SURVEY ON THE SAFETY OF A NO-UPDOSING REGIMEN
OF SUBLINGUAL IMMUNOTHERAPY
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ublingual immunotherapy (SLIT) is now reco-

gnized as a viable alternative to the injection

route (1). lts efficacy in respiratory allergy has
been repeatedly proven in numerous clinical trials
and, concerning rhinitis, it is also supported by meta-
analyses in children and adults (2, 3). A remarkable
characteristic of SLIT is the very favourable safety pro-
file, which has been confirmed in several post-marke-
ting surveys involving also children below the age of
five years (4, 5). Due to the optimal safety, and the
absence of severe side effects, it was suggested that a
slow updosing phase maybe not necessary, and
recent trials showed that starting the SLIT course with
the maintenance dose does not lead to remarkable
increase in side effects (6). On the other hand, a build-
up phase with increasing doses is mandatory for injec-
tion immunotherapy for safety reasons, as suggested
by the increased rate of side effects when accelerated
or rush protocols are used (7). Omitting the updosing
phase, which requires the use of different vials of the
product, is expected to make the treatment more
patient-friendly and to avoid dosing mistakes. Based
on this background we performed a large population-
based survey in real life to evaluate the safety of the
no-updosing schedule in allergic patients.

All patients seen at our centres from January 2005 to
March 2006, were prescribed SLIT in a no-updosing
regimen and the occurrence of side effects was eva-
luated by a dedicated diary card. A clear diagnosis of
IgE-mediated respiratory allergy was required, and
SLIT was prescribed according to guidelines (1) in
persistent or moderate/severe rhinitis with or without
mild to moderate asthma. The absence of contraindi-
cations to immunotherapy was carefully evaluated as
well. SLIT, standardized in STU, was given as the
commercial preparation (SLITone, ALK-Abello,
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Lainate, Milano) of single-dose containers to be assu-
med once daily. The usual regimen involves a build-
up phase of 10 days, with increasing daily doses from
a separate vial. In this survey, the updosing phase
was omitted and the patients were instructed to start
immediately their SLIT course with the maintenance
dose. All patients (or parents) were carefully instruc-
ted on the rationale and use of SLIT, on the possible
side effects and on how to manage them. A physician
was available at each centre for any possible problem
and regular visits were planned as made in the routi-
ne practice. Patients were given a structured diary
card where they had to record any adverse event
occurring with SLIT. Adverse events were subdivided
into local (oral itching/swelling) and systemic (urtica-
ria, asthma, rhinitis, gastrointestinal complaints, ana-
phylaxis) and graded as mild (no need for treatment
or dose adjusting), moderate (need for drugs/medical
advice or dose adjusting), and severe (life-threatening
or hospitalization or emergency care or discontinua-
tion needed)

Between january 2005 and february 2006 the no-
updosing SLIT was prescribed to 156 patients (65
female and 91 male, mean age 19,83, range 5-54 yrs).
One hundred and seventeen patients received SLIT
for a single allergen (63 mite, 34 parietaria, 19 grass,
6 olive, 4 alternaria, 1 mugwort); 10 patients were
treated with two separate extracts (6 parietaria and
mites, 1 parietaria and grass, 1 parietaria and olive, 1
mite and grass, 1 parietaria and mugwort); 18 patients
received a manufactured mix SLIT (17 grass+olive, 1
grass+mugwort) and 11 patients were treated with
three allergens in various combinations. A conti-
nuous maintenance was given for mite, alternaria and
parietaria (118 treatments), whereas for the other pol-
lens a pre-seasonal regimen was recommended.
Overall, during the survey, about 33,660 doses were
given and the duration of the follow-up ranged from 4
to 15 months. One single adverse event due to SLIT
was reported, i.e. mild oral and pharyngeal itching 15
minutes after the first dose. This side effect self resol-
ved, disappeared after 15 minutes and was no more

European Annals of Allergy and Clinical Immunology - volume 38 - n° 9 - 2006 313




present at the subsequent doses. The overall rate of
side effects resulted to be 0.7% of patients and less
than 0,03 per 1,000 doses.

As it happened with injection immunotherapy, the
simplified administration schedules for SLIT have
recently gained the attention of clinicians. In fact, the
updosing phase is time-consuming, requires the use
of vaccines prepared in multiple blisters or vials at dif-
ferent concentrations and may represent a source of
errors. The updosing phase cannot nevertheless be
avoided with injection immunotherapy, whereas with
SLIT the ultra rush and accelerated schedules have
been proved safe (8, 9), and there are also reports on
the tolerability of no-updosing (10, 11). The present
survey was conducted in a large population of
patients in real life and with a commercial product
prepared as single-dose vials. The results confirm
that starting the SLIT with the maintenance dose is a
safe approach and the rate of adverse events does not
differ with that observed in other surveys (4, 5) using
the traditional regimen. In conclusicn we suggest that
the no-updosing administration ca.: be a suitable and
patient-friendly modality of administration of SLIT.
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