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Abstract: Crohn’s disease is a chronic inflammatory disease that can affect any part of the
gastrointestinal tract. Classically the disease has a predilection for the distal small bowel and
colon and presents with dominant symptoms of abdominal pain and diarrhea. This case report
describes a 38-year-old woman with Crohn’s disease who presented with odynophagia. Direct
visualization of the oropharynx revealed a large serpiginous Crohn’s disease ulcer. A precipi-
tous drop in hemoglobin prompted a series of gastroenterologic investigations that confirmed
both ileal and oropharyngeal Crohn’s disease. This manuscript describes the presentation of
oropharyngeal Crohn’s and reviews previous reports and management options.
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Introduction

Crohn’s disease involves chronic inflammation of the mucosal tissues that may advance
to fissuring ulcers, sinus tracts, submucosal fibrosis, transmural lymphoid infiltrates
and serositis, affecting any part of the alimentary tract.!? The etiology of Crohn’s dis-
ease remains to be elucidated, however, it likely occurs as a consequence of luminal
antigens [microbial and/or dietary] triggering an uncontrolled mucosal and systemic
inflammatory response in a genetically predisposed individual.** While the peak age
of onset is between 15 and 25 years of age, individuals can be of any age at the time of
disease onset. Typical symptom presentation includes abdominal cramping, diarrhea,
weight loss, and anemia. The diagnosis of Crohn’s disease requires a combination of
endoscopic and histological evaluations to differentiate it from other forms of chronic
gastrointestinal inflammation.’

Crohn’s disease is most common in the distal small bowel and colon. At the time
of presentation, 80% of patients have small bowel disease (predominantly distal
ileum), 50% have ileocolitis, and only 20% have disease limited to the large bowel.’
Rarely does Crohn’s disease present with symptoms localized to the oropharynx or
upper-gastrointestinal tract.’

Case presentation

A 38-year-old female presented to her family doctor with a 2-week history of throat
pain, odynophagia, and an associated 5.4 kg weight loss. She noted a history of fre-
quent oral “canker sores”. Throat swabs were negative for infectious etiologies and
there was no improvement with two separate courses of antimicrobials. There were no
genital ulcers or eye symptoms noted by the patient and none on examination. When
the throat pain and odynophagia progressed to the point of significantly limiting oral
intake the woman was admitted to the otolaryngology specialty service for further
investigation and treatment. Direct visualization of the oral pharynx revealed a large
2 cm, serpiginous ulcerating lesion proximal to the pyriform fossae. Given the fact
that the patient was a one pack per day smoker, the diagnosis of a primary malignant
lesion was entertained.
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Before a biopsy of the lesion could be arranged a drop in
the patient’s hemoglobin from 112 g/L to 65 g/L occurred
over a 36-hour interval. The patient noted some increase in
bowel frequency and bright red blood mixed with the feces.
Consultation to the Gastroenterology Service was initiated
and a esophago-gastro-duodenoscopy revealed a normal
esophagus, stomach, and proximal duodenum with no obvi-
ous upper gastrointestinal source to account for the anemia.
Colonoscopy demonstrated a normal peri-anal region, rec-
tum, and colon; however, on intubation into the terminal
ileum, there were several long, discrete deep ulcers and
exudate (Figure 1). Histologic analysis confirmed Crohn’s
disease. With this finding of Crohn’s disease in the terminal
ileum the esophago-gastro-duodenoscopy was repeated with
the aim of carefully inspecting the oropharynx for evidence or
oropharyngeal Crohn’s disease. A large (2 X 2 cm), irregular,
non-bleeding ulcer was seen in the oropharynx, consistent
in size and location with the one identified during direct
visualization (Figures 1 and 2). Histologic analysis of the
oropharyngeal ulcer confirmed Crohn’s disease. On retro-
spective questioning the patient recalled a 3-year history of
intermittent diarrhea (5-6 bowel movements per day) with
intermittent blood in the stool, and associated abdominal
cramping and occasional vomiting. The patient’s mother
had a history of ulcerative colitis. There was no other family
history of inflammatory bowel disease.

Following the patient’s endoscopic examinations and
diagnosis of Crohn’s disease, treatment was initiated with
methylprednisolone 40 mg intravenously every 12 hours and
azathioprine 150 mg po daily. Following 3 days of intrave-
nous steroid treatment the patient had significantly improved,
noting cessation of her diarrhea and rectal bleeding as well

Figure | Endoscopic view of the terminal ileum with evidence of large deep
serpiginous mucosal ulceration (double headed arrows).

as marked improvement of her throat pain and odynophagia.
After 5 days the patient was ingesting a regular diet and the
intravenous steroid treatment was changed to oral prednisone.
The woman was discharged home on a tapering dose of pred-
nisone (initially 40 mg daily, and tapering over 16 weeks to
zero) and azathioprine 150 mg daily.

