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Abstract

Heterotopic gastric mucosa in the cervical esophagus is a condition that is probably underdiagnosed. The
vast majority of patients are asymptomatic, and detection is an incidental finding. In symptomatic patients,
manifestations are associated with non-neoplastic or neoplastic changes that allow categorization into five
types. The case presented here is a patient who had Type Il with dysphagia and pharyngeal globus due to
heterotopic gastric mucosa in the cervical esophagus with circumferential presentation with stenosis. At the
time of publication, only seven similar cases could be found in the literature. Detection, supported by new ima-
ging technologies such as chromoendoscopy, may be an indicator of the quality of endoscopic performance in
a manner that is similar to detection of adenomas in colonoscopy.
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INTRODUCTION

Heterotopic gastric mucosa of the proximal esophagus
(HGMPE - Mucosa géstrica heterotdpica en el eséfago cer-
vical” -MGHEC) is the name we prefer to endoscopically
describe the presence of salmon colored islets in the gas-
tric mucosa of the proximal esophagus (1, 2). This entity
was first described by Schmidt in 1805 and is also called
“islands of gastric esophageal patches”, “inlet patch” and
“cervical inlet patch” (3-5). Its origin and pathophysiology
are not understood, nor is need of treatment understood.
It has been accepted that it is a congenital condition, but
this has never been proven (1, 5), and recent studies sug-
gest that is has an acquired origin (6, 7). The prevalence
reported by standard white light endoscopic studies varies
from 1% to 10% in adults (8) and to 5.9% in children (2,9).
Electronic chromoendoscopy using narrowband imaging
(NBI) may be able to increase the detection rate to 13.8%

(10), although studies to validate the superiority of this
diagnostic technique are ongoing.

The clinical significance of HGMPE is unclear, since
most patients do not report associated symptoms (11, 12),
however some studies consider that HGMPE is a risk fac-
tor for symptoms in the throat or cervical esophagus such
as the feeling of globus pharyngis, hoarseness, dysphagia
and chronic coughing which are sometimes misinterpreted
as extraesophageal manifestations of gastroesophageal ref-
lux disease (1, 9, 10).

The clinicopathological classification proposed by von
Rahden et al. (4) has of five categories. It divides clinical
manifestations into those associated with non-neoplastic
changes and those associated with neoplastic changes (Table
1). It allows better clinical understanding of the very small
certain number of patients with complications generated by
HGMPE such as ulcers, stenoses, perforations, fistulas (1)
and even the extremely rare progression to cancer (4, 13).
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The patient in the case reported here had a Category
III complication. This category consists of non-neoplastic
benign complications in asymptomatic individuals. It is as
unusual as all of the others.

Table 1. Clinicopathological classification for heterotopic gastric
mucosa of the proximal esophagus, BH von Rahden et al. 2004

Category Description Symptoms/findings
| Asymptomatic None
I Symptomatic Laryngopharyngeal reflux
Il Symptomatic with benign  Strictures/webs/fistula/
complications bleeding
v Intra-epithelial dysplasia ~ None/non-specific
v Malignant transformation ~ Asymptomatic/dysphagia

Source: VH Chong, 2013 (15).

