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EmAA screening for coeliac disease in primary biliary cirrhosis 
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Abstract t 

Althoughh coexisting primary biliary cirrhosis (PBC) and coeliac disease have been described, 

coeliacc disease is sufficiently common in western Europe for chance to explain sporadic 

cases.. We screened our patients with PBC for coeliac disease using serum immunoglobulin 

AA endomysial antibody (EmA), with confirmation by duodenal biopsy in EmA-positive 

patients.. Of 57 patients, 6(11%) had EmA. Four agreed to have a biopsy taken, and all had 

villouss atrophy, yielding a minimum prevalence of 1:14 (7%). Apart from anaemia in one 

patient,, none of the four had symptoms or routine laboratory abnormalities suggestive of 

coeliacc disease. None had improvement in liver biochemical tests after 12 to 24 months on 

gluten-freee diets despite the disappearance of EmA. Coeliac disease is common among 

patientss with PBC and they should be routinely screened for this condition. Symptoms 

wronglyy attributed to PBC may respond to gluten exclusion, and both conditions are potent 

riskk factor for osteoporosis. 
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Introduction n 

Manyy case reports describe patients with both primary biliary cirrhosis (PBC) and coeliac 

diseasee (1). However, population screening suggests that at least 1 in 300 western European 

adultss has coeliac disease (2), so a similar proportion of patients with PBC would be expected 

too have the condition by chance. Prevalence studies in PBC populations are required to 

confirmm or refute a true association, and yet these are rare. We used immunoglobulin A class 

serumm endomysial antibody (EmA), with reported high sensitivity and specificity for coeliac 

diseasee (3), to screen our patients with PBC, with confirmation by small bowel biopsy. 

Materialss and Methods 

Patientss attending our clinics were included in the study if they had had a diagnosis of PBC 

madee on the basis of serum antimitochondrial antibodies, abnormal serum liver enzymes of 

cholestaticc type, and characteristic histology on liver biopsy and were not taking steroids or 

otherr immunosupressive therapy. Fifty-seven patients (52 women) aged 30 to 79 years were 

includedd in this study. Sera were tested for EmA by indirect immunofluorescence using 

monkeyy (Maccaca fasciularis) oesophagus (Biodiagnostics, Upton-upon-Sevem, UK) as 

antigen,, with a titre of 1:5 or greater considered positive (4). Patients with EmA were invited 

too undergo small bowel biopsy, which was performed during upper gastrointestinal 

endoscopy,, with standard forceps used to obtain samples from the distal duodenum under 

endoscopicc guidance. Biopsy samples were carefully orientated before submission in formalin 

forr assessment by experienced histopathologists. After biopsy confirmation, patients were 

prescribedd gluten-free diets by hospital dietitians. In addition to EmA, serum alkaline 

phosphatase,, gamma-glutamyl transferase, alanine transaminase, and aspartate transaminase 

weree monitored during follow-up. 

Results s 

Nonee of our patients had low total serum immunoglobulin A, which might have caused 

false-negativee EmA. Six patients (11%) had EmA, of whom four agreed to undergo biopsy. 

Alll four (three women) had villous atrophy, crypt hyperplasia, and intraepithelial lymphocytes 
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consistentt with a diagnosis of coeliac disease, giving a biopsy-proved prevalence in our 

studyy population of 1:14 {!%). Apart from iron-deficiency in one patient, none of the four 

hadd symptoms or routine laboratory findings suggestive of coeliac disease. Follow-up ranged 

fromm 12 to 24 months on a gluten-free diet without changes in specific therapy for PBC. 

Noo patients showed any improvement in alkaline phosphatase, gamma-glutamyl transferase, 

alaninee transaminase or aspartate transaminase despite the disappearance of serum Em A. 

Discussion n 

Thee coexistence of coeliac disease and PBC was first reported by Logan et al (5), who in 

19788 described four patients. Lohr et al (1) summarised the many subsequent patients 

describedd in case reports up to 1994, adding one case of their own. Although these individual 

casess have been presented as evidence for an association, they may have occurred by chance, 

becausee coeliac disease is common in western Europe. Two studies screening healthy 

populationss with antigliadin antibody or EmA- one from Italy, one from Sweden- obtained 

prevalencess of 1:300 and 1:256, respectively, for biopsy-confirmed coeliac disease (2,6). 

Moree recently, Johnston et al (7) obtained a prevalence of 1:152 among healthy persons in 

Northernn Ireland. If 1 of every 300 European patients with PBC has coincidental coeliac 

disease,, this could explain the sporadic cases reported. Studies of prevalence among PBC 

populationss are required to confirm a true association, yet to our knowledge ours is only the 

thirdd published. Olsson et al (8) performed small bowel biopsy in 26 patients with PBC and 

foundd villous atrophy in five (ratio, 1:5). However, their patients were atypical with a high 

proportionn of men, serum smooth muscle antibodies, and some histologic features of chronic 

activee hepatitis. Another Swedish study (9) reported coexisting coeliac disease in 2 of 18 

patientss with PBC (ratio, 1:9). 

Elevationn of aspartate transaminase and alanine transaminase is common in coeliac disease 

andd responds rapidly to a gluten-free diet (10-12). In contrast, we found no improvement in 

liverr enzymes in our patients with PBC, and this has been the experience of other researchers 

ass well (5,8). PBC may develop in patients whose coeliac disease has been in remission 

withh a gluten-free diet (1). However, identification of coexisting coeliac disease is important. 

Malabsorptionn in PBC is usually attributed to reduced bile salt secretion but may be due to 

glutenn sensitivity and respond to diet, as may less specific symptoms associated with PBC, 
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likee fatigue and abdominal pain. Both conditions are potent risk factors for osteoporosis, 

andd treatment of each is required, particularly in women approaching and beyond menopause 

(13,14).. Patients with PBC have a low lumbar spine bone mineral density and increased 

bonee loss compared with controls (15,16). Similarly, coeliac patients have high bone turnover, 

butt in contrast to the PBC situation, the associated osteoporosis respond rapidly to treatment. 

Inn one study, low bone mineral density improved rapidly at all bone sites after a year of 

glutenn exclusion, regardless of patient age or symptoms of malabsorption (17), although 

Balii et al (18) reported greater remineralisation in women before menopause. A gluten-free 

diett will reduce the other long-term risks of coeliac disease, notably malignancy (19). 

Wee have confirmed that PBC should be added to the already long list of autoimmune disorders 

(20)) associated with coeliac disease. Our data suggest that the prevalence of coeliac disease 

iss at least ten times that of the general population, assuming a control prevalence in Northern 

Irelandd of 1 in 150 (7). The association is sufficiently common, and its implications significant, 

forr routine screening of all patients with PBC by serum EmA to be mandatory. 
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