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et al.

“More than 50% children and adolescents with celiac disease can be diagnosed without biopsies, 
avoiding the burden of upper endoscopy with anesthesia and saving health care costs”

et al.

Duodenal biopsies can be avoided in a large proportion of pediatric patients with suspected CD, 
thereby reducing patient risks, costs, endoscopy waiting times, and delay of treatment.



Are we ready for one protocol for children and adults?

“the gastroenterologists in adult practice have been 
reluctant to adopt this approach”



Pros & Cons of a “non biopsy strategy” in Coeliac Disease



• expensive and invasive

• poorly tolerated by many patients

• risks:  sedation - GI bleeding - perforation

Pros: uncomfortable procedure



▪ Poor quality biopsies
▪ Inadequate preparation
▪ Incorrect orientation
▪ Missing duodenal bulb biopsies 
▪ Histopathologists vary in expertise
▪ Patchy lesions 
▪ Single-bite technique not used
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Villanacci Transl Med UniSa. 2020

Pros: possible misdiagnosis 
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Pros: high accuracy of a 10- fold increase in serum
IgA anti-tTg levels for detecting Marsh 3 damage 
score



Aim: to determine the predictive capacity and 
diagnostic yield of a 10- fold increase in serum IgA
anti-tissue transglutaminase antibody levels for 
detecting small intestinal injury (Marsh 3)

Cohort 1: 740 patients assessed in the specialist CeD clinic at a UK centre



Cohort 2: 532 patients with low suspicion for CeD referred for upper GI endoscopy at a UK centre



Cohort 3: 145 patients with raised ab-tTG titres from multiple international sites



Pros: this approach is in use 

?



https://www.bsg.org.uk/covid-19-advice/covid-19-specific-non-biopsy-protocol-guidance-for-those-with-suspected-coeliac-disease/ 



www.kaypahoito.fi/en/ccs00086



https://www.celiaki.se/wp-content/uploads/2020/01/SPGHN_Celiaki_v%C3%A5rdprogram_20200114.pdf

Diagnosis based solely on serology 

(IgA-anti-tTG elevated >10 times the upper normal value 

on two separate test occasions) is considered safe even for 

adults. Others must be investigated with gastroduodenoscopy
with biopsies from the duodenum and bulb to avoid overdiagnosis

Diagnos enbart baserad på serologi (IgA-anti-tTG
förhöjda >10 gånger övre normalvärdet vid två separata 

provtillfällen) anses säkert även för vuxna. Övriga ska 
utredas med gastroduodenoskopi

med biopsier från duodenum och bulb för att undvika
överdiagnostik



• IgA deficiency

• Immunosuppressants

• Seronegative CeD patients

Cons: Risk of missing patients with…





IgA deficiency Immunosuppressants        Seronegative CeD patients

Cons: Risk of missing patients with…

IgA deficiency and people taken immunosuppressants are easily detectable

A non-biopsy approach considers only patients with high serology levels

An OGD should always be performed in cases of high suspicion



Cons: Risk of an unnecessary GFD in potential CeD

Trovato MC Gastroenterology Research and Practice 2019



Baykan AR  Cureus 2022

Relationship between the anti-tTG IgA levels and mucosal damage

Rahmati Middle East Journal of Digestive Diseases 2014  



Cons: Risk of an unnecessary GFD in potential CeD

Symptomatic potential patients generally start a GFD

Positive correlation between serology and duodenal damage 



• CeD complications

Cons: Risk of missing…

Risk factors: 
✓ classical presentation
✓ advanced age at diagnosis
✓ negative serology
✓ homozygogosis for HLA-DQ2

Biagi F et al., Dig Liver Disease 2014
Biagi F et al., Dig Liver Disease 2018



• Gastric cancer or other peptic diseases

Cons: Risk of missing…



January 1999 to December 2017→

278 patients diagnosed in Pavia 
(mean age 35±12years)

✓ A gastroscopy was not necessary in 113 (40.6%) patients

✓ Major UGI endoscopic findings: 3 cases of autoimmune atrophic gastritis, 19 
oesophagitis and 20 Helicobacter pylori infections

✓ No organic disorders were found

would not have been necessary



Two European,  one North American centers
included biopsy confirmed CeD following 
positive serology.

One South America center included controls 

Although patients over 51 yrs had a high
prevalence of non-CeD gastroduodenal           
mucosal damage, no malignancy or
premalignant lesions were found.

Having CeD was associated with a 72% 
reduction in the risk of any endoscopic
abnormality

World Journal of Gastroenterology in press



Cons: Risk of missing…

CeD complications Other diagnoses

Rare (consider age and other risk factors)

Perform endoscopy in cases of non response



To start thinking of a “Non-biopsy approach”, we need…

• Patient selection

• Standardised criteria
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To evaluate the accuracy of positive serology for

CeD diagnosis in a multicenter, prospective study

enrolling a large cohort of patients from diverse

geographic areas and to make recommendations for

future diagnostic criteria.

SEROLOGY AS PREDICTOR OF DUODENAL DAMAGE IN ADULTS WITH SUSPECTED 
CELIAC DISEASE. 

The Sorrento position paper derived from a multicenter nested case-control study
Unpublished



• Study population: all consecutive adult patients seen in the time lapse of 12-24  
months with clinical suspicion of CeD or at risk of CeD

• Multicenter, multiethnic study

• Prospective collection of data and serum samples 

• Samples were sent to a central laboratory (INOVA, San Diego, US)

• Histological re-evaluation of discordant cases by Dr Villanacci

Ciacci et al unpublished



Total population:  436 patients (355 Marsh stage ≥ 3)

Main Results

Ciacci et al unpublished

One case of Marsh 2

Findings were similar in analyses by sex, age, clinical presentation, and presence of associated 
autoimmune diseases and also using 

central lab data

The accuracy of positive serology 
for CeD diagnosis for detecting Marsh 3 score



✓ 34.8 % (8/23) of the discordant cases were due to an incorrect histological evaluation

✓ One Barrett oesophagus in a man > 40 years old

✓ One T ileum lymphoma post one year from diagnosis

Main Results

Ciacci et al unpublished

Using the serology cut-off >X10 ULN, CeD could have been correctly 

diagnosed without upper endoscopy and histology in 99.4% patients.  



• A serology-based CeD diagnosis without biopsy is possible and safe in 

adults. 

• The authors suggest to adopt the same serology cut-off accepted for 

the pediatric CeD diagnosis (Anti-tTG IgA X10 ULN) regardless of the kit 

used.

Conclusions



We do not want to make the whole world gluten free

But the world simpler… when possible!