CASE REPORT

The patient was a S5 year old woman who was referred for
the first time to the Videoendoscopy Unit of Restrepo Ltda.
(Uniendoscopia.com) in Bogota Colombia for upper gas-
trointestinal endoscopy after experiencing 6 months of per-
sistent regurgitation, burping, heartburn, feeling of a lump
in her throat. All symptoms had progressively worsened in
the three months immediately before referral. Patient had
lost 3 kg of weight, but had no other symptoms. She had no
other relevant medical history.
Upon physical examination, she showed no abnormalities.
Special attention was paid to her oral cavity, pharynx and neck.
The procedure was performed with the patient under
conscious sedation with a balanced scheme of propofol and
remifentanil. It became evident that there was a complete
circumferential ring of columnar heterotopic gastric mucosa
16 cm from the dental ridge in the cervical esophagus just
below the upper esophageal sphincter. It had produced a
13 mm stenosis that was easily passable. It was 2 cm long,
and was soft under pressure from biopsy forceps. There was
continuous normal esophageal squamous mucosa for 18 cm
from its distal edge to line Z at 37 cm (Figures 1 to 3).
Biopsies taken from the columnar ring showed oxyntic gas-
tric columnar glandular mucosa with parietal cells and cells
of the type seen in the fundus and gastric corpus with foci of
intestinal metaplasia without dysplasia (Figures 4A and B).
The patient’s physician has treated her with a 40 mg
twice daily dose of a proton pump inhibitors for S months
(as of publication). Her symptoms of globus pharyngis,
and regurgitation have improved. She continues to have a
sensation of choking that has required dilation although it
has not worsened. For now, the patient has ruled out other
therapeutic alternatives such as argon plasma coagulation
and radiofrequency ablation.

216 Rev Col Gastroenterol / 30 (2) 2015

Figure 3. Lower Edge of ring, esophageal squamous mucosa continues

to the middle of the esophagus
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DISCUSSION

HGMPE is a common entity, but relatively less has been
published about it compared to other esophageal disorders
(14). Reports of its incidence vary according to the types of
studies. Endoscopic studies report incidences ranging from
less than 1% to 13.5% (13, 15). Autopsy studies report inci-
dences above 70% (4, 13).

The low level of interest in this entity may be related to
dismay at the lack of clarity regarding several of its aspects
including its pathogenesis, its correlation with clinical,
non-neoplastic complications, its progression to neoplas-
tic transformations, its association with extraesophageal
neoplasms, as well as lack of clarity about important issues
such as the best way to make an endoscopic diagnosis and
therapeutic alternatives.

There are three theories about its origin: congenital (13),
chronic mucosallesions resulting from acid similar to Barrett’s
esophagus (8), and as the result of rupture of cystic glands in
the cervical esophagus (7). The congenital hypothesis is best
accepted. It suggests that by 24 weeks of fetal gestation when
the embryo is about 90 mm, the columnar epithelium of the
esophagus initially starts to be replaced by squamous epithe-
lium. This process begins in the middle part of the esophagus
and progresses toward the proximal and distal ends. Since
the proximal esophagus is the last part to achieve squamous
stratification, it may not occur completely. This could be the
reason for the increased frequency of heterotopic mucosa
in the proximal esophagus (14). Nevertheless, although it
is less common, heterotopic gastric mucosa is sometimes
found in the middle and distal esophagus as in the case des-

cribed here (Figure SE). The second theory is that this con-
dition arises from irritation and injury due to gastric acid in a
way similar to Barrett’s esophagus. According to this theory,
the acid inhibits the proliferation of stem cells that enable the
final metaplastic squamous epithelium transformation into a
columnar line (8).

The most common histologic type reported is gastric car-
dia type HGMPE or oxyntic gastric mucosa (with mucous
glands containing parietal cells). Other histological types
include gastric fundus type, antral type, and gastric corpus
type identified by the gastric gland mucosal cells or mixed
mucosal cells and parietal cells (14). The histological type
is associated with the possibility of acid production (7, 16,
17). Given the proximity of the location to laryngopharyn-
geal mucosa complex because it is highly sensitive to acid
injury, this production is presented as one of the mecha-
nisms for the generation of symptoms (14). Nevertheless,
it has been reported that the non-acidic mucus production
can also cause symptoms (4, S).

Helicobacter pylori (H. pylori) can colonize HGMPE
as reported by Gutierrez et al. (18) in this magazine. The
prevalence can be as high as 82% although this could be
related to the general prevalence of H. pylori infections in
the population. This infection could eventually cause the
same inflammatory changes described in stomach atrophy,
metaplasia, dysplasia and cancer (9, 13, 19). The patient
reported here had the histological type with oxyntic gas-
tric mucosa with parietal and principal cells corresponding
to the corpus or fundus with foci of intestinal metaplasia,
goblet cells without dysplasia, but without colonization by
H. pylori (Figures 4 A and B).

