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Take home message




Randomisation to protect against selection bias in healthcare
trials (Review)

Odgaard-Jensen ], Vist GE, Timmer A, Kunz R, Akl EA, Schiinemann H, Briel M, Nordmann
AJ, Pregno S, Oxman AD
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How about randomization,
concealment, and blinding in Animal
Studies?




Why might we need randomization
and allocation concealment in animal
studies, especially since animal model

have been imred for generations?



Lazic and Essioux BMC Neuroscience 2013, 14:37 .
http://www.biomedcentral.com/1471-2202/14/37 m C

Neuroscience

RESEARCH ARTICLE Open Access

Improving basic and translational science by
accounting for litter-to-litter variation in
animal models

Stanley E Lazic'" and Laurent Essioux?

Conclusions Litter effects are common,large, and ignoring
them can make application of findings difficult and can
contribute to the low rate of translating preclinicalin vivo
studiesinto successfutherapies Only a minority of studies
reported using rigorous experimental methods, which is
consistentwith much of the preclinicalin vivoliterature




Why might we need blind outcome
assessment in animal studies?












THE EFFECT OF EXPERIMENTER BIAS ON THE PERFORMANCE
OF THE ALBINO RAT

by Robert Rosenthal and Kermit L. Fode

Harvard UUniversity and University of North Daketal

(1963)

TABLE 2
Meanw Tive 18 MivoTes Reguiren To Make
CorpECT RESPONSES

P
{one-
Asst Bright Dhull t tailed)
545 3.13 3.99 NS
1.63 2.75 4.76 NS
2.04 2.5 3.20 NS
0.74 2049 218 NS
0.68 1.75 3.20 Mo
2.11 2.35 347 3.50 02




Overview of systematic reviews was IS
a good place to start

A Gives an overview of the field.

A Crossleet al. recentlyconducted an overview of
systematiaeviews for stroke studies. They foun
that failure to conceal allocation (but not failure
to randomize or blind) exaggerated apparent
treatment benefits in animadtudies.

A Despite this,evidencebased principles have not
yet been widely adopted in animedsearch.



EDITORIAL Pract Neurol 2010; 10: 312-314

Animal models of neurological
disease: are there any babies
iIn the bathwater?

Malcolm Macleod,' H Bart van der Worp?



Differences between theCrossleyet
al. overview of reviews and ours

A Differencedetween thereviews

I different method (to measure effect sizes) that
maps on to what clinical overviews of reviews do.

| all clinical conditions rather than simply stroke
A Benefits of our review

I Independent replication
I Confirmed need to reduce bias in animal studies.



The Need for Randomization in Animal Trials: An
Overview of Systematic Reviews

Jennifer A. Hirst'*®, Jeremy Howick'*®, Jeffrey K. Aronson’, Nia Roberts?, Rafael Perera’,
Constantinos Koshiaris, Carl HEHEQhEn1

We included reviews comparing

A randomizedversus norandomized

A concealedrersus unconcealdreatment
allocation;

A blindedversusunblindedoutcome assessment.
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The battle to introduce
randomization, concealment,
blinding, and systematic reviews has
been successful (as Nathalie proved)
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