KPATKA XAPAKTEPUCTUKA HA IIPOAYKTA

1. HAUMEHOBAHUWE HA JIEKAPCTBEHH}I MNPOAYKT
ELOXATIN 50 mg powder for solution for infusion
EJIOKCATHH 50 mg npax 3a utdy3uoHeH pa3TBop

ATCHUILS 110 IEKAPCTBATA

sgykma - (lpupaxenue 1

ELOXATIN 100 mg powder for solution for infusion
EJIOKCATHH 100 mg npax 3a undy3uoHeH pa3Teop
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2. KAYECTBEH U KOJIMYECTBEH CBCTAB E . " /) ) /J y (/: 4 ’U.ZU”
Bceeku GmakoH chabpixka: |F RIDGLUIGHL Frorvarins:
Orcanumnaman (Oxaliplatin) 50 mg 2; OGnEDEHUER NE ot S esinisisnrenserecisnenieinnre

3a 1 ml oT nmpuroTBeHus pasteop — 5 mg/ml
u

Oxkcanumatuu (Oxaliplatin) 100 mg

3a | ml ot npuroTeenus pasreop — 5 mg/ml
3a MOMOIHUTE BELIECTRA BIXK T.6. 1

@ 3. IEKAPCTBEHA ®OPMA
ITpax 3a nudy3HOHEH pazTBOP
ban v noutn 651 nuodunuzMpax npax

4. KIMHUYHHU JAHHHA

4.1. TepaneBTHYHHU MOKA3AHUA

Enokcatun B kom6bunaums ¢ S-payopypauni (5-FU) u honunosa kucenuna (FA) ce uznonzsa npu:
- a/II0BAHTHO JIEYEHHE Ha KapLUHOM Ha aebenoto yepso, ctaaui 11 (Duke craauii C), crien mbiiHo
OTCTpaHsABaHe Ha IbPBUYHHUS TYMOP;

- JIEYEHHE Ha METAcCTaTHUYeH KOJOPEKTANIEH KAPLIMHOM,

4.2. lo3MpoOBKa U HAYMH HA NPUJICKEHHE
CAMO 3A BB3PACTHU

IlpenopbunTenna g03a

2
IpenopbuurenHara no3a 3a EnokcaTuH npu ajiopaHTHO jleueHue ¢ 85 mg/m” WHTpaBeHO3HO Ha
. BCEKH [1Be ceaAMULM 3a 12 uukbna (6 Mecewa).

ﬂpenopLHnTenHaTa Jo3a Ha Enoxcatun pH JIeHEHHE HA METACTaTUYE€H KOJIOPEKTaJIEH KapUuKHHOM €

2
85 mg/m” MHTPaBEHO3HO Ha BCEKU [BE CEAMHULM [0 MpOrpecHpaHe Ha 3ab0JIIBAHETO HAH
HeTNpHeMJIMBa TOKCHYHOCT.

Hozuposkara Tpsabsa na 6/ oripejiesieHa B 3aBUCUMOCT OT [IOHOCHMOCTTA.,
(mx 4.4. “IlpenynpeskaeHus v CrieUUaTHM MpeiNazHu MepKH npH ynotpeda™).

Esokcatnn Tpsa6sa Aa ce BbBekga BuHaru npeam guyoponupumuaununte (5-FU).

OxcaMIUIaTHH ce BbBEK/a B NPOAB/KEHHE Ha 2 10 6 yaca B HHTpaBeHo3Ha uHDy3us ¢ 250 1o 500
ml 5% pa3TBOp Ha IJIOKO3a, Taka 4e [a c¢e JOCTHUTCHe KOHUeHTpauus mexay 0.2 mg/ml u 0.70
mg/ml; 0,70 mg/ml e Haii-BrcoKaTa KOHUEHTPALUMs HAa OKCATHIUIATHH B KJIMHUYHATA MPAKTHKA 3a
OKJICANMIIATHH B 032 OT 85 mg/m’. MAdy3usTa ce 0ChlIECTBARA upe3 Tepud)epeH WM LieHTpasieH
BCHO3€H BT MO €1HO M CBLUO BPeME ¢ UHQY3MATA Ha (POJIMHOBA KUCEIMHA, Pa3TBOpEeHa B OTIE/NeH
cak ¢ 5% rioko3a, B MpOAb/IKEHWe Ha 2 10 6 yvaca, W3MONA3BAMKKM Y-NHHUS, [TOCTABEHA BeaHara

NpeAH MICTOTO Ha MH(Y3UATA,




Tesu nBa nexpacTBeHu NpoaykTa He TpsAOBa Ja ce KOMOHHHPAT €IMH W Chbll MH(Y3HOHEH cak.
@onnHOBaTa KHCENUHA He TPAOBa /1a ChABPIKA TPOMETAMOJT KAaTO MOMOLLIHO BELIECTBO M TPA6Ba aa
ce paspeau camo ¢ 5% W30TOHHUEH PasTBOP Ha IIIOKO3a, HUKOra B ajlKajeH pa3sTBOp WM HaTpHeB
XJIOPHA WK ChAbPIKALUU XJMOpHJ pa3TBopu. OkcalunaaTUH Ce Npujara OCHOBHO B KOMOUHALMS
CbC CXEMM Ha NeueHWe Karo NpoabkuTenHa uHysus ¢ S-pnyopypaumn. Ipu cxemara Ha
JTieueHue npe3s ape ceaMHLM S-uryopypaliu e npuarad Kato 6051yc U MPOABIKATENHA HHDY3HSL.

Cneunamm nonyJaunHuu

IMaunentH ¢ Hapyuwena 66peuna pynkuus:

Tlpn nauwmenTH ¢ racTpoMHTECTHHANEGH PaK M ¢ Pa3/MyHa CTENeH Ha HapyliaBaHe Ha ObOpeuHata
}yHkums, nexysanu ¢ Enokcatun (2 yaca IV WHQy3uss BCeKM 2 CEAMHLM 33 MakCHMyM OT 12
uxkbna) B komOunauus ¢ SFU/FA (FOLFOX), EnokcaTvH 0ka3Ba MUHUMAJIHO KJIMHUYHO BIMSHUE
BBpXy ObOpeunaTa ¢yHKUHMA, KOETO ce mpocieisBa Hpe3 CPEfHHs KDPEATMHHHOB KIHPbHC.
EnokcaTun OkasBa MHMHMMATHO KIHHHYHO BIMAHHME BbPXY ObOpedHaTa (YHKUMS, KOETO ce
Npoc/iedsBa Upe3 Cpe/IHA KPeaTHHHUHOB KITHPBHC.

Pesynratute orHocHo GesonacHocTTa Mexay rpynuTe MaLMeHTH ca mogoGHU. Bunpeks Tosa,
NPOAB/DKUTENHOCTTAa HA  eKCMO3MUMATa € Ouna 10-KpaTka TpH [auMeHTUTe ¢ 6BOpeyHo
Hapyiente. CpeaHaTa NPOAB/KMTENHOCT Ha eKCHO3HIKs € 6ua 4, 6 M 3 UMKBAA CHOTBETHO IPH
JIEKO, YMEPEHO U TeKKO ObOpeuno Hapyuenue. ITpu naumeHTH ¢ HopMaiHa 6L6peyuna byHKuus |
cpeanara ekcnosuuus e Guna 9 uMkbaa. IloBeue MaUMEHTH ca NPeKbCHANM JIEYEHHETO Mopajy
HEXENaHW JeKapcTBCHW peakuuu B Tpynure ¢ ObOpeuHo HapylueHme. Hauamnara gosa na
Enokcatun e Guna Hamanena ua 65 mg/m? npu naUMeHTHTE C TeskKO GBEPEUHO HapylueHKe.

IMpu nauuenTnre ¢ HopmasnHa Gb6peuHa QYHKLHS WM IEKO 10 YMEPEHO ObOpedHO HapyleHue,
npenopbyaHata nosza Enokcarnn e 85 mg/m?. Ilpu nauuentr ¢ Texxko 6B0pedHO HapylieHwue,
MpenopbYMUTENHaTa HavalHa 1032 TpabBa na 6bae HamaneHa 10 65 mg/m? (BuskTe Touka 4.4).

IMaunenTH ¢ yepHOAPOGHO HApYMICHHE:

ITpu daza I npoyusane, BKIIOYBALIA NALKMEHTH C Pa3IMdHA CTENEH HA YEPHOAPOOHO HApyLueHHe,
HECTOTaTa M TEXECTTa Ha 4ePHOAPOOHUTE HAPYLIEHHS BEPOSITHO Ca CBBP3aHM C PAa3BUTHETO Ha
3a00NABAHETO W HAPYLUEHHM YEPHOAPOOHU (YHKLHH KATO OCHOBHH napametpu. He e HeoGxoaumo
KOpHIMpaHe Ha J030BUs PEXUM MpPHU MALHEHTH ¢ aOHOPMHU UepHOAPOGHH GYHKUMOHANTHY TECTOBE
YCTAHOBEHH MPH KIMHHYHOTO NPOCNeAsBaHe.

IMauuenTn B Hanpeanana sb3pacr:

He ¢ nHaGmonasano nosHimaBaHe Ha ocTpaTa TOKCHYHOCT Ha EjOKcaTHH mpH  H3MOA3BaHETO My
KaTO MOHOTepanus WK B komOuHaums ¢ S-gayopypauna (5-FU) npw naumeHTH Ha BB3pacT Hag
65r. CnepoBatenHo He € HEOOXOAMMO CIEUMAnTHO ananTHpaHe Ha [03aTa NpU NAOUEeHTH B
HalpeHaIA Bb3PAcT

IlennaTpuunu nanuenTn

Hsma nokasanus 3a ynorpe6a Ha okcanumiatun npu jeua. EQekTHBHOCTTA HA OKCAMMILTATHH KaTo
MOHOTEpAMNUA NMPH NEAHATPUYHH NMAUUEHTH ChC COJTMIHM TYMOPH He e Guia ycTaHOBEHa.

Hauun Ha npuioxenne

Enokcatun ce BbBeX A upe3 HHTPaBeHO3HA HHDY3HS.

Ilpunoxennero na ENOKCaTHH He U3MCKBA XMNEPXUAPATALIHSL.

Enokcarnn ce paspexxna ¢ 250 go 500 ml 5% pa3TBop Ha ITIOKO3a, Taka 4e 1a e JOCTHIHe

KOHLEHTpaluA He no-Hucka ot 0.2 mg/ml 1 Tpabea ia ce BbBeXkAa HHDY3IHOHHO B mepUbEpeH WK

UCHTpa/IeH BEHO3eH MbT. EnokcarnH undysusra sunaru TpsabBa na ce BbBEXAA NPEN Ta3W HA 5-
FU.



le/l nomaaane H3BbH Cb/Aa, HPHJIAraHeTo ce INpeKbCBA BeAHAra.

