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

 תאריך ______________22 December 2014_________

שם תכשיר באנגלית ומספר הרישום  perfalgan 10 mg/ml, #128 28 30696 00
שם בעל הרישוםBRISTOL-MYERS SQUIBB (ISRAEL)   
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Posology, dosage  & administration
	4.2 Posology and method of administration

...

Severe renal insufficiency:

It is recommended, when giving paracetamol to patients with severe renal impairment (creatinine clearance ( 30 mL/min), to increase the minimum interval between each administration to 6 hours (See section 5.2).

In adults with hepatocellular insufficiency, chronic alcoholism, chronic malnutrition (low reserves of hepatic glutathione), dehydration:

The maximum daily dose must not exceed 3 g (see section 4.4).


	4.3 Posology and method of administration

...

renal impairment
In patients with renal impairment, the minimum interval between each administration should be modified according to the following schedule:
Creatinine clearance

Dosing Interval

cl ≥50 mL/min

4 hours

cl 10-50 mL/min

6 hours

cl <10 mL/min

8 hours

Hepatic impairement

In  patients with chronic or compensated active hepatic disease,
 hepatocellular insufficiency, chronic alcoholism, chronic malnutrition (low reserves of hepatic glutathione), dehydration:

The maximum daily dose must not exceed 3 g (see section 4.4).

There is no contraindication to the use of paracetamol in therapeutic doses in patients with chronic stable liver disease


	contraindications
	PERFALGAN is contraindicated:

· In patients with hypersensitivity to paracetamol or to propacetamol hydrochloride (prodrug of paracetamol) or to one of the excipients.

· In cases of severe hepatocellular insufficiency.


	PERFALGAN is contraindicated:

· In patients with hypersensitivity to paracetamol or to propacetamol hydrochloride (prodrug of paracetamol) or to one of the excipients.

· In cases of severe hepatocellular insufficiency or decompensated active liver disease


	Special warnings and precautions for use
	Warnings

...

...

Precautions for use

Paracetamol should be used with caution in cases of:

· Hepatocellular insufficiency.
· Severe renal insufficiency (creatinine clearance ( 30 mL/min) (see sections 4.2 and 5.2).
· Chronic alcoholism.
· Chronic malnutrition (low reserves of hepatic gluthatione).
· Dehydration.

	Warnings

...

Paracetamol can cause serious skin reactions such as acute generalized exanthematous pustulosis (AGEP), Stevens-Johnson syndrome (SJS), and toxic epidermal necrolysis (TEN), which can be fatal. Patients should be informed about the signs of serious skin reactions, and use of the drug should be discontinued at the first appearance of skin rash or any other sign of hypersensitivity
...

Precautions for use

Paracetamol should be used with caution in cases of:

· Hepatocellular insufficiency
· Severe renal insufficiency (see sections 4.2 and 5.2)
· Glucose-6-phosphate dehydrogenase deficiency (may lead to haemolytic anemia) 
· Chronic alcoholism excessive alcohol intake (3 or more alcoholic drinks every day)

· anorexia, bulimia or cachexia 
· Chronic malnutrition (low reserves of hepatic gluthatione) 
· Dehydration, hypovolemia

	Interaction with Other Medicaments and Other Forms of Interaction
	· Probenecid causes an almost 2-fold reduction in clearance of paracetamol by inhibiting its conjugation with glucuronic acid. A reduction of the paracetamol dose should be considered for concomitant treatment with probenecid.
· Salicylamide may prolong the elimination t1/2 of paracetamol.
· Caution should be paid to the concomitant intake of enzyme-inducing substances (see section 4.9).

·  Concomitant use of paracetamol (4 g per day for at least 4 days) with oral anticoagulants may lead to slight variations of INR values. In this case, increased monitoring of INR values should be conducted during the period of concomitant use as well as for 1 week after paracetamol treatment has been discontinued.

	· Probenecid causes an almost 2-fold reduction in clearance of paracetamol by inhibiting its conjugation with glucuronic acid. A reduction of the paracetamol dose should be considered for concomitant treatment with probenecid,
· Phenytoin administered concomitantly may result in decreased paracetamol effectiveness and an increased risk of hepatotoxicity. Patients receiving phenytoin therapy should avoid large and/or chronic doses of paracetamol. Patients should be monitored for evidence of hepatotoxicity.

· Salicylamide may prolong the elimination t1/2 of paracetamol,
· Caution should be paid to the concomitant intake of enzyme-inducing substances (see section 4.9).

·  Concomitant use of paracetamol (4 g per day for at least 4 days) with oral anticoagulants may lead to slight variations of INR values. In this case, increased monitoring of INR values should be conducted during the period of concomitant use as well as for 1 week after paracetamol treatment has been discontinued.


	Undesirable effects


	…
Very rare cases of hypersensitivity reactions ranging from simple skin rash or urticaria to anaphylactic shock have been reported and require discontinuation of treatment.

Cases of erythema, flushing, pruritus and tachycardia have been reported.


	...

Very rare cases of hypersensitivity reactions in the form of anaphylactic shock, anaphylixis, angioneurotic (Quincke's oedema), urticaria, skin rash,  have been reported and require discontinuation of treatment.

In very rare cases of serious skin reactions (acute generalised exanthematous pustulosis, toxic epidermal necrolysis and Stevens-Johnson syndrome) have been reported and require discontinuation of treatment.
Cases of erythema, flushing, pruritus and tachycardia have been reported.

Cases of nausea, vomiting have been reported.  

Cases of fulminant hepatitis,hepatic necrosis, hepatic failure, hepatic enzymes increased have been reported




מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.

שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.
הועבר בדואר אלקטרוני בתאריך............22.12.2014.... 

