Don't prescribe tiotropium for smokers with an FEV;

above 60% predicted
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Dear Sir,

The manufacturer of tiotropium sponsored a study in Sweden — which was published
recently in this journal’ — in order to evaluate outcomes following treatment with tiotropium
in current and former smokers with mild airway obstruction (FEV1/FVC <0.70 and FEVq
above 60% predicted). More than a quarter of the study participants had normal spirometry
(FEV1 above 80% predicted),? whereas many experts believe that COPD should be
categorised as "mild" only in smokers with post-bronchodilator airway obstruction and a
mildly low FEV1 (60-80% predicted).? It is highly unlikely that any respiratory symptoms (such
as dyspnoea) reported by smokers with an FEV1 above 60% predicted are due to impairment
of lung function.*

Not surprisingly, since it is an ultra-long-acting bronchodilator, those taking tiotropium
in the Swedish study had higher mean FEV1 values throughout the study when compared
to those taking a placebo inhaler.! However, the magnitude of the difference in mean trough
FEV1 for those randomised to take tiotropium every morning was not clinically important
(about 0.11 litres or 5%) and was similar to the small mean FEV1 increases seen 15 minutes
after inhalation of salbutamol (0.11 litres for men and 0.06 litres in women) in a large
population-based sample of adults from Finland, Estonia, and Sweden.® An FEVq
improvement of more than 12% and 0.20 litres is necessary in order to be considered
“significant" when evaluating bronchodilator responsiveness,® but FEV1 changes more than
20% are necessary to be considered clinically meaningful (i.e. associated with a change in
dyspnoea).

Given the very small mean improvement in lung function, it is not surprising that those
taking tiotropium for 12 weeks were no more likely to report improvement in shortness of
breath or quality of life when compared to those taking a placebo inhaler." Evidently, the
dyspnoea reported by 82% of the participants (MRC grade 2 or higher) was not due to lung
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