Hucrpyknuu 3a ynorpeda
Enoxcarnn TpsaGsa na ce pasTBopu W ciex KOeTo Aa ce paspend mpeau ymorpeGa. Camo
NpenopbuaHnTe paspeanTesd TpaOBa Aa ce M3MON3BAT 3a Pa3TBAPsHE M MOCIENBALIO pa3pex/aHe
Ha siodunusupanus npax (Bwx 6.6. Mnctpykumn 3a ynorpe6a/mpunoxeHue)

4.3 IIpoTnBonOKa3aHuna

EnokcaruH e npoTMBONOKa3aH Npu MaumMeHTH, KOUTO:

- Ca ¢ JaHHH 32 CBPBXUYBCTBUTENHOCT KBbM OKCAIMIUIATHH M KbM MOMOLIHUTE BELLECTRA,

- KbpMAT,

- MMarT CynpecHs Ha KOCTHMs MO3BK MpeAM 3alouyBaHe Ha MbPBUA Kype, Npd Opol Ha

HeyTpodunure <2.10 9/1 n / win TpombouuTrTe < 100.10 9/ 1,

- MMaT nepudepHa CeH30pHa HEBPONATHA ¢ (YHKUMOHAIHO YBPEKIAHE MPEH MbpBHS Kype Ha
JleyeHue,

4.4. Ilpeaynpesxaenusi M CnelHAIHN HPeANA3HH MEPKH IIPH ynoTpeba

Enokcatuu TpﬂGBa Aa €€ HU3M0J3Ba CaMO B CEUMAIU3UPAHU OTAENIECHUS 10 OHKOJIOINHS H TpSI6Ba Aa
Cce ripuJjara rnon Ha6H}O}1€HI/leTO Ha OIIUTCH KIIMHHUUWCT-OHKOJIOr

Iopaau orpannyenara undopmaius 3a $€30MacHOCTTAa My MNPH NALMEHTH C TEXKO HApyLIeHa
OB6peuna dyHkuus, rpunarateTo Ha EjgokcaTu Gu cieaBano Aa ce oGMHCIH Ciel MOAXOAAIA
OLUEHKa Ha CBLOTHOWIEHWETO [M0/13a/pPUCK 3a MauueHTa. B Te3u ciiyyau CTPUKTHO ce cleau
6bbpeunata QyHkuMA M NMpenopbUMTESHATA HAvallHA [03a OKCAIMIUIATMH € 65 mg/m? (BHiKTe
Touka 4.2).

TauneHTHTe ¢ naHHKM 3a anepruyHu peakUMH KbM APYFH CbeWHEHWsS Ha MIaTHHaTa, TpsOBa ga
6baaT nocTaBeHH NOA HENPEKbCHAT KIMHHUYEH KOHTPOJ. ANEPrUUHM peaklMi MOraT Ja HACTHIST
MO BPEME Ha BCEKM LMKbL/I. B cayualh Ha aHaduAakTHHYHM peakuuu KbMm EnoxcatvH, uH]y3msaTa
TpsbBa BeaHara Aa Ce MNPEeyCTAHOBH W Aa Ce 3alo4He MOAXOAALIO CHMIITOMATHYHO JIeUeHHE.
Bb3obHoBsBaHe Ha BbBEXAaHETO Ha EnoKcaThH € MpOTHBOMOKA3aHO.

B cnyuyait Ha excTpaBasanHo nornafaHe Ha JIEKAPCTBEHHs TPOLYKT, MH(Y3usaTa TpsAGBa He3abaBHO
Jla ce NpeyCTaHOBH W Ja ce npeanpuemMe oduuaiiHo T0KaNIHO CUMITTOMATHYHO JIEUEHHE.

HeobXxomum e cTpor KOHTpOT OTHOCHO mMOsBAaTa Ha CHMITOMH Ha CeH30pHAa mepudepHa
HEBPOJIOTHYHA TOKCHYHOCT Ha Enokcatun, ocofeHo, npu  eQHOBPEMEHHO MPUIIOKEHHE C APYTH
JIEKapCTBEHH MPOAYKTH CbC crieyupUuHa HEBPOTOKCHYHOCT. HeBposioruuen npernea tpsabsa aa ce
NpoBeJe Npe/id 3a1104BAHETO Ha BCAKO BBbBEXK/AHE, a CJIe] TOBA a CE MPaBH TIEPUOIUYHO.

ITpu naumenTy, npu kouTo ce HabtOAaBa OCTpa JlapUHro-hapuHreanHa auszectesus (Bwx 4.8) 1o
BPEME Ha WJIM HSKOJIKO 4aca ciell 2-4acoBaTa UH(Y3Hs, clie/iBaluara uHpy3us Ha OKCaTUIuiaTHHA
TpsibBa /1a ce mposelie C MPOABL/KUTENHOCT MOBeYe OT 6 vaca. 3a Ja ce MpeJoTBpaTH Takapa
AM3eCTe3Ust € HeoOXOoAMMO Ja ce HHGOPMHUpAT MalMeHTHTe, ue € HeoOXOAMMO Aa W3Gsrear
U3/1aTaHeTO HA CTY[EHO W Ja U3KJII0YAT CTyJleHa XpaHa M HAMUTKU 110 BpeMe Ha WM HAKOJIKO vaca
C/IEA TIpUNaraHeTo Ha Enokcarun.

le/l Bb3HHKBAaHE Ha HEBPOJIOTMYHH CHMIITOMH (nape(:'re31414, ILPI?:CCTCSI/IPI), nocJieABauioTo
KOpUrdpaHe Ha NO3UTE Ha Enokcatun Tpﬂ6Ba Ja C¢ HallpaB¥ B 3aBUCHUMOCT OT MPOABJIKHUTEHOCTTA
W TEXKECTTA HA HCBPOJIOTHYHHUTE CUMIITOMMU:




- B CIy4aH, Ye CUMNTOMMTE MpOAB/KABAT MOBEYE OT CeneMm JHM W ca NpUApYkeHHu oT Gonka,
cje/iBaliaTa n03a OKCaJMIVIATHH Ce MOHWKABa OT 85 Ha 65 mg/m’ (MeTacTaTHuHO JIEYEHHE) UK
Ha 75 mg/m2 (anioBaHTHO Neuenme),
~ B Clly4adl, ue [apecresMuTe, KOMTO He ca CBLIPOBOAEHH OT (yHKUHOHAIHU HAPYLICHUS
NEPCHUCTHPAT 10 ClepBalllMg LUMKbA, CAEABALIATA 033 OKCANUIUIATHH TpabBa aa ce Hamanu ot 85
Ha 65 mg/m’ (MeTacTaTHuHO JIeYCHHE) MM Ha 75 mg/m2 (aI0BaHTHO JieueHue),
- B ClyyaH, 4ye NapecTe3MHTE ca CHIPOBOAEHH OT yHKuMOHanHU HapyuweHus u
MEPCHCTUPAT N0 CJIeNBAlMA UMKBJ, MPUIOKEHUETO Ha EjaokcaTuy TpsbBa nma Obae
NIPEYCTaHOBEHO,
- IIPH OT3BYYaBaHE Ha TE3M CHUMNTOMHM CJIE[ CIMpaHE HA JICYEHHETO C Enokcarun, moxe
OTHOBO [1a ¢€ NPHUCTLIH KbM Bb30OHOBSABAHE HA TEPANUATA.

[MaumenTtute Tps6sa ga Gwvpar MHGOPMMpaHK, Ye crled MpeKbeBaHe Ha NEYEHHUETO, € BBL3MOKHO
TICPCHCTUPAHETO HA CHMNTOMK 3a MEPUPEPHHU CCH3OPHU HEBPOTATHH. Jlokanusupaxa, ymepena
MapecTesus MIN NapecTesus, NPUAPYKEHA OT (YHKUMOHANIHU HAPYLIEHHsS MOraT ja nepcHUcTUpar
3a MOBEYC OT 3 rOAMHM CJICA IPEKLCBAHE HA aIOBAHTHOTO JISYEHHE.

[pusnaumn v cumnromu Ha cunapoma Ha peBep3abuiHa nocrepropHa nesroeHuedanonarus(RPLS,
1103HAT cbUIO Kato PRES, cuuapom Ha nocrepuopnata pepepsaGuina eHuedanonaris) mMorar na
6vaar rnaso6onue, MpomeHena ymMcTBeHa ASiHOCT, NpUNaAbLH, 3PUTENHH TIPOMEHH- OT 3aMbITIEHO
BWJKNIAHE 110 C1eMoTa, CBbP3aHa MM HE C XWMepToHMs (BHKTE TOYKa 4.8). 3a nocraesHero Ha
AuarHosa RPLS e Heo6xoanmo noTebpikaeHne 4pe3 0Opa3HO U3C/IeBaHE Ha MO3bKA.

CTOMalIHO-UpeBHATAa TOKCHYHOCT, KOATO ce NpoABABA C ralCHE W MOBPbBIlaHE, CE OBNANIBa
NPOGHUNAKTHYHO W/MAM TEPATICBTHYHO C AHTH-EMETHUYHA Tepanus (Bix 4.8. “Hexenanu peakuun™).
Hexunparaums, napanutnden WJICYC, HHTCCTHHANHA OKIY3HWs, XMMOKAIMEMMS, MeTabo/NuTHA
auuiosa v ObOpevyHo HapylleHue Morar na 6baaT [POBOKMPAHW OT TEXKa AWapus W/Uau
NoBpbLUIaHe, 0CO6EHO NpH KOMOHHalMATa Ha EnokcaTut ¢ 5- FU.

le/l XEMAaTOJIOTMYHA TOKCHUYHOCT (IIOKaSaHa 4pe3 UBMEPEHU 6azoBu CTOUHOCTH Ha KPbBHH KJIETKH,

Harp HeyTpotmau <1,5x109/1 wii TpoMOOUMTH <75x109/1), Ce MOsBU Clie] NPOBeAEH Kypc Ha
TCpanua Wik ¢ nannue muesocynpecus npean Hauanoto (1 Kype) oT TepanmsTa, npuiaraHeTo Ha
CNCABALMA AW NBPBUS LIMKBI OT TepanuaTa TPsGBa a ce OTIOKH O BH3CTAHOBIBAHETO HA
[IPUEMIMBA CTOHHOCTH Ha KPbBHWTE mMokasaTeau. IIbiHa KpbBHA KapTHHa c JudepeHUuanHo
6poene Tpa6Ba a ce HATIPABHM TPE/IM HAYANIOTO HA NEYSHHETO U CLOTBETHO Npen BCeKU cleaBaly

Kypc.

MauuenTure TpsiGea ceoeBpemMenHo na 6Laar MH(OPMHUPAHK 3a pucka OT MosBara auapus,
MOBPBLUAHE, MYKO3UT/CTOMATUT M HEYTPONEHHs Cilejl MpHiaraHeto Ha EjnokcaTun /5-FU, 3a na
MOXKE JIEKyBaUlUa JIEKap BeIHara Aa 3arovHe [OAXOAALIO JICYEHHe 3a OTCTPAaHABAHETO HA TE3M
ChCTOSHMUS.

Ilpn noseata Ha Myxosur/cromatur ¢ uaM 6Ges HEYTPONCHHs, [OCAE/BAIIOTO JIEUEHUE C
OKCAJIMNJIATHH Ce OTJlara 10 Bb3CTaHOBSBAHETO OT MyKO3UT/CTOMATHT IO CTeneH 1 wiu

TO-MaJIKO W/uiu 6posT Ha HeyTpodunute e > 1.5 x 10°/1.

Koraro Enokcarun ce komGunupa ¢ 5-tiryopoypauun (¢ unu 6e3 honuHosa KHCEJINHA), ce Tpuara
00M4alHOTO KOpHripane Ha 103aTa I0pPagl TOKCHYHOCTTA Ha 5-¢ayopoypanun.

. 9
B cayuaii na TexkalsknBoTo-3acrpaiasana Auapus, TEKKa HeyTporeHus (HeyTpodumm <I1x10 7/1)

HJIM Te&XKa TpomOouuTorneHus (TpoMGoLuth < 50x10 9/1), JeueHuero ¢ Enokcatun tpsabea na ce
TIPEKpaTH 10 NosBaTa Ha Nof0OpeHHe WM HAMUPAHE HA PELeHHe, 03aTa Ha JIeYeH e TpsbBa aa ae
Hamai ot 85 Ha 65 mg/m’ (MeTacTaTHUHO JleueHne) uiu Ha 75 mg/m2 (antoBaHTHO JICYEHHE), KATO
AI0ITBITHUTEIHO Ce KOpUTHpa M 1o3aTa Ha 5-(hyopoypauui.



