KPATKA XAPAKTEPUCTHKA HA ITPOAYKTA



W3NLAHNTENHA ATERLIAR 110 NEKAPCTBATA

g Kpamxa xapakmepucmuia Ha npogyxma - fipuroxerue 1

i!‘-.’imv.ar"’l-:-za Nﬂ ‘2‘9//0767‘? d?'f’

1. HME HAJEKAPCTBEHRUSA TIPOAYKT J- 1 J Q5 7,39 7 -06- 17
PaspeUEHUB Ne J...ccirmessosisnd esssscereemsonsorcescsnnsenne

Oxcanmnmnatee-Yaiikagapma 50 mg npax 3a HHGY3HOHEH pa3TBOD:

Oxaliplatin-Tchaikapharma 50 mg powder for solution for infusion Loz e

DGOBLOHUIE N oivevrreirnereeraraniereans

Oxcamamnarui-Yaiikadapma 100 mg npax 3a uHGY3MOHEH pa3TBoOp
Oxaliplatin-Tchaikapharma 100 mg powder for solution for infusion

2. KAYECTBEH H KOJIHYECTBEH CHCTAB
Beekn duakos ceapprka 50 mg okcamumnarid (oxaliplatin).
Bcexu dnakon cpappaka 100 mg okcanurnariu (oxaliplatin).

3a NOMOLIHHUTE BelnecTsa BIDK T. 6.1.

J. JIEKAPCTBEHA ®OPMA

Ipax 3a HHDY3UOHEH Pa3TBOP.
ban unu nouru 6an nModunn3upaH npax.

4, KJIHMHWYHHU NTAHHHA

4.1. TepaneBTRYHHM NOKA3AHHAA

Oxcanunnatun-Yatikagapma B komOnHaws ¢ S-payopoypaumn (5-FU) 1 ¢onuHoBa kucennHa (FA) ce
H30N3Ba NPK:

- QIFOBAHTHO JICUEHHE Ha KAPLIMHOM Ha acbenorto uepso, crayuii I (Duke cranuit C), cnen muIHO
OTCTPaHABAHE HA IBPBUYHHA TYMOP;

- JICYEHHE Ha METAaCTaTHUYCH KOOPEKTANeH KapIIHHOM.

4.2. 03upOBKA H HAMHH HA NPHJICXKEHHE
CAMO 3A BHh3IPACTHN

IIpenopwunrennara no3a 3a Oxcanunnarus-YatikadgapMa npy amoBaHTHO JeucHHE ¢ 85 mg/m?
HHTPABEHO3HO HA BCEKH ZiBe ceaMHLM 34 12 nuxena (6 Mecera).

[TpenoprunTennara no3a Ha OxkcamumnaryH-YadikadgapMa NpH JedeHe Ha METACTATHYECH KOJIOPEKTANCH
KapLuHOM € 85 mg/m? HHTPaBEeHO3HO HA BCEKH ABE CEAMHLIH A0 NPOrpecHpaHe Ha 3a00NMBaHeTO WIH
HENPHEMIHBA TOKCHYHOCT.

Hosnupopkara TpsabBa na Obae onpeaeneHa B 3aBHCHMOCT OT MOHOCHMOCTTA (BIK TOYKA 4.4).

Oxcannniaatua~UYaiikagapma TpaOBa Aa ce BbBeXIa BAHATH npeas payoponapumMHaHnnrTe (S-FU).

OxcalMIIATHH Ce€ BHBEX/A B NPOABIDKeHHe Ha 2 10 6 Yaca B HHTpaBeHO3Ha HHGy3ud ¢ 250 no 500 ml 5%
pa3TBOp HA INIOKO03a, Taka 4e JIa ¢e IOCTHTHe KoHLeRTpauma Mexay 0,2 mg/ml u 0,70 mg/ml. 0,70 mg/ml e
HaH-BHCOKATA KOHIIEHTpPAIHA HA OKCAJHILIATHH B KIHHHYHATA MPAKTHKA 32 OKJICATTHILIATHH B ZI03a OT 85
mg/m?. Mindysuata ce npunara upes nepHdpepeH WIN LIEHTPAICH BEHO3€H ITHT M0 CIHO X /’TT-\
UHPY3HATE HA QOJTHHOBA KUCENIHHA, pa3TBOPEHA B OTHENeH cak ¢ 5% rmoko3a, B 11p MO HHe-R %
Jaca, KATO CE M3MOMN3BaA Y -JINHHA, IOCTABEHA BeHAra Npei MACTOTO Ha HH(Y3HS




Te3u aBa nekapcTBEHH NPOAYKTa He TPpAOBa Ja ce KOMOHHUApPAT B €/JHH H CBHII HH(Y3HOHEH CaK.
DoHHOBATA KHCE/IHHA HE TpaOBa Ja ChABPXKa TPOMETAMON KaTo NOMOLIHO BEIeCTBO U TpadBa na ce
pa3peaH caMo ¢ 5% H3O0TOHHYEH PasTBOP HA IIIOKO33, HHKOTA B aJIKajeH Pa3TBOP HIIH B HATPHEB XJIOPHY,
HIIH B Pa3TBOPH, ChABPHKAMH XJI0pH. QKCaNHIUIATHH ce MpMHIara OCHOBHO B KOMOHMHALMA CBC CXEMH Ha
JICYEHHE KATO NPOABIDKHTCNHA HHY3HA ¢ S-duyopoypauui, [Ipn cxeMara Ha JICUCHHE NPe3 ABE CCAMHIH —
5-tyopoypaun € npuiaran Kato S0IyC U NpOoXb/DKHTENHA HHDY3HA.

Crnennanan nomyJaanmH

IIanuesnTH ¢ napymeual OLOpeyHa pynxuEn
Oxcanumarun-Yatixagapma He e O1n npoyyeH npH nalUeHTH ¢ Tesxko 0p0peuHo yepexaane (Bk T, 4.3.).

[Ipn nagHeHTH ¢ raCTPOMHTECTHHANEH PaK H C pa3iMuHa CTeMNeH Ha HapylleHue Ha Ox0peyna pyHKIwA,
neKysaHH ¢ Oxcanunnarun-Yatikadgapma (2 vaca i.v. HHQY3HA BCeKH 2 CEAMHLM 3a MAKCHMYM OT 12
urkbiIa) B koMOuHama ¢ SFU/FA (FOLFOX), nekapcTBoTO OKa3Ba MEHHMATHO KIHHHYHO BIHAHHE BEPXY
Os0peuHaTa PyHKIMA, KOETO Ce NMPOCAEAABa Ype3 CPEAHHUA KPEATHHHHOB KIHPHHC,

Pesyrrratare 0THOCHO §e30MacHOCTTA MIPH PAsIMYHUTE IPYITH MAIHEHTH ca cXOAHHW. Brrpeku ToBa
NPOABIDKUTETHOCTTA Ha EKCIIO3UIMATA € Ora mo-KpaTka npH nanueHTH ¢ 6s0peuno Hapymenue. CpeaHara
NPOAB/IDKUTENHOCT HA eKCIOZHLNA € 6rna 4, 6 u 3 nMKBIa CHOTBETHO NPH JIEKO, YMEPEHO H TEHKKO
Ou6peuno Hapymenude, [Ipu nanueHTH ¢ HopManHa 6s0peuna GyHKUHA, CpeHaTa eKCIO3HLHA ¢ 6una 9
1wKsia. [ToBeue manueHTH ca MPeKLCHAMM JIEYEHHUETO TIOPAAH HEXENAHH JICKAPCTBCHH pPeaKuHMy B IPYITHTE ¢
6B0peuto HapymeHrne. Hauannarta [03a Ha JIEKapeTBOTO € 6HNIa HaManeHa A0 65 mg/m’ HpH MALHEHTH ¢
TeXKO OBOpeuHo HapylIeHHe.

Ipu naupeHTH ¢ HOpMaJIHa OBOpevYHa QYHKLHS WK JIEKO J0 YMEpeHO OBOpevHO HApYLISHHE
npenopbYaHara ao3a Oxcanumnarid € 85 mg/m?. Tlpyu nanmenTy ¢ Texko 6E6peaHo HapymeHue
NpeNnopbYHTENHATA HAYATHA N03a TpA6Ba Aa 6hje HaManeHa A0 65 mg/m?. (BikTe T. 4.4.).

ITanuenTH ¢ wepHOAPOOHO HApYIIEHHE

[lpw ¢asa I npoyupane, BKTIOYBALIA TALHEHTH ¢ Pa3IMYHA CTEMECH HA YePHOJPOOHO HapyINEeHHE, YeCTOTaTa
H TEXKECTTa Ha YepHoApOoOHUTE HapYLIEHHA BEPOATHO Ca CBEP3aHH ¢ pa3sBHTHETO Ha 3a00/IABAHETO U
HapyIIeHH YepHOAPOOHH (PYHKIMM KAaTO OCHOBHH napamerpu. He e HeoOX0aMMO KOpHTHpaHe Ha JO30BHA
PEXKUM IIpH NAKEHTH ¢ aOHOPMHH YepHOAPOOHH PYHKLIMOHATHH TECTOBE, YCTAHOBEHH IIPH KITHHHYHOTO
npocneassate.

IlanuenTH B CTApYeCKA BL3PACT

He e vabmopagano NoBumasaye Ha 0CTPATa TOKCHUHOCT Ha JISKAPCTEOTO MPH H3NMOI3BAHETO My KaTo
MOHOTepanusg UM B KoM6uHaumus ¢ S-gayopypauun (5-FU) npu nalpaeHTH Ha BE3pacT Hay 65 .
CnegoBaTenHo He € HEOOXOOHMO CeLIMATHO aAANTHPAHE Ha AO3ATA MPH NALMCHTH B CTAPYECKA BB3PAacT.

HB,I[I!HTPII'IHII NMMANHECHTH
HsamMa nokasalua 3a yriorpeba Ha OKCATHILTATHH NpH Acta. EGeKTHBHOCTTa HA OKCATTMILIATAH KaTO

MOHOTEpAanuA NpH NEeAUaTPUHMHH NMALMEHTH CBC COJTHAHUA TYMODH HE € YCTaHOBEHa.

Haduun Ha npujiokeHne
Oxcanumnarun-Yaiikadapma ce BpBeXKIa Upe3 HHTPaBEHO3HA HHDY3HA.

Hpunoxenuero Ha OxcanurnaruH-YalikapapMa He H3KMCKBA XHOEPXUAPATALIHA.,

Oxcamunnatun-Yakikadapma ce paspesxaa ¢ 250 no 500 ml 5% paszteop Ha rimoko3a, TaKa 4e 5a C& JOCTUTHE
KOHICHTpaUMA He no-Hucka ot 0,2 mg/ml v Tpadea aa ce BpBeXKAa HHPY3HOHHO B IEpHPEpEH WIH
LeHTpaneH BeHo3eH reT. OkcanuninaTiH-Yaiikagapma nabysuaTa BUHArK TpaOBa Ja ce BhBEXKAA Npean
TasH Ha 5-FU.

IIpn nonanane H3BLH ChAA HPHJIATaHETO C€ DPEeKbCBA BeAHAra.

Hucrpyxnnu 3a ynorpeta




Oxcanumarus-Yaiixkadapma TpabBa fa ce pasTBOPH, Clie]] KOETO Jia ce paspeaH npeny ynorpeba. Tpabea aa
ce W3MOJI3BAT CaAMO NpeNoppyYanHuTe paspeauTenH [5% rmokoza (50 mg/ml)] 3a pasTapsaHe H nocneaBaulo
paspexiaHe Ha MHOPUIU3IHPAHHA Mpax (BHXTE T. 6.6).

