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Abstract
Background—Eosinophilic esophagitis (EoE) is an emerging chronic inflammatory disease
mediated by immune hypersensitization to multiple foods and strongly associated with atopy and
esophageal remodeling.

Objective—We provide clinical and molecular evidence indicating a high prevalence of EoE in
patients with inherited connective tissue disorders (CTDs).

Methods—We examined the rate of EoE among patients with CTDs and subsequently analyzed
esophageal mRNA transcript profiles in patients with EoE with or without CTD features.

Results—We report a cohort of 42 patients with EoE with a CTD-like syndrome, representing
0.8% of patients with CTDs and 1.3% of patients with EoE within our hospital-wide electronic
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medical record database and our EoE research registry, respectively. An 8-fold risk of EoE in
patients with CTDs (relative risk, 8.1; 95% confidence limit, 5.1-12.9; χ21 = 112.0; P < 10−3) was
present compared with the general population. Esophageal transcript profiling identified a distinct
subset of genes, including COL8A2, in patients with EoE and CTDs.

Conclusion—There is a remarkable association of EoE with CTDs and evidence for a
differential expression of genes involved in connective tissue repair in this cohort. Thus, we
propose stratification of patients with EoE and CTDs into a subset referred to as EoE-CTD.
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Eosinophilic esophagitis; eosinophilic gastrointestinal disease; eosinophil; connective tissue
disorders; Ehlers-Danlos syndrome; Marfan syndrome; hypermobility syndrome

Eosinophilic esophagitis (EoE) is an emerging worldwide immune-mediated disease
characterized by intense eosinophil infiltration of the esophageal mucosal epithelium that is
refractory to acid-suppressive therapy and often associated with significant tissue
remodeling.1 First described in the late 1970s, the incidence and prevalence of EoE has been
on the increase. It is now a global health disease reported in every continent except Africa
and has been shown to affect approximately 1:1000 subjects.2,3 EoE typically occurs as an
isolated disease entity, although it is often associated with concurrent allergic disease,
including asthma, eczema, food-induced anaphylaxis, and polysensitization to antigens,
especially food allergens. An allergic cause for EoE is supported by the reversibility of the
disease after dietary avoidance of specific foods,4 the reoccurrence of the disease on
reintroduction of the removed foods,5-7 the induction of the disease in mice by exposure to
allergens,8 and genome-wide transcriptome analysis of esophageal tissue having implicated
an interplay of innate and adaptive TH2 immunity.9 The disease has a strong hereditary
component with a large sibling risk ratio (λs ~ 80),9 and early genetic analyses have
identified susceptibility loci in regions that contain candidate genes that are expressed in
epithelial cells and strongly implicated in regulating antigen recognition (thymic stromal
lymphopoietin [TSLP]) and inflammatory cell recruitment and activation (eotaxin-3
[CCL26]).10-12

Among the many immune-modulating molecules implicated in EoE disease pathogenesis,
recent attention has focused on TGF-β1, the levels of which are increased in the esophagus
in patients with EoE and localized to eosinophils within the inflamed and fibrotic esophageal
lamina propria, along with deeper-lying mast cells found within the esophageal smooth
muscle layer.13-15 TGF-β1 not only promotes smooth muscle contractility and fibrosis,
processes that might be involved in eliciting the esophageal dysfunction seen in patients
with EoE, but also is a key immunomodulating cytokine that is expressed by and essential
for the function of regulatory T cells. Notably, an increased level or imbalance of regulatory
T cells occurs in patients with EoE and in animal models of EoE.16,17

A series of Mendelian-inherited connective tissue disorders (CTDs) are caused by genetic
variants in TGF-β binding proteins (eg, Marfan syndrome [MFS]) and TGF-β receptors
(Loeys-Dietz syndrome [LDS]), and excess TGF-β1 levels and pathway signaling have been
associated with these 2 disorders.18,19 Although the Ehlers-Danlos syndromes (EDSs) have
not been directly associated with excess TGF-β1 levels, direct protein and regulatory
interactions between TGF-β1 and a mutated COL5A1 collagen protein have been
reported.20-22 It is notable that these disorders are often associated with gastrointestinal
symptoms,23,24 especially dysphagia,25 which also represents a chief symptom of EoE in
adults. Although eosinophilia has not been previously associated with CTDs outside of
collagen vascular diseases such as scleroderma, dermatomyositis, and polymyositis,26,27 we
recently began to encounter patients with EoE who had coexisting CTDs without the
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features of autoinflammatory collagen vascular disease. Herein, we describe a new
syndrome involving the coexistence of EoE with CTD (EoE-CTD). Although some patients
with EoE-CTD have known causative mutations in CTD genes, they did not manifest the
full phenotype of CTDs but rather had an enrichment of Marfanoid features and extensive
hypermobility.

