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Refined Criteria for Separating Low-grade Dysplasia and
Nondysplastic Barrett Esophagus Reduce Equivocal
Diagnoses and Improve Prediction of Patient Outcome

A 10-Year Review
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Backgrounds

Esophageal carcinoma is a common digestive system tumor.

The proportion and overall incidence of esophageal
adenocarcinoma (EAC) has dramatically risen over past decades.

Barrett esophagus (BE) is a well-established precursor lesion for
EAC.
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BE > BE with dysplasia* Adenocarcinoma

Rgbiopsie in 3 to 5 years Endoscapic eradication therapy
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The category of indefinite for dysplasia (IFD) is reserved for
challenging cases that are neither unequivocally negative for
dysplasia (NFD) nor dysplastic.
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Table 2. Multirater unweighted «, overall and by category
without and with (bold) p53

All Consultants
Category No p53 p53 No p53 p53
1 0.56 0.63 0.58 0.66
2 0.08 0.08 0.1 0.06
3 0.23 0.31 0.26 0.37
1 0.65 0.63 0.66 0.7
Combined 0.42 0.48 0.45 0.52

Histopathology. 2009;54:699—-712.



Backgrounds

FIGURE 1. Photomicrographs showing (A) benign columnar (cardiac) mucosa, (B, C) nondysplastic BE, and (D) nondysplastic BE
with moderate nuclear atypia (showing gradual transition on the right side) previously categorized as IFD with maintenance of the
“4 lines”: line 1—the gastric type mucin vacuole; line 2—the base of the mucin vacuole; line 3—the cytoplasm; and line 4 the
nuclei.



Backgrounds

t A -
i .-...rb_- e -

L

FIGURE 2. Photomicrographs (A, B) of BE with LGD showing loss of the “4 lines” of reactive epithelium, atypical hyperchromatic
nuclei, and an abrupt transition from nondysplastic to dysplastic epithelium (arrow).
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In this study we examine how this change to our
diagnostic criteria affected the proportion of cases
categorized as IFD as well as the short-term follow-up

on these cases over a 10-year span from 2007 to 2016.



MATERIALS AND METHODS

1549 cases from 1130 patients from 2007 to 2016.

2 groups: 2007 - 2011 and 2012 - 2016.

The next biopsy was used as a measure of how frequently patients
with IFD had dysplastic BE.



Demographics and Biopsy Results

TABLE 1. Demographics and Biopsy Results

n (%)
Biopsies, Biopsies,
2007-2011 2012-2016  All Biopsies
(N=776) (N=773) (N =1549) P
Age (mean 63.8 (12.7) 64.5 (11.8) 64.1 (12.3) 0.25
[SD]) (y)
Sex, male 74 4 70.5 72.4 0.090
(Vo)
Race, white 84.1 85.0 84.6 0.65
(Vo)
Biopsy results
NFD 652 (84.0) 699 (90.4) 1351 (87.2) 3.3x10™°*
IFD 65 (8.4) 33 (4.3) | 98 (6.3)
LGD 30 (3.9) 19 (2.5) 49 (3.2)
HGD 11 (1.4) 10 (1.3) 21 (1.4)
>IMC 18 (2.3) 12 (1.6) 30 (1.9)

*¥ test comparing frequencies of the 5 categories between the S-year periods.



Results of Next Biopsy of IFD Cases

TABLE 2. Results of Next Biopsy on IFD Cases
n (%)

IFD Cases From IFD Cases From
2007-2011 (N=65) 2012-2016 (N =33) P

Follow-up biopsy 48 (73.8) 21 (63.6) 0.30
available

Results of next biopsy
NFD* 42 (87.3) 18 (85.7) 0.0817
IFD* 51(10.4) 0
LGD* 1(2.1) 2 (9.5)
HGD* 0 1 (4.8)
> IMC* 0 0

*Percentage among cases with follow-up biopsy available.
TFisher exact test comparing frequency of next biopsy with and without definite
dysplasia between the 5-year periods.



Results of Next Biopsy of NFD Cases

TABLE 3. Results of Next Biopsy on NFD Cases

n (%)
NFD Cases From  NFD Cases From
2007-2011 2012-2016
(N =652) (N =699) P
Follow-up biopsy 360 (55.2) 222 (31.8) <0.001
available
Results of next biopsy
NFD* 319 (R8.6) 207 (93.2) 0.28%
IFD* 25 (6.9) 0(4.1)
LGD* 14 (3.9) 4 (1.8)
HGD* 2 (0.6) 2(0.9)
> IMC* 0 0

*Percentage among cases with follow-up biopsy available.
2 a : : = = a
Ty test comparing frequency of next biopsy with and without definite dysplasia
between the 5-year periods.



Rereview of IFD Cases From 2007 to 2011




Rereview of IFD Cases From 2007 to 2011

[FD(59/65)




3 Themes of IFD

confounding acute inflammation; (C, D) atypical basal crypts with mature nondysplastic surface epithelium; and (E, F) cauterized
glands where dysplasia cannot be excluded due to technical limitations.



Conclusions

We successfully decreased the number of equivocal diagnoses by
nearly 50% overall.

No increase 1n the frequency of dysplasia on the next biopsy
among the NFD cases.

A stricter diagnostic threshold for IFD 1s appropriate as 1t appears
that a very small fraction of these biopsies represent true
dysplasia.

IFD, LGD, and HGD in any given clinic should be <10%.
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