KPATKA XAPAKTEPHCTHKA HA IPOAYKTA



1. HME HAJEKAPCTBEHHS ITPOAYKT

Okcanumnnatun-Yatikagapma 50 mg npax 3a HHQy3HOHEH PA3ITBOpP
Oxaliplatin-Tchaikapharma 50 mg powder for solution for infusion

Oxcanunnaran-Yatikadapma 100 mg npax 3a undy3uoHEH pasTBOp
Oxaliplatin-Tchaikapharma 100 mg powder for solution for infusion
2. KAYECTBEH H KOJJHMECTBEH ChCTAB

Beexu dnakon cbhabpixa 50 mg oxcanunnathH (oxaliplatin).

Beexn §nakon ceaspxa 100 mg oxcamnmiatul (oxaliplatin).

3a noMoIIHKTE BellecTsa BUX T. 6.1,

3. JEKAPCTBEHA ®OPMA

IIpax 3a HHQY3HOHEH Pa3TROP.
Ban wim noyty 61 THOdHNH3MPAH Mpax.

4, KJIHHHYHM JAHHH
4.1, TepanepTHYAH HOKAIAHHA

Oxcanuniatun-Yaiikadapma B xoMbuuauua ¢ 5-gpyopoypawnn (5-FU) n donnnosa xucenuna (FA) ce
H3MOJI3BA NPH:

- aMIOBAHTHO JeYeHHe HA KapluuHoM Ha nefenoto yepeo, craauii 111 (Duke craauii C), cren nbaHo
OTCTPAHABAHE HA MHPBUYHHA TYMOD;

- JleYeHNe HAa METACTATHYEH KOJIOPEKTANeH KapiHHOM.

4.2, do3upoBKa H HaYHE HA IPHIOKeRHE
Aosaposka
CAMO 3A BB3PACTHH

TMpenopsunTensata fo3a 3a Okcanunratus-Yaiikadapma npu amoBanTHO nevenue ¢ 85 mg/m?
HHTPRBCHO3HO Ha BCEKH ABE CeAMHIIH 3a 12 HKBIA (6 MeceLa).

IMpenopbunTeNnHata no3a Ha OkcanumnatiH-Yaiikaapma npu neueHHe Ha METACTATHHEH KOJIOPEKTANCH
KapUHHOM € 85 mg/m? UHTPaBEeHO3HO HA BCEKH JABE CSAMMLM 10 mporpecipane Ha 3a001BaHETO HIIR
HENPUEMIMBA TOKCHYHOCT.

JosupoBkara TpaOea Aa 6bAe onpefenena B 3aBHCHMOCT OT TOHOCHMOCTTA (BUKTe T. 4.4).
Oxcaannaaraa-Yaiikadapma rpadsa aa ce BLBekAa BHHATH npegn dayoponnpamunuute (5-FU).

OKCaNMIIaTHH Ce BhBEXA B NMPOIbIKEHHE HA 2 A0 6 yaca B MHTPaBEHO3HA MHDY3UA C
pasTBOP Ha rMOKO34, TaKa 4e Ja Ce ZOCTHrHe KonueHTpauus Mexy 0,2 mg/ml 1 0,70 1
Half-BHCOKATA KOHLEHTPALHA HA OKCATHIUIATHH B XIHHHYHATA NPAKTHKA 33 OKJICAITHI}
mg/m? WHdysuara ce npunara upes nepudepeH WNH LUEHTPANEH BEHO3EH BT 110 e
HHY3HATA Ha GONHHOBE KACEIHHA, Pa3TBOPEHA B OTASAEH cak ¢ 5% rmoko3a, B I




4aca, KaTo ¢¢ H3M0M3Ba Y-/THHHUA, IocTaBeHa BeJHara peny MACToTo Ha AHGY3UATA.

Te3u iBa nexapcTBEHH TPOAYKTA He TPROBA [ & KOMOUHUPAT B enuy 1 obiy wady3uonen cax.
donnHOBaTa KHCENHHA He TPA0Ba Aa ChABPXKA TPOMETaMON KaTO NOMOLTHO BELIECTBO H TpaOBa na ce
paspelH camo ¢ 5% H30TOHHYEH Pa3TBOP Ha IVIKOK03a, HHKOTA B a/IKaEeH PasTBOP HITH B HATPHEB XJIOpHA,
HJIH B Pa3TBOPH, CHABPKALIA XNopHa. OKcalHILTATHH Ce MPHara 0CHOBHO B KOMOHHALMA CbC CXEMH Ha
TeYeHNE KATO NPOALDKHTENHa uadyIna ¢ S-gayopoypauua. T1pH cxemara Ha iedeHHE npes JBE CeIMHMLIH —
5-¢ayopoypainn e npunaran kaTo 5oMyc H NPpoABDKUTENHA HHPYINA.

Cnennaann nonyaanHa

HaguenTH ¢ HapymeHa 6u0peuna pyuknns
Oxcanumatii-Yaiikagapma He e Gun npoyt[en IpH NalHEHTH ¢ Texkko 0p0pedno yepexaane (ixTe T. 4.3
H5.2). |

Ipn nauuenTs ¢ HopManua 6s0peuna byHkUug 1M neko A0 yYMepeno 6B0peuno Hapynienye
npenophkyanara 403a Okcanunuatun e 85 mg/m?. IIpu nauueHTH ¢ Texko GbOpetHO HapyHeHHEe
MPenopEUMTENRATA HAYANHA 1034 TPSOBa 1A Gbae Hamanena 10 65 mg/m?, (ewxkTe T. 4.4 1 5.2).

HannenTH ¢ YepHoApoGHO HAPYINERHE

IMpn daza [ npoyiBane, BKIIOYBAIUA MAUHEHTH ¢ PATHYHA CTENEH Ha MePHOAPOOHO HapylleHHe, YeCTOTaTa
M TEXKECTTa Ha UePHOAPOOHATE HApYLISHHA BEPOATHO Ca CBBP3aHN ¢ PA3BUTHETO Ha 3ab0nABAHETO H
HapyLIeHH YepHoApoOHu (yHKIMH KaTO OCHOBHM NapaMerpH. He e Heo6XonuMO KOpHTHpaHe Ha A030BHA
PEXHM NPH NALHEHTH ¢ abHOPMHM YepHOAPOOHH (PYHKLIMOHANIHH TECTOBE, YCTAHOBEHH IIPH KIMHMYHOTO
npocnensBase.

TlanmueHTH B cTApYECKa Bb3PACT

He e nabmoaasaHo MOBHIIABAHE HA OCTPAaTa TOKCHYHOCT HA JIEKAPCTBOTO NPH H3NOM3BAHETO MY KaTo
MOHOTEpAIHA HIH B KoMOuHaIMA ¢ S-duyopypaumn (5-FU) npH nauueHTH Ha BL3pact Hapx 65 1.
CresioBateiHo He € HeoOX0MHMO CNeLHATHO aJanTHpaHe Ha A03aTa NPH [alHeHTH B CTapueCka Bb3pacT.

HeanaTpHyuHA nANHEHTH
Hsama noxazanug 3a ynotpeda Ha OKCanUNIaTH NpH Jena. Eq)emsnocna Ha OKCANUNNaTHH KaTo
MOHOTEpania NpH NeIHATPHYHH NaUHEHTH CBC CONHAHH TYMOPH He € YCTaHOBeHA (BHXKTe T. 5.1).

Haund 53 npajiokeHne
Oxcannnnarnn-Yaiikadapma ce BbBEKIA Ype3 HHTPABEHO3IHA HHY3HA.

Ipunoxennero Ha OxcanunnardH-YaitkatdapMa He H3MCKBa XHASPXHAPATALIHA.

OxcanunnatHn-Yajikabapma ce paspexaa ¢ 250 no 500 ml 5% pasteop Ha rimoko3a, Taka ue 4a ce 0CTHIHE
KOHLIEHTpauus ne no-uucka ot 0,2 mg/ml 1 TpaGea Aa ce BpRexk1a HHGY3HOHHO B NepH(epeH AN
UeHTpaleH BeHoseH MbT. OxcanumratuH-YaiikahapMa uudy3naTa BHHArH TpAOBa 1a ce BbBEK/Aa NpenH
Tazu #a 5-FU.

IIpn nonaaane W3BLH chAa HPHAATAHETO CE NPEKBLCBA BEIAATA,

Hucrpyxund 3a ynorpeba

OxkcanuniaTuu-Yaitkadapma Tpabsa na ce pasTeopH, cliell KOETO Ja ce paspeaH npeau ynorpeba. Tpabsa na
ce H3MOJ3BAT CaMO OPETIoPbuaHnTe paspexuTeny [5% rmoko3a (50 mg/ml)] 3a pasTeapsiHe H HOCIEABAILIO
paspexciaHe Ha THOQHIHIHPAHUA Npax (BIKTE T. 6.6).

4.3 [IporHBOnOKAaZaAHHA

OxcanumiaruA-Yatikadapma e NpoTHEOIOKA3aH MPH NALHEHTH, KOUTO:
- €A JaHHH 32 CBPBXYYBCTBHTENHOCT KbM OKCATHILIATHH H KbM NOMOILHHTE BELIeCTBa,
- KbpMAT;
- HMaT CynpecHs Ha KOCTHHA MOZEBK [IPEIH 3al04BaHe HA MBPBHA KypPC, NpH Opofi Ha, g




< 2x10° /l n/unx TpomBouuTute < 100x10%1;
- uMat nepudepHa CEHIOPHA HEBPONATHA ¢ PYHKIHOHANHO YEpeXAaHe IPEAN IHPRHA Kyp< Ha NevucHNe;
- HMar Texka ObOpeuHa HeJOoCTATBUHOCT (KpeaTHHHHOB KIHPEHC < 30 ml/min) (BrxkTe T. 5.2).

44 CroenmajHi npeaynpekieBns H NPEANAIEA MEPKE OPH YEOTpeda

OxcanunnaTiy [E)IGB& JAa C€ H3TTOJI3Ba CaMO B CMICLIHANNIHPAHH OTACACHHA J10 OHKOJIOMHS 1 13 Ce NpHIara
non Hagmgeﬂue'ro Ha ONNTEH KIHHMITMCT OHKOJNOT.

BLOpeuno yepexaaHe
- TanuenTu ¢ nexo fo ymepeno 6bbpeuno yepemaane tpabea na ObaaT CTPHKTHO NPOCNEAIBARN 33
HeXXenaHW peaKkunH H Jo3ata WM Ja Onle aaanTHpaHa B 3aBHCHMOCT OT TOKCHYHOCTTA (BHKTE T. 5.2).

Peaknsi Ba CBPbXYYBCTBHTEAROCT

TNauienTyTe ¢ KaHAW 3a AJIEPrHYHH PEaKlHH KbM APYTH CheIHHEHHd Ha IUIaTHHA, TpabBa na Obaar
[OCTABEHH M0] HENPEKbCHAT KAMHHYEH KOHTPON, AHaHNaKTHYHH Peakiizd MOTaT i2 HACTBIAT N0 BpeMe
HA BCEKH 1MKEA. B cnyuaii va anadmnakriunu peakunn kpM Oxcanunnarus-Yakikadapma uadysaara
TpaGea BesHara 1a ce MPEeYCTaHOBH U Ja Ce 3aN0YHE NOoAXOIALL0 CHMITOMATHYHO ieueHue. Br3zoOHoBABaKe
Ha BEBesiAaHeTo Ha OxcamannaTiR-YaiikadapmMa e NpoTHBONMOKA3AHO.

