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Introduction
Haworth studied nebulised colistin delivered via the I-Neb device. 

This trial recruited patients with chronic P.aeruginosa colonisation 
in the UK, Russia and Ukraine. The primary outcome was the time 
to next exacerbation, and the study narrowly failed to meet this end-
point. In the secondary end-points, a large improvement in quality of 
life using the SGRQ was noted. The I-Neb device allows the monitoring 
of compliance and, in a pre-specified analysis based on patients that 
took the doses, a statistically significant difference in time to first 
exacerbation was seen. Aztreonam is an inhaled antibiotic licensed for 
treatment in cystic fibrosis. Two recent phase III trials in bronchiectasis 
randomised patients to aztreonam or placebo over the course of two 28-
day treatment cycles. The primary outcome was the newly developed 
Quality of Life Bronchiectasis questionnaire, the first disease specific 
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with improvements in quality of life, exercise capacity and clearance 
of bacteria after 2 weeks of treatment . Such data are not available to 
suggest if shorter durations are equally effective. There is a great need for 
prospective data on the management of bronchiectasis exacerbations. 
Surgery is now rarely employed in bronchiectasis, although in highly 
localised bronchiectasis with symptoms that cannot be controlled by 
maximal medical therapy, referral for lobectomy or segmentectomy 
may be considered. There are limited long-term outcome data for 
bronchiectasis patients after surgery and one of the largest series 
described an operative complication rate of 8.9% for thoracoscopic 
lobectomy or segmentectomy for bronchiectasis. Patients with 
bronchiectasis are frequently elderly, and it is important to manage 
associated cardiovascular disease and other co-morbidities. Anxiety 
and depression are very common in bronchiectasis with a reported 
prevalence of anxiety and of depression. These disorders also need 
to be recognised and managed [5]. Bronchiectasis is a heterogeneous 
disease with a highly variable impact on patients. Severity ranges from 
patients without daily symptoms who have infrequent exacerbations, to 
patients requiring lung transplantation. Rate of lung function decline 
is highly variable and is associated with P.aeruginosa colonisation 
and severe exacerbations. Treatments can place a large burden on 
patients in terms of time, and can have serious side effects for both 
the patient, and for the community in terms of antibiotic resistance. 
Therefore, patients require treatment appropriate to their stage and 
severity of disease. Recently, the European bronchiectasis network 
described the first clinical prediction tool for hospital admissions and 
mortality in bronchiectasis. This study, conducted in the UK, Italy 
and Belgium, derived a scoring system, the bronchiectasis severity 
index (BSI), which can accurately identify patients at the highest risk 
of complications, including exacerbations and impaired quality of life 
[6]. The authors have created an online calculation tool accessible at 
www.bronchiectasisseverity.com and the scoring system. This is the 
only prediction tool or severity classification system for bronchiectasis 
that has so far undergone external validation. The predictors described 
were independently identified by a large Spanish study which adds 
to the external validity of both studies. Severity of disease and risk 
of complications provides a useful framework for clinical decision 
making around which patients require long-term treatments such as 
macrolides, airway adjuncts, inhaled antibiotics and other measures 
[7]. The authors would advocate a stepwise approach to management 
of bronchiectasis similar to that used in asthma and COPD. Patients 
with bronchiectasis should be commenced on therapy at a stage 
appropriate to their severity of disease which should be based on 
clinical judgement and may be augmented by assessment of clinical 
severity parameters such as the BSI, exacerbation frequency or the 
presence of P.aeruginosa. Patients who continue to have persistent 
symptoms or exacerbations despite treatment at stage 1 should have 
their therapy escalated and so on [8]. This represents a pragmatic 
approach to treatment decisions that reflects how the majority of 
physicians practice. The difficulties of treating bronchiectasis, with a 
limited number of options, current therapies that are labour intensive 
and are associated with adverse effects. In addition, neutron-philic 

inflammation, which is central to the pathogenesis of bronchiectasis, 
has been largely resistant to existing treatments. An absence of large 
randomised trials has meant that there are no licensed therapies for 
bronchiectasis in Europe or FDA-approved therapies in the USA [9]. 
Much of the development of novel agents centres around targeting 
neutron-philic inflammation. Given the previously noted importance 
of neutrophil elastase in pathogenesis, this represents a promising 
therapeutic target. Phase II studies of oral neutrophil elastase inhibitors 
have been reported while others are on-going. Data show the ability 
to inhibit elastase activity but without clear clinical benefits yet. 
CXCR2 is expressed on a number of leukocytes but most prominently 
on neutrophils [10]. It is a key neutrophil trafficking receptor during 
inflammation. It also has diverse effects on inflammation as CXCR2 
blockage inhibits mucus secretion both by inhibiting neutrophil 
recruitment and through direct inhibition of goblet cells. 

Conclusion
CXCR2 antagonism is likely to reduce rather than prevent neutrophil 

recruitment to the airway as other chemo-attractants, particularly 
leukotriene B4 have been shown to be elevated in bronchiectasis and to 
drive neutrophil recruitment. Interestingly, the study reported higher 
airway inflammation despite reduced neutrophils and an increase in 
discontinuation due to infections.
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