Calciomfolinat “Ebewe” 10 mg/ml

Kpatka xapakTepucTHKa Ha HPOAY

MUHICTEPCTRO HA 3HPABEONA2BAHET

Mpaaoxense kps
1. HAMMEHOBAHUE HA TEKAPCTBEHHA ITPO,

An3petichite sa ynorpeta e j). 109881920 0.

i
Calciumfolinat “Ebewe” conc.inf. 10 mg/ml — 3 ml; - 5 ml; - 14 ml é;%% oY

Kanuues donunar “Ebese” 10 mg/ml konnenrpar 3a HH(bySHOHeH pasteop - 3 mi; - 5
mi; - 10 ml

2. KAYECTBEH 1 KOJIHMYECTBEH ChCTAB

1 ml mmxekumMoHeH pasTBOp CBELPKA akTHBHa ChCTaBka 12,71 mg xannues
tdonunar.SH,0O, ekBuBaneHTHH Ha 10 mg GomHOBa KUCENMHA.

Besxa ammyna ot 3 ml ceaspxa 30 mg/3 ml folinic acid mog dopmara wa Calcium
folinate.

Besika amnyna ot 5 ml ceaspxa 50 mg/5 ml folinic acid non ¢opmara xa Calcium
folinate.

Bcesika amryna ot 10 mi ceaspixa 100 mg/10 ml folinic acid mox gopmara na Calcium
folinate.

3a moMoInuu Bemecrsa: Bk pasmen 6.1.

3. JEKAPCTBEHA ®OPMA
KoHnueHTpart 3a HHpY3HOHEH pasTBOP.
Bucrsp, fesnperen 10 OIEXO-KBIT Pa3TBOP.
4. KIMHAYHA OCOBEHOCTH

4.1. TepaneBpTHYHH NOKA3AKHMA

- 3a HaMansABaHE TOKCHYHOCTTA ¥ HPOTHBONEHCTBHE Ha aHTArOHHCTH Ha (onuenaTa
xucenuHa, xaro Methotrexate; 3a mpennassaHe OT NPOsBH Ha MHTOKCHKAIMM IIPH
npenosupane ¢ Methotrexate npu Be3pacTHH H AeLR.

- B xombumaunms ¢ S5-Fluorouracil 3a nanmMarMBHO JIEYEHHE Ha HanpenHak
KOJIOPEKTAJEH KapI{HHOM.

4.2, No3upoBKa M HAYHH HA NPHJIOKEHHE
Calcium folinate ce npumara caMO WHTPAaBEHO3HO H HHTpaMmyckynHo. Ilpu
HHTPABEHO3HO TPWIOKEHME, NOPajM CHEBPXAHWETO HAa KL B PasTBopa, ce
IpenophyBatT He nosede oT 160 mg ot Calcium folinate 3a 1 mMuryTa.

TIpy NpuroTesHe Ha MHpy3uoHeH pasteop, Calcium folinate moxe ma

0,9% pasTBOp Ha HaTPHUEB XJIOPHI WiH 5% rimoko3a. Brk cbio pasgen §f.
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Calciumfolinat “Ebewe” 10 mg/ml

Calcium folinate npu mepanus ¢ Methotrexate

Hozara u npomepipxurennocrra Ha yroTpeba Ha Calcium folinate mpemm Bemuko
33BHCH OT 03274 ¥ HAYHHA HA NIPHIOKEHNEe Ha CPEXHH ¥ BUCOKH Ho3H Methotrexate,
clefioBaTeHO cxemara Ha yosuparne na Calcium folinate me ce ompemens or
rpoTokoia Ha Methotrexate.

Hpenop'blcm*e IMOCOTCHH NO-OOJY, MOrat ha IIOCHYIKAT KaTo HIIOCTPAIME Ha CXCMHTE
M3MOI3BaHNA Py BE3PaCTHH HAIIHCHTH, IIAHKHCHTH B HallpeaHajia BE3pacT H nena.

Ilo mpasuio, oceoboxxpasamero Ha Calcium folinate Tpadsa ma ce wsBnpiuBa
IOCPEACTROM IEPEHTEPANHO INPUIOKEHME TpPH HNalMeHTH CbhC CHHOPOM Ha
ManabcopOipist WY APYTH TaCTPOUHTECTHHANHM CMYyLIEHWs, NIPM KOMTO uUpeBHATa
abcopOmist ¢ mapymewna. Jlosa Haxm 25-50 mg ce mpenoppyBa fAa ce IIpuilara
[IapeHTEPaIHO, TIOPA/Y HACHINAHE Ha eHTepanHarta abcopbumst ¢ Calcium folinate.

HeobxomumocT or Bb3CcTaHOBgBane HmBara Ha Calcium folinate BBE3HHMKBAZ TpH
npunaraie ga Methotrexate B mosy, sagsummasamu 500 mg/m2 TEJECHA TIOBBPXHOCT,
HO TpaOBa fa ce B3eMe IO/ BHUMaHue U npiarasero Ha Methotrexate B nosu ot 100-
500 mg/m’” TeiecHa TIOBBPXHOCT.