METHODS
Patients

The patients used in these analyses came from 2 primary data sources: an Informatics for
Integrating Biology & the Bedside (i2b2) data warehouse and our eosinophilic
gastrointestinal disorders (EGIDs) research database. The i2b2 warehouse represents a
deidentified database of all patients seen at Cincinnati Children’s Hospital Medical Center
(CCHMC) whose data are derived from our local implementation of the EPIC electronic
medical records (EMRs) containing patients’ records from March 2007 through December
2012.28,29 Our EGID database contains patients with EoE and control subjects. All
participants registered in the EGID database have undergone a formal informed consent
process approved by the CCHMC Institutional Review Board, with data collection
beginning in approximately June 2000 and continuing through December 2012. Data
collected include demographics, clinical testing, and past medical, surgical, and family
histories, along with samples (blood DNA and esophageal biopsy mRNA). However, data
and samples available for participants varied, and thus the specific subjects entering each
type of analysis are described below. Importantly, a simple majority of the patients with EoE
at our medical center are included in the EGID database (58%). Patient phenotypes have
been described previously.9,30 In brief, patient phenotypes for mRNA analyses are as
follows: control subjects (n = 12), patients with no EoE diagnosis with normal esophageal
histology; patients with active EoE (n = 12), peak esophageal eosinophil count of 15 or more
per high-power field; patients with EoE-CTD (n = 6), peak esophageal eosinophil count of
15 or more per high-power field with a coexisting CTD. The diagnosis of EoE was
confirmed based on proton pump inhibitor (PPI) administration before a positive endoscopic
result in 47% of patients with EoE-CTD for the mRNA analyses. Control subjects had not
been given a diagnosis of EoE or other related gastrointestinal conditions and had normal
esophageal histology. For this study, slides of the biopsy specimens obtained at endoscopy
that yielded tissue for mRNA extraction (see below) from the patients with EoE-CTD were
reviewed by a single pathologist (M.H.C.) and analyzed for peak eosinophil counts and
histopathologic features associated with EoE. For analysis of height, weight, body mass
index (BMI), and age, the EoE-CTD group (n = 42; male, n = 29; female, n = 13) was
identified based on clinical evaluations by physicians in the fields of allergy,
gastroenterology, and genetics. Of these patients with EoE-CTD, 10 (24%) had evidence of
eosinophilic gastrointestinal disease outside of the esophagus (stomach, n = 7; duodenum, n
= 3; and colon, n = 1). This extraesophageal disease is defined as an eosinophil count in
excess of that reported in Debrosse et al,31 along with evidence of architectural destruction
(as evaluated by M.H.C.) while also fulfilling the criteria for eosinophilic gastritis, as
suggested by Lwin et al.32

For the mRNA analysis cohort, subjects had no evidence of extraesophageal eosinophilic
gastrointestinal disease, and evidence of active EoE was determined by rereview of available
slides or from data previously collected within the EGID database. For comparison with
patients with EoE-CTD, 42 control subjects and 42 patients with EoE without CTDs were
randomly selected from the EGID database, excluding the 42 patients with known EoE-
CTD. These control subjects and patients with EoE without CTDs in the EGID database
were assigned a random number derived from a globally unique identifier, sorted by random
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number value, and selected to match the same distribution of male and female patients seen
for the EoE-CTD patient population.

Thirty-six percent (15/42) of patients with EoE-CTD responded to a variety of dietary
treatments based on review of clinical records. No patients in this report underwent
esophageal manometry, and a small number of patients (5/42) underwent barium swallow
evaluation, none of whom had structural abnormalities. Videos E1 to E4 demonstrating
evidence of the joint hypermobility seen in these patients with EoE-CTD can be found in
this article’s Online Repository at www.jacionline.org. Releases for the use of these videos
were obtained from the parents or a single adult subject. This study was approved by the
Institutional Review Board of CCHMC.

Comparison of rates of EoE, CTD, and EoE-CTD
To determine the total number of patients and the numbers of patients with EoE, CTD, and
EoE-CTD, we used the i2b2 workbench.28,29 The following specific diagnostic codes were
used to identify patients with CTDs: Marfan and Marfanoid-related syndromes, 759.82,
759.82F, 759.82Q, and 759.82R; Ehlers-Danlos and related syndromes, 756.83, 756.86.CQ,
756.86CT, 756.83CU, 756.83.DL, 756.83.DM, 756.83.DN, 756.83EL, and 756.83X; and
Loeys-Dietz syndrome, 759.89ALK. The specific diagnostic codes 530.13 and 530.19AQ
were used to identify patients with EoE. Using the numbers of patients with EoE, CTDs, and
EoE-CTD, we then compared the proportions of patients with and without EoE and CTDs
by using 2 × 2 contingency tables to determine whether these 2 conditions occurred
independently of each other. Gastroesophageal reflux disease (GERD) searches and
diagnostic codes include 530.11J, 530.11AE, 530.11B, 530.11, 530.81BQ, 530.81AP,
530.81T, 530.81BG, 530.81AN, 530.81V, 530.81U, 530.81AV, 530.81Q, 530.81AK,
530.81N, 530.81B, 530.81AL, 530.81AX, 530,81AA, 530.81S, 530.81AZ, 530.81BY,
530.81AH, 530.81CC, 530.81R, 530.81CB, 530.81AM, and 530.81AS. The alphabetic
encoding following the diagnostic codes represents additional granularity layered over the
SNOMED International Classification of Diseases–ninth revision diagnostic codes from
Intelligent Medical Objects.

The EGID database contains 1268 patients with EoE who have undergone a formal informed
consent process and maintains information related to patients’ demographics, clinical
testing, and past medical, surgical, and family histories, along with information regarding a
variety of collected samples. However, no formal capture of patients with CTD-type features
was initially designed into this database structure, and therefore patients were assigned to a
CTD diagnosis as they were identified. The diagnosis of EoE in these patients with EoE-
CTD was confirmed by means of PPI administration before a positive endoscopic result in
69% of the patients. We subsequently used our EGID database (a comprehensive dataset of
the majority of all patients with EGIDs, including EoE, at our medical center) to identify
patients with EoE with CTDs. All of the patients with EoE who were suspected of having a
CTD were excluded from the regular EoE and control groups.

