הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
(מעודכן 05.2013) 

 תאריך ___________March 27, 2014 ______

שם תכשיר באנגלית ומספר הרישום ____________Aminophylline Injection:  063 85 22594 21_
שם בעל הרישום _טבע תעשיות פרמצבטיות בע"מ, ת.ד. 3190, פ"ת__
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	
	

	Posology, dosage  & administration
	
	

	Special Warnings and Special Precautions for Use
	Children

   Children have a marked sensitivity to the CNS stimulant action of theophylline. This should be taken into consideration for proper dosage adjustment and monitoring.

  Rapid intravenous injection is not recommended in children.

Use in the Elderly

   Elderly patients are at significantly greater risk of experiencing serious toxicity from theophylline than younger patients due to pharmacokinetic and pharmacodynamic changes associated with aging.

   Caution should be exercised when aminophylline is administered to patients older than  60 years of age. Theophylline clearance in healthy adults older than 60 years of age is 30% lower than healthy younger adults. These patients may require adjustment in dosage or dosing interval 


	  To reduce the undesirable stimulating effects of aminophylline on the central nervous and cardiovascular systems, intravenous administration of the drug should be slow and should not exceed a rate of 25 mg/min.

  Aminophylline has a narrow therapeutic index and serum levels should be monitored regularly, particularly during initiation of therapy.
  Aminophylline injection should be administered cautiously to patients over 55 years of age.

  Elderly patients or those with cardiac or hepatic disease should be monitored carefully for signs of theophylline toxicity.

  Care should be taken in patients undergoing influenza immunisation or who have active influenza infection or acute febrile illness.

  Aminophylline should be given with caution to patients with cardiac failure, chronic obstructive pulmonary disease, renal or hepatic dysfunction and in chronic alcoholism since clearance of aminophylline is decreased.

  During regular therapy serum potassium levels must be monitored. This is essential during combination therapy with (-2 agonists, corticosteroids or diuretics, or in the presence of hypoxia.

  Aminophylline should be used with caution in patients with peptic ulcer, hyperthyroidism, glaucoma, diabetes mellitus, severe hypoxaemia, hypertension and compromised cardiac or circulatory function, as these conditions may be exacerbated.

  Methylxanthines may increase gastric acidity and care should be taken when they are used in patients with a history of peptic ulceration.

  Aminophylline should not be administered concurrently with other xanthine medications.
Children

   Children have a marked sensitivity to the CNS stimulant action of theophylline. This should be taken into consideration for proper dosage adjustment and monitoring.

  Rapid intravenous injection is not recommended in children.

  There have been reports of seizures in children with theophylline plasma levels within the accepted therapeutic range.

  Alternative treatment should be considered in patients with a history of seizure activity and, if Aminophylline Injection is used in such patients, they should be carefully observed for possible signs of central stimulation.
Use in the Elderly

   Elderly patients are at significantly greater risk of experiencing serious toxicity from theophylline than younger patients due to pharmacokinetic and pharmacodynamic changes associated with aging.

   Caution should be exercised when aminophylline is administered to patients older than 55  60 years of age. Theophylline clearance in healthy adults older than 60 years of age is 30% lower than healthy younger adults. These patients may require adjustment in dosage or dosing interval 

	Interaction with Other Medicaments and Other Forms of Interaction
	Table I. Clinically Significant Drug Interactions With Theophylline
Fluvoxamine

Similar to cimetidine. 

Similar to cimetidine.


	Table I. Clinically Significant Drug Interactions With Theophylline
Fluvoxamine

Similar to cimetidine. 

The concomitant use of theophylline and fluvoxamine should usually be avoided. Where this is not possible, patients should have their theophylline dose halved and plasma theophylline should be monitored closely
Similar to cimetidine.

Other Drug Interactions 

Drugs that may decrease aminophylline clearance resulting in increased plasma theophylline concentrations and the potential for increased toxicity.
Quinolone antibiotics

Fluconazole

Isonaizid 

Oral contraceptives

Zafirlukast

Thyroid hormones

Drugs that may decrease plasma theophylline concentrations

Ritonavir

Other Interactions 

Xanthines: Concurrent use of other xanthine derivatives, including theophylline and pentoxifylline are contraindicated due to the risk of toxicity.

Benzodiazepines: Theophylline may reduce the effects of benzodiazepines.

Quinolones: Increased risk of convulsions.

General anaesthetics: Increased risk of convulsions with ketamine; increased risk of arrhythmias with halothane.

Pancuronium: Resistance to neuromuscular block with pancuronium has been reported in patients receiving aminophylline.

