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Summary: Background. Laryngeal involvement in inflammatory bowel disease is rare. Only 12 cases of laryn-
geal involvement in Crohn disease have been reported until now. Moreover, only one case of laryngeal manifestations

in ulcerative colitis has been reported so far.

Materials and Methods. In this article, we present a patient with ulcerative colitis, who consulted our ear, nose,
and throat (ENT) clinic with laryngeal complaints. Furthermore, a review of current literature was performed.
Results. A concise overview of this rare extraintestinal manifestation and other ENT manifestations of inflammatory

bowel diseases is provided.

Conclusions. Laryngeal manifestations in inflammatory bowel disease are very rare, but these manifestations should

be known by the otorhinolaryngologist.
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INTRODUCTION

Inflammatory bowel disease (IBD) is a group of chronic inflam-
matory disorders involving the gastrointestinal tract, of which
the two major types are Crohn disease and ulcerative colitis.
Besides the gastrointestinal symptoms, patients with IBD can
present with a large variety of extraintestinal manifestations, such
as uveitis, arthritis, pyoderma gangrenosum, erythema nodosum,
episcleritis and sclerosing cholangitis. Sometimes the
extraintestinal manifestations can even present before the onset
of gastrointestinal symptoms.’

Laryngeal involvement in IBD is very rare. To date, only 12
cases of Crohn disease>'? and only one case of ulcerative colitis'
have been reported. We present a patient with ulcerative colitis
suffering from laryngeal manifestations of their disease. Fur-
thermore, a concise literature review is provided to inform
otorhinolaryngologists about the existence of this rare entity and
other ear, nose, and throat (ENT) manifestations of IBD. To our
knowledge, this is only the second case report about laryngeal
manifestations in ulcerative colitis.

MATERIALS AND METHODS

A literature review of the PubMed, Cochrane, and EMBASE da-
tabase was performed. Search terms included ulcerative colitis,
Crohn, inflammatory bowel, IBD, Humira®, adalimumab,
Imuran®, azathioprine, mesalazine, 5-ASA, larynx, hoarse, voice,
Larynge*, Laryngi*, otorhinolaryngolog®, rhinosinusitis,
dysphoni*, Aphoni*. The search retrieved 807 results.

All articles about patients with IBD who had laryngeal mani-
festations were included in this paper. Because of the lack of
large case-control studies, we reviewed case reports, editorials,
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if they included a case report, and case series. Books and opin-
ions were not included. After deduplication and applying the
inclusion criteria, 12 articles were selected. Patient demograph-
ics, symptoms, clinical examination, histology, and treatment are
presented in Table 1.

CASE REPORT
A 23-year-old woman presented at our ENT clinic with recur-
rent hoarseness, a lump sensation in her throat, a thickened left
side of the tongue, and dysphagia for solids. She had no com-
plaints of odynophagia or stridor. She had no relevant medical
or family history, did not smoke, and drank two units of alcohol
a day.

Clinical examination revealed a thick fibrotic epiglottis
(Figure 1), edematous arytenoids, and vocal cord nodules. The
patient was started on corticosteroids, but because there was no
improvement, a magnetic resonance imaging (MRI) was per-
formed. The MRI demonstrated a nonspecific inflammation of
the aryepiglottic folds, epiglottis, and left side of the tongue, sug-
gestive of a nonspecific inflammation or allergy (Figures 2 and
3). Subsequently, a biopsy was taken under general anesthesia.
Anatomopathologic examination showed a nonspecific chronic
inflammation with lymphocytes and macrophages, but without
granulomas. Therefore, the patient was referred to a specialist
in systemic diseases and rheumatology. When the patient pre-
sented at the rheumatologist, she mentioned that recently she
started having bloody diarrhea. Hematologic examination and
serology for autoimmune diseases and angiotensin-converting
enzyme were normal. The patient was referred to a gastroen-
terologist for a colonoscopy. This examination revealed a chronic
inflammation of the colon. The ileum was completely normal.
Biopsies showed crypt abscesses, but no granulomas, sugges-
tive of ulcerative colitis. The patient was started on mesalazine
four times a day. Almost all the laryngeal and gastrointestinal
complaints resolved with this treatment.

