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METOTPEKCAT JIAXEMA 1000mg/20ml xoHUueHTpAaT 32 HH mﬁ-‘paamé-- --------- fy(?
METHOTREXAT LACHEMA 1000mg/20ml Concentrate for solution for infusion o

1. HME HA JEKAPCTBEHHA ITIPOXYKT

2. KAYECTBEH H KO/IHMECTBEH ChCTAB

METOTPEKCAT JIAXEMA 1000mg/20ml koHueHTpaT 3a HH}Y3HOHEH pasTBOp Chabpka 1000 mg
MmeToTpekcat B 20 ml umkekunoHeH pazteop (50mg/ml)

3a IbJIHMA CITMCHK Ha MOMOILIHHTE BelllecTBa, BK. TOo4Ka 6.1.

3. JIEKAPCTBEHA ®OPMA

KoHueHTpaT 3a UHPY3UOHEH PasTBOP
KBnT 10 XKbATO-KadsAB PazTBOP

4. K/IHHHYHH JAHHH
4.1 TepaneBTHYHH NOKAZAHAA

METOTPEKCAT JJAXEMA e npoTHBOTYMOPEH JICKapCTBEH NPOAYKT OT rpyrnara Ha
AHTUMETAOOIHUTHTE, KOHTO HAMHUPA NPHAOKCHHNE B JISYEHHETO HA MHOTO 3710KAYE€CTBSHH 3a009BaHNA
H MOXe Na ObJe U3MON3BaH CAMOCTOATEIHO WIH KATO Ba)KHA CHCTABHA 4acT HAa KOMOMHHpaHa
XUMHoTepanud. [Ipuiara ce npeaAuMHO IIPH eyeHHe Ha TpododnacTHa Gonect, KapUHHOM Ha
repllaTa, ocTpa JMMQodiacTHa U MUENOOIACTHA IEBKO3a, MCHUHICATHH (POPMH Ha JIEBKO34,
MaJIMFHEHH JIMMQOMH, 3JI0KaYEeCTBEHH TYMOPHU HA KOCTUTE U MEKMTC THKaHH, 3JI0KaY€CTBEHH TYMOPH
Ha OenuTe ApoOOBE U KOXKaTa, JMOKAYECTBEHU TYMOPHU Ha IllaBaTa M LIMATA M B HANPEIHAN CTagui Ha
MUKO3UC (pyHrouzec.

4.2 I[osnpornxa H HAYHH HA OPHJIOKECHHE

METOTPEKCAT JIAXEMA Moxe [1a ce npuiara HHTpaMycKyJlIHO, HHTPaBEHO3HO,
MHTpaapTepHAIHO WIM HHTpaTeKalnHo. BHcokuTe n03U MeToTpekcaTt TpsabBa na ObaaT npunaraHu
CaMO KaTO UHTpaBE€HO3HAa UH(QY3HAL.

[Ipu xuMHOTEpanus Ha pa3IMYHUTE BUAOBE 310KAYECTBEHHU 00pa3yBaHHUA Ce NIpUIaraT UHAUBUIYATHH
CXEMHM Ha JIeYeHHe, KOUTO BUHArU ce ONPEACNAT OT JIeKaps CIICLUAIIUCT.

Jlo3npoBKa:
TpodobaacthHa Honecr:
[IpenopbuBa ce ZHEBHA A03a OT 1 5-30 mg MHTPaMYCKYJIHO 3a 5-THEBEH JeueOeH Kype. M3uckea ce
TAKBB KYPC a ¢€ NMOBTapA 0OUKHOBEHO 3-5 NBETH ¢ NEPUOA HA IMOYUBKH MEXIY KYPCOBETE €AHA WIH
NOBEYE CCAMHLIN.

