
Doctor, have I got it or not?

‘Potential’ Coeliac Disease



‘Oslo’ 2013, Ludvigsson et al

‘individuals with normal small intestinal mucosa who are at increased 
risk of developing CD as indicated by positive CD serology’

‘Potential Coeliac Disease’



Diagnostic tests in Coeliac Disease

Anti TTG/EMA ab
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Not to scale!



Positive serology, ‘normal’ biopsy

False positive serology False negative biopsy





1 2 3

IgA TTG Sens 96% 91% 97%

Spec 86% 91% 87%

IgA EMA Sens 97% 85% 98%

Spec 76% 98% 85%

IgA DGP Sens 82% 83% 78%

Spec 80% 80% 97%

IgG DGP Sens 89% 83% 85%

Spec 81% 97% 92%

1.Mubarak et al, 2011; Panetta et al 2011       

2. Hopper et al, 2008;Volta et al 2010; Swallow et al 2012   

3. Burgin-Wolff  et al 2013 

1. Mubarak et al, 2011      2. Volta et al 2010

3. Burgin-Wolff  et al 2013
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Positive serology, ‘normal’ biopsy

False positive serology False negative biopsy





Taavela et al, 2013



Histological definition of Coeliac Disease

Kurppa et al, 2010



Positive serology, ‘normal’ biopsy

False positive serology False negative biopsy

‘Early warning’



TTG –ve, Marsh I 3/16

TTG +ve, Marsh 0/I 13/18

Villous atrophy
7 years

Salmi et al 2006

13% at 10 years

2019



Positive serology, ‘normal’ biopsy

False positive serology False negative biopsy

‘Early warning’ ‘Forme Fruste’



Matysiak-Budnik et al, 2007
Se

ve
ri

ty
 o

f 
h

is
to

lo
gi

ca
l c

h
an

ge
s

N
u

m
er

ic
al

 a
n

ti
-T

TG
 t

it
re

Diagnostic threshold

61 adults diagnosed in childhood – lapsed diet
13 – normal biopsies (?Marsh 1)

Time (eating gluten!)



1598 positive TTG

829 patients

425 biopsies

Known coeliacs

71 Marsh 0 or 1

354 Marsh 3+
17% ‘potential’

Cambridge 2003 - 2008



71 ‘potential’

16 M1 55 M0

Treated as 
Coeliac
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Later VA
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2

Lost to 
follow up
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Treated as 
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7 type 1 diabetes    All M0     4 villous atrophy
3,4,4,7 yrs



The importance of clear diagnosis 



Marsh 1 and +ve TTG    Treat as Coeliac
HLA

Marsh 0 and +ve TTG    
HLA

?  Patient choice

Continue gluten and 2 yearly biopsy Treat as Coeliac

Different test?

Repeat biopsy
If willing



Nijeboer P et al, 2019

A cut-off value of 14% for CD3TCRγδ IEL 

resulted in 66.3% sensitivity and 96.6% 

specificity for CD diagnosis (area under the 

curve, 88.6%). 

Conclusions: A percentage of ≥14% 

CD3TCRγδ IEL has a high specificity for 

CD diagnosis and can be of diagnostic 

help in cases where diagnosis is not 

straightforward. 
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Coeliac                      Control
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P<0.0001

Sensitivity (>14) = 63%
Specificity = 92%
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Coeliac              Control

%CD3 + (2x%gdTCR) > 100

Adjusted
Sensitivity = 98% 
Specificity = 97%

P<0.00001
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TTG 17,2,11,3,5,9; EMA-;  Marsh 0x5

TTG 25,30,24,14; EMA+;  Marsh 1,0 x2 symptoms

TTG 18/11; Marsh 0 x3

TTG 18/0.7; EMA-; Marsh1 – Marsh 3A

TTG 7,7,9,4; EMA-;  Marsh 1 x2, 3A

TTG 10,5; EMA-;  Marsh 0 x2

TTG 9.4; EMA+;  Marsh 0, 3A

TTG 9,7.5; EMA-;  Marsh 0 x2

TTG 8,6,5; EMA-;  Marsh 0 x2

TTG 69.30; EMA+;  Marsh 1, 0

TTG 1.2, 0.8; EMA-;  Marsh 1, 0 x2

TTG 6/9; EMA-; Marsh1, 0 symptoms

HLA DQ non compatible

TTG 8,2; EMA-;  Marsh 0 x2
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‘Potential’ Coeliacs



• Know your TTG assay! 

• Some ‘Potential Coeliacs’ are genuinely false positive serology 

• Some ‘Potential Coeliacs’ are gluten restricting and 
have undergone inadequate gluten challenge – consider re-biopsy 

• Marsh 1 or 2, TTG+ are Coeliac

• ‘Early warning’ or ‘forme fruste’ requires long term follow up and further study

• The importance of a definitive diagnosis and clear messages

• Flow cytometry may provide a useful tool

• Coeliac Disease redefinition required – OSLO II?

Potential Coeliac Disease
Summary


