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4.2
Posology and method of administration

Copegus film-coated tablets are administered orally in two divided doses with food (morning and evening). Due to the teratogenic potential of ribavirin, the tablets should not be broken or crushed. 

Duration of treatment

The duration of combination therapy with peginterferon alfa-2a depends on viral genotype. Patients infected with HCV genotype 1 who have detectable HCV RNA at week 4 regardless of pre-treatment viral load should receive 48 weeks of therapy. 
Treatment for 24 weeks may be considered in patients infected with 

· genotype 1 with low viral load (LVL) (( 800,000 IU/mL) at baseline or 

· genotype 4 
who become HCV RNA negative at week 4 and remain HCV RNA negative at week 24. However, an overall 24 weeks treatment duration may be associated with a higher risk of relapse than a 48 weeks treatment duration (see 5.1). In these patients, tolerability to combination therapy and additional prognostic factors such as degree of fibrosis should be taken into account when deciding on treatment duration. Shortening the treatment duration in patients with genotype 1 and high viral load (HVL) (>800, 000 IU/ml) at baseline who become HCV RNA negative at week 4 and remain HCV RNA negative at week 24 should be considered with even more caution since the limited data available suggest that this may significantly negatively impact the sustained virologic response. 
Patients infected with HCV genotype 2/3 regardless of pre-treatment viral load should receive 24 weeks of therapy (see Table 1).

Available data for patients infected with genotype 5 or 6 are limited; therefore combination treatment with 1000/1200 mg of ribavirin for 48 weeks is recommended.
	

	
	
	
	

	
	

	

	


	
	
	
	

	Table 1
Copegus Dosing Recommendations in Combination with Peginterferon alfa-2a for 
HCV patients

	Genotype
	Daily Copegus Dose
	Duration of treatment
	Number of 200/400 mg tablets

	Genotype 1 LVL with RVR*
	< 75 kg = 1,000 mg

( 75 kg = 1,200 mg
	24 weeks or

48 weeks
	5 x 200 mg 

(2 morning, 3 evening)

6 x 200 mg

(3 morning, 3 evening)

	Genotype 1 HVL with RVR*
	<75 kg = 1000 mg

(75 kg = 1200 mg
	48 weeks
	5 x 200 mg 

(2 morning, 3 evening)

6 x 200 mg

(3 morning, 3 evening)

	Genotype 4 with RVR*
	<75 kg = 1000 mg

(75 kg = 1200 mg
	24 weeks or

48 weeks
	5 x 200 mg 

(2 morning, 3 evening)

6 x 200 mg

(3 morning, 3 evening)

	Genotype 1 or 4

without RVR*
	<75 kg = 1000 mg

(75 kg = 1200 mg
	48 weeks
	5 x 200 mg 

(2 morning, 3 evening)

6 x 200 mg

(3 morning, 3 evening)

	Genotype 2/3
	800 mg
	24 weeks
	4 x 200 mg

(2 morning, 2 evening) or

2 x 400 mg

(1 morning, 1 evening)


*RVR = rapid viral response (HCV RNA undetectable) at week 4 and HCV RNA undetectable at week 24; 

LVL= ≤ 800,000 IU/mL; HVL= > 800,000 IU/mL

Use in hepatic impairment: Hepatic function does not affect the pharmacokinetics of ribavirin (see section 5.2). 
Use in patients under the age of 18 years: Treatment with Copegus is not recommended for use in children and adolescents (<18 years) due to insufficient data on safety and efficacy in combination with  peginterferon alfa-2a and interferon alfa-2a.

4.4
Special warnings and precautions for use
	Psychiatric and Central Nervous System (CNS): Severe CNS effects, particularly depression, suicidal ideation and attempted suicide have been observed in some patients during Copegus combination therapy with peginterferon alfa-2a or interferon alfa-2a, and even after treatment discontinuation mainly during the 6-month follow-up period. Other CNS effects including aggressive behaviour (sometimes directed against others), confusion and alterations of mental status have been observed with alpha interferons. Patients should be closely monitored for any signs or symptoms of psychiatric disorders. If such symptoms appear, the potential seriousness of these undesirable effects must be borne in mind by the prescribing physician and the need for adequate therapeutic management should be considered. If psychiatric symptoms persist or worsen, or suicidal ideation is identified, it is recommended that treatment with Copegus and peginterferon alfa-2a or interferon alfa-2a be discontinued, and the patient followed, with psychiatric intervention as appropriate.

Patients with existence of, or history of severe psychiatric conditions: If treatment with Copegus in combination with peginterferon alfa-2a or interferon alfa-2a is judged necessary in patients with existence or history of severe psychiatric conditions, this should only be initiated after having ensured appropriate individualised diagnostic and therapeutic management of the psychiatric condition.


