
KPATKA XAPAKTEPI{CTI4KA HA fIPOtrYKTA

1. HAIIMEHOBAHHB HA TEKAPCTBEHI4'I fIPONYKT
ELOXATIN 50 mg powder for solution for infusion
EJf OKCATI4H 50 mg npax 3a nucpy:uoHeH pa3rBop

ELOXATIN 100 mg powder for solution for infusion
EIIOKCATI4H 100 mg npax sa uu$y:uoHeH pa3rBop

2. KAqECTBEH I4 KOJII4I{ECTBEH CbCTAB
Bceru SraxoH c:bA'r,pxa:
Orcarnnraruu (Oxaliplatin) 50 mg
3a 1 ml or rpnrorBeHuq piBrBop - 5 mg/ml
V

Orca.nnuarrzH (Oxaliplatin) 100 mg
3a I ml or npr4rorBeHar pa3rBop - 5 mg/ml
3a noiltouturzre Be[tecrBa era)r r.6.1

3. JIBKAPCTBEHA @OPMA
llpax :a nuSysuoueH pa3rBop
Bsn wtu noLrrn 6rn ,raoSuln3hpaH [pax
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KHceJrHHa (FA) ce n3noJr3Ba rplt:
III (Duke cralwir C), cre4 n'brrHo

4. KJIUHI4IIHI{ XAHHII
4.1. TepaneBTrrrrHrr rroma3aHufl
Eroxcarus e xoNa6huaurzr c 5-drnyopypauun (5-FU) n SolnHona
- aAroBaHTHo JreqeHne Ha Kapqr4Hona Ha 4e6e,loro qepBo, cra4uit
oTcTpaH.{BaHe Ha nbpBr,tLtHhr ryMop;
-,rreqeHHe Ha MeTacTaTuqeH KonopeKTzureH Kapua HoM.

4.2. [o:upoBKa rr HaqrrH Ha [prrJroxeHue

CAMO 34 B b3PACTHI4

flpenopr,vureJrHa A03a

flpenoprvr.rrerHara Ao3a 3a Erorccarnu rpu aAroBaHTHo JrelreHr4e e 85 ^gl^2 r,rHTpaBeHo3Ho Ha
BceKH ABe ceAMHqr.{ :a l2 uurcr,,ra (6 Nleceqa).

flpenopt,uure,rHara Ao3a Ha
1

85 mg/m- nHrpaBeHo3Ho
HetIpHeMJIHBa TOKCLIT{HOCT.

ErorccarnH rIpH nelreHue Ha MeracraruqeH KonopeKTzureH Kapur.rHoM e

Ha BceKu ABe ceAMHuH Ao npofpecupaHe Ha sa6o,trsaHero HJll.r

,{o:rzpoarara rpa6ea Aa 6r,Ae onpeAeneHa B 3aBucHMocr or noHocHMocrra.
(eaN 4.4. "l lpe4ynpexAeHur 14 crelluzurHn rrpeAna3Hn MepKr{ npu ynorpe6a")

E,roxcaruu rpn6na Aa ce Br,Be?KAa BrrHarrr lrpeAr.r Qnyoponnpr{Mr{ArrHure (5-FU).

Orccarun,'IarHH ce BT,Be)r(Aa B [poAbDreHr4e ua2 Io 6 \aca B nHTpaBeHosHa uuSy:us c250 Ao 500
ml 5o/o pa3TBop Ha rJIIoKo3a, TaKa qe Aa ce AocTHfHe KoHUeHTpaI-luq Me)KAy 0.2 mglml u 0.70
mg/ml; 0,70 mgiml e Hafi-encorcara KoHueHTpauHq Ha oKcalJrnrrJrarr4H B Kr.rnHr.rr{Hara rrpaKTrjKa 3a
oKJlcaJtlrnnarr,rH B Ao3a or 85 mg/m'. Vln|ysuna ce oc'burecrBrBa qpe3 uepa$epeH Hnu LIeHTprLrreH
BeHo3eH nbr rro eAHo H cr,ulo BpeMe c uHQy:rzrra Ha cponuHoBa KHcerHHa, pa3TBopeHa B orAereH
cat< c 5%o rItoKo3a, B [poAT,nxeHhe Ha 2 lo 6 qaca, H3rroJr:aafirca Y-Illuuvtn, nocTaBeHa BeAHara

npeAH Mrcroro Ha uHdlv:Hrra.



Teeu 4aa JIeKpacrBeHI,r npoAyKTa ne rpr6sa Aa ce rconr6uHupar eAr4H Lr cr,ru un$y:HoHeH caK.
@oruuoeara KhceJIHHa He rpx6na Aa cr,Abpxa rpoMeraMoJr Karo [oMourHo BeurecrBo r.r rpr6na 4a
ce pa3peAH caMo c 5oh uzorouuqeu pa3TBop Ha rJrroKo3a, HHKora B rurKaJreH pa3TBop Hnv HalpveB
xnopuA unH cbAt'p)Kaula xnopnA pa3TBopH. Orcca-rnn,rarr{H ce npunafa ocHoBHo n xou6zHaqu.a
cbc cxeMu Ha reqeHne Karo rpoAT,JI)KHTeJrHa rzHQy:ur c 5-$nyopypaqr4Jr. llpu cxevara Ha
JIeqeHHe [pe3 ABe ceAM14lll4 5-$nyopyparlHn e rrpunaraH Karo 6onyc Lt [poAr,J.r]Kr4TeJrHa nn$ysrar.

Cnequanuu rrorryJrarlrru

flaquenur c HapyueHa 6n6pevua Qyurcqua:
flpu naquerrru c facrpor4HTecrHHzlJreH paK rz c pa3nuqHa creneH Ha HapyuaBaHe Ha 6r,6peuuara
QlYHrcqzr, neKyBaHI4 c Elorccarnn (2 uaca IV rzHQy:ur zcercn 2 ceAMurrh 3a MaKchMyrra or 12
qurt,ra) e rona6uuaqraq c 5FUiFA (FOLFOX), E,rorccarnu oKa3Ba MHHrrMzurHo KJtI.rHHr{Ho Brrr4sl:ae
B'bpxy 6l6peuuara Qyurcqar, Koero ce [pocneAf,Ba r]pe3 cperHlfl Kpearr4HHHoB KnHpbHc.
Elorccarun oKa3Ba MHHHMuuIHo KJn{HprrrHo BrrwflHae BT,pxy 6r,6pe.rHara $yHrcqu.a, Koero ce
flpocneAqBa q pe3 cpeAH r.rr KpeaTr,r HprHoB rur}tpbHc.

Pesymarure orHocHo 6e:onacnocrra Me)KAy rpynuTe [aur4eHTU ca noAo6ul.r. Brrrpexu roaa,
npoAT'n)KI4TeJIHocTTa Ha eKcno3uUI4qTa e 6una no-KpaTKa npH narlaeHTHTe c 6t6peuHo
HapyneHHe. Cpe4uara npoAbn)KHTeJIHocr Ha eKc[o3nr-lws, e 6uta 4,6 w 3 quxua cborBerHo rrpH
JIeKo, yMepeHo u re)KKo 6t6pevuo HapylxeHl4e. f lpu naqneHTH c HopMalHa 6r6pevna SyHrqur,
cpeAHara eKcno3HUHt e 6una 9 Uuxr,la. lloseqe [arII4eHTH ca npeKbcHruta reqeHuero rropaAu
HexerlaHu neKapcrBeHn peaKuua B fpyrrnTe c 6t6peuuo Hapy[eHue. HaqalHara Ao3a Ha
EloxcaruH e6uta HaMaJIeHa ua 65 mg/m2 npu naqueHThre c re)KKo 6r6pevHo HapyueHHe.
flpn naqueurHre c HopMuIrHa 6r6peuHa QyHrcqr.{r HJIH JreKo Ao yMepeHo 6r6pevuo HapyueHhe,
[peropbqaHara Ao3a EroxcaruH e 85 mg/m'z. f lp, rtauaeHTu c re]KKo 6r6peuHo HapyrxeHge,
npenopr,ql 'ITer' lHara HaqanHa go:a rpr6na 4a 6r4e HaManeHa Ao 65 mg/m2 (nuxre roura 4.4).

f laqueuru c qepHoApo6Ho uapyueHue:
flpu Qa:a I npoyvaaHe, BKJIIoqBaura narrueHTh c pa3rur{Ha crefleH Ha qepHoApo6Ho Hapyureuue,
LlecToTara I{ Te)I(ecrTa Ha qepHoApo6sure HapylxeHHr BeporTHo ca cBr,p3aHH c pa3Br4Tr4ero Ha
sa6orqeaHero H HapyueHu LlepHoApo6ur.r $ynrcqnu Karo ocHoBHH napaMerpu. He e Heo6xoAHMo
Kopl' lfHpaHe Ha Ao3oBHfl pe)KuM npu flauaeHrn c a6HopuHH rrepHoApo6Hrz QyHrcqHoHa,.rHH TecroBe
ycTaHoBeHu rrpu rur LrH r,tq HoTo [pocneAsBaHe.

flaqueurn B HarrpeAHaJ'ra Bb3pacr:
He e Ha6nroAaBaHo rroBnlrraBaHe Ha ocrpara roKcHqHocr Ha EloxcaruH npu H3non3BaHero My
Karo MoHorepanht vIrr4 B rcou6usaqua c 5-$,ryopypaur4n (5-FU) rrpa naqlreHTv Ha Bb3pacr HaA
65r. C-rre4oBareJlHo He e Heo6xoAHMo cneuniurHo aAa[THpaHe Ha Ao3ara npr] laqueHTa B
Har]peAHana Bb3pacT

fle4uarpu.rHr{ rrauHeHTr.l
HqNaa norcasaHvIfl 3a ynorpe6a Ha oKcuurunnaraH npn 4eqa. EQexrr4BHocrra Ha oKcuurun,.rarhH Karo
MoHorepa[LIq IIpH rteAuarpnlrHr4 [aur4eHTH cr,c conr4AHH TyMopH He e 6r,ra ycraHoBeHa.

Haqus Ha rrpHJro)KeHrre

E,rorccaruu ce BbBe)KAa qpe3 HHTpaBeHo3Ha uusy:ur.

llp nloxeHuero Ha El orccarun He u3ucKBa xr4fiepxuAparar]Hs.

Erorccarns ce pa3pe)KAa c 250 ao 500 ml 5%o pa3TBop Ha fJrloKo3a, TaKa q€ Aa ce AocrhfHe
KoHueHrpauH.fl He rto-HHcKa or 0.2 mgml w rpx6za Aa ce Br,Be)KAa uuQyrr.rouuo e nepusepeH Hnr,r
ueHTpaneH BeHo3eH ntr. E,lorcarnH uH$y:uflTaB:'z.Ha.rt rpa6na Aa ce BbBe)KAa npeAu ragrz ua 5-
FU.



f lpn nonaqaHe u3Br,H cbAa, npuJrafaHero ce rrpeKr,cBa BeAHara.

