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CASE REPORT

A young woman with a severe bilateral
pneumonia as the presenting sign of an
adrenal carcinoma
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ABSTRACT

A severe bilateral, culture-negative pneumonia was
diagnosed in a 22-year-old woman. Additional diagnostic
procedures accidentally revealed a large adrenal carcinoma
and hypercortisolism. The adrenal carcinoma was surgically
removed, and she received mitotane treatment. This severe
and life-threatening infection was the first sign of an
immunosuppressive state as part of Cushing’s syndrome
due to the adrenal carcinoma.
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CASE REPORT

A 22-year-old woman presented with high fever (>40°C)
and progressive dyspnoea, pleurodynia, and abdominal
pain for four days. Her medical history was uneventful
and she did not complain of cough or sputum production.
Physical examination revealed a high respiratory frequency
of 40 breaths/min, blood pressure 160/80 mmHg, and a
regular heart rate at 104 beats/min. Augmented breathing
sounds were heard at the left basal lung fields. Blood
tests revealed leucocytosis (16.1 x 10%/1), and an elevated
C-reactive protein (CRP) (516 mg/l). A chest X-ray showed
a left-sided infiltrate with pleural effusion.

A community-acquired pneumonia was suspected and
treatment was initiated with intravenous amoxicillin (1
gram, four times/day). However, her clinical condition

deteriorated and she had to be transferred to the intensive
care unit for assessment of potential ventilatory support.
Multiple microbiological tests did not demonstrate the
causative pathogen: blood cultures (4x) and pleural effusion
cultures were negative. There were no signs of tuberculosis.
Legionella testing of the urine was negative.

With time, she gradually recovered with an adjusted
antibiotic regimen (amoxicillin-clavulanate 1000/200
mg four times/day, erythromycin 500 mg four times/
day and rifampicin 6oo mg three times/day), and
intermittent drainage of the pleural effusion. Computed
tomography (CT) showed a bilateral pneumonia with
pleural effusion (figure 1A). Accidentally, this scan also
revealed a large tumour (& 12 cm) of the left adrenal gland,
highly suspicious for malignancy because of its size and
vasoinvasive growth into the renal vein (figure 1B).
Hereafter, additional questioning of the patient revealed
a progressive increase in weight over the last years,
accompanied by irregular menstrual periods, muscle
weakness, tiredness, emotional changes (e.g. confusion,
agitation), and a loss of libido. A more focused physical
examination indeed showed signs of centripetal obesity,
with a ‘buffalo hump’ and ‘moon-face’. These findings
were accentuated when compared with previous pictures
provided by the patient (figure 2).

Cushing’s syndrome was suspected and additional
tests were therefore performed (table 1). The test results
were indicative of an excess in cortisol production:
fasting morning plasma cortisol concentration and
free urinary cortisol excretion in 24-hour samples were
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Figure 1. CT scan of A) thorax: bilateral pneumonia
with pleural effusion and B) abdomen: a large tumour
(12 cm) in the left adrenal gland, with growth into the
renal vein

Figure 2. Pictures of the patient during admission
(upper panels), and two years before presentation
(lower panels)

A marked centripetal obesity is noted with a ‘buffalo hump’ (A) and
‘moon-face’ (B). Published with permission of the patient.

pneumonia and a left adrenal mass

Table 1. Biochemical tests demonstrating ACTH-independent hypercortisolism in a young woman with a severe

Test

Plasma cortisol”

Plasma ACTH"

24-hour urine cortisol excretion

Plasma cortisol” after low dose (1 mg) dexamethasone overnight

Result Reference value
1.0 umol/1 (0.22-0.50 pmol/l)
<4 ng/l (4-55 ng/l)

1072 nmol/24 h (<220 nmol/24 h)

0.64 umol/1 (< 0.1 umol/l)

0.56 umol/l delta 0.13 pmol/1 (delta >0.19 umol/l)

this measurement and the initial measurement of 09.00 hours.