Tfosata U mpompipkuTenHocrra Ha ymortpeba Ha Calcium folinate mpenm Bowuko
3aBUCAT OT BuAa U xosara Methotrexate, OT nosiBatTa Ha CUMITTOMM Ha TOKCHYHOCT U
OT MHAMBHAyaNHaTa cmocoBHOCT 3a exckperupaHe Ha Methotrexate. Ilo mpasuno,
nipBaTta nosa Calcium folinate 15 mg (6-12 mg/m?) ce mpunara 12-14 waca (waii-
KBCHO 24 vaca) cnex 3arioysaHe uubyzwsiTa ¢ Methotrexate. Crinata osa ce npunara
Ha BCEKH 6 uaca 3a rieprof ot 72 vaca. Cre NprilaraHeTo Ha HAKOIKO NapeHTepanHu
7034, JIEYEHHETO MOXE Ja IPOABIKKA C Nepopannure (GOPMH Ha JEKapCTBEHHS

DPOXYKT.

3a mamaigBaHe TOoXCcHYHOCTTAa Ha Methotrexate, ocsen npunarasero Ha Calcium
folinate, ¢ HeoOXoAMMO A2 Ce OCHIYPST MepkH (TIOROBpPIKAaHE Ha BHCOKA JUypesa W
aNKATM3MpaHe Ha ypuHaTa) 32 Obpsa exckpenma Ha Methotrexate. Heobxomumo e
EXEAHEBHO MOHMTOpHpaHe Ha GpOpednara QYHKIMS 9Ype3 M3MEpBaHe Ha HHUBATa Ha
CEPYMHEMA KPEATHHUH.

Kpreuure nusa Ha Methotrexate TpsbBa ma ce usmepsr 48 Haca cieq nudysusTa.
Axo xpbBHuTe Husa Ha Methotrexate ca mo-sucoxu ot 0,5 pmol/l, fosara Calcium
folinate Tps16Ba ma ce ajanTHpa CrIOpEN clexHaTa Tabmuua:

Kpneru vuBa Methotrexate 48 JOIBAHUTENHO KOTHYECTBO
Yaca cleq 3aro4dsane Ha Calcium folinate Tps0Ba 1a ce
nHpysusTa ¢ Methotrexate MIpMIIara Ha BeekH 6 Jaca B
npoxsbKeHNe Ha 48 yaca Um 1o
HAMAIIBAHE Ha HHUBATa Ha
Methotrexate 1o- HHCKU OT
0.05umol/l:
> 0.5 pmol/l 15 mg/m®
> 1.0 pmol/l 100 mg/m?
> 2.0 pmol/l 200 mg/m?
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Calciumfolinat “Ebewe” 10 mg/ml

Calcium folinate e wombunayua ¢ 5-Fluorouwracil 3a nanuamueno nevenue Ha
HONpeOHA KONODEKMANEeH KapYUHOM

Hama yTIBBpPASHM NPENOPBRKM MO OTHOIIGHME Ha cxeMara M nosata Ha Calcium
folinate B xomOuuanusa ¢ 5-Fluorouracil. Ilopagu ToBa, NpenopeKuTE 32 JO3HUpaHE
CIENBAMIM HO-FIONY, M3MON3BaHH NIPH JIEYEHHe Ha METAcTATHYEH KOJOPEKTaJeH
KapuuHOM, IIPH BBE3PACTHH NALMEHTH H IIAMEHTH B HalpegHala BB3PacT ¢a
npuMepHy. Hama fanHu 3a H3ION3BAHETO Ha Te3U KOMOHHALMH IIPH Helia.

Cxema eednvoe na oOge ceomuyy: Calcium folinate 200 mg/m® mocpencrBoM
HHTpaBeHO3Ha MHQY3HS B NpOABIKeHNe Ha 2 Jaca, mocnesieada ot 6onyc 400 mg/m?
5-Fluorouracil u 22-qacopa undy3us za 5-Fluorouracil (600 mg/m?) B nponsxene
Ha 2 TIOCHEHOBATEIIHY IHH, Ha BCEKH HABE CeIMuy, Ha 1 u 2 nieH (oT 7-Hull epuox).

Cxema eeOnwoc cedmuyno: Calcium folinate 20 mg/m? mocpexcrsoM OomycHa
HHTpaBeHO3Ha WHxKekuust unu ot 200 xo 500 mg/m? KaTo MHTPAaBeHO3Ha HH(]Y3HA 33
nepuon oT 2 waca mmoc¢ 500 mg/m? 5-Fluorouracil xato mHTpaBeHO3Ha GonycHa
HIDKEKIMS TTO-CPENaTa, uny B kpas na undysmsra ¢ Calcium folinate.

Cxema eeowvac meceuno: Calcium folinate 20mg/m® mnocpexctsom OomycHa
HHTpaBeHO3HA WHKeKIus Wik oT 200 mo 500 mg/m? KkaTe HHTpaBeHO3Ha HHGY3HA 32
[EpHOZ OT 2 yaca, HezabaBHo mociexpana ot 425 wnu 370 mg/m? 5-Fluorouracil xaro
HHTpaBeHO3Ha OOTyCHa HHXXSKIMS B NPONBLILKERHE Ha 5 MOCIENORATENHH JHH.