B cayuait Ha HesicHM peCTIUpaTOPHH CHUMITOMH, KaTO HENPOLYKTHBHA KAaIllUJHLA, AMCITHES,
KPeMUTHUpALIKM XPUIOBE, WIH 3a0eIe)kKMMH Ha PEHTIeH IyJIMOHApHM WH(QHUATPALMH, MPUIAraHETo
Ha EnokcatiH TpsaGBa ja ce NpeKbCHe, A0KATO MPOBEAEHNTE U3CIEABAHUA OTXBLPJIAT HAHYHE Ha
UTEPCTHLMANHO OenoapobHo 3abongBaHe B HamNpaBeHWTE Crell TOBa [TyJMOHAIHH MHQUITpaLuu
(Brx .4.8)

B Cﬂy‘{aﬁ Ha OTKJIOHCHHA OT HOpMara Ha pe3yiTaThUTe OT qepHOﬂpO6HI/]Te TECTOBC WJIK NnopTaHa
XHUIIEPTOHUA, KOETO HE € B PEIYyJTAT Ha qepHoupo6Hme METacTasu, B MHOIo peaKd ciiyyau 6u
MOTJIO Ja €€ NpHUeMeE, KaTO HapyLIE€HHUE Ha qepﬂoupo6HaTa (byHKLIl/IH, BCNICACTBHUE HAa BKJIFOUBAHETO
Ha TOBa NEKAPCTBO.

3a ynotpeba oT 6peMeHHH JKeHH, BHX TOUKa 4.6

T'enoTokcnunm edekT ca HabNOAaBaHU NMPU OKCAIMIUIATHH N0 BpEMe Ha KIIMHHUYHU [IPOYYBAHMS.
CrnenoBarenHo nauMeHTUTe OT MBXKKH poi TpsabBa na Obaar uHGOpMHpaHH, ue B paMKUTe Ha 6
Mmecela cie/l JIeYeHUeTo He TpaOBa /[a cTapaT poAHTelN, U Aa NOTBHPCAT ChBET 32 KOHCepBHpaHe Ha
criepMa npeiy 3arnovyBaHe Ha JIEUGHHETO.

Ilo Bpeme Ha seueHueTo KeHuTe He TpiaOBa na 3abpeMeHsBaT M 3aToBa TpsAOBa M3MOJNI3BAT
e(heKTHBHU KOHTPALENITHBHUA MepKH (BIXK T.4.6).

4.5. BsaumopgeiictBusgs ¢ ApyrH JIeKapCTBeHH MNPOAYKTH H jApyrn d¢opmu Ha
B3aHMOACHCTBHE.

Ilpy nauuedHTH, KOMTO ca NOAYYHMIM e€AHOKpaTHa fo3a 85 mg/m2 EnokcaTuH, HENnocpeacTBEHO
Npeld npujaraHeTo Ha S-ayopoypalui He ce YCTaHOBsIBa NMPOMSHA B KOHLIEHTpauusaTa Ha 5-
tdyopoypatui.

an Npoy4BaHus UH BUTPO, HE € YCTAHOBEHO CHLIUCCTBCHO U3MECTBAHE Ha EnokcatuH oT Mecrara
Ha CBbP3BaHE C TUIa3MCHUTE TMNPOTEUHHU OT CTpaHa HaA CICAHUTE JICKAPCTBEHW TMPOAYKTH:
CPUTPOMHULIHH, CATTMLIMNATH, TPAHUCCTPOH, NNAKJIMTAKCE]I U HATPUCB BajInipoar.

4.6. BpeMeHHOCT H KbpPMeHe

Jo MomeHTa HAMa AaHHM OTHOCHO Oe30macHaTa ynotpeba Ha OKCaJMIUIATHH MpH OpEeMEeHHH JKeHH.
B13 ocHOBa Ha NpeAK/IMHAYHN POYYBAHUs Ce CuMTa, Ye EjloKcaTHH BEpOSTHO UMa JleTaneH u/uin
TEpaTOreHeH edeKT BbPXy I[10Ja B MpPeNopbYaHHUTEe TEpaneBTUYHW J03M U CIEAOBATEIHO €
MpPOTUBOMOKA3aH MO BpeMe Ha OpemeHHocT. [IpUIOKEHHMETO Ha JIEKAPCTBEHMS MPOLYKT €
BB3MOXKHO CaMO aKO MaLMEHTHT € HAMBIHO MH(GOPMHPAH 3a CHLIECTBYBALIMTE PUCKOBE OTHOCHO
OpeMEHHOCTTa U NPEABAPUTEIIHO € Aaj CBOCTO Chrlacue.

Kakro ¥ npu apyrd UMTOTOKCHMYHM areHTH MOAXOAALIM KOHTpPalLENTHBHH MepkH TpsdBa na ce
B3€MAT 10 BPEME W CJIe]l CMpaHe Ha TeparusaTa B epyuo OT 4 Mecelia MpH )KeHUTE U 6 Mecela npu
MBIKETE.

Kovpmene

Hsama npoy4Banys OTHOCHO €KCKPELIMSTA Ha JIEKapCTBEHUs IPOAYKT B KbpMaTa.

KbpmeneTo e npoTHBONOKa3aHO Mo BpeMe Ha JieueHue ¢ EnokcatuH.

Oxcanuniatii Moske 1a uma aHTudepTuneH edexr (Bik 4.4).

4.7. Bansinue BLpXy cnocobHoCTTA 32 odHpaHe U padoTa ¢ MALIMHHA

Hsama npoyuBaHus OTHOCHO edekta BBpPXy crocoOHOCTTa 3a modHupaHe ¥ paboTa ¢ MaLIMHM.
Bbnpeku ToBa, neueHHETO ¢ OKCATHMIVIATHH MOXKE [a JAOBele A0 YBEJIHYECH PHCK OT 3aMasHOCT,
rajieHe ¥ NOBPBILAHE, H APYTH HEBPOAOrHYHH CUMIITOMH, KOMTO BBE3IEHCTBAT BhPXY MOXOIKATa U

PaBHOBECHETO W ja IMOBJIMAAT JIEKO WIM B YMEPEHa CTeNeH BBPXY clIOocoOHOCTTA 3a modupare u
pabota c MaluuHu.

Hapywenns B 3peHHETO, B YaCTHOCT BpEeMEHHa 3aryba Ha 3peHHeTo (00paTUMO clie/l MPUKITIOUBaHE
Ha TepanusaTa), MOXE Ja [OBAMAS BBPXY CHocobHocTTa 3a wodupaHe u paboTra ¢ MALUMHH.



Cnenoearento nauuenTuTe TpsAGBa Aa GbAaT NpeaylnpeieHH 3a MOTEHUMAnHUA edeKT Ha Te3u
chOUTUSA BBPXY CMOCOGHOCTTA 32 lIodHpaHe M paboTa ¢ MAIIMHH.

4.8.HexenaHu JeKapcTBEHH PeaKUHH.

Haii-uecto nabmionasanuTe HeKeTaHM JIeKAPCTBEHH pPEaKLUMM [0 BpeME Ha KOMOMHMPAHOTO
nedyenne Ha okcanuruiatid ¢ 5-FU/FA ca: ctomawHo-upeBHH (auapus, rajeHe, NospbllaHe W
MYKO3HUT), XeMAaTOJIOrH4HH (HEYTPOTEHHs, TPOMOOLMTONCHHs) ¥ HEBPOJIOrHYHH (OCTPH, H030-
KyMy/laTHBHH ¥ nepudepHu ceH3opHH Hepporartuu). Haii-o61io Tesu cTpaHd4HM peakuuu ce
CpeluaT Mo-4eCTO M €a MO-TEXKKH NPH MPUIAraHETO Ha OKCAJIMIUIATHH B kKomOuHauus ¢ 5-FU/FA,
OTKONKOTO caMOCTOATEIHO ¢ S-FU/FA.

YecroTara Ha ONUCAHHTE TO-JIOJY HEXKENAHH JIEKADCTBEHU DPEAKLIMH Ca NOJYUEHH [10 BpeMe Ha
KIIMHUYHH MPOYYBaHHS NMPOBEACHH MTPH METACTATHMYHO M aJIOBAHTHO JiedyeHue (BrarouBauio 416 u
1108 nauuenth, nexysanu ¢ okcanumiatii u 5-FU/FA) 1 OT NOCT-MapKETHHIOB OIMHT.

Hecrorara Ha HexxenawuTe peakUu MOKasaHu B TaGJHMLMTE M0-J0My C& U3MEPBAT ChC ClieAHHTE
KpuTepuu: MHoro uectu (21/10), yectn (21/100, <1/10), newecrn (> 1/1000, <1/100), penxu
(>1/10, 000, < 1/1,000), muoro peaku (< 10,000), ¢ HeHU3BecTHA UeCTOTA (we morar na Obaar

‘ YCTaHOBEHH OT HAJTMUHUTE JaHHH).
CucremHo- MHoro yectn Yectu Heuecrn Penxn
OpraHuHa
knacupukanus
MedDRA 6aza
JAHHH
Hzcnensanus - YBeauueHue Ha - YBenuueHue Ha
4epHOAPOOHUTE KpeaTUHHUH B KPBBTA
E€H3UMHU - Hamangeane na
- YBenuueHue Ha TErNoTo
ankanHaTa ocdaTasza | (paznpocTpaHeHHeE Ha
B KPbBTa MeTacTasn)
- YBenuueHuve Ha
OounupyOuUH B KpBBTa
- YBeiuueHue Ha
JIAKTaT AexXuaporeHasa
B KPBBTa
- ¥YBenuuenue Ha
TEr10To (AOTbIHEHHE
OT JICYEHUETO)
Hapywenus na - AHemus HmyHoasnepruy
KpbBTa U - Heyrponenus Ha
maMmdbHaTa - TpombouuToneHus TpoMGoUUTONEH
cuctema* - JleBkonenus st
- Jlnmporenus - XeMOnuTUYHA
aHemus
Hapywenus na - Ilepudepua - Cnaboct Huzaprpus,
HEpBHATa cucTeMa* | ceHzopHa - MotopeH HeppuT CHHAPOM Ha
HEBPOMAHTHUA, - - MenuHruT o0paTuma
rnaBobosnue, CeH30pHU nocrepuopHaTa
HapyLUeHHUs peeep3abunna
- Hucresus eHuedamonarus
- I'naBoGonue (RPLS).
Hapyuienus Ha - KoHtoHKTHBUTH - Bpemeuna
OUUTE - OYHU HAapYUIEHHS PEAYKLHUS Ha

