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THProBcKo Mwie Ha neKapcTBeHUSs MPORVKT

Methotrexat Lachema 5 panowenne xom (|- 189 ¥

paspelierue a ynotpeballe |~ ¥ 40

(-83Y

( %4.91 -

¥

KonumuectBeH 1 KauecTBEH CbCTas oo/ 1. 41.93 M
Methotrexat Lachema 5 cuabpa 5 mg Methotrexate-s-2-mt-2;5-mg-s-t+——"—

mil).

JlekapctBeHa ¢opma
PasTBop MHXeKUMoHeH
KNt 00 Xento-KadsB pasTeop.

KsinHuyHy [aHuen

4.1. lNMoKaszanna

Methotrexat Lachema 5 pastBop WHXXEKUMOHEeH e MpOTUBOTYMOPEH
NeKapcTBeH NMPOAYKT OT rpynata Ha aHTUMeTabonuTuTe, KONTo Hamupa
ApUIOXKEHNE B JIGYEHWETO HA MHOTO 3MOKaveciBeHY 3abonssaHus n
MOXeE fa 6bfe M3N0JI3RaH CaMOCTOATENHO WM KaTO BaXXHa CbhCTaBHa
yacT Ha KoMOGMHMpaHa XxumwoTepanusa. [lpunara ce npeaMmMHO npn
rneyeHne Ha TpodobriacTHa 60JfIeCT, KapuuHOM Ha TIbppara, ocTpa
nmmdpobnacTtHa M MUenobRacTHa JieBKO3a, MEeHWHreanHu ¢opmy Ha
NeBKosa, ManurHeHn fMaoMK, 3MoKavyecTBeHW TYMOpU Ha KocTute W
MEKUTE TbKaHW, 3MOKAYECTBEHU TYMOPWN Ha 6esnnuTe APO6OBE M KOXATA,
3110KaueCcTREHY TYMOPM Ha MMagarta W vsaTa 1 B HanpegHan ctapui Ha
MUKO3UC ¢yHrouaec.

4.2, JlosnpoBKa N HaumH Ha ynoTpeoda

JNekapcteenuat npoaykT Methotrexat Lachema 5 moxe ga ce npunara
VNHTPaMYCKYIHO, MHTPaBeHO3HO, MHTpaapTepuanHo U nHTpareKanHo.
Mpw xumuoTepanusita Ha pasfiMuHuTe BUEOBE  3NOKa4ecTBeHU
OGpasyBaHus Ce npunarat uHgUBMAyanHW CXeMW Ha fleyenue, KOWTo
BUHAry ce OfpefensT OT feKaps Creunanuct.
Llosnpoeka:

Tpodo6riactHa 6GonecT: [lpenopbdBa ce OHeBHa [A03a
MHTPaMycKynHo 3a 5-aHeBeH neuebeH Kypc. Vanuckea ce

~




Cce MOBTaps OBUKHOBEHO 3-5 NMbTW € NEpUof Ha TMOUYMBKU MEXOY
KYPCOBETE egHa Wunn noseye cegMuun.

EQexibT OT Tepanusita ce OUeHsSBa 4pe3 KONMYecTBeH aHanus Ha
XOPWOHroHagoTponHuA XopmoH (HCG) B ypuHaTa,KolTo TpsibBa na ce
BbpHE JO HOpManHuTe ¢l CTOMHOCTW Wik fa cTaHe rno-manko ot 50 [U/24
yaca cnefi npoeeXxpaHeTo Ha 3-Tus 1n 4-Tus Kype Ha jiedeHne.

MoiHO ©BpaTHO pasBUTE HAa W3MepMMWTe neskii OCMKHOBEHO Ce
Habnwoaasa 4-6 cegMmuuy No- KbCHO.

Flo-Bucoku o3y 60 mg MeToTpeKcaTr MHTPaMYCKYIHO Ha Becekn 48 yaca
YeTUpU MNbTU,MOCNEOBaHN OT WHTEH3VBHA MNPOTEKTUBHA Tepanus C
Kanuver $osinHaT. To3n Kypc Tpsabea na 6bge nosTtapsH Ha 7 OHeBHU
WHTEpBaK, 0O Bb3CTAHOBABAHE Ha HopManHuTe ctoHocT Ha HCG B
VypuHaTa.

