
1. Name of the medicinal product 
Calciumfolinat “Ebewe” 

2. Composition 
 1 ampoule of  1ml contains 3mg folinic acid as active ingredient. 
 1 ampoule of  3ml contains 30mg folinic acid as active ingredient. 
 1 ampoule of  5ml contains 50mg folinic acid as active ingredient. 
 1 ampoule/vial of 10mI contains 100mg folinic acid as active ingredient. 
 1 vial of 20ml contains 200mg folinic acid as active ingredient. 
 1 vial of 30ml contains 300mg folinic acid as active ingredient. 
 1 vial of 35ml contains 350mg folinic acid as active ingredient. 
 1 vial of 40ml contains 400mg folinic acid as active ingredient. 
 1 vial of 60ml contains 600mg folinic acid as active ingredient. 
 1 vial of 80ml contains 800mg folinic acid as active ingredient. 
  1 vial of 100ml contains 1000mg folinic acid as active ingredient. 
  1 oral capsule contains 15mg respectively 100mg folinic acid as active ingredient. 
  
3. Drug form 
    Solution for injection and infusion. 
    Concentrate for solution for infusion. Oral capsules. 
  
4. Clinical particulars 
4.1. Indications  
  Antidote to methotrexate; for the removal of the folic acid antagonist action of    
cytostatic drugs. 
 As rescue therapy during medium or high dose MTX therapy, in case of retarded 
MTX elimination with persistent high MTX serum level, treatment of megaloblastic  
anaemias due to folic acid deficiency. 
In combination therapy with other cytostatic agents eg fluorouracil in gastro-intestinal 
tumours. 
4.2. Dosage and route of administration 
Dosage 
Calciumfolinate rescue therapy can be carried out parenterally (IM or IV injection or 
IV infusion) or orally. The parenteral and the oral absorption of calciumfolinate are 
almost identically because calciumofolinate is normally totally absorbed. 
The advantage of the oral administration is that in this way the substance is present 
in the intestine in its physiologic depot form. In patients with malabsorption 
syndromes or other disturbances of the digestive apparatus (vomiting, diarrhoea, 
subileus etc) in which a sure enteral absorption is not guaranteed, the 
calciumfolinate therapy must be carried cut parenterally. 
a)Calciumfojinate rescue therapy after medium high dose MTX therapy: folinic acid 
rescue is to be carried out starting from MIX dosages of more than 500mg/m2 body 
surface but can also be recommended after Mix dosages of 100-500mg/m2 body 
surface. Dosage and duration of the therapy with Calciumfolinat “Ebewe” are 
adjusted to the dosage and route of administration of Mix therapy respectively after 
appearance of the first toxic signs. Usually Calciumfolinat “Ebewe” is administered 6-
12mg/m2 
 12-4 hours (not later than 24 hours) after start of Mix infusion The same dosage is 
given at 3-6 hour intervals over a total period of 72 hours, If severe side effects 
appear, therapy with calciumfolinate must be intensified and prolonged. After several 
parenteral administrations it can be switched to oral application. In case of 



conventional Mix serum levels the calciumfolinate rescue is 15mg (average body 
surface 1 Sm2) each six hours over 72 hours. When MIX serum levels are higher, the 
calciumfolinate rescue therapy must be prolonged for 5- days. When Mix serum 
levels are at the maximum. calciunifolinate rescue therapy must be administered at 
3-hour intervals over 7 days (30mg, 90mg, 150mg or 300mg). When Mix serum 
levels decrease also calciumfolinate dosages can be decreased and it can be 
switched to oral administration every six hours. 
 b)In case of folic acid deficiency: 5-15mg folinic acid daily.
 c)In combination therapy with other cytostatic agents following dosage guidelines 
can  be given (eg with fluorouracil): calciumfolinate 60mg/m2/d_L500mg/m2/d 
200mg/m2/d  injected as IV bolus; 500mg/m2/d infused over 15-20min. 
 Route of administration 
  For intramuscular or intravenous injection or as intravenous infusion. The infusion is    
prepared with dilution with physiologic saline solution or glucose solution whereby 
the PH-value of the finished solution must not be lower than 6.5. The prepared 
infusion  must be completely used. Capsules are to be taken orally. 
4.3. Contraindications 
      •hypersensitivity to drug components 
      •pernicious anaemia (haematological remissions may occur) and ether anaemias  
      due to vitamin B12 deficiency.           
      The possibility of aIlergic  reactions should be borne in mind. 
4.4. Warnings and precautionary measures 
Calciumfolinate should be administered under particular knowledge in the field of the 
antineoplastic therapy. Control and safety measures must be absolutely guaranteed. 
Do not use calciumfolinate intraarterially because of tissue damages observed in 
animal experiments using calciumfolinate IA (double concentrated 20mg/ml). The 
use of folic acid or calciumfolinate in macrocytic anaemias caused by vitamin B12 
deficiency (eg pernicious anaemia) may lead to haematological remissions with 
simultaneous progression of the neurological disturbances. 
4.5. Drug interactions 
During concomitant therapy with afolic acid antagonist (eg trimethoprim, 
cotrimoxazole, MTx) and calciumfolinate the efficacy of the folic acid antagonist can 
be decreased or totally neutralised. During concomitant therapy of calciumfolinate 
and fluorouracil the cytotoxic activities of fluorouracil are increased. Calciumfolinate 
solutions must not be mixed with infusion solutions containing hydrogen carbonate 
as these solutions are chemically instable. 
4.6. Pregnancy and lactation 
    During pregnancy and lactation period Calciumfolinat “Ebewe” can be only 
prescribed after strict medical observation. 
4.7.Effect on ability to drive and use machines 
No data available. However, an effect is not to be expected. 
4.8.Side effects 
Rarely allergic reactions were observed. After high doses gastro-intestinal 
disturbances, sleep disorders, depression and irritation may appear. In combination 
therapy with other cytostatic drugs (eg fluorouracil) the side effects of the combined 
drug were increased. 
       