B cayuaii Ha ekcTpaBasalHO NONALaHe Ha JIEKAPCTBEHEA IPOAYKT HH(Y3HATA TpaOBa HesabaBHO fa ce
TIpeyCTAHOBH H Aa ce npeanpueme o0udaifHo 10KanHO CHMITOMATHYHO TEYSHHE.

HeBpojorg4as CHMITOMH

HeoOxoIHM e ¢Tpor KOHTPON OTHOCHO HOABATA HA CHMOTOMH Ha CE€H30PHA NEPHQEPHA HEBPONOTHIHA
TokcHYHOCT Ha Oxcanunnatua-YakkadapMa, ocobeHo NpH SAHOBPEMEHHO MPHIOKEHHE C APYIH
JeKAPCTBEHH NPOAYKTH ChC ClielMUHA HEBPOTOKCHUYHOCT. HerponoruueH npernes Tpabea Na ce npoeae
Apeay 3ano4YBaHeTo Ha BCAKO BBEBEXJAHE, 4 CNIS] TOBA /14 & [IPABH NEPHOIHIHO.

[Npu nanuenTy, npy Konto ce Habmogaea ocTpa apuHro-JapuHreanta Ansecresnd (BIkTe T. 4.8) mo BpeMe
Ha MM HAKOJIKO Yaca cied 2-vacoBata uHy3us, cienpamata HHy3HS Ha OKCAHIIIATHH Tpa0OBa Ja ce
NpoBeJe C IPOIBDKHTENHOCT [IOBEYE OT 6 Yaca. 3a Ja ce NPeAOTBPATH TakaBa JH3IeCTe3Ns, ¢ HeobxonHMo
Ja ce HHPOPMUPAT NaLlHeHTHTE Ja H3OATBAT H3NATaHETO HA CTYJCHO H JIa M3KMOYaT CTYASHA XpaHa H
HANIMTKH [0 BpeMe Ha MK HAKOJKO Haca e npuiaradere Ha Okcanunnarud-Yaiixadapma.

Iepugepna gesponaTug

AKO BE3HHKHAT HEBPOJIOTHYHH CHMITTOMHE ([TapecTe3HH, TH3ECTE3HH), NOCISABAIOTe KOPHTHPAHE Ha

Ro3nte Ha OxcanunnaTHH-Yaiikadapma Tpabra ga ce HanpasH B 3aBHCHMOCT OT NPOAB/LKHTENHOCTTA K

TEXECTTA HM:

- B caydail, 4e CHMITOMHTE IpOSbIDKABAT TIOBEYE OT CelleM JHA H ¢a 00e30KOHTENHH, CigABalliaTa f03a
okcanMmaThH Tpabsa Ja ce HaMam oT 85 Ha 65 mg/m? (MeTacTATHYHO JTeueHne) WiH 75 mg/m’
(anroBaHTHO nEevYeHHe);

- B cayuaii Ha napecre3da 6es GyHKUMOAANHY HApYIHeHud, IEPCHCTHPAINA A0 CIeABALINA IHKBII,
CJie/|BaliaTa 03a OKCANHIIATHH TpabBa aa ce HaMamu o 85 Ha 65 mg/m? (MeTacTaTHUHO JieueHNe) WK
75 mg/m? (amrOBaHTHO JI€YEHHE);

- Ako napecresHute ¢ QYHKUHORAIHY HAPYIIEHHA NEPCHCTHPAT JO CASABALIMA UHKEJ, MPHIOKEHHETO HA
OKCAJHNNAaTHH TPA0Ba /1a ce MPEyCTaHOBH.,

- Tlpu oT2ByvaBaHe Ha TE3H CHMITOMH ClI€]] CNUpaHe Ha neveHneTo ¢ Oxcanunnarus-Yaikapapma moke
OTHOBO 212 Ce NPHCTBIH KbM Bb300HOBABaHE HA TepallHATA.

INaunenture Tpabea na 6bAaT HHPOPMHpPAHH, Ue CIEM NMPEKECBAHE HA ACYEHHETO, € PE3MOXKHO
NEPCHCTHPAHETO HA CHMIITOMM 34 NepH{epHH CEH30PHH HeBponaTHH. JlokanH3upaHa, yMepeHa napecresns
H/IH IapecTe3usd, NPHAPY eHa oT (PYHKINOHANHY HAPYILEeHUs, MOraT Aa NepCHCTHPAT 33 TIIoBeYe OT

TOOHHH cliel NIPpeKbCBaHe Ha ANFOBAHTHOTO JICYCHHE.

Canapom Ba oGpaTHMa DocTepropH2 jicRKoernedatonaTes (RPLS)
TMpu3Hany H CUMITTOMH HA CHHZApPOMA Ha o0paTHMa nocTepHopHa neBkoeHedanonaTHs [}



cbio kato PRES, cunnpom Ha nocrepuopnara o0paTiMa extiedhanonaTia) Morat Ja 0baat raaBobonue,
HPOMEHEHa YMCTBeHA AeitHOCT, NpHNAIbLM, 3PHTENHH MPOMEHH — OT 3aMbIJICHO BIDKAAHE 0 CeMnoTa,
CBBp3aHa MM He ¢ xunepronns (Bhxkre 1. 4.8). 3a nocrassuero Ha aAnarHo3a RPLS e neobxoaumo
NOTBBPAKASHHE upe3 05pa3Ho H3CACABAHE HAa MOSBKA.

T'agene, noBphINaHe, AHAPAN, ACXHAPATANHS H XeMATOJOTHYHHE NPOMEHH

CTOMaILHO-YPEBHATA TOKCHYHOCT, KOATO CE NPOABsBEA C rafieHe | NoBpblaHe, C& OBIaIABa NpodHnakTHYHO
H/HAIH TepaneBTHYHO ¢ AHTHEMETHYHA Teparis {Baxcre T. 4.§).

Jexuapatauns, uieyc, HHTECTHHaAJIHA OOCTPYKIMA, XHITOKATAEMHs, MeTaloNUTHA annao3a i 6u6pedHo
HapylieHHe Morat na Gbaar NpoBOKHPAHH OT TEXKA AHAPHS H/HITH MOBPEILAHE, ocoﬁeuo npu
koMOHHaumaTa Ha Okcanunnatun-Yatikadgapma ¢ 5-FU.

IIpu neueHne ¢ OKCANHNIATHH Ca NOKIANBAHH CIIy4ad Ha YPEBHA HCXEMHS, BIJIFOYHTETHO ¢ (aTaneH u3xoa.
B cnyuaii Ha upesHa Hexemus, nedenneTe ¢ OkcanunnarnH-Yafikadapma 1paGea aa 6bae NpeyCTaHOBEHO H
I3 ce MpeAnpHeMarT IIONXOAMIY MepkH (BikTe T. 4.8).

AKO ce MOABH XeMATONOIHYHA TOKCHYHOCT (A0Ka3aHa Upe3 H3MepeHH 0a3zoBH CTOHHOCTH Ha KPEBHHTE
nokasateH, Hanp. Heytpodunu < 1,5 x 10%1 unn TpomGouutu < 50 x 10%1) cnea npoeeaex Kype Ha
TEPANAsA WIH € HATHLE MHESTOCYIIpecHs Npean Hadanoto (I Kype) Ha TepanuaTa, NPHIATAHETO WM IThPBHA
LIMKBJ OT TepanuaTa TpAGBa Aa ce OTIOXKH 10 BE3CTAHOBABAHETO HAa MPHEMIHBH CTONHOCTH Ha
nokasarenute, ITe/iHa KpbBHA xapTHHa ¢ AbepeHnHanHo Gpoere TpaOBa Aa ce HANpPaBH MMPEAH HAYAIOTO HA
JICUEHHETO H CHOTBETHO NPEIY BCEKH Cllefpall kype. [laupueHTTe ¢ TEXKA H IPOTBIKUTENHA
MHUENIOCYIPECHA Ca H3/0KeHH Ha BUCOK PHCK OT HHPEKIMO3HH YCIOKHEHN].

CencHc, HEYTPONCHHYEH CENCHC B CENTHYCH INOK Ca JOKNa/BaHH NPH NAUHEHTH, NeKyBaHH C
OKCANUILIATHH, BRIIOMHTENHO H ¢ daraneHd n3xon (BuxkTe T. 4.8), AKo HAKOH OT TE3H CTy4au ce NOABAT,
JIYEHHETO C TOBA JEKAPCTBO TPAOBA Aa ce PEYCTAHORBH.

TMauneHTHTE TpAOBA CBOEBPEMEHHO Aa ObAaT MHGOPMHPAHH 33 PHCKA OT MOABA HA JHADHA, NOBPLLIAHE,
MYKO3HT/CTOMATHT H HEYTPOMEHHS CJIeA Npuiaraneto Ha OxcanunnatuH-Yafixagapma/5-FU, 3a aa Moxe
NeKYBAINMAT NeKap BeAHAra A2 3aN0UHe NOAXO0AAI0 IeYeHHE 3a OTCTpaHABAHE Ha T€3H ChCTOSHUA.

l'lpn nojgBaTa Ha My]{OSl-'iT/ CTOMATHT CBHC UITH 683 HEYTPOINCHHA, OOCIeaBallloTO JEUCHHE ¢ OKCATUIIIATHH CE
OT/1ara A0 Bb3CTAHOBABAHETO OT MyKO3HT/CTOMATHT 0 cTeneH 1 HiH mo-Manko H/HIH 6poaT Ha
Heytpodunnte e > 1,5 x 10%1.

Koraro Oxcanunnarns-Yakikadapma ce komOraMpa ¢ 5-uyopoypaumn {csc i Ges GonnHoBa kucennHa),
ce Npuiiara o6H4aHOTO KOPHFHPaHe Ha 103aTa IOpaal TOKCHMHOCTTa Ha 5-(uIyopoypalii.

B ciyuait Ha TeXKA/KHBOTO3ACTPAIlaBALIA AMAPHA, TEXKA HeyTponenns (HeyTpodumi < 1,5 x 10%1),
thebpunHa Heyrponenua (Tpecka ¢ HEU3BECTEH Apou3xo] Ge3 KIHHHYHA HIH JOKYMEHTHPAaHA
MuKkpoGHONOrHYHa HHpexuus ¢ abcosmoTeH Gpoi neytpodunn < 1 x 10%1, equnuuHa Temneparypa > 38°C
WA TOCTOAHHA TeMNepaTypa 3a nmosede OT 1 yac), wim Texxa rpombGouuToneHus (Tpombomut < 50 x
10°/1), nevennero ¢ Okcanumnatus-Yalikadapma Tpatsa aa ce npexpard A0 NofobpeHne IH
BH3CTAHOBABAHE, JI034TA Ha JeYEHHE B NOCNEBAlINTE MKIH Aa e HaMalH ¢ 25%, KaTo NOTBIHUTENHC ce
KOpHMIHMpa H A03aTa Ha S-Quyopoypaus.

BenoapoGHR mapymenus

B crmy4aii Ha HeACHH peclIMpaToOpPHH CHMNTOMH, KATO HEHPOIYKTHEHA KALITHLA, AHCTIHEA, KPETHTHPAInH
XpHIIOBE HiIH 3a6enexX MU Ha peHTIeH MyIMOHAIHH HHQHATpalMH, npHaraseTo Ha OKcanunnaTHe-
Yaiikadapma TpaOBa Aa ce npeKbeHe, 0KATO NPOBEACHHTE HACIESABAHAS OTXRLPIAT HATHUHE HA
HHTEPCTHIHATHO OemoapobHo 3abonaaune {BaxTe 1. 4.8).

