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1. HME HA JEKAPCTBEHHUA HPOAYKT |

Okcamsmnarun EGese 5 mg/ml xoHuenTpar 3a HHY3HOH
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2, KAYECTBEH H KOJIMYECTBEH CLCTAB

1 m] koHuenTpar 3a uHdy3HOREH pasTBOp ChABPXA 5 mg okcanuIuiaTul (oxaliplatin).

10 ml xoHueHTpaT 32 HHY3HOHEH pa3TBOP CHOBPKA 50 mg okcanumiarul (oxaliplatin).
20 ml xoHneHTpar 3a HHDY3HOHEH pa3TBOp ChaBbpkKA 100 mg oxcamuiatun (oxaliplatin).
30 ml xonnenTpaT 3a HHOY3HOHEH pa3TBOP chABpKa 150 mg oxcamurmatin (oxaliplatin).
40 ml xoHueHTpar 3a HHQY3HOHEH pasTBOp ChABpXKA 200 mg okcanunnaruH (oxaliplatin).
50 ml xoHueHTpaT 3a HEGY3MOHEH pasTBOp CHABPKA 250 mg oxcaniuiaTul (oxaliplatin).

3a MBHHA CITHCHK Ha OMOIHHATE BEIIECTBA BHOKTE TOuKa 6.1.

3. JEKAPCTBEHA ®OPMA
KoHuentpat 3a mndyy3nonen pasreop

BHcTpa, 6e3upeTHa TeuHOCT.

pH: 4,5 - 6,5
Ocmonapurer: npubmmsurenso § mOsmol/kg

4. K/IMHHUYHA JAHHHA

4.1. TepaneBTHURE uHOKA3AHAR
OxcanunnaTuH B KoMOHHAaLHA C S-¢uryopoypawpin (5-FU) 1 pommrosa kucemana (FA) e mokasas npu:

. 4/IIOBAHTHO JICYCHHE Ha KapIHHOM Ha Jebenoto yepso, craauii I11 (cramuii C mo Duke), cnen

BJIHO OTCTPaHABaHE HA ITBPBHYEH TYMOP
. JICYCHHE HA METACTATHIEH KOJIOPEKTATICH KAPITHHOM.

4.2. [{o3HpoBKa H HAYHA HA HPHEACKEHHE

IIpHroTBAHETO HA HHXKEKIMOHHHTE Pa3TBOPH Ha IIMTOTOKCHYHH ar¢HTH TpAOBa a ce H3BHPINBA OT
O0OYYEHH CNEIHANCTH, 3aMO3HATH C ynorpebara Ha JISKAPCTBEHUSA IIPOAYKT, IIPH YCIIOBHA,
rapaHTHPAIH TOAHOCTTA HA JICKAPCTBCHHA TPOYKT, 3aI[[HTATA HA OKOJIHATA cpeda H ocobeHo
3alTaTa Ha NepcoHana, paboTeln ¢ Te3H JIeKapcTBeHH NPOAYKTH, B CHOTBETCTBHE C NOIUTHKATA Ha
3npaBHOTO 3aBeaeHHe. Heobxoaumo e na 6sae OCHTYPEHO CRCLHAJIHO NIOMEINCHHE 3a TE3U ueilu. B
HEro € 3abpaHeHo ITylieHe 1 KOHCYMHpAHe Ha XPaHH M HATIHTKH (33 no-1oApodHa HHpOpMAaNHg BIKTE
TOUKa 6.6). ‘

03 BKa
CAMO 3A Bb3PACTHU




IIpenoprunrenHara A03a OKCATHIUIATHH IPH aJIOBAHTHO JicucHHe ¢ §5 mg/m> HHTpaBeHO3HO HA
BCCKH JB€ CEIMHLIH B NPOABKEHHE Ha 12 mukbaa (6 Mecewa).

IlpenopbuMTenHara A03a OKCANMIUIATHH IIPH JIeUeHHE HA METACTATHYEH KOJIOPEKTAJICH KapIHHOM €
85 mg/m? MHTPaBEHO3HO HA BCEKH 2 CEIMHUIIK JAOKATO HE CE MPOIBAT NpOrpecHs Ha 3a60IBaHETO WIH
HETIOHOCHMA TOKCHYHOCT.

[lpunaranara mo3a TpaAOBa fa ce onpeneln B 3aBHCHMOCT OT MIOHOCHMOCTTA (BXK. TO9IKa 4.4).

OxcanunIaATEH ce NPRAATA BHEATR upean $ayoponapaMEABEEE, HANpEMED 5-§ryopoypansn

(SFU).

OxcamMruiaTiH ce BBBEKA B IPOAL/DKCHHE Ha 2 10 6 yaca B MHTpaBeHO3Ha HHQY3HA ¢ 250 mo 500 ml
2% pasTeOp Ha rmoxo3a (50 mg/mi), Taka 4e na ce nocTHrHe KoHUEeHTpamua Mexay 0,2 u 0,7 mg/ml.
0,7 mg/ml € HaH-BHCOKaTa BB3MOXKHA KOHLIEHTpalMA NPH NIpUWIaraHe Ha OKCAJMIUIATHH B /1034 oT 85
mg/m~.

B noseuero cayyan okcanMIIaTHH ce npuiara B KOMOHHAIMA ChC CXEMH Ha JIeYeHue ¢ S-
¢yopoypaimn (5-FU) xaro npogsipkurenta uHdysus. [IpH cxeMa Ha JIEYEHHE TIPE3 JBE CEAMHIIA 5-
¢Iyopoypainu ce npwiara Kato 0oiyc H IIpOXb/DKATENHA HHY3HA.

CneumainHy rpymy maup#eHTH

- brOpeuno yBpexnane:

OxkcamMIIaTHH He TpAOBa Jja ce MpHIara IpH NAIMEHTH ¢ TEXKO OROpedHO yBpexxaaHe (Bxk. Touka 4.3 1
5.2).

ITpy mauMeHTH ¢ JICKO 10 YMEPEHO HapylleHa 6n0peura (pyHKUIMA JiedeHHeTo MOXKE Aa 3arl0vHe B
npenopbrYaHaTa Ao3a (Bx. Touka 4.4 u 5.2).

- IlanweHTH ¢ HapyweHa YepHOAPOOHA QYHKITHA:

Cropen naHHATE OT €QHO KIMHWYHO MpoyyBaHe oT (pasa I, BRIOYBAINO NAIHEHTH C Pa3lIA4HA CTEIEH
Ha HapyleHa YepHOAPOoOHa QYHKIMA, M3rIeKa, e YeCTOTaTa H TEXECTTa Ha XenaToOHIHapHUTE
HapyIIeHHA Ca CBBP3aHH C MPOrPECHPAHETO HA 3a00NIABAHETO H OTKIOHCHHATA B PE3YJNTATHTE OT
H3C/ICABaHHA Ha YepHOApoOHaTa GyHKIMA Ha H3XOXHOTO HABO. B Xx0/1a Ha KIMHWYHOTO NMPOBEXKAAHE
03aTa He € 61ia crielHaTHO KOPUTHPaHa IIPH MAUMEHTH ¢ OTKJIOHEHHE B PE3YJITATHTE OT H3CIIEABaHHA

Ha YepHOApoOHaATa (pyHKL{MA.

- [1aHeHTH B cTapdecKa Bh3pacT:

He e HaGmoasaHo MoRHIABaHE HA OCTPaTa TOKCHYHOCT Ha OKCAMILIATHH NpH ynoTpebara My Kato
MOHOTEpaIHd WK B KOMOMHaIMA ¢ 5-duryopoypain (5-FU) npu naijaeHTH Ha BB3pacT Haj 65

roauHd. CneaoBaTeNHO, HE € HEOOXOMMMO CIICIHATHO ajanrTAPaHe HA 403aTa [IPH NALHMEHTH B
CTap4ecKka Bb3pacT.

- [lenMaTpyYHH MALMEHTH:

HaMa CLOTBETHO Noka3aHue 3a ynorpebara Ha okcanmiUiaTiH IpH geua. He e ycraHopeHa
e(peKTHBHOCTTA Ha OKCAJTHIUIATHH NPH [ISARATPHYHH NMALHCHTH CBC COAHMAHM TYMOPH (BXK. Todka 5.1).

Hauus Ha npunoxeHne

OKCATHIJIATHH Ce MpHIara 4pe3 HHTpaBeHO3Ha HHOY3HA.

TIpunoXXeHHETO Ha OKCAIMILIATHH HE W3NCKBA XHIIEPXHAPATALINS.




Oxcanumiaru ce pastBaps B 250 fo 500 ml 5% pa3TEOp Ha [IOK034 3a AOCTHTaHE Ha KOHLICHTpaLHA
ot 0,2 mg/m] wiu no-BHcoka, 1 TpAGBa Na ce BIHMBA B NEPH(MEPEH WIH LIEHTPATEH BEHO3EH ITET B
IPOaB/DKEHHE Ha 2 10 6 yaca. MndysusTa Ha okcanumiaTiH BuHard Tpa6Ba Aa e npeaw Tasu ¢ 5-

¢uryopoypaimn.

B ciyuaii Ha excrpaBasanms, uady3usTa Tp6sa aa ce npexpaTH He3a6aBHO,

YKazaHus 3a ynorpeda

Oxcanunnarus Tpsbea Aa ce paspean npemu ynotpeba. 3a paspexaaHe Ha KOHUCHTpaTa 3a
HHQY3HOHEeH pa3TBOp TpAGBa Aa ce M3NOM3Ba caMo 5% pasTBOp Ha IMIOKO3a. (BXK. T09Ka 6.6 ).

4.3. IlpormBonmoxasanms
OKcalMIIaTHH € NPOTHBOIOKA3AH IPH MALMEHTH, KOHTO

¢ <ac aHaMHe3a 3a CBPBEXYYBCTBHUTEIHOCT KbM AKTHBHOTO BELISCTBO HIIM KBM HAKOE OT
[OMOILHUTE BEINECTRA;
KBPMAT;
HMaT MHEJIOCYTIPECHA NPEAH 3aloUBaHe Ha MEPBHA Kypc 1pH 6poii Ha HeyTpodmwmre < 2 x 10%/1
H/HIHM Ha TpoMOomTHTE < 100 X 10%/1;

®  HMAT NepH(EpHA CEH30pPHA HEBPOATHA ¢ GYHKUIMOHANHO YBpeAIaHe NPeIH THPBHA KypC Ha
NICYEHHE;

®  WMaT Texka 6B6pedHa HelocTaThUHOCT (KpeaTHHHHOB KIHPHHC oA 30 ml/min) (Bx. Touka 5.2).

4.4. CoenBajnm npegynpexaeHus B NIPSANAIAH MEPKH OPH yIoTpeda

OkcamuniaTiH Tpsa6Ba 4a ce M3MON3Ba CAMO B CTICIHANTM3HPAHH OTAE/ICHHS 110 OHKOJIOTHA H TPAGBa
la C€ pHJIara noyz, HabmoAeHAe Ha OIIMTEH OHKOJIOT.

bvbpeuno yepexcoane
[pst nanwenTy ¢ ek 20 yMepeHo Texko GH0pedHO YBpeskIaHe € HeOOXOMMMO BHEMATENHO

MpoC/eAsBaHEe 3a HEXEMAHH PeaKIlHy, a 103aTa TpA6Ba Aa ce KOPHIHpa B 3aBUCHMOCT OT TOKCHUHOCTTA
(Bx. TOuKa 5.2).

Peaxyuu na cepvxyyecmsumennocm

Tpabza na ce ocurypu cnempanHo HaGmMoOAeHAE Ha NALMEHTH C AHAMHE3A 32 AIEPTHYHH POSBH KbM
APYTH ChE¢AHHCHHA Ha IIATHHA. B ciyyail Ha anadHunakTOMIHH MPOSBH KBM OKCANMIUIATHH,
nH(y3usTa TpaGea He3a6aBHO 1A Ce IPEKPATH H A 3aNIOYHE CHOTBETHO CHMITOMATHYHO IEYEHHE,
IIpOTHBONOKA3HO € TAKHBA NALMEHTH A2 Ce NOMIAraT OTHOBO Ha JICYEHHE ¢ OKCAIHILIATHH.
Cro0ImasaH cH KPBECTOCAHN PEaKiH, IOHAKOTa (haTATHH, ¢ BCHYKH CheMHEHNES HA [UIATHHA.

B coryaai Ha excTpaBasalms Ha OKCAIMIUIATHH, HEY3HATa TpIA6BA Aa CE IPEKpaTH He3a6aBHO M
Tpa6Ba na ce npempHeMe 0GHYARHOTO JIOKATHO CHMITOMATHYHO JICYCHHE.

Heeponozwunu cumnmomu
HeobxoauMo ¢ BHHMATEMHO NnpociaeAsBaHe 3a NPOABH HA HEBPOJIOTMYHA TOKCHUHOCT OT CTpaHa Ha

OKCANHTIATHH, OCOOSHO NPH ¢IHOBPEMEHHO NPHIIOKEHHE ¢ JPYTH JIEKAPCTBCHH MPOAYKTH ChC
creupHIHA HeBPoTOKCHYHOCT. HeBponoriuen npernen Tpa6ea a ce NpoBee IPe/H IPHIaraHe Ha
OKCAIIHIVIATHH, & BIIOCNCACTBHE TakbB TPAOBA Aa CE MPaBH NEPHOIHIHO.

IIpn naumenTn, npu KouTO ce HaGmonasa ocTpa JIAPUHIO-(papHHTeaNIHA AU3eCTE3HA (BXK.
IO BpeMe Ha 2-4acoBa HHQY3HA WIH HAKOIKO Yaca cliel Hes, MOCICABAINATA HH(Y3HA H
OKCAITHITIATHH TPA0Ba Aa ce [poBejie B MPOABDKECHHE Ha 6 Haca.

