KPATKA XAPAKTEPUCTHUKA HA IIPOJIYKTA

1. HAMUMEHOBAHHME HA JEKAPCTBEHHA INPOJVKT

ELOXATIN

EJIOKCATHH

2. KAUECTBEH ¥ KOJIMUECTBEH ChCTAB W3MLAHWTENHA ATEHIMA NO NEKAPCTBATA |
Boekd (rakoH ChABPIKA: Kparmra xapaxmepucmuxa 1a npodysma - Ipunoenue 1
Oxaliplatin 50 mg o py.. MLEO DGk L. 0%
3a 1 ml oT mpuroTeenns pasteop — 5 mg/ml 2z /V / .
" NP SR A -2 60
Oxaliplatin 100 mg OdaGpeno: £ [

3a 1 ml oT npuroTBenns pasTeop — 5 mg/ml
33 TOMOIIHKUTE BemlecTa Bk T.6.1

3. JEKAPCTBEHA ®OPMA
ITpax 3a uH(Y3HOHEH PasTBOP
Ban wnm moutw 051 THOGUIH3NPAH Ipax

4. KJIMHAYHN JAHHIA

4.1. TepalneBTAYHH NOKA3AHHS

OxcanumraTH B koMbunanns ¢ 5-duayopypauun (5-FU) 1 domunosa XuCenuHa (FA) ce
H3MON3BA pH:

- aTIOBAHTHO JIEUEHHE HA KapHIUHOM Ha 1ebenoTo Jepeo, craguit III (Duke crazwit C),
CIiel [WHIHO OTCTPAaHsABaHe Ha IBPBUYHAL TYMOD,

- JleUeHHe Ha METACTATHICH KOMOPEKTANCH KapUHHOM.

4.2, JIo3supOBKa ¥ HAYMH HA IPUIIOKCHUE
Hosuposxa

CAMO 3A BE3PACTHHU

TlpenopbYHTENHATA [033 HA OKCANMILIATHH YU AHFOBAHTHO JICUCHHS © 85 mg/m2
HHTPABEHO3HO Ha BCEKH JBE CEIMMIM 3a 12 mukbna (6 Mecena).

HPGHOP'I:"IHTGJIHaTa mo3a Ha OXKCIMIINATHH HpH JeUcHHE Ha METacTaTH4YEeH

2
KOJIOPEKTANEH KapIHHOM € 85 mg/m” HHTPaBEHO3HO HA BCCKH JBE CEIMUI.

TlosmpoBKaTta TpsaGBa a GbAe OMPENCeHa B 3aBUCHMOCT OT NOHOCUMOCTTA.
(Bmx 4.4, “TIpenynpexkneHus 0 CIREIUATHNA NPEANAasHI MEPI P yroTpeba”).

OxcaavmaTyH *padBa ga ce BbBEKIa BHHATH IMpenn (ayoponupUMEIMHATE.
OkcaJIMIIATHHE Ce BHBEXIA B NPOABIUKEHHE Ha 2 10 6 Yaca B HHTPABCHO3HA Huhy3ad ¢

250 o 500 ml 5% pa3TBOp Ha AEKCTpo3a, Taka ¥e Ja C6 NOCTATHE KOHICHTPAlMA M0~
pucoka oT (,2 mg/ml.

B moBeueTo CIyUaHd, OXCAJIMINIATHH CE IIpHiara B KOMOHHALHA CbC
5-dnyopypanmi KaTo IPOABILKUTCIIHA uupysna. Ilpu cxemaTta Hi
ceqMUNH S-QIyopypalu) ¢ NpHIaral XaTo HOIYyC K NPOIBIDKUTEN



PuckoBd rpyna

- IlanuenTy ¢ Hapyniepa OLOpedna QyHKRIMS:

OxcaJIUIATHE He ¢ G HpOYUYeH MpH HauHeHTH ¢ TexKO 650pedHO YBpEeXIaHe (BrK
4.3.”TIpoTUBONOKA3AHHIA").

IIpu DaUHSHTH C YMEPEHO HapyLlIeHa 6B0peuna GyBEKIMAL ISYSHRETO 3a04Ba C
npenoprUanaTa Ao3a (pmx 4.4. “IIpenynmpexuerns 1 CIeIMalii NpeANasHil MEpPKK OpH
ynotpe6a”). He e HeoGxomuma IIPOMSHA B IO3APOBKATA NIPH HALMEHTH C JICKO H3pas3eHa
6u0peuna quChHYHKIUS,

- ITanueHTH ¢ YepHOAPOOHA HeAOCTATHIHOCT:

He ca NpoBekIAHM NIPOYYBAHHWA NPH DANMCHTH C TEXKA CTEHNCH HA YepHOIPOGHO
yepexaane. He e Habir0laBalHo OOBUINABAHE HA OCTpaTa TOKCHIHOCT Ha
OKCANMINATHHE IPK IpH HONTPyHa Ha YNANUEHTH ¢ HapylieHa yepygompobHa  (YyHKIAI.
Ilo BpeMe Ha XIMHUYHO NPOCHEAABaHe He ¢ KOPHIHpaHa N03aTa IpH HALUCHTH ©
Hapyleua yepHoapoOHa ByHKIHA.

- TlanmedTH B HANpeAHANA BL3pacT:

He e 5a60AaBaHO MOBAIIABAHE HA OCTPATA TOKCHYHOCT Ha OKCAJTUIUIATH A JIPH
A3MON3BAHETO My KATO MOHOTEpAmWs MWIK B KOMOEHaUHA ¢ S5-(QIEyopypaimr IpH
MagHeHTH Ha Bb3pacT Hal 65r. ClemoBaTeNHO HE € HEO0X0IUMO  CIEIHAIHO
aNanTApaHe Ha H03aTa IPU HANHEHTH B HAlpelHAa BB3pacT.

Haupn Aa npanoxende

OKCANHITATEH C& BBBEKIA UPE3 HHTPABEHO3HA HHGY3MS.

IIpunoXKeHAETO Ha OKCANMIVIATHHA HE H3MCKBA XHIEPXANPATAIMA.

JlexkapcTReHHA MPOMYKT €€ PasTBaps B 250 mo 500 ml 5% pas3TBOpD Ha THIOKO32 32
IOCTHraHe HA KOHIEHTpamms He mo-Hucka oT 0,2 mg/ml, u TpsdBa Ja ce BBBEKIA
vrdy3MORHO B HepHQepeH AN LEHTPAJIEH BEHO3CH BT B JIPOABDKCHAS Ha 2 oo 6 1aca.
Koraro JEKapcTBEHHAT MPOAYKT CE TNpuiara ENHOBPEMEHHO C 5-(myopoypanun,
nEdy3HsITA HA OKCANHIUIATHE TPAOBA A ¢ Npe/u Tash Ha 5-¢pnyopoypanuia.

Hp}I nonagaHe U3BBH CbIa, IPpUIaraiTo Co IpeKbCBa BeOHAra.

HHeTpyKiuua 32 yooTpeda

OxcanumiaTHH TpsaGea ha ¢€ pasTBOPM M paspely IPCHH ynotpeba. Tpabea na ce
F3MON3BAT CaMO IpPENOPbYAHHTE PASTBOPMTENH 32 pasTBapfHe U TNOCICABALIO
paspexaane Ha JHOMHIH3EPAHIS Ipax (BHK 6.6. MucTpyKIIUK 38
yroTpeba/upuioKeHue)

4.3 IIpoTHBONOKA3AHMS

OxcanHILIATHH € NPOTUBOMOKAa3ay IPH NaNUeHTH, KOUTO:

-¢a ¢ JaHAM 33 CBPBXYYBCTBHTENHOCT KBM OKCANHUIUIATEH H KbM NOMOIIHUTE
BEINECTBA,

- KEPMAT,

- IMAT CyOpecHs Ha KOCTHHS MO3BK Ipe[d 3al0UBaHE HA OhPBUA KypC, HPH 6poit Ha

geyTpodmnuTe < 2.10 9/1 # | wm TpoMbouuruTe < 100.10 9/ 1,
- yMaT MepudepHa CeH30pHA HERpoNaThs ¢ QYBKIHOHANHG YBpPEKIA
KypC Ha JIe4eHHe,

- EMAT TeXKKa GBOpeuHa HENOCTATHYHOCT (KPEATHHIHOB KIIUPBHC <

4.4. Tpexynpeknenns U cOEIUATHA NpeAnasHH MEPKH GpH yaoTpeh



OxcanumuaTud TpabBa Ja ¢ HM3MOJN3BAa CAMO B CHEIHANUBHDAHW OTACNCHHA MO
OHKONOTHS M TpaAOBa Ga Ce NpHIara NOL HaONIONCHHETO Ha ONMTCH KIIMHHUITACT-
OHKOJIOT.

3a ynorpeGa rpy GpeMeHHE XEHH BIX T.4.6.

Iopanu orpanudenata nHQOpMALHS 32 6€30MaCHOCTTA MY IPH HAUHCHTH ¢ yMEPEHO
Hapymena 6b6peuna (ysknus, On cienBaio Aa ce MprIara Clel BHEMATElIHa OICHKA
Ha CHOTHOUICHMETO IIOJ3a/pUCK 32 NANHCHTA.

B Te3u CIIyuay CTPEKTHO ce cileny GpbpeunaTa PyHKIHA | [03ATA Ce afANTHPA CHOPEN
M3%BEHATA TOKCHYHOCT.

