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A Case of Primary Bilateral Adrenal Lymphoma with ‘Partial

Adrenal Insufficiency
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—— Abstract

Unilateral or bilateral non-Hodgkin's lymphomas arising primarily in the adrenal glands are extremely rare. These
lymphomas are usually present with large, bilateral adrenal masses with or without lymphadenopathy, and may be
accompanied by adrenal insufficiency in some cases. A review of the literature indicates that patients with primary lymphoma
of the adrenal glands usually do not have disease elsewhere, and if present, it is frequently extranodal. We report here
an unusual case of primary bilateral adrenal lymphoma with partial adrenal insufficiency.
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INTRODUCTION

The malignant lymphoma of the adrenal gland is
an extremely rare condition of adrenal gland pa-
thology."” It usually occurs as a bilateral adrenal mass
without lymphadenopathy, and may be accompanied
by adrenal insufficiency in some case_s.3 An adrenal
lymphoma as well as metastasis, congenital adrenal
hyperplasia, and pheochromocytoma of multiple end-
ocrine neoplasia should be considered in cases of
bilateral adrenal enlargement.4 The most common
type of adrenal lymphoma is diffuse large cell lym-
phoma of B cell lineage.

We report a case of bilateral adrenal lyrnphoma that
strongly suggested that it occurred primarily from the
adrenal gland without evidence of systemic metastasis.
The patient did not complain of any symptoms of
adrenal insufficiency, but laboratory findings revealed
that he had partial adrenal insufficiency.
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A 54-year-old male was admitted to the hospital
complaining of pain in the left upper quadrant of the
abdomen for two weeks. Before admission, he had
taken an abdominal ultrasonography at another
hospital, which showed that he had a retroperitoneal
mass. His past medical and family history was not
contributory. There was no history of weight loss,
fever, night sweat or pruritus.

His height was 161 cm and he weighed 55.2 kg.
Physical examination revealed the patient to be
moderately nourished. His vital signs were as follows:
body temperature, 36.7°C; pulse rate 72 beats per
minute. We checked for three positional blood pres-
sures. His supine blood pressure was 140/80 mmHg,
sitting blood pressure 140/80 mmHg, and standing
blood pressure 120/80 mmHg. Examination of his
head and neck was unremarkable. No abnormality
was found in the chest. Hepatosplenomegaly or mass
was not detected in the abdomen. No lymph-
adenopathy was noted and no abnormal skin lesion
was found.

A complete blood count revealed hemoglobin 13.3
g/dL, hematocrit 39.8%, white blood cell count
5,400/mm3, platelet 163,000/mm3. Prothrombin time
was 12 seconds and activated partial thromboplastin
time was 28 seconds. The serum aspartate amino-
transferase was 33 U/L, alanine aminotransferase was
20 U/L. The serum sodium, potassium and chloride
levels were 134, 3.8, and 100 mEq/L, respectively.
The serum total calcium was 8.1 mg/dL, and inor-
ganic phosphorus was 2.0 mg/dL. The serum uric
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Fig. 1. Abdominal computed tomography revealed an irregular he-
terogenous mass in the left adrenal gland approximately 5 X7 om
in size, and another mass lesion in right adrenal gland apporximately
2.5 X5 om in size

acid, total bilirubin and total cholesterol levels were
5.1, 1.0, and 135 mg/dL, respectively. The serum
albumin level was 3.8 g/dL. The serum A>-micro-
globulin increased to 3,069.10 ng/ml (normal range
881 —2421). The serum lactate dehydrogenase level
increased to 750 U/L. The serum cortisol (8AM) was
12.1 pg/dl (normal range 7 —25) and the plasma
ACTH (8AM) increased to 155 pg/ml (normal range
9—52). The serum aldosterone was 20.38 pg/ml
(normal range 20—160). The level of 24 hr urine
vanillylmandelic acid was 3.63 mg/day (normal range
0—8), epinephrine, 3.5 pg/day (normal range 0—
20), norepinephrine, 24.8 ug/day (normal range 0—
130), total metanephrine, 0.09 mg/day (normal range
0—1.3), 5-HIAA, 7.3 mg/day (normal range 2—8),
and free cortisol, 40.33 pug/day (normal range 0—
100), respectively. The 24-hour urine 17-KS and
17-OHCS decreased to 4.0 mg/day (normal range
8—20) and 1.0 mg/day (normal range 3.6—9.0),
respectively.

The chest X-ray was normal without evidence of
hilar lymphadenopathy. A computerized tomographic
scan showed large bilaterally irregular adrenal mass
lesions with single paraaortic lymphadenopathy (Fig.
1). The left adtenal mass was approximately 5 X7 c¢cm
in size, and was of an irregular heterogeneous nature.
The right adrenal mass was approximately 2.5 X5 cm
in size, with similar characteristics.

We petformed bilateral adrenalectomy with clinical
impression of adrenal cottical carcinoma. The adrenal
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Fig. 2. The adrenal gland was replaced by massive lymphoid cell
infiltration. It showed diffuse pattern with sinusoidal involvement
(HEE, X100).

gland was replaced by massive lymphoid cell infil-
tration. It showed diffuse pattern, with predominant
angiotrophism and sinusoidal involvement (Fig. 2).
Tumor cells were large cells and showed positive
reaction with CD20 on immunohistochemical stain,
but CD3, CD30, were negative. In-situ hybridization
and PCR for EBV (EBER and EBNA) were negative.

