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moderately complex assay that was originally introduced by
MAST Immunosystems in 1983. It is a laboratory-based screening
test that measures IgE antibody to a panel of allergens. Serum is
drawn into the pipette device, and IgE antibody, if present, binds
to allergen immobilized on threads and then is detected with la-
beled anti-IgE. Because it is an established semiquantitative
screening assay that requires performance in the laboratory, it
alongwith the Thabest IgE test (MolecularMedicine Inc, Denville,
NJ) was not overviewed within the context of the article, which fo-
cused primarily on quantitative assays. There was, however, no in-
tent to exclude any technology, and thus for completeness, both the
CLAAllergy Test and the Thabest IgE Test should have beenmen-
tioned as a counterpoint to the ImmunoCAP Rapid (Phadia, Up-
psala, Sweden). One strength of the CLA Allergy Test over the
current ImmunoCAPRapid is the availability of IgE antibodymea-
surements to a greater number of allergen specificities. The Immu-
noCAP Rapid, however, was singled out in this article because it is
the first assay that involves the use of a finger prick sample of blood
and a reader that can be used by a non–laboratory-trained individ-
ual. As such, it has been positioned as a technology that can be per-
formed by unskilled employees in a primary health care office or a
patient’s home. This contrasts with the CLAAllergy test and Thab-
est IgE Test, which both require performance in a clinical labora-
tory. We thank Dr Saper for expanding the focus of our article to
ensure mention of all the semiquantitative IgE antibody assays
used in North America.
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Lack of pretreatment cost-effectiveness and
side effects of omalizumab versus prednisone/
montelukast on tolerability of immunotherapy

To the Editor:
The article ‘‘Effect of pretreatment with omalizumab on the

tolerability of immunotherapy in allergic asthma’’1 left me trou-
bled, in that there was no editorial comment or any letters to the
Editor commenting on the cost or the extensive time (13 weeks)
required for pretreatment in those patients not controlled on in-
haled corticosteroids for immunotherapy to be carried out. The
addition of montelukast and/or a brief course of prednisone is fre-
quently effective and is much less costly, and immunotherapy can
be carried out much, much sooner.

Regretfully, cost, side effects and pretreatment duration with
omalizumab were never addressed in relation to the alternatives.
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Reply

To the Editor:
Dr Rosenberg1 questions the cost effectiveness of omalizumab

as a pretreatment for immunotherapy compared with prednisone
and/or montelukast. The objective of our study was to determine
whether pretreatment with omalizumab was safe and effective in
terms of reducing the likelihood of systemic allergic reactions
associated with initiating specific allergen immunotherapy in a
population considered to be at high risk for adverse events. An
analysis of costs was not an objective of the study. Although the
question of cost is important to consider, in this complex situation
there would be multiple factors to evaluate. Besides the costs of
omalizumab pretreatment and allergen immunotherapy, there
would be the costs avoided such as those associated with treating
systemic allergic reactions and asthma exacerbations and the ben-
efits of achieving maintenance immunotherapy. Dr Rosenberg1

mentions the use of possible alternatives such as montelukast or
a brief course of prednisone. Indeed, many studies have evaluated
different premedication regimens for various types of immuno-
therapy using rush, cluster, and conventional dosing. However,
neither of these agents has been evaluated according to the objec-
tives of our study, particularly in patients with moderate-severe
allergic asthma experiencing persistent symptoms despite use of
inhaled corticosteroids. In fact, 35% of patients were pretreated
with antihistamines in our study. Post hoc analysis showed that
antihistamine pretreatment had no effect on the number of
systemic allergic reactions. Not surprising, the majority of our
study patients experienced respiratory grade 3 systemic allergic
reactions. Omalizumab had a pronounced effect on reducing these
events (6 with omalizumab pretreatment vs 24 with placebo). The
potential benefits of montelukast or a short course of prednisone
in terms of both reducing systemic allergic reactions and improv-
ing asthma control in this population are yet to be demonstrated in
the context of appropriately designed clinical trials. In contrast,
these benefits were demonstrated by omalizumab in our trial
and enabled more patients to tolerate initiating immunotherapy
and to achieve the target maintenance dose.
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FIG 1. Receiver operating characteristic curve (A) and discrimination ability
of the chosen cutoff of 85% for the FEV1 values in patients with FEF25-75
<_65% and FEF25-75 >65% (B). Sens, Sensitivity; Spec, specificity.
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Forced expiratory flow between 25% and 75%
of vital capacity may be a marker of bronchial
impairment in allergic rhinitis

To the Editor:
Simon et al1 have published a very interesting study conducted

in a cohort of children with asthma. These authors suggest that
forced expiratory flow between 25% and 75% of vital capacity
(FEF25-75) should be considered in children with asthma and nor-
mal FEV1 andmight predict the presence of reversible airflow ob-
struction. We agree with them that the usefulness of FEF25-75
should be re-evaluated. Moreover, the editorial by McFadden2

pointed out that long-term studies will be required to reach defin-
itive conclusions about the ultimate clinical utility of FEF25-75 in
asthma management.