I4Hcrpyrquu sa ynorpe6a
E,rorcaruH rp.a6na Aa ce pa3TBopr.r u cneA Koero Aa ce pa3peAr{ npeAu ynorpe6a. Cavo
npeflopl,qaHl4Te pa3peAl4re,ru rpr6ea Aa ce H3[on3BaT 3a pa3TBap{He U nocJreABarqo pa3pexAaHe
Ha ruo$urn3vpaHwfl, npax (eux 6.6. klncrpyKunn 3a ynorpe6a/nphnoxeHueJ

4.3 IlporunoroKa3aHuq
E,'rorccarzH e nporhBonoKa3aH trpu nauueH.ru.r, KoHTo:
-  ca C AaHHH 3a CBpbXLIyBCTBHT€J' IHOCT KbM OKCZUIH|IJIaTLIH H K1'M I IOMOUIHI4Te BeUleCTBa.
- Kl,pM.tIT,

-  HMar cytrpecl ' l f l  Ha KocrHHf l  Mo3r,K npeAn 3aroqBaHe Ha r lbpBu.f ,  Kypc,  nplr  6pof i  Ha

Heyrpo$u,r l r  te < 2.t09 t l  u I  unvt rporulouarure < 100. tO 9l  t .
- HMar neprzc,fepua ceH3opHa HeBpolaruq c QyuxquouanHo yBpelKAaHe [peAH rr,pBr.tr Kypc Ha
IeqeHHe,

4.4. IlpeaynpelnAeHufl r.t c[equaJrHrr rrpeArra3Hu Mepnrr npr.r ynorpe6a

E,loxcarliFl rpr6ea Aa ce n3non3Ba caMo B crrellnrurr43vpalzr orAereHuq rlo oHKoJroruxurpx6ua ga
ce [pHIIafa IIoA HaonrcAeHHeTO Ha OnI4TeH KJIHHUUHCT-OHKOJTOT

f lopaArz ofpaHnqeHara nu$opnarrys.3a 6esonacHocrra My npn narrueHTa c re)KKo HapyueHa
6t'6pevr-ra $yHrcqan, nphnaraHero Ha EnoKcarus 6w cneABnno Aa ce o6lrncJrh cneA floAxoAqu{a
oUeHKa Ha cborHotueHl4ero no,r:a/pucrc 3a naUHeHTa. B resH cJIyqaH cTpHKTHo ce cneAH
6t6peuuara Syuxqr.rr 14 flpefiopr,r{vrerHara HaqzurHa Ao3a oKcrlrurrrarrr4H e 65 mglm2 (enxre
ro.trca 4.2).

f laqueHrnre c AaHHH 3a arepfur.rHH peaKrluu KbM ApyrH cbeAnHeHta-q Ha [narr4Hara, rpt6sa pa
6r'gar [ocraBeHu noA HenpeKbcHar KJnrHuqeH KoHTpon. AreprnvHrz peaKuHH Morar Aa Hacr.bnrr
no BpeN,re Ha BceKH urlKbn. B c,ryuafi ua aHacpnlaKTHLrHH peaKuHH xrlr EnorccaruH, lruQy:urra
rplSsa BeAHara Aa ce [peycraHoBLr A Aa ce 3a[oqHe noAxoAflu-lo cuMnroMaruqHo ,qelreHue.
Br,:o6HoeqeaHe Ha BbBe)KAaHero Ha ElorccaruH e nporuBorloKa3aHo.

B cnyvaft Ha eKcrpaBa3zllrHo noraAaHe Ha reKapcrBeHr4r npoAyrcr, nH$y:uxratpt6za He:a6asHo
Aa ce npeycraHoB14 It Aa ce [peA[pr4eMe o6n.{afiHo JroKrLr]Ho cr4MnroMaruqHo rer{eHr4e.

Heo6xo4nv e crpor- KoHrpon orHocHo flo.qBara Ha cnMrrroMr4 Ha ceH3opHa neprz$epHa
HeBponot-HqHa roKcuttHocr Ha Erorccaruu, oco6euo, npa eAHoBpeMeHHo npr4no)KeHue c Apyru
J'IeKapcrBeHH lpoAyKTH clc cneqa$Hr]Ha HeBporoKcr,rqHocr. HeepolorzlreH flpemeA rpa6ea ga ce
npoBeAe flpeAr,r 3anor{BaHero Ha Bcf,Ko BbBe)KAaHe, a CneA TOBa Aa Ce npaBH nepHoAHqHo.

flpa naqueurv, npn Kottro ce ua6nrcAaBa ocrpa ,raprzuro-$apnHfeaJrHa Au3ecre3ur (nux 4.8) no
BpeMe Ha vilv HtKonKo qaca cJ'leA 2-\acosara uu$y:nr, cneABaulara unSyzun Ha oKcaJrHrrJrarr,rHa
rpa6na Aa ce npoBeAe c [poAt,JI)KHTeJIHocr noBeqe or 6 qaca. 3a aa ce npeAorBparg TaKaBa
Atj3ecre3uq e ueo6xoAuMo Aa ce nHQoprraHpar [aqHeHTHTe, qe e seo6xoAHMo Aa nz6srsar
u3JlafaHero Ha cryAeHo u Aa u3K,rrroqar cryAeHa xpaHa H HanurKH no BpeMe Ha vr\ HTKOJTKO qaca
cneA f lp f inar  aHero Ha E,roxcarnH.

llp, Bb3HHKBaHe Ha HeBponoruqHr4 cHMnroMr.r (napecreaun, 4u:ecre3r.rlr), rtocJreABauloro
KopHfHpaHe Ha Ao3hre ua E.norccarHH rpr6aa Aa ce HanpaBr4 B 3aBncnMocr or rrpo.4bnx(hrenHocrTa
H TeXeCTTa Ha HeBponofltLtHr.ITe cKMTTTOMI4:



- B CilyLlail, qe ctrM[TOMHTe npolbn)KaBa.t. froBelre oT ceAeM AHH
cneABaulara Aosa oKcrurH[r'rarHH Ce froHH)KaBa or g5 ua 65 melm2
aa 7 5 mgl m2 (aArceaHruo,re.re1rae).
- B cttyuail '  LIe rlapecre3l4HTe, Kol4To He ca cbnpoBoleHz or $yHrcUHoHnJ,rHtr HapyureHg,
flepcHcTHpar Ao creABaulut UHKb'rl, cneABaulara Ao3a oKcaJrzfi,rtarl lH rp.a6aa Aa ce HaMalrrz or 85Ha 65 mglm' lnaeracrarhqHo JreqeH ue) u,u na 7 5 mglm2 (agronaurHo neqeHlre),

- B clyuafr, qe [apecre3HHTe aa cb[poBoAeHn or $yurcqnoua-nua HapyrxeHgq v
flepcHcThpar Ao cneABaU]Ht IIHKT,JI, npHnoxeHueTo Ha E,'IoxcaruH 1;px6ea Aa 6rAe
npeycraHoBeHo,
- [pH oT3Byr]aBaHe Ha Te3H cllMrlToMa cneA cnHpaHe Ha JIerreHHeTo c ElorccarnH, Mo)Ke
orHoBo Aa ce ' 'p'crbnH K',M sr'go6HoessaHe Ha reDanurra.

flaqneHrure rpr6na Aa 6Trar n'SopruupaH,, qe cneA npeKbcBaHe Ha JreqeH'ero, e Bb3Mo)KHo
nepcHcrHpaHero Ha cHMtlroMI4 :a nepn$epHu ceH3opHH HeBponaruu. floxatw3HpaHa, yMepeHa
fiapecre3l'rq flnu [apecre3:afl, ttpu\pyx(eHa or QyurcqrzoHzutHrl HapyrxeHzr Morar Aa flepc1rcrgpar
3a noBeqe or 3 ro4aun cneA [peKbcBaHe Ha aAToBaHTHOTO reqeHhe.

rlpu:uaqa fi chMnroMH Ha ct' lHApoMa Ha peBep3a6unua nocrepHopHa neBKoeHueQa,ronarur(RpLS,
ro3Har cr't l lo Karo PRES' cHHApoM Ha rtocrepnopHara penep:a6urua eHqeQanonarnr) Morar Aa6r'4ar maeo6orlae' npoMeHeHa yMcrBeHa 4efiuocr, ,,pu,rraAbqH, 3pHTenHh npoMeHH- or 3aMbfneHo
BH)KAaHe Ao cJlelora' cBt'p3aHa HJIH He c xHneproHur (auxre roqKa 4.8). 3a [ocraBrHero Ha
AHafHo3a RPLS e ueo6xo4zuo norBtp)I(AeHXe epe3 o6pa:Ho H3cleABaHe Ha Mo3r,Ka.

crorraauHo-qpeBHara roKctrr{Hocr, Kotro ce npoqBtBa c raAeHe H rloBpr,qaHe, ee oBnaAqBa
npoSralanruwlo vlluru repaneBTHIIHo c aHTr,r-eMerr..tqHa repanun (nzN 4.8. ,,Hexe,,raHa 

peanqun,,).
lexu4paraqz r, IIapulnHTI]qeH L'IJIeyc, r4HTecrHHuL,rHa oKJry3Hr, xlrrroKzurueMr4fl, ruera6olurua
aqnAo3a rz 6t6peuno HapyureHhe Morar ga 6rgar npoBoKHpaHH or re)KK a A1apv, ulun,,
noBp'brrlaHe, oco6eso npu rcotr6uHa\r4flTa Ha ElorccarnH c 5_ FU.

rpn xenaaronofHqHa roKcHrlHocr (4or<aaaua qpe3 u3MepeHu 6agoeu croiluocru Ha KpbBHH KJrerKH,
Harp Heyrpocpn,rrz <1,5x1 09 11 ̂ r^ rpou6oqvtru <75x109/l;, ce rorBr4 cneA npoBeAeH Kypc Ha
Tepalr4fl vrv e HannLIe MHenocynpecus [peAH Haqaroro (l xypc) or repa[rzrra, [punaraHero Ha
cneABaull4t vnw nbpBt4fl IlhKt'JI or repanztra rpr6aa Aa ce orJIo)KH Ao Bb3craHoBrBaHero Ha
TIpHeMIHBPI croiiHocru Ha KpbBHI4Te rloKa3are,ru. llt,rHa Kp:bBHa KaprHHa c 4nQepeHqr.iuurHo
6poeue rpr6na Aa ce HanpaBI4 npeA, Har{aJ'roro Ha JreqeH,ero H cborBerHo rrpeAa BceKH cJIeABau,l
Kypc.

f iaqueurure rpr6ea cBoeBpeMeHHo Aa 6tAar uu$opnlrzpaHV 3a
floBpbulaHe, ruyrco:nrlcroMarfiT H Heyrpo[eHr4fl enel lpHnaraHero
MOXE JIEKYBAUTHfl NEKAP BCAHA|A AA 3AIIOIIHE NOAXOAflUIO JIEqEHHE
C1,CTOfiHI4t.

Koraro Eroxcarnu ce xona6uuupa c 5-$nyopoyparlun (c wnn
o6HqafiHoro Kopr,rrHpaHe Ha Ao3ara rropaAu ToKcatrHocrra Ha

Lt ca npL,rApy)KeHH or 6o,rrca,
(veracraravHo leqeuae) ulu

pr4cKa oT norBaTa AVApVfl,
ua Erorccarua 1S-FIJ, sa ta
3a oTcrpaH{BaHeTO Ha Te3H

6er $onuuoBa KhcerHHa), ce npulara
5-Snyopoypaqun.

flp' [otBara Ha ttyt<oslrr/croMarltr c vlrv 6es HeyrponeHr{fl, nocneABauloro JreqeH,e c
oKciUlH[naTI'IH ce oTnafa Ao B1'3cTaHoBtBaHeTo oT MyKo3ttT/cronaarnr Ao creneu I ulu
rro-MulrrKo u/unu 6ponr Ha neyrpoQnJrure e > I .5 x 10e /1.

B c'ryuafi Ha rexra/>xHBoro-3acrpauraBaura Atapufl, re)KKa HeyrponeHul (ueyrpoSr.r"lra <lxl0 
9/l 

;
I '{JIH Te)KKa rpovr6oqnrorleHnt (rpov6orlrzra < 50x1 O9ttS, neqeHaero c E,rorcarnu rpr6aa na ce
rlpeKparH Ao notBara Ha nogo6peH:ae vilv HaMUpaHe Ha peueHHe, Ao3ara Ha reqeHHe rpl6ea 4a 4eHaM€LIIH or 85 ua 65 mglm2 (veracraruvHo leveune) t4tv Ha 7 5 mglm2 (aAroaaHrHo leqeune). rcaro
AorbnHHrenHo ce KopHrhpa H Ao3ara Ha 5_QnyopoypauHn.



