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Abstract

Mixed connective tissue disease (MCTD) is a rare connective tissue disorder with clinical fea-
tures that overlap with systemic lupus erythematous, systemic sclerosis, and polymyositis. We
report the case of a patient who presented with dysphagia, 25-Ib weight loss, difficulty opening
her mouth, and joint pain. Dysphagia workup showed a normal barium swallow and normal-
appearing EGD but esophageal manometry consistent with severe dysmotility. Through further
laboratory and imaging studies, the patient met the diagnostic criteria for MCTD. She had
marked improvement in her dysphagia with steroids, biologic therapy, and intravenous immu-

noglobulin. © 2018 The Author(s)
Published by S. Karger AG, Basel

Introduction

Mixed connective tissue disease (MCTD) is a rare disorder with an estimated incidence
2.1 per million per year [1]. It is referred to as an “overlap” syndrome, as clinical manifesta-
tions can be a mix of symptoms seen in scleroderma, polymyositis, and systemic lupus ery-
thematous. Almost any organ system can be involved, with esophageal symptoms being
among the most common presentations (45-80%). Heartburn (48%) and dysphagia (38%)
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are the most common gastrointestinal symptoms reported in MCTD, but many patients may
be asymptomatic [2]. A thorough gastroenterology workup may be warranted to exclude
other etiologies of esophageal disorders.

Case Report

A 54-year-old African-American female presented with 3 months of progressive painless
dysphagia. She reported “jaw locking” with eating and had an unintentional 25-1b weight loss
(baseline weight 160 Ibs). The patient complained of new joint pain in her hands, periorbital
rash, and alopecia. Physical examination was notable for temporal wasting, inability to open
her mouth more than 1 inch, and bilateral sclerodactyly. Initial laboratory studies were signif-
icant for a positive ANA (1:1,280). She underwent a barium swallow that showed normal swal-
low function with no mass, stricture, or evidence of aspiration. EGD showed a normal-appear-
ing esophagus with a single nonobstructing Schatzki ring (Fig. 1). Random biopsies of the
esophagus were only significant for scattered neutrophils. The patient underwent high-reso-
lution esophageal manometry that showed normal lower esophageal sphincter pressure and
normal relaxation after deglutition, but peristalsis was impaired with 80% failed swallows
(Fig. 2). Her esophageal manometry results were consistent with ineffective esophageal
motility.

The patient was evaluated by Rheumatology and found to have CK 7,207 IU/L (normal
24-170 1U/L), positive anti-RNP 57 Ehrlich units/mL, positive PM-SCL antibodies >160 Ehr-
lich units/mL, positive anti-RNP 57 Ehrlich units/mL, positive RNA polymerase antibody 20.4
U/mL, positive PM-SCL 75, and positive PML-SCL 100. A high-resolution chest CT showed de-
creased lung volumes with fibrosis and traction bronchiectasis consistent with collagen vas-
cular-associated interstitial lung disease (ILD). Pulmonary function tests showed a restrictive
pattern. MRI of the lower extremities showed bilateral edema and inflammatory changes in-
volving bilateral thigh muscles. The patient met the diagnostic criteria for MCTD based on the
Kasukawa classification with positive anti-RNP antibodies (common symptoms), sclerodac-
tyly, pulmonary fibrosis, elevated CK (>1 finding in two categories). With the constellation of
symptoms, laboratory results, and imaging findings, she was diagnosed with MCTD with pre-
dominant myositis features.

The patient was started on high-dose prednisone and intravenous immunoglobulin with
improvement in her symptoms. She could be transitioned to low-dose prednisone, mycophe-
nolate mofetil, hydroxychloroquine, and intravenous immunoglobulin for long-term therapy.
Her dysphagia improved and she was able to regain her baseline weight. Her CK decreased to
286 IU/L (normal 24-170 IU/L). She underwent repeat esophageal manometry 6 months af-
ter starting treatment which showed normal lower esophageal sphincter resting pressure and
normal esophageal motility with 70% normal swallows (Fig. 3).

Discussion

MCTD is frequently associated with esophageal dysmotility, with GERD and dysphagia
being the most frequently reported clinical manifestations. Esophageal dysmotility in MCTD
can be subclinical at onset, and up to one-third of patients with abnormal manometry tests
are asymptomatic [2-5]. Esophageal manometry has demonstrated that changes in motility
are typically due to aperistalsis in the lower two-thirds of the esophagus, but can also involve
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the proximal striated muscle and is generally less severe than in scleroderma [2, 6]. Serious
complications include esophagitis, strictures, and Barrett’s esophagus. Abnormal peristalsis
can also occur in other parts of the gastrointestinal tract to include delayed gastric emptying
and delayed bowel transit [3].

The pathogenesis for dysmotility in patients with MCTD is unknown. One hypothesis is
that autoantibodies attack smooth muscle tissue in the esophagus as well as ganglion cells in
the Auerbach plexus, vascular walls, muscular tissue, and squamous epithelium contributing
to the dysphagia [7]. Postmortem analysis has shown histopathologic changes more severe in
the lower two-thirds of the esophagus and in the inner circular muscular layer of the esopha-
gus [8].

The patient also had a restrictive pattern on pulmonary function tests and CT imaging
consistent with ILD. Pulmonary involvement in MCTD is common and often coexists with
esophageal motor impairment. Fagundes et al. [9] found a significant correlation between se-
vere esophageal motor dysfunction and ILD in patients with MCTD. The pathologic mecha-
nism underlying the formation of ILD is unclear, with conflicting evidence on the role of gas-
troesophageal reflux due to esophageal dysmotility [10, 11]. Pulmonary complications include
aspiration pneumonia, pulmonary fibrosis, and pneumonitis [5].

In conclusion, we report the unique case of a patient newly diagnosed with MCTD after
presenting with initial dysphagia symptoms. Laboratory, imaging, and clinical symptoms were
used to determine the diagnosis of MCTD. A high suspicion for rheumatologic etiologies
should be maintained when a patient presents with dysphagia and the appropriate clinical
syndrome.
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Fig. 1. The patient’s initial EGD showed a Schatzki ring (arrow) (a) but was otherwise largely normal-ap-
pearing (b).

KARGER


https://www.karger.com/Article/FullText/493919?ref=1#ref1
https://www.karger.com/Article/FullText/493919?ref=2#ref2
https://www.karger.com/Article/FullText/493919?ref=3#ref3
https://www.karger.com/Article/FullText/493919?ref=4#ref4
https://www.karger.com/Article/FullText/493919?ref=5#ref5
https://www.karger.com/Article/FullText/493919?ref=6#ref6
https://www.karger.com/Article/FullText/493919?ref=7#ref7
https://www.karger.com/Article/FullText/493919?ref=9#ref9
https://www.karger.com/Article/FullText/493919?ref=10#ref10
https://www.karger.com/Article/FullText/493919?ref=11#ref11

Case Reports in Case Rep Gastroenterol 2018;12:640-645 644

DOI: 10.1159/000493919 © 2018 The Author(s). Published by S. K AG, Basel
Gastroenterology © 201 The Authr), Pl by . arerAG e

Gyorffy et al.: A Rare Cause of Dysphagia and Weight Loss

snbeydosy

Fig. 2. The patient’s initial high-resolution esophageal manometry showed low-amplitude contractions
with swallowing consistent with ineffective esophageal motility.
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Fig. 3. Repeat high-resolution esophageal manometry after 6 months of therapy showed an intact contrac-
tion pattern with mildly impaired relaxation of the lower esophageal sphincter. Esophageal motility was
markedly improved with 70% normal swallows.
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