Ilpu xomOunupana Tepamis ¢ S-Fluorouracil € Bp3MOKHa HPOMsIHA Ha A03aTa Ha S-
Fluorouracil u mHTEpBana H4 MedeHue, CIOpen OOIMOTO CHCTOAHHE Ha HAUHEHTA,
KIHHWYHESL OTFOBOP Y J030JHMUTHPAHATa TOKCHYHOCT, ONIPEIeAcHa B MPOOYKTOBATa
xapaxtepuctika Ha S-Fluorouracil. He ce msucka mpomsna ka nozara Calcium
folinate.

4.3. IIpoTuBonoxkasanus

- Hauny 3a CBPBXYYBCTBUTEIHOCT KbM HAKOS OT CBCTABKMTE HA J€KapCTBEHHA
JIPOZXYKT.

- Hepuuuposya aHeMus H APYTH BHIOBE aHeMMH, NBDKAINM Cce Ha nebunur Ha
Buramia B,

- 3a usnomssade Ha Calcium folinate ¢ Methotrexate win 5-Fluorouracil o Bpeme Ha
Bpemennoct, Bk pasgen 4.6. “BpeMeHHOCT M KbpPMeHE”, KaKro CBHIO KparKara
xapaxrepuctuka #a Methotrexate u 5-Fluorouracil.

4.4. CoenMa/Hy npeaynpesRAeHAs ¥ NPeAna3Hi MepKH NpH ynorpeba
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Calciumfolinat “Ebewe” 10 mg/ml

Ilpunaranero Ha folinic acid marparexanno, cnen nmpenosupane ¢ Methotrexate, Moxe
Ia JoBeHe 1o dharanes U3Xox.

QObugu:

Calcium folinate Tps6sa xa ce npunara ¢ Methotrexate unu 5-Fluorouracil camo mog
KOHTPOJ Ha JeKap-CreLpajuct, C ONUT IO OTHOMEHWe yrorpebara Ha
XHUMHOTEPATIEBTHIIH.

Jlegenuero ¢ Calcium folinate Moske Jja MacKupa NPH3HAL Ha TEPHHITIO3HA aHEMIS
H APYTH BHJIOBE aHEeMHM, IBIDKAINH ce Ha fedurur Ha Burtamuu Bz, Ipunoskenuero
pa Calcium folinate moxxe pa poBeme X0 XeMATONOTHMHA pPEMMCHA, I[IpH
TIPOAIBJDKABAIIA IIPOTPECHS Ha HEBPOJIOTHYHUTE IIPOSBH.

T'omssm Gpoit IUTOCTRTUMHU JIEKapPCTBEHM IPOMYKTH, NHPEKTHH WIH WHRUPEKTHH
uuxubuTopn Ha cuHre3a Ha HHK, Bogasr mo maxpormmrosa (Hydroxycarbamide,
Cytarabine, Mecaptopurine, Thioguanine). Makporurosa He TpsOBa na ce Jiekysa ¢
tdhomHOBa KHCETHHA.

Calcium folinate mMoxe A2 mHamanu edexra Ha AHTHEIMNESNTHYHUTE NEKAPCTBEHM
npoaykti: Phenobarbital, Phenytoine, Primidone u Succinimides, xaro crlecTByBa
OMACHOCT OT NOBMIIABAHE YECTOTATa HA TNPHCTHINTE IPH ENMICHTHLY, MOpagu
HaMajsBaHe Ha IUIa3MEHHTe KOHIEHTPAlUWH Ha AHTHEIMIENTHYHHTE JNEKapCTBEHH
npopykty. IlpermopsyBa cé KIMHMYHO MOHMTOPHpaHe, IIPH BB3MOXKHOCT
MOHUTOPHpaHe Ha MJIa3MEHHUTE KOHLICHTPalMH M aKO & HeoDXOAHUMO, aNanTHPaHe Ha
I03aTa Ha AHTHENWIENTHYHHTE JEKAPCTBEHW IIPOANYKTH O BPEME Ha H CIEf
mpeycTaHoBsiBaHe mpmiokennero Ha Calcium folinate (Bmx chmo paspen 4.5.
“JIexapcTREHH U OPYIH B3aUMOACHCTBHA ).

Calcium folinate / 5-Fluorouracil

Calcium folinate mosxe ma ycmmm TokcuunocTTa Ha S-Fluorouracil, ocobeno mpm
MaUMeHTH B HadpefHana Be3pact. Hali-gecro HabnromaBanuTe IPOABH Ca
JEBKONEHMS, MyKO3WT, CTOMATHT W/HIM [HapWs, KOATO Moxe jga Opne
nozonumuTHpana. llpu usmomssame wa Calcium folinate B xomOumamms ¢ 5-
Fluorouracil, mo3arta 5-Fluorouracil Tps0sa fa ce HaMany B MHOrO YIO-TOMsAMa CTENCH
B CIyyal HAa TOKCHYHOCT, OTkOnkoTo kxoraro S-Fluorouracll ce wusmonssa
CaMOCTOSTENIHO.

Komburmpano neuenue 5-Fluorouracil/Calcium folinate ne Tpabpa Aa ce 3ano4sa Hiau
OOARLDKA NP NALHEHTH ChC CHMITOMH Ha TacTPOMHTECTHHAIHA TOKCHYHOCT
(HE3aBHCHMO OT TEXKEeCTTa i), FOKATO TE3H CUMIITOMH HE M34Ye3HAT HallbIIHO.

