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A 62- year-old Thai man was admitted because of nausea and vomiting with incidentally detected
bilateral adrenal enlargement. The basal cortisol was low and ACTH level was elevated. CT guided percuta-
neous needle biopsy of adrenal gland showed a diffuse infiltration of medium to large atypical lymphoid cells
of B-cell immunophenotype, which are diagnostic for a diffuse large B-cell lymphoma. Involvement by large B-
cell lymphoma was documented in bone marrow biopsy as well. The findings confirmed the diagnosis of
primary adrenal insufficiency caused by large B-cell lymphoma involving both adrenal glands.
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Case Report

A 62-year-old man was admitted because of
nausea, vomiting, and bilateral adrenal mass. The
patient was well until approximately one year ago,
when he was found to have hypertension. Amlodipine
5 mg/day was started but discontinued several months
later. One month prior to admission, he had abdominal
discomfort, nausea, and was admitted to a local hospital.
He had un-estimated weight loss in last 3 months. The
laboratory work-up from local hospital showed AST
92 U/L, ALT 67 UJ/L, alkaline phosphatase 122 U/L,
serum Na 108 mEg/L, K 4.5 mEg/L, Cl 87 mEg/L, and
CO, 20 mEq/L. An ultrasound of the abdomen revealed
a diffuse increased echogenicity of liver parenchyma
and awell-defined hypoechoic lesion size 3x3.2x3.4cm
between spleen and left upper pole of kidney. A
computed tomography (CT) of the abdomen showed
well defined smooth contour irregular enhancing
hypodense mass in both suprarenal regions, 4.1 x 3.1 cm
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on the right side and 4.8 x 4.0 cm on the left side,
without calcification (Fig. 1). No intra-abdominal
lymphadenopathy was detected. Chest X-ray revealed
right hilar adenopathy, but no definite pulmonary
infiltration. He smoked cigarettes 2 packs/day for
30 years. He had a history of heavy alcohol drinking
for 30 years. He denied usage of herbal medicine. His
father had lung cancer. His mother had hypertension
and diabetes. On physical examination, his body
temperature was 37°C, the pulse 80 beats/minute, and
respiratory rate 18 breaths/ minute. The blood pressure
was 110/80 mmHg on supine and 100/75 mmHg upon
sitting. He looked well and was in no acute distress.
There was no increased pigmentation of the skin. Few
patches of hyperpigmentation were found at right
buccal mucosa. No cushingoid appearance was
detected. There was no palpable lymph node. He had
clubbing of fingers. The heart and lungs were normal.
The abdomen was flat without palpable mass. His
complete blood count revealed hemoglobin 12.4 g/dL,
hematocrit of 35.8%, white blood cell count of 5.6 x 109
L with 72% PMN; 12% lymphocytes; 10% monocytes;
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Histologic appearance of biopsy specimen of the
adrenal gland showing infiltration of medium to
large atypical lymphoid cells (H&E stain, x600)

Fig. 1 Computed tomographic scan of abdomen showing
masses in both adrenal glands
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6% eosinophils and platelet count of 153x10°%/L. The
blood chemistries showed Na 124 mEg/L, K5 mEg/L, CI
93 mEg/L, CO, 22 mEg/L, BUN 6 mg/dL, Cr0.7 mg/dL,
plasma glucose 105 mg/dL, AST 46 U/L,ALT 38 U/L, Fig. 3 Positive CD20 staining of malignancy cells (x600)
GGT 155 U/L, alkaline phosphatase 89 U/L, albumin
3.9 g/dL, globulin 2.8 g/dL, total bilirubin 1 mg/dL,
direct bilirubin 0.1 mg/dL, and LDH 501 U/L.