TMandesTyuTe ¢ NAHHE 3a aJCPTEYHU PCakUud KBbM APYrH ChEOUHCHHA HA ITATHHATA,
Tpa6sa na OBAAT MOCTABEHM MO HENPEKBCHAT KJIMHUTICH KOHTPOIL. B cmydait Ha
aHaQUIAKTHYEA pEAKIHH KbM OKCAJHIUIATHH, uHdyspaTa Tpabpa BemHara a ce
IPEYCTAHOBY H Ja C¢ 3alOUHE MOAXOAAIO CHMITOMATHYHO JCHEHHE. Bn306HOBSBAHE
H2 BHBEKIAHETO Ha OKCAJMILIATHHA € JIPOTHBONOKA3aHO.

B ciyuait Ha ekCTpaBasalHO NONANAHE HA JICKAPCTBEHAA NPOAYKT, uadysuata Tpiadaa
He3aBaBHO Ja Ce YPEYCTAHOBE M Xa Ce TpenmpueMe O0UYaHHO JIOKAIHO
CHMITOMATHYHO JICYCHUE,

Heobxomum € CTPOr KOHTPON OTHOCHO IOfiBaTa Ha CHMITOMM Ha HCBPOJIOIHYHA
TOKCHYHOCT HA OKCANHIUIATUH, 0C0OEHO, IPH  EIHOBPEMEHHO NPHIOKEHUE C ApYri
JIEKApCTBEHH MPOLYKTH ChC CHelubuyIHA HEBPOTOKCHYHOCT. HepposnoruyueH Operaen
TpsGBa #a ce IpoBele NMPEH 3aMOYBAHETO HA BCAKO BBBEX[AHE, a CJCH TOBa Ha Ce
TIPaBY MEPHOIHYHO.

TIpy manmeHTH, IPH KOMTO c¢ HabmromaBa OCTpa JTapUHro-(haprHreanta IH3eCTe3U
(emx 4.8) mO BpeMe Ha WM HAKOJNKO 4aca Ciien 2-dacoBaTa HH(y3H#, ClaeasaliaTa
uHby3ua Ha OKCATHIUIATHHA TPAGBa 1a Ce HPOBEAE C MPONBLIUKHTEIHOCT IIOBEHE OT 6
yaca.

AKO BH3HEKHAT HEBPOJOTHYHH CHMITOMH (IapecTe3dH, OU3ECTE3NH), TOCIEABALIOTO
KOpUTHpame Ha JO3HTe HA OKCANMIUIATMH 3aBMCAT OT JBaTa (haxTopa:
IPONBILKATEIHOCT H TEKECT HA HEBPOJIOTHYHUTE CHMITOMIU:

- B Cilyyalf, 16 CUMITOMETE NIPONBIKABAT IOBEYE OT CEACM JHH I Ca MPHIAPYXCHA OT
Goska, cjeABallaTa J03a OKCAJIMNNATHH C¢ MOHWKaBa OT 85 mHa 65 mgm?
(MeTacTATHYHO JIeUcHNe) Wik Ha 75 mg/m?2 (aJOBAHTHO JICYEHHE),

- B ciydaif, 9e TApECTE3NHTE, KOUTO HE ca CHIPOBOACHH OT GyEKOHOHANHA HAPYITEeHUT
[IepCHCTHPAT 4O CTEABAINAA LMKBJ, CIEIBailaTa f032 OKCAMIIATHH TpsGpa Zma ce
HaMaIH OT 85 Ha 65 mg/m® (METACTATHYHO JIeUueHHe) WK Ha 75 mg/m2 (anroBaHTHO
JIEUCHHE),

- B ciy4alf, 4e IApECTE3UUTE Cd CBOPOBOACHH OT (YyBEKEMOHATHE HAPYIICHUA K
IEPCHCTHPAT AO CASABAINUA HUKBI, IPHIOKCHHETO Ha OKCANMINIATHH Tpa6Ba ma 6hae
IIpEyCTAHOBEHO,

- [pU OT3BYYABAHE Ha T3 CUMITOMH Ciell CIUpPAaHe Ha JICHEHHETO C OKCaJMIIIATHH,
MOJKe OTHOBO Ja ¢€ IPHCTHIM KbM BH300HOBABAHE Ha TEPATHATA.

Tlaupentute Tpa0sa na 6bmaT UHGOPMUPAHH, 46 CJeX NPCKBCBAHE
BH3MOKHO NEPCUCTHPAHETO HA CHMITOMHE 3a NepH(epHH -CeH30p
Jloxanusupana, yMepera NapecTeans WK NapecTesus, IPUAPYIKEHa




HApYIUeHHA MOraT Ja NePCHCTHPAT 3a IOBEYe OT 3 TOAWHM CIEX MPEKHCBAHE HA
AAIOBAHTHOTO JICUCHHEE.

CTOMAIIHO-YPEBHATA TOKCHYHOCT, KOATO CE HpOfBABA C TajicHe W HOBPBIIAHE, CO
OBNANABA NPOQMIAKTHYHO H/HAM TEpalleBTHYHO C aHTH-CMCTHYHA Tepallii (sux 4.8.
“HexenaHn peaxnuu’”).

TlexumpaTallds, NApAJIUTHYeH HIEYC, HMHTCCTHHANHA OKIY3Ws, XHIOKATHCMAL,
MeTaGoMHTHA amuno3a ¥ GhOpeYHo HapylUeHHe MOrat na ObAAT NPOBOKHpaHE OT
TEXKA, MEAPHUS ¥/UITE TOBPBHINAHE, 0COGCHO TP KOMOHHALWATA HA OKCAJIUILIATHH C 5-
FU.

B cinyuail Ha OT4YMTaHE HAa XEMAaTONOTHYHA TOKCHYHOCT (aeyrpodnnn <1,le09/1 13001

TPpOMOOLUTH <50x109/1), IPOBEKIAHETO HA CJCABAILYL KYPC Ha Tepamui Tps0Ba na ce
OTFIONH IO BL3CTAHOBABAHE HA IPHEMITHBY CTOHHOCTH HA TOKa3aTEIATE. Tpsabea na ce
IpOBEHAT ITBJIHY XEMATONOTHYHH H3CICABAHUA C nubepeniuanio OpoeHe MpeHH
HA9aNOTO HA JICYEHHETO H CHOTBETHO Ipeny BCEKH CJISBAII KypC.

[lanuenTuTe TpsAGBa CBOCBpEMEHHO fHa Obpat uH(pOpMEpAEH 3a pHCKa OT IOfABaTa
AEapus, TOBPBLIAHE, MYKO3HT/CTOMATHT H HEYTPOINCHHS Clell OPHIAraneTo Ha
oxcanumiated/5—FU, 3a 1a MOXe JeKyBallus Jiekap BEIHAra 13 3arovHe HOAXONSIIO
JeyeHye 33 OTCTPaHABAHETO Ha T€3H CBCTOAHHA.

Ip# noABaTa H2 MYKO3UT/CTOMATHT C I 6€3 HeyTPONEHH), OCHEABALIOTO JICUEHAS C
OKCANMIUIATHH Ce OTJIAra AO BE3CTAHOBABAHETO OT MYKO3HT/CTOMATHT LO CTelNeH 1 wim
mo-Mayko /iy 6posT Ha HeyTpotumTe > 1.5 x 10°/L.

Korato OKCAIMIUIATHE ce xoMOmHupa ¢ S-Quyopoypammr (¢ mmm Ges (onuHOBA
KECENHMHa), e Tpuiara 06M4afHoTO KOPUIUpaHe Ha A03aTa HOPaxd TOKCHTHOCTTA HA

5-thyopoypannil.
B chyuaif, we € Hamume AHAPUA 4 c¢cremen mo C30, 3-4 cremeH HEYTPOLEHUA

(meyrpodmnr <1x10 9/1 Y mu 3-4 cremes TpomGonuTOneHAs (TPOMOOATH < 50x10 9/1),
J03aTa Ha OKCAVHUINATEH TpAbBa fGa c¢ Hamayu OT 85 Ha 65 mg/m? (MeTacTaTH4YHO
neverye) WK Ha 75 mg/m2 (aAI0BaHTHO JEYCHHE) XATO AONBIRATENHO CC KOPUIApa 1
no3aTa Ha 5-(hayopoyparnui.

B ciayualf Ha HeACHM DECIHPATODHM CHMITOMY, KaTO HETPOJYKTHBHA KAIIIANA,
JECHHes, XKPENHTHPAITA XpWIoBe, mid 3abenex#ME Ha PEHTICH MYJIMOHADHEA
MEQUITPALMY, TPWIATAHETO HA OKCAINMIUIATEH TpAGRa Jia CE IPEXBHOHE XOKATO C€
M3KJIEQYH KTEPCTHIHANEH IHEBMOHHT B HAIPABEHNATE CJIE]| TOBA MyIMOHAIHH
aaduaTpauny (Bmx 4.8)

B cifyyait Ha OTKJIOHEHAA OT HOPMATa HA PE3YNTATATE OT UepHOAPOOHATE TECTOBE HIIN
JIOpTaliHa XUIEPTOHHH, KOETO HE € B PE3yNTaT Ha vyepHOAPOOHUTE METACTA3H, B MHOTO
peiKn cIyuan OH MOTIIO Jia e IpHeMe, KaTo HapylieHe Ha yepHONpoOHaTA (yHKIHA,
BCJIEICTBYE HA BKJIIOUBAHETO HA TOBA JIEKAPCTBO.

4.5. BiaanMopeicTBua ¢ JpPYrd JexapcTBeHW MOPOAYKTH I AP
BIaNMOAEHCTBHE.
[Ipy DAanueHTH, KOWTO Ca IONyumaM EIHOXpATHA 1034 85 m
HETOCPEACTREHO Npeay MPHIATAHETO Ha 5-(hntyopoypaliil HE Ce
B KOHIGHTPALFATA Ha 5-QIyopoypamu.




