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WIHUCTEPCTEO HA 3JIPABECTIASBAHETQ

1. TbProBeKO MMe Ha JIEKAPCTBEHWS MPOAYKY gnaoxerus kui
Methotrexat Lachema 1000 paspewenne saynotpefale 1-9543.\4p .03.0y

696 /1. 4.3 pea prn
2. KonuyecTBeH I KayecTBEH CLCTaB ?é/ M 4 -,

Methotrexat Lachema 1000 cbabpyxa 1000 mg(1g) Methotrexate B 20 ml
(50mg B 1 ml).

3. JlekapcTBena ¢opma
PaaTteop (KoHUeHTpaT) 3a uHpyY3noHeH pasTeop
HKbenT R0 XKbATO-Kadhas pasTeop.

4. KnuHunuHn paHHu

4.1. MNMokazaHus
Methotrexat lLachema 1000 pastBop (KoHUeTpat) 3a WHOY3NOHEH
pas3TBOp, € MPOTMBOTYMOPEH nexapcTBeH NpOopyKT OT rpynata Ha
aHTUMETaBoNUTTE, KOMTO HaMKpa MpUsoXKeHWe B JIeYeHNeTO Ha MHOIo
3NoKaYecTBeHM 3abonsiBaHUsi W MOXe fga O6bje  u3nosssaH
CaMOCTOSITENMHO UMK Kato Ba)Ha CbCTaBHa YacT Ha KoMBuHMpaHa
XumMmuoTepanus., [Mpunara ce NpeauMHO Npy JieueHue Ha TpopodnacTHa
GOMECT, KapLMHOM Ha repfara, octpa JimmdpobnactHa u MuenobrnactHa
NeeKos3a, MeHWHreanHum GopMKU Ha JieBKo3a, ManurHeHu nuMoommy,
3M10KAUECTBEHU TYMOPW Ha KOCTUTE W MEKWUTE TbKaHu, 3MoKayecTBeHU
TymMOpn Ha 6Genute OpoGOBE W KOXaTa, 3/10KauecTBEHW TYMOPW Ha
rmaBaTa 1 lMATa M B HanpeaHan cTaguil Ha MUKO3NC @yHromaec.

4.2. [o3npoBKa N Ha4MH Ha ynovpe6a
JlekapctBennat npogykt Methotrexat Lachema 1000 moxe pa ce
nMpwiara MHTPaMyCKYSIHO, WHTPaBeHO3HO, WHTpaaptepuandc wnm
VIHTpaTEeKasTHO. _

Mpu xymmoTepanuaTa Ha pasAMuHUTE BUAOBE  3HOKA4YeCTBEHU
o6pas3yBaHua ce ripunarar UHAMBUAyanHu CXemi Ha neudeHue, KOUTo
BUHAr Ce OMNpefensT OT fiekaps Crieumanmct.
JlosnpoBka:

TpodobnacTtHa 6onect: [lpenopbusa ce AHeBHa [o3a o7 1
NHTPaMYCKYSHO 3a 5-fHeBeH nevebeH Kypc. /s1ckBa ce Takb




ce MoBTapa O6GUKHOBEHO 3-5 MbTW € MEpuon Ha MOYUMBKK MEXDY
KYpCOBeTe efHa Un Nnosevye CeaMuLn.

EdekTsT OT TepanusAta Ce OleHsBa 4pe3 KOoNWYecTBeH aHanmvs Ha
XOPUOHroHanoTponHust xopmoH (HCG) B ypnHaTta,KOWTO TpsibBa pa ce
BbPHE [0 HOPManHUTE Cl CTOMHOGCTI UM da cTaHe no-manko ot 50 |1U/24
vyaca crief rnpoeeXxgaHeTo Ha 3-Tis Unn 4-Tud Kypc Ha fiedeHne.

[MbrHO o6parHo pasBuTiie Ha USMEpUMUTE J1e3UN OBUKHOBEHO Ce
Habsofasa 4-6 cegMuMUM NO- KbCHO.

