KPATKA XAPAKTEPHCTUKA HA ITPOAYKTA

1. HAUMEHOBAHHE HA JJEKAPCTBEHHUA ITPOAYKT
ELOXATIN 50 mg powder for solution for infusion

EJIOKCATHH 50 mg npax 3a HHPY3HOHEH pasTBop TEn HHHTB'IHA ATEHLMA M ” e 'l' ‘ |

KRinKa yapaKimepucinuKka He npodyEma - npwmm f
oy 0176 - 104 FX/LA. LA.0f
2. KAYECTBEH ¥ KOJIMYECTBEH ChCTAB S \ ;L\ 5. Ko @c_-) '
Bcexu GnakoH ChabpiKa; pyy
Oxcamuruati (Oxaliplatin) 50 mg 6//66 "‘6 16 V‘?f”;’? // I Z

3a 1 ml ot npuroTeeHus pazreop — 5 mg/ml

H

Oxcanuruiarid (Oxaliplatin) 100 mg

3a | ml ot npyYroTeeHus pazTrop — 5 mg/ml
3a MOMOLUHHATE BEIECTBA BHXK T.6.1

ELOXATIN 100 mg powder for solution for infusion
EJIOKCATHH 100 mg npax 3a HHAY3UOHEH pa3sTBOp

3. JEKAPCTBEHA ©OPMA
I[Tpax 3a uHQY3HOHEH pa3TBOP
Bs1 wam noutu 651 nuoduin3upad npax

4, KIMHNMYHHU JAHHHA

4.1. TepaneBTHYIHH MOKA3AHRS

EnokcaTHH B KOMOMHALHA ¢ S-(Quryopypaliil (S-FU) u ¢onuHoBa kucenuHa (FA) ce H3no3Ba npu:
- aJIOBAHTHO JIeYeHHE Ha KapIMHOM Ha aebesnoto depso, craamit 11 (Duke craavn C), cnen mBIHO

OTCTpaHABAHC Ha NNbPBUYHHA TYMOP,
- leueHHe Ha MEeTACTaTH4YECH KOJOPCKTAJIEH KApLIHHOM.

4.2. J03HpOBKA H HATHH HA NPHIOKCHHE

CAMO 3A BB3PACTHH

IIpenopb4YHTEIHA 1032

2
[IpenopbuuTETHATa 0332 332 ENOKCAaTHH NpH aQIOBAHTHO JICHCHUS © 85 mg/m~ MHTpPaBEHO3HO Ha
BCEKH ABE ceAMHIM 3a 12 nuksia (6 mecena).

IIpenopbunTenHara 1o3a Ha EnokcaTuH MpH JiedeHHe Ha METaCTaTH4EH KOJMIOPEKTaIeH KapLHHOM €
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85 mg/m”~ HHTpaBeHO3HO Ha BCCKH JIBE CEIMHILIM.

JHozuposkara TpaOBa aa 6b4¢ onpeeseHa B 3aBUCUMOCT OT MIOHOCHMOCTTA.
(Bix 4.4. “TIpeynpexaeHns ¥ ClIeLHaTH{ IPEANa3HH MEPKH NpH ynoTpeba”).

Enokcaran TpuGBa Ja ce BbBE:KIa BaHarn npean ¢payoponapumugunure (3-FU).

OKCaJIHIJIATHH c€ BLBEXa B NPOALDKEHHE Ha 2 10 6 yaca B MHTPABEHO3HA uHgy3ud ¢ 250 o 00
ml 5% pa3TBOp HA IIIIOKO3a AEKCTPO34a, Taka 4e Aa Ce IOCTHIHe KOHIEHTPALA MEX/TY 0.

@ Lﬁ; N“‘\‘Q

iy .I"'H_

0.70 mg/ml; 0,70 mg/ml e Hali-BHCOKATa KOHLUEHTPALHA HA OKCAJTHIUIATHH B KIHHUYHY qph,m‘mt&- \ ﬁ N
. ..;_f"'?!-‘,._: .-r"
33 OKJICATMIINATHH B 032 OT 85 mg/m”. | i R TN

OKCAHIVTaTHH CE MpHara OCHOBHO B KOMOMHALIIS ChC CXEMH Ha JeYeHHE KATO nﬁpﬁ.}{}x_; TeIHE. )
uHdy3us ¢ S-pmyopypaumn. Ilpu cxemata Ha JICUCHHE MpeE3 ABC CEAMHIM 5- cpjmopypamﬁf

aral katro 60 1 MMPONB/DKHUTETHA HH(PY3HA.
TIpHT Ka TYC H IPOJ Py3 ﬁcf;;,;




Cnennannn nonyJannu

INanuentn ¢ HapymeHa 0b0pevna gpyakuua:

Enoxcatud He € 6un OpoydeH IpH MAUMEHTH ¢ TEXKKO OBOpeuHo yepexaaHe (BIXK
4.3 ”TIpoTBONIOKa3aHuA ™).

IIpu manueHTH ¢ YMEpPeHO HapyuieHa 650peuHa GYHKUHUS, JICHEHUETO 3arouBa ¢ MpenopLYaHara
nosa (Bwk 4.4. “IIpenynpexacHud U CIELMAIHH IMpeAnasHd MepkH npH ynorpeba”). He e
HeoOXoIUMa MPOMAHA B AO3MPOBKATA IPU MALMEHTH C JIEKO U3pa3zcHa 0pOpeuHa TUCHYHKIIUS.

IHagueaTH ¢ YyepHOAPOOHO HApYIIICHHE:

[Ipu da3za [ npoyuBaHe, BKIIOYBAINA MALMEHTH C pa?.nnqna CTEMECH HAa YePHOAPOOHO HAPYLICHHME,
YecTOoTaTa U TEKECTTTA HA YESPHOAPOOHMTE HAPYIICHUS BEPOATHO Ca CBBP3aHH C Pa3BUTHETO Ha
3a00NIIBAHETO ¥ HAPYLUCHW YepHOAPOOHH QYHKIIMH KaTO OCHOBHH mapaMeTpH. He e Heobxoaumo
KOPUTHPAHE HA JO30BUS PEKHMM IIPH NALMEHTH ¢ aDHOPMHH YepHOAPOOHH (YHKLIIMOHAIHN TECTOBE

YCTAaHOBCHH IIPH KJTAHHYHOTO MNMPOCJICAABAHE,

IlanpenTH B HAIIPpCIHAJA Bb3pacry.
He e HaOmonaBaHoO moBHILIABaHE Ha oCTpara TOKCHYHOCT Ha EnokcatuH [IPH H3MNOI3BAHCTO MY

KATO MOHOTEpanud WIH B KOMOHMHauMA ¢ S-Qayopypalni IpH NAalMEHTH Ha BB3pacT Hag 65r.
CrnenoBaTenHo He € He0OX0IHMO CIICIHAIHO aJanTHpaHe Ha Jo3aTa NPH MAalUeHTH B HaIlpeHalla
BB3PacCT

IleanaTpHuHH NAKHEHTH
Hsama mokazaHud 3a ynoTpeba Ha OKCaNMIUIATHH npH geua. EQexTHBHOCTTa Ha OKCAaTUITJIATHH KATo
MOHOTEpanuA NpH NMeAUATPHYHH MIALMEHTH ChC COJTMAHM TYMOPH He € OUJ1a yCTaHOBEHa.

Haunn HA npujioXkeHne
EnokcaTHH ce BBBeXXa Ype3 HHTPABCHO3HA HHPY3HAL.

[IpunokeHueTo Ha EJMOKCATHH HE H3HCKBA XMIICPXUApaTaLHA.

Enokcatun ce paspexaa ¢ 250 mo 500 ml 5% pasTtBop Ha rmOKo3a, Taka ye [a ¢€ JOCTHTHE
KOHUEHTpauMs He no-Hucka ot 0.2 mg/ml 1 Tpabea na ce BEBeKAa HHOYIHOHHO B repudepeH HWin
HEHTPATECH BEHO3¢H MbT. EnokcaTuH MHQY3HATa BUHArd TpsOBa Aa ce BBBEK/A NPEIH Ta3sH Ha 5-

FU.
II]]H nonajgaHe HiBbH ChJA&, NPHJIATAHECTO €€ IIPDEKDbCBA BCAHAra.

HucTpyknuu 3a ynotpeba
EnokcaruH TpabBa na ce pa3TBOpHU U paspequ npeay ynorpeda. Tpsadsa ga ce usnonspar camo 3%
rmoko3a (50 mg/ml) 3a pasrBapsHe U MOC/EABALLO pa3peKIaHe Ha JMOPWIH3HUPpAHHUA TIpax (BHXK

6.6. UHCcTpyKUMM 32 ynoTpeda/IpUIoKeHue )

4.3 IlpoTHBOIOKA3ZAHHA

EnokcaTdH € NpOTHBOMOKA3aH MPH NaLUEHTH, KOUTO!
- ¢a ¢ IaHHH 32 CBPBbXYYBCTBHTEIHOCT KBM OKCANMIUVIATHH H KbM NTOMOIITHHTE BELIECTBA,
- KbpPMAT,
- IMaT CyNnpecHs Ha KOCTHMS MOZBK IIpedd 3allouBaHe HaA ITBPBHA KYPC, nJ

HeyTpodunure < 2.10 9/l v / win tpombouuTrre < 100.10 9/ 1,

- IMaT Teprd)epHa CeH30pHA HEBpoHaTHA ¢ (QYHKUHOHAIHO YBPEXKAAHE IIPEaH lthfﬂ
JIeveHHe, 1 ~.. SR
- UMaT TexKa GpOpeyYHa HeROCTaTEUHOCT (KPeaTHHHHOB KIMPBHC < 30 mV/min) % £ 4




4.4, IIpegynpexaeHnsa H cneNHAIHH NpeANA3HH MEPKH OPH ynoTpeda

Oxcaymmuatud TpA0Ba a ce M3MO0JA3Ba CaMO B CINCUMATM3UPAHM OTACNECHUS 110 OHKOJOrHA U
TpaOBa Aa ce npuiara noj HabMOACHUETO Ha ONMUTECH KITHHHLIUCT-OHKOIOT,

IMopaau orpaHHyYeHaTa wHGopMalua 3a 6e30macHOCTTa MY MpH NAUMEHTH ¢ YMEPEHO HapylIeHa
O0n0peyHa QyHKIMA, OU cAedBano Aa ¢e npuiara cjiel BHAMAaTelIHa OHEHKAa Ha CHOTHOLICHHMETO
Moa3a/pyUcK 3a maunueHTa. B Tesu caydam CTpHUKTHO ce cieau 6bOpedyHara QyHKIMA ¥ no3arta ce
afarnTupa Cropes TOKCHYHOCTTA. |

[MauwmenTHTe ¢ JAHHH 3a aJepriyHH peakliud KbM JAPYIM ChEAWHEHUA HA IUIaTHMHATa, TpaOBa na
ObJaT MOCTaBEHU MOJA HeNpeKBCHAT KIHHHYEH KOHTpo. B ciayuail Ha aHachﬂaKTHqHH peaxkLuu
kbM Entokcatun, undysuara TpaOBa BefHara Aa c€ NMPEYCTAHOBH M Ja CE€ 3aNoYHe MOAXOAALIQ
CHMIITOMATHYHO JieueHue. Bs30O0HOBSIRaHE Ha BBBEXKAAHETO HA ENOKCATHH € NMPOTHBOIIOKA3aHo.