Tlpd O0poOyYBaHEs WH BHUTPO, HE € YCTAHOBEHO CBUISCTBCHO MIMECTBAHS Ha
OKCANMIUIATHE OT MecCTaTa Ha CBLP3BaHe C IUIA3MEHUTE MPOTEHHH OT CTpaHa Ha
CHIENHWTE JIEKAPCTBEHYM INPONYKTH: EPHTPOMEIMH, CANHNAIATH, TPaHUCCTPOH,
HAKIUTAKCEN M HATPHEB BAIPOAT.

4.6, bpeMeHHOCT B KBEpMeHe

JTo MoMeHTAa HAMa JAHHW OTHOCHO OesonacHaTa yooTpeba Ha OKCANHIIIATHH IIpH
GpeMeHHH JKeHA. BB3 OCHOBa HA MNPNKIMHEYHM TNPOYYBAHMA Ce CHUTA, |C
OKCAJNWIIATHE BEpPOSTHO MMa JETaleH HfHIH TEPaTOTEHEH edexT OpH Xopa B
IPENOPEHYAHNTE TEPANCBTHYHY JO3H U CIEAOBATENIHO ¢ MPOTHBOIOKA3aH IO BPEME Ha
6pemennocT, [IpUNOXCHUETO HA JIEKAPCTBCHHUA NPOXYKT €& BBH3IMONKHO CaMO ako
MaIMedThT € HaUBIHO HHGOPMEPAaH 34 CHILECTBYBAIUTE pPHCKOBE OTHOCHO
fpeMEHHOCTTA H IPEIBAPHTENHO € Nall CBOETO CHIIIACHS.

HsiMa IpOyYBaHEA OTHOCHO EKCKPENHUATA Ha JIEKapCTBEHAS NPOAYKT B KEPMATa.
KBpMeHETO € NIPOTHBOIIOKA3AHO TI0 BpeMe Ha JICUCHAE ¢ OXCATHIIATHH.

4.7. Baasiaue BHPXy cnocoGHocTTa 32 Wodupane u paboTa ¢ MAIIMHN
JluncpaT RaHHM.

4.8.HemenaHu JeRAPCTBEHH PeakIUML.

Hait-yecTo HabIIOMARBAHHTE HEKENaHH JEKapCTBEHH peakliud IO BpeMe Ha
KOMGEHEPAHOTO JeueHue Ha okcanumnaTul ¢ 5-FU/FA ca: croMalno-1pepHM (muapm,
rafeHe, HOBpHIaRe H MYKO3HUT), XeMaTOIOTHYHY (neyTponeHns, TPOMOONUTONECHUS) X
HEBPOJIOrHYAE {(OCTPH, A030-KyMYTaTHBHHA X nepuepHu ceH3opHu Hepponatu). Hai-
06110 TE3M CTPAHEYHY PEAKIMH C& CPELIAT HO-YeCTO ¥ Ca TO-TeXKH NPY NPUTAraHeTo
Ha oxcayuInatul B xoMOuHanus ¢ 5-FU/FA, OTKOIKOTO CaMOCTOATENHO C 5-FU/FA.

YecToTaTa HA OIMHCAHMTE IO-KOJY HEXeTaHH JISKAPCTBEHH PEAKUMHE ca NOJyUCHH IIO
BpeMe Ha KIMHUYHE TPOYUBAHIs IPOBEACHY IPY METACTATHYHO ¥ 3JFOBAHTHO ICUEHHC
(srmoupamo 416 u 1108 mauuedTy, JISKyBaHH C OKCANUIIIATHH K 5-FU/FA) n oT mocT-
MAPKETHHTOB OHUT.

UYecToTaTa HA HEKEIAHNTE PeakIWH MOKa3aHH B TaONHIUTE NO-LONY CE H3MEPBAT ChC
cremHATe KpHTepuu: MHoro yect (>1/10), vectu (>1/100, <1/10), mevectr (>1/1000,
<1/100), pemxu (>1/10, 000, < 1/1,000) ¥ MHOro PENKH (< 10,000), BKIFOYUTEIHO U
OTHETHUTE CIIYyUau.

JonbnaATenHa HAEGopMamus uMa Ciex TabrmiaTa.
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* Excmpasasayuama moxce 04 npuuunu AOKAAHA Gorka U o3nALEHUE, K
YyeaooicHenus, 0cofero npy nepupepra 6eHo3NA ungysua na oxcasunaamun (eudc m.4.4)

oumo 0a ca mescky u da npomexam ¢

ABTOHOMHY HapylueHWs Ha HEPBHATA CMCTEMA

| 3aueppsamane |
Q0 HapymeHus*

Tpecka +++, yMopa, Bonka B Ibpaure, 3aryda FlMyHOanepruvHa
aneprug/anepradHy Ha Terao (MECTATBYHO TpOMOOIRTONEHHA,
peakmum -++, aCTEHH:, | JICUCHUE) XeMOJUTHYHE AHEMESL
fomxa, TIOKayBaHe Ha
TErnoTo {anrOBAaHTHO
NEYEeHHE)

++ YecTo ajeprudEy peakiuun kaTo 06pus (ocobeno YPTHKAPUA), KOAIOHKTHBETY, PHHATH,
UecTo auaaaakTHIHE PEakili, BRIIOYHTENHO BpOHXOCHA¥bM, aHIAOSNEM, XUIIOTORHA 1 anauAAXTHYEH IOK.
+++ MHOTO 4YecTO Tpecka, B pe3ynrar Ha Mupexmuu (¢ MW 6e3 GebpunHa HEyTPOHEHHS), WIK H30NHPaHa OF

AMYHOJIOTHYEH [IPOH3XOM.

Hapymenus Ha OEHTPANHA N nepradepna HepBHA CHCTeMa

Ilepadepra censopra | CnabocT,MOTOPER IR3apTPHA
HEBpPOT2HTRS, HEBPHT ,MEHKHIUT

rnaso0onMe,  CeH30pHE

HADYMEHHS

Cromantgo- gpeBHE HapylIeHns

MeTaboATHH ¥ XPAHKTEIHH HAPYIICHIS

Juapus, rajexe, Hucnerncus, Wneyc, AHTECTHHANIHA KoanT, BRIIOYATEIHO
TOBPHINAHE, racTpoesodareases obeTpykuEd, MeTabomuTHa JHApHi, NBAKANO Ce Ha
CTOMATHT/MYKO3HT, petinyxc, XpINARS, AIMA03a Clostridium difficile
xopemHa 6omxa, JexumpaTanna
KOHCTHIALHS, aHOPEKCHS
MycKyHO-CKeJETHH HapylleHus
Bonxa B rbpba | Crapru # xocTHE Gomky
Kpes u aumdEa ciereMa
EnmcTakcue Xemoparuuga XEMaTypHi,
6ok TpoMGodIesuT,
Genonpober eMO0IH3IEM,
PEETAIHO KEPBEHE
Tcuxuyuny HAPYIICHHI
| Henpecns, macomuus | Hepsroct |
Hapymwenns 5a HMYHHATA CHCTEMA
HMudexnnn | |
PecnmparopHl HapylnieHus
JucnEea, KAImmEna PurnT, nadexnam Ha HurecTenmanio
FOPHHUTE NUXATEIHN femompobmo  3abonaBame,

OBETHINA

nymMoHapes (ubpoza **

Koxan ¥ NOXKOENH THKAHEN HAPYIIEHHA

Koxayn gapymwenus, | Exchonuanua Ha KOXKaTa,
anomenHs ePHTEMATO3EH o0pus,

o0umHo MOTeHe,

HapyiueHHS B KOXHHTE

OpEIATRIH

HapyiseHng, 32cArauw ApYTH CeH30PHA (pyHKIHI
Hapymero BKYCOBO OTOTOXCHYHOCT Tayxora
BEIMPUATHE
BuOpeann HapylnIeHHT M OTA/IAHE
Husyprs, wecTta ¥
aGuopMBa MEKIHA
3purennu HapynIeHs
KoHIOBKTHBHTH
M OYEH HapyIIeHH
TipoMeny B A200PATOPHY MOKAZATENH

XemaToJoraHHn* XeMaTOJOTHUHE* J




AnemMus, HEYTPONCHHS,
TPOMOONHMTONCHHS,
JIeBKONEHN,
nuMGOTEHHSL.

BroXuMITIHH
Tosuapage Ha
anKangEaTa
docdarasa,TOBHILESH
6EanpyOuH, IPOMEHH B
KpBBHATA 3aXap,[0BUIICH

DebpunHa
HEeYTpOLEHHES/CENTAYHA
HeyTponenus (cTenen ¥
HEYTPOIEHHA I
YCTAHOBSHH MH(EKLMN)

Broxuvmranu
VisMepBaHe HA KPeaTHHHE
B KPBBTA

LDH xonectepo,
XHUHOKAJIHEMU,
TIOBHIIABAHE HA

(SGPT/ALAT,

CepyMHHS HaTpHHA.

yepHOEPOOBHTE CHIAMH

SGOT/ASAT),mpoMend B

* Bix CeKTOpa Ho-momy

** ppw T.4.4

XemnaTo — OMIRAPHA HapyLIeHUs

Mpuoro peaxs ( < 0.01%)
YepHoApoben cuHyconnaien 0GCPYKTHBEH CHIAPOM, H3BECTEH Olle KaTo
yepHOAPOGHO BEHOOKIY3HBHO 3a0onsBaHE MY NATANOTHNE HIABH, CBRPIAHM C
yepHOXPOGHHE HapyLieHHsi, BIJIIOYBALIY NeJi03a,H0/yJIapHa PereRepaTuBHa
XUIepnasus, nepacHHyconnanda ¢uoposa i NOPTATHA XHIEPTOHI.

