Hereditary angioneurotic edema . . . a disease has been described

Under the terms acute local, acute circumscribed or angio-
neurotic oedema, a disease has been described, characterized by
the sudden onset in various regions of oedematous swellings,
more or less limited in extent, and of transient duration.

William Osler!

With these words penned by one of medicine’s iconic
giants, Sir William Osler, not only had a disease
entity been described that was to later become what we now
know as hereditary angioedema (HAE) but also a diagnos-
tic prototype was created for diseases yet to be described. A
major focus of this issue of the Proceedings is HAE, the
debilitating and potentially life-threatening disease origi-
nally described by Osler that has considerable impact on the
health-related quality of life (HRQoL) in both adults and
children.

Two articles in this issue sought to better define this
effect, one in an adult population and one in a pediatric
population. Both studies used multiple metrics to mea-
sure this impact. In an adult Swedish population, Nor-
denfelt et al.? reported that the most affected HRQoL
dimensions in EQ-5D-5L were pain/discomfort and anx-
iety/depression; in RAND-36 were energy/fatigue, gen-
eral health, pain; and in AE-QoL were fears/shame and
fatigue/mood. Approximately 25% of the patients who
reported sick leave during the previous 4 weeks had
significantly impaired HRQoL in all the instruments (p <
0.05). In a Danish pediatric population, Aabom et al.’
reported that HRQoL scores were comparable with
scores for healthy children except that children with at-
tacks that recently occurred had lower scores. Surpris-
ingly, on average, the children with HAE had normal
HRQoL scores, and these were substantially better than
what Nordenfelt et al.” reported in adults with HAE.

Advances in HAE treatment have been designed to
address the unmet needs of patients. By using a post hoc
analysis technique, two articles in this issue assessed the
efficacy of recombinant human Cl-esterase inhibitor for
the treatment of severe HAE attacks. In their analysis of a
DBPC RCT of 75 adults with HAE, Li et al.* reported that
rhC1-INH was efficacious in resolving severe HAE attacks,
including oropharyngeal-laryngeal attacks, with a median
time to onset of symptom relief of 90.0 minutes (95% confi-
dence interval, 47-120 minutes). In a separate pooled anal-
ysis of data from three clinical trials with open-label exten-
sions, Riedl et al.” examined the efficacy and safety of thC1-
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INH for treatment of acute HAE attacks with upper airway
involvement. Data for 45 attacks with upper airway involve-
ment were included. The median time to the beginning of
symptom relief was 67 minutes (95% confidence interval,
60-120 minutes). This data therefore supports the efficacy of
rhC1-INH for treatment of acute HAE attacks with upper
airway involvement.

Moving on to asthma, another disease that extracts its toll
by decreased quality of life, a major research effort has been
directed toward asthma’s pathophysiology in which the
interplay of key inflammatory pathways that involve effec-
tor T cells and regulatory cells plays a major role. In this
issue, Huang et al.® explored the association of an imbalance
of effector T cells and regulatory cells with the severity of
asthma and allergic rhinitis in children. They found that, in
comparison with healthy controls, patients with asthma
alone had significantly increased numbers of Th1, Th2, and
Th17 cells, and their associated cytokines but decreased
numbers of regulatory T cells and regulatory B cells, and of
the cytokines interleukin (IL) 10 and transforming growth
factor B1. They concluded that the imbalance of effector T
cells and regulatory cells contributes to the pathogenesis of
airway inflammation in asthma and allergic rhinitis in chil-
dren. Moreover, unmitigated airway inflammation in chil-
dren with asthma leads to poor asthma control. Sullivan et
al.” used multiple validated instruments to perform a cross-
sectional analysis of HRQoL among school-age children
(age 6-17 years). Their results provided novel information
regarding the burden of poorly controlled asthma on emo-
tional problems, school-related and activity limitations, gen-
eral health status, and worry among school-age children
and their families.

