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Does Pharmacotherapy reduce Rate of Decline of Lung Function in COPD?

We read with great interest the results of the tertiary analysis of the TORCH-study",
suggesting that pharmacotherapy has an effect on the progression of the disease in COPD.
This is an important observation of great potential interest to our patients. Given this
relevance, we would like to encourage the authors to provide more detailed information in

two areas.

The first area is the effect size. There are four previous landmark studies on the effects
of inhaled steroids on rate of lung function decline®®. None of these studies showed a
statistically significant reduction in rate of decline. Admittedly, none of them was sufficiently
powered. The number of patients involved ranged from 145 to 643 per group, which falls
short by a factor of two at least. However, the effect size was considerably smaller than
observed in the present analysis, ranging from -4 to 12 mL/year. Hence, it would be
interesting if the authors would present their views on why in the current study the effect size

seems disproportionately larger.

The second area concerns statistics. From the numbers given at the bottom of Fig.2 of
the present publication' and the comparison to Fig. panel E of the original publication®, it
appears that the patients who only had an FEV1 measurement at baseline and dropped out of
the study before 6 months of follow-up, were not included in the analysis. This appears to
make sense intuitively, because the decline of interest was between 6 and 36 months.
However, in likelihood-based analysis, such as a linear mixed effect model, these patients
should have been included in view of the method’s validity under conditions of data missing
at random’. They thus may influence the decline between 6 and 36 months. In addition, the
number of patients excluded from the analysis is considerable, ranging from 9.2% in the
combination treatment group to 17.3% in the placebo group. Because as observed in several
trials before the drop-out was not completely at random, this exclusion might have influenced
the active treatments and the placebo groups differentially. Hence, it would really be
interesting to provide an analysis with these patients added to the regression analysis. Along
the same lines, since only adjusted rates of decline were reported in the text and tables, it
would also be relevant to explain how rates of decline were adjusted and whether the

observed effect was also present with unadjusted rates of decline.



Marc Decramer’ and Geert Molenberghs®
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Institute for Biostatistics, Universities of Hasselt and Leuven, Belgium.
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