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SUMMARY AND CONCLUSIONS RESULTS

| 1 | o . o = GRACE comprised a 22-week, OL phase of relacorilant treatment followed by = Select baseline characteristics for the GRACE and GRADIENT study populations with adrenal hypercortisolism Hyperglycemia
= Relacorilant resulted in Clmlca"y and a 12-week, double-blind, placebo-controlled randomized withdrawal phase and 2 abnormal cortisol tests are shown in Table 1 .

)

In individuals with hyperglycemia, relacorilant significantly improved fasting glucose and glucose area under the curve (AUC

° o ° ° ° . ) . ) glucose
statistically significant treatment benefits in (Figure 2) . . . Table 1. Baseline Characteristics in GRACE and GRADIENT Participants With Adrenal Hypercortisolism (-0.7 mmol/L and -2.4 hr*mmol/L, respectively) vs placebo (+0.4 mmol/L and +1.3 hr*mmol/L, respectively; both P<0.05)
participants with adrenal hypercortisolism in = GRADIENT wasa 22-W€€|.(, randomized, double-blind study of relacorilant o Improvements in fasting glucose and AUC  __ were observed even though participants in the relacorilant pooled arm had
the phase 3 GRACE and GRADIENT studies compared with placebo (Figure 2) > ACE: AL : Pooled Populatia very well-controlled hyperglycemia (mean hemoglobin Alc, 6.5%)

= |nboth studies: / Relacorilant 7~ Chan : : o Ei
m ges from baseline to week 22 for plasma oral glucose tolerance test results for relacorilant and placebo are shown in Figure 4
.. o 0 J
Compa red with place bO, relacorilant o Participants were aged 18-80 years wh.o had endogenous hypercqrtlsollsm : Figure 4. Change From Baseline for oGTT Results in GRACE and GRADIENT Participants With Adrenal
and hypertension, hyperglycemia (impaired glucose tolerance or diabetes ITT population Hvpercortisolism and Hvperelveemia With or Without Hvbertension
treatment: mellitus), or both Weight, kg, mean (SD) 90.6 (22.7) 86.2(17.9) 88.6 (19.9) 86.4(20.2) P YPEIEY P
. o . o Relacorilant was titrated from 100 mg to 400 mg once daily based on Waist circumference, cm, mean (SD) 114.7 (17.7) 106.3(13.8) 110.9 (16.8) 106.6 (13.4) Relacorilant Placebo
O Slgn ifica ntly reduced SYStOl ic and tolerability and efficacy Participants with hypertension with or 20 - - @ -BL(n=45) —8—W 22 (n=27) 50 - @ -BL(n=19) —#—W22(n=15)
diastolic blood pressure in participants = In GRACE, in addition to the presence of clinical signs and symptoms, without hyperglycemia - . T T _
with h e iy hypercortisolism was defined as 22 of: 24-hour SBP, mmHg, mean (SD) [n] 138.3(7.7)[23] | 139.0(10.2) [33] 139.1 (8.9) [39] 137.8(10.2) [17] - =
YP o UFC greater than the upper limit of normal (ULN) in 22 complete 24-hour tests 24-hour DBP, mmHg, mean (SD) [n] 87.6(6.7)[23] | 83.9(8.7)[33] 86.4(7.8) [39] 83.2(8.6) [17] % Q 15 — % g 15 —
. , - Participants with hyperglycemia with ‘E“ IS g O
o Improved fasting glucose and glucose o LNSC>ULNin 22 tests or without hypertension 5 E 5 E