B ciyuaii Ha eKCTpaBasaJlHO MONAaJaHe Ha JICKAPCTBEHUA MPOOYKT, HHOY3UATa TpaOBa He3abaBHO
J1a c€ IPEYCTAHOBH M J1a ce MpeATnprHeMe 00N4aitHO JIOKAJIHO CUMIITOMATUYHO JICYCHHE.

Heo0xoouM € cTpor KOHTPON OTHOCHO IMOABATAa HA CHMITTOMHM HA HEBPOJIOTMYHA TOKCHYHOCT Ha
EnoxcaTHH, oco0eHO, NpH  €AHOBPEeMEHHO TPUIOXKEHHE C APYTHM JICKAPCTBEHH MPOAYKTH CBC
cnenMHIHA HEBPOTOKCHYHOCT. HeBponmormveH npernen TpabBa pa ce Mpoeeae MNpeau
3aIOYBAHETO Ha BCAKO BBBEKAAHE, a C/Ie/] TOBa [a C€ MpaBH NEPHOAWYHO.

IIpy maupenTH, npu kouTo ce HabmogaBa ocTpa napuHro-bapuHreansa auszecresus (Buwk 4.8) no
BpEME Ha MJIH HAKOJIKO Yaca clied 2-9acoBaTa MH(]Y3H4, ciieAsaliaTa HHQY3HI HAa OKCAIMNJIATHHA
TpaOBa a ce mpoBeje ¢ NPOIB/DKUTENHOCT NOBeYe OT 6 Haca.

AXO BB3HHMKHAT HEBPOJOTHYHH CHMITOMH (TApeCTe3nH, JU3ECTE3UH), NMOCIEBAIIOTO KOPHIHPaHe
Ha Jo3ute Ha EmokcatvH 3aBHCAT oT JBata (akTopa: MPONB/DKUTENHOCT M TEXeCT Ha
HEBPOJIOTHYHHTE CUMIITOMH: |
- B Ciy4aii, Ye CHMITTOMHTE HPOIBIDKABAT TIOBEYE OT CENEM ,IlHH H ca MNpuApyXeHH OT OoJiKa,
CJICABALLIATA 1034 OKCAJIMIDIATHH e MOHH)XKaBa OT 85 Ha 65 mg/m (METacTaTHYHO JICUCHHUE) UIIK
Ha 75 mg/m2 (agrOBaHTHO JiICYEHHUE), |
- B ClIy4aii, ue IIapecTe3UHTe, KOHTO He ca CBIPOBOACHH OT (PYHKUMOHAIHM HapyLICHUA
NEePCHCTHPAT AO CJleIBalllMA LHKBII, CICABALATa 032 OKCAIUIUIATHH TPAOBa 1a ce HaMald OT 85
Ha 65 mg/m° (MeTacTaTHYHO JIeYeHHe) WK Ha 75 mg/m2 (aJOBaHTHO JICYEHHE),
- B cCJyudad, Y€ MapecTe3HHTe Ca CHIPOBOJEHH OT (YHKUMOHANHHM HapYLIEHHA H
IEPCHCTHpAaT A0 CliefBalllid LHKBJI, NpuiokeHHero Ha Emokcatux Tpsabsa na Obae
NpeyCTAHOBEHO, -
- NIPM OT3By4YaBaHe Ha TE€3W CHMIOTOMH Cllell CIIUpaHE Ha JEYECHHEeTO ¢ ENoKCcaTHH, MOXe
OTHOBO J1a C€ MPUCTBITH KbM BB300HOBSABAaHE HAa TepalMATA.

[lanuenTiTe TPOBa Aa 6HAAT MHGOPMHPAHH, Ye CIEA MPEKHCBAHE HA JICUCHHETO, €  BB3MOXHO
IEPCUCTHPAHETO HA CHMATOMH 3a nepuepHH CEH3OpHH HeBpomnaTHH. JlokanuMsupaHa, yMepeHa
napecTesys WIH rapecTe3ud, NpUApYKeHa OT (YHKLHUOHAIHN HapyIIECHHUA MOI4T Ja NepCHCTHpar
33 IOBEYE OT 3 MOJQHHH Cliel NPeKhCBaHe Ha a[JIOBAHTHOTO JICYSHHE.,

CToMallHO-4YpeBHaTa TOKCHYHOCT, KOATO €€ NpOABABa ¢ rajicHe M MNOBPBINAHE, C¢ OBJIAAABA
npoQHIaKTHIHO H/WIN TEpaneBTHYHO C aHTH-eMEeTHYHA Tepanui (Bl 4.8. “Hexenanu p

o

Jexuppatauus, NapaauTHUYEH HIEYC, HHTECTHHATHA OKITY3HA, XHIOKIHEMMSy Mﬁ
‘anunosa M OB0peuHo HapyimeHHe Morart za ObpAarT IPOBOKHpPaHH OT Te}I{Kﬂ{ -
noBpbllane, 0co0eHo npu komGuHamsiTa Ha Enokcarus ¢ 5- FU. |
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B ciryyait Ha oTYMTaHe HA XeMaTONOTrHYHA TOKCHYHOCT (HeyTpodunu <1,5x107/1 wnu TpomOouuTh

<50x109/1), [IpOBEXIAHETO Ha CHeABalliid Kypc Ha Tepanus TpabBa [a ce OTIOXKU A0
BH3CTAHOBABaHE HAa TNMPHEMJIMBH CTOMHOCTH Ha rmnokaszarenure. TpsOpa na ce mpoBedaT IBbJIHH
XeMATOJIOTHYHH HM3ciIeABaHdd ¢ audepeHumande OpoeHe Mpead HA4YaloTO Ha JIeYeHHeTO H
CBOTBETHO IMPEAH BCEKH CEABALL KYPC.

[TamenTure TpsAOBa CcBoeBpeMeHHO Aa Obaar WMHGPOPMHUpPAHH 3a PHCKA OT MOABATA IUApPHS,
NOBpBIAHE, MYKO3HT/CTOMAaTHT H HEYTPOINEHMA ciex npunaraHero Ha Enokcarun /5-FU, 3a na
MOXKE€ NEeKYBalllUi JIEKap BEAHAra Ja 3anovHe TIOAXOAMINO JIeYEeHHUE 3a OTCTpAaHABAHETO HA Te3H
CBCTOSHHAL. .

[Ipy nospaTa Ha MYKO3WT/CTOMATHT ¢ Wid 0e3 HEYTPONeHMs, IIOCAEIBAIIOTO JIEYEHHE C
OKCAJTHIUVIATHH C€ OTJIara 0 BE3CTAHOBIBAHETO OT MYKO3HUT/CTOMATHT A0 CTENEH | win

M0-MaJKo W/unu 6posT Ha HeyTpodmnte € > 1.5 x 107 /1.

Korarto Enokcarun ce komOHHHpa ¢ S-guryopoypain (¢ unu 6e3 ¢ponrMHOBaA KUCENHHA), Ce Ipuiiara
00HM4YaHHOTO KOPUI'MpaHe Ha J03aTa JI0paJii TOKCHYHOCTTA Ha S-(ayopoypaupn.

B cnoyuyaii Ha ngwapus 4creneH, HeytporeHMsa (Heyrpodunu <1x10 _¢9/ | ) wmm 3-4 creneH
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tpoMOoruToneHus (TpombormtH < 50x10 “/1), mosara Ha neyeHue TpsOBa Aa ae HaManH oT 85 Ha
65 mg/m’ (METacTATHYHO JieYeHHe) WIM Ha 75 mg/m2 (aNIOBAHTHO JICUEHHE), KATO JAOMBIHHTEIIHO
ce KOpMrHpa | go3ara Ha S-gayopoyparun.

B cay4aii Ha HEACHH PECITMPATOPHM CHMIITOMH, ' K&TO HEMPOAYKTHBHA KaUUTHLA, JUCITHES,
KpelnUTHPALld XPHIIOBe, WidA 3a0€/e;KUMH Ha PEHTTeH IYJIMOHApHH MHQHITPaUuWH, NPUIAraHeTo
Ha EnokcatuH TpabBa 1a c¢e npekscHe, JOKATO MPOBEACHUTE H3CICABAHUA OTXBEPIAT HUITHYHE HA
HTEpCTHIMATHO GeofpobHO 3a6o/gBaHe B HANMPABCHHTE CIeA TOBA IYJMOHAIHM MH(HITpAUMH
(Bix .4.8)

B ciyyaii Ha OTKJIOHEHHsA OT HOpMAaTa Ha Pe3yJITATHTE OT YePHOAPOOHHTE TECTOBE WIH HOpTalHa
XHIIEPTOHHUA, KOETO He € B pe3yJiTaT Ha 4YEpHOApOOHHMTE MeTacTa3d, B MHOI'O PEAKH CilydaH OH
MOIJIO Ja Ce MpHEMe, KaTo HapylIeHHe Ha YepHOApoOHAaTa (PyHKLUS, BCACACTBUE HAa BKIKOYBAHETO
Ha TOBA JISKapCTRO.

3a ynorpeba oT OpeMEeHHH XKeHH, BIK ToUKa 4.6

Il'eHoTOKCHUHH eeKTH ca HaOM01aBaHM NMPH OKCATHAPATHH N0 BPEME Ha KIHHHYHU NPOYYBAHHI.
CaenopaTeqIHO MalHEHTHTE OT MBXKHW poAd TpadBa na ObaoaT MHQOPMUPAHHU, Y€ B PpaMKUTE Ha 6
Mecelia Cliell ICUeHHETO He TpaOBa Aa CTaBaT pOIUTE, H Aa MOTBPCAT CHBET 3a KOHCEpBHpPaHe Ha
cIiepMa Npeay 3arnoyBaHe Ha JIeYSHHUETO.

Ilo BpeMe Ha nedYeHWETO XEHUTE He TpsAOBa ,ua 3abpeMeHaBaT U 3aroBa TpaOBa H3MNOI3BAT

édeKTUBHH KOHTPALICOTUBHU MEPKH (BUXK T.4.6).

