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extreme heterogeneity and often includes patients with coexisting pathologies, one obvious example being asthma and
emphysema. The assumption that it defines anything resembling a cohesive entity in terms of aetiology or pathogenesis is
anti-intellectual, and the obvious bias in studies of this nature
is just one example. The demonstration that inhaled
corticosteroids are effective in "COPD" defined in this way
tells us nothing about their efficacy (or more likely lack of it)
in smoking-related airflow limitation. "COPD" should be the
acronym for "Cop-out On Proper Diagnosis". Not only does
it confound the proper assessment of common disease
processes, it prevents the effective evaluation of rarer ones,
and probably the recognition of new and important entities;
no wonder a-1 antitrypsin-deficient emphysema was discovered by a biochemist, not a clinician.

P. Barber

age or over; 2) three or more prescriptions on at least two
different dates for a bronchodilator within a 1-yr period; and
3) no other prescriptions for bronchodilators or other asthma
drugs during the 5-yr period prior to the three defining
prescriptions [1, 2]. With these criteria, we were confident that
the proportion of asthma patients would be kept to a
negligible level.
In our previous research on asthma, we effectively used
similar criteria to study asthma, with the difference that age at
cohort entry (diagnosis) was restricted to between 5 and 44 yrs,
thus reducing the possibility of including COPD patients [3–5].
While observational databases studies are challenging, they
are indispensable to complement other types of studies into
the effects of drugs. As P. Barber notes, scientific rigor must
be introduced in their design and analysis, which can be best
achieved by intense collaborations between clinicians and
methodologists. We have and will continue to work in this
direction.
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Protective effect on AMP airway responsiveness after a single dose of
fluticasone
To the Editor:
We read with great interest the article by LUIJK et al. [1]
describing the time-course of substantial protective effects
after a single dose of inhaled fluticasone propionate (FP) on
adenosine-59-monophosphate (AMP)-induced bronchoconstriction in asthma. No change was observed in terms of
exhaled nitric oxide (eNO) levels.
These findings would further support the current opinion
that airway responsiveness to AMP is more sensitive than
eNO, together with other noninvasive markers of airway
inflammation, in assessing the response to anti-inflammatory
treatments [2, 3]. To this end, it must be emphasised that
inhaled glucocorticosteroids (GCS) have been shown to

increase the provocative concentration causing a 20% fall in
forced expiratory volume in one second (PC20) threshold of
AMP in a dose-dependent manner, whereas the dose response
for eNO, together with many other inflammatory markers,
and measures of lung function have all been shown to exhibit
a plateau effect at lower doses [4]. Thus, the changes observed
with eNO are not truly dose dependent, whereas the degree of
anti-inflammatory effects of AMP challenge are directly
proportional to the dose of inhaled GCS. The idea that
AMP bronchial provocation seems to offer substantial
advantages over eNO has been recently supported by the
work of PRIETO et al. [5], in which airway responsiveness to
inhaled AMP is a useful predictor for safe dose reduction of
inhaled GCS in patients with asthma.

