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Ulcers of the small bowel are rare, and in most cases are due to
infections, inflammatory bowel diseases, malignancies or drugs.
When none of these causes is recognized, they are classified as
‘nonspecific’ or idiopathic. Such lesions are uncommon, and in
most cases present with occlusion. A case of a middle-aged
woman with iron deficiency anemia due to occult bleeding, with
negative gastroscopy and colonoscopy is presented. The diagnosis
of a small bowel pathology resembling Crohn’s disease was made
by small bowel follow through and small intestine contrast ultra-
sonography. An ileal ulcer was identified at surgery, and after
resection the patient experienced a stable recovery from the ane-
mia without ulcer recurrence. Neither histology nor clinical or
biochemical features suggested the diagnosis of an inflammatory
bowel disease. Other possible causes were unlikely and the lesion
was therefore diagnosed as idiopathic. This report also focuses on
the need and the modality to investigate the small bowel in iron
deficiency anemia patients.
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Anémie ferriprive causée par un ulcère aspéci-
fique (idiopathique) de l'intestin grêle : mani-
festation rare d'une maladie rare

RÉSUMÉ : Les ulcères de l'intestin grêle sont rares et, la plupart du
temps, ils sont causés par des infections, des maladies inflammatoires de
l'intestin, des tumeurs malignes ou des drogues. Lorsque aucun des ces fac-
teurs étiologiques n'est mis en cause, on les qualifie d'« aspécifiques » ou
d'idiopathiques. Ces lésions se rencontrent rarement et, en général, elles
se manifestent par une occlusion. Voici le cas d'une femme d'âge moyen,
qui présentait de l'anémie ferriprive secondaire à des saignements occultes
mais chez qui la gastroscopie et la coloscopie étaient négatives. Un diag-
nostic de maladie de l'intestin grêle ressemblant à la maladie de Crohn a
été posé à la suite d'un transit baryté et d'une échographie de contraste de
l'intestin grêle. Un ulcère iléal a été repéré à la chirurgie et, après sa résec-
tion, la patiente s'est bien remise de l'anémie, sans réapparition de l'ul-
cère. Ni l'examen histologique, ni le tableau clinique, ni les examens
biochimiques ne laissaient croire à une maladie inflammatoire de l'in-
testin. Les autres causes possibles ont été jugées improbables; la lésion a
donc été classée comme idiopathique. L'article fait également ressortir la
nécessité de l'exploration de l'intestin grêle et la pertinence du choix des
examens chez les patients atteints d'anémie ferriprive.

Capurso.qxd  12/6/02  3:27 PM  Page 855



Ulcers of the small intestine, distal to the duodenum, are
rare (1). The most common causes of these uncommon

lesions are infectious diseases, celiac disease, inflammatory
bowel diseases, malignancies, systemic diseases or drugs.
When none of these causes are clearly recognized, these
lesions are described as nonspecific or idiopathic (1,2). We
report the unusual case of a middle-aged woman with
refractory iron deficiency anemia (IDA) and no specific
gastrointestinal complaints or manifest bleeding, caused by
small bowel ulceration of unknown origin, and diagnosed
by radiological and ultrasonographical techniques. After
surgery a stable reversal of iron deficiency anemia without
evidence of ulcer recurrence was observed.

CASE PRESENTATION
A 55-year-old woman was referred to the authors’ gastroen-
terology department for evaluation of IDA (hemoglobin
5.25 mmol/L, ferritin 5 µg/L, mean cell volume 72 fL/L)
diagnosed one month before due to the sudden appearance
of fatigue and dyspnea. A single fecal occult blood test was
negative, and her primary care physician first referred her
for a hematological consultation, which excluded the possi-
bility of hematological diseases. Subsequently, in accor-
dance with previously published study protocols (3,4), the
patient was referred to the authors’ department for a gas-
trointestinal evaluation. The woman had a hysterectomy at
39 years of age and a laparoscopic cholecystectomy at 48
years of age; she was a blood donor, and showed no evi-
dence of anemia six months before the diagnosis. She had
no relevant diseases and no family history of gastrointesti-
nal pathologies. The dietary iron intake was considered
normal. When specifically asked, she denied gastrointesti-
nal complaints other than an episodic mild abdominal pain,
with no need of treatment or medical care. The patient also
denied consumption of any drugs, including over the count-

