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

InterpretationInterpretation
Pioglitazone Pioglitazone reducesreduces the the compositecomposite of of allall--causecause

mortalitymortality, , nonnon--fatalfatal myocardialmyocardial infarction and stroke infarction and stroke 
in patients with in patients with typetype 2 diabetes who 2 diabetes who havehave high risk high risk 

of macrovascular eventsof macrovascular events
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The original publication
Dormandy et al. Lancet October 8 2005;366:1279

Variable        Pioglitazone      Placebo             HR (95% CVariable        Pioglitazone      Placebo             HR (95% CI)I)
Stroke                86                   107               0.Stroke                86                   107               0.81 (0.6781 (0.67--1.07) 1.07) 

Already known
Stroke – one of the most influenced endpoints
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The present finding

In patients with type 2 diabetes

Pioglitazone significantly REDUCED the risk for a    
RECURRENT fatal/non-fatal STROKE by 47%

Pioglitazone had NO EFFECT ON reducing the risk 
of FIRST STROKE

??
Why perform this analysis

What does it mean
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Written in Lancet October 2005 on reasons for benefit
….pioglitazone improved the metabolic profile….

Present data

Variable                                            Previous stroke  
Yes      No

Blood pressure (mm Hg) -4.4 -3.9
HbA1c (∆%) -0.9 -0.9
HDL-cholesterol (∆%) +21 +19 
Triglycerides (∆%) -11 -12
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Statistical considerations
The value of a post-hoc subgroup, split endpoint

analysis

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

HarmBenefit
10.5 1.1

Crude test for interaction reveals
a significance value <0.05

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

The present outcome difficult to understand
No reasonable biological explanation
An obvious risk for confounding factors



Astrology and clinical trials

(ISIS 2 Lancet 1988, II:349)

Sleight P.  Curr Control Trials Cardiovasc Med 2000; 1:25

Subgroup analysis in clinical trials
fun to look at but don´t believe them

”One of the perhaps most important results in ISIS II….

…..when patients were divided in 12 astrological
subgroups ASA had adverse effects in those born in the 

sign of Gemini and Libra.”
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In my opinion

HR 0.84 (95% CI 0.72-0.98)

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

Time to death, non-fatal MI and stroke

Pioglitazone
Placebo

The best estimate of treatment effects for any
subgroup is the estimate of the hazard ratio 

for the overall trial 

Remain pleased with it –
it is encouraging enough!!
Remain pleased with it –

it is encouraging enough!!


