Case Report

J Clin Med Res. 2014;6(4):295-298

|gG4-Related Esophageal Disease Presenting as Esophagitis
Dissecans Superficialis With Chronic Strictures
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Abstract

IgG4-related disease is a recently recognized autoimmune systemic
disorder that has been described in various organs. The disease is
characterized histologically by a dense lymphoplasmocytic infil-
trate of IgG4-positive cells, storiform fibrosis and can be associ-
ated with tumefactive lesions. IgG4-related disease involving the
upper gastrointestinal tract is rare and only two previous case re-
ports have reported IgG4-related esophageal disease. We report the
case of a 63-year-old female patient with a long-standing history of
severe dysphagia and odynophagia with an initial diagnosis of re-
flux esophagitis. Symptoms persisted despite anti-acid therapy and
control esophagogastroduodenoscopy (EGD) revealed endoscopic
images consistent with esophagitis dissecans superficialis (slough-
ing esophagitis). An underlying autoimmune process was suspected
and immunosuppressant agents were tried to control her disease.
The patient eventually developed disabling dysphagia secondary to
multiple chronic esophageal strictures. A diagnosis of [gG4-related
disease was eventually made after reviewing esophageal biopsies
and performing an immunohistochemical study with an anti-IgG4
antibody. Treatment attempts with corticosteroids and rituximab
was not associated with a significant improvement of the symptoms
of dysphagia and odynophagia, possibly because of the chronic na-
ture of the disease associated with a high fibrotic component. Our
case report describes this unique case of [gG4-related esophageal
disease presenting as chronic esophagitis dissecans with strictures.
We also briefly review the main histopathological features and
treatment options in [gG4-related disease.
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Introduction

IgG4-related disease has recently been recognized as an au-
toimmune systemic disorder. The first reports of the disease
came from Japan where it was thought that autoimmune pan-
creatitis associated with high serum concentration of IgG4
and extra-pancreatic manifestations might be part of a more
systemic autoimmune disorder [1]. IgG4-related disease is
diagnosed histologically as a dense lymphoplasmocytic infil-
trate with IgG4-positive cells and fibrosis organized in a sto-
riform pattern [2]. Most patients have a high concentration
of IgG4 in the serum. The disease can also be associated with
mass-like lesions that may be mistaken for cancerous lesions
[3]. Many organs can be involved by the disease such as the
pancreas, biliary tract, salivary glands, lymph nodes, thyroid,
kidneys, lung, skin, prostate and aorta [4]. Involvement of
the upper gastrointestinal (GI) tract is rare and there has only
been two case reports describing IgG4-related esophageal
disease [5, 6]. We report a case of IgG4-related esophageal
disease presenting as chronic esophagitis dissecans with
strictures.

Case Report

A 63-year-old Caucasian woman was evaluated for a 10-
year history of progressive odynophagia and dysphagia. Her
medical history was positive for primary biliary cirrhosis,
Sjogren disease, Raynaud disease, asthma, transient cerebral
ischemia and osteoporosis.

This patient was initially evaluated in gastroenterol-
ogy in 2001 for symptoms of heartburn and dyspepsia. An
esophagogastroduodenoscopy (EGD) done at that moment
revealed a distal oesophagitis (Los Angeles grade A) with
superficial erosions. The presumed diagnosis was gastro-
esophageal reflux disease (GERD) and she was treated with
esomeprazole, a proton pump inhibitor, at a standard daily

Articles © The authors | Journal compilation © ] Clin Med Res and Elmer Press Inc™ | www.jocmr.org 295
This is an open-access article distributed under the terms of the Creative Commons Attribution License, which permits unrestricted use, distribution, and reproduction
in any medium, provided the original work is properly cited



Dumas-Campagna et al

J Clin Med Res. 2014;6(4):295-298

Figure 1. Barium swallow showing a short esophageal ste-
nosis at the C5-C6 level and a long esophageal stenosis in
the mid esophagus.

dose.

After an initial improvement of 2 years, she experienced
recurrent episodes of odynophagia and dysphagia localized
behind the lower sternum. In 2004, she had a second EGD
that was normal. An esophageal manometry and a gastric
emptying test were also normal. However, an ambulatory in-
traesophageal pH monitoring under esomeprazole revealed
significant acid reflux. The patient was then treated with a
twice-daily dose of pantoprazole. A coloscopy done for
symptoms of constipation was also normal.

