A.S. Svintsitskyy, K.M. Revenok,
G.A. Solovyeva, I.V. Korendovych

Bogomolets National Medical Uni-
versity, Kyiv

Summary

BARRETT’S ESOPHAGUS IN
PATIENTS WITHOUT CLASSIC
CLINICAL MANIFESTATIONS OF
GASTROESOPHAGEAL REFLUX
DISEASE

Barrett’s esophagus (BE) is a complication of gastroesophageal reflux disease (GERD) that increases the risk of
adenocarcinoma development. In patients with GERD symptoms, BE is diagnosed in 3-20%, however up to 40% of cases
is revealed in patients without previous reflux symptoms. Our study showed that there are no significant differences and
no clear correlation in complaints between patients with functional dyspepsia and BE. BE can be diagnosed in a significant
percentage of asymptomatic patients and in patients without classic GERD complaints.
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Introduction

Gastroesophageal reflux disease (GERD) is a con-
sequence of antireflux barrier failure to protect the
esophagus from frequent and volume gastroesopha-
geal refluxate. Singly gastroesophageal reflux is not
a disease but a physiological process. First definition
of GERD was published in 2006, after the approval of
Montreal Consensus. In accordance with this GERD is
defined as «a condition that develops due to reflux of
gastric contents, which causes «troublesome» symp-
toms and/or complications». The disease significant-
ly impairs patients’ quality of life. The incidence of
GERD is almost identical for men and women, but the
development of esophagitis and Barrett’s esophagus
(BE) is revealed more often in men. Although GERD
is an extremely rare cause of death, this pathology is
associated with the emergence of a significant num-
ber of complications, such as esophageal ulcers (5%),
peptic strictures of the esophagus (4-20%) and Bar-
rett’s esophagus (8-20%) [21, 25].

BE is defined as a condition in which abnormal
cylindrical epithelium, which is prone to malignancy,
replaces stratified squamous one that normally cov-
ers the distal part of the esophagus [16]. The impor-
tance of BE diagnosis is that it increases the risk of
adenocarcinoma development in future.

This pathology was named after the Australian
surgeon Norman Barrett, who first drew attention to
the presence of columnar epithelium in the esopha-
gus and described this phenomenon [1].

The prevalence of BE in the population of Western
Europe and the United States according to various
studies is 0,9-10% [13, 19]. Interesting is the fact that

BE is rare among African-Americans and Asians. Men
of white race, aged 50-55 years are mostly affected
[18]. BE is diagnosed in 3-20% of patients with GERD
symptoms [7]. However up to 40% of esophageal ad-
enocarcinoma cases are revealed in patients without
previous reflux symptoms [23]. When analyzing data
on the prevalence of BE due to the results of autopsy,
it was found that the frequency is 16 times higher of
clinically diagnosed ones [14].

Endoscopic evaluation of BE distinguishes long
(when metaplastic epithelium extends over 3 cm
above gastroesophageal junction) or short segment
lesion (if metaplasia is less than 3 cm) of the esopha-
gus [20]. Recently another classification, Prague C
and M criteria, was proposed. It determines the cir-
cumference (C) and maximum length (M) of meta-
plasia [24].

Pathogenesis of BE is not studied yet. Progenitor
cells that lead to Barrett’s metaplasia are not known.
According to one hypothesis metaplasia is the re-
sult of esophageal squamous epithelium damage in
GERD, exposing multipotent stem cells of the basal
layer to the gastric juice, which in its turn stimulates
their differentiation into columnar cells [2]. Probably
Cdx and BMP-4 genes, which are responsible for the
differentiation of intestinal epithelial cells, play an
important role in metaplasia development [22]. Re-
cently the connection between BE and HLA-B7 was
found as well [15]. Also, the study of telomere length
in leukocytes revealed that shorter telomeres are as-
sociated with increased risk of esophageal adenocar-
cinoma (95% Cl 1,35-8,78; p = 0,009) [9].

Risk factors for GERD, BE and esophageal adeno-



carcinoma development include obesity, H.pylori,
smoking and alcohol consumption, delayed healing
of the damaged epithelium of the esophagus, dam-
age to the esophagus caused by bile acids and pan-
creatic enzymes reflux. Today there is a dramatic in-
crease in the incidence of obesity in Europe and in
the USA, which correlates with a similar increase in
BE prevalence. In addition to increased intra-abdom-
inal pressure, there are also increased levels of pro-
proliferative hormones in serum such as insulin-like
growth factor | (IGF 1) and leptin, and reduced levels
of antiproliferative hormone adiponectin, which may
contribute to carcinogenesis in BE patients [8, 12].
The relationship between smoking and BE is ampli-
fied with increased number of cigarettes (about 20
pack-years) [3].