EdexTsT OT TEpamuATa c€ OLEHABA YPe3 KOTHUECTBEH aHaTHU3 Ha XOPUOHTOHANOTPOITHUA XOPMOH
(HCG) B ypuHara, koMTO Tpa6Ba J1a ce PppHE A0 HOPMATHHTE CH CTOHHOCTH WIH Ja CTaHe Mo-MajIko
oT 50 [U/24 yaca cien npoBeXAaHETO Ha 3-THA WIH 4-THA KYPC Ha JICYCHHE.

[Tearo 0OpaTHO pa3BUTHE HA U3MEPUMMTE Ne3UU OOMKHOBEHO ¢e Habmonasa 4-6 cen
[To-BrcokHu mo3u 60 mg METOTPEKCAT HHTPAMYCKYJIHO HA BCeKH 48 yaca YeTUpH NI
WHTEH3UWBHA MPOTEKTHBHA Tepanus ¢ Kannues goaudar. To3u kypce 1psabsa na 61
JHEBHH MHTEPBAJIH, RO Bb3CTAHOBABAHE HA HOpMaiiHHTe cToiiHOCcTH HA HCG B
OCHOBHOTO NMpeH 3aMo4YBaHe Ha BCEKM TepaneBTHYEH KYpC € Ja ¢e HalpaBH BHH
OLICHKA.




MeH1HreatHd GopMH Ha JIEBKO3a:

HMHuTpaTekanHOTO NPUIOKEHHE HA METOTPEKCAT NMPaBH B3MOXKHO pasnpelerieHHeTo Ha Ipenapara B
nepedpocnuHannara TeuHoCT {LICT), umitro 06eM ce onpeaens ot BB3pacTTa, a HE OT TelleCHaTa
noBbPXHOCT. OOembT Ha LICT nmpu paxxganeto ¢ 40% oT TO3U NpH BE3pacTHH, KATO 3a HAKOJKO
roauau goctura 10 100%.

[IpenopbuBaHaTa 403a CIOpe] Bb3pacTTa € :

[Toa 1 roauika Bh3pacT 6mg

1 roopuHa 8 mg

2 rOAHHHU 10 mg

3 rogunad ¥ Haa 3 roauHd 12 mg

[Ipu Bb3pacTHH Ha ¥ Haa 70 FOOUHM M NIPH AcLa noa 4 Mecela, Moxke a ce HabJiolaRa NOBMIIABAHE
Ha TOKCHYHOCTTA U B TO3H CJTydaii € HeoO0X0AMMO J1a c€ peayLMpa A03aTa.

ITpu HHTpaTeKaNTHO BbBEXKaHE Ha METOTpEKCAT, HIDKEKLIMOHHHUAT pa3TBOp TpAOBa Aa ce pa3peau
JAONBJIHHUTEHO C MTOAX0AA1 pa3TBopUTE/. KpalfHaTa KOHLEHTpaLWsA Ha pa3TBopa TpabBa Ja ¢ lmg/ml.

KapuuHoM Ha repaata: Ot 10-60 mg/m’ HHTPABEHO3HO TI0 CXEMa.

3noKadecTBEeHH TYMODH Ha riapara W musara: Ot 240-1080 mg/m” MHTpaBeHO3HA MHOY3HS.

3n0kauecTBEHH TYMODH Ha KocTute: ITspBOHAYAIHA 1034 33 BUCOKO A030BO JiedeHue 12 g/m” upes 4
yacora uHMy3us. Jozara Moxe na 6bae nosumena 1o 15 g/m’. KypesT Tpa6ea na 6b/1e noBropeH
CJIeA €AHa CeMHMLIA.

Mukoszuc GVHIOHIEC: KaTO aITCPHATHBA HA NEPOpaIHATA Tepalnua, MEeTOTpPEKCaT MOXKe Ja ce NpHiara
B Ho3a 50 mg HHTPaMYCKYJIHO BeHBXK B CEAMHLIATA HIM 25 mg 2 MBbTH CEAMHUYHO.

