
UvA-DARE is a service provided by the library of the University of Amsterdam (https://dare.uva.nl)

UvA-DARE (Digital Academic Repository)

Serology and endoscopy in coeliac disease: applications and limitations

Dickey, W.

Publication date
2000

Link to publication

Citation for published version (APA):
Dickey, W. (2000). Serology and endoscopy in coeliac disease: applications and limitations.
[Thesis, externally prepared, Universiteit van Amsterdam].

General rights
It is not permitted to download or to forward/distribute the text or part of it without the consent of the author(s)
and/or copyright holder(s), other than for strictly personal, individual use, unless the work is under an open
content license (like Creative Commons).

Disclaimer/Complaints regulations
If you believe that digital publication of certain material infringes any of your rights or (privacy) interests, please
let the Library know, stating your reasons. In case of a legitimate complaint, the Library will make the material
inaccessible and/or remove it from the website. Please Ask the Library: https://uba.uva.nl/en/contact, or a letter
to: Library of the University of Amsterdam, Secretariat, Singel 425, 1012 WP Amsterdam, The Netherlands. You
will be contacted as soon as possible.

Download date:24 May 2023

https://dare.uva.nl/personal/pure/en/publications/serology-and-endoscopy-in-coeliac-disease-applications-and-limitations(9eacb4b6-c766-4299-9c0e-fc4ef5df9e39).html


109 9 

Chapterll l 

Summary y 

Serologyy and endoscopy in coeliac disease 

applicationss and limitations 



110 0 
ChapterChapter 11 

Coeliacc disease is an extremely common condition, with wide variation in nature and severity 

off clinical presentation. The non-specific nature of many associated symptoms, both from 

andd outside the gut, means that widespread small bowel biopsy is not possible although it 

remainss mandatory and the gold standard for diagnosis before starting treatment. Much 

effortt has been directed into the development of non-invasive serological tests of sufficient 

sensitivityy and specificity to efficiently select patients for biopsy. To date, the most useful is 

IgAA class endomysial antibody (EmA) although concerns have been expressed about its 

sensitivity.. This thesis assesses firstly the use of EmA for case-finding in two novel situations: 

primaryy care and among patients with primary biliary cirrhosis. Then the limitations (false-

negatives)) of EmA testing are explored, both within and outside the setting of IgA deficiency, 

andd also in patients who have started a gluten-free diet. The possible role of serum antibodies 

too tissue transglutaminase (anti-tTG) as an additional screening test is assessed, particularly 

inn EmA negative individuals. Coeliac disease may present with dyspeptic symptoms, raising 

thee possibility of diagnosis during routine endoscopy. Two studies assess endoscopic markers 

off villous atrophy, which may overcome the problem of false negative serology in patients 

whoo present with upper gastrointestinal symptoms. 

Chapterr 1: Summarises current perceptions of the clinical presentations and prevalence of 

coeliacc disease, serological tests, and case-finding, as well as outlining the thesis. 

Chapterr 2: EmA testing has been available to general practitioners in Northern Ireland for 

somee time, allowing the possibility of coeliac case-finding in primary care.. We assessed the 

usee of EmA testing by family doctors in our catchment area. Thirty-one percent of new 

coeliacc patients during the study period had been first identified by primary care EmA 

testing.. General practitioners were aware of presentations other than diarrhoea. 

Chapterr 3: Anecdotal reports of coeliac disease co-existing with primary biliary cirrhosis 

(PBC)) suggest but do not confirm an association. Using EmA to screen for coeliac disease 

amongg patients with PBC, we obtained a minimum (biopsy confirmed, EmA positive) 

prevalencee of 1:14. Screening for coeliac disease is worthwhile as symptoms attributed to 

PBCC may in fact be gluten sensitive and both are potent risk factors for osteoporosis. 
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Chapterr 4. An important cause of false negative EmA testing is IgA deficiency. We assessed 

thee significance of IgA deficiency among patients undergoing diagnostic tests for coeliac 

disease.. Two of five patients with total IgA <0.07 g/1 had villous atrophy with negative 

EmA.. Use of undetectable IgA as a selection criterion for small bowel biopsy as well as 

positivee EmA would have improved sensitivity from 87% to 94%, with a fall in positive 

predictivee value from 100% to 91 %, but would have maintained high specificity and negative 

predictivee value. Serum IgA was undetectable in 5 (4%) of 117 patients with AGA in the 

rangee 0-10 ELISA units (EU) compared with none of 201 with higher AGA. Routine IgA 

measurementt is worthwhile as part of the diagnostic screen for coeliac disease. 

Chapterr 5. False negative EmA may occur outside the setting of IgA deficiency. We assessed 

itss prevalence in a population of 89 coeliac patients with normal IgA who were selected for 

biopsyy on clinical rather than serological criteria. Sensitivity of EmA for villous atrophy 

wass 78% and was similar for partial (79%) and subtotal/total villous atrophy (77%). Only 

fourr of 20 EmA negative patients had raised antigliadin antibody. Reliance on EmA to 

selectt patients for biopsy will miss approximately one-fifth of coeliac cases. 

Chapterr 6. Formation of EmA is thought to require exposure to dietary gluten and may 

thereforee correlate poorly with histology once a gluten-free diet is started. We compared 

EmAA titres with histology in patients having follow-up biopsy after twelve months on a 

gluten-freee diet. Of 77 untreated patients, 62 (81 %) had EmA. After treatment, only 5(15%) 

off 32 with persisting villous atrophy had EmA: four of these had defects in dietary compliance. 

EmAA may therefore assist in assessment of compliance, but does not predict histological 

recovery:: daily gluten intake before diagnosis may determine whether or not patients are 

EmAA positive. 

Chapterr 7. Antibodies to tissue transglutaminase (tTG), the recently identified autoantigen 

off coeliac disease, have been reported to have high sensitivity and specificity for villous 

atrophy,, but appear to correlate with EmA and their performance in EmA negative patients 

iss uncertain. We assess a commercial ELISA kit in 70 coeliac patients. Although anti-tTG 

offeredd no advantages in sensitivity or specificity over EmA considered in isolation, 17 

patientss had only one antibody. A combination protocol would therefore have improved 
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sensitivityy of serology to 93% and may represent an advance over EmA or anti-tTG screening 

alone. . 

Chapterr 8. Patients with coeliac disease may present with dyspeptic symptoms and undergo 

upperr gastrointestinal endoscopy as first investigation, when endoscopic markers of villous 

atrophyy may allow selection for duodenal biopsy. Of 500 patients having open access 

endoscopy,, ten had abnormalities and 8 proved to have villous atrophy, giving a prevalence 

off 1:63. Open access endoscopy offers a further opportunity to improve diagnosis rates for 

coeliacc disease. 

Chapterr 9. In a follow-up study, we compared endoscopic appearances with duodenal 

histologyy in 150 patients undergoing routine endoscopy to determine sensitivity as well as 

specificity.. Endoscopic markers had sensitivity of 87.5% and specificity of 100%, with a 

prevalencee of villous atrophy of 1:19. Three of eight patients with villous atrophy were 

EmAA negative. 

Chapterr 10 shows examples of endoscopic markers of villous atrophy. 

Chapterr 11 summarises these studies. 

Chapterr 12 summarises the thesis in Dutch. 


