NATI

OBOBPEHO!
DATA L A Q..

ChcraB
1 $pnakoH chabprKa
mMeToTpeKcaTte (methotrexate) 1000 mg (19)
HaTpues xnopug (sodium chioride) 50,0 mg
HaTpueBa ocHoBa (sodium hydroxide) popH75
BOMA 38 MHXeKuMn 0o 20 mi

fiekapcTBeHa ¢opma n chobpXXaHue
Pasteop (koHueHTpaT) 3a MHbY3NOHEH pa3TBop.
JKBAT A0 XbATo-Kadsas pasTeop.
OpurnHanna onakoska- 10 ¢prakoHa

MNMpoussoguTen U nNpuTeXaren Ha paspelieHneTo 3a ynoTpeda
PLIVA — Lachema a.s.
Karasek 1
621 33 Brno
Czech Repubilic

HelictBre
JlekapctBeHmaT npoaykt Methotrexat Lachema 1000 e aHanor Ha <¢onveBaTa
KUCenvHa, aHTUMeTabonnT, MOOXoOsall 3a JieYeHWeTO Ha MHOFO 3jioKayecTBeHW
3abonseadng. MexaHnambT Ha [eicTBME Ha MeToTpekcata ce [ObMKM Ha
KOHKYPEHTHOTO UHXMBMpaHe Ha eH3uMa avxuppodonarpegykrasa, KowTo
npeBpbila donvesara KucenuHa (v auxugpodonuesara) B TeTpaxuapodonuesa,
KOATO € BadkeH KodakTop 3a meTabonuama Ha efHOBbINepoaHuTe [pynu,
Heo6XoOMMKN 3a BMOCUHTEIVPAHETO Ha NMypuHnTe, KpalHnat epekr e uHxuéupaxe
cuHTesarta Ha OHK 1 KneTbuHOTO feneHune. MeroTpekcara CenektmBHO uHxubupa
KNeTbuyHOTO fenenve BbB ¢asza S Ha KNETbuHUS LWKbN, NPW KOETO aKTUBHO
npormdepvipaliTe  TbKaHM ca  [10-4YBCTBUTENHW Ha  [OEUCTBUETO  Ha
aHTMeTaBonuTa. MeToTpekcaTa rpoHYKBa B KNETKaTa Ypes aKTBeH TPaHCropTeH
MEXaHU3bM, KaTO YBPEAeHUTE KNeTKWU Npossasar yCTOWYUBOCT KbM MeTOTpeKcara.
YecTonuvBocTTa MOXKe ja 6bae NpeofonisHa dpes MNPeKoMepHO NOoBMUILEHKEe Ha
posarta. [NpunoxeHueTo Ha Kanuues GosnHaT ¢ NOBTapslUY ce Manky Ao3n MoXe
Ja npekpaTy JeiCTBUETO Ha MEeTOoTpeKcaTa B HOPManHuTe KneTku, Ho N
TpaHCnopTeH MexaHW3bM KarlueBus GonuHaT He MPOoHUKBa B TyM
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Ha TOBa e OcHOBaH NpuHUMNA Ha MpunaraHeTo Ha BUCOKUTE (rpamMoBK) LO3U
MeTOTPeKcar.

PapmakoKMHeTKa
Cren napeHTepanHoTo NPUNOXKeHWe, METOTPEKCAaTa AOCTUIa MaKCuManHu cepyMHN
KOHLIEHTpauvs Mexxay NOoSIOBUMH OO eanH vac. JlekapCTBOTO ce envmuHupa upes
6ubpeunTe (rnomepynapHa ¢uinTpauus M TyoynapHO eKCKpeTupaHe), - Marko
KONWYECTBO ce enMMuHMpa upe3 uyepHusa Opod (okono 6%). o 24 uvaca cnen
npinarakeTo ce envMuHMPa 50% [0 80% OT IeKapCTBEHOTO BELECTBO. |