IHe HEGPONAIMUR



AKO BE3HMKHAT HEBPOJIOFHYHH CHMITTOMH (IAPECTE3HM, JU3ECTE3NH), TOCIEABALIOTO KOPHIHpaHe Ha
R03aTa Ha OKCAMHIIATHH TpsOBa ha ce paBH B 3aBHCHMOCT OT NMPOABDKHTEIHOCTTA M TeXECTTa Ha
TE€3H CUMIITOMH:

° B ClTy4aii 9e CHMATOMHTE IPOABIDKAT IIOBEYE OT CEAEM JIHH H Ca 00E3MOKOHTENHH, ClIEABAINATa
1033 OT OKCAJTMILIATHH TpAOBa Aa ce HaMamm ot 85 Ha 65 mg/m? (NpH METACTATMUHO JICUCHHE)
Win Ha 75 mg/m? (I(pH amoOBaHTHO NedeHuye);

. B CITy4aH 9¢ NApeCTE3HATA, KOSTO HE € CHIIPOBOAEHA OT PYHKIHOHATTHH HAPYIIESHHA, TPOTBIDKH
A0 ClEABAIIHA IHKBJ, CISABAIIATA A03a OT OKCAJIMIUIATHH TpAOBa Aa ce HaMaH ot 85 Ha 65
mg/m? (TIpH METACTATHYHO JICYCHHE) HITH Ha 75 mg/m? (IpH AHOBAHTHO JICUEHUE);

® B CJTyvuaH Ye napecTe3vaTa € ChIpPOBOeHa OT (PYHKIHOHANHHA HAPYIICHHA H MPOXBIDKH /10
CIeABAINHA LIHAKHI, MPHIOXESHUECTO Ha OKCAITHIUIATHH TpafBa Aa ce MpeyCcTaHOBY;

* [IPU OT3BY4aBaHE Ha TE3H CHMIITOMH CJIEJ CIIHPAHE Ha JICYEHHETO ¢ OKCAJIMIVIATHH, MOXKE Ja CE
obMucTH BE300HORABaHE HAa TEPANUATA.

[NampenTaTe Tpabea Aa 6baaT uHGOPMHUpaHH, Ye Clle/l MPEKBCBAHE HA JIEYSHHETO, € BEIMOXKHO
CHMIITOMHTE Ha NepH(EpHA CEH3I0OpHA HEBPONIATHA Aa MpoALDKar. JIoKkanmu3upana, yMepeHa
MapeCTe3HA WIH NAPeCTE3HA, MPHAPYHeHa oT QYHKIMOHAIHA HapyIIIeHHA, MOTAT J1a ce HabJIio/1aBaT a0
3 rogMHU ciiell IPEKbCBaHe Ha AMIOBAHTHOTO JICYCHHE.

Cunopom na obpamuma nocmepuopta aesxoenyepanonamun (RPLS)

Cnyuan Ha CHHapoM Ha o6paTma mocTepHopHa neskoeHuedanonatusa (RPLS, 3BecTeH chIO KaTo
PRES - CangpoM Ha noctepuopHa oOpaTHMa eHIedanonarus) ca ¢hoOIeHH MpH NallHeHTH,
NOTy4aBallH OKCATMIUIATHH B koMOuHMpaHa xumuoTepanta. RPLS e paako, o6patamo, 6p30
Pa3BHBAINO C& HCBPOIOTHYHO CHCTOAHHE, KOETO MOXKE /1a BKIIIOYBA PHIIAbIM, XMIICPTOHHA,
r1aBobolHe, 060BPKaHOCT, CIENOTA M APYTH 3PHTEIHH M HEBPOIOrHYHH HapymeHns (Bx. Touxa 4.8).
3a auarHocTuipane Ha RPLS ce usnonsea motespxaeHue ot o0pasHO H3CIeABAHE HA MO3BKA, 38
nmpeanountane JIMP (aapeHo-marnnTeH pe3oHaHc).

T'adene, nospvyare, Quapun, Oexudpamayun u XemamonouiHy nPOMEHU

CToManmHo-4peBHaTa TOKCHIHOCT Ha OKCANHILIATHH, T. €, CHMITTOMH KaTO raficHe H NOBpBiNaHe,
Hasara NpoQHUIAKTHYHO H/HIM TepaNeBTHYHO NPUNOKEHHE Ha AHTHEMETHIM (BK. TOUKa 4.8).

Jexnnpataiyi, DapaTHTAYEH WICYC, HHTECTHHAIIHA OOCTPYKINA, XHIIOKANeMus, MeTabONHTHA
auHao3a H 6s0pedHo HapyleHue MoraT aa GBaaT pe3ynTar OT TEXKA JHAPHS H/WIH ITOBPBIIAHE,
0co0eHO NMpH KOMOMHALMATA HA OKCAMIVIATHH ¢ S-Quryopoypaumn (5-FU).

CrobimaBanu ca CTyyaH HA HHTECTHHAIHA HCXEMHS, BITIOUHTEHO C JIETAICH H3XO0, NIPH JICYECHHE ¢
OKCAMUIIATHH. B ciydaii Ha MATECTHHANHA HCXEMMS, JICYUCHHETO C OKCAJTHILIATHH TpAOBa 1a Onje
NpPeKpaTeHo u 1a ObAaT npeanpreTH NOAXoaaNM MEpKH (BX, Touka 4.8).

Ilpu nosABa Ha XeMATONIOTHYHA TOKCHYHOCT (HeyTpodmwm < 1,5 x 10°/1 wm tpomGormTu < 50 x 10°/1),
NPOBEKAAHETO Ha CTIE/IBAINMA TEPANCBTHYCH Kypc TpaAOBa Aa ce OTI0XKH [0 Bh3CTAHOBABAHE Ha
X€MATONOTHYHHTE MOKA3aTe Il A0 IPHEMITHBH CTOMHOCTH. TpaOBa 11a ce npoeeaar MbJIHH
XC€MaTOJIOTUYHH H3ClIeIBaHNA ¢ AHpepeHIMaTHO OpoeHe HAa Oe/THTe KPHBHM KJIETKH IIPEH HA4aIoTo

Ha TEPANHATA U MPEOM BCEKH CIEBAII KYPC.

MuenocynpecHsaH edekTH MOTAT Aa CHIPOBOXKAAT eeKTHTE OT CHITBTCTBAINATA XHMHOTEPAITHS.
INamueHTHTE ¢ TEKK2 H NPOTHDKATENHA MHEIOCYTIPECHS Ca M3/I0KEHH Ha BHCOK PHCK OT
HH()EKIMO3HH ycIIoxkHeHHA. CENCHC, HEYTPOIIEHHYEH CENICHC H CENTTHYEH HIOK ¢a Chobapanu npy
MALUCHTH, IEKYBAHH ¢ OKCAJIMIUIATHH, BKIIOYHTCIHO ¢ IeTaleH H3Xod (BxK. Touka 4.8). B ciyu4aii ve
BBE3HUKHE HAKOE OT TE3H ChCTOSHMA, NMPHIOKEHHUETO HA OKCA/IMIVIATHH TpAOBa 1a Onae
IIPEYCTAHOBESHO.

[TarpenTuTe TpAGBA CBOCBPEMEHHO Na GbAAT HHOPMHEpPAHH 3a PHCKA OT BE3HUKBAHYAGVIEDEL/
NOBPEINAHE, MyKO3HT/ CTOMATHT H HEYTPOTISHHS cJie)] IPHNIAraHe HA OKCATHINATHH/A 53
¢uryopoyparmn (5-FU), 4 f1a ce 0GBpHAT 110 CHEIMHOCT KbM JIEKYBAIHA JICKAp 33 3anj0uBaHe A - .

NOAXOIALIO JIEYEHHE.



Ilpu nosBara Ha MYKO3HT/ CTOMATHT CBC WK €3 HeYTPONeHUA, MOCISABAINOTO JIEYCHHE C
OKCATHIUIATHH C€ OT1ara [0 Bb3CTaHOBABAHE OT MyKO3WT/CTOMATHT AO cTeneH I mwim no-HHeKa W/HnH
no Opoit Ha HeyTpoduanTe > 1,5 x 10%/1.

Koraro okcalHIuiaTHH ce mpHiara 8 KoMGuHauus ¢ S-duyopoypauit (5-FU) (cuc HiH 6e3 GoanuoBa
KHCEJIMHA), C€ MPENopBHIBAT O0HUAMHITE KOPEKIHH Ha 03aTa HOPATH TOKCHYHOCTTA, CBhp3aHa ¢ 5-

¢ryopoyparmm.

B cnydaii Ha anapus oT cTeneH 4, HeyTponesus ot creneH 3-4 (aeyTpodim < 1.0 x 10°/1), debprnna
HEYTpOINeHus (TPECKA ¢ HEA3BECTHA €THOJMOTHA, 6€3 KITMHAYHA WIH MAKPOGHOIOTHYHH
AOKYMECHTHPAHH aHHH 3a HH(ekips, npu aGcomoren 6poit Ha HeyTpodrute < 1,0 x 10°/1,
CIHOKPaTHO U3MEPEHA TeMIiepaTypa >38,3°C WM nojyTbpkaHa oBevYe OT eHH ac TEMIIepaTypa
>38°C) wmn TpomMbGonmToneHus ot crenen 3-4 (tpombonuta < 50 x 10%/1), no3aTa Ha OKCATHILIATHH
TpaGBa Ja ce Hamanu ot §5 Ha 65 mg/m? (pH AeUeHHe Ha METACTATHYEH KapIAHOM) HIH Ha 75
mg/m? (IpH aAOBaHTHO JIeYeHME), B IOMBIHCHHE KbM HEOOXOAHMOTO HAMANABAHE Ha H03aTa Ha 5-

¢yopoypaimi (5-FU).

benodpobmno yepexcoane
B ciyyan Ha HEACHH PECIIMPATOPHH CHMITTOMH, KATO HEMPOIYKTHBHA KAIILTHIIA, AUCITHES, XPHIIOBE
HJIH PCHTTCHOJIOTHYIHO JHATHOCTHLMpPaHH OenoapobHH HHPWITPaTH, MPRIAraHeTo Ha OKCAIMILUIATHH

TpAbBa a ce NpeKbCHe, AoKaTo GenonpobHATe H3CIEABAHHS H3K/TKOYAT HHTEPCTHIHAIHO GetoapobHo
3abongsane wiH OenoapobHa pubposa (B, Touka 4.8).

Hapywenuwa na xpvema

XeMONUTHYHO-YpeMHYHUAT cHHapoM (HUS) e xxuBoTO3acTpaInaBalla HexenaHa peakups (¢
HEH3BECTHA YECTOTA). YNoTpebara Ha OKCATTHILTIATHH TPAOBA Ja OBJie MpeKpaTeHa NPH TbPBHTE
OpH3HALM HA MHKPDOAHTHOIIATHYHA XEMOJIMTHYHA aHEMHS, KaTo Obp30 NOHMWKEHHE HAa XeMOrI00HHa,
OPHAPYXEHO ¢ TPOMOOLMTONEHHS, NOBUILIEHHUE HA CEPYMHHS SHIMPYOHH, CEpyMHMS KPEATHHEH,
KpbBHa yped a30T WiH LDH. Bramoxno e 650peynaTa HeZoCTaTBIHOCT ia He OBae oOpaTHMa ciiel
NMPEKPaTABAHE Ha TEPAlHATA U Ja C& HAJIOXKH JHATH3A.

HuceMunHupanara HHTpaBasanHa koaryaauusa (DIC), BRIIOUMTENHO ¢ JIETalleH H3X0]l, € choOImaBaHa
BBB BPB3KAa C JICUEHHE ¢ OKCaMIUIaTHH. B cnyuaii Ha DIC, TepanmaTa ¢ OKCaMIIATHH TpAOBa Ja
OB/ie mpeyCcTaHOBEHA H 1A C& IPIWIOKH MOAXOAALUO JedeHUE (BXK. Touka 4.8). TIpH nauneHTH ¢
HapymeHus, cBbp3aHH ¢ DIC, kato unbekims, cencue | Ap., € HeOOXOAHMO MOBAIICHO BHUMAHHE.

Y e Ha OT unTepBana

Y aemxasanero Ha QT uHTepBana Moxe Aa AoBe/e 1O NOBKIIABAHE HA PHCKA 34 KAMEPHH apHTMEH,
BIIIOUHTENHO Torsade de Pointes, kouro MoraT na GBAaT ¢ neTaneH usxos (BK. To4uka 4.8).
Heobxonumo € penoBHO H CTPHKTHO NpocneassaHe Ha QT uHTepBana Ipeay H ClIEA NpHIaraHe Ha
OKCATMIUIATHH. [1oBHIIeHO BHUMaHNE € He0OXOAMMO NPH NAHUEHTH, KOMTO ¢4 ¢ aHAMHE3a HITH
MpEAPasnoioKCHOCT 33 yakDkeH QT HHTEpBan, npHeMaT JIEKAPCTBEHH NPOIYKTH, 38 KOHTO €
M3BECTHO, ue yapokaBaTr QT uHTepBana nav HMaT eIEKTPOJIATHO HApYINeHHe, KATO XHTOKATICMHS,
XHIMOKAJIUMEMHA HITH XHTIOMarHesHeMus. B ciydaii Ha yabipkes QT nHTepBan, edueHHeTo ¢
OKCATHIUTATHH CJieABa Aa Obae mpeycTasoBeHO (BX. ToukH 4.5 | 4.8).

PabaoMuonmuia
Cny4au Ha pabaoMMom3a ca ¢ro0maBaHu IIPH NALHMEHTH, IPHEMAJIH JCYeHHE ¢ OKCANTHIUIATHH,

BIUTIOYHTEITHO C JICTaNleH W3Xo/. B ciyvaii Ha O0/1ka WM OTOK Ha MYCKY.JIMTE, IPHAPYXEHA ChC
caboCT, Tpecka MM NOTEMHEHA YPHHA, TEPAIHATA ¢ OKCATHIUIATHH CJIEZBa Ja ObAe NpeycTaHOBEHA.
Ilpu noTeBpkAaBane Ha paGnomMuoNK3a TpA6Ba Aa GbaaT NpeINPHETH CHOTBETHHTE TEPare

JICKapCTBEHH NPOAYKTH, CBLP3aHHU ¢ pabaoMuoin3a (BkK. Touku 4.5 u 4.8).

