Announcement regarding harshment (safety information) in the Physician Leaflet

הודעה על החמרה  ( מידע בטיחות)  
 השינויים המבוקשים על רקע צהוב
תאריך ‏24/03/2011
Name of the product:
שם תכשיר באנגלית:
ARANESP® 10, 20, 30, 40, 50, 60, 80, 100, 150, 300, 500 µg Solution for Injection

Registration No's:
מספר רישום:
	Aranesp 10
	1243830392 00

	Aranesp 20
	1244030394 00

	Aranesp 30
	1244130395 00

	Aranesp 40
	1244230396 00

	Aranesp 50
	1244330397 00

	Aranesp 60
	1244430398 00

	Aranesp 80
	1244530399 00

	Aranesp 100
	1244630400 00

	Aranesp 150
	1244730401 00

	Aranesp 300
	1296530888 00

	Aranesp 500
	1333231237 00



Name of the registration owner: Amgen Europe B.V. שם בעל הרישום_
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	CLINICAL PARTICULARS


	consistent with PRCA, testing for anti-erythropoietin antibodies should be performed. 

Pure red cell aplasia caused by neutralizing anti-erythropoietin antibodies has been reported in association with ESAs, including darbepoetin alfa. This has been predominantly reported in patients with CRF treated subcutaneously. These antibodies have been shown to cross-react with all erythropoietic proteins, and patients suspected or confirmed to have neutralizing antibodies to erythropoietin should not be switched to darbepoetin alfa (see Section Undesirable Effects).

· Interaction with other Medicinal Products and other Forms of Interaction
The clinical results obtained so far do not indicate any interaction of ARANESP® with other substances. However, there is potential for an interaction with drugs that are highly bound to red blood cells (e.g. cyclosporin, tacrolimus). If darbepoetin alfa is given concomitantly with any of these drugs, blood levels of these drugs should be monitored and the dosage adjusted as the haemoglobin rises.

Treatment of Symptomatic Anaemia in Chronic Renal Failure Patients
...
Correction Phase

...

Maintenance Phase

...

· Special Warnings and Precautions for Use

General 

In order to improve the traceability of erythropoiesis-stimulating agents (ESAs), the trade name of the administered ESA should be clearly recorded (or stated) in the patient file.

Blood pressure should be monitored in all patients, particularly during initiation of ARANESP® therapy. If blood pressure is difficult to control by initiation of appropriate measures, the haemoglobin may be reduced by decreasing or withholding the dose of ARANESP® (see section Posology and method of administration).
...

In patients with chronic renal failure, maintenance haemoglobin concentration should not exceed the upper limit of the target haemoglobin concentration recommended in section 4.2. In clinical studies, an increased risk of death, serious cardiovascular events , and vascular access thrombosis was observed when ESAs were administered to target a haemoglobin of greater than 12 g/dl (7.5 mmol/l). 
...

Chronic Renal Failure Patients

Supplementary iron therapy is recommended for all patients with serum ferritin values below 100 µg/l or whose transferrin saturation is below 20%. 

In patients with chronic renal failure and clinical evidence of ischemic heart disease or congestive heart failure, the target hemoglobin should be determined individually. In these patients an upper limit of 12 g/dl (7.5 mmol/l) should be aimed for, unless severe symptoms (e.g. angina) dictate otherwise.

Serum potassium levels should be monitored regularly during ARANESP® therapy. Potassium elevation has been reported in a few patients receiving ARANESP®, though causality has not been established. If an elevated or rising potassium level is observed then consideration should be given to ceasing ARANESP® administration until the level has been corrected.
...

· Undesireable Effects

...

Clinical Trial Experience

...