Expression levels of representative EoE genes
To examine expression differences in EoE genes, we selected representative patients from
each study group: 13 control subjects, 14 patients with EoE, and 6 patients with EoE-CTD.
Normal specimens were obtained from patients undergoing evaluation in gastroenterology
clinics, whose endoscopic and histologic appearances demonstrated neither gross nor
histopathologic abnormalities. For this analysis, extraesophageal disease was excluded from
all of the patients with eosinophilic disease, and all patients with EoE and patients with EoE-
CTD had active EoE at the time of the analysis (peak esophageal eosinophil counts, 21-268
per high-power field). mRNA extraction was performed, as described previously.9 The
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mRNA was reverse transcribed with the iScript cDNA Synthesis Kit (Bio-Rad Laboratories,
Hercules, Calif), according to the manufacturer’s recommended protocol. The TaqMan
reagents for amplification of major EoE signature genes9 were obtained from Applied
Biosystems, and TaqMan real-time PCR amplification was performed on an ABI 7900HT
System (Applied Biosystems, Carlsbad, Calif). The amplification protocol consisted of a hot
start of 95°C for 10 minutes, followed by 40 cycles of 95°C for 15 seconds and 60°C for 1
minute. EoE gene expression was normalized to glyceraldehyde-3-phosphate dehydrogenase
(GAPDH) to acquire relative expression for each given gene of interest. A statistical
criterion of a corrected P value of less than .05 (after a Benjamini-Hochberg multiple
comparison correction) and a fold change of greater than 2.0 were applied to screen for
genes differentially expressed between patients with EoE and patients with EoE-CTD.

RESULTS
We recently noted an unexpectedly high prevalence of patients with CTDs presenting with
EoE symptoms in our general EoE patient population. These patients with CTDs mainly
included patients with conditions that resembled MFS, hypermobile EDS, or joint
hypermobility syndrome (JHS). By searching our hospital’s EMRs (n = 1,339,280 patients)
for CTDs (eg, MFS, EDS, and JHS), there was a 1.3% prevalence of EoE in patients with
CTDs (Table I). Searching the same EMRs for EoE, 0.8% of the total EoE population was
found to have CTDs. Thus using our hospital-based cohort, there was an 8-fold risk of CTDs
in patients with EoE (relative risk, 8.1; 95% confidence limit, 5.1-12.9; χ21 = 112.0; P <
10−3) compared with the general population. By comparison, there was a 7.7% prevalence of
GERD in patients with CTDs when using International Classification of Diseases–ninth
revision codes 530.11 and 530.81. Within the general population, EoE is noted to occur with
a prevalence of approximately 1:1000 and 1:10 for GERD, whereas the incidence rate for
the CTDs is approximately 1:5000 for both EDS and MFS.33-36 We then examined our well-
defined EGID Research Registry (n = 1268 patients with EoE) for evidence of CTDs. For
patients with EoE from this database, there was a 3.3% prevalence of CTDs in the EoE
group. These results were not driven by patient selection bias because 2.1% of patients with
EoE residing in the immediate catchment area of our hospital (n = 420) also had a CTD
(Table I).

The patients with EoE-CTD had a syndromic phenotype including a combination of
dysmorphic scaphocephalic facial appearances (Fig 1, A), hypermobility of the hands and
large joints (see Videos E1-E4), and a high rate of atopic diseases (Table II). Esophageal
biopsy specimens from patients with EoE-CTD revealed features that were typical of those
found in patients with EoE without CTDs (Fig 2). However, approximately 24% (10/42) of
this population had evidence of significant and pathologic extraesophageal eosinophilic
inflammatory disease affecting the stomach, duodenum, and colon (Fig 2). The presence of
extraesophageal disease was specifically excluded from the control EoE cohort by means of
review of pathology records. Although not having all of the clinical features associated with
formal hypermobile EDS or MFS (see modestly increased Beighton and Ghent scores in
Table II),37,38 evidence of cardiac abnormalities was noted in 4 of the 23 patients subjected
to echo-cardiographic evaluation. Cardiac anomalies included aortic root dilatation, mitral
valve prolapse and/or insufficiency, atrial septal defect, atrial valve insufficiency, and/or
aortic valve defects. One of 42 patients also exhibited a history of pneumothoraces, which
are seen in patients with MFS, LDS, and vascular EDS.39-41 Patients with EoE-CTD had
distinct anthropomorphic features compared with patients with EoE and control subjects and
were generally lean, with a lower BMI that was statistically different in male subjects
(patients with EoE-CTD, −0.9 [SD, 1.5]; patients with EoE, +0.36 [SD, 1.2]; P < .01; Table
II). Twenty-one of the patients with EoE-CTD were genotyped for well-established causes
of CTDs (Table II). Of note, 2 subjects had established disease-causing mutations in
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fibrillin-1 (FBN1), 1 subject had a likely disease-causing mutation in FBN1, 2 had variants
of unknown significance in FBN1, and 4 had a common variant in TGFBR1 (TGFBR1*6A)
that has been associated with excessive TGF-β signaling and appears to be a contributing
allele to the MFS phenotype (Table II).42 The remaining 12 genotyped patients had no
mutations found in genes typically associated with CTDs.

To further demonstrate that a patient with EoE-CTD had bona fide EoE rather than
secondary esophageal eosinophilia caused by acid-induced reflux disease or a primary
motility disorder, we molecularly characterized the gene expression signature of the
esophageal tissue of representative patients with EoE-CTD, focusing on genes representative
of the known EoE transcriptome.9 Notably, patients with EoE-CTD (n = 6) had a remarkable
overlap with the EoE transcriptome of nonsyndromic EoE (n = 14, Fig 1); however, patients
with EoE-CTD had significant differences (P < .05) in the expression of 4 genes, including
increased levels of CD200R1 and SAMSN1 and decreased levels of PTGFRN and COL8A2
(Fig 1), which encodes for type VIII collagen, which has been shown to modulate TGF-β
signaling.43 Although differences in mRNA expression profile levels could be detected, no
differences in histology based on hematoxylin and eosin staining could be discerned among
the 3 studied groups in this limited sample.