IacTpOMHTECTHHATHA A3Ba/KPHBOHIIMB H nepdopauus
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CTPHKTHO MPOCICOABAH (B, T04¥a 4.4). 110BHLICHO BHUMaNYE ¢€ NPenOpbYBa KOTATO
OKCANHIVIATHH CC TIPHIIara eJHOBPEMCHHO C APYIH JCKapCTREHH NPOAYKTH, 38 KOUTO € U3
ca CBhp3aHM ¢ pabaommonusa (8. Touka 4.4).



JIeYeHPETO ¢ OKCAIMILIATHH MOXKE a NPeAU3BHKA Bb3HHKBaHE HA raCTPOHHTECTHHA/IHA A3Ba YU
BB3MOKHH YCIOXHEHHA, KATO FACTPOHHTECTHHAJIEH KPBBOU3IHB ¥ Nepdopaiis, KOHTO MOraT /1a
6bAaT ¢ neTaneH uzxon. B ciyvaii Ha racTPOMHTECTHHATHA S3Ba, IGUEHHUETO ¢ OKCATHINATHH TpOBa
Aa 6bae NPeYCTaHOBEHO M Aa OBAAT OPEANPUETH CHOTBETHUTE TEPaNeBTHYHH MEPKH (BXK, To4ka 4.8).

HYeproodpobuo yeépecoane

B cnyuaii Ha OTKNIOHEHYMS B PE3yATATHTE OT M3CIEABaHKATA Ha YEpHOAPOOHaTa (DYHKIMS HIH MOpTAIHA
XUIIEPTOHH#A, KOATO OMEBHAHO HE € MPHYMHEHA OT YepHoApOoOHH MeTacTasy, TpAOBa /la Ce B3eMar
npeABUN NPeAN3BUKAHUTE OT JIEKAPCTBA BACKYJIAPHH YEPHOAPOOHH HapyllIeHHd, KOUTO Ce
Ha0IIOAABAT B MHOTO PEAKH CAYUaH.

bpemennocm
OTHOCHO NprAoKeHUe Npu OpeMeHHH JKeHH BHXKTE TOuKa 4.6.

@epmunvmen

[Ipu npeaTMHUYHU MPOYYBaHKSA Ca YCTAHOBEHH reHoTOKCUYHY edekTH. Ilopaau ToBa Ha NAMEHTHTE
OT MBKKH NOJI C€ NPENnophyBa 1a He CTapaT Gaum No BpeMe Ha JICHEHHETO H A0 6 Mecela Cliel HeTo,
KaKTO Aa C€ HHQOPMHPAT OTHOCHO BE3MOXKHOCTHTE 34 ChXPAHEHHE HA CTIepMa Npeay HayanoTo Ha
AISYEHHETO, ThH KaTO OKCAMILIATHH MOXE 1a YBpeaH depTuarTeTa HeoOpaTuMO.

XeHute He TpAOBa Na 3a6peMeHsBAT 110 BpEME Ha JICYEHUETO ¢ OKCANMIVIATHH K TpsOBa Ja npuiarat
e(PeKTHBECH METO/ Ha KOHTpauenuydsa (BxK. Touka 4.6).

[T1py HHTPaNEepPUTOHEATHO MPUNOKEHNE HA OKCATTHIIATHH (HAYHH HA NPUIOKCHHE H3BLH
onoOpeHnTe) € BE3MOXKHO BE3HUKBAHE HA MEPHTOHEATCH KPBbBOH3JIHB.

Hmynocynpecupawy echexm/Iosumena yyscmeumeaHocnm KoM unpexyuu

[IpunaraHeTo Ha XKUBH WK HA >KHBH aTEHIOMPaHH BaKCHHH NTPH NALHEHTH, KOHTO Ca
UMYHOKOMAPOMETHPAHH OT ynorpebaTta Ha XHMHOTEPANEBTHLH, MOXe 1a JOBSAE 10 TEKKH HIIH
¢artanHu uHpekuun. UMyHH3HpaHeTo ¢ JKHBH BaKCHHH TpAOBa na ce U30ArBa nNpH NaLUyMeHTH,
NEKYBaHHW C OKCATUIIATHH, YOUTH HNH HHAKTUBUPAHH BAKCHHH MOTAT Ja Ce NpUnarar; OTrOBOPBT
KbM TAX, 00aue, Mmoxe na 6wae orcnaden.

4.5. BsanmojeiicTBHe ¢ APYrd JeKapCTBEHH NPOAYKTH H APYrH (JOPMH HA B3IAUMOAEHCTBHE

[Ipy nauUMEeHTH, KOMTO ¢a NOJYYMITH eIHOKPATHO A03a 0T 85 mg/m’ OKCa/IMILIATHH HENOCPEACTBEHO
npeau npuiarade Ha S-guiyopoypauun (5-FU), He ce yCTaHOBSABa MPOMAHA B TIA3MEHHTES HHBA Ha 5-
¢nyopoypaunn (5-FU).

[Ipu npoyuBarus in vifro He € YCTAHOBEHO CBLIECTBEHO H3IMECTBAHE Ha OKCANIMIUIATHH OT MECTaTa Ha
CBBP3BaHe C MNAIMEHWTE NMPOTEHHH OT CTPdaHa Ha CACAHHTE JICKAPCTBEHH NPONYKTH. SPUTPOMHLHH,
CaIHLIUNATH, MPAHUCETPOH, NAKJIIUTAKCENI U HATPHEB BANIIpoaT.

flpy eJHOBPEMEHHO MPHIIOKCHUE HA OKCANUILIATHH C APYTH JIEKapCTBEHH MPOAYKTH, 38 KOHTO €
M3BECTHO, Y€ MpeAU3BUKBAT yYawbkaBaHe Ha QT uHTepsana, € He0OX0AHMO NOBHIICHO BHUMAHKE.
[TpH KOMEHHHPAaHO MPHIOKEHHE C TAKMBA NekapcTBeHH npoAykTH QT HHTepBanbT Tpsabsa Aa Obae
CTPHKTHO NpocneasBad (BK. Touka 4.4). IloBHLISHO BHHMaHHE C€ NpenoppiBa KOTaTo JICYCHUETO C
OKCaJIHIJIATHH Ce YIpWiiara €QHOBPEMEHHO C APYTH NICKAPCTBEHH MPOAYKTH, 32 KOUTO € H3BECTHO, Y€
ca CBBLp3aHu ¢ pabaomuonmza (BxK. Touka 4.4).

MMYHH3HPaHETO ¢ KHBH WY XKUBH ATSHIOHPAHH BAKCHHY NPU NALKMEHTH, JIEKYBAHH C OKCAJTHIUIATHH
TpaOBa Za ce H3barea. (BHx TOuKa 4.4)

4.6. @epTHaHTeT, (PEeMEHHOCT H KbPMEHE

bpeMEHRHOCT




IloHacTosmem HAMA aAHHH OTHOCHO 6€30MACHOCTTA HA OKCAJMIVIATHH NIPH ynoTpe6a oT GpeMeHHH
KCHH. B excnepuMenTannn npoyyuBaHus npu sKMBOTHY € HaG/O/|aBaHa PeNpOAYKTHBHE TOKCHYHOCT.
CrienoBaTenHo, He ce NpenopsYBa NpUiaraHe Ha OKCATHIUIATHH TIO BpeMe Ha GPeMEeHHOCT M IIpH
KCHH B ACTEPOHA BB3PACT, KOHTO HE H3IOA3BAT €(PEKTHBHH KOHTPAIICIITHRHH CPEACTEA.,

IpHnoxeHHeTO Ha OKCAIMILIATHH 10 BpeMe HAa GPEMEHHOCT € BE3MOHO, CAMO aKO MAIMEHTKATA €
HAaITBJIHO HHPOPMHpPAHa OTHOCHO CHILECTBYBAII{HTE PHCKOBE 38 IUIOA H € AAIa ChITIACHETO CH.

HDI[XOI[H].IIH KOHTPAIICIITHEHH MEPKH Tpaﬁna Aa CC IMpWwiarar 1o BpeMe Ha JCUCHHETO C
OKCATHILUIATHH, KAKTO H 3a NEPHOA OT 4 MCCCLA ITPH XKCHH CJIC Kpad Ha JICHCHHUCTO.

KbpmMmeHe
Hsama npoy4BaHia OTHOCHO NpeMHHABAHE Ha JIEKapCTBSHHAA NPOAYKT B KbpMarta. KbpMeHeTo e

NPOTUBONOKA3HO 110 BPEME Ha JISUCHHE ¢ OKCATHUIVIATHH.

Oeprmmrer
Oxcanuniarux Moxe a yBpeau depTmarera (BHXK TouKa 4.4).

Ilopans noTeHUMANTHNA NFeHOTOKCHYEH eeKT HA OKCATHIUIATHH, € HE0OX0OUMO Ja Ce IpUeMar
NMOAXOZAMH KOHTPALICNTHBHH CPEACTBA N0 BPEME H ClIe/ NPEeKPaTABAHE HA TEpanMATa 3a mepHoH ot 4
MeEcela 33 JKeHH H 6 Mecela 3a MbxKe,

4.7. EdexTn BbpXy cnocofuocrTa 32 modupane H pabora ¢ MAINBHE

He ca nporexxnaHn npoyusanus 0THOCHO edeKTHTE BEPXY COcoGHOCTTA 3a modHpaHe U paboTa ¢
MAaIMHA. Bbnpekd ToBa, JICYSEHHETO ¢ OKCAIMILUIATHH, BOZEIIO [0 MOBHINEH PHCK OT 3aMaifBane,
rapcHe H MOBPhINAHE, U APYTH HEBPOJOTHYHHA CHMITTOMHM, KOMTO 3aCATaT MOXOAKATa M PaBHOBECHETO,
MOX€E /1a JOBENE 10 NEKO HIIH YMEPEHO BIIHAHME BBPXY CrocoOHOCTTa 32 modupane H paboTa ¢
MAIIHHH.

3puTeTHHTE HApYHICHH, B YaCTHOCT BPEMEHHATA 3ary0a Ha 3peHHe (o6paTHMa ciiefl
NpeyCcTaHOBABAHE HA JICYCHHETO ), MOTAT A2 MOBIHAAT CIIOCOOHOCTTA HA NAIHEHTHTE 34 IMIohHpaHe H
pabora ¢ Mamunn. ITopanu ToBa naumenTHTE TpAGBa Ja 6H0aT DpeAyIpeKAABAHH OTHOCHO
NOTEHIMAITHOTO BIIMAHHE HA TE3U peaKiHy BBPXY CIOoCcOGHOCTTa HM A3 modHpar HiH paboTT ¢
MAaIIHHH.

4.8. Hexenann JeKaAPCTBEHH peaKNHA

O6o0menue Ha mpoduna na GesonacHoct

Haii-uecto HRabmoaaBanuTe HeXeNaHM JICKAPCTBEHH PEaKIHy 110 BpeMe Ha KOMOHHHPAHO JICUCHHE C
OKCAIMILIATHH H S-Qayopoypaumn 4 domropa kucenuna (5-FU u FA) ca cToMamHo-4peBHH
(aMapus, rajicHe, OBPELIIAHE W MYKO3HT), XEMATONIOTHYHH (HEYTPONIEHHS, TPOMOOLMTOTICHHS) U
HEBPOJIOTHYHH (OCTPH, A030-KyMyJIaTHBHA NepH(pEPHa CEH30PHA HEBPOTATHA).

Hai-06100 Tesn cTpaHH9HN peakiHy ca GHIH D0-9eCTH U IO-TSKKY [PH NPHIATraHe Ha OKCATHIUIATHH
B komOuHaimia ¢ 5-FU/FA, oTkonkoro npH camMoctosTenHo npriokenne Ha 5-FU/FA.

CHHCHK HA HEMEIAHWTE Peakiiu
AannuTe 32 YecTOTaTa HA OIMMCAHKTE MO-JONY HEXKEIAHU JNE€KaPCTBEHH PEaKIMK Ca MOTYYEeHH OT
KNHHHYHH NPpOYYBaH#si, MPOBCACHH NPH METACTATHYHO H ai0BAHTHO JedeHre (npu 416 m 1108
[AIMEHTH CHOTBETHO B IPYITHTE 3a JiedeHHe ¢ oxcanuiuratil + 5-FU/FA) H 0T mocTMapKEeTHHTOBH
HabmoneHus.

HecroTaTa Ha HEKeAaHUTE JIEKAPCTBEHN PEAKIHM, IOCOYECHH B Tab/IHIIaTa I0-J0JLy, C€ OHpeIe/Ia
CIIOpeA CICAHATA KIacH(pUKaims: MHOTO YecTH (>1/10), uectn (>1/100 mo < 1/10), HewecTH
no < 1/100), peaxu (>1/10 000 go < 1/1 000), Mmuoro peaxu (< 1/10 000), ¢ nemzBecTHa
HAJIMMHATE JaHHH He MOXe Aa Ob/ie HarpaBeHa OIIEHKa).
[onpoGHOCTH ¢a OCOYEHH cllex TabHmAaTAa.