FokazaHna

Methotrexat Lachema 1000 pastBop (KoHLUeHTpaT) 3a WHPY3NOHEH pas3TBOp, €
MPOTUBOTYMOPEH JIeKapCTBeH MpoayKT OT rpynata Ha aHTUMeTaGonuThTe, KOWTO
Hamupa NpuoXKeHrne B FIeUEeHNETO Ha MHOIO 30KaYecTBeHU 3ab0nsBaHns 1 MOXXe
Oa 6bfde wuanofs3BaH CcaMOCTOSATENHO WM KAarTo BaXKHa CbCTaBHa YacT Ha
KOMBUHMpaHa Xxumuotepanusa. [lpunara ce  npeguMHO TNPpuW NeYyeHne Ha
TpodobnactHa 6G0oNecT, KapuMHOM Ha [rbpaata, ocTpa numdotnactHa U
Mueno6racTHa neBKo3a, MeHWHreanHn dopmit Ha NeBKo3a, ManurHeHu numdeomu,
3MOKa4YeCTBEHN TYMOPK Ha KOCTUTE W MEKUTE TbhKaHu, 3MOKayecTBeHW TyMOpU Ha
BernTe Opo6OBE M KOXKaTa ,3NoKa4vecTBeHW TYMOPW Ha [MaBara 1 umsata 1 B
HanpeaHan cragnin Ha MMKO3UC gyHronaec.

lNMpotneonokasaHnsa

MeToTpeKkcat He ce npunara rpu 6peMeHHN Y KbpMadky; 60MHN ¢ yBpeXxaaHns Ha
YepHUs APOB 1 6bBPELITe U MPW HAKOW XEMATONMOMYHN YBPEXOAaHUS (XUNonnasus
Ha KOCTHUS MO3bK, NEBKOMEHUs!, TPOMBOLUTONERNA UIN aHEMUS).

CrieLnanHo BHUMaHne e HeoBXoauMo NPY NpunaraHeTo Ha MeToTpeKcar Ha 60MHN,
cTpajaili oT UHPpeKUWy, CToMallHa 1 AyofAeHanHa f3Ba, YNUeposeH KonuT, o6ilo
TEXKKO CbCTOsIHME, M3paseHa MMyHHa HeoCTaThUHOCT U CBPbXUYBCTBATENHOCT KbM
MeToTpeKcara.

fiekapcTBeHN 1 Jpyri B3aNMOAENCTBIA
MoBULEHK TOKCUYHM JieKapCTBEHW B3aUMOJENCTBUS Morat pa ce TrossaT Mnpu
eOHOBpPEeMeHHaTa yroTpe6a Ha MeToTpekcar C  HEeCcTepouiHW  ApPOTUBO
Bb3NanuTenHy  NeKapcTBeHW MpomoykTn  (canmuunatm v peHunéyTasoH),
TETPALMNKIMHK, XnopamdbeHUKon; TPUMeToNpumM-cyndameToKcason; cyngoHamMmuay;
napaamMyHOGeH30eHa KucenuHa 1 gudeHnnxvpadTynH. ButamyHHW nipopykTy,
chbabpkawy GonueBa KUcenuHa wnv HelHW NpoM3BOAHW, MOrat o -ReHi
[ENCTBNETO Ha NeKapCTBEHNA fIPORYKT.




CrielMasiHv npepynpeXXpeHns OTHOCHO YnoTpebarta

Methotrexat Lachema 1000 pa3tBop (KOHUeHTpat) 3a WHOY3NOHEeH pas3TBoOp MOXe
Oa 6bAe npunarad camo OT KeanuduuupaH nekap cheuuanucT,a npy geuara ot
KBanuduLmpaH rneguaTsp ¢ ONUT B MSMON3BAHETO Ha NIEKapCTBEHNS TPOAYKT.

Mo Bpeme Ha neyeHneTo C BUCOKK LO3WM C METOTPEKcaT, BONHNAT TpacBa fa 6bie
non HerpekbcHaT fekapckn KoHTpon. HeoBxoaumo e fa ce cney croiHocTTa Ha
pH Ha ypuHata Ha 60NHWA 1 Ypes NMOJXOoOALLN MHDY3NOHHK PasTBOPU Ce ocurypsasa
HelHaTa ankanusauus. lpeoun, No Bpeme Whn chied NpUKHoyBaHe Ha JieYeHneTo ¢
METOTpeKcar TpsibBa Oa ce W3creasBaT 4YepHOQpOGHUTE U 6bbpevHnTe GYHKUUK;
KpbBHaTa KapTiHa KakKTo W PeHTIeHONOrMYHO KU3cnenBaHe Ha 6enute opo6ose

He ce npenopbuBa ynoTpebarta Ha ankoxon 1o BpemMe Ha JiedyeHWeTo ¢
METOTpEKCaT.

