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Problems in the reporting of acne clinical trials: a
spot check from the 2009 Annual Evidence Update

on Acne Vulgaris

John R Ingram?!, Douglas JC Grindlay? and Hywel C Williams*<

m Nearly half of the 25
RCT's examined had
problems of trial reporting




One trial = One paper



Duplicate publication

Original trials which were not duplicated (A)

Original trials subsequently duplicated (B)
Duplicates of B (C)
Combined B+C

All original trials combined: A+B
All original trials +
all duplicates combined: A+B+C

10 14

Number needed to trea
95% confidence interval

Tramer MR et al. Impact of covert duplicate publication on meta-
analysis. BM] 1997;315:635.



‘Salam?’ publication

® 3 arm parallel group study — 2 arms compared with 37 arm and
published separately; neither referenced the other



Two independent trials reported as one

85 patients

P = 0.09 Meta-analysis v/

‘Non-significant’ result

177 patients

P <0.05

‘Statistically significant’ result

92 patients

P = 0.07 , .
Single original report X

‘Non-significant’ result

Hypothetical example. See also Katz KA et al. Reporting clinical trials: why one plus
one does not equal two. ] Am Acad Dermatol 2009; 61: 1082-3.



Were they really double-blind?

ACne cream
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Superiority vs non-inferiority trial

Analysis of superiority trial

7o confidence interva

P—0.002 | | | Superiority shown

more strongly

P=0.05 ——+— Superiority shown

Superiority not shown

0 New agent
better

Treatment difference

The European Agency for the Evaluation of Medicinal Products Committee for Proprietary
Medicinal Products (2000). Points to consider on switching between superiority and non-inferiority.



Non-inferiority trial: failure to
pre-specify non-inferiority margin

Non-inferiority shown

Non-inferiority not
shown

0 New agent
better

Treatment difference

The European Agency for the Evaluation of Medicinal Products Committee for Proprietary

Medicinal Products (2000). Points to consider on switching between superiority and non-inferiority.



Lack of power to show equivalence

Equivalence shown

Equivalence not shown

' +A

0 New agent
better

Treatment difference

Non-significant result in (underpowered) superiority trial
of 2 active comparators # equivalence

The European Agency for the Evaluation of Medicinal Products Committee for Proprietary
Medicinal Products (2000). Points to consider on switching between superiority and non-inferiority.



Intention to treat analysis

ICDNSDRT 2010 Flow Diagram

Enrollment ] . d for eligibility
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Selective outcome reporting

Outcomes Outcomes in body Outcomes in

measured of manuscript abstract

Quality of life % reduction in total acne | % reduction in total acne
P=03 lesions, P< 0.01 lesions, P< 0.01

Patient global assessment
P =0.2

% reduction in
comedones, P < 0.05

% reduction in
comedones, P < 0.05

Physician global
assessment, P = 0.07

Physician global
assessment, P = 0.07

% reduction in
comedones, P < 0.05

% reduction in total acne
lesions, P< 0.01




Clinically insignificant results

P = 0.001

Acne lesion count

reduced by 11%




Rate ratio vs odds ratio

m Trial of new acne treatment (Rx)
= 50% improve in active group, odds 1:1
= 10% improve on placebo, odds 1:9

» Intuitively response 5x more likely for active Rx

m Rate ratio = 0.5/0.1 = 5
m Odds ratio=1/ (1/9) =9

Adapted from Simon SD. Understanding the odds ratio and the relative risk. ] Androl 2001; 22: 533-6.



Odds ratio is an overestimate when
event rates are frequent
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Adapted from Katz KA. The (relative) risks of using odds ratios. Arch Dermatol 20006; 142: 761-4.



Possible solutions

ClinicalTrials.gov )

Aservice of the L.5. National Institutes of Health

ClinicalTrials.gov is a registry and results e of federally and privately supported clinical Resources:

frials conducted inthe United States and around the world. ClinicalTrials.gov gives you

information about a tral's purpose, who may participate, locations, and phone numbers for —
more details. This informafion should be used in conjunction with advice from health care What's New

professionals. Read more...
Glossary

B Search for Clinical Trials

Study Topi

SectionTopic No | Checklist item
Title and abstract

Introduction
of rationale

Methods
Trial design Ja | Des 5l rallel, factorial) including allocation ratio
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