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Celiac disease (CD) is an immune-mediated enteropathy triggered by the ingestion of gluten in
genetically susceptible individuals. It is one of the most common lifelong disorders on a worldwide
basis. Celiac enteropathy is the ﬁnal consequence of an abnormal immune reaction, showing features of both an innate and an adaptive response to gluten prolamins. The clinical spectrum is
wide, including cases with either typical intestinal or atypical extraintestinal features, and silent
forms. The only available treatment consists in dietary exclusion of grains containing gluten. New
pharmacological treatment are currently under scrutiny.
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INTRODUCTION
Celiac disease (CD) is an autoimmune enteropathy triggered by the ingestion of
gluten-containing grains in susceptible individuals [1]. It is the result of the interplay between environmental and genetic factors. The gliadin and glutenin fractions
of wheat gluten and similar alcohol-soluble proteins in other grains are the environmental factors responsible for the development of the intestinal damage. The genetic
predisposition is related to HLA (human leucocyte antigen) class II genes: most of CD
patients are HLA-DQ2 positive, and the remaining patients are usually HLA-DQ8 positive [2]. These genes are estimated to explain some 40% of the disease heritability; the
remaining 60% of the genetic susceptibility to CD is shared between an unknown number of non-HLA genes, each of which is estimated to contribute only a small risk [3].
The typical intestinal damage is characterized by loss of absorptive villi and hyperplasia of the crypts, and it completely resolves upon elimination of gluten-containing
grains from the patient’s diet [1].
EPIDEMIOLOGY
In the past, CD was considered a rare disorder, mostly affecting individuals of European origin, and usually characterized by onset during the first years of life. At
that time, diagnosis was entirely based on the detection of typical gastro-intestinal
symptoms and confirmation by the small intestinal biopsy. The availability of highly
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sensitive and specific serological tools, first the anti-gliadin (AGA) and later the
anti-endomysium (EMA) and the anti-transglutaminase (tTG) antibodies, made it
possible to evaluate the true prevalence of CD (number of affected persons in a population at a given time), showing an unsuspected frequency of clinically atypical or
even silent forms of CD. Approximately 20 years ago, Italy was the birth land of the
new “era” of CD epidemiology, the one based on serological screening of general population samples. In a sample of 17,201 healthy Italian students, it was shown that CD is
much more common than previously thought, and that most atypical cases remained
undiagnosed unless actively searched by serological screening. The overall prevalence
of CD (including known CD cases) was 5.44 per 1000 or 1 in 184 subjects. The ratio of
known (previously diagnosed) to undiagnosed CD cases was as high as 1 to 7 [4].
A recently published large international, multicenter study investigated a wide population sample in four different European countries: on average, the overall prevalence
of CD was 1%, with large variations between countries (2.0% in Finland, 1.2% in Italy,
0.9% in Northern Ireland, and 0.3% in Germany). This study confirmed that many CD
cases would remain undetected without active serological screening [5].
Similar rates have been reported from the US population (1:133) [6] and from developed countries mostly populated by individuals of European origin, e.g., Australia
and New Zealand [7, 8]. The presence of CD is long established in many South American countries that are mostly populated by individuals of European origin. Among
Brazilian blood donors, the prevalence of CD ranged between 1:681 [9] and 1:214 [10].
It is worth noting that studies on blood donors tend to underestimate the prevalence
of CD, as these individuals represent the “healthiest” segment of the population and
are mostly males (while CD is more common among women). In Argentina, Gomez
et al. found an overall prevalence of 1 in 167 in 2000 adults involved in a prenuptial
examination [11].
CD is not only frequent in developed countries. Recent epidemiological studies performed in areas of the developing world show prevalence rates overlapping European
figures, especially in North Africa (i.e., 0.53% in Egypt, 0.79% in Libya, and 0.6% in
Tunisia) [12–14], Middle East (i.e., 0.88% in Iran and 0.6% in Turkey) [15, 16], and India
(i.e., 0.7%) [17].
This widespread diffusion is not surprising at all, given that causal factors, HLA predisposing genotypes (DQ2 and DQ8) and consumption of gluten-containing cereals,
show a worldwide distribution [18].
The Saharawi population of Arab-Berber origin living in Algeria has the highest
prevalence of CD (5.6%) among all world populations [19]. High levels of consanguinity, high frequencies of HLA-DQ2 [20], and heavy gluten ingestion may potentially explain this finding in this population.
There are no data about the prevalence of CD in Sub-Saharan Africa; however, there
are reasons to believe that this condition is not common in those countries, as: (a)
staple cereals are mostly naturally gluten free (e.g., millet and rice), and (b) the HLArelated predisposing genes DQ2 and DQ8 are much less frequent in those areas than
in Western countries.
Finally, there are only anecdotic reports of CD in the Far East countries. Given the
low prevalence of HLA-related predisposing genes DQ2 and DQ8 and the low/absent
gluten consumption, reduced disease prevalence should be expected in those populations.
The epidemiology of CD is efficiently conceptualized by the iceberg model [1] (Figure 1). The overall number of CD cases is the size of the iceberg, which is influenced
not only by the frequency of the predisposing genotypes in the population but also by
the pattern of gluten consumption. Typical CD cases are usually diagnosed because of
suggestive complaints. They make up the visible part of the celiac iceberg, expressed
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FIGURE 1 The celiac iceberg model.

