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Abstract 
Isolated esophageal ulcerations in Crohn’s disease pose a great challenge in diagnosing and providing the correct treatment. We present the 
case of a 23-year-old woman with recurrent episodes of oral aphthosis, dysphagia, odynophagia and heartburn. Upper digestive endoscopy 
revealed an irregular mucosa with multiple ulcerations with irregular margins within the mid-esophagus. Immunoglobulin G (IgG) for 
cytomegalovirus and herpes virus were both positive. Four years after, she presented with the same symptoms and the involvement of 
ileo-colonic lesions, with pathological findings helped establish the Crohn’s disease diagnosis. Crohn’s disease represents an idiopathic 
chronic inflammatory gut disease, which can affect any part of the digestive tract. The onset by esophageal disease and no intestinal 
involvement is rare and challenging for a proper diagnosis. 
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 Introduction 

Crohn’s disease represents an idiopathic chronic 
inflammatory gut disease, which may affect any part of 
the digestive tract [1, 2], even though is usually confined 
to the small and large intestine, ileal involvement being 
the most frequent. The inflammation is segmental, granulo-
matous and transmural [1–3], and can be complicated with 
segmental stenosis, fistulas or perforation. Ileo-colonic 
disease is noted in 40% of cases, small bowel is involved 
in 30%, while esophageal Crohn’s disease has an estimated 
prevalence of 0.2–3% of patients with ileo-colonic inflam-
mation [2]. Isolated esophageal cases are rare [1–4] and 
the onset at the upper digestive part is very uncommon [5], 
over 100 cases being reported [6]. The most frequent 
symptom in esophageal Crohn’s disease is dysphagia [3], 
caused initially by ulcer formation and concomitant oro-
pharyngeal ulcerations noted in 1/3 of cases [4]; later on, 
strictures, fistulas or even perforations may occur [1–4]. 

Most cases of esophageal Crohn’s disease have small 
or large bowel involvement at the moment of diagnosis 
[4–10]. The onset with esophageal disease and no intestinal 
involvement is rare and challenging for a proper diagnosis 
[1, 10]. Upper endoscopy may reveal aphthous or sometimes 
giant ulcers, deep ulcerations, nodularity, pseudopolyps, 
erythema, and in advanced stages strictures or fistula 

[2–4, 7]. Three stages of esophageal involvement are 
described [2]: first stage with inflammation, edema, erosions 
and elongated ulcers, but no dysphagia or odynophagia; 
a second stage with esophageal stenosis and mucosal 
bridges and a third stage with permanent strictures often 
imposing surgical management. Pathological diagnosis 
includes inflammatory abnormalities, with acute [3] and 
chronic characteristics [4], ulcers and non-caseating 
granuloma [3], which represents the main criteria for 
diagnosis. However, it is present in less than 25–30% of 
biopsies because of its deep mucosa location and lamina 
muscularis [2]. 

Esophageal Crohn’s disease diagnosis is rather difficult 
in cases where no bowel involvement is present. Although 
ileo-colonoscopy may detect subtle lesions in the ileum or 
colon and biopsy may reveal microscopic inflammation, 
a definite diagnosis of isolated esophagitis requires 
exclusion of other causes, such as viral or reflux 
esophagitis, Behçet disease, epidermolysis bullosa, drug 
induced ulcers induced or carcinoma [2]. In some cases, 
the occurrence of ileo-cecal involvement months or years 
after the onset can clarify the diagnosis. 

Oral Crohn’s disease is often a clinical manifestation 
unrecognized or overlooked by the gastroenterologists [6], 
although a prevalence between 20–50% has been reported. 
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The clinical signs are variable and may include swelling 
of the lips and gingival mucosa, cobblestone appearing 
of the buccal mucosa, aphthous-like ulcers (sometimes 
with yellow-gray center and red halo), mucosal tags. The 
differential diagnosis includes mycobacterial infections 
(tuberculosis and atypical mycobacteria), tertiary syphilis, 
mycotic infections (Cryptococcus and Histoplasma) and 
non-infectious causes (such as Behçet disease and oro-
facial granulomatosis) [6]. 

Aim 

The aim of the study is to discuss the atypical onset 
– esophageal and oral ulcerations in Crohn’s disease, in 
a young woman. 