B cnyqai4 Ha HeflcHH pecnlrparopHr4 cr4MrrroMu, Karo He[poAyKTHBHa KauJIHIra, AucnHefl,
KpenaTapauu xpunoBe, utu za6ete-rKrlMn Ha peHTfeH nynMoHapHLr rzHSv,rrpaqldu, upn,rraraHero

ua E,rorcaruu rpn6va Aa ce [peK'r,cHe, AoKaro rrpoBeAeHure r43cneABaHur orxBbpnrr HzLIIHqIIe Ha

HTepcrr4uua!.ruo 6ero4po6Ho ga6olsBaHe B HanpaBeHr4Te cneA ToBa [ynMoHaJIHH uHSurrpaqHlr
( e n x . 4 . 8 )

B cryuafi Ha orKnoHeHuq or HopMara Ha pe3ynrarnTe or vepuo4po6nnTe recroBe HnH nopr€LnHa
xnneproHr,u, Koero He e B pe3ynrar Ha qepHoApo6Hure Meracra3n, B MHofo peAKa cnyuaw 6u
MorJ.ro Aa ce flpheMe, Karo Hapyu]eHue Ha qepHoApo6uara $yHrcqna, BcJIeAcrBHe Ha BKJI[oqBaHero
Ha TOBa neKapcrBo.

3a ynorpe6a or 6penaeHHh xeHH, er.rx roqrca 4.6

lesororcnqun eQerru ca Ha6,rroAaBaHH trpn oKcarrurrJ'rarnH no BpeMe Ha KJrrHrlqHH npoyqBaHnr.
CreAosarerHo [auHeHTr4Te or Mr,]r(KLt po4 rpr6ea Aa 6r,Aar nHQoprrarlpaHlr, qe n panaxure ua 6
Mecella cJreA JreqeHuero He rpr6sa Aa craBar poAnTerr, I.r Aa tlorbpc.flT cT,Ber 3a KoHcepBHpaHe Ha
cfrepMa IIpeAr.r 3aloqBaHe Ha reqeHueTo.
flo epeve Ha J'reLreHnero x(eHHTe He rpr6aa ga :a6penreHrBar r{ 3aroBa rpr6sa H3noJ'r3Bar
e$errra e H r.r KoHTparlenrr.r BHH M e pK H (nrax< r. 4. 6).

4,5, B:aumo4eiicrBrq c Apyru JrerapcrBeHu rrpoAyKTH rr Apyru Qopmu Ha
ssauMoleilcrsHe.
flpu narlueurn, KoHTo ca nonyqHnn eAHoKparHa Ao3a 85 mg/m2 ElorccaruH, HenocpeAcrBeHo
npeAu npunafaHero ua 5-$ryopoypaqHr He ce ycraHoBflBa npoMrHa B KoHrreHTpauusta sa 5-

$nyopoypaurar.

flprz npoyueaHtfl Lr:e' Brlrpo, He e ycraHoBeHo ct,ulecrBeHo pr3MecrBaHe ga ElorccaruH or Mecrara
Ha cBbp3BaHe c frJra3MeHHTe [poTeHHr,r oT cTpaHa Ha cneAHuTe neKapcTBeHr4 rrpoAyKTH:
epHTpoMHrIHH, CaJrHLlHJraTH, fpaHHCeTpOH, rraKJrHTaKCer n HaTpHeB BaJrnpoaT.

4.6. BpeueuHocr H Kr,pMeHe

[o rtotr.teura HflMa AaHHK orHocHo 6e:onacuara ynorpe6a Ha oKcillurJraruH npn 6petreHHu )KeHh.
Brg ocHoga Ha rIpeAKJlHHH.{HH npoyrlBaHlrq ce cr{HTa, qe ElorcaruH BepotrHo HMa lerales ulvr:-tu
TeparoreHeH e$ercr Bbpxy rrr.roAa B [penopbrraHnre repa[eBTHr{HLr Ao3r4 rl cJreAoBareJ]Ho e
nporuBonoKa3aH tro BpeMe Ha 6peveHnocr. flpn,roxeHuero Ha neKapcrBeHraq rrpoAyKT e
Bb3Mo)KHo caMo aKo [aur4eHTbr e Harrr,JrHo ltH$opvnpaH 3a cbulecrByBauure pr4cKoBe orHocHo
6peneHuocrra tz [peABapr4TeJrHo e A€Lrr cBoero cbfJracae.
Kaxro H npr.r Apyrn rrHToroKcHrrHH areHTH noAxoAsurn KoHTpaue[TuBHr] MepK].r rpr6ea 4a ce
B3eMar no BpeMe H cneA cnlrpaHe Ha repanarra B nepuoA or 4 naeceua rrpH xeHhre n 6 neceqa npu
Mb)KeTe.

Krpnaeue
Hrvra npoyuBaH14r orHocHo eKcKperrnrra Ha neKapcrBeHHr rIpoAyKT B Kr,pMara.
KtpueHero e npornBonoKa3aHo rro BpeMe Ha JrelreHhe c ErorccarnH.
Oxca,ranraruH Mo)Ke ra vua aHrr't $eprnleH eSercr (srax 4.4).

4.7. Bttns,vue Br,pxy cnoco6nocrra ra ruoQupaHe rr pa6ora c MarrrrrHrr
Hrua npoyqBaHuq orHocHo e$exra Bbpxy cnoco6Hocrra ra uro$upaHe H pa6ora c MarrrnHh.
Br,npercu roBa, JIeLreHHero c oKculrrHnJraruH Mo)Ke Aa AoBeAe Ao yBeJrHqeH pr-rcK or 3aMarHocr,
raAeHe u floBpbulaHe, H Apyfu HeBponofHrrHu chMnroMr.r, Kotrro et:geficrear B],pxy noxoAKara H
paBHoBecr.{ero H Aa [oBJrhqqr neKo uJrH B yMepeHa creneH BT,pxy cnoco6nocrra :a ruo$upaue n
pa6ora a Marrrr{HH.

Hapyrueunr B 3peHlrero, B qacrHocr BpeMeHHa aary6a Ha 3peHHero (o6parrarr.ro crreA rrpnrurroqBaHe
Ha repaflHtra), voxe Aa noBraqr BT,pxy cnoco6Hocrra :a ruo$upaHe H pa6ora c MauHHH.



Cre4onarelHo nauneHTnre rpa6na La 6r1ar [peAynpeAeHV 3a noreHquarlHr.rr e$ercr Ha re3u
cr6vrwq Br,pxy cnoco6Hocrra sa ruo$npaue n pa6ora c Marrrr.rHH.

4.8.Hexe,raHu JreKapcrBeHrr peaKrlrru.
Hafi-'Iecro Ha6,rro4asaHnTe He)KeJraHr,r neKapcTBeHr4 peaKunH no BpeMe ua xou6uHprpaHoTo
neqeHHe Ha oKciulHrIJIarHH c S-FU/FA ca: croMauHo-qpeBHn (Auaput, raAeHe, rroBpr,ulaHe Lr
nyrco:ur), xeMaroJrornuHu (ueyrponeHr{fl, rpolr6ouuroneuua) H HeBponornuHu (cl<;rpu, Ao3o-
KyMyJIaTHBHIz n nepra$epHll ceH3opHI4 HeBpo[aruw). Hafi-o6ufo re3u crpaHzqHu p€aKr-lt4v ce
cpeu{ar no-qecro H ca no-Te)KKq npv [pHJraraHero Ha oKczlrrnnJrar]iH n xonr6uHaqa.s c 5-FU/FA,
orKoJrKoro caMocrorre,ruo c 5-FU/FA.

.{ecrorara Ha o[hcaHlrre lo-Aony He)r(eJraHr.r neKapcrBeHa peaKuaa ca noryqeHu no BpeMe Ha
KJII'IHHIIHH fipoyqBaHHt npoBeAeHH rIpH MeracraraqHo r.r aAroBaHTHo JreqeHHe (nx-urcunau1o 416 u
1108 naqneHTh, neKyBaHu c oKciL'IHnr'rarHH a 5-FU/FA) u or nocr-MapKeruHfoB onr.{T.

9ecrorara Ha He)KenaHHTe peaKlrr.{H rroKa3aHh s ra6rr.rLIHre rro-AoJry ce h3MepBar cbc creAHHTe
Kpr4repuu:  MHoro vecru (>1/10) ,  uecru (>1/100,  <1/10) ,  Her{ecru (> l /1000,  < l /100) ,  peAKu
(>1/10, 000, < 1/1,000), MHoro peAKIr (< 10,000), c Helr3BecrHa qecrora (ue uorar Aa 6rAar
ycraHoBeHn or HiL[HqHHre AaHsra).

CncreuHo-
opraHHa
rcracudlucaqus
MedDRA 6asa
NAHHI I

Muoro qecrrr rlecur Heqecrlr PeArcu

Ir{zctegzauut - Yee,'rHqeur4e Ha
uepuo4po6Hure
CH3HMI . I

- Yee,'IHqeHHe ua
zL[KarHara cpoc$ara:a
B KpbBTa
- YeerprqeHue Ha
6unupy6wa B KpbBra
- Veeru..reuue Ha
JraKTaT Aexr.rApofeHa3a
B KpbBTa
- Ynerh.ienne ua
TerJroro (AonrlHeHne

or leqeuaero)

- Yee,rHqeuae Ha

KpeaTHHHH B KpbBTa
- HaNaarssaHe Ha

TefJIOTO

(pa:npocrpaHeHHe Ha

veracra:z)

Hapyrueuur
KpbBTa u

rnu$uara
chc.telta*

AHeruns
HeyrponeHnr
Tpona6oqHro[eHHq
JleerconeuH.fl
IznrQoueHrar

I,IuyHoanepruv
HA

rpona6oqaroneu
V '

- Xeuo:rnruqua
aHeMufl.

Hapyueuur ua
HepBHara cHcreMa'i

- f lepraQepHa

ceH30pHa

HeBpofraHTr,rfl, -

rraeo6oJrHe, ceH3opHu

HapyuJeHHt
- lucre:nr
- fraeo6orr.re

Cra6ocr
Moropen HeBpr,rr
MeHnurur

luzaprpnt,
CHHApOM Ha

o6parHMa
[ocTepHopHara
penep:a6nlaa
euqeSa,ronarur
(RPLS).

Hapyrueurzr Ha
oqaTe

- KoHrouK.rtzsr4rn
- ortHl.J HapylreHl,tt

- BpeuenHa
peAyKrIHq Ha



o

o

3peHr4eTO, -

HapyueHHr Ha

3phTenHoTo

noJIe,
- HeBpr.rT Ha

OtIHUq

HepB.
- BpeueHHa

:ary6a na
3peHaeTo,

o6paruua c,re4
tIpeycTaHoBqBaH

e Ha leqeHueTo.
Hapyureuu.r ua
oKoro u la6upwgr:a

Orororccn.{Hoc
T

- f,ryxora

PecnuparopHrz,
fpbAHH H

MEAHACTHHANHH

HapylreHHt

!r,rcnHea, Kauraqa Xt,ruaHe

I,IHrecrequa-nHo
6eno4po6uo
3a6orflBaHe, -

nynMoHapHa
r ln6po:a **

CrouaruHo-qpeBHH
HapylIIeHHt

- fa4eHe,
- fiuapun,
- flonpruraHe,
- CrovarHr/vyno:ur,
- Kopevua 6olra,
Koucrunaqul,

-  lucnencun
- facrpoesoQarealeH
perp,ryrcc
- facrponHrecruHanHa
xeMoparHfl
- Percra.nHa xeMoparr4q

-_LIneyc

ZHrecruualua
o6crpyrcqrzx

-Kolnr,

BKJI}OTII]TEJ] HO

AVapnfl,

A'bnll(aqo ce Ha

Clostridium
difficiie,
- naHKpeaThT

HapyrueHur ua
6r6peqnre rz
fIHKOTIHUTe nT,Tt4tua

- Xevarypa.a
- luzypzx
- HapyrueHue Ha
qecToTaTa Ha
yl lr ,rHhpaHe

Hapyureuur ua
KO)KaTa LI

noAKo)KHaTa TT,KaH

KoxHrz HapyureHr,rr,
€uonerlhq

Ercc$olHaqnr Ha
Koxara (cuH4pou ua
Prqere n Kpaxara),
epr4TeMaro3eu o6pne,
- crp6ex,
- xhrepxr.lApo3a
- HapyueHufl Ha
HOKTUTE

