
Citation: Castillejo, G.;

Ochoa-Sangrador, C.; Pérez-Solís, D.;

Cilleruelo, M.L.; Donat, E.;

García-Burriel, J.I.; Sánchez-Valverde, F.;

Garcia-Calatayud, S.; Eizaguirre, F.J.;

Martinez-Ojinaga, E.; et al. Coeliac

Disease Case–Control Study: Has the

Time Come to Explore beyond

Patients at Risk? Nutrients 2023, 15,

1267. https://doi.org/10.3390/

nu15051267

Academic Editor: Jaime Uribarri

Received: 6 February 2023

Revised: 26 February 2023

Accepted: 27 February 2023

Published: 3 March 2023

Copyright: © 2023 by the authors.

Licensee MDPI, Basel, Switzerland.

This article is an open access article

distributed under the terms and

conditions of the Creative Commons

Attribution (CC BY) license (https://

creativecommons.org/licenses/by/

4.0/).

nutrients

Article

Coeliac Disease Case–Control Study: Has the Time Come to
Explore beyond Patients at Risk?
Gemma Castillejo 1,* , Carlos Ochoa-Sangrador 2 , David Pérez-Solís 3 , Maria Luz Cilleruelo 4, Ester Donat 5,
Jose Ignacio García-Burriel 6, Félix Sánchez-Valverde 7, Salvador Garcia-Calatayud 8 , Francisco Javier Eizaguirre 9,
Eva Martinez-Ojinaga 10, Patricia Barros 11 , Rosaura Leis 12 , Jose Carlos Salazar 13 , Josefa Barrio 14,
Luis Peña-Quintana 15 , Verónica Luque 16 , Isabel Polanco 10, Carmen Ribes 5 and Enriqueta Roman 4 on behalf
of the Coeliac Disease Working Group of the Spanish Paediatric Gastroenterology, Hepatology and Nutrition
Society (SEGHNP)

1 Unitat de Recerca en Pediatria, Hospital Universitari Sant Joan de Reus, Nutrició i Desenvolupament Humà,
IISPV, Universitat Rovira i Virgili, 43204 Reus, Spain

2 Complejo Asistencial de Zamora, 49022 Zamora, Spain
3 Pediatrics, Hospital Universitario San Agustín, 33401 Avilés, Spain
4 Hospital Universitario Puerta de Hierro, Majadahonda, 28222 Madrid, Spain
5 Pediatric Gastroenterology and Hepatology Unit, Celiac Disease and Digestive Immunopathology Unit,

Instituto de Investigación Sanitaria La Fe, Hospital Universitari i Politècnic La Fe, 46026 Valencia, Spain
6 Complejo Hospitalario Universitario de Vigo, 36312 Vigo, Spain
7 Navarre Children’s Nutrition and Digestive Study Group (GENDINA), Department of Paediatrics,

NAVARRA BIOMED, University Hospital of Navarra, 31008 Pamplona, Spain
8 Hospital Universitario Marques de Valdecilla, 39008 Santander, Spain
9 Paediatric Gastroenterology, Hepatology and Nutrition Unit, Hospital Universitario Donostia,

20006 San Sebastian, Spain
10 Department of Pediatric Gastroenterology, Hospital Universitario La Paz, 28046 Madrid, Spain
11 Hospital San Pedro de Alcántara, 10071 Cáceres, Spain
12 Unit of Pediatrics Gastroenterology, Hepatology and Nutrition, Pediatrics Department, Hospital Clínico

Universitario de Santiago-USC, IDIS, CiberObn, 15706 Santiago de Compostela, Spain
13 Hospital Universitario Infantil Virgen del Rocío, 41013 Sevilla, Spain
14 Hospital Universitario de Fuenlabrada, Fuenlabrada, 28942 Madrid, Spain
15 Pediatric Gastroenterology, Hepatology and Nutrition Unit, Complejo Hospitalario Universitario Insular

Materno-Infantil, CIBEROBN ISCIII-Universidad de Las Palmas de Gran Canaria, 35016 Gran Canaria, Spain
16 Unitat de Recerca en Pediatria, Nutrició i Desenvolupament Humà, Universitat Rovira i Virgili,

