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Allergen-specific immunotherapy for allergic rhinitis 
in the elderly: is it never too late?

Specific immunotherapy (SIT) is a therapeutic 
approach in which administration of purified 
allergen extracts by sublingual or subcutaneous 
routes is performed with the aim to obtain immu-
nological and clinical tolerance to those allergens 
[1], which are responsible for eliciting an abnormal 
IgE response, resulting in the clinical manifesta-
tion of allergy [2]. SIT has been shown to be effica-
cious in patients with mild-to-moderate disease, 
but also in patients considered to be not respond-
ing to symptomatic treatment such as antihista-
mine drugs or topical corticosteroids [3]. The most 
relevant potential characteristic of SIT is that it 
could modify the course of clinical allergy disease 
(the so-called ‘disease-modifying’ treatment) [4], 
therefore differentiating SIT from symptomatic 
treatment. SIT is able to reduce the risk of new 
allergic sensitizations [5]. In allergic children with 
rhinitis, SIT has been shown to reduce the devel-
opment of asthma [6]. The clinical efficacy of SIT 
is not immediate but once established, SIT could 
offer clinically relevant and long-lasting relief of 
allergic symptoms [7]. A 3-year subcutaneous 
SIT in children with seasonal allergic rhino-con-
junctivitis has demonstrated an ability to reduce 
the risk of developing asthma during treatment 
and 2 years after discontinuation of SIT. This 

supports the concept of a long-term preventive 
effect of SIT. Immunotherapy is effective in the 
treatment of allergic respiratory diseases such as 
asthma [8] and rhinitis [9], latex allergy [10] and 
atopic dermatitis [11] in children and young adults. 
Sublingual SIT (SLIT) is clinically effective in 
the treatment of respiratory allergy due to pollen 
[12] and other allergens such as Alternaria alternata 
[13]. SIT is a useful treatment for allergic rhinitis, 
especially when the range of allergens responsible 
is narrow. Treatment with SIT might limit the 
tendency to acquire new sensitizations [14]. A 
well-accepted tenet in SIT is the fact that this 
therapeutic approach is worthwhile when it is ini-
tiated as soon as possible [15]. Even if, in general, 
SIT is not indicated in children before the age of 
5 years [16], clinical studies have shown that SIT 
is safe and well-tolerated in subjects of 3–5 years 
of age [17]. Therefore, SIT for respiratory aller-
gies is generally not considered a therapeutic strat-
egy for elderly people and the real effect of this 
therapeutic approach in this class of patients  is 
controversial [18].

Summary of methods & results
In this paper, Bozek et  al. evaluated 111 
60–75-year-old patients with allergic rhinitis and 
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confirmed Dermatophagoides pteronyssinus and 
Dermatophagoides farinae allergies [19]. The 
patients were individually randomized to active 
or placebo groups using a double-blind method. 
The subjects with allergic rhinitis, who fulfilled 
the Allergic Rhinitis and its Impact on Asthma 
criterion and had a positive skin prick test, were 
positive for specific IgE, and had positive nasal 
provocation tests with D. pteronyssinus and D. 
farinae, were included in the study. The patients 
were randomly selected to receive SLIT (Staloral 
300 SR D. pteronyssinus and D. farinae 50/50% 
extract; Stallergenes) or the corresponding pla-
cebo. The recruitment period was limited to 
3 months (November to January). There was a 
2-week run-in period. The mean treatment dura-
tion was 28.2 months (range: 3–36 months). 
Forty seven patients completed 3 years of SLIT, 
while 48 subjects finished the placebo treat-
ment within that time frame. Four patients in 
the active group and nine patients in the pla-
cebo group prematurely terminated study par-
ticipation. The patients’ allergic rhinitis symp-
toms were monitored using a seven-point visual 
graphic scale (published by the Joint Task Force 
and modified by Allergic Rhinitis and its Impact 
on Asthma [20]) for grading the severity of nasal 
(sneezing, runny nose, congestion, itchy nose and 
postnasal drip) and non-nasal (eye symptoms, 
throat symptoms, chronic cough, ear symptoms 
and headache) symptoms in addition to mental 
function and quality of life changes. The total 
nasal symptom score decreased by 44% in the 
active group and 6% in the placebo group after 
3 years of SLIT. This difference was only signifi-
cant in the active group (p < 0.05). At the end of 
therapy, the total medication score of the active 
group decreased significantly by a maximum of 
51% (p < 0.05), whereas the total medication 
score of the placebo control group showed an 
insignificant decrease (p = 0.56). There was no 
statistical difference at the end of the study period 
regarding the mean non-nasal (eye symptoms, 
throat symptoms, chronic cough, ear symptoms 
and headache) score between the two groups. 
Active treatment was not able to reduce in com-
parison with specific IgE levels to D. farinae. 
There were no systemic adverse reactions during 
the study. The authors concluded that sublin-
gual allergen SIT in elderly patients with a house 
dust mite (HDM) allergy to D. pteronyssinus and 
D. farinae given for 3 years induced a significant 
clinical improvement compared with the placebo. 
The clinical benefit was particularly strong dur-
ing the period of the year in which the heating 
would be on.