DISCUSSION
Although our study was retrospective, we would like to emphasize the link between the
prevalence of EoE and CTDs. We focused on 2 CTDs, namely MFS and EDS including the
JHS. MFS is an autosomal dominant disorder caused by mutations in FBN1, and
deficiencies in fibrillin-1 alter or preclude matrix sequestration of the large complex of TGF-
β.18 This leads to increased levels of TGF-β in the affected tissue, as well as increased
circulating TGF-β levels. These circulating levels correlate with the aortic root dimensions,
one of the main complications in patients with MFS.44,45 LDS (formerly MFS type II), on
the other hand, is associated with 2 additional loci, 9q22.33 and 3p25-p24.2, with
disruptions in the genes TGFBR1 and TGFBR2, respectively.46-48 EDS is often idiopathic
but can result from mutations in collagen genes, such as COL5A1 and COL3A1. In general,
TGF-β signaling is enhanced in patients with CTDs in an effort to compensate for the direct
mutations present in this pathway.49 It is notable that patients with EoE-CTD were enriched
in well-established causative mutations for MFS (FBN1) and had a remarkable decrease in
the expression of COL8A2, yet the patients did not manifest the full spectrum of these
disorders. COL8A2 encodes for the collagen α2 (VIII) chain, and mutations in this gene
have been associated with defects in the cornea, leading to endothelial metaplasia,
hyperplasia, and corneal edema within the Descemet membrane.50 At our institution, 6Ala
TGFBR1 mutations are part of the MFS genetic panel because this genetic variant has been
shown to be enriched in patients with MFS and to be associated with gain of function of
TGF-β signaling, which is consistent with other known mutations in patients with CTDs.42

Thus, it is noteworthy that 4 of the 21 patients with EoE-CTD screened for this genetic
variant had positive results. It is notable that increased TGF-β levels in the esophagi of
patients with EoE have been reported and localized to eosinophils and mast cells, adding a
plausible further link to the association of CTDs and EoE.51-53

Although several patients with EoE-CTD did not have formal confirmation of the EoE
diagnosis with the use prolonged high-dose PPIs, at least one third of these patients
responded to dietary interventions, suggesting an allergic link to this disorder rather than
primary acid reflux–mediated eosinophilia. It is interesting to note that patients with CTDs
have been known to have a high rate of gastrointestinal problems, mainly attributed to
GERD. We propose that patients with CTDs, especially those with allergic diatheses, are
more prone to have EoE and that some of these patients with GERD might instead have
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EoE. Whether most patients with CTDs have genuine GERD or EoE cannot be ascertained
here, and this represents an area for future potential study.

In summary, we have described a new syndrome involving EoE in association with inherited
CTDs that represents a new class of this gastrointestinal disorder. These patients with EoE-
CTD appear to have a lower BMI and might have an increased risk of extraesophageal
eosinophilic gastrointestinal disease relative to their peers with EoE given the unusual
preponderance of frank eosinophilic gastritis, duodenitis, and colitis within this population.
Although all searches have their limitations, we were able to confirm in 3 independent
analyses not only that the prevalence of EoE in the CTD population is 8-fold higher
compared with expected rates in the general population but also that there is a higher
percentage of patients with CTDs in the EoE population. Furthermore, these data likely
underrepresent the number of patients with a concurrent CTD and eosinophilic
gastrointestinal disease because it is likely that most of these patients do not typically
undergo endoscopy in spite of the known high frequency of gastrointestinal complaints in
these patients. Our findings also raise concern that at least some patients with EoE might
require physical and occupational therapy for joint disease while also being monitored for
cardiac disease. In view of losartan’s ability to decrease TGF-β levels54-56 and reverse MFS-
associated tissue remodeling in mice45,57,58 and the recent development of humanized anti–
TGF-β therapeutics,18,59 our findings have imminent therapeutic applications.

Supplementary Material
Refer to Web version on PubMed Central for supplementary material.

Acknowledgments
We thank all of the participating families, patients, physicians, and nurses, as well as Angie Ellison, Bridget
Buckmeier-Butz, Sean Jameson, Michael Eby, and Melissa Mingler, for assistance with patient enrollment, DNA
preparation, and/or database management at the Cincinnati Center for Eosinophilic Disorders (http://
www.cincinnatichildrens.org/service/c/eosinophilic-disorders/default/) and Shawna Hottinger for editorial
assistance.

Supported in part by National Institutes of Health grants P30 DK078392, U19 AI070235, NIH R01AI083450, and
AI045898, the Department of Defense, Food Allergy Research and Education (formerly the Food Allergy and
Anaphylaxis Network [FAAN], Food Allergy Project [FAP] and Food Allergy Initiative [FAI]), the Buckeye
Foundation, and the Campaign Urging Research for Eosinophilic Diseases (CURED) Foundation.

J. P. Abonia, E. M. Stucke, M. S. Griffith, K. A. Kemme, M. H. Collins, L. J. Martin, and S. M. Ware have been
supported by one or more grants from the National Institutes of Health, Food Allergy Research and Education, the
Food Allergy and Anaphylaxis Network, the Buckeye Foundation, and the Campaign Urging Research for
Eosinophilic Diseases (CURED) Foundation. M. H. Collins is a volunteer with American Partnership for
Eosinophilic Disorders (APFED), TIGERS, and REGID and has been supported by Meritage. L. J. Martin is
employed by Cincinnati Children’s Hospital Medical Center, has one or more patents (planned, pending, or issued)
with Cincinnati Childrzen’s Hospital Medical Center, and owns stock/stock options in Sara Lee. M. E. Rothenberg
is a Board member for the International Eosinophil Society and the APFED; serves as Consultant and Director of
the Scientific Advisory Board of, owns stock/stock options in, and has received one or more payments for travel/
accommodations/meeting expenses from Immune Pharm; has received one or more grants from or has one or more
grants pending with the National Institutes of Health and the Department of Defense; is the inventor of patents that
are owned by Cincinnati Children’s Hospital Medical Center; and has potential royalties from Teva
Pharmaceuticals for reslizumab.

