e T METHOTREXAT -LACHEMA,
VLT L i dakok

Creras

1 GnakoH copbpxa:

METHOTREXAT LACHEMA 5

meToTpekcate (methotrexate) 5 mg; HaTpues xnopuy (sodium chloride) 16,5 mg;
HaTpueBa ocHora (sodium hydroxide) no pH 7,5; Boga 3a uHxekuuu no 2 ml

METHOTREXAT LACHEMA 20
meToTpekcare (methotrexate) 20 mg; HaTpues xnopug (sodium chloride) 14 mg;
o HaTpnesa ocHosa (sodium hydroxide) o pH 7,5; Bopa 3a ukxekumuy [o 2 mi

METHOTREXAT LACHEMA 50
meToTpekcare (methotrexate) 50 mg; HaTpues xnopup, (sodium chloride) 35 mg;
HaTpueBa ocHoBa (sodium hydroxide) no pH 7,5; Boaa 3a nixekLuv oo 5 ml

JIlexapctBena dopma U cbabpXXaHue
Pas3TBOp WHXEKUMOHEH.
JKbAT DO XbATO-KapsB pasTsop.
OpuruHanHa onakoska- 10 dnakoHa

MpounsBoanTen 1 MPUTEXATen Ha paspelieHUETo 3a ynoTpeba
PLIVA — Lachema a.s.
Karasek 1
. 621 33 Brno
Czech Republic

LeiricTBre
JlekapcTeeHuaT nponykT Methotrexat Lachema e aHanor na ¢onueparta KUCenmHa,
AHTUMETABONNUT, NOOX0ONAL] 33 JISYEHWETO Ha MHOTO 3NOKaueCTBeHU 3abonssaHns,
MexaHn3ambT Ha [elcTBUe Ha MeToTpeKkcaTta ©e [Ob/KWM Ha KOHKYPEeHTHOTO
MHXWGMpaHe Ha eHsumMa auxuppodonarpenykrasa, Konto npespbula donverara
kucenvHa (Unn guxyppodonuesara) B TeTpaxuppodonvesBa, KOsiTo € BadkeH
Kopakiop 3a MeTabonnama Ha egHOBbIMEepofHUTe rpyny, HeoGxooumMn 3a
éMocuHTE3NPaHeTo Ha nypuHute. KpaihvsaT edekT & nHXubupaHe cuHTesata Ha
JHK n knetbuHoTo peneHue. MeToTpexcara CEenekTUBHO WHXubupa




ThKaHu ca Mo-YyBCTBUTENHM Ha OENCTBMETO Ha aWtumeTaconuta. MetoTpekcara
MPOHVKBA B KNeTKarta uypes3 akTuBEeH TPaHCropTeH MeXaHW3bM, Karo yBpedeHuTe
KNeTKY MposIBSBaT YCTONYUMBOCT KbM MeTOTpeKcaTa. YCTORUMBOCTTa MOXKe da 6bje
NPeoHoiisiHa Ypes MNpekoMepHO NoBuULlleHne Ha Ao3arta. [punoXeHneTo Ha Kanuves
donuHaT C TMOBTapfAllld ce Manky [03K MOXe [a Npekpatn OelcTBUeTo Ha
MEeTOTpeKcara B HOpMarnHWUTe KIeTKi, HO Mpu HapylleH TpaHCMNopTeH MexaHl3bM
KanuueBusi GOfMHAT He MPOHWKBa B TyMOpHUTE KneTkn. Ha ToBa e ocHosad
NPUHLUMNAa Ha NpuiaraHeTo Ha BUCOKUTE (rpamoBy) 0O3K MeToTpeKcar.

DapmaKoKuHeTHKa
Crieq, napeHTepanHoTo NpUNoXKeHne, MeToTpeKcara JoCTUra MakCumarnky cepyMin
KOHLIEHTpAaLUMs MeXay MOAOBKWH [0 eduH vac.. JIeKapcTBOTO ce eNMMUHNpa 4pes
6ubpeunTe (rnMomepynapHa ¢unTpaums U TyGYyrnapHO eKCKpeTupaHe), Maliko
KOAMYECTBO C& enMMMHMpa 4pes3 uepHus gpob (okono 6%). Hdo 24 uaca cnep
. npunaraHeTo ce enuMmuHnpa 50% Ao 80% oT neKapcTBeHOTO BELIECTRO.