[Tpu neveHre ¢ BUCOKH JO3U € HeOOX0AUMO Aa ¢€ NPHIIOKHU KAaTO NPEANa3Ho JeUeHHe KalllieB
donuHar. To# ce npunara 0OuKHOBEHO OT 6 A0 8 yaca ciiell HHPY3UATa C METOTPEKCAT B
npoab/bkeHue Ha 48 no 72 yaca, B 1o3a ot 3 a0 40 mg/m’ B 3aBHCHMOCT OT JI03aTa HA METOTPEKCAT,
Half-4ecTO B HHTEPBAIM OT 3 10 6 4aca. [Ipu npunaraneTo Ha 0CODEHO BHCOKM 03U METOTpEKCAT,
JNO3UPAHETO Ha JICBKOBOPHH € HEOOXO0AUMO J1a C€ MPEUCHABA Bb3 OCHOBA Ha HENPEKBbCHAT KOHTPOJI Ha
KOHLICHTpALIMATA HA METOTPEKCAT B KPBBHHA CEPYM.

[To BpeMe Ha JIEYEHHETO C BUCOKH AO3U METOTPEKCAT € HEOOXOIUMO 1a C€ KOHTPOJIHPA ChCTOSHHETO
Ha GonHu, npead BCHYKO QyHKUMATA HA 66OpeluTe, HHBOTO Ha METOTPEKCATa B KPBBHUSA CEPYM H
NpHJIAaraHeTo Ha NMOAXOAALIM HH(Y3UOHHHU Pa3TBOPH, YCHIIBAIIH AHYype3aTa H aJIKAIHOCTTA Ha
YpHHATa Ha CTOMHOCTH MO-BHCOKH OT pH 7. AnKanu3supaHeTo ce NpoBeka HanpuMep 4pe3 HHQpy3us
Ha pazreop Ha NaHCO; (20 go 25 mmol/l) B kosmmuecTBo 3 I/m” 3a 24 yaca WIH Ype3 NEPOPATHO
npunoxkenue Ha NaHCO; B no3a 3 g 3a 4 no 6 4aca, KaTo NPHIOKEHHETO € HEOOXOAMMO /12 3aMouHe
pelH HAYAJIOTO Ha JIeYeHHeTo ¢ MeToTpekcaTr. KoHTposrsT Ha pH Ha ypHHaTa ce npoBexaa
OOMKHOBEHO €IHH Yac ciel npwiokeHuero Ha NaHCO;.

an acLara ce rnmpunarar 403, H34HMCJICHH B 3aBHCHMOCT OT MOBBPXHOCTTA Ha TANOTO, CIIOPCA
OTACIIHHUTC CXCMH 34 JO3IHPOBKA.

4.3 IIporHBOnOKa3zanud

MeTOTpEKCaT He ce npuiiara npu GpeMeHHH K KbPMELIH XeHH, OOHY ¢ YBPEKIAHUA Ha YCPHHUA Apod
¥ OBOpenTe 1 NMPH HAKOU XEMATOJOTHYHH YBpEXK/JaHHA (XUMOIUIa3HA Ha KOCTHHS MO3BK,

NIEBKOTIEHHA, TPOMOOLIUTONIEHHA HIIH AHCMHS ).
CrieLiMaliHO BHEMAaHHE ¢ HeoOX0MMO NPH NPUIAraHeTo Ha METOTPEKCaT Ha OONHU ¢
CTOMalllHa M AyOJE€HAHA 13Ba, YIUCPO3€H KOJHT, OO0 TEXKO ChCTOSHUE, H3pa3eH
HEJOCTATHYHOCT ¥ CBPBbXUYBCTBHTETHOCT KbM METOTPEKCATA.