area under the curve in pa rtici pants o >1.8pg/dL serum cortisol on either the 1-mg overnight or 2-mg 48-hour DST HbA1c, %, mean (SD) [n] 6.6 (1.0) [26] 6.7 (1.0) [37] 6.5 (1.0) [44] 6.9 (1.1) [19] g 10 7 = 10 5
with hyperglycemia " In GRADIENT, hypercortisolism was defined as: AUC_ ... hr'mmol/L, mean (SD) [n] 25.1(5.5)[26] | 24.6(6.6)[38] 23.6(5.2) [45] 27.6(7.4)[19] Q9 a8
o >1.8 yg/dL serum cortisol on either the 1-mg overnight or 2-mg 48-hour DST 2-hour oGTT plasma glucose, mmol/L, €2 5- = 54 T
, . . mean (SD) [n]p 5 12.6 (3.7)[26] | 12.4(4.3)[38] 11.8(3.7) [45] 13.7 (4.5) [19] o ob AUC S o0
o Resultedin signiﬁca nt Weight loss o Suppressed or low (<15 pg/mL) early-morning adrenocorticotropic S Change from BL to W22: P<0.01° s AUC
hormone (ACTH) levels ;Il?ge;eivid I|felte)1|corcillant. bReceiggd fceladcor(ijl:ilnt grtplacebo. AUC, area under the curve; DBP, diastolic blood pressure; HbA1c, hemoglobin Alc; ITT, intent to treat; oGTT, oral glucose tolerance test; 0 LSM (SE) difference from placebo: -3.6 (1.5); P<0.05° 0 Change from BL to W22: P=NS?
. . . . , SYSTOIIC DIOOd pressure, , Standar eviation. | | | [ | [ [ [ I ]
= Across studies, relacorilant was well-tolerated © Radiologically confirmed benign adrenal lesion 0 0.5 1 15 2 0 0.5 1 15 2
. . e . SR T _ GRADIENT participants also underwent UFC and LNSC testing to collect Blood Pressure H t-drink H t-drink
in participants with adrenal hypercortisolism®-> ° | ours post-drin ours post-drin
p p yp SampleS fOI’ StUdy pharmacodynamlc assessments u |n the pooled analysis in pa I‘tiCipantS W|th hypertenSion Wlth or WIthOUt hyperglycemia’ relacorilant signiﬁca ntly 3Wilcoxon signed rank test was used for detecting significant changes vs baseline. °LSMs and P-values are from an MMRM, including terms for the baseline value as a covariate, stratification factor at
decreased SBP and DBP measu r-ed by 24'hOUI’ ambulatory blOOd pressure monitoring (_101 and _63 mmHg randomiz.ation and fixed effects for study, treatme.nt, visit and the treatment byvisitinteractiop,vyith participants within treatment arm as a random eff:ect,ﬁt usi.ng REML. AUC,area under the curve;
@ ° o ! BL, baseline; LSM, least-squares mean; MMRM, mixed-model for repeated measures; NS, not significant; oGTT, oral glucose tolerance test; REML, restricted maximum likelihood; SD, standard deviation;
Therf; V\,Iere 1 case§ Ofi ?;Ii reg,a | o tad Figure 2. GRACE and GRADIENT Study Designs respectively) vs placebo (+1.5 and +2.2 mmHg, respectively; both P<0.01) (Figure 3) SE standard error; W, week i : ;
INSUTTICIENCY Or vagiina eedaing associate . . . . . .
. Y . & & - Figure 3. Change From Baseline for A) SBP and B) DBP in GRACE and GRADIENT Participants With Body Weight
with endometrial hypertrophy, and no T GUEDAR G Adrenal Hypercortisolism and Hypertension With or Without Hyperglycemia . . . . - . . . .
