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ABSTRACT

Coeliac disease affects 1% of the population but internationally delays in diagnosis are frequent. A relationship
between irritable bowel syndrome type symptoms and coeliac disease is well established and most IBS guidelines
recommend that patients presenting with IBS type symptoms should be tested serologically for coeliac disease.
Seronegative coeliac disease accounts for 3-5% of all cases of coeliac disease and it is a diagnostic challenge
which requires a high level of clinical suspicion and consideration of duodenal biopsies prior to confidently
excluding this diagnosis. We report the first case of seronegative coeliac disease masquerading as IBS type
symptoms. We suggest that if patients have evidence of haematinic deficiency, subsequent weight loss,
features of malabsorption or a family history of coeliac disease, then a duodenal biopsy should be considered

irrespective of negative serology.
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INTRODUCTION

Coeliac disease (CD)
affects 1% of the population,
but internationally delays in
diagnosis are frequent[1]. In the
United Kingdom a recent report
suggests that only a quarter of
cases are currently recognized
[2]. A relationship between
IBS type symptoms and coeliac
disease is well established and
most IBS guidelines recommend
that patients presenting with
IBS type symptoms should be
tested serologically for CD [3,
4]. Seronegative coeliac disease
(SNCD) accounts for 3-5%
of all cases of CD [5]. This
case explores the diagnostic
dilemma of a female patient
who was previously diagnosed
as diarrhoea predominant IBS
and on further investigation was
found to have SNCD.

CASE REPORT

A 49-year old female presented with diarrhoea predominant
symptoms in excess of 3 years. Bowel motions varied from 2
solid motions per day to passing loose stools within 5 minutes
of each motion cycling several times daily. There was no
nocturnal stool frequency or passage of blood per rectum;
however, there was associated urgency with occasional
incontinence and bloating with abdominal discomfort.
Her symptoms fulfilled the Rome III criteria for diarrhoea
predominant IBS. The patient maintained a normal appetite
and had progressively gained weight. She described marked
reflux particularly triggered with spicy and fatty foods, which
was alleviated with omeprazole. She had not consumed any
alcohol within the past 18 months and had stopped smoking 4
years previously. There was no family history of CD, colorectal
cancer or inflammatory bowel disease.

Preliminary investigations showed a normal full blood
count, urea and electrolytes, thyroid function, ferritin, folate,
and C reactive protein, however, her B12 was 192ng/L (reference
197- 771) with negative intrinsic factor antibodies. Further
investigations excluded exocrine pancreatic insufficiency
with a faecal pancreatic elastase >500ug/l. Coeliac serology
revealed a tissue transglutaminase antibody (TTG) level of
4.1 u/ml (normal range 0-7, ELIA Celikey, ThermoFisher,

J Gastrointestin Liver Dis, March 2020 Vol. 29 No 1: 111-113



112

Henry et al.

Freiburg, Germany) and an IgA level of 1.48 g/l (normal range
0.8-4). Endomysial antibody (EMA) and stool cultures were
also negative (Nova lite, ANOVA diagnostics). A SeHCAT
scan for bile acid malabsorption was normal. She underwent
a flexible sigmoidoscopy (with macroscopically normal views
to the descending colon), biopsies showed no evidence of
microscopic colitis or inflammatory bowel disease. Initially
she was referred to gastrointestinal physiology for anorectal
manometry and biofeedback and placed on follow-up with
trials of loperamide and FODMAP adjusted diet and offered
percutaneous tibial nerve stimulation.

Two years later she presented after one episode of possible
melena with no other new red flag signs. She was noted to have
folate deficiency (serum folate 2.1 ug/L lower limit of normal
3.9 ug/L). Despite her previously negative serology, due to her
persistent unexplained symptoms and new folate deficiency
she was booked for upper and lower endoscopy. The patient
was on a normal (gluten containing) diet.

Duodenal biopsies revealed partial villous atrophy with
crypt hyperplasia and increased intraepithelial lymphocytes.
Concurrent coeliac serology showed a negative EMA and
TTG of 1.6 u/ml. Random biopsies of the large bowel were
within normal limits. Investigations were performed for
serology negative villous atrophy (SNVA) including HIV
serology, TB quantiferon and anti-enterocyte antibody, which
were all normal. HLA typing showed the patient was DQ2
homozygous which is seen in patients with coeliac disease.
Given the exclusion of other causes of SNVA she was placed on
a gluten free diet (GFD) and her symptoms improved. Further
supportive evidence occurred when her daughter presented
with gastrointestinal symptoms and was tested and found to
have a strongly positive EMA and TTG positive CD.

DISCUSSION

We believe that this is the first case reported of SNCD
masquerading as IBS type symptoms. Coeliac disease is a small
bowel enteropathy characterised by sensitisation with dietary
gluten in genetically inclined individuals. Coeliac disease
affects around 1% of the general population, but most cases
are unrecognised, and diagnosis is often delayed considerably
[1, 2]. Although CD can easily be misdiagnosed as IBS,
international guidelines now recommend serological coeliac
testing in patients with IBS type symptoms [3, 4]. It is now
recommended to perform duodenal biopsies when symptoms
persist and serology is negative [6].

