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… Football, like most American sports, 
is heavily rule-bound. 

…Soccer is a more principles-based 
game. There are fewer rules, and the 
referee is given far more authority 
than officials in most American sports 
to interpret them and to shape game 
play and outcomes…

A bad or biased ref can ruin a soccer 
match in the way that no bad ref can 
ruin a football match, the lesson being 
that regulator independence is key in 
a principles system... 

Principles-based versus 
rule-based regulation

Economist. Metaphor of the day, April 21, 2008Pogatetz is booked after a furious 
rant at referee Vink who awards 
Croatia a penalty in the 4 minute.
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Regulatory science agenda



Biphosponates and risk of stress 
fractures

Kwek E.B.K et al. More on atypical 
fractures of the femoral diaphysis. 
N Engl J Med 2008; 359: 316-318.



MABs and risk of multifocal 
leukoencephalopathy (PML)

JAMA 2008; 300: 1887-1896.



Antipsychotics in the elderly and 
increased mortality



Confounding by 
underlying disease

Differential weighing 
of B/R per indication

Confounding by 
indication

Etc.Etc.Etc.

Class effect, 
differential risk

Ascertainment and 
traceability exposure

Need for bone quality 
data, biomarkers

Patterns of use, off-
label prescribing

Outcome masked by 
indication

Duration of use, 
patterns of use

Different pathways 
to outcome

Rare, difficult to see, 
but very severe

Misclassification of 
diagnosis

Antipsychotics 
and mortality

MABs and risk of  
PML

Biphosponates & 
stress fractures

Anchors for needs and opportunities for 
ENCePP collaboration I



Anchors for needs and opportunities for 
ENCePP collaboration II

• Regulators are in need of the strongest 
evidence available for B/R assessment.

• The three cases discussed are ‘real’ and 
represent a window of opportunities for Pan-
EU research

• There is no single approach, centre or 
database that can solve all the issues. 

• The concept of ENCePP deserves full commit-
ment and the willingness to learn and share.