43007 Tarragona, Spain
* Correspondence: gemma.castillejo@urv.cat

Abstract: The worldwide prevalence of asymptomatic coeliac disease (CD) is increasing, which is in
part due to the routine screening of children with risk factors. Both symptomatic and asymptomatic
patients with CD are at risk of long-term complications. The objective of this study was to compare the
clinical characteristics of asymptomatic and symptomatic children at the time of CD diagnosis. A case–
control study was conducted using data from a cohort of 4838 CD patients recruited from 73 centers
across Spain between 2011 and 2017. A total of 468 asymptomatic patients (cases) were selected
and matched by age and sex with 468 symptomatic patients (controls). Clinical data, including
any reported symptoms, as well as serologic, genetic, and histopathologic data were collected. No
significant differences were found between the two groups in most clinical variables, nor in the degree
of intestinal lesion. However, the asymptomatic patients were taller (height z-score −0.12 (1.06) vs.
−0.45 (1.19), p < 0.001) and were less likely to have anti transglutaminase IgA antibodies ≥ 10 times
the upper normal limit (66.2% vs. 758.4%, p = 0.002). Among the 37.1% of asymptomatic patients who
were not screened for CD due to the absence of risk factors, only 34% were truly asymptomatic, while
the remaining 66% reported non-specific CD-related symptoms. Therefore, expanding CD screening
to any child who undergoes a blood test could reduce the burden of care for some children, as many
of those considered asymptomatic reported non-specific CD-related symptoms.
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1. Introduction

Coeliac disease (CD) is an immune-mediated systemic disorder triggered by gluten
and related prolamins in genetically susceptible individuals. It is characterized by a variable
combination of gluten-dependent clinical manifestations, CD-specific antibodies, HLA-
DQ2/8 haplotypes, and enteropathy [1]. Over the past few decades, the presentation
of CD has changed worldwide, with the diagnosis occurring at an older age [2] and
a greater number of patients being diagnosed with more subtle symptoms or even as
asymptomatic [3]. This change is partly due to the recognition that the disease can occur at
any age and the introduction of screening in high-risk children, who are often asymptomatic.
Moreover, the asymptomatic CD is becoming more common, as shown by some studies
in which almost 1% of asymptomatic healthy adolescents screened (without risk factors
for CD) had CD [4]. Screening is recommended for first-degree relatives of CD patients
and in children with a concomitant disease (chromosomal abnormalities such as Downs,
Turner, or Williams syndrome, as well as patients with another autoimmune disease, such
as type 1 diabetes, autoimmune thyroid, or autoimmune hepatitis, among others), as CD
patients have a 3- to 10-fold higher risk of developing another autoimmune disease [5–8].
It is worth noting that a recent US mass screening study performed in 9973 children found
that 90% of asymptomatic positive children did not have a first-degree relative affected with
CD [9]. This highlights the importance of widespread screening for CD, as relying solely
on symptoms or risk factors such as family history may miss many cases. Furthermore, it
is important to note that other studies have found that the serological, histological, and
genetic characteristics of symptomatic and asymptomatic CD patients are similar [10,11].
Given the high prevalence of this disease [12], particularly in Europe, and the potential for
serious complications if left untreated [13], it is crucial to investigate the characteristics of
patients with or without symptoms at the time of diagnosis. This information can be used
to inform decision-making in the healthcare practice. The aim of this study is to compare
the characteristics of asymptomatic and symptomatic CD patients at the time of diagnosis.

2. Materials and Methods
2.1. Study Design and Population

The present study was designed as a case–control study, embedded in the REPAC2
cohort [14]. This was a nationwide, prospective, observational, multicenter registry of new
CD cases recorded between January 2011 and June 2017. The CD Working Group of the
Spanish Gastroenterology, Hepatology, and Pediatric Nutrition Society (SEGHNP) invited
all pediatric gastroenterology departments in Spain to participate in the study. Of the
117 pediatric gastroenterology units in Spain, 73 (62.4%) from 15 of the 17 Spanish regions
agreed to participate. The inclusion criteria for this study were patients under 15 years of
age who were diagnosed with CD at participating centers after the study start date. To
be included in the cohort, patients had to meet the diagnostic criteria established by the
European Society for Pediatric Gastroenterology Hepatology and Nutrition (ESPGHAN)
at the time of diagnosis. For patients diagnosed before 2011, the 1990 ESPGHAN criteria
were used [15], while for those diagnosed since 2011, the 2012 criteria were used [16]. To
clarify, before 2011, all patients diagnosed with CD had to undergo an intestinal biopsy for
diagnosis. However, since 2012, patients can be diagnosed without undergoing an intestinal
biopsy, if they meet the diagnostic criteria established by the ESPGHAN. Asymptomatic CD
cases and a group of symptomatic controls were selected for the study, with each case being
matched 1:1 by center, age, and sex. Children were considered asymptomatic if they did not
have any CD-suggestive symptoms according to the ESPGHAN diagnostic guidelines [1,16].
However, some of the so-called asymptomatic children had other complaints that were
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not considered in the guidelines and were thus categorized as having “non-specific CD
symptoms” for the purposes of the study.

