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Summary & Conclusions
• QT prolongation is a serious condition that is 

prevalent in patients with Cushing syndrome (CS) 
and can lead to fatal arrhythmias.

 ○ Currently approved CS medications may have  
an untoward effect on the QT interval.

• Based on a thorough QT study and supported 
by additional data in healthy volunteers and 
patients with CS, relacorilant is not associated 
with QT prolongation. 

 ○ No effects on ECG parameters were observed with 
relacorilant doses up to 800 mg for 5 days (2x the 
maximum dose currently evaluated in patients 
with CS). 

 ○ No instances of drug-induced hypokalemia, 
a known risk factor for QT prolongation and 
common feature in patients with CS, have been 
reported with relacorilant.

• The effects of relacorilant on the QT interval 
continue to be evaluated in ongoing phase 3 
studies in patients with hypercortisolism (GRACE: 
NCT03697109; GRADIENT: NCT04308590). 
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Background
• Prolongation of the QT interval is an important 

risk factor for the development of cardio- 
vascular comorbidities, including cardiac 
arrhythmia, syncope, incident stroke, and 
sudden cardiac arrest.1–3

• QT prolongation can be detected on ECG and 
can be caused or potentiated by a range of 
factors, including drugs.

• Thorough evaluation of the potential for QT 
prolongation is often required for new drug 
candidates.

QT interval: The interval from the onset of ventricular  
depolarization to the end of ventricular repolarization.

• Drug-induced QT prolongation is a serious concern in patients with 
Cushing syndrome (CS).

 ○ QT prolongation and increased QT dispersion have been reported in patients 
with CS compared with healthy individuals.4,5

 ○ Elevated cortisol and electrolyte abnormalities, such as hypokalemia, may 
affect the QT interval.6,7

 ○ About 26% of men with CS present with QT prolongation, and the risk of 
cardiac arrhythmic events correlates with the extent of QT prolongation.8

 — Excess cortisol secretion can lower testosterone levels in men, which may 
explain QT prolongation in male patients with CS.8

 ○ Most medications currently approved or widely used for the treatment of CS 
are associated with QT prolongation.9–13

 ○ Many drugs used to treat comorbidities of CS may also lead to QT 
prolongation. 

Aim
• We evaluate the impact of relacorilant, an investigational selective 

glucocorticoid receptor modulator (SGRM), on the QT interval in healthy 
volunteers and patients with CS.
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Methods

First-in-human study
• A phase 1, randomized, placebo-controlled, first-in-human study (NCT03508635)
• 103 healthy volunteers received single or multiple ascending doses (SAD/MAD) 

of relacorilant (up to 500 mg QD) for up to 14 days; 24 received placebo.

Dedicated TQT study
• A phase 1, randomized, partial double-blind, crossover thorough QT study 

(NCT04795479) to assess the effect of multiple doses of relacorilant on 
cardiac repolarization in healthy volunteers

• Participants were randomized to dosing sequences to receive relacorilant 
at therapeutic (400 mg QD, n=25) or supra-therapeutic (800 mg QD, n=28) 
doses, or placebo (n=29; negative control) for 5 days.

• Moxifloxacin (400 mg single dose, n=28) was used as a positive control.

CS phase 2 study
• A phase 2, single-arm, open-label study (NCT02804750) in patients with CS
• 17 patients received low-dose relacorilant (100–200 mg QD) for 12 weeks;  

18 patients received high-dose relacorilant (250–400 mg QD) for 16 weeks.14

QT evaluation
• In all studies, ECG data were collected and the heart rate-corrected QT 

interval (QTc) using Fridericia’s formula (QTcF) was calculated.
• Participants with a family history of or risk factors for torsades de pointes or 

with a prolonged QT interval at screening were not eligible to participate.
• Exposure-response analysis of the effect of relacorilant on QTc was 

conducted using a linear model with an intercept.

   Relacorilant Did Not Adversely Affect ECG 
   Parameters in First-in-Human Study
• In the first-in-human study, relacorilant up to 500 mg QD for 14 days showed no 

notable mean changes from baseline for any ECG parameters measured.
 ○ No notable differences were observed between relacorilant dose levels or between 

relacorilant and placebo. 
 ○ No instances of post-dose QTcF interval >450 msec or QTcF interval increases of 

>30 msec were reported.

• Change-from-baseline QTcF (ΔQTcF) was similarly small and mostly negative 
throughout the study and across dose groups; no dose-dependence was observed.

• An effect of relacorilant on placebo-corrected ΔQTcF (ΔΔQTcF) >10 msec was 
excluded.

• Exposure-response analysis showed a slightly negative relationship between 
relacorilant plasma levels and ΔΔQTcF, excluding a positive concentration-dependent 
effect.
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Colored markers & error bars: Predicted mean (90% CI) ΔΔQTcF at the observed geometric mean relacorilant maximum concentration (Cmax). 
Dashed lines: 10-msec ΔΔQTcF effect threshold. Solid lines & gray shaded areas: Predicted mean ΔΔQTcF with 90% CI. CI, confidence interval. 
SAD equation:  ΔΔQTcF = -0.005 (msec) ― 0.588 (msec/ng/mL) × relacorilant concentration (ng/mL);  
MAD equation: ΔΔQTcF = -1.804 (msec) ― 2.341 (msec/ng/mL) × relacorilant concentration (ng/mL).

1    Favorable QT Findings Confirmed in  
   Phase 2 Study in Patients With CS 
• In the CS open-label phase 2 study, relacorilant had no adverse 

effects on ECG parameters.
• Throughout the study, no significant changes in median QTcF 

were observed in either dose group.
• No instances of hypokalemia were reported in the study.
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   Relacorilant Did Not Adversely Affect ECG 
   Parameters in Dedicated TQT Study 
• In the TQT study, therapeutic and supra-therapeutic doses of relacorilant had no 

adverse effects on ECG parameters.
• Moxifloxacin positive control showed the expected rapid increase in QTc, 

confirming assay sensitivity.
• ΔQTcF values for therapeutic and supra-therapeutic relacorilant were generally 

similar to those for placebo.
• Based on concentration-QTc analysis, an effect on ΔΔQTcF above 10 msec was 

excluded within the full observed range of relacorilant plasma concentrations  
(up to ~4500 ng/mL). 

• Similar to the first-in-human study, the estimated slope of the relacorilant 
concentration-QTc curve was shallow and negative, with a statistically significant 
treatment effect-specific intercept.

• These results constitute a negative TQT study.
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Right Figure. Colored markers & error bars: Estimated mean (90% CI) ΔΔQTcF at the observed geometric mean maximum relacorilant 
concentration with therapeutic (blue) and supra-therapeutic (red) dosing. Dashed line: 10-ms ΔΔQTcF effect threshold. Solid line & shaded area: 
Predicted mean ΔΔQTcF with 90% CI, calculated from ΔΔQTcF = -1.2501 (msec) ― 0.97 (× 10-3 msec/ng/mL) × relacorilant concentration (ng/mL). 
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