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Abstract

Introduction: Crohn’s disease (CD) is classically described as a chronic granulomatous inflammatory bowel
disease, laryngeal and other otolaryngologic manifestations of CD are uncommon and may be subtle, as laryngeal
involvement by CD has been reported in only six cases in the medical literature.

Objective: we describe a case of an Egyptian man with extra intestinal CD that involves the supraglottic and
subglottic regions, but with skipping of the glottis.

Conclusion: This case demonstrates the need to be oriented with extra intestinal CD especially if the lesion was
mainly laryngeal, and therefore, a high degree of suspicion is necessary to diagnose the disease, as early recognition
is imperative, and we recommend a detailed study on a large number of patients with inflammatory bowel disease
(IBD) and CD on the long term effect of colectomy on development of extra intestinal manifestations, as we suspect

that colectomy might have triggered the onset of airway involvement many years later.
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manifestations; Steroid resistant Crohn’s disease

Introduction

Crohn’s disease (CD) is classically described as a chronic
granulomatous inflammatory bowel disease. Its pathologic findings
include noncontiguous chronic inflammation and non caseating
granulomas. Any segment of the gastrointestinal tract (GIT) can be
involved in the disease process, but it is unusual for the disease to
extend into the upper aerodigestive system [1].

It is associated with a unique set of potential intra luminal and
extra luminal complications that can have markedly different courses
in individual patients. The intraluminal manifestations are well-known
by clinicians and will not be the focus of this review [2].

The most common extra intestinal manifestations are central
and peripheral arthritis, hepatobiliary disease, cutaneous and ocular
manifestations [3]. However, laryngeal and other otolaryngologic
manifestations of CD are uncommon and may be subtle [4].

Here, we describe a case of an Egyptian man with extra intestinal CD
that was marked by quiescent involvement of the lower gastrointestinal
tract and florid involvement of the supraglottic and subglottic regions,
but with skipping of the glottis.

Case Report

A 48-year-old man presented to Otorhinolaryngology department,
Ain Shams University hospital in November 2011, complaining of
failure of decanulation from tracheostomy, which was performed 2
years ago, his condition started since adulthood, as he has had long-
lasting GIT symptoms since 1984, he has had bouts of urgency with
incontinence as well as intermittent abdominal pain, at that time he
was diagnosed with a possible ulcer versus appendicitis due to severe
abdominal pain, then laparotomy was performed, at which point
multiple small bowel lesions were found with pathology consistent
with CD. Then resection of the diseased small bowel was performed,
after that, he was on postoperative medication and ended up
having significant diarrhea up to 25 times per day, he suffered from
malabsorption and weight loss for many years afterward.

In 1985, a recurrence of the CD at the surgical anastmosis occurred,
a surgeon started him on Questran® for few years, hence the patient
improved, but in 1995, his symptoms had returned with diarrhea and
mild pain, with no history of specific medications at that point.

In the years 2005 through 2006, he received medication in the form
of Pentasa®, Imuran® for varying amounts of time to control his GIT
symptoms

In 2009, he started to complain of symptoms sounds Obstructive
Sleep Apnea, Uvulopalatopharyngoplasty (UPPP) was performed, but
he had ongoing symptoms in spite of this; in addition he had some
symptoms of dysphagia on occasion for both solid and liquids. On
examination, there was mild stridor at rest, his voice was slightly muftled
as well, flexible nasopharyngoscopy with stroboscopy was performed,
showed extensive supraglottic edema involving the aryepiglottic folds,
mucosa over the cricoarytenoid joints and the epiglottis

At that time, blood work for sarcoidosis work up was done, which
was negative, and the patient was placed on pulse dose of Prednisone
for two weeks only, hence the patient noticed mild improvement
of his symptoms during day, but he still complained at night, then
flexible endoscopy was repeated; revealed mildly decreased edema
particularly on the right aryepiglottic fold, an awake tracheostomy
was performed, and a microlaryngoscopy with CO, Laser vaporization
of left aryepiglottic fold with biopsies from left aryepiglottic fold and
redundant mucosa over arytenoids; which showed numerous non
necrotizing granulomatous inflammation with fibrosis, edema and
lymphangiectasia, many of the granulomas centered on or within
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lymphatics (favors laryngeal CD) (Figures 1 and 2), in addition his
septic and lymphoma work up were negative.

