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before admission, he felt breathless and
inhaled two puffs of formoterol. He then
inhaled several puffs of salbutamol.
Within a few minutes, he developed acute
respiratory distress. The emergency team
arrived 15 min later. The patient cyanotic
and in respiratory arrest, received non-
invasive ventilation, and was given 80 mg
methylprednisolone i.v., nebulized ter-
butaline sulfate and ipratropium bro-
mide. One hour later, chest auscultation
was normal. Peak expiratory flow rate
was 500 I/min. Common laboratory tests
fell within normal limits. He was placed
on nebulized terbutaline—ipratopium
q.i.d. and methylprednisolone 2 mg/kg/
day. At day 3, he was prescribed formo-
terol 12 pg b.i.d., methylprednisolone

1 mg/kg/day and salbutamol on demand
(not needed by patient).

Skin prick tests (SPTs) for common
aeroallergens were positive for house dust
mite and birch. At day 5, forced expira-
tory volume in 1 s (FEV1) was 3.22 1
(85% predicted) and forced vital capacity
(FVC) 4.8 1 (105% predicted). Three
minutes after a puff of salbutamol, the
patient became acutely breathless with
audible wheezes and a 25% drop in
FEVI (to 2.41 1). Bronchial provocation
challenges (one challenge/day) demon-
strated: (i) a symptomatic decrease in
FEVI from 3.15 to 1.94 1 (38% drop)
after inhalation of terbutaline dry pow-
der; (ii) an increase in FEV1 after inha-
lation of formoterol or ipratropium (10%
and 12% respectively). SPT was positive
with albuterol/salbutamol sulphate for
aerosolization, nebulization or i.v. (5, 8
and 6 mm wheal respectively; saline no
wheal, codeine 5 mm), terbutaline sulfate
for inhalation, nebulization, dry powder
(5, 5 and 7 mm respectively) and pirbu-
terol acetate for inhalation (7 mm). Al-
lergy to preservative was unlikely, as the
various galenic preparations produced a
positive SPT. SPTs were negative for
formoterol, salmeterol, bambuterol,
ipratropium and methylprednisolone.
SPTs were negative in five asthmatics
(exposed to B2-agonists) and in five
nonasthmatic controls.

In vitro, histamine release (HR) was
22%, 10% and 7% for salbutamol,
terbutaline and formoterol on whole-
blood assay (cutoff value 5% of total
histamine content) and 9% for salbu-
tamol on isolated leucocytes. Excess
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concentrations of salbutamol, terbuta-
line but not formoterol caused inhibi-
tion of HR. There was no HR in the
absence of calcium. This supported an
IgE-dependent mechanism at least for
salbutamol and terbutaline. HR was
negative with prednisolone and ipratro-
pium.

At 3-year follow-up, the asthma is
controlled with formoterol 12 pg b.i.d.,
budesonide 800 pg b.i.d., methylprednis-
olone 4 mg/day and omalizumab 375 mg
every other week.

Several arguments support an IgE-
dependent mechanism: (i) the reaction
occurred very shortly after inhalation; (ii)
the patient was reproducibly rechallenged
with salbutamol or terbutaline; (iii) SPTs
with salbutamol, terbutaline and pirbu-
terol were positive in 15 min; and (iv) HR
was positive.

Of note, the three short-acting
B2-agonists share a tert-butyl group
attached to the nitrogen atom (6).
Whether the lack of adverse effect to
nebulized terbutaline seen on admission
day resulted from refractoriness, protec-
tion by ipratropium or real lack of
bronchoconstriction with terbutaline
nebulization remains unknown. We did
not challenge the patient with this drug as
the response with terbutaline powder was
dramatic.

In conclusion, allergic mechanism
should be investigated in patients with
paradoxical bronchoconstriction follow-
ing inhalation of short-acting 2-agonists.
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Anaphylaxis caused by

allergen sublingual
immunotherapy?
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We read with interest the publication by
Eifan et al. (1) reporting about a 11-year-
old girl treated
with Stalor al 300 Previous report reveals
IR mites SLIT,
taken in the
morning, and
grass/cereal pol-
len, taken in the
evening, who
developed a severe oral and gastrointes-
tinal reaction associated with high fever,
causing her to attend the emergency
department.

Following online publication, a medi-
cal team from Stallergénes met the

severe local reaction to
SLIT rather than serious
anaphylaxis.
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authors in Istanbul. The meeting revealed
the following information:

In the emergency department, body
temperature was 39°C and a blood count
was performed but the results were not
available. The patient received dextrose
infusion, intravenous (i.v.) H-antihista-
mine and i.v. corticosteroids. Review of
the clinical notes did not reveal any
record of blood pressure/pulse, or clinical
symptoms of asthma, urticaria or
angioedema. Adrenaline was not admin-
istered. Approximately 4 h after admis-
sion to the emergency unit, and following
significant improvement, the patient was
allowed to leave the hospital with a
prescription for Hi-antihistamine. On the
following day, treatment with Staloral
pollen was resumed with recurrence of
sublingual oedema and burning sensa-
tion. Pollen treatment was permanently
discontinued.

Clearly, the reaction described as ana-
phylaxis was actually a severe local
reaction with positive rechallenge. This
reaction does not constitute a description
of a serious anaphylactic reaction with
the characteristics of anaphylactic shock
as defined in the EAACI Immunotherapy
Position Paper. This may reflect a differ-
ence in the way in which the word
‘anaphylaxis’ is used, as, by definition, a
positive skin prick test could be con-
strued as anaphylaxis, although this
would lack the same significance as severe
laryngeal oedema or life-threatening
hypotension. This late statement is in line
with a recent editorial by Warner (2).

This report followed two other recent
publications of anaphylaxis in patients
treated with SLIT (3, 4). Only one case
satisfied the criteria for anaphylactic
reaction: the patient received latex by a
rush administration protocol (3), fortu-
nately administered in a hospital. Rush
protocol is associated with a higher risk
than conventional protocols. Latex
proteins are particularly potent allergens
and in this particular context, can be

compared with sublingual use of a full
dose of bee venom. The second patient
from the USA (4) reported a severe
reaction with no clear evidence of ana-
phylaxis following SLIT with a mixture
of six different allergens that was possibly
not standardized and probably not used
in compliance with the FDA-approved
indication. These publications (1, 3, 4)
raise two concerns. First, they raise the
question of the rationale for administra-
tion of SLIT during the pollen season (1),
but all clinical trials performed till date
have been conducted with pre-seasonal
administration without any dose reduc-
tion during the pollen season.

The second question concerns the use
of mixtures of allergens for the treatment
of polysensitized patients (1, 4). The
majority of allergic patients are polysen-
sitized even when they do not present
multiple allergies. However, a recent
large-scale clinical trial of SLIT (5) in 640
patients treated with a mixture of five
grass pollens did not reveal any differ-
ences in terms of efficacy and safety
between patients monosensitized to grass
pollens and those also sensitized to other
allergens, suggesting that polysensitiza-
tion is not a contraindication. The first
article reporting SLIT was published
20 years ago (6) and numerous studies
have been published. Several hundred
million daily doses have now been
administered. No life-threatening side-
effect has ever been described in the peer-
reviewed literature (7). These publica-
tions emphasize the need for all physi-
cians to comply with pharmacovigilance
rules by reporting all serious adverse and
unexpected reactions to allow the Mar-
keting Authorisation Holder to complete
their obligations.
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