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Sublingual Immunotherapy: Validated!

The impact of allergic disease on both developing and
developed nations is considerable (1, 2). Economically
important because of lost productivity and the constant
demands of chronic health care, immunoglobulin-E
(IgE)-mediated diseases are a growing problem. The next
generation is likely to be a more atopic population
according to increasing evidence in recent birth cohorts
and epidemiological studies (3). Many atopic patients can
fear, even with quite minor symptoms, a reduced quality
of life, whilst in other patients, their disease may progress
to allergic asthma and become potentially life threatening
(4).

Allergen-specific immunotherapy has been shown to
reduce the symptoms and suffering in allergic rhinitis
patients since its introduction almost a century ago (5).
Nevertheless, when immunotherapy is administered sub-
cutaneously, it is not an ideal choice for all patients.
Injections require repeated visits to a healthcare centre
over periods of weeks at a time, and often at personal
inconvenience. The procedure itself can be at best
uncomfortable and, at worst, dangerous (6). Sublingual
immunotherapy (SLIT), self-administered at home, has
been widely proposed as an alternative to subcutaneous
injections or continued medication (7).

It is interesting to assess the acceptability of SLIT in
guidelines. In 1993, the EAACI Position Paper on Specific
Immunotherapy (SIT) proposed that SLIT might be used
as an investigational therapy to prove its efficacy and
safety (8). SLIT was not even mentioned in the BSACI
Position Paper (9). In 1998, the WHO Position Paper on
SIT found four double-blind, placebo-controlled (DB-
PC) studies on SLIT and proposed that SLIT may be used
in adults with allergic rhinitis, but there was insufficient
evidence to use it in children (5). Serious concerns were
even published in an EAACI paper on local immuno-
therapy (8). In 2001, the Allergic Rhinitis and its Impact
on Asthma (ARIA) document retrieved over 10 DB-PC
studies and indicated that the efficacy of high allergen
dose sublingual-swallow specific immunotherapy (at least
100 times the cumulative dose of subcutaneous immuno-
therapy) has been documented in DB-PC studies carried
out on allergic rhinitis induced by certain pollens and
mites (4). In this document, the safety of SLIT in children
and adults was confirmed. A major paper produced was
Wilson’s Cochrane meta-analysis on the efficacy and
safety of SLIT in rhinitis (10). The conclusions of this
paper were of interest: ‘SLIT is a safe treatment which

significantly reduces symptoms and medication require-
ments in allergic rhinitis. The size of this benefit compared
to that of other available therapies, particularly injection
immunotherapy, is not clear, having been assessed
directly in very few studies. Further research is required
concentrating on optimising allergen dosage and patient
selection’. New papers on SLIT published over the past
year and presented at meetings (11-19) convincingly show
that SLIT is one of the treatments of allergic rhinitis.
Some studies on the relationship between SLIT and
subcutaneous SIT have been published but more data are
required (20). Two new unpublished studies using appro-
priate methodology (21) have recently been presented and
confirm the efficacy and safety of SLIT. Thus, in around
13 years, there has been a complete new thinking about a
treatment which will soon be over a century old. Today,
we can say with certainty that SLIT is safe and effective,
although it is clear that we need more data to assess its
mechanisms and indications (22).

In this supplement, some of Europe’s most experienced
investigators and researchers in immunotherapy provide
a unique collection of articles that give the reader a
comprehensive and up-to-date review of SLIT in the 21st
century. Based on the authors’ experiences, these articles
provide an overview of SLIT from the latest of laboratory
developments and recombinant DNA technology,
through pharmaceutical and clinical studies to every
day patient care.

The remarkable safety profile of SLIT is well recog-
nized and, in his article on SLIT in children, Professor
Scheinmann and his colleagues describe how even in a
vulnerable patient group, children under 5 years, this
treatment is well tolerated and compliance is high.
Although young children are probably the most likely
group of patients to benefit from SLIT, they are
particularly difficult to treat, especially with procedures
that require long-term intervention. One reason for this is
the need for parents to observe a benefit of treatment
without risk before agreeing to continued treatment.

The mechanisms of SLIT are still unclear and this
aspect is reviewed by Professor Akdis’ team, who discuss
the immune mechanisms underlying SLIT and explain
how a new understanding of the role of the oral mucosa
in the immune response can be harnessed to achieve a
better and more rapid build-up of allergen tolerance.

The presentation and formulation of the allergen is also
critical to the success of the treatment. Indeed, the
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heterogeneity of dosage and poor quality of allergens are
commonly cited reasons for not using SLIT. Dr Moingeon
describes how scientific innovation is enabling an
improvement in SLIT formulations and the characteriza-
tion of allergens by replacing traditional allergen extracts
with well-characterized molecules of known structure.

Adult patients also benefit from SLIT, as shown in the
article by Professors Canonica and Passalacqua. Positive
efficacy is considered as relief from symptoms, less need
for medication and less incidence of asthma. However, in
his provoking paper on clinical trials, Professor Malling
suggests that there have been lost opportunities in many
studies performed to date. He speculates that, by follow-
ing stricter guidelines with well-designed studies, the
evidence base for SLIT efficacy could become robust
and, therefore, have greater acceptability as a treatment
for type I, IgE-mediated allergies.

The final paper in this series, from Professor Didier,
reviews the changes in SLIT taking place today based
on the innovations in protein technology (described by

Dr Moingeon) as well as the increased understanding of
the specific mechanisms of oral immunity (described by
Professor Akdis). New formulations, such as tablets
that dissolve under the tongue and adjuvants that
specifically target the oral mucosa, are likely to increase
both the efficacy and compliance of SLIT. These
advances also give us a tantalizing glimpse of a future
where patients’ treatment could be tailored to suit their
particular allergy and personal response to a specific
allergen.

I hope that the reader will be as enthusiastic about this
series of papers and I thank the authors for their valuable
contributions to the progress of SLIT. I also hope that
‘pro’ and ‘con’ sessions will cease on SLIT as it has now
been validated!

Professor Jean Bousquet

Clinique des Maladies Respiratoires, Hopital Arnaud de
Villeneuve, Centre Hospitalier Universitaire, Montpellier
Cedex, France
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