4,3 IIpoTrHBONOKA3aHRA

OxcanunnatuH-YaiikadapMma € NpoTHBONOKA3AH NPH NAlHEHTH, KOHTO:

- cacC JaHHH 33 CBPBXYYBCTBHTEIHOCT KbM OKCATMIUIATHH H KbM MOMOIIHHTE BELUECTBA,

- KbpMAT;

- MMAT CYNpecHs Ha KOCTHHMA MO3bK Mpe/IH 3aMoYBAHE Ha TBPBHA KYPC, NpH Opoi Ha HeYTPOpHIHTE <
2.10° /1 w/nnu TpomGoumTETe < 100.10%/1;

- uMar neprdepHa CEH30pHa HEBpOMaTHa ¢ QYHKUMOHANHO YBPEKAAHE NPESIH MEPBHA KypPC Ha JISUEHHE;

- wMaT Texka Gr0peyuHa HeJOCTATHUHOCT (KpeaTnhirHOB KIMpEHC < 30 mi/min) (BwxTe T. 5.2).

44 Coensadsd npeiyNpe:kNeHns H NPeANA3ZHH MEPKH NIPH ynorpeda

OKCEIJ'IHHJI&'I‘HH '::pﬂﬁaa gﬂ Ce HUITION3ZBRA CAMO B CHEEHMHSE EHHH OTQEHQHHH 110 OHKQJ'IOI‘HH H ga e !!EH.T[al"a
MOA HaOMOJEHHETO HA ONUTEH KJIMHHUIACT OHKOJIOT.

- Ilopagu orpanvueHara HEGopMas 3a 6€30MACHOCTTa MY TIPH TTAHMEHTH ¢ TEWKO Hapywiena 6u6peusa
$yHKIMA NprNaraHeTe Ha TOBA JICKAPCTBO OM ciieABalIo Aa ¢& OOMHCAH CJIe] BHHMATE/IHA OLICHKA Ha
CHOTHOILIEHHETO ION38/PHCK 3a MAaIMeHTa. B Te3n cayyamn CTPHKTHO ce criequ 666peunaTa QyHKkims U
MPENOPhYHTENHATA HAYATHA Z03a OKCATHILIATHH € 65 mg/m’ (BinKTe T. 4.2).

- TNaupeHTHTE ¢ ZaHHH 33 AIEPrHYHM PEAKLHH KbM APYrH CheJHHEHHS HA IIaTuHa, TpabBa aa 6paar
MIOCTABEHH MO HENPEKHCHAT KIMHUYEH KOHTpON. ARaQUNakTHYHH PeaKkiHH MOTaT Ja HaCTBIIAT 1O
BpeMe Ha Bcekd 1HMKBI. B ciyyaii Ha aHadunaxTHuen peakumd KbM OxkcanmnnarHH-YaiikadpapMa
WHOY3MATa TPAOBA BEAHAra Aa Ce MPeyCTaHOBH Y Ja € 3ari0YHe NOAXOAMLI0 CHMITTOMATHYHO JIEYCHHE.
Bu3o0HoBsBaHe Ha BEBEXAaHeTo Ha OkcanumiaTuH-Yaiikadapma e MpoTHBOMOKA3aHO.

- B cnyuait Ha excTpaBa3alHO NONAgaHe Ha JIEKapCTBEeHUA NPOAYKT HHpY3uaTa Tpadsa HesabasHo aa ce
[PEYCTAHOBH H Aa C€ NpeAnprueMe o0H4aiHO NOKANHO CHMITTOMATHYHO JICUEHHE.

- HeofxoaMM € ¢cTpOr KOHTPOJ OTHOCHO NOSBATA HA CHMITTOMH Ha CEH30pHa nepHudepHa HEBPOJIOTHYHA
TOKCHIHOCT Ha ORcanumarHe-YakikadapMa, 0cobeHO npy ¢ AHOBPEMECHHO NPHIOKEHHE ¢ APYTH
JIEKAPCTBEHH TPOAYKTH ChC crienupuyuHa HeBpoTokcuunocT. Hesponoruuen npernen tpabsa aa ce
NPOBEIE Npeay 3arnoyBaHeTO Ha BCAKO BBBEXKIAAHE, a4 CNE/ TOBA Ja C¢ NPaBH NePHOOHIHO.

- Ilpu naguenTH, Npy KOUTO ce HAGMOAaBa OCTpa JIApHHro-(papHHreanHa au3ecTesds (BIKTe T. 4.8) 1o
BpeMe Ha HJIA HAKOJIKO 4aca cney 2-4acoBaTta HHY3H, cleBallara HHQY3HA Ha OKCANMIUTATHH TpaOBa
Ja ce NpoBefe ¢ NPOTBIDKUATEIHOCT MOBEYE OT 6 yaca. 3a Aa ¢e NPEAOTBPATH TAKABA JH3ECTE3HA, €
Heo0X0oauMo Aa ce HHGOPMUPAT MALHEHTHTE A3 W30ACRAT HANATAHETO HA CTYAEHO H 3 H3KMIOYaT
CTY[I€HA XpaHa H HAIMTKH [0 BpeMe Ha KM HAKOJKO Yaca ciel npwiaranero Ha OKcanuiviaTHH-
YHaikadapma.

AKO BB3HHKHAT HEBPOJIOIHYHH CHMITTOMH (ITApECTE3HH, AH3ECTE3UH), MOCNEABALIOTO KOPUIHPaHE Ha
Josure Ha OxcaunnatuH-Yadikagapma tpsadsa na ce HanpaBy B 3aBUCUMOCT OT NMPOABIDKHTEIIHOCTTA K
TEKECTTA UM:

- aKO CHMITTOMHTE MPOAB/DKABAT MOBEYE OT CeAeM AHH H ca 00€3NOKOUTENHY, HITH NapecTe3nnTe 6e3
(PYHKUHOHAIHA HAPYLIEHHA NPOABKABAT 00 CIICABAINMA LWHKBII, NOCIeABaaTa 038 OKCATTHIUIATHH
Tpabea aa ce Hamaau ¢ 25%,

- aKo mapecTe3uuTe ¢ QYHKIHOHAIHH HaPYIICHHAA NIEPCHCTHPAT A0 ClIeIRalis HHKEA, TPHIOKESHHETO HA
OKCAJIMIIATHH TpAOBa Aa ce NpeyCcTaHOBA.

OTHOBO 14 C€ NPUCTBIIH KBM BB300HOBABAHE HA TepanusATa.

TaumenTaTe TpAGRA N8 GHAAT HHGOPMHpaH, Y€ clie IPEKECBAHE Ha IEYEHHETO, € BBIM
NIEPCHCTHPAHETO HA CHMITTOMH 34 NepHpepHH CCH3O0PHH HeBponaTHH. JIokaiu3HpaHa, y



WK MapecTe3nd, MPHAPYXEHA OT (JYHKUMOHANHH HapyYIISHHA, MOTaT Ja NMEePCHCTHpAT 3a 10BeYE OF 3
FOAHHH CJIeT NMPEKBCBAHE HA aIOBAHTHOTO JICHCHHE.

[Ipr3nany i cHMITTOMH Ha CMHIPOMA Ha o0paTHMa noctepHopHa jJeskoenuedanonatus (RPLS, mosnar
csulo kato PRES, cunapoM Ha nocrepuopHaTa obpatuma exuehantonatis) Morat ga 6saat raasoboue,
IPOMEHEeHa YMCTBEHA ACHHOCT, MPUNATBLIY, 3PATEIHH NPOMEHH — OT 3aMBITICHO BHXKAAHE HO CIIEIOT],
CE'bP3aHA WIH He C XHTIepToHHA (BXK. T. 4.8). 3a nocraBaHeTo Ha nuarHoza RPLS e neobxoaumo
NOTBBPKICHUE Ype3 00pa3sHO H3CIEABAHE HA MO3EBKA.

- CTOMaNIHO-YpEeBHATA TOKCHYHOCT, KOATO C€ NMPOABABA C TAJIEHE U NOBpEINaHE, Ce ORIaAIBa
npo¢HAaKTHYHO W/HITH TEPaNEeBTHIHO ¢ AHTHEMETHYHA TepanH (BikTe T. 4.8).
HexuapaTauisi, Wieyc, MHTSCTHHAIIHAa OOCTPYKIA, XHNOKaIHeMus, MeTaboTATHa ampifio3a 1 6p6pearo
HapyilleHHe Morar ga 6baaT NpOBOKHpaHH OT TEXKKa AHAPH WHIIH NOBPBIIaHe, 0COOEHO NpH

koMOuHaunaTa Ha OxcanuruaTai-Yaiikagapma ¢ 5-FU.

- AKO ce MOgBH XeMaTOJIOTHYHa TOKCHYHOCT {I0KazaHa upe3 H3MepeHH 6a30BH CTOHHOCTH Ha KPBBHHTE
noxasateny, Hanp. seyrpodumm < 1,5 x 10%/1 wm tpomGoumTtit < 75 x 10°/1) cnen npoBeneH Kype Ha
Tepanug Wi € HaNuLe Murelocynpecus npeau Hadanoro (I kypce) Ha TepanusaTa, NpHIaraHeTo WiH
MBPBUS LHMKBJE OT TepanHaTa TpAOBa 1a ce OTNOXKH [I0 BE3CTAHOBABAHETO HA NPHUEMITHBH CTOHHOCTH HA
nokazarenure. [InnHa KppBHA kapTHHA ¢ AudepeHunanHo 6poeHe TpabBa Aa ce Hanpasy NPeaH HAYAJIO0TO
HA JIEUEHHETO H CHOTBETHO MPEeAM BCEKH clieABall] Kypc.

~ Tlauuenrure TpAOBA CBOEBPEMEHHO Aa OpA4T HHPOPMUPAHHM 34 PHCKA OT MOSBA HA ANAPHA, NIOBPLINAHE,
MYKO3HT/CTOMATHT H HEYTpOIICHHA ¢ief mprnaranero Ha Oxcanumnarun-Yatikagapma/5-FU, 3a na moxe
JICKYBALIMAT JICKap BeAHAra 1a 3anovHe MoAX0AAINO JICUCHHE 3a OTCTPAHABAHE Ha TE3H CHCTOSHH.

Ilpu nosBaTa HA MyKO3HMT/CTOMATHT ChC MIH 63 HeyTponeHus, MOCIESABAMIOTO JEYCHHE ¢ OKCANTHILIATHH Ce
oTiara AQ BL3CTAHOBABAHETO OT MYKO3WT/CTOMATHT AQ CTeneH | WiH mo-Manko u/uiM Opodr Ha
Heyrpoduaure € > 1,5 x 10%/1.

- Koraro Oxcanurutatan-Yaiikadapma ce xomOunupa ¢ S-Qumyopoypaunn (¢b¢ wim 6e3 GoIHHOBa
KHCeIIHHA), ¢ Tipiiara o0u4aiftHOTO KOPHTHPAHe Ha J034Ta NOpaad TOKCHYHOCTTa Ha S-Qnyopoypaum.

- B cnydaii Ha TeXKaHKHBOTO3aCTPAIIABAILA AHAPUA, TEKKA HeyTponenns (Heyrpodumn < 1,5 x 10%/1),
bebprnHa HeyTponeHus (Tpecka ¢ HeM3BEeCTEeH MPou3Xo 0€3 KIHHAYHA WIH AOKYMEHTHPAHA
MEKpoGHoNorHiHa uHpekLms ¢ aGcomoTeH Gpoif Heytpoduma < 1 x 10%/1, eauHnyHa TeMnepatypa >
38°C wmm mocTosHHA TeMMIepaTypa 3a noseye ot 1 [ac), wim Texka TpombonuToneHus (TpomMOoLHTH <
50 x 10°/1), neuenuero ¢ Oxcanuruarna-Uaiikadgapma tpatea aa ce npexparu Ao nofcOpenue win
BL3CTAHOBABAHE, 103aTa HA JIeUeHHe B NOC/SABAIINTE IHKIM fa ¢e HaMalH ¢ 25%, xaTo HOITbJAHUTETHO
ce KOpHTHpa B 103aTa Ha S-QUIyopoypaLiIl. -

- Cencuc, HEYTPONEHHYEH CENICHC M CeNTHYSH 10K ¢a JIOK/IAZIBaHH TIPH MAIMCHTH, JISKYBaHHU C
OKCAJTMIUIATHH, BKIIIOYHMTEHO ¥ ¢ (aTaneH u3xo (BiokTe T. 4.8). AKO HAKOH OT T€3H CJIydaH Ce IOFBAT,
JICYCHHETO C TOBA JIEKapcTBO TpAOBa /1a ce NpeyCTaHOBH.

