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Primary prevention of coeliac disease is currently not possible.
Previously, a ‘window of opportunity’ was suggested for primary
prevention, by introducing gluten between four and six months of
age. However, results from recent prospective studies establish
that the timing of gluten introduction and the duration or maintenance of breastfeeding do not inﬂuence the development of the
disease. Secondary prevention is possible through early diagnosis
and treatment. Since coeliac disease is severely underdiagnosed,
the only way to achieve large-scale secondary prevention is by
mass screening. Prospective studies indicate that important health
problems, such as reduced foetal growth and birth weight, delayed
growth in height and weight in children, and reduced bone mineral density in both children and adults can be prevented by mass
screening. Adherence to a strict gluten-free diet may be considered
as tertiary prevention.
© 2015 Elsevier Ltd. All rights reserved.

Coeliac disease (CD) is a common but frequently unrecognized disease, partially because of its
variable clinical presentation and symptoms that range from malabsorption with chronic diarrhoea,
poor growth in children, abdominal distension and weight loss, to nonspeciﬁc signs and symptoms
like fatigue, osteoporosis or iron deﬁciency anaemia [1]. Extra-intestinal symptoms such as arthritis or
neurologic manifestations are also frequent [2,3]. In addition, CD may be asymptomatic as in the case
of 43% of the children identiﬁed by family screening [4]. For every child diagnosed with CD there are
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seven who have unrecognised, and therefore, untreated disease [5e7]. Screening studies have shown
that CD has a frequency of 1%e3% among Europeans, corresponding to about ﬁve million people in the
European Community. These studies further suggest that CD is the most common food intolerance in
Europe and the USA [3,5,6,8,9]. CD increases the overall mortality risk [10], reduces the quality of life
[11] and yields extensive negative economic consequences [12]. According to an estimate by the Dutch
Celiac Disease Society (www.glutenvrij.nl) the necessary gluten-free diet results in an added cost of
V1200e1300 per patient a year, corresponding to V6.0e6.6 billion in ﬁnancial burden to Europe if all
ﬁve million cases of CD were considered (www.CDEUSA.com). The patient's health status improves
with a gluten-free diet, but primary prevention would even be more beneﬁcial [13]. For these reasons,
CD may be considered a public health problem [3,14]. Prevention is deﬁned as any activity that reduces the burden of mortality or morbidity from disease, taking place at the primary, secondary or
tertiary level [15]. Primary prevention avoids the development of a disease. Secondary prevention is
aimed at early disease detection, thereby increasing opportunities for interventions to halt disease
progression and the emergence of symptoms. Tertiary prevention focuses on reducing the negative
impact of an already existing disease by restoring function and reducing disease-related
complications.
Primary prevention
Primary prevention in CD implies that gluten tolerance is acquired, since CD patients do not
develop it or lose it later on in life [16]. This hypo-responsiveness to dietary protein antigens in the
intestine is a phenomenon termed ‘oral tolerance’ [17]. Animal experimental models have suggested
possibilities for induction of gluten tolerance: intravenous or intranasal administration of multiple
doses of gliadin to mice allowed down-regulation of the speciﬁc immune response [18]. Breastfeeding
protected young inbred AVN strain rats from CD-like lesions [19]. Currently, however, primary prevention of CD is not possible. Previous retrospective studies suggested a ‘window of opportunity’ for
primary prevention by introducing gluten between four and six months of age [20,21] during which
breast feeding provided a protective effect [22]. Based on these results, the European Society for
Paediatric Gastroenterology, Hepatology and Nutrition (ESPGHAN) recommends that gluten should
not be introduced before 17 weeks of age and not later than at 26 weeks, preferably concurrent with
the period of breastfeeding [23].
Breastfeeding is an environmental factor that has been associated with the induction of oral
tolerance [24]. Many studies have evaluated the role of breastfeeding and the risk of developing CD.
A systemic review and meta-analysis which included all the studies published on this topic between 1966 and 2004 found that breast fed children had a 52% risk reduction of being affected by
CD compared to those who were not breast fed during the time of gluten introduction [pooled OR
0.48; 95% CI: 0.40e0.59] [22]. Some studies on this topic reported CD prevention [22,25e27] while
others did not [28,29]. A systematic review published by the PreventCD group (www.preventcd.
com) showed that the principal difﬁculties in interpreting and comparing studies investigating
the effect of early nutrition in the development of CD arise from the inability to randomise and
blind such studies, their retrospective nature and its associated parental recall bias [30]. The best
method to investigate the effect of environmental factors in the development of CD, nutritional or
otherwise, is to perform prospective, randomised, placebo-controlled interventions among young
children with long-term follow up. However, results from the recent prospective studies PreventCD, CELIPREV, MoBa, Generation R and TEDDY, establish that the timing of gluten introduction
