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to assess patient symptoms
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The puzzle



Most people who start 
statins clinically, 
abandon them…

A K Mantel-Teeuwisse et al. Heart 2004; 90(9):1065-6.



…yet placebo-controlled trials do 
not show excess withdrawals in the 

statin arm

Finegold et al. Eur J Prev Cardiol 2014; 21(4):464-74.



No-one: ‘Statins saved my life’



Collins et al. Interpretation of the evidence for the efficacy and safety of statin therapy. Lancet (2016)



Everyone: ‘Statins caused 
my muscle ache’



Everyone: ‘Statins caused 
my head ache’



Everyone: ‘Statins caused 
my hair loss’



Google:
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Outcome measures
Symptom burden

Simulated data for 1 patient
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Outcome measures
1 Symptom burden

Simulated data for 1 patient



Outcomes measures

(2) Percentage of patients taking a statin after 6 months



Methods
Pragmatic RCT

Reasonable duration One year

Multiple cross-over 12 Jars, 4 of each type

One month long enough for 
symptoms

Patients with symptoms within 2 
weeks

Not just muscle ache
Patient defines their symptom -
any symptom bad enough to 
abandon

Individualised answer for each 
patient Personalised results at 1 year

Evaluate longer-term impact Review 6 months after 
participation
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Results - Recruitment
Attended for screening

n = 62

Randomized
n = 60

Received intervention
n = 60

Completed at least 1 
month of trial

n = 60

Responded to 6 month 
post-trial follow-up

n = 59

Symptom burden end-point Medication end-point
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Nocebo proportion: 0.9



6 months later, 

30/60
were back clinically

on a statin



What we have learnt



Statin tablets really do 
induce powerful symptoms



Formal documentation

Fixed protocol



Statin tablet
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Conclusion
Patients really do get side-effects when 
taking statin tablets

But 90% of these side-effects are elicited by 
placebo tablets too

An N-of-1 trial with no treatment periods 
revealed this to patients clearly enough for 
50% of them to successfully restart statins 
clinically

Side-effects on statin tablets are mainly 
caused by the act of taking tablets, not 
what is in them.

Statin tablet
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