SEGRAM: Selective Glucocorticoid Receptor Agonists and Modulators
Ola Ahmed Saleh
Medicinal and Pharmaceutical Chemistry Department, Pharmaceutical and Drug Industries Research Division, National Research Centre (ID: 60014618), Dokki, Giza-Egypt
Abstract: The frontline control of inﬂammatory conditions is achieved by glucocorticoids. Their beneficial therapeutic effects alongside with adverse manifestations, especially in metabolic regulation are represented a double-edged weapon. Many studies were performed to increase anti-inﬂammatory profile as well as to decrease adverse manifestations. It was important to focus on developing novel compounds favoring the transrepressing anti-inﬂammatory actions over the transactivating effects, assuming to be responsible for undesirable actions of the glucocorticoid receptor (GR). These compounds could be classified as selective glucocorticoid receptor agonists (SEGRAs) or selective glucocorticoid receptor modulators (SEGRMs). The SEGRM class could elicit modulation of GR and/or may not bind the GR ligand-binding site (LBS). SEGRAMs (selective glucocorticoid receptor agonists and modulators) are the collective name of SEGRAs and SEGRMs. Although, transrepression / transactivation hypothesis proved to be simplistic and the developed SEGRAMs were promising in postulating different molecular actions of GR, but it is also raising many questions in this field. Recent studies of selective GR agonists and modulators were developed by analyzing recent experimental investigations compared to the data gained using mutant GR study. By these studies, the current view on the SEGRAM ﬁeld would be clarified would contribute in understanding how to control glucocorticoid adverse effects in addition to glucocorticoid resistance. Attempts to fulfill research gaps to increase the potential for more safe and effective GR medications are our perspective on non-steroidal SEGRAs and SEGRMs field.
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