4.5. B3aaMogelicTBHH ¢ JADPYrH JIEKAPCTBEHHM NPOAYKTH H ApyrH ¢opMH Ha

B3auMoJciHcTBEE,
[Ipy nauueHTH, KOUTO ca MMOMYy4MIH €OHOKpaTHa ,[[oaa 85 mg/m2 EnoxcaTvH, HEMOCPeICTBEHO

MpeAd MPHIIaraHeTo Ha 5-(hTyopoypauyi He ce yCTaHOBABA MPOMAHA B KOHUEHTpALMATa HA 5-
pon e W
dhayopoypauu.

fm e,
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[Ipu npoyuBaHHs WH BUTPO, HE € YCTAHOBEHO CHLIECTBEHO M3MecTBaHe Ha Effitir y M“’*mgcmm \
Ha CBBbpP3BaHE C IUIa3MEHHUTE MNPOTEHHH OT CTpaHa Ha CIICAHHTE JeK

CPUTPOMHIIMH, CATHHWIATH, I'PAHUCCTPOH, ITAKIIMTAKCC/T H HATPHCB BAJIIIPDOAT.

4.6. bpeMeHHOCT M KbpMeEHe



JTo MOMeHTa HAMa JaHHH OTHOCHO Ge3omacHarta ymoTpeba Ha OKCAIMIUIATUH NpH OpeMEHHH JKEHH,
B3 0CHOBA Ha MPEIKIHHUYHYN NPOYYBAHUA CE CYHTA, 4¢ EOKCaTHH BEPOATHO KMa JICTaJIeH H/HIH
TepaToreHeH eQeKT BBPXY IUI0JAa B TMPENOpPbYAHWTE TEPANEeBTUYHM J03M U CIIEJOBATE/IHO €
MPOTHBOIIOKA3aH MO BpeMe HAa OpeMeHHOCT. [IpUIOKEeHHeTO Ha JIGKAPCTBEHUA HPOJYKT ¢
Bb3MOKHO CaMO aKO MAalMEeHTHT € HAITBITHO MH(OpMHpAaH 32 CHIISCTBYBALIUTE PUCKOBE OTHOCHO
6peMEHHOCTTA M MPEABAPUTENIHO € Jal CBOETO CHIIACHE.

[Toxxoadamy KOHTPALICITHBHH MEpPKH TpAOBa a ce B3eMaT 110 BpeMe H CiIel ClMpaHe Ha TepanuaTa
B 1IepHOJ OT 4 Meceua MpH JKeHUTE U 6 Mecella NP MBXKETE.

Hsama npoydyBaHHA OTHOCHO €KCKPELIHATA Ha JICKAPCTBEHHA NPOAYKT B KbpMara.

KbpMeHeTO € NpOTHBOMOKA3aHO IO BpeME Ha JieueHHe ¢ EJIOKCaTHH.

OKcalMIUIaTHH MOXKE A3 UMa aHTH¢epTHIEH epeKT (BiK 4.4).

4.7. Biaanue BbPXY cIOCOOHOCTTA 32 modgHupane H padoTa ¢ MAIIHHM

Hsma mpoyduBaHHS OTHOCHO €(ekTa BBPXY CIOcOOHOCTTa 3a modupaHe U paboTa ¢ MaUIHMHH.
BBnpeku TOBa, IEUCHHETO C OKCAJMIUIATHH MOXE Ja AOBe/e JO YBEIHYEH PHUCK OT 3aMasHOCT,
rajieHe M MOBPBINAHE, H JPYTH HEBPOJOTWYHH CHMIITOMH, KOMTO BB3ACHCTBAT BHPXY MOXOJAKATa Y
PAaBHOBECHETO M A IMOBJIMAAT JIEKO WIM B YMEPEHa CTENEH BEPXY CINOCOOHOCTTA 32 HIO¢HpaHe M
paboTa ¢ MallIHHH.

HapyineHus B 3p€HHETO, B YaCTHOCT BpEMEHHa 3aryba Ha 3peHHeTO (0OpaTuMo ciel NPUKIIIoYBaHe
Ha TepanMATa), MOXKE Ja HOBIMAA BBPXY CHOCOGHOCITA 3a modupaHe ¥ pabora ¢ MallMHM.
CnemoBaTelHO mauMeHTHTe TpiOBa Aa ObAaT NpeAyNnpeNeHM 3a MOTEHUHAIHUS e(eKT Ha Te3u
cHLOUTHA BBPXY CIOCODHOCTTA 3a modupaHe 1 paboTa ¢ MallTHHH.

4.8.Hexxes1aHE JIeKAPCTBCHA PEaKIlHA.

Hait-uecto HaOmoaaBaHUTE HEMXKEJIAaHU JIEKAPCTBEHH peammn no BpeMe Ha KOMOMHHMPAHOTO
neyende Ha okcaymmmnatvH ¢ 5-FU/FA ca: croMalHO-YpeBHHU (ouapusd, rajgeHe, MOBpPBLIAHE U
MYKO3HT), XEMATONOrHYHH (HEYTpONeHHs, TPOMOOLWTOIICHUA) M HEBPOJOTHYHH (OCTpH, X030-
KyMyJIaTHBHH H MepuepHH CEH3OPHH HEBPONATHH). Haii-o01110 T€3d CTpaHWYHH pPEeakuyud ce
CPeIar Mo-4eCTo M €a MO-TEXKH MpH MPHIAraHeTO Ha OKCATHUILIATHH B koMGuHauua ¢ 5-FU/FA,
OTKOJIKOTO camocrosTrento ¢ 5-FU/FA. |

YecToTaTa Ha OMHMCAHUTE MO-A0NY HEXE/IAaHU JICKAPCTBEHH PEakIMM ca MOJYYEeHH MO BpeMe Ha
KIMHUYHH [IPOYUYBAHMS MPOBEIACHH NMPUA METACTATHYHO M aJIOBAHTHO JIEUeHHE (BKMIOYBAIO 416 1
1108 nanuenTH, neKkyBaHH ¢ okcandiuiaTiH M S-FU/FA) 1 0T n0oCT-MapKETHHIOB OIIHT.

YecToTaTa Ha HEXKEJAHHTE peakKlMH MOKa3zaHW B Tab/IHIUTE MO-AONY C€ H3MEpPBAT CHC CICHHHUTE
kpuTepuH: MHoro dectd (>1/10), uectu (>1/100, <1/10), Heuectu (> 1/1000, <1/100), penxwu
(>1/10, 000, < 1/1,000), mHoro peaku (< 10,000), ¢ HensBecTHa yecToTa (He MOraT Ja OBaaT
YCTaHOBEHH OT HAJIMYHHUTE JaHHH).

JAHHH

CucteMHO-
ODPraHHa

Kjaacabukanus
MedDRA 6a3a

M#aoro 9ecTn

YecTH

Heuectn

Peaku

HUacnenpaHug

- YBeJIHUeHHE Ha
yepHOAPOOHHTE

- YBeJIHUCHUE Ha
KpEaTHHWH B KPBBTa

€H3UMH ~ HamMansaBaHe HA

- YBeJHYEeHHEe Ha TELJIOTO

aAJKaTHATa ataza | (pa3npocTpaHEeHHE Ha
B KDBBTA METACTA3HU) |

- YBeJIUYeHHe Ha

OMnupyOHH B KPBBTA
- YBeJlIHdeHHE HA




JIAKTAT e oreHasa
B KpPBBTA
- YBEIUYEHHE HA
TErJao0To (IONbiIHEeHUE
OT JIEYCHUETO)
Hapyuienus Ha - AHemus HMyHoanepruy
KpBBTa H - HeyrponeHnus Ha
nuMdHara - TpomOoOUMTONIEHHA TPOMOOILIUTONEH
cHcTeMa™ - JIleBKOITEHUS U
- Jlum@oneHus - XEMOIUTHYHA
aHEeMHA
HapylueHusa Ha - [lepucpepHa - Cnaboct HuzapTpus
HepBHaTa cucteMa* | ceHzopHa - MoTopeH HeBpHT
HEBPOIIaHTHA, - - MeHHHrUT .
ri1apoboNmne, CEH30PHU
HapyIlleHus
- Jiucresus
- I'napobonue
HapyimeHus Ha - KOHIOHKTUBUTH - BpemeHHa
OUUTE - OYHH HapYLISHMS peadyKLHS Ha
| 3PEHUETO, -
HapyIeHHus Ha
IPUTENHOTO
1noJie,
- HEBPHT Ha
OYHUA
HEPB.
- BpemMeHHa
3aryba Ha
3PEHUETO,
oOparumMa cneq
NpEyCTAHOBSABAH
€ Ha JIGUCHHUETO.
HapyiueHnus Ha OrorokcuyHoc | - [myxora
OKOTO W JJaDHpHHTA | T
PecriuparopHu, HucrnHea, kauutdna - X'BJILIaHE -
FPbAHH H | HHTecTeMaHo
MEeIHACTHHAIHH OenoapobHo
HapyLIeHUs 3a00naBaHe, -
MyJIMOHAPHA
¢ubposa **
CromamHo-upeBHM | - ['apeHe, - ncnencus - Uneyce Komnur,
HapylUEHUA - Jluapus, - I'actpoezodareancH | - BKJIFOUHTENHO
- IloBpbImane, pediykc HuTecTHHANIHA | AHapH4,
- CToMaTdT/MyKO3HT, | - ['acTpoMHTecTHHANHA | OOCTPYKLIMA OBJIKAINQ Ce Ha
- KopemHa 6o0151ka, XxeMoparus Clostridium
KoHcTunauusa, - PextanHa xemoparus difficile
HapyiiueHus Ha - XeMatypus
Onbpenute U - Jm3ypus
MHKQYHHUTE ITHbTHILA - _ Hapyiuenuwe Ha
4eCcTOTATA Ha
YPHHHpaHE
Hapyumienus Ha Kokun  Hapywenud, | Excdonuauya Ha
KOsKaTa H ajoneuus KOaTa (CHHAPOM Ha

I[MOAKOXXHATA ThKaH

Pruere u Kpakara),
epUTEMATO3EH OOPHB,




- cBpbex,
- XHIIEPXHAPO3a
- HapYLIEHHUA Ha
HOKTHTE
HapyiieHud Ha - bonka B repOa - ApTpanrus
MVCKYJIHO- - KoctHa 60ska
CKeNeTHaTa
cucTreMa U
CheIMHUTENIHATA
ThKaH _
HapyiueHus Ha - AHOpEKCHA - Jexuaparanus -
XPaHEHETO U - | nukemus MeTtabonruHa
metababonuzma -HagHopmeHnHa aluzio3a
XHIIOKATHEMHS
- Haanopmena
HaTpeMHUSs
HMudeximu U - Uudexuusa - PHHUT
uHdectauuu* - UH(EKLUNA Ha FOPHHSA
JAUXaTeJIeH arnapat .
- Debpunna
HEYTPOIICHHUS
(cerTHuHA
HEYTPOIIEHHS)
CpaoBd - EnMcTaKkcHe - | - XeMoparus
HapymeHUs - Ja4yepBABaHE
- Isn6oka BeHO3HA
TpoMbo03a
- benonpobeH
eMOOJIN3BEM
| - XUNEPTOHUA
OO0mu HapylIeHua | - YMopa
H €¢(PEKTH Ha - Tpeckat++
MACTOTO HA - ACTeHH
MHXEKTHPaHE - bonka
- peaKUHs Ha MACTOTO
Ha HHDKCKTHpaHE
HapymeHus Ha | - Aneprus/AnepruyHa
AMYHHATA peaknua+t
cucrema®* |
[TcHxnyHm - JeTpecus - HepsHocT
HapyIIEeHHS - MacoMHmMa