er medications, except for a single episode of influenza with
backache treated with ketorolac at low doses for three days
(about three months before the diagnosis of IDA). A com-
plete colonoscopy and a gastroscopy with gastric and duo-
denal biopsies to rule out possible bleeding and
nonbleeding-related gastrointestinal causes of IDA were
carried out, as described elsewhere (3). All investigations
showed negative results. According to published guidelines,
initial small bowel investigations in patients with nontrans-
fusion-dependant IDA, especially in the absence of evi-
dence of bleeding and of specific gastrointestinal symptoms,
is not suggested (5,6). The patient was prescribed oral iron
therapy, and a three month follow-up was scheduled.
Despite iron therapy, three months later she still had IDA,
as detailed in Table 1. Fecal occult blood was repeated on
three consecutive samples, with positive results on two. The
patient was still asymptomatic; specifically, she denied
abdominal pain, manifest bleeding, weight loss, fever or
diarrhea. The small bowel was then evaluated with a small
bowel follow through (SBFT) (Figure 1) and a small intes-
tine contrast ultrasonography (SICUS) (Figure 2) (7). Both
examinations revealed different narrowed segments of the
distal ileum proximal to the terminal ileum, accompanied
by antimesenteric small bowel dilation. Moreover, SICUS
revealed increased wall thickness for a length of 15 cm
along the distal ileum (Figure 2). These findings raised the
suspicion of Crohn’s disease or of a neoplasia. An abdomi-
nal magnetic resonance confirmed the thickening of the
ileal wall for a length of about 10 cm, with the absence of
lymph nodes, stenosis or other significant findings. A
colonoscopy, with ileoscopy of the last 15 cm of the termi-
nal ileum, was repeated and resulted negative, including
normal histology of the colon and of the terminal ileum.
Stool cultures for bacteria (including salmonella, shigella,
yersinia, campylobacter) and parasites, serology for human
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TABLE 1
Biochemical features before surgery and at the three and six month follow-up

Three months Six months
Before surgery after surgery after surgery

Hemoglobin (mmol/L) 5.25 8.50 8.57
Mean cell volume (fL/L) 65 67 78
Ferritin (µg/L) 9 120 61
EMA Immunoglobulin (IG) A negative - -
EMA IgG negative - -
AGA IgA negative - -
C-reactive protein negative - -
ESR (NV≤10) 10 6 8
Serum proteins (NV 65-83 g/L) 65.4 73.4 74
Gammaglobulinemia (g/L) 6.5 10 10
IgG (NV 8-17 g/L) 6.29 10.2 -
IgM (NV 0.6-3.7 g/L) 0.37 1.35 -
IgA (NV 0.8-4.5 g/L) 3.04 2.89 -
Fecal occult blood positive negative negative

Abnormal values are reported in bold. AGA Antigliadin antibodies; EMA Antiendomysium antibodies; ESR Erythrocyte sedimentation rate; NV Normal values
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immunodeficiency virus (HIV) and cytomegalovirus
(CMV) and a standard chest x-ray were also negative. All
other laboratory tests, including erythrocyte sedimentation
rate, C-reactive protein, antiendomysium antibodies and
fasting gastrin levels were in the normal range, the only
pathological finding was a mild hypogammaglobulinemia
with decreased immunoglobulin G and immunoglobulin M
(Table 1). The patient was referred to the authors’ surgery
department with a suspected diagnosis of either Crohn’s dis-
ease or of a lymphoma. An explorative laparotomy demon-