A previous study (n=2000) demonstrated that SNCD only
occurred in high risk cases; the symptoms delineated were
weight loss, anaemia, or diarrhoea [6].

The commonest cause of SNVA is CD (accounting for ~30%
of the cases) but there are many other causes and in some cases
the villous atrophy may normalize in time whilst continuing
on a normal gluten containing diet [7].

Seronegative CD accounts for 3-5% of all cases of coeliac
disease [5]. The reasons for SNCD may be an IgA deficiency
which can result in negative IgA TTG and IgA EMA. We would
suggest that this is not SNCD because an IgG TTG may be
elevated. Confusion and seronegative tests may occur if the
patient has placed themselves on a GFD prior to testing or if

] Gastrointestin Liver Dis, March 2020 Vol. 29 No 1: 111-113

the patient is on immunosuppressive therapy at the time of
testing (for example azathioprine or budesonide). True SNCD
occurs early in the disease [5], late in the disease particularly
in refractory CD [8] or if the patient is a first degree relative of
someone who has CD [9] (Table I). In hindsight our patient
had evidence of haematinic (B12) deficiency at the first
presentation and folate at the time of the second presentation.

Table I. Seronegative tests for coeliac disease

Associations with seronegative coeliac disease
Early in disease
Late in disease (refractory)
Dermatitis Herpetiformis
Family History: 1st degree relatives
Patients who may present with negative coeliac serology
Patient commenced a GFD prior to testing
IgA deficiency

Immunosuppressant’s

GFD: gluten free diet

CONCLUSION

We recommend performing duodenal biopsies in patients
presenting with IBS type symptoms with normal coeliac
serology in the presence of haematinic deficiency, weight loss
or a family history of CD.

Conlflicts of interests: None to declare.

Authors’ contribution: D.X.H. drafted and edited the case report.
D.S.S.: conceived the paper, critical reviewed, approved the final
version of manuscript. J.A.C., K.B., A.S.: critical reviewed, edited the
report, approved the final version of manuscript.

Acknowledgements: Sheffield is the NHS England National Centre
for Coeliac Disease

REFERENCES

1. Singh P, Arora A, Strand TA, et al. Global Prevalence of Celiac Disease:
Systematic Review and Meta-analysis. Clin Gastroenterol Hepatol
2018;16:823-836.€2. doi:10.1016/j.cgh.2017.06.037

2. West J, Fleming KM, Tata L], Card TR, Crooks C]J. Incidence and
prevalence of celiac disease and dermatitis herpetiformis in the UK over
two decades: population-based study. Am ] Gastroenterol 2014;109:757-
768. doi:10.1038/ajg.2014.55

3. National Institute for Health and Care Excellence (NICE). Irritable
bowel syndrome in adults. Quality standard [QS114]. 2016. Available
at: https://www.nice.org.uk/guidance/qs114

4. Sainsbury A, Sanders DS, Ford AC. Prevalence of irritable bowel
syndrome-type symptoms in patients with celiac disease: a meta-
analysis. Clin Gastroenterol Hepatol 2013;11:359-65.e1. doi:10.1016/j.
cgh.2012.11.033

5. Schiepatti A, Sanders DS, Biagi . Seronegative coeliac disease: clearing
the diagnostic dilemma. Curr Opin Gastroenterol 2018;34:154-158.
doi:10.1097/MOG.0000000000000436



Seronegative coeliac disease

113

6. Hopper AD, Cross SS, Hurlstone DP, et al. Pre-endoscopy serological

testing for coeliac disease: evaluation of a clinical decision tool. BMJ
2007;334:729. doi:10.1136/bm;j.39133.668681.BE

. Aziz I, Peerally ME Barnes JH, et al. The clinical and phenotypical
assessment of seronegative villous atrophy; a prospective UK centre
experience evaluating 200 adult cases over a 15-year period (2000-2015).
Gut 2017;66:1563-1572. doi:10.1136/gutjnl-2016-312271

8. Al-Toma A, Verbeek WH, Hadithi M, von Blomberg BM, Mulder CJ.

Survival in refractory coeliac disease and enteropathy-associated T-cell
lymphoma: retrospective evaluation of single-centre experience. Gut
2007;56:1373-1378. doi:10.1136/gut.2006.114512

. Esteve M, Rosinach M, Fernandez-Banares F, et al. Spectrum of gluten-

sensitive enteropathy in first-degree relatives of patients with coeliac
disease: clinical relevance of lymphocytic enteritis. Gut 2006;55:1739-
1745. doi:10.1136/gut.2006.095299

J Gastrointestin Liver Dis, March 2020 Vol. 29 No 1: 111-113



