
1576  |     LETTERS TO THE EDITOR

University of Pennsylvania, Philadelphia, PA, USA
3Division of Gastroenterology, Hepatology, and Nutrition, The 

Children's Hospital of Philadelphia, PA, USA

Correspondence
Jonathan M. Spergel, Division of Allergy and Immunology, 

The Children's Hospital of Philadelphia, Wood Bldg 3325D, 
3401 Civic Center Blvd, Philadelphia, PA 19104, USA.

Email: spergel@email.chop.edu

ORCID
Jonathan M. Spergel  https://orcid.org/0000-0002-4658-5353 
Amanda B. Muir  https://orcid.org/0000-0003-2616-7063 
Megan O. Lewis  https://orcid.org/0000-0001-8956-175X 
Terri Brown-Whitehorn  https://orcid.org/0000-0001-8414-0198 
Antonella Cianferoni  https://orcid.org/0000-0002-2966-2564 

R E FE R E N C E S
 1. Spergel JM, Dellon ES, Liacouras CA, et al. Summary of the updated in-

ternational consensus diagnostic criteria for eosinophilic esophagitis: 
AGREE conference. Ann Allergy Asthma Immunol. 2018;121:281-284.

 2. Spergel JM, Brown-Whitehorn TA, Muir A, Liacouras CA. Medical 
algorithm: diagnosis and treatment of eosinophilic esophagitis in chil-
dren. Allergy. 2020;75:1522-1524.

 3. Nhu QM, Aceves SS. Medical and dietary management of eosino-
philic esophagitis. Ann Allergy Asthma Immunol. 2018;121:156-161.

 4. Kagalwalla AF, Amsden K, Shah A, et al. Cow's milk elimination: a 
novel dietary approach to treat eosinophilic esophagitis. J Pediatr 
Gastroenterol Nutr. 2012;55:711-716.

 5. Spergel JM, Elci OU, Muir AB, et al. Efficacy of epicutaneous immu-
notherapy in children with milk-induced eosinophilic esophagitis. Clin 
Gastroenterol Hepatol. 2020;18(2):328–336. 

 6. Dioszeghy V, Mondoulet L, Dhelft V, et al. The regulatory T cells in-
duction by epicutaneous immunotherapy is sustained and mediates 
long-term protection from eosinophilic disorders in peanut-sensitized 
mice. Clin Exp Allergy. 2014;44:867-881.

 7. Hirano I, Moy N, Heckman MG, Thomas CS, Gonsalves N, Achem SR. 
Endoscopic assessment of the oesophageal features of eosinophilic 
oesophagitis: validation of a novel classification and grading system. 
Gut. 2013;62:489-495.

SUPPORTING INFORMATION
Additional supporting information may be found online in the 
Supporting Information section.

DOI: 10.1111/all.14660  

Elucidating the α-Gal syndrome at the molecular allergen level

To the Editor,
The galactose-α-1,3-galactose (α-Gal) syndrome (AGS) is a novel 
food allergy with delayed severe allergic reactions after mammalian 
meat consumption, caused by IgE against the carbohydrate epitope 
α-Gal present in mammalian products. We have recently character-
ized a cohort of AGS patients and demonstrated that atopy increased 
the risk of anaphylactic symptoms in the respiratory system.1 This 
finding prompted us to elucidate the sensitization pattern in AGS 
patients in more depth, by using the multiplex ImmunoCAP Immuno 
Solid-phase Allergen Chip (ISAC), and address the clinical relevance 
of sensitization to individual allergen molecules.

A total of 138 patients with IgE antibodies to α-Gal (ImmunoCAP) 
and a doctor's diagnosis of AGS were enrolled in the study (Table S1). 
Almost half of the patients reported anaphylactic symptoms (47.8%). 
Patients' sera were tested on ISAC112. A detailed description of patient 
inclusion, IgE measurements and statistics can be found in Appendix S1.

Due to the role of α-Gal in AGS, we investigated the carbohydrate 
response more closely. We found that AGS patients were not more 
prone to develop IgE against carbohydrate residues other than α-Gal. 
IgE against α-Gal was detected in 92.8% of the patients, because of 
the slightly lower sensitivity of ISAC compared to ImmunoCAP. Only 

thirty-one patients (23%) were sensitized against other cross-reac-
tive carbohydrate domains, mainly glycosylated grass pollen aller-
gens (Phl p 4, 15.9% and Cyn d 1, 18.8%). This percentage is similar 
to patients with inhalant allergy (23%).2

Figure 1A shows a heat map of the IgE reactivity to the most 
frequently recognized allergen families. A complete heat map and an 
explanatory table are available in Figure S1 and Table S2. After food 
allergens, grass pollen and tree pollen were the most common aller-
gen sources (both 33%, dominated by Bet v 1 and Phl p 1), followed 
by the PR-10 proteins (31%, due to cross-reactivity with Bet v 1) and 
the animal dander group (27%, predominantly Fel d 1) (Table S3), 
which is similar to the general Swedish population.3

The analysis on a molecular level revealed furthermore that IgE 
analysis to domestic animals in AGS patients needs to be based 
on allergen molecules to be able to identify primary sensitization. 
We found that the majority of the AGS patients were sensitized 
to cat (75%) and dog (85%) dander extracts (Figure 1B), due to the 
presence of α-Gal in these allergen sources.4 When the patients' 
sera were analyzed for cat and dog allergen molecules, the low fre-
quency of genuine cat (Fel d 1) and dog (Can f 1 and 5) sensitization 
became apparent (Figure 1B, 21.7% and 10.1%, respectively).
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Next, we investigated if sensitization to specific allergen mol-
ecules was associated with AGS symptoms. Anaphylactic patients 
showed a significantly higher frequency of IgE only against food 
allergens compared to non-anaphylactic patients (Figure 2A). On a 
single allergen level, only patients with IgE against the milk protein 
lactoferrin had a higher risk of anaphylaxis compared to negative pa-
tients (Figure 2B, OR 4.1; 95% CI 1.5-11.1; P = .006). The observed 
IgE reactivity against lactoferrin is likely due to the α-Gal present on 
lactoferrin.5 We speculate that its relation with anaphylaxis is due to 
higher α-Gal-specific IgE levels in these patients (Figure 2C), in com-
bination with distinct characteristics of α-Gal-specific IgE antibodies 
like a higher affinity, which is linked to anaphylaxis.6 These data pro-
vide a lead for further investigation of lactoferrin-IgE as a potential 
marker of increased risk of anaphylaxis.

In conclusion, for the first time the IgE response of AGS patients 
has been dissected on a broad molecular allergen level. We report 

new insights into AGS that will help improve the clinical management 
of AGS patients.
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F I G U R E  1   Sensitization patterns of 
AGS patients. Heat map representing 
the main allergens belonging to the most 
recognized allergen families (A). Only 
molecules with at least one subject having 
ISU ≥ 0.3 are shown. Frequencies of 
sensitization against protein extracts and 
individual allergens for the α-Gal sources 
cat and dog (B)
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F I G U R E  2   Comparison of sensitization 
frequencies in patients with and without 
anaphylaxis. Sensitization frequencies per 
protein group in AGS patients suffering 
from anaphylaxis compared to patients 
without anaphylaxis (A). Frequency of 
anaphylaxis in lactoferrin-negative and 
lactoferrin-positive patients (B). Levels of 
α-Gal-specific IgE in lactoferrin-negative 
and lactoferrin-positive patients (C). Data 
are shown as median with interquartile 
range
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