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Atypical presentations of celiac disease
Balasa Adriana Luminita1,2, Mihai Cristina Maria1,2, Chisnoiu Tatiana1, Frecus Corina  Elena2

ABSTRACT
In this study we evaluated the  association of celiac 
disease in 81 children with autoimmune disease and 
genetic syndromes over a two years periods (January 
2014 to July 2016) in Pediatric Clinic in Constanta. 
Because the extraintestinal symptoms are an atypical 
presentation of celiac disease we determined in these 
children the presence of celiac disease antibodies: Anti-
tissue Transglutaminase Antibody IgA and IgA total 
serum level as a screening method followeds in selective 
cases by Anti-tissue Transglutaminase Antibody  
IgG, anti-endomysial antibodies, deamidated gliadin 
antibodies IgA and IgG and intestinal biopsia. In our 
study 8 patients had been diagnosed with celiac disease 
with extraintestinal symptoms, of which 4 with type 1 
diabetes, 1 patient with ataxia, 2 patients with dermatitis 
herpetiformis and 1 patient with Down syndrome that 
associate also autoimmune thyroiditis, alopecia areata, 
enamel hypoplasia. 
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Introduction

Introduction . Celiac disease is an autoimmune 
disorder that occurs in people with genetic 
predisposition, which may present numerous 
extraintestinal symptoms and connections with other 
autoimmune diseases and genetic syndromes The 
disorder is now considered the result of a complex 
interplay of intrinsic (genetic) and variable extrinsic 
(environmental) factors that explain the wide spectrum 
of clinical manifestations ranging from asymptomatic 
to severe malabsorption[1].

Some of these extraintestinal symptoms are 
the direct consequences of autoimmunity: alopecia 
areata, ataxia, autoimmune thyroiditis, dermatitis 
herpetiformis, type 1 diabetes. 

Because the extraintestinal symptoms are an 
atypical presentation of celiac disease, there is a risk 
to misdiagnose this disease.  Long-standing untreated 
celiac disease, even if clinically silent, predisposes 
for other autoimmune diseases. Gluten-free diet is the 
standard treatment and we will see its effect on some 
of the extraintestinal symptoms[1,2]. 
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Material and Method

 During January 2014 to July 2016 in Pediatric 
Clinic in Constanta were evaluated 81 children, 
of which 75 patients diagnosed with autoimmune 
disease and genetic syndromes, from risk group for 
celiac disease and 6 patients with extraintestinal 
symptoms like ataxia and dermatitis herpetiformis.

From group of autoimmune diseases and 
genetic syndromes were evaluated: 61 patients with 
type 1 diabetes, 6 patients with Down Syndrome, 
2 patients with Turner Syndrome, 4 patients with 
autoimmune thyroiditis and 2 patients with selective 
IgA defi ciency.

We evaluated the presence of antibodies: Anti-
tissue Transglutaminase Antibody IgA and IgG, anti-
endomysial antibodies, deamidated gliadin antibodies 
IgA and IgG.

Results and discussions 

8 patients had been diagnosed with  celiac 
disease with extraintestinal symptoms, of which 4 
with type 1 diabetes (Table I), 1 patient with ataxia, 
2 patients with dermatitis herpetiformis and 1 patient 
with Down syndrome that associate also autoimmune 
thyroiditis, alopecia areata, enamel hypoplasia. 

After we completed the growth charts, we 
observed that 25% of children had weight on P3% 
and 75% with weight  under P3% (Figure 1).

Type 1 diabetes and celiac disease share 
common genetic origins and predisposition factors 
in the onset of clinical symptoms. Celiac disease 
appears 20 times more frequently in persons with 
type 1 diabetes compared with general population [3]. 
The onset of diabetes under the age of 4 years is an 
increased risk for associated celiac disease [4].

25%

75%

P3% <P3%

Figure 1 Nutritional status of patients

In this study were evaluated 61 children with 
type 1 diabetes, that were screened on the onset 
of diabetes. Present guidelines have no unitary 
indications for celiac disease screening in diabetic 
patients [5]. We followed the ISPAD and ESPGHAN 
guidelines [2].

Table I. Pacients diagnosed with diabetes and celiac 
disease

Patient S.M. B.L. F.C. S.M.I.