- B ciayyaii Ha HEACHH pecrniMPaTOPHH CUMITTOMH, KaTO HEMPOAYKTHBHA KAllUTHLIA, TACITHES, KPSITUTHPAILH
XpUNOBE WM 3a0e1eKHMU HA PEHTICH MyJIMOHANHH HHQWITPALMHK, NpunaradeTo Ha OKCanHIaTHH-
Yaiikadapma TpabBa na ce NMPEeKbCHE, AOKATO MPOBEAESHHTE H3CIICABAHHA OTXBBPAAT HATHYHUE HA
HETepcTHHMATHO OenoapobHo 3a0onasane (BuxkTe T. 4.8).

- XemonutuucH ypemuuen cuaapoM (HUS) e xxiBoTO3acTpaIIABaLLIa HEXKEMAHA peakuHa (BIDKTE T. 4.8).
OxcanunnaTvH TpAbBa Ja ce NpeKbeHE MPH MBEPBa IPOABa HA BCeKH NPH3HAK, AOKA3Balll
MHUKPOAaHTHONATHYHA XEMOJIUTHYHA aHeMHMs, KaTo HanpuMep Obp30 cnagaiy XeMorfiofuH, CE
CHITBTCTBAIA TPOMOOLMTONEHHA, MOKAYBaHE Ha cepyMeH OHIMpyOHH, cepyMeH Kpea
HuTpored B KppBTa WK LDH. brOpeunara HegocTaThUHOCT MOXKe Aa He € obpaTumMa
TepaIHATa H MOXKe Aa C& HAIOKH AVAITH3A.




- OTK/MOHEHHA OT HOPMATA Ha PE3YJITATHTE OT YEPHONPOOHHTE TECTOBE HIIH NOPTaNHA XHIISPTOHMA,
HEABDKAUIH C€ HA YePHOAPOOHHTE METACTA3U, B MHOIO PEAKH CIIyuaH OMXa MOTJIH A2 ¢e MPHEMAT KaTo
HapymieHHe Ha YepHOApoOHATa QYHKIHA BCISACTBHE HA BKIIOYBAHETO HA TOBA JICKAPCTBO.

3a ynorpeba oF OpeMEHHH XKEHH BIDKTE T. 4.6.

I'enoTokcHYHH edekTH ca HabMONABAHH MpPH OKCATHILIATHH MO BpeMe Ha KNHHHIHH NPOYYBAHMAL
CrenosaTenHo NaLMEHTATE OT MBXKKY NI TpAOBa Aa ObiaT HH(GOPMUpPAaHH, Y€ B pAMKHTE Ha 6 MEcena clej
NIeYEHHETO He TPAOBA Ja CTaBaT PONMTEIHN H A MOTHPCAT CBBET 3a KOHCEPBUpAHE HA CTiepMa, TIPEHH Ja
3aMIQUHAT JIEYEHHETO.

Ilo Bpeme Ha NieueHHUETO XKEeHUTE He TpAOBa 1a 3a6peMeHaBaT H 3aT0oRa TpAGBA 2 U3MON3BAT eEeKTHBHH
KOHTPALENITUBHH MepPKH (BIxKTE T. 4.6).

4.5 BsanmopeiicTBHe ¢ APYTH JeKADCTBEHH NPOAYKTH H APYrH ¢OpMH Ha B3aHMO/AcHcTBHE
TIpy nauesTH, KOMTO Ca NONY4YWIN eAHOKPATHA A03a 85 mg/m? Okcamumnatn-Yalikadapma
HEMOCPEACTBEHO NpeAH NPIIAraHeTo Ha S-uryopoypaim, He ce YCTaHOBABA IIPOMJHA B KOHLEHTPAHATA

Ha 5-gnyopoypauui.
[Ipu npoyuBauus in vitro He € YCTAHOBEHO CBHIIECTBEHO H3MECTBAHE HA OKCAMIUIATHH OT MECTAaTa Ha

CBBP3BaHE ¢ MIA3MCHHTE NPOTEHHH OT CTPaHA Ha CNIEAHHTE IEKAPCTBEHA MPOAYKTH: SPUTPOMHUIHH,
CATMUMIIATH, TPAHHCETPOH, MAK/IUTAKCeN M HATPHEB BaNIMpoOAar.,

4.6 Depruanrter, (peMeHHOCT H KEPMEHE

Jlo MOMéHTa HIMa JaHHH OTHOCHO Oe3omacHara ynorpeba Ha OKCAMIUIATHH ITPH GpeMeHHH JkeHH. Br3
OCHOBa Ha MPEAKIHHHYHH NIPOYYBAHHA C€ CYATA, Y& OKCAMHILIATHH BEPOATHO HMa NeTaneH W/ uiH
TePaTOreHeH e(PeKT BbPXY IUI0Aa B PENOPbYAHHUTE TEPANIERTHYHH JO3H H CIIEAOBATENHO € MPOTHBONOKA3aH
o Bpeme Ha 6pemeRHOCT. IIpuiioxkeHHeTO Ha ICKAPCTBEHHS NPOAYKT € Bh3MO)KHO CaM0 aKO MAIIHEHTHT €
HaITbJIHO HHOPMUpPaH 3a ChLIECTBYBAIHTE PHCKOBE OTHOCHO GpeMeHHOCTTA H NpelBAPHTEIHO € JaJt
CBOCTO ChINTACHE,

[MonxonAamy KOHTpaneNITHERHH MEPKH TPpAOBa /1a Ce B3eMAaT IO BpEMe Ha H B NMEPHOA OT 4 Mecera MpH
)KEHHTE H 6 MeceLia IPY MBXKETe Clle] CIHPAHe Ha TEPanHATa.

Kbpmene

Hama npoy4YBaHHA OTHOCHO €KCKPELHATA HA ISKAPCTBEHHA MPOAYKT B KbPMaTAa.
KBpMeHETO € NpoTHBOMIOKAa3aHO MO BpeMe Ha JleueHue ¢ Oxcaunnarud-Yaiikadapma.
- OkcanunnaTvhi Moxke Aa HMa auTHdepraneH edekT (Biwkre T. 4.4).

4.7. EdexTn Bupxy cnocobnocTTa 3a modnpane 1 pabora ¢ MAmBER

Hama npoy4saHHa OTHOCHO egyekTa BBpXY cnocobHOCTTa 2a wodHpade H pa6oTta ¢ MaTHHH, BrapexkH Topa
JISYCHHETO C OKCATMIUIATHH MOXKE Ja JOBeAe A0 YBEIHUEH PHCK OT 3aMafHOCT, raficHe H MOBPHILIAHE U
APYTH HEBPONOTHYHH CUMITTOMH, KOMTO BB3ACHCTBAT BhPXY [NOXOAKATA H PABHOBECHETO H MOraT I3
NOBJIHAAT JIEKO HITH B YMEPeHA CTEIEH BePXY ¢cocOOHOCTTA 33 ImodupaHe H pabota ¢ MalHHH.

Hapymenus B 3peHHETO, B HaCTHOCT BpeMeHHa 3aryda Ha 3peHHeTo (00paTHma cliea NPHKIOYBaHe Ha
TepanuaTa), MoXe Jia MOBJIHAAT BEPXY cnocoGHOCTTa 3a wodHpane 1 paboTa ¢ MALLIMHM,
CrenoBateNio nanueHTHTe TPAOBAa Na 6bAaT NPEAYNPEACHH 3a NIOTCHIMATHHA eeKT Ha TOBA JieUeHHE
BBPXY CrIOCOOHOCTTa 32 mopupane # paboTa ¢ MallHHH.

4.8. Hewxenana neKapcTBeHH peAKNHH

Haii-uecto HabmoaaBaHHTe HesKeNaHH JIEKAPCTBEHH PEAKIMH 1O BpeMe Ha KOMOGHHHMPAHOTO JICUCHHE Ha

okcanuruiaTiH ¢ 5-FU/FA ca: croMamHo-upeBHH (AHapys, raficHe, IOBPHILAHE H MYKO3HT), XeMaTOIOTHIHH
(HeyTponeHHA, TPOMOOLMTONEHHA) H HEBPOJIOTMMHH (OCTPH, HO30KYMYJIATHBHH H NepHEPHH CoORSOPE:
HeBponaTHu). Haii-o0110 Te3u cTpanHuHK peakliuu ce cpeiaT No-4ecTo H ¢a MO-TEXKH IPY/Af
OKCAJTHILIATHH B KoMOuHaIwms ¢ 5-FU/FA, orkonkoro camocrostenno ¢ 5-FU/FA. '

JannuTe 3a 9yecToraTa HA ONMCAHHMTE MO-A0Y HEXKENAHH JIEKAPCTBEHH PEAKIIHH Ca 10



KITHHHYHH ITPOYYBaHHUA, NPOBEACHH MPH METACTATHYHO H aAFOBAHTHO JiedyeHHe (BxmouBaino 416 u 1108
TIALMEHTH, JIEKYBaHH ¢ okcayAruiaTHH U 5-FU/FA) B oT noCTMapKkeTHHIOB OITHT.

YectoTata Ha HeXeNaHUTe peakLHy, TOKA3aHH B TaOHIMTE NO-J07Y, Ce H3MEPRA ChC CISAHKMTE KPUTSPHN:
MHOro 4ecTH (= 1/10), gectu (= 1/100, #o < 1/10), vewectn (= 1/1000, HO < 1/100), peaxu (> 1/10 000, HO
< 1/1000), muoro peaku (< 1/10 000), ¢ Hew3BecTHA YecTOTA (HE MOTAT Jia GBAAT YCTAHOBEHH OT HANHYHHTE

TaHHHK).

