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Why trials are vital

e Best chance of comparing like with like
* Closest we can get to pure experiment

* In a well designed and honestly reported trial
any observed differences between arms are
most likely to be due to the differences
between intervention and control

Public conference on clinical drug trials — Geneva 30 September 2016



A hypothetical randomised controlled trial - structure
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Key elements of trial design and reporting

 Objective

e Recruitment

e Random allocation

* Choice of comparator(s)
e Blinding

* Follow up
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Key elements of trial design and reporting

* Qutcome definition

* Measurement

* Analysis

e Summary

e Documentation and Reporting
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Causes of distortion

Poorly worded objective («to confirm..») or shaky
rationale

Recruitment of selected population
Failed random allocation

Entry criteria in the analysis population linked
with effects of intervention — selection

If you are worried about harms choose an active
comparator

If you are worried about effectiveness choose a
weak comparator
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Causes of distortion

Make interventions identifiably different
(blinding failure)

Change outcome definitions or ways to
measure

Loss of participants at follow up (attrition)
Restriction of analysis

Use of Individual Participant Data (IPD)
divorced from methods
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Causes of distortion

e NEVER lie, but be economical with the truth
when needed.

 Control data flow
 Hide a tree? Try a forest
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Examples of distortion - Placebo

International Journal of Antimicrobial Agents 35 (2010) 461-467

Contents lists available at ScienceDirect

Antimicrobial
A

International Journal of Antimicrobial Agents sits

journal homepage: hitp://www.elsevier.com/locate/ijantimicag

Safety and pharmacokinetics of oseltamivir at standard and high dosages

R. Dutkowski?, J.R. Smith?*, B.E. Davies?

2 Hoffmann-La Roche Inc., Nutley, NJ, USA
b F. Hoffmann-La Roche Ltd., PBMT Bldg 74/30 104, CH-4070 Basel, Switzerland

2. Methods

Dutkowski 2.1. Study design
et al 2010

This was an international, randomis ulticentre, double-
blind, parallel-group comparison with placebo or oral dosages of
oseltamivir phosphate of 75, 225 or 450 mg b.i.d. (every 12 h) for
> days. These dosages were chosen to maximise the likelihood of
detection of electrocardiographic changes as well as other adverse
effects and were based on the previously observed tolerance of
dosages as high as 500 mg b.i.d. in studies in healthy adults [2].
The highest dosage for which blinding could be maintained with
available formulations was 450 mg. The study took place between
22 August and 25 September 2000.




Examples Of diStOrtion - CERTIFICATE OF ANALYSIS (courtesy of Peter Doshi)
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A total of 400 subjects were required to complete the study and were randomized to one
of four groups described below:

Treatment A:  oseltamivir 75 mg b.i.d. for five days
haus
Treatment B:  oseltamivir 225 mg b.i.d. for five days [aue

Treatment C:  oseltamivir 450 mg b.i.d. for five days

Treatment D:  matching placebo b.i.d. for five days s

A total of 100 subjects was to be allocated to each treatment group.

=010 %

TAMIFLU (Oseltamivir phosphate) |
Capsules 75 mg (Oselamivir) ;La::.l:;;;vwf;les

Ro 64-0796/V14

ED

" TR e - v naim s ssisesn

Capsule size

Colour of the capsules
8ody
Cap

No. 2 Capsule size

Colour of the capsules
- grey, opaque Body
light yellow, opaque Cap

No. 2

grey, opaque
ivory, opaque




Example — distorted attrition rates

(Source FDA under FOIA 2012-2016)
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Trust no one?

Restoring invisible and abandoned trials (RIAT) declaration (from Doshi et al 2013)

Although by definition no journal publication exists for “unpublished trials,” clinical study reports for industry funded
trials often do exist for these unpublished trials, but they have been traditionally treated as secret
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