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Abstract

Lymphocytic Esophagitis (LyE) is a type of chronic esophagitis defined by three histologic characteristics: 1)
dense peripapillary lymphocytic infiltrates in the esophageal squamous mucosa (termed Peripapillary
Lymphocytosis), 2) little to no intraepithelial granulocytes within these areas of focus and 3) the presence of
spongiosis, or intercellular edema, of the squamous epithelial cells specifically in the areas of focus. This condition
has a higher predominance in white females. Patients typically present with symptoms of dysphagia, chest/
abdominal pain and heartburn. Common endoscopic features of LyE include esophagitis, strictures and stenosis, but
there is a large portion of patients with a normal appearing esophagus. One technique that shows promise in
increasing detection and decreasing sampling error is narrow-band imaging magnifying endoscopy (NBI-ME).
Currently, there is no research guiding treatment for LyE, but proton pump inhibitors and swallowed corticosteroids

have been used in the past.
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Introduction

There has been very little information published regarding a new
subtype of chronic esophagitis, termed Lymphocytic Esophagitis (LyE).
It was described in 2006 as an increase in lymphocytic infiltration
within the distal two-thirds of the esophagus [1]. This definition is
similar to that of another chronic esophagitis, eosiniophilc esophagitis
(EoE), but is specific to a different immune cell type.

Signs and Symptoms

Although not a complete list, the most frequent symptoms of
patients who are diagnosed with LyE are: dysphagia, chest/abdominal
pain and heartburn/reflux [2-10]. The rates of patients presenting with
dysphagia and subsequently diagnosed with LyE are comparable to
patients with dysphagia diagnosed with EoE. One difference noted,
was that LyE patients typically didn’t present with food impaction [10].
There have been few reports of more serious symptoms in patients
with LyE. One case report of a 35-year-old female who presented with
chest pain, fever and hemodynamic shock was found to have diffuse
thickening of the esophagus with bilateral pleural effusions, thought to
be due to microperforation of the esophagus. Of note, she endorsed
mild odynophagia following her most recent meal along with an acute
non-productive cough. Upper endoscopy performed one week after the
acute event was unremarkable, but biopsies from the mid and distal
esophagus showed large numbers of intramucosal peripapillary
lymphocytes along with spongiosis, with a lack of eosinophils, viral
inclusions or dysplastic/neoplastic lesions. Workup for autoimmune
and chronic inflammatory disease was negative. This case study is one

of the first to describe a potentially lethal diagnosis of spontaneous
esophageal perforation in which LyE might have played a role [4].

Endoscopic Features

Histopathologic characterization is what defines LyE, but the
endoscopic view of the esophagus will be the endoscopists’ gateway
into making the diagnosis. Studies have shown that esophagitis was
present only 18-24% of the time [2,8], with strictures appearing 10.1%
[2] and narrow-caliber/stenosis seen in 36% of patients with LyE3.
Interestingly, about 30% of patients with a normal looking esophagus
were ultimately diagnosed with LyE ([2,8]; this highlights the
importance of biopsy in making this diagnosis, and not only relying on
gross appearance. Trying to differentiate between EoE and LyE based
on a gross view of the esophagus can be challenging. Researchers have
reported that about 70% of patients diagnosed with LyE had at least 1
feature suggestive of EoE on esophagogastroduodenoscopy
(felinization with furrows, white plaques and strictures) [3]. As
mentioned above, gross endoscopic features may not always provide a
clear picture as to what is truly occurring within the esophagus. One
study recommends using narrow-band imaging magnifying endoscopy
(NBI-ME) in order to improve detection rates of LyE and EoE [3].
NBI-ME is commonly used to assess invasiveness of superficial
esophageal cancers by visualization of intrapapillary capillary loops
(IPCLs). These researchers demonstrated that patients with LyE and
EoE were found to have at least 1 of the following characteristics on
NBI-ME:

1. Beige color (normal color of the esophagus is light green) shown
in Figure 1.

2. Increased and congested intrapapillary capillary loops (IPCLs),
viewed as a dot-like appearance - seen with both white light (Figure 2)
and narrow band imaging (NBI) (Figure 3).
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3. Lack of visible submucosal vessels. Figures 2 and 3 (same as
above) and normal esophagus seen in Figure 4 (standard white light)
and Figure 5 (NBI imaging).

Additionally, in our experience, these LyE patients exhibit the same
“crepe paper fragility” of the mucosa, similar to what has been
described with EoE (Figure 4). Patients with astroesophageal reflux
disease (GERD) did not exhibit any of these features [3]. Therefore,
this technique could be helpful in differentiating between LyE/EoE
from GERD, and assist with biopsy locations within the esophagus in
order to reduce sampling error.

Figure 1: Narrow band imaging of green colored mucosa and
vascular highlights in patient with normal esophagus (a) and beige
color in patient with lymphocytic esophagitis (b).

Figure 2: Increased and congested intrapapillary capillary loops
(IPCLs), viewed as a dot-like appearance - seen with both white
light (a) and (b) narrow band imaging (NBI). Note also some mild
pseudodivertiuclar changes and corrugated ring appearance.

Figure 3: Lack of visible submucosal vessels shown using narrow
band imaging (NBI) lymphocytic esophagitis (a) contrasted with
view of normal esophagus(b).