Objective. To assess the relationship between BE
and dyspeptic symptoms.

Materials and Methods

283 patients that were referred to gastroenterolo-
gist were consecutively screened by clinical interview
in the State Institution «Republican Clinical Hospital
of the Ministry of Health of Ukraine» and Universal
Clinic «Oberig». Inclusion criteria were the presence
of complaints that were characteristic for dyspepsia,
which occurred after a meal. Exclusion criterion was
the presence of classic GERD symptoms: heartburn
and regurgitation, which occurred after a meal. All
patients underwent esophagogastroduodenoscopy
(EGD) with NBI (narrow band imagining), chromos-
copy, endoscopic scanning microscopy (x115), inver-
sion in stomach, and précised biopsy with the next
histological study of the material. Changes in esoph-
agus were evaluated according to Prague C and M
criteria and histological examination of biopsy sam-
ples. The presence of H.pylori was assessed using 2
methods: rapid urease test and morphological evalu-
ation of tissue samples.

Statistical analysis was made by evaluation of sig-
nificance between two groups on the basis of z-crite-
rion. Odds ratio (OR) with 95% confidence intervals
(CI) and validity criterion p with an error limit less
than 5% (p<0,05) were estimated for all the charac-
teristics. Statistical analysis of data was performed
using Stata 11 software package.

Results and discussion

45 patients were enrolled into the study. 2 were
excluded because of the refusal to participate. The
average age of patients with BE was 37 * 4 years.
Among them: men - 29 (64,4%), women - 16 (35,6%).
The control group was formed of 45 patients with
clinically diagnosed functional dyspepsia according
to the Rome lll criteria (2006). The groups were com-
parable in age and sex ratio.

Esophageal metaplasia of gastric and intestinal
type of varying degree was found in all patients of
the study group. The use of NBI resulted in better
visualization of esophageal and gastric mucosa. Ac-
cording to the research conducted by Japanese sci-
entists, with the use of NBl and iodine chromoendos-
copy the incidence of squamous islands detection
(short segment BE) was increased to 75%, compared
with white light endoscopy - 48% respectively [6].

28 (62,2%) patients of the study group com-
plained of postprandial feeling of heaviness in the
epigastrium, compared to the control group - 37
(82,2%) (OR 0,36; 95% Cl 0,13-0,94; p = 0,04).

32 (71,1%) patients of the main group and 33
(73,3%) of the control one had moderate pain in the
epigastric region and left upper quadrant, that in
most cases decreased postprandial (OR 0,89; 95% Cl
0,36-2,25; p = 0,80).

17 (37,7%) patients of the main group and 24
(53,3%) of the control one noted epigastric pain in
the right upper quadrant that usually occurred with-
in 20 minutes after a meal (OR 0,53; 95% CI 0,23-
1,23; p = 0,14).

15 (33,3%) subjects of the main group and 20
(44,4%) of the control one were bothered by recur-
rent air belching (OR 0,63; 95% Cl 0,27-1,47; p =
0,28).

8 (17,7%) of the study and 12 (26,6%) of the con-
trol group patients noted periodic morning sickness
without vomiting claims (OR 0,59; 95% Cl 0,22-1,63;
p =0,31).

1 (2,2%) patient of the main group had no com-
plaints at all (EGD was performed according to pre-
ventive inspection program). There were no patients
without complaints in the control group (0%) (OR
3,07; 95% CI 0,12-77,33; p = 0,49). The results are
presented in the table.

Table. Comparison of complaints in patients of the study and the control groups

Complaints Study group (n=45) | Control group (n=45)
n-value % n-value % Odds ratio 95% ClI p-value
Po§tprar)d|al feeling of heaviness in the 28 62,2 37 82,2 0,36 0,13-0,94 0,04
enlzastr{um in in the epigastric region and
oderate pain in ]

left upper quadrant 32 71,1 33 73,3 0,89 0,36-2,25 0,80
Epigastric pain in the right upper quadrant 17 37,7 24 53,3 0,53 0,23-1,23 0,14
Air belching 15 33,3 20 44,4 0,63 0,27-1,47 0,28
Periodic morning sickness 8 17,7 12 26,6 0,59 0,22-1,63 0,31
The absence of complains 1 2,2 0 0 3,07 0,12-77,33 0,49




Usually BE occurs in patients with symptoms of
GERD or its complications. Patients complain of heart-
burn or acid regurgitation that lasts for at least a de-
cade or more. In a prospective nonrandomized study
of 35 patients with BE low-grade dysplasia, only 63%
presented typical symptoms of GERD and in 15% of
cases predominant symptom was not defined [5].

