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The 2025 European Society for the Study of Coeliac Disease
(ESsCD) guidelines on adult coeliac disease (CeD) diagnosis
represent a major advance in clinical care [1]. The authors
should be congratulated for preparing these comprehensive
guidelines, which are timely and build upon the foundations of
their 2019 predecessor [2]. To strengthen the consensus process,
the Delphi method was employed in conjunction with the
GRADE approach, ensuring methodological rigour and trans-
parency. Significant effort was devoted to collating robust data
and developing practical, evidence-based algorithms that
address common clinical scenarios, such as assessing villous
atrophy in the absence of positive CeD serology. The multidis-
ciplinary framework and integration of patient perspectives
reflect an awareness of both practical challenges and future
directions in CeD care. While topical, the field is at a crossroads:
emerging immunological insights and practical challenges are
reshaping our understanding of CeD and exposing the limita-
tions of established diagnostic approaches [3].

Historically, CD has been viewed as a gut-centric, malabsorptive
illness, with small bowel histology as the diagnostic gold stan-
dard. The ESsCD 2025 guidelines maintain duodenal histology
as the reference while, for the first time, conditionally permit-
ting a no-biopsy pathway for adults under 45 years with
markedly elevated IgA anti-TG2. The confirmation of a CeD
diagnosis in adults can now, under specific circumstances, be
based on positive serology alone (when the initial IgA anti-TG2
level is at least 10 times the upper limit of normal and a second
blood sample is positive). Decisions to omit endoscopy and bi-
opsy and confirmation of the final diagnosis are to be made in
secondary care and shared decision-making with the patient is
highlighted. This pragmatic move, finally echoing paediatric
practice [4], acknowledges growing evidence for serological

specificity and the need to reduce procedural burden. The
diagnostic reliance on CeD serology underscores the importance
of validated assays, and the guidelines advocate for certification,
quality assurance, and standardisation through stakeholder
collaboration and ongoing proficiency testing to ensure reliable
global results.

With the recommendation of CeD serology as a standalone
diagnostic tool in specific situations, the guidelines reflect an
important shift towards immune blood-based diagnostics that
can confirm CeD without histology. Indeed, villous atrophy is
neither universally present nor pathognomonic of CeD, and
interobserver variability in histopathology remains problematic
[3]. Quantitative histomorphometry, while more reliable, is
seldom used outside research settings. This significant evolution
away from a gut-centric diagnostic focus may foreshadow the
adoption of other immune diagnostic approaches. Indeed, novel
biomarkers, such as interleukin-2 (IL-2), released after in vivo or
in vitro gluten exposure, show promise for accurate CeD diag-
nosis without the need for a gluten challenge or biopsy, even in
patients following a gluten-free diet (GFD) [5, 6]. This approach
sensitively detects gluten-specific T cells, which are central to
CeD pathogenesis [7]. Growing immune and genomic evidence
reveals CeD is a systemic, T cell-driven disorder, making T-cell
assays a logical diagnostic tool and suggesting it may soon be
time to consider redefining CeD based on the presence of gut-
derived T-cell responses to gluten rather than enteropathy [3].
This definition of CeD would support its modern con-
ceptualisation as a systemic illness often with minimal enter-
opathy and potentially identify patients without overt
enteropathy who benefit from a GFD [8]. Ongoing studies will
determine the clinical utility and positioning of T-cell diagnostic
approaches.
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Despite improvements in CeD detection, most CeD cases
remain undiagnosed. The ESsCD guidelines support targeted
screening of high-risk groups, citing insufficient evidence for
mass screening. However, population studies reveal that most
individuals with CD do not have a positive family history or
overt symptoms, and screen-detected cases can benefit from
treatment [9]. Ongoing trials in Europe and North America will
clarify whether broader screening strategies can be justified by
improved health outcomes and cost-effectiveness.

The 2025 ESsCD guidelines provide practical recommendations
for diagnosing CeD in adults on a GFD, specifying a minimum of
3 g/day gluten challenge for 6 weeks to balance accuracy and
discomfort. This approach is pragmatic and makes the best use of
limited controlled data and the absence of standardised gluten
challenge protocols. The guidelines recommend initial HLA-
DQ2/DQ8 testing, emphasise shared decision-making, and
introduce useful strategies to minimise symptoms, such as
low-FODMAP gluten foods and distributing gluten intake
throughout the day.

The ESsCD 2025 guidelines represent important progress in
streamlining diagnosis and prioritising patient-centred care in
CeD. As the field evolves, future guidelines will need to incor-
porate emerging evidence, technologies, and patient experiences
to further enhance outcomes. I look forward to the publication
of Part 2 ESsCD guidelines, which will address CeD manage-
ment and follow-up.