[o-Bucoku [o3n 60 mg MeToTpeKcaT UHTPaMYCKYyNHO Ha BCEKW 48 yaca
ueTUpK [MbTW,MOCNeOBaH OT WHTEH3WBHa [MPOTEKTUBHA Teparus C
KanuueB donuHat. To3n Kypc TpsteBa da 6bfle NOBTapsH Ha 7 AHEBHU
WHTEpPBANW, [0 Bb3CTaHOBsIBAHe Ha HopmasiHuTe ctonHocT Ha HCG B
ypuHata.

OcCHOBHOTO Npean 3arouyBaHe Ha BCEKW TepaneBTUHEH Kypc e fa ce
HafpaBy BHUMAaTESHA KIMHMYHE OLIEHKA.

MeHuHreandy ¢opmu Ha neBkosa:

VHTpatekanHoTo MpUNoXKeHve Ha MeToTpeKcaT [paBu Bb3MOXHO
pasnpeneneHueTo Ha Mnpenapara B uepebpocnuHantara TeduHocT(LICT),
YUATO o6eMm Cce onpemens OT Bb3pacTia, a He OT TenecHarta
noBbpxHocT.O6embT Ha LICT npun paxpaHeto e 40 % OT T03M rnpu
Bb3PACTHN, KATO 3a HAKONKO rofvuy aoctura 100%.

MpenopbuBaHaTa 0O3a Cropen Bb3pacTtia €.

Mog 1 roguHa BhapacT 6mg

1 roauHa 8mg

2 roavHm 10 mg

3 roguHu 1 Hag 3 rogunHn 12 mg

Mpu Bb3pPaAcTHYU Ha 1 Hap 70 roguHn ¥ Npu geua nof 4 meceta, MoXke aa
ce HaGmonaBa nNoOBMIUABAHE Ha TOKCUYHOCTTA W B TO3W ciyvay e
HeobXxoouMo fa ce penyumpa fnosara.

Mpu wuWHTpaTekanHo BbBEXAAHE Ha MEeTOTPeKcaT, WHXeKLWOHHUAT
pa3TBOp Tps6Ba n[a ce paspedn [JONbiHUTENHO C  NMOAXOAsW,
pasTBopuTen.KpaiiHata KOHUeHTpauus Ha pasTBopa TpadBa pa €
img/ml.

KapupHom Ha rbpaata; Ot 10-60 mg/ m? MHTPaBEHO3HO Mo CXema.
3nokauecTBeHn Tymopu Ha rnaeata v wwmara: Ot 240-1080 mg/m?
VMHTPaBEeHO3Ha NHOY3US.

3riokayecTBeHN TYMOpU Ha Koctute : [TbpBOHavanHa [03a 3a BMUCOKO
[030B0 nedeHne 12 g/m? upesa 4 uyacosa WHysua. [osara Moxe

SiHa cegmMmniia.




Mwukosuc ¢yHrompec : Karo antepHatvea Ha nepopanHara Ttepanid,
METOTpeKcaTa MOXe ja ce rnpunara B Ao3a 50 mg WHTPaMycKynHo
BeAMDBN B ceamuLaTa nni 25 mg 2 nbt ceaMn4Ho.

lMpy neyeHue C BUCOKK A03Y € HeoBXOaMMO Ja Ce MpUoXW Karo
nMpennasHo feyerne Kanumes gonuvHat. Tol ce npunara CByKHOBEHO OT
6 o 8 yaca criefl MHPY3VATa C METOTPEeKcaT B MPOJbIKeHue Ha 48 1o 72
yaca, B fosa oT 3mg Ao 40 mg/m® B 3aBMCIMMOCT OT fgo3ara Ha
METOTPEKCAaT, Halk-uecTo B UHTepBasi oT 3 fo 6 yaca. lNpu npunarasero
Ha 0CcOGEHO BUCOKWA [03M METOTpeKcaTr, [03UpaHeTo Ha Kanuves
donmHaT € HeoBXoaMMOo fla ce MpeleHsBa Bb3 OCHOBa Ha HenpeKbcHaT
KOHTPON Ha KOHUEHTPaUMATA Ha METOTPEKCAT B KPbBHUSA CepyM