and the duration or maintenance of breast-feeding do not inﬂuence the development of CD
[4,29,31e33].
PreventCD (Prevent Coeliac Disease) is an international, prospective, randomised, placebocontrolled interventions study among 994 infants with the HLA-DQ2 and/or eDQ8 alleles and a
ﬁrst degree family member with CD [4]. From 2007 to 2010, infants were randomised to a doubleblind dietary intervention with either 100 mg of gluten daily or a placebo. The intervention took
place when the children were between four and six months of age. The children were screened
regularly for CD. Breastfeeding for at least six months was encouraged. Gluten intake was quantiﬁed
and the breast feeding analysed. The results showed that the development of childhood CD is not
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related to the time of gluten introduction, presence or duration of breastfeeding, gestational age,
birth weight, the ﬁrst degree family relative with CD (mother, father or sibling) or to rotavirus
vaccination. On the contrary, female gender and HLA make-up are signiﬁcantly related to the
development of CD.
The Italian Baby study on weaning and CD CELIPREV is a prospective, multicentre, intervention trial
in a cohort of 707 children with a familial risk for CD, followed from birth and randomised to gluten
introduction at age 6 or 12 months of age [31]. The results showed that neither delayed gluten
introduction nor breastfeeding modiﬁed CD risk, although gluten introduction at the later time point
was associated with a delayed disease onset. A high-risk HLA genotype was an important disease
predictor.
The Norwegian Mother and Child Cohort Study (MoBa) is a prospective population-based pregnancy cohort study, conducted by the Norwegian Institute of Public Health. Participants were
recruited from all over Norway from 1999 to 2008, 38.7% of invited women gave informed consent to
participate. CD was identiﬁed in 107.000 children through questionnaires and linkage to the Norwegian Patient Register [29]. The authors found that delayed gluten introduction (i.e. >6 months old)
and breastfeeding (>12 months old) were associated with a modest increase in the clinical diagnosis
of CD. They also established that gluten introduction under continued breastfeeding was not
protective.
The results of the Generation R project, a population-based prospective cohort study from foetal life
until young adulthood in Rotterdam, the Netherlands, show that the risk for CD autoimmunity is not
affected by gluten introduction beyond six months of age or by breastfeeding during the ﬁrst six months
of life [32].
The Environmental Determinants of Diabetes in the Young (TEDDY) is a multinational study
that follows children at high genetic risk for type 1 diabetes, wherein development of CD is a
secondary outcome. TEDDY studies 6403 children with a genetic predisposition for CD (HLA DQ2
or DQ8) [33]. Gluten introduction prior to 17 weeks or later than 26 weeks of life was not
associated with an increased risk for CD when adjusted for country, HLA type, gender, and family
history of CD.
The development of gluten peptides or a T-cell vaccination would enable speciﬁc interference with
T-cell function in CD and potentially be a primary preventive measure for CD. Accordingly, the
development of the Nexvax2 vaccine as immunotherapy to induce gluten tolerance has commenced
and is in phase 1 clinical trials (ImmusanT, Cambridge, MA).
Secondary prevention
Early diagnosis and treatment of CD represents secondary prevention. There are two different
approaches to achieve this: case-ﬁnding and mass screening. Active case-ﬁnding refers to liberal
diagnostic testing of patients with CD-associated symptoms and/or conditions. Non controlled trials
have shown that this approach can increase the incidence of CD [34e36]. However, controlled prospective studies have shown that the majority of screening-detected CD cases have no associated
symptoms or conditions. Consequently, secondary prevention may only be achieved on large scale by
mass screening in the general population [4,31,37]. CD screening can be done by measuring the CD
speciﬁc serum antibodies against tissue transglutaminase type 2 (TG2A), anti-endomysium (EMA) or
deaminated gliadin peptides (DGPA) [3,38]. CD screening among high risk groups i.e. ﬁrst-degree
relatives of CD patients, those with immune-mediated conditions such as type 1 diabetes mellitus,
autoimmune thyroid disease, or patients with selective IgA deﬁciency, and patients with Down,
Turner and Williams syndrome, is advised by evidence-based guidelines [3,39,40]. In general, ﬁrstdegree family members of CD patients have an increased risk for CD ranging from 2 to 20%,
depending on the gender and HLA-haplotype [4,41,42]. Recent prospective studies in these children
have shown that the disease can be detected at a very early age, and that about 50% of them already
have CD by age three years [4,31]. Moreover, girls with familial risk for CD have a higher risk of
developing the disease, and by three years old their incidence of CD is 7.2% compared to 3.4% in boys
[4]. Homozygous HLA-DQ2 children develop early CD more frequently than heterozygous ones: 14.9%
versus 3.9% respectively, followed by HLA-DQ8 positive children 0.9% (p < 0.001). In addition, by the
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Table 1
Principles of Wilson and Jungner for mass screening applied to coeliac disease and to the changes in knowledge in the last ten
years.
Principles

2005

2015(Ref.)

