OPEN-LABEL EXTENSION Introduction Patient characteristics and baseline demographics Improvement and/or maintenance of benefit in other cortisol-related
. . . . . comorbidities
STU DY EVALUATI NG TH E e Relacorilant (CORT125134) is a selective glucocorticoid receptor modulator in development for the Total
treatment of endogenous hypercortisolism (Cushing syndrome [CS]) (N=53) , HbA1e
. . . o | . - Age (years), mean (SD) 50.4 (12.5) Hyperglycemia Patients with hyperglycemia
S AFETY AN D EFFI C ACY 0 Relacorlligth)nodulates cortisol activity by competing with cortisol for binding to the glucocorticoid e le 1 (:y ) 44 (33.0% . Patients had well-controlled HbA1c at baseline as they rolled over from a 8 ~ (GTorT20M)
receptor o L e .U% . . . .. . 85
Weight (kg), mean (SD) 85.5 (20.8) Eeaal;eclz)trisl’;ily in which their hyperglycemia improved upon treatment with 2 s0-
. _y _ . . . . S 75—
OF LONG 'TERM USE OF ) :;car;al’?osgzgsirtagtta%ﬁg ]Str]oc zziicr:gfwgtotrhcftl?eRr iietpoeidF[tzérr?\%arg tggeGl’:o?;tagon]St miepristone Bt sody mass Index (kg/m’), mean (50) 32.0 (6.4) o Still, numerical reductions in HbAlc were observed in the OLE S 70—
y prog P Waist circumference (cm), mean (SD) 108.6 (18.0) o . = 65—
RELACO RI LANT IN PATI ENTS e Relacorilant’s safety and efficacy in patients with CS of any etiology have been assessed in one phase HbA1c (%), mean (SD) 6.3 (1.7) PltUItary tumor size | | | | | % gg:
2 and two phase 3 studies?* 24-h SBP (mmHg), mean (SD) 134.8 (11.87) ° A’F baseline, evaluable MRI scans were available in 31 patients with Cushing $ 0"
. . . . 24-h DBP (mmHg), mean (SD) 85.7 (8.50) Disease | | 05| IR
WITH EN DOG ENOUS o The phase 3 GRACE study met its primary endpoint (loss of response with respect to hypertension; Friol o « In the majority of these patients, tumor volume decreased or remained Baselne  Month3  Month 12
odds ratio [OR] 0.17 for relacorilant vs placebo, P=0.02)3* tiology, n (%) _ | unchanged throughout the OLE 32 20 21
. o . . . . . ACTH-dependent (p]tU]tal"y, eCtOp]C) 39 (736%) IGT, impaired glucose tolerance; T2DM, type 2 diabetes mellitus.
HYPERCO RTISO LIS M (CUSH I NG o Pahtlents recewn;g relacorilant were 5.9x more likely to maintain hypertension response than those ACTH-independent (adrenal) 14 (26.4%) Baceling Month 6 Month 12 PpTY——
Who were switched to placebo Plasma ACTH (pg/mL), mean (SD) Not visible, scans available (n) 11 1 5 6
SYN DROME)‘ INTERI M o Due to relacorilant’s specificity for the GR and its unique mechanism of action, the observed ACTH-dependent 109.9 (92.1) Increased _ 0 0 0
° efficacy was seen:3 ACTH-independent 12.7 (9.0) Decreased — 0 0 0
. . . . . . . . 24-h urinary-free cortisol (pg/day), mean (SD) Unchanged — 1 (100%) > (100%) 6 (100%)
» Without cases of relacorilant-induced irregular vaginal bleeding with endometrial hypertroph : :
ANALYSIS RESU LTS S S S YP phy ACTH-dependent 334.5 (869.2) Microadenoma, scans available (n) 15 1 100 11 :
» Without increases in cortisol concentration and relacorilant-induced hypokalemia ACTH-independent 169.5 (229.4) Increased — 0 “ (4Of) 3 (27’3f)
: : : Decreased — 0 4 (40%) 4 (36.4%)
» Without reported cases of adrenal insufficiency Late-night salivary cortisol (ng/dL), mean (SD) Unchanged — 1 (100%) 2 (20%) 4 (36.4%)
. . . . ACTH-dependent 423.3 (725.9) Macroadenoma, scans available (n) 5 1 0 2
EathseE::'eEz- N » Without independently confirmed QT prolongation ACTH-independent 292.5 (337.7) e = ) 0 )
. Araque, Pituitary tumor size,? n (%) Decreased — 1 (100%) 0 2 (100%)
Contact: aaraque@corcept.com Not visible 11 (35.5%) Unchanged — 0 0 0
Microadenoma 15 (48,4%) Increase/decrease defined as a 20% increase/decrease in tumor volume (mm?) from baseline (defined as the last measurement available before or up to 6 weeks after
day 1 in the OLE).