Knacagpaxanms | Msoro vectn |Yecrn Hewectn Penxn Mpuoro peakun | C nensBecTHa
no MedDRA JeCTOTA
Hadexnnn B - Unpexipm |- Pummr - Cencuc+
HEecTanHa* - Hndexuus Ha
ropHUATE
JAXATETHH
ITETHINA
- Heytponennd
€H CETCHC
Hapymenns na |- Axemus - Debpuina - XeMONIHTHY ABTOMMYHHA
KpsBTA H - HeyTtponmenma | HeyTponeHus Ha aHeMUs TIAHLUTOTIE-
JHMGHATA - TpomboimTon - HIMyHoanep HUA
cacreMa* CHUs ru4Ha
- Jleskonenus TPOMOOQITHT
|- JInMponenus OICHHA
Hapymepns sa |- Axeprus/
HMYHHATS aliepruvHa
cHCeTeMa® peaking ++
Hapymenns Ha |- AHopekcua |- Jlexuapara- |- MetaGommt
MeTabonusMa B |- Xuneprimkem | mmus, Ha aiHao3a
XpaHeHeTo 25 XHIOKaNLHEM
- XunokaneMusa| Hs
- XutiepHaTpue
MHSA
Henxaqnn - Henpecus - Heperoct
HapyImIeHHE - bescnHue
Hapymenns na |- Ilepudepna |- 3amatiBane - JlusapTpus
HEepBHATA CEH30pHa - Moropen - Cungpom
cHcTeMa®* HEBpONATHA HEBPHT Ha
- I'maBobomme [- MeHMHTH3IEM obpaTuMa
-~ CeH30pHH NOCTEPHOP-
HapylIcHUA Ha
- Hapymeno JIEBKOCHIIE
BKYCOBO ¢anronaTrs
BBINPUATHE (RPLS,
HapH4aH
CBIHO
PRES)**
Hapymennas Ba - KoHIOHKTH- - BpemenHo
OYHTE BHT BJOIIEHA
- 3puUTenHH OCTpOTa Ha
CMYILCHHS 3PEHHETO
- Hapymienue
Ha
3PUTC/IHOTO
nosne
- OnrydeH
HEBPHT
- BpemcHHa
3aryba Ha
3pCHHE
(o6paTHMa
cnen
NpeycTaHo-
BABAHC HA

NIEYEHHETO)




Hapymenns Ha - Ororokcmu- |- I'nmyxora
YXOTO H HOCT
JabnpanTa
CoaoBH - XeMoparus
HApYIMCHAS - 3auepBaBaHe
- Jnprboka
BEHO3HA
Tpombo3a

- XuneproHHi




Knacaduxanus | Muoro uecrn Yectn HegecTn Peaxn MBuoro penkn
oo MedDRA
Pecnuparopan, |- J{ucnHes X®imane - HHTepCTHIMATHA
IrpHAHH H - Kammmia benoapoben Genonpobna
MeXHACTEHANNE |- Emrcrakcuc eMOONH3IBEM 6omecT, NOHAKOra C
HAPYIICHHAS JIETAlICH H3XO
- benonpobxa
bubpoza**
Cromamno- - HMuapus Hucnencus - Hneyc - Konwr, B T.9.
YpEeBHH - Tanene I'actpoesoda- |- UperHa JHAPHS, MPHUHHEHA
HaApymennsa* - [loBpbmane reasicH pequykc | OOCTpyKUHA ot Clostridium
- Cromarur/ Cromaimso- difficile
MYKO3HT YpeBEH - Ilaskpearnt
- bonxa B xopema KPBBOH3IHE
- Jamnek Pexranex
KPpBHBOM3IIHB
Xenaro- YepHoapobHo- Pokanra
Ouamapen CHHYCOHIAJIEH HOIYJIApHa
RARpyIHIeHAR obCcTpyKTHBEH XHNICPIUIA3HA
CHH/IPOM(BHXK FIO-
A0TY)
Hapymenns na |- Koxun Excdonmnarma XunepceH3uTH-
KOXaTa H HapyImeHHs Ha KoXKaTa BCH BACKY/IHT
NOAKOXKHATS - Anonenus (cHHApOM
ThKAH ”pBKa-Kpak’’)
Epuremarozen
o0pus,
O0pus
Xunepxuaposa
Hapymerue Ha
HOKTHTE
Hapymenns sa |- Bonka B rep6a Aprpanrus
MYCKYAHO- bonka B xocTHTE
CKEJICTHATA
CHCTEMA,
CLEAHHHTETHATA
THKAH H
KOCTHATA
CHCTEMA
Hapymenna na XeMmatypus -
6u0pennTe B Jsypus
NDHKOYHHTE Hapyinena
IbTHIIA 4eCTOTa Ha
YPHHHpaHE
O6mn - Tpeckat++
HAPDYIIEHHA H - Peakums Ha
edexTH HA MACTOTO Ha
MSCTOTO HA HHXEKTHpaHeH-
HPHJIOKEHHE +
- ¥YMopa T TN
- ActeHus / @%‘f‘wﬂ n‘jf?@\
- bonka ,:g By s %




Knacapaxanus
no MedDRA

Mpuoro gectn

YeceTH

HeuecTn

Penkn

Muoro peakn

H3caenpanus

INopmimeno
HUBO Ha
anxajiHa

¢ocdarasza s
KpBBTa
INosHinen
OuHpyOHH B
KpPbETA
ToBumeno
HHBO HA JIAKTAT
NeXHAPOTCHA3a
(LDH) B xp®BTa
HosHineno
HHMBO HA
4epHOAPOOHH
CH3UMH
[TopminaBane Ha
TErNoTO (IpH
ATFOBAHTHO
JICYEeHHE)

- TloBummen

KPCaTHTHH B

KPBBTA

- IlonwxkapaHe Ha
TErN0TO (NpH
MeTacTasupanio
3ab0/19BaHe)

Hapanssane,
OTpPABLHE H
YCAOKHCHRS OT

mponeaypara

ITanaue

* Bk, noapobua vHdopMaLms no-xomy

** Bx. Touka 4.4.

+ HeCTH: HEYTPOICHHYEH CENICHC, BKIIOMHTETHO € JIETA/IEH M3XO0X
++ MHOro yecTH: anepras/anepridim peakifue, HOABABANIN ¢e IIPEAMMHO IO BpeMe Ha HHG}Y3HA,
TMOHAKOra < JIETalleH U3X0A. YecTHTe alepruvHH peakMH BKIOUBAT OOpHB, B YaCTHOCT YTPHKADHH,
KOHIOHKTHBHT H PHHHT,
YecTuTe aHahUIAKTHYHE WIH aHa(HIAKTORIHA PeaKIMH BITIOYBAT GPOHXOCHAZHM, AHTHOSAEM,
XHMOTOHHA. YcemaHe 3a 60/xa B repaKTe # anapunakTHaeH mok. Mma cbmo cLobieHns 3a oTIOKEHS
CBPBXTYBCTBHTCITHOCT KbM OKCATHIUIATHH YaCOBE HIIH JOPH JHH clie]] HHpY3HATA.

+++ MHoro Yectu: Tpecka, pHrop (Tpemop) B pe3ysrrar Ha HHbeKMA (¢ WK Oe3 dhebprtHa
HEYTPOICHHA) HIIH BEPOATHO OT UMYHOJIOTHYEH IIPOH3XO].

++++Cpobmasann ca peakmiH Ha MACTOTO Ha HIDKEKTHPaHe, BKIIIOUHTETHO JIOKaNHa 6oKa,
3a4epBaBaHe, OTOK M TpoMboza. ExcTpaBasaumaTta MOXe Aa MPHUHHH CHILO JIOKaIHA 6olika 1

BB3MAICHHS, KOMTO a Ca TCKKH H /ia NIPOTEKAT ¢ YCAOKHEHHA, BKIIOYMTEIHO HEKPO3a, 0coOeHO IpH
neprdepHa BeHO3Ha HHPY3UH Ha OKCANMIIIATHH (BXK. TOYKa 4.4).

Onucanne Ha H36paHy HEXENAHH peaKIHH

Ha

CHHA Ha

BTa H TIHMM(HATA CHCTCMA

Coopen uecTorara npu nanuenTH (%) B CHOPEA CTENMEHTA HA TeXKeCT

Oxcanunaaran 0 5-FU/FA | MeracTaTH9HO JeYenne AJIOBAHTHO JICUIeHHE
85 mg/m’ Ha Bcexn 2 Bewuxku | Crenen 3 | Crenen 4 | Bemuxn | Crenen 3
CCAMHIH CTCIICHH CTENEHN

Anemus 32,2 3 <1 75,6 X
Heyrponexun 71,4 28 14 78,9 28,8
TpoMbolyronenus 71,6 4 <1 774

PebpunHa HEYTpOIICHHA 5,0 3.6 1,4 0,7




Peoxu (>1/10 000 0o <1/ 1 000)
JluceMHHMpaHa HHTpaBasanHa Koarynanus (DIC), BIIOUMTEIHO ¢ JeTaneH H3XoA (BX. ToUKa 4.4).

JlaHHH OT IOCTMAPKETHHIOBMA MEPHOJ ¢ HEM3BECTHA YECTOTA
XeMONMHTHYICH YPEMHYCH CHHIPOM

ABTOMMYHHA NIAHLMTONICHUS
[aHtprronenyus

BropuuHa neBkeMus

Hupexyuu u ungpecmanuu

Cnopen secToTaTa IpH nanuesTn (%)

ANIOBAaHATHO JieIeHHE
BcRUKH ¢cTenenH

Oxcananaaran B 5-FU/FA MeracTaTHYHO JeYeHHEC
85 mg/m? na ncexn 2 BcHYKH cTenenn
CeMHENH

Cencuc (exmouumenno cencuc 1,7

U HeymponesudeHn cencuc)

1,5

Lannu om nocmmapxemunzosus nepuog ¢ Heuzeecmua Yecmoma

CenTH4YeH MOK, BKIKOYHTENHO ¢ JICTATEH H3XO].

Ha €HHA HA Ta CHCTEMA:

Coopea 9ecToTaTa HA ANIEPrEYHHE PCAKIMA NPA DanHeATH (%) H CHOPEA CTENeHTA HA TEXKECT

Oxcananaaren H 5-FU/FA | MetacTraTRunO Jieuenne A/IIOBAHTHO JICYCHHE

85 mg/m’ ma Beexn 2 Beyukn | CreneH 3 | Crenen 4 | Benukn | Crenen 3 | Crenen 4
CCAMHIH CTEIICHH CTCIICHH

ANeprudHy peakuum / 9,1 1 <1 10,3 2.3 0,6
aneprus

Hapymenud Ha HepBHATA CHCTEMA.

/1030-THMHTHPAIIATA TOKCHYHOCT Ha OKCATHILUIATHH € HeBPOJIOrHYHa. T4 BKIOYBa CEH30pHA
mepH(epHa HEBPONATHA, XapaKTEPH3HPAINa Ce ¢ JU3ECTeIH H/WIH NapecTe3ns Ha KpaHHHLIATE,
CBBP3aHa HIIH HE ¢ KPAMITH, YeCTO MPOBOKHPAHH OT CTYA. 138 CHMIITOMH C¢a HaOmoaaBaT IpH A0
95% ot nexysaHHTe nanueHTH. IIpOALIDKHTENHOCTTS Ha Te3H CHMITTOMH, KOHTO OOHKHOBEHO
perpecHpaT MeXIy KypCOBETE Ha JIeYeHHUe, HApPacTBa ¢ Opod Ha TepaneBTHIHHTE LMKJIH.

B 3aBHCHMOCT OT NPOABLIDKUTETHOCTTA HA CHMITTOMHTE, NIOABATa Ha 00/IKa WHIH QyHKIHMOHAIHH
HapyIICHUA ¢ HHAHKAIMS 33 KOPHTMPAaHE Ha J03aTa WK JOPH NPeKbCBAHE HA JICICHHCTO B 3ABHCHMOCT
OT NPOXBIDKHTETHOCTTA Ha T3 CHMITTOMH (BXK. Touka 4.4).

Te3n QYHKUMOHAIHN HAPYIIEHHS BKOYBAT 3aTPYAHEHHA B H3BEPIIBAHE HA (PHHH NBHXKCHHSA H Ca
BB3MOXKHO MOCNECTBHE OT CEH30PHO HapymeHre. PHCKET OT MOABATA HA IOBTAPALIH C€ CHMITTOMH
[IpH KyMyJaTHBHA 103a oT 850 mg/m? (10 uuxwia) € okono 10 %, J0KATO PUCKBT IIPH KyMyIaTHBHA
ao3a ot 1 020 mg/m® (12 muxsia) € 20 %.

B noBedeTo CiTyyan HEBPONOTUYHHUTE CHMITOMH €4 ¢¢ MOAOGPHIM WIH HAITBIHO ¢4 H34E3HAIH CICH
NPEKLCBAHE Ha JieYeHHeTo. B ciryyan Ha aifOBAHTHO JiedeHHe [P KAPLMHOM Ha AedenoTo uepso, 6
MeceLia CIICA NPECKRCBAaHE Ha JIEYECHUETO, pH 87% OT NalMeHTHTE CUMITTOMH HE e HabmoaaBsaT Wil
Te ca iekd. Cnen 3 romunm npociienasane okono 3% OT MALMEHTHTE HMAT MePCHCTHPAINA JOKaIHA
MapecTe3nd C YMEPCHO H3pa3eHa HHTEH3UBHOCT (2,3%) WM mapecTe3ud, KOSTO MOXE Ja MOBIMIS
¢ynximonanHara akTaeHOCT (0,5%).
Cpobinaranm ca cTywau Ha OCTPH HEBPOCEH30PHH CHMITTOMH (BX. Touka 5.3.). Te pL3HHKSARM:
4aca CJICA IpWiaraHe Ha JICKapCTBEHHA MPOAYKT M YecTo c¢e HabmoaBaT npH H3arane A
OOHKHOBEHO C€ IPOSBAT C MPEXO/HA NAPECTE3HS, JH3ECTE3H HIH XHMIIOSCTE3HR, WITH O
Ha (apuHroNapuHreanta qu3ecresud. OCTHP CHHAPOM Ha (apHHETONapHHTEATHA JH3E
nposrsaBa Mexay 1 % u 2 % u ce xapaxkrepusHpa che CyOEKTHBHO YCeIlaHe 3a qHC:




JHCTIHEA/9yBCTBO HA 381yX, 6¢3 0GeKTHBHY JaHHH 3a pecIHPaTOpHEH AHCTpec (Ge3 MuaHo3a HWiH
XMIIOKCHA) HH JIAPMHTOCTIA3EM, WM GponxocnaseM (6e3 cTpraop win xpunose). HesaBucumo ot
NIPHIIAraHeTo Ha AHTHXHCTAMMHOBH JIEKApPCTBCHH NMPOAYKTH H OPOHXOAMIATATOPH B TE3H CTydaw,
cHMIToMuTe ca OrtH OBp30 0GpaTHMH, ZOPH NPH JIMICA HA JiedeHHe. Y IbDkaBaHe Ha HHY3HOHHOTO
BpEME MOMara Jia ¢ peylHpa 9ecToTaTa Ha TO3M CHHAPOM (BX. Touka 4.4.)