Figure 4. Pathological images of heterotopic gastric mucosa in the cervical esophagus. A: esophageal squamous mucosa at the
bottom, with the presence of gastric glands in the central part. B: squamous esophageal mucosa to the right side and the left
gastric mucosa with focal intestinal metaplasia (presence of goblet cells) without dysplasia.
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Although few studies compare symptoms between
patients who have HGMPE and patients who do not, some
studies show that patients who have gastric heterotopia
in the cervical esophagus have significantly more laryn-
gopharyngeal symptoms (9, 12, 19, 20, 21). Those which
have been studied the most studied include dysphagia,
odynophagia, globus pharyngis, regurgitation, chronic
coughing, hoarseness and chronic heartburn.

The large range of prevalences reported, from 20% to
73.1% (13), may be due to the difficulty in comparing studies
in terms of small signs, symptoms considered or methodo-
logies used. However, for clinical practice, it is proposed
that HGMPE should be considered as a separate entity for
patients with laryngopharyngeal symptoms who do not have
any manifestation of gastroesophageal reflux disease rather
than as an “extraesophageal manifestation” of gastroesopha-
geal reflux disease as is usually the case now (14).

The five clinicopathological categories of von Rahden et
al. (Table 1) divide the clinical manifestations of HGMPE
into neoplastic and non-neoplastic (4). For the vast majo-
rity of patients who have asymptomatic HGMPE, HGMPE
is an incidental finding in a review of other digestive symp-
toms. Most of these patients have Type ] HGMPE. Patients
who have Types II and III with non-neoplastic manifesta-

tions are the ones with laryngopharyngeal symptoms of
strictures, bleeding, and irritation with acid production as
postulated the causal agent. HGMPE Types IV and V are
associated with non-neoplastic or neoplastic changes (4,
13, 14). It should be noted that all these symptoms have
been reported in adult and pediatric patients with predomi-
nance of neoplastic changes in the adult population asso-
ciated with (14, 22).

The patient discussed here clearly belongs in Type III
with clinical manifestations associated with a non-neoplas-
tic complication, passable circumferential stenosis, with
histology reports of intestinal metaplasia that had not pro-
gressed to dysplasia. If it had, the patient would have been
categorized as type IV.

A quick endoscopic assessment of the cricopharyngeal
sphincter and of the first 3 cm of the cervical esophagus
may not detect HGMPE. For this reason, we can assume
that prevalences have been underreported (1). Careful,
detailed assessment of this area, facilitated by conscious
sedation/especially at the end of the examination (1),
allows easy detection of HGMPE especially because of its
salmon coloring that contrasts with the adjacent surface of
the pale columnar mucosa which can be smooth or nodu-
lar, round or oval, flat, depressed or elevated, single or mul-

Figure 5. Endoscopic images of heterotopic gastric mucosa in the cervical esophagus. A: narrow-band image (NBI) of typical oval island. B: Elevated
single islet visible white light. C: Three islets of different sizes, more easily identifiable with contrast provided by NBI. D: Giant Islet (greater than
2cm) which contrasts with the whitish squamous epithelium. E: Islands of heterotopic gastric mucosa can also be found in the middle esophagus as
in this case. They can also be found in the distal esophageal sphincter. F: Small cystic islet in the center of the image.
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tiple, and smaller or larger than 2 cm (Figures SA, 5B, SC,

SD). Islets or patches can be found in the distal esophagus

(Figure SE) that may also be cystic (Figure SF). In the rare

type of case presented, a circumferential ring can produce

stenosis (Figures 1-3).