[No Bpeme Ha fieYeHUETO C BUCOKN HO3W METOTPEKCaT € HeoBXopumMo fa
Ce KOHTPONpa ChCTOSIHUETO Ha GOMHWA, NPEan BCUUKO dyHKUuATA Ha
6ubpeLrTe, HUBOTO Ha METOTpeKcaTa B KPbBHUA CEpYM W NpunaraHeTo
Ha nooxopsauw WHOY3NMOHHK pasTBopKW, YycunBaly guypesata W
anKanHocTTa Ha ypwHata, Ha CTOMHOCTM Mo-BUCOKM oT pH 7.
ArKanuanpaHeTo ce NpoBexa Hanpumep Ypes WHGY3UA Ha pasTBop Ha
NaHCO; (20 go 25 mmol/l) B konnuecTBo 3 I/m® 3a 24 yaca unn upes
nepopanHo ripunoxxkeHne Ha NaHCO; B fosa 3 g 3a 4 Ao 6 vyaca, KaTo
MPUIOXKEHNETO € HEeo6XoAMMO [Ma 3arovHe TNpedyn HavanoTo Ha
neyeHmeTo ¢ MeToTpeKkcaT. KoHTponbT Ha pH Ha ypuHata ce nposexaoa
OBMKHOBEHO eauH uyac cnep npuioxxeHueto Ha NaHCOs. NMpu peuara ce
npunarar 0osn M34YKWCneHN B 3aBUCUMOCT OT TIOBbLPXHOCTTa Ha TANOTO,
cnopep, oTAENHNUTE CXemil 3a A03UpOoBKa.

4.3, MNMpotnBonoKkasaHns

MeToTpekcar He ce rmpuiara Npu GpemMeHHM N KbPMauky, 6ofHu C
YBPEXAAHNSA Ha YepHUs Apob 1 6bbpeunTe 1 Mpu HAKOW XeMaTOIOFMYHN
yBpe}paHus  (Xunomsiasus  Ha  KOCTHWA  MO3bK,  JieBKOMNeHus,
TRPOMBOLIMTONEHUA Wi aHemus),

CrieupanHo BHUMarne e HeobXOOMMO TPy NMprnaraHeTo Ha mMeToTpeKcar
Ha 6OnHK, ¢ WHbeKuMnM, cTomMaulHa u fyodeHanHa s3Ba, ynuepos3eH
KOFAT, OGLI0 TEXKO CbCTOfHME, u3paseHa MMyHHa HEedOoCTaTbYHOCT W
CBPbXUYBCTBUTENHOCT KbM METoTpeKcaTa.

4.4, CneunanHu npoTuBONOKasaHua W creuyanHn npepynpexpieHns
3a ynoTpeba
JfeuenvieTo c MeToTpeKcar TpAbBa ga 6bae NpelieHeHo WHOMBKOyanHo




[Mpy BCUYUKM cAydau, Korato ce B3vMa pelllenne 3a NpUNoXKeHne Ha
MEeTOTPEKCaT, JIeKapaT creumaninet Tpatea fa npeteHn panu edekra Ha
NeKapcTBeHns MNPORYKT UWle 6bAe [0-BUCOK, OTKOMKOTO puUcKa oT
TOKCUYHO YBpEXAaHe WM OT HAKOW HEGNaronpuaTHy peakuun. bonHnaT
TpsaGBa fna 6bfe T1opf  HernpekbeHaT JIeKapcku KOHTPOM, ropagn
TOKCUMUHOCTTZ Ha MeToTpekcata. [lpw Teparnums ¢ BUCOKWM [03U
METOTPEKCAT € HeOBXOAMMO fa ce cnepyu RepuoauyHo cToliHocTTa Ha
pH Ha ypuHaTa Ha BoHUA U Ypes Noaxoasy MHGY3NOoHHK PasTBopK ce
ocurypsea HellHata Heobxoamma ankamnusauus. [lpu croiiHocT Ha pH
nog 6,9 e Heo6Xoaumo He3abaBHO MPSKbCBaHe Ha WHoysusaTa ©
METOTPEKCaT W Tepanusta fpoabikKasa camMo cnefl focTuraHe Ha
craéunHa ankanusauus (pH no-BUcoko ot 7).

