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Da dove iniziare?



• Chi può essere interessato al/dal problema?

• Quali sono i numeri di cui stiamo parlando?

• Quale origine ha l’anemia nei pazienti celiaci?

• Qual è l’approccio terapeutico ottimale?

• …….

Una possibile scaletta…



The clinical manifestations of CeD may be related to the gastrointestinal tract, called “classical CeD” seen in 50%-60% of
all cases or non-gastrointestinal symptoms called “non-classical CeD” accounting for 40%-50% of cases [6,7].
The non-classic symptoms like short stature anemia, dyspepsia, infertility or hypertransaminesemia could be the sole
manifestations of CeD making the clinical diagnosis more elusive.
Additionally, CeD can co-exist with type 1 diabetes or other autoimmune diseases and its clinical manifestations may
remain submerged with the manifestations of primary disease or it may remain clinically silent [8,9].
Because of its diverse manifestations, patients with CeD may present to healthcare professionals other than
gastroenterologists or pediatricians such as hematologists with anemia, endocrinologists for short stature or type 1
diabetes, or gynecologists with infertility.
The lack of typical manifestations combined with unfamiliarity with the disease lowers the index of suspicion for CeD in
such clinical settings. This results in the missed diagnosis of CeD and about 85%-90% of the patients with CeD remain
undiagnosed [10-12]. A delay in the diagnosis and institution of appropriate treatment adds to significant morbidity and
even mortality in these patients [13].

Chi può essere interessato 
al/dal problema?



There is no consensus regarding which
symptoms, laboratory abnormalities, and/or
associated diseases require evaluation for CD.
The frequency of CD in common clinical
scenarios varies from modestly elevated, such as
irritable bowel syndrome, to substantially
elevated, such as unexplained iron deficiency
anemia (Table 2) (9,10,11)
……
Thus, mucosal biopsies of the duodenum should 
be considered in patients with dyspepsia who 
undergo investigation with upper endoscopy 
because of persistent symptoms despite initial 
therapy, are aged >55 years old, and/or present 
alarm symptoms (e.g., weight loss or clinical 
evidence of anemia) (15)
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… in Europa …



… ed in Italia
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L’anemia nel mondo oggi …

YLDs=years lived with disability



… e la sua evoluzione nel corso del tempo



Cause-specific anaemia prevalence by age, 
for male and female sexes



Quanti pazienti anemici sono affetti da celiachia?









Iron deficiency anemia 
resolved in 142 (92%) of the 
155 patients in whom no cause 
was found by endoscopy.
Eleven of the 13 patients in 
whom the iron deficiency 
anemia did not resolve were 
noncompliant with therapy (7 
patients) or had an underlying 
medical illness (2 patients with 
chronic renal insufficiency and 
2 with chronic liver disease).

0 celiac disease… 
methodology errors?



We identified 18 studies comprising 2998 patients with
IDA for inclusion in our analysis. Studies originated from
the United Kingdom, United States, Italy, Turkey, Iran, and
Israel. The crude unweighted prevalence of celiac disease
was 4.8% (n=143). Using a weighted pooled analysis, we
demonstrated a prevalence of biopsy-confirmed celiac
disease of 3.2% (95% CI, 2.6%-3.9%) in patients with IDA.
However, heterogeneity was high (I2=67.7%). The
prevalence of celiac disease was not significantly higher in
studies with a mean participant age older or younger than
18 years, nor in studies with a mixed-sex vs female-
predominant (≥60%) population. On meta-regression, year
of publication, proportion of females, age at celiac disease
testing, and prevalence of in the general population were
not associated with the prevalence of celiac disease in
patients with IDA. In the 8 studies fulfilling all our quality
criteria, the pooled prevalence of celiac disease was 5.5%
(95% CI, 4.1%-6.9%).



Quanti pazienti celiaci sono affetti da anemia?



Total CD patients with anemia: 

77/373 (20.6%)







… e nel resto del mondo?





