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The Oslo definition criteria define Celiac Disease
(CD) as a multiple, systemic immune-mediated
pathology triggered by the ingestion of gluten and
related proteins in genetically predisposed individuals
Q).

Antibodies against tissue transglutaminase (tTG),
endomysium (EmA), and deamidated gliadin peptide
(DGP) in both IgA and 1gG classes represent the
serological hallmarks available for CD diagnosis (1, 2).
Their massive application in clinical practice has
changed the CD diagnostic algorithm previously
focused on the small intestinal biopsy in both children
and adults.

The literature, however, shows conflicting and
incomplete data regarding their sensitivity, specificity,
and predictive value in a specific patient group, namely
infants and children. Indeed, the screening algorithm
applying to children under two years of age is
considered a controversial issue, particularly regarding
the use of TTG IgA and its sensitivity (2-4). The three
major international diagnostic societies, the European
Society for Pediatric Gastroenterology, Hepatology,
and Nutrition (ESPGHAN) the North American Society
for Pediatric Gastroenterology, Hepatology, and
Nutrition (NASPGHAN), and the American College of
Gastroenterology (ACG), recommended the use of tTG
IgA as the most cost-effective and accurate screening

Received: 24 January 2022 Accepted: 21 February 2022
Reprint or Correspondence: Roberto Assandri, MD
Clinical Investigation Laboratory, Ospedale Maggiore di
Crema, Crema, Italy

E-mail: robassal983@gmail.com

ORCID ID: 0000-0002-2278-3902

test for diagnosing CD (1-3). However, ESPGHAN
recommends initial testing with only the TTG IgA and
total IgA combined tests (2), while NASPGHAN and
ACG recommend the combined use of TTG IgA and
DGP IgG to improve the diagnostic accuracy (3, 4).

Their disagreement is certainly evident. Fortunately,
the literature provides evidence for building reasonable
and subsequent proposals.

In their recent work, Assandri et al. demonstrated
that DGP-IgG precedes tTG-IgA seroconversion in
children under two years of age in 80% of cases (5).
Furthermore, they also evidenced that the combined use
of tTG-IgA and DGP-1gG can upgrade the diagnostic
sensitivity from 50% to 92% (5). More importantly, the
lack of tTG-IgA with the only presence of DGP-IgG is
the typical serological picture in these little patients (5).
The presence of DGP-1gG only raises the question of
which mechanism is behind it. This situation could be
explained by the physiological immaturity of immune
system and the consequently predominant 1gG response
in children.

A very recent meta-analysis appearing in Nutrients
supported this evidence. Catassi et al. showed that
DGP-1gG had slightly higher sensitivity than tTG-IgA
(6). Furthermore, some children with early CD are
missed when the DGP IgG test is not used. Meta-
analysis suggests that the addition of DGP IgG may
increase diagnostic sensitivity, especially in patients
with a strong clinical suspicion (6).

Moreover, The ESPGHAN recommended the use of
the DGP-1gG test only in a selected patient group with
a low total 1gA level (<20mg/dL) (6). Assandi et al.



showed a study population with a mean IgA level >
20g/dL, in which only five subjects had an IgA level
lower that 20 mg/dL (5).

These considerations and the evidence strongly
suggest the combined use of TTG IgA and DGP-IgG in
children under two years of age.

In conclusion, revising the ESPGHAN guidelines
could be suggested in the effort to standardize the
recommendations worldwide.

Conflict of interests

The authors declare that they have no conflict of
interest.

References

1. Ludvigsson JL, Leffler DA, Bai JC, Biagi F, Fasano A,
Green PHR, et al. The Oslo definitions for coeliac disease and
related terms. Gut 2013;62:43-52.

Assandri R 107

2. Husby S, Koletzko S, Korponay-Szabd |, Kurppa K,
Mearin M.L, Ribes-Koninckx C, et al. European Society
Paediatric  Gastroenterology, Hepatology and Nutrition
Guidelines for Diagnosing Coeliac Disease 2020. J Pediatr
Gastroenterol Nutr 2020;70:141-156.

3. Hill I.D, Fasano A, Guandalini S, Hoffenberg E, Levy J,
Reilly N, et al. NASPGHAN Clinical Report on the
Diagnosis and Treatment of Gluten-related Disorders. J
Pediatr Gastroenterol Nutr 2016;63:156-165.

4. Rubio-Tapia A, Hill 1.D, Kelly C.P, Calderwood A.H,
Murray J.A. ACG clinical guidelines: Diagnosis and
management of celiac disease. Am J Gastroenterol
2013;108:656-676.

5. Assandri R, Montanelli A. Diagnosis of gluten-related
enteropathy in a newborn: how and when? Gastroenterol
Hepatol Bed Bench 2019;12:278-286.

6. Catassi GN, Pulvirenti A, Monachesi C, Catassi C, Lionetti
E. Diagnostic Accuracy of IgA Anti-Transglutaminase and
1gG Anti-Deamidated Gliadin for Diagnosis of Celiac Disease
in Children under Two Years of Age: A Systematic Review
and Meta-Analysis. Nutrients 2021;14:7.

Gastroenterol Hepatol Bed Bench 2022;15(2):106-107