4.4 CnenHAJIHHE OpeIyNpeKIACHHS H NpeANasHA MEPKH NPH yHoTpeda



JleueHueTo ¢ MeToTpekcar TpadBa aa 6ba¢ MPELECHEHO HHIUBUIYATHO OT KBATH(HLIIMPaH JieKap
CMICLIMAIMCT, a4 MPH ACLAaTa OT KBATH(PHULMPAH MMeAUATEP ¢ ONUT B H3NMI3BAHETO HA aHTHMETa00IMTHA
XUMHOTEepanus. IIpy BCUUKH CTy4aH, KOraTo c€ B3eMa pellicHHe 3a MPUAOKEHUE Ha METOTPEK AT,
NEeKapAT CneLHaNMCT TPAOBa Ja NMPELEHN Aall e(PeKTa Ha JIeKapCTBEHUs MPOAYKT Ll ObJie NO-BHCOK,
OTKOJIKOTO PMCKA OT TOKCHYHO YBPEXKAaHe WIH OT HAKOU HeOIaronpusaTHU peakuu. bonHuar tpsabsa
Aa 6bae Noja HEMPEeKLCHAT NEKAPCKH KOHTPOJI, MOpaay TOKCHYHOCTTA HA MeToTpekcarta. [Ipu Tepanus
¢ BUCOKH JO3H METOTPEKCAT € HeOOXOAMMO A1a ce cliey MepHOAMYHO crolinocTTa Ha pH Ha ypHHara
Ha OOJTHHA U 4pe3 NOAXOAAIIH HHPY3HOHHH Pa3TBOPH Ce OCHUTYPSABA HEHHATA HEOOX0aHMa
ankanuzauud. [1pu croitHocT Ha pH non 6,9 e HeobxonuMo HezabaBHO npekbcBaHe Ha HHGY3UATA C
METOTPEKCAT U TepanuaTa NMpoaAb/DKaBa caMo Clel IIOCTUraHe Ha ctabunHa ankanuszanus (pH no-
BHCOKO OT 7).

[Ipenu, no BpeMe WIM Cliel NPUKITIOYBAHE HA JIEYEHHETO C METOTPEKCAT, TPAOBA Aa Ce U3CASABAT
yepHOXpOoOHHUTE 1 OBOpedHHTe PYHKUMH, KPEBHATA KAPTHHA, KAKTO H PEHTTC€HOJIOTHYHO M3CIICABaHE
Ha Henure apobore. B cnyyail Ha HeOMArONPHATHH peaklMK Ha opraHuiMa tpabea 1a ¢e HaMalu

[03aTa WIH NpeKpaTH ynorpedaTa Ha JeKapcTBeHHA MPOAYKT. [IpoaLkeHHETO Ha TepanuaTa ce
M3BLPILIBA C MOBUIIEHO BHUMaHHE.

He ce mpenopbuBa ynorpebara Ha aaKoXoJI 110 BpeMe Ha JIeYEHHETO C METOTPEKCAT.
4.5 BiaumojeiicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrH PopMH Ha B3aHMOAEHCTBHE

[ToBuineHM TOKCHYHH JIEKAPCTBEHH B3aUMOAECHCTBHA MOraT f1a Bb3HUKHAT B CIy4YaHuTe, KOraro
METOTPEKCAT C& U3MECTBA OT IUIa3MEHHUTE MPOTEUHH OT APYTH JIeKapcTBeHH IPpoayKTH. [Ipu
eJHOBPEMEHHATA YNOTpeOa HAa METOTPEKCAT C HEeCTEPOHIHH MIPOTHBOPEBMATUYHH JI€KAPCTBEHH
NPOAYKTH {CaNnULMIATH K (eHII0YTa30H), TETPALMKIHHH, XJ10paM(peHHKO, TPUMETONIPUM-
Cya(dhaMeETOKCa301, CYAPOHAMHAM, NIapaaMHHOOEH30¢Ha KUCE/IHHA U AHPEHHUIXUAAHTOHH,
METOTPEKCaT MOXKe 13 OBae H3MECTEH OT ITUla3MeHUTe NMPOTeHHH U Aa ce MOB/IHMge Ha
BETPEKJICTLYHOTO MY TIOCTHIIBAHE.