Ve




3pEHHETO, -
HapylueHus Ha

3PUTETHOTO
none,
- HEBPHUT Ha
OYHUS
Heps.
- Bpementna
3aryba Ha
3PEHHETO,
obpaTuma cien
NpeyCcTaHOBSBAH
€ Ha JIeUEHUETO.
Hapywenns na Orotoxcnunoc | - [nyxora
OKOTO U nabupuHTa T
Pecnuparophu, Hucrinea, kanuua - XbuaHe -
FPBAHU H Hnrecreumnanno
MeIMacTHHAJTHU GenoapoGHo
HapylleHus 3abonseaxe, -
nyJIMOHapHa
¢dubpoza **
CromaniHo-ypesuu | - [anere, - Hucnencus - Uneyc -Konur,
HapyllIeHHs - Huapus, - Iactpoezodareanen | - BKJTIOUHTENTHO
- IloBpwbutane, pedyke Hurectunanna | auapus,
- Cromarnt/mMykosut, | - [actpountecTnnanna | o6ctpykums IBIKAINO Ce Ha
- Kopemua 6osika, XeMoparus Clostridium
Koucrunanus, - Pekranna xemoparus difficile,
- IAHKpeaTuT
Hapyienus na - Xemarypus
obOpeumTe 1 - Huzypus
NMUKOYHUTE MMbTULLA - Hapywenue Ha
4yecToraTra Ha
YpPHHHpaHe
Hapyuienus na Koxnu  Hapyutenus, | Excdonuanus Ha
KOKaTa anorenus KokaTa (CHHAPOM Ha
NOAKOXKHATA THKaH Pbuere u Kpakara),
€PUTEMATO3EH O0pPHUB,
- cbphex,
- XUMepXuapo3a
- HapylIeHus Ha
HOKTHUTE
Hapywenus na - bonka B repba - ApTpanrus
MYCKYJIHO- - KocrtHa 6onka
CKejleTHaTa
cucrema u
CheAMHMTENIHATA
TBKaH
Hapywenus na - AHopexkcus - Hexunparanms -
XPaHEHETO 1 - nukemus MertabonTtuna
MeTababonuzma -HagHopmenna alugo3a
XUIOKATHEMUS
- Hannopmena
HaTpeMus
Wndexumn u - Undekuus - PUHUT
uHdecTauuu* - MH(EKLMK HAa rOpUHS




IuXaTelleH ariapat
- ®ebpunna
HEeYTpOorieHus
(cenTnuHa
HEeYTpOorieHus )

CwaoBH - Enuncraxcuc - Xemoparus

HapylueHus - 3auepBspaHe
- Ibnboka BeHosHa
Tpombo3a
- benonpoben
eMO0IU3bM
- Xuneprouus

O6ww Hapymenuns | - YMopa

1 eextn Ha - Tpecka++

MACTOTO Ha - AcreHus

MHOKEKTHpaHe - bonka

- peaKuMs Ha MCTOTO
Ha MHXKEKTHpaHe
. Hapyuweuus Ha | - Aneprus/Aneprududa

MMYHHaTa peakums+

cucrema*

TTcuxuynm - Aenpecus - HepeHocer

HapyllIeHH s - MHcomMHus

* BIK MHPOPMALINATA 0-10JIV
** Bk 1.4.4
+ Yecto anepruunu peakunu kato 06puB (0COGEHO yPTHKAPHS), KOHIOHKTUBHTH, PUHITH.
Yecto aHaQUNAKTHUHKM PEaKUMH, BIUTIOYHTEIHO OpPOHXOCMA3bM, GONKAa B I'bpIMTE, aHTHOEIEM,
XHUTIOTOHHS ¥ aHAhUIAKTHYEH LLOK.
++MHoro 4ecTo Tpecka, Tpemop, B pe3y/Tar Ha undekuun (¢ uau 6e3 eGpunHa HEYTPOTICHHUS ),
WK U30JHPaHa 0T UMYHOJIOIMYEH [IPOU3XO/L.

. +++ Peakuun Ha MACTOTO Ha MHKEKTMPAHETO, BKJIIOMMTENIHO JOKaiHa GONKa, 3auepBsiBaHe,
noayBaHe 1 TpoMb032a ca OWITM 1I0KNaaBaHu.
Exempasasayuama moodice 0a npuyunu noxkanna 60iKa u €v3nanenue, Koumo 0 ca mejicku u od
npomexkam C  YCL0x4CHeHUs, 0CODEHO npu nepugepra 6eHO3HA UHQDY3USL HA OKCANUNAAMUN (SUNC

m.4.4)
Hapywenus Ha KpbBTA B IMMPHATA CHCTEMA
Cnopen vectoraTa npu naunentu (%) u
CIIOpE] CTEIEHTAa Ha 3acsaraHe
Oxaliplatin B MertactaTnuHo nevyenue AJIOBaHTHO JieUEHHE
KOMOMHALMA C Beuuku Crenen 3 Crenen 4 Beuuku Crenen 3 CreneH 4
SFU/dbonnuosa CTENneHU CTETEHU

KHuceluHa 85
mg/m?2 Ha BCEeKH 2

CeIMHLIH
AHemus 82.2 3 <1 75.6 0.7 0.1
HeyTtponeHus 71.4 28 14 78.9 28.8 12.3
Tpombouuronenu 71.6 4 <1 77.4 1.5 0.2

s




Ddebpunna 5.0 3.6 1.4 0.7 0.7 0.0
HEeYTpONeHHus!
CenTH4Ha 1.1 0.7 0.4 1.1 0.6 0.4
HEeyTPOTIEeHHUS

HOCTMaDKeTHHFOB OIINT ¢ HCHU3BECTHA YeCTOTA
XeMonIuTHYEeH YpeEMUUEH CUHAPOM

Hapyuenns Ha MMYHHATa cucTeMa
Cnopen uecToraTta npu nauueHTH (%) U
CTOpe] CTeNEHTA Ha 3acsraHe

Oxaliplatin B MeTacTaTH4HO JleueHue AJIIOBAHTHO JIeHEHUE
KOMOHWHaLMs ¢ Beunuku Crenen 3 CreneH 4 Benuku Crernen 3 Crenen 4
SFU/donnHoBa cTeneHu CTeneHu

KuceHHa 85
mg/m?2 Ha BcekH 2
. CeIMHLU

Anepruusu 9.1 1 <1 10.3 23 0.6
peakLHn/anepruu

Hapyiuenns na HCPBHATA CHCTEMA

JlumuTHpalaTa TOKCHYHOCT Ha Enokcarun e neeponornuna. OGUKHOBEHO C€ ChCTOM OT CEH30pHa
nepudepHa HEBPOMaTHs XapaKTepu3Mpalla ce ¢ [M3eCTe3Us M/WIH MapecTe3us Ha KpalHULMTE,
CBbpP3aHa WK HE C KpaMmIH, 4eCTO MPOBOKHPaHH OT CTYAEHO. Te3n cUMMNTOMM ce HaG/IIoAaBaT 10
95% ot nexkyBaHUTE MauMeHTH. - [IPOABIKUTENHOCTTa HA TE3H CHMITOMH, KOMTO OGHUKHOBEHO
perpecupar MexIy KypcOBETE Ha JeUeHHE, HapacTBa ¢ Oposl Ha TepaneBTHUHUTE KypCOBe.,

B 3aBMCMMOCT OT NPOAB/LKUTENHOCTTAa Ha CUMIITOMMTE, MOsiBaTa Ha O0JiKa U/uiu GyHKUMOHATHH
HapyuleHud ca WHIMKALMH, 32 KOPUIMpaHe Ha 103aTa WIH AOPU NpPEeKbCBAHE HAa JIGUEHHETO (BHIK
4.4. “TlpenynpesxaeHus W crielidaHK MpeanasHid MepKH MpH yrnorpe6a™).

OYyHKUMOHANIHOTO HAPYLUCHHE BKJIIOUBA 3aTPYJHEHHS] B M3BLPLIBAHETO Ha (DUHHH ABMXKEHHA U €
. BB3MOXKHO CJIEICTEME OT CEH30PHO YBpeskAaHe. PUCKBT OT MofBa Ha MOCTOSHHU CHMIITOMH MPH

KymyJaTHBHa jo3a oT 850 mg/m2 (10 umkbha), J0KATO PUCKBT MpPH KyMmysaThueHa go3a oT 1020

mg/m2 (12 unkbna) e 20%.

B noseueTo ciyvyad, HEBPOJIOrMYHHUTE CHMITOMH Ce TIOJOOPSBAT WM M3LAIO U34e3BaT Clef

NPEKBCBAHE HA JIGYSHUETO.

B cnyualt Ha aqroBaHTHO nedeHHe NMpH pak Ha aebenoro uepBo, 6 mecella Clel MPEKbCBAHE Ha

JIEUEHHETO, IpH 87% OT NaUMEHTUTE CUMNTOMM He ce HabJtOIaBaT WK T Ca yMEPEHH.

Crnen nosede OT TPU FOJMHU Ha NpoCieasBate, 0KoJo 3 % OT NALHUEHTHTE UMAT TIepCUCTHpaLLA

JIOKQJIM3MPaHAa NapeCcTE3Us ¢ YMEPEHa UHTEH3UBHOCT(2,3%)HAH  napecTe3ma,KoiTo ¢e nposesaBa

npu gyHkuroHanHa aktueHocT (0.5%).

Hoknaasawn ca ciayuad 3a nosiBa Ha OCTPH HEBPOCEH30pHU cUMNTOMHU (Bk 5.3). O6HKHOBEHO
Bb3HWMKBAT 2 4yaca Cjie[l MPUJIaraHeTo Ha JIEKapCTBEHMst MPOAYKT, M 4ecTo ce Habiroaasar npu
W3J1aTaHe Ha CTYAEHO.

Te ce xapakTepusupar ¢ TPaH3UTOPHA MAPECTE3U, TU3ECTEIUS WK XUIIOECTE3HUS, HITH JIOPH OCTLD
CHHAPOM Ha (hapHHrojapUHreaiHa auzectesns. Yecrorara Ha TO3U CUHIPOM € Mexay 1 n 2%, u ce
XapaKTepU3Hpa CbC CYGEKTHBHO ycellake Ha auchars M AMCMHEs/dyBCTBO Ha 3aiyllaBaHe, Ge3
OOEeKTMBHHM JIaHHHU 3a pecnupaTopeH JucTpec (6e3 LuMaHO3a WM XHIIOKCHS) WM  JapHHTOCNA3bM
unu 6ponxocrnasbM (6e3 LyM [Py JIMIIAHE HIIM XPHTIOBE),



He3aBHCHMO OT NPHAAraHeTO Ha AHTMXUCTAMMHOBH JIEKAPCTBEHU NPOAYKTH W OPOHXOAMIATATOPH
B TE3M CITyYau, CHMIITOMHTE ca 6bp30 06paTHMK, JOPH NPH JIKMca Ha JieyeHue. Y IbKaBaHeTo Ha
MH(Y3MOHHOTO BpeMe B MOC/IE/BALIMTE LMKIK [TOMara jia ce pelyliMpa 4ecToraTa Ha TO3U CHHIPOM
(v 4.4. [IpeaynpesxaeHns 1 ClieUMaiHK NpeAna3Hu Mepku npu ynorpeba”). Karo nonbiHeHne
CIIEAHUTE CUMITTOMU ca OUIM HAOMIOAABAHK: CNIA3bM Ha YeJIOCTUTE/MYCKYJIEH Ca3bM/MyCKYITHHA
CBKpallleHUs1-HEBOJICBW/MY CYJIHH TPENTEHHA/MUOKIIOHYC, HapylleHa
KOOpAMHALMsA/HAITBIHABaHe/aTaKCHs/HapyLeH OanaHc, CTaraHe B [bploTo U
rbpaMTe/Hanpexxenne/auckoMdopT/6onka.

KaTo 1onbhiHeHye, HapylieHde Ha QyHLUMATa HA KpaHHAHUTE HEPBH, CBBP3aHHU C TOBA, UH
CaMOCTOATEJIHA 1104Ba Ha NTO3a, AUILIoNus, adoHus/quchOHUa/XPUNITEHE, IOHAKOTa ONIUCAHO KATO
napajisa Ha [JIACHUTE CTPYHH, CBPBXUYBCTBUTETHOCT HA €3UKA MJIH IM3apTpHsl, TIOHAKOra ONMcaHa
kato adasus, TpureMHHaaHa HeBpanrus/muesa 6oaxka/6onka B OUNUTE, HaMaJleHa OCTPOTO Ha
3PEHUETO, HapyLUEeHUS Ha 3PUTEJIHOTO TOJIE.