4.9. Overdosage 
No data available. 
5. Pharmacological properties 



5.1. Properties and efficacy 
Folinic acid (N5-formyltetrahydrofolicacid) is the active form of the folic acid which is 
an essential nutritional factor for human being. Folic acid is involved in several 
metabolic processes, eg purinic synthesis, pyrimidin-nucleotide synthesis and the 
aminoacid metabolism.  
Modulation activity of calcium folinate: 
Caldiumfolinate increases the activity of other cytostatic agents like the pyrimidine 
antagonist fluorouracil. 
Fluorouracil is enzymatically activated to deoxyfluorouracilemonophosphate. This 
compound impairs the activity of the thymidilate synthetase and thus inhibits the 
Synthesis of deoxythymidinmonophosphate through a complex formation. This 
process leads to a phase specific inhibition of the DNA synthesis. 
 Further deoxyfluoronucleotide compounds inhibit the new synthesis of pyrimidine 
nucleotides. 
Calciumfolinate forms a stable ternary complex with fluorouracil and the thymidilate 
synthetase and thus prolongs the inhibitory activity of fluorouracil on the thymidilate 
synthetase. The result is an increased cytotoxic activity of fluorouracil. 
Antagonistic activity of calciumfolinate: 
Methotrexate (MDC) is an antimetabolite of the folic acid used for long time in cancer 
treatment. Calciumfolinate is used as pharmacologic antagonist of MIX: it is actively 
assimilated from the normal body cells through the cell membrane. 
The intracellular tetrahydrofolic acid deficiency caused by MTX is compensated in 
this way. MDC and calciumfolinate penetrate into the cells with the same transport 
mechanism thus the administration of calciumfolinate inhibits the cellular assimilation 
of MDC respectively accelerates the cellular elimination of MTX. The result of this 
activity is the selective rescue function of low dose calciumfolinate for normal healthy 
cells. 
5.2. Pharmacokinetics: 
After oral administration calciumfolinate is quickly practically totally absorbed. 
Calciumfolinate crosses the blood-brain barrier and is found mainly in the liver 
Calciumfolinate is mainly metabolised to 5-MTHF in the liver and the intestinal 
mucosa. Half-life of the active metabolite is approximately 6 hours (IV and IM 
administration). 
Activity start: 20-30min orally IM 10-20min 
IV<5mm 
Duration of activity: approximately 3-6 hours independent from route of 
administration  
Elimination: renally 80-90%, faecally 5-8%. 
6. Pharmaceutical particulars 
6.1. Incompatibilities 
Caloiumfolinate solutions should not be mixed with infusion solutions containing 
hydrogen carbonate because- of their chemical instability. 
6.2. Storage 
Store ampoules and vials at +2 - +8 C, away from light. Store capsules at room 
temperature not over 25 C. 
Keep in a safe place out of the reach of children. Do not freeze. 
6.3. Presentation and packs 
 Calciumfolinat “Ebewe”      3mg:     10  ampoules of 1 ml 
 Calciurnfolinat “Ebewe”    30mg: 5 ampoules of 3ml 
 Calciumfolinat “Ebewe”   50mg: 5 ampoules of 5m1 



 Calciumfolinat “Ebewe” 100mg: 5 ampoules of 10mI 
 calciumfolinat “Ebewe” 100mg: 1 vial of 10ml 
 Calciumfolinat “Ebewe” 200mg: 1 vial of 20m1 
 Calciumfolinat “Ebewe” 300mg: 1 vial of 30m1 
 Calciumfdlinat “Ebewe” 350mg: 1 vial of 35ml 
 Calciumfolinat “Ebewe” 400mg: 1 vial of 40ml 
 calciumfolinat “Ebewe” 600mg: 1 vial of 60m1 
 Calciumfolinat “Ebewe” 800mg: 1 vial of 80ml 
 Calciumfolinat“Ebewe”  1000mg: 1 vial of 100mI 
 Calciumfolinat “Ebewe”   15mg: 1 box of 20 capsules 
 Calciumfolinat “Ebewe” 100mg: 1 box 6120 capsules 
 7. Manufacturer 
 EBEWE Arzneimittel Ges.m.b.H.,  
 

 