by the incidence of the disease in quantitative terms. In developed countries, however,
for each diagnosed case of CD, an average of five cases remain undiagnosed (the
submerged part of the iceberg), usually because of atypical, minimal, or even absent
complaints. These undiagnosed cases remain untreated, leaving individuals exposed
to the risk of long-term complications, such as infertility, osteoporosis, or cancer.
Currently, the best approach to improving the diagnostic rate is a process of case
finding focused on at-risk groups, a procedure that minimizes costs and is ethically
appropriate. An increased awareness of the many clinical faces of CD, coupled with
a higher inclination for using blood tests, could efficiently uncover a large portion
of the submerged CD iceberg. The primary care physician’s office would provide the
most natural setting for selective screening to first identify individuals at risk for CD
who need referral for definitive diagnosis.
It is interesting to note that the prevalence of CD seems to be on the rise in developed countries. The total prevalence of CD has doubled in Finland during the last two
decades (1.05% in 1978–80 and 1.99% in 2000–01) [21], and the increase cannot simply
be attributed to a better rate of detection. Recently, it has been shown that CD autoimmunity, within an American population followed since 1974, doubled between 1974
(1 in every 501 subjects) and 1989 (1 in every 219 subjects). This trend apparently continued in the following years. In a different sample of the adult American population
in 2001, a CD prevalence of 1 in 105 subjects was reported. Therefore, during the last 30
years, the prevalence of CD among adults in the US appeared to increase by five-fold,
doubling approximately every 15 years (Figure 2), as shown by Catassi et al. (2010).
Remarkably, this study showed that loss of gluten tolerance may occur at any time in

FIGURE 2 Prevalence of celiac disease in the US during the last decades [22].
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life, for reasons that are currently unclear [22]. The implications of this discovery could
have a wide-ranging effect on the diagnosis and treatment of CD in elderly patients.
A steady rise in the incidence of autoimmune disorders as well as allergic disorders
has been registered in industrialized countries during the last few decades. According
to the “hygiene hypothesis,” the “cleaner” environment found nowadays in Western
countries led to lower frequency of early childhood infections and differences in the
spectrum of microorganisms populating the gut. These changes could modify the immune response and be responsible for higher risk of different autoimmune disorders
[23]. However, the rising prevalence of adult onset of CD that we observed in the US
study can hardly be explained by hygienic changes occurring in childhood.
The amount and the quality of ingested gluten, the type and duration of wheat
dough fermentation, the spectrum of intestinal microorganisms and how they change
over time, intestinal infections, and stressors in general are all possible switches of the
tolerance–immune response balance [24–26]. However, more research is needed to
determine whether and how these factors can cause loss of gluten tolerance. The results of these studies could be instrumental in determining how to prevent not only
the onset of CD but also other autoimmune disorders.
PATHOGENESIS
The development of CD is determined by both environmental and genetic factors. In
recent years, much has been discovered about the genetic and immunologic aspects
of CD (Figure 3). Under physiological circumstances, intestinal epithelia are almost