2.2. Data Analysis and Management

The data for this study were collected through an electronic questionnaire hosted
on the SEGHNP website. The questionnaire collected information on various aspects of
the patient’s medical history, including demographics, mode of delivery, breastfeeding
history, CD family history, CD-specific symptoms, height and weight, associated condi-
tions, serology, biopsy, and genetic results. Clinical presentations were classified as either
asymptomatic or symptomatic based on the presence or absence of symptoms established
by the ESPGHAN diagnostic guidelines [1,16]. Symptomatic children had at least one of
the signs or symptoms mentioned in the guidelines: chronic or intermittent abdominal
pain, diarrhea, constipation or bloating, distended abdomen, recurrent nausea and/or vom-
iting, tiredness and lethargy, weight loss, failure-to-thrive, stunted growth/short stature,
delayed puberty, amenorrhea, irritability, chronic fatigue, neuropathy, arthritis/arthralgia,
chronic iron-deficiency anemia, decreased bone mineralization, recurrent aphthous stom-
atitis, dermatitis herpetiformis, dental enamel defects, and abnormal liver biochemistry.
Asymptomatic patients were evaluated to determine if they belonged to a risk group, such
as first-degree relatives of patients with celiac disease, those who already had another
autoimmune disease, and those with chromosomal diseases, to see if a blood test for CD
detection was indicated. The study team collected information on why the blood test
was performed for asymptomatic patients who did not belong to a high-risk group. The
responses were collected in an open text box and analyzed to determine the reason for
the blood test. If data were missing, patients were not excluded, and no imputation was
performed. To summarize, asymptomatic patients were classified into three groups: the
first group included patients with high-risk factors such as first-degree relatives of CD,
and those with other autoimmune or chromosomal diseases. The second group included
asymptomatic children who had symptoms not listed in the guidelines (non-specific CD
symptoms), and the third group included patients with no symptoms at all.

To calculate the z-scores for height, weight, and body mass index (BMI), the study
used the growth references and standards provided by the World Health Organization
(WHO) [17,18]. A z-score of 0 indicates that a child’s measurement is equal to the median,
while a z-score of +1 or −1 indicates that the measurement is one standard deviation above
or below the median, respectively.

Serology tests for celiac disease were performed at each participating center to detect
anti transglutaminase IgA antibodies (TGA-IgA) and anti endomysial IgA antibodies
(EMA-IgA) based on the available methods in their laboratories, with specific cut-off values
determined for each method. The antibody titer for each patient was recorded, along with
the cut-off value used. HLA typing was also performed locally, and patients were grouped
as DQ2 or DQ8 based on the results. Some centers performed complete genotyping,
while others determined only DQ2/8 positivity or negativity. All patients underwent
fibrogastroduodenoscopy, which was performed under sedation, and macroscopic and
microscopic findings were recorded. The biopsy samples were evaluated by the pathologist
at each center and classified according to the Marsh–Oberhuber classification. [19]. In this
study, samples classified as Marsh 2 to 3 according to the Marsh–Oberhuber classification
were considered indicative of CD [16].

2.3. Statistical Analysis

The study was designed with an expected sample size of 468 cases and 468 controls,
with a power of 86.8% and an alpha error of 0.05 to estimate differences of more than 10%
between groups. The distribution of continuous variables was assessed using histograms
and Kolmogorov–Smirnov test. Continuous variables were reported as mean and standard
deviation or median and interquartile range (IQR) based on their distribution. Chi-squared
tests were used for group comparisons for categorical variables, while Student’s t-test and
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ANOVA or Mann–Whitney U-tests and Kruskal–Wallis test were used for group compar-
isons for continuous variables, depending on their distribution. Statistical significance was
accepted at p < 0.05, and IBM SPSS Statistics version 26 (IBM Corp., Armonk, NY, USA)
was used for all statistical analyses.

2.4. Ethics and Approvals

The investigations were carried out according to the principles of the Declaration
of Helsinki. Informed consent was obtained from the parents or legal guardians of the
participants. This study was approved by the Research Ethics Committee of the Hospital
Universitario Puerta de Hierro, Majadahonda, Madrid (263.2011), and individually, by all
participating centers.

3. Results

The study included a total of 4838 celiac children, and out of these, 468 were identified
as asymptomatic (9.67% of the total population). The mean age of the asymptomatic patients
was 7.8 years, with an interquartile range of 4.7–11.2 years. These 468 asymptomatic coeliac
patients (cases) were then matched with 468 symptomatic coeliac patients to serve as
controls for the study.

During randomization, we selected 97 non-biopsy controls who were diagnosed after
2012 and met the criteria for using that approach. Since we were unsure whether there were
differences between asymptomatic and symptomatic patients depending on whether they
underwent a biopsy, we performed duplicate analyses. One set of the analyses included
the controls randomly selected, which included 97 cases without a biopsy, while the other
set only selected the controls who were diagnosed with a biopsy. However, no significant
differences were found between the two analyses. Therefore, we used the randomly selected
cases for the analyses, and the 97 children diagnosed without a biopsy have missing values
of the Marsh lesion grade.