“Sober concentration at 09.00 hours. “Cortisol concentration at 16.00 hours, 7 hours after iv dexamethasone; ‘delta’ indicates difference between

both elevated. Moreover, adrenocorticotropic hormone
(ACTH) concentrations were undetectable. Cortisol
concentrations were insufficiently suppressed after
administration of dexamethasone (low and high dose),
indicative of an ACTH-independent and thus adrenal
source of the hypercortisolism. No clinical or biochemical
evidence was found for pheochromocytoma or primary
hyperaldosteronism.

The patient was referred to a university hospital for
adrenalectomy. Histopathologically, an adrenal carcinoma
was confirmed. After surgery, she was treated with a daily
dose of 2 gram mitotane® (Ortho-para-dichlorodiphenyl
dichloroethane (0,p’DDD), divided into four doses a day.
She recovered completely. After three years she underwent
repeat surgery for a lymph node metastasis; the resection
sites were free of tumour. This time, she decided not to
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take the mitotane due to severe side effects. Eighteen
months later, MRI showed no signs of metastasis and she
feels well.

DISCUSSION

This case illustrates a rare cause of a severe and
life-threatening Dbilateral culture-negative pneumonia in a
young woman. It demonstrates that a severe clinical course
may be indicative of the presence of an immunodeficient state
(e.g. haematological disorders, HIV, glucocorticoid excess).
In the case presented, an adrenal carcinoma with Cushing’s
syndrome was the cause of the immunosuppressive state.

Cushing’s syndrome

Cushing’s syndrome is a synonym for hypercor-
tisolism." This excess production of cortisol can be due
to ACTH-dependent (approximately 80% of the cases),
or ACTH-independent causes.** Table 2 summarises the
causes, and their relative prevalence. The incidence of
Cushing’s syndrome as a result of adrenal carcinoma is
very low (0.2 to 2 per million per year), and predominantly
in the elderly.+®

The presenting symptoms depend on the severity
and duration of exposure to increased glucocorticoid
concentrations. The diagnosis is initially often difficult,
as the onset is gradual and the disease usually manifests
with constitutional symptoms such as tiredness and
headache. As the disease progresses, an increase in
weight, progressive fatigue, and emotional liability
occurs in the majority of the patients; in females,
oligomenorrhoea or amenorrhoea, with hirsutism is
almost mandatory. A concomitant weight loss is rare
and is indicative of a malignant cause of the disease. At
physical examination attention should be focused on the

Table 2. Causes of Cushing’s syndrome " (excluding
exogeneous supply of glucocorticoids) and their relative
prevalence

ACTH dependent Prevalence
ACTH hypersecretion by corticotrophic adenoma 68%

in pituitary gland (= Cushing’s disease)

Ectopic ACTH secretion 12%
ACTH independent

Adrenal adenoma 10%
Adrenal carcinoma 8%
Bilateral micro- or macro-nodular adrenal hyperplasia 1%

Pseudo Cushing’s

Alcoholism; depressive disturbances 1%

“In our experience, the incidence of pseudo Cushing’s seems higher
when looking systematically for it.

presence of hypertension, skin abnormalities (e.g. striae,
acne, spontaneous haematoma, yeast infections), signs of
centripetal obesity, proximal muscle weakness, and signs
of hirsutism and virilisation.

The diagnosis is confirmed by biochemical tests: multiple
screening tests in combination with plasma ACTH
measurements, followed by a high-dose dexamethasone
suppression test (see also table 1)

These tests are important, as imaging techniques (such
as CT and MRI) relatively often show ‘incidentaloma’
of the pituitary and of the adrenal glands (10 and 5%,
respectively), without hypercortisolism.**

An increase in the rate of infections, even opportunistic
ones, is the result of inhibition of the immune system that
accompanies glucocorticoid excess.” The exact mechanism
is unknown, but it seems that inhibition of CD4+
lymphocytes and cytokines plays an important role.”"
Several case reports have addressed severe infections as the
primary symptom of hypercortisolism.'** Therefore, these
cases and the one we presented should be considered as an
immunological endocrine emergency.

Untreated Cushing’s syndrome is usually fatal as a result of
thromboembolic, infectious, or hypertensive complications.
At present, specific treatment is available for almost all causes,
as depicted in table 2. For adrenal carcinoma, adrenalectomy
is the therapy of choice followed by adjuvant mitotane
(Ortho,para,dichlorodiphenyl dichloroethane (o,p’DDD)
treatment.” Mitotane will completely block adrenal hormone
synthesis, and therefore suppletion of glucocorticoids and
mineralocorticoids is necessary. Prognosis depends on age
and the presence of metastasis. Five-year survival rates differ
per study, but are on average 20%."