FIGURE 3 A simplified scheme of the adaptive immune response to gluten in celiac disease from
gluten ingestion to intestinal damage. (1) Gluten peptides reach the lamina propria via either an increased epithelial tight junctional permeability or epithelial transcytosis. (2) Deamidation of gluten
peptides by tissue transglutaminase creates potent immunostimulatory epitopes that (3) bind to
HLA-DQ2 or HLA-DQ8 on antigen-presenting cells and (4) activate CD4+ T cells. (5) Activated
CD4+ T cells secrete mainly Th1 cytokines, such as IFN-γ , which induces the release and activation
of metalloproteases by myofibroblasts, (6) finally resulting in mucosal remodeling and villus atrophy. (7) CD4+ T cells also increase cytotoxicity of intraepithelial lymphocytes or natural killer (NK)
T cells, thus leading to enterocyte apoptotic death. (8) Through the production of Th2 cytokines,
activated CD4+ T cells also drive the activation and clonal expansion of B cells, which differentiate into plasma cells and produce antibodies to gluten and transglutaminase, contributing to the
intestinal damage.
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impermeable to macromolecules such as gliadin. In CD, paracellular permeability is
enhanced and the integrity of the tight junction (TJ) system is compromised. The upregulation of zonulin, an intestinal peptide involved in TJ regulation, appears to be responsible, at least in part, for the increased gut permeability characteristic of CD [27].
After stimulation of normal rat intestinal cells with gliadin, zonulin is released, which
induces a protein kinase C-mediated polymerization of intracellular actin filaments,
which are directly connected to TJ complex proteins, thereby regulating epithelial permeability [28]. Further, persistent presence of inflammatory mediators, such as tumor
necrosis factor-α and interferon (IFN)-γ , has been shown to increase the permeability across the endothelial and epithelial layers, suggesting that the initial breach of the
intestinal barrier function caused by zonulin can be perpetuated by the inflammatory
process after the access of gliadin to the submucosa. Recent studies, which focused on
the early effects of gliadin on the intestinal epithelial mucosa and the structures that
dictate mucosal TJ competency, showed that gliadin activates the zonulin signaling,
resulting in immediate reduction of intestinal barrier function and passage of gliadin
into the subepithelial compartment [29]. On the other hand, other studies suggest that
gluten peptides can be transported across the intestinal epithelium via transcytosis
[30] or immunoglobulin A (IgA)-mediated retrotranscytosis [31].
The main disease mechanism leading to CD is based on an adaptive immune response to gluten-derived peptides, taking place in the lamina propria of the intestinal
mucosa. It is well established that gluten peptides presented by either HLA-DQ2 or
HLA-DQ8 induce a CD4+ T-cell response in CD patients. Both HLA-DQ2 and HLADQ8 code for heterodimers located on antigen-presenting cells that preferentially
bind peptides with negatively charged amino acids at anchor residues. Gluten peptides, however, are virtually devoid of negative charges, and native gluten peptides
thus bind poorly to HLA-DQ2 or HLA-DQ8 [32]. It has become clear that the enzyme
tissue transglutaminase 2 (tTG2) can modify gluten peptides to fit the requirements
for high-affinity binding to HLA-DQ2 and HLA-DQ8. tTG2 can convert noncharged
glutamine into negatively charged glutamic acid, a process called deamidation [33].
Recent studies have identified in the sequence motifs QXP (Q = glutamine, P = proline, X = any aminoacid), the glutamine residues that are the preferential substrate
for tTG-mediated deamidation [32, 34]. This represents an important tool for the prediction of toxic gliadin peptides. Similarly, this analysis might prove useful to screen
wheat varieties to identify potential nontoxic grains.
Activated gluten-reactive CD4+ T cells produce high levels of pro-inflammatory cytokines, thus inducing a T-helper-cell–type-(Th)1 pattern dominated by IFN-γ [35].
Th1 cytokines promote inflammatory effects, including fibroblast or lamina propria
mononuclear cell secretion of matrix metalloproteinases, which are responsible for
tissue remodeling that results in villus atrophy and crypt hyperplasia, which are characteristic of CD. Other cytokines such as interleukin (IL)-18, IFN-γ , and IL-21 seem to
play a role in polarizing and maintaining the Th1 response [36].
Additionally, through the production of Th2 cytokines, activated CD4+ T cells drive
the activation and clonal expansion of B cells, which differentiate into plasmacells and
produce anti-gliadin and anti-tTG antibodies. By interacting with the extracellular
membrane-bound tTG, tTG–autoantibody deposits in the basement membrane
region might induce enterocyte cytoskeleton changes with actin redistribution and
consequent epithelial damage [37].
In active CD, the number of CD8+ T-cell receptor (TCR)αβ+ and TCRγ δ+ intraepithelial lymphocytes (IELs) is markedly increased. It is unclear whether this
is a response to changes in the homeostasis of the epithelium or a consequence
of the pro-inflammatory milieu created by the CD4+ T-cell response in the lamina
propria [32]. IELs in the epithelium acquire activating natural killer (NK) receptors
C Informa Healthcare USA, Inc.
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[38] and the ability to lyse epithelial cells; at the same time, intestinal epithelial cells
upregulate the expression of ligands for these activating receptors: the MICs [39] and
HLA-E [38], respectively. Therefore, by the Fas/Fas ligand system or the IL-15-induced
perforin–granzyme and NFG2D–MIC signaling pathways, IELs induce the apoptotic
death of epithelial cells, thus likely contributing to the typical tissue damage in CD
[40]. IL-15 secreted by epithelial cells and by dendritic cells could be the main factor
orchestrating the selective expansion of IELs.
Indeed, gluten can also elicit an innate immune response. Upon stimulation with
gliadin peptide p31-49 (and other peptides), epithelial cells, macrophages, and dendritic cells secrete IL-15, which in turn may stimulate cytotoxic lymphocytes, thus inducing increased epithelial apoptosis and permeability [40–42]. It is currently unclear
how gluten could have such a range of biological effects on innate immune cells and
how it can bind to unrelated receptors; further study is therefore required to identify
the molecular mechanisms involved. However, if confirmed, the possible role of gluten
as an activator of the innate immune system might explain how inflammatory glutenspecific CD4+ T-cell responses are induced and how IELs become licensed to kill intestinal epithelial cells. Based on the current data, it has been suggested that in genetically susceptible individuals, gluten leads to the activation of cellular stress pathways
or to the conversion of self molecules into ligands for immune receptors (such as Tolllike receptors), which in turn could trigger the release of proinflammatory mediators
that promote the development of inflammatory T-cell responses [40].
CLINICAL PRESENTATION
The clinical manifestations of CD vary greatly, and although this was once perceived
as a purely pediatric disorder, the diagnosis is increasingly made in adult life, although
many adults are still misdiagnosed as having irritable bowel syndrome or other gastrointestinal syndromes (Table 1).
TABLE 1 Clinical manifestations of celiac disease (CD).
Typical CD
Chronic diarrhea
Failure to thrive
Abdominal
distension
Muscle wasting
Anorexia
Behavioral
changes

