
Editorial

Nose and lung, two of a kind?

Over the last decade, the united airways concept has
influenced ideas about the pathophysiology and treat-
ment of disease in the respiratory system. The ARIA
document (1, 2), but also publications on the relation
between rhinosinusitis and lower airway disease (3–6),
have emphasized the need to take the entire respiratory
tract into account when treating asthma. The definition of
allergic rhinitis in intermittent and persistent is now
widely accepted (7–12).

The relationships between asthma and rhinitis are
well studied and have been examined in many recent
papers published in Allergy (13–19). We acknowledge
that most patients with asthma also suffer from rhinitis
(1) and that the rhinitis symptoms of asthma patients
have to be treated to improve quality of life in asthma
patients. Moreover, Corren et al. (20) have recently
shown that, in patients with asthma, the treatment of
concomitant allergic rhinitis was associated with signi-
ficant reductions in the risk of emergency room
treatment and hospitalization for asthma. Ronald Dahl
et al. (21) have reported on a large multi-centre study
showing that both upper and lower airways need to be
treated in patients with asthma and rhinitis to ensure
optimal quality of life. Despite the attention for the
united airways concept, under-diagnosis of lower air-
way disease is still a feature in many patients with
rhinitis. In the present issue, Pascal Demoly et al. (22)
show that 30% of rhinitis patients without diagnosed
asthma might be considered, on the basis of a
questionnaire, to be asthmatics.

Although the relation between allergic rhinitis and
asthma has received increasing attention lately, the
impact of rhinitis on other upper airway disease is largely
underexposed. Peter Hellings et al. (23) point out the
important role of IgE-mediated inflammation in the large

number of patients with upper airway diseases like
chronic rhinosinusitis, adenoid hypertrophila, otitis
media, and laryngitis. This knowledge is of utmost
importance for general practitioners, allergologists and
otorhinolaryngologists because a denial of the role of
allergy in these conditions will regularly result in the
unsatisfactory treatment of the disease.

Despite the similarities between IgE-mediated inflam-
mation in upper and lower airway disease and the
extensive research in the rhinitis and asthma field, it is
still largely unknown why some subjects are sensitized
but never develop allergic airway disease, why others
develop rhinitis, and why some develop asthma. In this
issue of the Journal, members of the GA2LEN work-
package on �IgE and allergic diseases�, review potential
factors responsible for differences between asympto-
matic subjects and patients presenting an IgE sensiti-
zation to allergens (24). They describe a complex
interplay of multiple factors, like a family history of
atopy, the levels of total serum IgE and of allergen-
specific IgE or IgG4, epitope-specificity of IgE and
their degree of polyclonality (mono- vs poly-sensitized),
the balance of T regulatory cells (Treg) and Th1/Th2
cells, the polymorphisms of the FceRI and other factors
regulating the activation of FceRI-bearing cells (25, 26)
Many of these factors will be further studied in the
multinational study of asymptomatic subjects and
subjects with sensitization to Parietaria or birch pollen
(SANAS study) that is being performed within GALEN
at the moment. One might expect that an increased
knowledge of differences between the manifestation of
allergic disease and mere sensitization to aeroallergens
will also lead to ideas for unravelling the differences
between patients with rhinitis who develop asthma and
those who do not.
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The united airway concept has indicated significant
similarities between rhinitis and asthma (1, 27). The
differences between the two diseases might help us to
understand the pathophysiology and lead us to new
treatment options. For example, the fact that antihista-
mines are much more effective in rhinitis than in asthma
has led to the suggestion that mast cell degranulation
and histamine effects play a more important role in
rhinitis. Combination therapy with inhaled corticoster-
oids and salmeterol has been reported to improve
asthma control (28). Additive or synergistic effects have
been reported in vitro, and the positive effects in asthma
control are thus believed to be due to the potentiation of
the anti-inflammatory effect. However, authors from the
Firestone Institute in Hamilton show in this issue that in
a nasal allergen provocation study, efficacy is not
increased with the combination of a long-acting beta-
agonist and an intranasal steroid (29). Can we conclude
from this study that the improved asthma control is
merely due to bronchodilatation and not an additive or
synergistic anti-inflammatory effect? Or do nose and
bronchi, and even inflammation in the nasal and
bronchial mucosa, differ more than we believe at
present?
Local tissue remodelling has always been seen as a

typical lower airway event (30). Apart from inflammatory

cells such as eosinophils, activated T cells, mast cells and
macrophages, also structural tissue cells such as epithelial
and mesenchymal cells release cytokines, chemokines and
growth factors. Together these mediators cause persist-
ence of the inflammatory infiltrate and induce structural
changes in the airway wall, such as increased thickness of
the basement membrane, increased collagen deposition,
and smooth muscle hypertrophy and hyperplasia (31, 32).
The different embryonic origin of the epithelium and the
presence of smooth muscle cells in the lower airway have
traditionally been put forward as the chief differences
between the lower and the upper airways (30). However,
recent findings point to the same signs of remodelling in
the upper airways, examples being epithelial shedding,
thickening of the basal membrane and myofibroblast
formation (33). This is not a feature of rhinitis, but it is
found in more advanced airway disease like chronic
rhinosinusitis with or without nasal polyps. Our under-
standing of remodelling in the upper airways and the
consequences for local interaction between cell types,
environmental factors or disease manifestations is far
from complete. Comparing similarities and differences
between various aspects of rhinitis, chronic rhinosinusitis,
asthma and COPD will help us to unravel further the
pathophysiology of, and treatment options for, these
diseases.
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