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Dear Editor,
We thank Nicolardi et al. [1] for appreciating our paper 

and for mentioning a possible overlooked issue regard-
ing the potential risk for severe reactions in patients who 
have not successfully completed Oral Immunotherapy 
(OIT) and may encounter the allergen unintentionally. 
This topic is of great interest in the OIT area.

In the paper of Novembre et al. [2], this aspect was gen-
erally mentioned in the discussion: “Therefore, in chil-
dren with persistent milk allergy (CMA) and OIT failure, 
particular psychological and practical support is needed”. 
No other specific suggestion could be made, as no studies 
clearly demonstrated an association between the stop of 
OIT and an increased risk of severe reactions.

In particular, in the retrospective analysis of Badina 
et al. [3] cited in the letter of a cohort of 342 chil-
dren affected by persistent CMA who started OIT, the 
reported risk of life-threatening events among patients 
assuming milk during OIT than in those who stopped the 
protocol was not statistically significant (3.5% vs. 6.3%).

Moreover, the same study [3], as reported by the 
Authors in the discussion, has significant limits: “First, 
a significant percentage of patients lost at follow-up in 
20 years. Second, the reactions were not classified in a 
standardized way due to the retrospective character of 
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the study. Furthermore, the reactions’ recording was 
based on family histories, subjectively experienced, and 
often distant in time. Reactions were graded to reduce 
this recall bias according to their frequency and the main 
symptom of the most severe ones. Finally, since this was 
a single‐center study, the sample size was limited and 
possibly not big enough to allow statistically significant 
conclusions”.

In conclusion, the Authors themselves state: “So far, 
the data from our study are insufficient to demonstrate 
a statistically significant correlation between OIT discon-
tinuation and a higher risk of severe reactions, and larger 
cohorts may be needed to confirm these findings.”

For all these reasons, an increased risk of life-threaten-
ing reactions among patients who stopped OIT was not 
reported in the study of Novembre et al. [2].

Regarding the use of omalizumab in patients who pre-
viously failed milk OIT, which was not the focus of the 
work of Novembre et al. [2], the cited study by Badina et 
al. [4] considered four patients. Moreover, of these four 
patients, “After 2 months of the Omalizumab (OML) 
discontinuation, one patient (Patient 2) resumed OML, 
because of deterioration in control of asthma. Due to a 
high level of fear and anxiety, one subject (Patient 3) 
chose to drastically reduce the cow milk (CM) main-
tenance dose after OML withdrawal even without any 
reaction”. The Authors themselves conclude that “Due to 
the limits of this study (small sample size and the follow-
up still in progress), far more data are needed to estab-
lish the safety and effectiveness of this approach” and we 
agree with this conclusion.
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