XeMaToJOTHYHA TOKCHIIHOCT
Cropen wecToTaTa NPH manmenTtH (%) 1
CIIOPEX CTOIEHTA Ha 3aCATaHe

Oxaliplatin B

MeTacTaTHIHC JeUCHHE

FOBAHTHO JCYCHIIE

XOMOHHALIA C Beuuxsm CrencH 3 Crenen 4 Beouaxn Cremes 3 Crenex 4
SFU/domuiopa CTENEHA CTENEHH
xucenuna 85 mg/m2
Ha BCEKH 2 CEIMHITH
Anemus §2.2 3 <1 75.6 0.7 0.1
Heyrponeaus 714 28 14 78.9 28.8 123
TpomGonRTONEENA 71.6 4 <1 77.4 1.5 0.2
Pebpunsa 5.0 3.6 14 0.7 0.7 0.0
HEYTPOIEHHS
CenTEYHA 1.1 0.7 0.4 1.1 0.6 0.4
HeyTpONeHUS
CTOMRIIIHO"II)EBHa TORCAYHOCT
Criopeq wecToTaTa IpH NamuentH (%o} 1
CIIOpe] CTENEHTA HA 3aCATaHe

Ozaliplatin B MeTacTaTHyHO JICUCHHEE AJJOBAHTHO JISYCHUE
koMOHHaKus Beuyky Cremnen 3 Crener 4 Benuxn Cremen 3 Crenen 4
SFU/posmmopa cTemeHH CTENeHH
xucennya 85 mgim2 Ha
BCEKH 2 CeOMULHE
Tajiere 69.9 8 <1 73.7 A TRy, 0.3
Tinapus 60.8 9 2 56.3 7 B R 5 g5
IMospsiane 49.0 6 1 471.2 /) 58, T, N
MyKO3UTH/CTOMATAT 39.9 4 <1 42,1 / & (2.8 SNl

S lgialinly | 2

- g

'2\0 *




Ipemopbusa ce IpodGUIAKTHYHEO Y/ TEPANeBTHYHO NPHIOKEHUE HA MOIIHHE aHTH-
eMeTHYHH JIeKapCTBEHHU IPOXYKTH.

IlexuppaTanud, DapajdTEded MICYC, MHTECTAHANHA —OKIy3Hd, XUIOKANAEMU,
MeTaGONHTHA aIMAN03a K HApYIIeHHs. B UePHOApOOHATA (YHKIHS (wx 4.4) morar na
6LuaT IPUYKHEHE OT TeKa NHAPHA H/ux HOBPHINAHE, ocobeno npu xoMOMHANMS Ha
oxcanumiatusa ¢ 5-FU (sux 4.4).

Hepera cuctema

JluMuTHpaMaTa TOKCHYHOCT Ha OKCWIMILIATHH € HEBPOJNOrdH4Ha. OO6uxHOBEHO c&
CHLCTOM OT CEeH30pHA IeprpepHa HEBPONATUS XapaKTEPU3HpaIa ce ¢ AH3CCTE3UA HfAnm
napecresus Ha KpaiHUIATe, CBhp3aHa WM HE C KDammh, YeCTO IDOBOKAPAHH OT
crymeno. Tesm cmmmromu ce HabnrogamaT 1o 95% OT JeKyBaHWTE IAIMCHTH.
IIpoaBIUKATENHOCTTA Ha TE3H CHMITOMH, XOHTO OOMKHOBEHO peErpecHpaT MEKIY
KypCOBETE Ha JIeYeHHe, HapacTsa ¢ 6post Ha TEPALEBTUMHATE KypCOBE.

B 32BHCHMOCT OT TPOABDKHTENHOCTTA Ha CHMITOMHTE, TOsBaTa Ha GOJNK2 M/HaM
(YEKIHOHAIHE HApYLICHHS Ca WHAUKALMM, 33 KOPMFEpaHe Ha J03aTa WX JOPH
npexbcBane Ha Jedempero (swx 4.4, “TIpepympexnenus d CHCIUATHA [PEINIAsHi
MepKH IIpH ynoTpeda”™).

OYHKIUOHATIHOTO HAPYUICHHE BKIIOYBA 3aTPYMHEHHA B H3BBPUIBAHCTO Ha (UHHEEA
IBIKEHAL ¥ ¢ BB3MOXHO CIEACTBHE OT CEH3OPHO YBPEXHaHC. PucxsT OT mOsABa HA
HOCTOSHHEY CAMIITOME IIPH KYMYyMaTHBHE 1034 OT 850 mg/m2 (10 nuxbia) e oxono 10%,
IOKaTO PHCKBT IIPH KyMyJaTHBHA J0338 OT 1020 mg/m2 (12 umxwna) e 20%.
HespoJsiorgysara CHMITOMATHKA ofurgoBeHO ¢e nomolpssa coiel NpPeKbCBaHE HA
JICYEHHETO.

B 1moBe4eTO CIyYaH, HEBPOJIOTHYHHATE CHEMIITOMH CC HO,IIO6]3}IB&T HIIH H3OLJI0 H3UC3BaT
cHen NpeKkbeBane Ha JISUEHHCTO.

B cnydail Ha aOIOBAHTHO JICYEHHe IpY pak Ha nebenoTo HepBo, 6 Mecela ciex
IpeKLCBaHE Ha JIedeHueTo, Ipy 87% OT MAUEHTHTEe CUMITOMH HE C& HabaroFaBaT UIA
TE Ca YMEpEeHH. '

CJie IOBEYe OT TPHU FOJUEM HA IPOCIeAsBaHe, Okoyo 3 % OT DAIHEHTHTE UMAT
NepCHCTHpAINA JOKAIM3UpaHa NapecTe3ns ¢ yMepeHa AHTeH3uBHOCT(2,3% )Junu
MapeCcTE3WI,KOSTO Ce NPOSABsIBa NPH dyuxumonanya akTaHOCT {0.5%).

Jowramsany ca CIOy4a 3a [OfBa Ha OCTPH HEBPOCCHIOPHHA CHMITOMH (Bmx 5.3).
OBUKHOBEHO BBL3HUKBAT HAKONKO Yaca Cliell IPUIAraHeTo Ha JICKapCTBEHUS NPOAYKT A
uecTo Ce HabmomaBaT OpH H3JaraHe Ha CTymeHo. Te ce XxapakTepusupar ¢
TPaH3UTOPHA HAPECTE3Hs, NU3ECTE3M MM XUIOSCTE3NA, WK NOPH OCTBD CHHIPOM Ha
(apuHTONapHHI €AJIHA TU3SCTECIAL. YecToTaTa Ha TO3M CHHApoM e Mmexay 1 1 2%, u ce
XapakTepU3Apa ChC CyOeKTHBHO YCCINaHe Ha nucharks u nucuHes, Ges OOCKTHBHH
MAHHYM 33 PECNHPATOPHO HAPYLICHHS (be3 TmuaHO3a MNM XHIIOKCHH) WM
NAPHHTOCTIA3BM Wi GpoHxocnasbM (6es myM Iph AMIIAHe Wil XpHIIOBE); CHAa3bM Ha
YeNTFOCTHUTE, AM3eCTE3M Ha €3HKa, TU3apTPHS, K YyBCTBO Ha TEKECT B w ‘
ONKCAHY.

HesapucuMo OT INPWIATaHETO HA AHTUXHCTAMHUHOBH Jekapy
GPOHXOMUNATATOPH B TE3M CIy4aH, CAMITOMHUTE Ca OBp30 0b6pa
Ha JeueHHe. Y IbIXKaBaHeTO Ha HHOY3MOHHOTO BpeMe B TIOCIICHR




Ia ce pemyldpa YeCTOTaTa Ha TO3M CHHIDOM (pux 4.4. [Ipenynpexnenns 1 CICUHATIHN
EpeATIasHY MEpKH IpH ynoTpeba”).

Omucans c¢a JPYTH HEBPOJOTHYHM CHMITOMH BB3HMKBALNM IPU JICUCHHE O
OKCANAIUIATHE KaTO DM3apTPHd, 3ary6a Ha HBIGOKH CYXOKHIHM Pe(IEKCH U CHMITOM
pa Lhermitte. OTHEeNHE CTy4au Ha OYHH HEBPHTH ca 6wy JOKIaIBaHM.

AJNEPTHYHHA PEAKITHHA

Criopen 46cTOTaTA IpY ManuerTs (%) 1
CIIOpEN CTENEHTE HA 3acATaHe

Oxaliplatin B
xoMOUHAIHA C
5FUjjommuoBa

kucennza 85 mg/m?2 Ha

BCEKH 2 CeIMHIH

MeTacTATHUHO JIEUSHUE

AIOBAHTHO NEYCHUE

Bemuxu
CTEIeHA

Crenen 3

Crener 4

Benuxm
CTeneHy

Cremnen 3

Crenen 4

ANepridHE

peaKnun/aleprad

9.1

<1

10.3

23

0.6

4.9.IIpenosapane .

Hama crenpduyes aHTANOT 38 OKcanumiaTHHa. IIpu Ipero3upane MOXKe Ma O¢ OUaKsa
BIOlIaBaHe Ha HEXeJaHUTE peakiuu. HeoOXomiuMmoO € TpOCHCAABAaHC Ha
XeMATOJOTMYHATE IMOKA3aTel ¥ CHMITOMATHYHO JISYCHHE Ha IPYTHTe BHOOBE
TOKCUYHOCT.

