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Abstract

Neurofibromatosis type 1, also known as von Recklinghausen disease, is an
autosomal dominant disorder with an incidence of 1 per 4000. Neurofibromas are benign,
heterogeneous tumors arising from the connective tissue of peripheral nerve sheaths,
especially the endoneurium. Visceral involvement in disseminated neurofibromatosis
is rare. Neurofibroma occurs most frequently in the stomach and jejunum, but the colon
and anorectal canal may also be involved. Gastrointestinal neurofibromas may lead to
bleeding, obstruction, intussusception, protein-losing enteropathy and bowel perforation.
We present a case of diffuse involvement of the anorectal area by a huge neurofibroma,
with pelvic pain, watery diarrhea and urgency.
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Introduction
Neurofibromatosis (NF) is an
autosomal dominant disorder

affecting approximately 1 in 4000
people among all ethnic groups.!-3
The National Institute of Health
Consensus Development Conference
has defined two distinct types: neu-
rofibromatosis type 1 (NF1) or von
Recklinghausen disease, which
affects 85% of patients, and
neurofibroma type 2 or bilateral
acoustic neuromas and vestibular
schwannomas, which affect 15% of
patients.! The diagnosis of NF1 is
currently based on clinical criteria
that include the presence of multiple

skin  lesions  (café-au-lait),
neurofibromal tumors, multiple
freckles, osseous lesions, optic
glioma, iris hamartoma, visceral
involvement and other features.!=3-

We report a young woman who
presented with pelvic pain, watery
diarrhea and urgency. Physical
examination and work-up revealed
multiple café-au-lait lesions and a
large anorectal neurofibroma.
Decreasing rectal capacity due to the
large tumor caused fecal urgency.
Extension of the tumor to the inter-
sphincteric plane caused pelvic and
perineal pain, but no fecal
incontinence.
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Figure 1. Café-au-lait skin lesions of variable size in the patient.

Case report

A 19-year-old woman presented two years
before this writing with a 6-month history of
pelvic pain, watery diarrhea and urgency without
rectal bleeding. She had a sensation of incomplete
evacuation and constant dull pelvic pain. She
denied any previous medical problems. Her family
history was unremarkable with the exception of
similar multiple hyperpigmented skin lesions in
her father, brother and sisters, who otherwise had
no medical problems. Her personal and drug
histories were normal.

General physical examination revealed a young
woman with five café-au-lait skin hyperpigmen-
tations of variable sizes (8 mm to 6 cm) that
involved the trunk, abdomen and left forearm
(Figure 1).

Digital rectal exam detected a huge circumfer-
ential extramural mass in the anorectal canal. The
remainder of the physical examination was
normal, particularly the abdomen. Laboratory
studies including complete blood count, liver
function test, serum chemistry, urinalysis and

stool examination were normal. Endoanal
sonography (B&K machine, 360-degree probe)
showed a hypoechoic density around the anorectal
canal and lymphadenopathy with size <10mm
(Figure 2).

Colonoscopy showed a large, circumferential,
submucosal mass in the anorectal canal that
extended to the rectosigmoid junction, therefore
a biopsy was taken. Pathologic analysis of the
specimen revealed a benign spindle cell and
herringbone appearance that favored a diagnosis
of neurofibroma. The pelvic computed
tomography scan with intravenous contrast
revealed a large anorectal mass of about 15 cm that
involved the perirectal fossa (Figure 3). Her anal
manometry result was normal.

The patient underwent a transabdominal pelvic
exploration via a low midline incision. During
surgery, multiple adhesions of the small and large
bowel to the pelvic organs were released. A firm,
fleshy, whitish tumor was attached to the intra- and
extraperitoneal parts of the rectum with extension
to the anal canal (Figure 4). Total mesorectal

Figure 2. Endoanal sonography showing a hypoechoic density around the anorectal canal.
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Figure 3. Pelvic computed tomography scan with intravenous contrast showing a large anorectal mass that involved the perirectal fossa.

excision with colo—anal anastomosis and diverting
ileostomy were performed. A number 31 circular
stapler was used for colo—anal anastomosis.

