הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 

 תאריך   19/04/2012
שם תכשיר באנגלית     Ambisome 
מספר רישום     066 56 28192 01
שם בעל הרישום Neopharm Ltd. Hashiloach 6, POB 7063, Petach Tiqva 49170   
השינויים סומנו על רקע צהוב
	פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	4.2 Posology and method of administration:
Hepatic Impairment


	
	Hepatic Impairment: 

No data are available on which to make a dose recommendation for patients with hepatic impairment. See Warnings and Precautions for Use (See section 4.4).

For instructions on reconstitution and dilution of the product before administration, see section 6.6. 



	4.2
4.8 Undesirable effects

	In general, the incidence of adverse reactions known to occur with conventional aphotericin B therapy is high. Fever and chills/rigors are the most frequent infusion-related reactions expected to occur during AmBisome administration.   Less frequent infusion-related reactions may consist of one or more of the following symptoms: back pain, chest tightness or pain, dyspnoea, bronchospasm, flushing, tachycardia and hypotension. These resolved rapidly on stopping the infusion  and may not occur with every subsequent dose or when slower infusion rates (over 2 hours) are used.

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS

Common: back pain


	In general, the incidence of adverse reactions known to occur with conventional aphotericin B therapy is high. Fever and chills/rigors are the most frequent infusion-related reactions expected to occur during AmBisome administration.   Less frequent infusion-related reactions may consist of one or more of the following symptoms: back pain, chest tightness or pain, dyspnoea, bronchospasm, flushing, tachycardia and hypotension and musculoskeletal pain (described as arthralgia, back pain, or bone pain). These resolved rapidly on stopping the infusion  and may not occur with every subsequent dose or when slower infusion rates (over 2 hours) are used.

MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS

Common: back pain

Not Known: rhabdomyolysis (associated with hypokalemia), musculoskeletal pain

(described as arthralgia or bone pain)
Interference with Phosphorus Chemistry Assays:

False elevations of serum phosphate may occur when samples from patients receiving AmBisome are analyzed using the PHOSm assay (e.g. used in Beckman Coulter analyzers including the Synchron LX20). This assay is intended for the quantitative determination of inorganic phosphorus in human serum, plasma or urine samples.

	6.6 Special precautions for disposal and other handling
	AmBisome must be reconstituted by suitably trained staff.

Directions for reconstitution/dilution: AmBisome must be reconstituted using Sterile Water for Injection (without a bacteriostatic agent).

Vials of AmBisome containing 50 mg of amphotericin B are prepared as follows:

1.
Add 12 ml of Sterile Water for Injection to each AmBisome vial, to yield a preparation containing 4  

          mg/ml amphotericin B.

2.
IMMEDIATELY after the addition of water, SHAKE THE VIALS VIGOROUSLY for 30 seconds to   

completely disperse the AmBisome. Visually inspect the vial for particulate matter and continue shaking until complete dispersion is obtained.

3.
Calculate the amount of reconstituted (4 mg/ml) AmBisome to be further diluted.

4.
The infusion solution is obtained by dilution of the reconstituted AmBisome with between one (1) and 

 nineteen (19) parts Dextrose for Injection by volume, to give a final concentration in the  recommended range of 2.00 mg/ml to 0.20 mg/ml amphotericin B as AmBisome.

5.
Withdraw the calculated volume of reconstituted AmBisome into a sterile syringe.  Using the 5 micron filter provided, instil the AmBisome preparation into a sterile container with the correct amount of Dextrose for Injection.

DO NOT STORE partially used vials for future patient use.

DO NOT RECONSTITUTE THE LYOPHILIZED POWDER/CAKE WITH SALINE OR ADD SALINE TO THE RECONSTITUTED CONCENTRATE, OR MIX WITH OTHER DRUGS.

The use of any solution other than those recommended, or the presence of a bacteriostatic agent

(e.g., benzyl alcohol) in the solution, may cause precipitation of AmBisome.

Do not use material if there is any evidence of precipitation or foreign matter.  Aseptic technique must be strictly observed in all handling, since no preservative or bacteriostatic agent is present in AmBisome, or in the materials specified for reconstitution and dilution.

Use only water for injection to reconstitute the powder/cake.  Use only Dextrose for injection to dilute the reconstituted product to the appropriate concentration for infusion.

An in line membrane filter may be used for intravenous infusion of AmBisome.  However, THE MEAN PORE DIAMETER OF THE FILTER SHOULD NOT BE LESS THAN 1.0 MICRON.

NOTE:  AmBisome is not physically compatible with saline solutions and should not be mixed with other drugs or electrolytes. An existing intravenous line must be flushed with Dextrose for injection prior to infusion of AmBisome.  If this is not feasible, AmBisome should be administered through a separate line.

Any unused product or waste material should be disposed of in accordance with local requirements.

	READ THIS ENTIRE SECTION CAREFULLY BEFORE BEGINNING RECONSTITUTION.

AmBisome is NOT interchangeable with other amphotericin products.