Tpu nosiBa Ha AUAPHS, KOSTO MOXE Aa € OeNner 3a raCTpOHHTECTHHAHA TOKCHIHOCT,
manueHTHTE TpsabBa fa ObHaT ClIefeHH BHHMATENHO OO IBIHOTO M34e3BaHe Ha
CHMIITOMMTE, TIOPaAH ONAacHOCT OT GBP30 KIMHHYHO BJICINABaHe M (ataleH u3XoA. B
CIy4au HA A¥apHs HW/URM CTOMATHUT, € NPENOpPLYMTENHO HaMajliBawe Jo3ard Ha S5-

Hd ITAlJHUCHTH B TCXKKO 061.110 ChCTOABHEC.
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Calcinmfolinat “Ebewe” 10 mg/inl

Ilpy mauMeHTH B HanpejgHala BB3pAcT M TakuBa, HPH KOWTO € MPOBEHEHA
JEYENEYSHNE, ce IPEnopbyBa JIEHEHHeTO0 Ma 3alo4yHe ¢ HaMaileHa [o3a 5-
Fluorouracil.

IIpn xombmrmpano nedenue S-Fluorouracil/Calcium folinate e nHeoBxogumo
MOHHTOpHpPaHe Ha HHBaTa Ha KA U B CIyyall Ha MOHMXEHHE HA MOCHCAENTE, A2

ce Ha0aBsT HeOOXOMHMUTE KOIIMYECTEA.

Calcium folinate / Methotrexate

3a monpobHOCTH OTHOCHO HaMmajiBaHe TokcwuHuTe edextu Ha Methotrexate, Bk
SPC Ha nexapCTBEHUTE NPOAYKTH ChABPXKauM Methotrexate.

Calcium folinate we oxa3Ba BE3NEHCTBHE BEPXY He-XeMaTOJIOFHYHA TOKCHYHOCT Ha
Methotrexate xaro HebpOTOKCHIHOCTTTa, KOATO € pe3yiraT OT NPELHINTalis Ha
Methotrexate w/umu Herosure Merabonury B OvOpenure. Ilpy mauHeHTH CBC
3abaseHo emumuHupaHe Ha Methotrexate, e BBE3MOXKHO pa3sBHTHEe Ha 0OpaTuMa
OnOpedHa HEZOCTATHYHOCT U BCHYKH IPYIH TOKCHYHOCTH, KOMTO Ce& CBBP3BaT C
Methotrexate (Bux SPC ma Methotrexate). Hanmuunero ma croliecTByBalna WiH
Methotrexate uHmyrypana 6pOpeuna HENOCTATHYHOCT, NOTEHIMAIHO CE CBLP3BA CBC
3a0aBeHa eKCKpels Ha JIeKapCTBeHHA HPOAYKT, M TOBA MOXE Ja HAaloXH
IIOBUINABAHE HA JI03aTa WM NO-NIPORBICKHTENHO npreMane Ha Calcium folinate.

Ha ce w3bsarsa npexomepHo ysenudasane Ha posute Calcium folinate, mopamu
BB3MOKHOCT 334 HaMAJISIBaHE Ha aHTUTYMOpHaTa akTuBrOCT Ha Methotrexate, ocobero
TIPH TYMOPH B SHTPAIHATA HEPBHA CHCTEMA.

PesncrentrocT k6M Methotrexate, xaTo pe3ynTar OT HaMaJleH MeMOpaHeH TPaHCIIOPT
npexonara cemo pesucTeHTHOCT XbM Calcium folinate, Thi KaTO BaTa NEKZPCTBEHK
HPOIYKTa M3IION3BAT €IHa U ChINA TPRHCIIOPTHA CUCTEMA.

HuuuaenTHo Npeno3HpaHe ¢ AHTArOHHCTH Ha (ONMERaTa KUCERMHA, KaKbBTO €
Methotrexate, TpsiOBa ga Obe TpeTHPaHO KaTO cHEleH cnydait. C ysenuyapaHe Ha
HHTepBaa Mexny npuemanero Ha Methotrexate u Calcium folinate, edextusHOCTT
pa Calcium folinate B NPOTHBOXENCTBHETO HAa TOKCHYHOCTTa/MHTOKCHKAIHATA
HAMaJIsABa.

Ilpenu 3amoyBaHe HA JIEYEHMETO C BHCOKM nosu Methotrexate € meobxomumo
IIpOCHeRsBaHe Ha KPeaTHHHHOBMA KJMpPBHC. CBINOTO Ce OTHAcA M 3a CIyYamuTe,
KOraTo CEPyMHHTE KOHHNEHTPAIMH Ha KpeaTHHKHEA ca HapacTHamu ¢ 50% wiu roBedye.
CepymuuTe KoHIeHTpannu Ha Methotrexate Tpabpa ma ObOarT M3MepBaHK Ha BCEKH
12-24 waca criep IpHIIAraHeTo Ha BUCOKH Ho3W Methotrexate, ¢ orsen ornpezaensdse
H03aTa M TPORBIDKHTENHOCTTa Ha yeyenwe ¢ Calcium folinate. IIpenop'btha ce
MOHHTOPHPAHETO Za TIPOABIDKABa JOKATO KOHIIEHTPallKTe CriafHar nog 5 x 107 ™M, ¢
1€ OTKPHBAHE Ha IPOrpPecMpa0 HapymmeHue Ha OnOpeunara GyHkips u
€BEeHTYaJHO Npeonpeneiiie TOKCHYHOCTTa Ha Methotrexate.

