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Background
SAFETY’ PH ARMACO K|NET|CS’ Role of cortisol in amyotrophic lateral sclerosis (ALS) Dazucorilant modulates cortisol activity
e ALS is a devastating disease with insufficient treatment options.  Dazucorilant (CORT113176, Corcept Therapeutics) is a small-molecule, selective GR modulator
AN D PH AR M ACO DYN A MICS « Dysregulation of cortisol levels has been reported in patients with ALS, including elevated levels of (SGRM) in development for the treatment of ALS.
cortisol', particularly in patients with rapid progressionZ. o It competitively and reversibly binds to the GR with high affinity
« Despite the known immunosuppressive effects of glucocorticoids, prolonged cortisol exposure can: and has no affinity for other hormone receptors.
OF THE SELECTIVE : .. : T o Brain penetration has been observed in rats.
o Increase myeloid activity and glial cell activation’, . . .
o Promote proinflammatory effects in the brain and central nervous system (CNS)4, including » In Wobbler mice, a model of sporadic ALS, dazucorilant reduced
proinflammatory cytokine production (TNFa, IL1B) in the hippocampus® and isolated microglial cells® forepaw atrophy, improved performance in the rotarod test, and
LUCOCO RTICOI D ECEPTOR from rats, and inhibited neurodegeneration and neuroinflammation.
o Promote excitotoxicity and glutamatergic toxicity”™. » Here, we describe the safety, pharmacokinetics (PK), and .
MODU LATOR DAZUCO RI LANT « NR3C1, the gene coding for the glucocorticoid receptor (GR), has been proposed as a potential pharmacodynamics (PD) of orally administered dazucorilant . Dazucorilant
therapeutic target for the treatment of ALS." capsules in healthy volunteers.

IN HEALTHY VOLUNTEERS

Results: Pharmacokinetics & Pharmacodynamics

PRESENTER: Greater than dose-proportional increase in exposures Steady state exposures achieved after ~7 days with Dazucorilant distribution to the CSF observed,

Grace Mann, PhD and positive food effect observed ~2-fold accumulation in plasma confirming brain penetration

Contact: . e In the FIH study, a greater than dose-proportional increase in e In the brain penetration study, dazucorilant exposures increased e In the brain penetration study, dazucorilant was detectable

ontact: gmann@corcept.com dazucorilant exposures (AUC, ., C...x) Was observed following 1.7- to 1.9-fold from days 1 to 7 and 1.6- to 2.0-fold from days 1 in the CSF in all study participants after 1 week of QD dosing
single ascending dose escalation from 150 mg to 450 mg fasted. to 14 (based on accumulation ratios of AUC,,, and C_.,). (150 and 300 mg fed).
e Further 2-fold dose escalation (450 mg to 900 mg fed, single e No significant change in accumulation was observed in the : .
Kirsteen Donaldson', Joseph M. Custodio?, Grace Mann?, dose) increased exposures by 2.2- and 2.8-fold (C,,,, and AUC,., second week of dosing, indicating that steady-state exposure Proof of pharmacological effect established
Hazel J. Hunt? respectively). had been reached within 1 week of dosing. o Inpart 3 of the FIH study, a single dose of prednisone decreased
' . y .  The PK study demonstrated a modest but statistically significant  The accumulation pattern was similar at both doses (150 and eosmoptp]l.lls, lymphocyteds, and osteocalcin, and increased

'Jade Consultants (Cambridge) Limited, Cambridge, UK positive food effect (1.3- to 1.7-fold increased exposure with 300 mg QD fed). neutrophits, as expected. |
2Corcept Therapeutics Incorporated, Menlo Park, CA, USA food; Figure 1). « Steady state exposures (C,..,, AUC,,,) were approximately 4-fold « Dazucorilant ameliorated the effect of prednisone on most of

these parameters (Table 1).
o Similar to other SGRMs™, no notable effects of dazucorilant on

higher with 300 vs. 150 mg dazucorilant.

AUC, area under the curve; C,., maximum concentration.

Figure 1. Plasma concentrations of dazucorilant 300 mg with and Figure 2. Dazucorilant steady-state PK profile after 14 days of QD morning or evening cortisol or ACTH levels were observed in
) without food in the PK study. dosing in the brain penetration study. part 2 of the FIH study.
SU m mal'y & COnC IUS]OnS 1000 1000 o Table 1. Effect of dazucorilant (450 mg fed, single dose) after
- , , prednisone 25 mg challenge in part 3 of the FIH study.
) ) ) _ - 0 DazucorIlant 300 mg fed 0 DazucorIlant 300 mg QD -
o DYSI'egulatIon of cortisol leyels in £ 100 © Dazucorilant 300 mg fasted 3 © Dazucorilant 150 mg QD AUEC, 2, change from baseline R TTs Z;ezfl'l‘gfl'f:n: P-value
patients with ALS, along with cortisol’s g - £
. . . c = . . 9%
proinflammatory effects in the CNS, provide 2 10 5 b Eosinophils, 10™h/L | 280 | .8 | 0.019
a strong rationale for the role of SGRMs, § - E Lymphocytes, 107h/L | 247 | 014 1 0.01%
. . . = _ g : #
like dazucorilant, in the treatment of ALS. S '3 : 5 Neutrophils, 10°*h/L ns
- S od 0 E T B
. . - Osteocalcin, pg*h/L 0.032
The presented StUd]eS eStathhed the PK’ 01- ! ! ! ! ! ! ! ! I I I I I I Showing adjusted arithmetic mean from a linear mixed model of PD parameter
Safety tolerabi l]ty and pharmacologica[ Fre- 8 16 24 32 40 48 0 4 8 12 16 20 24 estimates. n=9 except for osteocalcin, where n=8. AUEC, area under the effect curve;
) ) Time point (h) Time point (h) ns, not significant.