BuTaMHHHM NPOAYKTH, ChbIBPKAIIHM (PONHEBA KHCSIMHA WIIM HEIHU NPOM3BOAHH, MOTAT Aa MOHWXKAT
NEeACTBHETO Ha JICKAPCTBEHHS MIPOAYKT.

4.6 DbpeMeHHOCT H KbpMeHe

METOTPEKCAT JAXEMA ¢ nporusonoka3zaH npu OpeMeHHOCT. Tepanuara ¢ METOTPEKCAT HO
BpeMe Ha KbPMEHE € MPOTUBOMOKA3aHA, MOPaAY Bb3MOKHOTO IIPEMHHABAHE Ha JICKAPCTBCHUA
NMPOAYKT B MAHYUHOTO MJIAKO.

BonHKTe B peNpOAYKTHBHA RB3PacT (MbXe U 2KeHH) TpaOBa Aa ObAaT NpeIynpeAcHHU, Y€ B ClIydai Ha
3a0peMeHABaHe O BpeMe Ha XHMHOTEpallis ¢a Bb3MOXHY PUCKOBH GaKkTopH (T€HOTOKCHYHOCT,
eMOPHOTOKCHYHOCT H TepaToreHeH edeKT) H TpAOBa na UM OB/ Ha3HA4YEeHa NOAXOAA1IA
KOHTPALICITTUBHA TEPaITHAL.

4.7 EtexTn BBpXYy c1ocobOHOCTTA 32 modHpane H padoTa ¢ MAIIAHH

CnocoGHocTTa 3a modupane U paboTa ¢ MalIUHA MOXE A2 Oblie HapyllleHa N0 BpeMe Ha JICYEHUETO C
METOTPEKCAT U OT HEKENTaHUTE JIEKAPCTBEHH PEaKLWH { OIMCAHH NO-A0JY). bolHuTe Ha
H3BBHOOHUYHO JIeueHue TpA0Ba a ObAaT MHOTO BHUMATEITHH NpH WodHpaHe U paboTa ¢ MallUHH.

4.8 HexXellaHH JEKAPCTBEHH PCAKIHHA

MeToTpeKcar e BELIECTBO C BUCOK TOKCHYEH edeKT 0co0eHO NpH NpOaB/DKUTENHO NeveHue. [logpata

4 CHIaTa Ha HEXEJIAHHTE JIeKapCTBEHH PEaKIHM 3aBHUCH NPEeNH BCHUKO OT J03aTa, P
NPOIB/DKHTETHOCTTa HA MPWIOKEHHETO H 00IOTO CheTOAHKE Ha OotHHA. [ 1aBHO ce N
M NOBPBIIIaHE, YPeBHH PAa3CTPOHCTBA, FACTPOHHTECTUHATHO KbPBEHE H YIILEPALIHH,
BHCOKA TEMIIEPATYPA U NOHWKEHA YCTOWYHUBOCT CIPAMO UHPEKLIWH.

Ha ko>xara Mmorart ja ce nosaBiat oOpuBH. Or0ena3ana € nopuieHa GoTOUYBCTBHTEN
¢ypyHKYI03a, JENUrMEHTaLUs HA KOJKATA K KOCOMan.