. BpemeHHOCT N KbpmeHe
Methotrexat Lachema 1000 pastBop (kKoHueHTpar) 3a WMHGY3VNOHEH pasTBoOp €
MpoOTUBONOKa3aH npu G6peMeHHOCT. Tepanuara ¢ MEeTOTpekcar Mo BpemMe Ha
KbpMEHE € npOoTMBOMOKAa3aHa, nopagu Bb3MOXHOTO hpemMuHaBaHe Ha
NeKapCTBEHMS NMPOOYKT B MaAUNHOTO MASKO.

BrusiHne BbpXY crnocobGHocTia 3a odupaHe 1 padora ¢ MaltHu
Crnioco6HocTTa 3a wodupaHe n pabora ¢ MawnHr MOXe [a 6bfe HapylueHa ho
BPEME Ha JISUEeHNETO C METOTPEK AT,

JosnpoBKa 11 HaullH Ha ynoTpeba
Jlekapcteenust nipopykt Methotrexat Lachema 1000 moxe pa ce npunara
WHTPaMYCKYIHO, MHTPAaBEHO3HO, UHTPaapTepuanHo U MHTpaTeKkanHo.

. Mpy XxuMmnoTepanusTa Ha pasnUuYHUTE BUAOBE 3MOKAYecTBEHW o06pasyBaHua ce
npunarat UHAVBUAYanHi CXEMYU Ha fieyeHue, KOUTO BUHAIM Ce ONnpemenaT OT nekaps
cheumasincT.

JloaupoBka:

TpodobnacTHa 6onect: [penopbyBa ce AHeBHa fosa ot 15-30 mg MHTpamyckynHo 3a
5-fHeBeH JieuebeH Kypc. Msnckea ce TakbB Kypc [a ¢e INoBTapsi OBUKHOBEHO 3-5
MbTY C NePUOM Ha MOYMBKY MEXIY KYPCOBETE efHa Uy NoBeye cepmuun,

EdektbT OT Tepanuata Ce OueHsiBa 4pe3 KONMYecTBEH aHanms Ha
XOproHroHanotpontma xopmoH (HCG) B ypuHarta,KOWTO Tpa6Ba ga ce BbpHE AO
HOPMAanHUTE CM CTOMHOCTW WnM Aa craHe no-manko oT 50 [U/24 uaca cnen
NPOBEXOAAaHeTO Ha 3-TUs nin 4-TMS KYPC Ha JieueHue.,

CelMyuy No- KbCHO.




Mo-BrucOKM fnosn 60 mg MeToTpekcaT WHTPaMyCKYNHO Ha BCEeKW 48 Jaca ueTtnpw
MbTW,MOCHIEABaRY OT UHTEH3MBHA NPOTEKTUBHA Tepanud ¢ Kanunes ¢onuHar. Tosu
Kypc TpsibBa pga 6bJe noBTapsH Ha 7 OHEBHW WHTepBanu, OO Bb3CTaHOBfABaHe Ha
HopMasHuTe cTorHocTy Ha HCG B ypuHaTa.

OCHOBHOTO ripegy 3anouysaHe Ha BCEKW TepaneBTWUYeH Kypc € fa ce HanpaByu
BHUMATENHa KNVIHMYHA OueHKa.

MeHunHreantn gopmv Ha neBKosa:

MinTpaTekanHoTo npunoXxeHne Ha MeToTpeKear nipaBi Bb3MOXHO pasfnpefensHueTo
Ha npenaparta B UepebpocnuHanHara teyHoct(L|CT), uuito obem ce onpepnens ot
Bb3pacTTa, a He OT TenecHaTta NoBbpxHOCT.06embT Ha LICT npu paxxpaneto e 40 %
OT TO31 NPK Bb3PACTHY, KATO 38 HAKONKO roguHmn goctira 100%.

[IpenopbyBasaTa f03a crnopeq BbapacTra €.

lNoa 1 roguiuHa Bb3pact 6mg

1 rognHa 8mg

2 roaviHn 10 mg

3 roavHn 1 Hag 3 roguHn 12 mg

MNpu Bb3pacTHn Ha W Han 70 roowHW Y MipK Aela nop 4 mMecela, MOXe Aa ce
Habnogasa NoBMlUaBaHe Ha TOKCMYHOCTTa W B TO3W Cfiyyail e HeobXoaumo Aa ce
pepyuvpa fosara.

