What Is Cortisol?

© 2024 Corcept Therapeutics. All rights reserved. MA-FLD-00196 SEP 2024



Physiological cortisol release: Preparing for activity

Cortisol secretion pattern?
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Cortisol production: Circadian signaling

Normal regulation'-3
Normal cortisol circadian rhythm
follows a diurnal variation’
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Impact on peripheral tissues/organs?-
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ACTH=adrenocorticotropic hormone; CRH=corticotropin-releasing hormone.
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ATP=adenosine triphosphate; cAMP=cyclic adenosine monophosphate; CYP11A1=cytochrome P450 family 11 subfamily A member 1; HMGCR=3-hydroxyl-3-methyl-glutaryl-coenzyme A reductase; LDLR=low density

lipoprotein receptor; MC2R=melanocortin 2 receptor; MRAP=melanocortin 2 receptor-associated protein; PKA=protein kinase A; SCARB1=scavenger receptor class B member 1; STAR=steroidogenic acute regulatory protein.
1. Ahmed A, et al. Front Immunol. 2019;10:1438. doi:10.3389/fimmu.2019.01438 2. Oregon State University. The adrenal glands. Accessed August 23, 2020.
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Cortisol production: Introducing the adrenal glands'

Effect of ACTH on the adrenal gland
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Synthesis pathway for cortisol production?'-3

Cholesterol
Androgens and

estrogens

Zona reticularis

Zona fasciculata Zona
steroidogenic cells reticularis
Cholesterol
Pregnenolone
Pregnenolone me,
>
% 17a-OH-Pregnenolone ======p DHEA
{
% Progesterone @ = = = = = = = = > 17a-OH-Progesterone
DHEA-sulfate
11-Deoxycorticosterone ER 11-Deoxycortisol
11-Deoxycorticosterone 11-Deoxycortisol
CORTICOSTERONE Mitdchondria CORTISOL
Adrenal gland and other sites
180H-Corticosterone

o Aldosterone
DHEA=dehydroepiandrosterone; ER=endoplasmic reticulum; GR=glucocorticoid receptor; HSD=hydroxysteroid dehydrogenase.
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Cortisol drives physiological development and maintains

homeostasis

Nearly all cells of the body

are potential cortisol targets’

» Circadian rhythm

Respiratory System -... « Stress reactivity
) i « Lung development: Alveolar ... » Behavior
Cortisol plays |mportant epithelial cell differentiation ... » Cognition and memory
roles in many physiological i _
processes in nearly all Immurye System e 5 Cardiovascular Sy§tem
2.6 * Regulation of the J + Blood pressure regulation
organs inflammatory response + Cardiomyocyte survival

+ Cardiac hypertrophy
* Vascular inflammation

(cytokine production) s
* Immune cell maturation
and proliferation

- Apoptosis of immune cells e [ Liver and Adipose

S * Glucose and lipid metabolism
Reproductive System &

* Regulation of gonadal
function in the HPG axis

* Embryo implantation and .
development I

“ Gastrointestinal System
» Cell survival and proliferation

* Bone formation » Metabolism (anabolism & catabolism,
and resorption glucose, lipid, and protein metabolism)

HPG=hypothalamic-pituitary-gonadal.
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