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Abstract
Purpose of Review Lymphocytic esophagitis (LE) is an un-
usual esophageal condition defined by an increased number of
lymphocytes in the esophageal epithelium. With few pub-
lished studies of LE available, it is unclear whether LE is a
truly distinct clinical entity or a histological manifestation of
other known gastrointestinal disorders. This review summa-
rizes recent studies of lymphocytic esophagitis.
Recent Findings Studies have suggested that LE may be re-
lated to eosinophilic esophagitis (EoE) or a manifestation of
gastroesophageal reflux disease (GERD). There is an associ-
ation between LE and Crohn’s disease in children, but not in
adults. Patients with LE frequently report symptoms of dys-
phagia and GERD. Treatment options for LE are limited and
involve symptom management similar to treatment of EoE or
GERD, including proton pump inhibitors (PPI), swallowed
topical steroids, and endoscopic dilation.
Summary With no formal definition and a variety of clinical
presentations and endoscopic findings, diagnosis and manage-
ment of symptomatic LE patients is challenging for clinicians.

Keywords Lymphocytic esophagitis . Lymphocytic
oesophagitis . Dysphagia . Gastroesophageal reflux disease
(GERD)

Introduction

Lymphocytic esophagitis (LE) was first described in 2006
when Rubio et al. identified 20 patients with increased
intraepithelial lymphocytes and few intraepithelial
granulocytes. The intraepithelial lymphocytosis was confined
to the esophagus as no intraepithelial lymphocytes were found
in the stomach, small bowel, or colon [1•]. Although 10 years
have elapsed since it was first described, the diagnostic criteria
and clinical features of LE remain elusive, and it is unclear
whether it represents a truly distinct clinical entity or a histo-
logical manifestation of other known disorders. This ambigu-
ity may be due in part to the lack of published literature on LE.
At the time of this review, there have been 11 published re-
search studies and eight case reports discussing LE. These
studies are summarized in Table 1.

Pathogenesis

Part of the difficulty in clarifying the characteristics of LE lies
in the rarity of the diagnosis. LE was found in 0.09% of
esophageal biopsies obtained by endoscopy in a study of
129,252 adult patients [6•]. In children, the prevalence was
5.7% in a study of 545 patients undergoing endoscopy [8].

The pathogenesis and cause of LE is unclear, and several
possible causes of LE have been proposed. LE may be an
allergic disorder; Purdy et al. found that LE resembled contact
dermatitis with a third of their LE study population reporting
atopy, though this prevalence did not differ significantly from
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that of an unmatched control population [2]. A separate case
report identified mast cells on histological examination, sug-
gesting that LE may be due to an allergic or hypersensitivity
reaction [17]. Another case report proposed an autoimmune
phenomenon when LE was identified in a patient with com-
mon variable immune deficiency [19].

It has also been suggested that LE is not an independent
clinical entity but rather a histologic process existing along the
eosinophilic esophagitis (EoE) or reflux esophagitis spectrum
[20]. Lymphocytes are also involved in the pathogenesis of
gastroesophageal reflux disease (GERD). In one study of pa-
tients with GERD, discontinuation of proton pump inhibitor
(PPI) therapy led to lymphocytic infiltration of the esophageal
mucosa as GERD symptoms developed [21]. Another study
of patients with GERD found 5% of reflux esophagitis spec-
imens met the criteria for LE [3]. Thus, LE may be a manifes-
tation of GERD, related to EoE, or associated with allergic
disease.

Diagnostic Criteria

As LE is a histological diagnosis, the gold standard for diag-
nosis is biopsy of the esophageal mucosa. The changes of LE
can be found throughout the esophagus but is identified most
frequently in biopsies of the distal esophagus, followed by the
proximal and mid esophagus [2, 8]. The pattern of biopsies
may impact the diagnosis of LE. In a study of 81 patients,
>90% of LE cases were diagnosed through random esopha-
geal biopsies compared to 9% of LE cases diagnosed by
targeted biopsies of abnormal mucosa or strictures [5•].
While some commentators have suggested that LE is a tran-
sient response to an unknown insult, two studies have found
LE to be a chronic process with LE found on biopsies from
repeat endoscopies [2, 5•].

