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Cushing’s syndrome
Definition : The clinical manifestation of prolonged and inappropriately high exposure of   
                    tissue to glucocorticoids.
Clinical presentation 
[image: image1.png]TABLE 1. Overlapping conditions and clinical features of Cushing’s syndrome”

Symptoms

Signs Overlapping conditions

Features that best discriminate Cushing’s syndrome; most do not have a high sensitivity

Easy bruising
Facial plethora

Proximal myopathy (or proximal muscle weakness)
Striae (especially if reddish purple and > 1 cm wide)
In children, weight gain with decreasing growth

Cushing’s syndrome features in the general population that are common andlor less discriminatory

Depression
Fatigue

Weight gain

Back pain

Changes in appetite

Decreased concentration

Decreased libido

Impaired memory (especially short term)
Insomnia

Irritability

Menstrual abnormalities

In children, slow growth

velocity
Dorsocervical fat pad (‘buffalo hump) Hypertension®
Facial fullness Incidental adrenal mass
Obesity Vertebral osteoporosis®
Supraclavicular fullness Polycystic ovary syndrome
Thin skin® Type 2 diabetes®
Peripheral edema Hypokalemia
Acne Kidney stones
Hirsutism or female balding Unusual infections

Poor skin healing

In children, abnormal genital virilization

In children, short stature

In children, pseudoprecocious puberty or delayed
puberty





                        Algorithm for testing patients suspected of having Cushing’s syndrome
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Consider caveats for each test (see text)
Use 48-h, 2-mg DST in certain populations (see text)

ANY ABNORMAL RESULT Normal (CS unlikely)

‘Exclude physiologic causes of hypercortisolism (Table 2)

T
‘Consult endocrinologist
I
Perform 1 or 2 other studies shown above.

‘Suggest consider o repeating the abnormal study
‘Suggest Dex-CRH or midnight serum cortisal in

certain populations (see text)
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FIG. 1. Algorithm for testing patients suspected of haxing Cushing’s syndrome (CS). Al statements are
recommendations except for those prefaced by suggest. Diagnostic rteia that suggest Cushing's
syndrome are UFC greater than the normal range for the assay,serum corsol reater than 1.8 ug/d (50
nmolite)aftr 1 mg dexamethasone (1-mg DST), and lte-night saiary cortisolgreate than 145 ng/dl
@ nmoliter.
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Inferior petrosal sinus sampling
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· central-to-peripheral plasma ACTH gradient 

           ≥ 2.0 before CRH (DDAVP) administration
                 ≥ 3.0 after CRH (DDAVP) administration

                                If not ( ectopic ACTH syndrome

[image: image5.png]TABLE 14-13 -- TUMORS ASSOCIATED WITH THE ECTOPIC ADRENOCORTICOTROPIC HORMONE SYNDROME

Tumor Type Approximate Incidence (%)
Small cell lung carcinoma 50
Non-small cell lung carcinoma 5
Pancreatic tumors (including carcinoids) 10
Thymic tumors (including carcinoids) 5
Lung carcinoids 10
Other carcinoids 2
Medullary carcinoma of thyroid 5
Pheochromocytoma and related tumors 3

Rare carcinomas of prostate, breast, ovary, galbladder, colon 10




Pulmonary Neuroendocrine/Carcinoid Tumors
· The neuroendocrine cell system is divided into cell types that form glands and diffusely distributed cell types known as the diffuse neuroendocrine system.

· Neuroendocrine tumors of the lung arise from bronchial mucosal cells known as

            enterochromaffin cells or Kulchitsky cells,which are part of the diffuse neuroendocrine     

            system . 
      -    These specialized cells are capable of producing bioactive amines, such as ACTH and 

            serotonin, which cause the carcinoid syndrome if released into the bloodstream.

      -     ˜ 25% of all well-differentiated neuroendocrine tumors

      -     Only 1% of all lung cancers

      -     The pathologic spectrum of neuroendocrine malignancies ranges from low-grade 

            carcinoid to aggressive small cell lung cancer.

·  4 categories of neuroendocrine lung tumors: typical carcinoid (TC), atypical carcinoid (AC), large cell neuroendocrine carcinoma (LCNEC), and small cell neuroendocrine

            carcinoma (SCNEC)

[image: image6.png]Table 2. Histologic Criteria for Pulmonary Neuroendocrine Tumors
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· Tend to occur at a younger age than other lung cancers, with the average age at the time of diagnosis ranging from 50 - 56 years in various studies.

· Female predominance

· Central bronchial obstruction with obstructive pneumonia or atelectasis is one of the most common symptoms, particularly in AC tumors.

· ˜25-30% of patients are asymptomatic and carcinoid tumors are found incidentally or even postmortem.

· TC is most commonly identified as early stage localized disease (80-90%); however, AC  tends to be more aggressive.

· The prognosis is better than that for other primary thoracic malignancies and is closely related to classification and stage of disease.

· The 5-year survival rate for TC has been reported to be 87-100%.

· Surgery remains the treatment of choice and the only curative option for patients with typical and atypical pulmonary carcinoid tumors.

· Anatomic resection, involving pneumonectomy or lobectomy, remains the most common procedure and accounts for approximately 60-75% of cases.

· Additional treatments currently under investigation include chemotherapy and radiation, particularly for patients diagnosed with unresectable or metastatic disease at the time of the initial presentation.
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