Laboratory work showed Na= 138, Cl= 102, urea= 1.1, normal
creatinine, normal Ca, Phosphrus= 1.2, Mg= 0.68, total bilirubin=
11, alk Phosphatase= 83, ALT= 19, AST= 17, LD= 116, CBC showed;
WBCs= 4.6, Hb= 12.3, MCV= 84.3, Platelets= 274, ESR= 16, CRP=5.2.

Six weeks later another session of Laser vaporization of the
redundant edematous left aryepiglottic fold was done, and the
pathological assessment was repeated and revealed the same previous
findings, special stains for fungi and Acid fast bacilli were performed
and no organisms were identified, in addition to negative tuberculin
test or PPD test., with negative serology for Q fever and brucellosis.

After that flexible nasopharyngoscopy was performed and it
showed much improvement of supraglottic larynx, particularly on
left side, but he can’t cork the tracheostomy at night, so in 2010, a 3™
procedure was done (CO, Laser partial supraglottic laryngectomy)
mainly of right side, followed by another colonoscopy that revealed
clearly inflamed mucosa with several discrete ulcers at area of previous
anastmosis, with random biopsies taken to be examined pathologically,
which revealed focal congestion and hemorrhage with increase in
lymphocytic infiltrate in the lamina propria, without evidence of active
colitis. Upper GIT endoscopy showed only mild duodenitis.

Two months later, nasopharyngoscopy was done, revealed
redundant mucosa over the right arytenoids and post cricoids region
(which was not present previously) that herniating into the posterior
larynx, so a 4™ session of Laser was done to excise the redundant
tissue, and four weeks later a 5" session was done for excision of
recurrent redundant postcricoid mucosa, which was indrawing over
the posterior larynx on inspiration. Then the patient was placed on a
regimen consisted of imuran 150mg PO daily, Calcium, Vitamin D,
and Rimacade®.

In 2011, flexible nasopharyngoscopy performed at Kobri El
Koba Military Hospital showed cobble stone appearance of the
nasopharyngeal side of the soft palate, in addition to the redundant
tissue over the right aryepiglottic fold and over right arytenoids, but
with much improvement of left aryepiglottic fold (Figure 3).Overall ,

non necrotizing granulomas with fibrosis and lymphangiectasia (X 200).
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Figure 2: Higher magnification of the non necrotizing granuloma showing lym-

phocytes, plasma cells and multinucleated giant cells. (X400).

Figure 3: Flexible nasopharyngoscopy showed redundant tissue over the right
aryepiglottic fold and over right arytenoids, but with a much improvement of left

aryepiglottic fold.

however, he certainly has had an adequate supraglottic airway at rest
and when awake, but by advancing the fibroptic laryngoscopy down
to the level of tracheostomy, it revealed subglottic circumferential
narrowing by granulomatous swelling (Figure 4), and this was the cause
hindering the decanulation which was further needed after controlling
of the activity of the systemic disease, but with fear from its recurrence
or the development of sever stenosis if Laser excision was done, then
the patient was placed on a regimen consisted of local intralesional
injection of steroid (Kenacort A 40mg) twice with two weeks interval,
and Methotrexate (25mg IM every 2 weeks), this regimen revealed
moderate improvement so the patient continued on this regimen .

Discussion

Crohn’s disease is a well-known inflammatory bowel disease (IBD)
of unknown etiology marked by relapsing and remitting granulomatous
inflammation of the alimentary tract [4].

Extra intestinal manifestations of Crohn’s disease (CD) may
appear anytime during the course of the disease process and may be
the initial presentation. Findings are nonspecific, primarily edema and
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Figure 4: Flexible nasophawngosob‘)./“éhowed subglottic circumferential nar-
rowing by granulomatous swelling .

ulcerations, and may be confused with a multitude of other disease
processes. Awareness of these manifestations in the head and neck will
prevent misdiagnosis or a delay in diagnosis [4].

The extra intestinal involvement of CD is becoming more readily
identified [5], it has been reported in 36% of patients with CD [1].
And more than 40% of them experience cutaneous manifestations.
However, involvement of the aerodigestive tract has been documented
in the literature, and oral manifestations of CD have been noted
to precede its gastrointestinal appearance in 26 to 60% of cases [1].
Recurrent aphthous ulcer is the most common oral manifestation of
inflammatory bowel disease (IBD) and is a frequent finding in CD.
The other disease-specific oral manifestations include mucosal tags,
lip swelling, fissures, buccal mucosal swelling or cobble stoning, deep
linear ulcerations and localized mucogingivitis [6] but, involvement of
the esophagus has been reported to occur in fewer than 2% of cases [1].

