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Adult celiac disease — a common, significant
health problem worldwide

Celiac disease (CD) is an autoimmune systemic condition related to permanent
gluten intolerance that develops in genetically predisposed individuals any time
during their lifetime.

Mean prevalence worldwide is around 1% in most populations with no geo-
graphical, ethnical or racial differences, and the number of cases has notably in-
creased during the last few decades. A greater understanding of the disease both in
the adult and in children has contributed to this, as well as a higher availability of
diagnostic methods, particularly serology.

While CD has been traditionally considered a childhood-onset disorders pre-
dominantly, it is now conclusively demonstrated that most patients are diagnosed
when adults. Thus, recent studies, including one carried out in Finland that estab-
lished the prevalence of CD in adults aged 50-70 years, have shown CD rates of
2.1%, far higher than previously described (1).

Thus, CD recognition and an active search for cases should be encouraged at all
ages, particularly in subjects of advanced age.

CD occurs worldwide but prevalence vary among countries. In the Asia-Pacific
region prevalence ranges from 1:50 to 1:500 for serologic studies in adults, includ-
ing countries as different as Australia, Iran, Israel, New Zealand, Syria and Turkey.
In contrast, CD seems extremely rare in Japan, and was deemed to be rare in China
until recently (2).

In India, as in most of Asia, prevalence is higher in northern states as compared
to southern ones. Three factors may account for these geographical differences, in-
cluding: a) a higher availability of wheat flour in some regions or countries because
of historical or geographical reasons; b) a different distribution of known genetic
susceptibility markers among the general population, mainly related to HLA-II, pri-
marily subtype DQ2, which shows geographical, ethnical, and racial differences in
worldwide distribution; c) a higher intake of gluten-containing foods because of
changes in eating styles — regions traditionally with a rice-based diet have increas-
ingly incorporated western-type food including a higher amount of products manu-
factured with wheat flour (bread and pasta).

All this is clearly reflected in the paper by Wu J et al. (3) regarding a study per-
formed in a Northern Chinese province where a serological screening of 78 individ-
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uals within two risk groups, namely type-I diabetics and patients with diarrhea-pre-
dominant irritable bowel syndrome, found a prevalence of 2.5%, similar to that
found in other studies performed in geographical areas as wide apart as Egypt, re-
garding a study in children (4). The explanations above fully warrant these findings.

CD has a wide spectrum of clinical manifestations, both intestinal and extrain-
testinal, given its autoimmune, systemic nature.

A recent study by Dr. Vivas et al. at Hospital de Ledn, which analyzed differ-
ences in celiac disease expression between children and adults, confirmed that clas-
sic forms with predominant digestive symptoms and malabsorption develop in chil-
dren within the first two years of life. From age 3 on atypical forms develop that are
predominant in the adult. Female gender involvement predominates in both age
groups with an approximate ratio of 2:1. Villous atrophy and high anti-tissue transg-
lutaminase (tGT) antibody titers (> 100 U/ml), clearly predominate in children and
occur only exceptionally in adults (5).

In this issue of the Spanish Journal of Gastroenterology Dr. Fernandez et al., at
Hospital Povisa, Vigo, report on a long-term series of patients with adult CD. The au-
thors confirm that the range of clinical manifestations is wide. In patients with refrac-
tory iron deficiency anemia or fluctuating high transaminase levels of unknown origin
a differential screening of celiac disease is mandatory. They suggest that both atypical
manifestations and a low suspicion index may delay the diagnosis for several years,
even decades. They conclude by noting a marked increase in adult CD diagnoses dur-
ing the last few years (6).

Adult CD occurs commonly associated with a number of disorders, which great-
ly enhances diagnosis by facilitating its recognition and prompt identification. The
risk of having CD in first-grade relatives is estimated around 10-20%, and may ex-
hibit various clinical patterns, with this rate being somewhat lower in second-degree
relatives. Therefore, given its clear genetic basis a family study is mandatory when-
ever a celiac patient is diagnosed (7,8).

The disease is commonly associated with other endocrine conditions, and its
frequency is increased in patients with type-I diabetes mellitus. Its diagnosis and
a gluten-free diet (GFD), particularly in younger adults, improves diabetes con-
trol, decreases insulin needs, and increases bone mineralization (9). Accompany-
ing thyroid disorders are also very common (both hyper- and hypothyroidism,
with a higher prevalence of the latter), and normofunctioning autoimmune thy-
roiditis with positive anti-thyroid antibodies may also occur concomitantly. Of
late tTG antibodies (tTGA) have been shown to deposit both in thyroid follicles
and the extracellular matrix, and thus may play a pathogenic role in its develop-
ment and maintenance (10).