lNokazaHns

Methotrexat Lachema pasTBOp MHXEKUWOHEH, € NPOTUBOTYMOPEH IeKapcTBeH
NMpoaykT OT rIpynata Ha adTuMeTadonuTuTe, KOWTO Hamupa npuiioykeHuwe B
nevyeHneTo Ha MHOIO 3fI0KauyecTBeHu 3abonsBaHns M MoXke pa 6bae uaronisBaH
CaMOCTOSATENIHO UMY KaTo BaXkHa CbCTaBHA YacT Ha KOMOGMHUpaHa XvuMuotepanns..
Mpunara ce npegMMHO Npu nevyeHue Ha TpodobnactHa 60NecT, KapuuHOM Ha
rbpaata, ocTpa hiumdobnactHa n MUenodnacTHa 1eBKo3a, MeHuHreanHn dopmu Ha
NeBKO3a, ManurHeHr nnmmdboMy, 3noKauecTBeHUW TYMOpW Ha KOocTUTe W MeKuTe
TbKaHl, 3/0Ka4ecTBEeHN TYMOpK Ha GenuTe OpoboBe K KoXKara, 3noKauecTBeHU
TYMOpPM Ha [TiaBara M LMsTa M B HanpegHas ctaann Ha MUKosuc dyHromaec.

MNpotnBonokasakus
MeToTpeKcar He ce npunara npy 6pemeHHN N KbpMmaudkn, 60MHN ¢ yBpeXxKpaHnus Ha
YepHUsl AP06 U GBLEPELNTE N MPK HAKOM XeMaTONOTMUYHK YBPEeXaHus (Xunonnasust
Ha KOCTHIS MO3bK, 1IEBKOMEHUS, TPOMBOLIMTONEHNS Uk aHeMNst),
Crieunanyo BHUMaHKe e Heo6XoaMMe MPK NpunaraHeTo Ha MeToTpeKcaT Ha 6oMHY,
cTpapally OT UH$eKUnn, CToMalliHa K flyoaeHanHa f3Ba, YILepo3eH KoIuT, oblo
TEXKO CbCTOSTHUE, M3pa3eHa UMYHHa HEeOOCTaTbUHOCT Y CBPbXUYBCTBUTENIHOCT KbM

MeTOoTpeK carta.

flekapcTBEHN M AOpYyr B3anMoaencTBUS
FTOBMILIEHN TOKCWYHM JIeKapCTBEHW B3auMOZEVCTBUA Morar [a ¢e nossat Mpu
e0HOBpEeMEHHATa VyroTpeba Ha MeToTpekcar ¢  HeCTepouf
Bb3ManuTeriHK  NekapciBeHu npogykth  {canvumnaty v def




TeTpaUVKIMKBW, XnopamdeHnkon; TpUMeTonpuM-cyndameToKcasorn; cyndoHamuam;
napaamMmHobeH30eHa KucesivHa W OupeHUNXNAAHTYUH., BUTammHHW  TIPOAYKTY,
cbhabpKal ¢osieBa KUcenMHa W HelHM [POW3BOAHKW, MOFaT Sa ROHWwKaT
ASVCTBIETO Ha NeKapCcTBeHs IPODYKT.

CrneumanHy NpeaynpeXxpeHna oTHOCHO ynotpebara
Methotrexat Lachema pasTBop MHXeEKUMOHEH MOXKe ha 6ble npunaraH camo OT
KBarmmbMumMpaH nekap cheuvanuct,a nMpyu pgeuara o7 Ksanuduuupas neguarbp C
ONUT B K3NON3BAHETO Ha feKapCTBEHNSA MPOAYKT.
Mo BpeMe Ha NeYeHMETO C BUCOKM O03W C METOTPEeKcar, BonHUAT TpsbBa ja 6bae
Flo HENPEKbCHAaT NieKapCkn KoHTpon. Heobxoaumo € ga ce cneay CToMHOCTTa Ha
pH Ha ypuHarta Ha GonHNA 1 Ypes MOAXOAALLN UHPYIVOHHK PasTBOpU ce ocurypsasa
HenHaTa anKanmsauys, flpegu, no Bpeme way ciief NpuKnioyBaHe Ha neveHneTo ¢
MeTOTpeKcaT TpsabBa fa Cce W3CcnedBaT 4YepHOOpoGHWUTE K GbbpeuHuTe GyHKUMK,
KpbBHATA KApTUHA KaKTo W PeHTIEeHONOMMYHO 1adcnensaHde Ha ernure gpoéose
He ce npenopbdea ynorpebata Ha ankoxon Mo Bpeme Ha Ne4YeHueTo ¢
MEeTOTpeKcar.