MertoTpekcar MOXe Aa NPEAU3BHKA U3MEHEHHA Ha KPbBHATA KapTHHA, XUNOMJIa3HA Ha KOCTHHUS MO3BK
C JICBKOTICHUA U TPOMOOLIMTONIEHHS C NMOBULICHA CKJIOHHOCT KBEM KbpBeHE. CMYyIlleHHs B ACHHOCTTA Ha
O6BOpeLmTe MOXKE J1a € MOSBH B pe3yJITaT Ha KPUCTAIM3MpAHe Ha METaDONTUTHTE HA METOTpeKcaTa B
OLOpeuHHUTE KAHATYETA MTPU KMCENA peakUusa Ha ypHHaTa. ToBa Moxke a noBeae A0 ocTpa 6n0peuHa
HeAOCTATBYHOCT, OCOOEHO NMPH NPWIOKCHHE Ha BUCOKH JA03H METOTPEKCAT K HEJOCTAaTHYHO
alnKalu3MpaHe Ha YpUHaTa. 3aTOBa CE NPEenopbyBa ChOTBETHA XUAPATALIUA M ANKATIH3ALMA Ha
ypHHaTa. XeNnaTOTOKCHYHOCTTA HA JICKAPCTBCHHA MPOAYKT MOXKE Ja AoBeJe 10 atpodusa Ha
uepHOApOOHAaTA THKAH, HEKPO3a, UHPO3a, MOXKE 1a CE TIOSBH U LIMCTHUT, XHIEPYPUKEMHS,
OJINFOCIICPMUS, HAPYILCHHUA HA MCHCTPYATHUS UMKBII, Oe3rioane. Morar Ja ce nosBsaT JUXATEIHH
HapyLICHHUs, HHTEPCTULIMAJIHA MTHCBMOHHUSA U XPOHHYHO OOCTPYKTHBHH Oes1opoOHH 3a0015BaHK .
Br3aeiicteueTo BepXy LUHC ce nposesea ¢ ritapobosnue, CHHIUBOCT, HAPYLWICHUE Ha 3PSHUETO,
adazud, napesa WM cnasMu ocoOeHo npu O0JTHUTE cliesl o0rbYBaHe Ha rilaBaTa ¥ rprOHaYHKS CTEAD.

4.9 Ipeno3zupane

EdexTHREH JIeKapCTBEH MPOAYKT, KOUTO HEYTpalu3dpa TOKCHYHOTO JeHCTBHE HA METOTPEKCATa H
MOKe Aa ObJe NPUNOKEH MPU BCAKO NPea0o3upaHe ¢ METOTPEKCAT € KAIKeB ¢GoaHMHAT.

5. ®APMAKOJIOTHYHH CBOUCTBA

5.1 dapmakogEHAMHEYHH CBOHCTBA

QapmakoTeparneBTHUHA rpyna; [{uTocTaTHLM, aHATIO3M Ha QOTUeBaTa KHCENUHA
ATC kon: LO1BA 01

JlexapctBeHoTO BelecTBO HA METOTPEKCAT JTAXEMA ¢ L-N-/4-((2,4-diamino-6-
pteridinyl)metyl/metylamino)-benzoyl/glutamic acid — methotrexate (amethopterin), ananor Ha
donreBaTa KUCEIHHA € AaHTHMEeTa0OJHUT, NOAXOAII 32 JIYeHHETO Ha MHOXKECTBO HEOIUIa3HH H Ha
aKTUBHO npofddepUpallld ThKaHH OT HEOHKOJIOTHYHO €CTECTBO.

