Announcement regarding harshment (safety information) in the Physician Leaflet

הודעה על החמרה  ( מידע בטיחות)  
תאריך ‏17/11/2011
Name of the product:
שם תכשיר באנגלית:
Nplate ® 250, 500 µg 
Registration No's:
מספר רישום:
 Nplate ® 250 -145 85 33243 00
 Nplate ® 500 -145 85 33244 00
Name of the registration owner:                                                                        Amgen Europe B.V   . שם בעל הרישום
השינויים בעלון מסומנים ברקע צהוב
עלון לרופא
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	Pharmaceutical Form

	This powder is white.


	The powder is white.
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	Posology and method of administration

	75 kg patient is initiated at 1 µg/kg of romiplostim. 
The individual patient dose = 

75 kg x 1 µg = 75 µg 

The corresponding amount of Nplate solution to inject = 

75 µg x 1 ml      = 0.15 ml
               500 µg
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	Special warnings and precautions for use

	Progression of existing haematopoietic malignancies or Myelodysplastic Syndromes (MDS)

TPO receptor stimulators are growth factors that lead to thrombopoietic progenitor cell expansion, differentiation, and platelet production. The TPO receptor is predominantly expressed on the surface of cells of the myeloid lineage. For TPO receptor stimulators there is a theoretical concern that they may stimulate the progression of existing haematopoietic malignancies or MDS.
The diagnosis of ITP in adults and elderly patients should have been confirmed by the exclusion of other clinical entities presenting with thrombocytopenia. Consideration should be given to performing a bone marrow aspirate and biopsy over the course of the disease and treatment, particularly in patients over 60 years of age, those with systemic symptoms or abnormal signs.

Romiplostim should not be used for the treatment of thrombocytopenia due to MDS or any other cause of thrombocytopenia other than ITP outside of clinical trials. The risk-benefit profile for romiplostim has not been established in MDS or other non-ITP patient populations. In clinical studies of treatment with romiplostim in patients with MDS, there were reported cases of progression to acute myeloid leukaemia (AML), however this is an expected clinical outcome of MDS and the relationship to romiplostim treatment is unclear. 


	Progression of existing Myelodysplastic Syndromes (MDS)

A positive benefit/risk for romiplostim is only established for the treatment of thrombocytopenia associated with chronic ITP and romiplostim must not be used in other clinical conditions associated with thrombocytopenia.  


The diagnosis of ITP in adults and elderly patients should have been confirmed by the exclusion of other clinical entities presenting with thrombocytopenia, in particular the diagnosis of MDS must be excluded. A bone marrow aspirate and biopsy should normally have been done over the course of the disease and treatment, particularly in patients over 60 years of age, for those with systemic symptoms or abnormal signs such as increased peripheral blast cells.

In clinical studies of treatment with romiplostim in patients with MDS, cases of transient increases in blast cell counts were observed and cases of MDS disease progression to AML were reported. Based on available data from a randomized trial, there were numerically more subjects in the romiplostim arm with disease progression to AML (placebo 2/72, romiplostim 9/147) and with an increase in circulating blasts to greater than 10% (placebo 3/72, romiplostim 25/147). Of the cases of MDS disease progression to AML that were observed, patients with RAEB-1 classification of MDS at baseline were more likely to have disease progression to AML compared to lower risk MDS.
Romiplostim must not be used for the treatment of thrombocytopenia due to MDS or any other cause of thrombocytopenia other than ITP outside of clinical trials.
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	Undesirable effects

	Thrombocytopenia after cessation of treatment 

Based on an analysis of all adult ITP patients receiving romiplostim in 4 controlled and 5 uncontrolled clinical studies, 4 events of thrombocytopenia after cessation of treatment were reported, n = 271 (see section 4.4).
Increased bone marrow reticulin

In clinical studies, romiplostim treatment was discontinued in 4 of the 271 patients because of bone marrow reticulin deposition. In 6 additional patients reticulin was observed upon bone marrow biopsy (see section 4.4).  

	Thrombocytopenia after cessation of treatment 

Based on an analysis of all adult ITP patients receiving romiplostim in 4 controlled and 5 uncontrolled clinical studies, 4 events of thrombocytopenia after cessation of treatment were reported, n = 271 (see section 4.4).
Progression of existing Myelodysplastic Syndromes (MDS)

Based on available data from a randomized clinical study in subjects with myelodysplastic syndromes (MDS), a numerical increase in cases of MDS disease progression to AML and transient increases in blast cell counts were seen in patients treated with romiplostim compared to placebo. Of the cases of MDS disease progression to AML that were observed, patients with RAEB-1 classification of MDS at baseline were more likely to have disease progression to AML compared to lower risk MDS (see section 4.4). Overall survival and AML free survival were similar to placebo. More hemorrhagic deaths were reported in the placebo arm. A reduction in the risk for clinically significant bleeding events and platelet transfusion events was seen with romiplostim treatment.

Increased bone marrow reticulin

In clinical studies, romiplostim treatment was discontinued in 4 of the 271 patients because of bone marrow reticulin deposition. In 6 additional patients reticulin was observed upon bone marrow biopsy (see section 4.4).  


	
	
	

