Figure 4: Corrugated rings and “crepe paper fragility” of mucosa
due to passage of the endoscope in patient with lymphocytic
esophatitis.

Figure 5: NBI imaging.
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Diagnostic Criteria

A diagnosis of LyE must meet 3 histological characteristics: 1) dense
peripapillary lymphocytic infiltrates in the esophageal squamous
mucosa (termed Peripapillary Lymphocytosis), 2) little to no
intraepithelial granulocytes (neutrophils, eosinophils) within these
areas of focus and 3) the presence of spongiosis, or intercellular edema,
of the squamous epithelial cells specifically in the areas of focus [2].
The exact number of lymphocytes present to satisfy the first
requirement has varied across different studies, with minimum cutoffs
set as low as 30 per high power field 2 up to 50 per high power field
[5,6]. The study that originally used 30 intraepithelial lymphocytes
(IELs) per high power field concluded that having a minimum cutoff
could be misleading and would not increase the specificity of making
the diagnosis; the researchers felt that that the focus should rather lie
in the distribution of the lymphocytes rather than the sheer number
[2].

Pathophysiology

Unfortunately, there is not much known regarding the
pathophysiology of this condition. One group of researchers
hypothesized that since lymphocytic esophagitis is histologically
similar to acute spongiotic dermatitis (such as allergic contact
dermatitis, irritant contact dermatitis and atopic dermatitis), the cause
of LyE may have an allergic or irritant component [8]. Unfortunately,
their study found no statistically significant non-drug allergy or drug
allergy association in patients diagnosed with LyE [8]. Although the
origin of LyE is currently unknown, further research into this
condition will provide a greater insight as to how and why it develops.
To date, there have been no specific testing pH monitoring evaluations
for GERD in this population.

Incidence and Demographics

One of the largest studies done that included a little less than one
hundred and thirty thousand patients showed that about 0.1% of
patients who had esophageal biopsies, satisfied the criteria for
lymphocytic esophagitis [2]. This incidence has been increasing over
time, with the majority of patients being diagnosed within the last 3
years (most likely due to increased recognition, but an increase in the
number of cases or number of esophageal biopsies taken cannot be
ruled out) [10]. LyE can be found in both children and adults, with the
average age of patients being 51 years old [10]. Both men and woman
are at risk of developing this condition.

Unlike eosinophilic esophagitis, which is more likely to be seen in
males, lymphocytic esophagitis has a higher predominance in females
[2,10]. Also, an overwhelming majority of these patients are white [10].

Associated Conditions

Of the few studies done focusing on LyE, most have tried to find
associated conditions but have failed. So far, there has been no
associations between LyE and allergies (drug and non-drug), H. pylori
gastritis or celiac disease8; the association between LyE and Crohn’s
disease is still controversial. One of the earlier studies done found that
about 40% of patients with LyE also had Crohn’s disease [1].
Subsequent studies have failed to show a statistically significant
association, but interestingly, these studies were all done in adults [2,5].
When looking back at the original study that demonstrated an
association, about half of the patients with LyE were less than

seventeen years old. Two newer studies done focusing on only
pediatric patients, both found statistically significant associations
between LyE and Crohn’s disease [6,9]. One even went as far to say that
when LyE is found in a pediatric patient with Crohn’s disease, it is
more likely to be an upper gastrointestinal manifestation of Crohn’s
disease rather than another, separate entity [6].

Labs

There are no serum biomarkers currently known to correlate with
LyE. A smaller study had found that patients with peripapillary
lymphocytosis, one of criteria of LyE, were associated with higher
inflammatory markers such as erythrocyte sedimentation rate and C-
reactive protein [5]. More research in this area is needed to determine
if these tests would be useful clinically in this setting.

Treatment

Treatment options for LyE have not been well studied or defined.
Given one of the main symptoms of LyE being heartburn, proton
pump inhibitors (PPI) have been prescribed to patients. One study
found that about half of patients diagnosed with LyE felt improvement
of their initial symptoms after starting a PPI, although it was unsure if
there was concomitant GERD that was being treated. It is not clear if
there will be a PPI lymphocyte responsive subset of patients as was
seen in the PPI responsive EoE patients [11]. Similarly there has not
been a dietary exclusion trial assessment for clinical success as has
been shown with EoE [12]. Others have tried esophageal dilation and
topical swallowed steroids, which are similar treatments for other
forms of esophagitis [7].

Natural History

Although extremely limited data is available, the course of this
disease appears to be favorable. Almost 90% of patients with LyE were
still living three years after being diagnosed [10]. Most patients report
a good quality of life and satisfaction with their health at follow-up
visits within three years post diagnosis [10]. Only about 33% of
patients with LyE had visited the emergency room with a
gastrointestinal complaint [10].

Conclusion

This emerging condition still has a long way to go before it is fully
understood. With the increase in incidence of LyE, more physicians
will hopefully become familiar with the disease. NBI-ME shows
promise in assisting with biopsy locations in order to help sampling
error. One area specifically that needs greater clarity is the relationship
between LyE and Crohn’s disease in the pediatric population and
GERD among all patients. Greater knowledge regarding the
pathophysiology of this condition will shed insight into potential
treatment strategies in the future.
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