OcHOBHOTO Mpeay 3arioyBaHe Ha BCEKW TeparnesTnydeH Kypc e ga ce
Hanpaey BHAMATENHA KIVHWYHA OLeHKa.

MenuHreansn GopMK Ha fieBKo3a:

MHTpaTekanHoTo MpuiiodKeHne Ha MeToTpekcar T[P&aBU  Bb3MOXXHO
pasnpeneneHneTo Ha npenapara B uepebpocnuHanHara TedHocT(LICT),
unnTo of6em ce onpenens oOT Bb3pactra, a He o7 TenecHara
riosbpxHocT.O6embT Ha LICT npu paxpaHeto e 40 % OT TO3M npu
Bb3PacTHY, KaTo 3a HAKOSKG rofimHn foctura 100%.

[NpenopbuBaHaTa fo3a Criopen BL3pacTia e:

[Mop 1 rogmuna Bb3pacT 6mg

1 roouHa 8mg

2 roguHn 10 mg

3 roauHu ¥ Hapd 3 roanHM 12 mg

Npu Br3pacTHW Ha ¥ Hap 70 rogukk 1 NpyY Aelia nopf 4 Mecela, MOoXKe a
ce HabriofaBa NoBMIIABAaHE HAa TOKCMMHOCTTa 1 B TO3W cnyyall e
HeObXoanMo La ce pepyumpa nosarta.

Mpy wHTpaTeKanHo BbBEX[OaHEe Ha METOTPEeKCaT, WHXEKLUNOHHWAT
pastBop TpsbBa Ha ce paspegu JOMb/HUTENHO C  MOOXOzsLy
pazTeoputen.KpaiHata KoHUeHTpauvs Ha pastsopa Tpaésa fa e
img/mil.

KaptmHom Ha repgata: OT 10-80 mg/m? UHTPaBEHOSHO 110 CXeMa.
3nokavecTBeHu TymMoOpu Ha rmapara n wwuata: Ot 240-1080 mg/m?
MHTPaBEHO3HA NHY3US.

3nokauecTBeHn TyMopy Ha Koctute © [IbpBoHauyanHa [o3a 3a BUCOKO
[030BO nedeHue 12 g/m? ypes 4 uacoBa uHoysusa. osara moxe na

enHa cegmMmula.




Mukoanc dyHrompec @ Kato antepHatiBa Ha rnepopanHata tepanus,
MEeTOTpekcarta MoXe fa ce npunara B gos3a 50 mg UHTPamycKynHo
BEOHBK B ceammLiara unn 26 mg 2 bt cegMn4vHo.
{Ipn neueHne ¢ BUCOKM [O3W e HEOOXOOMMO fAa ce MNPUNoXKK Kato
NMpeanasHo neyenne Kanuues donmHat. Ton ce npunara obuKHOBEHO OT
8 10 8 yaca cnen nHdY3MATa C METOTPEKCAT B NPOLb/DKEeHNE Ha 48 o 72
yaca, B posa o7 3mg go 40 mg/m® B 3aBUCMMOCT OT posarta Ha
METOTpEKCaT, Hal-4ecTo B UHTepRanu ot 3 Ao 6 yaca. lpu npunaraHeTo
Ha OCOo6eHO BUCOKW [03W METOTpeKcar, A03UpaHeTo Ha Kasiues
$onMHAaT e HeOBXOAMMO fAa Ce MpeleHsBa Bb3 OCHOBa Ha HenpeKboHaT
KOHTPON Ha KOHUEHTpauusaTa Ha MeToTpeKcaT B KpbBHUA CepyMm