effect of dazucorilant in healthy volunteers.

o Across the presented studies, 111 healthy
volunteers received dazucorilant. AEs were Results: Safety and Tolerability Methods
mild to mOdera.te’ n(.) .S]gmﬁcant Safety e Single doses of dazucorilant up to 1000 mg fasted and 900 mg Table 2. Most frequent treatment-emergent AEs during 14 days of First-in-human (FIH) study
concerns were identified. fed were considered safe and well tolerated. dazucorilant dosing in healthy volunteers. « An adaptive dose, double-blind, placebo-controlled study in 110
e Multiple doses up to 300 mg QD were considered safe; multiple N | FIH Study Brain healthy volunteers (18-60 years; BMI 18-30 kg/m?* weight <102 kg;
~ A phase 2 Study (DAZALS, NCT05407324, doses up to 200 mg QD were genera[[y well tolerated. Number of participants reportlng Part 2 ’ T NCT04249323, EudraCT 2019-004258-27)
EudraCT 2021-005611-31) is ongoing to assess o In the FIH study, 3 participants discontinued the 300 mg Qp ~ Sach freatmentemersent At (5) - Ry PSRV AT EEPd T e A loses (10, mg) +/- food (part 1, 1=63);
: : , dose at the investigator’s discretion due to adverse events Gastrointestinal disorders multiple doses (100—300hmg QD for 14 da]sclfS, part 2, n=36_), and
whether dazucorilant can benefit patients (AEs; upper abdominal pain, abdominal pain and dyspepsia, - o omiesna SRR 1 wan | T B g aimed to demonstrate pharmacological effect (part 3, n=11)
: : : d musculoskeletal chest pain). ominal pain e Primary objective: To assess dazucorilant safety and tolerability;
ing function ) and muscutosketetat chest pain). AR A e AR OO ) >dlic
with ALS by slowing functional loss o In the brain penetration study, 3 AEs (constipation, Abdominal distention 4 (15) 4 (33) 8 (21) PK and PD assessments were secondary objectives
thrombocytopenia, SARS-CoV-2 infection [unrelated]) led to e o o o . .
AEs, adverse events; ALS, amyotrophic lateral sclerosis; CNS, central nervous Withdrawg[ OI? study drug. [ 1 Const1pat10n5(19) .............................. 2(17) ......................... 7(18) ........ Brain penetratlon StUdy. .
system; PK, pharmacokinetics; SGRM, selective glucocorticoid receptor o , . Diarrhoea 4 (15) 0 4 (10) e A phase 1, randomized, partially double-blind, placebo-controlled
modulator. o In the participant with thrombocytopenia, platelet count 2000000 DI ............vv- S I St S | study in 16 healthy male volunteers (18—65 years; BMI 18-30 kg/m?;
recovered substantially 7-14 days after withdrawal of Dyspepsia 4 (15) 0 4 (10) weight <100 kg; NCT04994743, EudraCT 2021-002456-36)
et T o e elot cot han 2 5o Nervous system disorders | | | . .+ Primary objective: To evaluate the PK of multiple oral dazucorilant
been obse.rved with other SGRMs Headache 12 (44) 4 (33) 16 (41) doses (150 or 300 mg QD fed for 14 days) in plasma and
Scan QR code to . ' Musculoskeletal and cerebrospinal fluid (CSF)
download poster e No serious or severe treatment-emergent AEs were reported. : ; :
The most common AEs were gastrointestinal (GI), nervous connective tissue disorders | | | | PK study
The .al.JthOI‘S thank the stuqu - system, musculoskeletal and connective tissue disorders. Back pain & (5 . 5 A1) » A phase 1, randomized, open-label, 2-cohort, 2-period crossover
participants and their families o In a majority of participants, Gl and musculoskeletal and ggs}ifr;gd:)ﬂggomr% gQg D(fg‘g)d’)z?l?\ (r:IlIEdCelE ;Eilsotﬁgr)]% 53?52;%1 szoDr t(fe;sbtgg%i;gcl)s;r;?r:] 1 :r?dmg study in 16 hea.lthy volunteers (18—-60 years old; BMI 18-30 kg/m?;
. . : . e : : : , ) weight <102 kg; EudraCT 2022-000181-18)
as well as the clinical sites. connective tissue treatment-emergent AEs were manageable with abdominal pain lower. . o .
analgesics, laxatives, or antacids and resolved quickly after drug  Primary objective: To evaluate the PK of dazucorilant softgel
was discontinued. capsules (150 or 300 mg single dose) administered +/- food
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