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1.  HUME HA JIEKAPCTBEHUA IPOAYKT LT e L
Copadennd 3enrisa 200 mg pumnupann rabnetky

Sorafenib Zentiva 200 mg film-coated tablets

2.  KAYECTBEH 1 KOJMHUYECTBEH CBhCTAB

Besaka dpunmnpana tabnetka chaobpka 200 mg copadennt (sorafenib), kato Tozmnar (tosylate).

3a THIHMA CIHACHK Ha TIOMOIHWUTE BEIIECTBA BIKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Dunmupann tabnerkd {TabneTkid),

YepeeHo-ka(aBH, KPBITH, IBORHOM3IMEKHATY QHIMKpaHH TabneTkH, ¢ BIIB6HaTO penedro
o3Havenne 200 oT eqHATA CTpaHa H ITAOKM OT APYTAaTa CTPaHA ¢ AXaMeTsp Ha tabnerxarta 12.0 mm £
5%.

4. KJIHMHHWYHN JAHHHU

4.1 TepaneBTHYRM NOKAZANKH

XenaToueTynaper KapuHHoM
Copadenn 3enTuea e nokasaH 3a JedeHNe Ka Xenaroluenyaapes KapiuHoM (Bx. Touxa 5.1)

BrnOpeunHo-KieTEHeH KapliiHHoM

CopadiennG 3enTHBa € MOKA3aH 3a JedeHKE HA NAUNSHTH ¢ HATIPEAHAN GBOpeIHO-KIIETEHCH
KapNKHOM, KOHTO IpedM TOBA ¢4 NeKYBaHH HeycneliHo ¢ anda-uatephepon NI HHTepPIeBKKH-2 Wik
€a HenoIXOJAUIM 32 Ta3u TEPAIHA.

42 HMozmpoBka H Ha1u4 Ha BPAIOKEHHE

Jleuennero cre CopadieHud JeHTHB2 TpAGBa Aa Ce KOHTPOINPa OT NeKap, © ONUT B POTHBOPAKOBATA
TEePATIHAL.

ﬂOSHQDBK&

[penoprubanara no3a Copaderut 3eutnsa npu u3pacTaH e 400 mg (nee TaGnetky oT 200 mg) Aga
I'BTH AHEBHO (eKBMBAJIEHTHO Ha 00wa HeBHa 103a oT 800 mg).

Jlevennero TpaGea na NponsmKy D0 NONy4aBaHe Ha KIMHHYEH e)eKT UK AOKATO C8 MOSBK
HeNpHUEMITHBA TOKCHIHOCT.

KopeKkiHsa Ha 103a1a
KourponupaseTo Ha MOZO3HPAHATE HeKENAHT PEAKLIMH MOKE 13 HATIOKH BPEMEHHO TIPEKBCBARE HITH
RaMandBaHe Ha J03aTa NPH JIEYEHHSTO CBC copadieHut.

Korato e reoGxoaumo peayivpane Ha A03aTa N0 BPEME Ha JICIEHNE Ha XeaToUeTy L
(X1IK) u nanpenuan 6u0peuno-kneThuen kapuusom (BKK), no3ata na Copadenud
nia Ob1e peayumpal Ha ase Tabnetku o1 200 mg copadeHnd enny ULT IHEBHO (BK.
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HHeduampuuna nonyrayus
BeaonacHoctTa 1 eduxacuoctTa Ha Copadennd 3enTnpa npy Nela H IOROWIH Ka BE3pacT 0o 18
FONHMEA BCE Ollle HE CA YCTAHORCHH. JIHICBAT AGHHH.

Cmapuecka sv3pacin
He e neobxoanMa Kopexups Ha 103aTa MPH THUA B CTApYecka BEIpAcT (ALKEHTH [10-Bb3PacTHH 0T
65-ropMIIHA BE3PACT).

Bwbpeuno yepescoane
He & Heo6X0JHMa KOPEKLHA HA 103aTa NPH NALMEHTH C EKO, YMEPEHO WM TexXKo Gr0pedso
yBpexaane. HAMa NaHHY DpH NallHeHTH HA NHATH3A (BXK. TOUKa 3.2).

IMpocneassanero Ha Gananca Ha TEYHOCTHTE U SIEKTPOIHTHTE DY NALMEHTH ¢ PHCK 3a HApyIlleHA
O6B0pevHa QyHKUMS € MPENOPBEYNTENHD.

Yepnoopobuo yspescoane

He e HeoGxonnMa kopextia HA 203212 Nph NauvenTH ¢ Child Pugh A umu B (neko u ymepeHo)
vepHoApoGHO yspexnaate. Hama nannu npu namsentd ¢ Child Pugh C (texko) uepHoapotHo
yBpexcaane (Bx. Todku 4.4 1 5.2).

Havpn Ha npuioxenue

3a nepopallHO PHIOKEANE.

[Tpenopbupa ce copadrenntd na ce npuiara Ha TNAAHO FIK C XPAHA ¢ HECKO HITH YMEPEHO ChABPKAHHE
HA Ma3HRHA. AKO NALMEHTHT BE3HAMEPABA a NPHeMa XpaHa, forara Ha MasHHHE, TabneTkute
copadern® tpsdea ga ce Biemart uafi-manko | dac npenn wm 2 yaca cien xpaHeHe, TabmeTknre
TpsOBa 1a ce NpUEMaT ¢ Yalla BOXA.

4.3 [Mporwpomakazauud

CBpPbXUYBCTEUTEITHOCT KbM aKTHBHOTO BEIIECTRO UK KbM HAKOE OT MOMOIIHHTE BEINECTBA,
m36poeHN B Touka 6.1.

44 Cuennanuy npegyape:caeHus h BPpeANAIAA MEPKA TP ynoTpeda

JenMaTonoririia TOKCHIHOCT

KoxkHa peaknas peka-kpak (MalMapHO-nTaHTapHA ePUTPOAK3ECTE3NA) H 00pHB NpeJcTaBAABAT Hall-
1ecTHTE HEXeTaHH NeKaPCTBEHA peakllui che copadennt. OOPUBET K KOKHATA peaKivA PpKa-Kpak
ca o6ukuoseno crener 1 u 2 CTC (Commeoen Toxicity Criteria — of1up xputepn 3a TOKCHHHOCT), 1
OGHKHOBEHO CE TIOABABAT MPe3 NBPBHTE & CeAMHUH Ha JeseHAe cbe copathennd. JledeHuero Ha
AepMATONIOTHYHATA TOKCHUHOCT MOXKe 14 BKIOUYBA IOKAMTHO MEYSHHE 33 CHMITOMATHIHO
oBnekyaBane, BpeMEHHO NPeKbCBAHE KA POMAHA HA N03aTa copadenyd, Had NpexEcBaHe Ha
JIEHEHUETO CBC copadenul TPH TEXKKN M NEPCUCTHPAILM ciryyau (Bk, Touka 4.8).

Xuneprosus

IlopMiieHa “eCTOTA Ha APTEPUaNHa XUIEPTOHUA € HaGmnoRaBaRa NP HaLUMEHTHTE, JeKyBaHH ChC
copadiennd. Xuneproundara oGnkHOBeHO ¢ GHila JIeka 10 YMEpEHA, IOABHNA Ce € PaHo 10 BpeMe Ha
KYpPCa Ha ieyeHds » € Onila NOBNNsHA OT CTAHAAPTHATA aHTUXUIIEpTeH3UBRA Tepanus. KpeaHoTo
Hanparale Tpataa 1a ce MOHHTOPHPA PEAOBHO M AKO ¢ HeoOXOANMO J1a CE NIEKYBa, B ChOTBETCTBUE CBC
CTaHJAPTHATA KTHAWTHA ApaKkTHka. B cTydal Ha TeskKa ¥ NepCHCTHPALTA XANEPTOHUA UK
XHOSPTOHHYHH KPH3H, HE3aBUCHMO OT 32[I0UHAI0TO BHTHXHNCPTEHINBHO Nicyenne, TpaOpa Aa ce umMa
NPeaBU OKOHYATENHO [IPEKLCBAHE Ha JISUeHHETO che copadendd (B, Toura 4.8).

AHEBpHIMH M aPTEPHANIHY THCEKALNH
HamomipaneTo Ha HHXHGHTOpH Ha NETA Ha YEGF npy nauMeHTH che UnH 63 XMNepToHy
NOJNOMOTHE 00Pa3yBaHETO HA AHSRPHIMH MM apTepnandy avcexaumn. IIpean sanoy




nedenye cbe copapenuS TpAGBa BHUMATENHO Ja Ce NPeUeHH TO3H PHCK TIPH NALKEHTH C PACKOBM
¢aKTOpH KaTe XHIEPTOHMHA MIIA AHAMHAS34 38 AHSBPU3IMA.

XHOOTrTHKeMHUs

Io BpeMe Ha neuenrieto cbe copadennd ce chobilasa 33 MOHMKABaHE HA KPRAHATA 3aXap, B HAKOH
CNyYaH ¢ KIIMHIYHA CHMTTTOMATHKA ¥ M3IACKBALIG XOCTHTANM3AUMY NopaK 3aryba Ha cesHanue, B
ciydvali Ha CUMIITOMATHYHA XUIOTIAKeMES, copadedul tpabea BpeMenHO Na 6bae npexkseHaT.
Hunata na xpeBHATA 3aXap NPH TANUEHTH ¢ Aralet TpAGBa peloBHO Aa ce MPOBEPABAT, 33 A4 Ce
OpeileHd JATTR 03472 Ha aHTHAHAOETHAA IeKapCTBEH MponyxT TpA0sa na Obae KOpUTHpaHa.

