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The original publication

Dormandy et al. Lancet October 8 2005;366:1279

Secondary prevention of macrovascular events in patients
with type 2 diabetes in the PROactive Study (PROspective
pioglitAzone Clinical Trial In macroVascular Events):
arandomised controlled trial

rhonna, Dimeid) A Ecldand Erland Erdmiann, Massimo Massi-Benedetti, lan K Mowles, Allon M S:eng MengH Tan,

Interpretation
Pioglitazone reduces the composite of all-cause

In patients with type 2 diabetes who have high risk
of macrovascular events
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The original publication
Dormandy et al. Lancet October 8 2005;366:1279

Already known

Pl Stroke — one of the most influenced endpoints

First ewvents Total events

Pioglitazone Placebo L (95% Cl) Pioglitazone  Placebo
(n=2 605 fn=2633)

Variable Pioglitazone HR (95% CiI)
Stroke 0.81 (0.67-1.07)

Coronary revascularisation

Leqg revascularisation
Total
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The present finding

Why perform this analysis
What does it mean
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Time to fatal or non-fatal stroke

Written in Lancet October 2005 on reasons for benefit
....ploglitazone improved the metabolic profile....

Present data

Previous stroke
Yes No

Blood pressure (mm HQ) -4.4 -3.9
HbALcC (A%) -0.9 -0.9
y HDL-cholesterol (A%) +21 +19

\ Triglycerides (A%) -11 -12

Time from Randomisation (months)
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Time to fatal or non-fatal stroke

Statistical considerations
The value of a post-hoc subgroup, split endpoint
analysis

- Conflicting results
no stroke +6% CI|7??
previous stroke -47% (0.34-0.85) —m—

0.5 111
Benefit Harm

Crude test for interaction reveals
a significance value <0.05
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My concern

The present outcome difficult to understand

v" No reasonable biological explanation
v" An obvious risk for confounding factors




Clinical Trial Update :
World Congress Cardlolagy Septembgg 3 2006 Barce{ona

- *
Astra‘logy an_d clinical trigJs
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Subgroup analysis in clinical trials
fun to look at but don’t believe them

"One of the perhaps most important results in ISIS I....

when patients were divided in 12 astrological
subgroups ASA had adverse effects in those born in the
sign of Gemini and Libra.”

Sleight P. Curr Control Trials Cardiovasc Med 2000; 1:25
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In my opinion
Time to death, non-fatal Ml and stroke

5
—— Fiogltarone (301 events)
—— Maceho (358 events)

The best estimate of treatment effects for any

subgroup is the estimate of the hazard ratio
for the overall trlal
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pe= 0027

Remaln pleased with It —
-t IS encouraging enough!!

Placebo

Dormandy et al. Lancet October 8 2005;366:1279