strated a single ileal ulcer of 3×2 cm, located about 40 cm
proximally to the ileocecal valve, and diffuse narrowing of
the lumen along the distal ileum for a length of about 15
cm. Intraoperative enteroscopy was negative all along the
remaining small intestine. Sixteen centimetres of ileum
were resected, and a termino-terminal anastomosis was
made. Some mesentheric lymph nodes were also taken for
histological examination. Histology of the ileal specimens
demonstrated a nonspecific lymphomononucleate infiltra-
tion of the mucosa, with no granulomas or inclusion bodies.
The picture was considered that of a nonspecific inflamma-
tory process. Lymph nodes histology was negative. Three
months after surgery the reversal of IDA, in absence of any
iron therapy, as well as of the previously described
hypogammaglobulinemia were observed. Similar results
were reported six and 12 months after surgery. At the six
month follow-up visit, a SICUS was also performed with
demonstration of no luminal abnormalities.

DISCUSSION
We report the case of a middle-aged woman with IDA and
no gastrointestinal complaints in whom after an extensive
diagnostic workout, a small bowel nonspecific ulcer was
found to be the cause of the anemia that reversed after
surgery.

IDA caused by idopathic small bowel ulceration
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TABLE 2
Possible causes of small bowel ulcers

Infections Tubercolosis, cytomegalovirus, syphilis, typhoid, yersinia, campylobacter, parasites, 
human immunodeficiency virus

Neoplasms Zollinger-Ellison syndrome, carcinoid, lymphoma, adenocarcinoma, melanoma
Inflammation Crohn's disease, celiac disease, eosinophilic enteritis
Drugs Potassium chloride, nonsteroidal anti-inflammatory drugs, acetylsalicylic acid
Systemic diseases Erythematosus, Behcet's syndrome, amyloidosis
Vascular diseases Ischemia, vasculitis
Others Radiation, arsenic, uremia
Nonspecific (idiopathic) Idiopathic chronic ulcerative enteritis, nonspecific small bowel ulcers

Figure 1) Small bowel follow through: a radiogram showing two seg-
ments of preterminal ileum with lumen narrowings (one indicated by
arrows) and dilations

Figure 2) Small intestine contrast ultrasonography in longitudinal scan
showing a reduced lumen diameter (arrows) and an increased wall
thickness. All five layers of the intestinal wall are represented (arrow
heads), beginning from the lumen: an echogenic layer, a thin hypoe-
chogenic layer, a thicker echogenic layer, an additional hypoechogenic
layer and the outer echogenic layer
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The small bowel is an uncommon site of gastrointestinal
bleeding, either overt or occult (8). Vascular lesions account
for 70% to 80% of these cases (8). Small bowel ulcers are
much less common causes of occult bleeding and conse-
quent IDA. Most of them are caused by drugs, infections,
and neoplasms or by inflammatory pathologies (Table 2)
(1,2) . A small quota of lesions with no recognized cause is
described as nonspecific or idiopathic (1). Two different
syndromes of idiopathic small bowel ulcerations have been
described: nonspecific ulcers and idiopathic chronic ulcera-
tive enteritis (9). The second presents with malabsorption
and diarrhea, is usually diffused to the entire small bowel,
and in most cases is associated with celiac disease, lym-
phoma or hypogammaglobulinemia (10). On the contrary,
small bowel nonspecific ulcers, like the one diagnosed in
this patient, are usually solitary lesions and are not associat-
ed with other diseases or with malabsorption. Most of them
are diagnosed because of small bowel obstruction, and about
70% of the ulcers are located in the distal ileum (11).

Up to the end of the 1960s, about 400 cases of small
bowel nonspecific ulcers had been described (12-14). Many
of the cases described in the 1960s and 1970s were due to
potassium chloride tablets (11-14). Since the removal of
these drugs from the market, the number of described cases
has decreased (11), with fewer reports in the 1970s and
1980s (15-25), and, to our knowledge, none in the 1990s.
The possible etiology of these lesions remains unclear.
Glynn et al (20) described two cases of small bowel ulcers
associated with cardiovascular disease with bad prognosis,
and raised the hypothesis that ischemic damages could be
the cause of such lesions. The Mayo Clinic reported that
approximately 19% of patients had concomitant cardiovas-
cular disease but an ischemic cause was considered unlikely
(11). The possibility of an undiagnosed infectious etiology
should also be considered, even in the absence of suggestive
symptoms. In the past few years, some cases of nonspecific
ileal ulcers caused by CMV infection (26), even in
immunocompetent subjects (27), and by HIV have been
described (28). In the present case the most common infec-
tious causes, including CMV and HIV, had been excluded.
After the SBFT and SICUS findings, we suspected Crohn’s
disease, even though no clinical or biochemical features of
an inflammatory bowel disease were reported. Histology
excluded malignancies and was not diagnostic for an
inflammatory bowel disease. Unfortunately anti-
Saccharomyces cerevisiae antibodies were not evaluated.
However, although Crohn’s disease has rarely been reported
to present with IDA (29), it seems to be unlikely in this
patient. Only a longer follow-up will definitively exclude
this diagnosis. 

