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International guidelines suggest that the optimal treatment
duration of allergen immunotherapy (AIT) is 3 years [1]. Like
all long-term treatments, AIT is affected by poor adherence,
which is mostly characterized by discontinuation of treatment
before the end of the recommended period [2]. This problem
affects both subcutaneous immunotherapy (SCIT) and
sublingual immunotherapy (SLIT), even if some data suggest
that adherence is better in patients receiving SCIT [3]. Other
than clinical reasons, one of the most relevant factors for poor
adherence to SCIT is the inconvenience related to the commute
necessary to receive the allergy injections [4]; consequently,
many attempts have been made to shorten treatment by
reducing the number of injections [5].
The introduction of chemically modified allergens
(high-dose hypoallergenic preparations, or allergoids) has
made it possible to safely accelerate the build-up phase, and
pollen allergoids have proved effective and safe with only
7 preseasonal injections [6]. Rush schedules with allergoids
have also proven safe in previous studies [7,8], and a recent
controlled study by Chaker et al [9] showed that an abbreviated
build-up schedule with a 6–grass pollen allergoid extract
(4 injections) was as safe and well-tolerated as the conventional
7-injection updosing schedule [9]. The aim of this retrospective
study was to investigate the safety of the abbreviated build-up
phase of pollen allergoids in real life.
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We sent a questionnaire to allergy centers that adopted the
shortened build-up schedule. The questionnaire included the
following items: age, gender, symptoms, extract composition,
maximum dose reached (yes/no), number of injections, local
reactions (>5 cm, <10 cm), large local reactions (>10 cm), and
systemic reactions. The shortened regimen was administered
with Allergovit (Allergopharma GmbH & Co. KG), an
AIT pollen extract that has been chemically modified with
formaldehyde to produce an allergoid. Allergovit is specified in
therapeutic units per mL (TU/mL) and provided in 2 strengths
(A, 1000 TU/mL; and B, 10 000 TU/mL). The abbreviated
updosing regimen consists of 4 injections, and the schedule
is completed within 3 weeks only, while the conventional
regimen comprises 7 injections. Patients received 2 weekly
strength A injections and 2 strength B injections, with volumes
of 0.2 and 0.6 mL, respectively. In grass pollen Allergovit
extracts, the maximum dose of 0.6 mL corresponds to a
content of 25 μg of grass group 5 allergens. The Figure shows
a comparison of the classic and abbreviated build-up schedules.
We collected 156 cases of patients with seasonal allergic
rhinoconjunctivitis who had been chosen for the short buildup; 85 of these patients also had asthma symptoms. Mean age
was 36.0 years (range, 7-76), and there were 89 males and
67 females. The distribution by extract was as follows: grasses,
46; Parietaria, 36; ragweed, 26; birch, 13; mixed trees, 10;
various mixtures, 25.
All patients but one reached the maximum scheduled dose,
and 138 patients (88.5%) completed the treatment without
reactions. A further 138 patients (88.5%) also reached the
maximum dose with the 4 scheduled injections. Eighteen
patients required 1 extra injection, 9 for concomitant non–
treatment-related events and 9 for adverse reactions.
Overall, 12 mild treatment-related local reactions (>5 cm,
<10 cm) and 2 severe local reactions (>10 cm) were recorded
(2.2% of the total 649 injections; 9.0% of patients). A severe
local reaction was the reason why 1 patient did not reach the
maximum dose. No systemic reactions were observed.
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Figure. Comparison of the classic schedule and the short build-up.
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This study shows that the build-up phase of a high-dose
hypoallergenic pollen allergoid can be safely shortened
from the conventional 7 to only 4 injections, thus enabling
the maintenance dose to be reached in only 3 weeks. This
possibility has several advantages. Patients can benefit
earlier from the treatment, since the clinical benefits of AIT
appear very shortly after the maintenance dose is reached [5].
Shortening the escalation period can also address the problem
of poor adherence, since adherence to SCIT is affected
by logistic difficulties in attending the health care facility
to receive the medication [4]. It is interesting to make a
comparison of our findings with the results of the phase II
randomized study by Chaker et al [9], who compared the
safety and tolerability of the same short build-up schedule
with the same 6-grass allergoid extract, which shared features
with the classic 7-injection schedule [9]. While safety and
tolerability were comparable between the 2 schedules, the
authors observed local reactions (>5 cm) in 29.5% of patients
in the abbreviated schedule and systemic reactions in 13.1%
of the same group (WAO grades 1 and 2) [10]. Our results are
considerably lower, although in the prospective phase, patients
in the trial of Chaker et al remained under observation for
2 hours after the injection: in our retrospective, real-life survey,
some late reactions may have been missed. In any case, the
most relevant observation is that nearly all patients reached the
maximum dose (155 out of 156), and a very high number of
patients (88.5%) completed the treatment with the 4 scheduled
injections. Since these figures were registered in patient diaries,
they are free from observation bias, thus proving the feasibility
of the abbreviated schedule. Furthermore, Chaker et al only
studied grass extract, while the safety of the short build-up in
our survey was demonstrated with pollen extracts of various
compositions (see above). In contrast with Chaker et al, who
included only adult patients, our survey included 18 pediatric
patients (<19 years), of whom 12 were aged <15 years: no
reactions were observed in this group. In any case, the number
of reactions reported was too small to establish significant
correlations (age, gender, extract composition, symptoms).
In conclusion, accelerating the build-up phase with
hypoallergenic pollen allergoids is feasible and safe, reduces
discomfort for patients, and increases adherence. Completing
the treatment in only 3 weeks could attract more patients and
make it possible to admit patients to AIT even close to the
relevant pollen season. Such an approach will ultimately result
in more patients enjoying the clinical benefits provided by AIT.
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