However, wewould like to highlight the further role of FEF25-75
as a diagnostic and prognostic marker of bronchial involvement in
patients with allergic rhinitis (AR). This issue is strongly sup-
ported by the concept of a tight connection between AR and
asthma, underlined by the American guidelines on rhinitis3 and
the Allergic Rhinitis and its Impact on Asthma document.4 The
first document states that a reduced FEF25-75 may be considered
a marker of early bronchial pathology in patients with AR.3 The
latter document, addressing the association between AR and
asthma,4 suggests that FEV1may not be sensitive enough to detect
small airways obstruction in some patients with rhinitis, quoting 2
recent articles on FEF25-75 in which this parameter was identified
as predictor of early bronchial involvement in this patient popula-
tion.5,6More recently, it has been reported that an initial bronchial
airflow obstruction, detected by impaired FEF25-75 values, occurs
in 23% of a large cohort of patients with a recent onset of AR and
normal FEV1 values.

7

To evaluate this topic further, we conducted a preliminary
analysis in young adults with AR to define a cutoff value of FEV1

for identifying overt impaired FEF25-75 values (such as <65% of
predicted). This cross-sectional study included 4782 subjects
(71% males; mean age, 25.4 years) with AR but no current or
past asthma symptoms.

Medians and percentiles (25th and 75th) were used as descrip-
tive statistics. A receiver operating characteristic curve analysis
was performed to determine a cutoff for FEV1 that could optimize
the sensitivity and the specificity of the test to identify patients
with a FEF25-75 value >65%. Medcalc 9 (Milan, Italy) was used
for computation.

The median FEV1 value was 91% (25th, 83%; 75th, 96%), the
median forced vital capacity value was 100% (25th, 90%; 75th,
104%), and the median FEF25-75 value was 72% (25th, 66%;
75th, 75%); 3691 patients (77%) showed a FEF25-75 value
>65% of predicted normal values. By receiver operating charac-
teristic analysis, we were able to show a FEV1 value >85% to be
the optimal cutoff to discriminate patients with FEF25-75 >65%.
The associated sensitivity and specificity were 90.7% (95% CI,
89.7-91.6) and 87.6% (95%CI, 85.5-89.5), respectively. The pos-
itive and negative predictive values were 96.1% and 73.6%. The
corresponding area under the receiver operating characteristic
curve of 0.92 (95%CI, 0.91-0.93) indicated a good discriminating
ability (Fig 1).

Therefore, an FEV1 value still in the lower part of the normal
range, such as higher than 80% of predicted as stated by the
Global Initiative for Asthma guidelines (http://www.ginasthma.
com) could be associated in patients with ARwith overt reduction
of forced expiratory flows. In conclusion, FEF25-75 should be
carefully assessed in patients with AR.

Giorgio Ciprandi, MDa

Ignazio Cirillo, MDb

From athe Department of Internal Medicine, Genoa University, Genoa, Italy, and bthe

Navy Medical Service, La Spezia, Italy. E-mail: gio.cip@libero.it.

Disclosure of potential conflict of interest: The authors have declared that they have no

conflict of interest.
REFERENCES

1. Simon MR, Chinchilli VM, Phillips BR, Sorkness CA, Lemanske RF, Szefler SJ,

et al. Forced expiratory flow between 25% and 75% of vital capacity and FEV1/

forced vital capacity ratio in relation to clinical and physiological parameters in

asthmatic children with normal FEV1 values. J Allergy Clin Immunol 2010;126:

527-34.

2. McFadden ER. Resurrection men and the FEF25-75. J Allergy Clin Immunol 2010;

126:535-6.

3. Wallace DV, Dykewicz MS. The diagnosis and management of rhinitis: an updated

practice parameter. J Allergy Clin Immunol 2008;122:S1-S84.

4. Bousquet J, Khaltaev N, Cruz AA, Denburg J, Fokkens WJ, Togias A, et al. Allergic

Rhinitis and its Impact on Asthma (ARIA) 2008 update (in collaboration with the

World Health Organization, GA2LEN and AllerGen). Allergy 2008;63(suppl 86):

8-160.

5. Cirillo I, Klersy C, Marseglia GL, Vizzaccaro A, Pallestrini E, Tosca MA, et al. Role

of FEF25-75 as predictor of bronchial hyperreactivity in allergic patients. Ann Al-

lergy Asthma 2006;96:692-700.

6. Ciprandi G, Cirillo I, Klersy C, Marseglia GL, Vizzaccaro A, Pallestrini E, et al.

Role of FEF25-75 as an early marker of bronchial impairment in patients with sea-

sonal allergic rhinitis. Am J Rhinol 2006;20:641-7.

7. Ciprandi G, Cirillo I, Klersy C. Lower airways are affected also in asymptom-

atic patients with recent onset of allergic rhinitis. Laryngoscope 2010;120:

1288-91.

doi:10.1016/j.jaci.2010.10.053

http://www.ginasthma.com
http://www.ginasthma.com
mailto:gio.cip@libero.it

	Outline placeholder
	Reference

	Reply
	Forced expiratory flow between 25% and 75% of vital capacity may be a marker of bronchial impairment in allergic rhinitis
	References