CONCLUSION

In the present case, a severe bilateral pneumonia in a
young woman was the result of the immunosuppressive
state as a part of the Cushing’s syndrome related to
an adrenal carcinoma. This case illustrates that it is
mandatory to find an explanation for a severe infection
in young people. It can be the first sign of an underlying
immunosuppressive state based on more rare causes, such
as an adrenal carcinoma.

REFERENCES

1. Orth DN. Medical Progress: Cushing’s syndrome. N Engl | Med
1995;332:791-803.

Ross NS. Epidemiology of Cushing’s syndrome and subclinical disease.
Endocrinol Metab Clin North Am 1994;23:539-46.

Chamuleau, et al. Severe bilateral pneumonia as the presenting sign of adrenal carcinoma.

MARCH 2008, VOL. 66, NO. 3

123



Netherlands

TheJournal of Medicine

Invitti C, Giraldi FP, De Martin M, et al. Diagnosis and management
of Cushing’s syndromes: results of an Italian multicentre study. J Clin
Endocrinol Metab 1999;84:440-8.

Lindholm J, Juul S, Jorgensen JO, et al. Incidence and late prognosis of
Cushing’s syndrome: a population-based study. ) Clin Endocrinol Metab
2001;86:117-23.

Cutler SJ, Young JL. Third National Cancer Survey: incidence data.
National Cancer Institute monograph 41. 1975; DHEW publication 287.
Government Printing Office, Washington DC.

Carpenter PC. Diagnostic evaluation of Cushing’s syndrome. Endocrinol
Metab Clin North Am 1988;17:445-72.

Newell-Price |, Trainer P, Besser M, Grossman A. The diagnosis and
differential diagnosis of Cushing’s syndrome and pseudo-Cushing’s
states. Endocrine Reviews 1998;19:647-72.

Van Aken MO, Feelders RA, de Jong FH, Pereira AM, Lamberts SW,
de Herder WW. Cushing’s syndrome. |. New diagnostic developments
[review, in Dutch]. Ned Tijdschr Geneeskd 2006;150(43):2359-64.

Molitch ME, Russell EJ. The pituitary “incidentaloma”. Ann Intern Med
1990;112:925-31.

. Herrera MF, Grant CS, van Heerden JA, Sheedy PF, lIstrup DM.

Incidentally discovered adrenal tumors: an institutional perspective.
Surgery 1991;110:1014-21.

Graham BS, Tucker WS Jr. Opportunistic infections in endogenous
Cushing’s syndrome. Ann Intern Med 1984;101:334-8.

. Kronfol Z, Starkman M, Schteingart DE, Singh V, Zhang Q, Hill E.

Immune regulation in Cushing’s syndrome: relationship to hypothalamic-
pituitary-adrenal axis hormones. Psychoneuroendocrinology
1996;21:599-608.

. Auphan N, DiDonato )JA, Rosette C, Helmberg A, Karin M.

Immunosuppression by glucocorticoids: inhibition of NF-kappa B
activation through induction of | Ba. Science 1995;270:286-90.

. Haas SR, Hodge MB, Duncan RA. Cushing’s syndrome presenting as

disseminated cutaneous Mycobacterium chelonae infection. Clin Infect
Dis 2001;33:e51-3.

Razavi B, O'Toole |, Schilling M, Razavi M. Cryptococcal meningitis, an
endocrine emergency? Lancet 2000;355:1426.

. Allolio B, Hahner S, Weismann D, Fassnacht M. Management of

adrenocortical carcinoma. Clin Endocrinol 2004;60:273-87.

Luton JP, Cerdas S, Billaud L, et al. Clinical features of adrenocortical
carcinoma, prognostic factors, and the effect of mitotane therapy. N Engl
) Med 1990;322:1195-201.

Chamuleau, et al. Severe bilateral pneumonia as the presenting sign of adrenal carcinoma.

MARCH 2008, VOL. 66, NO. 3

124