Sympathomimetics: Aminophylline may exhibit synergistic toxicity with ephedrine and other sympathomimetics and concurrent use may dispose the patient to cardiac arrhythmias.

(2-adrenergic agonists: Increased risk of cardiac arrhythmias

(-blockers: Antagonism of bronchodilator effects.

Cardiac glycosides: The direct stimulatory effect of aminophylline on the myocardium may enhance the sensitivity and toxic potential of the cardiac glycosides.

Adenosine: The anti-arrhythmic effect of adenosine is antagonised by theophylline.

Leukotriene antagonists: In clinical trials co-administration with theophylline resulted in decreased plasma levels of zafirlukast, by approximately 30%, but with no effect on plasma theophylline levels. However, during post-marketing surveillance, there have been rare cases of patients experiencing increased theophylline levels when co-administered zafirlukast.

Doxapram: Increased CNS stimulation.

Hypokalaemia:

The hypokalaemic effects of (2-adrenergic agonists may be potentiated by concomitant treatment with aminophylline.

There is an increased risk of hypokalaemia when theophylline derivatives are given with corticosteroids or diuretics 



	Fertility,   pregnancy and Lactation
	Use in Pregnancy

   Safe use in pregnancy has not been established. Since xanthines may cross the placental barrier possibly resulting in potentially dangerous serum xanthine levels in the neonate, risk-benefit must be considered when this drug is used in pregnancy. 
  The pharmacokinetics of aminophylline may be altered during pregnancy, and therefore serum theophylline concentrations may need to be measured more frequently in patients undergoing aminophylline therapy during pregnancy.


	Use in Pregnancy

   Safe use in pregnancy has not been established. Since xanthines may cross the placental barrier possibly resulting in potentially dangerous serum xanthine levels in the neonate, risk-benefit must be considered when this drug is used in pregnancy. 

  The pharmacokinetics of aminophylline may be altered during pregnancy, and therefore serum theophylline concentrations may need to be measured more frequently in patients undergoing aminophylline therapy during pregnancy.
  Animal reproduction studies have not been performed with theophyllines. It is not known whether theophyllines can cause fetal harm when administered to pregnant women. Although the safe use of theophylline during pregnancy has not been established relative to potential risk to the foetus, theophyllines have been used during pregnancy without teratogenicity or other adverse fetal effect

	Adverse events
	
	Metabolism and nutrition disorders:

  Metabolic disturbances such as hypokalaemia, hypophosphataemia, and hyponatraemia may occur.
General disorders and administration site conditions :

  Intramuscular injections are painful, the pain lasting several hours.

  Higher doses may result in hyperthermia and extreme thirst.



	Pharmaceutical Precautions
	  Aminophylline is reported to be incompatible with the following drugs: 

  Strong acid solutions, ascorbic acid, corticotrophin,  adrenaline, amiodarone, ascorbic acid, benzylpenicillin, chlorpromazine hydrochloride, ciprofloxacin, clindamycin, codeine phosphate, diltiazem, dimenhydrinate, dobutamine, doxapram, erythromycin gluceptate, hydralazine, hydroxyzine HCl, insulin, methadone HCl, methicillin sodium, morphine sulfate, noradrenaline acid tartrate,, oxytetracycline hydrochloride, penicillin G potassium, pentazocine lactate, pethidine HCl, (meperidine)  phenobarbitone sodium, phenytoin sodium, potassium, prochlorperazine edisylate, , promazine hydrochloride, promethazine hydrochloride, ondansetron, tetracycline hydrochloride, vancomycin hydrochloride, vitamin B complex with C.


	  Aminophylline is reported to be incompatible with the following drugs: 

  Strong acid solutions, ascorbic acid, corticotrophin,  adrenaline, amiodarone, ascorbic acid, benzylpenicillin, chlorpromazine hydrochloride, ciprofloxacin, clindamycin, codeine phosphate, diltiazem, dimenhydrinate, dobutamine, doxapram, doxorubicin, erythromycin gluceptate, hydralazine, hydroxyzine HCl, insulin, methadone HCl, methicillin sodium, morphine sulfate, noradrenaline acid tartrate, opioid analgesics, oxytetracycline hydrochloride, penicillin G potassium, pentazocine lactate, pethidine HCl, (meperidine)  phenobarbitone sodium, phenytoin sodium, potassium, prochlorperazine edisylate, procaine hydrochloride, promazine hydrochloride, promethazine hydrochloride, ondansetron, sulphafurazole diethanolamine, tetracycline hydrochloride, vancomycin hydrochloride, vitamin B complex with C.