Mpeawn, no Bpeme unn cnef NpUKMnoysaHe Ha JieYeHMeTo G MeTOTPeKear,
TpsibBa [a Cce W3CRefBaT YepHOAPOGHUTE U 6GbOpevHuTe QYHKLMK,
KpbBHaTa KapTuHa KakKTo 1 PEHTFEHOSIONMYHO M3criedsaHe Ha oenure
apo6oee. B cnyvain Ha HeBraronpuaTHy peakuui Ha opraHnama Tpadsa
0a ce Hamamnt [os3arta uam npekpat ynotpebara Ha neKapcrBeHUs
npoaykt. FipopbidkeHMeTo Ha TepanuaTa ce W3BbpllBa C MOBULIEHO
BHUIMaHue.

He ce nipenopbusa yrorpebarta Ha ankoxof no Bpeme Ha JieUeHUeTo ¢
MeToTpeKcar.

4.5. flekapcTBeHn W Jpyri B3anMOBEecTBIs

[MoBULLEHW TOKCWMHWM NEKapCcTBEeHW B3auMOJencTBuMa Morat fa
Bb3HUKHAT B CliydanTe,Korato MeToTpeKcaT ce WaMecTsa OT NhasMeHnTe
MpoTeMHW OT [Apyrn nekapcTBenn npodyktillpu epHoBpemeHHaTa
yrotpe6a Ha METOTpeKcaT € HEecTepoufHY NpOTUBOBL3NANNTENHN
rnekapcTBeHn NPoayKTA (canmumnati v GeHnndyTasoH), TeTpaunKinbHy,
Xnopam$peHuKkosn;  TPUMETONPUM-cyndaMeToKcasos,  CyngoHamuan,
napaamuHobeHsoeHa KucenvHa u AndeHunXMpanTyuH, MeToTpekcat
MOXe fa 6be U3MECTEH OT NhasMeHnTe NPoTenHy U Aa ce MoBNuAe Ha
BbTPEKINETBYHOTO MY MOCThIBaHe.

BuTaMvHHN MPOAYKTH, CbAbpxauw ¢onuesa kucenuHa Win HelHn
MPOU3BOZHN, MOTaT [ia NOHIWKAT JeNCTBUETO Ha NIeKapCTBEHKs NPOLYKT.

4.6. bpemeHHOCT 11 KbphMeHe
Methotrexat Lachema 1000 pasTBOp(KOHUETPaT) 3a WHQY3us e
NpoTUBONOKasaH npu pemeHHocT. Tepanuata ¢ METOTPEKCAT 0 Bpeme
Ha KbpPMEHe € MNMPOoTVRONOoKasaHa, Nnopagy Bb3MOXKHOTO NpeMuHaBaHe Ha
NieKapCTBEHNA NMPOJYKT B MaAUMHOTO MASKO.




BonHuTe B penpoaykKiuBHA Bb3pacT (MbXe W XeHu) Tpaéesa aa 6bpar
npegynpegeHn, 4e B cflyyayl Ha 3abpemeHsiBaHe 1o Bpeme Ha
XUMuoTepanisa ca Bb3MOXHW PUCKOBK GaxkTopy (reHOTOKCWUYHOCT,
eMBPNOTOKCUUYHOCT K TepaToreHeH edekt) M Tpaéea na um 6bde
HasHaveHa NopXofsLa KOHTpaLerTueHa Tepanis.

4.7. EdeKTn BbpXy cnocobGHocTTa 3a wodupaHe n padorta €
MalnHN

CriocoBHOCTTa 3a wodupaHe W paboTa € MalMHi MOXe [a 6bae
HapylleHa Mo BpeMe Ha NeYeHWeTO C METOTPEeKCAT U OT HeXelnaHute
neKapcTBeHn peakumm (onucann no gony). BonHuTe Ha M3BBHOOMHUYHO
rieyerne Tps6Ba ga 6boat MHOrO BHUMATENHW MNpu WwodupaHe 1 padota

C MatumHN.