o o = Participants treated with relacorilant experienced a statistically significant weight reduction (-4.1 kg) compared with those
cases of drug-induced hypokalemia or QT g :
) . 1a: STUDY receiving placebo (-1.0 kg; P<0.01) (Figure 5)
interval prolongatlon ” A SBP Figure 5. Change From Baseline in Body Weight for GRACE and GRADIENT Participants With Adrenal Hypercortisolism
_______________________ ) 12 - —8— Relacorilant —— Placebo
®o : : : - +15 2 -
’M‘ g 877 T T
1 ! 5 — —l —
BACKG ROUND AND OBJ ECTIVE ' Dose titration: 100 mg QD to 400 mg QD = % 4 4 139 mmHg T . @ b
| based on tolerability and efficacy i o = Placebo g
= Relacorilant, a selective glucocorticoid Figure 1. Relacorilant e e mmmmmmmmmmmmmm—----- - ":; ~ o0d--- @ T BT 1T mean Wz qg %
receptor (GR) modulator (Figure 1) that | . OL phase | 80 o 135 mmHg 0D
reduces excess cortisol activity at the GR, Zeeeiing e e D4 c 3
. . . OL22 o Relacorilant _ &3
Is being investigated for the treatment of < . 4 5T
fenlicrm6? 2> N -8 o Mean BL: + Relacorilant a!
endogenous hypercortisolism Gz 139 mmHg N W22 g =
o= Mean . S
o Exhibits high GR selectivity, with no 12 - 1 A 128 mmHg — .
activity at other hormone receptors (eg, — . A BGEEEREIE_slAEtEee
progesterone, mineralocorticoid, androgen)é’ -16 | | | | T T | ) ! ' ' ' ' ' '
Structurally different f o rict BL W2 Wé W10 W14 W18 W22 BL W2 Wé W10 W14 W18 W22
2 tructurally GIITerent rom mirepristons, Relacorilant (n): 60 57 53 50 48 42 40
a nonselective GR antagonist® E . . Relacorilant (n): 39 19 27 27 21 22 21 Placebo (n): 27 27 27 26 26 26 24
o Avoids undesirable off-target progesterone Placebo (n): 17 9 15 15 14 12 13 P-value NS NS NS NS <0.05 <0.01
receptor effects, such as endometrial hypertrophy and : : P-value NS <0.05 NS <0.05 <0.05 <0.01 LSMs, 95% Cls, and P-values are from an MMRM, including terms for the baseline value as a covariate, stratification factor at randomization and fixed effects for study, treatment, visit and the treatment
va inal bleedin 1-5 1 Dose titration: 100 mg QD to 400 mg QD by visitither.action, with participants Within trea.tmc?nt arm as a random effect, fit using REML. BL, baseline; Cl, confidence interval; LSM, least-squares mean; MMRM, mixed-model for repeated measures;
g g oo 11 : based on tolerability and efficacy : NS, not significant; REML, restricted maximum likelihood; W, week.
= |nthe phase 3 GRACE study (NCT03697109), relacorilant treatment /" ] |
improved the signs and symptoms of endogenous hypercortisolism?*~ ! ! B DBP Safety
o Inthe open-label (OL) phase, relacorilant treatment significantly _+ % 19 - —@— Relacorilant —m— Placebo : Acro.ss relacorilant studies, the safe’Fy p.roﬁle of rela}corilant in participants with adrenal hypercortisolism was consistent with
reduced systolic blood pressure (SBP) and diastolic blood pressure | D oD that in other endogenous hypercortisolism populations®=
(DBP) from baseline to week 22 (mean change: SBP,-7.9 mmHg; DBP, - 'I. | ’ 8- m:gﬁbé)t e = Across all participants and studies of relacorilant in hypercortisolism, adverse events were mostly mild-to-moderate in
-5.1 mmHg; both P<0.0001) in participants with hypertension? aseine erze @ ¥ . | 83 il B — T T ST severity and no new safety signals were identified'~
» The phase 3 GRADIENT study (NCT04308590) investigated the § E T mean W22: = Duetorelacorilant’s specificity for the glucocorticoid receptor and its unique mechanism of action, the observed efficacy
efficacy and safety of relacorilant treatment in individuals with OL, open-label; QD, once daily; RW, randomized-withdrawal. w:-) T I T I T B e T e L e - 84 mmHg was seen: 13>
adrenal hypercortisolism?® . The analveis included the GRACE sub h ad " sl 20 g 4 - o W.ithout cases of relacorilant-induced irregular vaginal bleeding with endometrial hypertrophy
o In participants with hypertension, SBP improved significantly from '€ anatysts Iciu SUBBTOUP WILR adrenal Nypercortisaism £ = Relacorilant 4 elmeert o Without increases in cortisol concentrations and relacorilant-induced hypokalemia
baseline to week 22 with relacorilant treatment (mean change (n=34) and the GRADIENT subgroup with 22 abnormal cortisol tests (DST and O g | meanBL: / mean W22: . . .