References
1. Liacouras CA, Furuta GT, Hirano I, Atkins D, Attwood SE, Bonis PA, et al. Eosinophilic

esophagitis: updated consensus recommendations for children and adults. J Allergy Clin Immunol.
2011; 128:3–20. [PubMed: 21477849]

Abonia et al. Page 7

J Allergy Clin Immunol. Author manuscript; available in PMC 2014 August 01.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

http://www.cincinnatichildrens.org/service/c/eosinophilic-disorders/default/
http://www.cincinnatichildrens.org/service/c/eosinophilic-disorders/default/


2. Kapel RC, Miller JK, Torres C, Aksoy S, Lash R, Katzka DA. Eosinophilic esophagitis: a prevalent
disease in the United States that affects all age groups. Gastroenterology. 2008; 134:1316–21.
[PubMed: 18471509]

3. Straumann A, Simon HU. Eosinophilic esophagitis: escalating epidemiology? J Allergy Clin
Immunol. 2005; 115:418–9. [PubMed: 15696105]

4. Kelly KJ, Lazenby AJ, Rowe PC, Yardley JH, Perman JA, Sampson HA. Eosinophilic esophagitis
attributed to gastroesophageal reflux: improvement with an amino acid-based formula.
Gastroenterology. 1995; 109:1503–12. [PubMed: 7557132]

5. Spergel JM, Andrews T, Brown-Whitehorn TF, Beausoleil JL, Liacouras CA. Treatment of
eosinophilic esophagitis with specific food elimination diet directed by a combination of skin prick
and patch tests. Ann Allergy Asthma Immunol. 2005; 95:336–43. [PubMed: 16279563]

6. Henderson CJ, Abonia JP, King EC, Putnam PE, Collins MH, Franciosi JP, et al. Comparative
dietary therapy effectiveness in remission of pediatric eosinophilic esophagitis. J Allergy Clin
Immunol. 2012; 129:1570–8. [PubMed: 22541246]

7. Gonsalves N, Yang GY, Doerfler B, Ritz S, Ditto AM, Hirano I. Elimination diet effectively treats
eosinophilic esophagitis in adults; food reintroduction identifies causative factors. Gastroenterology.
2012; 142:1451–9. [PubMed: 22391333]

8. Mishra A, Hogan SP, Brandt EB, Rothenberg ME. An etiological role for aeroallergens and
eosinophils in experimental esophagitis. J Clin Invest. 2001; 107:83–90. [PubMed: 11134183]

9. Blanchard C, Wang N, Stringer KF, Mishra A, Fulkerson PC, Abonia JP, et al. Eotaxin-3 and a
uniquely conserved gene-expression profile in eosinophilic esophagitis. J Clin Invest. 2006;
116:536–47. [PubMed: 16453027]

10. Rothenberg ME, Spergel JM, Sherrill JD, Annaiah K, Martin LJ, Cianferoni A, et al. Common
variants at 5q22 associate with pediatric eosinophilic esophagitis. Nat Genet. 2010; 42:289–91.
[PubMed: 20208534]

11. Sherrill JD, Gao PS, Stucke EM, Blanchard C, Collins MH, Putnam PE, et al. Variants of thymic
stromal lymphopoietin and its receptor associate with eosinophilic esophagitis. J Allergy Clin
Immunol. 2010; 126:160–5. [PubMed: 20620568]

12. Sherrill JD, Rothenberg ME. Genetic dissection of eosinophilic esophagitis provides insight into
disease pathogenesis and treatment strategies. J Allergy Clin Immunol. 2011; 128:23–32.
[PubMed: 21570716]

13. Aceves SS, Newbury RO, Chen D, Mueller J, Dohil R, Hoffman H, et al. Resolution of remodeling
in eosinophilic esophagitis correlates with epithelial response to topical corticosteroids. Allergy.
2010; 65:109–16. [PubMed: 19796194]

14. Aceves SS, Chen D, Newbury RO, Dohil R, Bastian JF, Broide DH. Mast cells infiltrate the
esophageal smooth muscle in patients with eosinophilic esophagitis, express TGF-beta1, and
increase esophageal smooth muscle contraction. J Allergy Clin Immunol. 2010; 126:1198–204.
[PubMed: 21047675]

15. Abonia JP, Franciosi JP, Rothenberg ME. TGF-beta1: Mediator of a feedback loop in eosinophilic
esophagitis—or should we really say mastocytic esophagitis? J Allergy Clin Immunol. 2010;
126:1205–7. [PubMed: 21134572]

16. Fuentebella J, Patel A, Nguyen T, Sanjanwala B, Berquist W, Kerner JA, et al. Increased number
of regulatory T cells in children with eosinophilic esophagitis. J Pediatr Gastroenterol Nutr. 2010;
51:283–9. [PubMed: 20639775]

17. Zhu X, Wang M, Crump CH, Mishra A. An imbalance of esophageal effector and regulatory T cell
subsets in experimental eosinophilic esophagitis in mice. Am J Physiol Gastrointest Liver Physiol.
2009; 297:G550–8. [PubMed: 19571233]

18. Neptune ER, Frischmeyer PA, Arking DE, Myers L, Bunton TE, Gayraud B, et al. Dysregulation
of TGF-beta activation contributes to pathogenesis in Marfan syndrome. Nat Genet. 2003; 33:407–
11. [PubMed: 12598898]