Kprneoninue
[loruineH pHcK OT KPBROUIIME MOKE JA Ce MOARK CIeX MPHIMKEHUE Ha copadeHHd. AKo HAXOH

KPBBOHIITHB HANAra MegHIMHCKA WHTEPEEHLHA, Ce IIPENOPBYBa [IPEKBCBAHE Ha JIEYCHHETO Che
copatennd (px. Touka 4.8).

Chpaeuna HCXeMUs H/ IR HagapxT

B panpomusipano, nuane0o-kOHTPOMHPaHO, ABOHHO-CAANC Hpoyusane (MpoyyBaHe 1, BXK. To9ka 5.1)
4eCTOTATA HA CIELFHO NeYeHAEe Ha ChPISUHA HCXeMES/HHGAPKTH e 0-BHCOKA B FPYRATa Ha
copatennt (4,9 %) B cpasHenue ¢ nnanedo rpynara (0,4 %). Ipu npoydsane 3 (8x. Touka 5.1),
YECTOTATA HA UIMCKBALUMTE CMEIMHO NedeHKe ClIyvan Ha ChpASYHA UeXeMua/ MEdapKT ¢ 6una 2,7 %
NpH faUVeHTH Ha copapenul, B cpasnenue ¢ 1,3 % npu nnauebo rpynarta. [Nanyenture ¢ nectabunna
KOPOHApPHA apTepHanHa GonecT KITH APeceH MUOKapAeH WHPapKT ca H3KNIOYEHH 0T TE3H NPOYIBAHNS.
BpeMeHHO MK NOCTOAHHO HPEeKBCBAHE Ha JIedeHMeTo che copahernd Tpa0ea oa ce nMa IpeaBua np9
NAUVeHTH, KOWTO PA3BHBAT CEPACYHA HCXEMHR W/HiH RHGApKT (B, Touka 4.8).

Yoemxapane Ha OT untepeana

Copatpennt nokazano yoemxapa QT/QTc wHTeppsana (B, Touka 5.1), K0ETO MOXKe 1a HoBede A0
NOBHINIEH PHCK OT BEHTPHKYIADHH apuTMMK. YnotpebaTa Ha copadennG Tpadsa na ce H3BBPLIBA C
NIOBHIUEHO BHHMAHHE HpY NAUHEHTH, KOHTO MMAT MM MOraT Aa passuar yirvioked QTc natepsan,
KaTo HANMPHMED TIALNEHTH ¢ BPOACH CHHAPOM Ha yas/bked QT HHTepsan, HaNMeHTH, TEXyBaHH C
BHCOKa KyMYJIATHBHA /1033 aRTPANMKIAHY, TAUHEHTH, (IPHEMALIH ONpeaeieHH AHTHAPHTMHIHH
nekapcTsa MM IPYTH NEKAPCTBEHN NPONYKTH, KOUTO BOAAT 00 YIbMkaane Ha QT HHTepBana, 0
TAKMBa C CIIEKTPOTUTHN HAPDYUICHHA, KATO XUIMOKAIIHEMHS, XHITOKANUHUEMUA HITH XHNOMArHCIHEMHA,
o Bpeme Ha ynorpebara Ha copaderul NpH Taknea ratnenTy Tpatea Ja ce o6MHCNH DepHoARIEH
MOHHUTOPHHI C S/ICKTPOKapAMOTPAMH M SNEKTPOIIUTH (MarHe3mil, Kanvi, kanumit).

Cromamso-ypesha nepdopanua

Cromaludo-ypennata nephopailsd e HeuecTo ChOUTHE, 3a KOSTO ce cpaliasa npH no-Matko ot 1%
OT NALHEHTHTE, IpHeMalnK copadgerud. B uakoH clyya TORA He ce CBLP3BA C HATHYHHES
MHTPaabROMMHATIEH TYMOD.

Tepanuata ¢oe copadennt Tpabea na ce npeycTadoBh (8. To4ka 4.8).

YepuoapoOHo yEpeniate
Hama nanny 3a nauuentu ¢ Child Pugh C wepsoapoGro yepexnane (texno). Toit kato copadennt ce

eNMMUHMPaA IPEAHMHO Ype3 YepHHS Apol, eKCIo3UUMATa MoXKe Aa 6be NOBHILCHA NPH NaUHEHTH C
TEXKO YepHOOpoOHo yBpeixdaHe (. Touxn 4.2 1 5.2).

EnigBpeMEHHG MPHAQHKEHHE N3 Baphapuy
Pejtkn cilyuay a KpbBOTeueHKA Hin noButiasane Ha INR (International Normalized Ratio) ca
choOLIEHN NPK HAKOH MTalHEHTH, KOUTO C4 IPHEMATH BapbapHH, A0KaTe ca HA JISYSHME Che
copatenu®d. ITaunenTiTe, KOUTO NpueMaT eqHOBpeMeHno BapdapuH WK PeHnpoxyMoH TpaOea na ce
MOHHTOPHpPAT PENOBHO 33 (POMEHY B IpoTpoMOuHOROTO Bpeme, INR unu 3a KIHHWYHO W3ABEHH
KphBOUIIHEH (BXK. Touka 4.5 u 4.8).

YcNoHeHUA fIpK 3apacTBaHe Ha paHy
He ca npoBefieHu cnieiManym Npoy4eania 38 edekra Ha copadeHud BEPXY 3apACTE:

INpenopnupa ce BpeMeHHO NPEKBCBAHE Ha JICEHHSTO ChC copadennd, karo npeanas,




NAUKEHTH, MPEThPIENN FOJIeMH XUPYPravuM onepaiuy. FimMa orpaniyes KinHHHeH OMAT 10
OTHOUICHHE HA BRICTAHOBABAHE HA JIEISHHETO CISH TOAEMH XUPYPIHYHH HHTEDBEHIIHH.
CrnenoBatesso, pelleHAETO 42 Ce NOAHOBY JIEYEHHETO Cbe copadeHud cnex rondMa Xapypriadqa
HHTepBeHUMA TpA0Ba [1a ce OCHOBABA HA KIHHUHHATA NPEHEHKA 32 aIeKBaTHOTO 3a3paBABaHE HA
paHara.

HaumeuTy B cTApYECKa BB3PACT
JloknamBanm ca cryyau Ha OeGpeuna HerocTaThuHOCT. Tpabpa Na ce HMa npeNBHI MOHHTOPKHpaHe Ha
Gb0peunaTa dynKuHA.

B3anMonelicTRHe NeKapcTRO-TEKAPCTRO
Brimanue e HeoGxoauMo, KOraTo ce Apunara copadeHut Che ChHETMHEHIA, KOUTO ce

merabomurapar/enaMmiaupat npenamuo upes UGTIAL (wanp. upuaotekan) i UGT1A9 (Bx. Touxa
-4.5).

[Ipenoptusa ce BHHMaHHE (IPH €XHOBPEMEHHOTO TIPHIOIKEHUE ¢ fouerakcen (B. Touka 4.5)

ENHOBpeMERHOTO MpHIaraHe Ha HEOMHLMH KM APYTY aHTUOHOTUIY, KOHUTO MOTAT Ja TIpeAn3BHKAT
IHAYKHTENHY EKOROTHYHY CMYILIEHHA B CTOMAIHO-YpesHaTa MAKpodiopa, Morat A2 noBeaT o
HaMandsaHe Ha GuoHamHOCTT2 HA copadenuB {Bx, Touka 4.5), Tpsalea 1a ce HMa NPEARHUI PHCKET
OT HAMANEHH! MNa3MEHH KOHUEHTpalHy Ha copadeHnd rmpei 3at0uBaHeTe HA KypC Ha JIeYeHUe ©
AHTHOHOTHLIL.

Crobinasa ce 3a Mo-BHCOKA CMEPTHOCT TIPY TIALMEHTH © INIOCKOKNETHYeH KapuMAoM Ha Geltix Apob,
NeKyBaHH che copathenud B KOMOHHALIMA C XHMHOTEPRMUE Ha OCHOBATA Ha NNaTHHA. B 1ee
PAEACMIHPAHY HINHTEAHMA, H3CTSNBAIM NAUREHTH ¢ HeAPSGHOKNIEThYSH KapliMHOM Ha Oensd npol
B MIOACPYNATa Ha MasMeHTH ¢ TUIOCKOKNETBUCH KapLHHOM, Nekypasy cbe copadennd kato
IOTBIHEHHE KBbM NaKIHTaKcelV/KapOonnaTia, KoeQUUMEeHTLT Ha PUcK 32 o01aTa MpeKHBIeMocT €
oueuel Ha 1,81 (95% CiI 1,19; 2,74}, & kaTo gonbiHeRne KpM reMuuTadun/uyennatan — 1,22 (95% CI
0.,82; 1,80). Hama n3pasesa NpyiHHA 33 CMBEPTHOCTTS, HO ca HaGMOJaBaHY (0-BHCOKA 4ECTOTA Ha
GenonpobHa HELOCTATHYHOCT, XEMOPariH i HRGEKUHOIHN HeXeNanH PEaKLFH IPH NaUVEHTH,
JeKyBaHh CxC copapeHud kaTo NONBIIHEHE Ha XUMHOTEpaniK Ha OCHOBATA HA [TATHHA,

CHHIpoM Ha TyMopeH pasnan (TLS

Crnyuan ua TLS, Haxon oT KouTo QaTtanHy, ca c»o0WARAHN B NOCTMAPKETHHTOBH MPOYYBAHUA NPh
HRHHEHTH, IEKYBaHH cbe copadennd. Puckosure gakropu 3a TLS BimouBaT BHCOK TYMOPEH TOBAD,
CHIISCTBYRAIIA XPOHIMHA 660petHa HEROCTATFYHOCT, ONUIYPHA, NEXUAPATAINA, BHCOKO KPBEBHO
HaJfraHe ¥ ypUHa C NoBMileHa kKucenuuaaoct. Tesn naHenT Tpsasa ga 611aT HabRoaaBaHu
BHUMATENHO U JeKYBaHE He3a0aBHO, B 3aBHCHMOCT OT KITHHUYIHUTE NOKABHUA, U ¢ HeobXoauMo Ja ce
0BMuCan NPOdITAKTHIHA XUIPATALII.

