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To the Editor 

we read with interest the article by Young et al
1
, reporting a secondary analysis of the results from 

the Insulin Resistance Intervention after Stroke(IRIS)  trial, reporting the effects of pioglitazone on 

cardiac outcomes after Ischemic Stroke or TIA  in nondiabetic insulin resistant patients with prior 

acute cerebrovascular disease.  

Notably, the  IRIS is the first trial showing that a drug reduced the risk of diabetes
2
 while 

simultaneously decreasing cardiovascular disease. As insulin resistance is not a disease entity but a 

condition predisposing to other diseases and pioglitazone does have unwanted effects, an important 

challenge will be to identify which insulin resistant nondiabetic patients would benefit most from 

this drug, in order to limit pioglitazone exposure to the subgroup at higher cardio-metabolic risk.  

In the IRIS trial, the benefit of pioglitazone was more remarkable in patients with more pronounced 

metabolic derangement, like those with metabolic syndrome2.  We recently observed similar, 

prominent benefits of pioglitazone on liver disease in nondiabetic patients with nonalcholic 

steatohepatitis (NASH), in whom this drug reversed steatohepatitis and, unique among all drugs  

evaluated in NASH to date, also  advanced hepatic fibrosis
3
. NASH is the most common chronic 

liver disease in the world,  is the hepatic manifestation of metabolic syndrome and may predispose 

to both diabetes and cardiovascular disease via different pathogenic mechanisms
4
. Hence, it would 

be important to assess if the presence of NASH (as assessed by liver enzyme elevation and/or 

abdomen ultrasound) identified those patients who had most benefit from pioglitazone with respect 

to their cardio-metabolic risk in the IRIS trial, similar to what has been observed with statins in the 

Greek Atorvastatin and Coronary Heart Disease Evaluation(GREACE) Study
5
. 
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