Ocular changes: Copegus is used in combination therapy with alpha interferons.  Retinopathy including retinal haemorrhages, cotton wool spots, papilloedema, optic neuropathy and retinal artery or vein obstruction which may result in loss of vision have been reported in rare instances with combination therapy with alpha interferons. All patients should have a baseline eye examination. Any patient complaining of decrease or loss of vision must have a prompt and complete eye examination. Patients with preexisting ophthalmologic disorders (eg, diabetic or hypertensive retinopathy) should receive periodic ophthalmologic exams during combination therapy with alpha interferons. Combination therapy with alpha interferons should be discontinued in patients who develop new or worsening ophthalmologic disorders.

Co-administration of Copegus and didanosine is not recommended due to the risk of mitochondrial toxicity (see Section 4.5). Moreover, co-adminstration of Copegus and stavudine should be avoided to limit the risk of overlapping mitochondrial toxicity. 

Patients treated with Copegus and alpha interferon (standard and pegylated) combination therapy and zidovudine could be at increased risk of developing anaemia.

Uric acid may increase with Copegus due to haemolysis and therefore predisposed patients should be carefully monitored for development of gout.
Dental and periodontal disorders: Dental and periodontal disorders, which may lead to loss of teeth, have been reported in patients receiving Copegus and peginterferon alfa-2a combination therapy. In addition, dry mouth could have a damaging effect on teeth and mucous membranes of the mouth during long-term treatment with the combination of Copegus and peginterferon alfa-2a. Patients should brush their teeth thoroughly twice daily and have regular dental examinations. In addition some patients may experience vomiting. If this reaction occurs, they should be advised to rinse out their mouth thoroughly afterwards. 
4.5
Interaction with other medicinal products and other forms of interaction
Didanosine (ddI): Co-administration of ribavirin and didanosine is not recommended. Exposure to didanosine or its active metabolite (dideoxyadenosine 5’-triphosphate) is increased in vitro when didanosine is co-administered with ribavirin.  Reports of fatal hepatic failure as well as peripheral neuropathy, pancreatitis, and symptomatic hyperlactataemia/lactic acidosis have been reported with use of ribavirin.


HIV-HCV co-infected patients 

4.7
Effects on ability to drive and use machines
Copegus has no or negligible influence on the ability to drive and use machines. However, peginterferon alfa-2a or interferon alfa-2a used in combination with Copegus may have an effect. Please refer to the SPC of peginterferon alfa-2a  or interferon alfa-2a for further information.


4.8
Undesirable effects
See peginterferon alfa-2a or interferon alfa-2a prescribing information for additional undesirable effects for either of these products.
Adverse events reported in patients receiving Copegus in combination with interferon alfa-2a are essentially the same as for those reported for Copegus in combination with peginterferon alfa-2a.
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.
Chronic Hepatitis C
The most frequently reported adverse events with Copegus in combination with peginterferon alfa-2a 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 C and Human Immunodeficiency Virus Co-infection

In HIV-HCV co-infected patients, the clinical adverse event profiles reported for peginterferon alfa-2a, alone or in combination with ribavirin, were similar to those observed in HCV mono-infected patients. For HIV-HCV patients receiving Copegus and peginterferon alfa-2a 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. Peginterferon alfa-2a 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 peginterferon alfa-2a 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. (see peginterferon alfa-2a SPC). 

	

	
	




	




	






	
	
	

	

	

	
	
	

	
	

	

	

	
	
	
	

	
	
	
	


Table 5 shows the undesirable effects reported in patients who have received Copegus and peginterferon alfa-2a or interferon alfa-2a therapy.


	

	
	









	










	










	
	
	
	

	
	
	
	

	

	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	

	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	

	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	

	
	
	



	

	
	

	

	


	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	 

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


Table 5
Undesirable Effects Reported with Copegus in combination with Peginterferon alfa-2a 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


	Lower respiratory tract infection, urinary tract infection, skin infection
	Endocarditis,

Otitis externa
	

	Neoplasms benign and malignant


	
	
	Malignant hepatic neoplasm
	
	

	Blood and lymphatic system disorders


	Anaemia
	Thrombocytopenia, lymphadenopathy
	
	Pancytopenia
	Aplastic anaemia



	Immune system disorders


	
	
	Sarcoidosis,

thyroiditis
	Anaphylaxis, systemic lupus erythematosus, 

rheumatoid arthritis
	idiopathic or thrombotic thrombocytopenic purpura 

	Endocrine disorders


	
	Hypothyroidism, hyperthyroidism


	Diabetes
	
	