CucreMo-opranna

KIACHPHKANHA
MedDRA 0a3a
AAHHH

Hicneapanna*

HapyweHns Ha
KpbLBTA B
JAmMHATA
cucrema®

HapymeHnHst Ha
HepPBAATA
cHeTEMAa™

Hapymenus Ha
oYHTE

Hapymenns na
YXOTO H

JabnpunTa

PecniapaTtopus,
rpLAnY H

Mnoro 9ectH

- YBEJIMYCHHE HA
YyepHOAPOOGHHTE
eH3HUMH

- YBC/IHYEHHNE HA
ankanHara ¢pocdarasa
B KPBBTA

- YBenuyeHne Ha
OHIMpyOHH B KPBBTA
- YBeauueHHe Ha

NAaKTaT JeXUaporeHasa

B KPBBTa

- YBennJeHHe Ha
TErnoTO (ACMBIAHEHHE
OT JIEYEHHETO)

- AHEMHS

- Heyrponeuns

- TpombouToneHn
- JIeBkoneHus

- JInmconenus

- [lepudepHa
CEeH30pHA HeBPOIIATHS
- 'marobonue,
CEH30pHM HapyLIeHH
- Ju3reysus

- FnaBpobonue

- lucnxes, xamnuia

YecTn Heuecrn Peakn

- YBeIHueHde Ha

KpeaTHHHH B KPBBTA

- HamangaBase Ha

TETJI0TO

(pasnmpocTpaHeHue Ha

METACTa3H)

Pebprana - ImyHoanepruvxa

HeyTponeHds TPOMOOLATONIEHM
« XeMOTOJTHYHA
AHEeMMA

- Cnaboct - Husaprpus,

- MotopeH HeBpuT - CHHAPOM Ha

- MeHHHrHHT obparimMa
MOCTEPHOPHA
AeskoeHnedanonaTy
a1 (RPLS)

- KOHIOHKTHBUATH - BpeMeHHa

- O4HHI HapYLUICHAA peayKLMA Ha
IPHUTEJTHOTO NONE
- HeBpHT Ha OuHMA
HEeps
- Bpemenna 3aryba
Ha 3pCHHETO,
obpatuMa cnen
IIPEKpPaTABAHE Ha

OTOTOKCHUYHOCT
- XBbIHIAHE



MEAUACTHHANHH
HapylleHHS

Cromamno-
YpeBHH
HApYIIEHHS*

Hapymenusg Ha
OnbOpenuTe B
NAKOYHHTE
NHTHIIA

Hapymenns Ha
KO0XKATA H
NOAKOKHATA
ThKAH

HapyumeHHn Ha
MYCKYJ/IHO-
CKeJIeTHATA
CHCTEMA H
CheAHHHTEIHATA
THKaH
Hapymenns Ha
XpaHeHeTo H
MeTadoIa3Ma

Hudexnuu u
AH(pecTannl *

CruaoBu
HAPYIIEHAS

O6mun
HApPYUIEeHHS H
eeKTH HA
MACTOTO HA
HHXKEKTHpPAHE

Hapymenns Ha

- 'apgene

- Juapus

- [HoBpwIaHe

- CTOMaTHT/MYKO3HT
- KopeMHa Gonka

« KoHcTHAIMA

- Koxxuu Hapyuienus,
anoneua

- bonka B repba

- AHOpeKcHA

- XHIepriHKeMus
- XMNOKaJIMeMH S

- XUnepHaTpHeMHAa

- Hadexuus

- EmMcraxcuc

- YmMopa

- Tpeckat++

- AcTeHus

- bonka

- Peakius Ha MACTOTO
HA HHKEKTUpaHe+++
- Aneprus/anepruyHa

- Hucrnencusg

- ['acTpoesodarcaneu
peduyke
-I"'acTpoHHTECTHHANHA
XeMOparus

- Pextanna xeMoparud

- XeMatypHs
- Ansypus

- Hapywenue
4eCTOTaTa Ha

YpHHHpaHe

- Excponnanusa na
KOKaTa (CHHOpPOM
PBKa-Kpak),
EPHUTEMATO3EH O0pHB,
- Cupbex

- XHNepxHaposa

- HapymeHus Ha
HOKTHTE

- ApTpanrus

- KoctHa fonka

- Hexunparauus

- Punur

- Hudexnyn Ha
I'OPHHTE JUXATEIHH
ObTHIIA

- Debpunna
HEYTPONeHHUs
(cenTHyHa
HCYTPOTICHHS )

- XeMoparusa

- 3auepBABaHe

- JIsnmboka BeHO3HA
TpoMbO3a

- benoapobeH
eMOOH3BM

- XHNEepTOHUS

- Uneyc
- HutecTnanna

obeTpyKLHs

- MerabonutHa
ar|no03a

- Cencuc,
BIKJHOYHTENHO M
¢ daraneH
H3X0N

sabo/aBaHe

- [TynMoHanHa
$pubposza**

- Komnr,
BITNIOUMTENHO

AHapus, JuJDKAINA Ce
Ha Clostridium
difficile

- IlaHKpeaTuT



UMYHHATA peaxkipsa+

cHcrema*
[Ienxnunn - Henpecus - HepBHOCT
HAPYIEHHSA - Kacomnaus

* Baoxre RHGOPMADHATA O-X0Y

** Bukre 1. 4.4,

+ MHOro 4eCTH: YECTH ajlepIMYHH PeaklHH KaTo o6pue (oco0eHo yTpHKapHs), NONy4YaBally Ce 110 BpeMe Ha
nep¢y3ua, NoHaxora ca daraaHu (MeCTH aNeprHYHH peakiiuy, KaTo KoxeH oOpHB, 0C00eHO YPTHKApHA,
KOHIOHKTHBUTH, PHHKTH ). YecTH aHa(HIaKTHIHHE pPeaKiiy, BKIIOYHTEIHO OpOHX0ocnaseM, O0JIKa B IbpAMTE,
AHTHONEM, XHIOTOHHA ¥ aHA(DWIAKTHYCH LIOK. |

++ MHoOro 4ecTo Tpecka, TpeMOp, B pe3yNTaT Ha UH(peKuHH (b 1 6e3 (peOpIIHA HEYTPONCHHS) HITH
H30/IMpaHa, OT HMYHONIQIHYEH IPOU3XOX.

+++ BHIH ca ZOKNaABaHH peaklHK HA MACTOTO HA HHKEKTHPaHe, BIJIFOUHTE/IHO okanHa OoJika,
3auepBABaHE, NOAYBaHe U TPoMOO3a.

Excmpasazayuama mosce 0a npununu noxanria 6oaxa # 63nanerue, Koumo 0a ¢a mediCcKy ¥ 0a npomexam ¢
YCROOKCHEHUR, 0cobero npu nepugepua eeno3na unysus na oxcanunaamun (BKre. T. 4.4).

HapyimeHHsa Ba KPLBTA H JEMPHATA CHCTEMA
Cnopen decrorara npy nauuedTH (%) A CIOPEA CTENEHTa Ha 3acAraHe

Oxaliplatin B MeTtacTariaHO HANATAHE ATIOBAHTHO JICYECHUE
KOMOHHALMA ¢ Bevukd | Crenen3 | Crenen4 | Bervukn | Crenen3 | Cremen 4
5-FU/donuHoBa cTEeNeHH CTENICHH

kucenuHa 85 mg/m?
Ha BCEKH JABE CEIMHI[H

AHemusn 82,2 3 <1 75,6 0,7 0,1
HevyrponeHus 71,4 28 14 78,9 28.8 12,3
TpoMBOLHTONEH S 71,6 4 <1 77,4 1,5 0,2
Debpunaa 5,0 3,6 1,4 0,7 0,7 0,0
HEYTpOTIEHHS
CenTHyHa 1,1 0,7 0,4 1,1 0,6 0,4

HEC OIICHHUA

Hﬂﬂmagxemnr OB ONIHT C HCH3BSCTHA YECTOTA

XEMOMUTHYEH YPEeMHYEH CHHIPOM
HUndexuun H HHdecTaLUK
¢ CenTHYeH WOK, BIUIFOYHTEIHO H ¢ (haTalNeH H3Xox

Hapymenusa Ha HMYHHATA CHCTEMA
Crnopes yecTorara npu naupeHTH (%) M CropeA CTEeNneHTa Ha 3acArane

Oxaliplatin B MeTacTaTHIHO HAJMraHe AJIOBAHTHO JIEYCHHE
KOMOHMHALUA C BeuukH Crenen 3 | Crenen 4 BeuykH Crenes 3 | Crenen 4
S 'F U; (1]0]] HWHORA CTerneHH CTEIEeHHA

Kucenna 85 mg/m?
Ha BCEKH IBE CEAMMIIH

ANEpruvHy peakuHu/ 9.1 1 <1 10,3
Aneprum




Hapymenns HA HEPBHATA CHCTEMA

JlamuTHpamara rokcuyHoct Ha Oxcanurnatai-Yaiikadapma e veBponoruuna. OGUKHOBEHO C€ CECTOH OT
CEH30pHA neprpepHa HEBPOIIATHE, XapaKTepPH3Hpalla Ce ¢ IN3eCTE3HI W/HIH NapecTe3ns Ha KpaliHHLHTe,
CBBHP3aHA HIIH HE ¢ KpaMITH, 9eCTO IPOBOKHPAHH OT CTYACHO. Te3n CHMITTOMH ce Habmonasar npH xo 95%
OT JIEKYBAHHTE ANMEHTH. [IpoabIDKUTETHOCTTA HA TE3H CUMITTOMH, KOMTQ OOMKHOBEHO PETPECHPAT MEXEY

KYpCOBCTC Ha JICYCHHE, HApacTBa € GpDH Ha TCPANCBTHYHUTC KYPCOBC.

B 3aBHCHMOCT OT MPOABL/UKUTEITHOCTTA HA CHMITTOMMTE NOABaTa Ha Gonka W/ GyHKIMOHAIHNA
HapyHICHHA Ca HHJIMKAUHH 334 KOPHIMPaHe HA 103aTa WIH JOPH 34 NPEeKHCBAHE HA JIEYeHHETO (BHIK TOUKa
4.4, TIpeaynpe:kacHUA U CIELHANHY NPEANA3HA MEPKH NpH yroTpeba).

PYHKLUHMOHATHOTO HapylLleHHe BKIIOYBA 3aTPyAHEHHS B M3BbPIIBAHETO HA (PHHU JBIKCHHI H € BE3MOXKHO
CJICACTBHE OT CEH30PHO YBpeKAaHe. PUCKBT OT NMosBa Ha NTOCTOSHHH CUMITTOMHE TIPH KyMYJIATHBHA 034 OT
800 mg/m? (10 uuksna) e 15% wnm no-Manko, AOKATO PUCKET MPH KYMYJIaTHBHa Zo3a ot 1020 mg/m? (12
EKEaA) € 20%.

B moeeyeTo ¢iiyyaH HEBPOJIOTHYHHTE CHMITTOMHE C& MOAOGPABAT HITH H3UAIO H3UE3BAT CEA NPEKhCBaHE Ha
JICYECHHETO.,

[1pn anroBanTHO NeueHue 3a pak Ha 1e6eNOTO UepBO 6 MECELA e/l IPEKbCBaHe Ha IeYeHHETO npH 87% OT
TMALMEHTHTE He ¢¢ HabIroJaBaT CHMITTOMH WM T€ €4 YMEPEHO H3Pa3eHHM.

Cnen Haz 3-roaMuIHO npocieasane okoso 3% OT NALMEHTHTE HMAT [IePCHCTHPALIA TOKANM3UPAHA
AapecTe3HA ¢ yMepeHa UHTEH3UBHOCT (2,3%) WK mapecTesus, KOATO Ce NMPOoSBABa NMPH GYHKIHOHATHA
akTuBHOCT (0,5%).

HOKNaiBaH# ca Cily4aH 3a MOABa HA OCTPH HEBPOCEH30PHH CHMITOMH (BHXTE T. 5.3). OGHKHOBEHO Te
BB3HHKBAT KbM Kpas Ha JBy4acoBaTta HH(}Y3US Ha IEKAPCTBEHHA IPOAYKT, B pPAMKHTE Ha HAKOJIKO Yaca,
CIIe/l TOBA HAMAJIABAT CTIOHTAHHO B PAMKHTE Ha CJIC/BAIIMTE Y4COBE WK AHA H YECTO CE€ BE30OHOBABAT IPH
nocneasaik UHKTH. Te MOxXe na oTcnabHaT Wi a ce 3aCHIAT NMPH W3jlaraHe Ha CTYASHO HIIH A0Cer ChC
CTYIICHH HPEIMETH.

Te ce xapakTepH3HpaT ¢ TPAH3HTOPHA NAPECTE3HA, AH3SCTE3HA WIH XHIIOECTE3HA, HJIM JOPH OCTHP CHHAPOM
Ha (hapPHHTONAPHHIeaHa AH3ecTe3HA. HecToTaTa Ha TO3H CHHAPOM € Mexay 1 u 2%, H ce XapaKkTepH3Apa
CBC CYOEKTHBHO ycelaHe Ha gucdaria H JUCITHEA/dyBCTBO Ha 3aylaBaHe, 6¢3 o6EKTHBHE JAHHH 3a
pecriupaTopen guctpec (0e3 nHaHo3a Wi XHMIIOKCHS) HIIH IAPHUHIOCNAZBM WK OpoHxocnaseM (Ge3 cTpuaop
WM XPHTIOBE).