19. Lindsay ME, Schepers D, Bolar NA, Doyle JJ, Gallo E, Fert-Bober J, et al. Loss-of-function
mutations in TGFB2 cause a syndromic presentation of thoracic aortic aneurysm. Nat Genet. 2012;
44:922–7. [PubMed: 22772368]

Abonia et al. Page 8

J Allergy Clin Immunol. Author manuscript; available in PMC 2014 August 01.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



20. De PA, Nuytinck L, Hausser I, Anton-Lamprecht I, Naeyaert JM. Mutations in the COL5A1 gene
are causal in the Ehlers-Danlos syndromes I and II. Am J Hum Genet. 1997; 60:547–54. [PubMed:
9042913]

21. Symoens S, Renard M, Bonod-Bidaud C, Syx D, Vaganay E, Malfait F, et al. Identification of
binding partners interacting with the alpha1-N-propeptide of type V collagen. Biochem J. 2011;
433:371–81. [PubMed: 20979576]

22. Kahai S, Vary CP, Gao Y, Seth A. Collagen, type V, alpha1 (COL5A1) is regulated by TGF-beta
in osteoblasts. Matrix Biol. 2004; 23:445–55. [PubMed: 15579311]

23. Habein HC. Ehlers-Danlos syndrome with spontaneous rupture of the esophagus. Report of first
case. Rocky Mt Med J. 1977; 74:78–80. [PubMed: 850765]

24. Reis ED, Martinet OD, Mosimann F. Spontaneous rupture of the oesophagus in an adolescent with
type IV Ehlers-Danlos syndrome. Ehlers-Danlos and spontaneous oesophageal rupture. Eur J Surg.
1998; 164:313–6. [PubMed: 9641375]

25. Eliashar R, Sichel JY, Biron A, Dano I. Multiple gastrointestinal complications in Marfan
syndrome. Postgrad Med J. 1998; 74:495–7. [PubMed: 9926129]

26. Buchman AL, Wolf D, Gramlich T. Eosinophilic gastrojejunitis associated with connective tissue
disease. South Med J. 1996; 89:327–30. [PubMed: 8604466]

27. DeSchryver-Kecskemeti K, Clouse RE. A previously unrecognized subgroup of “eosinophilic
gastroenteritis.” Association with connective tissue diseases. Am J Surg Pathol. 1984; 8:171–80.
[PubMed: 6703193]

28. Murphy SN, Mendis ME, Berkowitz DA, Kohane I, Chueh HC. Integration of clinical and genetic
data in the i2b2 architecture. AMIA Annu Symp Proc. 2006:1040. [PubMed: 17238659]

29. Mendis M, Phillips LC, Kuttan R, Pan W, Gainer V, Kohane I, et al. Integrating outside modules
into the i2b2 architecture. AMIA Annu Symp Proc. 2008:1054. [PubMed: 18999021]

30. Blanchard C, Mingler MK, Vicario M, Abonia JP, Wu YY, Lu TX, et al. IL-13 involvement in
eosinophilic esophagitis: transcriptome analysis and reversibility with glucocorticoids. J Allergy
Clin Immunol. 2007; 120:1292–300. [PubMed: 18073124]

31. DeBrosse CW, Case JW, Putnam PE, Collins MH, Rothenberg ME. Quantity and distribution of
eosinophils in the gastrointestinal tract of children. Pediatr Dev Pathol. 2006; 9:210–8. [PubMed:
16944979]

32. Lwin T, Melton SD, Genta RM. Eosinophilic gastritis: histopathological characterization and
quantification of the normal gastric eosinophil content. Mod Pathol. 2011; 24:556–63. [PubMed:
21169993]

33. Dent J, El-Serag HB, Wallander MA, Johansson S. Epidemiology of gastro-oesophageal reflux
disease: a systematic review. Gut. 2005; 54:710–7. [PubMed: 15831922]

34. Abonia JP, Rothenberg ME. Eosinophilic esophagitis: rapidly advancing insights. Annu Rev Med.
2012; 63:421–34. [PubMed: 22034864]

35. Steinmann, B.; Royce, PM.; Superti-Furga, A. Connective tissue and its heritable disorders.
Hoboken (NJ): John Wiley & Sons; 2002. The Ehlers-Danlos syndrome; p. 431-523.

36. Judge DP, Dietz HC. Marfan’s syndrome. Lancet. 2003; 366:1965–76. [PubMed: 16325700]

37. Beighton P, De PA, Steinmann B, Tsipouras P, Wenstrup RJ. Ehlers-Danlos syndromes: revised
nosology, Villefranche, 1997. Ehlers-Danlos National Foundation (USA) and Ehlers-Danlos
Support Group (UK). Am J Med Genet. 1998; 77:31–7. [PubMed: 9557891]

38. Loeys BL, Dietz HC, Braverman AC, Callewaert BL, De BJ, Devereux RB, et al. The revised
Ghent nosology for the Marfan syndrome. J Med Genet. 2010; 47:476–85. [PubMed: 20591885]

39. Hall JR, Pyeritz RE, Dudgeon DL, Haller JA Jr. Pneumothorax in the Marfan syndrome:
prevalence and therapy. Ann Thorac Surg. 1984; 37:500–4. [PubMed: 6732339]

40. Singh KK, Rommel K, Mishra A, Karck M, Haverich A, Schmidtke J, et al. TGFBR1 and
TGFBR2 mutations in patients with features of Marfan syndrome and Loeys-Dietz syndrome.
Hum Mutat. 2006; 27:770–7. [PubMed: 16799921]

41. Clark JG, Kuhn C III, Uitto J. Lung collagen in type IV Ehlers-Danlos syndrome: ultrastructural
and biochemical studies. Am Rev Respir Dis. 1980; 122:971–8. [PubMed: 7458068]