: Macroadenoma 5 (16.1%)
: " : ) : 3 : .
Cor]n Badiu > Richard -~ Auchus ) Irma. Bancqs ) Ulrich D]SChmgeIA’ A] m aIn patients with Cushing Disease and evaluable MRI scans at baseline (n=31). Pituitary MRI scans were centrally read. ACTH, adrenocorticotropic hormone;
AmirH. Hamrah1an5, Alexandra Kautzky-Wlllerf’, MlguelAngelMangas-Cruz7, DBP, diastolic blood pressure; HbA1c, hemoglobin A1c; SBP, systolic blood pressure; SD, standard deviation.
Cary Mariash®, John Parker®, Rosario Pivonello™, Aurelian Emil Ranetti",  Here, we present results from an interim analysis of the ongoing phase 2/3 extension study ) .
Gadi Shlomai', Jeffrey Botbyl®®, Andreas G. Moraitis®®, Katherine A. Araque” (NCT03604198), which aims to evaluate relacorilant’s long-term safety and therapeutic effect Bone and cortisol act1v1ty markers
. et : e - : o Statistically significant increases from baseline in osteocalcin were observed, along with numerical increases in alkaline
C lus Cllmcally and statlstlcally S]gn]ﬁcant reductions in blood pressure phosphatase and no worsening in bone mineral density by dual-energy X-ray absorptiometry (DXA)
onciusions
e |n patients with hypertension with or without hyperglycemia (n=38), clinically and statistically significant .
: : : . ’ Baseline Month 6 CFB to Month 6 Month 12 CFB to Month 12
e Relacorilant is a selective glucocorticoid receptor Methods i ine i i - iohtti
e ulator i develd mentgfor e treatrent gf reductions from baseline in mean 24-hour, daytime, and nighttime blood pressure were observed Serum osteocalcin (ng/mL) 12.7 £ 6.5 (n=49) | 15.5+9.1 (n=36) | +2.0 £ 4.3 (n=34) | 14.8 + 7.4 (n=30) | +1.6 + 5.7 (n=28)
endosenous h ercolitisolism (Cushing syndrome) of all « Patients are eligible to enter the single-arm open-label extension (OLE) if they completed a 24-h Blood Pressure Alkaline phosphatase (U/L) | 82.2 + 34.6 (n=30) | 87.5 + 36.1 (n=38) | +1.4 + 19.8 (n=36) | 93.2 + 58.6 (n=30) | +5.9 + 30.6 (n=29)
, lg ) yP S5y Corcept-sponsored parent study of relacorilant in patients with CS (NCT02804750, NCT03697109, .
etiologies NCT04308590) and, in the investigator’s opinion, may benefit from treatment with relacorilant 3= . Baseline (n=14) Month 12 (n=7) CFB to Month 12 (n=5)
o ' - i T -score
The pr.esent.ed ongoing open-label phase 2/3 e]Zi(tenSIO?  In some patients, relacorilant is discontinued during the transition period between parent study and S = Total lumbar spine 1.39 + 1.27 -0.39 + 1.37 +0.11 + 0.56
Stlljdy ".]E/ estt 1tgatets thetlgng-tte.rmtsafgécg andd et cacyé)S OLE P E_E' - Total hip 0.85  0.62 0.39 £ 0.95 0.18 £ 0.12
retacoritant treatment in patients wi enaogenous . . o (o) 1. . 0. . 0.1 .