Age 4 years 
and 11 
months

2 years 
and 1 
months

10 years 
and 6 
months

8 years and 6 
months

Sex F M M F
IgA (mg/dl) 62 87 50 92

Anti-tissue 
Transglutaminase 
Antiboidy IgA
(U/ml)

> 200 > 200 65; >200 23.7

Anti-tissue 
Transglutaminase 
Antibody IgG
(U/ml)

19.8 26.8 37.5 1.1

Anti-endomysial 
Antibodies IgA

1/1000 1/1000 1/100 1/100

Anti-endomysial 
Antibodies IgG

1/120 1/2520 1/640 1/60

Genetic 
presisposition

HLA-
DQ2

HLA-
DQ2

HLA-
DQ8

HLA-DQ2
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Non-digestive symptoms of celiac disease like 
dermatitis herpetiformis have been identified in 2 
patients (Table II, Figure 2).

Table II. Pacients with celiac diseses and dermatitis 
herpetiformis

Patient G.R P.O.
Age 6 years and 5 

months
5 years and 6 
months

Sex M F 
Anti-tissue 
Transglutaminase 
antibody IgA

> 200 U/ml > 200 U/ml 

Anti-tissue 
Transglutaminase 
antibody IgG

105.8 U/ml 151.1 U/ml 

Anti-endomysial 
antibody IgA

1/1000 1/1000 

Anti-endomysial 
antibody IgA

1/2150 1/2560

 IgA serum 67 mg/dl 50 mg/dl

Figure 2 . Pacients with celiac diseses and dermatitis 
herpetiformis

Frequency combination of celiac disease 
with other autoimmune disease [6,7] called for the 
exclusion of other possible coexisting conditions, so 
4 patients were further diagnosed with autoimmune 
thyroiditis. All patients had normal thyroid function 
and none of the patients had not been diagnosed with 

thyroid disfunction before the onset of celiac disease.

Case presentation

Patient M.L., male sex, aged 7 years and 8 
months, was presented to the Pediatric Clinic of 
Clinical Emergency County Hospital Constanta for 
an evaluation of alopecia areata (Figure 3).

History of alopecia shows that it’s onset was 
noticed two years ago, progressing over time to 
complete loss of hair on the body.

From family history we mention: grandfather 
with type 2 diabetes.

From personal history we mention: 2nd child, 
gestational age 8 months and 1 week, natural birth, 
weight at birth = 2900g, breastfeeding to 2 years, 
solid food started to 6 months with fruit (banana), 
first introduction of gluten in the diet at 7 months.

From medical history of the patient we note: 
Down syndrome (genetically confirmed), Tetralogy 
of Fallot operated, bilateral testicular ectopia operated 
(2013) 

At physical examination we found: 
• specific phenotype for Down syndrome
• alopecia areata 
• enamel hypoplasia 
• gingival inflammation
• nail dystrophy
• systolic heart murmur  III / VI degree
• height = 120 cm (P75-90% on growth 

charts for boys with Down Syndrome) 
• weight = 18,5 kg (P10% on growth charts 

for boys with Down Syndrome) 

 Because celiac disease may be associated 
with Down syndrome, Anti-tissue Transglutaminase 
Antibody IgA and IgG were asked initially, along 
with total IgA (to exclude a selective IgA- deficiency-  
normal result) anti-thyroid peroxidase antibodies, 
both antibodies with values much higher than normal 
(Table III).
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Figure 3. Child with Down syndrome, celiac disease and 
alopecia

Table III. Serology for associated autoimmunnity 

Anti-tissue Transglutaminase 
Antibody IgA 

>200 U/ml

Anti-tissue Transglutaminase 
Antibody IgG 

116.6 U/ml

Anti-thyroid peroxidase antibodies >600 U/ml
Antithyroglobulin antibodies 97 UI/ml 
TSH 4.12µUI/ml 
FT4 15.1 pmol/l 

To confirm the diagnosis have been performed 
from another sample of blood other specific 
antibodies, IgA anti-endomysium, found in high titer 
(TableIV).

Table IV. Specific Anti-endomysial antibodies

Deamidated gliadin antibodies IgG 9.1 mg/dl
Anti-endomysial antibodies IgA 1/320 titer
Anti-endomysial antibodies IgG 1/10 titer

Conclusion:

Recognizing the complexity of the clinical 
presentation of celiac disease, helps for diagnose 
and treatment measures of other associated diseases, 
even if gastrointestinal symptoms may be missing. 
It seems to be justified as a screening method to 
determine a population screening for immunoglobulin 
A antibodies to tissue transglutaminase and IgA 
total serum level followeds in selective cases by 
Anti-tissue Transglutaminase Antibody IgG, anti-
endomysial antibodies, gliadin antibodies IgA and 
IgG and intestinal biopsia.
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