1. The condition should be an important health problem.

Yes: Frequent, high morbidity in
clinical cases

2. There should be an accepted treatment for the disease.
3. Facilities for diagnosis and treatment
should be available.

Yes: GFD

Yes, and important complications in
undetected cases, improvement of
health in cases detected by mass
screening [50,54]
Yes: GFD. Novel or adjunctive
treatments being explored [67]
Yes, and better, easier and cheaper
diagnostic methods. Non-invasive
diagnosis possible in a group of
children [3,9]
Yes: Detection of speciﬁc CD
antibodies.
Increased pathology in undetected
CD [52e54]
Yes, and also as point of caret
(rapid) tests [56,57]
Yes: information from prospective
studies [4,48,49]
Yes: information from prospective
studies [52e54]

Yes: detection of speciﬁc CD
antibodies, small bowel biopsies,
GFD

4. There should be a recognizable
latent or early symptomatic stage.

Yes: Detection of speciﬁc CD
antibodies

5. There should be a suitable test for
disease detection.
6. The test should be acceptable for the
population.
7. The natural history of the condition,
including development from latent
to declared disease, should be
understood.
8. There should be an agreed-on policy
of whom to treat as patient.

Yes: Detection of speciﬁc CD
antibodies
Unknown

9. The costs of case ﬁnding should be
economically balanced in relation to
possible expenditure on medical
care as a whole.
10. Case ﬁnding should be a continuous
process.

Unknown

Clinically diagnosed

Few cost-effectiveness studies so
far

Yes: New cases continue to appear

Increasing evidence of health
improvement by early treatment in
asymptomatic cases [50,54]
Increasing evidence on costeffectivity [12,55]

Yes, and implementation of mass
screening in a European country
[47]

GFD ¼ gluten-free diet; CD ¼ coeliac disease; speciﬁc CD antibodies against tissue transglutaminase type 2 (TG2A), antiendomysium (EMA) or deaminated gliadin peptides (DGPA).

age of three years homozygous HLA-DQ2 girls are much more frequently affected than boys (20.7%
versus 9.5%) (p < 0.001) [4].
However, mass screening for CD has been a controversial subject for years. This is especially
related to: 1) Compliance to the ten principles for early disease detection elaborated by Wilson and
Jungner [43] (Table 1); and 2) The scarcity of information on the effect of diagnosis and treatment in
patients identiﬁed by mass screening with absent or subtle symptoms [44]. On the other hand, results from prospective studies have recently provided additional information on these aspects. One
of these studies is the cross-sectional CD screening project ETICS-PreventCD [45], carried out in the
general population before and after the Swedish CD epidemic [9]. A two-phase screening study was
performed wherein 13,279 children from two Swedish birth cohorts were included: those born
during (1993) and after the epidemic (1997). The results of the cohort born during the CD epidemic
reported the highest prevalence of CD in Europe: 3% at 12 years of age [46]. Two additional points in
the ETICS-PreventCD study were established. First, that 12 year old children born after the epidemic
still have the highest frequency of CD in Europe (2%). Second, that mass screening in children is
possible [9]. It is interesting to note that mass screening for CD has already be well accepted and
implemented in the European republic of San Marino [47]. Likewise, there was a general acceptance
to mass screening in both 12 year old Swedish children and American adults in a preventative healthcare setting [48,49]. One of the traditional arguments against mass screening is the assumption that
minimally or asymptomatic patients would not adhere to a gluten-free diet treatment. However,

M.Luisa Mearin / Best Practice & Research Clinical Gastroenterology 29 (2015) 493e501