Hapyrueua.r ua
MycKyJrHo-
CKENETHATA

CI4CTCMA U

cleAr4HHTeIHaTa

TT'KAH

- Bonrca e rup6a Aprpalrrzr
Kocrua 6olxa

HapyureHur ua
xpaHeHeTO h

vera6a6o,ru:na

- Auopexcur
- f lHxeN,luq
-Ha4Hopveuua

X14NOKZUIHEMHq

- HagHopnaeua
HaTpeMhq

!exu4paraqar
Mera6o,rraua
auI4Ao3a

I4u$ercqna n
nH$ecraqaux

huQercrlur pt4HVT

nH$ercqun Ha fopaH.s



AHxareneH aflapaT
- (De6prl,rHa

HeyTponeHrzq
(cenrnuHa

HevrponeHus)
CbAoeLr
HapylxeHHt

E,nucrarccuc - Xevoparar
- 3auepnrnaue
- !r,,16orca BeHo3Ha
rpou6o:a
- Fe,ro4po6eH
ev6olngru
- XnneproHHq

O6qr HapyrxeHnt
n e$enru ua
M,'ICTOTO HA

HH)KeKTfipaHe

- Ynaopa
- Tpecxa**
- AcreuHq
- 6olxa
- peaKuHr Ha M.ICTOTO

Ha uH)KeKTHpaHe

Hapyrueullr Ha
HMyHHaTa
cucreuta*

-  A,reprrar /AnepfHqHa
peaKUUr+

flcnxnqHu
HapyueHl,It

- AerIpecHt
- I4HcoN,tuH.q

- Hepnuocr

* sux l lHdoD$taufiqra no-Aory
**  nHx r .4.4
* 9ecro tureprurlH14 peaKuuu rcaro o6pua (oco6eHo yprr.rr<apur), KoHroHKTHBvrrv, pr4Hr4TLr.
t{ecro aua$ulaxruqHh peaKrlar4, BKJl}orrHTerHo 6poHxoc[a3'r,M, 6o;ma B rbpAnre, aHrr4oeAeM,
xrlnoroHut u aHa$u.uarcTur{eH ttloK.
**MHoro qecro rpecKa, TpeMop, B pe3yJrrar Ha uusexquu (c unw 6es rfe6pnnHa Heyrponeuur),
wnv v3oilvpaHa oT HMyHOIOfr4r{eH npor43xoA.
*** Pearqvu Ha Mtcroro Ha I{H)KeKTHpaHero, BKJI}oqHTeJrHo roKzulHa 6olra, 3aqepBqBaHe,
noAyBaHe u rpon6o:a ca6ntu AoKnaABaHU.
Excmpaaasalpnma MoJrce da npuvuuu noKarHe 1ottxa u Bb3naaeHue, Kounxo da ca metrcrcu u da
npomeKam c ycJtoucHeuun, oco6euo npu nepu(tepua 6eHo3Ha uucpysun Ha oKccmunJtamuu (auttc
m.4 .1 )

Hapyureuuq Ha KpbBTa n .numQuara cucreMa
Cnope4 qecrorara rpu nauneHru(oh) u

cTeneHTa Ha 3acfifaHe
Oxaliplatin e
xona6uHauuq c
5FU/Qoranona
nnceruua 85
mglm2 Ha BceKH
cenMHur.r

MeracraruqHo JIeqeHue AArosaHrno JreqeHHe
BcH.{rca
cTerIeHu

Crenen 3 CreneH 4 Bcnqru
CTETIEHH

Creues 3 CreneH 4

AHeN4raq 82.2 3 < l 7  5 . 6 0 .1 0 .1
HevrponeHuq 71.4 28 t4 78.9 28.8 12.3
Tpon6oqrzrotteHta
fl

7  t . 6 4 < l 77.4 1 . 5 0 .2



Oe6pranHa
HeyTpo[eHHq

5 .0 3 .6 t . 4 0.1 0.1 0.0

Cenrn.tHa
HCVTOOfICHH'

1 . 1 0.7 0.4 1 . 1 0.6 0.4

f locrMaDrcerunron onlrr c uelrssecrua .tecrora

Xenro,ruruqeH ypeMr.{qeH cHHApoM

Hapyruenuq Ha rrMyHHara cucreMa
Cnope4 r{ecrorara npn naqLreHru (oh) u

HaDvrueHns ua nepeuara cnctema

Ilnuurupaulara roKcnqHocr Ha E,rorcatnn e HeBponorlrqua. O6urcHoBeHo ce c'[,croH or ceH3opHa
neprzQepHa HeBpolaruq xapaKTepH3r.rpau]a ce c AH3ecrezun vtluna [apecre3Hq ua rcpafiHur1nre,
cBT,p3aHa vrv He c KpaMtr14, Lrecro rrpoBoKupaHH or cryAeHo. Tesu cr4N4nroMH ce ua6,rrcAaear Ao
95Yo or JIeKyBaHI4Te [arIHeHTH. - f lpogrrxHTerHocTTa Ha Te3n cHMnToMH, KoHTo o6HrcHoeeHo
pefpechpar MextAy KypcoBere Ha JreqeHHe, HapacrBa c 6por Ha repafleBTuriHtare KypcoBe.

B :aghcHNaocT oT [poAr,J'r)r(r4TeJlHocTTa Ha cuM[ToMHTe, notBaTa Ha 6olrca ulunu $ynrcuuoHzlrlHtl
HapyueHuc ca HHAHKaUVw,3a KopurupaHe Ha Ao3ara vnw 4opr4 [peKbcBaHe Ha JreqeHhero (anN
4.4. "f lpelynpe)KAeHHr H cneuuzlJrHH npeAna3HH MepKH npn ynorpe6a").

@yurquoualHoro HapyueHHe BKrroqBa 3arpyAHeHafl B
BT,3Mo)KHo cneAcrBlre or ceH3opHo yBpe)KAaHe. Pucxrr
KyMynarHBHa Ao3a or 850 mglm2 (10 qnrcura). Aorcaro
mglm2 (12 unrura) e20o/o.
B noeeqero cryrraH, HeBponorr4qHl4Te crzMrrroMr.{ ce nogo6panar vrn v3r\flno r,r3qe3Bar cneA
tlpeKbcBaHe Ha IeLIeHueTo.
B cnyuafi Ha aAloBaHTHo reqeHhe rrpn paK ua 4e6eroro qepBo, 6 neceua cneA rrpeKbcBaHe Ha
rerleHHero, npu 87oh or naq!{eHTHTe cHMnroMu He ce Ha6,qnAaear I4nr4 Te ca yMepeHH.
cre4 noeeve or Tph foAIrHH Ha npocneArBaHe, oKor.ro 3 o/o ot [aqHeHTHTe HMaT rrepcr4cTr4paua
noKanH3HpaHa rtapecre3r.'rt c yMepeHa hHTeH3HBHocr(2,3o/o)nnH napecre3nr,KoflTo ce npolBflBa
npu $yur<ur.roHa,.l Ha aKrH BHocr (05%).

lox,rageaun ca cnyqau 3a noqBa Ha ocrpr4 HeBpoceH3opHH cuMnronau (eux 5.3). O6rarcHoBeHo
Bl,3HHKBar 2 ,taca cneA [pHnaraHero Ha neKapcrBeHr4r rrpoAyKT, n qecro ce Ha6lrcAaBar [pr{
H3JraraHe Ha cTyAeHo.
Te ce xapanrepn3l{par c rpaH3nTopHa rrapecre3afi, An3ecre3trs. vIlA xu[oecre3ufl, Hrrv Aopa ocrr,p
cHHApoM Ha $apuHronapr4HfeanHa AH3ecre3Hq. tlecrorara Ha ro3h chHApoM e MelKAy 1 uZd/o,w ce
xapaKrepn3tlpa cbc cy6exrueuo ycexraHe Ha guc$arufl u ilt4cnHe /uyncrro Ha 3aAyrrraBaue, 6es
o6ercrzeHl,I AaHHh 3a pecrluparopeH Ancrpec (6e: rlr.rauosa HrH xunorccux) utvr JraphHfoc[a3bM
ra,ru 6pouxocna3bM (6e: ruyna flplr Ar4uaHe ulr xpnnoee),'

H3Bt,pUBaHeTO Ha QITHHH ABH)r(eHr4g H e

oT frorBa Ha nocTorHHr.{ cuMnToML4, tlpl"l.

pHcKr,T npn KyMynaruBHa Ao3a or 1020

cTeneHTa Ha 3acfl faHe

Oxaliplatin n
rcou6uuauus c
5FU/Sonuuoea
rcUCe,rUUa 85
mglm2 Ha BceKh
ceAMr{un

MeracraruqHo JIeLIeHHe AaroeaHrHo reqeHHe

BcH.IxH

CTCtICHH

CreneH 3 Creneu 4 Bcuqxu
cTeIIeH14

Crenen 3 Creneu 4

A,reprnvuu
pearcuun/aneprun

9 . 1 I <1 10 .3 2 .3 0.6



He:asnchNao oT npHnaraHeTo Ha aHTHXHcTaMUHoBH ,'IeKapcTBeHH IlpoAyKTH 14 OpoHXoAunaTaTopH

B Te3r.t elty.sat4, cuMnroMHTe ca 6rp:o o6parnuu, AopH npu nu[ca Ha JleqeHne. VAt'rxaeaHero Ha

rzH$y:nouHoro BpeMe B flocneABaulure Ur.rKJlr.r noMara Aa ce peAyunpa qecrorara Ha ro3l' l  cl4HApoM

(eu>x 4.4. [Ipe4y,nperrgeHHr lt cneuua,tHh [peAra3Hh MepKI4 npu ynorpe6a"). Karo AonbJIHeHHe

cireAHHTe ollMrloMr{ ca6unu Ha6,rroAasaHH: crra3bM Ha qerlocrurehrycryleu cna:rn,l/vycKynHH

cbKpauleHr{r-ueeoreeu/Naycyn HH rpenreHnr/rrauoKJIoHyc, HapyueHa

KoopAnHauu s.l uana nussaue/ararccHs/uapyureu 6arauc, crfl f aHe B rbpnoro I{

rup.lure/uanpexteu nelgncrcon Qopr/6on rca.

Karo Aont,lHeHL{e, HapytlteHHe ua SyHqurra Ha KpaHHanHHTe HepBu, cBl,p3aHI4 c roBa, uJll4

caMocrosreJrHa ttorBa Ha rrro3a, Anrrnonns, aSountlgwcQoHua/xpunreHe, [oHqKofa ortncaHo Karo

trapartu3a Ha fJIacHHTe cTpyHLr, cBpbxqyBcTBhTeJ]HOCT Ha e3UKa Vm4 I'Id3ApTpHq, IOHfiKOTa O[I4CaHa

xaro a$a:ur, Tpt,treMHHaJrHa HeBpaJrras,lrut\esa 6orxa/6onrca B or{Iire, HaMaJIeHa ocrporo Ha

3peHr4eTo, HapyueHHt Ha 3puTenHoTo rIoJIe.

Apyrra HeBponorHrrHH cr.{MrrroMH Karo Ln3aprpufl,,:ary6a sa At,r6orcn cyxoxuJ'IHIi pe$nexcu

cHMnroM Ha Lherrnrtte, cHHApoM Ha peBep3a6unna nocrepuopHa neBKoeHlreQalonarnr(RPls,

[o3Har cbulo Karo PRES) ca6utu.qoKJraABaHU no BpeMe Ha reqeHtrero c oKcuuluttrarvH. OrAeluu

cnyqar4 Ha onrhqeH HeBpr4T ca6unw AoKJIaABaHu.

flocrmapnernHl-oB orrnr c Her{3BecrHa qecrora

KOHBynCr.rt

Croruauruo-qpeBHIr HapylxeHuq
Cnope4 qecrorara rlpu rauneHru (o/o) u

Ilpenopt,vea ce npoQulaKTrirrHo ulunu repaneBTurrHo nprino)KeHl4e Ha MorrIHH aHTH-eMerLltiHr4

neKapcrBeHH I1poAyKTH.

