Megestrol 
(Megace®)

Classification:  Antineoplastic Agent, Hormone; Appetite Stimulant; Progestin
Pharmacology:
Megestrol acetate is a synthetic derivative of the naturally occurring steroid hormone progesterone.  Several investigators have reported on the appetite enhancing properties of megestrol acetate and its possible use in cachexia.  The precise mechanism by which megestrol acetate produces effects in anorexia and cachexia is unknown at the present time.  While the precise mechanism by which megestrol acetate produces its antineoplastic effects against endometrial carcinoma is unknown at the present time, inhibition of pituitary gonadotropin production and resultant decrease in estrogen secretion may be factors.  There is evidence to suggest a local effect as a result of the marked changes brought about by the direct instillation of progestational agents into the endometrial cavity.  The antineoplastic action of megestrol acetate on carcinoma of the breast is effected by modifying the action of other steroid hormones and by exerting a direct cytotoxic effect on tumor cells.
Pharmacokinetics:
Absorption:  Well absorbed orally
Half-life elimination:  13-105 hours

Time to peak, serum 1-3 hours

Excretion: Urine (57% to 78%; 5% to 8% as metabolites); feces (8% to 30%)

Indications and Usage:
Treatment of anorexia, cachexia, or an unexplained, significant weight loss in patients with a diagnosis of acquired immunodeficiency syndrome (AIDS).

Megestrol acetate tablets are indicated for the palliative treatment of advanced carcinoma of the breast or endometrium (i.e., recurrent, inoperable, or metastatic disease).  It should not be used in lieu of currently accepted procedures such as surgery, radiation, or chemotherapy.
Dosage and Administration:
Adults: Oral: Note: Megace® ES suspension is not equivalent to other formulations on a mg-per-mg basis:
Tablet: Female (refer to individual protocols):
Breast carcinoma: 40 mg 4 times/day

Endometrial carcinoma: 40-320 mg/day in divided doses; use for 2 months to determine efficacy; maximum doses used have been up to 800mg/day

Suspension: Male/Female: HIV-related cachexia:

Megace®: Initial dose: 800 mg/day; daily doses of 400 and 800 mg/day were found to be clinically effective

Megace® ES: 625 mg/day

Dosing adjustment in renal impairment:
No data available; however, the urinary excretion of megestrol acetate administered in doses of 4-90 mg ranged from 56% to 78% within 10 days.

Administration:
Megestrol acetate (Megace®) oral suspension is compatible with water, orange juice, apple juice, or Sustacal H.C. for immediate consumption.

Shake container well before using.

Contraindications:
Hypersensitivity to megestrol or any component of the formulation; known or suspected pregnancy.
Warnings:
Megestrol acetate may cause fetal harm when administered to a pregnant woman.  For animal data on fetal effects, see Precautions: Carcinogenesis, Mutagenesis, Impairment of Fertility.
Impairment of Fertility. There are no adequate and well-controlled studies in pregnant women.  If this drug is used during pregnancy, or if the patient becomes pregnant while taking (receiving) this drug, the patient should be apprised of the potential hazard to the fetus.  Women of childbearing potential should be advised to avoid becoming pregnant.  Megestrol acetate is no intended for prophylactic use to avoid weight loss.

