TABLE 406-2 Signs and Symptoms of Cushing’s Syndrome
Body
Compartment/
System
Body fat
Skin
Bone
Muscle

Cardiovascular
system
Metabolism
Reproductive system
Central nervous
system
Blood and immune
system

Signs and Symptoms
Weight gain, central obesity, rounded face, fat pad on
back of neck (“buffalo hump”)
Facial plethora, thin and brittle skin, easy bruising,
broad and purple stretch marks, acne, hirsutism
Osteopenia, osteoporosis (vertebral fractures),
decreased linear growth in children
Weakness, proximal myopathy (prominent atrophy of
gluteal and upper leg muscles with difficulty climbing stairs or getting up from a chair)
Hypertension, hypokalemia, edema, atherosclerosis
Glucose intolerance/diabetes, dyslipidemia
Decreased libido, in women amenorrhea (due to
cortisol-mediated inhibition of gonadotropin release)
Irritability, emotional lability, depression, sometimes
cognitive defects; in severe cases, paranoid psychosis
Increased susceptibility to infections, increased white
blood cell count, eosinopenia, hypercoagulation with
increased risk of deep vein thrombosis and pulmonary embolism

Clinical Manifestations Glucocorticoids affect almost all cells of the
body, and thus signs of cortisol excess impact multiple physiologic systems (Table 406-2), with upregulation of gluconeogenesis, lipolysis, and
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G protein alpha subunit 1, GNAS-1 (guanine nucleotide binding
protein alpha stimulating activity polypeptide 1), and such mutations
have also been found in bilateral macronodular hyperplasia without
other McCune-Albright features and, in rare instances, also in isolated
cortisol-producing adrenal adenomas (Table 406-1; Chap. 426e).

protein catabolism causing the most prominent features. In addition, 2315
excess glucocorticoid secretion overcomes the ability of 11β-HSD2 to
rapidly inactivate cortisol to cortisone in the kidney, thereby exerting
mineralocorticoid actions, manifest as diastolic hypertension, hypokalemia, and edema. Excess glucocorticoids also interfere with central
regulatory systems, leading to suppression of gonadotropins with
subsequent hypogonadism and amenorrhea, and suppression of the
hypothalamic-pituitary-thyroid axis, resulting in decreased thyroidstimulating hormone (TSH) secretion.
The majority of clinical signs and symptoms observed in Cushing’s
syndrome are relatively nonspecific and include features such as
obesity, diabetes, diastolic hypertension, hirsutism, and depression
that are commonly found in patients who do not have Cushing’s.
Therefore, careful clinical assessment is an important aspect of evaluating suspected cases. A diagnosis of Cushing’s should be considered
when several clinical features are found in the same patient, in particular when more specific features are found. These include fragility
of the skin, with easy bruising and broad (>1 cm), purplish striae (Fig.
406-9), and signs of proximal myopathy, which becomes most obvious when trying to stand up from a chair without the use of hands
or when climbing stairs. Clinical manifestations of Cushing’s do not
differ substantially among the different causes of Cushing’s. In ectopic
ACTH syndrome, hyperpigmentation of the knuckles, scars, or skin
areas exposed to increased friction can be observed (Fig. 406-9) and
is caused by stimulatory effects of excess ACTH and other POMC
cleavage products on melanocyte pigment production. Furthermore,
patients with ectopic ACTH syndrome, and some with adrenocortical
carcinoma as the cause of Cushing’s, may have a more brisk onset and
rapid progression of clinical signs and symptoms.
Patients with Cushing’s syndrome can be acutely endangered by
deep vein thrombosis, with subsequent pulmonary embolism due to
a hypercoagulable state associated with Cushing’s. The majority of
patients also experience psychiatric symptoms, mostly in the form
of anxiety or depression, but acute paranoid or depressive psychosis
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Figure 406-9 Clinical features of Cushing’s syndrome. A. Note central obesity and broad, purple stretch marks (B. close-up). C. Note thin
and brittle skin in an elderly patient with Cushing’s syndrome. D. Hyperpigmentation of the knuckles in a patient with ectopic adrenocorticotropic hormone (ACTH) excess.

HPIM19_Part16_p2251-p2534.indd 2315

2/9/15 6:52 PM

