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Late-breaking clinical results 

from the INSPIRE study

revealed at the ERS Annual Congress in Stockholm

First head-to-head prospective study comparing 

two main treatments for COPD

The INSPIRE (Investigating New Standards for Prophylaxis in Reduction of Exacerbations) study is a multi-centre, multinational, randomised, double-blind controlled trial which enrolled over 1'300 patients with severe or very severe COPD. It is the first large prospective study to compare the impact of two different treatments approaches, using either salmeterol/fluticasone propionate (SFC) or tiotropium bromide, in COPD exacerbations (sudden worsening of symptoms) over two years. 

Its first results have been presented at the 17th ERS Congress. 

INSPIRE randomised 1'323 patients with a FEV1 (Forced Expiratory Volume in one second) less than 39% predicted, 658 on SFC and 668 on tiotropium. The patients were recruited from 179 centres in 20 European countries. 

The primary objective of INSPIRE was to compare the effects of both drugs on the rate, over two years, of moderate and/or severe exacerbations. Exacerbations are the key driver of the morbidity and mortality associated with COPD. 

As Professor Wisia Wedzicha (University College, London, UK) explained at the ERS Congress, "We wanted to see if there was a difference in the effects of two leading medicines used for the treatment of severe COPD, to help inform our medical decisions". 

To assess that, all patients entered an initial two-week treatment to optimize their condition. At the end of this period, the patients were randomly assigned to one of the treatment groups for 104 weeks. All patients were allowed short-acting inhaled beta-agonists for relief therapy, as well as standardized short courses of oral corticosteroids and/or antibiotics where indicated for the treatment of any COPD exacerbation.

The patients of both groups were then reviewed at weeks 2 and 8, and every 12 weeks thereafter, to record details of any COPD exacerbations or adverse events. 

Mortality risk reduced by 52%

The results, according to three communications presented in Stockholm by Wisia Wedzicha, Robert Stockley (University Hospital Birmingham, UK) and Peter Calverley (University of Liverpool, UK), are of particular interest. 

First, they show that the two treatments have a similar impact (1.28 for SFC and 1.32 for tiotropium) on the overall exacerbation rate defined as exacerbations requiring extra health care resource utilisation. 

However, there was apparently a difference in the nature of the exacerbations. "These results would suggest that the treatments do work in different ways", explained Wedzicha. "We believe the type of exacerbations that patients in the study experienced differed depending on the therapy they were given, which is why clinicians treated the exacerbations in different ways."

Moreover, in addition to the fact that SFC demonstrated a sustained improvement in quality of life over two years compared to tiotropium, the communication at the Congress shows that it proved superior in terms of relative mortality risk. "INSPIRE is the first study to show a statistically significant difference in the relative risk of dying from any cause, with a 52% risk reduction with SFC compared to tiotropium (p = 0.012)", affirmed the authors.

Important implications for the future

The team also  announced in Stockholm that the number of patients who failed to complete the study was smaller in the SFC group. "The differential withdrawal rate grew steadily from week 13. The probability of withdrawal was an estimated 29% higher with tiotropium," the authors explained. 

However, in terms of adverse effects, SFC proved slightly worse than tiotropium, they admitted. 66% of patients on SFC suffered a side-effect during the treatment, compared to 62% in the other group. The commonest adverse effect was an exacerbation of symptoms.

"These findings could have important implication for the choice of therapy we use to manage our patients with COPD", the researchers concluded in Stockholm. 
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