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HIGHLIGHTS
Publications Plan
TARGET AUDIENCES

HAE patients present in a host
of locations. A large number
of specialty and subspecialty
clinicians needed to be
engaged. In total, 16 separate
audiences were reached.

PREACHING TO THE CHOIR

Only allergist / immunologist
typically recognized HAE. They
would require updated data
from time to time, but in general,
they knew HAE very well.

CHANGING PERSPECTIVES

Researching the potential
target audiences it became
clear that for groups such as
Emergency Medicine, it would
be essential to change their
baseline perspective in order
to impart any change.

CONTINUING EFFORTS

Many lessons were learned as
a result of the HAE publications
plan. Chief amongst these was
that continued efforts would
be necessary in order to bring
about true recognition for
HAE patients.
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INTRODUCTION
About 10% to 20% of people worldwide will develop
an episode of angioedema or urticaria at some point in
their lifetime, women being more prone than men[1]. Angioedema is characterized by localized temporary swelling, which can affect all layers of the skin or of the walls
of hollow viscera, such as the oropharynx, respiratory
system, or the gastrointestinal (GI) tract. Peripheral nonpitting edema is typical of cutaneous manifestations.
However, the effects of visceral angioedema are variable,
ranging from life-threatening episodes when the respiratory system (larynx) is involved, to pain of varied severity associated with nausea or vomiting, when abdominal
viscera such as the intestines are involved[2].
Abdominal pain associated with angioedema may
manifest as severe acute onset abdominal pain, or as
chronic recurrent abdominal pain of moderate severity.
The abdominal pain is described as cramping or colicky
and is rated as severe to excruciating in 87% of patients[3].
Vomiting and diarrhea occur in 78% and 65%, respectively, of patients with abdominal symptoms[3].
Patients with these symptoms typically present to one
of four medical specialists, namely emergency room physicians, primary care physicians (internists, pediatricians,
family medicine), general surgeons, and gastroenterologists. Physicians in each of these specialties should be
familiar with the signs and symptoms of cutaneous and
visceral angioedema, and be able to order appropriate
tests to investigate this group of differential diagnoses.
This brief review provides a perspective of angioedema
diagnoses and management, including new therapeutic
options, for practicing gastroenterologists.
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Abstract
Although the biochemistry of hereditary angioedema (HAE) is fairly well understood today, the lag in diagnosis of a
decade or more suggests that clinicians have low awareness of this disease. This lag in diagnosis and hence treatment
certainly stems from the rarity and complexity of the presentation which can be easily mistaken for allergic and nonallergic reactions alike. The symptoms of the disease include acute swelling of any or multiple parts of the body. The
attacks may be frequent or rare, and they may vary substantially in severity, causing stomach discomfort or periorbital
swelling in mild cases and hypovolemic shock due to abdominal fluid shift or asphyxiation in the most severe cases.
Given that these patients are at significant risk for poor quality of life and death, greater awareness of this disease is
needed to ensure that newly available, effective medications are used in these patients. These new medications
represent significant advances in HAE therapy because they are targeted at the plasma cascades implicated in the
pathophysiology of this disease. The clinical presentation of HAE, overlapping symptoms with other angioedemas, and
available therapies are reviewed.
Introduction
In 1888, Sir William Osler provided a medical description
of angioedema (AE) that distinguished an inherited form
of the disease[1]. His description was the first to provide
full clinical details. Seventy-five years later, Donaldson
and Evans described patients with clinical features similar
to those first described by Osler. The authors demonstrated a deficiency of C1 esterase inhibitor in the blood
of these patients, although the extent of the deficiency
was not able to be determined. Today, the biochemistry of
the disease is better understood, but clinicians have low
awareness of hereditary AE (HAE) and other types of
non-allergic AE. Therefore, HAE is frequently undiagnosed. Approximately 50% of patients will be symptomatic by age 10[2]. However, accurate diagnosis may be
delayed by decades[2]. For many, the disease results in
multiple emergency department visits per year,[3] and for
those patients with abdominal symptoms, one third may
be subjected to inappropriate medical intervention due to
misdiagnosis[4]. The fear of death from asphyxiation is
an unfortunate but common part of life for many patients
with HAE because of the risk of laryngeal swelling.