B Haxow ciyuau ca HaGmonaBaHy clieIHATE APYTH CHMITTOMH: CIIa3bM Ha 9eJIIOCTHTE, MYCKYIIHH
CIIa3MH, HEBOTHH MYCKYJTHH KOHTPaKL{MH, MyCKYJIHH II0TPeIBaHHA, MHOKIIOHYC, HapyIleHa
KOOpAHHAUMA, HEECTCCTBEHA TOX0AKA, ATAKCHA, HAPYLISHO PABHOBECHE, CTATaHe B I'bPJIOTO HIH
FbpAHTE, YYBCTBO 34 HANpeXeHHe, Auckomopr, 6onka. B fonsnHeHne KbM TOBA, YePEIHO-HEPBHU
HapyIneHus MoraT ja ObJaT CBBp3aHH ¢ No-rope U30poeHUTe CHOMTHA WIH Ja BH3HHKHAT B
H30JIMPAHH CTy4YaH, KATO MTO3a, JUIIONus, agoHuA, xuc(poHMA, NPECHIIBaHe Ha ITaca, IOHAKOra
OMHCAHO KATO Napajii3a Ha TMAacHHTE BPB3KH, A0HOPMHA MyBCTBHUTETHOCT Ha €3HKa WIH IU3apTpHA,
MIOHAKOTA ONACaHa KaTo ada3us, HEBpAITrUA Ha TPMreMHHYCa, §0/IKa B THIIeTO, 60/TKa B OUHTE,
HAMAJICHHE Ha 3PHTEJIHATA OCTPOTA, HAPYINEHHA Ha 3pUTEAHOTO NOJIE.

Ormmucanu ca ApYrd HEBPONOTHYHA CHMITTOMH, B3HHKBAIIH NPH JICUEHNE ¢ OKCATTHILIATHH, KATO
AU3apTpHA, 3ary0a Ha THI00KH CyXOKHIHH pedriekcH U CHMITTOM Ha Lhermitte. IMa cvobmenns 3a

H30/IMPaHH Cy4aH Ha ONTHYCH HEBPHT.

JaHHU OT NOCTMAPKETHHIOBHS NEPHOJ] ¢ HEM3BECTHA YECTOTA

KouByncuu
HcxeMWYIHH WM XeMOPAarH9HH MO3bYHOCHOBH HApYILICHHS

Covpoeunu Hapywenus
Hanrnu om nocmmapxemunzoeun nepuod ¢ Heusgecmna vecmoma

Yawsmxasane Ha QT uaTepBana, koero Moxe Aa oBe/e 0 KaMepHa (BEHTPHKYJ1apHA) apHTMHS,
BKJFOYHTEITHO forsade de pointes, koeTo Moxe 1a 6bae ¢ JeTaned u3xoy (Bx. Touka 4.4).

OcTBp KOpOHapEH CHHAPOM (BKIIOYHMTEAMHO HH(APKT Ha MHOKAP/A M CNIA3EM Ha KOPOHADHHTE
4PTEPHH H aHTHHA NIEKTOPHC, IIPH NAIMCHTH, JIEKYBaHH C OKCAJTMILUIATHHA B KOMOMHaLW ¢ 5-

¢pnyopoypaumn u GeBaumzymab).
Pecnupamopnu, 2peOnu U MEOUACTMUHATHU HAPYWECHUS

Hannu om nocmmapremunzosus nepuod ¢ Heuzsecmug yecmoma
Cna3sM Ha napuHKca

[IHeBMOHMA H OPOHXOMHEBMOHHA, BKIIFOYHTEIHO C JIETAJIEH M3XO/I.

CToMallHO-YPEBHH HAPYIIIEHHS

Coopen 9ectoraTa npn nanuenta (%) H CNOPEA CTENCHTA HA 3ACATAHE

Oxcannnnaran B 5-FU/FA MeTacTaTHIHO JIeUeHHE AJIOBAHTHO JIEYCHHAE

85 mg/m* na Beexn 2 Bewuku | Crenen 3 | Crenen 4 | Benmuku | Crenen 3 | Crenen 4
CeAMHIA CTeNeHH CTENCHU

lanene 69,9 8 <1 73,7 4,8 0,3
Jmapusd 60,8 9 2 56,3 8,3 2,5
IloBprimane 49,0 6 1 47,2 5.3 0,5
Mykosut/ CroMaTHT 39,9 4 <1 42,1 2,8 0,1

IIpenioptusa ce npoduIakTHKa WHIH IedeHHe ¢ MOIHH AHTHCMETHIHH JICKAPCTBEHH IIPOAYKTH.
Hexuaparaiys, NapanMTHICH WICYC, HHTECTHHANHA 00CTPYKIIH, XMIIOKATeMHA, MeTaboJIHTHA
aiyao3a U HapymeHa 0s0peuna ¢yHxims Morar ga OBAaT NPHYHHEHH OT TEXKa Juapus 1/
MOBPBINaHe, 0COOEHO ITPH KOMOKMHAIMA Ha OKCATHIUIATHH ¢ S-¢ayopoyparput (5-FU) (

Hannu om nocmmapxemunzoeus nepuod ¢ Heuzgecmua yecmoma
HuTecTHHANHA HCXEMHS, BKIFOUHTEITHO © JIeTajleH H3xoA (Bk. Touka 4.4).
['acTpouHTeCTHHANHA A3Ba N nepdopauua, KOATO Moxe J1a 61je ¢ neTanen maxox (BK.




E3odarur

Xenamobunuapnu napywenus.

Mnozo peoxu (< 1/10 000): YepHorpoben cHHYCOHAANEH OOCTPYKTHBEH CHHAPOM, H3BECTEH OIIE KATO
BCHO-OKJIY3HBHO Y¢PHOAPOOHO 3a00NMBaHe, HIH NATOJOTHYHHE IPOABH, CBBP3aHH ¢ TAKOBA
4epHOAPOOHO HAPYHICHHE, BKIIOYMTENHO peliosis hepatis, HOIylapHa pereHepaTHBHA XUIIEPIIa3He i
nepHCHHyCOMAaNHa pubposa. Knmmanwre npossu Morat a 6bAAT MOPTATHA XHANEPTOHHA W/ HIH
MOBHINEHH TPaHCaMHHA3H.

Hapywenus na Mycxynno-cxesemnama cucmema u CoeOuRUmenHama noKan
Harnu om nocmmaprxemunzosus nepuoo c neussecmna vecmoma
PabnoMHoNA3a, BKIIIOUHTETHO C JICTANICH W3XOA, (BXK. TouKa 4.4),

Hapywenus na 6vbpeyume u nuxoynume nemuwya
Mnozo peoxu (< 1/10 000):

Octpa TyOymapHa Hexpo3a, OCTEP HHTEPCTHLMAJICH HePUT H 0cTpa 6H6pedHa HEIOCTATHUHOCT.

Hapywenuwa na xoocama u nooxodicnama mvran

Hannu om ROCMMAPDKEIMUHLO08UA NEPUOO C HEUICECINHA YeComa

AJICPTHYCH BacKy/IHT

CroOuiasane Ha NONOINPANM HEXKEIAHH peaKkHH

CpoOImaBaHeTo Ha MOAO3MPAHH HEXENAHH PEAKLHH CIIEA pa3pelnaBaHe 3a ynorpeda Ha 1eKapCTBEHUS
IPOAYKT € BaxxHO. ToBa no3po/sgBa Aa Mpoas/DKH HaGMOAEHHETO HA CHOTHOIIEHHETO MOJI3a/PHCK 3a
JIEKapCTBCHHA NPOAYKT. OT MEAHUUMHCKHTE CIEIHATHCTH C€ M3HCKBA Ja CHoOImaBar BCAKa
IIOAO3HPAHA HEXKETAHA peakidd Ypes HALHOHANHA CHCTeMA 3a cho0IgapaHe KkbM M3mwIHATETHATA
arcHIMA 110 IeKapCcTBara, yi. ,,JlamsaH [ pyes” Ne 8, 1303 Codmns, Ten.: +359289%03417, yebcaiir:;

www.bda.bg.

4.9. Ilpeaosmpane

Cumnmomu
He € u3BecTeH aHTHAOT NIPH NpeIo3HpaHe ¢ OKcAmMIUlaTae. IIpH mpenoinpane MoXke J1a Ce OYakBa
BJIOIIABAHE HA HEXKCITAHMTE pEeaKLMH.

Ilpocneoseane
Heobxonumo e mpocnenssase Ha XeMATOIOTHYHHATE NIOKA3ATETH H CHMITTOMATHYHO JIcYeHHeE,

5. ©GAPMAKOJIOI'HMYHH CBOUMCTBA

5.1. PapMaKoIHHAMHINE CBOHCTBA

PapmakoTepanesTHYHA IpyTia; APYFH aHTHHEOILUIACTAYHH CPEACTBA, CHEJMHCHMSA Ha IUIaTHHATA
ATC xox: LO1XAO3

MexaHu3IbM Ha neiicTBre

OkCaNHIUIATHH € AHTHHEOIUTACTHYESH JIEKAPCTBEH NMPOXYKT, IIPHHAICKALT KBM HOB KIAC CheIHHCHHA
Ha OCHOBaTa Ha IUIATUHA, B KOHTO IUIATUHOBHAT aTOM 00pa3yBa KoMIuieke ¢ 1,2-
AanaMHHOLMKIOXeKcaH ("DACH") u okcanaTHa rpyna.

OKCaTHIIATHH € eMHHYeH eHaHTHOMeD, Cis-[oxalato(trans-I-1,2- DACH) platinum).

OxcaTHIUIaTHH NPHTEXABA IAPOK CIIEKThpP HA UTOTOKCHYHOCT KAKTO in Vilro, TAKA U
NPOTHROTYMOPHA AKTHBHOCT [IPH PA3MHIHN MOACHH HA TYMOPHH CUCTEMH, B



- YOBCIIKH KOJIOPEKTANIEH KapUHHOM, OKCATMILIATHH ITOKA3BA CHINO TAKA in Vifro | in vivo AaKTHBHOCT
NPH PasIHYHA MOAEIIH, PEIUCTEHTHH Ha IHCILIACTHH.

CHHEPru{HO UMTOTOKCHYHO JekicTBHe € HaGMmonaBaHo NpH KOMOMHAIINA ¢ S-bITyopoypaimi i vitro u
in vivo.

HzydaBaHeTo Ha MeXaHM3Ma Ha JCHCTBHE HA OKCATMIUIATHH, JOPH HEITHIHO H3SCHEH, TIOTEBPXKAaBa
KOHLICTILIAATR, Y€ XHAPATHATE NIPOH3BOIHH, NIOTYUeHH Npr 6HOTpaHchopMalMATa HA OKCAIHIUIATHH,
B3aumonericTsar ¢ [IHK u o6pasysar BrTpe- 1 MeXIyBEPIKHM [IPECEUCHH BPB3KH, B PE3YJITAT Ha
KOETO ¢¢ HapymnaBa cuHTezbT Ha JIHK # ToBa BOMH A0 LIATOTOKCHYEH M IPOTHBOTYMOpPEH €eKT.

Knunnuna epextuBHOCT B 6e3onacHocT

Ilpy mauMeHTH ¢ METACTATHYEH KOMIOPEKTANIEH KAPLHHOM TepaneBTHIHATA eeKTHBHOCT Ha

oxcanumiaTyH (85 mg/m* Ha BCeKH ABe ceMMIH) B KOMOHHALIA ¢ 5- hayopoypamwt/ GonuHOBa
krucenuHa (5-FU/FA) e ceobmena B Tpy KIHHAYHH IPOYYBaHMA

- Karo mepBoHayanHa Tepanms, cpaBHHTENHO Tpoy4BaHe ot daza 11, ¢ 2 pamena (de Gramont, A et
al., 2000), B koero ca pannoMusHpaiH 420 nauHeHTH 3a IpHEM caMocTogTenHo Ha S-FU/FA
(LV5FU2, N=210) i Ha xom6uHanms Mexny okcammmuiatid i 5-FU/FA (FOLFOX4, N=210).

-  Ilpn npeaBapHTeNHO NEKyBaHH NALMEHTH, CPABHHTENIHO npoy4sane ot dasa ITI, ¢ Tpu pamena,
(Rothenberg, ML et al., 2003), B xoeTo ca pangoMmupany 821 mamueHTH, KOUTO ca pedpaKkTepHH
KbM JIeucHHe ¢ upHHOTeKaH (CPT-11) B kombunamus ¢ 5-FU/FA, 3a npuem Ha 5-FU/FA
(LV5FUZ, N=275) caMocTOSTeIHO, OKCATTHILIATHH KATO CAMOCTOATEHA Teparua (N=275) wiu
KOMOHHALMA MEXAY okcanuiuiarus | 5-FU/FA (FOLFOX4, N=271).