Table 1 shows the comparative characteristics in cases and controls.

Table 1. Characteristics of asymptomatic and symptomatic patients at diagnosis.

Cases (n = 468)
Asymptomatic at Diagnosis

Controls (n = 468)
Symptomatic at Diagnosis p-Value

Background information
Male sex 199 (42.5%) 199 (42.5%) NS
Age (years) 8.2 (5.3–11.4) 7.8 (4.8–11.2) NS
Delivery type (C section) 87 (18.6) 107 (22.9) NS
Breastfeeding 103 (76.3) 87 (79.2) NS
Rotavirus vaccination 69 (14.7) 73 (15.6) NS
Age at gluten introduction (months) 6 (6–8) 6.5 (6–8) NS
Weight (z-score) 0.16 (1.06) −0.45 (1.19) <0.001
Height (z-score) −0.12 (1.06) −0.54 (1.22) <0.001
BMI (z-score) 0.32 (1.15) −0.19 (1.19) <0.001
Risk factors
Relatives with CD <0.001
No 250 (54.1%) 383 (82.7%)
First degree 161 (34.8%) 29 (6.3%)
Second degree 42 (9.1%) 47 (10.2%)
First and second degree 9 (1.9%) 4 (0.9%)
Diabetes 62 (13.4%) 4 (0.9%) <0.001
Thyroiditis 18 (3.9%) 5 (1.1%) 0.006
Down Syndrome 10 (2.2%) 0 (0.0%) 0.001
Laboratory parameters
IgA antiendomysium + 325 (97.3) a 328 (98.2) a NS
TGA-IgA ≥ 10xUNL 310 (66.2) 353 (75.4) 0.002
HLA (n = 409) (n = 393) NS
DQ2 345 (84.4%) 338 (86.0%)
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Table 1. Cont.

Cases (n = 468)
Asymptomatic at Diagnosis

Controls (n = 468)
Symptomatic at Diagnosis p-Value

DQ2/DQ8 40 (9.8%) 34 (8.7%)
DQ8 20 (4.9%) 11 (2.8%)
Others 4 (1.0%) 10 (2.5%)
Marsh lesion grade (n = 468) (n = 371) 0.017 b

2 29 (6.2%) 17 (4.6%)
3a 162 (34.6%) 96 (25.9%) 0.002 c

3b 188 (40.2%) 181 (48.8%)
3c 89 (19.0%) 77 (20.8%)

N (%) or mean (SD) or median (interquartile range). a Only available in 334. b Chi2 linear trend. c Post hoc
analysis. Marsh 2 or 3a versus 3b or 3c. BMI: body mass index; CD: coeliac disease; UNL: upper normal limit; and
TGA: anti transglutaminase IgA antibodies.

No significant differences were found between the two groups in terms of mode of de-
livery, breastfeeding, rotavirus vaccination, age at gluten introduction, anti endomysial IgA
antibody positivity, or HLA type. The asymptomatic group exhibited a higher prevalence of
risk factors, including autoimmune diseases such as type 1 diabetes mellitus and thyroiditis,
Downs syndrome, and a first-degree family member with celiac disease compared to the
symptomatic group. Moreover, asymptomatic children had slightly higher weight and
height measurements than the symptomatic children (Figure 1).
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Figure 1. Anthropometrical measurements of cases and controls at diagnosis.

Notably, the height of symptomatic children was below the mean for the general
population, while in the asymptomatic cases, it was distributed around the normal values
of the population.

Compared to symptomatic patients, asymptomatic patients were less likely to have a
TGA-IgA value ≥ 10 times the upper limit of normal (ULN) (66% vs. 75%, p = 0.002) and
had a higher proportion of milder lesions (Marsh 2 and 3a), while the symptomatic controls
had a greater proportion of Marsh 3b and 3c. A review of the reasons behind conducting
TGA-IgA tests on asymptomatic patients demonstrated that a significant proportion (up
to 61.1%) of them belonged to high-risk groups identified by the ESPGHAN diagnostic
protocol, such as individuals with genetic syndromes, first-degree relatives of CD patients,
or other autoimmune diseases. However, 37.1% of the tests were performed without
following the protocol, with some patients exhibiting non-specific symptoms associated
with CD (24.5%), while others were completely asymptomatic (12.6%) (Figure 2).

Upon further investigation, recruiters reached out to families to inquire about the
reason for conducting TGA-IgA tests on asymptomatic children. Of the 37.1% of patients
without risk factors, 12.6% underwent testing as part of non-urgent preoperative checks,
evaluations for familial hypercholesterolemia, or routine assessments upon starting care
with a new pediatrician or family doctor. The remaining 24.5% had a medical concern
unrelated to CD, such as allergy evaluations for recurring wheezing, food or respiratory
allergies, atopic dermatitis, or urticaria, as well as assessments for non-specific skin lesions
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such as eczema or lichen, chest pain, halitosis, dizziness, recurrent URTIs, polyphagia,
syncope, or dysphagia.
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Figure 2. Categorization of cases.