* Bk _BHOOPMANHATA O-A0.0Y

** BIGK T.4.4

XHIIOTOHUA H aHA(PWIAKTHYCH LIOK.
++MHoOro 4ecTo Tpecka, TpeMop, B pe3yiITaTr Ha HHpekimu (¢ win 6e3 Qedpun
WA U301MPaHa OT HMYHOJNOTHYEH IPON3X0],




+++ Peakimy Ha MACTOTO Ha MIDKEKTHPAHETO, BKIIIOUMTENHO JIOKAIHA GOJIKa, 3aYepBsBaHe,
MoyBaHe U TpoMO03a ca OWIH TOKJIaIBaHH. ”

Excmpasazayusma mooice 0a npusunu JoKanHa GOAKA U 6b3NAEHUe, KOUMO 0a Ca mexcku u oa
npomMexam ¢ YCAONCHEHUA, 0CObeHo npu nepugepna 6eHO3HA UHQYIUA HA OKCARUNAAMUH (8UNC

m.4.4)
Hapywenns Ha XpbBTa H AAM(PHATA CHCTEMA
Cropen 4ecTorarta npu naruedTy (%) u
CIIOpe CTENEHTA Ha 3acAraHe
Oxaliplatin B MeTacTaTH4HO JIeueHHE AIFOB4HTHO JIgueHHe
KOMOUHAIUA © Bcuiku Crenen 3 Crenen 4 Beudku Crenen 3 Crenen 4
SFU/¢ponunopa CTEIIeHH | cTemneHH
KMCeJIHHa 85 |
mg/m2 Ha BCEKH 2
CEIMHULIH
AHeMus 82.2 3 <] 75.6 0.7 0.1
Heytponenus 71.4 28 14 78.9 28.8 12.3
TpomboiuTonenu 71.6 4 <1 77.4 - L5 0.2
A
DebpriHa 5.0 3.6 1.4 0.7 0.7 0.0
HEYTPOIIEHHA
Cenrruuna 1.1 0.7 0.4 1.1 0.6 0.4
HCYTPONCHUSA | |

IHOCTYMAPKETRHIOB ONIHT ¢ HER3BECTHA T€CTOTA )

XEeMONHTHYEH YPEMHUYIEH CHHIPOM

Hapymenus Ha HMYHHATA CHCTEMA
Coopen yectorara IpH nanueHTH (%) 1
CTIOpEZ CTENEHTA Ha 3aCATAHE

Oxaliplatin B MeracTaTiudHO jieueHne AIOBAHTHO JIEYeHHE
KOMOHHALMA C Bcuuku CreneH 3 Crenen 4 Bcuuku CreneH 3 CreneH 4
5SFU/¢ponunopa CTEMNCHU CTEreHU

KHCEIUHA 85
mg/m2 Ha BCEeKH 2
CEAMMIH
AnepruyHu 9.1 1 <l = 10.3 2.3 0.6
‘| peakuuu/anepruu |

HapyumieHHS HA HEDBHATA CHCTEMA

JlumMuTHpaaTa TOKCHYHOCT Ha EnokcaTHH e HesponoruyHa. OGHKHOBEHO Ce CBCTOM OT CEH30pPHA
nepupepHa HEBPONATHA XapaKTEpH3Hpallla Ce C AM3ECTe3Ws W/HIM NApecTesds Ha KpalHULUTE,
CBBLp3aHa HJIH He C KpPaMIIH, Y€CTO NPOBOKUPAHM OT CTYAEHO. Te3H CHMIITOMHY ce HabmoaaBar o
95% ot nekyBanuTe mauueHTH. - [IpoaBIDKMTENHOCTTa HA TE€3H CHMITTOMH, KOHTO OOHMKHOBEHO
perpecupaTr MexJy KypcoBeTe Ha JIeUeHHe, HapacTsa ¢ 6pos Ha TepaneBTHYHHTE KYPCOBE.

B 3aBHCHMOCT OT NMPOABJDKHTEIHOCTTA HA CUMIITTOMHUTE, MOSBAaTA HAa 0OJIKa W/WIH (l)yHKuHWHit:::_-:m
HapylleHus ¢a MHAWKALHH, 33 KODHTHpaHe Ha J03aTa WIH JOPH NPEeKbCBAHE Ha ﬂequMW:ﬁ; ﬁf\\\\
L

4 3 7 A
4.4. “IlpenynpexaeHus ¥ CIELMATHU NPeANa3Hyd MEPKH NIpH ynorpeba’™). A

(DYHKHHOHATHOTO HAapyUIEHHE BKIIOYBA 3aTPYAHEHHMS B H3BBPIIBAHETO Ha QUHHM
BB3MOXKHO CJIICACTBHE OT CEH3OpHO YBpexgaHe. PHCKBT OT mosBa HAa MOCTOAHHH C
KyMynatiBHa no3a or 850 mg/m2 (10 umkbia), JOKATO PUCKBT NPH KyMyJaTHBHA I
mg/m2 (12 uuksena) e 20%.



B noeedero cilyyau, HEBPOJIOTHYHHTE CHMIITOMH Ce TOJOOPABAT HMJH H3MAIO H34UE3BAT CJEH
NPEKbCBAaHE Ha JICUEHHETO. |

B ciryyali Ha agioBaHTHO JleueHMe NIPH pak Ha Aebenoro uepBo, 6 Mecelia clel NMPEeKhCBAHE Ha
ne4eHueTo, npu 87% oT maLMeHTHTE CHMITTOMH HE ce HaOJIIOIaBAT WM T€ Ca YMEPEHH.

Cnen noeeue OT TPH FOAMHM HA MpocaeasBaHe, okoao 3 % OT MaLmMeHTHTe UMAT TMNEPCHCTHPALA
JIOKAJTH3UpaHa MapecTe3ns ¢ YMEPEHa HHTEH3UBHOCT(2,3%)UITH  MapecTe3us,KOATO CE€ TMposABIBa
npHd GYHKIHMOHAMIHAa akTHBHOCT (0.5%).

JloxnaaBaHu ca Ciaydyad 3a MOsABA HAa OCTPH HEBPOCEH30PHH CHMMNTOMH (BIDK 5.3). OOUKHOBEHO
Bb3HHMKBAT 2 yaca <CJej NPUIaraHeTro Ha JeKapCTBEHUA MPOAYKT, M YeCTO ce HabionaBar IpH

M3JlaraHe Ha CTYAEHO.
Te ce xapakTepusupar ¢ TPaH3HTOpPHA NAPECTE3HS, AM3ECTE3NA WIH XUIIOSCTE3HA, WIH JOPH OCTHP
CHUHAPOM Ha (papUHTOJIapHHI€aIHA JU3ecTe3ud. YecTorara Ha TO3H CHHAPOM € Mexay 1 u 2%, u ce
XapaKTepHU3Hpa CbC CYDEKTHBHO ycelllaHe Ha aucharua U JUCIHEs/MyBCTBO HAa 3ajyllaBaHe, Oe3
OoOEKTHBHM OaHHM 3a pecrmMpaTopeH AucTpec (6€3 MHAHO3a WIM XMIIOKCHS) WM JIAPHHIOCIIa3bM
WK OpoHxocna3zbM (0e3 LIyM OpH JUILAHE WIH XPHIIOBE), |

HezaBHCUMO OT MpHIaraHeTO Ha AHTUXUCTAMHRHOBH JICKAPCTBEHH IIPONYKTH U OpOHXOIUNIATATOPH
B TE3U CIIy4aH, CHMIITOMUTE ca Obp30 0OpaTUMu, AOPH IPH JIMIICA Ha JiedeHHe. Y IBKAaBAHETO Ha
HH(Y3HOHHOTO BpeMe B NIOCIeABALIUTE [UIKJIH MOMAra a ce peAyLHpa 4ecToTaTa Ha TO3H CHHAPOM
(BrK 4.4. IIpenynpexxaeHus U CrielldalHy Npeana3Hi MepKH npy ynotpeba™). Kato gonbiiHeHue
CJIEJHHTE CUMIITOMH ¢a OMIH HaOMOAaBaHH: CMIAa3bM HA YETIOCTHTE/MYCKYJICH CITa3bM/MYCKYJIHHA
ChKpallleHUA-HEBOJICBH/MYCYIHA TPEITeHUA/MUOKIIOHYC, HapylIeHa
KOOpAHUHALKA/HAITBIIHSBaHe/aTaKCUsl/HapyieH OallaHC, CTAraHe B I'bpJOTO H

repavTe/HanpexxeHue/ TuckoMbopt/d0ska.

Karo nonmennenue, HapylieHue Ha QyHIMATa Ha KPaHHUATHATE HEPBH, CBBP3aHU C TOBA, HIIH
CaMOCTOATEIIHA MOABA HA MTO3a, AMIIONUS, ahoHUs/auchoHHa/XpHNTEHE, [TOHAKOTA OITHCAHO KATO
Napann3a Ha TJIACHATE CTPYHH, CBPBXYYBCTBHTENHOCT Ha €3UKa WM IU3apTPHs, IOHAKOra ONHCaHa
KaTo adazus, TPUTreMHHAITHA HEBPAITHA/ TULECBA Gomiafﬁomca B OYUTE, HaAMAaJIEHa OCTPOTO Ha
3PEHUETO, HAPYILIEHHI Ha 3PHTEIHOTO IOJIE.

JIpyru HEBPOJIOrMYHH CHMITTOMH KaTo AW3apTpHus, 3aryba Ha IbJI0OKH CYXOKWIHH peduiekcH
cuMnToM Ha Lhermitte ca Ounn goknaaBaHH MO BpeMe Ha JieUeHHETO ¢ OKcanumaatuH. OTnenHu

CTYYaH Ha ONITHYEH HEBPHT ca OWIn A0KIa BaHH.

HOCTM&[}KETHHF{IB OHHT € HCH3BCCTHA YCCTOTA
KOHBYJICHA

CTOMAalIHO-YPEBHHA HAPYIIECHHSA |
Crniopen uectotata npu nauuedtH (%) n
CTIOpPE] CTEMECHTA Ha 3aCAraHe

Oxaliplatin 8 MeTacTaTHUYHO JIeHeHHE AIFOBAHTHO JIeYeHHe
KOMOWHAIUA ¢ Bceuukn Crenen 3 Crenen 4 Beyukn CreneH 3 Crenen 4
5FU/donunoBa CTEINEHH | CTEIICHHU

KHceanHa 85 mg/m2
Ha BCEKH 2 CEIMHLH

["agene, 69.9 8 <] 73.7 4.8 0.3

Huapus 60.8 9 56.3 8.3 2.5

[lospriuane 49.0 6 ] 47.2 _ 5.3 0.5
 MyKko3uTH/CTOMAaTHT 39.9 4 <] 42.1 2.8 0.1

[IpenopryRa ce MpOPWIAKTHYHO W/WIM TepaneBTHYHO NPHIIOKEHHE
NIEKapCTBEHHU MPOIYKTH.