- M B eftHO HexOHTpOMpaHo Npoyusane ot tasa I1 (André, T et al., 1999), B koeTO ca BK/IOYEHH
NAaLMEHTH, padpekTepHH KbM JedeHne ¢ 5-FU/FA kaTo caMOCTOATeIHA Teparis, KOUTO ca
NeKyBaHU ¢ KOMOHMHaLMA Mexkay okxcanunyiatal ¥ 5-FU/FA (F OLFOX4, N=57)

JIBeTe paHAOMU3IHPAHH KIHHHYHH Npoy4BaHHA — MhpBa nuHus (de Gramont, A et al.) n
NpeABapHTENHO JICKYBaHH naupenTy (Rothenberg ML et al.) nmokaspar sHaUMTENHO MO-BHCOKA CTENEH
Ha OTrOBOP M YAB/DKEHO BpeMe Oe3 mporpecus Ha 3aGonssaneTo (prolonged progression free survival
(PFS )/ Bpeme no nporpecus Ha 3aGomsranero (TTP), B cpaBHEHHE ¢ NAMEHTH, JICKYBaHU
camocrogTenHo ¢ 3-FU/FA. Ilo Bpeme Ha npoyuBaseTo, nposeaeno ot Rothenberg ML et al., npn

pedpaxTepHH, NpeABaPHTEIHO JIEKyBaHH NAIHEHTH, pazIHKATa B cpeAnara ofma npexussemocr (OS)
HC € CTATHCTHYECKH 3HaYAMAa MEX Ty okcamMmiaTiH B komOnHamua ¢ 5-FU/FA u 5-FU/FA.

Crenen ot otrosop npu FOLFOX4 cnpsmo LVSFU2

Crenen Ha oTroBop, % LVSFU2 FOLFOX4 OxcananIaTHH
(95% TH)
HeszaBacEMO KATO MOHOTEPANHA
PAXHOJOTHYHO

n3caeasane ¢ ITT ananns

22 49 NA*
ITepBa MHHHA HA JIEYCHHE (16-27) (42-46)
(de Gramont, A et al.,
20600) P =0,0001
Ipocneoneane na
omz0680pa Ha ecexu 8
CeoOMunU

IlpenBapurenHo nexyBanH 0.7 11.1
NAlMEHTH (0,0-2,7) (7,6-15,5)




(Rothenberg, ML et al.,
2003)

(pedrpaxkTepHy XpM
CPT-11 + 5-FU/FA)
IIpocneosnsane na
omez080pa Ha 6cexu 6
ceomuyy

P crodinoct < 0,0001

IIpenBapuTento neKyBatH
NAlHEHTH

(Andrg, T et al., 1999)

(pedpaxrepHu XBM 5-
FU/FA)
1Ipocneonsane na
omzo6opa Ha acexu 12

ceoMuyu

NA*

23
(13-36)

NA*

* NA: He e IPHIOKHMO.

Cpenen nepron Ge3 nporpecus Ha 3aGonapanero (PFS) / CpeaHo BpeMe X0 MporpecHs Ha

3abomssanero (TTP) npu FOLFOX4 cnpsamo LV5FU2

Cpeano PFS/TTP,

B MecenH (95% JAH)
HE3aBHCHMO
PAIHOJIOTHIHO
Hicaeasane, ¢ ITT ananns

LVS5FU2

FOLFOX4

OKCATHILVIATHR KATO
MOHOTEpanug

II'spBOHAYAIHO NIeUeHHE

(de Gramont, A et al.,
2000) (PFS)

6,0
(5:5'6:5)

8,2
(7:2"'3:8)

P croiiHocT ot log-rank Tect = 0,0003

NA*

IIpeasapurenso reKyBaHH
MALHEHTH

(Rothenberg, ML et al.,
2003) (TTP)

(pedpakTEpHH KBM
CPT-11 + 5-FU/FA)

2,6
(1,8-2,9)

5,3
(4,7-6,1)

2,1
(1,6-2,7)

P croiinocr ot log-rank Tect < 0,0001

IIpenrapuTenHo AeKyBaHH
NALHEHTH
(André, T et al., 1999)

(pedpakTepHn KBM 5-
FU/FA)

NA¥

3,1
(3:1'5:7)

NA*

* NA: He € npHIIOKIMO.

Cpemna o6ma npesxussemoct (OS) npu FOLFOX4 cnpsmo LVSFU2

Cpeana OS, B Mecenn LVSFU2 FOLFOX4 OKCANHIIATHR KATO
(95% JIA) MOHOTEPANAH
ITT anann3
ITspBoHaYanHo eueHue 14,7 16,2
(de Gramont, A et al., 2000) (13,0-18.2) (14,7-18,2)
P croiiHoct ot log-rank Tect = 0,12
Ipeasapurento eKyBaHH 8,8 9.9
NaHEHTH (7,3-9,3) (9,1-10,5)




(Rothenberg, ML et al., 2003) P croitHocT ot log-rank Tect = 0,09
(TTP)

(pedpakTepHu KbM

CPT-11 + 5-FU/FA)
IIpensapurento nexKyBaHH NA* 10,8 NA*
NAIHEHRTH (9,3-12,8)
(André, T et al., 1999)

(pedpaxrepun xeMm 5-FU/FA)
* NA: He e npuIOKHMO.

IIpn npeasapurento nexyBannre natuent (Rothenberg, ML et al., 2003), xouro ca Gunn
CHMIITOMAaTHYHH B HAYAJTIOTO Ha MPOYYBAHETO, NIO-TOIAMA YaCT OT NAUMEHTHTE, JIEKYBaHH C
oxcanuIUiaTiH H 3-FU/FA, ca HMany 3Ha9HTeNIHO OAOOpEHHe HA CBBP3aHHTE ¢ 6OJIECTTa CHMITTOMH,
B CPAaBHCHHE C NMaLlieHTUTE, IeKyBaHH ¢ 5-FU/FA camocrogarenso (27,7 % copsmo 14,6 %, p =
0,0033).

I1pn npexxonno Henexypanmnte namentd (de Gramont, A et al., 2000), He ¢ ycTaHOBeHA 3HaUHTeTHA
PATHKA MO OTHOLICHHWE HA HUKOH OT NOKA3aTeNUTE 3a KAYECTBO Ha XKHBOT B ABETE TPYIIH 33 JICUCSHHE.
Bropeku ToBa, KaTo IA/10 NHOKA3aTENHTE 3a KAYECTBOTO HA KMBOT ca NMO-J00PH B KOHTPONHATA rPymNa
[0 OTHOIIEHHE Ha O0IIOTO 3APaBOCAOBHO CHCTOAHHE M 0OJKaTa, H IO-JOLIH B IPYNATa Ha
OKCAJIHIUIATHH IO OTHOWICHHE Ha TafiGHe M NIOBPHIIaHe.

IIpn amioBaHTHO NEYeHHe, B CPABHUTENHO Npoy4BaHe oT dasza 3 MOSAIC, ca panfomuzupanu 2246
nanueHTH (899 B crammii I / B2 no Duke u 1347 B cranuit Il / C nmo Duke) ciief; ITBJIHO OTCTPaHABAHE
Ha TBPBHYHHMA TyMOP NP KapLMHOM Ha siebenoro uepBo, Mexay S-FU/FA camoctoarenso (LVSFU2,
N=1123 (B2 / C = 448 / 675) wm komGunams oxcamumuiatil ¢ 5-FU/FA (FOLFOX4, N=1123 (B2 /
C)=451/672).

[Ipoyusare MOSAIC: 3-roguinna npexussemoct e3 cumnroMu Ha 3a6omasadero (ITT anams)* B
o0Imara nomynaiHs

Tepanesrnuna rpyna LV5FU2 FOLFOX4
[IpoueHT Ha 3-rogumsa 73,3 78,7
NpeKUBAEMOCT 6€3 CUMITTOMH Ha (70,6-75,9) (76,2-81,1)
3abosaBanero (95% JH)
KoedmipeHT Ha puck (95% JH) 0,76

(0,64-0,89)
Crpat¢umpan log rank Tect P = 0,0008

* CpeaHo npocneagBaHe 0koso 44,2 Mecelia (BCHYKH NALHEHTH CE MPOCIECHABAT HAl-MATKO 3 TOAMHH)

IpoyuBaHeTo NoKa3pa 3HAYHTENHO OGINO MPEBB3XOACTBO N0 OTHOLICHHE HA MPEAKHBAEMOCTTA 6e3

CHMITTOMH Ha 3800/14BaHETO, NPEKHBAESMOCT 3 MOHHH IIPH JIEYEHHE ¢ OKCAMIUIATHH B KOMOMHAINA C
5-FU/FA (FOLFOX4) cipamo 5-FU/FA camocTosTennro (LVSFU2).

Hpquﬁaﬂe MOSAIC: 3-rogmumHa npexussemMocT 6e3 cHMITOMM Ha 3a6oasanero (¢ [TT ananus)*
Copel CTaaud Ha 3a00aBaHeTO

Craanii na 3aonsBanero Crannii I Cragmii I
(B2 no Duke) (C mo Duke)

TepanesTugna rpymna LV5SFU2 FOLFOX4 LVS5FU2

ITpoueHT Ha 3-rogumua 84,3 87,4 65,8

APEKUBAEMOCT O€3 CHMITTOMM (80,9-87,7) (84,3-90,5) (62,2-69,5)

Ha 3abomaBanero (95% JTH)




Koeduuuent Ha puck (95% JIN) 0,79 0,75
(0,57-1,09) (0,62-0,90)

Crpatuduumpan log-rank tecr P croiinocT = 0,151 P croitHoct = 0,002

* CpenHo npocneasBase 0Koo 44,2 mecena (BCHYKH MALIMEHTH Ce MpociieasaBaT Hau-MajaKo 3 rOUHH)

O6ma npexussemoct (ITT anann3):

I1pu HanpaBeHus aHanM3 Ha NpexUBIEMOCTTa 6€3 CHMITTOMM Ha 3a60/19BaHETO 32 3 rOJAMHH, KOETO €
OCHOBHaTa KpalHa To4ka B uanutBaHero MOSAIC, 85,1% OT naiMeHTHTe ca KHBH B rpynara
FOLFOX4 cnipsimo 83,3% ot naunentute B rpynara LVSFU2. Topa ce M3passiBa B 001110 HamMaJieHHe
Ha CMBPTHOCTTa C okojio 10% B nosnsza na FOLFOX4, Ge3 na e craTucTHyecko 3Ha4MMO (KOe(DHIIHEHT
Ha puck = 0,90). CrokinoctHTe ca 92,2% cnpamo 92,4% B noarpyna crajui I (B2 no Duke)
(koeduumenT Ha puck = 1,01) u 80,40% cnpsmo 78,1% B noarpyna craaui III (C mo Duke)
(koepuumenT Ha puck = 0,87), chorBetHO 32 FOLFOX4 u LVSFU2.

IlexmaTpryna nomyaanus

OkcanuniaTtii KaTo MOHOTepanus € OLeHeH MPH MeHaTpPHYHA nomyJiaius B 2 Mpoy4YBaHUA BB (a3a
I (69 mauuenTy) u 2 npoyuBanus BbB dasa I (166 naumeHTH). JlekyBaHH ca 00mo 235 naumeHTH (Ha
BB3PacT MexTy 7 Mecela U 22 roJIMHK) ChC COMMAHU TymopH. He e ycTaHOBeHa e(eKTHBHOCTTA Ha
OKCA/IMIUIaTHH KaTo CaMOCTOATE/IHA Tepamus NpH JIeKyBaHaTa neauaTpuyHara rpyna. OLeHkara B
AABETE NpOy4BaHus BbB (asa Il e cnpsna nopaau nunca Ha NoB/IMABaHe BLPXY TYMOPHTE.

S.2. PapMaKkOKHHETHYHH CBOHCTBA

copb M pasnpelesieHHe
DapMaKOKMHETUYHHUTE MapaMeTPH Ha OTAEIHHTE AKTUBHH CheIHHEHUS He ca OMpPEAE/IAHH.
DapMaKOKWHETHYHHTE NapaMeTpH Ha yaTpadHITHpaHaTa IUlaTHHA, MPeICTaBIABalla CMEC OT
HECBbp3aHa aKTUBHA W HEAKTUBHA IUIaTHHA, CJIe/l By4YacoBa HH(Y3HA Ha OKCAJIMILIATHH B A03a 130
mg/m* Ha BCEKH TPH CEIMMIIM 3a | 40 5 LMKBJIA M OKCATHIUIATHH B no3a 85 mg/m? Ha Bceku e
ceamuim 3a 1 1o 3 nuMkeiIa, ca claenHHUTe:

O0001wenn hapMakOKHHETHYHH APaMETPH Ha TUTATHHA B yJaTpaduITpUpaHa rjia3ma cliejl
MHOrOKpPaTHO NMpUJIaraHe Ha OKCAIMIUIATHH B 103a 85 mg/m* Ha Bceku jBe ceamuuy Wik 130 mg/m? Ha
BCEKH TPH CEMHLIH:

Ho3a Cmax AUC.43 AUC ti112¢ t12p t12y Vi CL
pg/ml | pg*h/ml | pg* h/ml h h h l I/h

85 mg/m’
CpenHo 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/m?
CpenHo 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

Cpennure croitHocTt Ha AUC).48 M Cinax €2 M3YHCIIEHH 32

mg/m?).

Cpennure croiinocTn Ha AUC, Vs, CL u CLRo4s ca M34MC/IeHH 3a LIMKDJ 1.