 Case presentation 

We report the case of a 23-year-old woman, who has 
came in Department of Gastroenterology and Endoscopy, 
Emergency County Hospital, Craiova, Romania, in April 
2012, with dysphagia, odynophagia and heartburn, which 
lasted three months and with no response to proton-pump 
inhibitor (PPI) therapy. Upper digestive endoscopy revealed 
an irregular mucosa with multiple ulcerations within the 
mid-esophagus. Biopsies showed only inflammatory 
abnormalities with polymorphonuclear cells, lymphocytes 
and plasma cells. Immunoglobulin G (IgG) for cyto-
megalovirus (CMV) and herpes virus were both positive; 
the serology for human immunodeficiency virus (HIV) 
was negative. A treatment with Isoprinosine, Acyclovir, 
high dose PPIs and prokinetics was instituted; two months 
after the treatment a second-look endoscopy showed only 
small esophageal ulcerations with evident improvement. 

Three years after, three recurrent episodes of odyno-
phagia at two to four months interval occurred, with 
concomitant oral ulceration and almost complete upper 
dysphagia. The patient was admitted into another hospital 
and extensive investigations were performed. Endoscopy 
revealed multiple esophageal ulcerations and multiple 
biopsies were taken; only chronic inflammation with no 
granuloma was seen. A Behçet disease was suspected 
but no genital aphthae were noted, and the diagnosis  
of epidermolysis bullosa was excluded by pathology. 
Colonoscopy revealed normal ileo-colonic mucosa and 
oropharyngeal exudate exam also showed the presence of 
Candida. Because an autoimmune disease was suspected, 
a short course of corticosteroid therapy with concomitant 
use of PPIs, antifungal and antiviral therapy (Acyclovir 
and Isoprinosine) was instituted with clinical remission. 

In 2017, a new episode manifested with dysphagia, 
odynophagia and multiple oral ulcerations has occurred. 
Investigations showed marked anemia, with a value of 
hemoglobin of 8.39 g/dL; white blood count (WBC) was 
15 300 cells/mm3; inflammatory markers were positive, 
with C-reactive protein (CRP) of 154.19 mg/dL and an 
erythrocyte sedimentation rate (ESR) of 115 mm at 1 h. 
HIV antibodies were negative. Oral cavity examination 
revealed multiple ulcerations causing almost total dysphagia. 
An emergency upper digestive endoscopy was performed 
and showed five giant esophageal ulcers with no stigmata 
of bleeding (Figures 1 and 2), gastric and duodenal mucosa 
being normal. Biopsies taken from esophageal ulcers have 
revealed chronic inflammation (Figures 3–6). Two blood 

units were administered and PPI therapy associated with 
a short course of parenteral corticotherapy (two weeks) was 
also initiated; hemoglobin value increased to 9.71 g/dL 
and ESR decreased at 60 mm at 1 h. The clinical evolution 
was favorable with progressive regression of dysphagia 
and odynophagia, but after three weeks, an episode of 
rectal bleeding has occurred. A new colonoscopy was 
recommended and showed marked inflammation of 
ascending colon, with irregular ulcers and nodularity of 
the mucosa; the terminal ileum was also inflamed with 
ulcers (Figures 7 and 8). Eight biopsies were taken from 
terminal ileum and right colon, which were sent to the 
Laboratory of Pathology for microscopic and immuno-
histochemical (IHC) examinations. 

The intestinal mucosa tissues were fixed in 10% 
buffered formalin, embedded in paraffin. At the HM350 
rotary microtome, equipped with a system for transferring 
sections, on a water bath and Peltier cooling system, were 
made 4-μm-thick sections, which were stained with 
Hematoxylin–Eosin (HE). For the IHC study, we used the 
following antibodies: anti-cluster of differentiation (CD) 3 
(monoclonal mouse anti-human CD3, clone F7.2.38, 1/50 
dilution, Dako) for emphasizing the T-lymphocytes; anti-
CD20 (monoclonal mouse anti-human CD20cy, clone L26, 
1/50 dilution, Dako) for the B-lymphocytes detection; anti-
CD204 (purified anti-human CD204, clone J5HTR3, 1/100 
dilution, Invitrogen) for the macrophages detection; anti-
CD79α (monoclonal mouse anti-human CD79α, clone 
JCB117, 1/50 dilution, Dako) for highlighting the plasma 
cells and anti-CD34 (monoclonal mouse anti-human CD34 
Class II, clone QBEnd 10, 1/50 dilution, Dako) for 
highlighting the microvascularization of the ileal and 
colonic mucosa. 

The ileal and colonic biopsies revealed mucosal 
ulcerations with fibrino-leukocytary detritus, and abundant 
granulation tissue, non-caseating epithelioid granuloma 
below suprajacent epithelium, inflammatory infiltrate in 
chorion, with infiltration and dissection of muscularis 
mucosa, irregular muscularis mucosa. Ileal mucosa presents 
villous atrophy, mucosal ulcerations, with fibrino-leukocytary 
detritus, infiltration and dissection of muscularis mucosa, 
and lymphoid aggregate at the interface between mucosa 
and submucosa. 