Hpenynpexnenus cnenidhua M 33 3a00n15BaHETO

BufpeuHo-KIemv e KapiiH o ‘
TlanvenTi 0T IporHocTHYHATA rpyna ¢ Bucok puck no MSKCC (Memorial Sloan Kettering Cancer

Center) He ca 61ad BKAIOYEHH B KIHHIMHO Npoyysane dasa 1l npu 6u0peuHo-KneThieH KapuHHOM
(Bx. npoyusane | 8 Touka 5.1), 1 fpH TE3X MAUHESHTH HE € OLECHABAHG CHLOTHOLISHHUETO N0I3a-PHUCK,

Homouray BemecTna

Tora nexapeTBo ChIbpia To-Manko ot 1 mmol natpuii (23 mg) 3a no3a ,7aKa Ye Ha npakThka e ,,0e3
HATPUH".

Hazviropn Ha MeTaBonuTHH eH3UMKU




Mpusioxerneto Ha puthaMIHIME 33 5 THU NPeNH NPHNOKEHASTO Ha eIHOKpaTHA 103a copadennd
Bonu cpeiane 0o 37 % pexyxums ua AUC ua copatenuns. Camo nHayxtopu va CYP3 A4 akTHBHOCT
W/ [FOKYpOHHpaHE (Hanp. ®BJIT KaHTApUOH, PpeHuToMH, xapGaMasenu, denobapburan
JEXCAMETAI0H) MOTAT CHILO O MOBHINAT MeTabo0/t3Ma Ha copadeHnd I 110 TO3M HAYWH A MOHMKAT
KOHUEHTPALHITE MY.

Huxnburopn CYPIA4

Keroxonazon, cunens uHxuturtop na CYP3 A4, npunosxen eIuH 16T THEBHO B [IPOABIKEHHE HA 7 OHU
Ha 3paBu no0poBonui He npomea AUC ua egunnvna qosa 50 mg copadenut. Tesn fanHu
TOKa3Bat, e KMMHHYENTE (HAPMAKOKHHETHYHY B3auMonelicTsua Ha copadenns ¢ CYP3A4
MHXUOUTOPH Ca MANTKO BEPOATHH.

CyGerparn va CYPIB6, CYP2C8 u CYP2C9

Copatenut unxubupa in vitro noury ennakeo CYP2B6, CYP2C8 u CYP2C9. Brnpexd Toba, 6
KJMHHYHH $apMakOKUHETHHHH H3NHTBAHIA €THOBPEMEKHOTO NpUAcKeHue Ha copadenud 400 mg
1BA IBTH AHesHO ¢ unkiodocdanmur, cyberpar na CYP2B6, unu ¢ nakiurakcen, cyberpar na
CYP2C8, ne Bony N0 KIMHIMHO 3HAYMMO UHXKGHpade, Te3H TaHHH MPeAnoaarar, ve copapenud B
npenopryuTendaTa qo3a 400 mg aBa IMETH gHEBHO He MOXe Aa Onae in vive uuxubntop wa CYP2B6 u
CYP2CS.

B pomenHense, eROBPEMSHHOTO TedeHe ¢hC copatherul n papbapun, cyberpar va CYP2C9, ue
soad a0 usMeneHue B cpeaoto PT-INR (Prothrombin Time-International Normalised Ratio), B
cpaBHeHeHye ¢ wrane6o. CnenoBaTeNHo MOXE a C€ 09aKsa, PHCKET 32 KIMHHYHO 3HAYMMO in vivo
uuxubnpare va CYP2CY ot copatenus na 6pae HHCEK. Bee mak Npu natHeHTH, NpUeMaiH
sapdapuy wiv Pennpoxymon, INR Tpadea fa ce npoBepasa peaoBHo (Bx. Touxa 4.4),

Cybetparn ya CYP3A4, CYP2D6 u CYP2C19

EnnospeMenRO NpuiioweHHe Ha copaenat i Munazonam, nexcrpoMeTopda KIH OMENpason, KOHTo
ca cyBorpatu Ba uMToxpom CYP3IA4, CYP2D6 u CYP2C19, choTBeTHO, HE MORTHABA €KCMO3HLNATA
Ha Te3u NpodykTH. Toea nokasea, de copatienud He € HUTO pHXHOMTOP, HUTO NPOOYKT, KolTo
MOBWIABE AKTHBHOCTTA Ha Te3l uuToxpom P450 n3oewzumn. CreaopaTe/iHO, KITHHHUHOTO
hapMaKOKMHETHIHO B3aHMOAEHCTRHE Ha copadeHuT Che CyOCTPATHTE Ha TE3H SHIHMH Ca MAIIKO
BEPOATHH.

Cyocrparu va UGTIAL n UGTIA9
In vitro copatbern®d urxubupa rmoxypotvpareto gpes UGT1Al u UGT1A9. KnunuunoTto sHaucHue
Ha 1034 QaKT He e U3BeCTHO (BK. I0~-RONY U ToYKa 4.4).

In vitro npoyupanua Ha CYP eH3HMHA HHIYKUNA

AxtneroctTa Ha CYP1A2 v CYP3A4 He ce NpoMeHs clles NeYeHNE Ha Ky ATHBHPAHE YOBSLIKH
XEMAaTOUMTH CBC copadennsd, KoeTo mokaisa, 4e € Mayke sepoaTHO copadennd na unyuvpa CYPIA2
u CYP3A4,

P-gp-cyGerpari
In vitro £ 10Ka3aHo, Ye copadenud HHXHOUPa TPAHCIIOPTHUA IPOTEHH P-IARKONPOTexH (P-gp).

[ToBumeHnTE MIa3MEHH KOHUCHTPaUHH Ha cyﬁchaTH Ha P-gp, KaTO JHIrOKCHH HC MOraT ga ce
HINIOYAT NpY €OHOBPEMEHHO NICYCHHE CBC copad)enﬂﬁ.

KoMmGHHRauHA ¢ ApYIH AHTHHEOINACTHYHY ¢PeNICTRA
B knuuiMAK npoyyBaHus copadeHnl € puiaran ¢ HpoKa rama ApYri AUTHHEONNACTUYHH CpeacTBa

¢ TEXHHTE 0GH4alMHH T03HPOBKY, BKTHOYUTENHO reMiHTaluH, WMCINATHH, OKCAMHIUTATHH,
NAKIHTAKCEN, kKapGonnaris, kaneunradus, 1okcopyGHLHH, HPUHOTEKAH, TOUSTAKCEN H
tuktodochamun. Copadenut RaMa KIMHAYHO 3HAUNM edext BBpXy GapMaKoKHHETH
remupTabuH, UHCTUIATAH, KapOOIUTATHH, OKCANIMNIATHH HiIH HHKIo(gochamull.

Haxmurakcen/kapSomnaTne



- Tpunoxenneto Ha naxmuTaxcen (225 mg/m?) n kapSonnamia (AUC = 6} cre copadenud (<
400 mg nBa MTHTH AHEBHO), APHICHKEHH ¢ 3-IHEBHO NPEKBCBAHS HA IPHI0KEHHETO HA
copadieHut (1pa JHM NPEON 1 €NUH ClTe NPIIMKSHYE Ha HakTaKcen/kapfonaTne), He
BONAT 10 3HauuTeNeH ekt BhpXy GapMakokWHETHKATa Ha NaKITUTakcen.

- EnsoBpeMeHHOTO IpHIokeHHE Ha NaKnuTaxcen (225 mg/m? sequsi Ha BCEKH 3 CeIMUIIE) B
kapBommatui {AUC = 6) cre copadennd (400 mg apa neTH DHEBHO, HE3 ApeKLCBARE HA
nIpHeMa) Bogu 10 47% YBeTHMEHHE Ha eKCTIO3HIHATA Ha copaderud, 29% yrenuaHue Ha
eXCIIOZHLMATA Ha NakuTakcen u 50% yBemiuenne Ha ekcriosuuasTa Ha 6-OH naknarakcern,
DapMaKOKHHETHKATA HA KapOoIUIaTHH He Ce HoRNKIES,

Te3u JaHHM MMOKA3BaT, Ye He € HeoOX0NHMA KOPEKUNA Ha 103aTa KOTATO NaKIHTAKCEN M KapGonhaTuH
CE MpHIIaraT eZHOBPEMEHHO CBe copadieniG ¢ 3-OHeBHO NpeKbCBaHe Ha IPWICKeHMeTo Ha copadenut
(aBa pHH ApeAN ¥ eAH CHell NPUIMKEHHe Ha TakmyTaxceV/Kapbomnatun). KauHuMHOTO 3HaYeHIE Ha
YBEHYEHHETO HA eKCTIO3HLKATA Ha copadenib i nakiuTaKCe], NPy eNHOBPEMEHHDTO MPHAOKEHHE
cbe copadenut Ge3 npeknCBale Ha NPHEMA, HE € HABECTHO.

