הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
(מעודכן 05.2013) 
 תאריך 01.06.2014
שם תכשיר באנגלית ומספר הרישום
KETALAR INJECTION 10MG/ML 110-91-21856-00

KETALAR INJECTION 50MG/ML 110-99-21857-00
שם בעל הרישום: פייזר פרמצבטיקה בע"מ 
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Special warnings and precautions for use
	…..

Long- Term Use

Cases of cystitis, including haemorrhagic cystitis, have been reported in patients using ketamine on a long term basis. (This adverse reaction develops in patients receiving long term ketamine treatment after a time ranging from 1 month to several years).
Drug Abuse and Dependence

Ketamine has been reported being used as a drug of abuse.  Reports suggest that ketamine produces a variety of symptoms including, but not limited to, flashbacks, hallucinations, dysphoria, anxiety, insomnia, or disorientation.  Cases of cystitis, including haemorrhagic cystitis,  have also been reported.  Ketamine dependence and tolerance may develop in individuals with a history of drug abuse or dependence.  Therefore, ketamine should be prescribed and administered with caution.
	….

Long- Term Use

Cases of cystitis, including haemorrhagic cystitis, have been reported in patients using ketamine on a long term basis. (This adverse reaction develops in patients receiving long term ketamine treatment after a time ranging from 1 month to several years).

Hepatotoxicity has also been reported in patients with extended use (> 3 days).
Drug Abuse and Dependence

Ketamine has been reported being used as a drug of abuse.  Reports suggest that ketamine produces a variety of symptoms including, but not limited to, flashbacks, hallucinations, dysphoria, anxiety, insomnia, or disorientation.  Cases of cystitis, including haemorrhagic cystitis, and cases of hepatotoxicity  have also been reported.  Ketamine dependence and tolerance may develop in individuals with a history of drug abuse or dependence.  Therefore, ketamine should be prescribed and administered with caution.

	Interaction with other medicaments and other forms of interaction
	Prolonged recovery time may occur if barbiturates and/or opiate agonists are used concurrently with Ketamine.
Ketamine may potentiate the neuromuscular blocking effects of atracurium and tubocurarine, including respiratory depression with apnea.
The use of halogenated aesthetic concomitantly with ketamine can lengthen the elimination half – life of ketamine and delay recovery from anaesthesia. Concurrent use of ketamine (especially in high doses or when rapidly administered) with halogenated anaesthetics can increase the risk of developing bradycardia, hypotension, or decreased cardiac output.
The use of ketamine with other central nervous system (CNS) depressants (e.g., ethanol, phenothiazines, sedating H1- blockers, or skeletal muscle relaxants) can potentiate CNS depression and/or increase risk of developing respiratory depression. Reduced doses of ketamine may be required with concurrent administration of other anxiolytics, sedatives, and hypnotics.
Ketamine has been reported to antagonize the hypnotic effect of thiopental.
Patients taking thyroid hormones have an increased risk of developing hypertension and tachycardia when given ketamine.
Concomitant use of antihypertensive agents and ketamine increase the risk of developing hypotension.
When ketamine and theophylline are given concurrently, a clinically significant reduction in the seizures threshold observed. Unpredictable extensor-type seizures have been reported with concurrent administration of these agents.
	Prolonged recovery time may occur if barbiturates and/or opiate agonists are used concurrently with Ketamine.

Ketamine may potentiate the neuromuscular blocking effects of atracurium and tubocurarine, including respiratory depression with apnea.

The use of halogenated aesthetic concomitantly with ketamine can lengthen the elimination half – life of ketamine and delay recovery from anaesthesia. Concurrent use of ketamine (especially in high doses or when rapidly administered) with halogenated anaesthetics can increase the risk of developing bradycardia, hypotension, or decreased cardiac output.

The use of ketamine with other central nervous system (CNS) depressants (e.g., ethanol, phenothiazines, sedating H1- blockers, or skeletal muscle relaxants) can potentiate CNS depression and/or increase risk of developing respiratory depression. Reduced doses of ketamine may be required with concurrent administration of other anxiolytics, sedatives, and hypnotics.

Ketamine has been reported to antagonize the hypnotic effect of thiopental.

Patients taking thyroid hormones have an increased risk of developing hypertension and tachycardia when given ketamine.

Concomitant use of antihypertensive agents and ketamine increase the risk of developing hypotension.

When ketamine and theophylline are given concurrently, a clinically significant reduction in the seizures threshold observed. Unpredictable extensor-type seizures have been reported with concurrent administration of these agents.

Drugs that inhibit CYP3A4 enzyme activity generally decrease hepatic clearance, resulting in increased plasma concentration of CYP3A4 substrate medications, such as ketamine. Coadministration of ketamine with drugs that inhibit CYP3A4 enzyme may require a decrease in ketamine dosage to achieve the desired clinical outcome.

Drugs that induce CYP3A4 enzyme activity generally increase hepatic clearance, resulting in decreased plasma concentration of CYP3A4 substrate medications, such as ketamine. Coadministration of ketamine with drugs that induce CYP3A4 enzyme may require an increase in ketamine dosage to achieve the desired clinical outcome.

	Undesirable effects
	....
Hepatobiliary disorders -  Not known -  Liver function test abnormal
....
	....
Hepatobiliary disorders -  Not known -  Liver function test abnormal 

Drug-induced liver injury
....