In a large prospective study of Pro-GERD (2004),
that assessed risk factors for GERD for several years
6250 patients were recruited. BE was diagnosed in
11% of subjects with a long history of reflux [17]. In
the open parallel group study on therapeutic/surgi-
cal management of GERD-LOTUS — which lasted for
three years, BE was diagnosed in 10,8% of 412 pa-
tients with chronic reflux symptoms [11].

According to some authors, about 40% of patients
with BE-associated esophageal adenocarcinoma
have reflux symptoms. The frequency of occurrence
and the intensity of symptoms is less in patients with
uncomplicated BE than in those who have been diag-
nosed with esophagitis without BE. There is no clear
correlation of symptoms with the onset or progres-
sion of BE. This may be due the changed the percep-
tion of pain. Therefore, in case of repeated gastro-
esophageal reflux or other factors that damage the
lining of the esophagus, the symptoms did not occur
at all or with minimal manifestations [5, 16].

37 (82,2%) patients of the main group were in-
fected with H.pylori. In the control group, infection
was detected in 41 (90,2%) patient (OR 0,45; 95% ClI
0,13-1,62; p=0,22).

Although opinions about the involvement of
H.pylori in the development of BE and esophageal
adenocarcinoma differ, most studies did not confirm
the role of bacteria. According to the XXIV Meeting
of the International Working Group on Helicobacter
pylori and Related Bacteria in Chronic Digestive In-
flammation and Gastric Cancer (Dublin, Ireland,
2011) and Management of Helicobacter pylori infec-
tion —the Maastricht IV / Florence Consensus Report,
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H.pylori has no effect on the severity, frequency of
symptoms and the effectiveness of therapy for GERD,
and epidemiological studies demonstrate a nega-
tive association between the prevalence of H.pylori,
GERD and esophageal adenocarcinoma [10]. Several
studies have shown that H.pylori infection may pro-
tect against neoplasia and BE, perhaps by reducing
the secretion of gastric acid in the presence of bacte-
ria and atrophic gastritis [4].

In 5 (11,2%) patients of the study group erosive
esophageal mucosa defects were found, that were
assessed due to the Los Angeles Classification of
Gastroesophageal Reflux Disease: 4 patients — LA-A,
1 patient — LA-B.

Conclusions

Significant differences in complaints between two
groups were not found (p>0,05).

BE was diagnosed in a significant percentage of
asymptomatic patients and in patients without clas-
sic GERD symptoms. According to the data, there is
no clear correlation between the presence of dys-
peptic complaints and BE.

The presence of a large number of diagnosed BE
cases may be explained by the use of modern technol-
ogies, EGD with NBI-chromoscopy, endoscopic scan-
ning microscopy (x115), and inversion in the stomach.

The absence of GERD symptoms does not guaran-
tee the absence of metaplastic changes in the esoph-
agus. Both metaplasia and dysplasia are considered
to be precancerous conditions. But on this stage it is
still possible to prevent the development of cancer
by removing these cells. Although to correctly iden-
tify the affected areas is rather problematic. They
can be missed during endoscopic examination of the
patient, or by taking biopsy samples from unaffected
parts of the esophagus. As a result — an untimely
made diagnosis and annual increase in prevalence
and incidence of adenocarcinoma.
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CTPABOXIA, BAPPETTA B MALIEHTIB BE3 KNACUYHUX KNIHIYHUX MPOABIB TACTPOE3O®ATEA/IbHOT PE®/IIOKCHOT
XBOPOBMU
A.C. CeiHyiybkuli, K.M. PeseHok, I A. Conoeiliosa, I.B. KopeHdosu4

Pe3stome

Crpasoxig bappetra (CB) € ycknagHeHHAM ractpoe3odareanbHoi pepatoKcHoi xBopobu (FTEPX), wo 36inbluye puUsuK po3BUTKY
ageHoKapuuHomu. Cb giarHocTyetbea B 3-20% nauieHTiB i3 cumntomamum FEPX, npote ao 40% Bunagkis BUABAAIOTbCA B 6e3cumn-
TOMHUX XBOpUX. [laHe A0oCNiAKEeHHA He BUABUO iCTOTHUX BigMIHHOCTEe Ta YiTKOI Kopensauil MiXK HafABHICTIO ANCNENCUUYHUX CKapr
y nauieHTiB i3 PyHKUioHanbHO gucnencieto Ta Cb. Cb moxke 6yTK AiarHOCTOBaHMIA Yy 3HAYHOrO BiACOTKA 6€@3CMMNTOMHUX XBOPUX
Ta B 0Ci6 6e3 KnacuuHmx cumnromis FEPX.

KntouoBi cnosa: ctpaBoxig, bappeTra, ractpoesodareanbHa pedokcHa XBopoba, aucnencia, esodaroractpoayoaeHocKonis.