Hapymennsa 5a KpeBTA
XemonnuTHYeH ypemuueHn chapoM (HUS) e suBoTosacTpalnapalia HexeNlana peakiuHa (BIj
OxcanunaaTHH TpaGBa 1a ce NPeKbcHE NPH TbPBA NIPOABa Ha BCEKH NPH3HAK, A0KA3BAll
MHKPOaHIHOMATHYHA XEMOIUTHYHE aHEMUS, KATO HanpuMep Obp30 cnaaall XeMornobu



TpoMOOLUTONEHHA, [TOKAYBAHE HA cepyMeH OMIHpYOHH, cepyMeH KpeaTHHHH, YpeeH HATPOreH B KPLRTA HITH
LDH. beOpeunata HeoCTATRUHOCT MOXE 12 He € 00paTHMa ¢ MPEKBCBAHE Ha TepalMATa H MOXE Jia ¢e
HaI0XKH JHAIH3A.

BLE rpE3Ka ¢ JeYeHue ¢ OKCaHIIATHH ¢a JOKJia[BaHH CllydaH HA AHCEMHHHPaHa HHTPABacKyJapHa
koarynaius (DIC), sxmountenyo ¢ daraneH u3xox. Axo e va nuue DIC, neyenneTo ¢ oxcanunnaThH Tpabea
Ja ce IPeyCTaHOBH K A3 Ce HPUIOKH NOAX0AA10 JeueHue (suxre T. 4.8)

Yanaxasanero Ha QT unrepnana

Vasnxasanero Ha QT HHTEpBaNA MOJMKE Ja JoBee /10 TOBHIIEH PHCK OT KAMEPHH aPHTMHH, BKIIOUHTEIHO
Torsade de Pointes, koeto Moxe na Guae daranso (Bikre 1.4.8). QT unTepransT Tpabba peaosHo Oa ce
Npoclenasa NpeiH U clea MpunaraHe Ha okcanunnaTiH. TpaGea aa ce nonxoxaa ¢ NOBUINEHO BHHMaHHE
NpH NALHEHTH C aHAMHE3a WITH MPeapasnonoxXeHue 3a yabxarane Ha QT, nps mauenTn, npueMaliy
JIEKApCTBEHH MMPOLYKTH, 38 KOMTO € H3BeCTHO, Ye yasinkaeaT QT HHTEpBaNa, H TAKHBA ¢ eNEKTPOMTHTHH
HapylleHHs, KaTO XHIOKAJIHEMHA, XHNOKAIHEMHS HIH XHIoMarHesueMus, B caydail Ha yappkaBsaHe Ha
QT unTepBana, NeHEHHETO C OKCATHIIIATHH TPAGBA Ia C& MpeyCTAHOBH (BinkTe T. 4.5 1 4.8).

PaGaomaonnia

HoknanpaHi ca ciy4ad Ha paGJoMHONM3a NIPH NALIMEHTH, NEKYBAHH C OKCAHILIATHH, BIJTIOYATEIHO ¢
datanen usxoxn. B ciyvaif Ha MyckynHa Golka u nofyeaHe, B KoMOHHaLMA che C1aboCT, MOBHLIEHA
TEMINIEPaTypa WK DOTbMHABAHE HA YPHHATA, JIeYeHHETO C OKCANHIIATHH TpatBa Aa ce NpeycTaHoBU. AKO ce
noTRBEPAH pabnoMionn3aTa, TPAOBa Ja ce B3EMaT NoIXoAAmy MepkH. [Ipenoprsupa ce NoBHINEHO BHHMAHHUE,
aKo €AHOBPEMEHHO ¢ OKCAMHIINATHH CE NPUNATaT NeKapCTBEHH MPOAYKTH, CBbp3aHH ¢ pabaoMHONN3a
(BuxkTe T, 4.5 1 4.8).

CroMalHO-1pEeBHHE A3BH/ CTOMALINO-IpEBeH KPHBOHIIHB H nepdopannn

JlevyeHHeTO C OKCANHIIATHH MOJKE 3 MPHMHHH FacTPOMHTECTHHANHA A3BA W MTOTCHLUMATHH YCIOKHEHuS,
KaTo CTOMAIIHO-YPEBEH KPBBOH3NHB H nepdopalid, KOMTO Morar fa Obaat datamH. B ciyyaii Ha
TACTPOHHTECTHHATHA A3Ba, ICHEHHETO ¢ OKCAMHILIATHH TpA6Ba Ja ObAe NpeKpaTeHo H Na ce NpeAnpHeMaT
TIOAXONAIIH MEpkH (BHxTe T. 4.8).

YeproapoOHH HAPYIICHHS

OTKIOHEHHA OT HOPMATA HA PE3YIITATHTE OT YepHOAPOGHHTE TECTORE WIH MOPTATHA XHITEPTOHHA,
HEABbJIKAIY Ce HA YepHOAPOGHHTE METAcTa3!, B MHOTO PeAKH Ciydad 6HMxa MOITIH Jia Ce IPHEeMAaT KATo
HapyllleHHe Ha YepRoxpobHaTa PyBKIHA BCIeACTBIE HA BKAKOYBAHETO HA TOBA JIEKAPCTBO,

Bpemennocr
3a ymoTtpeba ot GpemeHHH KeHH BuxkTe T. 4.6

PepTRAATET

I'eHOTOKCHYHH ediekTH ca HabNIoOaBaHH NPH OKCANHIIATHH [0 BPEME HA KIMHHIHH NPOy4BaHHs.
ChnenoBarenHo MALHEHTHTE OT MBKKH 101 TpA6Ba 4a 051aT HHGOPMHPAHH, 4 B PAMKHTE Ha 6 Mecelia Clex
TIeMeHHeTo He TpaOBa Ja cTaBaT POAHTENH H Jia IOTEPCAT ChBET 3a KOHCEPBHpAHE HA CliepMa, NpelH Aa
3aMOYHAT NIEYEHHUETO.

Tlo Bpeme Ha neveHueTo XeHHTE He TpAGBa fa 3a0peMenaBaT H 3aToBa TPAOBa Aa U3NON3BAT edeKTHEHH
KOHTPaUENTHBHH MepkH (BIKTE T. 4.6).

4.5 BsaumopeiicTBHe ¢ APYrH JIeKapcTBEHA NPOAYKTH B APYTH GopMA Ha B3anMoacicTEHE

TIpH NaUMEHTH, KOWTO ¢a TIONYMIIH €HOKPaTHa 103a 85 mg/m? Oxcanunnatun-Yaiikadapma
HEHOCPEACTBEHO [IPSAH MPHIATaHeTo Ha S-QIyopoypalin, He ¢¢ YCTaHOBARa NNPOMSHA B KOHLCHTpAUKATA
Ha 5-pnyopoypaum.

Ipu npoyueanus in vifro He € YCTAHOBEHC ChIUIECTECHO U3MECTBAHE HA OKCATHILIATHH OT MECTAaT4 HA




ciyudaii Ha komMGuHHpaHe ¢ Takuea JexapcersenH nopodykrd QT HutepsarsT TpabBa aa Obae BHHMATEIHO
npocneaspad (Bx. Touka 4.4), [Ipenopeusa ce MOBHIIEHO BHHMaHHE, KOraTo e4eHHETO ¢ OKCAIHILIATHH c
NpHNIara eAHOBPEMEHHO ¢ APYTH JEKAPCTBEHH MPOAYKTH, 33 KOUTO € H3BECTHO, Y€ ¢a CBBP3aHH ¢
pabnomuonn3a (BK. TouKa 4.4).

4.6 ®epruanrer, GpeMenHocT H KbpMeERe

BpemennocT

Jo MOMeHTa HAMa NaHHH OTHOCHO Ge3onacHara ynotpe0a Ha OKCATHIUIATHH NIpH OpeMeHHH eHH. Bra
OCHOBA HA NPeAKITHHUYHY NPOYYBAHNA C€ CUHTA, Y€ OKCANHIUIATHH BEPOATHO HMA JleTaneH H/HIH
TeparoreHeH edeKT BbPXY MI0JA B NPENOPLYAHHTE TEPAMNCBTHYHU JO3H H CEL0BATENIHO € MPOTHBONOKA3aH
o BpeMe Ha GpeMeHHOCT. IIpHIOKeHHETO Ha JIeKapCeTBeHUA MPOOYKT € Bb3MOXKHO CaMO aKO NALHEHTDLT €
HAM'bJIHO HHGOPMHPaH 32 CBIIECTBYBALIMTE PUCKOBE OTHOCHO GpEMEHHOCTTA H NIPeABAPHTENHO € Jai
CBOETO CBIVIACHE.

IMoaxonanH KOHTPALUETITHBHA MEPKH Tpa0OBa fa ¢e B3eMarT 110 BpeMe Ha H B NIEpHOA oT 4 Mecewa ITpH
KEHHTE CJIe]] CTIHpaHe Ha TepamiATa.,

Knpmene
HaAmMa Npoy4BaHus OTHOCHO EKCKPELMATA Ha NIEKapCTBEHHA HPOOYKT B KbpMaTa,
KbpMeneTo € npoTHBOIIOKa3aHO 110 BpeMe Ha NeveHue ¢ Okcanunnarus-Yaiikadapma.

@epTHAATET

OxcanunnaTey MoXe Na HMa anTH(epTHaeH edekT (BHKkTE T. 4.4).

IMopaan HOTEHIHAIHH FeHOTOKCHUHH eeKTH Ha OKCAHIUIaTHH, TpA0Ba ia ce B3¢MaT NOAXOAAIIH
KOHTPaLENTHBAN MEPKH 0 BpeMe Ha JIeUEHNeTo, KAaKTO H ClIell HETOROTO NIPEKPAaTABaHe, B NEPHOA OT 4
MECELA NpH XCHUTE H 6 Mecela NpH MBKCTE.

4.7. EdexTn Bppxy cnocobGaoctTa 33 modapane u pabora ¢ Mawmay

Hsama npoyuBaHis OTHOCHO ediekTa BEPXY CIOCOGHOCTTA 3a Wwodupane i paboTa ¢ Mamnkn. Bropexu ToBa
JIEYEHHETO ¢ OKCANHILIATHH MOMKE Aa J0OBEAE A0 YBENHYUEH PHCK OT 3aMASHOCT, FAAeHE H NOBPBIIAHE U
APYTH HEBPONOTHIHH CHMITOMH, KOHTO Bb3A€HCTBAT BbPXY NOXOAKATA H PABHOBECHETO H MOraT a
NOBJIHAST JIEKO HWIK B YMEpeHa CTENEH BbPXy CNOocoOHOCTTa 3a wodupane W pabora ¢ MallliHA.

HapyleHns B 3peHUETO, B YaCTHOCT BpeMeHHa 3ary0a Ha 3penHeTo (oOpaTima clief IpHKIIO4YBAHE Ha
TepanuaTa), Moe 11 IOBIMAAT BBPXY coco0HOCTTa 3a modupane u paboTa ¢ MaIWHY.
CnenosatenHo HauHeHTHTE TpsAGBa Na ObAAT npeaynpeleHy 3a NOTEHUHATHHA edekT Ha TOBA NeueHHe
BEPXY crnocoOHOCTTA 33 WodupaHe 1 paboTa ¢ MalHHH.

4.8. Hewxenann JeKapcrBeHH peakHHH

O6o0wenne na npodrna na GesonacrocT

Hati-uecro HabmonaBaHUTe HEXENAHH IEKAPCTBEHH PeakKLMH N0 BpeMe Ha KOMOMHHPaHOTO JieueHHe Ha
okcanunnaThH ¢ 5-FU/FA ca: cToMaliHO-upeBHH (AHapHa, TajcHe, NOBPBINAHE H MyKO3HT), XCMATONOTHYHH
(HeyTponeHHs, TPOMOOLMTONEHNS) H HEBPOJOTHYHH {OCTPH, J030KYMYNaTHBHH H nepudepHH CeHIOPHH
Herponarui). Haii-001o Te3H CTpaHHYHE PEaKIHE €€ CPEIIAT NO-YeCTO H Ca MO-TeXKH TIpH MPUNaTaHeTo Ba
OKCANMHMNAATAH B koMOuHauma ¢ 5-FU/FA, otkonkorto camoctostento ¢ 5-FU/FA.