JIpyrH HEBPONIOTMHHH CUMITTOMH KaTO AW3apTpHs, 3ary6a Ha AbJOOKHK CyXOKUITHU pediekcH
cumnToM Ha Lhermitte, cunapoM Ha pesep3abunHa TocTepHopHa neskoeHuedanonatusa(RPLS,
no3Hat cbio karo PRES) ca 6unu nokiaaBaHy No BpeMe Ha JISUEHHETO C OKCATHIUIATHH. OTaeNnHH
CIy4ad Ha ONTHYEH HEBPUT ca OUIu NOKNaNBaHu.

IocTMapKeTHHIOB OIIUT ¢ HEU3BECTHA YeCTOTA
KOHBYJICHUS

CToMAalIHO-4peBHH HAPYUICHHUSH
Criopen yecToTaTta npu nauueHtu (%) u
CIIOpE/1 CTENEHTa Ha 3acsirase

Oxaliplatin B MeTacTaTH4HO JjleYeHHE AJIIOBAHTHO JlIe4eHUE
KOMOUHALINSA C Beuuku CreneH 3 CreneH 4 Beuuku CreneH 3 Crenen 4
SFU/¢ponvnora CTEIeHu CTeNeHU

kucenuHa 85 mg/m2

Ha BCEeKH 2 CeAMHLHU

[anene 69.9 8 <1 73.7 4.8 0.3
Huapus 60.8 9 2 56.3 8.3 2.5
IToBpbinaHe 49.0 6 1 47.2 53 0.5
Myko3uTi/croMaTuT 39.9 4 <1 42.1 2.8 0.1

HpenoquBa ce ﬂpOd)HﬂaKTM‘IHO W/ uiun TEpancBTUYHO OPUIIOKEHWE HA MOLIHH aHTH-EMCTHYHH
JICKApCTBEHU NPOAYKTH.

Jexuaparauus, NapajuTHYEH WIIeyC, WHTECTUHAIHA OKIY3Ws, XMIOKaIMeMHs, MeTabo/uTHa
alMao3a W HapylleHus B uepHoapoOHaTa Qynkuus (Bwx 4.4) moraT na 6bJaT NMPUUHMHEHU OT
TEKKA JHApUs W/WITH NOBpbilaHe, 0ocobeHo MpH KoMOUHaUUs Ha okcanuniaTiHa ¢ 5-FU (rnx 4.4).

Xenaro — GUIIMAPHH HAPYLUEHUS

Mnozco peoxu (<1/10,000)

YepHonpoOeH cHHycouaasieH OOGCPYKTHBEH CHHIAPOM, M3BECTEH OLIe KaTo 4YepHOAPOOHO
BEHOOKIY3UBHO 3a00J/11BaHE WJIM MATANOTMYHU HW3SIBH, CBBbP3aHM C 4epHOAPOOHM HapylIeHMs,
BKJIIOUBALLUM ME€]HO3a, HOJYJapHAa pereHepaTMBHa XWrepruiasus, MepucuHycouaanHa ¢ubposa.
B13MOKHA KIMHUYHY U35BA HA [IOPTAIHA XUNEPTOHWS W/ HIIY YBEIUYEHH TPAHCAMMHA3H.

Hapyuwienus Ha 6b0peunTe M MUKOYHUTE MBTULIA
Mnozo peoxu (<1/10,000).

OcTpa TyOynapHa HEKpO3a, OCTbP MHTEPCTHLHANICH HePPHUT K ocTpa OBOpeuHa HEAOCTATLUHOCT

4.9.11penosupane



Hsma cneumbuqeﬂ aHTUAOT 3a EnokcatuH. Hpn npeno3vpaHe MOoXKe Ja ¢€ Oo4akBa BJIOUIABaHE Ha
HEXKCJIAHUTE peaKuuH. HeO6X011[/1MO € [MpociieassBaHE Ha XEMAaTOJIOTHYHUTE II0Ka3aTeaun u
CUMIITOMATHYHO JICYCHHUE HA APYTHUTE BHAOBE TOKCHYHOCT.

5. PAPMAKOJOI'HYHN JAHHHA

5.1. ®apmMakoaAHMHAMHYHY CBOicTBA

Lurocratuk

L: JIpyrv aHTHHEONJACTHUHH areHTH

ATC LOIXA 03

OkcanuniaTiH € aHTUHEOINIACTMYHO CPEJACTBO, OTHACALIO CE& KbM HOBHMS KIaC CheJUHEHUs Ha
OCHOBATa Ha MJJaTHHA, B KOMTO TUIATHHOBHUAT aToM 00pa3yBa KOMIUIEKC ¢ 1.2 JHAMMHOLIMKIOXEKCAH
(“DACH”) u oxcanarna rpyna. OKCalHIUIATHH € eAMHUYEH eHaHTUOMep, cis-(oxalato (transl-1-
1.2-DACH)platinum).

JlekapCTBEHUST IPOYKT NPUTEKABA LUIMPOK CIEKTBP HA UHTOTOKCHYHOCT, KAKTO UH GUIMPO, TAKA U
un 6UE0 MPOTHBOTYMOPHA AKTHBHOCT MPH Pa3lIUYHH MOJENH Ha TYMOPHM CHCTEMM, BIJTIOUHTENHO
MOJIENM Ha HOBELUKH KOJOPEKTAIEH KAPLHMHOM,

OKCa/lUMIaTMH NpUTEXaBa CHILO TaKa UH GUMPO W UM 6UGO AKTHBHOCT MpPH PAa3NUUHHM KJIETHYHHM
JIMHUH — PE3UCTEHTHM Ha LMCIUIATHHA.

CHHepru4HO UMTOTOKCHYHO AeHCTBHE e Guno Hab/I0NaBaHO NPU KOMOHMHALHS C 5-dayopoypaiun
UH GUMPO W UH GUBO.

M3syuaBaHeto Ha mexaHWsMa Ha [AGHCTBHE Ha OKCAIMIUIATHH, JOPY HE HAITBJIHO W3ACHEH,
MOTBbPXKAABA KOHUENLMATA, Y€ XHUAPATHUPAHMTE AE€PHUBATH, MONYy4YeHH npu GuorpaHchopmaumsTa
Ha OKkcamuniatuHa, B3aumopeicrear ¢ JIHK u oOpasysaT BBTpe- U MeXQyBEepHIKHH NpeceyHH
3BCH4,B pe3yNlTaT Ha KOCTO ¢e Hapymasa cunte3a Ha JJHK u ToBa BOAM 00 UMTOTOKCHYEH M
NPOTUBOTYMOPEH eeKT.

Ilpy naument ¢ MeTactaTHueH KONOpEKTaleH KapUMHOM, TepaneBTMUYHaTa e(eKTHBHOCT Ha
okcanunnatid (85 mg/m2 Ha BCEKM BE CeAMMLM) B KOMOMHALMSA ¢ S-Gmyopyopauun/honutosa
KHCE/IMHA € 10Ka3aHa B TPH KJIMHUYHU [IPOYYBAHUS:

- Ilpu nedenune ot nupeu pen, dasa Il Ha paHnoMu3MpaHO cpaBHUTENHO npoyuBane EFC2962,
M3CJ€/lBa PaHAOMM3MpPAHU TMALMCHTH JIEKYBaHHM CaMOCTOATENHO ¢ S-¢uyopopauun/gonnHosa
kucenuna (LVSFU2, N=210) wiu B koMOuHauus ¢ OKCaJIUNIaTUR/ 5-dryopoypatinsi/donunosa
kucenuna (FOLFOX 4, N =210).

- Ilpu npemsapuTenHo nekyBaHM nauueHTH,BbB Gasza 11 Ha PaHIOMU3UPAHO CPABHUTENIHO
npoyusaHe EFC4584 npoyusane, 821 mauuentH, Kouto ca pedpaxrepiu kbM upusorekan (CPT-
11) B «komGuHaums ¢  S-payopopauun/onMHoBa  KHCEIHHA, ca JeKyBaHM ¢ 5-
dayopopaumn/honunosa kucenuHa camoctosteino (LVSFU2, N=275), okcalunnaTuH KaTo
camoctosTenHa Ttepanus (N=275), unn B komMGuHauus ¢ 5-(hayopopauun/poauHoBa KUCenHa
(FOLFOX4, N=271).

- llpyn HekonTpoaupato dasa Il npoyusane EFC2964, Bkiio4saiio naupenty pedpakrepHi KbM S-
(aryopopaum/ponuHOBa KHCENMHA CAMOCTOATENHO, M JIEKYBAHH B KOMOMHALMSA C OCKAIMIIATHH 1
S-bayopopauun/tonunosa kuceauna (FOLFOX4, N=57).

JlBeTe paHIOMM3MpaHM KIMHWUYHK fpoyuBanus, EFC2962 or mwpeu pen u EFC4584 npu
MpeABAPUTE/IHO JIEKYBAHH MALMCHTH, [OKa3BaT 3HAYUTENHO TI0-BUCOKA CTeMeH Ha OTIOBOpP M
yAvmkeHo Bpeme Oes nporpecus (prolonged progression free survival — PFS)/ speme 1o nporpecus
(TTP), B cpaBHeHHE ¢ NALMEHTH JIEKYBAHH CAMOCTOATENHO C S-¢nyopopatuun/$hosauHoBa KUceNuHa.

Ilo Bpeme na EFC4584 npoyusane npu pedpaktepHH,NpeaBapUTEIHO JIEKYBaHU TIALIUEHTH,
pasnukara B ofuwata cpeaHa npexuBiemoct (GS) He € CTATUCTHUYECKM 3aHauMMma MEXAY

OKCAJIUIUIATHH KoMOuHauus 1 5-FU/bonuHoea kucenuya.

Crenen na otrosop npu FOLFOX4 cnipsmo LVSFU2



CreneH Ha oTroBOp, %

(95% CI)

HE3aBUCUMO paauoOuosoruuHo wusciensane ITT
a”anus

LVSFU2

FOLFOX4

OxcanumiaTau
CaMOCTOATENHO

IILpeu pen
EFC2962
(npocnensBaHe Ha OTFOBOP HA BCEKH 8 ceaMuULN)

22
(16-27)

49
(42-46)

P value

= (.0001

NA

IpeaBapuTe/HO NeKYBAHH NALHEHTH

EFC 4584

(pedpakTepHn KbM

CPT-11 + 5-FU/¢ponunosa kucenuHa
(mpocneasBaHe Ha OTFOBOP Ha BCEKH 6 CEAMHLM)

0.7
(0.0-2.7)

11.1
(7.6-15.5)

1.1
(0.2-3.6)

P value

< 0.0001

IIpenBapuTesiHo JIeKYBAHH NALHEHTH

EFC 2964

(pedpaxrepuu kbM 5-FU/GonuuoBa kucenuHa)
(npocrneasBaHe Ha OTrOBOP Ha BeekH 12 ceamuim)

NA

23
(13-36)

NA

NA — He e IpUIOKUMO

. Cpeaen nepuop 6e3 nporpecusi (PFS)/ Cpenno Bpeme o nporpecus (TTP)
FOLFOX4 cnpsimo LV5-FU2

Cpenno PFS/TTP, meceun
(95% CI)

HE3aBUCUMO
uzcaenpate ITT ananus

paguoOHONOrMUHO

LVSFU2 FOLFOX4

OxcanungaTun
CaAMOCTOATEJIHO

Tepanus oT nLpBH pea
EFC2962 (PFS)

6.0 8.2
(5.5-6.5) (7.2-8.8)

Log-rank P value = 0.0003

NA

IIpeapapurtenno
MANHEHTH

EFC 4584 (TTP)
(pedpaxrepun kvm CPT-11+
5-FU/¢ponunoBa kucenuHa)

