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HMG-CoA Reductase Inhibitors (statins) – Update on safety
concerns

HMG-CoA reductase inhibitors, commonly known as
‘statins’, are a class of medicines authorised 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. The IMB has previously
highlighted issues related to the safety of this class of
medicines, particularly muscle disorders and
rhabdomyolysis in previous issues of MIMS Ireland and its
Drug Safety Newsletter.

The Pharmacovigilance Working Party (PhVWP) of the
European Medicines Agency (EMA) conducted a further
review to investigate the relationship between use of
statins and a range of adverse reactions, including sleep
disorders, memory loss, depression, micturition disorders,
sexual disturbances and interstitial pneumonopathy. This
involved a review of clinical trial data, adverse reaction
reports and published literature on statins. The review
concluded that any of the following adverse reactions may
be associated with statin use: sleep disturbances, memory
loss, sexual dysfunction, depression and interstitial lung
disease. 

The review was triggered by reports from postmarketing
surveillance and evidence from the medical literature
suggesting these potential safety signals were related to
the use of statins. The data from clinical trials provided
some evidence to suggest that for some statins the rates of
sleep disturbances and memory loss were higher than those
seen with placebo-treated patients. Spontaneous reporting
data including cases with a good temporal relationship,
evidence of positive dechallenge and in some cases positive
rechallenge information provided further evidence to
support the link between statin use and risk of sleep
disturbance and memory loss. The spontaneous reports also
provided evidence to suggest that statin use may also be
associated with sexual disturbances, depression and

interstitial pneumonopathy. It was agreed that there was
insufficient evidence to suggest that micturition disorders
were associated with statin use.

The PhVWP recognised that the extent of evidence for the
different adverse reactions varied among the statins but did
not consider that robust scientific evidence exists to
discriminate between the statins and therefore it was
agreed that the risk of sleep disturbances, memory loss,
sexual disturbances, depression and interstitial
pneumonopathy should be considered as possible class
effects of statins and the product information for all statins
should be updated to include warnings on all of these
potential effects, as follows:

Section 4.4 – Special warnings and precautions for use
Interstitial lung disease
Exceptional cases of interstitial lung disease have been
reported with some statins, especially with long term
therapy (see section 4.8). Presenting features can include
dyspnoea, non-productive cough and deterioration in
general health (fatigue, weight loss and fever). If it is
suspected a patient has developed interstitial lung disease,
statin therapy should be discontinued. 

Section 4.8 – Undesirable effects
The following adverse events have been reported with
some statins: 
• Sleep disturbances, including insomnia and nightmares

[where this is not already listed] 
• Memory loss 
• Sexual dysfunction [where this is not already listed] 
• Depression 
• Exceptional cases of interstitial lung disease, especially

with long term therapy (see section 4.4) 

Key Message: Stop statin if a patient develops
interstitial lung disease. Statins may cause sleep
disturbances, memory loss, sexual dysfunction,
depression and interstitial lung disease.
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