
Editorial

From the Common Cough to Hereditary Angioedema

As illustrated within the pages of the current issue of
the Proceedings, the specialty of allergy–immunology
encompasses a diversity of conditions ranging from the
quotidian occurrence of the common cough to the rar-
ity of hereditary angioedema. This issue commences
with three review articles, all of which were originally
presented as problem-based learning cases at the 2013
Eastern Allergy Conference. The first review article ad-
dresses a common pediatric problem, chronic cough. In
an insightful review, Weinberger and Fisher1 provide a
structured approach to evaluating chronic cough and,
in doing so, explore the broad differential diagnosis of
this disorder. Included in the differential diagnosis of
chronic cough is supraesophageal reflux disease,
which is the focus of a review article authored by Scott
and Simon.2 They describe supraesophageal reflux dis-
ease as a condition that can masquerade as a variety of
disorders including rhinitis, laryngitis, postnasal drip,
throat clearing, and chronic cough, thereby contribut-
ing to its diagnostic challenge.

Also included in the differential diagnosis of chronic
cough is asthma, a disease state that is a predominant
focus of this issue. In an exclusive online article, Li et
al.3 elegantly examine the pathophysiological role of
Toll-like receptor 2 on airway inflammation in an al-
lergic mouse model. Uncontrolled airway inflamma-
tion and its potential long-term sequelae are areas of
great current interest because it has become increas-
ingly clear that early onset asthma in the child may be
an antecedent of irreversible chronic obstructive pul-
monary disease in the adult. Asthma is, therefore, be-
ing increasingly recognized as a potential underlying
cause of chronic obstructive pulmonary disease, a com-
mon disease with a significant burden of illness. Con-
sequently, it is important that risk factors for the de-
velopment of irreversible lung disease be identified. In
this issue Panettieri4 reviews current evidence identi-
fying those individuals at greatest risk for the devel-
opment of severe persistent disease. Hope exists that
therapeutic intervention at an early age may favorably
alter the course of childhood asthma. Contributing to
this hope is the development of novel asthma pharma-
cotherapy. Reddy et al.5 examine how the introduction
and use of second-generation inhaled glucocorticoids,
long-acting �-agonists, combination inhaled glucocor-
ticoid/long-acting �-agonist products, and leukotriene
receptor antagonists have impacted children with se-
vere asthma. These investigators retrospectively re-

viewed two cohorts of children with severe asthma
referred to the National Jewish Hospital 10 years apart.
Although they found that the more recent cohort of
children experienced better asthma control, it is only
through future studies of long-term outcomes that the
question of whether improved pharmacotherapy can
prevent the development of irreversible airway ob-
struction will be answered.

Continuing with the asthma theme, the current issue
is further enriched by the inclusion of three articles that
focus on specific asthma therapies. Kent et al.6 report
on a double-blind, placebo-controlled, five-way cross-
over study investigating both the dose–response and
the duration of action of a 5-lipoxygenase activating
protein inhibitor, GSK2190915, and its ability to inhibit
exercise-induced bronchospasm in subjects with
asthma. In another double blind, placebo controlled
5-way, crossover study, Berger et al.7 report on the
dose–response of formoterol delivered via pressurized
metered-dose inhaler in patients aged 6 to �12 years of
age who were also maintained on inhaled budesonide.
Previously published studies have indicated that treat-
ment with budesonide and formoterol in fixed combi-
nation for both maintenance and reliever therapy is an
advantageous approach to asthma management.
Takeyama et al.8 add to this body of literature, report-
ing on the efficacy of this therapeutic regimen as well
as its effect on eosinophilic airway inflammation.

Eosinophilic airway inflammation is a pathological
feature of the majority of asthma phenotypes and is
particularly prominent in both allergic bronchopulmo-
nary aspergillosis and in aspirin-exacerbated respira-
tory disease. This latter form of asthma is associated
with a significant burden of illness9 and a pathogenesis
thought to be based not only on an overproduction of
eicosanoid lipid mediators but also on defective anti-
inflammatory regulators. Therapeutic aspirin desensi-
tization has been established to be highly efficacious in
this disorder for both upper and lower airway symp-
toms in patients with aspirin-exacerbated respiratory
disease.10 In this issue, Aksu et al.11 provide insight into
the mechanism of the beneficial effect of aspirin desen-
sitization, focusing particularly on T-cell cytokines and
plasma lipoxins. In an exclusive online article, Mou et
al.12 report on factors contributing to the misdiagnosis
and delayed diagnosis of allergic bronchopulmonary
mycosis.
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This issue also addresses the topic of drug hypersen-
sitivity with emphasis on the overdiagnosis of drug
allergy when based on patient history alone. In a pro-
spective study, Vezir et al.13 investigated 198 suspected
drug reactions in 175 patients, in an attempt to corrob-
orate the occurrence of a positive clinical history with
skin testing and provocation tests. In an accompanying
editorial, Stevenson and Kowalski14 stress the low
prevalence of true drug allergy and suggest that there
exists a worldwide epidemic of overdiagnosis of drug
allergies.

The topic of allergic rhinitis is touched on by two
articles in this issue. In an online exclusive article,
Aydin et al.15 report on their investigation to determine
the prevalence of allergic sensitivity to ornamental
plants in patients with allergic rhinitis and/or asthma.
The second article addresses safety issues of intranasal
corticosteroid therapy in children. Georges et al.16 pro-
vide reassuring information on the effect of intranasal
triamcinolone acetonide on basal hypothalamic–pitu-
itary–adrenal axis function in children with allergic
rhinitis.