Atypical CD

Associated autoimmune
diseases

Associated genetic
diseases

Anemia (iron, vitamin B12 , Type 1 diabetes
Down syndrome
folic acid deficiency)
Short stature
Autoimmune thyroiditis Turner syndrome
Osteopenia/osteoporosis
Autoimmune hepatitis
Williams syndrome
Hypertransaminasemia
Dermatitis herpetiformis
Dental enamel hypoplasia
Recurrent aphtous
stomatitis
Recurrent abdominal pain
Vomiting
Constipation
Headache
Polyneuropathy
White matter lesions
Cerebellar ataxia
Epilepsy
Pubertal delay
Recurrent abortions
Infertility

Myasthenia gravis
IgA deficiency
Primary biliary cirrhosis
Primary sclerosing
cholangitis
Psoriasis
Sjögren disease
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Typical CD
This form is characterized by villous atrophy and typical symptoms of intestinal malabsorption. It presents between 6 and 24 months of age with impaired growth, abnormal stools, abdominal distension, muscle wasting and hypotonia, poor appetite, and
unhappy behavior. In developing countries, chronic diarrhea, abdominal distension,
stunting (height for age lower than 2 standard deviations), and anemia are frequent
findings [1].
Atypical CD
Atypical CD is usually seen in older children and adults and features of overt malabsorption are absent. Intestinal features may be absent or include unusual complaints,
such as recurrent abdominal pain, nausea, vomiting, bloating, dental enamel defects
[43], and recurrent aphthous stomatitis [44]. Isolated increase in serum aminotransferase level caused by mild, nonprogressive liver inflammation is a common presentation in children [45]. Several extraintestinal manifestations of the disease, alone or in
association, have been described so far, potentially affecting any organ or body system.
Anemia is a frequent finding in patients with CD and may be the presenting feature; its prevalence varies greatly according to different reports and has been found in
12–69% of newly diagnosed patients with CD [46]. Iron deficiency anemia is the most
common in the setting of CD and has been reported in up to 46% of cases of subclinical
CD, with a higher prevalence in adults than in children. Iron is absorbed in the proximal small intestine and the absorption is dependent upon several factors, including
an intact mucosal surface. Iron deficiency is typically refractory to oral iron therapy
and can be the sole manifestation of CD, especially in pediatric patients [46]. Between
2% and 6% of patients with iron deficiency anemia attending a hematology clinic are
found to have CD [47]. The treatment of iron deficiency anemia associated with CD is
primarily a gluten-free diet (GFD) and iron supplementation until the iron stores have
been restored. The anemia seen in CD can also result from malabsorption of vitamin
B12 (a small proportion of which is absorbed passively along the entire small bowel)
and folic acid (absorbed in the jejunum) [46].
Dermatitis herpetiformis is currently regarded as a variant of CD (“skin CD”). It is
a blistering skin disease characterized by typical granular IgA deposition at the dermoepidermal junction, with stippling in the dermal papillae. The primary lesion consists of erythematous papules or vesicles; grouping of these vesicles in a herpetiform
configuration may sometimes be observed. These cutaneous eruptions are usually
symmetrically distributed over extensor surfaces, especially the elbows, knees, shoulders, sacrum, buttocks, and posterior nuchal area. In some cases, lesions may also involve the scalp, face, and groin. Generally, lesions heal without scarring unless secondary bacterial infection has set in. Postinflammatory pigmentary changes do occur.
Suppressive therapy and a GFD should be considered to be complementary. The institution of a dietary therapy then provides long-term control of the underlying gluten
sensitivity. Intermittent dapsone therapy could be used to suppress occasional outbreaks caused by lapses of the diet [48].
Short stature can be the primary manifestation in an otherwise healthy child. It has
recently been established that in 2–8% of children with short stature and no gastrointestinal symptoms, CD may be the underlying cause, being the most common organic
cause of slow height velocity, far more common than growth hormone (GH) deficiency
[49]. The endocrinological pattern usually includes delayed bone age, either normal or
blunted GH response to stimulatory tests, and low levels of insulin-like growth factor1 (IGF-1). The pathogenesis of CD-associated short stature is still unclear: zinc deficiency is the basic nutritional deficit that impairs the production of IGF-1; together
with other deficiencies characteristically found in patients with CD, it is deleterious
C Informa Healthcare USA, Inc.
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for bone metabolism and growth [50]. The impaired pituitary release of GH may be
