WETHOTREXAT LACHENA 50

1/ riakoHu

CoecraB
1 @JiakKoH Cbabpxa
meToTpekcate (methoirexate) 50 mg
HaTpueB xnopua (sodium chloride) 34,4 mg
Methylparahydroxybenzoaie 3,2 mg
Propylparahydroxybenzoate 0,8 mg
sodium hydroxide o pH 8,4

JiekapcTBeha ¢dopma U cbabpXXaHue
lNpax 3a HXeKLIMoHeH pasTBRop.
OpwuirHanHa onakoBka- 10 drakoHa

MpowsBoguTest 1 NpUTeXaTten Ha paspelleHneTo 3a Yynotpeba
PLIVA — Lachema a.s.
Karasek 1
621 33 Brno
Czech Republic

LehctBne
INekapcTeeHuAT nponyKt Methotrexat Lachema 50 npax 3a uHx. pasTBop e aHasor
Ha ¢onueBara KWcenuHa, aHTUMETabonWT, MOAXOAAll 3a JieYeHWeTo Ha MHOro
3noKayecTBeHr 3abonsBaHus. MexaHusMbT Ha [OEAcTBUE Ha METOTpeKkcaTa ce
ObMKM Ha KOHKYPEHTHOTO MHXMBMpaHe Ha eH3uma guxmapodonarpefykrasa, KoWTo
npeBpbilia Gosnuesara KuceninHa (M anxuapodonuesara) B TeTpaxnipodonvesa,
KOATO € BaxkeH kodakTop 3a MeTabonmusma Ha epHOBbIMepoJHuTe Fpyni,
HeoBxonyMy 3a BUOCUHTE3NPaHeTo Ha nypubute. KpaiHusat ed@eKkT e UHxmonpaHe
cuHtezata Ha OHK v knetbuHoTo geneHme. MeToTpekcarta ceneKtuBHO uHXuénpa
KNeTh4HOTO fenieHne BbB dasa S Ha KAeThbYHWA LVKDBI, NPU KOETo aKitUBHO
nponugepMpalTe  TbKaHW ca  MO-YYBCTBUTENHW  Ha  JENCTBMETO  Ha
aHTUMeTabonuTa. MeToTpekeaTa nNnpoHUKBa B KneTkara upesa akiuBeH TpaHCnopTeH
MEXAaHW3bM, KaTo YBPEAEHNTE KIETKU MPOosBaBaT YCTOMUMBOCT KbM METOTpeKcaTa.
YcTonumBocTra MOXe [a 6bAe NpPeoposfisHa upes MPEeKOMEpHO TOoBueRke Ha
aosara. TpunioyKeHnetTo Ha Kajuves GonvHaT ¢ MOoBTapslln ce Mankyu 03U MOXKe
Jia NMpexpaTtn JeiCTBUETO Ha METOTPEeK caTa B HOpManHuTe KneTky,
TPaHCMOpPTEeH MexaHu3bM Kanunesus GonmHaT He NPOHUKBa B




Ha ToBa e OCHOBaH NpuHUMNA Ha NPUNaraHeTo Ha BUCOKUTE (rpamoBi) AO3W
MeToTpeKear.

dapMmaKoKuHeTKa
Cnep, napeHTepanHoTo NPUIoXXeHne, MeToTpeKcaTta JoCTUra MakcuMariHn cepymMmHu
KOHLUEHTpaLMg MeXgy NMonoBuH A0 eduH Jac.. JlekapcTBoto ce enuMuHupa 4pes
6u6peunTe (rNomepynapHa ¢ounTpaumua K TyOynapHO eKCKpeThpaHe), Manko
KONMMYECTBO Ce efIMMWHMpa upes depHua Opod (okonio 6%). [o 24 uaca cref
ApunaraHeTo ce enuMuHnpa 50% 1o 80% OT NekapCcTBEHOTO BEUIECTRO.

