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Let’s do what we did last time..

‘There is a peculiar paradox that exists in trial execution - we 
perform clinical trials to generate evidence to improve patient 
outcomes; however, we conduct clinical trials like anecdotal 
medicine: 

we do what we think works

we rely on experience and judgement and..

limited data to support best practices.’

Monica Shah in ‘Site selection in global clinical trials in patients hospitalized for heart failure: perceived problems and potential solutions’. Heart 

Failure Review 2014; 19:135-52.





 

Choosing the right research question



 

Choosing the right research question

Number of 
clinically 
irrelevant trials: 
 
87 of 136 (64%)



Choosing the right research question

‘A survey of investigators of clinical trials generating data that 
others had used to update systematic reviews showed that 
less than half were even aware that relevant reviews of 
existing evidence were available when they designed their 
studies.’

Chalmers I, Bracken MB, Djulbegovic B, Garattini S, Grant J, Gülmezoglu AM, et al. How to increase value and reduce waste when research 

priorities are set. Lancet 2014;383:156–65. .



The right tool for the job



Our design choices

‘…most therapeutic trials are inadequately 
formulated, and this from the earliest stages of 
their conception. Their inadequacy is basic..

..the resulting ambiguity affects the definition of 
the treatments, the assessment of the results, 
the choice of subjects and the way in which the 
treatments are compared.’ 

Schwartz D, Lellouch J. Explanatory and pragmatic attitudes in therapeutical trials. Journal of chronic diseases 1967; 20: 
637–48. 



Design: who are you trying to help?

Who am I designing my trial for and what have I 
done to make sure they don’t have to dismiss my 
trial as irrelevant?

Kirsty Loudon,
Stirling

Eligibility
Who is selected to

participate in the trial?
Recruitment

How are participants
recruited into the

trial?

Primary analysis
To what extent

are all data
included?

Primary outcome
How relevant

is it to
participants?

Setting
Where is the

trial being
done?

Organisation
What expertise and

resources are needed
to deliver the
intervention?

Follow-up
How closely are

participants
followed-up?

Flexibility: adherence
What measures are in place
to make sure participants

adhere to the intervention?

Flexibility: delivery
How should the

intervention
be delivered?
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The PRECIS-2 wheel
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The challenge of recruitment



What helps recruitment?



What helps recruitment?

3 things



The cost of poor recruitment

Academic Medicine, Vol. 86, 
No. 11 / November 2011



The cost of poor recruitment

Cost of 260 
studies with zero 
or 1 participant at 
trial termination 
in 2011: almost 
$1 million

Academic Medicine, Vol. 86, 
No. 11 / November 2011



Telephone reminders..

Telephoning people who do not respond to postal 
invitations increases recruitment:

• Our best estimate is that recruitment increases 
by 6%.

• There is some uncertainty so the increase could 
be as low as 3% or as high as 9%.  

The certainty in this evidence is High.



A similar issue for the TwiCs design

What are the chances that a trial will work at all, 
or be as efficient, if the trial team doesn’t use this 
design?

How big are the benefits compared to the harms?



Conclusion

• Inefficiency is an ethical problem.

• There is a lot of it.

• Inefficiency wastes participant goodwill and 
time, resources and the opportunity of doing a 
different trial.

• When making ethical judgements, we should 
also consider the ethics issues of not doing 
something, as well as the ethics of doing it.
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Thank you!

Twitter: @Trial_Forge
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