-6.6 mmHg: P=0.012) but not with placebo (mean change -2.7 mmHg: at least 1 of UFC and/or LNSC; relacorilant, n=26; placebo, n=27) 2N 7 gemmHg 1 1 1 81 mmHg o Without reported cases of adrenal insufficiency
. ’ . . ’ — o . . . .
P=NS); the difference between arms was not statistically signficant? = Relacorilant data from the 22-week periods in both studies were pooled and -12 - o Without relacorilant-induced QT prolongation
= |n the subgroup of participants with =2 abnormal cortisol tests compared with GRADIENT placebo data 16
(abnormal dexamethasone suppression test [DST] + elevated late- = The Wilcoxon signe.d rank test was used for detecting within-group significant BL W2 W W10 W14 W18 W22 References
night salivary cortisol [LNSC] and/or urinary free cortisol [UFC]) changes from baseline i e A I s e e i o L e o e e O e
at baseline, relacorilant significantly decreased SBP and DBP = | .SM and 95% confidence intervals were estimated using the mixed-model for Relacorilant (n): 39 19 27 27 21 22 21 gg;‘i‘%ﬁ;ﬁﬂi@ E5>i_s§2;e1; E;eﬁir:tbﬁrj 1e2tjdéll?r?lglfc;1:rjnnci\c/§lrl?;b cag; vcéélfg-@'(ii-%gﬁlzli R, et al. Presented at: Endocrine Society Conference; June 1-4,2024; Boston, MA, USA. 6. Hunt HJ, et al. J Med Chem.
from baseline to week 22 vs placebo (least-squares mean [LSM] repeated measures, including fixed effect for visit, with participant as a random Placebo (n): 17 9 15 15 14 12 13 o . - e '
difference: SBP,-10.4;: DBP,-7.9: both P<0.05)? effect fit using restricted (or residual) maximum likelihood P-value NS <0.05 NS <0.01 <0.01 <0.01 Acknowledgments
= The objective of this pooled data analysis was to evaluate the efficacy o The Kenward and Roger method was used for calculating the denominator LSMs, 95% Cls, and P-values are from an MMRM, including terms for the baseline value as a covariate, stratification factor at randomization and fixed effects for study, treatment, visit Tnhciiﬁé?é’{é’f ﬁﬁc}gmlﬁiar:Ltgsffév:fepvigtsigffvtfjde:jnbt;' ‘%ﬁ?ﬁ!ﬁl‘?ﬁfﬁﬁ%y,Eiﬁﬁ%‘,%af”éiﬁé‘fpih;iéfS?S‘EZJRﬁlZZSSéLgﬂSL?ii';fiéﬂi.sp"””rtea"“ hisstucyfs sponsoredby Corcept Therapeutics
and Safety of relacorilant in GRACE and GRADIENT StUdy participa Nnts degrees of freedom for tests of fixed effects and an unstructured covariance and the treatment by visit interaction, with participants within treatment arm as a random effect, fit using REML. BL, baseline; Cl, confidence interval; DBP, diastolic blood pressure; .
with adrenal hypercortisolism who had =2 abnormal cortisol tests matrix was used to model Within-participant error LSM, least-squares mean; MMRM, mixed-model for repeated measures; NS, not significant; REML, restricted maximum likelihood; SBP, systolic blood pressure; W, week. Author DlSCIOSLlreS
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