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Registerdhroughout the life cycleof drugs




1. RCTseedregisters forcontextualisation
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RCTseedregisters forcontextualisation
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2. Registers monitodrug safety
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TNF inhibitors, cancer risk arstdirvival

Relative Risk

20

1,5

1,0

0,5

0,0

Overall

<1y 1-2y 2-4y 4-6y

Years since first anti-TNF

=6 yeals

Fraction alive

Relative Risk = 1.1 (0.8-1.6)

04 -
>  essss Bwologics exposed
0.2 ~
‘ —— Biologics-naive
0

0 10 20 30 40 50 60 70 80

Time since cancer diagnosis (months)

Askling et alArthritis& Rheumatism2009 Raaschou et Althritis& Rheumatism2010



3. Clinical registers for studiesf uptake,

S @
g v
S S
v (7]
v .2
> i
.‘ U
t~4 7]
5 £
Q -
£ &
o O




1

1

o
o
QN
cOo
ow
-—
ag
L= I
£
o
53
5
w
o

Uptake of biosimilars andof new biologics
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Therapeuticstrategies?

Switchingfrom one biologicto another?

Drug survival
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4. Registers move state of the art of trials
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Registers move state of the art of trials

A. From explanatory to pragmatic trials
B. Trials in the framework aflinical registers

A. EXxplanatory trials in the era of Precision Medicine
B. Pragmatic trials in registers{fRCTs)

C. Enriching trials with externakgister data



Registers move state of the art of trials

A. From explanatory to pragmatic trials



From explanatory to pragmatic trials

Explanatorytrials

A Aimat understandindhow andwhy an interventionworks
(efficacy), under optimalconditions

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

A Focus towarddiomogeneity so that the errors and biases
will influence the results as little as possible

A E.g, adouble-blind placebecontrolled trial (BiologicX+MTX
vs.placebo+MTX



From explanatory to pragmatic trials

Pragmatictrials

A Aimat informingclinicaldecisionmaking performedin real
world setting

A Comparisoragainsta realistic alternativéreatment

A Comparativeeffectivenesgeffectivenesssafety andcostg
rather than efficacy in aclinicallyrelevantstudypopulation

A Allows for heterogeneity in all aspects
A Large enough yet simple in design

A e.g, strategytrials (BeStstudy), headto-head RCT¢BiologicX
vs.Biologicy)



From explanatory to pragmatic trials
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From explanatory to pragmatic trials

Whenthereis
equipoise
Replaceclinician
uncertaintywith
randomization
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From explanatory to pragmatic trials

The SWEFOT trial

van Vollenhoven et al, Lancet 2009 & 2(