Table 2 shows the characteristics of all asymptomatic cases according to the reason
for screening.

Table 2. Asymptomatic cases according to the reason for screening *.

CD Risk Factors a

n = 286
Non-Specific CD Symptoms b

n = 115
Other Reasons

n = 59 p-Value

Background information
Male sex (% from total) 126 (44.1%) 45 (39.1%) 23 (39.0%) 0.577
Age (years) 8.3 (5.3–11.4) 8.1 (4.7–11.2) 7.6 (4.4–11.5) 0.603
Age at gluten introduction
(months) 7 (6–8) 6 (6–7) 6 (6–7) 0.022

Weight (z-score) 0.15 (0.97) 0.14 (1.30) 0.12 (0.88) 0.973
Height (z-score) −0.16 (1.02) −0.07 (1.21) −0.16 (0.89) 0.716
BMI (z-score) 0.35 (1.03) 0.24 (1.41) 0.29 (1.15) 0.686

Laboratory parameters n (% from total)
IgA antiendomysium + 196 (96.5%) 91 (98.9%) 30 (96.7%) 0.511
TGA-IgA ≥ 10xUNL 192 (67.1%) 74 (64.3%) 40 (67.8%) 0.550
HLA NS
DQ2 205 (82.3%) 85 (84.2%) 48 (92.3%)
DQ2/DQ8 29 (11.6%) 8 (7.9%) 3 (5.8%)
DQ8 12 (4.8%) 7 (6.9%) 1 (1.9%)
Others 3 (1.2%) 1 (1.0%) 0 (0.0%)

Marsh lesion grade NS
2 13 (4.5%) 11 (9.6%) 5 (8.5%)
3a 108 (37.8%) 31 (27.0%) 19 (32.2%)
3b 104 (36.4%) 50 (43.5%) 31 (52.5%)
3c 61 (21.3%) 23 (20.0%) 4 (6.8%)

* For 8 patients, no reason for screening was noted in the open box text N (%) or mean (SD) or median (interquartile
range). a Family history of CD: 186, endocrine diseases: 82 (diabetes and hypothyroidism), genetic disorders:
12 (Downs syndrome; Williams syndrome), and rheumatic diseases: 6 (juvenile idiopathic arthritis) b Non-
specific CD symptoms, such as allergy studies, non-specific skin lesions, halitosis, dizziness, and recurrent URIs,
among others.

Among the asymptomatic cases, the only significant difference found was related to
the age of gluten introduction, with those with a family history of CD introducing gluten
at a later age compared to those without such a history (months; p = 0.022). No other
significant differences were found.
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4. Discussion

To the best of our knowledge, this case–control study represents the largest sample of
asymptomatic coeliac patients that have been characterized to date. The findings in this
study suggest that the diagnosis of CD in asymptomatic patients is not limited to high-risk
groups, and this detailed analysis indicates that asymptomatic CD patients, regardless
of their risk group status, share similar characteristics. The study revealed that although
celiac disease may present as milder in asymptomatic cases (with lower TGA-IgA levels
and less severe intestinal damage), these variations do not have any significant impact on
the diagnosis. As we have seen in the results of this study, families with celiac relatives
may delay introducing gluten to their children’s diets due to concerns about the potential
risk of developing celiac disease. Further, it has been described that undiagnosed CD can
have significant impacts on one’s physical and general development, leading to long-term
complications [10,20], such as anemia, dental enamel defects [21], osteoporosis [22,23], or
underachievement [24,25], which can remain permanent if CD is not treated [13].

The observations of the CD patients in the studied population align with previous
research findings, indicating that height impairment in children can occur before the onset
of symptoms [26,27]. The potential for irreversible growth impairment in the pediatric age
group makes early detection and treatment of CD crucial. It has been described that almost
half of the asymptomatic patients have minor symptoms that may go unnoticed until they
improve after initiating the gluten-free diet (GFD) [10,28–30]. A Dutch study conducted
some years ago proposed that patients be given the option to decide for themselves whether
to adhere to a GFD, as some asymptomatic individuals who initially declined the diet may
choose to begin it early if symptoms eventually worsen [29].

