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2.
QUALITATIVE AND QUANTITATIVE COMPOSITION

* produced in Chinese Hamster Ovary cells (CHO) by recombinant DNA technology
Excipients:

Phenylalanine (up to 0.3 mg/syringe)

Sodium (less than 1 mmol/syringe)
For a full list of excipients, see section 6.1.

4.4
Special warnings and precautions for use

In order to ensure effective erythropoiesis, iron status should be evaluated for all patients prior to and during treatment and supplementary iron therapy may be necessary and conducted in accordance with therapeutic guidelines.
In chronic renal failure patients an increase in blood pressure or aggravation of existing hypertension, especially in cases of rapid PCV increase can occur. These increases in blood pressure can be treated with medicinal products. If blood pressure rises cannot be controlled by drug therapy, a transient interruption of NeoRecormon therapy is recommended. Particularly at beginning of therapy, regular monitoring of the blood pressure is recommended, including between dialyses. Hypertensive crisis with encephalopathy-like symptoms may occur and require the immediate attention of a physician and intensive medical care. Particular attention should be paid to sudden stabbing migraine like headaches as a possible warning sign.
There may be an increase in blood pressure which can be treated with drugs. It is therefore recommended to monitor blood pressure, in particular in the initial treatment phase.
This medicinal product contains less than 1 mmol sodium (23 mg) per syringe, i.e. essentially “sodium-free”.
4.8
Undesirable effects

Based on results from clinical trials including 1725 patients approximately 8 % of patients treated with NeoRecormon are expected to experience adverse reactions. 

-
Anaemic patients with chronic renal failure
The most frequent adverse reaction during treatment with NeoRecormon is an increase in blood pressure or aggravation of existing hypertension, especially in cases of rapid PCV increase (see section 4.4). Hypertensive crisis with encephalopathy-like symptoms (e.g. headaches and confused state, sensorimotor disorders ‑ such as speech disturbance or impaired gait ‑ up to tonoclonic seizures) may also occur in individual patients with otherwise normal or low blood pressure (see section 4.4). 
Shunt thromboses may occur, especially in patients who have a tendency to hypotension or whose arteriovenous fistulae exhibit complications (e.g. stenoses, aneurisms), see section 4.4. In most cases, a fall in serum ferritin values simultaneous with a rise in packed cell volume is observed (see section 4.4). In addition, transient increases in serum potassium and phosphate levels have been observed in isolated cases (see section 4.4). 

In isolated cases, neutralising anti erythropoietin antibody-mediated pure red cell aplasia (PRCA) associated with NeoRecormon therapy has been reported. In case anti-erythropoietin antibody-mediated PRCA is diagnosed, therapy with NeoRecormon must be discontinued and patients should not be switched to another erythropoietic protein (see section 4.4).

The incidences of undesirable effects in clinical trials, considered related to treatment with NeoRecoromon are shown in the table below. Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

	System Organ Class
	Adverse Drug Reaction 
	Incidence

	Vascular disorders
	Hypertensive crisis
	Uncommon (>0.1%, <1%)

	
	Hypertension
	Common (>1%, <10%)

	Nervous system disorders
	Headache
	Common (>1%, <10%)

	Blood and the lymphatic system disorders
	Shunt thrombosis
Thrombocytosis
	Rare (>0.01%, <0.1%)
Very rare (<0.01%)



-
Patients with cancer

Epoetin beta treatment-related headache and hypertension which can be treated with drugs are common (>1%, <10%) (see section 4.4). 

In some patients, a fall in serum iron parameters is observed (see section 4.4). 

Clinical studies have shown a higher frequency of thromboembolic events in cancer patients treated with NeoRecormon compared to untreated controls or placebo. In patients treated with NeoRecormon, this incidence is 5.9 % compared to 4.2 % in controls; this is not associated with any increase in thromboembolic mortality compared with controls.

The incidences of undesirable effects in clinical trials, considered related to treatment with NeoRecoromon are shown in the table below. Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

	System Organ Class
	Adverse Drug Reaction 
	Incidence

	Vascular disorders
	Hypertension
	Common (>1%, <10%)

	Blood and the lymphatic system disorders
	Thromboembolic event
	Common (>1%, <10%)

	Nervous system disorders
	Headache
	Uncommon (>0.1%, <1%) 


-
Patients in an autologous blood predonation programme

Patients in an autologous blood predonation programme have been reported to show a slightly higher frequency of thromboembolic events. However, a causal relationship with treatment with NeoRecormon could not be established.

In placebo controlled trials temporary iron deficiency was more pronounced in patients treated with NeoRecormon than in controls (see section 4.4).

The incidences of undesirable effects in clinical trials, considered related to treatment with NeoRecoromon are shown in the table below. Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

	System Organ Class
	Adverse Drug Reaction 
	Incidence

	Nervous system disorders
	Headache
	Common (>1%, <10%)


-
Premature infants

A fall in serum ferritin values is very common (>10%) (see section 4.4).

-
All indications














Rarely (≥1/10.000 to ≤1/1.000), epoetin beta treatment-related skin reactions such as rash, pruritus, urticaria or injection site reactions may occur. In very rare cases (≤1/10.000), epoetin beta treatment-related anaphylactoid reactions have been reported. However, in controlled clinical studies no increased incidence of hypersensitivity reactions was found.

In very rare cases (≤1/10.000), particularly when starting treatment, epoetin beta treatment-related flu-like symptoms such as fever, chills, headaches, pain in the limbs, malaise and/or bone pain have been reported. These reactions were mild or moderate in nature and subsided after a couple of hours or days.


	

	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	

	
	
	
	


6.1
List of excipients

Urea,

Sodium chloride,

Polysorbate 20,

Sodium dihydrogen phosphate dihydrate,

Disodium phosphate dodecahydrate, 

Calcium chloride dihydrate, 
Glycine, 

L-Leucine, 

L-Isoleucine, 

L-Threonine, 

L-Glutamic acid, 

L-Phenylalanine,

Water for injections.
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