Kaneuntabun

EnHoBpeMeHHOTO NPHIIONKeHHe Ha KaneduTaduu (750-1050 mg/m? Ava meTH guerHo, 16 1-14 Ha
peexu 21 anu) ¥ copadenud (200 wn 400 mg aBa METH JHEBHO, MPOLBL/DKUATEIIHO HEAPEKBLCHATO
TIPWIOXEHKE) He BOJH A0 3HAYHTEIHA IPOMAKA B eKCIIO3HIHATA HA copadieHnd, Ho Boau Jo 15 - 50%
YBEAHYCHHE Ha EKCNO3NLHATA HA KaneLuTaOud n § — 52% yBenkvetie Ha eKCHO3HIHATA Ha 5-FU.
Kn#HHYHOTO 3HAYSHKE Ha TE3H MAIIKY [0 YMEPEHH YBE/IUCHHA Ha EKCIO3UINATA Ha KanenuTabuH 1
5-FU nipli ennoBpeMEeHHO FMpHIOKeHHE Cbe copadieHnd He e H3BECTHO.

Moxcopy6uunn/Hpsnorekan

EnnospemennoTo nedenue cbe copatenud soau fo 21 % yeesmuaBare Ha AUC Ha noXcopyGyumH.
Korarta ce npunara ¢ MpHROTEKAH, 4AliTo akTueeH Merabonunt SN-38 ce Metabonvsupa upes UGT1AI
UHKBA, ¥MA 67 - 120 % yeenuvasade Ha AUC na SN-33 v 26 - 42 % ypenwuarane va AUC na
HpUHOTEKAH. KNAHMTHOTO 3HAYEHHE HA TE3Y JAHKH He € HipecTHo (BK. Touka 4.4).

Houetakcen

Houerarcesn (75 win 100 mg/m?, npunoxen eqHOKPaTHo Ha BeexH 21 Ium), KOraTo ce mpunara
eaHOBPEMEHHO Che copadiennd (200 mg Apa muTH ZHEBHO, WIN 400 Mg ABA LT AHSBHO MPHIIGKEH
Ha oT nes 2 no 19 ot 21-gdesed MUK ¢ 3 AHEBHO NPEKBCBAHE HA TPUAOIKSHHETO, OKORG
NPHNOKEHRETO Ha HoueTakcen), sonu no 36-80 % ysenuyasane pa AUC Ha mouerakcen u 16-32 %
HoBHiaBaHe Ha noueTakce] Cumay, [Ipenoprusa ce BHHMAHUE, KOTATo copadennd ce npunara
SAHOBPEMEHHO ¢ NOLETAaKCeN (BK. Touka 4.4).

KomOunauus ¢ Apyri cpencTra
Heomuyun

EnnospeMeHROTO Npuiarave HA HEOMHLIMHE, HECHCTEMHO AHTHMHKPOOHO CpelicTRO, H3TIOA3RAHO 33
YHHUIOXKaBaHe HA CTOMallHO-YpeBHaTa (ropa, BOH A0 B3aNMONEHCTBHE ¢ GHTEPOXEIATANHAA
KpBroBpat Ha copadenu® (mk. To4Ka 5.2) u B pe3yJ/ITAT HA TOBA O HAMANCHA EKCTIO3HMUMA Ha
copadenut. [Ipu 3apasu ZoGpOBOALN, IEKYBAKY C 5-MHEBHA CXEMa Ha HEOMHUMH, CpeiHaTa
EKCIO3HUHA Ha copatennt Hamanssa ¢ 54%. Edexrure na npyry aHTHOHOTHLH He €3 NPOYYIBAHU, HO
BEPOATHO 1€ 33BUCAT OT TAXHATA CMOCODHOCT A BRaUMOACHCTBAT ¢ MUKPOOPTaHU3MUTE C
THOKYPOHHAA3HA AKTUBHOCT.

4.6 Deprunutet, GPEMEHHOCT H KbpPMERE

bpemenuoct
JInnceat naray oT ynotpedara va copadennd npu GpeMeryy xedn. ITpoyunasusT;
110KA3BAT PENPOUYKTHEHA TOKCHYROCT, BKIHOYHTEIHO ManpopMauHu (BX. TOUK
JIOKA3aHo, ve copaderul # HeroBuTe MEeTaBOMHTH IPEMHHABAT TIPE3 [UTALICH
copadexnd g2 npuaiHN yepexaamm edexTn BEpXy nnoga. CopadeHud ne




BpeMe Ha GpeMeHHOCT, OCBEH KO He € alCoMmOTHO OKA3aK, Chel BHUMATENHO 00CHKIaHe HA
HeoOXoRMMOCTTa 32 MatiKaTa B PHCKa 3a ILT0T4.

Henu ¢ peteponmeH noreuunan Tpadea Aa H3N0:138aT edEKTHBHA KOHTPALLNLHA 10 BpeMe Ha
NEYEHHETO.

KtpMene

He e m3BecTHO nanu copadierud ce excrkperdpa B XepMata, [Tpn xusothy copadesnd u/uiu HerosuTe
MeTaboIHTH ce eKCrpeTHpaT B MiTAkoTo. Thil kato copadenud Moxe ga yepeau pacTexa 1
Pa3BATHETO Ha HOBOPOZEHOTO (BXK. TOYKa 5.3), #Kerute He Tpabaa Ag KEPMAT MO BPEME HA NEUCHHETO
¢5¢ copatennd,

Geprumurer
Pesynrarure ot npoydqeanng npu KEBOTHH NOKAIBAT, He copadredul Moke 1a YBPEAM MEBKKKA H

>KeHCKHA deprunnret (mx. Touka 5.3).
4.7 EdexTs Bupxy cnocobiocTTa 3a wodupane n pabora ¢ MamIHln

He ca npopexaann npoyusaHus 3a ediekrHTe Bupxy cnocobHocTTa 3a wodupake v padoTa ¢ MAIIHHH.
Hama nokasarenctso, Ye copadenud nopiuapa chiocoGHocTTa 33 modupane u padoTa ¢ Matiiym.

4.8 Hexenany 1exapcTBeHH PeakiUA

Haif-BaKHKHTE CEpHOIHI HENKENAHY PEaKUUN CA MHOKApIeH UHPAPKT/NCXEMIUSA, CTOMAIHO-UPERHa
nepdopatH, HHAYLHPaH OT JIEKAPCTBOTO XENATHT, KPBBOMATHMB H XHOEPTOHUY XHAEPTOHHYHH KPH3H,

Hali-decTiiTe HEXellaHy PEaKIH, CBLP3ARHE C NEKAPCTROTO €A AHAPHUA, YMOP], ANONSHus, AHeKLIHsL,
KOXKHA peakid ppKa-Kpak (CBOTBET CTBA Ha CHHIAPOM HA NANMAPO-TINAHTAPHE ePHTPOAHILCTEINA 1O
MedDRA)} # 0bpus.

Hexenanure peakuys, TOKTagBaKH B MHOIO KIHHUYHY H3NTUTBAMHA WK 10 BPEME Ha
NOCTMApPKETHHIOBATa YiIoTpeda, ca NIpeACTaBeHk No-Noxy B Tabmvua 1, moapereH# no
cicTeMooprabia knacupukatus (MedDRA) v yectoTa. HeeToTaTa c& ONPEHETs KATO: MHOTO 4€CTH
{=1/10), yecrn (=1/100 a0 <1/10), neucctw (>1/1 000 po <1/100), peaxn (>1/10 000 Do <1/1 060), ¢
HEeW3BECTHA YeCTOTA (0T HAMHHKHTE HaHHH He Moxe 12 Obie HanpapeHa OUeHKa),

Hpu scaxo rpynypaHe B 3aBUCAMOCT OT HeCTOTATA, HEXeNaHUTe JICKapcTBEHH Peakiuyy ce ni3bpossar
B HM3XOASIL PEN TI0 OTHOILEHHE HA TAXHATA CEPHO3HOCT.

Ta6anua 1; Beruks Heskenasy NeKapeTBeHd peakiny, LOKIAIBAHE B MEOI0 KIARMHYHN
HIMHTBARAA RN 00 BPeMe Ha NOCTMAPKETHHIOBATA YROTREDR

Cucremo-opranau{Muoro sectin  {Yecrn Heuectn Penku C Hel3BECTHA
Kacose YECTOTA
Hudeximu n uHpeKuMs ONHKYHT
nH(pecTaMH
Hapywenua Ha  |[mumdonedss  (neBKoNeHHA
KpBBTA U HeyTponenus
nuMdiHaTa aHeMud
cHcTeMa TpombouuTone-
HHA

Hapywexus Ha peaKlikKy Ha AHTHOCHACM
HMYHFHATA CBPBXIYBCTBUTEN-
CHCTEMA HOCT (BK/HCHBALIH