The proportion of asymptomatic patients in the studied population was 9.67%, which
is consistent with other international cohorts such as those from Finland [10], the UK [31],
Saudi Arabia [32], the Netherlands [33], and New Zealand [34]. However, a central Euro-
pean cohort showed a higher percentage of asymptomatic cases, ranging from 12.1% in
Croatia to 26.5% in Italy [35]. The reason for specifically studying asymptomatic patients in
this cohort is due to the increasing worldwide prevalence of asymptomatic cases, as men-
tioned earlier [3]. An indication of the increasing importance of this group of asymptomatic
patients is reflected in the fact that, for the first time, the revised ESPGHAN criteria pub-
lished in 2020 allow for diagnosis without biopsy in asymptomatic patients, the majority of
whom belong to high-risk groups, as was significantly observed in this cohort. However,
as results from this study and others [9] have shown, it may not be sufficient to limit CD
screening to at-risk groups. In the present study, over a third of asymptomatic children
were diagnosed due to TGA-IgA being included as a basic parameter in blood tests, even
though this is not indicated by diagnosis guidelines. While this determination is justified
in asymptomatic patients from risk groups due to the increase in prevalence, we have
observed that the other two groups of asymptomatic patients behave the same. This leads
the authors to question whether the inclusion of TGA-IgA plus total IgA as part of the basic
biochemical profile may be justified in children whose pediatrician or family practitioner
decides to carry out a blood test. This approach could reduce the gap between diagnosed
and undiagnosed patients in both children and adults, which the literature has placed
at between 75 and 90% over the years [26,36–38]. Bringing the diagnosis forward to the
pediatric age could also help avoid the overuse of healthcare services and medication that
have been described prior to CD diagnosis in both pediatric and adult age groups [39–43],
as well as the delay in diagnosis in adulthood, which has been reported to be up to
10 years [44], despite the presence of CD-suggestive symptoms. The authors would like
to emphasize that while CD screening is mandatory in at-risk children and meets most of
the screening criteria set by the World Health Organization, universal screening for the
general population, at least in adults, is currently controversial [45], although it seems to be
cost-effective [43,46]. In the meantime, an opportunistic approach to CD screening could
be considered for non-at-risk children who undergo blood testing for unrelated conditions.
Furthermore, other recent studies have also suggested broader screening beyond just at-risk



Nutrients 2023, 15, 1267 8 of 11

groups [9,47]. Blood testing is not common in pediatric practice and is usually performed
for health or developmental reasons.

However, two important points should be emphasized. First, our study found that
asymptomatic patients are less likely to have TGA-IgA levels above 10 times the UNL,
which implies that they are more likely to require a biopsy to confirm the diagnosis.
Second, some patients with potential CD are asymptomatic, and therefore, transient low
positive serology results may be found [48]. Therefore, CD diagnosis in children, especially
those with low–intermediate TGA values, should be performed in centers with sufficient
experience and a carefully validated laboratory method using appropriate tests. If a child’s
blood test in a general pediatric practice shows a TGA-IgA level above the threshold, the
child should be referred to a specialized center for a definitive diagnosis before starting
a GFD, since the misdiagnosis of CD can have long-lasting consequences. Up to 55% of
children with potential CD may never develop overt CD [49–52].

The authors have identified some reasons for not performing TGA-IgA testing in
asymptomatic individuals who are not part of high-risk populations. One reason may
be the assumption that these patients would have lower compliance with the GFD and
that asymptomatic individuals would not benefit from the GFD. However, little evidence
suggests otherwise [28], and in general, compliance with a GFD among asymptomatic CD
patients is generally good, particularly in children [28,53]. In some cases, compliance can
be worse, as has been observed in a small group of patients [54]. In addition, the assump-
tion that asymptomatic individuals would not benefit from the GFD may not be entirely
accurate. Only 12.8% of the patients in this cohort were truly asymptomatic (Figure 2), and
other studies have reported similar results, with many asymptomatic patients presenting
with minor symptoms that improve after starting the GFD [10,28,30]. Concerns about
the potential negative impact of starting a lifelong GFD without symptoms may also be
unfounded. Recent studies comparing the quality of life and dietary adherence of children
diagnosed through screening or symptoms have shown no difference between the two
groups [29,53]. Instead, some authors suggest a different approach to the treatment and
follow-up of this patient group to avoid decreased quality of life or increased anxiety [55].
Allowing patients to make their own decision may also be appropriate, as some initially
asymptomatic patients who declined the diet may later choose to start it as their symptoms
worsen [29].

Based on the mean prevalence of 0.74% [56] for undiagnosed CD/asymptomatic pa-
tients (with a range of 0.10–3.03%), including TGA-IgA as part of the basic analysis profile
in children undergoing blood testing can allow the diagnosis of up to 280/100,000 chil-
dren without risk factors, considering that 37.1% of the asymptomatic children in the
authors’ study were diagnosed with CD. Therefore, the proposed “diagnostic approach of
opportunity” could be more cost-effective than screening the general population.

Additional studies are needed to evaluate the actual cost-effectiveness of this approach,
its generalizability, and whether follow-up for these patients should be designed differently
to identify any issues arising from adherence to a strict diet.