5. PAPMAKOQJIOI'MYHH JAHHHW

5.1. dapMakoIMHAMHYHHA CBOUCTEA

ITutocTaTHK

L: [ipyru aHTHHEOINACTAYHA areHTH

ATCLO1XAO3

OKCanpmIaTUH € AHTHHEOIIACTHYHO CpeNCTBO, OTHACAIIO CE KBM HOBHA KIac
CLEIMHEHHS HAa OCHOBATA Ha TATHHA, B KOHTO INIATHHOBUAT aTOM o6pa3yBa KOMILIEKC
¢ 1.2 mpammronuKoxekcan (FDACH”) u oxcanaTra Tpyna. OKCANMIUIATIH € CIMHITICH
eHagTHOMED, Cis-(0xalato (transl-1-1,2-DACH)platinum).

JIekapCTBEHEAT HPOIYKT IPATEXABa LUMPOK CHEKTHP Ha LUTOTOKCHYHOCT, KAKTO Uk
gumMpo, Taka W UM 6u60 NPOTUBOTYMOpHA AKTHBHOCT UPE DasiH{HM MOACIM Ha
TYMOpHHM CHCTEMH, BKITIOUMTETHO MOJENH HA JOBEIIKH KONOPEKTAICH KapIHHOM.
OKcaNUIUIATHE IPATEKABA CHINO Taka uH 8UMPO U UH 6160 BKTUBHOCT NPH PasIAIHH
KJIeTBbYNN JTHHNYM — PE3HCTEHTHH Ha [UCIIATHHA.

CHHeprudHO MATOTOXCHYHO AcficTme e 60 HabmonaBaHo IpH xomOuHanuL ¢ J-
Qryopoypamui1 UK 6Umpo U UH 8U80.

MsyyapaHeTo HA MEXaHM3Ma Ha JEHCTBHC Ha OKCANHINATHH, AOPH HC HAIBIHO
H35CHEH, NOTBBPKAABA KOHUENIMATA, Y¢ XHAPATHPAHATE ACPUBATH,NOMYHCHH HIPH
fuoTpaunchopManuiTa Ha OKCANUMIATHHA, piaumoznetcrear ¢ JHK 1

0BpasyBaT BHTPE- ¥ MEKIYBEPHIKHM [PECCIHH 3BCHA,B PE3YNTAT Ha KOCTO CC

Hapymasa cuaTe3a Ha JIHK u T0Ba BORM A0 IKTOTOKCHYEH I HPOTHBOTYMOPCH eexT.

IIpu nanueHTH C
ehexTHBHOCT Ha OKCANHINATEE (85 mg/m2 HA BCEKA ABE CEAMAUN
dhmyopyopaumw/GonMHOBa KECENYHA ¢ HOKA3aHa B TPH KIHHITHY
- TIpu nedenue oT UbpBH peA, (asa Il Ha PAHIOMUBKPAHO Cp
EFC2962, wicnensa paHIOMHU3HPaHH IALHCHTH JICKyBaHH




dayopopanui/hoNMHOBa KUCETHHA (LV5FU2, N=210) wim B xomOmHamus ©
OKCaNUINaTHH/S-(hayopoypalus/PoauHOBa KMCENH (FOLFOX 4, N =210).

- IIpn npenBapKTENHO JEKYBaHU TAMCHTH, BB dasa 111 Ha paHIOME3HPAHO
cpaBHmTenHO npoyysane EFC4584 mpoyusane, 821 mamweHTH, KOUTO ca pedpakTepHA
xeM upuHOTekan (CPT-11) B xomOuHaiud ¢ 5-pnyopopanui/QoNuHOBA KHCETHHA, Ca
nekyBaBd ¢ 5-uyopopanml/QonuHoBa KHCEIMHA CAMOCTOATEIHO (LV5FU2, N=275),
OKCANMIDIATHE Kato camocTosTenna Tepamus (N=275), unu B xoMBumanus ¢ 5-
(nyopoparui/honrHOBa KUCEIHHA (FOLFOX4, N=271).

- TIpum sekomTponupano ¢asa Il mpoyusame EFC2964, BYIouBaIIO MNalUEHTH
pedpakTepHE KbM 5-(Quyopopamit/QoNTuHOBa KHCENIEHA CAaMOCTOATENHO, U JCKYBAHH B
KOMOUHAIAS C OCKANAIUIATHH H S5-Quyopopalui/honuHOBa KHCEIAHA (FOLFOX4,
N=57).

JipeTe paHmOMHE3UPAHA KIHHAYHY OPOYYBAIHA, EFC2962 ot mepeu pex u EFC4584
IpU IPEIBAPHTENHO JICKyBANM NAlMEHTH, OKA3BAT 3BAUMTENHO NO-BUCOKA CTENCH Ha
OTTORBOP H YHBIDKEHO BpeMe 0e3 mporpecus (prolonged progression free survival —
PFS)/ Bpeme o mporpecust (TTP), B cpapHeHHE G NAIUEHTH JEKYBAHNI CAMOCTOATEIIHO
¢ 5-¢yopopanmi/QoIHHOBA KHCEIMEA.

[lo Bpeme ma EFC4584 mnpoy4BaHE IIPH pedpakTepHH,IPESBAPHTEIHO JICKYBAHU
NalpeHTH, pasiEKaTa B OOlNaTa CPeiHa HPEeXUBICMOCT (GS) He ¢ CTATUCTUYECKH

3aHAYMMA MEXKAY OKCAJIMILIATHH xomb6urauma i 5-FU/bonHOBa KUCENHHA.

Crenen Ha orrosop npu FOLFOX4 cnpamo LVSFU2

Crenen Ha oTroBop, %

(95% CI) LVSFU2 FOLFOX4 OxcannuiaTie
He3aBMCHMMO pammobuonoruyso uscaensane ITT €caAMOCTOATEAHO
aHaJH3

IInpBu pex 22 49

EFC2962 (16-27) (42-46) NA
(mpocieIgBaHe HA OTrOBOP Ha BCEXH 8 CEJ{MMILLH) P value = 0.0001

IpexpapuTeito JeKyBaHH HalHeHTH

EFC 4584 0.7 111 1.1
(pedpaxTepuu KEM (0.0-2.7) (7.6-15.5) (0.2-3.6)
CPT-11 + 5-FU/¢ponruopa KuceJuHa

(upocieasBane HA OTTOBOP Ha Boeky 6 CEAMHIH) P value < (.0001

TIpeasapuTenHo TeKyBAHH NALHCHTH

EFC 2964 NA 23 NA
(pedpaxtepru xeM 5-FU/ponunona xucenmua) (13-36)

(mpociensBaHe Ha OTTOBOP HA  BCCKH 12

CEIMHLIH)

NA — ge & IpuNoXEMO

Cpeten nepuox 6e3 mporpecus (PFS)/ Cpenno Bpeme 10 Nporpecus (TTP)
FOLFOX4 enpsamo LV5-FU2

Cpenno PFS/TTP, mecenn

(95% CI)

He3aBHCHMO pamuoBHONOTHYHO
uacyensaune ITT anamas

LV5FU2

FOLFOX4

Tepanus OT ILPBH peR 6.0

8.2




EFC2962 (PFS) (5.5-6.5) 1 (1.2-8.8) NA
Log-rank P value = 0.0003

TipessapnTeao JeKYBAHHK

nAEeHTH 2.6 53 2.1

EFC 4584 (TTP) (1.8-2.9) (4.7-6.1) (1.6-2.7)

(pedppaxteprn xsm CPT-11+

5-FU/¢OnuHOBa KHCEIHHA) Log- rank P value < 0.0001

IIpepBapuTenno REKYBAHH

nmanEeHTH NA 5.1 NA

EFC 2964 (pedpakTepHi KBM (3.1-5.7)

5-FU/donuEoBa KACEINHA)

NA — He & OPHICKHMO

CpeaHH croiiHocTH Ha oGmaTa npexusgeMoct (GS) npn FOLFOX4 cnpsimo LVSFU2

Ipe:xusgemMocT §e3 CAMITOMH Ha
3abossgsane (GS), 1 OxcamuniaTHy
(95% CI) LYSFU2 FOLFOX4 €aMOCTONTEIHO
ITT apanus
ITspen pex 14.7 16.2
EFC2962 (13.0 — 18.2) (14.7-18.2) NA
Log — rank P value = (.12
IIpeasapurenno JeRYBAHH
BaueBTH 8.8 9.9 3.1
EFC 4584* (7.3-9.3) (9.1-10.5) (7.2-8.7)
(petpaxrepuu xpm CPT-11
+5-FU/doauBoba KUCSIVHA) P value = 0.09
IIpepBapyuTeano JIeXyBaHd
OAIUEeHTH NA 10.8 NA
EFC 4584 9.3-12.3)
(pedpaxrephu xpM 5-FU/LV

NA. — He & IPIIOKEMO '

Ipu NpeFBApUTENHO JICKYBAHUTC MANMEHTH (EFC4584), 3nauuTeHO HozobpeHne Ha
CHMITTOMHUTE, CBBP3aEH Ch¢ 3a00JIBaHeTo, € HalmonaBaHo B HO-TONAMA CTENCH NPH
DANHECHTH JICKYBAHH C oxcanunaTae/S-Giyopopaunt/GoNnHOBa KUCEIAHA B CPABHCHHE
C Te3W, JNekyBamM ¢ S-dimyopopamun/(poniHOBA KHCENIHHA CAMOCTOATONHO (277 %
copamo 14.6 %, p=0.0033).