JIEKyBaHH

2.6 53
(1.8-2.9) (4.7-6.1)

2.1
(1.6-2.7)

Log- rank P value < 0.0001

IlpenBapurtenno
NanHeHTH

. EFC 2964 (pedpakTepHu Kbm
5-FU/donuHoBa KucenuHa)

JIeKYBaHH

NA 5.1
(3.1-5.7)

NA

NA — He e NIpHIOKHUMO

Cpeanu crolinoctn Ha obwmara npexussiemoct (GS) npn FOLFOX4 cnpsimo LVSFU2

Ilpe:kuBsiemocT 6Ge3 cumMnToOMH
Ha 3abonsBane (GS), n LVSFU2 FOLFOX4 OxkcanunjaTu
(95% CI) CAMOCTOSITETHO
ITT ananuz
II'epBH pen 14.7 16.2
EFC2962 (13.0 - 18.2) (14.7-18.2) NA
Log — rank P value =0.12
IIpeasapurenno JIeKyBaHH
NAIHEHTH 8.8 9.9 8.1
EFC 4584* (7.3-9.3) (9.1-10.5) (7.2-8.7)
(pedpaxrepan kM CPT-11
+5-FU/connnoBa kucennHa) P value = 0.09
IIpeasapuresno JIEKYBaHH |




NaAUHEeHTH NA 10.8
EFC 4584 (9.3-12.3)
(pedpaxrepuu kbm 5-FU/LV

NA — He e npuneKHUMO
Ilpu npensaputento nexkyBanure naument (EFC45 84), 3HAYUTENHO NIOAOOPEHME HA CUMIITOMMTE,
CBBbP3aHH CbC 3ab0nsBaHETO, € HabIIIONABAHO B MO-TOJMSAMA CTEreH MpY NIAUUEHTH JIeKYBaHU ¢
OKCanunIaTuH/5-gayopopauun/ponuHoBa KucelMHa B CpaBHEHHE ¢ TC3H, JIEKyBaHU C 5-
$ayopopaumi/donnHoBa KucennHa caMoctosento (27.7 % cnpsamo 14.6 %, p=0.0033).

JIuncea craTMCTHUYECKH JOCTOBEpHA Pa3nKa B JBETe FPYIH Ha [IPEIBAPUTEIHO  HEJleKYBaHHTE
nauueHTH (EFC2962) o oTHOLIEHHE HA HAKOM OT MOKA3aTEJIUTE 32 KAYECTBO HA SKUBOT.
[TokasaTenure 3a KauecTBO Ha KHBOT OOGMKHOBEHO ca no-n100pu B KOHTPOJHATA Tpyna Mo
OTHOLIEHHE Ha OBl CTaTyC u GOJIKATA U MO-JIOLIM B FPYNATa ¢ OKCATMIIATHH MO OTHOLICHWE Ha
raJicHe W MOBPBILAHE.

[pu antoBanTHO neuenue, cpaBHuTeNHO npoyusate dasa III MOSAIC, EFC3313, 2246 nauuentu
ca panaomusupanu (899 dasza Il/Duke B2 u 1347 ¢asza lII/Duke C) crex mbiHo OTCTpaHsiBaHe Ha
MbpPBOHAYANIHMA TyMOp Ha aebenoTo uepBo, mexay S5-FU/honuHoBa KUCeqUHAa CaMOCTOATETHO
(LVSFU2, N*1123 (cbasa B2/C = 448/675) v KOMGMHHPAHETO Ha OKCATMIINATHH C 5-FU/¢osnuHoBa
kncennna (FOLFOX4, N 1123 (dasza B2/C=451/672).

EFC 3313: IlpexxuBsaemoct A0 3 roquHH (ITT anaan3)* Ha o6mara NONYJIAIHA

JlexyBaHo pamo LV5FU2 FOLFOX4

[Mpouent 3abonseaHe —

TIPE)KUBAEMOCT 710 3 TOAUHHU 73.3 78.7

(95 CI) (70.6 - 75.9) (76.2 - 81.1)

CboTHowenue Ha puck (95% 0.76

CI) (0.64-0.89)

HatpynsaHe Ha log rank test P=0.0008

*Cpeno npociensiBaHe Okono 44.2 Mecena (BCHUKM NALMEHTH CE 1IpocjeasBaT Hail-manko 3
ro/IUHK).

IlpoyuBaHeTo nokasea 3HAYUTENHO OOLIO NPHEMYLIECTBO B MPEXKUBAEMOCTTa 63 CUMMNTOMH Ha
3abonsBaHe, MPEXKMUBAEMOCT 10 3 FOAHHH MpH JIeUeHHe ¢ OKCAJIMIIATUH B KOMOWHauus ¢ 5-
FU/donunosa kucenuna (FOLFOX4) cnpamo S-FU/ (OAHHOBA KHCENMHA CAMOCTOSTENHO
(LVSFU2).

EFC 3313: Cpeana npexussiemoct 30 3 rogunn (ITT ananu3)* kato ¢ynkuus ot ¢paszara na
3aboJsBaHeTO.

®a3za Ha GonecTTa ®Daza Il Dasza III

(Duke B2) (Duke C)
JlexyBaHo pamo LV5FU2 FOLFOX 4 LVS5FU2 FOLFOX4
[Tpouent 3abonssaHe
~TIPEKUBAEMOCT 10 3 84.3 87.4 65.8 72.8
roavau (95 % CI) (80.9 - 87.7) (84.3 -90.5) (62.2 -69.5) (69.4 - 76.2)
ChoTHolIeHUE Ha 0.79 0.75
puck (95% CI) (0.57-1.09) (0.62 —0.90)
Hartpyneane Hna log P=0.151 P=0.002
rank test

*CpeaHo npocieassare okosno 44.2 meceua (BCHUYKM MALMEHTH Ce npocienaBar Hal-mMaliko 3
FOJIUHH).

O6ma npexusaemoct (ITT anann3):
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Ilpn HampaBenus aHanus Ha npesKUBIEMOCTTa Ge3 CHMITOMM Ha 3abonsABaHe 3a 3 roaMHu,
[TbPBUHYHNTE 110Ka3aTesH Ha npoyusaneto MOSAIC, 85.1% OT nalMeHTHTe ca oCTaHaIM HKHBK npu
FOLFOX4 cnpsamo 83.3 % B LV5FU2. Toga ce OTpaziBa Ha OOLIOTO HAMAJICHHE HA CMBPTHOCTTA
okono 10% B nonsa Ha FOLFOX4, 6e3 na € cTaTMCTHYECKO 3HAYMMO (cvoTHOWIEHHE Ha pucka
=0.90).

Cro#tnoctute ca 92.2% cripsmo 92.4% B noarpyna cranuii II (Dukes B2) (choHTowenue ua pucka
= 1.01) n 80.4 % cnpamo 78.1% & noarpyna craauii III (Dukes craguuit C) (choHTolnenue Ha
pucka = 0.87). cvorBeTHO 3a FOLFOX4 u LVSFU?2.

Enoxcarvn xato MonoTepanus e Gun oueHsBan Mpy MEAMaTPUYHA TOMyAauus B 2 Mpoy4YBaHUs
daza I (69 maumentu) u 2 daza II npoyusanus (90 nmaumentn). OGwus Gpoit Ha nekyBadu
MENMATPUYHH nauMeHTH ¢ 159 (Ha BB3pacT ot 7 Meceua 10 22 FOAMHM) ChC COMUAHM TyMopH € 159.
Edexrusnocrra Ha Enokcatun npusaran karto MOHOTEpanus Mpu NeUaTpU4HU NAUUMEATH He € Gun
ycranosena. ITopaau nuncara Ha otroeop msere Masa II npoyusanus ca 61y CIpEeHU.

5.2. dapmMaKOKMHETHYHH CBOICTBA

DapMaKOKHHETHYHUTE [APAMETPH Ha OTIENHUTE AKTUBHHM METaBOIUTH He ca OTpeaesaHuU.

DapMakOKMHETHYHHUTE NApaMeTPU Ha yATtpadunaTpupanaTa riaTHHa, NPeACTABISNBALLA CMEC OT
. HECBbp3aHaTa aKTMBHA ¥ HEAKTHMBHA ITATHHA, CJIE JIBYy4YacoBa HH(Y3Usd HA OKCAIMILIATHHA B 1032

130 mg/m2 Ha BCCKM TpH ceaMHMUM 3a 1 10 5 LUMKBbIA U OKCATHIUIATUH 85 mg/m2 Ha BCEKM fBe

ceIMHUM 3a | 10 3 uMKLNA ca cleqHuTe:

O6o6menn hbapMaKOKNHETHYHH NAPAMETPH HA IJIATHHA B yaTtpaguiaTpupaHa niaima, ciaeq
MHOTOKpAaTHA 032 OKCAJIMIJIATHH 85 mg/m2 Ha BCeKH JBe ceAMHIH WM 1032 oT 130 mg/m2
HA BCEKH TPH CeIMUIH

Joza Cmax AUC 0-48 AUC T12a | T1/28 | T1/2y | Vss CL
(ng/m) | (pgh/mL) | (ngh/mL) (h) (h) (h) L) | (@Lh

85 mg/m2

Cpeano 0.814 4.19 4.68 0.43 16.8 391 440 17.4

SD 0.193 0.647 1.40 0.35 5.74 406 199 6.35

130 mg/m2

Cpenno 1.21 8.20 11.9 0.28 16.3 273 582 10.1

SD 0.10 2.40 4.60 0.06 2.90 19.0 261 3.07

Cpennn AUC (48, C max cTOUHOCTH ca GUITH M3UUCIIEHH 33 UMKDI 3 (85 mg/m2 nnm umksn 5 (130
. mg/m2)

Cpeanu AUC, V ss CL CL gg.45 CTORHOCTH ¢a 6MIM U34HCICHH 3a UUKBI |

C end; C max; AUC; AUC 0-48; Vss u CL CTOHHOCTH ca H3uMClIeHH Ge3 HU3MON3BAHE Ha

KOMMAapTMEHTEH aHan3

t72 a5t 2 65 tV2 y ca m3unciieHu upes KOMNApPTMEHTeH aHanus (LHKb 1-3 KOMOHHHUpaH).

B kpas Ha nByuacosata undysus, 15% oT pbBeseHaTa 103a HA IUIATHHA CE OTUHTA B CUCTEMHOTO
KpbBOOGpaIleHUe, ocTaHanuTe 85% OBbP30 ce pPa3npencisT B THKAHWTE WM Ce EKCKpeTHpar ¢
ypuHata. HeoGpaTumMoTo cBBp3BaHEe C 4epBeHMTE KPHBHHM KJIETKM M MJIa3MaTa OKasBa BIMSHHE
BbpXY CTMMHHALMOHHHSA TOJTYUMBOT OT TE3W CPEAM, KOUTO ca ONIM3KH [0 €CTECTBEHOTO Bpeme 3a
pereHepanys Ha YEpBEHUTE KPBBHHU KIETKM U cepyMHUs anbymun, He e HabmIONaBaHO 3HAYMMO
aKyMyJiMpaHe Ha MNJaTHHA B yATpauITpUpaHa Tnasma ciief 103a oT 85mg/m2 Ha BCeku nBe
ceamuuu wik 130 mg/m’ Ha Beeku TPH CCAMHUH W PABHOBECHE B Ta3W Cpesla Ce MOCTHra 10 Bpeme
Ha MbpBHS UKMKBI. MHTEep- W UHTpa- HHAUBHUAYATHATA BAPHAOHITHOCT OGHKHOBEHO € HUCKA.

buotpacdopmaumsra in vitro ce pasriexnaa kato pe3ynTar oT HEEH3HMHO pasrpaxaaHe ¥ TO HE €
AOKa3aTe/ICTBO 38 MEXK/IMHEH METAOONN3BM Ha LIMTOXpoM P 450 ot
AuamuHounknoxexkcanosus (DACH ) npweren.