MNokasaHus

Methotrexat Lachema 50 npax 3a WHXEKLIMOHEH pasTBop, € MpPOTUBOTYMOPEH
NeKapcTBEH NPOAYKT OT rpynara Ha aHTUMETabosIUTUTE, KONTO Hamupa MpunoXxexe
B JIEYEHWETO Ha MHOro 3MoKauecTBeHM 3abonsBaHusg 1 MOXXe Aa Oble UanonsBaH
CaMOCTOSATENMHO W KAaTO BaXKHA CbhCTaBHa 4acT Ha KoMGuHMpaHa XumuoTepanus.
Mpunara ce nNpegMMHO NpW JieyeHne Ha TpogobdnacTHa BH0JiecT, KapuMHOM Ha
repAara, ocTpa numdobnactHa 1 MUenobnacTHa JIeBKo3a, ManurHeHu numdeomn,
3MOKAYECTBEHY TYMOPY Ha KOCTWUTE M MEKWTe TbKaHW, 3/ioKayecTBeHu Tymopu Ha
6efnMTe OpOoGoBEe W KOXaTa, 3foKayecTBeHW TYMOPM Ha fnaeata u Wwuata U B
HanpenHan cTaguil Ha MMKO3NC dyHromgec.

lMpoTuBoOnokKasaHus

MeToTpekcar He ce npunara npy 6peMeHHy 1 KbpMauky, 605HU C yBpexpaHus Ha
YepHUs Opo6 1 BLBPELUTE Y NPU HAKOW XeMaToNOMMUHN YBPeXKaaHia (xunonnasms
Ha KOCTHUSA MOS3bK, NTEBKOMNEHNS, TPOMBOLIMTONEHNS NN aHeMUs).

CneuvanHo BHAMAaHWE e HeoBXOAMMO Npy NpUnaraHeTo Ha MeToTpeKcar Ha BofHY,
cTpafaum oT MHdeKuMr, cToMallHa 1 AyofeHanHa s3Ba, YNLepo3eH KonuT, o610
TEXKKO ChCTOSHKE, U3paseHa MMYHHa HefoCTaTbuHOCT WU CBPBLXUYBCTBUTENHOCT KbM
MeToTpeKcara.

JlexapcTBeHNn 1 ppyrn B3anMonencTBNA
MoBULIEH TOKCUMYHM NEKapCTBeHW B3auMoAefiCTBUA MOratr [a ce nospaT npu
gJIHOBpEeMeHHaTa yrotpeda Ha MeToTpekcar C HecTepougHW MpoOTUBO
Bb3NANUTENHN  NeKapcTBeHu npopykin  (canmumnath v deHunéyTasoH),;
TeTpalMKMMHK, XnopaMmoeHnKon, TpuMeTonpum-cyndamerokcason; cyndoHamvan;
nMapaaMHOGeH30eHa KnucenvHa W JBudeHunXugaHTyuH. ButaMuHHn  nponyKTy,
cbabpXaly onveBa KuceanHa WK HelHW NPOW3BOLHM, MOrat [a NoHwkKar
OEeACTBUETO Ha FlIeKapCcTBEHWA NPOLYKT.




CrielnanHn MpepynpexaeHuss oTHOCHO yrRoTtpebara

Methotrexat Lachema 50 npax 3a MHXXEKUWOHEH Pa3TBOp Mo)Ke Aa 6bfe npunarax

camMo OT KBarmuuMpaH nekap chneuvanuet,a npu geuarta oT Keanuduuupax

neauaTbp ¢ ONMUT B M3MOMN3BaHETO Ha eKapCTBeHYS NPOLYKT.

Mo Bpeme Ha neuyeHMETO C BUCOKW 103K C MeTOoTpeKcar, 60fHUAT TpsbBea fa obAe

MoA HenpeKbCHAT JIEKapCKM KOHTpon. Heo6xopumMo e fda ce crieqn CToMHOCTTa Ha

pH Ha ypuHaTa Ha 605HMA 1 Ypes Noaxonaiun HOY3MOoHHK pas3TBopK ce ocurypsea

HelHaTa ankanusauvs. [penn, no BpemMe KM cned NPUKIIoYBaHe Ha fevyeHneTo ¢

MeToTpexcar TpabBa ha ce M3CnepBaT YepHOOpoGHUTE 1 Gb6peunuTe GYHKLUUM,

KpbBHATA KAPTKHA KaxkTo W PEeHTreHONorMuHo u3cneasane Ha 6enmre gpobose.,

He ce npunara vHipatekanHo. 3a WHTpaTekanHo npurioXeHue Tpa6sa fa ce

M3NoJI3Ba camMo fiekapcTeeHa Gopma MeToTpeKeaT NHXEKLUMOHEH pasTBop.

