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SUMMARY AND CONCLUSIONS

- - = Relacorilant is an investigational selective glucocorticoid receptor (GR) Oben-Label Phase Randomized-Withdrawal Phase
- I n the G RACE StUdy’ Pa rtICI Pa ntS modulator (Figure 1) designed to modulate excess cortisol activity at the GR to P : : : : : : : L . : : :
(Figure 1) desig y o 0
. ; o 1 = During the OL phase, all patients received 100 and 200 mg of relacorilant, 89.2% received 300 mg, and 53.9% received 400 mg = RW phase baseline characteristics for participants with hypertension are shown in Table 2
WhO had endO enous h erCOrtiSOIism treat the manifestations of endogenous hypercortisolism (HC)*
g yp o Highly selective for the GR, with e 1 Rel lant = Among participants with hypertension at OL baseline (n=102), 76% (78/102) were taking =1 antihypertensive medication (Table 1) . o o . . .
d nd hYPe rtension Wlth or WithOUt no activity at the progesterone, gtire = Relacorian o Calcium channel blockers and angiotensin-converting enzyme (ACE) inhibitors were used by >25% of participants Table 2. Demographics and Characteristics for Participants With Hypertension: RW Baseline?
h I - W c mineralocorticoid, or androgen taking antihypertensives Relacorilant
yperg ycem la were recelvi ng receptors; structurally different = Relacorilant significantly improved BP from baseline to week 22 (P<0.0001) (Figure 3) (n=21)
1 1 ! 1 1 from the nonselective GR
mu Itl ple anti hypertenswe med Ications antagonist mifepristone’-? Table 1. Demographics and Characteristics for Figure 3. Changes in 24-Hour ABPM From Baseline With Age, years, mean (SD) 46.1(11.4) 49.0 (13.3)
at base| ine o Avoids unwanted off-target Participants With Hypertension: OL Baseline Relacorllal?t During the OL Pha:se Amo.ng A) All P§rt|C|pants With
progesterone receptor effects Hypertension and B) Those Taking Antihypertensives Female, n (%) 15(71.4) 20 (90.9)
(eg, endometrial hypertrophy, Participants .
In participants with hypertension, vaginal bleeding)®* (n=102) A All Participants With Hypertension Weight, kg, mean (SD) 87 e2l) Selizla
. . . . = Relacorilant has been shown to o 0- 2
rapid and sustained improvements in be effective in treating the signs Age, years, mean (SD) 48.6(12.7) T BMI, kg/m? mean (SD) 32.5(8.4) 31.6(6.8)
bIOOd preSSU re were Obse rved With and sympt.om.s of .en.doge‘nous | - Female, n (%) 85 (83.3) @ £ 2 3 Waist circumference, cm, mean (SD) 113.1 (20.5) 105.9 (16.7)
. . hypercortisolism in individuals with gn. -4 1
relacorilant treatment duri ng the hyperglycemia, hypertension, or both in Weight, kg, mean (SD) 95.1(26.1) 5 “ —o 24-h SBP, mm Hg, mean (SD) 137.9(11.0) 140.8 (10.6)
a phase 2 and 2 phase 3 studies®® , ?é’o'g 1 1
Open-la bel phase = Aninterim analysis of an ongoing open-label (OL) extension study showed BMI, kg/m’, mean (SD) S i) IR b -1 24-h DBP, mm Hg, mean (SD) S0 (743 1Sl
that |ong-term use of relacorilant led to CIinicaIIy Signiﬁcant and durable Waist circumference, cm, mean (SD) 115.1 (195) § ‘% -10 - DBP - - 1 1 1 *Participants with hyp.ertensit.)n with or without hypérglycemia who met the criter?a for hypertension response.in the open-label phase and who entered the RW phase.
. Cardiometabolic improvements and was We” tolerated in partiCipantS Wlth ﬂ _I: o SBP BMI, body mass index; DBP, diastolic blood pressure; RW, randomized-withdrawal; SBP, systolic blood pressure; SD, standard deviation.
Blood pressure improveme nts hypercortisolism treated for 6+ years® HbA1c, mean (%) 6.7 (1.6) J 12 ! ! ! ! ! !
7P ¢ BL we W10 Wi4 WIS W22 Relacorilant resulted in significant i tsin BP, and the study’s pri ffi dpoint

- - - . : : = Relacorilant resulted in significant improvements in BP, and the study’s primary efficacy endpoin

were maintai ned Wlth re | acori |a nt - The observed efﬁca.cy was seen W|thogt reportgd cases of relacorl!ant- . 24-h SBP, mm Hg, mean (SD) [n] 140.6 (10.6) [101] n: 101 86 79 74 61 66 was met ° " P ’ yEP
. . . induced hypokalemia, adrenal insufficiency, vaginal bleeding associated with P-value: <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 o . . . .
d uril ng the ra nd omli ZEd 'Wlthd rawad I endometrial hypertrophy, or QT interval prolongation 24-h DBP, mm Hg, mean (SD) [n] 88.9(7.2) [101] o Inthe placebo-controlled RW phase, participants with hypertension who continued to receive
B relacorilant were 5.9x more likely to maintain hypertension response (primary endpoint) compared

phase, whereas blood pressure
deteriorations occurred in the

Most common concomitant Participants With Hypertension with those who switched to placebo (odds ratio, 0.17; P=0.02)
OBJECTIVES antihypertensive medications, n (%) Taking BP Medication : : : : O : : :
’ = Compared with placebo, improvements in SBP and DBP with relacorilant in patients with hypertension
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Relacorilant treatment also resulted in METHODS ST e S5
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antihypertensive medication decreases/ Study Design and Procedures S o L P<0.05
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P P YP hypercortisolism and hypertension, hyperglycemia (impaired glucose -1 BP medicati (%) 78 (76.5) 79 65 60 55 47 49 = I I e 100 —
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ABSTRACT were randomized 1:1 to continue relacorilant or be switched to placebo 5 o
for 12 weeks = At last modification, 19% (15/78) of those taking antihypertensive medications discontinued use and/or had a dose reduction, S 100 §
: : whereas 9% (7/78) switched antihypertensive medication or had a dose increase
In the phase 3 GRACE study (NCT03697109) in adults with .
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BP and antihypertensive medication use among study participants . Tﬂ\ Increase are shown in Figure 4 & 21 17 22 16 & 21 17 22 16
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