497

long-term follow-up in young Dutch children and the results of the 12 years old Swedish children
show a high gluten-free diet adherence in adolescents whose disease was detected by screening
[50,51].
Recent results from the Generation R project showed that undiagnosed CD in women is associated
with reduced foetal growth and birth weight [52], and in children with reduced bone mineral density
and delayed growth by age six years [53]. In addition, prospective studies show that treatment with
gluten-free diet among CD patients detected by mass screening results in health improvement, in both
children as in adults [50,54].
According to the few health economic evaluations based on cost per life-years saved, mass CD
screening may be conducted over a wide age range, if there is a relatively high CD population
prevalence, and assuming a standardised mortality ratio of 1.5 or higher for untreated cases [55]. In
addition, an incremental cost-efﬁciency ratio of 48,960 USD per quality-adjusted life-year (QALY) for
CD screening versus non screening in young adults, was demonstrated [12]. However, with the
recent improvement in diagnostic testing for CD, especially with the introduction of the rapid point
of care tests (POC) to determine CD speciﬁc antibodies [56,57], the costs of mass screening will
decrease as its effectiveness increases. All these results support active screening for CD. The discussion on mass screening for CD may be reopened in the future. For this purpose, the development
and analysis of health economic evaluations of mass CD screenings at different ages, utilizing
different strategies, will be necessary. In addition, the willingness to pay for mass CD screening
should also be studied. Swedish parents were willing to pay for school-based CD screening of their
children, but only a minority of them were amenable to paying for the whole costs of the screening
for their child [58].

Tertiary prevention
Adherence to a gluten-free diet might reduce the long-term complications of CD, like chronic
anaemia, infertility, autoimmune disorders, malignancy and osteoporosis [59], and it should be
considered as a tertiary preventive measure. Adhering to a gluten-free diet may seem simple but the
abundance of gluten-containing food in the daily diet may be challenging and such treatment may
considerably affect the patient's quality of life [11,60,61]. In addition, the gluten-free diet may have
negative nutritional consequences. For example, it has been reported that 72% of Italian CD adolescents were overweight and consumed an unbalanced diet rich in fat and protein, poor in carbohydrate, and deﬁcient in calcium, iron and ﬁbre [62]. Gluten-containing cereals such as wheat, barley,
and rye are important sources of dietary iron, ﬁbre, calcium, folate and vitamin B12, thus the treatment with a gluten-free diet can lead to micronutrient deﬁciencies [63,64]. Naturally gluten-free
(pseudo) grains such as buckwheat or quinoa are rich in group B vitamins [65], but commercially
available gluten-free products do not frequently contain the same amount of micronutrients as the
often enriched wheat ﬂour products that they aim to replace [66]. The preceding reasons emphasise
the need to develop adjunct therapies to the gluten-free diet to increase treatment adherence and
reduce gluten exposure [67]. These novel adjuvant therapies should be tested in well-designed
clinical trials, in both adults and children, before they can be safely used in practice. The results of
on-going and future studies on the use of enzymes that enhance gluten degradation (Alvine Pharmaceuticals, San Carlos, CA, USA), epithelial tight junction regulators that reduce permeability for
gluten peptides (Lazarotide, Alba Therapeutics, Baltimore, MD, USA) or polymers that bind ingested
gluten (BioLineRx, Jerusalem, Israel) will be important to assess their contribution to the tertiary
prevention of CD.
Another problem for tertiary prevention is the absence of sensitive and non invasive biomarkers to
monitor compliance to the gluten-free diet. Presently, the gold standard for this purpose is consultation
with an expert dietician, but this may prove to be time-consuming for patients, and local expertise may
be unavailable [68]. Determination of serum TG2A or DPGA is usually used during the follow-up of the
patients as these markers improve with gluten elimination [69]. However, mucosal damage may still
persist without TG2A or DPGA and thus, antibody testing may be negative in patients with partial
adherence to the gluten-free diet [70,71]. The validation of the novel method recently described to
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measure gluten immunogenic peptides in stools may represent a step forward in the assessment of
dietary adherence [72].

Practice points
 At present, primary prevention of CD is not possible.
 Results from recent prospective studies establish that the timing of gluten introduction and
the duration or maintenance of breast-feeding do not influence the development of CD.
 In order to reduce the mortality and morbidity due to CD, the (paediatric) gastroenterologist
can act at the secondary and tertiary levels of prevention.
 The current available diagnostic procedures have to be adequately used for case-finding and
the avoidance of underdiagnoses.
 Since CD is severely underdiagnosed, the only way to achieve large-scale secondary prevention is by mass screening.
 Screening for CD should be performed in first degree family members of CD patients and in
other high risk groups such as patients with Down, Turner and Williams syndrome.
 About 50% of the children with a first degree relative with CD develop the disease at the age
of three years.
 Adherence to the gluten-free diet should be encouraged for CD patients.