moza Methotrexate u npuOmuzuTenHO Ha BCeKH O uaca O BpeMe H
MATEH3MBHA IPOTEKTUBHA Tepallii, JOKATO CEPYMHUTE KOHICHTPALWHN CIIajgHag
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Calciumfolinat “Ebewe” 10 mg/ml

x 10®M. Croiinocrure na pH Ha ypusaTa TpaGea ma 6unat Hag 7,0 ¥ 10 TO3H HauMH
ce MpPEeROTBpaTsiBa M HAMANABa PHCKA OT METOTpeKCaTHa HedpomaTHs M ocTpa
Gp0peyHa HEOOCTATHYHOCT, NMOpaAH nperwmuranus Ha Methotrexate wim Herosure
meTaGonuTH B TyOynuTe Ha Onbpenre.

Tlanuents, npu KOWTO Ce MNpoBexJa JeyeHHeTo, TpsadBa na ObIAT BHUMATEIHO
IIPOCHEBAHN B CIy4auTe, KOTaTC MpHeMaT APYTH NeKapCTBEHH NMpPORYKTH, KOHTO
Morar fma BzauMogeiictBar ¢ Methotrexate, 3a ma Moxxe He3abaBHO Aa ce OTKPHAT M
IIPELEHAT eBEHTYATHUTE TOKCHYHH e(eKTH U He)XeNaHH JIEKapCTBeHH PeaKIlin.

4.5. JIekapcTBEeHH H APYrY B3aMMOACHCTBUS

Ilpu enuoBpeMmenHo Ipunarane Ha Calcium folinate ¢ aHTaronmer ma donmesara
KHCenuHa (Hamp. KO-TPHMOKCA30J, HEPHMETEMHH), eEeKTHBHOCTTA Ha TIOCIeHHES €
BB3MOSKHO MM A2 Obie HaManeHa, WIK HallbIIHO Ha Ok/le HeyTpalusHpaHa.

Calcium folinate Moxxe 7a Hamamu edekra Ha aHTHEIDIENTHIHHIC CPEACTBA:
Phenobarbital, Primidone, Phenytoine u Succinimides w na mOBMIUM 9eCTOTa Ha
TPHMCTBIUTE. :

Ilpu xomOuuupano neuenne ¢ Calcium folinate u S-Fluorouracil, ce Habmogpasa
TOBKINEHHE Ha e)eKTHBHOCTTA M TOKcHYHOCTTa Ha 5-Fluorouracil (Bink chlo paspen
44 u48).

4.6. BpemeHHOCT H KbPMEHe

He ca npoBefeHH HOCTATHUEM M J00pe KOHTPONHPAHM KIHMHHYHM HPOYYBaHMS IIPH
OpeMeHHH W KbpMaukd. Hsima pamnd, uye (oAMHOBaTa KHMCENMHAa HMMa BpEIHO
BB3MEHCTBHAE NpH OpeMeHHH,

Vrotpebara Ha Methotrexate mo Bpeme Ha 6pemenHocT TpsA0Ba na ce OCBHINECTBABA
YIpH CTPHKTHM MOKa3aHKI H caMO B CJIydaii, 4e eBeHTyanHuTe ONaronpuaTHu edexTH
IIPEBUIIABAT ITOTEHNMANHIS PHCK OT JIEYEHHMETO.

Hsma orpanMdeHiisi no OTHOIIeHWe Ha usnomssanero Ha Calcium folinate mpu
m3nonspane Ha Methotrexate unM Apyry Ha aHTaTOHHCTH Ha (DOJHEBaTa KHCENIHHE IO

BpeMe Ha OpeMEeHHOCT MIIH KbPMEHE.

5-Fluorouracil e abconoTHO MPOTHBONIOKA3EH 10 BpeMe Ha OPEMEHHOCT U KBPMEHE,
KOETO Ce OTHACA U 32 KomOunmparnoTo nevenue Calcium folinate  5-Fluorouracil.

Bmwx SPC mHa nexapcTBemu Tmipemapary, cobgbpxkamu  Methotrexate, apyru
aHTATOHHCTH Ha (onmeBara xucenuya u 5-Fluorouracil.

Krpmene

He e ycranoseno mamu Calcium folinate mpemuHaBa B Maliumporo Miriko. Calcium

TIOKa3aH .
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Calciumfolinat “Ebewe” 10 mg/ml

4.7. Bainsnue BLPXY CNOCOOHOCTTA 32 modHpane i padora ¢ MamTHeN
He ca ycraHOREHH IIPOTHBONOKa3a ML

4.8. HexxesIaHM JEKAPCTBEHM peakiuu

IIpu dseme mepaneemuyHy ROKA3AHYS.

Hayvuna cucmenta

Muoro pagxo (<0,01%) ce nHabnromasar aNepridHy peaxiyy, BKIFOYHTEIHO
aHa(QUITAKTHYHE PEAKIHH U YPTHKAPHS.

