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Letters to the Editor

Glottic angioedema, ciprofloxacin,
and ACE inhibitors

Sir,
We read with interest the well documented
case of ciprofloxacin-induced anaphylactic
reaction reported by Vidal et al.' There is no
doubt that ciprofloxacin was the cause of the
primary reaction occurring after 30 to 60
minutes, and the positive intradermal test
supports an antibody-mediated reaction. It
would have been of interest, however, to know
how this reaction was treated and if the later
laryngeal oedema occurred despite treatment.
This may indicate that captopril may have
played a pathogenic role for the oedema which
may be resistant to common anti-allergic
therapy. In addition, captopril may have
aggravated the anaphylactic reaction.
We have observed a 50-year-old insulin-

dependent diabetic male who suffered from
recurrent soft tissue infections and osteitis of
the foot for which he was repeatedly treated
with ciprofloxacin and clindamycin or amoxi-
cillin. To relieve pain he took mefenamic acid
on demand. In February 1993 enalapril
2 x 10 mg daily was started. From there on
he suffered from angioedema of the face and
the oral cavity whenever he took mefenamic
acid or when he was treated with ciprofloxacin
or amoxicillin. He was declared allergic to all
these drugs, while therapy with enalapril was
continued. In May 1994 he was referred for
an allergologic investigation. Enalapril-in-
duced angioedema was suspected and this
drug was immediately stopped. C3, C4 and
Cl-inhibitor levels were normal. Skin tests
with the penicillin determinants PPL and
MDM, as well with amoxicillin (up to
50 mg/ml) and ciprofloxacin (0.2 mg/ml)
were negative. Lymphocyte proliferation tests
were negative with ciprofloxacin and amox-
icillin. Specific IgEs to amoxicillin, penicillin
G and V were not detectable (<0.35 kU/l).
Oral provocation tests with mefenamic acid
(cumulative doses 300 and 750 mg, respec-
tively) and amoxicillin (dose 1 g) were
negative. In addition several infections have
since been treated with ciprofloxacin and
clindamycin without adverse event. Since
enalapril was stopped 18 months ago he has
had no further episodes of angioedema.

With an incidence of 0.1% to 0.2%,
angioedema is a rare, potentially life-threaten-
ing adverse effect of angiotensin-converting
enzyme (ACE) inhibitors. It involves most
often face, oral cavity or the upper respiratory
tract.2 Typically, it occurs within the first
weeks of ACE inhibitor therapy,2 3 however,
latencies of several months4 or even years3'5
have been reported. ACE inhibitors have also
been reported to be the cause of anaphylac-
toid reactions in individuals treated with wasp
venom immunotherapy6 or when combined
with allopurinol7 and in patients undergoing
LDL-apheresis and haemodialysis.8 As in our
patient, a second trigger such as a drug may
be necessary to elicit the angioedema.

The pathogenesis of ACE-inhibitor-in-
duced angioedema is not understood. Patients
with idiopathic angioedema,9 interventions in
the head and neck area,10 or Cl-esterase
inhibitor deficiency2 may be at higher risk
for ACE inhibitor-induced angioedema. Im-
munologic changes, alterations in the kinin or
complement systems have been proposed.2

Angioedema has been elicited by different
ACE inhibitors in the same patient" indicat-
ing a mechanism related to the pharmacolo-
gical action rather than to the chemical
structure of these substances. ACE inhibition
results in a local increase of bradykinin and
substance P levels, two potent cutaneous
vasodilators and inflammatory mediators, that
have been experimentally shown to induce
oedema.'

In our patient enalapril was the cause of the
recurrent angioedema and not, as suspected,
antibiotics and anti-inflammatories which
were only triggers. Since ACE-inhibitor-in-
duced angioedemas may begin after a long
asymptomatic period, and may occur at
irregular unpredictable intervals, even with
ongoing therapy, other drugs may be sus-
pected as a cause. The patients are then
labelled allergic and life-saving drugs may be
unnecessarily withdrawn. For the above-men-
tioned reasons we suggest that in the patient
of Vidal et al captopril may have at least
aggravated the anaphylactic reaction or may
have been the cause of the laryngeal oedema.
A single challenge with captopril may not be
enough to exclude its aetiologic role. We
suggest that in patients who are treated with
an ACE inhibitor and who suffer an angioe-
dema or an anaphylactic reaction, these drugs
should also be considered as a putative cause,
even when other drugs have been used
concurrently.
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Anorexia nervosa

Sir,
I read with interest the article by Hartman' on
anorexia nervosa. Although the author men-
tioned sudden death from cardiac arrhythmias
as the most serious cardiac complication, no
mention was made of mitral valve prolapse,
which is reported to occur in 13-74% of
patients with anorexia nervosa.2"3

Starvation-induced myocardial atrophy
and intravascular volume depletion may
produce mitral valve prolapse through the
mechanism of ventriculo-valvular dispropor-
tion.4 Sudden death in anorexia nervosa may
be primary due to long QT interval or
autonomic imbalance or secondary to mitral
valve prolapse.' Mitral valve prolapse in
patients with anorexia nervosa differs from
the prolapse caused by myxomatous degen-
eration of the mitral valve or ruptured chordae
tendineae in that it is reversible and may
disappear with refeeding.6
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