.{exu4paraqnr, rlapzrnHTHqeH HJreyc, r4HTecrhH€LnHa oKJry3l4fl, xLInoKaJIueMI,It, naera6onnrHa

aunAo3a r.r HapyrueHr4s B qepHoApo6sara $yHr<qrar (euN 4.4) Morar Aa 6bAar rput{HHeHh or

re)KKa rvapvfl. ulwnu nonpuqaHe, oco6eso npn rcou6nual-J:r^fl, Ha oKczullnflarrEna c 5-FU (anx 4.4).

Xenaro - 6utuapuu HapyureHuq
Muoeo pedrcu (< I / I 0,000)
tlepuo4po6eH cHrrycor4AzureH o6cpyxruneH cHHApoM, H3BeereH oule Karo vepno4po6uo

BeHooKJry3HsF{o :a6o,'rqBaHe LiJrH flar€urorurrH14 I3ABla, cB:bp3aHH c qepHoApo6uu Hapyrueunr,

BKIIoLTBaUIH neJ'rHO3a, HOAynapHa pefeHeparr,rBHa xHnepnJla3vL, tephcl4Hycol.IAanHa $rz6po:a.
BtguoxHa K,rHHhLlHh A3gBa Ha nopranHa xnneproHHq nlunu yeelw{eHu TpaHcaMlaHa3v.

Hapyureuur ua 6r6pequre H nlrKoqHHTe n:bruu{a
Muozo pedrcu (< I / I 0,000).
Ocrpa ry6y,r ap u a He Kpo3a, oclb p 14 HTepcrI4 IrHaJre H

4.9.IIpeqo:npaHe

cre[eHTa Ha 3ac faHe

Oxaliplatin n
xoNa6HHarrtaq c
5FU/QonuHora
KHce,'u.{Ha 85 mglm2
Ha BceKH 2 ce!,wvt\u

MeracrarnqHo reqeHne AarosaHruo JIeqeHue

Bcuqrcu
creneHll

Crenen 3 Creneu 4 Bcuqrcu
CTCNCHH

CreneH 3 Creneu 4

faAeHe 69.9 8 / 1\ l 73 .7 4 .8 U . J

l uapux 60.8 9 2 s6.3 8 .3 2 .5
lloepruraHe 49.0 6 1 41.2 5 .3 0 .5
Mvrcosuru/croMart,tr 39.9 4 / 1\ l 4 2 . 1 2 .8 0 .1

ueQpnr h ocrpa 6t'6pe.rHa HeAocrarbrrHocr

l 0



H-fiNaa cneqn$rzveH aHTHAor :a Erorccaruu. flplr [peAo3r.rpaHe Mo)Ke Aa ce oqaKBa BJrouraBaHe Ha
He)Ker'laHHTe peaKUHH. Heo6xo4anao e [pocneAqBaHe Ha xeMaroJ]orHr{HI{Te noKa3areJIH Lt
ch M nToMaTHLr HO Iel teH He Ha Apyf  HTe BI, IAOBe TOKCHTtHOCT.

5. OAPMAKOJIO| I4qHr4 AAHHT4
5. l. <DapuaKoArrHaMlrqHn csoiicrna
I{urocrarux
L: {pyru aHTlrHeon,qacrr4r{HH areHTr4

ATC LO1XA 03
OrccalnnlarIaH e aHTI4Heo[racrurrHo cpeAcrBo, orHactu-lo ce KbM HoBHg KJIac cr,eAHHeHHfl Ha
ocHoBaTa Ha [JIaruHa, B KoHTo nraruHoBI,IqT aroM o6pa:yna KoMrrJreKc c 1.2 guatv.uHor-lHrutoxeKcaH
("DACH") t't oKcuIJIarHa fpytra. Orcarunrarr4H e eAlrH]lqeH eHaHTuonrep, cis-(oxalato (transl-1-
I  .2-DACH)plat inurn) .
IlerapcroeHuqr [poAyKT npHTe)KaBa ruupoK c[eKT'bp Ha rrr4ToroKcurrHocr, KaKTo uH Bumpo, TaKa H
uH 6UBO TIpOTHBOTyMOpHa aKThBHOCT rrpu pa3nuqHH MOAenH Ha TyMOpHLT Cr{creMr4, BKJrroqHTeJrHO
MOACNH HA qOBCIUKH KONOPCKTZLJICH KAPUHHOM.

Orcca,runlarltH npnre)KaBa cbu{o raKa uH 6umpo kI uH 6ttco aK'r-r4BHocr [pI4 pa3nHqHH KJrertrrH2

JIVHVII"I - pe3HCTeHTHH Ha UIICTrJIATAHA.

Cnuepruvuo uHToroKcHqHo Aeficrsze e 6uro ua6,rro4anaHo npu rconr6raHaqrzr c 5-$nyopoyparrhn
uH Gumpo u uH BU6O.

I4:yvaeauero ua MexaHH3Ma Ha reficreae Ha oKczlttvrrarvH, Aoph He HanbJrHo n3rcHeH,
trorB'bp)l(AaBa KoHuerttrHtra, qe xaAparHpaHhre AepHBarH, noJryqeHu npv 6uorpaucQopMarlfirra
Ha oKczLIIl4tlrarv+a, a:aunao4eficrear c lHK H o6pa:year Bbrpe- H MexAyBepH)KHlI npeceqHg
3BeHa,B pe3ynrar Ha Koero ce HapyrxaBa cr4HTe3a Ha lHK u roBa BoAH Ao uhroroKcHLreH H
nporHBoryMopeu e(tercr.

llpn naqneHTlt c Meracrarnr{eH KonopeKTirneH Kapr-u4HoM, TepaneBTnr{uara e$errr{BHocr Ha
oKQ€LIIH[JIaruu (85 mglm2 Ha BceKu ABe ceAMur]n) n rona6raHarlnq c 5-$lyopyopaqrz,r/$oluHoBa
KHCer'rHHa e [OKa3aHa B Tpl4 KnhHHrrHu npoyrrBaHur:
- f lpta neqeHHe or nbpBI,I pe4, $asa III ua pau4oMH3HpaHo cpaBHr.{reJrHo rrpoyqBaHe EFC2962,
u3cJIeABa paHAoMH3npaHu narrueHTr.r JreKyBaHu caMocroqrerHo c 5-Qryopopaqun/QonnHoBa
KucerluHa (LV5FU2, N:2 10) HrLr B rcov6usaqat c oKciuunlaruH/5-$nyopoypaqnn/$onnHona
KncernHa (FOLFOX 4.  N:210).

- llpu npeABapHTeJIHo neKyBaHH nauneHrr.r,BbB Qa:a III Ha paHAoMH3r,rpaHo apaBHHTeJrHo
npoyqBaHe EFC4584 rpoyqBaHe, 82 I naqneHrn, Kor4ro ca pe$parcrepHu KbM Hpr.rHoreKaH (CPT-
1 1) e rcov6nttaqnr c 5-$nyopopaqrar/$onhHoBa Kr.rceluHa, ca neKyBaHfi c 5-
$nyopopaur.r,r/$o,rrzuoea KHceJIHHa caMocrorrerHo (LV5FU2, N:275), oKczurHnJ.rarHH Karo
caMocroqrenHa repanur (N:275), t4rrr4 B xona6Huaqaq c 5-Qnyopopaqrzn/$onr.rHoBa KncertaHa
(FOLFOX4, N:271).
- f lpz uercourponHpaHo Qa:a II npoyqBaHe 8FC2964, BKnroqBauro nauHeHrH pe$paxrepun xr,,v 5-
$nyopopaqra,r/$o,rr.ruona KhceJInHa caMocrorreJ'lHo, r.r neKyBaHH e xon6uHaqufl c ocKarL4fira.rvH v
5 -Sryopopaqun/$or nuoBa KHcerr14Ha (FOLFOX4, N:5 7).

lnere paHAoMH3HpaHH KJIt4HHqHrz npoyqBaHr4r, EFC2962 or nr,pBr.l peA r,r EFC4584 rpr4
IIpeABapHTeJIHO J'leKyBaHI4 IIaIIH€HTH, nOKa3BaT 3HaqXT9JIHO IO-BHCOKa CTe[eH Ha OTTOBOp tr
y.q'bnx(eHo BpeMe 6ea nporpecul (prolonged progression free survival - PFS)/ BpeMe Ao rporpeclrt
(TTP), B cpaBHeHue c raqueHTH neKyBaHLr caMocrorrerHo c 5-Snyopopaqnr/$orI,tHoBa KgcenHHa.

flo epeue ua EFC4584 npoyueaHe npu pe$parcrepuu,npeABapureJrHo neKyBaHr4 raqueHru,
pa3nHKara e o6uara cpeAHa [pe)I(HBteMocr (GS) He e crarr4crHqecKu 3aHarruMa Me)K.4y
o KcaJr r,r rrrr aru u rcov6 auaqr.rq r{ 5 -FU/6onuuoea KUceJr r.{Ha.

CreneH Ha orroBop npu FOLFOX4 cnprtro LV5FU2



Cpe4eH rrepuoA 6e: nporpecun (PFS)/ Cpe4Ho BpeMe Ao rrporpecur (TTP)
FOLFOX4 crpqMo LV5-FU2

Cpesur croiisocru na o6ulara rpexuBqeMocr (GS) upu FOLFOX4 cupnuo LVSFU2

Creneu ua orronop, 7o
(9s% cD
He3aB14cr4Mo pa4uo6uororuqHo H3cneABaHe ITT
AHAI143

LV5FU2 FOLFOX4
Orccaruu,rarrau
caMocToflTeJtHo

Ilrpnu pes
EFC2962
(npocne4asaHe Ha orroBop Ha BceKH 8 ceAnrrlqrl)

22
t6-27\

49
G2-46\ NA

P va lue :0 .0001
f lpeqnapureJ'rHo JreKyBaHlr [au[reHTrr
EFC 4584
(pe$paxrepHH K'bM
CPT-l 1 + 5-FU/$oJ.rHHoBa KHceJlHHa
(npocre4rnaHe Ha orroBop Ha BceKH 6 ceAnrrzqu)

0 .7
(0.0-2.1)

11 .1
(7 .6 -1s .s )

1 . 1
(0 .2-3 .6)

P value < 0.0001
[peAnaplrreJrHo JreKyBaHn rraurreHTrr
EFC 2964
(pe$panrepHra KbM 5-FU/Qonuuona rcncelraHa)
(npocre4reaHe Ha orr-oBop Ha BceKH 12 cearnruurz)

NA
(1  3-36)

NA

NA-uee[pr . {J ]o)Kr4Mo

Cpeguo PFS/TTP, Mecequ
(es% a)
He3aBr4cHMo paguo6aolof t4rrHo

lr3crenBaHe ITT aHanrag

LV5FU2 FOLFOX4
Orccarunnarnu
caMocToqTeJIHo

Tepauur or rlr,pBu peA
EFC2962 (PFS)

6.0
(5.5 -6.5 )

8 .2
(7.2-8.8\ NA

Los-rank P value : 0.0003
l lpegnapurelHo JreKyBaHrr
I IAUHEI IT I , I

EFC 4584 (TTP)
(peQpanrepHn Kr,M CPT-1 1+
5-FU/$onaHona rnce.rruua)

2 .6
(1.8-2.e)

5 .3
(4.1-6.1)

2 .1
(r .6-2.7)

