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Informazioni diagnostiche

• Malattia da reflusso erosiva

• Malattia da reflusso non-erosiva

• Esofagiti “specifiche”

• Malattia da reflusso complicata

– Esofago di Barrett

1. Determinazione della gravità ed estensione della malattia
2. Monitoraggio del decorso clinico-patologico della malattia
3. Monitoraggio degli effetti della terapia



Limiti della diagnosi istologica

• Focale ed eterogenea distribuzione delle
alterazioni morfologiche
• Numero e tipologia del prelievo
• Sensibilità e specificità diagnostica operatore
dipendente
• Eventuale terapia



Esofago di Barrett





• Defined as columnar metaplasia of the distal esophagus,
is caused by chronic GERD and represents a risk factor for
esophageal adenocarcinoma.
• Two types of columnar epithelium may replace
esophageal stratified squamous epithelium:
1. intestinal-type epithelium
2. cardia-type epithelium.

Barrett’s esophagus (BE)





A recent meta-analysis of 17 studies showed that the risk of BE was about twice
higher in individuals with abdominal adiposity.

Visceral fat is metabolically active and it is associated with low serum levels of
adiponectin and increased production of leptin and insulin-like growth factors,
which promote cell proliferation and lead to the development of metaplastic tissue
in esophagus, and proinflammatory cytokines, such as IL-6 and TNF-alpha,
which can modify gastroesophageal motility



A total of 2,356,548 patients were
included in the obesity and non
obesity groups after propensity
score matching.
In the group with obesity, patients
had a significantly higher
prevalence of GERD (30% vs.
24%) compared to the group
without obesity.
Higher prevalence of GERD-
related complications in the group
with obesity with statistical
significance.



We found a significant increase in the incidence of dysplasia development in
obese patients with nondysplastic Barrett esophagus at 3-5-year follow-up
compared to nonobese patients. This finding suggests that more frequent
surveillance in obese patients with nondysplastic Barrett esophagus may be warranted
for early detection of dysplasia.



13.434 patients who underwent preoperative endoscopy, only 114 cases of BE were
reported. Seven of the studies reported a zero prevalence of BE. The diagnosis of
BE was not confirmed on biopsy in 11 of the 29 studies. Based on random-
effects modeling of the 29 studies, the pooled prevalence of BE was 0.9%.

Morbidly obese patients undergoing pre-
bariatric surgery evaluation have a very low
prevalence of BE. In this patient population,
increased BMI is associated with an
increase in BE prevalence; however, the
magnitude of this risk is very small.
Further studies are required to better
understand how obesity interacts with other
positive and negative risk factors to produce
an individual’s overall risk of having BE.



Phenotypic 
dynamics 

of Barrett’s 
across time
and space



The canonical 
Barrett’s gland

MUC2/TFF3



Montreal and Prague 
classification 

• ESEM (Endoscopically Suspected
Esophageal Metaplasia) designates the
presence of “salmon pink” mucosa in the
distal esophagus suspected columnar
metaplasia to be confirmed by histology.

• The “C&M” criteria of the Prague
classification: ESEM is measured by two
descriptors expressed in cm:
circumferential extent (C) and maximal
extent (M).

- LSBE: Long Segment Barrett’s Esophagus, ≥3 cm;
- SSBE: Short Segment Barrett’s Esophagus, <3 cm;

- Irregular SCJ/Z line: irregular SCJ <1–0.5 cm



Notizie cliniche
• Essenziale: indicazione della sede dei prelievi espressa in

centimetri dalla linea Z.
• Utili:
1. Quadro endoscopico (iperemia, erosione, ulcerazione,

stenosi, mucosa di Barrett, ernia iatale).
2. Precedenti istologici e di terapia.
3. Motivo dell'esame bioptico: sintomatologia esofagea

(pirosi, dolore retrosternale, rigurgito) ed extraesofagea
(asma non stagionale, senso di soffocamento notturno,
raucedine cronica).

• Facoltative: test pH-metrico - test manometrico.



Biopsy sampling

• Multiple biopsies are required
in order to characterize ESEM
correlated to ESEM length.

• 8 biopsies in the 4 quadrants of
the distal esophagus allow
detection of intestinal
epithelium in 68% of cases, but
if biopsies are performed close
to squamo-columnar junction,
the percentage rises to 94%.

Unfortunately this sampling is 
not frequently performed in 

routine practice. 

Am J Gastroenterol 2009; 104:774–783; doi: 
10.1038/ajg.2008.108
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Allestimento del campione 

• Almeno 5 sezioni microtomiche di ogni biopsia.
• Se nessuna lesione viene individuata nelle sezioni iniziali sono

raccomandate sezioni semiseriate.
Colorazioni essenziali:
• Ematossilina-eosina
• Giemsa modificato (con esclusione dell'acido acetico) per

evidenziazione Helicobacter Pylori.
Colorazioni facoltative in presenza di metaplasia intestinale:
• Alcian Blue pH2,5- Pas (per evidenziare le mucine neutre ed

acide)
• HID/ Alcian blue pH 2,5 ( per differenziare sialo e solfomucine)



Individual histologic lesions

Cardia epithelium: columnar epithelium 
characterized by mucous-secreting cells and by 
PAS+ antral-like glands. 

Intestinal epithelium:
columnar epithelium
characterized by goblet
cells storing acid mucins
PAS and Alcian blue-
positive mucins.





Dysplasia (or non-invasive neoplasia) in BE 
Unequivocal neoplastic change that does not extend beyond the basal
membrane:
1. Cytological abnormalities
2. Architectural abnormalities
3. Epithelial maturation
4. Presence of associated inflammation
Dysplasia requires exclusion of regenerative lesions

Caveat by Fiocca, Villanacci and Rugge
– dysplasia must extend to the surface epithelium;
– the presence of erosion and/or active inflammation requires caution

BE is divided into three diagnostic categories :
• Low Grade Dysplasia = scanty architectural distortion and mild cytological

atypia (lower half of the crypts)
• High Grade Dysplasia = more complex glandular distortion, nuclear

pleomorphism, hyperchromasia and nuclear stratification are more severe
• Indefinite for dysplasia = hyperplastic/regenerative or neoplastic in nature.







This configuration can achieve 1.00
sensitivity and 1.00 specificity on the
discovery dataset with respect to the
pathologists’ diagnosis alone, suggesting
that the two models and pathologist are
complementary

In this scenario, only 48% (41–55%) of
samples would need manual review,
reduction in pathologist’s workload.
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