TaGauuen cORCHK HA HEKEJAHATE PEAKIH

JlaHHHTe 33 4eCTOTATa HA ONHCAHUTE MO-1ONY HEXENAHH AEKAPCTBEHH PEAKIMH €a NOMYYEHH N0 BPeMe Ha
KIHHHYHH NIPOYUYBaHHA, IPOBeeHH MPH METACTATHYHO ¥ aJIORAHTHO JedeHHe (BmoyBamo 416 u 1108
MALMEHTH, JeKyBaHH ¢ okcanumrarid H 5-FU/FA) u OT NOCTMApKETHHIOB OITHT,

JAKHH),
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O6mn
HAPYLICHHY KB
edeKTH Ha
MSCTOTO Ha
HEBKeKTHpaHe

HapangaBanns,
OTPaRSHHS H
YCI0KHEHUS,
BEIHHKHAIH B
Pe3yiTaT Ha
HHTEPBEHIMH
Hapywennsn
HA HMYHHATA
cHcTeMa*

1lenxaven
Hapyuienus

- TentoKa

BEHO3HA
Tpombo3a
- BenoapoGen
eMOONHIBM
- Xumepronns
- ¥mopa
- Tpeckat+
- AcTeHus
- bonka
- Peakuus Ha
MSCTOTO Ha
HHXEeKTHpaHe
+++
-Ilapane
Aneprus/anep
THYHA
peakuns+
- Nerpecns
- HacomHNS

- HepeHocT

* BrokTe HHGOPMALHATA NO-10AY

** Buxre T, 4.4,

+ MHOTr0 YecTH: YeCTH anepriyHH peakiHa kato oGpUB (0cobeHo yTpHKapHA), NOMYuaBAal[H CE 0 BPEME HA
nepdiy3nd, ToHAKOra ca (aTanHH (JYeCTH aNeprHiHA PeakLMH, KaTo KOXeH o6pHB, 0cobeHO ypTHKApHS, ‘
KOHIOHKTHBHTH, PHHHTR). YecTH aHagUNaKTHYHH PEaKiiHH, BKNOYHTENHO GPOHXOCNasHM, O0ka B rbpAHTE,
aHIHOJEM, XHTIOTOHHA H aHaduUIaKTHYEH [UOK.

-‘H MHoro yecTo Tpecka, TpeMop, B pe3ynTar Ha nHbeKIHH (Che Wik Hes PeOpHaHa HeyTPONEHH) HNH
M30JTHpaHa, OT HMYHONOTHYEH TPOH3XO0.

+++ By ca AOKIAEBAHH PeaklMKE Ha MACTOTO HA MHXEKTHPAHe, BKITIOMHTENHO JokanHa 6onka,
3adepeABaHe, NOAYBAHE # TpomMOo3a. :

Excmpasazapusma Modice 0a nputuny TOKaina 6onKa u 8bINANenUe, KOUMo 0a £a MexcKy u 0a npomexam ¢
Yeroscuenus, ocobeno npu nepudepra senosna undysus na oxcarunnamun (BAXTe. T. 4.4).

Onncanne Ha H30paHA HeXETAHH PeaKIKH

Hapymwennn 54 KpLETa H AEMbuaTa cHCTEMA
Criopen 4ecToTaTa NpH NauHenty (%) U COOpeA CTENeHTa HA 3aCAraHe

Oxaliplatin B MeTacTaTuuHo HaXAraHe AJIOBAHTHO JTeucHHE
KOMOHHAUHS © Benuxu | Crened3 | Crenes 4 | Benuku | Cremen 3 | Cremen 4
5-FU/¢pomanosa CTENeHH CTeneHH
KHucenuHa 85 mg/m’
Ha BCEKH JBE CEIMHLIH
AHeMns 82,2 3 <1 75,6 0,7 0,1
HeyTponenus 71,4 28 14 78,9 28,3 12,3
TpombonuroneHis 71,6 4 <1 77,4 1,5 0,2
Debpunya HEYTPONCHHA 5,0 3.6 1,4 0,7

Hadexynu n nudecTannn
Cnopea yecToTaTa npu nauxerTd (%o)
MeracTaTiaHo HandraHe

L Oxaliplatin B




KkoMOHHAIHA C
5-FU/ponuaoBa
KHcennHa 85 mg/m?
Ha BCEKH JIBE CEAMHULH

Beuuku
CTEIEHH

Beuukn
CTENeHH

Cencuc
(BKAIOYUMERNO CENCUC
U HEVIMPOREHUMeH
cencuc)

1,5

1,7

HOCTMﬂnKETI]H[‘OB ONNT ¢ HEH3BECTHA YECTOTA

XeMOJIMTHYEH YPEMHYEH CHEAPOM

Hndexunn u nudectanun

¢ CenTHueH LIOK, BKJIKOUMHTEIHO H € rba'raneﬂ H3X0I

Hapylienns na EMYHHATA CHCTEMA

Cnopen yectotara
npu nauneHTy (%) n
Cropes CTENEHTA HA

MeTtacTaTiuno Hangrane

ADIOBaHTHO JeveHHe

Benukn
CTerneHH

Crenen 3

Crenen 4

Benukn
CTENEHH

Crenes 3

Crenen 4

zacsraneOxaliplatin B
KOMOHHALMA C
5-FU/¢omunoBa
KucenuHa 85 mg/m’
Ha BCEKH ABE CEAMHIM
ANepruuHu peakumuu/ 9,1 1 <1 10,3 2.3 0,6

Anepruu

Hapyllenns Ha HEPBHATA CHCTEMA

JiumuTHpamara TokcwaHoct Ha Okcanunnatud-Yaiikadapma e Hesponoruusa. O6UKHOBEHO ¢& CHCTOH OT
CEH30pHA NepHepHa HEBPONIATHA, XapaKTEPH3HPAlLla Ce C IM3ECTE3HA W/HIH TIAPECcTe3Hs Ha KpaHHHIuTe,
CRbP3aHa UIIH He ¢ KpaMHy, 4€CTO IPOBOKHPAHH OT CTYAeHO. Te3u cuMITOMHE Ce Habnrogasar npH o 95%
OT JIEKY BaHHTE TalHeHTH. [1poasmKHTeIHOCTTa Ha TE3H CHMITTOMH, KOHTO OOHKHOBEHO PErpecHPaT MKy
KypCOBeTe Ha edeHHe, HapacTsa ¢ Opod Ha TEPANEBTHYHHTE KYpCOBE.

B 33BHCHMOCT OT NPOTBDKHTEIHOCTTA HA CHMITOMHTE, TIOABaTa Ha Gonxa WHMM (yHKIHOHANHH
HapylieHus Ca MHIMKAIHH 3a KOPUIrHpaHe Ha J103ara HITH JOpPH 3a IPEKBCBAHE Ha JICYCHAETO (BIDKTE, T, 4.4).

ODYHKIMOHANHOTO HapyIUEHHE BKIIOYBA 3aTPYAHEHHA B H3BEPILBAHETO HA (PHHM JBHXEHHS H € BE3MOXHO
CNIENCTBHE OT CEH30PHO YRpEeXKAaHe. PHCKBT OT MOABA HA IIOCTOAHHU CHMIITOMM NPH KyMy/IaTHBHA 7034 OT
850 mg/m? (10 uuksna) € 10%, J0KaTO PHCKBT NpH KyMyiaTHBHa A03a oT 1020 mg/m? (12 uuksna) e 20%.
B noseuero ciry4au HEBPONOrNHHATE CHMITOMH c€ MOAODPABAT HAH H3LAI0 H3YE3BAT CJIE/ MPEKbCBAHE Ha
JIeUEHHETO,

Tlpn anoBaHTHO JeueHHe 3a pak Ha AebeloTo YepBo 6 Mecela cliel IPeKBCBAHE Ha JieueHueTo npy 87% ot
TALACHTHTE He ce HAaOMIoAaBaT CEMITOMH HIIH TE ¢ YMEPEHO H3pa3eHH.

Cnen naa 3-rogunieo npocieaaBaHe okono 3% oT MaHeHTHTe HMAT NEePCHCTHPALIA NOKATH3HpaHa
napectesus ¢ yMepeHa MHTeH3uBHOCT (2,3%) 1in mapecTe3ns, KOATO Ce MpeABABA NPH (HyHKITHOHATHA
axtusHocT {0,5%).

Jloknansany ca cny4ay 3a noABa HA OCTPH HEBPOCEH3OPHH CHMNTOMH (BHXTE T. 5.3). OOHKHOBEHO Te
BERHHKBAT KbM Kpas Ha JBy4acoBara WH(Y3HA Ha NSKAPCTECHAA NPOIYKT, B PAMKHTE Ha HAKOJKO daca,
CJIel TOBA HAMANABAT CTIOHTAHHO B PAMKHTE HA CIIG/ABALMTE YaCOBe HIH JHH H YECTO ce Bp300HOBABAT IIpH
roceRpauy uukaH. Te Moxke Ja otcnabHAT WIH a ce 3aCHIIAT Mpu H3Narane Ha CTyIeHo W
CTYIeHH NpeIMeTH. . 19

Te ce XapakTepusupar ¢ TPAHIHTOPHA MAPECTE3HA, AU3SCTESHS WIH XHIIOECTE3H, HITH PGl
Ha (apuHroNapHHreanta auzecte3ns. Yectorara Ha To3H CHHApOM € Mexay 1 4 2%, ) ’
cbe cyleKTHBHO ycemane Ha Aucharis 1 IUCnHeA/dyBCTBO Ha 3aaymaBaHe, 6e3 obex




pecnupatopen qucrpec (63 HEaH03a KM XHITOKCHA) WIH JTAPHHrocnaseM Il 6p0oncna3'bM {6e3 ctpupop
HITH XPHIIOBE).

He3apHCHMO OT IPHIAraHeTo Ha AHTHXHCTAMUHOBH JICKAPCTREHH NPOAYKTH H GPOHXOAMNATATOPH B TE3H
Cy4aH, CHMITOMHTE ca 65p30 00paTHMRA, ZOPH NPH JIMIICA HA eYeHHe. Y IbDKABAHETO HA HH(Y3IHOHHOTO
BpeMe B MOCICABALIHTE LMK/IM IOMara Ja C€ peAyLiHpa YecTOTaTa Ha To3H CHHApoM (BixkTe T. 4.4). Karo
JombjHcHHe ca OunH HabmonaBaHH C/IGAHHTE CHMIITOMM: CNA3BM HA HEIIOCTHTE/ MYCKYIICH
CTIa¥bM/MYCKY/THH CBKPAIIEHHA — HEBONEBH/MYCKYITHH TPENTEHHA/MHOKIOHYC, HapylIieHa
KOOPAHHALIHA/HAMbIHABaHE/aTaKCHA/HAPYIIEH GanaHe, CTATAHE B MBPIOTO H

rbpAATe/HanpexeHHe/ THcKkoMpopT/GomKa,

Karo ponsiHenne, HapymeHHe Ha GYHUNATA HA KPAHHANIHHTE HEPBH, CBLP3aHH C TOBA, HIH CAMOCTOSTEIHA
MOABA HA IIT03a, AHIICNHSA, adOHHA/AHCHOHIA/XPUTITEHE, TOHAKOTa ONTHCAHO KATO Napaii3a Ha ITTACKUTe
CTPYHH, CBPBXYyBCTBUTETHOCT Ha €31Ka HIIH AU3apTPHA, ONHCAHa TIOHAKOTA KATO ada3ks, TPHIEMHHATHA
HEBpaIrua/nunesa 6onka/bonka B ouKTe, HAMaNeHa OCTPOTA Ha 3pEHHETO, HapyUICHUA Ha 3PHTEIHOTO NoJe.