OxcanunuaTtvHa NpeThprsea MHTCH3MBHA GHOTPaHCHOPMALMS B OPraHU3MA U HE ce OTKpHBA KaTo
HENPOMEHEHO JIEKAPCTBO B MJ1a3MEHMA YNTpaduaATpaT B kpas Ha ABy4acoBara uHdpysus. Hakonko
LUTOTOKCHYHM MeTabouTa, BIIIOYMTETHO MOHOXJIOp-, AMXJiop- M nuakBo-DACH mnartuHoBu
MPOAYKTH Ca MAEHTH)ULMPaHH B CHCTEMHATa UMPKYJALHs B I0-KbCHM E€TalNH, eJHOBPEMEHHO C
pearUa HEaKTHBHH KOHIOTATH.

[InatnHata ce ekckpeTupa NpeJMMHO ¢ ypHUHATa, ¢ KIMPbHC PEAMMHO Mpe3 MbpBHTE 48 yaca cien
MIPUJIOKEHHETO My

Ha nerus nen npubnusurenno 54% ot obwara 103a e Guna Habir01aBaHa B ypyHATA U [10-MATIKO
oT 3% BBB dekauuTe.

buno e oTueTeHO 3HAUNTENHO MOHIKEHHE HA KiupbHea oT 17.6% 2.18 L/h 1o 9.95+1.91 L/h npu
ObOpeuHa HEAOCTaThUHOCT 3aEAHO CbC CTATUCTMMECKHM 3HAUMMO [IOHHXKEHHe B obema Ha

pasnpenenenue ot 330£40.9 no 241136.11. EdexTsT Ha TexkaTa 6b0peuHa HEIOCTATLYHOCT BBPXY
KJIMpbHCA HA MIaTMHATA He € OUIT POYYBaH.

[Taumnentu ¢ 6B6peyHoO Hapyuienue

BiHSHHETO Ha OKCANMMNATUH € U3C/eBAHO IIPH MALMEHTH C pa3/iMyHa CTEMEH Ha HapyLICHHE B
OvOpeunara dyukuud. ETUMHHMpaHETO Ha OKCANMMIATHH CLOTBETCTBA 3HAUMTENHO Ha
KPEaTUHHHOBUS KITUPBHHC. OOLIMAT TeleceH KIMPBHC Ha m1asMeH yarpadunrpar (PUF) 3a nnatiHa
€ HaMaJeH NpH MaudeHTH ¢ HapymeHa OnOpeuna ¢yukuus ¢ 34% npu neko ( CLcr=50 no
80ml/min), ¢ 57%npu ymepeno (CLcr=30 no 49ml/min) u 79% npu texxo (CLcr<30ml/min)
OBOpeyHO HapylueHue, CPaBHEHO C MALMEHTH ¢ HopmanHa ¢yukuus (CLcr>80ml/min). Uma
TEHJCHLIMS 3a MOBHMIUaBaHe Ha OeTa WM rama noJjiy-xueotute Ha PUF 3a nyiaTvHa ¢ noBUILaBaHe
crerieHTa Ha ObOPEYHO HapylleHHe W TJIaBHO B Ipynara ¢ TEXKKO HapylleHue. Bbhpeku ToBa,
pe3ynTaThTe He ce yOeAMTe IHH, NOPail rOJeMHTE Pa3IMyis MEX/Y MAUMEHTHTE ¥ Mankus 6poii
(4) naunenTn c Texko 6BOpEUHO HapyuleHHe. YpUHHATA €KCKPEUMS Ha MJaTHHA W GhOpedHus

kaupbHe Ha PUF 3a nnatuna cwhuwio ce noHuxasar ¢ HapyuieHata Gb0peuHa GpyHkuus (BHX TOUKH
42u4d4d).

5.3.IpeakIMHHYHE JAHHH 32 (e30MacHOCT

Hnentnduumpanure TapreTHA OpraHu B NMPEAKIMHAYHO NPOYYBAHUTE BMAOBE (MHIIKH, TIHXOBE,
Ky4eTa W/UAM MaWMyHH) B [IPOy4YBaHHS C €QMHUYHA U MHOFOKPATHA /0334 Ca KOCTeH MO3bK,
XpaHOCMHUIIATeNHa CHCTeMa, OBOpeuH, TECTHCHM, HEpPBHA CHUCTEMA, M Chpille. TOKCHUHOCTTa MO
OTHOLIEHHE Ha TapreTHUTE OpraHW MpH KHBOTHH € CXOJAHA C Ta3W, NMpeIu3BHKaHA OT APYruTe
ChAbpakallk njaaThHa nekapcrsa u JJHK-yBpexxnamure, HUTOTOKCUYHH MEIUKAMEHTH TOI3BaHU B
JIEYEHHETO Ha 3710Ka4yecTBEHH 3abosABaHMA Npu xopa. M3K/IIOYeHHE TpaBsST ePEeKTUTE BBLPXY
cwpuero. Te ce HabmonaBaT caMo MpH Ky4eTa M BK/IIOUBAT €leKTPOGUIHOIOTHYHU HAPYILECHUS C
JIETaNIHO KaMepHO MbxJieHe. KapIMOTOKCHYHOCTTa ce rpHeMa KaTo creurdHuHa 3a Ky4eTa, Thi
KaTo ce Habmojasa caMo MPH TAX, W ThHl KATO WICHTHYHM JO3M HA TE3U, KOMTO MpEAM3BUKBAT
JleTajiHa KapJAHOTOKCHYHOCT nipH ky4deTta (150 mg/mz) ce noHacsT gobpe oT xopa.

[IpenkanHuuHMTE NpOy4BaHHA, W3BBLPIICHH BbPXY CETHUBHUTE HEBPOHH Ha MIbXOBE MpPEJIIoNarar,
4€ OCTPUTE HEBPOCEH30PHH CUMNTOMH, NPHYMHEHH OT OKCAJIMMIATHHA, MOTaT Aa ObIABLT CBbLP3aHU
C B3aMMOAEHCTBHE C BONTaXK-3aBUCHMHUTE Na-KaHasu.

OxkcanuniaTvHa € MyTareHHa W KNacTOr€HHA IpH TECTOBE, TPOBEAEHH C KIETKHM OT 603afiHUuUM U
nposiBsiBa eMOpUO-(eTanHa TOKCHYHOCT NPH MIbXOBE. BeposTHO OKCalUNIaTHHA € KaHLepOreHHa,
BBIPEKH Y€ U3MUTBAHUSA 32 KAHLIEPOTEeHHOCT He ca OW/TH U3BBPIUEHM.

6. PAPMAHNEBTYHU TAHHHU
6.1.CnucbK HA MOMOIHUTE BeleCTBA
3a ¢naxoH ot 50 mg:
Jlakro3za MoHoxuapat 450 mg




3a ¢raxod ot 100 mg:
Jlakroza moHoxuapat 900 mg

6. 2. ®U3HKO-XMMHYHU HECBBMECTUMOCTH

- HUKOI'A pa Hece u3nojizpa B KOMOMHAaLMs C aJikaJlHM JIeKapcTBa WM pa3TBopH (M mo-
CHELMANHO Pa3TBOp Ha S-dryopoypauui, ajkaliHd pa3TBOPH,TPOMETaMON M ChbAbprKalli
¢dhonuHOBa KHCeNTHHa JIEKapCTBEHU TNPOAYKTH, B UMHTO CBCTaB MMa TPOMETAMOJI KAaTo [OMOILHO
BELLECTBO).

- HUKOT A na se ce pa3Teaps WM pa3pexzaa ¢ ¢ pa3TBOPH Ha XJIOPH/IHM.

- HUKOT A na He ce cMecBa ¢ Ipyry JieKapcTBEHH MPOAYKTH B €Ha ChLIa HH(}Y3HOHHA
Aunus (BUX T.6.6 MHCTpyKUMHM npu ynoTpeda U no-CreLualHo NpY eJHOBpEMEHHATa ynorpeba ¢
(hoMHOBA KUCENHHA)

OkcanumnatiHa MOKe [1a ce pa3pyIlH [IpK KOHTAKT ¢ anyMuHuii. Hpucnocobienns oT amymuHui
He TpsabBa 1a ce U3MON3BAT MPH BBBEKAAHETO HA OKCATHUIIIATHHA.

6.3. Cpok na roasoct
3a nekapcTBeHUs MPOAYKT B OPHIMHANHA ONakoBKa: 3 roAVHU

3a NpUroTBEHUs pa3TBOP B OPUIHHATHUA (BIaKoH:
OT MUKPOOHOIOTHYHA M XHUMHUHA TJIe/IHA TOYKA Taka MOJYUYEHUST pa3TRop TpsAdBa Aa ce paszpeau
HEMOCPENCTBEHO TIPEIH MPUI0KEHHUE.

3a uH(Y3MOHHHS pa3TBOp:

Dusuxo-XxuMuuHa CTabHIHOCT Ha pa3TBOpa € N0Ka3aHa 3a 24 vaca npu temreparypa Mexxay 2°C u
8°C.

Ot MUKpPOOUOJIOTHYHA IT1eHA TOUKA Pa3TBOPHT 3a MHQY3Us TPsOBa Aa ce MPHUI0KH BEIHArA.

Axo He ce npuwioxM Heza0aBHO, BPEMETO W YCJOBMATA HA CbXpaHeHHEe A0 ynoTpebara ca
OTrOBOPHOCT Ha NMpUaralliys jJeKapcTBeHUs NpodyKT. CbXpaHsABaHETO Ha pa3TBOpa He TpsbBa na
€ 3a No-AbJiro oT 24 vaca npu Temneparypa 2 1o 8°C, oCBeH B CllyyauTe KOTaTo pa3TBAPSHETO U
pa3pelkaaHeTo CTaBaT B KOHTPOJMPAHU U BAJIMAXPAHU aCENITHYHM YCIIOBHUA.

6.4.Cnenua/jinyn yCI0BHsI HA CbXpPaHEeHHe:
JlexkapcTBeHHs NPOAYKT B OPUrMHATIHA OTIAKOBKA!
[a ce cexpansBa npu Temnepatypa roa 30°C.

Ilpurotreen pa3TBop Ha JeKApCTBEHUS NIPOAYKT B OpHIHHAIHUS (UIaKOH:
Pazpexna ce HenocpeACTBEHO Mpeau MPUIIoKEHHE.

PazTBop 32 uHpy3Ms:
cbXpaHsBa ce npu Temnepatypa ot 2°C no 8°C He no-abaro ot 24 yaca.

IIpenn ynorpeba ce npoBepsisa BusyaiiHo. [Ipunarar ce camo 64cTpH pazrBopu 6e3 yralika,
JlekapcTBeHHAT NPOAYKT € 3a eHOKpaTHa yrnoTpeda. Hensnoa3saHUaT pa3TBOp ce U3XBBHPIISL.

6.5. JlaHHH 32 ONAKOBKATA:
®nakoH ot 36 ml (cTBKII0) ChC 3aITymanKa OT XJopOy Ty, chAbpkally S0 mg okcanuriaTuHa.
Piakon ot 50 ml (cTbKIIO) cbe 3anmymanka oT xJ0podyTHiL,cbabpkall 100 mg okcanunnaruHa.