é__ 4.8. HexxenaHm neKapcTBeHW peakuvimn
MeToTpekcaT € BellecTBO C BUCOK TOKCWYEH edeKT O0CcoBeHOo npu
npoabkuTenHO fedverne. [ossata W cunata Ha  HexenaHuTe
FIEKApCTBEHW  peakuum 3aBuck npegu  BCWYKO  OT  [03ara,
MPOIBIKNTENHOCTTA Ha NMPUAOKERNETO 1 O6LOTO CbCTOSAHWE Ha BOSTHUA.
maBHO ce nosiBfBa rageHe W MNOBpblllaHe, YPEeBHM pas3CTPOUCTBRA,
raCTPOMHTECTUHANHO KbpBeHe W ynuepaumu, oTnagHanocT, BUCoKa
Temreparypa U NoHWKeHa yCTONYMBOCT CIpsSiMO MHbeKunn.

Ha koxkata moraT ga ce nossaT obpusk. OT6enssaHa e noBullieHa
$OTOUYBCTBUTENHOCT, GYPYHKYNO3a, OErMIMeHTaums Ha Koxara i

Koconag,
MeToTpeKkcaT MOXe [Aa NpeansBuka W3MeHeHUs Ha KpbBHaTa KapTuHa,
XUnoriasns Ha KOCTHWUS MOSBK C JIEBKOMEHUs1 Y TPOMOOUMUTOMNEHUS C
. noBulleHa CKIOHHOCT KbM KbpeeHe, CmylleHns B fAeyHocTTa Ha
‘ 6bbpeunTe MOXE ha ce NOABWM B pesynTar Ha kKpucTtanusypaHe Ha
METaBboNMTUTE Ha METoTpeKcara B 6LBpeyHuTe KaHanuyerta fpu Kucena
peakumst Ha ypuHata. ToBa MOXe pa posefie A0 ocTpa GbbpeuHa
HEegoCTaTbYHOCT, OCOBEeHC nMpu TMPUNOXKEHWEe Ha BUCOKKW [O03U
MeToTpeKcaT M HegoCTaTbyHO ankanisupaHe Ha ypuHarta. 3ajosa ce

npernopbuBa CbOTBETHZ XWapartaums W ankanusaums Ha ypuHara.
XenaTOTOKCUYHOCTTa Ha fekapcTeeHns MponyKT Mo)e Aa AoBeae .0
atpodus Ha YepHoOpO6HATa TbKaH, HEKpPO3a, UMposa, MOXe fda ce
MOSIBM U LWMCTUT, XWMEPYPUKEMMWs, ONUrocnepMusi, HapylueHus Ha
MEHCTpyanHusl UMKbA, 6esrnioave. MoraT pa ce nosBAT AuxarenHu




Criasmy OCOGEeHO nNpwu 6GornHute cnep obfbusaHe Ha rasata W
rpe6HaYHNS CThIO.

4.9. lNpeposuipaHe
EdexkTuBeH nekapcTBeH TNPOAYKT, KOWUTO HeyTpanuaupa TOKCWUYHOTO
AefCcTBME Ha METOTpeKcaTa U MOoXe fOa Obhe NPUNoXeH TMpu BCAKO
npeno3vpaHe ¢ METOTpeKcar e Kaslues donuHar .