Despite this standard treatment, odynophagia persisted
and was associated with weight loss. In spring 2005, two
other EGD at 2-month interval showed a circumferential
severe ulcerative esophagitis on the lower two-thirds of the
esophagus. Esophageal biopsies excluded any fungal or viral
infection and demonstrated only non-specific inflammation
without eosinophilia. Bullus pemphigus was excluded by the

Figure 2. Histologic image of an esophageal biopsy (x 10)
revealing a dense lymphoplasmocytic infiltrate. Hematoxylin
phloxine saffron stain.
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Figure 3. Histologic image (x 40) of the esophagus with
many |gG4-positive plasma cells.

absence of separation of the suprabasal level of epithelium
on biopsy specimen and the absence of clinical history of
skin involvement. Absence of bowel symptoms, anormal ab-
dominal CT scan and a second negative colonoscopy made
inflammatory bowel disease unlikely. Serologies and capil-
laroscopy were negative for connective tissue disorders such
as scleroderma. A thoracic and abdominal CT scan did not
reveal sign of neoplasia except for four pulmonary nodules
of less than 5 mm. Two of them were adjacent in the right
middle lobe and the others were in different segments of the
right lower lobe. These nodules were considered benign be-
cause they did not grow after several months of follow-up
and a bronchoscopy was normal.

In winter of 2006, she was hospitalized for severe ody-
nophagia and progressive dysphagia. The EGD revealed
ulcerations with a friable and sloughing mucosa on the dis-
tal two-thirds of the esophagus, an image consistent with
esophagitis dissecans superficialis. The esophageal biop-
sies showed non-specific active ulcerative esophagitis with
chronic inflammation. The immunohistologic study demon-
strated CD3+ T lymphocytes, CD20+ B lymphocytes and
plasmocytes. Again, investigations were negative for an
infectious cause but a short treatment with acyclovir was at-
tempted, without significant improvement of her symptoms.
A possible diagnosis of autoimmune esophagitis was evoked
and treatment with oral prednisone induced remission of her
symptoms. Unfortunately, symptoms reappeared during at-
tempts of prednisone withdrawal. In December 2006, oral
mercaptopurine was prescribed for maintenance therapy and
as a glucocorticoid-sparing agent. Because of severe nausea
with this medication, she was switched to oral mycopheno-
late mofetil. During the following months, she continued ex-
periencing disabling nausea, weight loss and was unable to
taper prednisone. In fall of 2007, mycophenolate mofetil was
stopped and oral cyclosporine was introduced. This led to
stabilization of her weight with slight improvement of dys-
phagia and odynophagia. Prednisone was also tapered but
could not be completely stopped.
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In spring of 2008, she experienced an episode of severe
acute ulcerative esophagitis. An EGD revealed diffuse ul-
cerations, sloughing of the mucosa and a long esophageal
narrowing. Biopsies showed inflammatory fibrinous exudate
with granulation tissue. Because of intolerance to an oral
diet, a percutaneous gastrostomy was installed for enteral
feeding. Cyclosporin was stopped and she was treated with
infliximab and prednisone. With infliximab, her symptoms
improved and she was able to tolerate an oral diet. In sum-
mer of 2010, she was switched to adalimumab because of an
infusion reaction with infliximab.

In spring of 2011, the patient had severe dysphagia and
was unable to swallow saliva. An EGD could not be per-
formed due to tight esophageal stenosis. A barium swallow
confirmed the presence of three stenosis at different levels
of the esophagus. The first one was 1 cm long at the cervical
level (C5-C6), the second one was 7 cm long at the thoracic
level (Fig. 1) and the last one was 3 cm long in the distal
esophagus. Her 2006 esophageal biopsies were reviewed
with a pathologist and an immunohistochemical study with
an anti-IgG4 antibody was done (Fig. 2, 3). The presence of
30 IgG4-positive plasma cells per high-power field was con-
sistent with a diagnosis of IgG4-related esophageal disease.
Adalimumab was stopped at that moment because of disease
progression under treatment. Rituximab, a monoclonal anti-
body against the CD20 protein, was then attempted with two
intravenous doses of 1 g at 2-week interval. Unfortunately,
there was no significant clinical improvement.

In the past months, the patient had persistent severe dys-
phagia and odynophagia. She still received enteral nutrition
through a gastrostomy. During acute flares of symptoms, she
was treated initially with prednisone at a dose of 40 mg per
day and tapered thereafter. There seemed to be a small re-
sponse to those short courses of steroids.

