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To the Editor: Many children with severe cow`s milk allergy 
(CMA) do not progress to oral immunotherapy. We report a 
case of severe CMA in a 12-y-old boy for which sublingual-
swallow immunotherapy (SLIT-swallow) was used to safely 
increase the dose of CM to 25 ml. The patient had a history 
of five anaphylactic shock events with less than 3 ml, oral 
food challenge resulted in urticaria with 1.2 ml and tingling 
of the oral cavity with 0.2 ml of CM. SLIT-swallow was 
started in which 0.2 ml of CM was held under the tongue 
for two minutes and then taken orally once daily. He ini-
tially complained of tingling in the oral cavity; however, this 
symptom disappeared within 1 wk. The dose was increased 
by 0.1 ml each week for the first two months, then by 0.2 
ml per day, but no adverse events occurred. As the amount 
increased, it was held in the oral cavity. He was able to take 
25 ml as sustained unresponsiveness after a maintenance 
dose of 25 ml for 8 mo. Casein-specific IgE decreased from 
6.64 to 3.75 UA/ml, casein-specific IgG4 increased from 
0.59 to 1.26 mga/L.

There are no reports of effective SLIT-swallow in severe 
CMA. De Boissieu & Dupont reported the efficacy of SLIT 
for CMA, although this did not include severe patients with 
an eliciting dose of less than 3 ml [1]. SLIT can effectively 
induce IL-10, promote antigen-specific IgG4 production, 
suppress IgE production, thus inducing immune tolerance 
with fewer adverse reactions; this is achieved as the oral 
mucosa is devoid of inflammatory cells but rich in anti-
gen-presenting cells [2–4]. We believe that this case was 

successful because SLIT-swallow safely induced immune 
tolerance from the oral mucosa initially, and then from the 
intestinal tract. SLIT-swallow is worthwhile when trying to 
treat a severe CMA.

Declarations 

Conflict of Interest  None.

References

	 1.	 De Boissieu D, Dupont C. Sublingual immunotherapy for 
cow’s milk protein allergy: a preliminary report. Allergy. 
2006;61:1238–9.

	 2.	 Scadding GW, Shamji MH, Jacobson MR, et al. Sublingual grass 
pollen immunotherapy is associated with increases in sublingual 
Foxp3-expressing cells and elevated allergen-specific immuno-
globulin G4, immunoglobulin A and serum inhibitory activity 
for immunoglobulin E-facilitated allergen binding to B cells. Clin 
Exp Allergy. 2010;40:598–606.

	 3.	 Palomares O, Martín-Fontecha M, Lauener R, et al. Regulatory 
T cells and immune regulation of allergic diseases: roles of IL-10 
and TGF-β. Genes Immun. 2014;15:511–20.

	 4.	 Allam JP, Stojanovski G, Friedrichs N, et al. Distribution of 
langerhans cells and mast cells within the human oral mucosa: 
new application sites of allergens in sublingual immunotherapy? 
Allergy. 2008;63:720–7.

Publisher's Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

 *	 Masaya Kato 
	 m-kato@dokkyomed.ac.jp

1	 Department of Pediatrics, Dokkyo Medical University, 880 
Mibu, Shimotsuga‑gun, Tochigi 321‑0293, Japan

/ Published online: 20 March 2023 

http://crossmark.crossref.org/dialog/?doi=10.1007/s12098-023-04544-6&domain=pdf
http://orcid.org/0000-0002-8863-8775

	Effectiveness and Safety of Sublingual-Swallow Immunotherapy in Treating Severe Cow’s Milk Protein Allergy
	References




