHdHUMpPaHK ca TPH OCHOBHY MeTabomuTay meTHIA: 1) O-IeMeTHImpane Ha BeAKa
CTpaHAYHA REPHTa HIIA H HA JBETE, IOCHEHBAHO OT OKUCIEHHe 0 KapbOKCHIIAN KHCEIHHH;
2) oxucneHMe Ha aUETHNEHOBaTA TPYIA, IOCHEABAH0 OT XHAPONH3a X0 apui kapOokchnaHa

_KHCENHHE; ¥ 3) apOMaTHO XHAPOKCHINpaHe Ha (peHHI-aneTHIeHoBaTa rpyna. [IsperaHnTe

meTabonut OSI-420 1 OSI-413 Ha erlotinib, nonyuenu npr O- xeMeTHIHpaHe Ha BeAKa
CTpaHHW4HA BEPHTA, Ca MMallk akTHBHOCT, cpaBHAMa ¢ erlotinib npu npeKIAHIYHATE ONHTH
in vifro ¥ 1Ipu TYMODHM MOAENH in vivo. Te OpHCECERAT B ITa3MarTa ¢ HEBa <10 % or Te3u Ha
erlotinib 1 noka3pat noAobHN hapMakOKHHETHYHH cBOicTBa KaTo erlotinib.

Ennmunpupane: Erlotinib ce exckpernpa npenuMuo mox dopMarta Ha MeTaboNATH 4pes
dexannute (>90 %), KaTo camMo ManKO KOMWHYECTBO Ce CITHMHHHPA Ipes OsOpenuTe
(mpubnusnrenyo 9 %) ot nepopannara Ao3a. loa 2 % OT HepopanHo NpHIoKEeHATa H032 C&

.GKCKpeTHpa B HenpoMeHer BUA. Ilonynannonen dapMakoKHHETHYCH aHalH3 Ha 591 nalueHTy,

TNIONYy4YaBalny camo Tarceva, II0Ka3Ba CpEASH BHEKM KIIHPBHC OT 4.47 1/vac cue Cpencu
TIONYKHBOT OT 36.2 gaca. I'Iopa;:m TOBa MOXE 1a €€ 0YaKEBa, 4e BPEMETO 32 NOCTHIaHe Ha
PaBHOEBECHA INIa3MEeHa KOHLICHTPallHA IS 6’5,[(6 HpH6IIH3H’I‘eJIHO 7-8 onu.

apMaKkOKHHETHKA npy CHSHHAaMHH MONYIIAIHH:

Bx3 ocHOBa Ha NMONYAAUHOHHHA (bapmaxcomﬂemqeﬂ aranu3 He e HaOMIONaRaHa KAMHHIHO
3HaYHMMAa Bph3Ka MEKRY OdaKBaHHA BUAHM KHHPBHC H Bh3pacTTa, TENECHOTO TSINO, II0Ja ¥

.eTHHYECKaTa MPHHAINEXHOCT Ha NaueHTHTe, DakTopuTte, KOHTO € KOPETHPAH C

thapMaxokuAeTHKATA Ha erlotinib, ca Omma 001y cepyMeH OnnupyorH, AAG ¥ TIOTIOHOIYIIEHE B
MomeHTa. IIoBHINeHHTE CepYMHH KOHIEHTPAHHH Ha 061y GunHpyOUH i KOHUEHTPaUHITE Ha
AAG ca Gunu cBEp3aHu ¢ HaMaNeH KINPpeHC Ha erlotinib. KMHuIHOTO 3HAYSHHE HA TE3H
pasnuiu e HeacHo. ITymagnre obaye ca AMany yBenuyeH KIMpbHC Ha erlotinib.

Br3 ocHOBa Ha Pe3yNTATHTE OT HOMYJANHOHHOTO (hapMaKOKHHETHYHO H3MHTBAHE MyIiaqiTe
Tp#0Ba Ja ce MOCHBETRAT A NPEYCTAHOBAT MyLIEHeTo, FOKATO Ce JAeKyBart ¢ Tarceva, Thi KaTo B
HPOTHBEH Ciy4al Mia3MeHHTe KOHIIEHTPAMH MOXKE Ja ce HaMaliArT.




B33 ocHoBa Ha MONyNAaHOHENA (apMaKOKIHETHYSH aHANN3 HATHYHETO Ha ONMAT H3IIIEHAa
YBEMHYARa CKCIIOZHIUATA ¢ okosio 11 %.

He ca nposexanu cneuuduuHy H3cAEABAHMA [PH Aelid U MALHEHTH B HANPEHANA BE3PACT.

Yeproopobno yepexcdane: Erlotinib ce emmvuunpa npeguMHo ypes yepnus apob. 3acera wama
JEHHM OTHOCHO BIHAHHETO HA YePHOAPOOHA NuchyHKIMA W/HAH METACTa3H B YEPHHS Ipob
BBPXY (papMakoxuHeTHKaTa Ha erlotinib. IIpi monynanuonsus dpapMakoKHHETHYEH aHAN3
TIOBULICHATE CEPYMHH KOHUEHTPAalMH Ha o0ysA GUNHpyOHE ca GUNM CBBP3aHH C No-GaBHa
CKOPOCT Ha KIHPEHC Ha erlofinib.