5. Conclusions

Currently, there are still many undiagnosed CD patients. Screening has been im-
plemented in children belonging to risk groups for CD, such as first-degree relatives or
those affected by another autoimmune or chromosomal disease. Asymptomatic cases are
usually diagnosed in these at-risk populations. This study’s findings have allowed for the
verification of symptomatic and asymptomatic patients being identical in a large cohort;
the only difference is that the asymptomatic patients present less severe intestinal damage
and less impact on their nutritional state, which is beneficial in the pediatric age since they
are in a period of growth.

Considering the fact that other studies have shown that complications are possible
even in asymptomatic patients, but universal screening in the general population remains
controversial, we propose an opportunistic screening approach beyond children at risk
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of CD. Therefore, we suggest exploring the existence of CD in non-at-risk children who
undergo a blood test for an unrelated condition. Blood testing is not that common in
pediatric practice, and when it is performed, it is usually for health or developmental
reasons. By adopting this opportunistic approach, the burden of care and the risk of
possible long-term complications in asymptomatic cases would be reduced. Further studies
are needed to determine the cost-effectiveness of this approach and whether follow-up care
should be designed differently to identify problems arising from adherence to a strict diet.

Supplementary Materials: The following supporting information can be downloaded at: https:
//www.mdpi.com/article/10.3390/nu15051267/s1. File S1: Complete list of authors.

Author Contributions: Conceptualization G.C., C.O.-S., D.P.-S., M.L.C., E.D. and E.R.; investigation:
all authors except V.L.; methodology, G.C. and C.O.-S.; software, D.P.-S., E.R. and M.L.C.; validation,
G.C., C.O.-S. and V.L.; formal analysis, C.O.-S., V.L. and D.P.-S.; data curation, D.P.-S. and G.C.;
writing—original draft preparation, G.C.; writing—review and editing, G.C., C.O.-S., D.P.-S., M.L.C.,
E.D., J.I.G.-B., F.S.-V., S.G.-C., F.J.E., E.M.-O., P.B., R.L., J.C.S., J.B., L.P.-Q., V.L., I.P., C.R. and E.R.;
supervision, E.R. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Institutional Review Board Statement: The study was conducted in accordance with the Declaration
of Helsinki and was approved by the Research Ethics Committee of the Hospital Universitario Puerta
de Hierro, Majadahonda, Madrid (263.2011), and individually, by all participating centers.

Informed Consent Statement: Informed consent was obtained from all subjects involved in the study.

Data Availability Statement: Data are available on request.

Acknowledgments: The authors would like to thank all the members of the SEGHNP CD Working
Group, who participated as recruiters, for their invaluable contributions to this project. They are
listed as collaborators in the Supplemental Materials. Additionally, Rosa Mª Quintero, for her help
in translation.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Husby, S.; Koletzko, S.; Korponay-Szabó, I.; Kurppa, K.; Mearin, M.L.; Ribes-Koninckx, C.; Wessels, M. European Society Paediatric

Gastroenterology, Hepatology and Nutrition Guidelines for Diagnosing Coeliac Disease 2020. J. Pediatr. Gastroenterol. Nutr. 2020,
70, 141–156. [CrossRef]

2. Mäki, M.; Kallonen, K.; Lähdeaho, M.L.; Visakorpi, J.K. Changing Pattern of Childhood Coeliac Disease in Finland.
Acta Pediatr. Scand. 1988, 77, 408–412. [CrossRef]

3. Popp, A.; Mäki, M. Changing pattern of childhood celiac disease epidemiology: Contributing factors. Front. Pediatr. 2019, 7, 357.
[CrossRef] [PubMed]

4. Rutz, R.; Ritzler, E.; Fierz, W.; Herzog, D. Prevalence of asymptomatic celiac disease in adolescents of eastern Switzerland.
Swiss Med. Wkly. 2002, 132, 43–47. [CrossRef] [PubMed]

5. Bibbò, S.; Pes, G.M.; Usai-Satta, P.; Salis, R.; Soro, S.; Colosso, B.M.Q.; Dore, M.P. Chronic autoimmune disorders are increased in
coeliac disease. Medicine 2017, 96, e8562. [CrossRef]

6. Neuhausen, S.L.; Steele, L.; Ryan, S.; Mousavi, M.; Pinto, M.; Osann, K.E.; Zone, J.J. Co-occurrence of celiac disease and other
autoimmune diseases in celiacs and their first-degree relatives. J. Autoimmun. 2008, 31, 160–165. [CrossRef] [PubMed]

7. Emilsson, L.; Wijmenga, C.; Murray, J.A.; Ludvigsson, J.F. Autoimmune Disease in First-Degree Relatives and Spouses of
Individuals with Celiac Disease. Clin. Gastroenterol. Hepatol. 2015, 13, 1271–1277. [CrossRef]