Research agenda
 Future prospective studies on the primary prevention of CD should investigate the effect of
different intervention strategies including nutrition, immunomodulation and the role of the
microbiome. Large, multicentre studies with long-term follow-up in different countries and
continents are needed.
 The best method to investigate the effect of environmental factors in the development and/or
prevention of CD is to perform prospective, randomised, placebo-controlled interventions in
young children with long-term follow up.
 The development of gluten peptides or a T-cell vaccination would be a potential primary
preventive measure for CD.
 The discussion on mass screening for CD may be reopened in the future. For this purpose,
health economic evaluations of CD mass screenings at different ages, utilizing different
strategies will be necessary.
 Studies on the implementation of mass screening of CD in different countries should be
carried out.
 The development of novel or adjunct therapies to the gluten-free diet will improve tertiary
prevention in CD. These therapies should be tested in well-designed clinical trials, in both
adults and children.
 The development of sensitive and non-invasive biomarkers to monitor the adherence to a
gluten-free diet will improve tertiary prevention in CD.

Conﬂicts of interest
None.
Acknowledgements
The author thanks Dr. D.C. Amado for editing the manuscript.

M.Luisa Mearin / Best Practice & Research Clinical Gastroenterology 29 (2015) 493e501

499

References
[1] Steens RFR, Csizmadia CGDS, George EK, Ninaber MK, Hira Sing RA, Mearin ML. Better recognition of childhood celiac disease
in the Netherlands and its changing clinical picture: a national prospective study 1993e2000. J Pediatr 2005;147:239e43.
[2] Guandalini S, Assiri A. Celiac disease: a review. JAMA Pediatr 2014;168(3):272e8.
[3] Husby S, Koletzko S, Korponay-Szabo IR, Mearin ML, Phillips A, Shamir R, et al. European Society for Pediatric Gastroenterology, Hepatology, and Nutrition guidelines for the diagnosis of coeliac disease. J Pediatr Gastroenterol Nutr 2012;54:
136e60.
[4] Vriezinga SL, Auricchio R, Bravi E, Castillejo G, Chmielewska A, Crespo, et al. Randomized feeding intervention in infants at
high risk for celiac disease. N Engl J Med 2014;371:1304e15.
[5] Csizmadia CGDS, Mearin ML, von Blomberg BME, Brand R, Verloove-Vanhorick SP. An iceberg of childhood coeliac disease
in the Netherlands. Lancet 1999;353:813e4.
[6] Fasano A, Catassi C. Current approaches to diagnosis and treatment of celiac disease: an evolving spectrum. Gastroenterology 2001 Feb;120(3):636e51.
[7] Mearin ML. Celiac disease among children and adolescents. Curr Probl Pediatr Adolesc Health Care 2007;37:86e105.
[8] Schweizer JJ, von Blomberg ME, Bueno-de Mesquita HB, Mearin ML. Coeliac disease in The Netherlands. Scand J Gastroenterol 2004;39:359e64.
€ m F, van der Pals M, Rose
n A, Ho
€ gberg L, et al. Prevalence of childhood celiac disease and
[9] Ivarsson A, Myleus A, Norstro
changes in infant feeding. Pediatrics 2013;131:687e94.
[10] Biagi F, Corazza GR. Mortality in celiac disease. Nat Rev Gastroenterol Hepatol 2010;7(3):158e62.
[11] van Doorn RK, Winkler LM, Zwinderman KH, Mearin ML, Koopman HM. CDDUX: a disease-speciﬁc health-related qualityof-life questionnaire for children with celiac disease. J Pediatr Gastroenterol Nutr 2008;47(2):147e52.
[12] Shamir R, Hernell O, Leshno M. Cost-effectiveness analysis of screening for celiac disease in the adult population. Med
Decis Mak 2006;26(3):282e93.
[13] Hogen Esch CE, Kiefte-de Jong JC, Hopman GD, Koning F, Mearin ML. Strategies for prevention of celiac disease. In:
Fasano A, Troncone R, Branski D, editors. Frontiers in celiac disease, vol. 12. Basel, Karger: Pediatr Adolesc Med; 2008. p.
188e97.
