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Abstract  Case Report 

 

Celiac disease is an autoimmune enteropathy related to gluten intolerance occurring in genetically predisposed 

individuals. Its course may be marked by various complications, including bone, autoimmune, and malignant disorders. 

Over the past decades, the clinical profile of celiac disease has evolved, with extra-digestive manifestations increasingly 

coming to the forefront. Among these, deep vein thrombosis (DVT) is being reported with growing frequency. 

Thromboembolic risk factors may be acquired during the course of the disease. We report two cases in which celiac 

disease was revealed by the occurrence of deep vein thrombosis. These cases further illustrate the broad clinical spectrum 

of celiac disease and highlight the importance of considering this condition in the evaluation of any unexplained 

thromboembolic event. 
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INTRODUCTION 
Celiac disease (CD), also known as gluten-

sensitive enteropathy, is a chronic autoimmune disorder 

triggered by the ingestion of gluten in genetically 

predisposed individuals. It is characterized by an 

inappropriate immune response directed against gliadin, 

a component of gluten [1, 2]. This leads to inflammation 

of the small intestinal mucosa, villous atrophy, and 

malabsorption [1]. 

 

The classical presentation—chronic diarrhea, 

abdominal pain, and malabsorption—now accounts for 

only 10 to 20% of diagnosed cases [2, 3]. Increasingly, 

CD manifests through atypical or extraintestinal 

symptoms such as anemia, osteoporosis, neurological 

disorders, elevated liver enzymes, or dermatitis 

herpetiformis. These may be the initial clinical signs and 

can delay diagnosis [2-4]. 

 

Diagnosis relies on the presence of suggestive 

clinical features, detection of disease-specific antibodies 

(anti-tissue transglutaminase IgA and anti-endomysial 

antibodies), and histological confirmation of villous 

atrophy on duodenal biopsies [1-5]. In well-defined 

pediatric cases, biopsy-free diagnostic protocols have 

also been validated [5]. 

Venous thrombosis is a rare but well-

documented complication of CD, particularly in adults, 

with a predilection for abdominal sites such as the portal 

vein and superior mesenteric vein [6, 7]. Several 

prothrombotic mechanisms have been proposed, 

including protein S deficiency, hyperhomocysteinemia, 

folate or vitamin B12 deficiency, and the presence of 

antiphospholipid antibodies [6–8]. 

 

Here, we report two cases of venous thrombosis 

as the initial presentation of celiac disease, highlighting 

unusual but clinically significant manifestations of this 

condition. 

 

CASE REPORTS 
Case 1 

A 30-year-old man, with no medical history or 

known risk factors for venous thromboembolism, 

presented with abdominal pain. Clinical examination 

revealed mucocutaneous pallor and a body mass index 

(BMI) of 17.3 kg/m². Abdominal ultrasound and 

contrast-enhanced CT angiography showed thrombosis 

of the portal vein, while liver and spleen appeared 

normal. There was no family history of thrombosis or 

symptoms suggestive of autoimmune disease (notably no 

oral or genital aphthosis). 

Gastroenterology 
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Laboratory investigations revealed 

hypochromic microcytic anemia (hemoglobin 11 g/dL), 

thrombocytosis (platelet count: 1090 G/L), severe iron 

deficiency (ferritin: 2 ng/mL), hypocholesterolemia (0.8 

g/L), and a reduced prothrombin rate (58%). Upper 

gastrointestinal endoscopy revealed grade I esophageal 

varices and effacement of duodenal folds. 

 

Viral hepatitis B and C serologies, as well as 

autoantibody screening (antinuclear and 

antiphospholipid antibodies), were negative. 

Thrombophilia screening showed a protein S deficiency 

(45%) and a protein C deficiency (55%), with normal 

homocysteine levels, antithrombin III levels, and no 

Factor V Leiden mutation or JAK2 mutation. Bone 

marrow biopsy ruled out hematologic malignancy. 

 

Histological examination of duodenal biopsies 

revealed subtotal villous atrophy (Marsh grade 3b) and 

intraepithelial lymphocytosis (35%). Celiac serology 

was positive for anti-tissue transglutaminase IgA and 

antiendomysial IgG antibodies. 

 

The diagnosis of celiac disease revealed by 

portal vein thrombosis was retained. The patient was 

treated with anticoagulation and a gluten-free diet, 

resulting in favorable outcomes: improvement of anemia 

and nutritional markers (ferritin, protein S and C), and 

partial regression of mucosal atrophy, although complete 

normalization was not achieved. Follow-up ultrasound 

showed the development of a portal cavernoma. 

 

Case 2 

A 21-year-old woman was admitted for 

evaluation of right leg swelling. There was no family 

history of venous thrombosis, no use of estrogen-

progestin contraceptives, and no signs suggestive of 

systemic autoimmune disease (including absence of 

aphthous ulcers). Her medical history included 

intermittent chronic diarrhea. 

 

On clinical examination, she presented with 

mucocutaneous pallor and a swollen, erythematous, 

warm right leg. The calf was indurated, and Homans' 

sign was positive. Doppler ultrasound revealed 

thrombosis of the right femoral and popliteal veins. 

 

Laboratory tests showed normocytic 

normochromic anemia (hemoglobin 8 g/dL), normal 

albumin and total protein levels, folate deficiency (1.2 

ng/mL), and vitamin B12 deficiency (80 pg/mL). 

Thrombophilia workup revealed moderate 

hyperhomocysteinemia (21.97 µmol/L). 

