
Registers and observational studies to improve 
provisions for personalisedmedicine and 

clinical trials

The Nordic Rheumatology Register Pilot 

Johan Askling
Deptof Rheumatology, Karolinska University Hospital

RheumatologyUnit & Clinical EpidemiologyUnit, Deptof Medicine Solna, Karolinska Institutet



Registers throughout the life cycleof drugs



1. RCTsneedregisters for contextualisation



Askling et al, ARD 2015

Crudeand standardised cancer incidencein 5 RA cohorts

RCTsneedregisters for contextualisation



2. Registers monitor drugsafety



Askling et al, Arthritis& Rheumatism, 2009  Raaschou et al, Arthritis& Rheumatism, 2010

TNF inhibitors, cancer risk and survival



3. Clinical registers for studies of uptake, 
effectiveness, and cost-effectiveness



Abstracts from our project, submitted

Uptakeof biosimilars, and of new biologics



Therapeuticstrategies?

Chatzidinonysiouet al, ARD 2014

Switchingfrom onebiologicto another?



4. Registers move state of the art of trials



A. From explanatory to pragmatic trials

B. Trials in the framework of clinical registers

A. Explanatory trials in the era of Precision Medicine

B. Pragmatic trials in registers (R-RCTs)

C. Enriching trials with external register data

Registers move state of the art of trials
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Explanatory trials
ÁAimat understandinghowand whyan intervention works

(efficacy), under optimal conditions

ÁDesigned to control for all known biases and confounders, so 
that the intervention's effect is maximized

ÁFocus towards homogeneity, so that the errors and biases 
will influence the results as little as possible

ÁE.g., a double-blind placebo-controlled trial (BiologicX+MTX 
vs. placebo+MTX)

From explanatory to pragmatic trials



Pragmatictrials
ÁAimat informingclinicaldecision making, performedin real 

world setting

ÁComparisonagainsta realistic alternative treatment

ÁComparativeeffectiveness(effectiveness, safety, and costs) 
rather than efficacy, in a clinicallyrelevant studypopulation

ÁAllows for heterogeneity in all aspects

ÁLarge enough yet simple in design

Áe.g., strategytrials (BeStstudy), head-to-headRCTs(BiologicX 
vs. BiologicY)

From explanatory to pragmatic trials



From explanatory to pragmatic trials



Whenthere is 
equipoise:

ReplacecliniciansΩ 
uncertaintywith
randomization

From explanatory to pragmatic trials



van Vollenhoven et al, Lancet 2009 & 2012

The SWEFOT trial

From explanatory to pragmatic trials