KOXHY PeakuH u

YPTHKAPAA)

anadTAKTHYHA

AKIHA




Hapynienua Ha XHHOTHPEOMIN-  |XANSPTHPSOUEH-
eHIOKPHHHATA 3BM TBM
cHCTEMa
Hapymwesnd Ha  |aHOPeKCHA XMMoKademMiA | HEXHIPATANA CHHAPOM Ha
MeTafonusMa ¥ [XHIOo- XRNOKANHEMHA TYMOpPEH pasiiaj
XPaHEHETO dochareMus  |XHIOHATpHEMuA
XUIOCTHKEMUS
Ylcuxyuunu Befpecus
HapyLeHu
Hapyurenus Ha nepudepaa ofpaTHMa 3aHA enuedanonarus
HEPBHATA CHCTEMA CeTHBHA neaxoeHnedano- N
HEBPONATHA narus*
nHCrey3ns
Hapywedus ga WYM B VHIHTE
YXOTO H
nabnpavTa
Copneusn 3acToitHa yABIDKABAHE HA
HApYLICHHA ChproeuHa QT
HegoCTATBYHOCT
MHOKapaHa
HCXeMHA ¥
HHpapKT*
Craosi KpPbBOMIIHB dram XHREPTOHHMHH aHEBPHIMY U
HapYIUEHWA (BEMIOUMTENHO kpusn™* apTepHATHH
CTOMALIHO~ HCEKALHH
apenen*,
NIXATENeH
TpakT* 1
MO3BIEH
KPHBOM3NHB*)
XUDNEPTOHMA
Pecninpatophn, xpema chbnTHA, NOROOHU
TPHIHY K nuconrus Ha MHTEPCTHLHATHA
MeAHaCTHHAIIHH Genonpoba
HapyLeHus Bonect™*
(nresMOHMT,
PaIHALHOHEH
[THEBMOHHT, OCTBD
pecumMparoped
ANCTpeC W Ap.)
CroMariko- HapHA CTOMATHT NaHKpPeaTHT
UpEBHH rajgene (BKIIOYMTRNHO  (rACTPUT
HAPYUICHHS NOBPBLIAHE CYXOTa B YCTara d {CTOMAIIHO-UPeBHY
3AMEK TOCONMHAA B nepdopammn*
e3uKa)
DUCTIENCHA,
gucdarusn
racIpo
ezodareanen
petnyke
XenaroOunuapHn NORUILABAHE Ha XEMATHT,
Hapy MeHHn SunupyGuHna u HHAYUHpaH OT —
HBITCHHIA, JIEKAPCTBOT
XOJIELHCTHT,
XONAHCHT
Hapymerus Ha  {Cyxa Kowa KepaToaKaHTOMa/ |SKIeMa
KOJKaTa H obpuB




OOJKOKHATR anonenns CKBaMO3eH eputeMa PasHALMOHHA
THKAH KOXHE PEAKIMA |KIeTEHEH MynrH(opMe naMer
phka-Kpar** KapuHHOM Ha CHHIPOM Ha
epuTeMa KOXaTa Stevens-Johnson
cupbex excOTHATHBEH TEBKOLATO-
JIEPMATUT KAACTHYRH
aKHe BaCKyJIHT
LecKBaMallui Ha TOKCHMHA
KOXaTa enUAEpPMalTHG
XUMEPKepaTO3a HEeKpoIa™
Hapymenus na  |apTpanrus MHANTHA Pabnomuonuia
MY CKYTHO- MYCKYJTHH CTIa3sMH
CKefeTHaTa
CHCTEMA,
CHEAHHMTENHATA
ThKAH
Hapyurenus Ha Gp6pevHa HepoTydeH
OpOpertyre HEROCTATEYHOCT CHHADOM
KO HUTE NpOTeHHYpHA
ITETHLIR
Hapywenns xa EPEKTHHA FUHEKOMACTHA
BB3NPOHIBOAHTEN nHCHYHKUHA
HATA CHCTEMA B
IBpaaTa
OOmmn yMopa acTeHus
HapYUICHHA H Oonka rpHnonoAoéHo
edexTn Ha (pxmounTenio (3afonapane
MACTOTO HA ycTa, RopeMm, BR3NANEHIE Ha
TpHICHKEeHHE KOCTH, TYMOPHA |ANTaBUIN
Golka |
rnasobonue)
[OBHLIEHA
TeMIeparypa
Hzcnenpammn HAMAABEHE HAa |NPEXOOHO [PEXONHO
TENecHOTO TerNO|NOBNIIABAHE HA  [MOBUILABAHE Ha
TIOBMIIEHE TpaHCaMRHAIHTE |AIKAIHATA
aMmuIa3a dochartaza B
NOBKIIEHA KpPEBTA
MIaza naronoryue INR
NaTonOTHYHO
poTpoMGHHORO
BpEME
* Hexenanute peaxiist MOraT Ja UMaT X ABOTO-3acTpatlasaly Wik GataneH u3xod. Takuea

CHOHTHA ©a UM HeYeCTH, WK TO-pefKH 0T HEYECTH.

* %

epuTpoausecresnt 8 MedDRA.

Cryyau ca ZOKIaNBAHMU CNEI pa3peluarateTo 3a yruorpesa.

KowHata peaxlys phka-kpak ChOTECTOTEA Ha CHHAPOMA Ha flalIMapHO-TIINAaHTapHA

gon'bm{m CITHA HH@OQMQQHH OTHOCHO H30panl HeXeNaHy NeKapCTBEHW Peakiiiu

3acmoding cvpoeuHa Hedocmampunocm
B KINHHUYHH NPOYYBaHHMI, CIIOHCOPHpPAHK OT GHPMaTa, 3aCTOMHA ChpIeHHA HETOCTATRYHOCT ce




Honvrnumenna wihopmayus 3a CREYUATHY RONYAGYLY

B xn#RAYAY M3THTBAHNS, HAKOY HEKETAHY IEKAPCTBEHH PeaKk iy KaTo KOKHA Peaklus pbka-Kpak,
ZHApHA, 20NeLNs, HAMAIABAHE Ha TEIECHOTO TETN0, XHISPTOHMA, XRIOKANIMEMU, U
KepaToaxaHTOM/TUIOCKOKICTHYEH KapIMHOM HA KOKaTa ¢a Hab/IofaBaHNA ChC 3HAYHTENHO MO-TOIAMa
ECTOTA MPH NALMEHTH ¢ AM(ePeHUMPAH THPEOHIEH KAPLIHHOM B CPABHEHNE C MAUMEHTHTE OT
apoyysanud 3a GEOPEUHO-KNETEHEH Wil XENaTGLe/ynapes KapUUHOM.

Orrnonenns B natopaTopHUTe HicHeasanus npH naupents ¢ XK (npoyusane 3) u ¢ BKK
{mpovupane 1)

HMosnnena nunasa n amunasa ca goxnaaeauy Mporo yecto, CTCAE 3 w4 creneH noBHmIeHH
CTORHOCTY HA 1MNA3aTa ¢a ce noAsHaH npu 11 % 1 9 % or nauMeHTHTE B rPyTIaTa Co¢ copadenub,
cBrOTBeTHO, npu npoy4saue 1 (BKK) # npoyysane 3 (HCC), B cpaprenne coe 7% u 9% o1
HayseHTHTe B TpynaTa Ha riauebo. [Tosumensy croftrocTu wa amunaszata CTCAE 3 unn 4 crenen ca
ce nodswny npu 1 % k 2 % OT nauHeHTHTe B IPynaTa che copadennt, choTReTHO, Npy npoyubane 1 U
npoyusane 3, B cpaBHeHHE ¢ 3 % OT MALMEHTUTE BBB BCAKA Mnanebo rpyna. KAHHUHIAT IAHKPEATHT
€ NOKNANEAH (pH ABaMa oT 431, nexyeanu cwve copadednd nauwentd (CTCAE 4 crenen) npu
npoyusane I, 1 ot 297 natpenty nexypasy cse copadernt npu npoyysane 3 (CTCAE 2 crenen) u
emnt ot 431 (CTCAE 2 cTenen) e rpynaTta ¢ nnauedo B npoyusane 1.

XunogiochateMiaTa € MHOTO YecTa 1aGopaTopha Haxoaka, Habmonaeana npu 45 % 1 35 % ot
nekygayute Ce copadenub nanKeHTH B cpaBaeHue ¢ 12 % o 11 % oT maupesTHTe B rPYNATA HA
riauebo, choTBETHO, NMpH ApoyuraHe | u npoyusane 3. Xunodocharemns CTCAE 3 crenen (1 - 2
mg/dl} tipn npoyysane | ce e nogsuna opy 13 % oT nauMentHTe, NeKyBaHM che copadennd u 3% or
AaUHEHTHTE B FPyNaTa Ha mnauedo, a npd npoyueade 3 fpu 11 % 0T naugenTHTe NEKYBAHH CBC
copaderud v 2 % or naunentuTe 8 nnauelo rpynara. Hama ciysap #a xunodocdaremun CTCAE 4
crenen (< 1 mg/dl), crobmenu B rpynarta csc copadeHut waum rpynata c nnauebo npu npoyurade 1 v
1 cirywaii B nnaueGo rpynata npu npoy4usare 3. ETdonorndara Ha xunoocdaremMuara, CBbp3ana che
copaennd He e UIBECTHA.

Tpn CTCAE 3 creneH wik 4 crened ca HaGNoaaBaHM OTKIIOHEHRS B TaBOPATOPHATE mOKa3aTe/ ik NpH
5 % oT nauMeHTHTE, TeKYBaHH Che copadeHtt, BnoYHTeNH0 TMMPONEHHA 1 HEYTPONEHUA.

XunokanudeMus ¢ goknagsada mpr 12 % i 26,5 % ot nayMeNTHTe, NeXyBaHd ChC copadienB,
cpaBHeHo ¢ 7,5 % n 14,8 % npu naumenTare Ha nanebo, ChOTBETHO B Npoyysane | u npoyusane 3.
MHO3KHCTBOTO AOK/IANBAHH CTy2ai Ha Xanokamiemus ca Huesk kiac (CTCAE 1 u 2 creuen).
CTCAE 3 crenes xunoxanigemud (6,0 - 7,0 mg/dl) ce nabmonara mpu 1,1 % 1 1,8 % o1
MAUMEHTUTE, NIeKyBaH cbe copadrern®, 1 nph 0,2 %6 u 1,1 % oT nauMenTrTE B rpynata Ha nianebo, a
CTCAE 4 crenen xunoxanmemus (< 6,0 mg/dl) ce nabmonaega nipu 1,1 % # 0,4 % ot nauuenTHTE,
neKkysany cb¢ copadiert, # npu 0,5 % n 0 % or nauMeHTHTE B rPYNATA Ha [Wialebo, CHOTBETHO B
npoyyeage 1 # 3. ETHQIOTHAT2 Ha XHNOKATINEMHATA, CREP3aHA Che copadrennl, He e H3BeCcTHa.