MpKn NHTPaTeKanHo BbBEXXAaHe Ha METOTPEKCaT, MHXEeKUMOHHUAT pasTBop TpA6Ba fa
ce paspemM [OMbiHWTENHO ¢ noaxopsw, pasteopuTen.KpaiHara KoHUeHTpauns Ha
pasTBopa Tpaéea aa e img/ml.

KapumHom Ha reppara; Ot 10-60 mg/m’ HTPaBEHO3HO 0 cXema.,

3roKaueCTBEHM TYMOPY Ha rnasata u wmsta: OT 240-1080 mg/m? UHTPaBeHO3Ha
nHby3ua.

3riokayecTBeHr Tymopyu Ha KoctuTe : [IbpBOHayanHa posa 3a BUCOKO [O30BO
nevenne 12 g/m? upes 4 yacoba uHoyaus. [lozaTa MoXe ga 6bvhe nosuweHa fo 15
g/m?. KypcbT Tpsi6Ba fa 6bae NOBTOPEH Cnef efiHa ceaMuLa.

Mukosuc ¢yHronpec : Kato antepHatisa Ha nepopanHara Teparnis, MeToTpexcara
MoKe [a ce npunara B gosa 50 mg WHTpaMycKysnHO BeAHbX B cepvuuara unm 25 mg
2 MbTN CEAMNYHO.

ﬂpm fneYyeHuie C BUCOKW J03N € HeobXoOuMo pa ce NpUnoXW KaTto fpegnasHo
neueHne KanuueB ¢onuvHat. Tol ce npuiara obUKHOBEHO OT 6 #o 8 yaca cnep
nHOY3NATa ¢ METOTPeKcaT B NpofblbkeHne Ha 48 no 72 vaca, B fo3a o1 3mg fo 40
mg/m? B 3aBMCUMOCT OT [1034Ta HA METOTPEeKCaT, Hail-4ecTo B MHTepBani oT 3 0 6
yaca. Tpy npunaraHeTo Ha 0CO6eHO BUCOKW [03W MEeToTpekcar, A03UpaHeTo Ha
Kanuues donuHaT e Heo6XopuMO Oa ce NpeueHABa Bb3 OCHOBA Ha HerpeKbcHaT
KOHTPOJ Ha KOHLEHTpaumsaTa Ha MeToTpeKcaTt B KpbBHUSA CepyM
Mo Bpeme Ha neyeHMeTO C BUCOKKM OO3K METOTpeKcaT € Hegs
KOHTPONMPa CbCTOSIHMETC Ha ©GOMHKWA, Npean BCUUYKC GYHKLM z
HMBOTO Ha MeToTpekcata B KPbBHWS cepym W npunarad




MHQYSMOHHW pas3TBOpM, YCounsawy auypesara UM afKanHocTra Ha ypuHata, Ha
CTOMHOCTY MO-BUCOKU OT pH 7. AnkanMsupaHeTo ce MpOoBeXHha Hanpumep 4upes
nHby3mna Ha pasteop Ha NaHCO; (20 go 25 mmol/l) B KonnyecTso 3 I/m? 3a 24 yaca
unnm upes nepopando npunoxeHne Ha NaHCO; B fo3a 3 g 3a 4 Ao 6 vaca, Kafo
NPUNOXKEHNETO & Heo6XoOoMMO [a 3arfodHe Mnpeduw HayanoTo Ha JIeMEeHVeTo ¢
meToTpekcar. KoHTponsT Ha pH Ha ypuHata ce npoBeXkaa OGVMKHOBEHO E€OUH 4ac
cnep npunoxedneto Ha NaHCOs. [lpu peilata ce npunarat [03u U3UYUCAEHW B
3aBMCUMOCT OT NOBbPXHOCTTA HA TANOTO, Cropen OTAENHUTE CXEeMM 3a [O3UPOBKa.

MpenopvKn npn ynotpeda

PastBOpbT TpsibBa fa ce ynoTpedty fo 24 vaca cnief OTBapsiHeTo Ha ¢riakoHa U

paspexxaaHeTo My 3a MHQY3us.