5. (pbapmakonornyHu OaHHu

5.1. @apmakoguHaMmnyHn cBolicTBa
LUutocraTtuk.
JiekapcTtBeHoTO BewecTBo Ha Methotrexat Lachema 1000, L-N-/4-{(2,4-
diamino-6 pteridinylymetyl/metylamino} — benzoyl/ glutamic acid —
methotrexate (amethopterin), anancr Ha donvesara KucenuHa e
aHTUMETabonMnT, MOOXOAsl 3a JIeHEeHNEeTO Ha MHOXXECTBO Heonnasun v
Ha aKTUBHO Nposvdepupatiy TbKaHy OT HEOHKONOIMMUYHO eCTECTBO. ‘
MexahmambT Ha HeNCTBME Ha METOTpekcata <©e [Ob/KW  Ha
KOHKYPEHTHOTO nHXubupaHe Ha eHsuma guxnpgpodonarpenykrasa, KouTo
rpeepblla QonueBara KucenuHa (Man  auxuppodonuesaTta) B
TeTpaxuapodoniesa, KOSTO € BaXkeH Kodakrop 3a metabolsinama Ha
e[HOBLITIEPOAHNTE TpynKi, Heobxogumu 3a 6uocuHTespaHeTo Ha
nypuHnte. KpahHust edekt e wuHxubupaHe cuHtesara Ha JHK w
KIeTbUHOTO AeneHue. VIHXnbupaHeTo Ha Auxupgpodonarpefykraza MoXxe
fa ce Mnpexkpatm eauHCTBEHO MpY efHOBPEMEHHOTO BbBEXOaHe Ha
penyumpatute ¢onatu (folinic acid)., MeToTpekear CceneKTUBHO
MHXKBMPA KNETbYHOTO AeneHne BbB $asa S Ha KNeTbYHWS UWKbI, npu
KOETO aKTMBHO nponudepupalinute TbKaHW C€a Mo-4yBCTBUTENHNU Ha
AelicTBMeTO Ha aHTumeTabonuta. MeToTpekcaT NpoHMKBa B KlietKaTta
ypes akTWBeH TPAaHCMOPTEH MEeXaHW3bM, Kato yYBPEeaeHUTe KIeTKu
MposABABAT YCTOMYUBOCT KbM MeTOTpexcara. YCTOMuMBOCTTa MoXe pa
6bAe NPeofonsHa Ype3 NpeKoMepHo NoBULLISHKE Ha 003aTd, KOATO uMa
neranedH e®eKT BbpxXxy HOpManHo nponudepupalimTe KNeTky.
FpunoykeHNeTo Ha KanumeB GonuHaT ¢ MOBTapAlM ce MajKu [03W,
MOXKe Oa NPeKpaTh JeNCTBUETO Ha METOTpeKcaTa B HOPManHUTe KreTKy,
HO NpK HapyleH TPaHCMOpPTEeH MeXaHusbM Kanuuesnsa ¢GomMHaT He
MPOHUKBa B TyMOpHWTE KneTku. Ha ToBa € OcHOBaH npuHUMNa Ha
MpuiaraHeTo Ha BUCOKUTe (rpaMoBK) 1031 METOTREK aT.




5.2, DapMakoKWHETAYHI CBOICTBaA

Crep  napeHTepanHoTO  ApUROXeHuWe, MeTOoTpekcata  [Joctura
MaKCUmManHu CEpYMHI KOHUEHTpauus Mexpgy NOJNioBMH [0 eivH 4dac.
MpuénuanTenHo MonoBMHaTa oOT abcopbupaHoTo KOMUYECTBO Cce
CBbp3Ba 06paTIMO CbC CEPYMHUTE APOTENHN Upes3 6bpP30 NpemMuHaBaHe
[0 TenecH1Te TeYHOCTW 1 Budy3ns B KNeTKute,

Metnecet npoueHTa (50%) OT NMPUETOTO KOMMYECTBO Ce enuMuHupa Ha
wectua uyac. JlekapcTtBOTO ce efaMMMHMpa upe3 6bbpeuuTe
(rmomepynapHa ¢untpaumst U Ty6ynapHo eKCKpeTmpaHe), Manko
KONUUECTBO Ce eNnMUHMpa Ypes uepHus apo6 (okono 6%). [lo 24 vaca
criefl mpunaraHeto ce enuMnHvpa 50% p[o 80% OT neKkapcTBEHOTO
BellecTBO. [lOBTApAWMTe Ce OHeBHW [A03K Crabunuanpar HUMBOTO Ha
CEPYMHWUTE  KOHUEHTpaUuMu Ha JNeKapcTBOTO ¥ ChlUEBPEMEHHO
MPUUYMHABAT HEFOBOTO KyMynupaHe OCOGEHO B YepHuUs Jpob u
obopeLyTe.

5.3. MpeaxnuHn4yHM [aHHW 3a Ge30nacHoCT

OcTpara TOKCUYHOCT Ha rnekapcteenns npopykT Methotrexat Lachema
1000 e 6una uscnegsaHa Ha fbXoBe, KATO CPAaBHABALL cTaHzapT e 6un
naronssad nexapcreenus npopaykt Methotrexat Lederie. Mexny geara
npofykta He € 6una YcTaHoBeHa 3HauuTeNlHa pasnuka, chnefl
WHTPaneputoHeanHo MpurioXeHne, [L[OKATto Cheg  VHTPaBEeHO3HO
npunoxkenne Methotrexat Lachema 1000 e nokasan no-HUCKa
TOKCUYHOCT.

