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Harvoni film coated tablets

(sofosbuvir 400 mqg / ledipasvir 90 mqg)
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Harvoni is indicated for the treatment of chronic hepatitis C (CHC) in adults.
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4.4 Special warnings and precautions for use

Severe bradycardia and heart block

Cases of severe bradycardia and heart block have been observed when Harvoni is
used with cencomitant amiodarone with or without other drugs that lower heart rate.
The mechanism is not established.

The concomitant use of amiodarone was limited through the clinical development of
sofosbuvir plus-direct-acting-antivirals{BAAs). Cases are potentially life threatening,
therefore amiodarone should only be used in patients on Harvoni when other
alternative anti-arrhythmic treatments are not tolerated or are contraindicated.

Should concomitant use of amiodarone be considered necessary it is recommended
that patients are closely monitored when initiating Harvoni. Patients who are
identified as being high risk of bradyarrhythmia should be continuously monitored for
48 hours in an appropriate clinical setting.

Due to the long half-life of amiodarone, appropriate monitoring should also be carried
out for patients who have discontinued amiodarone within the past few months and
are to be initiated on Harvoni.

All patients receiving Harvoni in combination with amiodarone with or without other
drugs that lower heart rate should also be warned of the symptoms of bradycardia
and heart block and should be advised to seek medical advice urgently should they
experience them.

Use in diabetic patients

Diabetics may experience improved glucose control, potentially resulting in
symptomatic hypoglycaemia, after initiating HCV direct-acting antiviral treatment.
Glucose levels of diabetic patients initiating direct-acting antiviral therapy should be
closely monitored, particularly within the first 3 months, and their diabetic medication
modified when necessary. The physician in charge of the diabetic care of the patient
should be informed when direct-acting antiviral therapy is initiated.

4.5 Interaction with other medicinal products and other forms of interaction

As Harvoni contains ledipasvir and sofosbuvir, any interactions that have been
identified with these active substances individually may occur with Harvoni.

Potential for Harvoni to affect other medicinal products
Ledipasvir is an in vitro inhibitor of drug transporter P-gp and breast cancer
resistance protein (BCRP) and may increase intestinal absorption of co-administered

substrates for these transporters. M—w%re—da{&md%a%e%ha{—leéma&%may—be—a—maak
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Table 3: Interactions between Harvoni and other medicinal products

SEDATIVES/HYPNOTICS
Midazolam (2.5 mq single | Observed: No dose adjustment of Harvoni or midazolam is
dose)/ ledipasvir (90 mg Midazolam required.

single dose)

< Cmax 1.07 (1.00, 1.14)

< AUC 0.99 (0.95,

1.04)
(Inhibition of CYP3A)

Ledipasvir (90 mg once

daily)

Midazolam
> Cmax 095 (087, 104)
— AUC 0.89 (0.84,

0.95)
(Induction of CYP3A)

Expected:
<~ Sofosbuvir

<~ GS-331007

4.8 Undesirable effects

Table 4. Adverse drug reactions identified with Harvoni

Frequency | Adverse drug reaction

Nervous system disorders:

Very common | headache

Skin and subcutaneous tissue disorders:

Common rash
Unknown frequency angioedema
General disorders:

Very common | fatigue

Description of selected adverse reactions

Cardiac arrhythmias

Cases of severe bradycardia and heart block have been observed when Harvoni is
used with eenrcomitant-amiodarone and/or other drugs that lower heart rate (see
sections 4.4 and 4.5).

Skin disorders
Frequency Not known: Stevens-Johnson syndrome
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