Pathologic examination revealed a 12 x 9 x 3
cm creamy white mass that occupied the entire
circumference of the rectum and anal canal with
extension to the mucosa and serosa, without
malignant changes (Figure 5). Immunohistochem-
ical tests including CD34 (QBEnd 10, Dako-
Denmark), C-Kit (Polyclonal, Dako- Denmark)
were negative, whereas S-100 stain (QBEnd 10,
Dako- Denmark) was positive, a finding that
favored a diagnosis of neurofibroma.

Discussion

Neurofibromatosis type 1 is a multisystemic
disorder that may affect any organ in the body.°
The NF1 gene has been identified on chromosome
17q11.2.7 Of the nerve sheath tumors,
neurofibromas occur more frequently than
schwannomas and tend to affect younger patients

without gender preference.® When present in
deeper soft tissues and viscera, neurofibromas
may become quite large and seem to be
encapsulated.’

Visceral involvement in disseminated NF is
rare. Gastrointestinal involvement in NF occurs
in as many as 25% of cases,!? whereas only about
15% of the cases with NF in the gastrointestinal
(GI) tract are associated with von Recklinghausen
disease.!! As the tumor enlarges, the overlying
mucosa becomes ulcerated and bleeds. Intussus-
ception, obstruction and bowel perforation are
recognized complications.!? Patients may present
with abdominal pain, nausea, abdominal
distention, diarrhea, constipation, bowel
perforation and GI bleeding.!?> Most previously
reported cases have described lower GI bleeding
in NF1 with colonic involvement by a gastroin-
testinal stromal tumor (GIST)." It is known that
patients with NF1 are at increased risk for
developing both benign and malignant tumors,

Figure 4. Gross aspect of the tumor removed during transabdominal pelvic exploration.
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Figure 5. Histopathologicalexamination of the tumor showed no evidence of malignant change. A, H.E stain, 40x. B, H.E stain, 10x.

predominantly derived from the neural crest.!
Neurofibromas in NF1 may undergo malignant
change (sarcomatous degeneration) in 3% to 15%
of patients.'> " Differential diagnoses of the anal
mass include polyps, hemorrhoids, lymphogran-
uloma venereum, anorectal carcinoma, malignant
melanoma and GIST tumor.’

Gastrointestinal neurofibromas may be diffuse
and submucosal, thus radiographic visualization
is difficult. Imaging plays an important role in the
diagnosis, evaluation and follow-up of patients
with abdominal manifestations of NF1. Endoanal
sonography can reveal a hypoechoic, lobulated
tumor with smooth, well-defined margins. Barium
studies may demonstrate an extraluminal mass
effect. Computed tomography scan may reveal a
solid mass with central areas of low attenuation
and occasional calcification. The mass is usually
well defined and has homogenous low attenuation
equal to or slightly higher than water, but lower
than muscle. Magnetic resonance imaging is
considered the modality of choice.®'*However, due
to its rarity, a high degree of suspicion is needed
for a timely diagnosis. Delays in the diagnosis of
GI neurofibroma are common.*

Surgical resection is the treatment of choice for
all symptomatic tumors in patients with NF1.°
Grossly, neurofibromas are firm, pale gray,
homogenous and translucent when cut. Micro-
scopically, tumor cells are spindle-shaped with
elongated, wavy nuclei. Scattered among these
cells are lymphocytes and mast cells. The cells
reside in a matrix of loose, unorganized collagen
fibers although arrangement into arrays can occur.

A herringbone appearance is characteristic of
nerve tissue tumors.*"> Malignant GIST with
multiple metastases can be treated with sunitinib,
as previously reported in a patient with NF1."

A large neurofibroma of the anorectal canal is
rare. We initially evaluated the patient described
here for other manifestations of NF1. All work-
ups were negative with the exception of digital
rectal examination, which disclosed a huge mass
in the anorectal canal. Colonoscopic biopsy
revealed a neurofibroma and resection was
suggested. The large neurofibroma of the rectum
extended to the intersphincteric space of the anal
canal and caused pelvic pain, urgency and watery
diarrhea, but no lower GI bleeding or fecal
incontinence. The size and extent of this tumor
were features of note for us in such a young
person.

In conclusion, consideration of neurofibroma
in the differential diagnosis of an anal mass,
particularly in patients with NF1, is important
because resection alone is the treatment of choice.
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