BpemeHHOCT N KbpMeHe
Methoirexat Lachema pasTBOp UHXEKUMOHEH € NPOTMBONOKa3aH Npy 6peMeHHOCT.
TepanusTa ¢ MeTOTpeKcar Mo Bpeme Ha KbpMeHe € MpoTUBONOKasaHa, rnopajw
Bb3MOXKHOTO MMpemMiHaBaHe Ha jiekapcTBeHus NPOOYKT B MauWHOTO MIISKO.

BrnvsHue BbpXy cnocoGHocTTa 3a WodupaHe W padota ¢ MalliHn
CriocobHoCTTa 3a wodupaHe 1 pabota ¢ MalWlkHu MOXKe ga 6bae HapylueHa ro
BPEME Ha JNIe4YeHUeTo ¢ MEeToTpeKcar.

JosnpoBka KW HauyllH Ha ynorpeba
JtekapctBennaT npopykT Methotrexat Lachema MOXXe [ha ce npunara
WHTPaMYCKYIHO, MHTPaBeHO3HO, MHTpaapTepranyo iy NHTpaTekanto,

Mpu xyMuoTEpPannuaTa Ha pasnuvHuTe BUAOBE 3/10KAUecTBeHW obpasyBaHusi ce
npunarat WHEUBUOYanHY CXeMU Ha NeveHne, KOWTO BUHAr ce oipenenar ot iexaps
cneumanucr.

IoaunposKa:

TpodobnacTHa 6orecT: lNpenopbysa ce AHeBHa fo3a oT 15-30 mg MHTpamycKynHo 3a
5-nHeBeH nedveben Kypc. Vanckea ce Takbe Kypc [a ce rnoBTaps OBUKHOBEHO 3-5
ObTH C Neprorn Ha NOYNBKK MeXKaY KYPCOBETEe efHa KWiv noBeve cegmuin.
EdekibT o©OT TepanusAta ce OleHsABa 4Ype3 KOMMYecTBeH  aHanus
XopuoHroHapoTponHus xopmon (HCG) B ypuHata,KoOMTo TpadBa [a cg




HOpMariHWTEe C¥Y CTOVWHOCTY Wi fa ctadHe ro-manko ot 50 IU/24 vaca cnep
MPOBEXAAaHETO Ha 3-TUA N 4-Tus KYPC Ha JfieueHue.

[MonHo oBpatHO pasBuTME Ha U3MepUmMUTe fesnii OOBKKHOBEHO ce Habmonasa 4-6
ceqMnLN Mo~ KbCHO.

Mo-Bucokn no3m 60 mg MeToTpeKcaT MHTpaMyCKynHO Ha Bceku 48 uaca uetvpwu
NbTU,HocneaBax OT MHTEH3UBHAa NPOTEKTUBHA Tepanns ¢ Kanuwes donuHat. Tosu
Kypc TpabBa fa 6bae MoBTapsAH Ha 7 OHEeBHW MHTepBanu, OO0 Bb3CTAHOBABaHe Ha
HOpMarnHuTe CToMHoCT Ha HCG B ypuHara.

OcHOBHOTO Mpeny 3arnodyBaHe Ha BCEKN TepaneBTWYeH Kypc e [a ce Hanpasw
BHAMATENHA KIMHAYHA OLEeHKa.

MeHunHreanHn ¢opmy Ha fesko3a:

WHTpaTekanHoTo NpunoyKeHve Ha MeToTpeKcar npasn Bb3MOXKHO pasnpeneieHneTo
Ha npenapara B uepeépocrnnHanHaTta TeyHocT(LUCT), umnTo obem ce oripegens oT
Bb3PAacTTa, a He OT TenecHara fnoBbpXHocT.O6embT Ha LICT npu paxnaHeto e 40 %
OT TO3W NPK Bb3PACTHU, KATO 32 HAKONKO roguHn poctira 100%.

[NpenopbyBaHaTta [o3a criopes Bb3paciTa e:

MNog 1 ropuiiHa Bb3pacT 6mg

1 roguHa 8mg

2 roguHn 10 mg

3 roauHn 1 Hag 3 roanHKn 12 mg

fpn Bb3pacTHM Ha W Hap 70 ropguvHWM UM Mpu deua NoR 4 mMecela, MOXe fa ce
HabsiogaBa MopullaBaHe Ha TOKCMYHOCTTA U B TO3W cfiyvail @ HeoBXxogumo fa ce
penyuvpa gosara.