Buvbpeuno yspeacoane: Erlotinib 1 HeroBuTe MeTaGonTH He C& EKCKPETHPAT B 3HAYUTENHO
KONu9ecTBO Mpe3 OOpenure, KaTo Moz 9 % OT eHOKpaTHATA J032 Ce EKCKPETHpA ¢ YPHHATA.
Tlpu nomynanuoHAKs (GapMaKOKHHETHYSH AHATH3 HE € HaOMI0NaBata KIMHHYHO 3HAYHMa Bpb3Ka
MexAy KIupbHCa Ha erlotinib ¥ xpeaTHHHHOBHA KNHPBHC, HO HAMA HAHHHU 32 MAIHEHTH ¢
KPeaTHHUHOB XIHPBHC <15 ml/min.

53 IpexxnmanrdHEd JaHHN 3a GesomacHoCT

Edexrute Ipu XpoHHYHO TpeTHpaHe, HabMONaBaHH PH HaM-MaiIKO eHH JKHBOTHHCKH BHI] HIIH
H3CAelBaHe, BKIOUBAT e)eKTH BhPXY poroBHilata (aTpodus, yilepalys), Koxara
(dbonuxynapHa AereHepanud ¥ BHNAICHAE, 3a4epBABAHE H ANONeN¥n), siiununute (atpodus),
yepHus Apob (yepHoApobHA Hekpoza), Orbpenute (GnOpeyna NanunapHa HeKpo3a i JUIATALHA
Ha TyOyZHTe) 1 Ha CTOM@IIHO-YPEBHYA TPAaKT (3a0aBeHO H3MpPa3BaHe HA CTOMAXA U IHAPHI).
bposT Ha yepeenuTe KPLBHH KIETKH ¢ OHI HaMmalleH, a Ha Oenute KPEBHH KIETKH, NPeIUMHO
reyTpodumiTe — yBenuien. Habmoznasano e nopumenxe Ha ALT, AST u Gunupy6us, cbp3aHo
¢ TpeTHipaneTo. Tesn HaXo#Kky ca HabIOaBaHy [Py SKCIIO3HLM JOCTA IOM, KIHHHAYHO
3HAYNMATA.

OT HawnHa Ha Jeiictere Ha erlotinib Moxke 4Gz ce 3akmrouH, ye Tol Moxe A2 HpAe NoTEHIMATEH
.TepaTored. JJalHH 0T TECTOBETE 3a PENPOAYKTHBHA TOKCUYHOCT BBPXY IUIBXOBE H 3aifIiu B Ho3H,
OMH3KH 10 MAKCHMATHO NOHOCHMHTE W/HIH JIO3H, TOKCHYHHM 34 Maiikarta, ca IOKa3aiH
PENpOAYKTHBHA TOKCHYHOCT (EMOPHOTOKCHYHOCT IIPH IIBX0BE, eMOPHOHAIHH pe3opOIHM 1
$eTOTOKCHYHOCT HPH IIFBXO0BE) M YRpexAaHe Ha pasBHTHETO (HaManeHue Ha pacTexa Ha
MaNKuTe ¥ Ha NPEXHUBAEMOCTTA NP INIBX0RE), HO IPOAYKTET HAMA TepaToreHeH edekT i He
yBpesk/a depTHinTeTa, Te3H HaxoxKy ca HabMoAaBaHH NIpH KIHHAYHO 3HaIMMa eKCTIOZHIH.

Erlotinib HiMa reHoTokcHYeH edekT Npy H3CKSHBAHE ¢ KONBEHLMOHATHHTE TecToRe., He ca
HpOBEAIAHA N3CIIEIBAHN 33 KAHIIEPOTreHHOCT,

IIpw ppxoBe e HabmomapaHa Jieka (QOTOTOKCHYHA KOXKHA peakis ciaen obnpusane ¢ UV roum.

6. DAPMANEBTHYHE NAHHH
6.1 Cuoucrhk H2 NOMOIIMETE BENICCTBA
Cuvpyesuna Ha inabremrama:

-Lactose monohydrate

Cellulose, microcrystalline (E460)
Sodium starch glycolate Type A
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Sodium lanrilsulfate
-Magnesium stearate (E470 b)

Obsuska na mabnemrxama:

Hydroxypropyl cellulose (E463)

Titanium dioxide (E171)

Macrogol

Hypromellose (E464)

Cugo neuamapero Macmuio,
"Shellac (E904)

Iron oxide yellow (E172)

Iron oxide black (E172)

Titanium dioxide (E171)

6.2 HechEMeCTHMOCTH

He e npanoxnmo.
6.3 Cpox Ha rogHOCT

3 roxuHm.

6.4 CHenHaXHi NPEINA3HA MEPKH HPH ChXpaHEHTe

To3n eKapCTBEH MPOIYKT He Ce HYKJAE OT CISHHANHN YCAOBHY HA ChXpaHeHHe.
6.5 EcrecTBo i CHALPKAHNE HA ONAKOBKATA

PVC 6muctepH, 3anedaTaHi ¢ aMyMHHACRO (QONN0, Chabpxaim 30 Taéne'rkﬂ.

6.6 Yxasanns 32 ynorpeba H paboTa ¢ HpoxyKra

Hsama cerHalay A3ACKBAHKA.

7. TNPUTEXATEJ HA PASPEINIEHHMETO 3A YIIOTPEGA

POIH Bryrapua EOOJ, yn.”Bano none”16, 1618 Codus, beirapua.
8. PETHCTPANNHOHEH HOMEP

9. HATA HAXIBPBO PASPEIUEHHE 3A YIIOTPEBA / IIOJHOBABAHE HA
PA3SPEIIEHHETO 3A YIIOTPEBA

10.  JIATA HA HOCJIEJHA PEJAKIIASI HA TEKCTA
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