MexauH3MBT Ha AeiicCTBHE HAa METOTPEKCaTa Ce IB/DKHA Ha KOHKYPEHTHOTO HHXMOUpaHE Ha €H3MMa
auxuapodonaTpeaykrasa, KOMTo npepprina donrepara KucelnnHa (WK AuxuapodoiyeBaTa) B
TeTpaxuapodoiMeBa, KOSTO € BaxkeH kodakTop 3a MeTabo/IH3Ma Ha €IHOBBIJIEPOJHHTE I'PYIH,
HeoOX0IUMH 3a OHOCUMHTE3UpPAHETO Ha MypuHHTe. KpalHHHAT eDeKT € HHXHOUpaHe cuHTe3ata Ha JITHK
H KJIETBYHOTO AeneHue. MHxubupaHeto Ha auxuapodonaTpeaykrasa MOXe a ¢ NPEeKpaTu
¢JMHCTBEHO NPH eJHOBPEMEHHOTO BBBEXKIaHe HA peayuupaHuTe donatH (folinic acid). MeroTrpekcar
CEJIEKTHBHO HHXHOUpA KIIETBYHOTO JICJICHE BBEB (pa3a S Ha KIEThYHHA LIMKBJ, NPHA KOETO aKTUBHO
nponudeprpaliuTe ThKaHH ca NMO-9YYBCTBUTEIHHA HA JCHCTBUETO Ha aHTUMeTabonuTa. MeroTpekcar
NPOHMKBA B KJIETKATa Ype3 aKTHBEH TPAHCTIOPTEH META0OIU3BM, KATO YBPEICHUTE KIIETKH NPOABABAT
YCTOHYMBOCT KbM METOTPEKCATa. Y CTOHYHBOCTTA MOXE 12 Oblle IPeoAosIsHa Ype3 IPEKOMEPHO
MIOBHILIEHHE Ha J03aTa, KOATO HMA JETAICH €EeKT BbpXY HOPMAaTHO MMPOIUGEPUPALLUUTE KIETKH.
[IpunoskeHHeTo Ha KANLMEB GONMHAT C NOBTAPALIHM CE MAJIKH JO3M MOXKE [1a PEKPaTH ACHCTBHETO Ha
METOTPEKCATA B HOPMAJTHUTE KJIETKHU, HO MPH HapyllleH TPaHCTIOPTEH METabOoNM3bM KATLIMEBHUAT
donuHaT He MPpOHKMKBaA B TyMOpHUTE KieTKH. Ha TOBa € OCHOBaH NPHHIIMIA Ha [IpHJIaraHeTo Ha
BUCOKHMTE (rpaMOBH) 103U METOTPEKCaAT.

5.2 @®apMaxoKHHETHYHH CBOHCTBA

Cnen napeHTEpPaTHO NPUIOKEHHE, METOTPEKCATa JOCTHIAa MAKCHMAJTHH CEpYMHH KOHUCHTpal
MEXIY MOJIOBHH A0 equH 4yac. [Ipubmmaurenno nonopuHara ot abcopbupaHoTo Ko/ cq‘b‘(}
CBBP3Ba 00PaTHMO ChC CEPYMHMTE TIPOTEHHH 4pea OBP30 MpEMHUHABAHE J0 TEJICCHH
JU(DY3HA B KICTKHUTE. ;
[Terpecer npoieHTta (50%) OT MPHETOTO KONHYECTBO C€ €JIMMHHHPA Ha LIECTUA Yay

eJIMMHUHHpA upe3 OpOpeunTe (roMepynapHa Gunrpaums H TYOYIapHO €KCKpETHPE e‘%
KOJTHHECTBO Ce eJIMMHHMpa upe3 YepHHa Apod (okoso 6%). Jlo 24 gaca ciien npuiang




enuMuHMpar 50% no §0% ot nexapcTBeHOTO BelecTBO. [ToBTapsAIMTE C€ JHEBHH J03U CTAOMIH3ApAT

HHABOTO Ha CEPYMHHTE KOHLICHTPALHH Ha JICKAPCTBOTO H CHIIECBPEMEHHO NIPHYHHSBAT HErOBOTO
KYMYJIHpaHe, ocobeHo B YepHug apod u 6udpeuure.

5.3 IlpeaxkIAHHYMH AAHHA 32 0€3003CHOCT

Octpata TokcnuHocT Ha METOTPEKCAT JIAXEMA e Omita u3cieABaHa Ha ILThXOBE, KaToO
CpaBHABAlIl CTAHZAPT € OMJI H3MO0JI3BaH JiekapcTBeHUS nMpoayKT Methotrexat Lederle. Mexny nBara
MpOAYKTa He € OHJIa YCTaHOBEHA 3HAYMTE/THA Pa3INKa, ¢/e] HHTPANEPUTOHEATHO TIPUIIOKEHHE,

Jokaro cnen uHrpaseHo3HO npunoxenie METOTPEKCAT JIAXEMA ¢ nmokasan no-HHCKa
TOKCHUYHOCT.