He ce npenopbuBa yrnoTpebarta Ha ankoxon MO BpeMe Ha JieyeHUeTo ¢
. MeToTpeKcar.

BpemeHHOCT M KbpMeHe
Methotrexat Lachema 50 npax 3a MHXeKUKMOHeH pas3TBop € NPOoTUBONOKa3aH rpu
GpemMeHHOCT. Tepanusita C€ MeTOTpeKcaT Mo . BpemMe Ha KbpMeHe e
NPOTMBONOKasaHa, nopaan Bb3MOXHOTO NpeMuHaBaHe Ha NieKapcTBeHUA NPORYKT B
ManYMHOTO MITAKO.

BrinsHne BbpPXY CHOCOGHOCTTa 3a WwodupaHe N pabota ¢ MalHIHW
Crnioco6HoCTTa 3a WodupaHe 1 paboTa ¢ MalvH MOXKe Aa 6bae HapylleHa no
Bpeme Ha NEeUeHNETO C METOTPEKCAT.

JlosayipoBKa N HauMH Ha ynotpebda

. FNekapcteennsT npoaykT Methotrexat Lachema 50 npax 3a nHX. pasTBop MOXe fla ce

npunara WHTPaMYCKYNHO, WMHTPaBeHO3HO WiW WHTpaapTepuanHo.He ce npunara

VHTpaTeKanso. 3a WHTpaTteKanHo MpuioXKeHue TpAbsBa fa ce MW3Mnonssa camo

neKapcTReHa Gopma MeTOTpeKcaT WHXEKLVIOHeH pasTBop.

Mpy XxvmuoTepanuaTa Ha pasfuuHUTe BUAOBE 3NOKAYeCTBEHW obpasyBaHus ce

npunarar MHOAMBUAYaHN CXEeMU Ha fleyeHne, KOUTO BMHary ce onpenensat OT JieKaps

CReLnanunucT.

JosupoBKa:

TpodobnacTHa 6onecT: [Nperopbisa ce AHeBHa 103a oT 15-30 mg MHTPaMYCKYSTHO 3a

5-OHEBEH fieyebeH Kypc. ManckeBa ce Takbs Kypc Aa ce 1osTaps O6UKHOBEHO 3-5

MbTI C NepMof Ha NOUMBKY MEXAY KYPCOBETE efiHa Uik NoBeyve ceammLn.

EdbekTbT ©OT Tepanusara Cce OueHsBa 4Ype3  KONMMUecTBeH  aH

XOPUOHroHanoTponHus xopMoH (HCG) B ypuHaTa,KOMTO TpsbBa fa




HOpManHWTe cu CTOMHOCTA WM Oa cTaHe no-manko or 50 1U/24 vaca cnef
MpoBeXXpaHeTo Ha 3-Tns UK 4-Tus Kypce Ha feueHue.

[TbnHO o6paTHO pasBUTUE HA U3MEepUMKUTE Ne3un OBMKHOBEHO ce Ha6niogasa 4-6
CEAMWLIM NO- KbCHO.

Mo-BUCOKN po3u 60 mg MEeTOTpeKcaT WHTPaMyCKYMHO Ha BCEKWM 48 yaca 4YeTvpn
NbTI,OCHEABaHN OT MHTEH3MBHA NPOTEKTMBHA Tepanusi ¢ KanuneB ¢onuHat. Tosu
Kypc Tps6Ba fa 6bAe MNoBTapsH Ha 7 OHEeBHU uHTepBany, [0 Bb3CTaHOBRBAHE Ha
HopManhuTe cToiHocTh Ha HCG B ypuHata.

OCHOBHOTO MNpeaM 3arnouBaHe Ha BCEKW TeparneBThdeH Kypc € fga ce Hanpasu
BHUMAaTENHA KIMHWYHA OLEeHKa.

KapLyHom Ha rbppata: OT 10-60 mg/m? UHTPaBEHOSHO Mo CXema.