. Mo BpemMe Ha NIEYeHNETO C BICOKW OO3W METOTPEKCAT € Heobxogumoe aa
Ge KOHTpOnMpa CbhCTOSHMETO HAa 60NHWS, Npeau BCUUKO dyHKUMSTA Ha
6BbpeuyTe, HUBOTO Ha METOTPEKCaTa B KPbBHUSA CepyM 1 NMpuriaraHeto
HA MOmAXCAAlM WHPY3NMOHHM pasTBopY, YycwunBamly Auypesara wu
anKanHocTTa Ha ypuHata, Ha CTOWHOCTA MO-BUCOKWM oFf pH 7.
ANKan3vpaHeTo Ce MpoBe)Xaa HanpuMep Ypes NHOY3us Ha pasTteop Ha
NaHCO; (20 no 25 mmol/l) B KonvuecTso 3 I/m? 3a 24 yaca unu uypes
nepopanHo npunoxeHue Ha NaHCO; B fosa 3 g 3a 4 10 6 yaca, KaTo
NMPEUACKEHNETO € HeoBXoAVMMO pga 3anoyHe Mpedn Hayanoto Ha
NeYeHneTo ¢ MeToTpekcat. KoHTposbT Ha pH Ha ypuHarta ce npoBexaa
OBUKHOBEHO eauH Yac crief npunoxketneto Ha NaHCOs. [py peuara ce
npuRarat Ao3W U3YUCASHM B 3aBUCUMOCT OT MOBbPXHOCTTa Ha TAMOTO,
cnopep OTOSHHUTE CXeMY 3a [1031POBKa.

4.3. lNpotueorioKasakns

. MeToTpekcar He ce npunara npy 6pemeHHN U KbpMauku, 60JHW C
YBPEXAaHNd Ha YepHust Jpo6 1 6h6peumTe U NMpY HAKON XeMaTosIoMYHI
yBpeXgaHua  (Xxunornnasus  Ha  KOCTHWS  MO3bK,  JIEBKOMNEeHus,
TPOMBOLUTONEHNS UAY aHEeMINS).
CnheuyanHo BHMMaHNe € HeoGXoauMo Mpy fipunaraHeTo Ha MeToTpekear
Ha 6oAHW, ¢ WHdEKUMW, cTOMAallHa 1 OyofjeHanHa fA3Ba, yhnlleposed
KOTNT, 06110 TEXKO CbCTOsIHWE, n3paseHa WMyHHa HEeHOCTATbUHOCT U
CBPBbXUYBCTBUTENHOCT KbM METOTPEKCATA.

4.4. CrienmanHn OpOTMBOMNOKAa3aHusa W creunantii npepynpeXxpeHns
3a yrnoTpeda
TNeyeHvero ¢ meToTpeKkcatT TPsA6Ba fa 6bfe NMpetieHeHo UHOVMBUAYANHO
OT KBanuduuMpaH Jiekap crieumanuct, a npy getiata ot Keannuumpax

Mpy BCUUKM chydau, KOraTto ce B3uma pelueHue 3a npuio
METOTpEeKCaT, NieKapsiT crieLmarnneT Tpsdea fa npeLeHn fasnim



NeKapcTBeHUst NPOAYKT e 6bde TNO-BUCOK, OTKONKOTO pPUCKa OT
TOKCW4HO YBpeXdaHe WM OT HAKOW HEGRAaronpusTH peakuuy. bonHuat
TpsbBa [a 6bae MOL HenpeKbCHaT fNEeKapcKW KOHTPos, Topaau
TOKCUYHOCTTA Ha MeToTpekcara. [llpu Tepanua C BUCOKW [O3N
METOTPEKCaT € HeoGXoOMMOo Oa ce CHefu MepuoavydHO CTOMHOCTTa Ha
pH Ha ypuHaTta Ha 60NHNUS W Ypes NOAXOHALN UHDY3NOHHN pasTBOpU ce
ocurypsiea HemHata Heooxoguma ankanmsauusa. [pu ctonHoctT Ha pH
non 6,9 e HeobxoouMo He3abaBHO npekbCBaHe Ha uHY3uATa C
METOTPEKCaT W TepanusTa MpopbMKaBa caMo crnef fnocTiuraHe Ha
cTabunHa ankanusauvs (pH no-BucoKo ot 7).