Hexunparauus, NapajJUTHYEeH WIEYC, HHTECTHHAIHA OKIY3HA, XWIIOKATMEMHS, METabOJHUTHA
aluMIo3a ¥ HapylwieHus B 4YepHoApoOHaTta ¢yHKuUMA (BK 4.4) morar aa 6bpaaT NMPUYMHEHH OT
TeXKa JUapHus W/ UM NOBpBILIaHe, 0cO0eHO npu koMOMHaLMA HA okcaymuiuiaTHHa ¢ 5-FU (Bix 4.4).

Xemnato — OUIMAPHU HapyLIEHUs

Mnoeo peoxu (<1/10,000)

YepHoapoben cuHHycouaaleH OOCPYKTHBEH CHHOPOM, H3BECTEH OWIE KATO YePHOAPOOHO
BEHOOKIY3HBHO 3a00JisiBaHE MM MNATAJOrMYHH HM34BH, CBBHP3aHH C YEePHOAPOOHHM HapyLIeHHS,
BKJIFOYBAINM [€1M033a, HOAyJapHa pPercHepaTHBHA XMIIEpIUVIa3Hs, INMEpHCHHycouaanHa ¢ubposa.
BB3MorkHaA KIIMHHYHH W3siBa Ha MOPTaiHA XHNEPTOHUA W/ WM YBEJIHYCHH TpaHCaMHUHA3H.

Hapymenunsa Ha 6e0peuyTe ¥ MUKOYHHMTE THTHINA

Mnuozo peoxu (<1/10,000).
OcTtpa TyOynapHa HEKpO34a, OCTBpP UHTEPCTULHMANEH HEPPHUT U ocTpa OBOpeYHa HEAOCTATHUHOCT

4.9.IIpenosznpane

Hama cneuuduyen antunoT 3a Enoxcarun. Ilpu HpBﬂOBHpaHE MOX€E J1a ¢€ QUYaKBa BJIOINABAHE HA
HexenaHnuTe peakimu. HeoGXOMMMO € npocneiBaHe HA XEMaTONOTMYHMTE IOKA3aTeld M
CHMITTOMAaTHYHO JICYCHHE Ha IPYTHTE BHAOBE TOKCHYHOCT.

5. PAPMAKOJIOT'HYHHA JAHHHU
S.1. PapMaKOAHHAMHYHH CBOHCTBA

[urocTaTHk

L: Jlpyrd aHTHHEOIUTaCTHYHH ar¢HTH

ATC LO1XA 03

OKCanMIUIaTHH € AHTUHEOIUTACTUYHO CPEACTBO, OTHACALNO Ce KbM HOBHS KJIac CHEAMHEHHS HA
OCHOBATa Ha IUTaTHHA, B KOUTO IJIATHHOBUAT aTOM 00pa3yBa KOMIUIEKC ¢ 1.2 JHaMUHOLMKIOXEKCaH
('“DACH“) M OKcanaTHa rpyria. OKCaIMIIaTHH € eAMHUYeH eHaHTHoOMep, cis-(oxalato (transl-1-
1.2-DACH)platinum).

JlexapcTBEHHAT NPOAYKT NPHTEXABA IIHPOK CIIEKTHP Ha UATOTOKCHYHOCT, KAKTO UM 6UMpo, Taka v
UH 6U60 TIPOTHUBOTYMOPHA aKTHBHOCT MPH pazIudHU MOZEIHA HA TYMOPHH CHUCTEMH, BKITIOYUTEITHO
MOZIEJIA HA YOBEIUKH KOJIOPEKTAIEH KapPLIMHOM.

OKcalUIUIaTHH NPUTEXKABa CBIOO TaKa uH 6UmMpo U uH €U0 AKTUBHOCT NPH Pa3IMYHU KIETHYHM
JIMHUM — PE3NUCTEHTHH Ha LIMCIUIATHHA. | |

CHHEPrU4HO UMTOTOKCHYHO ACHCTBHE € OUIo Haﬁmo,uaﬂaﬂo pH KOMOHHAIMA ¢ S-bayopoypauun
UH GUMPO U UH GUBO.

HsyuaBanero Ha MexaHH3MAa Ha JeicTBHE Ha OKCAIMIVIATWH, JOPU "HE HAMBJIHO U3ACHEH,
NOTBBPKAABA KOHIIETIIHATA, Y€ XUApAaTHPAHUTE ACPUBATH, NOIY4YEeHH Opu OuoTpaHcopMmanuara
Ha okcanummuiatHHa, B3aumoneitcrBar ¢ JIHK u obpasyBaT BBETpe- H MEKIYBEPHKHU TPECCUYHH
3B¢HA,B Pe3YyJITAT HAa Koero ce Hapymara cuHre3a Ha [JHK u ToBa BOOM OO0 UHUTOTOKCUYEH U
MPOTHBOTYMOPEH €(EKT.

[Ipp manpeHTH ¢ METACTATHYECH KOJMOPEKTaAeH KapLHHOM, TEpaneBTHYHATA €(PEKTUBHOCT HA
okcarmiuiaTHH (85 mg/m2 Ha BCeKM JABE ceOMUUM) B KoMOHHaLma ¢ S-duyopyoparmn/dgonuHosa
KHACEJIHHA € MTOKa3aHa B TPH KIHHHYHH NMPOYUBAHUA!

- IIpu nevenue or mupeH pen, ¢aza lll Ha paraOMHU3HpaHO cpaBHHTeJIHo npoyuBaHe EFC2962,
M3C/ICABA PAHOOMHU3MPAHH MMAllHEHTH JICKYBaHH CaMOCTOATENHO ¢ S-duiyopopailnit/¢(oIMHOBa
kucenuHa (LVSFU2, N=210) unu B koMOMHaLMsA C OKCANWILIATHH/S-(iyopoypaL/(poIrHOBa

",.r.._-n-.—__

kucennHa (FOLFOX 4, N =210). ":.r';:r:u:;:\
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- Ilpn npeaBapUTENHO JICKYBaHH MAUUEHTH,BHB d)a.?.a Il na paHpOMH3HpaH ep * 5\
npoyueane EFC4584 npoyusane, 821 nanueHTH, KOUTO ca pedpakTepHH KBM Hp Hg'r KHH (CPT- £ A
11) B xoMbunauus c¢ S-dayopopauun/¢ondHOBa KHCENHHA, Ca ndkyBarm ““"f- §q - /&
dayopopauni/ponuHoBa KucenuHa camoctosrenHo (LVSFUZ, N=275), okc mg]a:l;nifit Yiiaro / S

=)
“"‘"f:a wlﬁ”‘/

ot



camocTosTesHa Teparud (N=275), win B KGMﬁHHauHH c 3- c];myopnpaunn/cbmnﬂoﬂa KUCEJTHHA
(FOLFOX4, N=271). .

- Ipu HexonTponupauo dasa Il npoyusane EFC2964, BrIoOuBamio NalHeHTH pedPAKTEPHH KBM 5-
¢ayopopalin/GponHHOBa KUCEIHHA CAMOCTOATENIHO, H JIEKYBaHM B KOMOHHALUA C OCKATUILUIaTHH U
S-(piryopopauniy/ponunosa kucenuHa (FOLFOX4, N=57).

JlpeTe paHZOMM3HpaHW KIMHMMHM Tpoy4BaHHi, EFC2962 or nwpeu pea u EFC4584 npu
OpeABapUTEIHO JEKYBaHH MALMEHTH, NMOKa3BaT 3HAYHTEHO MO-BHCOKA CTENEH Ha OTTOBOP H
yawskeHo Bpeme Ge3 nporpecus (prolonged progression free survival — PFS)/ BpeMe 1o mporpecus
(TTP), B cpaBHEHHE C NALIMEHTH JICKYBaHH CaMOCTOSTEHO ¢ S-pyopopaliwt/onrHOBa KHCETHHA.

[lo speme na EFC4584 mnpoyusane npu pedpakTepHH,NpeaBAPHTEIHO JIEKYBAHH TNALHEHTH,
pasnukara B ofmara cpeana npexueseMmocT (GS) He e CTATHCTHYECKM 3aHAUMMa MEXKAY
OKcaTUnaTH koMOuHauma u 5-FU/donnHoBa KHcennHa.

Crenen Ha otroeop npu FOLFOX4 cnpsamo LV5SFU2

Crenen Ha oTrOBOpP, %

(95% CI) LV5FU2 FOLFOX4 OxkcaannaaTen
HE3aBHCHUMO paauobuonoruuHo wuzciaenpane ITT CaMOCTOHTEIHO
AHANIU3 |

IInpBH pex 22 49

EFC2962 (16 27) (42-46) NA
(pocneasBaHe Ha OTTOBOP HA BCEKH § CeaMHLM) - P value = 0.0001

IpenBapHTE/IHO JIEKYBAHH NAIHCHTH

EFC 4584 | 0.7 11.1 1.1
(pedpaKTEpHH KBM (0.0-2.7) (7.6-15.5) (0.2-3.6)
CPT-11 + 5-FU/¢donnHoBa KucenyHa

(mpocneaspaHe HA OTrOBOP HA BCEKH 6 CEAMHLIN) P value < 0.0001

IIpeaBapuTe/iHO JIEKYBARH NANHEHTH |

EFC 2964 NA 23 NA
(pe¢ppaxTepuH keM 5-FU/donnHoBa KHCETHHA) (13-36)

(mpocnensBaHe Ha OTTOBOP Ha Beeku 12 cenqmuim)

NA - He e IPWIOKHUMO

Cpenen nepnoa 6e3 nporpecus (PFS)/ Cpeano Bpeme o nporpecas (TTP)
FOLFOX4 cnpamo LV5-FU2

Cpeano PFS/TTP, mecenn |

(95% CI) LV5SFU2 FOLFOXA4 OxcananaaTHn

HE3aBHCHMO panuoOHOIOTHYHO CaAMOCTOATEIHO

nwicneasane ITT ananus

Tepanus oT IBLPBH pen 6.0 8.2

EFC2962 (PFS) (5.5-6.5) (7.2-8.8) NA
Log-rank P value = 0.0003

Ilpeapapureano J€KYBaHH

NauHEeHTH 2.6 5.3

EFC 4584 (TTP) (1.8-2.9) (4.7-6.1)

(pedpaxrepun kum CPT-11+ |

5-FU/dpomunoBa kucenvHa) Log- rank P value < 0.0001

IIpenBapurenno JIeKYBaHH

NAINEHTH NA 5.1

EFC 2964 (pedpakrepHn KpM - (3.1-5.7)