In this case of lymphoma, the clinical staging by
the Ann Arbor System was Ilg, and the International
Prognostic Index was low risk group. The patient
received adrenal hormone replacement with predni-
solone 7.5 mg (5 mg at 8AM and 2.5 mg at 4PM)
after bilateral adrenalectomy. He also received CHOP
chemotherapy with cyclophosphamide 750 mg/m’
i.v., doxorubicin 50 mg/m’ i.v., vincristine 1.4 mg/m’
Lv. on the first day, and prednisolone 100 mg p.o.
for 5 days. The patient completed 6 cycles of CHOP
chemotherapy. The follow-up abdominal computed
tomography and *®F fluorodeoxyglucose-positron emis-
sion tomography scan after 6 cycles of chemotherapy
trevealed no evidence of tumor.

DISCUSSION

Malignant lymphomas arising primarily in end-
ocrine organs are rare, accounting for less than 3%
of extranodal presentations.” They are almost always
confined to the thyroid gland. Unilateral or bilateral
non-Hodgkin's lymphomas arising primarily in the
adrenal glands are extremely rare."’ These lym-
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phomas are usually present with large, bilateral ad-
renal masses with or without lymphadenopathy, and
may be accompanied by adrenal insufficiency in some
cases.” The bilateral adrenal lymphoma could develop
because of lymphatlc tissues existing in both adrenal
glands. '
The most common type of adrenal lymphoma
reported in the literature is diffuse large cell (B cell)
lymphoma with bilateral masses.’ Previously, three
out of 18 cases were associated with hypercalcemia.’®
Primary adrenal lymphoma occurred predominantly
in males with a male-to-female ratio of about 7 : 1.
Our case was a male subject Three out of 18 cases
were T cell lymphoma.® There was a case of a
variant form of angiotrophic large cell lymphoma.’
At first, this case was not suspected with adrenal
lymphoma because of its rarity and absence of B
symptoms. Our first clinical impressions were adrenal
cortical carcinoma with contralateral metastasis; sec-
ond, bilateral adrenal metastasis from hidden ma-
lignancy; third, bilateral silent pheochromocytoma; and
fourth, bilateral involvement of granulomatous disease.
Imaging techniques wusing computerized tomo-
graphic scan are usually able to discriminate adrenal
malignancy from benign diseases. Adrenal cortical
adenomas ‘are mostly homogeneous, hypodense tu-
mors, round or oval in shape with regular and well-
defined margins. Conversely, adrenal cortical carcino-
mas are mostly 1nhornogeneous tumors of irregular
shape and margins.® In this case, computerized tomo-
graphic scan showed inhomogeneous density mass
with irregular shape and margins which suggested
malignancy rather than benign adenoma, and the
serum lactate dehydrogenase increased to levels that
were compatible with malignant lymphoma.
Destruction of approximately 90% of the adrenal
cortex is necessary before adrenal insufficiency be-
- comes apparent.” For this reason, although solid
tumor metastases to the adrenal glands are common,
they rarely produce symptoms of adrenal insuffi-
ciency. However, in primary adrenal lymphoma, 13
out of 18 patients reported in the literature showed
adrenal 1'nsufﬁciency.3'6
In this case, the patient had no symptoms of
adrenal insufficiency, such as weakness, anorexia,
nausea and vomiting, weight loss, cutaneous and
mucosal hyperpigmentation, and occasional hypogly-
cemia. Adrenal insufficiency can be documented by
lower basal serum cortisol levels and elevated plasma

ACTH levels, and finally confirmed by rapid ACTH
stimulation test which would reveal peak serum
cortisol levels at 30 or 60 minutes less than 18 ug/
dL. We measured basal serum cortisol and plasma
ACTH levels only once and did not perform an
ACTH stimulation test, but the patient showed a
hlgh basal ACTH with lower normal cortisol levels.
This indicated that he had partial adrenal insuffi-
ciency. Kuwahara et al. reported a case of bilateral
adrenal lymphoma associated with partial adrenal
insufficiency.’

Biopsy would ordinarily be sufficient to reach a
diagnosis, but in our case we petformed bilateral
adrenalectomy because we wanted to find any pos-
sible hidden intraabdominal malignancy, and we did
not want a hypertensive crisis after biopsy of possible
pheochromocytoma. »

Prognosis of - primary adrenal lymphoma and
disseminated B cell lymphoma has been very poor.”®
Seven out of 11 patients in the literature who were
followed died within 5 months. All patients reported
in the literature died within 11 months after diag-
nosis, despite combination chemotherapy.

In our case, because a bone marrow biopsy was not
performed, and there was single paraaortic lymph-
adenopathy, the possibility remained of malignant
lymphoma not originating primarily from the adrenal
gland. We report a case of primary bilateral adrenal
lymphoma with partial adrenal insufficiency along
with a review of the literature.
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