ITpu apoyusanud | u 3 ce HabmoKapa MORIMKEHNS HAa KaJTHA OpH ChOTBETHO 5,4 % 1 9,5 % ot
NAUMESHTHTE Ha TeueHne cue copahennd B cpapuenne ¢ §,7 % u 5,9 % ot naunentuTe Ha nnauedo.
MoeeweTo 0T chOGHIABAHHTE CTyYaM Ha XMIIOKANUeMHa ca ¢ uucka crener (CTCAE 1 crenesn). [Ipu
Te3n npoyusanua xunokanvemus CTCAE crenen 3 ce paseusz npa 1,1% » 0,4% o7 nauuenTyre Ha
neveune cue copatpennd v npu 0,2 % u 0.7% or mauuerTdTe B rpyRara #a wianeto. Hama
enobitenus 3a xunoranueMus CTCAE crenmew 4.

Cpobiuianape Ha NONOINPAHHN HEMKENAHH DEAKUHH
C1bo01asaneTo HA NONO3MPAHK HEXENAHY PeaKLHK CER paspelaBate 33 ynoTpeda Ha lekapeTBeHus

RpoRyKT € saxHo. ToBa N03BONABA Ja RPOABIDKH HAG/IONSHHETO HA CHOTHOIIEHHETO TION3A/PHCK 38
JIeKapCTReHU MpodykT. O MeAUIKMHCKHTE CTeUHATNCTH ¢ H3MCKBA A ChOBIABAT RCAKE
[HOJ03HPAHA HEKENaHa peaklvd upes MansannTenna areduns no Jekapereata yi. , Jamsad [pyes”
Ne 8, 1303 Codus, Ten.: +35 928903417, yeGeaitr; www.bda. bg.

4.9 TIlpenoiupase
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Hama cretr$ryne nedeHue Iipy NpenozMpaseto Ha copadennt. Hali-eucoxata Ao3a copadenn,
npoyubada knuanulo € 800 mg, aea nkTu nHeEHO. HexenanuTe peakumy, HAGMONARAHY OPH TA3H
2033 ca OriM npenyMHO IMAPH U AEPMATONOrHYHH NPOoABY. B ciTyyaii Ha NOA03Mpato npeaolupane,
copadeHr( fa ce cape @ Aa ¢€ 3aN0YHE NOAILPXKAIND ieYeHue, KOTATO & HeoOXOLKMO,

5. ®APMAKOJOrHYHU CBOUCTBA
5.1 <DapmakoiHHaMHMHE ¢BoficTBa

dapmakoTepanesTHUHA rpyna: ANTHHSOIIA3MEHH CPEACTBA, MpoTeHKNEA3RK uuxubnTopH,, ATC
kon: LOTEX0Z,

Copadennt e MynTHKMHA3¢H HHXUGHTOD, KOWTO NPOABABA aHTUNPOTHPEPATHEHA ¥ AHTHAHTHOTEHHY
cpolicTba in vifro 1 in vivo.

MexaHuisM Ha geiicTaie it drapMakoaRHAMEYEHE ebekTd

Copagenn§ e MyaTTRKRHa3EH HHXMGHTOD, KOKTO HAMANNBA TPOMHPEPRIHATA H2 TYMOPHH KJIETKH

in vifro. Copapenn6 naxubupa TYMOPHUS paCTEXK HA IIMPOK CHEKTHP TOBEUWIKH TYMOPHH NPACAAKH B
MHUIKA C OTCTPaHeH THMYC, IPUAPYKEHH 0T Peay KU Ha TyMopHata aHruoredesa. Copadesud
WHXHOHpa aKTUBHOCTTA Ha TAPTeTHTE, NPHUCHCTBALIY B TymMopHaTa knetka (CRAF, BRAF, V600E
BRAF, c-KIT u FLT-3} u B Tymopaure cunoee (CRAF, VEGFR-2, VEGFR-3 u PDGFR-B). RAF-
KHHA3ATE ca CepHl/TPeoHWHKMHAMK, AokaTo ¢-KIT, FTL-3, VEGFR-2, VEGFR-3 n PDGFR-f ca
PELENTOP THPOIHHKHHAK.

Knuruaua edrracnocy

Kmanunata SezonacHocT 1 edukacrocT Ha copadeHul e npoy4ena npy NalUHedT! ¢
xenarouernynaped kapuvdoM (XUK), npu narmuents ¢ 656pedno-knersieH kapuutoM (BKK) s
HATIPEIHAN CTamui.

Xenartouemyaape KapuMHOM

Mpoyusane 3 (npoyusane 100554) e dasa 11, MexayrapoHo, MHOTOLEHTPOBD, PAHAOMUIUPAHO,
NBofiHO cIaNo, naiebo-KOHTpOMMpaHe GpoyUuBake Npy 602 HaUKeHTH ¢ XeaTolEnY iapesH
Kapuynod. HeMorpadckHTe NoKa3aTent 1 XapakTEPACTHRATE Ha 3a60MMBaHETO HA H3XOXHO HHBO Ca
GiunH cpaBHRME MEXTY rPyNaTa Ha copaderu® u nirauedo rpymara no ornowenne va ECOG cratye
{craryc 0: 54% cpeury 54 %; craryc i: 38 % cpengy 39 %; craryc 2: 8 % cpeury 7 %). TNM cranmii
{craguit [ < 1% cpeury < 1 %,; crammii I1: 10,4 % cpewty _ 8,3 %; crapui I1I: 37,8 % cpenty 43,6 %;
cranuii [V: 50,8% cpemry 46,9 %) 1 BCLC crannii (crannii B: 18,1 % cpeury 16,8 %,; crazmit C: 81,6
% cpemy 83,2 %; cramnit D: < 1 % cpewy 0 %).

TIpoyusaneto e cnipsaHo, cnel KaTo IWISKHPaH MeXAHHeH anaTis Ha OS e npeMuHan npeaeapHieiHe
OTpeneseHaTa rpaHuua Ha euxacHoct. To3u aganns Ha OS Moka3sa CTATHCTHIECKH 3HAHAMO
npenuMcTBO Ha copadennd cnpamo mnanedo 3a OS (HR: 0,69, p = 0,00058, sx. tabaupa 2).

Hima orpanHieHH JAHHH OT TOBA MPOYIBaHE P HauMedTH ¢ YepHoupobuo yepexnade Child Pugh B
H e BKIIOYeH caMo eduH maupent ¢ Child Pugh C.

Tabauna 2: Peaysrars 3a epuxacuoct or npoyyusane 3 (npoy4sane 100554) apn
XeNaToleNy1apeH KapiHaoM

{lapamMeTEp Ha Copadennd Inaue6o P-croftmoct | HR
edUKRacHOCT (N=299) {N=303) {95% CI)
O6ma OpexnBIeMOCT 46,3 344 0,00058*

(O8) (40,9 n0 57.9) {29.4 10 39,4)

[Memnana, cepmuiy

{95% Chj

Bpeme 1o nporpecus 24,0 12,3 0,000007
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{TTP} {menuana, (18,0 no 30,0) (11,7 po 17,1} (0,45 no 0,74)

cenmuni (95% CIT**

Cl= posepurener Harepaan, HR= xoednuuent ua puck (copadienut cupamo niausbo)

* CTATHCTHIECKH 3HATHMO KATo P-CTOMHOCTTA € 1104 npeasapuTenHo onpenencHaTa O’ Brien
Fleming rparuana croithoct or 0,0077

**  HE3ABHCHM PAIHONOCHYeH TIPETIen

Ipoy+sane 4 (npoyusane 11849} e daza IIl, MexxnyHapoaHO, MEOTOUSHTPOBO, PAHZOMHIUPAHO,
JBOHHOCANO, 1aLe60-KORTPONHPAR0 NPoyYBaHe, KOSTO OLEHABA KIHAHYHATE ROM32 OT copadenns
npH 226 NALUSHTY ¢ XEMATOUeTyAapen xapuugoM. [Ipoyusanero e nposeaero s Kuraii, Kopes n
Taliean u noTepxLara pesyaTature ot Hpoyysase 3 no OTHOMEHYE HA GAATONPHATHOTO
CROTHOIIEHUE FoMa-phek Ha copadendt (HR (08): 0,68, p=0,01414).

B npeaeaputenno onpegenewnte crpatnduranyonny daxkropu (ECOG craryc, Hamuie i
OFCHCTANE HA MaKpOCKOICKA ChAGBA HHBAIHA WM Ppa3NpoCTPaNEHie HA TYMOpa H3BLH YephHA
apob) ua IMpoyusare 3 n [poyusane 4, HR npencraps 3HAYHTENHO M0-100pKTE pe3yaTaTH Ha
copathernd cripamo nnauebo. ExcmroaropHRAT aHATM3 HA TIOArPYIIATA MOKA3BE I0-C1abo uipaszen
ehEKT OT NSHEHHETO NPH MALKEHTH ¢ OTAANEYCHH METACTA3N B WIXOAHROTO HHBO Ha 3a60NABAHETO,

Bropeyso-KIeTEIesH KapuHHoM
BejonacHocTTa M eukacHocTTa Ha copadeHuG HpH NeueHneTo Ha GROpeHO-KIETRYEH KapUUHOM
(BKK) B nanpenuan cranuii € npoy4eaHa B CI8AHUTE ABE KJIMHWYHH YIPOYUBAHHN:

Npoyusane } (mpoyvsane 11213) ¢ dasa 111 MEROroueHTPORO, PAKIOMU3UPAHO, ABOMHO CISHO,
niauebo-konTpoMnpano npoyusase ¢ 303 naiyenty. Br/moueHy ¢a CaMO MAHMESHTUTE C ACEH
6n0petinG KIeTHYEH KAPHHHOM H HUCEK H Mexaured puck MSKCC (Memorial Sloan Kettering
Cancer Center). OcHoBHMTE L1e/TB Ca UATOCTHATA IPEKHBASMOCT K NpexusieMoct Ge3 nporpecupane
{F1BIT).

