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Abstract  Refractory Celiac Disease is a rare condition associated with a substancial mortality rate. Both treatment 

and follow-up are still matter of debate. The case of a 54 year-old man with refractory celiac disease is presented 

who required treatment with both budesonide and azathioprine. A concise review of the clinical Management of 

Refractory Celiac Disease is then performed.  
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1. Introduction 

Refractory celiac disease (RCD) is a rare condition that 

is associated with both high complication and mortality 

rates. Immunosupressants have been proposed as a 

therapeutic option; however, evidence is scarce and 

treatment as well as follow up of this condition is still a 

matter of debate. A case of a celiac disease (CD) patient 

that developed a type-1 RCD that was treated with 

combination therapy with budesonide and azathioprine is 

presented. 

 

Figure 1. Capsule endoscopy showing ulcerative jejunitis (Mirocam) 

2. Case Report  

A 54 year-old man was admitted to our institution due 

to severe diarrhea and hypokalemia that started two weeks 

before admission. He was diagnosed of CD two years ago: 

he presented positive IgA anti-transglutaminase (tTG) 

antibodies (252 U/ml) on diagnosis as well as total villous 

atrophy (Marsh IIIC) on duodenal biopsies. On admission, 

the patient was pale, with a marked abdominal distention 

and peripheral oedema. Laboratory results revealed 

microcytic anemia (Hb= 9.5 gr/dl; MCV= 75), K+= 2.7 

mEq/l, hypoalbuminemia (2.8 gr/l). Anti-tTG as well as 

anti-endomysium and anti-gliadin antibodies were 

negative; HIV serology was negative and IgG levels were 

slightly increased. Nutritional assessment confirmed strict 

adherence to gluten-free diet (GFD). Upper endoscopy 

showed typical villous atrophy endoscopic findings and 

colonoscopy showed no relevant findings. Duodenal 

biopsies showed severe villous atrophy with increased 



 International Journal of Celiac Disease  

 

number of intraepithelial lymphocytes (IELs= >30/HPF) 

and ruled out findings compatible with Whipple’s disease 

or giardiasis. Colon biopsies excluded microscopic colitis. 

Stool analysis ruled out the presence of Giardia or other 

parasites. CT-enteroclysis showed a significant thickening 

of the jejunal wall; capsule endoscopy was performed 

(Figure 1) which revealed multiple ulcers throughout the 

proximal jejunum, compatible with ulcerative jejunitis. PET 

Scan did not show any abnormal tracer uptake. Single-balloon 

enteroscopy was undertaken in order to take multiple 

jejunal biopsies: immunophenotype analysis did not show 

aberrant IELs: these expressed surface CD3, CD8 and 

TCR-ß and without TCR rearrangement (Figure 2). A 

diagnosis of type-1 refractory celiac disease (RCD) was done.  

 

Figure 2. Jejunal biopsy with immunohistochemical analysis 

 

Figure 3. Second capsule endoscopy performed after treatment 



 International Journal of Celiac Disease  

 

Treatment with 9 mg of budesonide was initiated. After 

clinical improvement, the patient was discharged. After 

two months of treatment, the patient did not experienced 

complete resolution of his symptoms. Azathioprine was 

then added at a 2 mg/kg dose. Budesonide dose was 

slowly tapered. After six months of combined treatment, a 

complete resolution of symptoms was achieved; the 

patient continued on azathioprine treatment. After twelve 

months, CT-enteroclysis was normal and a capsule 

endoscopy was repeated, which showed a complete 

endoscopic resolution of jejunal ulcers (Figure 3). Repeat 

endoscopy showed a significant histological improvement. 

Azathioprine treatment was discontinued. 

3. Discussion  

CD is a chronic inflammatory disorder that affects the 

small intestine in genetically susceptible individuals [1]. It 

is caused by the ingestion of gluten present in cereals such 

as wheat, barley and rye, and improvement is usually 

observed after initiation of a strict GFD [2]. Non-

responsive CD is defined as the lack of clinical and/or 

histological improvement after 6-12 months of GFD; in 

many cases, inadvertent exposure to gluten may be the 

cause [3], but in a small percentage of cases, malabsortive 

symptoms may be due to persistent villous atrophy and 

severe inflammation despite strict adherence to GFD: this 

is known as RCD [4]. 

