3.23 Adrenal gland hormone disorders 

Recognise the symptoms and signs of Addison's Disease

Addison’s disease is the primary adrenal insufficiency. Adrenal hormones will be lacking and this may result in an Addisonian crisis. 

	Causes:
	Tuberculosis

	Autoimmune disease
	Surgical removal of adrenals

	Steroid therapy
	Meningococcal septicaemia


Most reliable are in bold

	Symptoms
	Signs

	Weight loss
	Anorexia
	Pigmentation: esp palmar creases

	Depression
	Diarrhoea
	Postural Hypertension

	Confusion
	N & V
	Buccal pigmentation
	Loss of weight

	Weakness
	Syncope
	Loss body hair
	Gen. Wasting

	Myalgia
	Joint / back
	Vitiligo
	Dehydration


Confirm the diagnosis of Addison's Disease

See 3.21 – use of the short or long synacthen tests. Synacthen is a synthetic ACTH. In a healthy patient it is expected that the additional ‘ACTH’ will stimulate increased levels of plasma cortisol.

· In the short test 250g is given IV and plasma cortisol measured at 0 and 30 minutes

· In the long test 1mg depot is given IM and plasma cortisol measured at 0, 1, 2, 3, 4, 5, 8 & 24 hrs.

Initiate the immediate management of Addisonian crisis

Take blood for cortisol levels. Do not await results.

There are several priorities:

· Steroid replacement: IV hydrocortisone 100 g over 30-60 mins. 100 mg IM 6 hourly thereafter until clinically stable.

· Fluid & salt replacement: 1L normal saline IV over 30-60 mins. 2 units over next 12 h thereafter.

· Glucose replacement: IV glucose as required (5% dextrose is not sufficient).

Initiate tests for TB (the commonest cause of Addisonian crisis after primary Addison’s syndrome).

· Sputum culture and microscopy (for AAFB – alcohol acid fast bacilli)

· Tuberculin (Mantoux) test

· Chest X-ray

· See 7.15 for more details.

Mnemonic: SHAG – saline, hydrocortisone, AAFB, glucose

Recognise symptoms and signs of Cushing's Syndrome

This is chronic glucocorticoid excess. There are a viariety of features:

Most reliable are in bold

	Symptoms
	Signs

	Increased weight
	Hirsutism
	Pathological Fractures

	Irreg. menses
	Amennorhoea
	(esp vertebrae and ribs)

	Impotence (men)
	Depression
	Plethora
	Thin Skin

	Weakness
	Fractures
	Prox. myopathy
	Bruising

	
	
	Hyperetension
	Purple / red striae


Confirm the diagnosis of Cushing's Syndrome

See 3.21 – use of overnight, low-dose or high-dose dexamethasone suppression tests. Dexamethasone is a synthetic glucocorticoid whose levels are undetected in most cortisol assays. The test depends upon the fact that in a healthy patient the dexamethasone will suppress cortisol levels by way of negative feedback on pituitary and hypothalamus.

· In the overnight test 1 mg dexamethasone is given at 2300 hrs and plasma cortisol is measured at 0900 next day.

· In low-dose test 0.5 mg dexamethasone is given 6 hourly in 8 doses from 0900 on day 0. Levels are measured at 0900 on days 0 and 2.

· In high-dose test 2.0 mg dexamethasone is given 6 hourly in 8 doses from 0900 on day 0. Levels are measured at 0900 on days 0 and 2.

Participate in the long term management of Addison's Disease and Cushing's Syndrome 

Addison’s (from GP notebook)

Seek specialist advice.

Treat cause and replace glucocorticoid and mineralocorticoid, supplemented by careful and persistent education. Patients should carry a steroid card and MedicAlert bracelet.

Primary insufficiency:

hydrocortisone, for example:

· 10 mg in the morning

· 5 mg at midday

· 5 mg in the evening

fludrocortisone

measure blood pressure and serum electrolytes to assess adequacy of mineralocorticoid therapy

complications include hypokalaemia, hypertension, oedema and cardiac enlargement

adjust doses of both drugs according to postural hypotension, plasma urea and electrolytes

Secondary insufficiency:

· as above but may not require mineralocorticoid

· may require thyroxine if there is hypothalamic-pituitary disease

Note Addison's disease may be associated with other autoimmune disease - screening for thyroid disease (autoimmune thyroid disease is associated with Addison's disease) should be undertaken, especially if there is an inadequate response to treatment.

Prognosis:

if treated - normal lifespan
Cushings (from GP notebook)

Management is dependent on the cause of the condition - iatrogenic Cushing's should be treated by lowering or withdrawing steroids if possible.

For cushings disease, treatment should be conducted in a specialist centre.

Cushings disease is the most common cause of spontaneous Cushing's syndrome and is due to excessive secretion of cortisol from hyperplastic adrenals as a result of excess pituitary ACTH secretion. It is more common in women and there is radiological or clinical evidence of pituitary enlargement in 90-95% of cases.

Surgery is the treatment of choice - the prime aim being to render serum cortisol undetectable. Post-operative radiotherapy will be required if the prime aim is not achieved. A trans-sphenoidal approach, in general, is used. A transfrontal approach is the first-line treatment for tumours with large extrasellar extensions (compression of the optic chiasm implies a suprasellar extension of at least 10 mm). Remission is achieved in 75-80% of cases. Bilateral adrenalectomy is less commonly performed but may occasionally be required. Nelson's syndrome is a potential complication and pituitary irradiation is recommended as prophylaxis although not always sucessful.

Pituitary irradiation is now reserved for patients in whom surgery was not entirely successful or was contraindicated or unacceptable. Treatment may be necessary for several years but remission occurs in about 60% of cases.

Metyrapone or ketoconazole may used to lower serum cortisol pre-operatively or as an adjuvant therapy. Metyrapone blocks cortisol synthesis and is effective within 2 hours. It may worsen hirsutism in women. Ketoconazole acts on the adrenal to inhibit cortisol and androgen secretion. Occasionally, bromocriptine may be used.