The patient remained in clinical remission on mainte-
nance azathioprine 150 mg per day for 8 months at which
point she began having recurrence of throat pain and odyno-
phagia. Symptoms of abdominal pain and diarrhea were not
a feature of the relapse. Endoscopic examination revealed
recurrence of the oropharyngeal ulceration. Infliximab,
5 mg/kg, was initiated at week 0 and 2. Within 6 days after
the fist infusion there was almost complete resolution of the
oral symptoms. Infliximab every 8 weeks as scheduled
therapy and azathioprine 150 mg per day were continued as
maintenance therapy.

Discussion

The first case report of oropharyngeal Crohn’s disease was
described in 1969 (6). Since then, it is estimated that only
0.5% to 20% of Crohn’s disease patients will have some
oropharyngeal involvement of Crohn’s disease with perhaps
a higher incidence in children.”® Oral findings in Crohn’s
disease are most commonly intermittent shallow aphthous
ulcers, but much less commonly include mucogingivitis,
mucosal tags, lip swelling, and pyostomatitis vegetans (ulcer-
ation with mucosal and gingival pustules). Large oropharyn-
geal ulcers, as seen in this case, are rarely described.® The
differential diagnosis of oropharyngeal ulceration extends
beyond inflammatory bowel diseases to include infectious
(tuberculosis, toxoplasmosis, syphilis), infiltrative (sarcoid),
inflammatory (Behget’s), caustic, and neoplastic (lymphoma,
squamous cell carcinoma) etiologies.’

The partiality of Crohn’s disease for one region of the
gastrointestinal tract versus another is not completely under-
stood. Compromised oral mucosal integrity secondary to
reduced circulating salivary IgA levels has been postulated
as a pathogenic mechanism in oral Crohn’s disease.! Another
separate hypothesis involves a hypersensitive cellular and/or
humoral immune response to oral antigens in Crohn’s patients
with altered immune regulation.’

Proximal and oropharyngeal gastrointestinal tract Crohn’s
disease is difficult to diagnose and carries its own prognostic
and treatment implications. Thorough history-taking, direct
visualization, and tissue biopsy are all important steps in
establishing the diagnosis.' In this regard, a systematic evalu-
ation of the mouth by physicians or dentists is an important
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Figure 2 Endoscopic view of the oropharynx showing the 2 x 2 cm ulcer. Double-headed arrows outline the inner diameter of the ulcer. E, epiglottis.

step in the diagnostic process.” Gastroscopy by experienced
gastroenterologists will identify oropharyngeal Crohn’s
disease in only 50% of patients.® This low identification rate
is attributed to the limited examination of the oro-and hypo-
pharynx by endoscopists during intubation of the esophagus.
Indeed, the initial gastroscopy performed in this patient did
not identify the oropharyngeal ulcer. Only after the colonos-
copy had identified terminal ileal Crohn’s disease did a repeat
gastroscopy and careful visualization of the oropharyngeal
region confirm the Crohn’s oropharyngeal ulcer.

Conflicting data exists on the frequency of granulomas
seen on biopsy in oral Crohn’s disease lesions. Ramzan et al
found the proportion of oral lesions attributable to Crohn’s
disease having granulomas on biopsy to be less than 10%.°
Conversely, Ganesh et al found 75% of patients in their
sample to have granulomas.” There were no granulomas in
the biopsies obtained from this patient.

Successful treatment of oropharyngeal Crohn’s disease
has been achieved, in isolated case studies by laser therapy
and nutrition, however, pharmacologic therapy remains the
mainstay. It is estimated that less than 25% of oropharyn-
geal Crohn’s disease resolve spontaneously.!’ In a single
case report, laser therapy achieved a successful outcome in
treating an isolated oral Crohn’s lesion.'? A variety of phar-
macologic agents have been investigated for the treatment
of oral Crohn’s disease and remain the mainstay of therapy.
Turchi et al illustrated the success of corticosteroid induced
remission followed by mesalamine maintenance therapy
with no relapse after 6 months.! Infliximab is a chimeric
monoclonal antibody against tissue necrosis factor alpha
(TNF-alpha) that has an established role in the initiation'
and maintenance'* of remission in moderate to severe fistu-
lizing and non-fistulizing Crohn’s disease.'*!¢ Oral Crohn’s
lesions resistant to mesalamine and corticosteroid therapy

have been described to respond to infliximab therapy with
significant symptom improvement seen with the initial infu-
sion.!"' Thalidomide is an oral immunomodulatory and anti-
angiogenic medication that has been shown to completely
resolve oral granulomatous lesions, including oral Crohn’s
disease in cases refractory to other immunomodulatory
agents such as azathioprine.'”® However, the high incidence
of dose-dependent and dose-independent adverse effects has
limited its use.