3-FU/¢onuHoBa KHceIHHa)

NA — He € IPUITOKUMO




Cpeann croiinocTH Ha obmara npexaBsemMoct (GS) npu FOLFOX4 cupamo LVSFU2

IlpexxnBaieMocT 03 CHMOTOMH
Ha 3a0onaBane (GS), n I VSFTD FOLFOX4 OxcaaunjaTnn
(95% CI) CAMOCTOATEIHO
ITT ananus
IbupBH pen 14.7 16.2 .
EFC2962 (13.0-18.2) (14.7-18.2) NA
Log —rank P value = (.12 |
IlpeaBapureno JIEKYBAHH |
NAINHEHTH | 8.8 | 9.9 8.1
EFC 4584* (7.3-9.3) (9.1-10.5) (7.2-8.7)
(pedpakrepun kM CPT-11
+5-FU/¢ponuHoBa xucenuHa) P value = 0.09
IIpeaBapuTesIHO JIEKYBaHH |
NANHEHTH NA 10.8 NA
EFC 4584 (9.3 -12.3)
(pedpaxkrepuu kM S-FU/LV

NA — He e NpHII0KUMO

[Ipu npeapaputenHo nekyepanure nauueHTd (EFC4584), sHauuTenHo noaodpeHre Ha CUMIITOMHTE,
CBBp3aHH CBbC 3a00ngBaHeTO, € HAOmMOJAaBaHO B MO-TONAMA CTENEeH NpPH MALMEHTH JICKYBaHH C
OKCANMILIATHH/ S-bayopopaipul/GONMHOBA KHCEIHHA B CPaBHEHHE ¢ TE3H, JIEKYBaHH C 5-
dayopopaunn/donuHoBa KHcenmuHa caMocToaTenHo (27.7 % cnpamo 14.6 %, p=0.0033).

JIMIcRa CTATUCTHYECKH AOCTOBEPHA pa3jidKa B IBETE IPYIH HA MPEABAPHTESIHO HENEeKYBaHUTE
nanueHTH (EFC2962) no oTHOIIeHHe Ha HAKOH OT MOKa3aTeIHuTe 3a KaYyeCTBO Ha JKHBOT.
ITokasarenure 3a KayecTBO HAa J>XKHBOT OOMKHOBEHO ca IMO-ZI0OpH B KOHTPOJIHATA TIPyma o
OTHOLICHKE Ha ob1uaA craTyc U O0NKaTa U NO-JIOUIY B IPyNaTa ¢ OKCaJUIUIaTUH MO OTHOUICHHE Ha

raficHe U NMOBPHILAHE.

[Ipn anropaHTHO JieyeHUE, cpaBHUTENHO npoyyeaHe ¢aza III MOSAIC, EFC3313, 2246 nauueHTH
ca paHaoMmzupaHu (899 ¢aza II/Duke B2 u 1347 ¢aza I1I/Duke C) cnen meaHO OTCTpaHABaHE HA
ITbpBOHAYaJIHUA TyMOp Ha aeOenoro uepso, Mexay 5-FU/(ponuHoBa KuceNMHA CaMOCTOATEHO
(LV5FUZ2, N*1123 (dasa B2/C = 448/675) u komOuHUpaHeTO Ha okcanmumuiatuH ¢ S-FU/ponunora
kucenusa (FOLFOX4, N 1123 (daza B2/C=451/672).

EFC 3313: IlpexxnsaeMoct 70 3 roaunn (ITT ananun3)* pa obmara nonynaunus

JlexyBaHO paMo LV3FU2 FOLFOX4

[Iponenr  3abonmsBane @ — |

MPEeXKUBAEMOCT 10 3 TOAWUHM 73.3 | 78.7

(95 CI) (70.6 — 75.9) (76.2 — 81.1)
CroTHolIeHne Ha pHCK (95% 0.76

CI) (0.64 - 0.89)

Hatpynsane Ha log rank test | P=0.0008

*CpenHo npocsensraHe okoyo 44.2 Mecetla (BCUMKM IIALMEHTH Ce MpociieAsBar Hali-Manko 3
| TOJMHH).

b

-----
.

3a00/IABaHE, MPEXKHUBASMOCT OO0 3 TOAHWHU TIPH JIEUEHHE C OKCAJIMIUIATHH B KOM
FU/bomHoBa kucenmuna (FOLFOX4} cnpsmo 5-FU/ ¢onuHOBa KHCeNIUHA
(LVSFU2).
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EFC 3313: Cpeana mpexXHBAEMOCT 0 3 FOHHH (ITT AHAJIM3)* KaTo PYHKIHSA OT (pa3aTa HA
3200JI9BAHETO. |

(Daza Ha bonectTa (Daza Il | Daza 111

(Duke B2) (Duke C)
JlexyBaHo paMo LV5FU2 FOLFOX 4 LV5FU?2 FOLFOX4
[IpoueHT 3abonsBaHe
—MPEeXUBIEMOCT A0 3 84.3 87.4 65.8 72.8
rogusu (95 % CI) (80.9 - 87.7) (84.3 -90.5) (62.2 -69.5) (69.4 —76.2)
CBHOTHOUICHHE Ha 0.79 0.75

| pHck (95% CI) (0.57—-1.09) | (0.62 — 0.90)
Harpynsane Ha log P=0.151 P=0.002
rank test
*CpenHo mpocneasBaHe okoyio 44.2 Mecella (BCHYKH MAUMEHTH C€ MPOCieasBaT HaH-Maiko 3
TOJHUHH).

O6ma npexussemoct (ITT ananns):
[Ipn HampaBeHHs aHaMM3 Ha MPEXUBAEMOCTTa 03 CHMITOMH Ha sabonaBane 3a 3 rOIViHH,

IMBPBUYHUTE INoKa3atenu Ha npoydsaHeTo MOSAIC, 85.1% ot nanpenTite ca OCTaHAIM XUBU NIPH
FOLFOX4 cnpamo 83.3 % B LV5FU2. Toga ce orpa3isa Ha 0OIOTO HaMalleHHE Ha CMBPTHOCTTA
okono 10% B monza Ha FOLFOX4, Ge3 na ¢ CTaTHCTHYeCKO 3HAYMMO (CHOTHOLICHHE Ha pUCKa
=0.90).

CroiiHocTuTe ca 92.2% crnpsamo 92.4% B noarpyna craguii Il (Dukes B2) (¢rOHTOLIEHHE Ha pUCKa
= 1.01) u 80.4 % cnpamo 78.1% B noarpyna craamit III (Dukes craguuit C) (CBOHTOLICHHE Ha
pucka = 0.87), ceotBetHO 3a FOLFOX4 n LV5FU2.

EnokcarvH Kato MOHOTepamnus ¢ OW OLEHABAaH NHpH NMEAMaTpUYHA NOIMYJIalKsid B 2 Npoy4YBaHUS
daza I (69 maupentn) W 2 @®asza Il npoyusanus (90 naumenTn). OOmpa Opoil Ha JieKyBaHH
negHaTpUYHM nanueHTd € 159 (Ha BB3pact or 7 Mecewa a0 22 roguHH) CbC COJMTHAHM TyMOpH € 159.
EdekrrBHocTTa Ha ENOKCATHH MpHIarad kaTo MOHOTEpanus NpH NeARaTPHYHH NTALMECHTH He € O
ycTaHoBeHa. [Topanu nurnicara Ha OTTOBOp JBETe ®asa Il npoy4sanus ca GWIH CIIPEHH.

5.2. PapMaKOKHHETHYHH CBOHCTBA |

(DapMaKOKHHETHYHHUTE [apaMETPH Ha OTACITHUTE aKTUBHH METa0O0IHTH HE Ca OTIPEIeIIAHH.
DapMaKOKHHETMYHHTE MapaMeTpH Ha YITpaQWITPHpAHATA IUIATHHA, MPEACTABMIABALLA CMEC OT
HEGB'LpBﬂHaTﬂ AKTHBHA M HEAKTHBHA IUIATHHA, CJIE/l ABY4acoBa HH(Y3UA Ha OKCATMIUIATHHA B 1032
130 mg/m’ Ha Bceku Tpu ceamuuM 3a 1 a0 5 [MKbJ1a U OKCATAIIATHH 85 mg/m2 Ha BCEKM IBE

ceaMULIM 3a 1 10 3 MUKEIA ¢a CIeIHHTE:

O6o0menn GapMAKOKHHETHYHH NAPAMETPH HA IUIATHHA B yATpadHITPHPAHA NIA3MA, CII€X
MHOTOKPATHA /032 OKCANMHNIATHH 85 mg/m2 na Beek# ABe ceAMHNH HJH A032a oT 130 mg/m2
Ha BCEKH TPH CeAMHIH

Cpennn AUC -48, C max cToiiHocTH ca OHan M39HCICHH 3a LIHKBI 3 (85 mg/m2

mg/m2)

Cpenan AUC, V ss CL CL ro4s cToitHOCTH ca OHIH M34HCIICHH 3a LHKB |

Hosa Cmax AUC 0-48 AUC T1/2« | T1728 | T1/2y | Vss CL
(ug/ml) | (ygh/mL) | (pngN/mL) (h) (h) (h) [ @) [@TM)

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 (.35 5.74 406 199 6.35
B A AL all — AR .

130 mg/m2

Cpeano 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 &1




C end; C max; AUC; AUC 0-48; Vss U CL crofiHoCTH c¢a W34HC/IAeHH 0e3 H3NO3BaHe Ha

KOMIAPTMEHTEH aHAJIN3
t2a;;t%B; tY2 y ca n3uncneny ypes xoMnapTMeHTeH aHamH3 (UKD 1-3 koMOUHUpaH).

B kpasg Ha nsy4yacoBara MH(QYy3usA, 15% OT BeBeZEHATa 1032 Ha IUIATHHA C€ OTYHTA B CHCTEMHOTO
KpbBOOOpallleHre, ocTaHanuTe 85% OBP30 ce pasnpeAesaT B THKAHHTE WIH C€ EKCKPETHpaT ¢
ypuHata. HeoOpaTUMOTO CBBp3BaHe C YEPBEHUTC¢ KPHBHH KJICTKH H IUIa3MaTa OKAa3Ba BIHAHUE
BBPXY C/IMMHHALMOHHMA MOMYXKHBOT OT TE3H CPEelH, KOUTO ca GIM3KH 0 eCTECTBEHOTO BpeMe 3a
pereHepalus Ha YepBeHUTE KPHBHM KIECTKH U cepyMHHA anOymuH. He e HaOmonapaHo 3HAUMMO
akKyMyJiupaHe Ha IUlaTHHa B yJTpadwiTpMpaHa rUiasMa cief Ao3a oT 85mg/m2 Ha BCeKM [Be
ceMUIH WM 130 mg/m’ Ha BCeKH TPH CEIMMIIM M PABHOBECHE B Ta3H CPE/a CO MOCTUIA 110 BPEME
Ha ITbPBUA UHMKEJI. MHTEp- U HHTpa- MHAUBUYaJlHaTa BapHaOWIHOCT OOMKHOBEHO € HHCKA.

buorpacopManmsiTa in vifro ce pasrieKaa KaTo pe3yaTaT OT HEEH3HMHO pasrpaxAaaHe H TO HE €
J0KA3aTeJICTBO 3a MexXauHeH Metabonn3eM Ha upToxpoM P 450 ot
auaMuHoLuknoxekcaHoBua (DACH ) npecteH.