Although historically considered a relatively rare phenomenon,
there is a wide variety of pulmonary symptoms that occur with IBD
and CD [3], the varied symptomatology is related to the location of
pulmonary involvement, as it may affect the upper airways, the lung
parenchyma, and pulmonary vasculature. Pulmonary involvement is
even more prevalent when considering persons with subclinical disease.
While overt pulmonary symptoms may be uncommon, abnormalities
on pulmonary function testing have been noted in >60% of those
with CD [7]. IBD can affect virtually every part of the airway, patients
typically present with hoarseness and cough early in the course of their
bowel disease; however, there is often a significant delay in diagnosis.
There is usually a good response to inhaled corticosteroids, although
laser ablation has been used in refractory cases [8].

However, laryngeal involvement by CD has been reported in
only six cases in the medical literature [5]. Here we describe the 7%
case of laryngeal Crohn’s disease, as our case revealed the presence
of supraglottic edematous tissue that involved the epiglottis and
aryepiglottic folds, the mucosa over arytenoids, and lastly the post
cricoid and subglottic regions. Repeated biopsies have shown a
granulomatous process suggestive of Crohn’s (considering his
past history and excluding other suspected diseases as sarcoidosis,
lymphoma, tuberculosis, fungal granulomas, Q fever and brucellosis)

Corticosteroid drugs are the mainstay treatment of CD related

airway involvement, the route, dosage, titration and duration of
treatment vary in different patients and are largely empirical. Oral
steroids are more readily efficacious, enabling quicker control of
symptoms and are indicated in patients with moderate or severe airway
involvement [9] but it may have transient or imperceptible effects, and
in some patients the illness is refractory to any form of therapy [10].

The other medical options of CD consist of 5-aminosalicylic
acid (5ASA) with or without steroids depending on the activity
of the disease. Immunosuppressive drugs like azathioprine, 6
mercaptopurine, cyclosporin A and methotrexate are used when there
is failure of response to corticosteroids [6]. In 2003, Ottaviani reported
a rare case of extra-intestinal CD resistant to steroid therapy, which
was successfully treated with infliximab, a chimeric antibody directed
against TNF-alpha that is the only registered agent for the treatment
of CD[11].

On the contrary to the previous studies and to Croft and Wilkinson
[12], who reported a case of laryngeal involvement of CD that resolved
with the use of oral steroids and also Kelly et al. [15] who reported two
cases of Crohn’s involvement of the larynx, both of which improved
with oral steroids, as well as Ottaviani [13] who reported that Oral and
laryngeal involvement were treated successfully by steroids [11]. Our
case showed only very mild improvement of the laryngeal edema on
the standard medical management with systemic steroid therapy (short
course therapy) and Imuran, which may be attributed to the extensive
involvement of the larynx, therefore, he has had multiple interventional
procedures for improving the airway, as much improvement occurred
by Laser surgical excision (this was the typical way the patient responded
as the area that operated upon typically was better), but with relapse at
other sites, with the most favorable results attributed to intralesional
steroid injection and Methotrexate .

But in accordance to our results of failed standard medical
management, Ulnick and Perkins found that the aggressive laryngeal
form of CD has failed to respond to standard medical management
with systemic and topical steroids and 6-mercaptopurine. Even with
surgical intervention, they have only been able to slow the process.
Since performing surgery and increasing the 6-mercaptopurine dosage,
they have been able to lengthen the interval between the patient’s laser
treatments to every 9 to 12 months. Even so, they were significantly
concerned about the progressive laryngeal involvement, which
remained a difficult management problem [1]. This very aggressive
manifestation of CD can be classified technically as metastatic CD
because of its intestinal and extra intestinal involvement [14].

As our patient developed air way symptoms 25 years after
colectomy, which is in accordance to Kelly et al. [15] who found
that in approximately 7% of IBD patients who developed airway
involvement, the onset of respiratory symptoms was weeks to years
after the development of clinically confirmed IBD, and added that
post colectomy patients are not immune to the development of airway
involvement (which may be severe) and colectomy may be a risk factor
for onset and progression of severe airway involvement

Conclusion

This case demonstrates the need to be oriented with extra intestinal
Crohn’s disease especially if the lesion was mainly laryngeal, and
therefore, a high degree of suspicion is necessary to diagnose the
disease, as early recognition is imperative, to be proactive in the
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management of these patients. , and we recommend a detailed study
on large number of patients with IBD and CD on the long term effect
of colectomy on development of extra intestinal manifestation , as we
suspect that colectomy may trigger the onset of airway involvement
many years later.
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