In summary, oropharyngeal Crohn’s disease presents a
diagnostic and therapeutic challenge to clinicians. The lesions
of oropharyngeal Crohn’s disease are frequently missed at the
time of endoscopy, resulting in delay of diagnosis, and the
associated odynophagia often leads to limited oral intake and
subsequent weight loss. Indirect laryngoscopy can provide
initial identification of the oral ulcerations, and in the absence
of neoplasia on biopsy, a careful search for luminal Crohn’s
disease should be undertaken. The oropharyngeal Crohn’s
disease in this patient had an initial response to corticoste-
roids and azathioprine, however the response could not be
maintained despite azathioprine therapy. Infliximab therapy
rapidly induced and maintained a second response.

Disclosures
None of the authors have conflicts of interest to disclose.

References

1. Turchi RM, Soriano H, Rodgers GL. Tb or not TB:Crohn’s disease
presenting with tonsillar granulomas. Otolaryngol Head Neck Surg.
2006;134:528-30.

2. Yantiss RK, Odze RD. Pitfalls in the interpretation of nonneoplastic
mucosal biopsies in inflammatory bowel disease. 4m J Gastroenterol.
2007;102:890-904.

3. Baumgart DC, Sandborn WIJ. Inflammatory bowel disease:clinical
aspects and established and evolving therapies. Lancet. 2007;
369:1641-57.

Clinical and Experimental Gastroenterology 2008: |



Mohamed et al

10.

11.

12.

. Fedorak RN, Madsen KL. Probiotics and the management of

inflammatory bowel disease. Inflamm Bowel Dis. 2004;10:286-99.

. Bradley PJ, Ferlito A, Devaney KO, Rinaldo A. Crohn’s disease mani-

festing in the head and neck. Acta Otolaryngol. 2004;124:237-41.

. Dudeney TP. Crohn’s disease of the mouth. Proc R Soc Med.

1969;62:1237.

. Pittock S, Drumm B, Fleming P, et al. The oral cavity in Crohn’s disease.

J Pediatr. 2001;138:767-71.

. Harty S, Fleming P, Rowland M, et al. A prospective study of the

oral manifestations of Crohn’s disease. Clin Gastroenterol Hepatol.
2005;3:886-91.

. Johnson DA, Cattau EL, J, Hancock JE. Primary Crohn’s disease of

the oropharynx. Ear Nose Throat J. 1985;64:534—6.

Ramzan NN, Leighton JA, Heigh RI, Shapiro MS. Clinical sig-
nificance of granuloma in Crohn’s disease. Inflamm Bowel Dis.
2002;8:168-73.

Mahadevan U, Sandborn W1J. Infliximab for the treatment of orofacial
Crohn’s disease. Inflamm Bowel Dis. 2001;7:38-42.

Giller JP, Vinciguerra M, Heller A, Kunken FR, Kahn E. Treatment
of gingival Crohn’s disease with laser therapy. NY State Dent J.
1997,63:32-5. [PMID:9188263].

13.

14.

15.

16.

17.

18.

Targan SR, Hanauer SB, van Deventer SJ, Mayer L, Present DH,
Braakman T, DeWoody KL, Schaible TF, Rutgeerts PJ. A short-term
study of chimeric monoclonal antibody cA2 to tumor necrosis factor
alpha for Crohn’s disease. Crohn’s Disease cA2 Study Group. N Engl
J Med. 1997;(15):1029-35.

Hanauer SB, Feagan BG, Lichtenstein GR, Mayer LF, Schreiber S,
Colombel JF, et al. Maintenance infliximab for Crohn‘s disease:the
ACCENT I randomised trial. Lancet. 2002;359(9317):1541-9.
Cardoso H, Nunes AC, Carneiro F, Tavarela Veloso F. Successful
infliximab therapy for oral Crohn’s disease. Inflamm Bowel Dis.
2006;12:337-8. [PMID:16633058].

Staines KS, Green R, Felix DH. The management of fistulizing
oral Crohn’s disease with infliximab. J Oral Pathol Med.
2007;36:444-6.

Ottaviani F, Schindler A, Capaccio P, Petrone M, Bianchi PG. New
therapy for orolaryngeal manifestations of Crohn’s disease. Ann Otol
Rhinol Laryngol. 2003;112:37-9.

Hegarty A, Hodgson T, Porter S. Thalidomide for the treatment of
recalcitrant oral Crohn’s disease and orofacial granulomatosis. Oral
Surg Oral Med Oral Pathol Oral Radiol Endod. 2003;95:576-85.

Clinical and Experimental Gastroenterology 2008:1




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