Discussion & significance
It is well established that SIT for the treatment 
of seasonal rhinitis is quite effective, especially 
in children and young adults [21]. In subjects 
affected by respiratory allergies due to peren-
nial allergens, in particular HDM, the clinical 
efficacy of SIT is not so relevant in terms of 
reducing symptom score and rescue medication 
(i.e., symptomatic drug use) [22]. In fact, in the 
case of perennial allergies, it could be extremely 
difficult to determine whether the patient’s symp-
toms are due to a specific allergen or whether they 
have nonallergic rhinitis and have been simply 
sensitized to an allergen that is not clinically 
relevant. The results of the Bozek et al. study 
are therefore certainly interesting and promising 
[19]; interesting because they have dealt with an 
allergy respiratory disease (HDM) not so easily 
treatable with SLIT and because they carried out 
their study in a population (subjects >60 years of 
age) generally not involved in SIT trials. With the 
positive results of their study, Bozek et al. have 
now opened a new clinical opportunity for the 
immunotherapy approach of allergy diseases for 
elderly people [19]. In evaluating the results of this 
trial, however, we have to take into account some 
limitations. First, from a clinical point of view, 
it is difficult to understand whether the differ-
ences observed between the two groups regard-
ing the primary end point could be translated 
into a real positive impact for the patient (i.e., the 
absolute difference of the symptoms score of 1.3 
in a scale from 0 to 7 and an absolute differ-
ence in medication score of 0.1 point). However, 
the symptom score in comparison with baseline 
was reduced by 44%, which could be a clini-
cally relevant effect. By contrast, the medication 
score of SIT in comparison with placebo, even if 
statistically significant, appears marginal from 
a clinical and practical point of view. Probably 
the weakest point of this study is related to the 
relatively small sample size of the present trial. 
Looking at recorded protocol [101], the author 
stated that the primary outcome measure of the 
study should have been the number of partici-
pants with adverse events. The change from base-
line of nasal symptoms after immunotherapy was 
actually only a secondary end point of the trial. 
Therefore, the statements in the final publication 
are not completely in line with the statement in 
the clinical trials database protocol definition. 
As a consequence, it could be questioned if the 
enrolled sample size (n = 108) is correctly pow-
ered in order to assess the clinical efficacy of SLIT 
in HDM allergic rhinitis in elderly patients. In 
conclusion, the trial conducted by Bozek et al. in 
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elderly patients is undoubtedly promising [19], but 
further controlled trials are needed. Regarding 
the question of the title: “SIT: is it never too 
late?”, we have to say that at the moment we 
do not have a well-established, evidence-based 
answer. As also stated by the authors of the study 
in their conclusion, in order to consider SIT as a 
valuable therapeutic option, further confirmatory 
controlled studies are required.

Future perspective
Respiratory allergies (allergic rhinitis and aller-
gic asthma), from an  epidemiological point of 
view, are conditions on a continuous increase. 
They affect not only the pediatric population 
and young adults, but also people 50 years of age 
and older. SIT has been shown to be efficacious 
in patients with mild-to-moderate allergic respira-
tory diseases, but it is also effective in patients 
considered not responding to symptomatic treat-
ment. Furthermore, SIT is so far the only therapy 
able to modify the course of allergic diseases. 
Considering that the allergologist has to face 

and fight this ‘epidemic’ more frequently, also in 
elderly patients, it is of great relevance to under-
stand whether this therapeutic strategy could be 
worthwhile, also in this population group. The 
study of Bozek et al., carried out in allergic sub-
jects aged >60 years, gives an encouraging mes-
sage in this respect, suggesting that SIT could 
have a therapeutic role, also in elderly allergic 
patients [19]. However, in order to consider SIT 
in elderly patients with allergy as a valuable ther-
apeutic option, further confirmatory controlled 
studies are required.
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Executive summary

�� Specific immunotherapy (SIT) is potentially considered the only therapy able to modify the course of allergic diseases such as allergic 
rhinitis and asthma, but it is, in general, used mainly in pediatric patients and young adults. 

�� In elderly people with respiratory allergies, the ‘course’ of the disease is considered too advanced and therefore the therapeutic value of 
SIT is considered very limited.

�� Bozek et al. have recently evaluated the clinical efficacy of sublingual SIT with house dust mite extracts in elderly (age >60 years) 
patients with a long history of allergic rhinitis.

��  In a 3-year double-blind placebo-controlled study, sublingual SIT was able to significantly reduce the nose-related symptoms and 
medication score.

�� The results of Bozek et al. may lead to the more frequent use of SIT in elderly allergic patients; however, further confirmatory controlled 
studies are required.
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