 

Given the history of chronic gastrointestinal 

symptoms, celiac serology was performed, showing 

strong positivity for anti-transglutaminase, anti-

endomysial, and anti-gliadin antibodies. Upper 

gastrointestinal endoscopy revealed flattened duodenal 

folds. Histology confirmed villous atrophy consistent 

with celiac disease (Marsh grade 3c). 

 

The diagnosis of deep vein thrombosis as the 

presenting manifestation of celiac disease was 

established. The patient was treated with low molecular 

weight heparin, followed by a vitamin K antagonist, 

along with a gluten-free diet. The clinical course was 

favorable, with gradual normalization of the complete 

blood count, nutritional status, and celiac serological 

markers. 

 

DISCUSSION 
Celiac disease (CD) is a chronic autoimmune 

enteropathy triggered by the ingestion of gluten-

containing cereals—namely wheat, barley, and rye—in 

genetically susceptible individuals, particularly those 

expressing HLA-DQ2 or HLA-DQ8 molecules [1, 2]. 

The global prevalence of CD is estimated at 

approximately 1%, but may reach up to 10% in first-

degree relatives and certain at-risk populations [2-9]. 

 

While traditionally regarded as a 

gastrointestinal disorder of childhood, it is now well 

recognized that CD affects individuals of all ages and 

may present with a broad spectrum of clinical 

manifestations [4]. Classical symptoms, including 

chronic diarrhea, weight loss, abdominal pain, and 

nutrient malabsorption, now account for only a minority 

of diagnosed cases. Most new diagnoses are made in 

adults and often present atypically or even silently, 

without overt gastrointestinal symptoms [2-10]. 

 

This clinical heterogeneity contributes to 

diagnostic delays, often exceeding several years. In 

atypical or extraintestinal forms, clinical suspicion arises 

from unexplained iron-deficiency anemia, osteoporosis, 

infertility, transaminase elevation, neurological 

dysfunction, or thromboembolic events [11, 12]. These 

varied phenotypes underscore the need for heightened 

clinical awareness, especially in young patients with 

unexplained systemic symptoms. 

 

The diagnosis of CD relies on positive serologic 

markers—most notably anti-tissue transglutaminase 

(tTG) and antiendomysial (EMA) antibodies—followed 

by confirmatory histological evidence of duodenal 

villous atrophy, crypt hyperplasia, and intraepithelial 

lymphocytosis (Marsh classification) [1-4]. In selected 

pediatric patients, biopsy-free diagnosis is now 

acceptable when strict serological thresholds are met [5]. 

 

Although thrombotic events are not among the 

classical features of CD, growing evidence supports a 

link between untreated CD and an increased risk of 

venous and, to a lesser extent, arterial thromboses [6-13]. 

Venous thromboses in CD often occur at unusual sites, 

including the portal vein, hepatic veins (Budd-Chiari 

syndrome), cerebral venous sinuses, and retinal veins 
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[14–16]. Arterial events such as ischemic stroke, 

myocardial infarction, and mesenteric ischemia have 

also been described, although they remain rare [17–19]. 

 

Multiple pathophysiological mechanisms have 

been proposed to explain the prothrombotic state 

observed in some patients with CD. These include: 

 

Vitamin K deficiency, resulting from fat 

malabsorption, leads to acquired deficiencies in natural 

anticoagulants such as protein C, protein S, and 

antithrombin III [13-20]. Our first patient had combined 

protein C and S deficiencies that normalized after the 

introduction of a gluten-free diet, supporting a reversible 

nutritional origin. 

 

Hyperhomocysteinemia, often secondary to 

malabsorption of folate, vitamin B6, or vitamin B12, or 

to polymorphisms of the MTHFR gene (e.g., C677T), 

has been associated with venous and arterial thromboses 

[21, 22]. Our second patient had moderate 

hyperhomocysteinemia associated with folate and B12 

deficiency, reflecting impaired methylation pathways. 

 

Antiphospholipid antibodies, particularly of the 

IgA isotype (e.g., anti-cardiolipin or anti-β2-

glycoprotein I), have been reported with higher 

prevalence in CD compared to the general population. 

Although their pathogenic role remains unclear, some 

authors suggest an increased risk of thrombosis in this 

context [23–26]. 

 

Thrombocytosis, noted in our first patient, is 

also common in untreated CD, occurring in up to 60% of 

cases. It may result from iron deficiency, systemic 

inflammation, or functional hyposplenism [11]. 

Furthermore, elevated levels of thrombin-activatable 

fibrinolysis inhibitor (TAFI)—a known thrombosis risk 

factor—have been reported in CD and may contribute to 

a hypercoagulable state [27, 28]. 

 

These observations highlight the need for 

clinicians to consider CD in the differential diagnosis of 

unexplained thrombosis, especially in young adults 

without conventional risk factors. Early recognition and 

initiation of a gluten-free diet not only improves 

intestinal symptoms and nutritional status but may also 

reverse hematologic abnormalities and reduce 

thrombotic risk. 

 

CONCLUSION 
Thromboembolic events, while relatively 

uncommon, represent a significant extraintestinal 

complication of celiac disease, with a reported 

prevalence of up to 8% in some studies. The 

pathophysiology is multifactorial, involving acquired 

thrombophilia due to vitamin deficiencies (particularly 

vitamins K, B12, and folate), hyposplenism, and 

autoimmune mechanisms. 

Celiac disease should be recognized as a 

potential prothrombotic condition and systematically 

considered in cases of unexplained or atypically located 

thrombosis, especially in young patients without 

conventional risk factors. 

 

Timely diagnosis, strict adherence to a gluten-

free diet, and targeted correction of thrombotic risk 

factors are crucial steps to prevent recurrence and reduce 

associated morbidity 
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