related to malnutrition, to the presence of circulating anti-pituitary antibodies in the
central nervous system [51], or to an abnormal brain monoamine metabolism [50].
Treatment with a GFD often leads to complete catch-up growth within 2–3 years. If
no catch-up growth occurs after 12 months of GFD, an associated and transient GH
deficiency should be suspected [52].
CD predisposes to low bone mineral density and osteoporosis. Of 86 consecutive
patients with newly diagnosed, biopsy-confirmed CD, 40% had osteopenia and 26%
osteoporosis [53]. The recorded prevalence of CD among osteoporotic individuals is
3.4% [54]. Bone alterations were once thought to derive from calcium and vitamin
D deficiency secondary to intestinal malabsorption. Recently, other causes of bone
metabolism impairment have been claimed, including the interaction between cytokines and local/systemic factors influencing bone formation and reabsorption. A
lifelong GFD is the only effective measure to restore bone metabolism to an apparent normality. In the pediatric population, a prompt enforcement of a GFD can even
lead to a satisfactory recovery of the bone mass. Contrary to pediatric cases, adults affected by osteoporosis secondary to CD do not experience spontaneous recovery, and
there are no conclusive data on the efficacy of standard therapies for osteoporosis in
reducing the fracture risk. This evidence stresses the need of a timely diagnosis as a
preventive intervention to avoid CD complications [55].
A growing number of studies have reported a wide spectrum of neurological conditions associated with CD, with an estimated prevalence in adults as high as 26%
[56]. This literature has become quite controversial because of variable selection criteria and patient characteristics. A recent meta-analysis indicates that CD patients
have a risk of developing some neurological complications during childhood (i.e.,
headache, peripheral neuropathy, and white matter disease) [57]. The overall prevalence of neurological involvement in childhood, as compared with adulthood, is lower.
Actually, there is no compelling evidence that there is a casual relation between CD
and epilepsy, autism, or cerebellar ataxia in the pediatric age group [57].
Women with CD more frequently experience recurrent spontaneous miscarriage,
early menopause, and amenorrhoea. Fertility problems can also be present in male
patients. The real mechanism by which CD produces these changes is unclear, but
such factors as malnutrition and iron, folate, and zinc deficiencies have all been implicated [37].
Silent CD
Since the introduction of serological tests, silent (apparently symptomless) CD has
been increasingly recognized because of occasional screening. This is often the case in
subjects with a family history of CD, patients with associated autoimmune (e.g., type
1 diabetes) or genetic (Down, Turner, or Williams syndrome) disorders. A thorough
history and investigation will, however, reveal a low-grade illness in many of these individuals. Common features are: (a) behavioral disturbances, such as irritability and
impaired school performance; (b) impaired physical fitness and chronic fatigue; (c)
iron deficiency with or without anemia; and (d) reduced bone mineral density. An
improved psycho-physical well-being is often reported in children affected with apparently silent CD after starting treatment with a GFD [1].
Potential CD
Potential CD is characterized by a normal intestinal mucosa or by subtle histological
abnormalities, such as an increased number of IEL (type 1 lesion). Such patients
are positive for anti-tTG antibodies and/or EMA and/or subepithelial deposits of
anti-tTG IgA at the biopsy. They can either be well or have intestinal symptoms, which
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may respond to a GFD. In time, they may develop a flat mucosa, although there is no
evidence to support managing these patients with a GFD until unequivocal mucosal
flattening is recorded [37].
Associated Diseases
CD prevalence is increased in at-risk conditions, such as autoimmune diseases, IgA
deficiency, and some genetic syndromes (Down, Turner, and Williams syndrome).
The average prevalence of CD among children with type 1 diabetes mellitus is 4.5%
[58]. A six- to seven-fold increase in CD prevalence has been reported in subjects with
autoimmune thyroid disease [59]. In children affected with Down syndrome, the reported prevalence of CD ranges between 3.2% and 10.3% [60].
Given the wide variability in the clinical spectrum, a high index of clinical suspicion
is essential to identify children with CD. Once the possibility has been recognized,
tests should be carried out to confirm the diagnosis. This case-finding procedure is
currently advocated as the most cost-effective approach to detect undiagnosed CD.