Histological changes in LE include an increased number of
intraepithelial lymphocytes in the peripapillary areas of the
esophageal epithelium with few or no intraepithelial
granulocytes. Spongiosis, the dilation of intercellular spaces,
has also been reported [6•, 8]. In contrast, lymphocytes are
found primarily in the interpapillary area in other causes of
esophagitis such as radiation, reflux, and candidiasis. While
the normal number of lymphocytes in the esophageal epithe-
lium is 10–12 per high-powered field (HPF), the exact number
of lymphocytes required for a diagnosis of LE has not been
rigorously defined [9, 22]. Research studies have used a wide
range of lymphocyte densities to define LE, most commonly
>50 lymphocytes per HPF (range 10–50 lymphocytes per
HPF), though some studies only report the lymphocyte counts
per HPF without defining a specific cutoff value [1•, 2, 5•, 8,
13, 16, 23]. Haque and Genta advocate against using numeric
lymphocyte densities as part of the diagnostic criteria for LE
due to its often patchy distribution. Rather, they propose thatT
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lymphocytes’ peripapillary location and associated spongiosis
are more reliable determinants of the diagnosis [6•]. There is
also no consensus regarding the presence of intraepithelial
granulocytes in patients with LE. Some investigators have
suggested the definition of LE should include the absence of
granulocytes, which serves to exclude other conditions such
as EoE [18].

Spongiosis is also seen in patients with LE. Rubio et al.
examined the intercellular spaces in four LE patients using
transmission electron microscopy (TEM). In addition to
intraepithelial lymphocytosis, TEM identified marked
spongiosis and regressive changes of the squamous cells,
ranging from cytoplasmic vacuolization to cell disintegration.
In this study, the cause of the spongiosis was unclear, as none
of the four types of spongiosis previously described in the
pathology literature were identified in the LE patients. Rubio
proposed that the combination of hampered cell nutrition due
to spongiosis and production of noxious molecules lead to
injury of the squamous cells and lymphocyte infiltration [24].

Summarizing the available data, the current diagnostic
criteria for LE include an increased number of lymphocytes
(≥50 per HPF) in the peripapillary space with associated
spongiosis and few to no granulocytes. However, no formal
definition for LE has been proposed as the histological criteria
are still evolving. Thus, clinicians should consider discussing
equivocal cases with a pathologist.

Clinical Characteristics

Most published studies of LE are small, the largest to date
having included 119 patients [6•]. In terms of demographics,
several studies of LE have reported a slight female preponder-
ance with the highest frequency in the fifth and sixth decades
of life [5•, 6•, 9, 10]. Common symptoms in LE patients in-
clude dysphagia and GERD. Dysphagia has been reported as
the predominant complaint in two studies, with a frequency of
up to 70% in patients with LE [10, 23]. In the study by Haque
and Genta, dysphagia was as frequently reported by LE pa-
tients as by those with EoE [6•]. Patients with LE appear to
have lower rates of food impaction than EoE patients, howev-
er [5•, 25].

GERD symptoms are also frequent, occurring in 20–25%
of LE patients [1•, 2, 5•]. Chest and abdominal pain were
reported in 44% of LE patients in one study [5•].
Spontaneous esophageal perforation was described in a single
case report [14]. Esophageal motility abnormalities, including
hypocontractile and hypercontractile patterns, have also been
reported in one-third of LE patients. One study examined the
association of CD4+ and CD8+ T lymphocytes with esopha-
geal dysmotility and found that patients with CD4+
lymphocyte-predominant LE were twice as likely as patients
with CD8+ lymphocyte-predominant LE to have primary

motility disorders identified by esophageal manometry or bar-
ium esophagram [23].

Numerous studies have searched for an association be-
tween LE and other diagnoses. Specifically, there have been
several research studies evaluating the association between LE
and Crohn’s disease in children and adults. In the initial study
of LE by Rubio et al., 40% of LE patients were found to have
Crohn’s disease, but almost all patients with both LE and
Crohn’s disease were under 17 years of age [1•]. In two further
pediatric studies, Ebach et al. found LE in 28% of all children
with Crohn’s disease undergoing upper endoscopy as com-
pared with 4.4% without Crohn’s disease, while Sutton et al.
found LE in 12% of children with Crohn’s disease compared
to 5% without Crohn’s disease. Both studies suggest a signif-
icant association between these two processes in the pediatric
population [4, 8]. However, subsequent studies in adults have
not found any association between Crohn’s disease and LE [2,
5•, 6•, 10, 23]. One study of adults with inflammatory bowel
disease (IBD) reported that increased esophageal peripapillary
lymphocytosis was associated with higher inflammatory
marker levels and an increased IBD disease activity index,
suggesting that LE may be a marker of IBD severity in the
adult population [13]. No association between celiac disease
and LE has been identified [2, 6•].