Total CD patients with anemia: 
229/505 (45.3%, 90.4% females)

Between March 2013 and May 2017, we carried out a prospective 
study including all consecutive adult CD patients (age >18 years and 
<45) diagnosed and followed up at our Gastrointestinal Unit (Tertiary 
Centre for Food Intolerance and CD, School of Medicine “Federico II”, 
Naples, Italy).
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Anemia sideropenica …

Montoro-Huguet MA et al. Nutrients. 2021.

Talarico V et al. Nutrients. 2021.

Martín-Masot R et al. Nutrients. 2019.



… ma non solo

Malassorbimento

Altre cause

Scarsa aderenza 
alla dieta?
Altro?

Martín-Masot R et al. Nutrients 2019





Meglio parlare di multifattorialità

Myint ZW et al. Ann Hematol 2018
Montoro-Huguet MA et al. Nutrients 2021
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Un possibile protocollo decisionale

Montoro-Huguet MA et al. Nutrients. 2021.



Going gluten-free to 
resolve anemia?



Effetti della GFD sul metabolismo del ferro

Harper JW et al. Am J Hematol. 2007.
Stefanelli G et al. Nutrients. 2020.
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Valutazione dell’aderenza alla GFD

Performance of tTG IgA (A) and EMA IgA (B) for detection
of persistent villous atrophy in patients with biopsy
confirmed celiac disease on a gluten-free diet.

Silvester JA, et al. Gastroenterology. 2017.

A

B Biagi F et al. Br J Nutr. 2009.



Altre possibili cause di persistenza dell’anemia

The structure of the glycocalyx was found to be 
intact, but in some children with treated celiac 
disease the layer of glycocalyx was either thin or 
absent on the surface of individual cell microvilli.

Dyduch A et al. J Pediatr Gastroenterol Nutr. 1993.

De Falco L et al. Am J Hematol. 2018.



Non solo un problema di malassorbimento…



• Chi può essere interessato al/dal problema?
La malattia celiaca è una condizione proteiforme, le cui manifestazioni cliniche, estremamente 
mutevoli, possono portarla all’attenzione di qualsiasi Specialista o Medico di Medicina Generale.

• Quali sono i numeri di cui stiamo parlando?
L’anemia, specie se con i tipici aspetti del deficit marziale, rappresenta una delle più comuni 
(talvolta l’unica) manifestazioni extraintestinali della celiachia, interessando il 20-50% dei pazienti.

• Quale origine ha l’anemia nei pazienti celiaci?
Il disturbo da malassorbimento (ferro, vitamina B12, acido folico, rame, etc.) rappresenta 
certamente la principale causa di anemia nel paziente celiaco, sebbene non debbano essere 
sottovalutate altre condizioni, come l’anemia da malattia cronica, la coesistenza di altre patologie, 
finanche l’anemia aplastica.

Take-home messages



• Qual è l’approccio terapeutico ottimale?
L’adozione di una dieta rigorosamente priva di glutine, da sola o associata alla 
supplementazione di ferro per via enterale o parenterale, rappresenta l’unica terapia 
realmente efficacie per risolvere l’anemia nel paziente celiaco. Purtuttavia, una 
quota variabile (1-45%) di pazienti anemici risponde poco a questo approccio.

• Anemia resistente alla GFD, perché?
Plurime condizioni sono state chiamate in causa per spiegare la persistenza 
dell’anemia nei pazienti celiaci a dieta senza glutine, in primis la scarsa aderenza alla 
dieta. Ciononostante, pazienti con elevato grado di aderenza rimangono anemici, 
dovendo far ipotizzare la persistenza di alterazioni microstrutturali degli enterociti, 
possibili varianti geniche degli enzimi legati al metabolismo del ferro o, anche, una 
‘iron loss’ coesistente/sovrapposta al malassorbimento (origine ginecologica?).

Una possibile scaletta…



Grazie per 
l’attenzione