[14] Catassi C, Gatti S, Fasano A. The new epidemiology of celiac disease. J Pediatr Gastroenterol Nutr 2014 Jul;59(Suppl. 1):
S7e9.
[15] Maars van der PJ, Mackenbach JP. Volksgezondheid en gezondheidszorg. Elsevier/Bunge; 1999. Tweede druk [Dutch].
[16] Schaart MW, Mearin ML. Early nutrition: prevention of celiac disease? J Pediatr Gastroenterol Nutr 2014;59(Suppl. 1):
S18e20.
[17] Strobel S, Mowat AM. Oral tolerance and allergic response to food proteins. Curr Opin Allergy Clin Immunol 2006;6:
207e13.
[18] Rossi M, Maurano F, Caputo N, Auricchio S, Sette A, Capparelli R, et al. Intravenous or intranasal administration of gliadin is
able to down-regulate the speciﬁc immune response in mice. Scand J Immunol 1999;50:177e82.
[19] Stepankova R, Kofronova O, Tuckova L, Kozakova H, Cebra JJ, Tlaskalova-Hogenova H. Experimentally induced gluten
enteropathy and protective effect of epidermal growth factor in artiﬁcially fed neonatal rats. J Pediatr Gastroenterol Nutr
2003;36(1):96e104.
[20] Ivarsson A, Persson LA, Nystrom L, Ascher H, Cavell B, Danielsson L, et al. Epidemic of coeliac disease in Swedish children.
Acta Paediatr 2000;89:165e71.
[21] Norris JM, Barriga K, Hoffenberg EJ, Taki I, Miao D, Haas JE, et al. Risk of celiac disease autoimmunity and timing of gluten
introduction in the diet of infants at increased risk of disease. JAMA 2005;293(19):2343e51.
[22] Akobeng AK, Ramanan AV, Buchan I, Heller RF. Effect of breast feeding on risk of coeliac disease: a systematic review and
meta-analysis of observational studies. Arch Dis Child 2006;91:39e43.
[23] Agostoni C, Decsi T, Fewtrell M, Goulet O, Kolacek S, Koletzko B, et al. Complementary feeding: a commentary by the
ESPGHAN committee on Nutrition. J Pediatr Gastroenterol Nutr 2008;46(1):99e110.
[24] Brandtzaeg PE. Mucosal immunity: integration between mother and the breast-fed infant. Vaccine 2003;21:3382e8.
[25] Falth-Magnusson K, Franzen L, Jansson G, Laurin P, Stenhammar L. Infant feeding history shows distinct differences between Swedish celiac and reference children. Pediatr Allergy Immunol 1996;7:1e5.
[26] Peters U, Schneeweiss S, Trautwein EA, Erbersdobler HF. A case-control study of the effect of infant feeding on celiac
disease. Ann Nutr Metab 2001;45:135e42.
[27] Ivarsson A, Hernell O, Stenlund H, Persson LA. Breast-feeding protects against celiac disease. Am J Clin Nutr 2002;75:
914e21.
[28] Ascher H, Krantz I, Rydberg L, Nordin P, Kristiansson B. Inﬂuence of infant feeding and gluten intake on coeliac disease.
Arch Dis Child 1997;76(2):113e7.
[29] Stordal K, White RA, Eggesbo M. Early feeding and risk of celiac disease in a prospective birth cohort. Pediatrics 2013;
132(5):e1202e9.
[30] Szajewska H, Chmielewska A, Piescik-Lech M, Ivarsson A, Kolacek S, Koletzko S, et al., Preventcd Study Group. Systematic
review: early infant feeding and the prevention of coeliac disease. Aliment Pharmacol Ther 2012;36(7):607e18.
[31] Lionetti E, Castellaneta S, Francavilla R, Pulvirenti A, Tonutti E, Amarri S, et al. Introduction of gluten, HLA status, and the
risk of celiac disease in children. N Engl J Med 2014;371(14):1295e303.
[32] Jansen MA, Tromp II, Kiefte-de Jong JC, Jaddoe VW, Hofman A, Escher JC, et al. Infant feeding and anti-tissue transglutaminase antibody concentrations in the generation R Study. Am J Clin Nutr 2014 Oct;100(4):1095e101.
[33] Aronsson CA, Lee HS, Liu E, Uusitalo U, Hummel S, Yang J, et al., Teddy Study Group. Age at gluten introduction and risk of
celiac disease. Pediatrics 2015;135(2):239e45.
[34] Virta LJ, Kaukinen K, Collin P. Incidence and prevalence of diagnosed coeliac disease in Finland: results of effective case
ﬁnding in adults. Scand J Gastroenterol 2009;44(8):933e8.
[35] Berti I, Della Vedova R, Paduano R, et al. Coeliac disease in primary care: evaluation of a case-ﬁnding strategy. Dig Liver Dis
2006;38(7):461e7.