HezaBHCHMO OT NpHJIAraHeTo Ha AHTMXUCTAMUHOBH JIEKAPCTBEHH NIPOAYKTH H GPOHXOMIATATOPH B TE3H
CITy4aH, CHMIITOMHTE ¢a 6bp30 00paTHMH, OPH NPH JIMNICA HA NeYeHUe, Y TB/DKABAHETO HA HHGY3HOHHOTO
BpPEME B TIOC/IEABAIMTE LWMKITH IToMara fia ce peAyLHpa 94eCTOTATa Ha TO3H cuHApoM (Brkre T. 4.4). Karo
AOIIbJIHCHHE Ca O HabmonaBaHy CNENHATE CHMITTOMH: CMIAa3hbM HA YENIFOCTHTE/MYCKYEH
CHa3bM/MYCKYJIHH CHKPaUleHHs — HEBOJIEBH/MYCKYJIHH TPETTTEHHA/MUOKIOHYC, HAPYLICHA
KOODAHHALHA/HANTBIHABAHE/aTaKCHUA/HapyLIeH OalaHe, CTAraHe B rEPAOTO B

I'bpAdTe/HanpexkeHne/ AuckoMdpopt/Gonka.

Karo nombiHeHue, HapylneHue Ha (pyHLIMATA HA KPAaHHATHHUTE HEPBH, CBHEP3aHH C TOBA, HJIH CAMOCTOSTEHA
NOSBA Ha NITO32, AMIUIONHA, adoHna/THCHOHNA/XPUITTEHE, IOHAKOTa ONTHCAHO KAaTO Tapaii3a Ha TIaCHHTE
CTPYHH, CBPBXUYBCTBHTE/IHOCT Ha €3HKa HIIH AM3APTPHA, ONMHCaHa MOHAKOra Kato adasHsi, TpHreMHHaIHA
HeBpanrus/uuesa Gomka/6onka B ounTe, HAMaNeHa OCTPOTA Ha 3PEHHETO; HAPYUICHHS Ha 3PHTEHOTO TIOJIE.

Hpyru HeBpOJIOTUYHH CHMITTOMH KaTo JU3apTpHs, 3ary0a Ha IbAG0KH CYXOXKWIHH pedIeKcH, CHMITIOM Ha
Lhermitte, cunapoM Ha obpaTMa noctepropHa nepkoeHuedanonarus (RPLS, nosHar ceio kato PRES) ca
AOKANBaHH MO BPEME Ha JICUEHHETO ¢ OKCATUIUIATHH, KAKTO M OTACIHH CITyYaH HA ONTTHYEH HEBPHT.

IloCTMapKeTHHIOB OMHT C HEU3BECTHA YECTOTA:
e Kouryncus

PecnupaTopHH, rpeAHH H MEAHACTHHAHN HAPYLICHHA
¢ JlapuHrocrasmbm.

CTroMamHo-9peBHH HAPYIIEHHS
Cnopen yectoraTta npyu nawieHTH (%) U criopes CTENEHTa Ha 3acAraHe




Oxaliplatin B MeracTaTHuHO Hangrase AFOBAHTHO JIEYCHHE

KOMOWHauMs ¢ BeHuki Crenen3 | Cremen4 | Bewukd | Crenen3 | Crenen 4

5-FU/tponunosa CTENEHN CTENCHH
KHCENHHA 85 mg/m?

Ha BCCKH ABC CCAMHUNH

[C'anene 69,9 8 <1 73,7 4.8 0,3
Muapus 60,8 9 2 56,3 8,3 2,5
IToBphiaHE 49.0 6 ] 47,2 5,3 0,5
MykosuTH/ 399 4 <1 42,1 2,8 0.1
CroMatur

Ilpenopsusa ce NpOhHIAKTHYHO H/HAY TEPANeBTHYHO NPHIOKEHHE HA MOUIHA AHTHEMETHYHH JCKAPCTBEHH
[IPOAYKTH. - - :

Hexvinparaimys, Wieyc, MHTCCTUHATHA O0CTPYKLMA, XHITOKATHEMUsA, METaGOINTHA aUMI03a W HAPYLICHUA B
4epHOApoOHaTa QyHKUHMA (BHXTe T.4.4.) MoraT Ja GBAAT IPHUHHEHHM OT TEXKKA AMAPHS H/HTH NOBPHINAHE,
0cobeHo MpH KoMOHHaLuA Ha oKcanumiaTiH ¢ 5-FU (smkre 7.4.4.).

XenaToOuHAPHA HAPYIICHHS

Mmuoro peaks (< 1/10 000)

HeproapobeH cuHycouieH 0OCTPYKTHBEH CHHIPOM, H3BECTEH OLIE KaTO YEPHOAPOOHO BEHOOKTY3HBHO
3a00/19BaHe HIH NATOJOHYHH H3ABH, CBBP3aHM C YEPHOAPOOHH HapyIeHH s, BKIIOYBAllH NeJHo3a,
HOZyJapHa pereHepaTHBHA XHIEPIUIasus, NepHCHHyconaanua ¢ubposza. Be3aMOoKHa KIMHWYHA W34Ba HA
NOPTA/IHA XHNEPTOHUA M/WIIH YBENTHYEHH TPAHCAMHHA3H.

Hapymennfi Ha 0L0peunTe B NHKOYHHATE NLTHINA
Mmnoro peaxu (< 1/10 000)
Octpa 1y6ynHa HEeKpo3a, OCThp HHTEPCTHLHANEH HedPHT 1 0CTpa 6EOpeyHa HEIOCTATHYHOCT.

CrofmaBane Ha NOJ03HPANH HEXEJIAHH PEAKHAH

CpobmasaneTo Ha MOJO3HPAHHA HEXE/TAHM JIEKAPCTBEHM PeakliMy CIIel] pa3pellaBaHeTo 3a yroTpe6a Ha
NEKAPCTBEHNUA NPOAYKT € BAXKHO. TOBA NO3ROIABA L2 TPOABIDKH HAOMONEHHETO HA CHLOTHOIEHHETO
NOJ3a/PHCK 3@ JIEKAPCTBEHH: NPOoAYKT. OT MENHUHHCKHTE CIEHHATHCTH Cé M3HCKBA Na ¢hOOIIABAT BOAKA
MOAO3HPaHA HEJKeNaHa peaklHA Ypes HAMOHATHATA CHCTEMa 3a ChobiaBane Ha ManmenauTeiHaTa areHIpis
1O JIEKapCTBaTa.

KoHTaKkTH:

HsmbasuTensa areHnys no JeKapeTsaTa

brarapnan

yi. ,.Jamsan I'pyes” Ne §

1303 Codusn

Ten: +359 2 8903417

yebcaiir: www.bda.bg

4.9. Ilpexo3mpare

Hsama cneum¢pmaen antupor 32 OkcamunnaruH-Yaiikadapma. [Ipu npeno3upane Moxe Oa ce 04aKBa
BJIOLIABAHE HA HEXeNanuTe peakie. HeobxoamMo e npocnensapane Ha XeMaTOIOTHYHHUTE [OKA3ATEIH H
CHMITTOMATHYHO JICYCHHE Ha APYTUTE BHAOBE TOKCHYHOCT.

5. @©APMAKOJIOIHYHU CBOMUCTEBA

S.1. PdapMakoIHHAMHYHH CBOHCTBA

UurocTaTuk

Jpyru anTureoruiacTiunu areHTH ATC LO1XA 03




OKCATHITIATHH € AHTHHEOILIACTHYHO CPEACTBO, OTHACKINO Ce KbM HOBMA KIIac CHRCAHHCHH Ha OCHOBATA Ha
IU1aTHHA, B KOUTO ILIATHHOBMAT aTOM 06pasyBa komnneke ¢ 1,2 nramunonmukioxekcan (DACH) u
OkcaslaTHa rpyna. OKCANMIUIaTHH € eAMHHYEH CHaHTHOMED, cis-(oxalato (trans 1-1-] 2-DACH)platmum).
JIeKapCTBEHHAT NIPOAYKT MPUTEXKABA LIMPOK CIIEKTHP HAa HTOTOKCHIHOCT KaKTO i Vilro, Taka " in vivo,
NPOTHBOTYMOPHA AKTHBHOCT MPH Pa3THYHH MOLEIH HA TYMOPHH CHCTEMH, BKITIOYHUTETHO HAE YOBELIKH
KOJIOPEKTANCH KapLIMHOM.

OKCATUIUIATHH NPUTEXABA CBLIC TAKA 72 Vitro | in vivo akTHBHOCT NpH pasiHYHH KICTBYHH JIMHHH —
PE3HCTCHTHH Ha LIMCILIATHHA.

CHHEPrHHO HHTOTOKCHYHO JEHCTBHE € HaGOAABAHO NIPH KOMGHHAIWS ¢ S-$pRyopoypanWi in vifro v in
vivo.

H3yuapaHeTo Ha MexXaHHM3Ma Ha ACHCTBHE Ha OKCANUTUIATHH, AOPH HEHAMMBIIHO M3ACHEH, NOTBBKNABA
KOHLCIIIAATA, Y& XMAPATHPAHKUTE NCPHBATH, MOMyYeHH NpH 6HOTpaHC(hOPMALMATA Ha OKCANMILTATHHA,
B3auMofencTsar ¢ JIHK u o6pasysat BuTpe- H MeXAYBEPIKHA NPECEYHH 3BEHA, B Pe3YATAT Ha KOETO e
Hapymaga cunressT Ha JIHK ¥ toBa Bogy 1o uMToTOKCHYEH ¥ DPOTHBOTYMOpEH e(deKT.

IIpu natpeHTH ¢ MeTACTaTHYEH KONOPEKTANCH KAPLIHOM TEPANICBTHYHATA e(eKTHBHOCT Ha OKCANHIUIATHH B
komOHHaUwA ¢ 5-FU/(onmHoBa KicenuHa e noka3aHa B TPH KIHHMYHA NPOyYBaHUA: -

- Ilpn neveHune ot mbpeH pex, $asa 11l Ha panaoMu3Hpano cpaBHATENHO npoy4ysaHe EFC2962, nacnenea
PaHAOMUSHPAHH NAlHEHTH, JICKYBAHH CAMOCTOATENHO ¢ 5-hmyopyparm/donunopa krucenuna (LVSFUS, N
=210) win B KOMOHHALHS ¢ OKCATHILTATHH/ 5-Iyopy pai/ GONHHOBE KMCETHHA (FOLFOX 4, N =210).

- Ilpw npenBapuTenHO ekyBauy: NaunenTH, BHE dasa [1] xa PaHAOMH3HPAHO CPABHUTETHO MPOYYBAHE
EFC4584 npoyusane, 821 maumenTH, KOMTO ca pedpakTepHy KbM upuHotekad (CPT-11) B xomOuuanus ¢ 5-
thayopypaumn/gonrHOBa KMcenwHa, ca IEKYBAHH C S-¢myopypaunn/onHHOBA KMCEHHA CAMOCTOSTETHO
(LV5FU2, N = 275), OKcanHILIaTHH KATO CaMOCTOATEIHA TepanHa (N =275) win B koMOHHAIHA ¢ 5-
duryopypanun/ponuHosa kucenna (FOLFOX4, N =271 ). -

- [Ipu HexoHTponupano dasa 11 npoyusane EFC2964, pxmoupaimo TalHCHTH, pedpakTepHH KbM 5-
(uryopypaum/(oniHoB2 KUCETMHA CAMOCTOSTEITHO, H JAEKYBaHH B KOMOHHALIUA ¢ OKCAJIHIUIATHH H 5-
d;myopypauunfq)omﬁoﬂa kucenuta (FOLFOX4, N - 57).