(JxcanuiuiaTiHa npeThprgBa UHTEH3MBHA OMOTpaHcPoOpMayd B OpraHM3Ma H He Ce OTKPHUBa KAaTO
HEMPOMEHEHO JICKAPCTBO B IUIa3MEHMA yaTpadMnTpaT B Kpad Ha ABy4acoBata HHGYy3us. Hakonko
HUTOTOKCHYHYM MeTa0OoIUTa, BKMIOYUTENIHO MOHOXJIOp-, Amxiop- H JuakBo-DACH mnatuHoBH
NPOAYKTH ¢a WACHTH(HULIMPAHN B CUCTEMHATa LIUPKYJallUA B MO-KBCHH €TAlH, €JHOBPEMEHHO C
peaMLIa HEAKTHBHH KOHIOIMaTH.

ITnaTuHaTa ce eKCKpeTupa NpeAUMHO ¢ YpHHATa, ¢ KIHPBHC NMPEeAUMHO Npe3 IbpBUTe 48 4aca cnex
APHJIOKEHHETO MY

Ha netus nen npubnusurenno 54% ot obmara no3a e Onia HabnaaBaHa B YPHHATA M [TO-MAJIKO
ot 3% BbB dexanumre.

buno € 0TYETEHO 3HAYMTENHO HOHIKEeHUE HA KMpbHCa oT 17.6+ 2.18 L/h go 9.9511.91 L/h npu
OBOpevHa HEAOCTATHYHOCT 3a€OHO CBC CTATHCTHYECKH 3HAYMMO IIOHIKEHHEe B obeMa Ha

pasnpeneneaue ot 330x40.9 no 2411+36.11. Ed)em'r Ha Te)KKkaTa 0b0pevyHa HEJOCTATHEYHOCT BBPXY
KIMPBHCA Ha [UIaTHHATA HE € OuN Npoy4BaH.

5.3.IpenkIHHAYHE JAHHH 33 0e30MacHOCT

AnenmvduimpanuTe TApreTHH OPraH¥ B NPECAKIHHAYHO NMPOYYBAHWTE BHAOBE (MHILIKH, ILUTBXOBE,
Ky4yeTa W/ WIM MAaWMyHHM) B NPOYYBAaHUS ¢ €UHMMHA W MHOTIOKPATHA - [103a ca KOCTEH MO3BK,
XpaHOCMWJIATENTHA cHcTeMa, ObOpelm, TecTUCH, HepBHa CUCTEMA, M ChbpHe. TOKCHYHOCTTA IIO
OTHOLUIEHHE Ha TapreTHUTE OpraHu NP >KUBOTHU € CXOJHA ¢ Ta3H, NMPEeAW3BHKaHA OT APYTHUTE
CBIABPKALM NnaTHHa Jiekaperea ¥ JIHK-yBpexaainure, UMTOTOKCHMHM MEIMKAMEHTH MOJI3BAaHH B
JeYeHHeTo Ha 3JiokadecTBeHM 3abongBadusa npu xopa. MzkimodeHwe npaBsat edekTure BHPXY
chpuero. Te ce HabmoAaBaT caMo TIPH Ky4eTa M BKIKOUBAT €NeKTPOPHUIHOJOrHYHH HAPYUICHHS C
JIETAJIHO KaMepHO MBXIeHe. KapAWOTOKCHYHOCTTa ce NMpHUeMa KaTo clield(pHynRa 3a Ky4eTra, Thil
Kato ce HabirogaBa caMO NpH TAX, ¥ ThH KAaTO WACHTHYHU NO3M HA TE€3HW, KOUTO NPEAH3BHKBAT

NeTalHa KapAHOTOKCHYHOCT IpH KydeTa (150 mg/m?) ce monacst nobpe OT. XOpa.
[ IpeaxnMHUYHATE NMPOYYBaHHS, U3BBPHICHH BLPXY CETHBHHTE HEBPOHM HA IUIBXOBE NPEANOJIArar,

HC OCTPHUTC HCBPOCCH3O0PHH CHMIITOMH, [IDHYHHCHH OT DKCHJIHHJI&THH& MOI'aT Od4d G'LH'bT CBBP3aHH
C B3aMMOZEHCTBYE C BOJTaK-3aBUCHMHTE NB-K&H&HH

BBIIPEKH Y€ U3NMUTBAHMUA 32 KAHLICPOreHHOCT He ¢a OUIIU U3BBPIICHH,




6. DAPMATIEBTHYHH TAHHHA |

6.1.CnrebK HA NIOMOLIHATE BEMIECTBA
3a ¢naxoH ot 50 mg;
JTaxToza MmoHoxmuapar 450 mg

3a ¢maxoH ot 100 mg:
Jlakto3a MoHoxuapat 900 mg

6. 2. PH3HKO-XHMHIHHA HECHLBMECTHMOCTH

- HUKOT'A na Hece W3mon3Ba B KOMOMHALMA ¢ aTKaIHM JIEKapcTBa WIM pa3TBOpH (M 1O-
CHELHaTHO Pa3TBOP Ha S-QIyopoypalldi, AanKaiHd pPa3TBOPH,TPOMETAMONl H  ChAbPKallw
$ONMHOBA KUCETHHA JIEKAPCTBEHH TMPOAYKTH, B UHHTO CHCTAB MMa TPOMETaMOI KaTo MOMOLIHO
BEILIECTBO).

- HUIKOTI'A jga He ce pa3TBaps WIH pa3spekia ¢ ¢ pa3TBOPH Ha XJIOPHIM.

- HUKOT A na He ce cMecBa ¢ ApYTH JICKAPCTBEHH NPOAYKTH B €IHA ChITa WH)Y3HOHHA
TTMHHAA (BHX T.6.6 I/IHCprKuHH npu ynorpeda U No-crneUHalHo NpU eJHOBPEMEHHATa yroTpeda ¢
(OIHHOBA KMCENHHA)

OxcaJMILIaTHHA MOXKE Ja C€ pa3pyILH IpH KOHTAKT ¢ amymuHui. [Ipucnecobnaenus oT anyMMHHH
He TpAOBa Ja ce M3MON3BaT MIPH BBBEKAAHETO HA OKCAJIMILIATHHA.

6.3. Cpok HA rogHOCT
3a nexapCTBEHHA MPOAYKT B OPUTHHAIHA ONIAKOBKA: 3 TOAMHH

3a npUIroTBEHHA Pa3TBOP B OPUTrHHAIHMA (PIIAKOH:

Ot MHKPOGHOJIOrHYHA M XMMHYHA TJICAHA TOYKA TaKa MOMYy4YEeHHAT pasTBop TpsAdBa ja ce paspeau
HETIOCPEACTBEHO NMPEIH NMPHIIOKCHHUE.
3a HH(PY3HOHHUSA pa3TBOp:

duzuKo-XxMMHUYHA CTAaOHIHOCT Ha pa3TBoOpa € NoKa3aHa 3a 24 vyaca IIpH TeMreparypa Mexay 2°C u
8°C. |

OT MUKpPOGHONIOrHYHA TJIEAHA TOYKA pa3TBOPBT 32 HH(Yy3us TpsOBa la ce NMPUIOKH BeJHara.

AKO He ce NPWIOKM He3abaBHO, BPEMETO H YCIOBMATA HA ChXpaHeHHe 10 ymoTtpedara ca
OTTOBOPHOCT Ha NpHJIaramiys JeKapcTBeHUs NPoAyKT. ChbXpaHABaHETO Ha pa3TBOpa He TpsabBa Ja
€ 3a Mo-AsIro ot 24 daca npu reMmneparypa 2 10 8°C, OCBEH B ClTyUaHTe KOraTo pa3TBapAHETO U
pazpexJIaHeTo cTaBaT B KOHTPOJIUPAHH H BAIHAHPAHH aCCIITUIHU YCIIOBHAL.

6.4.CnenuajiHH YCIOBHA HA ChbXPaHECHHE!
JlexapcTBEeHHA TIPOAYKT B OpMIHHAJIHA OIIAKOBKa:

Jla ce cvxpaHsBa npu Temreparypa noa 30°C.

IIpUroTBEH pa3TBOP Ha JIEKAPCTBEHHS MPOAYKT B OPHIHHAHUA (PIIAKOH:
Pa3pexaa ce HEMOCPEACTBEHO NPEAH IIPHIIOIKECHHE.

PasTBop 3a HHpY3HUA:
chXpaHaBa ce npu TeMnepartypa ot 2°C no 8°C re no-awaro ot 24 vaca.

Ipenu ynoTpeba ce mposepssa BusyanHo. [Ipunarat ce camo 6MCTpH pa3TBopH Oe3 yTalika.

JlekapCTBEHHUAT MPOAYKT € 32 €IHOKpaTHa ynoTpeba. Hensnon3paHusT pa3sTBOpP C€ U3XBbPIA.

6.5. lanKH 32 ONAKOBKATA: /’j/q&:* oY #N\
®nakoH ot 36 ml (CTBKIIO) ChC 3amyInanka oT xyopOyTHi, chabpaKawy 50 mg OKCAIH ol p RPN
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6.6.IlpenopbkA NpH ynorpeba / NpHIIOKEHHE:

U3rotesaHeTo Ha MHXKEKIIMOHHUTE Pa3TBOPH Ha LIMTOTOKCHYHUTE areHTH TpA0Ba 1a ce U3BBPIIBA OT
OATOTBEH, CIELMAIM3UPAH MEepPCOHANl ¢ MO3HAHMA 3a yIoTpedara Ha JeKapcTBaTa, [IpH YCIOBHS,
rapaHTHpallld 3allMTa Ha OKOJIHaTa cpeaa W ocoOeHO 3alluTa Ha HNepcoHaua, paborein ¢ Te3H
NIEKAPCTBEHH TIPOAYKTH, CIIOper NMOMMTUKATA HA 3JpPaBHOTO 3aBeleHMe. HamoxurenHo € 3a Te3H
LIEJTH [1a € OCHI'YPEeHO CIelHATHO moMelneHre. B Hero e 3abpaHeHo aa ce myiuy, e v 1nue.

Kakro mpu BCHUYKH MOTEHIHMATHO TOKCHYMHH pa3TBOPH, Pa3TBOPBT HA OKCAIMIVIATHH TpadBa aa ce
NPHroTBA MHOT'O BHUMATETHO.