Npubansnrendo nonosupara ot naumedtare umat ECOG cratyc 0 ¥ noNosnHATa 0T NANHMEHTHTE Ca
6unu 8 vrcka MSKCC nporuoctrina rpyna.

IIBIT e oueHer Ypes cn4N HE3ABUCUM PATRONOTHAEH APSTNed, KATO CA M3ANON3BAHN KPHTEPHH
RECIST. I'BI1 ananus e npoeeneH ua 342 cny4das nipu 769 naumenty. Cpennara (1611 ¢ 167 auu nipn
NAUMEHTHTE, PAHAOMH3NPARK XpM copaenul, B cpagHedue 2o 84 nnM Ipy NaUMEHTHTE Ha nnauebo
(HR =0,44; 95% CI: 0,35 -- 0,55; p < 0,000001}. Brapacrra, MSKCC nporsoctiuna rpyna, ECOG
PS # mbpBUYHATa Tepanid He NOBIMABAT eeKTa OT NeHeHHe.

MesauseH anamis (BTopr MeXANAEH AHAIHS) 38 IWATOCTHA NMPEKHBAEMOCT € MpobeAeH nph 367
CMBPTHH city4an rpy 903 nanmentn. Homunanuata anda crofiHOCT 3a Tosn adanms ¢ 6ina 0,0094.
Menwanara Ha npexHsiemoct € 19,3 Mecena Npu NAUKSHTH, PARKOMAIHPAHN XbM copadennt, B
cpasHende ¢ 15,9 meceua npr naunentrTe Ha mnauelo (HR = 0,77; 95 % CL: 0,63 - 0,95; p <0,015).
[Mo Bpeme wa To3x arann3 okono 200 NalMeNTH OT MALeto rPyNaTa ca MPeMUHANH KM rpynata ¢be
copadennd.

[Tpoyurane 2 e daza 1l paszoMHanpano, ¢ NTPEKBCBAHE HPOYYBAKE [P MALHEHTH € METACTATHYHA
ManurHedn tafoasBatnd, exmounrenno BKK. MManventate cbe cTabuntusnpano 3abonssane u
Jiedenye ¢ copadienud ca paraoMu3HpaHH KbM ianefo WK MpoIsDKkaBaT AeUeHHeTo ¢ copadheHut.
IMpexuesemocTra Gea nporpecupane Ha Gonecrta npy nannentu ¢ BKK e 6ita 3uauntenno no-
NpOABIDKUTENHA B TPYHaTa Ha copadeautd (163 auu), orkonkoTo 8 niadebo rpynara (41 nan) {p =
0,0001, HR = 0,29).

Yarmxapane va OT unreprarna

B xnunyyHO (apMaKoNOTHYHG HITHTEARE Ca ROKYMEHTHPAHY HaMepBanusta Ha QT/QTc npu 31

AAUMEHTH HA MIXOLHO HHBO (NIpeiil TEHenie) 1 cien Neuennero. Cnen endn 28-IHeseH UNKDT Ha
JIeYeHNE, B MOMEHTA Ha MAKCHMAITHA KORIERTpalMg Ha copapenns, QTeB e yabmen ¢
OTcF ¢ 9 £18 msec B cpaBHEHUE ¢ HIXOIAO HUBO Ha Mranebo nedeuue. To Bpeme
MOHHTOPHHIA BUTO eNUH yaacTHHK He roka3sa QTeR mmu QTcF >500 msec cen
TouKa 4.4).
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Hennatpyuyma nomy natixg
EBpDﬂBﬁCK&Ta areHndg o JIeKapCTBaTa ocnoﬁomasa 0T 33ABJOKCHHETO 34 IPEOOCTARAHE HA

pesy/ITaTMTe OT NPOYYBAHKATA BHB BCHYKH [IOOIPYNH Ha TeIMATPUYHATA MomyaalHa npy 6n6peden
KapunkoM M kapuxHoM Ha GnbpednoTo nerente (¢ H3wnodente Ha Hedpobnactom,
HedpobGaacToMaTo3a, CBETIOKNETBYEH CapKoM, Me3obnacTeH HepoM, MelymapeH Guopeuct
KapUUEeM H pabaouaes TyMop Ha GuGpenute), o deproapober KaPUMHOM, 4 KApUWHOM Ha
MHTpaXenaTaTHUTe JKILYHH IBTHIA (C HIKTbYeHKHe Ha XeraTobnacTom) (k. Touka 4.2).

52 QapmakokMAeTHYAH cBOHCTRA

AGcopfiis # pajnpejenenne
Cunep nipunoxerite va copathennd TabneTy, cpearara 0THOCHTEMHA OHoHanmHOCT € 38 - 49 %,

KOFATO C& CPaBHABA C MEPOPaTHMA pasThop. AGconoTHaTa SHOHATHIROCT Be ¢ H3BecTHA, Cren
DEPOPATHO NPUIOKEHKE, COpadeHid JoCTHTE NHKOBU MNAIMEHH KOHIERTpaMH npuoamnzarento go 3
yaca, Korato ce npunara ciief KOHCYMaIHA Ha XpaHa ohe GOTaTo ChABPKARUE Ha MAIHIHN,
aGcopbuuaTa Ha copaernG e pexyunpaHa ¢ 30 % B cpaBHeHNe ¢ IPHIIOKEHAETO Ha THATHO.
CroitroctiTe Ha Coua # AUC ce nosiuapar HeponopuHOHaNHO NP 03K no-Bucoku o1 400 mg asa
NBTH AHEBHO. CBBP3BaHETO Ha copadennt ¢ nnamedire apoTtenny e 99,5% jn vitro,

MHOrOKpaTHOTO HpHACKEHRE Ha copaHenud 3a 7 nHu 804K Eo 2,5 — T-KpaTHO KyMyJIHpaHe B
CpaBHEHME ¢ NPHIMKEHHE Ha eAHOKPaTHa 1032, CTANOHAPHHTE ITTA3MEHH KOHICHTPALRM Ha
copafpenub ce nocTAraT 0o 7 IHH, © THKOBO 40 MMHMMANTHO OTHOILICHHE HA CPEAHHTE KOHUEHTPALNH
no-Mako o1 2,

BuotpascdiopMauis H eHMUHEPAH

ENMMyBauoRsEAT ToMyXKuBoT Ha copadennd e npubimutendo 25-48 waca. Copadenud ce
meTaboNH3Wpa MPENUMHO B HePHHA Zpod B € NOLI0XKeH HA OKHCIHTEACH MeTabonmssM, MeMNpaK
nocpeacteoM uuroxpoM CYFP 3A4, kakto i rmokyponupade, nocpencrsom UGTLAY.
Kosrorspanure creaMAeHNA Ha copadeHud Morar 2a GhaT pasieneHt B CTOMALIHO-HPeBHHA TPaKT
OT AKTUBHOCTTA Ha DaxTepHAHa IIYKYPOHKAA34, MOIBOAABAINA peabcopBMaTa HA HEKOHFOTHPAROTO
aKTHBHO BellecTo. JJoKasaHo e, ue eNHOBPEMEHHOTO MPUIAraHe HA HEOMHIIMH NPEYN HA TOZH
npouec, HaManaBalik cpegrata duonanrgHocT Ha copadienud ¢ 54%,

Copadienn6 ¢ npubmisutenno 70-85 % oT uupKyIupainy geiIecTBa B HTa3MATa [PH CTALHOHADHO
cboronine. Maentndminpanu ca 8 merabonura Ha copadreHul, 5 OT KOWTO C& OTKPHBAT B IIa3MATA.
TNaBBMAT UHpKyaupawm MeTabonuT Ha copadieHus B na3MaTa, NMPHIKE NOKCHA, TIOKA3BA if1 Vitro
AKTHBHOCT, MoJ00Ha Ha Ta3n Ha copafennG. Tou MeTaloauT npeacTasiasa MpuGmmsutendo 9-16 %
OT BUPKY MHPAIUY BEWIECTBA B CTALHOHADHO CHCTOSHUE.

Crien nepopanno npwioxenue Ha 103a 100 mg pazreop copadenud, 96 % ot no3ata ce BB3CTAHOBARA
B paMirTe Ha 14 aun, 77 Y oT n03aTa ce eKCKpETHPa B H3NpAKHEHRATA B 19 %) ce eKcKpeTHpa B
YpUHATA KATO IMmoKypounpanh MeTaGonuty. Henpomenenuar copadenns, kxolito npeacrapngea 51 %
OT J03aTa, € YCTAHOBEH B HANPOHKHEHNATA 1 HE C8 YCTAHOBABA B YDUHATA, KOETO TIOKA3BA, Ue
funHapHaTa SKCKPeUHA Ha HEHPOMEHEHOTO AKTHEHO BEIUGCTEO MOKE A2 AOPHHECE 33
STHMHHUPAHETO Ha copadieHi.

DapMakoKHASTHEA APH CHENUATHY TOMYNALHN
AHaW3ET Ha IeMoTPaICKHTe NAHAN TTOKA3BA, 4¢ HAMA BPh3Ka MEXIy PapMaKOKUHETHKATA K
BBL3PAcTTa (10 65 roguilHa BR3pact), NOMa BIH TENECHOTO Tero.

HennaTpyyna nomynanus
He ca nposenenn npoyupanud sepxy gapMakoKHHeTHKATa Ha copadelnd npy neqqaTpuyHy
TMALIMERTH.