JBeTe paHACOMU3HpAHH KITHHHYHHA Npoy4eaHus — EFC2964 ot mepeH pen # EFC4584 npu npeapapurenno
JICKyBaH! NIAMCHTH, TIOKA3BAT 3HAYMTEIIHO [10-BHCOKA CTENECH Ha OTrOBOP M YIBJDKEHO Bpeme 5ea
nporpechs (prolonged progression free survival — PFS)/speme no nporpecua (TTP), B cpaBHeHHe ¢
TNIALHCHTH, JICKYBaHH CMOCTOATENTHO ¢ S-Gutyopypaumnt/poayHOBa KHCeIHHA.

[To Bpeme na EFC4584 npoyusaue npu pedpaxtepnm, NPEABAPHTETHO ICKYBAHH NALUMCHTH, PA3THKATA B
obmara cpenHa npexuBsemoct (GS) He e CTATHCTHYECKH 2HAYHMA MEXKAY OKCAIMILUIATHH KOMOHHAIHA H 5-
¢nyopypaimn/donuEoBa KHCETHHA.

Crenen Ha orrosop npu FOLFOX4 cnpsamo LV5FU2

Ctenen na otrosop, % LV5SFU2 FOLFOX4 Oxcananaaren
(95 % CI) CAMOCTOATETHO
HezaBucumo paguoGuonornuHo uacnensane

ITT anamis

ITupea pex 22 49

EFC 2962 (16-27) (42-46) NA
(npocse/ABaHe Ha OTTOBOp Ha BeekH 8 cenmuii) | P valye = 0,0001

IpeasapHTelIHO IEKYBAHH IANMEHTH 0,7 11,1

EFC 4584 | (0,0-2,7) (7,6-15,5)

(pepakTepHH KbM

CPT-11 + 5-FU/donmutopa kucenmHa) P value < 0,0001

(Ipoc/IeAIBAHE HA OTTOBOP Ha BCEKM 6 CEAMHMIIN)

IIpeaBapuTeHO JeKyBaHH MAMHEHTR 23

EFC 2964 NA (13-36)

(pedppaxrepru kbM 5-FU/ponunosa kucenuua)




(mpocnensBaHe Ha OTrOBOP Ha BCeKH 12
CEAMHLIN )

NA - He e npuIoXkuMo

Cpenen nepron 6e3 nporpecns (PFS)/cpeano speme no nporpecns (TTP)

FOLFOX4 cupsamo LV5-FU2
Cpenno PFS/TTP, mecenn
(95% Cl) LV5FU2 FOLFOX4 OxcanuniaTan
HE3aBHCUMO paaHOOHOIOTHYHO CAMOCTONTENHO
uscnenpane ITT anamiz
Tepanus or nnpuR pen 6,0 8,2 NA
EFC 2962 (PFS) (5,5-6,5) (7,2-8,8)

Log-rank P value = 0.0003
IlpeaBapnTenno IeKyBaHN 2,6 5,3 2,1
NalHenTH (1,8-2,9) (4,7-6,1) (1,6-2,7)
EFC 4584 (TTP)
(pedpaxrepru keMm CPT-11 + Log-rank P value < 0,0001
>-FU/bonnnoBa kucemina)
IlpenBapuTenHo NeKyBann
NAHCHTH 51
EFC 2964 NA . NA

(3,1-5,7)

(pedpaxrepHy KpM
5-FU/donuroBa kucenuna)

NA — He e npHIOKHMO

Cpeaun crolinoctn na o6mata npexnssiemoct (GS) npu FOLFOX4 copamo LYSFU2

IIpexnaBgaemocT 63 cumMnTOMHU
Ha 3a0oasBane (GS) n _ Okcananaarun
(95% CI) LV5FU2 - FOLFOX4 CAMOCTOATEIHO
ITT ananns
IIupBn pen 14,7 16,2 NA
EFC2962 (13,0-18,2) (14,7-18,2) -
Log-rank P value = (.12
nllap:;::Tp:TeHHo JeKyBaHH 8.8 9.9 8.1
EFCA4584% (7,3-9,3) (9,1-10,5) (7,2-8,7)
(pedpaxrepun kbm CPT-11 + P value < 0,09
3-FU/(onuHoBa KHCENHHA)
IIpensapuTeHo IEKYBAHH
HANHEHTH 10.8
EFC4584 NA © ’3_1 2.3) NA
(pedpakTepHH KBM T
5-FU/dbonunopa kncenuna)

NA — He e npHIoKHAMO |
[1pu npeasapurento nexypanute nauuenti (EFC4584) snaunrenno noao6peHne Ha CUMITTOMHT, CBBP3aHH
ChC 3300/14BaHETO, € HabMIOaBAHO B MO-rOJIAMA CTETIEH MPH TE3H, JIEKYBaHH C 5-FU/¢ponmuopa kucenuHa
camocroaTenHo (27,7% cnpamo 14,6%, p =0,0033).

JIMIICBa CTATHCTHYECKH JOCTOBEPHA pa3fiMKa B JBETE IPYIH HA HEJIEKYBAHHTE TIPSABAPHTENH
(EFC2962) no oTHOmEHWEe Ha HAKOH OT NOKA3aTE/INTE 32 KAYECTBO HA KHBOT.
'4

Hokazarennre 32 Ka4ecTBO Ha >KUBOT OGHKHOBEHO ca Mo-106pH B KOHTPOJIHATA FPYTIa 1O C
oOLEA craryc 1 GoNKaTa M NO-TOWH B rPyNaTa ¢ OKCAIMIIATHH 110 OTHOIICHHE Ha raneHe




IIpn amrOBaHTHO NiedeHKe, CpaBHUTENTHO poyuBane ¢asa Il MOSAIC, EFC3313 — 2246 naiueHT! ca
panxomuzupanu (899 daza 1I/ Duke B2 u 1347 dasa Il Duke C) cnen mpiHO OTCTpaHABaHe Ha
ITbpPBOHAYAITHHA TYMOp Ha iebenoro uepso, Mexy 5-FU/donnnoa kucenmuna (FOLFOX4, N 1123 (daza
B2/C=451/672).

EFC 3313: Ilpexusaemoct 10 3 rogunn (ITT anann3)* pa o6mara nonyianus

JleKyBano pamo LVSFU2 FOLFOX4
[Ipouent 3abonasane — 73,3 78,7
NPEXKUBAEMOCT A0 3 TOOMHA (70,6-75,9) (76,2-81,1)
(95% Cl)
Crorromenne Ha puck (95% Cl) 0,76

(0,64-0,89)
Harpynsase Ha log rank test P =0.0008

* Cpenmo npocneassaHe okoiio 44,2 Mecelia (BCHYKH MALMEHTH e MPOCIEAIBAT Hali-MaJIKo 3 TOIVHH)

IIpoyuBanero nokasea 3HaUMTETHO 06O IPEHMYILIECTBO B NPEXHBAeMOCTTa 6€3 cHMITTOMU Ha 3a60naBane,
MPESKHABIEMOCT 4O 3 FOJHHH NPH JIeUeHHe ¢ OKCAUIUIATHH B KoMGHHanus ¢ 5-FU/donmuoBa kucemina
(FOLFOX4) cripamo 5-FU/donuHoBa kucenuna caMocrosrendo (LV5FU2),

EFC 3313: Cpeana npexknsaemoct Ao 3 rognna (ITT apanus)* kato pyaxnns ot GpazaTa Ha
3200/151BAHETO

(Qaza Ha Oosecrra Qaza Il (Daza I

(Duke B2) (Duke C)
JleyBaHO pamo LV5FU2 FOLFOX4 LVSFU2 FOLFOX4
gpggﬁiiﬂﬂ?fr; o 84,3 87,4 65.8 72,8
(9;;% ch A0 2 ronu (80,9-87,7) | (84,390,5) | (62,2-69,5) | (69,4-76.2)
CroTnomenne na puck (95% Cl) 0,79 0,75

(0,57-1,09) (0,62-0,90)
HatpynsaHe Ha log rank test P=0.131 P =0.002

* Cpenno nipocnenseane okono 44,2 Mecena (BCHUKH TIAL{HEHTH Ce npocnensaBaT Hal-Manko 3 rOAHHH)

Obma npesxussaemoct (ITT ananua):

Ilpu HanpaseHus aHATM3 Ha IIPEXKHBAEMOCTTA 6e3 cuMnToMu Ha 3aonaBane 3a 3 rOMHM, TEPBHYHHTE
noxasateny Ha npoyusanero MOSAIC, 85,1% or nauuenTHTe ca ocranany sxueH npu FOLFOX4 cnipamo
83,3% B LVSFU2. Topa ce oTpa3sBa Ha 0GIIOTO HAMAJIEHHE HA CMBPTHOCTTA okosio 10% B nomnsa Ha
FOLFOX4, 6e3 na e crarucTudecky 3HauuMo (CHOTHOIIEHKME Ha prcka = 0,90). |

CroitHocTrTe ¢a 92,2% cnpamo 92,4% B noarpyna craguii I1 (Dukes B2) (choTHOUIeH e Ha pucka=1,01) u
80,4% cnpamo 78,1% B noarpyna cramuii Il (Dukes cragumii C) (chorHOmeHHe Ha prcka = 0.87),
choTBeTHO 38 FOLFOX4 u LV5FU2.

OKcamuniaTHH KaTo MOHOTEPANNA € OLICHABAH MPH NEAHATPHYHA NONyIalus 8 2 ipoyusanus dasa I (69
naLpeHTH) ¥ 2 ¢asa Il npoyusanus (90 namuenTn). OGmuaT 6poit Ha NeKyBaHH NCAHATPHYHY [IALMEHTH (Ha
BB3pacT oT 7 Mecena Ao 22 roMHH) Ch¢ COMTHAHHA TYMOPH e 159, EdekTHRHOCTTA Ha OKCAIHIVIATHH,
MpHJiaraH KaTo MOHOTEpanHA IpH NeANaTpHYHH NALHMEeHTH, He ¢ ycTaHoBeHa. [lopaau numicara Ha OTroBop
asete (asa I npoydsanua ca 6unu cnpenu.

5.2 @apMaKOKHHETHYHH CBOiicTBA
©apMaKOKHHETUYHUTE NapaMETPH HA OTHEIHHTE AKTHBHH MeTaGONHMTH He ca OIpeHe/IAHN.

PapMakOKHHETHYHHTE NTApaMETPH Ha YATpadhINTPHUpaHaTa IIATHHA, NPECTABAABAlIA CMEC OT
HECBBP3aHATA AKTHBHA M HEAKTHBHA IUIATHHA, CNICH ABYYACOBA HH(Y3HI Ha OKCATMIUIATHHA
130 mg/m? Ha Bcekul TpH ceMHIM 3a 1 710 5 HAKBJIA ¥ OKCANHIVIATEH 85 mg/m’ Ha BcekH
10 3 1K1 Ca ClIeAHUTE: /




Obo6menn gapMaKOKHHETHMHHE IAPAMETPH B WIATHHA B YATPAPHATPHPAHA IIAZMA, CJIE]
MHOrOKpATHA 032 OKCATHILIATEH 85 mg/m* Ha BeexHd ABe ceAMMNY BIK 5032 oF 130 mg/m? Ha Beekn
TPH C¢AMHBINA

Hoza Cunax AUC 0- AUC T1/2a T1/2p T1/2y Vss CL
48

(ug/ml) (ugh/mL) (ugh/mL)  (h) (h) (h) (L) (Lih)
85 mg/m? |
Cpeano 0.814 4.19 4.68 0.43 16.8 391 440 17.4
SD 0.193 0.647 1.40 0.35 5.74 406 199 6.35
130 mg/m?
Cpenano 1.21 3.20 11.9 0.28 16.3 273 382 10.1
SD 0.10 2.40 4.60 0.06 2.90 19.0 261 3.07

Cpennu AUC 0-48, Crax CTOHHOCTH ca H34HC/ICHH 3a Wikba 3 (85 mg/m?) wiu muxsa 5 (130 mg/m?).
Cpennan AUC, V ss CL CL Rgrp4s CTOMHOCTH ¢a H3YHC/ICHH 38 UMK 1.