In the morning of March 3, 2013, she was found with al-
tered consciousness and was brought to the regional hospital.
In the emergency room, she was evaluated with a Glascow
of three of unclear reason. Decision was made to follow her
wishes not to be reanimated and she passed away a few hours
later on confort care. Autopsy was accepted by the family
and could not identify the reason of her death. The autopsy
was performed in another hospital and confirmed the pres-
ence of esophageal stenosis and primitive biliary cirrhosis
at a fibrosis stage of three. It also demonstrated important
heart atherosclerosis but without acute infarctand there was
no acute intracranial event. Few representative esophageal
sections were submitted for microscopic evaluation in our
hospital. Some sections showed thickening of the esopha-
geal wall with complete absence of squamous mucosa asso-
ciated with lamina propria sclerosis and muscularis mucosae
hypertrophy. Few inflammatory cells, mainly lymphocytes
and plasma cells, were found in the lamina propria, associ-
ated with sclerosis, contrasting with the 2006 biopsies where
inflammatory cells were prominent. One esophageal section
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was completely normal without any thicknening of the wall
or any changes in the mucosa. IgG4 immunostains were per-
formed on all esophageal sections. Compared to the 2006
esophageal biopsy, very few IgG4-positive cells were noted
on the auptosy sections.

Discussion

This is a 63-year-old woman with IgG4-related esophageal
disease presenting as esophagitis dissecans superficialis with
chronic strictures.

In 2011, Lee et al [5] described the first case of 1gG4-
related sclerosing esophagitis. Their patient had progressive
dysphagia and weight loss and the diagnosis was made by
histologic study of the esophagectomy specimen.

Corticosteroids are used as initial therapy for I1gG4-
related disease. Initial dosage of 0.6 mg/kg has been sug-
gested in a 2012 Japanese consensus for treatment of symp-
tomatic autoimmune pancreatitis, which included patients
with symptomatic extrapancreatic manifestations [7]. After
2 - 4 weeks, the dose is gradually tapered every 1 - 2 weeks
until a maintenance dose of 2.5 - 5 mg of prednisolone is
achieved. Corticosteroids can be stopped completely after a
few months if the patient does not have residual active dis-
ease, but there is a high rate of relapse.

Immunomodulators such as azathioprine, methotrexate
and mycophenolate mofetil can be used as maintenance ther-
apy and as a steroid-sparing strategy in patients refractory to
or dependant of corticosteroid therapy. Rituximab, a mono-
clonal antibody directed at CD20 antigen on B-lymphocytes,
has recently been used in a few patients with disease refrac-
tory to standard treatment [8, 9].

In our patient, the use of rituximab was not associated
with a significant improvement of the symptoms of dyspha-
gia and odynophagia. One possible explanation is that be-
cause of the long duration of the symptoms, the esophageal
strictures are primarily fibrotic rather than inflammatory. It
has been suggested that IgG4-related disease with a high fi-
brotic component may respond less to treatment with cor-
ticosteroids and immunomodulators such as rituximab [8].

The diagnosis of IgG4-related esophageal disease was
made 10 years after the initial evaluation in gastroenterol-
ogy. Initial complaints and endoscopic findings were com-
patible with GERD. However, there was incomplete clinical
response to standard therapy with proton pump inhibitors.

During the following years, the patient developed recur-
rent episodes of severe esophageal symptoms with endo-
scopic findings compatible with esophagitis dissecans super-
ficialis and multiple ulcerations.

Many diseases affecting the esophagus can cause esoph-
agitis dissecans: autoimmune bullous dermatosis (pemphi-
gus vulgaris, bullous pemphigoid, Stevens-Johnson disease)
[10], celiac disease [11] and post-sclerotherapy for esopha-
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geal varices [12]. Cases have also been reported with the use
of biphosphonates [13, 14], NSAIDs and potassium chlo-
ride [15]. In most patients, however, esophagitis dissecans
is idiopathic and this seemed to be the case in our patient.
Although a biopsy of the mouth mucosa in July 2011 re-
vealed histologic findings compatible with lichen planus,
these findings were never seen on the patient’s esophageal
biopsies.

The patient’s medical history and the repetitive endo-
scopic findings of esophageal mucosal sloughing, inflam-
mation and persistent ulcerations led us to believe that an
underlying autoimmune process was responsible for her
esophageal symptoms. As we previously described, different
immunosuppressant agents were tried to control her disease.

In 1997, Ponsot et al [16] described a series of five pa-
tients with chronic dysphagia and detachment of the esoph-
ageal mucosa either spontaneously or after passage of the
scope. He proposes the term chronic esophagitis dissecans
for these patients. One of the histologic characteristics of
this new entity was the relative absence of inflammation. Al-
though the clinical and endoscopic description could apply
to our patient, there was recurrent inflammation at biopsies
indicating an underlying inflammatory disorder.