Los- rank P value < 0.0001

lpeqnapurelHo J'reKyBaHrr
IIauIreHTrr
EFC 2964 (peQparcrepHH K'r,M
5 -FUido,'ruHoea rcr4cer H ua)

NA 5 .1
(3 .1 -5 .7 )

NA

N A - s e e [ p u J r o ] K t l M o

flpexnnlemocr 6e: cr{MnroMH
ua:a6o,rseaue (GS), u
(9s% cD
ITT aHaru:

LV5FU2 FOLFOX4
Orccallrularuu
CAMOCTOqTEJ'IHO

fft,pnu pe4
EFC2962

14.1
( 1 3  0  -  i 8 . 2 )

16.2
(r4.7 -r8.2) NA

L o s - r a n k P v a l u e : 0 . 1 2
f lpegnapnreluo JreKyBaHH
IIaqr{eHTH
EFC 4584*
(pe$parcrepHu KbM CPT-1 I
+5 -FU/dor unoea rchcerH Ha)

8 . 8
(7 .3-e.3)

9 . 9
(e .1 -  10 .s )

8 . 1
(1.2-8.7)

P  v a l u e : 0 . 0 9
i lpeAeapurerHo reKyBaHrr



IIaqrreHTrl

EFC 4584
(peQparcrepHu K:bM 5-FU/LV

NA 1 0 . 8
(e .3  - r2 .3 )

NA

NA-Heenpunox r iMo
llpu npe4napurenHo neKyBaHIire rIaqueHTH (EFC4584), 3Haqr4TeJrHo no4o6peur,re Ha ouMnroMr{Te,
cBbp3aHH clc :a6o,rqBaHero, e Ha6nroAaBaHo B no-forlrMa crerleH npl{ naIrHeHTr4 neKyBaHH c
oKczL'IZ[narnH/5-$nyopopaqan/QonnHoBa KHcenHHa B cpaBHeHHe c re36, neKyBaHr.r c 5-
Snyopopaqar/QrorrzHona Khcer'rHHa caMocroqre tuo (27 .7 oh cnpxwro 14.6 yo, p:0.0033).

Jlancea crarHcr,qecKn AocroBepHa pa3nuKa B ABere rpy[h Ha npeABapHTeJrHo HeJreKyBaHr4Te
rlalrl4eHTH (8FC2962) no orHollreHze na Hxroft or rroKa3areJrnTe 3a KaqecrBo Ha )Kr,rBoT.
lloxagarelnre 3a KaLIecrBo Ha )KHBor o6HKHoseHo ca no-4o6pr4 B KoHTpo,,rHara fpyna 11o
orHo[IeHue Ha o6rqar craryc a 6olrcara u [o-Jlorxr4 B rpynara c oKcaJu4nnarr,rH rro or.Ho[reHr4e Ha
faleHe H noBpr,uaHe.

flpn a4ronaHrHo reqeHHe, cpaBHHrenHo npoyrtBaue $a:a III MOSAIC, EFC33 13,2246 narIHeHrH
ca paHAoMH3ApaHV (899 $a:a IVDuke 82 u 1341 Sa:a IIVDuke C) cne4 rrbrrHo orcrpaHrBaHe Ha
tlbpBoHaq€UlHl'rt ryMop sa Ae6e,roro qepBo, Me)KAy 5-FU/$o,rHHoBa Knce,qhHa caMocrorrerrHo
(LV5FU2, N^1123 ($a:a B2lC :4481675) n rcou6uHnpaHero Ha oKcarrun;arrzH c 5-FU/do,qr . {HoBa
KHce,rIHHa (FOLFOX4, N I 123 (6azaB2lC=4511612\.

EFC 3313: rpexunnenrocr Ao 3 roAu'n (ITT aua,rn:)* Ha o6ulara roryrauuq

xCpe4uo npocneAtBaHe oKono 44.2 MecerJa (acuvt<H ttarlueHTa ce [pocne,qqsar Frafi-Nralrco 3
roAHHh).

flpoyunauero noKa3Ba 3HaqHreJrHo o6rqo npr.reMyulecrBo
:a6orreaHe, npexr.rBreMocr Ao 3 ro4uHrl npu neLreHne
FU/cpo,rrauoea KhcerHHa (FOLFOX4) cnprno 5-FU/
(LV5FU2).

EFC 3313: CpegHa rlpexrrBqeMocr Ao 3 roAunn (ITT aualn:)* xaro Qyurcqrn or {a:ara ua
sa6orqsauero.

B npe)Kl4BreMocrra Oe3 cr4MnToMH Ha
c oKczurnnJ'taraH B xou6nnauuq c 5-
rloluuosa KHcetrHHa caMocrorrerHo

*cpe4Ho rrpocneAqBaHe oKono 44.2 MeceL\a (ecnvxn [ar]HeHTH ce npocneArBar
ro.4uHa).

O6ua rpexrBceMocr (ITT aualu:):

Ilexynauo panao LV5FU2 FOLFOX4
f lpoqeHr :a6orqeaHe
npe)KuBfleMocr Ao 3 roaunvr
(es cr)

13 .3
(70 .6 *7s .9 \

78.7
( 7  6 . 2  -  8 1  . r )

CrorHoureHIze Ha pncrc (95o/o
CI)

0.76
(0.64 - 0.8e)

HarpynnaHe ua log rank test P:0.0008

Oa:a ua 6olecrra (Dasa II
(Duke 82)

@asa III
(Duke C)

JIercysaHo oaNao LV5FU2 FOLFOX 4 LV5FU2 FOLFOX4
f lpoqeHr sa6orqeaHe
-[pe)r(HBreMocr Ao 3
roAhHH (95 % CD

84.3
(80 .9  -  87 .7)

87.4
(84 3 -90.s)

6s.8
(62.2 -6e.s)

72.8
(69.4 -  7 6.2\

CroruoueHue Ha
pucrc (95% CD

0.79
(0.s7 -  1 .09)

0 . 7 5
(0.62 - 0.90)

Harpynnaue Ha log
rank test

P:0 .151 P:0.002

gafr-tra,rno 3



Crofiuocrure ca 92.2Vo cnprMo 92.4% B noAfpyrra craguir
: 1.01) u 80.4 o/o cnptrnro j\.l% B roAfpyra craguh III
phcKa: 0.87).  cr,oreerHo 3a FOLFOX4 ra LV5FU2.

IIpn rjanpaBeH]1t aHarv3 Ha npexuBqeMoc'r-ra 6e: cnnanroMr4 Ha 3a6omBaHe 3a 3 roA[Hr4,
nr'pBHtIHHTe [oKa3arenl4 Ha fipoyqBanero MOSAIC, 85.lYo or nallneHTrrre ca ocraH€ut4 )KvrBV npLI
FoLFoX4 cnpflMo 83.3 % e LV5FU2. Tosa ce orpa3rBa na o6rqoro HaMiureHue Ha cMbprHocr-ra
oKono ljoh s noJrl3a Ha FoLFoX4, 6es Aa e crarl{crurrecKo 3Haquno (crorHorileHue Ha pacKa:0.e0).

II (Dukes 82) (croHrorrreHue Ha pucKa
(Dukes cra1wuir C) (cr,oHrorueHHe Ha

E'roxcarnH Karo MoHorepanHt e 6qt oIIeHtBaH npu neAnarpur{Ha no[yrauuq n 2 npoyunauur
$a:a I (69 naqueuru) u 2 @asa II npoyueanun (90 naqneuru). o6utus 6pofi na neKyBaHH
[eAuarpuqHl4 flaqreHTl] e 159 (Ha Bs3pacr or 7 ueceqa 4o 22 roaum.r) crc conr4AHr4 TyMopH e 159.
E$exrr'rnHocrra Ha Elorccaruu npHnaraH Karo MoHor epanvr rrpLt rrcAlnz:rpaqHg rrarrheHTH He e 6un
ycraHoBeHa. Ilopa4ra ilvncara Ha orroBop Asere @asa II npoyvnan us ca 6utu cilpeHr,r.

5.2. OaprrraKOKuHeTrrquu csofi crna
(D aplr arco rca H eruqH r4Te n apaM erpr.r Ha orAeJr Hr4Te aKTriB Hrr ruera6 ol nru
(Dapr,,raxoruHerHqHfiTe napaMerpH na y,rrpaQrz nrpvpa'ara ilrurvHa,

He ca oflpeAeir.rrHtr.
npeAcTaBnrBaua cMec oT
Ha oKctUIHIII.aTI1Ha B AO3a
85 mglm2 Ha BceKH ABe

HecBbp3aHara aKTHBHa H HeaKTr4BHa r'Jrarr4Ha, cneA AByqacoea uH$ysur
130 mg/m2 Ha BceKu rp, ceAMr,run za 7 Ao 5 uuxr,ra H oKczL,r,l lJrarhH
ceAMHr-lH :a I Ao 3 rrurcua ca cnenHr4Te:

06o6ureun QapmarcorcH[IerlrtIHr.r f iapaMerprr Ha rrrarrrHa n y,rrpa6rurrprrpaHa [Jra3Ma, cJreA
MHoroKparHa Ao3a oKcaJtrrrlr ' Iaruu 85 mglm2 Ha BceKu ABe ceAMrrrlrr rrJrr4 Ao3a or 130 mglm1

HA

Cpe4ara AUC g-43, C max croiluocrn ca6utu H3,rucreHh 3a uhKT,Jr 3 (85 mg/m2unu qaKbn 5 (130
mg/m2)
cpegnu AUC, v ss cL cL p6-as croftHo crv ca 6unv vz'tucile'' 3a rrurctl r
C end; C max; AUC; AUC 0-48; Vss u CL croiuocrn ca H3lrr4cJrenu 6es r43rroJl3BaHe Ha
KOMI]apTMeHTeH aHaIr . t3

t t /z u. ,  t t /z [J; t) /z y ca H3qHcJteHH qpe3 KoM[apTMeHTeH aHaJrH3 (r1axt,,r xona6raHrapaH)

B rcpar Ha AByqacoBara rzusy:ras, l5Yo or BbBeAeHara Ao3a Ha [narhHa ce orqnra B cr4creMHoro
rcptsoo6parqeHue, ocraHanLrre 85% 6rpso ce pa3npeAerlsr B TbKaHHTe vrv ce eKaKperapar c
ypl'rHara. Heo6parnnaoro cBbp3BaHe c r{epBeHHTe Kpr,BHr.r KJrerKH }r [Jra3Mara oKa3Ba Brr,rqHue
Bbpxy eJIHMHHaIluoHHLrt [ony)Kr{Bor or re3r4 cpeAn, Kohro ca 6lugr<u Ao ecrecrBeHoro BpeMe 3a
pereHepalrHf, Ha qepBeHHTe Kp6BHr.r KJrerKV H cepyMHr,rq at6yuuw. He e ga6lroAaBaHo 3HarrHMo
aKyMynHpaHe Ha nJIarHHa B ynrpa$rzlrpupaHa rIJIa3Ma cneA Ao3a or 85mg/m2 Ha eceKH Ase
ceAMI'iqu wtu 130 mglm' Ha BceKh rpl.l ceAMuuH h paBHoBeclie B Ta3H cpeAa ce rlocrlzfa no BpeMe
Ha nbpBHq uHKbn. tr4Hrep- v vH'rpa- vHltBLrlyuruaranapua6HJrHocr o6uxHoseuo e HHcKa.