Paca
HaMa KNIBHUYHO JHAYHMHE pa3iHiig BE8 @apMBKDKHHBTHKHTE apH KaBKa3Ka H a3,
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brlpeuo yepexaaHe

B 4 knuHeauHR Opoy4paHis $a3a |, cTaHoRapHATa eKCIIO3KRLHA € NoA00HA NPH NAUMEHTH ¢ JeKO I0
yMmepeso Onfipeyno yBpexJaHe B CPARHEHHE ¢ EKCO3MUMSTA PR NANNEHTH ¢ HopManna Guipedua
dyukaEL. Npd xaaHqaHo haMakonoryuHo npoyysane (endekpatHa a03a o1 400 mg copadennd) He ¢
HAGMIONABaHA BPB3Ka MEXAY EKCIOHIMATA Ha copadenud n GrbpeunaTa GpyHKUMA MPY LA ©
HopManua 0s0peyna PyHKINA, FEKO, YMEPEHO WIH TekKe Gh6penno yepexaane. Hima nanum sa
MAUHEHTHTE, KOHTO C& HYXKIAAT OT AHAN3A.

HepHoapoGro vepexiaHe

IMpa manuenTy ¢ xenatouenynaped xapuuxom (XLK) ¢ Child-Pugh A nmm B (neko g0 ymepero)
qepHOAPOGHD YBpEKIANE CTORHOCTHYTE HA eKCMOSHUMATE €8 CPaBHAMM ¥ Ca B TPAHKLKTE HA
eKCTIo3HIuHTS, HabmonaBany pu naunedty He3 uepHoapobao yepexnate. DapMakoKHHETHKATA
(@K na copadennd npu nanuentu ¢ Child-Pugh A unnt B 6e3 X1IK e nonotua wa OK npu 3apask
JgoGporomm. Hima navsn npn nanvents ¢ Child-Pugh C (Texxo) yeproapoGHo yapexwaaue,
Copadenub ce enuMHUENDPA TIPENUMHO Ype3 YePHIA ApoD M eXCHO3HNMATA MOXe I3 GBae noBuiieHa
NpH Taty rpyna NayuenTH.

5.3 Ilpenxanunypy 1aAHA 33 Ge30MacHoCT

Mpenxmunupusr npodun Ha GelonacHocT Ha copadennt e oleHey NPY MALIKY, ILTEX0BE, Ky4eTd H
3afiu, ‘

TpoyyaanuaTa 33 TOKCUYHOCT PasKPHBAT MpoMeHH (AereHepallMONEH H pereHEpalHOHHA) B
pAa3HYHM OPrany IPH SKCTIOIHUMA [O-HHCka OT gHaKBaHATa (Bh3 OCHORA Ha cparHdBake Ha AUC),
£nes MAOTOKPATHO NPUIIOKEHUE NPH MIAAH H MOAPACTBAINH Ky4eTa ca Haliroaanand edextH Bopxy
KOCTHTE 1 3EOUTE NPY NPWIOKEHUS Ha [10-BHCKY 1031, [IpoMeHTe Ce ChCTOAT BEB HEpaBHIHO
YIUTBTHABAHE Ha PeMOpATHATA PACTERKHA FTOUKA, XHIIOLETYNapeH KOCTEH MO3BK, HEOCPEACTEEHO 10
YBpeAeHATA PACTENKHA IUIOYKA M YRPSKOaHe Ha CLCTaBRa Ha NenTHHA. [TonoGun edexty He ca
HabmonaBaky NpY BH3PACTHH KydeTa.

Tlposenera e cTaHZapTHa NPOrpaMa OT NPOYYBAHAA BEPXY FeHOTOKCUMHOCTTA | Ca MOTYHSHH
NONIOKHTRITHA PE3YNITATH, KATO NOBHUIABAHE Ha YECTOTATA HA CTPYKTYPHU XPOMO3OMHEH aGepaiyH
OPH in vitro KneTbuna nUHEA 0T fo3aiHUK (FIMHUK 0T XMTAKCKK XaMcTep) 3a KITacTOTeHHOCT NpH
TIPHCBCTBAETO HA MeTal0NMATHO akTHBapate. CopadeHnd He e renoTokcH9eH B TecT Ha ElimMc unn B
in vivo MUKPOHYKIIGAPEH TECT MPH MUIIKH, EAMH MeXKIMHEEeH MPOAYKT 0T NPOU3BOACTESHHA NpoLiec,
KOiiTO NPUCHCTBA B KpaliHara aktusHa cyberanuma (< 0,15 %), e Gl DoOKUTENEH 33 MyTareHHOCT B
in vifro GakTepuanHo KNeTeuHo uscnensane (Ames test). OcBeH Toga, NApTHAATA copadenud,
H3CJIEIBAHA CBC CTAHAPTEH FEHOTOKCHYEH TecT, Bxinousa 0,34 % PAPE.

He ca npoBeneH NpoyyBaHKA 38 KapIHHOFEHHOCT Che copadentd.

He ca nposesend criewuduyiy npoydsanus o copaheHnd Npy XUBOTHH, 33 12 C¢ OUEHH efeKTa
BEpxy teprunurera. Hemenan eerT FupXy MEXKMA 1 XKEHCKH QEPTHAMTET MOsKe 12 €& 04aKea, THil
KaTo fIPH TPOYHBaHHA 33 XPOHHYHA TOKCHYHOCT CA YCTAHOBCHY IPOMEHY B PETIPOAYKTHBHHTE OPTAHY
Ha XMBOTHHTE OT SRATA [10/14, NPH JO3NPOBKA O-HACKA OT KAWHUYHATA f03a (B53 ocHopa na AUC).
THUNHYHUTE TPOMEHHE CE CBCTOAT OT CHMIITOMM HA ETeHepauus U 3a0aBAHe Ha Pa3BHTHETO HA
TECTUCHTE, SNULWIHMA, TPOCTATA M CEMEHHUTE KaHATULTa Ha MITbXose. JeHCKnTe TBX0Be IOKA3BAT
LIEHTPaATHa HeKPO3a Ha KOpPNy < TyTeYM M CIMPAHE Ha PA3BUTHETO Ha GONHKYJIHTE HA SHHHUOMNTE,
Kyuerara noka3sar Ty0yaapHa dereHepalms Ha TECTHCHTE W ONNHNOCTIEPMHuS.

Copadierind e eMOPUOTOKCHYEN H TEPATOTEHEH, KOTATO Ce MPHAAra Ha NIALXOBE ¥ 3alllk ¢ eKCIO3HIu
Ha [034, NO-HKUCKH 0T KnuenyHnTe. Habmonasanure efekTy BKIEOYRAT HAMANABAHE TeNeCHOTO TErNIo
Ha MalikaTa ¥ (11043, MOBHINEHA YECTOTA Ha pe3opOuna Ha 3apodmilia H MOBHLMIEH Dpoil HAa BLHIIHW W
OpraHHM MaTQoPALLFH.

[IpoyuBaHKATA 33 CHEHKA Ha PMCKA 33 OKONTHATA CPeia MOKaIBaT, He copadennd To3MnaT UMa
MOTEHNMAT fa 654¢ ycToiinus, GHoaKyMyIHpall ¥ TOKCHHCH 34 OKONTHATa cpena. Mndopmans
OTHOCHO OLICHKA Ha PHCKa 32 OKOJIHATA Cpelia € Hamaa (Bx. Touka 6.6).

6. @APMAUEBTHYHH JAHHH
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6.1 Cnrckk H3 TOMOIMHHTE BEMECTRA

Anpo ua TabeTkara:
Xunpomejioza 2910 (E464)
Kpockapmenosa natpuii (E468)
MuxpoxpucranHa uesnynosa (E460)
Marueinesn creapat (E470h)
Hatpuer naypnncyadar (E514)

OfsuBka Ha TaHICTKATA;
Xunpomenosa 2910 (E464)

Twurauos nuokcna (E171)

Maktporon (E1521)

Henesen oxeun, gepsen (E172)

6.2 HecepMecTaMoOCTH

Henpunoxamo

6.3 Cpox na reagoct

3 roauu,

6.4 Croeunaifu YCI0BHA Ha ChbXpaHenne
Ha ne ce cexpanssa nag 30°C.

6.5 Bua ¥ cLALPRAHKE HA ONAKOBKATS

112 dusmupans rabnetky 8 Anymunnesn-PVC/PE/PVDC Gnuctepn,
112 x 1 dumvupann rabaerku 8 Anymuness-PVC/PE/PVDC eanonozoeu, nepdopupany Gaucrepy.

He BcHuKH BUIORH ONRKOBKM MOraT fa ObIAT IyCcHATH B poxax6a,

6.6 Cuennanuu npeInasHi MEPKR HPH HIBLPJAHE A padoTa

Toan nexapcreen nponykr 64 MOrba fa GPEACT2BIABA NOTEHINANEH PHCK 32 OKOIHATA Cpela.
Heusnonpapsat NPoayKT UIH OTTIANEYRATE MATEPHAIY 0T Hero TpatBa Aa © U3KBL{IAT B
CHOTBETCTBHE C MECTHUTE H3UCKBAHMKA.

7. IIPRTEXATEJ HA PASPEHIEHUETO 3A YHOTPEBA

Zentiva k.s.

U kabelovny 130,

Dolni Mécholupy

102 37, Prague 10

Yewrka pemyOnuxa

8. HOMEP(A) HA PAZPEIHMEHHETO 3A YIIOTPEBA

Per. Ne 20200205
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9. JATA HA NNBbPBO PAZPEINABAHEMOJHOBABAHE HA PA3PENIEHHETO 3A
YIIOTPEBA

JaTa Ha mpeo pasperasane: 21.10.2020 r.

10. JATA HA AKTYAJIH3IHPAHE HA TEKCTA

09.05.2022 r.
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