The glucocorticoid activity of Megestrol Acetate Oral Suspension has not been fully evaluated. Clinical cases of new onset diabetes mellitus, exacerbation of pre-existing diabetes mellitus, and overt Cushing’s syndrome have been reported in association with the chronic use of megestrol.  In addition, clinical cases of adrenal insufficiency have been observed in patients receiving or being withdrawn from chronic megestrol therapy in the stressed and non-stressed state. 
Furthermore, adrenocorticotropin (ACTH) stimulation testing has revealed the frequent occurrence of asymptomatic pituitary-adrenal suppression in patients treated with chronic megestrol therapy.  Therefore, the possibility of adrenal insufficiency should be considered in any patient receiving or being withdrawn from chronic megestrol therapy who presents with symptoms and/or signs suggestive of hypoadrenalism (e.g., hypotension, nausea, vomiting, dizziness, or weakness) in either the stressed or non-stressed state.  Laboratory evaluation for adrenal insufficiency and consideration of replacement or stress doses of a rapidly acting glucocorticoid are strongly recommended in such patients.  Failure to recognize inhibition of the hypothalamic-pituitary-adrenal axis may result in death. Finally, in patients who are receiving or being withdrawn from chronic megestrol therapy, consideration should be given to the use of empiric therapy with stress doses of a rapidly acting glucocorticoid in conditions of stress or serious intercurrent illness (e.g., surgery, infection).
Precautions:
Hazardous agent – use appropriate precautions for handling and disposal. Use with caution in patients with a history of thromboembolic disease.  Vaginal bleeding or discharge may occur in elderly females. Megace® ES suspension is not equivalent to other formulations on a mg per mg basis; Megace® ES suspension 625mg/5ml is equivalent to megestrol acetate suspension 800mg/20 ml. Safety and efficacy in children have not been established.
Adverse Reactions:

Adverse events which occurred in 1% to 3% of all patients enrolled in the two clinical efficacy trials with at least one follow-up visit during the first 12 weeks of the study are listed below by body system.  Adverse events occurring less than 1% are not included.  There were no significant differences between incidence of these events in patients treated with megestrol acetate and patients treated with placebo.
Body as a Whole : abdominal pain, chest pain, infection, moniliasis and sarcoma

Cardiovascular System: cardiomyopathy and palpitation

Digestive System: constipation, dry mouth, hepatomegaly, increased salivation and oral moniliasis

Hemic and Lymphatic System: leucopenia

Metabolic and Nutritional: LDH increased, edema and peripheral edema

Nervous System: paresthesia, confusion, convulsion convulsion, depression, neuropathy, hypesthesia and abnormal thinking

Respiratory System: dyspnea, cough, pharyngitis and lung disorder

Skin and Appendages: alopecia, herpes, pruritis, vesiculobullous rash, sweating and skin disorder

Special Senses:  amblyopia

Urogenital System: albuminuria, urinary incontinence, urinary tract infection and gynecomastia
Pregnancy Category:
U.S. Food and Drug Administration’s Pregnancy Category: Category X (Prod Info MEGACE ®ES oral suspension, 2008) (All Trimesters).
Costs :

	MEGACE® (Megestrol Acetate)

	Dosage Form
	Strength
	AWP Cost
	INV. Cost
	Cost per Dose (AWP)

	Oral Suspension
	40mg/mL

(240 mL)
	$143.95
	$16.61
	
$0.60/mL

	ES Oral Suspension
	125mg/mL

(240 mL)
	$170.32
	$141.93
	$0.70/mL

	 Tablet
	20 mg

UD 100
	$65.65
	$28.81
	$0.66

	Tablet
	20 mg

100 (Bulk)
	$28.63
	$14.00
	$0.29

	Tablet
	40 mg
UD 100
	$136.75
	$21.47
	$1.37

	Tablet
	40 mg
100 (Bulk)
	$116.80
	$14.0
	$1.17


Efficacy:

In a randomized, double-blind, placebo-controlled trial of 271 patients with AIDS who had substantial weight loss and anorexia it was found that megestrol acetate
therapy lead to improved appetite, sense of well-being, and weight gain for most patients treated.  No significant toxic reaction or adverse effect on the course of HIV infection was shown with therapy. It was recommended that megestrol acetate should be considered for all patients with persistent weight loss of 5% or more of ideal body weight, independent of immune status.

Conclusion:
Megestrol Acetate should be considered for use as an appetite stimulant.  Patients will typically improve their appetite within the first few weeks after starting the drug.  Weight gain, often in the form of fat, may take longer.  Resistance exercise training coupled with the weight gain may lead to improved lean muscle mass.  A typical treatment duration may be 12 weeks.  Patients should be monitored for signs and symptoms of adrenal suppression.
Recommendations:


Add to formulary.
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