Abonia et al. Page 9

J Allergy Clin Immunol. Author manuscript; available in PMC 2014 August 01.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



42. Lucarini L, Evangelisti L, Attanasio M, Lapini I, Chiarini F, Porciani MC, et al. May TGFBR1 act
also as low penetrance allele in Marfan syndrome? Int J Cardiol. 2009; 131:281–4. [PubMed:
17936924]

43. Loeffler I, Hopfer U, Koczan D, Wolf G. Type VIII collagen modulates TGF-beta1-induced
proliferation of mesangial cells. J Am Soc Nephrol. 2011; 22:649–63. [PubMed: 21372207]

44. Habashi JP, Doyle JJ, Holm TM, Aziz H, Schoenhoff F, Bedja D, et al. Angiotensin II type 2
receptor signaling attenuates aortic aneurysm in mice through ERK antagonism. Science. 2011;
332:361–5. [PubMed: 21493863]

45. Matt P, Schoenhoff F, Habashi J, Holm T, Van EC, Loch D, et al. Circulating transforming growth
factor-beta in Marfan syndrome. Circulation. 2009; 120:526–32. [PubMed: 19635970]

46. Mizuguchi T, Collod-Beroud G, Akiyama T, Abifadel M, Harada N, Morisaki T, et al.
Heterozygous TGFBR2 mutations in Marfan syndrome. Nat Genet. 2004; 36:855–60. [PubMed:
15235604]

47. Matyas G, Arnold E, Carrel T, Baumgartner D, Boileau C, Berger W, et al. Identification and in
silico analyses of novel TGFBR1 and TGFBR2 mutations in Marfan syndrome-related disorders.
Hum Mutat. 2006; 27:760–9. [PubMed: 16791849]

48. He R, Guo DC, Sun W, Papke CL, Duraisamy S, Estrera AL, et al. Characterization of the
inflammatory cells in ascending thoracic aortic aneurysms in patients with Marfan syndrome,
familial thoracic aortic aneurysms, and sporadic aneurysms. J Thorac Cardiovasc Surg. 2008;
136:922–9. [PubMed: 18954631]

49. Jones JA, Spinale FG, Ikonomidis JS. Transforming growth factor-beta signaling in thoracic aortic
aneurysm development: a paradox in pathogenesis. J Vasc Res. 2009; 46:119–37. [PubMed:
18765947]

50. Gottsch JD, Sundin OH, Liu SH, Jun AS, Broman KW, Stark WJ, et al. Inheritance of a novel
COL8A2 mutation defines a distinct early-onset subtype of Fuchs corneal dystrophy. Invest
Ophthalmol Vis Sci. 2005; 46:1934–9. [PubMed: 15914606]

51. Aceves SS, Newbury RO, Dohil R, Bastian JF, Broide DH. Esophageal remodeling in pediatric
eosinophilic esophagitis. J Allergy Clin Immunol. 2007; 119:206–12. [PubMed: 17208603]

52. Mishra A, Wang M, Pemmaraju VR, Collins MH, Fulkerson PC, Abonia JP, et al. Esophageal
remodeling develops as a consequence of tissue specific IL-5-induced eosinophilia.
Gastroenterology. 2008; 134:204–14. [PubMed: 18166354]

53. Straumann A, Conus S, Grzonka P, Kita H, Kephart G, Bussmann C, et al. Anti-interleukin-5
antibody treatment (mepolizumab) in active eosinophilic oesophagitis: a randomised, placebo-
controlled, double-blind trial. Gut. 2010; 59:21–30. [PubMed: 19828470]

54. Lacro RV, Dietz HC, Wruck LM, Bradley TJ, Colan SD, Devereux RB, et al. Rationale and design
of a randomized clinical trial of beta-blocker therapy (atenolol) versus angiotensin II receptor
blocker therapy (losartan) in individuals with Marfan syndrome. Am Heart J. 2007; 154:624–31.
[PubMed: 17892982]

55. Moltzer E, Essers J, van Esch JH, Roos-Hesselink JW, Danser AH. The role of the renin-
angiotensin system in thoracic aortic aneurysms: clinical implications. Pharmacol Ther. 2011;
131:50–60. [PubMed: 21504760]

56. Gambarin FI, Favalli V, Serio A, Regazzi M, Pasotti M, Klersy C, et al. Rationale and design of a
trial evaluating the effects of losartan vs. nebivolol vs the association of both on the progression of
aortic root dilation in Marfan syndrome with FBN1 gene mutations. J Cardiovasc Med
(Hagerstown). 2009; 10:354–62. [PubMed: 19430350]

57. Habashi JP, Judge DP, Holm TM, Cohn RD, Loeys BL, Cooper TK, et al. Losartan, an AT1
antagonist, prevents aortic aneurysm in a mouse model of Marfan syndrome. Science. 2006;
312:117–21. [PubMed: 16601194]

58. Holm TM, Habashi JP, Doyle JJ, Bedja D, Chen Y, Van EC, et al. Noncanonical TGFbeta
signaling contributes to aortic aneurysm progression in Marfan syndrome mice. Science. 2011;
332:358–61. [PubMed: 21493862]

59. Wang Y, Ait-Oufella H, Herbin O, Bonnin P, Ramkhelawon B, Taleb S, et al. TGF-beta activity
protects against inflammatory aortic aneurysm progression and complications in angiotensin II-
infused mice. J Clin Invest. 2010; 120:422–32. [PubMed: 20101093]

Abonia et al. Page 10

J Allergy Clin Immunol. Author manuscript; available in PMC 2014 August 01.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



Abbreviations used

BMI Body mass index

CCHMC Cincinnati Children’s Hospital Medical Center

CTD Connective tissue disorder

EDS Ehlers-Danlos syndrome

EGID Eosinophilic gastrointestinal disorder

EMR Electronic medical record

EoE Eosinophilic esophagitis

FBN1 Fibrillin-1 gene

GERD Gastroesophageal reflux disease

i2b2 Informatics for Integrating Biology & the Bedside

JHS Joint hypermobility syndrome

LDS Loeys-Dietz syndrome

MFS Marfan syndrome

PPI Proton pump inhibitor

Abonia et al. Page 11

J Allergy Clin Immunol. Author manuscript; available in PMC 2014 August 01.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



Key messages

• Patients with EoE can also have features of CTDs, particularly those involved in
hypermobility. We refer to this new subset of EoE as EoE-CTD.