New medications are available for prophylaxis and
acute treatment of patients with HAE. These new medications offer targeted actions that reduce the potential for
long-term adverse effects, such as those experienced with
long-term androgen exposure, and they have quick onset
action, making them the best choice for acute treatment.
Increased awareness of HAE symptoms, of available diagnostics, and of available treatments among clinicians will
help reduce time to diagnosis and improve disease management. The following discussion will help clinicians
identify HAE and choose among available therapies.
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Abstract

Abdominal involvement in angioedema is often a challenge to diagnose. Acute onset abdominal pain is its
most common presenting symptom, and misdiagnosis
may lead to unnecessary surgical intervention. Familiarity
with the types and presentations of angioedema can be
invaluable to clinicians as they consider the differential
diagnoses of a patient presenting with abdominal pain.
Detailed personal and family histories, careful physical
examination of the patient, combined with knowledge
of angioedema types, can help clinicians perform their
diagnostic evaluation. An accurate diagnosis is essential
in order to provide appropriate treatment to patients with
angioedema. Depending upon the diagnosis, treatment
may be the avoidance of provoking factors (such as allergens or medications), inhibiting histamine-provoked
reactions, or treating C1 esterase inhibitor deficiency.
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This supplement was developed with
ﬁnancial support from ViroPharma
Incorporated and was developed to
provide an educational resource to
Physician Assistants about Hereditary
Angioedema.
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Mechanism of disease
HAE affects 1:10,000 to 1:50,000 people and is caused by
mutations in the C1 inhibitor gene[5]. The C1 inhibitor
gene is located on chromosome 11, and multiple mutations resulting in C1 inhibitor deficiency have been identified. Since C1 inhibitor has a broad inhibitory role, C1
inhibitor deficiency affects the regulation of multiple
plasma cascade pathways, namely the contact, fibrinolytic, and complement pathways. C1 inhibitor binds
irreversibly in these pathways. Therefore, new C1 inhibitor molecules are needed to maintain homeostasis once
the substrate is bound. However, people with HAE have
C1 inhibitor levels <50% of normal, and they cannot produce C1 inhibitor fast enough to offset consumption in
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Problem Statement: Being the first to market in a new therapeutic segment is
associated with many advantages and also a number of disadvantages. In the case
of ViroPharma, although they would reap financial benefit of reaching the market
first with their HAE treatment, they also were obliged to complete the foundational
education efforts for that market segment.
WJG|www.wjgnet.com

ISC’s Solution: ISC was engaged
to evaluating the potential points of
treatment for HAE patients within the
broader healthcare system. From there,
ISC established a secondary publication
plan to reach the clinicians involved at
the various treatment points. In the end,
this amounted to a total of 16 different
professional audiences.
Implementation: ISC medical writers and
editors supported the authors on each
paper in an effort to ensure the timely
development, submission, and eventual
publication of the audience-specific
manuscripts. Some of the papers had
single authors, while others had as many
as six. The lead author for each paper
was a specialist in the audience being
addressed.
Continual communication with key
stakeholders during large-scale
publication plans is essential. ISC routinely
updated the client on the status of
the effort, as well as the authors of the
respective manuscripts.
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Introduction: An Overview
of Hereditary Angioedema
and the Role of the
Physician Assistant

The Final Product: The crowning element
to the Publication Plan was a supplement
to the Journal of the American Academy
of Physician Assistants (JAAPA). The
five-part supplement was developed
in only 16 weeks. The publication of the
supplement occurred three weeks prior to
the annual national meeting of the AAPA.
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The secondary publication plan
established for ViroPharma included the
following key results:
• 02 – years the plan took to execute
• 03 – phases that made up the plan
• 04 – months to publish supplement
• 16 – separate audiences reached
• 21 – months to execute full program
• 24 – manuscripts made up the plan
• 33 – number of authors involved
• 69 – percent published in year
submitted
• 73 – percent accepted by initial journal
As a result of the extensive efforts made
on the secondary publications program,
ViroPharma was well positioned within
the HAE segment in the eyes of a wide
variety of clinicians.
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