3nokayecTeeHn TYMOPWU Ha apaTta K wwugra: OT 240-1080 mg/m? VHTpaBeHo3Ha
NHY3NA.

3rnokavecTBeHN TymMOpM Ha KocTtute . [IbpBOHavanHa [osa 3a BWCOKO [O030BO
neueHre 12 g/m® upes 4 yacora MHdysua. [losaTta MoXe [a 6bae rnoBulleHa o 15
g/m?. KypchT Tps6Ba a 6bAe MoBTopeH cnef enHa ceaMuuia.

Mukosauc ¢yHrongec : Karo antepHatyba Ha hnepopanHara Teparnvs, MeToTpekcara
MOXE Aa ce ripunara B go3a 50 mg vHTpaMyCcKyfnHO BeAHbX B ceamiuuara unm 25 mg
2 MbTN ceaMUnYHO.,

[Mpy fieyeHue c BUCOKM OO3U e HEeOoGXOOMMO pja ce NpUioXu Kato npepnasHo
fedveHne KanuveB donuHar. TOM ce npunara o6MKHOBEHO OT 6 o 8 uvaca cneq
nHdysuATa ¢ MeToTpeKcaT B NPoAb/iKeHne Ha 48 [o 72 vaca, B gosa ot 3mg go 40
mg/m2 B 3aBUCMMOCT OT [j03aTa Ha METOTPEeKcaT, Hal-4ecTo B MHTepsasnm oT 3 10 6
yaca. [pn npunaraHeto Ha OCOGEHO BUCOKW [O3W METOTpeKcaT, [o3upaHeTo Ha
Kanumee GONMHAT € HeoBXxoovMo fa Ce npeleHsBa Bb3 OCHOBa Ha HenpekbcHar
KOHTPOI Ha KOHLleHTpaLmaTa Ha MeToTpeKcaT B KpbBHUS CEPYM

Mo Bpeme Ha fEYEHWETO C BMCOKM [O3U MeTOTpeKcaT € Heobxoaumo pa ce
KOHTPONMPa CbCTOSHUETO Ha GOMHUS, NMPedy BCOUYKO ¢YHKUMSTa Ha GbbpeuuTe,
HMBOTO Ha MeTOTpeKcaTa B KpPbBHMA CepyM W nNpunaraHeTo Ha mNOAXOAALLN
MHQY3WMOHHY pasTBopK, yCUnBawy [uypesarta W ankanHocTra Ha ypuhara, Ha
CTOMHOCTW MO-BUCOKW OT pH 7. ArikannavpaHeto ce NpoBexaa Hanpumep 4pes
nHpy3us Ha pastsop Ha NaHCO; (20 o 25 mmol/l) B konuuectBo 3 I/m? 3a 24 yaca
nnu 4pes nepopanHo npunoxedne Ha NaHCOz B nosa 3 g 3a 4 go 6 uaca, Kato
MPUIOXEHUETO € HeobXoOoMMo fa 3anoyHe Npeay HavanoTo Ha JfeuveHneto ¢
metoTpexcar, KontponsT Ha pH Ha ypuHarta ce nposefa OB6UKHOBEHO eMH 4ac
crnen nipynoxeHveto Ha NaHCOs;. Tpu geuara ce npunarat [O3U W3UMCHSHU B
3aBUCHMOCT OT MOBbPXHOCTTA Ha TASIOTO, CTIOPE OTAENHUTE CXeMY 3a OO3KpOoBKa.




Mpenopbkn npu ynortpeta
Pa3TBopbT TpaA6Ba a ce yrnoTpedu [0 24 uaca cfel OTBapsAHEeTo Ha dnakoHa «
paspexxpaHeTo My 3a uHdysus.
B cnyuain, ue pasTBOpbT He 6bfe NPUNOXKEH BefHara cref oTeBapsaHe U
paspexpaHe, TPAOBa fa ce CrasaT CTPUKTHO YCnoBUATa 1 BPeMETO 3a CbXpaHeHne
My. To3M nepuofl Ha cbXxpaHeHve He TpAGea f[a MpeBullaBa 24 vaca MpU
Temnepaiypa ot 2°C o 8°C.
AKC Mo BpeEMe Ha CbXpaHeHWeTo Ha pasTtBopa (80 24 yaca OT OTBApsHETO U
paspexgadHeto npu i 2-8°C) ce noseu MombTHABaHe, TOW He Tpa6Ba fga 6bfe
N3MOA3BaH.