Hpyru HeBpONOrHUHH CHMITOMH KaTO AU3apTpHs, 3ary6a Ha IbnGoKH CyXO0xXHAHM pedieKcH, CHMITTOM Ha
Lhermitte, cuHpoM Ha obpaTuMa nocTepHopHa neskoeHuedanonarua (RPLS, nosnar csimo karo PRES) ca
NOKJIAJBAHH M0 BPEME HA ACYCHHETO C OXCANHIINATHH, KAKTC H OTASAHY CTy9daH Ha OIMTHUEH HEBPHT.

ITocTMapKRETHHIOB OTIHT ¢ HEM3BECTHA YECTOTA!
» Kousyncns

PecriapaTopaH, TPBAHE B MeAHACTHHATHH HAPYIUCHHA
=+ JlapuHrocnaszsm,

CToMammo-upeBHH HAPYLIEHAA
Cnopen uecrorara npH NauuedTt! (%) H CIOpea CTENEHTa HA 3aCAraHe

Oxaliplatin B MertacTaTH4HO HanaraHe ANIOBaHTHO JIEUEHHE
KOMGHHALNA C Beuuku Crenen3 | Crenend4 | Beuukn | Cremen 3 | Crenen 4
5-FU/¢donnnosa CTETIeHH _ CTENCHH

Kucemna 85 mg/m?
Ha BCCKH NBC CeAMMLH

T'anene 69,9 8 <1 73,7 4,8 0,3
JHapHa 60,8 9 2 56,3 8.3 2,5
TMospbmane 49.0 6 ] 47,2 53 0,5
MykoanTu/ 399 4 <1 42.1 2,8 0.1
CTOMATHT

Ipenoprusa ce npoduaaKTHIHO WHAY TEPANIEBTHYHO NPHICKEHHE HA MOIHE AHTHEMETHYHH JeKapCTBEHH
MPOAYKTH.

Jexupparanus, RACYC, MHTECTHHANHA 06CTPyKUMA, XHIIOKATHEMHS, MeTabOIHTHA auHA03a i HapyIHEHNA B
yepHogpobHata (pyHKkius (BikTe T.4.4.) Morat Aa ObAaT NPUYHHEHH OT TEXKA AHAPHA ¥/1IH NOBPbLIaHE,
ocoBeHo npH KOMOWHALMA Ha okcanumnaTiy ¢ 5-FU (uxre T.4.4.).

XenaroGRIAapHEY R2APYUICHMS

MHoro peaxn {< 1/10 000)

YeproapofieH CHHYCORIeH 0OCTPYKTHBEH CHHAPOM, H3BECTEH Olile KaTo YepHOAPOGHO BEHOOKITY3HBHO -
3a00NaBaHe HIIH TATOMOTHYHHE H3SBH, CBbP3aHH C YePHOAPOOHU HAPYILIEHHA, BKIIFOYBALIH NEIHO34,
HOJAYNapHA pereHepaTHBHA XUIIEPNIa3nd, NepucuHyconaanta ¢utposa. BramMoxkHa KTHEMYHA H39Ba Ha
OPTAJIHA XUNIEPTOHHUA W/HAM YBENHYEHH TPaHCAMHHA3H.

Hapymenan ua 656peniTe # RUKOYRENTE m,mma
MHoro penxu (< 1/10 000)
Octpa TyOy/Ha HEKPO3a, OCTHP HHTEPCTHLHANEH He(PHT H 0cTpa ObOpeuHa HeOCTATLYS




CroflaBaHe Ha NOJ03APANHE HEKENAHH DEAKIHA
Chobl1aBaHeTo Ha MONOIMPAHY HEXENAHH NEKAPCTREHA PEaKLH Cliefl pa3pelliaBaHeTo 3a ynoTpeba Ha

NEKAPCTBEHMA IPOAYKT € BakHO. ToBa M03B0/ABa 2 NPOXbIIKH HAOMONEHHETO HA ChOTHOLIEHHETO
non3a/PUCK 3a NEKApPCTBEHHA MPOAYKT. OT MEAHLIMHCKHTE CNSHANHCTH C& H3HCKBA a ChoO1aBaT BCAKR
MOAO3HPAHA HEXENAHa peaklid Ype3 HallHOHANTHATA CHCTEMa 3a chobillapaHe Ha MsnbinuTenHara areHIHA
MO EKapCTBaTA.

KonrTakrh:

H3mbIHHTENHA aFeHIMA 10 JTeKapcTBaTa

Brnarapusa

ya. ,.Jlaman I'pyes” Ne 8

1303 Codusn

Ten: +359 2 8903417

yebcaiit: www.bda bg

4.9. Tlpenoznpane

Hsama cnenmduier astnaoT 3a Okcammnnatus-Yaiikadapma. Ipu npeaosupane Moxke 1a ce ouaKkea
BIONIABAHES Ha HEKCMAHHTE PCaKIlH, H306XOI1HMO € MPOCIEIABAHE HA XEMATONOIHYHHTE [IOKa3aTen H
CHMITOMATHYHO JCUCHHE Ha OPYTHTS BHAOBE TOKCHYHOCT.

5. ®APMAKOJIOTHYHH CBOHMCTBA
5.1. dapMaKOAHHAMHYHH CROHCTBA

®apMaKoTepaneBTHYHaA rpyna; JIpyrH aHTHHEOTUIACTHYHY areHTH, CheIHHEHHS HA IIATHHA
ATC xon: LO1XA 03

Mexann3bM Ha AelicTBHE

OKCANHIASTRHE € AaHTUHEOMIACTHYHO CPEACTBO, OTHACHILD C€ KbM HOBHS KNAaC ChEAMHEHHA HA OCHOBATA HA
MIATHHA, B KOKTO IUVIATHHOBUAT aToM 00pasysa kommnexc ¢ 1,2 aunamnHomnxnoxekcas (DACH) n
okcanarHa rpyna. OxkcalunnaTtii € equHHYeH eHanTomep, (SP-4-2)-[(1R,2R)-Cyclohexane-1,2-diamine-
k¥ kN ]-fethanedioato(2-)-kQ', kG?}platinum.

JlexapCTBEHHAT NPOAYKT IPHTEKaBa LINPOK CTIEKTHP Ha WHTOTOKCHYHOCT KAKTO in Vitro, Taka H in vivo,
MPOTHBOTYMOPHA aKTHBHOCT TIPH Pa3NM4yHH MOJIEAH Ha TYMOPHH CHCTEMH, BKAIOUHTENHO HA YOBEIIKH
KONOPEKTANCH KAPHWHOM.

OkcallMIIaTHH PHTEXABA CHILO TaKa i1 Vifro W in Vivo aKTHBHOCT NIPH PasHYMHH KIETBYHH THHHY —
PE3NCTEHTHH Ha WWCIINATHHA.

CHMHEPrHYHO UHTOTOKCHYHO JelicTBie € HamoaaBaHo NpH kKoMOMHALHA ¢ S-uyopoypauun in vitro 1 in
vivo.

HzyyasaneTo Ha MeXaHH3Ma Ha JeficTBHE Ha OKCANUIUIATHH, JOPH HEHATBJIHO H3ACHEH, NOTBBPXKAABA
KOHLIETILHMATA, Y& XHApaTHPaHHTE JSpHBATH, MOJYYeHH NpH OHoTpaHc(OpMalliaTa Ha OKCAIHILTATHHA,
p3auMoaeiicTear ¢ IHK u o6pasyeaT BbTpe- 1 MEXKIYBEPHKHH MpecedHH 3BEHA, B PE3YNITAT HA KOETO ce
Hapywasa cHHTe3bT Ha JJHK u ToBa BOAM 10 UMTOTOKCHYEH H IPOTHBOTYMOPEH eekT.

Knunnuna epHKacHocT H Ge30nacHoCT

TMpy HALHEHTH ¢ METACTATHYEH KONOPEKTAIEH KAPLUMHOM TEPANIEBTHYHATA ¢(HEKTHBHOCT HA OKCATTHIIATHH B
rkombuHaLRS ¢ 5-FU/onnsopa KMcenHHA e NOKA3aHa B TPH KIHHUYHY MPOYYBaHHA:

- IIpy nevenne OT TEPRH pell, cpaBHeHHE Ha ABe rpyny nauuenTy, ¢gaza Il Ha paHnoMu3IApaHo C‘paBHHTeJ'IHO
npoyusane EFC2962, nicneapa paHIoMH3ApaHY TALHEHTH, JTEKYBARH CAMOCTOATENHO ¢ 5-
tmyopypauni/ponnroBa kucenuna (LVSFU2, N = 210) uinu B kxoMGHHALMSA ¢ OKCATHILIATHH/ 5~
¢dayopypamnn/onunora kucemuna (FOLFOX 4, N =210).

- Iipn NpeABapHTENTHO JIeKyBaHy NalMeHTH, CPABHEHHE HA TP rPYNH NanueHTH, dasa 1]




caMocTosTenHa Tepani (N = 275) unn B koMOunams ¢ S-dnyopypaunn/donunosa kucenuna (FOLFOX4,
N=271).

- [pu HexonTpompano ¢asa Il npoyusane EFC2964, BKMOYBAILO NALHEHTH, pedpakTepHH KbM 5-
¢dnyopypaun/gonuHOBa KHCENHHA CAMOCTOATETHO, M IEKYBAHH B KOMOHHALIMA ¢ OKCATIMILIATHH H 5-
¢nyopypaunn/gonunosa kacenuHa (FOLFOX4, N - 57).

IBeTe panZoMH3HPaHH KIHHIUYHHA NpoyuBanus — EFC2962 or nupeu pen 1 EFC4584 npn npeasapuTtenno
IeKyBaHH NAUMeHTH, NOKA3BAT 3HAYHTENHO MO-BHCOKA CTETICH HA OTTOBOP H YABIKEHO BpeMe Ges
nporpecns (prolonged progression free survival — PFS)/speme 1o nporpecus (TTP), B cpaeHeH#e ¢
IAMEHTH, JIEKYBaHN CMOCTOSTENHO ¢ S-uryopypanui/GoHHOBA KHCENHHA.

o speme Ha EFC4584 npoyusane npu pedpakTepHy, NpeABAPUTENHO IeKyBaHH TAIHEHTH, Pa3/IiKaTa B
obiata cpenHa npexxuaemoct (OS) He € CTATHCTHUYECKH 3HAYHMA MeXIY OKCATHIINATHH KOMOHHALAS H 5-
dnyopypanun/honnHoBa KHCENHHA.

