הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא
תאריך: 17.03.2013
שם תכשיר באנגלית: Halaven  
מספר רישום: 148-18-33511-00, 148-18-33511-01

שם בעל הרישום: ניאופרם בע"מ

השינויים בעלון מסומנים על רקע צהוב
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Name of the medicinal product
	HALAVEN 0.5 mg/ml solution for injection

	HALAVEN 0.544 mg/ml solution for injection


	Qualitative and quantitative composition
	One ml contains 0.5 mg of eribulin mesilate 
Each 2 ml vial contains 1.0 mg of eribulin mesilate 

For a full list of excipients, see section 6.1.


	One ml contains 0.5 mg of eribulin mesilate equivalent to 0.44 mg eribulin. 
Each 2 ml vial contains 1.0 mg of eribulin mesilate equivalent to 0.88 mg eribulin.
For a full list of excipients, see section 6.1.


	Posology and method of administration
	Posology
The recommended dose of HALAVEN as the ready to use solution is 1.4 mg/m2  which should be administered intravenously over 2 to 5 minutes on Days 1 and 8 of every 21-day cycle.

Dose reduction during therapy

Dose reduction recommendations for retreatment are shown in the following table. 
Dose reduction recommendations 
Adverse reaction after previous HALAVEN administration

Recommended dose 

Haematological:
ANC < 0.5 x 109/l lasting more than 7 days 

1.1mg/m2
ANC < 1 x 109/l neutropenia complicated by fever or infection

Platelets < 25 x 109/l thrombocytopenia 

Platelets < 50 x 109/l thrombocytopenia complicated by haemorrhage or requiring blood or platelet transfusion

Non-haematological:

Any Grade 3 or 4 in the previous cycle

Reoccurrence of any haematological or non-haematological adverse reactions as specified above

   Despite reduction to 1.1 mg/m2
0.7 mg/m2
   Despite reduction to 0.7 mg/m2
Consider discontinuation

Patients with hepatic impairment

Impaired liver function due to metastases:

The recommended dose of eribulin mesilatein patients with mild hepatic impairment (Child-Pugh A) is 1.1 mg/m2 administered intravenously over 2 to 5 minutes on Days 1 and 8 of a 21-day cycle. The recommended dose of eribulin mesilate in patients with moderate hepatic impairment (Child-Pugh B) is 0.7 mg/m2 administered intravenously over 2 to 5 minutes on Days 1 and 8 of a 21-day cycle.

Severe hepatic impairment (Child-Pugh C) has not been studied but it is expected that a more marked dose reduction is needed if eribulin mesilate is used in these patients.

	Posology
The recommended dose of HALAVENeribulin as the ready to use solution is 1.423 mg/m2  which should be administered intravenously over 2 to 5 minutes on Days 1 and 8 of every 21-day cycle.
Please note:
In Israel and EU the recommended dose refers to the base of the active substance (eribulin). Calculation of the individual dose to be administered to a patient must be based on the strength of the ready to use solution that contains 0.44 mg/ml eribulin and the dose recommendation of 1.23 mg/m2. The dose reduction recommendations shown below are also shown as the dose of eribulin to be administered based on the strength of the ready to use solution.


In the pivotal EMBRACE trial, the corresponding publication and in some other regions e.g. the US and Switzerland, the recommended dose is based on the salt form (eribulin mesilate).
Adverse reaction after previous HALAVEN administration

Recommended dose of eribulin
Haematological:
ANC < 0.5 x 109/l lasting more than 7 days 

1.10.97 mg/m2
ANC < 1 x 109/l neutropenia complicated by fever or infection

Platelets < 25 x 109/l thrombocytopenia 

Platelets < 50 x 109/l thrombocytopenia complicated by haemorrhage or requiring blood or platelet transfusion

Non-haematological:

Any Grade 3 or 4 in the previous cycle

Reoccurrence of any haematological or non-haematological adverse reactions as specified above

   Despite reduction to 1.10.97 mg/m2
0.762 mg/m2
   Despite reduction to 0.762 mg/m2
Consider discontinuation

Dose reduction during therapy

Dose reduction recommendations for retreatment are shown in the following table. 
Dose reduction recommendations 

Patients with hepatic impairment

Impaired liver function due to metastases:

The recommended dose of eribulin mesilatein patients with mild hepatic impairment (Child-Pugh A) is 1.10.97 mg/m2 administered intravenously over 2 to 5 minutes on Days 1 and 8 of a 21-day cycle. The recommended dose of eribulin mesilate in patients with moderate hepatic impairment (Child-Pugh B) is 0.762 mg/m2 administered intravenously over 2 to 5 minutes on Days 1 and 8 of a 21-day cycle.

Severe hepatic impairment (Child-Pugh C) has not been studied but it is expected that a more marked dose reduction is needed if eribulin mesilate is used in these patients.


	Overdose
	In one case of overdose the patient inadvertently received 8.6 mg of eribulin mesilate (approximately 4 times the planned dose) and subsequently developed a hypersensitivity reaction (Grade 3) on Day 3 and neutropenia (Grade 3) on Day 7. Both adverse reactions resolved with supportive care
	In one case of overdose the patient inadvertently received 87.6 mg of eribulinmesilate (approximately 4 times the planned dose) and subsequently developed a hypersensitivity reaction (Grade 3) on Day 3 and neutropenia (Grade 3) on Day 7. Both adverse reactions resolved with supportive care


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

שינויים שאינם בגדר החמרות סומנו (בעלון) בטקסט כחול לתוספות ואדום להורדות.