Br'rorpacQopMaLlutra in vitro ce pa3rJIe)KAa Karo pe3ynrar or HeeH3HMHo pa3fpal1AaHe lt ro He e
AoKa3areJrcrBo 3a Me)KAHHeH trera6oJra3bM Ha rluroxponr p 450 or
IuaMHHouaKroxeKcaHoerzr (DACH ) nplcreH.

l'utsI(tl u ceAMItuu

!o:a Cmax
(ps/ml)

AUC 0_48
(p1g.h/ml)

AUC
(p s.h/ml)

Tl l2o.
(h)

T1129
(h)

Tv21
(h)

Vss
(L)

CL
(L/h)

85 mg/m2
Cpe4no
SD

0 .814
0 .1  93

4 . t 9
0.647

4.68
1.40

0.43
0.35

16 .8
5.74

39r
406

440
r99

n.4
6 .35

130 mg/m2
Cpe4uo
SD

1 . 2 1
0 . 1 0

8.20
2.40

1  1 . 9
4.60

0.28
0.06

16.3
2 .90

273
19 .0

582
261

10 .1
3.07



Orcca,runlarr4Ha [perr,pntBa HHTeH3HBHa 6r.rorpaucSopMarl]4fl B opraHh3Ma v He ce orKpHBa Karo
HerIpoMeHeHo neKapcrBo B ua3MeHux ylrpa$n,rrpar B Kpaq Ha AByr{acoBara nH$ysur. Hqrcorxo
IlaroroKcHrlgz nrera6ol[4Ta, Bru]toqHTenHo MoHoxrop-, Ar,rxllop- a gnaxeo-DACH nrarnuoeh
IrpoAyKTH ca Iz4eHrudln:]fipaTu B cr4creMHaTa rlHpKynaqHq B no-KbcHr4 erarrlt, eAHoBpeMeHHo c
PCAK qA HCAKTHBH H KOHIOf AT}t.

fharHHara ce eKcKperl4pa [peAr.lMHo c ypr4Hara, c x,rupr,Hc npeAHMHo [pe3 nbpBnre 48 .]aca creA
rrpHJro)(eHHeTo My

Ha nerus 4eH npv6ru3nTerHo 54oh or o6ulara Ao3a e 6u,'ra Ha6rroAaBaHa B yprzHara H no-MarrKo
or 3oh arn Qerca-nuure.

Bn,ro e orqereHo 3HaqHTeJ' rHo noHH)r(eHHe Ha Knr4pbHca or  lJ .6*  2.18Llh Ao 9.95+1 .91 L lh npu
6t'6pevua HeAocralbLIHocr 3aeAHo cbc crarucrr4qecKh 3HaLrHMo rroHHXeHHe e o6eNaa Ha
pa3npeAeneHue or 330+40.9 ao 241+36.11. E$ercrrr Ha rexKara 6r6pevHa HeAocrarbqHocr Bbpxy
ruIilptHca Ha [J]arnHara He e 6ul npoyvnau.

llaqneHrn c 616pevno HapyueHr4e
Blnsuueto Ha oKciulunraruH e H3cneABaHo rrpn rraqheHTr,r c pa3rHqHa crerreH Ha HapyrxeHrre B
6l6pevHara $yHrcqar. E,runruuupaHero Ha oKczL.runjrarHH cborBercrBa 3Haql.rTeJrHo Ha
KpearaHHHoBHt KnupbHc. O6qraqr reJleceH rurHpbHc Ha rra3MeH ynrpaQunrpar (PUF) 3a rrJrarHHa
e HaMULIIeH npH IIaUaeHTI4 c HapyueHa 6r6peuna Syurcqus c 34%o npH JreKo ( CLcr:50 Ao
80ml/min), c 51%onpn yMepeHo (CLcr=30 ao 49mllrnin) u 790/o npH re)KKo (Clcr<30m1/min)
6t6pevHo HapyrleHae, cpaBHeHo c naLIueHTr4 c HopManHa Synxqrar (Clcr>80m1/min). Htra
TeHAeHUHfl 3a rIoBHIrIaBaHe Ha 6era u raMa [ory-)Kr4BorHTe ua PUF 3a nila'rv1a c rroBr4uraBaHe
creneHTa Ha 6l6pevHo HapyueH:ae v rraBHo B rpynara c re)KKo HapyrxeHae. Btnpern roaa,
pe3yJrTaTHTe ue ce y6eAuTe,rHh, nopaAu roi'reMHTe pa3nvqvfl Me)KAy rrarlHeHTHTe u uarrcur 6pofi
(4) narlueurn c re)KKo 6r,6pevHo HapyueHne. YpuHHara eKcKperrhfi Ha nJrarnHa u 6t6peuawx
KJIHp'bHc ua PUF 3a nJraruHa cbu{o ce noHr4)KaBar c HapyrxeHara 6r6pevHa $yurcqrzr (nnx rourcH
4 .2  u  4 .4 ) .

5.3.IlpegrcruHrrrrHrr AaHHrr sa 6esonacHocr
HgeurnQrzqtlpaHl{Te raprerHll opfaHr4 B npeAKJrr4Hr4rrHo npoytrBaHrrre BuAoBe (laaruxu, [rr,xoBe,
Kyqera ulunn vafirvryua) e flpoyr{BaHafl c eAr4Hr4qHa 14 MHoroKparHa Ao3a ca KocreH Mo3bK,
xpaHocMIlnaTeJIHa cHcTeruta, 6t'6peqv, TecTVcr4, HepBHa cr4creMa, 14 cbprle. ToxcH.tHoc'rra no
oTHO[IeHHe Ha TapfeTHHTe OpraHH npr4 XHBOTHH e cXoAHa C Ta3l1', rrpeAu3BHKaHa oT Apyrr4Te
cbAbp)Kauru ttrtarnHa neKapcrBa n lHK-yspexAaurr{Te, rluroroKcr4qHn MeAuKaMeHTr.r noJr3BaHH B
JleqeHllero Ha 3r'loKaqecTBeHH ga6orrsaHHs. npa xopa. Zsr,rroqeHHe npaBrT e$ercrure Bbpxy
cbpqero. Te ce sa6lloAaBar caMo npH Kyqera h BrurrorrBar e:rexrpoQzsuoJroruqHr4 HapytueHrl{ c
JIera!'IHo KaMepHo M'I,)KAeHe. Kapguororccur-rHocTTa ce l]pfieMa KaTo cnequ$avna :a ryvera, mfi
Karo ce ua6lrc4aea caMo npn Tflx, n ruE raro r4AeHTr.{qHl.i Ao3r,r Ha re3r,t, KoHTo npeAH3BuKBar
J'rerzulHa KapAuoroKcHrlHocr npn Kyqera ( 1 50 mg/m2) ce noHacrr 4o6pe or xopa.

f lpegrc,ruHuqHHTe [poyqBaHhq, h3BT,puIeHH Bbpxy cerHBHHTe HeBpoHH Ha [JrbxoBe npeAfloJrafar,
qe ocrpnTe HeBpoceH3opHI,I cHMnroMH, npHqHHeHH or oKcutJtr4rrJIarHHa, Mofar Aa 6tAtr cBbp3aHH
c asanNaoAe ilcrB u e c Bortralx-3aB HcaMHTe Na-raHal u.

Orcca,run,rarhHa e MyrareHHa H KracroreHHa npn TecroBe, [poBeAeHH c K,'terKu or 6osafiunuu r.l
npotBtBa err,r6prao-QerulHa roKcr.ttlHocr rlpr4 rrJ.r'bxoBe. Bepo.rrHo oKciurHnlraruHa e KaHUcporeHHa,
BbnpeKlr qe lr3nHTBaHHr 3a KaHueporeHHocr se ca6unq H3Bbp[IeHu.

6.OAPMAUEBTI4TIHI4 AAHHII
6.1.Cuucr,rc Ha rroMorrrHrrre BeurecrBa
3a $raxoH or  50 rng:
Ilarcrosa MoHoxHApar 450 mg



3a $,rar<oH or 100 rng:
Iaxro:a MoHoxHApar 900 mg

6. 2. (DusrlKo-xrrMHrrHrr HecbBMecrrrMocrrl
- HI4KO|A Aa Hece H3nor3Ba s Hol,{6}ruauhr c arK€urHrl neKapcrBa r{nll pa3TBopr.t (n no-

cnequa!'rHo pa3TBop Ha 5-$nyopoypaqru, a-rrKaJrHH pa3TBopH,TpoMeraMoJI h cbAbp)Kaurn

$oruHosa KHceJrHHa neKapcrBeHr4 rrpoAyKTr4, n unfiro cbcraB uMa rpoMeraMolr Karo [oMoI]-lHo

aeuecreo).
HI4KO|A Aa He ce pa3TBapff r4nH pa3pexAa c c pa3TBopH Ha xrtopuAlr.
HI4KO|A Aa He ce cMecBa c Apyru neKapcrBeHl{ [poAyKTIa B eAHa cr,Irla uH$ysraoHHa

rrvHwfl (erzN r.6.6 l4ncrpyrcquu r'pvr yuorpe6a H no-c[equaJrHo npa eAHoBpeMeHuara ynorpe6a

$oruuoaa rcuceraua)
Orcca-rnuarnHa Mo)Ke Aa ce pa3pyrun npn KoHTaKT c arynauHufi. flpucnoco6neleus or aryuuHafi
He rpq6ea Aa ce r43non3Bar rtpu BbBe]r(AaHero Ha oKcuurLlnnarhHa.

6.3.  Cpox Ha roAHocr
3a,rerapcreeHhr npoAyKT B opr4rHHzuHa onaKoBxa: 3 roAnun

3a npuroreeHHr pa3TBop B opHrhHuurHur $, raxou:
Or urzrpo6rzo,'rofuqHa H xnMHqHa rneAHa roqKa raKa nonyqeHnqr pa3TBop rpr6ea Aa ce pa3peAr4
HerrocpeAcTBeHo I1peAh I]pHJ.ro)KeH r{e.

3a uu$y:raoHHr.rr pa3TBop:
@u:uno-xnlr uvna cra6unHocr Ha pa3TBopa e noKa3aHa za 24 qaca [pr4 TeMrreparypa Me)KAy 2oC u
80c.
Or nauxpo6uorofuqHa rneAHa roqKa pa3rBopr,T:a nuSysu.a rpr6sa Aa ce rpuJro)KH BeAHafa.
Aro He ce npnJrox(H Hega6aeHo, BpeMero H ycJroBHflTa Ha c'bxpaHeHue 4o ynorpe6ara ca
orfoBopHocr Ha flpnnarau1r4fl neKapcrBeHur npoAyKT. CrxpaHxeaHero Ha pa3TBopa ue rp.r6na 4a
e 3a no-Abnro or24 qaca rtpn TeM[eparypa2 Ao 8oC, oceeu B cnyqauTe Koraro pa3TBapqHero H
pa3pelKAaHeTo cTaBaT B KoHTpoJrhpaHV v BanvAApaHLl acefrTHqHH ycnoBuq.

6.4.Cnequa,rHr.r yc,'roBrrr Ha cr,xpaHeHue :
JlenapcrneHnq npoAyKT B op14rnHanHa orraKoBKa:

!a ce crxpaHrBa npn reMreparypa noA 3OoC.

flpurorseu pa3rBop Ha neKapcrBeHhq [poAyKr B opHrHHulHklfl QrarcoH:
Pa:pexga ce HenocpeAcrBeHo rrpeAh [pHno)KeHHe.

Pa:rrop:a
cbxpaHrBace rpu TeMneparypa ot 2"C Ao 8oC He [o-A'r,J.rro or 24 qaca.

flpe4n ynorpe6a ce npoBeprBa Bn3yzurHo. llpn,rarar ce caMo 6uctpu pa3TBopH 6e: yrafixa.

JlexapcreeuHrr npoAyKT e 3a eAHoKparHa ynorpe6a. Herasnofl3BaHurr pa3TBop ce lr3xBbpnr.

6.5. [auHu 3a orraKoBKara:
laroH or 36 ml (crr<.no) cbc 3aiyuzr,rra or xrop6yrhn, c'r,Ar,pxarq 50 mg oKc€urHnrarvHa.

(Draron or 50 ml (crrroro) cbc 3anytuzr,rrca or xrop6yrun,ctAbpxarq 100 mg oKczurun rartHa.