The colonic mucosa showed frequent erosions and 
necrosis of the surface epithelium, with atrophic, rarefied, 
deformed Lieberkühn glands, with an irregular lumen and 
a rich inflammatory infiltrate composed of lymphocytes, 
eosinophilic granulocytes, plasma cells and macrophages 
(Figures 9 and 10). In the depth of the intestinal wall and 
colon, the inflammatory infiltrate exceeded the muscularis 
mucosa, reaching the submucosa (Figure 11). 

IHC examinations revealed the presence of a large 
number of CD3+ T-lymphocytes, plasma cells, macro-
phages and a smaller number of CD20+ B-lymphocytes 
(Figures 12–15). Immunostaining with anti-CD34 antibody 
revealed the presence of a well-developed blood vessel 
network in the small intestine and colon, especially in 
the areas where inflammatory infiltrate was abundant 
(Figure 16). 

The diagnosis of Crohn’s disease with involvement of 
ileo-colic and esophageal segments was therefore made 
and oral corticotherapy was initiated after pathological 
confirmation with favorable evolution. 
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Figure 1 – Giant esophageal ulcer of anterior esophageal 
wall (endoscopic image). 

Figure 2 – Small ulcerations of esophageal mucosa with 
some white transversal scars. Biopsy forceps with tissue 
sampling. 

 

Figure 3 – Hyperplasia of esophageal basal layer with 
the presence of intraepithelial inflammatory cells. HE 
staining, ×200. 

Figure 4 – Hyperplasia of basal layer, inflammatory 
cells located intraepithelial. HE staining, ×200. 

 

Figure 5 – Esophagitis, subepithelial granulation tissue. 
HE staining, ×100. 

Figure 6 – Esophagitis with subepithelial inflammatory 
infiltrate. HE staining, ×400. 
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Figure 7 – Ulcerations and inflammatory aspect of right 
colon mucosa (endoscopy). 

Figure 8 – Transversal ulcerations of terminal ileum 
(biopsy performed). 

 

Figure 9 – Large ulceration of colonic mucosa with 
epithelial necrosis, fibrino-leukocytary detritus and 
granulation tissue. HE staining, ×200. 

Figure 10 – Colon mucosa with large atrophic, deformed 
glands and abundant inflammatory infiltrate in the lamina 
propria. HE staining, ×100. 

 

Figure 11 – Infiltration and dissociation of muscularis 
mucosa of the colon; irregular thickness of muscularis 
mucosa. HE staining, ×200. 

Figure 12 – Colon mucosa with numerous CD3+  
T-lymphocytes present in the lamina propria. Anti- 
CD3 antibody immunostaining, ×200. CD3: Cluster of 
differentiation 3. 
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Figure 13 – Slightly infiltrating colon mucosa with 
CD20+ B-lymphocytes. Anti-CD20 antibody immuno-
staining, ×200. CD20: Cluster of differentiation 20. 

Figure 14 – Image of an area of the depth of the lamina 
propria of the lining of the colon, heavily infiltrated with 
macrophages. Anti-CD204 antibody immunostaining, 
×100. CD204: Cluster of differentiation 204. 

 

Figure 15 – Image from the superficial part of the 
colonic mucosa, heavily infiltrated with plasma cells. 
Anti-CD79α antibody immunostaining, ×200. CD79α: 
Cluster of differentiation 79 alpha. 

Figure 16 – Colon mucosa with numerous blood vessels 
in lamina propria. Anti-CD34 antibody immunostaining, 
×100. CD34: Cluster of differentiation 34. 

 
The written informal consent was obtained and the 

working protocol meets the requirements of institutional 
ethics code. 

 Discussions 

In the upper digestive tract, the esophagus represents 
the segment with the least involvement in Crohn’s disease 
[2]. Most cases have concomitantly other digestive segments 
affected at the moment of diagnosis and only rarely the 
disease’s debut is at an esophageal level. There are three 
forms of esophageal Crohn’s disease: ulcerative, stenosing 
and asymptomatic (acute disease in children) [10]. When 
no ileo-colic lesions are present, the diagnosis becomes 
rather difficult because many patients have not granuloma 
at mucosal biopsies; some cases can be accurately diag-
nosed only in advanced cases when stricture or fistula 
formation arises, sometimes surgery being necessary. 
Fortunately, our case presented ileo-colic inflammation 
before such complications took place. Even more, the 

disease has a recurrent form and not a chronic continuous 
form. 

