Text underlined has been added, text with strike through deleted:

2.
QUALITATIVE AND QUANTITATIVE COMPOSITION
One pre-filled syringe contains

peginterferon alfa-2a*.....................................................................135 micrograms


Each syringe of 0.5ml solution contains 135 micrograms peginterferon alfa-2a*. The strength indicates the quantity of the interferon alfa-2a moiety of peginterferon alfa-2a without consideration of the pegylation.

*The active substance, peginterferon alfa-2a, is a covalent conjugate of the protein interferon alfa-2a produced by recombinant DNA technology in Escherichia coli with bis-[monomethoxy polyethylene glycol].

The potency of this product should not be compared to the one of another pegylated or non-pegylated protein of the same therapeutic class. For more information, see section 5.1.
For a full list of excipients, see section 6.1.

Excipient:

Benzyl alcohol (10 mg/ 1 ml)
4.3
Contraindications 

(
Neonates and young children up to 3 years old, because of the excipient benzyl alcohol (see section 4.4 for benzyl alcohol)
4.4
Special warnings and precautions for use

Excipient: Benzyl alcohol.  Pegasys is contraindicated in infants or young children up to 3 years old because of the excipient benzyl alcohol.


In patients co-infected with HIV-HCV, limited efficacy and safety data (N = 51) are available in subjects with CD4 counts less than 200 cells/uL. Caution is therefore warranted in the treatment of patients with low CD4 counts.
4.5
Interaction with other medicinal products and other forms of interaction
In a pharmacokinetic study of 24 HCV patients concomitantly receiving methadone maintenance therapy (median dose 95mg; range 30mg to 150mg), treatment with Pegasys 180 micrograms sc once weekly for 4 weeks was associated with mean methadone levels that were 10% to 15% higher than at baseline. The clinical significance of this finding is unknown; nonetheless, patients should be monitored for the signs and symptoms of methadone toxicity. Especially in patients on a high dose of methadone, the risk for QTc prolongation should be considered.
4.7
Effects on ability to drive and use machines
Pegasys has a minor or moderate influence on the ability to drive and use machines. Patients who develop dizziness, confusion, somnolence or fatigue should be cautioned to avoid driving or operating machinery.
4.8
Undesirable effects
Chronic Hepatitis C
The frequency and severity of the most commonly reported adverse reactions with Pegasys are similar to those reported with interferon alfa-2a (see Table 4).The most frequently reported adverse reactions with Pegasys 180 micrograms were mostly mild to moderate in severity and were manageable without the need for modification of doses or discontinuation of therapy.

Chronic Hepatitis B
In clinical trials of 48 week treatment and 24 weeks follow-up, the safety profile for Pegasys in chronic hepatitis B was similar to that seen in chronic hepatitis C . With the exception of pyrexia  the frequency of the majority of the reported adverse reactions  was notably less in CHB  patients treated with Pegasys monotherapy compared with HCV patients treated with Pegasys monotherapy (see Table 4). Adverse events were experienced by 88% of Pegasys-treated patients  as compared with 53% of patients in the lamivudine comparator group, while 6% of the Pegasys-treated and 4% of the lamivudine-treated patients experienced serious adverse events during the studies. Adverse events or laboratory abnormalities led to 5% of patients withdrawing from Pegasys treatment, while less than 1% of patients withdrew from lamivudine treatment for these reasons. The percentage of patients with cirrhosis who withdrew from treatment was similar to that of the overall population in each treatment group.

Chronic Hepatitis C and Human Immunodeficiency Virus Co-infection

In HIV-HCV co-infected patients, the clinical adverse event profiles reported for Pegasys, alone or in combination with ribavirin, were similar to those observed in HCV mono-infected patients For HIV-HCV patients receiving Pegasys and ribavirin combination therapy other undesirable effects have been reported in ≥ 1% to ≤ 2% of patients: hyperlactacidaemia/lactic acidosis, influenza, pneumonia, affect lability, apathy, tinnitus, pharyngolaryngeal pain, cheilitis, acquired lipodystrophy and chromaturia. Pegasys treatment was associated with decreases in absolute CD4+ cell counts within the first 4 weeks without a reduction in CD4+ cell percentage. The decrease in CD4+ cell counts was reversible upon dose reduction or cessation of therapy. The use of Pegasys had no observable negative impact on the control of HIV viraemia during therapy or follow-up. Limited safety data (N= 51) are available in co-infected patients with CD4+ cell counts <200/µl.
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Table 4 summarises the undesirable effects reported with Pegasys monotherapy in CHB or CHC patients and with Pegasys in combination with ribavirin in CHC patients.  