EdektbT oT nevyeHueto ¢ Bucokn po3m Methotrexat Lachemal000 na
XeMarorioeTMyHara cucrema e 6un uacnensaH Bbpxy Mullku. Cref
gos3ara 500 mg/Kg WHTPaBeHO3HO e 6una YCTaHOBEeHa 3HayuTenHa
NEBKOMEHUs 1 NUMAOUMTO3a, KOSATO 10 78 yaca € MpuudnHuia CMbpT.
Kanuves donmHaT npuioxeH noakmkHo, B Aosa 100 mg/kg Ha wecTns
yac, cfiefl NPUNOKEHNETO Ha METOTpeKcaTa BII0KMPa To3K epeKT.

6. dapmaueBTMYHI AaHHW

6.1. CnnceK Ha romMollHUTE BellecTBa N TEXHUTE KonudvecrtBa
Sodium chloride 50 mg
Sodium hydroxide ad pH 7,5
Water for injection ad 20 ml

6.2. ON3NKO-XNMVYH1 HeCcbBMECTUMOCTI
He ca nasectHu,




6.3. CpoK Ha rogHocTt
2 roguHn.

6.4. CrieunanHn ycroBus Ha cbXpaHeHue
Methotrexat Lachema 1000 pasTBop(koHUueTpar) 3a WHGY3NOHEH
pasTBOp TPA6BA [a ce ChXpaHdABa B OpuriHanHa onakoeka Ha 3aluuTeHo
OT CBeT/iMHa MACTO Npu Temnepatypa nop 10°C.

6.5. lanHmn 3a orakoBKaTta
MopBUUHa OrMakoBKa — CTbKNEH ¢rakoH, MpospayeH oT -BY TUR CThKIIO,
C F'yMeHa 3anylianka v anyMuHiieBa Kanavka u eTuKer.
BTopuuHa onakoeka — KapToHeHa Kytha ¢ 10 ¢rakoHa, npuapyxeHa c
NMCTOBKA 3a yroTpeba Ha 6bnrapcKii esvk,

6.6. Mpernopbku npu ynorpebda
PasTBOpbT TpsbBa Ha ce ynoTpedtw [0 24 yaca cnief OTBapdaHeTo Ha
dhrakoHa 1 pas3pexxaaHeTo My 3a NHoY3us.
Xvmmndecka U ¢usnyecka cTabunHOCT € OoKasaHa 3a 24 4yaca npu
Temnepartypa nop, 25°C.
OT MUKPOBMONOTUHA FfiefiHa TOUKa, PasTBOPLT TPs6GBa Aa ce NPUioxin
BepHara.
B cnyyan, 4Ye He Oblde MNPWIOKEH BefHara crnef oTBapaHe W
paspexgaHe, Tpsabea fia ce CrnasAT CTPUKTHO YCNoBUATa W BPEMETO 3a
CbXpaHeHne Ha pasTBopa. TO3¥ NepuoL Ha CbxpaHeHne He Tpsbea fa
npesuilaea 24 yaca npu temneparypa ot 2°C no 8°C. No 1o3u HaunH ce
ocurypsisaT  Heo6XoAMMmuTe — acenTuyHiK  YCNoBMUS  3&  HerosoTo
npusioXxeHne.
AKO MO BpemMe Ha CbXpaHeHMeTo Ha pas3Teopa (Ao 24 uwaca oOT
OTBapPSHETO 1 paspexaaHete npu t 2-8°C) ce noasy NMoMmbTHABaHE, TOW
He TpsAGBa [ia 6bae W3MOoN3BaH.

7. me n agpec Ha npuTeXarens Ha paspelieHMETO 3a yroTpeoa.
PLIVA — Lachema a.s.
Karasek 1
621 33 Brno
Czech Republic

8. PerncrpauyioHeH Homep B permctbpa no ui. 28 3JIAXM




9. [lata Ha NbpBO pa3pellaBaHe 3a ynoTpe6a Ha JieKapcTBeHWA
NPORYKT
1990T.

10. Hata Ha aKTyanus3auuna Ha TeKcTa
2003r.




