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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	This formulation is indicated as a daily multivitamin maintenance dosage for adults and children aged 11 years and above receiving parenteral nutrition.

   It is also indicated in other situations where administration by the intravenous route is required. Such situations include surgery, extensive burns, fractures and other trauma, severe infectious diseases, and comatose states, which may provoke a "stress" situation with profound alterations in the body's metabolic demands and consequent tissue depletion of nutrients.

   The physician should not await the development of clinical signs of vitamin deficiency before initiating vitamin therapy.

   This product (administered in intravenous fluids under proper dilution) contributes intake of these necessary vitamins, except Vitamin K, toward maintaining the body's normal resistance and repair processes.

   Patients with multiple vitamin deficiencies or with markedly increased requirements may be given multiples of the daily dosage for two or more days as indicated by the clinical status.

   This product does not contain Vitamin K, which may have to be administered separately.

   Clinical testing indicates that some patients do not maintain adequate levels of certain vitamins when this formulation in recommended amounts is the sole source of vitamins. Although there was no clinical evidence of vitamin deficiency or toxicity, blood levels of Vitamin E and 1,25-OH Vitamin D were low and Vitamin A levels were high in a number of subjects who received this formulation as the only source of vitamins for 3 months. In addition, blood levels of Vitamin C, thiamine and folic acid declined or were low normal in some subjects who received a similar formulation as the only vitamin source for 4 to 6 months 1. 
Therefore, in patients for whom total parenteral nutrition will be continued for long periods of time, serum levels of these vitamins should be monitored. If deficiencies appear to be developing, multiples of the formulation (1.5 to 3 times) may be needed for a period of time. When multiples of the formulation are used for more than a few weeks, Vitamins A and D should be monitored occasionally to be certain that an excess accumulation of these vitamins is not occurring.


	Vitamin supplementation in patients receiving parenteral nutrition.

Only for adults and children aged over 11 years of age. 

   This formulation is indicated as a daily multivitamin maintenance dosage for adults and children aged 11 years and above receiving parenteral nutrition.

   It is also indicated in other situations where administration by the intravenous route is required. Such situations include surgery, extensive burns, fractures and other trauma, severe infectious diseases, and comatose states, which may provoke a "stress" situation with profound alterations in the body's metabolic demands and consequent tissue depletion of nutrients.
   The physician should not await the development of clinical signs of vitamin deficiency before initiating vitamin therapy.

   This product (administered in intravenous fluids under proper dilution) contributes intake of these necessary vitamins, except Vitamin K, toward maintaining the body's normal resistance and repair processes.

   Patients with multiple vitamin deficiencies or with markedly increased requirements may be given multiples of the daily dosage for two or more days as indicated by the clinical status.

   This product does not contain Vitamin K, which may have to be administered separately.

   Clinical testing indicates that some patients do not maintain adequate levels of certain vitamins when this formulation in recommended amounts is the sole source of vitamins. Although there was no clinical evidence of vitamin deficiency or toxicity, blood levels of Vitamin E and 1,25-OH Vitamin D were low and Vitamin A levels were high in a number of subjects who received this formulation as the only source of vitamins for 3 months. In addition, blood levels of Vitamin C, thiamine and folic acid declined or were low normal in some subjects who received a similar formulation as the only vitamin source for 4 to 6 months 1. Therefore, in patients for whom total parenteral nutrition will be continued for long periods of time, serum levels of these vitamins should be monitored. If deficiencies appear to be developing, multiples of the formulation (1.5 to 3 times) may be needed for a period of time. When multiples of the formulation are used for more than a few weeks, Vitamins A and D should be monitored occasionally to be certain that an excess accumulation of these vitamins is not occurring.



	contraindications
	   Known hypersensitivity to any of the vitamins in this product or a pre-existing hypervitaminosis.
	CERNEVIT must not be used in:

· hypersensitivity to  the active constituents, especially vitamin B1 or excipients ;

· neonates, infants and children less than 11 years old.

   Known hypersensitivity to any of the vitamins in this product or a pre-existing hypervitaminosis.



	Posology, dosage  & administration
	
	This medicinal product must not be mixed with other medicinal products except if compatibility and stability have been demonstrated.

Compatibility with solutions administered simultaneously through the same tubing must be checked.

From a microbiological point of view, the product should be used immediately after reconstitution. If not used immediately, in-use storage times and conditions prior to use are the responsibility of the user unless reconstitution has taken place under controlled and validated aseptic conditions.


	Special Warnings and Special Precautions for Use
	   Folic acid may obscure pernicious anemia.


	Warnings 

Check the integrity of the container. 

Work under aseptic conditions.

Do not store a partially used vial or if the colour of the product is abnormal after reconstitution.
Special precautions for use

Due to the presence of glycocholic acid, repeated and prolonged administration in patients with hepatic jaundice or significant laboratory cholestasis requires careful monitoring of liver function.

