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Paraganglioma, extra-adrenal pheochromocytomas, are relatively rare in adults, with most arising

from para-aortic sympathetic and visceral organs, such as the bladder.

Paraganglioma localized at the

extravesical retroperitoneal pelvic cavity is extremely rare. We report a case of symptomatic

perivesical pheochromocytoma in a 34-year-old man treated by surgical excision.

Symptoms related

to cathecolamine secretion ceased after surgery, and the patient has remained disease-free for 24

months.

(Hinyokika Kiyo 53 : 903-906, 2007)
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INTRODUCTION

Pheochromocytomas arise most commonly in the
adrenal medulla. In adults, 15% of pheochromo-
cytomas originate from extra-adrenal organs, primarily
from para-aortic sympathetics. 1) Although 10% of
extra-adrenal pheochromocytomas occur in the urinary
bladder, paragangliomas of the extravesical pelvic cavity
are extremely rare, with only 5 reported cases. Here,
we report a case of primary perivesical paraganglioma
with hypertension.

CASE REPORT

A 34-year-old man was admitted to our hospital
because of painful micturition. He had been diagnosed
with hypertension and hyperglycemia 10 years prior to
this  admission. In  addition,
norepinephrine and dopamine levels had been identified
5 years previously, but the specific cause of the increases
was not clarified. A tumor with a 50-mm diameter was

increased  serum

found by transrectal ultrasound on the ventral side of the
prostate. A tumor localized in the perivesical space was
strongly enhanced by computerized tomography (CT).
Magnetic resonance imaging (MRI) of the pelvis
revealed a space between the tumor and bladder or
prostate, indicating that the tumor origin was not these
visceral organs (Fig. 1). A "'iodine-methyliodobenzyl-
guanidine ("*'I-MIBG) scan demonstrated increased
radionuclear activity at the pelvic cavity (Fig. 2), and no
other areas of abnormal accumulation were noted. No
abnormality was seen via cystoscopy.

Serum levels of norepinephrine (2983 pg/ml) and
dopamine (114 pg/ml) were increased ; however, serum
and urine levels of epinephrine were normal.  Elevated
(1,081 pg/day),
dopamine (923.7 ug/day), vanillylmandelic acid (9.6
mg/day), and normetanephrine (1.6 ug/day) were

levels of urinary norepinephrine

tumor

prostate

Fig. 1. MRI revealed a perivesical tumor, and the
space can be seen between the tumor and
bladder or prostate.

identified from 24-hour-collected urinary samples. The
diagnosis was perivesical paraganglioma, and the tumor
was surgically excised. Small blood vessels were
densely packed around the tumor, and because of their
adhesion, the bladder wall was partially resected with
the tumor. The tumor was, however, separable from
the prostate without any difficulty.

The size of the surgical specimen was 3.2 X2.5X 3.0
cm and the weight was 32 g.  Tumor was grossly well
encapsulated and slightly hemorrhagic and separated
from the bladder wall. Histopathological examination
of the tumor specimen showed well-defined zellballen
nests of granular, basophilic cells bounded by delicate
fibrovascular stroma (Fig. 3). Immunohistochemical
staining revealed that the tumor cells were strongly
positive for the chromogranin (Fig. 4). The tumor was
completely separated from the bladder serosa, and the
surgical margins were free of the tumor. The patient
became normotensive 2 days after surgery, and
hyperglycemia was controlled in a week without any
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Fig. 2. "'I-MIBG scan revealed a high uptake at
the pelvic cavity; no other abnormal
accumulation was seen in other parts.

Fig. 3. Microscopic appearance of the tumor
shows nests of polygonal cells (zellballen),
separated by dense fibrous septae; these
manifestations were identical to those of
pheochromocytoma (H & E  staining,
reduced from X200).
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Fig. 4. Immunohistochemical staining revealed
that the tumor cells were strongly positive
for chromogranin.
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medication. Serum and urine levels of vanillylmandelic
acid and catecholamine fell to within normal limits.
The patient had no evidence of discase during a 24-
month observation period following surgery.

DISCUSSION

The most common location of paraganglioma is the
superior para-aortic region (between the diaphragm and
the inferior renal pole. Although paraganglioma of
the bladder have been reported occasionally, extravesical
pelvic cavity paraganglioma have been described only in
four adults and one child'"" . These differences in
incidence might be caused by the anatomical back-
ground of the sympathetic system. Paraganglioma of
the bladder usually arises from the muscularis propria,
and not at the perivesical tissues.

The majority of infradiaphragmatic paraganglion
neoplasms have been reported to be functional.
Headache, palpitations, diaphoresis, hypertension, and
hypermetabolism are common symptoms. Paragan-
glioma of the bladder or prostate often cause these
symptoms during micturition or defecation. Miction
pain in the present case might have been related to
norepinephrine secretion with contraction of the bladder
wall.  Hypertension at rest and hypermetabolism were
also seen in the present case.

The initial step in the diagnostic evaluation of
pheochromocytoma is measurement of urine or serum
catecholamine levels and their metabolites. Because
extra-adrenal pheochromocytomas sometimes lack
phenyl-ecthanolamine-N-methyltransferase, the enzyme
responsible for conversion of norepinephrine to
epinephrine, evaluation of norepinephrine levels can also
be important for diagnosis”. In our case,
norepinephrine levels were high, but epinephrine levels
were normal.

Extra-adrenal pheochromocytomas are often found as
multicentric tumors, and the incidence has been reported
as 15-24%%". In diagnosing extra-adrenal pheo-
chromocytoma, clinicians should search carefully for the
simultaneous occurrence of the tumor elsewhere in the
body. Diagnosis of a tumor localized in the adrenal
medulla can be easily made by the combined use of CT,
ultrasonography, and MRI, but extra-adrenal
pheochromocytomas may be more difficult to localize.
A review of the radiological literature reported that the
sensitivity of CT for adrenal pheochromocytomas was
94%, while the sensitivity decreased to 82% for extra-
adrenal pheochromocytomas®. For these reasons, the
pheochromocytoma in our patient may have been
overlooked for several years.

A P-MIBG scan can be used to aid in localizing the
tumor. In symptomatic pheochromocytoma, the
sensitivity and specificity of MIBG have been
demonstrated to be 86%-90% and 99%, respectively").
Our patient exhibited a high uptake of "*'I-MIBG only
at the pelvic cavity. '*'I-MIBG scintigraphy might be
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useful in detection of extra-adrenal pheochromocytomas,
even those of multicentric tumors.

It 1s difficult to diagnose paragangliomas as malignant
or benign by histopathological examination. Mitotic
rate, nuclear pleomorphism, and vascular invasion have
been proposed as pathologic markers of malignancy” .
Adrenal pheochromocytomas are malignant in 2% to
11% of cases; however extra-adrenal pheochromo-
cytomas are malignant in 29% to 40% of cases™®71%)
Thus, extra-adrenal pheochromocytomas might have a
higher  malignant potential than do  adrenal
pheochromocytomas. For this reason, long-term
follow-up should be recommended in patients with extra-

adrenal pheochromocytoma
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