6.6.IlpenopbKu npr ynorpe6a / nplrnoxeuue:

I4srorsqHero Ha r.rH)KeKur4oHHhre pa3TBopH Ha r-IHToroKcnr{HHTe areHTn rpr6na Aa ce H3BbprrrBa or
noArorBeH, cneqharLr3r4paH flepcoHuur c no3HaH!{r 3a ynorpe6ara ua JreKapcrBara, npt4 ycroBr4q,

fapaHrupauH 3aurr,rra Ha oKoJrHara cpeAa u oco6eHo 3aurura Ha flepcoHaJra, pa6oreq c re3u
reKapcrBeHri npoAyKTH, cnope.q ilotraTuKara Ha 3ApaBHoro 3aBeAeHue. HaloxnrenHo e 3a re3H
qenn Aa e ocHfypeHo cneqniurHo noMer:1eHne. B Hero e sa6paueuo .qa ae nyttrn, flAe A rrr7e.



Karcro npr4 Bcr4LrKH [oreHrlr.lzurHo roKcr4rrHt4 pa3TBopH, pa3TBopbr Ha oKcan]i[JIarHH rpr6aa 4a ce

npHfoTBfl MHO|O BHhMaTeJIHO.

l lpenoplrcu npu ynorpe6a
Ynorpe6ara Ha ro3t4 uuToroKulrreH [poAyKT or MeAI4UHHcKHTe cecrpvr r4Irv Apyr MeAhtIHHcKH
nepcoHan r4314cKBa oco6eHo BHHMaHhe rapaHTHpauo 3aulhrara Ha [or3BauIVfl  vnt 3ao6HKantui lTe

fo .

I4:roresuero Ha nH)KeKTIHoHHHTe pa3TBopH Ha rluroroKcLrqHure areHTH rp.r6na Aa ce H3BbpuBa or

rrOAfOTBeH, cneulruLTH3trpaH fiepcoHrur C nO3HaHHq 3a yiloTpe6ara na neKapcTBaTA, ilpv ycJ]oBllt,

rapaHTupaur4 3aulrdra Ha oKoJrHara cpeAa u oco6eHo 3aurura Ha trepcoHztfia, pa6oreul c re3u

neKapcrBeHr4 rrpoAyKTr,r. HaroxureJrHo e 3a re3r,r ueJrr4 Aa e ocl-IfypeHo c[eUI4aJIHo [oMeuIeHI4e. B

Hefo e :a6paHeuo Aa ce rryrut,r, f lAe v nve.

llepcoHaltr rpr6aa Aa e noAct{fypeH c seo6xoAr,ruure Marepazuu, cflelll4uurHo npecrHJIKI4 c Abnfl,l
pbKaBu, 3au{t4THh MacKH, [ra[Kr,r, oqHJIa, cTepHnHH pbKaBr4rll4 3a eAHOKpaTUa ynorpe6a, 3aUIKTHH

rroKpr.rBiura :a pa6orHoro Mrcro, rourefiuepn n rop6r{ 3a ornaAbllure.
EncrperH H rloBbpHarv Mareplr:a ce orcrpaHqBar c BHr,iMaHI4e.

Epeueuuu xeun rpr6na ra uz6srear 6opaneuero c IIr4ToroKchr{HH afeHTH.

Bcercu cqyfleH rcourefiHep rpr6na Aa 6r,,Ae rperupaH cbc cbuloro BHHMaHHe 14 orIeHtBaH Karo

KOHTaMHHHpaH OTnaA'bK.

KoHrannHr.rpaHHflT ornaAbK ce cbxpaHqBa B noAXoArulo o3HaqeH TBbpA rcoHrefHep. Bnx no-4oly
" OrcrpaHrBaHe"
flpn rcouraxr Ha KoHueHTpara Ha oKczrJrhrrrarvHa, Ha [bpBoHaqarHo npurorBeHnt pa3TBop HnLr

rcpailuur r.rH$ysr.roueu pa3rBop c Koxara, Hesa6aeHo Mqcroro ce H3MHBa o6ulso c BoAa. flo crulus

HAqT]H CE IIOCT'bNBA IDLI KOHTAKT C JIH|ABHUhTC.

Te:n vepnu rpr6ea Aa ce c[a3Bar B cr,orBercrBne c MecrHHTe pasnope46n :a pa6ora c

uhToToKcHr{Hh npoAyKTI,{.

Cneqnalun npenopbKr4 3a rrpnno)KeHHe
-H?lKOfA Aa He ce roJr3Bar uH)KeKrIlroHHw Murepnanu, cr,Abpx(au1u astyrv^uttui.t.
-HHKO|A Aa Hece npunafa Hepa3peAeH.
-HI,IKOfA Aa He ce pa3rBapr HnH pa3pe)KAa c Qu:uororaqeH pa3rBop.
-HI4KO|A Aa He ce cMecBa c Apyfu neKapcrBeHr4 rrpoAyKTH vlnv Ia ce npr4nafa eAHoBpeMeHHo
npe3 erHa u cr,u{a nu$y:nouua cr4creMa (cneqnarHo c 5-@Y, pa3TBopl4 Ha ocHoBa, TpoMeraMon rd

Qro,ruuoeu npenaparu, c'bA'bp)Kaurr4 TpoMeraMon Karo rloMourHo BeurecrBo). OrccarranJ]arHH Mo)Ke

Aa ce flpllnara eAHoBpeMeHHo c Qo,wrHoea Kr4ceJIVHa, Karo [peAr4 Mrcroro Ha HH)KeKTHpaHe ce
[ocraBr Y rouexrop, TaKa qe ABara neKapcrBeHn npoAyKTa Aa He ce cMecBar B eAHa auSy:uouua
rTVHL'Lfl.

@o,ruHoeara KncerhHa ce pa3TBapr c r43oroHr{r{H14 pa3TBopr.l za nu$yznn rcaro 502 rrroKo3a, Ho
HI4KO|A c Qn:uo,rouruqeH pa3rBop HJrH uurKilJrHfi pa3rBopr{.
- AA CE npoMHe cncreMara npeAn rrpnnaraHero Ha oKcurJrurrJrarnH.
- IA CE u3ron3Bar caMo rpe[opr,r{BaHare pa3TBopr.rrenu (eux no-4ory)
- flp, ycraHoBrBaHe Ha yrailra B pa3TBopa, rocreAHuqr He ce npnnara v ce yHr.{rqo)r(aBa tro
BchLrKH [paBrna 3a BpeAHHTe orflaAbuu (enx no-4o,ry)

llpnrornnHe Ha pa3rBopa
- llpogyxrnTe, Kor.rro Morar Aa ce H3non3Bar 3a rrpHrorBrHe Ha pa3TBopa ca BoAa 3a nH)KeKuuH
unu SYo pa3TBop Ha frloKo3a.
- ErorccaruH 50 mg: Ao6aeq ce l0 ml
OKCA.IIHNJlATHH.

- E,roxcaruH 100 mg: Ao6aes ce 20
mg/ml oKczrJl unnaruHa.

or pa3TBopuTe,rfl Ao AocrllraHe Ha KoHrleHTpaqufl or 5 mg/ml

ml or pa3TBopnTenq Ao AocraraHe Ha KoHueHTpauns or 5

t 7



Or naurcpo6noJrofur{Ha fneAHa roqKa flonyqeHarr pa3TBop rpr6na 4a ce
rrpeAr.r ynorpe6a c 50% pasreop Ha rnrcKo3a.

Pa:pex4aHe rpeAu uu$yzun:
Pa:raopeuaqr [poAyKr ere Slarcou ce pa3pe)KAa c
AocrrzfaHe Ha KoHueHTpaqhq He no_HficKa or 0.2
uHSysur.

(D asu rco- xHM Hrr H a cra6 al Hocr e 6 w ta Aorcasaua za 24
Or rtnxpo6aoJrofaqHa l-r xuMuqHa IneAHa.rorrKa ro3l{
He3a6aBHo.

Ar<o ne ce h3noJI3Ba BeAHara, BpeMero A yaroBlflTa
orroBopHocr Ha npHnafaurur npoAyrra. CrxpaHrBaHero Ha
qaca npn TeMneparypa Me)KAy 2oC u goC, ocaen axo
KOHTpOnupaHl'j v Banv!upaHH a0e[TAqHH ycroBHq.

pa3peAH HenocpeAcrBeHo

cneA npurorBqHero uy. HeusnoJr3BaHuf,T

250 Ao 500 ml 5o/o pasrvop Ha rJrroKo3a Ao
mg/ml u ce BbBe)KAa rlpe3 r.rHTpaBeHo3Ha

Lraca rpu reMfleparypa Me)KAy 2"C u g"C.
pa3rBop :a aHQy:ax rp_r6ra Aa ce npHno)KX

Ha cbxpaHeHr4e rrpeAr4 yuorpe6a ca
pa3TBopa He rpr6na ganpennuaza24

pa3pe)KAaHeTO He ce a3BbprxBa [pr4

KaKTO H BCr4rIKr{ MaTepI.1.aJl..H, KO}tTo ca 6ulvt
BbBexAaHero rp.r6na .qa ce yHurrlox(aBar

3a IluToTKCr,IqHH afeHTh, B CT,OTBeTCTBHe C

llpega ynorpe6a ce rpoBeptBa BH3yanHo. flpalarar ce caMo 6ucrpupa3TBopg 6e: yrafirca.

Pa:rnoprr ce nphnara eAHoKparHo, He[oopercrBeHo
pa3TBOp Ce u3xB:bpnr.

Oueuere BH3y€LrHo pa3TBopa rpeAa ynorpe6a. llpalarar
yTa_rrBaHe.

ce caMo 6rlcrpu pa3TBopH, 6es AaHHr4 sa

Pasrsoprr ce [pHnafa eAHoKparHo, HelocpeAcrBeHo cJreA rrpnforBrrHero rry. Hea:nor3BaH,qr
pa3TBOp Ce u3xBT,pJ'rr.

HHKofA Aa He ce H3roJl3Ba QnrHolornveH pa3rBop 3a pa3TBapr He t4rL,t pa3pe)KAaHe.

tr4ucltStzun'.

Bb eerrrnaHero Ha o Kciur H nr aru Ha He H3HcKBa [peABap r.rren Ha xfi Apararr,r.
OxcalnnlarHH ce pa3pe)Iqa c 250 Ao 500 ml 5Yo pa3rBop Ha fJrroKo3a 3a AocrHraHe Ha
KoHIIeHTpaqvfl He no-HI4cKa or 0.2 mg/ml, u ce BbBex(4a n nepr.rQepHa BeHa rrnr4 ueHTp€ueH
BeHo3eH [6T B tlpoA'bn)I(eHue Ha 2 ao 6 qaca. Koraro oKczrJrunJr urnHa ce npurara c 5-
Qnyopoypaqut, uu$yzwrra c oKcarvflilar.Harpa6aa Aa rpeAXo)KAa ra3, ua 5-$,ryopoypaur4n.

OrcrpaHrnaHe Ha ornaAbuHTe:
Ocraft.{Hu KorrhqecrBa or neKapcrBeHu, rrpoAyKT,
H3rror3BaHU I]pl,I npHfoTBrHeTO, pa3pex(AaHeTo H
nocpeAcrBoM craHAaprHnre 6oluurrHu npoueAypn
uape46zre 3a orcrpaHqBaHe Ha BpeAHH ornaAbrln.

7. IIPIITEXTATEJI HA PA3PBIII,ITEIHOTO 34 YIIOTPBBA
CauoSu-AeeHrHc Et,lrapur EOOA
6yn. Ar. Crana6lolrzficrcu" 103
Co$ua 1303
Er,lraoun

8. HOMEP(A) HA PA3PEIIIEHI,IETO 3A yIIOTPEEA
Eloxatin 50 mg -9900217;Eloxatin 100 me _ 9900276

9. AATA HA TIbPBO PA3PEITIABAHEIIIOAHOB.flBAHE HA PA3PEIIIEHT4ETO 34
YfIOTPEEA
Eloxatin 50 mg - 30.08. 1999 ; Eloxatin 100 mg - 30.0g.1999

10. AATA HA fTOCJTEAHA pEAAKUT{fl HA TEKCTA