Cends Cmaxy; AUC; AUC 0-48; Vss u CL croiinocTy ca H3uncnenu 63 u3noM3BaHe Ha KOMIMApTMEHTEH
aHAaJIH3.

t“20;t )2 B; t 2y ca H3UKHC/IEHM Ype3 KOMNAPTMEHTEH aHann3 (UMKBA 1-3 KOMGHHMpaH).

B xpas Ha ABygacoBata HHQY3us 15% oT BpBEACHATA 1033 HA IJIATHHA ce OTYHTA B CHCTEMHOTO
KpBBooOpauenne, octananuTe 85% 61p30 ce pasnpenenar B ThkaHATE HAH Ce €KCKPETHPAT C YPHHATA.
HeobpaTumoro cBbp3BaHe ¢ YepBEHHTE KPEBHH KIETKH H IUTA3MATA OK23Ba BIIMAHHME BBPXY
CAMMHHAUHOHHHA MONY>KMBOT OT TE3H CPEAH, KOMTO ¢a O1IH3KU 10 €CTECTBEHOTO BpeMe 33 pereHepaLHs Ha
YCPBEHHTE KPBHBHH KINETKH H cepyMuns anbymuH. He e Habmonasano 3Ha4HMO aKyMy/MpaHe Ha TUIaTHHA B
yTpadmiITpipaHa miasMa ciaest £03a oT 85 mg/m? Ha Bcexku e ceamuuu Wi 130 mg/m® Ha BcekH TpH
CEIMMLM B PABHOBCCHE B Ta3H CPepa C€ NMOCTHIA MO BpeMe Ha ITbPBWN IHKBIL. VIHTep- ¥ MHTpa-
HHAWBHAYyaTHATaA BapHabuNHOCT OOMKHOBEHO € HUCKA.

BrioTpaHchopMaLmaATa i vifro ce pasriek/ia KaTo pe3yiraT OT HEEH3HMHO Pa3TPaXKJaHe H TO HeE €
MOKA3ATCNICTBO 38 MEXKIHHEH METABONH3BM HA LMTOXPOM Psso 0T mHamMuHoumKIOXekcanosua (DACH)

NPLCTEH.

OxcanumuiaTis NperspnsBsa MHTCH3UBHA GuoTpaHcdopMalMA B OpraHU3Ma U HE Ce OTKPUBA KAaTo
HETIPOMEHEHO NIEKAPCTBO B IU1a3MEHHA yITpapHITPaT B Kpas Ha AByuacoBaTa wHy3us. Hakonko
LIHTOTOKCHYHK MEeTab0/IHTa, BKIIOMHTENIHO MOHOXAOD-, AHXIOp- M Anakeo-DACH niaruHoBH NIPOAYKTH Ca
HACHTHQUIHPAHH B CHCTEMHATA LUPKYJIALAA B MO-KBCHH €TAIH, SAHOBPEMEHHO ¢ PEAKIR HEAKTHBHM
KOHIOTAaTH.

[L1aTuHarta ce eKCKpeTHpa NPeAUMHO ¢ YPHHATA, C KITMPBHHC NPEIHMHO Npe3 IspBUTe 48 uaca cnexn
NPHIIOXKEHHETO.

Ha netha nex npubausurenno 54% or obmara noza e HabmonaBasa B YPHHATA H MO-MaJKO oT 3% — BB
¢exanuwre.

buiio € oTueTeHO 3HAYUTENHO MOHIDKEHHE Ha KITHpBHCa ot 17,6 + 2,18 L/h g0 9,95 + 1,91 L/h npu 6u6pedna
HEZIOCTATBYHOCT 3a€IHO CBC CTATHCTHYECKH 3HAYHMO NOHM>KEHUE B obeMa Ha pasnpenencHue ot 330 + 40,9
no 241 +36,11. EdexrsT Ha Texkkara GnOpeuHa HEAOCTATHYHOCT BEPXY KIMPHHCA HA [IATHHATA HE €
NpoY4BaH.

ITaineHTH ¢ 650pevHO HAPYIICHHE

BAHAHHETO Ha OKCATMIVIATHH € M3C/ICABAHO NPH NALMEHTH ¢ Pa3/INYHA CTENEH HA HAPYIIeHUE &

GyHKIHA. EHMHHUPAHETO Ha OKCAHILIATHH CHOTBETCTBA 3HAYMTEIIHO HA KPHATHHHHOBHS

OOLMAT Tenecen KIMPBHHC Ha iasMeH yarpadwirpat (PUF) sa miaruHa e HamaieH npu gaig

HapymeHa Ob0peuna pyHkuma ¢ 34% mpu nexo (CLer = 50 go 80 mi/min), ¢ 57% npu y Mefie "“j o
: cHTH?

no 49 ml/min) n 79% npn rexxo (CLer < 30 ml/min) 656peuno HapyieHue, CpaBHEHO H Ii




HopmanHa @ynkuud (CLcr > 80 ml/min). MMa Terpennns 3a nopuuiasane Ha GeTa- U ramMa-TIOMY>XHBOTA Ha
PUF 3a nnaruya ¢ nosumapage CTENeHTa Ha Gb0PevHO HApyIIEHHE U IIaBHO B IPYTATa C TEXKO OBOpETHO
HapyiueHHe. BBIPEKH TOBA pe3yNTaTHIE HE Ca YOeAHTE/THH IIOPAIH TOJICMHTE PasiIHYHs MEXIY NAUHEHTHTE
¥ Mankus Opo# nauuMeHTH (4) ¢ Texko 656peuno HapymenHe. YpHHHATA EKCKPELMA Ha fIaTHHA H
6BOpeunmaT xupeHe Ha PUF 3a miiaTHHa CBIU0 Ce NOHWKABAT ¢ HapymeHaTa 6s0peuna GyHKIMS (BIXKTE T.
4.2.m4.4).

5.3 IlpeaknuHHYHHA NaHHH 32 (0e300ACHOCT

HaeHTA(UIMpaHUTE TAPTETHH OPraHH B NPeAKTHHIYHO NPOYYBaHHTE BHAOBE (MHIIKH, TUTEXOBE, KyueTa
WHNY MaliMyHH) B IPOYYBaHHA ¢ €AWHHYIHA H MHOTOKPATHA 034 C&: KOCTEH MO3BK, XPaHOCMILIATEITHA
cHCTeMa, OBOpeLIH, TECTHCH, HEPBHA CHCTEMA M Chplie. TOKCHUHOCTTA [0 OTHOILEGHHUE HA TAPIETHHTE OPraHy
MPH XKHBOTHY € CXOJIHA ¢ Ta3H, NPEIH3BUKAHA OT APYTHTE ChABPKAIIM TLIATHHA Jekapersa ¥ JTHK
yBpEXAalIHUTe IMTOTOKCHYHH MEIHKAMEHTH, NOJA3BAHH B JICYCHHETO HA JIOKaYeCTBeHH 3a00napanug mpu
xopa. H3kmoyeHHe npasaT edpeKTHTe BEPXy ChplieTo. Te ce Habmogasar caMo IpH Ky4eTa H BKIIFOYBAT
eNeKTPODU3HONOTHYHY HAPYIIEHHS ¢ JIETAIIHO KaMepHO MBakaeHe. KapaHOTOKCHYHOCTTA Ce npHeMa KaTo
crieurduYHa 3a Ky4era, Toi KaTo ce HabmogaBa caMo MpH TIX H Thi KaTo HASHTHYHH 03H Ha Te3H, KOHTO
NPEAN3BHKBAT JIETATHA KAPAHOTOKCHYHOCT MpH KydeTa (150 mg/m?), ce noracaT no6pe or xopa.

[penxmiHuMHKMTE MPOYYBAHHS, H3BBPIEHH BHPXY CETHBHHTE HEBPOHH Ha IUIBXOBE, NPSTIONATAT, Ye
OCTPHTE HEBPOCEH30PHH CHMITTOMH, NMPHYHHESHH OT OKCAJIMIIATHHA, MOTaT Ja GbAaT CBBP3aHH ¢
B3aHMOJEHCTBHE C BONTAXK-3aBHCHMHTE Na-KaHANH. |

OKcaTHIUIATHH € MyTareHeH H KIACTOTeHEH MPH TECTOBE, MPOBEACHH C KIETKH OT 603altHULM M NPOosABsBa
eMOpHO-(peTaTHA TOKCHYHOCT MPH TUTHXO0BE. BEPOSTHO OKCANMILIATHH € KAHLICPOIeHEeH, BHIPEKH ue
M3MUTBAHHA 32 KAHUEPOTrE€HHOCT HE ca OMJIH M3BBPILIEHH.

6. PAPMAINEBTHYHA JAHHUN
6.1 Cuouchk Ha TOMOIMHHUTE BElEeCTBA
Jlakro3a MOHOXHAPAT

6.2 HecbBMeCTEMOCTH

Tosn npoaykr He Tpa6Ba Ja ce CMeCBa ¢ ApYry NPOAYKTH B €MMH U Chlll MH(Y3HOHER cak MIH HHpY3HUOHHA
yuans. Cnopen MHCTPYKUMHTE, ONIHCaHH B TOYKA 6.6, OKCATHIUIATHH MOXKE Ja Ce NPHIIara ¢AHOBPEMEHHO C
donuHoBa KUCEnUHA npes Y-auHUY.

- 1A HE CE u3nonssa B KOMGHHALWMA ¢ ANKAJIHH JIEKapCTBa WIH pa3TBOpH (i IO-CTIELMANHO Pa3TBOp Ha 5-
dityopoypaumn, OCHOBH, TPOMETaMOJ H ChABPHKAIIH GONMHOBA KHCENHHA ICKAPCTBEHH MPOYKTH, B HITO
CBCTaB HMA TPOMETAMOJI KaTO HOMOLIHO BemecTro). IIpoaykTi Ha ankaiHa OCHOBA HUTH pasTBOPH MOTaT
0OPaTHMO Ja MOBAMAAT HA CTACHITHOCTTA HA OKCANWILIATHH (BIKTE T. 6.6).

- IA HE CE paspexna 3a nndy3us ¢ pasTBOpH Ha XIOpHAHH HOHM (BKJL KaNUHI, HATPHI HJIH HATPHEB
XJIOPHI).

- HA HE CE cmecBa ¢ apyru nexapcTBeHH NPOLYKTH B €HA CHIIA MHAY3HOHHA THHUA {BHKTE T.
HucTpykiuu npn ynorpeda u no-CrieuHaiHo [pH eAHOBpeMeHHATa yroTpeba ¢ (pONIHHOBA KHCEAUHA).

- JJA HE CE u3no/38aT HHXXEKIIMOHHM MATEPHAIH, CBHIBMKAN ATYMHHUIA.

6.3 Cpok na rogrocr

3a JIEKAPCTBEHUst IPOAYKT B OPHTHHAJIHA ONAKOBKA: 2 FONHHHU

Crnen paspexnaneTo ¢ 5% rmoko3a GHIMKO-XMMHUYHATA CTAGKHIIHOCT Ha MOMYHEHHS Pa3TBOD/A
+2°C no +8°C u 10 6 yaca nop, +25°C.,

Ot MHKpOOHOMTOrHYHA IVIeiHA TOYKA PA3TBOPBT 3@ HHY3Ha TPAO6Ba Na ce NPHIIOKH He3abneH

rE I




AKO He Ce NPUNOKH He3a6aBHO, BPEMETO H YCIOBHSTA Ha ChbXpaHeHHe 10 ynorpebaTa ca OTTOBOPHOCT Ha
TMpUArays 1eKapeTBOTO.ChXpaHsIBaHETO HA PA3TBOPa HE TPSGBA [a € 33 O-TBAro oT 24 wyaca pH
Temnepatypa +2 no +8°C, oceeH B clyqanTe KOraTo Pa3peXaHeTO CTapa B KOHTPOJIMPAHH H BATHAUPAHH
ACENTTHYHH YCIOBHA.