It is questionable if an early diagnosis of Crohn’s 
disease would have been made at the first colonoscopy, 
because small and large bowel mucosa was macrosco-
pically normal. Biopsies taken from terminal ileum or 
right colon may show chronic inflammation in some 
cases [11]. 

Three patterns of evolution in esophageal Crohn’s 
disease have been identified [11]: complete remission, 
relapsing and chronic lesions despite corticotherapy. 

The differential diagnosis of esophageal ulceration 
include reflux esophagitis (usually with typical longitudinal 
erosions), viral esophagitis [Herpes simplex virus (HSV) 
and CMV], Candida esophagitis (with white deposits with 
columnar appearance), drug-induced esophagitis (Aspirin, 
Vitamin C, Potassium salts, Doxyciclin), Behçet disease, 
pemphigus or epidermolysis bullosa. Viral esophagitis 
(herpetic, CMV, Epstein–Barr virus esophagitis) appears 
usually in immunosuppressed patients (HIV infection, 
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cancers, chemotherapy, corticosteroids, immunosuppressive 
therapy) [12, 13], but some cases were reported in immuno-
competent patients [14, 15]; ulcers have a volcano-like 
appearance [13] in HSV infection, with concomitant 
herpes labialis or oro-pharyngeal ulcers. In CMV infection, 
ulcers are large, predominant into the distal esophagus and 
accompanied by fever. In our case, the serology revealed 
IgG anti-HSV-1 and anti-CMV, but immunoglobulin M 
(IgM) antibodies for both viruses were negative. However, 
a therapy with Acyclovir and Isoprinosine was tried at first 
diagnosis with slow resolution of the erosions. Another 
case of severe viral esophagitis was published so far with 
stomatitis and pharyngitis preceding ileo-cecal Crohn’s 
involvement [12]. In our case, the onset was made by 
mild esophagitis; oro-pharyngeal aphthosis appearing in 
the disease evolution. We do not know if the first episodes 
of esophagitis were determined by an activation of a latent 
infection with HSV or CMV or were determined by a 
Crohn’s disease of the esophagus from the beginning; 
pathology exam was not supported for CMV or HSV 
esophagitis. The diagnosis of epidermolysis bullosa was 
excluded on pathological examination and the patient 
did not present with any cutaneous lesions suggestive 
for pemphigus. Esophagitis induced by drugs (Aspirin, 
Doxycycline or Potassium salts) was also excluded. 

Regarding Behçet disease, the patient did not present 
with any genital aphthae over time, papulo-pustulous 
lesions, neurological or arterial abnormalities [16]. The 
esophageal ulcers margins were irregular and not round 
or oval shaped as in Behçet disease [16]. Ileo-cecal 
involvement is mainly suggestive for Crohn’s disease and 
not for Behçet disease. 

Esophageal tuberculosis is very uncommon and is usually 
associated with mediastinal lymphadenitis; a polypoid 
aspect with ulceration is present at upper endoscopy [17]. 

Treatment of esophageal Crohn’s disease is variable 
and sometimes difficult. Approximately 50% of patients 
respond to the first line of therapy. Corticotherapy, 
Sulphapyridine, Azathioprine, 6-Mercaptopurine, and 
Cyclosporine can be effective [7, 8, 18]; topical Budesonide 
[4] or anti-tumor necrosis factor alpha (TNF-α) therapy 
may also be used [18, 19]. Antisecretory treatment may 
be required [18, 20] with more effectiveness in gastro-
duodenal involvement [3], while other cases may suggest 
the use of endoscopic treatment [21], such as stricture 
dilation, removable stent placement [22] or it may lead 
to a surgical intervention. 

The difficulty of diagnosis also highlights therapeutic 
challenges. In Crohn’s disease, the use of corticosteroids 
with or without immunosuppressants may be effective 
as first line of treatment; however, these therapies are 
capable of activating a latent HSV or CMV infections 
[23]. Budesonide may be used with good results and 
lower adverse events in ileo-cecal Crohn’s disease, but 
is ineffective in esophageal involvement. 

 Conclusions 

Esophageal onset in Crohn’s disease with concomitant 
HSV and CMV chronic infection is an atypical entity. Delay 
of ileo-colic involvement may prove rather challenging 

for a final diagnosis and also for therapeutic options due 
to the risk of latent CMV and HSV reactivation. Our case 
also associates an oral involvement with esophageal ulcers 
at the onset, which generate problems of differential 
diagnosis. 
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