500

M.Luisa Mearin / Best Practice & Research Clinical Gastroenterology 29 (2015) 493e501

[36] Toftedal P, Hansen DG, Nielsen C, Lillevang ST, Hansen TP, Husby S. Questionnaire basedcase ﬁnding of celiac disease in a
population of 8- to 9-year-old children. Pediatrics 2010;125(3):e518e24.
n A, Sandstro
€m O, Carlsson A, Ho
€gberg L, Ole
n O, Stenlund H, et al. Usefulness of symptoms to screen for celiac
[37] Rose
disease. Pediatrics 2014;133:211e8.
[38] Hogen Esch CE, Csizmadia GD, van Hoogstraten IM, Schreurs MW, Mearin ML, von Blomberg BM. Childhood coeliac
disease: towards an improved serological mass screening strategy. Eur J Gastroenterol Hepatol 2010;22(12):1424e30.
[39] Hill ID, Dirks MH, Liptak GS, Colletti RB, Fasano A, Guandalini S, et al. Guideline for the diagnosis and treatment of celiac
disease in children: recommendations of the North American Society for Pediatric Gastroenterology, hepatology and
Nutrition. J Pediatr Gastroenterol Nutr 2005;40:1e19.
[40] NICE. Recognition and assessment of coeliac disease. 2009.
~ a AS, Polanco I, Vazquez C, Schreuder CThM, et al. HLA-DR phenotypes in Spanish coeliac
[41] Mearin ML, Biemond I, Pen
children: their contribution to the understanding of the genetics of the disease. Gut 1983;24:532e7.
[42] Mearin ML, Bouquet J, Mourad N, Schoorel E, Sinaasappel M, Biemond I, et al. HLA-DR antigens and phenotypes in Dutch
coeliac children and their families. Clin Genet 1985;27:45e50.
[43] Wilson JM, Jungner G. Principles and practice of screening for disease. Geneva: World Health Organisation; 1968.
[44] Mearin ML, Ivarsson A, Dickey W. Coeliac disease: is it time for mass screening? Best Pract Res Clin Gastroenterol 2005;19:
441e52.
n A, Auricchio R, Romanos J, Chmielewska A, Putter H, et al., PreventCD Study Group. The PreventCD
[45] Hogen Esch EC, Rose
study design: towards new strategies for the prevention of coeliac disease. Eur J Gastroenterol Hepatol 2010 Dec;22(12):
1424e30.
us A, Ivarsson A, Webb C, Danielsson L, Hernell O, Ho
€gberg L, et al. Celiac disease revealed in 3% of Swedish 12-year[46] Myle
olds born during an epidemic. J Pediatr Gastroenterol Nutr 2009 Aug;49(2):170e6.
[47] Alessandrini S, Giacomoni E, Muccioli F. Mass population screening for celiac disease in children: the experience in Republic of San Marino from 1993 to 2009. Ital J Pediatr 2013;39:67.
[48] Nordyke K, Myleus A, Ivasrsson A, Carlsson A, Danielsson L, Hogberg L, et al. How do children experience participating in a
coeliac disease screening? A qualitative study based on children's written narratives. Scand J Public Health 2010;38:351e8.
[49] Katz KD, Rashtak S, Lahr BD, Melton LJ, Krause PK, Maggi K, et al. Screening for celiac disease in a North American
population: sequential serology and gastrointestinal symptoms. Am J Gastroenterol 2011;106:1333e9.
[50] Van Koppen EJ, Schweizer JJ, Csizmadia CGDS, Krom Y, Hylkema HB, Van Geel AM, et al. Long-term health and quality-oflife consequences of mass screening for childhood celiac disease: a 10-year follow-up study. Pediatrics 2009;123(4):
582e8.
[51] Webb C, Myleus A, Norstrom F, Hammarroth S, Hogberg L, Lagerqvist C, et al. High adherence to a gluten-free diet in
adolescents with screening-detected celiac disease. JPGN 2015;60:54e9.
[52] Kiefte-de Jong JC, Jaddoe VW, Uitterlinden AG, Steegers EA, Willemsen SP, Hofman A, et al. Levels of antibodies against
tissue transglutaminase during pregnancy are associated with reduced fetal weight and birth weight. Gastroenterology
2013;144(4):726e35.
[53] Jansen MA, Kiefte-de Jong JC, Gaillard R, Escher JC, Hofman A, Jaddoe VW, et al. Growth trajectories and bone Mineral
density in anti-tissue transglutaminase antibody-positive children: the generation R study. Clin Gastroenterol Hepatol