6.4 Cnenuaanu yciosus Ha chXpanenne:

(DIakOHBT TPAGBa A2 ce ChXpaHaBa MpH TeMneparypa noax 25°C ppB BTOPUYHATA ONAKOBKA, 34 1a Ce
NpeanasH OT CBeTIHHA. fla He ce 3aMpassea.
3a yCIOBHATA Ha CBXPAHEHHE Ha Pa3TBOPDCHHA H Pa3peieH ACKapCTBEH HPOLYKT BIKTE T. 6.3.

6.5 Bwnan cnaspxanne na onaxoBkaTa

OnakoH oT 6e3UBETHO MPO3PaYHO CTHKIIO, XHAPOMHTHYEH Kiac I, ¢ 6poMOyTiaoBa sanmymanka u
TIaCTMAcoBA Kanayka, ChABbpIKaml Npax 3a HHGY3HOHEH pasTBOp.
] dnaxoH e nocTaBeH B KApTOHeHa KYTHA ¢ JIMCTOBKA 32 NALMEHTA.

6.6 Crenuanuu NpeANAIAE MEPKA OpH H3XBLpJIAHE

M3roTBaHeTo Ha HHKEKUMOHHHUTE Pa3TBOPH HA LIMTOTOKCHYHHTE areHTH TPAOBA Aa ce H3BBPHIBA OT
TMOATOTBEH, CICLHATH3HPAH MSPCOHAN ¢ MO3HAHUA 33 YTIOTpeGaTa Ha JIeKApCTBATa, IIPH YCIIOBHS,
FapaHTHPAIlN 3alHTA Ha OKOJIHATA CPpefia M 0cO0EHO 3alHUTa Ha NepcoHana, paborem, ¢ Te3un HEKaPCTBEHU
NPOAYKTH, CHIOpEN ITOJTHTHKATA HA 3APaBHOTO 3aBeAieHHe. HaloxXMTeNHO € 3a Te3M LenH na e OCHTYPEHO
CHeunaltio nomMemenne. B Hero e 3a6paneno fa ce nymm, sne H nue.

Kaxkro IIPH BCHYKH NOTEHIHMAIHO TOKCHUYHH Pa3TBOPH, pa3sTBOPHT Ha OKCANTHIUIATHH TpHﬁBa A4 ¢ IPHIOTBA
MHOI'0 BHUMATETHO.

IIpenopbicu npn ynorpeba/nprioxkenne
Ynorpebara Ha TO3H UMTOTOKCHYEH IPOAYKT OT MeIUIIAHCKHTE CECTPH H/TH IPYT MEXHUHHCKH NIePCOHAN
M3HCKBA 0COGEHO BHHMaHME, rapaHTHpAIIO 3AIUTATA HA [OM3BAIMIHS WIH 3a00HKaNAIUTE TO,

IepconansT Tpa6Ba fa € MOACHTYPEH ¢ HEOGXOMHMMHTE MATEPHATH, CTICLIEATHO NPECTHIKH C BJITH PHKABH,
SAIUTHH MACKH, INAMKH, OYHNIA, CTSPHITHH PHKABHIIM 34 €IHOKPaTHA yroTpeba, 3amuTHy NOKPHBAA 34
PabOTHOTO MACTO, KOHTEHEpH U TOPOH 3a OTNANBIMTE.

Exckpers ¥ moBBpHaTH MaTepuy Ce OTCTPaHSBAT C BHHMAHHE.

Bpemenn# sxenu Tpsabea Aa m36arBaT GOpaBEeHETO C MTOTOKCHIHM AreHTH.

Beekn cuynen xonretinep Tpa6sa aa 65ae TPETUPAH CBC CHUIOTO BHUMAHHKE H OLICHABAH KATO
KOHTAMHHUpPaH OTHAIbK.

KoHTaMMHUpaHHAT OTNANBK CE CHXPAHABA B NOAXONAMIO 0GO3HAYECH TBBPA KOHTeHHep. Bk mo-gomy
"OrcTpangsane”.

Ilpy KOHTaKT Ha KOHLIEHTpaTa Ha OKCAJINILIATHA - Ha M5PBOHAYATTHO NPHIOTBSHHUA Pa3TBOP HIIH KpaitHHs
HH(Y3HOHEH PasTBOP, ¢ KOXKATa, He3aBaBHO MACTOTO ce M3MMBA OOHIHO ¢ Boaa, [To CBHIHA HAYHH Ce
MMOCTBNBA NIPYU KOHTAKT ¢ JIMrABUIIHTE,

Te3n mepku TpaGBa na ce cnasBat B CHOTBETCTBHE ¢ MECTHHTE paznopent 3a paboTa ¢ LHTOTOKCHYHH
NMPOAYKTH.

Crneyuainu BPEROPBKYU 3Q RPURONCEHUE

- HHKOT'A na He ce nonsBar HbKeKLHOEHH MaTCPHANH, ChABPKAU ATYMHHHIA.
- HUKOT'A na He ce npunara sepaspenen.




HIDKCKTHPAHE Ce NOCTaBs Y KOHEKTOP, Taka Y€ JBaTa JIEKAPCTBEHH MPOLYKTA KA HE Ce CMECBAT B €IHA
HH(DY3HOHHA JINHNA.

(DOITHHOBATA KHCEITMHA CE pa3TBapA ¢ H3OTOHUYHU pasTBOpH 3a HHOY3HA KaTo 5% rmokoza, so HHKOTA ¢
(GH3HONOTHYEH PA3TBOP HIH AIKATHH Pa3TEOPH.

- HA CE npomue cucTeMaTa nmpeas npiiaraHeTo Ha OKCalHIDIATHH,

- HA CE m3nonssar camo npenoppyBaHUTe Pa3TBOPHTENH (BHX I10-H0ITY).

- Ilpn ycraHoBsBaHe Ha yTaiika B pa3teopa Tol He ce TpUNIara H ¢ YHHINOKAaBa Mo BCHYKH ITPaBHiIa 3a
BPEHHTE OTHAAbUH {BIK MO-A0MY). |

Ipuzomesne na pasmsopa

- PasTBOpHTENNTE, KOHTO MOTAT AA Ce H3ITO/I3BAT 3a IPUTOTBAHE Ha pasTBOpa, Ca BOJA 32 HHXKEKUHH WK 5%
Pa3sTBOp Ha IMKKO3a.

- Okcanunnarun-Yatixagapma 50 mg: no6aes ce 10 ml ot Pa3sTBOPHTENS KO ZOCTHTaHE Ha KOHLIEHTPALMA OT
5 mg/mi okcanunaTHH.

- Oxcanunnatun-Yaitkadgapma 100 mg: 5oGass ce 20 mi or PasTBOPHTENA OO AOCTHIraHE Ha KOHLICHTPAL(HA
oT 5 mg/m! oKcanUnnaTHH.

Ot MuxpoGuonorsyna riegHa Touka TIOMTYHEHMAT pasTBOP TP4OBA Aa ce pa3peld HeMoCPEeACTBEHO Npeay
ynorpeba ¢ 5% pazreop Ha rimoxoza.

Ipemn ynorpeba ce mpoBepABa BusyanHo. Ipuiarar ce camo OucTpu pasreopu Ge3 yratika.

Pa3TeOp®T Ce npunara eqHOKPaTHO, HEMOCPEACTBEHO Clie npuroTesHeTo My. Hemsnonspanuar pazteop ce
H3XBLPJIA.

Paszpeacoarne npedu UHGYIUL:

PasTBopeHuaT npoaykT BBB dnakoHa ce paspexaa ¢ 250 ao 500 ml 5% Pa3TBOP HAa TIIOKO3a 0 JOCTHTAHE
Ha KOHUeHTpamya He o-Hucka ot 0,2 mg/ml 1 ce BLBexaa upes MHTpaBeHO3HA HHDY3U (BHKTE T.4.2).

DH3UKO-XHMHYHATA cTAaGMNHOCT € NOKa3aHa 3a 24 vyaca NpH TeMnepatypa mexnay 2°C u §°C.

Or hﬂlK[)_.@_ﬁHOJIOI‘H‘{Ha H XHMWYHA rcAHa TOYKa TO3H Pa3TBOP 3a HHQ}{S_HH :!:QHGBS, 4 C€ MPHIOXKH

He3aDaBHO,

AKO He ce U3TI0I3Ba BE/iHAra, BPEMETO H YCIOBHSATA Ha ChbXpaHEHHUE NpeAu ynoTpeda ca OTroBOPHOCT Ha
Nprnaramus NpoayxTa. ChbXpaHEHHETO Ha pa3TBOpa He Tpa6Ba Aa npepuuapa 24 yaca NIPH TeMNIepaTypa
Mexy 2°C u 8°C, ocBeH ako paspexgaHeTo He ce H3BBLPIIBA NPH KOHTPOJIHpaHH ¥ BaTHAWPAHH ACEIITHIHH
YCJIOBHA.

Onenere BusyanHo pasTeopa npeau ynorpeGa. Ipunarar ce camo GucTpn pasTeopn, Ge3 nanny 3a yraspane,
Pa3TBOpBT ce mprsiara eqHOKPATHO, HEMOCPEACTBEHO Cile/] NPHIOTBAHETO My. Heusnonspauusar pazrsop ce
H3XBHPJIA.

HHKOTI'A na He ce u3nomsea (PM3MONOTHYCH PAsTBOP 3a pasTBAPAHE HIH paspexuaHe.

Hupyzua:

BuBeskaaHeTo Ha OKCATHRIATHH He M3HCKRA NpeaBapHTeNHa XUIPaTAallH.

Oxcanunnarud ce paspexaa ¢ 250 go 500 ml 5% PasTBOD Ha I'TIOK032 33 JOCTHIAHE HA KOHLCHTPALMSA He
no-Hucka ot (,2 mg/ml, u ce BEBexKIa B nepudepHa BeHa HITH NEHTPaJIEH BEHO3€H ITLT B NMPOIB/LKESHHE HA 2
70 6 vaca. Korato okcaauniaTvH ce npuiara ¢ S-(hayopoypanii, HH)Y3HATA ¢ OKCANMILIATHH TPA6Ba A4
NpeaxoXkaa TasM Ha S-dayopoypalp.

Omcempanagsarne na omnadvyume:
OCTaTbuHM KONMHYECTBA OT TeKApPCTBEHHS NPOAYKT, KAKTO H BCHYKH MaTepHaIH, KOUTO Ca M3NORIER
NPHFOTBAHETO, PAspexAAHETO H BEBEXIAHETO, TPAOBA /la ce YHHILOKABAT MOCPEACTBOM CTAN 135
GONHMYHH NPOLEAYPH 3a HHTOTOKCHYHHM ATEHTH, B ChOTBETCTBHE C HapeadHTe 32 OTCTPaAHABTHE W
OTHAIBIH.




7. NIPMTEKATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

“Haiixaapma Bucoxokauecrsenure Jlexapersa®” AJl

Oyn. “T. M. Tumutpos” Ne 1
1172 Codpua
bovarapus

8. HOMEP(A) HA PASPEIEHUETO 3A YOOTPEBA

Okcanumnarun-Yadikapapma 100 mg npax 3a HHY3HOHEH pasTeop — 20110481
Oxcannnnarun-Yaiikapapma 50 mg npax 3a HH(}pYy3HOHEeH pazTBop — 20110480

9. TATA HA ITHPBO PASPEITABAHE/MOMHOBSABAHE HA PA3PEIIEHHAETO 3A
YIIOTPEBA

Jlata Ha MEPBO paspelliaBaHe HA Pa3pELICHHETO 33 ynorpeda: 09.08.2011

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
Mai, 2017




