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Some day things will be perfect 

If we try 

Some day things will be perfect

And no one will ever die

Some day risk will be zero

My, oh my

Some day pills will be magic

And they’ll taste of apple pie



The 7 Ages of Man



How do we decide?

Guess the 
best 

treatment?





Evidence : Practice Paradox
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Statin Intolerance in Trials
5%

Statin Intolerance in Practice

20%

NEJM 2011;365:2250-1



Observational 
Studies





UK NHS
2009

•61,792,000 in NHS 

•5,194,000 in NHS(iS) 

http://www.statistics.gov.uk/





Prescribing

Hospital 
Diagnoses

Death 
Certification

Lab data

Joined-up NHS

NHSiS: Great Place 
to do Research



Parky





ENCePP Network

http://www.encepp.eu/



FDA Sentinel Network
• PMS observational data 

� Medical records
� Administrative data
� Medical practices
� Hospitals
� Delivery systems
� Health plans
� Insurers
� Medicaid & Medicare

NEJM 2009;361645-7

100,000,000 patients by 
2012



Un-consented Data: 
Increasingly Bureaucratic
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BJCP 2011 Nov 15. doi: 10.1111/j.1365-2125.2011.04142.x. 
[Epub ahead of print]



eContact
• Dedicated website  
https://www.safetyswineflu.co.uk

• Online / paper registration

– Patient information sheets

– Consent

–Monthly follow-up

•Automated email or SMS







Will you give me 
(and Rob) access to 

your personal 
medical data….

Please?





All UK Practices & 
Pharmacies

15,158 GP Practices
12,613 Pharmacies



Prospective Follow 
Up Safety Studies

Large CONSENTED 
Database



Catch-22
•Cannot get medicine used 
until cost-effective (and 
safe)

•Cannot get cost-
effectiveness (or safety) 
data until medicine is used



Prescribed New 
Treatment

Prescribed 
Standard Drug

Randomise 
Patients

Streamlined Study: 25% 
of ‘normal’ cost



Randomised Treatments 
Prescribed



Research e-pharmacy





Streamlined Safety Studies



Patient Search Tool



‘Generic’ Trial Infrastructure

10 Centres & 660 family practices UK, Denmark 
& Netherlands



BMJ 2008;337:1085-7



Published online 11 January 2011 | Nature | doi:10.1038/news.2011.7 

News

UK health research to be rehabilitated

Government welcomes report 
on reform of 'complex and 
scattered' regulation 

When asked whether a new regulator could end up being 
just another layer of bureaucracy, he said;

"If it ends up like that you can shoot me." 



Problem

< 50% Practices Participate 
in primary care research



Problem

Write to 100 suitable 
subjects, randomise 14



Mr Average



Few Socioeconomic 5 

Few Very Old



Paying Patients to Participate?

Suitable Subjects identified 
from search of GP or 

Hospital records

Invitation letter with 
incentive payment

Invitation letter with 
no incentive payment

Number screened Number screened



Could I get 
Randomised?





http://www.ciscrp.org/professional/medheroes_campaign.html



“Investigators should develop and 
improve methods to help decision 
makers appraise the evidence”

Harveian oration at the Royal College of Physicians, London
www.rcplondon.ac.uk/pubs/brochure.aspx?e=262





Randomized Prescribing



Prescribed New 
Treatment

Prescribed 
Standard Drug

Randomise 
Practices

Randomise Practice Prescribing: 
5% of ‘normal’ cost





Cluster Randomised

BFZ

New Policy

Old Policy

Participating 
Practices

CTD First

IND First



Clinical Trials Unit

Not CTIMP Study



Can we do internet 
only studies?

Never or rarely see 
patients?



Is this a crazy idea?





How many subjects are required to show a 
statistically significant effect of an 
intervention v placebo or another 
intervention in a crossover study?

• 1

• 6

• 30

• 100

• >100



N of One Crossover Studies

Intervention B Intervention A

- - - - - -
+ + + + + +

6 + v 6 - = P<0.05 even with a non-parametric test



Trial of Therapy 
Always Useful

Lots of benefit: accept some risk

No benefit: accept no risk



Benefit : Risk Analysis



Balancing Benefit & Risks