2014;22. S1542e3565(14)01352-4.
€nen H, Laurila K, Huhtala H, et al. Beneﬁts of a gluten-free diet for asymptomatic
[54] Kurppa K, Paavola A, Collin P, Sieva
patients with serologic markers of celiac disease. Gastroenterology 2014;147:610e7.
[55] Hershcovici T, Leshno M, Goldin E, Shamir R, Israeli E. Cost effectiveness of mass screening for coeliac disease is determined by time-delay to diagnosis and quality of life on a gluten-free diet. Aliment Pharmacol Ther 2010;31:901e10.
[56] Baviera LC, Aliaga ED, Ortigosa L, Litwin N, Pena-Quintana L, Mendez V, et al. Celiac disease screening by immunochromatographic visual assays: results of a multicenter study. J Pediatr Gastroenterol Nutr 2007;45:546e50.
[57] Korponay-Szabo IR, Szabados K, Pusztai J, Uhrin K, Ludmany E, Nemes E, et al. Population screening for coeliac disease in
primary care by district nurses using a rapid antibody test: diagnostic accuracy and feasibility study. BMJ 2007;335:
1244e7.
€m F, Ivarsson A, Lindholm L, Carlsson A, Danielsson L, Ho
€gberg L, et al. Parents' willingness to pay for coeliac
[58] Norstro
disease screening of their child. J Pediatr Gastroenterol Nutr 2011;52(4):452e9.
[59] Green PHR, Jabri B. Coeliac disease. Lancet 2003;362:383e91.
[60] Kolsteren MMP, Koopman HM, Schalekamp G, Mearin ML. Health-related quality of life of children with celiac disease.
J Pediatr 2001;138:593e5.
[61] Hopman EG, Koopman HM, Wit JM, Mearin ML. Dietary compliance and health-related quality of life in patients with
coeliac disease. Eur J Gastroenterol Hepatol 2009;21(9):1056e61.
[62] Mariani P, Viti MG, Montuori M, La Vecchia A, Cipolletta E, Calvani L, et al. The gluten-free diet: a nutritional risk factor for
adolescents with celiac disease? J Pediatr Gastroenterol Nutr 1998;27(5):519e23.
[63] Hopman EG, le Cessie S, von Blomberg BME, Mearin ML. Nutritional management of the gluten-free diet in young people
with celiac disease in the Netherlands. J Pediatr Gastroenterol Nutr 2006;43:102e8.
[64] Ohlund K, Olsson C, Hernell O, Ohlund I. Dietary shortcomings in children on a gluten-free diet. J Hum Nutr Diet 2010;23:
294e300.
[65] Alvarez-Jubete L, Arendt EK, Gallagher E. Nutritive value and chemical composition of pseudocereals as gluten-free ingredients. Int J Food Sci Nutr 2009;60(Suppl. 4):240e57.
[66] do Nascimento AB, Fiates GM, Dos AA, Teixeira E. Analysis of ingredient lists of commercially available gluten-free and
gluten-containing food products using the text mining technique. Int J Food Sci Nutr 2013;64:217e22.
[67] Maki M. Celiac disease treatment: gluten-free diet and beyond. J Pediatr Gastroenterol Nutr 2014;59(Suppl. 1):S15e7.
[68] Rubio-Tapia A, Hill I, Kelly C, Calderwood A, Murray J. ACG clinical guidelines: diagnosis and management of celiac disease.
Am J Gastroenterol 2013;108:656e76.
[69] Hogen Esch CE, Wolters VM, Gerritsen SA, Putter H, von Blomberg BM, van Hoogstraten IM, et al. Speciﬁc celiac disease
antibodies in children on a gluten free diet. Pediatrics 2011;128(3):547e52.

M.Luisa Mearin / Best Practice & Research Clinical Gastroenterology 29 (2015) 493e501

501

[70] Rubio-Tapia A, Rahim M, See J, Lahr B, Wu T, Murray J. Mucosal recovery and mortality in adults with celiac disease after
treatment with a gluten-free diet. Am J Gastroenterol 2010;105:1412e20.
[71] Lefﬂer DA, Edwards George JB, Dennis M, Cook EF, Schuppan D, Kelly CP. A prospective comparative study of ﬁve measures
of gluten-free diet adherence in adults with coeliac disease. Aliment Pharmacol Ther 2007;26:1227e35.
[72] Comino I, Real A, Vivas S, Miguel AS, Caminero A, Nistal E, et al. Monitoring of gluten-free diet compliance in celiac patients by assessment of gliadin 33-mer equivalent epitopes in feces. Am J Clin Nutr 2012;95:670e7.

