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Copegus in combination with peginterferon alfa- 2a or interferon alfa- 2a is indicated in adult
patients who are positive for serum HCV-RNA, including patients with compensated
cirrhosis.

The combination with peginterferon alfa-2a is also indicated in patients co-infected with
clinically stable HIV, including patients with compensated cirrhosis.

Copegus in combination with peginterferon alfa-2a is indicated in naive patients and patients
who have failed previous treatment with interferon alpha (pegylated or non-pegylated) alone
or in combination therapy with ribavirin.
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:xan y1mn PTv 4.4 Special warnings and precautions for use gwoa

Patients with substance use/abuse:

HCV infected patients having a co-occurring substance use disorder (alcohol, cannabis,
etc.) are at an increased risk of developing psychiatric disorders or exacerbation of
already existing psychiatric disorders when treated with alpha interferon. If treatment with
alpha interferon is judged necessary in these patients, the presence of psychiatric
co-morbidities and the potential for other substance use should be carefully assessed and
adegquately managed before initiating therapy. If necessary, an inter-disciplinary approach
including a mental health care provider or addiction specialist should be considered to
evaluate, treat and follow the patient. Patients should be closely monitored during therapy
and even after treatment discontinuation. Early intervention for re-emergence or
development of psychiatric disorders and substance use is recommended.

Growth and development (children and adolescents): During the course of therapy lasting
up to 48 weeks in patients aged 5 to 17 vears, weight loss and growth inhibition were
common.

At 2 years post-treatment with Pegasys, 16% of paediatric patients remained 15
percentiles or more below their baseline weight curve and 11% remained 15 percentiles
or more below their baseline height curve.

Case by case benefit/risk assessment in children

The expected benefit of treatment should be carefully weighed against the safety findings

observed for children and adolescents in the clinical trials.

- Itis important to consider that the combination therapy induced a growth inhibition.

- This risk should be weighed against the disease characteristics of the child, such as
evidence of disease progression (notably fibrosis), co-morbidities that may negatively
influence the disease progression (such as HIV co-infection), as well as prognostic
factors of response (HCV genotype and viral load).

Whenever possible the child should be treated after the pubertal growth spurt, in order to
reduce the risk of growth inhibition. There are no data on long term effects on sexual
maturation.

:Nan yTa PTIv 4.8 Undesirable effects qwoa

Table5 Undesirable Effects Reported with Copegus in combination with
Peginterferon alfa-2a for HCV Patients
Body system Very Common Uncommon Rare Very rare | Frequency
common 21/100 to 21/1000 to | 21/10,000 to | <1/10,000 | not known*
21/10 <1/10 <1/100 <1/1000
Infections and Upper Lower Endocarditis,
infestations respiratory respiratory | Otitis externa
infection, tract
bronchitis, infection,
oral Pneumonia,
candidiasis, |urinary tract
herpes infection,
simplex skin infection
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