In 2011, IgG4-related disease was suspected due to the
patient’s history of autoimmune disease and due to the in-
creasing literature describing this recently recognized condi-
tion that can involve different organs. It is only after review-
ing the esophageal biopsies that were initially done in 2006
and using a specific immunohistological study for IgG4 that
we diagnosed IgG4-related disease involving the esophagus.

New sets of biopsies after treatment could not be done
because of the severe esophageal strictures that made it
impossible to intubate the esophagus. The low count of
IgG4-positive cells on esophageal tissue at autopsy may be
explained by the chronic course of the disease and the pre-
dominance of fibrosis.

To our knowledge, this is the second case of IgG4-re-
lated esophageal disease presenting as esophagitis dissecans
with strictures. Since IgG4-related disease is a recently de-
scribed disorder, it is possible that [gG4-related esophageal
disease is an underdiagnosed entity.

Conflicts of Interest and Source of Funding

None declared.

References

1. Kamisawa T, Funata N, Hayashi Y, Eishi Y, Koike M,
Tsuruta K, Okamoto A, et al. A new clinicopathological
entity of [gG4-related autoimmune disease. J Gastroen-
terol. 2003;38(10):982-984.

298 Articles © The authors | Journal compilation © ] Clin Med Res and Elmer Press Inc™

10.

11.

12.

13.

14.

15.

Stone JH, Zen Y, Deshpande V. IgG4-related disease. N
Engl J Med. 2012;366(6):539-551.

Kamisawa T, Okamoto A. IgG4-related sclerosing dis-
ease. World J Gastroenterol. 2008;14(25):3948-3955.
Neild GH, Rodriguez-Justo M, Wall C, Connolly JO.
Hyper-IgG4 disease: report and characterisation of a
new disease. BMC Med. 2006;4:23.

Lee H, Joo M, Song TJ, Chang SH, Kim H, Kim YS,
Ryoo JY. IgG4-related sclerosing esophagitis: a case re-
port. Gastrointest Endosc. 2011;73(4):834-837.

Lopes J, Hochwald SN, Lancia N, Dixon LR, Ben-Da-
vid K. Autoimmune esophagitis: 1gG4-related tumors
of the esophagus. J Gastrointest Surg. 2010;14(6):1031-
1034.

Kamisawa T, Okazaki K, Kawa S, Shimosegawa T,
Tanaka M. Japanese consensus guidelines for manage-
ment of autoimmune pancreatitis: III. Treatment and
prognosis of AIP. J Gastroenterol. 2010;45(5):471-477.
Khosroshahi A, Carruthers MN, Deshpande V, Unizony
S, Bloch DB, Stone JH. Rituximab for the treatment of
IgG4-related disease: lessons from 10 consecutive pa-
tients. Medicine (Baltimore). 2012;91(1):57-66.
Khosroshahi A, Bloch DB, Deshpande V, Stone JH.
Rituximab therapy leads to rapid decline of serum IgG4
levels and prompt clinical improvement in IgG4-related
systemic disease. Arthritis Rheum. 2010;62(6):1755-
1762.

Hokama A, Yamamoto Y, Taira K, Nakamura M, Ko-
bashigawa C, Nakamoto M, Hirata T, et al. Esopha-
gitis dissecans superficialis and autoimmune bullous
dermatoses: A review. World J Gastrointest Endosc.
2010;2(7):252-256.

Hage-Nassar G, Rotterdam H, Frank D, Green PH.
Esophagitis dissecans superficialis associated with ce-
liac disease. Gastrointest Endosc. 2003;57(1):140-141.
Perez-Carreras M, Castellano G, Colina F, Rodriguez-
Munoz S, Solis-Herruzo JA. Esophagitis dissecans su-
perficialis (esophageal cast) complicating esophageal
sclerotherapy. Am J Gastroenterol. 1998;93(4):655-656.
Cameron RB. Esophagitis dissecans superficialis
and alendronate: case report. Gastrointest Endosc.
1997;46(6):562-563.

Hokama A, Thama Y, Nakamoto M, Kinjo N, Kinjo F,
Fujita J. Esophagitis dissecans superficialis associ-
ated with bisphosphonates. Endoscopy. 2007;39(Suppl
1):E91.

Carmack SW, Vemulapalli R, Spechler SJ, Genta RM.
Esophagitis dissecans superficialis (“sloughing esopha-
gitis”): a clinicopathologic study of 12 cases. Am J Surg
Pathol. 2009;33(12):1789-1794.

. Ponsot P, Molas G, Scoazec JY, Ruszniewski P, Henin

D, Bernades P. Chronic esophagitis dissecans: an unrec-
ognized clinicopathologic entity? Gastrointest Endosc.
1997;45(1):38-45.

www.jocmr.org