Mpep®, [0 BpemMe Wik clieq NpuKIiiovBaHe Ha fiedeHueTo ¢ MeToTpeKear,
Tpabea fa ce uscnegsarT YepHOOpPOoBHUTE U 6uépeuHnTe QYHKLINK;
KPbBHATA KapTyHa KakTo W PEHTTEHONOMMYHO U3cfiedsaHe Ha 6enuvte
npo6oBe. B cnyyan Ha HeBrarcnpusTHY peakuun Ha opranusma Tpstsa
Ia ce namanu fosata uwnm nNpexkpamm ynotpebata Ha neKapcTBEeHNA
Mpoaykr. [pofAbiXEHNETO Ha TepanuaTa Ce W3BLPUIBA ¢ MOBUIUEHO
BHUMAHUE.

He ce nperiopbysa ynoTpebara Ha ankoxofl No BpeMe Ha NieUeHUeTo ¢
METOTPEKEaT.

4.5. JlekapcTBeH 11 BpYru B3anuMoORencTBUs

[MoBulleHW TOKCWYHWM NEKapCTBEeHW B3auMOfeNCTBUA Morar [a
Bb3HUKHAT B CIy4anTe,Korato METOTpeKear ce M3MecTea oT nasMeHnTe
NpoTeMHW OT Fpyri JekapcTBeHn npogykiu.lipy egHoBpeMeHHaTa
yrotpeba Ha METOTpeKcarT € HEeCTepouaHv [POTUBOBbL3NANMTENHN
NEKaApCTBEHN MPOHYKTW (canuuunatin 1 denunbyTasoH); TETPaLVKIMHK,
xnopamdennkon;  TpumeTonpum-cyndameTokcason;  cyndoHamuau,
napaaMmHObeH30eHa KucenMHa ¥ AUOEeHWNXUOaHTYUH, MeTOTpeKcar
MOXKe Oa Gbpe M3MecTeH OT MasMeHuTe NPpOoTenHn 1 fa ce rnoBnuse Ha
BLTPEKNEThYHOTO MY MOCThIIBaHe.

BUTaMWHHA TPOAYKTY, CbabpXKawy ¢$onueBa KucenuHa Wi HelHU
NPOWU3BOOHU, MOFaT Aa MNOHWXAT ASNCTBUETO HAa NeKapCTBeHUs NPOOYKT.

A4.6. bpemeHHOCT W KbpMeEHe
Methotrexat Lachema 5 pa3TtBop MHXEKUMOHEH e NPOTUBONoKa3aH npu
6pemenHocT, TepanusAta € METOTPeKcar [0 BpemMe Ha KbpMeHe e
MPOTUBONOKasaHa, nopagu Bb3MOXHOTO  MpeMuHaBaHe  Ha
NeKapCTBEHNS APOAYKT B MaldnHOTO MIISKO,

Bonunte B penpopykineHa B'bSpaCT (MbXKe 1 Xenu) Tpsosa :;




eMBPUOTOKCUYHOCT M TepatoreHeH edekr) U TpabBa da uMm 6bge
Ha3HauveHa Noaxoasdwia KoHTpatlenTusHa Tepanus.

4.7. EdeKin BbpXy crnocobHocTia 3a WodunpaHe n padota ¢
MatimHNn
CrocoBHocTTa 3a WodgupaHe M pabota ¢ MaumHy MOXe [a 6bpe
HapylleHa No Bpeme Ha JIeYeHneTo C MEeTOTPEKCaT U OT HEeXenaHute
fieKapCTBEHN peakuvn (onucaHu no [oiy). bosiute Ha N3BbHOONHWYHO
nevyeHne TpAGea oa 6bAaT MHOMO BHUMAaTENHW Npy lodupaHe 1 padota
C MatumnHu.

. 4.8. HexXenaHn nexapcTBeHN peakuunin
MeToTpekcaT e BeluecTBO C BUWCOK TOKCUYEH edeKT ocobBeHo [ipu
npoOowpKutTento rneuexnme. [logeata W cunata Ha HeXxenanwute
nekapcTBeHW  peakuuM  3aBuMCKM  NpeauM  BCMMKO  OT  Jo3ara,
NPOABLIPKNTENHOCTTA Ha NPUITOXXEHNETO 1 OBUIOTO CHLCTOSAHME Ha BOJTHNS.
[naBHO ce nosesBa rageHe W [oBpbllaHe, UYpeBHW pas3CTponcTBa,
racTPOMHTECTUHANHO KbpBEHE W Vrlepatun, OTnafHaliocT, BUCOKa
TemnepaTypa ¥ NOHWKeHa YCTONYMBOCT CHPSMO UHGEeKLIMN.

