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50 year old nurse
• Abdominal pain, constipation and bloating for 3 years
• No rectal bleeding, diarrhoea or weight loss 
• Background:

• Type 1 diabetes 
• Normal colonoscopy 2023 

• Examination: 
• BMI 36kg/m2, looks well. 
• Centrally obese, otherwise abdominal examination unremarkable

Started a gluten free diet after being recommended by friends
• Perhaps a slight improvement
• “Do I have IBS?”



• Investigations:
• FBC, U&E, LFT, TFT, CRP, ferritin normal
• Coeliac serology IgA tTG and EmA negative 

Q: What would you do next?
1) Refer for colonoscopy and gastroscopy
2) Repeat Coeliac serology after gluten challenge
3) Reassure her without further investigations
4) Refer for HLA DQ2 DQ8 testing
5) Start a low FODMAP diet for IBS 

Q: What would you do next?
1) Refer for colonoscopy and gastroscopy
2) Repeat Coeliac serology after gluten challenge
3) Reassure her without further investigations
4) Refer for HLA DQ2 DQ8 testing
5) Start a low FODMAP diet for IBS

In adults, gluten challenge should be proposed in 
patients with uncertain CD diagnosis who have been 
started on a gluten free diet

No universal protocol: 3g of gluten per day 2 weeks 
sufficient for most patients but some protocols up to 
10g of gluten per day 6-8 weeks 

4x slices of wheat based bread or equivalent 4-8 
weeks – Coeliac NZ

HLA-DQ2/DQ8 is a good rule out test 
~99% NPV i.e. only useful if negative

Used in the setting of discordant 
serology and histopathology, or if 
unable to undergo gluten challenge

Positive does not mean CD 
Some studies positivity in up to 47.7% 
DQ2 and/or DQ8



After 4 weeks gluten challenge
• IgA tTG 180U/ml (<15) ↑
• IgA 2g/L (0.8-4.0) Normal 
• Endomysial antibodies positive

“Do I really need to undergo gastroscopy and duodenal biopsies?”

Q: Which statement is most correct regarding diagnosis of Coeliac disease?
1) Duodenal biopsies is the gold standard and always required 
2) Biopsies alone is sufficient for the diagnosis of coeliac disease
3) In adults, a combination of serology and duodenal biopsies is required
4) Biopsies are useful to exclude Non-coeliac gluten/wheat sensitivity
5) Biopsies are not required if symptoms improve with a GFD
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Gastroscopy: scalloping and flattened mucosa
Histology: Marsh IIIc 
In conjunction with positive serology, Coeliac disease diagnosis 
Rx: Gluten free diet and now asymptomatic 
Coeliac serology 12 months: 

IgA tTG 40 (normal <15) 180 at diagnosis
“Do I need a repeat gastroscopy?”

Q: Which statement is INCORRECT regarding Coeliac disease?
1) First degree relatives of affected individuals should be tested
2) Serology and histology always return to normal within 1 year of GFD
3) Complications of Coeliac disease can be avoided with a GFD
4) A life-long gluten free diet is the only effective treatment 
5) Inadvertent exposure to gluten is very common 
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Symptoms typically resolve within a month but serology is unlikely to be 
normal by 6 months and can take up to 2-3 years to normalize. 
Mucosal healing can lag serological response in one study, the median 
time to achieve a normal villous height was 3.8 years. 

Repeating antibodies routinely at 12 months is recommended regardless 
of symptoms. If levels fall and symptoms resolve → reassurance

Follow up biopsies are not universally recommended but may be 
reasonable after 2 years of GFD in high risk patients

But…elevation of antibodies after normalization may suggest gluten re-
exposure. Persistently stable positive serology suggest inadvertent gluten 
exposure, and dietican input may be helpful



Marissa’s asymptomatic 21 year old daughter 
Eliza comes to see you for testing.
Coeliac serology after a gluten diet reveals:

• IgA tTG 11U/ml (<15) Normal 
• IgA 0.3g/L (0.8-4.0) LOW 
• Endomysial antibodies negative 

Q: Which statement is most correct?
1) Coeliac disease cannot be excluded 
2) IgA tTG and IgA EmA are not very sensitive for Coeliac disease
3) IgA deficiency is uncommon in Coeliac disease
4) Anti-gliadin antibodies are useful in diagnosis of Coeliac disease
5) Seronegative Coeliac disease is common
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IgA tTG and IgA EmA are highly sensitive and specific tests 
for Coeliac disease

However, around 7% of Coeliac patients have IgA deficiency, 
and will be negative. DGP (deamidated gliadin peptides) IgG 
would be the next step 

True seronegative Coeliac disease is rare 2-8%

IgA AGA are no longer useful in diagnosis and follow up  



Coeliac serology: IgG DGP positive
OGD: macroscopically normal
Histology: No blunting of the villous architecture or crypt hyperplasia 

Mildly increased intra-epithelial lymphocytosis IEL (Marsh 1)
This could be indicative of early mucosal changes of coeliac disease, 
clinical correlation is recommended.

“Do I have Coeliac disease?”

Q: Which statement is incorrect regarding Coeliac disease?
1) It can affect the small bowel in a patchy manner
2) Inadequate biopsies may lead to a false negative diagnosis 
3) Partially treated disease may lead to milder changes on histology
4) Increased IEL (Marsh 1) is diagnostic of coeliac disease
5) Other conditions which can mimic Marsh 1 histology
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54 year old man accountant with known Coeliac disease since age 32
Positive IgA tTG and EmA with Marsh III histology 
Symptoms well controlled on a GFD for years
Previous Coeliac serology negative (elevate at diagnosis) 

…but now reports persistent bloating, diarrhoea and weight loss 3kg over 12 months

Referred for gastroenterology assessment and investigations

Q: Which of these statements are most correct?
1) GFD compliance should be reassessed 
2) Repeat Coeliac serology and duodenal biopsies should be considered
3) Other enteropathies and gastrointestinal pathologies could be the cause
4) Refractory coeliac disease is a rare but can be associated with poor outcomes 
5) All the above 
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Symptomatically refractory Coeliac disease: Consider
Incomplete dietary exclusion of gluten >90% often inadvertently. Serology and duodenal biopsies abnormal → Dietician 

Symptoms unrelated to gluten. Serology and duodenal biopsies normal
• Associated conditions: secondary lactose intolerance despite villous recovery, lymphocytic colitis (4% of coeliac patients or 

77x increased risk), pancreatic exocrine insufficiency (impaired neuroendocrine responses to luminal nutrients)
• Other conditions: IBD, colon cancer, intestinal overgrowth, bile salt diarrhoea, IBS,NCGS 

Was the initial diagnosis of Coeliac disease correct? Serology normal but abnormal duodenal biopsy 
Other differentials of lymphocytic duodenitis and villous atrophy e.g. H. pylori, giardia, HIV, SIBO, NSAIDs, autoimmune 
enteropathy, CVID, tropical sprue...

Refractory coeliac disease 1-5% of Coeliac disease patients, rare <30 years old. 
• Can lead to Ulcerative jejunitis and intestinal lymphoma



Careful dietician assessment completed
Gluten free diet – no improvement

Coeliac serology - negative
Gastroscopy - persistent villous atrophy
HLA DQ2 DQ8 presence 

Colonoscopy normal random colon biopsies 
Others: Faecal elastase, stool parasite screen, 
H. pylori serology, HIV, Immunoglobulins