Crenen Ha otrosop npe FOLFOX4 cupamo LV5SFU2

Crenen Ha oTroBop, % LV5SFU2 FOLFOX4 OxcannnnaTun
(95 % CI) CAMOCTOATENHO
HesaprucnMo panuoOHONOTHYHO H3CTEIBaHe
ITT ananus

IIepem pex 22 49

EFC2962 (16-27) (42-46)
(npocnensBaHe Ha OTTOBOP Ha BCEKH 8 P value = 0,0001
CeIMHLM)

NA

IpeaBapuTeIHO NEKYBAHH BANUEHTH 0,7 11,1 1,1
EFC4584 , {0,0-2,7) (7,6-15,5) {0,2-3,2)
(pedpakTepHH KbM

CPT-11 + 5-FU/¢onunoBa kicennHa) P value <0,0001
(npocnedBale Ha OTTOBOP Ha BCEKH 6
CEIMMIIH)

IMpensapHTeiHO TeKYBAHA NANHEHTH
EFC2964 23
(pedpakrepun kem 5-FU/donunosa kucenuna) | NA (13-36) NA
{npocnensAsake Ha OTTOBOD HA BeeKH 12
CEAMHLN )

NA - He e npunOKHMO

Cpenen nepron Ge3 nporpecus (PFS)/cpeano Bpeme 1o nporpecna (TTP)

FOLFOX4 cnpamo LV5FU2
Cpeano PFS/TTP, meceun
(95% CI) Oxcanunnaran
HE3ABHCHMO pPaaHOGHOIOTHYHO LVSFU2 FOLFOX4 CAMOCTOSTE/HO
wicneasade ITT ananus
Tepanus OT NLPBH pell 6,0 8,2 NA
EFC2962 (PFS) (5.5-6,5) (7,2-8,8)
Log-rank P value = 0,0003
HpeasapHTeaHO JeKYBAHA 2,6 53
nNanHenTH (1,8-2,9) (4,7-6,1)
EFC4584 (TTP)
{peppaxrepau koM CPT-11 + Log-rank P value < 0,0001
5-FU/donnnoBa krcennHa)
IpeaBapAETEAHO JEKYBAHH NA 51
nanEenTH (3,1-5,7)




EFC2964

(pedpakTepHH KbM
5-FU/donmuoBa kKHCENTHHA)
NA — He e IpHNTOKHMO

Cpean croiinocTd Ha o6mara npexasgemoct (OS) npn FOLFOX4 cnpamo LVSFU2

Hpexupaemoct Ge3 CHMOTOMA
na 3aboaapane (0S) m OxcangEnaaran
(95% CI) LVSFu2 FOLFOX4 CAMOCTOSITE/IHO
ITT aHanuz :
Inpsa pen 14,7 16,2 NA
EFC2962 (13,0-18,2) {14,7-18,2)
Log-rank P value = 0,12
IIpenBapaTenso JeKyBaHH 28 9.0 8.1
MAIHERTH o2 3 1. -
EFC4584 (7,39,3) (9,1-10,5) (7.2-8,7)

(pedpaxrepun kpm CPT-11 + P value < 0,09
5-FU/¢onunoBa KicelHHA)
IpexBapuTe/IHO JEKYBAHH
NANHERTA 10,8

EFC2964 (pedpaxTepHu KbM NA (9,3-12,3) NA
5-FU/donannoBa KHcelTHHA)
NA — He € IPHIOXKIMO

Ipu npeapapuTenso nekyBanuTe nauuentd (EFC4584), sHauntenno nogoOpenne Ha CHMIITOMHKTE,
CBBP3aHH CBC 3a00ABAHETO, € HaOMI0AaBaHo B O-TOIAMA CTENEH NPH NALMEHTH NeKYBaHH ¢ OKCANHILTATHH
u 5-FU/onuAoBa kiceNnna B CpaBHEHHE C Te3M, eKyBanH ¢ 5-FU/ponnHoBa KHCEMMHA CAMOCTOATENHO
(27, 7% cnpamo 14,6%, p =0,0033).

Jluncea cTaTHCTHYMECKHM AOCTOBEPHA pasikKka B ABeTe TPy Ha HENeKyBaHHTE Npe/IBAPHTETHO ITALHEHTH
{EFC2962) no oTHONICHHE Ha HAKOH OT MOKA3ATENNTE 33 KAMECTBO HA XKHBOT.

IMokasaTenuTte 3a KAYECTRO HA XXHBOT OOHKHOBEHO ca ﬂO-,I[OGpH B KOHTPOJIHATa rpyna no OTHOLICHRE Ha

obuHa cratyc M GoaKarTa H He-NIOLK B IPYTATA ¢ OKCANKILIATHH TI0 OTHOLIEHHE HA raficHe H NOBphILaHe.

TIpn anoBaHTHO NeveHHe, CpaBHHTENHO npoyusane ¢aza [ MOSAIC, EFC3313 — 2246 nauneHTH ca
panaoMuzupann (899 dasa 11/ Duke B2 u 1347 ¢aza 11/ Duke C) ciea nbiaHO oTcTpaHsBaHe Ha
MBPBOHAYANHKA TYMOpP Ha AebenoTo uepro, Mexxay 5-FU/donunosa kucenuna camocroatenno (LVSFU2,
N=1123 (¢daza B2/C = 448/675) u xomOuHMpaHeTo Ha okcanumnatud ¢ S-FU/¢ponunosa KucemHHa
(FOLFOX4, N=1123 (¢aza B2/C=451/672).

EFC 3313: llpexuBaemoct 0 3 rogunn (ITT apaxn3)* ma o6mata nomynannsa

TepaneBTH9IHA IpPYHIa LVSF12 FOLFOX4
TlpoueHT 3abonseane — 73,3 78,7
NPEXHHBASMOCT A0 3 rOAMHH (70,6-75,9) (76,2-81,1)
{95% CI)
Cuorromnenne na puck (95% CI) 0,76

(0,64-0,89)
HatpyneaHe Ha log rank test P = 0,0008

* Cpenno npocneassane okoao 44,2 Mecera (BCHUKH TTAlIHEHTH CE MPOCAEAABAT Hali-MaJIKo




EFC 3313: Cpeasa npexnssemoct 40 3 ronnas (ITT ananu3)* kato dynxnus ot Paszara HA
sabonsgBaneTo

{a3za Ha DonecTra @aza 11 Paza Il

(Duke B2) {Duke C)
TepanepTi4Ha rpyna LV5FU2 FOLFOX4 LV5FU2 FOLFOX4
gg:}‘;f{gz:ﬁgﬂ:ger;mm 84,3 87,4 65,8 7.8
(95% CI) {80,9-87,7) {84,3-90,5) (62,2-69,5) (69,4-76,2)
CoorHomenne na pHck (95% CI) 0,79 0,75

(0,57-1,09) (0,62-0,90)
Harpynpane Ha log rank test P=0,151 P = 0,002

* CpenHo npocneassaHe 0kolo 44,2 Mecena (BCHYKH NalHEHTH ce Mpocensear Hali-Manko 3 roauHRA)

O6ma npexnsaemoct (ITT ananus):

IpH HarpapeHHS aHATH3 HA [PEKUBAEMOCTTA 3 CHMNTOMH Ha 3a0oN4Bane 32 3 FOMIMHH, MEPBHYHATE
nokasareind Ha npoyusanero MOSAIC, 85,1% or naumenTHTe ca octaHamk skusH npu FOLFOX4 cnpamo
83,3% 8 LV5FU2. Tosa ce oTpa3spa Ha o0ILOTO HaMANEHHE Ha CMBPTHOCTTA okojio 10% B momza Ha
FOLFOX4, 6e3 aa € cTaTHCTHYECKH 3HAYHMMO (CROTHOUIEHHE HA pHeKa = 0,90).

Crofinoctate ca 92,2% cnpamo 92,4% B noarpyna cranuii 11 (Dukes B2) (choTHomeHue Ha pucka = 1,01) u
80,4% cnpsamo 78,1% B noxnrpyna craguii 111 (Dukes cragunii C) (choTHOLIEHHE Ha pHcka = 0,87),
cporBetHo 3a FOLFOX4 u LV5SFU2,

TleamaTpHana nonyaanas

OKcaMINaTHH KaTo MOHOTEpANHA € OHEHABaH NpH NeAWaTPHYHA TIONyJIauna B 2 npoydranns dasa [ (69
nauMeHTd) B 2 dasa 11 npoyueanns (166 naumentn), O6iuaT O6poii Ha NeKyBaHH NEAHATPHYHH NALMEATH
(42 BB3pacT T 7 Mecera A0 22 FOIMHY) CBC COMHAHN TYMOPH € 235, EQEeKTHBHOCTTA Ha OKCANUILIATHH,
TIPHNATaH KATo MOHOTepAIKs MpP# NeAHaTPHYHM NAallHeHTH, He e ycraHoBeHa. [lopany nuncara Ha oTrosop
asete dasa Il npoyysanus ca 6unu cnpeny.

5.2 PapMakoKHHeTHYHH CBOHCTBa

AbcopOnns H pasnpeaenesne

DapMakoKHHETHUHETE NAPAMETPH Ha OTASAHHTE AKTHBHH MeTabonuTh He Ca ONpeieNaHy,
dapMakoKHHETHYHHTE ApaMeTPH Ha ynTpadHTprpaHaTa MIaTHHA, NPEACTaBIABALIA CMEC OT
HecBhp3aHaTa aKTHBHA M HEAKTHBHA IIJIaTHHA, CJie] AByvacoBa HH(y3HA Ha OKCANHIUIATHHA B 1033

130 mg/m? Ha Beeku TPH CEAMHLH 3a 1 10 5 UuKhAa H OKcanuniaTh 85 mg/m’ Ha Beeky JiBe CeAMHLH 3a 1
J0 3 HHKENa ca CHeHUTE:

O6o6menn GpapMakoKHEETHTHA NAPAMETPH HA IUIATHHA B YATPAGHITPpEPAHA NIAIMa, ClIe]
MHOTOKPATHA 1033 OKCAJHNIATEN 85 mg/m? Ha BeekH JBe ceMALA MR 3033 0T 130 mg/m? ma Beexu
TPH ceAMHIH

Hoza Coax  AUCous AUC t120 ti2p tuzy Ve CL
(hg/ml) (ugh/mL) (ugh/mL)  (h) (h) 0 L) (L/h)

85 mg/m’

Cpenno 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? '

Cpenno 1,21 8,20 11,9 0,28 16,3 273

SD 0,10 2,40 4,60 0,06 2,90 19,0

Cpeannte croiiHocTu 33 AUCo4s, Cmax €2 H3YHCIEHH 38 UHKBA 3 (85 mg/m?) nnu unn}:!
Cpeanure croifHocT 38 AUC, V,, CL ca H3uucneHs 3a nukba 1,




B kpas Ha AByvacoeata HH(y3us 15% OT BEBeIeHATA [i03a HA ILIATHHA CE OTYHTA B CHCTEMHOTO
kpbBoOOpamenue, ocTaHaute 85% Gpp3o ce pasnpesieNsaT B ThKAHATE HIH C& EKCKPETHPAT ¢ YpPHHATA.
HeoOpaTuMOTC CRBP3BaHE ¢ YEPBEHHTE KPbBHH KIETKM H TJIa3MaTa OKa3sa BIHAHHE BBPXY
SIAMHHALHOHHHAA HOMYKHBOT OT Te3H CpelH, KOUTO ca OIH3KH A0 €CTECTBEHOTO BPEME 38 pereHepalHa Ha
yepBeHHTE KPBBHH KJIETKH B cepyMHuA anOymuH. He e HaOniogapaHo 3HAYHMO aKyMyJHpaHE Ha [U1aTHHA B
yaTpadunTpypana I1a3mMa cie Kosa ot 85 mg/m? Ha scexu ape cemuui win 130 mg/m? Ha Beexu Tpu
CEe/IMHLIH H PABHOBECHE B Ta3H CPefia ce [IOCTHIA NO Bpeme Ha ITbPBHA MKk, MuTep- 0
UHTPaHHAHBHIyaHATA BapHaOUIHOCT OGHKHOBEHO € HHCKA.

