
Finally, we feel con® dent that the positive result of the
Maugeri Foundation Respiratory Failure item set (MRF-28)
questionnaire [3] assessment in the treated subjects, also
showed a positive impact of one of the most important end-
points of the long-term ventilatory strategy in these patients,
which is the health-related quality of life (HRQoL).Although, it
is still not clear whether survival can be positively in¯ uenced
by NPPV in addition to standard long-term oxygen therapy
(LTOT), the result obtained on speci® c HRQoL (together
with the positive, although not signi® cant, trend towards the
reduction in the follow-up admissions in the critical care area)
seems to justify the prescripton of NPPV, at least when a poor
condition of the patient (i.e. severe disability, frequent exa-
cerbations and hospitalisations, low effect and clinical control
by LTOT) can be proven.

Obviously, any conclusion should be made with caution at
present. However, although the prescription of noninvasive
positive pressure ventilation cannot be recommended as a
generalised option in the chronic obstructive pulmonary
disease patients, an effort should be made to look for the best
candidates on the basis of their history and the pathophysio-
logical background available.
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Survival in COPD patients after regular use of � uticasone propionate
and salmeterol

To the Editor:

I read with interest the paper by SORIANO et al. [1], in which
the authors stated that ¯ uticasone proprionate alone or in com-
bination with salmeterol is associated with increased survival
of chronic obstructive pulmonary disease (COPD) patients
managed in primary care.

First, according to their data, the authors should have con-
sidered replacing ¯ uticasone with inhaled steroids. More
importantly, they did not discuss potential limitations that
could have cast doubt on this statement.

Some of the data presented in table 1 of this paper pointed
towards potential important differences between the three
"active" groups and the reference group at baseline. Indeed,
baseline treatment in the three groups receiving ¯ uticasone
and/or salmeterol could be described as fairly typical for
moderate-to-severe COPD patients, with490% of the patients
receiving inhaled bronchodilators. In contrast, less than one-
half of the reference group used inhaled bronchodilators
at baseline, which is also clearly different from the reality
of drug use in COPD in the UK [2]. This is peculiar for a
group of COPD patients that show a high mortality. The
25% mortality at 2 yrs in this group parallels the prognosis
of COPD patients requiring long-term oxygen therapy [3, 4]
or with a forced expiratory volume in one second (FEV1)
of 530% predicted in the intermittent positive pressure
breathing trial [5].

Moreover, patients in the reference group were signi® cantly
older, had signi® cantly more comorbidities (the combination
of the two pointing towards potentially more severe com-
orbidities), and were less likely to have severe COPD as de® ned
by the authors (use of oxygen or nebulised therapy).

Finally, the cause of death was not reported.
These points lead to the following questions being raised. 1)

Could the method of inclusion in the UK General Practice
Research Database (GPRD) explain these differences? Neither

the description by the authors nor previous papers related to
the GPRD [6± 8] clarify whether inclusion in the database as a
COPD patient required contact with a general practitioner
(GP) for primary diagnosis of COPD or whether the mention
of COPD at a contact for another purpose (and therefore as a
secondary diagnosis) was suf® cient. Since COPD is prevalent,
particularly so in an old population such as the reference
group of SORIANO et al. [1] (mean age+SD 72+10 yrs) [9],
the detection of COPD as a secondary diagnosis when contact
is made with the GP should not be a rare occurrence.
Accordingly, the primary reason for the healthcare contact
leading to the inclusion in the GPRD could have been a
comorbid state with a worse prognosis. This could play a role
in the higher all-cause mortality observed in the reference
group. 2) The authors reported the sensitivity of a diagnosis
of COPD in the GPRD but did not report the speci® city,
which is equally important in the interpretation of their data.
As patients from the three active groups seem to be quite
typical COPD populations, could patients misdiagnosed as
COPD be overrepresented in the reference group? 3) Since
other studies based on the GPRD were related to the cause of
death recorded in the database [10, 11], could the authors
have clari® ed whether the cause of death was available in the
different groups?

E. Marchand
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Mont-Godinne, B-5530 Yvoir, Belgium.
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From the authors:

We thank E. Marchand for his interest and constructive
comments relating to our paper [1] and we will try to answer
his queries. Our ® ndings for inhaled corticosteroids are likely
to be a class effect. Our initial approach to the General Practice
Research Database (GPRD) was done in order to mimic a
planned controlled trial and therefore ¯ uticasone propionate
was chosen. Our sensitivity analysis did not reveal different
® ndings when all inhaled corticosteroids were included in the
analyses as illustrated in ® gure 4 of the paper. We understand
E. Marchand’ s concern about comparability between groups
but disagree with his conclusions. Table 1 showed baseline
characteristics, i.e. before the groups were de® ned according
to their prescriptions, within a 6-month period. This explains
why less than one-half of the reference group seemed to be
without inhaled bronchodilators; in the following 6-month
period, all of them received at least three prescriptions for short-
acting b-agonists, xanthines, anticholinergics or combined
bronchodilators. Similarly, in the group receiving salmeterol
in the 6-month period de® ning drug exposure, only 23.9%
received long-acting b-agonists at baseline; for inhaled
corticosteroids the ® gure was 67.3% at baseline. For this
reason, all four groups received "active" treatment during the
® rst 6 months and a well-sustained pattern of prescriptions
throughout 3 yrs. However, this terminology should be used
in clinical trials only, not in observational studies in phar-
macoepidemiology [2]. E. Marchand is right in pointing out
the difference in age but we have tried to adjust for these poten-
tial confounders using both multivariate survival analyses and
strati® cation on age. It is true that use of nebulised therapy

was less frequent in the reference group but oxygen therapy
did not, in fact, differ.

Thus, in response to E. Marchand’s speci® c questions, we
would make the following comments. 1) Based on the above,
we doubt that recording and misclassi® cation in the GPRD
explain our ® ndings. The exact circumstances at which a label
of chronic obstructive pulmonary disease (COPD) is entered
into the register cannot be seen from the register data but it is
fair to hypothesise that the ® rst labelling of COPD in a
primary care database could serve as a proxy for incidence of
clinical COPD. Since all patients were entered because of
prescriptions for COPD drugs, as recommended by the cur-
rent British Thoracic Society (BTS) and Global Initiative for
Chronic Obstructive Lung Disease (GOLD) guidelines [3, 4],
we believe we have overcome the potential bias suggested by
E. Marchand. 2) The speci® city of our de® nitions of moderate
and severe COPD were 75.0% and 81.4%, respectively [5].
3) We consider overall mortality a much more exact end-point
than cause-speci® c mortality, especially since studies on
causes and circumstances of death in COPD are generally
dif® cult to perform [6, 7]. We visually reviewed all informa-
tion on the 1,334 deaths observed in this cohort. Without any
validation study to lean on we can say that causes of death
were respiratory in 33.8%, cardiovascular in 24.4%, cancer in
16.1%, other in 8.5%, and unknown in 17.2%. There was no
difference in the pattern of causes of death in the four groups,
but it was beyond our protocol to expect that any respiratory
medication would reduce speci® c causes of death.
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