
double-blind, cross-over, comparative effectiveness trials11 are
still needed to determine whether omalizumab works better
than third-line and other fourth-line treatment options. Such
research could possibly provide a sound scientific basis for pro-
moting omalizumab to the level of a third-line recommendation
in future evidence-based treatment guidelines.
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Uncontrolled allergic rhinitis during treatment
and its impact on quality of life: A cluster
randomized trial

To the Editor:
The treatment of allergic rhinitis is now well established.

Although the majority of patients present with controlled symp-
toms during treatment, many are still uncontrolled, leading to the
concept of severe chronic upper airway disease (SCUAD).1

Patients with SCUAD are likely to have an impaired quality of
life affecting social functioning, sleep, school results, and/or
work performance. However, this concept requires validation.

As a pilot study to investigate SCUAD, the prevalence of
uncontrolled rhinitis after 2 weeks of treatment and its impact on
quality of life and work productivity were assessed on the basis of
a post hoc analysis carried out from a published pragmatic,
cluster-randomized trial.2

Methods have been described2 and are summarized in this arti-
cle’s Online Repository at www.jacionline.org. For the treatment
of patients with allergic rhinitis during the grass pollen season,
allergy or ears, nose and throat specialists were randomized to
follow a strategy based on Allergic Rhinitis and its Impact on
Asthma (ARIA)3 or free-choice treatment, according to their
practice. The study was performed in France.

Outcomes included a Rhinitis Total Symptom Score (RTSS4:
nasal obstruction, pruritus, sneezing, and rhinorrhea) monitored
daily for 14 days using a diary. The self-administered disease-
specific Rhinoconjunctivitis Quality of Life Questionnaire
(RQLQ; 28 questions),4 the Allergy-Specific Work Productivity
and Impairment questionnaire (WPAI-AS),5 and a visual analog
scale (VAS) for the global evaluation of rhinitis6 were measured
at baseline and after 14 days of treatment. Ocular symptoms
were assessed both by questionnaire and the RQLQ eye symptom
domain (E-RQLQ).

An a priori definition of SCUAD was used: a VAS level for the
global evaluation of rhinitis >_5 cm (0-10 cm scale) and/or severe
ocular symptoms defined by the occurrence of ocular symptoms
in the diary and RQLQ (E-RQLQ >_2.5, cutoff level at the 75th
percentile of E-RQLQ).

The only patients considered for the analysis were those who
completed the evaluation of all of the outcomes at baseline and
after treatment. Because data were not normally distributed after
treatment, medians 25th to 75th percentiles and nonparametric
tests were used.

Patients were recruited between March 8 and July 15, 2002.
A total of 399 physicians enrolled 796 patients. Two hundred ten
patients (26.4%) were excluded from the analysis (see this
article’s Fig E1 in the Online Repository at www.jacionline.org).

FIG 1. Response of patients (numbers from 1-8) to omalizumab therapy.
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At baseline, characteristics of the patients were similar and
not clinically different between treatment groups (see this
article’s Table E1 in the Online Repository at www.jacionline.
org). Most of the patients at baseline presented with moder-
ate/severe allergic rhinitis as defined by ARIA (see this article’s
Fig E2 in the Online Repository at www.jacionline.org). Indi-
vidual outcomes were normally distributed at baseline and
skewed after treatment.

After treatment, symptom scores were reduced, and quality of
life and productivity were improved. The differences between
free-choice treatment and ARIA appear to be small, even if
significantly different (see this article’s Table E2 in the Online
Repository at www.jacionline.org).

Eighty-two patients presented a VAS >_5 cm, 52 (18.1%) in the
free-choice treatment and 30 (10.3%) in the ARIA-based strategy.
Patients with bothersome eye symptoms (ocular symptoms and
E-RQLQ >_2.5) corresponded respectively to 9.1% (26) and 9.0%
(27). Overall, 111 (18.9%) patients presented an uncontrolled
rhinitis after treatment (VAS >_5 cm and/or bothersome eye
symptoms): 58 with a VAS >_5 cm, 29 with an E-RQLQ >_2.5,
and 24 with both VAS >_5 cm and E-RQLQ >_2.5. At baseline,
patients in the SCUAD group were slightly younger (P 5.04), but
there were no differences in sex, tobacco-smoking habits, or
asthma. They did not have more severe disease at baseline than
controlled patients.

In the current study, it was found that SCUAD, a newly
described phenotype of allergic rhinitis,1 is present in around 10%
to 20% of patients with allergic rhinitis. Patients with SCUAD
present uncontrolled nasal and/or ocular symptoms and an
impaired quality of life and work performance.

We used a cluster-randomized trial aiming to mimic real life.
There was no exclusion of patients at randomization, as is often
the case in clinical trials, because we wanted to study the whole
range of patients regularly seen by physicians. Although the
treatment was administered by specialists, it was found that the
ARIA-based strategy was more effective than the free-choice
treatment.2

Some limitations may exist in this article. Many methods assess
the efficacy of a treatment for allergic rhinitis, but in outpatient
clinics, there is no validated objective test.7 Symptom scores and
quality of life measurements have been used. These 2 methods
assess the different characteristics of the patients. The VAS is a
technique used to measure subjective phenomena, and changes
in VAS within patients are more appropriate for study purposes
than single measurements. This is why, in the current study, we
used a cutoff level (>_5 cm) probably greater than needed to char-
acterize uncontrolled rhinitis. In a recent article in the same pop-
ulation, we found that a cutoff level of 3 cm was sufficient when
the VAS was measured at 2 intervals. There was no validated
ocular symptom outcome, so we selected E-RQLQ in patients
with ocular symptoms reported in a diary. The cutoff level was
set at the 75th percentile.

In asthma, control is a key outcome, independent of asthma
medications. A similar independent relationship was proposed in
allergic rhinitis.1 However, this concept had never been defined in
a study. In this study, it has been shown that the SCUAD pheno-
type is a common problem, as suspected in clinical practice.
SCUAD should apply only to patients who, despite adequate
treatment, are still uncontrolled. It was found that SCUAD was
present in around 10% to 20% of these patients when VAS and
ocular symptoms were considered.

Impact on quality of life and work productivity is highly
relevant in SCUAD. Although improved by comparison to
pretreatment, patients with SCUAD had a significantly impaired
quality of life (median RQLQ before treatment and during
treatment, 2.77 and 2.04, respectively) whereas the median
RQLQ of controlled patients was 0.58. Moreover, all RQLQ
domains were significantly altered in SCUAD when compared
with controlled patients. Similar results were observed for work
productivity.

Patients with SCUAD require a more effective treatment since
their quality of life and work productivity remain impaired. They
may be ideal candidates for specific immunotherapy or novel
treatments yet to be developed. Because the current study is a post
hoc analysis, further studies are needed to confirm the concept.
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