lNpepnosupane
EdekTBeH neKapcTseH MPOLYKT, KOUTO HeyTpaluanpa TOKCUYHOTO AencTBME Ha
. MEeTOTpeKcaTa 1 MOXKe fa 6bae NpUIoXKeH Npu BCAKO Npefo3upaHe ¢ MeToTpekcar
€ Kanuues onunHar.

Hexxenaln neKapcTBeHN peakuun
MNosiBaTta ® cunara Ha HeXenaHwTe MeKapcTeeHK peakuun Ha MeToTpeKkcara
3aBUCAT MPenu BCUUYKO OT [03aTa, NPOOBIDKUTENIHOCTTA Ha NPpUNOXKEHUETO U
06LLOTO ChCTOAHUE Ha BOMHKSA,

[naBHo ce TosIBABa TfageHde W MoBpbllaHe, UPeBHW  pascTponcTBa,
racTpOVHTECTUHANHO KbpBEHE U yrillepauun, OTnagHanocT,BUcoKa TeMneparypa 1
MICHWKEeHa YCTOMUMBOCT CHpsAMO MHOeKluu. Ha Koxara morar ga ce nossaT
obpusu. Ovbenssada e nNoBWlleHa (OTOYYBCTBUTENIHOCT,  QYPYHKYNO3a,
nenurMeHTalMs Ha KoxKarta M Koconap.
MeToTpeKcat MoXe Ja Npean3Buka MSMeHeHNsa Ha KpbBHaTa KapTuHa, Xunoriasus
Ha KOCTHWS MO3bK C NEBKOMEHNS 1N TPOMOBOLUUTONEHNSA C NOBULLIEHa CKIIOHHOCT KbM
. KbpBeHe. CMyLleHA B AefHOCTTa Ha 6bopelmTe MOXe [a Ce MosiBU B pesyniaTt Ha
CbCMpBaHe Ha MeTabonMTuTe Ha MeToTpekcata B 6bbpeuHuTe KaHanueta npw
KMCEna peakums Ha ypuHata. 3atoBa ce npefopbyBa CbOTBETHaA Xuaparauus 1
ankanusaums Ha ypuHata. XenaTtoToKCUYHOCTTA Ha JISKapCTBeHUs MPOOyKT MOXe
Oa fosene Ao atpodus Ha yepHoapobHata TbkaH, HEKpo3a, umposa, MoXke Ha ce
NOsIBY U UMCTUT, XUNepypukKeMus, onurocriepMmus, HapyleHms Ha MeHCTpyanHua
UVKbA, 6e3nnoave. Morat ga cé nogBaT AuxatenHu HapylleHus, nHTepcTuymantia
MHEBMOHMS U XPOHNUYHO OBCTPYKTMBHM 6eflofipo6Hn 3abonssaHns. Bb3gencTeueTo
sbpXy LIHC ce npogsaea ¢ rnaso6osnne, CbHMBOCT, HapyileHue Ha 3peHneTo,
ajasua, napesa unu criasmy 0cobeHo npy GonHuTe cnefi otnbuBaHe Ha rmaeara u
rpLBHAYHNS CTbIID.

CrniellyanHy ycnoBlisf Ha cbXpaHeHne




Methotrexat Lachema 50 npax 3a MHXeKUMOHEH pasTeop Ha Ce CbXpaHaABa B
opurMHanHa OnakoBKa Ha 3alluTeHO OT CBeTiHa MSACTO Mpu TeMnepatypa fog
25°C.

Cpok Ha rogHocCT

3 rogviHn
Ila He ce ynoTpe6ssa cref 065BEHUs Ha OnaKoBKaTa CpoK Ha roaHocT!
Jla ce cbxpaHsBa Ha HeqOCTbITHN 3a Jeua mecTal

[ata Ha nocrnefsara pepakuvisi Ha nMcroBKara
2003 r.