[Ipenopwku npu yrrorpeda |

Ynotpebara Ha TO3M LUTOTOKCHYEH MPOAYKT OT MEAHUIMHCKHTE CECTPH WM APYTr MEIULMHCKH
NEePCOHAT H3UCKBA 0cO0EeHO BHUMAaHHE FapaHTUPAILO 3aLMTaTa Ha NOI3BALLUA MY 3a00MKaIgIIMTe
ro.

H3roTBsaHeTo HA MHXKEKIMOHHHTE Pa3TBOPH Ha LIMTOTOKCHYHHMTE areHTH TpAOBa Ja ce U3BbpIIBA OT
OATOTBEH, CIEHHAITM3HPaH MEPCOHAN ¢ MO3HAHHA 33 ynorpedara Ha JeKapcTBaTa, IIpH YCIIOBHS,
rapaHTypallid 3alldTa Ha OKOJHaTa cpeja M oco0eHo 3aluTa Ha nepcoHana, paborel ¢ Te3n
JIEKapCTBEHH MPpOoayKTH, HanoxureaHo € 3a Te3H Led Ja € OCUTYPEHO CNeLHAIHO MoMelleHne. B
HEro € 3abpaHeHo Ja ce MylLuy, A/1e H IHE.

ITepcoHansT TPAORA A € NOACUTYPEH ¢ HEOOXOAMMUTE MATEPUANH, CIICLIMATTHO NPECTIIKH C OBJITH
PBHKABH, 3aIMMTHH MACKM, LIAMKH, OYMJIA, CTEPHAHK PHKAaBHUM 3a €AHOKpATHA yHOTpeba, 3alMTHH
NOKpHBaJIa 33 paGOTHOTO MACTO, KOHTEHHEPH M TOPOH 32 OTHaABLMUTE.

ExckpeTH U NOBBpHATH MATEPHH C€ OTCTPaHABaT ¢ BHHMaHHE.

BpemenHu xeHu TpAOBa Ja n3O4areat 00paBeHETO ¢ HUTOTOKCHYHM areHTH.

Bceekn cuyneH koHtTeiHep TpsaOBa aa OnAe TpeTHpaH ChC CBHUIOTO BHHMAaHHE H OLICHABAH KaTo
KOHTAMHHHUPAH OTIIAIBK.

KOHTAMHHMpPaHHAT OTNAbK CE ChXPAHABA B MOAXOMALIO O3HAYEH TBBPA KOHTelHep. Bk mo-noiy
“ OrcTpaHsaBaHe” | |

IIpyd KOHTAaKT Ha KOHLICHTPaTa Ha OKCAJIMIUVIATMHA, Ha ITbPBOHAYAIHO NPHIOTBEHHMA PasTBOP WIH
KpaifHHia HH)Y3HOHEH PasTBOP ¢ KOXaTa, He3abaBHO MACTOTO ¢e M3MHBa 0DWIHO ¢ Boja. 1o chims
Ha4HMH C€ [MOCTHIBA IIPH KOHTAKT ¢ JIMTABHLIUTE.

Te3sn MepkH TpsiOBa [a ¢e chma3BaT B CBOTBETCTBME ¢ MECTHHMTE pasmopenbu 3a pabora ¢
HUTOTOKCHYHH TIPOJTYKTH.

CrieLMaJTHi IPENOPBKH 3a IIPUIOKEHHE

-HHUKOT A z1a He ce NMo3BaT HHKEKIHOHHH MaTEPHAIH, ChIbPXKAaIly aTyMHHHIA.
-HUKOI'A na Bece mpuiiara Hepa3penecH.

-HUKOI'A na He ce pa3TBaps WM pa3spexxa ¢ GU3HOIOTHYEH Pa3TBOP.
-HUKOI'A za He ce cMecBa ¢ APYrd JIEKAPCTBEHH NMPOAYKTH WIK Ja Ce MpHiara ¢NHOBPEMEHHO

npe3 eAHa W chlla HHPY3HOHHA CUCTEMA (CreLHaNHO ¢ 3-PY, pa3TBOPH Ha OCHOBA, TPOMETAMON H
$OMHHOBH MpenapaTH, ChbABPHKALIKA TPOMETAMOI KaTO MOMOIIHO BEIIECTBO). OKCATHUIUIATHH MOXe

na ce MpHiara €IHOBPeMEHHO ¢ (PONTMHOBA KHUCENIMHA, KaTo MpeAH MACTOTO Ha MHXKCKTHpaHe ce
noctaed Y KOHEKTOp, Taka 4e JBaTa JIEKApCTBEHH MPOAYKTa Aa HE C& cMecBaT B €Ha HH(Y3HOHHA
JIHHUAL. |

donMHOBATA KHMCEHHA C€ pa3TBaps C W3OTOHUYHM Pa3TBOPH 3a MH(QY3MA KaTo 5% IIIOKO03a, HO
HUKOT' A ¢ $U3HOJIONTHYEH pa3TBOP KM AJIKaJIHH Pa3TBOPH.

- TA CE npomHe cucTeMaTa npey IPpHIaraHeTo Ha OKCATHILIaTHH.

- JIA CE u3non3ssat caMo IIpenopbuBaHUTE PA3TBOPUTEIH (BIK ITO-TIONLY) TR e

- IIpu ycTaHOBsABaHe Ha yTaMka B pa3TBOpa, MOCIEAHUAT He ce Mpuiara U ce yH %@Bﬁé Nty “‘l\
BCHYKH IIPABH/IA 32 BPEAHHUTE OTHAIBLM (BHX NO-A0ITY) %

[IpuroTesHe Ha pa3TBOpa



- ITpoaykTHTe, KOUTO MOFaT Aa CE€ HM3MOM3BAT 34 MPHIOTBAHE HA Pa3TBOpA Ca BOJA 3a MHKCKLIVH
WK 5% pa3TBOp Ha IMIOKO3a.

- Enokcatu 50 mg: n06aBs ce 10 ml oT pa3TBOpHTENA OO AOCTHIaHE HAa KOHUEHTpawus oT 5 mg/ml
OKCAJIMIUIATHH.

- Enokcatvn 100 mg: noGaea ce 20 ml oT pasTBOpUTENd A0 JOCTHIraHE Ha KOHLEHTpaLHA OT J
mg/ml okcalHIUIaTHHA.,

OT MHKPOOHOIOrMYHA IJIEAHA TOYKA MONY4YEHHAT pa3TBOp TpAOBa Aa ce paspelld HEMOCPEeaCTBEHO
npeau ynorpeda ¢ 5% pa3TBop Ha I1KOKO3a.

[Ipeau ynotpea ce npoBepsaBa BuzyanHo. [IpuiaraT ce camo GHCTpH pasTeopu Oe3 yraiika.

PasTBOpBT Ce Mpuiara €JHOKPaTHO, HENOCPEICTREHO Clie] MPHrOTBAHETO MY. HeusrmonsBaHMAT
pa3TBOP C€ U3XBBPIIA.

Paspexpane npeau uHQpy3us:
PasTBopeHHAT NMpOOyKT BbB (uIakoH ce paspexxkna ¢ 250 no 500 mi 5% pasTBop Ha IIHOKO3a O
AOCTHraHe Ha KOHLeHTpallid He mno-Hucka oT 0.2 mg/ml U ce BBBexAa uUpe3 HMHTPABEHO3HA

HHPY3HA.

duznko- XMMHUUHa cTabuaHoCT € G1a foKasaHa 3a 24 yaca npu TeMmneparypa Mexkay 2°C u 8°C.
OT MHEKPOOGHOJOrMYHA M XHMHYHA [IeIHA TOYKA TO3M Pa3TBOP 3a HH(GY3uA TpAOBa 1a Ce MPHIOXKH
He3abaBHO.

AKO He ce M3MON3Ba BedHAara, BPEMETO M YC/IOBHATA HAa ChXPaHEHHEe MNpeau ynorpeda ca
OTTOBOPHOCT Ha Npuyaralliua npoaykra. ChXpaHsABaHETO Ha Pa3TBOpA He TpAGBa 1a npesuinasa 24
yaca npd TeMmmneparypa Mexay 2°C u 8°C, OCBeH ako pa3peKIaHETO HE C€ HM3BbplUBA INpH
KOHTPOJHPAaHH H BAJIMAWPAHHA aCCIITHYHH YCIOBHA.

OueneTe BU3YaNHO pa3Teopa mpenu ynotpeba. [Ipunarar ce camo GucTpH pastBopH, Oe3 AaHHU 3a
yYTasgBaHE. .

Pa3sTBOpBT ce mpuiara eJHOKpaTHO, HEMOCPEACTBEHO CjieJ, MPHUIroTBAHETO My. HeusnonspaHUAT

pa3TBOP C€ U3XBBPILA.
HUKOI'A 1a He ce u3r1oi3Ba (PH3MOJIOTUYEH pa3TBOP 3a pa3TBapsHe WIH paspexaaHe.

Hudy3us:

BbBeKAaHeTO HA OKCAJIMIUIATHHA HE W3UCKBA NIpeABapUTeIHa XHApaTay.

OkcamumuiaTiH ce paspexza ¢ 250 mo 500 ml 5% pasTBOop Ha IJIOKO3a 332 JAOCTUraHe Ha
KOHLeHTpanusa He no-Hucka oT 0.2 mg/ml, u ce BbBeXKIa B nepudepHa BEHA WM lIEHTPAJicH
BeHO3EH NBT B NpoABDKEHHE Ha 2 A0 6 uaca. Koraro okcanumiaTHHa ce [pwWiara ¢ 5-

dnyopoypaumn, rH}Y3UATA ¢ OKCATHIVIATHHA TPAOBA Ja NpeaXoXaa Tasu Ha 5-(pIyopoypaLii.

OrcrpaHaBaHe Ha OTIIAADBLIITE:
OcTaTh4HH KOIMYECTBA OT JICKAPCTBEHHA MPOIYKT, KaKTO U BCHYKH MaTepHaJld, KOUTO ca OWIH

W3MOJ3BAHU TIPM TNPHTOTBAHETO, Pa3spPeXTAHETO M BBBEXKAAHETO TpAGBa Ja C€ YHHMILOXKABAT
MOCPEACTBOM CTAHJAPTHHTE OOJHHYHHM MPOLEAYPH 3a LHUTOTKCHYHH areHTH, B CBOTBETCTBHE C

HapeabuTe 3a OTCTPaHABAHE HA BpEIHH OTIAABLIM.

7. IPUTEXATEJ HA PASPEHITMTEJIHOTO 3A YIIOTPEBA
Canodu-Apentuc bearapus EOO/]

oya. An. CramOnonuiickn”™ 103

Codma 1303

brarapus

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




9. JATA HA IIBPBO PA3PEIHIABAHE/TIOAHOBSJBAHE HA PA3ZPEHIEHHUETO 3A

YIIOTPEBA
Eloxatin 50 mg — 30.08.1999 ; Eloxatin 100 mg — 30.08.1999

10. JATA HA IIOCJIEHA PEJAKIIAS HA TEKCTA
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