
Product Name: Relacorilant (CORT 125134)
Cat. No.: GC32654
Chemical Properties

Cas. No. 1496510-51-0

SMILES O=C(C1=CC(C(F)(F)F)=CC=N1)[C@@]2(CN(S(=O)
(C3=CN(C)N=C3)=O)CC4)C4=CC5=C(C=NN5C6=CC=C(F)C=C6)C2

Formula C27H22F4N6O3S M.Wt 586.56

Solubility Soluble in DMSO Storage Store at -20°C

General
tips

For obtaining a higher solubility , please warm the tube at 37 ℃ and shake it
in the ultrasonic bath for a while.Stock solution can be stored below -20℃ for
several months.

Shipping
Condition

Evaluation sample solution : ship with blue ice All other available size: ship
with RT , or blue ice upon request.

Structure Relacorilant (CORT 125134)

Protocol

Cell experiment
[1]:

Cell lines MIA PaCa-2 cells (human pancreatic carcinoma cell line) and
OVCAR5 cells (human ovarian carcinoma cell line)
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Preparation Method

Cells were grown in media supplemented with 2.5% fetal bovine
serum (FBS) or 2.5% charcoal-dextran stripped FBS. For kinetic
apoptosis assays, MIA PaCa-2 cells were seeded with a nuclear dye
and a fluorescent caspase 3/7 substrate. For viability assays,
OVCAR5 and other cell lines were seeded in 96-well plates. In the
presence of physiological Cortisol (400nM) or the GR agonist
dexamethasone (100nM), cells were treated with Relacorilant
(300nM) and various cytotoxic agents (e.g., Paclitaxel, Carboplatin,
Gemcitabine) for 3 days (viability) or monitored kinetically
(apoptosis).

Reaction Conditions 300nM; 3 days.

Applications

In MIA PaCa-2 cells, Cortisol (400nM) significantly reduced
paclitaxel-induced apoptosis, and Relacorilant reversed this effect,
partially restoring apoptosis. In OVCAR5 cells, dexamethasone
diminished the potency (increased IC50) and maximal efficacy
(increased residual viability) of cytotoxic agents like Carboplatin,
Oxaliplatin, Paclitaxel, and Gemcitabine. Relacorilant restored the
potency and efficacy of these agents, showing a dose-dependent
effect. A screen of 19 cytotoxic agents indicated that Relacorilant
most consistently improved the activity of microtubule-targeting
agents.

Animal
experiment [2]:

Animal models C57BL/6J female mice
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Preparation Method

Mice were randomly assigned and fed a control diet or a chow
containing the selective glucocorticoid receptor antagonist,
Relacorilant (60mg/kg/day), for eight weeks. Body mass and food
consumption were monitored throughout. At the end of the study,
all mice were euthanized, and dorsal skin tissues were collected for
analysis.

Dosage form 60mg/kg/day; oral; 8 weeks.

Applications

Relacorilant treatment significantly decreased the mRNA
expression of Scnn1g, a subunit of the epithelial sodium channel,
in the skin. The treatment did not significantly alter the epidermal
thickness, the expression of keratinocyte proliferation markers, the
expression of key inflammatory cytokines, or the expression of
regulators of glucocorticoid activity.
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Background

Relacorilant (CORT 125134) is a potent and selective glucocorticoid receptor (GR)
antagonist[1-2]. Relacorilant can increase the abundance and function of NK and other
immune cells in the tumor microenvironment, while promoting immune responses in
malignancies characterized by excessive glucocorticoid production (GC+). Relacorilant is
used in research related to Cushing's syndrome (CS) and tumors, such as adrenocortical
carcinoma and platinum-resistant ovarian cancer[3-4].

In vitro, Relacorilant (300nM) was co-administered with paclitaxel to OVCAR5 ovarian
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cancer cells. Relacorilant restored the potency (IC50) of paclitaxel, and enhanced the
activity of various cytotoxic agents, including paclitaxel, carboplatin, and
gemcitabine[5]. Relacorilant (1-10µM) was co-administered with docetaxel to docetaxel-
resistant PC3-DR prostate cancer cells. Relacorilant significantly reduced the IC50 of
docetaxel in a concentration-dependent manner and enhanced docetaxel-induced
apoptosis[6].

In vivo, in an aged female mouse skin experiment, Relacorilant (60mg/kg/day) was
administered to 18-month-old C57BL/6J female mice via oral chow for 8 weeks.
Relacorilant significantly inhibited the gene expression of Scnn1g in the skin[7].
Relacorilant (60mg/kg/day) was administered to 8-week-old C57BL/6J male mice via
gavage for 5 days. Relacorilant improved sustained corticosterone exposure-induced
hyperinsulinemia and immunosuppression (e.g., reductions in leukocytes and
lymphocytes) and exhibited antagonistic effects on glucocorticoid receptor (GR) target
gene expression in peripheral tissues (liver, adrenal glands, pituitary)[8].
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