The association between celiac disease and idiopathic
ileal ulcerations has been well demonstrated (30), but in
this patient there was no evidence of malabsorption or of
villous atrophy, and anti-antiendomysium antibodies were
also negative. The only possible clinical suspect for the
cause of the ulcer was the consumption of ketorolac in the
previous months, in low doses (10 mg daily) and for just

three days. Moreover, while it is well known that a quota of
patients chronically treated with nonsteroidal anti-inflam-
matory drugs develop small bowel ulcers (31), ketorolac has
never been described among drugs responsible for small
bowel lesions (1), and it is highly unlikely that a short term
course at low doses is responsible for the observed findings
(32). Therefore, the diagnosis of nonspecific small bowel
ulcer was made. 

Surgery led to reversal of IDA, with normal clinical, bio-
chemical and imaging findings during the follow-up, and no
signs of ulcer recurrence at SICUS. We also observed a
reversal of the previous mild hypogammaglobulinemia, a
finding that has been reported to be associated with idio-
pathic chronic ulcerative enteritis (the more severe form of
idiopathic small bowel ulcerations [10]) but never, until
now, with small bowel nonspecific ulcers. The reason for
the observed transient hypogammaglobulinemia is uncer-
tain, but this finding did not seem to be part of a protein
losing enteropathy.

Apart from the possible causes of the observed lesion,
this report also underlines the importance of the diagnostic
approach to the small bowel in IDA patients. The need and
the modalities for evaluation of the small bowel in patients
with IDA and negative endoscopic investigations is debat-
able, and recent guidelines do not suggest routine small
bowel investigations in patients with IDA (5,6). The diag-
nostic yield of small bowel radiology in patients with IDA is
low, ranging from 0% (33,34) to 6.5% (35). Enteroscopy
diagnoses a larger percentage of patients with overt bleed-
ing (36). However, the diagnostic yield of push enteroscopy
in patients with IDA and no signs of bleeding, as our
patient was, is much lower (37). In our report the diagnosis
of small bowel pathology was made by SBFT and SICUS, a
widely available, inexpensive and nondemanding ultra-
sonography technique that has been demonstrated to have
the same accuracy of SBFT (7). The observed nonspecific
lesion, as the majority of those previously described (11),
was localized in the distal ileum, well beyond the possible
reach of a push enteroscope. Moreover, the Mayo Clinic
reported that approxiamately 13% of cases presented with
IDA (11), and some other cases of patients with IDA as
only presenting symptom have been reported (22,23).
Therefore, even if IDA is not a common presentation of
nonspecific small bowel ulcers, most of these lesions would
probably be undiagnosed unless a small bowel imaging tech-
nique is used in IDA patients. 

CONCLUSIONS
It is plausible that in the near future wireless video-capsule
endoscopy (38) will become the first line procedure for the
evaluation of the small bowel in patients with IDA and neg-
ative gastroscopy and colonoscopy. It has recently been
reported that capsule endoscopy is able to identify small bow-
el lesions beyond the reach of push enteroscopy, including
ileal ulcers. Capsule endoscopy is safe, and this method is pre-
ferred by patients (39). It is therefore tempting to hypothe-
size that idiopathic small bowel lesions as that described in
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our report will be diagnosed more frequently than expected
in patients with either occult bleeding or IDA.
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