MedDRA system organ class
Subject Incidence

Adverse Drug Reaction

Cardiac Disorders

Very Common (( 1/10)

Hypertension

Skin and Subcutaneous Tissue Disorders
Common (( 1/100 to < 1/10)

Rash/Erythema

Vascular disorders

Uncommon (( 1/1,000 to < 1/100)

Thromboembolic Events

General Disorders and Administration Site Conditions

Common (( 1/100 to < 1/10)

Injection site pain

...
MedDRA system organ class
Subject Incidence

Adverse Drug Reaction

Skin and Subcutaneous Tissue Disorders
Common (( 1/100 to < 1/10)

Rash/Erythema
Vascular disorders
Common (( 1/100 to < 1/10)
Thromboembolic events, including pulmonary embolism
General Disorders and Administration Site Conditions

Very Common (( 1/10)

 Oedema

Common (( 1/100 to < 1/10)

Injection site pain

Postmarketing Experience
	consistent with PRCA, testing for anti-erythropoietin antibodies should be performed. 

Pure red cell aplasia caused by neutralizing anti-erythropoietin antibodies has been reported in association with ESAs, including ARANESP® . This has been predominantly reported in patients with CRF treated subcutaneously. These antibodies have been shown to cross-react with all erythropoietic proteins, and patients suspected or confirmed to have neutralizing antibodies to erythropoietin should not be switched to ARANESP® (see Section Undesirable Effects).
· Interaction with other Medicinal Products and other Forms of Interaction
The clinical results obtained so far do not indicate any interaction of darbepoetin alfa  with other substances. However, there is potential for an interaction with drugs that are highly bound to red blood cells (e.g. cyclosporin, tacrolimus). If ARANESP® is given concomitantly with any of these drugs, blood levels of these drugs should be monitored and the dosage adjusted as the haemoglobin rises.

Treatment of Symptomatic Anaemia in Chronic Renal Failure Patients
...

Correction phase

...

Maintenance phase

...

· Special Warnings and Precautions for Use

General 

In order to improve the traceability of erythropoiesis-stimulating agents (ESAs), the trade name of the administered ESA should be clearly recorded (or stated) in the patient file.

Blood pressure should be monitored in all patients, particularly during initiation of ARANESP® therapy. If blood pressure is difficult to control by initiation of appropriate measures, the haemoglobin may be reduced by decreasing or withholding the dose of ARANESP® (see section Posology and method of administration). Cases of severe hypertension, including hypertensive crisis, hypertensive encephalopathy, and seizures, have been observed in CRF patients treated with ARANESP®.
...

In patients with chronic renal failure, maintenance haemoglobin concentration should not exceed the upper limit of the target haemoglobin concentration recommended in section 4.2. In clinical studies, an increased risk of death, serious cardiovascular or cerebrovascular events including stroke, and vascular access thrombosis was observed when ESAs were administered to target a haemoglobin of greater than 12 g/dl (7.5 mmol/l). 
...

Chronic Renal Failure Patients

In patients with chronic renal failure, maintenance haemoglobin concentration should not exceed the upper limit of the target haemoglobin concentration recommended in section 4.2. In clinical studies, an increased risk of death, serious cardiovascular or cerebrovascular events including stroke, and vascular access thrombosis was observed when ESAs were administered to target a haemoglobin of greater than 12 g/dl (7.5 mmol/l). 

Controlled clinical trials have not shown significant benefits attributable to the administration of epoetins when haemoglobin concentration is increased beyond the level necessary to control symptoms of anaemia and to avoid blood transfusion. 


Supplementary iron therapy is recommended for all patients with serum ferritin values below 100 µg/l or whose transferrin saturation is below 20%. 

Serum potassium levels should be monitored regularly during ARANESP® therapy. Potassium elevation has been reported in a few patients receiving ARANESP®, though causality has not been established. If an elevated or rising potassium level is observed then consideration should be given to ceasing ARANESP® administration until the level has been corrected.
...
· Undesireable Effects

...

Clinical trial experience

...