Hawcuuny napviienus

Hapywenust Ha cbHs, BB30yAa M genpecus Morar Na HacTweoar psaaxo (0,01 — 0,1%),
Hali-4ecTo CHell IPHIIaraHe Ha BHCOKH HO3H.

lacmpounmecmunaiiHy CMyuiens

I'acTpoRHTECTHEANHY CMYIIEHMS MOFaT Aia HacTerat psaaxo (0,01 — 0,1%), Haii-2ecTo
CIIEH NPHIATAHE Ha BHCOKM HO3H.

Hesponozuusy cmyugenus

Buno e crobmeno, B peaxu cayuaii (0,01 — 0,1%), 3a nosumapaHe yecToTaTa Ha
HPHCTHINITE TIPH eMIENTHIH. BIok CpHI0 paszgen 4.5,

Obwu

Herumuuno (0,1-1%): Tpecka cmen npumarase Ha Calcium folinate xarto
MEJKEKIIMOHEH Pa3TBOP.

Ipu xombunupana mepanua ¢ 5-fluorouracil

CxemMa BeIHBX MECEHHO!

Tacmpounmecmunannu Hapywenus: MHOro 4ecto (>10%) ranene 1 nospsiuaHe.
O6wyu: Muoro decto (>10%) Texxsk MyKO3HT.

He ce Habmoxasa YCHIIBaHe Ha Apyryl mpepusBukadu oT S-Fluorouracil TokcHyHOCTH
(Hamp. HEBPOTOKCHYHOCT).

Cxema BEHBXK CEIMIHHO,
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Calciumfolinat “Ebewe” 10 mg/ml

Tacmpounmecmunanny  napywenus: MuOr0 qecro (>10%) Ttexxa amapus H
JIEXHAPATALUs, BONSIH A0 XOCHHTAM3ALNSA C HEN JISUEeHHe, a B HAKOH CIy4al ¥ ¢
(haTaneH U3XoA,

4.9, llpepozupane
He e gabmonagano.

B cmywyan ma npeposupane, Calcium folinate e BB3MOXHO JHa Heyrpanusupa
XHUMHOTepalleBTHYHYA e(eKT Ha aHTarOHHCTH Ha donresaTa KicenHa.

B cnywali na mnpemosupane Tipu KoMOunmpaHo JedeHume Calcium folinate/5-
Fluorouracil, 5a ce cnegsat HHCTPYKLUMUTE 33 Ipenosrpane ¢ S-Fluorouracil.

5. DPAPMAKOJIOTAYHI CBOMCTBA
5.1. @apmaxoguHAMHYHA CBOMCTBA
ATC-Code: VO3A F03

Calcium folinate e xannuesa con Ha S-formyltetrahydrofolic acid, xoaro xucenuna e
aKTHBHHAT MeTabonuT Ha (OAMHOBATAZ KHCEIHHA M JKU3HEHO BajkeH KOEH3MM 3a
CHHTE3a Ha HyKJIICHHOBHUTE KMCEIHHH.

Calcium folinate ce m3mon3ea 32 HaMaNsABaHe HA TOKCHYHOCTTA H IPOTHBOREHCTBHE
HA aHTaroHuCTH Ha (onuesara kucenuna, kato Methotrexate. Calcium folinate m
aHTATOHHCTHTE Ha GOMMEBATA KVICEAHMHA TONENAT SAHH U CBIN KIeThUeH MeMOpaHeH
IPEHOCKHTEN M KOHKypeHTeH TpaHcmopr B kierkure. Calcium folinate npenmassa
KIIETKUTE OT e)eKTHTE Ha aHTArOHUCTHTE Ha (oNHeBaTa KUCENUHA UPe3 HACHIaHe Ha
penyurpaso $onarro meno. Calcium folinate ciy»xu kato HepemylHMpaH UITOYHUK Ha
HA4-honar 1 MOXe Aa npeMuHe npes Gmokaxa Ha (ONATHHTE aHTATOHHCTH, M 1
TIOCHYKHK KaTO M3TOYHMK 32 PasNHIHNTEe KOSH3HMHH GopMHu Ha GonueBaTa KUCeIuHa

Calcium folinate 4ecTo <¢e W3NOA3Ba B OHOXUMMYECKAaTa MOAYJAallMd Ha
¢ayoporupuauns (5-Fluorouracil), ¢ nexr ycunsane Ha HUTOTOKCHYHATA AKTHBHOCT Ha
5-Fluorouracil. 5-Fluorouracil Gmoxupa THMHIUIATCHHTETAa3aTa, KIIOYOB EH3HM
yuacTBaml B OHOCHHTE3aTa Ha DMPYMHNMHE, KaTo IO TO3H HadWH Ce WHxubupa
cuatesatra Ha JHK.  Calcium  folinate  ycmmea  OnokupaHero  Ha
THMEOMIATCHATETA3aTa, Upe3 MOBMIUABAHE Ha BBTPEKIETHUHOTO CHHABLPIKAHUE Ha
(onMHOBa KHCENMHA, Kato0 MO TO3M HauuH crabummsupa 5-Guyopoypaimi-
THMAOWIATCHHTETa3HMA KOMIUIEKC M TTOBHINABa aKTHBHOCTTA.