AmBisome must be reconstituted using Sterile Water for Injection (without a bacteriostatic agent) and diluted in Dextrose solution (5%, 10% or 20%) for infusion only.

The use of any solution other than those recommended, or the presence of a bacteriostatic agent (e.g. benzyl alcohol) in the solution, may cause precipitation of AmBisome.

AmBisome is NOT compatible with saline and must not be reconstituted or diluted with saline or administered through an intravenous line that has previously been used for saline unless first flushed with dextrose solution (5%,10% or 20%) for infusion.  If this is not feasible, AmBisome should be administered through a separate line.

Do NOT mix AmBisome with other drugs or electrolytes.

Aseptic technique must be observed in all handling, since no preservative or bacteriostatic agent is present in AmBisome, or in the material specified for reconstitution and dilution.
AmBisome must be reconstituted by suitably trained staff.

Directions for reconstitution/dilution: AmBisome must be reconstituted using Sterile Water for Injection (without a bacteriostatic agent).

Vials of AmBisome containing 50 mg of amphotericin B are prepared as follows:

1.
Add 12 ml of Sterile Water for Injection to each AmBisome vial, to yield a preparation containing 4  

          mg/ml amphotericin B.

2.
IMMEDIATELY after the addition of water, SHAKE THE VIALS VIGOROUSLY for 30 seconds to   completely disperse the AmBisome. After reconstitution the concentrate is a translucent, yellow dispersion.  Visually inspect the vial for particulate matter and continue shaking until complete dispersion is obtained. Do not use if there is evidence of precipitation of foreign matter.
3.
Calculate the amount of reconstituted (4 mg/ml) AmBisome to be further diluted (see table below).
4.
The infusion solution is obtained by dilution of the reconstituted AmBisome with between one (1) and nineteen (19) parts Dextrose solution (5%, 10% or 20%) for infusion for  Injection infusion by volume, to give a final concentration in the recommended range of 2.00 mg/ml to 0.20 mg/ml amphotericin B as AmBisome (see table below).
5.
Withdraw the calculated volume of reconstituted AmBisome into a sterile syringe.  Using the 5 

 micron filter provided, instil the AmBisome preparation into a sterile container with the correct amount of Dextrose solution (5%, 10% or 20%) for Injection infusion.

DO NOT STORE partially used vials for future patient use.

DO NOT RECONSTITUTE THE LYOPHILIZED POWDER/CAKE WITH SALINE OR ADD SALINE TO THE RECONSTITUTED CONCENTRATE, OR MIX WITH OTHER DRUGS.

The use of any solution other than those recommended, or the presence of a bacteriostatic agent

(e.g., benzyl alcohol) in the solution, may cause precipitation of AmBisome.

Do not use material if there is any evidence of precipitation or foreign matter.  Aseptic technique must be strictly observed in all handling, since no preservative or bacteriostatic agent is present in AmBisome, or in the materials specified for reconstitution and dilution.

Use only water for injection to reconstitute the powder/cake.  Use only Dextrose for injection to dilute the reconstituted product to the appropriate concentration for infusion.

An in line membrane filter may be used for intravenous infusion of AmBisome.  However, THE MEAN PORE DIAMETER OF THE FILTER SHOULD NOT BE LESS THAN 1.0 MICRON.

NOTE:  AmBisome is not physically compatible with saline solutions and should not be mixed with other drugs or electrolytes. An existing intravenous line must be flushed with Dextrose for injection prior to infusion of AmBisome.  If this is not feasible, AmBisome should be administered through a separate line.

Example of the preparation of AmBisome solution for infusion at a dose of 3mg/kg/day in dextrose 5% solution for infusion

Table 1 (בסוף טבלת ההשוואה)

* Each vial of AmBisome (50mg) is reconstituted with 12ml Water for Injection to provide a concentration of 4mg/ml Amphotercin B.

For single use only.  Discard any unused contents.
Any unused product or waste material should be disposed of in accordance with local requirements.


Table 1:

	Weight (kg)
	Number of vials
	Amount AmBisome (mg) to be withdrawn for further dilution
	Volume of reconstituted AmBisome (ml)*
	To make up a 0.2mg/ml concentration

(1in 20 dilution)
	To make up a 2.0mg/ml concentration

(1in 2 dilution)

	
	
	
	
	Volume of  5% dextrose needed (ml)
	Total volume (ml; AmBisome plus 5% dextrose)
	Volume of  5% dextrose needed (ml)
	Total volume (ml; AmBisome plus 5% dextrose)

	10
	1
	30
	7.5
	142.5
	150
	7.5
	15

	25
	2
	75
	18.75
	356.25
	375
	18.75
	37.5

	40
	3
	120
	30
	570
	600
	30
	60

	55
	4
	165
	41.25
	783.75
	825
	41.25
	82.5

	70
	5
	210
	52.5
	997.5
	1050
	52.5
	105

	85
	6
	255
	63.75
	1211.25
	1275
	63.75
	127.5


