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Which is the best puffer for initial therapy in COPD? 
 
 
Clinical Question: Which puffer has the greatest 
impact on clinical outcomes as the first-line long-
acting inhaled treatment for COPD?   
         
 
 

 
Evidence:   
Long-Acting Beta-Agonist (LABA) versus Tiotropium (Spiriva®): 2 publications: 

• POET1, one year trial, 7384 patients, comparing tiotropium 18ug QD versus 
salmeterol 50ug BID. 

o Tiotropium (over LABA) had statistically significant improvements in 
 Exacerbation rates 0.89 (0.83-0.96). 
 Patients with ≥1 exacerbations: 34% versus 39%, Number Needed to 

Treat (NNT) 19. 
o No difference in mortality or quality of life.   

• Two 6-month trials combined,2 1207 patients, comparing tiotropium, salmeterol and 
placebo.   

o No statistical difference between tiotropium and salmeterol or salmeterol and 
placebo. 

o Tiotropium was statistically significantly better than placebo,  
 Clinically important improved quality of life NNT 11. 
 Reduced hospitalization NNT 10. 

o Tiotropium produced more mouth dryness than salmeterol (8.2% vs 1.7%) 
LABA & steroid versus Tiotropium:  

• INSPIRE3, 2-year trial, 1323 patients, comparing salmeterol/fluticasone 50/500ug 
BID versus tiotropium 18ug QD. 

o No statistical difference in exacerbations and no clinical difference in quality of 
life.3 

o While there were differences in some secondary outcomes, drop-out was high 
(39%) and no outcome data was collected on drop-outs. 

 Cochrane review felt the results were unreliable.4 
LABA versus Steroid:  

• Cochrane review (7 studies, 5997 patients).5 
o No difference in exacerbation and no clinical difference in quality of life. 

http://r20.rs6.net/tn.jsp?llr=j5jhyecab&et=1106581339886&s=0&e=0018HsPjNJAVitI8Ray9i14VUEPh8QgRLpopT1hs0e5ZuwGPqGnH9-N6tL_UP5LTij9cP43lHBva_IRi6MMeFppG6SamR3ro1dGo2mwyQcV95k=


o Steroids caused more pneumonia and approached statistically significant 
increased mortality (Odds Ratio 1.17; 95% CI 0.97 to 1.42). 

   
Context:   

• Trials 1-3 were industry funded.1-3   
• Inhaled steroids appear to have increased risk of pneumonia, Number Needed to 

Harm (NNH) 13-476-9 and fractures NNH 83 over 3 years10   
• Recent guideline11 recommends LABA or tiotropium as initial therapy.  

o Unfortunately, POET was too recent for inclusion.  
 

 
Bottom-line:  The available evidence indicates that tiotropium is likely the best 
initial long-acting therapy for COPD, followed by a LABA (like salmeterol).   
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