EDITORIAL

NEW ADMINISTRATION ROUTES IN IMMUNOTHERAPY

The most recent publication of the World Health Organization’s Expert Committee, sup-
ported by the various European, American and Japanese Academies and Societies of
allergy, asthma and immunology, has finally settled the long-running controversy on the
efficacy and risks of immunotherapy (1). This publication has served to support the cu-
mulative experience of many specialists (2), who in their daily practice have witnessed
the efficacy of this therapy as well as its minimal risks, which are similar to those of
other drugs (AAS, beta-lactams, anesthetics) (3-5).

Without doubt, early administration of immunotherapy in allergic asthma, after iden-
tification of the allergen, is the greatest guarantee of favorable evolution, the best re-
sults having been obtained in this condition (6, 7). Allergic rhinitis is also a specific indi-
cation for immunotherapy, with acceptable results. However, it is well known that many
asthmatics simultaneously present symptoms of rhinitis and that although treatment pro-
duces considerable improvement in asthmatic symptoms, rhinitis symptoms persist,
which puts in doubt the efficacy of subcutaneous immunotherapy in the treatment of
patients with rhinitis.

The most common route of administration is subcutaneous. Consequently, experien-
ce is greatest with this route and its mechanism of action is becoming increasingly bet-
ter understood (8). However, the most serious adverse reactions have also been pro-
duced with this form of immunotherapy. For this reason, as well as to facilitate and make
this route of administration more acceptable, above all in children, new forms of immu-
notherapy, such as oral and sublingual, have been developed. Of these two routes, that
which is preferentially being used is the sublingual route, which offers the possibility of
either swallowing the extract, after keeping it under the tongue for about two minutes,
or of spitting it out to avoid the oral route which can produce gastrointestinal adverse
effects (9). Nevertheless, in practice, sublingual immunotherapy may give way to oral
immunotherapy, given the difficulty of maintaining the extract under the tongue for the
required length of time, especially in children. Most recent publications on the use of
the sublingual immunotherapy report that investigators prefer it because it seems to be
more effective. In this edition of Allergologia et Immunopathologia, C. Valle, et al. report
a controlled study of the efficacy of sublingual immunotherapy with Ambrosia pollen (10).

A fair amount is currently known on the systemic mechanism of action through w hich
the beneficial effects of the three routes of administration already discussed are obtai-
ned, although studies have concentrated on the most commonly used route, the sub-
cutaneous route, believing that the other two act through a mechanism that must in part
be similar. However, doubts have been raised concerning the efficacy of these routes
when the clinical problem is highly localized, as when the patient presents symptoms
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only of rhinitis or, above all, of conjunctivitis, given that it is possible that the changes in
immune response caused by the subcutaneous vaccine do not reach such highly loca-
lized mucosal areas equally. For this reason, new routes are not surprisingly being sought,
such as the topical application on the affected mucosa. Of these routes, topical nasal
immunotherapy was the first to be introduced and is that in which experience is grea-
test (11). This therapy produced good results and its local mechanisms of action seem
to be fairly clear (12, 13).

Few trials have been performed on direct administration by bronchial inhalation, because
adverse reactions were soon observed, especially bronchospasm, as if in response to
bronchial provocation, although acceptable results were obtained in other studies (14, 15).

Also in this edition of Allergologia et Immunopathologia, Nufiez and Cuesta (16) pro-
pose a new topical route, local conjunctival immunotherapy, for the treatment of patients
in whom conjunctivitis is the only allergic manifestation. The difficulties of confirming
the diagnosis of any of the variants of ocular allergic are well known (17) since specific
IgE in the serum of approximately half of all patients cannot be demonstrated and the
results of skin tests are also negative. In contrast, in conjunctival mucosa and in tears,
indicators of an allergic inflammatory reaction can be detected (18, 19) hence the advi-
sability of performing conjunctival provocation tests to confirm the diagnosis. The use
of this new route of administration proposed by these Argentinian authors, whose first
results are promising, is very suggestive, given that etiological treatment of these pro-
cesses through subcutaneous immunotherapy is not very effective; moreover, the re-
sults are as uncertain as the diagnosis, since the positive results published generally co-
rrespond to patients with rhino-conjunctivitis and consequently the clinical problem is
different. Obviously, greater experience is needed with this route as its safety and effi-
cacy must be demonstrated by establishing treatment protocols: dose, guidelines, type
and quality of the extracts, time of treatment, etc. In addition, its mechanism of action
must be determined.

F. Munoz-Lopez
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