RCD is typically divided into two subgroups: types 1 

(RCD 1) and 2 (RCD 2). The distinction of these categories 

is based on the detection of abnormal intraepithelial 

lymphocyte phenotype (which is the hallmark of RCD 2): 

this is determined by the presence of aberrant lymphocytes 

using CD3/CD8 immunochemistry and T-cell receptor 

(TCR) clonal rearrangement (by means of polymerase 

chain reaction or flow cytometry). The characterization of 

aberrant T-cells seems to have a prognostic impact, since 

it is a strong predictor of enteropathy-associated T-cell 

lymphoma (EATL) [5]. Thus, RCD 2 carries a poorer 

progonosis, with an elevated short-term mortality [6]. The 

prognosis of RCD 1 is much better as compared to RCD 2 

but the rates of complications and mortality appear to be 

much higher than those observed in non-complicated CD 

[7]. Ulcerative jejunitis is an endoscopic feature that can 

be present in both RCD 1 and RCD 2; although the 

evidence is scarce, its presence should prompt the 

exclusion of EATL; also, prognosis seems to be worse in 

RCD 1 with ulcerative jejunitis than those without this 

finding [8].  

There is a tendency towards treating RCD 2 as a 

neoplastic condition; as a consequence, treatment with 

chemotherapic agents, such as cladribine [9,10] or even 

autologous hematopoietic stem cell transplantation [11] have 

been used as therapeutic alternatives. Immunosuppressive 

agents seem to be more eficacious in RCD 1 patients. 

Since RCD is an uncommon condition with a poor 

prognosis, there are very few studies assessing the efficacy of 

potential treatments. In addition, methodological quality 

of published studies is far from ideal, due to logical 

difficulties in recruiting patients and ethical aspects. 

Typically, prednisone (0.5-1 mg/kg/day) or budesonide 

(9mg/day) have been used as initial treatment options 

[12,13]. Budesonide seems to be a more attractive alternative, 

since it shows a better safety profile when compared to 

prednisone, due to its extensive first-pass metabolism. 

However, the main concern with these options is the 

development of steroid-dependency, specially in patients 

without a rapid response [14].  

Azathioprine constitutes a valid therapeutic option in 

this clinical scenario. Mauriño et al [15] showed in a small 

open-label trial a good response to the addition of 

azathioprine in those RCD subjects that had started 

treatment with prednisone. Moreover, Goerres et al [16] 

demonstrated that the combination therapy with azathioprine 

plus corticosteroids constitutes a valid therapeutic option 

for RCD 1 (80% experienced clinical improvement) with 

unsatisfactory results in those patientds with RCD 2. 

There is no evidence on the long-term efficacy of 

treatment in patients with RCD. The optimal treatment 

and the adequate follow-up is still a matter of debate. 

Although effective, azathioprine should be used cautiously 

because of potentially serious side effects [17]. Among 

these, the risk of lymphoma development raises particular 

concern, as observed in published studies of thiopurines 

use in other conditions, such as inflammatory bowel 

disease [18]. Since RCD can have a high risk of EATL 

development, chronic exposure to azathioprine could be a 

potential risk factor for lymphomagenesis in this population. 

This is the reason why, after witnessing a clinical and 

endoscopic resolution and significant histological 

improvement, we decided to discontinue azathioprine.  

Follow-up should be strict and thorough: apart from 

repeated intestinal biopsies, a complete evaluation of the 

small intestine seems to be relevant. For this matter, 

Capsule Endoscopy offers an useful and non-invasive tool 

for this purpose. CT-enterography may be another option; 

in this case, we found a good correlation between 

tomographic and capsule endoscopic findings before and 

after treatment.  

4.Conclusions 

This case report describes a patient with a diagnosis of 

RCD 1 that was successfully treated with a combined 

treatment of budesonide and azathioprine after an initial 

treatment of budesonide. It was also documented the value 

of capsule endoscopy and CT-enterography as follow-up 

tools in this kind of patients. 
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