B cryyain, ye pas3TBOpbT He O6boe MNpuioXeH BedHara cnen oTBapsiHe U
’ paspexnaHe, Tpabpa [la ce crassaT CTPUKTHO YCIIOoBUATa Y BPEMETO 3a CbXpaHeHne

mMy. To3W nepuon Ha cbXpaHeHWe He TpsbBa fa npeBullaBa 24 vaca Tipu

Temnepatypa ot 2°C go 8°C.

AKO MO Bpeme Ha CbXpaHeHWeTO Ha pas3Teopa (OO0 24 vaca OT OTBApPsHETO U

paspexxpaHeto npu 1 2-8°C) ce nosiBn MOMbTHABaHe, TOW He TpAtBa Ja Obde

M3MoJ38aH,

Mpepos3upaHe
EdeKkTnBeH neKapCcTBeH TPOOYKT, KOWTO HeyTpannsupa TOKCUYHOTO JeicTBue Ha
METOTpeKCcaTa 1 MoXKe Aa 6bae NPUoXKeH Np BCAKO Npefosvpane ¢ MeToTpeKcaT
e Kanunee ¢onvHar.

HexXenaum nexapcTBeHlU peakuun
[MosBata W cunata Ha HeXenaHWTe nekapcTBeHW peaklMn Ha mMeToTpekcara
. 3aBMCAT MNpPeAu BCUUKO OT [03aTa, MPOObIKUTENHOCTTA Ha MPUIOXKEHVETO
OBLUOTO ChCTOSHKE HA BONHKA.
fmaBHO ce nosBsBa TajeHe 1 AOBPbUlaHE, UYpPeBHW  pascTPONCTBAE,
racTPOMHTECTUHANIHO KbpPBEHE 1 yriuepauun, oTranHanocT,BUCCOKa TeMnepaTtypa u
MOHWKEHa YCTOMYMBOCT CMpsSMO MHGeKuun. Ha Koxkara morar [a ce nosBar
o6puBu. OT6enasaHa e nNoBuweHa QOTOYYBCTBUTENHOCT,  ¢YpPYHKYNos3a,
penurMeHTalmsa Ha Koxarta N Koconag.
MeToTpeKcar MO)Ke [a rpeiM3BuKa USMEHEHUs Ha KpbBHATA KapTuHa, Xunonnasus
Ha KOCTHWUA MO3bBK C NEBKOTIEHKs U TPOMBOUMTOMNEHNA € MOoBULLISHa CKNOHHOCT KbM
KbpBeHe. CMylieHysi B AeHOCTTa Ha Bbbpeunte MOXKe Aa Ce MosiBW B pesynrar Ha
cbCUpBaHe Ha MeTaBonuWTTe Ha MEeTOoTpekcara B ObbpeuHute kaHandetra npu

Aa popepe no anOd)Vlﬂ Ha l~IepH0£l.[Z)O6H8.Ta TbKaH, HeKpoO3a, LUPpps
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NOSIBM W LMCTUT, XUNEepypukeMus, ONMUrocriepMust, HapylleHus Ha MeHCTpyanHus
UMK, 6e3riogue. Morat fa ce nosABatT QuxaTenHy HapylieHuvs, UHTepcTuLmManHa
NHEBMOHNS N XPOHUYHO OBCTPYKTUBHM 6enogpobHu 3a6onasaHns. BbanencTeueTo
Bupxy LIHC ce nposBesaBa ¢ rnaBobosie, CbHMBOCT, HapylleHyne Ha 3peHuETo,
adasus, napesa Wi cnasmy ocobeHo Mpu 6onHUTE crefl o6NbyraHe Ha rnasarta n
rpb6HaYHUA CTHIb.

CneunanHyi yclioBNS Ha cbXpaHeHne
Methotrexat Lachema 1000 pasteop (KOHUEHTpaT) 3a WHdY3NOoHEeH pasTBop pa ce
CbXpaHsiBa B OpWrMHanHa onakoBKa Ha 3almTteHo OT CBeT/iMHa MACTO Tpu
Temnepartypa nop 10°C.

CpoK Ha rogHocTt

2 roamnav
Ja He ce ynoTpeBsBa cnep 064BeHNs Ha ONakoBKaTta CpoK Ha ropHocT!

Ja ce CbXpaHsBa Ha HeQOCThITHKY 3a fella mMecTa!

[lata Ha nocnepgHara pepakunsa Ha nucroBKarta
2003 T.