Based on the available data, LE has a benign clinical course
and good overall prognosis. In a study by Cohen et al., 70 of
81 patients with LE were alive after a median follow-up inter-
val of 3.3 years. Among the 29 patients for whom follow-up
survey data were obtained, 22 were found to have ER visits in
the preceding 5 years, with 41% (9/29) of visits attributable to
a gastrointestinal complaint. Despite this finding, 59% of pa-
tients reported improvement in their symptoms over time,
usually after PPI initiation, with greater than 60% of patients
reporting satisfaction with their gastrointestinal health [5•].

Endoscopic Findings

The endoscopic findings reported in patients with LE vary
widely by study. Pasricha et al. found that 82% of the 27 LE
patients evaluated had abnormal endoscopic findings. In con-
trast, Purdy et al. found no difference in endoscopic appear-
ance between LE patients and controls [2, 10]. Similarities
between the endoscopic appearance of EoE and LE have also
been reported. In one study, 34% of LE patients had findings
similar to EoE such as rings, furrows, plaques, and strictures
[6•]. In another study, LE patients and EoE patients had com-
parable rates of esophageal rings, but LE patients had lower
rates of strictures [5•]. The cause of the endoscopic findings
seen in LE is unclear. One study proposed that the endoscopic
findings common to EoE and LE may develop due to inflam-
matory cell infiltration (eosinophils in EoE and lymphocytes
in LE), leading to muscularis mucosa contraction and
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esophageal wall thickening [17]. Endoscopic ultrasound in at
least one patient with LE has demonstrated thickening of the
esophageal mucosa and submucosa [16]. The endoscopic
findings seen in LE have also been evaluated with narrow
band imaging (NBI). Using NBI, 90.5% of LE patients were
found to have beige discoloration of the mucosa, an increased
number of congested intrapapillary capillary loops, and poor
visibility of submucosal vessels. However, these findings
were not specific for LE. The authors of this study suggested
that the presence of all three of the above findings might
indicate EoE or LE rather than GERD [7].

Treatment Options

No clear treatment guidelines have been proposed for LE
management. As the symptoms of LE are similar to those of
EoE, clinicians have attempted to manage LE using similar
treatment strategies, including PPI use, swallowed fluticasone,
and endoscopic dilation. Several studies of LE patients have
demonstrated symptomatic improvement with PPI treatment,
which may be due to either the control of acid reflux in cases
where LE is a manifestation of GERD or the anti-
inflammatory properties of PPIs [5•, 10, 17]. As corticoste-
roids have been found effective in other gastrointestinal lym-
phocytic diseases, such as lymphocytic colitis, and in the treat-
ment of EoE, their use has been applied to LE as well.
Swallowed fluticasone led to symptomatic improvement of
LE symptoms in four studies [10, 11, 14, 15]. One study noted
improvement after a 1-month trial. Other studies have not
recommended a specific treatment duration when using topi-
cal corticosteroids. In the four studies that considered esoph-
ageal dilation as therapy for LE, the intervention was targeted
to strictures and rings rather than use of empiric dilation when
no endoscopic abnormalities were present [12, 15, 16, 18].

At this time, treatment of LE is challenging. Some patients
have improvement with PPI treatment, underscoring the hy-
pothesis that LE may be related to GERD or EoE. As some
patients with LE have a similar clinical presentation to those
with EoE, swallowed topical corticosteroids have also been
used with variable success. Symptomatic treatment of dyspha-
gia by dilation of rings and strictures can also be considered.

Conclusions

Awareness of lymphocytic esophagitis by gastroenterologists
and pathologists has increased in recent years. At this time, LE
should be considered when evaluating patients with dyspha-
gia. When LE is identified on esophageal biopsies, patients
can be reassured that it has a typically benign course. A trial of
PPI could be considered with escalation to swallowed
fluticasone if there is no improvement in symptoms. Patients

who have dysphagia as their predominant complaint can be
considered for dilation, especially if strictures or rings are
present. Additional research is needed to determine whether
LE is truly a distinct clinical entity or a manifestation of other
GI disorders. Further investigation is also needed to elucidate
its pathophysiology and optimal management strategy.
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