	Metabolism and Nutrition Disorders
	Anorexia 
	
	
	
	

	Psychiatric disorders


	Depression, insomnia 
	Mood alteration, emotional disorders, anxiety,

aggression, nervousness, libido decreased
	Suicidal ideation,

hallucinations, anger
	Suicide, psychotic disorder
	

	Nervous system disorders


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


	Hearing loss, peripheral neuropathy
	Coma, convulsions, facial palsy
	

	Eye disorders


	
	Vision blurred, eye pain, eye inflammation, xerophthalmia


	Retinal haemorrhage,
	Optic neuropathy, papilloedema, retinal vascular disorder, retinopathy,

corneal ulcer
	Vision loss 

	Ear and labyrinth disorders


	
	Vertigo, earache
	
	
	

	Cardiac disorders


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


	

	Vascular disorders
	
	Flushing


	Hypertension
	Cerebral haemorrhage 


	

	Respiratory, thoracic and mediastinal disorders


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


	Wheezing
	Interstitial pneumonitis with fatal outcome, pulmonary embolism 
	

	Gastrointestinal disorders


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



	Gastrointestinal bleeding, cheilitis, gingivitis
	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
	





5.1
Pharmacodynamic properties
The virological responses of HCV monoinfected patients treated with Copegus and peginterferon alfa-2a combination therapy in relation to genotype and pre-treatment viral load and in relation to genotype, pre-treatment viral load and rapid virological response at week 4 are summarised in Table 7 and Table 8 respectively. The results of study NV15942 provide the rationale for recommending treatment regimens based on genotype, baseline viral load and virological response at week 4  (see Tables 1, 7 and 8).

The possibility to consider shortening treatment duration to 24 weeks in genotype 1 and 4 patients was examined based on a sustained rapid virological response observed in patients with rapid virological response at week 4 in studies NV15942 and ML17131 (see Table 8).
Table 8
Sustained Virological Response Based on Rapid Viral Response at week 4 for Genotype 1 and 4 after Copegus Combination Therapy with Peginterferon alfa-2a in HCV Patients

	                                         Study NV15942
	Study ML17131

	
	Copegus

1000/1200 mg

&

 Peginterferon alfa-2a

180 mcg

24 weeks 
	Copegus

1000/1200 mg

&

 Peginterferon alfa-2a

180 mcg

48 weeks 
	Copegus

1000/1200 mg

&

 Peginterferon alfa-2a

180 mcg

24 weeks 



	Genotype 1 RVR

Low viral load

High viral load
	90% (28/31)

93% (25/27)

75% (3/4)
	92% (47/51)

96% (26/27)

88% (21/24)
	77% (59/77)

80% (52/65)

58% (7/12)

	Genotype 1  non RVR

Low viral load

High viral load
	24% (21/87)

27% (12/44)

21% (9/43)
	43% (95/220)

50% (31/62)

41% (64/158)
	-

-

-

	Genotype 4 RVR
	(5/6)


	(5/5)


	92% (22/24)

	Genotype 4 non RVR


	(3/6)


	(4/6)
	-




Low viral load= ≤ 800,000 IU/mL; High viral load= > 800,000 IU/mL

RVR = rapid viral response (HCV RNA undetectable) at week 4 and HCV RNA undetectable at week 24 

Although limited, data indicated that shortening treatment to 24 weeks might be associated with a higher risk of relapse (see Table 9).
Table 9
Relapse of Virological Response at the End of Treatment for Rapid Virological Response Population
	
	Study NV15942
	Study  NV15801

	
	Copegus

1000/1200 mg

&

 Peginterferon alfa-2a

180 mcg

24 weeks

	Copegus

1000/1200 mg

&

 Peginterferon alfa-2a

180 mcg

48 weeks 
	Copegus

1000/1200 mg

&

 Peginterferon alfa-2a

180 mcg

48 weeks 

	Genotype 1 RVR

Low viral load

High viral load
	6.7% (2/30)

3.8% (1/26)

25% (1/4)
	4.3% (2/47)

0% (0/25)

9.1% (2/22)
	0% (0/24)

0% (0/17)

0% (0/7)

	Genotype 4 RVR
	(0/5)


	(0/5)


	0% (0/4)


HIV-HCV co-infected patients
The virological responses of patients treated with Copegus and peginterferon alfa-2a combination therapy in relation to genotype and pre-treatment viral load for HIV-HCV co-infected patients are summarised below in Table 10.
6.4
Special precautions for storage
This medicinal product does not require any special storage conditions
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