DISCUSSION
Patients with IBD present with a chronic inflammation of the
gastrointestinal tract. The inflammation is caused by an excessive
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TABLE 1.
Review of Previous Case Reports Demonstrating Patient Demographics, Symptoms, Clinical Examination, Histology, and Treatment
IBD
Article Type Age Gender Symptoms Clinical Findings Histology Treatment Outcome
Croft Crohn 27 M Dysphagia, Generalized edema, / Systemic Improvement
et al odynophagia, ulcerations, erythema, corticosteroids
(1972) blood-tinged and granulation tissue
expectorate with normal-appearing
false vocal folds
Kelly Crohn 1)22 (1) F (1) Dysphagia, (1) Cricoarytenoid joint: / (1) Oral steroids (1) Improvement, but
et al 2)25 (2) M odynophagia, inflammatory process (2) Oral steroids tracheotomy
(1979) hoarseness (2) Extensive edema of the (2) Improvement
(2) Stridor, upper airway due to
dyspnea submucosal involvement
of the disease
Wilder Crohn 23 F Sore throat and Chronic inflammatory Chronic Corticosteroids, Only after dietary
et al difficulty in changes of the epiglottis granulomatous sulfasalazine, changes
(1980) breathing and aryepiglottic folds reaction Flagyl, regular improvement
diet
Lemann Crohn 24 F Dysphagia, Marked edema of the Chorionic Oral Improvement without
et al cough, and nasopharynx, epiglottis, mononuclear prednisolone recurrence
(1987) mild dyspnea arytenoids, and true vocal infiltrate with a
cords few tuberculoid
granulomas
made of
epithelioid cells
Gianoli Crohn 44 E Odynophagia Normal vocal fold mobility, Nonspecific Prednisolone Improvement after 2 d
and and marked edema of the inflammation
Miller hoarseness posterior commissure
(1994) and arytenoid area,
ulcerations on the right
mid true vocal fold and
posterior part of the left
true vocal fold, ulcerated
epiglottis with
cobblestone appearance
Ulrich Crohn 41 M Progressive Hypopharynx filled with / Humidified Improvement
et al dyspnea, sore inflammatory lymphoid oxygen as
(2000) throat, tissue, deformed, well as i.v.
rhinorrhea, cicatrized epiglottis with Decadron
raspy voice, inspiratory collapse. 8 mg, and
moderate Edematous false cords. ceftriaxone
inspiratory 1g.
stridor
(Continued)
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TABLE 1.
(continued)
IBD
Article Type Age Gender Symptoms Clinical Findings Histology Treatment Outcome
Ulnick Crohn 45 M Hoarseness Supraglottic edema with “Consistent with 6-Mercaptopurine Stabilization
and granulation involving Crohn disease” but no improvement
Perkins epiglottis and false vocal
(2001) cords
Yang Crohn 49 F Mild “tickling” Large submucosal mass Benign squamous Steroids Improvement of the
et al sensation on primarily involving the mucosa and + infliximab arytenoid edema.
(2002) the left side of left arytenoid, lymphoid tissue Arytenoid edema
her throat, approximately 2-3 cm in with follicular persisted.
dysphagia, diameter, prolapsed over hyperplasia and
frequent the laryngeal inlet making occasional small,
throat visualization of the true non-necrotizing
clearing, vocal folds difficult. Right granulomas
morning arytenoid also full, but to
throat a much lesser degree.
soreness, The vocal folds mobile
nocturnal bilaterally.
cough
Ottaviani  Crohn 50 M Severe Marked edema of the No biopsy of (1) Prednisone (1) Worse
et al odynophagia epiglottis and arytenoid larynx (2) Infliximab (2) Resolved lesions
(2003) and area, with multiple
dysphagia. ulcerated lesions of the
epiglottis and laryngeal
vestibule. The epiglottis
had a cobblestone
appearance. The vocal
fold mobility was normal.
Hasegawa Crohn 31 F Recurrent Ulceration of the left vocal Chronic Antibiotics and Improvement, but
et al hoarseness fold extending to the false inflammatory oral, steroids recurrence after

(2009)

vocal fold

process
suggestive of
Crohn disease.
Plasmacytes,
although
markedly
intestinal
manifestations
such as
granulomas,
were not found

(prednisone
30 mg/d) for
5d

6 mo, resolved
after corticoid
spray was
initialized

(Continued)
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TABLE 1.
(continued)
IBD
Article Type Age Gender Symptoms Clinical Findings Histology Treatment Outcome
Price Crohn 15 M Continuous Abnormal appearance of Chronic Infliximab Improvement
et al sensation of the supraglottis with a inflammation
(2013) airway swollen and infantile- and ill-defined
restriction looking epiglottis and granulomas
marked prolapse of the
aryepiglottic folds over
the glottic inlet. The
underlying vocal cords
appeared normal.
Rickli Ulcerative 23 F Hoarseness, Symmetrical, Respiratory Systemic Improvement,
et al colitis exertional pseudotumoral, flesh- epithelium with corticosteroids although mild
(1994) dyspnoea, colored swellings in the severe (initially laryngotracheobronchial
nonproductive glottic or subglottic area, lymphoplasmacytic 1 mg-kg™’ swelling persisted, along
cough and the vocal cords appearing inflammation, prednisone with a tendency to vocal
dysphagia as narrow, white lines. mild proliferation daily) and fatigue and hoarseness
Phonation produced no of granulocytes, topical
movement of the vocal including budesonide
cords. The rima glottidis eosinophils, and
was rigid and too narrow isolated
to allow passage of a histiocytic
5-mm-diameter fiber- collections
optic bronchoscope. The
subglottic cavity
appeared as a long,
narrow, and rigid
channel.
Current  Ulcerative 23 F Hoarseness, a Thickened, fibrotic left side Nonspecific chronic  Mesalazine Improvement
study colitis lump of the tongue, fibrotic inflammation

sensation in
the throat, a
thickened left
side of the
tongue, and
dysphagia for
solids

epiglottis, edematous
arytenoids and vocal cord
nodules

with
lymphocytes and
macrophages,
but without
granulomas

Abbreviation: IBD, inflammatory bowel disease; i.v., intravenous.
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FIGURE 1. Fibrolaryngoscopy demonstrating a thick fibrotic epi-
glottis (white arrow), intubation tube (*).