Ha Koxarta morar fa ce nosissT o6puBu. OTGenssaHa e nosulileHa
OTOUYBCTBUTENHOCT, (QYPYHKYNO3a, HenUrMEeHTalns Ha Koxara W
Koconag.

MeToTpekcaTr MOXKe Aa npeanssBuKa U3MeHeHUs Ha KpbBHaTa KapTuha,
XUMOMia3nsd Ha KOCTHUA MO3bK C JIeBKONEHWst U TPOMBGOLMTONEHUs ¢
MOBUILIEHA CKMNOHHOCT KbM KbpBeHe. CmylleHuss B gemHocTTa Ha

. 6LOpeELMTE MOXKE Ja ce MNOosABU B pesynrar Ha KpucTannaupaHe Ha
MeTabonMTUTE Ha METOTpeKcaTa B 6nbpeunnuTe KaHanueta Mnpu Kucena
peakuusi Ha ypuHata. ToBa MOXe fa [oBefe [0 octpa 6bopevHa
HEfoCTATbUYHOCT, 0CO06EeHC NpW MpUnoXKeHne Ha BUCOKW JOo3N
METOTpeKCaT W HEZOCTaTbYHO aliKanuaupaHe Ha ypuHata. 3aTtoBa ce
MpernopbyBa CbOTBETHA Xuppatauus M ankanusauus Ha ypuHata.
XeraToTOKCMUYHOCTTa Ha feKapcTeeHWs MPOOYKT MOXE [a fAoBede [0
atpodua Ha yepHoppobHaTa TbKaH, HEeKpo3a, umposa, MOXe ha ce
MoABM W UUCTWT, XWMEPypuUKemus, Onurocniepmus, Hapyllenust Ha
MEHCTpyanHus uuvKbh, 6Gesnnogwe, Morar ga ce NOaBAT BUXarenHu
HapylieHusi, VHTEPCTULMANHE NHEBMOHUSI 1 XPOHWYHO OBCTRYKTUBHU
6enoapobHu saboniseanna. Bvapeiicteueto BbpXxy LIHC ce nposesea C
rnaso6one, ChHAMBOCT, HapyileHWe Ha 3peHneTo, adasus, napesa nim
crnasmm Oco6eHo nNpu 6GonHuTe cRef o6rbusaHe Ha rnasata U
rpboHauHNA CThIG.




4.9. Tpeposnpake
EdekTvBeH neKapcTBeH TMPOOYKT, KOWTO HeyTpanusupa TOKCUYHOTO
OEMCTBME Ha MeToTpekcarta M MOXe ga Gbhge MNpunoXeH fApYU BCSKO
npegosnpaHe ¢ METOTPEKCAT € KalleB QonnHar .