For clinical practice, there is evidence that the identifica-
tion of HGMPE is most commonly performed by endosco-
pists who pay special attention to search and detection (23)
Hence, three actions are proposed to achieve higher detec-
tion rates of HGMPE which is probably underdiagnosed:

1. Monitor the quality of each individual endoscopist
similar to the way the detection rate for colonic ade-
nomas is used (24). Diagnosis of only 5% to 10% inci-
dence of HGMPE in diagnostic endoscopy should be
considered a low score for endoscopic performance.
The endoscopist should be trained, especially in the
two issues mentioned below.

2. Emphasize the careful removal of the endoscope, espe-
cially in the final part of endoscopy when the effect of
sedation is ending (1) and emphasize that the view of
the laryngopharyngeal sector can be difficult.

3. Routinely use new imaging modalities such as electro-
nic chromoendoscopy which increase differentiation
of contrast between islands and the adjacent mucosa.
(25, 26). This allows for identification of vascular dis-
ruption patterns for any neoplastic changes that cannot
be viewed with white light (27).

Most patients with HGMPE are asymptomatic and require
no treatment. Progression to severe disease (categories I11
to V) is extremely rare although there have been reports
of ulceration, bleeding, fistulas, laryngospasms, adenocar-
cinoma, perforations and, as in the case presented here,
frangible stenosis (1).

Persistent and chronic laryngopharyngeal symptoms
that compromise the quality of life of patients should be
managed. If parietal cells are detected through histology,
acid suppression with proton pump inhibitors can improve
symptoms (22, 28, 29). Although no conclusive studies
have yet confirmed this, it is especially true for patients
with laryngopharyngeal symptoms associated with gas-
troesophageal reflux disease (30).

Interventional treatment in symptomatic patients have
included argon plasma ablation (APC) with positive and
comprehensive response to symptoms in up to 74% of
cases. The follow-up on patients with clinical relapse shows
greater persistence of HGMPE. This can merit retreatment
with APC (31-34). Posttreatment restenosis following
APC has occurred when compromise with HGMPE covers
more than 30% of the circumference of the esophagus (35,

36) hence authors have not recommended APC as therapy
for this size of lesions (1).

The alternative for these cases is radiofrequency ablation
with the BARRX HALO 90 device because stenoses appear
to occur much less frequently than with APC (34).

The other treatment schemes for other complications
mentioned above (primary adenocarcinoma, aspiration,
esophageal-tracheal fistulas) are outside the scope of this
presentation.

Our patient has Type III HGMPE with circumferen-
tial stenosis which is a highly unusual presentation. Table
2 shows that up to January 2013 only 6 cases had been
published in the literature (14). In January 2014, another
case was reported (2).

Table 2. Complications of heterotopic gastric mucosa in the proximal
esophagus reported in the literature.

Clinicopathological Conditions Status Numbers
Classification based on
literature
search in
PubMed
Type lll Stenosis Reported 6
Membrane Reported 4
Bleeding Reported 1
Fistula Reported 4
Perforation Reported 2
Polyp Reported 4
Type IV Dysplasia Reported
Low grade Reported None
High grade Reported 3
Type V Adenocarcinoma
Early (pT1 tumor) Reported 13
Advanced Reported 19

Source: V H Chong, 2013 (15)

CONCLUSION

The presentation of this rare case allows us to:

o Stimulate the detection of this entity. Potential for com-
plications is low but real.

« Propose using detection of HGMPE as a measure of
quality of endoscopic performance similar to the use of
the rate of detection of colon polyps.

« Identify HGMPE as a potential cause of difficult to
manage laryngeal and pharyngeal symptoms transcen-
ding the group of extra-esophageal symptoms associa-
ted with gastroesophageal reflux disease.

« Continue medical treatment of this patient with PPIs,
endoscopic and histopathological follow-up of repor-
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ted intestinal metaplasia and eventually manage her
condition with radiofrequency ablation.
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