Calcium folinate Moxxe 72 ce mpmiiara BEHOZHO 3a NPENOTBPATABAHE M JICUCHHE Ha
pemocTur Ha (GoJaTH B CHIyYaHTe, KOraTO TO3HM HEAOCTUI HE MOXE Ia 6nxe
HPEHOTBPATEH MM KOPHIHPaH Ype3 OpalHo NpuiaraHe Ha Gonresa XucenuHa.

5.2, PapmaKoKHHETHYHH CBOHCTBA

Abcopbrms
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Cren MHTpaMyCKyNHO IIPHNIOKEHHE Ha BOAEH PasTBOP, HAIMYHOCTTA B OpPraHM3MA €
nogobHa Ha Ta3su mpYM HHTPABEHO3HO npmioxenue. O0avye ce HOCTHraT MO-HHUCKH
TIHKOBY cepyMHH HUBA (Ciax).

Merabonussn

Calcium folinate npepncrasnapa pauemmyHa cmec, kato L-dopmara (L-formyl-
tetrahydrofolate, L-5-formyl-THF) € akTHBHMS €HaHTHOMED.

OcuosamstT Merabonut Ha hoauHoBata xucenusa e S-methyl-tetrahydrofolic acid (5-

methyl-THF), kosito npedMymecTBeHO ce oOpasysa B dHepHHa fapo0 u
HHTECTHHANHATA JINTABHLIA.

Pasnpenenenue

O6eMBT Ha pasnpenencHne Ha (ONMHOBATA KHCENEHA HE € M3BecTeH. IIMkoBH
cCepyMHM HHMBa Ha m3xopsara cyoOcramnus (D/L-formyl-tetrahydrofolic acid, folinic
acid) ce mocrurat 10 MEHYTY CIEl MHTPaBEHO3HO NPHIIOKEHHE.

AUC 3a L-5-formyl-THF w 5-methyl-THF ca crorBetHO 28.4%3.5 mg.min/l u 129411
mg.min/] cien npunarane Ha xo3a ot 25 mg. HeaxrusHuar D-u30Mep € B [0-BHCOKA
koHIeHTpanwst ot L-5-formyl-tetrahydrofolate.

EnuMunnpase

BpeMmero wa nonyenuMueMpane € 32-35 min. 3a axtuBHata L-dopMa u croTBETHO
352-485 min. 3a HeaxTuBHara D-hopmMa.

BpeMero Ha TNONYXMBOT Ha aKkTHBHUTE MeTabomuTH € okono 6 waca (ciex
HMHTPABEHO3HO M MYCKYJTHO MPHIIOKECHHE).

Excxpenpr: 80-90% ¢ ypunara (5- u 10-formyl-tetrahydrofolates, xato HeakTHBHH
merabonnry), 5-8% upes pexarauTe.

5.3. Ilpeaxauunyad RAHHH 32 0e300ACHOCT

Hama NPeOKIMHRYHE O3dHKRH, CHWTaHKH BaXKHH 34 KNTHAYHATa 6630H&CHOCT, H3BEH
JaHHHTE BKIFOYEHH B JIPYruTe pasfeny Ha HACTOANIaTa KpaTka XapaKTepHCTHEKA.

6. PAPMANEBTHYHA OCOBEHOCTH
6.1. CniucEK HA NMOMOIIHETE BENIECTHA

HarpueB XNIOpHZ, HaTpHeB XHAPOKCHZ, XIOPOBOJOPOIHa KHCENHHA (paspeneHa),
BOZLA 32 MHIKEKIH.

6.2. HecbBMECTHMOCTH

Omnucany Ha Cy4ad HA HECHBMECTHMOCTH MEXNY MEKEKIHOHHM GopMu Ha
folinate 1 woxexuonnu Gopmu Ha Droperidol, Foscarnet u Methotrexate.
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Droperidol

- Droperidol 1,25 mg/0,5 ml ¢ Calcium folinate 5 mg/0,5 ml: Habmomasa ce
He3abaBHA HpeLMIMTalliA NIpH JHPEKTHO CMecBaHe B efHa CIIPMHIIOBKA 38 5 MHHYTH
npu 25°C, nocnensaHo oT 8 MuHyTH IYeHTpodyrHpane.

- Droperidol 1,25 mg/0,5 m! ¢ Calcium folinate 5 mg/0,5 ml: Habmomasa ce
NPELMIIMTALES, KOTAaTO JIeKAPCTBEHHTE CpeAcTBa ca OMNM  HIDKEKTHPaHM
TIOCHEAOBATENHO B Y-MACTO, 0€3 NMpOYNCTBaHE Ha Y-MSICTO Ha phKaTa MEXOY ABETE
HHDKEKIHIL

5-Fluorouracil

Cmec or 1000 mg Kanuues donunar "EGere" (100 ml Calciumfolinat 10 mg/ml) ¢
5000 mg 5-®nyopoypaumn "E6epe" (100 ml mpu 50 mg/ml) m 40 ml cones
dusHONOruYeH pa3TBOp B HH(pY3MOHHA [IOMIIA € CTabulieH Ha cTaiina TeMIepaTypa 3a
48 vaca. Hama nannu 3a Apyra cMecH M cneposarenso Kamues ominar "EGere” ne
TpabBa [a ce CMeCBa C IPYFH pasTBOpH, BKIkounTenHO ¢ Oxaliplatin mnu Irinotecan.