5. apmakKonornyHn [aHHu

5.1. @apmakopyHamMuyHn cBokcTBa
LinTocTatuk.
JlekapciBeHoTo BelllectBo Ha Methoirexat Lachema 5, L-N-/4-{(2,4-
diamino-8 pieridinyl)metyl/metylamino} — benzoyl/ glutamic acid -
methoirexate (amethopterin), aHanor Ha QonuveBara KucennHa e
aHTUMETaBOoNUT, TIOAXOAAL, 32 NIeYEHNETO Ha MHOMXECTBO Heornasum 1
Ha aKTUBHO Npormdeprpalivi ThKahin 07 HEOHKONOTUYHO ECTECTBO.
MexanmsmbT Ha QencTeve Ha MeToTpeKcara ce  ObmkyM  Ha
KOHKYPEHTHOTO MHXubupaHe Ha eHsuMa auxnapodgornarpenykrasa, Konto
npeepblia dQonueBata KucenwHa (WM auxugpodonuesara) B
TeTpaxngpodoneBa, KoaTo € BaXKeH KodaKrop 3a Merabonmama Ha
EeMHOBBINIEPOOHNTE TPyMK, HEoBXoOuMKW 38 BUOCUHTE3NPEHEeTO Ha
nypuaute. KpakHuat edekt e WHXuGMpaHe cuHTesata Ha [OHK u
KNMEeTbYHOTO fAenenne. ViHXxnéupaHeTo Ha guxuppodonatpenykrasa MoXxe
Ja ce npeKpary eAMHCTBEHO TPU eHOBPEeMEHHOTO BbBeX[daHe Ha
pepyuupanute ¢onatn (folinic acid). MetoTpekcar CceneKimBHO
MHXMGMpa KNeTeMHOTO [erieHue BbB dasa S Ha KINeTbYHUS LMK, npu
KOETO aKTMBHO nponudepupaliute TbKaHu ca No-YYBCTBUTENIHM Ha
[eNCTBUETO Ha aHTuMeTabonuTa. MeToTpeKkcar NpOHWKBa B KieTKaTa
ype3 aKiuBEeH TPaHCMOPTEH MEeXaHW3bM, Karo YBPeNeHUTe KIeTKN
NposiesABaT YCTOMUYMBOCT KbM MeTOTpeKcara. YCToNdMBOCTTa MOXKE na
6bAe NMPecHonsHa Ype3 MPeKoMepHO NoBULeHe Ha fosata, KoATo nma
neraneH edekT BbPXY HOpMAnHO rnponndepupalinte  KNeTKU.
MpunoxkeHneTo Ha Kasuves $onuHarT C MOBTapstuM ce Marnku o3y,
MOXKe [a NnpeKpatyt RENCTBMETO HA METOTpeKcaTa B HOpManHuTe KNetky,
HO NpW HapylleH TPaHCMNopTeH MeXaHu3bM KanuueBus ¢onmHat He
MPOHUKBA B TYMOpHWTE Knetku. Ha ToBa e ocHoBaH npuHuuna Ha
rpunaraHeTo Ha BUCOKNTE (rpamMoBy) JO3Y MeToTPpeKear.

5,2, @apMaKOKMHETYHI CBOICTBa
Crieq,  TnApeHTepanHoTo NpURoXKeHue,  MeToTpexcarta
MaKCUMaIHM CePYMHW KOHUEHTpauus MeXEY MONoBUH [0 €




FMpnbnuantenHo nMoOAOBMHATA OT abCopBUupaHoTO  KONMYEeCTBO Ce
CBbp3Ba 06PaTMMO CbC CEPYMHUTE MPOTEnHN Ypes 6bP30 NpeMuHasaHe
L0 TefleCHUTE TeYHOCTU U ANdY3ns B KNETKUTE.

MNetpecet npoteHTa (50%) OT MPYETOTO KOMMYECTBO Ce elMMuHMpa Ha
wectust yac. JieKapcTBOTO ce enuMUHMpa 4Ypes  6wbpeuuTe
(rmomepynapHa QunTpauna u TyoynapHO eKCKpeTupaHe), Manko
KOMMYECTBO Ce eNMMUHMpa Ype3 uyepHuAa Opob (okono 6%). [1o 24 yaca
cnen npunaraHeto ce emamubnpa 50% o 80% OT NeKapcTBeHOTo
BewecTso. [loBTapfawmTe ce OHEeBHW [O3WU cTabunmsuvpar HUBOTO Ha
CEepYMHWTE KOHUEHTpauuMu Ha FfeKapCTBOTO W ChlEBpeMeHHO
NMPUYMHABAT HETOBOTO KYMynMpaHe OcoB6eHO B uJepHust [po6 wM
6bbpeuunTe.

