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To the editor,

A very recent, large trial showed that the 300IR house
dust mite (HDM) tablet allergen immunotherapy
(TAIT) was effective and safe for patients with HDM-
driven allergic rhinitis [1]. The outcomes of this
randomized controlled trial seem to be exciting, as
suggesting fruitful practical information.

However, the patients allocated to the placebo arm
experienced an impressive reduction (by about 40%)
of the primary outcome, the combined score (CS) for
the symptoms’ severity and rescue medications use
over time. Indeed, such an large reduction is truly out-
standing to be ascribable to a simple placebo effect.
Notably, placebo patients had a lower CS at baseline.
The authors speculated that the placebo group’s clini-
cal benefits might have been due to a series of factors,
including the improved care, the so-called Hawthorne
effect, and the patients’ expectations about the TAIT
effectiveness. However, improved care was proba-
bly the most relevant factor. Instead, a similar study
showed that the placebo treatment reduced the same
primary outcome by about 30% after one year [2]. This
discrepancy could depend on the severity of allergic
rhinitis (AR) symptoms at enrollment. The patients
included in the previous trial suffered from more in-
tense symptoms than patients in the current study.
There is an agreement that the AIT treatment effect
is higher in moderate to severe symptomatic patients
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[3]. Accordingly, a patient with the mild disease is not
a candidate for AIT.

Another relevant topic was the high compliance to
the AIT schedule (above 90%), suggesting that the pa-
tients had been intensely cared for. The study design
included ten visits in just one year. In common prac-
tice, AR patients usually have a specialized visit once
or twice per year at most [4]. This point is, there-
fore, crucial for the best standard of care. Frequent
and thorough visits guarantee an optimal acceptance
of the AIT by the patient. This fact is determinant
in achieving maximal adherence and awareness of re-
ceiving optimal care. Consequently, the patients per-
ceive to improve in their allergy.

The authors also emphasized the proportion of pa-
tients who withdrew from the study during the first
few months of treatment, but in real-life the dropout
rate due to safety would have been handled differently,
with patient’s exact instructions on how to manage
adverse events with oral antihistamines, and when to
interrupt and restart AIT.

This study’s lesson suggests that patient engage-
ment is crucial in managing allergic patients, mainly
concerning the AIT strategy. Allergists should be con-
vincing and willing to explain and discuss the ratio-
nale, mechanisms of action, correct work-up, dura-
tion, safety, costs, and long-lasting benefits of AIT
[5]. Moreover, the allergist should help the patient
to choose the administration route and may need to
adapt the dose by prescribing to the patient several
days with the 100 IR dose to target optimal tolerance
and effectiveness.

In conclusion, the ideal candidate for AIT should
have moderate–severe symptoms. AIT management
requires continuous contact with the patients, pos-
sibly also through telemedicine. This trial demon-
strated that regular and timely follow-up ensured very
high adherence to the TAIT schedule. This issue is
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crucial as discontinuation is frequent in patients self-
administering AIT. On the other hand, COVID-19 al-
lows using telemedicine to adequately follow allergic
patients to guarantee optimal control of allergies [6].
Moreover, tablets, which are handy and easy, could
be a reliable option for all patients. However, TAIT
requires close management.
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