Conflicts of Interest

J.A.T.-D. has privately or via his institute been a consultant or advisory
board member for Anatara, Anokion, Barinthus Biotherapeutics, Chu-
gai Pharmaceuticals, DBV Technologies, Dr Falk, EVOQ Therapeutics,
Equillium, Forte Biosciences, IM Therapeutics, Janssen, Kallyope,
Mozart Therapeutics, Sonoma Biotherapeutics, Takeda, TEVA and
Topas, has received research funding from Barinthus Biotherapeutics,
Chugai Pharmaceuticals, Codexis, DBV Technologies, Kallyope, Novo-
viah Pharmaceuticals, Topas and Tillotts Pharmaceuticals. He is an
inventor on patents for the diagnosis and treatment of coeliac disease.

Data Availability Statement

The author has nothing to report.

References

1. A. Al-Toma, F. Zingone, F. Branchi, et al., “European Society for the
Study of Coeliac Disease (ESsCD) 2025 Updated Guidelines on the
Diagnosis and Management of Coeliac Disease in Adults. Part 1: Diag-
nostic Approach,” United European Gastroenterology Journal (2025),
https://doi.org/10.1002/ueg2.70119.

2. A. Al-Toma, U. Volta, R. Auricchio, et al., “European Society for the
Study of Coeliac Disease (ESsCD) Guideline for Coeliac Disease and Other
Gluten-Related Disorders,” United European Gastroenterology Journal 7,
no. 5(2019): 583-613, https://doi.org/10.1177/2050640619844125.

3. J. A. Tye-Din, “Evolution in Coeliac Disease Diagnosis and Man-
agement,” JGH Open 8, no. 7 (2024): e13107, https://doi.org/10.1002/
jgh3.13107.

4. S. Husby, S. Koletzko, I. Korponay-Szabo, et al., “European Society
Paediatric Gastroenterology, Hepatology and Nutrition Guidelines for
Diagnosing Coeliac Disease 2020,” Journal of Pediatric Gastroenterology

and Nutrition 70, no. 1 (2020): 141-156, https://doi.org/10.1097/mpg.
0000000000002497.

5. O. G. Moscatelli, A. K. Russell, L. M. Henneken, et al., “Blood-Based
T-Cell Diagnosis of Celiac Disease,” Gastroenterology (2025), https://doi.
org/10.1053/j.gastro.2025.05.022.

6. J. A. Tye-Din, A. J. M. Daveson, H. C. Ee, et al., “Elevated Serum
Interleukin-2 After Gluten Correlates With Symptoms and Is a Potential
Diagnostic Biomarker for Coeliac Disease,” Alimentary Pharmacology &
Therapeutics 50, no. 8 (2019): 901-910, https://doi.org/10.1111/apt.
15477.

7. R. Iversen and L. M. Sollid, “The Immunobiology and Pathogenesis
of Celiac Disease,” Annual Review of Pathology: Mechanisms of Disease
18, no. 1 (2023): 47-70, https://doi.org/10.1146/annurev-pathmechdis-
031521-032634.

8. K. Kurppa, P. Collin, M. Viljamaa, et al., “Diagnosing Mild Enter-
opathy Celiac Disease: A Randomized, Controlled Clinical Study,”
Gastroenterology 136, no. 3 (2009): 816-823, https://doi.org/10.1053/j.
gastro.2008.11.040.

9. M. Stahl, S. Koletzko, C. Andren Aronsson, et al., “Coeliac Disease:
What Can We Learn From Prospective Studies About Disease Risk?,”
Lancet Child & Adolescent Health 8, no. 1 (2024): 63-74, https://doi.org/
10.1016/s2352-4642(23)00232-8.

United European Gastroenterology Journal, 2025

85UB017 SUOWILLIOD A1) 8]t [dde 8y Ag pausenob 88 S9(ole O ‘8sn J0 SejnJ o} Akeid8UljUO /8|1 UO (SUONIPUD-PUE-SWLB)W0D" A8 |1 Afe.d jpuluoy/:SAny) SUORIPUOD pue swie | 8y 8es *[520z/TT/20] uo Ariqiiauliuo A8|im ‘1jodeN Ia 1 ooueped uN Aq ZET0L 268N /z00T 0T/10p/woo" A3 1M AIq 1 pul|uo//Sdny Wolj pepeojumod ‘0 ‘vT#90502


https://doi.org/10.1002/ueg2.70119
https://doi.org/10.1177/2050640619844125
https://doi.org/10.1002/jgh3.13107
https://doi.org/10.1002/jgh3.13107
https://doi.org/10.1097/mpg.0000000000002497
https://doi.org/10.1097/mpg.0000000000002497
https://doi.org/10.1053/j.gastro.2025.05.022
https://doi.org/10.1053/j.gastro.2025.05.022
https://doi.org/10.1111/apt.15477
https://doi.org/10.1111/apt.15477
https://doi.org/10.1146/annurev-pathmechdis-031521-032634
https://doi.org/10.1146/annurev-pathmechdis-031521-032634
https://doi.org/10.1053/j.gastro.2008.11.040
https://doi.org/10.1053/j.gastro.2008.11.040
https://doi.org/10.1016/s2352-4642(23)00232-8
https://doi.org/10.1016/s2352-4642(23)00232-8

	Rethinking Coeliac Disease Diagnosis: Reflections on the 2025 ESsCD Guidelines
	Conflicts of Interest
	Data Availability Statement