BroTpancdopmanusa

BuotpancdopMauusTa in vitro ce pasriexia KaTo pesy/Tar OT HESH3HMHO pasrpaskaaHe H To He e 1
JIOKa3aTe/ICTBO 38 MEXAMHEH MeTa0onH3EM Ha LHTOXpoM Pasy 0T AHaMuUHONKKROXeKcaHoBHA (DACH) !
[PBCTEH. !

OkcanumnaTiH NpeThpniaBa HHTEH3WBHA GHoTpaHchOpMaLiig B OPI'aHH3IMa H He ¢e OTKPHBA KaTo
HENPOMEHEHO J1eKapcTBO B I1a3MeHHA yNTpaduiTpar B kpas Ha ABy4acopaTa HHGy3ua. Hakonko :
BHTOTOKCHYHH MeTabo/HTa, BRIIOUHTENHO MOHOXIIOp-, AuXiop- H JHakeo-DACH nnatuHOBH npogykTH ca |
HACHTHQHUUHPAHH B CHCTEMHATA LMPKYIAlNA B TI0-KBCHH €TanH, €IHOBPEMEHHO C PEAHIIA HEAKTHBHH |
KOHIOTATH.

EnamuBHpaHe
InaTHHATa & EKCKPETHPA NPEAHMHO ¢ YPHHATA, C KIHPLHC NPEIEMHO Npe3 mepBHTE 48 vaca cnen
HPHIOKEHHETO,

Ha netus aex npuGausutenso 54% ot obwara nosa e HabMonaBaHa B ypHHATA H MO-Manko oT 3% - BbB
dexanuuTe,

Cuexnanns nonyIansgd

MaunentH ¢ 6b0peano HApYeHME i
BiuAHHeTO Ha OKCAJHIVIATHH € M3CAEABAHO MPH NAlHEHTH C pasjiHyHa CTeNeH Ha HapylueHHe B GpOpeunara !
dyukums. OKCaNNIIaTHH € NPANOXKEH B 1033 OT 85 mg/m’ B KOHTpoJHA rpyna ¢ HopManna GbOpeuna |
dyrxuug (CLer > 80 ml/min, n=12) u npn naunenry ¢ aexo (CLer = 50 a0 80 ml/min, n=13) n yMepeHo i
(CLcr = 30 o 49 ml/min, n=11) 6u6peuno yepexaaHe, ¥ B 103a 65 mg/m’? npH NaUKeHTH C yBpexXAaHe HA |
op0Opennte B Texka creneH (CLer < 30 ml/min, n=5). Cpeanara ekciio3uuns e 6una cboTBeTHe 9, 4,6 1 3
WHKBIA H (HapMaKOKHHETHIHHTE JAHHH HA LHKBI | ¢a moiyveHH cboTBeTHO nipH 11, 13, 10 1 4 naupenTH.

Ha6moznansa ce ypenuueHne Ha cucreMHara ekcnosuiua (AUC) 3a niaTHHa B nna3Menns yntpadunrpar
{PUF), 8 AUC/n03a, kakTo ¥ HamaaBaKe Ha oOupms H On6peunua knupbHC (CL 1 V) ¢ yBennuaBane Ha
CTelleHTa Ha yBpexaHe Ha Gb6pennte, 0cobeHO B (MaNKa) rpyna oT NALMEHTH ¢ yBpexxaaHe Ha GuOpeiure
B TeXKa crenen: 6asa Ha u3panxa (90% CI) ot cpenHara CTOHHOCT Ha CHOTHOLIEHHETO OT OBOpeHHA CTATYC |
B CpaBHeHHe ¢ HopManHa 6b0peuna ¢ynxuus 3a AUC/no3a e 1,36 (1,08, 1,71), 2,34 (1,82, 3,01) u 4,81
(3,49, 6,64) 3a nauEeHTH CbC CHOTBETHO JIeKa H YMEpPeHa, H TexKa Op0pedHa HeRoCTaThYHOCT.

ENHMUHHPAHETO Ha OKCATHIUIATHH CROTBETCTEA SHAUMTENHO HA KpeaTHHRHOBEA KiHpbHC. Obnpuar CL Ha
mnatuna B PUF e ceotBetHO 0,74 (0,59, 0,92), 0,43 (0,33, 0,55) 1 0,21 (0,15, 0,29) u 3a V,;, cpoTBeTHO 0,52
0,41, 0,65), 0,73 (0,59, 0,91) u 0,27 (0,20, 0,36) 3a NauMeHTH C TeKa, YMEPeHa U Texxka G0pevuna
HeaocTaTEYHOCT. OGmMAT KINpsHE Ha nnatuHa B PUF e HaManeH choTBETHO ¢ 26% NpH YMEpeHOo H Che
79% npn TexkKo Ob0peuHo YBpexkaane B CpaBHEHHE C ALHEHTH ¢ HopMaiHa GrOpeuna dyHKnna.
Bu6peyHuaT knupeHC Ha ItatHHA B PUF e HaManeH npn mauueHTH ¢ HapylueHa dyHkuua Ha 6p0penure ¢
30% npn neko, ¢ 65% npn yMepeHo H ¢ 84% npu Texko OpOpeHO YBpEXIaHe B CPaBHEHHS-S-Hfy
HOPMalTHa YHKLHA.




6n6pevHo Hapylllenye, YpHHHATA eKCKPeLHA Ha 1aTtiHa B 660peunnaT Kaupsac Ha PUF 3a nnatuHa ¢hmo
ct IOHMKaBaT ¢ HapymeHata 6u0peuna QyHkiua (Buxkre T. 4.2, 4.3 1 4.4),

5.3 IlpeakIHHA4HH J2HHEA 33 Ge30DacHOCT

HUnenrudunppaHuTe TApreTH! Opraid B NPeAIMHAYHO NPOYYBaHNTE BHAORE (MHLIKH, IUTBXOBE, KydJeTa
W/uny MalfiMyHH) B IpOyYBaHHA ¢ eJMHHYHA ¥ MHOTOKpaTHa 1034 ca: KOCTEH MO3bK, XPaHOCMH/IaTe/IHA
chcTema, 6b0penn, TecTHCH, HepBHa cHCTeMA H cbpile. TOKCHYHOCTTA [0 OTHOMIEHHE HA TAPreTHHTE OPraHH
TIpH KHBOTHH € CXOJIHA C Ta3H, IpeJu3BHKaHA OT APYTHTe ChAbpXKallH NuaTHHa nexapetsa B JTHK
YBPEXAAIIHTE IHTOTOKCHYHH MEIHKAMEHTH, NON3BAHH B ISUSHHETO HA 3/I0KAYECTBEHH 3a00/19BaHK IPH
xopa. Makmouenne npaesT edekTnTe BPXY cbpliero. Te ce HabnogapaT camMo IIpH KYYETa H BKJIIOYBAT
eneXTpodU3HONOTHYHH HapylleHus ¢ JIETATHO KaMepHO MbkIeHe. KapaHOTOKCHYHOCTTA ce IpHEMa KaTo
:CHEIH(PHYHA 3a KyueTa, Thil KaTo ce Habmojara caMo MpH TAX # ThH KATO HACHTHYHRH /1030 Ha TE3H, KOHTO
NpeIM3BHKBAT ETATHA KAPAHOTOKCHYHOCT TIpH KyueTa (150 mg/m?), ce moHacsAT ao6pe 0T Xopa.

Hpemmnﬂﬂqnme NpOYYBAHNSA, H3BLPUICHH BbPXY CETHBHHTE HEBPOHH Ha ILTBXOBE, NPEANONArar, 4e
OCTPUTE HEBPOCEHIOPHH CHMITTOMH, IPUYHHEHH OT OKCATHIIATHHA, MOTAT 21a GbaaT CEBP3aHH ¢
B3aHMOJACHCTBHE C BONTAXK-3aBHCHMHUTE Na-KaHan,

OKCaTHNJaTHH € MyTareHeH H KIACTOreHeH NPH TECTOBE, IIPOBEeHH ¢ KJIeTKH oT O03aiHHLM H Npoapdsa
eMbpHo-theTanHa TOKCHYHOCT NPH MIBXOBe. BepoATHO OKCAMMILIATHH € KAHLEPOreHEH, BbIPEKH Ye
H3MHTBAHHS 33 KAHIIEPOTEHHOCT He ¢a OHUITH M3RBPLICHH.

6. ®APMALEBTHYHH JAHHHU
6.1 CnEchK Ha NOMOLNBNTE BEIIECTBA
Jlakrosa MOHOXHApAT

6.2 HechbBMECTHMOCTH

Tosu npoAykT He TpAGEA Ja ce ¢MeCBa ¢ APYTH TIPOAYKTH B €MH H CBIK HH(Y3HOHEH cak HIH HH(Y3HOHHA
nanmsi. Criopesi MHCTPYKLUMHTE, OTHCaHH B TOUKA 6.6, OKCANMIAATHH MOXKE [a ce IIPHilara eAHOBPEMEHHO ¢
tomHOBa KiicennHa npe3 Y-NTHHHA,

- JA HE CE u3nonssa B KOMOHHALIHA ¢ NKAIHH JIEKAPCTBA WM PA3TBOPH (M NO-CTIEHHANHO pa3TROP Ha 5-
tayopoypauHi, OCHOBH, TPOMETAMON ¥ ChIbPKANIH (POIHHOBA KUCENHHA JIEKApPCTBEHH NPOJYKTH, B YHATO
ChCTAB HMA TPOMETAMOJI KATO TIOMOLIAO BelecTBO). I1poaykTu Ha ankajHa OCHOBA HITH Pa3TBOPH MOrar
o0paTiMOo 3 NOBAUAAT Ha cTabHAHOCTTA HA OKCANHILIATEH (BIKTe T. 6.6).

- 1A HE CE paspexza 3a nHGy3us ¢ pasTBOPH Ha XIOPHIHH HOHHA (BKJI. KAJIIHI, HATPHI WM HATPHEB
XIOPHI).

- 1A HE CE cMecpa ¢ apyrd JeKapcTBeHH IPOAYKTH B €HA CHINA HH(pY3IHOHHA THHKA (BHKTE T. 6.6 32
HHCTPYKUHH NpH ynoTpeGa u Mo-cnelMatHo npy eqHoBpeMeHnara ynoTpeba ¢ QosinHoBa KHCEIHHA).

- A HE CE u3non3par HHXeKUKOHHH MATEpHANH, ChABPKALIA ATyMHHHUIL.

6.3 Cpox na roaRoct
3a nexapcTBEHHS NPOAYKT B OPHIHHAJIHA OIIAKOBKA: 2 NOAWHH

Cnen paspexaaHeTo ¢ 5% rioko3a GuIHKO-XMMHYHATA CTaOMITHOCT Ha NIONTYYeHHA pasTBop € 24 yaca NpH
2°C no 8°C u 10 6 4aca nox 25°C.

npunaraia nekapcteoro. CeXpaHABaHETO HA pa3TBOpa He TpaOBa Aa € 34 Mo-I
Temnepatypa +2 no +8°C, ocBeH B cllyyaNnTe KOTATO Pa3pexJaHeTo CTaBa B KO



ACEIITHYHY YCJIOBHA.
6.4 Coenuanum ycioBHS HA CbXpaHenHe;

(rakonsT TpAOGBa Aa ce ChXpaHABa NPH TeMNeparypa nog 25°C BbB BTOPHYHATA ONIAKOBKA, 33 Ja Ce
Ipeanasy ot ceeTnrHa. Jia He ce 3aMpasaea.
3a ycnoBHATA HA ChXPAHEHHE Ha PasTBOPEHMSA H Paspe/ieH JeKapeTBeH NPOAYKT BHKTE T. 6.3.