CroiinoctHTe Ha Cend, Cmax, AUC, AUCo.43, Vs 1 CL ca u34uciieHu Yype3 HEKOMITAPTHM
tina, t12P, ti2y ca H3YKCIIEeHH Ype3 KOMMApPTUMEHTeH aHaIN3 (KOMOMHHpaHH KM 1-3

Kb 3 (85 mg/m?) wnu uuksa 5 (1;




B kpas Ha aBygacoBara uHGY3us 15% ot peBeAcHATA 1032 HA TUIATHHA C€ OTYMTA B CHCTEMHOTO
KpBpBOOOpalieHue, a octaHamHTe 85% 61p30 ce pasnpeacAT B THKAHHTE WM Ce eKCKPETHPAT ¢
ypuHata. HeoOpaTuMoTO CEBp3BaHe ¢ depBEeHHTE KPHBHH KJISTKH M IIa3MaTa OKa3Ba BIHAHHE BBPXY
CIMMHHAILMOHHHA [TOMYAHMBOT OT TE€3H CPEMTH, KOHTO ca OIIM3KH 0 eCTECTBEHOTO BpeMe 3a
pereHepalHg Ha YCPBEHUTE KPBBHH KIICTKH H cepyMHud an6ymui. He ¢ HabmoaaraHo 3HAYHMO
aKyMYJIHpaHe Ha IUIaTHHA B yATpadrITpHpaHaTa Ia3Ma clIe/l NpUIarase Ha Jo3a or 85 mg/ m? Ha
BCEKH ABe ceIMULM Wi 130 mg/m’ Ha BCeKH TPH CeAMMIIM H paBHOBECHA KOHLEHTPALMA CE [TOCTHTa
110 BPEME Ha TbPBHA LIMKHI. UHTEP- H MHTpa- HHAHBHIYATHATA BApHaGHWIHOCT OOMKHOBEHO € HHCKA.

buorpancdopmaitus
brorpaucdopmaimara in vitro ce pasrnexaa KaTto pesyaTaT OT HSCH3MMHO pasrpaKaaHe U HIMa
JaHHH 3a uHTOXpoM P450 Mearupan meTaGonuseM Ha AdamuHOIEKII0XeKcaHoBHA (DACH) npheres.

OKCATHILIATHH NPeTHPIABA HHTEH3HBHA GHOTPAaHCPOPMALIMA B OPraHU3Ma H HE CC OTKpHBa
HETIPOMCHCHO AKTHBHO BEIECTRBO B Ma3MEHHS YITpadITPaT B Kpad Ha ABYYACOBATa HHY3HA.
Hskonko wuroTokcHIHH MeTaGONHTH, BKIIOYHTEHO MOHOXJIOp-, AUXIOpP- M AuakBo-DACH

TUIATHHOBH NPOAYKTH €2 HACHTH(QHIMPAHH B CHCTEMHATA LIMPKYJIAAS B TO-KHCHH €TATH,
C¢OHOBPEMEHHO ¢ PEAHLIA HEAKTHBHM KOHEOTATH.

EnnMunpnpane

[InaTiHaTa Ce eKCKpETHpa NPEIHMHO ¢ YPHHATA, KATO KIIHPHLHCHT € MpeAHMHO Ipe3 MhpeHTE 48 uaca
ClIeA [IPUIIOKEHHETO.

Ha netns gen npubnusurenso 54% or o6mara 103a € Habmonasana B YPHHATA U NIO-MAJIKO OT 3% BbB

dekanduTe.

OTyeTeHO € 3HAYMTENHO MOHWAKEHHE Ha KmupeHca ot 17,6 + 2,18 1/h 50 9,95 £ 1,91 I/h npu nauuenTn
¢ 6B0peuHa HemOCTATEYHOCT, KAKTO H CTATHCTHYECKH 3HAYMMO MOHIGKEHHE B 00eMa Ha
pasnpenencHue ot 330+40,9 no 241 +36,1 1.

Croermanam nomyaatys
bvbpeuno yspeacoane

Edexrst Ha 660pedno yBpeskaaHe MpH eKCNO3NLMA Ha OKCANMIUIATHH € IPOYYEHO TPH MALHCHTH C
pa3nMiHa cTeneH Ha ObOpeuHa dyHKkums. OxcanHmiaTun e 6un npunoxkeH s 103a 85 mg/m?p
KOHTPOJIHATa rpyna ¢ HopManHa 6s6peuna pynxums (CLer >80 ml/min, n=12) 1 npu naumenTH ¢
sexo (CLer = 50 to 80 mb/min, n=13) u ymepeno (CLer = 30 to 49 ml/min, n=11) 6B6peuHo
YBpeKIaHe H B 7032 65 mg/m? mpu naumenTH ¢ Texko 6u6peuno yepexaate (CLer <30 ml/min, n=5).
Mennannara exkcnozHIms € 6wia chorseTHO 9, 4, 6, H 3 HukbiIa H OK faHHH Ha Kb 1 ca Guu
HOITYY€HH CHOTBETHO Npu 11, 13, 10 1 4 nmanmenT. HMaino e yBenuacHHE Ha IIa3MEHHA
ynrpadurrpar (PUF) miatuna AUC, AUC/no3a 1 nonmkenue B o6mus 1 656peunns CLa Vss ¢
HapacTBamo ObOpeuno 3acarane, ocofeHo B (Maska) Ipyna NALMEHTH ¢ TEXKO GEOpeIHO YBpeKIaHe:
ouakBaHa cToHHOCT (90% CI) or ovuakBaniTe CpeqHH HHBA Ha OLOPEYHHA CTATYC CIIPAMO HOPMAJIHATA
056peuna Qynkina 3a AUC/nosa ca 6w 1,36 (1,08, 1,71), 2,34 (1,82, 3,01) and 4,81 (3,49, 6,64)
CHOTBETHO 32 MALHEHTH C JIEKa, YMEPEeHa H TexXKa OnOpeuHa HeNOCTATHYHOCT.

EnHMHARHpaHeTO Ha OKCATTHILIATHH € TACHO 00BBp3aHO ¢ KPeaTHHWHOBMA KaupBHe. O6mus PUF
wiateHa CL e O6mn croteetHO 0,74 (0,59, 0,92), 0,43 (0,33, 0,55) 1 0,21 (0,15, 0,29) 1 3a Vss
csotBeTHO 0,52 (0,41, 0,65), 0,73 (0,59, 0,91) u 0,27 (0,20, 0,36) npH NauKeHTH CHC CHOTBETHO JIeKa,
yMepeHa u Texkka 6s0peuna nHegoctarsunoct. O6mus kinppHe Ha PUF ruiaTvHa nopaiy Tasu
NpH4HMHA € HaMATAI CBOTBETHO ¢ 26% ripH 51eko, 57% npH yMepeHo, H 79% npu Texko 616

HARMaJIEH TIpH 1IaMEeHTH ¢ HapyIneHa 6p0pevHa ¢ymams ¢ 30% npu nexo, 65% npu yM
[PH TEXKO OBOPeuHO YBpeKIaHe B CpaBHEHHE C MAIMEHTHTE ¢ HOpMaTHa GyHKUHS.



Habmonasauo e ypeimiuenue B 6eta nomyxusora Ha PUF miaTHHa ¢ HapacTBamia CTeneH Ha
6u0peaHOTO 3acATaHe, OCHOBHO B rpymNaTa ¢ TeXKO 3acaraHe. HeaBHcHMO oT MaKna Gpoii maupeHTH
¢ Texka 6n6peuna auchyHKINA, Te3n naHHH TPeCTARIABAT NPOGIEM IIpH TAX M TPAOBa Ja ce UMaT
NPEIIBHA KOTATO C€ NIPEANHCEA OKCATHIUIATHH TIpH MauueHTH ¢ 650peuno yBpexiane (BIDK TOYKH
42,43 u4.4).

5.3. IpenxnnBERYHA A3RHA 32 Ge30mACHOCT

HuaeHTHHIMpaHHTe TAPTETHHA OPraHM B NPeAKIMHHYHO IPOYYBAHHTE MOAEIH (MHIIKH, IUTHXOBE,
Ky4yeTa W/HIH MaliMyHH) B IPOY4BaHHA ¢ &HHHYHA WK MHOTOKPATHA JI03a ¢a KOCTCH MO3BK,
XpaHOCMHJIATENIHA CHCTEMa, OB0peLd, TecTHCH, HEPBHA CHCTEMA H chpue. TokcuuHoCTTa,
1alMoJaBana B TAPTETHATE OPTAHM NPH XKHBOTHH € CXOHA ¢ TA3H, MPSAM3IBHKAHA OT JPYTHTe
CBHABPIKAINM NJIATHHA JIEKAPCTBA H yBpexAammuTe JJHK nUTOTOKCHYHHM JIEKAPCTBEHH MPOAYKTH,
H3IOJ3BAHH 3a JICYCHHETO Ha 3/I0KaYecTBeHH 3abomapanua npy xopa. MaxmodeHHs npaeaT edpekrure
BBPXY ChpueTO. Te ce HabmonaBaT camo NMpH KyweTa W BKIIOYBAT eIeKTPOGH3HONTONHYHHE HAPYIICHAS
C JICTATTHO KAMEPHO MBXKIeHE. KapAWOTOKCHYIHOCTTA ce IMpHeMa KaTo crie¢pHYHA 33 KyJeTa, Thii
KaTo ¢¢ HaOmozaBa caMO IIPH TAX H THil KATO HACHTHYHH JI03H Ha TE3H, KOHTO MPEIH3BHKBAT JI€TaIHA
KapIHOTOKCHYHOCT NpH Kyderara (150 mg/m?) ce monacar nobpe ot xopa. Br3 ocHOBa Ha NaHHHMTE OT
NPEeAKITHHHYHHTE NPOYIBAHUA, IIPOBEACHH BbPXY CCTHBHHTE HEBPOHH Ha IUTHXOBE, CE Mpearionara, 4e
OCTPHTE HEBPOCEH30PHH CHMITTOMH, ITIPHYHHEHH OT OKCAJIMILIATHH, MOTAT Aa OLAAT CBEP3aHH C
B3aHMOJACHCTBHE C MOTCHIIMANI-3aBHCUMUTE Na* Kanany.

OKCANHINIATHH € MYTarcHeH H KIACTOTEHEH B H3CISBAHMA, POBENEHH C TECT CHCTEMH OT Go3akHALH,
¥ IpOABSABa eMOPHO-(eTaTHA TOKCHIHOCT IPH ILTEX0BE. IIpHeMa ce, ue BEpOATHO OKCAMIUIATHH €

KaHICPOTSHEH, BRNPEKH Y€ IPOYYBAHUY 33 KaHIICPOTEHHOCT HE ¢a MPOBeXKIaHN.

6. PAPMAIIEBTHYHH JAHHH

6.1. CoHEchk Ha MOMOIIBEHTE BeIeCTBA

Bopna 3a Hrokekimn

6.2. HecnBMecTHMOCTH

PazpeneHHAT texapcTBeH MPOIYKT He TpabBa fa &ble cMEeCBaH ¢ APYTH JIEKAPCTBA B CHIIATA
MH(}Y3HOHHA TOpOHIKa KM ccreMa. Cnopel HHCTPYKIHMHTe 3a ynoTpe6a B Touka 6.6, OkcalHiuiaTiH
MOke Aa OBae npHnaraH eHOBpeMeHHO ¢ donnera kucennna (FA), apes Y-cucreMa.

e JIA HE ce cMecBa ¢ ankalnHu JIeKapCTBEHH MPOAYKTH HIH Pa3TBOPH, NIO-CNELHAIHO S5-

(uyopoypatin, TPOMETAMON H JIEKAPCTBEHH IIPONYKTH, ChALPAKAINY (HOJNHHOBA KHCEIHHA, B
YHITO CHCTAB HMA TPOMETAMOIT KATO MOMOIIHO BEMECTEO M CONH HA TPOMETAMOM HA JIPYTH

JIEKapCTBEHH MPOAYKTH. AJIKAJIHHTE JICKApCTBa MITH Pa3TBOPH MOTaT a MOBIHAAT
HeONaronpHsSTHO CTaOWTHOCTTA HA OKCATHTUIATHH (BXK. TOUKA 6.6).

e JIA HE ce pasTBaps WM paspex/a ¢ (H3HOIOrMY€eH pa3TBOP HIH APYTH PasTBOPH, ChABPKAITA
XJIOpPHHM HOHH ( BRUIIOYHTETHO KANIHEB, KATTHEB WIH HATPHEB XJIOPHA).

e JIA HE ce cmecBa ¢ ApyTH JieKkapcTBEHH NPOAYKTH B ¢HA H Chia HHOY3HOHHA 6aHKa W
MH}Y3HOHHA THHUA (BK. TOUKA 6.6 “YKa3aHH# NPH ¢JHOBPEMEHHATa yniotpeba ¢ ¢onuHoBa
KHCEJIHHA™).

e JIA HE ce H3anmon3paT MaTepHaii 338 HEPKEKIHH, ChIbPXKALLH aJlyMHHHH,

6.3. Cpok Ba ronrocr

3a JICKAPCTBCHHA NPOAYKT B OPUTHHAJIHATA ONAKOBKA: 24 Mecena




CTabHnHOCT Ha NPUNOTBEHUS Pa3sTBOp cliell pazpexiaHe

Or MukpoGuonoryIHa rNeAHA TOUKA NPOAYKTHT Tpabea Na ce M3NO3BA He3abaBHO CNe/t IPHIOTRAHE.
AKO He c€ H310/13Ba He3a6aBHO, NOTPEGUTENAT HOCH OTFOBOPHOCT 3a NEPHOJA M YCIIOBHATA HA
ChXpaHEHHUE NpeaH ynorpeda, KaTo 06UKHOBEHO CHXpaHEHHETO MOXKE Ja € 0 24 Yaca ¥ IIpH
Temrnieparypa or 2 o 8 °C, ocBeH ako pa3zpeXIaHEeTO € M3BBPUICHO IIPH KOHTPOIHPAHH H
rapaHTHPaHO ACENTHYHM YCIOBHA.

XuMpdeckaTa d imieckara cTaGiiHOCT Ha NPUTOTBEHHS PasTBOP A0KA3aHO c€ MOATHPKA B
npoab/DKeHUE Ha 48 yaca npu Temnepatypa 2 - 8 °C, npu paspexaane B KOHUEHTpauuH ot 0,2 mg/ml
H 2,0 mg/ml ¢ 5% pa3TBOp Ha rimoKo3a, KAKTO H 32 6 yaca npu Temmeparypa 20-25 °C, npu
paspexxjiane B koHiieHTpala oT 0,2 mg/ml 1 2,0 mg/mi ¢ 5% pa3Teop Ha rOK03a.

