
Etanercept in chronic severe
asthma
We read with interest the recent open labeled
investigation with etanercept as add-on
therapy in 15 patients with chronic severe
asthma by Howarth and colleagues.1 In these
patients treatment with etanercept (25 mg
administered subcutaneously twice a week
for a period of 12 weeks) was associated with
a substantial improvement in asthma symp-
toms, lung function, and bronchial hyper-
responsiveness (BHR). The clinical
improvement was measured by means of
the Juniper asthma control questionnaire
(ACQ) score; during treatment with etaner-
cept the ACQ score fell considerably from a
mean (range) of 26 (9–32) to 11 (4–27).

The most common adverse effects during
treatment were respiratory tract infections
(58.8%) and asthma exacerbations (52.9%).
Ten of the 15 patients presented with
respiratory tract infections associated with
worsening of asthma control. The majority of
asthma exacerbations are caused by acute
respiratory viral infections, of which rhino-
viruses are by far the most frequent,2 3 but
other respiratory pathogens are also impor-
tant.4 5 Immunosuppression induced by the
inhibition of TNFa is likely to be the cause of
the observed high incidence of respiratory
infections in these patients; in man, anti-
TNFa treatments have been implicated in
increased susceptibility to pneumococcal
infection.6

Symptoms due to asthma exacerbations in
patients with respiratory infections are likely
to severely compromise the quality of life of
patients with severe chronic asthma. It was
therefore surprising to see that the improve-
ment in the ACQ score after etanercept
occurred despite the reported high frequency
in respiratory tract infections and asthma
exacerbations. Perhaps the substantial
improvement in asthma symptoms observed
in these patients was merely due to increas-
ing the dose of rescue medications used to
manage worsening in asthma control. This
may explain why etanercept failed to attenu-
ate pulmonary eosinophilia and to reduce
BHR to methacholine in a recent randomised,
double blind, placebo controlled trial of
patients with a mild form of the disease in

whom asthmatic exacerbations were never
reported.7 It is therefore important to take
into account the overall increase in rescue
medications used to control asthma exacer-
bations as a secondary measure along with
the ACQ score.
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Authors’ reply
We thank Drs Oliveri and Polosa for expres-
sing interest in our paper. As they point out,
in our open study, respiratory tract infections
were common even during the active treat-
ment with etanercept, but since our study
was not placebo controlled, it is not possible
to say whether or not the frequency or
severity of these events were worse or better
in response to treatment.1 While there is good
evidence that anti-TNF strategies increase the
risk of infection in other chronic diseases
such as rheumatoid arthritis,2 in most studies
the soluble receptor fusion protein etanercept
results in fewer events than blocking mono-
clonal antibodies.3 Moreover, these infections
appear to be restricted to opportunistic
bacteria or fungi where TNF presumably
plays a role in innate defence.4 A recently
reported small crossover placebo controlled
study of etanercept in patients with refractory
asthma by Berry et al5 revealed a similar
number and severity of virus infections in
both active and placebo arms. However, they
did record the identification of Haemophilus
influenzae in the sputum from a single patient
during the active phase of the trial, but were
unable to comment on its significance.

We believe it is unlikely that the marked
beneficial effect of etanercept on the asthma
control questionnaire (ACQ) and on both
symptoms and asthma related quality of life
in our study and that of Berry et al5 was due
to increasing the dose of rescue medication

because, in this steroid refractory group, a 2.5
and 3.5 doubling dilutions reduction in
methacholine BHR occurred, as well as
improvements in baseline lung function. In
addition, in our study all the patients who
were taking regular nebulised salbutamol
were able to stop this medication. In the
study of etanercept on allergen mediated
inflammation in mild asthma by Rouhani et
al,6 the negative response of treatment might
relate to the fact that only four doses of
etanercept were given over 2 weeks, which
may be insufficient to reveal efficacy since, in
our study1 and that of Berry et al,5 at least
4 weeks of treatment was required before
efficacy was apparent.

What is now needed are large randomised
controlled trials in which careful account is
taken of side effects, which must include
infections as well as careful recording of
rescue medication as suggested by Drs Oliveri
and Polosa. Readers should also be aware of
the recently published British Thoracic
Society (BTS) recommendations for assessing
risk and managing tuberculosis in patients
due to start anti-TNF therapy.7 Based on
current knowledge, TNF appears to contri-
bute actively to the pathophysiology of virus
induced lung disease8–10 and, therefore, para-
doxically, anti-TNF therapy may prove to be
beneficial rather than damaging.7–9
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LETTERS TO THE EDITOR

If you have a burning desire to respond to
a paper published in Thorax, why not make
use of our ‘‘rapid response’’ option?

Log on to our website (www.thoraxjnl.
com), find the paper that interests you, and
send your response via email by clicking on
the ‘‘eLetters’’ option in the box at the top
right hand corner.

Providing it isn’t libellous or obscene, it
will be posted within seven days. You can
retrieve it by clicking on ‘‘read eletters’’ on
our homepage.

The editors will decide as before whether
to also publish it in a future paper issue.
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