6.5 Bna # CHALPXAHHE HA OIMAKOBKATA

dnakon ot Ge3lBeTHO NPO3paHO CTHKIO, XHAPONHTHYEH Kiac 1, ¢ 6pombyTunosa 3anylnanka u
NJIacTMACOBA KallayuKa, ChAbPIKALL [Ipax 3a HH(Y3NOHEH PasTROP.
1 {hnakoH € NOCTaBeH B KAPTOHEHA KYTHA ¢ THCTOBKA 3a [AHCHTA.

6.6 Coennajng NPeANIA3HH MEPKH NPH HIXBLPANHE

H3roTBaHeTo Ha MHKEKLHOHHATE PA3TBOPH HA MHTOTOKCHYHHTE areHTH TpAGBa 2a ce H3BhPINBA OT
[IOATOTBEH, CHCUHANH3WPAH NCPCORA C TO3HAHKA 34 yn0Tpe6aTa Ha JIeKapCTBarTa, IpH YCJIOBHA,
rapaHTHpALIH 33IUTA Ha OKOJIHaTa cpefia # 0cobeHO 3aKTa Ha MepcoHana, paboTelll ¢ Te3y 1eKapCTBEHH
NpPOAYKTH, CIEOPe NOMHTHKATA Ha 3APaBHOTO 3anenenne. HanoxuTenHo € 3a Te3l NENH Ja € OCHTYPEHO
crieliHanko noMemerue. B vero e 3abpanedo Aa ce nymu, g1e u nue.

KakTo npH BCHUKH NOTEHUHANHO TOKCHUHH DA3TBOPH, PA3TBOPHT Ha OKCATHIUIATHH TpﬂﬁBa Jia ce TIPHIOTBA
MHOI0 BHHMATENHO.

INpenopbku npr ynorpeda/mprioxkenne
YnotpebaTa Ha TO3H UUTOTOKCHYEH NIPOAYKT OT MEJHUHHCKHATE CECTPH HIIH JIPYT MEAHLIMHCKH NEpCOHa
H3HCKBA 0COOEHO BHHMAHME, MAPaHTHPALIO 3ALMTATA HA MOJ3BalUIHA HIH 3800HKaNAIOHTE Fo.

IepconansT TpabBa Aa e MOACKIYpeH ¢ HEOOXOAMMNATE MATEPHAIH, CMIEHANHO NPECTHIKH C TBJITH PHEKABH,
3AlUTHH MACKH, [IATKH, OYHMNA, CTEPUIIHM PEKABHIH 33 eTHOKpaTHA YNOTpeOa, 3allHTHH NNOKPHBANA 34
paboTHOTO MACTO, KOHTEHHEPH H TopOR 3a OTNAABIUMUTE.

EKCKpeTH H NOBLPHATH MATEPHH ¢e OTCTPAHARAT ¢ BHUMAHHE.

Bpemennn xenn tpaOea Aa n30arear GopapeHeTo ¢ HHTOTOKCHYHHY areHTH.

Beexu cuynen xoHTeliHep TpAOBa na ObAe TPETHpPaH ChC CBUIOTO BHUMAHKE U OLIEHABAH KATO
KOHTaMHHHPaH OTIATEK.

KoHTaMHHHPAHHAT OTNAXBK Ce CHXPaHABRa B NOIXONAEO 0003HaveH TEBP/ koHTelHep. BHk no-zony
"OrcrpanaBatie”,

I1pH KOHTAKT HA KOHLIEHTPATa Ha OKCANTHIIIATHH - HA ITBPBOHAYAIHO MPHIOTBEHHA PA3TBOP HIH KpakHHsA
HHdY3HOHEH PA3TROP, € KOXATa, He3abaBHO MACTOTO ce H3MHBa 00UNHO ¢ Boja. [1o chllMg HauHH ce
HOCTENBA PY KOHTAKT C JXraBULMTE.

Tean mepku TpabBa Ja ce cNaspar B CbOTBETCTBHE ¢ MECTHHTE pasnopentH 3a paboTa ¢ HHTOTOKCHYHH
MPOAYKTH.

CoenuaiHi DPenopbLKH 32 NPHJICKEHHE

- HUKOI'A na Re ce moisBar HHXEKIHOHHH MATepHalIH, ChABPKALIH ANyMHHHI.
- HHKOT'A na ne ce npunara HepaspeneH.

- HUKOT'A na ne ce pasrBaps HIH paspexaa 3a uH$py3us ¢ ¢uznonoriyed pasrsop.

- HUKOT'A 1a He ce cMecBa € Apyrd ASKapeTBeHN IPOAYKTH HIH 14 ¢€ IPHNara eJHOBPEMEHHO NPe3 eAHa 1
ceia uHdry3noHHa cHcTeMa (CnenranHo ¢ 5-uyopoypauns, pasTBOPH Ha OCHORE, TPOMETAMON K
ChE/IMHEHHA Ha (PONKHHOBATA KHCENHHA, ChABLPKAILH TPOMETAMOI KaTO ITOMOIIHO BEIECTBO).
OxcalMnIaTHH MOXE Ja Ce NIPHIAra ¢AHOBPEMEHHO ¢ (JOTHHOBA KMCENHMHA, KaTo NPeIH MACTOTO Ha
HHXKEKTHpaHe ce NocTaBd Y KOHEKTOp, TaKa He JBaTa NeKapCcTBSHH MPOAYKTa Ad HE ce '
HHGY3HOHHA JIHHHS.




(dH3HONOrHYEH PA3TROP WIH AIKATHH Pa3TBOPH.

- 1A CE npoMue cHcTeMaTa npeau NPHIAraHeTo Ha OKCATTHNIATHH.

- JA CE u3nonssat camo NpenopbuBaHHTe Pa3TBOPHTEAH (BHKTE MO-10TY ).

- [Ipu ycTaHOBABaHe Ha yTalika B pa3TBOpPA TOH He Ce MPIJIara H ce YHHIIOKABa N0 BCHYKH NpaBHia 3a
ONacHHTE OTNARBUH (BIKTE NO-A0TY).

IIpEroTenne Ha pa3TBOpa

- PastBopuTenuTe, KOHTO MOTAT [a Ce H3MON3BAT 3a MPHIOTBAHE HA pa3TBOpA, Ca BoJa 3a MHXKEKLUH Win 5%
pa3TBOD Ha FIOKO3a.

- Oxcanunnaran-Yaiikagapma 50 mg: nobass ce 10 mi ot pa3TeopuTens A0 JOCTHraHe HA KOHLIEHTPALHA OT
5 mg/m] oRCaNTHINATUH.

- Oxcaymnnarun-Yaiikadapma 100 mg: no6aps ce 20 ml oT pasTBopuTENa A0 AOCTHIAHE Ha KOHICHTPALHA
oT 5 mg/ml okcanunIaTHH.

Ot MUKPOOHOIOFHYHA IMIeQHA TOYKA NONYYeHHAT pa3TBop TPAOEa fa ce pa3pe/in HertoCPeICTEEHO NpeaH
ynotpeba ¢ 5% pasTBop Ha riwKo3a.

Tpean ynotpeba ce npoeepsasa BusyanHo. [Ipunarar ce camo Guctpu pasTBopH Ge3 yralika.

PasTBOpPLT ce MpHiara €XAHOKPATHO, HEMOCPEACTBEHO CIel IPUroTBANeTO My, HensnonssanuaT pasteop ce
H3XBBHPAA.

Pazpexnane npean naQy3u:
PasTRopenusT npoaykT BbB dnakona ce paspexaa ¢ 250 ao 500 mi 5% pasteop Ha rmokosa 10 JOCTHraHe
Ha KOHIeHTpanus He no-Hucka ot 0,2 mg/ml 1 ce BbBexkaa Ype3 HHTpaBeHO3HA KRdY3us (BukTe T.4.2).

Cnen paspexiaHe ¢ 5% pasTBop Ha IIIOK034, (PHIHKO-XHMHYHATA CTAOMWIHOCT € Aoka3aHa 3a 24 1aca npH
TeMIepatypa mexny 2°C u 8°C u MakcHMyM 3a 6§ vaca mpr 25°C.

Ot MHKpOGHONOrHYHA H XHMHYHA CeAHA TOYKA TO3H pasTBop 33 HHy3ua Tpabea aa ce NpPHIOKH

He3alaBHo.

AKO He ce U3T10/13Ba BedHAara, BpeMeTO H YC/IOBHATA HA ChXPaHeHHe npelH ynoTpeba ca OTTOBOPHOCT Ha
npunaramua npoaykra. CeXpaHeHHETO HA pasTBoOpa He TpAOBa Na npepullaBa 24 yaca IpH TeMIEpaTypa
mexay 2°C u 8°C, ocBeH ako pa3speXXAaHETO He Ce H3BBPLIBA NPH KOHTPOJIHPAHH H BATHAHPAHH aCCNTHYHH
YCIIOBHSL.

OueHeTe BH3yAIHO pasTBOpa NpeaH ynotpeGa. ITpunarar ce caMo OHCTpU pa3TBOpH, 6e3 JaHHM 3a yTasinaHe,
PasTBOpBT ce mpunara eJHOKPATHO, HENOCPEACTBEHO el npHroteaneto My. Hewsnonspanuar pasreop ce
H3XBbPIA.

HHUKOI'A na ne ce #3nonspa GpU3HOIOrHYEH PASTROP 33 PA3TBAPAHE WIH Pa3pekiaHe.

Hudysnn:

BbBexaHeTo Ha OKCANHILIATHH He H3UCKBA MPeABAPHTENHA XHAPATALHA.

OxcanunnaTud ce paspexkna ¢ 250 no 500 mi 5% pasTBop Ha NNOKO3a 33 ZOCTHIAHE HA KOHLEHTpalus He
no-Hucka ot 0,2 mg/ml, ¥ ce BEBeXAA B nepudepHa BEHA WM LUeHTpaneH BeHO3CH BT B IPOABIDKEHHAE HA 2
Zo 6 yaca. Korare okcanunnatus ce npunara ¢ S-payopoypalna, HH(pyIHITa ¢ OKCAIHNNATHH TpiOBa A2
Opeaxox/ia Ta3H Ha S-(Iryopoypauu.

OrerpansBaHe HA OTOATLUNTE;
OCTaTh4HK KONHYECTBA OT NEKAPCTBEHHA NPOAYKT, KAKTO M BCHYKH MAaTEPUANH, KOHTO ¢a H3ION3BAHY [P
IPHTOTBAHETO, PA3PEAIAHETO H BbBeKIaHeTo, TpaOBa Ja ce YHHILOXKABAT IOCPEACTBOM CTaHAAPTHUTE

OONHHUYHH NPOLETYPH 38 UHTOTOKCHYHH aTeHTH, B ChOTBETCTBHE ¢ HApeADHTE 3a OTCTPAHABAHE HA BPEHH
OTNATBLH.




7. IIPHTEXATEJI HA PAIPEIIEHHETO 3A YIIOTPERA

“Yaiikadapma BacokokauecrseHure Jlekapersa” AJl
6yn. “T'. M. JQumurpop™ Ne 1

1172 Codms

brarapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

Oxcannnnatun-Yaitkagapma 100 mg npax 3a nndy3suonen pasreop — 20110481
Oxcanumnatun-Yaitcadapma 50 mg npax 3a undysnonen pazreop — 20110480

1

9. JATA HATIBPBO PAIPEHIABAHE/IIOTHOBSABAHE HA PASPENNIEHHETO 3A
¥NIOTPEBA

Jlara Ha mepBo pa3peitasane; (9.08.2011
JlaTa Ha mocnexHo noAHoBABaHE: 07.06.2017

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
Arnpun, 2019