FIGURE 2. Axial T2-weighted magnetic resonance imaging. Thick-
ened, edematous left aryepiglottic fold (white arrow).

activation of the gastrointestinal mucosal T cells of unknown eti-
ology. Crohn disease is characterized by noncontiguous transmural
chronic inflammation with noncaseating granuloma formation.
It can involve any portion of the alimentary tract. Ulcerative colitis
differs from Crohn disease because it is characterized by con-
tiguous chronic inflammation without transmural involvement.
Furthermore, in ulcerative colitis, the disease is more fre-
quently limited to the colorectal area.'

In IBD, extraintestinal manifestations are seen in 25%—-40%
of patients with IBD, but laryngeal manifestations are fairly rare.
Laryngeal manifestations include edema of the epiglottis and ary-
tenoid area, multiple ulcerative lesions of the epiglottis and
laryngeal vestibule, and inflammation of the vocal cords.”'” Pa-
tients present with dysphonia, chronic cough, odynophagia, or
difficulty breathing. A review of all laryngeal manifestations de-
scribed in the literature is presented in Table 1.

FIGURE 3. Coronal T2-weighted magnetic resonance imaging. Hy-
perintense, edematous left base of tongue (white arrow).

Histological findings vary from nonspecific inflammatory
changes to chronic inflammation with granuloma formation
(Table 1). The differential diagnosis of laryngeal lesions in IBD
is challenging, especially if the diagnosis of IBD has not already
been suggested, because of gastrointestinal symptoms. The def-
inite diagnosis can only be made after exclusion of other laryngeal
diseases with similar manifestations such as sarcoidosis, tuber-
culosis, Behget disease, fungal infection, bacterial infection,
hereditary angioneurotic edema, granulomatosis with polyangiitis,
and gastroesophageal reflux disease.'*"

Besides laryngeal manifestations, other ENT manifestations
are also uncommon. The most frequent ENT manifestations are
oral lesions. Intraoral Crohn disease is observed in 9% of the
diagnosed Crohn cases."' The most common lesions are oral aph-
thous ulcers of the tongue, buccal mucosa, and palate. Other
symptoms include a cobblestoned appearance of the buccal
mucosa, angular cheilitis, thickening and edema of the lips,
gingiva and buccal mucosa, and gingivitis. There may also be
scarring of the mucosa after ulcers have healed.'® Oral lesions
are less common in ulcerative colitis."'®

Respiratory manifestations include tracheobronchitis, tra-
cheal stenosis, bronchiectasis, granulomatous bronchiolitis, diffuse
or localized interstitial fibrosis, and pneumonitis.'” These mani-
festations are also rare. Pulmonary involvement is most often
subclinical and only presents with an increased lymphocyte count
in the bronchoalveolar lavage fluid or lung function test
abnormalities.'®

Patients with IBD can also present with nasal manifesta-
tions. Sinonasal disease is more frequent in patients with Crohn
disease than in patients with ulcerative colitis.'* Symptoms include
inflammation of the nasal mucosa with erosion, ulcerations, ne-
crosis, and bleeding upon contact. Patients may complain of nasal
obstruction, epistaxis, impairment of smell, purulent rhinorrhea,
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crusting, acute or chronic sinusitis, and deformity of the nasal
pyramid.”"

Lastly, sensorineural hearing loss is described as an
extraintestinal manifestation of IBD, especially in ulcerative colitis.
The hearing loss can be sudden or progressive. Curiously, the
hearing loss can also be unstable, with periods of exacerbation
alternating with periods of partial or complete remission.'” The
exact pathophysiology of hearing loss in IBD remains largely
unknown. It is hypothesized that the hearing loss could be caused
by an immune response because corticosteroids and immuno-
suppressants lead to improvement.”

Most frequently, ENT manifestations will respond well to the
treatment of the gastrointestinal symptoms. Additionally, topical
corticosteroids can be useful. When topical corticosteroids fail
or are not possible, oral corticosteroids become the main therapy.
If there is no response to steroid therapy, then anti-TNF-alfa
therapy may be effective.'' Concerning laryngeal manifesta-
tions specifically, little is known about the best treatment modality.
In the literature, most of the presented cases were treated with
oral or systemic steroids. Mostly, steroids provided improve-
ment of the laryngeal symptoms, although no long-term follow-
up was described (Table 1).

CONCLUSIONS
Still, little is known about ENT manifestations of IBD. Laryn-
geal involvement in IBD is rare, but it should be recognized by
otorhinolaryngologists.
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