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Abstract
   A 48-year-old male with celiac disease was treated with a gluten-free diet.  Within a year, he presented with a small bowel obstruction 
caused by a jejunal adenocarcinoma with metastatic disease involving 7 of 13 lymph nodes.  After surgical resection, a single course 
of adjuvant chemotherapy with 5-flurouracil and folinic acid was given.  Subsequent clinical, laboratory, radiologic and endoscopic 
imaging follow-up studies were normal, except for a selective deficiency of immunoglobulin A.  Now, over 3 decades later, his celiac 
disease remains in histopathological remission and there has been no evidence of cancer recurrence.
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Prior studies have detailed different malignancies in celiac 
disease, particularly lymphoma and adenocarcinoma in the small 
intestine [1-4]. If a localized small bowel carcinoma is detected, 
there may be an opportunity for cure of the cancer since complete 
resection is possible.  In others with metastatic carcinoma that has 
already spread, long-term prognosis is likely worse but this has 
not been well studied.  Even studies on malignancy in large series 
of patients with concomitant IgA deficiency per se are generally 
lacking, however, there appears to be a moderately increased risk 
of cancer, particularly gastrointestinal cancer, among adults with 
documented IgA deficiency, but not children [5]. Also an increased 
risk of lympho-proliferative malignancy was not observed in adults 
with selective IgA deficiency [5]. Interestingly, the malignancy risk 
was highest during the immediate time after initial diagnosis, sug-
gesting to these investigators that this may be a reflection of a form 
of surveillance bias [5]. In the present report, a patient with IgA de-
ficiency and celiac disease was complicated by small bowel cancer.  
Despite metastatic disease, his survival continues, now more than 
3 decades following initial detection of malignancy.

Case Report
A 48-yr-old male developed vague upper abdominal bloating 

and intermittent burning epigastric pain in May 1994.  Blood stud-
ies by his family physician were normal.  Omeprazole provided 
temporary symptom relief but because of recurrent pain, he was 
eventually referred for further assessment in August 1994.  His 
only past history was an appendectomy at age 8 yrs.  Physical ex-
amination was normal.  Ultrasound, computerized tomographic 
studies and a barium study of the esophagus, stomach and duo-

denum were normal.  Upper GI endoscopy was normal along with 
gastric biopsies but duodenal biopsies suggested untreated celiac 
disease with crypt hyperplastic villous atrophy [6,7]. A gluten-free 
diet was initiated but his symptoms persisted, including weight 
loss. In December 1994, he presented to the same hospital surgi-
cal service with severe abdominal pain and studies showed an ob-
structed jejunum.  A laparotomy was done with a small bowel carci-
noma detected leading to surgical resection of a high grade, poorly 
differentiated adenocarcinoma with metastatic carcinoma in 7 of 
13 lymph nodes.  Liver biopsy was negative.  He was treated with 
post-operative adjuvant chemotherapy that included 5-fluorouracil 
and folinic acid for 6 months from February to July 1995.

By May 1996, he was doing well with weight gain of 7 kg.  He had 
occasional episodes of abdominal bloating, but no pain.

Radiographic studies, including chest radiographs, barium stud-
ies and computerized tomography, were normal.  CA-19.9, carcino-
embryonic antigen, blood counts and liver chemistry tests were 
normal.

Because of recurrent epigastric burning pain associated with 
weight loss, he was referred to our service for review in December 
1997.  His pain resolved with oral antacids.  Of note, he reported 
that his 19-yr-old son had recently died from non-Hodgkin’s lym-
phoma.  Immunoglobulin results were not measured in this patient.  
Our referred patient had remained on a gluten-free diet. Upper GI 
endoscopy was normal and duodenal biopsies showed only  mini-
mal changes with intraepithelial lymphocytosis [6,7].
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In 1998, he reported some looseness of his stools, however, 
blood studies were normal with a hemoglobin of 152 (normal, 133-
165) and a white blood count of 5.8 giga/L (normal, 4.0-10.0).  INR, 
total protein, albumin, iron studies and liver/renal chemistry tests 
were normal.  Red cell folate and serum vitamin B12 were normal.

ANCA was negative.  Immunoglobulins were normal except for 
serum IgA of 0.13 g/L (normal, 0.70-4.00) while IgA-tTG was mea-
sured at 1.2 Units (normal, less than 20).  Upper GI endoscopy was 
normal with normal healed duodenal biopsies [8]. Colonoscopy 
and biopsies were normal. 

Repeat evaluations in 2006, 2011 and 2020 were normal, in-
cluding upper GI endoscopy with biopsies followed by colonoscopy 
with biopsies.  Treatment with a gluten-free diet alone was con-
tinued, now over a quarter century since his original diagnosis of 
metastatic small bowel carcinoma in celiac disease.

Discussion
This report documents the development of a small bowel carci-

noma in celiac disease with concomitant and selective deficiency 
of IgA immunoglobulin.   Just after the initial diagnosis of celiac 
disease, extensive metastatic lymph node involvement developed.  
Treatment consisted of surgical resection and a single course of 
adjuvant chemotherapy for his malignancy along with an ongoing 
gluten-free diet for his celiac disease.  Over 3 decades have now 
passed since the time of his original diagnosis with no evidence 
of recurrent malignant disease.  Despite definition of an advanced 
malignancy and its very poor prognosis associated with adult ce-
liac disease, he has survived for over 3 decades with no evidence 
of recurrent cancer.

Earlier studies have explored small intestinal malignancies in 
adult celiac disease [1-4] and have documented the frequent asso-
ciation of selective immunoglobulin A deficiency with adult celiac 
disease [9-10]. Although this has been estimated to approximate 
1 in 200 celiac patients (or about 0.5%), some referral-based cen-
tres, including our own, have reported higher rates of about 3% 
[9-11]. Indeed rates of detection may have actually been histori-
cally higher as measurement of immunoglobulins in recent years 
may be more reflective of concomitant measurement of IgA tissue 
transglutaminase assays in celiac disease.

T-cell non-Hodgkin’s lymphoma of the gamma/delta type has 
been previously described in selective immunoglobulin A deficien-
cy, although the 28-year-old male may have had, in retrospect, ce-
liac disease [12]. In another report, a 71-year-old female with IgA 
deficiency and celiac disease was suspected to have an occult or 

cryptic T-cell lymphoma based on molecular gene rearrangement 
studies showing a monoclonal lymphocyte population in small in-
testinal biopsies, but no clear histopathological biopsy evidence of 
lymphoma [10]. Cancer risk has also been explored in patients with 
IgA deficiency along with their Danish or Swedish relatives [13]; in 
386 patients with IgA deficiency, no increased risk of cancer was 
documented nor an increased risk of cancer in their relatives.  The 
authors concluded that immunodeficiency per se rather than spe-
cific genetic traits may have been more critical to cancer develop-
ment [13].

Studies are still needed to further explore prognostic factors 
related to small bowel adenocarcinoma complicating the clinical 
course of celiac disease. In one recent report from France [14], for 
example, specific factors were evaluated in advanced metastatic 
small bowel carcinoma, including underlying disease, age, location 
and characteristics of the primary cancer, stage of disease and ef-
fects of adjuvant chemotherapy.  

Conclusion
These studies may help to identify positive characteristics of 

long-term survivors of this devastating disease and promote an on-
going positive outlook for future survivors. 
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