Although inhaled corticosteroids are the mainstay of ther-
apy for the reduction of airway inflammation and the con-
trol of asthma symptoms, any advance that can simplify
inhaler delivery is a welcome addition to the therapeutic
armamentarium. In this issue, Hampel et al.® evaluated the
efficacy and safety of beclomethasone dipropionate deliv-
ered via breath-actuated inhalers (BAI) versus matching pla-
cebo in adolescent and adult patients with persistent
asthma. This phase III, 12-week, double-blind study re-
vealed that beclomethasone dipropionate delivered by BAI
at doses of 80 and 160 ug/day were effective and well-
tolerated treatments in patients with asthma. In addition, in
support of the simplicity of the device, the authors reported
that most subjects (88.8%) were able to use the BAI inhaler
successfully on their first attempt.

Closely related to simplicity is medication adherence.
In this issue, Gelincik et al.” reported finding a high level
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of adherence to subcutaneous immunotherapy in a real-
life study from a large tertiary medical center in Turkey.
The authors indicated that a close relationship between
allergists and their patients during allergy immunother-
apy improved therapeutic outcomes. Because of the im-
portance of this article and its clinically useful implica-
tions, it was chosen for this issue’s “For the Patient”
section. This segment, found in the final pages of the print
version of this issue and also available online, consisted
of a one-page article synopsis, written in a readily com-
prehensible fashion to help patients better understand the
content of the full article.

The allergist is often called on for expert evaluation of
pruritic cutaneous conditions, such as atopic dermatitis,
chronic urticaria, and allergic contact dermatitis. In these
disorders, the burden of illness related to pruritus is
substantial. IL-31 was recently implicated in the patho-
physiology of pruritus. In a recently published phase II
trial, an anti-IL-31 receptor A antibody, nemolizumab,
resulted in significantly improved pruritus in patients
with moderate-to-severe atopic dermatitis.'” In a compan-
ion article in this issue, Gangemi et al.'' reported on their
systematic review, which provided a timely in-depth over-
view regarding the role of IL-31 in skin diseases.

Biologic agents are becoming the core treatment compo-
nent of precision medicine. However, despite the efficacy of
these targeted therapies, the development of immediate or
delayed hypersensitivity reactions can present challenges to
the continuation of therapy. In this issue, Isabwe et al.'*
reviewed protocols for the evaluation and desensitization of
immediate and delayed reactions with the goal of safely
re-introducing biologics when they are first-line therapies.

Effective diagnostic procedures are important for the
evaluation of the food protein-induced enterocolitis syn-
drome (FPIES), a mechanistically poorly understood
non-immunoglobulin E mediated food hypersensitivity
syndrome characterized by profuse vomiting and diar-
rhea, which lead to lethargy, dehydration, and hypoten-
sion. Fortunately, most children outgrow this condition;
however, resolution of FPIES can only be confirmed via
an oral food challenge (OFC). Given the potential severity
of reactions during OFC, intravenous (IV) access has been
recommended to facilitate IV fluids and steroid therapy.
In this issue, Pena et al.’reported on the need for IV
access during OFC in the setting of FPIES. The authors
found that, during OFC, most patients with FPIES experi-
enced only vomiting and diarrhea, which resolved with
minimal treatment. Of the patients, <10% who underwent
OFCs required IV treatment, and, of those with severe
FPIES, all were relatively young. The authors concluded
that it was reasonable to consider age and length of time
from historical reactions when evaluating the necessity of IV
placement in patients undergoing FPIES OFC.

In summary, the collection of articles found within the
pages of this issue provides further insight into the allergic,
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cutaneous, and respiratory disorders that afflict patients
whom the allergist/immunologist serves. These articles
highlight how both the beneficial and adverse effects of
therapy continue to challenge the allergist/immunologist in
decision-making and therapy. In keeping with the overall
mission of the Proceedings, which is to distribute timely
information regarding advancements in the knowledge and
practice of allergy, asthma, and immunology to clinicians
entrusted with the care of patients, it is our hope that the
articles found within this issue will help foster enhanced
patient management and outcomes. The current issue of the
Proceedings is inspired by the medical directives of Osler and
reinforces their applicability and limitations to allergy prac-
tice and research continuing even today. On behalf of the
editorial board, we hope you enjoy the diversity of literature
offered in this issue of the Proceedings.

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