5.3. MNMpepknHNYHY OaHHN 3a 6esornacHocT

OcTpara TOKCUYHOCT Ha nekapceTaeHis npoaykt Methotrexat Lachema 5
e buna uscnegBaHa Ha MIbXOBe, Karo CpaeHAaBall cTahgapt € 6un
nanonaBaH nekapcTteenus nponykt Methotrexat Lederle. Mexgy fBata
gpooykia He € 06una YycTaHoBeHa 3HauuTesiHa pasnuka, cnef
WHTParepuToHeanHo Mpuno)KeHwe, [OKaro Criel, MWHTPaBeHO3HO
npunoxxenue Methotrexat Lachema 5 e nokasasi no-H1ucKa TOKCUUYHOCT.
EdexTsT OT JieueHueTo ¢ BUCoKM posn Methotrexat Lachema 5 Ha
XemaTtornoetmyHara cucreMa e 6un uscneasaH Bbpxy muiiku., Grien
nosata 500 mg/kg uMHTpaBeHO3HO € 6uNha ycTaHoBeHa 3HauuTernHa
NEBKOMEHUs 1 nMM@oUMTO3a, KOSTO [0 78 yaca e npuumHmuna cMbpT.
Kanuuers Qonnsar rnpunoxeH NOOKOXHO, B fAo3a 100 mg/kg Ha wectnd
uac, Crnef NpUoXKeHNeTo Ha MeTOTpeKcara 6roKipa To3u e@eKT.

6. MdapmauveBTUYHN AaHHN

6.1. CrincbK Ha MOMOLUHWTE BELIecTBa N TeXHWTe Kosnvecisa
Sodium chloride 16,5 mg
Sodium hydroxide ad pH 7,5
Water for injection ad 2 ml

6.2. ONsNKO-XNMUYHN HeCbBMEeCTMOCTI
He ca n3secTH®.

6.3. CpoK Ha rogHoct
2 roguHn.




6.4. CneunarsriHit YCrioBNS Ha CbXpaHeHune
Methotrexat Lachema 5 pa3TBOp NHXEKUMOHEH TPSbBa Ja ce ChXpaHsBa
B OpwinHanHa OraKoBKa Ha 3almMTeHo OT CBEeTNWHa MSACTO npu
Temnepatypa niog 10°C.

6.5. [arHn 3a onakKoBKara

FibpBUYHA OMakoBKa — CTbKIeH PnakoH, npo3payeH oT |-BM TUA CTHKAQ,
C rymeHa sanyliarnka v anyMuHueBsa Karnauka 1 eTUKeT.
BtopndHa onakoBka — KapToHeHa Kyiisi ¢ 10 ¢riakoHa, NnpuapykeHa ¢

. INCTOBKa 3a YNoTpeba Ha Oblirapckn e3nK.

' 6.6. lNpenopbky Hpyu yroTpe6a

PastBopbT TpsAbBa Oa ce yrnoTpedbu Ao 24 4yaca Crief OTBapsHeTo Ha
¢driakoHa 1 paspexpaaHeTo My 3a UHoyansa,
Xumnuecka M ¢usmuecka CTabunHOCT e fJoKasaHa sa 24 uyaca Npu
Temnepartypa nopg 25°C.
OT MUKpOBHOOMYHA ITiefHa ToUKa, pa3TBoOpPBT TPAGBA fa ce NpUuioXu
BepHara.
B cnyuai, ye He 6bde nNpuURoXeH BepHara criel OTBapsHe u
paspexxpaHe, TpabBa fa ce CnasfT CTPUKTHO YCINOBUATA U BPEMETO 3a
CbXpaHeHue Ha pasTeopa. TO3u Nepuofd Ha CbXpaHeHue He TpsbBa fa
npeBullaBa 24 1aca npu Temnepartypa ot 2°C go 8°C. To To3u HauuwH ce
ocurypsiBat  HeobXogVMWTE  acenTuyHi  YCnoBWMs 3a  HEeroBoTo
NIPUIOXKEHYE.,

g AKO 1O Bpeme Ha CbXpaHeHWeTo Ha pasrteopa (0o 24 vaca oOT
OTBAPAHETO U paspexaaHeTo npu t 2-8°C) ce HosaBy nombTHABaHE, TON
He Tps6Bea Aa 6bae U3NonsBaH.

7. lme n apgpec Ha npureXaTesia Ha paspelleHNeTo 3a ynoipeba.
PLIVA — Lachema a.s.
Karasek 1
621 33 Brno
Czech Republic

8. PerucipaumoseH Homep B perucropa no wi. 28 3HAXN
9. [ata Ha NbpBO paspeluaBale 3a yNoTpeba Ha JieKapcTBEHNS
MPORYKT
1990 r.
10. [ata na aKkiyanusauns Ha TeKcTa
2003 .




