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n the present issue of IMA], Israeli et
I al. [1] explore the prevalence of celiac
disease in 850 healthy military recruits
screened in 2003 by serology and con-
firmed by intestinal biopsies. The overt
CD prevalence, prior to recruitment,
was 0.12%. The serologic prevalence
was 1.1% and the pathology-based
prevalence 0.7%. The authors should
be congratulated for undertaking such
a task since crucial information on
the incidence and prevalence of this
frequent autoimmune disease in Israel
is lacking. Nevertheless, several contro-
versial aspects arise from the study and
will be discussed below.

The prevalence of a disease is the
proportion of the affected subjects
at a specific time. Prevalence studies
should be based on a random sample
of the population in the electoral roll
or selected by postcodes using the
method of population in proportion
to size. Unfortunately, most prevalence
studies on CD were conducted on sera

CD = celiac disease

from selected groups such as blood
donors, school-age children, outpatient
clinics, or military personnel or recruits
as in the present study. This selectivity
induces bias to the true prevalence of
CD. Table 1 summarizes the studies of
CD prevalence done in Israel on selected
populations. The table illuminates the
bias of comparing the prevalence in
selected populations as shown by the
wide variation in the prevalence of CD.

In addition to selecting the popu-
lation to be screened is the dilemma
- what serologic test to use. In the last
few years the armamentarium of tests
expanded considerably. The old anti-
gliadin antibody [5] was replaced by
the more recent anti-endomysial and
anti-tissue transglutaminase [6,7]. The
latest to enter the race for the serologic
diagnosis or future screening of CD
are the new anti-deaminated gliadin
peptide and the tTG-neo-epitope. The
most commonly used antibody for
population screening is immunoglob-
ulinA-EmA and IgA-tTG and only the
future will show if newer antibodies
like deaminated gliadin peptide or the
neo-epitope of tTG will perform better.
A major step forward is the replacement
of the cumbersome, operator-dependent
immunofluorescent EmA by the simpler,

mti-endomysial antibodies

Ig = immunoglobulin
tTG = anti-tissue transglutaminase

Table. Studies of CD prevalence in Israel on selected populations

Pathologic Overall Serologic
Reference confirmation prevalence (%) p lence (%) Population No. screened
1 6\6 0.7 1.1 Military recruits 850
2 1.486 Military personnel 538
3 1\1 0.48 0.48 Normal controls 210
4 10\30 0.6 3.8 Blood donors 1571

standardized, less costly and reliable
EmA measured by the enzyme-linked
immunosorbent assay technique [6].

Reliance on serum IgA-EmA as the
only screening antibody has led to the
underestimation of the true prevalence
of CD, and adding IgA-tTG improves
the results [8,9]. On the other hand,
confirmation with EmA is advised
when tTG is performed as a first-level
screening for suspected celiac disease
[10]. In our screening of blood donors,
we concluded that the disparity between
the various serologic markers suggests
that using one serologic marker is insuf-
ficient for establishing the true preva-
lence of CD [4].

The emergence of CD-specific anti-
bodies of the IgG type - namely IgG-
EmA, IgG-tTG, IgG anti-deaminated
gliadin-analogous fusion peptides [11],
celiac G+ antibodies [12], and IgG tTG-
neo-epitope [13] - as separate Kits or as
part of a multiplex immunoassay [14]
brings hope to the problem of diag-
nosing CD in IgA-deficient patients.
In fact, IgA deficiency occurs in 1:400
in the general population but 1:40 of
celiac patients, increasing the diagnostic
importance of this subpopulation. In a
recent cost-effectiveness analysis, Dorn
et al. [15] concluded that routinely
screening for IgA deficiency in order to
avoid a false-negative diagnosis is quite
costly. It is possible that the screen-
ing method of the future will include
a multiplex kit with two IgA and two
IgG-based, reliable, celiac-specific anti-
bodies, thus avoiding routine total IgA
determination.

The issue of mass screening for CD
is highly controversial and the reader is
referred to the summary of the pro and
cons in the September 2009 issue of the
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British Medical Journal [16,17]. However,
we recently learned that 90% of CD is
being missed [18], positive serologic
results are often not confirmed histologi-
cally [19], undiagnosed CD is associated
with a nearly fourfold increase in mortal-
ity [20], and many of the patients identi-
fied by screening do not ultimately ben-
efit from being screened [21]. Clearly, we
need a large-scale screening to detect the
true prevalence of CD in the population
and a centralized national registration
system to establish a data bank of CD.
The most reliable detecting antibodies
and the preferred technique should be
established before large-scale screening.
Due to the low compliance - for multiple
reasons - with a gluten-free diet, new
therapeutic strategies to treat CD should
be developed [22].
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