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Urticaria unveiled in hereditary an-
gioedema with carboxypeptidase N
mutation

®

To the Editor:

Hereditary angioedema (HAE) is a rare and still poorly known
disease that is often overlooked by many health care pro-
fessionals. The prolonged period between onset of disease attacks
and diagnosis heightens the risk of fatalities due to laryngeal
angioedema and disease-related morbidity, adversely affecting
quality of life for patients and their families alike. Our group has
recently proposed the acronym H4AE to underscore the warning
signs of HAE, aiming to enhance awareness and facilitate timely
diagnosis of this neglected condition (Fig 1). The acronym com-
prises the initial letters of hereditary angioedema, with 4 A’s stra-
tegically placed between the H and the E. HAAAAE (or H4AE)
means hereditary, recurrent angioedema, abdominal angioe-
dema/pain, absence of urticaria, absence of response to antihista-
mines, and estrogen association. '

Traditionally, it has been a clinical observation that patients
with HAE do not experience urticaria. Although isolated cases
of urticaria in patients with HAE have been documented in the
literature, these occurrences typically present independently
rather than concurrently. Patients generally exhibit a lifetime
prevalence of urticaria comparable to that in the general
population.” Additionally, rash, such as erythema margina-
tum, is a common prodromal manifestation in patients with
HAE and is often misdiagnosed as urticaria.'™ Thus, it has
now been established that the coexistence of HAE and urti-
caria, although rare, is plausible. Importantly, hives are not
considered a prodromal manifestation or integral to an attack
of HAE.

Breaking conventional paradigms, a novel endotype of HAE
associated with carboxypeptidase N (CPN) has been elucidated
by Vincent et al.” This HAE-CPN endotype deviates from previ-
ously described types in 2 key respects.
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First, patients with HAE-CPN manifest a phenotype marked by
episodes of both angioedema and urticaria. CPN plays a pivotal
role in cleaving and degrading bradykinin and Lys-bradykinin, as
well as the anaphylatoxins C3a and C5a. The mutated CPN
compromises its functionality, resulting in reduced bradykinin
and anaphylatoxin degradation, potentially triggering both an-
gioedema and urticaria attacks. This challenges the conventional
belief that urticaria is not a characteristic feature of HAE,
rendering the syndrome more intricate and multifaceted.

Second, unlike most HAE endotypes characterized by increased
bradykinin production, HAE-CPN exhibits elevated bradykinin
levels owing to impaired degradation by the mutated CPN. This
parallels the mechanism observed in acquired angioedema that is
induced by drugs such as angiotensin-converting enzyme inhibitors
and dipeptidyl peptidase 4 inhibitors.

The discovery of the HAE-CPN endotype adds complexity to
our understanding of HAE, emphasizing the need for a thorough
approach to diagnosis and treatment. The HAE-CPN endotype
challenges conventional perceptions of HAE by revealing a
unique phenotype characterized by both angioedema and
urticaria.
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FIG 1. H4AE (HAAAAE): warning signs of HAE.
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