
pathway for people with lung cancer in
the UK in order to maximise the number
of people who can receive the currently
available effective treatments, including
potentially curative treatment with
surgery or radical radiotherapy. This in
turn should then mean that the survival
of people with lung cancer in the UK
increases to match the best in Europe.
This would represent a significant step
forward for people with lung cancer in the
UK.
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Asthma: improved understanding
and insights into the challenges
of achieving asthma control
G Ian Town,1 J Mark Fitzgerald2

Asthma articles were among the most
frequently cited and downloaded items
from the Thorax website. The BTS-Sign
Asthma Guidelines topped the list, indi-
cating the important role Thorax has
played in supporting the respiratory
community and the British Thoracic
Society in particular.

One of the more important articles
covering asthma epidemiology summar-

ised the findings of Phase III of the Inter-
national Study of Asthma and Allergies in
Children (ISAAC).1 This study, under-
taken in some 106 centres in 56 countries,
compared the prevalence of asthma
symptoms 5e10 years after the original
surveys. In 6- to 7-year olds, asthma
prevalence (wheeze in the last 12 months)
was 11.6% and in the 13- to 14-year-old
children 13.7%. Comparing trends over
time, prevalence had fallen in many
western countries but had increased in
some other countries including Eastern
Europe and parts of Asia. These important
ecological data triggered much discussion
about the likely causes of the observed
trends but failed to generate a unifying

hypothesis that could be tested. Thorax
also carried a number of other papers
generated by the ISAAC study, among the
more interesting of which examined the
effect of diet on asthma and allergic
sensitisation.2 This report, based on
ISAAC Phase II data, examining >50 000
children demonstrated that fruit intake
was associated with a lower prevalence of
current wheeze and conferred a lifetime
protective effect, as did consumption of
vegetables and fish. We have high expec-
tations that the enormous epidemiological
database held by the ISAAC researchers
will continue to shed light on risk factors
and inform protective strategies.
Asthma genetics was a very hot topic,

and interest peaked over the ADAM33
story. A frenzy of interest ensued and this
was touted as a major breakthrough in our
understanding. With the benefit of hind-
sight, the real impact was modest.
Breaking initially in Nature in 2002,3 the
gene encoding ADisintegrin and Metal-
loprotease 33, on chromosome 20p13, was
identified by positional cloning. Thorax
carried an editorial on the topic the
following year,4 which noted that this
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gene confers susceptibility to asthma and
bronchial hyper-responsiveness possibly
through a role in airway remodelling. A
meta-analysis published in 2005 by Blakey
et al5 reviewed studies undertaken in
Icelandic and UK populations and
demonstrated that the F+1 and ST+7
variants were significantly associated with
asthma and might potentially account for
50 000 excess asthma cases in the UK.
Commenting further, an editorial by
Holgate and Holloway6 noted that the
mode of influence was probably ‘complex
involving geneegene or geneeenviron-
ment interactions’ and speculated that
one mechanism might be via impairment
of lung function in early life, thereby
increasing the risk of asthma developing
later. They boldly asserted that the new
era of translational science will further
elucidate the mystery! We are left with
the fact that asthma seems to run in
families.

Throughout the 1990s there was a very
strong emphasis on the role of the eosin-
ophil in the pathogenesis of asthma.
Informed by many lavage, biopsy and,
later, induced sputum studies, the eosin-
ophil loomed large in Thorax papers.
Relationships between exhaled nitric
oxide and eosinophil count were also
explored. However, in thinking about
what has come to be termed ‘difficult
asthma’, questions about the model
emerged and thoughts turned to the role
of the neutrophil as an effector cell in
more serious steroid-resistant cases. In an
editorial in 2005, Kamath and colleagues
put the case that in non-atopic and severe
asthma phenotypes the neutrophil is the
more important cell.7 Evidence cited
included the role of the neutrophil in
nocturnal asthma, smokers, occupational
asthma and some asthma exacerbations.
Related to this topic came a study
published by Berry et al reporting sputum
and biopsy data from patients with what
they termed non-eosinophilic asthma.8 In
a group of 11 subjects they found an
absence of eosinophils and normal sube-
pithelial layer thickness. There was little
improvement in PC20 methacholine or
asthma quality of life following 8 weeks
of inhaled corticosteroids (ICS). To add
weight to the story, Nadif et al reported
significant heterogeneity of asthma
according to blood inflammatory
patterns.9 They reported data on 381
subjects with asthma from France and
noted that just over half had a ‘low
eosinophil’ pattern (<250 eosinophils/
mm3) and among those were a group
termed ‘neutrophil high’ which was asso-

ciated with a reduced frequency of atopy
as judged by skin prick test. More recently
Cowan et al reported the effects of steroid
treatment in inflammatory cell subtypes
in asthma.10 They examined subjects
during steroid withdrawal over 28 days
and found that loss of control was asso-
ciated with an eosinophilic pattern in
two-thirds of subjects. When ICS were re-
introduced, a small number of subjects
(n¼5) developed the neutrophilic pattern,
raising the question (not for the first time)
that steroids may lead to neutrophil
attraction through, for example, increases
in interleukin 8 (IL-8). In drawing
conclusions from this work and
similar, Boulet opines that previous
assumptions about the role of the
neutrophil in subjects taking ICS need to
be re-examined.11

In parallel with these papers focusing
on the epidemiology and pathogenesis of
asthma, a number of studies were
published which showed significant care
gaps in the management of asthma. This
was particularly striking in the study by
Blais and Beauchesne which showed that
even in patients discharged from the
Emergency Department, after an acute
asthma attack, there was poor adherence
to the use of ICS in the subsequent
6 months.12 Among adult asthma patients
with chronic asthma similar poor adher-
ence to treatment was shown. On a more
positive note, Gibson and Howell showed
that a structured written action plan
consistently improved health outcomes.13

Traditionally we have assumed that
health workers need to take the lead in
providing asthma education, but in an
interesting study Partridge et al showed
that lay people could deliver an asthma
education programme as effectively as
healthcare providers.14 Given the imbal-
ance between the need to deliver asthma
education and the available human
resources, this model for the delivery of
asthma education is an exciting new
opportunity. In conclusion, when these
elements are combined in a national
asthma campaign it is possible to have
a significant effect on healthcare utilisa-
tion with such an approach. More
specifically, Haahtela et al showed that in
Finland, a dramatic reduction in hospi-
talisations for acute asthma could be
achieved.15 Empowered by these exciting
results, the Global Initiative in Asthma
(GINA) have put forward a 5-year chal-
lenge to reduce hospitalisations for acute
asthma by 50%.16

In conclusion, research published in
Thorax over the last 6 years has improved

our understanding of the epidemiology
and pathogenesis of asthma. Although
there are still many gaps in our
knowledge, many of the published papers
have had a direct impact on patient care
through innovative strategies to improve
asthma outcomes.
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