8. Kahaly, G.; Frommer, L.; Schuppan, D. Celiac Disease and Glandular Autoimmunity. Nutrients 2018, 10, 814. [CrossRef]
9. Stahl, M.G.; Geno Rasmussen, C.; Dong, F.; Waugh, K.; Norris, J.M.; Baxter, J.; ASK Study Group. Mass Screening for Celiac

Disease: The Autoimmunity Screening for Kids Study. Am. J. Gastroenterol. 2021, 116, 180–187. [CrossRef]
10. Kivelä, L.; Kaukinen, K.; Huhtala, H.; Lähdeaho, M.L.; Mäki, M.; Kurppa, K. At-Risk Screened Children with Celiac Disease are

Comparable in Disease Severity and Dietary Adherence to Those Found because of Clinical Suspicion: A Large Cohort Study.
J. Pediatr. 2017, 183, 115–121. [CrossRef]

11. Paul, S.P.; Sandhu, B.K.; Spray, C.H.; Basude, D.; Ramani, P. Evidence Supporting Serology-based Pathway for Diagnosing Celiac
Disease in Asymptomatic Children from High-risk Groups. J. Pediatr. Gastroenterol. Nutr. 2018, 66, 641–644. [CrossRef] [PubMed]

12. Catassi, C.; Verdu, E.F.; Bai, J.C.; Lionetti, E. Coeliac disease. Lancet 2022, 399, 2413–2426. [CrossRef] [PubMed]

https://www.mdpi.com/article/10.3390/nu15051267/s1
https://www.mdpi.com/article/10.3390/nu15051267/s1
http://doi.org/10.1097/MPG.0000000000002497
http://doi.org/10.1111/j.1651-2227.1988.tb10668.x
http://doi.org/10.3389/fped.2019.00357
http://www.ncbi.nlm.nih.gov/pubmed/31555624
http://doi.org/10.4414/smw.2002.09793
http://www.ncbi.nlm.nih.gov/pubmed/11953905
http://doi.org/10.1097/MD.0000000000008562
http://doi.org/10.1016/j.jaut.2008.06.001
http://www.ncbi.nlm.nih.gov/pubmed/18692362
http://doi.org/10.1016/j.cgh.2015.01.026
http://doi.org/10.3390/nu10070814
http://doi.org/10.14309/ajg.0000000000000751
http://doi.org/10.1016/j.jpeds.2016.12.077
http://doi.org/10.1097/MPG.0000000000001757
http://www.ncbi.nlm.nih.gov/pubmed/28957985
http://doi.org/10.1016/S0140-6736(22)00794-2
http://www.ncbi.nlm.nih.gov/pubmed/35691302


Nutrients 2023, 15, 1267 10 of 11

13. Laurikka, P.; Kivelä, L.; Kurppa, K.; Kaukinen, K. Review article: Systemic consequences of coeliac disease. Aliment. Pharmacol. Ther.
2022, 56 (Suppl. S1), S64–S72. [CrossRef]

14. Solís, D.P.; Pascual, M.L.C.; Sangrador, C.O.; Burriel, J.I.G.; Visus, F.S.V.; Arocena, F.J.E.; Riechmann, E.R. Spanish National
Registry of Paediatric Coeliac Disease: Changes in the Clinical Presentation in the 21st Century. J. Pediatr. Gastroenterol. Nutr.
2022, 74, 805–811. [CrossRef] [PubMed]

15. Walker-Smith, J.A. Revised criteria for diagnosis of coeliac disease Report of Working Group of European Society of Paediatric
Gastroenterology and Nutrition. Arch. Dis. Child. 1990, 65, 909–911.

16. Husby, S.; Koletzko, S.; Korponay-Szabó, I.R.; Mearin, M.L.; Phillips, A.; Shamir, R.; ESPGHAN Gastroenterology Committee.
European society for pediatric gastroenterology, hepatology, and nutrition guidelines for the diagnosis of coeliac disease.
J. Pediatr. Gastroenterol. Nutr. 2012, 54, 136–160. [CrossRef]

17. WHO Multicentre Growth Reference Study Group. WHO Child Growth Standards based on length/height, weight and age.
Acta Paediatr. Suppl. 2006, 450, 76–85.

18. De Onis, M. Development of a WHO growth reference for school-aged children and adolescents. Bull. World Health Organ. 2007,
85, 660–667. [CrossRef] [PubMed]

19. Oberhuber, G.; Granditsch, G.; Vogelsang, H. The histopathology of coeliac disease: Time for a standardized report scheme for
pathologists. Eur. J. Gastroenterol. Hepatol. 1999, 11, 1185–1194. [CrossRef]

20. Bonamico, M.; Nenna, R. Implications of mass screening for childhood celiac disease. Ped. Health 2009, 3, 413–415. [CrossRef]
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