MedDRA system organ class
Subject incidence

Adverse drug reaction

Cardiac disorders

Very common (( 1/10)

Hypertension

Skin and subcutaneous tissue disorders
Common (( 1/100 to < 1/10)

Rash/erythema

Vascular disorders

Uncommon (( 1/1,000 to < 1/100)

Thromboembolic events

Nervous system disorders

Common (( 1/100 to < 1/10)

Stroke

General disorders and administration site conditions

Common (( 1/100 to < 1/10)

Injection site pain

...
MedDRA system organ class
Subject incidence

Adverse drug reaction

Skin and subcutaneous tissue disorders
Common (( 1/100 to < 1/10)

Rash/erythema
Vascular disorders
Common (( 1/100 to < 1/10)
Thromboembolic events, including pulmonary embolism
General disorders and administration site conditions

Very common (( 1/10)

 Oedema

Common (( 1/100 to < 1/10)

Injection site pain

Postmarketing experience



	PHARMACOLOGICAL PROPERTIES


	Chronic renal failure patients

Patients with CRF experienced greater risks for death and serious cardiovascular events when administered ESAs to target higher versus lower haemoglobin levels (13.5 g/dl (8.4 mmol/l) versus 11.3 g/dl (7.1 mmol/l); 14 g/dl (8.7 mmol/l) versus 10 g/dl (6.2 mmol/l) in two clinical studies.


	Chronic renal failure patients

Patients with CRF experienced greater risks for death and serious cardiovascular events when administered ESAs to target higher versus lower haemoglobin levels (13.5 g/dl (8.4 mmol/l) versus 11.3 g/dl (7.1 mmol/l); 14 g/dl (8.7 mmol/l) versus 10 g/dl (6.2 mmol/l) in two clinical studies.

In a randomised, double-blind, placebo-controlled study (TREAT) of 4,038 CRF patients not on dialysis with type 2 diabetes and haemoglobin levels ≤ 11 g/dl, patients received either treatment with darbepoetin alfa to target haemoglobin levels of 13 g/dl or placebo (with darbepoetin alfa rescue at haemoglobin less than 9 g/dl). The study did not meet either primary objective of demonstrating a reduction in risk for all-cause mortality or cardiovascular morbidity (darbepoetin alfa vs placebo; HR 1.05, 95% CI (0.94, 1.17)), or all-cause mortality or end stage renal disease (ESRD) (darbepoetin alfa vs placebo; HR 1.06, 95% CI (0.95, 1.19)). Analysis of the individual components of the composite endpoints showed the following HR (95% CI): death 1.05 (0.92, 1.21), congestive heart failure (CHF) 0.89 (0.74, 1.08), myocardial infarction (MI) 0.96 (0.75, 1.23), stroke 1.92 (1.38, 2.68), hospitalisation for myocardial ischaemia 0.84 (0.55, 1.27), ESRD 1.02 (0.87, 1.18).
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	Warnings
	· If you have symptoms which include unusual tiredness and a lack of energy this could mean you have pure red cell aplasia (PRCA), which has been reported in patients. PRCA means that the body has stopped or reduced the production of red blood cells which causes severe anaemia. If you experience these symptoms you should contact your doctor who will determine the best course of action to treat your anaemia.  

· Take special care with other products that stimulate red blood cell production: Aranesp is one of a group of products that stimulate the production of red blood cells like the human protein erythropoietin does. Your healthcare professional should always record the exact product you are using.

· Your doctor should try to keep your haemoglobin between 10 and 12 g/dl.
· If you have chronic renal failure there is an increased risk of serious problems with your heart or blood vessels (cardiovascular events) if your haemoglobin is kept too high.
· If you are a cancer patient you should be aware that Aranesp may act as a blood cell growth factor and in some circumstances may have a negative impact on your cancer.  Depending on your individual situation a blood transfusion may be preferable.  Please discuss this with your doctor.
· Misuse by healthy people can cause life-threatening problems with the heart or blood vessels.


	Warnings:

· If you have symptoms which include unusual tiredness and a lack of energy this could mean you have pure red cell aplasia (PRCA), which has been reported in patients. PRCA means that the body has stopped or reduced the production of red blood cells which causes severe anaemia. If you experience these symptoms you should contact your doctor who will determine the best course of action to treat your anaemia.  