Morning serum cortisol at 8.00 a.m was 2.5
mcg/dL (8-28 mcg/dL). A 250 mcg ACTH stimulation
test was done. The serum cortisol level at 0, 30, and
60 minutes were 2.58, 5.24, 2.37 mcg/dL, respectively.
Basal ACTH level was 229.1 pg/mL (10-60 pg/mL).
CT guided percutaneous needle biopsy of the left
adrenal gland showed a diffuse infiltration of medium
to large atypical lymphoid cells (Fig. 2), which were
CD20+ (Fig. 3); CD45+ (Fig. 4) but CD3 -; AE1/AE3 -
and TTF-1. The staining for mycobacterium and
fungus of the adrenal gland were negative. The bone
marrow biopsy showed four lymphoid aggregates with
few medium to large lymphoid cells among small
lymphoid cells. Immunostaining for CD20 demonstrated ~ Fig. 4 Positive CD45 staining of malignancy cells (x600)
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a small number of large B-cells admixed with many
small B-cell. The contrast- enhanced CT chest revealed
an enlarged right hilar adenopathy size 1.4 x 1.2 cm.
Following hydrocortisone replacement therapy, his
clinical condition and laboratory improved. Rituximab,
cyclophosphamide, doxorubicin, vincristine, and
prednisolone were started.

Discussion

The patient was found to have bilateral
adrenal mass in the process of work up for gastrointes-
tinal symptoms. His clinical features and laboratory
findings indicated the presence of primary adrenal
insufficiency. Adrenal masses are found in 3.4%
of individuals undergoing abdominal computed
tomography (CT)®. In these patients, adenomas
accounted for 41%, metastasis 19%, adrenocortical
carcinoma 10%, myelolipoma 9%, pheochromocytoma
8%, and other lesions comprise the remainder®.
Bilateral adrenal masses are found in about 10-15% of
cases of adrenal incidentaloma. When the masses
are bilateral, the likely diagnosis include metastatic
disease, congenital adrenal hyperplasia, lymphoma,
infection (e.g., tuberculosis, fungal), hemorrhage,
ACTH dependent Cushing’s syndrome, and pheo-
chromocytoma®.

Redman et al® found that metastatic
disease from lung and breast was common primary
cancers. In the present study, 33% of patients with
radiologic evidence of bilateral adrenal metastasis had
adrenal insufficiency as confirmed by the cosyntropin
stimulation test. Destruction of approximately 90%
of the adrenal cortex is necessary before adrenal
insufficiency becomes apparent®.

Approximately 10-25% of cases with non-
Hodgkin lymphoma have an extranodal in origin®.
There are two types of adrenal involvement in
lymphoma, the primary adrenal lymphoma (PAL) which
defined as disease arising in, and confined to the
adrenal glands only® and non-Hodgkin lymphoma with
adrenal involvement. Adrenal insufficiency is common
in bilateral primary adrenal non-Hodgkin lymphoma,
occurring in half of the reported cases. PAL is an
extremely rare disease. Seventy cases have been
reported in the English literature®. A diagnosis of
PAL should be considered in a patient presenting
with bilateral adrenal masses without nodal and
other organ involvement®. Diagnosis of PAL did
not fit with the presented patient since he had hilar
lymphadenopathy and bone marrow involvement by
malignant lymphoma.
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Non-Hodgkin lymphoma with adrenal
involvement occurs in 4% of cases assessed by CT. In
most of the patients, lymphoma are diffuse rather than
nodular®. At postmortem examination, 24.9% of the
lymphoma patients have lymphoma at adrenal gland®?.
Adrenal involvement in patients with non-Hodgkin
lymphoma may present at the time of initial assessment
and usually occur in advanced disease and elderly®,
In addition, adrenal involvement by lymphoma usually
associated with retroperitoneal lymph node as well
as ipsilateral kidney involvement®'), In contrast to
PAL, clinical and biochemical evidence of adrenal
insufficiency is rare®?, Gamelin et al reported in 1991
that adrenal insufficiency might be underestimated in
patients with non-Hodgkin lymphoma. The authors
found that eight out of 127 patients (6.3%) with non-
Hodgkin lymphoma had adrenal enlargement. The
involvement was bilateral in five cases. A clinical
primary adrenal insufficiency confirmed by endocrine
function test affects four of the five patients with
bilateral adrenal involvement®. Seidenwurm et al
suggested that patients with adrenal metastatic
lesions require immediate replacement therapy to
avoid the catastrophic consequences of Addisonian
crisis®®, Chemotherapy remained the main treatment
in non-Hodgkin lymphoma patients. Some case reports
have described the recovery of adrenal function after
chemotherapy®?.

The authors concluded that this patient had
an uncommon clinical presentation of diffuse large
B-cell lymphoma stage IVVA with bilateral adrenal
involvement and primary adrenal insufficiency.
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