TREATMENT
The only currently available treatment for CD consists in dietary exclusion of grains
containing gluten (i.e., wheat, rye, barley, triticale, couscous, spelt, and kamut) [1].
Rice, maize, and buckwheat do not contain gluten and can be eaten. Potato, chestnut,
tapioca, sorghum, millet teff, quinoa, and amaranth are other safe starchy food. In the
past, oats were considered to be toxic to individuals with CD. Many recent studies,
however, have shown that the ingestion of uncontamineated oats is not only safe but
can also improve the quality of the diet in the majority of patients with CD or dermatitis
herpetiformis [61]. Other natural foods such as vegetables, salads, pulses, fruits, nuts,
meat, fish, poultry, cheese, eggs, and milk can be consumed in a GFD without limitations. A wide range of attractive and palatable gluten-free products that guarantee the
absence of gluten are specifically manufactured for celiac patients and may be labeled
by an internationally recognized mark, the crossed ear of wheat. In many areas of the
world, including Europe, America, Australasia, and North Africa, gluten-rich products
such as bread and pasta are part of the staple diet. Gluten-containing foods make a
substantial contribution to daily energy intake and are enjoyable to eat. The changes
needed to begin and maintain a GFD are important and have a major impact on daily
life. Supportive nutritional care in the case of iron, calcium, and vitamin deficiencies is
also recommended [62]. In the long term (1–2 years), a GFD is associated with clinical,
serologic, and histological remission and seems to reduce the risk of complications [1].
However, it is almost impossible to maintain a diet with zero gluten content because
gluten contamination is very common in food. “Hidden” gluten (used as protein filler)
may be found in commercially available products, such as sausages, soups, soy sauces,
and ice cream. Even products specifically targeted to dietary treatment of CD may contain tiny amounts of gluten proteins, either because of the cross-contamination of originally gluten-free cereals during their milling, storage, and manipulation or because of
the presence of wheat starch as a major ingredient [63]. It has been recently demonstrated in multicenter, double-blind, placebo-controlled trial that the safety threshold of prolonged exposure to trace amounts of gluten (i.e., contaminating gluten) is 50
mg/day, and that the threshold of 20 ppm (parts per million) keeps the intake of gluten
from “special celiac food” well below the amount of 50 mg/day, which allows a safety
margin for the variable gluten sensitivities and dietary habits of patients [63].
As previously noted, both in-vivo challenges and in-vitro immunologic studies support the possibility that oats (once considered toxic for CD patients) can be ingested
C Informa Healthcare USA, Inc.
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TABLE 2 Potential novel therapies for celiac disease.
Objective