Several studies performed both in Europe and the USA have suggested that
iron deficiency anemia may be the first manifestation of CD in the absence of di-
arrhea, and is particularly suggestive in patients with chronic iron deficiency
anemia that is refractory to therapy with oral iron (11). Chronic iron deficiency is
very common in the general population. In young women it is often interpreted
as a result of increased menstrual blood loss from abundant or frequent menses.
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Replacement therapy with oral iron usually results in partial or at least transient
recovery depending on iron deficiency extent. However, in patients with ad-
vanced age responses are poorer or nonexistent, and thus the presence of anemia
in postmenopausal women fairly commonly leads to a diagnosis of CD once the
remaining causes of colonic or upper gastroduodenal bleeding have been ruled
out (12).

Gynecological and fertility disturbances in women are common and signifi-
cant in patients with CD, and should be systematically investigated in females
with associated recurrent digestive complaints, since correction is effective and
sustained with a maintenance GFD following diagnosis. Similarly, males may
also present with celiac-related sexual issues, including infertility and libido
problems whose improvement and correction require an adequately established
diagnosis (13).

Among neurological diseases cerebellar ataxia is commonly associated with
CD, particularly when onset occurs at advanced age. Various pathogenic immune
mechanisms have been described, as well as a number of gluten-related antibod-
ies that may cross the blood-brain barrier and deposit in Purkinje cells, where
they give rise to a severe inflammatory response with progressive neuronal de-
struction (14). Response to a GFD is usually more effective when it is initiated
within six months after onset; results are poorer thereafter. A tTG isoenzyme,
namely subtype 6, has been recently shown to occur with greater frequency in
patients with CD-related ataxia, and its positivity would therefore help establish
the causal diagnosis of the associated neurological disturbance (15).

The prevalence of hypertransaminasemia (HT) is increased in both children
and adults with CD. Thus a study by a group of pediatricians in Barcelona, which
included a total of 114 children with CD, 60% with classical forms and 40% with
atypical manifestations, the authors found moderate HT at diagnosis in 32% of
patients, and this was the only sign for 5 subjects (4.3%). Patients with HT were
usually younger and had classic forms predominantly when compared to those
with normal levels. Aminotransferase values returned to normal with GFD in all
cases after a minimal follow-up of 1 year (16). A significant percentage of non-
alcoholic fatty liver disease (NAFLD) cases with no associated metabolic risks
may in fact derive from undiagnosed CD. Thus, Bardella et al. found in a series
of 60 adult patients with HT that six of them had positive tTG (10%). After six
months on GFD liver enzymes returned to normal in all subjects (17).

CD is commonly associated with various skin and mucosal disorders that pre-
sent as bouts or flare-ups, and that usually are highly pruriginous. Most common
and typical among them is dermatitis herpetiformis (DH), which is characterized
by initial papulovesicular lesions that later become crusty and may affect several
body areas; their distribution is usually symmetrical and involves both knees,
buttocks, and wrists, but lesions are also highly typical in the face, hands and
scalp. A skin biopsy collected from the vicinity of lesions will show highly char-
acteristic linear IgA deposits at the epidermal basal layer. The rate of DH is high
as it occurs in up to 25% of celiac patients, and its presence unequivocally sig-
nals the presence of CD. Gastrointestinal complaints may be mild or absent giv-
en that duodenal lesions are usually mild; their presence greatly facilitates a di-
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agnosis of gluten intolerance, and these symptoms are considered the condition’s
visiting card. Furthermore, 100% of patients with DH should be considered celi-
ac individuals (18).

Patients with CD have a 70-fold higher risk of developing microscopic colitis
versus the general population (19). Similarly, its prevalence in patients meeting
irritable bowel syndrome criteria is more than 4 times higher than in controls, as
was confirmed by a recently reported meta-analysis on this topic (20).

We may conclude by pointing out that CD is a significant health issue world-
wide, and one that is clearly underestimated and underdiagnosed at that (only
10% of potential cases have been identified). Improved clinical status requires a
deeper understanding of this multifaceted condition, and a multidisciplinary ap-
proach that increasingly relies on close collaboration among all practitioners in-
volved (primary care physicians, gastroenterologists, hematologists, gynecolo-
gists, dermatologists, neurologists, rheumatologists, surgeons and internists,
among others).
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