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ADRENOCORTICOSTEROIDS II
Antagonists of adrenocortical agents:
 -all blocker that used for treatment cushing syndrome  block the synthesis of ACTH but they differ in site of their action
- most of following drugs r given orally.
Metyrapone:
-selective inhibitor of steroid synthesis ( inhibiting 11(-hydroxylation)

-interferes with cortisol and corticosterone synthesis

-produce elevated ACTH.
-can be used in treatment of Cushing's syndrome (pregnant woman because no teratogenic effect on fetus)
-most commonly used in adrenal function tests (ACTH production) 
-presence of adrenal carcinoma or adenoma (over production & Cushing syndrome
-presence of lesions in pituitary gland

-blood level of (11-deoxycortisol & urinary excretion of 17-hydroxycorticoids.
(N.B: metyrapone use in diagnosis:
 if carcinoma in adrenal gland (admin. By metyrapone (( corticosteroid ( reflex mechanism ( increase ACTH.

but if leasion in pituitary gland NO reflex mechanism & no increase in ACTH).

Major adverse effects:
-salt and water retention

-hirsuitism (overgrowing of the hair in females)
-dizziness

-GIT disturbance

Aminoglutethimide:
-blocks cholesterol to pregnenolone conversion.
-reduces synthesis of all active steroids (because it block the first step of pathway).
-used together with dexamethasone or hydrocortisone to eliminate estrogen and androgen production in patients with breast carcinoma (decrease estrogen)
N.B: increase estrogen may increase incidence of breast carcinoma.
-used with ketoconazole (nizoral) in Cushing's syndrome ( due to adrenocorticol cancer)

Trilostane:
-Blocks 3(-hydroxysteroid dehydrogenase.
-Cushing's syndrome-conn's syndrome.
Kitoconazole: (nizoral)
-antifungal imidazole derivative

-potent, nonselective adrenal and gonadal steroid synthesis inhibitor.
-CYP450 inhibitor  (in large dose).
-inhibits CYP 450 required for steroid hormones synthesis (3B-hydroxysteroid dehydrogenase , CYP450c11 , (11 B hydroxylase ) CYP450c17 (17 ( hydroxylase).
-induces a compensatory increase in ACTH production.
-occasionally causes gynecomastia(bec. inhibit of androgen secretion in large dose  ( enlarge breast in male ).
It also may cause impotence , sexual dysfunction. 
-used for treatment of cushing's disease
Mifepristone (RU-486):
-synthetic steroid (similar in structure to corticosteroids)
-acts as adrenocoricosteroid receptor blocker
-has antiprogestin activity.
-binds to glucocorticoid and progesterone receptors

-treatment of cushing's syndrome due to adrenal carcinoma
Mitotane: 
(general inhibitor)
-interferes with biosynthetic pathways in human adrenal cortex.
-toxicities resulted in drug withdrawal from USA market

-diarrhea –nausea –vomiting

-depression

MINERALOCORICOID ANTAGONISTS:*
SPIRONOLACTONE:
-is a competitive antagonist (block the receptor) of aldosterone

-used in treating primary aldosteronism

-treating hirsuitism in woman

Adverse effects:
· Hyperkalemia

· menstrual abnormalities

· gynecomatia & impotence (block androgen receptors )
· sedation.

· gastrointestinal disturbances ( all of adrenocortical antagonists)

· skin rashes
كل الأدوية هذي ممكن تستخدم لل aldosteronism  (تأكدي من الرسمة) لكن دائما نفضل ال specific[image: image1.png]