Due to the presence of folic acid in CERNEVIT, combination with anti-epileptic medicinal products containing phenobarbital, phenytoin or primidone requires precautions for use to be taken (see “Interaction with other medicinal products and other forms of interaction”).

Due to the presence of pyridoxine in CERNEVIT, combination with levodopa requires precautions for use to be taken since it may reduce the effectiveness of L. Dopa (see “Interaction with other medicinal products and other forms of interaction”).

Deficiency of one or more vitamins must be corrected by specific supplementation.
CERNEVIT does not contain vitamin K, which should be administered separately if necessary.

Compatibility must be tested before mixing with other solutions for infusion and, specifically, when CERNEVIT is added to bags containing binary parenteral nutrition mixtures combining glucose, electrolytes and an amino acid solution, together with ternary mixtures combining glucose, electrolytes and amino acid solutions and lipids.
   Folic acid may obscure pernicious anemia.



	Interaction with Other Medicaments and Other Forms of Interaction
	Drug Interactions

   The dosage of drugs known to be influenced by folic acid and pyridoxine, for example phenytoin and phenobarbital, must be carefully monitored. Pyridoxine can reduce the effect of levodopa. Several drugs are known to influence the serum concentration of vitamins. An in vitro study 2 using therapeutic concentrations of glycocholic acid (0.177 mg glycocholate/mL human serum) demonstrated a 50-80% increase in the unbound (free) fraction of drugs known  to bind α1-acid glycoprotein (e.g., disopyramide, propranolol, quinidine, and prazosin). Although the in vivo response has not been determined, physicians should closely monitor patients for the possibility of an increase in the therapeutic response to drugs binding α1-acid glycoprotein. Consult appropriate references for drugs that  bind α1-acid glycoprotein 3,4 and for listings of specific drug-vitamin interactions.

   Folic acid has been reported to be unstable in the presence of calcium gluconate.

   Bisulfites have been reported to affect the stability of Vitamin A, thiamine and ascorbic acid 5. The pH of the parenteral nutrition admixture may affect the stability of Vitamins C and thiamine 5. Bleomycin can be inactivated by ascorbic acid and riboflavin. Several vitamins have been reported to decrease the activity of certain antibiotics. Admixture or Y-site administration of alkaline drugs through a vitamin infusion should be avoided. CERNEVIT should not be admixed directly into a lipid emulsion. CERNEVIT may be combined with parenteral nutrition containing a lipid emulsion. 

The prime destabilizers of emulsions are excessive acidity (low pH) and inappropriate electrolyte content. Careful consideration should be given to additions of divalent cations (Ca++ and Mg++) which have been shown to cause emulsion instability. Consult the current literature for physical compatibility of drugs with parenteral nutrition.
	Levodopa and pyridoxine

Vitamin B6 may reduce the effectiveness of L. Dopa as the decarboxylation of L. Dopa requires a vitamin B6 dependent enzyme.

A dopa-decarboxylase inhibitor such as carbidopa can be added to prevent this interaction.

Anticonvulsants and folic acid

Folic acid may increase the metabolism of some antiepileptics, such as phenobarbital, phenytoin and primidone. Plasma concentrations of anticonvulsants should be monitored with concurrent use of folate.

Clinical surveillance, eventually, plasma level monitoring, and, if necessary, adjustment of the dose of the anticonvulsant during folic supplementation and after its withdrawal.
Drug Interactions

   The dosage of drugs known to be influenced by folic acid and pyridoxine, for example phenytoin and phenobarbital, must be carefully monitored. Pyridoxine can reduce the effect of levodopa. Several drugs are known to influence the serum concentration of vitamins. An in vitro study 2 using therapeutic concentrations of glycocholic acid (0.177 mg glycocholate/mL human serum) demonstrated a 50-80% increase in the unbound (free) fraction of drugs known  to bind α1-acid glycoprotein (e.g., disopyramide, propranolol, quinidine, and prazosin). Although the in vivo response has not been determined, physicians should closely monitor patients for the possibility of an increase in the therapeutic response to drugs binding α1-acid glycoprotein. Consult appropriate references for drugs that  bind α1-acid glycoprotein 3,4 and for listings of specific drug-vitamin interactions.

   Folic acid has been reported to be unstable in the presence of calcium gluconate.

   Bisulfites have been reported to affect the stability of Vitamin A, thiamine and ascorbic acid 5. The pH of the parenteral nutrition admixture may affect the stability of Vitamins C and thiamine 5. Bleomycin can be inactivated by ascorbic acid and riboflavin. Several vitamins have been reported to decrease the activity of certain antibiotics. Admixture or Y-site administration of alkaline drugs through a vitamin infusion should be avoided. CERNEVIT should not be admixed directly into a lipid emulsion. CERNEVIT may be combined with parenteral nutrition containing a lipid emulsion. 