Table 4: Undesirable Effects Reported with Pegasys Monotherapy for HBV or HCV or In Combination with Ribavirin for HCV Patients
	Body system
	Very Common ≥1/10
	Common

≥1/100 to  < 1/10
	Uncommon 

≥1/1000 to       < 1/100
	Rare 

≥1/10,000 to         < 1/1000
	Very rare 

 <1/10,000

	Infections and infestations


	
	Upper respiratory infection, bronchitis, oral candidiasis, herpes simplex


	Pneumonia, skin infection
	Endocarditis
	Otitis externa

	Neoplasms benign and malignant


	
	
	Hepatic neoplasm
	
	

	Blood and lymphatic system disorders


	
	Thrombocytopenia, anaemia, lymphadenopathy
	
	Pancytopenia
	Aplastic anaemia



	Immune system disorders


	
	
	
	Systemic lupus erythematosus, sarcoidosis, thyroiditis


	Anaphylaxis, idiopathic or thrombotic thrombocytopenic purpura, rheumatoid arthritis

	Endocrine disorders


	
	Hypothyroidism, hyperthyroidism


	
	Diabetes
	Diabetic ketoacidosis

	Metabolism and Nutrition Disorders
	Anorexia 
	
	
	
	

	Psychiatric disorders


	Depression*, anxiety, insomnia* 
	Emotional disorders, mood alteration

Aggression, nervousness, libido decreased
	Suicidal ideation
	Suicide, psychotic disorder, hallucinations
	

	Nervous system disorders


	Headache, dizziness*, concentration impaired
	Memory impairment, syncope, weakness, migraine, hypoaesthesia, hyperaesthesia, paraesthesia, tremor, taste disturbance, nightmares, somnolence


	
	Convulsions, peripheral neuropathy, facial palsy
	Coma

	Eye disorders


	
	Vision blurred, eye pain, eye inflammation, xerophthalmia


	
	Optic neuropathy, retinal haemorrhage, retinal vascular disorder, retinopathy
	Vision loss, papilloedema, , corneal ulcer

	Ear and labyrinth disorders


	
	Vertigo, earache
	
	Hearing loss
	

	Cardiac disorders


	
	Tachycardia, palpitations, oedema peripheral
	
	Myocardial infarction, congestive heart failure, angina, arrhythmia, atrial fibrillation,  pericarditis


	Supraventricular tachycardia

	Vascular disorders
	
	Flushing


	
	Cerebral haemorrhage, hypertension


	

	Respiratory, thoracic and mediastinal disorders


	Dyspnoea, cough
	Dyspnoea exertional, epistaxis, nasopharyngitis, sinus congestion, nasal congestion, rhinitis, sore throat


	
	Interstitial pneumonitis with fatal outcome, pulmonary embolism, wheezing
	

	Gastrointestinal disorders


	Diarrhoea*, nausea*, abdominal pain*
	Vomiting, dyspepsia, dysphagia, mouth ulceration, gingival bleeding, glossitis, stomatitis, flatulence, 
dry mouth

	Gastrointestinal bleeding
	Peptic ulcer, pancreatitis
	

	Hepato-biliary disorders


	
	
	Hepatic dysfunction
	Hepatic failure, cholangitis
	Fatty liver

	Skin and subcutaneous tissue disorders


	Alopecia, dermatitis, pruritis, dry skin
	Rash, sweating increased, psoriasis, urticaria, eczema, skin disorder, photosensitivity reaction, night sweats
	
	
	Toxic epidermal necrolysis, 
Stevens-Johnson syndrome, angioedema, erythema multiforme

	Musculoskeletal connective tissue and bone disorders


	Myalgia, arthralgia
	Back pain, arthritis, muscle weakness, bone pain, neck pain, musculoskeletal pain, muscle cramps
	
	
	Myositis

	Reproductive system and breast disorders


	
	Impotence
	
	
	

	General disorders and administration site conditions


	Pyrexia, rigors*, pain*, asthenia, fatigue, injection site reaction*, irritability*
	Chest pain, influenza like illness, malaise, lethargy, hot flushes, thirst
	
	
	

	Investigations 
	Weight decreased
	
	
	
	

	Injury and poisoning


	
	
	
	Substance overdose
	


* These adverse reactions were common (≥1/100 to < 1/10) CHB patients treated with Pegasys monotherapy











5.1
Pharmacodynamic properties 

Interferon alfa-2a is conjugated with bis-[monomethoxy polyethylene glycol] at a degree of substitution of one mole of polymer/mole of protein.The average molecular mass is approximately    60,000 of which the protein moiety constitutes approximately 20,000.

6.1
List of excipients
sodium chloride 

polysorbate 80 

benzyl alcohol (10mg/ 1ml)
sodium acetate 

acetic acid

water for injections

6.5
Nature and contents of container
0.5 ml of solution for injection in pre-filled syringe (siliconised Type I glass) with a plunger stopper and tip cap (butyl rubber laminated on the product facing side with fluororesin) with a needle. Available in packs of 1, 4 or 12. Not all pack-sizes may be marketed.
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