JIKICBA CTATHCTHYECKH HOCTOBEPHA pa3iuka B ABETE IPYNH Ha IPEABAPUTCIIHO
menexypaunTe mapuentn (EFC2962) mo OTHOUICHME HA HIKOH OT YIOKa3aTeNHTE 3a
Ka4eCTBO Ha XKUBOT.

ITokazaTenuTe 33 Ka4ecTBO Ha XHBOT OOUKHOBEHO ca MO-Ho6pM B KOHTPOJNHATA Ipyna
o oTHOLIeHMe Ha 0o6Imus cTaTyc B GoKaTa ¥ MO-JIOLIM B IpynaTa ¢ OKCATANIATHH IO
OTHOIICHEE HA TAeHe M IOBPBIIAHE.

TIpn aIIOBaHTHO JICUCHHE, CPABHUTEIHO MPOYIBALE daza III MOSAIC, EFC3313, 2246
maIMeBTH ca panmomusupaun (899 dasa II/Duke B2 u 1347 ¢asa II/Duke C) cuex
IBJIHO OTCTpaHsBaHe Ha NbPBOHAYANEAA TYyMOP Ha nebenoTo U xIy 5-
FU/bomudosa xucemiHa camocrogrenso (LVSFU2, N 1123 (da3za B2 o

KOMOUHEUpAHETO Ha OKcandmIaTuH ¢ 5-FU/(onmuosa KECENMHA
(baza B2{C=451/672).

C [) B

EFC 3313: Ipexussiemoct 5o 3 romuan (ITT aHaJaN3)* Ha 00MIAT]



JlexyBago paMo LV5FU2 FOLFQOX4

Ilponenr  3abonssane —
NpEXHBAEMOCT O 3 LOOUHH 73.3 787
(95 CI) (70.6 — 75.9) (76.2 — 81.1)

CroTrOmeHne Ha PHCK (95% 0.76
CI (0.64 — 0.89)

Hatpynsane na log rank test P=0.0008

*Cpenuo npocaeseane oxono 44.2 Mecena (BCHYKH NAMEHTH C¢ IPOCHENABAT Hai-MamKo 3 romyHm).

ITpoy4YBaHETO OKA3BA 3HATUTEIHO O6LIO IPHEMYIECTBO B IPEKUBICMOCTT be3
CEMIITOME Ha 3a60iaBaHe, IPEXUBIEMOCT KO 3 TOIUHI NPH JICYECHHE C OKCAJMINIATHH B
xoMbumanms ¢ S-FUjdonusona xucenuna (FOLFOX4) cmpamo 5-FU/ pommmOBa
xucenmua camocToaTenso (LVSFU2).

EFC 3313: Cpeaua npexussiemoct xo 3 rozmau (ITT apanan3)* Karo (pyBKIus 0T
¢pazara Ha 3a00JABaAHETO.

®daza na GonecrTa ®aza 11 daza 11

(Duke B2) (Duke C)
JIexyBago pamo LV5FU2 FOLFOX 4 LV5FUJ2 FOLFOX4
TIpoucur 3aGongapade )
—IOpeXKUBIEMOCT 10 3 843 874 65.8 72.8
roguak (95 % CI) (809 — 87.7) (84.3 -90.5) (62.2 -69.5) (69.4 — 76.2)
CroTHOUIEHNE Ha 0.79 0.75
puck (95% CI) (0.57 — 1.09) (0.62 — 0.90)
Harpynsane na log P=0.151 P=0.002
rank test

*Cpemno mpociezssaHe oxomo 44.2 Mecena (BCHIKH NAUNCHTH C& IPOCIICAIBAT Haft-Manxo 3 romEuHm).

O6ma npemxussiemoct (ITT ananus):

ITpu mampaBeHus aHajIuM3 Ha OPEXMBIEMOCTTA fe3 cuMnToMy Ha 3abosgBaHe 33 3
TOMHHEY, TbpBHIHATE MOKa3aTend Ha npoyusaneto MOSAIC, 85.1% OT mauMeHTHTE Ca
ocTanany xued npd FOLFOX4 cunpamo 83.3 % » LV5FU2. Tosa ce oTpasssa Ha
oBIIOTO HaMaleHHe Ha cMBPTHOCTTa oxoyo 10% B Monsa Ha FOLFOX4, 6e3 na ¢
CTATHCTHYECKO 3HaunMo (ChoTHOImexue Ha pucka =0.90).

Crofinoctire ca 92.2% cupsMo 92.4% B moxmrpyna cragmid II (Dukes B2)
(chonTomenue Ha pucka = 1.01) m 80.4 % cupamo 78.1% B noxrpyma crazumit 111
(Dukes crammmii C) (CHOHTOLUCHNE Ha PHCKA = 0.87), croreerdo 3a FOLFOX4 u
LV5FU2.

5.2. dapMakOKWHETHYHM CBOICTBA

DapMaKOKMHETRYHETE DAPaMerpy Ha OTHENHUTES AKTHBHM MeTabonutTH He ca
ONpEAEIIAHN.

®apMaKOKMEETAIRUTE IapaMeTpH Ha YNTpaQuiTpEparaTa IIATAHA, IPEACTABIABAIA
cMec OT HeCBLp3aHaTa aKTHBHA M HEaKTHBHA IUIATHHA, CICN ABY9acOBa nudy3nd Ha
oKCANmIIATHHA B Hosa 130 mg/m’ ma Boekm Tpu ceamuuu 3a 1 xo 5 nmxwaa u




OGo6menn hapMaKoKHHEeTHYHH NapaMeTpy Ha IiIaTHHA B yarpadguiaTpUpasa
nasMa, clied MHOrOKpAaTHa 4032 oKcajumiatuy 85 mg/m?2 ga BceKu [Be CeAMUUN
mn nosa oT 130 mg/m2 Ha BceKH TPH ceAMMIK

Hoza Cmax AUC 0-48 AUC T1/2« | T1/2p | T1f2y | Vss | CL
(ug/ml) | (ugh/mL) | (ugh/mLl) (h) (h) h | @) | @)

85 mg/m2

Cpegno 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

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 19.0 261 3.07

Cpegan AUC (-48, C max cTo#HOCT# ca GHITH H3THCIEHH 33 IHKHI 3 (85 mg/m2 mau wakea 5 (130 mg/m2)
Cpemmn AUC, Vss CL CL . CTOHHOCTH C2 OHITH H3TUCISHA 38 IAKEN 1

C end; C max; AUC; AUC 0-48; Vss n CL cToiiHOCTH ¢a H3YACICHH fe3 H3MOM3BAHE Ha KOMIAPTMEHTEH AHAIH3
t¥ha:; t %R thhy ca MIYECIEnHN upes KOMIAPTMEHTEH ananns3 (MMKET 1-3 KOMGHHHpPAH).

B kpas Ha AByvacoBaTta mEQysus, 15% OT BBBEIEHATA [1033 HA INIATHHA CC OTTHTA B
CHCTEMHOTO KpBBoOOpalienne, ocTaHanuTe 85% OBbp30 ce pasupemensT B TBKAHHTS
UJTH Ce eKcKpeTHpar ¢ ypuzaTa. Heo6paTuMoTO CBbP3BaHE C YEPBEHUTE KPBBHH XINCTKH
¥ IDIA3MATa OKA3Ba BIMAHKE BLPXY eNHMUHANHOHHUSL HOTYXHBOT OT TE3M CPCIM, KOUTO
¢a OJIH3KYM OO €CTECTBEHOTO BpeME 3a percHepalys Ha YepBEHHMTC XPBHBHU KICTKH H
cepymema anGymus. He ¢ mabmofaBaHe 3HAYMMO AKyMyNEpaHe Ha IIATHHA B
ynTpaduaTpEpana miasMa ciuen [03a OT 85mg/m2 Ha Bceku IBe cenMumu mam 130
mg/m? Ha BCEKH TPY CEIMHIM H PAaBHOBECHE B Tasu CPefa CE JIOCTHIA NO BPEME Ha
IBpBYA OUKBI. FIHTEp- ¥ MHTPa- HHOUBHIYAIHATA BapualmIHOCT OOHKHOBEHO € HUCKA.

BrotpacthopManuaTa in vifro ce pasrieixaa KaTo pe3yNTaT OT HEeeHSHUMHO DAsTPAKIAHT
¥ TO HE © [OKA3aTeNCTBO 32 MEKIUHEH MeTabonusbM Ha nuToxpoM P 450 ot
nuamvuaonukiioxexcanosust (DACH ) npbCTeH.

OxcafMIIATHHA NIPEeTBPIABA MHTCH3HBHA OHOTpaHCOpPMANUA B OPraHM3Ma M HE CC
OTKpHBA KATO HEIPOMEHEHO JICKApCTBO B IIA3MCHIA yntpaduntpaT B Kpag Ha
npydacopaTa HHQy3us. Haxoaxo DUTOTOKCHYHM MeTaboNKTa, BRIIOYRTEIHO MOHOXIIOP-
, mxnop- 1 puaxso-DACH nnaThHOBE NPORYKTH Ca UOeHTHQHNEPAHE B CHCTEMHATA
IEpPKYJTAIAS B IO-KbCHH TAIlH, €IHOBPEMEHHO C PETUNA HEAKTHBHY KOHFOTATH.

TInaTHHATS CE EKCKPETHPa UPeNUMEO C YPHHATA, ¢ KIUPBHC MPEARMHO IPe3 HEPBUTC
48 gyaca CIIeH IPUIOKEHUETO MY

Ha merus feH NpubmmsuTento 54% ot obuara nosa e funa HabnionaBaHa B ypHHATA H
o-MaJko OT 3% BBB dekanuuTe.

