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Glucocorticioids

Adrena gland :- cortex & medulla
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The picture shows outline of major pathways in adrenocortical hormone biosynthesis.the major secretory products are underlind ( aldosterone , cortisol , dehydroepiandrosterone.

The pregnenolone is the major precursor of corticosteron & aldosterone , and 17- hydroxypregnenolone is the major precursor of cortisol.
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Hypothalamus-pituitary gland control all endocrine complement in the body , by controlling the adrenal cortex by CRF secrete from hypothalamus that act on anterior pituitary to secrete ACTH that affect on adrenal cortex then stimulate secretion of clucocorticoids & mineralocorticoids 
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The picture shows glucocorticoid receptors .

The steroid is present in bld in bound form on the corticosteroid binding globulin(CBG) but enters the cell as the free molecule .

The intracellular receptor is bound to stabilizing proteins . when the complex binds a molecule of cortisol an unstable complex is created &Hsp90 and associated molecules are released .

The steroid – receptor complex is now able to dimerize , enter the nucleus . bind to Glucocorticioids  response element (GRE) on the regulatory region of the gene & regulatory transcription by RNA polymerase ∏ & associated transcription factor . the resulting mRNA is exported to cytoplasm for the production of protein that brings the final hormone response 
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Antagonize effects of vit D Ca+2 absorption ; the vit D increase the Ca+2 absorption in intestine & the Glucocorticioids antagonist the vit D works  
Physiologic effects : anti-iflammatory & immunosuppressive effects

· suppress leucocyte concentration , distribution & function .

· suppress cytokines & chemokines .

· inhibit macrophage function .

· reduce PLA2 & COXII activities 

Clinical pharmacology ( check the slide page 6 )
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Chronic primary adrenocortical insufficiency ( Addison’s disease )

Its deficiency in corticosteroid production 

Symptoms : muscular weakness , low BP , depression , anorexia , loss of weight , hypoglycemia , GI disturbances .

Etiology : autoimmune , destruction of gland by chronic inflammatory condition or discontinuation of chronic Glucocorticioids treatment   

Treatment : 20-30mg cortisol/day+mineralocorticoid , AM , to mimic circadian rhythm.

Acute primary adrenocortical insufficiency  

Cause : waterhouse-fridrichsen syndrome , sudden withdrawal of long-term corticosteroid therapy & stress in patients with underlying chronic adrenal insufficiency 

Aim of therapy : correct fluid & electrolyte imbalance .

Treatment: 100mg cortisol IV q8h untile pt stable reduce to maintenance within 5 days . resume mineralocorticoid when cortisol at 50mg/day. 
Note : read the slide carefully because the DR concentrate on them 

Any correction are welcome 

وتذكر دائما أن :- 

الليل هو بداية النهار ... والشتاء بداية الصيف ... والالم هو بداية الراحة... والتحديات هي بداية الخير ... والفشل هو بداية النجاح ... والتفاؤل بالخير هو بداية القوة الذاتية .لذلك : 

                                                           عش كل لحظة كأنها آخر لحظة بحياتك ،

                                                                   عش بحبك لله عزوجل 

                                                          عش بالتطبع بأخلاق الرسول عليه السلام
                                                          عش بالامل ,عش بالكفاح ،عش بالصبر

                                                             عش بالحب وقدر قيمة الحياة