Topics related to food allergy are the focus of two
articles in this issue. Oral food desensitization has been
receiving considerable interest both in the scientific
literature and in the lay press.17,18 Sun et al.19 report on
a meta-analysis of randomized controlled trials of al-
lergen-specific immunotherapy for peanut allergy. Al-
though oral desensitization for peanut allergy looks
promising, until additional larger, well-designed and
double-blind randomized controlled trials are per-
formed, the standard approach to therapy remains di-
etary avoidance and the constant, immediate availabil-
ity of automatic injectable epinephrine. Unfortunately,
a significant number of practitioners are deficient in
their ability to prevent and treat food-induced allergic
reactions. In an attempt to meet the educational needs
of these practitioners, Rosen et al.20 report on the im-
pact and user satisfaction with web-based, food al-
lergy, audiovisual, educational materials.

Adding further diversity to this issue are articles on
the topics of hereditary angioedema (HAE) and IgE
deficiency. The burden of illness attributable to HAE
having been established in other areas of the world,21,22

Nordenfelt et al.23 report on the burden of illness at-
tributable to HAE in Sweden. In an exclusive online
article, Magen et al.24 provide insight regarding disease
associations with IgE deficiency. The authors suggest
that low serum total IgE may serve as an indicator of
immune dysregulation and autoimmunity and may
provide a novel predictive marker of susceptibility to
chronic rhinosinusitis, recurrent otitis media, and au-
toimmune diseases.

Because of the significant clinical implications re-
garding IgE deficiency, the article by Magen et al.24 is
featured in this issue’s “For the Patient” section. This

segment, found in the back of this issue and also avail-
able online, consists of a 1-page synopsis of a selected
article, which is written in a readily comprehensible
fashion to help patients better understand the content
of the full article and its diagnostic and therapeutic
implications. It is printed in a format to allow repro-
duction on the practitioner’s letterhead for distribution
to patients.

In summary, the collection of articles found within
the pages of this issue provides another insight into
important allergic and respiratory disorders afflicting
patients whom the allergist–immunologist serves. In
keeping with the overall mission of the Proceedings,
which is to distribute timely information regarding
advancements in the knowledge and practice of al-
lergy, asthma, and immunology to clinicians entrusted
with the care of patients, it is our hope that the articles
found within this issue achieve this goal and will help
foster enhanced patient management through efficient
workup and optimal therapy for a great diversity of
clinical problems. These clinical problems include al-
lergic and respiratory disorders seen in various patient
populations, ranging across the full age spectrum from
infancy to the elderly and from various regions around
the world. The pathophysiological mechanisms of al-
lergic and respiratory disease are elegantly explored,
illustrating critical insight into the etiology of these
diseases and with the potential for future therapeutic
innovations. On behalf of the entire Editorial Board, we
hope you will enjoy the diversity of literature offered
in this issue of the Proceedings.

Joseph A. Bellanti, M.D.
Russell A. Settipane, M.D.

REFERENCES
1. Weinberger M and Fisher A. Differential diagnosis of chronic

cough in children. Allergy Asthma Proc 35:95–103, 2014.

2. Scott DR and Simon RA. Supraesophageal reflux disease: A
review of the literature. Allergy Asthma Proc 35:104–110, 2014.

3. Li X, Chen Q, Chu C, et al. Ovalbumin-induced experimental
allergic asthma is Toll-like receptor 2 dependent. Allergy
Asthma Proc 35:e15–e20, 2014.

4. Damera G and Panettieri RA. Irreversible airway obstruction in
asthma: What we lose, we lose early. Allergy Asthma Proc
35:111–118, 2014.

5. Reddy MB, Doshi J, Covar R, and Spahn JD. The changing face
of severe childhood asthma: A comparison of two cohorts of
children evaluated at National Jewish Health over the past 20
years. Allergy Asthma Proc 35:119–125, 2014.

6. Kent SE, Bentley JH, Miller D, et al. The effect of GSK2190915,
a 5-lipoxygenase–activating protein inhibitor, on exercise-in-
duced bronchoconstriction. Allergy Asthma Proc 35:126–133,
2014.

7. Berger WE, Gillen M, Eckerwall G, et al. Bronchodilator effect of
single-dose formoterol administered by pressurized metered-
dose inhaler in children with asthma aged 6 to �12 years
receiving budesonide. Allergy Asthma Proc 35:134–140, 2014.

90 March–April 2014, Vol. 35, No. 2

DO N
OT C

OPY



8. Takeyama K, Kondo M, Tagaya E, et al. Budesonide/formoterol
maintenance and reliever therapy in moderate-to-severe asth-
ma: Effects on eosinophilic airway inflammation. Allergy
Asthma Proc 35:141–147, 2014.

9. Chang JE, White A, Simon RA, Stevenson DD. Aspirin-exacer-
bated respiratory disease: burden of disease. Allergy Asthma
Proc 33:117–121, 2012.

10. Chang JE, Chin W, Simon R. Aspirin-sensitive asthma and
upper airway diseases. Am J Rhinol Allergy 26:27–30, 2012.

11. Aksu K, Kurt E, Alatas O, and Gülbas Z. Effect of aspirin
desensitization on T-cell cytokines and plasma lipoxins in aspi-
rin-exacerbated respiratory disease. Allergy Asthma Proc 35:
147–154, 2014.

12. Mou Y, Ye L, Ye M, et al. A retrospective study of patients with
a delayed diagnosis of allergic bronchopulmonary aspergillo-
sis/allergic bronchopulmonary mycosis. Allergy Asthma Proc
35:e21–e26, 2014.

13. Vezir E, Erkocoglu M, Civelek E, et al. The evaluation of drug
provocation tests in pediatric allergy clinic: A single center
experience. Allergy Asthma Proc 35:156–162, 2014.

14. Stevenson DD and Kowalski ML. Editorial: An epidemic of over
diagnosing drug allergies. Allergy Asthma Proc 35:92–94, 2014.
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