• The risk of EoE is increased 8-fold in a broad CTD population.

• There is evidence of dysregulation of collagen transcription in patients with
EoE-CTD that is distinct from that seen in typical patients with EoE or healthy
subjects.

• Patients with EoE-CTD might be at greater risk for more diffuse eosinophilic
extraesophageal gastrointestinal disease than their peers with EoE without
evidence of CTDs.
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FIG 1.
Phenotypic and genotypic features of EoE-CTD. A, Typical facial features seen in 2 patients
with EoE-CTD. B, Heat map from a large panel of differently regulated esophageal genes in
patients with active EoE, patients with EoE-CTD, and control subjects (NL). C, Quantitative
analysis of COL8A2, PTGFRN, SAMSN1, and CD200R1 by means of quantitative PCR, all
of which are differentially expressed in patients with EoE versus patients with EoE-CTD.
Data are graphed as means ± SEMs of the glyceraldehyde-3-phosphate dehydrogenase
(GAPDH)–normalized relative expression values. *P < .05, **P < .01, ***P < .001; EoE-
CTD versus EoE; 2-tailed, unpaired t test.
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FIG 2.
Esophageal, gastric, and duodenal biopsy specimens from a patient with EoE-CTD. A,
Numerous intraepithelial eosinophils (upper black arrows) align near the surface of this
biopsy specimen. The basal epithelial layer is expanded, and intercellular spaces are dilated
(lower black and white arrow). B, Lamina propria in this biopsy specimen from a different
patient with EoE-CTD shows dense fibrosis (arrow). C, Numerous eosinophils are found in
the lamina propria and epithelium (arrows) of this gastric biopsy specimen. D, Numerous
eosinophils are found in the superficial lamina propria (arrow) and crypt epithelium (inset,
arrow) of this duodenal biopsy specimen, which exhibits chronic architectural damage.
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TABLE II

Phenotype of the EoE, EoE-CTD, and healthy cohorts

Control subjects (n =
42)

Patients with EoE (n
= 42)

Patients with EoE-CTD (n =
42) P value

Age (y), mean (SD) 10.3 (3.8) 10.1 (5.2) 12.3 (4.1) .04*†

Sex (% male) 69 69 69

Race (no.) White: 40 White: 41 White: 38

African American: 2 African American: 1 African American: 2

Other: 0 Other: 0 Other: 2

Height z score, mean (SD) Male: 0.04 (1.0) Male: −0.36 (1.6) Male: 0.01 (1.5)

Female: 0.31 (1.1) Female: −0.04 (0.9) Female: 0.28 (1.5)

Weight z score, mean (SD) Male: 0.10 (1.3) Male: 0.08 (1.7) Male: −0.68 (1.9)

Female: 0.81 (1.2) Female: 0.14 (0.9) Female: 0.68 (1.4)

BMI z score, mean (SD) Male: 0.06 (1.2) Male: 0.36 (1.2) Male: −0.9 (1.5) Male: <.01*†

Female: 0.65 (1.4) Female: 0.11 (1.2) Female: 0.71 (1.1)

Beighton score, mean (SD) 3.56 (3.0)‡

Ghent score, mean (SD) 2.10 (2.2)‡

Sequencing for known CTD genes
(21 patients)

FBN1 c.3208+55_60
delTCTTTA in intron 25 (1)

FBN1 p.Arg2726Trp c.8176C>T
in exon 64 (2)

Variant identified (no. of patients
with variant)

FBN1 p.Glu1584Lys c.4750
G>A in exon 38 (1)

FBN1 p.Ala986Thr c.2956G>A
in exon 24 (1)

TGFBR1 p.24_26del AlaAlaAla
(6 Ala allele) in exon 1 (4)

Atopy (%)§ 71 86 88

PPI-confirmed EoE (%) 71 69

Eosinophilic gastritis 17% (n = 7)

Eosinophilic duodenitis 7% (n = 3)

Eosinophilic colitis 2% (n = 1)

The most recent available height and weight were obtained from EMRs. Healthy subjects and patients with EoE but without CTDs, excluding the
known patients with EoE-CTD, were randomly selected from the EGID database to match the overall total of 29 male and 13 female patients with
EoE-CTD identified in this study. Age and BMI were calculated for all healthy subjects and patients with EoE and 28 male and 11 female subjects
of the 42 patients with CTDs because height and weight data were not available for 3 of the patients with EoE-CTD. The frequency of pathologic
extraesophageal disease is reported for the 10 patients described in the text. The total here is greater than 10 because 2 patients had simultaneous
eosinophilic gastritis and duodenitis in addition to the esophageal pathology. Where blank, data were either not obtained or no significant
differences were noted among the groups. Statistical comparisons between groups were made by using a 2-tailed t test with the assumption of equal
variances.
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*
Patients with EoE-CTD were statistically different from healthy control subjects.

†
Patients with EoE-CTD were statistically different from patients with EoE without CTDs.

‡
Beighton scores were determined for 18 patients, and Ghent scores were determined for 20 patients.

§
Atopy was defined as any evidence of allergic rhinitis, asthma, or eczema.
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