EgextsT OT NedeHuero ¢ Bucoky 1031 METOTPEKCAT JIAXEMA Ha xemMaTOnoeTH4HaTa CMCTEMA €
OWn u3cneapaH Bepxy MulikH. Crnen aos3a ot 500 mg/kg MHTpPaBEeHO3HO € Griia YCTaHOBEHA
3HAUMTEIIHA JICBKONIEHUA ¥ AMMGOLHUTO3a, KOATO o 78 vaca ¢ npauunwia cMbpT. Kanuues GoHHaT,

NPHIIOKEH NOAKOXKHO, B n03a 100 mg/kg Ha mecTusd 9ac ciea npHIOKEHHETO Ha METOTPEKCATA
0JIOKHPa TO3H €(EKT.

6. GAPMAINEBTHAYHHU JAHHH

6.1 Cnuachpk H2a TOMOIIHATE BEMECTBA
Hatpues xsopun

Harpues xuapokcua

Bona 3a vHkekLIMH

6.2 HecCprBMeCTHMOCTH

He ca U3BeCcTHH.

6.3 Cpok Ha roanocr

2 rOOUHH

6.4 CroenuajiHn yCJIOBHS HAa ChXpaHeHHe

Ha ce cpxpaHaBa B OpHIrHHA/IHA ONTAKOBKA Ha 3aLUMTEHO OT CBETJIMHA MAacTO [IPH TEMIIEPATYpa 0/
10°C.

6.5 JlaHHH 32 ODAKOBKATA

ITbpBuYHa ONaKoBKa — CTHKJIEH (U1aKOH, IPO3padeH OT 1-BH THIT CTHKIO, C FyMEHa 3aIyLIa/iKa,
aITYMHHHEBA Kala4yka U 3alllHTHO Karadve.

BropuyHa onakoBka — kaproHeHa Kytvs ¢ 10 ¢nakoHa, NpHAPYKEHA C JIMCTOBKA 34 Mall{eHTa Ha
OBIIrapCKH €3HK.

6.6 CHenHAaJHHA NpeNNa3HH MePKY NPH HIXBLPJASHE H padoTa

PastBopsT TpAOBa A2 ce yrorpedu no 24 vaca ciel oTBapAHETO Ha (NIaKOHA U paspexIaHeTo My 3a

Ot MUKpOOHOTIOrHYHA FJIeIHa TOYKA pa3TBOPHT TPAOBA 14 ce MPHIIOKH BEHAara.

B cny4aii, ye He Obe MPWIOKEH BeOHAra cies OTBapsaHe H paspexaane, Tpabea na ce
CTPHKTHO YCIIOBHATA M BPEMETO 3a ChXpaHEHHe Ha pa3rBopa. To3d NeprHoa Ha ChXpaH
na npepuinaBa 24 vaca npH TeMrieparypa ot 2°C go 8°C. Ilo To3u HaYMH ce OCMrypsBa
HeOOXOAUMUTE aCeNITHYHH YCJIOBUA 338 HETOBOTO NPHIOKEHHS.




AKO Mo BpeMe Ha ChXPAaHEHHUETO Ha pa3Teopa (A0 24 yaca OT OTBApAHETO U paszpeKAaHETO MpU t OT 2-
8°C) ce nosBu NOMBTHABaHE, TOH He TpadBa na 6be H3NOA3BaH.

7. IIpuTexaTen HA pa3spelieHHETO 32 YHOTpeda

PLIVA —Lachema a.s.

Karasek 1,

621 33 Brno,

Yemka Penybnuka

8. HOMEP HA PASPEHIEHHUETO 3A YIIOTPEBA

1—8512/30.01.2004

9, JTATA HA ITHPBO PAZPEHIABAHETIOMHOBABAHE HA PAZPENIEHHUETO 3A
YIIOTPEBA

JATA HA ITbPBO PA3PEILIABAHE: 30.01.2004

NATA HA INIOJHOBABAHE HA PA3SPELIEHUETO 3A YIIOTPEEBA:

10, JATA HA AKTYAJNTHUIHPAHE HA TEKCTA

Maii, 2009