Foscarnet

Omucady ca ciryuad Ha o0pasyBaHe Ha MBETEH XLITEHMKAB pPasTBOp IPH CMECBaHe Ha
Foscarnet 24 mg/ml ¢ Calcium folinate 20 mg/ml.

6.3. Cpok Ha rogHoCT

24 nmecera.
PastBopute Ha Kamues dommnar “Edere” ¢ 5% rmokosa 1 0,9% HaTpueB XIOPUX ca
IOKa3aHo cTaOWiHK 3a 24 yaca IIpy cTaiHa TeMIiepaTypa.

OT MHKPOOHONOIHYHA IJIeHA TOYKA, AeKapCTBEHHAT IPORYKT TpsOBa Aa ce U3moI3Ba
He3abapHO. B ciyuail, ¥ JNEKapCTBEHUAT NPONYKT HE € HM3MONSBaH He3a0aBHO,
TIONI3BATENAT € OTFOBOPEH 3a BPEMETO M YCIOBHMATA Ha CHXPaHEHHETO MY Hpenn
ynorpefaTa, KORTO HOPMalHO He TpsabBa fa NpeBHIaBaT 24 yaca, IIPH TEMIIEpATypa
mexny 2-8°C, oCBeH B Ciiydali, 4e pa3sTBapsHETO/PaspeXkNaHeTO € OCHILECTBEHO B
KOHTPOJIKpPAHH 1 BalIMAHPaHK aCeNTH4IHY YCIOBHA.

6.4. CienfHAIHM YCIOBMA HA ChXpaHeHMe

Ha ce cbxpanssa B xnamwiHuK mpu 2-8 °C. Jla ce ckxpansiBa B OpPUTHHANHAT2
onakoBka. [{a ce a3y OT CBETIIHHA.

Pazteopute Ha Kanuuer domumar “Ebese” ¢ 5% rmokosa umm 0,9% HaTpues XNOPUX
ca HOKa3aHO cTabwmwiHu 3a 24 yaca npu craiiHa Temmeparypa. OT MEUKPOOHONOTHYHA
IJeAHa TOUKA, HEeKapCTBEHMAT HPOAYKT TPsOBa xa ce m3nonssa Hesabaeno. By

ye JIEKApCTBEHMAT IPOAYKT HE € M3ON3BaH He3a0aBHO, JION3BATEILT &
BPEMETO M YCHOBMATA HA CHXPaHEHHETO My Mpexu ynorpebara, KOUTO f
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Tpsi0Ba Aa NpeBHIIaRaT 24 waca, IpH TeMuepaTypa Mexny 2-8°C, ocsen B ciyuaii, ye
Pa3TBapsIHETO/Pa3PEXXEAHETO € OCBHIEECTBEHO B KOHTPOMMPAHM U BATHIAPAHK
ACENTHYHU YCIOBHA.

6.5. JlaHHM 32 ONAKOBKATA

Kexymbapenn (nakoHW/aMOyAH OT CTHKIO | XHMAPONNTHYEH KI4ac, B KapTOHEHA
KyTHSL.

DpaxoHHTE Ca 3aTBOPEHH C T'YMEHH 3alIVIIaNKH C AiyMHHMEBa ro(prpaHa Karayka.

5 ammyiv cerspaxar 3 ml ekepBanenTHM Ha 30 mg folinic acid.
5 ammynu ceaepxar 5 ml exereanentHr Ha 50 mg folinic acid.
5 ammymm cpabpxar 10 ml exeusanenTHu Ha 100 mg folinic acid.

6.6. Yrkazanns 3a ynorpeda
AMITyi/ @ RaKoHI

IIpenu na ce mpunoxu, Calcium folinate Tpadsa xa 6x0e mpoyyen BusyanHo. Calcium
folinate undysnoneH pasTBOp TpsiOBa xa Obme OMCTHD, JxbiTEHHMKaB pasTBOp O3
Hajgue Ha yacTHIH. PasTBopu ¢ MBTEH LBAT MM ¢ HAJMYUe Ha JaCTHIM TpAOBa Aa
OBmaT M3xBEPACHU. 32 egHOKpaTHA yriorpeda. OcTaHANHTE KONMYECTBa OT Pa3TBOpa,
KOMTO HE Cca M3IOoN3BaHM, TpsGBa Aa OBFAT YHMIIONKEHH B CBOTBETCTBHE CBHC
CHIIECTBYBAINUTE Hapendu.

7. IMPOA3SBOAMTE]L ¥ NPHTEXXATEJI HA PA3SPEINNIEHUETO 3A
YIIOTPEBA

EBEWE Pharma Ges.mb.H. Nfg. KG

Mondseestrasse 11

A-4866 Unterach

Austria

8. PETUCTPAIIMOHEH HOMEP

20000095/04.02.2000

9. TATA HA XIPBOTO/NIIOAHOBEHOTO PASPEINIEHHE 3A YHHOTPEBA

10. TATA HA (UACTHYHO) PEBU3HPAHE HA TEKCTA
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