Therapeutic agent

Int Rev Immunol Downloaded from informahealthcare.com by 88.105.93.93 on 01/26/15
For personal use only.

Decrease gluten exposure

Wheat variants with low immunogenicity [67–69]
Transamidation of gliadin [70]
Pre-treatment with probiotics [71]
Prolyl endopeptidases from Aspergillus niger or Sphingomonas
capsulata + barley endoprotease [72–74]
Polymeric gliadin binders [75]
Inhibit intestinal permeability
Zonulin receptor antagonist [76]
Modulate the immune response Tissue transglutaminase inhibitors [77, 78]
HLA-DQ2/DQ8 blocker [79–82]
Gluten vaccination [83]
Anti-interleukin 15 [84]
Anti-interferon-γ [85]
Anti-tumor necrosis factor-α [86]
Anti-CD52 [87]
Interleukin 10 [88]

safely [63]. However, because of uncontrolled harvesting and milling procedures,
cross-contamination of oats with gluten is a concern [1].
A GFD is, often, difficult to sustain, owing to small levels of gluten contamination
in food products, high costs and restricted availability of gluten-free food alternatives,
low palatability, and cultural practices, leading to a substantial social burden. Moreover, in a minority of adult patients with so-called “refractory CD,” the disease does not
respond to treatment with a GFD. Therefore, in the past decade, researchers have become increasingly interested in therapeutic alternatives for continuous or intermittent
use of a GFD in patients with CD [64].
Newly developed treatment modalities for CD are based on currently available insights into the pathogenesis of the disease (Table 2) [65–88]. These therapies focus
on engineering gluten-free grains, degradation of immunodominant gliadin peptides
that resist intestinal proteases by exogenous endopeptidases, decrease in intestinal
permeability by blockage of the epithelial zonuline receptor, inhibition of intestinal
tTG2 activity by transglutaminase inhibitors, inhibition of gluten peptide presentation
by HLA-DQ2 antagonists, modulation or inhibition of proinflammatory cytokines, and
induction of oral tolerance to gluten [65–88].
Although some of these goals are in an advanced state of development (i.e., engineering gluten-free grains), some are already in phase 1 or 2 clinical trials, and others are extremely challenging and will require an international task force to generate
meaningful data.
In order to achieve the ambitious goal of CD prevention, future directions in CD
research should be aimed to understand the role of environmental factors, such as the
type, the amount, and the age of gluten introduction, the pattern of breast-milking,
and finally, the potential role of intestinal microbiota [89].
For the time being, strict adherence to a GFD should be advised for all patients with
CD, as it remains the only effective and safe therapy.
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