Mpn MHTPATEKaNHO BbBEXAAHE Ha METOTPEKCAT, MHXEKLMOHHUAT pasTBop Tpsa6Ba fa
ce paspenn OOMbIHUTENHO C NMOOXodsll pasTBopuTen.KpanHara KoHueHTpauua Ha
pastBopa Tpsibea aa € 1mg/ml.

KapuyHom Ha repgata: Ot 10-80 mg/m? UHTPaBEHOSHO 0 CXeMa.

3noxKauecTBeHW TymMopk Ha rnaeara u wmata: Ot 240-1080 mg/m® MHTpaBeHo3Ha
nHbY3NKA.

3nokavecTBeHn TyMOpW Ha kocTuTe : [IbpBoHavanHa [03a 3a BUCOKO [O30BO
neveHrie 12 g/m? upes 4 yacosa UHY3KS. [losata MoXe fa 6bfe nosuweHa Jo 15
g/m?. KypchT TpsiGBsa f1a 6be NOBTOPEH Cliel eaHa ceaMuua.

Mukoauc ¢yHrompec : Kato antepHatvMBa Ha rnepopaliHata Tepanns, MeToTpekcart
MOXKe [ia ce npunara B Jo3a 50 mg MHTpaMycKysiHO BeHbXK B cefimuuara nnmv 25 mg
2 NbTN ceaMUYHO.

[Mpy feueHve C BUCOKM [03M € Heob6XOOumo [a ce NpUnoXy Kato npeanasHo
nevyenve Kanumes donuHat. Tol ce npunara O6UKHOBEHO OT 6 Ao 8 uaca cnef
NHOY3NATA C MeTOTpeKcaT B NpodbimKeHne Ha 48 no 72 yaca, B 4o3a o1 3mg ao 40
mg/m? B 3aBMCAMOCT OT [03aTa Ha METOTPEeKCar, Hall-yecTo B MHTepBanu ot 3 Ao 6




Kanuuee $ofivHaT € HeobXoOuMO [a ce [peleHsBa Bb3 OCHOBa Ha HerpekbcHar
KOHTPOI Ha KOHLEHTPaLMATA Ha METOTPEKCAT B KPbBHUSA CEpyM

Mo Bpeme Ha neuyeHWETO C BUCOKW LO3KM METOTpeKcaT € Heobxonumo pa ce
KOHTPOJMPAa CbCTOSHMETO Ha 60fHUSA, npegn BCMYKO $YHKUMATA Ha 6bLopeluTe,
HMBOTO Ha MeToTpeKcara B KPbBHUA CepyMm K MpunaraHeto Ha fogxofsLlin
MHOY3VMOHHN pal3TBOPKM, YCWiBalWy fuypesara W ankanHocTTa Ha ypuMaTta, Ha
CTOMHOCTU mo-BUCOKM oT pH 7. AnkKanusupaHeTo ce NpOoBEXZa HanpuMep 4pes
uHdysus Ha pasTeop Ha NaHCO; (20 no 25 mmol/l) B konmuecTso 3 I/m? 3a 24 uaca
unn upes3 nepopanHo npunoxeHue Ha NaHCO; B posa 3 g 3a 4 go 6 Jaca, Kafo
MPUNOXKEHNETO € HeoBXoauMO [a 3arnouHe fpeny HauyajioTo Ha NeueHWeTo C
meToTpekcar. KoHTponsT Ha pH Ha ypuHaTta ce npoeexpga O6MKHOBEHO efyH Yac
cneg npunoxeHneto Ha NaHCO;. lNpu pgeuata ce npunarar Ao3W WSYMCHeHW B
3aBVICMOCT OT MOBBbPXHOCTTa Ha TANOTO, crnopen oTAeNH1UTEe CXeMin 3a [O31pPOBKA.,