6.6.1Ipenopbku npu ynorpeda / npuiiokenue:

M3roTesHeTo Ha MHXEKUMOHHUTE PA3TBOPH HA UMTOTOKCHYHUTE areHTH TpAOBA /1a Ce U3BBPLIBA OT
NOArOTBEH, ClieUMalM3Mpal NepcoHa ¢ fo3HaHus 3a ynorpebara Ha JiekapcTBata, MpHh YCIOBHA,
rapaHTUpally 3alidTa Ha OKOJIHATa cpella U OCOOEHO 3alllTa Ha MepcoHajla, padoTell ¢ Te3n
JIEKapCTBEHU TMPOAYKTH, CHOpel MNOJMTUKATa Ha 31paBHOTO 3aBedeHue. HasiokurenHo e 3a tesu
LiEJIM Jia € OCUIYPEHO CrielMaiHo roMelleHue. B Hero e 3abpaHeHo fa ce nyuiu, sJic U Mue.
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Kakto MpH BCHYKH MOTECHUMUATHO TOKCHUYHH pPa3TBOPH, pas’TBOPBHT Ha OKCAJIMIUIATHH Tpﬂ6Ba Ja ce
NPpUroTeas MHOI'O BHUMATEJIHO.

[penopbku npu ynorpeda

Vnorpebara Ha TO3W LUMTOTOKCHYEH MPOAYKT OT MEAMUMHCKUTE CECTPU WIIHM APYT MEAMLMHCKH
rnepcoHa U3Mckpa 0cobeHO BHUMAHWE FAPAHTHPALLO 3a1LHTATA HA NOM3BALUMSA MJIH 3a00UKaTIALLMTE
ro.

H3roTBIHETO HA MHXKEKLIMOHHMTE pa3TBOPH Ha LIMTOTOKCHYHUTE areHTH TpsAbBa Ja ce M3BbPLUBA OT
NOArOTBEH, CMELMATM3UPAH MEPCOHAIl ¢ MMO3HAHWS 3a yrnoTpebaTa Ha JiekapcTBara, Npv yCJIOBUS,
rapaHTHMpallyd 3alliMTa Ha OKOJIHAaTa cpeja v 0co0eHO 3alMTa Ha nepcoHana, padortell ¢ Te3u
JIeKapCTBEHU MPOAYKTH. HanoxureaHo e 3a Te3u e Aa € OCUTYPEHO CMEUMAIHO nomeueHue. B
HEro ¢ 336paHCHO Ha ce nyumy, aae " rnue.

[TepcoHansT TpsOBa Aa € NOACUrYpeH ¢ HEOOXOAUMHUTE MAaTEPHANH, CMIELIMAJIHO NIPECTUIIKH C JABJITH
PbKaBH, 3alMTHW MACKH, LUIATNKH, OYWUNIA, CTEPUIHH PbKAaBULIM 3a €HOKpaTHa ynortpeba, 3allMTHH
nokpuBaa 3a paboTHOTO MACTO, KOHTEeHHEPH U TOPOH 3a OTNAJBLIMTE.

EKCerTI/I A MMOBBLPHATH MATCPHUU CE€ OTCTpaHABaT € BHUMAHHUE.

Bpemennu sxenun Tpsidea na m3bsrear 6opaBeHeTO ¢ UUTOTOKCHYHHM ar€HTH.

Beeku cuynen koHteilHep Tpabea na Objae TpeTHpaH CbC CHILOTO BHUMAHWE M OLEHSABAH KATO
KOHTaMHHHPaH OTNaAdbK.

KOHTaAMUHUPaHUAT OTNAIbK Ce ChbXPaHsIBa B MOAXOAALLO O3HAYEH TBBPI KOHTeHHep. Bk no-gony
“ OrcrpaHsiBaHe™

TIpH KOHTAKT Ha KOHIEHTPATA HA OKCAJIMIINATUHA, HA MbPBOHAYAJIHO MPHUIOTBEHHUS Pa3TBOP WU
KpaiHus MH(bY3HOHEH pa3TBOP ¢ KoXkKaTa, He3abaBHO MSACTOTO C€ M3MMBA 00MIHO ¢ BoAa. Ilo chuius
HAuHH ce MOCTHI1Ba [IPY KOHTAKT C JIMTaBULIHTE.

Tesn Mepku TpsabGBa Ja ce crazear B CLOTBETCTBUE C MeECTHUTE pasnopeabu 3a pabora ¢
UUTOTOKCHYHHU MPOAYKTH.

CrieuuaTHu penopbKu 3a MPUIIoKeHHe

-HHUKOI'A na He ce nmon3Bar HHKXEKUHUOHHH MaTepUay, CbAbPKALIU ATy MUHHH.

-HHUKOI'A na Hece ripunara Hepa3pe/eH.

-HUKOT A na He ce pa3sTBaps WM pa3pexnia ¢ GU3HOIOrHYeH Pa3TBOP.

-HUKOT'A na He ce cmecBa ¢ ApYyrd JEKapCTBEHHU IMPOAYKTH MU [a Ce Npuiiara eJHOBPEMEHHO
npe3 elHa U cblua UH(PY3HoHHA cucTeMa (cneuranHo ¢ 5-OVY, pa3TBopy Ha OCHOBa, TPOMETaMOJI U
$bOSMHOBHM npenapary, CbAbpXKAUIY TPOMETAMON KAaTO MOMOLIHO BellecTBO). OKCANTHUMIATHH MOXKE
Jla ce rpujiara eJHOBpeMEHHO ¢ (DOJIMHOBA KHCENIMHA, KaTo Mpeard MSCTOTO Ha WHXKEeKTHpaHe ce
nocTaBs Y KOHEKTOp, Taka 4e ABara JIEKApCTBeHH MPOAYKTa Ja HE Ce CMECBaT B eJHa HH(Y3HOHHA
JIMHHS.

donmHoBaTA KMCEMHMHA Ce pa3TBaps ¢ U30TOHUUHM pa3TBOPH 3a UH(PY3Ms Karo 5% rirokosa, HO
HHKOT'A ¢ dhuznonournyen pa3reop WM ajikaaiHH pa3TBOPU.

- A CE npomue cucTemara Nped NpuiaraHeTo Ha OKCATUIIATHH.

- JA CE uznonzeat camo MpenopbYBaHUTE pa3TBOPUTENH (BHOXK MO-A0M1Y)

- Ilpu ycraHoBsBaHe Ha yTalika B pa3TBOpa, IMOCNEAHUAT HE CE€ MpHJara M ce YHULOXKABa I10
BCHYKH TIPaBHJ/IA 32 BPEAHUTE OTIIaAbLM (BHX 110-10I1Y)

IMpuroresiHe Ha pa3TBOpa

- IIponykTrTe, KOUTO MOrar Ja ce M3MOJI3BaT 32 MIPHUTOTBAHE HA Pa3TBOpa Ca BOAA 33 HHXKEKLUU
wir 5% pas3TBOp Ha MNKOKO3a.

- Enokcarun 50 mg: nobaes ce 10 ml ot pasrRopHTeNns 10 AOCTUraHe Ha KOHUEHTpaLMs oT 5 mg/ml
OKCAaJIHIIATHH.

- Enokcarun 100 mg: noGass ce 20 ml oT pasrsopurens A0 AOCTHraHe Ha KOHLEHTpauus OT 5
mg/ml okcanuniaTuxa.



Ot MuKpoGHONOrHYHa rieaHa Touka MOy YCHUAT pasTBOp TPsOBa /la ce paspean HerocpeacTBEHO
npenu ynorpeba ¢ 5% pasteop Ha rmoko3a.

[penn ynorpe6a ce nposepsra Busyano. Hpunarar ce camo 61ctpu pasrBopu 6es yTaiika.

PasreopbT ce npunara eanoxparmo, HEMOCPEICTBEHO CJIel NPHUIOTBAHETO MY. HeusnonspauusT
pasTBOp ce U3XBBLPIIA.

Paspesxxnane npeaun undysus:

PastBopenusT nponykr BLB (nakon ce paspexaa ¢ 250 o 500 ml 5% pasteop Ha riokosa 10
AOCTUTAHE HA KOHUEHTpauus He mno-Hucka ot 0.2 mg/ml u ce BLBexNHA 4pe3 MHTPaBEHO3HA
HHDY3US.

Du3HKO- XMMUYHA CTaBHITHOCT e Guita noKasana 3a 24 uaca npu Temreparypa mexay 2°C u 8°C.
OT MHKPOBHOJIOrHYHA U XMMHYHA TEHA TOUKA TO3H pasTBop 3a uH(py3Ms TpOBaA na ce NPHIOKK
HezabaBHO.

AKO HE Ce W3MOM3Ba BelHAara, BPEMETO M YCHOBHSTA HA CbXpaHeHue Tmpeam ymorpeba ca
OTFOBOPHOCT Ha npunaraws nponykra. ChbXxpaHsBaHeTo Ha pa3Tsopa He TpsaGBa Aa npesuLIaBsa 24
Haca npu Temnepatypa mexay 2°C u 8°C, ocBeH ako paspexaaHeTo He ce U3BBbPLUBA NpPU
KOHTPOJIUPAHY U BAJIMAMPAHU aCCMTHUHH YCIIOBUS.

OueneTe BU3yanHo pasTeopa npeau ynorpe6a. [Ipunarar ce camo Guctpu pasreopu, 6e3 AaHHM 3a
yTasBaHe.

Pa3tBopbT ce mpunara emxHokpatHo, HemocpeacTBEHO criex npuroTesaHero My. Heusnonzsauusr
pasTBOp CE U3XBBLPIIA.

HUKOT'A na ne ce nanonssa dusnonoruuen Pa3TBOp 3a pa3TBapsHe WIKW paspexaaHe.

Wudpysus:

BbBexaaneTo Ha okcanuniaTHHa He W3MCKBA NpeBapUTENHA XUAPATALHUS.

Oxcanunnatin ce paspexnaa ¢ 250 go 500 ml 5% pasTBOp Ha IUIFOKO3a 32 AOCTHUraHe Ha
KOHUCHTpals He no-hucka ot 0.2 mg/ml, u ce BbBekAa B NepudepHa BeHa WM UEHTpaseH
BCHO3CH MBT B MpOAb/LKEHHE HAa 2 o 6 uaca. Koraro okcanumnartuma ce upumara ¢ S-
dnyopoypauu, HHPY3UATA C OKCANUMIATHHA TpsAOBa Ja npenxoXkaa Ta3u Ha S-dutyopoypaumn.

OtcTpansBaHe Ha OTnagbLLUTE:
OcTaTbyHM KOJIMYECTBA OT NeKapCTBEHHUS IPOAYKT, KaKTO M BCHYKM MaTepHajId, KOUTO ca OHIH
U3TOJISBAHK NPY  MPUTOTBAHETO, Pa3PeXIAHETO M BBBEKIAHETO TPSOBA A CE YHHIIOKABAT
MOCPEACTBOM CTAHAAPTHUTE GONHMYHM NPOLEAYPH 33 UMTOTKCHYHM areHTH, B ChOTBETCTBHE C
HapeaOHTe 3a OTCTPaHsBAHE HA BPEIHH OTIIANBLIN.

7. IIPUTEKATEJ HA PABPEHINTEJIHOTO 3A YIIOTPEBA
Canodu-Asentuc brarapus EOOJ]

Oyn. An. CramGnonuiicku” 103

Codus 1303

brvarapus

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA
Eloxatin 50 mg — 9900277 ; Eloxatin 100 mg — 9900276

9. JATA HA IOBPBO PA3SPEITABAHE/IIOAHOBSIBAHE HA PA3PEIIEHHUETO 3A
YIIOTPEBA
Eloxatin 50 mg - 30.08.1999 ; Eloxatin 100 mg — 30.08.1999

10. IATA HA TIOCJIEJHA PEJAKIIUSI HA TEKCTA