· Take special care with other products that stimulate red blood cell production: Aranesp is one of a group of products that stimulate the production of red blood cells like the human protein erythropoietin does. Your healthcare professional should always record the exact product you are using.

· Your doctor should try to keep your haemoglobin between 10 and 12 g/dl. Your doctor will check that your haemoglobin does not exceed a certain level, as high haemoglobin concentrations could put you at risk of having a problem of the heart or the blood vessels and could increase risk of myocardial infarction, stroke and death.

אזהרות:

אם ידועה לך רגישות יתר למזון או תרופה כלשהם, עליך להודיע על כך לרופא, לפני נטילת התרופה.

-
אם מופיעים אצלך סימפטומים הכוללים עייפות וחוסר אנרגיה בלתי רגילים, יתכן שיש לך אַפְּלַסיה של הכדוריות האדומות (PRCA), שדווחה ע"י חולים. אפלסיה פירושה שהגוף הפסיק או צימצם את ייצור תאי הדם האדומים, דבר הגורם לאנמיה קשה. אם הבחנת בסימפטומים האלה, עליך לפנות לרופא, שיחליט על הדרך הטובה ביותר לטיפול באנמיה שלך.

-
יש לשים לב באופן מיוחד לתכשירים אחרים המגבירים את ייצור כדוריות הדם האדומות: אראנספ הוא תכשיר אחד מתוך קבוצת תכשירים המגבירים את ייצור כדוריות הדם האדומות, כמו שעושה חלבון האריתרופויטין שבגוף. הרופא שלך צריך לציין תמיד את התכשיר המדוייק בו את/ה משתמש/ת. 

· -
הרופא שלך אמור לנסות ולשמור על רמת ההמוגלובין שלך, שתהיה בין 
· 10-12 g/d
הרופא יבדוק כי ההמוגלובין שלך אינו עולה על רמה מסוימת. ריכוז המוגלובין גבוה יכול לסכן אותך בבעיית לב או כלי הדם ועלול להגביר את הסיכון לשבץ, אוטם שריר הלב ומוות.
-
אם הינך סובל/ת מכשל כלייתי כרוני, קיים סיכון מוגבר לבעיות חמורות בלב או בכלי הדם (ארועים קרדיו-וסקולריים), במידה ורמת ההמוגלובין שלך גבוהה מדי.
· If you have chronic renal failure there is an increased risk of serious problems with your heart or blood vessels (cardiovascular events) if your haemoglobin is kept too high.
· If you have symptoms which include severe headache, drowsiness, confusion, problems with your eyesight, nausea, vomiting or fits (seizures), it could mean that you have very high blood pressure. This has been reported in patients with chronic renal failure treated with Aranesp. If you experience these symptoms you should contact your doctor.
• אם יש לך תסמינים הכוללים כאבי ראש חמורים, נמנום, בלבול, בעיות עם הראייה שלך, בחילה או הקאות (התקפים), יכול להיות שיש לך לחץ דם גבוה מאוד.תופעה זו דווחה בחולים עם אי ספיקת כליות כרונית שטופלו בארנספ.

 אם אתם חווים תסמינים אלו עליך לפנות לרופא.
-
אם הינך חולה בסרטן, עליך להיות מודע לכך שאראנספ עלול לפעול כגורם צמיחה של תאי דם ובכמה מקרים עלולה להיות לכך השפעה שלילית על מחלת הסרטן אצלך. עפ"י מצבך האינדיבידואלי יתכן ויהיה צורך בעירוי דם יהיה. עליך לדון על כך עם הרופא.

- שימוש לרעה ע"י אנשים בריאים עלול לגרום לבעיות מסכנות חיים בלב או בכלי הדם.
· If you are a cancer patient you should be aware that Aranesp may act as a blood cell growth factor and in some circumstances may have a negative impact on your cancer.  Depending on your individual situation a blood transfusion may be preferable.  Please discuss this with your doctor.
· Misuse by healthy people can cause life-threatening problems with the heart or blood vessels.



	
	
	

