o . . . o For those entering the OLE from an open-label study, and if roll-over occurs within 4 weeks, the S5 SBP Z-:i:]roeral neck 1.10 £ 0.67 0.88 + 0.71 0.17 £ 0.23
o This interim analysis provides support fOf the. long- OLE starting dose is the dose last received in the parent study o i e Y 495130 e 060
term tolerability and efficacy of relacorilant in | | | S0 orac “UMbat spine AL 7z aLE L
: : o For all others, including those who completed a placebo-controlled parent study, the starting O c otal hip -0.36 + 0. .25 + 0. -0.12 + 0.
patients with endogenous CS F l.l th l d . th h let d | b t ll.c.l t study, the OLE start 2 = Diasa Total h 0.36 + 0.62 0.25 + 0.91 0 ’2 0.13
dose is 100 mg daily titrated up to 400 mg daily based on tolerability -25  titration Femoral neck -0.36 + 0.47 0.00 + 0.61 -0.13 £ 0.24
Relacorilant led to improvement and/or long-term , , , , L | | ' | | Mean + standard deviation shown. Bold print indicates statistically significant change from baseline (P<0.05). CFB, change from baseline.
Maintenance of Clinicgl and cardiometabolif henefit « Dose titration up or down during the OLE is allowed based on tolerability BL 3 6 12 18 e o S PR | |
Month
o Safety, as well as changes in blood pressure (by ambulatory blood pressure monitoring [ABPM]), L ag 93 o6 10 5
glucose parameters, and other cortisol-related comorbidities are being assessed throughout the study SBP. 002 0009 0.0 0 008
Author affiliations . Data cutoff date for the interim analysis: 8 April 2024 P-values >~ T oos 0o 2 007 ) 004 Relacorilant was well tolerated with an adverse event profile
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Eeretos, Wigion M, U5k Poer s 8 opl, i, . o ey Uy Daytime Blood Pressure Nighttime Blood Pressure + The majority of treatment-emergent adverse events (TEAEs) were mild to moderate in severity (grade <2)
i ET R il il e T B 9 0 The most common TEAEs (occurring in >15% of the study population) were arthralgia, peripheral edema, pain
. . Results mE 2 E in extremity, and COVID-19
Author disclosures: E= £n 7 « The frequency of serious adverse events (SAEs) was low, and no new safety signals compared to the parent
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o 5 (9.3%) had hyperglycemia (impaired glucose tolerance [IGT] or type 2 diabetes mellitus [T2DM]) - SB;: 007 009 0.02 0.004 . SBP 0.01 0.002 0.1 0.01 References Acknowledgments
The authors want to thank all those who are participating in this v O o , . -values DBP: 0.03 027 0.02 0.004 -vaiues DBP: 0.001 0.003 0.03 0.004 1. Hunt HJ, et al. J Med Chem. 2017;60:3405-3421. This study was sponsored by Corcept Therapeutics, Incorporated. Funding for editorial,
study: The study patients and their families, the investigators, § S o 31 (59-35) had both hypertensmn and hyperglycem]a 2. Pivonello R, et al. Front Endocrinol (Lausanne). 2021;12:662865. design, and production support was provided by Corcept to MedVal Scientific Information
and the sponsor team. The authors also want to thank % g . . . . . . Error bars: 95% confid intervals. P-values: Wil sned rank test t luate if there is a sisnificant ch from to BL at each ti int. BL, baseline: 3. Pivonello R, et al. Poster P108 presented at ENDO 2024, June 1-4, 2024, Boston, MA. Services, LLC (Princeton, NJ, USA).
Amanda Kesner-Hays of Corcept Therapeutics Incorporated ch : e The median duration of treatment at the time of the interim analysis was 53.1 weeks (range: 4.6-307.9) Dglgrdiggolic lood pl'eellcsﬁ;g EEVS :ysto\{?cubelf)od })(r:g:s?ﬂg]ggaeyuﬁg 6??11-1005:4?; L;?gﬁt]timee:r%;;—sggm. e TSR T 0 B AT SAEh T pem e 4. ;gzzneé‘r:’il:(tj:l‘bh?;alpf\rese”tatm” at 8th Annual Heart in Diabetes conference, June 7-9,
for her contributions to the safety analysis. A 9 ’ T




