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Icatibant for ACE-inhibitor angioedema,
an opportunity to treat the patients?
To the Editor:
Icatibant was no more effective than placebo in treating at least

moderately severe ACE-inhibitor (ACE-I)-induced angioedema
in a phase III trial as reported by Sinert et al.1 However, in this
study, more than 90% of the subjects received corticosteroids, an-
tihistamines, or epinephrine before the study drug, and the time to
onset of symptom relief was 2 hours in the placebo group. This
rapidly favorable outcome of patients in the placebo group
(who received antihistamines and/or corticosteroids in a largema-
jority of cases), contrary to all descriptions of bradykinin angioe-
dema, may lead to the mistaken inclusion of histamine-mediated
angioedema and explain the absence of a difference. Moreover,
the expertise in the diagnosis of ACE-I angioedema of the inves-
tigators in this trial was limited. Indeed, 31 centers were needed to
include 121 patients, whereas in our study, 4 centers were suffi-
cient to include 62 patients.2 Our prospective, multicentric, obser-
vational study reported the severity of ACE-induced angioedema
and the feasibility of centralization of advices requested by emer-
gency physicians for patients presenting with ACE-induced an-
gioedema, to optimize diagnosis and follow-up.2 The call center
has already been set up for hereditary patients and has featured
in a publication, which indicates feasibility.3 Despite the severity
of the cases in our study of ACE-I angioedema, response to treat-
ment with the specific agents plasma-derived C1-inhibitor and
icatibant was favorable. We think that a therapeutic trial is
possible to demonstrate the efficacy, on morbidity, of icatibant
treatment for severe ACE-induced angioedema attacks, the diag-
nosis of which will be confirmed prospectively and jointly by an
angioedema expert, compared with the placebo.
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Reply
To the Editor:
We thank Javaud et al1 for their insightful comments on our

phase III study2 and appreciate the opportunity to respond.
Javaud et al describe positive findings from their group’s

observational study published in 2015,3 in which 62 patients
with angiotensin-converting enzyme (ACE) inhibitor–induced
angioedema attacks visiting 1 of 4 emergency departments in
Paris were diagnosed with the aid of a centralized call center
linking emergency physicians with experts in diagnosing
bradykinin-mediated angioedema. They reported a significantly
shorter median time from drug administration to onset of symp-
tom relief in patients receiving icatibant or plasma-derived
C1 inhibitor versus no specific treatment (0.5 vs 3.9 hours,
respectively; P < .0001).3 These findings are encouraging but
should be interpreted within the context of clear study design
limitations, including the absence of a control group and the
likelihood of multiple confounders between patients receiving
treatment and those not receiving treatment. Moreover, and in
direct contrast to our study, Javaud et al did not include a stan-
dardized measure for patient reassessment and there is likely
to have been inherent variability in subjective determination of
symptom relief. The fact that more than half of the 27 patients
admitted to the hospital were discharged within 24 hours, only
2 were admitted to the intensive care unit, and just 1 was intu-
bated also raises questions about the purported severity of cases
included in their cohort.

With regard to Dr. Javaud’s suggestion of a lack of diagnostic
expertise in our phase III study, we appreciate the potential
benefits of a centralized call center providing expert assistance
with diagnosing ACE inhibitor–induced angioedema, particularly
in a country like France where emergency medicine is not a
recognized specialty and dedicated residency training does not
exist. However, nearly all patients in our study were enrolled at
academic medical centers in the United States, United Kingdom,
and Canada, where a rigorous board certification process for
emergency physicians exists, ensuring that clinicians involved in
our study were adequately qualified to recognize the presence of
this condition without such support. It is, of course, possible that
our study population inadvertently included some patients with
histamine-induced angioedema (as may have occurred in Dr.
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