6.4. CoenEanHH yCIOBHS HA ChXpaHeHHe

Chxpanssaiite pnakoHa BbB BHHIIHATA KAPTOHEHA KyTHs, 34 Ja MPeAIa3uTe OT CBETIIMHA.

Ha He ce 3aMpa3sBa.
Ja ce cpxpanasa nog 25°C.,
3a ycnoBHs Ha ChbXpaHEHHE ClIe]] pasTBapsAHE HA JIEKAPCTBEH NPOAYKT, BXK. TOVKA 6.3.

6.5. B#aAH cHABPXAHHE BA ONAKOBKATA

DnakoHH OT OS3UBETHO CTBHKIO, CBC 3ANYINANKA OT XaNno6yTHIOBa I'yMa H aTyMHHHEBA OOBHBKA, C
riacrMacosa ,,flip-off” xanauxa, cee win 6e3 mpeanasna naacrmacopa sammura ("Onco-safe” wm
cnuiiBuHT). "Onco-safe" \ CIHIBHHT He BIH3aT B KOHTAKT C JIEKAPCTBEHHA IPOMYKT M OCHTYPSBAT
AOITHAHMTENHA 3AIUTA NPH TPAHCTIOPTUPAaHE, KOATO MOBAINABA (€30MaCHOCTTA 38 MEAHULIMHCKHA
(papmalieBTHIHHS NEePCOHAIL.

Buaose onmakoBku:

30 mg/10 ml: 1 ¢pnaxon, 5 dpnakona, 10 ¢pnakona
100 mg/20 ml: 1 dnakon

150 mg/30 ml: 1 ¢pnakon

200 mg/40 ml: 1 ¢pnakon

250 mg/50 ml: 1 pnakon

He Bcr4KH BHAOBE OTakKOBKH MOTaT ja GbIaT yCHATH B npoAaxba.

6.6. Crenuajse npeanAIHA MEPKH NPH H3XBbPJISHE H paGoTa

KakTo mpH BCHYKH MOTEHILMATHO TOKCHYHH CHEIHHEHHS, pa3TBOPET Ha OKCATHILIATHH TpAGBa /1a ¢e
NPATOTBS MHOTO BHHMATETHO.

Yka3zanud 3a pabota

Ilpn ynotpeba Ha TO3H LMTOTOKCHYEH NPOAYKT OT MEITHIMHCKHA NEPCOHAN € HEOOXOAMMO NOBHIIEHO
BHHMAaHHE, 33 J1a Ce rapaHTHpa 3amuTa Ha paboTemys ¢ Hero H OKONHHTE.

IIpHroTBAHETO HA HHXKEKIMOHHMTE Pa3TBOPH HAa IMTOTOKCHYIHHTE CpeAcTBa TpAGBa fa ce W3BBpINBA
OT NOATOTBCH, CICHMATH3HPAH IICPCOHAN ¢ [TO3HAHMA 32 YIOTpeOABaHHTE JIEKAPCTBA, HPH YCIOBHS,
rapaHTHPAINH LEJO0CTTa Ha JICKAPCTBEHHA MPOYKT, 3allHTa HA OKOJTHATA cpeaa U ocobeHo 3anJ,HTaTa

Ha NepcoHana, paboTell ¢ Te3H JIEKAPCTBEHH MPOAYKTH, B CHOTBETCTBHE ¢ MPaBHTHUKA Ha 60.11 X
3aIBLKHMTENHO € 3a TE3H 1LC/H 1 € OCHTYPEHO CHECHAIHO NoMeleHne. B Hero e 3abpaHeHO ¥ > ﬂ !70 5,

M KOHCYMAaIHU4d Ha XpaHH H HAITUTKA.

:; .‘;'i % \
IlepconamsT TpaGea na € MoACHTypeH ¢ HeoOXOAHMHTE MATEPHAITH, CIICLHANHH MPECT; ! ST - : 13;% =
"!‘ = H
PBKaBH, 3AIIMHTHH MACKH, IIANKH, OYKIa, CTEPHIHH PLKABHIIH 34 ¢AHOKpaTHa ynoTpela, 32 £ —i:_* Ao
HOKPHBAJNA 32 PAGOTHOTO MACTO, KOHTEHHEPH M TOpGH 33 CHOHPAHE HA OTIATBLM. ST F/
N =S
P _
¥



ExckpeTH M OBLPHATH MaTepHH TpAGBa Ja Ce OTCTPAHABAT BHUMATEITHO.

bpemenHH XeHH Tpa6Ba Aa 6baaT MpeaynpenieHn aa u3bsTBAT SOPaBEHETO ¢ ATOTOKCHYHH CPE/ICTBA.

Bceku ciyneH konTelinep TpabBa Ja Gbie TPETHPAH ChC CHIIOTO BHUMAHHE H OLICHABAH KATO

KOHTaMHHHpaH otnaxek. KoHraMunmpanusaT ornagek Tpabea 1a ce HHCHHEPHPA B ITOAXOMALLO
O3Ha4Yc¢H TBBPA KOHTeHHep. Bxk. nmo-gony "Haxespnane™.

[Tpu KOHTaKT Ha KOHIICHTPATa Ha OKCATHIVIATHH WIM Ha HH(Y3SHOHHHS pa3TBOp C KOXaTa, He3abaBHO
MACTOTO C€ H3MHBA OOMITHO ¢ BOJA.

IIpH KOHTAKT Ha KOHLIEHTPATA HAa OKCAJIMILUIATHH WTH HA HHQY3HOHHHA Pa3TBOP C JINTABHIH,
He3abaBHO MACTOTO Ce M3MHBa OOHIIHO ¢ BOAA.

Crenmaniy npeanasHy MEPKH ITPH MIPHIOKECHHE

o JA HE ce H3n013BaT HHKEKLIHOHHH MaTePHATH, CHIBPKAIH aTyMHHHI.

o JA HE ce npunara HepaspeneH.

J Jla ce uznonspa caMo 5% pazreop Ha rmoko3a 3a paspexaane, JIA HE ce paspexza ¢ HaTpHes
XJIOpUJ WIH APYTH Pa3TBOPH, ChIbPAALIHA XJIOPHIH.

e  JIA HE ce cMecea ¢ ApYrH NleKapcTBEHH MPOAYKTH B €HA H ChINa HH(Y3HOHHa 6aHKa U a2 He
C€ IIpAIara €IHOBPEMEHHO B eJHA H Chilla HH(Y3MOHHA JIHHHAA.

. HA HE ce cMecBa ¢ alkalTHH JIEKApCTBEHH MPO/yKTH WIH Pa3TBOPH, NO-CIICLIHAIHO 5-
¢iryopoyparmi, TpOMETaMON U JIEKAPCTBEHH TPOAYKTH, ChABPHKAIMHM (JOTHHOBA KHCENHHA, B
YHHATO CHCTaB HMa TPOMETAMOJT KaTo MOMOIIHO BEIECTRBO M COJIH Ha TPOMETAMOJT Ha ApyTH
NEKAPCTBEHH MPOAYKTH. ANKATHUTE JICKAPCTBA WM Pa3TBOPH MOTAT Aa MOBIIHAAT
HebnaronpuaTHO cTaOMTHOCTTa Ha OKCAIMILIATHH.

Ykazanug 3a ynorpeda ¢ $onHHoBa KH a (KaTo eB aT WIH HeB GonAHaT
OxcamumnaTtie 85mg/m? 3a HHTpaBeHO3HA HH)Y3Hs, paspejeH B 250 ao 500 ml 5% pasTeop Ha
ITIIOKO34 Ce MpHJIara € JHOBPEMEHHO ¢ (ONHHOBA KHCETHHA 38 HHTpaBeHO3Ha HHY3HA, pa3speseHa B
5% IIIOKO3€H pasTBOp, B NMPOAKDKEHHE Ha 2 10 6 Yaca, KaTo HEMOCPEACTBEHO MPeqH MACTOTO Ha
VIDKEKTHPAHE Ce TIOCTaBA Y -KaTeThp. Tezn ABa leKapCTBCHH MPOAYKTa He TpabBa fa ce cMecBar B
enHa HH(py3HOoHHa 6anka. PONHHOBAaTA KHCETHHA He Tpa6Ba Ja ChABPAKA TPOMETAMOI KATO MOMOITHO
BELIECCTBO M TPAOBa 1a 6BAC pa3penieHa caMo ¢ H30TOHHYEH 5% PasTBOP Ha ITKOK033 H HHKOTA C
AJTKATHA Pa3TBOPH, Pa3TBOP Ha HATPHER XJIOPHA WIH PA3TBOPH, ChABPHKAIH XJIOPHIH.

Yka3aHud 3a ynotpeba ¢ 3-guiyopoypammn

OxcanuniaTan Tpaiea Aa ce BhBekAA BRHEATE Hpeas PayoponapaMuInnd, BATpamMep 5-

¢ayopoypanmsi.
Cliex NpIWIOKEHHE HA OKCAMHILIATHH, CHCTEMAaTa TpsGBa 7ja ce MPOMHUE M CJIeA TOBA Aa C¢ NPHIIOKH S-

dbmyopoypaum.
3a JOITETHHTEIHA HHGOPMALIHA OTHOCHO JIEKAPCTBEHHTE IIPOIMYKTH, H3IIOI3BaHH B KOMOHHALHA C
OKCANIHIVIATHH, TpAOBa Na C€ HAanpaBH CIPaBKA ChC CBOTBETHATE KPATKH XAPAKTEPUCTHKHA HA

MIPOAYKTAa Ha MPOH3BOAUTENA.

KoumeHTpar 3a HHGY3HOHEH pasTBOp

IIper ynorpeba na ce npoBepu Buzyamo. Jla ce manomspar camo GHCTpH pasTBOpH, 63 BHAHMH
YJaCTHIH.

To3n nieKapCTBEH NPOMYKT € caMo 3a eHOKPATHA ynoTpe6a. HeH3noi3BaHoTo KOMMUECTRO OT
KOHIICHTpaTa TpaOBa 1a ce M3XBLPIIN.




/la ce MPWIOXKH Ype3 HHTPABEHO3HA HHDY3HA.

Ot MHKpOOHOIOrMYKA IiefHa TOUKa MPOAYKTHT TPAGRA Ja ce M3MOI3BA He3abaBHO CJie)l IPUTOTBSHE.
AKO He ce U3M0/I3Ba He3a6aBHO, HOTPeGHTENAT HOCH OTTOBOPHOCT 34 MIEPHOAA H YCIIOBUATA HA
ChbXPaHCHHE NPENM yroTpeda, KaTo OOUKHOBREHO ChXpaHEeHHETO MOXKeE /ia € 0 24 Yaca U npu
TeMmneparypa ot 2 1o 8°C, ocBeH ako paspexAaHeTO € HIBBPINSHO IIPH KOHTPOMHPAHH H FApAHTHPAaHO
4CENTUYHH YCJIOBHA,

XuMHIecKaTa H QH3HdeckaTa CTaOWIHOCT HA MPHTOTBCHUS Pa3TBOP JOKA3AHO o€ MOATbPKA B
EPOAB/DKeHNe Ha 48 yaca pH Temmepatypa 2 - 8 °C, npr paspexaane B KOHIEHTpamuy ot 0,2 mg/ml
H 2,0 mg/ml ¢ 5% pasTBop Ha rMoKO3a, KakTO M 3a 6 Yaca npH Temneparypa 20-25 °C, npn
paspexnaHe B KoHUeHTpauud ot 0,2 mg/ml u 2,0 mg/ml ¢ 5% pasTeop Ha rmoOKoO3a.

Ipean ymorpeba ia ce mpoeepH BH3yanHo. [[a ce H3NOA3BAT caMO GHCTPH PasTBOPH, Ge3 BUIME
YACTHIIH.

Toan nekapcTBEH MPORYKT € caMo 3a eAHOKpaTHA yrnotpeba. HeH3no/sBaHOTO KOHYECTBO OT
KOHUCHTpaTa TpabBa fa ce H3XBBpIH (BX. TOUKa ,,U3XBBpIIAHE” mO-A0MY).

HHKOI'A He H3nonzpaiite pa3sTBOp Ha HATPHEB XJIOPMJL 3a paspexjiaHe.

Hudyzng
BEBeKAaHETO Ha OKCAIMIUIATHH He H2HCKBA [peBapPUTE/IHA XHAPATALMA.,

OxcanAnnaTu ce paspexnaa ¢ 250 10 500 ml 5% pa3Teop Ha I7EOKO3a 0 AOCTHTaHE Ha
KOHLICHTpaLMA He no-Hucka ot 0,2 mg/ml u ce BpBekaa B nepudepHa BeHA WIH B LIEHTPAICH BEHO3EH
ITBT, B MPOARIDKEHHE Ha 2 10 6 yaca. Koraro okcanunnaTiH ce mpHiara ¢ S-gnyopoypaipr,
MH(}Y3HITa C OKCANMIUIATHH TPAOBa Ja NPEXOkKa Ta3H Ha S-(iIyopoypami.

H3xBEpIIgHE
OcTaTrs9HH KONUYECTRA OT JIEKAPCTBEHMA NPOAYKT, KAKTO M BCHUKH MaTEepHANH, H3TION3BAHH 34

paspexnaHe U BbBexaHe TpaOra aa 6p1aT YHHIIOKEHH CHIJIACHO CTAHOAPTHUTE OOTHHUHH
npoueaypH 3a pabora ¢ UTOTOKCHYHH CPEACTBA H B CHOTBETCTBHE ChC CHIIECCTBYBAITHTE
HOPMATHBHH H3HCKBAHUA 33 H3XBHPJISIHE HA OITACHH OTHAXBIH.

7. TPOM3BOAMTEJ H IIPUTEXATEJI HA PASPEIIEHHMETO 3A YIIOTPEBA

EBEWE Pharma Ges.m.b.H. Nfg. KG
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