. MpenopbKy npw ynotpeta
Pas3TBOpbLT TpsiGBa Oa ce ynotpeéu Ao 24 yaca cnep OTBapsHETO Ha ¢rakoHa M
paspexpaHeTo My 3a UHPY3WA.
B cnyyai, 4ye pastBopbT He 6bfe MNpunoXeH BepHara cnef oOTBapsHe U
paspexfaHe, TpsibBa fa ce CrasaT CTPUKTHO YCNOBUATA W BPEMETO 3a CbXpaHeHue
mMy. TO3M Mepuop Ha chXpaHeHue He TpdtsBa fa npeBuilaBa 24 yvaca npu
Temnepatypa ot 2°C go 8°C.
AKO No BpeMe Ha CbXpaHeHWeTo Ha pastsopa (0o 24 uyaca OT OTBapsHeTO U
paspexpaHeto npu t 2-8°C) ce rosiBM MOMBTHSBaHe, TOl He Tpsab6ea pa 6bae
n3nonssaH.

lMpeno3npaHe
EdexkinBeH nekapcTBeH HPOAYKT, KOWTO HeyTpanusupa TOKCMUHOTO feficTeBue Ha
. MeToTpeKcarta 1 MoXke ga 6bfe NPUWIoXKeH Npy BCAKO NpefosupaHe ¢ meTotpekcar
e Kanuves GonuHar.

HexXenaHn neKapcTBeHW peaKuum
[MosBata 1 cunara Ha HEXenaHuTe NEeKapCcTBeHU peakuun Ha mMeToTpeKkcarta
3aBUCAT HpPean BCUYKO OT po03ara, NpOoabiDKUTENHOCTTa Ha MNpUNOXEHUeTo W
OBLUOTO CbCTOSHME Ha BOAHUA.

MmaBHO ce nosBsABa rajgeHe 1 [OoBpbilaHe, YPeBHW  PaacTpoMCTBa,
racCTpOMHTECTUHANHO KbpBEHEe W yiuepauyi, oTnagHaloCcT,BUCOKa Temneparypa U
MOHWXeHa YCTOWYMBOCT CNPAMO MH¢ekuun. Ha koara morar fga ce nosssaT
obpuBu. Otéenssana € rosuileHa  ¢$OTOMYBCTBUTENHOCT,  QYPYHKYS03a,
ferMrmeHTaums Ha Koykara 1 Koconap,

MeTtoTpekcar MmoXe fa npefusBiKka n3MeHeHus Ha KpbBraTta KapiiHa
Ha KOCTHVA MO3bK C NEBKOMEHWS 1 TPOMOBOLMTOMNEHWs C AoBULIeHAa




KbpBeHe., CmyllleHyst B JellHOCTTa Ha 6bbpeunTe MOXKE A Ce MosSIBKM B pesynTar Ha
cbCcUpBaHe Ha MeTabonuTUTE Ha MeToTpekcata B 6b6peuHnTe Kananuyera npu
Kucena peakunsi Ha ypuHaTta. 3aTtoBa ce hperopbyBa CbOTBETHA Xupoparauua u
ankanusaums Ha ypuHata. XenaTtoTOKCUUYHOCTTa Ha NEKapCTBEHKUS APOOYKT MOXKe
fAa JoBepe o arpodus HA JYepHogpobHata ThKaH, Hekposa, Luposa, Moxe na ce
MosIBA M LUCTUT, XMAEpypuKeMns, ONUrocrepMus, HapylleHust Ha MeHCTpyanHus
UMKbN, 6e3nnoave. Morar fa ce NOFBAT auxaTenHy HapylieHus, uHtepctuumanHa
NHEBMOHMKS N XPOHWYHO OBCTPYKTUBHK 6enofpobhu 3abonasaHus. Bo3aencTBueTo
Bbpxy UHC ce nposBsBa € masobonue, CbHAMBOCT, HapyilleHne Ha 3peHWeTo,
adasns, napesa Win cnasmy oco6eHo Npu GonHuTe cfief o6byYBaHe Ha ryaBara un
rpbBHAUYHWNS CTBNO.

CrneumanHn ycnosBrs Ha CbXpaHeHlie

. Metholrexat Lachema  pasTBOp wuHXEKUWOHEH TpsbBa fa Ce CbXpaHsasBa B
OpUrMHaNHa OMakoBKa Ha 3allMTeHO OT CBETIMHA MSACTO Npy Temnepatypa Mon
10°C.

CpoK Ha rogHoCT

2 TopvHN
Jla He ce yrioTpebnaBa crief 0GsIBEHNS Ha OnakoBKaTa CpoK Ha rogHocT!

[la ce cbXpaHsiBa Ha HEJIOCTBIHN 32 aela mecTal

Bata Ha nocrnepHaTa peAakuus Ha nuUCTOBKarta
2003 .