BmiIo € OTUETEHO 3HAUNTENEO NOHWKeHNe Ha KiupbHea oT 17.6% 2.18 L/h o 9.95£1.91
L/h npu 656pedaa HEAOCTATEYHOCT 33€HO ChC CTATUCTUYECKH 3HAYAMO NOHIKCHHE B
ofema Ha pasmpenenenue ot 330:40.9 o 241436.11. BdexTsT Ha TexkaTa 6nOpeuna
HeTOCTATHLYHOCT BHPXY KIAPDHHOA Ha IVIATHHATA HEe € O1l Ipoy4BaH.

5.3.JIpenxTHHNYHA NAHHH 32 De3onmacHocT
WnentuduuupasuTe TAPreTHH OPTaHi B NPEIKIHHATHO NPOYUBAHIYE &
IIBXOBE, KyueTa H/wii MaliMyHH) B IPOY4YBaHHA ¢ CAMHWYHA ¥ MHQ
KOCTEH MO3BK, XPAaHOCMIIATENHA CHCTeMa, OBODEIH, TECTHCH, HS



cppiie. TOKCHYHOCTTa [0 OTHOLIGHUE Ha TAPTETHHTE OPTamy [pH XUBOTHH € CXOLHA C
TasW, NpeH3BHKAHA OT APYTHTE ChAbPXKAIIR IUIATHHA JieKapeTsa K JHK-
YBpEeXKIAINUTE, IUTOTOKCHYHE MEIMKAMEHTH NOM3BAHM B JICUCHUCTO Ha 3/I0KAUCCTBOH
3a6oNsBaHMA TpE Xopa. Vskmoduenue mpaBaT eexTHTe BBPXY Cbpuero. Te ce
HAGIIONZBAT CAMO IpH KydeTa M BKIEOUBAT ENEKTPO(QM3UONIOTHYHM HApYINCHHSI C
JIeTANHO KaMepHO MBxAeHe. KapIuOTOKCHYHOCTTa e IpHeMa KaTo cnenuduina 3a
KyueTa, T'hit XaTo ce HaGIIOfaBa CaMO TIPH TAX, M Thil KATO UACHTHYHN JIO3M Ha TE3H,
KOUTO MpPEeAM3BUKBAT JIETATHA KapAKOTOKCUYHOCT IpH Kyyera (150 mg/m?) ce moHacAT
nobpe oT xopa.

IIpeqIMHAYHATE IPOYYBAHMS, W3BBPIICHN BBPXY CCTHBHHTE HEBPOHH Ha IUILXOBS
IpEANONAraT, ue OCTPUTE HEBPOCEH3OPHA CHMITOMH, IPHYMHEHH OT OKCANHIIATHHA,
MOTAT Ja ObIBT CBLP3aHM C B3AUMOJCHCTBHS C BOITAX-3aBHCHMUTE Na-xanang.

OKcaJIMINaTHHA € MYTaredHa ¥ KIacTOTeHHA IPH TEeCTOBE, NMPOBEACHH C KICTKM OT
GosafiEMum ¥ nOposeaBa eMOpHO-(peTanHa TOKCHIHOCT NP IUTBXOBE. BeposTHO
OKCANKMIUIATHHA € KAHIGPOTEHHA, BBLIPEKH Y¢ M3NUTBAHUA 33 KAHLEPOTCHHOCT HE ca
OUIIH M3BBPIICHH.

6. PAPMALIEBTHYHU JAHHU
6.1.CoMchk Ha NOMOLTHATE BeNecTRa
3a ¢raxon ot 50 mg:
Lactose monohydrate 450 mg

3a ¢uaxon ot 100 mg:
Lactose monohydrate 900 mg

6. 2. Pu3nKO-XMMHUIHH HeCHBMECTHMOCTH

- HUKOI'A na Hece M3ION3Ba B KOMOHHAIKA ¢ AJNKANHY JIEKAPCTBA MIIM Pa3TBOPH (m
[O-CHENMANHO pPasTBOp Ha S-(Iyopoypalii, ajKalHE DPasTBOPHLTPOMETaMON H
ChIBPXAIy (OJMHOBA KHCENWHA JEKAPCTBEHHM MPOAYKTH, B yaiTO CBCTAB ¥Ma
TPOMETAMOJ KATO HOMOIUHO BEIECTBO).

- HUKOT A pa He ce pa3Tsaps WM paspexkia ¢ ¢ pasTBOPHU Ha XJIOPHIHL.

- HUKOT' A ma ye ce cMecea ¢ Apyry JIEKapCTBEHM NPOAYKTH B ¢iHa ChIlla
nHpysuonHa nuHES (BEX T.6.6 MHCTpYKIME HpH ynorpeba M [O-CHOELMATHO UpPH
eIHOBpEMeHHATA ynoTpeba ¢ honuHoBa KACEJINHA)

OXCaTHIUIATIHA MOXKe Ia C& PA3PYILH NPH KOHTAKT ¢ anymmduit. [Ipucnocobnenus or
anyMuHEE He TpAGBa Ja Ce U3MON3BAT IPH BHBEKAAHETO Ha OKCAIMIIIATHHA.

6.3. Cpox Ha roJHOCT
3a NeKapCTBEHMS NPOAYKT B OPHIHEAITHA ONAKOBKA: 3 TONAHY

32 IPHCOTBEHHS Pa3TBOP B OPUIWHATHEA (IaKOH:
OT MEKpOOHOJIOTMYHA ¥ XHMMHYHA THEAHA TOUKA Taka HOJYICHHIT Pa3TBOP TpsbBa xa
ce pa3peliy HeOCPEACTBEHO IPpeaH IPHIOKEHHS.

3a uHGY3MOHHHS PasTBOP:
DU3HKO-XUMEYHA CTaBWIHOCT HA pa3TBOpa € [OKa3aHa 3a 24 daca
mexny 2°Cu 8°C,
Ot MEKPOGHOIIOrAYHA TJIeAHA TOUYKa Pa3sTBOPBT 32 HH(Y3HA TP
BEHHAara.




Axo He ce IpWIOKH He3a0aBHO, BpEMETO I YCIOBHATA HA CHXpAHCHAE NO yrnoTpebaTa
ca OTTOBOPHOCT Ha IPAJIATAIINS JeKapCTBEHHA MPOAYKT. CHXPAHABAHETO Ha PasTBOpa
He TpabBa da ¢ 33 MO-IBJIro OT 24 Yaca NpY TeMIepaTypa 2 no 8°C, OCBeH B CIIyyauTe
KOTaTO pA3TRAPAHETO X Pa3speXAaHETO CTaBaT B KOHTPOJHMPAHM H BaJIMAMPAHH
aCelTHYHH YCIOBHIL.

6.4.Crienianun yciaoBHst Ha CbXpaHeHue:
JlekapcTBEHMA IPOXYKT B OPUIHHANEA OIAKOBKA:
Ia ce cpxpaHsBa IpH TeMIEPaTypa Hoa 30°C.

TIpHrOTEEH pA3TBOP Ha JIEKAPCTBEHKA IPOAYKT B OPATHHATIHUS (hmaxox:
Paspexza ce HEIOCPENCTBEHO HPEAH NPHUITOKCHUE.

PasTBOp 33 HEQY3HA:
chbxpausasa ce mpu Temuepartypa oT 2°C no 8°C He mo-Iparo oT 24 yaca.

IIpenw ymoTpeba ce HpoBepsBa BH3YaaHO. lIpmiarat ce camo GucTpu pazTeopm 0e3
yTaBKa.

JlexapCTBEHHAT TPOAYKT € 3a eOHOKpaTHa ymorTpeba. HeusmomssaHHST pasTBOp C€
H3XBBPIIA.

6.5. Jandy 3a onaxkoBKaTa:

®yaxoE ot 36 ml (CTBKIO) ChC 3alyllanka OT XIOpOyTWI, CBIBPIKANI 50 mg
OKCAJHMIUIATHHA.

®nakor oT 50 ml (CTBKIO) CBC 3amyuraiika OT XIOpOYTHIL,CBABPRKALL 100 mg
OKCaJIAIIATHHA.

6.6.IIpenopbkn npd ynoTpeda [ NpuroxkeHye:
KaxTo mp# BCHUKA HOTEHIMAJIHO TOKCHYHH DAasTBOPH, Pa3TBOPBT Ha OKCATHILTATHH
TpAGBa a ce MPUroTBA MHOTO BHUMATEHO.

TIpenopbku npu ynorpeda

Vrorpe6aTa Ha TO3M LETOTOKCMYEH NPOAYKT OT MENUIMHCKATE CECTPH MM APYT
MEIULUECKE epCOHA] H3KMCKBa OCOOEHO BHMMAaHHE TapaHTHPAlIO 3allMTaTa Ha
HOJI3BANIMS UK 3a00UKATAIHTE Io.

MsrOTBAHETO Ha MEKEKIHOHHATE PA3TBOPH HA UMTOTOKCHYHUTE areHTH TpAOBa 2 ce
V3BBPUIBA OT HOATOTBEH, CTEIMANH3HPAH IEPCOHAN ¢ NO3HAHUA 33 ynoTpebarta Ha
NeXapcTBaTa, TPH YCIOBUS, TapaHTHPAllX 3alluTa Ha OKOJHATA Cpera M ocobeno
3amETa HA TEpCOHANa, paboTemy ¢ Te3H JeKapCTBEHH MPOXYKTH. Hamoxwmrenno ¢ 3a
Te3M eNH Ja € OCHIYPEHO CIEMUAIEO NOMEIIeHre. B Hero e 3a0paHeHo a Ce TyLuE,
e ¥ 1He.

