
JULY 2015

HPRA DRUG SAFETY
EDITION
69TH

NEWSLETTER

In this Edition
1

2 2

Systemic fusidic acid and interaction with statins -   
Reminder of risk of rhabdomyolysis 

HMG-CoA reductase inhibitors, collectively 
known as ’statins’, are a class of medicines 
authorised in Ireland as an adjunct to diet 
for the treatment of hypercholesterolaemia, 
when the response to diet and other 
non-pharmacological treatments (e.g. 
exercise, weight reduction) is inadequate. 
They are also authorised as an adjunct to 
treatment in the secondary prevention 
of major cardiac events in patients with 
cardiovascular disease. 

Statins can cause a spectrum of muscle 
disorders ranging from asymptomatic 
increases in serum creatine kinase 
concentration to myalgia, myopathy and 
rarely rhabdomyolysis. The risk of statin 
myotoxicity is a dose-dependent, class 
effect, however, the potential for induction 
of these disorders varies across the 
individual products due to differences  
in pharmacokinetics and lipophilicity.  
The authorised product information 
accessible from the HPRA website  

(www.hpra.ie) includes up to date, detailed 
information relevant to the individual 
products, including the potential for 
interaction with medicines administered 
concomitantly which may increase the risk 
of rhabdomyolysis. The HPRA has also 
previously highlighted the risk of statin 
associated muscle disorders in its Drug 
Safety Newsletter (Editions 15 and 26), 
reminding healthcare professionals of the 
precautionary measures to take prior to 
initiation and during treatment to reduce 
the risk of myotoxicity and rhabdomyolysis 
during statin therapy.  

Fusidic acid and its salts (including 
sodium fusidate) are antistaphylococcal 
agents used for the treatment of serious 
or deep-seated infections requiring 
good tissue or bone penetration, such as 
osteomyelitis. Systemic formulations of 
fusidic acid include tablets, suspensions 
and intravenous infusions. The co-
administration of statins with certain other 

drugs, including systemic fusidic acid 
(Fucidin), may increase the potential for 
myotoxicity. There is no evidence that 
topical formulations (creams and eye 
drops) interact with statins.

Cases of rhabdomyolysis (including some 
with a fatal outcome) suspected to be 
due to an interaction between fusidic 
acid and a statin have been reported to 
the HPRA and other European medicines 
agencies. The exact mechanism for this 
interaction is unknown and therefore 
may occur with some, or all, statins. The 
product information (Summary of Product 
Characteristics (SmPC) and Package  
Leaflet (PL)) for systemic fusidic acid 
indicates that concomitant treatment with 
statins is contraindicated, while as above, 
the product information for the individual 
statins highlights the need to temporarily 
discontinue statin therapy, when treatment 
with fusidic acid is considered essential.
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Advice to Healthcare Professionals
•  Systemic fusidic acid should not be prescribed/administered in conjunction 

with statins because of a risk of serious and potentially fatal rhabdomyolysis.

•  Statin therapy should be temporarily discontinued throughout the duration 
of fusidic acid treatment. To ensure clearance of fusidic acid, statin therapy 
may be reintroduced 7 days after the last dose of systemic fusidic acid.

•  Patients should always be advised to seek medical advice immediately if 
they experience any symptoms of muscle weakness, pain or tenderness 
while treated with a statin. 

Key Message
• Rhabdomyolysis is a rare, but potentially fatal 

complication of statin monotherapy. This risk 
increases when patients are administered 
systemic fusidic acid and a statin together, so 
these medicines should not be co-administered.

*  Further details on statins and fusidic acid preparations marketed in Ireland 
available at www.hpra.ie 
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Risk of clinically significant arrhythmias when Harvoni  
(fixed dose combination of sofosbuvir and ledipasvir) or  
Daklinza (daclatasvir) in combination with Sovaldi (sofosbuvir) 
are given concomitantly with Cordarone X (amiodarone)

The European Medicines Agency’s (EMA) 
Pharmacovigilance Risk Assessment 
Committee (PRAC) has recently completed 
a review of the impact of concomitant 
use of the hepatitis C medicines Harvoni 
(fixed dose combination of sofosbuvir 
and ledipasvir) or Daklinza (daclatasvir) 
in combination with  Sovaldi (sofosbuvir) 
and with Cordarone X (amiodarone). 
This review confirmed a risk of severe 

bradycardia or heart block in association 
with these combinations, following receipt 
of eight adverse reaction reports, including 
one fatal case of cardiac arrest. Six cases 
occurred within the first 24 hours and the 
remaining two cases occurred within 2-12 
days of starting antiviral treatment. 

The product information (Summary of 
Product Characteristics (SmPC) and 
Package Leaflet (PL)) for Harvoni, Sovaldi 

and Daklinza have been updated 
accordingly. A Direct Healthcare 
Professional Communication (DHPC) was 
issued by the Marketing Authorisation 
Holders (following approval by the HPRA) 
to all relevant healthcare professionals 
involved in the treatment of hepatitis C in 
May 2015 and was published on the HPRA 
website (www.hpra.ie).

Advice to Healthcare Professionals
•  Amiodarone should only be initiated 

in patients treated with Harvoni, 
or Daklinza in combination with 
Sovaldi, if other antiarrhythmics are 
contraindicated or not tolerated.

• If concomitant use with amiodarone 
is unavoidable, patients should be 
closely monitored, particularly during 
the first weeks of treatment. Those at 
high risk of bradyarrhythmia should 
be monitored continuously in an 
appropriate clinical setting for 48 hours 
after starting concomitant treatment.

• Due to the long half-life of amiodarone, 
patients who have discontinued it 
within the past few months should 
also be monitored for cardiac effects 
if starting hepatitis C treatment with 
Harvoni or Daklinza in combination with 
Sovaldi.

• Patients receiving these hepatits C 
medicines with amiodarone should be 
warned of the signs and symptoms 
of bradycardia and heart block and 
advised to seek urgent medical 
attention if they experience  

any of the following:

 - Shortness of breath,

 - Dizziness,

 - Palpitations,

 - Fainting.

• Please report any suspected cases 
of bradycardia or heart block in 
association with these medicines to  
the HPRA via the online, downloadable 
or post-paid reporting options available 
at www.hpra.ie.

Key Message
• Cases of severe bradycardia and heart 

block have been reported in patients 
taking amiodarone and Harvoni, or 
amiodarone and Daklinza  
in combination with Sovaldi.

• Amiodarone should only be initiated 
in patients treated with Harvoni, or 

Daklinza in combination with Sovaldi 
when alternative anti-arrhythmic 
treatments are not tolerated or 
contraindicated.

• If this combination cannot be avoided 
then patients should be closely 
monitored particularly during the 

first weeks of treatment. Patients 
who are identified as being at high 
risk of bradyarrhythmia should be 
continuously monitored for 48 hours 
in an appropriate clinical setting after 
initiation of concomitant amiodarone 
and antiviral therapy.

* Further details on amiodarone or hepatitis C preparations marketed in Ireland available at www.hpra.ie and www.ema.europa.eu 

2 Kevin O’Malley House, Earlsfort Centre, Earlsfort Terrace, Dublin 2, Ireland 
T: +353 1 676  4971    E: medsafety@hpra.ie    www.hpra.ie       

Correspondence/Comments should be sent to the Pharmacovigilance Section, 
Health Products Regulatory Authority, contact details below.
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Locabiotal (fusafungine) New restrictions to minimise the known risk of allergic reactions
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