The prime destabilizers of emulsions are excessive acidity (low pH) and inappropriate electrolyte content. Careful consideration should be given to additions of divalent cations (Ca++ and Mg++) which have been shown to cause emulsion instability. Consult the current literature for physical compatibility of drugs with parenteral nutrition.



	Fertility,   pregnancy and Lactation
	Pregnancy

Pregnancy Category C

   The use of CERNEVIT has not been studied in human pregnancy. Animal reproduction studies have not been conducted with CERNEVIT. It is also not known whether CERNEVIT  should be given to a pregnant woman or can affect reproduction capacity. CERNEVIT should be given to a pregnant woman only if clearly needed. Pregnant women should follow the U.S. Recommended Daily Allowances for their condition, because their vitamin requirements may exceed those of nonpregnant women.

Nursing Mothers

   Lactating women should follow the U.S. Recommended Daily Allowances for their condition, because their vitamin requirements may exceed those of nonlactating women. It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when CERNEVIT is administered to a nursing mother. 


	Pregnancy and lactation

Pregnancy

No safety data are available for CERNEVIT administered during pregnancy or in breastfeeding women. This medicinal product may be prescribed during pregnancy if required, providing the indication and dosages are observed in order to avoid vitamin overdose.

Lactation

Use is not recommended during breastfeeding because of the risk of vitamin A overdose in the neonate.
Pregnancy

Pregnancy Category C

   The use of CERNEVIT has not been studied in human pregnancy. Animal reproduction studies have not been conducted with CERNEVIT. It is also not known whether CERNEVIT  should be given to a pregnant woman or can affect reproduction capacity. CERNEVIT should be given to a pregnant woman only if clearly needed. Pregnant women should follow the U.S. Recommended Daily Allowances for their condition, because their vitamin requirements may exceed those of nonpregnant women.

Nursing Mothers

   Lactating women should follow the U.S. Recommended Daily Allowances for their condition, because their vitamin requirements may exceed those of nonlactating women. It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when CERNEVIT is administered to a nursing mother. 



	Preclinical safety data
	Carcinogenesis, Mutagenesis, and Impairment of Fertility

   Carcinogenicity, mutagenicity and fertility studies have not been performed with CERNEVIT.


	No specific preclinical studies have been performed on CERNEVIT.

The preclinical safety studies performed on each ingredient in CERNEVIT have not shown any potential risk for use in human beings.
Carcinogenesis, Mutagenesis, and Impairment of Fertility

   Carcinogenicity, mutagenicity and fertility studies have not been performed with CERNEVIT.



	Adverse events
	   Anaphylactic reactions have been reported following large intravenous doses of thiamine. There have been very rare reports of anaphylactic reactions following IV injection of CERNEVIT over 1-4 minutes. Urticaria and rash have also been associated with CERNEVIT.


	Immune system disorders

Hypersensitivity reactions to the constituents are mainly due to allergic reactions to vitamin B1. The clinical signs reported include rash or urticaria. Intensity may vary from very mild to severe reactions. Anaphylactic shock was also observed. The frequency of these events is not known: cannot be estimated from the available data.

   Anaphylactic reactions have been reported following large intravenous doses of thiamine. There have been very rare reports of anaphylactic reactions following IV injection of CERNEVIT over 1-4 minutes. Urticaria and rash have also been associated with CERNEVIT.


	Overdosage
	   Accumulation of Vitamin A and Vitamin D are possible with prolonged administration of high doses. Signs and symptoms of excess, such as hypercalcemia, should be monitored.


	The signs of overdose of CERNEVIT are mostly those resulting from administration of excessive doses of vitamin A.

Clinical signs of acute overdose of Vitamin A (doses exceeding 150,000 IU ):

· gastrointestinal disorders, headache, raised intracranial pressure, papilloedema, psychiatric disorders, irritability, or even convulsions, delayed generalised desquamation.

Clinical signs of chronic intoxication (prolonged vitamin A supplementation with supra-physiological doses in non-deficient subjects) :

· raised intracranial pressure, cortical hyperostosis of long bones and premature epiphyseal fusion. The diagnosis is generally based on the presence of tender or painful subcutaneous swellings in the extremities of the limbs. X-rays demonstrate diaphyseal periosteal thickening of the ulna, fibula, clavicles and ribs.

Action to be taken in the event of acute or chronic overdose:

· stop administration of CERNEVIT, reduce calcium intake, increase diuresis and rehydrate.

   Accumulation of Vitamin A and Vitamin D are possible with prolonged administration of high doses. Signs and symptoms of excess, such as hypercalcemia, should be monitored.