[epcoHansT TpAGBa Na € IONCHIYpeH ¢ HEOOXOMMMHTE MATCPHANH, CHCIHAIHO
NPECTHIKA C ABITY PHKABH, 3AIUTHA MACKH, IIANKH, O, CTEPMIHK PBKABHLH 33
eHOKpATHa YIOTpe6a, 3AIUTHH HOKPHBAJIA 38 PAbOTHOTO MACTO, KOHTEHHEpH K TOpPOH
33 OTHAIBIUTE.

EKCKpeTH ¥ NOBBLPHATH MaTepHy C& OTCTPAHABAT ¢ BHEMAKME.
BpeMenny xeuu Tpa®ea Na u30Arsat 60paBeHeTO ¢ MUTOTOKCHIHU
Beexu cuymed koHTefimep Tpabpa ma Onie TpeTuHpas CBC CE
OLICHABAH XaTO KOHTAMHHHUPAH OTHaIBK.




KOHTaMUHHPAHUAT OTHAIBK CE CHXPAHABA B HOJXOIANO O3HAYCH TBBPA KOHTEHHED.
Buwx no-mony “ OTcTpassaBaHe”

TIpE KOHTAaKT Ha KOHNEHTpaTa Ha OKCAJNUIIATHHA, HA I'HPBOHAYAIHO MPUrOTBEHML
pasTBOp WM Kpa¥iHns WH(pY3HOHEH pasTBOp C KOXATa, He3a0aBHO MACTOTO C€ M3MHBA
oGmwHO ¢ poaa. ITo ChIMs HAUMH Ce IIOCTHIBA IPU KOHTAKT ¢ NTHFaBHIHTE.

Teau Mepku TpsAOBa N2 Ce CNa3paT B ChOTBETCTBHE C MECTHHTE pasnopendu 3a pabora
¢ IHTOTOKCHYHE IPOLYKTH.

Crengainy OpenophKA 33 MPUIOKEHHE

-HUKOT A ga He ce MoJ3BaT HIKEKIHOHET MaTepyall, ChbABPXKaINH aJYMUHUH.
-HUAKOTI'A na Hece HpHiara HepaspereH.

-HUKOTA. 1a He ce pa3TBaps WIH pa3spexna ¢ (U3MONOruYeH pas3Tsop.

-HUKOI'A na He ce cMecBa C OPYrH JNeKApCTBEHH NPONYKTH WM Aa ¢€ IpHiara
¢IHOBPEMEHHO IIpe3 Ha U ChINa HHQY3MOHHA CHCTEMA (cmenmanuo ¢ 5-PY, pasTBOpH
HA OCHOBA, TPOMETAMOJ H (OJMHOBH NpEHAPATH, ChABLPKAMIA TPOMETAMOI KaTO
HOMOIIHO BeInecTso). OKCANUIIATIH MOXe [a C¢ MIPHJIAra 6IHOBPEMEHHO ¢ (POIHHOBA
KHCeNHHA, KaTO Ipemd MACTOTO Ha MIKEKTHpPAHe Ce HOCTaBs Y KOHEKTOp, Taka 1
IBATA JEKAPCTBEHH IIPOAYKTA A8 HE C& CMECRAT B eHA MH(Y3HOHHA JIHHHSA.
@onmHOBATA KECEIWHA CE pasTBapsd C M3OTOHUMHM DPasTBOpH 3a MHGY3us xato 5%
riroko3a, Ho HAKOT'A ¢ dm3nonournyes pasTBop MM allKallHH PasTBOPH.

- A CE npoMue cicTeMaTa Openy MPANarageTo Ha OKCANTUILIATHE.

- A CE H3m071382T caMO IPENOoPbUBAHKETE PAasTBOPUTENH (BEX I10-IONY)

- Ipm ycTaHoBsABaHe Ha YyTalika B DAasTBOpPA, MOCIEHHMAT HE CCE HpMyara H e
VHHIOXKaBa [I0 BCHUKH IPABUIIA 33 BPEAHUTE OTHALBLM (BIOK IO-IOITY)

IIpuroTegHe Ha pasTBOpa

- [IpomyKTHTe, KOKTO MOTAT Ja C¢ M3NON3BAT 33 NPMTOTBAHE HA PAsTBOpa Ca BOXA 32
AHIKSKITAY WK 5% pasTBOP Ha IIIIOKO34. :

- Enoxcatus 50 mg: no6ass ce 10 ml OT pasTBOpHTENs A0 NOCTHIAHE HA KOHLCHTpaH
oT 5 mg/ml OxcCaNHUIIIATHH.

- Enoxcamue 100 mg: mobass ce 20 ml OT pasTBOpHTeNs OO MAOCTHIaHE HA
KOHIIEHTPaIEa oT 5 mg/ml OkcanvIIaTHHA.

OT MHEKpOOHONOrHYHA TJIEFHA TOYKA MOJNYYSHHAT PasTBOP TpabBa Ha ce paspen
HENIOCPENCTBEHO Ipenu ymorpeba ¢ 5% pasTBOp Ha TIIEFOKO3A.

Ilpenn ymorpeba ce IpPOBEpAB2 BU3YAJHO. [IpunaraT ce camo OHCTpH pa3TBOpH 6e3
yTaixa.

PasTBOpBT CE IpPHUiara GAHOKPATHO, HENOCPEACTBEHO CJIEN NPUIOTBIHETO My.
Hen3non3BaHusT PasTBOP Ce U3XBBPIIA.

Paspexzane npeau MHOY3H:
PasTBOpeHMAT NPOAYKT BB (JIaKOH ce paspexna ¢ 250 mo 500 ml 5% pa3rBOp. Ha
[JII0K03a OO HOCTHIaHE Ha KOHIEHTpamums He Io-Hucka ot 0.2 mg/ml grea s
upes HETPABEHO3HA HEQY3UI.

®usnxo- xumuIEa cTabumHocT € Ouna mokasaHa 3a 24 vaca HpH T
2°Cu 8°C.



OT MHKPOOHONOTHYHA W XHMAYHA [JIEAHa TOYKAa TO3W PAsTBOP 32 madysug Tpabsa na
ce IpuoXku HesabaBHO.

AKO HE Ce H3I0JI3Ba BeJHATA, BPEMETO H YCJIOBHATA Ha ChXpaHeHue npexn ynotpeba ca
OTCOBOPHOCT Ha NpHJIATAys NpoAykTa. CHXpaHABAHCTO HA PasTBOPA HE Tpsabea Ha
npeBumaBa 24 waca npu TemmepaTypa Mexay 2°C i 8°C, ocBeH aKo paspexfaHeTo He
ce M3BBPIIBA IPH KOHTPOJNUPAaHK K BAIUAUPAHY ACCOTHYHM yCIOBUA.

OueHeTe BH3YATHO pasTBOPa Tpenu ymorpela. IIpmmaraT ce camo GHCTPH pasTBOPH,
fes HaHHH 3a yTasBaHe.

PasTBOPBT Ce Npwiard CHNHOKPATHO, HENOCPEACTBEHO CHefl MPHrOTBAHETO MY.
Heu3om3BatuaT pasTeop ¢ HIXBBPIIA.

HUKOI'A ma He ce u3moa3Ba (HU3MOJOrMYEH pasTBOD 3a pa3TBAPAHEC WM
paspexiaHe.

Wudyzus:

BLBeXIAHETO Ha OKCAJTMINIATHHA He H3MCKBA NIPEABAPUTENIHA XUAPATAIMS.
OxcanuniaTiH ce paspexya ¢ 250 1o 500 ml 5% pasTBOp Ha INIFOK032 3a XOCTUrAHE Ha
KOHIEHTpalua He mo-Hucka or 0.2 mg/ml, @ oc BbBEXMAA B neputepHa BEHA HIH
IleHTpaJIeH BEHO3¢H IBT B NPOXBIDKEHHe Ha 2 A0 6 uaca. Koraro oxcanumnaTuHa c€
npwiara ¢ 5-¢uyopoypanun, HHQY3uATa ¢ OKCANUIIATHHA TpaOBa Ha mpemxoXxna Tasu

ga 5-duryopoypanai.

OTtcrpaHgBane Ha OTHAABIHATE!

OCTATBYHE KOIHYSCTBA OT JICKAPCTBEHUA HPOAYKT, KAKTO U BCUYKH MATEPHANH, KOUTO
ca GmIY H3MOJI3BAHE IPU IPUTOTBAHETO, PaspeXaHETO H BHBEXIAHCTO TpabBa Jma ce
VHMIOKABAT HOCPEACTBOM CTAHAAPTHHTE GOJNHKHYAY OpOIenypH 3a NUTOTKCHYHM
AreHTH, B CHOTBETCTBHE ¢ HapenOuTe 3a OTCTPAHABAHE HAa BPSAHH OTIAIBIH.

7. IPUTEKATEJ HA PASPERIMTEIHOTO 3A YIIOTPEBA
SANOFI — AVENTIS FRANCE

1-13, boulevard Romain Rolland

75014 Paris, France

8. PETUCTPAITMOHHEH HOMEP
Eloxatin® 50 mg — 9900277 ; Eloxatin® 100 mg — 9900276

9, JATA HA IIbPBO PA3PENIABAHE 3A VIIOTPEBA HA JIEKAPCTBEHHI
IMPOJAVKT
Eloxatin® 50 mg — 30.08.1999 ; Eloxatin® 100 mg — 30.08.1999

10. IATA HA ITOCJIEAHA PEJAKITHA HA TEKCTA
®eppyapu 2007
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